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COEJUHEHHUS Y CIIOCOBBI JIEYEHUS T'PUEKOBBIX WH®EKIIUIA
ITEPEKPECTHBIE CCBIJIKHW HA POJICTBEHHBIE 3AABKU
[1] JlaHHas 3asiBKa MCIpaIIUBaeT IPUOPUTET MO MpeABapuTenbHoi 3asske Ha nateHt CIITA
Ne 62/725 971, nonannoii 31 asrycra 2018 r., koTOpasi paccMaTprBaeTCsl KaK 4acThb OMUCAHUS
JAHHOMU 3asBKU U BKJIIOUYEHA B HETO MOCPEACTBOM CCBUIKH.
YPOBEHb TEXHUKH, K KOTOPOM OTHOCHUTCS U30BPETEHHE

[2] I'pubku 3apakar0T JHOAEH U SIBISAIOTCS OCHOBHOM MPUYUHOW MPOOJEM CO 3J0POBHEM
yenoBeka. OHU Tak)ke 3apakar0T PaCTeHMs U MPUBOIAT K OTPOMHBIM MOTEPSIM NMPOIYKTUBHOCTU
CENIbCKOTO XO3sHCTBA. Hacrosimee omucaHWe B LEJIOM OTHOCHTCS K JICUEHHIO H/HUK

npoduIaKTHKe TPUOKOBBIX HHPEKIUH 1 3a00IeBaHUN.

CYIMHOCTDb U30BPETEHUA
[3] B ongHOM acmekTte B HACTOsAIIEM JOKyMEHTe TMpencTaBiieHa (apMarieBTudeckast
KOMIO3UILIMsI, COACPKaLlasi:
(1) coenunenue Gopmysr (I):
o\
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WM ero W3OTOMHBIA BapHAHT, TayTOMep, (papMaleBTHUECKH MpHeMJIeMasi COJib, COJIbBAT
WIU TUAPAT;, U
(i) mo MeHbLIed Mepe OAMH (apMALEBTHUYECKH MPHEMJIEMbIH HAMOJIHUTENb, TMPHYEM
(apmanieBTHUECKasT KOMITO3ULUSI HAXOAUTCS B JIEKAPCTBEHHOHN (popMe Ui MepopaibHOrO
TO3MPOBAHUS HJTH BBEIEHHSL.
[4] B npyrom acnekre npenocrasisieTcs: papManeBTH4eCKast KOMITO3ULUS, CONepIKalast:
(1) menkue wactuipl coenuHeHHst ¢Gopmynsl (I); WM €ro M30TONHBIA BapUAHT, TAYTOMEDP,
(bapMaeBTHUECKH MPHUEMIIEMYIO COJIb, COJIBBAT WM THAPAT; U
(1) mo wMeHblIeH Mepe OAMH (apMaLeBTHUYECKH IPHEMJIEMbIH HAIOJIHUTENb, IPHYEM
dapmanieBTHUECKasT KOMIO3MLIMSA HAXOOUTCS B JIEKAPCTBEHHOH (opMe Al MepopajibHOro
TO3MPOBAHUS WU BBEIEHUS UJIH B JIEKAPCTBEHHOH (POpMe IJIsl UHTAISILIMOHHON TOCTABKH.
[5] B HekoTOpBIX BapuaHTax peaau3alMd 4YacTHLbl MUKPOHU3UPOBaHbL. B HEKOTOpBIX

BapUaHTaxX OCYILECTBJICHUs] YAaCTHULbI UMEIOT pasmep OT Okoyo 1 MkM a0 okono 750 mxm. B



HEKOTOPBIX BapUaHTax peanus3aluy Mo MeHblledl Mepe okojo 10% uacTull UMET pasMep OT
okoio 1 Mkm 10 okono 750 MkM. B HEKOTOpBIX BapuaHTax peaju3aly IO MEHbLIEH Mepe
oko010 20% 4YacTul UMEIOT pa3Mep OT 0KoJIo 1 MKM A0 okono 750 MkM. B HEKOTOpBIX BapuaHTax
peanu3aluy 1O MeHblIeld Mepe okojo 30% 4YacTull UMET pasMep OT OKOJIO 1 MKM A0 OKOJO
750 MkM. B HekOTOpBIX BapHaHTaxX peanu3alyy Mo MeHblueill Mepe okoso 40% 4YacTHL UMEIOT
pasmep OT 0koJI0 1 MkM 10 okoo 750 MkM. B HEKOTOpBIX BapuaHTax peanu3aly IO MEHbIIEH
Mepe okojio 50% yacTull UMEIOT pa3Mep OT Okoyio 1 MKM 10 okojio 750 MkMm. B HekoTopbIx
BapUaHTaX peaju3alny 10 MeHblIel Mepe okojio 60% YacTUI] UMEIOT pa3Mep OT OKOJIO 1 MKM
10 okoJo 750 MkM. B HEKOTOpBIX BapHaHTaxX peanu3alyy 1o MeHblel Mepe okojo 70% yactun
HUMEIOT pasMep OT okoJio 1 MkM 10 okono 750 MkM. B HEKOTOpBIX BapuaHTax peajiu3aluu Io
MeHbInel Mepe okojio 80% uacTull UMEKT pasMep OT Okojio 1 MkM g0 okojo 750 mkMm. B
HEKOTOPBIX BapUaHTax peajiu3aluy Mo MeHblled Mepe okojio 90% uacTull UMET pasMep OT
okoio 1 Mkm 10 okono 750 MkM. B HEKOTOpBIX BapuaHTax peaju3alvd MO MEHbIIEH Mepe
0K0J10 95% yacTuLl UMEIOT pasMep OT OKOJIO 1 MKM A0 OKOJIO 750 MKM.

[6] B HexkOTOpBIX BapuaHTax pealnu3alUu 4YacTHULblI H3MENbUEHbl 1O HAHOMETPOB. B
HEKOTOPBIX BapHaHTax peanu3aluy Mo MeHblledl Mepe okojo 10% uacTull UMET pasMep OT
0Kk0J10 1 MKM 10 0k0110 750 HM. B HEKOTOpBIX BapHaHTax peajn3alyuu [0 MEHbIIEH Mepe OKOJIO
20% wyacTul UMET pasMep OoT okono | HM g0 okono 750 HM. B HekoTOpbIX BapuaHTax
peann3aluy 1o MeHblIed Mepe okoJio 30% JacTull UMEIOT pa3Mep OT OKoJo 1 HM a0 okono 750
HM. B HEKOTOpBIX BapuaHTax peain3aluu Mo MeHblIel Mepe Okoio 40% 4JacTul UMErT pasMep
oT okono 1 HM g0 okono 750 HM. B HEKOTOpBIX BapuaHTax peaju3alUd IO MEHbLIEH Mepe
okoJi0 50% gacTuly UMEIOT pazMep OT Okoio 1| HM 10 okosno 750 HM. B HEeKOTOpBIX BapuaHTax
peanu3alnuy 1o MeHblel Mepe okojio 60% 9yacTuil UMEIT pa3Mep OoT OKoJio 1 HM 10 okono 750
HM. B HEKOTOpBIX BapuaHTax peanu3aluy Mo MeHblueld Mepe okono 70% 4acTull UMEIOT pasMep
oT okoyio 1 HM 110 okono 750 HM. B HEKOTOPBIX BapHaHTax peajlu3aluy MO MEHbLIEH Mepe
okono 80% wacTul UMErOT pasmep oT okosio 1 HM 10 okosno 750 HM. B HekoTOpbIX BapHaHTax
peanuzanuy 1o MeHblel Mepe okojio 90% vacTull UMEIT pa3Mep OT okojio 1 HM 10 okono 750
HM. B HEKOTOpBIX BapuaHTax peain3aliy M0 MeHbllel Mepe OKOJIOo 95% yJacTull UMErT pa3Mep
OT 0K0JI0 1 HM 10 0konO 750 HM.

[7] B HekoTOpBIX BapHaHTaxX peajqn3aliu JeKapCcTBeHHas (hOopMa MpeacTaBisieT coOoi camo-
MHUKPO3MYJIbIHPYIOLIYIOCS CHUCTEMY JIOCTAaBKHM JiekapcTBeHHoro cpenacrsa (SMEDDS). B
HEKOTOPBIX BAapUAHTAaX peaJH3alllMM JIeKapCTBeHHast (opma mpencrasinsier coOOH camo-
SMYJIbTUPYIOMIYIOCS CHCTeMY JOCTaBKH JiekapcTBeHHOro cpenctsa (SEDDS). B HekoTopbix
BapUaHTax peajn3aliy JIeKapCcTBeHHas (popma rpencrasisier coOol CycreH3uio win pactsop. B

HEKOTOpPBIX  BapUaHTAaX  peaju3alldd  JIeKapcTBeHHass  (Qopma  mpencrtaBinsieT  coOoi



HAHOCYCHEH3MI0. B HEKOTOPBIX BapuaHTaX peajn3aliy JIEKApCTBEHHas (opMa IMPenCTaBIseT
co0oli TBEpAYIO JIEKAPCTBEHHYIO (opMy. B HEKOTOPBIX BapMaHTax peaju3allii JIEKapCTBEHHA
¢dopma mpencraisieT cOOOH BBICYIIEHHYIO PaclbUIEHUEM AMCIIEPCHYIO JIEKAPCTBEHHYIO (opMmy.
B HexoTOpBIX BapMaHTax peajM3alliu JIeKapCcTBeHHas (opma TmpeacraBisieT coOoi
JO3UPOBAHHYIO (OPMY IUIsl TPaHyJHUPOBAHUS TOPSIUEro paciulaBa. B HEKOTOpBIX BapHaHTax
peanu3aly JIeKapCTBeHHast opMa MPeCcTaBiIseT cOOOH JIEKapCTBEHHYIO (GOpMY, TMONYYEHHYIO
SKCTPY3MEHl M3 TOps¥ero paciuiaBa. B HEKOTOpbIX BapHaHTax peaNn3aluyd H300peTeHus
JeKapCTBeHHasi opma MpencTaByseT coOoi To3MpoBaHHYIO (OpMy B BHAE MOPOLIKA B BHIE
mukponperunuratos (MBP). B HEKOTOpBIX BapuaHTax peaiu3aliyl JIeKapCTBEHHast (opma
NpeACTaBysieT COOOH KUIKOCTh. B HEKOTOPBIX BapuaHTaX peau3alliH JIeKapCTBEHHasi (opma
npeAcTaBisieT coOOi CyCHEeH3HI0, PacTBOP, CHPOI MIIM 3JIUKCUP. B HEKOTOpBIX BapuaHTax
peamm3anuu  (papManeBTHUECKAss KOMIIO3ULUS HAXOOUTCS B JIEKAPCTBEHHOW (Qopme s
NIEPOPAIILHOTO JO3UPOBAHUS HITH BBEIEHHSL.

[8] B HekoTOpBIX BapwaHTax pealu3alny JIeKapCTBeHHas (opma TpencTaBisieT coOoi
TabJIeTKy WM Karcyiy. B HEKOTOpBhIX BapuaHTax peann3aluyl TabjeTka WM Karcysia UMeeT
SHTEPOCOIOOMIIbHOE TIOKPBITHE. B HEKOTOPBIX BapHaHTaxX peajH3aluy JIeKapCTBEHHas (Gopma
npeacTaBisier coOoi TadneTky. B HEKOTOPBIX BapuaHTax peanu3alyy TalOJeTKa MpenCTaBisieT
co0Ol OCMOTHYECKYIO IUIABAIOINYI0 TabJeTKy. B HEKOTOpBIX BapHaHTax peaju3alud KarcyJa
npeAcTaBisieT coOOH TBEPAYIO KalcCylly, 3alOJHEHHYIO KMIKOCTBIO. B HEKOTOpBIX BapHaHTax
peanu3anyy Karncyia npeacTaBisieT COOOH MATKYIO XKEeJTATUHOBYIO KaICyJIy.

9] B HekoTOphIX BapuaHTaX peajqu3aluu JieKapcTBeHHas (opma mpencrasisier coOoit
JIEKapCTBEHHYIO (OpMy C MOAM(HUIMPOBAHHBIM BBICBOOOXIEHHEM. B HEKOTOpBIX BapHaHTax
peanu3anuu JieKapcTBeHHast Gopma ¢ MOIU(ULMPOBAHHBIM BbICBOOOXKIEHHEM TMPEACTABIISET
co0ol JIeKapCTBEHHYIO (OPMY C OTCPOUYECHHBIM BBICBOOOKACHHEM, JIEKAPCTBEHHYIO (HOpMy C
NPOJIOHTUPOBAHHBIM  BbicBOOOXKneHueM (ER) wnm  nmekapcrBeHHyro (opMmy ¢ LeneBbIM
BbICBOOOXKIEHHEM. B HEKOTOpBIX BapuaHTax peanu3anuu JekapcTBeHHas ¢opma ER
NpeaCcTaBisieT COOOU JIeKapCTBEHHYIO (OpMYy ¢ 3aMemsieHHbIM BbicBOOOkaeHHeM (SR) wiwm
JIEKapCTBEHHYIO (OpMY ¢ KOHTposiupyeMmbiM BeicBoOOkaeHHeM (CR). B HekoTOphIX BapmaHTax
peanm3anMM JIeKapcTBeHHas (Qopma mpexncrtaBiseT coOoil  JeKapcTBEHHYH (opmy ¢
HEMEJUIEHHBIM BBICBOOOKICHHEM.

[10] B HekoTOpbhIX BapuaHTax peanu3alyu (papMareBTHUECKass KOMIIO3HMLUS CONEPKUT OT
okojo 10 mr mo okomo 1000 mr coemmueHust ¢popmyisl (I) niam ero M30TOMHOrO BapHAHTA,
TayToMepa, (papmManeBTHYECKH NpUEMIIEMON COJIM, COJbBaTa MM THApaTa. B HEKOTOpPbIX
BapUaHTax peaju3aluy (papMaLeBTHUECKass KOMIO3HULUSA COAEPKUT OT OKOJO 50 Mr 10 OKOJIO

600 mr coenuHenus ¢popmydsl (1) UM ero H30TOMHOTO BapUaHTa, TayTOMepa, papMalieBTHUECKH



MPUEMJIEMON COJH, COJIbBAaTA WU rMApaTa. B HEKOTOPBIX BapHaHTax pealnu3auuu OT OKojao 50
Mmr 10 okosio 150 mr, ot okoiio 150 mr go okoso 250 mr, ot okono 250 mr go okojio 350 mr, oT
okoJio 350 Mr 10 okosio 450 mr, ot okosio 450 Mr 10 okoJio 550 Mr, oT 0koJio S50 Mr 10 OKOJIO
650 mr, ot okosio 650 Mr 10 okosio 750 mr, ot okoj0 850 Mr 10 okoJi0 950 Mr unu ot okoJio 950
mr 10 okono 1050 mr coemuHenust Gopmyiel (1) nimM ero M30TOMHOrO BapUaHTA, TAYTOMEPA,
(apmaLieBTHUECKH IPUEMIIEMOH COJIM, COJIbBATA WJIM THAPATA.

[11] B HekoTOpBIX BapuaHTax peanu3anuu papMareBTHYeCKass KOMIIO3UIUS COMEPIKUT OKOJIO
50 wmr, okojyio 100 mr, okono 150 mr, okoso 200 mr, okoso 250 mr, okono 300 mr, okoso 350 wmr,
okoio 400 mr, okojio 450 mr, okoso 500 mr, okono 550 mr, okosno 600 mr, okoso 650 Mr, OKOJIO
700 mr, okoso 750 mr, okono 800 mr, okono 850 mr, okoso 900 mr, okoyio 950 Mr uiIu OKOJIO
1000 wmr coemuHenus ¢opmyael (I) wuaM  ero HM30TOMHOrO BapHaHTa, TAayTOMEPA,
(bapManeBTHUECKH MPHEMJIIEMOH COJIH, COJIbBATA UJIM THIPATA.

[12] B HekoTOpBIX BapuaHTax peann3anuu (papMaleBTHIECKass KOMIIO3HLUS CONEPIKHUT OKOJIO
50 wmr, okosio 100 mr, okono 150 mr, okosno 200 mr, okoso 250 mr, okono 300 mr, okosio 350 wmr,
okoJio 400 mr mim okoino 500 mr coepmuaenust Gopmynsl (1), WM ero U30TOMHOrO BAPHAHTA,
TayToMepa, papMaleBTHYECKH MPUEMIIEMOI COJIM, COTbBATA WJIM THPATa.

[13] B HekoTOphIX BapuaHTax peanu3anud (papMaleBTHIECKass KOMIIO3HULIUS COOEPIKHUT OKOJIO
50 wmr, okono 100 mr, okomo 200 mr, okosio 300 mr, okono 400 mr wnm okono 500 mr
coennHeHust ¢opmynsl (I) WM ero HM30TOMHOrO BapHaHTa, TayTOMepa, (apMaleBTHYECKH
MIPUEMIIEMOMN COJIH, COJbBATA WUJIM TUApATA.

[14] B HekoTOpBIX BapuaHTax pealu3alu MO MEHbIIeH Mepe OauH (apMaleBTHYECKH
NpUEeMJIEeMblll HAIOJHUTENb MPENCTABIsieT COOOI HANOJHUTENb, Pa3PBIXJMTENb, CBS3YIOLIEE,
CPEACTBO JJisl CKOJIBKEHHUS, CMasbIBAalOIlee BEINeCTBO WM JIIOOyr0 uX KomOuHaimio. B
HEKOTOPBIX BAPHAHTAX PEAJM3alMU 10 MEHbIeH Mepe OOuH (hapMaLeBTUYECKU MPUEMIIEMbIN
HAIOJIHUTENb IPENCTaBISAET coboit MHUKPOKPUCTAJUTMUECKYIO LIEJUTI0JIO3Y,
MpeKeNaTUHU3UPOBAHHBIN KpaxMall, HOBUAOH, CT€apaT MarHusi, KOJUIOUAHBIN TUOKCU]T KPEMHUS
WJIH JTFOOYIO UX KOMOWHAIHIO.

[15] B HekoTOpBIX BapHaHTaxX peanusanun GpapmManeBTUIecKass KOMIO3UIUS CTaOuiIbHA 10 36
MecsueB mpu Temmeparype oT okojo 2 °C go okomo 25 °C. B HEKOTOpPBIX BapHaHTax
peanmm3anyuu papManeBTUYeCKass KOMITIO3ULMs CTaOWIbHA B TEUEHHE Nepuoaa OT OKojo 24 1o
okoyio 36 mecsues npu Temreparype oT okosio 2 °C no okono 8 °C. B HEKOTOpBIX BapHUaHTaxX
peanm3anuu (papmaneBTUYECKas KOMITO3UIMA cTabmibHa 10 30 MecsLeB NMPH TeMIlepaType OT
okono 2 °C po okono 25 °C mpu XpaHEHUU B TBEPAOM BHIE. B HEKOTOpBIX BapHaHTax
peanmzanyuu papManeBTUYecKas KOMITO3ULMs CTaOWIbHA B TEUEHHE Nepuoja OT OKoJo 24 1o

okoJ0 36 MecsieB mpu Temneparype ot okojio 2 °C o okosno 8 °C mpu XpaHEHUH B TBEPAOM



BUE. B HEKOTOpBIX BapuaHTax peann3auuu (papMaleBTHUECKas KOMIIO3UIUS COAEPIKUT OKOJIO
50 wmr, okono 100 mr, okosno 200 mr, okoso 300 mr unu okoso 400 mr coenunenust popmynsl (I)
WIN €r0 U30TOITHOIO BapUAHTA, TAyTOMepa, (papMarieBTUIECKH MPUEMIIEMOM COJIH, CObBATa WU
ruapara.

[16] B opmHOM acmekre B HACTOSIEM JOKYMEHTe TpeAcTaBieHa (apmarieBTudecKas
KOMITO3ULIYSI, COAepIKaLIast:

(i) coenunenue ¢opmyibl (I) WM ero M30TONHBIA BAapPUAHT, TAyTOMEp, (apMaleBTHUECKH
NPUEMJIEMYIO COJIb, COJTbBAT HJTU THUAPAT; U

(i) mo wMeHblIed Mepe OAWH (papMALEBTHYECKH MPHEMJIEMbIH HAIOJIHUTENb, TMPHYEM
(apmaneBTHUECKasT KOMITO3ULMSI HAXOOUTCS B JIEKAPCTBEHHOH (hopMe aJisi AO3UPOBAHUS WU
BBEJICHUS IyTEM WHBEKIHH.

[17] B HekoTOpBIX BapHaHTax peanu3auud (papMaleBTUYECKass KOMIO3HLUS HAXOOUTCS B
no3upoBaHHOW ¢opme s BHyTpuBeHHOH (LV.) wHBeknmm wnu  UHQY3HHM, WK
BHYTPHUMBILIEYHON, MOAKOXKHONW WJIM BHYTPUKOKHONU NHBEKLUH.

[18] B HekoTOpBIX BapHaHTax peanu3auuy (papManeBTUYECKass KOMIIO3HLUS HAXOOUTCS B
JIEKapCTBEHHON (hopMe NUIsi BHYTPUBEHHON MHBEKLIMH WIIM BIMBaHUSA. B HEKOTOPBIX BapHaHTax
peanm3anuu JieKapcTBeHHass ¢opma mnpexacrasiser coboit 1.V. nekapcrBennyro ¢opmy. B
HEKOTOPBIX BapHaHTaxX peanu3auuu (apmaneBTUYECKas KOMIIO3ULMS MPEACTaBIsieT coOoi
pactBop. B  HekoTOpbIX BapuaHTax peanusalid JIEKAPCTBEHHas (opma  COmEep KUT
COPaCTBOPUTED.

[19] B HekoTOpbIX BapuaHTax peanusauuu copactsoputenb Bkimouaer PEG200, PEG300,
PEG400, PEG600, mponuieHrIMKojb, 3TaHod, nojaucopdar 20, momucopdar 80, xpemedop,
rnunepuH, OeH3uoBbld cnupT, auMmerwitaueramun (DMA), N-merun-2-nupponuaod (NMP),
mpem-0yTaHON WM JOOYH0 UX KOMOMHAUMIO. B  HEKOTOphIX BapuaHTAX peau3aluu
JeKapcTBeHHas: (hopMa JOMONHUTEIBHO CONEPIKUT MAco. B HEKOTOPBIX BapuaHTaX pean3alud
Macli0 BKJIFOYAeT KYHXKYTHOE MAclio, CO€BOE€ MAacCjO, PACTUTENIbHOE MAaclio, MaKOBOE MacJo,
cadIopOBOE MACIIO WITH UX KOMOWHALIHH.

[20] B HekoTOpBIX BapuaHTax peajr3aliu JeKapCTBeHHAs (opMa MOTOTHUTEIEHO CONEPIKUT
Oydep. B HEKOTOpBIX BapuaHTaX peaNu3allM JIEKapCTBEHHas ¢GopMma IUIsi BHYTPHUBEHHOTO
BBEJICHUS IOTIOJIHUTENIbHO comep:kuT Oydep. B HekoTopbIx BapmanTax peanm3auuu Oydep
npencraBisier coboit gocharueiii Oydep. B HexkoTophIX BapuaHTax peaim3anyu (ochaTHbIH
Oydep npencrasisier coboit pocdar kanus. B HEKOTOPBIX BapraHTax peanuzanuu GocdaT Kaaus
SIBJIIETCS] OJTHOOCHOBHBIM HJIN IBYXOCHOBHBIM.

[21] B HekoTophIx BapmaHTax peanusauuu ¢apmaieBTHUecKass kommnoszuius umeer pH or

okono 2,5 nmo okxonmo 11,0. B HekoTOpbIX BapuaHTax peaju3anuu (apMaLeBTHUECKas



komnoszuuus umeer pH ot okono 2,5 no okoso 5,0 mnu ot okosno 6,5 no okono 10,5. B
HEKOTOPBIX BapHaHTax peaju3anuu ¢papmarneBTHueckas komrnosunus umeer pH ot okorno 2,5 no
okoJo 4,5 unu ot okoso 7,0 o okoJo 9,0.

[22] B Hekoropelx BapuaHTax ocyiuectBieHuss pH (apmaneBTHUECKOW KOMIIO3UIUH,
COCTABJICHHOW [UUIsi BHYTPUBEHHOTO BBENEHUs, pPETYJUPYETCsl COJNSTHOH KHUCIOTOW W/WIH
T'MJPOKCUIOM HaTpUs.

[23] B HekoTOpbIX BapuaHTaxX peaju3aluu (papmManeBTUYECKas KOMIIO3ULHSI COAEPHKHUT OT
OKOJIO 5 Mr/Mi 10 okojio 250 mr/mi coepurenus: Gpopmysl (I) wim ero U30TOMHOTO BapUaHTA,
TayToMepa, (papmManeBTHYECKH NPUEMIIEMON COJIM, COJbBaTa WM THApPaTa. B HEKOTOpPBIX
BapHAHTaX peanu3auuu (papMmareBTUYeckass KOMIO3HMLHUSA COAEPXKHUT OT Okojio 10 mr/mi no
okojo 50 wmr/mn coenunenust ¢opmyisl (I) WM ero M30TOMHOrO BapHaHTAa, TAyTOMEDPA,
(bapManeBTHUECKH MPHEMJIIEMOH COJIH, COJIbBATA UJIM THIPATA.

[24] B HekoTOpbhIX BapuaHTax peanu3alyu (papMaleBTHUECKass KOMIO3HLUS CONEPKUT OT
okoJio 20 mr/mn 1o okono 40 mr/mn coequHenust popmyibl (I) MM €ro U30TOMHOTO BapUaHTA,
TayToMepa, (papmManeBTHYECKH NpPUEMIIEMON COJIM, COJbBaTa WM THApaTa. B HEKOTOpPBIX
BapHaHTax peajnm3anuu papManeBTHIeCKass KOMIIO3ULHS COnepkut okoyo 10 mr/mi, okono 15
Mr/mi1, okoJo 20 mr/mi, okoJo 25 mr/mi nim okodio 30 mr/mn coenuaenus popmyisl (I) nmm ero
M30TOMMHOTO BapHaHTa, TayToMmepa, (papmaumeBTHYECKM NPHEMJIEMON COJIH, COJNbBaTa WU
ruapara.

[25] B HekoTOpBIX BapHaHTax peanuzaunu GpapManeBTudeckas KOMIO3HLINS CTA0MIIbHA OKOJIO
no 24 wmecsneB npu temmeparype oT okoino -20 °C go 8 °C. B HeEKOTOphIX BapuaHTax
peanuzanuu papmaneBTHYECKas KOMIIO3ULMs cTabuibHA B TE€UEHHE IepHozia OT okoyio 12 1o
oKkoo 24 MmecsiueB mpu Temreparype okoso -20 °C. B HEKOTOpbIX BapHaHTax peau3aliu
(apmaneBTHUECKasT KOMIIO3ULIUS COAEPKUT OKoJio 20 mr/mi coequnenus: Gpopmyier (1) umm ero
U30TOMHOTO BAapHaHTa, TayToMmepa, (papMaueBTUYECKH NPUEMIIEMOH COJIH, COJIbBaTa WU
THIpaTa.

[26] B HEKOTOpBIX BapHaHTax peanu3alyu coeauHenue Gopmydsl (1) WM ero M30TOMHBIH
BapHUAHT, TayToMep, (papMaleBTUYECKH MpHEMJIEMasl COJIb, COJIbBAT WJIM THIAPAT, SBIAETCS
KPUCTAJUTMUECKUM, MHUKPOKPUCTAJUIMYECKHM, aMOP(GHBIM WM JHOQWUIM3HPOBaHHBIM. B
HEKOTOPBIX BapUaHTaxX peanusauuu coeauHeHue (opmynbl () wim ero M30TONMHBIA BapHAaHT,
TayToMep, (apmMameBTHYECKH TpuUeMiieMas COJlb, COJNbBAT WJIM THIAPAT, SBISETCA
KpHUCTAJUIMUeCKUM. B HekoTOphIX BapmaHTax peanusauun coenuHeHune ¢opmyisl (I) wmu ero
W30TOMHBIM BapuaHT, TayToMep, (papMalleBTHYECKH NMpUeMiieMasl COJb, COJIbBAT WJIM THUAPAT;
apnsieTcss amopHbIM. B HeKoTOpBIX BapuaHTax peanusauuu coenuHerune Gopmyinsl (I) umm ero

U30TOIHBIA BapHaHT, TayToMep, (papMaleBTUYECKU MpUemMiieMasi COJb, COJbBAT WJIM THIPAT;



SBJIIFOTCST TUO(P UITM3UPOBAHHBIMH.

[27] B HexoTOphIX BapuaHTax peainu3anuu (papmaneBTUUYECKas KOMITO3ULMS MPAKTUYECKH He
COIEpPKUT MpHuMeced. B HEKOTOpBIX BapHaHTax peanu3anyuu (papmaneBTHUECKass KOMITO3ULIUS
UMEeT 4YUCTOTYy MO MeHblelr Mepe okono 90%. B HEKOTOpbIX BapuaHTax pealu3aluu
(apmaneBTHYECKAS KOMITO3HLIUSI UMEET YUCTOTY IO MeHbLIeH Mepe okosno 95%. B HekoTopbIx
BapUAHTAX peann3auuy (apManeBTHYECKass KOMIO3HMLIUS UMEeT YHUCTOTY IO MEHbLIeH Mepe
okono 96%. B HexkOoTOphIX BapuaHTax peanu3aluu (papmareBTHYECKas KOMIIO3HUIMS HUMEET
YUCTOTY IO MeHbIned wmepe okono 97%. B HEKOTOpbIX BapuaHTax pealnu3aluu
(apmanieBTHUECKasT KOMITO3ULIMS UMEET YHCTOTY MO MEHbIIel mepe okoyo 98%. B HeKoTOphIX
BapHUAHTaX peasu3aluy (apMaleBTHYECKas KOMIO3HMLUS HMEeT YHCTOTY IO MEHbIIeH Mmepe
okoJi0 99%. B HEKOTOPBIX BapUaHTaX peanu3anuu GapMaleBTHIeCKasi KOMIIO3HIIHS SIBJISIETCS HA
no MeHblued mepe okojo 99,1%, okono 99,2%, okono 99,3%, oxono 99,4%, okono 99,5%,
okosio 99,6%, okono 99,7%, okono 99,8%, okono 99.9% wnum oxojgo 100% wuyuncroii. B
HEKOTOPBIX BapUaHTAX peann3alun (papManeBTHUECKas KOMIIO3UIUS COAEePKHUT A0 okojo 10%
(Mac./mac.) mo MeHbIIEW Mepe ONHOH mpuMecH. B HEKOTOPBIX BapUaHTAX peaTH3ALIH
(dapmaneBTHUECKasT KOMITO3ULIUS COAEPKUT MeHee okono 10% (mac./mac.), okomno 9%
(mac./mac.), okono 8% (mac./mac.), okono 7% (mac./mac.), okosno 6% ( mac./mac.), okojo 5%
(mac./mac.), okoso 4% (mac./mac.), okoso 3% (mac./mac.), okosio 2% (mac./mac.) uiu okoso 1%
(mac./mac.) xoTs1 OBl OIHOM MpHMecH. B HEKOTOPBIX BapuaHTax peanu3auuu (papManeBTHUECKas
KOMITIO3UIIMST COAEPKUT MeHee okojo 5% (mac./mac.), okono 4% (mac./mac.), okono 3%
(mac./mac.), okono 2% (mac./mac.) miam okojo 1% (Mac./mac.) Mo MeHbLIEH Mepe OmHOM
npuMecu. B HEKOTOpBIX BapuaHTax peanu3alyy (papmareBTHYeCKass KOMIO3ULMS COAEPIKUT
meHee okojio 0,9% (mac./mac.), okono 0,8% (mac./mac.), okojo 0,7% (mac./mac.), okoso 0,6%
(mac./mac.), okojio 0,5% (mac./mac.), okono 0,4% (mac./mac.), okono 0,3% (mac./mac.), OKoJIo
0,2% (mac./mac.) umu okoso 0,1% (mac./Mac.) Mo MeHbIIed Mepe OTHON MPUMECH.

[28] B HekoTOpBIX BapHaHTax pealu3aluyd [0 MEHbUIEH Mepe OAHAa IPHUMECH SIBISETCS
AerpagaHToM. B HEKOTOpBIX BapHaHTaX peajH3allHd [0 MEHbIIeH Mepe OIHa MPUMECh
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[29] B HexoTOpBIX BapuaHTax peanu3aly IO MEHbIIEH Mepe ONHA MPUMECH MPEACTaBISAET

co0oii:
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[30] B HekoTOpBIX BapHaHTaxX peanu3auuu (HapMaleBTUUECKas KOMITO3HIHMS COAEPIKUT IO
okono 4,0% (mac./mac.) oOmux mnpumeceil. B HEKOTOPHIX BapHaHTaxX peaTH3aluu
dapmaneBTHUeCKass KOMIO3WOMs  comep:kut 1o okomo 0,5%  (mac./mac.) mo0oi
UHIMBUAYAIBHOW TpuMecH. B HEKOTOphIX BapHaHTax peanusanud (apMaLeBTHUECKas

KOMITO3UIIHSI COAEPKUT OKOJIO 110 1,5% (Mac./mac.) coenuHeHust:
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[31] B npyrom acnekre npearaercs KOMOMHUPOBAHHAsI KOMITO3ULINS, COAEepIKaINas:

(i) coenunenue ¢opmyiasl (I); wIM ero M3OTOMHBIA BapHAHT, TAyTOMeEp, (apMaleBTHYECKH
npuemiieMasi CoJib, COJIbBAT WJIM TUApAT, U (i1) MO MeHbIIeH Mepe OTHO MPOTUBOTPUOKOBOE
CPEACTBO.

[32] B HekoTOphIX BapuaHTaxX peajH3alMyd 1O MEHBbIIeH Mepe OTHO NPOTHBOIPHOKOBOE
CPeACTBO MpeAcTaBisieT coOOM a30J, HXMHOKAHIMH, Ne30kcuxonar amporepumaa B, koxmieat
amdorepurnuHa B, S-¢propuurosun, tepounadun, rpuseodyassul, VL-2397, ubpekcadynrepr,
oporomun FO01318 wmnmm ux koMOMHaUMH. B HEKOTOpBIX BapuUaHTAaxX pealu3alid  a30J
IpeCTaBsieT COOOH KETOKOHA30J, (DIyKOHA30J, ITO3aKOHA30J, HTPAKOHA30Jl, BOPHUKOHA30J,
M3aBYKOHA30Jl WJIM MHKOHA30Jl. B HEKOTOpBIX BapHaHTaxX peanu3alid >XUHOKAHIUH
npeacTaBisieT coOoH KacoyHIHH, aHUAYIaQyHIHH, MUKa(QyHTUH WIH pe3adyHTHH.

[33] B omHOM acmekTe B HACTOSIIEM JOKYMEHTE TPEACTaBlieHa KOMOWHUpPOBAHHAs
KOMITO3ULIMS, COAEp KaLasi:

(1) coenunenune gopmysr (I):

0\
B N7
N o
~
‘fff NH,
0
HO-P-0°
0

D,
WM €ro W3OTOMHBIN BapHAHT, TAyTOMEp, (papMaleBTHUECKH MpHEMJIEMasi COJIb, COJNbBAT
WY TUAPAT; U

(1) coenunrenue popmys (1)

(ID),

WIN €ro W30TONHBII BapuaHT, TayToMep, (papMauneBTUYECKU NMPUEMIIEMYIO COJIb, COJNbBAT
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WUIU TUAPAT.

[34] B HekoTOpBIX BapHaHTax peanu3aly KOMOMHMPOBAHHAs KOMITO3ULUS JOMOJHUTENBHO
COZEPIKUT MO MEHbLIEH Mepe ONH (PapMaLeBTHUECKH PUEMIIEMbIH HATTOIHUTEb.

[35] B HekoTOpbIX BapHaHTax peanu3alMu coeauHeHue Gopmysbl (I) WM €ro M30TOMHBIN
BapUAHT, TayTOMep, (apMaLeBTHUECKH NpUEMIIEMasi COJIb, COJbBAT WJIM TUAPAT U COENUHEHUE
¢dopmyner (II) uam W30TONMHBIA BapHaHT, TayToMep, (papMaLeBTUYECKH NpHeMIeMas COJb,
COJIBBAT, HJIH €0 THAPAT 00a SBISIFOTCS] KPUCTAJUTUYECKUMU.

[36] B HekoTOpBIX BapHaHTax peanu3aumu coenuHenue Gopmysbl (I) WM ero M30TOMHBIH
BapHaHT, TayTOMep, (papManeBTUYECKH MpUeMIIeMasi COJIb, COJbBAT WJIM THAPAT M COCTUHEHUE
¢dopmynsl (II) wim M30TOMHBIA BapwaHT, TayToMmep, (apMaLEeBTHUECKH NpHEMIIEMas COJb,
COJNbBAT, WJIM €ro THUApaT MNPUCYTCTBYKOT B COOTHomeHuu okoyno oT 10:1. B HekoTophix
BapHaHTax peanu3anuu coenuHeHue (opmynbl (I) MM ero M30TOMHBIA BapUaHT, TAyTOMEP,
(apmManeBTHUECKH TPUEMIIEMast COJIb, COJIbBAT MUK TUAPAT U coenuHerne Gpopmysl (II) wm ero
W30TOMHBIA BApUAHT, TAyTOMED, (apMaLeBTUUECKU MTpHEeMIIeMasi COJIb, COJIbBAT, HIIU €r0 TUAPAT
MPUCYTCTBYIOT B COOTHOLIEHHUH OT OKONO 9:1 no oxono 9,99:0,01. B HEKOTOpBIX BapHaHTax
peamm3anmu  coequHeHne ¢opmynel (I) wuam  ero HM30TONMHBIA  BapHAHT, TayTOMeEP,
(bapmareBTHUECKH TPUEMIIEMast COJIb, COJIbBAT MIIM TUApAT U coenuHerne Gpopmysl (II) wm ero
M30TOIMHBIN BapUaHT, TayTOMEp, (hapMaLeBTUUECKU ITpHeMIIeMast COJIb, COJIbBAT, WM €ro THApPaT
MPUCYTCTBYIOT B COOTHOLIEHUU OT OKOsO 9,5:0,5 no okono 9,9:0,1. B HEKOTOpBIX BapuaHTax
peammsanuu  coequHeHue ¢opmynel (I) wuaM  ero M30TONMHBIM  BapHaHT, TayTOMep,
(apmaneBTHUECKH IPUEMIIEMAasi COJIb, COJIbBAT WM TUAPAT U coenunenne ¢popmysl (II) nnum ero
W30TOIHBII BapUAHT, TayTOMep, (hapMalleBTUUECKU MNpUEeMJIeMasl COJb, COJbBAT, WJIM THAPAT
MPUCYTCTBYIOT B COOTHOLIEHUU OKoJio 9:1, okoso 9,1:0,9, okono 9,2:0,8, okomno 9,3:0,7, okono
9,4:0,6, oxomno 9,5:0,5, okono 9,6:0,4, okono 9,7:0,3, okomno 9,8:0,2 unu okoiyo 9,9:0,1.

[37] B ongHOM acriekTe B HACTOSIIEM JOKYMEHTE MPENOCTABIISETCS CHOCOO JIEYSHHs WU
npodUIakTUKU TPUOKOBOH MH(pEKIMH Wi 3a00JeBaHMs, BKIIIOYAIOIINI BBEIEHUE CYyOBEKTY,
HYXKIAIOLIEMyCsl B 3TOM, TepameBTUYeCKH H(PPEKTUBHOrO KOIMYECTBA JIFOOOH W3
(bapManeBTHUECKUX KOMIO3ULIUI MM KOMOMHHPOBAHHBIX KOMITO3ULMH, OMHUCAHHBIX B JTAHHOM
JOKYMEHTE.

[38] B HEKOTOpBIX BapHaHTax peasu3alH CIIOCOOOB, MPEACTABICHHBIX B HACTOALIEM
IOKYMEHTe, CyObeKTy BBOAAT OT okoo 10 mr no okono 8000 mr coenunerust Gpopmyusl (1) mmum
€ro M30TOMHOI'O BapHaHTa, TayToMmepa, (papMaleBTHYECKH MPUEMIIEMOHM COJH, COJIbBaTa WU
rugpata. B HEKOTOpBIX BapHaHTax peajn3alud CrnocoOOB, NMPEACTABICHHBIX B HACTOSIIEM
IOKYMEHTe, CyObeKTy BBOAAT OT okoso 10 mr 1o okono 2400 mr coenunenus Gpopmysl (1) mmu

€ro M30TOIMHOI'O BapHaHTa, TayToMmepa, (apMaleBTHYECKH MPUEMJIEMOM COJNM, COJIbBaTa WU
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runpara. B HEKOTOPBIX BapUaHTAaX peajH3alud CIIOCOOOB, MPEICTABICHHBIX B HACTOSIIEM
nokymMmenrte, okosio 10 mr, okono 30 mr, okono 50 mr, okono 100 mr, okosno 150 mr, okono 200
Mmr, okosio 275 mr, okosio 300 mr, okosio 350 mr, okoso 400 mr, okojio S00 mr, okosio 600 wmr,
okosio 700 mr, okosio 800 mr, okoyio 900 mr, okono 1000 mr, okono 1200 mr, okono 1500 wmr,
okoJio 1800 mr, okono 2000 mr, okono 2100 mr, okono 2400 mr, okoso 2500 mr , okoso 3000
mr, okosio 4000 mr, okxono 5000 mr, okojso 6000 mr, okoso 7000 mr umu oxosno 8000 mr
coenuuenus: ¢opmysbl (I) MIM €ro M30TOMHOrO BapHaHTa, TayToMepa, (apMaleBTHYECKH
MIPUEMJIEMOM COJIH, COJTbBATA UM TUAPATA BBOAUTCS CYOBEKTY.

[39] B HEKOTOpBIX BapHaHTaxX peaju3alyH CIOCOOOB, MPEACTABICHHBIX B HACTOALIEM
nokyMmeHTte, okojo 40 mr, okosio 50 mr, okosio 100 mr, okono 200 mr, okoso 250 mr, okosio 350
mr, okoio 400 mr, okoso 500 mr, okono 600 mr, okosno 700 mr, okono 800 mr mwiu okoo 900 mr
coenuHeHust ¢dopmynbl (I) WM ero HM30TOMHOrO BapUaHTa, TayToMepa, (apMareBTHYECKH
NpUEeMJIEMOWM COJIM, COJIbBAaTa WJIM TUApPATa BBOAAT CyObeKkTy. B HEKOTOpBIX BapHaHTaxX
peanu3anuu CrocoOOB, MPEACTABIEHHBIX B HACTOSIIEM JOKyMeHTe, okojio 600 mr, okono 700
mr, okoJyio 800 mr, okojo 900 mr, 1000 mr, okono 2000 mr ummu oxono 3000 mr coenuHeHus
¢dbopmysl (I) umu ero U30TOMHOTO BapUaHTa, TayToMepa, (papMaeBTUYECKH MPUEMIIEMOU COJIH,
COJIbBATA WJI THIPATA BBOIST CyOBEKTY.

[40] B HeKkoTOpBIX BapHaHTax peasu3alM CIIOCOOOB, MPEACTABICHHBIX B HACTOALIEM
NOKyMeHTe, (papMarieBTH4eCKasi KOMITO3HULIUS BBOAUTCS CYOBEKTY €XKeIHEBHO. B HEKoTOpbIX
BapHaHTaX  pealu3alud  CIIOCOOOB,  NPEACTABJIEHHBIX B  HACTOSIIEM  JOKYMEHTE,
(apmarieBTHYECKasi KOMIO3HLIUSI BBOAUTCS CyOBEKTY OAMH pa3 B J€Hb, Ba paza B ICHb, TPH
paa B NeHb WJHM 4YeTbIpe pa3a B JeHb. B HEKOTOPBIX BapUaHTaX peajH3alHu CrIocoOO0B,
MPEICTABJIEHHbIX B HACTOSINEM JOKyMEHTe, (apmaieBTHUecKass KOMITO3ULIUS BBOIUTCS
CyOBEKTY OIMH pa3 B CyTKU. B HEKOTOPBIX BAPUAHTAX PEANHU3ALMH CIIOCOOOB, MPENCTABICHHBIX
B HACTOSIIEM TOKYMEHTe, (hapMalleBTHYECKass KOMITO3UIUS BBOIUTCS CYOBEKTY JBa pasa B IEHb.
[41] B HEKOTOpBIX BapHaHTaX peau3alfi CIOCOOOB, MPEACTABICHHBIX B HACTOSLIEM
NOKyMeHTe, (hapMarieBTHYeCKass KOMITO3UIUSI BBOIUTCS CyOBEKTY B TEYEeHHE OKOJo A0 12
Henlellb. B HEKOTOpPBIX BapUAHTAX peaH3alHH CIIOCOOOB, TPEICTABICHHBIX B HACTOSIIEM
IOKyMeHTe, (hapMaleBTHIeCKasi KOMITO3UIUSI BBOIUTCSI CYOBEKTY B TEUEHUE 10 MEHbIIEH Mepe
ONHOI Hene. B HEKOTOPBIX BapHaHTaX peaju3aliu CrocoO0B, MPEICTaBICHHBIX B HACTOSIIIEM
OOKYMeHTe, (papMalleBTUYECKYI0 KOMIO3UIMIO BBOAST CYOBEKTY B T€UEHHE IO MEHbINEH Mepe
OBYX Heleslb. B HEKOTOPBIX BapHaHTAX PeaH3alMH CIIOCOOOB, MPEACTABICHHBIX B HACTOSIIEM
OOKyMeHTe, (papMaleBTUYeCKasi KOMIIO3ULHS BBOAUTCS CYOBEKTY B TEUEHUE OKOJIO 110 2 HEeb.
B HekoTOpBIX BapuaHTaxX peaju3aliu CIIOCOOOB, MPEACTABIECHHBIX B HACTOSIIEM JOKYMEHTE,

Q)apMaHeBTI/ILIeCKaﬂ KOMITIO3HMLHUA BBOOUTCA CY6"beKTy B TCUCHUC OI[HOI>'I HEACIN, NBYX HCACIIb, 6
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Henenb, 12 Henenb, 24 Henenb, 48 HeAgenb UK 52 HEAEb.

[42] B HeKkoTOpBRIX BapHaHTax peasu3alH CIIOCOOOB, MPEACTABICHHBIX B HACTOALIEM
IOKyMEHTe, CyObeKTy BBOAAT OT okoso 10 mr 1o okono 8000 mr coenunenus Gpopmyusl (1) mmun
€ro M30TOIMHOI'0 BapUaHTa, TayToMmepa, (papMaleBTHUECKH MPHEMJIEMON COJIH, COJbBaTa WJIH
ruapata. B HEKOTOpBIX BapHaHTaX peaju3aldd CrnocoOOB, MPEACTABICHHBIX B HACTOSIIEM
nokymeHTte, okoso 10 mr, okono 20 mr, okono 30 mr, okosio 40 mr, okoso 50 mr, okosno 100 mr,
oko0110 125 mr, okono 150 mr, okono 175 mr, okono 200 mr, okoso 225 Mr, okosio 250 Mr, OKOJIO
275 wmr, okojo 300 mr, okoso 350 mr, okoso 400 mr, okoso 450 mr, okono 500 mr, okono 600
mr, okosio 700 mr, okosio 800 mr, okoso 900 mr, okosno 1000 mr unu okoso 2000 Mr coenuHeHUs
dbopmybl (I) UM €ro U30TOMHOrO BapuaHTa, TayToMepa, (papMaleBTUYECKH MPUEMIIEMOM COJIH,
COJIbBATA WJIUA THIPATA BBOIST CyOBEKTY.

[43] B HEKOTOpBIX BapHaHTaxX peasu3alH CIIOCOOOB, MPEACTABICHHBIX B HACTOSLIEM
JIOKYMeHTe, (papMaleBTHYeCKasi KOMIIO3HUIUS BBOIUTCS CYOBEKTY B Te€YeHHE OKOJO 20 MHUHYT,
0koJi0 30 MuHyT, OK0JIO 60 MUHYT, OKOJIO 90 MUHYT, OKOJIO 2 4acOB, OKOJIO 3 4acoB, OKOJIO 4
YacoB, OKOJIO 5 9aCOB, OKOJIO 6 4acOB, OKOJIO 7 9aCOB, OKOJIO 8 4acoB, 0K00 9 gacoB, okoio 10
4acoB, 0K0JIO 12 "acos, okojo 18 yacoB mim okoso 24 yacos ¢ nomoinsio V. nadysun.

[44] B HekoTOpBRIX BapHaHTax peaqu3alH CIIOCOOOB, MPEACTABICHHBIX B HACTOALIEM
OOKyMeHTe, (hapMarleBTHUeCKasi KOMIIO3ULHSI BBOJUTCS CYOBEKTY B TEUEHHE MEePUoa IO OKOJIO
3 yacos nytem LV uny3um.

[45] B HEKOTOpbIX BapHaHTaX peall3alud CIOCO00B, MPENCTABICHHBIX B HACTOSIIEM
IOKyMeHTe, CyOBeKTy BBOIST yOApHYIO I03y € MOCJEAYIOLIeH MoanepskuBaroiiel no30i. B
HEKOTOPBIX BAapUAHTAX peajM3alMy CIOCOOOB, MPENCTABIEHHBIX B HACTOSILIEM IOKYMEHTE,
ylIapHas 103a BKIIFO4YaeT oT okojio 1000 mr 1o okoso 8000 mr coequnenus: popmyusl (I) mnm ero
WU30TOIHOTO BapuaHTa, TayToMepa, (papMaleBTUYECKH TMPUEMIIEMOM COJIM, COJIbBAaTa WJIH
runpara. B HEKOTOpBIX BapuaHTAaX peajH3ald CIIOCOOOB, MPENCTaBJIEHHBIX B HACTOSIIEM
JNOKYMEHTE, TOAACP>KUBAOIIas 103a BKJIKOUYAET OT 0kosio 600 mr 10 okosio 2400 Mr coennHeHus
dbopmyubl (I) UM €ro U30TOMHOrO BapUaHTa, TayToMepa, (papMalleBTUYECKU MPUEMIIEMOU COJIH,
COJIbBATA WJIM THUApPATa. B HEKOTOPBIX BapUaHTAX peaM3ald CTOCOOOB, MPEICTABICHHBIX B
HACTOSALEM JOKYMEHTe, yaapHas no3a cocrasiseT oT okoso 1000 mr no okono 2000 mr. B
HEKOTOPBIX BAPUAHTAX peau3alud CIOCOOOB, MPEACTABJICHHBIX B HACTOSIIEM IOKYMEHTE,
yAapHas 1032 BBOAUTCS B T€UEHHUE MEPUOAA OT OKOJO 2 A0 OKOJIO 3 4acoB ¢ momoupro V.
uHpYy3un. B HEKOTOpBIX BapHaHTaX peau3aluu CrocOoOOB, MPEICTABICHHBIX B HACTOSIIEM
TOKYMEHTE, yapHas 1032 BBOAUTCS ABAXbI B MEPBbI A€Hb JeueHus1. B HEKOTOpBIX BapHaHTax
peanu3zaluy CIOCOOOB, TMPENCTaBJICHHBIX B HACTOSIIEM JOKYMEHTE, BTOpas yAapHas ao03a

BBOJIMTCSI OKOJIO Uepe3 9 4acoB Mociie NepBO yAapHON 036
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[46] B HeKoTOpBRIX BapHaHTax peasu3alH CIIOCOOOB, MPEACTABICHHBIX B HACTOALIEM
NOKYMEHTE, MOJJEepKUBAroIas 103a BKIro4YaeT okojao 600 mr, okono 700 mr, okoso 800 wr,
okojio 900 mr mm okoso 1000 mr coenunenus Gopmynsl (I) unM ero M30TONMHOrO BapUAHTA,
TayToMepa, (papmManeBTUYECKH NpUEMIIEMON CONIM, COJbBaTa MM TuapaTa. B HEKOTOpPbIX
BapUAHTaX  pealu3aluud  Crnoco0OB,  NPENCTABICHHBIX B HACTOAILIEM  JTOKYMEHTE,
HOAZIePKUBAIOINAS 1032 BKIIoYaeT okojo 800 mr umm okoso 1000 mr coenunenus ¢popmysl (1)
WM €r0 H30TOIHOTO BAPHAHTA, TayToMepa, (hapMalieBTUUECKH MPUEMIIEMOI COJH, COIbBATA UITH
THIpaTa, BBOAMMOTO CyOBEKTYy. B HEKOTOpPBIX BapuaHTaX pealu3alud  CrocoOoB,
MIPEICTABICHHBIX B HACTOSALIEM JOKYMEHTE, MOANEPKUBAOINAs 103a BKJOUaeT okosno 600 mr
wi okosio 900 mr coemgmuHeHus ¢opmynbl (I) WM €ro M30TOMHOrO BapHAaHTA, TAYTOMEPA,
(apManieBTHUECKH TMPHEMJIEMO COJIM, COJIbBaTa WJIM THIApaTa. B HEKOTOpBIX BapUaHTax
peanu3anuyu CrocoOOB, MPEACTABICHHBIX B HACTOALIEM AOKYMEHTE, MOANEPKHBAMOINAs 1032
BKJIFOYaeT okojo 600 mr wim okono 900 mr coenunenust ¢opmyinbl () WM ero U30TOMHOTO
BapUaHTa, TAyTOMEPA, (hapMaLeBTHUECKH IPUEMIIEMOH COJIH, COJIbBATA WJIM THAPATa U BBOIUTCS
NEePOPAJIbHO.

[47] B HekoTOpBRIX BapHaHTax peasu3alH CIIOCOOOB, MPEACTABICHHBIX B HACTOALIEM
NOKYMEHTE, MOAAEP KUBAKOLIas 1032 BKIOYaeT okoyno 600 mr uiau okosio 900 Mr coenuHeHus
¢dbopmysl (I) umm ero U30TOMHOTO BapuaHTa, TayToMepa, (papMaleBTUYECKH MPUEMIIEMOU COJIH,
COJIbBaTa WJIM TMApATa, BBOAMMOIO B T€YEHUE ONPEIAEICHHOIO MEPUOAA BPEMEHH OT OKOJO 1
jaca 10 OKOJIO 3 4acoB ¢ nomouisio 1 V. nndpysuu.

[48] B HEKOTOpbIX BapuaHTax peaju3aluy CHoCOO0B, NPENOCTABJIEHHBIX B HACTOSIIEM
IOKYMEHTe, CIIoco0 Mo J0OOMy M3 BapHaHTOB peanu3anuu 157-164, OTIMYAIOLIMIACS TeM, YTO
okojo 600 wmr coenuHeHus: ¢opmyiasl (I) WM ero HM30TOMHOrO BapHaHTA, TayTOMEPA,
(hapMaeBTHYECKH PUEMIIEMON COJIH, COJIbBATAa WIJIM TUAPATA BBOISAT B TEYCHHUE OKOJIO 3 YacCOB
LV. undy3ueii.

[49] B HEKOTOpBIX BapHaHTaX peasu3alH CIIOCOOOB, MPEACTABICHHBIX B HACTOSLIEM
JNOKYMEHTE, MOAAEPKUBAKOIIAS A03a BBOAUTCS ONUH pa3 B CYTKH.

[50] B HEKOTOpBIX BapHaHTaxX peaju3alH CIIOCOOOB, MPEACTABICHHBIX B HACTOALIEM
NOKYMEHTE, MOANEPKUBAOINAs A03a BBOAWTCS OAMH Pa3 B CyTKU, Ha4YMHAs CO BTOPOro AHs
JICUYCHUSL.

[51] B HEKOTOpBIX BapHaHTaX pealu3alMu CIIOCOOOB, MPEACTABICHHBIX B HACTOALIEM
nokymeHte, okojio 600 mr uimu okosio 800 mr coeaunHenust popmyiibl (I) WM €ero U30TOMHOTO
BapUaHTa, TayToMepa, (papManeBTHYECKH MPUEMIIEMOI COJIH, COJIbBAaTa WIJIM THIpaTa BBOMST B
TedeHue okoso 3 uacoB IV wuHby3uel, HaunHas Ha BTOPOH, TPETHH WM YETBEPTHIN IEHb

JICUCHUA.
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[52] B HeKoTOpBRIX BapHaHTax peasu3alH CIIOCOOOB, MPEACTABICHHBIX B HACTOALIEM
nokymeHnte, okosio 800 mr win okoso 1000 mMr coequaenust popmyssl (1) Wi ero U30TOMHOTO
BapUaHTa, TayToMmepa, (apMaleBTHYECKH NMPUEMJIEMON COJIM, COJIbBATa WJIM THUApPATa BBOIAT
NepOpajIbHO, HAYMHAS CO BTOPOIO, TPETHEr0 WIIM YETBEPTOrO IHs JICYCHUSI.

[S3] B HeKOTOpBIX BapUAaHTAX peaNTN3aLMU CHOCOOOB, MPENCTABICHHBIX B HACTOSIIEM
NOKYMEHTE, MOANEPKUBAIOINAs A03a BKIKOUYaeT 0kojao 600 mr unu okono 800 Mr coeguHeHus
dbopmybl (I) UK €ro U30TOMHOIO BapuaHTa, TayToMepa, papMaleBTUYECKH MPUEMIIEMOM COJIH,
COJIbBAaTA WJIM THApATa. B HEKOTOPBIX BapHaHTAX peajH3allH CIOCOOOB, MPENCTABJICHHBIX B
HACTOSIIEM JOKyMeHTe, cyObekTy BBOAST okojio 600 mr coemuHeHus: ¢popmyibl (1) wim ero
U30TOMHOTO BapHaHTa, TayToMepa, (papMameBTUYECKH NPUEMIIEMOH COJIH, COJIbBaTa WU
ruapata. B HEKOTOpBIX BapHaHTaxX peayn3alid CrnocoOOB, MPEACTABICHHBIX B HACTOSIIEM
NOKyMeHTe, cyObekTy BBOAST Okojio 800 mr coemuHeHusi ¢popmyinbl (I) Wi ero u30TOMHOTO
BapHUaHTa, TayToMepa, (apMaLeBTHUECKH NPUEMJIEMON COJIM, COlbBaTa WM ruapara. B
HEKOTOPBIX BAapHAHTAX pPEAJTH3alHMU CIIOCOOOB, TMPENCTABJIEHHBIX B HACTOSAILIEM IOKYMEHTE,
okojo 600 wmr coenuHeHus ¢opmyasl (I) WIM ero HM30TOMHOrO BapHaHTa, TAayTOMEPA,
dapmMareBTHYECKH MPUEMIIEMOI COJIM, COJIbBATa MJIM TUAPATa BBOAAT B TEUEHHE NEPHONAA OT
okojio 1 gaca mo okono 3 wacos IV uHdysueit w/mnn okono 800 mr coenuuaenus: popmysl (I)
WM €r0 U30TOITHOTO BapHAHTA, TAyTOMEpa, (papMaLieBTUYECKH PUEMIIEMOI COJIH, CObBATa MU
rHapaTa M BBOIAT IEepOpajbHO. B HEKOTOpBIX BapwaHTax peaju3alud  CrocoOoB,
MIPENCTABJICHHBIX B HACTOSINEM AOKYMEHTE, MOAAEPKMBAIOLIAsl 1032 BBOAMUTCS OAWH pa3 B
CYTKH. B HEKOTOpBIX BapuaHTax peaju3alMu CrIoco0O0B, MNPEACTABIEHHBIX B HACTOSILIEM
NOKYMEHTE, IMOAAEPKUBAIOINAs A03a BBOAMUTCS OAMH Pa3 B CYTKU, Ha4YMHAas CO BTOPOro AHs
JedeHus. B HEKOTOpPBIX BapHaHTaX peayu3alui CIIOCOOOB, MPENCTABJIEHHBIX B HACTOSIIEM
noKyMeHTe, okosio 600 mr coenraenust popmybl (1) UM ero H30TOMHOTO BapUaHTA, TAYyTOMEDPA,
(apMaeBTHYECKH MPUEMJIEMOI COJIH, COJIbBATA MJTH THIPATa BBOIAT B TEYEHUE OKOJIO 3 YacOB C
nomotpio LV, uadysum.

[54] B HEKOTOpBIX BapHaHTaxX peaju3ald CIIOCOOOB, MPEACTABICHHBIX B HACTOSLIEM
nokyMmeHTe, okosio 600 mr coenuHeHus popmysl (1) UM ero H30TOMHOTO BapUaHTA, TAYTOMEDPA,
(dapMaeBTHYECKH MPUEMIIEMOH COJIH, COJIbBATA MITH THIPATa BBOIAT B TEUEHHE OKOJIO 3 HacOB C
nomoItneio 1 V. nHpy3un HaunHas Ha BTOPOH I€Hb JIEUEHUSI.

[55] B HEKOTOpBIX BapHaHTax peasu3alH CIIOCOOOB, MPEACTABICHHBIX B HACTOALIEM
nokymeHte, okosio 800 mr coenrHeHus popmybl (1) niu ero H30TOMHOTO BapUaHTa, TAYTOMEDA,
(apMareBTHYECKH PUEMIIEMON COJIM, COJIbBATA WUIM T'MIpaTa BBOASAT IEPOPAJBbHO, HAUMHAS C
YETBEPTOrO JHs JICYECHHUSI.

[56] B HekoTOpBRIX BapHaHTax peasu3alM CIOCOOOB, MPEACTABIEHHBIX B HACTOALIEM
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IOKyMEHTe, TPHOKOBasi MH(EKIHs BbI3BaHA WHBA3WBHBIM I'PUOKOM. B HEKOTOpBIX BapHaHTax
peanm3anuu CrnocoOOB, MPEACTABICHHBIX B HACTOALIEM IOKYMEHTE, CIIOCOO IOTOJHUTENBHO
BKJIFOYA€T BBEACHHE CYOBEKTYy MO MEHbLIEH Mepe OAHOrO MPOTHBOIPHOKOBOTO areHTa B
KOMOMHaIMU ¢ (papMaLeBTUUECKON KOMIO3ULIMEH, coaepaxkalei coenunenue Gopmyisl (1) umm
W30TOIHBII BapHUaHT, TayTOMep, (apMaLEeBTHYECKU NPUEMIIEMYIO COJb, COJIbBAT, WU €ro
ruapar. B HEKOTOpBIX BapMaHTax peajn3alyd CHOCOOOB, NPENCTABICHHBIX B HACTOSLIEM
JOKYMEHTE, 1O MEHbIIeH Mepe OAWH MPOTUBOIPUOKOBBIM areHT MpencTaBisieT coOOH a3ol,
SXMHOKAHIUH, Jae30kcuxonar amporepununa B, xoxnear amdorepununa B, S-¢Topumrosus,
tepOuHadun, rpuzeodynbBuH, VL-2397, wubpekcadpynrepm, oporomun FO01318 wmmm ux
KOMOMHAaIMK. B HEKOTOPBIX BapHaHTaX peau3aliy CrocoOOB, MPEICTABICHHBIX B HACTOSIIEM
TOKYMEHTE, a30J1 MPEACTaBIIeT COOOH KETOKOHA30JI, (hIIyKOHA30JI, TTO3aKOHA30JI, HTPAKOHA30JI,
BOPUKOHA30J, H3aBYKOHA30J MJIH MHKOHA30Jl. B HEKOTOPBIX BapHaHTax peajn3aluu CriocoOoB,
NPEACTABICHHBIX B HACTOSIIEM NOKYMEHTE, S5XWHOKAHIMH MPEACTaBIACT COOOH Kacro(yHIUH,
aHunynayHruH, MUKadyHIUH WK pe3adyHIHH WIH UX KOMOWHAINH.

[57] B HeKOTOpBRIX BapHaHTaX pealu3alu CIOCOOOB, MPEACTABICHHBIX B HACTOSIIEM
OOKyMeHTe, (papMaleBTHYECKasi KOMITO3HIIMS, conepikaiiasi coenunernue dpopmyisl (1) wim ero
W30TOMHBII BapUAHT, TAyTOMED, (papMaleBTHYECKH NPHEMIIEMYIO COJIb, COJIbBAT MJIM THIAPAT; U
NPOTUBOTPUOKOBBIA areHT BBOJAT OJHOBPEMEHHO, MNPHONIM3UTEIbHO OIHOBPEMEHHO WU
NIOCJIEIOBATENbHO, B JIIOOOM mopsiake. B HEKOTOpBIX BapHaHTaxX peanu3alud CrocoOoB,
NPEACTABICHHBIX B HACTOALIEM MOKyMeHTe, (papMalleBTUUECKas KOMIIO3ULUS, COJep Kalast
coenuHenue ¢opmynel (I) wIM ero W30TONMHBI BapuaHT, TayTOMep, (papMaLeBTHYECKU
NPUEMJIEMYIO COJIb, COJIBBAT WJIM THIPAT, U IPOTHBOIPHOKOBBII areHT BBOISAT OJHOBPEMEHHO
WK TPUOTU3UTENIPHO OJHOBPEMEHHO. B HEKOTOpBIX BapHaHTaX peaju3alud CrocoOOoB,
NPEACTABJICHHbIX B HACTOALIEM IOKyMeHTe, (hapMaleBTHUeCKash KOMIIO3ULUS, COIepIKaas
coenuaenne ¢opmyabel (I) wiam ero W3OTONMHBIA BapUaHT, TayToMep, (hapMaleBTHUECKU
NPUEMJIEMYK0  COJIb, COJIbBAT WJIM THOAPAT, U TNPOTUBOIPUOKOBBIA areHT  BBOIST
NOCJIEIOBATENIbHO. B HEKOTOPBIX BapHaHTaxX peaJn3alidd CIocOOOB, MPEACTABICHHBIX B
HACTOSIIEM JOKYMEHTe, (apMaleBTHUYECKas KOMIO3MLUSA, coneprkamasi (apMaleBTHUECKYIO
KOMITO3UIIHIO, cofepskamyto coenuHerre Gopmyisl (I) mim ero H30TONMHBINA BapUAHT, TAyTOMED,
dapManeBTHUECKH TNPHUEMIIEMYIO COJIb, COJNBBAT WJIM TUAPAT, WIH ero (QpapMaleBTHUECKH
npUeMIIeMasi COJIb BBOAMUTCS TIepet O MEHbINEH Mepe OAHUM MPOTHUBOIPHOKOBBIM cpencTBoM. B
HEKOTOPBIX BAapHAHTAX pPEAJTHM3alMU CIIOCOOOB, TMPENCTABIEHHBIX B HACTOSIIEM IOKYMEHTE,
bapmareBTHUECKasT KOMITO3ULMS, copepskaias coenuHerrne Gopmyinl (I) mim ero nu3oTomHbIi
BapUaHT, TayToMep, (apMaLeBTHUECKH IMPHEMIIEMYIO COJb, COJbBAT WM THIPAT, WIH €ro

¢dapmaleBTHUECKH TpUeMJIeMas COJIb BBOAHUTCS IOCJIE€ IO MEHbIIeH Mepe OIHOTrO
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IPOTHBOTPHUOKOBOTO areHTa.

[58] B HeKkoTOpBRIX BapHaHTax peasu3alH CIIOCOOOB, MPEACTABICHHBIX B HACTOALIEM
IOKyMeHTe, TpuOkoBas wuHGekuus wii 3a0oneBaHue BbI3bBaeTcss Aspergillus fumigatus,
Blastomyces, Ajellomyces, Candida, Coccidioides, Cryptococcus, Histoplasm, Rhizopus Muco,
Cunninghamell,  Apophysomyces, Absidi, Saksenaea, Entomophthora, Conidiobolus,
Basidiobolus, Sporothrix, Pneumocystis, 1alaromyces, Asclepias, Fusarium, Scedosporium
fungus wau ot rpubka u3 otpsima Mucorales, wiu 000N Mx KOMOWHAaLMU. B HEKOTOPBIX
BapHUAHTAX peaJIH3alMu CIOCOOOB, MPEACTABICHHBIX B HACTOSINEM JOKYMEHTE, TpHOKOBas
uHpekus win 3aboneBanue BbI3bIBaeTCs Cryptococcus, Aspergillus, Candida, Fusarium,
Scedosporium rpubkamu wim rpuOkaMu u3 otpsaa Mucorales, wim m0060# ux komOnHanuu. B
HEKOTOPBIX BAapHAHTAX pPEAJTH3alHMU CIIOCOOOB, TMPENCTABJIEHHBIX B HACTOSAILIEM IOKYMEHTE,
rpubkoBas uapexknus nin 3adoneBanne Bb3bIBaeTc Aspergillus fumigatus, Aspergillus flavus,
Blastomyces dermatitidis, Ajellomyces dermatitidi,, Candida albican, Candida glabrata,
Candida rugosa, Candida auris, Coccidioides immitis, Coccidioides posadasii,Cryptococcus
neoformans, Cryptococcus gattii, Histoplasma capsulatum, Rhizopus stolonifer, Rhizopus
arrhizus, Mucor indicus, Cunninghamella bertholletiae, Apophysomyces elegans, Absidia
suoamu, Saksenaea euoamu, Rhizomucor pusillus, Entomophthora euoamu, Conidiobolus
suoamu, Basidiobolus euoamu, Sporothrix schenckii, Pneumocystis jirovecii, Talaromyces
marneffei, Asclepias albicans, Fusarium solani, Scedosporium apiospermum, Rhizomucor
pusillus, vmn moOoil mx koMOuHamuel. B HEKOTOPBIX BapUaHTaX peaU3alUd CIIOCOOOB,
NPENCTABICHHBIX B HACTOSINEM JOKyMeHTe, rpuOkoBas wuH(pekuuss wim 3a0ojeBaHue
BeI3bIBaeTCACryptococcus rpuOkamu wnn rpudbkamu  Candida. B HEKOTOPHIX BapHaHTax
peanuzanuu crocoOOB, MPEACTABICHHBIX B HACTOSINEM AOKYMEHTE, TPUOKOBas MHQPEKIUS WIN
3aboneBanue Bb3bIBaeTCs Cryplococcus neoformans, Cryptococcus gattii, wnin Candida auris.
[59] B HEKOTOpBIX BapHaHTaxX peaju3alH CIOCOOOB, MPEACTABICHHBIX B HACTOSLIEM
IOKyMeHTe, TPUOKOBash MH(pEKIUs Wid 3a00JeBaHUE SIBJSIETCS YCTOHYMBBIM K a30JiaM /N
SXHHOKAHJUHY.

[60] B HEKOTOpBIX BapHaHTaxX peaju3alH CIIOCOOOB, MPEACTABICHHBIX B HACTOALIEM
IOKYMEHTe, y CyObeKkTa HMEeTCsl OCIa0JIeHHbIi HMMYHHTET. B HEKOTOpBIX BapHaHTax
peanm3anuu CrocoOOB, MPEACTABICHHBIX B HACTOALIEM ITOKYMEHTE, CyOBeKT WH(PHUIHMPOBAH
BUY/CIIW[om wnu OoneH pakoM. B HEKOTOpPBIX BapHaHTaX pealu3alud CrnocoOoB,
NPEACTABICHHBIX B HACTOALIEM IOKyMeHTEe, CyOBeKT OoyieH pakoM. B HEKOTOpbhIX BapuaHTax
peanu3anuu CrnocoOOB, MPEACTABIEHHBIX B HACTOSIIEM JOKYMEHTE, pakK NpPEeACTaBIsieT COOOH
ocTpblii muenouaHbiil neiiko3 (AML). B HekOTOpbIX BapHaHTax peanu3aliy CrocoOoB,

NPEACTABICHHBIX B HACTOSINEM JOKYMEHTE, CyOBeKT CTpajaeT HeWTponeHued. B HekoTophIx
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BAapUAHTAX pealM3aluil CHoCO0OB, TPEACTABICHHBIX B HACTOSINEM JOKYMEHTE, CyOBEKT
MPOXOAUT WJIHM MPOLIEN KypC XUMUOTEPaneBTUUYECKOro JleueHus paka. B HEKOTOpbIX BapHaHTax
peanu3anuu CrocoOOB, MPEACTABICHHBIX B HACTOSIIEM JOKYMEHTE, CyOBEKT NMPOXOAMT WU
MPOXONMII KypC JIEYeHUs] KOPTUKOCTEPOUAAMHU. B HEKOTOPBIX BapHaHTaxX peau3aliiy CIioco0O0B,
NPECTABJICHHBIX B HACTOSIIEM JOKYMEHTE, CYOBeKT IPOXOOUT I TPOXOMWIJ JIEYECHHE
uaruouropom TNF. B HeKOTOpbIX BapuaHTax peaJn3allHd CHOCOOOB, INPEICTaBIECHHBIX B
HACTOSIIEM JOKYMEHTE, CYOBEKT SIBJIIETCS PELUNHEHTOM TPAHCIIAHTaTa. B  HEKOTOpBIX
BapHUAHTAX peaJH3alMy CIOCOOOB, MPEICTABIEHHBIX B HACTOSIIEM IOKYMEHTE, TIPUOKOBas
uHpeKIus win 3a00JieBaHUE HAXOIOUTCS B KPOBOTOKE CyObekTa. B HEKOTOPBIX BapHaHTaX
peanm3anyuu crocoOOB, MPEACTABICHHBIX B HACTOSINEM AOKYMEHTE, Y CYOBEKTa YMEHBIIUIIOChH
KOJINYECTBO IPUOKOBBIX KOJIOHUH B JIETKHX ITOCJIE BBEIEHUS (papMaieBTUIECKONH KOMITO3ULIHH.
[61] B HEKOTOpBIX BapHaHTaxX peasu3alH CIIOCOOOB, MPEACTABICHHBIX B HACTOSLIEM
JOKYMEHTe, KpHBasl 3aBUCUMOCTM KOHLIEHTpPAallUd B IJla3Me€ OT BpPEMEHHU i COEJUHEHUs
dbopmyinsl (I) y cyObekTa UMeeT tmax OT 0KoJIO 30 MuHyT 10 okosio 180 muHyT. B HexoTOphIxX
BapHUAHTaX PEATM3alUU CIOCOOOB, MPEACTABIEHHBIX B HACTOALIEM IOKYMEHTE, CYOBEKT MMeeT
MaKCHUMaJIbHYIO KOHLEHTpanuto B 1iazMe (Cmax) oT okoo 12000 Hr/ma no okosno 25000 Hr/mn
coennnenus popmysr (I).
BKUIIOYUEHHUE ITYTEM CCBLIIKH

[62] Bce nmyOnukarnuy, maTeHThl W 3asBKHM HA IATEHT, YINOMSHYTble B JAHHOM OIHCAHUH,
BKJIFOUEHBI B JAHHBIN JOKYMEHT IOCPEACTBOM CCBIJIKH B TOH K€ CTETEHH, KaK ecliu Obl Kakaast
OTAeJbHAs MyOJIMKALMs, TAaTEHT WM 3asiBKa HA MAaTEHT ObUIM KOHKPETHO M OTAENbHO YKa3aHbI
1151 BKJIFOYEHHUS] TOCPEACTBOM CCBUIKU.

KPATKOE OITUCAHUE T'PAOUYECKUX MATEPHAJIOB
[63] ®UT'. 1A-1B. Cpeagnue reomerpuueckue koHmeHtpaunu B 1uiazme CoeanmneHusi 1A
nocie IV uagy3un ot 10 no 1000 mr Coequnenusi 1 B TedeHne 3 4acoB 30OPOBBIM CyOBEKTaM -
munetiHas (PUT'. 1A) u nonynorapudpmuueckas (PUI. 1B) ocu.
[64] ®UT'. 2A-2B. Cpeagnue reomerpuueckue KoHIeHTpauun B 1uiazme CoexumHenusi 1A
nocie IV uadysun 1000 mr B Teuenne 0,5 - 3 4acoB 310pOBBIM CyObekTaM - JuHelHas (PHUT.
2A) n nonynorapudpmuueckas (OUI'. 2B) ocu.
[65] ®UT'. 3A-3B. Cpeanue reomerpuueckue koHieHtpaunu B 1uiazmMe CoenmHeHusi 1A
nocine IV unpy3uu 50, 150, 300 u 600 mr Coeannenus: 1 B TedueHue 3 4acoB Kakable 14 qHeit
310poBBIM cyOBpekTaMm - uHeiHas (PHUT. 3A) u nonynorapudmuueckas (PUI. 3B) ocu.
[66] ®UTI'. 4A-4B. Cpeanue reomerpuueckue koHieHtpauuu B ruazme CoenmHeHusi 1A
nocie IV uadysun BBopumoii cxemsl npuema Coeaunenust 1 ¢ nosuposkoii 1000 mr B TedeHne

2 gacos B O u 9 yacoB B ieHb 1 ¢ nocaenyromum seefenneM 600 Mr B Teuenue 1 gaca kaxabie 6



18

IoHeH, nHu 2-7, 310poBBIM cyObekTaM - nuHelHas (PHT. 4A) u nonynorapudpmuueckas (PHT.
4B) ocu

[67] @HUI'. SA-5B. Cpennue reomeTpudeckue KoHIeHTpauuu B miuasme Coequnenus 1 nocine
IV undysuu ot 10 go 350 mr Coennnenusi 1 B Teuenue 3 yacoB u 1000 mr B Teuenue 0,5 - 3
4acoB 370poBbIM cyObekTam — juHerHas (PHUI. SA) u nonynorapudpmudeckas (PHUI. SB)
OCH.

[68] @UI'. 6A-6B. Cpennue reomerpudeckue KoHIeHTpaluu B rasme Coexunenus 1 nocrne
IV unrdysuu 50, 150, 300 u 600 mr Coexunenusi 1 B TeyeHue 3 4acOB OAWH pa3 B JeHb X 14
IHel 310poBbIM cyObekTam — suHeitHas (PHT. 6A) u nonynorapudmmueckas (PUT. 6B) ocu.
[69] @UI'. 7A-7B. CpenHue reomerpuieckie KoHLeHTpauu B raazme Coeaunenus 1 nocrne
IV undy3umn BBOmMMOI cxembl mpueMa CoenuHenusi 1 ¢ nozuposkoii 1000 mr B Teuenue 2
yacos B O u 9 vacos B neHb 1 ¢ nocneayromum Beenenrem 600 Mr B TedeHne 1 dyaca oquH pas B

neHp X 6 pHeH, mHM 2 - 7, 3700poBbIM cyObektamM — guHedHas (®UI. 7A) u

nogynorapudmuyeckas (PUT. 7B) ocu.
[70] ®UT'. 8A-8B. Cpennne reomerpuyeckne KoHueHTpauuu B 1uiazmMe CoenmHeHusi 1A
nocie BHyTpueHHON nHPY3un 200 mr Coeannenusi 1 B TeueHue 3 4acoB U NMEPOPAIBHBIX 103
ot 100 mo 500 Mr 310poBBIM CYyOBEKTaM B yCIOBHAX rojoxanus — juHeiiHas (PHI. 8A) u
nogaynorapudpmuyeckas (PUI. 8B) ocu.
[71] ®UTI'. 9A-9B. Cpeanue reomerpuueckue koHueHtpauuu B ruiazmMe CoeamHeHusi 1A
nocye nepopanbHbIx 103 400 Mr CoeguHenust 1 310pOBbIM CyOBEKTAaM B YCIIOBUSX FOJIOAAHUS U
B VCJIOBUSIX MpHEMa JIEKapCTBEHHOrO cpeacTtBa mnocie eapl — JjuHelHas (OUI. 9A) u
noxynorapudmudeckast (GPUI. 9IB) ocu.
[72] ®UT'. 10A-10B. Cpennue reomerpuueckue KoHueHtpauuu B rasme Coenunenusi 1A
nociie nepopanbHbix 103 500 u 1000 mr Coeaunenust 1 onuH pa3 B 1eHb X 14 nHel 340pOBBIM
CyOBeKTaM B YCJIOBHSIX MPUEMa JIEKapCTBEHHOI'O CpeacTBa nocie enapl — juHeiHas (OUI. 10A)
u nonynorapupmudeckas (PHUI. 10B) ocu.
[73] ®UI. 11. IIpodwne pacrBopenus nis tabnerok 400 mr CoennHeHust 1.
NOJAPOBHOE OINTUCAHHUE CYIIHOCTH U3OBPETEHUA

[74] B Hacrosmem nOoKkyMeHTE obecrieueHbl, K NpUMepPy, KOMIIO3ULINHN AJIs1 JICUCHUSI W/ un
NpeAoTBpalleHnss rpuOKoBOll MH(peK MK uin 3aboneBaHus. B HacTosmeM NOKYMEHTE TakKKe
o0ecrieueHsbl, K MPUMeEPY, CIIOCOObI JISUSHUsT W/WIN MPENOTBPAINEHHs TPHOKOBON WH(EKIIUH HITH
3a00JeBaHusL.

I. Onpenenenus
[75]  Hcnons3yemble 31ech aOOpeBHAaTypbl UMEIOT OOIIENPUHATOE 3HAUEHHE B XUMHUYECKOM H

OMOJIOrNYECKOM YPOBHE TEXHHMKH. XUMHUECKHE CTPYKTYPhl U (POPMYJIbI, M3JIOKEHHBIE 37€Ch,
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MOCTPOEHbl B COOTBETCTBUM CO CTaHAAPTHBIMM MpaBUIaMU XHMUYECKOH BaJEHTHOCTH,
M3BECTHBIMH B XMMHYECKHMX 00JIACTAX TEXHUKH.

[76] Hcnonp3yeMblil 31eCh TEPMHUH «TayTOMEpP» OTHOCUTCS K OJHOMY M3 JBYX WM Oolee
CTPYKTYPHBIX M30MEPOB, KOTOPHIE CYLIECTBYIOT B PABHOBECUH U KOTOPbIE JIETKO MPEBPAIIAOTCS
U3 OJJHOM M30MEpHOIT (HOPMBI B APYTYIO.

[77] CnenuanucraMm JIOJDKHO OBITh SICHO, YTO OIIpeneJICHHbIE COCAMHEHHS COIJIACHO 3TOMY
M300pETEHHIO MOTYT CYILECTBOBaTh B TAyTOMEPHBIX (POPMax U BCE TaKKe TayTOMepHbie (POpPMbI
COENIMHEHMUI SIBIISIOTCS YaCThIO U300PETeHH S,

[78] Ecnu He ykazaHo uHOe, N300pakeHHBIE 31€Ch CTPYKTYPBI TAKKE BKIFOUAIOT COSAMHEHHUS,
KOTOpbIE Pa3IUYAOTCS TOILKO HANHYHEM OIHOTO UM HECKOJbKUX H30TOMHO OOOTralleHHbIX
aTomoB. Hanpumep, coenuHeHHMs, MMEIOIME MPEeCTABIEHHYI0 CTPYKTYpY, 3a MCKJIFOYEHHEM
3aMeHBbI BOZIOPOJIA AeiTepueM Ul TPUTHEM MITH 3aMeHHI yriaepona >C- umu *C-oborameHHeiM
YTJIEPOAOM, BXOAST B 00ObEM HACTOSIIETO H300pPETeHHSI.

[79] CoenvHeHUsT HACTOSIETO W300pETEHUsT MOTYT TaKXkKe COAEepXKaTb HEMPHUPOIHBIE
TPONOPLUH aTOMHbBIX H30TOIOB y OJHOIO UJIM HECKOJNBKUX aTOMOB, KOTOPbIE COCTABJISIOT TaKUe
coenuHeHus. Hanpumep, COelMHEHUs MOTYyT OBbIThb MOMEYEHbl PaIMOAKTUBHBIMH H30TOMAMH,
Takumu kak, Hanpumep, Tputuii (*H), ¥on-125 (**°I) unu yrmepon-14 (**C). Bee usoronHble
BapMaHThl COENMHEHHUI HACTOSILIErO M300pPETEHHs], PaNMOAKTUBHbIE MIIM HET, BXOAST B 00BEM
HACTOSIIEr0 M300peTeHus.

[80] TepMHH «U30TOMHBIA BapUAaHT» OTHOCHTCS K COEIMHEHMIO, KOTOPOE COMEPKHT
HEECTECTBEHHYIO OJI0 M30TONa Y OJHOTO MM HECKOJNBKUX aTOMOB, COCTABJSIOIIMX TaKOe
coenMHEHME. B HEKOTOPBIX BAapHAHTaX peaNM3aluM «U30TOMHBIM BapUAHT» COETMHEHUS
COZIEPKUT HEECTECTBEHHbIE TPOMOPIUM OJHOIO MM HECKOILKMX H30TOMOB, BKIIOUAs, HO He
orpanuuuBasch, sogopon ('H), meiirepuii (*H), tpuruit (*H), yrnepon-11 (}C), yrnepon-12
(12C), yrmepon-13 (*C), yraepom-14 (}*C), asor-13 (*N), asor-14 (M*N), aszor-15 (P°N),
kucnopon-14 (10), kucnopon-15 (1°0), xucnopon-16 (°0), xucnopon-17 (1’0), xucnopon-18
(**0), dprop-17 ('F), drop-18 (**F), docdop-31 (*'P), docdop-32 (**P), docdop-33 (**P), cepa-
32 (*28), cepa-33 (*3S), cepa-34 (**S), cepa-35 (*°S), cepa-36 (*°S), xmop-35 (*°Cl), xn0p-36
(*°Cl), xnop-37 (*'Cl), 6pom-79 (”Br), 6pom-81 (*'Br), ion-123 (**°I), iion-125 (**°1), iion-127
(**'D), #on-129 (**I), u ¥on-131 (P*'I). B HekOTOpBHIX BapHaHTax peaju3allid «M3O0TOMHBbI
BapMaHT» COENMHEHMs] HAXOAMTCA B CTaOUIbHON (opMe, TO ecTb HE paJMOAaKTUBEH. B
HEKOTOPbIX ~ BapUaHTaX peaju3allid  «U30TOMHBIA  BAapMAHT»  COEAMHEHUs  CONEPKUT
HEECTECTBEHHbIE TPOTMOPLMM OJHOTO WJIM HECKOJbKMX H30TONOB, BKJIIOYAs, HO HE
orpanuuuBasch, sogopon (‘H), meiirepuit (*H), yraepon-12 (*2C), yrnepon-13 (*C), azor-14
(**N), azor-15 (*°N), xkucnopon-16 (*°0), kucnopon-17 (1’0), kucnopon-18 (**0), prop-17 (*'F),
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docdop-31 ('P), cepa-32 (**S), cepa-33 (**S), cepa-34 (**S), cepa-36 (*°S), xmop-35 (*°Cl),
xaop-37 (*’Cl), 6pom-79 (”Br), 6pom-81 (*'Br), u #on-127 (**'I). B HekoTOpbIX BapHaHTax
peanu3any «M30TONMHBIA BAPHAHTY» COEAMHEHHUS HAXOAMTCS B HECTAOMJIBHOHM (opMe, TO eCThb
panuoakTUBEH. B HEKOTOPBIX BapUaHTAax peaju3alld «U30TOIHBIA BapUAHT» COENUHEHUs
COZIEPKUT HEECTECTBEHHbIE NPOMOPLUU OJHOTO WM HECKOJIbKHMX H30TOIOB, BKIIOYasi, HO HE
orpannuuBasich umu, Tputuii (CH), yrmepon-11 (*'C), yrmepon-14 (**C), asor-13 (“N),
kucnopon-14 (1*0), kucnopon-15 (1°0), dprop-18 (*¥F), docdop-32 (**P), dochop-33 (**P), cepa-
35 (°S), xnop-36 (*°Cl), #ion-123 (121), #on-125 (%), #ion-129 (**1), u ion-131 (P*'I). Cnenyer
NIOHHUMATh, YTO B MPEIJIOKEHHOM 371€Ch COCUHEHUH JIF0OOH BOIOPOI MOXKET ObITh, HAIIPUMEP,
H, unu mo06oii yriaepon MoxkeT ObiTh, Harpumep, °C, unu moboii a30T MOKET ObITh, HATIPUMED,
N, umu mroGoit kuciaopon MoxkerT G6bith *O, Hampumep, e 3TO BO3MOKHO MO MHEHHIO
CrenuanucTa. B HEKOTOpBIX BapUaHTAX peaju3alid «U30TONHBIA BAapUAHT» COENMHEHUS
COIEPKUT HEHATYypasibHbIe iporiopunu aeitepus (D).

[81] CnenyeT OTMETUTH, YTO Ha BCEM NPOTSDKEHUU 3asBKU aJIbTEPHATUBBI 3aMHCHIBAIOTCS B
rpynmnax Mapkyina, HampuMep, Kakoe IMOJIOKEHHE aMHHOKHCIIOTHI COAEPIKHUT Oojiee OIHOMN
BO3MOKHOM AaMHUHOKHCIJIOTBL. B wacTHOCTH, mnpeamonaraercs, 4YTO KaxKAbl 4IEH TPYIIbI
Mapkywma cnaenyer pacCcMaTpuBaTh OTAEIBHO, TEM CaMbIM COCTaBjssd APYrOM BapHUaHT
OCYLIECTBJIEHUs, U rpynny Mapkylia He ClIefyeT pacCMaTPUBATh KaK €JUHOE LIEJIOE.

[82] (I)OprI €IMHCTBECHHOTO 4MCJla, MCHOJb3YEMbIC B JAHHOM JOKYMEHTE, O3HA4YarOT OAHMH
wii Heckoibko. Kpome Toro, ¢pasza «3aMelLieHHbIH [n]» B KOHTEKCTE HACTOALIETO OMHCAHUS
O3HAYaeT, 4TO yKa3aHHasi rPyIna MOXeT ObITh 3aMelleHa OHUM MM HECKOJIbKUMH U3 JIFOOBIX
WIM BCEX Ha3BaHHBIX 3amectureneil. Hampumep, ecnu rpynma, Takas Kak ajJKWUJIbHAs WIH
rerepoapuibHas rpymnmna, «3ameuieHa HezamerneHHbIM C1-Cyo alKuiIoM WM He3aMeleHHBbIM 2-
20-4JIeHHBIM TeTePOANKUIIOMY, IPYIINAa MOKET COJEP>KaTh OAUH MUJIN HECKOJbKO HE3aMELIEHHBIX
C1-C20 ankuaoB WM OAMH WIN HECKOJBKO HE3aMELIEeHHBIX 2-20-4JIeHHbIX T€TePOATKUIIOB.

[83] TepMUH «ITpUEMJIEMBII» B OTHOLIEHUU COCTaBa, KOMIO3ULIMM WJIM UHTPEAUEHTA, KaK OH
UCTIONB3YEeTCS 37eCh, O3HA4YaeT OTCYTCTBHE CTOMKOro maryOHOro BO3IeHCTBHsS Ha oOImee
COCTOSIHHE 3/10POBBsI CyOBEKTA, MOBEPracMOro JIEUECHUIO.

[84] TepmuH «(papMaLeBTHUECKH TPHEMIIEMAsT COJIbY, MCIIONB3YEMBbIH 371€Ch, BKIIFOYAET COJIU
MPUCOECIUHEHNs] KaK KHUCJIOT, TAK U OCHOBAaHMI, T.€. BKJIIOYasl COJU AaKTUBHBIX COEAUHEHUH,
KOTOpbIE€ IMOJIy4€Hbl C OTHOCHUTEJIIBHO HETOKCUYHBIMH KHCJIOTAMH WJIM OCHOBAaHUSAMH, B
3aBHUCHMOCTH OT KOHKPETHBIX 3aMeCTUTeNiel, OOHApYKEHHbIX B COEAMHEHHUSX, ONHCAHHBIX B
naHHOM aokyMmeHTe. Korma coemuHeHMs HAcTOSIIEro HM300pPETeHHs COAep:KaT OTHOCHTEIBHO
KUCJIOTHbIE (YHKIMOHAJIbHBIE TPYMIbL, COJM TPUCOEAMHEHHs] OCHOBAHMH MOTYT OBITh

MOJIY4C€HbI MYTEM KOHTAKTHUPOBAHUA HeﬁTpaﬂbHOﬁ (I)OprI TaKHNX COeI[I/IHeHI/Iﬁ C JOCTATOYHBIM
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KOJINYECTBOM JKEJIAeMOr0 OCHOBAHUs, JHOO YHCTHIM, JHOO B MOIXOMSIEM HHEPTHOM
pactBoputenie. [Ipumepsr papManeBTHYECKH MPUEMIIEMBIX COJICH MPUCOSIUHEHUS OCHOBAHHMN
BKJIFOYAKOT HATPUM, KaJWN, KaJbLIUM, AMMOHUM, OPraHUYECKYH) aMUHOIPYIIIY WA MarHUEBYIO
COJb WJIM QHAJIOTHYHYIO cojb. Korma coenuHeHHMs HACTOSIIEro H300pETEHUs COAEpKaT
OTHOCHUTEJIbHO OCHOBHbIE (DYHKIIMOHAJIBbHBIE IPYIIIBI, COJIM MPUCOSTUHEHUS] KUCIOT MOTYT OBITh
HOJTyYeHbl IyTeM KOHTAKTUPOBAHUSI HEHTPaJbHON (OPMbI TAKUX COEOMHEHHH C JOCTATOYHBIM
KOJIMYECTBOM  JKEJIJAaeMOH KHUCJIOTBI, JIMOO YHCTBIM, JUOO B TOAXONIIIEM HWHEPTHOM
pactBoputene. Ilpumepsl (apMalEeBTHUECKH NPUEMIIEMbIX COJIeHl NPUCOEIMHEHHs] KHCIIOT
BKJIFOYAIOT COJIM, TIOJYYEHHbIE M3 HEOPTaHMYECKHX KHUCJIOT, TAKHX KaK XJOPHCTOBOAOPOAHAS,
OpOMHUCTOBOIOPOIHAS, a30THasl, YIJIEKUCIIOTA, MOHOKapOOHOBas, ¢bochophas,
moHorunpodochatHas, nuruapodocdarHas, cepHas, TUAPOCYIb(paTHAS, HOTUCTOBOIOPOIHAS
win Gochopucras KUCIOThI U TOMY MONOOHOE, a TaK:Ke COJIH, MOJYYEHHBbIE U3 OTHOCUTEBHO
HETOKCHUYHBIX OPTaHHYECKHUX KHCIOT, TaKUX KaK VYKCyCHas, NPOIMHOHOBAs, H30MACIIsIHAs,
MaJIeMHOBasi, MAJIOHOBas, OeH30iHasA, sHTapHas, cyOepuHOBas, (QymapoBas, MOJOYHAS,
MUuHAanbHas, (Qranesasi, OeH30JCYyNb(POHOBAsS, MN-TONMICYJIbL(OHOBAS, JIUMOHHAS, BHHHAS,
METaHCYJIb(POHOBasE U TOMy NoAOOHOe. Take BKIFOYEHBI COJNIM AMHUHOKHCIOT, TAKUX Kak
apruHaT M T.I., U COJIM OPTAaHUYECKUX KHCIIOT, TAKUX KaK TIIIOKYPOHOBAs WJIM TaJAaKTYHOBAs
KUCHOTBI U T.1. (cmompu, Hanpumep, Berge et al., “Pharmaceutical Salts,” Journal of
Pharmaceutical Science, 1977, 66, 1-19). HekoTopble KOHKPETHBIE COEAMHEHHUS] HACTOSIIETO
M300peTeHNs COlepKaT KaK OCHOBHBIE, TAK U KUCJIOTHbIE (DYHKIMOHAJIbHBIE IPYIIIIbI, KOTOPbIE
MO3BOJISIFOT COEIMHEHHSIM MPEBPAIIATHCS B COJNU MPUCOEIUHEHNUs OCHOBAHUM WM KUCJIOT HIIN
CyLIECTBOBATb B BU/I€ LIBUTTEPHOHOB.

[85] Takum 00pa3oM, COEOMHEHUsS] HACTOSLIErO M300PETeHHsT MOTYT CYLIECTBOBATb B BHIE
COJIel, TakuMxX Kak (hapMaLeBTHUECKH TNpUeMJIeMble KHCJIOThL. Hactosimee wu3o0peTeHue
BKJIFOYAET Takue conu. HeorpaHuymBaromume mpuMepbl TAKUX COJIeH BKIIOYAIOT TUAPOXJIOPUIBI,
runpodpomunasl, ¢docdarel, CyiabdaTel, METAHCYJIb(QOHATHI, HUTPATHI, MaJieaThl, AalEeTaThl,
UTpaThl, pyMapaTel, MPOMUOHATHI, TAPTPaThl (Hampumep, (+)-TapTpaThl, (-)-TapTpaThl UIH HX
CMeCH, BKJIOYasl PALEMHYECKHE CMECH), CYKIIMHATBI, O€H30aThl U COJH C aMHHOKHCIIOTAMH,
TAaKUMH Kak T[JIyTAMHHOBas KHCJIOTa, W YETBEPTHYHbIE aMMOHHMEBBIE COJIM (HAIMPHMED,
METUJIMOAN, STHJIMOAUI U T.I.). DTU COJHM MOTYT OBbITh MOJYYEHbI CIOCOOAMH, U3BECTHBIMH
CTHEeLMAINCTaM B JAHHOM 00J1acTH.

[86] HeiirpanbHble (OpMBI COENWHEHHMH MPENNOYTUTENbHO BOCCTAHABIHMBAIOT —IyTEM
KOHTAKTUPOBAHUS COJM C OCHOBAHUEM MWJIM KHCJIOTOH M BBIAENEHHUS MCXOAHOTO COCOMHEHHS
00braHBIM criocoboM. McxonHas popma cCoenrHEHNsT MOXKET OTINYATBCS OT PA3IMYHBIX COJIEBBIX

$bopM HEKOTOPbIMH (PUINYECKUMHU CBONCTBAMH, TAKHUMH KaK pPacTBOPUMOCTb B MOJISIPHBIX
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pacTBopuTeNsiX. B HEKOTOPBIX BapHaHTax peajn3alid COSTUHEHUs HACTOSIIEro M300peTeHus
cozepKaT Kak OCHOBHBIE, TAaK U KUCJIOTHblE (DYHKIMOHAJIbHbIE IPYIIIbI, KOTOPbIE MO3BOJSIOT
npeBpalaTh COEIWHEHHWs B COJU NPUCOCAMHEHUs JHOO OCHOBaHUS, JUOO KHUCIOTHI
HefitpanbHabie GopMbI COETUHEHUN MOXKHO PEreHepUpPOBAaTh IMyTEM KOHTAKTHUPOBAHHS COJIU C
OCHOBAaHMEM WJIM KHUCJIOTOH M BBIIEIEHUS HCXOJHOTO COEAMHEHUS OOBIMHBIM CIIOCOOOM.
HcxonHast ¢opma COEAMHEHMH OTJIMYAETCS OT PA3IMYHBbIX COJIEBBIX (OPM HEKOTOPBIMH
(pU3NYECKUMHU CBOHCTBAMMU, TAKMMH KaK PACTBOPHUMOCTh B MOJISIPHBIX PACTBOPUTEJISIX, HO, €CIIU
CIIELIMAJIBHO HE YKAa3aHO HWHOE, COJIM, PACKPBITHIE B HACTOSIIEM ITOKYMEHTE, 3KBUBAJICHTHBI
UCXONIHOW (hOpMe COCTUHEHHS AJISl 1IeJIei HACTOSIIEro H300pETEHMS.

[87] B nononHeHue k coneBbM opMam HacTosilee H300pEeTeHHe OTHOCUTCS] K COETUHEHUSIM,
KOTOpble HaxomsTcs B (opme mposiekapcTBa. IIponekapcTBa COCAMHEHUH, ONMMCAHHBIX 3/1€Ch,
NPEACTABISIIOT COOOH Te COENMHEHUs], KOTOPBIE JIETKO MOABEPTatOTC XUMHUYECKUM H3MEHEHHUSIM
B (PU3MOJIOTHUECKUX YCIOBUSAX [JIsI TOJNYYSHHs COCOUHEHWH HACTOALIEro H300peTeHus.
IIponexkapcTBa ONMUCAHHBIX 3[€Ch COENUHEHHMH MOTYT ObITh NpeoOpasoBaHbl il VIVO TIOCIE
BBeneHUsA. Kpome TOro, mnponekapctsBa MOKHO IPEBPaTUTb B COEAUHEHUs] HACTOSILIErO
n300peTeHNs] XUMUYECKIMH WIIN OMOXUMHYECKIMH METOIaMH B CPEIe eX Vivo, HallpuMep, Ipu
KOHTAKTe C MOIXOASIIUM (PEPMEHTOM MIIM XMMUYECKUM PEAareHTOM.

[88] Hekotopble coenwHEHHs HACTOSIIEro M300pETeHHsT MOTYT  CYINEeCTBOBAaTb B
HECOJIbBATUPOBAHHBIX (OpMax, a TaKKe B COJNbBATUPOBAHHBIX (OpMax, BKIOUASL
rugpatupoBaHHbie  GopMbl. B obwmem, conbBaTupoBaHHbIE  (OPMBI  SKBUBAJIECHTHbI
HECOJIbBATUPOBAHHBIM (OPMaM U OXBAaTHIBAIOTCS B OOBbEME HACTOSIIEr0 H300peTEeHus.
Hexoropsle coefiMHEHHS HACTOSIIET0 HM300peTeHHs MOIYT CYLIECTBOBATH B HECKOJBKHX
KPHUCTAJUTMUECKUX Wi aMopdHbIX popmax. B obuiem, Bce pusudeckue GopmMbl SKBUBAIECHTHBI
1T IPUMEHEHHH, TIPEyCMOTPEHHBIX HACTOSIIIMM U300pEeTeHUeM, U TIPEAHA3HAYEHBI TSI OXBaTa
HACTOSIIIEr0 H300PETeHHUSI.

[89] «DapManeBTUYECKH TPUEMJIEMBIH 3KCHMITUEHT» M «(apMaLEeBTHUECKH MPUEMIIEMBIH
HOCHTEJNbY» OTHOCATCSI K BELIECTBY, KOTOPOE CIIOCOOCTBYET BBEIEHHUIO COSAMHEHHs U abcopOrun
CyOBEKTOM, U MOKET OBITh BKJIFOYEHO B KOMITO3ULIMHM HACTOSALIETO M300pETEHUs], HE BbI3bIBAS
3HAYUTENBHOTO  HEONArompHsITHOIO TOKCHKOJOTMYECKOTO  BO3ACHCTBHSI HA  MAIMEHTA.
Heorpannuusaromie npumeps! (apMaleBTHUECKH NPUEMIIEMbIX HAMOJHUTENEH BKIFOYAIOT
Boay, NaCl, ¢pusmnonoruueckuii pacTBOp, JIAKTATHBIN pacTBOp PuHrepa, HOPMaIBHYIO caxapo3y,
HOPMAJIbHYIO ~TJIFOKO3y, CBsi3ywomee, (UuIepsl, pa3pbIXJUTENH, CMa304YHbIE BEIIECTBA,
MOKPBITUS, MOJCIACTHTENN, BKYCOAPOMAaTHUYECKHE AO0ABKH, COJEBBIE PACTBOPBI (TakMe Kak
pactBop Punrepa), cupThl, Macnia, JKEJaTHUHBI, YIJIEBOABI, TAKUE KaK JIAKTO3a, aMHIJIO3a HIIU

KpaxmaJi, 3(1)I/Ipbl JKUPHBIX KHUCJIOT, THAPOKCUMCTUIILCIIIKOJIO3d, MOJIUBUHWIMIUPPOIUAUH U
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Kpacutenu U ToMmy mnonodOHoe. Takue mpenapaTbl MOTYT OBITH CTEPHJIBHBIMH M, B Clly4ae
HEOOXOIMMOCTH, CMEIINBAThCS CO BCIIOMOTATENbHBIMU AaréHTaMM, TaKUMHU KaK CMa304yHbIe
BEIECTBA, KOHCEPBAHTHI, CTAOMIIM3ATOPBI, CMAUMBAIOIIME AreHTbI, SMYJIbIaTOPbl, COJH JJIs
BO3JCHCTBHsI Ha OCMOTHYECKOE JaBjieHue, Oydepa, Kpacsiue W/WIH apOMATH3UPYIOLINE
BEIECTBA M TOAOOHBIE, KOTOpble 0O€3 Bpeaa pearupyroT ¢ COEIUHEHUSIMH COIJIACHO
n3obperenno. CnenuanucT B AaHHOH OONACTH TEXHUKU B COCTOSIHUHM HIEHTU(ULHPOBATDH
apyrue GpapmManeBTHIECKHe HAIIOJTHNUTEIH, TIOJIe3HbIE [Tl HACTOSAIIEro H300peTeHHUs.

[90] TepMuH «IIPUTOTOBJIEHUE» TMpPENHA3HAYEH [JIsl BKJIIOYEHUs JIEKAPCTBEHHOW (POpPMBI
AKTUBHOTO COCOMHEHUS C WHKAICYJUPYIOIIMM MaTepUajioM B KadeCTBE HOCHUTE,
00eCTeYnBarOLIEro KamncyJly, B KOTOPO aKTHBHBIA KOMIIOHEHT NMPU HATUYUU APYTUX HOCUTENEH
i 0e3 HUX, OKa3bIBAECTCSl OKPYKEHHBIM HOCUTENIEM, KOTOPBIH, BCIEACTBUE YETO, OKA3bIBAETCS
B couetannu ¢ HUM. [lomoOHBIM 00pa3oM BKJIIOUEHB! Callleé U MACTHIKU Ui PacCAChIBAHUS.
TaOnerku, MOPOLIKH, KANCYyJbl, MHIJIIOJIH, CAIlleé W MACTWIKH Ul PAaCCachIBAHHUS MOTYT OBITh
UCTIONB30BAaHbl B Ka4eCTBE TBEPHABIX O3UPOBAHHBIX (POPM, MPUTOOHBIX MJIS MEPOPATBHOTO
BBE/ICHUSI.

[91] TepMuHbI «3a00JIeBaHHE» WJIM «COCTOSIHHE» OTHOCSTCS K COCTOSIHHIO WJIU 3JI0POBBIO
NalMeHTa WIN CyOBEeKTa, KOTOPbIE MOXKHO JIEYHTb C IOMOILIBIO COCOMHEHUH WIN CrocoOOB,
NPEACTABIECHHBIX B HACTOSIIEM JOKYMEHTe. 3a00jeBaHne MOXKET ObITh TPHOKOBON HMH(pEKIHEH.
B HEKOTOpBIX TOMOJHUTENBHBIX CIydasx «rpuOKoBas MH(pEKUUs WU 3a00J€BaHNE» OTHOCHUTCS
K TpUOKOBBIM MH(pEKLUSAM WM 3a00JIeBaHUSAM 4YesOBeKa, BKJIIOYas OOJIE3Hb MM HH(EKIHIO
Cryptococcus, Aspergillus, nim Candida.

[92] Hcnonb3yemble 31€Ch TEPMUHBI «KTPUOKOBast HHOEKLUS» WIN «TpUOKOBOE 3a00IeBaHIE)
OTHOCATCS K 3a00JIEBaHMIO, BbI3bIBAEMOMY TMAaTOr€HHbIMU TpubOamu. [pubkoBas wuHpeKIus
MOJKET OBITh YCIIOBHO-ITATOT'€HHOW MJIA MEPBUYHOIN M MOKET OBbITh BbI3BaHA APOXKKEBBIMHU /U
TUIECHEBBIMU rpUOaMU.

[93] TepmuHBI «BpadeBaHHE» WIN «JICUEHHE» OTHOCSATCS K JIIOOBIM MpPHU3HAKAM YCIexa B
Teparuu Wik OOJEr4eHUI0 TPaBMBbIL, 3a00JIEBAHMS, ATOJIOTUH FIIH COCTOSIHUS, BKJIFOUas JIFOOOH
OOBEKTHBHBIA WM CyOBEKTHUBHBIN MapaMeTp, TAKOH Kak YMEHbIIEHHE, PEMUCCHS, YMEHBIICHUE
CHMIITOMOB MJIM TIOBBIIIEHHE NEPEHOCHMOCTH TPABMBbI, MATOJOTHH WIJIM COCTOSIHHS ISt
MAalMeHTa, 3aMeNJICHHe CKOPOCTH JereHepalud WM Yhaaka, CAeNaTb KOHEYHYIO TOYKY
aucTpouu  MEHee  HM3HYPHUTENbHOM, yJydlleHne (U3NYEeCKOr0 WM  IICUXUYECKOTO
Onmaromonyunsi mauueHTa. JledeHne WM OcCialieHue CHMITOMOB MOXKET 0a3upoBaThCs Ha
OOBEKTHBHBIX WM CYOBEKTUBHBIX IMapaMeTpax, BKIOYas pe3yJibTaTbl BpauyeOHOTO OCMOTPA,
NICUXOHEBPOJIOTMYECKOr0 OCMOTpPA W/WJIM NICUXUATPUUYECKOW OLIEHKU. TepMUH «IEHEeHHE» U ero

COUC€TaHHsI MOIYyT BKJIHOYATh MNPCAOTBPALICHHUEC TpPaBMbl, IMATOJOrMH, COCTOAHUA WU
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3a0oneBaHns. B HEKOTOPHIX BapuaHTaX peajlu3aluy JieueHue - 3To mpoduiakTuka. B apyrux
BapUAHTaX PEAIN3aLUH JICUEHHE HE BKIIIOYAET MPOPUITAKTUKY.

[94] «BpaueBanme», «eueHue», «oOJerdeHue» WIN «yJIy4lIEHHE» HCIOIBb3YIOTCS 371eCh
B3aUMO3aMEHSeMO. OTH TEPMHUHBI, HCIIONb3yeMble 3/eCh (M XOpPOLIO MOHATHBIE B JAaHHOMN
obnacTy), Takke MIMPOKO BKIFOUAIOT JIFOOOH MOAXOM AJISI MOTYyUEHHs TIOJIE3HBIX MIIH JKEIAeMbIX
PE3yJIbTATOB B COCTOSIHMU CyOBEKTa, BKJIIOYAsT KIMHUYECKUE Pe3yJIbTaThl. biaronpusiTHeie win
JKeJlaeMble KIIMHUYECKUE Pe3yJIbTaThl MOTYT BKJIFOUATh, HO HE OTPAHUYMBASICh STUM, 00JieryeHue
WIN YJIYYLIEHWE OJHOTO WJIM HECKOJBKHUX CHMIITOMOB WJIM COCTOSIHUH, YMEHbIIEHHE CTEIEHH
3a0o0seBaHusl, CTAOMIN3AMIO (T.€. HE YXYAIIEHUE) COCTOsHUS 3a00JeBaHusl, TPEIOTBPalleHNe
nepenayn 3a00JIeBaHUS WIIM PACTIPOCTPAHEHHUE, 3aA€PIKKY WIN 3aMeJICHHE MPOrPECCUPOBAHUS
3a00NeBaHMs, YIYULICHUE HIH CMsTYeHHe OOJIE3HEHHOTO COCTOSIHHS, YMEHBIICHHE TIOBTOPEHHUS
3a0oneBaHWst W PEMUCCHIO, YACTHYHYK)  WJIM  [OJIHYKO, OOHapyXMBaeMyrw WU
HeoOHapykuBaeMyro. JIpyruMu CIOBaMH, UCIONB3YEMBbIH 31€Ch TEPMHUH «JIEYCHHE)» BKIFOUAET
moboe JieueHwe, yIyULIEHWE WM TpenoTBpaiieHue 3aloneBanus. JledeHue MOKET
NPEAOTBPATUTh BO3HHUKHOBEHHE OOJIE3HH, MOJABHTH PACHPOCTPAHEHHE OOJNEe3HH, OOJEerduTh
CUMNTOMBI 3a00JieBaHus (HApuMep, 3y, OTEK, JKKEHHe, Kallellb, JINXOPaIKy, 00Jib B TPyOH,
3aTPYAHEHHOE [IbIXaHHWE), MOJHOCTBI0 WM YaCTHYHO YCTPAHUTb OCHOBHYIO IPHYUHY
3a00neBaHMsA, COKPATUTh NMPOAODKUTENIBHOCTD 3a00I€BaHUS MIIH BBITIOJHUTH KOMOMHALIMIO STHX
TEHUCTBUM.

[95] Hcnone3yemble  37eChb  TEPMUHBI  «Bpau€BaHHE» M «JIEUEHHE»  BKIIOYAIOT
npopunaktuueckoe  jedeHue. CnocoObl  JieUeHMS — BKJIIOYAOT  BBEIACHHE  CYOBEKTY
TepaneBTHIeCK! 3P PEKTUBHOrO KOJINYECTBA COENUHEHUs, ONMUCAHHOTO 371eCh. JTall BBEACHUS
MOJKET COCTOSITh M3 OIHOKPATHOTO BBEAEHHMS WM MOXET BKJIIOYaTh CEPUIO BBEICHUH.
ITpoaoKUTENBHOCTD TIEPUOA JICUSHHs 3aBUCUT OT MHOXKECTBa (DaKTOPOB, TAKHX KaK TSKECTh
COCTOSIHUSI, BO3pAaCT TMAIMEHTa, KOHLEHTPALUS COCJUHEHHs, AaKTHUBHOCTb KOMITO3HIIHH,
UCTIONB3YEMBIX TPH JICYCHUH, UM X KoMOumHaumu. Takske OyneT MOHSATHO, 4To 3¢ ¢ eKTHBHAS
7032 areHTa, UCMOJBb3yeMOro IS JICUEHUS WM NPO(IIIAKTHKH, MOXET YBEIHYUBATHCS HWIIH
YMEHBLIATHCS B TEYCHHE ONPENEICHHOro pekuMa JiedeHns win npodunaktuku. M3mMeHeHus B
JIO3UPOBKE MOTYT CTAaTh OYEBHIHBIMU C MMOMOIIBIO CTAHAAPTHBIX AHArHOCTHYECKHX aHAIN30B. B
HEKOTOPBIX CJIy4YasiXx MOXKET MOTpeOOBaThCS MOCTOSIHHOE BBeAeHHWE. Hampumep, KOMIO3HLINUU
BBOJIAAT CYOBEKTY B KOJIMYECTBE U MPOAOIDKUTEBHOCTH, JOCTATOYHBIX JUIS JICUSHHS TALIHEHTA.
[96] TepmuHBI «IpenOTBpAIaTh», «IIPEJOTBPAIEHHE» W KIPOPUIAKTHKA» OTHOCITCA K
YMEHBLICHUIO TOSBIEHHUs CHUMITOMOB 3a0oseBaHusl y mnanueHrta. lIpenoTBpamneHue Win
npoQHUIAKTHKA MOXKET OBITh MOJHBIM (0€3 00HApyKUBAEMBIX CUMIITOMOB) WJIM YaCTUYHBIM, TaK

YTO HAONIONAETCs] MEHbIIE CHUMIITOMOB, Y€M 3TO MOINIO Obl mnpousoitu Oe3 nedeHus. B
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HEKOTOPBIX  BAapHAaHTaX  peajnu3alud  NpoHIakTHKAa  OTHOCHUTCA K 3aMEICHHIO
NPOTrpecCUpOBaHMsl 3a00JI€BaHUSA, PACCTPOICTBA WIIM COCTOSIHUS, WM K HMHTUOMPOBAHUIO HX
MPOTrPECCUPOBAHUS O BPEAHOTO UM HHOI'O HEKEIATEIbHOIO COCTOSHHSL.

[97] «[TareHT» MIu «CyOBEKT, HYKOAOIUNHCS B 3TOMY» OTHOCUTCS K >KUBOMY OpraHH3MY,
CTPaJAOLIEMy HIIH CKIIOHHOMY K 3a00JIEBAaHHIO MJIH COCTOSIHUIO, KOTOPOE MOKHO JIEYUTh ITyTEM
BBEeNIEHNs (hapMalleBTUUECKONW KOMITO3MLMH, KaK MPEAyCMOTPEHO B HACTOSIIEM IOKYMEHTE.
Heorpannuuparomiye npuMepbl BKJOUYAKOT JIFOJEH, OPYTUX MIIEKONMUTAIOIUX, OBIKOB, KPBIC,
MbIlIeH, cobak, 00e3bsiH, KO3, OBELl, KOPOB, OJIEHEH M APYTHX >KMBOTHBIX, HE OTHOCSIIUXCS K
MJIEKOIUTAIOLINM, BKJIFOYAsi, HO HE OTPAaHMYMBASICh UMH, PbIO M NTUL. B HEKOTOPBIX BapHaHTax
OCYIIECTBIIEHHS N300PETEHUS MTALIMEHTOM SIBJIIETCS YEJIOBEK.

[98] JleueHue, kak yNMOMHHAETCs B JAHHOM JOKYMEHTE, TaKK€ OTHOCUTCS K CHUCTEMHOMN
JIOCTaBKE COEOUHEHMH, PACKPBbITBIX B HACTOSIIEM JOKYMEHTe, K JIF0OOMy THIYy PAacCTeHHUH,
BKJIFOYasl JE€PEBbsl, KYCTapPHUKH, LBETYLIME PACTEHUs, JIMCTBEHHbIE pPAaCTEHUsl, KOMHATHBIE
pacTeHwsl, TOYBOIIOKPOBHBIE PACTEHHUSI M TPABBI, a TAK)KE arpOHOMUYECKHE PAaCTeHUs (BKJIIOUas
CEeNIbCKOXO35IICTBEHHBIE KYJIBTYPHI).

[99] Hcnonp3yeMsblll 30€Ch TEPMUH «THAPATBI» O3HAYAET COCAUHEHMs], KOTOpbIE COIEp:KaT
CTEXUOMETPUYECKUE HIIM HECTEXHMOMETPHUUYECKHE KOJHMYECTBA BOABI U, B HEKOTOPBIX BapHaHTax
peanu3anuy, oOpasyroTcs B MPOLECCe KPUCTAJUIU3ALNH C BOZOM.

[100] Mcnonb3yeMblli 30€Ch TEPMHUH «arpOHOMHYECKOE PAaCTEHHUE» OTHOCUTCSI K PaCTEHHIO,
4acThb WM BCE KOTOPO€ COOpPAHO WJIM BBIPAINEHO B NPOMBIIIEHHBIX MacIITa0ax WM CIYXKUT
BA)KHBIM HCTOYHHMKOM KOPMOB, MNPOAYKTOB ITMTAaHHUsI, KJIETYATKH HJIM JOPYTHX XHUMHYECKHUX
COEMHEHUH.

[101] <<3(bd)eKTHBﬂoe KOJIMYECTBO» - 3TO KOJHMYECTBO, HOCTATOYHOE MJsI TOrO, YTOOBI
COEMHEHHE JOCTHUIJIO 3asBJIEHHON LeJIM OTHOCUTEIbHO OTCYTCTBUS COEAMHEHMs (Harpumep,
st noctkenus: dddexTa, s KOTOPOrO OHO BBOAUTCS, JieueHUs 3a0O0JIEBAHUS, CHIDKEHUS
aKTUBHOCTH (pepMeHTa, YBEJIUYECHUs] aKTUBHOCTH (pepMeHTa, YMEHbIIEHHsS CUTHAJIBHOIO MyTH
WIA YMEHBIIEHHS OJHOIO WJIM HECKOJbKMX CHUMITOMOB 3a00JI€BaHUSI WJIM COCTOSTHHS).
[TpumepoM «3(pPEKTUBHOIO KOJIUYECTBAY SIBISIETCS KOJUYECTBO, JOCTATOUYHOE JJISI CONSHCTBUS
JICUSHHIO, IPOPHUIIAKTHKE WIM YMEHBIIEHHIO CUMIITOMA WJIH CUMITOMOB 3a00JI€BaHUs, KOTOPOe
TAKXKE MOKHO Ha3BaTh «TepaneBTHYECKH 3(P(PEKTUBHBIM KOMHMUeCTBOMY. «CHUKEHHE»
CHMIITOMa WM CHUMIOTOMOB (M TpaMMaTHYECKHE SKBHBAJIEHTHI 3TOTO BBIPAXKEHHUS) O3HAYAET
YMEHBIIEHNE TSDKECTH WJIM YacTOThl CHUMIITOMA(OB) WM YCTPAHEHHE CHUMITOMA(OB).
«IIpopunakruyeckun >PGPEKTUBHOE KOJHMUYECTBO» JIEKAPCTBEHHOTO CPEACTBA IPENCTABISAET
cOOOM KOJMYECTBO JIEKAPCTBEHHOT'O CPENCTBA, KOTOPOE IPU BBEAECHUH CYOBEKTy Oyner

OKa3bplBaTh HaMeueHHbIH mpodugakTudeckuii s¢dexr, Harmpumep MpeNOTBpALIEHUE WU
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3a/ep’kka Hadaja (WM TOBTOPHOTO BO3HHUKHOBEHUS) TPaBMbI, 3a00JE€BaHUS, MATOJOTUU WU
COCTOSIHUSI WJIM YMEHbLICHHE BEPOSTHOCTH BO3HHUKHOBEHUs (WM TOBTOPEHHS) TPaBMBI,
3a00NeBaHMs, MATOJIOTUH WM COCTOSHUS WM MX cUMNTOMOB. IlomHbIil mpodumakrudeckuii
s¢pdexT He obOsi3aTenbHO HACTymaeT Onaronapsi BBEIEHUIO OIHOM JO3bI M MOXKET HACTYIUTH
TOJBKO TIOCJT€ BBeAEHMs cepur 103. Takum oOpasoM, mnpodumakrudecku 3¢dexTuBHOe
KOJIMYECTBO MOJKET BBOIUTBCS IMyTeM OAHOro i Oojee BBeneHuid. Mcmonb3yemblil 3mech
TEPMHUH «KOJIMYECTBO, CHIJKAIOLIEEe AKTUBHOCTHY® OTHOCHUTCSI K KOJIMYECTBY AQHTArOHHUCTA,
HEOOXOIMMOMY [UUIsl CHIDKEHHsI aKTMBHOCTH ()EpPMEHTa N0 CPAaBHEHHUIO C OTCYTCTBHUEM
aHTaroHucTa. Mcnonb3yemblii 311€Ch TEPMHUH «KOJUYECTBO, HapyIIaroIee (GyHKIIHIO» OTHOCUTCS
K KOJJMYECTBY aHTArOHUCTA, HEOOXOAMMOMY IJIsl HapyIueHus: GyHKIMU pepMeHTa mim Oenka 1o
CPaBHEHHIO C OTCYTCTBUEM aHTAroHUCTa. TOYHbIE KOJMMUYECTBA OYAYT 3aBUCETH OT LI JICUECHUSI
U MOTYT OBITh YCTAHOBJICHBI CIIEIIHATUCTOM B JaHHOW OOJIACTH C WCIOJNB30BAHUEM H3BECTHBIX
meronuk. (cmompu, nanpumep, Lieberman, Pharmaceutical Dosage Forms (vols. 1-3, 1992);
Lloyd, The Art, Science and Technology of Pharmaceutical Compounding (1999), Pickar,
Dosage Calculations (1999); and Remington: The Science and Practice of Pharmacy, 20th
Edition, 2003, Gennaro, Ed., Lippincott, Williams & Wilkins). Tepanesrudecku 3¢ dexTuBHOe
KOJINYECTBO MOXKET OBITh YCTAHOBIJIEHO MyTEM U3MEPEHHUS] COOTBETCTBYIOIUX (PU3HOIOTHIECKUX
3¢¢peKkToB, ¥ OHO MOXET OBbITh CKOPPEKTHPOBAHO B CBA3M C PEKUMOM IO3UPOBAHUS U
IMAarHOCTHYECKUM AaHAJHM30M COCTOSHUS CyObekTa U T.I. B kauecTBe mpumepa, U3MepeHHE
ypoBHs coeauHeHust ¢opmyinsl (I) wiaM  ero  M30TONMHOrO  BapHaHTA, TayTOMEPA,
(dapmaLeBTHUECKH NPUEMIIEMOH COJIM, COJbBAaTa MJIM THApAaTa B CHIBOPOTKE KpPOBH (WM,
HarpuMep, ero MeTadoiHuTa) B KOHKPETHOE BpPEeMs IIOC]e BBEIEHHUS MOXET YKa3blBaThb Ha TO,
OBLIO JTU BBEIEHO TePANeBTUYECKH 3((PEKTUBHOE KOJIHMUECTBO.

[102] [nsa mr000ro COEOUHEHMs, OMHCAHHOIO B JAaHHOM JIOKYMEHTE, TepareBTUYeCKU
3¢ pexTHBHOE KOJUYECTBO MOXKET OBbITh MEPBOHAYATIBHO OMPEAESIEHO ¢ MOMOIIBI) aHAIU30B HA
KyJbType KIETOK. LleneBbIMH KOHLEHTpalmsMud OyayT Te KOHLEHTPAUMU AaKTHBHOTO
coenuHeHUsI(Hii), KOTOpblEe CIIOCOOHBI JOCTUTATh OMUCAHHBIX 31€Ch CIIOCOOOB, M3MEPEHHBIX C
HCTIOJIB30BAHUEM CIIOCOOOB, OMMCAHHBIX 3[1€Ch UM NU3BECTHBIX B JAHHOH 00JacTy.

[103] Kak Xopomo M3BECTHO B AaHHOW 00JacTH, TepaneBTUYeCKH 3((HEKTUBHBIE KOJIUYECTBA
IUI WCTIONBb30BAHMSA Y JIFOACH TakKe MOTYT OBITh ONpEeAeseHbl Ha MOZENSX >KHBOTHBIX.
Hanpumep, no3y ans denoBeka MOXKHO CHOPMYJIMPOBATH Ui AOCTHIKEHHUS] KOHLIEHTPALHH,
KoTopasi Oputa mpu3HaHa 3(p¢EeKTUBHONW Yy >KUBOTHBIX. J[03UpOBKAa y JHOAEH MOXeT ObITh
OTKOPPEKTHPOBAHA IyTEM MOHUTOPUHTA 3(PPEKTHBHOCTH COSAMHEHUI U 1032 KOPPEKTUPYETCS B
CTOPOHY VBEJWYEHUS WIM YMEHBbIIEHHs, Kak ONHcaHO Bbime. KoOppekTHpoBKa m03bI A

TOCTHIKEHHS] MAKCUMaJIbHOH 3PP EKTUBHOCTH Yy JIFOJIeH HAa OCHOBE ONMCAHHBIX BBILIE CTIOCOO0B U
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APYTUX METOJOB XOPOLIO COOTBETCTBYET BO3MOJKHOCTSIM OOBIYHOrO KBaJH(PHIMPOBAHHOTO
crequanucra. PerynupoBka AO3bl [UIsi JOCTHXKEHHMS MAKCHUMAJIBbHOIO TEPAeBTHYECKOrO OKHA
3¢ (EeKTUBHOCTH WJIM TOKCUYHOCTH MAJI JIIOJIell Ha OCHOBE CIIOCOOOB, ONMMCAHHBIX BBIIE, U
APYTUX METOJOB HAXOAMTCS B IpelesiaX BO3MOXKHOCTEH OOBMHOrO KBaJH(PHULUPOBAHHOTO
CIIELUAJIUCTA.

[104] Hcnonb3yeMmblil 31eCh TEPMUH «TepaneBTHUecKH 3P (eKTHBHOE KOINYECTBO» OTHOCHTCS
K KOJHMYECTBY TEPaeBTUYECKOrO areHTa, JOCTATOUYHOMY JJisi OOJIerdeHUs] pacCTPONCTBA, Kak
omucaHo Bbime. Hampumep, ans [OaHHOrO MapaMeTpa TeparneBTHYecKH 3¢ QpeKTUBHOE
KOJIMYECTBO MOKAXKET YBEJIMYEHUE WIN YMEHbIIECHHE 10 MeHbInel Mepe Ha 5%, 10%, 15%, 20%,
25%, 40%, 50%, 60%, 75%, 80%, 90% wunu He menee 100%. Tepanerrudeckas 3¢ HEeKTUBHOCTD
TAKXK€ MOXET OBITh BBIPAXKEHA KaK «KPAaTHOE» YBEIMYEHHE WM yMeHblueHue. Hampumep,
TepaneBTHYECKH 3P (HEKTHBHOE KOJIMYECTBO MOKET UMETh MO MeHbIel mepe 1,2-kpaTtHoe, 1,5-
KpaTHOe, 2-KPaTHOE, S-KpaTHOE WK OoJee BINSHUE 110 CPABHEHUIO C KOHTPOJIEM.

[105] Jlo3UpPOBKH MOTYT BapbUpPOBATbCS B 3aBHCUMOCTH OT TpeOOBaHUH MaLMEeHTa W
UCTIONB3YeMOro coefnHeHus. Jlo3a, BBOJUMAst MALMEHTY B KOHTEKCTE HACTOSIIIETrO N300peTeHNUS,
IOJDKHA OBITH TOCTATOYHOH, YTOOBI BIMATH HA MOJIE3HBIN TEPANeBTHYECKHI OTBET Y MAILUeHTa C
TE€YeHHEM BpeMeHH. PasMep n03bl Takke OyJeT ONpenensTbCs HAJIMYUEM, XapakTepoM H
CTENEHbI0 JIIOOBIX HeOmarompusTHeIX NOO0OYHbIX 3(dexkToB. OmnpeneneHue NpaBHIBHON
JNO3UPOBKHU AJI1 KOHKPETHOM CUTyallUy HAXOAMUTCsS B KOMIIETEHLIMU MPAKTUKYOLEro spada. Kak
MPaBUJIO, JIEYEHHWE HAYMHAETCA C MEHBIIUX J03, KOTOPbIE MEHbLIE ONTHUMAJIbHOW I03bI
coenuHeHusi. Ilocie 3TOro AO3MPOBKA YBEIMYMBAETCS HEOONBIIMMHU MPUPAIIEHUSIMUA IO
AOCTHIKEHUS] ONTHMANIbHOTO 3¢ dexra npu oOcTosTeNnbcTBaX. Pa3mepr! JO3UPOBKU U MHTEPBAJIbI
MOJKHO PEeryJIMpOBaTh HHIWBUAYAJIBHO, YTOOBI 00ECHEeYUTh YPOBHU BBOAMMOIO COCIUHEHHS,
3 PeKTUBHOTO ISl KOHKPETHOTO KJIMHUYECKOTO MOKA3aHUsI, KOTOPOe JIEYUTCS. ITO 00ECTeuuT
TEPaNeBTHYECKUH PEKUM, KOTOPBI COU3ZMEPHUM C CEPbE3HOCTBIO COCTOSIHHS OOJIE3HH YEJIOBEKA.
[106] Hcnonb3yemblii 31€Ch TEPMHUH «BBEICHHUEY» O3HAUAET MAPEHTEPATbHOE WM SHTEPATbHOE
BBerieHHe. COOTBETCTBEHHO, KaK 3/1€Ch HCIIOJB3YETCs, «BBEIEHHE» OTHOCHUTCS K BBEAECHMIO,
BKJIFOYasi, HO HE OrPAHUYMBASICh 3TUM, IEPOPATIbHOE BBECHNUE, BBEICHUE B BUI€ CYNIIO3UTOPHS,
MECTHBI KOHTAaKT, BHYTPHUBEHHOE, BHYTPUOPIOLIMHHOE, BHYTPHUMBIIIEYHOE, HHTASLHOHHOE,
pacnbUIeHHE, BHYTPHMOYAaroBO€, HHTPATEKAJIBbHOE, BHYTPUUYEPENHOE, WHTPAHA3AJIbHOE,
NOJKOKHOE  BBEJEHHE, WIM HMIUIAHTAlUsl CYObEKTy YCTpOCTBA €  MEMJICHHBIM
BBICBOOOXKIICHHEM, HAIIPHMEP, MUHIOCMOTHYECKOTO Hacoca. Beenenne ocymecTsisercs Io0bM
IyTeM, BKJOYas TPAHCMYKO3aJbHbIM (Hampumep, OYKKaJbHBINA, CyOJMHIBaJbHbIN, HEOHBIH,
TI€CHEBOM, Ha3aJIbHBIM, BarWHAJIBHBINA, PEKTAJbHBIA WIN TpaHCHepMalbHbIi). [lapeHTepanbHOe

BBCACHHUEC BKIIKOYACT, HAIPUMEP, BHYTPHUBCHHOC, BHYTPHUMBILICYHOC, BHYTPUAPTCPHUOJIBHOEC,
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BHYTPUKOXKHOE, TOAKOKHOE, BHYTPHOPIOIIMHHOE, BHYTPHIKENYIOYKOBOE M BHYTPHUYEPEITHOE
BBeieHUe. J[pyrue crocoObl JOCTaBKH BKJIIOYAIOT, HO HE OTPAaHMYUBAIOTCS] UMHU, UCTIONb30BAaHUE
JIMIIOCOMHBIX COCTaBOB, BHYTPUBEHHOE BJIMBAHHE, TPAHCAEPMAJIbHbIE TUIACTHIPH, IVIA3HOH IMyTh,
OTUYeCKUH NyThb U T.A. [To «COBMECTHBIM BBEJIEHHEM) MTOIPA3yMEBAETCsl, UTO OMMUCAHHAsS 3/1€Ch
KOMITO3ULIUST BBOJIUTCSI OJHOBPEMEHHO, HEMOCPEICTBEHHO Iepes WM Cpa3y IOCie BBEIEHHS
OIHOTO MJIM HECKOJIbKUX JOIOJHUTEIBHBIX METOAOB JieueHHs (Harmpumep, MpOTHUBOTPUOKOBOTO
areHTa, aHTUOAKTEPHATIBHOTO areHTa, NPOTUBOBUPYCHOTO areHra W/
XUMHOTepaneBTudeckoro arenra). CoenuHeHne W300peTeHUs] MOKHO BBOAWTH MALIUEHTY
OTAENIbHO HJIH MOKHO BBOJIUTH COBMECTHO. [1oa COBMECTHBIM BBEIEHHEM IMOAPA3yMEBaETCS
OHOBPEMEHHOE, TMPHONIM3UTEIBPHO ONHOBPEMEHHOE WM I[OCIEeNOBATEIbHOE BBEICHUE
COEAMHEHUs] MO OTAENBHOCTH WM B KOMOWHammu (0ojiee OZHOTO COCOMHEHHUS WJIM areHTa).
Takum o0Opaszom, MpH KEJaHWW TpernapaTrbl MOKHO KOMOWHHPOBATH C APYTUMH aKTUBHBIMH
BEIleCTBAMH (HANpUMep, sl yMeHblueHus Merabonmyeckod nerpananuu). Kommosmumun
HACTOSIIEro M300pPETeHUs] MOTYT OBbITh JOCTaBJICHBI TPAHCIEPMAIBHO, MOCPEICTBOM MECTHOTO
crnoco0a TNPHUMEHEHHs, COCTABIEHHOIO B BHAE AaNIUIMKALMOHHBIX MAJOYEK, PaCTBOPOB,
CYCII€H3UI, 3MYJIbCUH, rejied, KPEMOB, Ma3el, MacT, eje, KPacOK, MOPOLIKOB U a3pO30JeH.
IlepopanpHble mpenapaTbl BKIIOYAOT TAONETKH, MO, TOPOLIOK, Apa)e, Karcybl,
JKUJIKOCTH, TAOJIETKU JJIs paccachIBaHUs, OONATKH, T€JIN, CUPOIIbL, CYCIIEH3UH, CYCIIEH3UU U T. 1.,
NPUTOAHBIE JIJIsl IPUEMa BHYTPh narueHToM. IIpenaparsl TBeproil (OpMBI BKIIFOYAIOT MOPOIIKH,
TaOJNeTKH, TWJIIONIM, KarcCyjbl, OOJATKH, CYNIO3UTOPUM U JUCIEPTrUpyeMble TI'PaHYJIBL
IIpenaparbl B >XHAKOW (pOpME BKIIOYAIOT PACTBOPBL, CYCIEH3UM M 3MYJbCHH, HAIpUMep,
PacTBOPBI BOABI WJIM BOABY/TIPONIJICHINIUKONS. KOMIO3HUIIMKM HAacTOSAIIEero M300peTeH:st MOTyT
JOTIOJTHUTEIBHO BKJIFOUATh KOMITOHEHTHI 111 00€CTIeUeH sl JUTUTEIbHOTO BBICBOOOKICHUS 1/ 1IN
kompopra.  Takwe  KOMIIOHEHTHI ~ BKJIIOYAIOT  BBICOKOMOJIEKYJISIDHBIE,  AHHOHHBIE
MYKOMHMETHYECKHE TOJHMMEPBI, TejeoOpasyromue MoJucaxapuabl M TOHKOM3MEIbUEHHbBIE
CyOCTpaThl HOCUTES JIEKAPCTBEHHOTO CPECTBA. ITH KOMIIOHEHTHI OoJiee OIPOOHO OMUCAHBI B
nateHTax CIIIA NeNoe 4911920; 5,403,841; 5,212,162; u 4,861,760. Bce conepskanune 3THX
NATEHTOB BKIIFOYEHO B HACTOSINEE OIMHCAHHE TOCPEACTBOM CCHUIKM BO BCEH WX IOJIHOTE IS
Bcex wenell. KoMno3uumu HacTosmero n3o0peTeHus] TakKe€ MOTYT OBITh JOCTABIICHBI B BHIE
MHUKpocdep Uit MEIUIEHHOTO BBICBOOOKAEHHUS B opraHuszMe. Hampumep, Muxkpochepbl MOXKHO
BBOJIUTH ITyTE€M BHYTPUKOKHOM MHBEKLIUU MUKPOC(Ep, COnep KalNuX JIEKAPCTBEHHOE CPEACTBO,
KOTOpbIE MEIJICHHO BBICBOOOXKIAIOTCS MOAKOXKHO (cM. Rao, J. Biomater Sci. Polym. Fd. 7:623-
645, 1995; B BHme OWopasziaraeMblX U WHBEKIHOHHBIX TrejieBbiX (opMm (cm., Hampumep, Gao
Pharm. Res. 12:857-863, 1995); unu B Bune MHUKpocdep AN NEpOpPaNbHOrO BBENEHHUS (CM.,

Hanpumep, Eyles, J Pharm. Pharmacol. 49:669-674, 1997). B npyrom BapuaHre
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OCYIIECTBJICHUS] M300PETeHHsI, COCTABbl KOMITO3UIIMH HACTOSIIEr0 HU300PETEHUs] MOTYT OBITh
JOCTaBJICHbI C HCIOJB30BAHUEM JIUTIOCOM, KOTOPBIE CIMBAIOTCS C KJIETOYHOU MeMOpaHOW WU
SHIOLUTUPYIOTCS, TO €CThb C HKCIIOJIb30BAHHEM PELENTOPHBIX JIMTAHIOB, MPUKPEIICHHBIX K
JIUTIOCOME, KOTOPBIE CBSI3bIBAIOTCSI C PeLeNITOpaMu OEJTKOB MOBEPXHOCTHON MeMOpaHbI KJIETKH,
NPUBOAALICH K 3HIOUMUTO3Y. [IpH MCMOMB30BAHMU JIUIIOCOM, OCOOEHHO TaM, TIe JUMOCOMHAs
MOBEPXHOCTh HECET PELENTOPHbIE JIMTaHIbl, CIeUU(pUUHbIC AJIST KJIETOK-MULICHEH, WIH UHBIM
00pa3oM MPEONOYTUTENIbHO HAIPABISETCS HAa KOHKPETHBI OpraH, MOKHO COCPEeIOTOYHTH
JOCTaBKY KOMIIO3HMILIMH HACTOSIIIEro M300peTeHus! B KJIETKU-MUIIEeHU in vivo. (Cu., Hampumep,
Al-Muhammed, J. Microencapsul. 13:293-306, 1996; Chonn, Curr. Opin. Biotechnol. 6:698-
708, 1995; Ostro, Am. J. Hosp. Pharm. 46:1576-1587, 1989). KoMno3unuu HaCTOSIIETO
U300peTeHHs TAK)Ke MOTYT OBITh JOCTABJICHBI B BUAE HAHOYACTHLI.

[107] Ilox «COBMECTHBIM BBEICHHEM» MOAPA3YMEBAETCS, YTO OMUCAHHYIO 3/1€Ch KOMITO3ULIMIO
BBOJSIT ONHOBPEMEHHO, HEMOCPEACTBEHHO TNepel WU Cpa3y IMOCjie BBEISHHUS OIHOTO WJIH
HECKOJIbKUX JOTIOJIHUTEIBHBIX MeTONOB jieueHusi. CoenuHeHus: n300peTeHs MOXKHO BBOIUTH
OTHEJIbHO WM MOXHO BBOIUTH TAIMEHTY COBMeCTHO. I[loJ COBMECTHBIM BBEACHHEM
MOJPa3yMeBaeTCss OOHOBPEMEHHOE WJIM IOCJIeOBATEIbHOE BBEAEHHUE COEOUHEHHWH IO
OTHENBbHOCTH WM B KoMOumHaumu (Oonee omHoro coeawHeHus). Kommosumum Hactosimero
n300peTeHNs] MOTYT JOCTABJIATLCS TPAHCASPMATbHO, MECTHBIM IyTEM HJIM B BHJIE MAJOYEK IS
aIMIMKaTOPOB, PACTBOPOB, CYCIICH3UM, 3MYJIbCUH, Iejed, KPEMOB, Ma3eil, NacT, Kejie, KPacok,
MIOPOLIKOB U a3pO30JIeH.

[108] [ns nr00Oro COeOUHEHMs, OMHCAHHOIO B JaHHOM JIOKYMEHTE, TepareBTUYeCKU
3¢ (eKTUBHOE KOJIUYECTBO MOXKET OBbITh MEPBOHAYAIBHO OMPEAESCHO C MOMOIIBI0 aHAIU30B Ha
KyJbType KJeTOK. IleneBbIMM KOHLIEHTpalMsMU OyOyT Te€ KOHIIEHTPAIMd aKTHBHOTO
coequHEHMsI(Hii), KOTOpbIE CIIOCOOHBI MOCTUTaTh OMUCAHHBIX 3[€Ch CIIOCOOOB, M3MEPEHHBIX C
UCTIOJIb30BAHUEM CIIOCOOOB, OMUCAHHBIX 3/1€Ch UJIM U3BECTHBIX B TAHHOU OOJIACTH.

[109] Kak Xopomo M3BECTHO B AaHHOW 00JacTH, TepaneBTUYeCKH 3((HEKTUBHBIE KOJIUYECTBA
IUTsE UCTIOJIb30BaHUSI Y JIFOJEH TakKe MOTYyT OBbITh ONpenesieHbl Ha MOJENSIX >KUBOTHBIX.
Hampumep, no3y st 4enoBeka MOXKHO CHOpPMyIHpPOBATH Ui JOCTHIKEHUS KOHIIEHTPALIWH,
KoTopasi Opita mpu3HaHa 3(P¢EKTUBHONW Yy >KUBOTHBIX. JO3UpOBKAa y JHOAEH MOXeT ObITh
OTKOPPEKTHPOBAHA MyTeM MOHUTOPUHTA 3(h(HEeKTUBHOCTH COSUHEHHUI U 1032 KOPPEKTHPYETCS B
CTOPOHY YyBEJMYEHHUs] WM YMEHbBIIEHUS, KaK OMHCAHO Bbiie. KOppeKTUpOBKA HO3BI IS
TOOCTHKEHHS] MAKCUMAJIbHOH 3(DpeKTUBHOCTH Yy JIFOIeH HA OCHOBE OMMCAHHBIX BBILIE CTIOCOO0B U
OPYTHX METONOB XOPOILIO COOTBETCTBYET BO3MOXKHOCTSIM OOBIYHOTO KBIU(ULIMPOBAHHOTO
CHeIHAJTACTA.

[110] Jl0o3UpPOBKM MOIYT BapbUPOBATHCS B 3aBHCUMOCTH OT TpeOOBaHUI ManueHTa U
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UCTIONB3YEMOro coefnHeHus. Jlo3a, BBOAUMAs MMALIMEHTY B KOHTEKCTE HACTOSALIEr0 N300peTeHus,
IOJDKHA OBITH TOCTATOYHOMN, YTOOBI BIMATDH HA MOJIE3HBIN TEPaNeBTHYECKUH OTBET Y MaILUeHTa C
Te4eHHeM BpeMeHH. PasMep n03bl Takke OyAeT ONpenensTbCs HAJIMYHEM, XapaKTepoM U
CTENEHbI0 JIIOOBIX HEeONaronmpusaTHbIX NOOOYHBIX 3(dexroB. OmnpeneneHue npaBUIBHON
JO3UPOBKU JIs1 KOHKPETHOW CUTyallMM HAXOAWTCA B KOMIETEHLIMM NMPAaKTUKYOLEro spada. Kak
IPAaBWIO, JIEYEHUE HAYMHAETCA C MEHBIIUX J[03, KOTOpPbIE MEHbIIE ONTHUMAJIbHOW O3bI
coenuHeHus. Ilocme 3TOro AO3MPOBKA YBEIMYMBAETCS HEOONBIIMMHU IPUPAILEHUSIMUA IO
TOCTHKEHUS] ONTHMAIBHOTO 3 exTa mpu 00CTOSITENbCTBAX.

[111] Pa3smepbl OO3MPOBKHM M HMHTEPBAIBI MOXKHO PEryJHPOBATh HHIUBUAYAJIBHO, YTOOBI
o0ecrneynTb YPOBHH BBOIUMOTO COENUHEHHS, S((PEKTUBHOTO IJIsi KOHKPETHOTO KIMHUYECKOTO
NOKa3aHUs1, KOTOPOE JISYUTCS. ITO 00ECHEUNT TePAIeBTHYECKUI PEXKUM, KOTOPBIH COU3MEPUM C
CEPBE3HOCTBHIO COCTOSIHUS OOJIE3HH YeJIOBEKa.

[112] UHcnonw3ys TpUBENECHHBIE 34€Ch VYUEHHS, MOXHO IUIAHUPOBaTh 3 EKTUBHBINA
NpoQHUIAKTHUECKUH WM TEPANeBTUYECKHH PEKUM JICYEHUs, KOTOPbIA HE BbI3BIBAET
CYLIECTBEHHOH TOKCHMYHOCTH M B TO K€ BpeMsl 3(PQPEeKTHUBEH Ui JIEUeHUs] KIMHHUYECKHX
CHUMIITOMOB, MpPOSIBJISEMbIX KOHKPETHBIM MALMEHTOM. OJTO IUIAHUPOBAaHUE IOJDKHO BKJIKOYATh
TIIATEIbHBI BHIOOP AKTHBHOTO COEIMHEHHs IyTeM ydeTa TAaKNX (PaKTOpOB, KaK COCTaBHAs
aKTHBHOCTb, OTHOCHUTEJIbHAsI OHOJOCTYITHOCTb, Macca TeNa IMalWeHTa, HaJIu4Yhe U TSKECThb
HeOJaronpusATHBIX MOOOYHBIX 3(QEKTOB, MPEANOYTUTENbHBIH CnOCcO0 BBEAEHUS U NPOPHIbL
TOKCHUYHOCTH BBIOPAHHOT'O areHTa.

[113] OmnucaHHBIE 374€Ch COENUHEHUS] MOXKHO HMCIOJIB30BaTh B KOMOMHALIMK JIPYT C APYTOM C
APYTMMH aKTUBHBIMU areHTaMH, KOTOpBIE, KaK M3BECTHO, MOTYT OBITh IMOJIE3HbI NPHU JICYCHUH
uH}peKwii (Hanpumep, rPUOKOBbIX HH(EKLIUI).

[114] B HexkOTOpbIX BapHaHTAX pPeaU3alUi COBMECTHOE BBEICHUE BKIIIOYAET BBEIEHUE OAHOTO
akTuBHOro areHra B cucreme 0,5, 1, 2, 4, 6, 8, 10, 12, 16, 20, 24 4acos, 2 nHel, 4 nuei, 1
Hezenu win 1 Mecsilia ¢ IpyruM akTUBHBIM areHToM. COBMECTHOE BBEJEHHE BKIIIOUAET BBEACHHUE
IBYX AaKTHBHBIX AareéHTOB OJHOBPEMEHHO, NPUOJU3UTENPHO OJHOBPEMEHHO (Hampumep, B
npenenax npumepHo 1, 5, 10, 15, 20 unu 30 MUHYT Ipyr OT Apyra) WIH MOCIENOBATEIbHO B
m000M mopsiike. B HEKOTOPBIX BapHaHTax OCYINECTBJIECHUS COBMECTHOE BBEIACHHE MOJKET OBITh
OCYILIECTBJIEHO MYTEM COBMECTHOIO IPUIOTOBJIEHUs, TO €CTb IyTeM NPUTOTOBJICHUS
eIVMHCTBEHHOH (papMaleBTHYeCKOW KOMIIO3WINM, BKJFOUArOmed o0a akTUBHBIX areHta. B
APYTUX BapUAHTAX OCYIIECTBJICHUS aKTHBHBIE areHThl MOTYT OBITh IPUIOTOBJIEHBI OTJENbHO. B
APYyroM BapHaHTE OCYLIECTBIEHHWsS AKTUBHBIE W/WJIM BCIOMOTAaTENbHbIE areHTbl MOTYT OBITh
CBs3aHbl WJIM KOHBIOTHPOBAHbI IPYr C APYroM. B HEKOTOpBIX BapuUaHTaxX OCYIUECTBJICHHUs

I/1306peTeHI/IH COCAUHCHUs, ONMHCAHHBIC B HACTOALICM HJOKYMEHTEC, MOKHO KOM6I/IHI/IpOBaTb C
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neyeHneM wuHOekuuil (K mnpuMepy, TpUOKOBBIX WHQEKIHH, OakTepHalbHBIX HH(EKIHH,
BUPYCHBIX UHPEKIUHA U T.11.).

[115] OmnucaHHbIE 3/1€Ch COEAUHEHHUS] MOXKHO BBOIUTD JJIs JIEYEHUsI TPUOKOBON MH(EKIIMU WU
3a0oneBaHus. B 3TOM OTHOLIEHMH ONMCaHHBIE 371€Chb COEIMHEHUs MOXHO BBOAMTH JIHOO
OTAEJBHO JUIS JIeueHHsl Takux MH(peKkuui win 3aboneBanni, 1100 MOXKHO BBOAUTH COBMECTHO C
APYTHM TE€PANeBTHYECKUM areHTOM JUISL JISYEHHsI TAKUX MHPEKIMH 1IN 3a001eBaHIH.

[116] OmnucaHHble 34€Ch COEOUHEHHUSI MOYKHO BBOIWUTH COBMECTHO C HpOTI/IBOFpI/I6KOBbIMI/I
CpPenCTBAMH, TAKMMM KaK IIOJIMEHBI, Aa30/bl, AHAJIOTM HYKJIEO3UJOB, 3XMHOKAHAWHBI U
AJUTUJIAMUHBI.

[117] «I[IpoTUBOrpHOKOBBIN areHT» HCIOJNB3YETCA B €ro MPOCTOM OOBIMHOM 3HAYEHHH H
OTHOCHTCS] K KOMITO3UIINHU (K IPUMEPY, COENNHEHHIO, JIEKAPCTBEHHOMY CPEACTBY, AHTATOHHUCTY,
UHTUOUTOPY, MOAYJSITOPY), HMEKIIEH NPOTUBOrPHOKOBBIE CBOHCTBA WM CHOCOOHOCTH
NOJABJIATh POCT MM pa3MHOXKEHHE TPUOKOB. B HEKOTOPBIX BapHaHTaxX OCYIIECTBIICHHS
n300peTeHNs] MPOTUBOIPHUOKOBBIA areHT MPENCTaBiIsAeT COOOH areHT, HAEeHTU(ULINPOBAHHBIA B
HACTOSIIEM JOKYMEHTE, MUMEIOIINN MPUMEHEHHE B CHoco0ax JieueHUs] TPHOKOBBIX MH(EKUNH
i 3aboneBaHuii. B HEKOTOPBIX BapHaHTaX OCYLIECTBICHHUS M300PETEHUS MPOTUBOTPUOKOBBIN
areHT TMpencTaBisieT coOoi areHT, ofoOpeHHBIi FDA wuiam aHalIOTHYHBIM PEryJHPYOIUM
areHTcTBOM cTpaHbl, oriauyHod or CIHIA, nansa nedeHus TpHOKOBBIX HH(EKUMH WK
3a0oneBanuii. [Ipumeprl mpOTHBOrPHOKOBBIX ar€HTOB BKJIIOUAIOT, HO HE OTPAaHUYUBAIOTCS UMU
[118] HMcnonb3yeMblli 37€Ch TEPMHH «KJIETKa» OTHOCUTCS K KJIETKE, BBINOJHAIOLIECH
MeTabouecKue Wik Apyrue QyHKLUUH, TOCTATOUHbBIE JJIi COXPAHEHHUs] WM PETUTMKALIMH CBOEH
reHomHoii JIHK. Knerka mosker ObITh MAEHTH(UIIMPOBAHA XOPOLIO HM3BECTHBIMH B JAHHOW
00JIacTH TEXHMKH METOAAMH, BKJIIOUAsi, K MPHUMEPY, HAJHMYHE HEMOBPEKICHHON MeMOpaHsbl,
OKpAIIMBAaHUE OIpPEIeICHHBIM KPAaCUTENEM, CIOCOOHOCTh MPOU3BOAMTH IMOTOMCTBO WJIH, B
cJlydyae TaMmeThbl, CIOCOOHOCTb OOBEAMHATHCS CO BTOPOM TramMeTrol Ui TpPOU3BEACHUS
JKU3HECTIOCOOHOro  moTtoMcTBa.  KileTkKM  MOryT  BKJIOYATh  NPOKAPUOTHYECKHE U
SYKAPUOTHYECKHE KJETKH. [IpoKapuoTHYeCKHe KIETKH BKIIOYAIOT OakTepuu, HO HE
OTPaHUYMBAIOTCA HWMHU. DYKapUOTHUYECKHE KJETKHU BKJIIOYAIOT, HO HE OrPaHUYUBAIOTCS UMM,
IOPOKEBbIE KJIETKHU WM KIJIETKH, MOJIY4YeHHbIE W3 PACTEHUN M KUBOTHBIX, K NPUMEPY KJIETKH
MJICKOMUTAIOINX, HAceKOMbIX (K mpumepy, spodoptera) u uenoBeka. KieTku MoryT ObITh
MOJIE3HBI, KOTNIa OHU OT MPHUPOABI HE MPUKPEIUITIOTCS Wi Oblin 00padoTaHbl Tak, YTOOBI HE
MPUKPEIUISTHCS K MIOBEPXHOCTAM, K IPUMEPY, yTEM TPUIICUHU3ZALMH.

[119] «KOHTpOAB» WM «KOHTPOJIBHBIA 3KCIEPUMEHT» HCIHOJB3YEeTCsl B COOTBETCTBHUHU CO
CBOUM OOBIYHBIM 3HAYEHHEM M OTHOCHUTCS K SKCIIEPHMEHTY, NMPH KOTOPOM Ha CYOBEKTHI WIIH

peareHThl JKCIEPUMEHTa BO3JCWUCTBYIOT TakKhM ke o00pa3oM Kak U B MapajlieTbHOM
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JKCIIEPUMEHTE, 3a HCKJIIYEHHEeM TMPOIMyCKa MPOLEAyphbl, peareHTa WA HW3MEHEHUs
JKCIepUMEHTa. B HEKOTOpBIX Cilydasx KOHTPOJIb HUCHOJB3YIOT B Ka4eCTBEe CTaHAApTa JJIst
CpPaBHEHMs TPU OLIEHWBAHUU OSKCIEPUMEHTaNbHBIX 3¢ (dexToB. B HEKOTOphIX BapHaHTax
OCYIIECTBJIEHUS] KOHTPOJIb MPEACTaBJIsIeT COOOH HM3MepeHHe aKTUBHOCTU Oejka B OTCYTCTBHE
COEAMHEHHs, KaK OMUCAHO B JaHHOM JOKYMEHTe (BKJIOYas BapHAHThl OCYINECTBJICHHUS U
IPUMEDBI).
[120] Ppaza «B KOJUYECTBE, IOCTATOYHOM [UJII H3MEHEHUS» O3HA4YaeT, 4YTO CYLIECTBYET
oOHapy:KuBaemasi pa3HHUIA MEXIy YypPOBHEM WHIMKATOPA, H3MEPEHHbIM 10 (Hampumep,
UCXOIHBIN YPOBEHB), U MOCJe BBEISHUS KOHKPETHOM Tepanuu. MHINKATOPBI BKIIIOYAIOT JIFOOOM
OOBEKTHBHBIA MapaMerp (HampuMep, KOHLEHTPALMIO B CBHIBOPOTKE) MM CyOBEKTHUBHBIN
napameTp (HampuMep, OlyIIeHHe OIaronony4us CyObeKTa).
[121] «[lo cymecTBy YHCTBII» O3HAYAET, YTO KOMIIOHEHT COCTaBJIsIeT Ooyiee okosno 75% ot
o01Iero conep:kaHuss KOMIO3HUIUK, UCKJIFOYAsh HATIOJHUTENH, U OObdHO Oojiee okoyo 85% ot
obmiero conepskaHus. bojee THMHYHO, «TIO CYLIECTBY YUCTBII» OTHOCUTCS K KOMIIO3HIIHSIM, B
KOTOpBIX IO MeHblIel Mepe 90%, o MeHbleil Mmepe 95%, o MeHbleil Mmepe 96%, Mo MeHbLIeH
mepe 97% wnu Ooniee OT BCEW KOMIIO3WLHH, 33 HCKJIIOUCHHEM HATOJHUTENEH, SIBISIETCS
WHTEPECYIOIIUM KOMIIOHEHTOM. B HEKOTOpBIX CJy4asixX HHTEPECYIOLINH KOMIIOHEHT Oyaer
COCTaBJIATh Oojibiie OKOJO 90%, Oonbine okono 95% wumau Oonbine okono 96% ot obiiero
COIEepKaHUSl KOMITO3MLIMY, WCKJIFOYAsl HAIMOJHUTENU (IIPOLIEHTHOE COAEepKaHUe B pacyere Ha
Maccy). «I1o cymecTBy YHUCTBI» O3HAYAET, YTO KOMIIO3UIIMS COAEPKUT MEHee, 10 MK He OoJjiee
okono 25%, 15%, 10%, 5% wumn 4% wu3BeCTHBIX WJIM HEU3BECTHbIX npumeceil. [Ipumecu He
BKJIFOYAIOT BCIIOMOTaTENIbHbIE BEIIECTBA (HAMPUMED, CBS3YIOLINE, HATIOJHUTEIH, pa30aBUTENH,
TJIMAAHTBI, CMA3KH, PA3PBIXJIUTEH U T. [I.)

I. Komno3unuun
[122] B onHOM acmekTe B HACTOSIEM JOKYMEHTE TpeAcTaBlieHa (apManeBTUYecKas
KOMITO3HULIMSI, COZepIKAIIast:

(1) coenunenue Gopmyisr (I):
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WIN €ro W30TONHBIM BapHaHT, TayToOMep, (papMalieBTHUECKH NpHEeMIIeMasi COJb, COJbBAT
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WJIU TUAPAT, U
(11) mo meHbIIEH Mepe, OnuH (PapMaLEeBTUUECKH PUEMIIEMbBIH HATTOJHUTEb,

O MeHbLIeH Mepe, OAWH (apMaLEBTHUECKH TMPUEMIIEMBIl HANOJHHUTENb, IPHYEM
(dapmanieBTHUECKasT KOMIO3MLMSA HAXOAUTCA B JIEKAPCTBEHHOH (opMe A NepopajbHOro
TNO3UPOBAHUS UJIU BBEIECHUSI.

[123] B ngpyrom acmexre npenocrasisieTcs papManeBTHIECKas KOMIO3HULIS, COAep Kalast:

(1) menkue yactuubl coenviHeHust ¢Gopmysbl (I); WIM €ro W3OTOMHBIM BapHAHT, TayTOMeED,
(bapMaeBTHYECKH MPHEMJIEMYIO COJIb, COJIbBAT WJIM TUAPAT; U

(i) mo MeHblIed Mepe OAMH (apMALEBTHYECKH MPHEMJIEMbIH HAMOJIHUTENb, TMPHYEM
(apmanieBTHUECKAasT KOMIO3MLMS HAXOOUTCS B JIEKAPCTBEHHOH (opMe aisi mepopajibHOrO
JO3MPOBAHUS FJTH BBEIEHUS WJIH B JIEKAPCTBEHHOU (hOpMe JUIsl MHTAISILIMOHHON TOCTaBKH.

[124] B HeKOTOpBIX BapuaHTaxX peaju3allid 4YacTHLbl MUKPOHU3UPOBaHbL. B HEKOTOpBIX
BApUAHTaX OCYILECTBJICHUs YaCTHULBI UMEIOT pasmep OT Okoyno 1 MkM a0 okono 750 mMxm. B
HEKOTOPBIX BapUaHTax peajus3aluy Mo MeHbuleill Mepe okosno 10% wacTull UMEOT pasMep OT
okoio 1 Mkm 10 okono 750 MkM. B HEKOTOpBIX BapuaHTax peaju3ald MO MEHbIIEH Mepe
oko1o 20% yacTul UMEIOT pa3Mep OT 0koJio 1 MKM A0 okono 750 MkM. B HekOTOpBIX BapraHTax
peanus3aluu 1Mo MeHbIIeH mMepe okojo 30% uacTull UMEIT pa3Mep OT OKOJIO | MKM 10 OKOJIO
750 MkM. B HEKOTOpPBIX BapuaHTax pealu3aldy Mo MeHbluell Mepe okojio 40% 4YacTUl] UMEIOT
pa3mep oT okoJio 1 Mkm 10 0koso 750 MKM. B HEKOTOPBIX BapUaHTaxX peaju3alyy [0 MEHbIIEH
Mepe okojio 50% uacTul UMEIT pasMep oT okoso 1 MkM 1o okoso 750 MkMm. B HekOTOpBIX
BapHaHTaxX peaju3aliy Mo MeHblIel Mepe okojo 60% 4YacTuIl UMEIOT pa3Mep OT OKOJIo 1 MKM
10 okoJyio 750 MkM. B HEKOTOpBIX BapHaHTax pealu3aluu o MeHblueil Mmepe okoso 70% yacturg
HMEIOT pasMep OT okoyio 1 MkM 10 okosno 750 MkM. B HeKOTOpBIX BapuaHTax peajqu3alud Mo
MeHbInel Mepe okojio 80% uacTull UMET pasMep OT Okojo 1 MkM 1o okosno 750 mxm. B
HEKOTOPBIX BapUaHTax peanu3aluy Mo MeHbllell Mepe okojio 90% uacTull UMET pasMep OT
okoio 1 Mkm 10 okono 750 MkM. B HEKOTOpBIX BapuaHTax peanu3ald MO MEHbLIEH Mepe
0KO0JI0 95% yacThLl UMEIOT pasMep OT OKOJIO 1 MKM A0 OKOJIO 750 MKM.

[125] B HEKOTOpBIX BapHaHTAX peaTU3alUu 4YacTULBl H3MENbYEHbl 1O HAHOMETPOB. B
HEKOTOPBIX BapUaHTax peanu3aluy Mo MeHbuledl Mepe okojio 10% uacTull UMET pasMep OT
0K0J0 1 MKM 10 0k0110 750 HM. B HEKOTOpBIX BapHaHTaxX peajn3alud O MEHbIIEH Mepe OKOJIO
20% wuacTul] UMET pasMep oT okono 1 HM go okono 750 HM. B HekOTOphIX BapHaHTax
peann3alnuy 1o MeHblied Mepe okoJio 30% JacTull UMEIT pa3Mmep OT OkoJio 1 HM a0 okono 750
HM. B HEKOTOpBIX BapuaHTax peann3aluu Mo MeHblleld Mepe okojo 40% dacTull UMEIOT pa3Mep
oT okoyi0 1 HM 110 okono 750 HM. B HEKOTOPBIX BapHaHTax peajlu3aluy MO MEHbLIEH Mepe

okono 50% yacTul UMErOT pasmep OT okosio 1 HM 10 okono 750 HM. B HEKOTOpBIX BapHaHTax
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peanu3aluy 1o MeHblield Mepe okoJio 60% JacTull UMEIOT pa3Mep OT OKOJIO 1 HM a0 okojo 750
HM. B HEKOTOpBIX BapuaHTax peain3aluu MO MeHbllel Mepe 0kojo 70% 4JacTull UMErT pasmep
oT okoyio 1 HM 110 okono 750 HM. B HEKOTOPBIX BapHaHTaxX peaJlu3aluy MO MEHbLIEH Mepe
okono 80% yacTul UMEIOT pasmep OT OkoJio 1 HM 10 okono 750 HM. B HEKOTOpBIX BapHaHTax
peanu3anuy 1o MeHbliel Mepe okosio 90% yacTULl UMEIOT pa3Mep OT OkoJo 1 HM 10 okoso 750
HM. B HeKOTOpBIX BapuaHTax peanu3aluy 110 MeHblIel Mepe 0koso 95% 4YacTHULl UMEIOT pa3Mep
OT 0KOJ1I0 1 HM 10 0K0510 750 HM.

[126] B HekOTOpBIX BapuaHTaxX peau3aluu JeKapcTBeHHas (popma mpeacTasisieT codo caMo-
MUKPO3MYJIbTHPYIOLIYIOCS CHUCTEMY JIOCTaBKHM JiekapcTBeHHoro cpeacrsa (SMEDDS). B
HEKOTOPBIX BapUAHTAaX peajH3alllMy JIeKapCTBeHHast (opma mnpencrasisier cobOH camo-
SMYJIBCUPYIOIIYIOCS CHCTeMY JOCTaBKH JiekapcTBeHHOro cpenctsa (SEDDS). B HekoTopbix
BapHUAHTaX peajIM3alny JIEKAPCTBEHHAs (popMa MpencTaBisieT coOOH CyCeH3uIo Win pacTsop. B
HEKOTOPBIX BAPUAHTAX PEaIM3aLMH CYCIIEH3Us MPENCTaBIIsAET COO0H KOJUIONIHYIO CycneH3uio. B
HEKOTOpPBIX  BapUaHTAaX  pealn3alud  JIeKapcTBeHHass  (Qopma  mpencraBisier  coOoi
HAHOCYCMNEH3MI0. B HEKOTOPBIX BapuaHTaX peayn3aliy JIEKAPCTBEHHas (opma MpenCTaBisieT
co0oli TBEpAYIO JIEKAPCTBEHHYIO (hopMy. B HEKOTOPBIX BapMaHTax peaju3alyy JIEKAPCTBEHHAS
¢dopma mpencraisieT cOOOH BBICYIIEHHYIO PaCbUIEHUEM AHMCIIEPCHYIO JIEKAPCTBEHHYIO (opMmy.
B HexoTOpBIX BapMaHTax peajH3alUy JIeKapCTBEHHas (¢opMa MpeacTaBisieT CoOOi
JO3UPOBAaHHYIO (OpMY IJIsi TpaHyJIUPOBAHHUSA TOPsYEro paciulaBa. B HEKOTOPBIX BapHaHTax
peanu3anuy JeKkapcTBeHHas (hopMa mpencTaBiseT co0oi eKapCTBEHHYIO (pOpMy, MOTYHYEHHYIO
SKCTPY3HMeHl M3 Topsidero paciuiaBa. B HEKOTOpBIX BapuaHTax pealusalMu HU300peTeHus
JekapcTBeHHas (opma mpencrasisier coOOi HO3MPOBAHHYK (GOpPMYy B BHAE MOPOIIKA B BHIE
mukponperunuratos (MBP). B HEKOTOpBIX BapuaHTax peau3aliy JieKapCcTBEHHast (opma
NpeAcTaBisieT cOOOH KUAKOCTh. B HEKOTOPBIX BapUaHTAX peau3aliy JIeKapCTBEHHas (opma
npeAcTaBisieT coOO CyCHEeH3HI0, PacTBOP, CHPON MIIM 3JIUKCUP. B HEKOTOpBIX BapuaHTax
peamm3anuu  (papMaLeBTUYECKAsT KOMIIO3ULIUS HAXOOUTCS B JIGKAPCTBEHHOW (dopme aus
NEpOPaIbHOIO TO3UPOBAHUS WU BBEIEHUS.

[127] B HeKOTOpBIX BapUaHTaX peajH3aluu JieKapCTBeHHas (opma MpencraBisieT CoOoi
TabJIeTKy WM Karcyjy. B HEKOTOpBhIX BapuaHTaxX peann3aluyl TabjeTKa WM Karcysia UMeeT
SHTEPOCOIOOMIIbHOE TOKPBITHE. B HEKOTOPBIX BapHaHTaxX peaju3aliy JeKapcTBeHHas (opma
npencTaBisier coOoi TadneTky. B HEKOTOPBIX BapuaHTax peanu3alyy TaOJeTKa MPenCTaBisieT
co0Ol OCMOTHYECKYIO IUIABAIOINYI0 TabJeTKy. B HEKOTOpBIX BapHaHTax peaju3alyd KarcyJa
npeacTaBisieT coOOi TBEPAYIO KaICyly, 3alOJHEHHYIO JKUIKOCTBIO. B HEKOTOpBIX BapuaHTax
peanu3anyy Karncyia NpeacTaBisieT COOOH MATKYIO JKEJTATUHOBYIO KaICyJy.

[128] B HeKOTOpBIX BapuUaHTaX peajln3aluu JieKapCTBeHHass (opma mpencraBisier coOoi
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JEKapCTBEHHYI0 (OopMy C MOAM(PHIHUPOBAHHBIM BBICBOOOXKIEHHEM. B HEKOTOpBIX BapHaHTax
peanm3anuu JieKapcTBeHHas Gopma ¢ MOIU(UIIMPOBAHHBIM BHICBOOOXKIEHHEM MPEACTABISAET
co0Ol JIeKapCTBEHHYI0 (OpMY C OTCPOUYEHHBIM BBICBOOOKAECHHEM, JIEKAPCTBEHHYIO (PopMy C
IPOJIOHTUPOBAHHBIM  BbicBOOOXeHHeM (ER) wnm nexkapcrBeHHyro (opMy ¢ LeleBbIM
BbICBOOOKZIEHHEM. B HEKOTOpbIX BapuaHTax peanusanuu JekapcrBenHas ¢opma ER
npeacraBisier coOOoil JIeKapCTBEHHYI (GOpMy € 3aMeyIeHHbIM BbiCBOOOneHueM (SR) wiu
JIEKapPCTBEHHYIO (POpMY ¢ KOHTpOJHpyeMbiM BbicBOOOkAeHHeM (CR). B HekoTOpbIX BapuaHTax
peanm3anuu JieKapcTBeHHas (opma mpencraBiseT coOOM  JeKapcTBeHHYH (opmy ¢
HEMEJJIEHHBIM BBICBOOOXKICHHEM.

[129] B HekoTOpBIX BapHaHTaX peaju3anuu (papmManeBTUYECKas KOMIIO3ULHSI COINEPXKHUT OT
okojio 10 mr mo okosmo 1000 mr coemmuenust ¢popmydsl (I) wim ero M30TOMHOTO BapUAHTA,
TayToMepa, (papManeBTHYECKH NPUEMIIEMON COJIM, COJbBaTa WM THApaTa. B HEKOTOpPBIX
BapHUaHTax peajn3aluy (papMaleBTHUECKass KOMIO3HLUS COOEPKUT OT OKOJo SO Mr 10 OKOJIO
600 mr coenuHerns Gopmydsl (1) MK €ero M30TOMHOTO BapHAHTA, TAyTOMEpPa, (hapMaleBTHIECKH
IpUEMJIEMON COJIM, COJIbBATa WM I'MipaTa. B HEKOTOpBIX BapuaHTax peaju3auuu oT okoso 50
Mmr 10 okosio 150 mr, ot okoiio 150 mr mo okono 250 mr, ot okono 250 mr go okomio 350 mr, oT
okoio 350 mMr 1o okosio 450 mr, ot okoso 450 mr 10 okosio 550 mr, ot okoyio 550 Mr 10 OKOJIO
650 mr, ot okoj0 650 Mr g0 0k0j10 750 Mr, oT okoJ10 850 Mr 10 okoJI0 950 Mr mau OT OKOJIO 950
Mmr a0 okono 1050 mr coenunenust gopmyisl (I) uam ero M30TONMHOrO BapUaHTa, TAyTOMEPA,
(bapmMareBTHUECKH TPUEMJIIEMOM COJIH, COJIbBATA WJIHM THIpaTa.

[130] B HekoTOpbIX BapuaHTax peanu3aluu GapmaleBTHYeCKasi KOMIIO3HLIUS CONEPIKUT OKOJIO
50 wmr, okoJyio 100 mr, okono 150 mr, okoso 200 mr, okojio 250 mr, okoJio 300 mr, okoo 350 mr,
okoJi0 400 mr, okojio 450 mr, okoso 500 mr, okosao 550 mr, okoso 600 mr, okoJio 650 Mr, OKOJIO
700 mr, okojso 750 mr, okono 800 mr, okoso 850 mr, okosio 900 mr, okoyio 950 Mr uiIM OKOJIO
1000 wmr coemunenus ¢opmyasl (I) wunM  ero HM30TONMHOrO BapHaHTa, TayTOMEpa,
(bapManeBTHYECKH MPUEMJIIEMOM COJIH, COJIbBATA UJIM THIPATA.

[131] B HEKOTOpBIX BapHaHTaX peannu3auuu (papMaleBTHUECKass KOMIIO3ULIUS COIEPIKUT OKOJIO
50 wmr, okono 100 mr, okono 150 mr, okosno 200 mr, okojio 250 mr, okosio 300 mr, okoso 350 mr,
okoJio 400 mr mim okoio 500 mr coepmuaenust Gopmynsl (1), WM ero U30TOMHOTrO BAPHAHTA,
TayToMepa, hapMaleBTHUECKH MPUEMIIEMOI COJIH, COTbBATA MJTU THAPATA.

[132] B HEKOTOpPBIX BapuaHTaxX peanu3auui papMaleBTHUECKas] KOMIIO3ULUS COAEPIKUT OKOJIO
50 wmr, okono 100 wmr, okomo 200 wmr, okojo 300 mr, okono 400 mr umu okono 500 mr
coenuHeHust ¢Gopmynsl (I) WM ero M30TOMHOrO BapuaHTa, TayTOMepa, (apMaLEeBTHUECKU
IIPUEMJIEMOM COJU, COJIbBATa UM TUAPATA.

[133] B HekOoTOpBIX BapHaHTaxX peaju3alMMu I0 MeHblIeld Mepe OnuH (papMaleBTUYECKU
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NPUEMJIEMBIH HATIOJHUTENDb MPEACTABIsieT COOOI HAIMOIHHUTENb, Pa3pbIXJINTENb, CBA3YIOIIEE,
CPEACTBO IJIsl CKOJBKEHHUS, CMa3bIBaloIlee BEIIEeCTBO WM JHOOyI0 ux komOuHaimio. B
HEKOTOPBIX BAPHAHTAX PeaJM3alldU 10 MEeHbIeH Mepe OauH (hapMaleBTUYECKU MPUEMIIEMbIN
HAIIOJIHUTEINb IPEACTaBIAET coboit MHKPOKPHUCTAJTHYECKYIO LIEJITFOJIO3Y,
npeXeNaTHHU3UPOBAHHBIN KpaxMall, MOBUAOH, CTeapaT MAarHus, KOJJIOWAHbIN TUOKCUI KPEMHUS
Wy JIFOOYI0 MX KOMOMHALHIO.

[134] B HekOoTOpBIX BapuaHTax peanusanuu papMareBTHIeckass KOMIO3HUIMS CTaduIbHa 10 36
MecseB mpu Temmeparype or okoio 2 °C mo okono 25 °C. B HeKOTOphIX BapHaHTax
peammzanyu papMarieBTHYeCKass KOMIIO3UIUs CTaOWJIbHA B TE€UEHUE Mepuoja OT OKoJo 24 1o
oko0J10 36 MecseB npu Temriepatype ot okoJio 2 °C o okosno 8 °C.

[135] B HEKOTOpPBIX BapHaHTaX peannu3aluuu papMaleBTHUECKass KOMIIO3ULUS COAEPIKUT OKOJIO
50 wmr, okono 100 mr, okoso 200 mr, okoso 300 mr umu okosio 400 mr coenunenust popmysl (I)
WIN €r0 M30TOITHOTO BapHAHTA, TayToMepa, (hapMaLleBTHUECKH MPUEMIIEMOI COJIH, CObBATa WIIN
rHapaTa.

[136] B onmHOM acmekTe B HACTOSIIEM JOKYMEHTE TpeAcTaBiieHa (apMaleBTHUIecKas
KOMITO3HULIMSI, COZepIKaIIast:

(1) coenunenne ¢opmyiasl (I) waum ero HM3OTONHBIA BapUAHT, TAayTOMEpP, (PapMaleBTHUECKH
NPUEMIIEMYIO COJIb, COJIbBAT WJIU TUAPAT; U

(1) mo w™eHbmmed Mepe OAMH (apMALEBTUYECKU TPHUEMJIEMbIH 3KCLHUIHEHT, IpPHYEM
bapmarieBTHUECKasT KOMITO3ULMSI HAXOAUTCS B JIEKAPCTBEHHON (hopMe ANl AO3UPOBAHUS WU
BBefieHuss [V. (BHYTpUBEHHOI), BHYTPUMBIIIEYHON, NOAKOKHOW WM BHYTPHUKOXHOMN
UHBEKLUEH.

[137] B HekoTOpbIX BapHaHTax peanu3auyu coeauHenue Gopmysbl (I) WM ero M30TOMHBIH
BapHUAHT, TayToMep, (papManeBTUYECKH MpHeMyIeMasl COJib, COJIbBAT WJIM THIAPAT, SBJIAETCS
KPUCTAJUTMUECKUM, MHUKPOKPUCTAJUIMYECKHM, aMOP(HBIM WM JHOQWIM3HPOBAHHBIM. B
HEKOTOPBIX BapUaHTaX peanu3auuu coearHeHue Gopmynsl (I) WM ero M30TOMHBIA BapHUAHT,
TayTomMep, (apmMameBTUYECKH TpUemiieMas COJlb, COJNbBAT WJIM THIAPAT, SBISETCA
KPUCTAJUTMUECKUM. B HEKOTOpBIX BapuaHTax peanusauuu coenuHeHue ¢opmynsl (I) wimm ero
W30TOMHBII BapUaHT, TayToMep, (papMarieBTHYECKH MpHeMIIeMasi COJib, COJbBAT WMJIM THUAPAT,
sBysieTcst aMopHBIM. B HEKOTOpBIX BapHaHTax peanusanuu coenuHerne Gopmyinsl (1) umm ero
W30TOMHBIA BapUaHT, TayToMep, (papMalleBTHYECKH NMpUEMIIeMasl COJb, COJIbBAT WJIM THUAPAT;
SBJISIFOTCSI THO( UITM3UPOBAHHBIMH.

[138] B HeKOTOpBIX BapuUaHTax peajn3aliH JIeKapCcTBeHHas (opma mpexacrasisier codoit LV.
JeKapcTBeHHY0 GopMy. B HEKOTOpBIX BapuaHTax peanu3anuu papMaleBTHIECKass KOMIIO3HLIUS

npeacrasisier coboit pacTBop. B HEKOTOpHIX BapuaHTax peaju3alMy JieKapcTBeHHas (Gopma
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COIEPIKHUT COPACTBOPUTEID.
[139] B HekoTOpBIX BapuaHTax peanu3aluu copacTeoputens Bkmoudaer PEG200, PEG300,
PEG400, PEG600, nponwieHrukoib, 3TaHod, nomucopbar 20, momucopbar 80, kpemedop,
rnunepus, OeH3unoBbid cnupT, auMmerwnaueramun (DMA), N-merun-2-nupponunoH (NMP),
mpem-0yTaHon wiaM JHOOYI0 HMX KOMOHMHAIM0. B  HEKOTOpBIX BapuaHTax peasu3anuu
JeKapcTBeHHas (hOpMa JOTIOJHUTENBHO COAEPIKUT Macio. B HEKOTOPBIX BapuaHTaxX pean3aluu
Macjo BKJIIOYAET KYH)KYTHO€ MAacyiOo, COEBO€ MAaciO, PACTHTENbHOE MAacllo, MaKOBOE Maclo,
caIOpOBOE MACJIO UJTH UX KOMOWHALIMH.

[140] B HeKOTOpPBIX BapHaHTAX peasiu3alny JIEKapCTBEHHAsT (hOopMa JIOTOJHUTEIBHO CONEPIKHUT
Oydep. B HEKOTOpBIX BapHaHTaX pealM3aluK JeKapCTBeHHash (opma Uisi BHYTPHUBEHHOIO
BBENIEHHs JOMOJHHUTENBHO CcomepkuT Oydep. B HexkoTopbix BapHaHTax peanusaluu Oydep
npenctaBisier coboit gocharueiii Oydep. B HekoTOphIx BapuaHTax peaim3aiuu (ochaTHbIH
Oydep npencrasisier coboit pocdar kanus. B HEKOTOPBIX BapraHTax peanuzanuu GocdaT Kaaus
SIBJISIETCS] OJTHOOCHOBHBIM HJTH IBYXOCHOBHBIM.

[141] B HexoTOpbIX BapuaHTaxX peanu3aluy (papMalEeBTHUECKUX KOMIIO3ULMH, PACKPBITBIX B
HACTOSLIEM JIOKyMEHTe, JieKapcTBeHHasi ¢opma mnpencrasisier coboit LV. (T.e. uH}y3m0)
JeKapcTBeHHYI0 (GopMy. B HEKOTOpbIX BapHaHTaX pealuzaluu  (papMaleBTHYECKOM
KOMITO3ULIMH, TIPHYEM JIEKapCTBEeHHAas opMa mnpeacrasisier codoit 1.V, nekapcTBeHHyo popmy,
pH cocraBmsser or oxono 2,5 po okono 11,0 B HEKOTOpBIX BapuaHTax peanu3aluu
(papmaLeBTHUECKUX KOMITO3HMLIMH, PACKPBITHIX B HACTOSIIEM HOKYMEHTE, JIeKapCTBEHHAas opma
npencrasisier coboit LV. (T.e. uHdy3u0) nekapcrBeHHyr0 ¢GopMmy. B HEKOTOpBIX BapuaHTax
peanuzanyu (GpapMaLeBTUYECKOH KOMIIO3UIMM, NMPHUYEM JIeKapCTBEHHAs (opma NpencTaBiseT
coboii 1. V. nekapcreennyto popmy, pH cocraBnsier oT okono 2,5 1o okono 10,5. B HEKOTOPBIX
BapHaHTaX peanu3aiuu (papMaleBTUIeCKUX KOMITO3ULIUM, PACKPBITHIX B HACTOSIIEM JOKYMEHTE,
aekapcTBeHHass (opma mpencrasisier cobort LV. (T.e. mHdy3mo) nexapcTBeHHyO ¢opmy. B
HEKOTOPBIX BapHaHTaX peanu3aluy (papMaleBTHUECKOW KOMIO3UIHHU, MPUYEM JIeKapCTBEHHAS
dbopma mpencrasisier codoli [.V. nekapcTennyro ¢popmy, pH coctasisieT OT 0koJio 2,5 10 OKOJIO
10,0. B HEeKOTOpBIX BapHaHTaX peanu3auvu (HPapMaleBTHUECKUX KOMIIO3ULHH, PAaCKPBITBIX B
HACTOSIIEM JOKyMEHTe, JieKapcTBeHHasi ¢opma mnpencrasisier cobori LV. (T.e. uHpy3HI0)
JeKapcTBeHHY0 (GopMy. B HEKOTOpbIX BapHaHTax pealuzaluu  (papMaLeBTHYECKOM
KOMITO3ULIMH, TIPHYEM JIEKapCTBEHHAs1 opMa mpeacrasisier codoit 1. V. nekapcTBeHHy0 popmy,
pH cocraBaser or okomo 2,5 no okono 9,5 B HEKOTOPBIX BapHaHTax peanu3aluuu
(papMaLeBTHYECKUX KOMITO3HLIMI, PACKPBITHIX B HACTOSIIEM AOKYMEHTE, JIeKapCTBeHHAs (popma
npexacrasisier codoit LV. (T.e. mHpy3nr0) nekapcreenHyo ¢gopmy. B HekoTOpBIX BapuaHTax

peanuzanuu (papMareBTUYECKONH KOMITO3MIIMM, NMPHUYEM JIEKapCTBEHHAas (opMa NpeAcTaBiseT
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coboit L.V. nekapcreennyto ¢dopmy, pH cocrapnsier ot okoio 2,5 no okosio 9,0. B HexoTOphIX
BapUaHTax peanu3auuu (papMareBTUYECKOH KOMITO3ULMH, NpUYeM JieKapcTBeHHas ¢opma
npexncrasisier coboit LV. nekapcreennyto gopmy, pH cocrasmsier ot okojio 2,5 no okoso 8,5. B
HEKOTOPBIX BapHaHTaX peanu3aluu (papMaleBTUUECKON KOMIO3ULIUH, NPUYEM JIeKapCTBEHHAs
¢dopma npencrasnsier codoit L. V. nekapcreennyro ¢opmy, pH cocTaBisieT OT Okoo 2,5 10 OKOJIo
8,0. B HekoTOphIX BapWaHTaX peanusanuu (papMaLeBTUYECKOH KOMIIO3ULMH, MpHYEM
nekapcTBeHHass popma mpencrasisier coboii 1V, nekapcteennyro ¢dopmy, pH cocrasiser ot
okoJIO 2,5 nmo okojo 7,5. B HeEKOTOphIX BapuaHTax peajau3auuu (papMareBTUYEeCKO
KOMITO3UILIUH, TIPHYEM JIEKAPCTBEHHAs! (popMa mpeacTasisier codoit 1. V. nekapcTBeHHy0 Gopmy,
pH cocraBaser or okono 2,5 no okono 7,0 B HEKOTOpPBIX BapuUaHTax peanu3aluu
(hapMalleBTHUECKON KOMIIO3UIINK, MPUYEeM JieKapcTBeHHast gopma mpencrasisier cobor LV,
nekapcTBeHHy ¢opmy, pH cocTtasisier ot okosio 2,5 1o okoyio 6,5. B HEKOTOpBIX BapHaHTaX
peamm3anuu papMareBTUIECKOH KOMITO3HLIMM, MPHYEM JIEKapCTBeHHas (popma mpeacTaBisieT
coboit L.V. nekapcreennyro ¢opmy, pH cocrapnsier ot okoio 2,5 no okoso 6,0. B HeKoTOphIX
BapHaHTax peann3auud (papMareBTHYECKOH KOMIIO3ULMH, NpPUYeM JIeKapCTBeHHas ¢opma
npencrasisier coboit LV, nekapcreennyio gopmy, pH cocrasnsier ot okono 2,5 no okoso 5,5. B
HEKOTOPBIX BapHUAHTAX pEaIu3alin (I)apMaLIeBTI/I‘{eCKOfI KOMIIO3ULMH, IPHUYEM JICKAPCTBCHHAA
dbopma mpencrasisier codoii 1.V, nekapcTeennyro ¢popmy, pH cocrasisier ot okoJio 2,5 10 0KoJo
5,0. B HeKOTOpBIX BapHaHTax peanuzauud (papMaleBTUYECKOH KOMIIO3ULIUH, TPHYEM
JexkapcTBeHHas ¢opma mpexacrasisier codoit 1V. nmekapcrsennyro ¢opmy, pH cocraBnser or
okono 2,5 nmo okomo 4,5, B HEKOTOpBIX BapHaHTaX peanusauuy (papMareBTHUECKON
KOMITO3HLIMH, ITPUYEM JIEKapCTBeHHAas popMa npeacrasisier codoit 1. V. nekapcrsennyo Gpopmy,
pH cocraBaser or okono 2,5 no okono 4,00 B HEKOTOpBIX BapuaHTax peanu3aluu
(bapMaleBTHUECKON KOMIIO3UIINK, MPUYEM JieKapcTBeHHast Gopma mpencrasisier cobor LV,
nekapcTBeHHyr (Gopmy, pH coctasisier ot okono 2,5 10 okosio 3,5. B HEKOTOpBIX BapuaHTax
peamm3anuu GpapMareBTUIECKOH KOMITO3HMLIUHM, MPHYEM JIEKapCTBEHHas (popMa mpencraBiisieT
coboii L V. nexapcreennyro ¢popmy, pH cocrasisier oT okojio 2,5 1o okoso 3,0.

[142] B HeKOTOpbIX BapuaHTaxX peanu3aluy (papMaLEeBTHUECKUX KOMIIO3ULMH, PACKPBITBIX B
HACTOSIIEM JOKYMEHTe, JieKapcTBeHHasi ¢opma mnpencrasisier coboit LV. (T.e. uHDpYy3H0)
JekapcTBeHHY0 (opmy. B HekoTopeIx BapmaHTax peanuzauud  (papMareBTUIECKON
KOMITO3ULIMH, TIPHYEM JIEKapCTBEHHAs1 opMa mpeacrasisier codoit 1. V. nekapcTBeHHy0 popmy,
pH cocraBmser or oxono 3,0 mo okono 11,0 B HekOTOpBIX BapuaHTax peanu3alnuu
(bapMaleBTHUECKIX KOMITO3UIHH, PACKPBITHIX B HACTOALIEM JAOKYMEHTE, JIEKapCTBEHHas opma
npexacrasisier codoit LV. (T.e. mHpy3nr0) nekapcreenHyo ¢gopmy. B HekoTOpBIX BapuaHTax

peanuzanuu (papMareBTUIECKONH KOMITO3MLIMM, NPHYEM JIeKapCTBEHHas (opma IpPenCTaBIsieT
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coboit L V. nekapcreennyro ¢opmy, pH cocraBmsier ot okono 3,0 go okono 10,5. B HEKOTOpPBIX
BapHuaHTax p€ajru3dalun (bapMaLIeBTI/ILIeCKI/IX KOMHOSPII_II/IP'I, PaCKpPBIThIX B HACTOALEM JOKYMCHTE,
nekapcTBeHHass (opma mpencrasisier coboit LV. (1.e. mHdy3mo) nexapcrBeHHyo ¢opmy. B
HEKOTOPBIX BapHUAHTAX pPEaIUu3alln q)apMaLIeBTH‘{eCKOfI KOMNO3UL1H, NpU4eM JICKAPCTBCHHAA
¢dopma npencrasnsier codoit L. V. nekapcreennyro ¢opmy, pH cocrasnsier ot okoso 3,0 10 0Kojo
10,0. B HekoTOpBIX BapHaHTax peanu3alyu (papMaleBTUYECKUX KOMIO3ULUM, PACKPBITHIX B
HACTOSIIEM JOKYMEHTe, JieKapcTBeHHas ¢opma mnpencrasisier cobou LV. (T.e. uH}py3HI0)
JekapcTBeHHY0 ¢opmy. B HEKOTOpbIX BapwaHTax peaju3anuyd  (papMaleBTHYECKON
KOMITO3ULIMH, TIPHYEM JIEKAPCTBEHHAs! hopMa mpeacrasisier codoit 1. V. nekapcTBeHHyo Gopmy,
pH cocraBaser or okono 3,0 no okono 9,5 B HEKOTOPBIX BapuUaHTax peanu3aluu
(bapMaeBTHUECKNX KOMITO3UIHMH, PACKPBITHIX B HACTOALIEM JOKYMEHTE, JIEKapCTBEHHAs (hopMa
npexacrasisier codoit LV. (T.e. mHpy3Mr0) nekapcrBeHHyo ¢GopMmy. B HEKOTOpBIX BapuaHTax
peamm3anuu papMareBTUIECKOH KOMITO3MLIMHY, MPHYEM JIEKapCTBEHHas (popma mpeacTaBisier
coboit L.V. nekapcreennyro ¢dopmy, pH cocrapnsier ot okoio 3,0 no okoso 9,0. B HekoTOphIX
BapHaHTax peann3auud (papMareBTHYECKOH KOMIIO3ULMH, NpPUYeM JIeKapCTBeHHas ¢opma
npencrasisier coboit LV. nexapcreennyio ¢opmy, pH cocrasnsier ot okoso 3,0 mo okoyo 8,5. B
HEKOTOPBIX BapHUAHTAX pEaIu3alin q)apMaLIeBTH‘{eCKOfI KOMIIO3ULMH, IPHUYEM JICKAPCTBCHHAA
¢dopma mpencrasisier codoii L.V, nekapcTeennyro ¢popmy, pH cocrasisier ot okoJio 3,0 10 okoJio
8,0. B HeKOTOpBIX BapHaHTax peanuszauuu (apMaLeBTUYECKOW KOMIIO3ULIUY, IPHYEM
JexkapcTBeHHas ¢opma mpexacrasisier codoit 1V. nmekapcrsennyro ¢opmy, pH cocraBnser or
okono 3,0 mo okomo 7,5. B HEKOTOpBIX BapHaHTaX peanusauuy (papMareBTHIECKON
KOMITO3HLIH, ITPUYEM JIeKapCTBeHHas popma npeacrasisier codoii [ V. nekapcrBeHnyo Gpopmy,
pH cocraBaser or okono 3,0 no okono 7,0 B HEKOTOpPBIX BapuaHTax peanu3aluu
(bapMaleBTHUECKON KOMIIO3UIINK, MPUYEM JieKapcTBeHHast Gopma mpencrasisier cobor LV,
nekapctBeHHyr Gopmy, pH cocrasisier ot okono 3,0 10 okosio 6,5. B HEKOTOpBIX BapuaHTax
peamm3anuu GpapMareBTUIECKOH KOMITO3HMLIUHM, MPHYEM JIEKapCTBEHHas (popMa mpencraBiisieT
coboit L.V. nekapcreennyro ¢dopmy, pH cocrasnsier ot okoso 3,0 go okoso 6,0. B HeKoTOphIX
BapHaHTax peann3auud (papMareBTHYECKOH KOMITO3ULMH, NpUYeM JIeKapCTBeHHas ¢opma
npenctasisier coboii LV, nexkapcreennyio gopmy, pH cocrasnsier ot okono 3,0 no okoso 5,5. B
HEKOTOPBIX BapUAHTAX peaju3alnud (papMareBTUYECKOW KOMIO3UIUK, TIPHYEM JIEKapCTBEHHASI
dbopma mpencrasisier codoii 1.V, nekapcTeennyro ¢opmy, pH cocrasisier ot okojio 3,0 10 0KoJo
5,0. B HEKOTOpBIX BapHaHTax peanu3anud (papMaeBTUYECKOH KOMIIO3ULUH, MPHYEM
JexkapcTBeHHas ¢opma mpexncrasisier codoit 1V. nmekapcreennyro ¢opmy, pH cocraBmser or
okojgo 3,0 nmo oxono 4,5. B HeEKOTOphIX BapuaHTax peajau3anuu (papManeBTUYECKOM

KOMITO3UILIMH, TIPHYEM JIeKapCcTBeHHas popMa npezncrasisier codoit 1.V, nekapcrBennyro gopmy,
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pH cocraBmsier or okono 3,0 no okono 4,0 B HEKOTOPBIX BapHUaHTax peanu3aluu
(bapMaeBTHUECKON KOMIIO3UIINH, MPUYeM JieKapcTBeHHast gopma mpencrasisier cobor LV.
nekapcTBeHHyr ¢opmy, pH cocrasmisier ot okosio 3,0 1o okoJo 3,5.

[143] B HekoTOpbIX BapuaHTax peanu3aluy (papMaLeBTHUECKUX KOMIIO3ULMH, PACKPBITBIX B
HACTOSIIIEM JOKYMEHTe, JieKapcTBeHHass (opma mpexacrasiser coboii LV. (t.e. unHDy3uro)
JeKapcTBeHHYI0 ¢opMy. B  HEKOTOpbIX BapuaHTax peanuzauuu  (papMaLeBTHYECKOM
KOMITO3UIINH, TIPUYEM JiekapcTBeHHas1 hopma mpeacTasnser codoii V. nekapcTBeHHYIO GopMmy,
pH cocraBmsier or oxono 3,5 mo okono 11,0 B HeEKOTOpBIX BapuaHTax peanu3aluu
(bapMaLeBTHUECKIX KOMITO3HUIIMH, PACKPBITBIX B HACTOALIEM JOKYMEHTE, JIEKapCTBEHHAs (hopMa
npexncrasisier codoit LV. (T.e. napy3ur0) nekapcTBeHHYIO (opMy. B HEKOTOpPBIX BapHaHTax
peanmm3anuu GpapMareBTUIECKONH KOMITO3HMLIUHM, MPHYEM JIEKapCTBEHHas (popMa mpencraBiisieT
coboit L. V. nekapcreennyro dopmy, pH cocrapnsier oT okono 3,5 go okono 10,5. B HEKOTOpPBIX
BapuaHTax peajiru3dalun (I)apMaL[eBTI/ILIeCKI/IX KOMHOSI/ILII/II\/'I, PAaCKpPbITBIX B HACTOALEM JOKYMEHTE,
nekapcTBeHHas (opma mpencrasisier coboit LV. (1.e. mH}py3mu0) nexapcTBeHHyIO ¢opmy. B
HEKOTOPBIX BapHUaHTAX peEaiu3annin (I)apMaHeBTquCKOﬁ KOMIIO3ULMH, TIPHUYEM JICKAPCTBCHHAA
¢dopma mpencrasisier codoii 1.V, nekapcTennyro ¢popmy, pH cocrapisieT ot 0koJio 3,5 10 OKOJIO
10,0. B HEeKOTOpBIX BapHaHTaxX peanuzauuu (PapMaLeBTHUECKUX KOMITO3ULMH, PACKPBITHIX B
HACTOSLIEM JOKyMEHTe, JieKapcTBeHHasi ¢opma mnpencrasisier cobori LV. (T.e. uH)py3HI0)
JekapcTBeHHYr0 (opmy. B HekoTOphIX BapMaHTax peanuzauuud  (papMareBTUUECKON
KOMITO3UILIMH, TIPHYEM JIEKapCTBEeHHas1 popMa mnpeacrasisier codoit 1.V, nekapctBennyto popmy,
pH cocraBaser or okono 3,5 mo okono 9,5, B HEKOTOpBIX BapuaHTax peaju3aluu
(apmaLeBTHUECKUX KOMITO3HMLIUH, PACKPBITHIX B HACTOSIIEM HOKYMEHTE, JIEKapCTBEHHAas popma
npexacrasisier codoit LV. (T.e. undys3uro) nekapcreennyo ¢opmy. B HEKOTOpBIX BapuaHTax
peanmm3anyu GpapMarieBTUYECKONH KOMITO3HMLIMHM, MPHYEM JIEKapCTBEHHas (popMa mpencraBiiseT
coboit 1.V. nekapcreennyro ¢dopmy, pH cocrapnser ot okojo 3,5 no okoso 9,0. B HeKoTOpBIX
BapHaHTAaX peanu3auud (papMaleBTHYECKOH KOMIIO3ULUK, TpPUYEeM JIeKapCTBeHHas (opma
npencrasisier coboii LV, nexkapcreennyro Gopmy, pH cocrasnsier ot okono 3,5 no okoso 8,5. B
HEKOTOPBIX BapUAHTAX peaju3aluu (papMareBTUYECKOW KOMIO3UIUH, TPHYEM JIEKaPCTBEHHAS
dbopma mpencrasisier codoii [.V. nekapcTBennyo ¢opmy, pH coctasisier OT okoJio 3,5 10 OKOJo
8,0. B HEKOTOpBIX BapHaHTax peanusanud (PapMaleBTUYECKOH KOMIIO3ULUH, MPHYEM
JekapcTBeHHas ¢opma mpexacrasisier codoit LV. nmekapcreennyro ¢opmy, pH cocraBnser or
okojo 3,5 nmo oxojmo 7,5. B HEKOTOPHIX BapuaHTax peanu3alu (papMareBTHIeCKON
KOMITO3ULIMH, TIPHYEM JIEKapCTBEHHAas opMa mnpeacrasisier codoit 1.V, nekapcTBeHHyo popmy,
pH cocraBasier or okomo 3,5 no okono 7,0 B HEKOTOPBIX BapuUaHTax pealu3aluu

bapmarieBTHUECKOH KOMIIO3ULIMH, NPHYEM JieKapcTBeHHas (opma mpencrasnser coboi LV.
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nekapcTBeHHy0 ¢opmy, pH cocrasisier ot okoso 3,5 1o okoso 6,5. B HEKOTOpBIX BapHaHTaX
peanm3anuu papMareBTUIECKONH KOMITO3HMLIUHM, MPHUYEM JIEKapCTBEHHas (popMa NpencTaBisieT
coboit L V. nekapcreennyto ¢gopmy, pH cocrasnsier ot okono 3,5 no okono 6,0. B HEKOTOpBIX
BapUaHTax peanu3auuu (papMaleBTUYeCKONH KOMIIO3ULMM, NpUYeM JieKapcTBeHHas ¢opma
npezacrasysier codoii LV, nekapcteennyto ¢popmy, pH cocrasnsier ot okoso 3,5 no okoso 5,5. B
HEKOTOPBIX BapHaHTaX peanu3anuy (papMaleBTUUECKOW KOMIO3UIMHM, MPUYEM JIeKapCTBEHHAS
dbopma npencrasisier codoii 1.V, nekapcTennyo Gpopmy, pH coctasisieT OT 0koJjio 3,5 10 0KOoJIo
5,0. B HEKOTOpBIX BapHaHTaX peanu3anud (PapMaleBTUYECKOH KOMIIO3ULMH, MPHYEM
JekapcTBeHHas ¢opma mpexacrasisier codoit LV. nmekapcreennyro ¢opmy, pH cocraBnser ot
okojo 3,5 nmo oxomo 4,5, B HEKOTOpBIX BapuaHTax peanu3anuu (papMareBTUIECKON
KOMITO3UILIMH, TIPHYEM JIEKapCTBEHHAs! hopMa mpeacrasisier codoit 1. V. nekapcTBeHHy0 hopmy,
pH cocraBnsier ot okouno 3,5 10 okoi0 4,0.

[144] B HeKOTOpBIX BapuaHTaxX peanu3auiy (papMaLeBTHUECKUX KOMIIO3UIMH, PACKPBITHIX B
HACTOSIIEM JOKyMEHTe, JieKapcTBeHHasi ¢opma mpencrasisier cobori LV. (T.e. uHpy3HI0)
JekapcTBeHHY0O Qgopmy. B HEKOTOpeIX BapmaHTax peajgm3anuyd  (papMareBTHYECKON
KOMITO3ULIMH, TIPHYEM JIEKapCTBEHHAs! popMa mpeacrasisier codoit 1. V. nekapcTBeHHy0 popmy,
pH cocraBmser or okxono 4,0 mo okono 11,0 B HEkOTOpBIX BapuaHTax peanusaluu
(bapMaleBTHUECKIX KOMITO3UIMH, PACKPBITHIX B HACTOALIEM JAOKYMEHTE, JIeKapCTBEHHas opma
npexncrasisier codoit LV. (T.e. uHpy3ur0) nekapcreenHyo ¢Gopmy. B HekoTOpBIX BapuaHTax
peanuzanuu (papMaleBTUIECKONH KOMITO3MIIMM, NMPHUYEM JIeKapCTBEHHAas (opMa NpeACTaBiseT
coboii 1.V. nekapcreennyto ¢popmy, pH cocrapnsier ot okono 4,0 1o okoso 10,5. B HekoTOphIX
BapUaHTaX peanu3anuy GpapMaleBTUYeCKUX KOMIIO3ULNH, PACKPBITBHIX B HACTOSIIEM JOKYMEHTE,
JekapcTBeHHas (opma mpencrasisier coboit LV. (T.e. uHQy3uw0) nekapcreeHHyro (opmy. B
HEKOTOPBIX BapHAHTAX peain3auuu (papMaleBTUUECKOH KOMIO3MLIUH, PUYEM JIEKapCTBEHHAS
dbopma mpencrasisier codoii I.V. nekapcTennyro ¢opmy, pH cocrasisier ot okojio 4,0 10 OKOJIO
10,0. B HEKOTOpBIX BapHaHTaX peanu3auvu (HapMaleBTUYECKUX KOMITIO3ULIUH, PACKPBITBIX B
HACTOSIIEM JIOKyMEHTe, JieKapcTBeHHasi ¢opma mnpencrasisier coboui LV. (T.e. uHpYy3HI0)
JekapcTBeHHYr0 QopMmy. B HEKOTOpbIX BapmaHTax peajgm3anud  (papMareBTHYECKON
KOMITO3ULINH, TIPHYEM JIEKAPCTBEHHAs! (popMa mpeacTasisieT codoii 1. V. nekapcTBeHHY0 Gopmy,
pH cocraBaser or okono 4,0 no okono 9,5 B HEKOTOPBIX BapUaHTaxX peanu3aluu
(apManeBTHUECKIX KOMITO3UIHH, PACKPBITHIX B HACTOALIEM JAOKYMEHTE, JIEKapCTBEHHAas (hopMa
npexncrasisier codoit LV. (T.e. mHDYy3MI0) nekapcrBeHHy0 ¢GopMmy. B HEKOTOpBIX BapuaHTax
peanm3anuu papMareBTUIECKONH KOMITO3HLIMYM, MPHUYEM JIEKapCTBEHHAas (popMa mpencraBisieT
coboit L.V. nekapcreennyto ¢popmy, pH cocrasnsier ot okoio 4,0 no okoso 9,0. B HeKoTOphIX

BapUaHTax peanu3auuu (papMareBTUYECKOH KOMIIO3ULMM, NpUYeM JieKapcTBeHHas ¢opma
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npencrasisier coboit 1 V. nekapcreennyio gopmy, pH cocrasnsier ot okono 4,0 no okoso 8,5. B
HEKOTOPBIX BapHUAHTAX peaiu3alnin q)apMa].[eBTI/I"IeCKOfI KOMIIO3ULWH, IPHUYEM JICKAPCTBCHHAA
dbopma mpencrasisier codoii 1.V, nekapcTennyo ¢popmy, pH cocrasisier ot okosio 4,0 10 0koJo
8,0. B HekoTOpBIX BapHaHTax peanuzauud (papMaleBTUYECKONH KOMIIO3ULUH, IPHYEM
JekapcTBeHHas gopma mpexactasisier cobor LV. nmekapcrBennyro ¢opmy, pH cocraBmsier ot
okono 4,0 nmo okomo 7,5. B HEKOTOpBIX BapHaHTaX peanusaluuy (papMareBTHIECKON
KOMITO3UIINH, TIPUYEM JiekapcTBeHHas hopma npezacrasisier codoii V. nekapcTBeHHy0 hopmy,
pH cocraBaser or okono 4,0 no okono 7,0 B HEKOTOPBIX BapuUaHTax pealu3aluu
(hapMaleBTHUECKON KOMIIO3UIINK, MPUYEeM JieKapcTBeHHast gopma mpencrasisier cobor LV,
nekapctBeHHy (opmy, pH cocrasisier ot okono 4,0 10 okosio 6,5. B HEKOTOpPBIX BapuaHTax
peanmm3anuu GpapMareBTUIECKONH KOMITO3HMLIUHM, MPHYEM JIEKapCTBEHHas (popMa mpencraBiisieT
coboit L.V. nekapcreennyro dopmy, pH cocrapnsier ot okoio 4,0 no okoso 6,0. B HeKOTOpBIX
BapHaHTax peann3auud (papManeBTUYECKOH KOMITO3UIIMH, TPUYEM JIEKapCTBEHHas ¢opma
npencrasisier coboli LV, nexapcreennyto gopmy, pH cocrasnser ot okono 4,0 no okoyo 5,5. B
HEKOTOPBIX BapHUaHTAX peEaiu3annin q)apMa].[eBTI/I"IeCKOfI KOMIIO3ULMH, TIPHUYEM JICKAPCTBCHHAA
¢dopma mpencrasisier codoii 1.V, nekapcTennyro ¢popmy, pH cocrasisier ot okojio 4,0 1o 0KoIo
5,0. B HEKOTOpBIX BapHaHTax peanu3anud (papManeBTUYECKOH KOMIIO3ULUH, MPHYEM
nekapcTBeHHas ¢opma mpeacrasisier codoit 1V. nmekapcrsennyro ¢opmy, pH cocraBnser or
okoJ10 4,0 10 oko0 4,5.

[145] B HexkoTOpBIX BapuaHTax peanu3auud (papMaleBTUUECKHX KOMIIO3ULMH, PACKPHITBHIX B
HACTOSIIIEM JIOKYMEHTe, JieKapcTBeHHass (opma mpexacrasiser coboir LV. (t.e. undy3uro)
JeKapcTBeHHYI0 ¢opMy. B HEKOTOpbIX BapuaHTax peanuzauuu  (papMaLeBTHYECKOM
KOMITO3ULIMH, TIPHYEM JIEKapCTBEHHAs1 hopMa mpeacrassier codoii 1. V. nekapcTBeHHyo Gopmy,
pH cocrasmstier or okxono 4,5 po okono 11,0 B HEKOTOpBIX BapHaHTax peanu3aluu
(bapMaleBTHUECKIX KOMITO3UIIHMH, PACKPBITBIX B HACTOALIEM JOKYMEHTE, JIEKapCTBEHHAas (hopMa
npexacrasisier codoit LV. (T.e. mapy3ur0) nekapcrBenHyo ¢GopMmy. B HEKOTOpBIX BapuaHTax
peamm3anyu papMareBTUIECKONH KOMITO3UIIMY, MPHYEM JIEKapCTBEHHAs (opMa MpeacTaBisieT
coboii L. V. nekapcreennyro opmy, pH cocrapnsier ot okono 4,5 no okono 10,5. B HEKOTOPBIX
BapHuaHTax pcajiru3dalun (1)apMaL[eBTI/ILIeCKI/IX KOMHOSI/IL[I/II\/'I, PaCKpPbBIThIX B HACTOALLEM JOKYMEHTE,
nekapcTBeHHas (opma mpencrasisier coboit LV. (T.e. unby3mo) nekapcrseHHyro (opmy. B
HEKOTOPBIX BapUAHTAX peaju3aluu (papMareBTUYeCKOW KOMIO3UIUH, TIPHYEM JIEKapCTBEHHASI
dbopma mpencrasisier codoii 1.V, nekapcTeennyro ¢opmy, pH cocrasisier ot okojio 4,5 10 0KoJo
10,0. B HEKOTOpBIX BapHaHTaX peanu3auuu (HapMaleBTUYECKUX KOMIIO3ULIUH, PACKPBITBIX B
HACTOSLIEM JOKyMEHTe, JieKapcTBeHHasi ¢opma mnpencrasisier cobori LV. (T.e. uH)py3HI0)

JekapcTBeHHYI0 (¢opmy. B HeKOTOphIX BapuaHTax peanuszauud  (apMareBTHUECKOH
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KOMITO3UILINH, TIPHYEM JIEKaPCTBEHHAs! popMa mpeacTasisier codoit 1. V. nekapcTBeHHy0 Gopmy,
pH cocraBmsier or okono 4,5 no okono 9,5 B HEKOTOPBIX BapuUaHTax pealu3auuu
(bapmMaleBTHUECKIX KOMITO3UIMH, PACKPBITHIX B HACTOALIEM JAOKYMEHTE, JIeKapCTBEHHasi opma
npexacrasisier codoit LV. (T.e. uHpy3uro) nekapcreenHyo ¢gopmy. B HekoTOphIX BapuaHTax
peanuzanuu (GpapMaLEeBTUYECKOH KOMITO3HMIUM, NMPHYEM JIeKApCTBEHHast (GopMa IMpeAcCTaBIseT
coboii 1.V. nekapcrBennyto ¢opmy, pH cocraBnsier oT okoio 4,5 1o okono 9,0. B HekoTOpBIX
BapHaHTAaX peanu3auud (papMarieBTUYECKONH KOMITO3ULMK, NpUYeM JIeKapCTBeHHas (opma
npenctasisier coboii V. nekapcreennyto Gopmy, pH cocrasnsier ot okono 4,5 no okoso 8,5. B
HEKOTOPBIX BapHAHTAX peaiu3auvd (papMaleBTUUECKOH KOMIO3MLIUH, MPUYEM JIEKapCTBEHHAS
dbopma mpencrasisier codoii [.V. nekapcTennyro ¢opmy, pH coctasisieT oT 0kojio 4,5 10 0KoJo
8,0. B HEKOTOpBIX BapuaHTaX peanu3auud (papMareBTUYECKOH KOMIIO3ULIUH, TPHYEM
JekapcTBeHHas ¢opma mpexncrasisier codoit LV. nmekapcreennyro ¢opmy, pH cocraBnser ot
okojo 4,5 nmo oxono 7,5. B HEKOTOpHIX BapuaHTax peajm3auuu (papMareBTUIECKOM
KOMITO3ULIMH, TIPHYEM JIEKapCTBEeHHas popma npeacrasisier codoit 1.V, nekapcrBennyo Gopmy,
pH cocraBaser or okono 4,5 no okono 7,0 B HEKOTOPBIX BapHaHTax peanu3aluu
(bapMaleBTHUECKON KOMIIO3UIINH, MPUYEeM JieKapcTBeHHast gopma mpencrasisier cobor LV.
nekapcTBeHHy0 (Gopmy, pH cocrasisier ot okono 4,5 10 okosio 6,5. B HEKOTOPBIX BapHUaHTax
peanmzanuu papMareBTUYECKONH KOMITO3HMLIUHM, MPHUYEM JIeKapCTBEHHas (popMa mpencraBisieT
coboit LV. nekapcreennyto ¢opmy, pH cocrasnsier ot okoio 4,5 no okoso 6,0. B HeKoTOpBIX
BapUaHTax peanu3auuu (papMaleBTUYECKONH KOMITO3UIIMM, NPUYEeM JeKapcTBeHHas ¢dopma
npezacrasysier codoii LV. nekapcteennyto ¢popmy, pH cocraBnsier ot okoso 4,5 no okoso 5,5. B
HEKOTOPBbIX BapHaHTaX peanu3anuy (papMaleBTUUECKOW KOMIO3UIMHM, MPUYEM JIeKapCTBEHHAS
dbopma npencrassier codoii 1.V, nekapcTennyo ¢popmy, pH coctasisieT oT okoJio 4,5 10 0Koo
5,0.

[146] B HeKOTOpbIX BapuaHTaX peasu3aluu (papMaLEBTHUECKUX KOMIIO3ULMH, PACKPBITHIX B
HACTOSIIEM JOKyMEHTe, JieKapCTBeHHasi ¢opma mnpencrasisier coboui LV. (T.e. uHpy3HI0)
JekapcTBeHHYr0 (opmy. B HekoTopeIx BapmaHTax peanuzauud  (papMareBTUIECKON
KOMITO3UILIMH, TIPHYEM JIEKapCTBEHHAs opMa npeacTasisier codoit 1.V, nekapcrBeHHy0 Gopmy,
pH cocraBmsser or okxono 5,0 mo okono 11,0 B HeEkOTOpBIX BapuaHTax peanusaluu
(apManeBTHUECKNX KOMITO3UIHH, PACKPBITHIX B HACTOALIEM JOKYMEHTE, JIEKapCTBEHHAas hopMa
npexncrasisier codoit LV. (T.e. mH(py3U0) nekapcTBeHHy0 (opMy. B HEKOTOpBIX BapuaHTax
peamm3anuu papMareBTUIECKONH KOMITO3HMLIUHM, MPHYEM JIEKapCTBEHHasl (popMa mpencraBisieT
coboit L V. nekapcreennyro ¢opmy, pH cocraBmsier ot okono 5,0 no okono 10,5. B HEKOTOPBIX
BapHuaHTax p€ajiru3dalnun (bapMaI_IeBTI/ILIeCKI/IX KOMHOSHLIHfl, PaCKpPbIThIX B HACTOALEM JOKYMCHTE,

nexkapcTBeHHas (opma mpencrasisier coboit LV, (1.e. uHdpy3uwo) nexapcrseHHyo ¢opmy. B
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HEKOTOPBIX BapHUAHTAX pEaiu3alnin (I)apMaLIeBTH‘{eCKOfI KOMIIO3ULMH, TIPHUYEM JICKAPCTBCHHAA
¢dopma mpencrasisier codoit 1.V, nekapcrennyo ¢popmy, pH cocrapisier ot okoio 5,0 10 0koo
10,0. B HeKoTOpBIX BapHaHTaxX peanu3auud (PapMaLeBTHUECKUX KOMIIO3ULMH, PACKPBITHIX B
HACTOSLIEM JOKyMEHTe, JieKapcTBeHHasi ¢opma mnpencrasisier coboii LV. (T.e. uH)py3HI0)
JeKapCcTBeHHYI0 ¢GopMy. B  HekoTopblx BapuaHTax peanusanuu  (papMaLeBTHYECKOM
KOMITO3HLIMH, ITPUYEM JIEKapCTBeHHas popma npeacrasisier codoii V. nekapcTBennyro Gopmy,
pH cocraBnser or okosno 5,0 mo okono 9,5, B HEKOTOpPBIX BapHaHTax pealu3aluu
(bapMaLeBTHUECKUX KOMITO3HUIIMH, PACKPBITBIX B HACTOALIEM JOKYMEHTE, JIEKapCTBEHHAas (hopMa
npencrasisier coboit LV. (t.e. undy3uwo) nexkapcTBeHHy0 GopMy. B HEKOTOpBIX BapHaHTaX
peamm3anu GpapMarieBTUIECKONH KOMITO3HMLIMHM, MPHYEM JIeKapCTBEHHas (popMa mpencraBiisieT
coboit L.V. nekapcreennyto ¢dopmy, pH cocrapnsier ot okoso 5,0 no okoso 9,0. B HekoTOphIX
BapHUAHTaX peanu3auud (papMareBTHYECKOH KOMIIO3ULUK, NpUYeM JIeKapCTBeHHas (opma
npenctasisier coboli LV, nexkapcreennyro popmy, pH cocrasnsier ot okono 5,0 no okoso 8,5. B
HEKOTOPBIX BapUAHTAX peaju3aluu (papMareBTUYECKOW KOMIO3UIUH, TPHYEM JIEKapCTBEHHAS
dbopma mpencrasisier codoli L V. nekapcrsennyro ¢opmy, pH cocrasisier ot okoiio 5,0 1o okoo
8,0. B HEKOTOpBIX BapHaHTax peanu3auud (PapManeBTUYECKOH KOMIIO3ULMH, MPHYEM
JekapcTBeHHas ¢opma mpexacrasisier codoit 1V. nmekapcreennyro ¢opmy, pH cocraBnser or
okojo 5,0 nmo oxomo 7,5. B HEKOTOPHIX BapuaHTax peanu3alyu (papMareBTHIECKON
KOMITO3UILIMH, TIPHYEM JIeKapCTBEeHHas popMa mnpeacrasisier codoit 1.V, nekapcTBenHyo popmy,
pH cocraBmsier or okomo 5,0 nmo okono 7,0 B HEKOTOPBIX BapuUaHTax peanu3aluu
(apMaleBTHUECKONW KOMIIO3ULIMK, MPHYEM JieKapcTBeHHas (opma mpencrasiser cobor LV.
JekapcTBeHHy0 Gopmy, pH cocrasisier ot okoso 5,0 1o okono 6,5. B HEKOTOpPBIX BapHaHTax
peammzanyu (GpapMareBTUYECKONH KOMITO3HMLIMHM, MPHYEM JIeKapCTBeHHas (popMa mpencraBiisieT
coboii 1.V. nekapcreennyto gopmy, pH cocrasnsier ot okosno 5,0 no okono 6,0. B HekoTOphIX
BapHaHTaX peanu3auud (papMarieBTHYECKOH KOMITO3ULMK, NpUYeM JIeKapCTBeHHas (opma
npencrasisier codoit L.V, nekapcreennyro hopmy, pH cocrasnser ot okoso 5,0 1o okono 5,5.

[147] B HEKOTOpbIX BapuaHTaX peanu3aluy (papMaLEeBTHUECKUX KOMIIO3ULMH, PACKPBITHIX B
HACTOSIIEM JOKYMEHTe, JieKapCTBeHHas ¢opma mpencrasisier cobori LV. (T.e. uHpy3H0)
JekapcTBeHHYr0O (opmy. B HekoTopeIx BapmaHTax peanuzauud  (papMareBTUIECKON
KOMITO3ULIMH, TIPHYEM JIEKapCTBEHHAas popMa mpeacTasisier codoit 1. V. nekapcTBeHHy0 popmy,
pH cocraBmsser or okxono 5,5 mo okono 11,0 B HekOTOpBIX BapuaHTax peanu3aluu
(apManeBTHUECKIX KOMITO3UIHH, PACKPBITHIX B HACTOALIEM JAOKYMEHTE, JIEKapCTBEHHAas (hopMa
npexncrasisier codoit LV. (T.e. mHpYy3MI0) nekapcrBeHHyo ¢GopMmy. B HEKOTOpBIX BapuaHTax
peanmm3anuu (papMareBTUIECKONH KOMITO3HMLIUM, MPHYEM JIeKapCTBEHHAs (opMa MNpEeACTaBiIsIeT

coboit L V. nekapcreennyro ¢popmy, pH cocraBmsier or okono 5,5 no okono 10,5. B HEKOTOpPBIX
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BapuaHTax peajiru3dalun q)apMaLIeBTI/ILIeCKI/IX KOMHOSPILIPIP'I, PAaCKpPbBIThIX B HACTOALLEM JOKYMCHTE,
nekapcTBeHHass (opma mpencrasisier coboit LV. (1.e. mHQy3m0) nexkapcteeHHyro (opmy. B
HEKOTOPBIX BapHUAHTAX peaju3aluu (papMareBTUYECKOW KOMITO3UIUH, NIPHYEM JIeKapCTBEHHAS
dbopma npencrasisier codoii 1.V, nekapcTennyo ¢popmy, pH cocrasisier ot okojio 5,5 10 okoJo
10,0. B HeKoTOpBIX BapHaHTaxX peanuzauuu (PapMaleBTHUECKUX KOMIIO3ULUH, PACKPBITBIX B
HACTOSIIIEM JTOKYMEHTe, JieKapcTBeHHas (opma mnpexacrasiser coborr LV. (t.e. unby3uro)
JekapcTBeHHYr0 ¢opMmy. B  HEKOTOpbIX BapwaHTax peaju3aluyd  (papMaleBTHYECKON
KOMITO3UILIMH, TIPHYEM JIEKapCTBEHHas1 (hopMa mpeacrasisier codoit 1. V. nekapcrBeHHyo Gopmy,
pH cocraBaser or okono 5,5 no okono 9,5, B HEKOTOPBIX BapHaHTax pealu3aluu
(apMaLeBTHUECKIX KOMITO3HIHMH, PACKPBITHIX B HACTOALIEM JOKYMEHTE, JIEKapCTBEHHAs (hopMa
npexncrasisier codoit LV. (T.e. mapy3ur0) nekapcreenHyo ¢GopMmy. B HEKOTOpBIX BapuaHTax
peanm3anuu papMareBTHYECKONH KOMITO3ULIMY, MPHYEM JIEKapCTBEHHas (popma mpeacTaBisier
coboit L.V. nekapcreennyro ¢dopmy, pH cocrapnsier ot okoio 5,5 no okoso 9,0. B HekoTOphIX
BapUaHTax peann3auud (papMareBTUYECKOH KOMITO3ULMH, NpPUYeM JIeKapCTBeHHas ¢opma
npencrasisier coboii LV, nexkapcreennyto ¢opmy, pH cocrasnsier ot okojo 5,5 no okono 8,5. B
HEKOTOPBIX BapHUAHTAX pEau3alin q)apMaI_IeBTH‘{eCKOfI KOMIIO3ULMH, TIPHUYEM JICKAPCTBCHHAA
dopma mpencrasisier codoii L.V, nekapcTennyo ¢popmy, pH cocrasisier oT okoJjio 5,5 10 oKoJo
8,0. B HekoTOpBIX BapHaHTax peanuzauuu (PapMaLeBTUYECKOH KOMIIO3ULIUY, TPHYEM
JekapcTBeHHas ¢opma mpexacrasisier codoit 1V. nmekapcrsennyro ¢opmy, pH cocraBnser or
okojo 5,5 nmo oxono 7,5. B HEKOTOpHIX BapuaHTax peajau3anuu (papManeBTUYECKO
KOMITO3HLIMH, TTPUYEM JIEKapCTBeHHAas (popma npeacrasisier codoii 1. V. nekapctseHnyo Gopmy,
pH cocraBaser or okono 5,5 no okono 7,0 B HEKOTOpPBIX BapuUaHTax peanu3aluu
(bapMaleBTHYECKON KOMIIO3UIMK, MPUYEM JieKapcTBeHHast Gopma mpencrasisier cobor LV,
nekapcTBeHHy (opmy, pH coctasisier ot okono 5,5 10 okosio 6,5. B HEKOTOpBIX BapuaHTax
peammzanyu GpapMarieBTUIECKOH KOMITO3HMLIMM, MPHYEM JIeKapCTBEHHas (popMa mpencraBiiseT
coboii L V. nekapcreennyro ¢popmy, pH cocrasisier oT okoJjio 5,5 1o okojio 6,0.

[148] B HEeKOTOpBIX BapuaHTaX peanu3aluy (papMaLEeBTHUECKUX KOMIIO3ULHH, PACKPBITBIX B
HACTOSIIEM JIOKyMEHTe, JieKapcTBeHHasi ¢opma mpencrasisier coboit LV. (T.e. uHpy3H0)
JekapcTBeHHY0O (Qopmy. B HeKOTOpeIX BapmaHTax peajgm3anud  (papMareBTHYECKON
KOMITO3ULIMH, TIPHYEM JIEKapCTBEHHAas popMa mpeacTasisier codoit 1. V. nekapcTBeHHy0 popmy,
pH cocraBmsser or okxono 6,0 mo okono 11,0. B HekoTOphIX BapuaHTax peanu3aluu
(apManeBTHUECKIX KOMITO3UIHH, PACKPBITHIX B HACTOALIEM JAOKYMEHTE, JIEKapCTBEHHAas (hopMa
npexncrasisier codoit LV. (T.e. mHpYy3MI0) nekapcrBeHHyo ¢GopMmy. B HEKOTOpBIX BapuaHTax
peanmzanuu (papMareBTUIECKONH KOMITO3HMIIMM, MPHYEM JIEKapCTBeHHas (opMma IpPenCTaBIsieT

coboit L V. nekapcreennyto ¢popmy, pH cocrasmsier ot okono 6,0 go okono 10,5. B HEKOTOPBIX



46

BapuaHTax peajiru3dalun q)apMaL[eBTI/ILIeCKI/IX KOMHOSPIL[I/IfI, PAaCKpPbBIThIX B HACTOALLEM JOKYMCHTE,
nexkapcTBeHHass (opma mpencrasisier coboit LV. (1.e. mHdy3m0) nexkapcTBeHHy ¢opmy. B
HEKOTOPBIX BapHUAHTAX pEaIu3alni (I)apMaLIeBTH‘{eCKOfI KOMIO3ULUH, NPpHUYEM JICKAPCTBCHHAA
dopma npencrasisier codoit 1.V, nekapcTennyo ¢popmy, pH cocrasisier ot okojio 6,0 10 0KoJo
10,0. B HekoTOpBIX BapHaHTaxX peanuzauuu (apMaleBTUUECKUX KOMIIO3ULHH, PAaCKPBITBIX B
HACTOSIIIEM JTOKYMEHTe, JieKapcTBeHHas (opma mnpexacrasiser coborr LV. (t.e. unby3uro)
JekapcTBeHHYr0 ¢opMmy. B  HEKOTOpbIX BapwaHTax peaju3aluyd  (papMaleBTHYECKON
KOMITO3UILIMH, TIPHYEM JIEKapCTBEHHas1 (hopMa mpeacrasisier codoit 1. V. nekapcrBeHHyo Gopmy,
pH cocraBaser or okono 6,0 no okono 9,5, B HEKOTOPBIX BapHaHTax pealu3aluu
(apMaLeBTHUECKIX KOMITO3HIHMH, PACKPBITHIX B HACTOALIEM JOKYMEHTE, JIEKapCTBEHHAs (hopMa
npexncrasisier codoit LV. (T.e. mapy3ur0) nekapcreenHyo ¢GopMmy. B HEKOTOpBIX BapuaHTax
peanmm3anyuu papMareBTUIECKOH KOMITO3UIHMHY, MPHYEM JIEKApCTBEHHAs (opMa MpEeACTaBiIseT
coboii L.V. nekapcreennyto ¢gopmy, pH cocrapnsier ot okojo 6,0 no okoso 9,0. B HexkoTOphIX
BapUaHTax peann3auud (papMareBTUYECKOH KOMITO3ULMH, NpPUYeM JIeKapCTBeHHas ¢opma
npencrasisier coboii LV. nekapcreennyto gopmy, pH cocrasnsier ot okojio 6,0 o okono 8,5. B
HEKOTOPBIX BapHUAHTAX peaju3aluu (papMaleBTUYECKOW KOMIO3UIUH, TIPHYEM JIEKapCTBEHHAS
dopma mpencrasisier codoii 1.V, nekapcTeennyro ¢popmy, pH cocrasisier ot okojio 6,0 10 0KoJo
8,0. B HEKOTOpBIX BapHaHTax peanu3auud (papMaleBTUYECKOW KOMIIO3ULIUY, TPHYEM
JekapcTBeHHas ¢opma mpexacrasisier codoit 1V. nmekapcrsennyro ¢opmy, pH cocraBnser or
okojo 6,0 nmo oxono 7,5. B HeEKOTOphIX BapuaHTax peajau3anuuu (papManeBTUYECKOM
KOMITO3HLIUH, TPUYEM JIeKapCTBeHHas opMa npezacrasisier codoit 1. V. nekapcTBeHHy0 dopmy,
pH cocraBaser or okono 6,0 no okono 7,0 B HEKOTOpPBIX BapUaHTax peanu3aluu
(bapMaleBTHYECKON KOMIIO3UIMK, MPUYEM JieKapcTBeHHast Gopma mpencrasisier cobor LV,
JekapcTBeHHy Gopmy, pH cocTasisier oT 0kos10 6,0 10 0K0JI0 6,5

[149] B HEKOTOpBbIX BapuaHTaX peasu3aliy (papMaleBTHUYECKUX KOMITO3ULHH, PACKPBITHIX B
HACTOSIIEM JOKyMEHTe, JieKapCTBeHHasi ¢opma mnpencrasisier coboui LV. (T.e. uHpy3HI0)
JekapcTBeHHYr0 (opmy. B HekoTopeIx BapmaHTax peanuzauud  (papMareBTUIECKON
KOMITO3UILIMH, TIPHYEM JIEKapCTBEHHas popma mpeacrasisier codoit 1.V, nekapcTBenHyo Gopmy,
pH cocraBmsser or okxono 6,5 po okono 11,0 B HeEkOTOpBIX BapuaHTax peanusaluu
(apManeBTHUECKNX KOMITO3UIHH, PACKPBITHIX B HACTOALIEM JOKYMEHTE, JIEKapCTBEHHAas hopMa
npexacrasisier codoit LV. (T.e. mHDYy3MI0) NekapcTBeHHy0 GopMy. B HEKOTOpBIX BapuaHTax
peamm3anuu papMareBTUIECKONH KOMITO3HMLIUHM, MPHYEM JIEKapCTBEHHasl (popMa mpencraBisieT
coboit L V. nekapcreennyro ¢opmy, pH cocraBmsier oT okono 6,5 no okono 10,5. B HEKOTOpPBIX
BapHuaHTax p€ajiru3dalnun (bapMaI_[eBTI/ILIeCKI/IX KOMHOSPIL[I/IfI, PaCKpPbBITBIX B HACTOALIEM JOKYMEHTC,

nexkapcTBeHHas (opma mpencrasisier coboit LV, (1.e. uHdpy3uwo) nexapcrseHHyo ¢opmy. B
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HEKOTOPBIX BapHAHTaX peanu3auvu (papManeBTUUECKOH KOMIO3ULIUH, NPUYEM JIEKaPCTBEHHAS
¢dbopma mpencrasisier codoit 1.V, nekapcTennyo ¢popmy, pH cocrasisier oT okojio 6,5 10 0KoJo
10,0. B HeKoTOpBIX BapHaHTaxX peanu3auud (PapMaLeBTHUECKUX KOMIIO3ULMH, PACKPBITHIX B
HACTOSLIEM JOKyMEHTe, JieKapcTBeHHasi ¢opma mnpencrasisier coboii LV. (T.e. uH)py3HI0)
JeKapcTBeHHY0 ¢opMy. B HEKOTOpbIX BapuaHTax peanuszauu  (papMaLeBTHIECKOH
KOMITO3HLIH, ITPUYEM JIeKapCcTBeHHas (opma mpeacrasiser codoii [ V. nekapcTBeHnyo Gopmy,
pH cocraBnser or okosno 6,5 no okono 9,5, B HEKOTOpPBIX BapHaHTax pealu3aluu
(bapMaLeBTHUECKUX KOMITO3HUIIMH, PACKPBITBIX B HACTOALIEM JOKYMEHTE, JIEKapCTBEHHAas (hopMa
npexacrasisier codoit LV. (T.e. uady3uro) nekapcTBeHHy0 (opmy. B HEKOTOpPBIX BapHaHTax
peamm3anu GpapMarieBTUIECKONH KOMITO3HMLIMHM, MPHYEM JIeKapCTBEHHas (popMa mpencraBiisieT
coboit L.V. nekapcreennyro ¢dopmy, pH cocrapnser ot okojo 6,5 no okoso 9,0. B HexkoTOphIX
BapHUaHTax peanu3auud (papManeBTUYECKOH KOMITO3UIMH, NPHUYEM JIeKapCTBeHHas (opma
npenctasisier coboli LV, nexkapcreennyro popmy, pH cocrasnsier ot okono 6,5 no okoso 8,5. B
HEKOTOPBIX BapHAHTaX peatn3auvd (papManeBTUUECKOH KOMIO3ULIUH, NPUYEM JIEKaAPCTBEHHAS
dbopma mpencrasisier codoii 1.V, nekapcTennyro ¢popmy, pH cocrasisieT ot okoo 6,5 10 0KOJIo
8,0. B HEKOTOpBIX BapHaHTax peanu3auud (PapManeBTUYECKOH KOMIIO3ULMH, MPHYEM
JekapcTBeHHas ¢opma mpexacrasisier codoit 1V. nmekapcreennyro ¢opmy, pH cocraBnser or
okojo 6,5 nmo oxono 7,5. B HeKoTOphIX BapuaHTax peajdu3anuu (papManeBTUYECKOM
KOMITO3ULIMH, TIPHYEM JIEKapCTBEeHHas popMa mnpeacrasisier codoit 1.V, nekapcTBenHyto popmy,
pH cocrasnsier ot okono 6,5 10 okomo 7,0.

[150] B HexoTOpBIX BapHaHTax peanu3aluu (papMaleBTUYECKUX KOMIIO3HLUH, PACKPBITHIX B
HACTOSIIIEM JIOKYMEHTe, JieKapcTBeHHass (opma npexacrasisier coboit LV. (t.e. uHdy3uio)
JekapcTBeHHY0 (opmy. B HekoTOpbIX BapuaHTax peanuzauud  (papMareBTUIECKON
KOMITO3UILINH, TIPHYEM JIEKAPCTBEHHAs1 (hopMa mpeacrasisier codoit 1. V. nekapcTBeHHyo Gopmy,
pH cocrasmsser or okxono 7,0 mo okono 11,0 B HekOTOpBIX BapuaHTax peanu3aluu
(bapMaeBTHYECKIX KOMITO3UIIMH, PACKPBITBIX B HACTOALIEM JOKYMEHTE, JIEKapCTBEHHAas (hopMa
npexacrasisier codoit LV. (T.e. mapy3ur0) nekapcreenHyo ¢GopMmy. B HEKOTOpBIX BapuaHTax
peanm3anuu papMareBTUIECKONH KOMITO3HMLIUM, MPHYEM JIEKapCTBEHHas (popMa mpencraBiisieT
coboii L. V. nekapcreennyro popmy, pH cocrasnsier ot okono 7,0 no okono 10,5. B HEKOTOpPBIX
BapHUaHTax peann3auuu (papManeBTHIECKHX KOMITO3ULNHA, PACKPBITEIX B HACTOSIIEM JOKYMEHTE,
nekapcTBeHHas (opma mpencrasisier coboit LV. (t.e. mH}py3muwo) nexapcTeHHyO ¢opmy. B
HEKOTOPBIX BapHAHTaX peatn3auvd (papManeBTUYeCKOH KOMIO3ULIUH, MPUYEM JIEKAPCTBEHHAS
¢dbopma mpencrasisier codoii 1.V, nekapcTennyro ¢popmy, pH cocrasisier ot okojio 7,0 1o 0KoJo
10,0. B HeKoTOpBIX BapHaHTaxX peanuzauuu (PapMaLeBTHUECKUX KOMIIO3ULMH, PACKPBITHIX B

HACTOSLIEM JOKyMEHTe, JieKapCTBeHHasi ¢opma mnpencrasisier coboit LV. (t.e. uHbpy3mum0)
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JekapcTBeHHYr0 (gopMmy. B HeKOTOpeIX BapmaHTax peajgm3anuyd  (papMareBTHYECKON
KOMITO3ULIMH, TIPHYEM JIEKapCTBEeHHAas popMa mnpeacrasisier codoit 1. V. nekapcTBeHHyo popmy,
pH cocraBasier or okono 7,0 nmo okono 9,50 B HEKOTOPBIX BapuUaHTax peanu3anuu
(bapMaeBTHUECKIX KOMITO3ULIMH, PACKPBITHIX B HACTOALIEM JAOKYMEHTE, JIeKapCTBEHHas opMa
npencrasisier coboit LV. (T.e. uHdy3u0) nekapcrBeHHy0 ¢GopMmy. B HEKOTOpbIX BapuaHTax
peanuzanyy (GapMaLeBTUYECKOH KOMIO3UIMM, NpHYEeM JIeKapCTBEHHas (opmMa mpencTaBiseT
coboit 1.V. nexkapcreennyto dopmy, pH cocraBiser ot okojo 7,0 no okoso 9,0. B HeKOTOpBIX
BapHaHTaX peanu3auuu (papMarieBTUYECKOH KOMITO3ULMK, TpUYeM JIeKapCTBeHHas (opma
npencrasisier coboii 1V, nexkapcreennyro Gopmy, pH cocrapnser ot okoso 7,0 no okojo 8,5. B
HEKOTOPBIX BapHAHTAX peatn3auvu (papManeBTUUECKON KOMIO3ULIUH, MPUYEM JIEKapPCTBEHHAS
dbopma mpencrasisier codoii [.V. nekapcTeennyro ¢opmy, pH cocrasisier ot okojio 7,0 10 0KoJo
8,0. B HEKOTOpBIX BapHaHTax peanu3anud (PapMaeBTUYECKOH KOMIIO3ULMH, MPHYEM
JekapcTBeHHas ¢opma mpexacrasisier codoit LV. nmekapcreennyro ¢opmy, pH cocraBnser ot
okoo 7,0 go okoso 7,5.

[151] B HexoTOpbIX BapuaHTaxX peanu3anuy (papMaleBTHUECKUX KOMIIO3ULMH, PACKPBITBIX B
HACTOSLIEM JIOKyMEHTe, JieKapcTBeHHasi ¢opma mpencrasisier cobori LV. (T.e. uHpy3HI0)
JaekapcTBeHHYr0O (opmy. B HekoTopeIX BapmaHTax peanuzauud  (papMareBTUIECKON
KOMITO3ULIMH, TIPHYEM JIEKapCTBEeHHAas opMa mnpeacrasisier codoit 1.V, nekapcTBeHHyo popmy,
pH cocraBmsser or oxono 7,5 mo okono 11,0 B HEKOTOpBIX BapuaHTax peanusaluu
(bapMaeBTHUECKIX KOMIIO3HIMN, PACKPBITHIX B HACTOALIEM JTOKYMEHTE, JIeKapCTBEeHHas popma
npencrasisier coboit LV. (T.e. uHdy3u0) nekapcrBeHHyr0 ¢GopMmy. B HEKOTOpBIX BapuaHTax
peanu3anyu (GpapMaLeBTUYECKOH KOMIIO3UIUH, NMPHYEM JIeKapCTBEHHAs (GopMa IMpeAcTaBisieT
coboii 1. V. nekapcreennyo popmy, pH cocrapnser ot okojo 7,5 no okono 10,5. B HEKOTOPBIX
BapHUAHTaX pean3auuu (papMareBTUYeCKHX KOMITO3ULIMA, PACKPBITHIX B HACTOSIIEM JOKYMEHTE,
JekapcTBeHHas (opma mpencrasisier coboit LV. (1.e. uHdpy3mwo) nekapcTeHHyO (opmy. B
HEKOTOPBIX BapHAHTaX peain3auud (papManeBTUYeCKOH KOMITO3HMLWH, MPHYEM JIEKapCTBEHHAsS
dbopma mpencrasisier codoli [.V. nekapcTennyro ¢popmy, pH coctasisieT OT 0kojio 7,5 10 OKoJo
10,0. B HEKOTOpBIX BapHaHTaX peanu3auuu (PapMaLEeBTHUECKUX KOMIIO3ULMHA, PACKPBITHIX B
HACTOSIIEM JIOKyMEHTe, JieKapcTBeHHasi ¢opma mpencrasisier coboit LV. (T.e. uHpYy3HI0)
JekapcTBeHHY0 (opmy. B HekoTopeIx BapmaHTax peanuzauud  (papMareBTUIECKON
KOMITO3ULIMH, TIPHYEM JIEKapCTBEHHAs1 opMa mpeacrasisier codoit 1. V. nekapcTBeHHy0 popmy,
pH cocraBaser or okono 7,5 no okono 9,5 B HEKOTOPBIX BapHUaHTax peanu3auuu
(bapMaleBTHUECKIX KOMITO3UIHH, PACKPBITHIX B HACTOALIEM JAOKYMEHTE, JIEKapCTBEHHas opma
npexacrasisier codoit LV. (T.e. mHpy3nr0) nekapcreenHyo ¢gopmy. B HekoTOpBIX BapuaHTax

peanuzanuu (papMareBTUYECKONH KOMITO3MLIMYM, MPHUYEM JIEKapCTBEHHas (popMa mpencraBiseT
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coboit L.V. nekapcreennyro ¢opmy, pH cocrapnsier ot okosio 7,5 no okosio 9,0. B HexoTOphIX
BapUaHTax peanu3auuu (papMareBTUYECKOH KOMITO3ULMH, NpUYeM JieKapcTBeHHas ¢opma
npencrasisier coboit LV. nexkapcreennyio gopmy, pH cocrasnsier ot okono 7,5 no okoro 8,5. B
HEKOTOPBIX BapHaHTaX pealu3aluu (papMaleBTUYEeCKON KOMIO3ULIUH, MPUYEM JIEKapCTBEHHAS
¢dopma npencrasnsier codoit L.V, nekapcreennyro ¢opmy, pH coctaBnsieT oT okoso 7,5 10 0KoJo
8,0.

[152] B HeKOTOpBIX BapuUaHTaxX peasu3alnud (papMaleBTHUYECKUX KOMITO3UIUH, PACKPBITHIX B
HACTOSIIEM JIOKyMEHTe, JieKapcTBeHHas (opma mnpencrasisier coboit LV. (T.e. uHbpy3u0)
JekapcTBeHHYO (opmy. B HekoTOpeIX BapmaHTax peanuzauud  (papMareBTUYECKON
KOMITO3UILIMH, TIPHYEM JIEKAPCTBEHHAs! popMa mpeacTasisier codoit 1. V. nekapcTBeHHyo Gopmy,
pH cocrasmser or okxono 8,0 mo okono 11,0 B HeEkOTOpBIX BapuaHTax peanu3aluu
(bapMaeBTHUECKIX KOMITO3UIHH, PACKPBITHIX B HACTOALIEM JOKYMEHTE, JIEKapCTBEHHAs (hopMa
npexncrasisier codoit LV. (T.e. mapy3nr0) nekapcreenHyo ¢GopMmy. B HEKOTOpBIX BapuaHTax
peanm3anyuu (papMareBTUIECKOH KOMITO3MIIMHM, MPHYEM JIEKapCTBeHHAs (opma MpencTaBisieT
coboii L V. nekapcreennyro ¢opmy, pH cocrapmsier ot okono 8,0 mo okono 10,5. B HEKOTOpPBIX
BapHUaHTax peann3auui (papManeBTHIECKHX KOMITO3ULINH, PACKPBITHIX B HACTOSIIEM JOKYMEHTE,
nekapcTBeHHass (opma mpencrasisier coboit LV. (T.e. mHdy3mo) nexkapcTBeHHyO (Gopmy. B
HEKOTOPBIX BapHAHTaX peajtu3auuu (papManeBTUUECKON KOMIO3ULIUH, NPUYEM JIEKapCTBEHHAS
¢dopma npencrasisier codoii 1.V, nekapcTennyo ¢popmy, pH cocrasisier ot okoJio 8,0 1o okoso
10,0. B HeKOTOpBIX BapHaHTaxX peanuzauuu (apMaleBTUUECKUX KOMIIO3ULHMH, PAaCKPBITBIX B
HACTOSIIIEM JIOKYMEHTe, JieKapcTBeHHass (opma mpexacrasiser coboir LV. (t.e. undy3uro)
JeKapcTBeHHYI0 ¢opMy. B HEKOTOpbIX BapuaHTax peanuzauuu  (papMaLeBTHYECKOM
KOMITO3ULIMH, TIPHYEM JIEKapCTBEHHAs1 hopMa mpeacrassier codoii 1. V. nekapcTBeHHyo Gopmy,
pH cocraBaser or okomo 8,0 no okono 9,5 B HEKOTOPBIX BapuUaHTax pealu3aluu
(bapMaleBTHUECKIX KOMITO3UIIHMH, PACKPBITBIX B HACTOALIEM JOKYMEHTE, JIEKapCTBEHHAas (hopMa
npexacrasisier codoit LV. (T.e. mapy3ur0) nekapcrBenHyo ¢GopMmy. B HEKOTOpBIX BapuaHTax
peamm3anuu papMareBTUIECKONH KOMITO3HMIIMY, MPHYEM JIEKapCTBEHHAs (opMa MpeAcTaBisieT
coboit L.V. nekapcreennyto ¢dopmy, pH cocrapnsier ot okoso 8,0 no okoso 9,0. B HexoTOphIX
BapHaHTax peanu3auud (papMareBTHYECKOH KOMITO3ULMH, NpPUYeM JIeKapCTBeHHas ¢dopma
npencrasisier codoit LV. nekapcreennyto hopmy, pH cocrasnsier ot okoino 8,0 no okoo 8,5.
[153] B HekoTOpbIX BapuaHTax peanu3aluy (papMaLEeBTHUECKUX KOMIIO3ULMH, PACKPBITHIX B
HACTOSIIEM JOKyMEHTe, JieKapcTBeHHasi ¢opma mnpencrasisier cobori LV. (T.e. uHpy3HI0)
JekapcTBeHHY0 (opmy. B HekoTOpeIX BapmaHTax peanmzanuud  (papMareBTUUECKOU
KOMITO3UILIMH, TIPHYEM JIEKapCTBeHHas popMa mnpeacrasisier codoit 1.V, nekapcTBenHyo popmy,

pH cocraBisier or okono 8,5 go okono 11,00 B HEkOTOpBIX BapuaHTax pealn3aluu
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(bapMareBTHUECKIX KOMITO3UIMH, PACKPBITHIX B HACTOALIEM JAOKYMEHTE, JIEKapCTBEHHas opma
npexacrasisier codoit LV. (T.e. mHpy3nI0) nekapcrBenHyo ¢Gopmy. B HeEKOTOpBIX BapuaHTax
peanmzanuu papMareBTUYECKONH KOMITO3MLIMHM, MPHUYEM JIEKapCTBEHHas (popMa NpencraBiseT
coboit L V. nekapcreennyro ¢popmy, pH cocraBmsier ot okono 8,5 no okono 10,5. B HEKOTOpPBIX
BapUaHTaX peanu3aluy GpapMaleBTUIECKUX KOMIIO3UINH, PACKPBITBIX B HACTOSILNEM JOKYMEHTE,
JekapcTBeHHas ¢opma mnpeacrasiser codoit 1V. (r.e. unpy3muo) nexkapcrseHnyo ¢opmy. B
HEKOTOPBIX BapHaHTaX peanu3aluy (papMaleBTHUECKOW KOMIIO3UIMHU, MTPUYEM JIeKapCTBEHHAS
dbopma mpencrassier codoii [.V. nekapctBennyo ¢opmy, pH coctasisieT oT okoJio 8,5 10 0KoJo
10,0. B HEKOTOpBIX BapHaHTaX peanu3auuu (HapMaLEeBTHUECKUX KOMIIO3ULHMHA, PACKPBITHIX B
HACTOSIIEM JIOKyMEHTe, JieKapCTBeHHasi ¢opma mnpencrasisier coboui LV. (T.e. uHpy3HI0)
JekapcTBeHHY0 (GopMy. B HEKOTOpbIX BapHaHTax peaju3alud  (papMaLeBTHYECKOI
KOMITO3ULIMH, TIPHYEM JIEKAPCTBEHHAs! hopMa mpeacTasisier codoit 1. V. nekapcTBeHHy0 hopmy,
pH cocraBaser or okono 8,5 no okono 9,5 B HEKOTOPBIX BapUaHTax peanu3aluu
(apMaeBTHUECKIX KOMITO3UIHNH, PACKPBITHIX B HACTOALIEM JTOKYMEHTE, JIeKapcTBeHHas (opma
npexncrasisier codoit LV. (T.e. mapy3nr0) nekapcrBenHyo ¢GopMmy. B HEKOTOpBIX BapuaHTax
peamm3anuu papMareBTUIECKOH KOMITO3HMLIUHM, MPHYEM JIEKapCTBEHHas (popMa mpencraBisieT
coboii L V. nexapcreennyro ¢popmy, pH cocrasisier oT okojio 8,5 1o okoio 9,0.

[154] B HexoTOpbIX BapuaHTax peanu3aluy (papMaleBTHUECKUX KOMIIO3ULMH, PACKPBITBIX B
HACTOSLIEM JOKyMEHTe, JiekapcTBeHHasi ¢opma mnpencrasisier cobori LV. (T.e. uH)py3HI0)
JeKapcTBeHHYI0 (GopMy. B HEKOTOpbIX BapHaHTaXx pealuzaluu (papMaLeBTHYECKOM
KOMITO3HLIUH, TTPUYEM JIeKapCcTBeHHas opma mpencrasisieT codoii V. nekapcTBeHnyo Gopmy,
pH cocraBmsier or oxono 9,0 mo okono 11,00 B HeEKOTOpbIX BapuaHTax peanu3aluu
(apMaleBTHUECKIX KOMITO3HUIIMH, PACKPBITBIX B HACTOALIEM JOKYMEHTE, JIeKapCTBEHHas (hopMa
npexacrasisier codoit LV. (T.e. uady3uro) nekapcrBeHHyro ¢opmy. B HEKOTOpPBIX BapHaHTax
peammzanyu GpapMarieBTUIECKOH KOMITO3HMLIMM, MPHYEM JIeKapCTBEHHas (popMa mpencraBiiseT
coboii 1. V. nekapcreennyro dopmy, pH cocrapnsier ot okono 9,0 no okono 10,5. B HEKOTOpPBIX
BapHuaHTax peajiru3dalun (I)apMaL[eBTI/ILIeCKI/IX KOMHOSHHHﬁ, PAaCKpPBITBIX B HACTOAILIEM JOKYMECHTE,
nekapcTBeHHas (opma mpencrasisier coboit LV. (1.e. mH}py3muwo) nexapcTeHHyO (opmy. B
HEKOTOPBIX BapUAHTAX peaju3aluu (papMareBTUYeCKOW KOMIO3UIUH, TIPHYEM JIeKapCTBEHHASI
¢dbopma mpencrasisier codoii 1.V, nekapcTennyro ¢popmy, pH cocrasisier ot okoso 9,0 1o 0koio
10,0. B HEeKOTOpBIX BapHaHTaxX peanuzauuu (PapMaLeBTHUECKUX KOMITO3ULHMHA, PACKPBITHIX B
HACTOSIIEM JOKyMEHTe, JieKapcTBeHHasi ¢opma mnpencrasisier cobori LV. (T.e. uHpy3HI0)
JeKapcTBeHHY0 (GopMy. B HEKOTOpbIX BapHaHTaX pealuzaluu  (papMaLeBTHYECKOM
KOMITO3UILIUH, TIPHYEM JIEKapCTBEHHas popMa mnpeacrasisier codoit 1.V, nekapcTBeHHyo popmy,

pH cocrasnsier ot okoso 9,0 1o 0x0110 9,35.
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[155] B HekoTOpbIX BapuaHTax peanu3anuy (papMaleBTHUECKUX KOMIIO3ULMH, PACKPBITBIX B
HACTOSILIEM JOKyMEHTe, JieKapcTBeHHast ¢opma mpencrasiser coboir LV. (T.e. uH)y3HI0)
naekapcTBeHHY0 (opmy. B HekoTophIx BapuaHTax = peanuzauud  (papMareBTUIECKON
KOMITO3UILIMH, TIPHYEM JIEKapCTBEeHHas popMa mnpeacrasisier codoit 1.V, nekapctBenHyto popmy,
pH cocraBmger or oxonmo 9,5 nmo okono 11,00 B HekoTOpBIX BapuaHTax pealu3aluu
(apmaLeBTHUECKUX KOMITO3HMLIUH, PACKPBITHIX B HACTOSINEM HOKYMEHTE, JIEKapCTBEHHAas! popma
npencrasisier cobor LV. (t.e. uHdy3uro) nekapcTBeHHy0 GopMy. B HEKOTOpBIX BapHaHTaX
peammzanyu GpapMarieBTUYECKONH KOMITO3HMLIMK, MPHYEM JIeKapCTBEHHas (popMa mpencraBiisieT
coboii 1. V. nekapcreennyro popmy, pH cocrapnser ot okono 9,5 no okono 10,5. B HEKOTOpPBIX
BapHUAHTAX peann3auui (papMareBTUIECKHX KOMITO3ULIMHA, PACKPBITHIX B HACTOSIIEM JOKYMEHTE,
JekapcTBeHHas (opma mpencrasisier coboit LV. (1.e. uH}py3mu0) nexapcTeHHyO (opmy. B
HEKOTOPBIX BAPHAHTAX peann3auud (papManeBTUYeCKOH KOMIO3HMLIUH, MPUYEM JIEKaPCTBEHHAS
dbopma mpencrasisier codoii 1.V, nekapcTennyro ¢opmy, pH coctasisieT oT 0kojio 9,5 10 okoJo
10,0.

[156] B HexoTOpbIX BapuaHTax peanu3aliy (papMalEeBTHUECKUX KOMIIO3ULMH, PACKPBITBIX B
HACTOSLIEM JOKyMEHTe, JieKapCcTBeHHasi ¢opma mnpencrasisier coboit LV. (T.e. uHy3m0)
JaekapcTBeHHYr0O (opmy. B HekoTopeIX BapmaHTax peanuzauud  (papMareBTUIECKON
KOMITO3ULIMH, TIPHYEM JIEKapCTBEeHHAas opMa mnpeacrasisier codoit 1.V, nekapcTBeHHyo popmy,
pH cocraBmser or okomo 10,0 mo oxono 11,0. B HEKOTOpBIX BapuUaHTax peanu3aluu
(bapMaleBTHUECKIX KOMITO3ULIMH, PACKPBITHIX B HACTOALIEM JAOKYMEHTE, JIeKapCTBEHHas opma
npexacrasisier coboii LV. (T.e. uHdy3uro) nekapcTBeHHYO hopmy.

[157] B HexkoTOpBIX BapuaHTax peanu3anul (HapMaleBTUUECKHX KOMIO3ULMH, PACKPBITHIX B
HACTOSIIEM JOKYMEHTe, JieKapcTBeHHasi ¢opma mnpencrasisier coboit LV. (T.e. uH)py3uo0)
JekapcTBeHHYr0O (opmy. B HekoTOpbIX BapmaHTax peanuzauud  (papMareBTUYECKON
KOMITO3UILIMH, TIPHYEM JIEKAPCTBEHHAs1 hopMa mpeacrasisier codoit 1. V. nekapcTBeHHyo Gopmy,
pH cocrasnsier ot okono 10,5 no okono 11,0.

[158] B HEKOTOpBIX BapHaHTaxX peanu3aluud (PapMaLEeBTUUYECKOH KOMITO3UIHMH, MPUYEM
JekapcTBeHHas popma npexncrasisier coboit 1V. nekapcreennyto ¢opmy, pH paBHO okono 2,5.
B HekoTOpBIX BapHaHTax peajn3anu GpapMaleBTHUECKONH KOMITO3ULUH, TPUYEM JIEKapCTBEHHAS
dbopma mpencrapnsier codoit LV. nekapcreennyio ¢opmy, pH pasHO okojo 3,0. B HexoTOphIX
BapHaHTax peann3auuu (papMareBTHYECKOH KOMITO3ULMH, NpUYeM JIeKapcTBeHHas ¢dopma
npencrasisier cobdoit LV. nekapcrBennyro ¢opmy, pH paBHO okono 3,5. B HeKOTOpBIX
BapUaHTax peanu3auuu (papMareBTHYeCKOW KOMIIO3ULUM, MpHYeM JieKapCTBeHHas (dopma
npencrasiusier codoit LV. nekapcrBennyro ¢opmy, pH paBHo okono 4,0, B HekoTOphIX

BapUaHTax peanu3auuu (papMareBTUYECKOH KOMIIO3ULMM, NpUYeM JieKapcTBeHHas ¢opma
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npencrasisier codoit LV. nekapcrBennyro ¢opmy, pH paBHO okomo 4,5. B HekOTOphIX
BapUaHTax peanu3auuu (papMareBTUYECKOH KOMITO3ULMH, NpUYeM JieKapcTBeHHas ¢opma
npencrasiusier codoit LV. nekapcrBennyro ¢opmy, pH pasHOo okomno 5,00 B HekoTOpbIX
BapUaHTax peanu3auuu (papMaleBTUYeCKONH KOMIIO3ULMM, NpUYeM JieKapcTBeHHas ¢opma
npezncrasisier coboii 1V. nekapcrBennyro ¢opmy, pH paBHO okomno 5,5 B HekoTOphIX
BapHAHTAX peaqu3auud (papMareBTUYECKONH KOMIIO3ULMK, TpPUYeM JIeKapCTBeHHas (opma
npencrasisier coboit V. nekapcrBennyro ¢opmy, pH paBHo okono 6,0. B HekOTOpBIX
BapHUAHTAaX peanu3auud (papMaleBTHYECKOW KOMIIO3ULUK, MpHYeM JIeKapCTBeHHAs (opma
npencrasisier coboit 1V. nekapcrBennyro ¢opmy, pH paBHo okono 6,1. B HekoTOpbIX
BapHAHTaX peanu3auud (papMareBTHYECKOH KOMITO3ULMK, NpUYeM JIeKapCTBeHHas (opma
npencrasisier cobdoit LV. nekapcrBennyro ¢opmy, pH paBHO okono 6,2. B HEKOTOpBIX
BapHUAHTaX peanu3auud (papMareBTUYECKOH KOMITO3ULMH, NpUYeM JIeKapCTBeHHas ¢opma
npencrasisier cobdoit LV. nekapcrBennyro ¢opmy, pH paBHO okono 6,3. B HeKOTOpBIX
BapHaHTax peann3auud (papManeBTUYECKOH KOMITO3UIMH, NPUYEM JIEKapCTBEHHas Qopma
npencrasisier codoit LV. nekapcrBennyro ¢opmy, pH paBHO okono 6,4, B HEKOTOpBIX
BapUaHTax peanu3auuu (papMareBTUYECKOH KOMIIO3ULMH, NpPUYeM JIeKapCTBeHHas ¢dopma
npencrasisier cobdoit LV. nekapcrBennyro ¢opmy, pH paBHO okono 6,5. B HEKOTOpBIX
BapUaHTax peanu3auuu (papMaleBTUYeCKOW KOMITO3UIUM, IpHYEeM JieKapCTBeHHas (popma
npencrasiusier codoit LV. nekapcrBennyio ¢opmy, pH paBHO okono 6,6, B HekOTOpBIX
BapHaHTaxX peaju3aluu (papMaleBTUUECKON KOMIIO3MLIMM, MpHYeM JeKapCcTBeHHas (opma
npexacrasisier coboii 1V. nekapcrBennyro ¢opmy, pH paBHO okojo 6,6. B HekoTOpbIx
BapHaHTAaX peanu3auud (papMarieBTUYECKOH KOMIIO3ULMK, NpUYeM JIeKapCTBeHHas (opma
npencrasisier coboit 1V. nekapcrBennyro ¢opmy, pH paBHO okono 6,8, B HEKOTOpBIX
BapHUAHTAaX peanu3auud (papManeBTUYECKOH KOMITO3UIIMH, TPUYEeM JIeKapCTBEHHas (opma
npencrasisier coboit LV. nekapcrBennyro ¢opmy, pH paBHO okono 6,9, B HekOTOpBIX
BapHaHTAaX peanu3auud (papMareBTHYECKOH KOMIIO3ULMK, NpUYeM JIeKapCTBeHHas (opma
npencrasisier cobdoit LV. nekapcrBennyro ¢opmy, pH pasHo okono 7,0, B HekoTOphIX
BapHaHTax peann3auud (apMaleBTUYECKOH KOMIIO3ULUH, TpPUYeM JIeKapCTBeHHas (opma
npencraBisier cobdoit LV. nekapcrBennyro ¢opmy, pH paBHo okomno 7,1. B HekoTOphIX
BapHaHTax peann3auud (papMareBTUYECKOH KOMITO3ULMH, NpPUYeM JIeKapCTBeHHas (dopma
npencrasisier codoit LV. nekapcrBennyro ¢opmy, pH paBHO okono 7,2. B HEKOTOpBIX
BapUaHTax peanu3auuu (papMareBTHYECKOH KOMITO3ULMH, NpPUYeM JIeKapcTBeHHas ¢dopma
npencrasisier cobdoit LV. nekapcrBennyro ¢opmy, pH paBHO okono 7,3. B HEKOTOpBIX
BapUaHTax peanu3auuu (papManeBTUYECKOH KOMITO3UIIMM, NPUYEM JIeKapCTBEHHas ¢opma

npencrasiusier codoit LV. nekapcrBennyio ¢opmy, pH paBHO okono 7,4, B HEKOTOpBIX
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BapUaHTax peanu3auuu (papMareBTHYECKOH KOMITO3ULMH, TNpPUYeM JIeKapCTBeHHas ¢dopma
npencrasisier codoit LV. nekapcrBennyro ¢opmy, pH paBHO okomo 7,5. B HEKOTOpBIX
BapUaHTax peanu3auuu (apMaleBTUYECKOH KOMIIO3ULUM, NpUYeM JieKapcTBeHHas ¢dopma
npencrasiusier codoit LV. nekapcrBennyio ¢opmy, pH paBHO okomno 7,6, B HeKOTOpBIX
BapHaHTAaX peanu3auud (papMarieBTUYECKONH KOMIIO3ULMK, NpUYeM JIeKapCTBeHHas (opma
npexncrasisier coboii 1V. nekapcrBennyro ¢opmy, pH paBHo okono 7,7. B HekoTOpbIx
BapHaHTAaX peanu3auud (papMarieBTUYECKONH KOMITO3ULMK, NpUYeM JIeKapCTBeHHas (opma
npencrtasisier coboit V. nekapcrBennyro ¢opmy, pH paBHo okono 7,8, B HeKOTOpBIX
BapHaHTaX peanu3auud (papMareBTUYECKOH KOMITO3UIIMH, TPUYEeM JIeKapCTBeHHas (opma
npencrasisier cobdoit LV. nekapcrBennyro ¢opmy, pH paBHO okono 7,9. B HekOTOpBIX
BapHaHTax peanu3auud (papMareBTHYECKOH KOMITO3ULMK, NpPUYEeM JIeKapCTBeHHas (opma
npencraBisier cobdoit LV. nekapcrBennyro ¢opmy, pH pasHo okono 8,0. B HekoTOphIX
BapUaHTax peann3auud (papMareBTUYECKOH KOMITO3ULUK, TNpPUYeM JIeKapCTBeHHas (dopma
npencrasisier cobdoit LV. nekapcrBennyro ¢opmy, pH pasHo okono 8,1. B HekoTOpbIX
BapHaHTax peann3auud (papMareBTHYECKOH KOMIIO3ULMH, NpPUYeM JIeKapCTBeHHas ¢opma
npencrasisier codoit LV. nekapcrBennyro ¢opmy, pH paBHo okono 8,2. B HeEKOTOpBIX
BapUaHTax peanu3auuu (papMareBTUYECKOH KOMITO3ULMH, NpPUYeM JIeKapcTBeHHas ¢dopma
npencrasisier codoit LV. nekapcrBennyro ¢opmy, pH paBHo okono 83. B HekoTOphIX
BapUaHTax peanu3auuu (papMaleBTUYECKOH KOMITO3UIIMM, NPUYEM JIeKapCTBeHHas (dopma
npencrasiusier codoit LV. nekapcrBennyro ¢opmy, pH paBHo okono 84. B HekOTOpBIX
BapHaHTAaX peanu3auud (papMalleBTUYECKOH KOMIIO3ULMK, NpUYeM JieKapCTBeHHas (opma
npexacrasisier coboit LV. nekapcrBennyro ¢opmy, pH paBHo okono 8,5 B HeEkoTOpBIX
BapHaHTAaX peanu3auuu (papMarieBTUYECKOH KOMIIO3ULUK, TpPUYeM JIeKapCTBeHHas (opma
npencrtasisier coboit V. nekapcrBennyro ¢opmy, pH paBHo okono 8,6. B HekOTOpBIX
BapHaHTaX peanu3auud (papMarieBTHYECKOH KOMITO3ULMK, NpUYeM JIeKapCTBeHHas (opma
npencraBisier cobdoit 1V. nekapcrBennyro ¢opmy, pH paBHo okono 8,7. B HeEKOTOpBIX
BapHaHTax peanu3auud (papMareBTHYECKOH KOMIIO3ULMH, NpUYeM JIeKapCTBeHHas ¢opma
npencrasisier cobdoit LV. nekapcrBennyro ¢opmy, pH pasHo okono 8,8, B HekOTOphIX
BapHUaHTax peann3auud (papManeBTUYECKOH KOMITO3UIMM, NPUYEM JIeKapCTBeHHas (dopma
npencraBisier cobdoit LV. nekapcrBennyro ¢opmy, pH pasHo okono 8,9. B HekoTOphIX
BapHaHTax peann3auuu (papMareBTHYECKOH KOMITO3ULMH, NpUYeM JIeKapcTBeHHas ¢dopma
npencrasisier cobdoit LV. nekapcrBennyro ¢opmy, pH pasHo okono 9,00 B HekoTOphIX
BapUaHTax peajm3auuu (papMareBTHUYECKOH KOMIIO3ULUM, TNpUYeM JIeKapCTBeHHas (dopma
npencraBiusier codoit LV. nekapcrBennyro ¢opmy, pH paBHo okono 9,1. B HekoTOpbIX

BapUaHTax peanu3auuu (papMareBTUYECKOH KOMIIO3ULMM, NpUYeM JieKapcTBeHHas ¢opma
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npencrasisier codoit LV. nekapcrBennyro ¢opmy, pH paBHO okomo 9,2. B HEKOTOpPBIX
BapUaHTax peanu3auuu (papMareBTUYECKOH KOMITO3ULMH, NpUYeM JieKapcTBeHHas ¢opma
npencrasisier codoit LV. nekapcrBennyro ¢opmy, pH paBHO okomo 9,3. B HekoTOpbIX
BapUaHTax peanu3auuu (papMaleBTUYECKOH KOMITO3UIMM, NpUYEeM JeKapCTBeHHas ¢dopma
npezncrasisier coboit 1V. nekapcrBennyro ¢opmy, pH paBHO okono 9,4, B HekoTOpBIX
BapHAHTAX peaqu3auud (papMareBTUYECKONH KOMIIO3ULMK, TpPUYeM JIeKapCTBeHHas (opma
npencrasisier coboit V. nekapcrBennyro ¢opmy, pH paBHO okono 9,5. B HekOTOpBIX
BapHaHTaX peajgn3auud (papMareBTUYECKOH KOMIIO3ULUK, TpUYeM JIeKapCTBeHHas (opma
npencrasisier coboit LV. nekapcrBennyro ¢opmy, pH paBHO okono 9,6. B HekOTOpbIX
BapHAHTaX peanu3auud (papMareBTHYECKOH KOMITO3ULMK, NpUYeM JIeKapCTBeHHas (opma
npencrasisier cobdoit LV. nekapcrBennyro ¢opmy, pH paBHo okono 9,9, B HekoTOpBIX
BapHUAHTaX peanu3auud (papMareBTUYECKOH KOMITO3ULMH, NpUYeM JIeKapCTBeHHas ¢opma
npencraBisier cobdoit LV. nekapcrBennyro ¢opmy, pH pasHOo okono 9,8, B HekoTOphIX
BapUaHTax peann3auud (papManeBTUYECKOH KOMITO3UIMM, NPUYEM JIeKapCTBeHHas (opma
npencraBisier cobdoit LV. nekapcrBennyro ¢opmy, pH paBHO okono 9,9, B HekoTOphIX
BapUaHTax peanu3auuu (papMareBTUYECKOH KOMIIO3ULMH, NpPUYeM JIeKapCTBeHHas ¢dopma
npencrasisier coboit LV. nexapcreennyro ¢opmy, pH pasHO okono 10,0, B HekoTopbIxX
BapUaHTax peanu3auuu (papMareBTUYECKOH KOMIIO3ULMH, NpUYeM JieKapCTBeHHas ¢dopma
npencrasisier coboit LV. nexapcrBennyro ¢opmy, pH pasHo okono 10,1. B HexoTopsIx
BapHaHTaxX peaju3aluu (papMaleBTUUECKON KOMIIO3MLIMM, MpHYeM JeKapCcTBeHHas (opma
npexacrasisier coboit LV. nekapctBeHnyro ¢opmy, pH paBHO okojo 10,2, B HekoTOpbIxX
BapHaHTAaX peanu3auud (papMarieBTUYECKOH KOMIIO3ULMK, NpUYeM JIeKapCTBeHHas (opma
npencrasisier coboii V. nexapctBennyro ¢opmy, pH paBHO okosno 10,3. B HekoTOpbIX
BapHUAHTAX peanu3auuu (papMareBTUYECKOH KOMITO3UIIMM, TPUYEeM JIeKapCTBeHHas (opma
npencrasisier coboii V. nekapcteennyro ¢opmy, pH paBHO okosno 10,4, B HekoTOpbIX
BapHaHTAaX peanu3auud (papMareBTHYECKOH KOMIIO3ULMK, NpUYeM JIeKapCTBeHHas (opma
npencrasisier coboii LV, nexapcteennyro ¢opmy, pH paBHO okono 10,5, B HekoTOpbIX
BapHaHTax peann3auud (papMareBTHYECKOH KOMITO3ULMH, NpUYeM JIeKapCTBeHHas ¢opma
npencraBisier coboii LV. nexapcteennyro ¢opmy, pH paBHO okono 10,6, B HekoTOpbIX
BapHaHTax peann3auud (papMareBTUYECKOH KOMITO3ULMH, NpPUYeM JIeKapCTBeHHas (dopma
npencrasisier coboii LV, nmekapcrBennyio ¢opmy, pH pasHo okomno 10,7. B HekoTopbIX
BapUaHTax peanu3auuu (papMareBTHYECKOH KOMITO3ULMH, NpPUYeM JIeKapcTBeHHas ¢dopma
npencrasisier coboit LV. nekapcreennyro ¢opmy, pH pasHO okono 10,8, B HekoTOpbIX
BapUaHTax peanu3auuu (papManeBTUYECKONH KOMITO3UIMM, MpPUYeM JieKapCTBeHHas (dopma

npencrasiusier coboit LV. nexapcrBennyroo ¢opmy, pH pasHOo okono 10,9, B HexoTopbIX
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BapUaHTax peanu3auuu (papMareBTHYECKOH KOMITO3ULMH, TNpPUYeM JIeKapCTBeHHas ¢dopma
npencrasisier codoit L V. nekapcrsennyto hopmy, pH pasHo okoso 11,0.

[159] B HekoTOpbIX BapHaHTax peanu3auuu papMaleBTHUecKas KOMIIO3HMLUS, COCTABIICHHAsS
s IV Beenenus, umeer pH ot okouno 2,5 1o oxono 11,0. B HEKOTOpBIX BapuaHTax pean3aluu
(apmarieBTHUECKasi KOMITO3UIIHsI, cocTaBienHas asi IV BBenenus, umeet pH ot okoso 2,5 no
okono 5,0 mmm or okomo 2,5 mo oxono 5,00 B HEKOTOpBIX BapHaHTax pealu3aluu
(apmarieBTHUECKas] KOMITO3UIIMSI, cocTaBieHHas aisi [V BBenenus, umeet pH ot okoso 2,5 no
okono 4,5 umu or okono 7,0 go okoso 5,0. B HexkoTOphIX BapuaHTax ocyuiecTsiaeHus pH
(apMaeBTHUECKONW KOMITO3UIUH, COCTABJICHHON 11 BHYTPUBEHHOTO BBEIEHHSI, PETYIHPYETCS
COJISTHOM KUCJIOTOH W/WJIA THAPOKCHIIOM HATPHSI.

[160] B HekoTOpBHIX BapHaHTaX peajm3anuu (papmManeBTUYECKas KOMIIO3ULUSI CONEPKHUT OT
OKOJI0 5 Mr/Mi 10 okoio 250 mr/mn coequHenust popmyiibl (I) MM €ero U30TOMHOTO BapUaHTA,
TayToMepa, (papMaleBTUYECKH NPUEMIIEMON COJIM, COJbBaTa WM THApaTa. B HEKOTOpPBIX
BapHUaHTaxX peann3auuu (papMmareBTudeckass KOMIO3HMLHUSA COAEPXKHUT OT Okoyo 10 mr/miu mo
okojo 50 wmr/mn coenunenust ¢opmynsl (I) uaM ero W30TOMHOrO BapHaHTA, TayTOMEpa,
(bapManeBTHUECKH TPUEMIIEMOH COJIH, COJIbBATA HMJIM THIIPATa.

[161] B HekoTOpBHIX BapHaHTaxX peaju3anuu (papmManeBTUYECKas KOMIIO3ULHS COIAEPIKHUT OT
okoJio 20 mMr/mn o okono 40 mr/mn coequHeHust popmybl (I) MM €ro U30TOMHOTO BapUaHTA,
TayToMepa, (papmaneBTHUECKH NpHUEMIIEMON COJIM, COJbBaTa WMJIM THApaTa. B HEKOTOpBIX
BapUaHTax peanu3auud papmaneBTHYeCKass KOMIIO3ULUS COAEPKUT okoso 10 mr/mi, okomso 15
Mr/mi1, okoJio 20 Mr/mii, okosto 25 mr/mut uiu okodio 30 mr/mi coeaunenus popmyisl (I) nnm ero
W30TOITHOTO BapUaHTa, TayToMmepa, (apMaleBTUYeCKHd NPHEMJIEMOH COJH, COJbBaTa WM
ruzpara.

[162] B HexoTOpbIX BapHaHTaxX peann3aluu (papmaueBTH4YeCKas KOMIIO3ULIUS CTaOUIIbHA OKOJIO
1o 24 wmecsueB npu temmeparype ot okono -20 °C go 8 °C. B HeEKOTOphIX BapHaHTax
peanmm3anyu papManeBTUYECKass KOMITIO3ULMS CTaOWIbHA B TEUEHHE Nepuoja OT Okojo 12 nmo
oKkoo 24 wmecsiueB mpu TemrepaTrype okono -20 °C. B HEKOTOpbIX BapHaHTax peau3aliu
bapmaneBTHIECKAasT KOMIIO3ULIUS COAEPKUT OKoJio 20 mr/mi coenuHenus: popmyiel (1) umm ero
W30TOMHOTO BAapHaHTa, TayToMepa, (papMameBTUYECKH TNPHEMJIEMOH COJIM, CONIbBaTa MIIU
ruzpara.

[163] B HexoTOpbIX BapHaHTax peannu3auuu GpapManeBTHIecKass KOMIO3HLUS CTaOMIIbHA OKOJIO
1o 24 wmecsueB npu temneparype ot okono -20 °C go 8 °C. B HEKOTOpBIX BapHaHTax
peanm3anuu papManeBTUYeCcKass KOMIIO3ULMS CTaOWIbHA B TEUEHHE Iepuoja OT okojo 12 nmo
OKOJIO 24 MecsueB mpu Temieparype okojio -20 °C mpu XpaHeHMHU B BHAE KHIKOCTU. B

HEKOTOPBIX BapHaHTAaX peanu3anuu papMaleBTHUeckass KOMIO3UIUS XPAHUTCS B KOHTEHHepe,
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HEYYBCTBUTEIBPHOM K pH. B HEKOTOpBIX BapHaHTax peanu3aluy HEYyBCTBUTENbHBIM K pH
KOHTEHHEpP COCTOMT HU3 CTEKJa WIM IUIACTHMKA. B HEKOTOpBIX BapuaHTax peanu3auuu
bapmarieBTHUECKas] KOMITO3ULMS CTA0MIIbHA OKOJIO 10 24 MecsALeB NP TeMIepaType OT OKOJIO -
20 °C no 8 °C mpu xXpaHeHUU B BUAE JKUAKOCTU B HEUyBCTBUTENbHOM K pH koHTelinepe. B
HEKOTOPbIX BapHUaHTaX peanu3auuy (apManeBTHYeCKass KOMIO3UIMs CTaOWiIbHA B TEYECHUE
nepuoja oT okoso 12 no okono 24 mecsues npu temneparype okojo -20 °C npu XpaHeHUU B
BUJIE )KMJIKOCTH B KOHTEHHEpe, HeuyBCTBUTENbHOM K pH. B HekoTOpBIX BapuaHTax peanusanuu
(apmaneBTHUECKas] KOMIO3HLUS CTAOUJIbHA B TEUEHHE OKOJIO A0 24 MecsLeB MPH TeMIlepaType
ot okouo -20 °C no 8 °C npu xpaHeHUH B BUE *KUAKOCTH, uMeroiel pH ot okono 2,5 1o okono
11,0. B HekoTOpbIX BapuaHTaxX peajau3aluu (papMaleBTUYECKas KOMIIO3ULMs CTaOWIbHA B
TedeHHe rnepuona oT okojo 12 no okono 24 mecsuesB npu temneparype okojo -20 °C mpu
XpaHeHuu B BuAe xuakocty, umeromen pH or okono 2,5 mo okono 11,0. B nHexoTopbx
BapHUaHTax peann3anui (papMaleBTHIECKass KOMITO3ULHs CTaOUJIbHA OKOJIO 10 24 MecsLeB Npu
teMmriiepatype ot okoJio -20 °C no 8 °C mpu xpaHeHuu B Buze xkuakoctu ¢ pH ot okono 2,5 no
okono 11,0 B HeuyBcTBUTENBPHOM K pPH KOHTEeHHepe. B HEKOTOPBIX BapHaHTax pealn3aluu
(dapmaneBTHUECKass KOMIO3UIMsS CTaOWIbHA B TE€YEHHE Tepuoma oT okoyio 12 mo okono 24
MecsLeB Mpu Temrepatype okono -20 °C mpu XpaHeHUH B BUAE KUAKOCTH, umeromeit pH ot
0ko0J10 2,5 1o okouso 11,0, B HeuyBcTBUTENBHOM K pH KOHTElHEDE.

[164] B HEKOTOpBIX BapuaHTaX peajH3alMy Ui JIeYeHUs, NPOPHIAKTUKN WIN OOJerdeHus
OJTHOTO WJIM HECKOJIBKUX CHMIITOMOB PacCTPOUCTB, 3a00JI€BaHUI UM COCTOSIHUH, OMMUCAHHBIX B
HACTOSIIEM JOKYMEHTE, COOTBETCTBYIOIIUIT YPOBEHb AO3UPOBKHU coepnHeHus: Gopmydsl (I) nmm
M30TOITHOTO BapHaHTa;, WM ero GpapMaleBTUYeCKH MPUEMIIEMOH COJIH, COJbBATa, MMApPATa UM
NPOJIeKAPCTBA OOBIYHO HAXOAUTCS B IHana3oHe or okojio 1 1o 8000 mr, ot okoso 10 1o okoio
2000 mr, ot okojo 100 go okomo 800 mr, ot okoyio 200 mo okono 600 mr, ot okojo 1000 go
okoJ10 2000 mr uiu ot okoJio 600 10 okosio 800 Mr, KOTOPbIE MOKHO BBOJIUTH B BUJI€ OJTHOW WJIU
HECKOJIbKUX 703. B HEKOTOphIX BapwaHTax peajgm3auuu coeauHenue Qopmynsl (1) wmm
W30TOMHBIA BapUAHT, WU €ro (apMaleBTUYECKH NpUeMIIeMas COJib, COJbBAT, THAPAT WU
MPOJIEKaPCTBO BBOASAT B KonmuecTBe okouio 1, 5, 10, 15, 20, 25, 30, 35, 40, 45, 50, 55, 60, 65, 70,
75, 80, 85, 90, 95, 100, 105, 110, 115, 120, 125, 130, 135, 140, 145, 150, 155, 160, 165, 170,
175, 180, 185, 190, 195, 200, 225, 250, 275, 300, 325, 350, 375, 400, 425, 450, 475, 500, 525,
550, 575, 600, 625, 650, 675, 700, 725, 750, 775, 800, 825, 850, 875, 900, 925, 950, 975, 1000,
1100, 1200, 1300, 1400, 1500, 1600, 1700, 1800, 1900, 2000 2500, 3000, 3500, 4000, 4500,
5000, 5500, 6000, 6500, 7000, 7500 uau 8000 mr. B HEKOTOpPBIX BapuaHTax peaau3aluu
coenuHenne (opmyibl (I) WM U30TOMHBIN BapuaHT, WU ero (apMaleBTHYECKHU MpUeMiieMast

COJIb, COJIBBAT, TUAPAT WM MPOJIEKAPCTBO BBOAAT B KoaudecTse Ookoso 10 mr, okono 2000 wr,
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okoJ10 600 Mr mu okojo 2000 Mr. B HEKOTOPBIX BapHaHTax peayn3aliy CoequHeHne HOpMyIIbl
(I) mnm M30TONHBIN BapuaHT, WK €ro (papMaleBTUYECKH NMPUEMIIEMYIO COJIb, COJIBBAT, THIPAT
WUJIM TIPOJIEKAPCTBO BBOIAT B KOJMWYECTBE OKOIO 600 Mr. B HEKOTOPBIX BapuUaHTax pean3aluu
coennHenue Gopmyibl (I) Wim M30TOMHBIN BapuaHT, WU €ro (papMaleBTUYECKH MPHEMIIEMYIO
COJIb, COJIbBAT, TUAPAT WM IPOJIEKAPCTBO BBOAAT B KoynuecTBe Okojio 700 mr. B HekOTOpbIX
BapUaHTaxX peanuzauuu coenuHeHne (opmynbl (I) wIM ero M30TONHBIM BAaPHAHT, WM €ro
(apMaleBTHUECKH MPUEMIIEMYIO COJIb, COJBBAT, THAPAT WU MPOJEKAPCTBO BBOAST B
konuvecTBe okosio 800 mMr. B HEKOTOPBIX BapuaHTax peanusaunu coeauneHue Gopmyssl (1) umm
€r0 M30TOIHBIN BapUaHT, WIH ero (papMaueBTUYeCKU MPUEMIIEMYIO COJIb, COJIbBAT, THAPAT WU
MIPOJIEKAPCTBO BBOIAT B KojudecTBe OKOiO 900 mr. B HEKOTOpBIX BapuaHTax peanusalnuu
coenuHenne ¢opmynbl (I) WaM ero W3OTOMHBIN BapwaHT, WIH ero (apMareBTUYECKH
MIPUEMJIEMYIO COJIb, COJIBBAT, TUAPAT UJIU MPOJIEKAPCTBO BBOAAT B KoaudecTse okono 1000 mr. B
HEKOTOPBIX BapUAHTAX peanu3anuu coequaenne Gopmybl (I) nnm ero M30TONHBINA BapHAHT;, HIIH
ero (hapMaueBTUYECKH MPUEMIIEMYIO COJIb, COJIbBAT, TMAPAT WM IPOJEKAPCTBO BBOIST B
kongecTBe okosio 2000 Mr.B HekoTOpBIX BapHaHTax peanuzauuu coeauHeHue popmyisr (1) mmm
W30TONHBII BapUaHT, WU €ro (apMaleBTHYeCKH NpuUemMiieMasl COJb, COJIbBAT, TUApAT WU
MPOJIEKapCTBO BBOASAT B KoiuvecTse okouo 1, 5, 10, 15, 20, 25, 30, 35, 40, 45, 50, 55, 60, 65, 70,
75, 80, 85, 90, 95, 100, 105, 110, 115, 120, 125, 130, 135, 140, 145, 150, 155, 160, 165, 170,
175, 180, 185, 190, 195, 200, 225, 250, 275, 300, 325, 350, 375, 400, 425, 450, 475, 500, 525,
550, 575, 600, 625, 650, 675, 700, 725, 750, 775, 800, 825, 850, 875, 900, 925, 950, 975, 1000,
1100, 1200, 1300, 1400, 1500, 1600, 1700, 1800, 1900, 2000 2500, 3000, 3500, 4000, 4500,
5000, 5500, 6000, 6500, 7000, 7500, umu 8000 Mr /cyTku. B HEKOTOpPBIX BapUaHTaxX peaqu3alun
coenuHenue Gopmyiibl (I) Wi M30TOMHBIN BapUAHT, UM €ro (HapMaLEBTUYECKU MPHEMIIEMYIO
COJIb, COJIbBAT, THUAPAT WJIM TMPOJIEKAPCTBO BBOIAT B KojudecTBe Okono 10 mr/cytku. B
HEKOTOPBIX BapUAHTaX peanu3anuu coequaenue Gopmyinl (I) iy M30TOMHBIA BApUAHT; UM €TI0
(apMaleBTHUECKH TPUEMJIEMYIO COJIb, COJIbBAT, THIPAT WM MPOJIEKAPCTBO BBOIAT B
KOJINYECTBE OKOJIO 15 Mr/cyTku. B HEKOTOPBIX BapHaHTaX peaju3aldd COeNMHEHHE (POPMYJIbI
(I) mm M30TONHBIN BapUaHT; WM ero (papMalleBTUYECKH MPHUEMIIEMYIO COJb, COJBBAT, THAPAT
WIA TIPOJIEKAPCTBO BBOAAT B KoJMuecTBe OKoio 20 Mr/cyTkn. B HEKOTOpBIX BapuaHTax
peanusauuu coenuHeHue Gopmynel (I) WM W30TOMHBIA BapHAHT, WIH ero (papMaleBTHYECKH
MPUEMJIEMYIO COJIb, COJIbBAT, TMAPAT WJIH MPOJIEKAPCTBO BBOJAT B KOJMYECTBE OKOJO 25
Mr/cyTkn. B HekoTOpbIX BapuaHTax peanm3anuu coenuHeHue ¢opmynsl (I) uam U30TONHBIHN
BApUAHT, WIN €ro (GpapMaleBTHYECKH NPUEMIIEMYIO COJIb, COJbBAT, TMAPAT HJIU IMPOJIEKAPCTBO
BBOJSIT B KoyimyecTBe OKOJIO 30 MI/CyTku. B HEKOTOpPBIX BapHaHTaX peaiu3aliid COCTUHEHHE

¢dbopmysl (I) wiIM U30TOMHBIN BapUAHT, WK €ro (hapMaleBTHUECKH MPUEMIIEMYIO COJIb, COJIbBAT,
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THIPAT WM MPOJEKAPCTBO BBOIAT B KOJMYECTBE OKOJO 35 MI/CYTKH. B HEKOTOpPBIX BapuaHTax
peanuzauuu coenuHeHue Gopmyiel (I) Wi M30TOMHBIA BapHAHT, WIH ero (papMaleBTHUYESCKH
NPUEMJIEMYIO COJb, COJIbBAT, TMAPAT WM MPOJEKApCTBO BBOASAT B KoiudecTBe Okosno 40
Mmr/cyTku. B HekoTOpbIX BapuaHTax peanuzauuu coenuHeHue Qgopmyunsl (I) uam U30TONHBIN
BApUAHT, WIN €ro (apMaleBTUUECKH MPUEMIIEMYIO COJIb, COJbBAT, TUAPAT WM MPOJIEKAPCTBO
BBOIST B KOJIMYECTBE OKOJIO 45 Mr/cyTku. B HEKOTOpBIX BapHaHTaxX peajn3alud COCTUHEHUE
¢dopmybl (I) MK M30TOMHBIN BAPUAHT;, HITH €r0 (hapMaLeBTHUECKH MPUEMIIEMYIO COJIb, COJIBBAT,
THIPAT WM MPOJEKAPCTBO BBOIST B KOJMYECTBE OKOJO 50 MI/CyTKu. B HEKOTOpBIX BapuaHTax
peanuzauuu coenuHenue Gopmynsl (I) UM U30TOMHBIA BapUAHT, WK €ro (GapManeBTUYECKU
MPUEMJIEMYIO COJIb, COJIbBAT, TMIPAT WM MPOJEKAPCTBO BBOAST B KOJMYeCTBEe OKoio 100
MI/CyTKH. B HEKOTOpBIX BapuaHTax peanusalmu coenuHeHue ¢dopmyisl (I) miam U30TONMHBIN
BAPUAHT, WIN €ro (papMaleBTHYECKH MPUEMIIEMYIO COJIb, COJIBBAT, THAPAT HIIU MPOJIEKAPCTBO
BBOJSIT B KOJIM4eCTBe OKOJIO 150 mMr/cyTku. B HEKOTOpBIX BapuaHTax peau3allid COCTUHEHHE
dbopmybl (I) WM U30TOMHBIN BApUAHT, WK €ro (apMaleBTHUECKU MPUEMIIEMYIO COJIb, COJTBBAT,
THIpPAT WIN MPOJIEKAPCTBO BBOAAT B KOoMuuecTBe 0KoJ0 200 Mr/cyTku. B HEKOTOpPBIX BapuaHTax
peanuzauuu coenuHeHue Gopmynsl (I) WM W30TOMHBIA BapHAHT, WIH ero (papMaleBTHYECKH
MIPUEMJIEMYIO COJIb, COJIBBAT, TMAPAT WJIM MPOJEKAPCTBO BBOAST B KOJIMYeCTBE OKoio 300
Mmr/cyTkn. B HekoTOpbIX BapmaHTax peanmzauuu coenuHeHue (Gopmynbl (I) wimm U30TONMHBIN
BApUAHT, WIN €ro (papMaleBTUYECKH NPUEMIIEMYIO COJb, COJNbBAT, TMAPAT WJIHU IMPOJIEKAPCTBO
BBOJST B KosindecTBe Okojo 400 mr/cyTku. B HEKOTOpBIX BapuaHTax peaju3aldi COCTUHEHHE
¢dopmyel (I) nam U30TONHBIN BapHAHT, UM €ro (apMalleBTUUECKH TPUEMIIEMYIO COJIb, COJIbBAT,
THAPAT WIK MPOJIEKAPCTBO BBOIAT B Kojm4ecTBe okoso 500 mr/cyTku. B HEKOTOpBIX BapuaHTax
peanusauuu coenuHenue Gopmynsl (I) WM M30TOMHBIN BAPUAHT, WK €ro (papMaleBTHYECKH
MPUEMJIEMYIO COJIb, COJIbBAT, TMAPAT WM MPOJEKAPCTBO BBOAST B KOJIMYECTBE OKOjo 600
Mr/cyTkn. B HekoTOpbIX BapuaHTax peanm3aumuu coenuHeHue (Gopmynsl (I) uam U30TONHBIHN
BApUAHT, WM ero (apMaleBTHYECKU MPHEMJIeMasi COJb, COJIbBAT, THIPAT WM IMPOJIEKAPCTBO
BBOJST B KoindecTBe Okojio 700 mr/cyTku. B HEKOTOpBIX BapuaHTaX peau3allid COeTUHEHHE
¢dbopmybl (1) WM U30TOMHBIN BapUAHT, WK ero (apMaleBTHUECKU MPUEMIIEMYIO COJIb, COJTBBAT,
THIpPAT WIN MPOJIEKAPCTBO BBOAAT B KoMuuecTBe 0kojio 800 Mr/cyTku. B HEKOTOPBIX BapuaHTax
peanusauuu coenuHeHue Gopmynel (I) WM W30TOMHBIA BapHAHT, WIH ero (papMaleBTHYECKH
MPUEMJIEMYIO COJIb, COJIbBAT, TMAPAT WM MPOJNEKAPCTBO BBOASAT B KOJHYECTBE OKOJOo 900
mr/cyTkn. B HekoTopbIX BapmaHTax peanm3anmuu coenuHeHue Qgopmynsl (I) uam U30TONHBIHN
BApUAHT, WIN €ro (GpapMaleBTHYECKH NPUEMIIEMYIO COJIb, COJbBAT, TMAPAT HJIU IMPOJIEKAPCTBO
BBOJST B KojmuecTBe 0koyio 1 000 mr/cyTku. B HEKOTOPBIX BapHaHTaX peau3alii COeIUHEHUE

¢dbopmysl (I) wiIM U30TOMHBIN BapUAHT, WK €ro (apMalleBTHUECKU TPUEMIIEMYIO COJIb, COJTBBAT,
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THIPAT WU MTPOJEKAPCTBO BBOIAT B KOJHUYECTBE OKOJIO 2 000 Mr/cyTKu.

[165] [lns mepopanbHOTO BBENEHUs Npeasiaraemble 37ech (hapMaleBTUYECKHE KOMITO3ULUH
MOTyT OBbITh COCTABJIEHbI B BHJI€ TBEPAOH JIeKapCTBEHHOH Gopmbl, conepskarueii ot okojo 1,0 no
okojo 1500 mMr mmm ot okono 1,0 mo okomo 1000 mr coenunenus ¢opmynsl (I) wnmm ero
W30TOITHOTO BapUaHTA, WK €ro GpapMaleBTUYeCKU MPUEMIIEMOI COJIM, CONbBAaTa, TUAPATa HIIH
MIPOJIEKApCTBAa B OAHOM BapuaHTe OKoso 1, okono 5, okono 10, okono 15, okono 20, okono 25,
okoio 50, okoyio 75, okono 100, oxomo 150, okomo 200, oxono 250, okomo 300, oxono 350,
okoJ0 400, okomo 450, okoio 500, okosno 600, okosno 700, okoso 800, okoso 900, u okojyo 1000
Mr coenuHeHuss ¢opmysbl () MM HM30TOMHOrO BapuaHTa, WU ero (apMaleBTHYECKH
NpUeMJIeMONH COJb, COJIbBaTa, TIHUApaTa WM IPOJIEKapCTBAa MAJd  CHUMIITOMAaTUYECKOM
KOPPEKTUPOBKH TO3UPOBKH JIJIsI MALIUEHTA, MOAJIEXKAIEro JEUEHHIO.

[166] i mepopanbHOrO BBEACHUS (apMaLEBTHUECKHE KOMITO3UIMH, NPEACTABJICHHBbIE B
HACTOSIIEM JIOKYMEHTE, MOTYT OBITh NPUTOTOBJIEHBI B TBEPAOH JIEKAPCTBEHHOH (opme,
coxepskameit okono 1, 5, 10, 15, 20, 25, 30, 35, 40, 45, 50, 55, 60, 65, 70, 75, 80, 85, 90, 95,
100, 105, 110, 115, 120, 125, 130, 135, 140, 145, 150, 155, 160, 165, 170, 175, 180, 185, 190,
195, 200, 225, 250, 275, 300, 325, 350, 375, 400, 425, 450, 475, 500, 525, 550, 575, 600, 625,
650, 675, 700, 725, 750, 775, 800, 825, 850, 875, 900, 925, 950, 975, 1000, 1100, 1200, 1300,
1400, wuma 1500 coenunenust ¢opmynael (I) WM M30TOMHOrO BapuUaHTa, WIH €ro
dapMareBTHUECKH MPUEMIIEMOHM COJIM, COJIbBaTa, TMApaTa WM IpoJieKapcTBa. B HEKOTOPBIX
BapHaHTaX peajlu3alyl TBepaas JeKapcTBeHHas (opma mpencrasisier coboi Tadnerky. B
HEKOTOPbIX BapHAHTAX pealn3alliyl TBepHAas JIeKapCTBeHHas (opMa NpencTaBisieT coOoi
Kancyny uin tabieTky. B HEKOTOpBIX BapHaHTax peanu3aliy TBepAas JEeKapCTBEHHas (Gopma
npeacrasisier coOoi MOpoImoK. B HEKOTOPBIX BapHaHTaxX peaj3aliy TBEpAas JeKapCTBEHHAs
dbopma mpencrasisier COOOH rpaHyJIsIT.

[167] B HEKOTOPhIX BapHaHTax peanu3anuu bapmarieBTHYECKHE KOMITO3ULIMH,
NPEACTABICHHbIC B HACTOSIIEM JTOKYMEHTE, MOTYT ObITh COCTABJIEHBI B TBEPJIOH JIEKAPCTBEHHON
dopme, comepskamern okosio 50 mr coemuHenus popmyiel (I) WM U30TOMHOTrO BapUaHTA;, WU
ero apMaleBTHYECKH PUEMIIEMON COJIM, COJbBATA, THAPATA WM MPOJieKapcTBa. B HEKOTOPBIX
BapHaHTax peann3auuu (apMaleBTUYECKHEe KOMIIO3HLUHN, TPEACTABICHHBIE B HACTOSIIEM
JOKYMEHTE, MOTYT OBITh COCTaBJICHBI B TBEPIOU JIeKapCTBEHHOU (hopMe, CoIepsKalieid OKOJIO
100 mr coemmuenust ¢opmynsl (I) wnm HM30TONMHOrO BapuaHTa;, WM €ro (PapMaleBTUYECKU
IIpUEMJIEMON COJH, COJIbBATA, TUAPATA WK MpoJiekapcTBa. B HEKOTOPBIX BapHaHTaxX pealu3alyu
(dapmareBTHUECKHE KOMIIO3HMLIUH, IMPEIACTABICHHbIE B HACTOSIIEM IOKYMEHTE, MOIYT OBITh
COCTaBJIEHbl B TBEpPAOW JIEKapCTBEHHOH (opme, comepskaiieii okojo 150 Mr coemuHeHUs

¢dopmynbl (I) wim W30TOMHOrO BapwaHTta, WM ero (apMaleBTHUYECKH MPUEMIIEMOH COJIH,
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colbBaTa, TruApara WJIM  IpoJieKapcTBa. B HEKOTOpPBIX  BapuaHTax  pealn3auuu
(dapmaneBTHUECKUE KOMIIO3UIIMH, MPEICTABICHHbIE B HACTOSIIEM JOKYMEHTE, MOTYT OBbITh
COCTaBJIEHbl B TBEPAOW JIEKAPCTBEHHOH (¢opme, comepskamieil okoso 200 Mr CoeauHEHHS
¢dopmynbl (I) wim W30TOMHOrO BapwaHTta, WM ero (apMaleBTHUYECKH MPUEMIIEMOIN COJIH,
coilpBaTa, ruapaTa WM [pOJeKapcTBa. B HEKOTOpBIX  BapHaHTax  pealu3aluu
(apMarieBTHYECKHEe KOMIIO3HMLIUHU, MPEACTABJICHHbIE B HACTOSINEM IOKYMEHTE, MOTyT OBITh
COCTaBJIEHbI B TBEPAOW JIEKAPCTBEHHOH (opme, comepskaineil okojgo 250 Mr CoequHEeHWsI
dbopmynbl (I) WM WU30TOMHOrO BapwaHTa, WM ero (apMalEeBTHUYECKH MPUEMIIEMON COJIH,
compBaTa, TIuApata WJIM  IpoJieKapcTBa. B HEKOTOpPBIX  BapuaHTax  pealu3aluu
(hapMalieBTHUECKUE KOMIIO3UIIMH, MPEICTaBJICHHbIE B HACTOSINEM JOKYMEHTE, MOTYT OBbITh
COCTaBJIEeHbI B TBEPAOW JIeKapCTBEHHOH (¢opme, comepskaiieit okojo 300 Mr coeauHeHWs
dopmynbl (I) WM W30TOMHOrO BapwiaHTa, WM ero (apMaleBTHYECKH MPUEMIIEMON COJIH,
colbBaTa, TIuApaTa WIM  MpoJNeKapcTBa. B HEKOTOpPBIX  BapHaHTax  pealn3aluu
(apMalieBTHUECKUE KOMIIO3UIINH, MPEICTABJICHHbIE B HACTOSIIEM JOKYMEHTE, MOTYT OBITh
COCTaBJIeHbI B TBEpPAOW JIEKapCTBEHHOH (¢opme, comepskamieit okojo 400 Mr coeauHEeHHs
¢dopmynbl () wiM WU30TOMHOrO BapwiaHTa, WM ero (hapMalEeBTUYECKU MPUEMIIEMOW COJIH,
COJIbBATa, TUAPATA WU IPOJIEKAPCTBA.

[168] [lns mepopanbHOTO BBENEHHs INpenjaraeMble 37eCh (apMaleBTHUECKHE KOMITO3ULMU
MOTYT OBITh COCTaBJIeHBI B (hopme TabneTok, conepxkamux oT okosio 1,0 1o okojo 1500 Mr wm
ot okoso 1,0 no okono 1000 mr coenunenust popmyssl (I) wim ero U30TONMHOrO BapUAHTA; WU
ero (hapManeBTUUECKH NPHEMJIEMOH COJM, CONbBAaTa, TMApAaTa WIM TPOJIEKAPCTBA B OIHOM
BapuaHTe, okoio 1, okono 5, okoso 10, okono 15, okono 20, okono 25, okoso 50, okono 75,
okosio 100, okomo 150, okono 200, okono 250, okono 300, okono 350, okojyo 400, okomno 450,
okono 500, okoyio 600, okono 700, okxomo 800, oxoso 900, m okojmo 1000 Mr coemuHEHHS
dopmynbl (I) WM WU30TOMHOrO BapwiaHTa, WM ero (apMalEBTHYECKH MPUEMIIEMON COJIH,
COJIbBATA, TUAPATA WU MPOJEKAPCTBA AJIs1 CUMITOMATHYECKONH KOPPEKTUPOBKHU JTO3UPOBKU JIs
MALHUEHTa, NOJIEXKAILErO JIEYEHUIO.

[169] i mepopanbHOTO BBeNEHHUS (hapMaLeBTHUECKHE KOMITO3UIMH, MPEICTABICHHBIC B
HACTOSIIEM JOKYMEHTE, MOTYT ObITh MPUIOTOBJIEHBI B (hopMe TabJETOK, Comepskaux OKoJo 1,
5, 10, 15, 20, 25, 30, 35, 40, 45, 50, 55, 60, 65, 70, 75, 80, 85, 90, 95, 100, 105, 110, 115, 120,
125, 130, 135, 140, 145, 150, 155, 160, 165, 170, 175, 180, 185, 190, 195, 200, 225, 250, 275,
300, 325, 350, 375, 400, 425, 450, 475, 500, 525, 550, 575, 600, 625, 650, 675, 700, 725, 750,
775, 800, 825, 850, 875, 900, 925, 950, 975, 1000, 1100, 1200, 1300, 1400, umu 1500
coenuHeHust Gpopmyisl (1) WM U30TOMHOrO BapHaHTa, WIK €ro (papMaleBTHIECKH MPUEMIIEMOM

COJik, COJibBAaTa, ruipata Ujiu MpoJICKapCTBa.
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[170] B HEKOTOPhIX BapuaHTax peann3anuu bapmaneBTHUECKHE KOMIIO3UILIMH,
NPEACTaBJICHHbIE B HACTOSIIEM JOKYMEHTE, MOIYT OBITh COCTaBJieHbI B (opme TabJIeToK,
comepxamux okojo 50 mr coemuHeHus (opmyibl (I) MIM M30TOMHOrO BapuUaHTA, WM €ro
dapmMareBTHUECKH MPUEMIIEMOM COJIM, COJIbBaTa, T'MApaTa WM IpOJieKapcTBa. B HEKOTOPBIX
BapUaHTaX peanu3aluy (papMaLeBTUYECKUe KOMIO3ULMH, IPENCTABICHHBIE B HACTOSLIEM
IOKYMEHTe, MOTyT OBITb COCTaBjieHbl B (opme TaOneTok, comepkamux okono 100 wmr
coenuHenus: popmyJel (1) UM U30TOMHOrO BapHaHTa, UK €ro (hapMaleBTHUECKU MPUEMIIEMOMN
COJIM, COJIbBaTa, THApaTa WJIM TMPOJEKapCTBA. B HEKOTOPBIX BapUaHTaX peaTH3aluu
(apMaeBTHUECKHE KOMIIO3HMLIUH, MPEIACTABJICHHbIE B HACTOSILIEM IOKYMEHTE, MOIYT OBITh
cocTtaByieHbl B (popme Tabnerok, comepikaummx okojio 150 mr coemmuenust ¢opmynsl (I) wmm
M30TOIMHOT'O BapUAHTA;, WM ero (papMaLeBTHUECKH MPHUEMJIEMOI COH, COJbBATa, THApPATa MU
npoJiekapcTBa. B HEKOTOpPHIX BapHaHTaX peanu3auud (papManeBTUYECKHe KOMITO3HIIHH,
NPEACTABJICHHbIE B HACTOSIIEM IOKYMEHTE, MOTYT OBITh COCTaBJieHBI B (opme TabJIeToK,
comepxamux okono 200 mr coeamneHust ¢opmynsl (I) MM U30TOMHOTO BapHaHTA, WJIH €ro
dapManeBTHUECKH MPUEMIIEMOHM COJIHM, COJIbBATa, TMApATa WM NPOJIEKapCcTBA. B HEKOTOPBIX
BapUaHTax peanu3auuu (papMaleBTUYECKHEe KOMIIO3MLUHN, TPEACTABICHHbIE B HACTOSIIEM
OOKYMEHTEe, MOTYT OBITb COCTaBJieHbI B ¢opme TabJNeTOK, comepkammx Okoyso 250 wmr
coenuHeHus1 popmysl (1) WM H30TOMHOrO BapHaHTa, WK €ro (papMaleBTHIECKH MPUEMIIEMOM
COJIM, COJbBaTa, THUApaTa WM TMpojieKapcTBa. B HEKOTOPBIX BapHaHTaxX pealu3aLuu
(dapmMarieBTHUECKHE KOMIIO3HMLIUH, IPEICTABJIEHHbIE B HACTOSIIEM IOKYMEHTE, MOIYT OBITh
coctaByieHbl B (popme Tabnerok, comepxamux okojo 300 mr coemnunenus: ¢popmyibl (1) wiu
M30TOITHOTO BapHaHTa;, WM ero GpapMaleBTUYeCKH MPUEMIIEMOH COJIH, COJbBATa, MMApPATa UM
NpoJieKapcTBa. B HEKOTOpPBIX BapHaHTaX peanuzauud (papmMaueBTUYeCKUe KOMITO3HIIHH,
NPEACTABJICHHbIE B HACTOSILIEM IOKYMEHTE, MOTrYT OBbITb COCTaBJIeHbl B (opme TabNeToK,
comepxamux okoso 400 mr coemmHeHusi ¢popmynbl (I) MM WU30TOMHOTO BapUaHTA;, WU €ro
(apMareBTHUECKH MPUEMIIEMOH COJIH, COJIbBATA, THAPATA HITU MPOJIEKAPCTBA.

[171] i mepopanbHOTO BBENEHUS (hapMaleBTHUECKHE KOMITO3UIMH, MPEICTABICHHBIC B
HACTOSIIEM JIOKYMEHTE, MOTYT OBITb COCTaBJIEHBI B (hOpMe JKHIKOCTH (Hampumep, pacTBopa,
CYCIIEH3WH WM CHPOIMa), comepskameir ot okono 1,0 mo okomo 1500 mr wim ot okono 1,0 mo
okono 1000 wmr coemuHenus ¢opmynael (I) wiIM  HM30TOMHOrO BapWaHTa, WIH €ro
(apmMareBTHUECKH MPUEMIIEMOH COJIM, COJIbBATA, TUAIPATA WM MPOJIEKAPCTBA, B OTHOM BapHAHTE
OCyIIeCTBJIEHUs OKoJO 1, okoso 5, okosio 10, okono 15, okono 20, okono 25, okono 50, okono
75, okono 100, oxono 150, okono 200, okono 250, okosno 300, okono 350, okono 400, okono
450, okosio 500, okono 600, okono 700, okosio 800, okono 900, u okono 1000 Mr coenuHeHUs

¢dopmynbl (I) wim W30TOMHOrO BapwaHTta, WM ero (apMaleBTHUYECKH MPUEMIIEMOH COJIH,
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COJIbBATA, TU/IPATA WIIM MPOJIEKAPCTBA ISl CUMITOMATHYECKOW KOPPEKTUPOBKH AO3UPOBKU JIS
MALMEHTA, TOJIEXKALIETO JICYEHUIO.

[172] [na mepopanbHOrO BBeneHUs (apMaleBTHUECKHE KOMITO3UIMH, IPEICTABICHHBIE B
HACTOSIIEM JIOKYMEHTE, MOTYT OBITb COCTaBJIeHBI B (hOpMe >KMAKOCTU (Hampumep, pacTBopa,
CYCIIEH3WH WJIM CUPOIa), coaeprxkaluei okojo 1, 5, 10, 15, 20, 25, 30, 35, 40, 45, 50, 55, 60, 65,
70, 75, 80, 85, 90, 95, 100, 105, 110, 115, 120, 125, 130, 135, 140, 145, 150, 155, 160, 165, 170,
175, 180, 185, 190, 195, 200, 225, 250, 275, 300, 325, 350, 375, 400, 425, 450, 475, 500, 525,
550, 575, 600, 625, 650, 675, 700, 725, 750, 775, 800, 825, 850, 875, 900, 925, 950, 975, 1000,
1100, 1200, 1300, 1400, umu 1500 coenunenus ¢popmyds! (I) WM U30TOMHOTO BapHAHTA;, MU
ero (hapmMaLeBTHYECKH PUEMIIEMON COJIH, COJIbBATA, TUAPATA WIIH NPOJIEKAPCTBA.

[173] B HEKOTOPhIX BapHaHTax peanu3anun dapmareBTHIECKHE KOMITO3HULIMH,
NPEACTABJICHHbIE B HACTOSLIEM JOKYMEHTE, MOTYT OBbITb COCTaBJIEHBI B (pOpMe SKHUAKOCTH
(HampuMmep, pacTBOpa, CYCHEH3WH WM CUpPOMNA), coaepskameid okoyno 50 Mr coeauHeHWHs
dopmynbl () wiM W30TOMHOrO BapwaHTa, WM ero (apMaleBTHUYECKH MPUEMIIEMON COJIH,
coibBaTa, THApaTa WIM TPOJEKapcTBa. B HEKOTOPBIX  BapHaHTaX  pealn3aluu
dapmareBTHUECKHE KOMIIO3HMLIUHM, MPEIACTABICHHbIE B HACTOSINEM IOKYMEHTE, MOIYT OBITh
coCTaBJIeHBI B (hOpMe KHIKOCTH (HAaIpUMep, pacTBOpPa, CYCHEH3UH WM CHPOIIA), COAepIKalleit
okoisio 100 mr coenunenus: popmysl (I) WM U30TOMHOTO BapuaHTa;, WK €ro (papMareBTHIECKH
IPUEMJIEMOM COJIH, COJIbBATA, THApPATA WU MPOJIeKapcTBa. B HEKOTOPBIX BapHaHTax pealu3aluu
(dapmMarieBTHUECKHE KOMIIO3HMLIUH, IPEICTABJIEHHbIE B HACTOSIIEM IOKYMEHTE, MOIYT OBITh
COCTaBJICHBI B ()OPME KHIKOCTH (HANpPHMeEp, PacTBOpa, CYCIIEH3MH WM CHPOIIA), COepIKallen
okono 150 mr coenuHenust popmyJisl (1) WM H30TOMHOTO BapHaHTA; UM ero (papMaleBTHIECKH
NPUEMJIEMOM COJTH, COJIbBATA, THAPATA HJIH MPOJIEKApCTBA. B HEKOTOPBIX BapHaHTaX pealn3aluu
(apManieBTHUECKHEe KOMIIO3HMLIWYU, MPEACTABICHHbIE B HACTOSIIEM IOKYMEHTE, MOTYT OBITh
COCTaBJIEHBI B (hOpMe KHIKOCTH (HApUMep, pacTBOpPa, CYCHEH3UH WJIM CHPOIIA), COAep Kaleit
okoio 200 mr coenunenus: popmyibl (I) Wi U30TOMHOrO BapuaHTa;, WK €ro hapMareBTHIECKH
NPUEMJIEMOM COJIH, COJIbBATA, THAPATA MIIH MPOJIEKapCTBA. B HEKOTOPBIX BapUaHTAaX pPeaTH3aluu
(apmareBTHUECKHE KOMIIO3HMLIMH, MPEIACTABICHHbIE B HACTOSINEM IOKYMEHTE, MOIYT OBITh
COCTaBJIeHBI B (hOpMeE KHIKOCTH (HApUMep, pacTBOpPa, CYCHEH3MH WM CHPOIA), COAepIKalleit
okoo 250 mr coenunenus: popmyibl (I) WK U30TOMHOTO BapHaHTa, WK ero (hapMareBTUIECKU
NPUEMIIEMOM COJIH, COJIbBATA, THAPATA HIIH MPOJIEKapCTBa. B HEKOTOPBIX BapHaHTax pealn3alun
dapmaneBTHUECKHE KOMIIO3HMLINHM, MPEIACTABICHHbIE B HACTOSIIEM IOKYMEHTE, MOIYT OBITh
cocTaBJieHbl B (hOpMe KUIKOCTH (HAaIpUMep, pacTBOpPa, CYCHEH3UH WM CHPOIIA), COAepIKalleit
okoio 300 mr coenunenus: popmyisl (I) mim U30TOMHOrO BapuaHTa; WK ero papMareBTHIECKH

aneMneMofﬁ COJik, COJibBaTa, ruipata UK IpoJICKapCTBa. B HEKOTOPBIX BApHUAHTAX pCaIU3allun
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bapmareBTHUECKHE KOMIIO3HMLIUHM, MPEIACTABICHHbIE B HACTOSIIEM IOKYMEHTE, MOIYT OBITh
COCTaBJIeHBI B (hOpMe KHIKOCTH (HAaIpUMep, pacTBOpPa, CYCHEH3UH WM CHPOIIA), COAepIKalleit
okoJi0 400 mr coenuaenus: GopmyIsl (1) KM U30TOMHOrO BapHaHTa, WK €ro papMareBTHYECKH
IIPUEMJIEMOMN COJH, COJbBATA, FMApaTa WU IPOJIEKAPCTBa.

[174] B HEKOTOPbIX BapHaHTax peanu3anuu bapmareBTUUECKHE KOMIIO3ULINH,
IPE/ICTABJICHHBIE B HACTOSLIEM IOKYMEHTE, MOI'YT OBbITh COCTABJEHBI B JKUAKOH (Hampumep,
BHYTPUBEHHOM) JIeKapCTBEeHHOM (opme, comepskaiieii ot okono 1,0 no okosno 1500 Mr wiu oT
okojio 1,0 o okoso 1000 mr coepmuenus: Gopmysiel (I) MM U30TOMHOrO BapHAHTA, WU €ro
(bapMaeBTHUECKH PUEMIIEMON COJTH, COJIbBATA, TU/IPATA WJIH MPOJIEKAPCTBA B OJHOM BapHAHTE
okoio 1, okomo 5, okono 10, okomo 15, okono 20, okomo 25, okono 50, okomo 75, okomo 100,
okoso 150, okono 200, okomno 250, okono 300, okono 350, okono 400, okono 450, okomno 500,
okoJio 600, okono 700, okono 800, okoso 900, u okoso 1000 mr coenuuaenus: Gopmyde (I) wmm
M30TOIMHOT'O BapUaHTA;, WM ero (papMaleBTUYECKU MPUEMJIEMOI COJM, COJbBATa, THApPATa MU
npojekapcTsa A CUMITOMAaTHYECKOH  KOPPEKTHUPOBKM  AO3UPOBKU  JJsl  MalLMEHTAa,
MOJJIEXKALIETO JICUEHHIO.

[175] [ns mepopanbHOrO BBeneHHUS (apMaleBTHUECKHE KOMITO3UIMH, MPEICTABICHHBIE B
HACTOSIIEM JOKYMEHTE, MOTYT ObITh MIPUIOTOBJIEHBI B XKUAKOH (Harmpumep, IV) nexapcTBeHHON
dopme, conepxkareii okono 1, 5, 10, 15, 20, 25, 30, 35, 40, 45, 50, 55, 60, 65, 70, 75, 80, 85, 90,
95, 100, 105, 110, 115, 120, 125, 130, 135, 140, 145, 150, 155, 160, 165, 170, 175, 180, 185,
190, 195, 200, 225, 250, 275, 300, 325, 350, 375, 400, 425, 450, 475, 500, 525, 550, 575, 600,
625, 650, 675, 700, 725, 750, 775, 800, 825, 850, 875, 900, 925, 950, 975, 1000, 1100, 1200,
1300, 1400, wmu 1500 coenunenus ¢opmynbl (I) WIM HM30TOMHOrO BapHaHTA;, MM €ro
(apManeBTHYECKH MPUEMJIEMO COJIH, COJIbBATA, THAPATA WU MPOJIEKaPCTBA.

[176] B HEKOTOPhIX BapHaHTax peanu3anuu bapmaneBTHYECKHE KOMITO3HULIHH,
NPEACTaBJICHHbIC B HACTOSALIEM JTOKYMEHTE, MOTYT ObITh COCTABJICHBI B XKUIKOH (Hampumep, [V)
JeKapcTBeHHON (opme, comeprkamieit okoso S0 Mr coemuHenust ¢popmyiel (I) wim uzoTonHOrO
BapUaHTa, WIH ero (¢apMaleBTHYECKH NPUEMIIEMON COJIM, COJbBaTa, TUApATa MU
npoJiekapcTBa. B HEKOTOPHIX BapHaHTaxX peajm3auuyd (papMareBTUYECKUE KOMITO3ULHH,
NPEACTaBJICHHBIE B HACTOALIEM JTOKYMEHTE, MOTYT ObITh COCTABIICHBI B XKUAKOH (Harmpumep, V)
JIeKapCTBEHHOH opme, copepskameit okono 100 mr coenunenns dopmynsl (I) miu u30TOoMHOrO
BapUaHTa, WIN ero (QapMaleBTHYECKH NPUEMIIEMONW COJIM, COJNbBaTa, THApATa WA
npoyiekapcTBa. B HEKOTOpPHIX BapHaHTaX peanu3auuu (papmManeBTUYECKHe KOMITO3HIIHH,
NPEACTABJICHHBIE B HACTOALIEM JTOKYMEHTE, MOTYT ObITh COCTABIIEHBI B XHUAKOH (Harpumep, V)
JIEKapCTBEHHOH popme, copeprkarteit okono 150 mr coenunenus popmydsl (I) mim u3oTonHOroO

BapHaHTa, WIH ero (¢apMaleBTHYECKH TMPUEMJIEMON COJIM, COJibBaTa, TrHUApaTa WA



64

nposiekapcTBa. B HEKOTOpPHIX BapHaHTaxX peanuzauuu (papmManeBTUYECKUE KOMITO3HIIHH,
NPEACTaBIEHHbIE B HACTOSALIEM TOKYMEHTE, MOTYT ObITh COCTABJIEHBI B JKUAKON (Hampumep, 1V)
JIeKapCTBEHHOH dopme, copepskateit okono 200 mr coenuHerus dpopmysl (I) nmm u3oTonHOrO
BAapUaHTa, W ero (QapMaleBTHYECKH IMpPUEMIIEMON COJM, COJNbBaTa, TUApATa MU
IpoJieKapcTBa. B HEKOTOpBIX BapHaHTax peanusaluu (papMaleBTHYeCKue KOMITO3HLIUHY,
IPE/ICTABJICHHBIE B HACTOSALIEM JOKYMEHTE, MOTYT ObITh COCTABJIEHBI B JKUAKOH (Hanmpumep, V)
JeKapCcTBeHHOM (opme, comepskatieit okoyo 250 Mr coequnenus: popmyisl (I) uau U30TOMHOTrO
BapMaHTA, WU ero (QapMaleBTHYECKH TMPUEMIIEMON COJIM, COJbBaTa, TUApATa MU
NpoJieKapcTBa. B HEKOTOpPBIX BapHaHTaX peatu3auuu (papManeBTUYECKHE KOMITO3HIINY,
NPEACTABJICHHbIC B HACTOSALIEM JTOKYMEHTE, MOTYT ObITh COCTABJICHBI B XHUAKOH (Hampumep, [V)
JIeKapCTBEHHOH popme, copepskameit okono 300 mr coenunerus dpopmysl (I) mim u30TOMHOrO
BapUaHTa, W ero (QapMaleBTHYECKH TNPUEMJIEMOH COJIM, COJbBaTa, TUApATa MK
npoJiekapcTBa. B HEKOTOpPHIX BapHaHTaX peanu3auud (papmManeBTUYECKHE KOMITO3HIIHH,
NPEACTaBICHHbIE B HACTOALIEM TOKYMEHTE, MOTYT ObITh COCTABIICHBI B XKUAKOH (Hampumep, 1V)
JIEKapCTBEHHOH popme, copeprkateit okono 400 mr coenunerust ¢popmysl (I) wim u3oTonHOTO
BapUaHTa, WU ero (QapMaleBTHYECKH NPUEMIIEMON COJIM, COJNbBaTa, TUApATa WU
MIPOJIEKAPCTBA.

[177] dapMaLEeBTHUYECKHE KOMIIO3ULUH MOXKHO BBOAMUTH IO cXxeMe OT 1 10 4 pa3 B CyTKH,
BKJIOYash OAWH, ABAa, TPU U 4YETbIPE pa3a B CyTKM. B HEKOTOPBIX BapuaHTax pealu3aluu
coenuHenue Gopmyubl (I) wim U30TOMHBIN BapuaHT, UM €ro (apMaLeBTUUYECKU MPUEMIIEMYIO
COJIb, COJIbBAT, TMApPAT WM IPOJEKAPCTBO BBOMAAT MALMEHTY, HYXXIAOLIEMyCs B 3TOM, B
konuuecTse okosio 1000 Mr aBa pasza B CYyTKM B T€YEHHE OJHOTO AHS C MOCIEAYIOIIUM MPUEMOM
600 Mr oauH pa3 B CyTKM B Te€4UeHHUE JieueHUs. B npyrux BapuaHTax peajus3aluy COEAUHEHUE
dbopmybl (I) WM U30TOMHBIN BAPUAHT, WK €ro (hapMalleBTHUECKU MTPUEMIIEMYIO COJIb, COJIbBAT,
TUApPAT WIN MPOJIEKAPCTBO BBOAST MALMEHTy, HYXKJAAKOIIEMyCs B 3TOM, B KOJHMYECTBE OKOJIO
1000 mr nBa pasa B CyTKH B T€YEHHE OJHOIO JIHA C nocjaenyrmuM npueMoM 800 Mr oauH pas B
CYTKH B T€UEHUE JICUCHUS.

[178] B nmpyrux BapuaHTax peanmzanuu coeguHerne Gopmyiiel (I) mim M30TONHBIN BapuaHT,
Wi ero (papmManeBTUYECKH MPUEMIIEMYIO COJIb, COJIbBAT, TUAPAT WM TPOJEKAPCTBO BBOIST
MAaLMUEHTY, HYKIAKIIEMYCSl B 3TOM, B KoiudecTBe okoyio 1000 Mr aBa pa3a B CyTKU B TE€YEHUE
OIHMUX CyTOK, a 3areM 900 Mr oguH pa3 B CyTKH B Te€ueHHUE JiedeHus. B apyrux BapuaHTax
peanusauuu coenuHeHue Gopmynsl (I) Wi M30TOMHBIA BapHaHT, WIH ero (papMaleBTHYECKH
MPUEMIIEMYIO COJIb, COJIbBAT, TMAPAT WX MPOJIEKAPCTBO BBOASAT MALMEHTY, HY>KAAKOLIEMYCS B
5TOM, B Koinu4decTtse 0koino 1000 mr aBa pa3a B CyTKU B TEUEHHE OJHUX CYTOK, a 3ateM 1000 mr

OOUH pa3 B CYTKU B TCUHCHUEC JICUCHU.
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[179] B HEKOTOpPBIX APYIrUX BapuaHTax peanuzanuu coenuHeHue Gopmyinsl (I) wim u30TONHLIHN
BAPUAHT, WIN €ro (GpapMaleBTHYECKH NMPUEMIIEMYIO COJb, COJNbBAT, THAPAT HJIU IMPOJIEKAPCTBO
BBOJST MAaLIMEHTY, HYXKAAKOIIEMyCs B 3TOM, B KoaudyecTBe 0kojia0 1000 Mr nBa pas3a B CyTKU B
TEUEHUE NBYX IHEW C mociaeayromum mnpuemMom 600 Mr oauH pa3 B CYTKM Ha NPOTSKEHUH
neueHus. B npyrux BapuaHTax peanuszanuu coenuHeHue Gpopmyinsl (I) uiam M30TOMHBIN BapHaHT,
Wi ero (papMaLeBTHYECKH MPUEMIIEMYIO COJIb, COJIbBAT, TMAPAT MJIM IPOJEKAPCTBO BBOZST
MALUEHTY, HY>KIAIIIEMYyCsl B 3TOM, B KojudecTBe okosio 1000 Mr aBa paza B CyTKH B TE€UEHHUE
ABYX AHEH ¢ nocnenyromum npuemoMm 800 Mr ofMH pa3 B CYyTKM B TedeHue JieueHus. B npyrux
BapHaHTax peanusanuu coenuHerne Qopmynbl (I) wiIM M30TONMHBIA BapHaHT, WJIH €ro
(bapMaleBTHUECKH TPUEMIIEMYIO COJIb, COJIbBAT, TUAPAT WIIM MPOJIEKAPCTBO BBOAST MALIUEHTY,
HY>KJAI0IIEeMyCsl B 3TOM, B kosndecTse 0koja0 1000 Mr nBa pasza B CyTKM B T€YEHHUE ABYX IHEHU C
nocnenyromuM npueMoM 900 Mr oguH pas B CyTKH B TE€UYEHHE JICUCHMs. B Apyrux BapuaHTax
peanuzauuu coenuHenue Gopmynsl (I) WM W30TOMHBIA BapHAHT, WIH ero (papMareBTHYEeCKH
MPUEMJIEMYIO COJIb, COJIbBAT, MMAPAT WJIH MPOJEKAPCTBO BBOJAT NALMEHTY, HY>KAAKOLIEMYCs B
5TOM, B kKonu4decTse okoyio 1000 mr nBa pasa B CyTKM B T€UEHHE [BYX AHEH C MOCIEAYIOLIUM
npuemom 1000 Mr oguH pa3 B CYyTKU B TEYEHUE JICUCHHUS.

[180] B nmpyrux BapmaHTax peanm3anuu coenuHerune Gopmyiel (I) nim M30TONHBIN BapHaHT;
Wi ero (papmManeBTUYECKH NMPUEMIIEMYIO COJIb, COJIbBAT, TUAPAT WM TPOJEKAPCTBO BBOISAT
NMALMEHTY, HYKAAOIIEMYCSl B 3TOM, B KoiaudecTse okosno 1000 Mr aBa pas3a B CYyTKH B TE€YEHHUE
Tpex AHeW ¢ mocieayrmum npuemom 600 Mr onMH pa3 B €Hb HA MPOTSHKEHUU JedeHus. B
APYTHX BapuaHTax peanusanuu coenrHeHue (popmy:bl (I) mimM M30TONMHBIN BapUAHT, MM €ro
(dapmaLeBTHUECKH MTPUEMIIEMYIO COJb, COJBBAT, TMAPAT WJIM NPOJIEKAPCTBO BBOIAT MALUEHTY,
HY>KJAI0IIeMycsl B 3TOM, B Konn4decTse okojio 1000 Mr aBa pasza B CYTKU B T€UEHUE TPEX AHEH C
nocnenyromuM npuemoM 800 Mr OAuMH pa3 B CyTKM Ha NPOTSKEHUW JiedeHus. B mpyrux
BapHaHTax peanusanuu coenuHenne Qopmynbl (I) wiIM M30TONMHBIA BapHaHT, WM €ro
(bapMaleBTHUECKH TPUEMIIEMYIO COJIb, COJIbBAT, TUAPAT WIIM MPOJIEKAPCTBO BBOAST MALIUEHTY,
HY>KJAI0IIEeMyCsl B 3TOM, B konudecTse okosio 1000 Mr aBa pasza B CYTKH B T€UEHUE TPEX AHEH C
nocnenyromuM npuemoM 900 Mr oauH pa3 B CyTKM Ha NPOTSDKEHUHU JiedeHus. B apyrux
BapHaHTax peanusanuu coequHeHne Qopmynsl (I) WM HW30TONMHBIA BapHaHT, WM €ro
(apMaleBTHUECKN TPUEMIIEMYIO COJIb, COJIbBAT, THAPAT WJIHM MPOJIEKAPCTBO BBOISAT MALMEHTY,
HY>KJAI0IIEMyCsl B 3TOM, B Konn4uecTse okojio 1000 Mr nBa pa3a B CYyTKU B TEYEHHE TPEX IHEU C
nocnenyromuM npuemom 1000 Mr oguH pa3 B CyTKH Ha MPOTSKEHUH JICYEHUSI.

[181] B HekoTOphIX BapWaHTax peanuzauuu coenuHeHne ¢opmynsl (I) UM HU30TOMHBIHN
BapUAHT, WIN €ro (papMaleBTUYECKH NPUEMIIEMYIO COJIb, COJNbBAT, TMAPAT WJIU IMPOJIEKAPCTBO

BBOJST MAaLIMEHTY, HYXKAAKOIIEMyCs B 3TOM, B KoauyecTBe 0kojiao 1000 Mr nBa pas3a B CyTKU B
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TEUEHUE 4YeThIpeX OHEH ¢ nociaeayromwuMm npuemMoMm 600 Mr OonMH pa3 B CyTKH B TEYEHUE
neueHns. B npyrux BapuaHTax peanuszauuu coenuHeHue Gpopmyinsl (I) Wiam H30TOMHBIA BapHAHT,
Wi ero (papmManeBTUYECKH NMPUEMIIEMYIO COJIb, COJIbBAT, TUAPAT WM TPOJEKAPCTBO BBOISAT
MALUEHTy, HYXKIAKLEMYyCsl B 3TOM, B KoiudecTtse okono 1000 Mr aBsa pas3a B J€Hb B TEUECHHE
4eTblpex AHel ¢ mociaeayroumum npuemoM 800 Mr oauH pa3 B A€Hb B TeUeHUE JieueHus. B
APYTHX BapuaHTax peanusanuu coenvHeHue (popmy:bl (I) mimM M30TONMHBIN BapUAaHT, WM €ro
(apMaleBTHUYECKH TPUEMIIEMYIO COJIb, COJIbBAT, TUAPAT WM MPOJIEKAPCTBO BBOAST MALUEHTY,
HY>KJAI0IIEeMycCsl B 9TOM, B koaudecTBe 0kosio 1000 mr 1Ba pasa B IeHb B TEUEHHE YEThIPEX AHEN
¢ nocnenyromum npuemom 900 Mr oauH pa3 B A€Hb B T€UEHHUE JIeUeHUs. B Apyrux BapuaHTax
peanuzauuu coenuHenue Gopmynsl (I) WM U30TOMHBIA BAPUAHT, WK ero (papMaieBTHYECKH
MIPUEMJIIEMYIO COJIb, COJIbBAT, TMAPAT WM MPOJEKAPCTBO BBOJAT MALIMEHTY, HYKAAKOLIEMYCS B
3TOM, B KoaudecTBe 0kojo 1000 mMr aBa pa3a B I€Hb B TEUCHHUE YETBIPEX AHEN C MOCIEAYIOLIUM
npuemom 1000 Mr oguH pas3 B A€Hb B TEUEHUE JICUEHU.

[182] B HekoTOphIX BapuaHTax peanu3anuu coenuHenue ¢opmynsl (I) Wi WU30TOMHBIM
BApUAHT, WIN €ro (papMalleBTHYECKH NMPUEMIIEMYIO COJb, COJNBBAT, THAPAT HIIU IMPOJIEKAPCTBO
BBOJST NMALUEHTY, HYKIAOLEMyCsl B 3TOM, B konnuecTse okosno 1000 Mr ogun pas B cyTku. B
HEKOTOPBIX BapHaHTaX peanu3anuu coequaenue Gopmyinsl (I) mnm u30TONHLIN BApUAHT; UIIH €r0
(bapmMareBTHUECKH TPUEMIIEMYIO COJb, COJIbBAT, TUAPAT WIIM MPOJEKAPCTBO BBOAST MALIUEHTY,
HY>KJIAIOIIEMyCsl B 3TOM, B KOJU4eCTBE OT OKoJo 40 mMr 110 okono 145 mr, ot okono 40 1o oxoso
1000, ot okono 600 mo oxoso 1000 wnmm or okoso 600 mMr no okoso 2000 mr B CyTKH A0
PEMHCCHH, BbI3AOPOBIEHHUS WM HENEPEHOCUMON TOKCUYHOCTH.

[183] B npyrom acmexre nmpeaiaraercst KOMOMHHPOBAHHAS KOMIIO3ULMS, COEPIKALIAs:

(i) coenunenue ¢opmyiasl (I); WIM ero M30TOMHBIA BapHAHT, TayTOMep, (apMaleBTHYECKH
MIPUEMJIEMYIO COJIb, COJIBBAT WJIU TUAPAT; U

(1) mo MeHbIIeH Mepe OHO MPOTHBOTPUOKOBOE CPEICTBO.

[184] B HEKOTOpPBIX BapHAaHTaX peaJH3alMU IO MEHBbIIEeH Mepe OJHO NPOTHBOIPHOKOBOE
CPEACTBO TpeAcTaBisieT coOOM a30J, SIXMHOKAHIMH, Ne30Kkcuxonar amporepuimaa B, koxmieat
amdorepuruHa B, S-¢propuurosun, Tepounadun, rpuseodynssul, VL-2397, ubpekcadynrepr,
oporomua F901318 wnm wux komOuHammu. B HEKOTOpBIX BapHaHTAaX peaTH3alud  a30J
npeAcTaBisieT coOOH KETOKOHA30J, (DIYKOHA30J, MO3aKOHA30Jl, WTPAKOHA30J, BOPHUKOHA3OJI,
W3aBYKOHA30JI WJIM MHKOHA30Jd. B HEKOTOpBIX BapuaHTaX pealn3alud SXUHOKAHIWH
npeAcTaBisieT coOOOH KacoyHIHH, aHUAYJaQYHIHH, MUKa(QyHTUH WU pe3adyHTHH.

[185] B opmHOM acmekre B HACTOSIEM JOKYMEHTE TWPEINCTaBieHa KOMOWHUPOBaHHAS
KOMITO3ULIMSL, COAEePIKALas:

(1) coenunenue popmysr (I):
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WM ero W30TONHBI BapHAHT, TAyTOMEp, (papMaleBTHUECKH MpHEeMJIeMasi COJib, COJIbBAT
WU TUAPAT;, U

(1) coequnaenue popmysl (1)

(D,

WINA €r0 W30TOMHBIN BapUaHT, TayToMep, (PapMaleBTUYECKU MPHEMIIEMYIO COJIb, COJIbBAT

WM THIpaT.
[186] B HEKOTOPBIX BapuaHTaX peaju3aluyd KOMOMHHPOBAHHAs KOMITO3ULMS JOTOJHUTEIBHO
COZEPIKUT IO MEHbIIEH Mepe ONH (PapMaLeBTHUECKH PUEMIIEMbIH HATTOHUTENb.
[187] B HekOTOpBIX BapHaHTax peanu3alMu coeauHeHue Gopmydbl (I) WM ero M30TOMHBIN
BapUaHT, TayTOMep, (papMalleBTUYECKU MpUEMJIEMasi COJIb, COJIbBAT WJIM THAPAT U COETUHEHUE
¢dopmyner (II) mam W30TONMHBIA BapHaHT, TayToMmep, (papMaLeBTUYECKH NpHeMIIeMas COJb,
COJIbBAT, WJIM €r0 TUAPAT 00a SBJIAIOTCS KPUCTAIITMIECKUMH.
[188] B HekOTOpBIX BapHaHTax peanu3aumu coeauHenue Gopmysbl (I) WM ero M30TOMHBIH
BapHAHT, TayToMep, (hapMalleBTUYECKH MpUEeMJIeMasi COJIb, COJbBAT WJIM THAPAT M COCTUHEHUE
¢dopmyasl (II) wim M30TOMHBIA BapwaHT, TayToMmep, (apMaLEeBTHUECKH MpHEMIIEMas COJIb,
COJNIbBAT, WJIM €ro TUApaT MNPUCYTCTBYKOT B COOTHomeHuu okoso or 10:1. B HekoTophix
BapHaHTax peanu3anuu coenuHeHue (opmynel (I) MM ero M30TONMHBIA BapUAHT, TAYTOMEP,
(dapmMareBTHUECKH PUEMIIEMast COJTb, COJIbBAT MUK TUApAT U coenuHerne Gpopmysl (II) mm ero
W30TOIMHBIA BapUAHT, TAyTOMED, (PapMaLeBTUUECKU MTPHEeMIIeMasi COJIb, COJIbBAT, HIIU €r0 TUAPAT
MPUCYTCTBYIOT B COOTHOLIEHHUH OT OKOJO 9:1 o okono 9,99:0,01. B HexOTOpBIX BapHaHTax
peamm3anmu  coenquHerne ¢opmynel (I) wuaMm  ero HM30TOMHBIA  BapHAHT, TayTOMeEp,
bapmareBTHUECKH TPUEMIIEMast COJIb, COJIbBAT MIIM TUApAT U coenuHenne Gpopmysl (II) wm ero
M30TOIMHBIN BapUAHT, TayTOMEp, (hapMaLeBTUUECKU MPUeMIIeMast COJIb, COJIbBAT, WIIA €r0 THApPAT
MPUCYTCTBYIOT B COOTHOLIEHUU OT OKOyO 9,5:0,5 no okono 9,9:0,1. B HEKOTOpBIX BapuaHTax

peammsanuu  coequHeHue ¢opmynel  (I) wuaM  ero M30TONMHBIA  BapHAHT, TayTOMep,
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(bapmareBTHUECKH TPUEMIIEMast COJIb, COJIbBAT MUK TUApAT U coenuHenne ¢popmydsl (II) nmm ero
M30TONHBIM BapUaHT, TayToMmep, (apMaleBTHUYECKH NpUemiIeMasl COJib, COJNbBAT, WM TUAPAT
MIPUCYTCTBYIOT B COOTHOLIEHUH OKOJIO 9:1, okono 9,1:0,9, oxono 9,2:0,8, okono 9,3:0,7, okono
9,4:0,6, okoio 9,5:0,5, okono 9,6:0,4, okoino 9,7:0,3, okoiyo 9,8:0,2 unu okoyo 9,9:0,1.

[189] B HexoTOpBIX BapuaHTaX peajn3aly COOTHOLIEeHHe coennHenus: Gpopmyasl (I) wmum ero
M30TOITHOTO BapUaHTa, TayToMmepa, (apMaleBTUYeCKH NPHEMJIEMON COJH, COJNbBaTa WM
rHIpaTa K COOTHOLIEHHIO coequHenus ¢popmy.ibl (II) nam n30TOMHOro BapuaHTa, TAyTOMEPA, €ro
(apMaleBTHUECKH TNPUEMJIEMON COJNM, COJbBaTa WM THApata B  (apMareBTUYECKON
koMno3uuuu cocrasisger or okojgo 100:0,01 no oxono 0,01:100. B HekOTOpBIX BapuaHTax
peanu3alMu  COOTHOIIeHHMe coeanHenus ¢opmysbl (I) WM ero HM30TOMHOrO BapHAHTA,
TayToMepa, (hapMaLeBTUYECKU MPHEMIIEMOH COJNH, COJbBAaTa WM THAPAaTa K COOTHOLICHHUIO
coenuaenust ¢opmynel (II) wnm w3oTOMHOrO BapHWaHTa, TayTOMepa, €ro (apMaleBTHYECKH
NPUEMJIEMOH COJIM, COJIbBAaTa WJIM TUApara B (HapMaLeBTUYECKOH KOMIIO3UIUH COCTABIISET
okojio 100:0,01. B HEKOTOPBIX BapUaHTAX peaU3alMH COOTHOLIEHNE coenquHeHust Gpopmysl (1)
WIY €r0 M30TOITHOTO BapHAHTA, TAyTOMEpa, (papMalieBTUIECKH MPUEMIIEMOI COJIH, CObBATa HITH
ruapara K COOTHOIeHo coennaenus Gopmysl (I1) mim n30TOMHOrO BapuaHTta, TayTOMepa, ero
dapManeBTHUECKH TPUEMJIEMON CONM, COJbBaTa WM THApaTta B  (papMareBTHYECKON
KoMrno3uuuu cocrasisier okono 100:0,1. B HEKOTOpBIX BapuaHTax peaau3aluyd COOTHOLIEHUE
coennHeHust ¢opmynsl (I) WM ero HM30TOMHOrO BapHaHTa, TayTOMepa, (apMaleBTHYECKH
MPUEeMJIEMON COJIM, COJIbBaTa WJIM TUapaTa K COOTHOWeHHI0 coenuHeHus (opmynst (II) wumu
M30TOITHOTO BapHaHTa, TayToOMepa, ero (papMmaleBTHYECKH MPUEMIIEMOI COJIM, COJIbBATa WM
ruapata B papManeBTUYECKONH KOMITO3UIMU cocTaBisier okojio 100:1. B HEKOTOpBIX BapuaHTax
peanu3aluyi COOTHOIIeHHe coearHenus ¢opmysbl (I) WM €ro HM30TOMHOrO BapHAHTA,
TayToMepa, (hapMaLeBTUYECKU MPHEMJIEMOH COJIM, COJbBAaTa WM THAPATa K COOTHOLICHHUIO
coenuaenust ¢opmynel (II) wnim U30TOMHOrO BapHWaHTa, TayTOMepa, ero (apMaleBTHYECKH
NPUEMJIEMOH COJIM, COJIbBAaTa WJIM TUApara B (HapMaLeBTUYECKOW KOMIIO3UIUH COCTABJISET
okojio 100:1. B HEKOTOPBIX BapHaHTax peajH3alld COOTHOLIeHHe coenuHeHus ¢opmysl (I)
WIN €r0 U30TOITHOTO BAPHAHTA, TAyTOMEpa, (papMalieBTHYECKH MPUEMIIEMOI COJIH, COJbBATa HITH
rUpara K COOTHOIIeHHO coennHenus Gopmysl (I1) miu u30TOMHOrO BapuaHTa, TAayTOMEpa, ero
(dapManeBTHUECKH TPUEMJIEMON COJNM, COJbBaTa WM THApaTta B  (apMareBTUIECKON
KOMIIO3ULIMK cOCTaBisieT okoyo 80:1. B HEKOTOpBIX BapHaHTax peanu3aldd COOTHOLIEHUE
coennHeHust ¢Gopmynsl (I) WM ero M30TOMHOrO BapUaHTa, TayToOMepa, (apMaleBTHYECKH
NPUEMIIEMON COJIM, COJNbBAaTa WJIM THApaTa K COOTHOIIEHMIO coenmHeHus ¢opmyns (II) wmum
M30TOMHOTO BapuaHTa, TayToMepa, ero (apMaleBTHYECKH MPUEMIIEMOH COJM, CONbBaTa HIIU

ruapata B papMaleBTHUECKOW KOMIO3HIMHU cocTaBisgeT okojo 70:1. B HeKoTOphIX BapuaHTax
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peanu3zalud COOTHOIIeHHE coeanHeHus ¢opmysbl (I) WM ero W30TOMHOTO BapHAHTA,
TayToMepa, (papMaleBTUYECKU IPHEMIIEMOH COJIM, COJbBAaTa WM THAPAaTa K COOTHOLICHHIO
coenuHenust ¢opmynel (II) mwnm u3oTOmHOrO BapMaHTa, TayTOMepa, €ro (apMaleBTHYECKH
NPUEMJIEMON COJIM, CONIbBaTa WM Tuapara B (apMaleBTUUYECKOW KOMITIO3UIMH COCTaBJISET
ok0J10 60:1. B HEKOTOpPBIX BapHaHTaX peaiu3aliy COOTHOLIeHHe coequHenus Gopmydbl (I) umu
ero M30TOINHOTO BAapHaHTa, TayToMmepa, (papMaleBTHYECKH MPUEMIIEMOI COJIM, COJNbBaTa WM
rHIpaTa K COOTHOLIEHHIO coequHenus ¢popmyibl (II) nam n30TOMHOro BapuaHTa, TAyTOMEPa, €ro
(apMaleBTHUECKH TNPUEMJIEMON COJNM, COJbBaTa WM THApata B  (apMareBTUYECKON
KOMIO3ULIMK cocTaBisier okojo S50:1. B HexkoTOphIX BapuaHTax pealu3aldd COOTHOLIEHUE
coenuHeHust ¢opmynbl (I) WM ero M30TOMHOrO BapUaHTa, TayTOMepa, (apMaleBTHYECKH
NPUEMIIEMON COJIM, COJIbBAaTa WJIM THUApAaTa K COOTHOIIEHUIO coexamHeHust dopmynsl (II) wmm
W30TOMHOTO BapHaHTa, TayToMepa, ero (papMaleBTHYECKH MPHEMIIEMOH COJH, COJbBaTa HIIU
runpara B (papMaleBTHUECKON KOMIO3UIMH cOcTaBisier okojio 40:1. B HekoTOphIX BapHuaHTax
peanu3alid COOTHOIIEHHE coeanHeHust ¢Gopmysbl (I) WM €ro H30TOMHOrO BapHAHTA,
TayToMepa, (papMaleBTUYECKU IMPHEMIIEMOH COJIM, COJbBAaTa WM THAPAaTa K COOTHOLICHUIO
coennaenust ¢opmynel (II) wnm w3oTOmHOrO BapWaHTa, TayTOMepa, €ro (apMaleBTHYECKH
NpUEMJIEMON COJIM, CONIbBaTa WM TuApara B (apMaleBTHUECKOH KOMIIO3UIUH COCTABIISET
okoJio 30:1. B HEKOTOPBIX BapHaHTax peai3allii COOTHOLIeHne coequHenus Gopmydsl (I) nmm
€ro M30TOIMHOI'O BapHaHTa, TayToMmepa, (apMaleBTHUECKH MPUEMIIEMOHM COJM, CONbBATa HIIU
ruapaTa K COOTHOLIEHHIO coequHenus ¢popmyasl (II) unm n3oTonHoro Bapuanra, TayromMepa, ero
(dapmaneBTHUECKH TpUEMJIEMOW COJIM, COJbBaTa MM THApaTa B (papMaLeBTUYECKOH
KOMIIO3ULMK cocTaBiasieT okono 10:1. B HEKOTOpBIX BapuaHTax peanu3alyd COOTHOLIEHHE
coenuHenust ¢opmyibl (I) WM €ro M30TOMHOrO BapUAHTA, TayTOMepa, (apMaleBTHYECKH
NPUEMJIEMOH COJIH, COJNbBAaTa WJIM THApAaTa K COOTHOIIEHHIO coenamHeHust dopmynsl (II) wmm
U30TOIMHOTO BapHaHTa, TayToMepa, ero (papMaleBTHYECKH MPHEMIIEMOH COJH, COJbBaTa HIIU
runpara B (apMaleBTHUECKONH KOMIIO3HUIMK COCTaBJIsIeT OKoJio 9:1. B HEKOTOpBIX BapHaHTaX
peanm3alMu COOTHOLIeHHe coeanHeHus ¢opmyisl (I) wiam ero H30TONMHOrO BapHUAHTA,
TayToMepa, (hapMaLeBTUYECKU IMPHEMIIEMOH COJIM, COJbBAaTa WM THAPATa K COOTHOLICHHUIO
coennaenust ¢opmynel (II) wnm w3oTOmHOrO BapMaHTa, TayTOMepa, €ro (apMaleBTHYECKH
NPUEMJIEMON COJIM, CONIbBaTa WJIM TUApaTa B (HapMaLeBTUUECKOH KOMITO3ULUH COCTABIISET
okoJio 8:1. B HEKOTOPBIX BapHaHTaX peayM3aliy COOTHOLIeHHe coenuHeHus Gopmysl (1) nmm
€ro M30TOIMHOI'O BapHaHTa, TayToMmepa, (papMaleBTHUECKH MPUEMIIEMOH COJH, COJIbBATa HIIU
ruapara K COOTHOImeHuo coenuuenus Gopmysl (II) win U30TOMHOTrO BapuaHTa, TAyTOMEpa, ero
(dapMaleBTHUECKH TNPUEMJIEMON COlM, COjJbBaTa WM THApaTta B  (apMareBTUYECKON

KOMITO3ULIUM COCTaBJIIET OKOJNIO 7:1. B HEKOTOpPBIX BapuaHTax peaJn3alud COOTHOLIEHUE
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coenuHeHust ¢Gopmynsl (I) WM ero M30TOMHOrO BapUaHTa, TayTOMepa, (apMaLeBTHUECKU
NPUEMJIEMON COJIM, CONbBATa WJIM THApAaTa K COOTHOIIEHHIO coeauHeHust dopmynbl (II) wmmm
M30TOIMHOIO BapuaHTa, TayToMepa, ero (apMaleBTHYECKH MPUEMIIEMOM COJM, COJbBaTa HIIU
ruzpara B (apMaleBTHUECKONH KOMIIO3UIMH COCTaBJIsIeT OKOJIO 6:1. B HEKOTOpBIX BapHaHTax
peanusanu COOTHOIIeHHEe coenuHeHus Qopmyasl (I) wim ero W30TOMHOrO BapuaHTa,
TayTomMepa, (apMaleBTUYECKH NPHEMIIEMOH COJIM, COJIbBaTa WJIM THUApAaTa K COOTHOLICHHIO
coenuuenus: Gopmyaer (II) wau W30TOMHOrO BapuaHTa, TayToMmepa, ero (apmMaleBTHYECKH
NPUEMJIEMON COJIM, COJIbBATa WM TUApara B (HapMaLeBTHUECKOH KOMIIO3UIMH COCTABJISET
ok0JI0 5:1. B HEKOTOpPBIX BapHAHTAX peaM3alUK COOTHOLIeHne coenunerus Gopmyas (1) umm
€ro M30TOIMHOIO BapHaHTa, TayToMmepa, (papMaleBTHUECKH MPHEMIIEMOH COJH, COJIbBaTa MU
rUapara K COOTHOIIeHuo coenuuenus Gopmyisl (I1) wm U30TOMHOrO BapuaHTa, TAyTOMEpPa, ero
(dapManeBTHUECKH TPUEMJIEMON COJNM, COJbBaTa WM THApaTta B  (papMareBTUIECKON
KOMIO3ULIMK COCTaBJsieT OKOJIO 4:1. B HEKOTOpBIX BapuaHTax peaTU3alUd COOTHOLIEHUE
coennHeHust ¢dopmynsl (I) WM ero M30TOMHOrO BapuaHTa, TayToMepa, (hapManeBTHUECKH
NPUEMIIEMON COJIM, CONbBATa WJIM THApAaTa K COOTHOMIEHHIO coexamHeHust dopmynsl (1) wmmm
M30TOIMHOTO BapHaHTa, TayToMepa, ero (papMaleBTHYECKH MPUEMIIEMON COJH, COJbBATa HIIU
rugpara B (apMaleBTHUECKONH KOMIIO3HUIIMH COCTaBJIsIeT OKojio 3:1. B HEKkoTOphIX BapwaHTax
peanu3zalud COOTHOLIeHHME coeanHeHus ¢opmysbl (I) Wi ero HM30TOMHOrO BapHaHTA,
TayToMepa, (papMaleBTUYECKU IPHEMIIEMOH COJM, COJbBAaTa WM THAPAaTa K COOTHOLIEHHIO
coenuHenust ¢opmynel (II) wnu u3oTomHOro BapMaHTa, TayTOMepa, €ro (apMaleBTHYECKH
NpUEMJIEMOH COJIM, COJIbBaTa WM TuApata B (HapMalleBTUYECKOH KOMIIO3UIIMU COCTABISIET
0k0J10 2:1. B HEKOTOPBIX BapUaHTAX pealn3aluK COOTHOLIeHue coenunerus Gopmyisl (1) umm
€ro M30TOIMHOI'O BapHaHTa, TayToMmepa, (papMaleBTHUYECKH MPUEMIIEMOH COJIM, COJIbBaTa HIIU
rUapara K COOTHOIIeHHO coenunenus Gopmyibl (I1) wiu U30TOMHOrO BapHaHTa, TAyTOMEpa, ero
(dapManeBTHUECKH TNPUEMJIEMON COJNM, COJbBaTa WM THApata B  (apMareBTUYECKON
KOMITO3ULIMK COCTaBisieT Okoso 1,5:1. B HekOoTOphIX BapuaHTax peanu3aluu COOTHOLIEHUE
coenuHeHust ¢dopmynsl (I) WM ero M30TOMHOrO BapuUaHTa, TayToMepa, (apMaleBTHUYECKH
NPUEMJIEMON COJIM, COJbBATa WJIM THApAaTa K COOTHOIIEHHIO coexauHeHust dopmynsl (II) wmmm
M30TOIMHOTO BapHaHTa, TayToMepa, ero (papMaleBTHUECKH MPHEMIIEMOH COJH, CONbBaTa HIIU
ruzgpara B (apMaleBTHUECKOH KOMIIO3HUIMH COCTaBJsieT Okojio 1:1. B HeKkOTOphIX BapHaHTax
peanm3anuyu COOTHOLIeHHWe coeanHeHus ¢opmyasl (I) wmnmm ero M30TONMHOrO BapHAHTA,
TayToMepa, (papMaleBTUYECKU IMPHEMIIEMOH COJIM, COJbBATa WM THAPATa K COOTHOLICHUIO
coenuaenust ¢opmynel (II) wnm w3oTOMHOrO BapuaHTa, TayTOMepa, €ro (QapMaleBTHUECKH
NPUEMJIEMON COJIM, CONIbBAaTa WM TuApara B (PapMaLeBTUYECKOH KOMIIO3UIUH COCTABIISET

okojio 1:1,5. B HEKOTOpBIX BapuaHTax peann3aliil COOTHOLEeHHe coenrHeHus popmyusl (1) nmm
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€ro M30TOMHOI'O BapHaHTa, TayToMmepa, (papMaleBTHUECKH MPUEMIIEMOH COJH, COJIbBaTa HIIU
ruapara K COOTHOIeHHO coennaenus Gopmysl (11) miu n30TOMHOrO BapuanTta, TayToMepa, ero
dapMalieBTHUECKH TNPUEMJIEMONl COlM, CojJbBaTa WM TIuapata B  (papMaleBTUYECKON
KOMIO3ULIMK COCTaBJIsIET OKOJIO 1:2. B HEKOTOpBIX BapuaHTax pealu3alid COOTHOILIEHUE
coenuHenus: ¢Gopmyabl (I) WM ero M30TOMHOrO BapHaHTa, TayTOMeEpa, (apMaleBTHYECKH
NPUEMJIEMON COJIH, COJIbBATA WJIM THApAaTa K COOTHOMIEHHIO coeamHeHust Gopmynbl (II) wmm
U30TOIMHOI'O BapHaHTa, TayToMepa, ero (papMaleBTHYECKH MPUEMIIEMOH COJIM, COJbBaTa HIIU
runpara B (apMaleBTHUECKONH KOMIIO3UIIMKM COCTaBJsieT O0kojio 1:3. B HEKOTOpBIX BapHaHTax
peanu3aluyu COOTHOLIeHHWe coenanHenus ¢opmysbl (I) WM ero M30TOMHOrO BapHAHTA,
TayToMepa, (hapMaleBTUYECKU IMPHEMIIEMOH COJIM, COJbBAaTa WM THAPAaTa K COOTHOLICHHUIO
coenuaenust ¢opmynel (II) wnm w30oTOMHOrO BapHWaHTa, TayTOMepa, ero (apMaleBTHUECKH
NPUEMJIEMON COJIM, COJIbBAaTa WJIM TUApara B (HapMaLeBTUYECKOH KOMIIO3UIUH COCTABIISET
okoJio 1:4. B HEKOTOPBIX BapHAHTAX peaM3aLUK COOTHOLIeHHe coenunerus Gopmysl (1) nmm
€ro M30TOMHOI'O BapHaHTa, TayToMmepa, (papMalleBTHUECKH MPUEMJIEMON COJIM, COJIbBaTa WU
ruapara K COOTHOIIeHno coennaenus Gopmysl (I1) mim n30TOMHOrO BapuaHTta, TayTOMepa, ero
dapManieBTHUECKH TPUEMJIEMON CONM, COJbBaTa WM THApaTta B  (apMareBTUIECKON
KOMITO3ULIMM COCTaBJIIET OKOJNIO 1:5. B HEKOTOpBIX BapuaHTax peaJn3alud COOTHOLIEHUE
coenuHeHust ¢Gopmynsl (I) WM ero M30TOMHOrO BapHaHTa, TayTOMepa, (apMaleBTHYECKH
NPUEMIIEMON COJIM, CONbBAaTa WJIM THApAaTa K COOTHOIIEHHIO coeauHeHust gopmynsl (II) wmm
M30TOIMHOI'O BapuUaHTa, TayToMepa, ero (apMaleBTHYECKH MPUEMIIEMOM COJM, COJbBaTa HIIU
ruapata B (apMaLeBTHUECKON KOMIIO3MLIMK COCTaBJsieT OKoJo 1:6. B HEKOTOphIX BapuaHTaxX
peanu3anu COOTHOIIeHHEe coenuHeHus Qopmyasl (I) wim ero W30TONMHOrO BapuaHTa,
TayToMepa, (hapMaleBTUYECKU MPUEMJIEMOH COJIM, COJbBAaTa WM THAPATa K COOTHOLICHHUIO
coenuaenust Gopmynbsl (II) wnu M30TOMHOrO BapWaHTa, TayToMepa, ero (apMaleBTHUYECKH
NPUEMJIEMON COJIM, COJIbBATa WJIM TUApara B (HapMaLEeBTUYECKOW KOMIIO3UIUH COCTABJISET
okoJio 1:7. B HEKOTOPBIX BapHAHTAX peaM3aluK COOTHOLIeHne coenunerus Gopmyasl (1) umm
€ro M30TOMHOI'O BapHaHTa, TayToMmepa, (papMalleBTHYECKH MPUEMIIEMON COJH, COJIbBaTa WU
rUpara K COOTHOIIeHHo coennaenus Gopmysl (I1) miu U30TOMHOrO BapuaHTa, TayTOMEpa, ero
dapManeBTHUECKH TPUEMJIEMOl CONM, COJbBaTa WM THApaTta B (apMareBTUIECKON
KOMITO3ULIMM COCTaBJISIET OKOJIO 1:8. B HEKOTOpPBIX BapuaHTax peaJn3alud COOTHOLIEHUE
coennHeHust ¢Gopmynsl (I) WM ero HM30TOMHOrO BapUaHTa, TayToMepa, (apMaleBTHYECKH
NPUEMIIEMON COJIM, CONbBATa WJIM THApAaTa K COOTHOMIEHHIO coeamHeHust dopmyunsl (II) wmmm
M30TOMHOTO BapHUaHTa, TayToMepa, ero (papMaleBTHUECKH MPUEMIIEMOH COJNH, COJbBaTa HIIU
ruzpara B (papManeBTHUECKONH KOMIIO3HUIIMH COCTaBJIsIeT Okojio 1:9. B HEKOTOphIX BapHaHTax

peanu3anuyu COOTHOLIeHHe coeauHeHus ¢opmyiasl (I) wnm ero M30TONMHOrO BapHaHTA,
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TayToMepa, (papMaleBTUYECKU IMPHEMIIEMOH COJM, COJbBAaTa WM THAPATa K COOTHOLICHHIO
coenuHeHust ¢opmynel (II) mnmm ero M30TOMHOrO BapuaHTa, TayToMmepa, (apMaLeBTHUECKU
NPUEMIIEMON COJIM, CONIbBAaTa WM TuApara B (PapMaLeBTUUYECKOM KOMIIO3UIMHM COCTABIISET
okoiio 1:10. B HEKOTOpBIX BapuUaHTax peaju3aliy COOTHOLIeHHe coequHeHwus popmyJisl (1) mmm
€ro M30TOIMHOTO BapHaHTa, TayToMmepa, (papMaLeBTHYECKH MPUEMJIEMOI COJM, COJNbBATA HJIH
T'HApaTa K COOTHOIIEHMIO coenuHerus popmyJibl (II) mnm ero u30TonHOro BapuaHTa, TayTOMEpa,
(apMaleBTHUECKH TMPUEMJIEMON CONM, COJbBaTa WM THApata B  (apMaleBTUYECKON
KOMIIO3ULIMK COCTaBjsieT OKkojo 1:20. B HekoTOphIX BapuaHTax pealu3alid COOTHOLIEHUE
coenuHeHust ¢opmynbl (I) WM ero M30TOMHOrO BapUAaHTa, TayTOMepa, (apMaleBTHYECKH
NPUEMJIEMON COJIM, COJTbBATA WJIM THIPATa K COOTHOIIEHUIO coenuHenus: popmydsl (1) umm ero
W30TOMHOTO BAapHaHTa, TayToMepa, (papMaueBTUYECKH TNPHEMIIEMOH COJM, COJbBaTa WU
runpara B (papMaleBTHUECKON KOMIO3UIMH cocTaBisier okojio 1:30. B HekoTOphIX BapuaHTax
peanu3alid COOTHOIIEHHE coeanHeHus ¢opmysbl (I) WM ero H30TOMHOrO BapHAHTA,
TayToMepa, (papMaLeBTUYECKU IMPHEMIIEMOH COJIM, COJbBAaTa WM THAPAaTa K COOTHOLICHHUIO
coennaenust popmynel (II) wnm ero M30TONMHOrO BapuaHTa, TayToMepa, (apMaleBTHYECKH
NPUEMIIEMON COJIM, COJIbBAaTa WM TUApara B (PapMaLeBTUYECKOH KOMIIO3UIUH COCTABIISET
okoJio 1:40. B HEKOTOPBIX BapHaHTax peaiM3allii COOTHOLIeHne coequHenus Gopmydsl (I) nmm
€ro M30TOMHOI'O BapHaHTa, TayToMmepa, (apMaleBTHUECKH MPUEMJIEMOH COJNM, COJIbBaTa WU
ruapaTa K COOTHOLIEHHIO coequHenus ¢popmysl (II) nmam ero nsoronHoro Bapuanra, Tayromepa,
(dapMalneBTHUECKH TNPUEMJIEMON COlM, COjJbBaTa WM TIuapaTta B  (apMaleBTUYECKON
KOMITO3ULIMK CcOCTaBisieT okoyio 1:50. B HEKOTOphIX BapHaHTax peaju3aliy COOTHOLIEHUE
coenuHenust ¢opmyasl (I) uam ero HM30TOMHOrO BapHuaHTa, TayToMepa, (papMaLeBTHYECKU
NPUEMJIEMON COJIH, COJIbBAaTa WJIM THApAaTa K COOTHOMIEHHIO coexauHeHust dopmynbl (II) wmm
U30TOIMHOT'O BapHaHTa, TayToMepa, ero (apMaleBTHYECKH MPUEMIIEMOH COJIM, COJIbBaTa WU
ruapara B (hapMaleBTHYECKON KOMIO3UIMK COCTaBJjsieT 0kojio 1:60. B HekoTOphIX BapHuaHTax
peanu3aluu  COOTHOIIeHHME coenanHenus ¢opmysbl (I) WM ero HM30TOMHOrO BapHAHTA,
TayToMepa, (hapMaLeBTUYECKU MPHEMIIEMOH COJIM, COJNbBAaTa WJIM THApAaTa K COOTHOLIEHHIO
coennaenust ¢opmynel (II) wnm w30TOMHOrO BapHWaHTa, TayTOMepa, €ro (apMaleBTHYECKH
NPUEMJIEMON COJIM, COJIbBAaTa WM TUApara B (hapMaLeBTUYECKOW KOMIIO3UIUH COCTABIISET
okoJio 1:70. B HEKOTOPBIX BapHaHTaX peaiM3allii COOTHOLIeHne coenuHenus Gopmydsl (1) nmm
€ro M30TOIHOIO BapHaHTa, TayToMmepa, (papMaleBTHUECKH MPHUEMIIEMOH COJH, COJIbBaTa WU
ruapara K COOTHOIIEeHHo coennaenus Gopmysl (11) i n30TOMHOrO BapuaHTta, TayTOMepa, ero
dapManieBTHUECKH TPUEMJIEMON CONM, COJbBaTa WM THApaTta B  (papMareBTUIECKON
KOMITO3ULIMK COCTaBisieT Okoyio 1:80. B HEKOTOpPBIX BapHaHTax peaju3alid COOTHOLIEHUE

coennHeHust ¢opmynbl (I) WM ero HM30TOMHOrO BapUaHTa, TayToOMepa, (apMaleBTHYECKH
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NPUEMIIEMON COJIM, COJNbBATa WJIM THApAaTa K COOTHOIIEHHIO coeauHeHust dopmynbl (II) wmmm
M30TOMHOTO BapuaHTa, TayTOMepa, ero (papMaleBTHUECKH NMPUEMIIEMOW COJIM, COJbBATa HIIU
ruzpara B (papMaLeBTHUECKON KOMIO3UIMH cOCTaBjsier okojo 1:90. B HekoTOphIX BapuaHTax
peamu3zalud COOTHOLICHHE coeanHeHus ¢opmyabl (I) wam ero HM30TOMHOrO BapHaHTA,
TayToMepa, (apMaleBTUYECKH NPUEMIIEMON COJM, COJNbBaTa WJIM THApPATa K COOTHOLIEHHUIO
coenuHenus: ¢opmynbl (II) mam W30TONMHOrO BapuaHTa, TayToMepa, ero (apmaleBTHYECKU
NPUEMJIEMON COJIM, COJIbBAaTa WM TUApara B (HapMaLEeBTUYECKOW KOMIIO3UIUH COCTABJISET
okojio 1:100. B HEKOTOPBIX BapHaHTAX peajH3alUd COOTHOIIEHHe coenuHeHus: ¢popmyJibl (I)
WIN €r0 M30TOITHOTO BaPHAHTA, TAyTOMEPa, (papMalleBTHYECKH MPUEMJIEMOI COJIH, COJTbBATA HITH
rUapara K COOTHOIIeHuo coenuaenus Gopmybl (I1) wiu U30TOMHOrO BapuaHTta, TAyTOMEpa, ero
(apMalieBTHUECKH TPUEMJIEMON COJNM, COJbBaTa WM THApaTta B  (apMareBTUIECKON
xoMno3uuu cocrasisier okono 0,1:100. B HEKOTOpBIX BapuaHTax peaau3allid COOTHOLIEHUE
coennHeHust ¢Gopmynsl (I) WM ero HM30TOMHOrO BapHaHTa, TayToMepa, (apMaleBTHYECKH
NPUEMIIEMON COJIM, CONbBAaTa WJIM THApAaTa K COOTHOMIEHHIO coexauHeHust ¢opmynsl (II) wmmm
W30TOMHOI'O BapHaHTa, TayToMepa, ero (papMaleBTHYECKH MPHUEMIIEMOH COJH, COJIbBaTa WU
runpara B papMarneBTHUECKONH KOMIO3UIHMH cocTaiisieT okojio 0,01:100.

[190] B HekOTOpBIX BapHaHTaX peajn3alHH COOTHOIEeHue coenuHerus Gopmyisl (1) wim ero
M30TOMHOTO BapHaHTa, TayToMepa, (papMaueBTUYECKH TNPHEMJIEMON COJH, COJbBaTa WU
ruapara K COOTHOIeHuo coennaenus Gopmysl (11) mim nu3oTonHoro Bapuanra, TayToMepa, ero
(dapMalneBTHUECKH TNPUEMJIEMON COlM, COjJbBaTa WM TIuapaTta B  (apMaleBTUYECKON
KOMITO3ULIMK COCTaBJIsIET MO MeHbluel mepe okojsio 100:0.01, 100:0.1, 100:1, 90:1, 80:1, 70:1,
60:1, 50:1, 40:1, 30:1, 20:1, 10:1, 9:1, 8:1, 7:1, 6:1, 5:1, 4:1, 3:1, 2:1, 1.5:1, 1:1, 1:1.5, 1:2, 1:3,
1:4, 15, 1:6,1:7,1:8, 1:9, 1:10, 1:20, 1:30, 1:40, 1:50, 1:60, 1:70, 1:80, 1:90 1:100, 0.1:100, wiu
okoJio 0,01:100. B HEKOTOPBIX BapUaHTAX peau3aliy COOTHOLEeHHe coequHerus Gopmysl (1)
WIN €r0 M30TOITHOTO BaPHAHTA, TAyTOMEpa, papMalleBTHYECKH MPUEMJIEMOI COJIU, COJTbBATA HITH
rUapara K COOTHoOIIeHuo coenuaenus Gopmysl (I1) wiu U30TOMHOrO BapuaHTa, TAyTOMEpa, ero
(apManeBTHUECKH TPUEMJIEMOHl COJNM, COJbBaTa WM THApata B  (papMareBTHYECKON
KOMITO3UIIMHU cocTapjsieT okojio g0 100:0.01, 100:0.1, 100:1, 90:1, 80:1, 70:1, 60:1, 50:1, 40:1,
30:1, 20:1, 10:1, 9:1, 8:1, 7:1, 6:1, 5:1, 4:1, 3:1, 2:1, 1.5:1, 1:1, 1:1.5, 1:2, 1:3, 1:4, 1:5, 1.6, 1:7,
1:8,1:9, 1:10, 1:20, 1:30, 1:40, 1:50, 1:60, 1:70, 1:80, 1:90 1:100, 0.1:100, umu okojo 0,01:100.
[191] B HekOTOpBIX BapUaHTaX peau3aluu COOTHOImeHue coenuHerus Gopmyisl (1) wim ero
W30TOIMHOTO BapHaHTa, TayToMepa, (papMameBTUYECKH TNPHEMJIEMOl COJHM, CONbBaTa MIIU
TUpaTa K COOTHOIIEHHIO coenuHenus ¢popmydiel (II) nmm ero M30TOMHOrO BapuaHTa, TayTOMepa,
(dapMaleBTHUECKH TNPUEMJIEMON COlM, COjJbBaTa WM THApaTta B  (apMareBTUYECKON

KOMIIO3ULIMK cocTaBisieT OoT okono 10:0,1 mo okomo 0,1:10. B HEKOTOpPBIX BapuaHTax
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peanu3zalud COOTHOIIeHHE coeanHeHus ¢opmynbl (I) MM ero W30TOMHOrO BapHAHTA,
TayToMepa, (papMaleBTUYECKU IPHEMIIEMOH COJIM, COJbBAaTa WM THAPAaTa K COOTHOLICHHIO
coenuHenust ¢opmynsl (II) mnm w3oromHOro BapuaHTa, TayToMepa, (apMaLeBTHUECKU
NPUEMJIEMON COJIM, COJIbBATY WJIM TUApATy B (papMaleBTUYECKOH KOMIIO3HLIUU COCTaBJISET
okojio 10:0,1. B HEKOTOpBIX BapuaHTaX pear3allu COOTHOLIEHHe coenuHeHus Gopmyibl (I)
WM €r0 M30TOIMHOTO BAPHAHTA, TayToMepa, (hapMalieBTUUECKHU MPUEMIIEMOI COJH, CObBATA UJIH
rugpara K CooTHolneHuro coenunenus (opmysbl (II) uiu M30TONMHOrO BapuaHTa, TayTOMepa,
(dapMaleBTHUECKH TMPUEMJIEMON COJIM, COJNbBATy MJIM TUApary B (apmManeBTHYeCKOi
KOMIO3ULMK coctasisieT okojo 10:0,2. B HEKOTOpBIX BapHaHTax peaiu3aldd COOTHOLIEHUE
coenuHeHust ¢opmynbl (I) WM ero M30TOMHOrO BapUaHTa, TayTOMepa, (apMaleBTHYECKH
NPUEMIIEMON COJIM, COJNbBAaTa WJIM THUApAaTa K COOTHOIIEHUIO coexmHeHust dopmynsl (II) wmm
W30TOMHOTO BAapUaHTa, TayToMepa, (apMaLEeBTHUECKH MPHEMIIEMOH COJIM, COJIbBATY WIIH
runpary B (apManeBTUYECKOW KOMIO3UIUU cOCTaBsieT okojio 10:0,3. B HekoTOphIX BapraHTax
peanm3anuMu COOTHOLIeHHWe coenuHeHust ¢opmyiasl (I) uiam ero H30TOMHOrO BAapHUAHTA,
TayToMepa, (papMaleBTUYECKU IMPHEMIIEMOH COJIM, COJbBAaTa WM THAPAaTa K COOTHOLICHUIO
coenuaenust ¢opmynsl (II) wnm w3oromHOro BapwaHTa, TayToMepa, (apMaLeBTHUECKH
NPUEMJIEMON COJIM, COJIbBATY WJIM TUApATy B (PapMaleBTUYECKONH KOMIIO3MLIUH COCTAaBIISET
okojyio 10:0,4. B HEKOTOpPBHIX BapuaHTaX peaM3allMd COOTHOLIeHHe coenuHeHus ¢popmydsl (I)
WM €r0 U30TOITHOTO BapHaHTa, TAyTOMEpa, (papMalieBTUYECKH PUEMIIEMOI COJH, CObBATa MU
ruapaTa K COOTHOLIEHMIO coenuHeHus ¢opmyinsl (II) mnm m3oronHoro BapuaHTta, TayToMepa,
dapmaneBTHUECKH TIPHEMIIEMOH COJIM, COJIbBATY WJIM TUAPATY B  (hapMaleBTUYECKON
KOMITO3ULIMK cocTaBisieT okojio 10:0,5. B HEKOTOpBIX BapuaHTax peaju3allii COOTHOLIEHUE
coenuHenust ¢opmyibl (I) WM €ro M30TOMHOrO BapUAHTA, TayTOMepa, (apMaleBTHYECKH
NPUEMJIEMOH COJIH, COJNbBAaTa WJIM THApAaTa K COOTHOIIEHHIO coenamHeHust dopmynsl (II) wmm
U30TOMHOTO BAapUAaHTA, TayToMepa, (apMaLEeBTHUECKH MPHEMIIEMOH COJIM, COJIbBATY WJIH
runpary B apManeBTUYECKOW KOMIO3UIUU COCTaBIsieT 0kojio 10:0,6. B HeKOTOphIX BapHaHTaxX
peanm3alMu COOTHOLIeHHe coeanHeHus ¢opmyisl (I) wiam ero H30TONMHOrO BapHUAHTA,
TayToMepa, (hapMaLeBTUYECKU IMPHEMIIEMOH COJIM, COJbBAaTa WM THAPATa K COOTHOLICHHUIO
coenuaenust ¢opmynel (II) wnm w3oromHOro BapuaHTa, TayToMepa, (apMaLeBTHUECKH
NPUEMIIEMON COJIM, COJIbBATY WJIM TUAPATy B (hpapMaleBTUYECKOH KOMIIO3MLIUH COCTaBIISIET
okojio 10:0,7. B HEKOTOpPBHIX BapuaHTaX peaM3allMd COOTHOLIeHHe coenuHeHus ¢popmydsl (I)
WM €r0 U30TOITHOTO BAPHAHTA, TAyTOMEPa, (papMalieBTUYECKH MPUEMIIEMOI COJIH, CObBATa HITH
ruapaTa K COOTHOLIEHHMIO coenuHeHus ¢opmyisl (II) mnm M30TOMHOro BapuaHTa, TayTOMEDA,
dapManeBTHUECKH TPHEMJIEMON CONM, COJNBBAaTYy MJIM Tuapary B (apmaneBTHYECKOi

KOMITO3ULIMK cocTaBisieT okoyo 10:0,8. B HEKOTOpPBIX BapHaHTax peaau3allid COOTHOLIEHUE
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coenuHeHust ¢Gopmynsl (I) WM ero HM30TOMHOrO BapUaHTa, TayTOMepa, (apMareBTHUECKU
NPUEMJIEMON COJIM, CONbBATa WJIM THApAaTa K COOTHOIIEHHIO coeauHeHust dopmynbl (II) wmmm
M30TOMHOTO BAapUaHTa, TayToMepa, (apMaLeBTHUECKH MPUEMIIEMOM COJIM, COJIbBATY WIIH
ruzpary B (papMaleBTUYECKOM KOMIO3UIUU cOCTaBisieT 0kojo 10:0,9. B HekoTOphIX BapraHTax
peanusanu COOTHOIIeHHEe coenuHeHus Qopmyasl (I) wim ero W30TOMHOrO BapuaHTa,
TayTomMepa, (apMaleBTUYECKH NPHEMIIEMOH COJIM, COJIbBaTa WJIM THUApAaTa K COOTHOLICHHIO
coenuHenus: Qopmyner (II) wiM W30TOMHOrO BapwaHTa, TayToMepa, (apMaleBTHUYECKH
NPUEMJIEMON COJIM, COJIbBATY WJIM TUAPATY B (papMarieBTUYECKOH KOMIIO3MLIUH COCTABJISIET
okoJio 10:1. B HEKOTOPBIX BapHaHTAaX peaTU3allKi COOTHOLEeHHEe coequHenus Gopmydsl (I) umm
€ro M30TOIMHOIO BapHaHTa, TayToMmepa, (papMaleBTHUECKH MPHEMIIEMOH COJH, COJIbBaTa MU
runpara K cooTHomeHuo coenunenus Gopmynbl (II) wim W30TOMHOTrO BapwWaHTa, TaAyTOMEPA,
(dapManeBTHUECKH TMPHEMJIEMOH COJIM, CONBBATy MJIKM Tuapary B (apmManeBTUYECKOi
KOMITO3ULIMM COCTaBJIsIeT OKONO 9:1. B HEKOTOpPBIX BapuaHTax peaJn3alud COOTHOLIEHUE
coennHeHust ¢dopmynsl (I) WM ero M30TOMHOrO BapUaHTa, TayToMepa, (apMaLeBTHUECKH
NPUEMIIEMON COJIM, CONbBATa WJIM THApAaTa K COOTHOMIEHHIO coexamHeHust dopmynsl (1) wmmm
W30TOMHOTO BAapUaHTa, TayToMepa, (apMaLeBTHUECKH MPHUEMIIEMOH COJIM, COJIbBATY WIIH
runpary B (papManeBTUYeCKOW KOMITO3UIMU CcOCTaBisieT okoyio 8:1. B HekoTophIx BapmaHTax
peanu3zalud COOTHOLIeHHME coeanHeHus ¢opmysbl (I) Wi ero HM30TOMHOrO BapHaHTA,
TayToMepa, (papMaleBTUYECKU IPHEMIIEMOH COJM, COJbBAaTa WM THAPAaTa K COOTHOLIEHHIO
coenuHenust ¢opmynsl (II) wnm w3oronmHoro BapuaHTa, TayToMepa, (apMaLeBTHUECKU
NpPUEMJIEMOH COJIM, COJIbBATY WM THUAPATY B (apMaleBTHYECKOH KOMIO3MIMHM COCTAaBIISET
0k0J10 7:1. B HEKOTOpPBIX BapHaHTAX peayn3aluK COOTHOLIeHue coenunerus Gopmyist (1) umu
€ro M30TOIMHOI'O BapHaHTa, TayToMmepa, (papMaleBTHUYECKH MPUEMIIEMOH COJIM, COJIbBaTa HIIU
ruapara K CooTHoOIIeHuro coenunenus (opmysibl (II) wiM U30TOMHOrO BapuWaHTa, TaAyTOMEPA,
(dapManeBTHUECKH TNPUEMJIEMON COJIM, COJNbBATy MJIM TUApary B (papmMaueBTUYECKOi
KOMIO3ULIMK COCTaBJIsIET OKOJIO 6:1. B HEKOTOpBIX BapuaHTax pealu3alld COOTHOLIEHUE
coenuHeHust ¢dopmynbl (I) WM ero M30TOMHOrO BapUaHTa, TayToMepa, (apMaLeBTHUECKH
NPUEMJIEMON COJIM, COJbBATa WJIM THApAaTa K COOTHOIIEHHIO coexauHeHust dopmynsl (II) wmmm
U30TOMHOTO BAapUaHTa, TayToMepa, (apMaLeBTHUECKH MPHUEMIIEMOH COJIM, COJIbBATY WIIH
runpary B (papManeBTUYECKOW KOMITO3UIUU COCTaBJIsIeT OKOJIO 5:1. B HeKoTOphIX BapwaHTax
peanm3anuyu COOTHOLIeHHWe coeanHeHus ¢opmyasl (I) wmnmm ero M30TONMHOrO BapHAHTA,
TayToMepa, (papMaleBTUYECKU IMPHEMIIEMOH COJIM, COJbBATa WM THAPATa K COOTHOLICHUIO
coenuaenust ¢opmynsl (II) wmnm w3oTomHOro BapuaHTa, TayToMepa, (apMaLeBTHUECKH
NPUEMIIEMON COJIM, CONIbBATY WM TUAPATY B (papMaleBTUYECKOH KOMIIO3UIMH COCTABIISET

okoJi0 4:1. B HEKOTOPBIX BapUaHTaX peayn3aluM COOTHOLIeHHe coenuHeHus Gopmyasl (1) umm
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€ro M30TOMHOI'O BapHaHTa, TayToMmepa, (papMaleBTHUECKH MPUEMIIEMOH COJH, COJIbBaTa HIIU
rugpara K cooTHomeHuo coenunenus Gopmysbl (II) wim U30TONMHOrO BapuaHTa, TayTOMeEpa,
dapManeBTHUECKH TPHEMJIEMON CONM, COJNbBAaTYy MJIM Tuapary B (apmaneBTUYECKOi
KOMIO3HULIMK COCTaBJIsIET OKOJIO 3:1. B HEKOTOpBIX BapuaHTax pealu3alud COOTHOILIEHUE
coenuHenus: ¢opmyasl (I) mam ero HM30TOMHOrO BapWaHTa, TayTomepa, (apMareBTHUECKH
NPUEMJIEMON COJIH, COJIbBATA WJIM THApAaTa K COOTHOMIEHHIO coeamHeHust Gopmynbl (II) wmm
U30TOMHOTO BAapUAaHTA, TayToMepa, (apMaLEBTHUECKH MPUEMIIEMOH COJIM, COJIbBATY WJIH
ruapary B (papManeBTUYECKOW KOMITO3UIMU COCTaBysieT OKoJio 2:1. B HeKOTOphIX BapHaHTax
peanu3aluyu COOTHOLIeHHWe coenanHenus ¢opmysbl (I) WM ero M30TOMHOrO BapHAHTA,
TayToMepa, (hapMaleBTUYECKU IMPHEMIIEMOH COJIM, COJbBAaTa WM THAPAaTa K COOTHOLICHHUIO
coenuaenust Gopmyner (II) wnm w3oTonmHOro BapuaHTa, TayToMepa, (apMaLeBTHUECKH
NPUEMJIEMON COJIM, CONIbBATY WM TUAPATY B (PapMameBTUYECKOH KOMIIO3HUIIMH COCTABIISET
okoJio 1,5:1. B HEKOTOpBIX BapuaHTaX pean3aliil COOTHOLEeHHEe coenrHeHus popmysl (1) nmm
€ro M30TOMHOI'O BapHaHTa, TayToMmepa, (papMaleBTHUECKH MPHEMIIEMOH COJH, COJIbBaTa HIIU
rugpara K COoTHOIeHuo coenuHenus Gopmyssl (II) wim U30TONMHOrO BapHWaHTa, TaAyTOMEPA,
dapManeBTHUECKH TMPHEMJIEMON CONM, CONBBATYy WJIM TUApary B (apManeBTUYECKOi
KOMITO3ULIMM COCTaBJIsIeT OKONO 1:1. B HEKOTOpBIX BapuaHTax peaJn3alud COOTHOLIEHUE
coennHeHust ¢opmynsl (I) WM ero HM30TOMHOrO BapUaHTa, TayTOMepa, (apMaLeBTHUECKU
NPUEMIIEMON COJIM, CONbBAaTa WJIM THApAaTa K COOTHOIIEHHIO coeauHeHust gopmynsl (II) wmm
M30TOMHOTO BAapUaHTa, TayToMepa, (apMaLeBTHUECKH MPUEMIIEMOM COJIM, COJIbBATY WIIH
ruapaty B GpapMarieBTHYECKONW KOMITO3ULMK COCTaBsieT Okoyo 1:1,5. B HEKOTOphIX BapuaHTax
peanu3anu COOTHOIIeHHEe coenuHeHus Qopmyasl (I) wim ero W30TONMHOrO BapuaHTa,
TayToMepa, (hapMaleBTUYECKU MPUEMJIEMOH COJIM, COJbBAaTa WM THAPATa K COOTHOLICHHUIO
coenuaenust Gopmynsr (II) wnam w3oTomHOro BapuaHTa, TayToMepa, (apMaLeBTHUYECKU
NPUEMJIEMON COJIM, COJIbBATy WJIM THUAPATY B (PapMaleBTUHECKOH KOMIIO3HMIIUH COCTABJISET
okoJio 1:2. B HEKOTOpPBIX BapHAHTAX peaM3ali COOTHOLIeHne coenunerus Gopmyasl (1) umm
€ro M30TOMHOIO BapHaHTa, TayToMmepa, (papMalleBTHUECKH MPHEMIIEMOH COJH, COJIbBaTa HIIU
runpara K cootHomeHuo coenunenust Gopmysisl (II) v U30TONMHOrO BapuaHTa, TayTOMEpA,
dapManeBTHUECKH TMPHUEMJIEMOH COJIM, CONbBATYy WJIM Tuapary B (apmManeBTHYECKOi
KOMITO3ULIMM COCTaBJIsIET OKOJNO 1:2. B HEKOTOpPBIX BapuaHTax peaJn3alud COOTHOLIEHUE
coennHeHust ¢Gopmynsl (I) WM ero M30TOMHOrO BapuaHTa, TayToMepa, (papManeBTHUECKH
NPUEMIIEMON COJIM, CONbBATa WJIM THApAaTa K COOTHOMIEHHIO coeamHeHust dopmyunsl (II) wmmm
M30TOMHOTO BAapUAaHTa, TayToMepa, (apMaLeBTHUECKH MPUEMIIEMOH COJIM, COJIbBATY WIIH
runpary B (papManeBTUYECKOW KOMITO3UIMU COCTaBisieT okoyio 1:3. B HekoTophIX BapuaHTax

peanu3anuyu COOTHOLIeHHe coeauHeHus ¢opmyiasl (I) wnm ero M30TONMHOrO BapHaHTA,
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TayToMepa, (papMaleBTUYECKU IMPHEMIIEMOH COJM, COJbBAaTa WM THAPATa K COOTHOLICHHIO
coenuHenust ¢opmynsl (II) wnm w3oromHOro BapuaHTa, TayToMepa, (apMaLeBTHUECKU
NPUEMIIEMON COJIM, CONbBATy WJIM TUAPATY B (papManeBTUUECKON KOMIIO3UIMH COCTABJISET
okoJio 1:4. B HEKOTOpBIX BapUaHTaX peaju3aliil COOTHOIIeHHe coequHeHust ¢popmydsl (I) mmm
€ro M30TOIMHOTO BAapHaHTa, TayToMmepa, (papMaleBTHYECKH MPUEMIIEMOI COJIM, COJNbBaTa WM
THApaTa K COOTHOIIEHHMIO coexuHeHus (Gopmyns! (II) wam M30TOMHOro BapHaHTa, TayTOMEpa,
(dapMaleBTHUECKH TMPHEMJIEMONl COJIM, COJNbBATy MJIKM Tuapary B (apmManeBTHYeCKOi
KOMIIO3ULIMK COCTaBJISIET OKOJIO 1:5. B HEKOTOpBIX BapuaHTax pealu3alud COOTHOIIEHUE
coenuHeHust ¢Gopmyibl (I) WM ero M30TOMHOTrO BapuaHTa, TayToMepa, (papMaLeBTHUECKH
NPUEMJIEMON COJIM, COJNbBATAa WJIM THApAaTa K COOTHOIIEHHIO coexauHeHust dopmynsl (II) wmm
W30TOMHOTO BAapUAHTa, TayToMepa, (apMaLEeBTHUECKH MPHUEMIIEMOH COJIM, COJIbBATY WM
runpary B (papManeBTUYeCKOW KOMITO3UIMU COCTaBisieT OKoJo 1:6. B HEKOTOpBIX BapHaHTax
peanu3alid COOTHOIIEHHE coeanHeHus ¢opmysbl (I) WM ero H30TOMHOrO BapHAHTA,
TayToMepa, (papMaLeBTUYECKU IMPHEMIIEMOH COJIM, COJbBAaTa WM THAPAaTa K COOTHOLICHHUIO
coenuaenust ¢opmynsl (II) wnm w3oromHOro BapuaHTa, TayToMepa, (apMaLeBTHUECKH
NPUEMIIEMON COJIM, CONIbBATY WJIM THUAPATY B (papMameBTUUECKOH KOMIIO3HUIIMH COCTABJISET
okoJio 1:7. B HEKOTOPBIX BapHaHTaX peayn3aliy COOTHOLIeHHe coenuHeHus Gopmydsl (1) nmm
€ro M30TOMHOI'O BapHaHTa, TayToMmepa, (papMaleBTHUECKH MPUEMIIEMOHM COJH, COJIbBATa HIIU
ruapaTa K cooTHoueHuo coenuHeHus ¢opmynsl (II) mnm m3oronHoro BapumaHTta, Tayromepa,
dapManeBTHUECKH TPUEMJIEMONl CONM, COJNBBAaTYy MJIM Tuapary B (apmaneBTHYECKOM
KOMITO3ULIMM COCTaBJIsIET OKOJMIO 1:8. B HEKOTOpPBIX BapuaHTax pealu3alii COOTHOLIEHUE
coenuHenus: ¢opmyasl (I) uam ero HM30TONMHOrO BapHaHTa, TayToMmepa, (apMaleBTHYECKH
NPUEMJIEMON COJIH, COJIbBAaTa WJIM THApAaTa K COOTHOMIEHHIO coexauHeHust dopmynbl (II) wmm
U30TOMHOTO BAapUAHTA, TayTOoMepa, (apMaLEBTHUECKH MPHUEMIIEMOH COJIM, COJIbBATY WJIH
ruapary B (papManeBTUYECKOW KOMITO3UIMU COCTaBysieT Okoyio 1:9. B HekoTOphIX BapuaHTax
peanu3aluu  COOTHOIIeHHME coenanHenus ¢opmysbl (I) WM ero HM30TOMHOrO BapHAHTA,
TayToMepa, (hapMaLeBTUYECKU IMPHEMIIEMOH COJIM, COJbBATa WM THAPAaTa K COOTHOLICHHUIO
coennaenust ¢popmynel (II) wnmm ero W30TOMHOrO BapuaHTa, TayTOMepa, (apMaleBTHYECKH
NPUEMJIEMOH COJIM, COJIbBAaTa WJIM TUApaTa B (PapMaLeBTUYECKOH KOMIIO3UIUH COCTABIISET
okoJio 1:10. B HEKOTOPBIX BapHaHTax peaiM3allii COOTHOLIeHne coequHenus Gopmydsl (1) nmm
€ro M30TOMHOI'O BapHaHTa, TayToMmepa, (papMalleBTHUECKH MPHEMIIEMOH COJH, COJIbBaTa HIIU
ruapara K COOTHOIIeHHIO coenuHeHust Gopmysbl (II) wiu M30TOMHOTO BapuaHTa, TayTOMeEpa,
dapManeBTHUECKH TPHEMJIEMON CONM, COJNbBAaTYy WJIM Tuapary B (apmaneBTHYECKOi
KOMITO3ULIMKM cocTaBisieT okoyio 0,9:10. B HEKOTOpBIX BapHaHTax peaau3allii COOTHOLIEHUE

coenuHeHust ¢Gopmynsl (I) wiM ero M30TOMHOrO BapuaHTa, TayToMepa, (apMaleBTHUECKU
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NPUEMIIEMON COJIM, COJNbBATa WJIM THApAaTa K COOTHOIIEHHIO coeauHeHust dopmynbl (II) wmmm
M30TOMHOTO BAapUaHTa, TayToMepa, (apMaLeBTHUECKH MPUEMIIEMOM COJIM, COJIbBATY WIIH
rupary B (papManeBTHIeCKOW KoMIo3uuuu coctasisier okono 0,8:10. B HekoTOphIX BapraHTax
peamu3zalud COOTHOLICHHE coeanHeHus ¢opmyabl (I) wam ero HM30TOMHOrO BapHaHTA,
TayToMepa, (apMalleBTUYECKH NPHEMIIEMOH COJIM, COJIbBaTa WJIM THAPAaTa K COOTHOLICHHIO
coenuHenust ¢opmynbl (II) wmam W30TOMHOrO BapwaHTa, TayToMmepa, (apMaleBTHYECKH
NPUEMJIEMON COJIM, COJIbBATY WJIM THAPATy B (PapMaleBTUYECKOH KOMIIO3ULUH COCTABJISET
okojio 0,7:10. B HEeKOTOpbIX BapuaHTaX peaM3alMu COOTHOLIEHHe coenuHeHus ¢popmydsl (I)
WIN €r0 M30TOITHOTO BaPHAHTA, TAyTOMEPa, (papMalleBTHYECKH MPUEMJIEMOI COJIH, COJTbBATA HITH
ruapaTa K COOTHOUIeHHIO coenuHeHus ¢opmyunsl (II) mim M30TONHOrO BapuaHTa, TAyTOMEpa,
(apManeBTHUECKH TNPHEMJIEMON COJIM, COJNBBATYy MJIM TUApary B (apmManeBTUYECKOM
KOMITO3ULIMKM cocCTaBisieT okoyio 0,6:10. B HEKOTOpBIX BapHaHTax peajnu3allii COOTHOLIEHUE
coennHeHust ¢Gopmynsl (I) WM €ro W30TOMHOrO BapUaHTa, TayToMepa, (apMaleBTHUYECKH
NPUEMIIEMON COJIM, CONbBAaTa WJIM THApAaTa K COOTHOMIEHHIO coexauHeHust ¢opmynsl (II) wmmm
M30TOMHOTO BAapUaHTa, TayToMepa, (apMaLeBTHUECKH MPHUEMIIEMOH COJIM, COJIbBATY WIIH
runpary B papManeBTHYECKOW KOMIIO3HINU COCTaBsieT 0kojio 0,5:10. B HekoTOphIX BapuaHTax
pearu3zalid COOTHOIICHHE coennHeHus ¢opmysbl (I) WM ero HM30TOMHOrO BapHAHTA,
TayToMepa, (papMaLeBTUYECKU IPHEMIIEMOH COJM, COJbBAaTa WM THAPAaTa K COOTHOLIEHHIO
coenunenust ¢opmynsl (II) wnm w3oromHoro BapuaHTa, TayTOoMepa, (apMaLeBTHUYECKU
NPUEMJIEMON COJIM, CONbBATY WJIM THAPATy B (papMaleBTUUECKON KOMIIO3UIMH COCTABJISET
okojio 0,4:10. B HEKOTOpbIX BapuaHTaX pear3aluu COOTHOLIEHHe coenuHeHust ¢popmyibl (I)
WM €r0 M30TOIHOTO BAPHAHTA, TayTOMepa, (hapMalieBTHUECKH MPHEMIIEMOI COJTH, COJIbBATA WU
rugpara K CooTHouleHuto coenuHenus Gopmysbl (II) wiM U30TOMHOrO BapuaHTa, TayTOMepa,
(dapManeBTHUECKH TNPHEMJIEMON COJIM, COJNbBATy MJIM TuApary B (hapmMaueBTHYeCKOi
KOMINO3ULIMK cocTaBisieT okojo 0,3:10. B HEKOTOpBhIX BapuaHTax pealiu3alid COOTHOILICHUE
coenuHeHust ¢Gopmyibl (I) WM ero W30TOMHOTrO BapUaHTa, TayToMepa, (apMaleBTHUECKH
NPUEMJIEMON COJIM, CONbBATa WJIM THApAaTa K COOTHOIIEHHIO coexamHeHust ¢opmynsl (II) wmmm
U30TOMHOTO BAapUAaHTa, TayToMepa, (apMaLEeBTHUECKH MPHUEMIIEMOH COJIM, COJIbBATY WIIH
runpary B apManeBTHYeCKOW KOMIO3UIMH cocTaBisieT okoio 0,2:10. B HekoTOphIX BapuaHTax
peanm3anuMu COOTHOLIeHHWe coeanHeHus ¢opmyasl (I) wmnmM ero HM30TONMHOrO BapHAHTA,
TayToMepa, (papMaleBTUYECKU IMPHEMIIEMOH COJIM, COJbBAaTa WM THAPAaTa K COOTHOLICHHUIO
coenuaenust ¢opmyner (II) wnm w3oromHOro BapuaHTa, TayToMepa, (hapMaLEeBTHUECKH
NPUEMJIEMON COJIM, CONIbBATY WJIM THAPATy B (PapMameBTUUECKON KOMITO3UIMH COCTABJISET
okojio 0,1:10. B HeKOTOpBHIX BapuaHTax peaju3alMy COOTHOLIeHHe coenuHeHus ¢popmydsl (I)

WJIM €r0 U30TOIHOTO BapHaHTa, TayToMepa, (hapMaleBTHIeCKH PUEMIIEMON COJIH, COTbBATA MU
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rugpara K cooTHommeHno coenuHeHuss Gopmysnsl (II) wiu M30TOMHOTO BapuWaHTa, TayTOMeEpa,
dapManeBTHUECKH TPHEMJIEMON CONM, CONbBAaTy WMJIM Tuapary B (apmManeBTUYECKOM
KOMIIO3uLMu coctasjsieT okojio 0,01:10.

[192] B HexoTOpBIX BapHaHTax peajlu3alluu OTHOLIeHWe coeauHeHus ¢opmyisl (I) umm ero
W30TOITHOTO BAapUaHTa, TayToMepa, (apMaleBTUYeCKH NPHEMJIEMON COJM, COJbBaTa WM
T'HApaTa K COOTHOIIEHMIO coennHerus popmyJibl (II) mnm ero u30TonHOro BapuaHTa, TayToMepa,
ero (apmaueBTHUECKH TNPUEMIIEMON COJIM, COJIbBaTa WM ruaparta B (hapMaleBTUYeCKOH
KOMIO3ULIMM COCTABJISIET MO MeHbLIe Mepe okosio 10:0.1, 10:0.2, 10:0.3, 10:0.4, 10:0.5, 10:0.6,
10:0.7, 10:0.8, 10:0.9, 10:1, 9:1, 8:1, 7:1, 6:1, 5:1, 4:1, 3:1, 2:1, 1.5:1, 1:1, 1:1.5, 1.2, 1:3, 1:4,
15, 1:6, 1:7, 1:8, 1:9, 1:10, 0,9:10, 0,8:10, 0,8:10, 0,7:10, 0,6:10, 0,5:10, 0,4:10, 0,3:10, 0,2:10,
wi okojo 0,1:10. B HEKOTOpPBIX BapUaHTAaX PeATU3aLNU COOTHOLIEHHE COSAMHEHUS (OPMYJIbI
(I) unm ero M30TOMHOTO BapHaHTa, TAayTOMepa, (papMaleBTUYECKH PUEMIIEMON COJIH, COJIbBATA
WIH THOpaTa K COOTHOmeHur coenuHerus ¢opmynsl (1) wim M30TOMHOrO BapHaHTa,
TayToMepa, ero (apmManeBTHYeCKH TPUEMJIEMOH COJIM, COJbBaTa WJIM THApaTa B
(hapMaleBTHUECKON KOMITO3MLIMK COcTaBisieT okoyio xo 10:0,1, 10:0,2, 10:0,3, 10:0,4, 10:0,5,
10:0,6, 10:0,7, 10:0,8, 10:0,9, 10:1, 9:1, 8:1, 7:1, 6:1, 5:1, 4:1, 3:1, 2:1, 1,5:1, 1:1, 1:1.5, 1:2, 1:3,
1:4, 1.5, 1:6, 1:7, 1:8, 1:9, 1:10, 0,9:10, 0,8:10, 0,8:10, 0,7:10, 0,6:10, 0,5:10, 0,4:10, 0,3:10,
0,2:10 unu okono 0,1:10.

[193] B HEKOTOpBIX BapuUaHTaX peayn3aluil COOTHOLIeHHe coenuHeHus ¢opmydsl (I) umu ero
M30TONHOTO BapHaHTa, TayToMmepa, (papmauleBTHYECKM TNpPHEMJIEMON COJH, COJbBaTa WU
T'HApaTa K COOTHOIIEHMIO coenuHerus popmyJibl (II) mnm ero u30TonHOro BapuaHTa, TayToMepa,
(dapmaneBTHUECKM TpUEMJIEMOH COJIM, COJbBaTa MM THApaTa B (papMaLeBTUYECKOH
KOMITO3ULIMK COCTaBJIsieT OT Okoyio 5:1 mo okono 1:5. B HekOTOpbIX BapuaHTax peanu3zanuu
cooTHoweHue coenuHeHuss ¢opmynbl () uaM ero H30TOMHOrO BapHWaHTa, TayTOMeEpa,
(bapMaleBTHUECKH MPHUEMJIEMO COJIM, COJbBATa WJIM THUApATa K COOTHOLICHHIO COCIMHEHUS
dbopmysl (II) uau ero U30TOMHOTO BapUAHTA, TAyTOMEPa, (hapMalleBTUYECKU MTPUEMIIEMOI COJIH,
COJIbBATA WJIM THApATa B (hapMaleBTHUECKON KOMITO3ULIMU COCTaBIsIeT OKoio S:1. B HekoTophIX
BapHUAHTaX PeaJM3ally COOTHOIEHUE coenuHenns Gopmydbl (I) wim ero H30TOMHOTO BapUAHTA,
TayToMepa, (apMaLeBTUYECKH MPHEMIIEMOH COJIM, COJbBAaTa WM THAPATa K COOTHOLICHUIO
coennaenust ¢opmynel (II) wnmm ero w3oTOmHOrO BapuaHTa, TAayTOMeEpa, (apMaleBTHYECKH
NPUEMJIEMON COJIM, COJIbBAaTa WJIM TUApara B (HapMaLeBTUYECKOH KOMIIO3UIUH COCTABIISET
okoJio 4:1. B HEKOTOPBIX BapHaHTaX peayM3alUy COOTHOLIeHHe coennneHust Gpopmyusl (1) mmum
M30TOMHOTO BapHUaHTa, TayToMepa, ero (papMaleBTHUECKH MPUEMIIEMOH COJNH, COJbBaTa HIIU
ruapaTa K COOTHOLIEHMIO coequHenus ¢popmydsl (II) nmm ero nsoronHoro Bapuanra, TayromMepa,

dapManieBTHUECKH TNpPUEMJIEMONl coiu, cojJbBaTa WM Tuapata B (papmaneBTHYECKON
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KOMITO3ULIMM COCTaBJIIET OKOJNO 3:1. B HEKOTOpBIX BapuaHTax peaJn3alud COOTHOLIEHUE
coenuHeHust ¢Gopmynbl (I) WM ero M30TOMHOrO BapUaHTa, TayTOMepa, (apMaleBTHYECKH
MPUEMJIEMON COJIH, COJIbBaTa WJIM THApaTa K COOTHOIIeHMo coenunenus: Gpopmysl (1) wim ero
M30TOIMHOTO BapHaHTa, TayToMmepa, (papmMauleBTUYECKH TNPHEMJIEMON COJH, COJbBaTa WU
ruapata B (apMaLEeBTHUECKON KOMIIO3MLIUU COCTaBjsieT Okojo 2:1. B HEKoTOphIX BapuaHTax
peanuzalu COOTHOLIeHHEe coeanHeHusi ¢opmyiasl (I) waM ero M30TONMHOrO BapHUAHTA,
TayToMepa, (apMaleBTUYeCKH NPHEMJIEMON COJM, COJNbBaTa WIM THApPATa K COOTHOLICHHUIO
coenuaenust ¢popmynel (II) wnm ero WM30TOMHOrO BapuaHTa, TAayTOMepa, (apMaleBTHYECKH
NPUEMJIEMON COJIM, COJIbBATa WJIM TUApara B (HapMaLeBTUYECKOW KOMIIO3UIUH COCTABJISET
okoJio 1,5:1. B HEKOTOpBIX BapHUaHTaX peain3aliil COOTHOIIEHHe coequHeHus ¢popmysl (1) mmm
€ro M30TOIMHOIO BapHaHTa, TayToMmepa, (papMaleBTHUECKH MPHEMIIEMOHW COJH, COJIbBaTa HIIU
rHIpaTa K COOTHOLIEHHIO coenuHenus ¢popmysl (1) nmm ero m30TonmHOro BapuaHra, TayTomMepa,
dapManieBTHUECKH TNPUEMJIEMON COJM, COJbBaTa WM TuUapata B (papMareBTUIECKON
KOMITO3ULIMM COCTaBJIsieT OKONO 1:1. B HEKOTOpBIX BapuaHTax peaJn3alud COOTHOLIEHUE
coennHeHust ¢dopmynsl (I) WM ero HM30TOMHOrO BapUaHTa, TayToMepa, (apMaleBTHUECKH
IPUEMIIEMO COJIM, COJIbBATA MIIM THPAaTa K COOTHOIIEHMIO coenrHenus popmyasl (II) wmu ero
M30TOIMHOTO BapHaHTa, TayToMepa, (papmMaumeBTUYECKH TNPHEMJIEMOIl COJM, CONbBaTa MU
ruzpara B (papManeBTUIECKOW KOMITO3UIIMU COCTaBisieT okoyio 1:1,5. B HeKOTOphIX BapHaHTax
peamu3zalud COOTHOLIeHHE coeanHeHus ¢opmyabl (I) WM ero M30TOMHOrO BapHaHTA,
TayToMepa, (papmMaLeBTUYECKU INPHEMIIEMOH CONM, COJbBAaTa WM THApPAaTa K COOTHOLIEHHIO
coenuHenus: ¢opmynsl (II) mam ero M30TOMHOrO BapuaHTa, TayToMepa, (papMaLeBTHYECKU
NpUEMJIEMOH COJIM, COJIbBaTa MM TuApara B (HapMalleBTUYECKOH KOMIIO3UIIMU COCTABISIET
ok0Ji0 1:2. B HEKOTOPBIX BapHaHTAaX peaNn3aluu COOTHOUIeHue coeauneHus: Gpopmynsl (I) wim
€ro M30TOIMHOI'O BapHaHTa, TayToMmepa, (papMaleBTHUECKH MPHEMIIEMOH COJM, COJIbBaTa MU
rHIpaTa K COOTHOLIEHHIO coequHenus ¢popmybl (II) nmm ero M30TomHOro BapuaHrta, TayToMepa,
(dapManeBTHUECKH TNPUEMJIEMON COJM, COJbBaTa WM TrHApata B (papMareBTHYECKOH
KOMIO3ULIMK COCTaBJIsIET OKOJIO 1:3. B HEKOTOPBIX BapuaHTax peaU3alUd COOTHOLIEHUE
coennHeHust ¢dopmynsl (I) WM ero HM30TOMHOrO BapUaHTa, TayTOMepa, (apMaleBTHYECKH
NPUEMIJIEMOH COJIM, CONbBATa WJIM THAPATa K COOTHOIIEHUIO coenuHenust popmyusl (1) wmu ero
W30TOMHOTO BAapHaHTa, TayToMepa, (papMameBTUYECKH TNPHEMJIEMON COJIM, CONbBaTa MIIU
rugpara B (apMaleBTHUECKONH KOMIIO3UIMH COCTaBJIsIeT OKoJio 1:4. B HEKOTOPBIX BapHaHTaX
peanm3anMMu COOTHOLIeHHWe coenanHeHus ¢opmyasl (I) unm ero HM30TONMHOrO BapHAHTA,
TayToMepa, (papMaleBTUYECKHU IMPHEMIIEMOH COJM, COJbBAaTa WM THAPAaTa K COOTHOLIEHHIO
coennHenust ¢opmynel (II) mwnm ero m30TOMHOrO BapuaHTa, TAayTOMeEpa, (apMaleBTHYECKH

INPUEMJIEMON COJIM, CONIbBAaTa WM Tuapara B (PapMaLeBTUUYECKOM KOMIIO3UIMHM COCTABIISET
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okouno 1:5.

[194] B HekOTOpBIX BapHaHTaX peaju3aluu OTHOWeHue coenuHeHusi ¢opmyinl (I) mmu ero
M30TOMHOTO BapHaHTa, TayToMmepa, (papmauneBTHYECKM TNPHEMJIEMOIl COJM, CONbBaTa MU
ruapara K COOTHOIeHuo coennnenus Gopmynsl (I11) mnu nu3oTonHoro Bapuanra, TayToMepa, ero
(dapmaneBTHUECKH TPUEMJIEMOW COJNM, COJbBaTa MM THApaTa B  (papMaLeBTHYECKOH
KOMITO3MLIMM COCTaBJIsIET O MeHbIe mepe okouso 5:1, 4:1, 3:1, 2:1, 1,5:1, 1:1, 1:1,5, 1:2, 1:3,
1:4 umu oxoso 1:5. B HEKOTOPBIX BapuaHTax peanu3alnuu OTHOIIeHue coenrHenus Gopmybr (1)
WIN €r0 M30TOITHOTO BapHaHTa, TayTOMepa, (hapMalleBTHYECKH MPUEMIIEMOH COJIH, COJTbBAaTa WJIN
ruapara K COOTHoIIeHuo coenuaenus Gopmysl (I1) wiu U30TOMHOrO BapuaHTa, TAyTOMEpPa, ero
(apManieBTHUECKH TPUEMJIEMON COJNM, COJbBaTa WM THApaTta B  (apMareBTUYECKON
KOMIO3HULIMU COCTaBjsieT okojio mo S5:1, 4:1, 3:1, 2:1, 1,5:1, 1:1, 1:1,5, 1:2, 1:3, 1:4 unu okoyo
1.5,

[195] B HekoTOpbIX BapuaHTax peanu3auuy (papMaLeBTHUECKUX KOMIIO3ULMH, PACKPBITBIX B
JaHHOM JIOKyMeHTe, coenuHeHne ¢opmynbl (I) miam ero HM30TONMHBIA BapHaHT, TayTOMeEp,
(dapmMarneBTHUECKH TIPUEMIIEMAst COJIb, COJIBBAT FUIM THIAPAT SIBJISTFOTCS 11O CYIIECTBY YUCTHIMH. B
HEKOTOPBIX BapHaHTaX peaNn3anuu (PapMaleBTHUECKUX KOMIIO3ULMH, PACKPHITBIX B JaHHOM
nOoKyMeHTe, coenuHeHue ¢opmynbel (I) wmam  ero HM30TONHBIA  BapuaHT, TayTOMep,
dapMareBTHUECKH TNpHEMIIeMasi COJib, COJbBAT WM THAPAT MO CYLECTBY HE COAEp)KaT
npuMeceil. B HEKOTOPBIX BapuaHTax peaju3anuy GpapManeBTUIeCKHe KOMITO3ULNH, PACKPITHIE
B JAHHOM JIOKYMEHTE, IO CYIIEeCTBY Oe3 npumeceil ompenensrorcs kak meHee okono 10,0%
(mac./mac.) comepskaHusl puMecel. B HEKOTOPBIX BapHaHTaX peanu3aluu (papMaleBTHYECKHUE
KOMITO3HLIMH, PACKPBITHIE B JAHHOM JIOKYMEHTE, 10 CYLIeCTBY 0e3 nmpuMecel ONpenessitoTes Kak
MeHee okoyio 9,0% (mac./mMac.) comepskaHusi mpuMeceil. B HEKOTOPBIX BapuaHTAX peaH3aliu
(apManieBTHUECKHE KOMIIO3ULMH, PACKPBIThIE B JaHHOM JOKYMEHTE, MO CyIIecTBy Oe3
npuMecel OmpenessiFoTcsi kak MeHee okono 8,0% (Mmac./mac.) comeprkaHusi mpumeceil. B
HEKOTOPBIX BAapHAHTaX peajn3anud (PpapMareBTUYECKHEe KOMIIO3UIUH, PACKPBIThIE B JAaHHOM
IOKYMEHTE, IO CYINECTBY Oe3 mpumeceil ompeneistorcs kak MeHee okono 7,0% (mac./mac.)
cofiepKaHus mpuMecel. B HeKOTOpBIX BapuaHTaxX pearn3aliy (apMaleBTHUECKUE KOMITO3UIINY,
PACKpBIThIE B TAHHOM JOKYMEHTE, IO CYIIECTBY 0€3 MpUMECeH ONMpenessitoTCs] Kak MEHee OKOJIO
6,0% (mac./mMac.) conmepkaHus TpuMecell. B  HEKOTOPBIX BapHaHTaX  peaTH3alUH
dapManeBTHUECKNX KOMITO3UIMH, PACKPBITBIX B JAHHOM JOKYMEHTE, IO CyILIecTBy 0Oe3
npuMecell OMpeneNsitoTC Kak coaepikamue MeHee okono 5,0% mnpumeceit. B HexkoTopbix
BapHUaHTax peann3aniy (papmManeBTHIeCKne KOMIO3HUINH, PACKPBITEIE B JAHHOM JIOKYMEHTE, I10
cymecTBy 0Oe3 mpumecel ompenessitorcss kak MmeHee okono 4,0% (mac./mMac.) comeprkaHUs

npuMeceil. B HEKOTOPBIX BapuaHTax peajusanuy (GpapManeBTUIECKHe KOMITO3UIUH, PACKPITHIE
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B JIaHHOM JIOKYMEHTE, IO CYIIEeCTBY Oe3 mpumecell OnmpenesnsroTcsi Kak MeHee OKoJjio 3,9%
(mac./mac.) conepskaHusi mpuMmeceil. B HEKOTOPBIX BapHaHTax peain3zanuu (papMareBTHUYECKHe
KOMITO3ULIH, PACKPBIThIE B JAHHOM JIOKYMEHTE, I10 CYIIECTBY 0€3 mpuMecel ONpenessitoTCs Kak
meHee okouso 3,8% (mac./mac.) conepkaHusi mpuMeceld. B HEKOTOpPBIX BapHaHTaxX pealu3aluu
(apmaneBTHUECKHE KOMIIO3ULIMH, PACKpPbITble B JAHHOM JOKYMEHTe, MO CYLIecTBY Oe3
npUMecell ONpeNeNstoTesT Kak MeHee oOkojio 3,7% (mac./mac.) comepskanusi npumeceii. B
HEKOTOPBbIX BapHaHTaX peanusaluu (papMaleBTUYECKUE KOMIIO3UIIMH, PACKPBITbIE B IaHHOM
JIOKYMEHTE, TIO CYINECTBY Oe3 mpuMeceil ompenesstorcs Kak MeHee okono 3,6% (mac./mac.)
conepskaHus mpuMeceil. B HEKOTOPBIX BapHaHTax peanu3aiuu GpapManeBTHIeCKHe KOMITO3ULINH,
PacKpbIThbie B JAHHOM JOKYMEHTE, IO CYLIeCTBY 0e3 MpuMeceil OnpenestoTesi Kak MeHee OKOJIO
3,5% (mac./mMac.) conmepskaHus TpuMecell. B HEKOTOPBIX BapHaHTAaX  peaTH3aIUH
(dapManeBTHUECKHE KOMIIO3ULUH, PACKPBIThIE B JaHHOM JOKYMEHTE, IO CyILIeCTBy Oe3
npuMecel OmpeneNsiFoTcsl Kak MeHee okono 3,4% (mac./mac.) comep:kanusi mpumeceii. B
HEKOTOPBIX BapHUaHTaxX peaau3alnn (1)apMaL[eBTI/ILIeCKI/Ie KOMIIO3ULMH, PACKPBITBIC B JAHHOM
IOKYMEHTE, IO CYINECTBY Oe3 mpumMeceil omnpenenstorcss kak MeHee okono 3,3% (mac./mac.)
conepskaHus mpuMeced. B HEKOTOPBIX BapHaHTaxX peau3anuu HapMareBTHIECKHEe KOMITO3UIUH,
PacKpbIThbie B JAHHOM JOKYMEHTE, MO CYLIeCTBY 0e3 mpuMeceil OnpenesaoTes Kak MeHee OKOJIO
3,2% (mac./mMac.) conxepkaHus TpuMecell. B  HEKOTOPBIX BapHaHTaX peaTH3aLUH
¢dapmanieBTHUECKUE KOMIIO3ULIMH, PACKPbIThIE B JTaHHOM JOKYMEHTE, IO CyIIecTBy 0e3
npuMecell ompenersiroTcsi kak MeHee okoyio 3,1% (mac./mac.) comepxkaHusi mpumeceii. B
HEKOTOPBbIX BapHaHTaX peanu3aluu (papMaleBTUYeCKHe KOMIIO3ULIMH, PACKPbIThbIE B TaHHOM
IOKyYMEHTe, 1O CYLIeCTBY Oe3 mpumeceil ompemesstorcss kak MeHee okojo 3,0% (mac./mac.)
conepskaHus mpuMeceil. B HEKOTOPBIX BapHaHTax peanusanuu hapMareBTHIECKHEe KOMITO3UIUH,
PacKpbIThbIe B JAHHOM JOKYMEHTE, IO CYLIeCTBY 0e3 MpuUMeceil ONpeneistoTes Kak MEHee OKOJIO
2,9% (mac./mac.) comepkaHHs ~TNpuMecedl. B HEKOTOpPBIX BapHaHTaX peau3aluu
(apManieBTHUECKHE KOMIIO3ULMH, PACKPBIThIE B JAHHOM JOKYMEHTE, IO CYIIeCcTBy Oe3
npuMecel OmpeneNsiFoTcsi Kak MeHee okono 2,8% (Mmac./mac.) comep:kaHusi mpumeceii. B
HEKOTOPBIX BapUaHTax peaiu3anun (1)apMaL[eBTI/ILIeCKI/Ie KOMIIO3ULUH, PACKPBITBIE B JaHHOM
IOKYMEHTE, IO CYINECTBY Oe3 mpuMeceil ompenesstorcs kak MeHee okono 2,7% (mac./mac.)
conepskaHus mpuMecedl. B HEKOTOPBIX BapHaHTaxX peanusanuu hapMareBTHIeCKHEe KOMITO3UIUH,
PacKpbIThbie B JAHHOM JOKYMEHTE, MO CYLIeCTBY 0e3 mpuMeceil OnpenessoTes Kak MeHee OKOJIO
2,6% (mac./mac.) comep:kaHHsI TpuUMeceil. B HEKOTOpBIX BapuUaHTaX peau3aluu
dapmarieBTHUECKHE KOMIIO3ULUH, PACKpbIThleé B JAHHOM JOKYMEHTE, IO CYINeCTBy Oe3
npuMecell OmpeneNsifoTcsi kak MeHee okoyio 2,5% (mac./mac.) comep:kanusi mpumeceii. B

HEKOTOPBIX BapHUaHTaxX peaiu3annn (1)apMaLIeBTI/ILIeCKI/Ie KOMIIO3UIIMH, PACKPBITHIE B AAHHOM
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IOKYMEHTE, IO CYINECTBY Oe3 mpuMeceil ompenesstorcs kak MeHee okono 2,4% (mac./mac.)
conepskaHus mpuMeced. B HEKOTOPBIX BapHaHTaxX peanzannu HapMareBTHISCKHEe KOMITO3UIUH,
PacKpbIThbie B JAHHOM JOKYMEHTE, MO CYLIeCTBY Oe3 mpuMecei ONmpenessitoTesl Kak MeHee OKOJIO
2,3% (mac./mac.) copep:xkaHHs TpuMeceil. B HEKOTOpBIX BapuUaHTaxX peau3aluu
(apmaneBTHUECKHE KOMIIO3ULIMH, PACKpPbITble B JAHHOM JOKYMEHTe, MO CYLIecTBY Oe3
npUMeceil OMpeNeNstoTCsT Kak MeHee okono 2,2% (mac./mac.) copepskaHusi npumeceii. B
HEKOTOPBbIX BapHaHTaX peanusaluu (papMaleBTUYECKUE KOMIIO3UIIMH, PACKPBITbIE B IaHHOM
JIOKYMEHTE, TIO CYINECTBY Oe3 mpumeceil ompenesstorcs kak MeHee okono 2,1% (mac./mac.)
conepskaHus mpuMeceil. B HEKOTOPBIX BapHaHTaxX peanusanuu GapMareBTHIeCKHe KOMITO3UIUH,
PacKpbIThbie B JAHHOM JOKYMEHTE, IO CYLIeCTBY 0e3 MpuMeceil OnpenesstoTcesi Kak MeHee OKOJIO
2,0% (mac./mac.) comep:kaHHWs ~TpuUMecel. B  HEKOTOpBIX BapuUaHTaX  peau3aluu
(apManieBTHUECKHE KOMIIO3ULMH, PACKPBIThIE B JaHHOM JOKYMEHTE, IO CYIIeCcTBy Oe3
npuMecel OmpenessiFoTcsi kak MeHee okono 1,9% (mac./mac.) comepkaHusi mpumeceid. B
HEKOTOPBIX BapHUaHTaxX peaau3alnn q)apMaLIeBTI/ILIeCKI/Ie KOMIIO3ULMH, PACKPBITBIC B JAHHOM
IOKYMEHTE, IO CYINECTBY Oe3 mpumeceil ompenesstorcs kak MeHee okono 1,8% (mac./mac.)
conepskaHus mpuMeced. B HEKOTOPBIX BapHaHTaxX peann3alud (GpapManeBTUIeCKne KOMITO3ULINY,
PacKpbIThbie B JAHHOM JOKYMEHTE, MO CYLIeCTBY 0e3 mpuMeceil OnpenesaoTes Kak MeHee OKOJIO
1,7% (mac./mMac.) copmepkaHwsi TpuMeceil. B HEKOTOpBIX BapuUaHTaX peau3aluu
¢dapmaneBTHUECKHE KOMIIO3HULIMH, PACKPBbIThIE B ITaHHOM JOKYMEHTE, IO CyIecTBy 0e3
npuMecell OmpenersroTcsi kak MeHee okoyio 1,6% (mac./mac.) conmepxkaHusi mpumeceii. B
HEKOTOPBbIX BapHaHTaX peanu3aluu (papMaleBTUYeCKHe KOMIIO3ULIMH, PACKPbIThbIE B TaHHOM
IOKYMEHTe, 1O CYLIeCTBY Oe3 mpumeceil ompenernstoTcst kak MeHee okono 1,5% (mac./mac.)
conepskaHus mpuMeceil. B HEKOTOPBIX BapraHTax peanusanuu hapMareBTHIECKHEe KOMITO3UIUH,
PacKpbIThbIe B JAHHOM JOKYMEHTE, IO CYLIeCTBY 0e3 MpuUMeceil ONpeneistoTes Kak MEHee OKOJIO
1,4% (mac./mMac.) coxmep:kaHusi TpuUMeceil. B HEKOTOpBIX BapuUaHTaX  peau3aluu
(apManieBTHUECKHE KOMIIO3ULMH, PACKPBITBIE B IaHHOM JOKYMEHTE, MO CyLIecTBY Oe3
npuMecel ompenersiroTcsi kak MeHee okono 1,3% (mac./mac.) comep:kaHusi mpumeceii. B
HEKOTOPBIX BapUaHTax peaiu3anun q)apMaLIeBTI/ILIeCKI/Ie KOMIIO3ULUH, PACKPBITBIC B JAHHOM
IOKYMEHTE, N0 CYINECTBY Oe3 mpuMeceil ompenessrorcs kak MeHee okojo 1,2% (mac./mac.)
conepskaHus mpuMecedl. B HEKOTOPBIX BapHaHTaxX peanusanuu hapMareBTHIeCKHEe KOMITO3UIUH,
PacKpbIThbie B JAHHOM JOKYMEHTE, MO CYLIeCTBY 0e3 mpuMeceil OnpenessoTes Kak MeHee OKOJIO
1,1% (mac./mac.) coxmepkaHusi TpuUMeceil. B HEKOTOpBIX BapUaHTAaX peau3aluu
dapmarieBTHUECKHE KOMIIO3ULUH, PACKpbIThleé B JAHHOM JOKYMEHTE, IO CYINeCTBy Oe3
npuMecell ompenensiroTcsi kak MeHee okosio 1,0% (mac./mac.) comep:kaHusi mpumeceii. B

HEKOTOPBIX BapHUaHTaxX peaiu3annn (1)apMaLIeBTI/ILIeCKI/Ie KOMIIO3UILMH, PACKPBITBIE B JAHHOM
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IOKYMEHTE, O CYINECTBY Oe3 mpumeceil ompenessitorcs kak MeHee okono 0,9% (mac./mac.)
conepskaHus mpuMeced. B HEKOTOPBIX BapHaHTaxX peanzannu HapMareBTHISCKHEe KOMITO3UIUH,
PacKpbIThbie B JAHHOM JOKYMEHTE, MO CYLIeCTBY 0e3 mpuMeceil OnpenessoTest Kak MeHee OKOJIO
0,8% (mac./mMac.) coxmepkaHus TmpuMecell. B  HEKOTOPBIX BapuaHTaX  peaTH3alud
(apmaneBTHUECKHE KOMIIO3ULIMH, PACKpPbITble B JAHHOM JOKYMEHTe, MO CYLIecTBY Oe3
npuUMeceil ompenensroTcss kak MeHee okoio 0,7% (mac./mac.) comepxaHusi npumeceit. B
HEKOTOPbIX BapHaHTaX peanu3aluu (GpapMaleBTUYECKUe KOMIIO3UIHH, PACKPBITHIE B JaHHOM
JIOKYMEHTe, TIO CYINECTBY Oe3 mpumeceil ompenesstorcs kak MeHee okono 0,6% (mac./mac.)
conepskaHus mpuMeceil. B HEKOTOPBIX BapHaHTaxX peanusanuu GapMareBTHIeCKHe KOMITO3UIUH,
PacKpbIThbie B JAHHOM JJOKYMEHTE, IO CYLIECTBY Oe3 mpuMeceil OnpeessstoTCsl Kak MEHee OKOJIO
0,5% (mac./mMac.) conmepskaHus TpuMecell. B  HEKOTOPBIX BapHaHTAaX  peaH3aIUH
(apManieBTHUECKHE KOMIIO3ULMH, PACKPBIThIE B JaHHOM JOKYMEHTE, IO CYIIeCcTBy Oe3
npuMecel ompenensiroTcsi kak MeHee okono 0,4% (mac./mac.) comep:kaHusi mpumeceil. B
HEKOTOPBIX BapHaHTaxX pealu3alnuu q)apMaL[eBTI/ILIeCKI/Ie KOMIIO3ULMHU, PACKPBITBIE B JAHHOM
IOKYMEHTE, IO CYINeCTBY Oe3 mpumeceil ompenersitorcs kak MeHee okono 0,3% (mac./mac.)
conepskaHus mpuMeced. B HEKOTOPBIX BapHaHTaxX peau3anuu HapMareBTHIECKHEe KOMITO3UIUH,
PacKpbIThbie B JAHHOM JJOKYMEHTE, [0 CYLIeCTBY 0e3 mpuMeceil OnmpenenstoTcesi Kak MeHee OKOJIO
0,2% (mac./mMac.) conxepkaHus TpuMecell. B  HEKOTOPBIX BapHaHTAaX  peaTH3aLUH
(bapMaleBTHUECKNX KOMIIO3UIMH, PACKPBITBIX B JAHHOM JOKYMEHTE, IO CyIIecTBy 0e3
npuMecell OmpenensioTcs Kak coaepskamue MeHee okosno 0,1% mnpumeceit. B HekoTOphIX
BapUAHTAX peajn3auuu (papMareBTUYeCKue KOMIO3HLIUK, PACKPBITBIE B JAHHOM HOKYMEHTE, 10
cyuiectBy Oe3 mpumeced ompenesisitorcss kak meHee okojio 0,05% (mac./mac.) comepskaHus
npuMecei.

[196] B HeKOTOpBbIX BapuaHTaX peau3aliu (papMaleBTHUYECKHIX KOMITO3ULUH, PACKPBITHIX B
JaHHOM JOKyMeHTe, coenuHeHne ¢Gopmysbl (I) miam ero HM30TONMHBIA BapHaHT, TayTOMep,
(papmaLieBTHYECKH TpUEMJIeMasl COJib, COJIbBAT WJIM THAPAT MO CYIIECTBY HE COAEpI AT
npuMeceil. B HEKOTOPBIX BapuaHTax peajn3anuu (papMareBTUIECKHE KOMITO3UINH, PACKPBITHIE
B JAHHOM JIOKYMEHTe, MO CyIIecTBy 0e3 mpumeceil ompenenstorcs kak a0 okojo 10,0%
(Mac./mac.) conmepskaHus mpuMeceii. B HEKOTOPBIX BapHaHTax peann3anud (papMareBTUYECKHe
KOMITO3UILINH, PACKPBIThIE B JAHHOM JTIOKYMEHTE, IO CYIIECTBY 0Oe3 mpuMecel OnpenenstoTcs Kak
no okojo 9,0% (mac./mac.) conmepskanus mpumecell. B HEKOTOpBIX BapHWaHTaxX peau3aluu
(apManeBTHUECKUE KOMIIO3UIHH, PACKPBIThIE B JTaHHOM JOKYMEHTE, IO CyIIecTBy 0e3
npuMecel OmpenesroTcs Kak 10 okoJio 8,0% (mac./mac.) conepskaHusi mpumeceil. B HeKoTophIxX
BapuaHTax pe€ain3aluu (bapMaI_IeBTI/ILIeCKI/Ie KOMIIO3ULMH, PACKPBITBIE B JAHHOM HOKYMECHTE, IO

CyLIeCTBY 0e3 mpuMecel orpenessiFoTest Kak 10 okoio 7,0% (Mac./mMac.) cogep kaHusi mpuMecei.
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B HexkoTophIX BapmaHTax peanusanud (papmManeBTHYECKHE KOMIO3ULIUH, PACKPBIThIE B TAHHOM
IOKYMEHTE, IO CYINEeCTBY 0e3 mpuMmecel ompenensroTcss kak a0 okono 6,0% (mac./mac.)
comepkaHusi mpumeceil. B HekoTOpeIX BapuaHTax peanusanun  (papManeBTUYECKUX
KOMITO3UILIUH, PACKPBITHIX B JAHHOM AOKYMEHTE, 110 CYIIECTBY O€3 mpUMecel OnpenessiFoTcs Kak
no okomo 5,0% comepxkaHust rnpuMecell. B HEKOTOpPBIX BapHaHTaX pealH3aLuH
¢dapmaneBTHUECKHE KOMIIO3UIIMH, PACKpbITble B JAHHOM JOKYMEHTE, IO CYLIecTBY Oe3
pUMecel OnpeneNstoTcs Kak 10 okoJio 4,0% (Mmac./mMac.) conepskaHusi mpumeceit. B HeKOTOpbIX
BapuaHTax peain3aluu (bapMaL[eBTI/ILIeCKI/Ie KOMITO3UIHH, PACKPBITBIC B JAHHOM OOKYMECHTE, 110
CYLIECTBY O€3 MpUMeCel ONpenessiFoTCsl Kak 10 0koJio 3,9% (Mac./Mac.) comep kaHusi puMeceii.
B HekoTOphIX BapuaHTax peanusanud (papmManeBTUYECKHe KOMIO3ULIUHU, PACKPBIThIE B TAHHOM
JOKYMEHTE, IO CYINEeCTBY 0Oe3 mpuMecel ompenessiroTess kak 1o okoso 3,8% (mac./mac.)
CoIlepsKaHus MprMecel. B HEeKOTOPBIX BapHaHTaxX peanusanuu hapMareBTHIeCKHe KOMITO3UIUH,
PacKpbITbie B JAHHOM JOKYMEHTE, MO CYIIECTBY Oe3 Mmpumeced OMpeneNstoTcs Kak IO OKOJIO
3,7% (mac./mMac.) conmepkaHus TpuMecell. B HEKOTOPBIX BapHaHTAaX  peaTH3aIUH
dapmaneBTHUECKHE KOMIIO3ULUH, PAcCKPBITbIE B HTAHHOM JOKYMEHTE, MO CyLIecTBy Oe3
npuMecel OMPenesIIoTCs Kak 10 OKoJio 3,6% (Mac./Mac.) conepskaHusi mpumeceil. B HeKoTophIx
BapHuaHTax peain3aluu q)apMaL[eBTI/ILIeCKI/Ie KOMIIO3UIHH, PACKPBITBIE B JAHHOM AOKYMEHTC, IO
CyLIECTBY 0e3 MpuUMecel OnpenessiFoTest Kak 10 okoJio 3,5% (Mac./Mac.) comep kaHus puMecei.
B HexoTopeIx BapmaHTax peanusanud (papmManeBTHYECKHEe KOMIO3ULIUH, PACKPBIThIE B TAHHOM
JIOKYMEHTE, II0 CYINeCTBY 0Oe3 mpumecel ompenesstoTess kak 1o okosno 3,4% (mac./mac.)
COZlep KaHMs IpUMecei. B HEKOTOpBIX BapHaHTax peaan3auud (apMaleBTUIeCKUe KOMITO3ULINH,
pacKpbITble B JAHHOM JOKYMEHTE, MO CYIIECTBY Oe3 ImpuMeced ONpenensroTcst Kak 0 OKOJIO
3,3% (mac./mMac.) conmepkaHus TpuMecell. B HEKOTOpbIX BapHaHTAX  peaH3al|u
(apManieBTHUECKHE KOMIIO3ULMH, PACKPBIThIE B JaHHOM JOKYMEHTE, MO CyIIecTBy Oe3
npUMecel ONpPeneNsIoTCs Kak 10 0koJio 3,2% (Mac./mMac.) conepskaHus npumeceil. B HeKOTOpBIX
BapuaHTax peain3aluu (I)apMaL[eBTI/ILIeCKI/Ie KOMITIO3UIIUH, PACKPBITBIE B JAHHOM OOKYMEHTE, IO
CYLIECTBY 0€3 MpuUMecel OnpenessiFoTCs Kak 10 okoio 3,1% (Mac./mac.) conep:kaHusi IpuMecei.
B HekoTOpBIX BapuaHTax peanu3anuil (papManeBTUYECKHEe KOMIO3HLNH, PACKPBIThIE B TAHHOM
IOKYMEHTE, IO CYINEeCTBY 0Oe3 mpuMmecel ompenessiroTess kak 1o okoso 3,0% (mac./mac.)
conepskaHus mpuMecedl. B HEKOTOPBIX BapHaHTaxX peanusanuu hapMareBTHIeCKHEe KOMITO3UIUH,
pacKpbITbie B JAHHOM JOKYMEHTE, MO CYIIECTBY Oe3 mpuMeced OMpenensroTCs Kak OO0 OKOJIO
2,9% (mac./mac.) comepkaHHsI TpuUMeceil. B HEKOTOpBIX BapuUaHTaX peaTu3aluu
dapmarieBTHUECKHE KOMIIO3ULUH, PACKpbIThleé B JAHHOM JOKYMEHTE, IO CYINeCTBy Oe3
npuMecel OMpPeaeNsIoTCs Kak 10 okoJio 2,8% (Mac./Mac.) conepskaHus npumeceil. B HeKOTopbIx

BapHuaHTax peain3aluu (bapMaI_[eBTI/ILIeCKI/Ie KOMIIO3UIHH, PACKPBITBIC B JAHHOM OOKYMECHTC, IO
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CyLIeCTBY 0e3 MpuUMecel ONpenessiFoTCsl Kak 10 OKoJio 2,7% (Mac./mMac.) comep kaHus puMecei.
B HexoTopeIX BapuaHTax peanusanud (papmManeBTUYECKHE KOMITO3UINU, PACKPBITBIE B JAHHOM
IOKYMEHTE, IO CYINEeCTBY 0Oe3 mpumecell ompenesstoTess kKak 10 okoso 2,6% (mac./mac.)
conepkaHus mpuMeced. B HEKOTOPBIX BapraHTax peanusanuu GapMareBTHIECKHe KOMITO3ULUY,
pacKpbITble B JAHHOM JOKYMEHTE, MO CYIIECTBY Oe3 mpumeceil OmnpenenstoTcst Kak 0 OKOJIO
2,5% (mac./mac.) comepkaHusi TpumMeceil. B HEKOTOpbIX BapuaHTaX peaju3aluu
(apmarieBTHYECKHE KOMIIO3UIIMK, PACKPbITbie B JAHHOM JOKYMEHTE, IO CyLIecTBY Oe3
pUMecel OMPenesIoTCs Kak 10 okoJio 2,4% (Mac./mMac.) conepskaHusi mpumeceit. B HeKOTOpbIX
BapHuaHTax peain3aluu (bapMaL[eBTI/ILIeCKI/Ie KOMITIO3UIHH, PACKPBITBICE B JAHHOM OOKYMEHTE, 11O
CYLIECTBY 0€3 MpUMecel ONpenessiFoTCs Kak 10 okoJio 2,3% (Mac./mMac.) comep kaHus puUMecei.
B HekoTOphIX BapuaHTax peanusanud (papManeBTUYECKHEe KOMIO3ULIUHU, PACKPBIThIE B TAHHOM
IOKYMEHTE, IO CYLIeCTBY 0Oe3 mpuMecel ompenessiioTcss Kak 10 okono 2,2% (mac./mac.)
conepskaHus mpuMeced. B HEKOTOPBIX BapHaHTaxX peanusanvu HapManeBTHIeCKHe KOMITO3UIUH,
pacKpbITbie B JAHHOM JOKYMEHTE, MO CYIUECTBY 0e3 MmpuMeced OMpeneNsioTcs Kak IO OKOJIO
2,1% (mac./mac.) coxmepkaHWs mpuMeceil. B HEKOTOpPBIX BapHUaHTaX peau3aluu
dapmanieBTHUECKHE KOMIIO3ULMH, PACKPBIThlEé B JAHHOM JOKYMEHTE, IO CYINeCTBY Oe3
npuMecel OIpenesIIoTCs Kak 10 okoJio 2,0% (Mac./mac.) conepskaHus nmpumeceil. B HeKoTophIx
BapuaHTax pe€ain3aluu (bapMaLIeBTI/ILIeCKI/Ie KOMIIO3UIHH, PACKPBITHIC B JAHHOM JOKYMCHTE, 110
CyLIeCTBY 0e3 mpuMece orpenessiFoTest Kak 10 okoiio 1,9% (Mac./mac.) cogep:kaHusi mpuMecei.
B HexoTOphIX BapHaHTax peaqu3auud (HapMaleBTUYECKHE KOMIIO3UIIMU, PACKPBITHIE B TAHHOM
IOKYMEHTe, IO CyliecTBy Oe3 mpumeced omnpemenstorcss kak o okoio 1,8% (mac./mac.)
COZIep KaHUs IpUMecei. B HEKOTOPBIX BapHaHTaxX peaan3anuy (HapMareBTHIeCKHe KOMITO3HLINHY,
PacKpbIThie B JAHHOM JOKYMEHTE, MO CYIIECTBY Oe3 Mmpumeceil OMpenesstoTcst Kak 0 OKOJIO
1,7% (mac./mMac.) conmep:kaHusi TpUMeceil. B HEKOTOpbIX BapUaHTAX  peaju3aluu
(apManieBTHUECKHE KOMIIO3ULMH, PACKPBIThIE B JaHHOM JOKYMEHTE, MO CyIIecTBy Oe3
npuMecel OMpeneNsIIoTCs Kak 10 okoJio 1,6% (Mmac./mac.) comepskaHus nmpumeceil. B HeKOTOpbIX
BapHuaHTax peain3aluu (I)apMaLIeBTI/ILIeCKI/Ie KOMIIO3UIUH, PACKPBITBIE B JAHHOM AOKYMEHTE, IO
CyLIECTBY 0e3 MmpuMecel onpenessiFoTesl Kak 10 okoio 1,5% (Mac./Mac.) conepkaHusi mpuMecei.
B HekoTophIX BapuaHTax peanusanud (papManeBTHYECKHEe KOMIO3ULIUHU, PACKPBIThIE B TAHHOM
IOKYMEHTE, IO CYINEeCTBY 0e3 mpuMmecel ompenessroTess kak 1o okosno 1,4% (mac./mac.)
conepskaHus mpuMeced. B HEeKOTOPBIX BapHaHTaxX peanu3anud papMaleBTUIECKIEe KOMITO3ULINH,
pacKpbITbie B JAHHOM JOKYMEHTE, MO CYIIECTBY 0e3 MmpuMeced OMpenenstoTcs Kak IO OKOJIO
1,3% (mac./mMac.) copmep:kaHuWsi TpuUMeceil. B HEKOTOpBIX BapHaHTaX peaTu3aluu
dapmarieBTHUECKHE KOMIIO3ULMH, PAcKpbIThleé B JaHHOM JOKYMEHTE, IO CYLIeCTBY Oe3

npuMecel OmpeneNstoTcs Kak 10 okoJio 1,2% (mac./mac.) conepskaHus npumeceil. B HeKoTopbIx
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BapUaHTaX peajn3aluu (papMaleBTUYeCKUe KOMIO3HLIUK, PACKPBIThIE B JAHHOM JAOKYMEHTE, 110
CyLIeCTBY 0e3 mpuMecei onpenessiFoTest Kak 10 okojio 1,1% (Mac./mac.) cogep kaHusi mpuMecei.
B HexoTOphIX BapHaHTaxX peaau3auud (HapMaleBTUYECKHE KOMIIO3UIIMHU, PACKPBITHIE B JaHHOM
IOKYMEHTE, IO CYINeCTBY 0Oe3 mpumeced ompenesstoTess kak 1o okosno 1,0% (mac./mac.)
CozleprKaHUs IpUMecei. B HEKOTOpPBIX BapHaHTax peaan3auud (apMareBTHIeCKue KOMITO3ULIHH,
pPacKpbITble B JAHHOM JOKYMEHTE, MO CYIIECTBY Oe3 mpuMeced ONpenensroTcs Kak IO OKOJIO
0,9% (mac./mMac.) conmepkaHus TpuMecell. B  HEKOTOPbIX BapHaHTAaX  peaH3al|H
(apmanieBTHYECKE KOMIIO3UIIMK, PACKPbITble B JAHHOM JOKYMEHTE, MO CyLIecTBY 0e3
npuMecel OmpeneNsroTes Kak 10 okoJio 0,8% (Mmac./mac.) comepskanusi nmpumeceit. B HEKOTOPBIX
BapHaHTAX peaju3auun (papMaleBTUYeCKHe KOMIIO3ULIUK, PACKPBIThIE B JaHHOM JIOKYMEHTE, 110
CyLIECTBY 0e3 mpuMecel onpenessiFoTcst Kak 10 okoio 0,7% (Mac./mac.) comep:kaHusi puUMecei.
B HEKoTOpBIX BapHaHTaX peajn3auvi (papMaleBTHYECKHEe KOMIIO3ULMU, PACKPBIThIE B JaHHOM
IOKYMEHTE, IO CYINeCTBY 0Oe3 mpumecel ompenessiroTess kak no okosno 0,6% (mac./mac.)
COoZlep KaHUs IpUMeceil. B HEKOTOpBIX BapHaHTaxX peaqn3aunn (HapMarleBTHUIECKHe KOMITO3HLIUHY,
PaCKpBIThIE B TAaHHOM JOKYMEHTE, MO CYIIECTBY 0O€3 mpumeceidl ONMpenensroTcsl Kak IO OKOJIO
0,5% (mac./mMac.) conmepkaHus TpuMecell. B  HEKOTOPBIX BapHaHTaX peaTH3aIUH
(apmaLieBTHUYECKHE KOMIIO3ULIMK, PAcKpbITbie B JAaHHOM JOKYMEHTe, MO CYLIecTBY Oe3
npuMecel ompeaeNsoTes Kak 10 okojio 0,4% (mac./Mac.) conepskanusi npumeceil. B HeKOTOphIX
BapUAHTAX peajn3aluu (papMareBTUYeCKue KOMIO3HLIUK, PACKPBIThIE B JAHHOM JHOKYMEHTE, TI0
cyliecTBy Oe3 mpumMecel onpenensroTes kak 10 okoio 0,3% (Mac./Mac.) conepskaHus mpuMecei.
B HexoTOphIX BapHaHTaxX peann3aludl (apMaleBTUYECKHE KOMIO3ULIMH, PACKPBHITbIE B JAHHOM
IOKYMEeHTe, 10 CyliecTBy Oe3 mpumecedl ompepenstoress kak no okosno 0,2% (mac./mac.)
comepkaHusi TpuMeceil. B HEKOTOpbIX BapHaHTax peanu3auud  (papMareBTHYECKUX
KOMITO3HLIM#, PACKPBITHIX B TAHHOM HOKYMEHTE, 110 CYLIECTBY Oe3 MpUMeceii ONpenessiFoTCs KakK
no okomo 0,1% comepkaHusi mnpuMeceil. B HEKOTOPBIX  BapHaHTaX  peaH3aLUH
(apmaLieBTHYECKHE KOMIIO3UIIMK, PACKpbITbie B JAHHOM JOKYMEHTE, MO CyLIecTBY 0Oe3
npuMecel onpenenstoTes Kak 1o okoyo 0,05% (Mac./mac.) comepskaHust mpuMecei.

[197] B HeKOTOpbIX BapuaHTaX peanu3aliu (papMaleBTHUECKUX KOMITO3ULHH, PACKPBITHIX B
HACTOSIIIEM JOKYMeHTe, (hapMaleBTHYECKas KOMIIO3ULIMS MMEET YHCTOTY MO MEHbLIeH Mepe
okojo 90%. B HEKOTOpBIX BapuaHTax peatn3audy (apMaLEeBTHUECKUX KOMITO3HUIUH,
PAaCKpBITBIX B HACTOSLIEM IOKYMEHTe, (papMalleBTHUECKas KOMIIO3ULHMS HMEET YHCTOTY IO
MeHblel mepe oxono 91%. B HeKOTOphIX BapuaHTax peanu3anuy (papManeBTUYECKUX
KOMITO3HLIM, PACKPBITBIX B HACTOSIIEM IOKYMEHTE, (papMaLeBTHYeCKas KOMIIO3ULIMS HMEeT
YUCTOTY MO MeHbIIeW Mepe okono 92%. B HeKoTOphIX BapuaHTax peanu3aluu

(bapMaleBTHUECKUX KOMITO3ULUH, PACKPBITBIX B HACTOSINEM AOKYMEHTeE, (apMaleBTHUECKas
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KOMIIO3UIIMST MMEeT YMUCTOTY IO MeHbllell Mepe okoio 93%. B HekoTOphIX BapuaHTax
peamm3anuu  (papMaleBTUUECKUX KOMITO3UIMH, pPACKPBITBIX B HACTOSINEM JOKYMEHTE,
bapmarieBTHUECKasT KOMITO3ULMSA UMEET YUCTOTY 0 MEHblIel Mepe okojio 94%. B HekoTopbIx
BapUaHTax peanu3anuu papManeBTHIECKUX KOMITO3ULNH, PACKPBITEIX B HACTOSAIIEM JOKYMEHTE,
(apmaneBTHYECKAS KOMITO3HLIUSI UMEET YUCTOTY IO MeHbLIeH Mepe okosno 95%. B HekoTopbIx
BapUaHTaX peasn3aluy GapMaLeBTUIECKUX KOMIIO3UIUH, PACKPBITHIX B HACTOSLIEM JTOKYMEHTE,
(dapmaneBTHUECKasi KOMITO3ULIMS UMEET YHCTOTY MO MEHbIIeH mMepe okoyio 96%. B HekoTOphIX
BapHUAHTaX peann3auu (papMareBTUYeCKHX KOMITO3ULIMHA, PACKPBITHIX B HACTOSIIEM JOKYMEHTE,
(apmaneBTHUECKasT KOMITO3ULIMS UMEET YUCTOTY IO MEHbIIeH mMepe okono 97%. B HekoTOpbIx
BapHUAHTAX peann3auui (papMareBTUIECKHX KOMITO3ULIMHA, PACKPBITHIX B HACTOSIIEM JOKYMEHTE,
(apmaneBTHUECKasT KOMITO3UIMS UMEET YHCTOTY MO MEHbIIeld Mepe okono 98%. B HeKoTOphIX
BapHUaHTaxX peann3auui (papManeBTUIECKHX KOMITO3ULIMHA, PACKPBITHIX B HACTOSIIEM JOKYMEHTE,
(dapmaneBTHIECKasT KOMITO3ULHS UMEET YHCTOTY IO MEHbIIeH Mepe okono 99%. B HeKoTOphIX
BapHUaHTax peann3auui (papManeBTHIECKHX KOMITO3ULMH, PACKPBITEIX B HACTOSIIEM JOKYMEHTE,
(apmaneBTHUECKAsT KOMIIO3UIUS SIBJISIETCS HA, 1O MEHbIIeH Mepe, okoio 99,1%, okomno 99,2%,
okoy10 99.3%, okono 99,4%, 99,5%, okoao 99,6%, okomgo 99,7%, okono 99,8%, okono 99,9%
unu okono 100% uuctoii.

[198] B HekOTOpbIX BapuaHTax peanu3aluy (papMaleBTHUECKUX KOMIIO3ULMH, PACKPBITBIX B
HACTOSLIEM IOKyMeHTe, (papMarieBTHUecKass KOMITO3ULUS MUMeeT YHCTOTy OKoio 1o 90%. B
HEKOTOPBIX BapUAHTaX peajn3aluu (apMaLeBTHUECKUX KOMITO3ULMH, PACKPBITBIX B HACTOSINEM
IOKyMeHTe, (hapMaLeBTHYECKash KOMITO3ULMS HMMEET YUCTOTY OKojo 10 91%. B HekoTopbIx
BapUaHTaX peanu3anuy GpapMaleBTUYeCKUX KOMIIO3ULNH, PACKPBITBHIX B HACTOSIIEM JOKYMEHTE,
(dapmaneBTHUECKasT KOMIIO3UIUSI MMEET YHCTOTY OKOJIo 10 92%. B HeKoTOpbIX BapuaHTax
peammzanu  (papMaLeBTUUECKUX KOMIIO3UIMN, PACKPBITBIX B HACTOSIIEM JOKYMEHTE,
(dapmaneBTHUECKasT KOMITO3UIUSI MMEET HYUCTOTY OKoyio 10 93%. B HekoTophIX BapuaHTax
peamm3anuu  (papMaleBTUYECKUX KOMIIO3UIMH, PACKPBITBIX B HACTOSILIEM JIOKYMEHTE,
(apmarieBTHUECKAasT KOMITO3ULMSI MMEET HYUCTOTY OKoyio 110 94%. B HeKoTOphIX BapuaHTax
peamm3anuu  (papMaLeBTUUECKUX KOMITO3UIMH, pPACKPBITBIX B HACTOSINEM JOKYMEHTE,
dapmareBTHUECKAasT KOMITO3UIMSI MMEET HYHUCTOTY OKoyo 10 95%. B HeKkoTOphIX BapuaHTax
peamm3anuu  (papMaleBTUUECKUX KOMITO3UIMH, pPACKPBITBIX B HACTOSINEM JOKYMEHTE,
dapmaneBTHUECKasT KOMITO3ULMSI MMEET HYHUCTOTY OKoyo 110 96%. B HekoTophIX BapuaHTax
peamm3anuu  (papManeBTUUECKUX KOMITO3UIMN, pPACKPBITBIX B HACTOSINEM JOKYMEHTE,
dapmarieBTHUECKasT KOMITO3ULUSI MMEET YHCTOTYy OKONo 10 97%. B HekoTophIx BapHaHTax
peamm3anuu  (papMaLeBTUUECKUX KOMITO3UIMN, pPACKPBITBIX B HACTOSINEM JOKYMEHTE,

dapmanieBTHUECKasT KOMITO3UIUS MMEET YUCTOTY OKoyio 10 98%. B HekoTophIX BapuaHTax
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peamm3anuu  (papMaleBTUUECKUX KOMIIO3UIMH, pPACKPBITBIX B HACTOSILIEM JIOKYMEHTE,
dapmarieBTHUECKasT KOMITO3UIMSI MMEET HYUCTOTY OKoyo 110 99%. B HekoTophIX BapuaHTax
peamm3anuu  (papMaLeBTHUECKUX  KOMIO3ULHUHI, PACKPBITBIX B  JaHHOM  JOKYMEHTE,
¢dapmaneBTHUECKas KOMIIO3UIIMS COCTaBJIsIeT 0 OKoyo 99,1%, okono 99,2%, okono 99,3%,
0Kk0J10 99,4%, 99,5%, ok0J10 99,6%, 0k0J10 99,7%, 0K0J0 99,8%, 0KOJI0 99,9% MM oko0 100%
YUCTOTBHI.

[199] B HEKOTOpBIX BapuUaHTaxX peasu3aluud (papMaleBTUYECKHUX KOMITO3UIUH, PACKPBITHIX B
JaHHOM JOKyMeHTe, coenuHeHne ¢Gopmysbl (I) miam ero HM30TONMHBIA BapHaHT, TayTOMep,
(apManeBTHUECKH MpHEeMJIeMasi COJib, COJIbBAT MJIM THAPAT WMJIM €ro M30TOIMHBbIA BAapHUAHT,
TayToMep, (papManeBTUYECKH MpHEeMJIeMasi COJIb, COJIbBAT WJIM THAPAT CONEPKUT MEHEEe OKOJIO
10% mno MeHbliel Mepe OOHON mpumecH. B HEKOTOpPBIX BapuaHTax pealu3aLuu
(apMaleBTHUECKNX KOMITO3ULUH, PACKPBITBIX B HACTOSIIEM AOKYMEHTe, (hapMaleBTHUECKas
KOMITIO3ULIUST COAEPKUT MeHee OKolo 9% mo MeHbliedl mepe onHOI mpumecu. B HekoTOpbIX
BapHUaHTax peann3auui (papManeBTHIECKHX KOMITO3ULMH, PACKPBITEIX B HACTOSIIEM JOKYMEHTE,
(dapmaneBTHUECKAsT KOMIIO3UIIMSI CONEPKHUT MeHee OKoio 8% Mo MeHbIIel Mepe OHOH
npuMecH. B HEKOTOPBIX BapHUaHTax peatn3auni papMareBTUIECKIX KOMITO3ULNH, PACKPBITHIX B
HACTOSIIEM JIOKYMEHTe, (papmaneBTHYecKas KOMIIO3MLMSA COINEPKUT MeHee okono 7% 1o
MEHbIIEH Mepe OIHOW MpHuMecH. B HEKOTOpPBhIX BapuaHTax peanu3anud (papmManeBTUYECKUX
KOMITO3UIIUH, PACKPBITHIX B HACTOSIIEM JOKYMEHTE, (papMarieBTUIecKast KOMITO3UIHS CONEPKUT
MeHee OKOJIO 6% IO MeHblLIeHl Mepe ONHON mpuMecu. B HEKOTOpBIX BapuaHTax pealu3aluu
(dapmaLeBTHYECKUX KOMITO3ULMI, PACKPBITBIX B HACTOAIIEM IOKYMEHTe, (apMaleBTHYeCKas
KOMITO3ULIUST COIEPKUT MEHee OKolo 5% Mo MeHbllel Mepe OfHOW mpumecu. B HekoTophIx
BapHUAHTAX peatn3auu (papMareBTUYeCKIX KOMITO3ULIMA, PACKPBITHIX B HACTOSIIEM JOKYMEHTE,
(dbapmaleBTHUECKasT KOMIIO3UIIMS CONEPKUT MeHee OKoio 4% 1O MEHbIIel Mepe OIHOM
npuMecH. B HEKOTOPBIX BapUaHTax peajn3alu papMaleBTHUECKUX KOMIO3HLUH, PACKPBITHIX B
HACTOSIIEM JIOKYMEHTe, (papManeBTHYecKass KOMIIO3HMLHMS COINEPKUT MeHee okono 3% 1o
MEHbIIEH Mepe ONHOW MpHMeCH. B HEKOTOpPBhIX BapuUaHTAX peanu3anud (papManeBTUYECKUX
KOMITO3UINH, PACKPBITHIX B HACTOSIIIEM AOKYMEHTE, (hapMalleBTHYECKasi KOMITO3ULUSI COAEPIKUT
MeHee OKoJIO 2% Mo MeHblIell Mepe OfHOH mpuMecu. B HEKOTOpBIX BapuaHTax pealu3aluu
(dapManeBTHUECKIX KOMITO3ULUH, PACKPBITBIX B HACTOSINEM JOKYMEHTe, (apMaleBTHYeCcKas
KOMIIO3ULIMST COAEPKUT MeHee okoio 1% mo MeHbluedl Mepe onHOI mpumecu. B HekoTOpbIX
BapHUaHTax peann3auui (papManeBTHIECKHX KOMITO3UIMHA, PACKPBITBIX B HACTOSIIEM JOKYMEHTE,
(dapmaneBTHUECKasT KOMIIO3UIUSI COAEPKUT MeHee oOkojo 0,9% mo MeHbIIel Mepe OIHOM
npuMecH. B HEKOTOPBIX BapuaHTax peann3aluy papMaleBTUIECKIX KOMITO3ULNH, PACKPBITHIX B

HACTOALIEM JOKyMeHTe, (papmareBTHYecKass KOMITO3ULUSI conepkutr meHee okosio 0,8% mo
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MEHbIIEH Mepe ONHOW MpHUMecH. B HEKOTOpPBhIX BapuaHTAX peanu3anud (papManeBTUYECKUX
KOMITO3UIINH, PACKPBITHIX B HACTOSIIEM AOKYMEHTE, (papMarieBTUdecKast KOMIIO3UIHS CONEPKUT
MeHee okoJio 0,7% 1no MeHblIEH Mepe OJHOM NpuMecu. B HEKOTOpPBIX BapuUaHTaxX pealu3alyu
(bapMaleBTHUECKIX KOMITO3ULUH, PAaCKPBITBIX B HACTOSINEM JOKYMEHTe, (apMaleBTUYecKas
KOMITO3ULIUST COAEPKUT MeHee okoyo 0,6% 1o MeHbliell Mepe ogHON mpuMecH. B HekoTOpBIX
BapUaHTaX peasn3anuy GpapMaleBTUIECKUX KOMIIO3UIUH, PACKPBITHIX B HACTOSIIEM JTOKYMEHTE,
(dapmanieBTHUECKasT KOMIIO3UIUS COAEPKUT MeHee Okojo 0,5% 1o MeHblIeld Mepe OIHOM
npuMecH. B HEKOTOPBIX BapUaHTax peann3auuu GapMaleBTUYECKIX KOMITO3ULHH, PACKPBITHIX B
HACTOSIIEM JTOKYMEHTe, (hapMaleBTHYeCKas KOMIO3HMLUS COAepHuT MeHee okono 0,4% mo
MEHbIIEH Mepe ONHOW MpHUMecH. B HEKOTOpPBhIX BapUaHTAX peanu3anud (papmManeBTUYeCKUX
KOMITO3UILNH, PACKPBITHIX B HACTOSIIIEM AOKYMEHTE, (papMarieBTUIecKast KOMIIO3UIHS CONEPKUT
MeHee okoJio 0,3% mno MeHblel Mepe OJHON MpuMecH. B HEKOTOpBbIX BapuaHTax peanu3aluu
(apManeBTHUECKNX KOMITO3ULUHA, PACKPBITBIX B HACTOSINEM JOKYMEHTe, (apMaleBTHYeCKas
KOMIIO3ULIUST COAEPKUT MeHee okosio 0,2% 1o MeHblleld mMepe OfHOH npuMecu. B HeKOTOpbIX
BapHUaHTax peann3auuu (papManeBTHIECKHX KOMITO3ULINH, PACKPBITEIX B HACTOSIIEM JOKYMEHTE,
(dapmaneBTHUECKAsT KOMIIO3UIUST COAEPKUT MeHee okojo 0,1% mo MeHblIel Mepe OIHOM
MIPUMECH.

[200) B HexoTOpBIX OIIMCAaHHbIX (dapmMarneBTHIECKIX

BapMaHTaxX peaau3aluu 371eCh

KOMITO3UIINH (apMarieBTHUECKasi KOMIO3ULIUS CONEpKUT 10 okono 10%
OJTHOM npHuMecu. B HEKOTOPBIX BapuaHTax peajqu3aluy ONMHCAHHBIX 371EChH
KOMITO3MLIMI (papMarieBTH4ecKasi KOMIO3ULUS COOEPXKUT A0 OKoJIo 9%
OJIHOM NpHuMecu. B HEKOTOPBIX BapuaHTax peaju3allid OMMCAHHBIX 37€Ch
KOMITO3ULUI (papMarieBTUYeCKass KOMIIO3HUIHS CONEPKUT N0 OKoJo 8%
OIHOW MpHUMecH. B HEKOTOPBIX BapuaHTaX peajnu3alud OMHCAHHBIX 37eCh
KOMITO3ULIUI (papMarieBTUYEeCKast KOMIIO3UIMS CONEPKUT N0 OKoJo 7%
OIHOW MpUMecH. B HEKOTOPBIX BapHaHTaX peajn3alyd OMHCAHHBIX 37€Ch
KOMITO3UINI (papMarieBTUYeCKast KOMITO3UIHSA COINEPKUT 10 OKoJo 6%
OIHOW MpuMecu. B HEKOTOPBIX BapuaHTaxX peajn3alyd OMHCAHHBIX 31€Ch
KOMITO3UIUI (papMarieBTUIEeCKass KOMITO3UIHSA CONEPKUT 10 OKojio 5%
OIHOW MpHuMecH. B HEKOTOPBIX BapHaHTaxX peajH3aliy ONMHCAHHBIX 371ECh
KOMITO3UIINI (papMarieBTUIeCKass KOMITO3UIMSA CONEPKUT 10 Okojio 4%
OIHOW MpuMecu. B HEKOTOPBIX BapuaHTaxX peajn3alid ONMHCAHHBIX 31€Ch
KOMITO3UIINH (papManeBTU4YeCKass KOMIIO3HLUS COIAEPIKUT 10 Okojio 3%
OJHOMW npuMecu. B HEKOTOPBIX BapuaHTax peaju3aldy OMHMCAHHBIX 37€Ch

KOMITO3UIIMI (papMarieBTUYEeCKass KOMIIO3ULMSA COIEPKUT 0 Okojio 2%

[0 MEHBIIEN Mepe
dapmaneBTUYECKUX
O MEHbIIEH Mepe
(bapMareBTUYECKIX
MO0 MEHbIel Mepe
(bapManeBTUYECKUX
MO MEHbIIEH Mepe
(bapManeBTHYECKUX
M0 MEHbLIEH Mepe
(dbapManeBTHYECKUX
M0 MEHbIIEH Mepe
(bapMareBTHYECKUX
M0 MEHbIIEH Mepe
(bapManeBTHYECKUX
[0 MEHbLIEH Mepe
(dapManeBTHYECKUX

[0 MEHbILIEH Mepe
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OJHOW mpuMecu. B HEKOTOPBIX BapuaHTax peajn3aldy OMHMCAHHBIX 37eCh (papMareBTHUECKHX
KOMITO3ULIMI (papMarieBTH4YeCKass KOMITO3MLUSA COMAEPKUT N0 Okoio 1% mo MeHblued mepe
OJHOMW npuMecu. B HEKOTOPBIX BapuaHTax peajlu3alluy OMHMCAHHBIX 37eCh (papMaleBTUYECKHX
KOMITO3ULIMH (papMarieBTU4IeCcKass KOMITO3ULMS copep kuT a0 okono 0,9% mo MmeHblneil mepe
OIHOH mpuMecH. B HEKOTOPBIX BapuaHTaX peal3alyy OMHCAHHBIX 371ech (papMaleBTUYECKUX
KOMITO3MLIMI (papManeBTUYecKasi KOMITO3HLUS CORepKUT 10 okojo 0,8% mo MeHblneil mepe
OIHOH mpuMecH. B HEKOTOpBIX BapuaHTaxX peaju3aluy OMHCAHHBIX 371ech (papMaleBTHUECKUX
KOMITO3ULIUH (hapMarieBTUYeCKasi KOMITO3ULHs coaepkut 1o okono 0,7% mo MeHblned Mmepe
OJHOW MpUMecH. B HEKOTOPBIX BapUaHTaxX peajn3alMuy OMHCAHHBIX 37eCh (papMaleBTUYeCKHX
KOMITO3UIINH (papMarieBTUIeCKasi KOMITO3ULMSI COAep kUT a0 okoyio 0,6% 1o MeHbneil mepe
OIHOW MpUMecH. B HEKOTOPBIX BapuaHTax peaju3allH OMUCAHHBIX 371€Ch (hapMaleBTHYECKUX
KOMITO3UIINH (papMarieBTUIeCKast KOMITO3ULMS COmep kuT a0 okoso 0,5% mo MeHblueil mepe
OIHOW MpuMecH. B HEKOTOPBIX BapuaHTaxX peajn3alliy OMHMCAHHBIX 37eCh (papMaleBTUYECKHUX
KOMITO3ULINI (papMarieBTUIeCKast KOMITO3UIHS CONEPKUT A0 okono 0,4% mo MeHbIned mepe
OIHOW MpuMecu. B HEKOTOPBIX BapuaHTax peajln3alliy OMHMCAHHBIX 37eCh (papMaleBTUYECKHUX
KOMITO3UIINH (papMarieBTUIeCcKast KOMITO3ULMS comep kuT o okono 0,3% mo MeHbineil mepe
OIHOMW mpuMecu. B HEKOTOPBIX BapuaHTax peaju3alyy OMHMCAHHBIX 37eCh (papMaleBTHUECKHX
KOMITO3ULINI (papMarieBTUIeCcKast KOMITO3ULIMS comep kuT a0 okono 0,2% mo MeHblneidl mepe
OJHOMW npuMecu. B HEKOTOPBIX BapuaHTax peajlu3alliy OMHMCAHHBIX 37eCh (papMaleBTUYECKHUX
KOMITO3ULIMI (papMarieBTU4IeCcKass KOMITO3ULMS copepkut o okono 0,1% mo MmeHsineil mepe
OJTHOH NPUMECH.

[201] B HexoTOpBIX BapHaHTax peajlu3aluu GpapMaleBTHIECKass KOMIIO3ULMS MPAKTUYECKU HE
COIEPKUT MpHMeceil. B HEKOTOpBIX BapHaHTaxX peanu3anuu (papmaneBTHUYECKas KOMITO3ULIUS
UMeeT YHUCTOTy MO MeHbleld Mepe okono 90%. B HekoTOphIX BapuaHTax peaau3aluu
(apmanieBTHUECKasT KOMITO3ULIMSI UMEET YHCTOTY MO MEHbLIeH Mepe okoio 95%. B HekoTopbIx
BapHUAHTaX peanu3aluy (apMaleBTHYECKasi KOMIO3HMLHUSA MMEeT YHCTOTY IO MEHbIIel Mmepe
okosio 96%. B HekoTOphIX BapuaHTax peanu3aluu (papmMareBTHYECKas KOMIIO3UIMS UMEET
YUCTOTY IO MeHblled Mepe okono 97%. B HEKOTOpbIX BapuaHTaxX pealu3aluu
dapmarieBTHUECKasT KOMITO3UIMS UMEET YHCTOTY IO MEHbIIeH mMepe okono 98%. B HekoTOphIX
BapHUaHTax peanu3aluy (apMaleBTHYECKass KOMIO3HLUS MMEeT YHCTOTY IO MEHbIIeH Mmepe
ok0J10 99%. B HEKOTOPBIX BapUaHTaX peanu3annu (apMareBTHIeCKast KOMITO3HLIUS SIBJISIETCS Ha
no MeHbled mepe okojo 99,1%, okono 99,2%, okono 99,3%, okxono 99,4%, okono 99,5%,
okoso 99,6%, okono 99,7%, okomo 99,8%, okono 99.9% wmnm oxojgo 100% wuywncroii. B
HEKOTOPBIX BapHaHTaX peanu3anud (papmaneBTHUecKas KOMIIO3UIUS COAEPKUT 10 okoio 10%

(Mac./mac.) mo MeHbIIeW Mepe ONHOH mpuMecu. B HEKOTOpPBIX BapHUaHTAX peaTH3aLH
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¢dapmaneBTHUeCKass KOMIIO3ULIUS COAEPKUT MeHee okono 10% (mac./mac.), okomo 9%
(mac./mac.), okono 8% (mac./mac.), okono 7% (mac./mac.), okono 6% ( mac./mac.), okosio 5%
(mac./mac.), okoso 4% (Mac./mac.), okosio 3% (mac./mac.), okoso 2% (Mac./mac.) uiu okoso 1%
(mac./mac.) xoTs1 OBl OIHOM MpHMecH. B HEKOTOPBIX BapuaHTax peanus3auuu (papMaLeBTHUECKas
KOMIIO3UIUST COAEPIKUT MeHee okojo 5% (mac./mac.), okojo 4% (mac./mac.), okono 3%
(mac./mac.), okono 2% (mac./mac.) uau okojo 1% (Mac./mac.) mo MeHbLIeH Mepe OHOMN
npuMecH. B HEKOTOpBIX BapuaHTax peanusaiuu (papmareBTUYeCKass KOMIO3HUIHS CONEPKUT
meHee okojio 0,9% (mac./mac.), okono 0,8% (mac./mac.), okojo 0,7% (mac./mac.), okono 0,6%
(mac./mac.), okojo 0,5% (mac./mac.), okono 0,4% (mac./mac.), okono 0,3% (mac./mac.), OKOJIO
0,2% (mac./mac.) umu okoso 0,1% (mac./Mac.) Mo MeHbIIel Mepe OTHOUN MPUMECH.

[202] B HEKOTOpPBIX BapHAHTAX peaIM3alUd IO MEHbUIEH Mepe OAHAa NPUMECh SIBISAETCS
merpagaHToM. B HEKOTOpBIX BapHaHTaxX peaju3alMd [0 MEHbIIEeH Mepe OaHA MPUMECH
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[203] B HEKOTOpBIX BapuaHTaxX peaJu3alUy M0 MEHbLIEH Mepe OAHA MPUMECh NPENCTABISAET

co0oii:
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[204] B HeEKOTOpBIX BapHaHTaxX peanu3auuu (PapMaleBTUUECKass KOMIIO3HIMUS COAEPIKUT O
okono 4,0% (mac./mac.) oOmwux mnpumeceil. B HEKOTOpbIX BapuaHTax pealu3aluu
dapmaneBTHUeCKass ~KOMIO3WLMS  comep:kur 1o okomo  0,5%  (mac./mac.) mo0oi
UHIMBUAYAIBHOW mpuMecH. B HeKOoTOphIX BapuaHTax peanusanud (apMaLeBTHUECKas

KOMITO3HULUS CONEPKUT 0KoJIo 10 1,5% (Mac./Mac.) CoenHeHusI:
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[205] B HEKOTOPBIX BapHaHTaX OCYLIECTBIEHUS NPUMECH B (PapMALEBTHUECKIX KOMIO3HLIMSIX,

PACKPBITHIX B HACTOSIIIIEM JOKYMEHTE, MPEACTABISET COOOM:

Coemurense 1A

[206] Coenunenne @opmynsl (I) wiu ero U30TONHBINA BapHaHT, TayToMep, (papmaneBTHIECKU
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npuemJiemMasi COJib, COJIbBAT WJIM THAPAT HACTOSINEro H300peTeHusi MoryT ObiTh B (hopme
KOMIIO3UIINH, TOOXOASINUX JUIi BBeAeHWs CyObekTy. B of0mem, Takue KOMITO3UIUH
MPEICTaBISIIOT OO0 «(dapMaeBTHUECKIe KOMIIO3ULIUMY, CONepsKallue COeNHHEeHUEe (hOPMYJIbI
(I) nnu ero U30TOMHBINA BapUAHT, TAyTOMEp, (papMaLeBTUYECKH NPUEMIIEMYIO COJIb, COJIbBAT HIIN
THAPAT M OAMH WM HECKOJbKO (papMaLeBTHUECKH MPHEMJIEMbIX WM (PU3HOJOTHUECKU
npueMieMbIX pa30aBuTeNel, HOCUTeNeW WM HamonHuTened. B HeKoTOpbIX BapuaHTax
peanuszauuu  coenuHenue Gopmyabl  (I) uaM  ero WM30TONHBIA  BAapUAHT, TayTOMED,
(bapMaleBTHUYECKU TIpUEMJIEMAsi COJIb, COJIbBAT WJIM THAPAT MPUCYTCTBYIOT B TePANEBTHUYECKH
npueMJieMOM KojinuecTBe. DapMalieBTHYeCKHe KOMITO3MIIMUA MOKHO HCTOJIB30BaTh B CHOCO0aX
HACTOSIIEr0 H300peTeH s, TAKKUM 00pa3oM, HarpuMmep, hapMaleBTHUECKIe KOMITO3ULIMH MOKHO
BBOAUTH €X VIVO WIH in Vivo CyObeKTy IJisl NMPAKTHYECKOrO MPUMEHEHUsS] TePANeBTUYECKUX U
PO UIAKTHIECKUX CIIOCOO0B U MPUMEHEHUH, ONMCAHHBIX B JAHHOM JOKYMEHTE.

[207] q)apMaLIeBTI/I‘{eCKI/Ie KOMITO3ULIUU HACTOSIIETO I/1306peTeHI/I$I MOT'yT OBIThL COCTaBJIEHDI
TakiuM 00pa3oM, 4TOObl OHU OBLIM COBMECTHUMBI C TPEIIOJaraéMbIM CIIOCOOOM WM MyTeM
BBEJICHUSI, 37IECh MPEACTABIICHBI IPUMEPHBIE ITyTH BBEICHUSI.

[208] apmarieBTHUECKHE KOMIIO3MLIMHM, coaepkamue coenunenue ¢Gopmynsl (I) wim ero
W30TOITHBIA BapUAHT, TayToMep, (apMaleBTUYECKU MPUEMJIEMYIO COJIb, COJIbBAT WJIM THApPAT,
MoryT ObITb B (hopme, moaxonsimed ajisi MepOpabHOTO NPUMEHEHHs, Harpumep, B BUIE
Ta0JIETOK, KaICyJl, MaCTUJIOK, JICTIENIEK, BOAHBIX I MACJSTHBIX CYCIIEH3HH, TUCIIEPTUPYEMBIX
MOPOIIKOB WJIM TPaHYJ, 3MYJIbCHH, TBEPABIX WJIM MSTKUX KarcCyJ, WIH CHPOIOB, PacCTBOPOB,
MUKPOTPaHyJ WU SIUKCUPOB. PDapMaleBTUUYECKHE KOMIIO3ULIMK, TNpPeAHa3HAYECHHbIE IS
NepOPaANIbHOTO TPUMEHEHHUS, MOTYT OBbITh MPUTOTOBJIEHBbI JIOOBIM CIIOCOOOM, H3BECTHBIM B
JaHHOW 00JacTH UIsi TMPOM3BOACTBA (hapMALEBTUYECKUX KOMITO3UIUM, M TaKHe KOMITO3UIUU
MOTYT COHIEp>KaThb OAWH WM HECKOJbKO AareHTOB, TaKUX Kak, HAMpUMeEp, MOICIACTHTENH,
apOMaTH3aTOPBI, KPACUTENIN U KOHCEPBAHTHI, 4TOOBI 00ecnednTh (papMaleBTUYECKH 3JIEraHTHbIE
U MIPUSITHBIE HA BKYC mpenapaTthl. TaONeTku, Karncyibl U T.I. COAEPKAT aKTHUBHBIA UHTPEIUEHT B
CMECH ¢ HETOKCUYHBIMU (hapMaLeBTHUECKU MPUEMIIEMbIMHI HATIOJHUTEJISIMU, KOTOPBIE MOIXOISAT
IUTSI X TIPOU3BOACTBA. JTU HAMOJHUTEIN MOTYT ObITh, HATTPUMED, Pa30aBUTENSIMU, TAKUMH KaK
kapOOHAT Kajblus, KapOOHaT HaTpws, JakTo3a, ¢ocdar kxampuusa win ¢ocdar Harpus,
TPAHYJUPYIOLIIMMH U Je3WHTETPUPYIOMUMH areHTaMu, HampuMep, KYKYPY3HBIH Kpaxmall WU
aNbrUHOBAsl KHUCJIOTA, CBS3YIOIIMMU AareHTaMH, HalpuMep, Kpaxmall, KeJlaTUH WJIH
ryMMHUapaOuK, ¥ CMa3bIBAIOIIMMH areHTaMH, HalpuMep, cTeapaTr MarHus, CTEapHUHOBAsI KUCJIOTa
WJIH TaJIbK.

[209] Tabnerku, KarcyJibl U T.I., DOAXOOAIINE JIs1 TIEPOPaIbHOTO BBEACHMS, MOT'YT ObITH O€3

TMOKPBITHUSA WM NOKPBIThI U3BCCTHBIMU criocobaMu AJIsL 3aMEIJICHUS pacliaga WU BCAaCbIBAHHUS B



95

KENyJOYHO-KUIIEYHOM TpaKkTe M, TAaKUM 00pa3oM, OOecrnedeHus: JIUTENbHOTO JeHCTBHUSL.
Hanpumep, MOXKHO HCHONB30BAaTh MaTepuanl C 3aAC€pKKOW IO BPEMEHH, TaKOM Kak
IMLEPUIMOHOCTEapaT UM riuuepuiaucreapar. Ha HUX Takyke MOXXHO HAaHOCUTH MOKPBITHE C
MOMOIIBIO  CIOCOOOB, H3BECTHBIX B JaHHOW OONAcTH, Uil TMOJY4YEeHUS OCMOTHUYECKHX
TepaneBTUUECKUX TaOJETOK C KOHTPOJIUPYEMBIM BBICBOOOXKIEHHEM. J[OMONHUTEIbHBIE are€HThI
BKJIIOYAIOT OMOpasaraeMble MM OMOCOBMECTHMBIE YACTUIIBI WIIN TIOJIMMEPHOE BELIECTBO, TAKOE
KaK TOJMMA(PUPHI, MOJTUAMHUHOKUCIIOTHI, TUAPOTeNb, MOJUBUHIIHPPOIUIOH, MOJHAHTHIPHIBL
MOJINTJIUKOJIEBYIO KHUCIIOTY, STUJIEH-BUHUJIALIETAT, METUJILEIUTIOIO3Y,
KapOOKCUMETHIILIEIUTION03y, MPOTAMUHCYIb(AT MM  COMOJMMEPHl  JIAKTHA/TJIUKOJINAA,
COIOJIUMEPHI TMOJIMIIAKTUAA/TIIMKOINAA FJIM CONOJMMEphl 3THJICHBHHUJIALETATA JJII KOHTPOJIS
IOCTaBKM BBOAMMON KoMmno3unuu. Hampumep, mepopaiibHbIA areHT MOXKeT ObITh 3aKIFOYEH B
MHUKPOKAIICYJIbI, TIOJIYYEHHbIE METOJAMH KOaLEPBAMU WM MeK(pa3HOW MOIMMEPU3ALUH, C
WCIIOJIB30BAHUEM TMAPOKCUMETHIILIEIUIIOIO3bl UM MHUKPOKAICYJ KEeNaTUHA WIA MUKPOKAICYJI
NOJH(METHIIMETAKPOJIaTa), COOTBETCTBEHHO, WJIH B KOJUIOMJHOW CHCTEME JOCTaBKH
JIEKapCTBEHHOIrO cpencTsa. KonnowaHble AUCHEPCUOHHBIE CHUCTEMBI BKIFOYAKOT KOMILIEKCHI
MaKpOMOJIEKYJI, HAHOKAIICYJIbI, MUKPOC(EPDI, MUKPOLIAPUKH U CHCTEMBI Ha OCHOBE JIUITHOB,
BKJIFOYAsi SMYJIbCHHM MacjO-B-BOZIE, MHIIEIUIBI, CMELIAHHbIE MULENIBl U JUIOCOMBL. CriocoObl
NPUTOTOBJICHNUSI BBIMEYIIOMSIHYTBIX COCTABOB OYAYT OYEBHIHBI CIELHATUCTaM B IaHHOM
oOracTH.

[210] CocTaBbl AJ MEPOPATBHOrO NMPUMEHEHUS] TaKKe MOTYT OBITh NPENCTaBJIEHBl B BUIE
TBEPABIX SKEJIATHUHOBBIX KaICyJ, B KOTOPbIX AKTUBHBII HHIPEIUEHT CMELIaH C WHEPTHBIM
TBEPABIM pazOaBuTeNeM, HanpuMep, kKapOoHATOM KajbLus, (pochaToM KaabLus, KAOJHMHOM HIIH
MUKPOKPUCTAJUIMUECKON LIEJUTFOJIO30M, WM B BHUJE€ MATKUX JKEJIATUHOBBIX KarCyJ, B KOTOPBIX
AKTUBHBIM MHIPEIUEHT CMELIaH C BOJOW WJIM MACJSIHOM Cpenoi, Hampumep, apaxuCOBbIM
MAacCJIOM, JKUAKUM NapadUHOM WA OJTUBKOBBIM MACJIOM.

[211] BonHble CyCneH3UM COAepKaT AKTHUBHbIC BEIIECTBA B CMECH C HAMOJHUTEISIMU,
NOIXOMSALIMMH JJISl UX MPOU3BOACTBA. TaKMMHU HANIOJHHUTESIMA MOTYT OBITh CYyCHEHIUPYIOIINE
areHThl, Harpumep KapOOKCUMETHIILEIUTF0JI03 HaTpus, METUJILEIUTI0II03,
TUAPOKCUIIPONWIMETHILIEIUTION03a, aJIblUHAT HATPUs, NOJUBUHWINHPPOIUAOH, TParakaHTOBas
KaMenb H TYMMHapaOWK;, JOUCHEPrHPYIOIIHE WM CMAayUBAIOIIME AareHThl, HAIpUMep
BCTpeUarouiicss B mpupone ¢ocdarun (Hampumep, JICUUTHH), WIH MPOAYKTHI KOHIEHCAINH
ANKWJICHOKCUA C YKUPHBIMH KHCJIOTaMH (HampuMep, MOJTMOKCHUITHIICHCTEAPAaT), UM MPOAYKTHI
KOH/IEHCALIUU STHJIEHOKCUAA C JIMHHOLETIOYEYHBIMH aNn(paTHUECKUMH CIUPTaMH (HampuMmep,
I TeNTafeKadTWIEHOKCULIETAHONA), WJIM TPOAYKTHl KOHJEHCALMU 3TUJICHOKCHIA C

YaCTUYHBIMH CJIOKHBIMU B(bI/IpaMI/I, NOJIYYCHHBIMHU U3 JKUPHBIX KUCJIOT U IF€KCUTOJIA (Haan/IMep,
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MOHOOJIEAT TMOJUOKCUATHICHCOPOUTA), WM NPOAYKTHl KOHAEHCALMM STUJICHOKCHIA C
YaCTUYHBIMU CIIOKHBIMH 3(UPaMH, TOJTYYEHHBIMHU U3 JKUPHBIX KUCJIOT M aHTUAPHIOB I€KCUTONA
(Harpumep, MoNMATUIEHCOPOUTAH MOHOONEaT). BonHble CycrneH3un Takke MOTYT COIEpKaTh
OJIMH WUJIM HECKOJIbKO KOHCEPBAHTOB.

[212] MacnsHble CyCIIEH3UM MOTYT OBbITh COCTAaBJIEHBI IYyTEM CYCIIEHAMPOBAHUS AKTUBHOIO
UHIPEMEHTa B DPACTUTEJILHOM MAacie, HalpuMmep, apaxucOBOM Macie, OJMBKOBOM Macie,
KYH)KYTHOM Macjle WJIHM KOKOCOBOM Macije, WM B MHHEPAJbHOM Maclile, TaKOM KaK >KMIKUHN
napapuH. MacnsiHble CyCIIEH3UHM MOTYT COAEpPIKaTh 3aryCTHTENb, HANPUMEp, MYETHHBINH BOCK,
TBEpIbI mapaduH WM LEeTWIOBbIA crnuptT. [loncnmacTureny, Takue Kak yKa3aHHbIE BbIIIE, H
apOMaTU3aTOPbl MOTYT OBbITh MOOABJIEHBI ISl TIOJIYYEHHUS] MPHUATHOTO HA BKYC MEPOPATBHOTO
npemnapara.

[213] Jlucnmeprupyemble NOPOLIKM M TPaHYJbl, MOAXOAALME JIJis1 MPUTOTOBJIEHUS BOAHOU
CYCIEH3UH IyTeM IOOABJIECHUS BOABI, OOECMEUMBAIOT AKTHBHBI HHTPEIUEHT B CMECH C
IUCTIEPTUPYIOIUM WM CMAYHBAIOIIUM areHTOM U, HeoOs3aTeNbHO, OIHUM WJIM HECKOJIbKUMHU
CYCHEHIUPYIOIIUMH  areHTaMd  W/MAM  KOHcepBaHTamu.  [Ipumepsl  MOAXOIALINX
OUCTIEPTUPYIOIUX UM CMAYUBAIOIIHUX Ar€HTOB M CYCHEHINPYIOINX ar€HTOB MPUBEIEHBI 31€Ch.
[214] DapmareBTHUECKIE KOMIIO3HIIMH HACTOSIIEro H300pEeTeHUsT TaAK:Ke MOTYT ObITh B (hopme
SMYJIbCHH Macio-B-Bozie. MacisiHass (paza MOXKeT ObITb PAaCTUTENBbHBIM MAacCiiOM, HaIlpHMED,
OJIMBKOBBIM MAaCJIOM HJIM apaXxHCOBBIM MACJIOM, HJIM MUHEPAJIbHBIM MACJIOM, HAIIPUMED, XKUIKUM
napauHOM, WJIH UX CMeCsAMH. [IomXomsiumMu SMyJNbIHPYIOLIMMH areHTaMu MOTYT OBITh
NPUPOIHBIE KAMEIH, HAIpUMep, TYMMHUApaOUK WIIM TParakaHTOBash KaMelb, BCTPEYAIOLINECS B
npupozne GpocdaTuabl, HapuUMep, coeBble OOObI, JELUTHH U CIIOKHbIE UM YaCTHYHbIE CJIOXKHBIE
5(Gupbl, TOJYYEHHbIE W3 JKUPHBIX KHCJIOT, AHTHIPHUIbI TEKCHUTA, HANpUMep, MOHOOJEAT
copOuTaHa;, M MPOAYKTbI KOHACHCALMH YACTHYHBIX CIOKHBIX 3(QHPOB C OKCHIOM STHIICHA,
HarpuMep, MOHOOJIEAT OJHOKCUITUIICHCOPOHTaHA.

[215] dapmaneBTHUECKHE KOMIIO3UIMKM OOBIYHO COAEpKaT TepaneBTUYecku 3¢ eKTHBHOE
Konn4yecTBO coenwHeHus: Qopmynsl () wiM  ero HM30TOMHOrO BapuaHTa, TAayTOMEDA,
(apManeBTHUECKH TPUEMIIEMON COJIH, COJIbBATa WJIM THUApPATa, W OAMH WM HECKOJIbKO
dapmaneBTHUECKH B (PU3HONIOTUYECKH MPUEMIIEMBIX areHToB. lloaxonsmue papMareBTHUECKH
npuemMiIeMble WM (PU3HONIOTHYECKH MpUEeMIIeMble pa30aBUTENH, HOCUTEIHN WM HAIOJHUTENN
BKJIFOYAOT, HO HE OTPAaHMYUBAIOTCS UMH, aHTHOKCUAAHTHI (HAIpUMep, aCKOPOMHOBYIO KHCIIOTY
u Oucynbdar HaTpHsi), KOHCEPBAHTHI (HampuMmep, OCH3WJIOBBIM CIUPT, METHINApaOeHbl, STHI
WIA H-TIPOMIWJI, T-THAPOKCHOEH30aT), 3MYJbIHPYIOIIHE AreHThbl, CYCHEHANUPYIOIIHNE AareHTHl,
IUCTIEPTUPYIOIIUE AareHThl, PACTBOPUTENH, HAMOJHUTENH, O0BEMOOOpa3yIOIINe AareHTHl,

neTepreHTsl, Oydeppl, HOCHTENH, pa30aBUTENN W/WIIN alblOBaHTbl. Hampumep, MOAXOASLINM
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HOCHUTEJIEeM MOXKET ObITh (DM3MOJOTHYECKHA pPacTBOp WM (DU3HOJIOTHYECKUNH PACTBOP C
LUTPATHBIM Oy(depoM, BO3MOXKHO C NOOABJICHHEM APYTUX BELIECTB, OOBIYHO HCIOJIb3YEMBIX B
dapMaleBTHUECKUX  KOMIIO3ULUSAX  JJII  THAapeHTepaJbHOro  BBeAeHMs.  HeWrpanbHbIi
3a0ydepeHHblil (PU3HOIOTHUECKHH PacTBOP WU (PU3HOJOTHUYECKUH pPACTBOP, CMEIIAHHBIN C
CBIBOPOTOYHBIM ~ allbOYMHMHOM,  SIBJISIFOTCS  JIOTIOJIHUTENBbHBIMH — NPUMEpPAaMU  HOCHTEJNEH.
Crnenpanuctbl B JAQHHOH OONACTH JIETKO Y3HAKOT MHOXKECTBO OydepoB, KOTOpbIE MOXKHO
UCTONB30BaTh B (hapMALEBTHMYECKMX  KOMIIO3MLUSIX U JIGKAPCTBEHHBIX  (opMax,
paccMaTpuBaeMbIX 37ech. TunuuHble Oydeprpl BKIOYAIOT, HO HE OrPAHUYMBAIOTCS HMH,
(apManeBTHUECKH TpUeMIIeMble Ciladble KHUCIIOTHI, cliadble OCHOBAaHUS WJIM UX CMecH. B
Ka4yecTBe MpHMepa KOMIIOHEHThI Oydepa MOryT ObITb BOJOPACTBOPUMBIMU MaTEpUAIAMH,
TaKUMH Kak (pocdopHas KUCIIOTA, BHHHAS KHUCJIOTA, MOJIOYHAsl KHCJIOTA, SHTapHAsl KUCIOTA,
JVMOHHAsI KHUCIJIOTA, YKCYCHas KHUCJIOTa, acKOPOWHOBAsl KHCJIOTA, aclapariHOBas KHUCIOTA,
TJIyTAMHHOBAsT KUCJIOTa U UX COJIU (HAampuMep, OIMHOOCHOBHBIM (pocdar kamusi, TBYXOCHOBHBIH
docdar xamus u ap.). Ilpuemnemslie OydepHble areHTsl BKIIOYAIOT, HarpuMep, Oydep Tpuc; N-
(2-ruppoxcmyTin)nunepasuH-N'-(2-3rancynsdonosyro kucnory) (HEPES); 2-(N-mopdonuno)
staHCcyibpoHOBYKO kuciory (MES); wnatpueByro conb 2-(N-Mop(OIHHO)3TaHCY B OHOBOM
kuciorel  (MES);,  3-(N-mopdonuno)nponancynbponosyro  kuciory (MOPS); u  N-
TpUC| TUAPOKCUMETIII [METHII-3-aMuHONIpornancyiboHoByo kuciory (TAPS), omnHOOCHOBHBIH
docdar kanus u ABYXOCHOBHBIN (ocdaT Kaus.

[216] Ilocne coctaBneHus GpapMaleBTUUECKONH KOMIIO3ULIUU €€ MOXHO XPaHHUTh B CTEPUIIbHBIX
¢makoHax B BHAE pPAacTBOpa, CYCHEH3HMM, TeJs, OMYJIbCHH, TBEPAOrO BELIECTBA WIJIH
AEeTHIPATHPOBAHHOTO WM JTHOPHUIM3HPOBAHHOIO MOPOIIKA. Takue cOCTaBbl MOTYT XPAHHUTHCS
abo B opme, roToBoi K yrnoTpedyeHuo, MO0 B JTHOGUIM3HPOBAHHON (Gopme, Tpedyromei
BOCCTAHOBJICHUSI TIepel UCIOJIb30BaHUEM, JTUOO B KHUIAKOH (opme, TpeOyromeil paszbasieHus
nepen mNpuMeHeHWeM, Jubo B npyroil npuemisiemoil ¢opme. B HEKOTOpbIX BapuaHTax
peamm3anyu (apMaleBTHUECKass KOMIIO3UIUS TPENOCTABISIETCS] B OIHOPA30BOM KOHTEHHepe
(Hampumep, omHOpa3oBOM (JIAKOHE, amiyjie, IINPUIe WM aBTOMHBEKTOpe (MOI00HOM,
Hanpumep, EpiPen®)), Torma kak MHOropas3oBblii KOHTeHHEp (Hampumep, MHOTOpPa3OBBIN
(bJ1aKOH) MPEOCTABIISIETCS B IPYTUX BApUAHTAX PeaTU3allnu.

[217] CocTaBbl Takke€ MOTYT BKJIKOYaTh HOCHUTENU IJIsI 3AIIUThl KOMITIO3ULIHUH OT 6I>ICTpOFO
Pa3JNOKEHUs] WM BbIBENEHHs W3 OpPraHHW3Ma, Takue Kak COCTaB C KOHTPOJIHPYEMBIM
BBICBOOOXKIICHHEM, BKJIIOYAsl JIMIIOCOMBI, THUAPOTENH, POJIEKAPCTBA U MUKPOKAIICYJINPOBAHHBIE
cucTeMbl ocTaBkd. Hampumep, MOXHO HCHOJB30BATh MaTepuall C 3a7epyKKOH IO BPEMEHH,
TAKOM Kak MOHOCTeapaT INIMIEpUHA WM CTeapaT TIHLEePHHA, OTAENbHO MM B KOMOMHALUU C

BOCKOM. JIr000€ yCTpOICTBO /Il JOCTABKH JIEKAPCTB MOKET OBITh UCIONB30BAHO AJIST JOCTaBKU
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coennHeHust ¢Gopmynsl (I) WM ero M30TOMHOrO BapuaHTa, TayToMepa, (apMaleBTHUYECKH
NpUEeMJIEMON  COJIM, COJbBaTa MJM THApPaTa, BKIOYas HUMIUIAHTAThl  (Hampumep,
UMIUIAHTUPYEMbIE HACOCBhI) M KaTeTEpHblE CHCTEMBI, MEIJICHHblE HWHBEKIIMOHHBIE HACOCHI U
yCTPOHCTBA, BCE U3 KOTOPBIX XOPOLIO U3BECTHBI KBAIN(UIIIPOBAHHOMY CIIELIUAIIUCTY.

[218] HHBekumu nemno, KOTopble OOBMMHO BBOAAT MOAKOXKHO HWJIM BHYTPHUMBILIEYHO, TAKKE
MOKHO HCTIOJIB30BATh JUIsl BBICBOOOXKIECHUS cOequHEHMs (Hanmpumep, coenunerus Gopmyst (1)
WM €r0 H30TOIHOTO BAPHAHTA, TayToMepa, (hapMalieBTUUECKH MPUEMIIEMOI COJH, COIbBATA UITH
THIpaTa), ONMHMCAHHBIX 37IeChb B TEUEHHE OINpPENEeJIeHHOro Mepuoaa BpeMeHW. MHbekuuu nemno
OOBIYHO MPOHU3BOIATCS JIMOO HAa TBEPHOH, OO HAa MACJISTHOM OCHOBE M OOBIYHO COAEPIKAT, IO
MeHbIIeH Mepe, OAMH U3 KOMIIOHEHTOB KOMIIO3UIIMM, H3JIOKEHHBIX B JTAHHOM JOKYMEHTE.
OOBIUHBIN CIEUUATHCT B JAHHOH 00JIACTH 3HAKOM C BO3MOKHBIMH COCTABAMH U NMPUMEHEHHUEM
WHBEKLUN eMO0.

[219] <PapmaneBTHYECKHE KOMIIO3ULMM MOIyT ObITh B (OpPME CTEPHIBPHOW BOAHON WM
MAaCIISTHOW CYCIIEH3UH I HHBEKIMNA. DTa CyCIEeH3UsI MOXKET OBITh COCTABIIEHA B COOTBETCTBUH C
U3BECTHBIM YPOBHEM TEXHHMKHU C MCIOJNb30BAHMEM Te€X MOAXOASIIUX IUCHEPTUPYIOIIMNX WU
CMauMBAIOIIUX ar€HTOB U CYCHEHIUPYIOLIUX areHTOB, KOTOPbIE YIOMSHYThI 31eChb. CTepUIbHBbIHI
npenapar Uil HUHBEKIUH MOXKET TaKKe INPEACTaBsATh COOOH CTEepUIIbHBI pacTBOpP MK
CYCHEH3UIO /Ui MHBEKUUH B HETOKCHYHOM IapEHTEPAbHO INPHEMJIEMOM pazOaBUTENe MU
pacTBopuTesie, HampuMmep, B Buae pactBopa B 1,3-Oyrannuone. Ilpuemnembie paszOaBuTeny,
pPacTBOPUTENN U TUCIEPCUOHHBIE CPEAbI, KOTOPBIE MOTYT MCIONb30BATHCS, BKIHOYAIOT BOAY,
pacTBop Punrepa, uzoTOHMuUeckuii pacTBop xjopuaa Harpus, Cremophor® EL (BASF,
Parsippany, NJ) unu ¢pocharno-conesoii 6ydep (PBS), stanon, nmomuon (Hanpumep, TIULEPUH,
NPOMWICHIJIMKOIb U JKUAKUNA TOJMMATHIIEHTJIMKOIb) U UX THoaxopsume cmecu. Kpome Toro,
CTePWJIbHBIC HEJIeTYy4YHe Macjia OObIYHO HCIHOJB3YIOTCS B KAueCTBE PACTBOPHUTENS MU
CYCHEHIUPYIOIIEH Cpeabl, A 3TOW LEIH MOXKHO HCIIONBb30BaTh JIOO0E MSTKOE HejeTyuee
Macyo, BKJIIOYas CHHTETHYECKHE MOHO- WJIM IUINHLEepunbl. boriee Toro, XKUpHbIE KHCIOTBHI,
TaKhe Kak OJIEMHOBAas KHCJOTa, HaXOASAT MNPUMEHEHUE IpPHU IMPUTOTOBIEHUH HHBEKILMOHHBIX
npenapaTos. J{IMTETbHOE BCACHIBAHUE OMNPEIEIEHHBIX WHBEKIIMOHHBIX COCTABOB MOXET OBITh
OOCTUTHYTO MyTE€M BKJIFOYEHHUSI areHTa, 3aMeIIoNnero abcopOnuio (HarmpuMep, MOHOCTeapaTa
ATFOMUHUS WJTH JKEJIATHHA).

[220] Hacrosimee m3o0pereHue npennonaraer BBeAeHue coenwHenust Gopmynsl (I) wmu ero
W30TOMHOTO BapHaHTa, TayToMepa, (papMameBTUYECKH TNPHEMJIEMOIl COJIM, COJIbBaTa WU
rugpata B ¢GopMe CyNIO3UTOPHEB MUl peKTalbHOro BBeaeHHsA. CyNIO3UTOPUH MOTYT OBITH
IPUTOTOBJIEHbl  NyTEM  CMEIIMBAHMs  JIEKAPCTBEHHOI'O  CpPeNCcTBA C  MOAXOIALIUM

Hepa3aparkaroluM SKCLUITUEHTOM, KOTOPBIN SBJISETCS TBEPABIM MPU OOBIYHBIX TEMIIEPATypax,
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HO KMIKUM TIPU PEKTaJbHOM TeMIepaType U MO3TOMYy OyIeT IUIaBUThCA B MPSIMOM KHIIKE C
BBICBOOOXKIIEHHEM JIEKAPCTBEHHOTO CpeACTBa. Takue MaTepuanbl BKIKOYAOT, HO He
OrPaHUYMBAIOTCS] IMHU, MACJIO KaKao U MOJIMITHIICHT JIMKOJIH.

[221] Coenunenne @opmyis! (I) wiu ero U30TONHBINA BapHaHT, TayToMep, (papMareBTHIECKU
npuemiieMasi Cojib, COJIbBAT WJIM THApPAT MOryT ObITh B (popme nroOOH apyro momxoznsiuei
(apmaLeBTHUECKOI KOMITO3MLMH (HApUMep, CIpeeB Ul HAa3aJbHOTO MM WHIAJSILIMOHHOTO
IPUMEHEHHs1), U3BECTHBIX B HACTOSIIEE BpeMsl WIH pa3paboTaHHbIX B OyayIuem.

II. Cnoco0b1 npumMeHeHust

[222] B onmHOM acmekTe B HACTOSIIEM NOKYMEHTE MPENOCTABIISIETCS CIOCOO JIeueHUs W/Wiu
NPeAOTBpAaLeHNs] TPUOKOBOM MH(EKIUN HTH 3a00JIeBaHMs, BKIFOYAIOLUINA BBECHHE CYOBEKTY,
HY>KIAIOLIEMyCsl B 3TOM, TepameBTUYeCKH 3(P(PEeKTUBHOrO KOJMuYecTBa JrOOOH U3
(apMaleBTHUECKNX KOMIO3ULIUI MM KOMOMHHPOBAHHBIX KOMITO3ULMH, OMHUCAHHBIX B JTAHHOM
TOKYMEHTE.

[223] B omHOM acrmekTe B HACTOSAIMIEM JOKYMEHTE MPenyCMOTPEeH CHoco0 JieYeHUs W/Wiu
NpeAOTBpaLeHNs] TPUOKOBOH MH(pEKIUN WU 3a00JIeBaHNs, BKIFOYAIOIINI BBECHUE CyOBEKTY,
HY>KIAIOLIEeMyCsl B 3TOM, TeparneBTuieckn 3¢ddexruBHOro konmyectsa (papmManeBTHIECKOM
KOMITO3UINH, copepskamei: (1) coepmHenue ¢opmynbl (I) mnm ero HM30TONHBIA BapHUAHT,
TayToMep, (papMarieBTUIECKH MPUEMIIEMYIO COJIb, COJIBBAT UJIHM TUApaAT; | (i1) MO MEHbIIeH Mepe
onuH (apmMauleBTUUECKH NPUEMIIEMBIH OSKCUUIHUEHT, (apMaleBTU4YecKass KOMIIO3ULUS
HAaXOJUTCS B JIEKAPCTBEHHOM (popMe JUIsl TepOpaIbHOro TO3UPOBAHUS WIIN BBEICHUS.

[224] B npyrom acmekre B HAcTOSIIEM JOKYMEHTE NPEIyCMOTpPEH CHOCOO JIeYeHus W/Win
npenoTBpalieHust rpuOkoBol MH(peKIun nin 3a00NeBaHus, BKIIFOYAIOINN BBECHUE CyOBEKTY,
HYKIAIOLIEeMyCsi B 3TOM, TepamneBTudyeckn 3(dexTuBHOro konmyectsa (apmareBTHYeCKOi
KOMITO3UILIUH, copepskainei: (1) Menkue 4actuipl coequHenus Gopmyisl (1) wim ero u30TomHbIN
BapHUaHT, TayToMep, (apMaLeBTHUECKH NPUEMIIEMYIO COJIb, CONbBAT WM THApaT, U (ii) mo
MeHbIIeH Mepe OfHH (papMaleBTHUECKN IPUEMIIEMBbIH SKCLIUTIHEHT, TPUYeM (papMarieBTHIECKas]
KOMITO3UIIUST HAXOOHWTCS B JIGKAPCTBEHHOW (opMe sl TEepOpaibHOTO JO3MPOBAHUS HIIU
BBEJICHHUS WU B JIEKAPCTBEHHOH (popMe 1JIsl HHTAISLIMOHHOW JOCTAaBKH.

[225] B HEKOTOpBIX BapuUaHTAX peajH3aluU CIIOCOOOB, NPEACTABICHHBIX B HACTOSIIEM
IOKYMEHTE, JIeKapCTBeHHas1 (opMa mpencTaBisieT coOOH CUCTEMY JIEKapCTBEHHOH JOCTaBKHU C
CaMONPOM3BOJBHBIM (opMupoBaHueM Mukposmyibcuu (SMEDDS). B HekoTOpbIX BapuaHTax
peanm3anuu Croco0OB, TPEACTABICHHBIX B HACTOSIIEM JOKYMEHTE, JIeKapcTBeHHas (opma
NpPEeACTaBIsieT COOOH CaMOSMYJIBIHPYIOLIYIOCS CHUCTEMY JOCTaBKH JIEKAPCTBEHHOTO CPENCTBA
(SEDDS). B HekoTOpbIX BapuaHTax peaju3aluy CIIOCOO0B, NMPENCTABIEHHBIX B HACTOSIIEM

TOKYMEHTe, JIeKapCTBEeHHast popMa npeacTaBisieT CoOON CYyCIeH3UI0 I pacTBOp. B HEKOTOphIX
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BapUAHTAX peaM3allK CIOCOOOB, MPENCTABICHHBIX B HACTOSINEM JOKYMEHTE, JIeKapCTBEHHAsS
¢dbopma mpencrasisier coO0H HAHOCYCIEH3HMI0. B HEKOTOPBIX BapHaHTaX peajiM3alii CIIoCO0OB,
NPE/CTABJICHHBIX B HACTOSIIEM JOKYMEHTe, JieKapCcTBeHHass (opma npexncrasisier coOoit
TBEPAYIO JIEKapCTBeHHYO (opMy. B HeKOoTOppIX BapHaHTax peaju3aluud CrocoOOoB,
NPE/CTABICHHBIX B HACTOSIIEM JIOKYMEHTe, JIeKapCTBeHHass (opma mpencrasiseT coOoi
BBICYLIEHHYIO PacIbUICHHEM IUCIIEPCHOHHYIO JIEKApCTBEHHYIO (opMy. B HEKOTOpBIX BapnaHTax
peanu3anyy CriocoOOB, MPENCTABICHHBIX B HACTOSIIEM IOKYMEHTE, JIeKapCTBEHHas (opma
NpenCTaBisieT CoOOM M03MPOBaHHYIO (OpMY Uil TpaHyJIMPOBAHHs TrOpsiYero paciuiaBa. B
HEKOTOPBbIX BapHaHTaX peaju3allu CIOCOOOB, MPEICTaBIEHHBIX B HACTOSIIEM JOKYMEHTE,
JeKapcTBeHHas opMa MpencTaBisieT coOOH JIeKapCTBEHHYIO (HOpMY, MOJYYEHHYIO SKCTpy3HueH
U3 ropsiYero pacruiaBa. B HEKOTOPBIX BapHaHTAX peaiu3alMd CIOCOOOB, MPEIACTaBICHHBIX B
HACTOSIIEM JOKYMEHTE, JIEKapCTBeHHasl (popMa mpencrasiisieT coOOH NO3MPOBAHHYIO (OpPMY B
BUZE€ MHUKPOIPELUIUTHPOBAHHOTO chimydero mnopomka (MBP). B HekoTropbIx BapuaHTax
peanu3anyu CrocoOOB, MPENCTABICHHBIX B HACTOSIIEM IOKYMEHTE, JIeKapCTBeHHas (opma
NpencTaBisieT CoOOH  JKMAKOCTh. B HEKOTOpbIX BapuaHTax peaju3aldd  CrocoOOB,
NPEICTABJICHHBIX B HACTOSIIEM JOKYMEHTe, JieKapCcTBeHHas (opma mpencrasisier coOoit
CYCIEH3HUI0, PacTBOp, CHPON MM 3JHMKCUDP. B HEKOTOpBIX BapHaHTaX pean3aluu CrocoOOB,
NPENCTABICHHBIX B HACTOSINEM JOKYMEHTe, (papmaleBTUYecKas: KOMIIO3ULMS HAXOIMTCS B
JIEKapCTBEHHOM (pOopMe ISl IEPOPATbHOTO JO3UPOBAHUS HITH BBEICHUSI.

[226] B HexoTOpBIX BapHaHTaX peajH3alUl CIOCOOOB, ONMMCAHHBIX B JAHHOM IOKYMEHTE,
JeKapcTBeHHas opma mpencrasysier coOoi TabieTKy MM Karcyiay. B HeKoTophIX BapuaHTax
peanu3aly ONMHCAHHBIX 3]1eCh CIOCOOOB TalJeTKa MM Kamcysla MMeeT SHTEPOCONIOOMIbHOE
NOKpBITHE. B HEKOTOPBIX BapHaHTaX peajn3aliy CrocoO0B, OMUCAHHBIX B JAHHOM JOKYMEHTE,
JieKapcTBeHHasi opma mpencraBiseT coOoii TadneTky. B HEKOTOPBIX BapHaHTax peajH3alud
CHoCO0OB, OMHMCAHHBIX B JAHHOM JOKyMeHTe, TabjieTKa MpeAcTaBisieT COOOH OCMOTHYECKYIO
TUIaBAOLIyI0 TaONeTKy. B HEKOTOpBIX BapHaHTaX peaiu3alMy OMHCAHHBIX 3/1€Ch CIOCOOOB
KamncyJsia MpeacTaBiisieT coOOW TBEpPAYIO KarcCysy, 3alOJHEHHYIO >KHIKOCTBIO. B HEKOTOpbIX
BapUAHTAX peau3allu CIOcOOOB, OMUCAHHBIX B JAHHOM JOKYMEHTE, Karcyja MpencTaBisieT
co00# MATKYIO JKEJTATUHOBYIO KaICyJy.

[227] B HEKOTOpBIX BapHaHTax peanu3aluu CIoco0O0B, OMUCAHHBIX B JAHHOM JOKYMEHTE,
JekapcTBeHHas (opma mpencTaBisieT coOOH JIEKapCTBEHHYI (GopMy ¢ MOAM(PULIHPOBAHHBIM
BBICBOOOKICHUEM. B HEKOTOpBIX BapHAHTAX pEaTM3aLUU CIOCOOOB, OMHUCAHHBIX B JAHHOM
JIOKYMEHTe, JieKapcTBeHHass (opMa ¢ MOIU(PHLHUPOBAHHBIM BBICBOOOKICHUEM TPEACTABIAET
coboil ekapcTBeHHYIO (OPMYy C OTCPOYEHHBIM BBICBOOOJKICHUEM, JEKAPCTBEHHYIO (hopMmy C

IPOJIOHTUPOBAHHBIM  BbicBOOOXeHHeM (ER) wnm  nmekapcrBeHHyro ¢opMy ¢ LeleBbIM
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BBICBOOOXKIEHHEM. B HEKOTOPBIX BapHaHTaX peasu3aliy CrocoOOB, OMUCAHHBIX B JAHHOM
nokymeHte, JnekapcrBeHHas (opma ER mpencraBnsier coboii nekapcTBeHHy0 (opmy €
3aMeUIeHHbIM BbIcBOOOXIeHueM (SR) mmm nekapcTBeHHyI0 (GOpMy C KOHTPOJIHMPYEMBIM
BbicBOOOKAeHHeM (CR). B HEKOTOpBIX BapHaHTaxX pear3aluu CrocoOOB, OMICAHHBIX B TAHHOM
IOKyMEHTe, JieKapCTBeHHass (opMa TmMpeacTaBiser CcoOOH JIeKapCTBEHHYK (GopMmy €
HEMEJICHHBIM BBICBOOOXKICHUEM.

[228] B omHOM acmekTe B HACTOSALIEM IOKYMEHTE MPENyCMOTPEH CIOCO0 JIeYeHUs W/Wiu
npenoTBpalleHusi rpHOKOBON HMH(pEKIUU WK 3a00JIeBaHUs, BKIIIOUYAIOLINI BBEAEHHE CYOBEKTY,
HY>KIAIOLIEMyCsl B 3TOM, TepamneBTUYeckn 3(PQeKTUBHOrO KOJH4YecTBa (hapMarieBTHYECKON
KOMIIO3UINH, copepskamei: (1) coemmHenue ¢opmynbl (I) wiaM ero HW30TONHBIA BapHUAHT,
TayToMep, (papMaeBTUYECKH MPUEMIIEMYIO COJIb, COJIBBAT MJIHM TUApaT; u (i) MO MEHbIIEeH Mepe
onuH (hapMaLeBTUYECKU MPHUEMIIEMbIH SKCIUIUEHT, MpudeM (hapManeBTUYeCKass KOMIO3ULIUS
HAXONUTCSI B JIEKAPCTBEHHOH (opMme Ay NO3MPOBaHUS WM BBeneHus 1V. (BHYTpHBEHHON),
BHYTPUMBILIEYHON, MOAKOXHOW WM BHYTPUKOXXHOW HHBEKLHMEW. B HEKOTOpBIX BapuaHTax
peanu3anuu CriocoOOB, OMUCAHHBIX B JaHHOM IOKyMeHTe, (opma mpencrasisier coboit LV.
JIEKapPCTBEHHYIO (hOpMYy.

[229] B HEKOTOpBIX BapuUaHTAaX peajH3alMU CIIOCOOOB, NPEACTABICHHBIX B HACTOSIIEM
JIOKyMeHTe, (papMarieBTUIecKkasi KOMITIO3ULMsSI BBOIUTCA CYOBEKTY B TeUeHHE OKOJIo 20 MHHYT,
0k0J10 30 MUHYT, OkOJIO 60 MUHYT, OKOJIO 90 MUHYT, OKOJIO 2 4acOB, OKOJIO 3 4acoB, OKOJIO 4
4acoB, OKOJIO 5 4acOB, OKOJIO 6 4acOB, OKOJIO 7 4aCOB, OKOJIO 8 4acoB, OK0JIO 9 "yacoB, okojo 10
4acoB, okoJo 12 gacoB, okono 18 yacos min okoJ1o 24 yacos ¢ nomouisto 1V, nndpysun.

[230] B HEKOTOpbIX BapUaHTaxX peajH3alUH CIIOCOOOB, MPEACTABIEHHBIX B HACTOSIIEM
IOKyMeHTe, (papMalleBTUYECKYI0 KOMITIO3UIIUIO BBOIAT CYObEKTY B TEYEHHE Meproa 10 OKOJIo 1
yaca nyteM LV uHdpy3un. B HEKOTOPBIX BapHaHTax peanu3aliy CrocoOOB, MPEICTABICHHBIX B
HACTOSIIEM JTOKYMEHTe, (hapMaleBTUYeCKash KOMIIO3MIUSI BBOIUTCS CYOBEKTY B TEUEHUE
nepuoma 10 OKoio 2 uacoB myteM LV uHpy3un. B HEKOTOpPHIX BapuaHTax peanu3aluu
CHOCO0OB, TMPEACTABIEHHBIX B HACTOSALIEM JOKYMEHTE, (hapMaLeBTHYECKas KOMITO3ULIUS
BBOJIUTCS CYOBEKTY B TE€UEHHE NEPUOA 10 OKOJIO 3 yacoB nmyTeM L.V nundysum.

[231] B npyrom acmekTe MNpenoCTaBisIeTCs CHocod JjedeHuss rpuOKoBON HH(DEKINH WM
3a00neBaHMs, BKIOYANOLINA BBEJEHHE CYOBEKTY, HYKOAIOIIEMYCS B 3TOM, TEPANEBTHYECKH
3¢ (eKTUBHOrO KOJMUYECTBA KOMOWHHPOBAHHOM KOMITO3WULIMH, COAepsKamiei: (1) coenquHeHHe
¢dopmynsl (I) umu ero U30TONHBIN BapHAHT, TayTOMep, (HapMaLleBTUUYECKH MPHEMIIEMYIO COJb,
COJIBBAT WJIM THAPAT; U (11) MO MEHbINEH Mepe OHO MPOTHBOIPUOKOBOE CPENCTBO.

[232] B omHOM acrmekTe B HACTOALIEM JOKYMEHTE MPenyCMOTPEH CHoco0 JieYeHUs |/Wiu

NpenoTBpalleHnsi TPHOKOBON MH(pEKUNN Win 3a00JIeBaHUs, BKIIIOYAIOLINI BBEACHHE CyOBEKTY,
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HY>KIAIOLIEMyCsl B 3TOM, TepaneBTHYecKu 3(pdexTuBHOro kojmuecTBa KOMOMHMPOBAHHOMN
KOMITO3ULINH, BKITFOUAIOIIIEH:

(1) coenunenue Gopmyisr (I):

0
| N N
Xy o
P
SN~ NH,
ol
HO—I||3|—O@
0

D,
WIN €ro W3OTOMHBIA BAapHAHT, TAyTOMEp, (papMaleBTHUECKH MpHEMIIEMasi COJIb, COJIbBAT
WM TUAPAT; U

(i1) coenunenue Gopmysl (II):

0—\
| N N7
X (o]
»
N NH, (H),

WIN €ro W30TOMHBIN BapuaHT, TayToMep, (papMauneBTUYECKU NMPHEMIIEMYIO COJIb, COJNbBAT

WU TUAPAT.
[233] B HekOTOpbIX BapHaHTax peajM3allud CIIOCOOOB, OMMCAHHBIX B JAHHOM JOKYMEHTE,
coenuHenue ¢opmynel (I) wim ero HW3OTOMHBIA BapuaHT, TayToMep, (apMaLEeBTHYECKH
IpuUemIeMasi CoJib, COJIbBAT UJIM TMAPAT;, SBJSIETCS KPUCTAJUINYECKUM, MUKPOKPUCTAJUINYECKUM,
amMoppHBIM WM JHOQUIM3HPOBAHHBIM. B HEKOTOpPBIX BapUaHTAX peau3aluu CrocoOOoB,
OMHUCAHHBIX B JIAHHOM JOKyMeHTe, coenuHenue (opmyinbl (I) mnm ero M30TONHBIN BapHUAHT,
TayToMep, (apmMameBTHYECKH ~TpuUemiieMas COJib, COJbBAT WJM THAPAT  SIBJSIOTCA
KPUCTAJUTMUECKUM. B HEKOTOpBIX BapUaHTaX peajn3alid CHOCOOOB, OMHMCAHHBIX B JAHHOM
nokymeHrte, coenuHeHue ¢opmyabl () wmIm  ero M30TONHBIA  BapHaHT, TayTOMEP,
dapMareBTHUECKH pUeMIIeMasi COJIb, COJIbBAT WJIM THAPAT SBJsIETCS aMOppHBIM. B HEKOTOPBIX
BapHUAHTaX peali3aliy CriocOOOB, OMMCAHHBIX B TAHHOM JIOKYMeHTe, coenuHeHne Gopmyer (1)
WA €r0 M30TOMHBIA BAPHAHT, TayTOMep, (papMaleBTUYECKH MpHEeMIIEMasi COJb, COJbBAT WJIH
rUApPAT TUOQUITH3HPYETCSL.
[234] B HEKOTOpBIX BapuUaHTAX peaJH3alMU CIIOCOOOB, NPEACTABICHHBIX B HACTOSIIEM
IOKyMeHTe, CyObeKTy BBOAAT OT okoso 10 mr 1o okono 8000 mr coenunenust Gpopmysl (1) wmu
€ro M30TONMHOTO BapHaHTA, TayToMmepa, (papmaleBTUYECKH MPUEMIIEMOIl CONM, CONbBaTa WU

rugpata. B HEKOTOpBIX BapHaHTax peajn3alud CrnocoOOB, NMPEACTABICHHBIX B HACTOSINEM
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IOKyMEHTe, CyObeKTy BBOAAT OT okoso 10 mr no okono 2400 mr coenunerus Gopmysl (1) mmu
€ro M30TOIMHOI'O BapUaHTa, TayToMmepa, (hapMalleBTUUECKH MPHEMIIEMOW COJIH, COJbBATa WJIH
rugpara. B HEKOTOpBIX BapUaHTAaX peajH3aldu CIIOCOOOB, MPENCTaBICHHBIX B HACTOSILIEM
nokymenre, okosio 10 mr, okono 30 mr, okono 50 mr, okono 100 mr, okosno 150 mr, okono 200
Mmr, okosio 275 mr, okoyio 300 mr, okoyio 350 mr, okojio 400 mr, okojo 500 mr, okojo 600 mr,
okoyio 700 mr, okoyio 800 mr, okosio 900 mr, okono 1000 mr, okono 1200 mr, okono 1500 wr,
okosio 1800 mr, okojo 2000 mr, okoso 2100 mr, okono 2400 mr, okono 2500 mr , okojo 3000
mr, okojio 4000 mr, okojo 5000 mr, okojio 6000 mr, okojmo 7000 mMr umu okoyio 8000 mr
coenuHeHust ¢Gopmyibl (I) WM ero W30TOMHOrO BapuaHTa, TayToMepa, (apMaleBTHUYECKU
MIPUEMJIEMOM COJTH, COJTbBATA UJTH TUAPATA BBOAUTCS CYOBEKTY.

[235] B HEKOTOpBIX BapuUaHTAX peajH3alMUd CIIOCOOOB, NPEACTABICHHBIX B HACTOSIIEM
nokyMeHTte, okoJo 40 mr, okosio 50 mr, okosio 100 mr, okosno 200 mr, okosno 250 mr, okono 350
mr, okoJio 400 mr, okojo 500 mr, okono 600 mr, okoso 700 mr, okojio 800 mr unu okono 900 mr
coennHeHus1 ¢dopmynsl (I) WM ero M30TOMHOrO BapHaHTa, TayTOMepa, (apMaleBTHYECKH
NPUEeMJIEMONM COJIM, COJIbBAaTa WM TUApaTa BBOIAT CyObekTy. B HEKOTOpBIX BapuaHTax
peanu3anuu CriocoOOB, MPEACTABIEHHBIX B HACTOSIIEM JAOKyMeHTe, okojio 600 mr, okono 700
mr, okoJyio 800 mr, okojo 900 mr, 1000 mr, okojo 2000 mr umu oxono 3000 mMr coenuHeHus
¢dopmysl (I) uau ero U30TOMHOTO BapuaHTa, TayToMepa, (papMaLeBTUYECKH TPUEMIIEMOH COJTH,
COJIbBATA WJI THIPATa BBOIST CyOBEKTY.

[236] B HeKOTOpbIX BapHaHTaX peal3alud CIOCO0OB, MPENCTABICHHBIX B HACTOSIIEM
IOKyMeHTe, (hapMaLeBTUYECKAsh KOMITO3ULIMSI BBOIUTCS CYOBEKTy eXeIHEeBHO. B HEKOTOpbIX
BApUAHTAX  peaJM3alld  CHOCOOOB,  MPEACTABJICHHbIX B  HACTOSIIEM  JOKYMEHTE,
(dapmaineBTHYECKas KOMITO3UIIMS BBOIUTCS CyOBEKTYy ONMH pa3 B J€Hb, JABA pa3a B JI€Hb, TPH
pa3a B IeHb WJIM 4YeTbIpe pa3a B JeHb. B HEKOTOPBHIX BapHaHTaX peau3alud CrocoOoB,
MPEICTABJIEHHBIX B HACTOSINEM JOKyMeHTe, (apMaleBTHYeCKass KOMIIO3ULIUS BBOIUTCS
CyOBEKTY OIMH pa3 B CyTKU. B HEKOTOPBIX BapUAHTAX pPEANTM3ALNH CIIOCOOOB, MPENCTABICHHBIX
B HACTOSIIEM TIOKYMEHTe, (hapMalleBTHYECKash KOMITO3UIUSI BBOAUTCS CYOBEKTY JBa pasa B IEHb.
[237] B HEKOTOpBIX BapuUaHTAX peaJH3alMU CIIOCOOOB, NPEACTABICHHBIX B HACTOSIIEM
NOKyMeHTe, (hapMarieBTHYeCKass KOMITO3UIUSI BBOOUTCS CyOBEKTY B TEYeHHE OKOJio a0 12
Henlelb. B HEKOTOpPBIX BapHaHTAX peaTn3allH CIIOCOOOB, TPEICTABICHHBIX B HACTOSIIEM
IOKyMeHTe, (hapMalleBTHIeCKasi KOMITO3ULIUSI BBOIUTCS CYOBEKTY B TE€UEHUE IO MEHbIIEH Mepe
OnHOI Heneny. B HEKOTOPBIX BapHaHTAX peaiu3aluu COoCOO0B, MPENCTABICHHBIX B HACTOSIIIEM
OOKYMeHTe, (papMalleBTUYECKYI0 KOMIO3HUIMIO BBOAST CYOBEKTY B T€UCHHE IO MEHbIIEH Mepe
IBYX Henleslb. B HEKOTOPBIX BapHaHTaX peaH3alHy CIIOCOOOB, MPENCTABICHHBIX B HACTOSIIEM

JIOKyMeHTe, (papMarieBTH4YeCKass KOMIO3HINS BBOAUTCS CYOBEKTY B TEUEHHE OKOJIO 10 2 HeJelb.
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B HekxoTOphIX BapuaHTaX peaju3alH CIOCOOOB, MPEACTABIECHHBIX B HACTOSIIEM TOKYMEHTE,
(apmaneBTHUECKAsT KOMIIO3HULIHS BBOAUTCS CYOBEKTY B TEUEHHE OIHON HEAeNH, IBYX HeNelb, O
Henelb, 12 Henenb, 24 Henelnb, 48 Heneab Wi 52 Heaelb.

[238] B HeKOTOpBIX BapuaHTaX peajH3aluyd CIIOCOO0B, NPEACTaBJICHHBIX B HACTOSIIEM
IOKyMeHTe, CyObeKTy BBOAAT OT OKoJio 10 mr 1o okosno 8000 mr coenunenust popmyusl (1) wiu
€ro M30TOMHOIO BapHWaHTa, TayToMmepa, (papMaleBTHUECKH MPUEMIIEMOH COJIM, COJIbBaTa HIIU
ruapata. B HEKOTOpBIX BapHaHTaX peaju3alud CrnocoOOB, MPEACTABICHHBIX B HACTOSIIEM
noKyMeHTe, okojio 10 mr, okono 20 mr, okono 30 mr, okosio 40 mr, okojio S0 mr, okoso 100 mr,
okosio 125 mr, okojo 150 mr, okono 175 mr, okono 200 mr, okoso 225 mr, okojo 250 Mr, OKOJIO
275 wr, okojo 300 mr, okono 350 mr, okono 400 mr, okono 450 mr, okono S00 mr, okono 600
mr, okosio 700 mr, okosio 800 mr, okono 900 mr, okono 1000 mr unu okoso 2000 Mr coenuHeHUS
¢dbopmysl (I) uau ero U30TOMHOTO BapUaHTa, TayToMepa, (papMaleBTUYeCKH MPUEMIIEMOU COJIH,
COJIbBATA WJIA THIPATA BBOIST CyOBEKTY.

[239] B HEKOTOpBIX BapuUaHTAaX peajJH3alMy CIIOCOO0B, NPEACTABICHHBIX B HACTOSIIEM
OOKYMeHTe, (papMaleBTHYECKasi KOMITO3HUIUS BBOIUTCS CYOBEKTY B Te€YeHHE OKOJO 20 MHUHYT,
0koJi0 30 MuUHYT, Ok0JIO 60 MUHYT, OKOJIO 90 MUHYT, OKOJIO 2 4acOB, OKOJIO 3 4acoB, OKOJIO 4
4acoB, OKOJIO 5 9acOB, OKOJIO 6 4acOB, OKOJIO 7 4aCOB, OKOJIO 8 4acoB, 0K0yI0 9 yacoB, okojo 10
4acoB, 0K0JI0 12 "acos, okojo 18 yacoB mnm okoso 24 yacos ¢ nomoinsio V. nadysun.

[240] B HEKOTOpBIX BapHUaHTAaX peajH3alMUd CIIOCOOOB, NPEACTABICHHBIX B HACTOSIIEM
IOKyMeHTe, (hapMaleBTHUeCKass KOMIIO3ULHSI BBOJUTCS CYOBEKTY B TE€UEHHE MEepPUoaa IO OKOJIO
3 yacoB nytem L.V undysun.

[241] B HeKOTOpbIX BapuaHTax peajH3aLUHd CIIOCOOOB, MPEACTABIEHHBIX B HACTOSIIEM
IOKYMeHTe, CyOBeKTy BBOIAT YIOAPHYI 03y C MOCIEAYIOUIeH MOAmep KUBaroInei no3oi. B
HEKOTOPBIX BAapUAHTAX pPeaU3alUd CIOCOO0B, MPEACTABIEHHBIX B HACTOSIIEM JIOKYMEHTE,
ylIapHas 103a BKIIFO4YaeT oT okojio 1000 mr no okoso 8000 mr coequuaenus: popmyusl (I) mm ero
W30TOIHOTO BapuaHTa, TayToMmepa, (apManeBTUYECKH TMPUEMIIEMOW COJIM, COJbBaTa WJIH
runpara. B HEKOTOPBIX BapUaHTAaX peajM3ald CIIOCOOOB, MPEICTaBICHHBIX B HACTOSIIEM
NOKYMEHTE, OAAECPKUBAIOIIas 103a BKJIKOUYaeT OT 0kosio 600 mr 10 okosio 2400 Mr coennHeHus
¢dopmysl (I) uu ero U30TOMHOTO BapUaHTa, TayToMepa, (papMaleBTUYECKH MPUEMIIEMOU COJIH,
COJIbBATA WJIM THUApPATa. B HEKOTOPBIX BapHUaHTaX peaM3alfd CIOCOOOB, MPEICTABICHHBIX B
HACTOSALEM JOKYMEHTE, yaapHas no3a cocrasiseT oT okoso 1000 mr no okono 2000 mr. B
HEKOTOPBIX BAPUAHTAX peaU3alUd CIIOCOOOB, MPEACTABIECHHBIX B HACTOSIIEM JIOKYMEHTE,
yAapHas 032 BBOAUTCS B T€UEHUE MEPUOAA OT OKOJO 2 A0 OKOJIO 3 4acoB ¢ noMoupro LV,
uHpy3un. B HEKOTOpBIX BapHaHTaX peau3aluu CrocoOOB, MPEICTABICHHBIX B HACTOSIIEM

AOKYMECHTE, yAapHasi 103a BBOAUTCS ABAKIbl B HepBbeI JACHDb JICUCHHA. B HEKOTOPBIX BapUaHTax
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peanm3anuu CrnocoOOB, MPEACTABICHHBIX B HACTOSIIEM JOKYMEHTE, BTOpas yIapHas [103a
BBOJMTCSI OKOJIO Uepe3 9 4acoB Mociie NepBOU yAapHON I03bL.

[242] B HEKOTOpBIX BapuaHTaX peajH3aluy CIIOCOOOB, NPEACTABICHHBIX B HACTOSIIEM
NOKYMEHTE, MOAJEpKUBAKOIIAs f03a BKIo4YaeT okoino 600 mr, okono 700 mr, okono 800 wr,
okono 900 mr umu okoso 1000 mr coenmuenus Gopmyssl (I) wim ero U30TOMHOrO BapHAaHTA,
TayToMepa, (papManeBTHYeCKH IPUEMIIEMOIl COJM, COJNbBaTa WM TUApata. B HEKOTOpBIX
BapUAHTAX  peaJu3aluyd  CcrocoOOB,  TPENCTABICHHBIX B HACTOSINEM  JJOKYMEHTE,
NOJAeP KUBAIOIIAs 1032 BKIIFOYaeT okojio 800 mr uiu okono 1000 mr coenunenust popmysl (1)
WIN €r0 M30TOITHOTO BaPHAHTA, TAyTOMEPa, (papMalleBTHYECKH MPUEMJIEMOI COJIH, COJTbBATA HITH
THIpaTa, BBOAMMOTO CyOBEKTYy. B HEKOTOpPBIX BapuUaHTaX pealu3alud  CrocoOoB,
MIPENCTABJICHHBIX B HACTOSALIEM JOKYMEHTE, MOANEPKUBAIOINAsd 103a BKIOYaeT okosno 600 mr
wi okoso 900 mr coegmuHeHus ¢opmynbl (I) WM €ro M30TOMHOrO BapHAaHTA, TAyTOMEPA,
(dapManeBTHUECKH TMPHEMJIEMON COJIM, COJIbBAaTa WM THapaTta. B HEKOTOpBIX BapHaHTax
peanm3anuyu CrocoOOB, MPEACTABICHHBIX B HACTOSIIEM IOKYMEHTE, MOIIEPIKUBAIOIIas 1032
BKJIFOYaeT okojio 600 mr wim okono 900 mr coenunenust ¢popmysbl (I) WM ero M30TOMHOrO
BapUaHTa, TAyTOMEPA, (hapMaLleBTHUECKH PUEMIIEMON COJIH, COJIbBATA WJIM TUAPATa U BBOIAUTCS
NEePOPAJIbHO.

[243] B HEKOTOpBIX BapuUaHTaX peajH3alMUd CIIOCOOOB, NPEACTABICHHBIX B HACTOALIEM
NOKYMEHTE, MOAAEp KUBAKoLIas 103a BKIOYaeT okoyno 600 mr unu okoso 900 mMr coenuHeHus
¢dopmysl (I) nnm ero U30TOMHOrO BapHaHTa, TAayTOMepa, (papMaleBTUYECKH PUEMIIEMON COJIH,
COJIbBaTa WM TUApATa, BBOJUMOIO B TEUEHHUE OINpPENeJeHHOrO NEepHoia BPEMEHU OT OKOJO 1
Jaca 10 OKoJIo 3 4acoB ¢ nmomoisio L V. nadysun.

[244] B HEKOTOpBIX BapHAHTAX peaTU3aLUU CHOCOOOB, MPEAOCTABIEHHBIX B HACTOSIIEM
NOKYMEHTE, CIoco0 Mo Jito0OMy M3 BapUAHTOB peaiu3anuu 157-164, OTAHYAOLIUICS TeM, YTO
okojo 600 wmr coenunHeHus ¢opmyiasl (I) MM €ro H30TOMHOrO BapHaHTA, TAayTOMEPA,
(apMaeBTHYECKH PUEMIIEMON COJIH, COJIbBATa WIJIM THAPATA BBOIAT B TEYCHHE OKOJIO 3 YacCOB
LV. undysueii.

[245] B HEKOTOpBIX BapuUaHTAaX peajH3alMUd CIIOCOOOB, NPEACTABICHHBIX B HACTOSIIEM
JNOKYMEHTE, MOAAEPKUBAKOIIAS A03a BBOAUTCS. ONUH pa3 B CYTKH.

[246] B HEKOTOpBIX BapuUaHTAX peaJH3alMUd CIIOCOOOB, NPEACTABICHHBIX B HACTOSIIEM
NOKYMEHTE, MOAAEPIKUBAOINAs A03a BBOAWTCS OAMH Pa3 B CYyTKU, Ha4YMHAs CO BTOPOro AHs
JICUYCHUSI.

[247] B HEKOTOpBIX BapuUaHTAaX peaJH3alMUd CIIOCOOOB, NPEACTABICHHBIX B HACTOSIIEM
nokymeHte, okosio 600 mr unu okosno 800 mr coeguHeHus: Gopmyibl (I) WM €ro U30TOMHOTO

BapHaHTa, TayToMepa, (papMaleBTUYECKU MPUEMIIEMON COJIH, COJbBAaTa WJIM THIApaTa BBOIAT B
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TedeHue okoso 3 uacoB IV wuHby3mel, HaunHas HA BTOPOH, TPETUH WIJIM UYETBEPTHIA JEHBb
JICUYEHUSI.

[248] B HEKOTOpBIX BapuaHTaX peajH3allHu CIOCOO0B, NPEACTABICHHBIX B HACTOALIEM
nokymeHnte, okosio 800 mr wiu okono 1000 mr coeguaenust Gpopmyssl (1) win ero U30TOMHOTO
BapUaHTa, TayToMepa, (hapMaleBTHYECKH NMPHEMJIEMOH COJM, COJbBATAa WM THAPATa BBOAAT
NepopajIbHO, HAYMHAs CO BTOPOIO, TPETHEr0 WIK YETBEPTOrO IHsI JIEYEHUSI.

[249] B HEKOTOpBIX BapuUaHTAX peaju3alMu CrIOCOOOB, NPEACTABICHHBIX B HACTOSIIEM
JOKYMEHTe, MOJAep KUBaroas 103a BKI04YaeT okoyno 600 mr uiau okosio 800 Mr coennuHeHus
¢dopmyasl (I) mnm ero M30TOMHOTO BapHAHTA, TaAyTOMepa, (papMaleBTHYECKH PUEMIIEMON COJIH,
COJIbBAaTA WIJIM THApATa. B HEKOTOPBHIX BapHaHTaX peajM3allH CIOCOOOB, MPENCTABJIEHHBIX B
HACTOSIIEM JOKyMeHTe, cyObekTy BBOAST okojio 600 mr coemuHeHus: ¢opmyinl (1) wim ero
W30TOMHOTO BAapHaHTa, TayToMepa, (papMameBTUYECKH TNPHEMJIEMON COJIM, CONIbBaTa MIIU
rugpata. B HEKOTOPBIX BapHaHTaxX pealn3aldil CHOCOOOB, MPEACTABICHHBIX B HACTOSIIEM
OOKyMeHTe, cyObekTy BBOAST okojio 800 mr coemuHeHust ¢popmyinbl (I) WM ero U30TOMHOTO
BapHUaHTa, TayToMepa, (apMaLeBTHUECKH MpPHUEMIIEMONW CONIM, CcOlbBaTa WM ruapara. B
HEKOTOPBIX BAapHAHTAX pEAJIM3alUU CIIOCOOOB, TNPENCTABIEHHBIX B HACTOSIIEM IOKYMEHTE,
okono 600 wmr coenunHeHust ¢opmyasl (I) WaM ero HM30TOMHOrO BapHaHTA, TAayTOMEPA,
(dapMarieBTHYECKH MPUEMJIEMOI COJIM, COJIbBATA HJIM THAPATa BBOAAT B TEUEHHE NEPUOJA OT
okojio 1 gaca no oxono 3 wacos IV undysueit n/unn okono 800 mr coenunenus ¢popmysl (1)
WIN €ro U30TOITHOIO BapHaHTa, TAyTOMEpa, (papMalieBTUYECKH PUEMIIEMOI COJH, CObBATa MU
THApaTa M BBOAAT IEpOpaibHO. B HEKOTOpBIX BapHaHTaX pealu3aluu  CrocoOoB,
IIPENCTABJIICEHHBIX B HACTOSINEM MOKYMEHTE, MOAAEP:KUBAIOLIAsl 1032 BBOAUTCS OOUH pa3 B
CyTKH. B HEKOTOpBIX BapHaHTaxX peajlu3aluu CrocoOOB, MPENCTABIEHHBIX B HACTOSIIEM
NOKYMEHTE, MOANEPIKUBAIOINAs A03a BBOAMUTCS OAMH Pa3 B CYTKH, Ha4YMHAs CO BTOPOro AHS
JeyeHns. B HEKOTOpPBIX BapHaHTaX pealu3all CIOCOOOB, MPENCTABIEHHBIX B HACTOSIIEM
noKyMeHTe, okosio 600 mr coenrHeHust popmyisl (1) M ero H30TOMHOTO BapUaHTa, TAYTOMEDPA,
(hapMareBTHYECKH MPUEMIIEMOI COJIH, COJIbBATA MJIH THIPATa BBOIAT B TEUEHHE OKOJIO 3 HacOB C
nomoteio LV, uadysum.

[250] B HEKOTOpBIX BapHaHTAX peajH3alMUd CIIOCOOOB, NPEACTABICHHBIX B HACTOSIIEM
noKyMeHTe, okosio 600 mr coenuHeHus popmysl (1) UM ero H30TOMHOTO BapUaHTa, TAYTOMEDA,
(dapmMareBTHIECKH MPUEMIIEMOI COJIH, COJIbBATA MITH TUPATa BBOIAT B TEUEHHE OKOJIO 3 HacOB C
nomoItneio 1. V. nHpy3un HaunHas Ha BTOPOH AE€HB JIEUEHUS.

[251] B HEKOTOpBIX BapuUaHTaX peajJH3alUHu CIIOCOO0B, NPEACTABICHHBIX B HACTOSLIEM
nokymeHre, okoso 800 mr coenuHeHust popmybl (1) Uau ero H30TOMHOrO BapUaHTa, TAYyTOMEDA,

(I)apMaI_IeBTI/ILIeCKI/I HpHeMHeMOﬁ COJik, COJIbBAaTa WJIKM rujpara BBOAAT NEPOPAJIbHO, HAYHUHAs C
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YETBEPTOrO JHS JICUCHHS.

[252] B HEKOTOpBIX BapuUaHTAaX peajH3aluyd CIOCOO0B, NPEACTABICHHBIX B HACTOSLIEM
IOKyMeHTe, TpHOKOBasi MH(QEKIMs BbI3BaHA WHBA3UBHBIM I'PUOKOM. B HEKOTOpBIX BapHaHTax
peanu3anuu CrocoOOB, NMPEACTABJICHHBIX B HACTOALIEM AOKYMEHTE, CIOCOO MOIMOIHHUTEIBHO
BKJIIOYAET BBEIEHHE CYOBEKTYy IO MEHbIIEH Mepe OFHOrO MpPOTUBOTPUOKOBOIO areHTa B
KOMOMHAIMK ¢ (papMaLeBTHUECKOI KOMITO3HLKeH, copepxkamen coenunenue ¢popmyisl (1) mn
W30TOIHBII BapHUaHT, TayTOMep, (apMaLeBTHYECKU NPUEMIIEMYIO COJb, COJBBAT, WU €ro
ruapaT. B HEKOTOpBIX BapUaHTAaX peaju3alMud CHOCOOOB, MPENCTABJICHHBIX B HACTOSIIEM
JOKYMEHTE, 10 MEHbLIeH Mepe OAMH MPOTHBOIPHOKOBBIM areHT MPENCTaBISeT COOOH a3ou,
SXHHOKAHIUH, JAe30kcuxonar amporepunuaa B, xoxnear amdorepununa B, S-¢pTopumrosus,
tepOuHaduu, rpmseodynsBuH, VL-2397, wubpekcadpynrepn, oporomun FO01318 wmmm ux
KOMOMHAaIMK. B HEKOTOPBIX BapHaHTaX peau3aly CrocOOO0B, MPEICTABICHHBIX B HACTOSIIEM
JAOKyMEHTe, a30J MPEeACTaBisieT coOOH KeTOKOHA30J, (IIyKOHA30JI, TTO3aKOHA30JI, UTPAKOHA30IL,
BOPUKOHA30J, U3aBYKOHA30JI MJIH MUKOHA30Jl. B HEKOTOPBIX BapHaHTax peajn3aliu CriocoOoB,
NPEACTABICHHBIX B HACTOSIIEM JOKYMEHTE, S3XMHOKAHIMH MPEACTaBIAeT COOOH Kacro(yHIUH,
aHnnynaQyHruH, MUKadyHIUH Wik pe3adyHIHH WK UX KOMOWHAIINH.

[253] B HEKOTOpBIX BapuUaHTaX peajH3alMu CIIOCOOOB, NPEACTABICHHBIX B HACTOSIIEM
OOKyMeHTe, (papMalleBTHUYECKasi KOMITO3HULUS, conepskamasi coenunenne Gopmysl (I) umm ero
M30TOMHBIM BapUAHT, TAyTOMED, (papMaleBTUYECKH NPUEMIIEMYIO COJIb, COJIbBAT MJIM THIPAT; U
IPOTUBOTPUOKOBBIA areHT BBOJAT OJHOBPEMEHHO, MPHONIM3UTEIbHO OJHOBPEMEHHO WU
HIOCJIEIOBATENIbHO, B JIIOOOM mopsiake. B HEKOTOPBIX BapMaHTax pealu3aliH CrocoOoB,
IPE/ICTABJICHHBIX B HACTOSINEM NOKYMEHTe, (papmareBTHYecKash KOMIIO3WLHS, COIepIKalast
coenuaenue ¢opmyabl (I) wnaMm ero W3OTONHBIN BapHAHT, TayToMep, (apMaleBTHYECKH
NPUEMJIEMYIO COJIb, COJIBBAT MJIM THAPAT, U MPOTHBOIPUOKOBBIA areHT BBOISAT OJHOBPEMEHHO
WIK TPUOTU3UTENPHO OJHOBPEMEHHO. B  HEKOTOpBIX BapHaHTax peaju3aluu CrocoOoB,
NPEACTABICHHbIX B HACTOALIEM IOKyMEHTe, (papMaleBTHUECKas KOMIIO3ULUS, COIep Kaiias
coennaenne (Gopmynbl (I) wnM ero W3OTONHBIA BapHaHT, TayToMep, (apMaleBTHUECKH
NPUEMJIEMYIO  COJIb, COJIbBAT WJIM THJAPAT, © TNPOTUBOTPHOKOBBIH areHT  BBOISAT
NOCJIEIOBATENbHO. B HEKOTOPBIX BapHaHTaxX peaJn3aliddl CIOCOO0B, MPEACTABICHHBIX B
HACTOSIIEM JIOKYMEHTE, (papManeBTH4YeCKass KOMITO3ULNS, COAeprKalasi COeAHHEHNE (POPMYJIIbI
(I) nnm ero M30TOMHBIA BapUAHT, TAyTOMED, (papMalleBTUIECKH pUeMIIeMasi COJIb, COJIbBAT WIIH
TUApaT, Wi ero (apMaleBTHUECKH MpHEMJIeMas COJb BBOAUTCA MEpeA IO MEHbIIeH Mepe
OHUM NPOTHBOIPHUOKOBBIM CpPEACTBOM. B HEKOTOpPBIX BapHaHTaX pealu3aluu CIocoOOB,
NPEACTABICHHBIX B HACTOSALIEM AOKYMEHTE, (hapMaleBTHUECKash KOMITO3ULMS, COAep Kalas

coenuHenne ¢opmynel (I) wmnm ero W30TONHBIN BapHaHT, TayToMep, (apMaleBTHYECKH
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NPUEMIIEMYIO COJIb, COJIbBAT WJIM THAPAT, WIN ero (¢apMaleBTHYECKH NIpuemiieMasl COJb
BBOJIUTCSI ITOCJIE 110 MEHBIIEH Mepe OHOrO MPOTHBOIPUOKOBOIO areHTa.

[254] B HeKOTOpBIX BapuUaHTaX peaju3alMu CrocoOOB, MPEACTABIEHHBIX B HACTOALIEM
IOKyMeHTe, TpubOkoBas uHbekuus wid 3a0oneBaHue Bb3bBaeTcss Aspergillus fumigatus,
Blastomyces, Ajellomyces, Candida, Coccidioides, Cryptococcus, Histoplasm, Rhizopus Muco,
Cunninghamell, — Apophysomyces, Absidi, Saksenaea, Entomophthora, Conidiobolus,
Basidiobolus, Sporothrix, Pneumocystis, Talaromyces, Asclepias, Fusarium, Scedosporium
rpubkamu wim rpudkamu u3 otpsima Mucorales, uimn o060l Mx komMOuHaIMU. B HEKOTOpBIX
BapHUAHTAX peAJIM3alMU CIOCOOOB, MPEACTABICHHBIX B HACTOSINEM JOKYMEHTE, TPHOKOBas
uHpexknus wim 3adoneBanue BbI3bIBaeTCs Cryptococcus, Aspergillus, Candida, Fusarium,
Scedosporium rpubkamu wim rpudkaMu u3 orpsina Mucorales, wim mo6oit ux komOnHanuu. B
HEKOTOPBIX BAapHAHTAX peAJTH3alMU CIIOCOOOB, MPENCTABIEHHBIX B HACTOSLIEM IOKYMEHTE,
rpubkoBas uapexkuys nin 3adoneBanne Bb3bIBaeTCa Aspergillus fumigatus, Aspergillus flavus,
Blastomyces dermatitidis, Ajellomyces dermatitidi,, Candida albican, Candida glabrata,
Candida rugosa, Candida auris, Coccidioides immitis, Coccidioides posadasii,Cryptococcus
neoformans, Cryptococcus gattii, Histoplasma capsulatum, Rhizopus stolonifer, Rhizopus
arrhizus, Mucor indicus, Cunninghamella bertholletiae, Apophysomyces elegans, Absidia
suoamu, Saksenaea euoamu, Rhizomucor pusillus, Entomophthora euoamu, Conidiobolus
suoamu, Basidiobolus euoamu, Sporothrix schenckii, Pneumocystis jirovecii, Talaromyces
marneffei, Asclepias albicans, Fusarium solani, Scedosporium apiospermum, Rhizomucor
pusillus, v nro6oii nx komOuHaumeidl. B HEKOTOpBIX BapuaHTaxX peajH3aliu CrIocoOoB,
NPEICTABICHHBIX B HACTOSINEM JAOKyMeHTe, rpuOkoBas wuH(pekuuss wnnmmu 3abojeBaHue
BbI3bIBaETCACryprtococcus rtpubkamu wuimn rpubkamu Candida. B HEKOTOpBIX BapHaHTax
peanu3anuu crocoO0B, MPEACTABICHHBIX B HACTOSINEM AOKYMEHTE, TPUOKOBas WHQEKIUS WIN
3aboneBanue Bb3bIBAeTCS Cryplococcus neoformans, Cryptococcus gattii, wnin Candida auris.
[255] B HEKOTOpBIX BapuUaHTAX peajH3alMyd CIOCOOOB, NPEACTABICHHBIX B HACTOSIIEM
IOKyMeHTe, TpUOKOBasi MH(pEKIUs Wi 3a00JeBaHUE SIBISIETCS YCTOMYMBBIM K a30JlaM W/HIH
SXHHOKAHUHY.

[256] B HEKOTOpBIX BapuUaHTAX peaJH3alUH CIIOCOOOB, NPEACTABICHHBIX B HACTOSLIEM
IOKYMEHTe, y CyObeKTa HMeeTCsl OCIa0JIeHHbIH HMMYHHTET. B HEKOTOpBIX BapHaHTax
peanm3anuu CriocoOOB, MPEACTABICHHBIX B HACTOSIIEM IOKYMEHTE, CyOBeKT WH(pHUIMpOBaH
BUY/CIIW[om wiu OoneH pakoM. B HEKOTOphIX BapWaHTaX peasiu3alid CIIOCOOOB,
NPEACTABICHHBIX B HACTOALIEM IOKyMeHTe, CyOBekT OosieH pakoM. B HEKOTOpbhIX BapuaHTax
peanu3anuu CrnocoOOB, MPEACTABICHHBIX B HACTOSIIEM JOKYMEHTE, paKk MpencTaBisieT coOoi

ocTpblii muenouaHbiil neiiko3 (AML). B HekOTOpbIX BapHaHTax peaju3ali CrocoOoB,
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NPEACTABICHHBIX B HACTOSINEM JOKYMEHTE, CyOBEKT CTpajaeT HeWTponeHued. B HekoTophIx
BApPUAHTAX pealM3aluil CHoCO0OB, TNPEACTABICHHBIX B HACTOSINEM JOKYMEHTE, CyOBEKT
MPOXOAUT WUJIHM MPOULIEN KypC XUMUOTEPAneBTUYECKOrO JIeUeHus paka. B HEKOTOpbIX BapHaHTax
peanu3anuu CrocoOOB, NMPEACTABICHHBIX B HACTOAIIEM AOKYMEHTE, CyOBEKT NMPOXOAMT WU
HNPOXOAMI KypC JICYEHUS] KOPTHKOCTEPOUIaMH. B HEKOTOPBIX BapHaHTaX peajn3aluy CriocoO0B,
IPE/ICTABJICHHBIX B HACTOSAIIEM JOKYMEHTE, CYOBeKT IPOXOOUT WIJIM TPOXOIWIJ JIEYECHHE
unruoutopom TNF. B HekOTOpBIX BapuaHTaX peaiu3aluu CrocoOOB, MPEICTABIEHHBIX B
HACTOSIIEM JOKYMEHTE, CYOBEKT SBJIETCS PELUNHEHTOM TPAHCIUIAHTaTa. B HEKOTOpBIX
BapHUAHTAX peai3aly CriocOOOB, OMMCAHHBIX B JAHHOM JIOKYMeHTe, coenuHeHne Gopmyusr (I)
WIA €ro M30TONHBIA BapHUaHT, TayTomep, (apMaLeBTUYECKH MPUEMIIEMYIO COJIb, COJBBAT MU
THIPAT BBOIIT CYOBEKTY B KOMOMHALIMH C ITO3aKOHA30JIOM.

[257] B HEKOTOpBIX BapuUaHTaxX peaTu3aLnu CIIoco00B, OIMUCAHHBIX B JAHHOM JOKYMECHTE,
coenuaenne ¢opmynel (I) wnm ero W3OTONHBIA BapHaHT, TayToMep, (apMaleBTHYECKH
NPUEMJIEMYIO COJIb, COJIBBAT WJIM THAPAT BBOIAT CYOBEKTY U NMPENOTBPAILEHHs TPUOKOBOH
uHpekmn nim 3aboneBaHus. B HEKOTOPBIX BapHaHTaX peaM3alUU CIIOCOOOB, OMUCAHHBIX B
TaHHOM JIOKyMeHTe, coenuHeHne ¢opmysbl (I) mam ero M30TONMHBIA BapHaHT, TayTOMeEp,
(bapManeBTHUECKH MPHEMJIEMYIO COJIb, COJIBBAT HJIM THAPAT BBOAAT CYOBEKTY AJIS JICUEHUS
CyLIeCTBYIOIEeH rpuOKOBON MH(PEKINH WA 3a00JIeBAHUSI.

[258] B HEKOTOpBIX BapuaHTaX peajH3alUu CIIOCOO0B, NPEACTABICHHBIX B HACTOSIIEM
JIOKyMeHTe, IpuOKoBasi MH(QpeEKIus Wi 3a00JieBaHHe HAXOAWUTCS B KPOBOTOKe cyOwekTa. B
HEKOTOPBbIX BapUAHTAX PEANU3aLMM CHOCOOOB, NMPEICTABIECHHBIX B HACTOSALIEM IOKYMEHTE, Y
CyOBeKTa YMEHBIIWIOCh KOJIWYEeCTBO TIPHOKOBBIX KOJIOHMH B JIETKMX IIOCNE BBEIEHHS
(apManeBTHYECKONH KOMITO3ULIHH.

B HEKOTOpBIX BapHaHTaxX peajH3aliy CIOCOOOB, MPEIACTABICHHBIX B HACTOSIIEM JOKYMEHTE,
KpHUBasi 3aBUCUMOCTH KOHLIEHTPALMH B ILIa3Me OT BpeMeHu s coenwneHust popmyinsl (I) y
CyOBbeKTa MMEET tmax OT OKoJO 30 MuHYT n0 okono 180 muHYT. B HEKOTOpPBIX BapuaHTax
peanm3anuu  CriocoOOB, TMPEACTABICHHBIX B  HACTOSIIIEM JOKYMEHTE, CYOBEKT HMeeT
MaKCUMAaJbHYI KOHIEeHTpaluio B MiadMe (Cmax) oT okono 12000 mo okojo 25000 Hr/mn
coennaenus popmyer (I).

Jo3upoBaHue

[259] B HeKoTOpbIX BapHWaHTaxX peanu3anud (papMaleBTUYECKUE KOMITO3UILUU COCIUHEHUS
¢dbopmysl (I) umu ero U30TOMHOTO BapUaHTa, TayToMepa, (papMaeBTUYECKH MPUEMIIEMOU COJIH,
COJIbBaTa WJIM IHIpaTa, OMMCAHHbBIE B HACTOSINEM JOKYMEHTE, MPEACTaBIE€Hbl B MAKCUMAJIBHOM
nepeHocumoii oze (MTD) nns coenunenust popmynsl (I). B npyrux BapuaHTax peanuszanuu

KOJINYECTBO BBOAUMOro (papmaueBTuyeckoro cocraBa coeauHeHus ¢opmyael (I) wm
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U30TOITHOTO BapuaHTa, TayToMepa, (apMaleBTUYECKH MPUEMIIEMON COJIM, COJIbBAaTa WJIH
rugpaTa coctaBisieT ot okojio 10% o okono 90% ot MakcumanbHO nepeHocumMoit 103e1 (MTD)
oT okoJo 25% no okono 75% MTD unu okono 50% MTD. B HekoTOpBIX ApYrux BapHaHTaxX
peanu3anuy KOJIUYECTBO BBOJUMOrO coeauHeHus: ¢opmyibl (I) mim HM30TOMHOrO BapHaHTA,
TayTomMepa, (apMaleBTHUECKH NPUEMJIEMON  COJM, COJbBaTa WJIM  THUApaTa  €ro
(bapMaLeBTHUECKUX KOMITO3UIHI COCTAaBIIAET OKOJNO OT 5%, 10%, 15%, 20%, 25%. %, 30%,
35%, 40%, 45%, 50%, 55%, 60%, 65%, 70%, 75%, 80%, 85%, 90%, 95%, 99% unau BHIIIE, HIH
moboit muanasoH, onpenensiemblii B Hem, MTD nnst coenunenust popmyier (I).

[260] B HEKOTOpBIX BapHAaHTaX peaTU3aLUH MPH JIEYEHUH, NMPOPUIAKTUKE MM OOJIErYeHHH
OJTHOTO WMJTH HECKOJIBKUX CHUMIITOMOB PAacCTPOUCTB, 3a00JeBAaHUI UM COCTOSTHU, OMUCAHHBIX B
HACTOSAIIEM  JOKyMeHTe  (Hampumep, TrpuOKoBoi  uHpekumu Wi 3a00JeBaHUs),
COOTBETCTBYIOLINH YpPOBEHb IO3UPOBKU coeanHeHus Qopmynbl (I) mmm ero wm3oromHoro
BapHaHTa, TayToMepa, (papMalleBTHYECKH MPUEMJIEMON COJIH, COJIbBATA WJIM THUApPATa OOBIYHO
Haxoautcs B nuamna3one oT 1 1o 8000 mr, ot okoso 10 go 8000 mr, ot okono 10 go 2000 mr, ot
okosio 1 1o okono 1000 mr, ot okono 25 no okono 1000 mr, ot okono 25 no okono 800 mr, oT
okosio 25 go okosio 600 mr, oT okono 50 g0 okono 600 mr, or okono 50 g0 okono 300 mr, oT
okoio 50 1o okosio 150 mr, ot okojio 150 no okosno 250 mr, ot okosio 250 mr 10 okoso 350 wmr,
oT 0k0J10 350 o okos10 450 mr, oT okoso 450 10 okono 550 mr, oT okoJio 550 10 okosio 650 mr,
oT okoJsio 650 1o oxosno 750 mr, ot okono 750 1o okosno 850 Mr, KOTOPBIE MOXKHO BBOIUTH B
BUJIE OJHOM WJIM HECKOJIbKHUX 7103. B HEKOTOPBIX BapuaHTax peaju3aliu COeauHEeHHe (POpPMYJIbI
(I) unu ero U30TOMHBIN BapUAHT, TayTOMEp, PapMaleBTUYECKH IpUEMIIEMasi COJIb, COJIbBAT MU
TUAPAT BBOIAT B KOJIMYECTBE OKOJIO 1 Mr, okoiio 5 mr, okono 10 mr, okono 15 mr, okosno 20 wr,
0K0JI0 25 Mr, okoJio 30 mr, okoJio 35 mr, okoso 40 mr, okoJio 45 mr, okojio 50 Mr, okoJio 55 wmr,
okouio 60 mr, okosio 65 mr, okosio 70 mr, okoJio 75 mr, okojio 80 mr, okojio 85 mr, okoso 90 wmr,
okoJi0 95 mr, okono 100 mr, okono 105 mr, okomno 110 mr, okoso 115 mr, okono 120, okomno 125,
okono 130, okono 135, okono 140, okono 145, okomno 150, okono 155, okono 160, okono 165,
okono 170, oxono 175, okono 180, okomno 185, okomno 190, okono 195, okono 200, oxomno 205,
okono 210, okono 215, okomno 220, okono 225, okono 230, okono 240, okono 250, oxono 260,
okono 270, okono 275, okomno 280, okoio 290, okono 300, okono 310, oxono 320, oxomno 330,
okono 340, oxono 350, okojyo 360 mr, okosio 370 mr, okono 380 mr, okono 390 mr, okono 400
mr, 410 mr, okosio 420 mr, okono 430 mr, okoso 440 mr, okono 450 mr, okojo 460 Mr, OKOJIO
470 wmr, okojio 480 mr, okono 490 mr, okojo 500 mr, okosio 510 mr, okono 520 mr, okojno 530
Mmr, okosio 540 mr, okosio 550 mr, okosio 560 mr, okoso 570 mr, okojio 580 mr, okojio 590 wmr,
okoJio 600 mr, okojio 610 mr, okono 620 mr, okoi0 630 mr, okono 640 mr, okojio 650 Mr, OKOJIO

660 wmr, okono 670 mr, okojio 680 mr, okoso 690 mr, okono 700 mr, 710 mr, okono 720 wr,
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okosio 730 mr, okojio 740 mr, okono 750 mr, okono 760 mr, okono 770 mr, okojio 780 Mr, OKOJIO
790 wmr, oxono 800 mr, okoyio 810 mr, okono 820 mr, okojyio 830 mr, okono 840 mr, okosno 850
mr, okoJio 860 mr, okosio 870 mr, okoao 880 mr, okoyio 890 mr, okoso 900 mr, 910 mr, okoJiO
920 wmr, okono 930 mr, okosio 940 mr, okono 950 mr, okoso 960 mr, okosio 970 mr, okono 980
Mr, okoJio 990 mr, okosio 1000, okoso 1100, okono 1200, okono 1300, okono 1400, okono 1500,
okosio 1600, okono 1700, okono 1800, okomo 1900, oxomo 2000, oxomo 2100, oxomo 2200,
okosio 2300, oxomno 2400, okono 2500, okomo 2600, okomo 2700, okomo 2800, oxono 3000,
okosio 4000, okoso 5000, okono 6000, okomo 7000, okojo 8000 mr, uau OO0 MUAIIA30H,
MIPOU3BOAHBIN OT HETO.

[261] B HekOTOpBIX BapHaHTax peanu3almu coeauHenue Gopmydbsl (I) WM ero M30TOMHBIH
BapHaHT, TayToMep, (papManeBTUYECKU TMPUEMIIEMYIO COJIb, COJbBAT WJIM TUAPAT BBOMST
CYOBEKTY B KOJTMUECTBE OKOJIO | Mr, 0KoJi0 5 Mr, 0koJio 10 Mr, okoo 15 mr, okojio 20 Mr, OKOJIO
25 wr, okojio 30 mr, okojio 35 mr, okoJio 40 mr, okosio 45 Mr, okoi0 50 Mr, OKOJIO 55 MTI, OKOJIO
60 mr, okoJi0 65 Mmr, okosio 70 Mr, okoso 75 Mr, okosio 80 Mr, okono 85 mr, okoJyio 90 Mr, OKOJIO
95 wmr, okono 100 mr, okono 105 mr, okono 110 mr, okoso 115 mr, okono 120, okomno 125, okoio
130, okomno 135, okomno 140, okono 145, okono 150, okono 155, okono 160, okono 165, okomno
170, oxomno 175, okomno 180, okono 185, okono 190, okono 195, oxono 200, okono 205, okojo
210, okomno 215, okomno 220, okojno 225, okoino 230, okono 240, okoyo 250, okono 260, okoj0
270, okomno 275, okomno 280, okono 290, okono 300, okosno 310, okono 320, okosno 330, OkoJIO
340, okono 350, okono 360 mr, okono 370 mr, okono 380 mr, okono 390 mr, okono 400 mr, 410
Mmr, okosio 420 mr, okosio 430 mr, okosno 440 mr, okoso 450 mr, okono 460 mr, okojyo 470 wmr,
okoJio 480 mr, okoJio 490 mr, okosio 500 mr, okojio 510 mr, okono 520 mr, okoso 530 mr, OkoJIO
540 mr, okono 550 mr, okojio 560 mr, okono 570 mr, okoao S80 mr, okoyio 590 mr, okosno 600
mr, okosio 610 mr, okono 620 mr, okoso 630 mr, okoso 640 mr, okoiao 650 mr, okoio 660 wmr,
okosio 670 mr, okono 680 mr, okoso 690 mr, okono 700 mr, 710 mr, okono 720 mr, okosno 730
mr, okosio 740 mr, okono 750 mr, okono 760 mr, okono 770 mr, okojso 780 mr, okojo 790 wr,
okosio 800 mr, okojio 810 mr, okono 820 mr, okosio 830 mr, okono 840 mr, okoso 850 Mr, OKOJIO
860 wmr, okono 870 mr, okono 880 mr, okono 890 mr, okosno 900 mr, 910 mr, okono 920 wr,
okoio 930 mr, okojio 940 mr, okono 950 mr, okoio 960 mr, okono 970 mr, okojio 980 Mr, OKOJIO
990 wmr, okono 1000, okomo 1100, oxono 1200, okono 1300, okono 1400, oxono 1500, okono
1600, okomno 1700, okomno 1800, okono 1900, okono 2000, oxono 2100, okono 2200, okono 2300,
okono 2400, okomno 2500, okono 2600, okono 2700, okono 2800, okono 3000, oxono 4000,
okosio 5000, okogno 6000, okono 7000, oxosio 8000 mr .

[262] B HekOTOpBIX BapHaHTax peanu3alyu coeauHeHue Gopmyisl (I) WM €ro M30TOMHBIN

BapHAHT, TayToMep, (papMaleBTUYECKH MPUEMIIEMYIO COJIb, COJbBAT WM THUAPAT BBOIAT B
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Kojm4ecTBe Okoyio 1 mr, okosio 5 mr, okojio 10 mr, okono 15 mr, okojso 20 Mr, Okojio 25 wmr,
okoio 30 mr, okoJio 35 mr, okoJio 40 mr, okoJio 45 mr, okoJio 50 mr, okoJio 55 Mmr, okoji0 60 mr,
okoJio 65 mr, okosio 70 mr, okoJio 75 mr, okoJio 80 mr, okoJio 85 Mr, okojio 90 Mr, okoJ0 95 wmr,
okosio 100 mr, okono 105 mr, okosno 110 mr, okono 115 mr, okono 120, okono 125, okono 130,
okosio 135, okoyo 140, okojno 145, okono 150, okono 155, okono 160, okono 165, okono 170,
okosio 175, okomo 180, okojno 185, okono 190, okomno 195, okono 200, okono 205, oxono 210,
okoyio 215, okono 220, okono 225, okono 230, okoyo 240, okono 250, okojyo 260, okojyo 270,
okousio 275, okono 280, okojo 290, okoio 300, okomno 310, okono 320, okono 330, okono 340,
okoio 350, okono 360 mr, okosio 370 mr, okono 380 mr, okoso 390 mr, okosio 400 mr, 410 wmr,
okoio 420 mr, okojio 430 mr, okoso 440 mr, okojio 450 mr, okono 460 mr, okoso 470 Mr, OKOJIO
480 wmr, okojo 490 mr, okono S00 mr, okosno 510 mr, okono 520 mr, okono 530 mr, okono 540
Mmr, okosio 550 mr, okono 560 mr, okono 570 mr, okoso 580 mr, okono 590 mr, okono 600 wmr,
okosio 610 mr, okojio 620 mr, okono 630 mr, okono 640 mr, okono 650 mr, okoso 660 Mr, OKOJIO
670 wmr, okono 680 mr, okoso 690 mr, okoso 700 mr, 710 mr, okono 720 mr, okono 730 wr,
okosio 740 mr, okojio 750 mr, okono 760 mr, okosio 770 mr, okono 780 mr, okojio 790 Mr, OKoJIo
800 mr, okono 810 mr, okono 820 mr, okono 830 mr, okojo 840 mr, okosio 850 mr, okono 860
mr, okosio 870 mr, okosio 880 mr, okosio 890 mr, okosio 900 mr, 910 mr, okosno 920 Mr, OKOJIO
930 wmr, okoso 940 mr, okoyio 950 mr, okoso 960 mr, okojyio 970 mr, okosio 980 mr, okoso 990
mr, okosio 1000, okomno 1100, okono 1200, okono 1300, okono 1400, okono 1500, oxono 1600,
okoso 1700, okomno 1800, okono 1900, oxomo 2000, okonso 2100, oxono 2200, okomno 2300,
okoyio 2400, oxono 2500, okono 2600, okomo 2700, oxoyo 2800, okono 3000, oxono 4000,
okoo 5000, okoso 6000, okosio 7000, okoo 8000 Mr/cyTKH.

[263] [lyns mepopanbHOTO BBENEHUS (hapMaLEBTHUECKUE KOMITO3ULMH, MPEICTABJICHHBbIC B
HACTOSIIEM JOKYMEHTE, MOTYT OBbITh COCTABJICHBI B (popMe TaONIETOK MJIH KarCyJl, CONEp KaIInX
ot okoyio 1 mo 2000 wmr, ot okojio 10 o 2000 mr, ot okono 1 g0 okono 1000 mr, okono 25 mo
okoy0 1000 mr, okomo 25 mo okosno 800 mr, okoso 25 mo okoso 600 mr, okosno 50 mo okojo 600
mr, okoJio 50 mo okoso 300 mr, okono 50 go okoso 150 mr, okono 150 no okono 250 mr, okoJo
250 Mr go okoio 350 mr, okojo 350 mo okono 450 mr, okoso 450 mo okono 550 mr, okojo 550
10 okoJio 650 mr, okoso 650 1o okono 750 mr, okoao 750 1o okosno 850 Mr; B OHOM BapUaHTE
OCyllecTBJeHus1, 1 Mr, 0KoJio S mr, 0koJio 10 mr, okojo 15 mr, okoso 20 Mr, 0K0i0 25 MT, OKOJIO
30 mr, okosio 35 mr, okosio 40 Mmr, okoso 45 Mr, okosio S0 Mr, okono 55 mr, okoJyio 60 Mr, OKOJIO
65 mr, okojio 70 mr, okosio 75 Mmr, okoso 80 mr, okosio 85 mr, okono 90 mr, okoJio 95 Mr, OKOJIo
100 wmr, oxomno 105 mr, okosio 110 mr, okono 115 mr, okono 120 mr, okono 125 mr, okojno 130
Mmr, okosio 135 mr, okono 140 mr, okono 145 mr, okono 150 mr, okojo 155 mr, okojno 160 wmr,

oko0J10 170 mr, okoso 180 mr, okoso 190 mr, okono 200 Mr, okoso 210 mr, okoyio 220 Mr, OKOJIO
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230 wmr, okojio 240 mr, okono 250 mr, okojo 260 mr, okosio 270 mr, okojo 280 mr, okoJyio 290
mr, okosio 300 mr, okosio 310 mr, okosio 320 mr, okoso 330 mr, okojio 340 mr, okojio 350 wmr,
okosio 360 mr, okono 370 mr, okoyio 380 mr, okono 390 mr, okosno 400 mr, 410 mr, okono 420
mr, okosio 430 mr, okosio 440 mr, okoso 450 mr, okoso 460 mr, okojio 470 mr, okojo 480 wmr,
okoJ10 490 mr, okojio 500 mr, okoso 510 mr, okono 520 mr, okosno 530 mr, okojo 540 Mr, OKOJIO
550 mr, okoso 560 mr, okojio 570 mr, okosno 580 mr, okoao 590 mr, okoyio 600 mr, okoso 610
Mmr, okoJio 620 mr, okono 630 mr, okoso 640 mr, okoso 650 mr, okoao 660 mr, okojio 670 mr,
okoyio 680 mr, okoo 690 mr, okoso 700 mr, 710 mr, okono 720 mr, okoyio 730 mr, okosno 740
mr, okosio 750 mr, okono 760 mr, okoso 770 mr, okono 780 mr, okojyo 790 mr, okojo 800 wmr,
okosio 810 mr, okojo 820 mr, okono 830 mr, okojio 840 mr, okono 850 mr, okosio 860 Mr, OKOJIO
870 wmr, okono 880 wmr, okono 890 mr, okono 900 mr, 910 mr, okono 920 mr, okojo 930 wr,
okosio 940 mr, okojio 950 mr, okono 960 mr, okono 970 mr, okono 980 mr, okoso 990 Mr, OoKoJIO
1000, mmu okono 2000 mr coenuHeHus popmyisl (1) wim ero U30TOMHOTO BapUaHTa, TAYyTOMEDPA,
(apMalleBTHUECKA TMPUEMIIEMON COJIM, COJNbBaTa WM THUApAaTa JIJIi CUMIITOMATHUYECKOU
KOPPEKTUPOBKU TO3UPOBKHU ISl MALIMEHTA, MTOAJIEKAILETO JIEUCHUIO.

[264] B HEKOTOPhIX BapHaHTax peanmmn3anuu bapmaneBTHUECKHE KOMITO3HULIMH,
MPEICTABJICHHbIE B HACTOSIIEM JIOKYMEHTE, MOTYT OBITb COCTaBJIeHBI B (hopMe TaOJETOK WM
KancyJ, coxepxkamux okosno 50 mr, okono 100 mr, okoso 150 mr, okoso 200 mr, okono 250 wmr,
okoJio 300 mr, okono 350 mr, okosio 400 mr, okono 450 mr, 500 mr, okosio 550 mr, okono 600
Mr, okojio 650 mr, okono 700 mr, okono 750 mr mnu okoso 800 mr coenuHeHus: Gpopmyisl (I)
WM €r0 M30TOITHOTO BapHaHTa, TayTOMEpa, papMalieBTUYECKH MPUEMJIEMOI COJIU, COJIbBATa HITH
ruapara.

[265] B HEKOTOPhIX BapHaHTax peanu3anuu bapmaneBTHYECKHE KOMITO3ULIMH,
MPEICTABJIEHHbIE B HACTOSIIEM JOKYMEHTE, MOTIYT OBbITh COCTaBJIEHBI Ui MEPOPATHHOrO
BBeZleHUs, conepskamue okojio 200 Mr coenunenus: Gopmyiibl (I) WM U30TONMHOTO BapUAHTA;
win ero (apManeBTUYECKH MPUEMIIEMON COJIM, COJNbBaTa, THApaTa WM MpojekapcTsa. B
HEKOTOPBIX BapHAHTAX peaju3aluu MpenjiaraeMble 37ech (apMaleBTUYECKUe KOMITO3ULIUH
MOTYT OBbITh COCTaBJICHBI JJIsl IEPOPATIBHOTO BBEACHMSI, coaepkamue okoyo 300 Mr coequHEeHHSI
dbopmynbl (I) WM W30TOMHOrO BapwiaHta, WM ero (apMaleBTHYECKH MPUEMIIEMON COJIH,
CoJIbBaTa, TMApATa WK MPOJICKAPCTBA. B HEKOTOpPBIX BapuUaHTaxX peaju3aluu MNpeajaracMble
31ech (hapMaleBTHUECKUE KOMITO3ULIMU MOTYT OBITh COCTaBJICHBI IJIsl TIEPOPATLHOTO BBEIECHUS,
comepxamiie okono 400 mr coenuHenust dopmynsl (I) WaM M30TOMHOrO BapuaHTA;, WK €ro
(apMalleBTHUECKH TPUEMJIEMON COJIM, COJIbBaTa, TMApaTa WM MPOJieKapcTBa. B HEKOTOPBIX
BapHaHTaX peau3aliy MpenjaraeMbie 37ech (papMaleBTUYECKHE KOMITO3UIUH MOTYT OBITh

COCTaBJIEHBI JUI MEPOPABHOIO BBENEHHs, copepskamue okono 500 Mr coenuHeHus: GopmyJibl
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(I) wam W30TOMHOrO BapWaHTa, WM €ro (apMaleBTHYECKH NPUEMIIEMON COJH, COJbBATa,
ruapaTa uiv NpoJjiekapCcTsa.

[266] B HEKOTOPhIX BapuaHTax peanu3anuu bapmanieBTUUECKHE KOMITO3ULIH,
NPEICTaBJICHHbIE B HACTOSIIEM JOKYMEHTE, MOTrYyT ObITh COCTaBleHbl B (popMe TabJeToK,
copepkamux okosno 200 mr coenuneHus (popmynsl (I) WM M30TOMHOrO BapHaHTA;, MM €ro
(apMaleBTHYECKH MPUEMIIEMOI COJIM, COJIbBATa, TMApaTa WM TPOJIeKapCcTBa. B HEKOTOPBIX
BapHaHTaX peaju3alnuu (apMaleBTHUECKUE KOMITO3UIUH, TMPEACTABJIEHHbIE B HACTOSIIEM
JOKYMEHTE, MOTyT OBITb COCTaBJieHbI B (opme TabNeTOK, coaepkammx okoyso 300 wmr
coenuuenus: Gopmysisl (1) WM K30TOMHOrO BapHAHTA;, WIH €ro (papMaleBTUYECKH MPUEMIIEMO
COJNM, COJIbBaTa, THUApaTa WIM MPOJICKAPCTBA. B HEKOTOpPBIX BapUaHTax peaju3aluu
(apMalieBTHUECKUE KOMIIO3UIINH, TPEICTaBJICHHbIE B HACTOSIIEM JOKYMEHTE, MOTYT OBbITh
cocTtaByieHbl B (hopme Tabnerok, copepskammx okojo 400 mr coemmuenust ¢opmynsl (1) wmm
W30TOITHOTO BapHWaHTa, WU €ro (apMaleBTHYECKU MPUEMIIEMON COJIH, COJIbBAaTa, TUApATa WJIH
npojiekapcTBa. B HEKOTOPBIX BapuaHTAax peann3anuu  (papMaleBTHYECKHEe KOMITO3UIUH,
MPEICTaBJICHHBIE B HACTOSIIIEM JOKYMEHTE, MOTYT OBbITh COCTaBJieHbl B (opme TalNeTokK,
cogepxamux okosno S00 mr coemmuHeHust ¢opmynsl (I) MM U30TOMHOrO BapUaHTA; WU €ro
(bapManeBTHUECKU IPUEMJIEMON COJIH, COJIbBATA, THIPATA UITU MPOJIEKAPCTBA.

[267] Ilpennaraemble 37ech (papMaleBTUYECKHE KOMIIO3ULUH MOTYT OBITh COCTABIEHBI IS
BBeleHUs myTeM 1V mHbekiun win uapy3uu u cogep:xar ot okojo 1 1o 2000 mr, okxono 10 no
2000 wmr, ot okojo 1 1o okono 1000 mr, okoso 25 no okono 1000 mr, okosno 25 xo okosio 800
Mr, okoJio 25 no okojo 600 mr, okono 50 go okono 600 mr, okono S0 g0 okoso 300 Mr, OkoJIO
50 no okomno 150 mr, okono 150 no okono 250 mr, okono 250 mr 1o okoJio 350 mr, okono 350 no
okouio 450 mr, okono 450 o okoso 550 mr, okono 550 no okono 650 mr, okoso 650 MO OKOJIO
750 wmr, okoso 750 no okomno 850 mr, okojio 850 o okoso 950 mr, okoo 950 mo okoso 1050 wmr;
B OJJHOM BapuaHTe, | Mmr, okono 5 mr, okojo 10 mr, okosio 15 mr, okosio 20 mr, okoJyio 25 wr,
okosio 30 mr, okosio 35 mr, okono 40 mr, okoJio 45 mr, okoJio 50 mr, okojio 55 mr, okoso 60 mr,
okoJio 65 mr, okosio 70 mr, okojio 75 mr, okoyio 80 mr, okojio 85 mr, okoso 90 Mr, okoJio 95 wmr,
okosio 100 mr, okojio 105 mr, okono 110 mr, okono 115 mr, okono 120 mr, okosno 125 Mr, okoso
130 wmr, okomno 135 mr, okono 140 mr, okosno 145 mr, okono 150 mr, okono 155 mr, okosno 160
mr, okosio 170 mr, okono 180 mr, okono 190 mr, okono 200 mr, okono 210 mr, okono 220 wr,
okoio 230 mr, okojio 240 mr, okono 250 mr, okono 260 mr, okono 270 mr, okojio 280 Mr, OKOJIO
290 wr, okojio 300 mr, okono 310 mr, okoso 320 mr, okosio 330 mr, okono 340 mr, okojno 350
Mmr, okosio 360 mr, okosio 370 mr, okoJyio 380 mr, okosio 390 mr, okosio 400 mr, 410 Mr, okoJI0
420 wmr, okojio 430 mr, okono 440 mr, okojo 450 mr, okosio 460 mr, okono 470 mr, okoso 480

mr, okosio 490 mr, okoso 500 mr, okosio 510 mr, okono 520 mr, okojo 530 mr, okojo 540 wmr,
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okoJio 550 mr, okojio 560 mr, okono 570 mr, okosio 580 mr, okoio 590 mr, okoJyio 600 Mr, OKoJI0
610 wmr, okono 620 mr, okoJyio 630 mr, okono 640 mr, okojo 650 mr, okoyio 660 mr, okoso 670
mr, okosio 680 mr, okosio 690 mr, okoso 700 mr, 710 mr, okono 720 mr, okojo 730 Mr, OKOJIO
740 wmr, oxono 750 mr, okosio 760 mr, okono 770 mr, okojso 780 mr, okono 790 mr, okoso 800
mr, okosio 810 mr, okoso 820 mr, okosno 830 mr, okono 840 mr, okono 850 mr, okojo 860 wr,
okoJio 870 mr, okoso 880 mr, okoso 890 mr, okoso 900 mr, 910 mr, okono 920 mr, okono 930
Mmr, okoJio 940 mr, okono 950 mr, okoyo 960 mr, okosno 970 mr, okoio 980 mr, okojio 990 wmr,
okojio 1000, umu okosno 2000 mr coenuuenust Gopmysiel (I) WM ero M30TOMHOrO BapUAHTA,
TayToMepa, (apMaleBTHYECKH MPUEMJIEMON COJMW, COJbBaTa WM  THUApaTa  JJis
CUMIITOMATUYE€CKON KOPPEKTUPOBKHU TO3MPOBKH IS MALIMEHTA, MOAJIEIKALIETO JICUEHHUIO.

[268] B HEKOTOPhIX BapHaHTax peanu3anun dapmareBTHIECKHE KOMITO3HULIMH,
NPEACTABJICHHbIE B HACTOSALIEM JOKYMEHTE, MOTYT OBbITb COCTABJIECHBI AJIsl BBEACHUs myTeM [V
WHBEKIUH WA UHPY3UH U conepskaTh okojio 50 mr, okono 100 mr, okono 150 mr, okoso 200 mr,
okosio 250 mr, okono 300 mr, okoso 350 mr, okono 400 mr, okosno 450 mr, 500 mr, okomno 550
mr, okosio 600 mr, okono 650 mr, okosno 700 mr, okono 750 mr, okojio 800 mr, okojio 950 wmr,
wm okosno 1000 mr coenuneruss gopmynbl (I) WM ero M30TONMHOrO BapuaHTa, TAyTOMEPA,
(bapmMareBTHUECKH TPUEMIIEMOH COJIH, COJIbBATA UJIM THAPATA.

[269] B HEKOTOPbIX BapuaHTax peanu3anuu dapmareBTHUUECKHE KOMITO3HULIMH,
NPEACTABICHHbIE B HACTOSINEM JOKYMEHTE, MOTYT OBITh COCTAaBIIEHBI Ui BBEACHUS IyTEM
BHYTPUBEHHOW MHBEKLUUHU WM UH(DY3uH, comepxaiiue okoao 200 mr coenunenus popmys! (I)
WJIM M30TOITHOTO BapHAHTA; WK ero (papMaleBTUYeCKH NMpUEeMIIeMON COJM, COJNbBATa, TMApaTa
WIN TIpoJieKapcTBa. B HEKOTOpBIX BapuaHTax peann3auuu (papMaleBTUYECKHe KOMITO3HLIUH,
NPEACTaBJICHHbIE B HACTOSINEM JOKYMEHTE, MOTYT OBITb COCTABJI€HBI IJIsi BBEIACHHS IyTEM
BHYTPUBEHHOW MHBEKUUH Wi HHDY3uH, cogepxamire okoio 300 mr coequnenus: Gpopmyisr (I)
WA U30TOMHOTO BAPHAHTA, WM €ro (papMaueBTUYECKH MPUEMJIEMOH COJM, COJbBAaTa, THIpATa
WIA TIPOJIEKapCTBA. B HEKOTOPBIX BapuaHTax peanu3alud (apMaLeBTHUECKHE KOMITO3HULIHH,
NPEACTABJICHHbIE B HACTOSINEM JOKYMEHTE, MOTYT OBITh COCTABJIEHBI Ui BBEACHUS IyTEM
BHYTPUBEHHOW MHBEKUUH WK HH(DY3uH, cogepxarnre okoio 400 mr coenurenus: Gopmyisr (I)
WJIM W30TOMHOTO BAPHAHTA, WM €ro (papManeBTUYECKH MPUEMIIEMOH COJNH, CONbBAaTa, THIpATa
WIN TPOJIEKapCTBA. B HEKOTOPBIX BapuaHTax peanu3alnud (papManeBTHUECKHE KOMITO3HIIHY,
NPEACTABJICHHbIE B HACTOSINEM JOKYMEHTE, MOTYT OBITh COCTAaBIICHBI Ui BBEACHUS IMyTEM
BHYTPUBEHHOW MHBEKUUH WK HH(DY3uH, cogepxainne okoio S00 mr coenurenus: Gopmysr (I)
WIM W30TOMHOTO BApHAHTA, WU ero (papManeBTUYECKH MPUEMIIEMOI COJNH, CONbBAaTa, TMApaTa
WIN TIPOJIeKapcTBa. B HEKOTOPBIX BapuaHTax peanu3aluu (papManeBTHUECKHE KOMITO3HIIMY,

NPpEACTaBJIICHHBIE B HACTOALNEM JOKYMCHTE, MOTYT OBITb COCTAaBJIEHBI AJisi BBCACHUA INIYTEM
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BHYTPUBEHHOW MHBEKUUHU WK HH(DY3uH, cogepxkamue okojo 600 mr coenunerus Gpopmys (1)
WIM W30TOMHOTO BApHUAHTA;, WM €ro (papMauneBTUYECKH MPUEMIIEMOH COJNM, CONbBAaTa, TMApaTa
WIN TPOJIeKapcTBa. B HEKOTOPBIX BapuaHTax peanu3alu (papManeBTHUECKHE KOMITO3HIIHY,
NPEACTABJIECHHbIE B HACTOSINEM JOKYMEHTE, MOTYT OBITh COCTAaBJIEHBI IJi BBEICHUS IyTEM
BHYTPUBEHHOW MHBEKLMHU WM UHQY3uH, conepkaiie okoyno 700 mr coenquHenust ¢popmyiisl (I)
WJIN M30TOITHOTO BapHAHTA; WM ero (papMaleBTUYeCKH NpPUEeMIIEMON COJH, COJNbBATa, TMApATa
WIA TIPOJIEeKapCTBA. B HEKOTOpPBIX BapuaHTax peanu3auudl (HapMaleBTUUYECKUE KOMITO3HIIHH,
NPEACTABJICHHbIE B HACTOSIIIEM JOKYMEHTE, MOTYT OBbITb COCTABJIEHBI Ui BBEACHUS MyTEM
BHYTPUBEHHOW MHBEKUUHU WK HHDY3un, cogepxamire okoio 800 mr coequnenus: Gopmyisr (I)
WM U30TOMHOTO BAPHUAHTA;, WM ero (papMaueBTUYeCKU MPUEMJIEMOH COJIM, COJIbBATa, THApATa
WIA TPOJIEKapCTBA. B HEKOTOPBIX BapuaHTax peanu3anud (papManeBTHUECKHE KOMITO3HIIHY,
NPEACTABJICHHbIE B HACTOSINEM JOKYMEHTE, MOTYT OBITh COCTABIIEHBI Ui BBEACHUS IMyTEM
BHYTPUBEHHOW MHBEKUUH WK HH(DY3uH, copgepxarnre okoio 900 mr coenurenus: Gopmysr (I)
WJIM W30TOMHOTO BAPHAHTA, WM ero (papManeBTUYECKH MPUEMJIEMOH COJNH, CONbBAaTa, THIpATa
WIN TPOJIEKapCTBA. B HEKOTOPBIX BapuaHTax peanu3anui (papManeBTHUECKHE KOMITO3HIIHY,
NPEACTABICHHbIE B HACTOSINEM JOKYMEHTE, MOTYT OBITh COCTABIIEHBI Ui BBEACHUS INyTEM
BHYTPUBEHHOW MHBEKIMH WU UH(DY3uu, copepxkamme okono 1 000 mMr coenmHeHus: GOpMyIIbl
(I) wnm W30TOMHOrO BapWaHTa, WU €ro (apMaleBTHYECKH NPUEMIIEMON COJH, COJbBATa,
rUpaTa WK MPOJIeKapCTBa.

[270] B HekoTOpbIX  BapuaHTax  peanu3auuu  (papManeBTHYECKHE  KOMIIO3ULIUH,
IPE/ICTABJICHHBIE B HACTOSIIEM JOKYMEHTE, MOT'YT ObITh PUTOTOBJICHBI B (HOpPME NHBEKLIUH HIIH
LV. undysun, copepxamue oT OKoJI0 5 Mr/mi ao okojo 250 mr/mi, or okono 10 mr/mi mo
ok0s10 150 mr/mi, ot okono 10 mr/mia go okoyo 100 mr/mi, ot okosio 10 mr/min 1o okojo 50
Mmr/mit, oT okosio 10 mr/mia go okono 40 mr/mu, i ot 0kojio 10 mr/mi no okono 30 mr/mi;, B
OIHOM BapuaHTte, 1 Mr/mi, okono 5 mr/mi, okono 10 mr/mi, okono 15 Mr/mi, okoso 20 mr/mi,
0K0J10 25 Mr/mi, okosio 30 mr/mit, 0kojo 35 mr/mi, okoso 40 Mr/mi, okoJio 45 mr/mi, okojo 50
MI/MJI, OKOJIO 55 Mr/mi, okosio 60 Mr/mi, okoyio 65 mr/mi, okono 70 mr/mi, okojio 75 mr/mi,
0k0J10 80 Mr/mi1, 0kojio 85 Mr/mi, 0k0ja0 90 Mr/mi, okoa0 95 mr/mi, okoao 100 mr/mi, OKoIO
105 mr/ma, okono 110 mr/mi, okojo 115 mr/mi, okoso 120 mr/mi, okono 125 mr/mi, okoso 130
Mr/mi1, okoa0 135 mr/mi, okosno 140 mr/mia, okoso 145 mr/mn, okojo 150 mr/mu, okono 155
mr/mi1, okoj0 160 mr/mi, okono 170 mr/mia, okoso 180 mr/mi, okoso 190 mr/mi, okoao 200
mr/mi1, 0koj0 210 mr/mi, okosno 220 mr/mia, okosio 230 mr/mi, okoyo 240 mr/mi, okojao 250
mr/mi, coenquHernst Gopmydel (I) mm ero M30TOMHOTO BapuaHTa, TAyTOMepa, papMarieBTHUECKH
NPUEMIIEMOH COJIH, COJIbBATA HIIN TUAPATA.

[271] B HexkoTOphIX BapHaHTaxX peaju3anuu (papmaneBTHYECKas KOMIIO3ULHS COMAEPXKHUT OT
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okoJio 20 mr/mn 1o okono 40 mr/mn coenuHeHust Gpopmyubl (I) WM €ro U30TOMHOTO BapUAHTA,
TayToMepa, (papmManeBTUYECKH NpUEMIIEMON CONIM, COJbBaTa MM THApaTa. B HEKOTOpPbIX
BapHaHTax peajnn3anud papManeBTHIeCKass KOMIIO3ULUS COnepkut okoyio 10 mr/mi, okono 15
Mr/mi1, okoJio 20 mr/mi, okojo 25 mr/mi unu okoso 30 mr/mn coequnenus popmysl (I) umm ero
W30TOITHOTO BAapUaHTa, TayToMepa, (apMaleBTUYeCKH NPHEMJIEMON COJM, COJbBaTa WM
ruapara.

[272] B HEKOTOpBIX BapuUaHTaX peaju3ariu papMaleBTHUECKass KOMITIO3UIIUS CONEPKHUT OKOJIO
20 wmr/mn  coemuHenusi ¢opmyabl (I) uaM  ero M30TONMHOrO BapUAHTA, TAayTOMEDA,
(bapManeBTHUECKH MPUEMJIEMOI COJIH, coNbBaTa WK ruapara. OnucaHHas 31eCh THEBHAs 103a
MOJKET BBOAMTBLCS OJUH pa3 B CYTKU HJIM HECKOJBKO pa3 B CYyTKH B (opme cy0Om03, BBOIUMBIX
IIBa pa3a B CYTKH, TPH pa3a B CYTKH, YEThIPE pa3a B CYTKH WIJIM TOMY IOAOOHOE, I7ie KOJIHYECTBO
cyOno3 paBHO CyTOYHOH n03e. PapMarieBTUIeCKIe KOMITO3UIIMYA MOKHO BBOAHTH IO CXeMe OT |
10 4 pa3 B CyTKM, BKJItOUasl OJWH, [1Ba, TPH U 4YETHIpE pa3a B CYTKU. B HEKOTOPBIX BapHaHTax
peamm3anuu  (papMaleBTHYECKHE KOMIO3MLUK BBOAST OIWH pa3 B CYTKH. B HEKOTOpPBIX
BapHaHTax peanu3almu (papManeBTHYECKHe KOMITO3MIMM BBOAST JBa pa3a B CyTKH. B
HEKOTOPBIX BAPHAHTAaX peayn3alud (papMaleBTHUECKHE KOMIIO3ULIUN BBOAAT TPHU pas3a B CYTKH.
B HekoTOphIX BapmaHTax peanuzauuu (papMaleBTUYECKHE KOMIIO3MLUU BBOAST YETBHIPE WU
Oonee pa3 B CyTkH. B HEKOTOpBIX BapMaHTax peajH3alMyd BBOAAT HArPy30UHYIO 03y C
NOCJIENYIOUIMMH TOAIEPKUBAIOIIMMHU 103aMU coeauHeHust Gopmyiel (I) mnm ero u30TOmHOrO
BapUaHTa, TayToMepa, (papMalleBTUIECKH TPUEMIIEMOI COJIH, COJIbBATA UJIM T'HIpaTa.

[273] B HEKOTOPbIX BapuaHTax peanu3anuu dapmaueBTHIECKHE KOMIIO3ULIMH,
IPE/ICTABIICHHBIE B HACTOSLIEM JTOKYMEHTE, BBOIST B BHIE TabJeTOK. B HEKOTOpBIX BapuaHTax
peanmzanyu (HapMaLEeBTUUYECKHUE KOMIIO3UIUH, TMPEICTABJIEHHbIE B HACTOSIIEM IOKYMEHTE,
BBOJIAIT B BUJIE KarCyJl. B HEKOTOPBIX BapHaHTax peau3auiu (papMaleBTUYeCKHe KOMITO3HUIINY,
MIPECTABJICHHBIE B HACTOSLIEM JOKYMEHTE, BBOIAT B BUJE UHBEKLIMU. B HEKOTOpPBIX BapuaHTax
peanm3anyuy (papMaLEeBTUUYECKHE KOMIIO3UIUH, IPEICTABJIEHHbIE B HACTOSIIEM IOKYMEHTE,
BBOIAT Kak L V. (BHyTpUBEHHbIEC) HHBEKLIUH UIH UHPY3HUHL.

[274] B HEKOTOPhIX BapHaHTax peanu3anuu bapmaneBTHUECKHE KOMITIO3HUIIHH,
NPEACTaBICHHbIE B HACTOSIIEM IOKyMeHTe, BBOAAT 1.V. nn(y3ueil B Tedenne okono 10 MUHYT.
B HekoTOpBIX BapHaHTax peanu3aliy (apMaleBTHUECKHE KOMITO3UIMH, TPEACTaBJICHHBIE B
HACTOsIEM AOKyMeHTe, BBOAAT LV. mH(y3ueil B Teuenme okono 15 muHYT. B HekoTOphIX
BapUaHTax peann3auuu (apMaleBTUYECKHEe KOMIIO3MLUHN, TPEACTABICHHBIE B HACTOSIIEM
nokymeHrte, BBoAT LV. mHQy3uelr B TedueHume okoino 20 mMuHYT. B HEKOTOpBIX BapHaHTax
peammzanuu (apMaLeBTUUYECKHUE KOMIIO3UIUH, IPEICTABIEHHbIE B HACTOSIIEM IOKYMEHTE,

BBOAT 1. V. uH(y3ueit B Teuenue okono 30 MuHYyT. B HEKOTOpBIX BapHaHTax pealu3aluu



(dapmaneBTHUECKHE KOMITO3ULIUH,

uHpy3ueli B TeUeHHEe OKOJIO
(dapmaneBTHUECKHE KOMITO3ULIUH,
uHQy3ueli B TeueHHEe OKOJIO
(dapmaneBTHYECKHE KOMIO3HLIHH,
uHpy3nei B TeYeHHE OKOJO
(dapmaneBTHUECKHE KOMIIO3HLHH,
uHpy3ueli B TEYEHHE OKOJIO
(dbapmaleBTHUECKUE KOMITO3UILIUH,
TEYCHUE

uHpy3ued B OKOJIO

(dbapmaneBTHYECKUE KOMITO3UIIUH,

uHpy3ueli B TeYeHHE OKOJIO OO0 TPEeX 4YacoB.

(dapmaneBTHUECKHE KOMITO3UIIUH,

uHpy3ueli B TeueHHe HE MEHee TPeX 4YacoB.

(dapmaneBTHUECKUE KOMITO3UILIUH,

uHpy3ueli B TeueHne He MeHee 30 MHUHYT.

dapmaneBTHUECKHE KOMITO3HIINY,
uHpy3uei
dapmaneBTHUECKHE KOMIIO3HLINH,
uH(]y3uel B Te4eHue 10 2 4acoB.

B

[275] HEKOTOPhIX

B TeueHWe He MeHee 2 YacoB.

BapUaHTax
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NPEACTABICHHBIC B HACTOALICM

45 wmunHyT. B HEKOTOpBIX
MIPEACTABJICHHBIE B

B

HACTOALLEM
OJHOrO  Hvaca. HEKOTOPBIX
MPEICTaBICHHbIE B HACTOALIEM
90 wmuayT. B  HEKOTOpBIX
NpeACTABJIICHHBIC B

B

HACTOSILIIEM
JIBYX YacoOB. HEKOTOPBIX
MIPECTABJICHHBIE B

B

HACTOSILIIEM
TPEX 4YacoB. HEKOTOPBIX
MIPEACTABJIICHHBIE B HACTOSILEM
B nHekoTopbIxX
MIPEACTABJICHHBIE B

B

HaCTOSALIEM
HEKOTOPBIX
MIPECTaBJICHHbIE B

B

HaCTOSALLIEM
HEKOTOPBIX
MIPECTaBJICHHbIE B

B

HaCTOsLIEM
HEKOTOPBIX
MIPECTaBJICHHbIE B HACTOALLEM

peanuzaunu

NOKYMEHTE,
BapUaHTax
JIOKYMEHTE,
BapUaHTax
JIOKYMEHTE,
BapUaHTax
JIOKYMEHTE,
BapUaHTaX
TNIOKYMEHTE,
BapUaHTax
TNOKYMEHTE,
BapUaHTax
TOKYMEHTE,
BapUaHTax
TIOKYMEHTE,
BapUaHTax
JNOKYMEHTE,
BapUaHTax

JNOKYMEHTE,

bapmaneBTHUECKHE

BBOIAT L V.
peanuzanuu
BBOIAT 1. V.
peanuzanuu
BBozAT LV.
peanuzanuu
BBOIAT L. V.
peanuzanuu
BBOIAT L V.
peanuzanuu
BBOIAT L V.
peanu3anuu
BROomsaT LV.
peanu3auuu
BBOIAT L V.
peanuzanuu
BBOIAT LV.
peanuzanuu

BBomsaT [.V.

KOMITIO3UIIHUH,

NPEACTaBJICHHbIC B HACTOSILLIEM JJOKyMeHTe, BBOAAT 1. V. undysueli B rederne 30 MUHYT.

[276]

B HekoTOpBIX BapuaHTax peajH3aldd BBOIAT YAAPHYIO 103y, 3a KOTOpOH cleayer

NOJACPKUBAKOIAs 1032 (hapMALEBTHUECKUX KOMIIO3HMIMH, MPEIACTABJICHHBIX B HACTOSIIEM
IOKYMeHTe. B HeKOTOpBIX BapHaHTax peaju3alyy Kak yAapHYI0, TaK U NOAAEPKUBAIOLIYIO 103y
BBOmAT LV. wuHby3meir. B HEKOTOpPBIX BapuaHTax peaju3alld KakK yIOapHYKo, Tak M
NOJAEPKUBAIOIIYIO 7103y BBOIAT mepopanbHO (PO). B HEKOTOpBIX BapHaHTaxX pealn3alud
ynapHas no3a Beoautcs LV, nndpysuel u nopnepkuBaroIyo 103y npumenstot BHyTpsb (PO). B
HEKOTOPBIX BapHUaHTaxX peaM3alMMu yaapHas A03a, comaepskamas okono 2000 Mr coeauHeHUs
dbopmysl (I) umu ero U30TOMHOTO BapUaHTa, TayToMepa, (papMaleBTUYECKH MPUEMIIEMOU COJIH,
coJpBaTa Win ruapata, sBogutcs LV, napysueil. B HeKoTOphIX BapHaHTax peann3aluu yaapHas
no3a, conepskamasi okono 1000 mr coenmueHust popmyisl (I) wim ero U30TONMHOrO BapHAHTA,
TayToMepa, papMaleBTUUECKH MPHUEMIIEMOI COJIH, COJbBATa WM TMApPATa, BBOIUTCS IBAKIBI B
cytku (BID) ¢ momomso 1V, undy3un. B HeKoTOphIX BapuaHTax peanu3aliyl yAapHas 103a,

comepxamtast okono 1000 mr coemuHenus ¢opmynel (I) uam ero M30TOMHOrO BapHAHTA,
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TayToMepa, papMaleBTUUECKH NMPHUEMIIEMOI COJIM, COJIbBATa WJIM TMApPATA, BBOIUTCS IBAKIBI B
CYTKH ¢ momoibo 1. V. nHpy3un B nepsblil [eHb JieueHUsl. B HEKOTOPBIX BapHaHTax peatn3alun
ynapHas no3a, comepxamasi okojo 1000 mr coemuHenus ¢opmyisl (I) mim ero n3oTomHoro
BapUaHTa, TayToMepa, (papmManeBTUYECKU MPUEMJIEMON COJIH, COJIbBATa WJIM TUAPATA, BBOIUTCS
BBl B CYTKH ¢ moMoinepio V. mH(QY3UM TONBKO B MEPBBIH NIeHb JIeYeHHs. B HEKOTOpBIX
BapHUaHTaX peajM3aluy yIaapHas 1o3a, copepskainas okoso 1000 mr coenunenust Gpopmysl (I)
WJIH €ro M30TOITHOTO BapHAHTA, TAyTOMEpa, (papMalleBTHYECKH MPUEMJIEMOI COJIU, COJIbBATA MU
runpata, Beogutrcs BID LV. nmyrem 2-uacoBoii mnm 3-yacoBoil mH(py3uu. B HekoTOpbIX
BapHaHTAaX pealu3aluy MNOAAEpKUBaKOIIas 103a, coaepkamas okono 600 Mr coenuHeHus
dbopmybl (I) uu ero U30TOMHOTO BapUaHTa, TayToMepa, (papMaleBTUYECKH MPUEMIIEMOU COJIH,
coimpBata WM ruxapara, BBogurcs QD myrem LV. umady3sun. B HekoTopbhx BapuaHTax
peanm3anyuy MoaAep KUBAKOLIast 1034, coxepskamas okoso 600 mr coenuaenus popmyisl (1) wmm
€ro M30TOIMHOIO BapHaHTa, TayToMmepa, (papMalleBTHUECKH MPHEMIIEMOH COJH, COJIbBaTa HIIU
rugpata, Beoautest QD nmytem LV, nuHdy3nn, HaunMHAs Ha BTOPOH JIE€Hb JieueHHs. B HEKOTOpPbIX
BapHAaHTaX  peaju3aluy  MOOAJAEpKMBAKOLlas  A03a, cofepxkamas okoino 600  wr
(bapManeBTHUECKNX KOMIIO3MIMH, MPEIACTABICHHBIX B HACTOSIIEM JOKyMeHTe, BBoguTcs QD
yepe3 | wim 2 vaca LV. undysueii. B HEKOTOpBIX BapHaHTaX peaiu3ally OIS KIUBAOIIAS
no3a, comepxkamiast okono 800 mr coeauneHust Gpopmysnsl (I) uam ero M30TOMHOTrO BapUAHTA,
TayToMepa, papMaleBTUYECKH MPUEMJIEMON COMH, CojibBaTa WM runapara, seoautcs QD PO. B
HEKOTOPBIX BapuaHTax peanuzauuu nzodperenus seopat 1000 mr LV, undysueit BID (ynapnas
nosa) ¢ nocnenyroumm LV, BBegeruem 600 mr nyrem nHdysun QD (mopmepskuBaroias 103a)
coenuHenust ¢opmyasl (I) uam ero HM30TOMHOrO BapHuaHTa, TayToMepa, (papMaLeBTHYECKU
NPUEMJIEMON COJIH, COJIbBATA MJIM THApaTa. B HEKOTOPBIX BapHaHTAaX peau3alui U300peTeHus
BBOIAT 1000 mr BID 1.V. 2-yacoBoii unu 3-uacoBoii nH(py3uei (yaapHas 103a) ¢ MOCISTYOIUM
BHYTpUBEeHHBIM BBeeHHeM 600 mr LV. QD 1-yacoBoii, 2-uacoBoil mnm 3-4acoBoil uHQpy3ueh
(momnmep:xuBaromas 103a) coequnenus: Gopmysl (I) WK €ro M30TOMHOTO BapUaHTa, TAyTOMEPA,
(apManieBTHUECKH TNPHEMJIEMON COJIM, COJIbBAaTa WJIM Truapata. B HEKOTOpBIX BapHaHTax
peammzanmu uzobpereHust BeogaT 1000 mr BID LV. 3-uyacoBoii undysuen (ymapHas no3a)
MOCNIEAVIOIINM  BHYTPUBEHHbIM BBenmeHuemM 600 wmr LV. QD 3-uacoBoit wuH(bpy3uei
(mopmep:xuBaromas 103a) coequnenus: Gopmynsl (I) wm ero M30TOMHOTO BapHaHTa, TAYTOMEPA,
dapManeBTHUECKH TPHEMIIEMON COJIM, COJbBAaTa WJM TrHUapata. B HEKOTOpBIX BapuaHTax
peammzanmnu uzobperenHust BogaT 1000 mr BID LV. 3-uacoBoii undysuen (ymapHas 1o3a) ¢
nocaenyoumum BeeaenreM 800 mr PO QD (mognepskuBaroinast no3a) coequnenus gopmyst (I)
WM €r0 U30TOITHOTO BapHAHTA, TAyTOMEpa, (papMalieBTUYECKH PUEMIIEMOI COJH, CObBATa HITH

ruapata. B HekoTopeIx BapuaHTax peanuzauuu nzodperenus ssoast 1000 mr BID 1V. ynapHoit
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1030 nipu 2-x win 3-X 4acoBoit 1 V. nn(y3uu, korna BTopasi 103a BBOIUTCS OKOJIO depe3 9-12
4acoOB MOCJIE EPBOM 03B

2771 B HEKOTOPhIX BapuaHTax peanu3anuu bapmanieBTUUECKHE KOMITO3ULIH,
MIPEACTABJICHHBIE B HACTOSILIEM JOKYMEHTE, BBOIAATOKOJO | CyTOK, OKOJIO 2 CyTOK, OKOJO 3
CYTOK, OKOJIO 4 CYyTOK, OKOJIO 5 CYyTOK, OKOJIO 6 CYyTOK, OKOJIO 7 CyTOK, OKOJIO 8 CYTOK, OKOJIO 9
cyTok, okosio 10 cytok, okono 11 cytok, okono 12 cytok, okoso 13 cyTok, okono 14 cyTok,
oKoJio 15 cyToK, okoJio 16 cyTok, okojo 17 cyTok, okoso 18 cytok, okono 19 cytok, okono 20
CYTOK, OK0JIO 21 CyTOK, OKOJIO 22 CyTOK, OKOJIO 23 CYTOK, OKOJIO 24 CyTOK, OKOJIO 25 CYTOK,
OKOJIO 26 CYyTOK, OKOJIO 27 CYyTOK, OKOJIO 28 CYyTOK, OKOJIO 29 CYyTOK, Uiu 0KOJ0 30 CyTOK.

[278] B HEKOTOPhIX BapHaHTax peanu3anun bapmaneBTHYECKHE KOMIIO3HULIMH,
MIPENCTABJICHHBIE B HACTOALIEM AOKYMEHTE, BBOIAT €KEHEBHO, Yepe3 AE€Hb, Uepe3 AEHb 3 pasa B
HeAeJro, KaKable 2 HeJeld, KaKable 3 HeAelH, Kaxkable 4 Hedelau, KaKable 5 Hemelb, KaXKable 3
IUHsI, KaKIble 4 THsA, KaKIAble 5 THEH, Kaxable 6 THEH, eXXeHEAeNbHO, pa3 B IBE HENeNH, 3 pas3a B
Henenmo, 4 pasa B HEAENIO, 5 pa3 B HeHeo, 6 pa3 B HEAENIO, OJUH pa3 B MeCsL, /Ba pas3a B
MecsL, 3 pa3a B MeCsLl, OJHUH pa3 B 2 pa3a MECsLEB, OMH pa3 B 3 MecsALa, OIUH pa3 B 4 Mecsua,
OZIMH Pa3 B 5 MECSLEB WIH OJIUH pa3 B 6 MECALIEB.

[279] B HeKkoTOpbIX Ciydasx Crnoco0 BBEACHHUS HECKOJBbKUX COCOUHEHHH (Hampumep,
coennHeHust Gopmyuel (I) WM ero M30TOMHOrO BapHaHTa, TAyTOMEpPa, €ro (apMaleBTHUECKU
NPUEMIJIEMON COJIH, COJIbBATa WJIM T'MIpAaTa M NMPOTUBOTPUOKOBOIO areHTa) BKJFOUAET BBEICHUE
COeIMHEHUM B TedyeHue 48 4acoB WJIM MEHbIIE APYr 3a IpyromM. B HEKOTOpBIX BapuaHTax
peanuzaiyu u300peTeHus] BBEIEHUE MPOUCXOANT B TeueHue 24 4acos, 16 vacos, 12 yacos, 11
yacoB, 10 4acos, 9 gacos, 8 yacoB, 7 4acoB, 6 4acoB, S 4acoB, 4 4acoB, 3 4acoB, 2 4acos., 1 yac,
30 munyT, 20 MuHYT, 15 MunyT Wi 10 MuHyT. B HEKOTOpBIX Cily4asX COEQUHEHUs BBOIST
onHOBpeMeHHO. OHUM M3 MPUMEPOB OJHOBPEMEHHOI'O BBEACHUS SIBJSIETCS MHBEKIHS OHOTO
COEIMHEHMs] HETIOCPEACTBEHHO Iepea, MOCie WIM BO BPEMsl MEPOPATBHOIO BBEIEHUsI BTOPOTO
COEIMHEHMs], HEIOCPEACTBEHHO 32 BPEMsI MEHee OKOJIO 5 MUHYT.

[280] B HEKOTOpBIX BapuaHTaxX peaju3anuy (papMareBTHYECKHX KOMITO3HIMNA, ONMHCAHHBIX B
HACTOsIIIEM AOKYMEHTE, BTOpas 103a BBOAMUTCS OKOJIO 4epe3 10 MMHYT mocie mepBOW O3Bl
BTOpAsi 1032 BBOAUTCS OKOJIO Yepe3 15 MUHYT nocse nepsoil A03bl, BTOPasi 1032 BBOAUTCS OKOJIO
yepe3 20 MUHYT mociie MepBOH 03bI, BTOPast A03a BBOAUTCA OKOJIO 4epe3 30 MUHYT mocie
MEePBON 103bl, BTOpasi 1032 BBOAUTCS OKOJIO 4yepe3 40 MUHYT MOCJEe NMEPBOW 03bl, BTOpas 1032
BBOJUTCSI OKOJIO 4epe3 45 MUHYT MOCHE NEePBON N03bl, BTOPast 1034 BBOAUTCS OKOJIO yepe3 1 gac
MOCJIE MEePBOM N03bl, BTOpAs 103a BBOAUTCS OKOJIO 4Yepe3 2 yaca IMOCe NEPBOM 103bl, BTOpas
710332 BBOJUTCSI OKOJIO 4Yepe3 3 yaca Mocjie NepBOU N03bl, BTOpask A03a BBOAUTCSI OKOJIO uepes 4

yaca Iocje MepBOM 03bl, BTOpas 103a BBOJUTCS OKOJIO 4Y€pe3 5 4acoB MOCJE MEePBOM I03bI,
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BTOpasi 1032 BBOJAUTCSI OKOJIO uepe3 6 4acoB MOCHE MEePBOM JA03bI, BTOPasi 1032 BBOAUTCS OKOJIO
yepe3 7 4acoB MOCJE MEPBOM A03bI, BTOPasi 103a BBOAUTCS OKOJIO Yepe3 8 4acoB MOCIE MEePBOM
NI03bI, BTOpasi 1032 BBOAUTCS OKOJIO Uepe3 9 yacoB mocye nepBoil 103bl, BTOpast 1032 BBOAUTCS
0Ko0J10 yepe3 10 gacos nocsie nepBoul. 10361, BTOpast 1032 BBOAUTCS OKOJO vepe3 11 gacos mocie
NepBOI 103bl, BTOpas A03a BBOJAUTCS OKOJIO uepe3 12 yacoB mocie nmepBoil A03bl, BTOpas 103a
BBOJUTCSI OKOJIO 4epe3 13 4acoB mocyie mepBoil AO3bI, BTOpPasi A03a BBOAUTCS OKOJIO yepe3 14
4acOB TOCJe MEPBOM 03bI, BTOpasi 403a BBOJUTCS OKOJIO uepe3 15 4acoB mocse mepBoil. 03B,
BTOpAas 103a BBOAUTCSI OKOJIO uepe3 16 4acoB Mmocse nepBoil J03bl, BTOpast 103a BBOAUTCS OKOJIO
yepe3 17 yacoB mocJie nepBoi 103bl, BTOPas 103a BBOAUTCS OKOJIO uepe3 18 yacoB mociie nepBoi
JI03bl, BTOpasi 1032 BBOJAUTCS OKOJIO Uepe3 19 yacoB mocyie nepBoM 10361, BTOpas 103a BBOAUTCS
0KOJI0 yepe3 20 yacoB Mocjie MepBoil A03bI, BTOpas 103a BBOAUTCS OKOJIO 4yepe3 21 yac mocrne
MEePBOM A03bI, BTOpPasi 103a BBOAUTCSA OKOJIO 4yepe3 22 yaca Mocje NepBOM J03bl, BTOpas A03a
BBOJIMTCSI OKOJIO Uepe3 23 yaca nocjie nepBor J03bl UM BTOpPasi 1034 BBOAUTCS OKOJIO yepes 24
yaca TMOClie TepBOM J103bl. B HEKOTOpPBIX BapWaHTaxX peanuzanvu (apMareBTHYECKUX
KOMHOSI/ILII/II\/'I, OMHUCAHHBIX B HACTOALLEM AOKYMEHTEC, BTOpas A03a BBOAUTCA B TCHCHHUE OKOJIO 10
MHUHYT, OKOJIO 15 MuHyT, okosi0 20 MuHYT, OK010 30 MUHYT, Ok0JIO 40 MUHYT, OKOJIO 45 MUHYT,
okoJ0 1, okoJio 2, okoy0 3, OKOJIO 4, OKOJIO 5, OKOJIO 6, 0k0JI0 7, oKoJio 8, okoi0 9, okoio 10,
okono 11, okono 12, okono 13, okomno 14, okoso 15, okono 16, okono 17, okono 18, okono 19,
okoJio 20, okono 21, okono 22, okono 23, 0KO0J0 22, Win OKoJIO 48 4acoB MOCJE 3aBEPLIEHUs
npuema niepsoit 1036l L V. undy3uu. B HekoTOphIX BapraHTax peannzanuu (papMaleBTHUECKUX
KOMIIO3ULIMI BTOPYIO A03y BBOIAT OKOJO 10 MUHYT, Ok0j0 15 MuHYT, 0k010 20 MUHYT, OKOJIO
30 munHyT, 0KOJ0 40 MUHYT, OKOJIO 45 MUHYT, OKOJIO 1, OkosO 2, OKOJIO 3, OKOJIO 4, OKOJIO 5,
0KOJI0 6, 0KO0J10 7, 0K0JIO 8, 0K0J10 9, ok010 10, okojyo 11, oxono 12, okomno 13, okono 14, okojio
15, okono 16, okomo 17, okono 18, okono 19, okomo 20, okono 21, okono 22, okoJio 23, 0KOJIO
22, wnu oKoJio 48 mocie Havajia BBEAeHUs mepBoii 10361 V. uHdpy3uu.

[281] B HEKOTOpBIX BapUaHTAaX peaJH3alUd ONHCAaHHBbIE 37eCh (papMalleBTUYECKHE
KOMITO3ULIUU BBOJSAT B COUCTAHUU C HpOTI/IBOFpI/I6KOBbIM CpEACTBOM. B HEKOTOPBIX BapHaHTax
peain3anun (bapMaI_ICBTI/ILIeCKI/Ie KOMITIO3ULMK, OMUCAHHBIE B HACTOAILIEM OOKYMECHTC, BBOIAT
nepen MPOTHBOIPUOKOBBIMH. B HEKOTOpPBIX BapHaHTaX pealu3aliil ONHCAHHBIE 3/1e€Ch
q)apMaLIeBTI/ILIeCKI/IC KOMIIO3UIIUU BBOAAT IIOCJIC HpOTI/IBOFpI/I6KOBOFO CpeacTra. B HEKOTOPbIX
BapHUaHTax peann3anun OINHCaHHbIE 341€Chb Q)apMaueBTquCKHe KOMITO3UILIUU BBOOAT
OJHOBPEMEHHO C IPOTHUBOTPUOKOBBIM CpPEACTBOM. B HEKOTOPBIX BapHaHTax peajH3aluu
OTMCaHHbIE 371eCh (PapMalneBTHUYECKHE KOMITO3UIMH U MPOTUBOrPUOKOBBIN areHT BBOAATCS L V.
uHpy3ueil. B HEKOTOphIX BapHaHTAX peau3alyl OMNKCAHHbIE 37eCh (papMareBTHUYECKHE

KOMIIO3HUIIMHU U l'lpOTI/IBOFpI/I6KOBOG CpE€ACTBO BBOIAT MEPOPAIBHO. B HEKOTOPBIX BapHUaHTaAxX
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peanu3zalid ONMKCAaHHbIE 37eCh (papMaleBTUYECKHE KOMIIO3WIHMH BBOAST TNEPOpPabHO, a
NPOTUBOTPUOKOBBIA areHT BBOmAT LV. mHOy3meil. B HekoTOphIX BapmaHTax peanu3anuu
OTMHCaHHBIE 3/1eCch (papmarieBTHUeCKe KoMro3uuuu BBoastT 1. V. undysueit u npotuBorpuOKoBoe
CPEeICTBO BBOIAT MEPOpPaIbHO. B HEKOTOPBIX BapHaHTaX peaju3aliy OIMFCAHHBbIE 371eCh
(apManieBTHYECKHEe KOMIO3MLMU M MPOTHBOIPUOKOBBIM areHT BBOIIT MepopaibHO. B
HEKOTOPBIX BapHaHTaX peaM3allii OIMHCAHHBbIE 371eCh (DapMaleBTHUECKHUE KOMIIO3HULUU |
MPOTUBOIPUOKOBBIN areHT BBOAATCS 1.V, uHpy3ueit.

[282] B HEKOTOpBIX BapuaHTax peanusalyu (HapMaLeBTUYECKUE COCTAaBbI, MPEACTABICHHBIC B
HACTOSIIEM JTOKYMEHTE, COCTABJIEHBI JJIi TOCTHKEHUS TOCJEe BBEISHHS IMOCJIE MHUHHMAJBHOTO
nepuosa BPEMEHH MaKCUMaIbHOH KOHHEHTpauuH B 1uiasMe (Cmax) OT okoso 12000 Hr/miu mo
okoJio 25000 Hr/ma (T.e. 0KoJIO OT 12 MKI/mMil OKOJIO A0 25 MKr/mit). B HEKOTOpPBIX BapHaHTax
peanu3zauuu  (papMaleBTUYECKHE COCTABBI, TMPEACTABIIEHHbIE B HACTOSIIEM JOKYMEHTE,
COCTaBJICHBI JUTsI TOCTHIKEHHUS TOCIIe BBEACHUS MMOCIe MUHUMAJILHOTO Tieprona BpeMeHH Cmax OT
ok010 12 Mkr/mi 10 okosio 13 mxr/mn, 12 MKr/mia g0 okosio 14 mxr/mi, 12 Mxr/min 1o okojo 15
MKr/ma1, 12 MKr/Mi 10 okojio 16 Mxr/mit, 12 Mxr/min 1o okoyio 17 mMxr/mi, 12 MKI/MII A0 OKOJIO
18 mkr/mi, 12 mMkr/ma mo okono 19 mkr/mn, 12 Mkr/mn go okono 20 mMkr/mi, 12 MKr/mia o
okos10 21 mMkr/mn, 12 MKr/mi 10 okojo 22 Mkr/mi, 12 MKr/mia 10 okojio 23 Mkr/mut, 12 MKr/mi
10 okoyio 24 Mmkr/mu, 13 Mkr/min mo okono 14 mxr/mu, 13 mxr/ma go okojo 15 mkr/mn, 13
MKI/MJI 10 0K0J10 16 Mkr/mi, 13 Mkr/mia mo okojo 17 mkr/mi, 13 MKr/mi 1o okojo 18 mkr/mi,
13 mxr/ma go okono 19 mkr/mn, 13 Mkr/mn mo okosio 20 mkr/mi, 13 mkr/mia go okojo 21
MKr/mi, 13 MKr/mi 1o okoso 22 Mxr/mi, 13 MKr/mi 10 okojo 23 Mkr/mi, 13 MKI/MIT 10 OKOJIO
24 mxr/mi, 13 Mxr/mn mgo okono 25 Mkr/mi, 14 mkr/mi go okono 15 mkr/mu, 14 Mxr/min mo
ok0y10 16 Mkr/mi, 14 mMxr/min 1o okojo 17 mkr/mi, 14 mkxr/mia 1o okojo 18 Mxr/mi, 14 mMKr/mi
1o okoyio 19 mkr/mu, 14 mxr/mn go okono 20 mxr/mi, 14 mxr/ma no okojo 21 mkr/mi, 14
MKI/MJI 10 OKOJI0 22 MKr/mii, 14 MKr/mia 1o okojo 23 Mkr/mu, 14 MKr/Mi 1o okojo 24 MKr/mi,
14 mxr/ma go okojo 25 Mkr/mim, 15 mMkr/mn go okono 16 mxr/mi, 15 Mxr/mia no okosio 17
MKr/mI1, 15 Mkr/mia 1o okojio 18 Mxr/mu, 15 Mkr/min 1o okono 19 mMxr/mim, 15 MKI/Mit 10 OKOJIO
20 mxr/mn, 15 mMxr/mn go okonio 21 Mkr/mi, 15 Mkr/mia go okojo 22 Mkr/mui, 15 MKr/min no
oK0J10 23 MKr/Ma, 15 MKr/mia 1o okojo 24 Mkr/mi, 15 MKr/Mia 10 okojio 25 Mkr/mi, 16 MKr/mi
1o okoyio 17 mkr/mu, 16 Mxr/mn mo okono 18 mxr/miu, 16 mxr/ma no okojo 19 mkr/mnu, 16
MKI/MJ 10 0K0j10 20 MKr/mii, 16 MKr/mia 10 okojo 21 mMkr/mit, 16 MKI/MJI 10 OKOJIO 22 MKI/MIL,
16 mxr/ma go okojo 23 mkr/mu, 16 Mkr/mn mo okono 24 mkr/mi, 16 MKr/mMia Ao okojo 25
MKr/mi, 18 Mkr/mi 1o okojio 19 Mkr/mi, 18 Mxr/min no okoso 20 Mxr/mi, 18 MKI/MII A0 OKOJIO
21 mxr/mn, 18 mMkr/mn mno okonio 22 Mkr/mi, 18 mkr/mi go okojo 23 Mkr/mu, 18 Mkr/min no

oK0J10 24 Mkr/mi, 18 MKr/mi 1o okojo 25 Mkr/mi, 19 mkr/ma no okojio 20 Mxr/mu, 19 Mkr/mn
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1o okoyio 21 Mkr/mi, 19 Mkr/mn mo okono 22 Mkr/mia, 19 mxr/ma no okojo 23 mkr/mi, 19
MKI/MJI 10 OK0JI0 24 MKr/mi, 19 MKr/mia 1o okojo 25 mkr/mut, 20 MKI/MJ1 10 OKOJio 21 MKr/mi,
20 mkr/mn go okono 22 Mkr/mi, 20 MKr/mi a0 okojo 23 Mkr/miu, 20 MKr/ma go okono 24
MKr/mJ1, 20 MKI/MJI 10 OKOJio 25 MKr/mut, 21 MKr/mMi 10 okoyio 22 MKr/mit, 21 MKI/MIT O OKOJIO
23 mkr/mi, 21 Mxr/mn 1o okono 24 Mxr/mi, 21 MKI/MJI A0 OKojio 25 MKr/mut, 22 MKI/MI 0
OKOJIO 23 MKr/mit, 22 MKI/MJT 10 OKOJIO 24 MKr/Mj, 22 MKI/MIJI 10 OKOJIO 25 MKr/mi, 23 MKI/MiI
10 OKOJI0 24 MKr/mun, 23 MKI/MII IO OKOJIO 25 MKI/MJI, Witk 24 MKI/MJI 1O OKOJIO 25 MKI/MII.

[283] B HEKOTOpBIX BapuaHTax peanusalyu (HapMaleBTUYECKUE COCTAaBbI, PEACTABICHHBIC B
HACTOSIIEM JTOKYMEHTE, COCTABJIEHBI JJIsi NOCTH)KEHHs TOCJe BBEIEHUS MOCJIe MUHHUMAJBHOTO
nepuona BpeMeHU Cmax OKOJIO 1 MKI/MJI, OKOJIO 2 MKI/MJI, OKOJIO 3 MKI/MII, OKOJIO 4 MKI/MII,
OKOJIO 5 MKI/MJI, OKOJIO 6 MKI/MJI, OKOJIO 7 MKI/MJI, OKOJIO 8 MKI/MIJI, OKOJIO 9 MKI/MJ1, okosio 10
MKI/MII, okojio 11 Mkr/mi, okono 12 mxr/mu, okono 13 Mkr/mi, okono 14 mkr/mi, okono 15
MKI/MIJI, OKoJio 16 Mkr/mi, okono 17 Mkr/mi, okono 18 Mkr/mi, okono 19 mkr/mi, okono 20
MKI/MJI, OKOJIO 21 MKI/MII, OKOJIO 22 MKI/MII, OKOJIO 23 MKI/MII, OKOJIO 24 MKI/MiI, OKojo 25
MKI/MJI, OKOJIO 26 MKI/MJI, OKOJIO 27 MKI/MJI, OKOJIO 28 MKI/MII, OKOJIO 29 MKI/MJI, Wi OKOJio 30
MKT/MJI.

[284] B HekoTOpBIX BapuaHTax peanuzauuu (PapMaleBTUYECKH COCTaB B BHUAE CIIpes
COCTaBJIEH JJIsl AJOCTYKCHHSI TIOCJIe BBEACHHS IOCJIe MUHUMAJIBHOTO reproaa BpeMeHU Cmax HE
MeHee Ookoj0 10 mkr/mui, okoyio 11 Mkr/mia, okojo 12 mkr/mia, okono 13 Mkr/mi, okojo 14
MKI/MJI, 0koJio 15 Mkr/mu, okono 16 mkr/mu, okono 17 Mkr/mu, okono 18 mkr/mu, okono 19
MKI/MII, 0koJjio 20 MKr/mit, okoyio 21 MKr/mii, Ookosio 22 MKI/MiI, OKOJIO 23 MKI/mii, Okoyio 24
MKI/MJI, OKOJIO 25 MKI/MIL.

I'pudkoBbie 3a001eBaHust

[285] B HeEKOTOpBIX BapHaHTaX peajnu3alud rpuOKOBOE 3a00JeBaHUE BBIOPAHO M3 TPYIIIIHL
cocTosilie W3 acmepruiuiesa,  ONacTOMHKO3a,  KAHAWAO03a,  KOKUMIHOUIOMHKO32
(xanudopHuiickas JIMXOpaJKa), KPUIITOKOKKO34, T'UCTOIIA3MO33, MYKOPMHKO3a,
nuesmoyucmruoii maesMoHuu (PCP), ctpuryiero nuimas, CriopoTpuxo3a v TaTapOMHKO3a.

[286] B HEKOTOpBIX BapHaHTaxX pealu3aly rpuOKOBoe 3a00JEBaHHE NPEACTABISIET COOOMH
acnepruiie3. B HEKOTOpPBIX BapuaHTAaX peau3aluyl acHepriiie3 MPeaCcTaBisieT CoOoi
anjeprudeckuii  OpOHXOJIErOYHbIM  acriepriuuies (abpa), aueprudeckuil  acnepeunnie3Hsiii
CUHYCHUT, XPOHUYECKUN JIETOYHBIN acCleprujjie3, WHBA3UBHBIN aCMNeprujuie3 WIH KOXKHbIN
(KO’KHBIN) acniepruie3. B HEKOTOPBIX BapUaHTaX pean3alid y CyOBbeKTa eCTh aclepruuioma.
[287] B HEKOTOpBIX BapHaHTaxX peanu3alu rpuOKoBoe 3a00JE€BaHME NPEACTABISIET COOOMH
OnacToMuko3. B HEKOTOpPBIX BapuaHTaxX peain3aliid IPUOKOBOe 3a00JieBaHME MPEICTABIISIET

co0oil kaHAMno3. B HEKOTOPBIX BapWaHTaX peanu3aluyl KaHOUA03 TMPENCTaBIsieT COOOi
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opoapuHreanpHblii KaHAWAO03 (MOJIOYHHUIA), BYJIbBOBArMHAJBHBIN KAHIUAO3 (BaruHAJIbHBINA
KaHAM03), (pyHreMuro MM WHBA3WBHBIM KaHAUNO03. B HEKOTOpPHIX BapHaHTax pealu3aluu
rpubkoBoe 3aboJeBaHHE MPENCTaBIsAET COOOM  KOKIMIMOUAOMHUKO3 (kKamudopHUHCKas
nuxopanka). B HEKOTOpPBIX BapHaHTax peanu3alMd KOKLUAMOHIOMMKO3 IPENCTaBIsAET COOOM
OCTPBbIIl KOKL[UJAUOMJOMUKO3 (MEPBUYHBIN JIETOYHBINH KOKLUIUOUIOMUKO3), XPOHUYECKUIN
KOKIUTUOUJIOMUKO3 WM JUCCEMUHHPOBAHHBIM KOKLMAMOMIOMUKO3, BKJIIOYAs IE€PBUYHBIN
KOJKHBIN KOKIMIMOUZOMUKO3. B HEKOTOpBIX BapuaHTaxX peajlusaly IpuOKoBOe 3a00jeBaHHe
npeAcTaBisieT coOOW KPUNTOKOKKO3. B HEKOTOpPhIX BapHaHTaxX peajH3alMyd KPUITOKOKKO3
NpEeACTaBsieT COOOH paHEBOW WM KOXKHBIH KPUITOKOKKO3, JIETOYHBIA KPUITOKOKKO3 HIIU
KPUNTOKOKKOBBII MEHUHTUT. B HEKOTOPBIX BapHaHTax peayu3alii IpuOKoBOe 3a0oJieBaHUE
npeacrasisier coboil TpuOKOBYH0 HH(EKIMI0 TJa3. B HEKOTOpBIX BapuaHTaX pealn3aluu
rpubkoBasi HHPEKIHs TJ1a3 MPEACTaBIIeT COOOH KEepaTHT, BBI3BAHHBIN IPUOKOBON MH(EKIHEH,
rpUOKOBBIA 3K30T€HHBIH 3HIO(TAIbMUT WM TPUOKOBBIM HHIOTEHHBIH 3HIO(TansMuT. B
HEKOTOpPBIX  BapHaHTaX peaju3aluu TpHOKOBOE 3a00JNeBaHHE TPENCTaBJsAET  COOOM
THCTOIIa3MO3. B HEKOTOphIX BapHaHTaxX peaju3alydyd TUCTOIUIA3MO3 MPEACTaBIsieT CcoOOH
OCTpPBII THCTOIIa3MO3. B HEKOTOPBIX BapHaHTaX peajH3ald TUCTOIUIA3MO3 IPENCTAaBIISET
co0Ol XPOHMYECKHUH THUCTOIUIa3MO3. B HEKOTOpBIX BapHaHTax peanu3aluu TIpUOKOBOE
3a0oneBaHne TMpPEACTaBIsAeT COOOH MyKOPMHKO3. B HEKOTOpBIX BapHaHTax pealu3aluu
n300peTeHNs] MYKOPMHKO3 TIpeAcTaBisieT co0oil puHouepeOpaibHbIi (CHHYC M MO3T)
MYKOPMHUKO3, IyJIbMOHAJIbHBIH (JIETrOYHBII) MyKOPMUKO3, JKETyAOYHO-KHIIEUYHbIH MyKOPMHUKO3,
HAKOKHBIA (KOXHBIF) MyKOPMHKO3 WJIM JHUCCEMUHUPOBAHHBII MyKOpPMHKO3. B HekoTOpBIX
BapUAHTAX peanu3auud TIpuOkoBoe 3aboyneBaHME MPEACTaBIsET COOOH HHEGMOYUCMHYIO
nHeBMoHNIO (PCP). B HeKOTOpbIX BapuaHTax peanusanuu TpuOKoBoe 3aboJieBaHUE
NpeACTaBysieT COOOH CTpUryumii juimmail. B HEKOTOpBIX BapHaHTaX pean3ally CTPUTYLIUI
JUIIai npeacTaBisier CoOOH JAEPMOMHUKO3 CTOMbI, MAXOBBIH  JE€PMATOMHUKO3, rprOKOBOE
NOpa’K€HUE BOJIOCUCTON YaCTH I'OJIOBBI, AEPMATOMHKO3 OOpPOJIBI U YCOB, OMOSICHIBAIOIIUH JIUIIAH,
OHHUXOMHKO3 Ha TOBEPXHOCTH HOITEH PYK W HOT WJIM OHHMXOMHKOX Ha MOBEPXHOCTU PYK, HOT,
Tena. B HEKOTOpBIX BapMaHTax peaNn3allid CTPUTYIIUH JIMIIAi BBI3BIBAETCS OJHUM W3 BUAOB
rpuboB, BkIrouas richophyton, Microsporum wma Lpidermophyton. B HEKOTOpPBIX BapHaHTax
peanm3anuu TpUOKOBOE 3a00J€BaHUE TPENCTABIACT COOOH cropoTpuxo3. B HekoTophIx
BapHaHTaX peau3aluu CHOPOTPUXO3 MPEACTABISCT COOON KOXKHBIA (KOKHBIN) CIIOPOTPHUXO3,
JIETOYHBIN (JIETOYHBIN) CIOPOTPUXO3 M AUCCEMUHHPOBAHHBIA CHOPOTPUX03. B HEKOTOpBIX
BapHaHTaX peajn3alu rpuOkoBoe 3ad0jIeBaHme MPenCTaBisieT COO0H TalapOMHUKO3.

[288] B HEKOTOpPBIX BapHaHTaX pean3aluy rpUOKOBOE 3a00JieBaHNE WIH HH(EKIUS BbI3BAHBI

Cryptococcus, Aspergillus, Candida, Coccidioides , Blastomyces, Ajellomyces, Histoplasma
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Rhizopus, Apophysomyces, Absidia, Saksenaea, Rhizomucor pusillus, Entomophthora,
Conidiobolus, Basidiobolus, Sporothrix , Pneumocystis jirovecii, 1alaromyces marneffei,
Asclepias, Fusarium unu Scedosporium rtpubkamu/BugaMu. B HEKOTOpPBIX BapHaHTax
peamuzauuu TpuOKOBOE 3a00JieBaHME BBI3BIBAETCS BHIAMU TpUOOB, BKIIOYas, HO He
orpaHW4MBasACh UMM, Aspergillus fumigatus, Aspergillus flavus, Aspergillus niger, Aspergillus
terreus, Blastomyces dermatitidis, Ajellomyces dermatitidis, Candida albicans, Candida auris,
Candida glabrata, Candida parapsilosis, Candida rugosa, Candida tropicalis, Coccidioides
immitis, Coccidioides posadasii, Cryptococcus neoformans, Cryptococcus gattii, Histoplasma
capsulatum, Rhizopus stolonifer, Rhizopus arrhizus, Mucor indicus, Cunninghamella
bertholletiae, Apophysomyces elegans, Absidia species, Saksenaea species, Rhizomucor pusillus,
Entomophthora species, Conidiobolus species, Basidiobolus species, Sporothrix schenckii,
Pneumocystis  jirovecii, Talaromyces marneffei, Asclepias albicans, Fusarium solani,
Scedosporium apiospermum wu Rhizomucor pusillus. B HEKOTOPBIX BapHaHTaxX peaTU3aALUH
rpubkoBoe 3a00NieBaHHE BBI3BIBACTCS BUAAMU TIpubOB Aspergillus fumigatus. B HexOTOpPbIX
BapHaHTaxX peajn3aluu rpuOKkoBoe 3a0oeBaHue Bbi3biBaeTCs Bugamu rpudos Candida albicans.
B HekoTOpBIX BapHaHTaxX peanu3aluu rpuOKOBOE 3a00JieBaHME BBI3BIBAECTCS BHIAMH TI'PUOOB
Fusarium solani. B HEKOTOPBIX BapHaHTaxX peanu3aluu rpudOKoBoe 3a00JeBaHHE BBI3BIBAETCS
BUnaMu rpudoB Mucor indicus. B HEKOTOPBIX BapHaHTax peaju3aluy 'PHOKOBOE 3a00JieBaHNe
BBI3BIBAETCS BUAAMH rpuboB Scedosporium apiospermum. B HEKOTOPBIX BapUaHTaX pealu3aluu
rpubkoBoe 3a0oJeBaHue BbI3bIBaeTCs BuaaMu rpudos Cryptococcus neoformans. B HEKOTOPBIX
BapUAHTaX peanu3alMu rpuOKoBoe 3aboneBaHMEe BbI3bIBaeTCA Bupamu rpubdos Cryptococcus
gattii. B HEKOTOpBIX BapHAHTAaX peaNu3aly IprHOKOBOe 3a00JIeBaHHE BBI3BIBACTCS BHIAMHU
rpuboB Candida auris.

[289] B HEKOTOpBIX BapUaHTaX peau3aluu rpudbKoBoe 3a0oNeBaHIe WM WH(EKIHS BBI3BAHO
Aspergillus fumigatus, Blastomyces, Ajellomyces, Candida, Coccidioides, Cryptococcus,
Histoplasm,  Rhizopus  Muco, Cunninghamell,  Apophysomyces, Absidi, Saksenaea,
Entomophthora, Conidiobolus, Basidiobolus, Sporothrix, Pneumocystis, Talaromyces, Asclepias,
Fusarium, Scedosporium rpuOkamu wnu rpubkamu u3 otpsga Mucorales, wim 000H uXx
KOMOWHALINH.

[290] B HeKOTOpbIX BapUaHTaX peanu3aluu TpuOKoBoe 3a0oneBaHMe WK HH(EKIUs
Bb3bIBaeTC Cryptococcus, Aspergillus, Candida, Fusarium, Scedosporium fungus wmm ot
rpubka u3 orpsga Mucorales, unm mo0ol ux KoMOMHauMu. B HEKOTOpPBHIX BapuaHTax
peanm3anuu rpuOkoBoe 3a0oseBanne wim HHQEKUUs BbI3BaHO Aspergillus fumigatus, Aspergillus
Sflavus, Blastomyces dermatitidis, Ajellomyces dermatitidi,, Candida albican, Candida glabrata,

Candida rugosa, Candida auris, Coccidioides immitis, Coccidioides posadasii,Cryptococcus
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neoformans, Cryptococcus gattii, Histoplasma capsulatum, Rhizopus stolonifer, Rhizopus
arrhizus, Mucor indicus, Cunninghamella bertholletiae, Apophysomyces elegans, Absidia
suoamu, Saksenaea euoamu, Rhizomucor pusillus, Entomophthora euoamu, Conidiobolus
suoamu, Basidiobolus euoamu, Sporothrix schenckii, Pneumocystis jirovecii, Talaromyces
marneffei, Asclepias albicans, Fusarium solani, Scedosporium apiospermum, Rhizomucor
pusillus, v mo060# nX KOMOMHALEH.

[291] B HEKOTOpBIX BapUAHTAX peANU3aALNU COSTUHEHHE, OMTMCAHHOE B HACTOSIIIIEM JTOKYMEHTE,
aKTUBHO TpPOTUB rpuOKoBoro Oenka Gwtl. DTOT KOHCEPBATHUBHBIN (DEPMEHT KaTaJIU3UPYeT
NMOCTTPAHCISIUMOHHYKD ~ Moaudukamuo  mmkosmwidocharuaunuHosura  (GPI),  koropas
NPUKPETUISIET TIOBEPXHOCTHBIE O€JKH 3YKApUOTHYECKHX KIJIETOK K KJIeTOYHOW MemOpane. Y
aposxxoxeit GPI onocpenyer nepekpecTHOE CBA3BIBAHIE MAHHOIIPOTEUHOB KJIETOYHON CTEHKH C 3-
1,6-rmrokanoM. bbeuto nokasano, 4ro uHruOupoBanue 3toro ¢pepmenta kak y Candida albicans,
tak U y Candida albicans npuBonuT K MHrHOMPOBAaHUIO co3peBaHuss W Jokanusanuu GPI-
3asIKOPEHHBIX MAHHOIPOTEHHOB, AEMOHCTPHPYS, TAaKUM 00pa3oM, IIeHoTponHble 3G eKTs,
KOTOpbI€ BKJIOYAOT WHIMOMPOBAHME MPIJIUMAHUS TPUOOB K MOBEPXHOCTSIM, WHTMOMPOBAaHUE
oOpa3oBaHusl OMOIUIEHKH, MHrHOMpOBaHHE OOPa3OBaHUs 3apOIBILIEBBIX TPYOOK, CEPHE3HBIE
ne(eKTsl pocTa WU JIETAJIbHBIN UCXO.

Cy0bexTbI

[292] B HekOTOpBIX BapuaHTax OCYIIECTBICHUs H300peTeHuss y cyObekra ocnalieH
UMMYyHHUTET. B HEKOTOpBIX BapHaHTaX OCYINECTBJIEHUS H300peTeHHs] CYOBEKT INpernCTaBiseT
co0oii yenoBeka co CHUKEHHON MMMYHHO# peakuyneil. B HeKOTOpbIX BapHaHTax OCYINECTBICHUS
n3o0peTeHust CyObeKkT-4enoBeKk Mojioxke 1 roma. B HEKOTOpBIX BapHaHTaX OCYLIECTBJICHHS
n300peTeHnsi CyOBEKT-4eNIOBEeK SIBJISIETCS MIIAZIeHLIeM B Bo3pacte a0 1 mecsima. B HekoTopbIx
BapHAHTaX OCYIIECTBJCHUs H300peTeHusi CyObekT-dyenoBek crapuie 70 yer. B HEKOTOpBIX
BapHUAHTaX OCYINECTBJIEHUs n3o0perenus cyobekt nnpuuuposan BUY/CITM/Jom. B HekoTOphIX
BapHUAHTaX OCYLIECTBJICHUS M300pETEeHHsI CYOBEKT MPOXOIUT HIIH MPOLIET KypC XUMHUOTEPATUH
paka. B HEKOTOPBIX BapHaHTaX OCYLIECTBICHHUS M300PETEHUs CYOBEKT MPOXOIUT MITH TPOXOIHI
KypC JieYeHUs] KOPTHKOCTEPOUAAMU. B HEKOTOpBIX BapHaHTaX OCYLIECTBIEHHs H300pEeTEeHUs
CyOBEKT MPOXOIUT WJIM MPOXONUI Kypc JieueHus: uuruouropom TNF. B HeKOTOpBIX BapuaHTax
OCYIIECTBIIEHHsI N300pEeTeHUs] CyOBEKT SIBISETCA PELUITUEHTOM TPAHCIUIAHTaTa. B HEKOTOPBIX
BAPUAHTAX OCYIIECTBJICHUS M300peTeHUsT CYOBEKT SIBJISETCS PELUITMEHTOM TPAHCIUIAHTATa
r€MOIIO3TUYECKHIX CTBOJIOBBIX KJIETOK, TPAHCIUIAHTAaTa KOCTHOTO MO3Ta, TPAHCIUIAHTATA JIETKOTO,
TPAaHCIUTAHTaTa TIEYeHH, TPAHCIUIAHTATa CepJla, TPAHCIUIAHTATa IIOYKH, TPAHCIUIAHTATa
NOKETTYAOYHOM JKene3bl WM WX KOMOWHAnMid. B HEeKOTOpBIX BapHaHTaxX OCYIIECTBIICHUS

I/1306p6TeHI/IH Cy6’beKT ABJEIETCA PEUHUIIMEHTOM TPAHCIUIAHTAUUN €MOIIO3TUYCCKUX CTBOJIOBBIX
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KJIeTOK. B  HEKOTOpBIX BapHaHTax OCYLIECTBICHHS H300peTeHus CYyOBEKT SIBISAETCS
PELIMITHEHTOM TPAHCIUIAHTATa KOCTHOrO MO3ra. B HEKOTOpBIX BapHaHTaxX OCYIIECTBICHHUS
n300peTeHnst CyOBEKT SBISIETCS PELUNHEHTOM TpaHCIJIaHTaTa JIETKOro. B HEeKoTOphIX
BApPUAHTAX OCYIIECTBJICHUS M300peTeHUs CYOBEKT SBIAETCS PELUIUEHTOM TPAHCILIAHTATa
neyeHd. B HEKOTOpPBIX BApUAHTAX OCYLIECTBICHHsS HM300peTeHUst CyOBEKT SIBISETCS
PELMIIMEeHTOM TPAaHCIUIAHTaTa CepAla. B HEKOTOpPhIX BapHaHTaX OCYLIECTBIECHUS MU300peTeHUs
CyObEKT sBISIETCS PELUNHMEHTOM TPAHCIUTAHTaTa IOYKH. B  HEKOTOpBIX BapUaHTaX
OCYIIECTBIIEHHS H300pETeHHsI CYOBEKT SIBJIACTCS] PELIUITMEHTOM TPAHCIUIAHTATA TOKETYI0YHOM
JKEJIe3bl.

[293] B  HEKOTOpBIX BapHaHTax OCYINECTBJIEHHS HM300peTeHHss CyOBEKT  SIBJISETCS
NIO3BOHOYHBIM. B HEKOTOPBIX BapHaHTAX OCYLIECTBICHUS MO3BOHOYHOE )KUBOTHOE MPECTABIISET
coboit peidy, amMpuOHIO, PENTUINIO, MTHIy, CyMYaTOe >KHMBOTHOE WM MJEKomuTaroiee. B
HEKOTOPBIX BapHaHTax pealu3alui CyOBeKT MpencraBiseT coboi peidy. B  HekoTOphIX
BApPHUAHTAX OCYLIECTBIEHHs] M300pETeHUsI CYOBEKT SIBJISETCS MIIEKONMTAOINUM. B HEKOTOpBIX
BapHUAHTaX OCYIIECTBJICHUS M300PETEHHsI MIIEKOMUTAIOLIEE SBJISIETCS YEIOBEKOM. B HEKOTOPBIX
BAapHUAHTAaX OCYINECTBJICHUS HM300pPETeHHs MIIEKOIUTAroInee MNpeacTasisier coboit cobaky. B
HEKOTOPBIX BApUAHTAaX OCYLIECTBICHHUS HM300PETEHMs MIIEKOIUTAOLIee IPENCTaBiIsAeT COOOMH
KOIIKY. B HEKOTOPBIX BapuaHTax OCYLIECTBICHHUs M300PETEHUs MIIEKOIUTAIOIIEE MTPEICTABIISAET
co0oli ToMaITHUH CKOT. B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHUS H300peTeHHsI JOMAIIHUI CKOT
BbIOpPAaH M3 TPYIIIBL, COCTOSIEH M3 KPYMHOIO poratoro CKOTa, OBeLl, KO3, CBUHEW, JOMallIHel
NTHULBI, KPYIMHOrO pOraToro ckora M Jjomazeidl. B HeKoTOphIX BapHaHTax OCYIIECTBIICHHS
n300peTeHust CyOBeKT SBJIsAeTCS OECrO3BOHOYHBIM. B HEKOTOpPBIX BapHMaHTAaX OCYILECTBIIEHUS
nu3o0pereHnsi OeCrO3BOHOYHOE MpeACTaBsieT coOol HacekomMoe. B HEKOTOpPBIX BapHaHTax
OCYIIECTBJICHUS M300peTeHUst CyOBeKT MpeacTaBisieT coO0l pacTeHue.

[294] YacTo ObIBaeT MOJIE3HO YJIYULINTh OAHO WJIM HECKOJIBKO (PM3MYECKUX CBOKCTB CIIOCOOOB
JICYSHHsI, PACKPBITBIX B JAHHOM JOKYMEHTE, W/WIM Crnocoda WX TPUMEHEHHUs. YJIy4IIeHUs
(pu3nYeCKNX CBOWCTB BKJIIOYAIOT, K MPUMEPY, CIIOCOOBI YBEIHMUYEHHs PACTBOPUMOCTH B BOIE,
OMOMOCTYMHOCTH, NIEPHOJA TONTYKU3HN B CHIBOPOTKE KPOBH W/WJIM TEPANIEBTHYECKOTO MEpUoaa
NOJIY KM3HH, W/WJIN MOZYJIMPOBaHHE OMOJIOTNYEeCKO akTUBHOCTH. Moandukanny, U3BeCTHbIE B
TaHHON 00JacTH TEXHUKH, BKJIIOYAIOT MErmjupoBaHue, Fc-py3uo u cnusiHue ¢ anbOyMHUHOM.
Xots Takue MOIU(UKALIH OOBIMHO CBsI3aHbI C KPYITHOMOJIEKYJIIPHBIMH areHTamu (K MpuMepy,
MOJIUTIENITHIAMH ), TAKUE MOTU(UKALNN HEJAaBHO OBbLIN OLEHEHBI ¢ KOHKPETHBIMU HEOOJBIITHMHU
monekyinamu. K mpumepy, Chiang, M. et al. (J. Am. Chem. Soc., 2014, 136 (9): 3370-73)
OIHUCBHIBAIOT HU3KOMOJIEKYJIIPHBIH aroHUCT perenTtopa ageHO3MHa 2a, KOHBIOTMPOBAHHOTO C

nomeHoM Fc wummyHornoOynmna. Konsbrorar «mamas Momekyna-Fc» coxpaHsn cunibHbIe



128

B3aUMOJEeNCTBUsA peuentopa Fc u peunentopa aneHo3nHa 2a W NOPOSABIAT NPEBOCXOAHBIC
CBOIMCTBa TO CPAaBHEHUIO C HEKOHBIOTHMPOBAHHOW HEOONbLIONW MojekyJsioi. Takxke omucaHo
KOBaJIEHTHOe mpucoenuHenne Moisiekyl PEG K HHM3KOMOJEKYJSIpPHBIM TepaneBTHYECKUM
cpenctBam (Li, W. et al., Progress in Polymer Science, 2013 38: 421-44).

[295] CoenuHeHHs HACTOSIIEr0 H300pPETEHHs] MOKHO BBOAHUTH CYOBEKTy B KOJHYECTBE,
KOTOPO€ 3aBHCHUT, K MpUMeEpy, OT LedH BBeneHHs (K MpuMepy, OT JKeJaeMOH CTeNeHU
paspelieHusi), BO3pacTa, Beca, MoJia, 310POBbsi U (PU3NYECKOTO COCTOSTHUS CyOBEKTa, KOTOPOMY
BBOJIAIT COCTaB; CIIOCO0a BBENEHUS, M Xapakrepa 3a00eBaHusl, PacCTPOICTBA, COCTOSIHUS MU
ero cumnroma. Pexxum n0o3upoBaHUsS MOXKET TAK)K€ YUUTBIBATH HAJIU4UeE, NPUPOAY U CTENEHb
moObIX TOOO0YHBIX 3(P(EeKTOB, CBSI3aHHBIX C BBOAMMBIM areHToM(amu). ¢eKTUBHBIE
KOJINYECTBA 103 U PEXKUMBbI JO3MPOBAHUS MOTYT OBITH JIETKO ONpEAENeHbl, K NpPUMEpy, H3
UCCIIeIOBaHUH O€30MacHOCTH U MOBBIMIEHHS T03bI, HCCIEIOBAHUN i1 Vivo (K IpuMepy, Moaenei
Ha KMBOTHBIX) U APYTHUX METOJOB, U3BECTHBIX KBATH()ULIMPOBAHHOMY CIIELIHAIUCTY B JAHHOM
o0yacTH.

[296] B 06LueM, napaMeTpol JO3UPOBAHUS JUKTYIOT, YTO KOJIMYECTBO JO3UPOBKHU JOJIKHO OBITh
MEHbBIIE KOJIMYECTBA, KOTOPOE MOXET ObITh HeOOpaTUMO TOKCHYHBIM JUII CyOBeKTa
(MakcumanbHas nepeHocumas no3a (MTD), u He MeHblne KoJam4yecTBa, HEOOXOOUMOIO IS
okazaHus m3Mepumoro 3¢pdekra Ha cyOpekTa. Takue KOIUUECTBA ONPENENSIFOTCS, K MPUMEpY,
(bapMakOKHHETUYECKMMU U (papMaKkOIMHAMHYECKIMH TapaMeTpaMu, cBsizanHbIMU ¢ ADME, ¢
y4€TOM IyTH BBEIEHUS U APYTUX (PaKTOPOB.

[297] DOddexrusnas noza (ED) - 370 no3a WM KOJIMYECTBO areHTa, KOTOPBIE BBI3BIBAIOT
TepaneBTUUECKUH OTBET UJIH KeJaeMblil 3(PEKT y HEKOTOPOH 4aCTH CyOBEKTOB, IPHHUMAIOLIHX
ero. «Cpenusisi >¢dextuBHas no3a» win EDsp areHra mnpeacrasisier coboil m03y wiIn
KOJIMYECTBO areHTa, KOTOPhIE BbI3BIBAIOT TEPANIEBTHYECKHUI OTBET MK jKkeslaeMbiid 3 dekt y 50%
MIOMYJISILIAK, KOTOPOU ero BBOAAT. XoTsd EDsp OOBIMHO HCHONB3YETCS KaK Mepa Pa3yMHOTO
oxkunanus dpdekra areHTa, 3TO He 00s3aTENBPHO Ta 033, KOTOPYIO Bpad MOXKET CYECTh
NOIXOMALIEH C yY4eTOM BCeX COOTBETCTBYIOMIMX (hakTopoB. TakuM o0pa3oMm, B HEKOTOPBIX
curyarusix 3¢gdexruBHOe KommuecTBO OoJbIne, yeM paccuntaHHoe EDso, B npyrux curyanmsx
3¢ eKkTUBHOE KONMMYECTBO MeHblle, 4eM paccuutaHHoe EDso, a B elme Opyrux CHUTyarusix
3¢ pexTUBHOE KOTMUECTBO TaKOe ke, Kak paccuutaHHoe EDso.

[298] Kpome Toro, sddexTuBHast 1032 COENUHEHHWH HACTOSINErO H300PETEHUS MOXKET
NPEACTaBIATh COOOH KOIMYECTBO, KOTOPOE IMPU BBEACHHH CYOBEKTY B OJHOW WJIM HECKOJBKHX
703ax JAeT KeJlaeMblil pe3yJbTaT MO CPABHEHHIO CO 370poBbIM cyOwpekToM. K mpumepy, nis
CyOBeKTa, CTpaNarmero KOHKPETHBIM PacCTPOHCTBOM, 3 (eKTHBHAS 1032 MOXKET OBITh TaKOM,

KOTOpas yJay4llaeT AUarHOCTUYECKUH IapaMeTp, MOKa3aTelb, MapKep U T.I. 3TOr0 pacCTPONCTBA
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MO0 MEHBIIEH Mepe okoJIo Ha 5%, 1o MeHblIel Mepe okoso Ha 10%, mo MeHbIIel Mepe OKOJIO Ha

20%. , mo MeHbInel Mepe, okono 25%, nmo MeHbluel mepe, okono 30%, Mo MeHbIIeH Mepe,

,
oko010 40%, no MeHbluel Mepe, okono 50%, mo MeHbLIel Mepe, 0koi1o 60%, Mo MeHbIel Mepe,
okosio 70%, mo meHbIei mepe, okoino 80%, mo menbiieii Mepe, okosio 90%, umu 6onee 90%,
rne 100% omnpenensieTcss Kak AMArHOCTMYECKUN MapaMmeTp, IMOKas3aTellb, Mapkep U T.II.,
JI€MOHCTPUPYEMbIE HOPMAIIBHBIM CYOBEKTOM.

[299] B HEKOTOpBIX BapHAaHTAX peAJTU3ALUU 1032 JKEJAEMOTrO COSTUHEHMs CONEPIKUTCS B
«CTaHAAPTHOM JIEKapCTBEHHOU (opme». Dpasa «enMHUYHAS JIEKapCTBEHHAs: OpPMa» OTHOCHUTCS
K (U3MUECKH IOUCKPETHBIM EeIMHUIAM, Kak[as €IMHULA BKIKYAeT 3apaHee ONpeAesieHHOe
KOJIMYECTBO COeMHEHUs (K mpumMepy, coequnenue Gopmyisl (I) uau ero H30TOMHOTO BapHUAHTA,
TayToMepa, (hapMaLeBTHUECKH PUEMIIEMON COJIH, COJIbBATA MJIU TUAPATA), TOCTATOYHOE, YTOOBI
nponsBecTH kenaeMbli  3d¢ekr. Crepyer NOHUMATh, YTO MapaMeTpbl CTAaHAAPTHOM
JIEKapCTBEHHOHN (hOopMbI OyIyT 3aBUCETh OT KOHKPETHOrO areHTa u 3(dexTa, KOTOPhIN NOIKEH
OBITH TOCTUTHYT.

Kom0uHnpoBanHas Tepanusi

[300] B HekoTophIx cny4asx coexuHeHue ¢opmyibl (I) mnm ero W30TONMHBIA BapHAaHT,
TayToMep, (apMaleBTHYECKH IpHEeMJieMas COJlb, COJNbBAT HJIM TUAPAT, WJIH €ro
(dapManieBTHUECKH TNpHEMIIeMasi COJb BBOAUTCS B COUYETAHMU CO BTOPBIM TEPANEBTHUECKUM
areHTOM.

[301] B HekoTOpbIX BapuaHTaX OCYIUECTBJIEHUS H300peTeHus moJje3Hblll  3ddexr,
UCTIBITBIBAEMBIIl CYOBEKTOM, YBEIUUMBAETCS MyTEeM BBEIEHMS OJHOIO M3 ONHCAHHBIX 371€Ch
COENMHEHUII CO BTOPbIM TEPANEBTUYECKUM areHToM (KOTOpBIH  Takke  BKIIOYAeT
TEPANEeBTUUECKUH PEXKUM), KOTOPBIH TaK:Ke HMEET TeparneBTHuecKuii dddekt.

[302] B oxHOM BapuaHTe OCYyIIECTBIEHHUS M300peTeHus: coenuuenue dopmynbl (I) umm ero
U30TOIMHBII BAPUAHT, TAyTOMEp, (papMaieBTUHYECKH ITpUEeMIIeMasi COJlb, COJIbBAT WJIM THIPAT; M
ero (hapMaLeBTHUECKU TPUEMIIEMAast COJIb BBOJUTCS COBMECTHO CO BTOPBIM TEPANEBTHYECKUM
areHToM, rae coenuHeHue ¢opmyasl () wiaM  ero M30TONMHBIA BAapHAHT, TayTOMED,
(dapManeBTHUECKH TNpUEMJIeMasi COJIb, COJBBAT WM THAPAT, WM €ro (papMaleBTHYECKH
npuemMiieMasl COJlb M BTOPOH TEpaneBTHUECKUH AareHT MOAYJIHMPYIOT pas3IMYHbIe aCIEeKThI
3a00NeBaHMs, PACCTPOMCTBA MIIM COCTOSTHUS, MOUJIEKAINUE JISUEHUIO, TEM CaMbIM oOecrednBast
OOJBIIYIO OOIIYIO MOJIB3Y, YeM BBEIEHUE JIFOOOTO TeParieBTHUYECKOTrO areHTa Mo OTIEIbHOCTH.
[303] B moOom ciyyae, He3aBHCUMO OT 3a00JIeBaHUS, PACCTPONCTBA WIIM COCTOSIHHSI, KOTOPOE
jgedyar, oO0mas Tonb3a, KOTOPYHO TIOJy4daeT CyOBEKT, NPOCTO CKJIAAbIBAETCS W3 IBYX
TEPANeBTUYECKUX ar€HTOB, MJIN CYOBEKT HCIIBITHIBAET CUHEPTreTHUECKUl 3 eKT.

[304] B HEKOTOpBIX BapHaHTAax OCYINECTBJICHUS H300pPETEHUs pa3jIN4HblE TeParneBTUYECKU
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3¢ ¢eKkTUBHBIE O3UPOBKM OIMMCAHHBIX 3/1€Ch COCAMHEHUH OyIOyT HCIONb30BaThC MpPU
COCTaBJIEHUH (hapMaLeBTUUECKOW KOMIIO3ULMHM W/WJIM B CXE€MaxX JIEYeHUs, KOTZla PACKpPbITHIE
3eCh COENUHEHHs] BBOAATCA B KOMOMHAIIMM CO BTOPBIM TEPANEBTHUYECKHM AreHTOM.
Tepanesrudyecku 3pQPekTHUBHBIE TO3HUPOBKH JEKAPCTBEHHBIX CPEACTB M APYTHUX AreHTOB MJIs
UCIIONIB30BAHUSI B CXeMax KOMOMHHPOBAHHOTO JIeUeHHs HeOoOs3aTeNbHO —OINpPeAessIFoTCs
crioco0amMy, aHAJOTMYHBIMU TE€M, KOTOPBIE M3JIOXKEHBI BBILIE I CAMUX AKTUBHBIX BEINECTB.
Kpome Toro, omucaHHble 31€Ch COCOOBI MPOPUIAKTUKH/JICUSHHs BKJIIOYAIOT HCIIOJIb30BAHHE
METPOHOMHOI'O JO3MPOBaHUs, T.e. obecredeHue Ooyiee YacThIX, Oojiee HU3KHUX J03 IS
MUHHMH3ALUN TTOOOYHBIX TOKCHYECKHX 3(P(PeKTOB. B HEKOTOPHIX BapHaHTaX OCYIIECTBIICHHUS
n300peTeHns KOMOMHUPOBaHHAs CXE€Ma JICYCHUs BKJIFOYAET CXEMbl JICYCHHUS, B KOTOPBIX
BBelcHHe coeanHeHust ¢opmynsl (I) wiM  ero M30TOMHOrO BapHaHTa, TAyTOMEDA,
(apManeBTHUECKN MPUEMIIEMON COJIHM, COJIbBATa WM THApPATa, WIH ero (papMareBTHUYECKH
NPUEMJIEMON COJIM HMHULUHPYETCSl [0, BO BPEMs WM IIOCHE JICYCHHS BTOPBIM areHTOM,
OIHCAHHBIM 3/1€Ch, M MPOAOIDKAETCS A0 JFOOOro BPEMEHH BO BPEMsI JICYEHUS] BTOPHIM areéHTOM
WIN TIOCJIE TIPEKPAIIeHHs JICYEHUs] BTOPBIM areHTOM. Taxoke BKIFOUEHBI CIOCOOBI JICYCHUS, B
KOTOpBIX coenuHeHue Gopmybl (I) mm ero U30TONMHBIN BapUAHT, TayTOMep, (hapMarieBTHIeCKH
npUemMIIeMasi COJib, COJbBAT WIIM THAPAT, MK ero (papMaLeBTHUECKH IpUeMIIeMasi COJIb U BTOPOH
areHT, HCIOJb3yeMbIi B KOMOWHAIMM, BBOIAT OJHOBPEMEHHO WJIM B Pa3HOE BpeMsl W/HIHU C
YMEHBUIAOIUMHICS WM YBEIMYUBAIOIIUMUCS HHTEPBAJaMH B TEUYEHHE IEpUONA JICUSHMUS.
KoMOnHHpOBaHHOE JIedeHHE TakXKe BKJIIOUAET IEePUOAUYECKHE CEAaHChl JIEUEHUs, KOTOphIe
HAYMHAIOTCS U TPEKPAIAIOTCs B pPasHOE BpeMsl It OOJNerdeHus: KIMHUYECKOrO BEIeHUS
NaLUeHTA.

[305] IIOHATHO, YTO peXUM NO3UPOBAHUS AJIsl JICUCHMs], NMPEAOTBPALIEHUS WIH YJIy4YLIECHUs
COCTOSIHUS (COCTOSIHMIA), OT KOTOPOro TpedyeTcsi obserdyeHne, U3MEHseTCsl B COOTBETCTBHH C
MHOKECTBOM (PakTOpoB (K mpumepy, 3a00JIeBaHHEM, HAPYIIEHHEM I COCTOSHHEM, KOTOPBIM
cTpajaeT CyOBEeKT, BO3PACTOM, BECOM, IIOJIOM, OHETOH M COCTOSIHHEM 370POBbs CYOBEKTa).
Takum 00pa3oM, B HEKOTOPBIX Ciy4asx (PAKTUYECKH MPUMEHSEMBIH pPEXUM HTO3HPOBAHUS
BapbUpyeTCs M, B HEKOTOPBIX BapHAHTAaX OCYIIECTBICHUS H300PETEHHs, OTKJIOHSETCS OT
PEKUMOB TO3UPOBAHUS, U3JIOKEHHBIX B TAHHOM JIOKYMEHTE.

[306] Jlyis ONMUCAHHBIX 31€Ch KOMOMHMPOBAHHBIX TEPANuil JO3UPOBKH COBMECTHO BBOJUMBIX
COEAMHEHUI BAPBUPYIOTCS B 3aBUCUMOCTH OT THITA IIPUMEHSEMOr0 COBMECTHO JIEKAPCTBEHHOT'O
CPeACTBa, OT KOHKPETHOrO NPUMEHSIEMOrO JIEKAPCTBEHHOTO CPEACTBA, OT 3a00JeBaHUs WU
COCTOSIHUS, KOTOpO€ JiedaT, M Tak jajee. B JOMOJIHUTENbHBIX BapUAHTAX OCYILECTBJICHMUS
n300peTeHNs] IPU COBMECTHOM BBEIIEHHH CO BTOPBIM TEPANEBTUUYECKUM areHTOM COEIUHEHHE,

MPEICTaBICHHOE B HACTOSIIEM JIOKYMEHTE, BBOIST JIHOO OJHOBPEMEHHO, TUOO MPHUOIH3UTENIBHO
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OJTHOBPEMEHHO CO BTOPBIM TE€PAIIEBTUYECKUM areHTOM, JINOO IMOCIIeI0BATENBHO.

[307] B xoMOMHMPOBaHHOH TepanMM MHOKECTBO TEPATIEBTUYECKUX areHTOB (OHO U3 KOTOPBIX
SBJIIETCS] OJJHUM U3 COEJMHEHHH, ONMMCAHHBIX B JTAHHOM JOKYMEHTE) BBOZIST B JIFOOOM MOpSIZIKE
WIN Ja)k€ OJHOBPEMEHHO WM TNPHOJIM3UTENIBHO ONHOBpeMeHHO. Eciu BBeneHHE sBIAETCS
OJHOBPEMEHHBIM MJIHM NPUOJIM3UTENPHO ONHOBPEMEHHBIM, HECKOJBKO TEPaNneBTUYECKUX
areHTOB, TOJIbKO B Ka4eCTBE NpUMepa, MPENOCTABISIIOTCS B OAHON YHU(HIMPOBaHHOW (opme
VTN B HECKOJIBKUX (popMax (K MPUMeEpy, B BHIE OJHON IMHUIIFOJIHN WIN IBYX OTJENbHBIX IHJIFOJIb).
[308] Coenunenuss @opmyinbl (I) WM UX U30TONMHBIA BAPHAHT, TayTOMep, (papmMaleBTUYECKH
npuemMIeMasi COJib, COJIbBAT WJIM THIPAT, WIH ero (PapMaLeBTHUECKU pUeMIIeMasi COJIb, a TAK)KE
KOMOWHHUPOBAHHASI TE€pamusi BBOIATCS 1O, BO BPEMsl WJIHM TOCJE€ BO3HUKHOBEHHUsI 3a00JeBaHUS
WU COCTOSIHUS, U BpEeMsl BBEIEHUs KOMIIO3MLIMM, COAEpXKalled COeNUHEHHE, BapbUPYETCH.
Takum oOpa3omM, B OFHOM BapHaHTE OCYINECTBJIEHUS H300pPETEHUS ONHCAHHBbIE 3]1€Ch
COEAMHEHUS! UCTIONIb3YIOTCS B KA4eCTBE MPOPIIIAKTHIECKUX H HEMPEPBIBHO BBOIATCS CyOBEKTaM
CO CKJIOHHOCTBIO K PAa3BUTHIO COCTOSHUH wiu 3a0oneBaHuil, dYTOOBI MpPENOTBPATUTH
BO3HUKHOBEHHE 3a00J€BaHUS WJIM COCTOSIHMA. B JpyroM BapwaHTe OCYIIECTBIICHHS
n300peTEeHNs] COEIMHEHNUS] U KOMITO3ULIMH BBOIAT CYOBEKTY BO BpeMsl WJIM KaK MOXKHO CKOpee
IOCJI€ TIOSIBJIGHHUSI CHUMITOMOB. B KOHKPETHBIX BapHUaHTax OCYINECTBJICHUS HW300pEeTeHus
COEAUHEHHE, ONKMCAHHOE B HACTOAINEM IOKYMEHTE, BBOZST, KaK TOJBKO 3TO MPAKTHUYECKU
OCYLIECTBHMO TIOCJ]Ie OOHAPY>KEHHsI UM MOJO3PEHUsI HAa Ha4dajIo 3a00JI€BaHUs WIN COCTOSIHUSA, U
B TEYEHHUE IEpHOAa BpPEMEHH, HEeOOXOMUMOro IJisl JedeHus 3aboneBaHus. B HeKOTOpBIX
BapUAHTAX OCYLIECTBICHUS] H300pPETEeHHs] MPOAOJKUTENBHOCTh, HEOOXOAMMAs AJIsl JICUEHHS,
BapbUPYETCs, U MPOAOJLKUTENIBHOCTD JIEUEHUsI PETYJIUPYETCsl B COOTBETCTBUU C KOHKPETHBIMU
noTpeOHOCTIMH Kaxaoro cyobekra. K mpumepy, B KOHKPETHBIX BapUAHTAX OCYINECTBIICHHS
M300pEeTEeHNs] ONUCAHHOE 371eCh COCAMHEHHE MM COCTaB, COZEPIKALINi COeJMHEHHE, BBOIAT B
TE€UEHHUE 10 MEHbLIEN Mepe 2 Heelb, OT OKOJIO 1 Mecsina 10 OKoJo S Jier.

[309] B HEKOTOpBIX BapHaHTaX OCYLIECTBICHHS U300PETEHUs] BTOPOH TEPANIeBTUYECKHIA areHT
npeacTaBisieT coOOH MPOTUBOrPHOKOBBIN areHT. B HEKOTOPBIX BapuaHTaX OCYIIECTBIICHHS
n300peTeHNs] BTOPOI TEparneBTUYECKUN areHT NPEeNCTaBisieT cCOOOH MPOTHBOIPUOKOBBIN areHT,
BBIOpPAaHHBIA M3 TPYMIIBL, COCTOSALIEH W3 MOJHEHOBOTO MPOTHBOTPHOKOBOIO areHTa, a30JbHOTO
POTHBOTPUOKOBOTO areHTa, AJUTUIIAMUHOBOTO POTHBOTPUOKOBOTO areHra u
SXHHOKAHIUHOBOT'O MPOTHBOTPUOKOBOTO areHTa.

[310] B HEKOTOPBIX BapHaHTax OCYIICCTBJICHUA n300peTeHust MOJINEHOBBIN
NPOTHBOTPUOKOBBIA areHT MNpencTaBiseT coboit amdorepunma B, kanauuuauH, QUINNHH,
XaMULVH, HATAMULIMH, HUCTATUH WJIA PUMOLIUIUH.

[311] B HeKoTOpBIX BapHaHTaX OCYLIECTBJIEHHsS M300pETE€HUs! a30JbHBIM MPOTUBOIPHOKOBBIN
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areHT TNpeAcTaBIsieT coOOH WMHIA30], TPHUA30J MM THA30d1. B HEKOTOpBIX BapHaHTax
OCYIIECTBJICHUs] HM300pETeHUsT WMUAA30Jl MpeacTaBisieT coboi OmdoHaszon, OyTOKOHA30M,
KJIOTPUMA30J, 3KOHAa30J, (DEHTHKOHA30Jl, M3aBYKOHA30J, KETOKOHA30J], JIyJMKOHA30JI,
MHKOHA30JI, OMOKOHA30JI, OKCHKOHA30JI, CEpTaKOHA30J, CYJbKOHA30J WJIM THOKOHa30i1. B
HEKOTOPbIX BapHUaHTaX OCYINECTBJIEHHMsS M300pEeTeHHMs TPHA30Jl MPEACTaBIsieT COOOM
anbbakoHa3on, 3()UHAKOHA30J, 3TIOKCHKOHA30J, (DIYKOHA30J, H3aBYKOHA30Jl, HMTPAKOHA30JI,
MI03aKOHA30J, MPOMMKOHA30JI, PaBYKOHA30J, TEPKOHA30J WM BOPUKOHA30J1. B HekoTophIX
BapHaHTaX OCYIIECTBJICHHs M300PEeTEeHUs THA30JI MIPEACTaBIIsAeT coO0M abadhyHIUH.

[312] B HEKOTOpBIX BapHaHTaX OCYIIECTBJICHHS N300pETEHHUsS] MPOTUBOIPUOKOBOE CPENCTBO HA
OCHOBE a/UIWJIAMHUHA TpeAcTaBsier coboit amopondun, OyreHaduH, HapTuhuH WK
TepOnHadUH.

[313] B HeKOTOpbIX BapuUaHTAaX OCYLIECTBICHHS H300PETEHUS MPOTUBOTPHOKOBBIA AareHT
SXMHOKAHIWH BBIOpAaH W3 TPYyNIbL, cocrosimell w3 aHuaynadyHruHa, Kacno(yHTHHA,
MUKa(pyHTHHA U pe3adyHTHHA.

[314] B HEKOTOpBIX BapuUaHTAaX OCYIIECTBIEHUs H300pPETEHUs] MPENCTABICHBI CIOCOOBI
ngeyeHnss cyOpekTa C TpUOKOBBIM 3a00J€BaHMEM, BKJIIOYAIOIINE BBEIACHHE CYOBEKTY
KOMOWHHUPOBAHHOTO JieueHus: coenuHeHneM Popmynbl (I) wim ero M30TONMHBIM BapHAHTOM,
TAyTOMEPOM, (papMaLeBTUYECKH MPUEMIIEMON COJIbIO, COJIbBATOM WJIM THUAPATOM, MU €ro
(dapmManeBTHYECKU TPUEMJIEMON COJIbI0 U (DJIYKOHA30JI0M, rae CyOBeKT BbIOpaH W3 TPYIIIHL
COCTOsILIIEH M3 KPYIHOrO POraToro CKOTa, OBELl, KO3, CBMHEH, JOMAallHEeH NTULbI, KPYITHOTO
poraToro CKOTa U JOLaAeH.

[315] B HeKOTOpbIX BapuaHTaxX OCYLIECTBJICHUS H300pPETEHUs] MPENCTABIEHbI CIOCOOBI
JeyeHuss cyObekTa C TpPUOKOBBIM 3a00Je€BaHMEM, BKIIOYAKOIIHAE BBEACHUE CYOBEKTY
KOMOWMHHUPOBAHHOTO JieueHusi coenuHeHreM Popmynbl (I) wim ero M30TONMHBIM BapHAHTOM,
TAyTOMEpPOM, (papMaLeBTUYECKH MPUEMIIEMOH COJIBIO, COJIbBATOM WJIM THAPATOM, HIIH €ro
(bapMaleBTHYECKH MPUEMJIEMON COJIBI0 M KETOKOHA30JIOM, TAe CyOBEKT BBIOpAH M3 TPYIIIbL,
COCTOSILIIEH M3 KPYIMHOTO POraToro CKOTa, OBEL, KO3, CBHHEH, AOMAIHEH NTHLbI, KPYITHOTO
pOraToro CKOTa u JIOUIaaAeH.

[316] B HEKOTOpBIX BapUaHTAaX OCYIIECTBIEHHS HW300pPETEHUs] MPENCTABICHBI CIOCOOBI
neueHnss cyOpekTa C TpUOKOBBIM 3a00eBaHHEM, BKJIOYAIOIIWE BBEACHHUE CYOBEKTY
KOMOWHHUPOBAHHOTO JieueHus1 coenuHeHneM Popmynbl (I) miam ero M30TONMHBIM BapHAHTOM,
TAyTOMEPOM, (papMaLeBTUYECKH MPUEMIIEMOH COJIbIO, COJIbBATOM WJIM THUAPATOM, MM €ro
(bapMareBTHYECKH MPUEMIIEMOH COJIBI0 U WUTPAKOHA30JIOM, I7e CYOBEKT BBIOpaH W3 TPYIIIb,
COCTOSALIIEH M3 KPYIHOTO POraToro CKOTa, OBEll, KO3, CBHHEH, AOMAIlHEH NTHIbL, KPYITHOTO

pOoraToro CKOTa  JIOUIAaAeH.
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J{OnOJIHUTE/IbHbIE BAPHAHTBI O0CYLeCTBJICHHUS
[1] BapuanTel  ocymmecTBiieHHsT  M300peTEHUs]  BKIIOYAIOT  CJIEAYIOINWE  BapHAHTHI

ocyiecTtsieHus 1-212.

[2] Bapuanr peanusauuu 1. @apmanesTudeckas KOMIIO3ULM, COAEPIKALLAs:

Y o—{%ﬁ;}
D

X

N/ NH
@ 2
J

(i) coenunenue ¢popmyJsi (1):
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Ho—ﬁ—d@
o @,
WM €r0 W3OTOMHBIA BapHAHT, TAyTOMeEp, (papMaleBTHUECKH MpHEMIIeMasi COJIb, COJIbBAT
WY TUAPAT; U
(1) mo MeHbIIEH Mepe, OnuH (PapMaLeBTUUYECKH PUEMIIEMbBIH HATTOJIHUTEb,
npudeM  ¢apMaleBTHUECKass KOMITO3ULMS HAXOAWUTCS B  JIEKapCTBEHHOH Qopme ans
NePOPANIbLHOTO JO3UPOBAHUS HIIH BBEIEHHS.
[317] Bapuant peanusauuu 2. PapManeBTHYECKass KOMIIO3ULUS, COAEPIKALLAS

(1) meskue yacTuisl coequaeHus: popmyJisl (I):
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WIN €ro W3OTONHBIA BAapHAHT, TAyTOMEp, (papMaleBTHUECKU MpHEMJIEMasi COJIb, COJNbBAT
WM TUAIPAT; U
(1) mo MeHbIIEH Mepe, oauH (PapMaLEeBTHUECKH TPUEMIIEMbIH HATTOJHUTEb,
npudeM papMaleBTHUECKasT KOMITO3ULHS HAXOAUTCS B TO3MPOBAHHOM (hOpMe IJIsl TepOpaIbHOTO
JO3MPOBAHUS MJTM BBEIEHHS WJIHM B JO3MPOBAHHON (hOopMe 1JIsl HHTASIIUOHHOMN JOCTABKH.
[318] Bapuant peanusauuu 3. ®PapmaueBTUYeCKas KOMIO3HMLMS BapuaHTa OCYILIECTBIEHUS
n3o0perenus 1 wm 2, rae coenunenne ¢popmyiel (I) wim ero M30TOMHBIA BapHAHT, TAyTOMED,
dapManieBTHUECKH TpUeMIIeMast COJIb, COJMbBAT MJIM THUAPAT SBISIETCS KPUCTAJUIMYECKUM,

MHUKPOKPHCTAIITMUECKUM, aMOP(PHBIM MITH JTHOQUITU3UPOBAHHBIM.
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[319] Bapuant peanmusauuu 4. dapManeBTHUECKass KOMIO3ULMSA BapUaHTA OCYLIECTBICHUS
n3o0perenust 3, rae coenuHeHne (opmysbl (I) WM €ro HM3OTONMHBIA BapHAHT, TayTOMEP,
(bapmMareBTHUECKH ITPHEMIIEMasi COJIb, COJIBBAT UJIM THPAT SIBJSIETCS KPUCTAIUTMYECKUM.

[320] Bapuant peanusauuu 5. dapManeBTHUECKas KOMIIO3ULMS BapUaHTa OCYLIECTBIECHUS
u3obpetenust 3, rme coenuHenue (opmynsl (I) wiaM ero M30TONMHBIA BapuUaHT, TayTOMED,
(apmaneBTHYECKH TIPUEMIIEMAst COJIb, COJIbBAT MJIM TMAPAT SBISIETCS] aMOP(HBIM.

[321] Bapuant peamusanuu 6. @apmaneBTHyYecKas KOMIIO3HMLHA BapHaHTa OCYLIECTBICHUS
u3zobperenust 3, rae coenuHeHue (opmysbl (I) WM €ro HM3OTOMHBIA BAapPHAHT, TAayTOMEP,
(apManeBTHYECKH TpHEeMJIEMas COJIb, COJbBAT WJIH THIAPAT JUODHITH3UPYETCS.

[322] Bapumant peamuzaumu 7. PapmaueBTHUEcKas KOMMNO3ULMS JiroOoro w3 BapuaHToB
OCYIIECTBIIEHHsI N300peTeHus 2-6, B KOTOPOH YaCTHLBI SIBISTFOTCS MUKPOHH3HPOBAHHBIMU.

[323] Bapuant peanuszauuu 8. @apmaleBTHYECKass KOMIIO3MLMsS corjacHo Bapuanrty
OCYILECTBJIEHUs 7, TA€ YaCTULbI UMEIOT pa3Mep OT OKOJIO 1 MKM 10 0K0JI0 750 MKM.

[324] Bapuant peanusauuu 9. @apmaneBTHUecKass KOMIIO3ULMS COriacHo Bapuanty 7 unm 8,
rze 1o MeHblei mepe okojo 10% vactul UMEroT pa3Mep OT 0KoIo 1 MKM 10 0koJio 750 MKM.
[325] Bapwmant peanmuszaunu 10. dapmaueBTHdeckas KOMIIO3ULUS 110 JIOOOMY W3 BapHaHTOB
ocyliecTBieHus 7-9, rae 1no MeHblield Mepe okono 20% yacTUI] UMEIOT pa3Mep OT OKOJIO 1 MKM
10 0K0JI0 750 MKM.

[326] Bapuant peanmuzauuu 11. ®@apmaueBTudeckas KOMIIO3ULUS 1O JIOOOMY W3 BapUaHTOB
ocywectsieHus 7-10, rae no Menbuieil Mmepe okoio 30% 4acTull UMEIOT pa3Mep OT OKOJIO 1 MKM
10 OKOJI0 750 MKM.

[327] Bapuant peammzauuu 12. @apmaneBTudeckas KOMIO3ULMS MO JIOOOMY M3 BapUaHTOB
ocymectsieHus 7-11, rae no MeHbleit Mepe okono 40% yacTull UMEIOT pa3Mep OT OKOJIO 1 MKM
10 0Koso 750 MKM.

[328] Bapuant peanuzauuu 13. dapmaneBTHdeckas KOMIIO3ULHS MO JEOOOMY M3 BapHAHTOB
ocyiecTsieHus 7-12, rae no MeHbliei Mepe okono 50% yacTull UMEIOT pa3Mep OT OKOJIO 1 MKM
10 0KoJO 750 MKM.

[329] Bapwuant peanmuszauuu 14. dapmaueBTHveckas KOMIIO3ULUS 10 JIEOOOMY W3 BapHAHTOB
ocyiecTsieHus 7-13, rae no MeHbliei Mepe okosno 60% yacTull UMEIOT pa3Mep OT OKOJIO 1 MKM
10 0K0JIO 750 MKM.

[330] BapwuanT peanmuszauuu 15. ®@apmaueBTHdeckas KOMIIO3ULUS 10 JEOOOMY W3 BapHaHTOB
ocyiiecTsieHus 7-14, rae no MeHbliel Mepe okono 70% yacTull UMEIOT pa3Mep OT OKOJIO 1 MKM
10 0K0s10 750 MKM.

[331] BapuanT peanuzauuu 16. @apmaneBTudeckas KOMIO3UIUS 0 JOOOMY W3 BapHaHTOB

ocywectsieHus 7-15, rae no MeHpuiei Mepe okono 80% vacTull UMEOT pa3Mep OT OKOJIO 1 MKM
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10 0K0so 750 MKM.

[332] Bapwuant peanmuszauuu 17. ®@apmaueBTudeckas KOMIIO3ULMS 10 JEOOOMY W3 BapHaHTOB
ocyiecTsieHus 7-16, rae no MeHbliel Mepe okoao 90% yacTull UMEOT pasMep OT OKOJIO 1 MKM
10 0K0s10 750 MKM.

[333] Bapuant peammzauuu 18. @apmaneBTHdeckas KOMIO3ULMS MO JEOOOMY M3 BapUaHTOB
ocylIecTBIIeHHsI 7-17, rae no MeHblIed Mepe okos1o 95% 4acTULl UMEIOT pa3Mep OT OKOJIO 1 MKM
10 0KosO 750 MKM.

[334] Bapuant peanuzauuu 19. @apmaneBTudeckas KOMIO3ULUS MO JIIOOOMY W3 BapHAHTOB
OCYLIECTBJIEHUs 2-0, B KOTOPOU YaCTHULbI U3MEIbUYECHBI B HAHOYACTULIBL

[335] Bapuant peanuzauuu 20. @apmaneBTH4eCKask KOMIIO3ULUSA IO BAPUAHTY OCYLIECTBIEHUS
19, rae yacTuLbI UMEIOT pasMep OT OKOJIO 1 HM 10 okono 750 HM.

[336] Bapuant peanusauuu 21. @apmaneBTHdecKkas KOMIO3ULUSA IO BAPUAHTY OCYLIECTBIEHUS
19 unu 20, roe no meHblei mepe okono 10% yvactun umeroT pasmep ot 1 HM 10 okosio 750 Hwm.
[337] BapuanT peanuszauuu 22. dapmauneBTHYECKas KOMIIO3ULMS IO JEOOOMY W3 BapHaHTOB
ocyuecTsieHus 19-21, B koTopoil no MeHb1el Mepe okoso 20% JacTull UMEIOT pa3mep oT 1 HM
10 0koso 750 HM.

[338] BapmanT peanmuzauuu 23. ®@apmauneBTHdeckas KOMIIO3ULUS 10 JEOOOMY W3 BapHaHTOB
ocyiiecTBieHus 19-22, B KOTOpoil o MeHbIel Mepe 0koso 30% JacTull UMEroT pa3mep oT 1 HM
10 0koso 750 HM.

[339] Bapuant peanuzauuu 24. ®apmaneBTudeckas KOMIIO3ULUS 10 JEOOOMY W3 BapUaHTOB
ocymectsieHust 19-23, B koTopoii o MeHbleil Mepe okoso 40% yacTull UMEIOT pa3Mmep oT 1 HM
10 0k0J10 750 HM.

[340] Bapuant peanuzauuu 25. @apmaueBTUYeCKas KOMIIO3ULUS MO JIOOOMY W3 BapHaHTOB
ocymecTBieHus 19-24, B KOTOpOil Mo MeHbIel Mepe 0kosio 50% JacTull UMEIOT pa3mep oT 1 HM
10 0koso 750 HM.

[341] Bapuant peanmuzauuu 26. @apmaueBTHYeCKas KOMIIO3UIUS 10 JIOOOMY W3 BapHAHTOB
ocyiecTBieHus 19-25, B KOTOpOil Mo MeHb1el Mepe okosio 60% JacTull UMEIOT pa3mep oT 1 HM
10 0koso 750 HM.

[342] BapwuanT peanuszauuu 27. @apmaueBTHYECKas KOMIIO3ULMS IO JIEOOOMY W3 BapHaHTOB
ocyiecTBieHus 19-26, B KOTOpOil Mo MeHblel Mepe okoso 70% JacTull UMEIOT pa3mep oT 1 HM
10 0koso 750 HM.

[343] BapuanT peanuzaunu 28. dapmaneBTHYECKas KOMIIO3ULMS IO JEOOOMY M3 BapHAHTOB
ocyuiecTsieHus 19-27, B KOTOpoil no MeHbIel Mepe okoso 80% JacTull UMErOT pa3mep oT 1 HM
10 0koso 750 HM.

[344] Bapuant peanuzauuu 29. ®@apmaueBTudeckas KOMIIO3ULUS 10 JEOOOMY W3 BapUaHTOB
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ocyiecTsieHus 19-28, B kOTOpoil o MeHblel Mepe 0kono 90% vacTull UMErOT pa3Mep OT 1 HM
110 0koso 750 HM.

[345] Bapuant peanmuzauuu 30. ®@apmaueBTudeckas KOMIIO3ULUS 10 JIEOOOMY W3 BapUaHTOB
ocyuecTsieHus 19-29, B KOTOPOil O MeHbIIEH Mepe 0KoJIo 95% JacTull UMErOT pa3mep oT 1 HM
10 0k0J10 750 HM.

[346] Bapuant peammzauuu 31. @apmaneBTHdeckas KOMIO3HMLUS MO TIOOOMY U3 BapHAHTOB
OCYILECTBJIEHUS 1-30, MpyuYeM  JIeKapCTBEHHast dbopma  mpencraBisieT  COOOM
CaMOAMYJIbTUPYIOLIYIOCS CUCTEMY JOCTABKH JiekapcTBeHHOTo cpenctsa (SMEDDS).

[347] Bapuant peanuzanun 32. @apmaneBTH4eckas KOMIIO3ULUS IO JI000My M3 BapuaHTOB
ocymectnenust ~ 1-30,  mpuyem  yekapctBeHHas — (opma  mpexacraBisier  coOoH
CaMO3MYJIBTHPYIOIIYIOCS CUCTEMY JieKapcTBeHHOH noctaBku (SEDDS).

[348] Bapuant peanmuszauuu 33. dapmaueBTHYECKas KOMIIO3ULUS 10 JIEOOOMY W3 BapHaHTOB
ocymecteineHust 1-30, mpudeM JnekapcTBeHHass (opma mpenctaBisieT coOOH BBICYLICHHYIO
pacIbUIEHHEM JIEKAPCTBEHHYIO (POPMY AUCTIEPCHUU.

[349] Bapwuant peanuzanun 34. @apmaneBTudeckas KOMIIO3ULUS IO JI000My U3 BapuaHToB
ocymecteieHust 1-30, mpudeM JekapcTBeHHas (opMa IPEACTABISET COOOW TO3UPOBAHHYIO
¢dbopMy st TPaHYIMPOBAHUSI TOPSIUYErO PaCcIIaBa.

[350] Bapwuant peanuzanun 35. @apmaneBTudeckass KOMIO3ULUS 10 M0oO0oMy u3 BapuanToB
ocymecteieHust 1-30, mpudyeM JnekapcTBeHHas (opMa NpeAcTaBisAeT COOON JIEKAPCTBEHHYIO
bopMy, MOTYyUEHHYIO SKCTPY3HeH U3 TOpsYero pacIjiasa.

[351] Bapuant peammzauuun 36. @apmareBTUdeckas KOMIO3UIMSA MO JEOOOMY M3 BapHAHTOB
ocymectBienus 1-30, mpudeM JekapcTBeHHas (opma mpencraBisier coOOl NO3MPOBAHHYIO
(bopMy MHUKpPOIPELUITUTHPOBAHHOTO HepacdacoBaHHOro nopoumka (MBP).

[352] Bapuant peanuzanun 37. @apmaneBTudeckas KOMIIO3ULUS IO JI000My M3 BapuaHTOB
ocywecteienus 1-30, mpuuem iekapcTBeHHas popma npeacTasiseT coOOON JKUAKOCTb.

[353] Bapuant peanuszauun 38. @apmaneBTHdeckas KOMIIO3MLMS COrjnacHo Bapuanrty
OCYILIECTBIIEHHsI 37, IPUUEM JIeKapCTBEHHAas (hopMa MpeacTaBisieT COOOH CYCIEeH3HI0, PacTBOP,
CUPOI UJIU 3JIUKCHUD.

[354] Bapuant peanusanuu 39. @apmanesTudeckas koMno3unus no Bapuanty 37 umm 38,
NpUYeM JIEKapCTBEHHAs (popMa MpencTaBisieT COOOH HAHOCYCIIEH3HIO.

[355] Bapmant peanmuszaunu 40. @apmaueBTHYECKas KOMIIO3ULUS 10 JIOOOMY W3 BapHaHTOB
ocymecTsieHus 37-39, mpuyeMm JekapcTBeHHas popma MpeacTaBisieT COO0H CyCIeH3HI0.

[356] Bapuant peanmuszauuu 41. d@apmaueBTHdeckas KOMIIO3ULMS 10 JEOOOMY M3 BapHAHTOB
ocymectieHust 40, mpuyeMm JieKapcTBeHHas (opma mpencrasisier coOOH  KOJUIOHAHYIO

CYCIIEH3HIO.
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[357] Bapmant peanmuszaunu 42. @apmaueBTU4ecKas KOMIIO3ULMS 10 JEOOOMY W3 BapHaHTOB
ocymectBiieHus: 1-36, mpudeMm JiekapcTBeHHass (¢opMa TPEACTABISIET COOOM TBEPIOYIO
JIEKapPCTBEHHYIO (hOpMY.

[358] Bapuant peanuzauuu 43. ®@apmaueBTudeckas KOMIIO3ULUS 10 JEOOOMY W3 BapUaHTOB
ocymectieHus 1-36 wim 42, mpuueMm JieKapcTBeHHas (opma mpencrasiseT coOOH TpaHysIsAT
WJIH NOPOLIOK.

[359] Bapumant peanuzaunu 44, @apmaueBTuueckas ~ KoMnosunus 1o  BapuanTy
ocywectBieHust 1-36 umn 42—43, nmpudeM JieKapCTBeHHas popMa MpencTaBisieT coOoi TadneTky
WM KarCyJy.

[360] Bapuant peanusauun 45. PapmaneBTHUeCKas KOMIIO3ULMS B COOTBETCTBUM C
Bapuanrom 44, raoe TabneTka WM Karcysa UMEeT SHTEPOCOOOMIbHOE TIOKPBITHE.

[361] Bapuant peanuszanuu 46. dapmanesruueckas komnosuuus no Bapuanty 44, npuuem
JIeKapCTBeHHAst (hOpMa MPeCTaBIsieT COO0H TadIeTKy.

[362] Bapuant peanuszauuu 47. PapmaneBTUdecKas KOMIO3ULHUA IO BapuaHTy 44, rne
TabJieTKa MPeacTaBisieT COO0H OCMOTHYECKYIO MJIABAOIIYIO TaOJIETKY.

[363] Bapuant peanuszauun 48. dapmaneBTHdeckas KOMIIO3MLMS COrIacHO Bapuanrty
ocyecTsieHust 47, B KOTOPOH Karcyjia MpeAcTaBisieT cOOOH TBEPAYIO KArCylly, 3aNOJHEHHYIO
JKUAKOCTBIO, WM MATKYIO JKEJIAaTUHOBYIO KaICyJy.

[364] BapuanT peanuszanuu 49. dapmaneBTuueckas KOMIIO3ULMS MO J000oMy U3 BapuanTtos
ocyuiecTieHust 1-48, mpudeMm JekapcTBeHHas (opMa IpeACTaBiIsAeT COOON JIEKAPCTBEHHYIO
bopmy ¢ MOAUDULIUPOBAHHBIM BBICBOOOKIEHUEM.

[365] Bapuant peamuzauuu 50. @apmaueBThyeckas ~komnosunus 1o  Bapuanty
ocyiecTBieHust 49, nmpuyuem JekapcTBeHHas Gopma ¢ MOTU(PUIIUPOBAHHBIM BBICBOOOKICHUEM
npeAcTaBisieT  coOOil  JIeKapCTBEHHYHO  (OpMYy € OTCPOYEHHBIM  BBICBOOOJKIACHHEM,
JIEKapPCTBEHHYIO (hOPMY € MPOJOHTHPOBAHHBIM BbIcBOOOkAeHHeM (ER) wiu jekapcTBEHHYIO
(dbopMy C LIEeTEBBIM BBICBOOOKICHUEM.

[366] Bapuant peanuszauuun 51. @apmaneBTHyeckas KOMIIO3MLMS CcOrjgacHo Bapuanty
ocymectenenus 50, rae nosuposanHas Gpopma ER npencrasisier coboli 103upoBaHHYIO GOpMYy C
3aMeUIeHHbIM BBICBOOOKAeHHeM (SR) wmnm pmo3upoBaHHyr ¢GOpMy € KOHTPOJIHPYEMBIM
BbicBOOOKIeHneM (CR).

[367] BapuanT peanuzanuu 52. dapmauneBTHUECKas KOMIIO3ULUS IO JI0O00My M3 BapuanToB
ocymecTieHust 1-48, mpudeMm JnekapcTBeHHas (opMa NPEeACTaBiIsAeT COOOW JIEKAPCTBEHHYIO
¢dbopMy ¢ HEMeIJIEHHBIM BBICBOOOKIIEHUEM.

[368] Bapmant peanuzauuu 53. ®@apmaueBTudeckas KOMIIO3ULMS 10 JEOOOMY W3 BapUaHTOB

ocywecTBieHust 1-52, oTnuyaromasics TeM, 4to (papMareBTUIecKkass KOMITO3ULMS CONEPKUT OT
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okoso 10 mr mo okomo 1000 mr coemmuenust ¢popmysl (I) niam ero M30TOMHOrO BapHAHTA,
TayToMepa, papMaleBTHYECKU MPUEMJIEMOI COJIM, CObBATa WJIM THpaTa.

[369] Bapuant peanuzaunu 54. @apmaneBTHUeckas KOMIIO3ULMS IO JEOOOMY M3 BapHAHTOB
ocyuiecTieHust 1-52, oTnuyaromiasics TeMm, u4To (papmaneBTH4ecKass KOMIO3HLIMSA CONEPKUT OT
okono 50 mMr mo okoino 600 mr coemuHeHust ¢opmyibl (I) wim ero M30TOMHOrO BAapHAHTA,
TayTomepa, (hapMaeBTHYECKH MPUEMIIEMOH COJIH, COJIbBATA WM THIpPATA.

[370] Bapuant peanuzauuu 55. @apmarieBTuveckas KOMIIO3ULIUS MO JIOOOMY M3 BapHAHTOB
ocywecTBieHust 1-52, oTnuyaromasicst TeM, 4To (papmManeBTU4ecKass KOMIO3HIHS CONEPIKUT OT
okosio 50 mr 1o okoso 150 mr, okosio 150 mr g0 okosio 250 mr, okosio 250 mr mo okojo 350 wmr,
okoio 350 mMr go okoJio 450 mr, okoso 450 mr 1o okosio 550 mr, okono 550 mr 1o okono 650 wmr,
okosio 650 mr 10 okoso 750 mr, okono 850 mr mo okono 950 mr, unm okono 950 Mr 70 OKOJIo
1050 wmr coemuHenus ¢opmyasl (I) wnmM  ero HM30TOMHOrO BapHaHTa, TayTOMEpa,
(bapManeBTHYECKH MPUEMIIEMOI COJIH, COJIbBATA U THIPATA.

[371] BapuanT peanuzauuu 56. @apmaueBTHYECKas KOMIIO3ULUS IO JIEOOOMY W3 BapHaHTOB
ocymecTieHust 1-52, oTnuyaromasics TeM, 4To (apMaleBTUYECKass KOMITO3ULHS CONEPIKUT
okosio 50 mr, okojio 100 mr, okono 150 mr, okojio 200 mr, okoso 250 mr, okojio 300 Mr, OKOJIO
350 wr, oxono 400 mr, okoyio 450 mr, okono 500 mr, okojo 550 mr, okoyio 600 mr, okosno 650
mr, okoJyio 700 mr, okoso 750 mr, okoao 800 mr, okojyio 850 mr, okoso 900 mr, okojo 950 wmr,
win okosno 1000 mr coenunenus Qopmynbl (I) Wau ero M30TONMHOrO BapuaHTa, TAyTOMEPA,
(bapmMareBTHUECKH TPUEMJIIEMOM COJIH, CONIbBATA UJIM TMIpPATa.

[372] Bapuant peammzauuu S57. @apmarneBTHYECKas KOMIO3ULMS MO JOOOMY M3 BapUaHTOB
ocymecTBieHus 1-52, oTimuaromascs TeM, 4TO (papMaleBTHYECKas KOMITO3HLIUS COAEPKUT
okouio 50 mr, okojio 100 mr, okono 150 mr, okoso 200 mr, okono 250 mr, okojio 300 Mr, OKoJI0
350 wmr, okomo 400 mr wau okoyno 500 mr coemunenus ¢opmysibl (I) WM €ro U30TOMHOTO
BapHaHTa, TAyTOMepa, (papMaieBTUIECKH MPUEMIIEMO COJTH, COJTbBATA WJIHM THIpPATA.

[373] BapuanT peanuzanuu 58. dapmaueBTHUeckas KOMIIO3ULMs MO Mobomy u3 BapuaHToB
ocymectBieHust 1-57, B KOTOpOH MO MeHblel Mepe OmuH (papMaleBTHUECKU MPUEMIIEMBbIH
SKCLUUMHUEHT MPEACTaBIsieT COOOH HANOJHUTENb, Pa3phIXJIIUTENb, CBSA3YIOIIEE, CPEACTBO IS
CKOJIBXKEHUS, CMA3bIBAOIIEE BELIECTBO MITH JIFOOYIO X KOMOWHAIIHIO.

[374] BapwuanT peanuzanun 59. @apmareBrudeckas KOMIO3HLUS 10 Jr00oMy u3 BapmanTtos
ocymectieHust 1-58, rme mo MeHblueld Mepe oauH (apMaLEBTHUECKH NPUEMIIEMBbIH
HAIOJIHUTEIb MPEACTABIISIET coboit MHUKPOKPUCTAJUIUYECKYIO LEJLTFOJIO3Y,
MpeKeNaTUHU3UPOBAHHBINA KPaxMall, MOBUAOH, CT€apaT MarHusi, KOJUIOUAHBIN JTUOKCUA KPEMHUS
WJIN JIFOOYIO UX KOMOWHALHIO.

[375] Bapuant peanuzauun 60. @apmaueBTudeckas KOMIIO3ULUS 10 JEOOOMY W3 BapUaHTOB
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ocymecTieHust 1-59, ornuuaromascs TeMm, 4To (apMaleBTHYeCKass KOMIO3HLUS CTaOubHA B
TeueHue 10 36 Mecsues nmpu remneparype ot okoso 2 °C no okono 25 °C.

[376] Bapuant peamusauuu 61. PapmaneBTHdeckas KOMIIO3ULUS B COOTBETCTBUM C
Bapuanrom 60, oTnuyaromascs TeM, 4To (papMaLeBTHIeCKass KOMIIO3ULIUS CTa0MIIbHA B TEUEHHE
nepuoaa OT OKoJIo 24 1o okojo 36 mecsues npu Temneparype ot okoso 2 °C o oxouo 8 °C.
[377] Bapuant peanmuzanmu 62. @apmaneBTHUecKas KOMIO3ULMS 1O roOoMy u3 BapuaHToB
ocymecTtBieHus 1-61, ornuuaromasics TeM, 4To (apMareBTHIecKass KOMIO3UIHS M0 CYILIEeCTBY
HE COZEPKUT IPUMECEH.

[378] Bapuant peanuzauuu 63. dapmaueBTHYECKas KOMIIO3ULUS IO JIOOOMY W3 BapHaHTOB
oCyIecTBIeHHs 1-62, OTINYAIOIIAsACS TEM, YTO (papMalleBTHYECKast KOMITO3ULMS UMEET YHUCTOTY
1o MeHbIIeH Mepe okosio 90%.

[379] Bapuant peanmuzauuu 64. @apmaueBTHYECKas KOMIIO3ULUS IO JIOOOMY W3 BapHAHTOB
ocywecTBIeHus 1-63, oTnuyaromascs TeM, 9to papMarleBTHIECKast KOMIIO3ULUS UMEET YHUCTOTY
10 MEHbIIEeH Mepe 0Koyio 95%.

[380] Bapmant peanmuszauuu 65. dapmaueBTHYECKas KOMIIO3ULMS IO JIEOOOMY W3 BapHAHTOB
ocymecTBIeHus 1-64, oTnuyaromascs TeM, 9To papMareBTHIeCKast KOMIIO3ULUS UMEET YHUCTOTY
10 MEHbIIeH Mepe 0Koyo 96%.

[381] BapuanT peanuzauuu 66. @apmaneBTHUeCKas KOMIIO3UIMUS 10 JIOOOMY W3 BapHaHTOB
OCyILIECTBIIEHHs 1-65, oTnuuaromascs TeM, 4To papMareBTHIecKast KOMIIO3ULUSA UMEET YHUCTOTY
10 MeHbIIeH Mepe 0Koso 97%.

[382] BapuanT peammzauuu 67. @apmarneBTHYeCKass KOMIO3ULMS MO JOOOMY M3 BapUaHTOB
ocyuiecTBieHHs 1-66, oTaryaromasics TeM, u4to (papMarneBTHIecKast KOMIIO3ULHS UMEET YUCTOTY
10 MeHbIIeH Mepe 0Koio 98%.

[383] Bapuant peanuzauuu 68. dapmaueBTHYECKas KOMIIO3ULUS MO JIEOOOMY W3 BapHaHTOB
oCyIIecTBIIeHHs 1-67, OTIMYAIOIIAsACS TeM, YTO (papMalleBTHYECKast KOMITO3ULHS UMEET YHUCTOTY
10 MEHbIIEeH Mepe 0Koyio 99%.

[384] BapuanT peanuzanun 69. @apmaneBTHdeckas KOMIIO3ULUS IO JI000My M3 BapuaHTOB
ocymectieHust 1-68, oTnuyaromasicst TeM, 4To (apMaLeBTHUECKass KOMIIO3ULIUS SIBISIETCS HA,
no MeHblnei mepe, okojo 99,1%, okono 99,2%, okono 99,3%, okono 99,4%, oxono 99,5%,
okoJ10 99,6%, okoio 99,7%, okono 99,8%, npudnusurepHO 99,9% wiu npudnusurensao 100%
YHCTOU.

[385] Bapwuant peanuzanun 70. @apmaneBTHUeckas KOMIIO3ULUS IO J000My U3 BapuaHToB
ocywecTBieHus 1-62, oTnuyaromasics TeM, 4To (papMaLeBTHUECKass KOMIIO3ULIUS COAEPIKUT A0
okoJio 10% (mac./mac.) mo MeHbIIe Mepe OHON MPUMECH.

[386] BapuanT peanuzanun 71. @apmaneBTuueckas KOMIIO3ULUS IO J000My U3 BapuanTtos
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ocymectieHust 1-62 wimm 70, oTiaMyaroImascs TeM, 4YTo (apMaleBTHYECKas KOMIIO3HIIUS
comep:kut MeHee okosio 10% (mac./mac.), okono 9% (mac./mac.), okojio 8% (mac./Mac.), OKOJIO
7% (mac./mac.), okoso 6% (mac./mac.), okoso 5% (mac./mac.), okosio 4% (mac./mac.), okoso 3%
(mac./mac.), okxomo 2% (mac./mac.), umn okosno 1% (mMac./mac.) mo MeHbLIel Mepe OIHOM
IIPUMECH.

[387] Bapuant peammzauumn 72. @apmareBTHdYecKas KOMIO3UIMSA MO JEOOOMY M3 BapHaHTOB
peanuzaumu 1-62 wimu 70-71, oTnuyaromiasics TeM, 4YTO (hapMaleBTHYECKas KOMITO3ULIUS
comep>kuT MeHee okono 5% (Mmac./mac.), okono 4% (mac./mac.), okono 3% (mac./mac.), OKoJIO
2% (mac./mac.), wiu okono 1% (mac./mac.) mo MeHblIel Mepe OTHON PUMECH.

[388] Bapuant peanuzanun 73. @apmaneBTudeckas KOMIIO3ULUS MO 0OOMy M3 BapuaHTOB
peamm3anuu 70-72, OTIUYAOIIASACSA T€M, YTO (papManeBTUYECKash KOMITO3ULIHSI COAEPKUT MEHEe
okono 0,9% (mac./mac.), okomo 0,8% (mac./mac.), okono 0,7% (mac./mac.), okono 0,6%
(mac./mac.), okojo 0,5% (mac./mac.), okono 0,4% (mac./mac.), okono 0,3% (mac./mac.), OKoJIO
0,2% (mac./mac.), wiu okoso 0,1% (Mac./Mac.) Mo MeHbIIeH Mepe OJJHOU MPUMECH.

[389] BapwuanT peanuzanun 74. @apmaneBTudeckas KOMIIO3ULUS IO JI0O00My M3 BapuaHToB
peanmusauuu 70-72, B KOTOPOU IO MEHBLIEH MEpe OJHA IPUMECDH SIBJISIETCS 1€TPAJaHTOM.

[390] Bapwuant peanuzanun 75. @apmaneBTudeckas KOMIIO3ULUS IO J000My U3 BapuaHToB

peanuzauuu 70-72, B KOTOPOH MO MEHBIIEH Mepe OHA MPUMECH MPEACTABIISIET COOOM:

7\
=N
OH o OH
-N -N -N
0 \ 1% \ 0 A\
N XN XN
I N4 | N | +z
N~ "NH, OH ) NH,
? 9) ?
Ho—ﬁ—o' HO—ﬁ—O_ tBu-o—ﬁ—o'
o o}
2 2 2
7\
=N
cl OH o
7\
-N -N
0 A\ % \ =N
S = N7 S = o)
+ ! +z
N” “NH, o4 N, N” “NH, oN
o) 7D o} . )
P- *N—™\ i B
HO-P-0 = 0-P-0-P-0~ |
o} o] N~ OH



141

o
7\ 7\ \
0 o] XX
|\
o-N o-N )N NH
X
S S o
» | tBu-0—P—0
~Z 11
N NH, N o
> 2 >
N=
\ 7
7\
-N
o-N =N
XN o
P
2 -N
) lo] Q \)
? N SV
HO-P-0" @ |
0 =/ N 'N(Bock Wu Jiro0oe

UX COUYETaHUE.
[391] BapwuanT peanuzanun 76. @apmaneBTHdeckas KOMIIO3ULUS IO J000My U3 BapuanToB

peanuzauuu 70-72, B KOTOPOH MO MEHBIIIEH Mepe OTHA MPUMECH MPEACTABIISIET COOOM:
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[392] Bapuant peanuzanun 77. @apmaneBTU4eckas KOMIIO3ULUS IO JI0O00My M3 BapuaHTOB
ocymectBieHust 1-62, (apmaueBTHUeCKash KOMITO3ULHMS COIAEPXKHUT BCero okojo a0 4,0%
(Mac./mac.) mpumeceii.

[393] Bapuant peanuzanun 78. @apmaneBTHdeckas KOMIIO3ULUS IO JI000My M3 BapuaHTOB
ocymecteieHust 1-62 wmm 77, QgapmaneBrudeckas KOMIO3ULUS comepkut 10 okono 0,5%
(Mmac./mac.) mo0ol HHIUBUYATBHON TIPUMECH.

[394] BapuanT peanuzanun 79. @apmarneBrudeckass KOMIO3HLUS 10 Jr00oMy u3 BapmanTtos
ocymectenenust 1-62 wnu 77-78, gpapmaneBrudeckass KOMIO3HLIUS COAEPKUT 10 Okoso 1,5%

(Mac./mac.) CoeTMHEeHUS:
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[395] Bapuant peanmuzanuu 80. dapmaneBTHYECKas KOMIIO3UIUS MO JI0OOOMY U3 BapuaHToB
ocywectBieHust 77-79, oTiuyaromascs TeM, 4to (apManeBTHYeCKash KOMITO3ULMS COAEPIKUT
okosio 50 mr, okono 100 mr, okonmo 200 mr, okono 300 mr, okono 400 mr wiu okono 500 mr
coenuaeHust ¢opmyiasl (), WM ero HW30TONMHBIA BapHaHT, TayToMep, (apMaleBTHUYECKH
MIPUEMJIEMYIO COJIb, COJIBBAT WJIA TUAPAT.

[396] Bapuant peanusauuu 81. @apmMarneBTHUecKast KOMIIO3ULINS, COAEPKALIAs:

(1) coenunenue popmyier (1),

o\
| N N7
X0
»
@)N NH,
o)
HO—IIIDI—OG
o)

WIN €ro W30TOMHBIM BapHaHT, TayToMep, (papMalieBTHUECKH NpHeMIIeMasi COJb, COJIbBAT
WJIN TUIPAT; U
(1) mo MeHbLIeH Mepe, OauH (HapMaLEeBTHUECKH MPUEMIIEMbII HATIOJHUTEIb,
npudeM (papMaLeBTHUECKasT KOMITO3ULUS HAXOAUTCS B JIEKAPCTBEHHOM (popme 1t JO3UpOBaHUS
WJIM BBEJICHUS ITyTE€M HHBEKIIUH.
[397] Bapuant peanusauuu 82. @apmaueBTUYECKasi KOMIO3ULUSA BapUaHTA OCYLIECTBJIEHUS
u3zobperenus 81, nmpudem (apmarieBTHUECKass KOMITO3ULIMS HAXOAUTCS B JOSUPOBAHHOU (hopme
s BHyTpuBeHHOU (LV.) mHbekunMu wiu wHQY3UHW, WIH BHYTPUMBIIIEUYHOH, MOAKOKHOW WU
BHYTPUKOXHON MHBEKLHH.
[398] Bapuant peanusauuu 83. @apmaueBTHUECKass KOMIIO3ULUSA BapUaHTa OCYLIECTBICHHUS
u3zobperenus 82, npudeM (apmarieBTHUECKass KOMITO3ULINS HAXOAUTCS B JO3UPOBAHHOU (hopme
s LV, uabpexun uinn nHpy3uu.
[399] Bapmant peanmzanmmu 84. @apmaneBTHUECKas KOMIIO3WIMS JIOOOT0  BapHaHTa
ocyecTBieHus n3o00pereHus 81-83, oTnuyaromasicst Tem, 4To papMareBTHIecKasi KOMIO3HLIUS
IpeACTaBysieT COOOH pacTBop.

[400] Bapuwant peanmsanmu 85. PapmaneBruyeckas KOMIIO3UIMS JIIOOOro BapHaHTa
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ocymecteieHust n3obperenus 81-84, rae coenunenne ¢opmynsl (I) uam ero M30TONMHBIN
BapUaHT, TayToMep, (apMaleBTUUECKU MpHUeMJIeMasl COJb, COJbBAT WMJIM TUAPAT SIBISIETCS
KPHUCTAJUIMYECKUM, MUKPOKPUCTAJUINYECKUM, aMOP(HBIM WIN JTUOPUITU3UPOBAHHBIM.

[401] Bapuant peanmusauuu 86. PapmaueBTUYECKasi KOMIIO3ULUS BapUaHTA OCYLIECTBJICHUS
u3obpetenust 85, rme coenuHeHne (opmyibl (I) wIM ero M3OTONMHBIA BapUaHT, TayTOMED,
(dapmaneBTHUECKH TIPHEMIIEMAsi COJIb, COJIBBAT MJIM THAPAT SBJSIETCS] KPUCTAJUINIECKUM.

[402] Bapuant peanusauuu 87. PapmaueBTUYECKas] KOMIO3ULUS BapUaHTA OCYLIECTBJIEHUS
u3zobperenust 85, rme coemuHenue Qopmynel (I) WM ero W3OTOMHBIA BapuUaHT, TayTOMeEp,
(apMaLeBTHUYECKH MTPHEMJIEMasi COJIb, COJIbBAT WJIM THAPAT SBJSIETCS aMOP(HBIM.

[403] Bapuant peanusauuu 88. PapmaueBTUYECKasi KOMIO3ULUSA BapUaHTA OCYLIECTBJIEHUS
nu3obperenust 85, rme coemuHenne Qopmysel (I) WM ero W3OTONMHBIA BapuUaHT, TayTOMeEp,
(bapManeBTHUECKH MTPHEMIIEMas COJIb, COIbBAT WM THAPAT JUO(HITHM3UPYETCS.

[404] Bapuant peanusauuu 89. dapmaneBTHUUeCKasi KOMNO3ULUS BAPUAHTOB OCYLLECTBIICHHUS
nu3o0perenus 81-88, mpuuem nekapcTBeHHAs (POpMa CONEPIKUT COPACTBOPHUTEND.

[405] Bapuant peanmmusauun 90. ®@apmaueBTUYECKasi KOMIIO3ULUS BapUAHTA OCYLIECTBJIECHUS
89, B Kotopoil copactBopuTens Bkmouaer PEG200, PEG300, PEG400, PEG600,
NPONMJIEHIJIMKOb, 3TaHO, nonucopbat 20, monucopdat 80, kpemedop, ruLepuH, OEH3UIOBBIN
crupt, auMmerunaneramun (DMA), N-metun-2- nupponuaos (NMP), mpem-0yranon unm mro0ast
UX KOMOUHAIIHSI.

[406] Bapuant peanuszanuu 91. @apmaueBTUYECKasi KOMIIO3ULUs BaAPUAHTOB OCYLLECTBJICHHUS
u3obpetenust 81-90, npuuem nekapcTBeHHas HopMa JONOIHUTETBHO CONEPHKUT MACIIO.

[407] Bapuanrt peanusauuu 92. ®apmaneBTUdecKkass KOMIIO3ULUS BapUaHTa OCYIIECTBICHUS
u300peTeHust 91, B KOTOPOI Macyio BKJIFOYAET KyHXKYTHOE MAcjio, COEBOE MAcCJjio, PACTUTEIbHOE
MacJio, Maciio U3 CEMsIH Maka, cadpiopoBOe MacliO UM UX KOMOWHAIIHH.

[408] Bapuant peanusaunuu 93. dapmaneBTHUECKass KOMIO3ULMS BAPUAHTOB OCYLLIECTBIICHUS
uszobperenus 81-92, mpuueM JiekapcTBeHHas popMa TOMOTHUTENBHO coaep Ut Oydep.

[409] Bapuant peanusauuu 94. ®@apmaueBTUyeckas KOMIO3ULMS BapUaHTa OCYLIECTBIEHUS
uszobperenus 93, rue Oydep npeacrasnser codoit pochaTHeiii Oydep.

[410] Bapuant peanmusauun 95. ®@apmaueBTUYECKasi KOMIIO3ULUS BapUAaHTA OCYLIECTBJIEHUS
uszobperenus 94, rue dpocdarubiii Oydep npencrapisieT codol pocdar Kaus.

[411] Bapuant peanmmusauun 96. ®@apmaueBTHYeCKas KOMIO3ULUS BapUaHTA OCYLIECTBJIECHUS
usobperenus 94 uimm 95, rue dpocdar kanus SBIAETCS OAHOOCHOBHBIM WJIH IBYXOCHOBHBIM.

[412] Bapuant peanusauuu 97. dapmaueBTHUECKasi KOMIO3ULUS BAPUAHTOB OCYLIECTBIICHHUS
n300perenust 81-96, ormnmyaromasics TeM, 4To (apmaleBTHUecKas Komro3unus uMeer pH or

okoJo 2,5 g0 okojo 11,0.
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[413] Bapuant peanuzaunu 98. @apmanieBTHUECKass KOMIIO3ULUSA BAPUAHTOB OCYILECTBJICHUS
n3o0perenus 81-96, ornmyaromasics TeMm, 4TO (apmMareBTHUecKass KoMIo3unus uMeer pH ot
0Kk0J10 2,5 10 0k00 5,0 uau ot okoJo 6,5 1o okono 10,5.

[414] Bapuant peanuzaunu 99. dapmaneBTHUecKass KOMIIO3ULUSA BAPUAHTOB OCYILECTBIICHUS
u3o0petenust 81-76, orTnuyaromasicst TeM, 4to (apMaleBTuueckas komrnosunus umeer pH or
0KOJIO 2,5 10 okoJio 4,5 wm ot okojio 7,0 mo okoio 9,0.

[415] Bapuant peanuzauuu 100. @apmaneBTuyeckass KOMIO3ULUS BAPUAHTOB OCYLLECTBIICHUS
u3obperenus 81-99, B koropoit pH ¢papmaneBTHUECKOW KOMIO3ULIUN PETYIHPYETCS C MOMOIIBIO
COJISTHOHM KUCJIOTBI W/WJIA TUAPOKCHUIA HATPHSL.

[416] Bapuant peanuzaunu 101. @apmaneBTuyeckass KOMIO3ULIUS BAPUAHTOB OCYILECTBIIECHUS
nu3o0perenust 81-100, orauyaromasicsi Tem, 4To (GapMareBTHYeCKass KOMIIO3ULUSI COAEPKUT OT
OKOJI0 5 Mr/Mi 10 okoio 250 mr/mn coequHenust popmyiibl (I) MM €ero U30TOMHOTO BapUaHTA,
TayToMepa, hapMaleBTHYECKH MPUEMIIEMOI COJIH, COJTbBATA WJIM THIPATa.

[417] BapuanTt peanusauuu 102. @apmanieBTUUeCKass KOMIO3ULUS BAPUAHTOB OCYILECTBIICHHUS
nu3o0perenust 81-101, ormuuaromasicst Tem, 4To (papMareBTHIeCKass KOMIIO3ULUSI COAEPKUT OT
okoJio 10 mr/mn o okono 50 mr/mn coequHenust popmyibl (I) MM €ro U30TOMHOTO BapUAHTA,
TayToMepa, papMaLeBTHUECKH MPUEMIIEMOI COJIH, CONbBATA MIIN THAPATA.

[418] BapuanTt peanuzauuu 103. @apmaneBTuyeckas KOMIO3ZULIMS BAPUAHTOB OCYILECTBIIEHUS
n3o0perenus 81-102, ormuyaromasicst TeMm, 4To (papMareBTUdeckass KOMIIO3ULUS COAEPKUT OT
okoJio 20 mMr/mn 1o okono 40 mr/mn coeauHeHust Gpopmyunsl (I) wim €ero M30TOMHOIO BapUAHTA,
TayTomepa, (hapMaleBTHYECKH MPUEMIIEMOH COJIH, COJIbBATa WU THIpPATA.

[419] Bapuanr peanusauuu 104. @apmanesTudeckasi KOMIO3ULUS BAPUAHTOB OCYLIECTBICHUS
u3obperenust 81-102, ornuuaromascs Tem, 4To (hapMaleBTHUECKash KOMIO3HMLHUS COAEPIKUT
okojio 10 mr/mi, okosno 15 mr/mn, okono 20 mr/mi, okojio 25 mr/mu uiad okojo 30 mr/mi
coenuaenust popmynel (I), WM ero M30TOMHOrO BapHWaHTa, TayToMepa, (apMaleBTHYECKH
MIPUEMIIEMON COJH, CONbBATA WM TUApATa.

[420] Bapwuant peanuzaumu 105. PapmarnieBTrdyeckas KOMIIO3UIUS MO JIOOOMY M3 BapHAHTOB
ocywmecteneHust 1-104, otnuyaromasicst TeM, 4To (papManeBTUIECKass KOMITO3ULHSI COIEPIKHUT OT
okojo 10 mr mo okomo 1000 mr coemmuenust ¢popmydsl (I) niam ero M30TOMHOrO BapHAHTA,
TayToMepa, hapMaleBTHYECKH MPUEMIIEMOI COJIH, COJTbBATA WJIM THPATa.

[421] Bapwuant peammzauuu 106. @apmaneBTHUECKasT KOMIIO3UIUS IO TIOOOMY U3 BapHAHTOB
ocymecteineHust 1-105, otnuyaromasicst TeM, 4To (papmManeBTUIECKass KOMITO3ULHSI COIEPIKHUT OT
okojo 50 Mr go okomo 600 mr coemuHenus ¢opmynsl (I) wnm ero M30TOMHOrO BapHAHTA,
TayToMepa, papMaleBTHUECKH MPUEMIIEMOI COJIH, CONbBATA MJIN THAPATA.

[422] Bapuant peanuzauuu 107. @apmaneBTudeckass KOMIIO3ULMS 1O JIOOOMY M3 BapUaHTOB
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ocymecteineHust 1-105, otnuyaromasicss TeM, 4To (papmManeBTUIECKass KOMITO3ULHSI COAEPIKHUT OT
okoJio 50 mr 10 okosio 150 mr, okosio 150 mr g0 okoso 250 mr, okojio 250 Mr 10 okoJio 350 wmr,
okoJi0 350 Mr g0 okoJio 450 mr, okoJio 450 mr g0 okoj0 550 Mr, okos0 550 mr 10 okoso 650 wmr,
okoJsio 650 mr g0 okoso 750 mr, okosio 850 mMr 10 okojo 950 mr, unu okoso 950 Mr 10 OKOJIO
1050 wmr coemunenuss ¢opmyasl () WM  ero W3OTOMHOrO BapHaHTa, TayTOMEpa,
(apmaLieBTHUECKH IPUEMIIEMOH COJIM, COJIbBATA WJIM THAPATA.

[423] Bapwuant peanuzauuu 108. @apmarieBTrdeckas KOMITO3UIUS MO JIIOOOMY M3 BapHAHTOB
ocywmecteieHust 81-105, ornuuaromascs Tem, 4To (papMaleBTHYECKass KOMIO3HLIUS COAEPIKUT
okosio 50 mr, okojio 100 mr, okono 150 mr, okoso 200 mr, okoso 250 mr, okojio 300 Mr, OKoJI0
350 wr, okono 400 mr, okono 450 mr, okono 500 mr, okono 550 mr, okoso 600 mr, okono 650
mr, okosio 700 mr, okono 750 mr, okono 800 mr, okono 850 mr, okojo 900 mr, okojo 950 wmr,
wi okoso 1000 mr coemuueruss gopmynsl (I) wim ero M30TOMHOrO BapHWaHTa, TayTOMEPA,
(bapMarieBTHUECKH MPUEMIIEMOH COJIH, COJIbBATA UJIHM THIPAaTa.

[424] Bapwuant peanuzauuu 109. @apmarneBTHUECKasT KOMITO3UIHS 0 JFoOomMy u3 BapuanToB
ocymecteineHus 81-108, ornuyaromascs Tem, 4To (papMaLeBTHUECKash KOMITIO3ULUs CTA0MIIbHA B
TE€UEHUEe OKOJIO 10 24 Mecs1eB mpu Temneparype ot okono -20 °C go 8 °C.

[425] Bapuant peammsauuun 110. ®apmauestuueckass kommo3uuus 1o  Bapuanrty
ocymecteineHust 101, ornuyaromasics Tem, 4To (apMarneBTUYecKass KOMIO3HIMS CTa0WIIbHA B
TEUEHUe MepHoa OT OKOJIo 12 10 okoio 24 MecsiLeB npu TemrepaTtype okoso -20 °C.

[426] BapuanT peanuzauuun 111. dapmaneBTrueckas KOMIO3UIMS 10 Jodbomy u3 BapuanTos
ocymectienus 81-110, ornuuaromasics TeMm, 4YTO (papMaLEBTHUYECKas KOMIIO3ULMS 10
CYLIECTBY HE COAEPKUT IPUMECEH.

[427] Bapuant peanuzauuu 112. @apmaneBruyeckasi KOMIIO3UIHS 1O JIOOOMY U3 BapHAHTOB
ocymectBieHust 81-111, ornuuaromascs Tem, 4TO (apMaleBTHUECKas KOMIIO3UIUS HMEeT
YHCTOTY IO MeHblLIeil Mepe okoJio 90%.

[428] Bapuant peanmzauuu 113. @apmaneBTryeckass KOMIIO3ULHS IO JFOOOMY M3 BapHAHTOB
ocymecteineHust 81-112, ornuuaromasics TeMm, 4TO (apMaleBTHUECKas KOMITO3ULIUS HMEET
YUCTOTY IO MeHblLIEil Mepe okoJio 95%.

[429] Bapwuant peammzauuu 114. @apmaneBTudeckasi KOMIIO3ULHS TI0 JTFOOOMY M3 BapHAHTOB
ocymectenenust 81-113, ornuuaromascs Tem, 4TO (apMaleBTHUECKas KOMIIO3ULUS HMEET
YHCTOTY IO MeHblIel Mepe okoJio 96%.

[430] BapwmanT peammzauuu 115. @apmaneBTrdeckass KOMIIO3ULHS TI0 JTFOOOMY M3 BapHAHTOB
ocymecteinenust 81-114, ornuuaromascs Tem, 4TO (apMaleBTHUECKas KOMIIO3ULUS HMEeT
YHCTOTY IO MEHbLIE Mepe okoJio 95%.

[431] BapwuanT peanuzauuu 116. @apmaneBrudeckas KOMIIO3UIMS TO JTI0OOMY M3 BapUaHTOB
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ocymecteienust 81-115, ornuuaromascs Tem, 4TO (apMaleBTHUECKash KOMIIO3UIUS HMEET
YHUCTOTY IO MeHbLIE Mepe okoJio 98%.

[432] Bapuant peamuzauuu 117. @apmaneBTudeckass KOMIIO3ULMS 1O JIOOOMY M3 BapUaHTOB
ocymecteineHust 81-116, ornuuaromascs TeMm, 4TO (papmaleBTHUECKash KOMIIO3ULIUS HMEET
YHCTOTY 10 MEHbIIeH Mepe 0koso 95%.

[433] Bapuant peammzanuu 118. dapmanesTiueckas KOMIo3unus 1o sodomy u3 BapuaHros
ocymiectBiieHus: 81-117, oTnuyaromascs Tem, 4To GapMarneBTH4Yeckasi KOMIIO3HUILIHS SIBJISIETCS Ha,
no MeHblnel mepe, okojo 99,1%, okono 99,2%, okono 99,3%, okono 99,4%, oxono 99,5%,
ok0J10 99,6%, okoio 99,7%, okono 99,8%, npudausutenbHo 99,9% wiu npudausutenbao 100%
YUCTOM.

[434] Bapwuant peanuzauuu 119. @apmaneBTryuecKasi KOMIIO3UIHS M0 Jr0OomMy u3 BapuaHToB
ocymecteineHust 81-111, ornuyaromascst TeMm, 4To (apMaleBTHYECKass KOMIIO3ULUS COAECPIKUT
1o okojo 10% (mac./mac.) mo MeHbIIeH Mepe OJHON PUMECH.

[435] Bapwuant peanuzanuu 120. @apmarneBTHUECKasT KOMITO3UIHS 0 JIoOomy u3 BapuanToB
ocymectenenust 81-111 wimm 119, ornuuaromascs Tem, 4to (papManeBTHYECKass KOMITO3ULINS
comep:kut MeHee okosio 10% (mac./mac.), okono 9% (mac./mac.), okojno 8% (Mac./mac.), OKOJIo
7% (mac./mac.), okoso 6% (Mac./mac.), okono 5% (mac./mac.), okoso 4% (mac./mac.), okoso 3%
(mac./mac.), okonmo 2% (mac./mac.), umun okono 1% (mac./mac.) mo MeHbLIell Mepe OIHOH
IIPUMECH.

[436] BapuanT peanuzauuu 121. @apmaneBTudeckas KOMIIO3ULMS 1O JTIOOOMY U3 BapUAHTOB
peammzanuu 81-111 wmm 119-120, oTnuuaromasics TeM, 4to (papmaneBTHYECKas KOMITO3HLIUS
comepkuT MeHee Okojo 5% (mac./mac.), okono 4% (mac./mac.), okosno 3% (Mac./mac.), OKoJIo
2% (mac./mac.), wiu okono 1% (mac./mMac.) Mo MeHbIIel Mepe OTHON PUMECH.

[437] Bapuant peanuzauuu 122. @apmareBTHYECKass KOMIIO3UIHS MO JroOomy u3 BapuaHToB
ocymectsneHust 81-111 nm 119-121, ornuuaromascs Tem, 4to GpapmaneBTudeckast KOMIO3HLIUS
comep:xkut MeHee okojio 0,9% (mac./mac.), okono 0,8% (mac./mac.), okono 0,7% (mac./mac.),
okono 0,6% (mac./mac.), okomo 0,5% (mac./mac.), okono 0,4% (mac./mac.), okono 0,3%
(mac./mac.), oxoio 0,2% (mac./mac.), unu okoio 0,1% (mac./mac.) XoTst Obl OJTHOM MTPUMECH.

[438] Bapwuant peanuzauuu 123. @apmaneBTHuecKas KOMIIO3ULMS 10 Jr0OoMy u3 BapuanTtos
peanmusauuu 119-122, B KOTOpOH MO MEHBIIENH Mepe OJHA IPUMECH SIBJIAETCS JErpagaHTOM.
[439] Bapwuant peanuzauuu 124. @apmarneBTHUeCKasi KOMIIO3UIHS 10 Jr0Oomy u3 BapuanTos

peamm3anmu 119-123, B KOTOpOI O MEHBIIEH Mepe OJJHA MPUMECH PEACTABISIET COOOH:
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[440] Bapwuant peanuzauuu 125. @apmarneBTHUECKasi KOMIIO3UIHS 0 JI0OoMy u3 BapuaHnToB

peanuzauuu 119-124, B KOTOpOH MO MEHBIIIEH MEpe OHA MPUMECH MPEACTABISIET COOOM:
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[441] Bapwuant peanuzanuu 126. @apmareBTHyecKass KOMIIO3ULMS 110 roOomy u3 BapuanTos
ocymectenenust 81-111, ¢apmaneBTudeckas KOMIO3HLIMA COXEPKUT Bcero okosno a0 4,0%
(Mac./mac.) mpumeceil.

[442] Bapuant peanuzauuun 127. dapmareBTHUecKass KOMIIO3UIMS 110 robomy u3 BapuanTtos
ocymectsienus 81-111 umm 126, dapmaueBTHyeckas KOMIO3HLIHS COAEpKUT 10 okono 0,5%
(mac./mac.) moOoi HHIUBUIYATbHON MPUMECH.

[443] Bapwuant peanusauuu 128, @apmaneBTudeckas KOMIIO3UIMS O JIOOOMy 13 BapuaHToB
ocymectBineHust 81-111 mumm 126-128, dapmaueBTudeckas KOMIO3HUIHS COAEPIKUT IO OKOJIO

1,5% (mac./Mac.) coenMHEeHUS:
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-N
0 \
N [
P
N” NH,

[444] Bapwuant peanuzauuu 129. @apmarneBTHUeCKasi KOMIIO3UIHS 0 Jr0Oomy u3 BapuanTos
ocymecteieHust 81-128, ornuuaromascs TeM, 4To (apMaleBTHYECKass KOMIIO3HLIUS COAEPIKUT
okojo 20 wmr/mn coenuneHust ¢opmyiasl (I) uiam ero HM30TOMHOrO BapHaHTA, TayTOMEPA,
bapmareBTHIECKH TPUEMJIIEMOM COJIH, CONIbBATA UJIM MMpaTa.

[445] Bapuant peanuzanuu 130. KoMOMHNpOBaHHAs KOMIIO3ULIUSA, COEPIKAINAs:

(i) coenunenue popmyJsr (1):

o—\
B N7
X o
»
?T NH,
o)
Ho—l'l—oe
@,

WIA €r0 M30TOMHBIA BAaPHAHT, TayTOMep, (papMaleBTUYECKH MpHeMJIeMas COJb, COJIbBAT HIIU
TUzpar; u

(1) mo MeHbIIeH Mepe OHO MPOTUBOTPHOKOBOE CPEICTBO.

[446] Bapuant peanusanuu 131. Komnosumus B coorBerctBun ¢ Bapuantom 130, rae

KOMITO3UIMST  JIOTIOJIHUTENIbHO COAEPIKUT IO MEHbLIeH Mepe OAWH (papMaleBTHYECKH

MIPUEMJIEMBIN HAITOJTHUTED.

[447] Bapuant peanusauuu 132. Komnosunus cornacHo Bapuanty ocymectsinenust 130 unu

131, rme mo MeHblIedl Mepe OAMH MPOTHBOIPUOKOBBIM areHT MpeAcTaBiseT coOOW aszou,
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SXMHOKAHIUH, Ae30kcuxonar amporepunuaa B, xoxnear amdorepununa B, S-¢Topumrosus,
tepOuHaduy, rpuseodyneBuH, VL-2397, wubpekcadpynrepm, oporomun FO01318 wumm ux
KOMOWHALIHH.

[448] Bapuant peanusauuu 133. Komnosuuusa B coorserctsuu ¢ Bapuanrom 132, roe ason
IpencTaBisieT coOOH KEeTOKOHA30, (DIyKOHA30JI, MO3aKOHA30J, HTPAKOHA30Jl, BOPUKOHA30J,
M3aBYKOHA30J1 WJIM MUKOHA30J1.

[449] Bapuant peanuzaunu 134. KoMnosuuus B COOTBETCTBUU C BAPUAHTOM peanuzauuu 132,
B KOTOPOW SXHMHOKAHIWH MpeAcTaBisier coOoH kacmodyHruH, aHuayjJapyHruH, MUKaQyHTHH
win pe3adyHTUH.

[450] Bapwuant peanuzanuu 135. KoMOnHMpOBaHHAS KOMITO3ULIUS, CONEPIKAINAs:

(1) coenunenue Gopmyisr (I):

o=\
| N N7

X 0

w

&N~ "NH,

o)
HO—Iﬁ'—Oe

0 @,

WIN €ro W30TONHBIM BapHaHT, TayToMep, (papMalieBTHUECKH NpHeMIIeMasi COJb, COJNbBAT
WIN TUAPAT;, U

(i1) coenunaenue dpopmysl (II)

0—\
| N N7
XX (0]
w
N NH, (H),

WIN €r0 W30TOMHBIA BapUaHT, TayToMep, (PapMaleBTUYECKH MPHUEMJIEMYIO COJIb, COJIbBAT
VI TUAPAT.
[451] Bapuant peamusaumu 136, Kommosumus mno BapuaHTy ocyuiectBieHus 135, rae
KOMITO3ULMST  JIOTIOJIHUTENIbHO COAEPIKUT IO MEHbLIEH Mepe OAuH (apMaleBTHUECKH
MPUEMIIEMBIN HAITOJTHUTENb.
[452] Bapmant peammsanmu 137. Komnosunusi BapuaHTa OCyIIECTBJIEHHs] u300pereHust 135
wm 136, rne coenunenue Qopmyner (I) waM ero W3OTONHBIA BapHAHT, TayTOMeEP,
bapmareBTHUECKH TPUEMIIEMast COJIb, COJIbBAT MIIM TUApAT U coenuHerne Gpopmysl (II) wmm ero
W30TOMHBIM BapHaHT, TayToMep, (papMaleBTHUECKH NpHeMieMas COJb, COJbBAT WJIM THUAPAT

SIBJIAKOTCS KPUCTAJUNTUYCCKUMU.
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[453] Bapwuant peamusauuu 138. Kommosuims ir000ro BapuaHTa OCYIIEeCTBICHHS H300pETeHHUs
135-137, rtme coenuHenne ¢opmynsl (I) wnmm ero M30TONMHBI BapHAHT, TayTOMeEpP,
(bapmMarieBTHUECKH PHUEMIIEMasi COJIb, COJIbBAT WM THApaT U coenuHerne ¢popmysl (1) nnmm ero
W30TOMHBIM BapHaHT, TayTOMep, (papMalleBTHUECKU NpHeMJieMas COJb, COJbBAT WJIM THUAPAT
INPUCYTCTBYIOT B COOTHOIIEHUH OKOJIO OT 10:1.

[454] Bapuant peanusanuu 139. Komnosuuus r000ro BapuaHTa OCYIIECTBICHUS] H300peTeHHs
135-138, rme coenunenue Qopmysasl (I) waM ero W3OTOMHBIA BapHWaHT, TayTOMeEp,
(apMaeBTHYECKH PUEMJIEMast COJTb, COJIbBAT MJIM TUApAT u coenuHenue Gopmysl (II) wm ero
U30TOMHBIA BapPHAHT, TayTOMep, (apMalleBTHYECKU MpHEeMJIeMas COJb, COJbBAT WJIM THUAPAT
MPUCYTCTBYIOT B COOTHOIIEHUH OT OK0JO 9:1 10 okoso 9,99:0,01.

[455] Bapwuant peamusanuu 140. Kommnosuius r000ro BapuaHTa OCYIIEeCTBISHHS H300peTeHHUs
135-139, rme coenunenne ¢opmynsl (I) wnmM ero H3OTONMHBIA BapUAHT, TayTOMeEp,
(dapMareBTHUECKH PUEMIIEMast COJIb, COJIbBAT MM Tuapat u coequHenne Gopmyinsl (1) nnmm ero
U30TOMHBIA BapHAHT, TayTOMep, (apMalleBTHUECKU MpHEMJIeMasl COJb, COJbBAT WJIM THUAPAT
MPUCYTCTBYIOT B COOTHOIIEHHUH OT O0k0JI0 9,5:0,5 no okono 9,9:0,1.

[456] Bapwuant peamusauuu 141. KoMmmnosuims r000ro BapuaHTa OCYIIEeCTBICHHS H300peTeHUs
135-140, rtme coenuHenne ¢opmynsl (I) wniam ero M30TONMHBIA BAapHAHT, TayTOMeEP,
dapmareBTHUECKH PUEMIIEMasi COJIb, COJIbBAT MIIM TUAPAT U coenuHenne Gpopmysl (II) mmm ero
W30TOMHBIM BapHaHT, TayToMep, (papMalleBTHUECKU NpHeMJieMas COJb, COJbBAT WJIM THUAPAT
MIPUCYTCTBYIOT B COOTHOLIEHUH OKOJIO 9:1, okono 9,1:0,9, oxono 9,2:0,8, okono 9,3:0,7, okomno
9,4:0,6, oxoj0 9,5:0,5, okono 9,6:0,4, okoso 9,7:0,3, okomno 9,8:0,2 mnu okojo 9,9:0,1.

[457] Bapuant peammzanun 142. Crnoco0b neveHns win npoprIaKTHKU TPHOKOBOI MHEKINH
WM 3a00JIeBaHNs, BKIIFOUAIOLIHI BBEICHHE CYOBEKTY, HYKAAIOLIEMYCsl B 3TOM, TEPANEeBTHUECKU
3¢ (eKkTUBHOrO KONMM4ecTBa GpapMarieBTUIeCKOH KOMITO3ULIMH JTF0O0Tr0 BapHaHTa OCYIIECTBICHUS
n3o0perenust 1-121 wmm KOMIO3ULIKY JIFOOOTO BapUaHTa OCYIIECTBIEHUs u3o0perenus 122-133.

[458] Bapuant peammzaumu 143. Cnocob6 BapuanTa ocymectsieHust u3oOperenus 142, rae
cyObekTy BBOAST OT OKkoso 10 mr mo okomno 8000 mr coemmuenust ¢opmyinel (I) wim ero
W30TOMHOTO BAapHaHTa, TayToMepa, (papMameBTUYECKH TNPHEMJIEMON COJIM, CONIbBaTa MIIU
THIpaTa.

[459] Bapuant peammsammu 144. Crocod Bapmanrta ocymectieHust nzooperenust 142 wmm
143, roe cyobekty BBOAST OT 0Koio 10 mMr o okosio 2400 mr coenunenus: popmysl (1) wmm ero
M30TOMHOTO BapHaHTa, TayToMepa, (papMameBTUYECKH TNPHEMJIEMON COJIM, CONbBaTa HIIU
ruapara.

[460] Bapwuant peanuzaunu 145. Criocod mro0oro BapuaHTa OCyLIECTBICHUs n300peTeHus 142-

144, roe cyobexty BBOAST OT 0koio 10 mr o okosio 2000 mr coenunenus: popmysl (I) nmm ero
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M30TOMHOTO BapHaHTa, TayToMepa, (papMameBTUYECKH TNPHEMJIEMON COJHM, CONbBaTa WU
ruapara.

[461] Bapumant peammzanuu 146. Cnoco® cornacHO BapuaHTy ocyiuecTBiieHus 142-144, B
KOTOpOM 0k0JI0 10 mr, okono 30 mr, okosno 50 mr, okoi0 100 mr, oxono 150 mr, okono 200 wmr,
okouio 275 mr, okojo 300 mr, okoso 350 mr, okono 400 mr, okosno 500 mr, okojo 600 Mr, OKOJIO
700 mr, okoso 800 mr, okosno 900 mr, okoso 1000 mr, okono 1200 mr, okono 1500 mr, okono
1800 wmr, okojo 2000 mr, okoso 2100 mr, okoio 2400 mr, okoso 2500 mr, oko0 3000 Mr, 0KoJIO
4000 wmr, okosio 5000 mr, okojo 6000 mr, okono 7000 mr, unm okojo 8000 Mr coenuHEHUS
¢dbopmysl (I) uau ero U30TOMHOIO BapuaHTa, TayToMepa, (papMalieBTUYECKH MPUEeMIIEMOI COJTH,
COJIbBATa WJIM TUAPATA BBOAAT CYOBEKTY.

[462] Bapuant peammzanuu 147. Criocod cornacHO BapuwaHTy ocyiuecTBiieHus 142-146, B
KOTOpOM 0K0J10 40 mr, okosio 50 mr, okoJio 100 mr, okosio 200 mr, okosio 250 mr, okosio 350 wmr,
okosio 400 mr, okojno 500 mr, okono 600 mr, okono 700 mr, okono 800 mr, unu okono 900 mr
coennHeHus1 ¢dopmynsl (I) WM ero M30TOMHOrO BapHaHTa, TayTOMepa, (apMaleBTHYECKH
NPUEMIIEMOH COJIH, COJIbBATA WJIM THAPATA BBOAST CYOBEKTY.

[463] Bapwuant peanuzaunu 148. Criocod mro00oro BapuaHTa OCYIIECTBICHUs H300peTeHus 142-
144, roe cyobekTy BBOIAT 0K0i10 600 Mr, okosio 700 mr, okosio 800 mr, okono 900 mr, 1000 mr,
okoJio 2000 mr umm okoso 3000 mr coenuHenus Gpopmydsl (I), umm ero U30TONHOrO BapUaHTa,
TayToMepa, papMaleBTHUECKU IPUEMJIEMOI COJIY, CONbBATa WJIN THpaTa.

[464] Bapwuant peanuzaunu 149. Criocob mo0oro BapuaHTa OCYLIECTBICHUs n300pereHus 142-
148, B KOTOpOM (hapMaLeBTHYECKYIO KOMITO3ULIHIO BBOIST CYOBEKTY €KEIHEBHO.

[465] Bapuant peamuzauuu 150. Criocob modoro BapuanTa ocyinecTsieHus: n3odperenus 142-
149, B xoTOpOM (hpapMaLeBTUYECKYIO KOMITO3UIIUIO BBOIST CYOBEKTY OIMH Pa3 B CYTKH, JBa pasa
B CYTKH, TPH pa3a B CYTKH I YEThIPE pa3a B CYTKH.

[466] Bapwuant peanuzauuu 151. Criocod mr000ro BapuaHTa OCYLIECTBIICHUs U300peTeHus 142-
150, B koTOpOM (hapMaLIEBTUUECKYIO KOMIIO3HLIMIO BBOIST CYOBEKTY B TEUEHHE MEPHOA OKOJIO
1o 12 nepens.

[467] Bapwant peamusauuu 152. Crniocod nrobGoro BapuanTa ocyimecTBieHHs H300peTeHUs
142-151, B xoTOpOM (hapMaLEBTHUECKYIO KOMITO3UIMIO BBOJAT CYOBEKTY B TEUEHHUE MEPUONA, 10
MEHBIIEH Mepe, OAHON HENEeH.

[468] Bapwuant peanuzanmu 153. Criocob moboro Bapuanra ocyuiectienus usodperenus 1-
152, B xoTopoM (hapMaLeBTHUECKYI0O KOMIIO3HMLIUIO BBOIAT CYOBEKTY B TEUEHHE IMEPUOJa, IO
MEHBIIEH Mepe, IBYX HEeAEeb.

[469] Bapwuant peanuzannu 154. Criocob modoro Bapuanra ocyuiectienus nuzodperenus |-

153, rne ¢apmaneBTUYECKYI0 KOMITO3UIMIO BBOIST CYOBEKTYy B T€UEHHE OAHON HENENH, JIBYX
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Henenb, 6 Henelnb, 12 Henenb, 24 Heaenb, 48 Heneab uiu 52 Heneb.

[470] Bapwuant peamusauuu 155. Crniocod mrobGoro BapumanTta ocymecTBiaeHus H300peTeHUs
142-154, B xoTopoM (papMalieBTUYECKYI0 KOMITO3ULMIO BBOIAT CYOBEKTY B TEUeHHE Nepuoia
0k010 20 MUHYT, 0KOJI0 30 MUHYT, OKOJIO 60 MUHYT, OKOJ0 90 MUHYT, OKOJIO 2 4acOB, OKOJIO 3
4acoB, OKOJIO 4 YacOB. 4acCOB, OKOJIO 5 4acOB, OKOJIO 6 4acOB, OKOJO 7 4acOB, OKOJIO 8 4acoB,
0KO0JI0 9 yacos, okosio 10 yacos, okono 12 yacos, 0koj0 18 4acoB uau OKOJIO 24 4acoB MyTeM
LV. undysun.

[471] Bapuant peanusauuu 156. Crioco® nrobGoro BapuanTa ocyinecTBiaeHHs] M300peTeHUs
142-155, rne papmaneBTHYECKYHO KOMIIO3ULIMIO BBOASIT CYyOBEKTY B TEUEHHE MEPHOAA 10 OKOJIO
3 wacos nytem L.V. undy3suu.

[472] Bapuant peamusauuu 157. Cnocod nrobGoro BapuanTta ocyimecTBieHus: n300peTeHHs
142-156, B koTOpoM CyOBEKTy BBOAST YIOApHYIO 03y C TOCIEAYIOMEH MOnep:KuBaromei
TO30M.

[473] Bapuant peammzaumu 158. Crnoco® Bapuanta ocymectsienust nzobperenuss 157, rume
yIapHas 103a BKIF049aeT ot okojo 1000 mr no okono 8000 mr coenuaenus popmysl (I) nnm ero
M30TONTHOTO BapHaHTa, TayToMepa, (papMameBTUYECKH TNPHEMJIEMON COJIM, COJIbBaTa MIIU
ruzpara.

[474] Bapmant peammsammu 159. Cnoco® Bapuanra ocymecteinenuss usoOperenus 157 wnm
158, rone monnepskuBaroIas 103a BKJIKO4YaeT OT 0koyio 600 mMr 1o okono 2400 Mr coenuHeHus
dopmysl (I) nnm ero U30TOMHOrO BapuaHTa, TAyTOMeEpa, hapMaleBTUYECKH PUEMIIEMON COJH,
COJIbBATa WJIA TMAPATA.

[475] Bapumant peammzamun 160. Crnoco® moboro BapmanTta ocyuiecTBieHHs H300peTeHUs
157-159, B xoTOpOM yaapHas 103a coctasiseT otT 0kojio 1000 mr no okono 2000 mr.

[476] Bapuant peanmusaumu 161. Criocod moboro BapuaHTa OCyIIeCTBICHHsS H300peTeHUs
157-160, B kOTOPOM yhapHasi 103a BBOAUTCSA B TEUEHHE MEPUOA OT OKOJIO 2 A0 OKOJO 3 4acoB
nyrem LV. uadysun.

[477] Bapwuant peanmusauuu 162. Crnocod nroboro BapuanTa ocyimecTBieHus H300peTeHUs
157-161, B KOTOPOM yIOapHYIO 103y BBOASAT ABAXAbI B IEPBbIN AEHD JICUEHUS.

[478] Bapmant peammzanmm 163. Cnocob Bapuanta ocymiectBinenust msoOpereHust 162, B
KOTOPOM BTOPYIO YAAPHYIO 103y BBOASAT OKOJIO 4epe3 9 4acoB MOCie NepBOi yAaApHO! AO3BL.
[479] Bapwuant peanuzaunu 164. Criocod mro00ro BapuaHTa OCYIIECTBICHHs H300peTenus 157-
163, B KOTOPOM MOAAEPKUBAKOLIASA 1032 BKIOUaeT 0kojo 600 mr, okono 700 mr, okosio 800 mr,
okojio 900 mr mmm okoso 1000 mr coemunenust Gopmyinsl (I) winM ero M30TONMHOTO BapUAHTA,
TayToMep, apMaLeBTHUECKH PUEMIIEMON COJIH, COJIbBATA MU THAPATA.

[480] Bapwuant peanuszanuu 165. Crioco6 no mobomy n3 Bapuantos ocymectsienus 157-164,
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B KOTOPOM MOJAJEPKUBAKINYI0 A03Yy, BKIOHaOmyr okojgo 800 mr umum okojo 1000 wmr
coenuHeHust ¢Gopmynbl (I) WM ero M30TOMHOrO BapUaHTa, TayTOMepa, (apMaleBTHYECKH
NPUEMIIEMOH COJIH, COJIbBATA WJIM €r0 FHpaTa BBOIAT CYOBEKTY.

[481] Bapwmant peanmuzauuu 166. Criocod mrobGoro BapumanTta ocyuecTBiaeHus M300peTeHuUs
157-164, roe noaaepkuBaroLias 103a BKIO4YaeT okono 600 mr unu okono 900 Mr coenvHeHUs
¢dopmyasl (I) miam ero M30TOMHOTO BapHaHTa, TAyTOMEpa, (papMaLEeBTHUECKU TPUEMJIEMO COJIH,
COJIbBATA WJIU THJIpATa.

[482] Bapwuant peanusauuu 167. Criocod nroboro BapuanTa ocyinecTBiaeHUs] M300peTeHuUs
157-164, roe noanepskuBaroias 103a BkJrodaer okosno 600 mMr unu okojio 900 Mr coennHeHus
dbopmybl (I) uau €ro U30TOMHOIrO BapUaHTa, TayTOMEpPa, (papMaleBTUYECKU MPUEMIIEMOU COJIH,
COJIbBATa WJIM THJIpaTa U BBOAUTCS MEPOPANIBHO.

[483] Bapuant peanmusauuu 168. Crnocod nrobGoro BapuanTa ocyimecTBieHus H300peTeHUs
157-164, B xOoTOpOM MNOAAEpPKHUBAKOIIAs 1032 BKJIHOYaeT 0kojo 600 mr wiu okosno 900 mr
coennHeHust ¢Gopmynsl (I) WM ero W30TOMHOrO BapuaHTa, TayToMepa, (apMaleBTHUYECKH
MIPUEMIIEMON COJIH, COJNbBATa WM THAPATA B TeUEHHE nepuoaa oT 1 gaca 1o 3 yacos nmytem LV,
UHQY3UU.

[484] Bapwuant peanuzaunu 169. Criocod mro00oro BapuaHTa OCYLIECTBICHUs U300peTenus 157-
164, ornuyaromuiicss TeMm, uto okoso 600 mr coenunenus: Gpopmysl (I) win ero U30TOMHOrO
BapUaHTa, TayToMepa, (papmManeBTHUYeCKH NMPUEMJIEMOI COJIH, COJIbBAaTa WIJIM THIpaTa BBOAST B
TedeHre OKoJIo 3 yacoB nmyteM L V. undysun.

[485] Bapuant peanuzauuu 170. Crioco0 n000ro BapuaHTa OCyIIeCTBIeHUs H300peTeHust 157-
169, B KOTOpPOM NOAAEPKUBAIOINAS JO3a BBOAUTCSI OJUH Pa3 B CYTKU.

[486] Bapwuant peanusauuu 171. Criocod nr000ro BapuaHTa OCYLIECTBICHUs U300peTeHus 157-
170, B KOTOPOM TOANEP KUBAIOLIYIO 03y BBOAST OAWH pa3 B CYTKH, HAYMHAS CO BTOPOTO JHS
JIeUeHus.

[487] Bapwuant peanuzauuu 172. Criocod mo00ro BapuaHTa OCYIIECTBIeHHs n300perenHus 157-
164, otmu4arommuiicss TeM, 4to 0kojo 600 mr wim okosno 800 mr coequnaenust Gopmysl (1) wmm
€ro M30TOMHOIO BapHaHTa, TayToMmepa, (papMalleBTHUECKH MPHEMIIEMOH COJH, COJbBaTa HIIU
rUpaTa BBOIST B TE€UEHUE MEepUOoNa OKOJo 3 4acoB nyTeM L. V. uH}py3un HauyuHasi CO BTOPOTO,
TPETHErO UJIN YE€TBEPTOTO AHSI JIEUEHMUS].

[488] Bapwuant peanmusauuu 173. Crnocod nrobGoro BapuanTa ocymecTBieHHs H300peTeHUs
157-164, otnuuaroumiicss Tem, uto okoso 800 mr mtu okoso 1000 mr coenunenust popmysl (1)
WM €r0 U30TOITHOTO BapHAHTA, TAyTOMEpa, (hapMaLleBTHUECKH MPUEMIIEMOI COJIH, COJbBATa WU
ruzpata BBOJST NEPOPabHO, HAUNHAS CO BTOPOr0, TPETHErO UM Y€TBEPTOrO AHS JIEUECHHUS.

[489] Bapuant peanmusauuu 174. Crnocod mrobGoro BapuanTta ocyuecTBieHus H300peTeHUs
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142-173, B xoTOpOM rpudKOBast HH(PEKIHs BbI3BaHA MHBA3UBHBIM IPHOKOM

[490] Bapwuant peanuzaunu 175. Criocob mo00ro BapuaHTa OCYIIECTBICHHs n300pereHus 142-
174, HOMONHUTENBHO BKIIOYAOIIUN BBEIEHHE CYOBEKTYy 1O MEHbIIEH Mepe OIHOTO
MIPOTUBOTPUOKOBOIO areHTa B KOMOMHAUMK ¢ (papMaleBTUYECKOW KOMIIO3ULIMEH, comepKaeit
coenuHenue ¢opmynel (I) wiM ero W30TOMHBI BapuaHT, TayToMep, (apMaLeBTHYECKU
IPUEMJIEMYIO COJIb, COJIbBAT, WJIM MMJPAT.

[491] Bapwuant peanuzauuu 176. Crioco0 m000ro BapuaHTa OCyLiecTBIeHUsT u3o0perenus 175,
IZIe [0 MEHbLIeH Mepe OIHO NPOTHBOIPHOKOBOE CPENCTBO TMpEAcTaBisieT coOoil  as3ou,
SXHHOKAHIUH, JAe30kcuxonat amporepunaa B, xoxnear amdorepununa B, S-¢pTopumrosun,
tepOuHadun, rpuseodynbBuH, VL-2397, wubpekcadpynrepn, oporomun FO01318 wmmm ux
KOMOWHALIHH.

[492] Bapwuant peammzamuu 177. Cnocod BapwaHTa OCyIIECTBJeHHs u3o0pereHus 176, rae
a305  TMpeAcTaBisieT COOOH  KETOKOHa3os, (DIyKOHA30Jd, TI03aKOHA30J, HTPAKOHA3OJI,
BOPUKOHA30JI, N3aBYKOHA30JI MU MUKOHA30J1.

[493] Bapmant peammzaumnu 178. Crnoco0 BapmanTa ocymiectinenust n3odperenus 177, rae
SXMHOKAHIWH TMPENCTaBisieT CcoO0OHW KacmoQyHruH, aHuAyJdaQyHruH, MHUKaQYHTUH WIH
pe3adyHIUH WIH UX KOMOWHAITUH.

[494] Bapuant peanmusauuu 179. Crnocod mrobGoro BapuanTta ocymiecTBieHus H300peTeHUs
175-178, ornuuaromascs TeM, 4TO (apMaleBTHUeCKash KOMIIO3ULHS COAEPIKUT COETUHEHHE
¢dopmynsl (I) unu ero M30TONHBIN BapUAHT, TayToMep, (PapMaLEeBTUYECKH MPUEMIIEMYIO COJIb,
CONbBAT WJIM THAPAT, U MPOTUBOIPUOKOBBIA areHT BBOAST OAHOBPEMEHHO, MPUOIH3HTENBHO
OHOBPEMEHHO WJIU MOCIIEOBATENIBHO, B JIIOOOM MOPSIKE.

[495] Bapuant peamuzaumu 180. Cnoco® Bapuwanrta ocymecteienus wuzobperenus 179,
OTJIMYAIOINASCS TeM, YTO (papmaneBTUYECKass KOMIO3ULUS CONEPKUT coenuHenne Gopmysl (1)
WIA €ro M30TONHBIA BapuaHT, TayTomep, (HapMaleBTUYECKU MPUEMIIEMYIO COJIb, COJIbBAT MJIH
THOPAT, H TPOTHBOIPUOKOBBIA AareHT BBOISIT OJHOBPEMEHHO WM MNPUOIH3UTEIHHO
OJTHOBPEMEHHO.

[496] Bapmant peammzaumu 181. Cnoco® Bapmanra ocymectBieHust mu3oOpererus 179,
OTJIMYAIOINASCS TEM, YTO (papmManeBTHYECKAs KOMITO3ULHS COEPKUT coenrHeHue ¢popmydsl (1)
WIA €r0 M30TONHBIA BapuaHT, TayToMmep, (HapMaleBTUYECKU MPUEMIIEMYIO COJIb, COJIbBAT HIIH
THIPAT, ¥ MIPOTHBOTPUOKOBBIA areHT BBOIST MOCIIEIOBATEIIBHO.

[497] Bapuwantr peamuszanmu 182. Cnoco0 Bapuanta ocymectsienus usodperenus 181,
OTJIMYAIOINASACS TeM, YTO (papmaneBTHYECKass KOMITO3ULHS COAEpKUT coenrHeHue ¢popmydsl (I)
WIM €ro M30TONHBIM BapuaHT, TayToMmep, (papMaleBTUYECKU NMPUEMIIEMYIO COJIb, COJIbBAT WJIH

ruapar, Hjin €ro (bapMaI_IeBTI/ILIeCKI/I npuemiieMasi COJIb BBOAUTCA HEpPEN IO MEHbIIIEH MEpE
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OJHUM TNIPOTHBOTPUOKOBBIM CPEICTBOM.

[498] Bapmant peamuszaumu 183. Croco® Bapmanrta ocymecteienus wuzobperenus 181,
OTJIMYAIOINASACS TeM, YTO (papmaneBTHYECKAss KOMITO3ULIS COAEPKUT coenrHenue ¢popmydsl (I)
WINA €ro M30TONHBIM BapuUaHT, TayToMep, (papMaleBTUYECKHU MPUEMIIEMYIO COJb, COJIbBAT WJIH
THApAT; WK ero (apManeBTHYeCKH NpHUemyieMas COJlb BBOIAHUTCS IOCIE MO MEHbIIeH Mepe
OIHOTO NMPOTUBOTPUOKOBOTO areHTa.

[499] Bapwuant peanusauuu 184. Criocod mo jro00My M3 BapuUaHTOB ocyinecTBieHus 142-183,
B KOTOpOoM rpuOKoBas uWH(peKuus win 3a0ojeBaHue BbI3BaHO Aspergillus fumigatus,
Blastomyces, Ajellomyces, Candida, Coccidioides, Cryptococcus, Histoplasm, Rhizopus Muco,
Cunninghamell,  Apophysomyces, Absidi, Saksenaea, FEntomophthora, Conidiobolus,
Basidiobolus, Sporothrix, Pneumocystis, Talaromyces, Asclepias, Fusarium, Scedosporium
rpubkaMu WM OT rpudKa u3 oTpsga Mucorales, wim 000l X KOMOMHALINH.

[500] Bapuant peanuzanun 185. Cnoco0 no m060My U3 BapHaHTOB ocymecTBieHus 142-183,
B KoTopoM rpubkoBas wuH(pexkums wim 3adoneBanue Bb3BaHO Crypfococcus, Aspergillus,
Candida, Fusarium, Scedosporium rpuOkamu wnm ot rpubka u3 otpsiaa Mucorales, wim mo00i
WX KOMOWHALIHH.

[501] Bapumant peamusauuu 186. Cmoco0 mo Bapuanty ocymectBieHus 185, B koTopom
rpubkoBas mHpexkuus wnmu 3aboneBaHue Bb3BaHO Aspergillus fumigatus, Aspergillus flavus,
Blastomyces dermatitidis, Ajellomyces dermatitidi,, Candida albican, Candida glabrata,
Candida rugosa, Candida auris, Coccidioides immitis, Coccidioides posadasii,Cryptococcus
neoformans, Cryptococcus gattii, Histoplasma capsulatum, Rhizopus stolonifer, Rhizopus
arrhizus, Mucor indicus, Cunninghamella bertholletiae, Apophysomyces elegans, Absidia
species, Saksenaea species, Rhizomucor pusillus, Entomophthora species, Conidiobolus species,
Basidiobolus species, Sporothrix schenckii, Pneumocystis jirovecii, Talaromyces marneffei,
Asclepias albicans, Fusarium solani, Scedosporium apiospermum, Rhizomucor pusillus vmm
mo0ol NX KOMOUHaLHeH.

[502] Bapuant peammzanuu 187. Crnocod mo Bapuanty ocymectBienust 185, B koTopoMm
rpubkoBasi WHGpeKIus Win 3a0ojieBaHHe BbI3bIBaeTCsl rpudbkoM Crypfococcus Wi TPUOKOM
Candida.

[503] Bapwuant peammzanuu 188. Crocod nmo Bapuanty ocymiectsienus 187, roe rpuOkosas
uHpexkws uam 3abonesanue Bwi3biBaeTcs Cryptococcus neoformans, Cryptococcus gattii vnm
Candida auris.

[504] Bapwuant peanuzanuu 189. Criocod no mobomy n3 Bapuantos ocymectsnenus 142-188,
rae rpubkoBas wuHGeKuus wuiaM 3a00NeBaHHE SIBJIAETCS YCTOWYMBBIM K as30jaM H/HIU

YCTOI\/'ILII/IBI:IM K 9XMHOKAaHAUHY.
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[505] Bapuant peanuzanuu 190. Criocod no mobomy n3 Bapuantos ocymectsienus 142-189,
rae y cyopekra uMeeTcst ocnabieHHbII UMMYHUTET.

[506] Bapuant peanuszanuu 191. Crioco6 no mobomy n3 Bapuantos ocymectsnenus 142-190,
B KOoTOpOoM cyOnekT unbpunuposan BUU/CITHlom mnu GosieH pakoM.

[507] Bapuant peanuzauuu 192. Criocod BapuanTa ocyuiectinenus uzodperenust 191, roe y
cyOBeKTa ecThb pak.

[508] Bapwuant peanuzauuu 193. Cnocod BapuanTa ocyiectsienus nsooperenus 192, rue pak
npeACTaBysieT COOOH OCTPhIH MUENOUIHBIN Jietfiko3 (AML).

[509] Bapuant peamusauuu 194. Crnioco® nrobGoro BapuanTa ocyinecTBieHUs M300peTeHuUs
142-193, B KOTOPOM CYOBEKT CTpagaeT HEUTPONIEHUEH.

[510] Bapwant peanmusauuu 195. Crnocod nrobGoro BapuanTa ocyimecTBieHus H300peTeHUs
142-194, B KOTOpPOM CYOBEKT MPOXOIUT WM MPOLIET KypC XUMHOTEPANIEBTUYECKOTO JICUSHHSI
paka.

[511] Bapwuant peanusauuu 196. Criocod mrobGoro BapuanTta ocyimecTBieHuss H300peTeHHs
142-190, B KOTOPOM CYOBEKT MPOXOAUT WK TPOLIEN KYPC JIEUEHUS] KOPTHKOCTEPOUIAMH.

[512] Bapwanr peanusauuu 197. Cnocod nrobGoro BapuanTta ocymecTBiaeHuss H300peTeHUs
142-190, B KOTOPOM CYOBEKT MPOXOAUT WU MpoLIen JieueHue nHruoutopom TNF.

[513] Bapwuanr peamuzauuu 198. Cnocob moboro Bapuanrta ocyiiecTBieHHs M300peTeHHS
142-190, B KOTOPOM CYOBEKT SIBJISIETCS PELIUITHEHTOM TPAHCIIAHTATA.

[514] Bapwmanr peanuzauuu 199. Cnocod mrobGoro BapuanTta ocyuiecTBieHus n300peTeHuUs
142-198, roe rpubkoBast nH(pekuns uiu 3a00eBaHNe HAXOIUTCS B KPOBOTOKE CyOBEKTa.

[515] Bapmant peammzamun 200. Crnoco® modoro BapmanTta ocyuiecTBieHHs H300peTeHUs
142-199, B KOTOpPOM y CyOBEKTa YMEHBIIMUJIOCh KOJIUYECTBO I'PUOKOBBIX KOJOHHH B JIETKHX
1I0CJIe BBEACHUS (hapMalleBTHYECKOW KOMITO3ULIHH.

[516] Bapuant peamuzauuu 201. Crnocod mrobGoro BapuanTta ocyimecTBieHUs: U300peTeHHUsI
142-200, roe kpuBasi 3aBUCUMOCTH KOHIIEHTPAIUH B IJIa3Me€ OT BPEMEHH COSIUHEHUs (POPMYJIbI
(D) y cyOpekTa nMeeT tmax MEHEe 4eM OT OKoJIO 30 MUHYT 110 0K0Jio 180 MUHYT.

[517] Bapwanrt peanusauuu 202. Crnocod nroboro BapuanTa ocyimecTBieHus H300peTeHUs
142-201, roe cyOBEKT MMeeT MaKCHUMaJIbHYIO KOHLEHTpaimto B mia3Me (Cmax) oT okono 12000
HT/MIT 10 okoJio 25000 ar/mn coequaerwst Gopmysi ().

[518] Bapmant peammsaumu 203. Papmanesruueckas kommno3uuus Jrodoro Bapuanrta

ocymecTtBieHust u3o0pereHust 81-129, ornmuaromascs TeMm, dYro  (apManeBTHUECKas

2
KOMITO3HULIMSI XPAHUTCSI B KOHTEHHEpe, HeUyBCTBUTENBHOM K pH.
[519] Bapmant peammsaumu 204. Papmanesruueckas kommno3uuus Joboro Bapuanra

ocymecTBieHust u3oOpereHust 81-129, ornmuaromascs TeM, 4YTO (hapMaLeBTHYECKas

2
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KOMITO3UIIHs CTAOUJTbHA B TEUSHHE OKOJIO 10 24 MecseB mpu Temmeparype ot okojo -20 °C no
8 °C nmnpu XxXpaHeHMM B BHJE JKMIKOCTH. B HEKOTOpbIX BapHaHTax pealu3aLuu
dapmanieBTHUECKasT KOMIO3ULIUSA CTaOUIbHA B TEUEHHE Nepuoja OT okojo 12 mo okono 24
MecsLeB Ipu TemnepaType okoio -20 °C npu XpaHEeHUH B BUJIE )KUJKOCTH.

[520] Bapumant peammzaumu 205, dapmaneBrudeckas KoMmnosuius Jrodoro Bapuanra
ocymectieHnss uzobperenus 81-129, omnmuaromasics TeM, 4YTO (apManeBTHUECKas
KOMITO3UIIMSI CTa0MJIbHA B TeUEeHHE TMepuoma OT OKoyso 12 mo okono 24 MecsiueB IpH
TemMriepatrype okoo -20 °C npu XpaHEeHHH B BUJI€ KUAKOCTH.

[521] Bapumant peammzaumu 206. Papmareruueckas Kommno3uuus Jrobdoro Bapuanrta

ocymectBieHust u3oOpereHust 81-129, ornuuaromascs TeM, 4YTO (hapMaLeBTHYECKas

2
KOMITO3UIIHs CTAOUITbHA B TEYEHHE OKOJIO 110 24 MecsleB npu Temrieparype ot okono -20 °C no
8 °C npu XpaHEHHUH B BUJIE *KUJKOCTH B HEUYBCTBUTEJIbHOM K pH KoHTelHepe.

[522] Bapmant peammzaumu 207. Papmanesrudeckas Kommno3uuus Jrobdoro Bapuanrta

ocymecTtBieHust u3o0pereHust 81-129, ornuuaromascs TeM, 4YTO (hapManeBTHUECKas

>
KOMITO3UIMsT CTaOWiIbHA B TEYEHHE MepHoAa OT OKolo 12 mo okomo 24 wmecsueB Npu
TeMrieparype okono -20 °C mpu XpaHEeHMM B BHJAE JKUIKOCTH B HEUyBCTBUTENbHOM K pH
KOHTEHHepe.

[523] Bapmant peammzauuu 208. Papmanesruueckas kommno3uuus Jroboro Bapuanrta

ocymecTBieHust u3zoOpereHust 81-129, ornmuaromascs TeM, 4YTO  (apmaneBTHUECKas

2
KOMITO3UIIHs CTaOUJIbHA B T€UEHHE OKOJIO 10 24 MecsueB npu temmneparype ot okoso -20 °C no
8 °C npu xpaHeHUHU B BUJE >kuaKocTy, uMetromeit pH ot okono 2,5 no okono 11,0.

[524] Bapumant peammzaunn 209. ®PapmanesBrudeckas KoMmnosuius Jrodoro Bapuanra

ocywectBieHust u3zoOperenust 81-129, ornuuaromascs TeM, 4YTO (hapMaLeBTHYECKas

>
KOMIO3UIMsT CcTaOujIbHA B TEYEHHWE MepHoAa OT Okoio 12 no okono 24 wmecsueB mpu
teMriepatrype okojo -20 °C mpu XpaHeHUHU B BHAE >KUAKOCTH, umeromed pH ot okono 2,5 no
okouo 11,0.

[525] Bapmant peammzaumu 210. Papmanerrudeckas KoMmo3unus Jiroboro BapuanTa

ocymectieHust u3zoOpereHus 81-129, ornuuaromascs TeM, 4YTO  (hapManeBTHYECKas

2
KOMITO3UIIHs CTAOUJTbHA B TEYSHHE OKOJIO 110 24 MecsleB npu Temmeparype ot okono -20 °C no
8 °C npu XpaHeHuUH B BuAe >KuAkocTH, umeromeit pH ot okomo 2,5 no okono 11,0 B
HE4YyBCTBUTEIBHOM K pH KOHTEIHEpE.

[526] Bapmant peammsaumu 211. Papmanesrudeckas kommno3uuus Jroboro Bapuanra

ocymecTtBieHust u3zoOpereHust 81-129, ornuuaromascs TeM, 4YTO (apmaneBTHYECKas

2

KOMITO3UIMsT CcTaOujIbHa B TEYEHHE IepHoAa OT Okolo 12 no okono 24 wmecsleB Npu

teMreparype okoio -20 °C mpu XpaHeHUU B BHAE >KUAKOCTH, umeroield pH ot okomno 2,5 no
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okouno 11,0 B HeuyBcTBUTENBHOM K pH KOHTElHEpE.

[527] Bapmant peammsammmu 212, DapmauneBrudeckas KOMIIO3UIMS JI0OOOr0 BapUaHTa
ocymectsieHus n3obperenus 203-211, B koTopoii He4yBCTBUTENbHBIN K pH KOHTElHHEp cOCTOUT
U3 CTEKJIA UJIU TUIACTHKA.

[528] IloHATHO, YTO MpPUMEpPBI U BAPUAHTHI OCYILECTBICHHS, ONUCAHHBIE B JAHHOM JOKYMEHTE,
IpeHa3HAYEeHbl TOJIBKO ISl WIUTIOCTPATHBHBIX IeJIeH M YTO PasiuuHble MOAMMUKALMU WU
U3MEHEHHsT B UX CBeTe OyAyT IpPEJIOXKEHbl CHEeLHAJNCTaM B JAaHHOH OOJaCTH TEXHUKU U
JIOJUKHBI OBITh BKJIFOYEHbI B CYIIHOCTb U Cdepy NPUMEHEHUs 3TOH 3asBKU U o0beMa
npuiaraeMoil gopmyibl uzoOperenusi. Bce mnyOnukanuy, MaTeHTHbIE M TATEHTHbIE 3asIBKU,
LIUTHPYEMBIE B JTAHHOM JOKYMEHTE, B MTOJHOM 00BEME U BO BCEX LEJIIX BKIIFOYEHBI IIOCPEACTBOM
CCBUIKH.

III. IIpumepsl

[529] Coenunenue 1, mpoyekapcTBO, OBICTPO MpeBpainaromeecs in vivo ¢docdarazamMu B
MHUKpOOHOJNIOTHYECKH aKTHUBHYI cocrapisitomyio Coenunenust 1A, mpexacrasisier coOoit
NPOTHBOTPHOKOBOE CPEICTBO IIMPOKOTO CIIEKTpa JEHCTBHS Il JIUEHHs] WHBA3WBHBIX

rpuOKOBBIX HH(PEKINH KaK BHYTPUBEHHBIM, TaK U IEPOPATIbHBIM My TSIMHA BBEICHHSL.

J 3 o SAHEMHH i I @
pr— .
. % 8]
| o 5] pochataza |
N.—-‘

@N/ MH- NI
OJ CoeauHeHHe 1 CoeguHeHue 14

HO-P-0°
o)

IIpumepsr 1A-1B: Cocrasbl

[530] Coenunenune 1 mnpexncrabnsieT CcoOOM mposekapcTBO ¢ JabuibHbIM  (ochaTHBIM
¢dparmenTom. PochaTHast COCTABISAIOLIAS YIYYLIAET PACTBOPUMOCTD JIEKAPCTBEHHOTO BEIIECTBA
B BOJIE B OoJiee BHICOKOM auana3oHe pH, HO TakKe UMeeT OrpaHu4YeHHYI0 CTaOUIBHOCTb.
[pumep 1A: Uabexuus Coeaunenns 1

[531] Coenunenne 1 ansi MHBEKUUN TOTOBAT B BHAE CTEPUIIBHOTO PACTBOPA, KOTOPBIH
HEOOXOIMMO IOTOJNIHUTENbHO pa3dasuth 10 0,9% pacTBopa IJIsi MHBEKLUUI XJIOpPHIA HATPHUs
nepes] BBEAEHHEM.

[532] B Tabmuue 1 mpencrasneHo BimssHue pH Ha pactBopumocts Coenmunenus | mpu
KoMHaTHOU Temmeparype. CrabuibHOCTh pH B OydepHBIX pacTBOpax Takke OLCHHBAJIACH IS
ypoBHeili pH 7, 8 u 9 npu xpanenuu npu 40 °C. [lanHble 1eMOHCTpUpPYIOT, uto CoenuHenue 1
bonee crabunpHo mpu pH 7-8 B TeueHue N0 ceMu AHEH ¢ M3MEHEHHEM aKTHBHOCTH <3% o

CpaBHCHHIO C HCXOAHBIM COeI[I/IHeHI/IeM lA, Ha6J'II-OI[aeMbIM B Ka4UeCTBC OCHOBHOI'O
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paspymutensi. CoenuHenue 1 TakKe OLEHUBAIHN C UCMONb30BaHHEM 10 20 CTAOMIM3UPYIOLINX U
COMOOMITU3UPYIOLIUX HAMOJHHUTENEH, KOTOpble HE CHIKAIH CKOPOCTh PA3JIOKEHHsS WIH
obpaszoBanust Coenuuenus 1A.

Tabauua 1: Bnusnue pH Ha pactBopumocts CoequHenus 1 npu KOMHaTHON TeMmepaType

pH PacrBopumocTs (Mr/mu)
Oran A
1 3,83
3 0,111
4 0,063
5 0,125
6 0,758
7 >17,6
7,5% >28,5
8,5% >80
OJran B
6,5 43
7,0 53,7
7,0 (c pocharubM Oydepom) 20,9
7,5 (50 MM docdarasiii Oydep) 141,1

*Hacelenne He ObUIO JOCTHTHYTO B pacTBopax ¢ pH >7 u3-3a OrpaHHueHHOrO KOJIMUYECTBA
JIEKapPCTBEHHOI'O BEIECTBA

[533] MUubekums Coemunenuss 1 mnpencraBiser coOOil  pacTBOP, COCTaBJIEHHBIA ¢
koHuentpauueit 20 mr/mn Coenunenus 1. KoMmnosuuus BKIIFOYAeT JEKAPCTBEHHOE BEIIECTBO
Coenunenust 1, xnopun Hatpusi, pocdar kanus (IByXOCHOBHBIH U OJHOOCHOBHBIN), COJISTHYIO
KHUCJIOTY, TuApokcun Hatpus u Boxmy i uHbekumid (WFI). K pacrBopy nmobaBisroT
nekapctBeHHoe BemiecTBo Coenunenus 1 u mosomsat pH mo 8,0 = 1,0 (ueneBoit mokasartenpb OT
7,8 no 8,2 BO BpeMsi KOMIAYHAMPOBAHUS) C TOMOLIBIO COJITHOM KHCIIOTBY/WJIN TUAPOKCHIA
HaTpus ¢ nocnenyromum nodasieanem WFI B noctatounom xonudectse. PactBop CoenuHeHwMsI
1 Oynmer acentuuecku npoduiabTpoBaH uepe3 MeMOpaHHbIH (GuinbTp 0,2 MKM B KOHEUYHYIO
NEePBUYHYIO YMakoBKy ((pmakor 50 mi) ¢ MEHMMaNbHbIM 0O0BbeMOM 3amonHeHust 35 mul. Ilepen
BBeneHueM uHbekuss Coenunenne 1 Oyner gomonauTenbHO pazdasieHa no 0,9% pactBopa st
UHBEKLUWH XJIOpHIAa HATPHWsl M BBENEHA B BHJE BHYTPUBEHHOW HH(Y3UH, KaK YKa3aHO B
KJIMHN4eckoM npotokojie. B Tabauue 2 onucaH cocTas jieKapCTBEHHOro npoaykra CoequHeHns
1 nna BHyTpuBeHHOro BBeneHus, 20 mr/mi, ans 3anonHeHus 35 mu QuakoHa Ha 50 mu ¢

npuMepHbIM pazMepoM naptuu 100 nutpos. PacTBop MOkHO XpaHUTh Npu TemmnepaTtype ot 2 °C
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1o 8 °C unm -20 °C pgo 12 Mecsues. Jrtambl npolecca NPUroTOBIEHUs! pacTBopa MHbekiun

CoenuHeHus 1 KpaTKO U3JI0KEHBI HUXKE.

Taoauua 2: Komnosunus Maveknuu Coenunenus 1, 20 mr/mi, oObeM 3amnoaHeHus 35 M

IIpudansuTenbHbIN Copepxanue
Komnonent Konuenrpauus Ha Eaununy
Coenunenue 1 20 mr/mn 700 mr
Xnopun HaTpus 6,1 mMr/mn 213,5 mr
docdar kammus,
0,16 mr/mn 5,6 mMr
OIHOOCHOBHBIN
docdar kamus,
3,27 mr/mn 114,5 mr
JBYXOCHOBHBI
I'mppoxcun HaTpus ITo mepe HeoOXxopuMoOCTH ITo mepe HEOOXOIUMOCTH
ConsiHas kucnora ITo mepe HeoOXxopuMoOCTH ITo mepe HEOOXOIUMOCTH
B JIOCTaTOYHOM KOJINYECTBE
Bona nis uabexuumii H/TI
35 Mn

Ph. Eur. = EBpomneiickas ®@apmaxornes, H/I1 = ne npumennmo, NF = Hanmonansaslit @opmysp;

QS = nocratounoe komuuecTBo; USP = ®@apmakones CIIA

1.

7.

Jobasnsu xnopun Hatpus, pocdar kanust (OZHOOCHOBHBIN U IBYXOCHOBHBIN) B COCYA,
COAEp KALIUI BOAY JJIs1 UHBEKLIUM.

ITonornanu pH no 8,0 ucnons3ys 1M pactBopa conssHOM kucaoThl u/unu 1M pacTBopa
TMIPOKCHUIA HATPHSL.

MemneHHo no0aBisin K pacTBOpy JiekapcTBeHHOoe BemectBo CoenuHenus 1 u
B30aNThIBAJIH/TIEpEMELIBAIN TPH Temneparype ot 15 no 30 °C.

IMomornamu pH po 8,0, ucmone3yst pacTBOP COJISHOW KHCJIOTBI W/HIU  PacTBOP
THIPOKCHUIA HATPHSL IJIs1 PACTBOPEHUSI.

JIoCTaTOuHOE KOJUYECTBO C BOXOH Uil MHBEKUWH U MPOJOJDKAIH MEPEeMEIInBaTh MPU
temreparype ot 15 go 30 °C.

Acentudeckn punbTpoBany uepes 2 MeMOpaHHbIX (puiabTpa mo 0,2 MKM B CTEpHIIbHBIC
¢drakonsl o0beMoM S50 MiI ¢ 0OBEMOM 3amoOJHEHHsT 35 MJI, 3aKPBIThIe XJIOPOYTUIIOBOU
npodkoii. [Ipumeuanue: o 3aBepmeHNN KaXXI0H NMPOU3BENEHHON MAPTUU LIEIOCTHOCTD
¢unbTpa MPOBEPSUIN C TIOMOLIBIO TECTA TOUKHU KUIEHHS, M PE3yJIbTAT JTOKYMEHTHPOBAIN
B IIPOTOKOJIE TTAPTHH.

D 1akOHBI MPOBEPSIOTCSA MEPEA YIIAKOBKON U MAPKUPOBKOM.

Tabnuua 3 Texnuueckas xapaktepuctuka HMuavekuuii CoeauHeHus 1 1asg  Tekyuux

KJIMHUYECKUX CEPUI
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Hccnenposanue Cnoco0 Kputepuii npuemiemoctu

Unentndpukanus B2XX OTHOCUTEIPHOE BpeMsl YAEPKUBAHUS ITHKA
Coenunenus 1 Ha xpomarorpamme oopasia
cocrasJsiet ot 0,95 no 1,05 no cpaBHEHHIO
CO CPEHUM BPEMEHEM y AP KUBAHUS MHKA
Coenunenus 1 u3 xpomarorpamm
CTaHIAPTHBIX CKOOOK.

IIpumecu B2XX

Coenunenue 1A BOXX He 6omnee 1,0%

OTtnenpHble MPUMECH, OTYET B2XX He 6onee 0,5%

RRT

Bcero BOXX He Gonee 3,0%

pH USP <791> ot 7,0 no 8,5

OcMonsAnpHOCTD USP <785> Ortuer o pe3ynprarax (1enpb ot 260 go 350
OCM/KT)

Amnanuz BOXX 90,0 - 110,0% HOMHUHATBHOE COAEPKAHUE
(20 mr/mn)

O0mbem 3anonHeHus USP <1> NLT 35 mn

OHIOTOKCHUH USP <85> <4,0 E3/mn

TBepable YaCTULIbI USP <788> >10 mxm: He Oosiee 6000 yacTUL/KOHTEITHEP
>25 mkM: He Oosiee 600 YacTUL/KOHTEHHEP

CrepunbHOCTD USP <71> CrepunbHbIit

ED = enqunaunel sanorokcuna; NLT = ne menee, NMT = ue 6onee

[534] Bo Bpems npuroTtosieHus: pacteopa nodasku, conepskamero Coenunenne 1, MHbeKLHO
Coenunenus 1 nepen uHdysueit punbrpyror uepes ¢uabrp 0,2 UM s ynaneHus: JHOObIX
MPUCYIIUX YACTHLL.

[535] [ManpHeimast pa3pa0oTka cocTaBa Uil KIMHUYECKMX HccienoBanuii dPasel 2 Oblia
npoBeneHa IUisi coctaBa Juis wHbekumuid Coemnmnenuss 1, 20 mr/mu. beuto ompenerneHo, 4To
Hanmnune QocparHoro Oydepa B cocraBe Pas3pl 1 moseimmaer crabmibHOCTE pH mmst Oonee
JUTATENIbHOTO XpaHeHus. J[Ba cocraBa Obuim mpurorosieHsl npu pH 7,5 ¢ 50 MM dochaTHbIM
oydepom u pH 8,0 ¢ 20 MM ¢docdarasmvm Oydepom npu koruenTparun 20 mr/mn Coenuaenus 1.
Tabnauua 4 nokxaspiBaeT He3HauuTenbHOe pasiauuue Mexnay CocraBamu Dasel 1 u Passr 2.
HNnvexkuus Coequnenwne 1, 20 mr/mit, ObUIO MPUTOTOBJIEHO HA OCHOBE U3BECTHOI PaCTBOPUMOCTHU
u crabunbHOCTH B Boze. IIOCKONBKY HUKakHMe JpyrHe BCIIOMOTAaTeNbHbIE BELIECTBA HE MOTIIN

CIOCOOCTBOBATh CTAOMJIBHOCTH MJIH YBEJIMUYEHHIO PACTBOPUMOCTH, COCTAaB ObLT pa3paboTaH Tak,
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9TOOBI OBITH MPOCTBIM C MCIIOJIB30BAHUEM BCIIOMOraTeNbHbIX Bemects GRAS no Haxnexamero

pH 1 N30TOHNYECKON OCMOJISIIBHOCTH.

Taoauua 4: Komnosunus uabekiun Coenunenus 1, 20 mr/mn miist CoctaBoB @asbl 1 1 Pazer 2

®Pa3a 1l dasza 2
Kommnonent Konuentpauus Konuenrpauus
Coenunenue 1 20 mr/mi 20 mr/mn
Xnopuna HaTpUst 6,8 mMr/mn 6,1 mr/mi
docdar kanusi, ONHOOCHOBHBIN He npumenumo 0,16 mr/ma
docpat kaaus, TBYyXOCHOBHBIH He npumennmo 3,27 mr/mn

I'mppoxcun Hatpus

ITo mepe HeoOXoMUMOCTH

ITo mepe HeoOXxomUMOCTH

ConsiHast KHUCaoTa

ITo mepe HeoOXOMUMOCTH

ITo mepe HeoOxomUMOCTH

Bona qis uabexkuui

H/TI

H/TI

IIpumep 1B. Tabaerxkun Coeaunenus 1

[536]

Tabnerku Coenunaenuss 1 umeror no3upoBky S50 mr, 100 mr m 200 mr TabneTok,

HOKPBITBIX oOosoukoi Oemoro npera. Tabmuna 3, Tabmmua 4 m Tabmuma 5 nepedncisiroT

conepskanue Tadnerok Coenunenns 1, 50 mr, 100 mr u 200 Mr, COOTBETCTBEHHO.

Ta6auna S: Cocras Tabnerok, mokpeITeix Coenunenuem 1, 50 mr

KomMmmonenr

Koaunuectso Ha TabaeTky

(% mac.)

DyHKUMSA

Coenunenue 1

50 mr (25,0%)

AKTUBHBII KOMIIOHEHT

MukpokpucTamIudecKas

LeJITI0N03a 59 mr (14,0%!, 15,5%?) Pas36aBuTenn
(Avicel PH102)
MoHoruapar JaKkTO3bl
MOIU(ULIUPOBAHHBIH 59 mr (14,0%!, 15,5%%) PazbaBurenn
(#316 Fast Flo)
KomonnHpiii TUOKCU KpeMHHS

_ 3,5 mr (1,00%!, 0,75%?7) I'munant
(Cab-o-sil M5P)
IIpexxenaTMHU3UPOBAHHBIN Kpaxmall 10 mr (5,0%") Paspeixnutens
Tanbk 16 mr (8%?) I'munanT

Creapat maraus

(HyQual) OBormHO# HCTOYHUK

2,5 mr (0,25%!, 1,00%2)

2

CMmaspIBarolee BEMIECTBO
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Macca siapa (mr)

200 mr

Opadry II AMB, nokpsiTre

10 mr (5,0%)

IIneno4yHo€e MOKpHITHE

JucTuinupoBaHHas BOaa He npumenumo PactBopurenn
Macca Ta0/1eTKH ¢ IOKPBITHEM
210,0 mr
(mr)
Ta6auua 6: Cocras Tabnerok, nokpeiThix Coenunennem 1, 100 mr
KosauuyecTBo Ha Tadserky -
Komnonent (% mac.) DyHKUUsA

Coenunenue 1

100 mr (25,0%)

AKTHBHBII KOMIIOHEHT

Avicel DG? 231 mr (57,75%") Pas6aButennb
TpesxenaTMHU3MPOBAHHBIN KpaxMal 40 mr (5,0%!, 5%?) Pa3pbIxJIUTENb
KonnonaHblii AHOKCHI KPEMHHUS

) 3 mr (0,75%7%) I'munant
(Cab-o-sil M5P)
IToBunon 12 mr (3,0%") Paspbrxnutens
Tanbk 8 mr (2,0%") I'munant

Creapat maraus

(HyQual) OBo1mHO# HCTOYHUK

6 mr (0,5%*, 1,00 %?)

CMmasbIBarolee BEMIECTBO

Macca siapa (mr)

400 mr

Opadry II AMB, nokpsiTue 6enoe

20 mr (5,0%)

IIneno4yHoe nokpwITHE

JluctTunnupoBaHHas Boaa He npumenumo PactBopurens
Macca TabJeTKu ¢ NOKpPbITHEM
420 mr
(mr)
Ta6auua 7: Cocras Tabnerok, nokpeiThix Coenunennem 1, 200 mr
KoanyecTso Ha
Komnonent Tabaerky - (% mac.) DyHKIUsA

Coenunenue 1

200 mr (25,0%)

AKTHUBHBII KOMIIOHEHT

Avicel DG? 462 mr (57,75%") Pas6aButennb
IIpexxenaTHHU3UPOBAHHBIN Kpaxmall 80 mr (5,0%", 5%?%) Paspeixnutens
Konnounnslii AMOKCUI KPEMHUS

6 mr (0,75%?%) I'mupnanT

(Cab-o-sil M5P)
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KoanuecTBo Ha

Komnonent Tabaerky - (% mac.) DyHKUUsA
IToBunon 24 mr (3,0%") Paspsixnurens
Tanbk 16 mr (2,0%") [nunadt

Creapar Maraus

(HyQual) OBOIIHOM HCTOYHHUK

12 mr (0,5%!

Macca siapa (mr) 800 mr

Opadry II AMB, nokpsiTre 6enoe 40 wmr (5,0%) [IneHOYHOE MOKPBITHE
JluctunnupoBaHHas BOAa He npumenunmo Pactsopurens
Macca TadjieTKu ¢ HOKpbITHEM (Mr) 840 mr

[537] IIpoussoactso Tabaeroxk Coenunenus 1

[538] Coenunenue 1 OBUIO TINATENBLHO OLEHEHO B AOKIUHUYECKUX WCCIENOBAHUSIX U
OPOAEMOHCTPUPOBAIIO AKTHUBHOCTH IMHUPOKOIO CIIEKTPa HPOTHB TPEX OTAEIbHBIX l"pI/I6KOBbIX
uHpeknui. JlekapcTBEHHOE BELIECTBO XpPaHSIT B 3aMOpokeHHbIX ycioBusix (-20 °C), a

MPOMEXKYTOUHOE COEAMHEHUE U JIEKAPCTBEHHOE BEIIECTBO XPAHAT Mpu Temneparype ot 2 °C ao

8 °C. IIpou3BOACTBO BENOCH B YCIOBUSX OKPY KAIOIIEH Cpebl.

[539] bputa mnpoBeneHa OLIEHKAa JIEKAPCTBEHHOIO BELIECTBA,

MPUBCACHBI B Ta6J'[I/II_[e HHIKE. .HeKapCTBeHHOe BCIICCTBO COGI{I/IHGHI/IH 1 umeer HUIrojib4aTyro

(bopMy U TIOXYIO TEKY4YeCTb.

Taoauna 8: Pusuueckue ceoiictsa Coequuenus 1

CBoiicTBO

Pe3yabTaTnl

Omnupudeckas hopmyia

C22H21N4O6P

MonexynsapHbIi BeC

468,4 r/monb

HacreimHast mioTHOCTD 0,31 r/mn
HacpinHas mIoTHOCTB MOCTE YIJIOTHEHUS 0,42 r/mn
27,01

HNnpexc Kappa

HNnpexc XaycHepa

137

(Cnabwr1it/CBs3bIBArO LITHIA)

VYroi oTkoca

46,5 rpaagycos
(Heobxomumo crnaboe

B30anTeIBaHNe/BUOpALNs)

, 1,00%?%) | CmasbiBarolee BEECTBO

XapaKTEepUCTUKU KOTOPOTO

(Ouenb c1a00KOHILIEHTPUPOBAHHBIH )




165

CBolicTBO

PesyabTaTsl

Crpykrypa API

Kpucrannsl B popme urist

[540] HauanabHas pa3padoTka

[541]

Ha ocHoBaHuu uccnenoBaHuii COBMECTUMOCTH HANOJHUTENEH U IPYyTruX JabOpaTOPHBIX

UCIIBITAHUI OBLIN BbI6paHbI CJICAYIOINUE HAITIOJHUTEIN B YKa3aHHOM IMPOUEHTHOM COOTHOIICHUHN

B COCTaBEC.
[542]

200 mr ¢ 25% nekapCTBEHHOTO BEINECTBA B

OOBIUHBIN MOAXOA K CMEIIWBAHHIO MEPBOHAYAIBLHO MPUMEHSIICA Uit 103UpoBoK 100 u

cocraBe. CocTaBbl O0€MX KOHLIEHTPALUi B

COOTBETCTBHHU C O6I_I.II/IM nmoaXoa0M K CMEIIMBAHUIO MPEACTABIICHBI B Ta6m/1ue HHIKE.

Ta6auua 9: Cocras Tabnerku Coenunenust 1 (25% iekapCTBEHHOTO BEIECTBA)

Komnonent DyHKIUA % mac/mac
BHYTPUITPAHYJIAAPHBIN
Coenunenue 1 AKTHBHOE BEIIECTBO 25,00
MukpokpucTauindeckas 1ennoosa (Avicel Hanonxurens
DG), 57,75
IIpesxenatnan3npoBanHbii kpaxmain (Kpaxman | Paspbeximrens/cBssyromee
1500) >0
Tanbk 194 I'mapganT 2,00
IToBunoH, (Plasdone K-29/32) Caszyrolee 3,00
Creapar maraus, . (PacturenbHoro CwmasbiBarolinee BeIecTBo
npoucxoxnaenus, Hyqual) 030
BCEI'O 93,25
3KCTPAI'PAHYJIUPOBAHHBIN
[pexenatnHn3npoBannbiii kpaxmai (Kpaxman | Paspbiximrens/cBssyromiee
1500) 00
Konnounnsrit muokcun kpemuus (Cab-0O-Sil I'munant
MSP) 0,75
Creapar mMaraust (pacTUTEIHBHOTO CwmasbiBaroinee BeImecTBo
npoucxoxnenusi, Hyqual) 100
BCEIT'O 100,00
HNOKPBITHE IVIEHKH
Opadry I1 AMB Brnaro3amurHoe MOKpBITHE [Inénounas obomouka
bemnoe >0
JIMCTHITMPOBaHHAS BOAA PactBopurens H/TT
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Komnonent DyHKUUA % mac/mac

BCEI'O 105,00

[543] OchHoBHas 1enb NEPBOM MApTHUM 3aKIOYAJachb B  OLIGHKE TEXHOJIOTMYHOCTHU
npeajaraeMol pelentypbl U JOCTH)KEHUH IPUEMJIEMOrO BHEUIHErO BUAA M aHAJUTHYECKUX
pe3ysnbTaToB TroToBOro mnpoaykra. CocraB Cyxoro rpaHyiaupoBaHus Obul pa3paboTtaH ¢
UCIIOJIb30BAHUEM POJIMKOBOTO YIUIOTHUTENS C IJIAAKUMU BajKaMH, M OBUIO 3aMEUYeHO, YTO
cocTaB ObUI CKJIOHEH K MPHJIUMIAHUIO B POJIMKOBOM YIIJIOTHEHHH U UHCTPYMEHTAX AJisi TAOJIETOK,
a HaWBBICIIAS TOCTHXKMMAasl KperocTh coctasiisiia 200 mr. OCHOBBIBasiCh Ha 3TOH MH(pOpPMALIHH,
B Quotient i yIJIOTHEHHs] BAJKOB HCIOJB30BAIA OIWUH TJAIKUHA W OOWUH PUQIEHBbIH KaTOK
Gerteis Mini. beuta usrorosnena naptust 600 r ¢ 25% API B penentype. [Ipouecc, ¢ moMomIbiO
KOTOPOTO 3TO OBLIO MPENNPHHATO, BBINIIAUT CICAYIOLUINM 00pa3oM:

[544] IIpeaBapuTesbHOE CMEIINBAHHE

[545] BHyTpurpanyisipHble MaTepHasibl. MUKpOKpHCTaunueckas neunoiosa (Avicel DQG),
nexapcTBeHHoe BemecTBO CoenuHeHHs 1, mpeaBapUTENbHO >KENaTHUHHU3UPOBAHHBIN Kpaxmal
1500, tanek 194 u moumon (Plasdone K-29/32) szarpyxamu B 4 kxBaptel. V Blender u
nepemeruBany rnpu 250 oboporax. 3aTeM cMechb BBITPYKaIU M MpocenBasu 4depe3 cuto # 30
memn. [IpocessHHYIO cMech 3aTeM 3arpyskanu B 4 kB. V-Blender u cmemmBamu Ha 75 000poTOB.
3areM cTeapaT MarHus NPOCEHBANIM, HCMONb3Ys cUTO # 40 Mern, 3arpykajl B CMECUTENb U
cmewmBanu npu 100 oboporax.

[546] Cyxas rpanyJasinust

[547] Cwmech BBIFpY>KajH U pa3felisli Ha 3 4acTH, KOTOpbIe MPaHyJIMPOBAJIH MPH 3 pa3IHMuHbIX
UHTEHCUBHOCT:X npeccoBanus 6 kH/cm, 8 kH/cm u 10 kH/cm Ha ycrpoticrse Gerties Mini.

[548] DPuHaIbLHAfA CMeCh

[549] Ilocne 3aBeplieHUs TPaHyJMPOBAHUS KOJIMYECTBA JOMOJHUTEIBHBIX I'PAHYJHUPOBAHHBIX
MaTepHaioB OBLIM PACCYUTAHbI M CKOPPEKTHPOBAHbI HA OCHOBE MACChl HETTO 3 CMeceH.
Konnouanslii TUOKCHA KPEMHUS U IpeXeNaTHHU3UPOBAHHBIN Kpaxmall POCeUBalld Yepe3 CUTO
# 30 memn, a creapaT MarHusl MPOCEUBANIM C TOMOLIBIO cuTa # 40. 3aTeM K rpaHyjaM 100aBJsUTH
SKCTparpaHyJsIpHbIE MaTEpHajbl U MEIIAIH B TEYEHHE 2 MHHYT, YTOOBI MOJYYHTbh KOHEUHYIO
CMECD.

[550] C:xkatue

[551] Ilpenmaraemblii COCTaB MPEACTABIISLT COOOM 0OBIMHYIO cMech [T TabseTok mo 50, 100 u
200 wmr. TabneTkn MaKCHMaJbHOW MPOYHOCTH MO 200 Mr CUMTAINCh XYAIIUM CIy4aeM IJist
cokatus. M3HavanpHO Tabnerkm mpeccoBann Ha mnpecce Carver Press ¢ ncnoip3oBaHHEM
pPa3IMYHbIX HHCTPYMEHTOB C IeneBod Maccoit Tabmerku 800 wmr. Crenyromme HaOOpPbI

WHCTPYMEHTOB OBLITH OLIEHEHBI, U TAOJIETKH ObUIN BPYYHYIO CXKAThI C IIOMOIIBIO PE3HOTO Mpecca;
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e 0,750”x0,3125”

e 0,3110”x 0,6200”

e 0,3200” x 0,6400”
[552] 3arem Tabnerku mpeccoBaiu ¢ ucnonb3doBaHueM npecca Korsch XL 100, mpu sTom cmech
npeccoBanu ¢ ycuiuem 8 kH/cm. B mpouecce cxkaTusi ObLTH MpOBeIeHbI HCMbITaHUs (BeC,
TOJILIMHA, TBEPAOCTb, XPYMKOCTh M paspylieHue). s onpeneneHus auana3oHa TBEPAOCTH U
XPYIKOCTH TaOJIETKH MPECCOBAJIHM B IIUPOKOM JTHANA30HE CHIT TaBJICHUS.
[553] Bo Bpems mpOU3BOACTBEHHOI'O LUKJIA HE Ha0JIF01AJIOCh NPUINIAHUSA K CMECHUTEIIIO,
POJINKOBOMY YIUIOTHUTEIKO WM WHCTpyMeHTaMm. CBOWCTBa TEKy4eCTH KOHEUYHOW CMeCcH
YIY4IIAlOTCA €  YBEJIWYEHUEM CWUJIbl  YIUIOTHEHHs: posukoB. (CrnenoBaTenpHO, IS
MPEATIOYTUTEIBHBIX CBONCTB TEKY4YECTH CMECH MHTEHCHUBHOCTH NPECCOBaHHs cocTaBysier 10
kH/cm> 8 xH/cm> 6 kH/cm. Pacripenenenre 4acTuil o pasmMepaM mokasbiBaeT, uto oT 50% no
55% wactun 3anepxkuBaroTcs Ha 40 mem. DTO MOKA3bIBAET Y3KOE PacCIpenesieHue YacTHI] IO
pa3MepamM, 4TO XOpomio st KOoHTpojisi Beca. [Ipoment menkux uactun B cMmecu 10 kH/cm
COCTAaBJISIET BCETO OKOJIO 4,5%, Torna Kak MpoLEeHT MeJIKUX JacThl B cMecu 8 kH/cm cocrasisier
10,5%. Baxxao, 4T0o0BI B cMecH OBIIO OMPEeAeNICeHHOE KOJIMUECTBO MENKUX JacTull (75 MUKpPOH H
Huke). ClienoBareabHO, HA OCHOBAHUH JTaHHBIX PEKOMEHAYETCS] HNHTEHCUBHOCTD MPECCOBAHUS 8
kH/cM BO Bpemsi LMKJIa YIJIOTHEHHUS POJIMKOB, TaK KaK OHA MMEET JIYYINYK) TEKy4eCTb, YeM
cmech 6 kH/cm, n Gonpine menkux yactui, yeM cmech 10 kH/cm. Kpome toro, cmech moxer
HOTEPsITh CKUMAEMOCTh H3-3a OoJiee BBICOKMX CHJI BasiblieBaHus. Ha OCHOBe uccienoBaHHs
CKaTUsl PEKOMEHyeMbIil HHCTPYMEHTAPHIL:

o Jlna tabnetku Becom 800 mr: 0,3200 mroiima x 0,6400 mrotimMa (KOHLIEHTpALIUs

200 wmr)
o Jlns tabnerku Becom 1000 mr: 0,750 mroiima x 0,3125 mroiimMa (KOHLIEHTpALIHSI

250 wmr)

Taoauua 10: Pusnyeckue CBOICTBA CMECE

Csoiicteo/Cuiia 6 kH/cm 8 kH/cm 10 xH/cm

HacbinHast 0,6094 0,6553 0,6882

TJIOTHOCTD (T/MIT)

HacbImHoil 06beM 0,8018 0,8295 0,8602

yTpsicku (r/mi)

Hnpexc Kappa 24,00 21,00 20,00

Hnnexc XaychHepa 1,316 1,266 1,250
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CsoiictBo/CHia

6 kH/cm

8 kH/cm

10 xH/cm

Peonornueckue

CBOMCTBA

Quenn

C1aDOKOHIIEHTPUPOBAHHBIN

Hopmanbhnoe

Hopmanbnoe

Ta6muna 11: Pacnpenenenne pasmepoB wactun npu 6 xkH/cm ansa 25% nexkapCTBEHHOTO

BELIECTBA
PSD nas cuabl RC 6 kH/em - 25% API
%
Pasmep Bec Macca Bec CoBoxkynH
MuxpoHb1 Yaepxan
siYel KU cuTa | OpyTTO Tapbl HEeTTO bIii %
ust
850 20 447281 | 43,7831 | 0,945 20,06 20,06
425 40 40,5667 | 38,1996 | 2,3671 50,26 70,33
180 80 36,2893 | 35,6979 | 0,5914 12,56 82,88
125 120 34,4889 | 34,2917 | 0,1972 4,19 87,07
75 200 32,1512 | 31,8294 | 0,3218 6,83 93,90
53 270 33,2447 | 33,0627 | 0,182 3,86 97,77
Konnexrop
Yamma 249424 | 24,8372 | 0,1052 2,23 100,00
MEJIKMX 4aCTHULL
Bcero 4,7097 100,00

Ta6muna 12: Pacnpenenenne pasmepoB uwactun npu 8 xH/cm nmnsa 25% nekapCTBEHHOTrO

BELIECTBA
PSD nas cuabl RC 8 kH/em - 25% API
%
Pasmep Bec Macca Bec CoBoxkynH
MuxpoHb1 Yaepxkan
siyelKu cuTa | OpyTTO Tapbl HEeTTO bIii %
ust
850 20 44,684 | 43,7891 | 0,8949 18,54 18,54
425 40 40,8845 | 38,2227 | 2,6618 55,13 73,67
180 80 36,3232 | 35,7145 | 0,6087 12,61 86,27
125 120 34,4637 | 34,3087 | 0,155 3,21 89,48
75 200 32,0959 | 31,8489 | 0,247 5,12 94,60
53 270 33,2324 | 33,1066 | 0,1258 2,61 97,21
Konnexrop
Yama 24,643 | 24,5081 | 0,1349 2,79 100,00
MEJIKMX 4aCTHULL
Bcero 4,8281 100,00

Ta6nuna 13: Pacnpenenenne pasmepos uactuil npu 10 kH/ecm mna 25% nekapcTBEHHOTO
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BELIECTBA
PSD pas cuast RC 10 kH/em - 25% API
%
Pa3zmep Bec Macca Bec CoBoxynH
MuxpoHbl Yaepxan
siYeKH cuTa | OpyTTO Tapbl HEeTTO b1l %
ust
850 20 45,347 | 43,7905 | 1,5565 29,42 29,42
425 40 41,2133 | 38,2226 | 2,9907 56,53 85,95
180 80 36,1452 | 35,7164 | 0,4288 8,10 94,05
125 120 343912 | 34,314 | 0,0772 1,46 95,51
75 200 31,971 | 31,8492 | 0,1218 2,30 97,81
53 270 33,174 | 33,0961 | 0,0779 1,47 99,28
Konnexrop
Yama 24,5201 | 24,4822 | 0,0379 0,72 100,00
MEJIKMX 4aCTHULL
Bcero 5,2908 100,00

[554] OnbITHAs mapTus

[555] Ha ocHOBaHMM NPOU3BOACTBEHHON BO3MOKHOCTH U JAHHBIX, MOJYYEHHBIX ISl HEPBOM
naptuu ¢ 25% JeKapCTBEHHOW CyOCTaHIIMHM, ONMUCAHHOW BBIIE, B COCTaB OBUIM BHECEHBI
MU3MEHEHUs1, U ObUI MPEIUIOKEH U U3rOTOBJIEH HOBBIM cocTaB ¢ 40% JeKapCTBEHHOT'O BELIECTBA.
HoBeiii coctaB ObUT mMpemHa3HAu€H [Jisi WMCIOJb30BAHUS B KavyeCTBe OOBIYHOW CMeCH st
tabnetok ¢ posupoBkoit 200, 300 u 400 wmr. Llenp coctosia B TOM, 4YTOOBI YBEJIUYHTH
NPOIIEHTHOE COJEp’KaHUE JIEKAPCTBEHHOTO BEINECTBA B COCTaBe Ui MOJY4YeHHs TaONETOK C
OoJiee BBICOKOM MPOYHOCTHIO Oe3 yBenudeHus Beca TabieTku Oosiee yem Ha rpamm. JloOaBieHue
15% HOMOSHHUTENBHOTO JIEKAPCTBEHHOTO BEINECTBA B PELENTypPy ObLIO KOMIIEHCHPOBAHO
CHIDKEHHEM TPOIIEHTAa MHUKpOKpUCTauMdeckol wuesutoniodsl (Avicel DG). Ilpennaraemsiit
COCTaB yKa3aH B Tabuyuie Huxke. bbuta m3rotosiena nmaptust u3 S00 rpaMMOB CMecH, YTOOBI
OLIEHUTh BO3MOKHOCTH MPOM3BONCTBA DoJiee BhiICOKUX % API B penientype.

Ta6auna 14: Cocras Tabnerku Coenunaenus 1 (40% API)

Komnonenr DyHKIus % mac/mac
BHYTPUTPAHY.ISIPHBII
Coenunenue 1 AKTUBHOE BELIECTBO 40,00
Mukpokpucrauindeckas 1ennososa (Avicel Hanonxurens
DG), 42,75
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IIpexxenatnHM3NpoBaHHbIl kKpaxmain (Kpaxman | Paspexmurens/cBssyromee
1500) >0
Tanbk 194 I'nmunant 2,00
IToBunoH, (Plasdone K-29/32) Ceszyronee 3,00
Creapar Maraust (pacTUTEIBHOTO CwmasbiBaroliee BELECTBO 0.50
npoucxoxnenusi, Hyqual)

BCEI'O 93,25

SKCTPAI'PAHYJIUPOBAHHBIN

[pexenatnHU3npoBanHbl kKpaxmai (Kpaxman | Paspexmurens/cBsi3yromee 5,00
1500)
Konnounnsrit muokenn kpemuus (Cab-0O-Sil I'mupanT
M5P) 0,75
Creapar Maraust (pacTUTEIHHOTO Cwma3zbiBaroliee BEeIecTBo 1 00
npoucxoxnenusi, Hyqual)
BCEI'O 100,00

[556] IIpeaBapuTeJbHOE CMEIINBAHHE

[557] BHyTpurpanyisipHble MaTepuasibl. MUKpOKpHCTaunueckas neiutoiosa (Avicel DQG),
API Coenunenus 1, npexxenaTHHU3UpOBaHHbINA kpaxman 1500, tanek 194 u nmosunon (Plasdone
K-29/32) zarpy>xens! B 4 kB. V Blender u nepememuanu npu 250 oboporax.

[558] 3areM cMmech BBIFpYKalIM M mpocenBanu uepe3 curo # 30 mew. IlpocesHHyro cmech
3areM 3arpyxainu B 4 kB. V-Blender u cmemmBanu Ha 75 oboporoB. 3aTeM creapaTr MarHus
NPOCEUBAIM, UCTOJB3Ysl CUTO # 40 Memn, 3arpy:kajd B CMECUTeNb W mepemernnBaiud Ha 100
000pOTOB.

[559] Cyxas rpanyJasinus

[560] Cwmecp BoIrpyx)anu u rpaHyiupoBanu Ha Gerties Mini Pactor mpu HHTEHCHBHOCTH
npeccoBanus 8,0 kH/cm, ckopoctu rpanyssitopa 65 06/mMuH u pasmepe cuta 1,00 Mm.

[S61] <DPuHAIBLHAA CMECh

[562] Ilo 3aBepuieHMH TpaHYJIMPOBAHMA KOJUYECTBA JOINOJHUTENBHBIX I'PAaHYJIMPOBAHHBIX
MaTepuasoB ObUTM pAacCYMTaHbl M CKOPPEKTUPOBAHBl HAa OCHOBE BeCa HETTO TIPaHyJL
KomnonnHelii TUOKCHA KPEMHHUS M NIPEXKETATHHU3UPOBAHHBIN KpaxMas MPOCEUBAIH Yepe3 CUTO
# 30 mem, a creapaT MarHus MPOCEHBAIN C MOMOINBIO cuta # 40. 3atreM BHErpaHyJsIpHbBIE
MarepHaiel 3arpyxanu B 4 kB. V-Blender u cmemmnBanu Ha 75 060poTOB.

[563] C:katue

[564] YacTb KOHEYHOI CMECH HCIIOJb30BAIH ISl MU3TOTOBJIEHHS TaOJETOK C UCIOJb30BAHUEM

PY4YHOTrO pe3Horo npecca. Hike mpuBeaeHbl LeaeBble MACChl IS CIEAYIOLIUX MOJIOKUTEIbHbIX
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CBOMCTB BMECTE C PEKOMEHy eMbIMA UHCTPYMEHTAMH.

Ta6auna 15: Macca TabneTok u HHCTpyMeHThI (40% JIeKapCTBEHHOTO BELIECTBA)

Jlo3upoBKa Bec TabaeTrku Pexomenayembin
HHCTPYMEHT
200 mr 500 mr 13/32 Kpyr
300 mr 750 mr 0,3200” x 0,6400”
400 mr 1000 mr 0,750” x 0,3125”

[565] OcraBuasics KOHEUHasi CMeCh OblTa pasnesieHa Ha JaBe (2) MOJOBUHBI U CIIPECCOBAHA JI0
koHueHtpanuii 300 u 400 mr. Iyis onpeneneHus: 1Uana3oHa TBEPAOCTH U XPYIKOCTH TaOJIeTKH
IIPECCOBAJINA B LIMPOKOM JIHAINa30HE CUJI AABJIEHUS.

[566] PesyabraTel m O0cyxR1eHHE

[567] Mcxons u3 AaHHBIX U TPOU3BOJACTBEHHOIO OMbITA, TEKYUYE€CTh CMECH YIOBJIETBOPUTENIbHA.
Ha pommkax mocie poJMKOBOrO YIUIOTHEHHUS 3aelaHusi He HaOmronanock. Bo Bpems mmkia
ckatus He ObUIO mpobjeM ¢ 3aemaHueM/BbIOOpKOH. JlaHHBIE O pacTBOpeHMH TabneTok Oe3
nokpeITUs 10 400 Mr BRIMISAAAT Xopowro ¢ nmoutd 100% BeicBoOOXKneHNnEM yepe3 10 MUHYT.

Taoauua 16: Pusnyeckue CBOUCTBA CMECH

CsoiicTBO PesyabTaTsl
HacpinHas ninotHOCTD (1/MIT) 0,6534
HacpinHolt o0beM yTpsicku (/M) 0,8168
Hnnexc Kappa 20,00
Hunexc XaycHepa 1,250
Peonoruueckue cBoiicTsa HopmanbHoe

Ta6nuna 17: Pacnpenenenuie pasmepoB vactun npu 8 kH/cm ans 40% nekapCTBEHHOTO

BELIECTBA
PSD pas cuabl RC 8 kH/em - penentypa API 40%
%
Pasmep Bec Macca Bec CoBoxynH
MuxpoHbl Yaepxan
siYeHKH cuTa | OpyTTO Tapbl HEeTTO bIi %
ust
850 20 44,64 | 43,9062 | 0,7338 15,36 15,36
425 40 41,081 | 38,4374 | 2,6436 55,35 70,71
180 80 36,5843 | 35,9735 | 0,6108 12,79 83,50
125 120 34,5042 | 34,3492 | 0,155 3,25 86,74
75 200 32,1574 | 31,8971 | 0,2603 5,45 92,19
53 270 33,2467 | 33,0968 | 0,1499 3,14 95,33
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Konnexrop
Yama 22,112 | 21,8889 | 0,2231 4,67 100,00
MEJIKHUX YaCTHULL
Bcero 4,7765 100,00
Ta6auna 18: Mcnerranus B nponecce st 300 mr (40% nekapCcTBEHHOTO BEIECTBA)
IIpuem Texnuyeckue 1 2 3 4 S Cpenn.
XapPAKTEePUCTHKH
Mumenn Macca 757,1 761,1 761,9 758,2 759,6 759,6 mr
Tonmuna 5,75 5,75 5,83 5,77 5,76 5,77 mm
Teepaoctb 21,6 18,1 21,2 19,2 19,5 19,9 kI1a
Huskasn Macca 760,7 749,6 746,1 748,7 750,9 751,2 mr
TBEPAOCTH ToamuHa 5,88 5,87 5,86 5,90 5,87 5,88 Mm
Tsepaoctb 14,7 14,1 15,5 15,9 12,9 14,5 xIla
Bobicokas Macca 750,8 750,9 7542 750,0 751,2 751,4 mr
TBEPAOCTH ToamuHa 5,57 5,60 5,59 5,64 5,60 5,60 Mm
Teepaoctb 23,8 24,5 25,8 26,5 26,0 25,3 xlla
Ta6auna 19: Mcnerranus B nponecce st 400 mr (40% ekapCTBEHHOTO BEIECTBA)
IIpuem TexHuueckue 1 2 3 4 5 Cpenn.
XapPAKTEePUCTHKH
MumeHb Macca 1030,2 | 1031,2 | 1025,7 | 1028,7 | 1010,6 | 1025,3 mr
Tosmuna 7,00 7,01 6,98 7,00 6,94 6,99 Mmm
TsepaocTb 18,6 21,5 20,9 19,9 20,4 20,2 xlIIa
Huzkan Macca 9933 1032,8 | 1039,1 996,8 1026,4 | 1017,7 mr
TBEpPAOCTH ToamuHa 7,31 7,25 7,20 7,21 7,24 7,24 MM
Teepaoctb 18,4 12,1 14,6 11,8 10,0 13,4 xI1a
Bricokasn Macca 1029,9 | 1024,0 | 1022,2 | 1025,1 | 1014,9 | 1023,2 mr
TBEPAOCThH Toamuna 6,77 6,75 6,70 6,68 6,72 6,72 MM
Teepaoctb 30,7 29,4 282 25,6 28,8 28,5 xlla
[568] AHATHUTHYECKHE Pe3yJabTAThl

[569]

Anpa Tabnetok moaeepranu uccieaoBanusM pacteopenus. Cm. @UT. 11 mis npoduis

pactBopeHust. PacTBOpeHHe HaYMHAIM CO CKOPOCTBIO 75 00/MuH U depe3 60 MUHYT nenaiu Ha

250 06/MuH B TeueHue cnenyromux 30 MUHYT.

[570]

IIpodpunp pactBopeHus: st mpemnapara ¢ 40% JeKapCTBEHHOIO BEIECTBA BBITJISIE

xopowo, ockoabky 100% BBICBOOOXKIEHHE OBLIO TOCTUTHYTO B T€UEHUE MEPBLIX 10 MUHVYT.
) y y
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Ta6auua 20: Jlanssie o pactBopenuu 17151 400 mr (40% JekapCTBEHHOTO BEIECTBA)

Taoaunn 400 mr; Ne Jlora 024

Macca TabjeTku
(mr) 1026 | 1037 1019 | 1027 1027 | 10258
Cpennee
Cocy | Cocy | Cocy | Cocy | Cocy | Cocy | 3nauenn | C %
Bpemsi (Mun) al a2 a3 a4 as hi ) e 3 | RSD

0 0 0 0 0 0 0 0 0 0
5 90 85 90 88 89 90 89 2 2.3
10 101 100 100 100 100 100 100 0 0,3
15 103 103 102 103 103 102 103 0 0,4
20 103 104 102 103 103 103 103 1 0,6
30 104 104 102 103 103 103 103 1 0,6
45 103 104 102 103 102 102 103 1 0,6
60 102 104 102 103 102 102 103 1 0,6
90 102 103 101 102 102 103 102,0 1 0,6

[571] Pe3syabraTel u O0cyxIeHue
[572] bbula U3roToBieHa mapTUs TEXHUUYECKONW NMpUMEHMMOCTH Mmaccoil 500 rpamm, u Obun
CIIeJIaHbl CIEAYIOLIIe HAOII0 IeHNS

e ['paHyubl BBINIAAEIN XOPOLIO U UMEIH XOPOLIUI PacXo.

e Jlocne ymjuoOTHEHUs POIMKOB HAOJIONANIOCh HEKOTOPOE MPHIIUIIAHKIE, KOTOPOE paHee He
HaOmonanock. OOBeMHAs MJIOTHOCTh M IUIOTHOCTb YTPSICKU KOHEUHOW CMeCH ObUTH
aHAJIOTUYHBI MPEbITY UM MapTUSM.

e Bo Bpems ckatus W3 103aTopa B CYMIOPT MpoOyieM ¢ MOTOKOM He Hadmonanock. Ha
UHCTPYMEHTE He OBbLIO 3aTUIIaHHH.

e Tabnerku mepBOHAYAJIBHO MPECCOBAIN A0 TBepaocTH okojo 16 kII, Ho Habmromamuck
HEKOTOpbIe CKOJNIB/KPOMKH B KOHIle 200 00OpOTOB Ha PBIXJIOCTb, H, CJIEOBATENBHO,
TBEPAOCTh YBEJIMUUBAJIACh A0 OKOJIO 19 kIl Ha ocTaBUIyIOCS 4acTh LUKJIA.

e Bpewms pacnaga COCTaBIsAIO MeHEe 2 MUHYT.

e Ha Tabnerku Hanocmiu nokpeitue Opadry AMB II High Performance Moisture Barrier
Film Coating 88A180040 White. Bo Bpems HaHeceHHMs TNOKPBITHs Ha TabieTke
HaOJI01aTIMCh CIIEABI TOTEPTOCTEH, a Tak)Ke HeOOIBIINE CKOJIBI M KDOMKHL.

[573] Pe3syabraTsl u O0cyxIeHue




[574]
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Urobbl mpeopmosners mnpoOneMbl, OOHapyKEHHbIE B TMEPBOH MAPTHH TEXHUYECKOM

npuMeHIMOCTH (aptust Ne 141), Obli peKOMEHIOBaHbI CIENYIOIINE H3MEHEHUS:

[575]
[576]

VYBenuuuTh copepkaHue BHYTpUIpaHyJsipHOro creapara marHus ¢ 0,5% no 0,75%,
9yTOOBI TOTEHLUAJBHO YMEHBIIUTh HAJHUIIAHHE HA BAJIUKU BO BPEMsI BaJIKOBOTO
IIPECCOBAHUS.

ITpeccyror Tabnerku ¢ Ooyiee BHICOKOH TBEPAOCTBIO, UTO YIYYIIUT XPYIKOCTh TaOJIETOK
U CHHU3UT TOTEHIMAJIbHOE CKAJbIBAHME M OOpa30BaHHE KPOMOK BO BpPEMS MOKPBITHSL.
Pexomennyemas nenesast tepaocts 20 klla.

ITokpeite mpotuBeHb Opadry mnepen 3arpy3kodl TabJNETOK Ha MPOTUBEHb, YTOOBI
NPEAOTBPATUTD MOSIBIIEHHE CIIEAOB MOTEPTOCTEH.

ITonpoGosate Opadry II White 85F18422 Bmecto Opadry AMB II High Performance
Moisture Barrier Film Coating 88 A180040 White.

IHapTnsa TeXxHN4YEeCKOH NMPUMEHHMOCTH 2

Bropast maptust pa3paboTku Obuia H3TOTOBJIEHA HA OCHOBE HAONIOAEHUI U Pe3yJIbTAaTOB

NEepBOM MApTUM TEXHUYECKOW NpPUMEHHUMOCTH. TabneTku OBIIM H3rOTOBIEHBI C BBICOKOH

tBeprocthio (NLT 20 xIla) u mokpseitel Opadry II White 85F18422. Bo Bpemsi H3roToBIeHHS

npobnem He HaOmonanock. OCHOBBIBAasACh HAa YCIELUIHOM NPOHM3BOACTBE MapTHUH TEXHUYECKON

MPUMEHUMOCTH, TEKYIIHIl MPOU3BOJACTBEHHBIM MPOLECC U peLenTypa pPEeKOMEHAYIOTCS IS

o0ecrieueHNs1 CTAOMJIBHOCTHU M YBEJINYEHHUs] 0ObEeMOB MapTHH.

Tabauna 21
Komnonent PDyHKUHUA %
mac/mac
BHYTPUI'PAHYJISAPHBIN
Coenunenue 1 AKTHUBHOE BEIIECTBO 25,00
Mukpokpucrauinueckas nenojosa (Avicel DG), Hanonuuresnn 57,50
[pexxenatnan3uposannbii kpaxmain (Kpaxman 1500) | Paspexnurens/cBszyrormee 5,00
Tanbk 194 I'nmunant 2,00
IToBunos, (Plasdone K-29/32) Caszyronee 3,00
Creapar Maraus (pacTUTENBHOTO MPOUCXOXKIACHHUS, CwmasbIBarolee BEIecTBo
Hyqual) 07
BCEI'O 93,25
SKCTPAIPAHYJINPOBAHHBIN
ITpesxxenatnansuposannelii kpaxmain (Kpaxman 1500) | Paspexnurens/cBszyromee 5,00
Konnounnstit nuokcun kpemuus, /JP (Cab-O-Sil M5P) I'mupanT 0,75
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Kommnionenr DyHKUMS %
mMac/mac
Creapat Maraus (pacTUTEIBHOTO IPOUCXOXKICHUS, CwmasbiBarolee BEIecTBo
Hyqual) 100
BCEI'O 100,00
HOKPBITHE IIVIEHKH
Opadry I AMB Brnaro3amutHoe moKpbiTHE Oejioe [Inénounast obomouKa 5,00
JluctunnupoBaHHasi BoJa PacTBOpuTENnD H/TI
BCEI'O 105,00

AHalINTHYeCKHE Pe3yJIbTaThI

Ta6auua 22: Pe3ynbraTel HyJeBol cradmibHOCTH (okpbiTre 200 Mmr AMB)

HccaenoBanue

Hynesoe Bpemsi

BHEIIIHUH BU/I

Texnuuecxue XaApaKkmepucmuKku.: Omyem o

Tabnerku oBambHON GOPMBI

pe3ynsmamax

AHAJIN3

Texnuueckue xapaxmepucmuxu. 90,0-110,0% om 101,9%

3AA6/1EHHO20 HA YMUKENKE

CONYTCTBYIOUIUE BEIIECTBA ConyrcrByromiee

Texnuueckue xapaxmepucmuxu: BEILECTBO Macea %o

Coeounenue 1A: ne 6onee 1,0% RRT 0,37 0,17

Huousuoyanvnoe: He 6onee 0,5% RRT 0,45 0,07

Bceeo: ne oonee 4,0% RRT 0,60 0,13

Vraoicume omoensnsie poocmeennvie seugecmeda no | RRT 1.43 (CoenuHenue

OMHOCUMENLHOMY 6DEMEHU Y OEPICUBAHUS. 1A) 0.14
RRT 1,65 0,05
RRT 1,92 0,06
RRT 1,99 0,15
Bceero 0,77

COJIEP’KAHUE BOJIBI
Texuuueckue Xapakmepucmuxku.: Omuem o

pe3ynsmamax

ITpen-1: 3,1121%
IIpen-2: 3,0522%
ITpen-3: 3,0100%

Cpennee 3nauenue: 3,1%




176

Ta6auna 23: Pe3ynbraTe! HyJeBoi crabuipHOCTH (okpbiTre 400 Mmr AMB)

HcecnenoBanue

Hyanesoe Bpemst

BHEIITHU BUJ
Texnuyeckue
xapaxmepucmuxu: Omuem

0 pe3ynbmamax

benbie Tabnerkn oBanbHOH (opmbI

AHAJIN3

Texnuueckue
xapaxkmepucmuxu. 90,0-
110,0% om 3asa6nenno20

HA SMUKEMKe

103,5%

CONYTCTBYIOUIHUE ComnyTcTByHOLIIEE BELIECTBO Macca %

BEHIECTBA RRT 0,37 0,17

Texnuueckue RRT 0,45 0,07

XapaKmepucmuku.: RRT 0,60 0,12

Coeounenue 1A: ne 6oree | RRT 1.43 (Coenunenne 1A) 0,13

1,0% RRT 1,65 0,06

Hnousuoyansnoe: He RRT 1,92 0,06

bonee 0,5% RRT 1,99 0,15

Bcezo: ne 6onee 4,0%

Ykaocume omoenvnvie

PpOOCmeenHbie 6elyecmsda Bcero 0,76

1O OMHOCUMENbHOMY

8pemMeHU YOePICUBAHUSL.

COAEPXAHUE BOJbI | Ilpen-1: 2,6745%

Texnuueckue IIpen-2: 2,6631%

xapakmepucmuru: Omuem | Ilpen-3: 2,6695%

0 pes3yremamax Cpennee 3nauenue: 0,2%

PACTBOPEHHUE Bpewms | PactBopeno %o Cpennee

Texnuueckue (muH) |1 2 3 4 5 6 3HauUeHUe e

xapaxmepucmuxu: O = 5 34 27 |29 |60 [27 |32 [35 12

65% uepes 45 murnym 10 87 65 64 |97 77 74 |77 13
15 100 |95 88 102 |98 97 |97 5
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HUccnenosanue Hyanesoe Bpems
20 102 102 | 100 | 102 | 102 | 101 | 102 1
30 103 103 | 104 | 102 | 103 | 103 | 103 1
45 103 103 | 104 | 102 | 103 | 103 | 103 1
60 103 103 | 103 | 102 | 103 | 102 | 102 0
75 102 103 | 103 | 101 | 102 | 102|102 1

[577] JlekapcrBenHoe BemecTBO CoemuHeHusi | TpOsBISIET TUIOXYHO TekydecThb. lIpouecc
npoN3BONCTBA 25% JIeKapCTBEHHOTO mpernapara ObUT YCIEIHO BbINMOJIHEH B Quotient Sciences.
brina paspaborana Oojiee BhICOKasi JiekapcTBeHHast 3arpyska ¢ 40% API B peuenrtype. [lepsas
OMBITHAS TIAPTHSI C HOBBIM COCTaBOM ObliIa YCHEIIHO W3TOTOBJIEHA AJIsl IIPOU3BOACTBA TaOJIETOK
o 300 u 400 mr.

[578] Y10o0OBI OLICHUTDH OCYyIIECTBUMOCTD NIPpOU3BOACTBA 154 NOATBEPIUTH
MOBTOPSIEMOCTH/HAIE)KHOCTh ~ COCTaBa M MPOLECCa, HCHOJB30BAIM  BTOPYK  MApPTHIO
JIEKapCTBEHHOTO BEIECTBA JJII MPOU3BOACTBA pyroit naptuu ¢ 40% JekapCTBEHHOTO BELIECTBA
(BBICOKAsI JIEKAPCTBEHHAs 3arpy3ka) B cocraBe. Bo BpeMs mepBoil mapTHH, BBITOJHEHHOH C
TEXHUYECKOH BO3MOKHOCTBIO, HA BAIKAaX HAOJIOJANN HE3HAUUTENbHOE NPUJIMIIAHUE BO BPEMs
BAJIKOBOTO IPECCOBAHMS, a BO BpEMsl HAHECEHUs IIOKPBITHS HA TaOJNETKH HaOII0IaNInCh
HapanuHbl 1 CKOsbl. OCHOBBIBAasCh Ha MEPBON MApTUU TEXHUYECKOH NMPUMEHUMOCTH, ObLia
U3rOTOBJIEHA ~ BTOpass ~ MapTUsl ~ TEXHMYECKOM  MPUMEHMMOCTM  C  YBEJIMYEHUEM
BHYTpUIpaHyJisipHOoro creapata marHus ¢ 0,5% no 0,75% B cocraBe, U AN YCTpaHEHMUs
nedexToB, HaOMIOAAEMBIX BO BPEMsl HAHECEHHs MOKpPBITHSA, TaOJEeTKH ObLIM CIPECCOBaHBI C
Oonee BBICOKOH TBEPAOCTBIO, YTO CHAENAIO MX 0Ojee PBIXJIBIMH M YMEHBLIMJIO MOTEHIUAIbHbIE
ckonbl. Kpome Toro, wamy 1jsi HaHECEHUsI MOKPBITHS MOKPBIBATH PACTBOPOM JUISI TOKPBITHS
nepen 3arpy3koil TaOneTok, YTOOBl YMEHBIIWTh LapanuHbl. VI3MEHEHHs, BHECEHHbIE B
peuenTypy M MpoLecc, MOMOIJIH IMOJYYUTh MPUEMIIEMbIH TOTOBBIH MPONYKT O€3 KakKux-JIuOo
npoOJieM B MPOU3BOACTBEHHOM IPOLIECCE.

[579] /lBe mapTuu myist MPOBEPKHU CTAOMIBHOCTHU: OfHA ¢ 25% -HOU 3arpy3Koi JIEKapCTBEHHOTO
cpeactBa (koHueHTpauwst 200 mr) u onHa ¢ 40% -HOW 3arpy3KOi JIEKAPCTBEHHOTO CPEICTBA
(xonuentpanuss 400 mr) ObuUIM H3rOTOBJIEHBI HAa OCHOBE ONTHMH3HUPOBAHHBIX MMApaMETPOB
mpouecca W3 MEePEeJaHHbIX TEXHOJIOTWH, ONBITHOM MNapTUM M MapTUH  TEXHUYECKOU
NpUMEHNMOCTH. TaOJeTKku ¢ MOKpBITHEM ObLIH yIIakoBaHbI BO (priakoHb! o0beMoM 30 ky06 mo 14
TabNeTOK B KaXM0M (IIaKOHe, M OHM CTaji CTAOUILHBIMU MPH YCIOBUAX XpaHeHus npu 2-8 C u
25 °C/60% OTHOCHTENbHOH BIAXKHOCTH. Bce mapameTpel Npolecca U Pe3yJIbTaThl
NPOM3BOJICTBEHHBIX  HCIBITAHUI  COOTBETCTBOBANM  CrelU(uKanusM,  yKa3aHHbIM B

NOKYMEeHTaluu naptuu. Pe3ynpTarel ogHOpOOHOCTH cocTaBa (3HaueHust AV) cocraBuwin 2,0 u
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4,4 ¢ RSD = 0,8% u 1,2% nns nosuposok 200 u 400 Mr cooTBeTCTBEHHO. 3HaueHust AV s

o0enx coneprkKaHUH aKTHBHOTO BEINECTBA HAXOAMJIUCH B Mpeneiax Creuu(puKaliy CTaHIaPTOB

USP wu cocrasisuii  MeHee 15.

COOTBETCTBOBAJIN YTBCPXKACHHBIM TEXHUYCCKUM XaAPAKTEPUCTHUKAM.

[580]

Bce JOIIOJIHUTCJIBHBIC  3aKJIHOYHUTCIIBHBIC HCIIbITAHUA

B Ta6auue 24 onmucan coctas Tabnerok CoennHenus 1, MPUrOTOBIEHHBIX KaK OObIYHAS

cMech 14 xr, paspenenHast 1uis npousBoacTea Tadnerok Coenunenns 1 100 mr u 200 mr.

Ta6auna 24: Cocras maptuu s Tabnerok Coequnenus 1, 100 mr u 200 mr

100 mr Coequnenust 1

200 mr Coenunenus 1

KoauuectBo
Kosmmuectso Ha | KosmuecTBo HA KoanuyecTso
Tabaerky - (%o Ha 1000 Tabaerky - (%o Ha 1000
Komnonent mac.) TadjaeTox mac.) TabdjeToK
Coenunenue 1 100 mr (25,0%) 100 r 200 mr (25,0%) 200
) 231 mr 462 mr
Avicel DG® 231r 462 r
(57,75%") (57,75%")
40 mr 80 mr
IIpexxenaTHHU3UPOBAHHBIN 40r 80r
(5,0%', 5%?7) (5,0%', 5%?)
Kpaxman
Konnounusiii AMOKCUA
KPEMHHSI 3 mr (0,75 %?) 3r 6 mr (0,75 %?) 6T
(Cab-o-sil M5P)
IToBunoH 12 mr (3,0%") 12r 24 mr (3,0%1) 24
Tanpk 8 mr (2,0%1) 8r 16 mr (2,0%") l6r
Creapar maraus 12 mMr
6 Mr
(HyQual) OBomHoii 61 (0,5%, 12r
(0,5%", 1,00 %?)
HUCTOYHUK 1,00 %?)
Macca siapa (Mr) 400 mr 400 r 800 mr 800
Opadry II AMB,
20 wmr (5,0%) 20r 40 wmr (5,0%) 40r
nokpbitue 6enoe’
JuctunnupoBanHas Boga | He npumenumo H/TI He npumenumo H/TI
Macca TabaeTkH ¢
420 mr 420 r 840 mr 840

MOKpbITHEM (MI)

! MntparpanyaspHbiii

? — DKcTparpaHyIMpOBaHHbII

3 - Avicel DG npexcrasnsieT coboil BCIOMOraTeJbHOE BEIIECTBO COBMECTHOH 00paboTKH,
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KOTOPOE COAEPIKUT MUKPOKPHUCTAJUTMYECKYIO LeJUTI0JIO3Y U Oe3BOIHBIN qukanbuuiipocdar,

o0a W3 KOTOpBIX COOTBETCTBYIOT TpeOoanusam crerudukanmu USP u Ph.Eur. (75%

MUKPOKPUCTAJUTMIECKON LEJUTIONO03bI U 25% Ge3BOIHOTO NBYXOCHOBHOTO (hocdaTa KaIbLivs)
* - mnnenoynoe mokperrue Opadry II AMB mnpoussogumoe ColorCon W cocTouT u3
nojusuaUiIoBoro crupra (USP, FCC, Ph. Eur, JPE), tansk (USP, FCC, Ph. Eur, JP, JECFA),
nuokcun tutana (USP, FCC, Ph. Eur, JP, ChP, GB), rmuuepunmonokanpunokanpat (NF, Ph,
Eur) u naypuncynedpar vatpus (NF, Ph. Eur, JP, ChP). 3T0T areHT mjaeHO4YHOro MOKPBITHS
OOBIYHO UCTIONB3YETCS B (hapMaIleBTUYECKON MPOMBIIIIEHHOCTH.
IIpumeps1 2A-2B:
[581] /[IBa uccnenoBanusi Pa3bl 1 ObUTH 3aBEpIIEHBI HA 3TO0POBBIX HOOPOBOJIBIIAX MY3KCKOTO U
JKEHCKOT0 TIoJ1a. Beero B 3TUX HCCIenoBaHUsIX NMPUHSUTH y4acThe 166 cyObekToB; 128 monyunnm
no MeHblieid mepe onHy no3y Coemunenus 1, a 38 moay4ymiam COOTBeTCTByROLIee ILIanedo.
Nsyuennsie CocraBel Coeaunenust 1 BkmrouaroT CoenuHeHue 1, BBOAMMOE BHYTPHUBEHHO,
Coenunenne 1, BBOgMMOEe mnepopasbHO B Buae Tabnerkn, u CoenmHeHue 1, BBOAMMOE
NEPOPATIBHO B BUJIE XKUIKOCTH.
[582] B Uccnenoanuu Ne 1 Coenunenust 1 ouenunBanace PK nociie BHyTpUBEHHOTO BBEICHUS
OJTHOKPAaTHON WM MHOrokpatHoil no3 CoenuHeHusi 1, BKJrO4Yash BO3MOKHOCTb NPUMEHEHMsI
pexxuma yaapHo no3bl. B HccnegoBanum Ne 2 Coenunenuss 1 ouenuBanace PK mocne
NepOpaIbHOrO BBEACHUS] OAHOKPATHON MJIM MHOTOKpaTHOH n03bl Coeaunenus 1. Kpome Toro, B
Uccnenoanun Ne 2 CoenmHeHust 1 ObUIO TPU BJIOXKEHHBIX KOTOPTBI, KOTOpBIE OLIEHHUBAJIU
BHYTPHBEHHYIO/TIEPOPAbHYI0O OMONOCTYITHOCTD, BJIWSHHUE MUINM Ha aOCOpOLMIO, M MOTEHLIHAI
MEXJIEKapCTBEHHOIO B3aUMOAECHCTBHS.
IIpumep 2A.
Uccnenosanue Ne 1 Coequnenust 1
[583] Oro Obuta Paza 1, paHAOMH3UPOBAHHOE, IBOWHOE CIIETOe, TUIAle00-KOHTPOIUPYEeMOe
UCCIIEIOBAHNE C YBEIMYEHHEM OJHOKpPATHOH Bospacrtaromieil no3bl (SAD) m MHOrokpaTHOH
Bo3pacratomeii 036l (MAD) ¢ yuactuem 120 3700pOBBIX MyKUMH U keHIOUH. Llemu
UCCIIENIOBAHMS 3aKIFOYANCh B OLIEHKE O€30MacHOCTH, MEPEHOCHMOCTH M (DapMaKOKMHETHKH
OIHOKpaTHOH 1 MHOTOKpaTHOH 103 CoenuHenus 1, BBonuMbix BHyTpuBeHHOH (IV) nH)py3nei.
[584] B ¢ase omnOKpaTHOI Bo3pacTtaroer 1036l (SAD) xoroptei ¢ 1 mo 6 u ¢ 11A mo 11D
NOJTy4dajii OgHOKpaTHbIe 1036l st koropT ¢ 11A no 11D Bpemst nH(py3un BapbupOBajOCh OT
0,5 mo 3 wacoB misg OUEHKH B3auMOCBs3U Mexnay Cmax U TepeHocuMOCThIO. B (aze
MHOTOKPaTHOH Bo3pacratouiei 1036l (MAD) xoropts! ¢ 7 mo 10 nmoydaiyn MHOTOKPATHBIE 036
B TeueHue 14 nHel, a B koropre 12 M3y4yanun BO3MOXKHOCTb peXMMa yAapHOU 103bl. Koroprsl

n03upoBaHus onucanbl B Tabmure 25.
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[585] OO6pasubl kposu aisi onpenenenus: konuentpaunii Coequnennst 1 u Coequnenust 1A B
1a3Me coOupanyu 0 M B MOAXOZsAIIee BPeMs B MPOLECCE BCEX OAHOKPATHBIX U MHOTOKPATHBIX
BeneHuil Coenunenust 1. [{na xoropr SAD 1-6 cobupanu mpoOGbl MOYM IJIsI ONpeneNeHus
Coenunenus 1A uepe3 48 yacoB nociie JO3UPOBAHUS.

[586] Bocembaecsat (80) cyObexToB ObuM BKIFOUEHBI B KOropThl SAD ¢ 1 mo 6 u ¢ 11A mo
11D. B xaxxaoit Koropre mecTb CyObekTOB ObUIN paHIOMU3NpPOBaHbI B Koropty CoenuHenus 1 u
nBa cyObekTa B Koropty ruianebo. Bee 60 cyObekToB, panmoMusupoBaHHbix 1Mo CoenuHenuro 1,
3aBepmian mpueM. [Iarbaecsat nessath (59) cyObeKTOB 3aBEPIINIH UCCIIETOBAHKE.

[587] Copok (40) cyObekTOB ObUTM BKJIIOUYEHBI B KOTOpThl ¢ 7 mo 10 MAD wu koropty ¢
Harpy30o4Hoi no3oi 12. B kaxmoil koropre mectb CyOBEKTOB OBLIM PaHIOMHU3HPOBAHBI B

koropty Coennnenus 1 u n1Ba cyObekTa B Koropty miaunebo. Jlga (2) cyObekra, OOHH B KOTOpTe

7 (50 mr) u oguH B Koropte 12 ¢ Harpy304HOH TO30M, HE 3aBEPLIMIIN TO3UPOBAHHE.

[588] Takum obpasom, nmomyssiius PK-ananmsa cocrosina usz 60 cyobektoB B paze SAD u 28

cyobekToB B paze MAD.

[589] Taobauua 25: Uccnenosanue Ne 1 Coenunenus 1: [IpoBenenHoe jgeueHme

IMpoaoskuTe/IbH
0CTb HH(Y3HH

OO6padoTka (4acer) Yacrora YcnoBus
Koroptsl 1-6, ucciienoBanne 0JHOKpPATHON Bo3pacTaiomeil 103b1
10 mr Coenunenus 1 1/3 3 OIHOKpPATHO BO3IEPKUBAT
qaca [V bCs1 OT IUIIHU
30 mr Coenunenus 11/3 4 3 OIHOKPATHO BO3JIEPKUBAT
v bCsl OT TTHIIHN
100 mr Coenunenus 11/3 u 3 OAHOKPATHO BO3IEP>KUBAT
v bCsl OT TTUIITH
200 mr Coenunenus 11/3 4 3 OOHOKPATHO BO3JEPKUBAT
v bCsl OT TIHAIIH
275 mr Coenunenust 11/3 4 3 OOHOKPATHO BO3JEPKUBAT
v bCsl OT TIUIIH
350 mr Coenunenust 11/3 4 3 OOHOKPATHO BO3JEP>KUBAT
v bCsl OT TIUIIH
Koropts1 7-10, ncciieqoBaHue MHOKeCTBEHHBIX BO3PACTAIONIUX 103
50 mr Coenunenus 11/3 u 3 OIWH pPa3 B CYyTKH B BO3JEPKUBAT
v TedeHue 14 nHel bCs1 OT ITHIIU
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150 mr Coenunenwust 11/3 9 3 OJIMH Pa3 B CYTKU B BO3JEPKUBAT
v TedeHue 14 nHel bCs1 OT ITHIIU
300 mr Coenunenust 11/3 u 3 OIMH pPa3 B CyTKH B BO3IEPKUBAT
v TeueHue 14 nueu bCsl OT MUILH
600 mr Coenunenus 11/3 9 3 OZIMH pa3 B CYTKU B BO3JIEPKUBAT
v TedeHue 14 nuen bCsl OT MUILHU

Koroptsl 11a-d, ncciienopanue 0JHOKPATHOI 103bI - OLIEHKA PA3JIHYHBIX PEKUMOB

A03UPOBaHUsI/CKOpOCTeH HHQY3UH

1000 mr Coemunenus 11/3 3 OAHOKPATHO BO3IEP>KUBAT
v bCs OT MUIIH
1000 mr Coenunenus 11/2 g 2 OAHOKPATHO BO3JEP>KUBAT
v bCs OT MUIIH
1000 mr Coemunenus 11/1 g 1 OOHOKPATHO BO3JEPKUBAT
v bCs OT MUIIH
1000 mr Coemunenus 11/0,5 0,5 OOHOKPATHO BO3JEP>KUBAT
gV bCs1 OT NTUIIHN

Koropra 12, uccjienoBanue MHOKeCTBEHHBIX /103 - OLIEHKA PA3JIHYHbIX Pe:KMMOB

AO3UPOBAHUS - YAApHas 1032

Y napnas nosza 1000 mr + 2 7Ba pas3a B 1eHb B Jlenb 1* | Bo3nep:xuBat

600 Mr MHOrOKpaTHas 1032 1 OZIUH pa3 B IeHb Ha 2-7

Huu

bCs OT NMHUIITHN

*¢ 9 yacamu MKy HadajaoM HHQY3ui

[590] Ilocne BHyTpuBeHHOrO BBeneHus CoenuHenus: 1 B ogHOKpaTHBIX go3ax ot 10 mr mo 350
mr B TeueHne 3 uyacos (@HUI. 2A-2B) u 1000 mr B teyenue 0,5-3 yacoB HaOMOMATIOCH
J0303aBUCUMOE YBEIIMYCHNE CPEIHEr0 TeOMETPHUYECKOr0 KOHLIEHTpaluu B riazMe CoenuHeHus
1A (®UT. 2A-2B). Cpennue reomerpuueckue 3Ha4eHUsT IS Cmax, AUCo, 1 AUC(inf) TaKKE
yBenuunBanich ¢ no3oi (Tabmuua 6 m Tabmuna 7) m rpaduku log-log mHAMBHIYaTBHBIX
3HaueHUN Cmax (3 4yaca uHGpy3un) u AUCqnn (Bce uH(Y3MM) B 3aBUCUMOCTH OT JIO3bI ObLIH
JUHEHHBIMU C HAKJIOHOM, TO €CTh mapamMeTp b moxenu MomHocTH, paBHbid 0,929 + 0,021 u 1,01
+ 0,020, COOTBETCTBEHHO, AEMOHCTPUPYsI NPONOPLHUOHAIBHYIO 103e win auHelHyr PK B 100-
KPaTHOM JHaIia3oHe.

[591] MenuaHa tmax COOTBETCTBOBAJA BpeMeHU NHPy3uu ais 3-yacooit nHdpy3uu (Koroprsr 1-
6 u 11A) (Tadauna 26 u Tabéaumna 27) u 0,5-2-yacosoit uH(py3un (Koropter 11B-11D)

(Tabnuma 7), 9To yKasplBAJIO Ha OBICTpOE W MOYTH MoyHOE mpespaineHne CoenuHeHus 1 B
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Coenunenue 1A.

[592] B coorBercTBUU ¢ yMeHblIeHUEM BpeMeHH HHPY3UH Cmax YBETMUHBAIACH IO MEPE TOTO,
kak Bpems uHOy3mu mas1 Koroprter 11, Koropr 11A-11D ymensmanoce (®PHUI. 2A-2B u
Tabmuna 7). AUCnf) siBIISI€TCST PYHKIIUEHN TONBKO TO3bI M ObLIa IOCTOSIHHON BO BCEX 4 KOropTax
(Tabnuua 7).

[593] Cpennue reomerpudeckue 3HadeHust CL u V, Opun coryacoBaHbl 1uis iecsiTi 00paboTok
OIHOKPATHOM 10301, BBOAMMON BHYTPHUBEHHO, a CpPeAHUE reoMeTpuyeckue 3HaueHust ans Ty,
HaXOOWINCh B Auama3oHe ot 39,2 mo 74,9 wuaca (Tabnauma 6 u Tabnuua 7). BeiBeneHue
Hem3mMeHeHHoro CoenmuHenuss A ¢ Mouoli ObUIO HE3HAUUTENBHBIM, CO  CPEIHUM
reoMeTpudeckum B auanazone ot 0,0041% no 0,0150% nozsi (Tabuwuia 6).

Tab6auna 26: Csoxka ¢apmakokuHeTndeckux mnapamerpoB misi CoemuHenns 1A mocne
BHyTpuBeHHOW MHPy3uu 10, 30, 100, 200, 275 u 350 mr Coenunenust 1 B TeueHue 3 4acoB

310pOBBIM CyOBEKTaM

Koropra | Koropra
Koropra 3 4 5
Koropra 1l | Koropra2 | 100 mr/3 | 200mr/3 | 275mr/ 3 | Koropra 6
[Tapamerp* 10mr/3 49 | 30mr/3 4 q q q 350mr/ 3 4
161[21.6) | 477 [13.5] 1444 2,412 3 964 4326
Cmax (ur/mn) (6) (6) [18,5]1(6) | [19.3](6) | [23,7]1(6) | [14,0] (6)
Tmax (u) 3,00 (6) 3,00 (6) 3,00 (6) 3,00 (6) 3,00 (6) 3,00 (6)
[3,00- [3,00- [2,00- [3,00- [3,00-
[3,00-3,00]
3,07] 3,02] 3,15] 3,00] 3,03]
AUC(0-24) 1 536 [26,8] 4325 14 359 20 748 37 066 38 168
("dacxHr/mi) (6) [10,51(6) | [18,4]1(6) | [20,0]1(6) | [25,5]1(6) | [17.4] (6)
AUC(0-t) 2379 [27,1] 14 079 47 400 76 000 114 256 153 440
(dacxHr/mi) ©) [22,2](6) | [11,8](6) | [27,7]1(6) | [15,6](6) | [11,6] (6)
AUC(inf) 4048 [26,9] 16 645 50370 83 169 119 740 173 418
(dacxHr/mi) ©) [34,71 (6) | [17,85]1(6) | [30,1]1(6) | [15,6](6) | [14,1](6)
Az (1/4) 0,0177[32.9] 0,0114 0,0132 0,0104 0,0143 0,0093
(©) 139,716) | [41.41(6) | 12431¢6) | 133.21(6) | [2031(6)
tV2 (u) 39,2 [32,9] 61,0 52,5 67,0[24.3] 48,6 74,9
(©) Bo.71©) | #1416 | © | 133216 | 1203166
CL
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Koropra | Koropra
Koropra 3 4 5
Koropral | Koropra2 | 100 mr/3 | 200mr/3 | 275mr/ 3 | Koropra 6
ITapamerp* 10wmr/34a | 30mr/3 4 q q 9 350mr/ 3 4
(Ma/1) 1 890 [26,9] 1379 1519 1 840 1757 1 544
© | B471© [ 1796 | Bo11©) | 15616 | 11411(6)
(mn/4./kr) 27,0 [31,8] 19,6 24,8 25,5 25,0 20,9
(©) 2481(6) | 117.31(6) | 25.21(6) | 112,01 (6) | [14.6] (6)
Vz
L) 107 [34,7] | 121 [16,5] | 1151(24,3] | 178 [29,8] 123 167 [21,3]
(©6) (6) (©) () [33,71 (6) (6)
(JI/kr) 1,53 [29,4] 1,72 1,88 2,46 1,75 2,26
(©) [21.41(6) | 128,91(6) | [1421(6) | 3221 ¢6) | 124,91 (6)
MouesBblneneHue
Komuectso 0,314 [82,7] | 3,44 [176] 7,60 16,2 19,7 26,4
(MKr) (©6) (6) [23,4] (6) | [22,3](6) | [27,0](6) | [26,0](6)
IIpouentnas 0,0041 0,0150 0,0099 0,0106 0,0094 0,0099
nosaf [82,71(6) | [176](6) | [23.4]1(6) [ [22,3]1(6) | [27.0](6) [ [26,0](6)

*Cpennee reomerpuueckoe [reomerpuuecknit’o CV] (N),

ykasbiBaercsi menuana (N) [[uanazon].

+C nmonpaBKOW Ha pa3HUIY B MOJIEKYJIIPHOH Macce.

KpoMme tmax, a1 KOTOpOToO

Ta6auua 27: Coaka papmakokunernueckux napametpoB Coenunenns 1A nocne IV BnuBaHus

1000 mr Coemunenusi 1 B Teuenue 0,5-3 4acoB 370pPOBbIM CYOBEKTaM

Koropra 11

IMapamerp*

1000Mmr /3 4

1000Mmr /2 4

1000mr/ 14

1000mr/ 0,5 u

Cmax (ar/mn)

Tmax (1)

AUC(0-24)

(vacxHr/mi)

AUC(0-t)

11 946 [28,3]
(6)

3,02 (6)
[3,00-3,05]
117,369[35.4]
(6)

362, 689 [20.3]

15 648 [31,0]
(6)

2,02 (6)
[1,50-2,03]
129 978 [38,5]
(6)

476 305 [24,5]

20 118 [17,5] (6)

1,02 (6)
[1,00-1,18]
133 888 [20,4]
(6)

480 944 [7,71]

24 892 [07,5]
(6)

0,52 (6)
[0,50-1,02]
131 108 [38,0]
(6)

402, 850 [18.2]
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(vacxHr/mi) (6) (6) (6) (6)
AUC(inf) 400 438 [20,9] | 540759[26,91 | 535942[9,24] | 433780 [17,2]
(vacxHr/mi) (6) (6) (6) (6)
Az (1/4) 0,0125[38,3] | 0,0096 [43,7] 00102 (37,61 6) 0,0125 [ 47.1]
©) (©) ©)
tV2 (1) 55,7[38,31(6) | 72,5[43,7](6) 67,7[37,6] (6) 55,6 [47,1] (6)
CL
(M1/4) 1911[20,9](6) | 1415[26,91(6) | 1428[09,2](6) | 1764 [17,2] (6)
(M/4./xr) 25,1116,716) | 23,212881(6) | 21,6[15,6](6) | 24,6[152](6)
Vz
(L) 153 149,01 (6) | 153[49,01(6) | 139[31,11¢6) | 141[50,1](6)
(JT/kr) 2,02[39,91(6) | 2.43[46,31(6) | 2,11[28,4]1(6) | 19,7[40,1] (6)

*Cpennee reomerpudeckoe [reomerpuuecknii’e CV] (N), kpome tmax, mis KOTOPOTO
ykasbiBaetcst menuana (N) [[{nanaszon].

[594] Ilocne mHOTOKpaTHOTrO BHYyTpUBEHHOTO BBeneHus Coenunenust 1 B noze 50, 150, 300 u
600 mr B Teuenue 3 yacoB QD X 14 mHeli HaOMOOANOCh TO303aBHCUMOE yYBEIHMUEHUE CPEIHEH
reoMeTpudeckoil koHmeHTpaunu B 1asme Coemunenust 1A (PHUI. 3A-3B). Cpennue
reomerpuueckue 3Ha4eHUs 1 Cmax 1 AUCo.24 Takke yBenuuuBanuch ¢ 1o3oi (Tadbnuma 28) u
rpaduku ¢ JorapuMUUECKUM MacmTadoM Ha 00euX OCSIX MHAWBUAYAJIbHBIX 3HAUCHUH Cmax B
paBHOBecHOM cocTtosiHuu (Koroptsr 7-10, 3-yacossie uHdy3un) u AUCo-24 ( Koroptsl ¢ 7 no 10,
nenb 14; Koropra 12, neHb 7) B 3aBUCUMOCTH OT J03bl ObUTH JIUHEHHBIMU C HAKJIOHOM, T.€.
napameTpoM Mopeiau MoImHocTH b, paBHbIM 1,039 + 0,031 u 1,015 £+ 0,043, COOTBETCTBEHHO,
J€MOHCTPUPYS MPONMOPLHUOHAIBHYIO 103€ WU JIUHEHYIo PK.

[395] MenuaHa tmax COOTBETCTBOBaja Bpemenu wHPy3um 3 uaca mns Koropr ¢ 7 mo 10
(Tabauma 28). Cpennue reomerpudeckue 3HaueHus 1iss CL u V, Obutn cornacoBanbl Mexkay 4
koropramu MAD IV (Tabnuma 28) u koroproii pexuma Harpy3ku (Tabmuua 29). Cpennue
reOMETPUYECKUE 3HAYEHUs 1A ty, BapbupoBaIuCh OT 48,0 10 69,0 yacoB Aysl TeX K€ KOropT
(Tabmuma 28 u Tabnuma 29).

[596] Cpennsas kymymsinus CoenuHenust 1A, oueHeHHas kak oTHOWEHHE Cmax min AUCo-24 Ha
14-ii nenb u Ha 1-fi ;meHb, coctaBisia 1,96 u 3,27, COOTBETCTBEHHO, O€3 SIBHBIX TEHACHIUI
cpenu 4 koropt, koTopbiM BBoauIU Coenunenue 1 B TeueHne 3 4acos.

[597] Jlydie Bcero Je4uTh rpuOKOBBIE HH(PEKLUNH, TOCTUTHYB TEPAIIEBTUUYECKOTO BO3EHCTBUS
Kak MOXHO ckopee. OmHako, kak mokasaHo Ha PUI. 3A-3B u Tabmuue 28, ycrolumBoe
COCTOSIHME JOCTUraeTcsl rae-To Mexay 7 u 14 gHsAMu, B 3aBUCUMOCTU OT ty, MHAUBUAYYMA.

ITosToMy pexxuM Harpy3ku ObLI HCCIEOBAH C LIEJbI0 KaK MOXKHO CKOpee HOCTUYb YCTOWYHBOTO
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cocTosiHus o0yueHusi. Ha ocHoBe MonenupoBanus ObL1 BeIOpaH pexxum 1000 mr/2 gaca x 2 B 0
u 9 yacoB B neHb 1 ¢ nocnenyromum npuemoM 600 mr/1 vac QD B nuu 2—7, 4T0OBI KaK MOKHO
CKOpee OCTUYb YCTOWYMBOrO cocTosiHUA. CpenHue reoMeTpuyeckre KOHLEHTPAIMU B IUIa3Me
Coenunenuss 1A ans 3TOro pexkxuma, Mo-BUJUMOMY, AOCTUralOT CTAOUIIBHOTO COCTOSIHUS K 4
a0 (OUT. 4A-4B), kak u cpennue reomerpuueckue 3HaueHUst A0 Cmax 1 AUCo.24 (Tabmuia
29). CpaBHenne Cmax 1 AUCo-24 Ha 7-f neHb 1 pexxuma Harpysku (Tabmuma 29) ¢ TakoBbIMH
Ha 14-ii newp nns 600 mr/3 yaca X 14 gnei, To ecTb Oe3 pexxuma Harpy3ku (Tabmuma 28),
NOKa3bIBAET PAa3yMHOE COTJIACOBAHWE, KOTJa pa3HHULa BpeMeHH WUHQPY3uH i 103b1 600 Mmr
MEKAY ABYMSI KOTOPTAMU PUHUMAETCS] BO BHUMAaHHUE. DTO TOBOPHUT O TOM, UTO PEKUM HArPy3KH
COOTBETCTBYET LIEJIH KaK MOKHO CKOPEe JOCTHYb YCTAHOBUBIIETOCSI COCTOSHUSI.

Ta6auua 28: Csoxmka ¢dapmakokmHernueckux mapamerpoB it CoenmHeHust 1A mocne
BHyTpuBeHHOU nHOY3un 50, 150, 300 u 600 mr Coennnenust 1 B reuenue 3 gacoB QD x 14 nuei

IS 3OPOBBIX CYOBEKTOB

Koropra 7 Koropra 8 Koropra 9 Koropra 10
[Tapamerp™ 50mr/3 4 150 Mr/3 4 300mr/3 4 600 mr/3 u
Jensb 1
Cmax (ar/mn) 669 [20,9] (5) 1865[12,4] | 3687[27,0](6) | 7572[15,5](6)
(©)
Tmax (1) 3,00 (5) 3,00 (6) 3,00 (6) 3,00 (6)
[3,00-3,00] [3,00-3,02] [3,00-3,00] [2,00-3,02]
AUC(0-24) (uxur/mn | 6388 [21,6] 19 382 [19,7] 37059 [33,8] |72679[10,1]
) () (6) (6)
Henb 7
Cmax (ar/mun) 1 091 [16,6] 3090[8,84] | 6654[17,6](6) | 14 491 [8,37]
) () (6)
Tmax (1) 3,00 (5) 3,00 (6) 3,00 (6) 3,03 (6)
[3,00-3,03] [3,00-3,03] [2,00-3,00] [2,00-3,05]
AUC(0-24) 17 566 [14,4] | 48 682[9,35] 104 080 [24,3] | 217 089 [9,21]
(vacxHr/mi) (5) (6) (6) (6)
Henb 14
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Koropra 7 Koropra 8 Koropra 9 Koropra 10
ITapamerp™ 50mr/3 4 150 Mr/3 4 300mr/3 4 600 mr/3 4
Cmax (ar/mun) 1 182[15,4] 3424 [7,17] 7523 [15,28] | 15364 [14,3]
) () (6) (6)
Tmax (1) 3,00 (5) 3,02 (6) 3,02 (6) 3,00 (6)
[3,00-3,52] [3,02-3,50] [3,00-3,00]
AUC(0-24) 20266 [19,5] 51907 [14,0] | 118362 [24,6] | 245049 [12,1]
(vacxHr/mi) (5) (6) (6) (6)
Az (1/9) 0,0100 [43,9] | 0,0132[51,4] 0,0131 [30,7] ]0.0107 [26.0](6)
) ©) (6)
t¥% (1) 69,0 [43,9]1(5) | 52,6 [51,4]1(5) | 53,1[30,7](6) | 64,8[26,0](6)
CL
(mn/qa) 1 888[19,5] 2211 [14,0] 1 939[24,6] (6) | 1873 [12,1](6)
) (©)
(Mn/a./kr) 24.5120,01(5) | 27,7[17,3]1(6) | 29,0 [15,1]1(6) |29,4[18,8](6)
Vz
L) 188 [34,3]1(5) | 174 [42,1] (5) 148 [33,5](6) | 175 [16,7] (6)
(JI/kr) 2,44 3591 (5) | 2,17[36,91(5) | 2,22[28,5]1(6) |2,75[22,9] (6)

*Cpennee reomerpuueckoe [reomerpuueckuii % CV] (N), kpome tmax, AT KOTOPOTO

ykasbiBaercsi menuana (N) [[uanazon].

Taoauua 29: Csoaka ¢dapmakokuHeTnuecknx mapamerpoB aiast Coenunenust 1A mocne

BHYTpUBEHHOI nHpYy3un B peskume 3arpy3ku 1000 mr Coenunenus 1 B Teuenue 2 yacoB B 0 u 9

4acoB B AeHb | ¢ mocaenyromum BeaeHueM 600 mr B Tedenune 1 waca QD x 6 gHe, nHu co 2 mo

7, 300POBBIM CyOBEKTaM

1000 mr /2 vacasO0u 9 600 mr/ 1 vac QD
4acoB
[Mapamerp* Hens 1 Henn 4 Henn 7

15 738 [25,2] (5)
11,0 (5)

17 863 [11,6] (5)

1,00 (5)
[11.0-11.1] [1.00— 1.00]
AUC(0-24)(axHr/mm) 211293 [19,9] (5) 219 458 [5,58] (5)
Az (1/4) — —

17 662 [9,14] (5)
1,00 (5)
[0.50— 1.00]
200 790 [13,3] (5)
0,0145 [41,4] (4)

Cmax (ar/mun)

Tmax (1)
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ITapamerp* 1000 Mmr/2 vacasOu 9 600 mr/ 1 gac QD
tV2 (1) —T — 48,0 [41,4] (4)
CL — —
(mu1/9) —F — 2286 [13,3]1(5)
(Ma/4./xr) —F — 33,4[14,4]1 (5)
Vz — —
(L) — — 162 [30,8] (4)
(JI/xr) — — 2,27 [34,4] (4)

*Cpennee reomerpuueckoe [reomerpudeckuii % CV] (N), kpome tmax, AJIST KOTOPOTO
ykasbiBaercsi menuana (N) [[luanazon].

tIlapaMeTp HEe MPUMEHUM K JHIO HCCIIEIOBAHUS.

[598] Llupkymupyromue ¢ocharaspl urparoT posib B OMOKOHBEpCHH TposiekapcTBa (ocdara,
Coenunenus 1, x aktuBHOM yactu CoenuHeHus: 1A B KpOBU YeNIOBEKA. JTO TAK)KE€ OUEBHUIIHO M3
JAHHBIX 3aBUCUMOCTH KOHILEeHTpauuu B miasme CoenuHeHust 1 ot Bpemenu. IIponexapcTso
OBICTPO MpeBpaIlaeTCs B AKTHBHYIO COCTABJISIOLIYIO, MTOCKOJIbKY KOHIEHTPALMH MPOJIEKapCTBa
<LOQ makcumyM uepe3 8 4acoB mociie Hadaja WHQPY3UH, & tmax JUIA AKTUBHOTO BEIECTBA
IOCTHTAeTcs, MO CYIIEeCTBY, B KOHIE HH(Y3uM mnpojekapcrBa. BosnelicTBue mponexapcTsa
cocraBisieT <5% OT BO3IENCTBUS aKTUBHOTO BelecTBa. PK-aHanus orpaHuumBaics pacueTom
Cinax, tmax, 1 AUCo.t TOCIe OTHOKPATHON U MHOTOKPATHOMH J103.

[599] Ilocne BHyTpuBeHHOrO BBeneHus CoenuHeHus: 1 B ogHOKpaTHBIX no3ax ot 10 mr go 350
Mr B TedeHne 3 4yacoB u 1000 mr B Tedyenue 0,5-3 4vacoB HAOMOMANOCH 10303aBHCHMOE
yBeJIMYEHUE CPEAHUX MeOMEeTPpUUECKUX KOHUeHTpauuii B mnazMe Coenunenus 1 (OUI. SA-5B).
Cpennue reomerpuueckue 3Ha4eHUS Cmax, AUCo+q, 1 AUCo.inf TaKKe YBETUYHBAIUCH C J1030H
(Tabmuua 10 u Tabmuma 11).

[600] MenuaHa tmax OOBIMHO OBLIA KOpoOue, 4eM BpeMsi MHQY3UHM JJisi 3-4acOBbIX HHQY3UId
(Koropter 1-6 u 11A) (Tabnmuna 30 u Tabnuma 31), a takxke mns 0,5-2-gacoBbix UHGY3UH
(Koropter 11B-11D) (Tabmuua 31) Haubonee BepoSTHO H3-3a OBICTPOTO MPEBpAIIEHUS
Coenunenus 1 B Coenunenue 1A.

Tab6auna 30: Csogka QapmakokuHeTnyecknx mnapamerpoB it CoenmaeHuss | mocne
BHyTpuBeHHOW MHPy3uu 10, 30, 100, 200, 275 u 350 mr Coenunenus | B TeueHune 3 4acos

310pPOBBIM CyOBEKTaM
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Koropra | Koropra2 | Koropra3 | Koropra4 | Koropra 5 | Koropra 6
1 30mr/3u| 100mr/3 | 200mr/3 | 275mr/3 | 350 mr/3
10 mr/3 q q q q
ITapamerp* q
Cmax(Hr/mn) 26,9 92,3 318[21,9] | 634[28,1] | 954[9,58] 1185
[8.461(6) | 313160 | © ©) ©6) 39,61 (6)
Tmax (1) 2,01 (6) 0,50(6) 2,00(6) 2,00(6) 2,00(6) 2,00(6)
[0.50- [0.50- [0.50- [0.50- [0.50- [0.50-
3.00] 2.00] 3.00] 4.00] 3.00] 3.03]
AUC(0- 70,5 250 [26,9] 2426 1478 2 426 2952
t)(axHr/mn) [8,24] (6) (6) [10,5] (6) [25,2] (6) [10,5] (6) [27,6] (6)

*Cpennee reomerpuueckoe [reomerpuueckuii % CV] (N), KpoMe tmax, IJISI KOTOPOTO

ykasbiBaetcst menuana (N) [[lnanaszon].

Ta6auna 31: Ceoaka dapmakoknneTnueckux napamerpoB Coenunenus 1 mocie IV BiuBaHus

1000 mr Coenunenusi 1 B Teuenue 0,5-3 4acoB 340POBBIM CYOBEKTaM

Koropra 11

ITapamerp™

1000 Mr/3 4

1000 Mr /24

1000 mr/ 14

1000 mr/ 0,5 4

Cmax (Hr/mn)

2913 [10,2] (6)

4682 [27,3] (6)

9244 118,4] (6)

17 686 [17,8]

(6)
Tmax (4) 2,00 (6) 1,00 (6) 0,54 (6) 0,36 (6)
[2,00-3,05] [0,50-1,50] | [0,33-1,02] [0,17-0,50]
AUC(0-t) 8 185 [10,1](6) | 8078[29,7](6) | 9019 [24,4] (6) | 8 809[23,1] (6)
(vacxHr/mi)

*Cpennee reomerpuueckoe [reomerpudeckuii % CV] (N), kpoMe tmax, IJISI KOTOPOTO
ykasbiBaetcsi menuana (N) [[luanaszon].

[601] Ilocne BHyTpuBeHHOTrO BBeAeHUs1 CoennHeHus: 1 B MHOrokpaTHbix go3ax 50, 150, 300 u
600 mr B Tedenue 3 yacoB QD X 14 nHeli HaOmOANOCh TO303aBHCUMOE yYBEIMUEHUE CPEIHEH
reoMeTpudeckoil koHmeHtpamuu B TuiasmMe Coemunenuss 1| (PHUI. 6A-6B). Cpennue
reomerprueckue 3Ha9eHU Cmax 1 AUCo. Taroke yBenuunBaiuch ¢ no3oi (Tadmmnma 32).
[602] MenuaHa tmax OOBIMHO ObLTa KOpoue, 4eM Bpemsi mH(y3um st 3-4acoBO WHQY3UH,
CKOpee Bcero, u3-3a opicTporo npespaiuenus Coennnenus 1 B Coenunenue 1A.
H3-3a O6picTporo npespamenust Coenqunenns 1 B Coennnenne 1A npakTHuecky He HaOII01aI0Ch

HAKOIUIEHHUSI C CONMOCTAaBUMBIMH 3HaUEHUSAMHU TSI Cmax 1 AUCo4B nau 1, 7 u 14 (Tabmuma 32).
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3TO0 TakXKe OYEBUIIHO IpU CpaBHeHMHU naHel 1, 4 u 7 nysa xoropTsl yaapHoi no3el (Koropra 12)
(Tabmuua 33 u ®UT'. 7A-7B).

Tab6auna 32: Csogka ¢QapmakokuHernueckux mnapamerpoB g Coenunenus | mocne
BHyTpuBeHHON nHOpy3uu 50, 150, 300 u 600 mr Coenunenus 1 B reuenue 3 gacoB QD x 14 nueit

IS 37I0POBBIX CYOBEKTOB

Koropta 7 Koropra 8 Koropra 9 Koropta 10
[Mapamerp™ 50 mr/3 4 150 Mr/3 4 300 mMr/3 4 600 Mr/3 4
Henb 1
Cmax (ur/m) 121[15,2]1 5) | 401[26,4] 6) | 806[32,21(6) | 1919[13,4](6)
Tmax (1) 2,00 (5) 2,01 (6) 2,00 (6) 1,25 (6)
[0,50-3,00] [0,50-3,00] [0,50-3,00] [0,50-3,00]
AUC(0-24) 318[6,92] (5) | 1004 [28,4] (6) | 2 159 [28,8] (6) | 5 034 [17,1] (6)
(vacxHr/mi)
Henb 7
Cmax (Hr/m) 97,9 38,11 (5) | 349[18,01(6) | 731[19,0](6) | 192016,05] (6)
Tmax (1) 3,00 (5) 3,00 (6) 2,06 (6) 2,51 (6)
[2,00-3,03] [2,00-3,03] [2,00-3,00] [2,00-3,05]
AUC(0-24) 226 [48,7](5) | 801[18,6]1(6) | 1676[16,9](6) | 4 455[7,29] (6)
(vacxHr/mi)
Henb 14
Cmax (ur/m) 121 33,81 5) | 373 121,21 6) | 863[29,3]1(6) | 2055[20,9] (6)
Tmax (1) 0,50 (5) 0,50 (6) 2,00 (6) 2,00 (6)
[0,50-3,00] [0,50-3,00] [0,50-3,02] [0,50-3,00]
AUC(0-24) 317[39,8](5) | 987[20,01(6) | 2316[24,01(6) | 5511[17,3](6)
(vacxHr/mi)

*Cpennee reomerpuueckoe [reomerpudeckuii % CV] (N), kpome tmax, AT KOTOPOTO
ykasbiBaetcst menuana (N) [[{nanaszon].

Ta6auna 33: Csonka ¢apmakokuHeTnueckux mapamerpoB it Coenunenuns 1 mocne IV
uH}y3uu B pexxume 3arpy3ku 1000 mr Coenunenns 1 B redenne 2 yacoB B 0 u 9 yacos B JleHs 1
¢ nocneayomuM BeeaeHueM 600 mr B Teuenue 1 vaca QD x 6 nueit, auu 2-7, 1o 300pOBbsA

CybbekToB
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1000 Mmr/2vacaBO0u9 600 mr/ 1 vac QD
4acoB
ITapamerp* Hens 1 Hennb 4 Henb 7
Cmax (Hr/mn) 4 881 [20,0] (5) 4 233 [12,51(5) 4875 [17,8] (5)
Tmax (a) 10,0 (5) 1,00 (5) 1,00 (5)
[0,50-10,1] [0,50-1,00] [0,50-1,00]

AUC(0-t) 29 819[11,2](5) 7235 [17,0] (5) 5305 27,11 (5)
(wacxHr/mi)

*Cpennee reomerpuueckoe [reomerpudeckuii % CV] (N), kpome tmax, AT KOTOPOTO
ykasbiBaetcst menuana (N) [[lnanazon].

tIlapaMeTp He MPUMEHUM K JHIO HCCIIEIOBAHUS.

[603] Konnenrpamuss B muasme neneBoro Coemwaenus: 1A (AUCo.4) AN KIMHHYECKOU
s¢dextuBnoctu nporus Candida spp., Aspergillus spp., u TPyOHO TOANAIOIIUXCS JICUYSHHIO
penKux TIUIeCHEeBbIX TpubOB (Scedosporium spp., Fusarium w Mucorales rpuboB) Obun
NPEBBIIEHBI.

[604] Coenunenue 1

[605] BosneiictBue mnponekapcTBa ObUIO HENMPOAODKUTENBHBIM M cOCTaBisuio <5% ot
Bo3aeiicTBust akTuBHOTO Coenuuenust 1A, uto uckiouaer oOmupHeil PK-ananus. Bosneticteue
10CJIe OAHOKPATHOTO M MHOTOKPATHOTO MPHEMa YBEJIUYMBAJIOCh B 3aBUCMOCTH OT 103bl. M3-3a
ObicTporo mpespawmenuss B CoenuHeHue 1A, mo CymecTBy, He MNPOMCXOAUT HAKOIUICHHS
Coenunenus 1 nmocie MHOTOKPAaTHOTO TO3UPOBAHMUSL.

[606] PasoBast no3a - OieHKa pa3JIMYHbIX PEKMMOB N03UpOoBaHus - CKOpOCTh HHDY3UHU

[607] Ob6was 3abonesaemocms TEALS

[608] B obmieit cnoxxHOCTH 27 cyOBekToB (84%) cooburmm o 87 TEAEs. U3 Hux 5 cyObekTOB
(83%) coobmmmm o 13 TEAEs B rpymnme 1000 mr/3 u; 6 cyosekroB (100%) coobmummm o 22
TEAEs B rpymme 1000 mr/2 u; 6 cyosekros (100%) coobimmnm o 25 TEAEs B rpynme 1000 mr/1
gac; u 6 cyowekToB (100%) coobmmmu o 21 TEAEs B rpynme 1000 mr/0,5 waca. OOmee
kommuectB0 TEAEs B cooTBercTByrommux rpymnmax Iuianedo (2 cyObekta B TpyIie)
BapbpupoBaiock oT 0 10 3, 0 ueM coobumumu B ob1melt cinokHocTH 4 cyobekTa (50%).

[609] Xots mpoueHT cyObekToB, coobmaromux 0 TEAES, Obul OMWHAKOBBIM Cpelu Pa3HbIX
rpymm, xkomuuectBo TEAEs Opuio Hmke B rpynme 1000 mMr/3 gaca mo CpaBHEHHUIO € IpyIIIaMH
IO3UPOBKH ¢ Ooiee kopoTkuM mnepuopoM uHoy3uu (1000 mr/2 uaca, 1000 mr/1 gac u 1000
mr/0,5 1). Kommuectso TEAEs Obuto onnHakoBsiM B rpynnax ¢ 1000 mr/2 4, 1000 mr/1 4 u 1000
Mmr/0,5 u.
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[610] MHokecTBeHHas 1032 - OlLieHKa pa3IMYHBIX PEXKUMOB JO3UPOBAaHUS - Y mapHas 1034

[611] Ob6was 3abonesaemocms TEAES

[612] Bce 8 cyonexToB B Koropre 12 (100%) cooburunu B obmeii cnoxxnoctu 0 41 TEAEs. U3
HUX 6 cyOpekToB (100%), xoTOpHIM BBOAMIN cxeMmy yaapHoOW no3el Coenunenus 1 (1000 mr
Coenunenusi | BHyTPUBEHHO MOCPEACTBOM 2-4acOBOH MH(Y3UH 1BaX bl B IeHb 1 C UHTEPBAJIOM
9 uwacoB Mexny HadanoM uHOy3uit + 600 mr CoenuHeHust | BHYTPUBEHHO IyTeM 1-4acoBoi
uHpy3uun QD B muu 2-7) coobmmnu o 38 TEAEs u 2 cyobekra (100%), KOTOPBIM BBOIUJIH
manedo, cooduunu o 3 TEAES.

IIpumep 2B.

[613] MHccnemoanue Ne 2 Coemunenust 1 Obuto Pasoii 1, MBOMHBIM CJENbIM, ILIanedo-
KOHTPOJIMPYEMBIM, PAHIOMH3HPOBAHHBIM HCCIECJOBAHUEM Ha 3I0POBBIX JOOPOBOJIBLAX,
KOTOpOE COCTOSIJIO M3 CepuH OOpabOTOK OIHOKPATHOW WM MHOTOKPAaTHOH n030i. B ¢dase
OIHOKpaTHOH Bo3pacraromeii 1036l (SAD) cyObektsl B Koropre la monyyanu OZHOKPATHYIO
BHYTPUBEHHYIO J03y B Iepuose A, a 3aTeM MOBBIIAINCH OAHOKpPATHbIE MepopasbHble A03bl B
nepuoasl o B 1o D. Cyosektsl B Koropre 1b monydanun onmHOKpaTHYIO MepOpaiibHYIO 03y B
ycnoBusax enpl M Haromak B mepuoasl E m F. CybOwextel B Koroprax 2 m 3 momywanu
nepopasibHbIE I03bI OAMH pa3 B I€Hb B TeueHue 14 nHei, kak u cyobekTsl B Koropre 4 B pamkax
CKpUHHMHIA /7 Vivo Ha TpPEeAMET BBbIABJIEHUS IMOTEHLUaNa JIEKapCTBEHHOTO B3aUMOAEHCTBUS
(DDI). Bce cyonbextst Koroprter 4 nonyuanu CoenuHenue 1; ciaenoBaTenbHO, 3Ta KOropra Oblia
6e3 koHTpos ianedo. Koroptel no3uposanus onucanbl B Tabnuue 14.

[614] OOpa3sus! kpoBu ast onpenenenus koHueHtparmii Coennnenns 1 u Coenunenus 1A B
a3mMe coOMpaiy 10 ¥ B MOAXOASALIEe BpeMs B IIPOLIECCe BCEX OJHOKPATHBIX U MHOTOKPATHBIX
Beenenuii Coemunenusi 1. Jlns xoropr SAD la u 1b oOpasubl MouM Al ONpeneeHus
Coenunenus 1A cobupanu yepes 48 4acoB Mociie JO3UPOBAHUS.

[615] OOpa3ubl KpoBH IJisi OMpeeNieHus] KOHLeHTpauui B miasme cydcrpata CYP cobupanu
nouyepes 0,5, 1,2, 4,6, 8, 12, 16 u 24 yaca nocje BBeAEHUs OJHOKPATHBIX 103 B 1 u 15 nHM.
[616] B mccnenoBaHMM MPUHSIIN yYacTHE COpOK mmecTh (46) cyorektos: 8 B Koropte la, 10 B
Koropre 1b u mo 8 B Koroprax 2 u 3. B xaxnoii koropre 2 cy0bekTa ObUIH PAHAOMU3UPOBAHBI B
Koropty mianedo, a ocraimpHbie - B koropty Coemunenusi 1. Koropra 4 cocrosiia uz 12
cyOBeKTOB, Bce U3 KOTOphIX nony4dainn Coennaenue 1. Bee 38 cyObekTOB, paHIOMU3HPOBAHHBIX
no CoeauHeHuro 1, 3aBepluniy ucciaenoBaHue U coctasunu nonynauuo PK-ananusa.

Tabauna 34: ccnenosanue Ne 2 Coenunenus 1: [IpoBenenHoe jgeueHne

OO6padoTka Iyt BBeaeHust YacroTa Ycnosus

Koropra 1a, ucciienoBanue 0JHOKPATHOI BO3pacTaromiei 10361, NepeKpecTHOe

HCC/Ie0BaAHHE [Te 7Ke BoCeMb CY0ObeKTOB B UeThIpex rpynnax J03HpOBKH]|
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200 mr sd CoenuneHus v OOHOKPATHO BO3JEP>KUBATBCS OT
1 UALIA
100 mr sd Coenunenus TabJNeTKH OIOHOKPATHO BO3JEPKUBATHCS OT
1 n1Z00007¢
300 mr sd CoenuneHust TabNeTKH OIHOKPATHO BO3J1€P>KUBATHCS OT
1 MULIT
500 mr sd CoenuHeHwsI TabJNeTKH OAHOKPATHO BO3JEP>KUBATHCS OT
1 UALIA

Koropra 1b, pazoBas 1o3a - uccjienoBanue BJAUSIHHS MUIIH, TePeKPeCTHBIH AU3aHH

400 mr sd CoenuneHus TabJNeTKH OOHOKPATHO BO3JEPKUBATHCS OT
1 UALIA
400 mr sd CoenuHeHus TalJNeTKH OIHOKPATHO MO/IaBaTh

1

KoropTsi 2 1 3, uccjienoBaHne MHOKeCTBEHHbBIX BO3PACTAIOIIHX 103

500 mr md TabJNeTKH ONIMH pa3 B CYTKU | MOJIaBaTh
Coenunenus 1 B TeueHue 14

IHEH
1000 mr md TalJeTKH OJIMH pa3 B CYTKU | MOJIaBaTh
Coenunenus 1 B TeueHue 14

JHEeH

Koropra 4, ucciienoBanue JiekapcTBEHHOT'0 B3aHMO/eHCTBHUS

500 mr md NEepOPANIbHBIN OJIUH pa3 B CYTKH | MOJaBaTh
Coenunenus 1* pacTBop B TeueHue 14
IHeN

*OnHokpaTHbIe epopasbHbie 1036l 6 cydcTpaToB CYP (cocrosimue u3z 1 mMr munazonama, 10 mr
ruapodpomusa aekcrpomeropdana, SO mr koenna, 20 mr Oynpornmona, 10 mr omenpaszona, 10
mr ¢paypOunpodena) ObuH qaHbl 3a AeHb 10 nepBoi 1036l CoenuHeHns | U B MOCIENHMINA NeHb
npuema Coenunenus 1. sd = pazoBas 103a; md = MHOTOKpaTHas 1032

[617] Coenunenue 1A

[618] Ilocne mepopanbHoro BBeneHust CoequHenus: 1 B omHOKpaTHBIX Ao3ax ot 100 mr mo 500

MI' HaOJIOAANoCh /0303aBHCHMOE YBEIMYEHHE CpPENHEH I'€OMETPHUYECKOW KOHLEHTPALUU B

wiasme Coenunenus 1A (PHUT. 8A-8B). Cpennue reomerpudeckue 3Ha4eHUS 1 Cmax, AUCos4,

u AUCnf Taxxe yBenuuusaiuch ¢ n1030i (Tabmuna 35), a log-log rpaduku nHAMBHAYaTbHBIX

3HaueHUH Cmax 1 AUC (inf) B 3aBUCHMOCTH OT A03bI OBLIM JIMHEHHBIMH C HAKJIOHOM, T. €. C

napaMeTpoM Moneiau MOIHOCTH b, paBHbIM 0,935 + 0,077 u 1,04 + 0,046, COOTBETCTBEHHO,
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IEMOHCTPHUPYIOLIUM TPOIMOPLHUOHANBHYIO0 103€ WM JHHEHHYH (apMakokuHeTuky. CpenHue
3HAYEHUs tmax BapbupoBauCh OT 2,0 g0 3,0 4acoB C MOCTOSHHBIMU OHana3oHamu Ay 4
nepopanbHbIx 103 (Tabmmua 35).

[619] CpenHue reoMeTpuyecKUe 3HAYEHUs Ui ty, HAXOMWUJIUCh B auamnasoHe ot 44,9 no 64,7
4yacoB i 4 mepopanbHbix 00paboTok u coctaBysiin 49,1 yaca Ay BHYTPUBEHHOTO JIEYEHUS
(Tabmuua 35), uyTo ykasbiBaeT Ha TO, 4ro abcopbumsa CoenuHeHus | w/wim npeBpalnieHHe B
Coenunenue 1A He ObUT OrPaHUYHMBAIOLINM CKOPOCTh 3TANoM B (papMakokuHeTrke CoearMHeHsI
1A.

[620] Cpennue reomerpuueckue 3HaueHus s CL/F u V,/F Obutn cornmacoBaHbl Mexay 4
nepopanbHbiMu  nipenapatamu (Tabmuma 35) Oe3 siBHOH 3aBucuMocTH OT a03bl. Cpennee
reoMeTpUYeCKOe 3HaUeHUe ty, I0Ce epOopaJIbHOrO BBEIEHUS TaKKE COOTBETCTBOBAJIO CPEHEMY
3HAYEHUIO JUIs BHYTPUBEHHOTO BBEAEHUs B 3TOM uccienosanuu, 49,1 daca (Tabmuma 395), a
Takxke cpenHemy 3HaueHuro u3 HccnenoBanust Ne 1 Coenunenns 1 (Tabmmubr 26-29), uro
yKa3bIBaeT Ha TO, 4yTo abcopbumst Coennnenust 1 w/mnum npespamenne B Coenunerne 1A He Obut
OrPaHUYMBAIOLINM CKOPOCTD 3TaroM B papmakokuHeTuke Coenunenns 1A.

[621] AbcomotHas buomoctynHocth Coenunenus: 1A npu nepopansbHOM MpUEMe BapbUPOBAIa
ot 90,6% no 101,2% (Tabmmua 35), 9TO yKa3bIBA€T HAa NPAKTHUECKU TOJHOE BCACHIBAHUE
Coenunenus 1 u npespamenue B Coenunenne 1A. CiaenoBaTenbHO, CpeHUE T€OMETPUYECKHE
s3Hauennss CL u V. mocne BHyTpuBeHHoro BeepeHusi coorserctBoBain CL/F u V/F mocne
nepopanbHOro BBeneHus (Tadmuma 35).

[622] BriBenenue HenmsmeHeHHoro CoenuHeHus 1A ¢ MO4OM Mocye MEpOpPaIbHOTO BBEIECHUS
OBLIO HE3HAYUTENBHBIM, CO CPETHUM reoMeTprueckum auanazonom ot 0,009% o 0,012% no3bl
(Tabnuna 35).

[623] CpenHue reomerpuueckue KoHUeHTpauuu B ruasme Coenunenust 1A (OUI. 9A-9B)
nocie BBeneHus CoenuHeHnst 1 B yCIOBHSX MpHUeMa JIEKAPCTBEHHOTO CPEACTBA MOCIe efbl (C
BBICOKUM CONIEP’KAaHHEM KHPA/BBICOKON KAJOPUWHOCTH) W HATOWIAK ObUIM COMOCTaBUMBI.
Cpennee reomerpuueckoe 3HaueHHE Cmax, AUCo., 1 AUCqufy OBUIO HEMHOrO BBIIE TIOCHE
npuema c¢ numed (Tabmunma 36). CoOOTHOLIEHHE TE€OMETPHUECKHX CPEIHUX METOAOM
HanMmeHbpinx kBagpatoB (LSGMR) cocraBmno ~ 106% s Bcex 3 mapaMeTpoB, a
cooreercTByroue 90% nosepurenbHble HHTEPBANBI U1t 00onx AUC Haxomwince B mpenesax
ot 80,00% mo 125,00% numuToB 3kBuBajeHTHOCTH (Tabnuua 36). XoTs MeauaHa tmax B peKUMe
npueMa NIy, 3,75 4aca, Obla OOJbIe, YeM B YCJIOBUSIX rojionaHusi, 2,50 4aca, IUana3oHbI
oputn conoctaBumsbl (Tabnuna 36). Beenenne Coennaenus 1 ¢ muieit ¢ BBICOKUM COAEPKaHHEM
JKUPOB/KAJIOPUI HE OKA3bIBAET 3HAYMTEIBHOIO BIUSHUS HAa OnonoctynHocth CoenuHenns 1A.

Tabauma 35: Csomka (apMakOKMHETHYECKHMX IapaMeTpoB sl coequHeHHs 1A mocne
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BHyTpUBEHHOro BiuBaHus 200 mr coequHeHus 1 B TedeHue 3 4acoB U NepopasbHbIX 103 OT 100

10 500 Mr 310pOBBIM CyOBEKTaM B YCIIOBHSIX TOJIOAAHUS

AUC(0-24) (4 xHr/miT)
AUC(0-t) (a4 x Hr/miT)
AUC(Inf) (a4 x Hr/mi)
z (1/49)
t2 (1)
CL wma CL/F{
(MI/41)
(Ma/4/xr)
Vz wmu Vz/F{
()
(1/xr)
BrisegeHue ¢ Mouoi
Komuectro (HT)
IIponenTtHOE CoacpKaHHE

F O0)f

24,387 [22.7] (6)
86,300 [10.9] (6)
87,530 [9.85] (6)
0.0141 [28.9] (6)
49.1 [28.9] (6)

1,748 [9.85] (6)
22.6 [8.41] (6)

124 [37.5] (6)
1.60 [28.7] (6)

15,783 [38.9] (6)
0.010 [38.9] (6)

11,757 [29.6] (6)
39,049 [14.8] (6)
39,644 [13.4] (6)
0.0140 [27.7] (6)
49.5 [27.7] (6)

1,930 [13.4] (6)
25.0 [8.93] (6)

138 [41.2] (6)
1.78 [32.2] (6)

8,564 [29.2] (6)
0.011 [29.2] (6)
90.6

35,613 [27.3] (6)
118,208 [12.1] (6)
122,230 [10.1] (6)
0.0132 [35.2] (6)
52.5[35.2] (6)

1,878 [10.1] (6)
24.3 [4.41] (6)

142 [45.7] (6)
1.84 [35.6] (6)

27,075 [26.7] (6)
0.012 [26.7] (6)
93.1

39,979 [24.3] (8)
170,191 [16.4] (8)
177,134 [15.8] (8)
0.0107 [29.0] (8)
64.7 [29.0] (8)

1,728 [15.8] (8)
25.1[12.2] (8)

161 [35.1] (8)
2.35 [26.5] (8)

36,258 [26.2] (8)
0.012 [26.2] (8)

101.2

Koropra 1A
TTapameTp* 200 mr /3 4lIV 100 mr Ilepop. 300 mr ITepop. 400 mr ITepop. 500 mr Ilepop.
Cmax (aHr/mm) 2,635 [12.1] (6) 1,302 [22.7] (6) 3,754 [23.9] (6) 4,252 [21.9] (8) 6,407 [21.0] (6)
Tmax (1) 3.00 (6) 2.00 (6) 2.50 (6) 2.50 (8) 3.00 (6)
[2.00 —3.00] [2.00 — 4.00] [1.00 —4.00] [1.00 —5.00] [2.00 —4.00]

59,001 [25.4] (6)
196,804 [17.6] (6)
204,624 [13.7] (4)
0.0154 [32.6] (4)
44.9[32.6] (4)

1,870 [13.7] (4)
25.1[13.3] (@)

121 [44.1] (4)
1.62 [34.5] (4)

34,200 [22.8] (6)
0.009 [22.8] (6)
93.5

*Cpennee reomerpudeckoe [reomerpudeckuii %o CV] (N), 3a HCKITIOUEHUEM tmax, IUISI KOTOPOTO

ykasbiBaetcst menuana (N) [[uanaszon].

TCL u V. otHocaTcs K BHyTpuBeHHoMy usedenuto, a CL/F u V./F - x

NEepOPaIbLHOMY JICUEHHUIO.

1C nonpaskoii Ha pa3HULY B 103€.

Tadanua 36: O0o0meHne U CTaTUCTUYECKOE CpaBHEHHME (PapMAKOKMHETHUECKHX MapaMeTpOB

ans Coenunenust 1A nocne nepopanbhbix 103 400 mr Coennnenus: 1 310pOBbIM CyOBbeKTaM B

YCIIOBUSIX

UIIHA

rojogaHus

u

npuema
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BriBeaeHue ¢ MOUOH
KomunuecTso (Hr)
ITponeHTHOE COACpIKAHUE

F (o)t

36,258 [26.2] (8)
0.012 [26.2] (8)
101.2

Az (1/4) 0.0107 [29.0] (8) | 0.0103 [24.2] (8)
5 (u) 64.7 [29.0] (8) 67.5[24.2] (8)
CL/F
(Mo1/4) 1,728 [15.8] (8) | 1.628[14.6] (8)
(Ma1/4/kT) 25.112.2] (8) 23.7[15.2] 8)
Vz/F
(1) 161 [35.1] 8) 159 [25.6] (8)
(/xr) 2.351[26.5] (8) 2.30 [20.9] (8)

39,181 [37.1] (8)
0.013 [37.1] (8)
107.4

Koropra 1B — 400 mr Coornomerue | 90% Jlosepur.
[Tapamerp* Haromax C mmei I'eom. cpeaHux HHurepsan
Cmax (ar/mm) 4,252 [21.9]1 (8) 4,520 [35.3] (8) 106.29 90.05 - 125.46
Tmax (1) 2.50 (8) 3.75(8)

[1.00 — 5.00] [2.00 — 5.00]

AUC(0-24) (u xHr/™MT) 39,979 2431 (8) | 43,597 [22.5] (8)
AUC(0-t) (4 x Hr/™M) 170,191 [16.4] (8) | 180,401 [14.4] (8) 106.00 101.09-111.15
AUC(@nf) (4 x Hr/™MI) 177,134 [15.8] (8) | 188,027 [14.6] (8) 106.15 101.44 -111.08

*Cpennee reomerpuueckoe [reomerpudeckuii % CV] (N), kpome tmax, AT KOTOPOTO
ykasbiBaetcst menuana (N) [[namnazon].

tOtHomenue cpenneii reomerprueckoid AUC infy K BETMYHMHE JJIs1 BHYTPUBEHHOTO BBEIEHUS
1I0CJI€ KOPPEKIMH A03bL.

[624] Ilocne nepopanpHOro BBeAeHus: Coenunenus 1 B nozax 500 mr u 1000 mr 1 pa3 B cyTku
x 14 nHel HaOMIOANOCh H0303aBUCUMOE YBEJINUEHHE CPeAHEH reOMETPUIECKONH KOHLIEHTPALUH
B razMe CoennHeHust 1A co CpaBHUMBIMU 3HAUEHUSIMU AJIsL 2 KOTOPT, KOTOPbIM BBOAWIH 500
mr 1 pa3 B cytku (@PHUTI. 10A-10B). Habnmronanoch npubau3uTenbHOE IBYKPATHOE YBEIUYCHUE
cpenanx reomerpuueckux 3HaYeHUH Cmax U AUCo24 B 1HU 1, 7 1 14, 9TO CBUAETENBCTBYET O
J0303aBUCUMON (papMaKOKHHETHUKE TTOCIIE HECKOJIBKHX JI03.

[625] bBbuto Xopolee coriacoBaHye B OTHOLIEHUN CPEAHUX reoMeTpruueckux 3HaueHUN Cmax U
AUCo-24 B nenb 1 mns 2 Koropt, koropbim Beoamiu S00 mr (Tadmuna 37), u ans Koropter 1A,
ITepuon D, B wactu uccnenosanust SAD (Tabnuua 35).

[626] Cpennee 3HaueHUE tmax BapbupoBajoch oT 2,00 no 3,00 yacoB 1yIsl pa3HbIX 03 U JTHEH
UCCIIEIOBAHMS, HO C TIEpeKphIBArOIIMMUCS nuanazonaMu (Tabmuma 37), 4To CBUAETENBCTBYET 00
OTCYTCTBUH BHIUMbBIX MU3MEHEHHH NPU MPONOJDKEHUHU No3upoBaHus. CpeqHne reoMeTpruuecKue
3Hauenuss st CL/F w V,/F Obutn corjmacoBaHbl B TpeX KOroprax, Kak H CpeaHee
reOMETPHYECKOE 1y, M BCE OHH COOTBETCTBOBAJIM TEM, KOTOpblE HAONIOJANUCh B YacTH
uccnenosanus SAD (Tabnuma 37).

[627] Cpennee Hakoruienue CoennHenus 1A, oueHeHHoe kak OTHOIIEHHE Cmax 1 AUCo.24 Ha
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14-%i nenp k TakoBOMy Ha l-i neHb, coctaBisuio 1,99 m 2,95, COOTBETCTBEHHO, 0€3 SIBHBIX
TEHJECHLIUN Cpeau 3 KOropT.
Tab6auna 37: Ceonka ¢Qapmakokunernueckux mnapamerpoB ansi Coenunenus 1A mocne

nepopanbHbIX 103 500 u 1000 mr QD x 14 nHeil 310poBBIM CyOBEKTaM B peKUME NPHEMa IHIIN

Koropra 2 Koropra 3 Koropra 4
500 mr 1000 mr 500 mr
[Iapamerp* TabsieTku Tabaerku IlepopanbHbIi
/lenn 1
Cmax (HI/MJT) 6 176 [24,4] (6) 10 589 [14,2] (6) 5854 [27,2] (12)
Tmax (1) 4,00 (6) 4,50 (6) 2,00 (12)
AUCo-24) 50 735 [16,8] (6) 118 823 [15,0] (6) 56 713 [31,2] (12)
(axHr/mMm)
Henb 7
Cmax (HI/MJT) 10 876 [12,1] (6) 21332 [15,0] (6) 10 421 [16,5] (12)
Tmax (1) 3,76 (6) 4,00 (6) 2,00 (12)
AUCo-249 154 461 [8,93] (6) 315 557 [17,3] (6) 139957 [17,2] (12)
(uxHr/mn)
Henb 14
Cmax (HT/MJT) 11959 [14,7] (6) 21275 [13,4] (6) 12 297 [14,9] (12)
Tmax (1) 3,75 (6) 3,77 (6) 1,00 (12)
AUC-24) 191 382 [9,03] (6) 325 842[16,8] (6) 152550 [11,7] (12)
(uxHr/mi)
Az (1/4) 0,0094 [18,5] (6) 0,0132 [25,0] (6) 0,0125 [34,7] (10)
T'/2 (1) 73,4 [18,5] (6) 52,6 [25,0] (6) 55,4 [34,7] (10)
CL
(Mn/4) 1999 [9,03] (6) 2348 [16,8] (6) 2508 [11,7] (12)
(Mn/4./kr) 27,7 [14,5] (6) 34,9 [11,1] (6) 33,3 [13,1](12)
V.
(L) 212 [23,3](6) 178 [23,7] (6) 193 [37,2] (10)
(JI/xr) 2,93 [10,2] (6) 2,65 17,11 (6) 2,61 [40,5] (10)

*Cpennee reomerpuueckoe [reomerpudeckuii % CV] (N), kpome tmax, AJIST KOTOPOTO
ykasbiBaeTcsi menuana (N) [[lnanazon].

[628] Coenunenue 1

[629] Konnentpauun B 1uasme nposiekapctBa Coenunenns 1 Obutn >LOQ Tonbko yepes 4
gaca nocie IV uadysun (I'pymma 1A, IMepuon A). ns mepopalibHOTO JIEYEHHs] TOJBKO 1
obpazen umen >LOQ - 0,57 ar/mu, I'pynma 1A, Ilepuon D, ogHokpatHas no3za 500 mr, CyObpexT
Ne 01, 2 gaca, uro ykasbiBaeT Ha ObicTpoe mpespaineHue Coenunenust 1 B Coenunenne 1A.
Crnenosarensro, 1t Coenunerns | HeBO3MOKHO ObLTo poBecTr PK-anamms.

[630] CpaBHeHHUE pe3yNbTaTOB UCCIEAOBAHUN

[631] IV (BHyTpuBenHnyrwo) no3y Coemunenus 1 200 mr/3 vaca BBogmiu kak B MccnenoBanuu
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Ne 1 Coemmnnenus 1 (I'pynma 4), tak u B Hccnenosannu Ne 2 Coenunenust 1 (I'pynma 1A).
Cpasuenue Tabmuusl 26 (Mccnenosanue Ne 1) u Tabmumer 35 (Mccnenoanne Ne 2) moka3biBaeT
COTIOCTaBUMBIE CpEHME TeoMeTpudeckue 3HaueHus s Becex napamerpos PK ns Coenunenust
1A nnst obeux rpymm/uccienoBaHui, JEMOHCTPHUPYs cornacoBaHHOCTh PK B miccnenoBanusx u
rpynmnax cyObeKkToB.

[632] AOcomoTtHas duonocrynHocth CoenuHenus: 1A mpu nepopaibHOM NpUEMe BapbUpPOBaia
ot 90,6% no 101,2%, 4To yka3pIBaeT Ha MPaKTHYECKH MOJHOEe BcachiBanue CoenuHeHus: 1 u
npespainenne B Coenqunenue 1A. CrnenoBarenbHO, cpenHue reomeTpudeckue 3HadeHus nist CL
u V, nocne BHyTpuBeHHOro BBeneHus (Tabmuub 26-29 u Tabmuma 35) coorsercrBoBanmu CL/F u
V./F nocne nepopanbaoro Beeaenus (Tabmuier 35-37). CpenHee reoMeTpudeckoe ty; Takxke He
3aBUCEJIO HU OT JI03bl, HU OT IyTH BBEIAEHUS.

[633] [lanHble nemoHcTpupyroT noctostHCTBO PK Coenunenust 1A nocne IV u nepopanbHOro
BBenieHus1 CoeHeHus 1 B LIMPOKOM JUana3oHe OAHOKPATHBIX U MHOTOKPATHBIX J103.
be3onacHocTh

[634] IIporpamma knmHMYeckux wucciaenoBaHuii st CoemuHenust 1 obecmednBaeT HOBBIN
npodune OesonmacHoctn CoenuHeHwst 1 11 340POBBIX MY)KYHMH M OKEHIQUH. B 3THX
3aBEpIICHHBIX MCCIIEIOBAHUSAX IOKa3aTeqn Oe30MacHOCTH COCPENOTOUEHBl Ha COOBITHSX,
KOTOpPBIE MOTPEOOBAIH JICUCHUSI.

[635] besomacHocTh, nepenocumoctsb U PK onHokpaTtHOI 1 MHOTOKpaTHOH 103 Coenunenus 1,
BBOJIMMBIX BHYTPHBEHHO M NEPOPAIbHO 3JI0POBBIM NOOPOBOJBIIAM, OLEHHBAJIN B IBYX
Hccnenopanusax Pazel 1, UccnemoBannu Nel u Uccnenosanum No2.

[636] Bce ogHOKpaTHBIE U MHOIOKpAaTHbIE BHYTPUBEHHbIE U NepopaibHble 1036l CoenuuHenus 1
XOpOIIO TepeHOCHNUCh. bonee ObicTpble uHOY3uu (pazoBas no3a: 2, 1 m 0,5 4yaca u
MHOTOKpaTHas 103a; | 4ac) Obutu 0e30MacHbIMH U XOPOIIO MEePeHOCHINCh. Y napHas qo3a 1000
mr, BBonuMast 1Bakel B CyTku 1 (uepes 2-yacoByro HHDY3UIO € 9-4aCOBBIM HHTEPBAJIOM MEKAY
HavajioM uH(QYy3uii), Obta Ge3onmacHON U xopomo nepeHocumoin. Coobmanocs 00 yMepeHHbBIX
COOBITHSIX ¢ HU3KOHM 4acTOTON Kak B rpynmnax ¢ CoenuHerneM 1, Tak u B rpymnmnax ¢ manedo, He
Obut0 coolmmenuit o Tsokenblx Wi oueHb Tsokenblx TEAEs mmm SAEs, u He Obuto ciydaes
OTMeHbl u3-3a cBs3aHHbIX C JedeHueM TEAEs. Hu pesynsratelr TEAEs, Hu pe3ynbraTsl
7a0OpaTOPHBIX HCHBITAHUHA Ha O€30MacHOCTh HE COOTBETCTBOBAIM KAKUM-THOO a priori
NpaBUIaM, MPENOTBPALIAOIIUM TOBBIIEHHE O3Bl B 3THX HccnenoBaHUsIX He HaOJIONAIOCh
TOKCUYHOCTH, OTPAaHUYHMBAIOIICH O3y, U MaKCUMajbHas mepeHocumas no3a (MTD) we Obuia
orperneneHa/He OblIa JOCTUTHYTA.

[6371 B nenom mpodune TEAE B oboux wucciemoBanusix Obwn cxokuMm. Hambonee wacto

peructpupyemble TEAEs BO Bcex rpymnmax JedeHHs] OTHOCHJIUCh K CHCTEMHBIM KJlaccam
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OpPraHoOB. pacCTpPOMCTBa HEPBHOM CHUCTEMBI, PacCTPOICTBa >KEIyAOYHO-KHUIIEYHOIO TpakTa U
o0mmue paccTpoNCTBA U COCTOSIHUSL MECTa BBEICHUS.

[638] B Hccnenosanuu Ne 1 mMHOrokpaTtHele BHyTpuBeHHbIE 103bl Coenunenus 1 go 600 mr
OMH pa3 B CYTKM B TedyeHue |4 nHel mnoapsn XOpOIIO NEPEeHOCHJIUCh OOJBIINHCTBOM
cyObpekToB, onHako obmiee kommuectBO TEAES, CBA3aHHBIX C paccTpOMCTBAMU JKENyIOYHO-
KHMIIEYHOrO TPAaKTa U HEPBHOH CUCTEMBI, YBEJINYUBAJIOCh NMPHU yBeNIUYeHUH A03bl ¢ 300 mMr 1o
600 mr. Opnako nmaxe ¢ yBejuueHueM 4actoTbl AEs stu AEs mouTtu Bcerma ObutM JIETKOM
CTETIeHH TsDKECTH W He TpeOoBanmm kakoro-nubo BmemarenbcTtBa. B HcecnemoBanuu Ne 2
MHOTOKpaTtHble nepopaibHbie 103bl S00 mr u 1000 mr CoeauHeHusi 1, BBOAMMBIE OUH pa3 B
IeHb B TeueHHe 14 mHed mompsii, XOpOLIO MEPEHOCUIIMCh OOJIBIIMHCTBOM CYOBEKTOB, OITHAKO
koiuuectBo ymepeHHbIXx TEAEs, B mepByio ouepenb CBS3aHHBIX C JKeJyJAOYHO-KUIIEYHBIMU
paccTpoiicTBaMy, YBEJIWYHMBAIOCh, KOoraa nepopaibHas nosa CoeauHenust 1 yBennuuBaniach C
500 mr go 1000 mr. Kak u B rpynmne, nonydasmeil o3y 600 Mr BHYTPHUBEHHO, Jaxe C
yBenmueHneM 4dactoTel AEs stu AEs moutu Bcerma ObUIM JIETKOH CTENEHH TSHKECTH M HE
TpeOoBanmn kakoro-nudo Bmemarenbctsa. B MccnenoBanuu Ne 2, rpynmbl OJHOKPATHBIX 7103 C
NEePEeKPEeCTHbIM NHIIEBBIM 3(dexTom, n03MpoBaHHE B YCIOBHSX NpHUEMa MMUINU YIYYILIAIO
NepeHocuMocTh 3a cueT yMmeHblieHuss TEAEs, CBS3aHHBIX C JKeJIyJOYHO-KUIIEYHBIMU
paccTpoiicTBaMu (TOIIHOTA, PBOTA) M PAcCTPOHCTBAMU HEPBHOH CHCTeMBbl (TOJoBHast OOJb,
ycranocts). bonpmuHcTBO TEAES B cHCTEMHO-OpraHHOM Kjacce OOIIMX pPacCTPOMCTB |
COCTOSIHUH MECTa BBEACHHUS, CBA3AHHBIX C MECTOM HH(]Y3UM U KaTeTepoM Juisd 3a0opa KpOBH,
ObUTM 3aperucCTpUpPOBaHbl B Ipynmax ¢ BHyTpuBeHHbIM MAD cyObekramu Kak B rpynmax ¢
miane6o, Tak u B rpynnax ¢ Coenunennem 1. B 4 rpynmax MAD Hccnenosanust Nel ot 17% no
83% cyObekToB coobmuan 0 TEAES, CBsI3aHHBIX ¢ MECTOM WH(Y3UH, MO CpaBHEHHIO ¢ 75%
cyObekToB B rpymme ¢ rianebo. B 4 rpynmax MAD Hccnenosanusi Nel or 17% mo 33%
cyobektoB coobmmnn 0 TEAEs, cBsi3aHHBIX ¢ KaTeTepoM st 3a00pa KPOBH, IO CPABHEHHUIO C
25% cyObekToB B rpyrrie ¢ mianedo.

[639] B oboux wuccnenoBanusx Haubomee uacto Berpedaromumucs TEAEs, xotopsie
CUHTAJIUCH CBSA3aHHBIMU C HUCCIIENYyEMbIM IPEnapaToM IO MPENNOYTHTEIbHBIM TEPMUHAM, OBbLIH
TOIIHOTA, TOJIOBHAS O0JIb, pBOTA U FOJIOBOKPYKEHHE.

[640] HccrnenoBarue Ne 2 ObUIO B IEPBYIO OYepenb MPEIHA3SHAUEHO IS OLEHKU O€30MaCHOCTH,
nepenocumoctd U PK-mpoduns mnepopanbabix m03 CoemuHenwss 1 W ero akTUBHOM
cocrapisiroiet Coenunennst 1Ay 3mopoBbix  moOpoBosbueB. Kpome Toro, oueHuBaiu
aOCONIOTHYIO MEPOPaTbHYI0 OMOIOCTYTHOCTD, BIMSIHUE MTUINU Ha repeHocuMocTtsb U PK, a Taxske
MOTEHIMAJ JIEKAPCTBEHHOTO B3aumoaeicTeus Coenvuenus 1.

[641] Bce no3sl Coenunenusi 1 Obutn 6€30MaCHBIMU M XOPOIIO MEPEHOCHIIUCH. BONBITMHCTBO
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TEAEs Obutu JIerkuMu, NPEeXOasIMUA U pa3peiuck 0e3 BMemarenscrBa. Hukakux DLT ne
HaOmonanoce, HU TEAEs, Hu pe3ynbraTel JaOOpPaTOPHBIX TECTOB O€30MACHOCTH HE
COOTBETCTBOBAIIM KAaKUM-JIUOO a priori MpaBuiaM, MPENOTBPAILAOLINM dCKanamo 10361 MTD
He ObLT OmpeesieH/JOCTUTHYT B 5TOM HCCIIEIOBAHUU.

[642] Paszosbie IV no3st 200 mr Coennnenus 1 u pa3oBbie mepopaibHbIE 103bI B IHANA30HE 103
or 100 mMr no 500 Mr xopomo HepeHOCHJINCh B TPYIIE 3[0POBbIX CYOBEKTOB MYKCKOTO U
JKEHCKOT0 MOoJA.

[643] MuorokpatHbie nepopaibHbie 1036l SO0 Mr u 1000 mr CoepuHenust 1, BBOnMMbIe OIMH
pa3 B JAeHb B TeueHHe |4 nHeH mnoApsn, XOPOIIO MEPEHOCHJIUCH OOJNBUIMHCTBOM TIPYIIIBI
3I0pOBBIX MYXKYHMH M keHIUH. OpxHako konndyectBO ymepeHHbIX TEAEs (B OCHOBHOM
CBSI3aHHBIX C XKEJIYJJOUHO-KHUIIIEYHBIMU PACCTPONCTBAMH) YBEJIUUNBAJIOCH MPU YBEIHMUEHHH O3B
¢ 500 mr o 1000 mr Coenunenus 1.

[644] Haubonee gacro coobmaembiMu TEAEs no mpenmoururessHomy Tepmuny (PT) Obuiu
TOIIHOTA, TOJIOBHAsI OOJb, PBOTA M YCTAJIOCTh, NMPHU 3TOM PBOTA M YTOMJISIEMOCTb B OCHOBHOM
HaOJIF01aJIMCh TOCTIe MHOTOKPAaTHOTO BBeneHust CoennHeHust 1.

[645] Jlo3upoOBaHHUE B YCIOBUSX KOPMJIEHHUS, IO-BUAMMOMY, YJIyUIIA€T MEPEHOCUMOCTD 3a CHET
cHmkeHuss TEAESs, cBsi3aHHBIX C pacCTpOMCTBAMM >KEIyAOYHO-KUIIEYHOrO TPaKTa U HEPBHOM
CUCTEMBI.

[646] B xonme sToro mccnenoBaHusi He ObLIO 3aperUCTPUPOBAHO ciydaeB cmepTH uinn SAEs, a
TaKke He ObUIO ciydaeB OTMeHBl mpemnapara u3-3a AEs. He Obuio kimHMUYECKH 3HAYMMBIX
Pe3yJIbTATOB B OTHOIIEHHH KJIMHUYECKHX JJAOOPAaTOPHBIX MOKa3aTeNel, MokasaTenei KU3HEeHHO
BaxHbIX QpyHKIMH, ECG, pusndyeckoro oGcnenoBaHus 1 Macchl Tena.

DapMaKOKHHETHKA

[647] PasoBas Bo3pacTraroiuasi 103a IPU FOJ0IaHUH

[648] Konnenrpauu B muiazme nposekapcrsa, Coequnenust 1, 6putn >LOQ Tonbko uvepe3 4
yaca Mocjie BHYTPUBEHHOW HMH(QY3UH, a JUIs TEePOPaIbHOrO JieueHUsl Toibko 1 obpaszen Obun
>LOQ, urto ykasbBaer Ha Obictpoe mnpespamenne Coemnunenust 1 B Coenmnaenue 1A.
Cnenosarensro, 1yt Coenunenns | HeBO3MOKHO ObL10 poBecTu PK-ananms.

[649] Ilocne mepopanbHOro BBeneHust Coenunenns 1 B no3ax ot 100 mo 500 mr mHabmomanoch
IPOMOPLIMOHANIBHOE [I03€ YBEJIWYeHHE IeOMETPUUECKUX CPEeJHUX KOHLIEHTpalUi B IUla3Me
Coemnnaennss 1A wu 3HadeHUdl g Cpax, AUCoq, m AUCo.nr. CpenHue 3HAYEHUS tmax
BapbUpOBAIKCH OT 2,0 10 3,0 4aCOB C MOCTOSIHHBIMU AMANAa30HaAMU U1l 4 EPOPAIbHBIX A03.

[650] Cpennue reomerpudeckue 3HaueHus Ty, ana CoenuHenus: 1A HaxonuIMCh B AUANa30HE
or 449 no 64,7 wacoB nmnsi 4 mepopanbHbIX 00paboTOK W cocraBysin 49,1 waca s

BHYTPUBEHHOIO BBEJIEHHUS, 4YTO YKas3biBaeT Ha TO, 4ro abcopbums Coemunenus | w/mnm
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npespaiienne B CoenuHeHne |A He sABIfeTCA 3TaloM, OrPaHUYMBAIOLINM CKOPOCTb B
dapmakokuneruke Coemunenuss 1A . AOGcomortHas OuomoctynmHocTh Coenuuenust 1A mpu
nepopajbHOM mnpueme BapbupoBaja oT 90,6% no 101,2%, uro ykas3piBaeT Ha MPAKTHUUYECKHU
nonHoe BcacbiBaHue CoeauHenuss 1 u npespamenue B CoenuHenne 1A. BoiBenenue
HensmeHeHHoro Coenmuenns 1A ¢ Mo4oH ObUIO HE3HAYHTENbHBIM, CO CPETHHM
reomerpuyeckuMm auamnazoHoM ot 0,009% no 0,012% no3sl.

[651] Bumsinue nmuiny Ha OMOIOCTYIIHOCTD

[652] Beenmenune Coenunenuss 1 ¢ numiedl ¢ BBICOKMM COAEPKAHHEM >KHPOB/KAJIOPUN He
OKa3bIBaeT 3HAYUTEJILHOTO BIUSAHUS Ha Bo3aeiicTBue Coequnenus 1A.

[653] MHOIOKpaTHbIE HAPACTAOIINE JIO3bI

[654] Habnmromamock MNPOMOPLHMOHANBHOE J03€ YBEJIMYEHHE CpelHeld TIeOMeTPUYeCKOH
KoHLeHTpauuu B masme Coeaunenus 1A u cpenHux reomerpudeckux 3Ha4eHUH Cmax 1 AUC,.
24 Coequnenus 1A B quu 1, 7 u 14 nocne Beenenuss Coequnenust 1 B no3ax 500 mr u 1000 mr
OIMH pa3 B cyTku Oonee 14 nueil. Mennana tmax Coenunenns 1A Bapsuposana ot 1 10 4,5 qacos
ISl pasHbIX J03 M JHEH HCCIEAOBaHUs, HO C MEpPEeKPhIBAIOLIUMUCS [AMala30HAMH, YTO
CBUJIETENILCTBYET 00 OTCYTCTBUH BUANMBIX H3MEHEHHH MTPH MPOIOJDKEHUN TO3UPOBAHMS.

[655] Cpennee reomerpudeckoe 3HaueHue Ty, Coennnennst 1A ObIIO COTIACOBAHHBIM AJISI TPEX
IPYIII U COOTBETCTBOBAJIO 3HaUEHMsAM, HaOmonaembeM B (paze SAD uccnenosanus. Hakorenue
Coenunenus 1A, oueHuBaemoe kak OTHOWEHNUE Cmax 1 AUCo.24 Ha 14-i1 neHb K TAKOBOMY Ha 1-
i1 neHp, ObLIO MOCTOSIHHBIM cpenu 3 rpymnn. CpenHue k03(pULIMEHTH HAKOMJIEHHUS Ha OCHOBE
Cuax 1 AUCo.24 coctaBsia 1,99 u 2,95 COOTBETCTBEHHO.

[656] HccrnenoBaHue OAHOKPATHOW HApacTAOUIEH 103l

[657] Ob6was 3abonesaemocmo TEALS

[658] Bcero 6 cyobexToB (75%) cooburmnm o 15 TEAEs. 13 vux 3 cyosekra (50%) coobummm
o 3 TEAEs B nepuon jeuenus: 200 mr ogHokpatHoi 1030t (sd) IV Coennnenuem 1; 2 cyObekra
(33%) coobmumu o 2 TEAEs B mepuoxn jneuyeruss 100 Mr omHOKpaTHOH NO30H MEpOpPabHO
Coenunennem 1; 3 cyObekta (50%) coobmunun o 6 TEAEs B mepuon jeudenuss 300 mr
OHOKpaTHOH 1030 nepopanbHo CoenunenneM 1; u 1 cyOwexT (17%) coobmun o 1 TEAE B
nepuon JiedeHus nepopainbHo CoemuneHuem 1 B moze 500 mr omHOkpaTtHOM n030it. OmuH
cyopekT (50%) coobmmn o 3 TEAEs B mepuoasl OOBEIMHEHHBIX MEPUOAOB MEPOPATBLHOTO
JeyeHus Tuanedo OJHOKPATHOH N030W, U HU OAMH U3 CyOBEKTOB HE COOOIIMI O KaKHX-THOO
TEAESs B nepuon iedeHust mianedo OJHOKPATHOW 10301 BHYTPHUBEHHO.

[659] MccnenoBaHue MHOIOKPATHOM HAPACTAIOIIEH JTO3bI

[660] Obwas 3abonesaemocms TEALS

[661] Bcero 14 cyonexroB (88%) coobmumnu o 155 TEAEs. B rpynmne 1000 Mr MHOrOKpaTHBIX



201

no3 nepopanbHo Coemnmnenust 1 6 cyowekros (100%) coobmmmm o 119 TEAEs; B rpymme
nepopanbHoro mnpuema 500 mr mHorokpaTHbix 103 Coemunenus 1 5 cyObekroB (83%)
coobummnu o 24 TEAEs; B o0benuHeHHOM rpynmne ¢ mianebo 3 cyobekra (75%) coobmumm o 12
TEAE:.

[662] B wuemom, mporeHT cyObekToB, coobuaromux o TEAEs, a Takxke konudectso TEAESs
YBEJIIMYUBAJICS, Korga no3a ysenuuuBanacb ¢ 500 mr MHorokpatHoit no3st 1o 1000 wmr
MHOTOKpaTtHOH 10361 Coequuenus 1.

Hpumep 3: OTkpbITOE HCCTeA0BAHHE AJS OHEHKH 3(PPeKTHBHOCTH H 0e30MaCHOCTH
CoennHeHusi 1 y He-HeHTPOMEHHMYECKHX MNAIHEHTOB ¢ KaHAHAeMHeH, ¢ HWHBA3HBHbIM
KAHAMI030M WJIM 0e3 Hero, BKJKIYas NMALHEHTOB C NMOAO3PEHHEM HA Pe3HCTEHTHOCTb K
CTAHJAAPTHOMY NPOTHBOTPHOKOBOMY JIEUEHHUIO

[663] TlorpebHocTh B ynyumeHHOM jeueHuu [FDs ocraeTcss BBICOKOH, OCOOEHHO € pacTyLIUM
YHCIOM TMAIMeHTOB C HWMMYHOAE(QHULUMTHBIM 3a00JE€BaHHEM, TaKHX KaK pELenUeHThI
I€MOIIO3TUYECKUX CTBOJIOBBIX KJIETOK W TPAHCIUIAHTATOB TBEPABIX OPIaHOB, KOTOPBIE
MOJIBEPTAIOTCS 0OCOOOMY PHCKY Pa3BHTHS 3THX WH(EKIUA U y KOTOPBIX JICUEHHUE MOXKET OBbITh
cnoxkubiM. Buner Candida v Aspergillus npusHaHbl 1ByMsI OCHOBHBIMU MPUYUHAMH T'PHOKOBBIX
3a00N€BaHNN Y 3THX MALMEHTOB, XOTS MOSIBIIOTCS U Apyrue rpuoku, Takue kak He-C. Albicans
(x mpumepy, C. Glabrata v C. Auris), Fusarium spp., Scedosporium spp., u Mucorales rpudku,
KOTOpble BHOCAT CBOH BKJAA B HEOOXOOUMOCTh IOMCKAa HOBBIX M Oonee 3¢ (eKTHBHBIX
crpareruii 0oppObI ¢ 3TUMH HHpeKuusAMU. CyIiecTBYIOLUNE MPOTUBOTPUOKOBBIE areHThl MOTYT
OBITb CIIOXKHBIMH B HCIOJIb30BAHUH, YaCTO IJIOXO IMEPEHOCSTCS WM CTAHOBSTCS Bce Ooiee
Hed(PPEeKTUBHBIMU U3-32 POCTA LITAMMOB IPUOKOB, YCTOMYMBBIX K JIEKAPCTBAM.

[664] besomacHocTh, nepenocumocth U PK onHOKkpaTHBIX M MHOTOKpaTHBIX 103 CoennHeHus
1, BBOAMMBIX BHYTPHBEHHO M TMEPOpPAJbHO 3JOPOBBIM JOOPOBOJBIAM, H3YHYAJIUCh B IBYX
uccnenopanusax ®aswl 1, uccnemoBannu Ne 1 Coequnenus 1 u ucciemopanuu Ne 2 CoenuHeHus
1. Uccnenosanue Ne 1 Coemunenusi | mpenctaBisuio coOOM paHIOMH3HUPOBAHHOE, Mianedo-
KOHTpoJHpyemoe uccienosanue ®@asnl 1 nepsoro npumeHenus y yenoseka (FIH), mocesmennoe
u3ydeHnto Oe3omacHocTH, mnepeHocuMoctd M PK  onmHOKpaTHOW ¥ MHOTOKpaTHOH 1103
Coenunenusi 1, BBOOUMBIX MyTeM BHYTPUBEHHOH WH(Y3UM 340pPOBbIM CyOBekTaM. Lyt 3TOro
UCCIIEIOBaHNU OBLT BBINYINEH OKOHYATENBHBIH OTYET O KJIMHUYECKOM wuccienoBanun. O
cepbe3Hbix win SAEs He cooOmanoch, W OOJBITMHCTBO HEKENATENbHBIX SIBJICHUH ObUTH
JETKUMH, TPEXOIAIIMMH W paspemanvuch 0e3 BMelarenbcTBa. B jmabopaTopHbIX TecTtax Ha
0e30macHOCTb HE OBbUIO KJIMHUYECKHM 3HAYMMbIX W3MEHEHHH I10 CPAaBHEHHMIO C HCXOIHBIM
ypoBHeM. AUC ot Bpemenu O no OeckoHedHOCTH (AUCinf) U Cpax ObUM JTHHEHHBIMH U

nponopuuoHambHbIMU  103¢. Bce nmo3bl CoeguHennst | Obutn Oe30MacHbIMH M XOPOIIO
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nepeHocwmnuch, a OonbmnHCTBO TEAES ObIIM JErKUMH, NMPEXOASIIUMH U pa3pelainuch Oe3
BMelIaTenbCTBa. PazoBbie BHyTpuBeHHbIE 103bl Coenubenus 1 no 350 Mr B TedyeHue 3-4acoBOH
UHQY3UN U ONHOKpaTHbIE BHYyTpuBeHHbIE 1036l 1000 mr B Teuenue 0,5-, 1-, 2- u 3-4acOBBIX
uHQy3uil nepeHocuuch Xopoiuo. bonee koporkue nepuons! nHdpysuu (t.e. 1000 Mr B TeueHune
0,5-2 4acoB), MO-BUAMMOMY, HMEJH AHAJOTHYHYI0 NEPEHOCUMOCTh IO CPAaBHEHUIO C 3-
YacOBbIMU NepuonaMu MHQy3un. MHOrokpaTHble BHyTpHBEeHHbIe 103bl Coenunenust 1 no 600
Mr ofuH pa3 B aeHb (QD) B TeueHue 14 mgHeil moapsia XOPOLIO MEPEHOCUTUCH OONBIIUHCTBOM
cyObekToB; onHako obuiee konmuyectBO TEAES, CBSI3aHHBIX C PacCTPOMCTBAMH JKEJyJOYHO-
kueyHoro tpakta (GI) 1 HepBHOW CHCTEMBI, YBEIMYUBAIOCH NPU YBEIHMYeHUH 103bI ¢ 300 Mr
no 600 wmr. 3arpy3ounas mo3a 1000 mr, BBogmmas neaxael B cyTku (BID) B [lens 1, ¢
nocieayroueil nogaepxusaroieit gozoit 600 mr QD B TeueHue 6 aHEN mHOAps, XOPOLIO
nepeHocmack. Mccnenosanne Ne 2 Coenunenust | npeactaBisuio coOoil paHIOMHU3UPOBAHHOE
ianebo-koHTpoupyemoe  ucciaenosanne @Pasel 1 g u3ydeHuss  0€30MacHOCTH,
nepeHocumMoctTd U PK OonHOKpaTHBIX M MHOTOKpaTHbIX NepopajibHbIX 103 CoenuHeHus 1, a
TaKXKe AN uccnenoBaHust abcomoTHOW OmomoctynmHocTH CoenuHeHus 1, BIWSIHHUSA NHIIH HA
Coemunenne 1 u moreniman DDI Coenunenust 1. Jnsg sTOoro mccinenoBaHusi ObLI BBIMYIICH
OKOHYATEJIbHBII OTYeT 0 KIHHIYeCKOM nccienoanud. O ceppesnbix i SAEs He coolimanocs,
1 OOJIBIIMHCTBO HEXKEJATENbHBIX SIBJCHUN ObUIM JIETKUMH, NPEXOAALIMMH U pa3pelannucek Oe3
BMeIIaTeNbCTBA. B mabopaTtopHbIXx Tectax Ha O€30MacHOCTb He OBUIO KIMHUYECKH 3HAYMMBbIX
u3MeHeHU 1no cpaBHeHMIO ¢ ucxonHbIM ypoBHeM. AUCinf m Cmax Obutn JNUHEHHBIMH H
nozozaBucumbiMu. He Obuto BiwstHus mum Ha PK Bosneiicteuit Coenunenus 1A (pasoBast nosa
400 mr). B rpynme 3 (1000 wmr, 1 pa3 B cyTku B TedeHHe 14 nHel) yBEJUUMIOCH KOJUYECTBO
CyObEKTOB, COOOINAIOIIMX O  HEKENATENbHBIX  SIBJIEHUSX, OJHAKO  HWHTEHCHUBHOCTH
3apEruCTPUPOBAHHBIX COOBITUI HE YBEITMUMBAIACH NIPU MPUMEHEHUH HECKOJIbKHX J103. Bee mo3b1
Coenunenust 1 Obutn O€30MaCHBIMH U XOPOLIO MEPEHOCHIUCh, a OonbmmHCTBO TEAES Obutn
JIETKUMH, TPEXOASIIUMH U pas3pelainch Oe3 BMmemarenbcTBa. OIHOKpPATHbIE BHYTPHUBEHHBIE
no3bl 200 mr CoeauHenus 1 U ogHOKpaTHbIE ITepopalibHbIE 103bI B [uamna3oHe 103 oT 100 mr no
500 mMr nepenocunuch xopouo. MHorokpatsuele nepopanbHble a03pl 500 mr m 1000 wmr
Coenunenus 1, BBomumble QD B Teuenue 14 nHell moapsii, XOpOLIO IEPEHOCUIIHCH
OONBITMHCTBOM CYyOBEKTOB, OnHAKO KonuuecTBO yMmepeHHbIX TEAEs, B mepByro ouepens
CBSA3aHHBIX C pAacCTPOMCTBAMM KENYyAOYHO-KUIIEUYHOIO TPaKTa, YBEIMYMBAJIOCH, KOrJa
nepopaibHas no3a Coequnenus 1 ysenuuusaiachk ¢ 500 mo 1000 mr. Jlo3upoBaHue B yCIOBUSX
CBITOCTH YJIYULIMJIO NEPEHOCUMOCTb 3a cueT yMeHblieHUs: TEAEs, cBs3aHHBIX C JKeTyJO4YHO-
KULIEYHBIM TPAKTOM (TOIIHOTA, PBOTA) U PACCTPOMCTBAMHU HEPBHON CHCTEMBI (TOJIOBHAst OOJIb,

yTomisieMocThb). Bo Bpems uccnenoBanus He ObLUIO 3aperucTpupoBaHo HU cmepTe, Hu SAES, Hi
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cllyuaeB OTMeHBI H3-3a NMoOO4HBIX 3¢¢exkroB. He ObUIO KIMHMYECKH 3HAYMMBIX PE3YJIbTATOB
7a00OpaTOPHBIX TECTOB Ha 0€30MacCHOCTb, IOKa3aTeNed >KU3HEHHO BaXHBIX (YHKUUH,
sanextpokapanorpammel (ECG), menuumackoro obcnenoBanusi uian Beca. Hukakmx DLT He
Habmonanocs. Hu TEAEs, Hu nabopaTopHble TeCThl 0€30MaCHOCTH HE OTBEUYATIH HU OTHOMY U3
KPUTEpUEB TNpeNoTBpalleHust noBblmieHust a03pl. MTD He Obul AOCTUTHYT B 3TOM
uccnenosanuy. IlanyeHTsl, yd4acTByrOIME€ B 3TOM HCCIEAOBAHMM, MOJIy4aT JIEKapCTBO,
HaxoJsIeecss B CTaANM KIMHUYECKOH pa3paboTku, Oe3 paspeleHus peryaupyroliuX OpraHOB
1Uis JJedeHus: rpuOKoBbIX 3a0oneBanuii. Beenenne Coenunenus 1 B konuenTpauu 1000 mr IV 2
pasa B neHb Oyzner BBoauThes B JleHp 1, 600 Mr BHyTpuBEeHHO 1 pa3 B JeHb OyIeT BBOOUTHCS CO
2-ro mo 3-i AHM, a 3aTeM B TEeYeHHE BCEro MepuoAa Kypca JIEUYEHUs HUCCIENAyEeMbIM
JIEKApCTBEHHBIM CPEACTBOM OyaeT BBOAUTHCS 000 Mr BHyTpuBeHHO wmiu 700 Mr mepopaibHO.
JTO JeueHne MOXKET UMETh NMPEUMYINECTBAa MO CPaBHEHUIO cO craHnmaptHoi Tepammed (SOC)
NPOTHB HEKOTOPBIX PE3UCTEHTHBIX T'PHOKOBBIX 3abojeBaHuH, mpu KoTopbix Jederne SOC
MOJKET He IMOKa3bIBATh WJIK UMETh OTPAHUYEHHYIO TEPANIeBTHIECKYIO 3(PPEKTHBHOCTD.
IlepBuunas ueJb

[665] OcHOBHasi IleNb 3TOrO WCCIEAOBAHUS - OLEHUTH 3(P(PEKTUBHOCTP U OE30MaCHOCTH
Coenunenus 1 nis neueHUs B3pOCHBIX MaLMEHTOB Oe3 HeWTporneHnuu B Bo3pacte ot 18 no 80 et
(BKJTFOUMTENPHO) ¢ KaHAUAEMHEH, KOTOPbIE MOTYT BKJIKOYATh MALIMEHTOB C MOAO3PEBAEMON WU
MOJTBEPKAEHHOM PE3UCTEHTHOCTHIO K POTUBOrpuOKoBOoMy jeueHnro SOC.

BropuyHbIie neau

[666] BTopocTeneHHbIe LeIN 3TOr0 UCCAEAOBAHNS 3aKII0UAIOTCS B CIEAYIOIIEM:

e OueHuTh BpeMs 10 MEePBOro OTPHULATENBHOTO [10CEBA KPOBU.

e OueHUTh MPOLEHT MALHEHTOB C MHUKOJOTHYECKMMH HCXOJAaMH B KOHLE JIE€YeHHUS
uccnenyembivu npernaparamu (EOST), B konue nporusorpudkosoro nedenust (EOT) u
yepes 2 u 4 Henenu nocine EOT.

e OueHUTh NMPOLIEHT MALKUEHTOB ¢ ycrnemHbM JeueHueM npu EOT, a Takke yepes 2 u 4
Henenu nocie EOT.

e OueHnTtb OOIIYIO BBIKUBAEMOCTD Ha 30-i J€Hb UCCIIENOBAHUSI.

e OueHnTh MapamMeTpsl O€30MACHOCTH, BKJFOUas KOMnuecTBO nanneHTos ¢ TEAESs.

e Ouenurs PK-napamerpst Coenunenus 1.

Pe3rome miiana uccjiea0BaHus

[667] DTO MHOrOLIEHTPOBOE OTKPBHITOE HECPABHUTENIBHOE HCCJIEJOBAHME C y4acTUEM OIHOMU
rpymmnel 11 oneHkn 3¢dexruBHocTr U 6e3onacHocTu Coennuenus 1 s nedeHns KaHIuAEMUH
NEepBOMl JIMHUM, BKJIOYAs MPEAINOJaraeMyr) WM MOATBEPXKIEHHYI IMPOTUBOTPUOKOBO-

YCTOMYMBYIO KaHAUIAEMUIO Yy MALUeHTOoB Oe3 HeirponeHnu oT 18 no 80 ner (BKIIOYUTENBHO).
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ITono3peHne Ha NPOTHBOIPUOKOBO-YCTOHUMBYIO KaHAMAEMHIO SIBJSIETCS IOCTATOYHBIM, H
NOCJENYIoIasi TOATBEP)KIASHHAs PE3UCTEHTHOCTh He Tpedyercs [uid BKJIOUEHHS B
uccnenosanue. Ilepuon neueHus ucciaenyeMbIM JIEKAPCTBEHHBIM CPEACTBOM OyIET COCTaBIAThH
MakcuMyM 14 nHeit (Bkirovast 3arpy3ounyro no3y [[ens Uccnenosanus 1]). Ilocne 3aBeprienus
14-nHeBHON Tepanuu UCCIeyEeMbIM IIPENapaToM, €U JUIs 3aBEPIIEHUs JICUeHUs] KaHIUAEMUH B
COOTBETCTBUHM CO CTAHJAPTHBIMHU IPAKTHYECKUMH PEKOMEHIALUSAMHU I0Ka3aHO JajibHelIee
MPOTUBOTPHUOKOBOE JIeYeHHE, MOKHO HauyuHATh TmpueM (IyKOoHA30ja (€Ciu pPe3ysbTaThl
YyBCTBUTEJIBbHOCTH HE TPeOYIOT aJbTePHATUBHOW MPOTHBOIPHOKOBOM Tepamuu) Ha CPOK 0 7
nueit. Tlocne EOT Oynmer mepuon HaOMIOOEHHS MPONOJUKUTENBHOCTRIO 4 Hemenu (+4 mHS).
OOmast MpPOAOJUKUTENILHOCTh YYacTUsl B HCCIENOBAHMU COCTABJIIET OKOJO A0 7,5 Hexmenb
(BKJTFOUAst IEPHOA CKPUHMHTA [<96 4acoB 10 HCXOAHOTO YPOBH:]).

[668] IlamweHTBI C JAPOMCKEBBIMU T'PHOKAMH, BBISBICHHBIMH TIPU IIOCEBE KPOBU WM
MOJIOXKUTENIBHOM PE3yJIbTaTeé METONA SKCIPECC-AHMAarHOCTHUKH, HWMEIOT IMPaBO HA MOJy4YEeHHE
COTJIACHs M CKPUHHMHT JUJI YUaCTHs B UCCIIeAOBaHUU. [1aliMeHThl JOKHBI UMETh KaK MHHUMYM |
NOJIOXKHUTENbHBIN aHanu3 kposu Ha Candida spp. (Mau aposkokeBble TPUOKH € TOJO3PEHHEM Ha
Candida) nnsi TMOCTaHOBKM JHMAarHo3a KaHOUAEMHUS, KOTOPYIO CJEAyeT pPacCMOTPETh st
BKJIFOUEHHUS B HcCenoBaHue. [IarieHThl ¢ MONOKUTENbHBIM TIOCEBOM KPOBH, IOKA3bIBAIOIIUM
apoxckeBble rpuOku ¢ mopo3penueM Ha Candida , nomxubl umetrs uneHtudukanuto Candida
Spp. OT TOJIOXKUTENBHOIO TOCEBA KPOBM, IMOATBEP)KACHHOrO A0 no3upoBaHusi. IIpouenypsl
CKPUHHUHTIa U 0a30BOTO YPOBHS, a TAK)KE HA4aJIoO Ipuema uccienyeMoro npenapara CoennHeHus
1 OynyT Hayatel B TeueHue 96 yacoB ¢ MoMeHTa B3situs mpodObl kposu SOC Ha Candida spp.
MOJIOKUTEJIbHBIN TIOCEB WJIM 3KCIpecc-AuarHoctudeckuil tect. Ilanumentsi, npomenmue 2-
OHEeBHbIN (> 48 YacoB) SKBUBAJICHT NPEAIIECTBYIOIIETO CHCTEMHOIO NPOTHBOTPUOKOBOTO
JICYSHHs B YTBEPIKACHHBIX J03aX IJIS JICUEHHUs] TEKYLIero SMU30/1a KaHIUIEMHUH B TedeHue 96
4YacoB N0 MepBOi 1M03bl, OynmyT uckmoueHbl. OnHako mnanuentbl ¢ wHbekuusmu Candida
PE3UCTEHTHOCTh KOTOPBIX K KOHKPETHOMY BBEIEHHOMY NMPOTHBOTPHOKOBOMY MpenapaTy MOXKET
ObITh HOKa3aHa, MOMIH NONy4uTh <5 nHell (<120 4YacoB), SKBHBAJICHTHYIO MNPEABIAYIIEMY
JeYeHH0 (0 BKIIOYEHHS B HCCIIENOBaHHE TPeOYIOTCS pe3ysbTaThl TECTHPOBAHHUS HA
YyBCTBUTEIBHOCTD).

[669] Ilammentsl, mpomenmue Oonee 2 aHell (> 48 4acoB), SKBUBAJIEHTHBIC MPEABIAYLIEMY
CHCTEMHOMY IPOTHUBOTPHOKOBOMY JIEUEHHIO B YTBEP)KOCHHBIX 033X JJISI JICYEHUS TEKYIIEero
SMHU30Ma KaHAMAEMHH B TedeHHe 90 4acoB 10 MepBOd A03bl, OyayT HCKIFO4YeHbL OgHAKO
nauueHTel ¢ uHpekmsaMu Candida , pe3nCTeHTHOCTh KOTOPBIX K KOHKPETHOMY BBEAEHHOMY
MPOTUBOTPUOKOBOMY TIperapary MOXKeT ObITh JOKa3aHa, MOIJHM MOoiay4duth <5 mHeit (<120

9YacoB), SKBHBAJIEHTHYIO MPEABIAYLIEMY JIEYCHUIO (10 BKJIIOUEHUS] B HCCIENOBaHUE TPeOYIOTCS
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Pe3yIbTaThl TECTUPOBAHUS HA UyBCTBUTEIBHOCTD).

[670] B Jlenp HUccnenoBanus 1 (mim B TeueHHE MepBbIX 24 4acOB, €CIM HAYMHATH BEUYEPOM),
ynapsas nosa 1000 mr Coenunenust 1 Oyner BBoguThes B TeueHHe 3 yacoB nyTteM 1V undy3un
BID. B 2 u 3 /Inu HccnenoBaHust HCCIENyEMOrO JIEKAPCTBEHHOIO CPEACTBA MOAIEPKUBAKOLLAS
nosa Coenunenus 1 600 Mr Oyzer BBOAUTHCS B TEYEHUE 3 4aCOB MyTeM BHYTPUBEHHOI HHQY3UH
QD. B [lens Uccnenosanust 4 u nanee nopaep:xusatomas no3a Coenunenust 1 Oyner BBOIUTHCS
6o B Bunge 600 mr Coenunenus 1 IV undysuu 1 pa3 B cytku (QD) B TeueHue 3 4acos, b0 B
Buge 700 wmr mepopambHo 1 QD. IlaumeHThl, KOTOpble 3aBEpPIIMNIA MHHHUMyM 3 JHS

BHYTPUBCHHOI'O BBCACHUA COGI[I/IHGHI/UI 1 KIIMHUYECCKH CTa6I/IJ'IbHI>I, KaK OIpeaciIcHO

,
UCCleoBaTeeM, CIHOCOOHBI TJIOTaTh TaOJIETKM M HE HMET JallbHEHIIero pocra
MH(EKIIMOHHOTO OpraHu3Ma uepe3 48 4acoB Mociie MOCIEIHEro MOCeBa KPOBH, MOTYT MEPENUTH C
BHYTPUBEHHOI'O BBEJIEHUs K JO3UpPOBKe mepopanbHO B Jlenp Mccnemosanuss 4 u nanee.
Uzyvaemslii mpenapat Oymer BBOAUTbCA MakcuMyM 14 mHeil. ITo ycMOTpeHHIo ucciemnoBaTens
NAlMEHThl, KOTOPhIM Tpedyercs Oojee AMUTENbHAas NPOTUBOrPUOKOBash Tepamus, OyayT
nepeBefieHbl  Ha  (IyKOHa30nm  (eciu  pe3ysNbTaTbl  YyBCTBUTENBHOCTH HE  TpeOyroT
aNbTEPHATHBHON MPOTHBOIPHOKOBOM Tepammu), YTOObI TNPUAEPIKUBATBCS — KIMHUYECKHX
pexomernauuii IDSA mo newenmro Candidiasis. Mudexkuus kposotoka Candida spp. Oyner
KOHTPOJIMPOBATHCST IMYTEM €XKEAHEBHOTO IIOCEBAa KPOBU BO BpEMsI JIEYEHHUS HCCIIEAYEMbIM
JIEKAPCTBEHHBIM CPENICTBOM JI0 TE€X MOp, MOKa 2 MOCJIENOBATENbHbIE ITOCEBBI KPOBU HE CTaHYT
orpuuarensubivy, U npu EOST, EOT, u uepes 2 u 4 nenenu nocne EOT unu gocpounoro
npekpaineHusi. OqHOBpeMEeHHO OyayT B3siTbl 0OpasLbl KpoBU AJisi TectupoBanus Ha Candida c
MOMOIIBIO aHajn3a MarHUTHOro pesoHanca T2 (T2MR) Ha HCXOOHOM ypOBHE, BO BpeMms
neueHus uccienyembiMu npernaparamu u EOST wnu pannero npekpatnenusi. JIpyrie moceBsl,
THCTONATOJIOTHSI M BH3YAJIM3aLMOHHBIE TECThl JJISI OLEHKU MeCTa(T) M CTENEeHU 3apakeHUs
KaHAMIEMHeH B JAPYTrHX MecTaX OyayT NpPOBOOUTHCS B COOTBETCTBUM C KJIMHUYECKUMHU
NOKA3aHUSIMH, & Pe3yJIbTaThl JOJUKHBI OBITh 3apETUCTPUPOBAHBI B 3JIEKTPOHHON (hOpMe OoT4eTa O
6onesnn (eCRF). Benenue BHYTPHCOCYAMCTBIX KaTETEPOB, BHYTPUCOCYIUCTBIX YCTPOWCTB H,
€CJIU TIPUMEHUMO, JIIOObIX JpeHakel OyneT perucTpupoBaTHCS, BKIIOUAsl JIIOObIE CBSI3aHHBIC
MUKpoOuonornueckue pesynbtarbl. [lanueHTsl OyayT KOHTPOJNUPOBATBCS HA TMPEIMET
0€e30IMacHOCTH Ha MPOTSHKEHUH BCETO UCCIIEIOBAHMS.

[671] Ob6pa3zusl iasmel it PK (Coenunenue 1 [mponekapcreo]| u Coenunenne 1A [akTUBHAS
cocrasJisiromiasi|) OynyT coOupaThbCsi Ha UCXOTHOM ypOBHE (Tiepes J030i), ABAXKIbI B HEIENO BO
BpeMsl JIeueHus uccienyemelM JekapctBeHHbIM cpeactsoM, EOST, EOT, depes 2 Henenu nocie
EOT wunm pannero npekpaiuenusi. OOpasubl CBIBOPOTKH [T onpenesenus yposneit (1,3) -B-D-

riIrokaHa OyayT coduparbesi Ha ICXOJHOM ypoBHe (10 BBeneHus 103bl) 1 EOST wnu npu panHem
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npeKpalieHnn (€CIu MPUMEHNUMO).
[672] OumueHka pe3ynpTaToB JedeHus oyaer npoBoautbes Bo Bpems EOST, EOT, a takxke uepes
2 u 4 uemenu mnocie EOT wunu pocpounoro mpekpaineHus. OKOHYaHUE HCCIENOBAHUS
IIPOU30IAET NMOCIE MOCIEHErO MOCELIeHMsI OCIEHETO NAlleHTa B UCCIEAOBAHNM.
IToxa3zanmue: jeueHne NALIMEHTOB C KAHAWIEMUEH, HEe CTPAJAIOLINX HEUTPONEHUEH, B TOM YUCTIe
NALMEHTOB C MPEAINOoJIaraéMO MM MOATBEPKAEHHON C NMPOTHBOTPUOKOBOW YCTOHYMBOCTBHIO
KaHIUAEMHUEH
Honyasinus:
[673] B 3T0 uccnenoBaHue OyAyT BKJIFOUEHBI MALUEHTHI MYJKCKOTO M JKEHCKOTO TMOJja B
Bo3pacte ot 18 1o 80 yeT (BKIIIOYUTENBHO) C HOBBIM JTUATHO30M KaHIUAEMUS (TIOJOKUTEIbHBIHI
aHanus kposu Ha Candida spp.).
Kputepun Brioyenus:
Jlnsg BKJIIOUEHHUS B HCCIEAOBaHME MALMEHThl JOJDKHBI COOTBETCTBOBATH BCEM CIIEAYIOLIUM
KPUTEPUSM:
1. Mysxunna uiu skeHmuHa ot 18 1o 80 et (BKIIIOUUTENBHO)
2. HoBplil quarHo3 KaHAWAEMHH Ha OCHOBAHMHM aHAJIW3a KPOBH, B3ATOrO B Te€UeHHE 96
4acoB IOCJIe IIpUeMa mpemnapara c:

a. IlonoxurenbHbIM 1oceBoB KpoBu Ha Candida spp., B Tom uncie Candida spp. ¢
nono3peBaeMoii (IO MHEHUIO HCCIIEAOBATENs) JIM JOKYMEHTAJIbHO ITOATBEPKISHHOM
YCTOMYMBOCTBIO KaK MUHUMYM K |1 cucteMHOMy npotuBorpudkosomy arety SOC; unu

b. TIoNOXUTENBHBIM pe3yJIbTATOM ONOOPEHHOTO CIIOHCOPOM SKCIIPecC-aHaIHn3a
kpoBu Ha wuHpekunmroCandida spp. (ansd Hadana OLEHKHM TPHUIOAHOCTH MOJKET
HCTIOJIb30BAThCSl  OKCIPECC-TUArHOCTUYECKUII TECT, OIHAaKO Iepel AO3HpPOBaHHEM
Coenunenuss 1 TpeOyercst TOCIEAYIOIMA TOATBEPKIAIOIIMNA IOCEB KPOBU) 3.
Bo3moxHOCT yhaneHuss M 3aMeHbl paHee CyLIeCTBOBABIIUX BHYTPHCOCYAMUCTBIX
KaTeTepoB (MPU HEOOX OTUMOCTH )

Kputepun no3zuposanus
[674] Yro0Bl HAYaATHL npueM Ipenapara, MalMeHTbl JOJKHBI COOTBETCTBOBATH CJIICAYHOIIMM
KPUTEPUSIM:

1. IlonTBep:kACHHBIN AUArHO3 KAaHAUAEMUU.

2. Tlonmyyeno <2 nHedl (<48 dYacoB), 3KBHUBAJCHT NPEABIAYIIEMY CHCTEMHOMY
JEYSHUIO TPOTHBOIPHOKOBBIMU TIpenapaTaMd B YTBEPKIEHHBIX [03aX [UIA JICYCHHUS
tekymero snu3ona kangunemun OR <5 nueii (<120 4acoB), SKBUBAJIEHT MPENbIAYIIEMY
JIEYSHHUIO KaHAuAeMHH, Bbi3BaHHONU Candida spp. ¢ TOATBEP:KIEHHON PE3UCTEHTHOCTBIO K

KOHKPETHOMY paHee BBEIEHHOMY ITPOTHBOIPUOKOBOMY Ipenapary.
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I'pynnei o6padoTku

[675] Bcem mammentam Oyner BBoauThes ynapHas nosa Coemmnenumst 1 1000 mr aBa pasa B
JI€Hb C MOCJENYIOUIUM BBeneHueM noaaepskusaroieii 1o3el 600 mr Coenunenus 1 onuH pas B
nenb B [lenp Mccnenosanus 2 u [enp Mccnenosanusa 3. Haunnasa ¢ [dus Uccnenosanus 4 u
nanee mnonpaepxkuBaromas no3a CoemuHenus 1 Oyner BBOAMTBCS B BUAE BHYTPUBEHHOTO
BiauBaHusg 600 mr CoenuHenust | B TeueHuWe 3 4acCOB OAMH pa3 B CYTKU WM MOXET OBITh
nepeBeneHo Ha 700 Mr mepopasbHO OOWH Pa3 B CYTKH, KOTJA/€CIIU KPUTEPHUH ISl IEPOPATIBHOTO
JO3UPOBAHUS COOJTIOIEHBI.

Ho3a

[676] B uccnenosanusix PK-PD mbimeti ¢ ocnabieHHbIM UMMYHUTETOM UH(UIUPOBATH OTHUM
u3 tpex BunoB Candida (C. albicans, C. glabrata, uma C. auris) v rpynmnaM JKHBOTHBIX BBOIIIIN
no3y Coenunenus 1 mpu paznuunabix Gpakuusx 103. Oraomenne AUC/MIC 6bu10 onpeneneHo
kak mnepemeHHas PK-PD, xoropas mydme Bcero KOppelmupyeT ¢ MNPOTHBOTPUOKOBOM
3¢ (eKTUBHOCTBIO, OLEHHBAEMOHW IO TI'PUOKOBOH Harpyske (KOJOHHEOOpas3yrolHue eIUHHULIBI
[KOE]) B moukax. BepostHocts noctuxenuss nenu (PTA) paccuuteiBanach OTHENBHO IS
kaxnoro tecrupyemoro Candida spp. Ina pacuera PTA wucnonb3oBamu yposeHb AUC, He
conepskamero CoenuHenusi 1A, B KOHeUHOH Todke crasa, AeneHHbld Ha MIC, HeoOxogumytro
st monasieHus: pocta 90% opranusmoB (MICoo) xaxkmoro u3 tecrupyemoro Candida spp.
VYposerb AUC oueHuBanu Ha ocHOBe Moaenn PK nomymsmuy, nosy4eHHOH, r1aBHBIM 00pa3oM,
u3 nanHbix PK ®a3br 1. Koneunast Touka 3acTos onpenensuiach kak konudaectso Candida spp. B
CFUs nenocpencteenHo nepen BeeneHueM Coenunenusi 1 no cpaBHeHuto ¢ CFUs B koHEUHOI
Touke oueHkH (T.e. 24 yaca ans C. albicans; 96 vacos nns C. glabrata w C. auris). JlanHbie 110
MIC nns mporectupoBaHHBIX InTaMMOB (andida Obuiv TOAy4YeHbl W3 HENABHUX JaHHBIX
snuaHanzopa. Ucnons3dys AUC B koHeuHOW Touke ctaza, Hapany ¢ MIC90 w3 nmaHHBIX
HaOJIFOIEHUs] ¥ TIPOTHO3UPYEMOTO BO3IEHCTBUS NPU AO3UPOBAHHOM DPEXHMME, KOTOpBIA Oyner
UCTIOJIB30BAThCSl B 3TOM uccienoBanuu, PTA mns tpex Tecrupyembix Candida spp. mokasaro,
9TO OHO coctasisieT okoyio 100%. Kpome Toro, ObuT MpoBeneH aHadN3 YyBCTBHTEIBHOCTU IJIS
oueHkd PTA mpu pa3nu4HbIX CLEHAPUSX, BKIIIOYAs MOBBIIEHHYIO BapHaOeIbHOCTh MMAPaMeTPOB
PK u Oonee Boicokuii yposeHb 3HaueHuit Candida spp. MICoo . [Ins obomnx cuenapue PTA
ocrtajock> 90%.

[677] B 2 uccnenoBanusix @as3el 1 Ha 370pOBBIX H0OpoBONbIAax Kommosuiuu CoennHerus 1
BHYTPUBEHHO M TEPOPAIbHO ObUTHM OE30MacHbIMH M XOPOLIO IMEPEHOCHJINCh. BOJIBIIMHCTBO
TEAEs Obutu erkuMu, NpexXonsLiMUA U pa3peunuiuch 0e3 Bmemarenbcrsa. Hukakux DLT He
Habmonanoce. B wactHocTH, B kjiamHHMuYeckoM wuccienoBanuu Pasel 1 FIH ynapuas nosa

Coenunenus 1 1000 Mr BHyTpUBEHHO, 2-yacoBas MH(Y3us 2 pasza B AeHb B JleHb 1, 3a koTOpoit
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cneposana noxaepxusaromas no3a Coennnenust 1, 600 Mr BHyTpuBeHHO, 1-yacoBast nH}py3us 1
pa3 B neHb Ha 2-7 JIHu, Oputa Oe3o0macHa U XOPOIIO MepeHocuachk. JToT pexxuM [V BBeneHus
UIeHTHYeH pexkuMy [V BBemeHMs, KOTOPbIM OyJeT MCIONb30BaThCs B 3TOM HCCIenoBaHUU. Bo
BTOPOM KJiIMHHUYecKOM wuccienoBanun ®assl 1 noza Coemunenuss 1 B 1000 mr, BBOOMMAs
nepopanbHo 1 pa3 B cytku B [Inu ¢ 1 mo 14, Obuta Ge30macHON ¥ XOPOIIO MEPEHOCUMON. DTOT
pPEeKUM  TepOopaNibHBIX 703 BbIe, 4YeM 1a03a B 700 Mr mnepopaibHO, KoTOpas Oyner
HCIIOJIb30BATHCS B 3TOM UCCIIEIOBAHUM.

Cxema

[678] UToObI rapaHTHPOBATh OE30MACHOCTh M MEPEHOCHMMOCTh no3upoBanus CoenuneHust 1 B
TeyeHue 14 nHEH, B 3TOM HUCCIeNOBaHWM OyayT HUCHONb30BaThCsi no3a CoemuHenuss 1 u
NPONOJDKUTENBHOCTh MH(DY3UH, yke m3ydeHHble B Pase 1, B Teuenwe 14 nHel Tepamnmy,
Bkmoyass IV u mepopanbHyro (PO) Tepamuio uCCieqyeMbIM JIEKAPCTBEHHBIM CPENCTBOM.
VYnapnaas noza 1000 mr IV 2 pasa B CyTKM B TedeHHe 3-4acOBOH MHQY3MH C MOCIEAYIOIINM
BeeneHneM 600 mr IV 1 pa3s B cyTku B TedeHHME 3-4acOBOW HH(Y3UH ONTHMH3HPYET
0e30MacHOCTh M MIEPEHOCUMOCTh MalueHTa npu uccienosanun. B Jlens Mccnenosanus 4, mpu
YCJIOBUM, 4YTO MALUEHT COOTBETCTBYET OINPEAECICHHBIM IPOTOKOJIBHBIM KPUTEPHUSIM IS
NEPEKIIIOUEHUs] Ha TMEepOpalbHbIA TNpHEM, TOrAa NepeKIroueHrne OyAeT NPOUCXOAUTh Ha
nepopanbHbiii mpueM Coenunenus 1 B mo3e 700 mr 1 pas B cyTku B TeueHue He Oonee 14 nHel
KOMOWHHPOBAHHOM BHYTPUBEHHOM U nepopanbHoi Tepanuu CoenquHeHneMm 1.

Panpomusanust 1 MACKHPOBaHHe

[679] OTO HEPAaHAOMHU3UPOBAHHOE OTKPHITOE HCCIIEOBAHUE.

ITocTaBkm nekapcTB

[680] CocraB u ynakoBka uHbekinu CoequHenusi 1 cOCTaBiseTCs ¢ KOHLEHTpanuen 20 Mr/mit.
Komnosuuust cocrout u3 jgekapcTBeHHOro BemecTBa Coenunenus 1, xiopuna Hatpus, Gocdara
Kajaust (OBYXOCHOBHOTO M OIHOOCHOBHOI'O), COJITHOW KHCJOTBI, THAPOKCHIA HATpUs U
CTEePHJIbHOM BOBI JUIs MHBbEKIHH. CTepusbHbIA (akoH Ha SO M1 3amOTHAETCS 35 MJT HHBEKIIUU
Coenunennss 1. Coenunenne 1 nnsd uHbEKUMI OyneT BOCCTAHOBJIIEHO W BBEIEHO B BHUE
BHYTPUBEHHOW wuHOY3unu. HMHCTPYyKUMH TIO TIPUTOTOBICHHIO U pazOaBieHUI0 OyayT
NPEAOCTABIEHBI B (PapMaIIeBTUIECKOM PYKOBOJICTBE.

[681] Tabnerkn Coemmuenus 1| mmerorT go3upoBky 100 mr u 200 Mr TalneToK, MOKPBITHIX
Oenoti obonoukoil. Kommosummst cocrout u3 sekapcTBeHHoro BemectBa CoenuHeHust 1,
MUKPOKPHUCTAJUTMYECKOW  IEJUTFOJIO3b, Oe3BOAHOTO  JBYXOCHOBHOTO ¢ocdara  KambIus,
KOJUIOUJHOTO AUOKCUIA KPEMHHsl, MPEKETAaTHHU3UPOBAHHOIO Kpaxmalsa, MOBHUIAOHA, TaJbKa,
MAarHusl.

BBenenue uccienyeMoro JIeKapCTBEHHOTO CPECTBA
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[682] B Jlenp UccnenoBanus 1 (mim B TeueHHe MepBbIX 24 4acoB, €CIM HAYMHATH BEUYEPOM),
ynapaas no3a 1000 mr Coenunenust 1 Oyner BBoAMThCS B TeueHHe 3 yacoB nyTteM 1V unapy3un
BID. B 2 u 3 /Iau MccnenoBaHust UCCIenyeMOro J€KapCTBEHHOIO CPEACTBA MOAACPKUBAOIIAS
no3a Coenunenust 1 600 mr OyneT BBOAUTHCS B TEUEHHUE 3 4AaCOB MyTEM BHYTPUBEHHON HH(Y3UU
QD. B [lens Uccnenosanust 4 u nanee noaaep:xupatomas no3a Coenunenusi 1 Oyner BBOIUTHCS
mu6o B Buzne 600 mr Coenunenust 1 IV undysun 1 pa3 B cytku (QD) B Teuenue 3 yacos, mubo B
Bune 700 wmr mepopaibHo 1 QD. TlanueHThl, KOTOpBIE 3aBEPINMJIA MHHHUMYM 3 JIHS
BHyTpuBeHHOro BBeaeHusi CoenwHeHUs 1, KJIMHUYECKH CTAOWJIbHBL, KaK OIPENEIeHO
UCClienoBaTejaeM, CHOCOOHBI TJIOTaTh TaOJETKM ¥ HE HMMET JallbHEHIIero pocra
UH(EKIIMOHHOTO OpraHu3Ma uepe3 48 4acoB Mociie MOCIEHEro MOCeBa KPOBHU, MOTYT MEPEHTH C
BHYTPUBEHHOI'O BBEIEHUs K JO3UpPOBKe mepopanbHO B Jlenp Mccnemosanuss 4 u nanee.
Hccnenyembiii mpenapat OyneT BBOAUTHCS He Oonee 14 nHel (BKJIOYAs HArPy304YHYIO JI03Y
[denp uccnenosanus 1]). Tabnerku cieayeT mMpUHUMATL B OIHO M TO K€ BPEMs KaKIbIil IEHb
LEJIUKOM M MPUHUMATh BHYTPb, 3alllBasi BOJAOH B TedeHHe 30 MUHYT MOCiE U3BIEUEHUS U3
xonmomwipHUKa. He pmomyckaercst packanmblBaHue WM U3MenbueHue Tabnerok. Ecmum
NPOTHBOTPHOKOBOE JIEYEHHE TOKa3aHO Oojee 14 nHel, (uykoHa301 MOXHO HA4YMHATH TIO
YCMOTPEHHIO  HuccienoBarenst (ecau  pe3ysNbTaTbl  YyBCTBUTEIBHOCTH  HE  TpeOyrOT
aNbTEPHATHBHON NMPOTUBOIPUOKOBOH TEpanuM) B TEUEHUE CIENYIOIUX 7 AHEH Tepanuu, 4ToObl
COOTBETCTBOBATh KJIIMHUYeCKUM pekomeHnauusm IDSA no neuenuto Candidiasis.
ITo oxonyanun nporusorpudkosoro Jjedenusi (EOT):
[683] Ilocne 3aBepuieHust 14-gHEBHON Tepanuu HUCCIAEAYEMbIM MPENapaToM, €Ciau AJis
3aBEPLICHUs] JICYEHHUs] KAaHOUAEMHHM B COOTBETCTBUM CO CTAHJAPTHBIMU NPAKTHYECKUMHU
PEKOMEHIALMSIMH TIOKA3aHO JajIbHEelIee MPOTHBOIPHOKOBOE JIEYEHHE, MOKHO HAUMHATD MPHEM
¢baykonazona (ecnu  pe3yJbTaThl  YYBCTBUTEIBHOCTH HE TpeOylOT  aJbTepHATUBHON
NPOTHBOTPUOKOBOM Tepanuu) Ha Cpok a0 7 aHei. Ecmu BOo3MOXkHO, oneHka 3¢ dexkTuBHOCTH
Takke OyImeT cieiaHa B KOHIE 3Toro mpotuBorpudkosoro sedeHuss B EOT. Ycmex nedenus
OTpefieNsieTCsl Kak COOTBETCTBHE BCEM CIEAYIOLIUM KPUTEPUIM:
e JIBa mocnenoBaTesbHbBIE TIOCEBA KPOBH oTpunatebHbl Ha Candida spp.
e BeokuBaemocts mipu EOT
¢ Hukakux JOMOJHUTENBHBIX CUCTEMHBIX MPOTHBOIPUOKOBBIX TepanHid (3a UCKIFOUEHUEM
Pa3peIIeHHOr0 MPOTOKOJIIOM TMOCTENEHHOTO JieUeHHs [K mpumepy, (uIyKoHason|) depes
EOT.
e Heynaua nedenus ompenessiercss Kak Jr000H ciydail, HE OTBEHAIOIIMH KPUTEPUSIM
yCIexa JIe4eHusl.

MUKOJIOrM4eCKuil pe3yibTar:
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[684] Opanukanusi ompenensercs Kak OTPULATENbHbIM moceB kposu Ha Candida spp. npu
OTCYTCTBUH JONOJHUTEIBHON MPOTHBOTPHOKOBON Tepamuu (3a HUCKIIOUYEHHEM pa3peleHHOro
MIPOTOKOJIOM MOCTETICHHOTO JIeueHus [K nmpumepy, ¢paykoHason|) uepes EOT

IIpu nocaeaywomem HabawaeHun (2 Heaeau U 4 HeaeqH MOCJHe OKOHYAHHS
MPOTHBOIPHOKOBOIO JICYeHHS):

[685] PeuunuB (MHKOJOTHYECKHI) ONpeneNnsercsi Kak MHUKOJOTHYECKH MOATBEPIKICHHAS
uH(pEKIMs, OCHOBAHHAs HA TTOCEBE KPOBHU C TEM K€ UCXOIHBIM ypoBHeM Candida spp. B TeueHue
4 wenmenp mocne EOT. Peummus (ouenka DRC) onpepensiercss kak MOBTOPHOE TOSIBJICHUE
Candida B moceBe KpOBH B T€UEHHE MEPHOAA HAOIIONEHHUS WM JUATHOCTHYECKUX TTapaMeTpoB,
YKa3bIBAIOLINX Ha PELMIUB WU MO3HEe pacnpoctpanenue napexkunn Candida .

[686] XoTs m300peTeHne OBLIO OMUCAHO CO CChUTKOW HAa MPUBEIEHHBIN BbIIIE IPUMED, CIEAYET
NOHMMATh, YTO MOAM(UKALIMKM M BapUAIMd OXBATHIBAIOTCA CYIIHOCTBIO U 00BEMOM
n3o0perennsi. COOTBETCTBEHHO, M300pETeHHE OTPAHMYEHO TOJBKO CIeAyoLed ¢Gopmysoi
n300peTeHus!.

IIpumep 4: OtkpeiToe Hccnenoanue Paszpl 2 Aas oueHKH I(PPeKTHBHOCTH H
O0ezonacHoctn CoeauHeHusi 1 y DAlMeHTOB ¢ KaHAMJeMHeH W/WJIH HHBAa3HBHbIM
KaHAHA030M, BeI3BaHHBIM Candida auris

[687] B 3T0 unccnenoBaHue OyAyT BKJIIOUEHBI MALMEHTBl MY’KCKOrO M JKEHCKOTO IOjia B
Bo3pacTe 18 jer u cTapiie C YCTaHOBJIEHHBIM IHArHO30M KaHAMIAEMHs W/WIM WHBAa3HUBHBIN

KaHauao3, BbI3BaHHBIN Candida auris , n3 oOpasna, B3storo <120 dacoB (A MALUEHTOB C

)
KaHauaemuen) mwin <168 4acoB (sl MALMEHTOB ¢ MHBA3UBHBIM KaHIUIO30M 0€3 KaHIAMIEMIH)
10 BKJIFOYEHHUs1 B HccienoBanue. [lanueHTsl OyayT UMeTh OrpaHUYEHHbIE BapUAHThHI JICYCHUS
WIM WX OTCYTCTBUE U3-3a PE3UCTEHTHOCTH, MPOTUBOIMOKA3AHNN, HEMEePEHOCUMOCTH WJIH
OTCYTCTBHSI KJIMHHUYECKOIO OTBETa HAa CTAHIAAPTHYIO MPOTHBOIPHOKOBYIO TEparuio, Kak 3TO
MPEeIyCMOTPEHO  COOTBETCTBYIOIIMMH  PErHOHATBbHBIMU/TOCYIAPCTBEHHBIMU  TTPOTOKOJIAMH
neuenns (x npumepy, FOxHass Adpuxa: The Federation of Infectious Diseases Societies of
Southern Africa (FIDSSA), 2019 B mpecce; CDC: Recommendations for treatment of Candida
auris infections). Candida auris nomxeH ObITh MOATBEPKIEH MOCEBOM W3 KPOBU HIJIU JIPYrOU
TKaHH, acmUpaTa WA SKUIKOCTH, B3SITHIX M3 OOBIMHO CTEPHJILHOTO MECTa, W BCE KPUTEPUU
oTOOpa NOJKHBI OBITh BBITIOJIHEHBI O KBAJU(PUKAIUU ISl UCCIEIOBAHUS U TMOCIEAYIOIIETO
JIO3UPOBAHUSI.

[688] Iloka3amms: jedyeHHE MALMEHTOB C KaHAUAEMUEH W/WIM HMHBA3HBHBIM KaHIHIO30M,
Bb3BaHHBIM Candida auris

[689] Menu:

[690] OcHOBHasi IleNb 3TOrO MCCIEAOBAHUS - OLEHUTHh 3(PPEKTUBHOCTH U OE30MaCHOCTH
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Coenunenus 1 17 nedeHus B3pOCIbIX MALMEHTOB B Bo3pacTe 18 jeT u crapiue ¢ kKaHaAuaeMHue

W/WJIM WHBA3WBHBIM KaHAUI030M, BbI3BaHHBIMU Candida auris, y KOTOPbIX €CTh OTpaHUYCHHbBIE

BO3MOYKHOCTH ITPOTHBOIPUOKOBOTO JIEUEHHSI.

[691] BTopocTeneHHbIe LeIu 3TOr0 UCCAEN0BAHNUS 3aKIIOYAKOTCS B CIEAYIOLIEM:

e OueHuTh BpeMs 0 MEePBOro OTPHULIATENBHOTO TOCEBA KPOBU.

e OueHUTh NPOLEHT MALUEHTOB C YCIEUIHbIMH MUKOJOTMYECKMMU HCXOJaMH B KOHIIE
uccienyemoii nexkapcreenHoi Tepanuu (EOST) u uepes 2 u 4 nenenu nocne EOST.

e OueHUTD NMPOILEHT MAMEHTOB ¢ YCIEIIHbIM JieueHneM uepes 2 u 4 nenenu nocyie EOST.

e O1LeHUTh CMEPTHOCTH OT BCEX MpHUUMH Ha 30-ii AeHb UCCIIeIOBAHUS.

e OueHHnTh MapaMeTpbl OE30MACHOCTH, BKJIIOYAS] KOJMYECTBO MALIMEHTOB C HEXENATEIbHBIMU
SIBJICHUSIMU, BO3HUKIIUMHU B ¢Bsi3u ¢ iederueM (TEAESs).

¢ Ouenntb papmakokuHerndeckue (PK) mapamerpsr Coenunenns 1

[692] B 3T0 unccienoBaHue OyAyT BKIIOUEHBI TMALMEHTBI MY)KCKOTO M JKEHCKOTO IOjia B

BO3pacte 18 yeT W cTapiie C yCTaHOBJIEHHBIM IHArHO30M KaHAMIAEMHs W/WIM WHBA3HBHBIHI

KaHIua03, Bbi3BaHHbIN Candida auris , n3 oOpasna, B3storo <120 4acoB (AN MAUEHTOB C

,
KaHguaemuen) mwin <168 4acoB (s MALIMEHTOB ¢ MHBA3MBHBIM KAHAMIO30M 03 KaHIUIEeMHH)
10 BKJIFOUEHHUsI B uccienoBaHue. [lanneHTsl OynyT MMeTh OTpaHUYEHHBbIE BAPUAHTHI JICUEHUS
WIH WX OTCYTCTBUE WU3-3a PE3UCTEHTHOCTH, MPOTUBOINOKA3aHNN, HEMEePEHOCUMOCTH WJIH
OTCYTCTBHSI KJIMHHUYECKOrO OTBETa HAa CTAHAAPTHYIO MPOTHBOTPHOKOBYIO TEpaNHiO, KakK 3TO
MPEeIYCMOTPEHO  COOTBETCTBYIOIIMMH  PErHOHAIBbHBIMU/TOCYIAPCTBEHHBIMU  TIPOTOKOJIAMHU
nedenust (x mpumepy, FOxnas Adpuka: The Federation of Infectious Diseases Societies of
Southern Africa (FIDSSA), 2019 B mpecce; CDC: Recommendations for treatment of Candida
auris infections). Candida auris nonxeH ObITh MOATBEPKIEH MOCEBOM W3 KPOBU WJIH IPYroOu
TKaHH, acIUpaTa WA SKHIKOCTH, B3SITBIX M3 OOBIMHO CTEPUJIBHOTO MECTa, W BCE KPUTEPUU
0oTOOpa MOJKHBI OBITH BBIMIOJIHEHBI A0 KBaJU(PUKALUK Ui MCCIAENOBAHUS U TOCJEIYIOIIEro

TO3UPOBAHUSI.

[693] Kpurepuu BKIOUYSHUS

[694] Jlnsi BKJIFOYEHWUS] B HMCCIIEIOBAHME MAlMEHThl JOJDKHBI COOTBETCTBOBATH BCEM

CJHENYIOLIUM KPUTEPUSIM!

1. My:>x4nHa Uy >KeHIIUHA B Bo3pacTte 18 jer u crapie

2. OrpaHuyueHHbICE BAapUAHTBI JIEYEHUS WM UX OTCYTCTBUE M3-3a PE3UCTEHTHOCTH,
MPOTUBOIOKA3aHUMH, HENEePEHOCUMOCTH WJIM OTCYTCTBUs ~KJIMHUYECKOrO OTBETa Ha
CTaHIAPTHYIO MPOTHBOIPUOKOBYIO TEpAIUIO, KaK PEKOMEHIOBAHO COOTBETCTBYIOLIUMHU
PEerHOHAIbHBIMI/TOCYAAPCTBEHHBIMH MPOTOKOJIAMU JICUSHHST

3. VCTaHOBJEHHBIA MHKOJIOTMYECKUI UM KJIMHUYECKUNW [UArHO3 KaHAUIEMUU W/UWIU
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WHBA3MBHOTO KaHIWI03a Ha OCHOBaHUM oOpasua, B3sitoro <120 wacoB (i KaHIUIAEMHH)
wi <168 4yacoB (i1 WHBa3UBHOTO KaHANI03a 03 KaHTUAEMHH) N0 KBATU(DUKAIIUHM JIJIst
UCCIIEIOBAHUS:
a. Kpurepuu kanauaemuu
1. >1 nmoces kpoBu nonoxxurenbHbiii Ha Candida spp. npentudumposan kak C.
auris
ILIFOC:!
ii. KinumHM4yeckue mpu3HAKH, OTHOCALIMECS K KaHAuAeMuu B TeueHue 120 yacos
00 KBAJTU(UKALMH JUISI YYACTHsI B HCCIENOBAHHMH, IOJDKHBI BKIIFOYATH 10
MeHbIeW Mepe omHO 3 cienyromiero: (a) muxopanka (> 38 °C), wmu (b)
runorepmust (<36 °C), mnmu (¢) runoronus (SPB <90 mMm pr. cr. wm
CHIDKeHue™> 30 MM pT. CT.);
b. Kpurepun HHBa3HBHOI0 KaHAMI03a
1. > 1 npoba (k mpumepy, TKaHb, aCTIUPAT/’KUIKOCTh), B3ATas B ACENTHYECKUX
YCJIOBUSIX W3 HOPMAaJbHO CTE€PUJIBbHOW TMOCEBHOM, TMOJOXUTEIbHON Ha
npoxoxn/Candida spp. inentudumposan kak C. auris,
IUIFOC!
ii. KunmHMueckune mpu3HaKy, OTHOCALINECS K UHBA3UBHOMY KaHIHUIO3Y B TEUEHHE
168 wacoB n0 KBanU(pUKALMM JUIs MCCIEJOBAHUS, JOJDKHBI BKJKOYAThH IO
MeHbIel Mepe omHO 3 cieayrouiero: (a) muxopanka (> 38 °C), wmu (b)
runorepmust (< 36 °C), wmm (¢ ) runoronust (SPB <90 mm prt. cr. mim
camwkenne > 30 MM pr. cr.) wim (d) mNpU3HAKM, CBA3AaHHBIE C
opraHom/ydactkoMm, uH¢uuupoBaHnHbiM Candida (x mnpumepy, TJIa3HOH,
BHYTPUOPIOLITHON).

4. Tlauumentsl ¢ oquHOYHOH uHGpekuuen C. auris mn cmemanHol undexuueit Candida auris ¢
npyrumu uadexuusmu Candida spp. (kpome C. krusei), NOAXORAT ISl HCCIEAOBAHUS.

5. BO3MOXHOCTB yAaJ€HUsI U 3aMEHBI paHee CYLIECTBOBABIINX BHYTPUCOCYIUCTBIX KATETEPOB
(pu HEOOXOAMMOCTH).

6. JKeHIMHBI C JETOPOAHBIM TOTEHLHAJIOM C TaPTHEPAMHU-MYXXYMHAMH W MYKYUHBI C
NapTHEPaAMHU-KEHIIMHAMH C I€TOPOAHBIM ITOTEHLMAIOM JOJDKHBI COTJIACUTHCS UCTIONb30BATh
2 ¢opmbl BEICOKO3(h(HEKTUBHON KOHTPALEILIUHY, OHA M3 KOTOPBIX AOJDKHA ObITh OapbepHBIM
METOJIOM, Ha MPOTSKEHUHM BCErO MCCIENOBAaHUA U B TedeHHe 90 nHeN mocye MOCIEeIHEro
BBEICHUSI HccieayemMoro mnpenapara. Jlomyctumele OapbepHble (OpPMBI KOHTpALETILUH -
npesepBatuB U auagparma. [IpuemnembiMu HeOapbepHbIMH (OPMAMU KOHTPALETILUU IS

STOrO HCCIIEAOBAHUS SBJSIIOTCS OpajbHble KOHTPALENTHBBI (K IpPUMEpY, NepopajbHbIE
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NPOTHBO3a4aTOYHble TAONETKH, Jero, IUIACTIPM WM HHBEKLUH), BO3AEpIKaHUE,
BHYTPUMATOYHAsI CITUPAJb W/WIIN CTIEPMHLIN.

ITocTMeHOMay3anpHBIN NEPUOA OMNpEeNseTcsl Kak aMeHopes: B TedeHue™> 12 mecsueB 0Oe3
anbTePHATUBHONW  MEJULMHCKONM NPUYUHBI WJIHM JOKYMEHTAJIbHO IOATBEPKAECHHOMN
XUPyprudeckoi  crepuiam3auuu (K IpUMEpPYy,  JABYCTOPOHHSISI  CAJILIIMHIDKTOMHUS,
JABYCTOPOHHSISI OBAPHIKTOMUS HITH THCTEPIKTOMHS).

HctnHHOE BO3AEpIKaHUE, €CIH OHO COOTBETCTBYET IMPEANOYTUTENIbBHOMY U OOBIMHOMY
00pasy JKU3HU MALUEHTa, CYNTAETCS BbICOKOI()(HEKTUBHBIM METOIOM TOJILKO B TOM CJIy4ae,
€CJIU OHO OIpeneNsieTcsl Kak BO3ZJep>KaHHEe OT IeTepPOCEKCYasbHbIX KOHTAKTOB B TEUEHHE
BCEro IepHoJa pHUCKA, CBSI3aHHOTO C JIEUEHHEM  HCCJIENYyEeMbIM  IpernapaToM.
(Ilepmognueckoe  BO3OEpKaHME  [K  TpUMEpy,  KaJCHOAPHBIA,  OBYJISLHOHHBIN,
CUMITOTEPMAJIbHBIN, MOCTOBYJISILIUOHHBIN METObI] U OTMEHA He SIBJIAIOTCS MPUEMIIEMbIMU
METO/IaMH1 KOHTPALIETILIIN)

VY JKeHIIMH IEeTOPOAHOrO BO3pacTa JOJDKEH OBITh OTPHLATENbHBIA TeCT Ha O€PEMEHHOCTD B
TeyeHrne 96 YacOB JO WCXONHOTO YypOBHS (T. €. TMepen BBeAeHWEM 1036l B JleHb
Uccnenosanus 1).

Cornmacue u >xenaHue COOJIOAATH OrPAaHUYEHHs HCCIENOBAHMS, €CIIH 3TO pPa3pereHo
MECTHBIM 3aKOHOJATEJIbCTBOM, AJI NMAIIMEHTOB, KOTOPbIE HE MOTYT JaTh corjacue, Oyner
NOJIy4eHO IHUCbMEHHOE WH(POPMHUPOBAHHOE COIJIACHE 3aKOHHOTO  YIIOJHOMOYEHHOTO

npencrasurens (LAR).

[695] Kpurepun HEBKIIIOUYEHHUS

[696] IlarueHTHI, COOTBETCTBYOIIUE JFOOOMY U3 CIEAYIOIIUX KPUTEPUEB, HE OyAyT AOMYIIEHBI

K Yy4aCTUIO B UCCJICOOBaAHUU!

1.
2.

IToceB kpoBH WK Jr00as Ipyras KyjabTypa, nojoxurenbHast Ha C. krusei

OsxunaemMasi IpOAOKUTENBHOCTD )KM3HH <7 AHEH [0 MHEHHUIO UCCIeN0oBaTeNs

Tsoxenas wim yMepeHHast IeUeHOYHAst HeJOCTAaTOYHOCTh (OLeHKa 1o mkane Yahna-ITero >6
OanoB) B moboe BpeMs B TeYeHHE 2 HEJeNb IO BBEIEHUS JO3bI.

Tsokenmass WM yMepeHHas IIOY€YHAsh HENOCTATOYHOCTh (T.€. pacueTHas CKOPOCTb
kiyooukoBoit ¢punbTpanuu (GFR) <60 mn/muH, paccuntanHas no ¢opMysie UCCIeTOBAHUS
«H3meHeHune nueTsl pu nmoveyHoi HenocrarouHocT [MDRD])» B mroboe BpeMsi B TeueHue
2 Henenb 10 BBEJIEHUS 1035l

HcxonHble HEBpPOJOTMYECKHE COCTOSHUS, TaKue KaK aHOMAJbHble JABWXKEHMs WM

CYIOPOXKHBIE PACCTPONCTBA



214

6. IlanueHTbl, HHPUIMPOBAHHBIE BUPYCOM HUMMYHOAE(PUINTA YEJIOBEKA, KOTOPbIE IMONYYArOT
AHTUPETPOBUPYCHYIO Tepanuio, kotopas ssisercs unnykropamu CYP3A4 or ymepeHHOro
IO CUJIBHOTO, WJIM y KOTOPBIX OOHApPY)KUBAETCSI BUPEMUS, WIH Y KOTOPBIX OblIa aKTHUBHAS
OMIOPTYHUCTUYECKAsA HHPEKLINSA B T€UEHNE 6 MECALIEB 10 CKPUHUHTA.

7. AnanuHamuHOTpaHCc(epasa wiu acapraTaMuHOTpaHchepasa >5 X BEpXHUH Mpeaea HOPMbI
(ULN)

8. OOwmwmit Ounupybun >3 x ULN, 3a HCKJIIOYEHHEM H30JUPOBAHHOHN rUNepOUInpyOHHEMUn
WJIN TOKYMEHTAJIbHO MOATBepKaeHHON Oonesnu YKunpoepa.

9. TlanmenTtka OepeMeHHa U KOPMHT TPYABIO.

10. HecooTBeTcTBYOLIUIT KOHTPOJIb UCTOYHHUKA MPUOKOBOH MH(pEKINH (K TPUMEPY, ITOCTOSTHHBIE
NIOJIOCTHBIE KaTE€TePhI MJIM BHYTPHCOCYAUCTBIE YCTPOICTBA)

11. Uccnenyemplii mpenapat BBOAAT B TeueHue 30 nHER 10 npuema A03bl WU 3a MTh NEPUO0B
NOJIyBbIBEIEHHSI, B 3aBUCUMOCTH OT TOTO, UTO OOJIbIIE.

12. OnHOBpPEMEHHBIN MPHUEM JIEKAPCTB, KOTOPBIE SIBIISFOTCS CHUIBHBIM MHAYKTOPOM (hepMEeHTOB
CYP (x mpumepy, pudammuius, kapOamazenuH, ¢(enutoun, pudalyTuH, >¢aBUpeHI,
HeBupanuH, peHodapourtan, monadunui, HaQUUIUTUH, 3BepO0O U SH3ATyTaMII)

13. Jlroboe npyroe cocrosiHue wid JabOpPaTOpPHOE OTKJIOHEHHE, KOTOpOe, 1O MHEHHUIO
UCCJIeNOBATENs, MOXET MOABEPrHYTh IMALMEHTa HEMPUEMIIEMOMY PUCKY AJIsl y4acTHsl B
UCCJIEOBAaHUM WJIM MOXKET MOMELIATh OLEHKE, BKIIOYEHHOU B UCCIIEIOBAHUE.

14. lnarnoctuka riyOOKO yKOpeHUBIIMXCs MH(EKIuH, cBsizaHHbIX ¢ Candida, BHI3bIBAIOIINX
annapaTHbIi  CeNTHYECKUNW  apTPUT,  OCTEOMUENIMT,  SHAOKAPAWUT,  MHUOKAPAMT,
renaToCIUIEHOYHbIH KaHAUI03, WH(EKIUIO LEeHTPAJIbHOW HEPBHOW CHCTEMBbl WM Odar
UHQEKIMH, Ui KOTOPbIX MOTPeOyeTcss MpOTUBOTPUOKOBAsl Tepamus AJsl MPEBbILIEHHS
MaKCHUMAaJIbHOHN MPOIOJIKUTEIBHOCTH JICYEHHST UCCIIEAyEMbIM mpenapaToM (T.e. 6 Hexenb [42
nHs)).

[697] Kpurepuu 103upoBaHU

[698] Yro0bl Ha4aTh npueM Ipenapara, MalMeHTbl JOJKHBI COOTBETCTBOBATH CIIECAYIOIIHNM
KPUTEPUAM

[699] IlonaTBep KAEHHBIN AUATHO3 KAHAUAEMUU W/WJIM HHBa3UBHOTO KaHAUA03a, BbI3BaHHOTO C.
auris (Mpu eqUHUYHON miu cMmemanHoi undexkuun Candida spp.) B Tedenne <120 gacoB (s
KaHauaeMnn) win <168 JacoB (11 HMHBA3UBHOTO KaHIWA03a 0e3 KaHAWIEMUU) Ha OCHOBAHUU
[IOKA3aTEJIbHOTO MOJOXKUTEIBHOrO IIOCEBA KPOBU MJIM MTOKA3aTEJIbHOIO MOJIOKUTEIBHOTO IIOCEBA
u3 oOpasia, B3STOr0 M3 OOBIYHO CTEPHJIBHOTO MECTa, IUIFOC TMOATBEPKIACHHE TOTO, YTO BCE
ApyrHe KPUTEPHH TPUEMIIEMOCTH  YAOBJETBOPEHBI, KBAIM(ULUUPYIOT MAlUEHTa  JJIst

nosupoBanusi Coenunenust 1. Havano nepBoit no3st Coenunenust 1 AOKHO MPOUCXOIUTH B
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TedeHue 12 4acoB nociie KBaTu(pUKaALKUN AJIsT UCCIICIOBAHMUS.

[700] Onpenenenue pazmepa BbIOOPKH:

[701] B »To OTKpBITOE HCclenoBaHue Oyaer oroOpaHa BbIOOpKa M3 OKOJIO 15 maiueHTroB ¢
3anokymeHTupoBaHHoW wuHpexuuerr C. auris. OdUUMATBHONW CTATUCTHYECKOH OLCHKH IS
OlpeneNeHus] pa3Mepa BBIOOPKM HE MPOBOAMIOCH. JTOT pasMep BBIOOPKHM CUUTAETCS
AOCTATOYHBIM JUISl TOJYyYeHHs HEOOXOOUMBIX JAaHHBIX Uil OLEHKH 3((EeKTHBHOCTH U
6esonmacHoctu CoemuHeHuss | y MAUMEHTOB C 3aJ0KYMEHTHPOBAHHON KaHAMIEMHUEH u/win
WUHBA3UBHBIM KaHIUA030M, BBI3BAHHBIM (. Quris.

[702] /Iu3aiiH U NPOAO/IKUTEbHOCTb HUCCJIEA0BAHUS:

[703] TO MHOrOLIEHTPOBOE OTKPBHITOE HECPABHUTENILHOE HCCIEOBAHHME C y4acTHEM OIHOMU
rpymmel 11 oneHkn 3¢dexkruBHocTy U 6e3onacHoctu Coenuuenust 1 s nedeHus KaHIUAEMUH
W/WJIM MHBa3UBHOTO KaHAW03a, BbzBaHHOTO (. quris, y MalMeHToB B Bo3pacte 18 et u crapie
C OrpaHMYEHHbBIMH BO3MOXXHOCTSIMH IPOTHBOTPHUOKOBOro JjeueHws. llepuon nedeHws
UCCIIElyEMbIM JIEKAPCTBEHHBIM CPEICTBOM OYIET COCTABISATh MAakCUMyM 42 nHsA (BKIFOYAs
Harpy3ounyto 103y [[denp Uccnemosanusi 1]). ITlocne EOST Oynmer mepwon HaOMOASHHUS B
tedyeHue 4 Henenb (+4 nHs). OOmas npoaODKUTENbHOCTD YUACTHSI B HCCIEOBAHUN COCTABIISIET
okono 1o 10,5 Hemenp (Bkirouast mepuon CKpuHHHTra [<168 4HacoB 0 MCXOMHOTO YpPOBH:)).
[TaumeHTsl NOKHBI UMeTh mnonTBep:kaeHue Hamuuwst C. auris B mocese <120 wacoB (miis
KaHauaemuy) win <168 4YacoB (s WHBAa3MBHOIO KaHAWA03a Oe3 KaHAWIEMHH) M0
KBaJH(PUKALUU U TO3UPOBAHUS B UCCIEOBAHUU.

[704] CxpuHuHT 1 0a30Bble NMpoLEAYpPbl OYAYT BBINONHATECS B TeueHHe He Oonee 120 wacos
(ma xkannunemun) Wi 168 yacoB (Ui MHBa3MBHOIO KaHAWI03a 0e3 KaHAMAEMUH) C MOMEHTa
nonyudenus: SOC kpoBu w/ujm 00pasiia TKAaHU UM acTHpaTa/>KUIKOCTH, TOJOKUTENbHOTO Ha .
auris, W JOObIe HEBBINOJIHEHHbIE Oa30Bble NPOLEAYpPHI, 3aBEPIIEHHBbIE IO MEPBOH JO3bI
HCCJIETyeMOT0 JIEKapCTBa.

[705] Bce mammentsr (wm LAR mammenrta) mopmumyt ICF nmo Toro, xak Moryt ObITh
BBINTOJIHEHBI KaKue-THO0 MpPOLEayphl, YKa3aHHbIE B MPOTOKOJIE, KOTOpble He yka3zaHel B SOC.
Ilepen BBeneHneM 1036l OyAyT COOPAHBI OLIEHKH KPUTEPUEB BKIIFOUSHUS/UCKITFOUEHUS, UCTOPHUS
Oone3nn, nemorpaduuecKkue IaHHBIE, a TaKXke OLEHKa OCTPOH (PH3HONIOrMH M OLEHKH
xponudeckoro 3a0poBbs II. Korma LAR wucnonb3yercs nans mnepBOHAYajbHOIO COTJIACHS,
MALMEHT MOJIyYUT COTJIaCHEe BO BPEMsI HCCIIEIOBAHMSI, KaK TOJIbKO OH/OHA CMOJXKET 3TO CAETATh.
[706] B JMenr HccnemoBanmst 1 (vwim B TedeHHWe MepBbIX 24 YacOB, €CIU JO3HPOBAHHE
HauuHaercss BeuepoM), yaapHas no3a 1000 mr Coemunenuss 1 Oyner BBOOUTBCS B TeUeHHE 3
4acoB IyTeM BHYTpPUBeHHOH MH(Qy3um nBa pasza B aeHb (BID). Bo 2 u 3 Jluu Hccnenosanus

nonaepkuBatoiasi no3a Coenunenusi 1 600 mr Oyner BBOAWUTHCS B T€YCHHE 3 YACOB MYTEM
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BHYTpUBEeHHOW wuHOy3mn omaumH pa3 B neHb (QD). B Jlenp HccrnemoBanmst 4 u  nanee
nonnepkuBaromiasi n1o3a Coenunenusi 1 Oyzer BBoauthes b0 B Buge 600 mr Coemunenus 1
BHYTpUBEHHO B Buze uHdpysun QD B Teuenue 3 yacos, audo B Bume 800 mr PO QD. ITauneHTsl,
npomenimue MuauMyM 3 nHa IV BBenmenuss CoenuHeHusi |, KIMHUYECKH CTaOWJIbHBIE, Kak
OIIPENENIeHO HCCIIeAoBAaTeNeM, M CIOCOOHBIE TIJIOTaTh TabJeTKH, MOIyT MepedTH ¢
BHYTPUBEHHOIO BBEAECHHsI Ha mepopaibHoe BeeneHue B Jlenp Mccnenosanus 4 u panee.
Hccnenyembiii mpernapat Oyaer BBOOMTbCS B TedeHHe 14 nHel mociie ynajeHus OpraHU3MOB
Candida w3 xpoBOTOKa (IBa TOCJIENOBATENIBHBIX OTPHUIATEIBHBIX IOCEBA KPOBHU) H B
COOTBETCTBHUH C KJIMHUYECKOH OLEHKOW, MPUMEHUMOH ISl IPYTHX WHPUIMPOBAHHBIX YYaCTKOB,
B TEUCHHE MAKCUMyM 42 HEei.

[707] Habmonenue 3a manueHTaMu OyAET OCYIIECTBIATHCS MyTEM €KEIHEBHOTO MMOCEBA KPOBU
C MOMEHTA MOAMHICAHUS WHPOPMHUPOBAHHOTO COTJIACHSI, TIYyTEM JO3UPOBAHHS BO BPEMsl JICUCHUS
UCCJIElyeMbIM  JIEKAPCTBEHHBIM  CPEICTBOM /0  OTPHULATENBHOTO  pe3ysibTaTa  JABYX
NoCJIeIOBaTENbHBIX TOCceBOB KpoBu Ha Candida spp., mpu EOST u yepes 2 u 4 Hemenu mocie
EOST wumu nmocpouHoro mpekpamieHusi. [lanmeHntam ¢ IMarHO30M WHBA3WBHBIA KaHIUIO3 B
COOTBETCTBUH C KIMHHYECKUMH IMMOKA3aHMSIMU OYAYT MPOBOAUTHCS COOTBETCTBYIOLINE ITOCEBBHI,
THCTOMATOJIOTHST M BH3YaJHM3alMOHHBIE TECThl JUIA OLEHKH MecTa (a), CTemeHu, mporpecca u
ucxona napexmmu Candida. Bee pe3ynbTaTsl TOJKHBI ObITh 3aHECEHBI B SJIEKTPOHHYIO (popMy
ordyera 0 Oone3Hu. BeneHne BHYTPUCOCYAUCTBIX KAaTETEPOB, BHYTPUCOCYIUCTBIX YCTPOWUCTB U,
€CIIM NPUMEHUMO, JIOOBIX JpeHaxel OyAeT perucTpupoBaThCs, BKJIOUas JIOObIE CBS3aHHBIE
MHUKPOOHOJIOTHUECKHE Pe3yIbTAThI.

[708] IlamuenTs! OyayT KOHTPOJIUPOBATHCA HA MpeaMeT 0e30MacHOCTH Ha MPOTSHKEHUH BCEro
uccnenoBanus. OueHka 0e30MacHOCTH OyeT BKJIOYATh B Ce0s MOKA3aTeNH JKU3HEHHO BasKHBIX
(yHKUMHA, KJIMHHYECKHEe J1adopaTOpHble OLCHKH (XUMHYECKHH COCTaB  CBHIBOPOTKH,
reMaTOJIOTHIO, KOATYJISILUIO M aHAJIU3 MOYH), MEITULITHCKIE OCMOTPBI, HEBPOJIOTHUECKUE OLICHKH
(mBa paza B Heme;mo BO BPEMs JICYEHHUS), OTUETHI O MPEAIIECTBYIOLIMX M COMYTCTBYIOIINX
JeKapcTBax W OTueThl O mobouHbIX 3(dexrax. 12 snextpokapauorpamma (ECG) Oymer
BBINTOJIHEHA HAa MCXOAHOM ypoBHe (1o BBeneHust no3bel) EOST u uepes 4 menenu nmocine EOST
WM PaHHEro MpeKpaleHus. PaciupeHHoe nccaeqoBaHne IIa3Horo JHa OyAeT BBIMTOJHEHO Kak
MHUHHMYM OJIMH Pa3 B TEYEHHUE UCXOIHOTO MEPHUONA, KOTOPBIA UCKIFOUUTENBHO IS 3TOH OLEHKH
MoxeT nautbess a0 3-ro [Jus MHccnemosanusa. Ilocnemyromme OCMOTpPBI TJIa3HOTO JHA
HeoOxonumbl BO Bpemst EOST u uepes 4 Henenu nocine EOST unu pannero npepbiBaHus s TEX
NAIMEeHTOB, Y KOTOPBHIX ObUTH IOJIOKUTENbHBIE pe3ynbTarbl 10 3-ro aHs (wiu Oonee, eciu
KJIIMHUYECKHEe MOKa3aHusi). TecT Ha OepeMEeHHOCTh B MOYe (TOJIbKO JJISl JKeHIIHH, CIIOCOOHBIX K

IETOPOKACHHUIO) OyAeT NPOBOAMUTHCS BO BpeMs CKPUHMHIA M HCXOJHOTO YpOBHS (Iepen



217

BBEJICHUEM J03bl), Kaxable 30 mHeH BO BpeMs JIEUEHHUs, €CIM 3TO TPeOyeTcsi MECTHBIMH
npasunamy, npu EOST u uepes 2 u 4 nenenu nocne EOST unu panHero npepeiBaHusl.
[709] B ciyuae HeamekBaTHOrO OTBETa/HEyJauu NpH JeueHuu uccnenyemeiM CoenuHernem 1
IpUEM HCCIEeNyeMOro Impemnapara MOXKeT OBITh NIpeKpalleH M Ha3HAa4YeHO AaJbTepPHATHBHOE
IPOTUBOTPUOKOBOE JICUCHHE.
[710] OO6pasus! masmsel ast PK (Coennnenne 1 [mponexaperso] u Coenunenue 1A [akTuBHAs
cocraBisitoiasi|) OyayT coOupaThbCs HA UCXOTHOM YPOBHE (Tiepe BBEASHHEM J03bI), TBAXKIIbI B
HEZIeNII0 BO BpeMs JIEYEHHUs] UCCIIEeNyeMbIM JieKapCcTBeHHBIM cpenctBoM u npu EOST, uepes 2
Henenu nocie EOST wnu pannero npekpamuenusi. O6pasiel miasmel 1iist PK Oynyt coduparbest
OJHOBPEMEHHO ¢ OTOOPOM O0pa3LOB sl KIMHUYECKOH JJaOOpaTOpHOH OLEHKH HCCIECNOBAHUS.
OO0pasupl chiBOpOTKH 1Jisi onpeneneHus yposHeil (1,3)-B-D-rmokana Oyayr coOupatbest Ha
ucxogHoM ypoBHe (mo BBemeHus n03bl) U EOST wnim mpu paHHeM mnpekpamieHun (eciiu
NPUMEHHUMO).
[711] HeoOsi3arenpHO, ecnu 00pasmbl OMOJOTHYECKHX JKHUAKOCTEH OTOMpPAIOTCS B paMKax
PYTHHHOTO BeAE€HMs mMauueHTta (K NpuMepy, OpPOHXOANbBEOJSIPHBIN JaBax, JIOMOANbHAs
NMYHKLUS, TapalenTes, cOop CTEKJIOBUIHOTO Tela, IPpeHNpoBaHue adciecca) B TEUEHHE OKOJIO 2
4acoB nociie 3a0opa kposu Ha PK, 3Ti 06pa3iel MOTYT OBITh COXpaHEHBI it OyAyIIero aHam3a
ypoBHeil Coenunenus 1 u Coenunenus 1A.
[712] Ouenka pe3yJabTaTOB JieueHus OyneT nmpoBoauthes Bo Bpemst EOST, a Taxke uepes 2 u 4
Henenu nociae EOST unu gocpoYHOro mpexkpameHus.
[713] OxoOHuYaHHE HCCIENOBAHUS MPOU3ONUAET IMOCJE TIOCIEAHEro IOCEIIEHUs] TOCIEAHEro
NALUEeHTa B UCCIIEOBAHNH.
[714] JlekapcTBeHHbIe (OPMBI H CNIOCO0 MPUMEHEHUSI:
[715] B [Menp HccnemoBanusi 1 (vyim B TedyeHHWe MepBbIX 24 4YacoOB, €CIM O3UPOBAHUE
HauuHaeTcs: BeuepoM), yaapHas no3a Coenmuenust 1 1000 mr Oymer BBOAWUTBHCS B TEYEHHE 3
yacoB nyteM [V undy3un BID.
[716] Bo 2 u 3 uu Hccnenosanus mopnep:kuBaromnas no3a 600 mr Coemunenus 1 Oynmer
BBOAUTHCS B TedeHHe 3 yacos mytem [V undpy3un QD.
[717] OObem uapy3uHN Kak as 103 1000 mr, Tak u gy 600 mr Coenunenus 1 Oyzer 250 mi.
[718] B Jenr HccnemoBanuss 4 u panee mnoxpnepsxkuaromasi no3a Coenunenust 1 Oymer
BBOAMUTHCS KaK:

e 600 mr Coenunenus 1 IV undysuu 1 pas B CyTku B TeUeHHE 3 4aCOB, WIH

e 800 mr nepopanbHO 1 pa3 B CyTkH
[719] KpuTtepuu nepexoaa ¢ BHyTPUBEHHOIl HA MEPOPAJIBHYIO 103Y:

[720] IlauueHTel, KOTOpBIE 3aBEPLIMIM KaK MHUHUMYM 3-AHEBHOE BHYTPUBEHHOE BBEICHUE
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CoenuneHus 1, MOTyT UMeTh NPaBO Ha Mepexo]] Ha nepopaibHblil npueM B [lens Mccnenosanus
4 n nanee. [TaunueHTH! NOKHBI COOTBETCTBOBATh BCEM CIEAYIOLIUM KPUTEPHSM, YTOOBI TEPEUTH
¢ BHyTpuBeHHOro BBeneHus CoeanHeHus | Ha nmepopasibHOe:

e KumHnuecku crabuibHbIE, YTO ONPEAESICHO UCCIIEeI0BATEIIEM.

e VYMeIT rIoTath TabJIeTKH
[721] OOGocHoBaHMe BbIOOPa 103bI H rpadUKA:
[722] [osa
[723] B wuccnenoBanmsx — (apmakokuHernkw/papmakoguHamuku  (PK-PD)  wmbimeir ¢
OCJa0JIeHHBIM UMMYHHTETOM HH(pULIMpoBanu ogauM U3 Tpex BUnoB spp. Candida (C. albicans,
C. glabrata, win C. auris) v rpynmnaM *)KUBOTHBIX BBOIWIN 03y CoennHeHus 1 mpu pa3iMyuHbIX
dpakuusix no3. OtHomenue AUC/MIC Obiio onpeneneno kak nepemenHass PK-PD, xortopas
Jy4Ille BCEro KOppeaupyer ¢ MPOTUBOIPUOKOBON 3((EKTHBHOCTHIO, OLIEHUBAEMOH IO
rpudkosoit Harpy3ke (CFUs) B moukax. BepositHocTh noctmkenus nenu (PTA) paccuntbiBanach
OTHeNbHO ISl Kaxknoro uccienyemoro Candida spp. s pacuera PTA ucnonb3oBain ypoBeHb
AUC, ne conepxamero Coenunenus 1A, B KOHEUHOH TOuke cTas3a, AeneHHbd Ha MIC, urto
HeoOxomumo mnst mozxasyeHust pocta 90% oprarnsmoB (MICop) kKaxmoro U3 HCCIeayemMoro
Candida spp.
[724] VYposenp AUC onenuBanu Ha ocHOBe Mojaenu PK momynsauuy, mony4eHHOH, rJiaBHBIM
obpazom, u3 manHbix PK ®aser 1. Koneunas Touka 3acTost ompenessiach Kak KOJMYECTBO
Candida spp. B CFUs HenocpencrBeHHO nepern BeeneHneM CoenuHeHus | 1Mo CpaBHEHHIO C
CFUs B xoHe4HOM Touke oneHku (T.e. 24 yvaca nis C. albicans, 96 wacos nnsa C. glabrata n C.
auris). Jdanasle mo MIC nns mporectupoBaHHbIX mTamMMoB Candida Oblmu TONy4YeHbI U3
HE/IaBHUX JIaHHBIX STHIHAI30pa.
[725] Hcnoaw3yst AUC B koHewHOH Touke cTasa, Hapsay ¢ MICoo U3 maHHBIX HAOMIOAEHUS U
MPOTHO3UPYEMOTO BO3IEHCTBUS MPH JO3UPOBAHHOM PEKUME, KOTOPBIH OyIeT UCTIONb30BATHCS B
stoM uccaenoBanuu, PTA nns 3 tectupyembix Candida spp. mokasano, 4TO OHO COCTaBJISIET
okojyio 100%. Kpome Toro, Obul mpoBeneH aHaIN3 YyBCTBHTEIBHOCTH sl oueHku PTA mpu
Pa3NUYHBIX CLEHAPHUSIX, BKIJIIOYAsl TOBBILIEHHYI BapuabenbHOCTh mapamerpoB PK um Oomee
BbIcOKUi yposerb Candida spp. MICoo 3nauenuii. s oboux cuenapues PTA octamocs™> 90%.
[726] B nByx uccnenoBanusix @a3bel 1 Ha 370pOBBIX TOOPOBOJIBIAX KoMIo3uIMUA CoennHeHus
| BHYTPHUBEHHO M TEPOPAIbHO OBUIM OE30MaCHBIMH M XOPOLIO NMEePEHOCHIINCh. BOIbIIMHCTBO
TEAEs Obutu erkuMu, NPeXOnsLIMUA U pa3peuniuch 0e3 Bmemarenbcrsa. Hukakux DLT He
HaOmoanock. B wacTHOCTH, B epBOM KIMHUYECKOM HccienoBanuu Pasel 1 ¢ yuactuem monei
pexxum ynaproit no3bl Coequnenuss 1 1000 Mr BHyTpuBeHHO 2-xX 4acoBOW MH(Y3uu 2 pasza B

nenb B Jlenp 1 ¢ mocneayrowmeit noanepsxusaroineii 1o3oii Coenunenus 1 600 mr IV 1-uacosoii
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uH}y3ueit 1 pa3 B neHp co 2 mo 7 Jlau Obutn Ge30mMacHBIMH U XOPOLIO NMEPEHOCHINCH. B
nonoiHuTenbHoM uccaenosanuu ®aspl 1 CoenuHenus 1 pexuM A03UpPOBaHMsI, COCTOSILIUN U3
ynapsaoit no3el Coenunennss 1 1000 mr IV, 3-uacoBas un¢ysus 2 paza B nesb B Jlenp 1, ¢
nocienymwouie nogaepsxusaronieit nozoit Coenunenust 1 600 mr IV 3-uacooii naysueii 1 pas B
neHb co 2 o 7 [Inu, a 3atem 800 mr Coenunenus 1 nepopasnbHo 1 pa3 B cytku B JIHu ¢ 8 mo 42

TakKe ObLTH O€30MaCHBIMHU U XOPOIIO MEPEHOCHIIHCh.

[727] Cxema

[728] UtoObI rapaHTHPOBATh OE30MACHOCTh M MEPEHOCHMOCTh no3upoBanus CoenuHeHust 1 B

TeyeHre 42 nHEH, B 3TOM HCCJIeNOBaHWUM OyAyT UCHojb30BaThCsi no3a CoemuHeHus 1 u

NPONOJDKUTENBHOCTh MH(DY3UH, yke m3ydeHHble B Pase 1, B TeueHwe 42 nHEW Tepanmy,

Bimrodast IV u PO Tepanuio ucciaenyeMbiM JIEKapCTBEHHBIM CpeacTBOM. Cxema yaapHOU J103bl

Coenunenns 1 1000 mr IV gBaknel B I€Hb B TeUeHHE 3-4acoBOI MHQY3uu ¢ nocnenyromum [V

BeeneHneM 600 mr CoenmuHenus 1 pa3 B CyTKM B Te4YeHHE 3-4acoBoil uH(Opy3um ObuLia

paspaboTaHa Ui ONTUMH3ALMHK OE€30MAaCHOCTH M IEPEeHOCHMOCTH TMAIeHTa BO BpPEMs

uccienosanus. B Jlens Mccnenosanus 4 u gasee, npu yClIOBUH, YTO KPUTEPUH, ONPEAEIICHHbBIE

MPOTOKOJIOM [UJIsl MEPEKJIOYEHUsT HAa MEePOPAJbHBIA IPUEM, BBIMOJHEHBL, MAaLlMEHTa MOXKHO

NepeKIoUnTh Ha nepopanbHblil npueM Coenunenus 1 800 mr 1 pas B cytku. HMccnenyemoe

JIEKapCTBEHHOE CPeNCcTBO OyAeT BBOAUTHCS B TedeHHe 14 mHell mocie ynajieHHus OpraHu3MOB

Candida w3 KxpoBOTOKa U B COOTBETCTBUH C KJIMHUYECKOH OLEHKON, MPUMEHUMOM Ul IPYyTrHX

MH()UIMPOBAHHBIX YYaCTKOB, B TEUEHHE MAaKCUMyM 42 nHell nmpu KOMOMHMPOBAHHOW Tepamyu

Coenunenuem 1 IV u PO.

[729] KoHeuHbie TOUKH 3((PEKTUBHOCTH:

[TepBuunbiii mapameTp 3P(GHEKTUBHOCTH - STO MPOLEHT MAIMEHTOB C YCHEIIHbIM JICUEHHEM Ha

EOST, xak onpeneneno Komuccueii no kouTposro nanubix (DRC).

K BropuunbIM napamerpam 3((HEeKTUBHOCTUA OTHOCSTCS CIEIYIOIIHUE:

e Bpewms 10 nepBoro oTpuLATEIBPHOIO OCEBA KPOBU

e JIpoueHT nanueHToB C yChemHbIMU MUKonorudeckumu ucxogamu npu EOST, a Taxxke uepes
2 u 4 venenu nocne EOST

e [Ilponent nanueHTos ¢ ycrneurHeM jedeHneM B EOST, ycraHoBIeHHBIN HccienoBaTeneM

e JlpoueHT mNanuMEHTOB C YCHEIIHbIM JieueHueM uepe3 2 u 4 Hegenu mnociae EOST,
yCTaHOBJIEHHBIN uccinenonarenem u DRC

e (CMepTHOCTb OT BCeX MpU4uH Ha 30-i AeHb UCCEOBAHUS

e Komuectso nanuentos ¢ TEAEs

[730] Ilapamerpsl uccnenoBaTenbCKoi H3PPEKTUBHOCTH BKIIIOYAIOT CIEAYIOLIEE:
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[731] U3menenune yposueii (1,3) -B-D-rimokana B CBIBOPOTKE OT HCXOTHOTO YpOBHS (1O

BBeneHus1 103b1) 1o EOST

[732] Ouenka 3¢ PpekTUBHOCTH:

[733] B xoHue uccaenyemoii JexkapcrseHnoi tepanuu (EOST):

VYcenex jgedeHust onpenensercss Kak COOTBETCTBHE BCEM CIIENYIOLIMM KPUTEPHUSIM:

JIBa TmociemoBaTeNbHBIX IIOCEBAa KPOBH, oTpuuarenvHsle Ha Candida spp., w/wmm vy
MALHEHTOB C MIYOOKO pACMOJOKEHHBIM O4aroM HH(EKLuH, M0 MeHbLIeld Mepe, OnHa
OTpUuLaTe/ibHas KyJbTypa TKaHU HUJIU IOCEB aCHI/IpaTa/}KI/II[KOCTI/I
o Jlns manueHToB ¢ riyOOKO YKOPEHUBLIMMCS O4aroM HH(EKIMH, 3aTPardBarOIIuM
BHYTPEHHUE OpTraHbl, U3 KOTOPbIX HCBO3MOXHO IOJYUYUTH IMOCEB TKAHH, Tpe6yeTc;[
YCTPAHCHHUE OTHOCUMBIX KIIMHUYCCKUX IIPU3HAKOB I/IH(beKLII/II/I, 3apEeruCTprupPOBaHHbIX

Ha HCXOOHOM YPOBHE, H, €CJIU MNPUMCHHUMO, PaAUOJIOTMYCCKOC VYIIYUIICHUC,

>
CBSI3aHHOE C 04aroM HHQpEKLHH.

Brokusaemocts mpu EOST

3ampemaercsi OJHOBPEMEHHOE  HCIOJBb30BAHHWE  KAKUX-THOO  APYrUX  CHCTEMHBIX

NPOTUBOTPUOKOBBIX npenaparos B xonae EOST.

IIpumevanue: BBeJEHHE APYroro CHCTEMHOIO MPOTUBOTPUOKOBOrO CPENCTBA Cpas3y IOCe

EOST nnsa nonospesaemoii mnu nokymeHTupoBanHoil nHpexkunn Candida B mobom mecte

He siBJIsieTcs ycneuHbiM jedennem B EOST.

Heynaua neuenusi ompenensercs kak JiroOOH ciydail, He OTBEYAIOLIMI KPUTEPHSM ycmexa

JICUCHUS.

VYcnemHbie MUKOJIOrHYECKHE PE3YIbTAThI:

Dpanukanysi onpenessieTcsi Kak OTPULATENIbHBIN pe3ysibTaT MoceBa KPOBU (W/WIIK IPyroro
mecra uHpekuun) Ha Candida spp. mpu OTCYTCTBUH COMYTCTBYIOIIEH MPOTHBOIPUOKOBOI
tepanuu B xone EOST

[Ipennmonaraemast  jukBUpanusi (MIPUMEHUTENBHO K  HMHBAa3MBHOMY  KaHIUIO3Y)

OTIpeNeNisieTCsl KaK KIMHHYeCcKas perpeccusi mHBasuBHON unbexkuuun Candida spp., npu

KOTOpOil ~ o0pasubl  TKaHM  HEHNOCTYNHBI  (MOATBEPKOEHO  OKA3aTeIbCTBAMH

perpecca/yiayduieHuss AMACHOCTHYECKHX MapaMeTpoOB, HCIIONb3YEMbIX MPU HCXOTHOM

ypPOBHE)

O0a npuBeneHHBIX BBIIE ONPEAETICHNUS PUMEHSIOTCS IIPU OTCYTCTBUU COMYTCTBYIOIIEH

WM TOTIOJTHUTENIbHOW CUCTEMHON MPOTUBOIPHOKOBOM TEPATTHHL.

[734] Ilpu mocnenyromem HaOmoneHUH (2 Hemenu W 4 HeNeaW TOCHe OKOHYAHUS JICUCHUS

uccnenyembivu npenaparamu [EOST]):

VYenex nedenus (yCTOHUUBBIN) OnpenessieTcss Kak COOTBETCTBUE KPUTEPUSAM yCIieXa JIeUeHHsI
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B EOST 6e3 nusmeHeHuii B TeueHue nepruoia MOCIeAyOIero HaO o AeHHUS.
Peumnus onpenensiercs kak noBTopHoe nosieiaenue Candida B moceBe KPOBU WIH U3 APYTHX
y4acTKOB HH(EKUHUH B TEYEHHE Iepuoja HaOMIOAeHHs, WIM KaK JUarHOCTUYECKHE
napameTpbl, YKa3bIBAIOIUE Ha PELUANB WK No31Hee pacripocTpaHenne nnpexumu Candida.
Hpyrue:

o Cwmepts

o HenmoctymHo st OCHEAYIOIEro HaOMOASHHUS UM HEOLIEHUMO IMPU MOCISIYIOIEM

HaOJFOIEHUH 11O APYTUM MPHYUHAM

HononuurenpHbie kaTeropuu ouenku DRC npenycmoTtpens: B pernamente DRC.

[735] MMUKONOrMYECKUN pEeLUAUB OINpPEAENseTcsl KAaK MHKOJOTHYEeCKH IOATBEP>KICHHAs

UH(EKIHs Ha OCHOBAaHUH ITOCEBA KPOBH (WJIM APYTUX 0OPa3LOB, KyJIbTUBUPOBAHHBIX U3 OOBIYHO

CTEPHJIBHOTO MECTa) C TeM e UCXOOHbIM ypoBHeM Candida spp. B TeueHue 4 Henenb 1mocie

EOST.

[736] BapuabenbHOCTH 0€30MACHOCTH:

[737] Ilapamerps! O€30MACHOCTH BKJIIOYAIOT CIEAYIOIIEe:

OreHka HexxenaTeNbHbIX SIBJICHUN NIPU CKPUHUHTE, HA UICXOAHOM YPOBHE, BO BpeMsl JIEUEHMUsI
uccienyembiMu npemnapartamu, npu EOST, a takke uepes 2 u 4 "enenu nocie EOST wnu
JOCPOYHOTO NMPEKPALEHUs

Peakuuu B Mecte nH(Y3UH ClieflyeT OLEHUBATh B COOTBETCTBUHU € TeKyliell Bepcueit O0mux
TEPMHUHOJIOTHYECKUX KPUTEPUEB HEXKEIATENIbHBIX SIBJICHUM.

ITokazarenu >KU3HEHEATENPHOCTH (TeMIepaTypa, apTepuajbHOe MOaBIEHHE, YacToTa
CEepIeYHBbIX COKPALICHUH, YacTOTa IBIXAHMs, CATypaLusi KUCJIOpPOAa M Bec), COOpaHHbIE BO
BpeMsi CKPUHHMHIA, WCXOAHOTO YpOBHS (IO BBENEHUS JO03bl), €XKeOHeBHO B JIHM
HccnenoBanus ¢ 1 mo 4 v 1BaX bl B HEAEJIO MOCJE 3TOT0 BO BPEMsl JIEUEHUsT UCCIIENYEMbIMHU
npenapaTaMu JJIsi aMOYJIATOPHBIX MAILMEHTOB (€KEIHEBHO BO BpEMsSl CTALIMOHAPHOTO
neuyennst), npu EOST u yepe3 2 u 4 Henenu nocne EOST miam 1ocpoYHOro mpekpareHus..
Poct Oyzer nonyveH (M3 MEIUIIMHCKON KapThl MALIMEHTA) HA UCXOIHOM YPOBHE.
Knuanueckue nadbopaTopHble HCCIENOBAHUS (XUMHUYECKUI COCTAB CBIBOPOTKH, FeMaTOJIOTHS,
KOAryJsiyst U aHaJu3 MO4H) OyIyT MPOBOIUTHCS BO BPEMsl CKPHHUHTA, HCXOJHOTO YPOBHS
(mepen BBemeHMEM [O3bI), [BA pa3a B HENETI0 BO BpeMs JIEUEHHUS HCCIEAYEMbIM
nekapcTBeHHbIM cpenctsoM, Bo Bpemsi EOST u uepes 2 u 4 nemenu nocne EOST wunm
paHHero mpekpaiieHus. lIpu HamMuuu KIMHUYECKHUX [IOKa3aHUM U IO YCMOTPEHHIO
UCCIIeOBATEeNsl WIM TNPH BBIABICHUH IOJ03PEBAEMOr0 HEKENATEIbHOrO SIBJICHUS B JIFOOOE
BpeMsl B XOJl€ HCCIIEIOBAHMs MOXXHO IPOBECTH KIMHHYECKHE JaOOpaTOpHBIE OLIEHKU U

CpaBHUTb UX C UCXOAHBIM YPOBHEM.
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e MeanuuHcKkoe oOCIenoBaHHE, BKJIIOYAs HEBPOJOTHYECKYIO OIEHKY Ha HMCXOIHOM YPOBHE
(mepen BBeIEHHEM MAO03bI), BO BpEMs JICUEHHUS] HCCIEAYEMBIM JIEKAPCTBEHHBIM CPEICTBOM
(HeBpOJIOrHUECKHEe OLIEHKH IBaXKAbI B HeAe o), Bo BpeMs EOST u uepes 2 u 4 Henenu nocie
EOST unu nocpodHoro npekpamieHus JeUeHusl.

e ECGs Ha ucxongHom yposre (nepen BeenenueM no3bi) EOST u yepes 4 nenenu nocne EOST
WA JOCPOYHOTO NMPEKPALLEHUS

[738] Puck/Beirona

[739] Cy6"beKTbI, YYaCTBYHOIIME B 3TOM HCCIECAOBAHHUH, MOJYYaT JIEKAPCTBO, HAXOIIIIECECS B

CTaauyu KJIMHUYECKOH pa3paboTku, Oe3 paspelleHUs PeryJUpPYIOIUX OpraHOB ISl JICYEHUS

rpubkoBbIx 3aboneBanuii. Beenenne Coenunenns 1 B konuentpauuu 1000 mr IV 2 pasa B cyTku

Oyner BBoauthes B [lens 1, 600 mr IV 1 pas B cytku Ha 2—3 [IHu, a 3atem Oyzaer BBogurcs 600

mr IV unm 800 Mr nepopanbHO 1 pa3 B CyTKH B TE€UEHHE BCETO MEPUO JICUECHUs HCCIIENYEMbIM

JIEKAPCTBEHHBIM CPEACTBOM. JTO JiedeHHE MOXET HMEeTb IMPEUMYINeCTBa 0 CPAaBHEHUIO CO

crarnaptaoi Tepanueii (SOC) NpoTUB HEKOTOPBIX PE3UCTEHTHBIX TPUOKOBBIX 3a00JICBAHUMA, TTPH

koTopeix jedeHrne SOC MOXeT He MOKa3blBaTb WM UMETh OIPAHHMYEHHYIO TEepareBTHYECKYIO
s¢pextuBHOCTD, Kpome Toro, Coenmaenne 1 wumeer nudepeHIUpPOBaHHbBI MPOPUIb
0e30MmacHOCTH, JOCTYITHO B BHJE BHYTPHBEHHBIX U MEPOPAIbHBIX MPENapaToB U MOXET UMETb

MeEHbllee KOJMYECTBO MEXJIEKapCTBeHHbIX B3aumozeiicteuii, uem SOC. TIlockomibky

s¢¢pextuBHOoCcTs CoenuHeHuss 1 emie He JOKa3aHa HAa MAIMEHTaX, HEJb3sl T'apaHTHUPOBATh

gononHuTenpHyr0  3amuty CoenuHeHus 1 B 3TONH  KOHLEHTpauuu. Bo3MOXHBIMU

HEKeNaTeJIbHbIMU sIBICHUSAMH, CBsi3aHHbIMU ¢ CoenaunHeHneM 1, ObuiM roJIOBHAast OOJIb,

rOJIOBOKPY’KE€HHE, YTOMJIAEMOCTb, TOLIHOTA U PBOTA. /[l MOIy4YeHHs AOMOJHUTENBHOU

uHpopmauuu o npopune GezomacHoctu CoenuHenust 1 oOparutech K KypHaIy HpPOBENEHUS
ucnbITanui. CyOBEKTBI, YYaCTBYIOLIUE B 3TOM KJIMHMYECKOM HCCIENOBAHHUH, MOJy4ar OoJjiee

TLIATENbHbII MOHUTOPHHT 37J0POBbs, KaK YKa3aHO B paclMCaHUU MPOLEAYD.

[740] CocTaB u yrakoBka

[741] Coenunenue 1 nns uHbEKIUI cocraBiseTcs B KoHIeHTparmu 20 mr/miu. Kommosunus

COCTOMT U3 JieKapcTBeHHOro BemecTsa CoenuHeHus: 1, Xjopuaa HaTpus, COJNSHON KHCIOTBHI,

THOPOKCUIA HATPUS U CTEPWIIbHOW BOAbI Uit MHBEKUWH. CrepunbHbId (iaakoH Ha 50 M

3anojHsiercss 35 wmn uHbekiuun Coenubenust 1. Coegunenwe 1 nns wHbeknuil Oynmer

BOCCTaHOBJICHO U BBEIEHO B BHJI€ BHYTPUBEHHON MH(pY3unU. MHCTPYKIMU 11O MPUTOTOBIEHHUIO U

pazbaBiieHHI0 OyayT MpeIoCTaBIeHbI B (PapMalieBTHIECKOM PYKOBOJACTBE.

[742] Tabnerku Coemmuenusi 1 cocrapnsitor 200 Mr TabieTKH, MOKPHITbIE 0eol 000IOUKOM.

Komnosuuus cocTouT U3 JekapcTBeHHOro BeuiectBa CoenuHeHus 1, MUKPOKPUCTANINYECKON

HCJITHOJIO3bI, MO,I[I/I(I)I/II_[I/IpOBaHHOFO MOHOTrUApaTa JIAKTO3bl, KOJJIOUAHOI'O AHUOKCHAAa KPEMHUS,
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NpeXeNaTHHU3UPOBAHHOTO KpaxMasa, Tajbka, creapara MaraHus U Oemoro Hamera (Opadry II
AMB) u ouunmeHHoO#W Bozabl. TaOneTku XxpaHATCS BO (pIakOHAX U3 TMONUAITHIEHA BBICOKOH
MJIOTHOCTHU C HEAOCTYIHBIM ISl AETEH KOHTEHHEPOM.
[743] Xots pa3mep (uiakoHa, UCTIOIB3yeMOro At nHbekMu CoeanHenus 1 W/unm 103UpOBKU
tabnerkn CoenuueHus 1, MoxeT ObITh MOTEHUMANBHO H3MEHEH (MO0 Mepe NPOU3BOACTBA
NOBTOPHBIX IOCTaBOK), BBoxuMble n03bl Coenunenus 1 He m3meHsTcs. JlroOble mM3MeHeHHs
OyayT noapoOHO omKcaHbl B (hapMalieBTHIECKOM PYKOBOICTBE.
[744] Bce pacxonnbie Matepuannl aisi CoenuHenus: 1 OynyT MapKHUpPOBAaHbI B COOTBETCTBUU C
TpeOOBAHUSMHU PETHOHAIBHBIX HOPMATHBOB M 3aKOHONATENIbCTBA, & TAaKXkKe JCHCTBYIOLIMMHU
pykosBoxacTteamu lIpaBun opraHumszanmy NPOU3BOJACTBA M KOHTPOJS KadecTBA JIEKAPCTBEHHBIX
cpencts 1 CTaHOAPTOB MPOBEACHUS KINMHNYEeCKHUX uccienosanuii (GCP).
[745] BBeneHue ucciaenyeMoro JeKapCTBEHHOIO CPeACTBa
[746] B Jlenp UccnenoBanus 1 (i B TeueHHe MEpBbIX 24 4acOB, €CIM HAYMHATH BEUYEPOM),
ynapaas no3a 1000 mr Coenunenust 1 Oyner BBOAUTHCS B TeueHHE 3 yacoB nyTeM 1V uHpy3un
BID.
[747] OObem uapy3uHN Kak as 103 1000 mr, Tak u gy 600 mr Coenunenus 1 Oyzer 250 mi.
[748] B Jenr HccrnenmoBanmst 4 u panee mnoxpnepskuBaromast no3a Coemmnenuss 1 Oyxper
BBOJUTBHCA KakK:

" 600 mr Coeaunenus 1 IV

uH}y3uu 1 pa3 B CyTKH B TeUEHHE 3 4aCOB, UJIH
. 800 mr Coenunenus 1 PO
QD

[749] CyOmbexTsl, KOTOpBIE 3aBepiumin MUHUMYM 3 1Hs IV BBenenus CoenuHenus 1, SBISFOTCS
KJIMHUYECKH CTAaOMJIBbHBIMH, KaK OMPENEIeHO HCCIeN0BaTeNeM, U CIIOCOOHBI INIOTATh TaOJIeTKH,
MOTYT MEPEXOAUTh C BHYTPUBEHHOIO Ha mnepopanbHoe BBeneHue B Jlenp Mccnenosanus 4 u
nanee. Uccnenyempiii mpenapat OyneT BBOAUTHCS B TEYEHHE KaK MUHMMyM 14 nHei mocie
BoiBenennss Candida spp. IlpomomxurensHocts neueHust CoenmHeHueM 1 napyrux riyOoOkKo
YKOPEHHBINUXCS O4YaroB HH(peKkuun OyneT COOTBETCTBOBATH OLEHKE HCCIEeNOBaTENsd U
PYKOBOISIIUM MPHUHLUIIAM JICYEHHs], HO HE MOJKET NPEBbIIIaTh MaKCUMyM 6 Henenb (42 nHs,
BKJIFOUAsi HAarpy304Hyto no3y [enp Mccnenosanus 1]).
[750] TaOnerku cienyer NMPUHUMATL B OJHO U TO K€ BPEMsl KaXKIbIH JE€Hb LEIHKOM H
IIPUHUMATb BHYTPb, 3alMBasi BOAOH B TedueHHe 30 MUHYT MOCJE U3BJICYEHUS U3 XOJOAUIBHUKA.
He nomyckaercs packanbiBanue wiu u3MenbdeHue tabnetok. CoenmHeHue | ans MHBEKIMNA
Oyner xpanutbcs npu -20 °C, a Tabnerku - npu 2-8 °C.

IIpumeper SA-5C: TectupoBanne cTa0UIBHOCTH
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Ipumep SA: CoBMecTUMOCTh OMHAPHBIX HAMIOJHHUTEIEH

[751] MHccnemoBaHnme COBMECTHUMOCTH 6I/IHaprIX HaIIOJIHUTENIE OBbUIO  BBIIIOJIHEHO C
CoenuHenveM 1 W MOTEHUMAJbHBIMU HAIOJHHUTENSAMH, KOTOpble OYIOyT HCIIONb30BATHCS B
KJInHU4Yeckol kommnosuuuu (cM. Tabnuust B1-B15). [lst kaxknoro npoBepeHHOro HAIOJIHUTENS
6buto 3 ycnosust (5 °C, komnHatHas temneparypa, 40 °C/75% oTtHOocuTEeNnbHON BiakHOCTH, 50
°C), KOTOpble MOKHO OBUTO yAAMUTh uepe3 3 wiu 4 Hexenu, Kak nokasaHo B Tabmuue 85. Ha
ciydail HeTIPEeIBUICHHBIX OOCTOSITENLCTB XPAHWIN MO OJHOMY (DJIAKOHY MPHU KaKIOM YCJIOBUHU
HA HANOJHUTENb. B KakABIi MOMEHT BpPEMEHHM COOTBETCTBYIOLIMIA AaKTUBHBIA (DJIAKOH C
KOHTPOJIBHBIM O0pa3sLioM M3 KaXIOTO COCTOSIHHSI BOCCTAHABJIMBAIM M aHAJH3HPOBAIU B
JOTIOJTHEHHE K 00pa3liaM COBMECTHUMOCTH.

Tabauua Bl: Croucox MaTtepuanoB, HCIOJNb3YEMbIX I UCCIEAOBAHUS COBMECTUMOCTH

HaAITOJHUTEEN

Marepuansi

Konnounnsiii nuokcun kpemuus (Cab-o-Sil M-

5P)

Coenunenue 1

MUKpOKpHCTaJUTMYECKas LEJITF0JI03a Creapar maraus (HyQual®)

Monoruapar nakto3sl Fast Flo (kon
HanI/Iﬂ KpaxMaJTJIUKOJIAT

nponykra 316)

IIpesxxenatnan3npoBanHblii Kpaxman (Starch | be3BomHbIl 1ByXOCHOBHBIHN (QochaT KalbLHs
1500%) (Emcompress®)

IToBunon K29/32 BrnarozamurHoe nokpeitie Opadry® AMB IT*

I'unpokcunponIMETUIILEIUTION03a

Kpockapmemnosa Hatpus (Ac-di-Sol
(Methocel ES) P P TPt ( )

Ta6nauna B2: PesynpraTtel coBmecTumoctH skcuunuenta Coenunenus 1 ans naptuii ot 381-1A

no 381-1C

Hcxoanoe OTkpbiTas YnakoBka
Obpazen | UccenoBanue 0 3 Henesu 3 Hexen
Cuna API/HamonHuTtens: KonTponb
Ycnosusi: KT 40°C/75%RH | 50°C
Anamus (% XKX) 100,1 100,0 100,0
A Coenunenue 1A 0,10 0,26 0,41
ITpumecu (%) | Bcero Heussectao | 0,31 0,31 0,35
Bcero 0,41 0,57 0,76
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Oo6pa3zen

HccaenoBanue

HcxoaHoe

OtkpeiTas YnakoBka

0

3 Hepen

3 "Henen

Cuna API/Hanonsurens:

50% (mac./mac.)/MUuKpOKpUCTaIIINIECKast

Lennronosa
Ycnosust: KT 40°C/75%RH | 50°C
B Anamis (%o XKX) 100,5 102,1 105,0
Coenunenue 1A 0,11 0,27 0,43
ITpumecu (%) | Bcero Heussectro | 0,31 0,30 0,36
Bcero 0,42 0,57 0,79
Cuna API/HanonHuTtens: 50% (mac./mMac.)/MOHOTHIPAT JIAKTO3BI
Ycnosusi: KT 40°C/75%RH | 50°C
Anamiz (%o XKX) 100,7 104,2 102,7
¢ Coenunenue 1A 0,10 0,27 0,42
ITpumecu (%) | Bcero Heussectro | 0,31 0,32 0,35
Bcero 0,41 0,59 0,78

Tabauua B3: PesynpraTel coBMecTUMOCTH dkciunuenta Coenunenus 1 ansa naptuii ot 381-1D

no 381-1F
Hcxoanoe OTkpbiTas YnakoBka
Oopasen | UccnenoBanue 0 3 Henesn 3 HexesH
R S— 50% (mac./mac.)/TIpesxenaTHHU3UPOBAHHBIH
Kpaxman
Ycnosusi: KT 40°C/75%RH | 50°C
Anamus (% XKX) 99,4 99,8 105,0
P Coenunenne 1A | 0,11 0,26 0,43
ITpumecu (%) Beero 0,30 0,30 0,36
HewussectHo
Bcero 0,41 0,56 0,79
Cuna API/HanonHuTtens: 50% (mac./mac.)/Tlosunon K29/32
Ycnosusi: KT 40°C/75%RH | 50°C
. Anamus (% XKX) 99,1 132,1 101,2
ITpumecu (%) Coenunenne 1A | 0,11 0,36 0,41
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Hcxonnoe OTkpbiTas YnakoBka
Obpaszen | Uccaenosanue 0 3 Henesu 3 Heaen
Bceero
0,30 0,46 0,35
HeunssectHo
Bcero 0,41 0,82 0,76
50%
Cuna API/HanonHuresb: (Mac./mac.)/TUIPOKCUTTPONHIMETHITLIEUTIOI03a
(Methocel ES)
Ycnosusi: KT 40°C/75%RH | 50°C
F
Ananus (% XKX) 97,4 95,6 106,7
Coenunenne 1A | 0,10 0,36 0,43
ITpumecu (%) Bcero
0,35 0,31 0,37
HewussectHo

Tabauua B4: PesynbraTel coBMecTuMocTy skcuunuenta Coeaunenus 1 mst napruii ot 381-1G

1o 381-11

Hcxonnoe OTkpbIiTas YnakoBka
Odpa3zen | HccnenoBanue 0 3 Henesu 3 Heneu
67% (mac./mac.)/KOJIOUIHBIN THOKCUT
Cuna API/HamonHuTenb: )
kpemuust (Cab-o-Sil M-5P)
Ycnosust: KT 40°C/75%RH | 50°C
G Amnanus (% XKX) 92,5 101,1 104,4
Coenunenue 1A | 0,10 0,27 0,43
Bcero
ITpumecu (%) 0,28 0,30 0,36
HewussectHo
Bcero 0,38 0,57 0,79
Cuna API/HamonHuTtenb: 67% (mac./mac.)/creapat maraus (HyQual®)
Ycnosusi: KT 40°C/75%RH | 50°C
Amnanus (% XKX) 96,3 98,4 100,9
H Coenunenne 1A | 0,10 0,30 0,41
Bcero
IMpumecu (%) 0,28 0,30 0,35
HewussectHo
Bcero 0,38 0,60 0,76
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Oo6pa3zen

HccaenoBanue

HcxoaHoe

OtkpeiTas YnakoBka

0

3 Hepen

3 "Henean

Cuna API/Hanonsurens:

67% (Mac./mac.)/HaTpus TIHKOJIAT Kpaxmasa

VYcnosus: KT 40°C/75%RH | 50°C

Ananus (% XKX) 102,5 109,1 103.4
Coenunenue 1A | 0,11 0,32 0,42
Bcero

ITpumecu (%) 0,37 0,38 0,36
HeussectHO
Bcero 0,48 0,57 0,78

Ta6nauna BS: Pesynpratel coBMecTuMOCTH 3Kcuunuenta Coeaunenus 1 ans maprtuit ot 381-1J

no 381-1L

Odpazen

HecaenoBanue

Hcxoanoe

OTkpbITas ynakoBka

0

3 Henesun

3 Hegeau

Cuna API/sanojyiHurerns:

50% (mac./mac.)/6e3BOIHBIN IBYXOCHOBHBIH (hocdar

KaJIbLIUs
Ycnosusi: KT 40 °c/75%u 50 °c
Amnanus (%KX) 100,6 101,6 97,6
J CoenuHenue
0,11 0,27 0,40
1A
IIpumecn
Bcero
(%) 0,36 0,30 0,34
HEH3BECTHO
Bcero 0,47 0,57 0,74
50% (mac./mMac.) BJIaroHenpOHULIAEMOE TIOKPBITHE
Cuna API/HanonHurens: .
opadry® amb ii
Ycnosusi: KT 40°¢/75%u 50 °c
Amnanus (%0KX) 103,5 100,9 101,0
K Coenunenue
0,13 0,89 0,42
1A
IIpumecu
Bceero
(%) 0,37 0,30 0,34
HEN3BECTHO
Bcero 0,50 1,19 0,76
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Hcxonnoe OTkpbITas ynakoBka
Obpa3zen | HccnenoBanue 0 3 Heneu 3 Heaeu
67% (mac./mac.)/Kpockapmesio3a HaTpus (aK-1u-
Cuna APl/nHanonaurens:
30J1b)
Ycnosusi: KT 40 °¢/75%mu 50 °c
Anamms (%KX) 98,7 101,2 101,7
L Coenunenue
0,11 0,27 0,41
1A
IIpumecu
Bcero
(%) 0,36 0,30 0,35
HEU3BECTHO
Bcero 0,47 0,57 0,76

[752] PesyanaTbl HCCJIEA0OBAHUSI COBMECTUMOCTHU 6I/IHaprIX SKCIUIIMEHTOB MOKAa3bIBAIOT, UTO
Coennaenne 1 COBMECTMMO C TECTHPYEMbIMU JKCLMIMEHTAMHU 4epe3 3 Hemenu B JIIOOOM 3
YCJIOBUH XpaHEHUsT Ha OCHOBe 00Imero mnpoduis YUCTOTBI W JEMOHCTPHPYET XOPOINHE
pe3ysbTaThl CTaOMIBHOCTH, CpaBHUMbBbIE ¢ YHCTBIM APl (KOHTpOJb), U UMEeT HU3KHHA PHUCK
B3aumozeiicteusi ¢ AP 1o mogaepkuBaeT npouecc rpaHyJIMPOBAHUSI CYXOU CMECH.

[753] Tabnerku Coenunenus 1 qyst cocraBoB TabneTok @a3el 1 1 Pa3bl 2 OBLIN MPUTOTOBJIEHBI
Ha OCHOBE COBMECTUMOCTHU HANOJHHUTENs W W3BeCTHOW crabmipHOCTU. IloCKONBKY uIst
obecrieyeHnss CTaOMJIBPHOCTH WJIM TOBBILIEHHOW PACTBOPHMOCTH HE TpeOOBAOCh HUKAKHX
APYTUX BCIIOMOTATEIbHBIX BEIIECTB, COCTaB ObLT pa3paboOTaH Tak, 4TOOBI OBITH MPOCTHIM, C
KCIIOJIB30BAHUEM BCIIOMOTATENbHbBIX BelecTB GRAS.

Ta6auna B6: {anubie o crabunbHOcTH 1i1st Tabnetok Coenunenus 1, 100 mr, maptust 381-100 ©

C, 25 °C/60% RH, ¢naxon uz HDPE 30

HUccnenoBanue 0 mec 2 Hegesu 1 mec 3 mec 6 mec 9

Me
c
Buemrnnit Bun Cootserct | Cootrserct | Coorerct | CoorBerct | Cootrserct | HII
ByeT ByeT BYy€eT BYy€eT BYET

Anamms (%) 96,1 97,4 97,9 98,9 96,2 HIT

ConyrcTByromue

Bemiectna (%)

Coenunenne 1A (%) 0,19 0,23 0,25 0,39 0,43 HIT
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WumuBun | ~RRT 0,24 0,23 0,24 0,25 0,24 HIT
yajibHas | 0,38
HeuzBecT | ~RRT 0,15 0,14 0,14 0,12 0,19 HIT
Hast 0,50
npumech | ~RRT 0,42 0,42 0,42 0,47 0,51 HIT
(%) 0,62
~RRT 0,34 0,32 0,32 0,31 0,31 HIT
1,18
~RRT 0,19 0,18 0,18 0,15 0,18 HIT
1,45
~RRT 0,68 0,69 0,69 0,69 0,67 HIT
2,00
Bcero 2,21 2,21 2,24 2,38 2,50 HIT
COMYTCTBYIOLINX
Bemiects (%)
PactBope | Cpennee 99 96 98 94 96 HIT
Hue (%o 3HaYeHUe
pacteope | MuH. 96 94 97 87 95 HII
Hust 32 45 | Makc. 101 99 100 100 99 HIT
MHHYT) | %O0CO 1,8 1,8 1,3 4,7 1,6 HII
Conep:xanne Boawbr 3,3 3,0 3,0 2,9 3,8 HIT
OO1wiee KOMUYECTBO HIT HIT HIT HIT HIT HIT
a3pOOHBIX MUKPOOOB
(KOE/T)
OObmee kKOMUIECTBO HIT HIT HIT HIT HIT HIT
KOMOWHHPOBAHHBIX
OPOXOKEN U TJIECEHU
(KOE/T)
E. Coli HIT HIT HIT HIT HIT HIT

RRT = orHOCcuTENnbHOE BpeMms yaepxkuBanus, NS = He 3armanupoBano, ND = He oOHapykeHO
i < 0,05%
Ta6nuna B7: Jlanubie o crabmnbHOCTH st Tabnerok Coenuuenust 1, 100 mr, maptus 381-

100C, 5 °C, 30 6yrbuteti uz HDPE

2
Heae

HccaenoBanue 0 mec 1 mec 3 mec 6 mec 9 mec | 12 mec | 18 mec




230

) 5 |
CootB | CoorB | CootB Cootse CootB | CoorB | CoorB | CooTB
Bremrnuit Bun €TCTBY | €TCTBY | €TCTBY €TCTBY | €TCTBY | €TCTBY | €TCTBY
TCTBYET
€T €T €T T T €T €T
Anamus (%) 96,1 98,0 | 97,6 97,9 959 | 96,7 | 97,0 | 971
ConyrcTByromue
Bemectsa (%)
g/‘(’;ﬂ”‘*e“”e 1A 019 920 | 018 | 024 | 022 | 022 | 020 | 028
Wrmus | ~RRT 024 | 023 0,23 0,25 0,23 025 | 0,23 | 024
unyan | 0,38
sHax | ~RRT 015 | 0,14 | 0,14 0,13 0,19 | 0,18 | 020 | 0,15
nensse | 0,50
crHas | ~RRT 042 | 041 | 040 | 042 | 043 | 045 | 037 | 043
npume | 0,62
0 ~

cb (%0) ﬁgT 034 | 033 0,32 0,31 0,31 030 | 032 | 031

IIZI;T 0,19 | 0,18 | 0,18 0,15 0,17 | 0,12 | 0,18 | 0,11

;%IST 0,68 | 0,70 | 0,69 0,69 0,68 | 067 | 067 | 0,68
Bcero
COINYTCTBYIOLINX 2,21 2,19 2,14 2,19 2.2 2.2 2.2 22

Beriects (%)

PactBo | Cpennee 99 97 97 96 94 96 98 94
pEHUe | 3HaYEeHHE

(% Mus. 96 93 93 93 94 95 97 93

pacTBO | Makc. 101 99 100 100 89 98 100 97

peHust
3a 45
MUHYT

)

%0CO 1,8 2,2 1,3 2,8 4,0 1,2 1,4 1,7

Conepsxanune Bonbl 3,3 3,3 3,1 3,2 3,0 3,9 3,3 3,0

OOmmee
KOJIUYECTBO
a3pOOHBIX
mukpobos (KOE/T)

OOmmee
KOJINYECTBO
koMOuHupoBanHbix | HII HII HIT HII HII HIT HIT HIT
OPOXOKEN U
miecenu (KOE/T)

E. Coli HII HII HII HII HII HII HIT HII

RRT = orHOCcuTEnbHOE Bpems yaepxkuBanus, NS = He 3amanupoBaHo, ND = He o0HapyskeHO
i < 0,05%
Ta6auna B8: Jlanubie o crabunmbHocTu aist Tabnerok Coenunenus 1, 200 mr, maptust 381-200

C, 25 °C/60% RH, ¢naxon uz HDPE 30

HccaenoBanue 0 mec 2 HeaeJH 1 mec 3 mec 6 mec 9 mec

Buemrnuii Bun CootBerc | CoorBerc | CoorBerc | Coorserc | CoorBerc | CooTBerc
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TBYET TBYET TBYET TBYET TBYET TBYET
Ananus (%) 98,3 99,1 98,1 99,1 96,9 98,4
ConyrcTByromue
Bermiectsa (%)
Coenunenue 1A 0,18 0,21 0,22 0,35 0,38 0,44
(%0)
Numusunya | ~RR 0,24 0,24 0,24 0,26 0,24 0,26
JIbHAsA T
HeusBecTHa | 0,38
a npumech | ~RR 0,14 0,14 0,14 0,12 0,19 0,18
(%) T
0,50
~RR 0,41 0,41 0,41 0,46 0,50 0,55
T
0,62
~RR 0,32 0,33 0,32 0,32 0,31 0,30
T
1,18
~RR 0,17 0,18 0,18 0,15 0,18 0,12
T
1,45
~RR 0,69 0,71 0,70 0,70 0,68 0,68
T
2,00
Bcero 2,15 2,22 2,21 2,36 2,50 2,50
COIYTCTBYIOLITNX
Berects (%)
PactBopen | Cpen 98 96 96 95 95 96
ue (% Hee
pacTBOpPEHH | 3HaUe
s13a 45 HHE
MUHYT) MuH. 93 94 94 93 93 93
Makc. 103 98 99 98 98 98
%0C 3,6 1,8 1,9 2,5 2,5 2,3




232

0)

Conep:xanune Bonbl

3,2

3,0

3,0

2,7

3,8

3,2

OO0111€e€e KOJINYECTBO
a3pOOHBIX

mukpobos (KOE/T)

OG1mee KOIUIECTBO
KOMOMHHUPOBAHHBIX

IPOXOKEN U TIECEHU

(KOE/r)

E. Coli

HII

HIT

HII

HII

HIT

HII

RRT = orHOCcuTENnpHOE BpeMms yaepxkuBanus, NS = He 3arianupoBaHo, ND = He oOHapykeHO

i < 0,05%

Ta6nuna BY: [lanubie o crabunbHOCTH st Tabnetok Coenuuenust 1, 200 mr, maptus 381-

200C, 5 °C, 30 oyreuteti uz HDPE

HccnenoBanue 0 mec 2 1mec | 3mec | 6 mec | 9mec | 12 mec | 18 mec
Hexel
H
Buenrnuit Bun CootB | Coot | CoorB | CootB | CootrB | CootrB | CoorBe | CooTBe
CTCTBY C€TCTBY C€TCTBY C€TCTBY €TCTBY €TCTBY TCTBY€ TCTBYC
eT eT eT eT eT er T T

Anamms (%) 98,3 98,6 99,4 99,2 97,5 98,7 97,76 98,5
ConyrcTByromme
BerecTna (%)
Coenunenue 1A 0,18 0,19 0,17 0,23 0,21 0,20 | 0,1418 0,26
(“0)
WumuB | ~RRT 0,24 0,23 0,24 0,25 0,24 0,25 | 0,2423 0,24
uayan | 0,38
bHAasI ~RRT 0,14 0,14 0,14 0,13 0,19 0,19 | 0,2220 0,15
Heusse | 0,50
ctHass | ~RRT 0,41 0,40 0,40 0,42 0,43 0,45 | 0,4437 0,43
npume | 0,62
cb (%) | ~RRT 032 | 033 0,33 032 | 031 | 031 0,32 0,32

1,18

~RRT 0,17 0,18 0,18 0,15 0,18 0,12 | 0,2418 0,11
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HUccnenosanue 0 mec 2 1mec | 3mec | 6 Mec | Imec | 12 mec | 18 mec
Heaes
U

1,45

~RRT 0,69 0,70 0,71 0,70 0,69 0,70 | 0,6968 0,70

2,00
Bcero 2,15 2,17 2,17 2,20 2,30 2,20 | 2,3020 2,20
COIMYTCTBYOLIUX
Beriects (%)
Pacto | Cpennee 98 98 98 95 94 94 97 94
peHue | 3HauYeHue
(% MuH. 93 94 94 93 90 92 95 93
pacTBO | Makc. 103 102 101 98 96 97 99 97
peaust | %0CO 3,6 2,8 3,1 1,9 2,5 2,2 1,2 2,2
3a 45
MUHYT
)
Conep:xanune Bonbl 3,2 2.9 3,1 29 4,0 3,2 3,0 3,4
OO0wee HIT HIT HIT HIT HIT HIT HIT HIT
KOJINYECTBO
a3pOOHBIX
mukpobos (KOE/T)
OO0wee HIT HIT HIT HIT HIT HIT HIT HIT
KOJINYE€CTBO
KOMOHWHHUPOBAHHBIX
IPOXOKEN 1
wiecern (KOE/T)
E. Coli HIT HIT HIT HIT HIT HIT HIT HIT

RRT = orHOCcHTENBHOE BpeMs yaepxkuBanus, NS = He 3aranupoBaHo, ND = He o0HapykeHO
i < 0,05%
Ta6auna B10: Jlanubie o crabunbHOCTH Mt Tabnerok Coenunenns 1, 100 mr, maptus 645, 25

°C/60% otHOCHTENBHOI BiaskHOCTH, 10 OyThUTel 13 HDPE

HccaenoBanue 0 mec 1 mec 3 mec 6 mec 9 mec 12 mec

Buewmrnuii Bun CootBerc | Cootserc | CoorBerc | CoorBerc | CoorBerc | CoorBerc
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TBYET TBYyET TBYyET TBYET TBYET TBYET
Ananus (%) 101,8 100,1 100,9 100,0 99,8 99,4
ConyrcTByromue
Bermiectsa (%)
Coenunenue 1A 0,31 0,43 0,51 0,57 0,67 0,70
(%0)
HNumusuaya | ~RR 0,15 0,15 0,15 0,15 0,15 0,15
JIbHAsA T
HeusBecTtHa | 0,38
a npumech | ~RR 0,16 0,17 0,18 0,18 0,23 0,23
(%) T
0,62
~RR HO HO 0,12 HO 0,11 0,10
T
0,78
~RR 0,33 0,32 0,32 0,31 0,31 0,31
T
2,05
Bcero 0,98 1,1 1,3 1,2 1,5 1,5
COITyTCTBYIOLIUX
BerecTs (%)
Pacteopen | Cpen 95 93 93 93 96 92
ue (% Hee
pacTBOpeH | 3Haye
us 3a 45 HHE
MUHYT) MuH. 91 88 90 90 92 87
Makc. 98 99 98 96 98 95
%0C 2,9 3,9 3.3 2,6 2,1 3,2
O
Conepsxanne Bonbl 2,81 29 2.3 2.4 2.1 1,5
OO0mee konMU4IeCcTBO <10 HIT HIT HIT HIT <10
a3pOOHBIX
mukpobos (KOE/T)
OO0wiee konMU4IECTBO <10 HIT HIT HIT HIT <10
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KOMOWHHUPOBAHHBIX

OPOKEN U

mecern (KOE/T)

E. Coli OTtcyTtcTB HII HII HII HII OtcyTcTB
yer/lr yer/1r

RRT = otHocuTenbHOe Bpemst yaepkuBanusi, NS = He 3aruanupoBano, ND = He oOHapyskeHO

i < 0,05%

Ta6auna B11: /lanubie o crabunbHOCTH 11 Tabnerok Coenunenus 1, 100 mr, maptus 645, 5

°C, 10 6yteuneii u3 HDPE

HccnenoBanue Omec | 1mMec | 3mec | 6 mec | Imec | 12 mec
Buemrnnit Bun CootB | CoorB | CoorB | Coor | Coors | CooTB
€TCTBY | €TCTBY | €TCTBY | €TCTBY | €TCTBY | €TCTBY
er er er er er er
Ananusz (%) 101,8 | 100,3 | 100,8 | 100,3 | 100,5 | 100,6
Conyrctyromue Bemectna (%)
Coenunenue 1A (%) 0,31 0,37 0,36 0,33 0,36 0,36
Wunusunyans | ~RRT 0,38 0,15 0,15 0,15 0,15 0,15 0,15
Hasl ~RRT 0,62 0,16 0,17 0,15 0,13 0,18 0,17
HEeU3BECTHAs ~RRT 0,78 HO HO 0,10 HO 0,10 0,10
npumecs (%) ~RRT 2,05 0,33 0,32 0,32 0,32 0,32 0,32
Bcero conyrcTByromumx Beriects (%) 0,98 1,0 1,1 0,93 1,1 1,1
PactBopenue | CpenHee 3HaueHHE 95 92 95 90 97 94
(% MuH. 91 87 89 84 93 85
pacTtBopenust | Makc. 98 99 98 98 99 103
3a 45 munyT) | %0CO 2,9 43 3,5 6,1 2,1 6,2
Conep:xanue Bozsi 2,81 2.9 3,0 2,5 2.1 1,6
O01mee kOMMYeCTBO a3POOHBIX <10 HIT HIT HIT HIT <10
mukpobos (KOE/T)
OObmee koMU4IECTBO <10 HIT HIT HIT HIT <10
KOMOWHHUPOBAHHBIX IPOACKEH
iecern (KOE/T)
E. Coli OTtcyT HII HII HII HII OTtcyT
CTBYCT CTBYECT
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/1r /1r

RRT = orHOCHTENBHOE Bpems yaepxkusanus, NS = He 3amnanupoBaHo, ND = He o0HapyskeHO
i < 0,05%
Ta6auna B12: Jlanubie o crabunbHOCTH 11 Tabnerok Coenunenus 1, 200 mr, maptus 646, 25

°C/60% otHOCHTENBHOI BiaxkHOCTH, 30 OyThuIel n13 HDPE

Hccnegopanue 0 mec 1 mec 3 mec 6 mec 9 mec 12 mec
Buemrnuit Bun Cootserc | Cootserc | CoorBerc | CoorBerc | CoorBerc | CooTBerc

TBYET TBYET TBYET TBYET TBYET TBYET
Anamms (%) 101,7 100,8 101,1 99,6 100,6 99,3
ConyrcTByromue

Beriectna (%)

Coenunenne 1A 0,23 0,39 0,48 0,56 0,67 0,71
(%0)

Hnausunya | ~RRT 0,15 0,15 0,15 0,15 0,15 0,16
JIbHAs 0,38

HeussectHa | ~RRT 0,15 0,17 0,17 0,16 0,23 0,22

2 2 2 2

s mpumecs | 0,62

(%) ~RRT | 0,33 0,32 0,32 0,31 0,32 0,31
2,05

Bcero 0,86 1,0 1,1 1,2 1,4 1,4

COHYTCTBYI—OLLII/IX

BerecTs (%)

Pacteopen | Cpen 90 93 95 90 95 89

ue (% Hee

pacTBOpeH | 3Haue

us 3a 45 HHE

MUHYT) MuH. 84 87 91 85 93 86
Makc. 100 98 98 95 100 92
%0C 6,1 3,8 3,2 4,2 3,0 2,5
O

Conepsxanne Bonbl 3,19 3,3 3,1 3,2 2.8 1,9

OObmee konMU4IeCTBO <10 HIT HIT HIT HIT <10

a3pOOHBIX

mukpobos (KOE/T)
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OObmee konMu4ecTBO <10 HIT HIT HIT HIT <10

KOMOWHHUPOBAHHBIX

OPOKEN U

meceru (KOE/T)

E. Coli OtcyTcTB HIT HIT HIT HIT OTcyTcTB
yer/lr yer/lr

RRT = orHOocuTenbHOE Bpems yaep:xkuBanus, NS = He 3amnanupoano, ND = He oOHapykeHO

i < 0,05%

Ta6auna B13: /lanubie o ctabunbHOCTH Is Tabnerok Coenunenus 1, 200 mr, maptust 646, S

°C, 30 O6yteuieii u3 HDPE

HccnenoBanue 0 mec 1 mec 3 mec 6 mec 9 mec 12 mec
Buemrnnit Bun Cootserc | Cootreerc | Coorerc | CoorBerc | CootrBerc | CooTBerc
TBYET TBYET TBYET TBYET TBYET TBYET
Anamms (%) 101,7 100,0 100,6 100,8 99,8 100,3
ConyrcTByromue
Bemiectna (%)
Coenunenue 1A 0,23 0,32 0,30 0,28 0,30 0,31
(%o)
Wunusunya | ~RR 0,15 0,15 0,15 0,15 0,14 0,15
JIbHAs T
HeusBecTtHa | 0,38
s npumech | ~RR 0,15 0,16 0,15 0,13 0,17 0,15
(%) T
0,62
~RR 0,33 0,32 0,32 0,32 0,33 0,32
T
2,05
Bcero 0,86 1,0 0,92 0,88 0,94 0,93
COMYTCTBYIOIIUX
Beriects (%)
PactBopen | Cpen 90 92 95 92 96 90
ue (%o Hee
pacTBOpeH | 3Haue
us 3a 45 HHE
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MUHYT) Mus. 84 89 91 87 93 86
Makc. 100 99 98 97 100 93
%0C 6,1 3,9 28 3,9 3,5 2.7
0)

Conepxanune Bozpr 3,19 3.4 2,9 3.3 2,8 1,7

OOG1mee KOIUIECTBO <10 HIT HIT HIT HII <10

a3pOOHBIX

mukpobos (KOE/T)

OO0wee kKOMUYECTBO <10 HIT HIT HIT HIT <10

KOMOWHHUPOBAHHBIX

OPOXOKEN 1

iecern (KOE/T)

E. Coli OTtcyTtcTB HII HII HII HII OTtcyTcTB

yet/1lr yer/1r

Ta6auna B14: Jlannbie o craduibHOCTH 11 Tabnetok Coenmnaenus 1, 200 mr, maptus 192, 25

°C/60% otHOCHTENBHOI BaskHOCTH, 30 OyThUTel 13 HDPE

HUccnenosanue 0 mec 3 mec 6 mec
Brewnnit Bun CootserctByer | CoorBercTByeT | COOTBETCTBYET
Amnanus (%) 98,3 96,8 98,7
Conyrctyromue Bemectna (%)
Coenunenue 1A (%) 0,20 0,48 0,55
HNnauBunyanbHast ~RRT 0,10 0,10 0,11
Hen3BecTHasi mpumech (%) 0,39
~RRT 0,21 0,22 0,26
0,63
~RRT HO HO 0,10
0,78
~RRT 0,18 0,17 0,19
1,46
~RRT 0,24 0,23 0,23
2,01
Bcero conyrcTByromux Bemiects (%o) 0,93 1,2 1,4
Pacteopenue (% pactopenusi | CpenHee 96 94 98
3a 45 MHUHYT) 3HAYEHUE
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Mun. 91 91 95
Makc. 102 96 102
%0CO 4.8 2,1 2.9
Conep:xanune Bonbl 3,4 3.4 3,8
OO1ee KOIM4YeCTBO a9POOHBIX MUKPOOOB <10 HIT HIT
(KOE/r)
OO0wee koMM4YeCTBO KOMOMHUPOBAHHBIX <10 HIT HIT
nposxoxeit u ecenu (KOE/T)
E. Coli OtcyrcrByer/Ir HIT HIT

RRT = otHOCHTeNnbHOE BpeMs ynepkuBanust, NS = He 3aruanupoBaHo, ND = He 00HapyKeHO

i < 0,05%

Ta6nauna B15: [lanubie o ctabunbHocTu uist Tabnerok Coenunenus 1, 200 mr, maptus 192, 5

°C, 30 6ytbueit u3 HDPE

Hccnenosanue 0 mec 3 mec 6 mec
Buewnnii Bun CootserctByer | CoorBercTByeT | COOTBETCTBYET
Anamus (%) 98,3 99,6 99,9
Conyrctyromue Bemectna (%)
Coenunenne 1A (%) 0,20 0,23 0,25
HWnausunyanpHas ~RRT 0,10 0,10 0,10
Heu3BecTHasi mpumech (%) 0,39
~RRT 0,21 0,20 0,22
0,63
~RRT 0,18 0,18 0,19
0,78
~RRT 0,24 0,24 0,24
1,46
~RRT 0,10 0,10 0,10
2,01
Bcero conyrcTByromux Bemiects (%o) 0,93 0,95 1,0
PactBopenue (% pacteopenusi | CpenHee 96 98 96
3a 45 MHUHYT) 3HAYEHUE
MuH. 91 94 90
Makc. 102 101 99
%0CO 4,8 2,9 33
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Conepsxanune Bonbl 3,4 3,5 3,8
OObwee konmu4ecTBO a3POOHBIX MUKPOOOB <10 HIT HIT
(KOE/T)

OOb1ee konU4ecTBO KOMOMHUPOBAHHBIX <10 HIT HIT

nposkokeit u wecenu (KOE/T)

E. Coli OtcytcrByer/Ir HIT HIT

RRT = orHOocuTenbHOE BpeMs yaep:xuBanus, NS = He 3amanupoBaHo, ND = He oOHapyKeHO
i < 0,05%

Mpumep 5SB: Mccrnenosanus crabunbHoctr CoenvHerust | mpu HHbEKIMH

[754] Metron HPLC, wucnonb3yembiii B HCCIEIOBAHHUSX CTAOWJIBHOCTH JUISI MHBEKLIUN
Coenunenust 1, 20 mMr/mi, siBiIS€TCS CIEUU(PUYECKUM U METOIOM HHIUKAIUH CTAOMIBHOCTH,
UCHOJB3YEMBIM ISl OINpeNeseHMs] aHalu3a, POACTBEHHBIX BEIECTB, OJHOPOAHOCTH
conepxanusi, uneHtudukanuu u orcyrcreus Coennnenus 1 B uabekunn Coennnenus 1 mpu 20
mr/mii. Meton mpencraBisier coOOi CHUCTeMy rpaaueHTHou oOpameHHo-(asooii HPLC nis
U3MEPEHHs aHAJIN3a, YUCTOTHl U POICTBEHHBIX BemecTB. AHamu3 (%o Mac./Mac.) ompenensiercs
IyTEM CPaBHEHHUs NMHKOBOTO OTKJIMKa oOpasua u cranmapta. Tor ke meron HPLC, koropsrit
UCIIOJIB3YETCsl AN OMNpenesieHHs YHCTOThl U POACTBEHHBIX BELIECTB, MCIONb3YETCS IS
U3MEpeHMsl POACTBEHHBIX BellecTB. COMyTCTBYIOIME BEILECTBA C JIEKAPCTBEHHBIM BELECTBOM
Coenunenus | mpencraBneHsl B MpoleHTax Iwiomaau. Ilnomans npumecu nenurcs Ha OOIIyIO
IUIOIIAAb BCEX IMKOB, CBSI3aHHBIX C oOpasuoM. CoNyTCTBYIOLIME BEINECTBA IPEACTABICHbBI
BPEMEHEM yIeP’KUBAHUS OTHOCUTENBHO HcxoaHoro nmuka (RRT).

[755] MpenTuduxanus Mo BpeMeHH yAePKUBAHHA

o RTsam
THOCUTEJbHOE BpeMs VAePKUBAHHS = —————
PeMi yACP RTstd
[756] Amnanus:
Rsam Wstd x P 1 Vsam 100

0, — -
YWLC Coeunenue 1= 2o+ X g X Deam X Voip X IC

[757] ConyTCTBYIOIINE BEIIECTBA:

0 Rimp Wstdx P 1 Vsam 100
[758] % IlpuMech = -+ X~ X 7¢ X RRF

x Dsam X Vpip
[759] OOo3HaueHue:

Rsam = 0O6nacth nuka CoeiluHeHUsA 1 OT UHBLEKI[MU 06pa3ia

Rstd
= CpejHsist 06aacThb NuKa CoeJUHEeHUST 1 OT FPyNMUPOBAHUS CTAHJAAPTHBIX HHbEKI[HIH

Wstd = Bec pedepenTHoro npenapara CoegquHeHud 1 (Mr)
P = YuctoTa CoeiuHenus 1 o pedepeHTHOMY NpenapaTy (JlecaTUdHasd popma)

Vstd = O0beM cTaHZapTHOrO pacTBopa (MJI)
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Dsam = PasbassieHue pacTBopa obpasya

Vsam = 06beM pacTBopa obpasia (M)

Vpip = O06beM gos3upyeMoro cTaHZapTHoOro pacrsopa (M)

LC = Jlanuele Ha aTUKeTKe CoequHeHus 1 (20 Mr/Mn B :KUJKHUX 06pa3iiax)
100 = Ilpeob6GpasoBaHUe B IPOLEHTHI

Rimp = TlukoBast 061acTh OTKJIMKA [IMKOB IpUMecel [pH BBoJle 06pa3ia
RTsam = CpejHee BpeMs yep:KUBaHUS 0Opa3ya ([IOBTOPHbIE HHBEKI[HH)

RTstd = CpejiHee BpeMsi yJIep:KUBAHUST KOHTPOJBHBIX PAacTBOPOB

RRF
= Koa@. oTHOCHT. 4yBCTBHT. [Ipeanonaraercs,, 4To 1.00 Ui BCeX HEH3BECTHBIX IPUMeCeH U

Just Coequnenus 1A, RF juis CoeuHeHus1 1A 6yieT onpejieieH BO BpeMs BaJual[u1

[760] MHubexuua Coeaunenus 1, Cocras dasni 1

[761] Wuabeknuss Coemuuenust 1, 20 wmr/mm, Obuta mpuroToeieHa B Buuae HeOydepHOro
pacTBopa, noxaxozsuiero 1y Paspl 1 KIMHUUECKUX HcchenoBaHul, coaepxkainero CoenruHeHne
1, xmopun Hatpus u nosenenue pH o pH 7,5 ¢ mOMOIIBIO CONSTHON KUCIIOTHI H/HITH THAPOKCHIA
Hatpusi. Uabeknust Coenmuenust 1, 20 mr/mu, Oblla MPUTOTOBJICHA U TIOMELIEHA B PEKUM
KPaTKOCPOYHOH CTaOMIIBHOCTH, KOTOPBIH BKJIFOUAET 3aMOpPaKMBaHHWE-OTTaWBaHUE (3 LUKIA) U
YCJIOBUSL XPAaHEHUS B YCJIOBUSAX OKpPYXKalOIleW Cpeabl, KOTOpble MOKPBIBAIOT BpeMs
IPUTOTOBJIEHUsI U JO3UPOBaHUsA, TO ecTb <72 4dacoB. Kpome toro, mnbekuus Coenunenus |
Opu1a momereHa B uccinenosanne crabunpHoctu ICH mpu -20 °C u 5 °C s Oonee IIUTENbHOTO
xpaHeHusi. OOpas3upl ObLIM NPOAHATM3UPOBAHBI HA BHEMIHUI BHZ, XHMHYECKUH aHAIM3,
poncteenHble BemectBa U pH. Mubexuusa Coenunenus 1, texHudeckas maptus Ne 707,
M3TOTOBJIEHHAs! B cooTBeTCTBHH ¢ GMP, Obljla momeleHa Ha uccienosanue crabunpHoctu ICH
npu 5 °C u 25 °C/60% otHOcuTeNnbHOH BiakHOCTH. OOpasubl ObLIM MPOAHATU3UPOBAHBI HA
BHEIIHUI BUJ, aHAJIN3, POACTBEHHBIE BEINECTBA, TBepAble yacTHubl U pH. DTH obpasubl Obutn
NPOTECTUPOBaHbI 10 12 MmecsneB (K TpuUMepy, B HMCXOIHbBIE, MECSUHBIE, IBYXMECSUYHBIE,
TPEXMECSYHbIE, LIECTUMECSUHBIE, NEBATUMECSYHbIE M 12-MecsuHble mepuoasl BpemeHH). He
OBUIO 3aPErHCTPUPOBAHO HUKAKUX 3HAYHUTENBHBIX (PU3NYECKUX WM CBSI3AHHBIX C XUMHUYECKUM
aHAJTM30M M3MEHEHWIl B HCCIENOBAHUU KPATKOCPO4HOH crabmmpHOcTH (< 72 wbacos Ilpwm
12-cTabunpHOCTH MaHHBIE ObUTH NPOAHAJIM3MPOBAHBL, U HUKAKUX 3HAYUTEIBbHBIX (PU3NYECKHX
WJIM XUMHYECKUX U3MEHEHHUH He COO0IIanoch.

[762] Kaxnyro ximHuUYeckyro cepuro (uakoHoB anst mHbekumidi Coenunenws 1, 20 mr/mo,
TECTHPOBAJIM HA COOTBETCTBUE VYTBEPKIEHHBIM TEXHHUECKUM ycioBusiM. B Tabmmme 38
NPEACTaBICHbl JaHHbIE MCIBITAHUN mnoxaepxkuBaromei crabunmpHocT. B Tabmume 39

MpeacTaByieHbl aHanuTudeckue pesyapraThl naptuit CTM nns unbekimit Coequnenus 1 s
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HUCIIOJIB30BAaHHA B KIIMHUYCCKHUX UCCIICIOBAHUAX, o0bemM KOTOPBIX COCTABJIAI A0 4 JIUTPOB.

Tabauua 38: Ananutudeckue pesynbtatsl [laptuit Unpexunu Coennnenns 1

AHAJIUTHYECKAS METOAHKA

PesyabTarnl

HapTusa 817-1

Pe3yabTarbi

HapTusa 707

Buewrnuii Bun

IIpo3paunslii pacTBOp

IIpo3paunslii pacTBOp

O0Go3HaueHue CoorsercTByer CootsercTByeT
AHanu3 100,2% 98,8%
PoxcTBeHHEBIE BellleCTBa, BCETO 0,37% 2,37%!
pH 7,3 7,1
OCMOTANBHOCTD 279 MOcMm 296 MOcm
CrepunpHOCTH He Tectuposainoch CrepubHbIit

TBepable yacTULBI
>10 MKkM

>25 MKM

He tectuposanoce

602 yacTHULbI

17 yactun

! — O6mee konu4ecTBO TpUMeceil BbINIE B JIEKAPCTBEHHOW CyOCTAHIMM ISl MCMOJb3yEMOM

napTun JekapcTeHHol cyocranunu. Kommuecrso Coennuaenns 1A cocrasisio 0,17%.

Tabauua 39: Ananuruueckue pe3yaprarhl maptuii CTM nns unbexkunii Coenunenus 1

PesyabTaTsl
Anamut | Jlor Jot Jot Jlor | Jlor | Jlot
uuecka | #792 | Jlor | Jlor | Jlor | #792 | #792 | #792 | #792 | #792 | Jlor
1 08U | #792 | #792 | #792 | 10®E | 13U | 21JIE | 0SAIl | 18U | # 792
meroau | FOH1 | 18AB | 21HO | 28CE | BP201 | FOJI2 | K201 | P201 | FOJI1 | 24AB
Ka 6 I'1e s16 | HT16 7 016 6 6 17 ri17
Buewn | Ilpos | Ilpo3 | IIpos | Ilpo3 | IIposp | IIposp | Ilpo3 | IIpo3 | Ilpo3 | IIpos
uii Bun | paun | payn | payH | padH | auHBIM | @QUHBIA | payH | pa4yH | padH | payH
13174 BII BIi BIl | PacTBO | pacTs b BIN I bII
pacTB | pacTB | pacTB | pacTB p op pacTB | pacTB | pacTB | pacTB
op op op op op op op op
O6o3zna | 1,00 1,00 1,00 1,00 1,00 1,00 1,00 1,00 1,00 0,96
YeHue
Anams | 99,4% | 98,4% | 99,1% | 99,4% | 98,7% | 98,5% | 103,4 | 102,0 | 99,3% | 98,9%
% %
Comytc
TBYIOLIU
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e
BEIIIECTB
a
Coenun
eHue 1A
RRT -
0,39

RRT -
0,50

RRT -
0,63

RRT -
1,33

RRT -
1,48

RRT -
1,67

RRT -
1,89

RRT -
1,94

RRT -
2,03
RRT -
2,49

Bcero

0,09%

He
onpen
eJIeHO

He
onpen
eJIeHO

He
onpen
eJIeHO

He
onpen
eJIeHO

0,07%

He
onpen
eJIeHO

He
onpen
eJIeHO

He
onpen
eJIeHO

0,22%

He
onpen
€JIEHO

0,39%

0,10%

He
onpen

CJICHO

omnpen
€JIEHO
He
omnpen
€JIEHO
He
onpen
€JICHO

0,07%

He
onpen
€JIeHO

He
omnpen

CJICHO

orpen
€JIEHO

0,22%

He
omnpen
€JIEHO

0,39%

0,11%

He
omnpen
eJIeHO

He
omnpen
eJIeHO

He
omnpen
€JIeHO

He
omnpen
€JIeHO

0,07%

He
ompen
eJIeHO

0,05%

He
omnpen
€JIEHO

0,23%

He
onpen
€JIEHO

0,47%

0,11%

He
onpen

CJICHO

omnpen
eJIEHO
He
onpen
eJIEHO
He
onpen
eJIEHO

0,08%

He
omnpen
eJIeHO

He
omnpen

CJICHO

orper
€JIEHO

0,23%

He
onpen
€JIEHO

0,41%

0,09%

He
onpen

€JICHO

omnpen
eJIEHO
He
onpen
eJIEHO
He
onpen
eJIEHO

0,07%

He
onpen
eJIeHO

He
onpen

CJICHO

orpen
€JIEHO

0,23%

He
onpen
€JIEHO

0,39%

0,12%

He
omnpen
eJIeHO

He
onpen
eJIeHO

He
onpen
elieHO

He
onpen
eJIeHO

0,07%

He
onpen
eJIeHO

He
onpen
eJIeHO

He
onpen
elieHO

0,23%

He
onpen
€JIEHO

0,41%

0,09%

He
onpen

€JICHO

onpen
eJIEHO
He
onpen
eJIEHO
He
onpen
eJIEHO

0,06%

He
onpen
eJIeHO

He
onpen

CJICHO

orpen
€JIEHO

0,24%

He
onpen
€JIEHO

0,38%

0,10%

He
onpen

€JICHO

onpen
eJIEHO
He
onpen
eJIEHO
He
onpen
eJICHO

0,06%

He
onpen
eJIeHO

He
onpen

CJICHO

orpen
€JIEHO

0,24%

He
onpen
€JIEHO

0,39%

0,14%

0,16%

0,08%

0,10%

0,05%

He
onpen
€JIEHO

0,06%

He

ornpen

€JICHO

0,06%

0,16%

0,08%

0,89%

0,14%

0,16%

0,08%

0,12%

He
onpen
€JIEHO

He
omnpen
€JICHO

0,06%

He
omnpen
€JIEHO

0,05%

0,15%

He
omnpen
€JIEHO

0,76%
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pH 7,3 1,2 1,3 1,2 7,4 7,3 7,3 71,2 1,7 7,8

Ocmouns 261 264 260 262 265 264 263 264 262 266
neHOCTE | MOcM | MOcMm | MOcMm | MOcMm | MOcem/ | MOcw/ | MOcMm | MOcMm | MOcem | MOcm

/KT /KT /KT /KT KT Kl /KT /KT /KT /KT

Oupoto | <3,50 [ <3,50 | <3,50 | <3,50 | <3,50 | <3,50 | 4,38 | <3,50(<3,50|<7,00
KCUH Eo/Mm | EO/Mm | ED/Mm | ED/Mm | ED/Mit | ED/ma | ED/m | ED/M | ED/M | ED/M

TBepapl
€ 894 690 644 894 2889 3558 3639 1200 | 4960 | 2508

HacTuL qacTu | 4aCTHu | 4aCTH | 4aCTu HqacTHu HqacTHu yaCTu | 4aCTH | 4aCTU | 4aCTH

bl I I I I I I I I I I
>10 42 66 0 132 189 346 111 60 12 12
MKM qacTu qacTu qacTu qacTu qacTu qacTu qacTu qacTu qacTu qacTu
>25 I I I I I I I I I I
MKM

[763] B Tabmuue 40 moka3aHO HMCCIIENOBAHHE COBMECTHMOCTH N00aBOK B TeueHue 48 4acoB
npu xpanennu npu 20 °C u 5 °C npu konuenrpauusx 0,04 mr/mn u 4,0 mr/mu. Tabauma 40
NOKa3bIBAET, YTO CMEIIAHHBbIE PacTBOPHI cTaOmibHbI 10 48 uvacoB mpu 0,04 mMr/mu u 4 mr/mi.
[Ipumecu He cooOIANKMCh AN 3TOTO HCCiIenoBaHUs, NMOCKOIbKYy 0,04 mr/ma B 10 pas Hinke
HOMHUHAQJIbHOW KOHLIEHTPALUH AHAJUTUYECKOTO METONA, a AaHHble 72-4acOBOH CTaOMIBHOCTH
npu 20 mr/mi nokassiBaroT, 4to Coennnenue 1 nemoncTpupyer pasnoxkenue <0,10%.

[764] B Tabnuue 40 mokasaHbl pe3yibTaThl 12-mecsyHO# craOwimpHOCTH maptuu 717-1 mns
unbekiuii Coenunenust 1 npu xpanenuun npu -20 °C, 5 °C u pe3ynbraTel 1-mMecsUHOMN
crabunbHOCTH TipU XpaHeHuu npu 25 °C/60% oTHocuTEeNnbHON BiIakHOCTH. Kak U 0Kumaiocs,
OCHOBHBIM HM3MEHEHHEM, OTMEYEHHBIM B JaHHBIX O CTaOWJIBHOCTH, SIBJIIETCS HEKOTOPOE
yBenuueHne Coemunenuss 1A, oCHOBHOro m3BecTHOro paspywmurenisi Coenunenusi 1, kotopoe
TAK)K€ SBISETCS AaKTUBHBIM KOMIOHeHToM mponekapctBa Coeaunenust 1. Ilaptus
JIEKapCTBEHHOIO BEILIECTBA, HCHOJIb3yeMas sl npousBoiacTtsa maptuun 717-1 Habexnnii
Coenunenusi 1, comepkaia OYEeHb MaJo TNpPUMeECeH, M MPAKTUYECKH HE ObUIO HUKAKHX
XHUMHUYECKUX W3MEHEHUH HU B M3BECTHBIX NPHUMECSAX, HU B HOBBIX pa3jlararoliMX BeLIeCTBax,
CBSI3aHHBIX C HUMHU, H3MEPEHHBIX MIPU JIFOOOM U3 TPEX YCIOBUN XPAHEHUS.

[765] B Tabmuue 42 moka3zaHbl pe3yabTaTbl 12-MeCSIMHON CTaOMJIBHOCTH TEXHOJIOTHYECKOM
naptun Coenmnenuss 1 nnst wHbekuuid npu xpadennn npu S °C u mpu 25 °C/60%
OTHOCUTENbHOW BlaXHOCTU. TexHonormueckass Ilaptuss GMP 707 Obina u3roroBneHa ¢

UCTIONIB30BaHUEM JiekapcTBeHHOro BemectBa Cepum 171A, kxortopast coxmepikana Oouiblie
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IpUMecel, KaKk yKa3aHO B UCXOJHBIX AaHHBIX O BEIECTBE, OTHOCSIINUXCS K MOMEHTY BpeMeHu. B
5TOM HCCIIEOBAHUU HAOMIOAaeTcss okumaeMoe ypennueHue copepykanusi Coenmnenust 1A, HO
yBEJIMUYEHUE KOJIMYECTBA IIpUMeECel HEKOTOpPBbIX POJACTBEHHBIX BELIECTB YKa3blBaeT Ha
NOTEHLUAJIbHBIE TEMIIEPATYpPHO-3aBUCUMbIE MPOAYKTHI pasnokeHus npu RRT ~ 0,40, RRT ~
0,50 u RRT ~ 0,65. HekoTtopble u3meHeHust ObUIN OTMEUEHBI B Apyrux npumecsx npu RRT ~
1,30 u RRT ~ 1,45, oqHako OHM He MOKA3aju IMOCJIEeNOBATENbHON TEHAEHLUUU MO BPEMEHHBIM

TOYKaM U MOT'YT OTpaXXaTb USMCHYHNBOCTb MCXKAY BPCMCHHBIMU TOYKaMU.

Taoauna 40 JlanHbie 0 CTaOUIBHOCTH cMecH it nHbekIui CoenuHenus 1

Teepabie
YaCcTHUBI
AHanu OcmounsinbHoc | >10 | >25
Cocrosinne/momen | Buemnnii | 3 (% Thb MK | MK | Pp
Thl BPEMEHH Bun KX) | DHporoxcun (MOcm/kr) M mMm | H
20°C
IlepsoHavyanbHO IIpospaun
0,04 mr/mn bI <0,500 7,
101,1% 289 18 1
OecLBETHBI E3/mn 4
1 pacTBOp
IlepBoHauanbHO Cnerka
<0,500 7,
npu 4 Mr/mi ounineHHs! | 98,0% 291 16 1
ED/mn 2
11 pacTBOp
0,04 mr/mn yepe3 IIpo3paun
He
6 9acoB bIN 8,
97,7% | TecTupoBajo 288 1 0
OeCLIBETHBI 0
Cb
1 pacTBOp
0,04 mr/mi yepe3 IIpospaun q
e
24 gacos bIN 7,
99,6% | TecTupoBaio 291 7 0
OeCLIBETHBI 7
Cb
1 pacTBop
0,04 mr/mn yepe3 IIpospaun -
e
48 yacos bIN 7,
98,8% | TecTuposaio 287 1 0
OeCLIBETHBI 6
Cb
1 pacTBoOp
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4 mr/mn uepes 6 Cnerka He
4acoB ounuieHHsl | 99,3% | TecTuposaio 289 7 1 &
1 pacTBOp Chb ?

4 mr/mn uepes 24 Cnerxa He
4acoB ounineHHs! | 97,9% | Tecruposasno 288 15 1 k
11 pacTBOp Cb !

4 mr/mn uepes 48 Cnerka He
4acoB ountieHHsl | 99,2% | TecTupoBajo 288 9 0 k
1 pacTBOp Chb ?

5°C

0,04 mr/mn yepe3 | IIpo3paunsl He
24 gacos it pactBop | 97,8% | TecTupoBaio 290 2 1 K
Cb :

0,04 mr/mn yepe3 | IIpo3paunsl He
48 yacos it pactBop | 99,3% | TecTupoBaio 289 1 0 b
Cb )

4 mr/mn uepes 24 | IIpospaunsl He
4acoB i pactBop | 98,8% | TectupoBano 288 15 0 &
Cb ’

4 mr/mn uepes 48 IIpo3paunsl He
101,5 7,
4acoB 1 pacTBOp 0, TECTHPOBAJIO 290 12 1 5

Cb

Ta6auna 41: Jlanubie o crabunbHOCTH 1151 PutakoHoB ¢ Coenunenuem 1, 20 mr/mn, naptus 381,

25 °C/60% OTHOCUTENBbHO BIAXKHOCTH B BEPTUKAIbHOM mojioxkenuu, 10 v, pH 7,5

Hccnenosanue 0 mec 1 mec
Brewnnit Bun CootsercTByeT CootsercTBYyeT
pH 7,3 6,8
Anamms (%) 100,2 97,1
Conyrctyromue Bemectna (%)
Coenunenne 1A (%) 0,13 2,15
HWnauBunyanpHasi HEU3BECTHAS ~RRT 1,46 HO 0,14
npumech (%) ~RRT 2,00

0,24 0,22
Bcero conyrcrByromux Bemiects (%) 0,37 2,51
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CrepunpHOCTH HIT HIT
TBepable YaCTULIbI > 10 MkM HII HIT
> 25 MKM HII HII

RRT = orHOCuTENnBbHOE Bpems yaepxusanus, NS = He 3amnanupoBaHo, ND = He oOHapyskeHO

unu < 0,05%

Ta6suua 42: [Tannsie o ctabunbHocTy Aiist puakoHoB ¢ Coequnenuem 1, 20 mr/mi, naptus 381,

OTHOCHTEJbHAS BIAXKHOCTH 5 °C B BepTUKaIBHOM MojioxeHuu, 10 mi, pH 7,5

Hccnenosanue Omec | 1mec | 2mec | 3Imec | 6 mec | 9Imec | 12 mec
Buemrnnit Bun Coots | CootB | CootB | CoorB | CoorB | CoorB | CooTB
€TCTBY | €TCTBY | €TCTBY | €TCTBY | €TCTBY | €TCTBY | €TCTBY
eT eT eT eT eT eT eT
pH 7.3 7,4 7,4 73 7,2 7,2 7,1
Anamus (%) 100,2 99,9 100,9 | 100,4 99,5 99,9 100,2
ComnyTcTByOIINE BEIIECTBA
(%o)
Coenunenue 1A (%) 0,13 0,13 0,18 0,22 0,34 0,48 0,61
HWnauBunyanbHas ~RRT HO HO HO HO HO HO 0,11
HEU3BECTHAS 1,46
npumecs (%) ~RRT 0,24 0,23 0,24 0,24 0,24 0,24 0,25
2,00
Bcero conyTrcTByromux 0,37 0,36 0,42 0,46 0,58 0,72 0,97
BerecTs (%)
CrepunbHOCTD HII HII HIT HII HIT HIT HIT
Teepaple vactuupr | > 10 HII HIT HIT HIT HIT HIT HIT
MKM
>25 HIT HIT HIT HIT HIT HIT HIT
MKM

RRT = orHOoCcuTEnbHOE Bpems yaepxkuBanus, NS = He 3amanupoBaHo, ND = He o0HapyskeHO

i < 0,05%

Ta6auna 43: Jlanubie o crabmnbHOCTH 111 pitakoHOB ¢ Coenunenuem 1, 20 mr/m, naptus 381,

OTHOCUTEJIbHAS BIAXKHOCTH -20°C B BepTHKaibHOM nonioskeHuu, 10 mut, pH 7,5

HUccnenosanue 0 mec 1 mec 2 mec 3 mec 6 mc
Brewnnit Bun CootserctByer | CoorBercrByeT | CoorBercTByeT | CoorBeTcTBYeT | COOTBETY
pH 7,3 7,5 7,5 7,4 7,5
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Anamms (%) 100,2 99,3 101,7 100,1 99,
ConyrcTByromue
Beriectna (%)
Coenunenue 1A (%) 0,13 0,10 0,10 0,11 0,1
Huausunyanehast | ~RRT 0,24 0,23 0,24 0,24 0,2
HEU3BECTHAS 2,00
npumecs (%)
Bcero conyTcTByrOmumx 0,37 0,33 0,34 0,35 0,3!
CrepunbHOCTD HII HIT HII HIT HI
Teepnabie >10 HIT HIT HIT HIT HI
YaCTHULIbI MKM
> 25 HIT HIT HIT HIT HI
MKM

RRT = orHOCHTENnBHOE Bpems yaepxkuBanus, NS = He 3amanupoBaHo, ND = He oOHapyskeHO

i < 0,05%

Ta6nauna 44: Jlansbie o crabmibHOCTH 1151 pitakoHOB ¢ Coenunenunem 1, 20 mr/mot, naptust 707,

25°C/60% OoTHOCUTENBHOH BIAXKHOCTH B BEPTUKAIBHOM rnosioxkeHn, 10 mi, pH 7,5

Hccaenosanue 1 3 6
0 mec
mMec | mec | mec
Buemnnit Bun CootBercTByeT DNC | DNC | DNC
pH 7,1 6,7 | 65 | 63
Ananus (%) 98,8 95,1 | 91,4 | 86,0
Conyrctyromue Bemectna (%)
Coenunenne 1A (%) 0,17 1,85 | 4,28 | 5,69
HNnauBunyanpHas ~RRT 0,38 0,43 0,63 | 0,68 | 0,78
HEU3BECTHAs ~RRT 0,45 0,41 HO | HO | HO
npumech (%) ~RRT 0,61 0,56 1,00 | 0,99 | 0,99
~RRT 1,30 0,11 0,18 | 0,19 | 0,19
~RRT 1,45 HO 0,18 | 0,34 | 0,57
~RRT 1,75 HO HO | 0,39 | 1,36
~RRT 2,00 0,69 0,69 | 0,64 | 0,58
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Bcero conyrcrByromux Bemiects (%o) 2,37 4,53 | 7,51 | 10,1
6

CrepunbHOCTD HII HIT | HIT | HII

TBepable yaCTULIbI > 10 MM 602 2500 | 1286 | HII

> 25 MKM 17 149 74 HIT

RRT = orHocurensHoe Bpems ynepxusanus, HI1 = He mnanuposano, HO = He oOHapy xeHO min

<0,05%, DNC = He cOOTBETCTBYeT

Ta6auna 45: J/lanubie o crabunbHOCTH 1151 PiiakoHoB ¢ Coenunenuem 1, 20 mr/mi, naptus 707,

OTHOCHUTEIbHAS BIAXXHOCTh 5 °C B BepTUKaNIBHOM MojioxeHuu, 10 mi, pH 7,5

Hccnenosanue Omec | 3mec | 6 Mec | Imec | 12 mec
Buemrnnit Bun Coots | CootB | CootB | CootB | CooTB
€TCTBY | €TCTBY | €TCTBY | €TCTBY | €TCTBY
eT eT er er eT
pH 7,1 6,9 6,9 6,9 6,9
Anamus (%) 98,8 97,4 97,7 97,1 97,4
Conyrctyromue Bemectna (%)
Coenunenne 1A (%) 0,17 0,34 0,40 0,48 0,66
HnauBunyann ~RRT 0,38 0,43 0,51 0,56 0,58 0,59
Hast ~RRT 0,47 0,41 0,26 HO 0,06 HO
HEHU3BECTHAs ~RRT 0,61 0,56 0,92 1,14 1,23 1,30
npumech (%) ~RRT 1,30 0,11 0,15 0,17 0,18 0,20
~RRT 1,45 HO 0,13 0,17 0,12 0,23
~RRT 2,00 HO 0,71 0,72 0,71 0,71
~RRT 2,48 HO HO HO HO 0,07
Bcero conyrcTByromux Bemiects (%) 2,37 3,02 3,16 3,36 3,70
CrepunbHOCTH HIT HIT HIT HIT HIT
Teepabie > 10 Mxm 602 895 1515 1445 1239
YaCTHUILIBI > 25 MKM 17 40 67 45 66

RRT = orHOocuTenpHOE BpeMms yaepxuBanus, NS = He 3amanupoBaHo, ND = He oOHapy»keHO

i < 0,05%

[766] Hubexnus Coeaunenus 1, CoctaB ®a3bi 2

[7671 HWubeknusi Coemuuenust 1, 20 mr/mu, Obuta mpUroToBiieHa B BuAe 3a0ydepeHHOro

docharom pactBopa, moxxozsmero s Pasbl 2 KIMHUYECKUX HCCIIENOBAHUM, COAEpPIKAIIEro

Coenunenue 1, xnopun Hatpus, GocdaT kanus (OXHOOCHOBHBIN U IBYXOCHOBHBIN),  TIOATOHKY
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pH ¢ momompto consiHOM Kucmotsl W/unmu ruapokcuna Harpust 1o pH 7,5 u 8,0. Cocras ®azsr 2
OBLT MOMeIIeH Ha ainuTenbHoe XpaHeHue npu -20 °C Ha cpok 10 24 MecsleB U Ha YCKOPEHHOE
xpanenue npu S °C Ha cpok a0 12 mecsnes B coorBercTBuu ¢ pekomeHparusivmu ICH (TaGmumiibr
48 u 49). Beimonusnuck TecTel Ha BHeHUH Buj, ananu3 HPLC u poncreennsie Bemectsa, pH u
TBEPJIbI€ YACTULIbI BO BCE€ BPEMEHHbIE TOYKU U CTEPUIIBHOCTb B 12- 1 24MecsAyHble BpPEMEHHBIE
TOYKHM JJIsl MaTepuaja KJIMHHUYECKHMX HcmbITaHuil. TecT M crneuuukauuu Cpoka TOJHOCTH
nokasanbl B Tabnuue 47. Bee naprum ans uabekunii Coenunenus 1, 20 Mr/mi, KoTopbie OyayT
UCTIOJIb30BATHCS B KJIMHUYECKUX HCcaenoBaHusix Daser 2, OynyT mOMelIeHbl Ha UCCIIeOBAHHE
crabunmpHocTH ICH.

[768] Kaxnmas kinuHMuYeckas naptus ¢piakoHoB st uHbekiui Coenunenus 1, 20 mr/mn, Oyner
NMpOBEpPEHa HAa COOTBETCTBHE YTBEPKIASHHBIM CHENU(UKALMUIM Tepea HCIONIb30BAHHEM B
KJIMHUYECKHUX UCCJICIOBAHUSX U MIOMeIleHa Ha uccyienosanue crabunpbHoctu ICH. B Tabmnuie 46

NpeaACTaBJIICHBI JaHHBIC HUCITBITAHUH no;:[):[epxcHBa}omei/'I CTaOUJIBHOCTH.

Tabauna 46: Ananutudeckue pesynstatsl [laptuit MUnvexunn Coennnenns 1

PesyabTarbi
Jlor Jlor Jlor Jor
#107 #108! #592 #217
(pH 7,5, (pH 8,0,
3a0ydepennblii | 3a0y(epeHHbIH
AHanuTHYeCKAs 50 MM 20 MM
MEeTOAHKA docharom) pocharom)
KaugectBO IIpoextuposanue | [IpoextupoBanue GMP GMP
Bremnuit Bun IIpo3paunsrii IIpo3paunslii CootserctByer, | COOTBETCTBYET,
pacTBop pacTBop pacTBop pacTBop
O6o3HaueHmne 1,00 1,00 CootserctByer | COOTBETCTBYET
AHnanus 99,2% 99,5% 101,4% 101,0%
ConyrcTByromue
BEIlleCTBA
Coenunenue 1A 0,13% 0,12% 0,15% 0,17%
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Pe3yabTarbl
Jlor Jlor Jor Jlot
#107 #108! #592 #217
(pH 7.5, (pH 8,0,
3a0y(depennbiii | 3a0y(epeHHBIH
AHanuTHYeCKAs 50 MM 20 MM
MeTOAHKA docharom) (docharom)
HauGobrmii 0,71% 0,72%
HEU3BECTHBIN RRT 042 — RRT 0,38 —
0.10% 0,12%
RRT 0.50 — RRT 0,46 —
0.06% 0,06%
RRT 0.63 — RRT 0,61 —
0.22% 0,18%
RRT 1.46 — RRT 1,45 -
0.23% 0,23%
RRT 2.01 - RRT 1,98 —
0.23% 0,27%
Bcero 2,19% 2,20% 0,99% 0,95%
pH 7,4 7,8 8,2 8,2
OcMONATBPHOCTD 283 MOcm/kr 288 MOcm/kr 290 mOcm/kr 284 MmOcwm/kr
O6Bem He He 36,8 M 36,9 M
3aTNOJTHEHMS TECTUPOBAJIOCH TECTUPOBAJIOCH
CrepunbHOCTD He He CootserctByer | CoOTBETCTBYET
TECTUPOBAJIOCH TECTUPOBAJIOCH
BakrepuanbHbie He He <1,0 EQ/mn <1,0 ED/mn
SHIOTOKCHHBI TECTUPOBAJIOCH TECTUPOBAJIOCH
TBepable 4aCTULIbI
>10 MM 165 yactun 188 yacTun 68 yacTul 525 gacTtun
>25 MKM 7 qacTHLI 2 4acTul 0 gactun 7 JacTHLl

'~ D10T cocTaB Gyner UCToNb30BaThCS B KIMHMYECKUX HCCIEN0BaHUAX (a3bl 2.
[769] Ockunaercsi, uro B uHbeknuu CoenuHenuss | He OyayT MPUCYTCTBOBATH KaKhe-JIHOO
apyrue mponykThl pasznoxenus, kpome CoemuHenusi 1A (pasnoxkenue or Coemmnenus 1 1o
Coenunenus 1A, noreps pocdaTHOM yacTn).

Tabnuna 47: Tekymue XapakTepUCTHKH cTaOMiIbHOCTH TNpu uHbekuuu Coenunenus | s
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MaTepHraja KIMHUYICCKUX HCHBITAHUH

Hccnenosanue Cnoco0 Kputepuii npuemiemoctu
Brewnnit Bun BusyanbHo IIpo3paunslii pacTBOp
pH USP <791> or 7,0 no 8,5
AnHanuz BOXX Ot 90,0 mo 110,0% 3asiBIeHHOTO Ha
sTukeTke (20 mr/m)

ComnyTcTByOIINE BEIIECTBA

IIpumecu
Coenunenue 1A BOXX He 6onee 1,5%
Kaxnas uanusuayanpHas B2XX He 6omnee 0,5%

npumecsk oT RRT

Bcero B32XX He Gonee 4,0%
CrepunpbHOCTH USP <71> CrepunbHbIi
TBepaple 4yacTULIbI USP <788> >10 mxMm: He Oonee 6000
YaCTHL/KOHTEHHEP

>25 MkM: He Oonee 600

YaCTHL/KOHTEHHEP

NMT = He GoJblue, yeM

[770] Tekymass cneundukanus craOuibHOcTH g uHbeKiuil CoenuHeHus 1 umeer
OrpaHUYEHUs] HA POJACTBEHHBIE BELIECTBA M IPUMECH, KOTOPbIE HEMHOIO UIUPE, 4YeM
cnemudukanust Ui BeIMycKa maptud. Jnsg OyAymux KIMHHYECKHX Ccepuil crenupukanms
BBINYCKA U crierudukanust cTabmIbHOCTH OyAYT COTJIACOBAaHBI C TOYKU 3PEHHsI POACTBEHHBIX
BemiecTB U npumeceid. Crneundukanyst s Oynymux napruii uabekuun Coenunenust 1 Oyner
BKJIFOYATh KATErOPUM pPOACTBEHHBIX BemecTB, Bkmo4as (1) ykasaHHbIE M3BECTHBIE
NPUMECH/TIPOAYKTHI  pa3jiiokeHus, (2) yKa3aHHbIE, HEHM3BECTHbIC [MPHUMECH/TIPOIYKTHI
paznoskeHust U (3) HEeyKa3aHHbIE HEU3BECTHBIE TPUMECH/TIPOAYKTHI pasiokeHus. [Ipenemnst s
YKa3aHHBIX HM3BECTHBIX W HEM3BECTHBIX KaTEropuil OyAyT YCTAaHOBJEHBI B 3aBHCUMOCTH OT
craguu pa3paboTKH, MPOM3BOIACTBEHHOTO OMNbITa U KBajdupukauuu npumeceid. [Ipemen nns
HEOMPEIEIEHHbIX, HEM3BECTHBIX TNPHUMECEH/TPONYKTOB pa3NIoKeHHss OyAeT YCTaHOBJEH Ha
ypoBHe mnopora wuneHtudukanuu 0,2%. COOTBETCTBYIOIIHE YCHWINA IO WACHTU(DHUKALUH,
KBaJH(PHUKALIUK ¥ KOHTPOJIKO MPUMECEH U MPOAYKTOB pa3yiockeHus: B mHbeKIuN CoenuHeHus 1,
cornacHo ICHQ3A, OyayT nponoymkaTbesi Ha MPOTSKEHUH BCETO MpoLiecca pa3paboTKu.

[771] MHccnemoBanusi CTaOUILHOCTH HA CETOMHSIIHUN eHb MOKa3biBaloT, uTo CoenuHenue |
I MHBEKIMH O4eHb cTabuiIbHO rpu xpaHeHud npu -20 °C, yCIOBUSAX ATUTEIBHOTO XPaHEHHUS.

OCHOBHBIMH H3MEHEHMSIMH  CBSI3aHHBIX BCIIECCTB  SABJIAAIOTCA  OXKHMAAEMOC  YBCJIMYCHUC
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Coenunenus 1A, akTUBHOrO KOMIOHEHTa nposiekapcTsa CoenuHenus 1. B HeKOTOpBIX mapTusx
npumecu RRT ~ 0,40, RRT ~ 0,50 u, B nepyro ouepens, RRT ~ 0,65, HEMHOro yBeIM4MBarOTCH,
B OCHOBHOM IIPHU YCKOPEHHBIX YCJIOBUAX. B HccnenoBanusx 1t OAHOU napTuu B cocrase Pasbl
1 u Heckonpkux maptuii B cocrtaBe Pa3pl 2 ObUIO OTMEUEHO, YTO YBEIUYEHHE 10 POACTBEHHBIX
BemtectB npu RRT ~ 0,40, RRT ~ 0,50 u RRT ~ 0,65, kazanoce, Obu1o OoJblie, KOraa 3TH
IPUMECH MPUCYTCTBOBAIM Ha OoJiee BBICOKUX YPOBHSX B MCXOIHBIX JAHHBIX BPEMEHHOH TOUYKH
(dT0 oOTpakaeT MX MPHCYTCTBHE B HMCXOMHOH JieKapCTBEHHOW cyOcTanumu). Ilpumecu He
yBeIMUYUBAIOTCA 3HauuTeNbHO B naptusx GMP u xpansrces npu -20 °C B Teuenue 12 mecsues u
9 MecsiLIeB COOTBETCTBEHHO. DTU MPOAYKThI PA3JIOKEHUs] ObLTH aTTECTOBAHBI B JTOKJIMHUYECKHX
UCCIIEIOBAHMAX, U OHU OYIYT MPOAOIIKATH OTCIIEKHBATHCA U UACHTU(UIIUPOBATHCS BO BPEMsI
pa3paboTKH MO Mepe HEOOXOIUMOCTH.

[772] B Tabnwuue SO mpuBeneHbI UCCIEAOBAHUS COBMECTHMOCTH NOOABOK B TeueHue 48 4acoB
npu xpaHeHuu npu temneparype ot 15 °C go 25 °C u ot 2 °C go 8 °C npu KoHLeHTpauusx 1
mr/mit, 4 mr/mn, 10 mr/mn, 16 mr/mn u 20 mr/mn. Tabauna 50 Moka3bIBa€T, YTO CMELIAHHBIE
pacTBOpbl CcTabMiIbHBI A0 48 YacoB MpPH BCEX MHCHBITAHHBIX KOHLEHTpauusx. OTaenbHbIe
npuMecH He ObUIM yKa3aHbl B JOChE MJIsI MCCJIEAOBAHUI NpUMecel Ui BCEX OLIEHEHHBIX
KOHIIEHTPALMH, TTOCKOJIbKY M3MEHEeHHe o0wiero copep:kanus npumeceii 6puto mMeHee 0,16%, a
OTAENbHBbIE NpUMECH He u3MeHmwnnch Oonee yem Ha 0,07% 3a mepuon XpaHeHUs U
TECTUPOBAHUS.

[773] laHHbIE O CTAOMJIBHOCTHU Ui ONBITHBIX mapTuit 107 u 108, xpansamuxcs npu -20 °C u 5
°C B Teuenue 12 mecseB u 25 °C B TeueHue | mecsina, nmokasanbl B Tabmuiax 51-58. Dt
napTUy OBLIM MPUTOTOBJIEHBI C HCIOJIb30BAHUEM MAapTHU Pa3padaThIBAEMOro JIEKAPCTBEHHOTO
BellecTBa ¢ 0oJiee BBICOKUMH YPOBHSIMH NPUMECEH, Ha YTO YKa3bIBAIOT UCXOIHBIC TAHHBIE IO
BEIIECTBY, OTHOCSIINECS K MOMEHTY BpeMeHU. XOTs JiekapcTBeHHOe BemecTBo Lot 171A Obuto
MPUTOTOBJIEHO B cooTBeTcTBHM ¢ GMP, 0HO conmepskano Ooiee BHICOKHE YPOBHU MPUMECEH U He
OBUIO BBIMYIIEHO JJIsl UCTIOIB30BAHUS B KIIMHHYECKHX HCCIEIOBAHUSAX, HO MCIOIB30BAJIOCH IS
uccnenoBannii pa3padotku uHbekund Coemubenus 1. B 3Tux wuccnenoBaHusx HaOiromaercs
o)xupaemMoe ysenudeHue copepxkanus CoenuHeHus 1A, HO yBenuyeHHe KOJIWYECTBA MpUMeECei
HEKOTOPBIX POACTBEHHBIX BELIECTB YKAa3bIBAET HA MOTEHLUAJbHbIE TEMIEPAaTyPHO-3aBUCHMBbIE
nectpyktopel npu npudmmsureasEoM RRT ~ 0,40, RRT ~ 0,50 u RRT ~ 0,65. Hekoropsie
u3MeHeHus1 Opui oTMeueHsl U B npyrux npumecsx mpu RRT ~ 1,30 u RRT ~ 1,45; ogHako oHH
HE TMOKAa3aJu MOCIEAOBATENBHON TEHACHUUU IO BPEMEHHBIM TOYKAM M MOTYT OTPaXXaTb
MU3MEHYMBOCTb MEX/ly BPEMEHHBIMU TOUKAaMHU, a HE YXYLIECHUE.

[774] Pesynprarsl nponoskatromerocst 12-mecsiunoro uccnenosanus crabunpHocTn GMP Lot

592 mnpencrasnensl B Tabmune 57 u Tabmuue 58, a pesynbraThl mpoposDKaromerocs 9-
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MecsiuHOro uccnenoanus crabmwipHocTH GMP Lot 217 B Tabnmue 59 u Tabmuue 60 mpu
xpanennu npu -20 °C u 5 °C. Obe mapTum oCTaroTCs B mpeaenax crernudukanuu yepes 12 u 9
MECSILIEB COOTBETCTBEHHO ANl 00OMX yCIOBHH XpaHeHus. OCHOBHBIM HM3MEHEHHUEM SIBIISIETCS
oxxugaemoe ypenundenne CoeauHenust 1A mpu ycnosusix xpaHeHus 5 °C, ¢ yBeJIMYEHHEM Ha
0,43% uepe3 12 mecsueB (592) u Ha 0,32% uepes 9 wmecsiueB (217), u mpaktudecku Oe3
u3MeHeHuH HU B onHOM uccienoBanuu npu -20 °C. Ormeueno ysenuuenue Ha 0,09% u 0,09%
npumec RRT ~ 0,65 (OCHOBHOI AeCTPyKTOp, 3aMeYeHHbIH paHee) uepes 12 m 9 mecsues
COOTBETCTBEHHO TOJIbKO mpu ycioBuu 5 °C. He ObUIO SBHBIX TEHOEHIUI B OTHOIIEHUU
NpUMeceil IPYruX pPOACTBEHHBIX BEIIECTB B 00OMX YCJIOBHUSIX. HUKAaKUX 3HAYUTEJIbHBIX
U3MEHEHUH B JIPYrHX MapameTrpax ctadmibHOCTH He Obuto ormedeno npu -20 °C u 5 °C pns
TeCTUPyeMBbIX BpeMeHHbIX Touek. OcHoBbiBasch HA ICH Q1E, Tekymux naHHBIX O CTAOMIBHOCTU
i knuHnYeckux cepuii GMP @asel 2, a Takke NOATBep Kaarolell CTaOMIBHOCTH W3 MapTUi

pa3paboTku u wuccienoBaHuii coctaBoB Dasel 1, uabekums CoenuHenus | umeer nary

>
NOBTOPHOrO ucnblTaHuss 24 wMecsua npu xpaHeHun npu -20 °C. Jlata nOBTOpHOrO
UCTIBITAHUS/CPOK TOMHOCTU sl Tekymedl uHbekumu CoemuHenuss 1 ®assl 2 GMP Oyner
OOHOBJIEHAa Ha OCHOBE JIOMOJHHUTEIBHBIX JAHHBIX O CTAOMIIBHOCTU U3 TEKYIIUX OJJHOBPEMEHHBIX
uccienosannii cradmwibHOCTH ICH KimmHW4ecknx cepuii, kak omucaHo B Tabmume 49, u B

COOTBETCTBUH cO crienupukanueii B Tabmure 47.

Ta6sauua 48: [Inan cTabuabHOCTH AJIS ATUTEIBHOTO XPAHEHHs! OTBITHBIX MApTHIl

2 3 6 9 12 18 24
Temnepary | Hcxon 1 Mecsll | Mecsil | MeCsll | MeCsll | MeCsill | Mecsll | MecCsiL
pa HOE | MecsI] a a eB eB eB eB a
-20°C X X X X X X X X X
5°C X X X X X X X
25°C X X

OO0pa3ipl MOABEPTarOTCsl AHAINU3Y BHEIIHETO BHIA, AHAJN3a/POACTBEHHBIX BEINECTB, TBEPIBIX
yactul ¥ pH.
Tabauua 49: Ilnan oOecneyeHus CTaOMIBPHOCTH ISl JUIUTENBHOTO XPAHEHHs MapTUiH

MaTEPHAJIOB IJIsd KIIMHUYCCKUX UCTBITAHUH

Hcx 1 2 3 6 9 12 18 24 36

TeMrlepa OIH Mecs MecH MecHd Mecd Mecs Mecs Mecsa | Mecdall | MeCHal

Typa oe 1 na ua ues ues ues ueB a eB
-20 °C X X X X X X X X X X
5°C X X X X X X X

OOpasupl MOABEPrarOTCsl aHAIN3y BHELTHETrO BHJA, aHAJIN3a/pOACTBEHHBIX BELIECTB, TBEPIBIX
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gactu u pH. CrepunbHOCTh mpoBepsieTcst aisi obpasuoB crabmibHOCTH Yepe3 12, 24 u 36

MCCALICB.

Taoauma 50: JlanHbie 0 cTabuabHOCTU cMecu A uHbekuui CoemuHeHuss 1 - BBICOKas

KOHLEHTpaLus
Ocmon Teepabie
Cocrosinue/mo Anan SITIbHOC 4aCTHIbI
IHA0TO
MEHTbI Buewmnuii Bun u3 (% Th pH
KCHH >10 >25
BpeMeHH KX) (MOcm/
MKM MKM
KTr)
Ot 15 no 25 °C
IlepsoHauans
IIpo3paunelii <1,00
HO 1pH 1 97,8 300 6 0 7,5
pacTBop E3/mn
MI/MIT
IlepsoHauans
IIpo3paunelii <1,00
HO 1ipu 4 100,0 298 15 1 7,7
pacTBop E3/mn
MI/MIT
IlepsoHauanb
IIpo3paunelii <1,00
Ho 1ipu 10 99,8 311 22 3 7,8
pacTBop E3/mn
MI/MIT
IlepsoHavanb
IIpo3paunslii <0,250
HO 1ipu 16 97,1 307 10 1,7 8,0
pacTBop E3/mn
MI/MIT
IlepBoHauanb
IIpo3paunslii <0,250
HO 1ipu 20 96,7 310 3,7 1,7 8,0
pacTBop E3/mn
MI/MIT
He He
He He
1 Mr/mu uepes IIpo3paunelii TECTUD TECTUP
98,4 | TecTtupo TECTUPO 1,7
5 yacoB pacTBop OBaJIOC OBAJIOC
BAJIOCh BAaJIOCH
b b
He He
He He
1 Mr/mn uepes IIpo3paunelii TECTUDP TECTUP
98,6 | TecTupo TECTUPO 1,7
24 qacos pacTBop 0BaJIOC OBaJIOC
BAJIOCh BAaJIOCh
b b
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He He
He He
1 Mr/mn uepes IIpo3paunelii TECTUDP TECTUP
100,6 | Tectupo TECTUPO 1,7
48 yacos pacTBop 0BaJIOC OBaJIOC
BaJIOCh BaJIOCH
b b
He He
He He
4 mr/mun uepes IIpo3paunslii TECTUP TECTUP
100,0 | Tectupo TECTUPO 7,9
5 9acoB pacTBop 0BaJIOC OBAJIOC
BaJIOCh BaJIOCh
b b
He He
He He
4 Mr/mn uepes IIpo3paunelii TECTUDP TECTUP
98,8 | TecTtupo TECTUPO 7,8
24 qacos pacTBop 0BaJIOC OBaJIOC
BaJIOCh BaJIOCh
b b
He He
He He
4 mr/mn uepes IIpo3paunelii TECTUDP TECTUP
101,3 | Tectupo TECTUPO 7,8
48 yacos pacTBop 0BaJIOC OBaJIOC
BaJIOCh BaJIOCH
b b
He He
He He
10 mr/mn IIpo3paunslii TECTUDP TECTUP
100,2 | Tectupo TECTUPO 1,9
4yepes3 S 4acoB pacTBop OBaJIOC OBAJIOC
BaJIOCh BaJIOCh
b b
He He
10 mMr/mn He He
IIpo3paunblii TECTUP TECTUP
yepes 24 96,7 | TecTupo TECTUPO 7,9
pacTBop 0BaJIOC OBAJIOC
4acoB BaJIOCh BaJIOCh
b b
He He
10 mr/mn He He
IIpo3paunelii TECTUDP TECTUP
yepes 48 98,2 | TecTtupo TECTUPO 1,9
pacTBop OBaJIOC OBAJIOC
4acoB BaJIOCh BaJIOCh
b b
He He
He He
16 mr/mn IIpo3paunelii TECTUDP TECTUP
98,6 | TecTupo TECTUPO 8,0
4yepes3 6 4acoB pacTBoOp OBaJIOC OBAJIOC
BaJIOCh BaJIOCh
b b
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He He
16 mr/mn He He
IIpo3paunelii TECTUDP TECTUP
yepes 24 97,5 | TecTtupo TECTUPO 8,0
pacTBop 0OBaJIOC OBAJIOC
4acoB BaJIOCh BaJIOCH
b b
He He
16 mMr/mn He He
IIpo3paunblii TECTUP TECTUP
yepes 48 97,7 | TecTupo TECTUPO 8,0
pacTBop 0BaJIOC OBaJIOC
4acoB BaJIOCh BaJIOCh
b b
He He
He He
20 mr/mi IIpo3paunelii TECTUDP TECTUP
98,5 | TecTtupo TECTUPO 8,0
gyepes3 6 4acoB pacTBop OBaJIOC OBAJIOC
BaJIOCh BaJIOCh
b b
He He
20 mr/mn He He
IIpo3paunelii TECTUDP TECTUP
yepes 24 96,9 | Tectupo TECTUPO 8,0
pacTBoOp OBaJIOC OBAJIOC
4acoB BaJIOCh BaJIOCH
b b
He He
20 mr/mn He He
IIpo3paunelii TECTUDP TECTUP
yepes 48 96,6 | TecTupo TECTUPO 8,0
pacTBop OBaJIOC OBAJIOC
4acoB BaJIOCh BaJIOCh
b b
2 1o 8°C
He He
He He
1 Mr/mn uepes IIpo3paunsiii TECTHUD TECTUP
99,7 | TecTupo TECTUPO 1,7
24 qacos pacTBop 0BaJIOC OBaJIOC
BaJIOCh BaJIOCh
b b
He He
He He
1 Mr/mu uepes IIpo3paunelii TECTUD TECTUP
98,8 | TecTtupo TECTUPO 1,7
48 yacos pacTBop 0BaJIOC OBaJIOC
BaJIOCh BaJIOCh
b b
He He
He He
4 mr/mn uepes IIpo3paunelii TECTUDP TECTUP
103,0 | Tectupo TECTUPO 1,9
24 qacos pacTBop 0BaJIOC OBaJIOC
BaJIOCh BaJIOCh
b b
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He He
He He
4 Mr/mn uepes IIpo3paunelii TECTUDP TECTUP
103,2 | Tectupo TECTUPO 1,9
48 yacos pacTBop 0BaJIOC OBaJIOC
BaJIOCh BaJIOCH
b b
He He
10 mMr/mn He He
IIpo3paunblii TECTUP TECTUP
yepes 24 100,4 | Tectupo TECTUPO 7,9
pacTBop 0BaJIOC OBAJIOC
4acoB BaJIOCh BaJIOCh
b b
He He
10 mr/mn He He
IIpo3paunelii TECTUDP TECTUP
yepes 48 100,7 | Tectupo TECTUPO 1,9
pacTBop OBaJIOC OBAJIOC
4acoB BaJIOCh BaJIOCh
b b
He He
16 mr/mn He He
IIpo3paunelii TECTUDP TECTUP
yepes 24 97,6 | TecTupo TECTUPO 8,0
pacTBoOp OBaJIOC OBAJIOC
4acoB BaJIOCh BaJIOCH
b b
He He
16 mr/mn He He
IIpo3paunslii TECTUDP TECTUP
yepes 48 96,3 | TecTupo TECTUPO 8,0
pacTBop OBaJIOC OBAJIOC
4acoB BaJIOCh BaJIOCh
b b
He He
20 mMr/mn He He
IIpo3paunblii TECTUP TECTUP
yepes 24 96,6 | TecTupo TECTUPO 8,0
pacTBop 0BaJIOC OBAJIOC
4acoB BaJIOCh BaJIOCh
b b
He He
20 mr/mn He He
IIpo3paunelii TECTUDP TECTUP
yepes 48 96,1 | Tectupo TECTUPO 8,0
pacTBop OBaJIOC OBAJIOC
4acoB BaJIOCh BaJIOCh
b b

[TPUMEYAHUE. HccnepoBanme 1 1 WCCIEOOBAaHUA MPUMECEH BKIIIOYANO TOJBKO
KoHIeHTpauun 16 wmr/mn w20 wmr/mu. JIOMONHUTENBHOE HCCIIENOBAaHUE TMPUMECEH,
Hccnenosanue 2, ObUTIO MPOBENEHO MU aHau3a 0ojiee MIMPOKOro NUANa30Ha MOTEHIHATbHBIX
KoHIeHTpanuii mpu 1 mr/mi, 4 mr/mit u 10 mr/mit.

Ta6auna 51: Jlanusie o crabunbHocTH 1s itakoHoB ¢ Coenunennem 1, 20 mr/mi, Cepust 107,

25 °C/60% OTHOCUTENbHOI BJIAXKHOCTH B BEPTUKAIbHOM nojioxenud, 10 v, pH 7,5
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HUccnenosanue 0 mec 1 mec
Brewnnit Bun CooTtBercTBYET CootBercTBYyeT
pH 7,4 7,4
Anamms (%) 99,2 97,0
Conyrctyromue Beuectna (%)
Coenunenue 1A (%) 0,13 2,22
HWnauBunyanpHasi HEU3BECTHAS ~RRT 0,38 0,38 0,61
npumecs (%) ~RRT 0,50 0,22 HO
~RRT 0,62 0,36 0,98
~RRT 1,30 0,26 0,19
~RRT 1,45 0,12 0,25
~RRT 2,05 0,71 0,69
~RRT 2,35 0,12 0,15
Bcero conyrcTByromux Bemiects (%o) 2,19 5,09
CrepunpHOCTH HIT HIT
TBepable 4acTULIbI > 10 MKkM 165 3091
> 25 MKM 7 156

RRT = orHOCHTENBHOE Bpems yaepxkuBaHus, NS = He 3amanuposano, ND = He oOHapy:keHO
i < 0,05%
Taoauua 52: JlanHble CTaOMIBHOCTH 1S (DIIAKOHOB C coenuHenueM 1, 20 mr / mut, maptus 107,

OTHOCUTEJNIbHAs BIAXXHOCTb 5 °C B BepTHKaNbHOM nojioxkenuu, 10 mi, pH 7,5

HcecaenoBanue 0 mec 1 mec 3 mec 6 mec 9 mec 12 mec

Buewrnuii Bun Cootse | Cooree | CoorBe | CoorBe | CoorBe | CoorBe

TCTBYECT | TCTBYECT | TCTBYECT | TCTBYET | TCTBYET | TCTBYET

pH 7,4 7,4 7,5 7,4 7.4 7,7
Anamms (%) 99,2 98,7 99,4 99,5 98,9 97,2
Conyrctyromue Bemectna (%)
Coenunenne 1A (%) 0,13 0,27 0,27 0,36 0,52 0,61
HUnausunyaneHa | ~RRT 0,38 0,27 0,42 0,49 0,54 0,57 0,57
sl HEU3BECTHas ~RRT 0,50 0,22 0,42 0,20 0,12 0,07 HO
npumech (%) ~RRT 0,62 0,36 0,64 0,92 1,17 1,30 1,40
~RRT 1,30 0,26 0,12 0,15 0,17 0,21 0,19
~RRT 1,45 0,12 0,15 0,16 0,05 0,21 0,12
~RRT 1,52 HO HO HO HO HO 0,06
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HUccnenosanue 0 mec 1 mec 3 mec 6 mec 9 mec 12 mec
~RRT 2,05 0,71 0,71 0,72 0,71 0,70 0,69
~RRT 2,35 0,12 0,15 HO HO 0,06 HO

Bceero conyrcTByromumx 2,19 2,88 2,91 3,24 3,60 3,7

BerecTs (%)

CrepuibHOCTB HII HII HII HIT HIT HIT

Tepnbie > 10 Mxm 165 1201 1863 2184 1748 1994

YaCTUILIbI > 25 MKM 7 45 87 128 78 60

RRT = orHOocuTenpHOE Bpems yaepxkuBanus, NS = He 3amanupoBaHo, ND = He oOHapykeHO
i < 0,05%
Ta6nuna 53: Jlanabie 0 CTaOWIBHOCTH 1Tl (DIAKOHOB ¢ coenuHeHueM 1A, 20 mr/mu, maptus

107, -20 °C, oTHOCHUTENIbHAS BIIAKHOCTh B BEPTUKAJILHOM MosioxkeHuu, 10 mur, pH 7,5

Hccnenosanue 0 mec 3 mec 12 mec
Buewnnit Bun CootsercTByeT CootBercTByeT CootBercTByeT
pH 7,4 7,5 7,4
Anamms (%) 99,2 100,5 992
Conyrctyromue Bemectna (%)
Coenunenne 1A (%) 0,13 0,16 0,17
HWnausunyanpHas ~RRT 0,38 0,27 0,38 0,36
HEU3BECTHAs ~RRT 0,50 0,22 0,35 0,47
npumech (%) ~RRT 0,62 0,36 0,46 0,48
~RRT 1,32 HO HO 0,05
~RRT 1,40 HO HO 0,09
~RRT 1,45 0,12 0,16 0,12
~RRT 1,55 HO HO 0,06
~RRT 2,00 HO HO 0,05
~RRT 2,05 0,71 0,72 0,70
~RRT 2,35 0,12 HO HO
Bcero conyTCcTBYOIINX BEIIECTB 2,19 2,23 2.6
(“o)
CrepunpHOCTH HIT HIT HIT
TBepable 4acTULIbI > 10 MKM 165 1311 959
> 25 MKM 7 86 36

RRT = orHOCHTENBHOE Bpems yaepxusanus, NS = He 3amnanupoBaHo, ND = He oOHapyskeHO
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Ta6auna 54: Jlanasie o crabunbHocTH 1t piakoHoB ¢ Coenunenuem 1, 20 mr/mi, maptust 108,

25 °C/60% otHOCHTENBHOI BiaxkHocTH, 10 M, pH 8,0

Hccnenosanue 0 mec 1 mec
Buenrnuit Bun CootBercTBYET CootBercTByer
pH 7,8 7,6
Ananus (%) 99,5 96,0
Conyrctyrommue Bemectna (%)
Coenunenue 1A (%) 0,12 2,09
HWnauBunyanbHasi HEU3BECTHAS ~RRT 0,38 0,27 0,61
npumecs (%) ~RRT 0,50 0,22 HO
~RRT 0,62 0,36 0,98
~RRT 1,32 HO 0,18
~RRT 1,45 0,13 0,28
~RRT 2,05 0,72 0,69
~RRT 2,37 0,12 0,15
Bcero conyrcrByromux BemmecTs (%o) 2,20 4,98
CrepunpHOCTB HIT HIT
TBepable yacTULBI > 10 MxMm 188 3250
> 25 MKM 2 171

RRT = orHOocuTenbHOe Bpemst yaepkuBanust, NS = He 3aruanupoBano, ND = He oOHapyskeHO

uu < 0,05%

Ta6auna 55: JlaHHble cTaOMIBHOCTH 1151 (PJIAKOHOB ¢ coenuuenuem 1, 20 mr/mut, maptust 108, S

°C, 10 mn, pH 8,0

HccnenoBanue Omec | 1mec | 2mec | 3Mec | 6 mec | IMo | 12 mec

Buemrnnit Bun CootB | CootB | CootB | CoorB | Coor | Coor | CooTB
€TCTBY | €TCTBY | €TCTBY | €TCTBY | €TCTBY | €TCTBY | €TCTBY

erT eT eT eT eT eT eT

pH 7,8 7.8 7,8 7.8 7,8 7,8 7,4

Anamms (%) 99,2 98,2 98,7 98,9 99,3 98,1 97,2

ComnyTcTByOIINE BEIIECTBA

(%o)

Coenunenue 1A (%) 0,12 0,27 0,30 0,27 0,35 0,5 0,59

HWnausunyanpHas ~RRT 0,27 0,43 0,48 0,50 0,56 0,58 0,58
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HEU3BECTHAS 0,38
npumecs (%) ~RRT 0,22 0,37 0,24 0,19 0,11 0,06 HO
0,50
~RRT 0,36 0,67 0,84 0,94 1,17 1,30 1,30
0,62
~RRT HO 0,12 0,14 0,15 0,17 0,20 0,18
1,32
~RRT HO HO HO HO 0,05 HO HO
1,40
~RRT 0,13 0,15 0,13 0,17 0,12 0,22 0,14
1,45
~RRT HO HO HO HO HO HO 0,06
1,52
~RRT 0,72 0,71 0,70 0,71 0,71 0,70 0,69
2,05
~RRT 0,12 0,15 HO HO HO 0,07 HO
2,37
Bceero conytcTByromumx 2,20 2,87 2,83 2,93 3,24 3,60 3,60
Bermiects (%)
CrepunpHOCTB HII HII HII HIT HIT HIT HIT
Tsepabie > 10 mxm 188 1264 1279 1839 2580 1711 2658
YaCTHULIbI > 25 MKM 2 76 63 101 214 93 110

RRT = orHocutenpHOE Bpems yaep:xuBanus, NS = He 3amianupoBaHo, ND = He oOHapykeHO
i < 0,05%
Ta6nuna 56: [lanubie cTaOuIbHOCTH 1UTst PJIakOHOB ¢ coenuuenuem 1, 20 mr/mu, naptus 108, -

20 °C, 10 ma, pH 8,0

Hccnenosanue 0 mec 3 mec 12 mec
Buewnnit Bun CootsercTByeT CootBercTBYyeT CootsercTByeT
pH 7,8 7.8 7,7
Anamus (%) 99,5 98,6 98,7
ConyrcTtyromue BemecTna (%)

Coenunenne 1A (%) 0,12 0,16 0,16
HnauBunyanbHa ~RRT 0,38 0,27 0,39 0,39

s1 HEU3BECTHAs ~RRT 0,50 0,22 0,34 0,42
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npumech (%) ~RRT 0,62 0,36 0,50 0,63
~RRT 1,32 HO 0,10 0,05
~RRT 1,40 HO HO 0,10
~RRT 1,45 0,13 0,15 0,12
~RRT 1,55 HO HO 0,06
~RRT 2,00 HO HO 0,05
~RRT 2,05 0,72 0,71 0,70
~RRT 2,37 0,12 HO HO

Bcero conyTcTByIOIIMX BEIIECTB 2,20 2,35 2,70

(“o)

CrepunpHOCTH HIT HIT HIT

TBepabie > 10 MM 188 1225 1513

YaCTHLBI > 25 MKM 2 45 66

RRT = orHOCcuTENBHOE BpeMms yaepxkuBanus, NS = He 3ammanuposano, ND = He oOHapykeHO
i < 0,05%
Taoauua S7: JlaHHbIe 0 CTAOUIBHOCTH I MHBbEKIMH coenuHenus 1, 20 mr/mi, GMP Lot 592,

5°C, 35 mu, pH 8,0

12 18 24

HccaenoBanue Omec | 1 mec | 3 mec | 6 Mec | 9 Mec mec Mec | mec

Buemrnuii Bun Coots | Coots | Coors | Coots | CoorB | CooTB

€TCTB €TCTB €TCTB €TCTB €TCTB €TCTB

yeT yer yer yer yer yer
pH 8,2 8,2 8,1 8,1 8,0 8,1
Anamms (%) 100,4 | 101,7 | 100,5 | 100,1 | 99,6 99,8
ConyTcTByHOIINE BELIECTBA
(%0)
Coenunenne 1A (%) 0,18 0,28 0,23 0,40 0,53 0,61
HnauBunyanpHa ~RRT 0,11 0,13 0,12 0,14 0,14 0,15
s1 HEU3BECTHAS 0,40
npumech (%) ~RRT 0,23 0,27 0,27 0,30 0,32 0,32
0,65
~RRT 0,05 0,05 HO 0,06 0,05 0,05
1,29
~RRT 0,24 0,24 0,29 0,28 0,30 0,30
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1,46
~RRT 0,24 0,23 0,22 0,22 0,22 0,22
2,10
Bceero conytcTByromumx 1,05 1,2 1,1 1,4 1,6 1,7
BemecTs (%)
CrepuibHOCTD Coors | HII HII HII HIT | Coots
€TCTB €TCTB
yeT yeT
Teepnabie > 10 mMxm 68 23 51 229 826 280
YaCTHLBI > 25 MKM 0 0 0 12 37 7

RRT = otHocurenbHoe Bpemst ynepskuBanust, HI1 = ve 3armanuposano, HO = He oOHapyxeHO

unu <0,05%

Taoauua 58: /lanHble 0 CTaOMNIBHOCTH IS HHBeKIMK coequHenus 1, 20 mr/mun, GMP Lot 592, -

20 °C, 35 w1, pH 8,0

18 | 24
Me | mMe
HUccnenosanue 0 mec 1 mec 3 mec 6 mec 9Mo 12 mec | ¢ c
Buenrnuit Bun Cootser | CootBer | CoorBer | CoorBer | CoorBer | CooTB
CTBYET CTBYET CTBYET CTBYET CTBYET | €TCTBY
eT
pH 82 8,2 8,2 8,2 8,1 8,2
Anamus (%) 100,4 100,9 100,4 100,4 100,2 100,3
ConyrcTByromu
e Bemmectsa (%)
Coenunenue 1A 0,18 0,24 0,22 0,19 0,22 0,18
(“0)
Uuamusu | ~RR 0,11 0,12 0,11 0,11 0,11 0,11
IyalbHa T
ST 0,40
Hemssec | ~RR 0,23 0,25 0,23 0,24 0,25 0,24
THast T
npumecs | 0,65
(%) ~RR 0,05 0,05 HO 0,05 0,05 HO
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T
1,29
~RR 0,24 0,23 0,19 0,24 0,25 0,22
T
1,46
~RR 0,24 0,22 0,21 0,22 0,23 0,23
T
2,10
Bcero 1,05 1,1 0,96 1,1 1,1 1,0
COIYTCTBYIOLIHUX
Beriects (%)
CrepunbHOCTD Cootser HIT HII HII HIT Coots
CTBYET €TCTBY
eT
Teepapie | > 10 68 56 19 12 14 7
YaCTHULBl | MKM
>25 0 0 0 0 0 0
MKM

RRT = otHocurenbHoe Bpems ynepskuBanus, HII = ne 3amnmanuposano, HO = He oOHapyxeHO

15 R0 <0,05%

Taoauna 59: JlanHble 0 CTAOUIBHOCTH ISl MHBEKIHU coequnenust 1, 20 mr/mi, GMP Lot 217,

5°C, 35 mn, pH 8,0

12 18 | 24M

Hccaenosanue Omec | 1 mec | 3mec | 6 Mmec | 9 mec | mec Mec 0

Buewrnuit Bun Coorts | Coots | Coots | Coots | CooTB

CTCTB CTCTB CTCTB €TCTB €TCTB

yeT yeT yeT yer yer
pH 8,2 8,1 8,1 8,1 8,1

Anamms (%) 989 | 100,3 | 100,4 | 99,2 99,4
ComnyTcTByOIINE BEIIECTBA

(%o)

Coenunenue 1A (%) 0,18 0,21 0,30 0,39 0,50

HWnausunyanen | ~RRT 0,38 | 0,13 0,14 0,15 0,16 0,18
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ast HeuzBecTHast | ~RRT 0,51 | 0,06 0,06 HO HO HO
npumech (%) ~RRT 0,65 | 0,21 0,21 0,26 0,30 0,32
~RRT 1,36 | 0,05 0,06 0,07 0,05 0,07
~RRT 1,46 | 0,16 0,17 0,19 0,19 0,21
~RRT 1,97 | 0,08 HO HO 0,05 0,05
~RRT 2,10 | 0,27 0,26 0,26 0,26 0,27
Bcero conytcTByromumx 1,1 1,1 1,2 1,4 1,6
Betects (%)
CrepunbHOCTH Coors | HII HIT HIT HIT
€TCTB
yeT
TBepabie > 10 MM 525 68 196 292 159
YaCTHLBI > 25 MKM 7 0 0 0 0

RRT = orHOocuTenpHOE Bpems yaepxkuBanusi, NS = He 3amanupoBaHo, ND = He o0HapyskeHO
i < 0,05%
Taoauua 60: J[anHbIE O CTAOUIBHOCTH IJIs1 MHBEKITUH coequuenus 1, 20 mr/mu, GMP Lot 217, -

20 °C, 35 w1, pH 8,0

12 [ 18 | 24
M M M
HccnenoBanue 0 mec 1 mec | 3 mec 6 mec 9 mec ec | ec | ec
Brewnuit Bun Coorse | Coots | CoorB | Coorserc | CooTBerc
TCTBYET | €TCTBY | €TCTBY TBYyET TBYyET
eT eT
pH 8,2 8,2 8,1 8,0 8,1
Anamms (%) 98,9 100,5 | 100,1 100,3 99,6
ConyrcTByromue
Beriectna (%)
Coenunenne 1A (%) 0,18 0,18 0,18 0,18 0,18
WUunuBunya | ~RRT 0,38 0,13 0,13 0,13 0,12 0,13
JbHAS ~RRT 0,51 0,06 0,07 0,07 HO 0,07
HeusBecTHa | ~RRT 0,65 0,21 0,20 0,20 0,22 0,22
s IPUMECh ~RRT 1,36 0,05 0,06 0,06 HO 0,05
(%) ~RRT 1,46 | 0,16 0,16 | 0,17 0,15 0,16
~RRT 1,97 0,08 HO HO 0,07 HO
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12 | 18 | 24
M|M|M

HUccnenosanue 0 mec 1 mec | 3 mec 6 mec 9 mec ec | ec | ec

~RRT 2,10 0,27 0,26 0,26 0,26 0,27

Bcero conyTrcTByromux 1,1 1,1 1,1 1,0 1,1

BeecTs (%)

CrepunbHOCTH Cootse HIT HIT HIT HIT

TCTBYET
TBepabie > 10 MM 525 140 58 105 61
YaCTHULIBI > 25 MKM 7 2 0 0 0

RRT = orHOCcuTENnBHOE BpeMs yaepxkuBanus, NS = He 3ariaHupoBaHo, ND = He o0HapykeHO
i < 0,05%

Mpumep SC: Uccnenosanus cradbuinpHocTH Tadaerok CoenuHenus 1

[775] AHAJIU3 U POACTBEHHbIE BelIeCTBA

[776] Meton BOXKX npencrasisier coboli crienupuyecKkuii U yKa3bIBAIOIINI Ha CTAOUIIBHOCTD
METOJI, UCTIONB3YEMBIH U ONpPEAENeHHs KOJUIMYECTBEHHOTO aHaN3a, POICTBEHHBIX BEIIECTB,
OJHOPOIOHOCTH copaepykaHusi, uaeHTHukammu u orcyrcrBus CoenuHeHuss 1 B Talrnerkax
Coenunenuss 1 ¢ konuenrpamueii 100 mr u 200 mr. Meron npencrasnser coOoil cucremy
rpaaueHTHON obparnenHo-¢azosoit HPLC s usmepeHust ananmusa, YUCTOTHI U POACTBEHHBIX
BemecTB. OOpaszen nekapcTtBeHHoro BemectBa CoenuHeHMs 1 W 3TaJOHHOrO CTaHAapTa
Coenunenust 1 rorosat B koHueHTpauuu 0,4 mr/mi B pazbasuresie (70:30 10 MM docdarHbiii
O6ydep:ACN). OOpasen u cranmapt BeBomaT B cucreMy BOXX c¢ oOpamennoit ¢asoit ¢
ucnonb3oBaHueM KonoHku Mightysil RP-18 GP, 4,6 x 150 mm, 3 MkMm ¢ oObemoM Bripbicka 10
LI, CKOPOCThEO mOTOKa 1,0 Mui/MuH, AMUHON BONHBI OOHapyskeHust 271 HM M TpPaJUeHTHOM
NOABWKHOM (pa3oit, cocrosimeil u3 moxBmwkHOH (asel A (900:100:1:0,1 Boma: MeOH: TFA:
H3PO4) u momsuwxuO# ¢aser B (100:900:1:0,1 Boma: MeOH: TFA: H3PO4). Coenunenus
SJIFOUPYIOT U3 KOJIOHKH, UCTONB3ysl rpaaueHT B TeueHue 40 muuyt. AHamus (% wmac./mac.)
OTIpeneNsIeTCs yTeM CPAaBHEHHsSI MIMKOBOTO OTKJIMKA 00Opaslia v CTaHaapTa.

[7771 Tor xe wmerox HPLC, xoTopelii ucnonpdyercss s ONpEeAeNeHUus] YUCTOThl U
POACTBEHHBIX BELIECTB, UCTIONB3YETCS IS U3MEPEHHUST POACTBEHHBIX BelecTB. ComyTCTBYOIINE
BEIIIECTBA C JIEKAPCTBEHHBIM BelecTBOM CoennHeHus | mpeacTaBiIeHbl B MPOLEHTAX TUIOMIAIH.
[Tnomane mpumecH nenuTcss Ha OOIIYIO IUIOMIAAb BCEX INHKOB, CBA3aHHBIX C 00pasloM, OT
BBeleHUs mpenapara obpasua 0,4 mr/mi. ComyTCTBYIOIINE BELIECTBA MPEACTABICHBI BPEMEHEM
yIlep>KUBaHMs OTHOCUTENBHO HcxoaHoro muka (RRT).

[778] KonuuecTBEeHHBIM aHAIW3, OAHOPOAHOCTb COAEPKAHUS M OTCYTCTBHE AKTUBHOIO
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BCIICCTBA:

Rsam Wstd x P 1 Vsam 100

0 =
#LC Compound 1 Rstd X Vstd X Dsam % # Tabs X LC

[779] PaBHOMEpPHOCTH CMECH:

N Rsam Wstd x P Vsam VsamWrun
[780] YLC Compound 1= Rstd X Vstd X Wsam X # LCTabs X 100

[781] ComyTCTBYyIOIIME BEIECTBA:

0 . Rimp Wstd x P 1 Vsam 100 1
[782] % Impurity = 77 X 35 X Dsam X #Tabs X I X RRF

[783] Legend:

Rsam = Area response of Compound 1 from sample injection

Rstd = Average area response of Compound 1 from bracketing standard injections
Wstd = Weight of Compound 1 reference standard (mg)

P = Purity of Compound 1 fromreference standard (decimal form)

Vstd = Volume of standard solution (mL)

Dsam = Dilution of sample solution

Vsam = Volume of sample solution (mL)

# Tabs = Total number of tablets assayed

Wsam = Weight of Compound 1 blend uniformity sample

Wrun = Theoretical (target)tablet run weight (mg)

LC = Label Claim of Compound 1 (10mg/tablet, 50mg/tablet,100m/tablet,or

200 mg/tablet)

100 = Conversion to percent

Rimp = Peak area response of impurity peaks in the sample injection

RRF = Relative response factor; Compound 1A RRF = 1.28; Assume 1.00 for all
unknown impurites.

[784] Meron pacTBOpeHHs OCHOBaH Ha Metoze pactBopeHust USP <711> ¢ ucnonp3oBaHueM
Yerpoiicta 11 (momacreit) ¢ 900 m 50 MM ¢docdarnoro Oydepa, pH 6,8 ans koHHEHTpauuu
100 mr u xoHueHtpaimu 200 Mr mpu CKOPOCTH BpalieHus jomacted 75 o0/muH. OOpasubl
cobuparot yepes3 5, 10, 15, 30, 45 u 60 MuHYT (HEOrPaHMYEHHOCTb MPU CKOPOCTH BPAILEHUS
nomnacteit 250 06/mun). Konuentpaurnu Coennnaenns 1 onpenessiroT ¢ momornsro BOXKX.

[785] AHanmuTHYECKHII MeTOn mpeAcTaBiisieT cobol wu3okpatudeckyro cuctemy HPLC ¢
obpamenHoit ¢azoii, ucnons3yriyo ACE Excel C18, 3 x 50 MM, 2 MKM) ¢ 00BEMOM BIIPBICKA 5
LI, CKOpOCThIO ToTOKa 1,0 MI/MUH, IIHMHON BOJHBI OOHapYkeHus 271 HM U MOIBIKHON (a3oi
rpanuenta. CoeqMHEHHs JIIOUPYIOT M3 KOJOHKH C HMCIIOJb30BAHUEM IpPATUEHTa B TEUYEHHE 5

muHyT. KomnmudecTBeHHbI aHann3 (mac./mMac.%) omnpenessiercss myTeM CpPaBHEHHUsS MHUKOBOTO
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OTKJIMKa oOpasla u CTaHmapTa.

[786] Tabnerku Coequnenus 1, cocraB Pas3sr 1

[787] Tabmmubr 139-142 mnoka3piBatOT pe3ynbTarThl 12-mMecsyHONH CTaOWUIIBHOCTU pPa3BUTHS
tabnerok Coenunenusi 1 npu xpanennu npu 5 °C u 25 °C/60% OTHOCUTETHHON BIIAKHOCTH.
Tabmumpr  143-146 mOKa3bIBAIOT pe3ysibTaThl CTAOMIBHOCTH A0 24 MecsueB TaONeToK
Coenunenuss 1 i KIMHUYECKOTO WCMOJNb30BAaHUS MpU XpaHeHUH npu 5 °C U MOBBILIEHHOH
crabunpHOCcTH TIpU 25 °C/60% OTHOCUTENBHOW BIAKHOCTU. JlaHHBIE TOKA3BIBAIOT OTCYTCTBHE
3HAYUTEJbHBIX XUMHUECKUX WM (PU3MUECKUX U3MEHEHHH JJIs1 00pa3uoB, xpansumxcs npu S °C
u 25 °C/60% OTHOCUTENbHOW BIQKHOCTU ISl TMAPTUH, TOMEINEHHBIX Ha CTaOWJIbHOCTB.
Nmerommecs: nanHble 0 CTaOMIBHOCTH MOATBEPKAAIOT CPOK rogHocTH Tadnerok CoenuHenus 1,
paBHBbII 36 MecsALaM.

[788] Tabmuna 61 mokasnBaeT AHAIUTHUECKUE pe3yabTaThl AN MPOHU3BEACHHBIX OIBITHBIX
naptuii, a Tabmuipr 62-63 TNOKa3BIBAIOT AHAJUTHYECKHE PE3YJIbTAaThl Ui TMPOU3BEACHHBIX

KJIMHUYECKHUX MAPTUM.

Tabauna 61: AHanuTHYEeCKHUE PE3yIbTaThl MPOSBOYHBIX NapTii Tabnerok CoenmaeHus 1

IHapTusa 381-2 HapTusa 381-3
AHaTuTHYECKAS] METOAHKA
S0 mr 200 mr
B Bur benbie HEenoBpeKeHHBIE benrbie 1ienbie, OBajbHBIE,
KPYTJIbIE BBIMYKJIble TAOIETKN BBINYKJIbIE TaOJIETKH
Unentudukarms CootBercTBYyET CootBercTBYyeET
Anams (%) 934 96,4
ConyTcTByrommue BeuecTsa
Coenqunenue 1A 0,37% 0,38%
RRT -0,38 0,21% 0,21%
RRT - 0,46 0..12% 0,12%
RRT - 0,61 0,42% 0,43%
RRT - 0,94 0,13% 0,13%
RRT - 1,45 0,38% 0,39%
RRT - 1,97 0,99% 1,09%
Bcero 2,6% 2, 7%
PactBOpeHue
5 MuHYT 48% 86%
10 munyT 84% 94%
15 munyT 93% 95%
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20 munyT 93% 95%
30 MuHYT 94% 95%
45 MuHYT 95% 95%
60 MUHYT 95% 96%
Copnep:xanue Biaru 3,4% 3,4%

Tabanua 62: AHanuTHYECKHE PEe3yJIbTaThl KIMHUYECKUX cepuii Tabnerok Coennnenus 1

Homep naptun

TecToBBIE 3aAaHUS Kpurepumn Bbinmycka 683 684

50 mr 200 mr

Tabnerku kpyrion
(OpMBL, TOKPBITHIE
o0oJoukoii ot 6eoro

IO JKENITOBATO-0e510ro0

ngera (50 mr) benble kpyribie benbie, nokpbIThIe
Brewnuii Bun TabJIeTKH, TOKPBIThIE | 000JI0YKOH TaOneTKn
TaOnerku oBaIbHOMN 000JI0UYKOM OBaJIbHON (POPMBI

(bOpMBIL, TOKPBITHIE
0005104KO#1 OT Genoro

A0 KPpEMOBOI'O IBETA

(200 mr)
Wnentudukarnys CooTBeTCTBYET CCBhIIKE CoorsercTByer CootsercTByer
Amnanus (%
3asIBJICHHOT'O Ha 0Ot 90,0% no 110,0% 101,1% 100,7%
STUKETKE)
Bcero: He 6onee 4,0% 0,45% 0,45%

Coenunenue 1A: He
ConyrcTByromue 0,21% 0,21%
oouee 1,0%
BemiectBa(O6macts %)

Kaxneiit uenosex: He

050, 0,24% (RRT 2,01) | 0,24% (RRT 2,01)
onee 0,5%

CootBercTByeT
Enunoobpaszue CootsercTBYyeET CootsercTByeT
cranzgapty USP <905>
COMEPIKaHUs ) ) 101,0% 100,3%
Content Uniformity
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Kaxnas eqununa;

>70% pacTBOPEHHOTO

TecT Ha pacTBOpEHHE 104% 105%
(Q +5%) uepes 45
MHH.
Copnepxanue Biaru Otuer o pe3ynbTaTax 3,09% 3,19%

Tect Ha
MUKPOOHOJIIOTHYECKYIO

YUCTOTY

OO011ee KOJIMYECTBO
a3pOOHBIX MUKPOOOB:

He 6onee 1000 CFU/r

OO011ee KOIUYECTBO
IPOACKEN U TIJIECEHHU

He 6osnee 100 CFU/r

FEscherichia coli:

OTCYTCTBYeT B I T

O011ee KOJIUYECTBO

a3pOOHBIX MUKPOOOB:

10 CFU/r

O0111ee KOIUYECTBO
OPOACKEN U TIJIECEHHU:

<10 CFU/r

Escherichia coli

OTCYTCTBYET B I I

OO01ee KOJIUYECTBO
a3pOOHBIX MUKPOOOB:

<10 CFU/r

OO0111ee KOIUYECTBO
IPOXOKEN U TIJIECEHHU

<10 CFU/r

Escherichia coli

OTCYTCTBYeT B 1 T

Tabauna 63: AHanuTUYeCKHe Pe3yJIbTaThl KIMHUYeCKUX cepuii Tabnerok Coenunenus 1

TecToBbIE 3a7aHUA

Homep naptun

Kpurepumn Bbinmycka B617 618
S0 mr 200 mr
TaOnerku kpyrioi
(OpMBL, IOKPBITHIE
obooukoii (50 mr) Kpyruble Tabnerkn, | TaOnerku oBambHOI
Brewnuit Bun MOKPBITHIE (OpPMBI, TOKPBITHIE
Tabnerku oBabHOMN 000JIOUKO 000JI04KOMH
(OpMBIL, TOKPBITHIE
obonoukoit (200 mr)
Unentudukarus CooTBeTCTBYET CChLIKE CootBercTByeT CootBercTBYyeT
Anamms (%
3asIBJICHHOTO Ha 0Ot 90,0% no 110,0% 102,1% 101,6%
STUKETKE)
Bcero: He 6onee 4,0% 0,92% 0,85%
ConytcrByronime Coenunenue 1A: He
0,29% 0,22%
BemecTBa(Obnacts %) 6onee 1,0%
Kaxnerit uenosex: He 0,34% (RRT 2,00) 0,34% (RRT 2,00)
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oonee 0,5%

CootBercTByeT
Enunoobpazue CootBercTBYET CootBercTBYyET
crangapty USP <905>
COMEPIKAHUS ) ) 99,0% 98,0%
Content Uniformity
Kaxnas enuHuna;
>70% pacTBOPEHHOTO
Tect Ha pacTBOpeHUE 102% 99%
(Q + 5%) uepes 45
MMHH.
Conep:xanue Bnaru Otuer o0 pe3ynbTaTax 2,84% 3,52%

Tect Ha
MHKPOOHOIOTHYECKYIO

YUCTOTY

OO0111€€e KOJIMYECTBO
a3pOOHBIX MUKPOOOB:

He Gosnee 1000 CFU/r

O01ee KOMMYECTBO
JIPOXOKEN U NIJIECEHHU

He 6onee 100 CFU/r

FEscherichia coli

OTCYTCTBYeT B 1 I

O01ee KOIUYECTBO

a3pOOHBIX MUKPOOOB:

10 CFU/r

OO01ee KONIUYECTBO

IPOXOKEHN U NJIECEHU:

<10 CFU/r

Escherichia coli:

OTCYTCTBYeT B 1 I

OO01ee KOJIUMYECTBO
a3pOOHBIX
MHUKpoboB: <10

CFU/r

OO0111e€e KOJIMYECTBO
OPOKKEN U

wiecenu: <10 CFU/r

Escherichia coli

OTCYTCTBYeT B 1 I

[789]

ApyTrue NpoAyKThI pasnoxkeHusi, kpome Coennunenus 1A.

[790]

KOTOpble OBLIM TOABEPTHYTHI

Oskupaercsi, uro B Tabnerkax CoemuHenuss 1 He OyAyT MPHUCYTCTBOBAaTh Kakue-jiuOO

beun npurorosnensl Tabnetku CoemuHenus: 1, ombiTHbie maptuu 1o S0 u 200 wmr,

HUCCIECOOBAHUIO CTaOUJILHOCTH  C BPEMCHHBIMH TOYKAMM,

onucanHbiMu B Tabmuue 64. Kpome Toro, maptuu tabnerok Coemunenusi 1, 50 mr u 200 wmr,
GMP 6bumn moMelneHbl Ha uccienoBanust cradbmnbHocT ICH, kak mokaszano B TaOsmie 65.
OO0pasipl ObUTH MPOAHATU3UPOBAHBI HA MPEAMET BHEITHETO BUIA, KOJUIMYECTBEHHOTO aHAJIN3A,
POICTBEHHBIX BEIECTB, PACTBOPEHUS, CONEPXKAHUS BJIard W MHUKPOOHBIX MpPENeNioB. ITH
o0pa3upl U3 ONBITHBIX MapTHil 1 mapTuit GMP Obutn nporecTrpoBaHsl Yepe3 12 mMecses.

[791] CoBMeCTUMOCTb U CTaOMIBHOCTb HAIOJHHUTENEH Ha CErONHSAINHHNA OeHb OBLUIA
NPOAHAJM3UPOBAHbL, M HE COOOIMANOCh O KAaKHX-JIUOO CYLIECTBEHHBIX (U3NYECKUX HIIN
XUMUYECKUX U3MEHEHUsIX. TecT u crierudpukaiuy Cpoka TOTHOCTH Noka3aHbl B Tadbmuie 66.

Tabauna 64. ['padpuk crabunbHocTy st Tabnerok CoenuHenwusi 1, onbITHRIX mapTuid mo 50 mMr

u 200 mr
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1 2 3 6 9 12 18 24
Hcxo | mecssi | mecst | Mecss | mecsa | mecsi | Mecsa | Mecsl | Mecsil
Temneparypa | aHoe I I I I I I I
5°C A A A A A B A B
25 °C/60% A A A
OTHOCUTEJIBHO 5

H BJIQJKHOCTH

TectoBass marpuua A - BHEIIHMM BHUJ, aHAJIW3, POACTBEHHbIE BELIECTBA, PACTBOPEHHE U

BJIAXXHOCTH 10 Kapny ®@uinepy.

TecroBass matpuua B - BHeWHWI BUJI, aHaIW3, POJICTBEHHbIC BEILECTBA, PACTBOPEHUE,

BIaKHOCTB 10 Kapiy @uinepy 1 MUKpOOHBIE TIpEIEIbl.

Tabnauna 65 I'paduk crabunbHOCcTH st Tadnerok Coemuuenus: 1, 50 mr u 200 wmr, cepwii

KJIIMHUYECKWUX HUCITBITAHNUH

1 2 3 6 9 12 18 24
Hcxo | mecss | mecss | Mecsa | Mecst | meca | Mecsi | Mecsl | Mecsil|
Temneparypa | aHoe | | | | | | |
S0 mr
5°C A A A A B
25 °C/60% A A A A A A
OTHOCHUTEJIBHO 5
1 BIaKHOCTH
200 mr
5°C A A
25 °C/60% A A A A
OTHOCHUTEJIBHO 5
1 BJIQ&JKHOCTHU

TecroBas marpuima A - BHEIIHWHM BHJ, aHAJIM3, POACTBEHHbIE BEIECTBA, PACTBOPEHHE MU

BJIAKHOCTH 10 Kapny @uiuepy.

TecroBass matpuua B - BHEWIHWI BHUJ, aHaIW3, POJACTBEHHbIE BEILECTBA, PACTBOPEHUE,

BJIaKHOCTH 110 Kapiy ®@uinepy 1 MUKpOOHBIE TIpEIeIbl.

Taoauua 66. Texuuueckue nasable ctadbibHOCTU Ta0eTok Coenuuenus 1

TecToBbIE 3a7aHUA

Cnocoosbl

Kputepun Beinmycka
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Buaemnni Bung

BusyanbHblil MeTOx

Tabnerku kpyrioi (GOpMBbI, TOKPBITHIE
o0osnoukoii (50 mr)
TaOnerku oBanbHON (POPMBI, MOKPHITHIE

obonoukoii (200 mr)

Wnentudukarys Meton BOXKX CooTBeTCTBYET CChUIKE
Ananus (% 3as1BJI€HHOTO
Meton BOXX Ot 90,0% no 110,0%
Ha 5THKETKE)
Bcero: He Gonee 4,0%
ConytcTyromue Coenunenne 1A: He 6onee 1,5%
Meton B2XX

BeriectBa(O6macte %)

Kaxknas ornenbHas npumech: He Gonee

0,5%

TecT Ha pacTBOpeHue

USP <711>, Metox
BOXX

Kaxnas enunanima: >70% pacTBOPEHHOTO

(Q + 5%) uepes 45 MuH.

Conepsxanue Biaru

USP <921> Mertox la

Otuer o pesynbTaTax

Tect Ha
MHKPOOHUOIOTHYECKYIO

YUCTOTY

USP <61>, <62>

CootBercTBYET

Coxpamenus: HPLC = BbicokoapdextuBHas xuakoctHas xpomarorpadus; NMT = e Gonee

yem; USP = ®apmakones CIIIA.

Tab6auua 67: J{anasie o crabunbHocTr st Tabnerok Coenunenus 1, 50 mr, maptus 381-2, 25

°C/60% OTHOCHTENBHO BJIAXKHOCTH, (PJIAKOH M3 MOJMATHUIIEHA BBICOKOH MIOTHOCTH Ha 30 1TyK

HUccnenoBanue 0 mec 1 mec 3 mec 6 mec 9 mec 12 mec
Cootser | Cooter | CootBer | CootBer | CootBer | CooTBe
Buemrnuit Bun
CTByeT | CTByeT | CTByeT | CTByeT | CTBYeT | TCTBYET
Anamms (%) 93,4 90,5 93,6 87,8 91,6 92,5
ComnyTcTByOIINE BEIIECTBA
(%o)
Coenunenne 1A (%) 0,37 0,39 0,33 0,44 0,44 0,47
Uunusunyanpr | ~RRT 0,38 0,21 0,20 0,22 0,21 0,22 0,22
ast HemsBectHast | ~RRT 0,45 0,12 0,16 0,15 0,15 0,16 HO
npumecs (%) ~RRT 0,62 0,42 0,42 0,46 0,46 0,51 HO
~RRT 0,95 0,13 0,12 0,13 0,12 0,12 0,13
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~RRT 1,47 0,38 0,38 0,38 0,43 0,41 0,39

~RRT 2,00 0,99 0,94 0,97 0,92 0,98 0,95
Bcero conyreTByromux

2,6 2,61 2,64 2,73 28 2,67

Beriects (%)

Cpennee
PactBopenue 95 92 94 91 95 97

3HaYeHHE
(%

MuH. 93 89 91 89 93 93
pacTBopsieTCsI

Makc. 96 97 96 92 98 99
3a 45 MUHYT)

%0CO 1,6 3,8 2,1 1,1 2,0 2,1
Conepsxanune Bopnpbr 3,3 2,88 2,35 2,87 3,0 3,23
OObmee kKOMUIeCTBO a3POOHBIX

HIT HIT HIT HIT HIT HIT

mukpobos (KOE/T)
OO1mee konMU4eCTBO
KOMOWHHPOBAHHBIX IPOXIKEH HIT HII HII HIT HIT HII
u tuiecenu (KOE/r)
E. Coli HIT HIT HIT HIT HIT HIT

RRT = orHOCHTENBHOE BpeMs yaepkuBaHus, NS = He 3ammanupoBaHo, ND = He oOHapyskeHO
i < 0,05%
Ta6auna 68: lannasie o crabunpHocTH Auist Tabnerok Coenuuenus 1, SO mr, maptus 381-2, 5 °C,

(b1aKOH U3 MONUATUIIEHA BBICOKOH TUIOTHOCTU Ha 30 ITyK

HccaenoBanue 0 mec 1 mec 3 mec 6 mec 9 mec 12 mec

Cootse

Cooteerc | CoorBerc | Coorserc | CoorBerc | Coorserc
Brewnnit Bun TCTBY€
TBYET TBYET TBYET TBYET TBYET
T

Anamms (%) 93,4 90,4 91,7 94,1 94.0 952
ConyrcTByromue

Beriectna (%)

Coenunenne 1A (%) 0,37 0,32 0,21 0,29 0,23 0,24
Uanusun | ~RRT

0,21 0,19 0,21 0,22 0,21 0,21
yanbHass | 0,38
HensBecT | ~RRT

0,12 0,17 0,16 0,16 0,17 0,10
Has 0,45
npumecb | ~RRT

0,42 0,40 0,42 0,43 0,45 0,44
(%) 0,62
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~RRT
0,13 0,12 0,12 0,13 0,13 0,13
0,95
~RRT
0,38 0,38 0,37 0,46 0,42 0,40
1,47
~RRT
0,99 0,94 0,96 1,02 1,03 0,99
2,00
Bcero
COMYTCTBYIOLINUX 2,6 2,52 2,45 2,71 2.6 2,51
Beriects (%)
Pacteope | Cpennee
95 94 95 91 95 99
Hue (%o 3HAYCHHE
pactBope | MuH. 93 91 91 88 90 97
Husi 32 45 | Makc. 96 96 97 95 98 101
MHHYT) %0CO 1,6 2.3 2.4 29 3,5 1,1
Conepsxanne Bonbl 3,3 2,7 2,38 2,81 3,1 3,22
O0b1mee KOIUYECTBO
a3pO0HBIX MUKPOOOB HII HII HII HII HIT HIT
(KOE/T)
OOb1mee KOIUYECTBO
KOMOMHHUPOBAHHBIX
HIT HIT HIT HIT HIT HIT
IPOKKEN U TUIECEHU
(KOE/r)
E. Coli HIT HIT HIT HIT HIT HIT

RRT = orHocutenpHOE BpeMs yaepxkuBanus, NS = He 3amnanupoBaHo, ND = He oOHapykeHO
i < 0,05%

Tabauna 69: Jlanusie o crabunbHocTu 1i1s Tabnerok Coenunenust 1, 200 mr, maptust 381-3, 25

°C/60% OTHOCUTENBHOH BIAXKHOCTH, (PIIAKOH M3 MOJMATHIIEHA BBICOKOH MIIOTHOCTH Ha 30 mTyK

HccnenoBanue 0 mec 1 mec 3 mec 6 mec 9 mec 12 mec

Buemrnnit Bun Cootser | Cooteet | CootBer | CootBer | CootBer | CooTBe
CTBYET | CTBYET | CTBYET | CTBYET | CTBYET | TCTBYET

Anamms (%) 96,4 94,5 94,8 94,2 95,6 96,6

ConyTcTByOIINE BEIIECTBA

(“o)

Coenunenne 1A (%) 0,38 0,39 0,32 0,45 0,45 0,49

2

2

2

2

>

2
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HUnausunyaneHa | ~RRT 0,21 0,21 0,22 0,22 0,23 0,22
s1 HEU3BECTHAS 0,38
npumecs (%)
~RRT 0,12 0,46 0,16 0,16 0,17 0,10
0,45
~RRT 0,43 0,61 0,46 0,48 0,52 0,52
0,62
~RRT 0,13 0,95 0,13 0,13 0,13 0,13
0,95
~RRT 0,39 0,40 0,39 0,46 0,42 0,41
1,47
~RRT 1,03 0,98 0,99 1,00 1,02 0,99
2,00
Bcero conyTcTByromumx 2,7 2,71 2,67 2,90 29 29
Bemiects (%)
Pacreopenue (% | Cpennee 95 93 94 91 96 98
pacTBOpEHUs 32 | 3HAUEHUE
45 MuHYT) MuH. 95 92 93 87 95 95
Makc. 98 96 96 94 98 99
%0CO 1,2 1,6 1,2 2,6 1,2 1,8
Conepsxanue Bonpl 3,4 2,28 2,49 2,47 2,5 3,03
OO1wiee KOMUYECTBO a3POOHBIX HIT HIT HIT HIT HIT HIT
mukpobos (KOE/T)
OO0wee KOMUYECTBO HIT HIT HIT HIT HIT HIT
KOMOWHHUPOBAHHBIX JTPOXIKEH
u tuiecenu (KOE/r)
E. Coli HIT HIT HIT HIT HIT HIT

RRT = orHOCcuTENnbHOE BpeMs yaepxkuBanus, NS = He 3arianupoBaHo, ND = He o0HapykeHO

i < 0,05%

Ta6auna 70: Janubie o ctabunpHocTH st Tadnerok Coenunenus 1, 200 mr, maptus 381-3, 5

°C, (naKkoH U3 MONUATHIIEHA BBICOKOH TUIOTHOCTH Ha 30 MTyK

HcecnenoBanue 0 mec 1 mec 3 mec 6 mec 9 mec 12 mec
Cootser | CoorBer | Cootser | CootBer | CoorBer | CooTBe
Buemrnuii Bun
CTBY€T CTBY€T CTBYET CTBYeT CTBYeT | TCTBYET
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Anamus (%) 96,4 94,9 93,8 96,0 96,1 96,6
ConyTcTByOIINE BEIIECTBA
(%)
Coenunenue 1A (%) 0,38 0,33 0,21 0,28 0,23 0,24
WnnusunyanbHast
~RRT
HEU3BECTHAs 033 0,21 0,20 0,21 0,22 0,22 0,22
npumech (%) ’
~RRT
0,12 0,19 0,16 0,17 0,17 0,11
0,45
~RRT
0,43 0,42 0,42 0,43 0,45 0,44
0,62
~RRT
0,13 0,12 0,13 0,13 0,13 0,13
0,95
~RRT
0,39 0,39 0,38 0,47 0,43 0,41
1,47
~RRT
1,03 0,99 0,99 1,03 1,05 1,02
2,00
Bcero conyrcTByromux
2,7 2,64 2,50 2,73 2,7 2,57
Bermiects (%)
Cpennee
95 94 95 94 95 99
PactBopenue 3HA4YECHUE
(% pactBopsiercst | MuH. 93 93 92 93 93 98
3a 45 MUHYT) Makc. 97 96 99 95 97 101
%0CO 1,7 1,5 2,6 1,0 1,7 1,1
Conepsxanue Boppr 3,4 2,59 2,82 2,84 24 3,34
OObmee kOMU4IeCTBO a3POOHBIX
HIT HIT HIT HIT HIT HIT
mukpobos (KOE/T)
OObmee konMU4IECTBO
KOMOWHHPOBAHHBIX TPOXIKEH HII HIT HII HII HIT HII
u tuiecenu (KOE/r)
E. Coli HIT HIT HIT HIT HIT HIT

RRT = orHOCcHTENBHOE Bpems yaepxkusanus, NS = He 3amanupoBaHo, ND = He o0HapyskeHO

i < 0,05%

Ta6nauna 71: lansbie o crabuwibHOCTH it Tabnerok Coemunenust 1, 50 mr, maptus 660, 25

°C/60% otHOCHTENBbHOI BiaskHOCTH, 30 OyThLTel 13 HDPE
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HcecnenoBanue 0 mec 3 mec 6 mec 9 mec 12 mec 18 mec 24 mec
Cootser | Cootser | CoorBer | CoorBer | CoorBer | CoorBer | CooTBer
Buemrnuii Bun
CTBYeT CTBYET CTBY€T CTBYET CTBYET CTBYeT CTBYeT
Anamms (%) 101,1 105,5 1043 1021 104,6 102,8 103,5
ConyrcTtyromue
BemecTsa (%)
Coenqunenue 1A
0,21 0,45 0,44 0,53 0,59 0,63 0,73
(%)
Nunusun | ~RR
yaJibHasi T HO HO 0,13 0,13 0,14 HO HO
neussect | 0,77
Hast
~RR
pUMeCh
T 0,24 0,23 0,22 0,24 0,24 0,22 0,23
(%)
2,00
Bcero
COINYTCTBYIOLIUX 0,45 0,68 0,79 0,90 0,97 0,85 1,00
Beriects (%)
Cpen
Hee
104 100 104 105 106 106 107
PactBope | 3Ha4
Hue (% eHue
pactBope | MuH. 101 93 99 97 102 103 102
Hus 3a 45 | Mak
108 105 108 114 111 110 112
MUHYT) C.
%0C
2,6 4.4 3,8 5,6 3,0 3.4 3,0
O
Conepsxanne
3,09 2,24 2,97 3,31 2,59 3,20 3,20
Bonnl
OOG1ee
KOJIMYECTBO
a3pOOHBIX 10 HI1 HI1 HI1 HI1 HI1 HI1
MHUKpOOOB

(KOE/T)
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OOmmee
KOJIMYECTBO
KOMOWHHUPOBaHH <10 HII HII HII HII HII HII
BIX IPOXOKEN U
wiecern (KOE/T)
‘ Orcyter
E. Coli HII HII HII HII HII HIT
Byet/lIr

RRT = orHOocuTenpHOE Bpems yaepxkuBanusi, NS = He 3amianupoBaHo, ND = He oOHapykeHO

i < 0,05%

Ta6nuna 72: Jlanubie o crabunpHocTH s Tabnerok Coenunenus 1, 50 mr, maptust 660, 5°C,

30 6yTeuneit us HDPE

12 18 24
Hccnenosanue 0Omec | 3mec | 6 mec | 9 mec
mec mec Mmec
Coots | Coots | Coots | CoorB | CooTB Coorts
Bremnuit Bun €TCTBY | €TCTBY | €TCTBY | ercTBy | erctBy | HII | ercTBY
eT eT eT eT eT eT
Ananus (%) 101,1 | 101,9 | 103,9 | 103,1 | 103,9 HIT 101,9
Conyrctyromue Bemectna (%)
Coenunenue 1A (%) 0,21 0,23 0,19 0,23 0,24 HIT 0,25
WnnusunyanbHast
~RRT
HEU3BECTHAs 5 00 0,24 0,24 0,23 0,24 0,24 HIT 0,23
npumech (%) ’
Bcero conyTcTByromumx
0,45 0,47 0,42 0,47 0,48 HIT 0,48
Betects (%)
Cpennee
104 99 107 106 104 HIT 108
PactBopenue (% 3Ha4YECHUE
pactBopeHus 3a 45 | Mun. 101 96 105 102 103 HIT 104
MUHYT) Makc. 108 106 110 110 106 HIT 112
%0CO 2,6 3,8 2,0 2,7 1,3 HIT 2,5
Conepsxanue Bopbl 3,09 2,41 3,11 3,18 2,61 HIT 3,00
OObmee konMu4ecTBO a3POOHBIX
10 HIT HIT HIT HIT HIT <10
mukpobos (KOE/T)




12 18 24
HUccnenosanue 0O mec | 3mec | 6 mec | 9 mec
mec mec Mmec
OO0wiee konMU4eCTBO
KOMOWHHUPOBAHHBIX IPOACOKEH <10 HII HII HII HII <10
wiecern (KOE/T)
OtcyT OTtcyT
E. Coli CTBYET HIT HIT HIT HIT | cTyer
/1t /1t

RRT = orHOocuTenpHOE Bpems yaepxkuBanus, NS = He 3amanupoBaHo, ND = He oOHapykeHO

i < 0,05%

Ta6nuna 73: Jlanusie o crabunmbHocTu it Tabnerok Coemuuenust 1, 200 mr, maptusi 661,

25°C/60% otHOCHTENBHOMH BaxkHocTH, 30 OyThutei u3 HDPE

HccnenoBanue 0 mec 1 mec 3 mec 6 mec 9 mec
Cootserc Cootserc | Cooterc | CooTserc
Buemnnit Bun DNC
TBYET TBYET TBYET TBYET
Anamms (%) 100,7 104,0 102,3 102,7 102,7
Conyrctyromue Bemectna (%)
Coenunenne 1A (%) 0,21 0,26 0,45 0,50 0,50
HNnnusunyanpHas
~RRT
HEU3BECTHAS 500 0,24 0,25 0,25 0,24 0,24
npumech (%) ’
Bcero conytcTByrommx
0,45 0,51 0,70 0,74 0,74
Berects (%)
Cpennee
105 106 102 104 105
PactBopenue (% 3HAUYEHHE
pactBopenusi 32 45 | MuH. 104 100 98 102 102
MUHYT) Makc. 109 108 106 107 108
%0CO 0,9 3,0 3,2 2,1 2,1
Conep:xanvie Boabl 3,19 2,70 2,80 3,18 3,12
OObmee konmu4ecTBO a3POOHBIX
<10 HIT HIT HIT HIT
mukpobos (KOE/T)
OObmee kOnMU4IECTBO
KOMOWHHUPOBAHHBIX IPOACKEH U <10 HII HII HII HII
miecern (KOE/T)
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E. Coli

OTtcyTcTB

yer/1lr

HII

HII

HII

HII

RRT = orHocurensHoe Bpems yaepkusanusi, HIT = ne nnmanuposano, HO = He oOHapy>keHO mnun

<0,05%, DNC = He cOOTBETCTBYET

Ta6sauua 74: [lannbie o ctabunbHocTH 1yt Tabnetok Coenunenus 1, 200 mr, maptus 661, 5°C,

30 6ytbuneit us HDPE

HccnenoBanue 0 mec 1 mec 9 mec

Brewnuit Bun CootBercTByeT DNC CootsercTByeT

Anamus (%) 100,7 102,2 104,9

Conyrctyromue Bemectna (%)

Coenunenne 1A (%) 0,21 0,21 0,23

HWnauBunyanpHas ~RRT 0,24 0,24 0,25

HEWU3BECTHAS 2,00

npumecs (%)

Bcero conytcTByromumx 0,45 0,45 0,48

Beriects (%)

Pacreopenue (%o Cpennuee 105 109 102

pacTBOpeHus 3a 45 | 3HaUCHUE

MUHYT) MuH. 104 104 100
Makc. 109 114 105
%0CO 0,9 3,5 2,1

Conepxanune Bozpr 3,19 2,91 3,28

O01mee KONMUYECTBO a3POOHBIX <10 HIT HIT

mukpobos (KOE/T)

OO0mee kKOMUYECTBO <10 HIT HIT

KOMOWHHUPOBAHHBIX IPOACKEH U

wiecern (KOE/T)

E. Coli OtcyrcTByer/Ir HIT HIT

RRT = ornocurensroe Bpems yaepskusanusi, HI1 = ve mnanuposano, HO = He oOHapy»keHO i

<0,05%, DNC = He cOOTBETCTBYET

Tabnuna 75: Jlanubie o crabuimpHocTH 1uisi Tabnerok Coenubenus 1, 50 wmr, maptus 617,

25°C/60% otHOCHTENBHOH BiakHOCTH, 30 OyThUTel 13 HDPE

HcecnenoBanue

0 mec | 1 mec

3 mec

6 mec | 9 mec

12

Mec

18 | 24

MeC | MeC




283

12 18 | 24
HUccnenosanue Omec | 1 mec | 3 mec | 6 mec | 9 mec
Mec | Mec | mec
Buenrnuit Bun Coots | Coots | Coots | Coots | Coots | CooTB
€TCTB | €TCTB | €TCTB | €TCTB | €TCTB | €TCTB
yer yer yer yer yer yer
Amnanus (%) 98,6 99,8 | 100,2 | 101,4 | 100,5 | 98,7
ComnyTcTByHOIINE BEIIECTBA
(%0)
Coenunenue 1A (%) 0,33 0,45 0,63 0,72 0,86 0,86
HUnausunyanena | ~RRT 0,15 0,15 0,14 0,16 0,16 0,16
s1 HEU3BECTHAS 0,37
npumech (%) ~RRT 0,14 0,16 0,17 0,20 0,23 0,25
0,60
~RRT 0,33 0,33 0,29 0,33 0,31 0,29
2,05
Bcero conytcrByromumx 0,95 1,1 1,2 1,4 1,6 1,6
Beriects (%)
Pacteopenue (% | Cpennee 99 102 99 100 100 104
pacTBOpeHMsi 3a | 3HaUEHUe
45 MUHYT) MuH. 95 99 92 96 97 101
Makc. 103 104 104 104 101 106
%0CO 3,6 1,7 4,4 2,6 2.4 2,0
Conepsxanue Bonpl 2,8 3,2 3,8 3,8 3,7 3,8
OO0wee KOMUYECTBO <10 HIT HIT HIT HIT 10
a3pOOHBIX MUKPOOOB
(KOE/T)
OObmee kOMU4IECTBO <10 HIT HIT HIT HIT <10
KOMOWHHPOBAHHBIX JIPOACKEH
u tuiecenu (KOE/r)
E. Coli Otcyr | HII HII HII HIT | Orcyt
CTBye CTBye
T/1r T/1r

RRT = orHOCHTENBHOE Bpems yaepxkuBaHus, NS = He 3amanuposaHo, ND = He oOHapyskeHO
i < 0,05%

Ta6auna 76: [lanubie o crabunpHOCTH 1iist TaOnerok Coenunenus 1, 50 mr, maptus 617, 5°C,
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30 6yTeuneit us HDPE

12 18 | 24
Hccnenosanue Omec | 1 mec | 3mec | 6 Mec | 9mec | mec | mec | mec
Buenrnnit Bun Coots | Coots | Coots | Coots | Coots | CooTB
€TCTB | €TCTB | €TCTB | €TCTB | €TCTB | €TCTB
yer yer yer yer yer yer
Ananus (%) 98,6 | 100,2 | 983 99,9 99,0 | 101,3
ComnyTcTByOIINE BEIIECTBA
(%0)
Coenunenue 1A (%) 0,33 0,37 0,35 0,30 0,34 0,30
HUnausunyanena | ~RRT 0,15 0,15 0,13 0,15 0,15 0,14
s1 HEU3BECTHAS 0,37
npumech (%) ~RRT 0,14 0,15 0,13 0,15 0,16 0,16
0,60
~RRT 0,33 0,33 0,30 0,32 0,31 0,32
2,05
Bcero conytcTByromumx 0,95 1,0 0,91 0,92 1,0 0,92
Beriects (%)
Pacteopenue (% | Cpennee 99 104 100 104 100 109
pacTBOpeHMs 3a | 3HAUYEHUE
45 MUHYT) MuH. 95 95 91 102 87 111
Makc. 103 104 105 109 108 107
%0CO 3,6 2,9 52 3,0 6,8 1,7
Conepsxanue Boppr 2,8 3,2 3,7 4,0 3,6 4.0
OO0mee kKOMUYECTBO <10 HIT HIT HIT HIT <10
a3pO0HBIX MUKPOOOB
(KOE/T)
OObmee konMU4IECTBO <10 HIT HIT HIT HIT <10
KOMOMHHPOBAHHBIX JIPOACKEH
u tuiecenu (KOE/r)
E. Coli Otcyr | HII HII HII HIT | Otcyt
CTBye CTByE
T/1r T/1r

RRT = orHOCHTENBHOE Bpems yaepxkusanus, NS = He 3amnanupoBaHo, ND = He oOHapyskeHO

i < 0,05%
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Ta6nauna 77: Jlanusie o crabunmbHocTu it Tabnerok Coemuuenust 1, 200 wmr, maptus 618,

25°C/60% otHOCUTENBHOH BraxkHocTH, 30 OyTeuteit n3 HDPE

1|2
8| 4
M| M
Hccnegopanue 0 mec 1 mec 3 mec 6 mec 9 mec 12 mec |ec | ec
Brewnuit Bun Cootser | Cootrser | Cooreer | CoorBer | CoorBer | CooTrer
CTBYET CTBYECT CTBYCT CTBYCT CTBYECT CTBYE€T
Anamus (%) 98,8 99,0 100,4 98,2 98,7 100,3
ConyrcTByromue
Beriectna (%)
Coenunenue 1A 0,23 0,29 0,40 0,50 0,58 0,62
(“o)
Uuamusun | ~RR 0,15 0,15 0,14 0,15 0,15 0,16
yaJbHas T
HeusBectH | 0,37
ast ~RR 0,14 0,15 0,16 0,18 0,22 0,24
npumecs | T
(%) 0,60
~RR 0,33 0,32 0,31 0,31 0,30 0,30
T
2,05
Bcero 0,85 0,91 1,0 1,1 1,3 1,3
CONNyTCTBYHOLIUX
Betects (%)
PactBope | Cpen 97 99 98 96 97 98
Hue (%o Hee
pacTBope | 3Hau
Hus 32 45 | eHue
MUHYT) MuH. 89 97 96 93 95 91
Makc 102 103 101 98 100 101
%0C 5,0 2,1 1,6 2,0 1,9 3,7

0)
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Conepxanue 3,2 3,4 3,7 3,9 3,7 4,0

Bonbr

OOGmee <10 HII HII HII HII <10
KOJIHYECTBO
a3pOOHBIX

MHKpPOOOB

(KOE/T)

OOmmee <10 HIT HIT HIT HIT <10
KOJINYECTBO
KOMOWHHPOBAHHBI
X APOXKEN U

wiecern (KOE/T)

E. Coli OTtcyTcT HII HII HII HII OtcyTcT

Byet/Ir Byet/1r

RRT = orHOCHTENBHOE BpeMs yaepxkuBanus, NS = He 3aranupoBaHo, ND = He o0HapyskeHO
i < 0,05%
Ta6auna 78: Jlanusie o ctabunbHocTr st Tabnerok Coenunenus 1, 200 mr, nmaptus 618, 5°C,

30 6yTeuneit us HDPE

12 18 | 24
Hccnenoanue Omec | 1 mec | 3mec | 6 mec | 9mec | mec | mec | Mec
Brewmnuit Bun Coots | Coots | Coots | Coots | CootB | CooTB
€TCTB | €TCTB | €TCTB | €TCTB | €TCTB | €TCTB
yeT yer yer yer yer yeT
Anamus (%) 98,8 98,9 99,9 | 100,1 | 99,0 | 101,0
ComnyTcTByOIINE BEIIECTBA
(“o)
Coenunenne 1A (%) 0,23 0,23 0,23 0,23 0,22 0,21
HWnausunyanen | ~RRT 0,15 0,15 0,14 0,15 0,14 0,14
ast HeuzBecTHas | 0,37
npumech (%) ~RRT 0,14 0,14 0,13 0,14 0,16 0,15
0,60
~RRT 0,33 0,33 0,31 0,33 0,31 0,32
2,05
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Bcero conytcTByromumx 0,85 0,85 0,81 0,85 0,83 0,82

Beriects (%)

PactBOpeHue Cpenuee 97 99 100 98 97 100

(% 3HauUEHHe

pacTBOpeHus 3a | MuH. 89 97 94 95 95 97

45 MuHYT) Makc. 102 103 103 101 100 104
%0CO 5,0 2,1 3,2 2.3 2,0 22

Conepsxanue Bonpr 3,2 3,4 3,7 3,9 3,6 4.0

OO0wee KONMUYECTBO <10 HIT HIT HIT HIT <10

a3pOOHBIX MUKPOOOB

(KOE/r)

OObmee kKONMU4IECTBO <10 HIT HIT HIT HIT <10

KOMOWHHPOBAHHBIX

nposxoxei u ecenu (KOE/T)

E. Coli Otcyr | HII HII HII HIT | Orcyt
CTBye CTByE
T/1r T/1r

RRT = orHOCHTENBHOE Bpems yaepxkusanus, NS = He 3amnanupoBaHo, ND = He oOHapyskeHO
i < 0,05%

Taoaerku Coequnenus 1, Cocrap ®a3pi 2

[792] Tabmuubr 89-92 mNOKa3bIBAIOT pe3yJbTaThl CTAOMJIBHOCTH  Pa3BUTUS  TabJETOK
Coemunennss 1 no 18 wmecsueB npu xpaHeHun npu 5 °C u g0 9 MecsleB YCKOPEHHOM
crabunpHocTH Tpu 25 °C/60% oTHOCUTENbHOM BiaXHOCTH. Tabmuipl 93-96 moKa3bIBAKOT
pesynbTaThl 12-mecsiunoit crabunbHocTr Tabnetok GMP Coemunenust 1 100 mr u 200 wr,
[Maptun Ne 645 u 646, coorBercTBeHHO, Npu xpaHeHnu npu S °C u 25 °C/60% oTHOCHUTEIBHON
BJIAKHOCTH. JlaHHBIE MOKA3bIBAIOT OTCYTCTBHE 3HAYUTEIBHBIX XUMHYECKUX WM (PU3NIECKUX
u3MeHeHul i1 00pa3nos, xpausmuxcs mpu S °C u 25 °C/60% OTHOCUTENbHON BIaKHOCTH AJIS
TECTHPYEMBIX MOMEHTOB BPEMEHHU, U COIJIACYIOTCS C JAHHBIMH O CTAOMJIBHOCTU TaOJETOK IJis
@a3bl 1. AHanorumuHbiM oOpa3om, naHHbie B Tabmuue 97 u Tabmuue 98 mokasbIBAKOT, HTO
Tabnerku o 200 mr [Taptun 192 cTraOunbHbI B TeueHHe 6 MecsLeB Kak s yenosuit 5 °C, Tak u
25 °C/60% OTHOCHTEIBHON BIAKHOCTH.

[793] OcnosbiBasic Ha ICH Q1E, noctynHble nanHble 0 CTAOUIBHOCTU MOATBEPKAAIOT CPOK
rogHoctu 30 mecsiueB mpu xpaneHuu tadnerok Coemmnenus 1 mpu 5 °C Ha OCHOBE HaHHBIX
HU3KOTEMIIEPATypPHOTO  XPAaHEHUs, JaHHbIX COBMECTUMOCTH  HAIOJHUTENEH, JaHHBIX

crabunbHocTH CocraBa @assl 1 u maHHBIX Tekyluel crabunbHocTH Pasbl 2. JlaTa MOBTOPHOTO
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ucnbITaHusA/Cpok rogHocT st Tabnetok GMP Coenunennst 1 Oyner oOHOBISATBCS Ha OCHOBE

JOIIOJIHUTEJIbHBIX OAaHHBIX O CTaOMJIIbHOCTH U3 TEKylIux H 6YI[YH_II/IX I/ICCJ'Ie)IOBaHI/Iﬁ

CTaOUJIBHOCTH ICH, MPOBOAUMBIX OAHOBPEMCHHO C KIMHHUYCCKUMH MHCCIICAOBAHUSAMHU, KaK

onucano B Tabnune 81 u B cooTBeTCTBUH CO crienudukalyei, nokazanioi B Tabmuue 83.

[794] Amnanu3 cepun Kaxnas xnunnueckas naptust Tadbnerox Coenunenust 1 100 mr u 200 mr

6YI[eT INpoBEPEHA Ha COOTBETCTBUEC YTBEPKACHHBIM CHeLII/I(l)I/IKaLII/IHM nepea UCrojib30BaHUEM B

KJIMHUYECKUX UCCJIENOBAHUIX U MoMelleHa Ha uccienosanus crabunbroctu ICH. B Tabnunax

79-80 mpencTaBiaeHbl JaHHBIE HCIIBITAHUI MOIAEP KUBAOLIECH CTAOUITBHOCTH.

Tabauua 79: AHanuTUYECKHE Pe3yJIbTaThl MPOSIBOYHBIX NapTuii Tabnerok Coenunenus 1

AHAJIUTHYECKASI METOAHKA

MMaprus 381-100C
100 mr

Maprusa 381-200C
200 mr

Buemnuii Bug

benble kpyrible BbIMyKJIbIE

TaOJIETKH, TOKPBITHIE

benrpie oBanbHBIE BBIITYKJIbIC

TabNETKH, TOKPHITHIE

Conepsxanue Biaru

000JI0UKOM 000JI0UK O
Wnentudukarms CootsercTByeT CootBercTByeT
Anamus (%) 95,1% 98,1%
ConyTcTByOIINE BEIIECTBA

RRT -0,39 0,24% 0,25%

RRT -0,51 0,15% 0,16%

RRT -0,63 0,39% 0,41%

RRT - 1,19 0,33% 0,34%

Coenunenue 1A 0,19% 0,19%

RRT - 1,47 0,18% 0,18%

RRT -2,00 0,66% 0,69%

Bcero 2,1% 2,2%
PactBOpenue

5 MUHYT 23% 61%

10 munyT 48% 91%

15 munyT 87% 94%

20 munyT 95% 95%

30 MuHYyT 97% 96%

45 MunHyT 99% 97%

60 MUHYT 100% 98%

3,4% 3,2%

Ta6nuna 80: AnanuTudeckue pe3ybTaThl KIMHUYeCKuX cepuii Tabnerok Coenunenus 1
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Homep naptun

Kputepun 645 646 192
TecToBbIe 32a8aHUs BbINYCKA 100 mr 200 mr 200 mr
Buemrnnit Bun Tabnerku Cootserctiyer, | CoorBercTByeT, | COOTBETCTBYET,
KPYTJIO# (hOpMBI, KpYyTJible JKENTOBATO- TabneTku
TIOKPBITHIE TabNeTKH, Oenbie OBaJIbHOM
obosoukoii (50 MOKPBIThIE TabNeTKu (bopmbl,
M) 000JIOUKOIA, He OBaJIbHOH HOKPBITHIE
COBCeM 0eioro (bopMBI, 000JIOUKOU He
Tabnetku [BETA TIOKPBITBIE COBCEM 0eJioro
OBaJIbHOU 000IOUKOMH L[BETA
bopmpl,
MOKPBITHIE
obonoukoii (200
MT)
Unentudukanus CootserctByer | CootBerctByer | CoorBercTByer | COOTBETCTBYET
CCBUIKE
Anamus (% Ot 90,0% no 101,8% 101,7% 98,3%
3asIBJIEHHOT'O Ha 110,0%
STUKETKE)
ConyrcTByomue Bcero: He Gonee 0,98% 0,86% 0,93%
BerecrBa(O6macts %) 4,0%
Coenunenue 1A: 0,31% 0,23% 0,20%
He 6omnee 1,0%
Kasxnprii RRT 0,38 — RRT 0,38 — RRT 0,39 —
qenoBek: He 0,15% 0,15% 0,10%
bonee 0,5% RRT 0,61 — RRT 0,61 — RRT 0,63 —
0,16% 0,15% 0,21%
RRT 2,02 — RRT 2,02 — RRT 1,46 —
0,33% 0,33% 0,18%
RRT 2,01 -

0,24%
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Homep naptun

Kputepun 645 646 192
TecToBbIe 32a8aHUs BbINYCKA 100 mr 200 mr 200 mr
EnunooGpasue CootserctByer | CoorBerctByer | CoorBercTByeT | COOTBETCTBYET
cozeprKaHus crannapry USP AV=27 AV =42 AV=172
<905> Content
Uniformity
TecT Ha pacTBOpeHue Kaxnas 95% 90% 96%
equHuna: >70%
PacTBOPEHHOTO
(Q +5%) gepes
45 MuH.
Conepsxanue Braru Otuer 0 2.81% 3,19% 3,4%
pe3yJbTaTax
Tect Ha OOmee Obmee Obuee Obmee
MHUKPOOHOJIIOTHYECKYIO KOJIMYECTBO KOJINYECTBO KOJINYECTBO KOJINYECTBO
YUCTOTY a3pOOHBIX a’pOOHBIX a3pOOHBIX a3pOOHBIX

Mukpobos: He

MHKpoOOoB: <10

MHKpoOoB: <10

MHKpoOoB: <10

6osee 1000 CFU/r CFU/r CFU/r
CFU/r
OGiuee OObiuee Oobiuee OOGiuee
KOJIMYECTBO KOJIHNYECTBO KOJIMYECTBO KOJIMYECTBO
IPOKKEN 1 OPOKEN 1 OPOKKEN U IPOXKEN U

MIJIECEHU! nnecenu: <10 nnecenu: <10 mecenu: <10
He 6onee 100 CFU/r CFU/r CFU/r
CFU/r
Escherichia coli: Escherichia Escherichia Escherichia
OTCYyTCTBYeT B I T coli coli coli

OTCYTCTBYET B

1r

OTCYTCTBYET B

1r

OTCYTCTBYET B

Ir

[795] bbun npurortosnensl Tadnetku Coennnaenus 1, onbiTHbie mapTin o 100 mr u 200 mr, u
OHM OBUTH TIOBEPTHYTHI CTAOMIIBHOCTU C BPEMEHHBIMH TOUKaMH, orucaHHbiMU B Tabmumax 81-

82. Kpowme Toro, ITaptun Coenunenus 1 B Tabnerkax, 100 mr u 200 mr, GMP OyayT nomereHs!
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Ha uccnenoBanne crabmnmpHocTH ICH, kak mokazano B Tabmumax 81-82. OOpasusl OyayT
MPOAHAIM3UPOBAHBl HA MPEAMET BHEIIHEro BHUA, KOJUIMYECTBEHHOT'O aHAJIN3a, POIACTBEHHBIX
BEIIECTB, PACTBOPEHHUSI, CONEPIKAHUS BJIATH U MUKPOOHBIX TIPEIEIOB.

[796] Kmuanueckue naptuu Pas3el 2 ObuM MOMeLIEHBI Ha uccienoBanus ctadbunpHoct ICH 1o
Hayaia KiauHu4deckux ucnbiTaHuil Paser 2. Ilockonbky A MOANEPKKU KIMHUYECKOH
nporpamMmbl CoequHeHUs 1 TPOU3BOASTCS TOTOIHUTENbHBIE TAPTUH, AJIST KXKAOH MapTUH TaKKe
Oyner omnpeneneHa cTaOuIbHOCT. COBMECTUMOCTb W CTA0MJIBHOCTh HAIOJHUTENEH Ha
CETOHSIIIHUIN eHb ObLTH MPOAHATM3UPOBAHBI, U HE COOOIIANIOCh O KAKUX-THOO CYIIECTBEHHBIX
(GU3MYECKUX I XUMHYECKUX H3MEHEHUsX. TeCT M TEeXHUYeCKHe NaHHble CPOKa TOITHOCTH
nmokasanel B Ta0uie 66

[797] Tab6auna 81: I'paduk crabunbHOCTH Nist Tabnerok CoenuHeHus 1, OMBITHBIX TAPTHI IO

100 mr u 200 mr

Hcxonn 2 1 3 6 9 12
Temneparypa oe Heeu Mecsii| MecsiI| Mecsil Mecsili | mecsil
5°C A A A A A B
25°C/60% A A A
OTHOCHUTEJIbHOU .
BJIAYKHOCTHU

TecroBas marpuna A - BHEIIHWNM BHJ, AHAIM3, POACTBEHHbIE BEINECTBA, PACTBOPEHHE MU
BJIAXHOCTb 110 Kapny ®@umiepy.

TectoBass marpuua B - BHemHMI BHJ, aHalIu3, POJICTBEHHBbIE BELIECTBA, PACTBOPEHUE,
BJIaXKHOCTD 110 Kapny @uiepy u MUKpOOHbIE peesbl.

Ta6nuna 82. I'padux crabunmpHoctu st tabnerok Coemunenus 1, 100 mr m 200 wmr

KJIMHUYECKUX HCITBITAHUN

1! 2 3 6 9! 12 18 24 36
Temnepatyp | Hcxo | mecst | Mmecss | mecs1 | mecsi | mecst | Mecst | Mecsl | Mecs1 | mecsl
a AHOE 1 1 1 1 1 a I 0 1
5°C A A A A A B A B B
25°C/60% A A A
OTHOCHUTEJIbH B
o
BJIQXKHOCTH

TecroBas marpuma A - BHEIIHMH BHJ, aHAIU3, POACTBEHHbIE BEINECTBA, PACTBOPEHHE MU

BJIAXKHOCTH 110 Kapny ®@uiuepy.

TecroBass matpuua B - BHEWIHMN BUJA, aHaIW3, POACTBEHHBbIE BEILECTBA, PACTBOPEHHUE,
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BJIaKHOCTB 110 Kapny @uinepy 1 MUKpOOHBIE IpeeIbl.
11 Mecsn u 9 MecsiLieB Mo KkeTaHUIO IS HOCHenyomux naptuit GMP
Tabauna 83 Ilpennmaraemble TEXHHUYECKHE XapaKTEPUCTUKH CTAOMIIBHOCTH  TalJETOK

Coenunenus 1

TecToBble 3a0aHHA Cnocoobl Kpurepuu Bpinmycka
Brewnuii Bug BusyanpHblii Tabnerku kpyriaoit GOpMBl, MOKPBITHIE
METOJ obomnoukoii (100 mr)

Tabnerku oBabHON (POPMBI, TOKPHITHIE

obomnoukoii (200 mr)

Unentudukarms Meron BOXKX CoOTBEeTCTBYET CCBUIKE
Anamms (% 3asiBJIEHHOTO Ha Meron BOXX Ot 90,0% no 110,0%
STHKETKE)
ConyrcTByromue Meton BOXX Bcero: He Gonee 4,0%
sewectsa(Obmacts %) Coenunenue 1A: He Gonee 1,5%

Kaxknast otnenbHas npumech He Ooee

0,5%

Tect Ha pacTBOpEHME USP <711> Kasknas exuHuL@; >70% pacTBOPEHHOTO
(Q + 5%) uepes 45 mMuH.

ConepsxaHue Biaru USP <921> Ortuer o pesynbrarax
Meron la
Tect Ha Mukpobuonorndeckyro | USP <61>, <62> CootsercTByeT
YHCTOTY

Coxpamenusi: HPLC = BoicokoapdexruBnas xunkoctHas xpomarorpadus; NMT = He Oonee
yem;, USP = @apmakones CIIA.

[798] Ilpennaraemas xkiMHUYecKas JekapcrBeHHas ¢dopma st CoenmHeHust 1 cocraBieHa B
BUAE CYXOH TpaHyJSILUK C TPSIMBIM CMEIIMBAHUEM C POJHKOBBIM YIUIOTHeHHEM. (CwMmech
MPECCYIOT B Kpyruible Oelible TaOJaeTKu, MOKpbIThie 00051049Koi, Mo 400 Mr u Oenble OBaJIbHBIE
Ta0JeTKH, TOKpbIThIe 00omoukod, mo 800 wmr. Jl03UpPOBKM aKTHUBHOTO (hapMareBTHIECKOTO
unrpenuenta (API) 100 mr u 200 Mr mOCTUTarOTCs 3a CYET HCIIOJb30BAHMS OJHHUX M TEX JKe
HaroJHUTeNeil U cocraBa. TaOmeTku MpeccyroT IO ABYX pasHbIX (opm, pasMepoB U Beca C
nonyuenueM tabnerok Coenunenuns 1 ¢ koHueHTparueir 100 u 200 mr. JlosupoBannyro ¢popmy
BBOIAT INepopanbHO. TabneTku yrnakoBaHbl BO (PIaKOHBI U3 MOJMATUIIEHA BBICOKOH TNIOTHOCTH C

KPBILIKOH, 3amuiieHHol ot nocryna aereii (CRC).
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[799] MHanpHeimast pa3zpabotka peunentypbl s Pas3pl 2 KIMHMYECKHX HCCIENOBAHMNA Oblia
nposeneHa st Tabnerok Coenunenust 1. Bo Bpems mpousBonctea Tadnerok Ha Paze 1 u npu
yBeJIM4YeHnU MaciuTada ObUIO OINpeneNeHo, YTO PelenTypa U MpoLece HyKIAKTCs B HEKOTOPOH
ontumusarmu. OOmiast crparerus pelenTypbl OCTaNach MPEKHEH: CMEeIINBaHUe, YIUIOTHEHHE B
BAJIKaxX, W3MeEJIbYEHNE U YIUIOTHEHHE C UCIOJIb30BAaHHEM aHaJOrMyHbIX HamosiHuteneir GRAS,
BCE OLICHEHHbIE B XOJ€ HCCIEJOBAHMS COBMECTMMOCTH HamojHutenei. Ilocne Toro, kak Obum
YCTAHOBJIEHBI ~ pelentypa W mnpouecc Tabmetok @asbl 2, ObUIM  NPUTOTOBJICHBI
MHOTOKHJIOIPaMMOBBIE CMECH C MPeccoBaHUEM U MOKpbITHEM TadneTok S50 mr, 100 mr u 200 mr.
Maptun 100 mr u 200 Mr ObUTH MPOTECTUPOBAHBI M MOMELICHBI B MPOTrPaMMy CTaOUIBHOCTH
ICH, u ObLIO MOKA3aHO, YTO OHU COOTBETCTBYIOT cocTaBy Maswl 1 ¢ ynydieHHOM 00paboTKOM.
[800] Ilnan pa3paOoTku perentypsl

[801] Coenunenue 1 TOKHO BBOAUTHCS NepopaibHO B BUAEC TBEPAbIX NJO3HMPOBAHHBIX CAWHMUIL
100 mr u 200 Mr anga npemjiaraeMoro KJIMHUYECKOro uccienoBaHuss ®aspl 2, MOCKOJBKY B
uccnenoBaanu Pasel 1 ucnonb3oBanuck tadbnetku 50 mr u 200 mr. TBepabie 103UpOBaHHBIE
COCTaBbl OLEHUBAIN C HUCIOJB30BAHUEM CYXOrO TPaHYyJHUPOBAHUS, B KOTOPOM HCIOJIb3YyETCs
BAJIKOBOE YIUIOTHEHHE C MOCIEAYIOLIUM MPSIMBIM CMEIIUBAHUEM, TaK YTO CMECh IPECCYETCs C
NOJIy4eHHEM Ta0JeToK s TabjaeTouHbIx coctaBoB Pas3er 1 u Pasbl 2. BankoBoe yruioTHeHHe
TpeOyeTcsi M3-3a XapaKTEPUCTUK TEKYyYeCTH CMEeCH Uil YJAYYIIeHHs TPaHyJUPOBAHMUS.
CTtabunpHOCTH/COBMECTUMOCTD SKCLUMHEHTA, BO3MOXHOCTh M3TOTOBJICHUS U PACTBOPEHUS 7l
Vifro UCTIONIB30BAIUCH BO BpeMsl pa3pabOTKU peLenTyphl sl BBIOOpA KIMHUYECKOH peLenTypbl
auist Tabnerok @asel 1 u Dazwr 2.

[802] HecmoTps Ha TO YTO B HACTOSIIEM JIOKYMEHTE ObLIM TIOKA3aHbl M OIHCAHBI
NPEATIOYTUTENIbHbIE BAPUAHTBI OCYIIECTBJIEHHS] HACTOSIIErO H300pETeHHs, CIEeLHAIUCTaM B
JaHHOH O0JIACTH TEXHHUKH OyIeT OYEBUIHO, YTO JAHHBIE BAPHAHTHI OCYIIECTBIICHUS MTPUBEICHBI
UCKJIFOUUTENIBHO C LENbI0 WLIOCTPAlUU. MHOrO4YMCIEeHHbIE Bapualyuy, U3MEHEHUs] U 3aMEHbI
Tenepb OyayT OYeBHIHBI KBATU(DUIUPOBAHHBIM CHEIHATNCTAM B JAHHOW O0JNACTH TEXHUKHU Oe3
OTKJIOHeHHs1 OT onucaHus. Creayer MOHUMATh, YTO Pa3JUYHbIE AJbTEPHATUBLI BapHaHTaM
OCYILECTBIIEHHs OTIMCAHMSI, OMMMUCAHHOTO B JAHHOM JOKYMEHTE, MOTYT OBITh HUCIIOJIb30BAHBI MPU
NPAaKTUYeCKOM TNpPUMEHEeHNH onucaHus. [Ipenmonaraercs, 4ro HIpkecneayioomas ¢Gopmya
n300peTeHust onpenensier 00beM H300pPETeHUs, U YTO CIIOCOOBI M CTPYKTYPBI B paMKax 3TOH
(bopMy Bl H300PETEHHS U X SKBHUBAJIIEHTHI OXBAYEHBI €I0.

[803] Hacrosimee n3o00peTeHne OXBaTHIBAET CICAYIOLINE ACTIEKTHI

1. ®apmaneBTHYECKask KOMIIO3ULUS, COAEPIKALLAS:

(1) coenunenue Gopmyisr (I):
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WM €ro W3OTOMHBIA BapHAHT, TayTOMep, (apMaleBTHYECKH MpHEeMJIeMasi COJib, COJIbBAT
WU TUAPAT;, U

(1) mo meHbIIEH Mepe, OnuH (PapMaLeBTUYECKH PUEMIIEMbIH HATIOJTHUTEIb,

npudeM  ¢dapMaleBTHUECKass KOMITO3ULMS HAXOAWUTCS B  JIEKapCTBEHHOH Qopme  aus
NIePOPAILHOTO JO3UPOBAHUS HIIH BBEIEHHS.

2. ®apmareBTH4IECKas] KOMIIO3ULIHS, COAEP KalIast:

(1) meskue yacTuirsl coequnaenus popmysl (I):

o0\
[ N N7
X 0

»

SN” NH,

0
Ho—ﬁ—o(D

o (D,

WIIH €r0 W30TOINHBINA BAapHAHT, TayToMep, (apMaleBTHYECKH MpHeMiIeMasl COJb, COJbBAT
WU TUAPAT; U

(1) mo MeHbLIEH Mepe, oauH (PapMaLEeBTHUECKH PUEMIIEMbII HATIOJHUTEIb,

npudeM papMaleBTHUECKasT KOMITO3ULHS HAXOAUTCS B TO3UPOBAHHOM (HOpMe IS TepOpaIbHOTO
TO3MPOBAHUS FJTH BBEIEHUS MJIH B JO3UPOBAHHON (pOpME Il MHTAJSIIMOHHOMN TOCTaBKH.

3. @apMaLeBTUYECKAass KOMMOO3ULMS MO M. 1 wWinm 2, OTIMYaroIascs TeM, YTO COCIUHEHUE
¢dopmynsl (I) wnmu ero M30TONMHBIA BapHAHT, TayToMep, (papMaLEeBTHYECKH NpUEMIIEMast
COJIb, COJBBAT WJIM THAPAT SBIAETCS KPUCTAUIMYECKUM, MHUKPOKPUCTAJUIMYECKHM,
amMOop(HBIM WIH THOPUITN3UPOBAHHBIM.

4. @apmMareBTHYECKast KOMIIO3UIUS 1O T1. 3, OTIMYAIOIIASACS TeM, uTo coennHeHne Gpopmysl (1)
WIM €ro W3OTOMHBIN BapHaHT, TayTOMep, (papMalieBTUYECKH MpUeMiIeMasi COJIb, COJIbBAT
WUIH TUAPAT SBIISETCS KPUCTAIUINIECKUM.

5. @apmaneBTuUecKas KOMIO3HLHUA MO I1. 3, OTJINYAIOIIAsACS TeM, YTO coenuHeHne dpopmysl (1)
WIN €ro W30TOMHBII BapHaHT, TayToMep, (papMalieBTUYECKH MpUemieMasi COJib, COJIbBAT

WJIA THJIPAT SIBJIIETCS. aMOP(HBIM.
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6. @apManeBTU4IeCKast KOMITO3ULHS TIO I1. 3, OTJIMYAIOINAsCs TeM, uTo coenuHerne Gopmysl (1)

WIN €ro M30TOMHBIN BapHaHT, TAyTOMep, (papMalleBTHYECKH MpHEeMIIeMasi COJIb, COJNbBAT

WUJIU TUAPAT SABJIACTCS .]'II/IO(bI/I.]'II/ISI/IpOBaHHbIM.

7. (DapMaI_IeBTI/I"IeCKaSI KOMITO3HUIIUA I10 .]'II-06OMy H3 TIIII. 2—6, OTIMYarIIasACa TEM, YTO YaCTUIIbI

SABJIAOTCA MUKPOHU3UPOBAHHBIMU.

8. (DapMaueBTquCKaﬂ KOMITIO3HMIIUA I10 II. 7, OTIMYarIaACsa TEM, YTO 4aCTULbI UMCIOT pa3MeEp

OT 0Kk0JIO 1 MKM 10 0K0J10 750 MKM.

9. @apMaLieBTUUYECKAas] KOMIO3ULIMS 1O M. 7 WK 8, OTJIMYAroLasicss TeM, YTO MO MEHbLIEH Mepe

10

1.

12.

13.

14.

15.

16.

17.

18.

19.

20.

2].

22.

oko10 10% yacTu UMEIOT pa3Mep OKOJIO OT 1 MKM A0 0KOJI0 750 MKM.
. @apMareBTHYEeCKasi KOMIIO3UIUST O JIIOOOMY U3 M. 7-9, OTJMYaromasicss TeM, YTO
MeHbIIel Mepe okoJio 20% 4acTHI] UMEIOT pa3Mep OT OKOJIO 1 MKM 110 okoJio 750 MKM.
®dapmaneBTH4YeCcKasi KOMIO3HIUS 10 JrodoMy u3 mm. 7—10, OTIMYaromascs Tem, 4TO
MeHblIIel Mepe 0koJio 30% 4acTHIl UMEIOT pa3Mep OT OKOJIO 1 MKM 110 okoJio 750 MKM.
dapmareBTUYeCKasi KOMIIO3HLUS o JrodoMy u3 mm. 7-11, oTnuyaromasics Tem, 4To
MeHbl1Iel Mepe 0koJio 40% 4acTHUI] UMEIOT pa3Mep OT OKOJIO 1 MKM 110 okoJio 750 MKM.
dapmareBTHYeCKasi KOMIIO3HLUS 1O JI0O0OMy U3 mm. 7—12, OTIMYAroImascs TeM, YTO
MeHblIel Mepe 0koJio S0% yacTUIl UMEIOT pa3Mep OT OKOJIO 1 MKM 110 okoJio 750 MKM.
dapmareBTHYeCKasi KOMIIO3HLUS 1O JIo0oMy U3 mm. 7—13, OTIMYaromascs Tem, 4TO
MeHblIel Mepe 0koJio 60% YacTUI] UMEIOT pa3Mep OT OKOJIO 1 MKM 110 okoJio 750 MKM.
dapmareBTHYeCKasi KOMIIO3ULUSA O JI000OMy U3 mm. 7—14, oTnuyaromascs Tem, 4TO
MeHbIIel Mepe 0kosio 70% YacTHI] UMEIOT pa3Mep OT OKoJIo 1 MKM 10 0koJio 750 MKM.
dapmaneBTHYECKAs KOMIIO3UIMS MO JIIOOOMYy W3 mm. 7—15, oTiaMYaromascs TeMm, 4To
MeHbInel Mepe okoJio 80% YacTHI] UMEIOT pa3Mep OT OKOJIO 1 MKM 110 okosio 750 MKM.
dapmareBTHYEeCKasi KOMITO3HMLUS 10 JI0O0OMy U3 M. 7—16, OTIWYAIOIAsCs TeM, YTO
MeHbIIel Mepe 0koJio 90% 4acTHIl UMEIOT pa3Mep OT OKOJIO 1 MKM 110 okoio 750 MKM.
dapmareBTUYeCKasi KOMITO3HUIUS 10 JIoO0oMy u3 mm. 7—17, OTIMYaromascs TeMm, 4TO

MeHblIeH Mepe 0K0JI0 95% YacTHUI] UMEIOT pa3Mep OT OKOJIO 1| MKM 10 0koJio 750 MKM.

W3MENbYEHBI 10 HAHOPA3MEPOB.

oT okoJio 1 HM 110 okoJ10 750 HM.

Mepe okoJio 10% gacTuil umMeroT pazmep ot 1 HM 10 0koJ10 750 HM.

MeHblIel Mepe 0koJio 20% yacTuil UMEIOT pa3Mep oT 1 HM A0 0koj0 750 HM.

1o

1o

10

1o

1o

o

o

1o

1o

CDapMaueBTquCKaﬂ KOMIIO3UIUA 110 .]'II-O6OMy U3 IIII. 2—6, OTIIMYaromasacCa TEM, 4TO 4aCTUIIbI

CDapMaueBTquCKaﬂ KOMITO3ULHMA I10 I1. 19, OTJIMYaroIIasacsa TEM, 4YTO YaCTHULbI UMEKOT pasMEp

@apmaneBTuydeckass KoMno3uuus no mn. 19 wmm 20, oTanyaromascs TeM, 4TO MO MEHbLIEH

dapmaueBTHYecKas KOMOO3MLUSA Mo Jrobomy u3 mm. 19-21, oriauuaromasicst TeM, 4To IO
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24.

25.

26.

27.

28.

29.

30.

31

32.

33

34.

35.

36.

37.

. @apmaneBTHUECKAs KOMIIO3ULIUS 1O JrodoMy u3 mm. 19-22, otnugaromasicss TeM
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YTO MO
MeHblIel Mepe okoJio 30% yacTuil UMeroT pazMep ot 1 HM A0 0koJo 750 HM.

dapmaneBTHYeCKas KOMNO3MLMSA MO JroboMmy u3 mm. 19-23, oriauyaromasicst TeM, 4To I10

2
MeHblIeld Mepe 0koso 40% 4YacTul UMEIOT pasMep oT 1 HM 10 okoso 750 Hm.

dapmanieBTHYECKasi KOMIO3ULMS MO Jo0oMy m3 mm. 19-24, oTinyaromasicss TeM, 4To IO
MeHblIeH Mepe okos10 50% yacTul UMeIOT pa3Mep OT 1 HM 10 okoso 750 HM.

dapmarieBTHYECKasT KOMIO3HUIHUS MO JrOoMy u3 mm. 19-25, orTnudaromasicss TeM, 4To IO

>
MeHbIIel Mepe 0kosio 60% JacTui UMErOT pazMep oT 1 HM 10 okoso 750 HM.
dapmaneBTHYECKas KOMIO3HMLMUS MO JroOoMy u3 mm. 19-26, oTiaMyaromasicsi TeM, 4To IO
MeHblIel Mepe okoso 70% yacTul] UMeroT pazMep oT 1 HM 10 okoso 750 Hm.
dapmaneBTHYECKass KOMIO3HLUS MO JroboMy u3 mm. 19-27, oTiauyaromasicsi TeM, 4To I10
MeHblIel Mepe okoso 80% yacTull UMeIOT pasMep oT 1 HM 10 okosio 750 Hm.
dapmaneBTHYECKass KOMIO3HLHUS MO JroboMmy u3 mm. 19-28, oTiauyaromasicst TeM, 4To I10
MeHblIelH Mepe 0koso 90% yacTul UMeroT pasMep oT 1 HM 10 okosio 750 HM.
dapmaneBTHYECKas KOMIO3MLUS MO JroboMmy u3 mm. 19-29, oriauyaromasicst TeM, 4To IO

MeHblIIeN Mepe 0KoJio 95% yacTuil UMeroT pazMep ot 1 HM 10 0koJo 750 HM.

. @apmareBTHYECKasT KOMIIO3ULUS 1O JiroOomy u3 mm. 1-30, oTiaMyaromasicss TeM, 4YTO

JeKapcTBeHHass (opMa TMpencrasisier coOOH CaMOMHUKPO3IMYJIBTUPYIOIIYIOCS CHCTEMY
nocTaBkH JiekapcTeeHHOro cpeacrsa (SMEDDS).

dapmarneBTUYeCKasi KOMIIO3ULMA 1O JroOomy u3 mm. 1-30, oTiaMyaromasicss TeM, 4YTO
JekapcTBeHHas: (opMa MpeacTaBisieT cOOOH CaMOdIMYJIbTUPYIOIIYIOCS CHCTEMY JOCTaBKU

aekapcTBeHHOTO cpenctaa (SEDDS).

. @apMarieBTHYECKasT KOMITO3ULMS MO JiroOomy u3 mm. 1-30, OTJMYaromasicss TeM, 4YTO

JIeKapCTBeHHasi (popMa MPEncTaBisieT COOOH BBICYLICHHYIO PAaCIbUIEHUEM TUCTIEPCHYIO
JIEKAPCTBEHHYIO (hOpMY.

dapmaneBTHYECKasi KOMITO3ULUA 1O JroOomy u3 mm. 1-30, oTiaMyaromasicss TeM, 4YTO
JeKapcTBeHHas (opMma TpencTaBisieT CcoOOH JIEKapCTBEHHYIO (OpMy, MONYyUEHHYIO
T'PaHyJIMPOBAHHEM IOPSTYETrO pacIliaBa.

dapmaneBTUYeCKasi KOMITO3ULMsA 1o Jrodomy u3 mm. 1-30, oTiaMyaromasicss TeM, 4YTO
JeKapcTBeHHas ¢opma TpencraBiseT CcoOOH JIEKapCTBEHHYIO (OpMy, MOJNYyUEHHYIO
3KCTPY3HEH ropsiuero pacuiaBa.

dapmaneBTHYeCKasi KOMITO3ULMA 1O Jrodomy u3 mm. 1-30, oTiaMyaromasicss TeM, 4YTO
JekapcTBeHHas (opma mpencrtaBiseT coOOi MO3UPOBaHHYK (opMmy HepachacoBaHHOTO
nopotika (MBP) B BUuzie MUKpPOIIPELIUITUTATOB.

dapmaueBTHYeckas KOMIIO3ULMS 1O JroOoMy u3 mm. 1-30, oTnmuaromascs TeM, 4YTO



297

JIeKapCTBeHHAs (hOpMa MPEnCTaBisieT COOOH JKUIKOCTb.

38. MapmareBTHUECKAsT KOMITO3ULUS TIO M. 37, OTJIMYAIOINAsACS TEM, UTO JIeKapCTBeHHast (opma
NpeACTaBIsieT COOOH CYCIIEH3HIO, PACTBOP, CUPOI MITH SJIMKCHP.

39. ®apmanieBTUUECKAsd KOMIIO3ULMSA 1O 1. 37 WM 38, OTAMYAOIIAsCA TE€M, YTO JIEKapCTBEHHAs
¢dopma npencrasinsier cOOO HAHOCYCIIEH3UIO.

40. @apmManeBTHUYECKasi KOMIO3HMLHMSA MO JI0OOMy u3 mil. 37-39, OTiMYaromasicss TeMm, 4TO
JieKapCTBEHHAst (hopMa MPenCcTaBsieT COO0H CyCIEH3HUIO.

41. @apmaneBTHYECKass KOMIO3ULMA MO 1. 40, OTIIMYANOIIASCS TE€M, YTO JIeKapcTBeHHasi popma
NpEeACTaBIsIeT COOOH KOJUIOMIHYIO CYCIEH3HIO.

42, dapManeBTHYECKass KOMITO3UIUSI MO JiroOoMy u3 mm. 1-36, OTIMYaromasicss TeM, 4YTO
JIeKapCTBEHHAst (hopMa MpeacTaBisieT COO0H TBEPAYIO JIEKAPCTBEHHYIO (hOPMY.

43, dapmaneBTHYECKass KOMITO3UIUS MO Jitodomy u3 . 1-36 win 42, OTIUYAr0Iascs TeM, YTO
JIeKapCTBeHHAst (hOpMa MpencTaBisieT COOOH rpaHyJIsT HITH TOPOIIOK.

44. dapmaneBTUYECKass KOMIIO3HULUS MO JIoOoMy u3 mm. 1-36 wmu 42—-43, oTiHYaromasicsi TeM,
YTO JIEKapCTBEHHAs (hopMa MPEACTABIIET COOOH TaOIeTKy WIIH KarCyy.

45. @apmManeBTHUYECKast KOMIO3HIUSA 1O 1. 44, OTIMYArOINAsACcs TeM, YTO Ta0JIeTKa WU KarcyJja
MUMEET SHTEPOCOTIOONIBHOE MTOKPBITHE.

46. @apmMarieBTHUECKast KOMITO3ULIUA MO 1. 44, OTINYAOLIasiCs TeM, YTO JIeKapCTBeHHast popma
npeAcTaBisieT OO0 TaOneTKy.

47. dapmaneBTHUECKast KOMIO3ULHS 110 11. 44, OTIMYAOLIAsICS TeM, YTO TabyieTKa MpPeaCcTaBIIseT
co00M OCMOTHYECKYIO TJIABAIOIIYIO TAOIETKY.

48. @apmaneBTHYECKass KOMIIO3ULUA 1O 1. 44, OTIMYAKOLIASACS T€M, YTO Karcyja NpeacTaBisieT
co0O¥ TBEPAYIO KAICYJTy, 3aMOJHEHHYIO JKUIKOCTBIO, MIIA MSATKYIO JKEJIATHHOBYIO KarCyy.

49. dapmaneBTHYECKasi KOMITO3UIUS MO JIoOOMy u3 mm. 1-48, OTiMYaromasicss TeM, 4YTO
JekapcTBeHHass — ¢opma  mpencraeisier  coOOH  JIeKapCTBeHHYHO — dopmy ¢
MOU(UIIUPOBAHHBIM BBICBOOOKIEHHEM.

50. dapmareBTHYECKAss KOMITO3HULUS MO 1. 49, OTINYAOIIASCS TEM, YTO JIeKapCTBEeHHAs popma ¢
MOMU(UIIUPOBAHHBIM BBICBOOOKIEHHEM TMPEACTaBIsAeT coOOH JiekapcTBeHHYIO (hopmy ¢
OTCPOYEHHBIM  BBICBOOOJKIIEHUEM, JIEKAPCTBEHHYIO (GopMy ¢ MPOJIOHTUPOBAHHBIM
BbicBOOOkneHneM (ER — anrn.: extended-release) unm nekapcTBeHHYO GOpMY € LETEBBIM
BBICBOOOKICHHEM.

51. @apmareBTHUECKAsT KOMITO3UIMS TIO M. 50, OTIMYArOIasicsi TeM, 4TO JIeKapcTBeHHasi opma
ER mpencrasisier co0oii iekapCTBEHHYIO (OPMY € 3aMeJIEHHBIM BbICBOOOKAeHHEM (SR—
anrn.:  ustained-release) wnam  nekapcTBeHHyRD  (QOpPMy € KOHTPOJIHMPYEMBIM

BbIcBOOOXKIeHneM (CR— anri.: controlled-release).
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52. @apmarneBTHUECKAsT KOMIIO3UIUS IO JIOOOMy w3 mil. 1-48, oTiMYarImascs TeM, 4TO
JeKapCcTBeHHass (opMa TPEACTABISIET COOON JIEKapCTBEHHYIO (HOpPMY C HEMEMJIEHHBIM
BBICBOOOKIICHUEM.

53. @apmarneBTudeckass KOMIIO3ULUS MO JroOoMy u3 mm. 1-52, omnmuaromiascs TeM, 4YTO
(bapmanieBTHUYECKasE KOMIIO3UIUS CONEPXKUT OT okoso 10 mMr mo okomo 1000 wmr
coenuHenus: popmyisl (I) nim ero M30TOMHOrO BapuaHTta, TayToMepa, (hapMareBTHIECKH
MPUEMJIEMOM COJIH, COJTbBATa WJIM TULpaTa.

54. dapmalleBTHUECKAsT KOMIIO3HUIUS IO JIOOOMy H3 M. 1-52, OTIMYaroImascs TeM, 4TO
(hapmareBTHYECKAsT KOMITO3ULIUS COAEPKUT OT 0K0JI0 50 Mr 10 okojio 600 Mr coenrHeHuUs
dbopmybl (I) wim ero U30TOMHOrO BapHaHTa, TayToMepa, (hapMalleBTHUECKH TTPUEMIIEMOM
COJIH, COJIbBATa WJIU TUApATA.

55. @apmareBTHUECKasT KOMIO3UIUS IO JIOOOMY W3 mm. 1-52, OTIMYaroImascs TeM, 4TO
(apmaneBTHUECKAsT KOMITO3ULIUS COAEPKUT OT OKoyio S0 Mr mo okosio 150 mr, oT okoJjio
150 mr no okono 250 mr, ot okojo 250 Mr g0 okojio 350 mr, ot okosio 350 Mr 10 OKOJIO
450 mr, okojio 450 mMr 1o 550 mr, okoso 550 mr 1o okoso 650 Mr, okos0 650 Mr 10 OKOJIO
750 mr, okoao 850 Mr mo oko010 950 mr miau okoso 950 mr mo okoso 1050 Mr coenmHeHHs
¢dopmysl (I) wim ero M30TOMHOTO BapHaHTa, TayToMepa, (hapMarleBTHUECKH TPHEMIIEMON
COJIH, COJIbBATa WUJIU TUApaTa.

56. @apMmarneBTUdeckass KOMIIO3ULMS MO JOOOMy u3 mm. 1-52, omnmuaromiascs TeM, 4YTO
¢dapmaneBTHUECKAss KOMIIO3HULHS CoAep:kuT okono S0 mr, okono 100 wmr, okono 150 wmr,
okouio 200 mr, okoso 250 mr, okoJio 300 mr, okono 350 mr, okoyio 400 mr, okoio 450 wmr,
okoio 500 mr, okoj0 550 mr, okoJio 600 mr, okono 650 mr, okoyio 700 mr, okono 750 wmr,
okoio 800 mr, okono 850 wmr, okoyso 900 mr, okoso 950 mr mum okojo 1000 mr
coenrHenus: popmyiiel (1), WK ero U30TOMHOrO BapuaHTa, TAyTOMEpa, papMaleBTHYECKH
MIPUEMJIEMON COJIU, COJIbBATA WJIM TULIPATA.

57. @apmarieBTHUECKAsT KOMIO3UIUS IO JIOOOMY W3 M. 1-52, OTIMYaroImascs TeM, 4TO
(apmaneBTHUECKAsT KOMIIO3HIHS COAep:kuT okono S0 mr, okono 100 wmr, okono 150 wmr,
okosio 200 mr, okojio 250 mr, okosio 300 mr, okono 350 mr, okojio 400 mr wim okono 500
mr. coenuHeHus ¢opmynsl (I) wuam  ero W30TONMHOrO BapHaHTa, TayTOMEPa,
(bapMaleBTHYECKU IPUEMJIEMON COJIH, COJIbBATA WJTH TUAPATA.

58. @apmareBTHUECKass KOMITO3UIHS MO JIIOOOMy u3 mm. 1-57, OTiaMdaromasicss TeM, 4To IO
MEHbIIeH Mepe OauH (papMareBTUYECKH MPHEMJIEMbIA SKCIUMHEHT MPEICTaBIsIeT COOOU
HAIOJIHUTEJb, PAa3PbIXJIUTENb, CBS3YIOLIEE, CKOJIb3SAIIEE BELIECTBO, CMa3bIBAOIIEE
BEIIECTBO WU JTFOOYIO X KOMOWHAIHIO.

59. @apmarneBTuyeckass KOMIO3ULUS 10 Jo0oMmy w3 mm. 1-58, ornuuaromascs TeM, 4TO IO
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MEHBIIeH Mepe OnUH (papMaLeBTHYECKU PUEMJIEMbIH HATIOJHUTEIb MPEACTABIISIET COOOH
MUKPOKPUCTAIIMYECKYIO LEJUIIOJI03Y, MNPEKETATUHU3UPOBAHHBIA KpaxMal, MOBUIOH,
cTeapaT MarHusi, KOJUIOUIHBIA JUOKCH]T KPEMHHSI FITH JIFOOYIO X KOMOMHALIHIO.

dapmaneBTUYecKas KOMIIO3ULMS MO Jrobomy u3 mnm. 1-59, ornmuaromascs TeM, 4YTO
(bapmarieBTHUYECKasE KOMITO3ULUS SIBJISIETCS] CTAOMJIbHOIM B TeueHHe N0 36 MecsleB MpH
temneparype ot okoJjo 2 °C no oxoso 25 °C.

dapmarnieBTHYECKasT KOMMO3MLUs 1o M. 60, oTiMYaroImascs TeMm, 4To (apmareBTHYecKas
KOMITO3UIIMS SIBJISIETCSI CTA0MIIBHOM B TEUEHUE MEPHOA BPEMEHU OT OKOJIO 24 10 0K0JjI0 36
Mecs1eB npu TemrepaType ot okoJio 2 °C no okoino 8 °C.

dapmareBTUYECKasi KOMITO3ULIUSA MO JoOOMy u3 mm. 1-61, oTiaM4aromasicss TeM, 4YTO
(bapmareBTHUECKAsT KOMITO3UIUS MIPAKTUYECKU HE CONEPIKUT MPUMECEH.

dapmaneBTHYECKAs KOMITO3ULIMS MO JEoOOMy U3 mm. 1-62, oTiMuaromascs TeM, YTO
(hapmareBTHUECKAST KOMITO3UIIHS SIBJISIETCS IO MEeHbIIEeH Mepe Ha 0koyio 90% 4ucToi.

dapmaneBTUYeCKasi KOMITO3ULIUSA MO JIOOOMYy u3 mm. 1-63, OTJIMYaromasicss TeM, 4YTO
(apmaneBTHUECKAsT KOMITO3UIIHS SIBJISIETCS [0 MEHbIIEH Mepe Ha OKOJIo 95% YuCTOi.

dapmaneBTH4YeCKasi KOMITO3ULIMSA MO JIOOOMYy u3 mm. 1-64, OTIMYaromasicss TeM, 4YTO
(dapmaneBTHUECKAsT KOMITO3UIUS SIBJISIETCS 10 MEHbIIEH Mepe Ha OKOJI0 96% 4HCTOi.

dapmareBTHYeCKasi KOMIIO3HLUSA MO JIFOOOMYy M3 T 1—65, oTiauyaromasicss TeM, 4YTO
¢dapmaneBTHUECKAsT KOMITO3UIUS SIBJISIETCS 10 MEHbIIEH Mepe Ha OKOJI0 97% 4HCTOM.

dapmaneBTUYeCKasi KOMIIO3ULIUSA MO JIOOOMYy U3 mm. 1-66, OTIMYaroLiasicss TeM, 4YTO
(bapmarieBTHUECKast KOMITO3ULIUS SIBJISIETCS TIO MEHBLIEH Mepe Ha 0KOJIO 98% YUCTOM.

dapmaneBTHYECKAs KOMITO3ULMS MO JiEoOOMy u3 mm. 1-67, OTIMYAroLascs TeM, 4YTO
(bapmaleBTHUYECKAsT KOMITO3HUIIHS SIBJISIETCS 10 MEHbIIEH Mepe Ha 0K0JI0 99% 4uCTOi.

dapmarieBTUYECKasi KOMITO3ULIUSA MO JOOOMy u3 mm. 1-68, OTIMYaromasicss TeM, 4YTO
(apmaineBTHUECKAsT KOMIIO3UIIMS SIBJISIETCS] MO MEHbIIel Mmepe Ha okojio 99,1%, okojo
99,2%, okono 99,3%, okono 99,4%, okoyio 99,5%, okono 99,6%, okono 99,7%, okoJyo
99,8%, okoo 99,9% wnmm okono 100% yucToi.

dapmaneBTHYECKAs KOMITO3ULIMS MO JEOOOMYy U3 mm. 1-62, OoTMHaromascs TeM, YTO
(dapmaneBTHUECKAsT KOMIIO3UIHS COAepKUT 10 okoyio 10% (Mac./mac.) mo MeHbIIel mepe
OHOU MPHUMECH.

dapmaneBTHYECKAs KOMITO3ULHS 1O J0OoMy U3 mmn. 1-62 nmm 70, oTiUYaromascst TeM, 4To
(apmaneBTHUECKasT KOMITO3ULIUSI CONEp:KUT MeHee okojio 10% (mac./mac.), okomo 9%
(mac./mac.), okoso 8% (mac./mac.), okono 7% (mMac./mac.), okoso 6% (mac./mac.), OKoJio
5% (mac./mac.), okono 4% (mac./mac.), okono 3% (mac./mac.), okono 2% (mac./mac.) uinu

okoJio 1% (mac./mac.) mo MeHblIel Mepe OAHOI PUMECH.
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72. @apmarneBTUYeCKass KOMIO3HULUSA 1O Jro0oMy u3 . 1-62 nmm 70-71, ornuyaromascs: Tem,
9yTo (hapmareBTHUECKass KOMIIO3HIHS COAEPKUT MeHee okojio 5% (mac./mac.), okojo 4%
(mac./mac.), okono 3% (mac./mac.), okono 2%. (mac./mac.) unmm okojio 1% (mac./mac.) no
MEHBIIEH Mepe OHON MPUMECH.

73. @apmanieBTHYECKasi KOMIO3ULIMSA N0 JroOoMmy u3 mm. 70—72, OTIMYAKOINASACS TEM, HTO
bapmaneBTHUYECKasT KOMIO3HLUS conep:kuT MeHee okono 0,9% (mac./mac.), okosno 0,8%
(mac.mac.), okojo 0,7% (mac./mac.), okono 0,6% (mac./mac.), okono 0,5% (mac./mac.),
okono 0,4% (mac./mac.), okoino 0,3% (mac./mac.), okono 0,2% (mac./mac.) wiu okoo 0,1%
(Mac./mac.) Mo MeHbIIel Mepe OJTHON MPUMECH.

74. dapmarieBTHYECKAsT KOMITO3ULMS MO Jtodomy u3 mm. 70—72, OTIMYArOasicss TeM, YTO IO
MeHbIIIeH Mepe OJlHa IPUMECH SIBJIIETCS POAYKTOM Jlerpafariim.

75. @apMarnieBTH4YECKass KOMIO3UIMA MO JEoOoMy u3 mrr. 70—72, OTAMYArOINasicsi TeM, YTO IO

MEHbIIIEH Mepe OIHA IPHMECh IIPEACTaBIIsET COOOM!
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76. @apmarieBTHUECKAsT KOMITO3ULMS MO Jrodomy u3 mm. 70—75, OTiIMYaromasicss TeM, 4YTO IO

MEHbIIIEH Mepe OIHA MIPUMECH IIPEACTaBIISAET COOOM:
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77. @apmanieBTHUECKasT KOMIO3UIMS MO JIEOOOMYy w3 mil. 1-02, OTIMYAIascs TeM, YTO
(dapmaneBTHUECKAsT KOMITO3UIUS COOEPKUT 10 OKOJI0 4,0% (Mac./Mac.) oOLux npumecei.

78. @apmaneBTHUECKAs KOMIO3HUIHS 10 JIIOOOMY U3 M. 1—62 wu 77, OTIMYAOLIAsCsl TeM, UTO
(dapmanieBTHUECKasE KOMIO3HMLUS Comepkur 1o okojo 0,5% (mac./mac.) mroOoii
WHIUBUYAJIbHON TPUMECH.

79. @apmarieBTUYeCKass KOMIIO3ULMS 1O JroOoMy u3 . 1-62 wnu 77-78, OTIMYArOIascs TeM,

91O (hapMareBTHYECKasT KOMIIO3HUIHS COAEePKUT 0 okoo 1,5% (mac./Mac.) coenuHeHusI:
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80. @apmarieBTHUYECKAsT KOMIIO3UIUSL TO JIEOOOMY u3 Tm. 77-79, OTIWYAIOIIAsCS TEM, YTO
(apmaneBTHUECKAsT KOMITO3HIHS COAep:kUT okoyno S0 mr, okono 100 mr, okomo 200 wr,
okojyio 300 wmr, okono 400 mr, umn okono 500 mr coenmuaeHus ¢popmyinel (I) mwmu ero
M30TOITHOTO BapUaHTa, TayToMepa, (papManeBTUYeCKU NMPUEMJIEMON COJIH, COJIbBAaTa WU
ruapara.

81. dapmaneBTHYECKAsT KOMITO3ULIMSL, COAEPKALIas:
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(1) coenunenue popmyiel (1),
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@,
WIN €ro W3OTOMHBIA BapHAHT, TayTOMeEp, (papMaleBTHYECKH MpHEeMIIeMasi COJib, COJIbBAT
VI THIPaT; U

(1) mo MeHbIIEH Mepe, oauH (PapMaLEeBTHUECKH PUEMIIEMbIH HATIOJHUTEb,

npudeM (apMaLeBTHUECKasT KOMITO3ULUS HAXOAUTCS B JIEKAPCTBEHHOH (popme 1t JO3UpOBaHUS
WJIM BBEJI€HUS ITyTEM UHBEKLUH.

82. @apmareBTHUYECKAsT KOMMIO3UNMS 1O M. 81, oTimyaromascs TeMm, 4To (apMaleBTHYECKas
KOMITO3ULIMST HAXOIUTCS B AO3MPOBaHHON (hopme 1t BHyTpuBeHHOH (1. V.) mEBEKIINN Mn
UH(Y3UHU, WIH BHYTPUMBIILIEYHOH, MOJKOKHOH WM BHYTPUKOKHON HHBEKIUH.

83. @apmaneBTHUYECKAsT KOMIO3UIMS IO M. 82, OTIMYAOIIAsACS TeM, 4TO (hapMaleBTHYECKas
KOMITO3UILIMsI HAXOAUTCS B JIEKAPCTBEHHON (popMe 1Jisl 1.v. HHBEKLUH WK HHPY3UH.

84. @apmaneBTHYECKAss KOMITO3ULMSA IO JIIOOOMY M3 MyHKTOB 81-83, oTnmyaromasics TeM, 4To
dapmanieBTHUECKast KOMIIO3HULIMS TIPEACTaBIsSIET COOOH pacTBOp.

85. dapmaneBTHUECKass KOMIO3ULHS 1O JFOOOMY M3 MYyHKTOB 81-84, oTiM4Yaromasicst TeM, 4To
coenuHenue ¢opmyinel (I) oM ero M30TONHBIA BapHaHT, TayTOMep, (hapMaleBTUUECKH
npuemsemas  CoJlb, CONBBAT  WJIM  TUApPAT  SBJIAETCS.  KPUCTAJUNIMYECKHM,
MUKPOKPHCTAITHUECKUM, aMOP(HBIM HITH JTHOQUITH3UPOBAHHBIM.

86. @apmaneBTUYECKAsh KOMITIO3ULUS M0 M. 85, OTJIMYAIOINASCS TeM, YTO COeOUHEHUE (opMyIibl
(I) umu ero M30TOMHBIN BapUAHT, TAYyTOMED, (hapMaLEBTHYECKH MPUEMJIEMAsI COJIb, COJIbBAT
WJIM THIIPAT SIBJISIETCS KPUCTAIINUECKUM.

87. dapmaneBTHUECKAs] KOMITO3ULHUS T10 M. 85, OTIMYAIOIIAsACs T€M, YTO COeqUHEeHne (POpMYJIbI
(I) unmu ero M30TOMHBIN BapUAHT, TAyTOMEp, (papMaleBTHUECKH TPUEMIIEMAsI COJIb, COJIbBAT
WIN TUAPAT SBIISIETCS aMOP(HBIM.

88. @apmaneBTHYECKAsT KOMITO3ULUS T10 M. 85, OTIMYAIOIIASACS TE€M, YTO COCAMHEHUE (POPMYJIbI
(I) unmu ero M30TOMHBIN BapUAHT, TAYyTOMED, (papMaLeBTHUECKHU PUEMIIEMAsI COJIb, COJIbBAT
VIV TUAPAT SABIISAETCS JTHOPUITUN3UPOBAHHBIM.

89. @apmaneBTHUecKass KOMIo3uiusi mo jrodomy u3 mm. 81-88, ornuvaromasics Tem, 4TO

JIeKapCTBEHHAs! (POpPMa CONEPIKUT COPACTBOPUTETD.
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@apMaLieBTUYECKass KOMOO3ZULMSA NO M. 89, OTIMYArOIascss TeM, 4YTO COPacTBOPUTENb
Brirouaer PEG200, PEG300, PEG400, PEG600, nponuieHTIuKOIb, 3TAaHOJ, MOIHCcOpOaT
20, monucopdat 80, kpemedop, rIULepuH, OEH3UIIOBBINH cupT, uMeTHiIaueTamun (DMA),
N-merun-2-nupponunos (NMP), mpem-Oyranon umu moOyr0 X KOMOUHALIHIO.

dapmanieBTHdecKast KoMmnosunus mno Jjrodomy n3 mm 81-90, oTnMyaromascs TeMm, HTO
JieKapCTBeHHAs1 (popMa AOMOIHUTEIBHO COAEPIKUT MACIIO.

dapmaneBTUdeCcKass KOMMNO3uLUs no m. 91, ornuuaromascs TeM, 4TO MAacjO BKIHOYAET
KYHJKYTHOE Macjio, COeBO€ Macjo, PacCTUTENIbHOE Macio, MaKOBOE Maciio, cadiopoBoe
MAacCJIO WJIA UX KOMOWHALIUU.

dapmaneBTUYECKass KOMIO3UIMs 1o Jodomy w3 mm. 81-92, oTiauyaromasics TeMm, 4YTO
JIeKapCTBEHHAsT (hOpMa JOTOTHUTEIBHO CONEPKUT Oydep.

dapmaneBTHYECKas KOMITO3ULMS MO M. 93, oTinyaroIascs tem, 4ro Oydep mpencraBisier
coboit pocdarHbiil Oydep.

dapmaneBTUYeCKasi KOMIIO3ULUA 1o 1. 94, oTnmuaromasicss TeM, 4To ¢ochatHsiii Oydep
npencrasisier codoit gpocdar kamus.

dapmaneBTUYeCKasi KOMIO3UNMS M0 1. 94 unu 95, oTnyaromasicss TeM, 4to ¢ocdar kanus
SIBJISIETCS] OTHOOCHOBHBIM UJTU ABYXOCHOBHBIM.

@dapmaneBTUYECKasi KOMIO3UIMS 10 Jodomy u3 mim. 81-96, oTiauuaromasicss Tem, 4To
dapmauesTrueckas kommnosuius umeer pH ot okoso 2,5 no okoso 11,0.

®dapmarneBTHYeCKasi KOMIO3ULNMS 1O Jodomy u3 m. 81-96, oriauuaromasicss TeMm, 4To
dapmaneBTHuecKkast kommnosunus umeer pH ot okono 2,5 1o okojo 5,0 wiu ot okono 6,5

zo okoJjio 10,5.

. @apMarieBTHYECKas] KOMIIO3MIHMS MO JIoOoMy u3 mm. 81-96, oTnuyaromasicsi TeM, 4YTO

(dapmaneBTrueckas kommnosuiusi umeer pH ot okono 2,5 1o okoso 4,5 wim ot okono 7,0

1o okoJio 9,0.

100. @apmaneBTHYECKast KOMIIO3ULHs 1O JiroOomy u3 mm. 81-99, ornmuuaromasicss tem, urto pH

(bapMaleBTHUECKON KOMIIO3HMILIUU PETYIUPYIOT COJITHOW KHCIOTOH W/WIIH THIPOKCHIOM

HaTpHsl.

101. @apmaneBTryeckass KOMOo3uuus no jrodomy u3 mm. 81-100, oriamuaromascss TeM, 4TO

(apmaneBTHUECKAsT KOMIIO3UIIMSI CONEPIKUT OT OKOJO S5 Mr/mi mo okoyio 250 mr/mi
coennaeHust popmyinbl (I) uam ero U30TOMHOTrO BapuaHTa, TayToMepa, papMaleBTHUECKH

HpHeMHeMOﬁ COJIK, COJibBATa UJIK ruapara.

102. @apmaneBTryeckass KOMOo3uuus mno jroodomy u3 mm. 81-101, ornamuaromascs TeM, 4TO

(dapmaneBTHUECKAs KOMIO3ULMS CONEP>KUT OT OoKkono 10 mr/mnm nmo okomo 50 mr/min

coennHeHust popmyinsl (I) UaM ero M30TOMHOrO BapHaHTa, TayToMepa, (papMaleBTHUYECKU
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MIPUEMIIEMON COJIH, CONbBATA WM THApATa.

103. @apmaneBTHyeCcKasi KOMNO3MLUSA 1O JroOoMy u3 mm. 81-102, ornnuaromascs TeM, 4TO
(dapmaneBTHUECKas KOMIO3ULMS CONEPKUT OT OKkono 20 mr/mn no okomno 40 mr/mi
coennHeHust popmyunbl (I) uaM ero M30TOMHOrO BapHaHTa, TayToMepa, (hapMaleBTHYEeCKU
IPUEMJIEMOM COJIU, COJbBAaTa WU TUAPATA.

104. @apmanieBTHYeCcKasi KOMIIO3ULIMA MO Jr00oMy m3 mmn. 81-102, ornuuaromasics TeM, 4TO
(bapmaneBTHUECKass KOMITO3ULIHS COAEPKUT okojio 10 mr/mi, okono 15 mr/mi, okoso 20
mr/mi, okosio 25 wmr/mn miam okono 30 wmr/mn coemuHenus (opmyner (I) mam ero
W30TOIMHOTO BapHAHTA, TAyTOMepa, (papManeBTUYECKH MPUEMIIEMOH COJIM, COJNbBATA MJIH
ruzpara.

105. dapmaneBTHYeCKass KOMIO3UIUsS Mo yodomy u3 mm. 1-104, oTiaudaromasicss TeM, 4TO
(dapmaneBTHUECKAsT KOMIIO3UIMSI COAEPKUT OT Okojjo 10 mr mo okomo 1000 wmr
coennaeHust popmyibl (I) UM ero U30TOMHOTrO BapHUaHTa, TayToMepa, papMaleBTHYECKH
MIPUEMJIIEMON COJH, CONbBATA WM THApATA.

106. dapmaneBTHYECKasT KOMMO3UIMsS Mo jodomy u3 mm. 1-105, oTiaudaromasicss TeM, 4TO
(apmaneBTHUECKAsT KOMITO3HLIUS COAEPKUT OT OKOJIo SO Mr 1o okojio 600 Mr coequHeHHS
¢dopmysl (I) wim ero M30TOMHOTO BapHaHTa, TayToMepa, (hapMarleBTHUECKH TPHEMIIEMON
COJIH, COJIbBATA WJIA FUAPATA.

107. @apmaneBTHyecKass KOMIO3ULMS 1O mobomy u3 mm. 1-105, ornuuaromasicst TeM, 4TO
dapmanieBTHUECKasT KOMITO3ULUS COAEPKUT OT 0KoJio 50 Mr no okono 150 mr, ot okojo
150 mr no okojo 250 mr, ot okono 250 mr g0 okoJio 350 mr, ot okosio 350 Mr A0 OKOJIO
450 mr, okojio 450 Mr 1o 550 mr, okojyio 550 mr 1o okoyo 650 Mr, oko0 650 Mr 10 OKOJIO
750 mr, okoio 850 Mr mo oko10 950 mr miau okoyo 950 mr go okojio 1050 Mr coenuHeHHs
dbopmybl (I) wim ero U30TOMHOrO BapHaHTa, TayToMepa, hapMalleBTHUECKH TTPUEMIIEMON
COJIY, COJIbBATA WJIA FUAPATA.

108. @apmaneBTHYECKass KOMIO3HLUS 1O JroOoMy u3 mm. 81-105, oTnauuaromascss TeM, 4To
(apmaneBTHUECKAsT KOMIIO3HIHS COAep:kuT okoyno S0 mr, okono 100 mr, okono 150 wmr,
okosio 200 mr, okoso 250 mr, okoJio 300 mr, okono 350 mr, okono 400 mr, okoo 450 wmr,
okosio 500 mr, okoso 550 mr, okoJsio 600 mr, okono 650 mr, okonio 700 mr, okono 750 wmr,
okono 800 wmr, okono 850 wmr, okomo 900 wmr, okojo 950 mr wmm okomo 1000 mr
coennaenust popmyinbl (I) uam ero U30TOMHOrO BapuaHTa, TayToMepa, papMareBTHUECKH
MIPUEMIIEMON COJH, CONbBATA WM THApPATA.

109. @apmaneBTHyeckass KOMNoO3uLus 1o Jrobomy u3 nm. 81-108, ornmuaromascs TeM, 4TO
dapmanieBTHUECKasT KOMIIO3UIUS CTAOUJIbHA 1O OKOJO 24 MecsleB NpU TeMIepaTrype OT

okoJio -20 °C mo 8 °C.
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110. ®apmaneBTudeckass kommno3umus mo n. 101, orianuaromasicst Tem, 4to papMareBTHIeCKast
KOMITO3UIMsT CTaOWJIbHA B TEYEHHE Iepuona OT OKojo 12 1mo okono 24 mecsueB mnpu
teMiepartype okoo -20 °C.

111. @apmaneBTuyeckass KoMno3uuus mno jgroodomy u3 nm. 81-110, ornuuaromascs TeM, 4TO
(bapmaneBTHYECKAS KOMITO3HLUSI TPAKTHUECKH HE COAEPIKUT MPUMECEH.

112. @apmaneBTHdecKast KOMIO3ULIMSA 1Mo odoMy m3 mn. 81-111, ornmuaromasics TeMm, 4TO
(dapmareBTHUECKast KOMITO3HULIUS SIBJISIETCS] TIO MEHbLIEH Mepe Ha 0KoJio 90% 4YuCTOI.

113. @apmaneBTHyecKasi KOMOO3MLUS MO JiroOoMy u3 mm. 81-112, orTiauuaromascss TeM, 4To
(dapmaneBTHUECKast KOMITO3ULIUS SIBJISIETCS] TIO MEHbLIEH Mepe Ha OKoJIo 95% 4YuCTOil.

114. @apmaneBTHyecKasi KOMNO3HLUS 1O JroOomy u3 mm. 81-113, oTnuuaromascss TeM, 4To
¢dapmarieBTHUECKast KOMITO3ULIUS SIBJISIETCS] TIO MEHbIIEH Mepe Ha OKOJIO 96% YnCTOH.

115. dapmaneBTHYECKass KOMITO3ULIUA O JI0OOMy u3 mmm. 81-114, oTnudaromasics Tem, 4To
bapmaneBTHUECKast KOMITO3HULIUS SIBJISIETCS TIO MEHBLICH Mepe Ha OKoJIo 97% 4YucToil.

116. @apmanieBTHYeCKast KOMIO3HLUS 1O JroOoMy u3 mm. 81-115, oTnuuaromascss TeM, 4To
bapmaneBTHYECKast KOMIIO3HULIUS SIBJISIETCS TIO MEHbLIEH Mepe Ha 0koJio 98% 4ucToil.

117. @apmaneBTHyeCKass KOMIO3ULIUSA 1O JroOoMy u3 mm. 81-116, oTnmuaromascs TeM, 4TO
dapmareBTHUECKasT KOMITO3ULIUS SIBJISIETCS TIO MEHBLIEH Mepe Ha 0KoJio 99% 4uCTOii.

118. @apmaneBTHyecKass KOMNO3ULUSA 1O JroOoMmy u3 nm. 81-117, ornuuaromascs TeM, 4TO
bapmanieBTHUECKasT KOMIIO3ULUS SIBJISIETCS 1O MeHblLIell mepe Ha okojo 99,1%, okoio
99,2%, okono 99,3%, okono 99,4%, okoyo 99,5%, okono 99,6%, okono 99,7%, okoyo
99,8%, 0k0110 99,9% unu oxosno 100% uucToii.

119. @apmaneBTryeckasi KOMOO3ULMs NO JroOomy u3 . 81-111, orTiauuaromascs TeM, 4TO
(bapmaneBTHUECKasT KOMIIO3UIUS ComepKUT 10 okoyo 10% (Mac./mac.) mo MeHblel Mepe
OZIHOMW MPUMECH.

120. @apmaneBTHYecKast KOMIIO3ULUs 10 JirobomMy u3 . 81—111 wm 119, omnyaromasicst Tem,
9TO (hapMaLeBTUYECKasT KOMITO3HIIUS CONEPKUT MeHee okojio 10% (mac./mac.), okojio 9%
(mac./mac.), okojo 8% (mac./mac.), okono 7% (Mac./mac.), okosno 6% (mac./mac.), OKOJIo
5% (mac./mac.), okono 4% (mac./mac.), okono 3% (mac./mac.), okono 2% (mac./mac.) uimu
okoJio 1% (mac./mac.) mo MeHblIel Mepe OTHOH PUMECH.

121. @apmaneBTHyeCKast KOMIO3UIUS 11O JroOomy u3 mr. 81-111 mmm 119-120, ornuyaromasics
TeM, 4TO (hapMareBTHUECKasi KOMITO3UIUSI COAEPKUT MeHee okojio 5% (mac./mac.), OKoJo
4% (mac./mac.), okosio 3% (mac./mac.), okosio 2%. (Mac./mac.) wmu okono 1% (Mac./mac.)
110 MEHbLIEH Mepe ONHOU MPUMECH.

122. @apmaneBTHyecKast KOMIO3ULUS 110 Jro0omy u3 mt. 81-111 umm 119-121, ornuyaromasics

TeM, 4TO (apMaleBTHUeCKass KOMIIO3UIUS COAepKUT MeHee okojo 0,9% (mac./mac.),
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okono 0,8% (mac./mac.), okono 0,7% (mac./mac.), okono 0,6%. (Mac./mac.), okono 0,5%
(mac./mac.), okono 0,4% (mac./mac.), okoso 0,3% (mac./mac.), okoso 0,2% (mac./mac.) wim
okoJo 0,1% (mac./mac.) mo MeHblIel Mepe OHON MPUMECH.

123. @apmaneBTHYeCKast KOMIIO3ULUS 1O Jt0OoMy u3 mmn. 119-122; ornaugaroimasicst Tem, 4To 1o
MEHbBLIEH Mepe OlHAa IPUMECH SABJIAETCS] IPOAYKTOM Jerpagaliu.

124. ®@apmaneBTHYeCcKast KOMITO3MLUS 1O Jrobomy u3 nn. 119-123, oTnuuaromasicss Tem, 4To Mo

MEHBIIIEH Mepe OHA MTPUMECH MPENCTABIISET COOOM:
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125. @apmaneBTHYECKast KOMITIO3ULMS 1O JiroOoMy u3 mmn. 119-124, oraugaromasicst Tem, 4To 1o
MEHbLIEH Mepe OIHA MPUMECh MPEACTaBIAeT COOOM:

7\

N
o)

-N
o\
S

| X
2
N “NH,
126. @apmaneBTHYeCKasi KOMIO3MLUS 1O JroOoMy u3 mm. 81-111, orTiauuaromascss TeM, 4To
(hapmaieBTHUECKAsT KOMITO3HUIUS COAEPKUT 10 O0K0JI0 4,0% (Mac./Mac.) oOLux npuMecei.

127. @apmaneBTHYECKast KOMITO3ULMS 1O JiroOomMy u3 . 81-111 wm 126, omnyaromasicst TeM,

9TO (papManeBTUYECKasi KOMITO3ULIUSA coAep:kuT A0 okojo 0,5% (mac./mac.) moboit
HHI[HBHI[yaHbHOfI NpUMECH.

128. @apmaneBTHyecKast KOMIo3uLus 1o Jrodomy u3 mm. 81-111 wm 126-127, ornuyaromasics

TeM, 4YTO (apMaleBTUYECKass KOMIO3UIMUS COAep:kuT a0 okoimo 1,5% (mac./mac.)
COEIMHEHUSI:
7\

-N
O\
S

| X

/

N~ NH,

129. @apmaneBTHyYecKasi KOMIO3MLUS MO JroOoMy u3 mm. 81-128, oTiauuaromascss TeM, 4To
(dapmanieBTHYECKasT KOMITO3ULHS COAEPKUT OKojio 20 mr/mi coenunenus Gopmyiisl (1),

WIM €ro HW30TOIMHOIO BapuaHTa, TayToMmepa, (apMalleBTHUYECKH NPUEMJIEMON COJIH,
COJIbBATA WJIM THJpaTa.

130. KomOnHMpOBaHHAsE KOMIIO3ULIUS, COEPIKAINAs:
(1) coenunenue popmyier (1):

o=\
[ N N7
N0
»
@)N NH,
0
HO-P—0"

(D,

WIN €ro M30TOIMHBIM BapHAHT, TayToMep, (papMaleBTUUYECKU MpUeMieMasl COJb, COJIbBAT HIIU
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TUApaT; U

(11) mo MeHbIIeH Mepe OHO MPOTUBOTPHOKOBOE CPEICTBO.

131. Komnosuuusa no n. 130, otinyaromascs TeM, YTO KOMIO3ULIHS AOMOJHUTEIBHO COAEPKUT
MO MEHbLIeH Mepe OAnH (papMalleBTUYECKH PUEMIIEMBbI HATTOJTHUTEJIb.

132. Komnozumuss no n. 130 wnm 131, ornuuaromasics TeM, 4YTO MO MEHbLIEH Mepe OIUH
NPOTHBOTPUOKOBBIA AareHT NpeAcTaBisier coOOil a30y, SXMHOKAHIWH, JE€30KCHUXOJaT
amporepuimHa B, koxiear amporepurmua B, S-¢propumrosuH, TepOuHaA(UH,
rpuseo¢ynbBuH, VL-2397, ubpexcadyurepmn, oporomun FO01318 wnm ux komOuHaumu.

133. Komnozumust mo . 132, oTnuYaroImascs TeM, 4TO a30J1 MPEACTaBIIsSeT COOOM KETOKOHA30II,
(byKOHA30I1, TO3aKOHA30JI, HTPAKOHA30JI, BOPUKOHA30JI, N3aBYKOHA30J MJIH MUKOHA30JL.

134. Komnozunmst mo . 132, omiuyaromiasicss TeM, YTO JXUHOKAHIWH MPENCTaBJsieT COOOM
Kacno(yHruH, aHUAyJaQyHTHH, MUKa(YHTUH WK pe3adyHIHH.

135. KomOMHNpOBaHHAsE KOMIIO3ULIUS, COEPIKAINAs:

(1) coenunenue Gopmyisr (I):

o\
[ N N7

Xy 0

»

SN” NH,

o
Ho—f';—oe

o (D,

WIIM €r0 W3OTOINHBINA BAapHAHT, TayToMep, (apMalleBTUYECKH MpUeMieMasi COJb, COJbBAT
WU THAPAT; U

(i1) coequnaenue popmynsl (1)

s,
| Xy o
N/ NH, (H),

WIA €r0 W30TOIMHBIA BapUAHT, TayToMep, (hapMaleBTHUECKU MPUEMIIEMYIO COJIb, COJIbBAT
WJIU TUIpPAT.

136. Komno3uuusa no n. 135, otnnyaromascs TeM, YTO KOMIO3ULIHS AOMOJHUTEIBHO COIEPKUT
MO MEHbILIeH Mepe oarH (PapMalleBTHIECKH MPUEMIIEMbII HAITOJTHUTETb.

137. Komnozunwmst mo . 135 umm 136, ornuvaromasicss teM, uro coequHerre Gopmyis (1) wmm
€ro M30TOIHBIA BapHaHT, TayToMep, (apMaleBTHUECKU MpHEeMJIeMasi COJIb, COJIbBAT WU

rugpar u coenuHenne Qopmynbl (II) wnm ero M3OTONHBIN BapuaHT, TayTOMeEp,
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(dapmMaleBTUYECKH TpUEMJIeMasl COJib, COJbBAT WM TUApar, o0a, SBISTIOTCS

>
KPHUCTAJUTHUECKUMH.

138. Komnozunwst o mrobomy u3 mr. 135-137, ornudaromasicsi TeM, 4To coequHeHue Gopmy bl
(I) nmu ero M30TOMNHBIN BapUAHT, TAyTOMEp, (papMaleBTHUECKHU TPUEMJIEMAst COJIb, COJIbBAT
win rugpat u coenuHenue ¢opmynbsl (II) mnmm ero M30TONHBIA BapuaHT, TayTOMep,
(dapmaneBTHUECKH IPUEMIIEMAsi COJIb, COJIBBAT WJIM TUAPAT NPUCYTCTBYIOT B COOTHOIIEHUN
oxouo 10:1.

139. Komnozunwst o jrodomy u3 mm. 135-138, ornuvaromasics: TeM, 4To coequHeHue Gopmy bl
(I) wmu ero M30TOMHBIN BApUAHT, TAYTOMED, (hapMaLEBTHUECKH TIPUEMIIEMAst COJIb, COJTbBAT
win tuapat u coenuHeHue Gopmynbl (II) uam ero W3OTOMHBIA BapHAHT, TayTOMEP,
(apMaeBTHUECKH MPUEMIIEMast COJIb, COJIbBAT HUTM TUAPAT MPUCYTCTBYIOT B COOTHOLICHUH
ot okoJio 9:1 1o okono 9,99:0,01.

140. Komnozunwst o jrodomy u3 . 135-139, ornudaromascst TeM, 4To coequHeHue Gopmy bl
(I) mmu ero M30TOMHBIN BApUAHT, TAyTOMED, (papMaLEBTHUECKH MMPUEMIIEMAsT COJIb, COJIbBAT
win ruapatr u coenuHeHue ¢opmynbsl (II) uam ero W3OTOMHBIA BapHAHT, TAayTOMED,
(apmMareBTHUECKH TPUEMIIEMast COJIb, COJIbBAT WJIM TUAPAT MPUCYTCTBYIOT B COOTHOLICHUN
ot okoJio 9,5:0,5 no oxoio 9,9:0,1.

141. Komnozunwust o modomy u3 mir. 135-140, ornudaromasicst TeM, 4To coequHeHue Gopmy bl
(I) mmu ero M30TOMHBIN BapUAHT, TAyTOMED, (papMaleBTHUECKHU TPUEMIIEMAsI COJIb, COJIbBAT
win ruapatr u coenuHeHue Qopmynsl (II) wnm ero M30TONHBINA BapUaHT, TayTOMeE,
(bapmaneBTHUECKH IPUEMIIEMAasi COJIb, COJIBBAT WJIM TUAAPAT NPUCYTCTBYIOT B COOTHOIIEHUN
okosio 9:1, okomno 9,1:0,9, okono 9,2:0,8, okono 9,3:0,7, okono 9,4:0,6, okono 9,5:0,5,
0k03110 9,6:0,4, okomo 9,7:0,3, okomno 9,8:0,2 wiau okoio 9,9:0,1.

142. Cnoco06 yieyeHus: wnu  NpopUIAKTAKA TpuUOKOBOH wHpeKunn win 3a00JeBaHus,
BKJIFOYAIOLIMIA  BBEACHHE CYOBEKTy, HYXJAIOLIEMyCsl B 3TOM, TEPareBTHYECKH
s dexTuBHOrO KONMMYecTBa (hapMarleBTUUECKOH KOMMO3UIMK 1Mo Jrodomy u3 mm. 1-129
WJIA KOMITO3UILIMH 110 JT'o0oMy 13 min. 130-141.

143. Criocob no m. 142, oTauyaromuiicss TeM, 4To CyOBEKTY BBOIST OT OKOjo 10 Mr g0 okoso
8000 wmr coenuHenust Qopmyner (I) wnaM ero M30TOMHOrO BapUAaHTA, TayTOMEPA,
(dapmManeBTHUECKH TPUEMIIEMOH COJIH, COJIbBATA UJIM THAPATA.

144. Criocob mo 1. 142 wnm 143, OTIHYAIOIUCS TeM, YTO CYOBeKTY BBOISAT OT OKoyio 10 mr 1o
okojno 2400 mr coenmaeHus ¢opmyibl (I) WM ero M30TOMHOrO BapHaHTa, TAyTOMEPA,
bapmarieBTHUECKH TPUEMIIEMOH COJIH, COJIbBATa UJIM TMAPATa.

145. Criocob mo mobomy u3 min. 142—144, oTaUHaromuics: TeM, 4TO CyOBeKTy BBOISIT OT OKOJIO

10 mr no okomo 2000 mr coemuHenus ¢opmyisl (I) uam ero M30TONMHOTrO BapHUAHTA,



310

TayTomepa, hapMareBTHUECKU MTPUEMJIEMON COJIU, COJIbBATA WJTU TUApPATA.

146. Criocob mo mrobomy u3 mm. 142—144, ornuuarommiicst Tem, 9to okoino 10 mr, okoso 30 wr,
okosio 50 mr, okojo 100 mr, okosno 150 mr, okono 200 mr, okosno 275 mr, okosio 300 wmr,
okoio 350 mr, okojo 400 mr, okoJio 500 mr, okono 600 mr, okosio 700 mr, okono 800 wmr,
okojio 900 mr, okono 1000 mr, okono 1200 mr, okono 1500 mr, okono 1800 mr, okoso
2000 wmr, okoso 2100 mr, okoso 2400 mr, okono 2500 mr, okoso 3000 mr, okono 4000 mr,
okoio 5000 mr, okojio 6000 mr, okos10 7000 Mr wiu okosio 8000 Mr coenuHeHusT HOPMYJIbI
(I) W ero M30TOMHOrO BapuaHTa, TayToMepa, (papMaleBTHUYECKH NPHEMIIEMOH COJIH,
COJIbBATA WJIA THIPATA BBOIST CyOBEKTY.

147. Criocob mo mrodomy u3 mm. 142—146, OTNHYArOIIUICS TeM, YTO CyOBEeKTy BBOISAT OKOJIO 40
mr, okosio S0 mr, okosno 100 mr, okomno 200 mr, okosio 250 mr, okojio 350 mr, okoso 400 mr,
ok0110 500 mr, oko0 600 mr, okoso 700 mr, okoso 800 mr unu okoio 900 Mr coequHEHUS
¢dopmyst (I) mm ero U30TOMHOTO BapHAHTA, TayTOMepa, (papMaLeBTHYECKH PUEMIIEMON
COJIH, COJIbBATA WJIA TUAPATA.

148. Criocob no mrobomy u3 . 142—-144, ornugaronuiics: Tem, 94To cyObekTy BBOAST 0Kkojio 600
mr, okojio 700 mr, okono 800 mr, okono 900 mr, 1000 mr, okosio 2000 mr wiu okosio 3000
mr coeauHeHusi Qopmynsl  (I) wiIm  ero M30TONMHOrO  BapuaHTa, TayTOMEPA,
(dapmaLeBTHUECKU IPUEMJIEMON COJIH, COJIbBATA WJIH TUApPATA.

149. Cioco6 mo mrobomy u3 mm. 142-148, ornuuaromuiicss TeMm, 4TO (papMaLeBTUYECKYIO
KOMITO3UIIHIO BBOJAT CYOBEKTY €KETHEBHO.

150. Cnoco6 mo mrobomy u3 mm. 142-149, ornuyaromascs TeMm, 4TO (hapMarieBTUYECKYEO
KOMITO3HUIIMIO BBOIST CYOBEKTY OMH Pa3 B CYTKH, [1BA pa3a B CYTKH, TPU pa3a B CYTKH HIIH
YeThIpe pa3a B CyTKU.

151. Cioco6 mo mrobomy u3 mm. 142-150, oriaudaromuiicss TeMm, 4To (papManeBTUYECKYIO
KOMITO3UIIMEO BBOIAT CYOBEKTY HA CPOK 0 OKOJIO 12 Henenb.

152. Cioco6 mo mrobomy w3 mm. 142-151, ornudaromuiicss TeMm, 4TO (papMaleBTUYECKYIO
KOMITO3UIIMIO BBOJAT CYOBEKTY B TEUEHHE TIEPHUOA, IO MEHbIIEH Mepe, OMHON HEelelu.

153. Cioco6 mo mrobomy w3 mm. 142-152, ornudaromuiicss TeM, 4TO (papMaleBTUYECKYIO
KOMITO3UIHIO BBOJAT CYOBEKTY B TEUSHHE IO MEHbINEH Mepe ABYX Heleb.

154. Cioco6 mo mobomy wu3 mm. 142-153, ornuyaromasics TeM, 4TO (hapMaleBTUYECKYIO
KOMITIO3UIIMIO BBOIST CyOBEKTYy B TEUYEHHE OIHOW HEeNeaH, ABYX Heaellb, 6 Hemenb, 12
Henenb, 24 Henenb, 48 Henenb Uiy 52 Heneb.

155. Cioco6 mo gjrobomy u3 mm. 142-154, ornuyaromuiicss TeM, 4TO (papMaleBTUYECKYIO
KOMITO3UIIMIO BBOASAT CYyOBEKTy B TedeHHe nepuopa okojo 20 MuHyT, okojo 30 MHUHYT,

0KO0J10 60 MUHYT, 0K0JIO 90 MUHYT, OKOJIO 2 4acOB, OKOJIO 3 4aCOB, OKOJIO 4 4acOB, OKOJIO 5
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160.

161.

162.

163.

164.

165.

166.

167.
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YacoB, OKOJIO 6 4aCcOB, OKOJIO 7 YacOB, OKOJO 8 4acoB, OKoOJIO 9 dacoB, okojo 10 yacos,
okoJio 12 yacos, okono 18 yacos uim okoJio 24 yacos nyteM L.V. undysun.

Croco6 mo mobomy u3 mm. 142-155, ornmyaroummiics Tem, 4TO (apMaleBTHYECKYIO
KOMITO3UIIMIO BBOIAT CYOBEKTY B T€UEHHUE Meproaa 10 0koso 3 yacos myteM V. undysuu.

Croco6 no mobomy u3 mm. 142-156, oTnuyaromuicst TeM, 9YT0 CyOBeKTY BBOASAT yOAPHYIO
703y C MOCJEeAYIOLEeN MOANEePKUBAIOILEH TO30H.

Cnoco0 mo . 157, OTIMYaroIIMIACS TeM, YTO yAapHas 103a COmepPsKUT OT okojio 1000 mr 1o
okojio 8000 mr coenuuenus popmyinbl (I) WIKM €ro M30TONMHOTO BapUAHTA, TAyTOMEDPA,
(apMarieBTHYECKH MPUEMJIEMOH COJIH, COJIbBATA UJIM THIPATA.

Crnoco6 mo nm. 157 w158, OTIMYar0MMiics TeM, 4TO MOAACPKUBAOLIAST 1038 CONEPIKHUT
ot okono 600 mr no okono 2400 mr coegmueHust popmyiabl (I) wim ero U30TOMHOTrO
BapHaHTa, TAyTOMepa, (papMaleBTUIECKH MTPUEMIIEMOH COJIH, COJTbBATA WIIM THIpATA.

Crnoco6 no mobomy u3 nm. 157-159, oTnuyaromuiicss TeM, 4TO yAapHasi 1032 COAEPIKUT OT
okouo 1000 mr no okosno 2000 mr.

Croco6 no mobomy u3 mm. 157-160, oTnuyaromuiicss TeM, YTO yAAPHYIO 03y BBOISAT B
TEYEHHUEe MepPHosa OT 2 10 OKoJIo 3 yacos nmyteM L. V. nndysum.

Crocob mo mobomy 3 mm. 157-161, oTnuyaromuiics TeM, YTO YIAPHYIO A03Y BBOZST
IBaKIbI B IIEPBBIN 1€Hb JICUEHUS.

Crnoco6 mo n. 162, oTnuyaromuiics TeM, YTO BTOPYIO YIApPHYIO 103y BBOAAT Yepe3 OKOJO 9
9JacoB I10CJIE TIEPBOH YAApHON J03bL.

Crnoco6 mo mobomy u3 mm. 157-163, oTnuuaromuiics TeM, 4TO MOAJEPKUBAIOINAS 1032
conepxkut okoio 600 mr, okono 700 mr, okosno 800 mr, oxono 900 mr wimu oxosno 1000 mr
coenrHeHus1 popmyibl (I) MM €ro U30TOMHOrO BapHaHTa, TayToMepa, (hapMaleBTUUYECKH
NPUEMJIEMOH COJIH, COJIbBATA MJI TUAPATA.

Crmoco6 mo mobomy w3 mm. 157-164, OTIMYAOLIWICA TeM, YTO CYOBEKTy BBOIST
MOAAEPKUBAKOIIYIO 103y, coaep:kamyro okono 800 mr wnm okoso 1000 mMr coeauHeHus
dbopmybl (I) wim ero U30TOMHOrO BapHaHTa, TayToMepa, (hapMarleBTUYECKU MPUEMIIEMOM
COJIM, COJIbBATA WJIA THAPATA.

Crocob mo mobomy u3 mm. 157-164, oTnnyaromuiicss TeM, YTO MOAAEPIKUBAOLIAs 1032
comepxut okojo 600 mr nim okosio 900 Mr coenuHerns GopmyJsl (1) MK €ro H30TOMHOTO
BapUaHTa, TayTOMepa, (papMaieBTUIECKH MTPUEMIIEMO COJIH, COJIbBATa MJIH THIPATA.

Crocob mo nmrobomy u3 mm. 157-164, oTnnyaromuiicss TeM, 4TO MOAAEPIKUBAOLIAs 71032
comepxut okojo 600 mr nim okosio 900 Mr coenuHerus Gopmydsl (1) UM €ero U30TOMHOTO
BapUaHTa, TayToMepa, (papMareBTUIECKH MTPHEMIIEMOI COJIM, COJIbBAaTa MJIM THIpaTa U €e

BBOJSIT NIEPOPAJIBHO.



168.

169.

170.

171.

172.

173.

174.

175.

176.

177.

178.

312

Cnocob mo mobomy u3 mi. 157-164, OTIHYAIOUINICS TeM, YTO MONIEP>KUBAIOLIYIO J03Y,
comepxaityro okosno 600 mr umm okono 900 mr coemuHenust gopmynsl (I) wmm ero
M30TOIMHOIO BapHaHTa, TayTOMepa, (papMauneBTUYECKH MPUEMIIEMOM COJM, COJNbBATa WIIH
ruapara, BBOASAT B TEYEHHE Iepuoga OT Okojo |1 uvaca no okono 3 yacos nytem LV.
uHDYy3uH.

Cnoco6 no mobomy u3 mn. 157-164, omnuvaroimuiicst Tem, 4to 0kosio 600 Mr CoeTMHEHHsI
¢dopmyiel (I) mm ero U30TOMHOrO BapHaHTa, TayToMepa, (hapMaLeBTHIECKH MPHEMIIEMON
COJIH, COJIbBATA WJIM TUAPATA BBOAAT B TE€YEHHE OKOJIO 3 yacoB nmyteMm L. V. unpy3uu.

Crnocob mo mobomy u3 mm. 157-169, oTIUYArOIIMICS TEM, YTO TMOIAEPKUBAKOIIYIO 03y
BBOJISIT OJTUH Pa3 B CYTKH.

Crnocob mo mobomy u3 . 157-170, OTIUYAOIIMIACS TEM, YTO TMOIAEPKUBAKOIIYIO 03y
BBOJISIT OJJMH Pa3 B CYTKH, HAYMHASI CO BTOPOT'O JHSI JICUSHUSI.

Crocob mo mmobomy u3 . 157-164, otnuyarouuiicss Tem, 4To 0kojio 600 Mr Wi OKOJIO
800 wmr coemuHenus ¢opmynsl (I) WM ero HM30TONMHOrO BapUaHTa, TayTOMEpa,
(dapManeBTHUECKH NMPHEMIIEMOI COJIM, CONbBATAa WIIM THApPATa BBOISAT B TEUEHHE MEPUOIA
okoJio 3 yacoB myteM L V. uH(]y3uu, HaunHas HA BTOPOW, TPETUH WJIM YETBEPTHIA JEHb
JICUESHMS.

Croco6 no mobomy u3 nm. 157-164, otnuyarouuiicss Tem, 4yTo 0Kojio 800 Mr WM OKOJIO
1000 mr coemunenust ¢opmynsl (I) uam ero H30TOMHOrO BapuUaHTa, TayTOMEpa,
dapMalneBTHUECKH NPUEMJIEMON COJHM, CONbBaTa WIM TUApPATa BBOIAT IEPOPAIBHO,
HA4MHasi CO BTOPOTO, TPETHETO UJIM YETBEPTOrO JIHS JICUEHUS.

Crnoco6 mo mobomy u3 mm. 142-173, oTauyaromuiicss TeM, 4YTO rpuOKoBast MHQEKIHs
BbI3BaHA WHBA3UBHBIM I'PHOKOM.

Crnoco6 mo mrobomy u3 nm. 142—174, 1ONOJHUTENBHO BKIIOYAOLINHA BBEICHNUE CYOBEKTY IO
MEHbIIEeH Mepe OJHOrO MPOTHBOTPHOKOBOTO areHTa B KOMOWHAIMH ¢ (hapMareBTUYeCKO
KOMITO3UIIMEH, coneprkameil coenuHenue (opmynbl (I) wim ero M30TONHBIA BapUaHT,
TayToMep, hapMaLeBTHUECKH PUEMIIEMYIO COJIb, COJTBBAT MJIM THIPAT.

Crmocob6 mo mobomy m. 175, oTiMyarOmUHACS TeM, YTO TO MEHbIIEH Mepe OAHH
NPOTHBOTPUOKOBBIA areHT NpeAcTaBisieT coOOH a30y, SXMHOKAHIWH, JE€30KCHUXOJAT
amdorepumHa B

koxjear amdorepuumHa B, S-propumrosmn, TepOunaduUH,

>
rpuzeo¢yneBuH, VL-2397, ubpekcadynrepmn, oporomun FO01318 mnm ux komOnHaumu.

Cnocob mo m. 176, oTIMYAOIIMICS TEeM, YTO a30JI MPENCTaBIsieT COOOW KETOKOHA30JI,
(bayKOHA30I1, TO3aKOHA30JI, UTPAKOHA30JI, BOPUKOHA30JI, N3aBYKOHA30J UM MUKOHA30JI.

Crmoco6 mo m. 177, orTnuuaromuiicss TeM, 4YTO OSXHHOKAHAWH TPEACTaBIsSeT COOOMH

Kacno(yHruH, aHuayJaQyHruH, MUKaQyHIUH WK pe3adyHIHH WM UX KOMOWHAIINH.
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179. Cioco6 mo mrobomy w3 mm. 175-178, omnumuarommiicss Tem, 4to (papmaneBTHdecKas
KOMITO3UIIMIO, COAEpsKaIlyi coeanHeHue Qgopmynbl (I) mim ero M30TONMHBIA BapHAaHT,
TayToMep, (apmManeBTHYECKH MPUEMJIEMYIO COJb, CONBBAT WJIM TUApPAT, W
MIPOTUBOTPUOKOBBIN areHT BBOISAT OJHOBPEMEHHO, MPHUOIM3UTENIbHO OAHOBPEMEHHO WU
HIOCJIEIOBATENBHO, B TIOOOM TOPSIIKE.

180. Cnoco6 mo mn. 179, ormnuuaroumiics TeM, 4YTO (PapMaLeBTHYECKYH) KOMITIO3HLHIO,
comepkamy coenuHenre ¢opmyabl () wiM ero HW3OTONMHBIA BapHaHT, TayTOMED,
(bapMaleBTHUYECKH MPUEMJIEMYIO COJIb, COJbBAT WJIM TMIPAT, U MPOTHBOIPUOKOBBIH areHT
BBOJIIT OAHOBPEMEHHO WJIN NPUOIU3UTEEHO OJJHOBPEMEHHO.

181. Cmoco6 mo m. 179, oriaudaromuiics TeM, 4YTO (PapMaleBTUYECKYI0 KOMITO3UIIHIO,
comepxamyr coequHerne (opmyabl (I) MM ero M30TONMHBIA BapHaHT, TayTOMeEP,
(apManeBTHUECKH MPUEMJIEMYIO COJIb, COJBBAT WJIM TMAPAT, U MPOTHBOIPUOKOBBIA areHT
BBOJSIT N1OCJIEIOBATENBHO.

182. Cmoco6 mo m. 181, oriauyaromuiics TeMm, 4YTO (PapMaleBTUYECKYIO KOMITO3HUIIHIO,
comepxamyro coeguHerne (opmynbl (I) uMaMm €ro W30TONMHBIA BapHAHT, TayTOMeEP,
bapManeBTHUECKH MPUEMIIEMYIO COJIb, COJNBBAT HUIM THIAPAT; WIH €ro (papMareBTHYECKH
NPUEMJIEMYIO COJIb BBOJAT, IO MEHbIIEH Mepe, Mepeld OIHHM IPOTUBOIPUOKOBBIM
CPEICTBOM.

183. Cmoco6 mo m. 181, oriauuaromuiicss Tem, 4YTO (PapMaleBTUYECKYIO KOMITO3HUIIHIO,

>
comepxauryro coequHeHne ¢Gopmynbl (I) uMiaM ero W30TONMHBIA BapHaHT, TayTOMEp,
(apmaLieBTHYECKH NPHEMIIEMYIO COJIb, COJIbBAT HJIM TMAPAT; WM ero (hapMareBTHYECKH
IPUEMJIEMYIO COJIb BBOJST, IO MEHBIIEI Mepe, MOCiIe OJHOTO MPOTUBOrPUOKOBOTIO areHTa.

184. Criocob mo jrodbomy u3 mm. 142—183, oTnUYarOmuiics TeM, 4TO rpruOKoBast MHMEKIUS W
3a0oneBanne BbI3BAaHO TpuOkamu Aspergillus fumigatus, Blastomyces, Ajellomyces,
Candida, Coccidioides, Cryptococcus, Histoplasm, Rhizopus Muco, Cunninghamell,
Apophysomyces, Absidi, Saksenaea, Entomophthora, Conidiobolus, Basidiobolus,
Sporothrix, Pneumocystis, Talaromyces, Asclepias, Fusarium, Scedosporium uni rpuOkom
u3 orpsina Mucorales, win JJr000H X KOMOHUHAIHEH.

185. Criocob mo robomy u3 mm. 142—183, oTnuvaromuiicss TeM, 4To rpruOKoBast MHOEKIHS W
3a0oneBanne BbI3BaHO rpuOKkamu Crypfococcus, Aspergillus, Candida, Fusarium,
Scedosporium wmm rpuOkom u3 orpsima Mucorales, nin m000i nX KOMOMHAITHEH.

186. Ciocob no 1. 185, B koTopom rpudkoBast nHekuns nin 3adojeBaHne BbI3BaHO Aspergillus
Sumigatus, Aspergillus flavus, Blastomyces dermatitidis, Ajellomyces dermatitidi,, Candida

albican, Candida glabrata, Candida rugosa, Candida auris, Coccidioides immitis,

Coccidioides posadasii,Cryptococcus neoformans, Cryptococcus gattii, Histoplasma
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capsulatum, Rhizopus stolonifer, Rhizopus arrhizus, Mucor indicus, Cunninghamella
bertholletiae, Apophysomyces elegans, Absidia species, Saksenaea species, Rhizomucor
pusillus, Entomophthora species, Conidiobolus species, Basidiobolus species, Sporothrix
schenckii, Pneumocystis jirovecii, Talaromyces marneffei, Asclepias albicans, Fusarium
solani, Scedosporium apiospermum, Rhizomucor pusillus nian mo6oi nx koMOHHALHEH.

Croco6 mo m. 185, omnuuaroumiics Tem, 4To TpuOkoBas MHGEKIUs Wi 3aboeBaHue
BbI3BaHO 2puoxom Cryptococcus vnu rpudbkom Candida.

Cnocob6 mo n. 187, ornuyarommiics TeM, 4TO rpuOkoBasi mHGekius win 3adoyieBaHue
BbI3BaHO Cryptococcus neoformans, Cryptococcus gattii, win Candida auris.

Crnocob no mobomy u3 mm. 142—-188, oTIMUArOIIUNACS TeM, YTO IPUOKOBast MH(PEKLMS I
3a0o0NeBaHME SBISIFOTCS YCTOMYMBBIMU K a30J1aM W/WJI SXUHOKAHAHHY.

Crocob mo mobomy m3 mm. 142-189, omnmmyaromuiics Tem, 4ro y cyOwpekTa ocnabieH
UMMYHHUTET.

Crocob mo mobomy u3 mm. 142-190, ornuvaromuiicss TeM, 9To CyOBEKT MHOHULIHPOBaH
BUY/CITU /oM umu O0JieH pakoM.

Crnoco6 no 1. 191, oriuuarouuiics: TeM, 4To CyObeKT OOJIeH PakoM.

Croco6 mo 1. 192, oTnuuaromuiics TeM, 4TO PaK MPencTaBiseT coO0i OCTPBIH MUETOUIHBIH
neiiko3 (AML).

Crnoco6 no mobomy u3 mm. 142—193, ornuyarouuiicss Tem, 4To y cyObeKTa HEHTPOIEeHHs.

Crocob mo nmobomy u3 mm. 142-194, ornuuaromuiicss TeM, 4TO CYOBEKT MPOXOAUT HIIH
npoIIeN Kypc XUMHOTEPATUH OT paKa.

Crnoco6 mo mobomy u3 mm. 142-190, ornuuaromuiics TeM, 4TO CyOBEKT MPOXOAUT HIIH
NPOILIEN KypC JISUSHUS] KOPTHKOCTEPOHIAMH.

Crnocob mo mobomy u3 mm. 142—-190, OTIMYArOIIMACS TeM, YTO CYOBEKT MPOXOIUT HIIH
nporuen jgederane nHruouropom TNF.

Crmoco6 mo mobomy u3 mm. 142-190, OTNMYAIOIIMICA TEeM, YTO CYOBEKT SIBJISETCS
PELUITHEHTOM TPAHCIUIAHTATA.

Crocob no nmobomy u3 nm. 142-198, oTnuyaromuics TeM, 4To rpuOKOBast HHPEKLHS HIIH
3a00neBaHNE HAXOIUTCS B KPOBOTOKE CYOBEKTA.

Crnocob mo mobomy u3 nm. 142-199, oTnuuaromuiicss TeM, 4TO y CyOBbeKTa YMEHbIIUIOCH
KOJINYECTBO TPHUOKOBBIX KOJOHHH B JIETKUX IOCIE€ BBEACHUS (papMarleBTUIECKON
KOMITO3ULIHH.

Croco6 mo mobomy u3 mm. 142-200, OTAMUArOIIMICA TEM, YTO KpPUBAas 3aBUCHMOCTH
KOHIIGHTPALUM B IUla3Me OT BpeMeHM coenanHeHus: Gpopmyinbl (I) y cyObekTa UMEeT tmax

MeHee 4eM OT 0Kou10 30 MUHYT 10 OK0s1O 180 MUHYT.
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202. Cmoco6 mo mrobomy wu3 mm.  142-201, ormiuuaromuiicss TeMm, 4YTO CyOBeKT HMeeT
MaKCHUMaJIbHYIO KOHLEHTpaluio B miaa3Me (Cmax) oT okoso 12 000 no okono 25 000 Hr/mn

coenuHenus Gpopmyisr (I).
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OOPMYJIA U3OBPETEHUA
1. ®apmanieBTHUECKAsT KOMITO3ULUSA, COAEPKALLAs:

(1) coenunenne Gopmyusr (1),

0
| N N7
N0
L
@)N NH,
0
HO-P—0"
0

M,

WJIN €r0 U30TOMHBIN BapHaHT WM (papMalLieBTUYECKU IPUEMIIEMYIO COJIb; U

(1) mo MeHbIIeH Mepe onuH hapMaleBTHYECKH MTPUEMIIEMbII HAITOJITHHUTEb,

npudeM ¢papmareBTUIeckass KOMIO3UIUS MPEACTaBisieT coO00il BOMHBIA pacTBOpP, KOTOPHBIH
NPUrOfieH IJIs1 BBeJEeHUs myTeM BHyTpuBeHHOH (I.V.) mHBEKuMH WiM MHQY3UU M CONEPXKUT OT
okono 10 mr/ma no oxono 50 mr/mn coemunenust Gopmyiel (I) WM ero M30TOMHOrO BapUAHTA,
TayToMepa, (hapMaLieBTHUECKH ITPUEMIIEMON COJH, CONIbBATA WM THApaTa.

2. ®apmaneBTHYeCKass KOMIO3UIMS MO 1. 1, omimyaromasics TeM (¢apManeBTHIecKas
KOMIIO3ULIUS JOTIOJTHUTENBbHO CONepKUT pocdaTHbii Oydep.

3. dapmanepTuyeckas KOMIo3umus mo m. 2, rae ¢ocdarubiii Oydpep mpencrasnser codoit
docdar kamusi.

4. dapmaneBTHdeckas KOMMo3uLus Mo 1. 3, rae ¢ocdar xanus sABIAETCS OJHOOCHOBHBIM
WIN ABYXOCHOBHBIM.

5. ®apmaneBTHUeCKas] KOMIO3ULMS 10 M. 2, OTVIMYAKOLIAACA Te€M, 4TO (apMaleBTHIecKas
xkommosunusi umeer pH ot 6,5 no 10,5; npuuem pH ¢dapmaneBTHIecKOl KOMIO3UIUH PEryIUPYIOT
COJISTHOM KHCJIOTOH W/WITN TUAPOKCHAOM HATPHS.

6. dapmarneBTudecKkasi KOMIIO3ULMS 110 1.2, rae ¢apMaueBTH4YecKast kKomno3unus umeer pH
ot 7,0 o 9,0; mpu sTom pH apmarneBTHIeckoil KOMIIO3UINH PEryJIUPYeTCs C MOMOIIBIO COJITHOMN
KHCJIOTBI W/WJIN TUAPOKCU/IA HATPHSL.

7. dapmaneBTHYECKAsE KOMITO3HLHUS T10 1.2, KOTOpasi CTa0MiIbHA B T€UEHHE MPUMEPHO 10 24
MmecsiteB mpu remmneparype ot -20°C go 8°C.

8. dapmaneBTHUYECKass KOMIO3HUIMS MO 1.2, KOTopas cTaOuiibHA B TEYEHHE MEPHOoaa OT
npuMepHo 12 no npumepHO 24 mecsueB Npu TeMieparype npumepHo -20°C.

9. ®apmaueBTUYECKasi KOMIO3UIMA TO JIOOOMy u3 mm. 1-8, oTiuuaromasics TeM, 4TO
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(apmaneBTHUeCKass KOMIO3ULUs conepkuT 10 mr/mn, 15 mr/mn, 20 mr/mi, 25 mr/mn win 30 mr/mn
coenuHeHus ¢opmynsl (I) mnm ero M30TONHOrO BapuaHTa, TayToMepa, (apmaleBTHUECKU
NpHUEeMJIEMOI COJTH, COJIbBATA WM FHApPaTa; U (hapMareBTUIecKas KOMIIO3ULHSI COnep uT oT 450 mMr
1o 550 mr, ot 550 mr go 650 mr, ot 650 Mr o 750 mr, ot 850 mr mo 950 mr unu ot 950 Mr mo 1050
mr coenuHeHus: gopmynbl (I) WiaM ero W3OTOMHOTO BapHaHTA, TayToMmepa, (papMaLeBTHUECKU
PUEMJIEMON COJIU, COJIbBATA WJIM THIPATa.

10. ®dapmaueBTUyecKasi KOMIO3ULIUS TO JroOomy u3 mm. 1-9, oTnuvaromasicss TeM, 4To
(apManieBTHYECKAs KOMIIO3MLIMs COAepkUT MeHee 5% (mac./mac.), menee 4% (Mac./mac.), MeHee
3% (mac./mac.), menee 2%. (mac./mac.) win MeHee 1% (mac./mMac.) Mo MeHbLIEH Mepe OIHOI

NpUMeCH, TpUYeM 1O  MEHbIIeH  Mepe  OxHAa  MNpPHUMECh  MPEncTaBiIsieT  COOOM:

7\
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-~N
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D
s
N” “NH,

11. ®apmaneBTHUecKast KOMIO3ULIUSA T10 M. 1, OTNIMYAIOINASACS TeM, YTO (papMalleBTUUECKas
KOMITO3ULIUS COEPIKUT:

1) coenunaenue ¢popmysi (I),

o=\
B N7
N o
P

@)N NH,

0
HO-P-0"

o @,

WUTH €r0 U30TOIMHBINA BApUAHT WM (papMaleBTHYECKH MPUEMIIEMYIO COJIb; U

(1) mo meHbIIel Mepe, OauH (apMalieBTUIECKU PUEMJIEMbIH HAIOJHUTEb,

npudeM (papMaleBTHIECKass KOMIIO3ULMS NPEACTaBIsIeT COOON BOIHBIA PacTBOpP, KOTOPBIH
NPUTOZieH Ul BBe#eHUs rmyreM BHyTpuBeHHOH (I.V.) mubekumn nmm uHQysuy, coxepxamen 20
MI/MJ1 BOOHOTO pactBopa coequrenus popmyiel (I) B pocharnom Oydepe; u

npudeM (apmanesTryeckast kommnosunus umeer pH ot 7,0 mo 9,0.

12. Tlpumenenue papMaLeBTHUECKONH KOMIO3ULMH Mo Jrobomy u3 mm. 1-11 mis jneueHus
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WM TpOQUIAKTHKH HWHBAa3MBHOW rpuOKoBoil uH(pexknmu win 3adoneBaHuss y CyObekrTa,
HY>KJAIOIIErocs B 3TOM.

13. Ilpumenenne mo m. 12, mpu KOoTOpOM (papMaLeBTHYECKYIO KOMITO3HLIMEO BBOJST
CyOBEKTY €KeIHEBHO COTJIACHO PEKUMY JIEUEHUs], KOTOPBIH BKIIFOYAET:

- VAApHYIO 7103y, KOTOpasi BBOJUTCS B MEPBBIN JIeHb JiedeHUus U cofepkuT or 1000 Mr go
2000 mr coequnenust popmyisl (I); u 3atem

- TOANEPKUBAIOIIYIO /03y, KOTOpas BBOIUTCA €XEJHEBHO HA4yMHAs CO BTOPOTrO JHSA
nedenus u comgepxut ot 600 mr 1o 800 mr coennnenust popmysl (I).

14. Ilpumenenne mno m. 12, mpu KoTopoM (papMaLeBTHUECKYI0 KOMITO3HLIUIO BBOMST
CyOBEKTY €KeHEBHO, MPeyCMaTPUBAas PEXKUM JIeueHHsl, KOTOPbIH BKJIIOYAET:

yAapHYIO A03y, KOTOpas BBOAWUTCS [Ba pa3a B CYTKM B NEPBbIM A€Hb JieueHusl mytem 1V
uHpy3un 1000 mr coenunenus Gopmyiel (I) B Teuenue 3 4acos ;

HOAJEPKUBAIOLINE A03bl, KOTOPblE BBOAATCS OJUH Pa3 B CYTKU Ha BTOPOH U TpeTHil AHU
nedenus nyreM 1V undysun 600 mr coenunenus Gopmyst (I) B Teuenne 3 4acos; 1 3aTeM

NOAJIEPKUBAIOLINE JO3bI, KOTOPbIE BBOJASATCS] OAWH pa3 B CYTKU HA4YMHAs C YETBEPTOrO AHS
JI€YeHUs1, OHOTO U3:

600 mr coennHenus ¢popmyasl (I) B Tedenue 3 yacos nmyreM IV undysun unm
800 mr coenunenus popmynl (I) mepopaibHbIM BBEIEHHEM.

15. Tlpumenenne no m. 14, nmpu koropoMm BBeneHue coeannenus popmyinnl (I) myrem IV
UH(Y3UH BKJIIOYAET BBEEHUE (DapMaLleBTUYECKOM KOMIIO3HUIMHU 110 Jrobomy u3 . 1-11.

16. Ilpumenenue o mobomy u3 m. 12—15, oTIHYAIOUIHICS TeM, YTO:

rpuOkoBast uHGpexkims win 3aboneBaHue BbI3BaHbI Trpubkamu Aspergillus fumigatus,
Blastomyces, Ajellomyces, Candida, Coccidioides, Cryptococcus, Histoplasm, Rhizopus Muco,
Cunninghamell, Apophysomyces, Absidi, Saksenaea, Entomophthora, Conidiobolus, Basidiobolus,
Sporothrix, Pneumocystis, Talaromyces, Asclepias, Fusarium, Scedosporium wnu TpuOKOM u3
otpsina Mucorales mu 0008 UX KOMOUHALIMEH, WIH

rpudkoBast uHbekus uin 3a0oneBaHue BeI3BaHbl rpudbkamu Crypfococcus, Aspergillus,
Candida, Fusarium, Scedosporium wmn tpuOkom u3 oTpsga Mucorales wmm Jr000H ux
KOMOHWHAIMEH, Win

rpubkoBast HHGpEKUs WK 3a00eBaHue BbI3BaHbI Aspergillus fumigatus, Aspergillus flavus,
Blastomyces dermatitidis, Ajellomyces dermatitidi,, Candida albican, Candida glabrata, Candida
rugosa, Candida auris, Coccidioides immitis, Coccidioides posadasii,Cryptococcus neoformans,

Cryptococcus gattii, Histoplasma capsulatum, Rhizopus stolonifer, Rhizopus arrhizus, Mucor
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indicus, Cunninghamella bertholletiae, Apophysomyces elegans, Absidia species, Saksenaea
species, Rhizomucor pusillus, Entomophthora species, Conidiobolus species, Basidiobolus species,
Sporothrix schenckii, Pneumocystis jirovecii, Talaromyces marneffei, Asclepias albicans, Fusarium
solani, Scedosporium apiospermum, Rhizomucor pusillus nm mo0oii nx KoMOMHALMEH; nin

rpudkoBast nH(pekuuss win 3adoneBaHue BbI3BaHbI rpudbkom Crypfococcus Wi rpuOKOM
Candida;, win

rpuOkoBast uHGpeKs uin 3abonesanue Bbi3BaHbl Cryptococcus neoformans, Cryptococcus
gattii wiu Candida auris; v

npudyeM cyOBeKT uMmeeT ocnabineHHbi uMMyHHTeT, HHGuuupoBan BUY/CIIM/Iom wmu
OoNeH pakoM, MMeEeT HEHTPONEHW0, IMPOXOAUT WM MpPOLIeN KypCc XMMHOTEpanuud OT paka,
NPOXOOUT WJIM TPOLIEN KypC JI€YeHHs KOPTUKOCTEPOHIAMHM; MPOXOAMT WM TPOLIEN JIeYeHHEe
uaruoutopom TNF; umm sBnseTcss peLIMIUEHTOM TPAHCIUIAHTATA, WU NPUYEM CYOBEKT HMeeT
PE3UCTEHTHOCTb, NMPOTUBONOKA3aHUE, HEMIEPEHOCHMOCTD WIIN OTCYTCTBHE KIMHHYECKOTO OTBETA Ha
CTAHAAPTHYIO MIPOTHBOTPHOKOBYIO TEPAITHIO.
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