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NHI'MBUTOP KMMHA3bBI ATR BAY 1895344 J1JIA ITPUMEHEHWA JUUIA JIEUEHU A
I'MITEPITPOJIM®EPATHUBHOI'O 3ABOJIEBAHUA

Hactosimee nzobperenue oTHocutcs: K mHruouropy kunassl ATR, 2-[(3R)-3-
metunmopdonun-4-un|-4-(1-metun-1H-nupazon-5-un)-8-(1H-nupazon-5-un)-1,7-
HaQTUPUIUHY, JAJIsl IPUMEHEHUS IS JICYEHUs] THIEepIpoanudepaTuBHOro 3a00JIeBaHUs,
KOTOPBIN OTJIMYAETCS T€M, YTO €ro BBOAAT B kojaudecTBe OoT 10 mr no 160 mr B neHb,
ocobeHHO B kKosmdecTBe OT 60 mMr 1o 160 mr B nenb. HacTosimee nzobperenne Takxke
OTHOCHUTCS K (papMaleBTHYECKOH KOMITIO3ULIMH, KOTOpas conepkut 2-[(3R)-3-
metunmopdonun-4-un|-4-(1-metun-1H-nmupazon-5-nn)-8-(1H-nupazon-5-un)-1,7-
HaQTUPUAUH B KOTU4YecTBE OT 5 10 80 MI U Mo MeHblIell Mepe OTHO
(apmaneBTHUECKH NPUEMIIEMOE BCIIOMOraTebHOe BemecTBo. HacTtosmee
n300peTeHne TakKe OTHOCHUTCS K CIIOCOOY MOJyYeHHs] YKa3aHHOW (papMaleBTUUECKON
KOMITO3HUIIUH.

HNPEAITOCBIJIKHY CO3AAHUA UBOBPETEHHW A

2-[(3R)-3-meTunmopponun-4-un]-4-(1-merun-1H-nupazon-5-un)-8-(1H-

nupaszon-5-un)-1,7-sadpTupunun npencrasisier coboit coenqunenune popmysl (1)

(D).

OHn Taxke nzBecteH kak BAY 1895344 u npencrapisier codoit HHTUOUTOP
kuHa3bl ATR, KOTOpBIH MOKHO UCIOJIB30BATh IS JICYEHHS TUIIEPTPOIH(EPATHBHBIX
3aboneBanuii. CHHTE3 3TOr0 COEUHEHUsS OMHUCAH B MEKIYHAPOIHOW NAaTEHTHON
nyonukanuun W02016/020320, B wactHOoCcTH, B [Ipumepe 111.

B cooTBeTCTBUHU ¢ TPOTOKOJIOM KJIMHUYECKUX MCCIEAOBAHNN M HA OCHOBAHUHU
TAHHBIX, TIOJIYYEHHBIX B 3KCIIEPUMEHTaxX in vivo nocyue BBenenns BAY 1895344
MBIIIAM, KpbICaM U coOaKaMm, 1 Ha OCHOBAaHHUHU JAHHBIX 1N Vitro OTHOCHTEIbHO

CBSI3BIBAIOINETO OeNiKa MIa3Mbl M pa3fesieHus] KpoBu/miasmbl, 3¢ exTuBHas 103a y
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moneit 6osee 300 mr BID, 3 nus nmpuéma/4 nHs mepepsiBa, 4TO O3HA4YAET 03y Oolee
600 Mr B neHb, ObljIa OLIEHEHA B Hauaje KJIMHHUYEeCKUX ucnbiTanuii ¢ BAY 1895344,

OnHuM n3 00BEKTOB U300pETEHUS SABJISETCS ONpeaeseHue OTHON WU
HECKOJIbKUX CYTOYHBIX 7103, a TAK)KE PEKUMOB JO3MPOBAHUS COCNMHEHHS (POPMYJIBI
(I), xoTOpBIE MOAXOAAT AJIS JICUSHUSI OAHOTO MJIM HECKOJbKUX
runepnpoaudepaTuBHbIX 3a00neBanuil. Jpyrum o0beKTOM H300peTeHUs SBISIETCS
omnpeneneHune GapMaleBTHUECKUX KOMIIO3ULIMH, CONEPIKAINNX COeqUHEHNUE (POPMYITBI
(I), koTOpBIE MOTYT UCMOJB30BATHCS JISI TAKOTO JICUEHHUSI.

HecmoTpst Ha mporpecc, ONMUCAHHBINA B JaHHOW 00J1aCTH B OTHOIIEHUU
UHTUOUTOPOB KMHA3bI, OCTAETCS MOTPEOHOCTh B YAYYIIEHHBIX (papManeBTHIECKUX
KOMITO3HUIUAX JUIS JISYEHUS TUIIePIPOTU(epaTUBHBIX 3a00J€BaHNN, B YACTHOCTH
(dapManeBTHUECKUX KOMITO3ULHUAX, KOTOPbIE MOAXOIAT ISl TEPOPAIbHOTO BBEIEHUS
IJ1S1 TIOBBIIIEHUSI KOMIUIA€HTHOCTH TMaIlUeHTa.

IMpodune BeicBOOOKAEHUS PapMalleBTHUECKON KOMIIO3UIIUY JOJIKEH
TPAHCIMPOBATHCA B YPOBEHb aKTUBHOTO MHI'PEAMEHTA B MJIa3Me, KOTOPBIH SABISAETCS
DOCTATOYHBIM st 3¢ PekTuBHON Tepanun. ITockonbKy QPU3NKO-XIMHUYECKHUE CBOMCTBA
AKTUBHBIX MHIPEAUEHTOB B 3HAYUTENBHON CTENEHN OTINYAIOTCA APYT OT APYra, THIIBI
U KOJINYECTBA BCIIOMOTATEJbHBIX BEIIECTB AJIsI COCTaBICHUS (papManeBTHIECKON
KOMIIO3UIIMHU, KOTOPast AEHCTBUTEIbHO MOAXOAUT I JOCTHXKEHUS TpeOyeMbIX
ypOBHEH ONMpeaeJeHHOr0 aKTHBHOI'O HHIPEIHEHTa B T1a3Me, OOBIYHO
HEIpenCKa3yeMBbl.

IToMHMO CBOWCTB paCTBOPEHUsI, BaXKHA XUMUYECKAsi U MEXaHUYECKasi
CTaOUJIBHOCTD (papMaIeBTUYECKONW KOMITO3ULINH.

HaxoHen, BaxHO, 4TOOBI CTOCOO MONy4YeHHs JOMyCKaJl KpynHoMacmTabHoe
NPOU3BOACTBO (PapMaLEeBTHYECKON KOMIO3UIIUH C BBICOKUM Ka4eCTBOM MPOAYKTA.

Pa3zpaboTka BOCTIpOU3BOAMMOTO KpymHOMacmTadbHoro (>2 kr) cnocoba GMP -
NpOU3BOACTBA (PapMaLEeBTHUECKON KOMITO3UIIUH, KOTOPAasi COAEPIKUT COEAUHEHUE
dbopmynsl (I), okazanace cinoxHoit. Bo Bpems yBennuenust macmraba GMP -
NPOM3BOACTBA N0 MacmTaba 2 Kr apManeBTHYECKUX KOMIIO3UIUHI, KOTOpbIE
conepskat coequnenune Gopmysl (1), CTONKHYJNHUCH C pa3IMIHBIMA NPOOJIEeMaMH,
TaKUMH KaK mpoOJIeMbl TEKYUECTH U YIIJIOTHEHUSI, 0COOEHHO BO BpeMsl
TabneTupoBaHus (MOAPOOHOCTH CM. B DKCIIEPUMEHTAIbHOM pa3iesie HUXKe).

CrnenoBaTenbHO, Apyras 3ajada HaCTOSIIEro H300pETEHHUs] COCTOUT B TOM, YTOOBI

MPEeNOCTaBUTh CIOCO0 mosyueHus: papMaLeBTUUECKON KOMIIO3UIIUH, KOTOpas
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conepkut coequnenune Gopmysl (1), KOTOPBIH MO3BOJISET MOJYYATh YKA3aHHYIO
dbapManeBTUUECKYI0 KOMITO3ULUIO, B YACTHOCTH, B MaciiTabe >2 Kr.

OINMCAHUWE M30BPETEHUA

CoenuHeHne JUISL IPUMEHEHHS

B coOTBETCTBHU C MEPBBIM aCIEKTOM, HACTOsIEee U300pEeTeHHe OTHOCUTCS K 2-
[(3R)-3-meTtunmopdonun-4-un]-4-(1-metun-1H-nupaszon-5-mn)-8-(1H-nupazon-5-un)-
1,7-HadTHPUANHY, WU €r0 TAYTOMEPY, COJMbBATY, (papMalEeBTUYECKHU MPHUEMIIEMOMN
COJIM AJIsl MPUMEHEHUs ISl JIeUeHHs] TunepnpoiaudepaTuBHOro 3a00aeBaHusi, KOTOPBIN
OTJHUYAETCS TEM, YTO €r0 BBOJST B KojuuecTBe OoT 10 Mr 1o 160 Mr B ieHb, OCOOEHHO
B Kosuu4decTBe OT 60 mMr 1o 160 Mr B 1eHb, NPEANOYTUTEIBHO B KONH4YecTBe OT 80 Mr
no 160 Mr B neHb.

Coenunenne popmyasl (I) MokHO BBOAUTDL ONMH pa3 B neHb (QD) mim aBa pasa
B neHb (BID). IlpenmouturensHO €ro BBOIAT 1Ba pasa B AeHb (BID), Hanpumep, s
OOCTHKEHUsI CyTOYHOU 1036l OT 10 Mr no 160 Mr, ocobeHHO B kou4decTBe OT 60 Mr 10
160 Mr B neHb, NpeANOUYTUTENBHO B KoaudecTBe OoT 80 mr no 160 mr B neHb.

Ouenb HEOXKUIAHHO, YTO d(PdexkTuBHAs 1032 Ais yenoBeka mexay 40 mr u 80 mr
BID oxka3zanace 6osee yem B 3 pasa (80 mr BID) u no 6onee uem B 7 pa3 (40 mr BID)
HUKe pacueTHOH 3 ¢deKTHBHOM 103, KOTOpas coctasiuseT 6onee 300 mr BID, ¢
pexxuMoM 3 nHA npuémMa/4 nHs nepepbiBa, KOTOpas Mpearnoaraiach Npyu 3anycke
KJIMHUYECKUX UCMBbITaHuHi coenrHenHns (I). DTy oueHb 3HAYUTENbHYIO PA3HULY MEXIY
pacyeTHO! U GaKTUYECKOU 0301 HEBO3ZMOKHO OBLIO MpeacKa3aTh, U OHA SIBJISETCS
OYeHb HEOXKUIAHHOW C TOYKU 3PEHUS JOKJIMHUYECKUX (PapMaKOKUHETHIECKHUX
TAHHBIX.

“2-[(3R)-3-metunmopdonuu-4-unl-4-(1-metun-1H-nupazon-5-mn)-8-(1H-

nupaszon-S-un)-1,7-nadpTupunun’ npencrapisier codoi coenurenue popmysl (1)

(1.
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Coenunenne popmynsl (I) MOKeT cylecTBOBaTh B BUAE TayTOMEpa POPMYIIBI

(Ta)

(Ia).

Coenunenne ¢popmynl (I) MOKeT CyIIEeCTBOBATH B PA3JIMYHBIX TBEPIBIX (HOpMax,
KOTOpbIE OMHUCAHBI B MEKIYHAPOAHOU maTeHTHOW nyonukanuun W0O2018/153970.
[IpennouTUTENbHBIMH ABISAOTCA NOTUMOP(HBIE (OPMBI, KOTOPBIE HA3bIBAKOTCS
«@opma A» u «Popma By. Haubonee npennoururenbuoi sasusercsa “Popma B”.
CnocoObl mony4yeHus pa3audHbIX TBepAbIX Gopm coenunenus (1), Takux xax,
Hanpumep, Popma A u ®opma B, onucansl B MeXXAYHAPOIHON NAaTEHTHOMN
nyonukanuu W0O2018/153970. CiocoOr! mony4deHus: npeanoYTuTenbHol «@opmbl B»
onucansl B [Ipumepe 111 MexxayHapoaHO# MaTeHTHOW MyOIUKALUH
WO02016/020320A1 u B MexxayHapoaHO# naTeHTHON nybaukauun WO02018/153970.

B cooTBeTCTBUHU ¢ BapHAHTOM OCYILECTBJIEHHUS MEPBOro acrnekTa u300peTeHus
(“Coenunenne nusa npuMeHeHus ) BBoaaAT @opmy A coenunenus ¢popmyasl (I).
Pentrenosckas nopomkosas nudpakrorpamma @opmer A coennHeHus Gopmyst (I)
nokaszana Ha @urype 1.

B cOOTBETCTBUU C MPEANOYTHTEIbHBIM BAPUAHTOM OCYINECTBIICHUS MTEPBOTO
acriekta uzobperenus BBoasatT ®@opmy B coequnenus ¢popmyisl (I). PenTrenosckas
nopoikoBas nudpakrorpamma @opmel B coenunenus popmynsl (I) mokasana Ha
Qurype 2.

Coenunenune Gopmysl (I) MOKeT CymeCTBOBATh B BUJE COJIbBATA, OCOOEHHO B
BUJI€ THApPATA.

Kpowme Toro, coenuaenne ¢popmynl (I) Moxker cymecTBoBaTh B pOpMe COJIH.
Yka3aHHasi COJIb MOXKET ObITh JII0OOH COJNBIO, THOO OpraHu4YecKoi, Tudo
HEOPTaHUYECKOW aAAUTUBHON COJIbIO, OCOOEHHO 000 (papManeBTHUECKU
IPUEMJIEMOH COJNIbI0, OOBIYHO HUCIIONIB3YEeMOH B (papMalieBTUKE.

Tepmun “papmaneBTHUecKH NpueMiIeMas COJb" OTHOCUTCS K OTHOCUTEIBHO

HETOKCUYHOM, HEOPTAHUYECKON UJIM OPraHUYECKON KUCIOTHO-aAAUTUBHONU COJIU



10

15

20

25

30

dopmyinsl (I). Hanmpumep, cm. S. M. Berge, ef al. “ Pharmaceutical Salts,” J. Pharm.
Sci. 1977, 66, 1-19. Ilonxonsmel ¢papMaeBTUUECKH MPUEMIEMON COJIBIO COEIHHEHUS
dbopmyinsl (I) MokeT ObITH, HaIpUMep, KUCIOTHO-aAAUTUBHAS CcOJib coenuHeHus (1),
Takasi Kak KUCJIOTHO-aJqUTHBHAS COJIb C HEOPraHUYECKON KUCIOTON, TaKOH Kak
XJIOPUCTOBOJOPOIHAS, OPOMHCTOBOAOPOAHAS, HOAMCTOBOAOPOAHAS, CEpHas,
nBycepHasi, pochopHas win a30THASE KHUCJIOThI, HAIPUMED, UJIU C OPTAHUYECKOMN
KUCJIOTOM, TAKOW Kak MypaBbUHAS, YKCYCHAs, al[eTOYKCYCHas, MTUPOBUHOTPATHAS,
TPpUPTOPYKCYCHAs, MPOTTUOHOBAS, MACJIsIHAS, T€KCAHOBAs, T€NITAHOBAs, YHIEKAHOBAS,
JaypuHOBasi, OeH30WHAas, canuuiIoBas, 2-(4-runpokcudeH30omn)-0eH30iHas,
kampopHasi, KOpUYIHasl, [UKJIOMEHTAHIIPOMUOHOBASI, TUTTFOKOHOBAS, 3 -THAPOKCH-2-
HadTOMHAsE, HHUKOTUHOBAs, TaMOeBasi, MEKTUHOBAs, NepcepHasi, 3 -GpeHUIMPONMOHOBAS,
NUKPUHOBAS, MUBaIbHAs, 2-TUIPOKCUITAHCYIb()OHATHAS, HTAKOHOBASI KHCJIOTA,
cyiabpaMUHOBAsI KUCIOTA, TPUPTOPMETAHCYIBGOHOBAS, NONELHICEPHAS,
3TaHCyJb(OHOBAsS, OEH30JCYIb(HOHOBAS, TAPA-TONYOJICYIb(HOHOBAS,
MeTaHCcyb(oHOBas, 2-HapTanuHCYIb(HOHOBAS, HAPTATHHAUCYIbPOHOBAS,
kambpopcynb(pOoHOBAs KUCIOTA, JIUMOHHAs], BUHHAsI, CTEAPUHOBAsA, MOJIOYHAs,
IaBesieBasi, MAIIOHOBAs, SIHTapHAas, sI0J04YHasA, AAUITMHOBAs, aJIbTHHOBAs, MaJIEHNHOBAS,
dymapoBas, D-rmrokoHOBas, MUHalIbHAsA, aCKOPOUHOBAsA, TIIIOKOT€NTAHOBAS,
riunepodocdopHasi, acmaparuHoBasi, Cyab(pocaauunIoBasi, TeMUCEPHAs WU
THOIIMAaHOBAas KUCJOTa, Hanpumep. IlpennoyrurenbHON sIBIsIeTCS KUCIOTHO-
aIAUuTUBHAs COJb coenuHenus: popmynsl (I) ¢ XITOPUCTOBOIOPOAHON KUCIOTOM.

Coenunenue popmysl (I) unu ero tayromep, ConbBat (Hapumep, TUAPAT),
(bapmaneBTHYECKH TpUEMIIeMast COJIb WU JII00ast U3 TBEPABIX GOPM COETUHEHUS
dbopmyinbl (I) MOTYT HCTIOTB30BATHCS B MUKPOHU3UPOBAHHOHN opme. MUKpOHU3ALIHS
MOET OBITh JOCTUTHYTa CTAHIAPTHBIMU METOJdAMH U3MEbYEHHS.

Tepmun «runepnpoaudepaTuBHoe 3a00I€eBaHNE» BKIKOYAET, HO HE
OTPAaHUYUBAETCS UMH, HAIPUMEP: TICOPUA3, KEJIOU bl U IPyTHe THIEPIIA3UU KOXKH,
nobpokadecTBeHHYIO rumnepmiasuto npoctarsl (AITIK), conuaabie omyxoiu, Takue
KaK paK MOJIOYHOM KeJie3bl, [bIXaTebHbIX MyTeH, MO3Ta, PENPOAYKTHBHBIX OPTaHOB,
MUIEBAPUTENHHOTO TPAKTa, MOUYEBBIBOASAIIMX MYyTeH, Tlia3a, MeYeHH, KOKHU, TOJIOBBI U
HIey, IMUTOBUIHON JKeJIe3bl, MapalluTOBUIHOMN JKeJIe3bl, U UX OTHaJIEHHbIE METAaCTa3bl.

Tepmun «runepmnponudepatuBHoe 3a00JieBaHUEY» TaKKe BKJIIOYAET JTUM(OMBI,

CapKOMBI U JIEUKEMHUIO.
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IIpumepel paka MOJIOYHOMU KeJI€3bl BKIOYAKT, HO HE OTPAHUYUBAKTCA UMHU,
MHBAa3UBHYIO NMPOTOKOBYIO KapIIMHOMY, HHBAa3UBHYIO JOOYJSIPHYIO KapILUHOMY,
MPOTOKOBYIO KapIIMHOMY 1n situ ¥ JOOYISPHYIO KapLUHOMY 1n situ.

IIpumepsl paka AbIXaTEJbHBIX NYyTENH BKJIIOYAKOT, HO HE OTPAHUYUBAIOTCS UMH,
MEJIKOKJIETOYHYIO U HEMEJIKOKJIETOYHY KapLUHOMY JIETKOTrO, a TAK¥Ke aJ€HOMY
OpOHXOB U MJIEBPOMYJIbMOHAIBHYIO OJIaCTOMY.

IIpumepsl paka roJ0OBHOTO MO3ra BKJIKYAKT, HO HE OTPAHUUYHMBAIOTCS UMH,
TJIMOMY CTBOJIa MO3Ta U TUNO(TATAMHYECKYIO TJIIMOMY, MO3)KEYKOBYIO U
1epeOpajbHYI0 aCTPOIUTOMY, MEAYJI00IaCTOMY, STEHIUMOMY, & TaKKe
HENPOIKTOAEPMAIBHYIO ONYXOJb U OMYyXOJb NHUHEATbHON KEJIE3bI.

Onyxoau My>KCKUX PEMpPOAYyKTHUBHBIX OPTAHOB BKJIIOUYAIOT, HO HE
OTPAHUYMBAKOTCS UMH, PaK MPOCTATHI U SIUYEK.

Onyxonu KEeHCKUX PEeNpPOAYKTHUBHBIX OPTaHOB BKJIIOYAKOT, HO HE
OTPAHUYMBAIOTCS UMH, PaK SHAOMETPUS, MEHKH MaTKH, SUUHUKOB, BJIaraJiniia u
BYJIbBBI, a TAK}KE€ CAPKOMY MAaTKH.

Onyxonu nNUIeBapuUTEIbHOrO TPAKTA BKIIOYAIOT, HO HE OTPAHUYUBAIOTCA UMU,
PaK aHAJIBbHOTO KaHaja, TOJCTON KUIIKHU, KOJOPEKTAJIBHBINA PaK, paK NUILEBOAA,
JKEJTYHOTO My3bIPs, JKENYyIKa, NOJKEIYTOUYHOM Kee3bl, NPSIMON KUIIKHU, TOHKON
KUIIKUA U CIIOHHBIX JKEJIe3.

Onyxonau MOUEBBIBOASINUX MyTeH BKJOYAKT, HO HE OTPAHUYUBAKOTCS UMHU, PaK
MOY€BOI0 My3bIpsi, NOJOBOTO YJI€HA, MOYEK, TOUYEUHON JIOXaHKH, MOYETOUYHHUKA,
ypPeTphl, U NANMUJUISIPHBIN pak MOYKHU YEJIOBEKA.

Pax ryiaza BkjIrOYaeT BHYTPHUIIIA3HYIO MEJIAHOMY M PETHHOOJACTOMY, HO HE
OTPAHUYHMBAETCS] UMH.

ITpumepsl paka medeHU BKIOYAKOT, HO HE OTPAHUYUBAKOTCS UMH,
renaToLe UTIOJISIPHYI0 KapIUHOMY (KapUIUHOMY KJIETOK MedeHu ¢ pudponaMeNnsspHbIM
BapUAHTOM HJIU 0€3 Hero), XOJaHTHOKAPIIUHOMY (Kap HUHOMY BHYTPUIIEYEHOYHOTO
KETYHOTO MPOTOKA) M CMEIIAHHYIO TeNaTONEUTIOIIPHYI0 XOJaHTHOKAPLIHHOMY .

Pak x0Oxu BKJIIOYAeT, HO HE OTPAHUYUBAETCS UMH, JIIOCKOKJIETOYHYIO
KapUuHOMY, capkomy Kamomu, 3J10ka4€CTBEHHYI MEJIaHOMY, PaK KOXKHU U3 KJIETOK
Mepkens 1 HEMEJTaHOMHBIN PaK KOXH.

Pak rosoBel U meu BKJIKOYAET, HO HE OTPAHUYUBAETCS UMH, paK TOPTaHHU,
runodapuHreanbHbIi, HOCOTJIOTOYHBIH, POTOTJIOTOYHBIN pakK, pak ryd u MOJOCTH pTa U

MJIOCKOKJIETOYHBIN PaK.



10

15

20

25

30

JInM(pOMBI BKITIOUAIOT, HO HE OrPAHUYUBAIOTCS UMH, TUM(OMY, CBI3AHHYIO CO
CIIM oM, HEXOKKHHCKYIO TUMPOMY, KOxKHYI0 T-kieTouHyro numdpomy, tumpomy
bepkurra, 6one3Hp X0OMKKHHA U TUM(POMY LIEHTPAJIbHOW HEPBHOHN CUCTEMBI.

CapkoMBI BKJIIOYAIOT, HO HE OTPAHUYUBAKOTCS UMH, CAPKOMY MITKUX TKaHEH,
0CTE0CapKOMY, 3JI0KAaYECTBEHHYI0 GHOPO3HYIO I'MCTHOLUTOMY, TUM(POCapKOMY U
pabnoMuocapkomy.

JIelik03bl BKJIIOYAIOT, HO HE OTPAaHUYMBAIOTCSA UMHU, OCTPBIA MUETOUAHBIN
JeHKO03, OCTphIi TUM(POOIACTHBIN JIEHKO3, XPOHUYECKHI TUM(OIUTAPHBIN JTEHKO3,
XPOHUYECKUI MUEJIOr€HHBIN JIEHKO3 U BOJOCATOKJIETOUYHBIN JEHKO3.

OtH 3a001€BaHUS XOPOLIO OXaPAKTEPU3OBAHBI Y JIIOAEH, HO TaKXKe CYIIECTBYIOT
C AHAJIOTUYHOM 3THUOJIOTHEN Y IPYTUX MIEKOMUTAIOIINX, U UX MOYKHO JICYUTh MyTEM
BBeAEHHs (papMaLeBTHYECKON KOMIIO3UIUH COTJIACHO HACTOSIIEMY H300PETEHUIO.

I'unepnponudepaTuBHoe 3a00NeBaHIE MOXKET XapaKTEPU30BATHCSA OJHUM HIIH
HECKOJbKUMH aedeKkTaMu B MexaHu3Me oTBeTa Ha nospexnaenue JJHK (DDR). B
YaCTHOCTH, TunepnpoirudpepaTrupHoe 3a00J€BaHNE MOXKET XaPAKTEPHU30BATHCS OJHUM
WJTH HECKOJIbKUMHU OMOMapKepaMu, KOTOpble ObUIM ONMHUCAaHbI B MEXAYHAPOAHON
nateHTHON nmyOnukanuu WO2018/153968, koTopast BKIIIOUE€HA B JAHHOE OTIMCAHUE
NOCPEACTBOM CChUIKU. B wacTHOCTH, runepnponudeparuBHoe 3a00€BaHHE MOXKET
XapaKTepU30BaThCS OJHON MJIM HECKOJbKHUMH BPEIHBIMU MYTAlUsIMU B OTHOM HJIU
HECKOJIbKUX reHax u/miu Oenkax, noapoOHo onucanHbix B W0O2018/153968.
IIpeanoutrurenpHO, runepnponudepaTuBHoe 3a00NeBaHNe XapaKTEePU3yeTcs: OAHOM
UM HECKOJNIbKUMHU BpedHbIMH MyTauusiMu B reHe ATM wu/unu rene BRCA1 u/unu
6enxke ATM u/unu 6enke BRCAT.

Kpowme Toro, runeprnponudepatuBHoe 3a001eBaHUE MOXKET XapPaKTEPU30BATHCS
OJHOM WJIM HECKOJIbKUMU BpeaHbIMH MyTauusiMu B reHe ATM u/unu rene BRCA1
u/unu reie BRCA2 u/unu rene PALB2 u/unu rene ARID1A u/unm notepeit Oenka
ATM.

[IpennouturenpHo, runepnpoiudepaTuBHoe 3a00IeBaHNE XapaKTEPHU3YETCs
OJHOW MM HECKOJIBKUMU BpeaHbIMH MyTauusiMu B reHe ATM n/unu rene BRCA1
u/unu reie BRCA2 u/unu norepeit 6enka ATM.

[IpennoururenbHo, runepnpoaudepaTuBHOe 3a00I€BaAHNE XaPAKTEPUIYETCS
OJHOMN MJIM HECKOJbKMMHU BpEeAHbBIMU MyTaLuusiMu B reHe ATM.

IIpennoururenbHo, runepnpoaudepaTuBHoe 3a001€BaHNE XapPAKTEPUIYETCS

notepei 6enka ATM.
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[IpennoutrurenbHo, runepnpoiudepaTuBHoe 3ab00IeBaHNE XapaKTEPU3YETCs
OJIHOM MM HECKOJIBKMUMHU BpeAHbIMH MyTauusiMu B rene ATM u norepeit 6enxka ATM.

IIpennoururenbHo, runepnpoaudepaTuBHoe 3a001eBaHNE XapaKTePU3YyETCs
OJHOMN UJIY HECKOJbKUMHU BpeaHbIMU MyTauusimu B reHe BRCAL.

[IpennoutruTenpHO, runepnponudepaTusHoe 3ad0eBaHNE XapaKTEePU3yeTCsI
OJHOMW HJIM HECKOJbKHUMHU BpenHbIMHU MyTanusiMu B reHe BRCA2 .

Kpowme Toro, runepmnponndepatruBHoe 3a001eBaHNE MOXKET XapaKTEPU30BATbCS
OJHOMW MJIM HECKOJbKHUMHU BpEeAHbIMHU MyTauusiMu B reHe PALB2.

Kpowme Toro, runeprnponudeparuBaoe 3a0071€BaHNE MOXKET XapaKTePU30BATHCS
OJHOMN UJIM HECKOJbKMMHU BpeAHbIMU MyTanusimu B reHe ARID1A.

TepMuH «BpenHas MyTaLUs» B KOHTEKCTE HACTOSIIETO ONMHUCAHUS O3HA4YaeT
MYyTaLHI0 T€Ha, KOTOPas OKa3bIBAE€T BPEIHOE BO3ACHCTBHE HA (PYHKIUIO YKA3aHHOTO
reHa uiu Ha QyHkuio ero coorsercTByromeit PHK nim ero coorsercTByromero
Oenka.

Hanpumep, BpenHast MyTalusi reHa MOXeT IPUBECTU K CHUXXEHUIO YPOBHS
SKCIPECCUHU YKA3aHHOTO reHa, WJIH K YMEHbIIEHHOMY KOJMYECTBY Oelka, 0COOEHHO K
noTtepe OeNka, MJIM K CHU)KEHUIO aKTUBHOCTHU OeJiKa, KOTOPbIH COOTBETCTBYET
yKa3aHHOMY T€HY, WJIH K HeQyHKIHOHAJIBHOCTHU reHa/benka («morepsi GyHKIIUNY) MO
CPaBHEHHIO C COOTBETCTBYIOLIUM I'¢HOM/O€IKOM JUKOTO THUIA.

IIpuMeps! BpeAHON MyTallMU BKJIIOYAIOT, HO HE OrPAaHUYNUBAIOTCS CIEAYIOIUMHU!

BpenHoii MmyTanuel MoeT ObITh HOHCEHC-MYTallUs, KOTOpas MpeaCcTaBiIseT
co00l TOYEYHYI0 MyTAaLMIO B COOTBETCTBYIOIEM I'€He, IPUBOASINYIO K
NpeXAEBPEMEHHOMY CTOI-KOJOHY MJIK HOHCEHC-KOJOHY B TpaHCKkpubupyemoit MPHK,
U K MPOLECCUPOBAHHOMY, HEMOJHOMY U HE(QPYHKIMOHAJIBHOMY O€JKy, KOTOPBIH
COOTBETCTBYET COOTBETCTBYIOLIEMY I'€HY.

BpenHoi#i myTanueii MOKeT OBITh MHCCEHC-MYTAIlUs, KOTOPAasi MPEACTABIISIET
c000i TOYEYHYIO0 MYTALHIO B COOTBETCTBYIOLIEM I'€HE, TPUBOISIIYIO K
NpOAYLUPOBAHUIO MO0 HePyHKIIMOHAIBbHOTO Oenka (mosHas noreps GpyHkuu), 1udo
Oenka ¢ 4yacTHYHOH moTepeil QYHKIUHU MO CPABHEHUIO C COOTBETCTBYIOIINM OEJIKOM
AUKOIO THUIIA.

Bpennas myTanus Takke MOXKET NPUBECTH K MyTalUU CO CABUIOM pPaMKHU
CUUTBIBAHUS, KOTOpasl sIBIAETCS F€HETUYECKO MyTalell B COOTBETCTBYIOLIEM I'E€HE,
BbI3BAHHON BCTaBKAMU WIHN YJAJEHUSIMU OJJHOTO WJIM HECKOJbKMX HYKJIE€OTHAOB B

TAaKOM Ir€HEC, TAC KOJIUYCCTBO HYKJIICOTUAOB HE ACTIHUTCA HAa TPHU, U IPUBOJUT K (I/IHOFHa
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IPOLECCHPOBAHHOMY ) HEPYHKIMOHAIBHOMY O€JIKY, KOTOPBIH COOTBETCTBYET
COOTBETCTBYIOILIEMY I'€HY.

Bpennast MyTanus Takke MOXeT ObITh MyTallel ¢ OONBIION peapaHKUPOBKOMH,
HanpuMep, Aenenueil ONHOTO U HECKOJbKUX 3K30HOB, Pa3spyLIAOLUX PAMKY
CUUTBIBAHUS MJIM KPUTUYECKUH YHKLMOHAIbHBIA JOMEH COOTBETCTBYIOIETO OeKa.
Jlpyrum npuMepom MyTanuu ¢ OOJBIIONH peapaHKUPOBKOM SBJISIETCS Ay IJIMKALIHS
OJHOT'O UJIM HECKOJIbKUX HEKOHLIEBBIX 3K30HOB, Pa3pyllalOIlUX PaMKy CUUTHIBAHUS
WU KPUTUYECKHH (YHKLHMOHAJIBHBIA TOMEH COOTBETCTBYIOLIEro OeKa.

Bpennast MyTanus Takke MOXeT ObITh MyTallMel caliTa crijlaliCUHTa, KOTOpas
NpeAcTaBisieT COOO reHETHYECKYI0 MYTALMI0, KOTOPast BCTABISAET, YAAJIAET UITU
U3MEHSET pPsi HYKJIEOTHI0B B KOHKPETHOM caiiTe, B KOTOPOM NMPOUCXOAUT CIIAaHCUHT
BO Bpems nepepaboTku nuapopmanuonnoit PHK-npeamecTseHHKa B 3penyro
uHpopmannonny PHK. KoHceHCcyCcHBIE MOCIeNOBaTEIbHOCTH CAWTOB CIIAMCHUHTA,
KOTOpbIE€ YIPaBIAKT PAaCO3HABAHNEM 3K30HOB, PACIIOJOKEHbI Ha CaAMBIX KOHLIAaX
UHTPOHOB. Y aJleHHE CalTa CILIACHUHIa NIPUBOAUT K TOMY, 4TO B 3penont MPHK
OCTaeTCsl OJUH UJIM HECKOJIbKO HHTPOHOB, YTO IMPUBOAUT K NPOAYLUPOBAHUIO
He()YHKIIMOHAJIBHOTO O€JIKa, KOTOPBIH COOTBETCTBYET COOTBETCTBYIOIIEMY I'E€HY.

Bpennast myTanus takke MoxeT ObITh BapuaHTOM uncia konui (CNV),
0COOEHHO YMEHBbIIEHHEM YHCia KONUH reHa (HanmpuMep, TOMO3UTOTHAS UITH
reTepo3UroTHas AeNelUsi) 0 CPAaBHEHUIO C HOPMaJIbHBIM YHCJIOM KOTH
COOTBETCTBYIOIIErO I'eHa.

Hanpumep, Bpennasi(bie) mytauusi(u) B rene ATM u/unu 6enka ATM
MOkeT(MOryT) npuBecTH K norepe 6eiaka ATM u/unu x norepe Gpynkunu ATM.
Hanpuwmep, Bpennasi(bie) myranusi(u) B reae BRCA1 n/unu 6enka BRCALI
moxeT(MoryT) npuBecTHu Kk norepe 6eaka BRCA1 w/unu x norepe ¢pynkunu BRCAT.

CnocoObl onpeneneHust ONHON UM HECKOJIbKUX BPEIHBIX MYTAaLlMil, HAIpUMEp, B
reie ATM unu BRCA1 unu BRCA2 unu PALB2 unu ARID1A u/unu B 6enke ATM
unu BRCA1 niiu BRCA2 unu PALB2 unu ARID1A, u3BeCTHBI CrieliiaiucTaM B
TAaHHOW 00JIACTH TEXHUKHU M OMHUCaHbl, Hanpumep, B W0O2018/153968, kotopas
BKJIIOUEHA B JAHHOE OMNUCAHUE MOCPEJCTBOM CCBIIKH.

B cooTBeTCTBUYU C BApHAHTOM OCYINECTBJIEHHUS MEPBOrO acrnekTa u300peTeHms
coenuHenue ¢popmysl (I) BBomsT B konudectBe ot 10 mr 1o 160 mr, unu B

konuuecTBe OT 20 Mr 1o 120 mr, unu B konudectse oT 60 mr go 160 mr, unu B
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konudecTBe OT 20 Mr 10 80 Mr B A€Hb, NPEANOUYTUTENBHO B KoJu4decTBe OT 80 Mr 110
160 mMr B neHb.

B cooTBeTCTBUU C BapHAHTOM OCYIECTBJIEHHUS MEPBOrO acrnekra u300peTeHus
coenuneHnue Gopmyisl (I) BBogsaT B konuuectse 160 mr B neHb. CyTOYHOE KOJUYECTBO
MO’KHO BBOAUTBH OAUH pa3 B n1eHb (QD) unu nBa pasa B nens (BID). [IpennoururenbHo
ero BBOASAT nBa pa3a B AeHb (BID), uto o3Haudaet, uto 80 Mr BBOASIT MALMEHTY JBa
pas3a B IeHb, HalIpUMep, NepByr 103y 80 MTI - yTPOM U BTOPYIO 703y 80 MT - Be4epoOM.
Haubonee npeanoututenbHo, coenuHenue ¢popmysl (I) BBOAST n1Ba pasa B IeHb
(BID) kaxnbie 12+1 yacos.

B coOTBeTCTBUU C BAPHAHTOM OCYINECTBJICHHUS MEPBOro acrnekTa u300peTeHms
coenunenue ¢popmyusl (I) BBomsT B konudectBe 80 mr (BID), u pexxum N03UpOBaHUS
npencTapisieT codoit 1 neHp mpuéma/6 nHel mepepriBa.

B cooTBeTCTBUHU C BApHAHTOM OCYINECTBJICHHUS MEPBOrO acrnekTa H300peTeHHs
coenuHenue ¢popmyisl (I) BBomsT B konudectse 80 Mr (BID), u pexxuM no3upoBaHUS
npeacTasisier coboit 2 qHs npuéma/S nHel nmepepriBa.

B cooTBeTCTBUU C BAPHAHTOM OCYINECTBJIEHHUS MEPBOrO acrnekTa u300peTeHms
coenuHenue ¢popmysl (I) BBomsT B konuuectse 80 mr (BID), u pexxum no3upoBaHus
npeacTasiseT coboit 3 nHs npuéma/4 nHA nepephisa.

B cooTBeTcTBHU C BApHAHTOM OCYIIECTBJIEHHUS MEPBOro acrnekra u300peTeHus
coenunenue Gopmyisl (I) BBogsat B konuuectse 80 mr (BID), u pesxkxum 103upoBaHUs
npexacrasisier codbo 3 nHa npuéma/ll nHel nmepepsiBa. JpyruMu ciioBamu, B 3TOM
BapHaHTE OCYIIECTBJIEHUS PEKUM JO3UPOBAHUS MpeACTaBisieT co0ou 3 nHs mpuéma/4
IHS IepepbIBa B TEUEHUE OJHON HENeNH, ¢ MOCIeAYIOUIUM HeeIbHbIM MepepbhiBOM Oe3
JeUeHUs.

B cooTBeTcTBUM € MPEANOYTUTENbHBIM BAPUAHTOM OCYILECTBICHUS NIEPBOTO
acriekta uzobperenus coenuHenune Gopmyisl (1) BBoxsT B konudectse 80 mr (BID), u
peXXUM TO3UPOBAHUS NMpeaCcTaBisieT coOol 3 nHsa npuémal/ll nHeit mepepsiBa.

B cooTBeTCTBUYU C BApHAHTOM OCYINECTBJIEHHUS MEPBOrO acrnekTa u300peTeHus
coenunenue ¢opmynsl (I) BBoasaT B konmuectse 80 mr (BID), pexxum no3uposaHus
npencrapisieT codoit 3 nHs mpuéma/4 nHs MepepbiBa B TEUSHHUE NBYX HEOENb, C
NOCJENYIOIUM HENleIbHBIM MEePEPhIBOM Oe3 JIeUeHHUs .

B BapmaHTe OCyImecTBIEHUs MEPBOTO acCleKTa H300pETEHNUs] COeTUHEHHE

opmybl (I) BBOaAT B konudecte 80 mMr (BID), pexxuM q03upOBaHUs NPEACTABIISET
pMy P Y Y
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coboii 3 nHs npuéma/4 nHs mepepriBa B TEYEHUE TPEX HEOEJb, C MOCIEAYIOIMUM
HeJeJIbHBIM NepepbIBOM 0e3 JIeUeHHS .

B cooTBeTCTBUU C BapHAHTOM OCYIECTBJIEHHUS MEPBOrO acrnekra u300peTeHus
coenunenue Gopmyisl (I) BBogsaT B konuuectse 140 mr B neHb. CyTOYHOE KOJIUYECTBO
MO’KHO BBOAUTBH OAUH pa3 B neHb (QD) unu nBa pasa B nenp (BID). [IpennoururenbHo
ero BBOASAT nBa pa3a B AeHb (BID), uto o3Hadaet, uto 70 Mr BBOASIT MALMEHTY JBa
pasa B eHb, HAIIPUMEP, NEePBYIO 103y 70 MI - yTPOM U BTOPYIO 103y 70 MI - B€HEPOM.
Haubonee npeanoututenbHo, coenuHenue ¢popmysl (I) BBOAST n1Ba pasa B IeHb
(BID) kaxneie 12+1 gacos.

B coOTBeTCTBUU C BAPHAHTOM OCYINECTBJICHHUS MEPBOro acrnekTa u300peTeHms
coenunenue ¢popmyisl (I) BBoasT B konudectBe 70 mr (BID), u pexxum n103upoBaHUs
npencTapisieT codoit 1 neHp mpuéma/6 nHel mepepriBa.

B cooTBeTCTBUHU C BApHAHTOM OCYINECTBJIEHHUS MEPBOTrO acrnekTa H300peTeHHs
coenuHenue ¢popmyusl (I) BBomsT B konudectBe 70 mr (BID), u pexxum no3upoBaHUs
npeacTasisier coboit 2 qHs npuéma/S nHel nmepepriBa.

B cooTBeTCTBUU C BAPHAHTOM OCYINECTBJIEHHUS MEPBOrO acrnekTa u300peTeHms
coenuHenue ¢popmysl (I) BBomsT B konuuectse 70 mr (BID), u pexxum no3upoBaHus
npeacTasiseT coboit 3 nHs npuéma/4 nHA nepephisa.

B cooTBeTCTBUU C BapHAHTOM OCYIIECTBJIEHHUS NEPBOrO acrnekra u300peTeHus
coenunenue Gopmyisl (I) BBogsat B konuuectse 70 mr (BID), u pexxum n03upoBaHUs
npenctasisier codo 3 nHa npuéma/ll nHel nmepepsiBa. JpyruMu ciioBamu, B 3TOM
BapHaHTE OCYIIECTBJIEHUS PEKUM JO3UPOBAHUS MPeEACTaBIsieT co00M 3 nHs mpuéma/4
IHS IepepbIBa B TEUEHUE OJHON HENeNH, ¢ MOCIeAYIOUIUM HeeIbHbIM MepepbhiBOM Oe3
JeUeHUs.

B cooTBeTCTBUU C BAPHAHTOM OCYLIECTBJIEHHS MEPBOrO acrnekTa H300peTeHHs
coequnenue ¢opmynsl (I) BBoasT B konnuectse 70 mr (BID), pexxum no3upoBaHus
npeacTasisieT coboit 3 nHs npuéma/4 nHA nepepbiBa B TEUEHUE ABYX HENEJNb, C
NOCJENYIOIUM HENleJIbHBIM MEePEPhIBOM Oe3 JIeUeHHUs.

B BapmaHTe OCyIIECTBIEHUS MEPBOTO aCMeKTa H300pETEHNs] COETUHEHIE
dopmynel (I) BBogsaT B konmmvectse 70 mr (BID), pexxum no3upoBaHUs NPENCTABISET
coboii 3 nHs npuéma/4 nHS mepepriBa B TEYCHUE TPEX HEIEJNb, C MOCIEAYIOIUM
HEeJeJbHBIM MepePbIBOM 0e3 JIeUeHHS .

B cooTBeTCTBHYU ¢ BApHAHTOM OCYIIECTBJIEHHS MEPBOrO acrnekra u300peTeHus

coenquHenue ¢opmyusl (I) BBoasT B konuuectBe 120 Mr B neHb. CyTOYHOE KOJTUYECTBO



10

15

20

25

30

12

MOYHO BBOAUTH OAMH pa3 B AeHb (QD) unm aBa pasa B nens (BID). IIpennoururenbHo
ero BBOASAT 11Ba pa3a B AeHb (BID), uto o3HauaeT, uto 60 Mr BBOAST MALUEHTY IBa
pasa B A€Hb, HaIpUMeEP, NEPBYIO A03y 60 MTI - yTPOM U BTOPYIO A03y 60 Mr - Be4epOM.
Haubonee npennoutrutenbuo, coenunenue Gopmyisl (I) BBOOST nBa pasa B AeHb
(BID) kaxnsie 12+1 gacos.

B COOTBETCTBUU ¢ BAPHMAHTOM OCYIIECTBJICHHUS MEPBOTO acrneKkTa H300peTeHus
coenunenue ¢opmyinsl (I) BBoasT B konuvyectse 60 mr (BID), u pexxum no3upoBaHus
npencTapisieT coboit 1 neHp nmpuéma/6 nHel nepephiBa.

B cOOTBEeTCTBUHU C BAPHMAHTOM OCYILECTBJICHHUS MEPBOrO acrnekTa u300peTeHHs
coenuHenue ¢popmysl (I) BBomsT B konudectBe 60 mr (BID), u pexxum no3upoBaHUs
npencTaBisieT codoit 2 nHs mpuéma/S nHel nepeprhiBa.

B cooTBeTCTBUYU C BApHAHTOM OCYINECTBJICHHUS MEPBOrO aclekTa H300peTeHHs
coenuHenue ¢popmyusl (I) BBomsT B konuuectBe 60 mr (BID), u pexxum no3upoBaHUs
npencTasisier coboit 3 nHs npuéma/4 nHA nepephiBa.

B cooTBeTCTBUHU C BApHAHTOM OCYIIECTBJIEHHUS MEPBOrO acrnekTa u300peTeHus
coenuHenue ¢popmysl (I) BBomsT B konudectse 60 mr (BID), u pexxum no3upoBaHus
npencrasisier coboit 3 s npuéma/ll nuelt nepepriBa. JpyrumMu cioBamu, B 3TOM
BApUAHTE OCYIIECTBJIECHHUS PEXKUM JO3UPOBAHUS MpeACTaBIsgeT co00i 3 nHsA mpuéma/4
IHS TIepepbIBa B T€UEHUE OJHON HeleNH, ¢ MOCIeAYIOLUIUM HeJleIbHbIM ITepephIBOM Oe3
JeYEeHHUsI.

B cooTBeTCTBUU C MPEANOUYTUTEIbHBIM BAPUAHTOM OCYINECTBIIEHUS NIEPBOTO
acrniekTa u3obperenus coenunenue popmyisl (I) BBoasT B konuuectse 60 mr (BID), u
peXXUM TO3UPOBAHUS MpEACTaBisieT codol 3 nHsa npuéma/ll nHeit mepepsiBa.

B cOOTBEeTCTBUU C BAPHAHTOM OCYILECTBJICHHUS MEPBOro acrnekTa u300peTeHus
coenuHenue ¢popmyisl (I) BBomsT B konudectBe 60 mr (BID), pexxum no3upoBaHus
npeacTasisier coboit 3 nHs npuéma/4 nHA nepepbiBa B TEUEHUE ABYX HENEJb, C
NOCJENYIOIUM HENleJIbHBIM MEePEePhIBOM Oe3 JIeUeHHUs.

B BapmaHTe OCyIIEeCTBIEHUs MEPBOTO aCMEeKTa H300pETEHUs] COSTUHEHIE
dopmynel (I) BBogsaT B konmmuectse 60 mr (BID), pexxum no3upoBaHust NpencTaBIseT
coboii 3 nHs npuéma/4 nHs mepephiBa B TEUCHUE TPEX HEOEeJNb, C MOCIEAYOIUM
HEeJeJbHBIM NepepbIBOM 0e3 JIeUeHHS .

B cooTBeTCTBUYU C BApHAHTOM OCYIIECTBJIEHHUS MEPBOro acrnekTra u300peTeHus
coenuHenue ¢popmysl (I) BBogsT B konuuectBe 110 Mr B neHb. CyTOYHOE KOJTUYECTBO

MOXHO BBOAUTH OAMH pa3 B AeHb (QD) unu aBa pasa B nens (BID). IIpennoururenbHo
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€ro BBOASAT 1Ba pa3a B AeHb (BID), uTto o3HaudaeT, 4To 55 Mr BBOAST MalUEHTY ABa
pasa B J€Hb, HAIPUMEP, MEPBYIO A03Y 55 MI - yTPOM U BTOPYIO 03y 55 MTI - B€4EPOM.
HauGonee npeanouturensHo, coennHenue ¢popmynsl (I) BBoasiT 1Ba pasa B 1eHb
(BID) xaxneie 12+1 gacos.

B cooTBeTCTBHM C BAPHAHTOM OCYINECTBJIEHUS MIEPBOro acleKkTa H300peTeHus
coenunenue ¢opmyinsl (I) BBoasT B konuvectse 55 mr (BID), u pexxum n1o3upoBaHus
npencTaBisieT coOoit 2 nHs mpuéma/S nHel nepepbiBa.

B coOTBeTCTBUU C BAPUAHTOM OCYINECTBJIEHUS MEPBOrO acrnekTa u300peTeHHs
coenuHenue ¢popmyisl (I) BBomsT B konudectBe 55 mr (BID), u pexxum no3upoOBaHUs
npencTapisieT codoit 3 nHs mpuéma/4 QHs niepepbiBa.

B cooTBeTCTBUU C BApHAHTOM OCYINECTBJICHHUS MEPBOrO acrnekTa H300peTeHms
coenuHenue ¢popmyisl (I) BBomsT B konudectBe 55 mr (BID), u pexxum no3upoBaHUs
npencrasisier coboit 3 nHs npuéma/ll nuelt nmepepriBa. JpyrumMu cioBamu, B 3TOM
BAPUAHTE OCYIIECTBJIECHUS PEXKUM JTO3UPOBAHUS MPENCTABIAET cOO0H 3 nHsA mpuéma/4
IHS TIepepbIBa B TEUEHHUE OJHOM HENeNH, C MOCIeAYIOIUM HeleJIbHBIM IepephIBOM Oe3
JeUeHusl.

B cooTBeTCTBUU C BApHAHTOM OCYIIECTBJIEHHUS MEPBOrO acrnekra u300peTeHus
coenquHenue ¢popmyusl (I) BBomsT B konuuectse 55 mr (BID), pexum go3upoBaHus
npencrasisieT codoit 3 nHs mpuéma/4 nHs nepepbiBa B TEUEHHE IBYX HEAENb, C
NOCJIEAYIOI UM HEAEIbHbBIM MEepepPhIBOM 03 JedeHusl.

B BapuaHTe OCyLIECTBJIEHHUS MEPBOTO aCNeKTa N300PETEHHsSI COeIUHEHNE
dbopmyinsl (I) BBomsT B konuuecTBe 55 mr (BID), peskum no3upoBaHUsI IPEACTABISIET
coboii 3 nHs npuéma/4 nHs mepepbiBa B TEYEHUE TPEX HEOEb, C MOCIEAYOIUM
HEeJeJIbHBIM MePEepPbIBOM 0e3 JICeUeHHS.

B cooTBeTCTBUU C BAPHMAHTOM OCYINECTBJIEHHUS MEPBOrO acrnekTa H300peTeHHs
coenunenue ¢popmysl (I) BBoasT B konudectBe 100 Mr B neHb. CyTOYHOE KOJTUYECTBO
MOYHO BBOAUTH OAMH pa3 B AeHb (QD) mnm aBa pasa B nenp (BID). [IpennouturenbHo
ero BBOASAT 1Ba pa3a B AeHb (BID), uto o3HadaeT, uto 50 Mr BBOASIT MALUEHTY JBa
pasa B J€Hb, HAIPUMeEP, NEePBYIO 103y 50 MI - yTpOM U BTOPYI 103y 50 MI - Be4epOM.
Haunbonee npennmoururensHo, coenunaenne Gopmyisl (1) BBOmAT nBa pasa B A€Hb
(BID) kaxneie 12+1 gacos.

B cooTBeTCTBHU C BAPHAHTOM OCYIIECTBJIEHHUS MEPBOro acrnekra u300peTeHms
coenuHenue ¢popmysl (I) BBomsT B konuuectse S0 mr (BID), u pexxum no3upoBaHus

npencrasisieT coboit 2 nHs npuéma/S nHel nepepoiBa.
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B cooTBeTCTBUHU ¢ BApHAHTOM OCYIIECTBJIECHHUS MEPBOIO acCMeKkTa H300peTeHHs
coenuHenue ¢popmysl (I) BBomsT B konuuectse S0 mr (BID), u pexxum no3upoBaHus
npencrasisieT codoit 3 nHs mpuéma/4 nHs riepepbiBa.

B cooTBeTCTBHY C BAPHAHTOM OCYINECTBJIEHUS MEPBOro aclneKkTa H300peTeHus
coenunenue Gopmyisl (I) BBogsaT B konuuectse 50 mr (BID), u pexxum no3upoBaHus
npencrtasisier coboit 3 nHs npuémal/ll nHel nmepepriBa. JpyrumMu cioBamu, B 3TOM
BapHaHTE OCYIIECTBJIEHUS PEKUM JO3UPOBAHUS MPeEACTaBIsieT co00M 3 nHs mpuéma/4
IHS IepepbIBa B TEUEHUE OJHOM HENeNH, ¢ MOCIeAYIOLUIUM HeeIbHbIM MepepbhiBOM Oe3
JEYEHHUsI.

B cooTBeTCTBUH C BAPHAHTOM OCYINECTBJIEHHUS MEPBOrO acrnekTa H300peTeHHs
coenuHenue ¢popmyisl (I) BBomsT B konudectBe S0 mr (BID), pexum no3upoBaHus
npeacTasisier coboit 3 nHs npuéma/4 nHA nepepbiBa B TEUEHHUE ABYX HENEJNb, C
MOCJENYIOIUM HEJleJIbHBIM MePEPhIBOM Oe3 JIeUeHHUs.

B BapmaHTe OCyIeCTBIEHUs MEPBOTO acCleKTa H300pETEHNs] COeTUHEHIE
dopmyns (I) BBogsaT B konmmuectse 50 mr (BID), pexxum no3upoBaHus NpeaCTaBISET
coboii 3 nHs npuéma/4 nHS mepepriBa B TEYCHUE TPEX HEIEeJNb, C MOCIEAYIOIUM
HeJeJbHBIM NepepbIBOM 0e3 JIeUeHHS .

B cooTBeTcTBMU C BAPUAHTOM OCYINECTBJIEHHUS MEPBOrO acrnekra u300peTeHus
coenuneHue opmynsl (I) BBoasaT B konuvectse 50 mr (BID), u pexxum n1o3upoBaHus
npenacrasisier cobol 4 nHs npuéma/3 IHs nepephiBa.

B cooTBeTCTBHM C BAPHAHTOM OCYINECTBJIEHUS MIEPBOro acleKkTa H300peTeHus
coenunenue ¢opmyinsl (I) BBoasT B konnvectse 90 Mr B neHb. CyTOYHOE KOJTUYECTBO
MOHO BBOAUTH OAMH pa3 B AeHb (QD) winm aBa pasa B nenpb (BID). [IpennouturenbHo
€ro BBOJIAT nBa pasa B neHb (BID), uTo o3Ha4daeT, 4To 45 Mr BBOIST MALlMEHTY JBa
pasa B J€Hb, HAIPUMEP, NEPBYIO A03Yy 45 MI - yTPOM U BTOPYIO 103y 45 MTI - B€4EPOM.
Haunbonee npennoutrurenbuo, coenuaenune Gopmyisl (1) BBOIST nBa pasa B AeHb
(BID) kaxneie 12+1 gacos.

B cooTBeTCTBUYU C BApHAHTOM OCYINECTBJIEHHUS MEPBOrO acrnekTa u300peTeHus
coenuHenue ¢popmyusl (I) BBOomsT B konudectBe 45 mr (BID), u pexxum no3upoBaHUS
npeacTasisieT coboit 2 qHs npuéma/S nHel nmepepriBa.

B cooTBeTCTBUYU C BApHAHTOM OCYINECTBJIEHHUS MEPBOrO acrnekTa u300peTeHms
coenuHenue ¢popmyusl (I) BBomsT B konuuectse 45 mr (BID), u pexxum no3upoBaHus

npencrasisieT codoit 3 nHs mpuéma/4 QHs riepepbiBa.
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B cooTBeTCTBUYU C BApHAHTOM OCYIIECTBJIEHHUS MEPBOrO acrnekTa u300peTeHus
coenunenue popmynsl (I) BBoasT B konuvectse 45 mr (BID), u pexxum n1o3upoBaHus
npencrtasiser coboit 3 nus npuéma/ll nuelt nepepriBa. JpyrumMu cioBamu, B 3TOM
BApUAHTE OCYLIECTBJICHUS PEKHUM JO3UPOBAHUS NpeacTaBiseT coboii 3 nus npuéma/4
IHS TepepbiBa B TE€YEHHUE OJHON HENesH, C MOCIEeAYIOINM HeeIbHbIM IepepbiBOM Oe3
JeYeHHUsl.

B COOTBETCTBUU C BAPHMAHTOM OCYILECTBJICHHUS MEPBOro acnekTa u300peTeHus
coequnenue ¢opmynsl (I) BBoasT B konnuectse 45 mr (BID), pexxum no3upoBaHus
npencTapisieT coboit 3 nHs mpuéma/4 nHs nepepbiBa B TEUEHHUE NBYX HEOENb, C
NOCJIENYIOIUM HEJleJIbHBIM MePephIBOM Oe3 JIeUeHHUs.

B BapmaHTe OCyIIEeCTBIEHUS MEPBOTO aCMeKTa H300PETEHUs] COSTUHECHIE
dopmynel (I) BBogsaT B konmvectse 45 mr (BID), pexxum no3upoBaHus NpeaCTaBISET
coboii 3 nHs npuéma/4 nHs mepephiBa B TEUCHUE TPEX HEIENb, C MOCIEAYOIUM
HEeZeJbHBIM MEePEepPbIBOM 0e3 JIeUeHHS .

B cooTBeTCTBUHU C BApHAHTOM OCYIIECTBJIEHHUS MEPBOrO acrnekTa u300peTeHus
coenuHenue ¢popmysl (I) BBomsT B konuuectse 45 mr (BID), u pexxum no3upoBaHus
npencTasisier co0oit 4 nHs npuéma/3 nHA nepephiBa.

B cooTBeTCTBUU C BapHAHTOM OCYIIECTBJIEHHUS MEPBOrO acrnekTa u300peTeHus
coenuneHue Gopmynsl (I) BBoasaT B konuvectse 45 mr (BID), u pexxum n1o3upoBaHus
npexacrasisier cobol 5 qHel npuéma/2 nHs nepephiBa.

B cooTBeTCTBHM C BAPHAHTOM OCYINECTBJIEHUS MIEPBOro acleKkTa H300peTeHus
coenuneHnue Gopmynsl (I) BBogar B konuuectse 80 Mr B feHb. CyTOYHOE KOJIMYECTBO
MOHO BBOAUTH OAMH pa3 B AeHb (QD) winm aBa pasa B nenpb (BID). [IpennouturenbHo
€ro BBOJIAT nBa pasa B neHb (BID), uTo o3Ha4daeT, yTo 40 Mr BBOIST MALIMEHTY IBa
pasa B J€Hb, HAIPUMeEP, NEePBYIO 103y 40 MI - yTPOM U BTOPYIO 103y 40 MI - B€4EpOM.
Haunbonee npennoutrurenbuo, coenuaenune Gopmyisl (1) BBOIST nBa pasa B AeHb
(BID) kaxneie 12+1 gacos.

B cooTBeTCTBUYU C BApHAHTOM OCYINECTBJIEHUS MEPBOrO acrnekTa H300peTeHHs
coenuHenue ¢popmyusl (I) BBomsT B konudectBe 40 mr (BID), u pexxum no3upoBaHUs
npeacTasisieT coboit 2 qHs npuéma/S nHel nmepepriBa.

B cooTBeTCTBUYU C BApHAHTOM OCYINECTBJIEHHUS MEPBOrO acrnekTa u300peTeHms
coenuHenue ¢popmyisl (I) BBomsT B konuuectse 40 mr (BID), u pexxum no3upoBaHUs

npencrasisieT codoit 3 nHs mpuéma/4 QHs riepepbiBa.



10

15

20

25

30

16

B cooTBeTcTBUM € MPEANOYTUTENbHBIM BAPUAHTOM OCYILECTBJIECHUS IEPBOTO
acriekta nzobperenus coenuHenune Gopmyinsl (1) BBoxsaT B konuuectse 40 mr (BID), u
peXXUM IO3UPOBAaHUA NpeacTaBiseT co0ol 3 nHA npuéma/4 nHs nepepsiBa.

B cooTBeTCTBHY C BAPHAHTOM OCYINECTBJIEHUS MEPBOro aclneKkTa H300peTeHus
coenunenue Gopmyisl (I) BBoasT B konuvectse 40 mr (BID), u pexxum n1o3upoBaHus
npencrtasisier coboit 3 nHs npuémal/ll nHel nmepepriBa. JpyrumMu cioBamu, B 3TOM
BapHaHTE OCYIIECTBJIEHUS PEKUM JO3UPOBAHUS MPeEACTaBIsieT co00M 3 nHs mpuéma/4
IHS IepepbIBa B TEUEHUE OJHOM HENeNH, ¢ MOCIeAYIOLUIUM HeeIbHbIM MepepbhiBOM Oe3
JeUeHus..

B coOTBeTCTBUU C BAPHAHTOM OCYINECTBJICHHUS MEPBOro acrnekTa u300peTeHms
coenuHenue ¢popmyisl (I) BBomsT B konudectse 40 mr (BID), pexxum no3upoBaHus
npeacTasisier coboit 3 nHs npuéma/4 nHA nepepbiBa B TEUEHHUE ABYX HENEJNb, C
MOCJENYIOIUM HEJleJIbHBIM MePEPhIBOM Oe3 JIeUeHHUs.

B BapmaHTe OCyIeCTBIEHUs MEPBOTO acCleKTa H300pETEHNs] COeTUHEHIE
dopmynel (I) BBogsaT B konmmuectse 40 mr (BID), pexxum no3upoBaHus NPeaCTaBISET
coboii 3 nHs npuéma/4 nHS mepepriBa B TEYCHUE TPEX HEIEeJNb, C MOCIEAYIOIUM
HeJeJbHBIM NepepbIBOM 0e3 JIeUeHHS .

B cooTBeTCTBUU C BapHAHTOM OCYIIECTBJIEHHUS MEPBOrO acrnekTa u300peTeHus
coenuneHue opmynsl (I) BBoasaT B konuvectse 40 mr (BID), u pexxum n1o3upoBaHus
npenacrasisier cobol 4 nHs npuéma/3 IHs nepephiBa.

B cooTBeTCTBHM C BAPHAHTOM OCYINECTBJIEHUS MIEPBOro acleKkTa H300peTeHus
coenunenue ¢popmyisl (I) BBogsaT B konuuectBe 40 Mr (BID), u pexuM 103UpOBaHUS
npeacTasisier coboit 5 qHelt npuéma/2 nHS nepephiBa.

B cOOTBEeTCTBUU C BAPHAHTOM OCYILECTBJICHHUS MEPBOro acrnekTa u300peTeHus
coenunenue ¢opmynsl (I) BBoasT B konnuectse 70 Mr B 1eHb. CyTOYHOE KOJTUYECTBO
MOYHO BBOAUTH OAMH pa3 B AeHb (QD) mnm aBa pasa B nensb (BID). [IpennmoururenbHo
ero BBOASAT 1Ba pa3a B AeHb (BID), uto o3HadaeT, uTto 35 Mr BBOAST MAlUEHTY IBa
pasa B J€Hb, HAIPUMEP, NEPBYIO A03Yy 35 MI - yTPOM U BTOPYIO A03Yy 35 M - B€4EPOM.
Haunbonee npennmoururenbHo, coenuaenne Gopmyinsl (1) BBOIAT nBa pasa B AeHb
(BID) kaxneie 12+1 gacos.

B cooTBeTCTBUYU C BApHAHTOM OCYINECTBJIEHHUS MEPBOrO acrnekTa u300peTeHms
coenuHenue ¢popmysl (I) BBomsT B konuuectse 35 mr (BID), u pexxum no3upoBaHus

npencrasisieT codoit 3 nHs mpuéma/4 QHs riepepbiBa.
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B cooTBeTCTBUYU C BApHAHTOM OCYINECTBJIEHHUS MEPBOro acrnekTa u300peTeHus
coenunenue opmynsl (I) BBoasT B konuvectse 35 mr (BID), u pexxum n1o3mpoBaHus
npencrtasiser coboit 3 nus npuéma/ll nuelt nepepriBa. JpyrumMu cioBamu, B 3TOM
BApUAHTE OCYLIECTBJICHUS PEKHUM JO3UPOBAHUS NpeacTaBiseT coboii 3 nus npuéma/4
IHS TepepbiBa B TE€YEHHUE OJHON HENesH, C MOCIEeAYIOINM HeeIbHbIM IepepbiBOM Oe3
JeYeHHUsl.

B COOTBETCTBUU C BAPHMAHTOM OCYILECTBJICHHUS MEPBOro acnekTa u300peTeHus
coequnenue ¢opmynsl (I) BBoasT B konnuectse 35 mr (BID), pexxum no3upoBaHus
npeacTasisier coboit 3 nHs npuéma/4 nHA nepepbiBa B TEUEHUE ABYX HENEJb, C
NOCJIENYIOIUM HEJleJIbHBIM MePephIBOM Oe3 JIeUeHHUs.

B BapmaHTe OCyIIEeCTBIEHUS MEPBOTO aCMeKTa H300PETEHUs] COSTUHECHIE
dopmynel (I) BBogsaT B konmvectse 35 mr (BID), pexxum no3upoBaHus NpeaCTaBISET
coboii 3 nHs npuéma/4 nHs mepephiBa B TEUCHUE TPEX HEIENb, C MOCIEAYOIUM
HEeZeJbHBIM MEePEepPbIBOM 0e3 JIeUeHHS .

B cooTBeTCTBUHU C BApHAHTOM OCYIIECTBJIEHHUS MEPBOrO acrnekTa u300peTeHus
coenuHenue ¢popmysl (I) BBomsT B konudectse 35 mr (BID), u pexxum no3upoBaHus
npencTasisier co0oit 4 nHs npuéma/3 nHA nepephiBa.

B cooTBeTCTBUU C BapHAHTOM OCYIIECTBJIEHHUS MEPBOrO acrnekTa u300peTeHus
coenunenue opmynsl (I) BBoasaT B konuvectse 35 mr (BID), u pexxum no3upoBaHus
npexacrasisier cobol 5 qHel npuéma/2 nHs nepephiBa.

B cooTBeTCTBHY C BAPHAHTOM OCYIIECTBJIEHUS NIEPBOr0 acrnekTa N300peTeHus
coenuneHue Gopmysl (I) BBogaT B konuuectse 60 Mr B feHb. CyTOYHOE KOJIMYECTBO
MOKHO BBOAUTH ONMH pa3 B neHb (QD) unu aBa paza B nenp (BID). [IpeanoururenbHo
€ro BBOJIAT nBa pasa B neHb (BID), uTo o3Ha4daeT, yTo 30 Mr BBOIST MALlMEHTY JBa
pasa B J€eHb, HAIPUMEP, NEePBYIO 103y 30 MI - yTPOM U BTOPYHO 103y 30 MI - B€4EpOM.
Haunbonee npennoutrurenbuo, coenuaenune Gopmyisl (1) BBOIST nBa pasa B AeHb
(BID) kaxneie 12+1 gacos.

B cooTBeTCTBUYU C BApHAHTOM OCYINECTBJIEHHUS MEPBOrO acrnekTa u300peTeHus
coenuHenue ¢popmyusl (I) BBomsT B konudectse 30 mr (BID), u pexxum no3upoBaHUs
npeacTasisier coboit 3 nHs npuéma/4 nHA nepephiBa.

B cooTBeTCTBUYU C BApHAHTOM OCYINECTBJIEHHUS MEPBOrO acrnekTa u300peTeHms
coenuHenue ¢popmysl (I) BBomsT B konuuectse 30 mr (BID), u pexxum no3upoBaHus
npencrasisier coboit 3 qHs npuéma/ll nuelt nmepepriBa. JpyrumMu cioBamu, B 3TOM

BApUAHTE OCYIIECTBJIECHHUS PEXKUM JTO3UPOBAHUS MpEACTaBIsAeT cOO0N 3 nHsA mpuéma/4
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IHS TIepepbIBa B TEUEHUE OJHOM HENeNH, C MOCIEAYIOLUIUM HeebHbIM ITepeprIBOM Oe3
JeYEeHHUsI.

B cooTBeTCTBUU C BApHAHTOM OCYIIECTBJIEHUS MEPBOrO acrnekra u300peTeHus
coenunenue Gopmynsl (I) BBoasT B konuvectse 30 mr (BID), pexxum no3upoBaHusi
npeacTasisier cobolt 3 nHs npuéma/4 nHS nepepbiBa B TEUEHHE ABYX HENEJNb, C
NOCJEAYIOIUM HeleJIbHbIM MepepbhiBOM Oe3 JeueHus .

B BapuaHTe OCyIIEeCTBJIEHUS MEPBOTO aCMeKTa N300pEeTEHUs] COETUHEHHE
dopmyns (I) BBoasT B konumvectse 30 mr (BID), pexxum no3upoBaHus NPEaCTABISET
coboii 3 nHs npuéma/4 nHs mepephiBa B TEYEHUE TPEX HEOENb, C MOCIEAYOIUM
HEeJeJbHBIM MePepbIBOM 0e3 JIeUeHHS .

B cooTBeTCTBUU C BApHAHTOM OCYINECTBJIEHHS MEPBOrO acrnekTa H300peTeHHs
coenuHenue ¢popmyusl (I) BBomsT B konudectse 30 mr (BID), u pexxum no3upoBaHUs
npencTapisieT codoit 4 nHs mpuéma/3 OHs mepepbiBa.

B cooTBeTCTBUYU C BApHAHTOM OCYINECTBJIEHHUS MEPBOrO acrnekTa H300peTeHus
coenuHenue ¢popmysl (I) BBomsT B konudectse 30 mr (BID), u pexxum no3upoBaHUs
npeacTasisier coboit 5 qHelt npuéma/2 nHA nmepephiBa.

B cooTBeTCTBUU C BApHAHTOM OCYIIECTBJIEHHUS MEPBOrO acrnekra u300peTeHus
coenquHenue ¢popmysl (I) BBomsT B konuuectse 30 mr (BID), u pexxum no3upoBaHus
npencrasisieT coOoit 6 nHelt npuéma/l neHb nepepoiBa.

B cooTBeTCTBHY C BAPHAHTOM OCYINECTBJIEHUS MIEPBOro acleKTa H300peTeHus
coenunenue Gopmysl (I) BBogar B konuuectse 50 Mr B feHb. CyTOYHOE KOJIMYECTBO
MO’KHO BBOAUTH OJMH pa3 B neHb (QD) unu aBa pasa B nens (BID). IIpeanouturenbHo
€ro BBOIAT 1Ba pa3a B neHb (BID), uTo 0o3Ha4daeT, 4To 25 Mr BBOIST MALIMEHTY JBa
pasa B J€Hb, HAIPUMEP, NEPBYIO A03Yy 25 MI - yTPOM U BTOPYIO 103y 25 MTI - B€UEPOM.
Haubonee npennmoutrurenbuo, coenuaenne Gopmyisl (I) BBOIST nBa pasa B AeHb
(BID) kaxneie 12+1 gacos.

B cooTBeTCTBUU C BApHAHTOM OCYILECTBJICHHUS MEPBOrO aclekTa H300peTeHHs
coenuHenue ¢popmyusl (I) BBOmsT B komudectse 25 Mr (BID), u pexxum no3upoBaHUs
npencTasisieT coboit 3 nHs npuéma/4 nHA nepephiBa.

B cooTBeTCTBUHU C BApHAHTOM OCYIIECTBJIECHUS MEPBOTO acleKkTa U300 peTeHHs
coenuHenue ¢popmysl (I) BBomsT B konudectse 25 mr (BID), u pexxum no3upoBaHus
npencrasisier coboit 3 nHs npuéma/ll nuelt nmepepriBa. JpyrumMu cioBamu, B 3TOM

BApUAHTE OCYINECTBJIECHHUS PEXKUM JO3UPOBAHUS MpPENCTaBIAeT cOO0N 3 nHsA mpuéma/4



10

15

20

25

30

19

IHS TIepepbIBa B TEUEHHUE OAHON HeAeNH, C MOCIEAYIOLUIUM HelebHbIM IepeprIBOM Oe3
JeYEeHHUsI.

B cooTBeTCTBUU C BapHAHTOM OCYIECTBJIEHHUS MEPBOrO acrnekra u300peTeHus
coenunenue Gopmyinsl (I) BBoasT B konuvectse 25 mr (BID), pexxum no3upoBaHusi
npeacTasisier coboit 3 nHs npuéma/4 nHS nepepbiBa B TEUEHUE ABYX HENEINb, C
NOCJEAYIOIUM HeleJIbHbIM MepepbhiBOM Oe3 JeueHus .

B BapuaHTe OCyIIECTBJIEHUS MEPBOTO aCMeKTa H300pEeTEeHUs] COeTUHEHHE
dopmynsl (I) BBoasT B konumvectse 25 mr (BID), pexxum no3upoBaHus MPeaCTaBISET
coboii 3 nHs npuéma/4 nHs mepephiBa B TEYEHUE TPEX HENENb, C MOCIeAYOIUM
HEeJeJbHBIM MePepbIBOM 0e3 JIeUeHHS .

B cooTBeTCTBUU C BApHAHTOM OCYINECTBJICHHUS MEPBOrO acrnekTa H300peTeHms
coenuHenue ¢popmyusl (I) BBomsT B konudectse 25 Mr (BID), u pexxum no3upoBaHUs
npencTapisieT codoit 4 nHs mpuéma/3 OHs mepepbiBa.

B cooTBeTCTBHH C BAPUAHTOM OCYINECTBJIEHHUS MEPBOrO acrnekTa u300peTeHms
coenuHenue ¢popmysl (I) BBomsT B konudectse 25 Mr (BID), u pexxum no3upoBaHUs
npeacTasisier coboit 5 qHelt npuéma/2 nHA nmepephiBa.

B cooTBeTCTBUU C BApHAHTOM OCYIIECTBJIEHHUS MEPBOrO acrnekra u300peTeHus
coenuHenue ¢popmyusl (I) BBomsT B konuuectse 25 mr (BID), u pexxum no3upoBaHus
npeacTasisieT coboit 6 nHelt npuéma/l neHb nepepoiBa.

B cooTBeTCTBHY C BAPHAHTOM OCYINECTBJIEHUS MIEPBOro acleKTa H300peTeHus
coenunenue Gopmyasl (I) BBogaT B konuuectse 40 Mr B feHb. CyTOYHOE KOJIMYECTBO
MO’KHO BBOAUTH OMH pa3 B neHb (QD) unu aBa paza B nenp (BID). [IpeanoururenbHO
€ro BBOIAT nBa pasa B neHb (BID), uTo o3HaudaeT, yTo 20 Mr BBOIST MALIMEHTY IBa
pasa B J€Hb, HAIPUMEP, NEPBYIO 103y 20 MI - yTPOM U BTOPYIO 103y 20 MI - B€4EpOM.
Haubonee npennmoururenbHo, coenuaenune Gopmyisl (1) BBOIST nBa pasa B AeHb
(BID) kaxneie 12+1 gacos.

B cooTBeTCTBUU C BApHAHTOM OCYILECTBJICHHUS MEPBOrO aclekTa H300peTeHHs
coenuHenue ¢popmyusl (I) BBomsT B konudectse 20 mr (BID), u pexxum no3upoBaHUs
npencTasisieT coboit 3 nHs npuéma/4 nHA nepephiBa.

B cooTBeTCTBUU C BApHAHTOM OCYINECTBJIEHHUS MEPBOTrO aclnekTa H300peTeHHs
coenuHenue ¢popmysl (I) BBomsT B konudectse 20 mr (BID), u pexxum no3upoBaHus
npencrasisier coboit 3 nHs npuéma/ll nuelt nmepepriBa. JpyrumMu cioBamu, B 3TOM

BAPUAHTE OCYINECTBJIECHHUS PEXKUM JTO3UPOBAHUS MpENCTaBIsAeT cOO0N 3 nHsA mpuéma/4
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IHS TIepepbIBa B TEUEHUE OJHOM HENeNH, C MOCIEAYIOLUIUM HeebHbIM ITepeprIBOM Oe3
JeYEeHHUsI.

B cooTBeTCTBUU C BapHAHTOM OCYIECTBJIEHHUS MEPBOrO acrnekra u300peTeHus
coenunenue Gopmyins (I) BBoasT B konuvectse 20 mr (BID), pexxum no3upoBaHusi
npeacTasisier cobolt 3 nHs npuéma/4 nHS nepepbiBa B TEUEHHE ABYX HENEJNb, C
NOCJEAYIOIUM HeleJIbHbIM MepepbhiBOM Oe3 JeueHus .

B BapuaHTe OCyIIECTBJIEHUS MEPBOTO aCMeKTa H300pEeTEeHUs] COeTUHEHHE
dopmyns (I) BBoasT B konumyectse 20 mr (BID), pexxum no3upoBaHUs MPEACTABISET
coboii 3 nHs npuéma/4 nHs mepephiBa B TEYEHUE TPEX HEOENb, C MOCIEAYOIUM
HEeJeJbHBIM MePepbIBOM 0e3 JIeUeHHS .

B cooTBeTCTBUU C BApHAHTOM OCYINECTBJICHHUS MEPBOrO acrnekTa H300peTeHms
coenuHenue ¢popmyusl (I) BBomsaT B konudectse 20 mr (BID), u pexxum no3upoBaHUS
npencTapisieT codoit 4 nHs mpuéma/3 OHs mepepbiBa.

B cooTBeTCTBUYU C BApHAHTOM OCYINECTBJIEHHUS MEPBOrO acrnekTa H300peTeHus
coenuHenue ¢popmysl (I) BBomsT B konudectse 20 mr (BID), u pexxum no3upoBaHUs
npeacTasisier coboit 5 qHelt npuéma/2 nHA nmepephiBa.

B cooTBeTCTBUU C BApHAHTOM OCYIIECTBJIEHHUS MEPBOrO acrnekra u300peTeHus
coenuHenue ¢popmysl (I) BBomsT B konuuectse 20 mr (BID), u pexxum no3upoBaHus
npeacTasisieT coboit 6 nHelt npuéma/l neHb nepepoiBa.

B cooTBeTCTBHY C BAPHAHTOM OCYINECTBJIEHUS MEPBOro acleKkTa H300peTeHus
coenunenue Gopmyasl (I) BBogar B konuuectse 20 mr (BID) u pexxum no3upoBaHus
SIBJISIETCSI HEMIPEPBIBHBIM. JI[pyrMHU CIOBAMH, B 3TOM pekuMe no3upoBaHus 20 mr
(BID) BBOASIT Kaxkabli neHb (=7 nHei npuéma/0 nHel nepepriBa).

B coOTBEeTCTBUU C BAPHAHTOM OCYLIECTBJIEHHS MEPBOrO aclekTa H300peTeHMs
coenuHenue ¢popmyisl (I) BBomsaT B konuuectse 20 mr (BID), pexxum no3upoBaHus
SIBJISIETCSI HEMIPEPBIBHBIM B TEUEHHE OAHOW HEIENH, C MOCIEeAYIOIIUM HeAeIbHBIM
nepepriBOM Oe3 JIeueHus .

B cooTBeTCTBUYU C BApHAHTOM OCYINECTBJIEHHUS MEPBOrO acleKkTa U300 peTeHms
coenuHenue ¢popmyusl (I) BBomsT B konudectBe 20 mr (BID), pexxum no3upoBaHus
SIBJISIETCSl HEMIPEPBIBHBIM B TEUEHHE JIBYX HEAEJb, C MOCIEAYIOIIUM HEAEIbHBIM
nepepriBOM Oe3 JIeueHuUs .

B cooTBeTCTBUYU C BApHAHTOM OCYIIECTBJIEHHUS MEPBOro acrnekTra u300peTeHus

coenuHenue ¢popmyusl (I) BBomsT B konudectse 20 mr (BID), pexum go3upoBaHus
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SABJISIETCS HEMPEPBIBHBIM B T€UEHHE TPEX HEAEJb, C MOCIEAYIOIIUM HeAeIbHbIM
nepepriBOM Oe3 JIeueHuUs .

B cooTBeTCTBUU C BapHAHTOM OCYIECTBJIEHHUS MEPBOrO acrnekra u300peTeHus
coenunenue Gopmyasl (I) BBogar B konuuectse 30 Mr B feHb. CyTOYHOE KOJIMYECTBO
MO’KHO BBOAUTBH OAUH pa3 B n1eHb (QD) unu nBa pasa B nens (BID). [IpennoururenbHo
ero BBOASAT nBa pa3a B AeHb (BID), uto o3HaudaeT, uto 15 Mr BBOASIT MAlMEHTY JBa
pas3a B IeHb, HalIpUMep, MEPBYIO A03Y 15 MTr - yTpoMm u BTOpPYIO A03y 15 Mr - Beuepom.
Haubonee npeanoututenbHo, coenuHenue ¢popmysl (I) BBOAST n1Ba pasa B IeHb
(BID) kaxneie 12+1 gacos.

B coOTBeTCTBUU C BAPHAHTOM OCYINECTBJICHHUS MEPBOro acrnekTa u300peTeHms
coenunenue ¢opmynsl (I) BBoasT B konuvectse 15 mr (BID), u pesxkxum no3upoBaHus
npencTapisieT codoit 3 nHs mpuéma/4 QHs riepepbiBa.

B cooTBeTCTBUHU C BApHAHTOM OCYINECTBJICHHUS MEPBOrO acrnekTa H300peTeHHs
coenuHenue ¢popmyusl (I) BBomsT B konudecte 15 mr (BID), u pexxum no3upoBaHus
npeacTasisieT co0oit 4 nHs npuéma/3 IHS mepephiBa.

B cooTBeTCTBUU C BAPHAHTOM OCYINECTBJIEHHUS MEPBOrO acrnekTa u300peTeHms
coenuHenue ¢popmysl (I) BBomsT B konuuecte 15 mr (BID), u pexxum no3upoBaHus
npeacTasisieT coboit 5 qHel npuéma/2 nHA nepephiBa.

B cooTBeTCTBUHU ¢ BApHMAHTOM OCYIIECTBJIEHUS MEPBOTO acleKkTa u300peTeHus
coenunenue Gopmyisl (I) BBogsaT B konuuectse 15 mr (BID), u pexxum n03upoBaHUs
npexacrasisier cobol 6 nqHel npuéma/l neHp nepepeiBa.

B coOTBEeTCTBUU C BAPHAHTOM OCYILECTBJICHHUS MEPBOro acrnekTa u300peTeHus
coenuHenue ¢popmyisl (I) BBomsT B konuuectBe 15 Mr (BID) u pexxum no3upoBaHus
SBJISICTCSl HEMIPEPBIBHBIM. JI[pyrMHU CIOBAMH, B 3TOM pEKHMeE NO3UpPOBaHUsA 15 mMr
(BID) BBOASIT Kaxkabli neHb (=7 nHel npuéma/0 nHel nepepriBa).

B coOTBEeTCTBUHU C BAPHAHTOM OCYINECTBJICHHUS MEPBOrO acrnekTa u300peTeHHs
coequnenue Gopmynsl (I) BBoasT B konnuectse 15 mr (BID), pexxum no3upoBaHus
SIBJISIETCS] HEMIPEPBIBHBIM B TEUEHHE OAHOW HEAENH, C MOCIEeYIOIUM HeAeIbHBIM
nepepriBOM Oe3 JIeueHus .

B cooTBeTCTBUU C BApHAHTOM OCYINECTBJIEHHUS MEPBOTrO aclnekTa H300peTeHHs
coenunenue Gopmynsl (I) BBoasaT B konumuectse 15 mr (BID), pexxum no3uposaHus
SABJISIETCSI HEMIPEPBIBHBIM B TEUEHHE JIBYX HEAEJb, C MOCIEAYIOIIUM HEAEIbHBIM

nepepriBOM Oe3 JIeueHuUs .
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B cooTBeTCTBUYU C BApHAHTOM OCYIIECTBJIEHHUS MEPBOrO acrnekTa u300peTeHus
coenuHenue ¢popmyusl (I) BBomsT B konuuectse 15 mr (BID), pexum go3upoBaHus
ABJISIETCS HEMPEPBIBHBIM B T€UEHHE TPEX HEAENb, C MOCIENYIOIUM HeAeIbHBIM
nepepsBOM Oe3 JIeYeHHUs .

B cooTBeTCTBHM C BAPHAHTOM OCYINECTBJIEHUS MIEPBOro acleKkTa H300peTeHus
coenunenue Gopmynsl (I) BBoasT B konuvectBe 20 Mr B 1eHb. CyTOYHOE KOJTUYECTBO
MO>KHO BBOAUTH OJMH pa3 B neHb (QD) unu aBa paza B nenp (BID). [IpeanoururenbHo
ero BBOIAT Ba pasa B neHb (BID), uTo o3Hadaet, yTo 10 Mr BBOIST NMALlMEHTY IBa
pas3a B IeHb, HalIpuUMep, NepByro A03y 10 Mr - yTpoMm u BTOpPYIO A03y 10 Mr - Beuepom.
Haubonee npennmoururenbuo, coenuaenune Gopmyisl (1) BBOIAT nBa pasa B AeHb
(BID) kaxneie 12+1 gacos.

B cooTBeTCTBUYU C BApHAHTOM OCYINECTBJICHHUS MEPBOrO aclekTa H300peTeHHs
coenunenue ¢opmynsl (I) BBoasT B konnyectse 10 mr (BID), u pexxum n1o3upoBaHus
npeacTasisieT coboit 5 nHelt nmpuéma/2 nHA nmepephiBa.

B cooTBeTCTBHH C BAPHAHTOM OCYINECTBJIEHHUS MEPBOrO acrnekTa u300peTeHms
coenuHenue ¢popmysl (I) BBomsT B konudectse 10 mr (BID), u pexxum no3upoBaHus
npencrtasisieT coboit 6 nHelt npuéma/l neHb nepepoiBa.

B cooTBeTCTBHU ¢ BApHMAHTOM OCYIIECTBJICHHUS MEPBOTO acleKkTa H300peTeHHs
coequnenue opmynsl (I) BBoasaT B konuvectse 10 mr (BID) u pexxum no3upoBaHus
ABJISI€TCS HENMPEPbIBHBIM. [Ipyrumu cioBaMu, B 3TOM pexxume no3upoBaHus 10 mr
(BID) BBOASIT Kaxkablii neHb (=7 qHeit nmpuéma/0 nHel nmepepriBa).

B coOTBEeTCTBUU C BAPHAHTOM OCYILECTBJICHHUS MEPBOro aCleKkTa U300 peTeHus
coenunenue ¢popmyisl (I) BBomsaT B konudectBe 10 mr (BID), pexxum no3upoBaHus
SIBJISIETCSl HEMIPEPBIBHBIM B TEYEHHE OAHOW HEAEJH, C MOCIEeNYIOIUM HeIeIbHbIM
nepepbriBOM Oe3 JIeueHus .

B coOTBEeTCTBUHU C BAPHAHTOM OCYINECTBJICHHUS MEPBOrO acrnekTa u300peTeHHs
coenunenue ¢popmyusl (I) BBomsT B konudectBe 10 mr (BID), pexxum go3upoBaHus
SBJISIETCSI HEMIPEPBIBHBIM B TEYEHHE IBYX HEAEJb, C MOCIEAYIOIIUM HEAEIbHBIM
nepepriBOM Oe3 JIeueHus .

B cooTBeTCTBUU C BApHAHTOM OCYINECTBJIEHHUS MEPBOTrO aclnekTa H300peTeHHs
coenuHenue ¢popmyusl (I) BBomsT B konudectBe 10 mr (BID), pexxum no3upoBaHus
SBJISIETCSl HEMPEPBIBHBIM B T€UEHHE TPEX HEAEJb, C MOCIEAYIOIIUM HeAeIbHBIM

nepepriBOM Oe3 JIeueHuUs .
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B cooTBeTCTBUYU C BApHAHTOM OCYIIECTBJIEHHUS MEPBOrO acrnekTa u300peTeHus
coenunenue Gopmynsl (I) BBoasaT B konnvectse 10 Mr B 1eHb. CyTOYHOE KOJTUYECTBO
MOXHO BBOAUTH OAMH pa3 B AeHb (QD) unm aBa pasa B nens (BID). IIpennoururenbHo
ero BBOASAT 11Ba pa3a B AeHb (BID), uTo o3HauaeT, 4To 5 Mr BBOAST MALIMEHTY JBa pasa
B JIEHb, HAIIPUMeED, MEPBYIO 03y 5 MI - YTPOM U BTOPYIO A03Y 5 MT - BE4EPOM.
Haubonee npennoutrurenbuo, coenuaenune Gopmyisl (I) BBOOST nBa pasa B AeHb
(BID) kaxnbie 12+1 yacos.

B cOOTBEeTCTBUU C BAPHAHTOM OCYILECTBJICHHUS MEPBOrO acrnekTa u300peTeHHs
coenuHenue ¢popmyisl (I) BBOmsT B konudectBe 5 Mr (BID), u pexxum n1o3upoBaHus
npencTaeisieT codoit 6 nHel npuéma/l nmeHb mepepwiBa.

B cooTBeTCTBUU C BApHAHTOM OCYINECTBJICHHUS MEPBOrO acrnekTa H300peTeHms
coenunenue ¢opmynsl (I) BBoasT B konunuectse 5 mr (BID) u pexxum no3upoBaHus
SBJISIETCSl HEMPEPBIBHBIM. JI[pyruMu CIOBaMH, B 3TOM PEKHME JO3UPOBAHUSA 5 MT
(BID) BBOAST Kakabli neHb (=7 nHel npuéma/0 nHEl nepepriBa).

B cooTBeTCTBUHU C BApHAHTOM OCYIIECTBJIEHHUS MEPBOrO acrnekTa u300peTeHus
coenuHenue ¢popmysl (I) BBomsT B konudectse S mr (BID), pexxum no3upoBaHus
ABJISIETCSl HEMPEPBIBHBIM B TEUEHHE OAHON HEAENH, C MOCIENYIOIINUM He1eJIbHbIM
nepepriBOM Oe3 JIeueHuUs .

B cooTBeTCTBUU C BapHAHTOM OCYIIECTBJIEHHUS NEPBOrO acrnekra u300peTeHus
coenunenue Gopmyasl (I) BBogsar B konuuectse 5 mr (BID), pexum no3upoBaHus
ABJISIETCS HEMPEPBIBHBIM B T€YEHUE JIBYX HEAeJb, C MOCIENYIOIUM HeleIbHbIM
nepepbriBOM O€3 JIeueHuUs .

B cOOTBEeTCTBUU C BAPHAHTOM OCYILECTBJICHHUS MEPBOro acrnekTa u300peTeHus
coenuHenue ¢popmyisl (I) BBomsT B konudectBe S5 mr (BID), pexum no3upoBaHus
SIBJISIETCSl HEMIPEPBIBHBIM B TEYEHHE TPEX HEAEJb, C MOCIEAYIOIUM HeAeIbHBIM
nepepbriBOM Oe3 JIeueHuUs .

B cooTBEeTCTBUH C BAPHAHTOM OCYIIECTBJICHUS NEPBOTO aCNEKTa COEAUHEHUE JJIs
NPUMEHEHHUsS] B COOTBETCTBHU C H300PETEHUEM OTJIMYAETCS TEM, UTO COCIHMHEHUE
dbopmyinsl (I) conepxurcs B papmManeBTUUECKONH KOMIIO3UIIMN BMECTE C IO MEHbIIEH
Mepe ONHUM (papManeBTHYECKU MPUEMIEMBIM BCIIOMOTaTEIbHBIM BEIECTBOM.

Tepmun “dapmaneBTHUECKH IPUEMIEMOE BCIIOMOTATENIbHOE BEINECTBO
O3HauaeT JNI0O0e BCIOMOraTeIbHOE BELIECTBO, KOTOPOE SBJISAETCS OTHOCHUTEIBHO
HETOKCHUYHBIM U O€3BPEIHBIM JJIs MAaLMEeHTa B KOHIEHTPALUAX, COTJIACYIOLIUXCS C

3¢} PpeKTUBHBIM EHCTBUEM aKTUBHOTO HHIpeaUeHTa, coequHenus popmysl (I), Tak
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4T0 NH00BIe MTOOOUYHBIE 3PP EKTHI, MPUMHUCHIBAEMbIE BCTIOMOTaTEIbHOMY BEIIECTBY, HE
HapyIIarT MOJIE3HBIH 3 PEeKT aKTUBHOIO HHTPEIUEHTA.

dapMaLeBTHYECKH NPUEMIEMBIMU BCIIOMOTraTeIbHBIMU BELIECTBAMHU B
KOHTEKCTE HACTOSILIEro H300peTeHUsI SIBJISIFOTCS] HAPUMEep HAIOJHHUTEIH,
Pa3pBIXJIUTENH, CMa3bIBAIOLINE BEIIECTBA, NNIMAAHTHI, MOKPBIBAIOIINE Ar€HTHI.

B cooTBeTCTBUHU C BapHAHTOM OCYILECTBJIEHUs IEPBOTO aCHEKTa COeAUHEHUE JJIs
NPUMEHEHHUsS] B COOTBETCTBHHU C H300PETEHUEM OTJIIMYAETCS TEM, 4TO
(apmaneBTHUECKAs] KOMITO3ULIHS COnepkuT coenunenune Gopmyisl (I) B konmnuecTse
25 macc.% ¢apmaleBTUUECKON KOMIO3UIIMU UM MEHbIIE, UK B KoJudecTBe 20
Macc.% (papManeBTHYECKOW KOMITO3UIIMU UM MEeHbIe, 0OCOOEHHO B KOJIMYECTBE OT 3
1o 25 macc.%, npeAnoYTUTEIbHO B KOJIMUecTBe OT 4 110 22 macc.%, Hanbosee
NpEeANnoYTUTENbHO B KonndecTBe oT 5 1o 20 macc.%.

B cooTBeTcTBUM C BApHAHTOM OCYILECTBJIEHUs IEPBOr0 acrneKkTa COeAUHEeHUEe s
NPUMEHEHHUS] B COOTBETCTBHHU C H300PETEHUEM OTJIIMYAETCS TEM, UTO
dapmaneBTHUECKAs] KOMITO3ULIHS CONEPKUT coennHenne Gopmyinsl (I) B konmuecTse
25 macc.% ¢apmaneBTUUECKON KOMIO3UIMU U MEHbIIe, WU B KondecTse 20
Macc.% (apManeBTHYECKOW KOMITO3UIIUU WJIH MEHbINE, OCOOEHHO B KOJIMYECTBE OT 3
10 25 %, npeAno4YTUTENbHO B KouuecTBe OT 4 10 22 %, Haubosee NpearnoYTUTETbHO
B KoJindecTBe OT 5 10 20 macc.%, u papmaneBTHYECcKasi KOMIO3ULHS COOEPIKUT
rnuaanT. [IpeanouTutenbHO papManeBTHYECKas KOMIIO3UIUS CONEPIKUT KOJUTOUIHbIHI
AVOKCHUJl KpeMHUs (B Ka4eCTBE INIUJAHTA).

B cooTBeTCTBUHU C BapHAHTOM OCYILECTBJIEHUs IEPBOTO aCHEKTa COeAUHEHUE JJIs
NPUMEHEHHUs] B COOTBETCTBHHU C H300pETEHHEM OTJIHYAETCS TEM, YTO
(apmaneBTHUECKas] KOMITO3ULIHS CONEpKUT coenunenune Gopmyisl (I) B konuuecTse
20 macc.% ¢apManeBTUYECKONH KOMIO3ULINHU U (hapMaLeBTHUECKAsT KOMITO3ULIHS
comepxuT raunadT. [IpennmodrurenbHo papMaLeBTHUYECKAs KOMIO3HUIIUS COAEPKUT
KOJUTOUIHBIA TUOKCHJ KPeMHUs (B Ka4eCTBE ITUAAHTA).

TepmuH “rauaaHT” OTHOCHUTCS K (papManeBTHYECKU TPHUEMIEMOMY
BCIIOMOTATEJIbHOMY BEIIECTBY, KOTOPOE N00aBISAIOT K (papMaleBTHIECKOMH
KOMITO3UILUHU AJISl YIYyUYILIEHUs TIOTOKA FPAHYJIsITA 32 CUET YMEHbIIEHUS TPEHUS MEXIY
gactuamu. OH BKIIOYaeT (apMaLeBTHYECKU MPHUEMIIEMbIe BCIOMOTaTEIbHbIE
BEIECTBA, TAKUE KaK KOJJOUIHBIN TMOKCU] KpeMHHUsA. [IpeanodTuTenbHbIM

TNINJaHTOM SABJIISACTCA KOJIJIOI/II[Hbel AUOKCHUA KPEMHUA. KOHHOHHHbIﬁ JHOKCHUO
1

2

KPEMHUSI MOKET XapaKTepU30BaThCS YAEIbHON NOBEPXHOCTHIO OT 50 no 600 MoT
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NPEANOUYTUTENBHO YAEJIbHON NOBEPXHOCTHIO 0T 100 no 300 m> T, HauGonee
NPEeANOUYTUTENBHO OT 175 no 225 Mo

B cooTBeTCTBUHU C BApHAHTOM OCYILIECTBJIEHUs IEPBOTO aCHEKTa COeAUHEHUE JJIs
NPUMEHEHHUs] B COOTBETCTBUH C U300PETEHHEM OTJINYAETCS TEM, YTO
bapmaneBTHYECKAs KOMIO3HIIUS CONEPKUT JAKTO3Y, MPEANOYTHTEIbHO MOHOTUAPAT
JAKTO3bI, HanOOJIee MPEANOYTUTENBHO BbICYIIEHHBIH PACTIBUIEHHEM MOHOTHAPAT
JAKTO3bl. BBICYIIEHHBINH paCMbIIEHHEM MOHOTHAPAT JAKTO3bl MPEANOYTUTEIBHO
XapaKTepHU3yeTCsl pacupeaesieHneM 4acTul o pasmepam, rae 10% gactun uMeroT
pasmep oT 30 no 70 mkMm, 50% uvactun umeroT pazmep ot 100 no 140 mxm u 90%
yactul uMerT pazmep ot 200 no 240 mxm. Pacnpenenenue yacTULl O pazmMepam
BBICYIIEHHOTO PACTIBIEHHEM MOHOTHUPATA JAKTO3bl MOXKHO ONPEEUTh C TTOMOIIBIO
Ja3epHOU nudpaKIuu.

B cOOTBETCTBUHU C BAPHAHTOM OCYINECTBIIEHUS EPBOTO aCMEKTa COEAUHEHUE JJIs
NPUMEHEHHUS] B COOTBETCTBHHU C H300PETEHUEM OTJIIMYAETCS TEM, UTO
dapmaneBTHUECKAs] KOMITO3ULIHS CONEPKUT coennHenne Gopmyinsl (I) B konmuecTse
ot 5 mr 10 80 Mr, MpexnouTUTENbHO B KOJU4YecTBe OoT 5 Mr 10 40 mr, Oonee
NPEeANOUYTUTENBHO B KoaudecTBe OT 40 mr 1o 80 Mr, ¥ 1O MEHbLIEH MEPE OJHO
(bapMaeBTUUECKHU IPUEMIIEMOE BCIIOMOTaTEIbHOE BEIIECTBO.

B cooTBeTCTBUHU C BApHAHTOM OCYIECTBJIEHUs IEPBOTO aCNEKTa COeAUHEHHUE TS
NPUMEHEHHUs] B COOTBETCTBUH C U300PETEHHEM OTJINYAETCS TEM, UYTO
dapmaneBTHUYECKAs] KOMITO3ULIHS COnep:KUT coenuHenune Gopmynsl (I) B konuuecTse
80 mr.

B cOOTBETCTBUU C MPEANOUYTHTEIbHBIM BAPUAHTOM OCYINECTBICHUS MTEPBOTO
acCIeKTa COeJUHEHUE sl IPUMEHEHHSI B COOTBETCTBUH C U300pETEHHEM OTINYAETCS
TeM, 4TO (papmaLeBTHYECKAsT KOMIO3HUIUA COAEPKUT coenunerne Gopmynst (I) B
konudectse 80 mr.

B coOTBEeTCTBUHU C BAPHAHTOM OCYIIECTBJIEHUS NIEPBOTO aCNEKTa COSAUHECHUE IS
NPUMEHEHHUs] B COOTBETCTBHHU C H300PETEHUEM OTJIIMYAETCS TEM, UTO
dapmaneBTHUECKAs] KOMITO3ULIHS CONEPKUT coenquaeHue ¢popmyasl (I) B konnuecTse
70 mr.

B cooTBeTCTBUYU C BApHAHTOM OCYIIECTBJIEHHUS NIEPBOTO aCNEKTa COEAUHECHUE IS
NPUMEHEHHUs] B COOTBETCTBHHU C H300PETEHUEM OTJIIMYAETCS TEM, UTO
dapmaneBTHUECKAs] KOMITO3ULIHMS CONEPKUT coennHenne Gopmynsl (I) B konmuecTse

60 mr.
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B cooTBeTCTBUU C MPEANOUYTUTEIbHBIM BAPHAHTOM OCYINECTBIEHUS MEPBOTO
acIeKTa COeJUHEHHUE sl IPUMEHEHHS B COOTBETCTBUH C U300pETEHHEM OTINYAETCS
TeM, 4TO (papmaLeBTHUECKAass KOMIIO3UIUA COAEPKUT coenunerue Gopmyinsl (I) B
konu4ecTse 60 Mr.

B cooTBeTcTBUHU C BapHAHTOM OCYILECTBJIEHUs IEPBOTO aCNEKTa COEIUMHEHHE IJIs
NPUMEHEHUs] B COOTBETCTBUH C U300PETEHHEM OTJINYAETCS TE€M, YTO
(dapmaneBTHUECKAs] KOMIIO3ULIHS COnep:kUT coenunenune Gopmyisl (I) B konuuecTse
50 mr.

B cOOTBEeTCTBUYU C BAPHMAHTOM OCYILECTBJIEHUS NEPBOTO aCNEKTa COEAUHECHUE IS
NPUMEHEHHUS] B COOTBETCTBHU C H300PETEHHEM OTJIIMYAETCS TEM, UTO
¢dapmaneBTHUECKas] KOMITO3ULIHS CONEPKUT coenuaeHne Gopmyisl (I) B konmnuecTse
40 mr.

B cooTBeTCTBUYU C MPEANOUYTHTEIbHBIM BAPUAHTOM OCYINECTBIEHHUS MTEPBOTO
acIeKTa COeJUHEHHUE sl IPUMEHEHHS] B COOTBETCTBUH C U300pETEHNEM OTINYAETCS
TeM, 4TO (papmaLeBTHUYECKAass KOMIO3HIUA COAEPKUT coenunerne Gopmynst (1) B
konuuecTtse 40 mr.

B cooTBeTCTBUHU C BApHAHTOM OCYIIECTBJIEHUS EPBOTO aCNEKTa COEAUHEHUE IS
IPUMEHEHHUs] B COOTBETCTBHU C H300PETEHUEM OTJIIMYAETCS TE€M, UTO
bapmaneBTHUECKAs] KOMIIO3ULIUS CONEPKUT coenuHeHue Gopmynsl (I) B konnuecTse
30 mr.

B cooTBeTCTBUHU C BapHAHTOM OCYILECTBJIEHUs IEPBOTO aCIEKTa COeAUHEHHUE JJIs
NPUMEHEHHUs] B COOTBETCTBUH C U300PETEHHEM OTJINYAETCS TE€M, UYTO
(dapmaneBTHUYECKas] KOMIIO3ULIHS COnepKUT coenunenune Gopmyisl (I) B konuuecTse
20 mr.

B cooTBeTCTBUH C BAPHAHTOM OCYILECTBJICHUS NEPBOTO aCNEKTa COEAUHECHUE JJIS
NPUMEHEHHUsS] B COOTBETCTBHHU C H300PETEHUEM OTJIMYAETCS TEM, UTO
dapmaneBTHUECKas] KOMITO3ULIHS CONEpKUT coenuaenne Gopmyasl (I) B konnuecTse
10 mr.

B cooTBeTCTBUHU C BApHAHTOM OCYILECTBJIEHHUS NEPBOro aCleKTa COCAUHEHNUE IS
NPUMEHEHHUs] B COOTBETCTBHHU C H300PETEHUEM OTJIIMYAETCS TEM, UTO
¢dapmaneBTHUECKAs] KOMITO3ULIHS CONEPKUT coennHenne Gopmyinsl (1) B konmuecTse 5

MT.
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dapmMalleBTHUECKAsI KOMIIO3UIIUS

B cooTBeTCTBUU CO BTOPBIM aCIEKTOM, HACTOsIIee N300peTeHNEe OTHOCUTCS K
dapmaneBTHUECKON KOMIIO3UIINHU, KOTOpast COAEPKUT coeaunenue popmyisl (I) B
KOJIM4YeCTBE OT 5 Mr 10 80 MI, NPEANOYTUTENBHO B KOJIUYECTBE OT 5 Mr 10 40 mr,
Oonee npennoYTuTENbHO B KonuyecTse oT 40 mr 1o 80 Mr, U 1o MeHbIIEH Mepe OOHO
bapmMaLeBTHYECKN IPUEMIIEMOE BCIIOMOTaTeIbHOE BEIIECTBO.

B COOTBETCTBUHU C BAPHAHTOM OCYILECTBJIEHUS BTOPOTO aCTEKTa,
(apmaneBTHUECKAs] KOMITO3ULIHS CONEepKUT coenunenue Gopmyisl (I) B konmnuecTse
80 mr.

B coOTBEeTCTBUU C MPEANOUYTHTEIbHBIM BAPUAHTOM OCYINECTBIEHHS BTOPOTO
acriexTa, (hapMaLeBTHUYECKAss KOMIIO3UIUS COAEPKUT coenuHenne popmynsl (1) B
konuuectse 80 mr.

B coOTBEeTCTBUU ¢ BAPHAHTOM OCYIIECTBJIECHHUS BTOPOTO aCIeKTa
¢dapmaneBTHUECKAs] KOMITO3ULIHS CONEPKUT coennHenne Gopmyinsl (I) B konmaecTse
70 mr.

B cooTBeTCTBUHU C BApHAHTOM OCYINECTBJIEHUS BTOPOTO aCTEKTa
dapmaneBTHUECKAs] KOMITO3ULIHS CONEPKUT coennHenne Gopmynsl (I) B konmuecTse
60 mr.

B cooTBeTCTBUHU C MPEANOUYTUTEIbHBIM BAPUAHTOM OCYINECTBIEHUS] BTOPOTO
acrekTa, apmarneBTHYeCKasi KOMIO3ULHS COAepKUT coenuHenue popmyusl (I) B
xoquuecTse 60 Mr.

B coOTBETCTBHM C BAPHAHTOM OCYINECTBIEHUSI BTOPOTO aCHeKTa
(dapmaneBTHUYECKas] KOMIIO3ULIHS COnepKUT coenunenune Gopmyisl (I) B konuuecTse
50 mr.

B coOTBEeTCTBUU C MPEANOUYTHTEIbHBIM BAPUAHTOM OCYINECTBIEHHS BTOPOTO
acriexta ¢papManeBTUUECKasi KOMIIO3ULIHS CONepKuT coennHenne Gopmyisl (1) B
konuudecTtse 40 mr.

B cOOTBETCTBUHU C BApHAHTOM OCYIIECTBJICHHUSI BTOPOTO aCIeKTa
¢dapmaneBTHUECKas] KOMITO3ULIHS CONEPKUT coennHenne Gopmynsl (I) B konmuecTse
30 mr.

B cooTBeTCTBUU C MPEANOUYTHTEIbHBIM BAPUAHTOM OCYINECTBIEHHS BTOPOTO
acriekta ¢papmaneBTUUECKass KOMIIO3ULHSA CONepKUT coennHenne Gopmyusl (1) B

koauyecTBe 20 Mmr.
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B cooTBeTCTBUU C MPEANOUYTHTEIbHBIM BAPUAHTOM OCYINECTBIEHHUS] BTOPOTO
acriekta ¢papmaneBTUUECKass KOMIIO3ULIHSA CONEePKUT coennHenne Gopmyunsl (1) B
konuuectse 10 mr.

B cooTBeTcTBUM ¢ BApHAHTOM OCYILECTBJEHUs BTOPOrO acleKkTa
dapmaneBTHYECKAs KOMIIO3HIIUS COAEPXKUT coenunenue Gopmyiel (I) B konmuuectse S
M.

B cooTBeTcTBUM C BapHAHTOM OCYIIECTBJIEHHS BTOPOrO acleKkTa
¢dapmaneBTHUYECKas] KOMITO3UIUSI B COOTBETCTBUHU C H300PETEHUEM COAEPIKUT
coenuHenue ¢popmyisl (I) B komudecTBe 25 macc.% papmaneBTHYECKOW KOMITO3UIUU
WU MEHbIIE, I B KonuuecTBe 20 Macc.% ¢papManeBTHUECKOW KOMIIO3UIIUU HJTH
MEHbIIe, OCOOCHHO B KOJIU4YeCTBE OT 15 10 25 %, npennouTHTENbHO B KOJUYECTBE OT
18 no 22 %, nHanbosee nmpeanouTHUTENbHO B KoaudecTBe 20 macc.%.

B cooTBeTcTBUM C BapHAHTOM OCYIIECTBJIEHUs] BTOPOrO acleKkTa
¢dapmaneBTHUECKAs] KOMITO3UIUSI B COOTBETCTBUHU C H300PETEHUEM COAEPKUT
coenuHenue ¢popmysl (I) B komuuecTse ot 3 10 10 %, mpeanouTUTENbHO B
kosnudecTBe OT 4 10 8 %.

B cooTBeTcTBUM C BApHAHTOM OCYIIECTBJIEHHUS BTOPOrO aCIeKTa
dapmaneBTHUECKas] KOMIIO3HUIUSI B COOTBETCTBUHU C M300PETEHUEM COAEPIKUT
coenquHenue ¢opmyusl (I) B komuuecTse 25 macc.% papmaneBTHIECKON KOMIIO3UIUU
WIN MeHbLIe, Wi B KonuuecTBe 20 Macc.% ¢papManeBTUUEeCKOH KOMIO3ULIUU HIIH
MeHbIIe, 0COOEHHO B KOHM4ecTBe OT 15 10 25 %, mpeanouTHTENbHO B KOJIUYECTBE OT
18 no 22 %, naubosee npeAnouTHTENbHO B KoaudecTBe 20 macc.%, u
(dapmaneBTHUYECKas] KOMITO3ULIHS CONEPIKUT MIUIAHT, TAKOH KaK KOJIJIOUIHBIN
OUOKCU KpeMHUs. [IpeanoYTUTENbHBIM TJIMIAHTOM SIBJISIETCS] KOJUIOUIHBIA THOKCH]
KPEMHUS.

B cooTBeTcTBUM ¢ BapHAHTOM OCYIIECTBJIEHHUsI BTOPOrO acleKkTa
¢dapmaneBTHUECKas] KOMITO3UIUSI B COOTBETCTBUHU C H300PETEHUEM COAEPKUT
coenuHenue ¢popmyisl (I) B komuuecTse ot 3 10 10 %, mpeanodTUTENBHO B
konuuecTBe OT 4 10 8 %, u papmMaLeBTHUYECKAS KOMIIO3UIIUS COAEPKUT TIIUIAHT,
TaKON KaK KOJUIOMIHBIN AUOKCUJ KpeMHHUS. IIpennouTuTeabHbIM IIHAAHTOM SIBJISIETCS
KOJUTOUIHBINA TUOKCH KPEMHUS.

B cooTBeTcTBUM C BApHAHTOM OCYIIECTBJIEHHUS BTOPOrO acleKkTa
dapmaneBTHUECKas] KOMIIO3HIUS B COOTBETCTBUHU C H300PETEHNEM COAEPIKUT JIAKTO3Y,

0Cc00EeHHO MOHOTHUAPAT JIAKTO3bI UJIU aHTUAPAT JIAKTO3bI, MIPEATTOYTUTCIIBHO
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BBICYIICHHBIN pacHblJIEHHEM MOHOTHAPAT JTakTO3bl. OCOOEHHO MPEeanoYTUTEIbHOE
pacrnpenesieHre 4acTUll N0 pa3MepaM BBICYIIEHHOIO paclbIEHUEM MOHOTUApPATa
JIAKTO3bl OMMCAHO BBILIE.

B cooTBeTrcTBUU C BApHAHTOM OCYIIECTBJIEHUSI BTOPOIrO aCIEKTa,
(dapmaneBTHYECKas] KOMITO3UIUSI B COOTBETCTBUHU C M300PETEHUEM COAEPIKUT
coequnenue ¢opmyisl (I) B komuuectse oT 5 10 25 %, OOMH UK HECKOJIBKO
HamnosiHuTeNel B koaudecTBe OT 70 1o 90 %, OAHO UM HECKOJIBbKO CMAa3bIBAKIIIUX
BelecTB B konuuecTsBe oT 0.5 1o 3 %, OAMH UK HECKOJBKO pa3pbIXJIUTeNel B
koiuuecTBe OT 2 10 10 % u OgUH UIKM HECKOJBbKO TIUAAHTOB B KonudecTse oT 0.2 10
1 macc.% dapmaneBTHYECKON KOMIIO3HIHH.

B cooTBeTcTBUM C BApUAHTOM OCYLIECTBJICHUS BTOPOrO acCIeKTa,
(dapmaneBTUUECKass KOMIIO3UIUSI B COOTBETCTBUU C U300pEeTEHHEM COAEPIKHUT
coenuHenue ¢popmyisl (I) B komudecTse ot 15 10 23 %, ONMH WJINM HECKOJBKO
HarnosHuTeNel B konudecTBe oT 70 mo 85 %, OAHO MJIM HECKOIBbKO CMAa3bIBAKIIUX
BellecTB B konuuecTsBe oT 0.5 1o 2 %, OAUH UJIN HECKOJBbKO pa3pbIXjuTenei B
Koju4uecTBe OT 2.5 10 7 % W OOMH UM HECKOJbKO MIUAAHTOB B KoaudecTse oT 0.3 mo
0.8 macc.% ¢apmaneBTHUECKON KOMIIO3HUIHU.

B cooTBeTrcTBUM C BApUAHTOM OCYLIECTBJIECHUS BTOPOrO aCIEKTa,
¢dapmaneBTHUECKass KOMIIO3UIUS B COOTBETCTBUU C U300pETEHHEM COAEPIKHUT
coenunenue Gopmyisl (I) B komuuectse oT 17 10 22 %, ONWH WU HECKOJIBKO
HamnOJIHUTEJIeH B KonudyecTBe OT 73 10 82 %, OJHO UJIM HECKOJIBbKO CMa3bIBAOIIIUX
BemiecTB B konudecTBe OT 0.7 no 1.5 %, oAuH UM HECKOJbKO Pa3phIXJIUTENEH B
Koju4uecTBe OT 3 10 6 % U OOUH UJIU HECKOJbKO IJIMJAHTOB B KonudecTse oT 0.4 10
0.6 macc.% ¢apmaneBTUUECKON KOMIIO3HIHH.

B cooTBeTcTBUM C BApUAHTOM OCYLIECTBJICHUS BTOPOTO aCIeKTa,
(dapmaneBTUYEeCKass KOMIIO3UIUSI B COOTBETCTBUU C U300pETEHHEM COAEPIKHUT
coenuHenue ¢popmyisl (I) B komugecTse ot 3 10 10 %, OMUH WM HECKOJBKO
HAIoJIHUTEJIel B KoaudecTBe OT 85 1m0 92 %, OMHO MM HECKOJBKO CMa3bIBAIOIIUX
BellecTB B konuuecTse oT 0.5 1o 3 %, OAMH N HECKOJIbKO pa3pbIXjuTenei B
konuuecTBe OT 2 10 10 % u OOUH UK HECKOJBKO TIUAAHTOB B KoaudecTse oT 0.2 10
1 macc.% ¢apmaneBTHYECKON KOMIIO3HIHH.

B cooTBeTrcTBUM C BApPUAHTOM OCYILECTBJECHUs BTOPOrO aCIEKTa,
¢dapmaneBTHUECKasT KOMIIO3UIUS B COOTBETCTBUU C U300pETEHHEM COAEPIKHUT

coenquuenue popmyiasl (I) B konuuectse oT 4 10 8 %, OOUH UM HECKOJIBKO
2
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HarnoJiHuTeNel B konudecTBe oT 87 mo 91 %, OAHO UM HECKOJIbKO CMa3bIBAKOIIUX
BellecTB B konuuecTse OT 0.5 1o 3 %, OAMH NN HECKOJBKO Pa3pbIXJUTENeH B
konudecTBe OT 2 10 10 % u OfMH UM HECKOJIBKO NNIUAAHTOB B KoauudecTse oT 0.2 o
1 macc.% ¢apmManeBTHYECKON KOMIIO3ULUH.

TepmuH “HamoaHUTENb  OTHOCUTCS K (papManeBTHYECKH IPUEMIEMOMY
BCIIOMOTaTeJIbHOMY BEIIEeCTBY, KOTOpoe No0aBIAT K (papMaLeBTUYECKOM
KOMIIO3MIIMHU I yBeJndeHuss oobema u/unu maccol. OH BKIOUaeT papManeBTHIECKH
npUeMJIeMble BCIIOMOTaTelbHbIE BEIIECTBA, TAKNE KaK MUKPOKPHUCTAINYECKAs
LEJUTI0JI03a U/UITH JIAKTO34.

IIpeanoYTUTENbHO, HATIOJHUTENEM SIBJIAETCS MUKPOKPHUCTAINYECKas
L[EJUTI0JI03a U/UIU JIAKTO3a, 0OCOOEHHO MOHOTHAPAT JIAKTO3bI, MTPEAMOYTUTEIBHO
BBICYIIEHHBIN pacnblIeHHEeM MOHOTHAPAT JIAKTO3bl, UJIN HAMOJHUTENb MPEACTaBIsIET
coboif cMech BYX WM OoJiee HAMOJHUTENeH, Kak HallpuUMep, CMeCh
MHUKPOKPHUCTAITNIECKON LEJUTIOJIO3bI U JTAKTO3bl, 0COOEHHO CMECh
MUKPOKPHUCTAJIINYECKON L[€JIJIF0JI03bl U MOHOTUJIPATa JIaKTO3bI, MPEANOYTUTENbHO
CMeCh MUKPOKPUCTAIJINYECKON L[EJJIF0JI03bI U BBICYIIEHHOTO PaclblIEeHUEM
MOHOTHApaTa JakTo3bl. OCOOEHHO MPEeANOUYTUTENbHOE pacpeaeeHrne YaCTHI] 110
pasMepaM BBICYIIEHHOT'O PaclbUIEHMEM MOHOTHApPATA JIAKTO3bl OMMCAHO BBILIE.

B cooTBeTcTBUM C BApHAHTOM OCYIIECTBJIEHHUS BTOPOIrO aCHEKTa,
dapmaLeBTHYECKAas KOMIO3ULHS B COOTBETCTBUU C H300pETEHHEM COAEPIKUT OJHH
WJIM HECKOJIbKO HaIloJHUTEeNeH B konuuecTse oT 65 1o 90 macc.% dapmaneBrudeckoi
KOMITO3UIIMHU, IPEANOYTUTENBHO B kKondecTBe oT 70 1o 85 %, naubonee
MPEeANOUYTUTENIBHO B KojuuecTBe oT 73 mo 77 %.

B cooTBeTcTBUM C BapHAHTOM OCYIIECTBJIEHHS BTOPOIrO acleKTa,
(apmaneBTHUYECKas] KOMITO3UIUSI B COOTBETCTBUU C H300PETEHUEM COAEPIKUT OJUH
WJIH HECKOJIbKO HANOJIHUTENEeH B KoinmdecTBe OT 65 1o 92 macc.% ¢apmaneBTUUeCKOn
KOMITO3HMIINHU, TPEANOYTUTENIBHO B KosimdecTse oT 70 no 92 %, Haubonee
MPEANOUYTUTENBHO B KouuecTBe oT 73 no 91 %.

TepmuH “cMaspiBaroIee BEIIECTBO  OTHOCUTCS K (papMaLleBTUUECKH
NPUEMJIEMOMY BCIIOMOTATEIbHOMY BEIIECTBY, KOTOPOE NOOABISAIOT K
¢dapManeBTHUECKONW KOMITO3ULIMH ISl YMEHbLIEHHUs] TPEHUS, HArPEBa U U3HOCA IIPHU
BBEJAECHUHU MEXY TBEPIbIMU MOBepXxHOCTSIMH. OH BKIOUaeT papMaleBTHIECKU
IpueMJiieMble BCIIOMOTraTelbHble BELIECTBA, TAKME KaK CTeapaT MarHusl.

IIpennouTuTenbHO, CMa3bIBAIOIEE BEIECTBO MPEACTABIsIET COOON cTeapaT MarHus.
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B cooTBeTcTBUM C BApHAHTOM OCYIIECTBJIEHHUS BTOPOIrO aCIEKTa,
dapmareBTHUECKas] KOMIIO3HUIUSI B COOTBETCTBUU C H300PETEHUEM COAEPIKUT OJJHO
UJI HECKOJIbKO CMAa3bIBAaKOLIUX BeIleCcTB B KoaudecTse oT 0.5 1o 3 macc.%
(dapmManeBTUUECKONW KOMIO3ULIMH, IPEANOYTUTENBHO B KosundecTse oT 0.6 1o 2 %,
HauboJiee MpeAno4YTUTENbHO B KosnndecTse oT 0.8 1o 1.2 %.

TepMuH “pazprIXJaUTENb” OTHOCUTCS K (PapMaLleBTUUECKU MPHEMIEMOMY
BCIIOMOTATEJIbHOMY BEIIECTBY, KOTOPOE N00ABISAIOT K (hapMaLleBTHUYECKOM
KOMITO3UIINHU, YTOOBI BBI3BATH €€ pacuierienue (pacman) IJisi MOaIepKKU
BBICBOOOIKICHUSI AKTUBHOTO MHI'peaueHTa u3 papmauesruueckoit komnosunuu. OH
BKJIIOYaeT (papMaLeBTHYECKH NMPUEMJIEMbIe BCIIOMOTATEIbHBIC BEIECTBA, TAKHE KaK
KpOCKapMeJlio3a HaTpusl, MPEeANOYTUTENIbHON ABJISETCS KPOCKapMellio3a HaTpUs.

B cooTBeTcTBUM ¢ BapHAHTOM OCYIIECTBJIEHHUsI BTOPOrO aCleKTa,
¢dapmarneBTHUECKas] KOMITO3UIUSI B COOTBETCTBUHU C H300PETEHUEM COAEPIKUT OJUH
WJIH HECKOJIBKO pa3phIxynTesel B koaudectse oT 2 1o 10 macc.% dapmaneBTudeckoi
KOMIIO3HUIINHU, TPEANOYTUTEIBHO B KOJIMdecTBe OT 2.5 no 6 %, Hanbonee
NPEeANOYTUTENBbHO B KOJIHYeCTBe OT 3 10 5 %.

TepmuH “rauaanTt” onpeneseH BbILIE.

B cooTBeTcTBUM C BApHMAHTOM OCYIECTBJIEHHUS BTOPOIrO aCIEKTa,
dapmareBTHUECKas] KOMIIO3HUI[USI B COOTBETCTBUU C U300PETEHUEM COAEPKUT OJUH
WJIM HECKOJIBKO IIMIAaHTOB B KoiudecTse oT 0.2 no 1 macc.% ¢papmarneBTuueckon
KOMITO3HMIMH, MIPEANOYTUTENbHO B KonudyecTse oT 0.3 no 0.8 %, naubonee
NpeaAnouYTUTeNbHO B KouuecTBe OT 0.4 1o 0.6 %.

B cooTBeTcTBUM C BapHAHTOM OCYIIECTBJIEHHS BTOPOIrO aCIeKTa,
(dapmaneBTHUYECKas] KOMITO3UIUSI B COOTBETCTBUHU C H300PETEHUEM COAEPKUT
coenuHenue ¢popmyisl (I) B komudecTBe oT 5 10 25 %, MUKPOKPUCTATIIIUYECKYIO
eJUTF0JI03Y (B Ka4eCTBe MEePBOTO HAMOJIHUTENsI) B KonudecTBe oT 40 1o 51 %,
MOHOTHAPAT JIAKTO3bI (B Ka4€CTBE BTOPOrO HANOJIHUTEN ) B KonudecTBe OT 30 mo 38
%, cTeapaT MarHus (B KaueCTBE CMa3bIBAIOIIErO BeIleCTBAa) B KonudecTBe OoT 0.5 1o 2
%, KpOCKapMeJlJIo3y HaTpus (B KAa4eCTBE Pa3pbIXJIMTENsA) B KoaudecTBe oT 2 10 8 % u
KOJUTOMIHBIA TUOKCHJ KpeMHUs (B KadecTBe riauaanTa) B konudectse oT 0.2 10 0.8
mMacc.% (papManeBTHIECKON KOMITO3UIINH.

B cooTBeTcTBUM C BapHAHTOM OCYINECTBJIEHUs] BTOPOrO aCIEKTa,
dapmaneBTHUECKas] KOMITO3UIUS B COOTBETCTBUHU C H300PETEHUEM COAEPIKUT

coequuenue popmyiasl (I) B konuuectse or 10 1o 24 %, MUKPOKPHUCTAJIIUUECKVIO
) y
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LeJUTI0JI03Y (B Ka4eCTBE MEePBOTO HAMOJHUTENS ) B KoundecTBe oT 41 10 49 %,
MOHOTHJPAT JIAKTO3bI (B Ka4€CTBE BTOPOrO HAMOJHUTEN ) B KonnuecTse oT 30 mo 36
%, cTeapaT Maruus (B Ka4yeCcTBE CMa3bIBAIOLIEr0 BellecTBa) B konudecTse oT 0.5 1o 2
%, KpOoCKapMeJ103y HaTpus (B Ka4eCTBE Pa3pbIXJIUTENS) B KOJH4ecTBe OT 2 10 8 % u
KOJUTOUJHBIA TUOKCHJ KpeMHUs (B KadyecTBe riaugaHTa) B konuuectse oT 0.2 10 0.8
macc.% papManeBTUIECKONH KOMITO3ULIUH.

B cooTBeTrcTBUUM C BApHAHTOM OCYIIECTBJIEHUsI BTOPOIrO aCIEKTa,
¢dapmaneBTHUYECKas] KOMITO3UIUSI B COOTBETCTBUHU C H300PETEHUEM COAEPIKUT
coenuHenue ¢popmyisl (I) B komudecTse ot 13 10 23 %, MUKPOKPHUCTAIIIUYECKYIO
eJUT0J103Y (B Ka4eCcTBe MepBOTO HAMOJHUTENS ) B KonudecTBe oT 41 10 47 %,
MOHOTHAPAT JIAKTO3bI (B Ka4€CTBE BTOPOrO HAMOJHUTENA) B KoaudecTBe oT 30 1o 35
%, cTeapaT MarHus (B KaueCTBE CMa3bIBAIOIIEr0 BEIMEeCTBa) B KonudecTBe oT 0.5 mo 2
%, KpOCKapMeJJIo3y HaTpus (B KAa4eCTBE Pa3PbIXJHUTENS) B KoaudecTBe oT 2 10 8 % u
KOJUTOMJAHBINA THOKCUI KpeMHHUSs (B KauecTBe riaunanTa) B konudectse oT 0.2 1o 0.8
mMacc.% (apManeBTHIECKON KOMITO3UIINH.

B cooTBercTBHU C BApUAHTOM OCYILNECTBJIEHUsI BTOPOIrO aCIEKTa,
dapmaneBTHUECKAsT KOMIIO3ULIUS B COOTBETCTBUHU C H300PETEHUEM COAEPIKUT
coenquHenue ¢opmyisl (I) B komuuecTse ot 16 10 22 %, MUKPOKPUCTAIIIUYECKYIO
LEJUTI0JI03Y (B Ka4eCcTBe MePBOTO HAMOJHUTENS ) B KoundecTBe OT 42 no 45 %,
MOHOTHAPAT JIAKTO3bI (B KaUeCTBE BTOPOrO HAIOJHUTEN ) B KonudecTse oT 31 1o 33
%, cTeapaT MarHus (B Ka4eCTBE CMa3bIBAIOIIEro BemecTsa) B koauyectse ot 0.5 no 2
%, KpOCKapMeJJIo3y HaTpusi (B Ka4eCTBE Pa3PbIXJIHUTENSA) B KOJau4ecTBe oT 2 10 8 % u
KOJUTOMAHBIA TUOKCUI KpeMHHUs (B KayecTBe riuaaHTa) B kojgudecTse oT 0.2 1o 0.8
Macc.% papManeBTHYECKOW KOMITO3UILINHU.

B cooTBercTBUU C BApHAHTOM OCYIINECTBJIEHHUsI BTOPOIrO aCMEKTa,
¢dapmaneBTHUECKas] KOMITO3UIUSI B COOTBETCTBUHU C H300PETEHUEM COAEPKUT
coenuHenue ¢popmyisl (I) B komugecTse ot 19 10 21 %, MUKPOKPUCTAIIIUYECKYIO
eJUTF0JI03Y (B Ka4eCTBe MEepBOTO HAMOJIHUTENSA) B KondecTBe OT 42 1o 43 %,
MOHOTHAPAT JIAKTO3bI (B Ka4€CTBE BTOPOrO HAIOJHUTENA) B KoaudecTBe OoT 31 mo 32
%, cTeapaT MarHus (B KaueCTBE CMa3bIBAIOMIEr0 BEMEeCTBa) B KouudecTBe oT 0.5 mo 2
%, KpOCKapMeJJIo3y HaTpus (B Ka4eCTBE Pa3PbIXJIUTENS) B KoaudecTBe oT 2 10 8 % u
KOJUTOMIHBIA TUOKCHJ KpeMHUA (B KaduecTBe riaugaHTa) B konuuectse oT 0.2 1o 0.8

Macc.% (apManeBTHIECKON KOMITO3UIINH.
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B cooTBeTcTBUM C BApHAHTOM OCYIIECTBJIEHHUS BTOPOIrO aCIEKTa,
dapmaneBTHUECKas] KOMITO3UIUSI B COOTBETCTBUHU C M300PETEHUEM COAEPIKUT
coenquHenue ¢opmysl (I) B komuuectse 20 %, MUKPOKPUCTAIINYECKYIO LEJLIIOJIO3Y
(B KauecTBe MEPBOrO HANIOJHUTENS ) B KonuuecTBe OT 42.8 %, MOHOTUIPAT JAaKTO3bI (B
KauecTBe BTOPOIO HANOJHUTENs) B KoaudecTse oT 31,7 %, cTeapat maraus (B
Ka4yeCTBE CMa3bIBAKOINETo BeUeCTBA) B KoauuecTBe 1 %, kpockapmesio3y Hatpus (B
Ka4eCTBE Pa3phIXJUTENs) B KONH4ecTBe 4 % W KOJUIOMAHBIN TUOKCUI KpeMHUs (B
Ka4yecTBe riauganTa) B konudectBe 0.5 macc.% dapManeBTHYECKONH KOMITO3ULINH .

B cooTBeTcTBUM C BapHAHTOM OCYIIECTBJIEHHS BTOPOIrO acleKTa,
¢dapmaneBTHUECKas] KOMIIO3ULUSI B COOTBETCTBUHU C M300PETEHUEM COAEPIKUT
coenuHenue ¢popmyisl (I) B komudecTse ot 19 10 21 %, MUKPOKPUCTAIIIUYECKYIO
eJUTF0JI03Y (B Ka4eCcTBe MepBOTO HAMOJHUTENS ) B KondecTBe OT 42 1o 43 %,
MOHOTHAPAT JIAKTO3bI (B Ka4€CTBE BTOPOrO HAIOJHUTENA) B KomuuecTse oT 31 mo 32
%, cTeapaT MarHus (B KaueCTBE CMa3bIBAIOIIEr0 BEIMECTBA) B KoaudecTBe oT 1.1 1o
1.5 %, xpockapMenso3y HaTpusl (B Ka4eCTBE Pa3PhIXJIUTENSA) B KOJUYECTBE OT 2 10 8
% ¥ KOJUTOUJHBIA THOKCHJ KpeMHHUs (B Ka4eCTBE IIUAaHTa) B KonmuuecTse oT 0.2 1o
0.8 macc.% ¢apmaneBTUUECKON KOMIIO3HUIHU.

B cooTBeTcTBUM C BApHMAHTOM OCYIECTBJIEHHUS BTOPOIrO aCIEKTa,
dapmaneBTHUECKas] KOMIIO3HUIUSI B COOTBETCTBUHU C U300PETEHUEM COAEPIKUT
coenuneHnue Gopmyasl (I) B konnuectse 20 %, MUKPOKPUCTANIMYECKYIO LEJUIIOJIO03Y
(B KauecTBe MEPBOTO HATIOJHUTEJSI) B KoyinuecTBe OT 42.7 %, MOHOTHIPAT JaKTO3bI (B
Ka4eCcTBe BTOPOTO HAMOJHUTENSA) B konndecTBe OT 31,7 %, creapat maruus (B
Ka4yeCTBE CMa3bIBAIOINETo BemecTBa) B konuuecTse 1.1 %, kpockapmeio3y HaTpus (B
Ka4eCTBE Pa3phIXJUTENs ) B KONIH4eCcTBe 4 % W KOJUIOMAHBIN TUOKCUI KpeMHUs (B
Ka4yecTBe riauaanTa) B konudectBe 0.5 macc.% dapManeBTHYECKONH KOMITO3ULINH .

B cooTBeTcTBUM C BApHAHTOM OCYILECTBJIEHHsI BTOPOIrO aCIeKTa,
¢dapmaneBTHUECKas] KOMITO3UIUSI B COOTBETCTBUHU C H300PETEHUEM COAEPKUT
coenuHenue ¢popmyisl (I) B komudecTBe 20 %, MUKPOKPUCTAIUYECKYIO LEJLTFOJIO3Y
(B Ka4yecTBE MEePBOrO HATIOJHUTENSI) B KoJu4decTBe OoT 42.5 %, MOHOTUIPAT JIAKTO3HI (B
Ka4yeCTBE BTOPOrO HAMOJHHUTENA) B KonuuecTBe OoT 31,7 %, cTeapat maraus (B
Ka4eCTBE CMa3bIBAIOINETO BemecTBa) B KonuuecTBe 1.3 %, kpockapmeiuio3y HaTpus (B
Ka4eCTBE Pa3phIXJIUTENs) B KonndecTBe 4 % W KOJUIOMAHBIN TUOKCU] KpeMHUS (B

KadyecTBe riauganTa) B konndectse 0.5 macc.% dapManeBTHIECKONH KOMITO3ULINH .
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B cooTBeTcTBUM C BApHAHTOM OCYIIECTBJIEHHUS BTOPOIrO aCIEKTa,
bapmaneBTHUECKAs] KOMITO3UIHS B COOTBETCTBUU C U300PETEHHEM COAEPIKUT
coenquHenue ¢opmysl (I) B komuuectse 20 %, MUKPOKPUCTAIINYECKYIO LEJLIIOJIO3Y
(B KauecTBe MEPBOrO HANIOJHUTENS ) B KonuuecTBe OT 42.3 %, MOHOTUIPAT JAKTO3bI (B
Ka4yeCTBEe BTOPOTO HAMOJHHUTENs) B KonuuecTBe OT 31,7 %, cTeapat maruus (B
Ka4yeCTBE CMa3bIBAIOINETO BemecTBa) B koauuecTse 1.5 %, kpockapmeio3y HaTpus (B
Ka4eCTBE Pa3phIXJUTENs) B KONH4ecTBe 4 % W KOJUIOMAHBIN TUOKCUI KpeMHUs (B
Ka4yecTBe riauganTa) B konudectBe 0.5 macc.% dapManeBTHYECKONH KOMITO3ULINH .

B cooTBeTcTBUM C BapHAHTOM OCYIIECTBIEHUSI BTOPOrO acleKkTa
(apManeBTUYECKYI0 KOMIIO3UIIUIO B COOTBETCTBUU C U300pETEHHEM MPUMEHSIIOT IJIs
IepOpaJbHOrO BBEJCHUS.

B cooTBeTcTBUM C BapHAHTOM OCYIIECTBJIEHHUs BTOPOIrO acneKkTa
dapmarneBTHUECKas] KOMITO3HUIUSI B COOTBETCTBHH C H300PETEHUEM MPEACTABISAET
co0oli TBEpAYIO MEPOPANBHYIO JIEKAPCTBEHHYIO (HOPMY.

Tepmun «TBepaas mepopaibHas JeKapcTBeHHast (GOpMay BKIHOYAET IPAHYJIBL,
neJaeTsl, TabJEeTKH, Apake, MUIIOJH, PACIIaBbl, KANCYJIbl UM TBEPJblE TUCIEPCUH.
[IpenmoutuTenbHO TBEPAAS NEepOpaNbHas JeKapcTBeHHas Gpopma BeIOpaHa U3
TabneTok (¢ MOKPBITHEM MJIHM O€3 MOKPBITU), esuteT u rpanys. Haubonee
NpEeANOYTUTENBHON TBEPAOH NEepOpaIbHON JeKapCTBEHHON GOPMOI sABIsIETCS
Tabnerka.

B cooTBeTcTBUM ¢ BApHAHTOM OCYILECTBJIECHHUS BTOPOrO aCHEKTa,
(dapmaneBTHUYECKasi KOMIIO3UIUSI B COOTBETCTBUU C H300PETEHU EM MOXKET
NpeAcTaBsATh cO00H TabneTky 0e3 MOKPBITUS UU TaOJIETKY C TOKPBITHEM .

TunuuabiME papMaLeBTHUECKH MPUEMIEMbIMH MOKPBIBAIOIIUMH ar€HTaAMU IS
TaOJNETOK SABISIOTCS TUAPOKCUITHIILEIUIIO03a, THAPOKCUITPONUIILIEILIION03a,
METHJILEJUII0NI03a, THAPOKCUIIPONMUIMET HIILEJIII0I03a, Caxapo3a, )KUaKas IIoKo3a,
STHJILEJUTIOJI03a, aleTaT(TasaT HeTI03bl, TOTUITUICHIJINKOIb U IeJIIaK.
[TokprIBatOIINE ar€HTHI MOTYT OBITh CMEIIAHBI C APYTUMHU MPUMEHUMbIMU
MOKPBIBAKOLMMU areHTaMH UJIM MOTYT HCIOJb30BaThCA KOMMEPUYECKU AOCTYIIHbIE
rOTOBBIE K UCIIOJIb30BAHUIO MOKPBIBAOIINE CMECH, TaKue Kak, Hanpumep, OpadryTM
14F150002.

IIpennmoutruTenbHO TabIETKA MOKPHITA CMECHIO THUIIPOMEIIIO3BI,

MNOJINUSTUJIDHTJIUKOJIA, TUOKCHU A TUTAaHA, OKCHAA »KEJi€3a, IPCANOUYTUTCIIBHO KPaCHOTO
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OKCHJa XeJe3a, Haubojee npeanouTuTenbHo kpacHoro Fe, O3, kommepuecku
AOCTynHOro, Hanpumep, kak Opadry 14F150002.

B cooTBeTCTBUU ¢ BApHAHTOM OCYIIECTBJIEHUS BTOPOTO aCIEKTa,
dapmaneBTHUECKas] KOMIIO3HUIUSI B COOTBETCTBUU C U300pETEHUEM IPEACTABISAET
co0oit TabNeTKy ¢ HEMeIJIEHHBIM BbICBOOOKIEHHEM.

dapmaneBTHUECKast KOMIIO3UIUS B COOTBETCTBUHU C H300peTeHNEM
IEMOHCTPHUPYET XOpOIIHe BhICBOOOKAAOIUE CBoiicTBa. bosee Toro, npenmnoureHue
OTHaeTCs JeKapCTBEHHBIM opMam, rae coenuHenne Gopmyinsl (1) BbicBOOOKIACTCS
OBICTPO, TAaKKE€ U3BECTHBIM KaK JIEKAPCTBEHHbIE POPMBI "C HEMEIJIEHHbIM
BbIcBOOOXKIEeHNEM". TepMuH «iekapcTBeHHast GopMa ¢ HEMEAIEHHbBIM
BBICBOOOKIEHUEM» OTHOCHUTCS K JIEKAPCTBEHHOU (hopMe C BRICBOOOKIECHHUEM,
umeromed Q-3nauenue (45 munyt) 75%, roe Q-3HaueHHE ONpeneNseTcs B
COOTBETCTBHUU cO criocobom BricBoOoxkaeHust USP, paznen <711> (USP 41-NF 36) ¢
nomombio npudopa USP 2 (nmpubop ¢ nonacteio).

B cooTBEeTCTBUHU ¢ BApHAHTOM OCYIIECTBJIEHUS BTOPOTO aCTEKTa,
dapmaneBTHUECKAs] KOMITO3HUIUSI B COOTBETCTBHU C H300PETEHUEM MPEACTABISAET
coboit 10 mr Tabnerky, onucannyt B [Ipumepe 1, nyHkT 1.1.

B cooTBeTCTBUU ¢ BApHAHTOM OCYIECTBJIEHUS BTOPOTO aCIEKTa,
dapmaneBTHUECKAs] KOMIIO3UIUSI B COOTBETCTBUU C U300pETEHUEM IPEACTABISAET
coboii 20 mr Tabnetky, onucanHyo B [Ipumepe 1, mynkr 1.1.

B cooTBeTCTBUU C BApHMAHTOM OCYIIECTBJIEHUSI BTOPOTO aCIEKTa,
dapmaneBTHYECKAas KOMIIO3UIUS B COOTBETCTBUU C N300pEeTEeHNEM MPEACTABIISIET
coboit 40 mr tabnerky, onucannywo B [Ipumepe 1, mynkr 1.1.

B COOTBETCTBUU C BAPHAHTOM OCYILECTBJICHUS BTOPOTO ACTEKTa,
¢dapmaneBTHYECKas] KOMITO3UIUSI B COOTBETCTBUH C H300PETEHUEM MPEACTABISAET
coboii 40 mr tabnerky (Tabnerka D), onucannyr B [Ipumepe 4.

B cooTBeTCTBUHU C BAPHUAHTOM OCYINECTBJIEHUSI BTOPOTO ACTEKTa,
¢dapmarneBTHUECKAs] KOMITO3HUIUSI B COOTBETCTBHH C H300PETEHUEM MPEACTABISAET
coboii 40 mr tabnerky (Tabnerka E), onucannyro B [Ipumepe 4.

B coOTBEeTCTBUHU C BApHAHTOM OCYIIECTBJIEHHUS BTOPOTO aCTEKTA,
¢dapmarneBTHUECKAs] KOMITO3UIHSI B COOTBETCTBUHU C U300PETEHHEM MPEACTABISAET

coboii 40 mr tabnerky (Tabnerka F), omucannyio B [Ipumepe 4.
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B cooTBeTCTBUHU ¢ BApHAHTOM OCYIIECTBJIEHHUS BTOPOTO aCTEKTa,
dapmareBTHUECKAs] KOMIIO3HUIUSI B COOTBETCTBUU C U300pETEHNUEM MPEACTABISAET
coboit 60 mr Tabnerky, onucanuyw B I[Ipumepe 3.

B cooTBeTCTBUHU C BApHMAHTOM OCYIIECTBJIEHUS BTOPOTO aCIEKTa,
bapmaneBTHYECKAs KOMIIO3UIUS B COOTBETCTBUU C N300pEeTEeHNUEM MPEACTABIISIET
coboii 80 mr Tabnerky, onucauHyw B [Ipumepe 3.

Cnocob neuenus

B COOTBETCTBUU C TPETHM ACTIEKTOM, HACTOsIIEee N300PETEHHE OTHOCUTCS K
croco0y JedeHus runepnpondepaTuBHOTO 3a00IeBaHMsI, KOTOPBIH BKJIIOYAET
BBeneHue coenunenus: popmynsl (I) B konmudectse ot 10 mr 1o 160 Mr B neHb
NaLHUeHTy, 0COOeHHO B KosuuecTBe 60 Mr 1o 160 Mr B AeHb, MPEANOYTHTEIBHO B
konuuecTtBe OT 80 Mr 1o 160 Mr B feHb.

[TarmeHTOM 1J1s Lesell HACTOSAIEero H300PeTeHUs SIBJISIETCS] MIEKOMUTAIOLIEE,
0COOEHHO YeNIOBEK, HYKAAKIIeecs B JICUCHUU B CBSI3U C ONPEAEICHHBIM
runeprnponudepaTuBHbIM 3a00oneBanneM. [lanuenT u/unu runepnpoandepaTuBHOE
3a00I€BaHNE MOXKET XapaKTePU30BaThCS OAHUM HIJIM HECKOJIbKUMH AedeKTaMu B
mexaHu3Mme orseta Ha nospexaeHue JHK (DDR). B ocoGenHocTy, mauueHT u/unu
runeprnponudepaTuBHoe 3a00J€BaHUE MOXKET XapaKTePU30BaATHCA OJHUM MU
HECKOJbKUMH OMOMapkepaMu, KOTOpble ObLIM OMUCAHBI B MEXAYHAPOAHOHN MaTEHTHOM
nyonukanuu W0O2018/153968, koTopas BKJIIOUEHA B JAHHOE OMHCAHHE OCPEICTBOM
CCBUIKH.

B yacTHOCTH, manUeHT W/ uu runeprnpoiudepaTuBHoe 3a00eBaHHE MOXKET
XapaKTEePHU30BATbCS OAHOW MJIM HECKOJbKUMH BPEIHBIMU MYTAIUSIMU B OTHOM HJIH
HECKOJIBKUX T'eHax W/Miau OeNkax, JOMOJHHUTENbHO onmucaHHbIXx B W02018/153968.
IMpeanoyTUTENBHO, MALUEHT W/ WK TUNEpIpoandepaTuBHOE 3ab0IeBaHne
XapaKTEepHU3yeTCsl ONHOM MJIM HECKOJbKIUMU BPEOHBIMU MyTanusamMu B reHe ATM u/unu
reie BRCA1 w/unu 6enxe ATM n/unu 6enxke BRCATL.

Hanpuwmep, Bpennas(bie) mytanus(u) B rene ATM n/unu 6enke ATM
MOXeT(MOryT) npuBecTH K norepe 6enxka ATM n/unu x norepe Gpynkunu ATM.
Hanpuwmep, Bpennas(bie) mytanusi(u) B rene BRCA1 u/unu B 6enxe BRCA1
moxeT(MoryT) npuBecTH kK norepe 6enka BRCA1 n/unu x norepe ¢pynkunu BRCAL.

Kpowme Toro, runepnponudepatuBHoe 3a00eBaHUE MOXKET XapaKTEPH30BATHCS

OJTHOM MM HECKOJIbKUMHU BpeaHbIMH MyTauusiMu B reie ATM, u/unu rene BRCAI,
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u/nnu reie BRCA2, u/unu rene PALB2, u/unu rene ARID1A, u/unu norepeii 6enka
ATM.

IIpennoururenbHo, runepnpoiaudepaTuBHOe 3a00€BaHUE XapaKTEPU3YETCs
OIHOM MM HECKOJBKUMHU BpeaHbIMU MyTauusimMu B reHe ATM u/unu rene BRCAL1
u/unu reie BRCA2 u/unu notepeii 6enka ATM.

[IpeanouruTenpHO, runepnpoaudepaTnBHOe 3a00IeBaHNE XapaKTEPU3YETCS
OJHOMW MU HECKOJbKHUMHU BpeAHbIMH MyTauusiMu B rene ATM.

[IpennouturenbHo, runepnpoaudepaTuBHOE 3a00IEBAHNE XaAPAKTEPUIYETCS
notepei 6enka ATM.

[IpennmoutrurenbHo, runepnpoaudepaTuBHOE 3a00IEBaAHNE XaAPAKTEPUIYETCS
OJHOM WJIM HECKOJIbKMMHU BpeaHbIMH MyTauusiMu B rene ATM u norepeit 6enka ATM.

[IpennouturenbHo, runepnpoiaudepaTuBHoe 3a00IeBaHNE XapaKTEPHU3yeTCs
OJHOMN HJIM HECKOJbKMMHU BpeaHbIMU MyTanusmu B reHe BRCAL.

[IpennmouturenbHo, runepnpoiudepaTuBHoe 3a00IeBaHNE XapaKTEPHU3YETCs
OAHOMN UJIM HECKOJbKHUMHU BpeAHbIMU MyTauusiMu B reHe BRCA2.

Kpowme Toro, runepnponudeparuBHoe 3a001eBaHNE MOXKET XapPaKTEPU30BATHCS
OJHOMN MJIM HECKOJbKHUMHU BpeAHbIMU MyTaLusiMu B reHe PALB2.

Kpowme Toro, runepnponudeparuBHoe 3a001eBaHNE MOXKET XapaKTePU30BATHCS
OJHOMN UJIM HECKOJbKUMHU BpeAHbIMU MyTauusimu B reHe ARIDIA.

Crnioco0wsI onpeneneHust OMHONW MJIM HECKOJbKUX BpeAHbIX MyTanuil B reHe ATM
i BRCA1, BRCA2 nnu PALB2 unu ARID1A w/unu B 6enke ATM unu BRCA1
unn BRCA2 unu PALB2 unu ARID1A u3BecTHBI cieniuainctaM B JaHHOH 00nacTu
TEXHUKHU U onucaHbl, Harpumep, B WO2018/153968, koTopasi BKJIFOUEeHa B TAHHOE
OTNHCaHUE NMOCPECTBOM CCBHUIKH.

B coOTBeTCTBUU C BApHMAHTOM OCYINECTBJIEHHS TPETHEro acneKkTa u300peTeHus
coenuHenue ¢popmyusl (I) BBOasT B konudecTse oT 20 Mr 10 120 Mr B IeHb, UJIU B
koaudecTBe OT 60 Mr mo 160 Mr B neHp, uiu B KoaudecTBe oT 20 Mr 1o 80 Mr B ieHb,
NPEeANOUYTUTENBHO B KoJudecTBe OoT 80 mMr no 160 mMr B 1eHb.

B cooTBeTCTBHH C BAPHAHTOM OCYINECTBJIEHUS TPETHErO acleKTa H300peTeHus
coenuHenue ¢popmyusl (I) BBomsT B konudectBe 160 Mr B neHb. CyTOYHOE KOJTUYECTBO
MOXHO BBOAUTH OAMH pa3 B AeHb (QD) unm nBa pasa B nensp (BID), kak onucaHo
BbILIE.

B cooTBeTCTBHU C BapHAHTOM OCYIIECTBJIEHHS TPEThEro acleKkTa U300peTeHus

coenuHenue ¢popmysl (I) BBomsT B konmuuectse 80 mr (BID) ¢ mpumeHeHneM OAHOTO
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WJIN HECKOJIbKUX PEeXUMOB no3upoBanus aist 80 mr (BID) neuenus, kak onucaHo
BBILIIE B KOHTEKCTE MepBoro acmnekra nzooperenus (“CoequHeHune ISl IpUMEHEHUS ).

B cooTBeTcTBUM € NPEANOYTUTENbHBIM BAPUAHTOM OCYILECTBIECHUS TPETHETO
acriekta nzobperenus coequnenune popmynsl (I) BBoasT B konuuectse 80 mr (BID), u
peXuM HO3UPOBAHMS NMpeAcTaBiseT coboi 3 nHs npuéma/ll nHel nmepepbisa.

B cooTBeTCTBHY C BAPHAHTOM OCYINECTBJIEHUS TPETHETrO aCIeKTa H300peTeHUs
coenunenue popmyisl (I) BBoasT B konuuectBe 140 Mr B neHb. CyTOYHOE KOJTHUYECTBO
MOHO BBOAUTH OAMH pa3 B AeHb (QD) uaum nBa pasa B nensb (BID), kak onucaHo
BBILIE.

B coOTBEeTCTBUU C BApHAHTOM OCYIIECTBJIECHUS TPETHEro acleKkTa U300peTeHus
coequnenue ¢opmynsl (I) BBogsaT B konnvyectse 70 mr (BID) ¢ npumeHeHnEM OTHOTO
WJIU HECKOJIbKHUX PEXXUMOB no3upoBanus aist 70 mr (BID) neuenns, kak onucaHo
BBIIIIE B KOHTEKCTE MepBOoTro acmnekTa nzooperenus (“CoenquHeHune sl IPUMEHEHUS ).

B cooTBeTCTBHU C BApHAHTOM OCYIIECTBJIEHHS TPEThEro acleKkTa H300peTeHus
coenuHenue ¢popmyusl (I) BBomsT B konuuectBe 120 Mr B neHb. CyTOYHOE KOJTUYECTBO
MOYHO BBOAUTH OAMH pa3 B AeHb (QD) unm nBa pasa B nensp (BID), kak onucano
BbILIE.

B cooTBeTCTBUU ¢ BApHAHTOM OCYIIECTBJIEHUS TPETHEro aclekTa u300peTeHus
coenuHenue ¢popmyisl (I) BBomsaT B konmuuectse 60 mr (BID) ¢ nmpumeHeHneM OQHOTO
WJIM HECKOJIbKUX PeXUMOB no3upoBanus 1 60 mr (BID) nedyenus, kak onucaHo
BbIIIE B KOHTEKCTE NmepBoro acnekra nobperenus (“CoenuHenue st IpuMEHEHHs ).

B coorBeTcTBUM € MPEANOYTUTEIBHBIM BAPUAHTOM OCYILECTBICHUS TPETHETO
acriekta uzobperenus coequaenue popmyabl (I) BBoasat B konuuectse 60 mr (BID), u
peXXUM TO3UPOBAHUS MpeACcTaBisieT codol 3 nHsa npuémal/ll nHeilt mepepsiBa.

B coOTBETCTBUU C BAPHAHTOM OCYINECTBJICHUS TPETHEro acleKkTa n300peTeHus
coenunenue ¢popmyusl (I) BBoasT B konuuectBe 110 Mr B neHb. CyTOYHOE KOJTUYECTBO
MOXHO BBOAUTH OAMH pa3 B AeHb (QD) unm nBa pasa B nensp (BID), kak onucaHo
BbILIE.

B cooTBeTCTBHYU C BApHAHTOM OCYINECTBJIEHUS TPETHEro acleKkTa U300peTeHus
coenuHenue ¢popmysl (I) BBoasT B konudectBe 55 Mr (BID) ¢ mpumMeHeHHEM OTHOTO
WJIU HECKOJIbKUX PEXXUMOB fo3upoBaHus aist 55 mr (BID) neuenus, kak onucaHo
BBILIIE B KOHTEKCTE MepBoro acmnekra nzooperenus (“CoequHeHne ISl IPUMEHEHUS ).

B cooTBeTCTBHU C BapHAHTOM OCYIIECTBJIEHUS TPEThEro acneKkTa H300peTeHus

coenquHenue ¢popmyisl (I) BBomsaT B konuuectBe 100 Mr B neHb. CyTOYHOE KOJTUYECTBO
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MOXHO BBOAUTH OAMH pa3 B AeHb (QD) unm nBa pasa B nensp (BID), kak onucaHo
BBIIIIE.

B cooTBeTCTBHU C BapHAHTOM OCYILECTBJIEHUS TPEThEro acneKkTa U300peTeHus
coenuHenue Gopmyasl (I) BBoasT B konuuectse 50 mr (BID) ¢ npumeHeHHeEM OTHOTO
WJIM HECKOJIBKUX peXUMOB no3upoBanus 1 S0 mr (BID) nedyenus, kak onucaHo
BbIIIE B KOHTEKCTE NmepBoro acnekra nobperenus (“CoequHeHne st IpUMEHEHHs ).

B coOTBEeTCTBUU C BAPHAHTOM OCYILECTBJIEHHS TPEThEro acneKkTa u300peTeHus
coequnenue ¢opmynsl (I) BBogsT B konndyectBe 90 Mr B 1eHb. CyTOYHOE KOJTUYECTBO
MOHO BBOAUTH OAMH pa3 B AeHb (QD) unm nBa pasa B nensb (BID), kak onucaHo
BBIIIIE.

B cOOTBEeTCTBUU C BAPHAHTOM OCYINECTBJICHUS TPETHEro acleKkTa n300peTeHus
coequnenue ¢opmynsl (I) BBoasaT B konnuectse 45 mr (BID) ¢ npumeHeHnEM OTHOTO
WJIU HECKOJIbKHUX PEXXHMOB no3upoBanus ais 45 mr (BID) neuenns, kak onucaHo
BBIIIIE B KOHTEKCTE MepBOTo acmnekTa nzodoperenus (“CoequHeHue sl IPUMEHEHUS ).

B cooTBeTCTBHU C BApHAHTOM OCYILIECTBJIEHHS TPEThEro acleKkTa N300peTeHus
coenunenue Gopmynsl (I) BBoxsaT B konnuectse 80 Mr B 1eHb. CyTOYHOE KOJTUYECTBO
MOXHO BBOAUTH OAMH pa3 B AeHb (QD) unm nBa pasa B nensp (BID), kak onucaHo
BBIIIIE.

B cooTBeTCTBHU ¢ BapHMAHTOM OCYIIECTBJIEHUS TPETHEro aclekTa U300peTeHus
coenunenue Gopmyasl (I) BBoasT B konuuectse 40 mr (BID) ¢ npumMeHeHHEM OTHOTO
WIM HECKOJIbKUX pexXuMOB no3uposanus 1 40 mr (BID) nedyenus, kak onucaHo
BbIIII€ B KOHTEKCTE MepBOTo acmnekra uzodoperenus (“CoequHeHue ISl IPUMEHEHUs ).

B coOTBETCTBUU C MPEANOUYTHTEIbHBIM BAPUAHTOM OCYINECTBICHHUS TPETHErO
acriekta uzobperenus coequaenune popmyasl (I) BBoasat B konuuectse 40 mr (BID), u
peXXUM TO3UPOBAHUS NMPEACTaBIsAeT cO00H 3 mHA mpuéma/4 nHs mepepsiBa.

B coOTBeTCTBUHU C BApHAHTOM OCYIIECTBJICHUS TPETHEro acleKkTa n300peTeHus
coequnenue Gopmynsl (I) BBogsT B konnuectBe 70 Mr B 1eHb. CyTOYHOE KOJTUYECTBO
MOJHO BBOAUTH OAMH pa3 B AeHb (QD) unm nBa pasa B neHsp (BID), kak onucaHo
BBIIIIE.

B cooTBeTCTBHU C BApHAHTOM OCYINECTBJIEHUS TPETHEro acleKkTa U300peTeHus
coenuHenue ¢popmysl (I) BBoasT B konudectBe 35 Mr (BID) ¢ mpumeHeHHEeM OTHOTO
WJIN HECKOJIbKUX PEXHMOB no3upoBanus aist 35 mr (BID) neuenus, kak onucaHo

BBILIIE B KOHTEKCTE MepBoro acmnekra nzooperenus (“CoequHeHune ISl IPUMEHEHUS ).
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B cooTBeTCTBUU C BapHAHTOM OCYIIECTBJIECHHUS TPETHEro acleKkTa U300peTeHus
coenunenue Gopmyinsl (I) BBoxsaT B konnvectse 60 Mr B 1eHb. CyTOYHOE KOJTUYECTBO
MOXHO BBOAUTH OAMH pa3 B AeHb (QD) unu nBa pasa B nens (BID), kak onucaxo
BBIIIIE.

B cooTBeTCTBHY C BAPHAHTOM OCYINECTBJIEHUS TPETHEro acIeKTa H300peTeHUs
coenunenue ¢opmyinsl (I) BBoasT B konuvyectse 30 mr (BID) ¢ npumeHeHHEeM OAHOTO
WJIU HECKOJIbKHUX PeXUMOB no3upoBanus aisi 30 mr (BID) neuenusi, kak onucaHo
BbIIII€ B KOHTEKCTE MepBOTo acmnekTa nzooperenus (“CoequHeHue ISl IPUMEHEHUs ).

B coOTBEeTCTBUU C BAPHMAHTOM OCYIIECTBJIEHUS TPETHEro acleKkTa H300peTeHus
coenunenue ¢opmynsl (I) BBogsT B konnuyectBe S0 Mr B 1eHb. CyTOYHOE KOJTUYECTBO
MOHO BBOAUTH OAMH pa3 B AeHb (QD) unm nBa pasa B nensp (BID), kak onucaHo
BBIIIIE.

B cooTBeTCTBHU C BapHAHTOM OCYIIECTBJIEHUS TPETHEro acneKkTa U300peTeHus
coenuHenue ¢popmysl (I) BBomsT B konuuectBe 25 mr (BID) ¢ mpumMeHeHHEM OTHOTO
WJTH HECKOJIbKHUX PEXXHMOB f03upoBaHus aist 25 mr (BID) neuenns, kak onucaHo
BBIIIIE B KOHTEKCTE MepBoro acmnekra nzooperenus (“CoequHeHne sl IPUMEHEHUS ).

B cooTBeTCTBHU C BapHAHTOM OCYIIECTBJIEHHS TPEThEro acleKkTa U300peTeHus
coenunenue Gopmyinsl (I) BBoxsaT B konnvectse 40 Mr B 1eHb. CyTOYHOE KOJTUYECTBO
MOXHO BBOAUTH OAMH pa3 B AeHb (QD) unu nBa pasa B nens (BID), kak onucano
BBIIIIE.

B cooTBeTCTBHM C BAPHAHTOM OCYINECTBJIEHUS TPEThEro acleKkTa H300peTeHus
coenunenue ¢popmyisl (I) BBoasT B konudectBe 20 mr (BID) ¢ nmpumMeHeHHEM OTHOTO
WU HECKOJIbKHUX PeXUMOB no3upoBanus aist 20 mr (BID) neuenusi, kak onucaHo
BbILII€ B KOHTEKCTE MepBOTo acmnekTa nzooperenus (“CoequHeHue ISl IpUMEHEHUs ).

B coOTBEeTCTBUU C BAPHAHTOM OCYINECTBJIEHHS TPEThEro acneKkTa u300peTeHus
coequnenue Gopmynsl (I) BBogsT B konnuyectse 30 Mr B 1eHb. CyTOYHOE KOJTUYECTBO
MOXHO BBOAUTH OAMH pa3 B AeHb (QD) unm nBa pasa B nensp (BID), kak onucaHo
BBIIIIE.

B cooTBeTCTBUYU C BApHAHTOM OCYIIECTBJIECHUS TPETHEro acleKkTa U300peTeHus
coenuHenue ¢popmysl (I) BBomsT B konuuectBe 15 mr (BID) ¢ nmpumMeHeHHEM OTHOTO
WJIU HECKOJIbKHUX PEXXUMOB no3upoBanus aist 15 mr (BID) neuenus, kak onucaHo
BBILIIE B KOHTEKCTE MepBoro acmnekra nzooperenus (“CoequHeHne ISl IPUMEHEHUS ).

B cooTBeTCTBHU C BAPHUAHTOM OCYINECTBJIEHUS TPEThEro acmeKkTa U300peTeHus

coenquHenue ¢popmyusl (I) BBomsaT B konuuectBe 20 Mr B 1eHb. CyTOYHOE KOJTUYECTBO
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MOXHO BBOAUTH OAMH pa3 B AeHb (QD) unm nBa pasa B nensp (BID), kak onucaHo
BBIIIIE.

B cooTBeTCTBHU C BapHAHTOM OCYIECTBJIEHUS TPEThEro acleKkTa H300peTeHus
coenunenue Gopmyisl (I) BBoasT B konuuectse 10 mr (BID) ¢ npumMeHeHHEM OTHOTO
WJIM HECKOJIBKUX peXUMOB no3upoBanus 1 10 mr (BID) nedyenus, kak onucaHo
BbIIIE B KOHTEKCTE NmepBoro acnekra nobperenus (“CoequHeHne st IpUMEHEHHs ).

B cooTBeTCTBUM C BAPHMAHTOM OCYINECTBJIEHUS TPETHEro acnekTa u3o0peTeHus
coequnenue ¢opmynsl (I) BBogsT B konnvectBe 10 Mr B nerb. CyTOYHOE KOJTUYECTBO
MOHO BBOAUTH OAMH pa3 B AeHb (QD) unm nBa pasa B nensb (BID), kak onucaHo
BBIIIIE.

B cooTBeTCTBUU C BApHAHTOM OCYIIECTBJIEHHS TPETHEro acneKkTa U300peTeHus
coequneHue ¢opmynsl (I) BBoasaT B konuyectse 5 mr (BID) ¢ npumMeHeHHEM OTHOTO
WJIH HECKOJIbKUX PEXUMOB fo3upoBaHus aist S mr (BID) neuenus, kak ONMMCaHO BBIIIE
B KOHTEKCTE MepBoro acrnekra nzodperenus (“CoennHeHne 11 MpUMEHEHUs ).

B cooTBeTCTBUU C BapHAHTOM OCYIIECTBJIECHHUS TPETHEro aclekTa N300peTeHus
coenuHenue ¢opmysl (I) conepxurcs B papManeBTHUECKON KOMIIO3UIIUN BMECTE C
10 MEHbIIEH Mepe OOHUM (papMaleBTUUECKH MPUEMIIEMbIM BCIIOMOTATEIbHBIM
BEIECTBOM.

B cooTBeTCTBHU ¢ BApHMAHTOM OCYIIECTBJIEHUS TPETHEro aclekTa U300peTeHus
coenunenue Gopmyisl (I) conepxkurcs B papManeBTHUECKOW KOMIO3UIIUU BMECTE C
IO MeHbLIEH Mepe OJHUM (papMaLeBTUYECKH IPHUEMJIEMbIM BCIIOMOTaTeIbHbIM
BELIECTBOM, I'ie papMaLeBTHUECKass KOMIIO3HIUS CONEPKUT coenuaernue Gpopmysr (1)
B KoJimdecTBe 25 Macc.% papManeBTUYECKON KOMIO3ULIMK UM MEHbIIE, WU B
konnuecTBe 20 macc.% papManeBTUYECKOH KOMIO3UIIMHU HJIH MEHbIIE, OCOOEHHO B
KosuuecTBe OT 15 10 25 %, mpeanodTuTeNbHO B KojuuecTBe oT 18 no 22 %, naubonee
Npeano4YTUTENbHO B KonndecTBe 20 macc.%.

B cooTBeTCTBHU C BApHAHTOM OCYIIECTBJIECHUS TPETHEro acrleKkTa H300peTeHus
coenuHenue ¢popmyisl (I) conepxurcs B papManeBTUUECKON KOMIIO3UIIUN BMECTE C
10 MEHbLIEH Mepe OOHUM (HapMaLeBTUUECKH MPUEMIIEMbIM BCIIOMOTATEIbHBIM
BEI[ECTBOM, I'ie (hapMaLeBTHUYECKAass KOMIIO3HUIU COAEPKUT coenuHeHne Gpopmynsr (1)
B KoJimdecTBe 25 Macc.% papManeBTUUECKON KOMIO3ULIUK HJIM MEHbIIE, WU B
konnuecTBe 20 macc.% papManeBTUUECKOH KOMIO3UIINHU HJIM MEHbIIE, OCOOEHHO B
KonuyecTBe OT 15 10 25 %, mpeanodTuTenbHO B KoauuectBe oT 18 no 22 %, nHaubonee

NPEenno4YTUTEIbHO B KomuyecTBe 20 Macc.%, U papManeBTUUECKAsT KOMITO3HIIUS
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COmepKUT rauaanT. [IpenmouTUTEeNbHO IIIMAAHTOM SIBJISETCS KOJUIOMIAHBIN TUOKCUT
KPEMHUS.

B cooTBeTCTBUHU ¢ BApHAHTOM OCYIIECTBJIEHHUS TPETHEro aclekTa U300peTeHus,
croco0 JleyeHust TuneprnpoaudepaTuBHOTO 3a00IeBaHUS OTIMYAETCS TEM, YTO
bapmaneBTHYECKAs KOMIO3HIIUS COAEPKUT JAKTO3Y, NPEANOYTHTEIbHO MOHOTHAPAT
JAKTO3bl, HAaNOOJIee MPEANOUYTUTENBHO BBICYIIEHHBIH PACIBUIEHHEM MOHOTHAPAT
JAKTO3BbI.

B cOOTBETCTBUU C BAPHMAHTOM OCYILECTBJICHUS TPETHEro acleKkTa H300peTeHus,
crocol neyeHus runeprnpoaudepaTuBHOr0 3a00I€BaHUS OTINYAETCS TEM, YTO
(dapmaneBTHUECKas] KOMITO3ULIHS CONEpKUT coenuaenune Gopmyasl (I) B konnuecTse
ot 5 mr 10 80 Mr, MpeanouTUTENIbHO B KOJU4YecTBe OoT 5 Mr 10 40 mr, Oonee
NPEeANOUYTUTENbHO B KoJudecTBe OT 40 mr 1o 80 Mr, ¥ MO MEeHbLIENH MEPE OJHO
(apManeBTHUECKH MTPUEMIIEMOE BCIIOMOTATEIbHOE BEIECTBO.

B coOTBEeTCTBUYU C BAPHAHTOM OCYIIECTBJIEHHS TPETHEro aCleKTa H300peTeHMS,
crocol neueHus runepnpoiaudepaTuBHOro 3a00NeBaHUs OTINYAETCS TEM, YTO
dapmaneBTHUECKas] KOMITO3ULIHS CONEPKUT coennHenne Gopmynsl (I) B konmuecTse
80 mr.

B cooTBeTCTBUU C MPEANOYTUTENbHBIM BAPUAHTOM OCYINECTBIEHUS TPETHETO
acriekta n3obpereHus, cnocod JedeHus runepnpoaudepaTuBHOro 3a00aeBaHus
OTJINYAETCS T€M, UTO (papManeBTHYECKasT KOMIIO3UIUS CONEPIKUT COSTUHEHHE
dopmyns (I) B konuuecTse 80 mr.

B cooTBeTCTBHY C BAPHAHTOM OCYLIECTBIICHHS TPETHETO aCIeKTa H300peTeHus,
crocol JeueHus: runepnpoIudepaTuBHOro 3a00eBaHUS OTINYAETCS TEM, YTO
(apmaneBTHUECKas] KOMITO3ULIHS CONEpKUT coenunenune Gopmyisl (I) B konuuecTse
70 mr.

B cooTBeTCTBUHU C BAPHAHTOM OCYIIECTBJIEHHS TPETHEro acleKkTa U300 peTeHHs,
crocol eueHus: runepnpoandepaTuBHOro 3a00NeBaHUS OTINYAETCS TEM, YTO
¢dapmaneBTHUECKAs] KOMITO3ULIHS CONEPKUT coennHeHne Gopmynsl (1) B konmuecTse
60 mr.

B cooTBeTCTBUU C MPEANOUYTHTEIbHBIM BAPUAHTOM OCYINECTBIEHUS TPETHETO
acriekta u3obpereHusi, cnocod JedeHus runepnposndepaTuBHOTO 3a00IeBaHU
OTJIMYAETCS TeM, YTO (papMameBTHUYECKAss KOMITO3UIUS CONEPIKUT COEJUHEHUE

dbopmyisl (I) B komnuecTse 60 mr.
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B cooTBeTCTBUHU C BAPHAHTOM OCYIIECTBJIEHHS TPETHEro acleKkTa U300peTeHMs,
crocol neueHus runepnpoiandepaTuBHOro 3a00NeBaHUsA OTINYAETCS TEM, YTO
dapmaneBTHUECKAs] KOMITO3ULIMS CONEPKUT coenuHenne Gopmynsl (I) B konnuecTse
50 mr.

B coOTBETCTBHY C BAPHAHTOM OCYLIECTBIICHHS TPETHETO aCIeKTa H300peTeHus,
crnocol JieueHus: runepnpoIugepaTuBHOro 3a00IeBaHUS OTINYAETCS TEM, YTO
(dapmaneBTHUECKAs] KOMIIO3ULIHS COnep:kUT coenunenune Gopmyisl (I) B konuuecTse
40 mr.

B coOTBETCTBUU C MPEANOYTHTEIbHBIM BAPUAHTOM OCYINECTBICHUS TPETHETO
acriekta uzobpereHus, cnocod JedeHus runepnpondepaTuBHOTO 3a00IeBaHU
OTJIMYAETCS TeM, YTO (papMameBTHYECKass KOMITO3UIUS CONEPIKUT COEIUHEHUE
dopmynsr (I) B konuuectBe 40 mr.

B coOTBETCTBUYU C BAPHAHTOM OCYIIECTBJIEHHS TPETHEro acCleKkTa U300peTeHNUS,
crocol neueHus runepnpoiandepaTuBHOro 3a00NeBaHUS OTINYAETCS TEM, YTO
dapmaneBTHUECKAs] KOMITO3ULIHS CONEPKUT coennHenne Gopmyinsl (I) B konmuecTse
30 mr.

B cooTBeTCTBUYU C BAPHAHTOM OCYIIECTBJIEHUS TPETHEro aclekTa U300peTeHus,
croco0 neueHus runepnpoiudepaTuBHOro 3a00NeBaHUs OTINYAETCS TEM, YTO
dapmaneBTHUECKAs] KOMIIO3ULIUS CONEPKUT coenquHeHue ¢popmyasl (I) B konuuecTse
20 mr.

B cooTBeTCTBHY C BAPHAHTOM OCYLIECTBIICHHS TPETHETO aCIeKTa H300peTeHus,
crocob jeudeHus runepnpoiudeparuBHOro 3ad00eBaHUsT OTIUYAETCS TEM, YTO
(dapmaneBTHUYECKas] KOMIIO3ULIHS COnepKUT coenunenune Gopmyisl (I) B konuuecTse
10 mr.

B cooTBeTCTBUU C BAPHAHTOM OCYIIECTBJIEHHS TPETHEro acleKkTa U300peTeHMUS,
crocol JeueHus: runepnpoanudepaTuBHOro 3a00eBaHUS OTINYAETCS TEM, YTO
¢dapmaneBTHUECKas] KOMITO3ULIHS CONEPKUT coennHenne Gopmyinsl (1) B konmuecTse 5
MT.

B cooTBeTCTBUHU C MPEANOYTHTEIbHBIM BAPUAHTOM OCYINECTBICHUS TPETHETO
acriekta nzobperenus: coennHenune Gopmynsl (1) conepxurcs B papManeBTHUECKON
KOMIIO3HUIIMU B COOTBETCTBUH CO BTOPBIM ACIEKTOM HACTOSIIEro U300peTeHus,

KOTOprfI JAOIIOJIHUTECJIbHO OIMMUCaH BBIIIC.



10

15

20

25

30

44

Croco0 nonyvuenus GpapMalleBTHYECKON KOMIIO3ULIMHU

B cooTBeTCTBUU ¢ YETBEPTHIM ACMIEKTOM, HACTOsIIIee U300peTeHHEe OTHOCUTCS K
croco0y monydeHus: papmMaLeBTHYECKONH KOMIIO3ULIMU B COOTBETCTBUU CO BTOPBIM
acreKToOM u300peTeHus, B KOTOpoM coenunenue ¢popmynl (I) cMemuBarT ¢ no
MeHbIleH Mepe OOHUM (papMaLeBTHUYECKH MPUEMIIEMbIM BCTIOMOTATEIbHBIM
BELIECTBOM.

B cOOTBETCTBHHU ¢ BAPHAHTOM OCYIECTBJIEHUs Y€TBEPTOrO acleKTa H300peTeHUs
B criocoOe moyiydeHust papMaeBTHYECKOM KOMIIO3ULIMU B COOTBETCTBUHU C
uzobpereHueM coequHerue popmyisl (I) cMEIIUBAKOT ¢ O MEeHbINEH Mepe OTHUM
(bapmaneBTUYECKH TPUEMIIEMBIM BCIIOMOTATEIbHBIM BEIIECTBOM METOIOM
IPaHyJIUPOBAHHUS.

TepMuH «METOI rPaHYJIUPOBAHUS» BKJIIOUYAET BIaXKHOE FPAHYJTHPOBAHUE H CYXO€
rpa”yiupoBaHre. MeTOabl BJIAXKHOTO IPaHyIUPOBAHUS BKIKOUYAKT TAKHE METOIBI, KaK
rpaHyJIMPOBaHKE B MICEBIOOKHIKEHHOM CJIO€ U BJIAKHOE TPaHYNIHPOBaHKE C OONBIIUM
ycuinueM caBura. MeToapl CyXOro rpaHyJUPOBAaHUS BKIOYAKOT TaKHE METOMBI, KaK
npsiMOe MPECCOBAHME, YAAPHOE YILUIOTHEHHE U BaJIbIIEBAHHE.

[IpennouTuTENbHO, METO TPAHYJIMPOBAHUS, HCIIONIb3YEMBbI B Cr1oco0e
nojiyueHus: papMaieBTUYECKONH KOMIO3ULIMU B COOTBETCTBUHU C H300peTeHUEM,
npeacTaBisieT cOOOH METOX CYyXOTo rpaHyJIHMpOBaHUs, HAauboJee MPeATOUYTUTEIbHO
METOJ] BaJbLIEBAHUSI.

B cOOTBEeTCTBUU C BAPHAHTOM OCYIIECTBJICHUS YE€TBEPTOrO acmekTa u300peTeHus
crocob mojyyeHus GpapMaeBTUUYECKONH KOMITO3UIIMK B COOTBETCTBUH C U300pEeTEHHEM
OTJIMYAETCS TEM, YTO:

a) coenunenue Gopmynsl (I) rpaHyIUPYIOT C MO MEHbIIEH Mepe OJHUM
bapmaeBTUYECKHI TPUEMIIEMBIM BCIIOMOTATEIbHBIM BEIECTBOM,

b) rpaHyisT, MOJYYEeHHBIH HA CTAIMU a) CMEIIUBAIOT CO CMAa3bIBAKO MM
BEI[ECTBOM H, HEOOSI3aTENbHO, C OIHUM HJIH HECKOJIBKUMHU JOMOJHHUTEbHBIMH
bapmaneBTUUYECKH TPUEMIIEMbIMU BCIIOMOTATEIbHBIMH BEIIECTBAMH, H,
Heo0s13aTeNbHO,

C) MPOAYKT, MOJYYEHHbIH HA CTAJAUHU D), MOKPBIBAKOT OJHUM HJIM HECKOJbKUMHU
apyrumu papMamneBTHYECKH MPUEMIEMbIMH MOKPBIBAIO UMY ar€HTaAMHU.

B COOTBETCTBUHU ¢ BAPHMAHTOM OCYINECTBJIEHUS YETBEPTOrO acleKkTa U300peTeHus
cTtanus a) cnocoda mojgydeHus papManeBTHIECKONH KOMIIO3ULINU B COOTBETCTBUHU C

N300peTeHNEM OTINYAETCS TeM, uTO coequHeHue popmyisl (I) rpanynupyror ¢
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HAIOJHUTENEM, MPEANOYTUTEIbHO MUKPOKPUCTAJUNINUECKON LEJUTIOI030U U
MOHOTHAPATOM JIAKTO3bI, CMAa3bIBAIOIMHUM BCIICCTBOM, MNPEATTIOUYTUTEIIBHO CT€APATOM
MarHusi, U pa3pbIXJUTEIEM, IPEANOYTUTEIbHO KPOCKAPMEIJIO301 HATPU,
NPEANOYTUTENBHO METOAOM CYXOro I'PaHyJUPOBAHUS, PEANOYTHTEIbHO
BAJIbLIEBAHUEM.

B cOOTBETCTBUU C BAPHMAHTOM OCYILECTBJICHUS YETBEPTOrO acmekTa n300peTeHus
cranus b) cmocoba moaydeHus: papMaleBTUYECKONH KOMIO3UIUU B COOTBETCTBHH C
N300peTeHUeM OTINYAETCS TEM, UTO TPAHYJIST, MOJYYEHHbIH HAa CTAUH a),
CMEIINBAIOT CO CMa3bIBAIOIINM BEIIECTBOM, MPEAMOYTUTENBHO CT€apaTOM MarHus,
TIUAAHTOM, NPEANOYTUTECIIBHO KOJIJIOUIHBIM JUOKCHUAOM KPEMHUA, HANIOJTHUTEIICM,
NPEeANOYTUTEIbHO MUKPOKPHCTAUIMYECKON LEJUII0I030H, U C pa3sphIXJIUTENIEM,
NnpeaAnoOYTUTEIIbBHO KpOCKapMeJ'IJ'IOSOfI HaTpus. CMelInBaHUE BBIIOJIHSIETCS C INOMOIIBKO
NOAXOISIIEro YCTPOMCTBA, TAKOTO KaK, HampuMmep, 0apabaHHBIA CMECHUTENb, B
TeUEHHE MOAXOMASIIEero Nepruoaa BpeMeHH.

B cooTBeTCTBUYU C BApHAHTOM OCYINECTBJIEHUS YETBEPTOrO acleKkTa H300peTeHus
Ha CTanuu C) crmocoba monydeHus papManeBTUIECKONH KOMIIO3ULIHU B COOTBETCTBUU C
n3o0peTeHneM MPOAYKT CTAIHH b) MOKPHIBAIOT OAHUM UJIM HECKOJIbKUMU
AOIMOJIHUTECJIIBHBIMHU (I)apMaI_[eBTI/I"IeCKI/I NPpUEMJICMBIMHU IMMOKPbIBAKOIITUMU AaTr€CHTAMH.
HpennhoeHHe oTAaACTCA (bapMaL[eBTI/I"IeCKI/I NpUEMJICMBIM IMOKPBIBAKOIIUM arc¢HTam,
BbIOPAaHHBIM M3 TPYIIBI IIACTU(PUKATOPOB, MIEHKOOOPA3yIOIIUX areHTOB U
kpacureneil. HeoOs13aTeIpHO MOXKHO HCMOJIb30BATh Ar€HT, MPENATCTBYIO U
CIUMAHUIO, UK 3aMyTHUTENb. [InacTudukarop, npeanouTUTEIbHO
MOJIUA THJIEHTJIMKOJIb, TIEHKOOOPA3yIOIUIA areHT, MPeANOYTHTEIbHO THIIPOMEII03a, U
KpaCUTEIH, NPEANNOYTUTEIIBHO OKCHU XKEJI€3a U TUOKCHU TUTAaHA, O6’beHI/IH$IIOT C
KUAKOCTAMHU OJIA IJIEHOYHOI'O MOKPBITUA, IPEANMOYTHUTECIIBHO C (OqueHHOﬁ) BOI[Oﬁ, C
MOJIy4eHHEM OJHOPOJHON MOKPBIBAKOIIENH CYyCIIEH3UH, KOTOPYIO HAHOCST,
NPEANOYTUTENHHO PACTIBUISIOT HA MPOAYKT CTAANH b), MPEATIOUYTUTENIBHO Ha
Ta0JETKH, C MOMOLIBI MOAXOASIEr0 YCTPOHCTBA JIsl HAHECEHUs TOKPBITHS, TAKOTO
KaK, HallpUMep, YCTPONUCTBO IJIsl HAHECEHUs MOKPBITHS ¢ epd OpUPOBAHHBIM
Oapabanom. Jlist U3MEHEHHUS [[BETA MOKPBITHUSI MOXKHO UCTIOIb30BATh APYTHE
NMUTMECHTBI UJIM BOAOPACTBOPUMBIC KPACUTECIIU UJIU UX KOM6I/IHaL[I/II/I.

B cooTBeTCTBUHU C BApHAHTOM OCYIIECTBJIEHUS YETBEPTOrO acleKkTa H300peTeHus
nociyie craauu b) cnocoba monydeHus: papMaLeBTUUECKONH KOMIIO3ULINU B

COOTBECTCTBHU C I/I306peTeHI/IeM, HeO6$I3aTeJ'IbHO, CymeCTBYCT CTaAusl, Ha3bIBacMasl
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cranuei bl), Ha KOTOPOH CMeCh, MOJYUYCHHYIO Ha CTAIWU b), MOAPA3AENSIIOT HA
OTIEeJIbHBIC SJIEMEHTHI U J1ajiee 00pabdaThIBAIOT A0 JKeJIaeMOil JIeKapCTBEHHOH (HOPMBI,
HampuMmep, IJsl HalOJHEHUs caue uinu kancyi. HeoOs3aTenbHO 100aBISIOT OAHO WIIH
HECKOJIbKO JOTIOJHUTENBHBIX (papMaleBTUYECKH MPUEMIIEMbIX BCTIOMOTATEIbHBIX
BewecTs. [IpeAnoUTHTENBHO CMeCh MOAPA3AEIAIOT HA OTAEIbHbIE YJIEMEHThI U 3aTeM
npeccyroT 1o tabnerok. [IpeccoBanue 10 TabneTOK MOKET OBITh BBIIIOJTHEHO C
HCIOJIb30BaHHEM TaOJIETOYHOTO Mpecca, HAPUMep, CTAHAAPTHOTO POTALUOHHOTO
TabJIETOYHOTO mpecca.

B COOTBETCTBHH C BAPHAHTOM OCYIIECTBJEHUS Y€TBEPTOrO acleKkTa H300peTeHus
crnocol mony4eHus: papmManeBTUYECKON KOMITO3UIMK B COOTBETCTBUH C H300peTeHHEM
OTJINYAETCSI TEM, UTO:

a) coenuneHue GpopmyIsl (I) cMEIIMBAIOT C OAHUM UM HECKOJIBKHUMU
HAMOJIHUTESMH M OJTHUM HJIM HECKOJIbKHUMU Pa3PbIXTUTEIAMH,

b) CMeCh, TOJIYYEHHYIO Ha CTaJAUH a), CMEIIUBAT C OJHUM UJIU
HECKOJIbKUMH CMa3bIBAIOLIMMH BELIECTBAMH,

c) CMECh, MOJIYYEHHYIO Ha CTaANU b), YIUIOTHAIOT MEXAY MPECCYIOIUMHU

poiruKkamMu C MOJYUYCHHUEM JICHT,

d) JIEHTBI, MIOJIYYEHHBIE HAa CTAUU C), TPOCEUBAIOT IJIS MOJYUEHUS
TpaHyJIsTa,
e) I'PaHYJIST, MOJYy4YEeHHbII Ha cTaanu d), CMEINBAIOT C OJHUM HIIH

HECKOJIbKUMH HAMOJIHUTEISMH, OJHUM FIIH HECKOJBKUMH Pa3pbIXJIUTENSIMUA U OJHUM
WJIH HECKOJIbKMMH TJIHMIaHTaAMHU,

f) CMeCh, MOJIYYEHHYIO HA CTAIHUH €), CMEIIUBAIOT C OXHUM HJIH
HECKOJIbKUMH CMa3bIBAIOLIMMH BELUIECTBAMH,

g) CMeCh, MOJIYYeHHYIO Ha cTaauu f), MpeccyrT ¢ mojiydeHueM TabjeTKu,
U, Heo0s13aTeNIbHO,

h) TabJIETKY, MOJYUYEHHYIO HA CTAUH &), TOKPBIBAIOT OAHUM WU
HECKOJIbKUMH JIOTIOJHUTEIbHBIMU (papMaLeBTUYECKH MPUEeMIEMbIMH MOKPbIBA U MU
areHTaMHU.

dapmareBTHUECKH MpHEMJIEMbIe MOKPBIBAIOIINE areHThI, KOTOPbIE MOXHO
HeoOsI13aTeIbHO MPUMEHSITh, OMUCAHBI BIIIE B KOHTEKCTE BTOPOrO acleKkTa
n300peTeHus.

B COOTBETCTBHU C BAPHAHTOM OCYINECTBJIEHUS YETBEPTOrO aCMeKTa

nzobpereHusi, cnocod nmonydyeHus: papManeBTUUECKONH KOMIO3ULUN B COOTBETCTBUU C
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N300pEeTEeHNEM OTINYAETCS TEM, UTO IPUMEHSIOT HAIIOJHUTENb(1), pa3pbIXJIUTENb(H),
cMasbiBaromee(ue) BemecTro(a), rmuaanT(bl) papMaLeBTUUECKON KOMITO3UIIUU
n300peTeHus, 0COOEHHO KaK OMUCAHO BbILIE B KOHTEKCTE BTOPOrO aCIeKTa
Hacrosuero nzobperenus. [IpeanoYTUTENBHO, HCIIONB3YIOTCS OTPEIeJICHHbIE BhIIIE
NPEeANOYTUTEIbHbIE HATTOJHUTEH, IPEANOUYTUTEbHbIE PA3PBIXJIUTEH,
NPEeANOYTUTEIbHbIE CMA3bIBAOLINE BEIIECTBA U MPEANOUYTUTEIbHbIE TJIUIAHTHI.

B npyrom acnekte HacTosimee n300peTeHne TakKe KacaeTcsi crnocoda mojaydeHHus
(apManeBTUYECKOW KOMIIO3ULIMU B COOTBETCTBHH C U300pETEHUEM, B KOTOPOM
coenuHenue ¢popmysl (I) cMemUBaOT ¢ MO MeHbIEH Mepe OOHUM (papMalleBTHYECKH
NPUEMJIEMbIM BCIIOMOTATEIbHBIM BEIECTBOM U MOJYYEHHYIO B PE3YyJIbTATE CMECh
HEMOCPENCTBEHHO MPECCYIOT i mony4deHus tabnerka. Heobs3atenbHo, TabneTka
MOKET OBITh MOKPHITA OJHUM HJITH HECKOJbKHMHU JOMOJHUTETbHBIMH
(bapmaieBTUYECKH MPUEMIIEMbIMU BCIIOMOTATENbHBIMHU BEIIECTBAMH.

B npyrom acnexte HacTosimee H300peTeHNE TaKKe KacaeTcsi crnocoda moaydeHus
(dapmaneBTHUECKONH KOMIIO3ULIMU B COOTBETCTBUH C U300PETEHHEM, B KOTOPOM
coenuHenue ¢popmysl (I) cMemuBaOT ¢ MO MeHbIEH Mepe OAHUM (papMaLeBTUIECKH
IPUEMJIEMBIM BCIIOMOTATEIbHBIM BEIIECTBOM U MOJYYEHHYIO B PE3YyJIbTATE CMECh
HEIMOCPEACTBEHHO MPECCYIOT U MOMEUIAIOT B KAICYJIbl HIJIN Calle.

IIpumenenue coenuuenus: dopmyabl (1) Mg IpOU3BOACTBA JEKAPCTBEHHOIO

CPEJCTBA JUIs JIEUEHHUs THIEPIPOar(dEPATHBHOIO 3a00IEBaAHUS

B COOTBETCTBUU C MATHIM ACTIEKTOM, HACTOsIIEee U300pETeHHE OTHOCUTCS K
npuMeHeHuto coequHenus ¢popmyisl (I) mist mpou3BOACTBA JEKAPCTBEHHOTO CPENCTBA
IJIs JIeYeHus runeprnpoiaudepaTuBHOro 3a00eBaHusI, KOTOPOE OTJIMYAETCS TEM, YTO
coenuHenue ¢popmyisl (I) BBOasST B konudectBe oT 10 Mr 10 160 Mr B IeHb MALIUEHTY.

B cooTBeTCTBUM C BApHAHTOM OCYIIECTBJICHHUS MATOTO aCTIeKTa U300peTeHusI
coenuHenue ¢popmyisl (I) BBOasT B komudecTtBe oT 20 Mr 10 120 Mr B IeHb, UJIU B
koaudecTBe OT 60 Mr mo 160 Mr B neHp, uiu B KoaudecTBe oT 20 Mr 1o 80 Mr B ieHb,
NPEeANOUYTUTENBHO B KoJudecTBe OoT 80 mMr no 160 mMr B 1eHb.

B cooTBeTCTBUH C BApHAHTOM OCYIIECTBJICHUS IMSITOTO aCMeKTa H300peTeHUs
coenuHenue ¢popmyusl (I) BBomsT B konudectBe 160 Mr B neHb. CyTOYHOE KOJTUYECTBO
MOXHO BBOAUTH OAMH pa3 B AeHb (QD) unm nBa pasa B nensp (BID), kak onucaHo
BBILIE.

B cooTBeTcTBUE C BApHAHTOM OCYIIECTBJICHHUS MATOTO aCMEeKTa U300peTeHHs

coenuHenue ¢popmysl (I) BBomsT B konmuuectse 80 mr (BID) ¢ mpumeHeHneM OOHOTO
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WJIN HECKOJIbKUX PEeXUMOB no3upoBanus aist 80 mr (BID) neuenus, kak onucaHo
BBILIIE B KOHTEKCTE MepBoro acmnekra nzooperenus (“CoequHeHune ISl IpUMEHEHUS ).

B cooTBeTCTBHU ¢ BApHMAHTOM OCYILIECTBJIEHHUS MATOTO aCMEeKTa N300peTeHHUs
coenunenue Gopmyisl (I) BBoasaT B konuuectse 140 mr B neHb. CyTOYHOE KOJUYECTBO
MO’KHO BBOAUTBH OAUH pa3 B neHb (QD) unu nBa pasa B nenp (BID), kak onucano
BBILIE.

B cOOTBEeTCTBUU C BAPHAHTOM OCYILECTBJIECHUS MATOrO aCTEKTa U300peT eHHs
coequnenue ¢opmynsl (I) BBoasaT B konnvyectse 70 mr (BID) ¢ npumeHeHnEeM OTHOTO
WJIU HECKOJIbKHUX PEXXUMOB no3upoBanus aist 70 mr (BID) neuenus, kak onucaHo
BBIIIIE B KOHTEKCTE MepBOTo acmnekTa uzooperenus (“CoequHeHue ISl IPUMEHEHUS ).

B cooTBeTCTBUHU C BAPHAHTOM OCYIIECTBJIEHHS MATOTO aCMEeKTa U300peTeHus
coenuHenue ¢popmyusl (I) BBoasT B konudectBe 120 Mr B neHb. CyTOYHOE KOJTUYECTBO
MOYHO BBOAUTH OAMH pa3 B AeHb (QD) unm nBa pasa B nens (BID), kak onucaHo
BBIIIIE.

B cooTBeTCTBUYU ¢ BApHAHTOM OCYIIECTBJIECHUS MATOrO aCIEKTa NU300pEeTEeHHs
coenuHenue ¢popmysl (I) BBomsT B konuuectBe 60 mr (BID) ¢ mpumeHeHHEeM OOHOTO
WJIN HECKOJIbKUX PEXUMOB no3upoBanus ais 60 mr (BID) neuenus, kak onucaHo
BBILIIE B KOHTEKCTE MmepBoro acmnekra nzooperenus (“CoequHeHune sl IPUMEHEHUS ).

B cooTBeTCTBHHU C BApHAHTOM OCYINECTBJIEHHUS MATOTO acCleKTa H300peTeHus
coenunenue Gopmyisl (I) BBoasaT B konuuectse 110 mr B neHb. CyTOYHOE KOJUYECTBO
MOHO BBOAUTH OAMH pa3 B AeHb (QD) uau nBa pasa B nensb (BID), kak onucaHo
BBILIE.

B cOOTBETCTBUHU C BAPHAHTOM OCYIIECTBJICHUS MATOrO aCleKkTa u300peTeHus
coenuHenue ¢popmysl (I) BBomsT B konudectBe 55 Mr (BID) ¢ mpumMeHeHHEM OTHOTO
WJIU HECKOJIbKHUX PEXKHMOB n0o3upoBanus aist 55 mr (BID) neuenus, kak onucaHo
BBIIIIe B KOHTEKCTE MepBOTo acmnekTa nzooperenus (“CoequHeHune ISl IpUMEHEHUS ).

B cooTBeTCTBHM C BAPUAHTOM OCYINECTBJIEHHUS MATOTO aCNEKTa H300peTeHUs
coenuHenue ¢popmysl (I) BBomsT B konudectBe 100 Mr B neHb. CyTOYHOE KOJTUYECTBO
MOXHO BBOAUTH OAMH pa3 B AeHb (QD) unm nBa pasa B nens (BID), kak onucaHo
BBIIIIE.

B cooTBeTCTBUHU ¢ BApHAHTOM OCYIIECTBJICHUS MATOTO aCleKTa H300peTeHus
coenuHenue ¢popmyisl (I) BBomsT B konuuectse S0 mr (BID) ¢ nmpumeHeHHEM OTHOTO
WJIN HECKOJIbKUX PEeXUMOB no3upoBanus anst S0 mr (BID) neuenus, kak onucaHo

BBILIIE B KOHTEKCTE MepBoro acmnekra nzooperenus (“CoenuHeHune IUisi IpUMEHEHUS ).
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B cooTBeTCTBHU C BApHAHTOM OCYIIECTBJIEHUS MATOTO aCIEKTa H300peTeHus
coenunenue Gopmyinsl (I) BBoxsaT B konnvectse 90 Mr B 1eHb. CyTOYHOE KOJTUYECTBO
MOXHO BBOAUTH OAMH pa3 B AeHb (QD) unu nBa pasa B nens (BID), kak onucaxo
BBIIIIE.

B coOoTBETCTBHY C BAPHAHTOM OCYINECTBJIECHHS MATOrO aclekTa H300peTeHus
coenunenue Gopmyinsl (I) BBoasT B konuvectse 45 mr (BID) ¢ npumeHeHHEeM OAHOTO
WU HECKOJIbKHUX PEXKHUMOB no3upoBanus ais 45 mr (BID) neuenusi, kak onucaHo
BbIIII€ B KOHTEKCTE MepBOTo acmnekTa nzooperenus (“CoequHeHue ISl IPUMEHEHUs ).

B cOOTBEeTCTBUHU C BAPHAHTOM OCYILECTBJIECHUS MATOrO aCNEKTa U300peTeHUs
coenunenue Gopmynsl (I) BBogsT B konmuectse 80 Mr B 1eHb. CyTOYHOE KOJTUYECTBO
MOHO BBOAUTH OAMH pa3 B AeHb (QD) unm nBa pasa B nensp (BID), kak onucaHo
BBIIIIE.

B cooTBeTCTBUYU C BAPHAHTOM OCYIECTBJIEHHS IMSITOTO aCMeKTa U300peTeHus
coenuHenue ¢popmyisl (I) BBomsT B konuuectse 40 mr (BID) ¢ mpumMeHeHHEM OTHOTO
WJIH HECKOJIbKHUX PeXuMOB no3upoBanus aist 40 mr (BID) neuenus, kak onucaHo
BBIIIIE B KOHTEKCTE MepBoro acmnekra uzooperenus (“CoequHeHne sl IPUMEHEHUS ).

B cooTBeTCTBUHU ¢ BApHAHTOM OCYIIECTBJIEHUS MATOrO aCNEKTa U300peTeHus
coenunenue opmyinsl (I) BBoxsaT B konnvectse 70 Mr B 1eHb. CyTOYHOE KOJTUYECTBO
MOXHO BBOAUTH OAMH pa3 B AeHb (QD) unu nBa pasa B nens (BID), kak onucano
BBIIIIE.

B coOTBETCTBHM C BAPHAHTOM OCYINECTBIEHHS IMATOrO acleKkTa u300peTeHus
coenunenue ¢popmysl (I) BBoasT B konudectBe 35 Mr (BID) ¢ nmpumMeHeHHEM OTHOTO
WJIU HECKOJIbKHUX PEXKUMOB no3upoBanus ais 35 mr (BID) neuenus, kak onucaHo
BbILII€ B KOHTEKCTE MepBOTo acmnekTa nzooperenus (“CoequHeHue IIisl IPUMEHEHUs ).

B coOTBeTCTBUU C BAPHAHTOM OCYIIECTBJIEHUS MATOrO aCNEKTa U300peTeHUs
coequnenue Gopmynsl (I) BBogsT B konnuyectse 60 Mr B 1eHb. CyTOYHOE KOJTUYECTBO
MOXHO BBOAUTH OAMH pa3 B AeHb (QD) unm nBa pasa B nensp (BID), kak onucaHo
BBIIIIE.

B cooTBeTCTBHYU C BAPUAHTOM OCYINECTBJIEHUS MATOTO aCMEeKTa H300peTeHus
coenuHenue ¢popmysl (I) BBomsT B konuuectse 30 mr (BID) ¢ mpumeHeHHEM OTHOTO
WJIU HECKOJIbKHUX PeXUMOB no3upoBanus aist 30 mr (BID) neuenns, kak onucaHo
BBILIIE B KOHTEKCTE MepBoro acmnekra nzooperenus (“CoequHeHune ISl IPUMEHEHUS ).

B cooTBeTCTBHHU ¢ BApHAHTOM OCYILECTBJIEHUS MATOTO aCNEKTa U300peTeHus

coenquHenue ¢popmyusl (I) BBomaT B konuuectBe S0 Mr B neHb. CyTOYHOE KOJTUYECTBO
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MOXHO BBOAUTH OAMH pa3 B AeHb (QD) unm nBa pasa B nensp (BID), kak onucaHo
BBIIIIE.

B cooTBeTCTBHH C BAPHAHTOM OCYINECTBJIEHHUS MATOTO aCHEKTa H300peTeHUs
coenunenue Gopmyisl (I) BBoasT B konuuectse 25 mr (BID) ¢ npumMeHeHHeM OQHOTO
WJIM HECKOJIBKUX PEeXUMOB no3upoBaHus 1is 25 mr (BID) nedyenus, kak onucaHo
BbIIIE B KOHTEKCTE NmepBoro acnekra nobperenus (“CoequHeHue misi IpUMEHEHUs ).

B cOOTBETCTBUU C BAPHAHTOM OCYILECTBJIECHUS MATOrO aCTEeKTa U300peTeHus
coequnenue ¢opmynsl (I) BBogsT B konnvyectBe 40 Mr B 1eHb. CyTOYHOE KOJTUYECTBO
MOHO BBOAUTH OAMH pa3 B AeHb (QD) unm nBa pasa B nensb (BID), kak onucaHo
BBIIIIE.

B cooTBeTCTBHM C BAPUAHTOM OCYINECTBJIEHUS MATOTO aCTIEKTa H300peTeHUs
coenuHenue ¢popmyusl (I) BBomsT B konudectBe 20 mr (BID) ¢ nmpumMeHeHHEM OTHOTO
WJIU HECKOJIbKHUX PEXUMOB no3upoBanus aist 20 mr (BID) neuenus, kak onucaHo
BBIIIIE B KOHTEKCTE MepBOTo acmnekTa nzobperenus (“CoequHeHne sl IPUMEHEHUS ).

B cooTBeTCTBUHU C BApHAHTOM OCYIIECTBJIEHUS MATOrO aCNEKTa N300peTeHUs
coenunenue Gopmyinsl (I) BBogsaT B konnuectse 30 Mr B 1eHb. CyTOYHOE KOJTUYECTBO
MOXHO BBOAUTH OAMH pa3 B AeHb (QD) unm nBa pasa B nensp (BID), kak onucaHo
BBIIIIE.

B cooTBeTcTBHU C BAPHMAHTOM OCYIIECTBJIEHUS MATOTO aCNEKTa N300peTeHus
coenunenue Gopmyisl (I) BBoasT B konuuectse 15 mr (BID) ¢ npumMeHeHHEM OTHOTO
VTN HECKOJIBKUX PeXUMOB no3upoBanus 1is 15 mr (BID) nedyenus, kak onucaHo
BbIIII€ B KOHTEKCTE MepBOTo acmnekra uzodoperenus (“CoequHeHue ISl IPUMEHEHUs ).

B cOOTBETCTBUHU ¢ BAPHMAHTOM OCYIIECTBJIECHUS MATOrO aCTEKTa U300peTeHUs
coequnenue Gopmynsl (I) BBogsT B konnvectse 20 Mr B 1eHb. CyTOYHOE KOJTUYECTBO
MOXHO BBOAUTH OAMH pa3 B AeHb (QD) uam nBa pasa B nensp (BID), kak onucaHo
BBIIIIE.

B cooTBeTCTBUYU C BApHAHTOM OCYIIECTBJIEHUS MATOrO aCNEKTa H300pETeHUs
coenuHenue ¢popmysl (I) BBomsT B konudectBe 10 mr (BID) ¢ mpumMeHeHHEM OTHOTO
WJIU HECKOJIbKHUX PeXUMOB no3upoBanus aist 10 mr (BID) neuenus, kak onucaHo
BBIIIIE B KOHTEKCTE MepBoro acmnekra nzobperenns (“CoequHeHne sl IPUMEHEHUS ).

B cooTBeTCTBUHU ¢ BAPHAHTOM OCYIIECTBJIEHUS MATOrO aCNEKTa U300peTeHUs
coenunenue Gopmynsl (I) BBoxsaT B konnvectse 10 Mr B 1eHb. CyTOYHOE KOJTUYECTBO
MOXHO BBOAUTH OAMH pa3 B AeHb (QD) unu nBa pasa B nensp (BID), kak onucaHo

BBIIIC.
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B cooTBeTCTBHU ¢ BApHAHTOM OCYIIECTBJIEHUS MATOrO aCNEKTa U300peTeHus
coenquHenue ¢opmyisl (I) BBomsT B konuuectse S5 Mr (BID) ¢ mpumeHeHHeM OTHOTO
WJIH HECKOJIbKUX PEXUMOB no3upoBaHus ais 5 mr (BID) neuenus, kak ONMCaHO BhIIIE
B KOHTEKCTe nmepBoro acnekra nzodperenus (“CoequHeHue ajist IpUMEHEHHs ).

B coOTBETCTBHU C BAPHAHTOM OCYIIECTBIEHHS MATOrO acleKkTa U300peTeHus
coenuneHue Gopmynsl (I) conepxurcs B papmManeBTUIECKON KOMIIO3ULIUH BMECTE C
1O MEHbLIEH Mepe OJHUM (PapMaLeBTHYECKU IPHEMIEMbIM BCIIOMOTaTEIbHbIM
BEIIECTBOM.

B cOOTBETCTBUHU C BAPHAHTOM OCYLIECTBJIEHHS MATOTO aCMEeKTa U300peTeHus
coenuHenue ¢popmysl (I) conepkurcs B papManeBTHIECKOW KOMITO3UIIUU BMECTE C
10 MEHbLIEH Mepe OOHUM (HapMaLeBTUUECKH MPUEMIIEMbIM BCIIOMOTATEIbHBIM
BEI[ECTBOM, I'ie hapMaLeBTHUYECKAass KOMIIO3HUIIU COAEPKUT coenuHerne Gpopmynsr (1)
B KonmyecTBe 25 macc.% papManeBTHIECKON KOMITO3ULIMH UJIM MEHbINE, HJIA B
konnuecTBe 20 Macc.% papManeBTHUECKOH KOMIIO3ULIMHU HJIM MEHbIIE, OCOOEHHO B
KonuyecTBe OT 15 10 25 %, mpeanodTuTenbHO B KonuuectBe oT 18 no 22 %, nHaubonee
NpeanoYTUTENbHO B KonudecTse 20 macc.%.

B cooTBeTCTBHYU C BApHAHTOM OCYIIECTBJIEHHUS MATOTO aCleKTa U300peTeHus
coenuHenue ¢popmyisl (I) conepxkurcs B papManeBTHUECKON KOMITO3UIIUU BMECTE C
10 MEHbLIEH Mepe OAHUM (papMaLeBTUUECKH TPUEMIIEMBbIM BCIIOMOTATEIbHBIM
BELIECTBOM, I'ie papMaLeBTUUYECKAass KOMIIO3HIUS CONEPKUT coenuaernue Gpopmysr (1)
B Kotn4ecTBe 25 macc.% papManeBTHYECKON KOMIO3ULIMKA UJIM MEHbIIE, UJIH B
kosnndectBe 20 Macc.% papmManeBTUUECKONH KOMIO3ULIMU UM MEHbIEe, 0COOEHHO B
KosuuecTBe OT 15 10 25 %, npeanodTuTesbHO B KojuuectBe oT 18 no 22 %, naubonee
NpeAnoYTUTENBHO B KonnuecTBe 20 macc.%, u papManeBTHYECKast KOMITO3ULUS
CONEP KUT rnuaaHT. [IpeanoyTUTeNnbHO TNIUAAHTOM SIBJISIETCS KOJIJIOUAHBIA JTUOKCHUT
KPEMHUS.

B cooTBeTCTBUU C BAPHUAHTOM OCYINECTBJIEHUS MATOTO aCMeKTa H300peTeHus,
npuMeHeHue coequHeHust Gopmyanl (1) nus mpouU3BOACTBA JIEKAPCTBEHHOT'O CPEACTBA
ISl IEYeHHS THIEPNPoaudepaTUBHOrO 3a00I€BAHHS OTINYAETCS TEM, YTO
¢dapmaneBTHUECKAs] KOMITO3ULIHS CONEPIKUT JAKTO3Y, IPEANOYTUTEIbHO MOHOTHAPAT
JAKTO3bl, HANOOJIee MPEATOUYTUTENHPHO BBICYIIEHHBIH paCTIBIIEHHEM MOHOTHAPAT
JAKTO3BI.

B cooTBeTCTBUU ¢ BAPHAHTOM OCYINECTBJIEHUS MATOTO aCMeKkTa H300peTeHus,

npuMeHeHue coequHeHust Gopmyasl (I) 1t npou3BOACTBA IEKAPCTBEHHOI'O CPEACTBA
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IUIs1 IEYeHHS THIEpNpoaudepaTuBHOro 3a00N€BaHUS OTINYAETCS TEM, YTO
bapmaneBTHUECKAs] KOMITO3ULIMS CONEPKUT coenuHenne Gopmynsl (I) B konnmuecTse
ot 5 mr g0 80 Mr, mpennoYTUTENbHO B KouuecTse OT 5 Mr 1o 40 mr, bonee
NPEANOUYTUTENBHO B KouuecTBe OT 40 mr 10 80 Mr, U 110 MEHbILIEH Mepe OJHO
bapMaLeBTHYECKU IPUEMIIEMOE BCIIOMOTaTeIbHOE BEIIECTBO.

B cooTBeTCTBHM C BAPUAHTOM OCYINECTBIICHHS MATOrO acrneKkTa u3odpereHus,
npuMeHeHue coenquHeHust Gopmyanl (I) 1yst TpoOU3BOACTBA JIEKAPCTBEHHOT'O CPEACTBA
IUIS1 IEUCHHST THIEPNPOaudepaTUBHOro 3a00JIeBAHHS OTINYAETCS TEM, YTO
(dapmaneBTHUECKAs] KOMIIO3ULIHS CONEpKUT coenuaenune Gopmyisl (I) B konmuuecTse
80 mr.

B cooTBeTCTBUU ¢ BAPHUAHTOM OCYINECTBJIEHUS MATOTO aCNEKTa H300peTeHus,
npuMeHeHue coequHeHust Gopmyanl (1) 1 mponU3BOACTBA JIEKAPCTBEHHOT'O CPEACTBA
IJIS1 IEYCHHS THIEPNPoanudepaTUBHOrO 3a00I€BAHHUS OTINYAETCS TEM, YTO
¢dapmaneBTHUECKAs] KOMITO3ULIHS CONEPKUT coennHenne Gopmyinsl (I) B konmaecTse
70 wmr.

B cooTBeTCTBHU ¢ BAPHAHTOM OCYINECTBJIEHHUS MATOTO aCNeKTa N300peTeHus,
npuMeHeHue coequHeHust Gopmyanl (I) 1t TpoM3BOACTBA JIEKAPCTBEHHOI'O CPEACTBA
ISl IeYeHUs THIeprpoaudepaTuBHOro 3a00J€BaHU OTINYAETCS TEM, UYTO
bapmaneBTHUECKAs] KOMIIO3ULIUS CONEPKUT coenuHenne Gopmynsl (I) B konnuecTse
60 mr.

B cooTBeTCTBHY C BApUAHTOM OCYINECTBIICHHS MATOrO acleKkTa u3odpereHus,
npuMeHeHue coenuHeHus: popmyiibl (I) o NpoU3BOACTBA JIEKAPCTBEHHOTO CPEACTBA
IJIs1 IEUeHUST THIEpNpoaudepaTUBHOTO 3a00IeBaHUS OTIINYAETCS TEM, YTO
(apmaneBTHUECKas] KOMITO3ULIHS CONEpKUT coenunenune Gopmyisl (I) B konuuecTse
50 mr.

B cooTBEeTCTBUU ¢ BAPHAHTOM OCYINECTBJIEHUS MATOTO aCNEKTa H300peTeHus,
npuMeHeHue coenquHeHust Gopmyasl (I) 1yst TpoOU3BOACTBA JIEKAPCTBEHHOT'O CPENCTBA
IJIS1 IEYCHUS THIEPNPOaudepaTUBHOrO 3a00I€BAHHUS OTINYAETCS TEM, YTO
¢dapmaneBTHUECKas] KOMITO3ULIHS CONEPKUT coennHenne Gopmynsl (I) B konmuecTse
40 mr.

B cooTBeTCTBHU ¢ BAPHAHTOM OCYINECTBJIEHUS MATOTO aCNEKTa H300peTeHus,
npuMeHeHue coequHeHust Gopmyanl (1) 1nst npoU3BOACTBA JIEKAPCTBEHHOI'O CPEACTBA

OIS JIeYeHus TurnepnpoiudepaTuBHOro 3a00JIeBaHUS OTIIUYAECTCS TEM, UYTO
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dapmaneBTHUECKas] KOMITO3ULIHS CONEPKUT coennHenne Gopmynsl (I) B konmuecTse
30 mr.

B cooTBeTCTBUU ¢ BAPHAHTOM OCYINECTBJIEHUS MATOTO acMeKkTa H300peTeHus,
npuMeHeHue coequHeHust Gopmyasl (I) 1t nponu3BOACTBA JIEKAPCTBEHHOI'O CPEACTBA
AJISL JIEYSHUS] TUIIePIIPOTH(pEpPaTUBHOTO 3a00I€BAHUS OTINYAETCSA TEM, YTO
dapmaneBTHUYECKAs] KOMITO3ULIHS CONEep:KUT coenuHenune Gopmyinsl (I) B konnmuecTse
20 mr.

B coOTBEeTCTBUU C BAPUAHTOM OCYINECTBJIEHHS ISITOTO aCMeKTa U300peTeHus,
npuMeHeHue coequHeHust Gopmynl (I) 1us mpoU3BOACTBA JIEKAPCTBEHHOT'O CPEACTBA
IJIS1 IEUCHUS THIEPIPOaudepaTUBHOro 3a00JIEBAHNS OTINYAETCS TEM, YTO
¢dapmaneBTHUECKas] KOMITO3ULIHS CONEPKUT coenuaeHne Gopmyisl (I) B konmnuecTse
10 mr.

B cooTBeTCTBUYU C BAPUAHTOM OCYINECTBJIEHUS MATOTO acCleKTa H300peTeHus,
npuMeHeHue coequHeHust Gopmyanl (1) nus mponM3BOACTBA JIEKAPCTBEHHOT'O CPEACTBA
IUIS1 IEYCHHS THIEPIPOIudepaTUBHOrO 3a00JI€BAHNUS OTINYAETCS TEM, YTO
bapmaneBTHUECKas] KOMITO3ULIHS CONEPKUT coennHenne Gopmynsl (I) B konmuecTse 5
M.

B cooTBeTCTBUU C NPEANOYTUTENbHBIM BAPHAHTOM OCYINECTBJIEHUS MSATOTO
acriekta u3obpereHus, npuMeHeHue coequuenus ¢popmyasl (1) nus npoussoacTea
JE€KapCTBEHHOI'O CPEACTBA JJIs JICUCHHS TUIepIpoNn(epaTuBHOTO 3a00neBaHus
OTNIMYaeTCs TeM, 4To coenuHenune Gopmynsl (I) conepkurcs B papMaeBTUIECKON
KOMITO3UIMU B COOTBETCTBUHU CO BTOPBIM aCIEKTOM HACTOALIEr0 N300peTeHus,
KOTOPBIH JOMOJHUTEIBHO OMUCAH BBILIE.

HIpumepnbl

Hpumep 1

TadneTka ¢ HeMeAJIEHHBIM BbICBO0OOKIeHHEM, KOTOPasi COAEPKUT
BAY1895344 (conepxaHue nekapcTBeHHOro cpeacrsa 20 %)

1.1 Komnosunust BAY 1895344 10 mr, 20 mr u 40 mr TabjeTKu, MOKPBITHIE

obosioukoii (conepkaHue JekapcTBeHHOro cpeactnra 20 %)

Komno3uuus Tal0Jgerka A Tab0aerka B Taoaerka C
10 mr 20 mr 40 mr
[mr] [mr] [mr]
JlekapcTBeHHOE
BEIIECTBO

BAY 1895344 10.00 20.00 40.00
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Komno3unus Tabaerka A Tadnerxka B Tadnerka C
10 mr 20 mr 40 mr
[mr] [mr] [mr]

MHUKPOHU3UPOBAHHBIN

SAnpo Tabdierku

Iennronoza, 21.405 42 .81 85.62

MUKPOKPHUCTAJIINYECKAS

(Avicel ® PH102)

MoHoruapar naKkTo3bl, 15.845 31.69 63.38

BBICY II€HHBIN

pacrbUIEHHEM

(SuperTab®11SD)

Kpockapmennosa Hatpus 2.000 4.00 8.00

Creapat maraus 0.500 1.00 2.00

KonnouaHslii 1HOKCHU]T 0.250 0.50 1.00

KpPEMHHUS

CAS-nOMeEDa:

112945-52-5u

7631-86-9

Macca (Tadgerka 0e3 50.0 100.0 200.0

000J104KH)

IlnénouyHoe nokpeiTHE (FrOTOBASI K HCNOJb30BAHUI0 KOMMEpP4YeCKH A0CTYNHAS
cuctema nokpbiTuii Opadry Temno-kpacubiii 14F150002)

I'mnpomennosa 15 clIl 1.5750 2.10 3.60
Maxporoun 0.5250 0.70 1.20
(ITonuaTUNIEHTTHUKOJIb

3350)

Oxcup xenesa kpacHbiii  0.3675 0.49 0.84
Juokcua TuTaHa 0.1575 0.21 0.36
Macca (n1éHouHOe 2.6250 3.50 6.00
NOKPbITHE)

Macca (Tadaerka, 52.6 103.5 206.0

NOKPHbITasi 000,104K0i1)

a) MukpoHu3amnus

BAY 1895344 MmukpoHu3upoBaiu B CTpyHHOHN MeJbHULE [TOCJE Ae3arjiomMmepanuu

B JIOTTACTHOW CHUTOBOW MenbHHIE (pa3mep sueiiku 1,6 mm) nuamerpom 200 MM B

NPOMBIIILIIEHHOM MacmTade. [lapamMeTpbl n3MenbYeHHs: CKOPOCTh MoAauu 3-6 Kr/4 u

InaBJeHUEe U3MeNbYeHus 3-6 0ap.
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b) Cyxoe rpanyiupoOBaHNE U CMEIIHBaHUE

2 xr MukpoHuszuposanHoro BAY 1895344, 4,061 kr MUKPOKPUCTAJNINIECKON
LEJUTIOJIO3BI, 3,169 KI BBICYLIEHHOI'O PACNbUIEHUEM MOHOTHAPATA JakTO3bl U 0,2 Kr
KPOCKapMeJJIO3bl HATPUSI CMELINBAJIU B MOAXOASIIEM 000PyIOBAaHUH. 3aTeM
nobassiin 0.07 Kr cTeapaTa MarHusl M JOMOJHUTEIbHO CMEIIMBAIN B MOAXOASALIEM
obopynoBanuu. CMech YyILUIOTHSIJIM BAJUKOM ¢ ucnosb3oBanueMm Gerteis Mini-Pactor
(cuna mpecca: 9.0 kH/cm; mupuna 3a3opa 2.0 MM; CKOPOCTh MPHKUMHOTO BaJuka: 2.5
06/MuH; ckopocTb rpanyystopa; 70 06/mMun). JIeHTHI, MOJyYEHHbIE BAJIKOBBIM
YIUIOTHEHUEM, TPaHyJIUPOBaIH ¢ moMoInbio 20 siueeqynoro (840 MHUKpPOH) SKpaHa.
ITocne 3toro 0.22 Kr MUKPOKPUCTAINYECKON LEJTI0I03bl, 0.2 KT KPOCKapMeIa03bl
HaTpus U 0.05 kr 6€3BOJHOr0 KOJUIOUTHOTO THOKCHIA KPEMHHS CMELINBAJIH C
rpanynoi. B 3akmouenne, 0.03 kr cTeapara Marausi 10OaBJsJIM B KOHEYHYIO CMECH.
Craguu cMelMBaHUs OCYLIECTBISJIN B MOAXOASAIEM CMECUTEJE.

c) TabnetupoBaHue

Cwmech ctaguu b) cipecCOBBIBAIM Ha POTALIMOHHOM TaOJIETOYHOM Tpecce B
tabnetku, cogepskamue 10 mr, 20 mr u 40 mr BAY 1895344,

d) HaneceHue niu€HOYHOrO MOKPBITHUS

KomMmepuecku 1O0CTynHBIN OpadryTM 14F150002 TeMHO-KpacHBIIl 00BEIUHSIH C
OYHULIEHHOW BOJAOM C MOJYYEHUEM OJHOPOAHON MOKPBIBAKIIEH CYyCIEH3UNU, KOTOPYIO
pacHbuIsIM Ha TaOJETKH C MOMOLIBIO YCTPOHCTBA JJIs1 HAHECEHUs TOKPBITHS C
neppopupoBaHHbIM OapabaHoM.

Cocras IIpumepa 1 Take U3TOTOBJISIIM B APYTOM, TO €CTh B OOJIbIIEM
macmTabe. COOTHOLIEHUE UHTPEIUEHTOB M MPUHIUI padboThl 000pyAOBaHUS ObLIN
TaKUMHU XKe.

1.2 CaoiicTBa Tabierok

Tabnuna 1: UccnenoBanue BbicBOOOKAeHUS coennHenus popmydsl (I) B % ot

o0Lel MacChl KOMITO3ULIMH.

15 mun 30 muH 45 mun 60 mun
Tadaerka A 78 % 87 % 91 % 92 %
Ta0aerka B 79 % 92 % 96 % 98 %
Tadoaerka C 72 % 88 % 92 % 95 %

Kaxxnoe 3HaueHne npencrasisieT coboi cpenHee U3 6 OTAEIbHBIX PE3YyJbTATOB.
ITpubop USP 2 (mpubop ¢ nonacteio), 900 mx nurparsoro Oydepa, pH 3,5, 50 o6/mun
(Tabnerka A u B), 55 06/mun (Tabnerka C).
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TabJieTka ¢ HEMEUIEHHBIM BLICBOOOXKAEeHuEM kKoTopas conep:xkuT BAY 1895344

(coneprxkaHue JIeKapCTBEHHOrO cpeactnsa 33 %)

2.1 Komnosuuust BAY 1895344, 40 mr tabnerka, mokpbiTasi 000J049KOH

(conepskaHue JeKapCcTBEHHOTO cpencTaa 33 %)

Komno3uuus Tabnerka 40 mr
[mr]
JlekapcTBeHHOE BeEeCTBO
BAY 1895344 MukpoHU3UPOBAHHBIN 40.0
SAnpo Tabnerku
Lenntono3a, MUKPOKPUCTAIUYECKAS 42.9
(Avicel ® PH102)
MoHoruapar J1akTo3bl, H3MEJIbYEHHBIH (HE 31.2
BBICYLIEHHBIH PACIIbIICHUEM )
Kpockapmennosa HaTpus 4.8
Creapat maraus 1.2
Macca (TadaeTka 0e3 000104KH) 120.0
I'mnpomennosa 15 cll 2.2
Maxkporon (ITonmustTunenriaukois 3350) 0.7
Oxcup xene3a KpacHbIHN 0.5
JAnokcua TutaHa 0.2
Macca (n1éHo4YHOe MOKPbITHE) 3.6
Macca (TabaeTka, NOKpbITasi 000J104YK0H) 123.6

a) MukpoHuzanus

BAY 1895344 mukpoHu3upoBaiu B CTPYHHON MEJNbHULIE NOCHE e3arjioMepanuu
B JIONTACTHOW CHUTOBOM MeJbHHIE (pa3mep sueiiku 1.6 mm) nuamerpom 200 MM B
NPOMBIILIEHHOM MacuiTade. [TapaMeTpsl U3MeNbYeHUs: CKOPOCTh MoAauu 3-6 Kr/4 u
NaBJIeHUEe U3MeNbYeHus 3-6 Oap.

b) Cyxoe rpaHyJupOBaHUE U CMEIMIHBAHUE

666 r MmukpoHusuposaHHoro BAY 1895344, 264 r MukpokpucTaiaiuieckoi
LEJII0JI03b], 519 r u3MenpbueHHOro MOHOruapaTa JakTo3bl U 40 © KpOCKapMea03bl
HATpHUs CMEIINBAJIH B MOAXOsIIeM obopynoBanun. 3areM nobasnsinu 14 r creapara
MarHusi U JOMOJHUTEIbHO CMELINBAIN B moaxoasAmeM odopynosanun. CMmech
YIUIOTHSAJH BaJUKOM. JIGHTBI, MOJNyuyeHHbIE BaJKOBbIM YIIJIOTHEHUEM, IPaHyJIHMPOBAIU
C IOMOIIBIO siueeyHoro 3kpaHa. Ilocne 3Toro 450 r MUKPOKPUCTANINYECKON

LEeJ0JI03bl U 40 I KPOCKapMEJJIO3bl HATPUS CMELINBAJU C TpaHyJon. B 3aknrouenue
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6 r cTeaparta MarHus 100aBIsIM B KOHEUHYI0 cMech. CTaguu cCMeInBaHus
OCYIIECTBJISITN B MOAXOSIIEM CMECUTEE.

c) TabnetupoBaHue

Cmech cTaguu b) cipeccoOBbIBAIN Ha OJHOLITAMIIOBOM Ipecce IJIs
tabneTupoBanus B Tabnerku, cogepxkamue 40 mr BAY 1895344, Bo Bpems
IpecCOBaHMs HAOIIOJAIUCh Cepbe3HbIe MPOoOIeMbl C TOTOKOM cMecu. CMech
YIUIOTHSUTH B 3arpy304HOI BOPOHKE, U MO3TOMY OHA HE TeKJa B MaTPULy POTOPHOTO
tabnerounoro npecca. ClienoBaTeNbHO, CKATHE 3TOTO COCTaBa OBLIO HEBO3MOKHBIM.

d) HaneceHue Mu€HOYHOTO MOKPBITHUS

ITocKOIBKY MPOU3BOACTBO TA0JNIETOK HEe OBLIO YCIEUIHBIM, 3Ty CTaAUIO
NPOU3BOACTBA HE MPOBOUIIU.

IIpumep 2

IlepBoe ucnbiTanue Ha JI0AsIX NepopajbHoro uurudouropa ATR BAY
1895344 Ha nanueHTaX ¢ 3aNYIIEHHBIMH COJTMAHBIMH ONYXOJISIMH.

Metonsr:

[TantmeHTOB ¢ MPOTrPECCUPYIOIUMHU METACTATUYECKUMHU COJIUIHBIMH OMYXOJISIMH,
YCTOWYMUBBIMU MJIM HEBOCIPUUMYHUBBIMH K CTAHAAPTHOMY JIEUCHHIO, C AedekTaMu
DDR wu 6e3 Hux, geunnu ¢ nomoupio BAY 1895344, BID, ¢ pexxumom 3 nHs
npuémal/4 nHs nepepbiBa HENMPEPBIBHO B 3-HENENbHBIX HUKJIAX (UaeHTU(UKATOD
ClinicalTrials.gov: NCT03188965).

Pe3ynbraTsl:

18 manueHTOB OBLIK pacnpeneneHbl B 6 koropT (5 mr, 10 mr, 20 mr, 40 mr, 60 mr
u 80 Mr), BKJIFOYAsi MALIMEHTOB C KOJOPEKTAJIbHBIM pakoM (4), pakoM MOJIOYHOM
xKeJessl (3), pakoM NMpeacTaTeNbHOM kenesnl (2) u pakom sn4HUKOB (2). CpenHee
3HAYCHHE KOJMYECTBA MPEAMECTBYIOUINX KYPCOB JIEUeHUsI cocTaBsiio 5. O
nozoorpannunBaromeil TokcnaaocTu (DLT) B koroprax, nmoixyuaBmux 5-40 mr
npemnapara, He coodmanocs. Habmronanocs 2/3 DLT B koropte, nony4asmeid 80 mr
npemnapara (Heiitponenus 4 crenenn [G4]; Helirponenust G4 u tpomOounTonenus G4)
u 2/7 DLT - B koropte, nony4dasiueii 60 mr npenaparta (Hedtponenus G4; ycTaliocTb
G2). Pexxum ¢ 40 mr BID, 3 npuéma/4 nepepoiBa, ObUT ONpeesieH KaKk MAaKCUMAaJIbHO
nepenocumas no3a (MTD). HaubGonee yactsie modouHble 3¢ EeKThI, BO3SHUKAIOIINE
IpU JIEYCHUH, BKJIIOYAINU aHEMHIO, HEHTPOIMEHHUIO, TOITHOTY U YTOMIIIEMOCTD.
dapMaKkOKHMHETHKA 0Ka3aJlach MPOMOPLUHOHAIBHON 103€ ¢ papMaKOANHAMUYECKUM

aHanu3oM, nokasbiBaromuM moaysanuo pH2AX u/unu pKAP1 B napHbIx Ouoncusx



10

15

20

58

ONYXOJIU NMPHU BO3AEHCTBUAX, CBA3AHHBIX C JOKJIMHUYECKON MPOTUBOOINYXOJEBON
akTUBHOCTBHIO. Y 13 manuenToB ¢ aedpexramu DDR u 0e3 HuX, mojaydaBIINuX JieueHUe
npu ypoBHe 1036l > 40 mr BID, uactora o0vexTuBHoro orsera (ORR) cocrapmnsina
30.7 %, Bkatovas 2/2 mauMeHTOB B KOropTe, nonyuasiieid 40 Mr npenaparta (pak
anmeHJHUKCa U YPOTeJIHaIbHbIi pak), 1/8 manueHToB B Koropre, nojayudasueid 60 mr
npemnapara (pak MOJIOYHOM >keyie3bl), u 1/3 manueHToB B Koropre, noay4asuieid 80 mr
npemnapara (pak sHnoMeTpusi). [IpumedaTenbHO, YTO y 3THX 4 OTBEUYAIOIIUX Ha
TEepanuIo NALHEHTOB MPOUCXOaUIIa oTeps dkcnpeccun Oenka ATM w/unu myTauus
ATM co cpenHeli MpOAOKUTENBHOCTBIO JieueHus 347 nHei (quana3on 293 n. — 364
n.). [Tauent ¢ BRCA1-MmyTaHTHBIM onanapub-pe3ucTeHTHBIM PAKOM SIMYHUKOB (60
mr) umen orBeT CA125 u SD> 10 mecsiueB. Eme 41 manueHnTt ObL1 3a4nCIIEeH B
OTKPBIThIE pacIIHPEHHBIE KOrOPTHI ¢ pakoM ¢ nedexramu DDR (pak mpocTarsl, pak
MOJIOYHOM KeJie3bl, THHEKOJOTHYECKUI paK, KOJOPEKTAJbHBIN paK) UK C MOTEpei
oenka ATM (Bce xenaromue) ¢ HaOIIOTa€MbIMH OTBETAMH.

BeBoasr: nuarnburop ATR BAY 1895344 moxeT nepeHOCUTHCS B OMOJIOTHYECKH
AKTUBHBIX 103aX C MPOTHUBOONYXO0JEBOI aKTUBHOCTBIO IPOTUB paka C ONpeleJeHHbIMU
nepexramu DDR, Bxmrouas norepro Oenka ATM.

IIpumep 3

TabdneTka ¢ HeMeAJIEHHBIM BbICBO0OKIEHHEM, KOTOPAasl COAEPKHUT
BAY1895344 (conepxaHue nekapcTBeHHOro cpeacrsa 20 %)

Komnozunust BAY 1895344, 60 mr u 80 Mr TabneTKu, MOKPBITbIE 000J0YKOM

(conepskanue JekapcTBeHHOTO cpenctna 20 %)

Komnosunusa Tab6aerka 60 mr Tab6aerka 80 mr
[mr] [mr]

JlekapcTBeHHOE BemeCTBO
BAY 1895344 mukponusupoBaHHbiii60.00 80.00

Anpo Tabnerku

IMenntonosa, 128.43 171.24
MUKPOKPUCTAJITNYECKasI

(Avicel ® PH102)

MoHoruapar J1aKkTo3bl, 95.07 126.76
BBICYILIEHHBII pacnblIeHueM

(SuperTab®11SD)

Kpockapmennosa nHatpus 12.00 16.00
Creapat maruus 3.00 4.00
KonnouaHell TMOKCHUA KPEMHUSA 1.50 2.00

CAS-nowmepa: 112945-52-5u
7631-86-9
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KoMmno3zunus Taoaerka 60 mr Taoaerka 80 mr
[mr] [mr]
Macca (Tadaerka 0e3 o6oa0uku) 300.0 400.0

IInénouynoe mokppiTHE (FrOTOBASI K HCMOJIb30BAHUI0O KOMMeEpPYeCKH
poctynHasi cucrema nokpbeiTuii Opadry Temuo-kpacuebriii 14F150002)

I'unpomennosa 15 cll 5.40 7.20
Makporon (ITonus TUIEHTTUKOIb 1.80 2.40
3350)

Oxcup sxene3a KpacHbBIH 1.26 1.68
Juokcua TuTaHa 0.54 0.72
Macca (n1éHoO4YHOE MOKPBITHE) 9.00 12.00
Macca (Tadnerka, noKpbITas 309.0 412.0
000.104K0i1)

a) MukpoHu3auus

BAY 1895344 MuxkpoHU3UpOBaJIU B CTPYHHOH MeNbHULIE NTOCHE Ae3arjoMepanuu
B JIOTTACTHOW CHUTOBOW MenbHHIE (pa3mep sueiiku 1.6 mm) nuamerpom 200 MM B
npoMblnyieHHOM MacmTabe. [TapaMeTpbl u3MeabUeHUS: CKOPOCTh MONAa4Yu 3-6 KI/4 U
JnaBJeHUEe u3MeNbYeHus 3-6 Oap.

b) Cyxoe rpaHyJIupOBaHHE U CMEIINBAHUE

2 xr MukpoHusuposanHoro BAY 1895344, 4.061 xr MUKpOKpPHUCTANINUYECKOHN
LEeJUTI0JI03bI, 3.169 KI BBICYLIEHHOTO PaclblIEHUEM MOHOTUAPATA JAaKTO3bl U 0.2 Kr
KPOCKapMeJJIO3bl HATPUSI CMEIIHUBAIHN B MOAXOAseM 000pyioBaHUH. 3aTeM
nobasnsin 0.07 Kr cTeapata MarHusl U JOMOJHUTEIbHO CMELINBAIN B MOAXOASILIEM
obopynoBanuu. CMech YIJIOTHSIJIU BaJIMKOM ¢ ucrnojb3oBanueMm Gerteis Mini-Pactor
(cuna npecca: 9.0 kH/cm; mupuHa 3a30pa 2.0 MM; CKOPOCTh MPUKUMHOIO BaJIHKa: 2.5
00/MuH; ckopocTh rpanyisitopa: 70 06/mMuH). JIeHThI, MOJyYeHHbIE BAJTKOBBIM
YIUIOTHEHUEM, TPaHyJIUpOBaIH ¢ moMompbio 20 ssueeqynoro (840 MHUKpPOH) SKpaHa.
ITocne 3Toro 0.22 Kr MUKPOKPUCTAINYECKON LEeJITI0I03bl, 0.2 KT KPOCKapMea03bl
Hatpusi ¥ 0.05 xr 6€3BOHOTO KOJUIOMAHOTO NHUOKCUIa KPEMHUSI CMEIIUBAH C
rpanyiyioi. B 3akmrouenne 0.03 kr cTeapaTa MarHusi 1OOaBJsIU B KOHEUHYIO CMEChH.
Craguu cMelMBaHUsl OCYLIECTBIJSIN B MOAXOASAIIEM CMECUTEE.

c) TabnerupoBaHue

Cwmech craguu b) cipecCOBBIBAIM Ha POTALIMOHHOM TabJETOUYHOM MpPeECcce B

tabnerku, conepsxkamue 60 mr u 80 mr BAY 1895344,
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d) Hanecenue mi€HOYHOTO MOKPBITUS

KomMmepuecku nOoCTynHBIN OpadryTM 14F150002 TeMHO-KpacHBIN O0BEAUHSIN C
OYHULIEHHOW BOAOM C MOJYYEHUEM OJHOPOAHON MOKPBIBAKIIEH CYyCIEH3UNU, KOTOPYIO
pacnbuIsIM Ha TaOJETKHU C MOMOLIBIO YCTPOHCTBA JJIs1 HAHECEHUs TOKPBITHS C
neppopupoBaHHbIM OapabaHOM.

Hpumep 4

TabGneTka ¢ HeMeAJIEHHBIM BbICBOOOK/IeHHEM, KOTOPasi COAePKUT
BAY1895344 (conepxaHue nekapcTBeHHOro cpeacrsa 20 %)

Komnosunus BAY 1895344, 40 mr tabnetku, mokpbiThie 00onoukoi (20 %

cofep KaHHUE JEKAPCTBEHHOrO CPEICTBA) C Pa3HBIMH KOJIMYECTBAMH CTeapaTa MarHusl.

Komno3uuus Tab6aerka D Tab6aerka E Tabdaerka F
40 mr 40 mr 40 mr
OOGmee OO6mee OO6mmee
KOJIMYECTBO KOJIMYECTBO KOJIMYECTBO
cTeapaTa MarHHs cTeapaTa MarHusl CTeapara MarHus
1.1 % 1.3 % 1.5 %
(macc./macc.)  (macc./macc.) (macc./macc.)
[mr] [mr] [mr]

JlekapcTBeHHOE

BelecTBO

BAY 1895344 40.00 40.00 40.00

MHUKPOHU3UPOBAHHBIN

SAnpo Tabaerku

Ilennrono3a, 85.42 85.02 84.62

MUKPOKPHUCTAIIINYECKAs

(Avicel ® PH102)

MoHoruapar nakto3bl, 63.38 63.38 63.38

BBICYIIEHHBIHN

pacmbUIeHHEM

(SuperTab®11SD)

Kpockapmennosa 8.00 8.00 8.00

HATpUS

Creapat maruus 2.20 2.60 3.00

Konnounnsiii nuokcua 1.00 1.00 1.00

KPEeMHUS

CAS-nomepa:

112945-52-5u

7631-86-9

Macca (tadaerka 6e3 200.0 200.0 200.0

000J104KH)

IInénouynoe mokppiTHE (FrOTOBASI K HCMOJIb30BAHUID KOMMeEpPUYECKH
pocTynHasi cuctemMa nokpboiTuii Opadry TemHo-kpacubiii 14F150002)
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Komno3uuus Tabaerka D Tab6aerka E Taoaerka F
40 mr 40 mr 40 mr
OOGuee OOGuiee OO6mee
KOJIMYECTBO KOJINYECTBO KOJINYECTBO
cTeapaTa MarHHs cTeapaTa MarHus cTeapaTa MarHus
1.1% 1.3 % 1.5 %
(macc./macc.)  (macc./macc.) (macc./macc.)
[mr] [mr] [mr]

I'unpomennosza 15 cII  3.60 3.60 3.60

Maxporon 1.20 1.20 1.20

(ITonM>TUNIEHTTHKOJIb

3350)

Oxcup xene3a kpacHbiii 0.84 0.84 0.84

Juokcua TuTaHa 0.36 0.36 0.36

Macca (niéHouHoe 6.00 6.00 6.00

NOKPbITHE)

Macca (Tadaerka, 206.0 206.0 206.0

NMOKPBITasi 000JI0YKOI1)

a) MukpoHuzanus

BAY 1895344 MuxkpoHU3UPOBAJIU B CTPYHHON MeJNbHULIE NTOCHE Ae3arjioMepanuu
B JIOTTACTHOW CUTOBOW MenbHHIE (pa3mep sueiiku 1.6 mm) nuamerpom 200 MM B
IpOMBIIIIIEHHOM MaciTade. [TapameTpsl H3MeNnbYeHUs: CKOPOCTh MoAauu 3-6 Kr/4 u
JaBJeHue u3MeNbYeHus 3-6 oap.

b) Cyxoe rpanyaupoBaHHe U CMELINBaHUE

2 xr MuKpoHusuposaHHoro BAY 1895344, 4,061 xr MUKPOKPHUCTANINYECKON
LEeJUTI0JI03bI, 3.169 KI BBICYIIEHHOrO PacHblJIEHUEM MOHOTUAPATA JAaKTO3bl U 0.2 Kr
KPOCKapMeJJIO3bl HATPUSI CMELTUBAIN B MOAXOAsIIEM O00OPyIOBaHUU. 3aTeM
nobasnsin 0.07 Kr cTeapaTta MarHusl U JOMOJHUTEIbHO CMEIIUBAIN B MOAXOASLIEM
obopynoBanuu. CMech YIJIOTHSJIU BAJIUKOM ¢ ucnojb3oBanueMm Gerteis Mini-Pactor
(cuna mpecca: 9.0 kH/cm; mupuna 3a30pa 2.0 MM; CKOPOCTh MPHKUMHOIO Bajuka: 2.5
00/MuH; ckopocTb rpanyystopa: 70 06/mMuH). JIeHTBI, TONyYEeHHBbIE BATKOBBIM
YIUIOTHEHUEM, TPaHyJIUPOBaIH ¢ moMoIubio 20 ssueeqynoro (840 MHUKpPOH) SKpaHa.
ITocne 3Toro 0.22 Kr MUKPOKPUCTAINYECKON LEJTI0I03bl, 0.2 KT KPOCKapMeIa03bl
HaTpus 1 0.05 kr 6€3BOJHOr0 KOJUIOUHOTO JHOKCHIA KPEMHHS CMELINBAJH C
rpanynoii. B 3akmouenne 0.04 xr (Tabnerka D)/0.06 kr (Tabnerka E)/0.08 xr
(Tabnerka F) creapara maraus 1o0aBiIsiin B KOHEYHYIO cMech. CTaquu CMEIIHBaHUS

OCYLIECCTBJIAJIU B MIOAXOAAIEM CMECUTCIIC.
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c) TabnetupoBaHue

Cwmech cTagum b) CripecCOBBIBAIN Ha POTALIMOHHOM TaOJIETOUHOM IIpecce B
tabnerku, copepxamue 10 mr, 20 mr u 40 mr BAY 1895344,

d) HaneceHue niu€HOYHOro MOKPHITUSA

KomMMmepuecku JOCTYIHBIN OpadryTM 14F150002 TeMHO-KpacHBIH OOBEIUHSIIH C
OYHUILEHHON BOJOH C MOJy4YE€HUEM OJHOPOJHON MOKPBIBAIOLIEH CYCNEH3UU, KOTOPYIO
pachbLIsAn Ha TaOJIETKH C MOMOINBIO YCTPOWCTBA [JII HAHECEHHUS MMOKPBITHS C
nepdopupoBaHHBIM OapabaHOM.

ITo cpaBHenuto ¢ Tabnerkamu [Ipumepa 1, rabaerku [Ipumepa 4 Obutn
yJIYUIIEeHBI JJIsl pebe()HOrO THCHEHHS.

IIpumep S

Kuakuii padouuii coctas, KoTopblii conepxut BAY1895344 (1 mr/ma u 4
Mr/mJI)

Komnosunust BAY 1895344, 1 mr/mia u 4 Mr/mn skuakue pabodre COCTaBhI:

Komno3zuuus Pacreop 1 mr/ma PactBoOp 4 Mr/ma

[r] [r]

JlekapcTBeHHOE BemeCTBO

BAY 1895344 mukponusuposanubiii0.040 0.160

BcnoMorareabHbIe BelleCTBA

JlumoHHas kuciora, 0€3BOaHAS 0.800 0.800

Cyxkpanosa 0.040 0.040

IH. runpokcua HaTpus q.s. (ycTtaHoByieHue (.S. (yCTaHOBJIEHHE
3HaueHust pH na pH 3nauenus pH na pH
1.9-2.7) 1.9-2.7)

Bona nns uabpeknui 39.420 39.420

a) MukpoHu3anus

BAY 1895344 MukpoHHU3UPOBAJIU B CTPYHHON MeNbHULIE MOCJE Ae3arjoMepanuu
B JIOTTACTHOW CHUTOBOW MenbHHIE (pa3mep sueiiku 1.6 mm) nuamerpom 200 MM B
NPOMBIIIIIEHHOM MacmTade. [TapaMeTpsl H3MeNbYeHUs: CKOPOCTh MoAauu 3-6 Kr/4 u
JaBJeHUEe U3MeNbYeHus 3-6 Oap.

b) Usrotosnenue pacteopa

BAY 1895344 cycnenaupoBaiu B YaCTUYHOM KOJUYECTBE BOJBI JJIsI UHBEKIUI
Ipu nepeMemnBaHuy (KOHIIEHTPAIUs JIEKapCTBEHHOro BemecTsa). be3BonHymo
JUMOHHYIO KHUCJIOTY U CYKpPaj03y pacTBOPSJIH B OCTaBLIEHCS BOAE [JIsi HHBEKLUHUHN MPU

KOMHATHOU TemnepaTtype (OCHOBHON pacTBoOp).
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KoHnuentpar nexapctsenHoro Bemiectsa BAY 1895344 noGaBisiiu K OCHOBHOMY
pacTBOpPY U PacTBOPSIIU MPU NepeMelInBaHuU. Y cTaHOBKA 3Ha4eHus pH ¢ noMoibio
cMecH | H. runpokcun HaTpus/0e3BOHAS JUMOHHAsA KUCIO0Ta Obula HEOOXoauMa
TOJIBKO TOTZa, Korjaa sHauenue pH He Haxoaunoce B npeaenax OnpeaeseHHOro
nuanazona pH 1,9-2,7. PacTBop ¢punbTpoBanu nepea po3jiuBOM B Oy THUIKH.

IIpumep 6

IlepBoe nucnbiTanue nepopajbHoro uuruéuropa ATR BAY 1895344 na
JIOAAX Y NAHEHTOB € 3aNYIMeHHbIMH COJTHAHBIMHU ONMYXOJSIMH - Pe3YJbTaThI
uccaenopanuss NCT03188965

DhPeKTHBHOCTE:

BONBIIMHCTBO MAIMEHTOB, MOJYyYaBIINX JICYEHUE, HAXOAMINCh Ha PEKUME
nedenusi u ¢ no3oii MTD. (40 mr BID 3 nusa npuéma/4 nus nepepsiBa, n=134), n=20
NALHUEHTOB JICYUIIN PA3HBIMU 103aMH, HO 110 OJIMHAKOBOMY pexumy (3 nHs npuéma/4
IHS TIepepbIBa), U N=8 MALMEHTOB NPUHUMAJH AJIbTEPHATUBHYIO 103y U HAXOIMINCH
Ha pexxume 60mr BID u 80 mr BID 3 nust mpuéma/ 11 nuelt nepepriBa (4 Hegenu B
nepepacuéTe Ha LUKI).

B Hauane nepuona nmosbImeHUs 7036l (YaCTh A) NALMEHTHI OJYYadn KUIKUN
pabounii cocraB (LSF), onucannsiii B [Ipumepe 5. Ha Gonee mo3gHux cragusx
Nepuoza MOBBIIEHUs A03bI ManueHToB nepesoaunn ¢ LSF na tabnetku (cm. IIpumep
1, myukt 1.1. , TabneTku ¢ comepkaHueM JieKapcTBeHHOTO cpeactsa 20%). Bo Bpems
JTarna Je4yeHHUs C IPUMEHEHUEM MaKCUMaJIbHO NePEHOCUMON 103bl HEKOTOPbBIE
nanueHTs! Obutn nepesenensl ¢ LSF Ha TabneTku, HO OONBIIMHCTBO JIEYUIH TOJBKO
TabJIeTKaMu.

IIpu noze MTD (40 mr BID) u pexume sneuenus (3 nas npuéma/4 nas

nepepsisa) n=134:

Hexoropble manuenTsl ObLTN MpeaBapUTENbHO 0TOOpaHsl o Aedexkram DDR (B
gactu B), a HekoTophie - HeT (B 4acTu A). Y HUX ObLJIO HECKOJBKO MPU3HAKOB
OMYyXOJTH, BKJIKOYAsi KOTOPTHI, He 3aBUCsIINE OT notepu Oenka ATM (Bkiarouas
KaCTPAIMOHHO-PE3UCTEHTHBIN PaK MPEACTATEIbHON KeJie3bl, paK MOJOYHOM KeJIe3bl,
XOJIAHTUOKAPLIHOMY JKeJTyIKa, PaK MOJKeTy T0YHON JKeJie3bl, paK MUIIEBOAA,
KOJIOPEKTAJbHBIN paK, MIOCKOKJIETOUYHBIN PaK sI3bIKA), U IPYTHEe KOTOPTHI ¢ TUIIAMHU
ONyXOJieH, TAKUMH KaK paK IMYHUKOB, SJHAOMETPHUS, IIEUKU MATKH, MOJIOYHOMN

JKeJle3bl, alleHANKCa, YPOTeIUalbHbIM paK, KaCTPALMOHHO-PE3UCTEHTHBIN pak
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NpeACTAaTEIbHON JKeNe3bl, paK MOYEBOTO My3bIPsl, XOJAHTHOKAPLUHOMA H
KOJIOPEKTaJbHbIN PaK.

Hedexter DDR Obinin npoaHanu3upoBaHsl ¢ ucnojb3oBanueM FoundationONE®
CDx ot Foundation Medicine Inc., CIITA, s BbIsIBJIeHUs BPEIHBIX MyTaluii (najgee
cokpaleHHo «mut», HanpuMmep, «KATMmut», K BRCAlmut»y, «BRCAZmut» uT. 1.)
ogHoro uinu Heckoyubkux crnenyrouux renos: ATM, BRCA1, BRCA2, CHEK?2,
FANCA, MSH2, MRE11A, PALB2, RADS1, ATRX, CDK12, CHEK1, PARPI,
POLDI1, XRCC2, u/unu ARID1A.

[Tanmentrl/noka3anus ¢ norepei 6enka ATM, uneHTUPULHPOBAHHBIE METOOM
IHC, nanee taxkxxe Ha3biBaOTCsI «K ATMIlossy.

OTtBetnl onpenensnuck kak nmonHbiid oTeeT (CR), wactuunbiil otBeT (PR) nnn
OnuTebHOe cTabunpHOe 3aboneBanue (SD), yTo o3Havaer ctabunbHoe 3abosieBaHUe
IIUTEIbHOCTHIO 4 Mecsia i Oomnee (= SD >4 mec.).

bruto 5 manuentoB ¢ PR Ha pexume nedenus u ¢ yposHeMm 103st MTD (40 mr
BID 3 nus npuéma/4 nHs nepepriBa), BCE C 3aA0KYMEHTHPOBaHHBIME nedextamu DDR
(B wactaoctH, 2 ATMloss, 1 ATMmut, ] BRCAImut u 1 BRCA2mut), o
NOKa3aHUAM, BKIIOYAKIHUM YPOTEIHANBHYIO KapIUHOMY COOMPATENbHOTO MPOTOKA,
pak anmeHAUKCa, IUYHUKOB, MUIIEBOAA U PAK MOJIOYHOM >KeJe3bl.

bruto 22 manuenTa ¢ pnurenbHbiM SD (SD>4 Mmec.), koTopeie ObLIn
pacmpeneneHbl CIeAyIIUM 00pa3oM: KOJIOPEKTaIbHbIN pak (6 MaLlMeHTOB), paK
SUYHUKOB (5), pak MOJIOUHOM kene3nl (4), pak sHnOMeTpus (3), KaCTPALMOHHO-
PE3UCTEHTHBIN pak MpeacTaTeabHOM kenesbl (2), pak kenynka ( 1) u pak
MOKeJy TOYHOH xene3nl (1).

18 (81,8%) u3 Hux umenu nepext DDR, B Tom uncne 5 nanuentos ¢ ATMloss, 4
¢ ATMmut, 1 ¢ ATMloss u ATMmut, S ¢ BRCAlmut (Bce BbilnenepevncieHHbIE ¢
nonosHUTENbHBIMU nedektamu DDR wnn 6e3 Hux), 1 ¢ BpegHoi mytanueit PALB2
(«PALB2mut»), Ho 6e3 ATMloss/mut, 6e3 BRCA1mut u 6e3 BRCA2mut, u, HakoHe1,
y 2 u3 3tux 18 manuenTtoB Obputa oOHapyskeHa BpenHas mytanus ARIDIA
(«<ARID1Amut»), Ho He Obu10 onHOBpeMeHHBIX ATMloss/mut, BRCAlmut u
BRCA2mut.

VY 3 u3 22 nmanuenTtos He Obl10 nedexkra DDR nmpu perpocnekTHBHOM

TECTUPOBAHUY, a AJs 1 U3 22 mamueHToB He ObLI0 AaHHBIX 0 AedekTax DDR.
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IIpu vpoBHIX 103, oTan4HbIX OT 40 mr BID. HO Tpu TaKOM K€ pPEKUME JeUEHUs

(3 nus npuéma/4 nusa nepepsisa) n = 20:

[TanueHTH! HE OBLIM TIpEeABaPUTENBHO OTOOpaHbl B oTHOIEHNHU nedexkToB DDR (B
OCHOBHOM 4acTbh A) u OblIH pacrpeneneHbl Bpa3d poc Mo pa3juyHbIM NOKA3aHUSIM
OMyXOJIH, BKJIKOYasi KOJIOPEKTAJIbHBIN pak, pak MOJOYHOI kelie3bl, pak SUYHUKOB, paKk
SHIOMETPUS, KAaCTPALMOHHO-PE3UCTEHTHBIN paK MpeICcTaTeIbHON JKele3bl, pak
MOKEJTY IOYHOM JKeJIe3bl, PaK JIETKUX M I'eNaTOLEeUTIOSPHYI0 KapLUHHOMY.

bbuto 5 oTBeHaKOUX HA TEPATUIO MALMEHTOB (TO K€ CaMOoe ONpeaesieHUue, 4YTO U
Bbiie). Y 2 u3 Hux (40%) Ob11 PR 1 pak MONOUYHOM Kejae3bl U SHAOMETpPHs, 00a ¢
ATMloss u ATMmut. OcraBmuecs 3 nmanueHTa umenu qiutenbHoe SD>4 mec. u
Oputn ¢ pakom ssmaHUKOB (BRCA 1mut), remaroneumronsapHOil KapIIMHOMON (JTaHHBIE O
nepexrax DDR orcyrcTByroT = N/A) 1 KOJTOpeKkTanbHbIM pakoM (N/A).

Jlnst Bcex yposHe# 103 (5 mxr BID - 80 mr BID), nmporecTupoBaHHBIX 11O
pexxumy 3 nHs mpuéma/4 aHs nepepbiBa, ObIo BIsIBIEHO 7 PR, oxBarhiBaromux 6
NOKa3aHUN: YPOTENHaJbHBIA pak cOOMpPATENbHOTO P OTOKA, PaK alMeHIuKCca, pak
suyHuKa, nmoreps 6enka ATM B numieBoae (cokpamenHo «numeBoaabii ATMIlossy ),
pak sapomMerpus (o 1 maumeHTy ¢ KaXKIbIM MOKa3aHUEM) U paK MOJIOYHOH keje3bl (2
nauueHTa). Y apyrux Opuio aiuurtenpHoe cTabunbHoe 3aboneBanue (SD>4 mec.) co
CIeAYIOUMH MMOKA3aHUSAMH: KOJOPEKTaNIbHbIN pak (7), pak SUUHUKOB (6), pak
MOJIOYHOM kene3nl (4), pak sHAOMeTpHs (3), KACTPALIMOHHO-PE3UCTEHTHBIN paK
npeacTaTeabHON jkenessl (2), pak xkenynka (1), remarouesuttoispHas kapuuHoma (1) u
pak MoJKeTy109HOM kee3bl (1).

ITaunenTsl, koTOpble Moay4vanu 103el S Mr BID u 10 mr BID, e umenu
Hukakoro orera (6e3 PR u 6e3 SD>4 mec.).

buomapxkep

Bce 7 ynomsinyTeix Beime PR umenu nepextst DDR (2 ATMloss u ATMmut + 2
ATMloss + 1 ATMmut + 1 BRCAImut + 1 BRCA2mut), Torna kak 19 uz 25 SD>4
mec. umenu aedextst DDR (5 naunentos ¢ ATMloss, 4 ¢ ATMmut u 1 ¢ ATMloss u
ATMmut, 6 ¢c BRCAImut, 1 ¢ PALB2mut, 2 ¢ ARID1Amut), 3 u3 25 6but N/A, u 3
u3 25 manueHToB He uMmenu gedpexros DDR.

15 IManuenToB U3 32 OTBEYAKOIIUX HA TEpaMmUio ManueHToB (Bkiao4das PR u
SD>4, kak onucano Beime) umenun ATMmut u/unu ATMloss. V 11 mauuentos u3 32
OTBEYAIOLIUX Ha TEPAIUIO MAlUeHTOB He OblIo HU noTepu Oenka ATM, HU BpenHOi

myTtauuu resa ATM. 3 [lauuenTa u3 32 OTBEYAIOUIUX HA TEPANUIO NALUEHTOB HE
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umenu nepexra DDR, a 3 u3 32 orBedaromux Ha TEPaNHUIO NAlUEHTOB UMEIH
HEM3BECTHBIN MyTalMOHHBINA cTatyc (N/A).

Ilpu anbTepHATUBHOM peXKUMe JieueHus. yacTb A.l: kaxnabie u3 60 mr BID u 80

mr BID npu pexume 3 nusg npuéma/ll nHel nepepniBa:

B HacTosmee Bpems CyLUI€CTBYET 2 YPOBHs A0O3bI IPU 3TOH NPOAOIKUTEIbHON
3CKAJAaLlMOHHON TE€panuu.

VYposenb nepsoii 103wl coctasisier 60 mr BID npu pexume 3 nus npuéma/ll
IHEeW mepepbiBa, TAe JeYUIU O MalUeHTOB, C XOJaHTMOKapIUUHOMOM (1 mauueHT), ¢
KaCTPaLlHOHHO-PE3UCTEHTHBIM PAKOM MPEACTATEIbHON JKene3bl (2) U KOJOPEKTAIbHbBIM
pakoMm (3). 4 u3 6 nanueHTOB UMerOT u3BecTHhIe AedekTrl DDR (3 mauuenTa ¢
ATMloss u 1 ¢ ATMmut u ATMloss), HO BCe TAaLIUEHTHl COOTBETCTBYIOT KPUTEPUSAM
BKJIIOUEHUS B OTHOUeHUH norepu 6enka ATM n/unu ATMmut. Ha nanHbIli MOMEHT
UASHTUPUIUPOBAH | OTBEUAOIUI HA TEPANHUIO MALUEHT C XOJAHTMOKAPIIUHOMOM C
SD>4 mec.

VYposenb BTOpoi 1036l cocTaBisieT 80Mr BID npu pexxume 3 nust nmpuéma/ll
JHEW nepepbiBa, M€ Ha TOT MOMEHT JICUUJIH 5 NaLUEeHTOB. Y OJHOrO NalueHTa
oTMedanu ctabuinpHOe 3a00JeBaHNe C YMEHbILIEHHEM pa3Mepa onyxoun Ha -11% mpu
Je4YeHUH B TedeHue 56 nHel (MOMEHT BpeMEHU JJIs MepBOH OoueHKH 3P PEeKTUBHOCTH),
KOTOPO€E MPOJOJIKATIOCH.

Jlo cux nop He Habmonanack DLT (DLT = no3oorpaHuunBarouias TOKCHYHOCTD)
niist odboux yposHe# 103 (60 mr BID u 80 mr BID).

JaxkaroyeHue:

B mesnom, cOBOKyMHasi NOKJIWHHYECKAs U KJIWHHYECKas MH(pOpMaiusi yKa3biBaeT
Ha MHOT000€Iar Iy MPOTUBOPAKOBYI aKTUBHOCTD U YIPABIsAeMbIH MPpOPUIb pUCKa
BAY 1895344, nonnepxuBasi OJIarONPHUSITHYIO OLIEHKY pHUCKAa COEOUHEHHUS B

MOKA3aHUAX C HEPEATN3OBAHHOW MEIUIIMHCKON MOTPeOHOCTHIO.
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OOPMVYIJIA U30BPETEHM A

l. 2-[(3R)-3-Metunmoponuu-4-un]-4-(1-merun- 1 H-nupazon-5-mn)-8-
(1H-nupaszon-5-un)-1,7 naprupunun Gopmynsi (1)

(D

ISl IPUMEHEHHUS JUISl JISYEHUs] THIepnponepaTuBHOTO 3a00neBaHus, KOTOPBIH

OTJIMYAETCS TE€M, 4TO €ro BBOMAT B KojmdecTBe oT 60 Mr mo 160 Mr B neHb.

2. CoenuHeHue NIl TPUMEHEHUS 1O M. 1, KOTOPOE OTIUYAETCS TEM, YTO

coenuHenue ¢popmysl (I) BBomsT B konudectBe oT 80 mMr 10 160 Mr B eHb.

3. CoenuHeHue 11l IPUMEHEHUS MO M. 1, KOTOPOE OTINUYAETCSA TEM, YTO

coenuHenue ¢popmyusl (I) BBOmsT B KomuuecTBe 80 MI B I€HbD.

4, COGI[I/IHeHI/Ie AJIA IPUMEHECHUS 110 II. 3, KOTOPO€ OTIINYACTCA TEM, YTO

coenunenue Gopmyinsl (I) BBoasT B konuvectse 40 mr (BID).

5. CoenuHeHue 1l TPUMEHEHUsS 1O M. 4, KOTOPOE OTJIUYAETCS TEM, YTO

pEeXXUM TO3UPOBAHUS MPEACTaBIsAeT cO00H 3 mHA mpuéma/4 nHs mepepbiBa.

6. CoenuHeHue Ml TPUMEHEHUS IO ONHOMY u3 mm. 1 - 5, koTopoe
oTJau4aeTcs TeM, uto coenunenue Gopmyasl (I) comepkurcs B papmaneBTHIECKOM

KOMIIO3ULIMK MO OAHOMY U3 nm. 7 - 15.

7. dapmaneBTHYECKAsT KOMIIO3UIHUSI, KOTOPasi CONEPKUT COCNUHEHUE
dbopmyisl (I) B komugecTBe oT 5 Mr 1o 80 Mr u Mo MeHbIIEH Mepe OIHO

(apManeBTHUECKH IPUEMIIEMOE BCIIOMOTAaTEIbHOE BEIIECTBO.
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8. ®apManeBTUYECKAsT KOMIIO3ULUA 110 M. 7, KOTOPasi COAEPKUT

coenquHenue ¢popmyusl (I) B komuuecTse 40 mr.

9. CDapMaueBTquCKas{ KOMITIO3HULUA 110 II. 7, KOTOpasa COOECPIKUT

coenunenue ¢opmyisl (I) B konmuuectse 20 mr.

10. ®apManeBTUYECKAsA KOMIIO3ULUSA MO M. 7, KOTOpask COAECPKUT

coenuHenue ¢popmyisl (I) B konudecTe 10 mr.

I1. dapmaneBTUUECKasi KOMIO3ULMSA 10 OAHOMY u3 nn. 7 — 10, koTopas
conepxxut coequaenune Gopmyisl (I) B konmmdectse oT 3 10 25 Mace.%

(dbapManeBTUUECKOW KOMITO3ULINH.

12. ®apmaneBTHUeCKasi KOMIO3ULUSA 1O OJHOMY u3 nn. 7 — 11, koTopas

COACPIXKHUT I'IUAAHT.

13. ®apmaneBTUYECKasT KOMIO3ULU MO . 12, KOTOPBIA OTINYAETCS TEM,

YTO I'IUAAHT ONPEACTABIIACT coboii KOHHOHHHbIﬁ AUOKCHUI KPEMHUH.

14. ®apmalieBTUUECKAsd KOMIIO3ULUA 10 OAHOMY U3 nn. 7 — 13, xotopas

COZIePIKUT BHICYLIEHHYIO PACIBUIEHHUEM JIAKTO3Y.

15. ®apmaneBTUUYeCKasi KOMIO3ULMUS MO OAHOMY U3 . 7 — 14, koTopas
conepxxut coenunenue Gopmyibl (I) B konuvectse oT 16 no 22 macce.%,
MUKPOKPHUCTAJJINUECKYIO LEJUII0JI03y B konuuecTse oT 42 no 45 macc.%, MoHOrUapar
JaKkTO3blI B KonudecTse oT 31 no 33 macc.%, creapat Maruus B konudectse oT 0.5 10 2
Macc.%, KpOCKapMeJlJIo3y HaTpusi B KonudecTBe OT 2 A0 8 Macc.% U KOJTOUIHBIN
auokcua kpemHus B konudectse oT 0.2 1o 0.8 macc.% dapmaneBTudeckoi

KOMITIO3UIIHNH.
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@urypa 1: PeHTreHoBckasi nopoukoBasi iMppaxkrorpamma @opmbl A coeguHeHHs
¢popmy.nl (I)

OT1CcuéThl JG-0007E-001-01

10000- onyuyennniii BAY1895344

5000 1

.,.._qu“ bl sk

0 T T T T L) 1 T b 1 1 T Ll T ¥ 1 [ T T L L] L] ¥ T T T 1 T T T ¥ T Ll T T 1

10 20 30
[Tonoxxenue [°2Tera] (Meas(Cu))




2/2

@urypa 2: PentreHosckasi nopoikoBasi iuppaxkrorpamma ®@opmel B coennnenus
¢popmy.bi (I)
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