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INIEHOYHBIE COCTABDBI, COAEP)KAINUE JEKCMEJIETOMMU/IUH, 1
CIIOCOBbI UX MOJIYYEHUA

ITEPEKPECTHBIE CCBIJIKM HA POJICTBEHHBIE 3ASBKI

[0001] B nanHOI1 3asiBKe MCTIpAIIMBAeTCs MPUOPUTET MO mpensapureabHbiM 3asiBkam CLIIA:
Ne 62/690407, mnomannoit 27 wurons 2018 r.; 62/693726, nomannou 3 wmronst 2018 r;
62/767,422, nonanuoii 14 HosiOpst 2018; 62/787649, nonanuoii 2 suBaps 2019; 62/798,842,
nonanHoi 30 stBapst 2019; u 62/849,747, nomannou 17 mas 2019; kaxxaas U3 KOTOPBIX

BKJIFOUEHA B JAHHBIH JOKYMEHT MMOCPENCTBOM CCBUIKH B ITOJIHOM OOBEME BO BCEX CMBICIIAX.
OBJIACTh TEXHUKH, K KOTOPOU OTHOCUTCS U30EPETEHUE

[0002] B naHHOM [OOKYMEHTE pacKpbITa CaMONOAACPKUBAIOLIAs pPACTBOpUMAs IJICHKA,
cozeprkaliasi JeKCMENETOMUINH WIN ero (apMaleBTUYECKH MPHEeMIIEMYIO coib. llneHky
BBOJAT MEPOPATBHO Uil JICUCHUS PA3JIMYHBIX COCTOSAHHUN, B YACTHOCTH AXKUTALMH, MMyTEM
TPAHCMYKO3JIbHOM JOCTaBKM aKTUBHOIO areHta. [lIeHKy roToBAT B BHUIE JIEKAPCTBEHHOI'O
CpeAcTBa IS MOJTy4eHus: ObICTPOro Havana JeHCTBHs 03 CYyIleCTBEHHOH cenanuu, OOBIYHO

CBSI3aHHOM C BBEJEHUEM AEKCMEIECTOMUINHA.
YPOBEHb TEXHUKH

[0003] Ha 17 nmexabpst 1999 r. YnpapieHHe MO KOHTPOIO 3a MPOAYKTAMU U JIEKAPCTBAMHU
CIIA yTBepamyio mpemnapar AEKCMEIETOMUIIMHA, PRECEDEX®, COCTaBJICHHBIII B BHUIE
BHYTPUBEHHOT'O pPACTBOpA JJIsi HEMPEPBIBHOW HMH(Y3UH, U ONPENeuo ero Ha3HaYeHHE B
KAa4eCTBE CENAaTUBHOTO areHTa Uil TEePBOHAYAIBPHO HWHTYOUPOBAaHHBIX MAIMEHTOB U
MALMEHTOB, HaXO[ALIUXCS HA MEXaHUYECKON BEHTUJISALIUU, BO BpPEMs JIEYEHMs] B YCJIOBHAX
WHTEHCUBHOW TEpamnuu. PRECEDEX" 6511 mosxe 000peH B Ka4eCTBE CENAaTUBHOI'O areHTa

111 HEMHTYOHPOBAHHBIX MALMEHTOB 10 W/HJIM BO BPEMSI XUPYPIHUECKUX U IPYTHUX MPOLEAYD.

[0004] B pomosHeHME K €ro NPUMEHEHUIO B KAa4yeCTBE CENATUBHOIO, NEKCMENETOMUIINH
Takke 00J1aiaeT aHAJIbIeTHUYECKUMH U MIPOTHBOAKUTALIMOHHBIMU CBOWMCTBaMU. TeM He MeHee,
Ha CErOAHSIIHMA JeHb OBbUI0 HE BO3MOXKHOCTU pPa3padoTaTh COCTaB, COAEpP KAIIHHA
NEKCMENETOMUINH, [JIi TMPUMEHEHHUs B KAyeCTBe NPOTUBOAKUTALMOHHOIO AareHTa.

Hanpuwmep, PRECEDEX" He siBIsieTCS MOIXOIALIAM MIPOTUBOAKUTALUOHHBIM ar€HTOM I10



CJIEAYIOIUM NPUYMHAM: OH MOJKET B HACTOSIILEE BPeMsl BBOJUTCS TOJNBKO B ITOMEIEHHBIM B
MEIULIMHCKOE YUpEeXIEeHNUE MallUeHTaM; CJI0KHOM SBJISIETCS BO3MOXHOCTb TUTPUPOBATh O3y
10 TOAXOAsLIeH AJs KOHKPETHOrO MAalMeHTa, CaMOCTOSITENIbHOE BBEACHME, KaK IMpaBuUilo,
SIBJISIETCSL  HENPAKTUYHBIM, ITOCKOJBKY PRECEDEX" BBOZAT B BHIE WHBEKLHH, H €rO
BBIPDAXKCHHBIE CENATHUBHBIE CBOWCTBA MOTYT OBITb HEXeNaTeJIbHbIMH BO MHOTHUX

00CTOSITENNBLCTBAX Ipu JICYCHU U OEeCITOKOMHBIX MMalueHTOB.

[0005] TIponosmkaeT oOcCTaBaThCs HEYOOBJIETBOPEHHAs] TMOTPEOHOCTh B HE BBI3BIBAKOIIUX
NPUBBIKAHNE MPOTHUBOAKUTALMOHHBIX JIEKAPCTBEHHBIX CpeacTBax. JlekapcTBO Ha OCHOBE
JIEKCMeIETOMUINHA, KOTOPO€ MOXKHO BBOJUTH CAMOCTOATEIbHO, HAlPUMeEp MepOopalibHO, A
NOJIy4eHUsT OBICTPOro OOJIerdeHus] MPU aXKUTALMK O€3 3HAYMTENIbHOW cemauuu OyneT O4YeHb
LIEHHbIM JIONOJHEHHEM K BapuaHTaMm JieueHus axurauuu. OJHAaKO BBEAEHHE INEpOpPaJbHO
IeKCMeIeTOMUIMHA sl obecrieueHust OBICTPOro OOJIerdeHHust TMPU AXKUTALUH  SBISIETCS
CIOXXHOW 3amaded. Hampumep, misi CyONMHTBaNbHBIX TaOJIETOK CBOWCTBEHHO TO, YTO HX
NPOTJIaThIBAlOT MEpeA IOJHBIM PAcCTBOPEHHEM U TPAHCMYKO3AJIBbHON JIOCTaBKOM, 4YTO
NPUBOIUT K PACXONy aKTHBHOTO BEIIECTBA M3-32 META00JIM3Ma MEPBOTO MPOXOKIEHUS Yepes3
neyeHb. B pesyibraTe, Npu NMPUMEHEHHM CYOJMHIBAJIbHBIX TAaOJETOK MOTYT HE JOCTHIaTh
TEepaneBTUYECKUX YPOBHEH JEeKCMeNeTOMMIMHA B Iia3Me KposH. llepopanbHble cmpeu, B
YaCTHOCTH Ui CYOJNMHIBaJbHOM JOCTaBKM, TAaKXXe€ HMEIOT HEAOCTaTKU, TaKhe Kak
HETOYHOCTb JI03bl, TMPOIJIATBIBAHUE JIEKAPCTBEHHOI'O CPENACTBA, HEOOXOAMMOCTb HacTOrO
JO3UPOBAHUS, HECOOMIOZAEHNE TMAlMEHTOM CXEMbl JIEYEHHS M CTOMMOCTb T'OTOBBIX
npenapatoB. Kpome Toro, 6pu10 00Hapy»KEHO, YTO CyLIECTBEHHbIE MOOOUHBIE H(PPEKTHI CO
CTOPOHBI  CEPIAEYHO-COCYAMCTON  CHUCTEMBI  MPOUCXOAST y  JIOAEH, IOJIy4aBLINX
IEKCMEIeTOMHIIMHA THAPOXJIOPHU MPU BBEICHHU B KaueCTBE CYOJUMHIBAIBHOTO Cripes (CM.
MEKAYHApOIHYI0 myOnuKanmuio nareHTHoW 3asBku Ne WO 2010/132882). B WO
2010/132882 yka3aHo, 4TO KOTAa JeKCMEIEeTOMUINHA TUAPOXIJIOPU BBOIUIH CyOIUHTBAIBHO
WIN BBOIWIM B/B, 3HAYUTEJBHOE KOJHYECTBO CYOBEKTOB HCIBITHIBAIN THIIOTEH3UIO IOCIE
BBE/ICHUSI BMECTE C HEXKEJATEIbHBIM BBICOKUM YPOBHEM cemauuu. I mnoreHsus Habnromanu
npu cyONuHrBaNBbHON 03¢ 100 MUKpOrpamMM AeKCMEAETOMUANHA U, B MEHbINEH CTENEeHU, —
npu go3e 50 MukporpaMM. DTU U APyTue OrpaHUYEHHs], YCTAHOBJIEHHBIE ISl CYIIECTBYIOLINX
COCTaBOB JEKCMENETOMUAMHA, MPUOCTAHOBHIN pPa3pabOTKy MEepopajbHOrO  COCTaBa
JEKCMEeNEeTOMUANHA JJIs1 JleueHus axuranuu. OIHAKO aBTOpPbI JAHHOMN 3asBKU B HACTOsLIee
BpeMs HEOKHITAHHO OOHAPYIKWIM HOBBIA NEPOPAJbHBIN IJIEHOUHBIH COCTaB, KOTOPBIH MOXKHO

BBOJAUTD AJIA JICUCHUA A>KUTALIUH oe3 BBIIICYITIOMSAHYTBIX OFpaHquHHﬁ.



CYIIHOCTD U30bPETEHUA

[0006] B naHHOM oOnucaHuM TMPEAJaraercss CaMONOAJAEPIKUBAKOLIAS —PACTBOPSIOLIAACS
IUICHKA, COAep’Kalas AEKCMENEeTOMHIUH WIN ero (apMaleBTHYECKU MPUEMIIEMYIO COJIb,
omH wuiau Ooyiee BOAOPACTBOPUMBIX IOJIMMEPOBH, HEOOSA3aTeNbHO, OAWH WM Ooiee
(dapmaLeBTHYECKH TNPUEMIIEMbIX HOCHTENel, IUIEHKAa COCTaBJI€Ha Ui BbICBOOOXKIEHHS
JeKCMeNeTOMUANHA, olecreunBasi aOCOPOLMIO JOEKCMEAETOMHUANHA Yepe3 CIU3UCTYIO
obonouky st obecriederusi 3(GGEKTUBHOTO MPOTHBOAKUTALIMOHHOTO OOJErdeHus IS

MAIMEHTOB B TEUEHNE MUHYT 0e3 COMyTCTBYIOIIEH 3HAYUTEbHONU CENaLNH.

[0007] B onmHOM BapwaHTe OCYLIECTBIICHUS B JaHHOM H300pPETeHUH MpeyIoKeHa
(1)apMaLIeBTI/ILIeCKa$[ IJICHOYHAasA KOMIIO3HUIHA, NMOAXOAAIIasa aJisd Cy6J’II/IHFBa.]'IbHOl"O BBCIOCHUA,
cofieprKaliasi MM COCTOSIIIAsi MO CYIIECTBY U3 TepamneBTH4Yecku 3(pdekTuBHOro KonmuecTsa
JEKCMEJeTOMUMHAa HIJIH €ro (I)apMaLIeBTI/ILIeCKI/I HpHeMHeMOfI COJIn, MOJIMMEPHOTO
KOMITOHEHTa, COCTOSIIEr0 M3 OJHOrO WM OoJjieeé BONOPACTBOPHMBIX IOJHMMEPOB; U

2

Heo0s13aTeIbHO, OHOTO WU OoJiee (hapMaLeBTHYECKU MPUEMIIEMbIX HOCUTENICH.

[0008] B ogHOM BapuaHTe OCYIIECTBICHHS B JAHHOM M300pETEHUH MPEIJIOKEeHbBI TUICHOYHbIE
COCTaBbl, COAEpIKAIUe IMOJJIOKKY M3 IJIEHKH Ha OCHOBE NOJHMMepa (HampuMep, IUIEHKY W3
NOJMMEPHON MaTpuilbl 0e3 JIEKapCTBEHHOTO CPEACTBA), COIEepsKalleld Ha IOBEPXHOCTH
MOJJIOKKHA ~ JEKCMENEeTOMHIWH MM ero  (papMaleBTUYECKH  MPUEMIIEMYIO  COJIb.
JleKCMeZIeTOMHUIMH WK ero (apMaleBTHYECKH MpHeMIIeMasi COJb MOTYT TPaIUL[HOHHBIM
00pa3oM HAHOCHUTBLCSI Ha TIOBEPXHOCTh TUICHOYHOH MOJIOKKH, KaK YaCTh KOMIIO3ULIUH, TAKKe
cozieprKallel JKUAKUNA HOCUTE b, U HEOOSI3aTENIbHO TIOJIMMEPHBIN KOMIIOHEHT W/WJIA OJUH WU
0oJjiee JOMONHUTEIBHBIX (DapMalleBTHUECKH MPUEMIIEMbIX HOCHUTENEH (lajiee Ha3bhIBa€MbIX

«IIeKCMEIETOMUIUHOBOU KOMITO3HLIHE ).

[0009] [/lekcMeneTOMUIUHOBAsE KOMITO3ULIMSI, B OJTHOM acCIEeKTe 3TOr0 M300pETeHHs], MOTYT
HAaHOCHUTh HA TJIEHOYHYIO MOAJIOKKY B BUAE €IMHCTBEHHOMN KaIlJIM WIM HECKOJIBKUX Kareb B
OTHOM WM 0OJieeé KOHKPETHBIX MECTaxX MOMJIOKKH WM, aJbTePHATHUBHO, MOCPEIACTBOM
OUCKPETHOTO  pasMeleHus (Hampumep, MUKPOPA3MEUIeHHs) JIeKCMENeTOMUIHMHOBOM

KOMITIO3ULIUY B OTAEJBLHBIX MECTaX Ha OOBIUHOMN IUIEHKE TUIaneoo.

[0010] B nmpyrom BapmaHTe OCYIIECTBIEHHS B JaHHOM H300PETEHHUH NPENIOKEHbI
IUIEHOYHBIE COCTABBI, COIEPIKAINE MOUIOKKY M3 IUICHKH Ha OCHOBE NOJHMepa (Hampumep,

IUIEHKY M3 MOJIMMEPHONW MaTpHLbl O€3 JIeKapCTBEHHOTO CPECTBA), HA MOBEPXHOCTH KOTOPOH



gyepe3 TpadapeT HaHeceHa MHEKCMENETOMMIMHOBAas KOMIO3ULMS HAa OAHO miIu Oonee

AUCKPETHBIX MECT.

[0011] B opyroM acnexre AEKCMENETOMHMAMHOBAs KOMIIO3ULIMSA MOKET NMPUCYTCTBOBATH HA
MOBEPXHOCTH TJICHOYHOM MOJIOKKH IMOCJIE CYLIKM B BHAE OTHOW HIIM OoJiee MUCKPETHBIX
uHuH. JIuHUIO(-1) MOTYT HAHOCUTB C HCIIOJIb30BaAHUEM JIHOO Criocoda MpsiMOro pa3MereHus

Wu TpadapeTHOrO HAHECSHMUSI.

[0012] B HekOoTOpBIX BapuUaHTaX OCYINECTBJCHHS MOMJIOXKKA (OPMUPYETCS B BHUIE
HEMPEPBIBHOIO MOJIOTHA MJIEHKH, KOTOPOE MOXKET pa3pe3aTh HA MEHbLINE OTAECJbHBIC TIJIEHKU

MOCJIC PAa3MEUICHUA OTACIbHBIX CIUHUILL HGKCMGHGTOMHHHHOBOﬁ KOMIIO3ULIUHU U CYIIKH.

[0013] OnHuM NpeuMyIECTBOM TaKHX TUIEHOK SIBJISIETCS CMIOCOOHOCTDH pa3MelaTh BBICOKYIO
KOHIIEHTPAIMIO JIEKCMEISTOMUINHA Ha TMOBEPXHOCTH TMOMJIOKKH «mmianedbo» ans ObIcTpoi
TPAHCMYKO3JIbHOM JOCTAaBKU AEKCMEAETOMUAWHA. J|pyruM MNpPEeUMyLIEeCTBOM SIBJISIETCS TO,
YTO WCIOJIb30BAHME WHANBUAYATBHO CHOPMUPOBAHHBIX JIO3 OrPaHUYMBAET BapHALMH
KOJINYECTBA aKTUBHOIO MHIPEAUEHTA MEXKAY NO3MPOBAHHBIMHM €IMHMLAMHU. B yHacTHOCTH, B
cilydae KOrJa Ha MOBEPXHOCTb IDICHOYHOW MOJUIONKKH TpadapeTHBIM CIIOCOOOM HAHOCHUTCS
NEKCMEIeTOMUIMHOBAS KOMITIO3UIIMS, MPEUMYINEeCTBa BKJIIOYAIOT CIMOCOOHOCTh JIETKOE
WCIIOJIHEHHE JEeKCMENECTOMUAMHOBON KOMIO3UMLIMM  COOTBETCTBYIOLIEM TOJIMHBI HA
HOBEPXHOCTH IUIeHKU. Ele 0gHO mpenMyliecTBO crnocoba pasMellneHHs BKIYaeT B ceds
CIOCOOHOCTh BKJIFOYATh KOMOWHAIMIO JEKCMEAETOMHIWHA MM ero (apMaleBTUYeCKH
NpUeMJIEMON COJIM M OAHOTO WM Oojiee JOMOJHUTENbHBIX AKTHBHBIX BELIECTB B OJHY
EIUHUYHYIO 03y, JaKe €CNIM aKTUBHbIE WHIPEAMEHTbl B TNPOTHBHOM Cllydyae He OyayT
HECOBMECTHUMBI APYr C IPYroM, MOCPEACTBOM OTAEIBHOIO pPa3MEUIeHUs 3THUX AaKTHUBHBIX
WHIPEAUEHTOB B OTAEJbHBIX MECTax Ha MOAJNOXKKe. Ellle OnHMM NMpEeuMyLIECTBOM SIBJISIETCS
MPEAOTBPALIEHNE MPOU3BOJACTBEHHBIX IMOTEPb, CBA3AHHBIX C TPAAULMOHHBIMHU IMPOLECCAMHU
MPOU3BOACTBA PACTBOPSAIOIIMXCS IUNIEHOK. 1I0CKONBKY COCTaBBI, HCIOIB3YyEMBbIE ISl CO3AAHUS
TUTCeHKH, OOBIMHO COAEP:KAT OTHOCHTENLHO NOPOrocTosmue (apMaleBTHUECKUE MpenapaThl,

9TU NIPOU3BOACTBEHHBIC MOTEPU NPEACTABIIAIOT 3HAYUTCIIBHYHO CTOUMOCTD.

[0014] B npomonHUTENHHOM BapHAHTE OCYINECTBJICHHUS B H300PETEHUH NPEAIIOKEHBI
IUIEHOYHBIE COCTaBBl, COAEpIKALINE JEeKCMEAETOMUAMH WIH ero (apMareBTHYECKH

MPUEMJIEMYIO COJIb, PACIIOJOKEHHBIE BHYTPHU MOJMMEPHONH MATpPHLbI, HAIpUMEpP B KOTOPOU



IEKCMEIETOMHINH U €ro (papMaleBTHUECKH NpUeMIieMast COJlb M0 CYLIECTBY PAaBHOMEPHO

pacrpenesneHbl O BCeH IJICHKE.

[0015] B nanHOM n300peTeHNH TaKKe MPENJIOKEHbI CIIOCOOBI MOJYYeHUS TUIEHOK COTJIACHO
HaCTOsIIeMy H300peTeHno. B ogHOM cmoco0e MoJjydaroT IUIEHKY, B KOTOPOW HAHOCST
IEKCMEIETOMUIUH WK ero (papMaleBTHUYeCKU MPUEMIIEMYIO COJIb (HApUMep, MO CYLIECTBY
PaBHOMEPHO paclpeqesieHHbIe) B MOJUMEpPHOW IuieHKe. B apyrom cmocobe monydaroT
IJICHKY, B KOTOpOﬁ ACKCMEOACTOMUANH HJIN €ro (I)apMaLIeBTI/ILIeCKI/I npuemjieMas CoOJib

MPUCYTCTBYET HA MOBEPXHOCTHU MOMJIOKKHU U3 INIEHKU HA OCHOBE MOJIMMEPA.

[0016] B naHHOM NOKyYMEHTE TaKK€ ONHMCAHbI, B KA4€CTBE BAPHUAHTOB OCYILECTBJICHUS
U300peTeHus, PAcTBOPHI WJIM CYCIEH3UM, COJEpKallhe IEeKCMEISTOMHIUH WJIH €ro
(apMaeBTUYECKH TPUEMJIEMYIO COJIb, MOAXOMSAIIYIO Ui Pa3MEIIeHUs] HA TOBEPXHOCTU

MOAJIOKKH U3 MJICHKHW Ha OCHOBEC TIOJIMMEPaA (T. €. KACKCMEACTOMHUIANHOBLIC KOMHOSI/II_II/II/I))).

[0017] B uzobpereHuun Takxke MPeIOKeHbl CIIOCOOBI JICUSHUST A)KUTALIMN Y YeJIOBeKa MyTeM
BBE/ICHUS IJICHOK, PACKPBITHIX B JAHHOM JOKYMEHTe. Pa3inuHble COCTOSHHSA, TpeOyromue
NPOTUBOAKUTALIMOHHON TEpanuu, MOXKHO JIeYUTh CyOJMHIBAJIbHBIM BBEICHUEM IUICHKH,
pacKpbITOl B JAHHOM  JOKYMEHTE,  BKJIIOHUas  @XKWTALMIO,  CBSI3aHHYIO  C
HeWpoJereHepaTUBHBIMI U HEMPONCUXUATPUYECKUMU 3a00JIeBaHUSAMH, B YaCTHOCTH y He
NOMELIeHHbIX B  OonbHUIy mnauueHToB. Jleuenune oOecneunBaeT  3((PEKTHBHYIO
HETIPUHYAWTENbHYI0  MPOTUBOAKUTALMOHHYIO  TEPalui0 C  aJeKBaTHbIM  INpoduiiem
0e30macHOCTH M OJIATONPUSATHONH MEPEeHOCHMOCTBIO, TAaKMM OOpa3oM yMEHbIIas PHCK

BOZHHUKHOBCHHS BbICOKOI'O apTCPUATIBHOI'O JABJIICHUA / YTHETCHUA OAbIXaHUS.

[0018] BBenenrie TUIEHOYHOH  KOMITO3WMIIMM  HACTOSIIErO0  M300pETeHHs]  MAlHeHTY,
CTpaJaroleMy OT &KUTALUM, MO CYIIECTBY CHUXKAET PUCK MPUHYKACHUS U TPABMHUPOBAHUS
MaleHTa W JPYrux JIOJed NyTeM MPeAOTBpAIleHUs YXYIUISHHUs W/WUIA OrPaHUYEeHHUS
MPOJOJIKUTEBHOCTH U TSDKECTU BCIBILIEK a)KUTalUU. [11eHOUHbIE KOMITO3ULIMHA HACTOSALLETO
u300peTeHuss OCOOEHHO TPUTOIHBI MPU KOHTPOJIE CIIydaeB OCTpoi axwurauuu. UX Takke
MOKHO 0€30MacHO BBOAWTH JIHOO B KIIMHUYECKOM YUYPEKICHHUH, JTMOO BHE KJIMHUYECKOTO

YUPECKIACHUS.

[0019] OTn u npyrue mnpuU3HAKK, TNPEHMYLIECTBA W OOBEKThI PA3JNYHBIX BAPUAHTOB
OCyIIECTBJICHUsl OyAyT Jydlle IOHATBl CO CCHUIKOW Ha ClEAyIollee OMHCAHHE IaHHOTO

n300peTeHMs.



KPATKOE OIIMCAHUE I'PA®UYECKHNX MATEPHUAJIOB

[0020] Ha ®UI'. 1 moka3aH BuI B momepedHoM paspese (OOKOBOI) M BHI NMOBEPXHOCTHU
(cBepXy) TUIIOBOI MOHOJIMTHOH IJICHKH C COIEpsKallell JJeKapCTBEHHOE CPEeACTBO MAaTPHUIIEH,

PACKpBITON B JAHHOM JAOKYMEHTE.

[0021] Ha ©UI'. 2 moka3aH BuA B TOMEpeYHOM paspese (OOKOBOI) M BHI MOBEPXHOCTH
(cBepxy) THIOBOW IUIGHKM C MHKPOPA3MEINEHHOW MaTpHlel, PpacKpbITOH B JaHHOM

JOKYMEHTE.

[0022] Ha ©UI'. 3 cpaBHuBaer aud@y3ui0 IUIEHOYHBIX COCTaBOB JEKCMEICTOMHINHA,
OINMCAHHBIX B JJAHHOM JIOKYMEHTe (TPeACTaBIeHHBIX cocTaBaMu oT 1 1o 7 u coctaBoMm 11 u3
npumepa 1 manee Mo TEKCTy) depe3 MeMOpaHy KyJbTYPbl KJIETOK POTOBOW MOJIOCTH IO

cpasHenuio ¢ auddysueii PRECEDEX”.

[0023] Ha ®WI. 4 nmnoka3zaHa cpenHee 3HadyeHWe JorapudmMa  KOHIICHTPAIUH
JEKCMEIEeTOMUANHA B IUIa3Me B 3aBUCUMOCTH OT BpeMeHH it ypoBHen o3 10, 20 u 40 Mxr
IEeKCMEIEeTOMHIINHA U CYONIMHIBAJIbHON TUTEHKH (Tonyjorapudmudeckas mkana). Ilnanku

MOrPELIHOCTEN NPEACTABISIIOT 1 CTaHAApPTHOE OTKJIOHEHHUE.

[0024] Ha ®UI". SA uzobpaskeHbl HHANBUAYAIbHBIE TPOPUIN 3aBUCUMOCTH KOHLIEHTPALUU
IEKCMEeNeTOMHINHA OT BpPEMEHU MUl BCeX CyObeKTOB IO J03aM IIOCJe BBEIEHHS
AEKCMeNeTOMUAMHOBOH CyOauHrBainbHOM mieHkH (10 MKr) B mosysiorapupMUYeCKOH IIKae.

JlekcMeneTOMUIMHOBAsI CyOJTMHTBANIbHAS TUIEHKA NTpUBeaeHa npumepe 1, coctas 12.

[0025] Ha ®UI". 5B u3o0pakeHbl HHAUBUAYATbHBIE TPOQIIN 3aBUCUMOCTH KOHLIEHTPALIUU
JEKCMENeTOMUIMHA OT BPEeMEeHH Uil BCeX CyOBeKTOB MO J03aM TOCJie BBENEHUS
JIEKCMEIeTOMUIMHOBOM CYyONMMHTBaIBHON TUIeHKH (20 MKT) B MONYJIOTapU(PMUIECKON IIKaJIe.

JlekcMeneTOMIIMHOBAsI CYyOJIMHT BalIbHAS TUICHKA NIpUBeAeHa npumepe 1, cocras 12.

[0026] Ha ®UI". SC u3o0pakeHbl HHAUBUAYAJIbHBIE IPOPUIN 3aBUCUMOCTH KOHLIEHTPALUU
IEKCMENETOMHINHA OT BpPEMEHH Ui BCEX CYOBEKTOB 10 [03aM TIOCJIE€ BBEIEHHS
IEKCMEIETOMUIMHOBOI CyONUHTBaIbHON IUIeHKH (40 MKT) B MOJYJIOraprU(pMHUYECKON IIKae.

JlekcMeneToMIIMHOBAsI CYyOIMHT BalIbHAS TUIEHKA NIpUBeAeHa npumepe 1, cocras 12.

[0027] Ha ®UI". 6 uzobpaxkeHo cpenHee 3HaueHHEe VAS/S 1o cpaBHEHHIO ¢ HOMHUHAJIBHBIM

BPEMEHEM IIOCJIe BBEACHHUS JEKCMENETOMMIUHOBOW cyOnmuHreaibpHON miuenku (10, 20, 40



MKr) u mianedo. JlekcMeneToMuauHOBasl CyOJIMHTBANIbHAS TUIEHKA MpHUBENEeHa npumepe 1,

cocTaB 12.

[0028] Ha ®UI". 7 uzobpaxeno cuctoimueckoe AJl B CTOSUEM MOJIOKEHUU B 3aBHCHMOCTH
OT HOMMHAJILHOTO BpPEMEHH TIOCJIe BBEACHHUS IEKCMEIETOMHIMHOBON CyOJHMHIBaJIbHOMN
mwienku (10, 20, 40 mkr) u mmanebo. JlekcMeneroMuauHOBasi CyOJMHIBajbHAS TUIEHKA

npuseneHa npumepe 1, cocras 12.

[0029] Ha ®UT". 8 uzobpaxkeHo cuctoiaudeckoe AJ] B jekadyeM MOJIOKEHUH B 3aBUCHMOCTH
OT HOMHHAJIBHOTO BpPEMEHH IIOCJIE BBEACHHUS IEKCMEIETOMHIMHOBOH CyOJMHIBaJIbHON
wienku (10, 20, 40 wmkr) u manebo. JlekcMeneroMuauHOBas CyOJMHIBajbHAS IUIEHKA

npuseneHa npumepe 1, cocras 12.

[0030] Ha ®UTI". 9 uzobpaskeHo nuacronndeckoe AJl B CTOSYEM MOJIOKEHUU B 3aBHCHMOCTH
OT HOMHHAJIBHOTO BpPEMEHM IIOC/IE BBEACHHUS IEKCMENETOMHIMHOBOH CyOJMHTBaJIbHON
wieHkd Ha 10 mkr, 20 Mkr u 40 mkr u mane6o. JlekcMeneToMuanHOBasT CyOIMHTBAIbHAS

IUIEHKA puBeaeHa npumepe 1, cocras 12.

[0031] Ha ®UI. 10 wusobpaxeno nuacronndeckoe AJ[ B JexaueM TOJOXKEHUH B
3aBUCUMOCTM OT HOMHHQJIBHOTO BPEMEHHM IIOCJIE€ BBEOEHUS JIEKCMEIETOMHAMHOBOU
cyOnuHrBanbHON mieHKHd Ha 10 Mkr, 20 mMxr u 40 Mkr u ruane6o. JlekcMeneToMuanHOBas

cyOnMHrBaIbHAS TUIEHKA pUBeneHa npumepe 1, cocras 12.

[0032] Ha ®UI". 11 u3zobpaskeHa 4yacToTa MyJibca B 3aBUCUMOCTH OT HOMHHAJIbHOTO BPEMEHH!
TIOCJIe BBEIEHHSI TEKCMEIETOMUINHOBONW CyOnuHrBanibHOM mieHkd Ha 10 mkr, 20 Mkr u 40
MKr U tutanebo. JlekcMeneTroMuaMHOBas CyOJNMHIBaJIbHAs TUIGHKA MpUBeneHa npumepe 1,

cocraB 12.

[0033] Ha ®UI". 12 nzobpakeH MPOLEHT MalueHToB ¢ mu3odpenneli, nocrurmux RASS -1 B
rpynime JieueHus (rpyrmre, moTydaBlIiei B/B JeueHHe JeKCMEeIETOMUINHA THAPOXIIOPHIOM) 110

CPaBHEHUIO ¢ TPyMIoHn mianedo.

[0034] Ha ®UI". 13 uzobpaxkeno cHmwxkeHue nokasarens PEC co BpeMeHeM y MalMeHTOB C
mm3odpenueit B rpymnmne jedeHus: (Tpymnre, MojiydaBinedl B/B JieUeHHE IEKCMEIETOMUIMHA

TUAPOXJIOPHAOM) MO CPABHEHHUIO C IPYMIOH uianedo.



[0035] Ha ®UI. 14 wu3o0pakeHbl MaKCUMajbHbIe HO3bI B/B  JIEKCMEIETOMHIUHA

ruapoxJjopuaa, rnojiy4acMbiC nalqi€HTaMu € LHPISO(I)peHI/IefI JJIA JICUCHUA aKUTalluu.

[0036] Ha ®UI. 15 wusoOpaxena oOwmas BHYTPUBEHHAs 1032 JAEKCMEIETOMUIUHA

ruapoxJjopuaa, noJay4YC€HHas naiue€HTaMu C LHHGO(I)peHHefI AJIA JICUCHUA a’KUTAlluH.

[0037] Ha ®UI". 16 uzobpaskeHa cpeqHsisi KOHUEHTPALHs B r1a3Me (TIr/Mi1) B 3aBUCHIMOCTH OT
(paKTHUECKOTO BpPEMEHHM Yy TMALMEeHTOB ¢ Mmr3o(peHued, MOJy4YaBUIMX JIEYCHUE

ACKCMEACTOMHUINHA THAPOXJIOPHUIAOM.

[0038] Ha ®UI'. 17 uzobpakena cpenusisi koHuentpauus (£ CO) gexcMeneToMuanHa B

Iia3Me OT BPEMEHHU, OTCOPTUPOBAHHAS TIO0 YPOBHIO A03bI (JIMHEHHAS IIKaa).

[0039] Ha ®UI. 18 uzobpakeHa cpenusisi koHuentpauus (£ CO) gexcmeneToMuanHa B

I1a3Me OT BPEMEHH, OTCOPTHPOBAHHAS 110 YPOBHIO 103bI (NOJysiorapudMmdeckast mKana).

[0040] Ha ®UT". 19 noka3zaHo cpeanee m3meHeHue (+ CO) mokasarenst PEC mo cpaBHEHHIO C
UCXOOHBIM 3HAaUY€HHEM Yy TMAUUeHTOB ¢ Mmu3o(peHuel, MOoNydaBIIUX  JIEYCHHE
aekcMeneToMuauHa ruapoxiopuaoM (120 MKr) mo cpaBHEHHIO ¢ OOBENMHEHHOH Tpymnmoi

ruianebo.

[0041] Ha ®UI". 20 noka3ano cpennee npoueHtHoe msmeHenne (+ CO) nmokazarens PEC mo
CPaBHEHUIO C UCXOIHBIM 3HAUYEHHEM Yy MALHUEHTOB C LIM30(ppEeHHel, MOJyYaBIIuX JIeYEeHHEe
AekcMeneToMuanHa ruapoxiopunoM (120 Mkr), mo cpaBHEHHIO ¢ OOBEIMHEHHOH TIPyHIoN

maneoo.

IMTOJAIPOBHOE OIMTMCAHUE CYIITHOCTU M30BPETEHUA
COKPAIIIEHUA

AD: 6one3nb Anblreiimepa;

[IIIK: nnomanb nox KpUBOH;

IMMKyoer: TUIOMIATL TOA KPHUBOW, pacCUMTAHHAs O IMOCJIETHETr0 HAOI0IaeMOro MOMEHTa

BPEMEHU;

Cinax: MaKCUMaJIbHasi KOHLICHTPALIUS B TIA3ME;



KT: xommbrotepHast Tomorpadus,

DPBS: docdarno-conesoii Oydep dynpdexko;
DLB: gemeHuus ¢ tenpuamu Jlepuy;

FTD: n100HO-BHCOYHOE 3a00JIEBAHHE,

HPC: rugpokcurnponuienironosa;

IPD: crauuoHapHbIe OTACICHUS,

MM: MonekyJsipHas Macca,

CBViocr. CpemHee BpeMmsi yIOep:KaHUs, pPacCYMTAHHOE OO [MOCIEAHEro HaOII01aeMOoro

MOMEHTa BPEMEHH,
MPT: MarHUTHO-pe30HaHCHAs ToMorpadus;

MM MHJUTUMETD;

OPD: am0yatopHbIe OTAENIECHUS;

PANSS: mkana onpeaeneHys NOJOKUTENbHBIX U OTPULIATEIbHBIX CHHIPOMOB
PEC: xomnonenT Bo30yxaenus no PANSS

PEO: nomusTUIIEHTJIUKOJIb,

PD: 6onesnb [TapkuHCOHA;

PTSD: nocrrpaBmMaTudeckoe CTPECCOBOE pacCTPONCTBO

RASS: mkana axxurauuu-ceganuu Puamonna

TEER: TpaHC-3nUTEIHATBHOE 3JIEKTPUUYECKOE COMTPOTUBIICHHUE,

Timax: BpEMS TOCTHKEHNSI MAKCUMAJIbHON KOHLIEHTPALIMH B TUIA3ME;

% Macc.: MaccoBO€ NPOLIEHTHOE COZlep KaHNe

OITPEJIEJIEHUA
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[0042] Cnenyer moHMMATh, YTO TEPMHUH IUICHKA» B JAHHOM JOKYMEHTE BKIIIOUAeT B cels
TOHKHME TIUICHKH, JIMCTBl W IUJTACTUHKH, B JOOOH (hopme, BKIIOYAs NPSIMOYTOJIBHYIO,
KBAJPaTHYIO WJIN APYTYIO keraeMyro (gopmy. IlneHka MoxkeT uMeTh 00y HEOOXOAMMYIO
TOJIIMHY W pa3Mep, TakuM o0pa3oM, 4YTO OHAa MOXKeT ObITh YOOOHO CyOJMHIBAJIBHO
pasMemeHa y manueHTa. Hampumep, MieHka MOXKET NPencTaBisiTh COOOH OTHOCHUTENIBHO
TOHKYI0 IUIEHKY, HMMEKIIYI TOJIIHUHY OT OKO0Jo 20 MuKpoMeTpoB A0 okojo 200
MHUKPOMETPOB, WJIM MOKET ObITh HECKOJIBKO 00Jiee TOJNICTOMN TUIEHKOH, UMEIOIIeH TOJIIHHY OT
okono 20 mukpomerpoB 10 okosno 1000 muxpomerpoB. B omnpeneneHHbIX BapuaHTax
OCYINECTBJICHHUsS] M300peTEeHUs] IJIEHKA MOKET MPEnCTaBjsiTh COO0OH elne Oojiee TOJCTYIO

IUIEHKY, HalpHMep, IMEIOIIYI0 TOJNIIHHY Ooee ueM 0KoJo 30 MIJUIUMETPOB.

[0043] Mcnonb3yemass B HaHHOM JOKyMeHTe (pasa «BOAOPACTBOPUMBIA MOJHMEP»
oTHOcUTCsl K (1) mMONMMepy, KOTOPBIA MO MEHbIIEeH Mepe YaCTUYHO PAacTBOPUM B BOIE, H
JKEJIATEIbHO TOJIHOCTHEO WJIM MPEHMYINEeCTBEHHO PAacTBOPUM B Boje, W/wiH (il) moimmep,
KOTOpBIN noryomaeT Boay. [lonumepsl, KOTOpble MOTJIOINAKT BOAY, YIOMHHAIOTCS B JAHHOM
IOKyMEeHTe Kak BojoHaOyxaromme mnoiuMepsl. llomxopsigue mMOMMMepsl BKIFOYAKOT
MOJIMMEPBI, KOTOPBIE SIBJISIFOTCS] BOAOPACTBOPUMBIMU MPU KOMHATHOW TemriepaType U Jpyrux
TEMIIEPaTypax, TAKUX KaK TEMIIEpaTypbl, MPeBbILIAIOIINEe KOMHATHYIO TemnepaTypy. Kpome
TOrO,  MOAXOASINME  MOJUMEPbI  BKJIKOYAIOT  IOJUMEPBbI,  KOTOpPbIE  SIBJISIFOTCS
BOJIOPACTBOPUMBIMU TIPU JaBJIEHUSIX MeHee aTmocdepHoro nasieHus. JKenaTrenbHo,
BOZOHA0YXAIOLIHE TOJMMEPBI HIMEIOT MOTJIOIEHHE BOABI IO MeHbIIeH Mepe 20 IPOLEHTOB IO
Macce, HampuMmep TMOTJIOLeHHe BOAbI 25 wiu Oosiee MpPOIEHTOB. B OmHOM BapuaHTe
OCYLIECTBJICHHUsI TUICHOYHBbIE COCTaBbl COXEp’KaT OAMH wWiu Oojee BOJOPACTBOPUMBIX
MIOJIMMEPOB, KOTOPBIE CIIOCOOCTBYIOT PACTBOPEHHIO IUIEHKH MPH KOHTAKTE C JKUAKOCTSIMH

TIOJIOCTH PTa.

[0044] Tepmunbl «COCTaB» U «KOMIO3ULMS» HUCHOJNB3YIOTCA B3aMMO3aMEHSEMO, 3a
UCKJIFOUEHHEM TeX CJIy4aeB, KOIrZAa sIBHO MOAPa3yMEBAeTCs, 4YTO OHM HUMEKT pas3HbIe

3HA4YCHUA.

[0045] Tepmun «(papmaneBTuiecKu MIPUEMIIEMBIN HOCUTEJIb» OTHOCUTCS K
(bapMakoIOrHuecKl HHEPTHOMY BEILIECTBY, KOTOPOE MOJKET HCIIOJIb30BAThCSI B KAueCTBE
Hocutensd.  Mcnone3yemblii B JAHHOM  JOKYMEHTE  BBIPDAXKEHHE  HOCUTENbY U
«BCIIOMOTATEJIbHBIE BELIECTBA» HCIOJB3YKOTCS B3aUMO3aMEHSIEMO, 33 MCKIIOYEHUEM TeX

CJIy4acB, KOrga ABHO MOAPAa3yMEBAIOT PA3HBIC 3HAYCHUA.
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[0046] Mcnonb3yeMblii B AAaHHOM JOKYMEHTE€ TEPMHH «MOHOJIUTHBIN» B KOHTEKCTE
IJIEHOYHON KOMMO3ULIMM OTHOCUTCS K OJHOCIOMHON MOJIMMEPHON TUIEHKE B BUJI€ MJIEHOYHOMN
MaTpPULbl «IU1aedo» WM coaeprkallell JIeKapCTBEHHOE CPEeACTBO IUIEHOYHOH MaTpuibl B
HEKOTOPBIX ACMEKTax MOHOJIUTHAsI IUJIEHKA UCIOJB3YETCS MPU MPUTOTOBJIEHUU IUJIEHOYHOU
KOMITO3ULIUM € MHKPOPA3MEIIEHHOW MAaTpULel JIEKapCTBEHHOIO CpPEACTBA B KA4deCTBE

IPOMEKYTOYHOT'O NMPOAYKTA IUIEHKH ¢ MaTpuLiel 0e3 JIeKapCTBEHHOTO CPENICTBA.

[0047] Vcnionb3yemblii B JAHHOM TOKYMEHTE TEPMUH «IO3MPOBaHHAs (pOpMa» OTHOCHUTCS K
IUICHOYHOM KOMIIO3MLIMM B YacTH, KOTOpas MOCTAaBJSE€T OAHY AO03Y, NPHU OJHOKPATHOM

BBEJICHUH CyOBEKTY.

[0048] TepmuH «caMOMOAAEpPKUBAIOLIAS» O3HAYAET 4YTO IUICHKU B JAHHOM JOKYMEHTE
MOJAEPKUBAIOT CTPYKTYPHYIO LEIOCTHOCTh MpH OOpalleHny ¢ HUMU Oe3 HeoOXOIUMOCTH B
3amuTHOM ciioe. [Ipenmonaraercsi HaTUINe HEKOTOPOW MMOKOCTH TIJIGHKH, U OHA MOKET OBITh

JKeJIaTeJIbHOMN.

[0049] Tepmun «pacTBOPAIOLIASCSA» O3HAYAET YTO IJIEHKHM B JAHHOM JOKYMEHTE, JIETKO
pacnajaroTCs, HAMPUMeEp, MO MEHbIIEH Mepe B Te€UE€HUE OKOJIO 20 MUHYT MOCJe MPUMEHEHUs
Ha CJIM3UCTOM obonouke mojsocTu pra. PacmageHue mocturaercs ¢ MOMOINBIO CIFOHBI H/HUIH

APYTUX BOIHBIX CPeJl Ha MMOBEPXHOCTU CIU3UCTON OOOJIOUKHY.

[0050] Tepmun «Oe3 cyliecTBEHHOH cemalu» W TOMY MOAOOHOE O3HAYAET, YTO MALUEHT
HCIIBITBIBAET YPOBEHb CEAALMM, HE MPEBBIIAKOLINN YPOBEHb 3 MO IKaje cemauuu Pamces.
YpoBenb 3 03HayaeT, YTO MALMEHT YCMOKOEH, HO OTBE€YaeT Ha KOMaHIbl. B HEKOTOpbIX
aCIIeKTax ACKCMCACTOMUIAWH MOXKET HO3HUPOBATHCA IJIA AOCTHXKEHUA OLCHKU -1 (nencaﬂ

cemanus) mo mkajie axuramuu-cenammu Puamonna (RASS).

[0051] Mcnonb3yeMblil B JaHHOM JOKYMEHTE TEPMHH «OKOJIO» O3HA4aeT IUIOC WU MUHYC

10% oT yxa3aHHOrO YHUCIOBOrO 3HAUEHHUS.

[0052] Mcnonb3yemass B OaHHOM JOKYMeHTe (pasza «pacroioKeHHBbIH B TMOJUMEPHOM
MaTpULIE» O3HAYAET, UYTO NEKCMEICTOMUANH WIH ero (papMalleBTHYECKH MpUeMjieMasi COJb
BKJIFOUEHA HEMOCPEICTBEHHO B pAacTBOp MNoOJuUMepa Imepen oOpa3oBaHMEM IUIEHOYHOH

KOMIIO3ULIUM C TBEPAOU MOJUMEPHON MaTPULIEH.

[0053] Mcnonb3yemass B 1aHHOM JOKyMeHTe (ppa3a «pa3MelIeHHbII Ha IOBEPXHOCTU

HOHHMepHOﬁ MaTpulbD» O3HAYACT, YTO ACKCMCACTOMUAUH WU €Tr0 (l)apMa]_IeBTI/I"IeCKI/I
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npUemMJieMasi COJIb COCTAaBJIEHbl B BUJE JKUAKOM KOMIIO3MLIMM, OTAEJIBHO OT MPUTOTOBJIECHUS
TBEPAON MOJMMEPHON MaTpUILIBL, U OHA Pa3MellleHa Ha TBEPAOM MOJMMEpe, HapuMep B BUIE
OJHOTO MK OoJiee MUKPOpa3MELIeHNH, Tie OHA BbIChIXaeT. BricylmeHHsIi npenapat uHOraa
YIOMMHAETCSl B JAHHOM JOKYMEHTE KaK «IUIEHKa C MHKPOPa3MEIEHHON MaTpHuLei».
JlekapCTBEHHBIH JKUIKHIA COCTAB MOXKET HAXOMUTHCS B JIOOOW (hopMme, BKIIOUAST TAKYHO Kak

pPacTBOP, SMYJIbCHUS, CYCIIEH3Usl WIH JUCTIEPCHUS.
ITJIEHOYHBIE KOMITO3UIINHN

[0054] Hacrosimee  m3oOperenune  OTHOCHTCS K (apMAaleBTHYECKHUM  IUICHOYHBIM
KOMIIO3ULUSM, COEPIKALUM WM COCTOSIIIUM IO CYIIECTBY U3 AEKCMENETOMUIMHA UJIH €ro
(dapManieBTHYECKH TPUEMIIEMOI COJIM, B KaueCTBE AaKTUBHOTO areHTa, MOJHMMEPHOro
KOMIIOHEHTa M HeoOs3aTeNbHO ONHOrO WM Oosee  (papMauneBTHUECKU MPUEMIIEMBIX
Hocuteneil. OmnucaHHBbIE TUIEHOYHBIE KOMIIO3HIMK UMEIOT JKeJlaTelbHble (PYHKIHOHAIbHBIE
aTpuOyThl 1l CYyONMHIBAJIbHOTO BBEACHUS. B 4WacTHOCTH, BpeMsl pacrafeHus MICHOYHBIX
KOMIIO3UIIMM TakoOBO, 4YTO OPOMYyKO3ajbHasi JOCTaBKa JAEKCMEAETOMHUANHA WIH €ro
dapmanieBTHYECKH TpUEMIIEMOH coiu sBisgeTcss 3()(EeKTUBHOM A OBICTPOrO JICUEHHS
axuTanuu y cyobekra. Hanpumep, ruieHOUHbIE KOMIO3ULIUK MOTYT TPAaAULIMOHHBIM 00pa3oM
pacmanaThCsi MOJHOCTBIO CYOJIMHTBAJIbHO B TEUYeHHE OT OKoyio 15 cexkyHn nmo okxojo 180
CexyHJ, Hanpumep oT okoso 30 cexynna 1o okoso 180 cexkynn, Bkimrouast okosno 120 cexyHn.
Bpemsi pacnaneHus B TedeHHE NMPHONM3UTENBHO STOTO MHTEPBAjJa BPEMEHHM CHOCOOCTBYET
ONTHMAJIbHOH CYOJMHIBAJbHOM JOCTABKE JIEKAPCTBEHHOT'O CPEACTBA U ONTHMAJIbHOMY

HavaJly NeWCTBUS JIEKAPCTBEHHOT'O CPEICTBA.
AKTUBHBIA areHT

[0055] [excmeneTromuauH UMeeT Ha3BaHUe HIOITAK (+) 4-(S)-[1-(2,3-
numetundenmn )t |- IH-umunazon. IMockombky MOHOTUPOXJIOPUTHAS COJb
NPENMYIIECTBEHHO UCTIONB3YETCS B Ka4eCTBE MperapaTta JJIsl Ceally MalueHTOB BO BPeMsI
JICYEHUS B YCIIOBHUAX WHTEHCUBHOW TEPANUM WM JIJI CEAAUU MAlEHTOB O W/ WM BO BPEeMs
XUPYPTUYECKUX M APYrux mpouenyp. Takoe nexapcTBEHHOE CPENCTBO B HACTOSLIEE BPEMs

MPOJAETCS MO 3aperucTpupoBaHHbIM TOProBbiM HazBaHueM «KPRECEDEX».

[00S6] DPapmaneBTHYECKH T@PUEMJIEMbIE COJMM  AEKCMEAETOMUANHA, KOTOpPbIE MOXKHO
WCIIOJIb30BaTh B IJIEHOYHBIX KOMITO3ULUSAX, PACKPBITBIX B JAHHOM JOKYMEHTE, BKJIKOYAIOT B

OCHOBHOM JIFOOYIO MOAXOMSIIIYIO COJIb, KOTOpast Obuia mwin Moxket ObiTh onobpena FDA CIITA
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UK APYTUM NOAXOAALNUM UHOCTPAHHBIM WJIN MECTHBIM ar€HTCTBOM IJId BBCACHUSA YCIIOBEKY.
Heorpannuuparomye npumepbl MNOAXOAALIMX (papMaleBTUUECKH TNPHEMIIEMBIX COJeH
BKJIFOUAKOT COJIN HCOPraHN4CeCKHUX KHUCJIOT, TAKHUX KakK XJIOPUCTOBOAOPOAHAA,
OpOMHCTOBOIOPOAHAS, a30THas, yTOJIbHAS, MOHOTHIPOYTOJIbHAS, docdophas,
mMoHoruapodocdopras, muruapodochopHasi, cepHasi, THAPOCEPHAs] U HOTUCTOBOAOPOIHAS
KucioTa. Jlpyrie mpumepsl BKJIFOUYAIOT COJIH, MOJYyYSHHbIE U3 HETOKCHYHBIX OPraHUYECKUX
KHCJIOT, BKJIFOYash YKCYCHYIO, MPOIMHMOHOBYIO, H30MAC/SIHYIO, MAJIEHHOBYIO, MAaJIOHOBYIO,
OeH30liHyI0, SIHTapHYI, CyOepuHOBYIO, (yMapoBYIHO, MOJIOYHYIO,  MHHIAJbHYIO,
(dTanenHoBy0, OEH30JICYIb(QOHOBYIO, M-TOJYOJICYJIb(QOHOBYIO, JUMOHHYI), BHUHHYIO U
METAHCYJIb()OHOBYIO KHCJIOTBHI, WM KOMOWHAIIMU COJiel 3TUX KHUCJIOT. [Ipumepsl coei
BKJIFOYAIOT JEKCMEOCTOMUIHA THUAPOXJIOPUI, ACKCMEeOAeTOMUANHA FI/IZ[pO6pOMI/II[,
IEeKCMEIeTOMHIINHA CYIb(]ar, JeKCMEIEeTOMUINHA CYIb(OHAT, nekcMeneToMuanaa ¢ocdar,
ACKCMECACTOMHUINHA HUTPAT, ACKCMCACTOMUIANHA q)OpMI/IaT, ACKCMCACTOMUANHA LUTPAT,
IEeKCMEeNeTOMHINHA TapTpaTr, IEKCMENeTOMHIMHA MajaT, NeKCMEAEeTOMUAMHA OeH30aT,
IEeKCMEeNeTOMHNHA CAUIMIIAT, NEKCMEAETOMUANHA ackopOar wiu ToMmy mnopoOHbie. B
APYTUX BapHUaHTax OCYLICCTBJIICHUSA B IIJICHOYHYH) KOMIIO3UIIUKO MOTYT 6bITb BKJIFOUCHBI
nelTepupoBaHHble (OPMBI AEKCMENETOMUINHA WMJIH €ro (papmManeBTUYeCKU HpUEMIIEMON

COJIN.

[0057] [Mekcmeneromuaud wiau  ero  ¢apMaLeBTHYECKH IpuemsieMas COJib  MOTYT
TPaAULMOHHO conepkaTh oT okojio 0,01% nmo okono 50%, nanpumep ot okono 0,05% nmo
okoJ10 30%, Hanpumep, ot okoo 0,05% no okono 20%, Hanpumep ot okoJo 0,05% 1o okono
3% wmacc./macc. (Macc./Macc.) B mepecuere Ha OOMIYI) MAcCCy IJIEHOYHOW KOMITO3HMLIUU IO
cyxoi macce. OnHaKo cienyeT MOHUMATh, YTO KOI'Za IMJIEHOYHAs KOMIIO3ULIUS MPEICTaBIsIeT
cO0OM TJIEHKY ¢ MHUKPOpPa3MEIeHHOW MaTpuliel, macc./mMacc. % MEKCMENeTOMHUINHA WU
(apManieBTUYECKH IPUEMIIEMON COJIM MOKET BAPHHPOBATDH OT BBILICYTIOMSHYTBIX MPOLICHTOB
B 3aBUCUMOCTH OT OOIIMX pa3MepoB (U, CIEIOBATEIbHO, OOIIEH MAaCcChl) KAKIOW €IMHUYHOM

JO03bI IIJICHKH.

[0058] B onHOM acriekTe NeKCMENEeTOMHIMH U ero (papMaleBTHYECKH MpUeMiIeMasi COJb
MOTYT MPUCYTCTBOBATH B KONIMYECTBE OT OKOJIO 0,05 MKT A0 OKk0y10 3 MKT Ha Kaxabie 100 Mkr

0o01Ie Macchl eNMHUYHON A03bI [IJIEHOYHOH KOMIIO3ULIUH.

[00S9] IIneHouHBIE  COCTaBbl, ONHCAHHbIE B  JaHHOM  JOKYMEHTE,  COAEp:KaT

JIEKCMEIETOMHIINH UIIH ero (papMarneBTHYeCKu MPUEMIIEMYIO COJb TUOO (1) pacrosokeHHbIe
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BHYTPU NOJMMEPHON MaTpuubl, JuO0 (1) pasMelleHHble Ha IOBEPXHOCTH MOJMMEPHON

MAaTpHIIbI, HAPUMED Ha MOBEPXHOCTH IUIEHKHU «IU1aLedoy.

[0060] Kpome Toro, nekcMeneTOMUANH WK ero papMaleBTUYECKH pUemMieMasi CoJib MOTYT
ObITh BKJIIOYEHBI B BHJE YaCTH IUIEHOYHOW KOMIIO3MLIMM B MacKupymouei Bkyc ¢opme. B
5TOM BapHaHTE OCYINECTBJIEHUS YACTUI[bI JEKAPCTBEHHOTO BEIECTBA MOTYT OBbITh MOKPBITHI
00OJIOYKOW WJIM TPaHYJHPOBAHBI BKYCOOOPA3YIOIIMM AareHTOM, HAmpuMep TMOJHMEpPOM,

MAacJIOM HJIA BOCKOM.
ITonumepHbIl KOMIOHEHT

[0061] ITonuMepHBIT KOMIIOHEHT COCTOUT W3 ONHOro WM Oojiee BOIOPACTBOPHMBIX
MOJIMMEPOB. HOJ’II/IMepHHﬁ KOMITOHCHT TMPUCYTCTBYET B MJIEHOYHOH KOMIIO3UIIUH B
AOCTATOYHOM KOJIMYECTBE i OOECIHEdEeHUs] pacHafeHHsl BIOCIEACTBHH O0pPa30BaHHON
IUVICHOYHON MATpPHULbI HAa CIM3UCTOH OOONOYKE MOJOCTH PTa B MpeAenax MOAXOSIIEro
MHTEpBaJIa BpEMEHH, HanpuMep odecreunBasi BO3MOXKHOCTh TUIEHOYHON MaTPHIIE MOJHOCTHEO
pacnazatbcsi depe3 Ookono oT 15 cexynn no okono 180 cexyHpn, Hampumep oT okoso 30
cekyHa 10 okosno 180 cekyHna, Bkiowas okono 120 cexynn. Hacrosmee nzobperenue
OTHOCUTCsA K IUICHOYHBIM KOMIO3ULUAM, COACpXKAIIUM TII0 MEHbIIIeH MEpE OAUH
BOZOPACTBOPUMBIN MOJUMEDP, KOTOPBIM AAET IUIEHKU C AOCTATOYHONW MPOYHOCTBIO IUIEHKU
(T.e. camomnoAePKUBAKOLINECS) M ¢ OBICTPBIME NPOQWIAMHU pacnafieHus. B omHOM acrekre
HACTOSIIIEro M300peTeH sl MOJMMEPHBI KOMIOHEHT COCTOMT W3 OJHOTO BOIOPACTBOPHMOTO
nonuMepa. B apyrom acmekre mHONMMEpHBII KOMIIOHEHT COCTOMT M3 JABYX WiIH Ooiee
BOAOPACTBOPHUMBIX IIOJIUMEPOB, BKJIHOHAas ABa WU Ooee OOWHAKOBBIX BOHOPACTBOPHUMBIX

MOJIMMEPOB, UMEHOIIUX PASHBIC MOJICKYJIAPHBIE MaCChI.

[0062] Korna oHM TpUCYTCTBYIOT B OAHOH min Ooyee Kamenb IeKCMeNEeTOMUIAMHOBOM
KOMITO3HULIMK, KOTOPasi pa3MelleHa Ha MOBEPXHOCTU MOJMMEPHON NMOMJIOXKKH, MOJIUMEPHBIN
KOMIIOHEHT  MOXKET, HampuMmep, COCTOSTb U3  BOAOPACTBOPUMOIO  IMOJMMEPA
TUIPOKCUNIPONMIILIEIIIFOJIO3BI, XOTsI TAK)KE PACCMATPUBAIOTCS Pa3JINYHbIE BOAOPACTBOPUMBIE
MOJIUMEPBL, KaKk ONUCAaHO B JAHHOM JOKYMEHTE Jajnee B OINPEACNCHUH «IepPBbII
BOAOPAaCTBOPUMBIA MOJUMEP» M «BTOPOH BOAOPACTBOPUMBIN nonumepy. Hampumep,
MOJIUMEPHBII ~ KOMIIOHEHT  MOXET  COCTOSTb M3 OJHOW, JBYX  HWIM  Tpex
TUAPOKCUNIPONMIILIEIUIFOJIO3, UMEKOIINUX PA3JIUYHbIE MOJIEKYJIAPHbIE Macchbl. MoOJeKkysipHbIe

MAaCChI PA3JIMYHBIX THAPOKCHUIIPOMUIILEIIIIOJI03 MOT'YT TPAAULMOHHO HAXOAUTBHCA B ANAIIA30HE
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ot (i) menee yem okoso 60 000 manbToH (Hampumep, oT okojo 5000 manbTOH O OKOJIO
49 000 maneroH), (i1) ot okoio 90 000 ganbroH 10 Oko0 200 000 manmbToH U (ii1) OT OKOJIO
200 000 manbroH no okoso 500 000 manmpToH. JIBe muu OoJjiee THAPOKCHUIIPOIHIILIEIUIIONO3
MOTYT CMEIIMBaTh B JIFOOOM TMOAXOMSIIEM COOTHOIIEHHM MJisi JOCTHIKEHHS JKeJlaeMOil
BA3KOCTH, ONPENENAeMON KalelbHbIM METOAOM. Bs3KOCTb pacTBOpa WM CyCHEH3UU
KOMITO3ULIUM J€KCMENETOMUNHA MOTYT H3MEpPATb C MCIOJb30BAHUEM BHUCKO3UMETPA
Bpykdunbaa ¢ aganrepom mjis HeGonbux 0Opasios npu Temreparypa 25°C, 1 oHa MOKET
HaXOAUThCA B Auana3zoHe ot okoyio S5 cll no okono 3700 cIl. Hampumep, BA3KOCTb MOMKET
HaXOAUThCs B nuamna3oHe oT okoJo 5 cll mo okomo 500 cll, ot okono 6 clIl go okoio 200 clIl,
ot okoJio 6 cll no okono 100 cIl unm ot okono 6 cIl no okono 50 cIl. B ogHOM acnekre
HACTOSIIETO  M300peTeHUsT  BA3KOCTh ~ PacTBOpa  WMJM  CYCHEH3UU  KOMIIO3HIIMU
JNEKCMeNeTOMUANHA cOoCTaBisieT OT 0koJio 6 cIl no okono 20 cIl npu 25 Cu CKOpPOCTb CABUrA

okojio 7 (1/c).

[0063] Korna oH mnpucyTcTByeT B MOHONHMTHOH (T. e, mianebo Wiu comepkaiiei
JIEKaPCTBEHHOE CPEZICTBO) IUICHKE, MOJIMMEPHBIH KOMIIOHEHT MOXKET, HAIIPUMED, COCTOSITh U3
OJTHOT'O BOAOPACTBOPUMOTIO MOJIUMEPA MK JIBYX PA3IMYHBIX BOIOPACTBOPUMBIX IOJIMMEPOB.
Korma npucyTCTBYIOT JABa pa3iUYHBIX BOAOPACTBOPUMBIX IOJNUMEpPA, OAMH U3
BOJIOPACTBOPUMBIX ~TOJMMEPOB MOXKET BKJIOUaTh B ce0s TOT k€ TOJHMEp, HO
NPUCYTCTBYIOIIMHA B TOJUMEPHOM KOMIIOHEHTE B BHIE KOMOWHAIMM Pa3IHMYHBIX
MOJIEKYJISIpHBIX Macc. Hanmpumep, nmonumMepHblii KOMIOHEHT MOXKET COCTOSITh U3 OHOM, IBYX
WIN TPeX TUAPOKCUITPOIUJILIEIIIION03, UMEIOIUX Pa3Hble MOJIEKYJISIPHbIE MACChI, XOTS TaKXe
paccMaTPUBAIOTCS PA3IMYHBIE BOJOPACTBOPHMBIE TIOJMMEpPBI, KaK OMHCAHO B JIaHHOM
JIOKYMEHTE HHKE, B COOTBETCTBUU C ONPENETICHUEM IIePBbI BOIOPACTBOPUMBIH MOJUMEPY U
«BTOPON BOJOPACTBOPUMBIN MOJMMEP», TAaKOW KaK IOJMATUIECHOKCHUI. MOoneKyspHble
MacChl PA3JIMYHBIX TUAPOKCHIPONUILEIUIIONO03 MOTYT TPAIULMOHHO BapbupoBaTh OT (1)
okojio 5000 mameToH 1Mo okoyio 49000 nmaneToH, (ii) oT okono 90 000 mambTOH O OKOJIO
200 000 manbToH u (iii) oT okojo 200 000 gansToH 10 0kojo SO0 000 manbTOH (HampuMep, OT
okojo 300000 gmameToH g0 okoio 450000 pmampron).  JlBe wnm  Oornee
TUAPOKCUIIPOITMIILIEIUTION03 (HAIPUMED, TUAPOKCHITPONMIILEIUTIONO3bI ¢ HU3KOW M BBICOKOM
MOJIEKYJISIDHOH Maccoif) MOryT ObITh CMeIIaHbl B JIEOOOM MOIXOASIIEM COOTHOLICHUH IS

JOCTHIKCHUSA KEJIA€MbIX CBOWCTB IIJIEHKH.
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[0064] Korna oH mnpuCyTCTBYeT B KOMIO3MLIMH C MOHOJHTHOW (T. €., ruanebo wim
cozieprKalieil JIeKApCTBEHHOE CPEACTBO) IUICEHKOH WIM MaTpuleldl C MHKPOpa3MeIleHHOM
IUIEHKOW, MOJUMEPHBIH KOMIIOHEHT MOKET TPAAMLMOHHO COCTOSITh M3 ONHOro Wi Oonee
BOJIOPACTBOPUMBIX MOJMMEPOB, UMEIOIINX MOJEKYJSIPHYIO Maccy MeHee uem okoso 60 000
nanbTOH (Hampumep, oT okosio 5000 manbToH A0 Ookojo 49 000 HanmbTOH), W/HIH OT OKOJIO
90 000 manbToH mo okoso 200 000 manbToH, W/mwnu OT O0Kkojo 200 000 majJbTOH IO OKOJIO
500 000 manpToH (Hampumep, ot okojo 300 000 manpToH 10 okoJyio 450 000 manvToH). Korna
TaKXKe MPUCYTCTBYET CTPYKTYPHO OTJIMYHBIN BOAOPACTBOPUMBIH MOJMMEDP, OH OOBIYHO MOXKET
uMeTh Ooyiee BBICOKYIO MOJIEKYJISIPHYIO MacCy, HampuMep MOJIKYJISIPHYIO —Maccy,

npesplmariy 0koiao 500 000 gansToH.

[0065] B cBszanHOM acriekre M300peTeHHe OTHOCUTCSA K (hapMaleBTHUECKUM IUIEHOYHBIM
KOMIO3UIMSIM, comepxamuM: (1) JeKCMENeTOMUIMH Wid ero  (apMaleBTHYeCKU
npueMyIeMyr0  conb;  (i1) TOJMMEPHBIH  KOMIIOHEHT, COCTOSAIIMA M3  MEPBOTO
BOJOPACTBOPUMOTrO MOJIMMEPA, UMEKOLIEr0 MOJIEKYJIPHYIO Maccy MeHee deM okoso 60 000
nanbToH (Hampumep, ot okojio S000 mambToH 10 0kojI0 49 000 nambTOH), U OOUH WU Ooyee
BTOPBIX BOAOPACTBOPHMBIX MOJUMEPOB, UMEIOIINX MOJIEKYJISIPHYIO Maccy OoJiee 4eM OKOJIO
60 000 manbTOH, M HeoOs3arenpHO (1i1) ogMH WM Oosiee (apMaleBTHUECKH NMPUEMIIEMBIX

HOCUTEJIEN.

[0066] B npyrom cBs3aHHOM acrekTe H300pETeHHe OTHOCHUTCS K (papmaneBTHYECKUM
TUIEHOYHBIM KOMITO3HULIMSIM, COCTOSIIIMM IO CYINECTBY u3: (i) JEKCMENEeTOMUAMHA WA €ro
dapmaneBTHYeckr mpueMieMoi comu; (ii) MOJMMEPHOrO KOMIIOHEHTA, COCTOSIIIEro W3
NIEPBOTO BOJOPACTBOPUMOTO MOJIMMEPA, UMEFOIIEro MOJIEKYJIIPHYIO MAacCy MEHee YeM OKOJIO
60 000 maneToH (Hampumep, ot okoyio 5000 manbToH M0 okoyo 49 000 manbTOH), U OTHOTO
win Oosee BTOPBIX BOJOPACTBOPUMBIX TOJIMMEPOB, MMEIOLINX MOJEKYJSIPHYIO Maccy Oolee
yeMm okojio 60 000 manbToH, u Heobs3aTenbHO (iii) omHoro wim Oosee (hapMareBTHUECKH

MPUEMIIEMBIX HOCHUTEJIEH.

[0067] B eme omHOM acmekre M300peTeHHE OTHOCHTCS K (papMalleBTHYECKHM IUIEHOYHBIM
KOMITO3ULIMSIM, cOcTOSIIUM  m3: (1) AEKCMeNeTOMHUAMHA WM ero  (papMareBTHYECKH
npuemjieMolr  comu; (i1) TIONMMEPHOTO  KOMIIOHEHTAa, COCTOSIEr0 W3  IEPBOTrO
BOZIOPACTBOPUMOTrO MOJIMMEPA, UMEKIIEr0 MOJIEKYJIPHYIO MacCcy MeHee yeM okoso 60 000
nanbToH (Hampumep, oT okoyio 5000 manbToH m0 okoio 49 000 manbTOH), U OAHOTO WJIH

Oonee BTOPBIX BOAOPACTBOPUMBIX MOJIMMEPOB, NMEIOIIUX MOJEKYJIAPHYIO Maccy Ooinee deM
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okoio 60 000 mampTOH, M HeoOs3aTenpHO (1i1) omHOro miau Oojee (apMaleBTUYECKH

MPUEMIIEMbBIX HOCHUTEJIEH.

[0068] ITpumepsr ogHOro mnu Oosiee MEPBBIX BOAOPACTBOPUMBIX IMOJUMEPOB BBIOpAHBI U3
Ipynmel, cocrosimed u3 rugpoxcunponuinesnonossl (HPC), ruapokCHITUIILENIIONOo3s,
ruapokcunponmMeTiinesnoio3bl (HPMC), kapOOKCHMETHIILEIUTIOI03b], METHIILIEJITIONO03bI
U UX CMeCeH, BKJIIOYas CMECH OAHOrO U TOrO XK€ MOJUMEpPa, HUMEIOLIEro pPa3v4HbIe

MOJIEKYJIIPHBIE MACChL.

[0069] TTpumepsl onHOro WU OOJiee BTOPBIX BOJOPACTBOPUMBIX IMOJMMEPOB BBIOpAHBI W3
IPyHNblL, COCTOSIIEN W3 TUAPOKCUMNPOMUIILEIIIIONO3b], THAPOKCUIIPONUIMETHILEIIFOIO3BI,
TUAPOKCUSTHIILEIUTIOJIO3b], KapOOKCUMETHIILEIUTIONO3b], METHIILEIUTIONIO3bl U UX CMeceH,
BKJIFOYasi CMECH OJJHOTO U TOIO K€ MOJUMEpPa, MMEKLIEro pa3Hble MOJIEKYJISIPHBbIE MACChL
Hommstunenokcun (PEO) Takke MOXET NPUCYTCTBOBATH MO TAHHOMY AOKYMEHTY Kak
BTOPOH BOJOPACTBOPUMBIH MMOJUMEP, HJIM OH MOXET OBITh OINHCAaH OTHAEJIbHO HIDKE B
dapManieBTUYECKNX TUIEHOYHBIX KOMITO3ULMSIX B KauecTBe mnpuMepa (apMaleBTHYECKH

MNPpUEMIIEMOIO HOCUTEJIA UJIH, Oonee KOHKPETHO, B BUAC MYKOAAT€3MBHOI'O arcHra.

[0070] B onHOM BapuaHTE OCYILIECTBJIEHUS MacCOBOE€ COOTHOILICHHE YKA3aHHOI'O IMEPBOrO
BOJIOPACTBOPHUMOTrO IOJIUMEPA K YKA3aHHOMY(-bIM) BTOPOMY(-bIM) BOAOPACTBOPUMOMY(-bIM)
nojumepy(-am) (Bwiouas PEO, mpu Hamuuuu ero B IUIEHKE) BO BCEH IUIEHOYHOU
KOMITO3ULIUM COCTaBJsieT OT OKoJo 2:1 no okoso 1:50, Hampumep ot okono 1:1 g0 okomno
1:40, Bkmrouas oxkojyo 1:1, 1:2, 1:3, 1:5, 1:5, 1:6, 1:7, 1:8, 1:9, 1:10, 1:11, 1:12, 1:13, 1:14,
1:15, 1:16, 1:17, 1:18, 1:19, 1:20, 1:21, 1:22, 1:23, 1:24, 1:25, 1:26, 1:27, 1:28, 1:29, 1:30,
1:31, 1:32, 1:33, 1:34, 1:35, 1:36, 1:37, 1:38, 1:39, 1:40.

[0071] B nOnOMHUTEIPHOM BapUaHTE OCYLIECTBJICHUS MAacCOBOE COOTHOLIEHHUE YKAa3aHHOTO
MIEPBOTO BOJIOPaCTBOPUMOTO noJiuMepa K  yKa3aHHOMY(-bIM) BTOPOMY(-bIM)
BOZOpacTBOpUMOMY(-bIM) monumMepy(-am) (Bkiarouas PEO, npu ero Hanmu4yuu B TUIEHKE) BO
BCEH INICHOYHOM KOMIIO3UIIMU COCTaBJIsieT OT okojo 1:10 go okono 1:30, ot okomo 1:15 no
okono 1:25 nnmu ot okxono 1:15 no okono 1:20. B onpeaeneHHbIX acnekTax COOTHOLIEHUE OT

okoJo 1:15 o okono 1:20 obecneunBaer OnaronpusaTHbIE PyHKUHMOHATIBHBIE S3PPEKTHI.

[0072] IIpumepsl APYruX BOJOPACTBOPUMBIX MMOJHMMEPOB, KOTOPBIE MOTYT OBITh BKJIFOYEHBI B
IUIGHKY C MEPBbIM BOAOPACTBOPUMBIM TOJUMEPOM/BTOPBIM BOAOPACTBOPHUMBIM TOJIMMEPOM

WIN 3aMeHsTh Takoi(-ue) mnojuMep(-bl), BKJIIOYAIOT NOBHUIOH (TIOJIMBUHUJIIUPPOIHUIOH),
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KOMOBUIOH (comosumepbl N-BHHUJI-2-MUPPOJMIOHA M BHHMJIALIETAT), IOJUBUHUIOBBIN
CIUPT, NOJUITUIIEHIIUKOJIb, MTOJUAKPUIIOBYIO KUCJIOTY, METUIIMETAKPUIIATHBIE COMIOJIUMEPHI,
KapOOKCHBHMHUJIOBBIE COMOJIMMEPHI, MOJUAEKCTPO3Y, MYyJUTyJIaH, KapOOKCUMETUIILEIUIIONO3Y,
albrMHAT HATPUs, XWUTO3aH, KCAHTAaHOBYIO KaMellb, TParakaHTOBYK) KaMelb, I'yapOBYHO

Kamelb, 'yMMHapaOuK, apaBUHCKYIO KaMelb, KpaxMaJl, KappareHaH, )KelIaTHH U UX CMECH.

[0073] BonopacTBOpuMBIH  TMOJUMEPHBIM  KOMIIOHEHT,  BKJIIOYasi  BOJAOPACTBOPUMBIE
MOJINMEPHBbIE HOCUTENH, KOTJIa OHU MOTYT TPAIULIMOHHO COoaepkaTh OT 0Kojo 40% 1o OKOJIO
99,8%, ot okoiao 50% npo okoiao 99,7%, or okono 60% mo okono 99,6% IUIEHOUYHOMH

KOMIIO3HUIIMU B ITepecueTe Ha CyXyH Maccy IUIEHKH IO CyXOl Macce.

[0074] B ongHOM acrekTe NOJMMEPHBINA KOMIIOHEHT JJIs1 IUIEHOYHON KOMITO3ULIMHM COJAEPKUT
NepBbI BOJOPACTBOPUMBIN IMOJMMEp, MPUCYTCTBYIOIIMM B KOJU4ecTBe OT okoso 2% 10
okoyio 15% B mepecyeTe Ha CYXYIO MaccCy MOJIMMEPHOTO KOMITOHEHTa (HampuMmep, OT OKOJIO
3% no okoio 8% macc./mMacc . ot o0meit Macchl TUIEHKH). DTOT BOIOPACTBOPUMBII MOJMMED
MOXKET TPAAULIMOHHO UMETh MOJIEKYJIAPHYIO MacCy OT 0koJio 5000 nanbtoH A0 okojio 49 000
nanbTOH. IIpumepsl Takux MNOAXOOALIUX BOJOPACTBOPUMBIX IIOJIMMEPOB BKIIIOYAKT TE,
KOTOpble  BbIOPaHbl W3  TPYIIBL,  COCTOSINEH M3  THUAPOKCHUIIPOMIIILEIUIIOJNIO3BI,
TUAPOKCUATHIILIEIUTOJIO3b], THAPOKCHUITPONMIMETHIILENIIONO3b], KapOOKCHUMETHIILIEIITIONO3BI,

METUJILEIIJIIOJIO3bI K KX CMECEH.

[0075] B nOnmONHUTENBHOM aCMeKTe TMAPOKCUIIPONMILIEIUTION03a ¢ HU3KOH MOJIEKYJISIpHOU
Maccoi MOKET MPHUCYTCTBOBaTb B IUIEHKE B KOJIM4YECTBE OT Okojo 3% 1mo okomno 8%

Macc./Macc. OT OOIEed MacChl TUIEHKH.

[0076] B nomonHUTETPHOM acleKkTe OIUH WK 00Jiee BTOPBIX BOJOPACTBOPUMBIX MOJTHUMEPOB
(BKJTFOUAsT BOIOPACTBOPHMBIE MOJIMMEPHBIE HOCHUTENH, TAKHE KaK MOJUITUICHOKCH), MOTYT,
Hanpumep, NPUCYTCTBOBATh B KOJIUYECTBE OT OKOJIO 50 A0 OKOJI0 98 MacCOBBIX MPOLIEHTOB Ha
OCHOBE CYXOH MAaccChl MOJIMMEPHOr0 KOMIOHeHTa. Kaxnblii u3 omHOro mim 0ojiee BTOPBIX
BOJIOPACTBOPUMBIX TIOJIMMEPOB HMEET MOJEKYJsIpHYto Maccy Oonee 60 000 nanbToH;
Harpumep, ot okosio 90 000 naneToH 10 okoso 1 500 000 nanbToH, OCOOEHHO KOTAA MOJUMED
BBIOpAaH M3 TPYIIBL, COCTOSIIEH W3 MOJUAITUICHOKCHA, THUAPOKCUIIPONIIILEIITIONO3bI,
TUAP OKCUIPOITMIMETHIILIEIITFOJIO3b], THAPOKCHITHIILIEIUIIOIO3bI, KapOOKCHMETHIILENITIONIO3BI,

METHJILEIIIFOJIO3bI U UX CMECEH.
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[0077] B omHOM acmekre oamH uiau Oosee BTOPBHIX BOIOPACTBOPHMBIX ITOJIMMEPOB MOTYT
BMECTE IPUCYTCTBOBATH B IUIEHKE B KOJIMYECTBE OT OKOJIO 25% no okono 40% macc./macc. ot
oOmell Macchl IUIEHKH, KOTAAa OIWH WM Oojee BTOPHIX BOJOPACTBOPUMBIX ITOJMMEPOB
KaXAbI UMEET MOJIEKYJAPHYI Maccy oT okoso 90 000 ganbtoH 10 okono 200 000 manpToH
w/uim ot okoso 2000 00 manbToH 10 0ko0J0 500 000 KanbTOH, ¥ MOJMMEp BBIOPAH U3 IPYIIIbI,
coCTOALIEN u3 TUIPOKCHUITP OMUIILIEIIIFOJIO3BI, TUAPOKCUIPONMIMETHIILIEIUTIOIO3bI,

TUAPOKCUDITHUIILECIUTHOJIOSBI, Kap6OKCI/IMeTI/IJ'ILIeJ'IJ'IIOJ'I03bI, METIILEIITIOJIO3BI U X CMECEH.

[0078] B npyrom acnexTe MOJUITUIEHOKCU] MOXKET IPUCYTCTBOBATDH B IUIEHKE B KOJIMYECTBE

oT 0x0J10 50% 10 oxoo 60% Macc./Macc. OT 00LIEelH MacChl IUIEHKHA.

[0079] B onHOM BapuaHTe OCYLIECTBICHHUS IOJUMEPHBIM KOMIIOHEHT Ul IUIEHOYHOM
KOMITO3ULIMH COCTOUT M3 HH3KOMOJIEKYJIIPHOTO BOIOPACTBOPUMOIO MOJHMepa (Hampumep,
UMEIOLIEr0 MOJIEKYJSIpHYE0 Maccy Menee 60 000 panbToH) W OmHOrO WIK  Oosee
BBICOKOMOJIEKYJISIPHBIX TOJIUMEPOB (HANpUMep, HMMEIOLIUX MOJIEKYJSIPHYI0 Maccy Oonee
60 000, no okoso 1500000 maneTOH, KOrna MOJMATUIEHOKCHJ BKJIKOUEH B IMOJIUMEPHYIO
cMmech, miu 10 0koi0 500 000 manbTOH, KOraa NOIUS3THIEHOKCU HE BKJIKOYEH B MTOJIMMEPHYIO
cMech). JTa momuMepHas KOMOMHAIMs, OCOOEHHO KOrja MOJMMEPbl NMPEACTaBIIIOT COOOi
KOMOMHALMIO THAPOKCHUITPOMIIILIEITIONO3bI U MOJIU3THIIEHOKCHAA, COOOIIAIOT ONpeeIeHHbIE
NpEeuMyIIecTBa B OTHOIIEHHH NPOYHOCTH HA pacTsbkeHHe U (PapMakOKMHETUYECKUX

MapamMeTpPOB MJIEHOUYHONH KOMITO3ULIUH.

[0080] B omHOM acmekTe B HACTOSIIEM H300pPETEHUH MPENJIOKEeHA TOHKOIUIEHOYHAS

KOMIIO3HIIMS, CONleprKalliasi, HalpuMep, COCTOSIINAs MO CYIIEeCTBY U3:

1) TepaneBTHUeCKH 3(P(PEeKTHBHOrO  KOJMYECTBA  JOEKCMENETOMUAMHA WJIH  €ro

(hapManeBTUYECKH IPUEMIIEMON COJIH,

(i1) TIOJIMMEPHOTO KOMITOHEHTA, COCTOSIIEr0 W3 OJHOTO MJIU 0oJiee BOJOPACTBOPUMBIX

NIOJIMMEPOB; U
(1i1)  omnOro MM Oonee papMaLEBTUUECKH PUEMIIEMBIX HOCHTENEH.

[0081] B onmHOM BapwaHTe OCYLIECTBIICHHUS B JaHHOM H300PETEHUH MpPeyIoKeHa

TOHKOIUIEHOYHAsl KOMIIO3ULIMSI, COZlepaKalliasi, HApUMeEp, COCTOSIILAs MO CYIIEeCTBY U3:
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1) TepaneBTHUECKH 3(P(PEeKTHBHOrO KOJMYECTBA  JEKCMENETOMUAWHA WM  €ro

(bapMaeBTUYECKU IPUEMJIIEMOH COJIH,

(11) MOJIMMEPHOTO KOMIIOHEHTa, COCTOsIIero u3: (a) OgHOrO wid Ooyiee TMEePBBIX
BOJIOPAaCTBOPUMBIX NOJIUMEPOB (Hanmpumep, TUPOKCUTIPONMIILIEIIIFOJIOSbI,
TUAPOKCUIIPOITMIIMETHIILIEIUTIONO3bI, THAPOKCHUI THIILEIUTION03b], KapOOKCHUMETHIILEIUTFOJIO3BI,
METUJILIEIJUTIONO3bI U UX CMeCel), UMEIOIINX MOJIEKYJISIPHYI Maccy oT okoyio 5000 manbToH
10 okoJio 49 000 manbTOH, HampuUMeEp B KOJHUYECTBE OT OKOJIO 2 10 OKOJO 15 MaccoBbIX
NPOLICHTOB B MEPECYeTe Ha CYXYI0 MACCy BCETO MOJIMMEPHOro KOMIOHeHTa; U (b) ogHoro mutn
Oomee  BTOPBIX  BONOPACTBOPHMBIX  MOJUMEPOB  (HAampuUMep,  MOJIMITUICHOKCHIA,
T'UPOKCUIIPOTTUIILEIITIOJIO3B, T'UPOKCUMPOIUIMETHIILIEIUTIONO3BL,
TUAPOKCUSTHIILIEIUTFOJIO3b], KapOOKCHMETHIILEILTIONO3bl, METHIILIEIUTIONO3bl U HUX CMeCcei),
UMEIOIINX MOJIEKYJISIpHYI0 Maccy Oosee wem 60 000 mambroH, Hampumep Oojee 100 000
NAJbTOH, HampuMep B KoJaudecTBe OT Okoyno 50 g0 okojo 98 MaccOBBIX MNPOLICHTOB B

nepecyeTe Ha CyXyK MacCy BCEro MOJMMEPHOrO KOMIIOHEHTA, !
(111)  omnOoro MM Oonee papMaLEBTUUECKH TPUEMIIEMBIX HOCUTENEH.

[0082] MonekynsipHass Macca THAPOKCHUNPONUJILICIIIIONO3bI, KOIrJa OHA MPUCYTCTBYET B
IUIGHKE HACTOALIEr0o M300PETeHUs, MOXKET BapbUPOBaTh, M 3TO BEIIECTBO MOXKET
MIPUCYTCTBOBATb KAK B BUJE HU3KOMOJIEKYJIIPHOTO BOAOPACTBOPUMOIO IOJUMEPA, TaK U B
BUJ€ ONHOrO Wik Ooyiee BBICOKOMOJIEKYJISIPHBIX BOAOPACTBOPHMBIX IOJUMEpPOB. B
HEKOTOPBIX BapUaHTAaX OCYLIECTBICHHs HM300pETeHUsT MOJIEKYJSIpHAsS Macca MOXKET
COCTaBJISITh MeHee YeM okoJio 60 000 nanpToH (Hanmpumep, oT okosio S000 TaabTOH M0 OKOJIO
49 000 manbToH). B mpyrux BapHaHTax OCYIIECTBJICHUs] M300pETEHUs] MOJEKYJISIpHAsl Macca
MOXKET HaXOAUThbCA B Auana3zoHe oT okojio 90 000 ganproH no okojo 200 000 mansToH. B
elle JPYruxX BapUaHTAaX OCYLIECTBJICHUS W300pPETeHHUs] MOJIEKYJIsIpHAs Macca MOXKeT

HaxXOoauThes B quarna3zoHe oT okoio 200 000 mansToH 0o oxos0 500 000 mansToH.

[0083] I uapOKCUNTPONMILEIUTION03a, KOrJa 4YacTh IUICHOYHOW KOMITO3ULIMU COAEPKUT
MOJINATUJICHOKCH, MOXKET TPAJULIMOHHO MPUCYTCTBOBAaTh B Jauama3oHe ot okoyo 10% mo
okoJio 90% B mepecdeTe Ha CyXyI Maccy MOJMMEPHOIrO KOMIIOHEHTAa, HalpUMep OT OKOJIO
20% pno okxoso 80% mo macce B mepecyeTe Ha CYXYH MacCy IMOJMMEPHOrO KOMITOHEHTA,

Hanpumep OT okojio 20% npo oxono 50% 1o macce B mepecyeTe Ha CyXYH Maccy
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HOJAMEPHOTO KOMITOHEHTA, HAIIPUMED OT OKOJIO 25% no okxoio 45% 110 macce B mepecuere
2

Ha CYXYI0 MaccCy MOJIMMEPHOIO KOMIIOHEHTA.

[0084] MonekynsspHass Macca MOJHUITUIEHOKCUAA, KOIrJa OH IPUCYTCTBYET B IUIEHKE
HACTOSILIIET0 HM300peTeHHs, TakKe MOXKET BapbUpPOBaTh. B HEKOTOPBIX BapUaHTaX
OCYLLECTBJICHUS n300peTeHus MOXKHO HCIIOJIb30BaTh BOZOPACTBOPHUMBIi
BBICOKOMOJIEKYJIIPHBINA MOJUATUJICHOKCHI, HApUMEpP, ISl YBEIUYEHUS MYyKOaAre€3UBHOCTH
TUIEHKH. B HEKOTOPBIX BapuaHTaX OCYINECTBIICHUS] H300PETEHUST MOJIEKYJIIPHAS MacCca MOYKET
HaXOAUThCs B Auamna3oHe ot okojio 100 000 magbroH mo okojo 1 500 000 manbTOH, BKIIIOYAs
okoso 100 000, 200 000, 300 000, 600 000, 900 000 unu 1 000 000 manpTOH. B HEKOTOPBIX
BapHAHTaX OCYIIECTBIICHUS U300peTEHUs] MOXKET OBbITh JKeJaTeNIbHO WCIOJb30BaTh B
MOJIUMEPHOM KOMIIOHEHTE KOMOWHALIMIO TMOJIMATHIIEHOKCHAA, UMEIOIIEr0 MOJIEKYJISIPHYIO
Maccy ot okojo 600 000 pmanpToH mo okoio 900 000 nanbTOH, C MOJUITUIEHOKCUAOM,

HUMEIOLIUM MOJIEKYJIApHY0 Maccy okono 100 000 nanbron no okono 300 000 nanbToH.

[008S] IlonmaTuneHOKCHA, KOrAa COCTaBJSET 4YacTh IUIEHOYHON KOMIIO3ULMH, MOXKET
TPaZAULIMOHHO MPUCYTCTBOBATh B AMamna3oHe oT okoJio 30% no okono 90% macc. B nepecuere
Ha CYXYyH0 MacCy BCEro NMOJIMMEPHOrO KOMIIOHEHTa, HanpuMep oT okoso 40% no oxoiso 85%
IO Macce B IepecueTe Ha CyXyH Maccy MOJMMEPHOr0 KOMIIOHEHTA, HAIpuMep OT Ookojo 55%

10 okoyio 80% mo mMacce B Iepecyere Ha CyXyI MacCy MOJMMEPHOrO KOMIIOHEHTA.

[0086] Takne mUIEHOYHBIE KOMIIO3MLUM MOTYT COAEPKAThb JIEKAPCTBEHHOE CPEACTBO,
JOUCTIEPrUPOBAaHHOE B IUJICHKE WM MHKPOpa3MEIeHHOEe Ha IMOBEPXHOCTH IuleHKH. Ilpu
MHUKpPOpPa3MEIICeHHN Ha MOBEPXHOCTU IUIEHKU «ILIaneboy», JEKapCTBEHHOE CPENCTBO MOKET
ObITh TPAAMLMOHHO IOOABJIEHO KAaK YacTh AEKCMEIETOMHIWHOBOH KOMIIO3WIIMH B BHUE
OnHOMW miH OoJee Kareib B )KMAKOM HOCHTENIE, TAKOM KaK pacTBOPUTEINb (HAPUMED, CITUPT,
TAKOM KakK 3TaHOJ), HEOOsA3aTeJIbHO BMECT€ C OOHHM WK Oosee (Hampumep, IBYMs)
BOJIOPACTBOPUMBIMU TIOJMMEPAMU WHIH (PapMaLeBTUUECKH MPUEMIIEMBIMH HOCHTEISIMU.
[Monxonsimue  BOAOPACTBOPUMBIE  MOJUMEpPbl  BKIHOYaOT (1)  HU3KOMOJIEKYJISIPHBIH
BOJIOPACTBOPUMBII OJUMEp, HAIIPUMep HU3KOMOJIEKYJISIPHBIN BOJOPAaCTBOPUMBIIN MOJUMED C
MOJIEKYJIIPHYIO Maccy MeHee 4eM okojio 60 000 nanbToH (Hampumep, MOJEKYJISIPHON Maccou
ot okojio 5000 mampToH 1m0 okojio 49 000 manbTOH), U Heobsi3aTesbHO (2) omuH Wiau Oosee
(HampuMep OAMH WJIM J1Ba) BBICOKOMOJIEKYJISIPHBIX BOAOPACTBOPUMBIX TOJIMMEPOB, HAIPHUMED
BBICOKOMOJIEKYJISIPHBIM BOZOPACTBOPHMBII IMOJUMEP C MOJIEKYJISIPHOI Maccoil Oonee uem

okojio 60 000 manpTOH (HampuMep, MOJIEKYJIPHON Maccoit oT okono 60 000 manbToH 1O
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okoimo 150000 pmanmpTOH, TakoM Kak ruxpokcumponminemnnonoda (MM 77 000),
ruapokcunponmineuionoza (MM 80 000), runpokcunponmiemono3a (MM 90 000) unu
TUJPOKCUIIPONIUJILIENIIFOI032 (MM 140 000)), u/unu BBICOKOMOJIEKYJIAPHBIN
BOJIOPACTBOPUMBII TMOJIMMEP C MOJIEKYJSIpHOH Maccoil Oojee yem okosio 60 000 manmbToH
(HampuMep, ¢ MOJIEKYJISIpHOM Maccoii oT okosio 200 000 nanbToH 10 okoso 900 000 nanbTOH,
TaKOW Kak rumpokcunponmwineuioiaoza (MM 340 000), rugpokcunponuinesuitoioza (MM
370 000), monuyTrnernokcua (MM 200 000) wnu noamstineHokeun (MM 600 000)). Kaxkasriii
BOJIOPACTBOPUMBIN TIOJMMEP MOKET HE3aBUCUMO ObITh BBIOPAH W3 TPYIIIBI, COCTOSINEH H3
T'UPOKCUIIPOTTUIILEIITIOJIO3B, T'UPOKCUITPOIUIMETHIILIEIUTIONIO3BI,
TUIPOKCUATUIILIEIUTIONIO3bI, KapOOKCHUMETHIILIEIUTEOJIO3bI, MOJINATUIIEHOKCHIA u

METUILEIUIIOJIO3bI, HAIPUMED TMAPOKCUTIP OMMUIIIEIITFOJIO3bI W/ unm MMOJINSTHIICHOKCHIA.

[0087] B ogHOM acnekTe AeKCMeIEeTOMUINHOBAsE KOMITO3ULIUSA COAEPIKUT AEKCMEIETOMUIMHA
THIPOXJIOPHI,  HU3KOMOJIEKYJISIPHBIM  TMOJMMEp,  KOTOPBIA  MPENCTaBisieT  CoOOM
TUAPOKCUTIPONUIILEIUTION03Y, U OUH WIH ABa BBICOKOMOJIEKYJIIPHBIX MOJUMEPA, KaXKAbIA U3

KOTOPBIX MPEACTaBIsIeT COOOH THAPOKCHITPONMIILIENIIIOIO3Y B PACTBOPUTEIIE STAHOJE.

[0088] B OJTHOM acIriekTe JeKCMeIeTOMUITMHOBAs KOMITO3ULIUST COIEPKUT
ruapokcunponuineuionaosy (MM 40 000), u ogHy nim obe U3 ruAPOKCUITPONTUIIIEIUTION03bI

(MM 140 000) u rugpoxkcunponuinesutoaods (MM 370 000).

[0089] B onmHOM acnekre AEKCMENEeTOMUIAMHOBAsS KOMIIO3ULIMS COAEPKUT TOJBKO JBE
TUAPOKCUTIPONMILIEIUTIONO3bL, & HMMEHHO TUApOKcHIpommienonody (MM 40 000) wu

TUIpOKCUTPOUILEIT0JI03y (MM 140 000).

[0090] B npyrux acmekTax IEKCMENETOMHUIMHOBAs KOMIIO3MIUS MOXKET OBITh HOOaBiieHa B
BHJIE OHOM niu Gosee Karenb B PaCTBOPE HA OCHOBE TAHOJIA, HEOOS3aTEIbHO COAEPIKALIETO

HenTpanusupyromuid pH arent, Takoi Kak rHAPOKCHI HATPUSL.

[0091] BsizkocTe pacTBOpa/CyCneH3UH pa3sMELICHHs] MOXKET HaXOOUTbCS B IHANA30HE OT
okono 6 cIl no okono 3700 cll, uamepenHom mpu 25 “Cc ncnons3oBannem BHCKO3UMeETpa
bpykdunbaa ¢ aganrepom mis Hebonbmux obpas3nos. B kxauecTse npumepa, BI3KOCTb MOXKET
HaXOOUTHCs B nuana3oHe oT okoJo 5 cll mo okomo 500 cll, ot okono 6 clIl go okoo 200 cll,
ot okono 6 cIl go oxono 100 cIl unu ot okono 6 cIl no okono 50 cll. B onHoM acnexre
HACTOALIEr0 M300pETeHUs] BSI3KOCTb JAEKCMEAETOMHAMHOBOM KOMIIO3UIMHM COCTAaBJIAET OT

okono 6 cIl o okomo 20 cIl mpu 25 “u ckopocts cxsura okono 7 (1/c). Kommosurms s
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pa3MeLIeHNsT MOXKET HAaXOAUTHCS B JIO0ON (popMe, BKIIFOUAs TAKYHO KaK PacTBOP, SMYJIbCHS,

CyCIICH3Us UK JUCIICPCHL.

[0092] IIocne cymku s yaajdeHHUsl pACTBOPUTEIIS IIJIEHKA COAEPIKUT MIIEHOUHYIO MOJIOKKY
(Hanpumep, mranedo) ¢ AEKCMENEeTOMHAMHOBOH KOMITO3MLIMEH, KaKk OIMMCAHO paHee, HO Oe3
pPa3MEIeHHOTO  pacTBOpUTENst (HAmpuMmep, MHKPOPAa3MELIEHHOI0) Ha  IOBEPXHOCTH
IUIEHOYHOM IMOAJIOXKKH. BbICYLHeHHaSI KOMITO3UIUA MOKET OXBaTbIBaTb BCHO ITOBECPXHOCTH
TUIEHOYHOM MOMJIOKKH HJIM TOJIBKO 4YaCTb IMNMOBCPXHOCTHU TUIEHOYHOI INOAJIOXKKH. B OAHOM
ACIICKTE KOMIIO3WIUA TMPEACTABJICHA B BUAEC OI[HOI\/'I i 0Oonee AUCKPETHDBIX KallCJib,
COZiep’KalluX JIEKAPCTBEHHOE CpPEACTBO, Ha IIOBEPXHOCTH IUIGHOYHOH  IOMAJIOKKH.
AJ'IbTepHaTI/IBHO, JJIA  JOCTHIKECHUSA OAHOIro uin Oonee ONpPEACIICHHBIX W JUCKPCTHBIX
oOnacTeil conmeprkaiell JJeKapCTBEHHOE CPENCTBO KOMITO3HIIMM HA MOBEPXHOCTH TUIEHOYHOH

TIOZJIOJKKH MOJKET HUCTIOJIb30BATHCS TpadapeTHOE HAHECEHNE.

[0093] B onHOM acmekre B JaHHOM H300pETEHUH MPEIUIOKEH MpernapaT U3 CyXOH IJICHKH,
cozepkalee TUIGHOYHYKO TIOUIOKKY C OZHOH WM 0Oojiee AMCKPETHBIMHU  KaIUIIMHU,
coJiep KalllMU JIEKAPCTBEHHOE CPEACTBO, HAa MOBEPXHOCTH IJIEHOYHON MOJIOXKKH, MPUYEM
KaXkasi Takas Karuls, coAeprKallasl JIEKApCTBEHHOE CPEACTBO, COAEPKHUT NEKCMEAETOMHUANH
Wi ero (apManeBTUYECKH NPUEMIIEMYIO COJIb U THIPOKCUIPOMMIILEIUTION03Y ABYX
MOJIEKYJIIPHBIX Macc: Tuapokcurpomnuinesioiosy (MM 40 000), noctynHyio B Bune HPC-
SSL, wu ruppokcunpomminemwonaosy (MM 140 000), peanusyemyro TOX TOPTOBBIM
nassanmem Klucel™ tuma JF NF, wu IIPUYEM TUICHOYHAsl IOJUIOXKKA COHEPIKUT
TUPOKCUIIPOITUIILIEIITFONO3Y TPEX MOJIEKYJISIPHBIX Macc: MIPOKCUMponminesuitoaosy (MM
40 000), ruppokcunponuinenionosy (MM 140 000) u rugpokcunpommwinesuioaosy (MM
370 000), peanusyemsix mox Toproeeim HassarreM Klucel ™ Tuna GF NF. B ogHOM acriexTe
TUIEHOYHAsI TIO/JIOJKKA TaKke ComepkuT nojmytuieHokens (MM 600 000), mocTynHbIH 1ox

Ha3BaHueM Sentry Polyox WSR 205 LEO NF.

[0094] B omgHOM acmekTe TIUIEHKA CONEPIKUT KOMITO3ULIMIO JUIsi pa3MelieHus (TakKke
Ha3bIBAEMYIO B JAHHOM JOKYMEHTE «IE€KCMEAETOMHIMHOBAS KOMITO3HLIUSY), CONEPIKAILYIO:
(1) mekcMeneTOMHUIMHA THAPOXJIOPHI, MPHUCYTCTBYIOIIUN B KOJH4YECTBE OT Okojo 9% no
okoJio 50% macc./Macc. KOMIIO3HULIMU TSl Pa3MEIIeHHsI, HarpuMep OT okoyio 15% 1o oxoio
25% wMacc./macc. KOMOO3WOMH JuUisi  pa3MerneHus;, (1) TUAPOKCUIPOMILEIITION03Y
(MM40 000), mpUCYTCTBYIOLIYIO B KOJH4YECTBE OT OKoyno 5% po okonmo 85% macc.

KOMITIO3UILMM  Ans  pasMmemieHus; (iil)  ruapoxcunpormminenonosy  (MM140 000),
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NPUCYTCTBYIOIIYIO B KOJHuYecTBe OT OKoino 5% no 85% macc./mMacc. KOMITO3ULIMU IS
pasmemtenus; u (1v) rugpokcunpomuwineuiogosy (MM 370 000), mpuUCYTCTBYIOIIYIO B
KosuecTBe OT 0koJio 0% 1o okoJio 65% Macc./Macc. KOMIO3ULIUU it pa3Merienus. [lneHka
TaKXKE COMAEP)KUT IOJUMEPHYI0 MAaTpHlly, NpHYeM IOJIMMEpHas MaTpuia comaepxkur: (1)
ruapoKcunponminesuitoaozy (MM40 000), mpucyTCTBYIOLIYIO B KOJIMYECTBE OT OKOJIO 3% 10
okoijo 40% wmacc/macc. TONMMMEPHOW Marpuubl, (i) THIPOKCUIPONUILEIUIIOI03Y
(MM140 000), mpUCYTCTBYIOLIYIO B KOJH4YecTBe OT Okojo 3% no okono 40% wmacc.
NOJIMMEPHON MaTpuibl, (iil) ruapokcHnpormmines o3y (MM370 000), npuCcyTCTBYIOIIYEO
B kojudectBe OT okoio 0% mo oxono 30% wmacc. momumepHOW Matpunbl, U (iv)
noymsTiiieHokena (MM 600 000), mprCyTCTBYIOIINH B KOJUYECTBE OT OKOJIO 55% 10 OKOJIO

75% macc./mMacc. TOJTMMEPHON MATPUIIBL.

[0095] B nanHOM wu300peTeHHMHM TakKKe NPEJIOKEH COCTaB MOHOJHUTHON IUIEHKH IS
CyOJNMHTBAJIBHOTO BBEICHUS. [IneHka CONEPKUT KOMITO3MLMIO [UIA  Pa3MELICHUS,
comepskamyro: (1) IeKCMEeOeTOMHIWHA TUAPOXJIOPUA, MPUCYTCTBYIOIIHIA B KOJHUYECTBE OT
okoyo 1% o okono 50% macc. ot Bcel koMmno3unuy; (ii) ruapokcunponminesuionosy (MM
40 000), mpHUCYTCTBYIOIIYIO B KOJNUYECTBE OT OkojJo 2% no okoso 30% macc. oT Bcei
xkommnosuimy; (1i1) ruapokcunpomwiieionody (MM 140 000), npuCyTCTBYIOIIYIO B
KonudyecTBe OT okono 2% po okono 30% wmacc. or Beced kommosmmuu;  (1v)
ruapokcunponmineuitonody (MM 370 000), mpuCyTCTBYIOIYIO B KOJUUECTBE OT okoso 10%
no okosno 50% wmacc. or Bcel kommosuumy, (v) mommdTmiieHokcun (MM 600 000),
MPUCYTCTBYIOLINI B KOJTHUecTBE OT 0KOsIO 40% 1o okoiio 75% macc. OT Bcel KOMITO3ULIUH, U

(vi) HeoOs3aTeIPHO ApyTUe (papMaLeBTHYECKU TIPUEMIIEMbIE HOCUTEJTH.

[0096] B ompeneneHHBIX acrekTax IJICHKH, PACKPBIThIE B TaHHOM JAOKYMEHTE, OObEAHHSIOT
HECKOJIbKO THIOB ruapokcunpormine/unoiossl (HPC), droOel obecrneynTh TIUIEHKY C
NPENMYIIeCTBEHHBIMHI CBOMCTBaMHU. Hampumep, ruieHOYHast KOMIIO3UIUST MOJKET COZlEePKaTh
IBE WIM TPU W3 THAPOKCUMPOMIIEUT0N036l (MM 40 000), ruapOKCHIPONUIIEITFOIO3bI
(MM 140 000) u rugpoxcunponuineuioiaodsl (MM 370 000) B komOuHammn. B HeKOTOpBIX
BapUAHTaX OCyLIeCTBIeHHUs nonmdTmieHokcnn (MM 600 000) BkirOUEH B COCTaB C 3TUMH

tunamu HPC, korma cocrasisieT 4acTb MOHOJTUTHOMN TIJICHKH.

[0097] B HEKOTOPBIX TUIEHOYHBIX KOMITO3ULIUSIX HU3KOMOJIEKYJISIPHAs
TUAPOKCUIpONMILesuoio3a (Hanpumep, MM 40 000) npucyTCTBYET B KOJHUYECTBE OT OKOJIO

3% no oxomo 8% (Hampumep, oxoso 5%) macc./macc. or oOmell Macchl IUICHKH,
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BBICOKOMOJIEKYJISIPHAST THAPOKCUTIPONIUILIeIUTI0I03a (Hanpumep, MM 140 000) npucyTcTByer
B KOJIMYECTBE OT OKoJIO 3% mo okoso 8% (Hampumep, okojio 5%) macc./Macc. oT oOreit
MacChl TUIEHKH, BBICOKOMOJIEKYJIApPHAsl THAPOKCUNPONUILEIUIoio3a (Hanpumep, MM
370 000) mpucyTcTBYeT B KOJIH4YecTBe OT 0KoJio 20% no okono 40% macc./macc. ot oOeit
MacChl TUIEHKHU, U TOJHATHIIeHOKCH (Hanpumep, MM 600 000) npuCyTCTBYeT B KOJUYECTBE
ot okoJo 40% no okono 70% (Hampumep, ot okono 50% mo okoso 60%) macc./macc. OT
o0mell Maccel TUIeHKM. B OMHOM acmekTe 1Ba BBICOKOMOJIEKYJISIPHBIX BOJOPACTBOPHUMBIX
NOJIMMEPa BMECTE MPUCYTCTBYIOT B KOJMYECTBE OT OKOJIO 25% 1o okoso 40% macc./mMacc. oT

0o01Iel Macchl TUIEHKHU.

[0098] BriGop v COOTHOIIEHUE BOAOPACTBOPUMBIX MOJMMEPOB MOKET OBbITh MOJYYEHO IJIsI
OCYLIECTBJIEHUS] MOJHOIO PACTBOPEHUS IUIEHOYHOW KOMIIO3ULHUM B JKMIKOCTH NEPOPaTbHOU
CIM3UCTON OOOJIOUKM B TE€YEHHE OT CEKYHJI A0 MUHYT, Hampumep oT okosio 0,25 MHHYT 10
okoJio 15 MuHYT, TakuMm oOpa3oM obecrieyuBasi JOCTABKY TeparneBTHYeCKd 3(H(HEeKTHBHOTO
KOJINYECTBA JIEKCMENETOMHUANHA WM ero (apMarleBTUYeCKH MPHEMIIEMON COolu 4Yepes
CIIM3UCTYIO 000JI0UKy mosiocTu pTa. Hampumep, miieHOYHbIE KOMITO3UIIUA MOTYT HAXOIHUTHCS
B CyONMHIrBambHON 00NacTH pTa A0 OKOJO 15 MuHYT, 10 okoio 10 MUHYT WM IO OKOJO 5
MHUHYT, BKJIIOYas NMEPUOJ BpeMEHH OT OKkoso 30 cekyHm A0 OKoJo 15 muHyT, OT Okoiyo 1

MHUHYTBI A0 0KOJIO 10 MUHYT WM OT OKOJIO | MHUHYTBI 10 OKOJIO 5 MUHYT.

[0099] Moxer ObITh HCIONB30BAH CTAHAAPTHBIA MpUOOP C KOP3UHOM WIJIM JIOTIATKAMHU,
OIMCaHHBIN B M000M (apmakornee, Uil UCCIENOBAHMS PaCcTBOPEHUs in vitro. Beibop cpenepl
pPacTBOPEHHMsI MO CYIIECTBY Oy/eT 3aBHCETh KaK OT YCJIOBUMN MOTPYXKEHUS, TAK U HAUBBICIIEH
J03bl  JIEKAPCTBEHHOIO  CpeiacTBa.  TemmepaTrypa  cpeabl  pacTBOPEHHUs  JIOJIKHA
noanep;xkuBatbest npu 37 + 0,5°C u mpu 50 06./mMun (cm. Bala et al, B Int J Pharm

Investigation, vol. 3(2), pages 67-76).

[0100] PackpbiThle B JaHHOM JOKYMEHTE IUIEHKH HMEIOT HECKOJIbKO (PYHKLHOHAJIBHBIX
NpEenuMyIIecTB AJsi obyerdenus: OBICTPOro Havana AEHCTBHS JIEKAPCTBEHHOTO cpenctsa. B
HEKOTOPBIX ~ aCMeKTaX TOHKOIUIGHOYHbIE KOMIIO3UIIMM H300pPETEHHS HMEIT  BpeMms
pacmanenus (disintegration time, DT) ot okono 15 cekyHn mno okojio 180 cekyHH, OT OKOJIO
15 cexynn no okoso 160 cexyHn, oT okoJo 25 cekyHna no okosio 150 cexkyHn, oT okoso 15
cekyHI 1o okoso 140 cekyHn, ot okono 15 cexkyna no okono 120 cexyna, ot okoso 40

cekyHI 10 okono 120 cexyna, ot okoso 50 cekyHn 1o okoio 120 cexyHza, HampuMep OKOJIO
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120 cexyHn mpu CyONMHIBaJIbHOM NpPUMEHEHUH. Bpemsi pacmaneHust B 3TOM HHTEpBase

BpEMCHU o0ecrieuynBaeT ONTUMAJIbLHOE HAYaJIo0 NeHlCTBUsA JICKApCTBCHHOT' O CPEACTBA.

[0101] B npyrux OIpEeAeNeHHBbIX acCleKTaX TOHKOIUIEHOYHBbIE KOMIIO3ULUU HACTOSILErO
M300peTeHnss MMEI0T CBOWCTBA MYKOAIre3nuu, KOTOpble OOECIeYMBAIOT IPAKTUYECKUE
NperMyILIecTBa Ui JIOKAIN3ALUKA TUICHKH B CYOJIMHTBaJbHOE MECTO M YMEHBIIEHUS WM
npenoTBpauieHus, 3(pQexTHBHOrO yaaneHue 10 PaCTBOPEHUSI. JlaHHOE Ka4yecTBO
o0ecreynBaeT UCKITIOYUTEbHOE PEUMYIIECTBO B KIIMHUYECKUX YCIOBUSX Y BO3OYKIEHHOTO
cyopekta. Takum o0pa3oMm, B HEKOTOPBIX ACIEKTAaX TOHKOIUIEHOYHbIE KOMITO3UIIMH HMEIOT
CIJIy MYKOAAre3nH (CHJIy MYKOAATre€3MH N CIBUTAIOIIYI0 CHIY) OKOJO S0 I WM BBIIIE,
okoJio 100 r wiu Beime, okoao 200 r unu Beite, okoio 300 r unu BeIme, okoyio 400 T unu
Bbiie, okoJio 500 r wnm BoIe, okoyo 600 r wiu Beimie, okoiao 700 T unu Beime, okojio 800 r
wny Bbie, 0koao 900 r unu Beime, okosno 1000 r wnm Bellme. B onpeneneHHBIX acneKkTax
cujia MyKOAAre3uu HaxoauTces B auanasone ot okojo 300 r no okono 4000 r, ot okosno 500 r

1o okoJio 3000 r unmu ot okosio 1000 r o okoso 2000 r.

[0102] /TocTaBke JIeKapCTBEHHOTO CPEACTBAa TaKKe CIIOCOOCTBYET MPOYHOCTh HAa Pa3phIB.
HekoTopble TOHKOIUIEHOYHBIE KOMITO3UIUN HACTOSILIEr0 N300pETeHNsT NMEIOT MPOYHOCTDh Ha
paspbiB paBHyro uiu Beime S0 r, 100 r, 200 r, 300 r, 400 r, 500 r, 600 r, 700 r, 800 r, 900 r,
1000 1, 1100 1, 1200 1, 1300 1, 1400 1, 1500 1, 1600 1, 1700 1, 1800 I, 1900 I, 2000 T, 2,500
r, 3000 r, 3500 r, 4000 r, 4,500 r, 5000 r, 5500 r, 6000 r, 6500 r, 7000 r, 7500 r, 8000 r,
8500 r, 9000 r, 9500 r, 10 000 r mnm 15 000 r. Hanpumep, NpOYHOCTh HA Pa3pblB MOXKET
HaxOJIUThCS B quarna3oHe oT okoyo 200 r no okoyio 15 000 r, ot okoso 300 r go okosio 10 000

r win ot 400 r o oxoso 5000 r.
PapMaLeBTUYECKHU NTPUEMJIEMbIE HOCUTEIIH

[0103] ITneHOYHBIE KOMIO3UIMKH MOTYT JOMOJHHUTENLHO CONEp:KaTh OOWUH WiH OoJjee
(I)apMaLIeBTI/ILIeCKI/I MPUEMIIEMBIX HOCPITeJIefI, KOTOPBIC BKJIIKOYAKOT, HO HE OIrpaHUYUBAIOTCH

MU JKUAKUE  HOCUTCIIHM, apoMaTru3aropbl, MNOACIACTUTCIIM, OCBCKAOIMINUE ArCHTHI,

2
AHTHOKCHIAHTBIL, peryaupyromue pH areHTsl, yCUIUTEN TPOHUKHOBEHHS, MYKOAIT€3UBHBIC
areHThl, IUIACTU(UKATOPBL, OO0BEMOOOPA3YIOIIME  areHThl, IMOBEPXHOCTHO-aKTHBHBIC
BEIIeCTBa/ HEHWOHHBbIE COMIOOWIN3ATOPBI, CTA0MIM3AaTOPBI, TPOTUBOIECHHBIE AareHTHI,

KpPacuUTEeNn WM TOMYy MonoOHOe. B HEKOTOpBIX BapHaHTax OCYIIECTBJICHUS IUIEHOYHBIE
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KOMITO3UIIMM IO CYLIECTBY HE COAEpXkKAT KUCIOTHOro Oydepa MiaM OPYrUX KHCIOTHBIX

areHTOB.
Kunkue HOCUTENHN

[0104] CormacHo omHOMY acmekTy (apMaueBTHYECKH NPHEMIIEMbIH HOCHTENb COIEPIKUT
KUOKUKA HOcUTenb. JKWUAKWI HOCHTENb CONEPKUT OAMH wWin Oojiee pacTBOPHUTENEH,
NPUMEHHMBIX TPH TPUTOTOBJICHUU TOJUMEPHONW MaTpHLbl (CcomepiKaled JIeKapCTBEHHOE
cpeacTBo wiu Iwaned0), ¥ KOMIO3HULHUIO U pa3MeIleHHs] B ITUIEHOYHOH Kommno3uiuu. B
HEKOTOPBIX BAPHAHTAX OCYIIECTBJIEHHsI PACTBOPUTENIb MOXKET MPEACTABISTh coOoOl Boay. B
HEKOTOPBIX BAapHAHTaX OCYINECTBJICHUS] PACTBOPHUTEIb MOXKET TPENCTaBJSITE COOOH
NOJISIPHBIN OpraHUYEeCKUN pacTBOPUTENb, BKJIOYAs, HO HE OrPaHUYMBAsICh 3TUM, 3TaHOJ,
U30TIPOTIAHOJ, aleToH, OyTaHoN, OEH3MJIOBBIN CIIMPT M MX CMeCH. B HEKOTOPBIX BapuaHTaX
OCYIECTBJICHHS] PACTBOPUTEb MOXKET MPENCTABISATE COOOW HEMOJSIPHBIA OpraHUYeCKH
pacTBOpUTENb, TAKOW KaK METHIIEHXJIOPUZ, TOJNYOJ, dTUjaleTraT u ux cMmecu. Hexoropsle

PaCTBOPUTEIH MPENCTABISIOT COOOH CUPTHI, 0COOEHHO 3TAHOJI, BOAY M UX CMECH.

[0105] >KenaTenbHO, 4TOOBI COmepskaHUE PACTBOPUTEJISI BO BJIAXKHOW MOJMMEPHOW MaTpHIle
COCTaBJsUIO MO MeHbineld mepe okojio 30% mo macce OT oO0mel MacChl SKHIKOCTH BCEH
IJIEHOYHOM KOMIIO3MLIMM mnepen BbiCylunBaHueM. Ilocimenyromas BbICyLI€HHas IUICHKA,
NPENNOYTUTENIbHO, CONEPXKUT MeHee ueM okosno 10% mno macce pactBopurens, Ooinee
JKEJIATeNIbHO MEHee 4eM OKoJIo 8% Io Macce pacTBOPHTENs, Jaxke Ooee JKelaTelbHO MeHee
yeM OKoJIO 6% MO Macce pacTBOPUTENs U HauOoJsiee jKeJaTebHO MeHee 4eM OKoJo 2% 1o

Macce pacTBOPUTEITS.
ApOMaTU3aTOPBI/ TIOCITACTUTEN/ OCBEKAIOIINE AT€HThI

[0106] Moxxer ObITh mMONIE3HO HOOABNSATH MOACHACTUTENb, APOMATU3HPYIOIIMIA areHT,
OCBEKAIOLIMI AareHT, MAaCKUPYIOIIMI BKYC areHT WM WX KOMOWHAIMIO K TUIEHOYHBIM

KOMIIO3ULUAM IJIs YIIYUIICHUA BKyCa TIEHOYHOM KOMITIO3HUITHH.

[0107] ApomaTuzaTopel MOryT OBITh BBIOPAHBI W3 HATYPAJIBHBIX M CHHTETHYECKHX
apOMATHU3UPYIOIIUX SKUAKOCTEeH. HMImroCTpaTHBHBIN NEpPEYEeHb TAaKUX AareHTOB BKJIFOYAET
JETy4YH€  Macjia, CHUHTETHYECKHE  apOMATH3UPYIOIIME  MAacjia, AapOMAaTH3UPYIOLIUE
apOMaTU4YeCKHE BELIeCTBA, Macja, >KUIKOCTH, TMPUPOAHBIX CMOJ WMJIH 3KCTPAKTOB,

NOJYYEHHBIX W3 PACTEHHH, JHMCThEB, IBETOB, (PYKTOB, CTeOJe M HUX KOMOMHALWH.



28

HeorpannuuBarommii pernpe3eHTaTUBHbIIN epeueHb MPUMEPOB BKIJIIOYAET B ceOsl Maciia MATH,
Macjia Kakao ¥ LUTPYCOBBIX, TAKUE KaK JIMMOH, arleJbCHH, BUHOTPaA, JaliM u rpeindpyr, u
(pYKTOBBIE 3CCEHLIMH, BKIIOYAsi S0JOKO, Tpylly, NMEPCUK, BUHOTPaA, KIYOHHMKY, MaJHHY,

BHIIIHIO, CIIUBY, aHAHAC, AOPHUKOC, WK Apyrue ppyKTOBbIE APOMATU3ATOPBL

[0108] HexoTopsle apomaTu3aTOpbl WM apOMATH3UPYIOLIME AareHThl BKJIIOYAIOT B CeOs
HATypaJIbHbIE U UCKYCCTBEHHBIC aAPOMATHU3ATOPBL. ITH apOMATU3ATOPBI MOTYT OBITH BBIOPAHBI
U3 CHHTETUYECKHUX apOMATHYECKUX Macejl M apOMATU3UPYIOIIUX apOMATUYECKUX BEIIECTB
W/ Macell, IPUPOAHBIX CMOJ U HKCTPAKTOB, MOJYYEHHBIX U3 PACTCHUM, JIUCTHEB, I[BETOB,
(bpPyKTOB U T. A., M UX KOMOMHALWI. HeorpaHnuuBaromme apoMaTH4eCKie Maciia BKIIOYArOT B
ceOsi: Macio MSIThI KYAPSBOH, KOPHYHOE MAaCJO, MACJIO MEePEYHON MSIThI, TBO3IMYHOE MAcCIIo,
JaBPOBOE MACJIO, MAacCj0 THMbSHA, MAacjiO KEIPOBBIX JIUCTHEB, MACI0 MYCKAaTHOTO Opexa,
Macyo majdest 1 Macio rOppKOTo MUHAAJS. [IpUroqHb! Tak:ke UCKYCCTBEHHBIE, HATYPAJIbHBIE
WM CUHTETHYeCKHe (PPYKTOBBIE apOMATH3aTOPBI, TAKME KaK BAaHWJIb, LIOKONAM, Kode, Macia
KaKa0 M LUTPYCOBBIX, BKJIOUAs JIMMOH, amNelbCHH, BHHOTPAN, JaiM M TpernpyT, H
(bpyKTOBBIE S3CCEHLINH, BKIIOUAs sI0JIOKO, TpyIy, MEPCUK, KIyOHUKY, MAJIHHY, BULIHIO, CIIUBY,
aHaHac, a0puKOC W T. I. DTH apOMATH3ATOPBl MOXKHO HCIOJb30BAaTh OTAENBHO HIJIH B
koMOuHamu. OOBIMHO UCIIOIB3yEeMbIE APOMATHU3aTOPBI BKIFOYAIOT MSTHBIE, TAKUE KaK MSThHI
NePEYHON, MCKYCCTBEHHYIO BAaHWJIb, IPOM3BOAHBIE KOPHUIBI M pa3judHble (PYKTOBBIE
apOMaTHU3aTOPbI, HE3aBHCUMO OT TOrO, WCIONB3YIOTCS JIM OTHAENbHO WIM B KOMOWHALUM.
Moryt Takxke OBbITh HCIOJB30BAHBI APOMATHU3ATOPbI, TAKHWE KaK AJbIETHIbl M CIOXKHBIE
5pupbl, BKIOYAsS [UHHAMWIALETAT, LWUHHAMAJBIETUA, LHUTPab, JIUITHIIALECTAb,
OUTHAPOKAPBUIIALIETAT,  3BreHMIOPMHUAT, TN-METHJIAHU30J HJIH TOMY  MNOJOOHOE.
JIONOJTHUTENbHBIE ~ TPUMEPBl  AJBIETHAHBIX  apPOMATHU3aTOPOB  BKJIIOYAKOT, HO  HE
OTPaHUYUBAKOTCS WMH, aueTtanbaerun (s010ko0);, OeHzanbrerun (BUIIHS, MHUHIAJb);
UHHAMAJbAETU (KOPUIA), LIUTPalib, T. €. anb(a-nmurpans (IMMOH, JaliM), HepaJb, T. €. OeTa-
UTpaib (JIMMOH, JIaiiM), JeKaHallb (amejibCHH, JIMMOH), STWIBAHWINH (BaHWWIb, CJIIUBKH),
TeJIMOTPONUH, T. €, NHUIEPOHANb (BaHWIb, CIWBKH), BaHWJIWH (BaHWJIb, CIMBKH), aybda-
aMIJIIMTHHAMaNbAETU (TpsiHble PPYKTOBBIE apoMaThl), OyTHpanbaerus (CIMBOYHOE MAcCIIo,
ChIp);, Bajiepasibiaerua (CIMBOYHOE MACiO, ChIP), LUTpOHE A (MOIU(pUKATOPHI, MHOTHE
BUBI), NeKaHab (uuTpycoBbie), ampaerun C-8 (uurpycossie), anpaerun C-9 (IUTpycoBbIe);
anprerun C-12 (murpycosble); 2-3TwnOytupanbaeru (IIOA0BO-SITOAHbBIE), T€KCEHANb, T. €.
TpaHc-2 (TUIOAOBO-SATOAHBIE), TONUIIAIbAETH T (BULIHS, MUHIANb), BepaTpaibaAerus (BaHWIb);

12,6-quMeTH-5-renTeHanb, T. €. AbIHHBIA (IbIHS); 2-TUMETUJIOKTaHAIb (3€JIEHbIE TUIONbI) U
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2-noneneHanb (HUTPYCOBbIC, MAHIAPHH), apOMAaThl BULIHI, BUHOTPAaJa M UX cMecH. B omHOM
BapMaHTE OCYIIECTBIIEHUSI apoOMaTU3aTOp MpencTaBisieTr cobol apoMaTu3aTop Macia

MEPEYHON MSATHI, TOCTYIHOE B BUE MacJia nepeuHon MaAThl, NF.

[0109] KonuvecTBO mNpUMEHSIEMOro apOMaTH3UPYIOLIEr0 areHta, OOBIMHO SIBJISFOIIErOCs
BEIECTBOM NPEATIOUYTEHUs, TMOABEPKEHO TakuM (aKTOpamu, Kak THII apoOMaTH3aTopa,
0COOEHHOCTBIO apOMATH3ATOPa U JKeJaeMOU J03bl. KOoMnuecTBO MOXKHO BapbHPOBATH, YTOOBI
MOJIYYHUTb PE3YyJbTarT, JKeJJaeMbIii B KOHEYHOM npenapare. Takue BapHualid HaxXOOATCA B
npenenax BO3MOMKHOCTEH CIEIHATUCTOB B AaHHOHN 00JacTH TeXHUKH 0e3 HeoOXOIUMOCTH
MPOBEACHNA MU3JIMIIHHUX 3SKCIICPHUMEHTOB. B O6H.I€M, B IUICHKaX MOI'yT HCIIOJIb30BATHCA

KOJIMYECTBA JIJIsl BBEICHUSI apOMAaTU3HPYIOIUX 100aBok oT 0koJjio 0,1% mo okomno 30% macc.

[0110] Iloaxonsdmue MOACIACTUTENH BKJIOYAIOT KaK MPUPOIHBIC, TaK U HCKYCCTBEHHBIE
noacnactuteny. HeorpannuuBaromye NpuMepbl MOAXOMIIINX MOACIACTUTENEH BKIFOYAIOT,
HalpuMep: BOAOPACTBOPUMBIE IOACTAIUBAIOIINE AareHThl, TaKHe KaK MOHOCAXapHIbl,
aUcaxapuIbl U MOJIMCAXaPUAbL, TAKUE KaK KCUJIo3a, pudo3a, TIIOKo3a (IeKCTpo3a), MaHHO3a,
rajakro3a, (pykro3a (JeByno3a), caxaposa (caxap), KyKypPy3HbIH CHUPON C BBICOKUM
comep:kaHueM (PYKTO3bl, MaylbTO3a, WHBEPTHBIH caxap (cMech (PYKTO3bI M TIIFOKO3BI,
noJiy4aemMasi U3 caxapo3bl), YaCTHYHO THIPOJIM30BAHHBINA KpaxMall, Cyxasi KyKypy3Has IaToka
U JUTHAPOKAIBKOHBI, PACTBOPUMBIE B BOJE HCKYCCTBEHHBIE IOACIACTUTENH, TaKHUE Kak
pacTBOPUMBIE CONM CaxapuHa, T.€. HATPUEBBIE WM KaJbLHEBblE COJIM CaXxapHHA, COJHU
LIMKJIaMaTa, HATPUEBas, aMMOHMEBas WU KajubLiMeBas conb 3,4-nuruapo-6-merun-1,23-
OKCaTHa3uH-4-0auH-2,2-TUOKCUA, KaJduiiHas coib 3,4-nurunpo-6-metui-1,2,3-okcaTuasnn-4-
onuH-2,2-nuokcun (aumecynbdam-K), cBoOomHasi kucioTHas ¢opMa caxapuHa U TOMY
noao0HOe, MOACIACTUTENN HA OCHOBE JTUIENTUIOB, TAKHE KAK MOCIACTUTENH, MTOTyUYeHHbBIE
u3 L-acmaparmHOBOW KHCIIOTBI, Takue Kak L-acmaptui-L-(peHnnanaHnH-MeTHIOBBINA
cnoxkHeld  3pup (acmapram), L-ambda-acmaptun-N-(2,2.4,4-teTpamerii-3-Truetanmn)-D-
aJlaHMHAMUAA TUAPAT, CJIOXHbIE MeTWIOBble 3¢upsl L-acnaptun-L-¢enmnrmunepuna u L-
acaptui-L-2,5-nurunpodenmnrnunuba, L-acmaptun-2,5-gurunpo-L-¢enunanannna, L-
acmaptui-L-(1-0uKkIorekcueH)-ajannia W TOMY — MOJOOHOE; BO/IOPaCTBOPHMBIE
MOACIIACTUTEINH, TIOJYYESHHBIE U3 TPUPOIHBIX BOJOPACTBOPUMBIX MOJCIACTHTENEH, TAKUX KaK
XJIOPUPOBAHHBIE TPOM3BOAHBIE OOBIMHOIO caxapa (caxapo3bl), M3BECTHBIH, HANpHMeEp, Kak
CyKpajo3a, U TOJACIACTHTENM Ha OCHOBE OENKOB, Takux Kak w3 thaurnatoccous daniellii

(taypHatuH I u 1), mpuponHbie MOACTACTUTENN BBICOKOW MHTEHCUBHOCTH, Takue kak Lo Han
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KUO, CTCBUs, CTCBUO3UAbl, MOHCJUJIMH U TIMLUPPU3NH. B OOHOM BAapUAaHTE OCYLICCTBIICHUA

HOZICIACTHTEIb MPENCTABISIET COOO0 CYKpasiosy.

[0111] OcBexxaromue areHThbI, TAKXK€ Ha3bIBAEMbIE OXJIAKIAIOUIUMU areHTaMH, SIBJISIFOTCS
XUMUYECKUMH BELECTBAMHU, KOTOPbIE AKTUBHUPYIOT XOJIOAOBbIE UyBCTBUTEIIbHbBIE PELIENITOPSI,
co3maBass omyiieHne xojoxa. OcBexaroliue areHTbl, KOTOpbleé MOIyT J00aBisTH B
TUIEHOYHYH) KOMITO3HUI[MIO, BKJIIOYAIOT B Ce€0s MEHTOJ, TUMOJ, KaM(popy U 3BKaIUNTON. B

OOHOM BapHaHTE OCYLICCTBIICHUSA OCBEJKAIOIIUIl areHT MpeACTaBJIACT co0OM MEHTOJI.

[0112] ApomaTuzaTtopsl, MOACIACTHTENM M OCBEKAIOIIHME AareHThl MOTyT 1OOAaBJSITH B
TPAIULIMOHHBIX KOJUYECTBAX, OOBIMHO MO OTHOIIEHHIO K OOIIEeMy KOJHMYECTBY OT OKOJIO
0,01% mno okono 10% mo mMacce MIGHKH B MEpPecUeTe Ha CYXYH MAaccCy, HampuMep OT OKOJIO
0,1% no okono 7% mo Macce TJIEHKUA B TMEpPEcUYeTe Ha CyXYK MacCy, HalmpuMep OT OKOJIO

0,1% 1o okomno 5% 1o Macce TJICHKU B IMEPEcUYeTe Ha CYXYH Maccy.

[0113] [Ipyrue mackupyromye BKyC areHThl BKJIIOUAIOT B ¢e0si, HATIPUMEP MOJIMMEPbhI, Macia
WM BOCKM. B oOgHOM BapuaHTe€ OCYIUECTBIAEHUsS JOEKCMEAECTOMHAWMH WJIH  €ro
(apMaeBTUYECKH TPUEMJIEMYIO COJIb TMOKPBIBAIOT MACKHUPYIOIINM BKYC areHTOM Iepen

COCTABJICHHUECM INJICHOYHBIX KOMHOSHL{Hﬁ.

[0114] B HexkOTOphIX BapuaHTax OCYIUECTBJIEHUs, €CIM MACKUPYIOIIMHA BKYC areHT
WCIIOJIb3YETCsl Il TOKPBITUS AKTMBHOIO HWHIPEAWEHTa, OH MOXKET MPUCYTCTBOBATH B
KOJIMYEeCTBE OT OKOoJIO 5% mo okono 80% Mo Macce YacTUIbI WM TPaHyJIbl, COAep Kallen
AKTUBHBIM MHIPEeNUEeHT. B npyrom BapuaHTe OCYLUECTBJICHUS MACKUPYIOLIUNA BKYC areHT
MPUCYTCTBYET B KOJIUYECTBE OT OKOJIO 25% 110 0k0J0 35% 1o Macce 4acTHLIbl WU IPaHYJIbL
COZEpIKalllell aKTUBHBIM HMHIPENUEHT. TOYHOE COoAep:KaHWe AaKTUBHOTO WHIPEIMEHTa B
MOKPBITON JJIs MACKUPOBKU BKYCa YaCTHUIIbI UJIM T'PAHYJbl 3aBUCUT OT MHOTHX MapaMeTpOB,
BKJIFOYAsi KOHKPETHYIO (OPMY HCIIOJIB3yEeMOIr0 aKTUBHOIO HMHIpeAneHTa (T. €. CBOOOMHOTO
OCHOBAHWUSI WJIH €r0 COJIN), MOKPBITHE U JIFOObIE apOMAaTHU3aTOPbI, MPUCYTCTBYIOIIHNE B YACTHIIE

WK TPaHyJie WU B IUIEHKOOOPa3yIoIIel NOJMMEepPHON MaTpHLe.

[0115] [ekcmeneToMunue win ero apmManeBTHUECKU MpUEMIIEMasi COJIb MOTYT TOABEPraTh
MAaCKHPOBKE BKYyCa, BBI3BAHHON BBIIIEONUCAHHBIMU MAaCKHPYIOIIMMU BKYC areHTamu, ¢
MIOMOIIBIO PA3TUYHBIX MeToAuK. [loaxonsimue cnocoOpl HAHECEHUS TTOKPBITHS BKIIIOYAIOT, HO
HE OrPaHUYUBAIOTCS] UMH, TOKPBITHE B IICEBJOOKIKEHHOM CJIO€, PACIIBUINTENIBHOE TOKPBITHE

C OTBEP:KACHHEM, arjIOMEPAlUOHHOE WM TPaHYJSIUOHHOE IOKPBITUE, MOKPBITUE MyTEM
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3axBaTa, KOAlePBAlIOHHOE MOKPBITHE, HH(Y3HOHHOE MOKPBITHE, LEHTPOOEKHOE TTOKPBITHE,

MOHOOOMEHHOE MOKPBITHE WU TOMY ITOA00HOE.
AHTHUOKCUIAHTHI

[0116] IIneHOYHBIE KOMIO3ULMH MOTYT NPEUMYILIECTBEHHO HCIOJIB30BAaTh AHTHOKCHIAHT
WIN TOTJIOTHTEIb KUCJIOPONa Uil TMPEeNOTBPALICHUS WM YMEHBIIEHHS OKHCIUTEIbHON
Aerpagaluy JeKCMENEeTOMUAMHA WX ero (papMaueBTUYECKH NPUEMIIEeMON CONU Tepen
UCTIONIb30BaHUeM. [IpuMephl mornoTuTeneil KUciIopoaa MM aHTUOKCHIAHTOB, KOTOPBIE IO
CYIIECTBY VJIYYIIAIOT JOJTOCPOYHYEO CTaOMJIBHOCTh  IUICHOYHOW KOMIIO3HIMU  TIO
OTHOLICHHIO K OKHCIHUTENbHOH Jerpajaliy, BKIKOYAOT CyJb(UTHBIE COJHM, TaKHE Kak
cyabpuT HaTpusi, Oucynbur HaTpus, MeTadbUCyIbOUT HATPUS U AHAJTIOTUYHBIE COJIA KaJUs U

KaJbI M.

[0117] ITonxopsAmee KoaMUecTBO CyJdb(PUTHOH conau (Hampumep, CyiabpuTa HATPH)
coctaBsieT 10 0koyo 5%, Hanpumep ot okoyio 0,001% no okono 2% mo macce MIeHOYHOU

KOMIIO3ULIMH B IIEPECUETE HA CYXYHO MacCCy.
Perynupyroume pH arentel/Hefitpanusupyroue pH areHTs

[0118] Ilornomenne aeKCMENeTOMUINHA WIH €ro (papMaleBTUYECKOW MPUEeMIIEMOHN COJH
yepes CIOM3HCTYI0 OOOJIOUKY TMOJIOCTH pPTa MOXKET YBEIWYHMBATBCS B  IIEJIOYHOM
MHUKpPOOKpY>KeHUU. B kadecTBe mnpumepa, 3TOr0 MOXKHO JOCTUIaTh, KOTJa IUIEHOYHbIE
KOMITO3ULIUK NOAAep>kuBatoT npu pH Beie 6, 0T 0k0J0 6 10 OKOJIO 9 WM OT OKOJIO 6,5 A0
0k0JI0 8. B HEKOTOPBIX BapHAaHTaX OCYINECTBJICHUS M300PETEHHs MJIEHKA MOXKET CONEpKaTh
IIEJOYHOEe  BEIIeCTBO,  KOTopoe  yBenmuuBaer pH  ruieHouHOro  mpemapara.
Heorpanuuuparomme mnpumepsl peryiupyromux pH/HedTpanusupyromux pH areHToB
BKJIFOYAIOT OukapOoHaThl (Hampumep, OMkapOOHAT HATpPHs), LUTPAThl (HANpUMep, LUTPAT
Kanusi), kapOoHaThl (HampuMep, KapOOHAT KaJbLHs), JIAKTAThl (HAIPUMeEp, JAKTAaT HATPHs),
aretaThl (HampuMep, aleTaT KajbLus), meodHoe Oy(depHoe BemecTBo (HanpuMep, MINIHH),

TUAPOKCHU]T HATPHSL, XJIOPU HATPHS WM TOMY ITOTOOHOE.

[0119] IMlenounoe OydepHOE BelIecTBO, TAKOE KAaK TJIMIHH, SBJSIETCS OJHUM U3 MPHMEPOB

HenTpanusupyrowmero pH arenra.

[0120] Perynupyromue pH arenter/mefiTpammsupyrouie pH areHTsl MOTYT ObITH HOOABIEHBI

B IUICHOYHYIO KOMITO3MLHMIO B KoiudecTBaxX, 5((exkTuBHbIX 11 crabummsauuu pH B
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KeJTaeMOM Iana3oHe pH. INonxonsmee KOJINYECTBO PEryIupYyIOLEro
pH/ueiirpammsupyromero pH areHra, NPHCYTCTBYIOLIETO B IUIGHOYHOH KOMITO3UIIUH,
BKJIFOYAET, Hampumep, A0 okoino 10%, Hampumep ot okono 1% no oxono 5% mno macce

IUICHOYHOH KOMIIO3ULIMU B ITEPECUETe Ha CYXYIO MaccCy.

[0121] U naoGopor, ObuI0 MoKa3aHo (Tabnuua 24 B mpuMepe 2 B JAHHOM JTOKYMEHTE HIKE,
CpaBHUTENbHBINA cocTaB 11), uTo nmoGaBiaeHue KUCIOTHOrO Oydepa (Hampumep, JAKTATHOTO
Oydepa) wW/uau KHUCJIOTHOrO areHra (HampuMep, MOJIOYHON KHUCJOThI) B IJICHOYHYIO
KOMITO3HLIMIO OKAa3bIBA€T HETaTHBHOE BIIMSHHE HA MPOHULAEMOCTH/AU(PPY3UI0 aKTHBHOTO

UHTPEIUCHTA Yepe3 CIIM3UCTYI0 000JIOUKY TOJIOCTH PTa.
ATeHTbI, yCHIINBAIOIME IPOHULIAEMOCTh

[0122] YToOBI MOMONHUTENBPHO CTUMYJIHPOBATH IMOTJIOLICHUE NEKCMENETOMUANHA HIIH €ro
dapmanieBTUYECKOH CONM  4epe3 CIU3UCTYI0 OOOJIOUKY TMIOJIOCTH PTa M YMEHBIIUTH
KOJIMYECTBO JE€KCMEAETOMUINHA, KOTOpPO€ IIPOHUKAET B JKEIYJOYHO-KHUIIEYHBIH TpaKT,
MOXeET OBbITb BBIFTOAHBIM AOOABISATP B IUIEHOYHYK) KOMITO3UIMIO —areHT-yCHUJINTENb
MPOHUIAEMOCTH (T. €. YCHWJIHTENb NMpOoHUIaeMocTH). Hekoropeie 3¢ pekTrBHBIE yCHIUTENN
NPOHUKHOBEHHsI, KOTOpPbIE CIOCOOCTBYIOT a0COpOLMHM JIeKCMENEeTOMUAMHA WM  €ro
(bapManieBTUYECKH NIPUEMIIEMOI COJM Yepe3 CIU3UCTYI0 OOOJIOUKY IMOJIOCTH PTa, BKIIOYAOT
criupthl. CHOUPTOBOW YCHJINTENb NMPOHHKHOBEHUS] B CIHPTE, TAKOW Kak OyTaHOJN, MOXKET
TPAAULIMOHHO A00ABIATBCS K IUIEHOYHOW KOMIIO3MLIMU B KoJMuecTBe a0 okosno 10%,
Harpumep ot okoJio 0,1% no oxono 5%, Hanpumep ot okoio 1% no okono 3% B nepecuere

Ha MacCy MJICHOYHON KOMITO3UIIMU B BUAE CYXON MacChl.
MykoaAre3uBHbIE areHThI

[0123] UTtoObl CcTUMYTUpPOBATH AATrE3WI0 TUIEHOYHOH O KOMITO3UIIUK 4Yepe3 CIU3UCTYIO
00OJIOUKY TIOJIOCTH pPTa, MOXKET OBbITh BBIFOJHBIM JOOABISTH B IUICHOYHBIH COCTaB
MYKoaI[FGSI/IBHHﬁ arcHT. HpI/IMepr MYKOAATr€3UBHBIX aI'€CHTOB, KOTOPBIC MOTYT I[O6aBJ'I$ITb K
IUIEHKE, BKIIOYAOT B ce0s, HO HE OrpPaHWYUBAIOTCS UMM, aJlbI’MHAT HATpHUs, HATPHil
KapOOKCHMETHIILIEIUTIOIO3Y, TyapoBYIO Kameb, MOJU3 TUIIEHOKCHI,
TUAPOKCUSTUIILEIUIIOJIO3Y, THAPOKCHIIPONUILEIUIFOIIO3Y, TMAPOKCHIIPONUIMETHIILEIIFOIO3Y,
KaMenb KapailM, MeTWILEJUIIONIO03y, peTeH, TparakaHtr u ToMy mnoxobnoe. OpnuH
MYKOAJIre€3UBHBIN areHT NPEACTABISET COOOH MOJMITHUIEHOKCH[, KOTOPBbIH OOBIYHO MOTYT

n00aBIATh K TUICHOYHON KOMIIO3MLIMHU B KOJMUYECTBE OT 0K0JI0 20% 1o okoso 90%, Hanpumep
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ot okoo 40% no okoso 70% B mepecyere Ha OOIIYIO0 MACCy IJIEHOYHOW KOMIIO3HIIUU B BUJIE
cyxoii Mmaccel. Crenyer MNOHMMATb, 4YTO BOJOPACTBOPUMBIE MYKOAJIr€3UBHBIE areHTHI,
KOTOPBIE€ MPENCTABJSIFOT COOOM MOJMMEPHI, TaKWe KaK MOJUSITUICHOKCHI, TaKKe€ BXOMST B
PaMKU OIpeNesIeH!s] BTOPOrO BOAOPACTBOPUMOTrO MOJIUMEPA, KaK paHee OMHUCAHO B TEPMHHE

«TIOJIUMEPHBIA KOMIIOHEHTY.
ITnactudukaTopsl

[0124] ITnactudukatopel MOTYT MNPEHMYINECTBEHHO  HCIOJNb30BaTh B  IUICHOYHBIX
KOMITO3ULHSIX, €CITH HEOOXOAUMO, IUIsl COOTBETCTBYIOLIEH Moau(HUKanuyu r’uOKOCTH TUICHKH
11t OOJIErYeHusT U3rOTOBJIEHHSI M O0ECIIEYEeHUsT BO3MOKHOCTH TUICHKE JIETKO aallTHPOBATHCS
K popMe HacTH MOJIOCTH PTa, B KOTOPOH MpUMeHseTcs IuieHka. IlnacTiudukaropsl, KOTOpbIe
MOXHO 3P (EKTHBHO NPHUMEHSATh B JAHHOM JOKYMEHTE, BKJIIOYAIOT MOJU3TUIICHIJIUKOIIb,
NPONUJICHIJIUKONb, TPUOYTUILMTPAT, TPUITWILMTPAT M DIHLEpUH. B 3aBHCHMMOCTH OT
BBIOPAHHOTO TUJIEHKOOOPA3YIOIIero MosuMepa(-0oB) M IOPYTUX KOMIIOHEHTOB IUIEHOYHOTO
COCTaBa, TMOAXONAINEEe KOJUYECTBO IUIACTU(UKATOPA, BKIFOYEHHOTO B IUICHOYHYIO
KOMIIO3HIINIO, OOBIMHO MOXKET COCTaBJIATh A0 okojo 10%, Hampumep ot okojio 0,1% mo
okoso 5%, Hanpumep oT okojio 0,5% no okoino 5% B mepecuere Ha MacCy IUIEHKU B BHUJIE
cyxoi Maccel. i onpeAeneHHbIX TPUMEHEHNH MOXKHO UCIIONB30BaTh MOJUATHUIIEHIVIUKOIH C

0oJ1ee BBICOKOW MOJIEKYJISIPHON MacCOM, BKJIIOYAst MOJUATHICHOKCHU.
O6bpemMoo0pasyromme areHTbl

[0125] O6bvemoobOpasyrolirie areHTh (T. €. HATIOJHUTEH) MOT'YT A00aBJISTh MO YKEJIAHUIO IS
YBEJIMYCHUS] pa3Mepa TOTOBOrO IUICHOYHOTO Mperaparta ajisi OOJerdeHus: M3TOTOBJICHUS U
MPOU3BOACTBA, WU Ui MOIU(HUKALIMUA CBOWUCTB (HANpUMeEp, YBEJIUYEHHs WJIU YMEHBIICHUS
BPEMEHU HAXOXKIEHUS WJIM YBEJIUYEeHHs KECTKOCTH) IJIEHOYHOro cocTama. llomgxomsiiue
HATIOJTHUTEJH, KOTOPbIe MOTYT JHO0ABNIATh B IUICHOYHYIO KOMITO3UIIUIO, BKITFOYAKOT KpaxMal,
COJIM KaJibLUs, TaKWe Kak KapOOHAT KajblWs, W caxapa, TaKUe KakK JIAKTO3a, TIIFOKO3a,
caxapos3a, MaHHO3a, COPOUT, MAHHUT, TAJAKTHT, CYKPajo3a, TPErajgo3a, U UX KOMOWHALWH.
KonudecTBO HamoJHUTENS, KOTOPBIA TPAIULIMOHHO MOTYT NOOABISATh B IUIEHOUYHBIA COCTAB,
KaK TPaBUJIO, COCTaBJsIeT N0 Okoyio 25%, nampumep ot okojo 0,5% no oxomno 20%,
HarpuMmep oT okono 1% 1o okono 15%, Hanpumep ot okosno 2% no okono 10%, mo macce

KOMITO3HULIMY TUIEHKH B IIEPECUETE HA CYXYH MacCy.

HOBerHOCTHO-aKTI/IBHbIe BeH_IeCTBa/HeI/IOHOFeHHbIe COJ'II'06I/IJ'II/1321TOpr
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[0126] Ilnenka OOBIMHO BKIJIFOYAET IO MEHbIIEH Mepe OAHO IOBEPXHOCTHO-AaKTUBHOE
BEIIeCTBO/HEMOHHBIN COMIOOMIN3ATOp, BKIIOYAs, HAMPUMEpP, HO HE OTPAHMYUBASCH 3THM,
NoJoKcaMep,  MOJHOKCHUJI-THAPOT€HU3UPOBAHHOE  KAacTOPOBOE  Macjo,  TIIMIEepHI-
MOJIMATUIIEHTJIMKOJIb ~ OKCHCTEeapaThl, TIHLIEPUI-TIONUTITULIEPUIIOBbIE  CJIOXKHBIE  3(PUPbI
JKHPHBIX KUCJIOT M MX KoMOuHaimu. KoJum4ecTBO MOBEPXHOCTHO-aKTHBHOTO(-bIX) BEIIECTBA
(BeectB), KOTOpOe(-ble) MOTYT MAOOABISATH K IUIEHOYHOH KOMIO3HMLIMHK, KaK MpPaBUJIO,
coctaBisieT 10 0KoJo 5%, Hanpumep ot okojo 0,5% mo okosno 3%, Hanpumep ot okojo 1%

10 0K0J10 3% MO Macce TICHOYHOW KOMITO3ULIMH B TIEPECUETE HA CYXYIO MaccCy.
HpOTI/IBOBCHeHI/IBa}OH_[I/Ie KOMITOHEHTHI

[0127] TIpoTuBOBCIIEHMBAOIUE  W/WJIM  TIEHOTACSIUE  KOMIIOHEHTBI  TaKXKe  MOTYT
HCIIOJIB30BATh B TUICHOYHOW KOMMO3ULUU. DTH KOMITIOHEHThI TTOMOTAIOT B YAAJEHUU BO3MyXa,
TaKOro KakK 3aXBaY€HHbIN BO3AYX, U3 MJIEHOYHBIX KOMOO3ULMI. Takol 3axBay€HHBbIA BO31YX
MOJKET MPUBOIUTH K HEOTHOPOIHBIM TIEHKAM. [Tpumepom MIPUTOTHOTO
MPOTHUBOBCIICHUBAIOIIETO W/ TEHOTACSIIEr0 areHTa SBJSIETCS CHMETUKOH, XOTSI MOTYT
WCIIOJIb30BaTh  JIPyTHE MIPOTHUBOBCIIEHUBAIOIIHE u/unu IIEHOTracsIIne areHThl.
IIpOTHBOBCIIEHNBAIOIIMIT W/WJIM  TIEHOTACSIIMI AareHT, TakoW KaK CHUMETHKOH, MOTYT
n00aBJIsATh K IJIEHOYHON KOMIIO3ULIMK B KoiudecTBe OT okoyio 0,01% mo okoiso 5,0%, Oosee
skenaTeabHo oT okoJio 0,05% mo okono 2,5%, u Haubojee xenarenbHO OT okoio 0,1% mo

oxoJ10 1,0% 1o mMacce rIeHOYHOH KOMIIO3HLIMU B MEPEeCYeTe Ha CYXYI0 Maccy.
Kpacurenu

[0128] Kpacsmue no6aBkH, KOTOpbIE MOTYT OBITh BKJIIOUEHB! B IUICHOYHYIO KOMITO3HIIHIO,
BKJIFOYAIOT MHILIEBBIE, JIEKapCTBEHHbIE M KocMerndyeckue kpacurenu (FD&C), nexapcTBeHHbIe
u kocMmerndeckue kpacurenu (D&C) wnm HapyKHBIE JEKapCTBEHHbIE M KOCMETHYECKHE
kpacurenu (Ext. D&C). DTu kpacutenu npencTaBisiFoT OO0 OKpaIIMBAIOIINE BEIIECTBA, UX
COOTBETCTBYIOLI[ME MUTMEHThI U ONpeeNIeHHble HaTypajibHble U IPOU3BOJHBIE Kpacsilue
BemecTBa. [IMrMEHThI PEACTABISIIOT COOOH Kpacuteny, abcopOMpPOBaHHBIE HA THAPOKCHIE
amoMuHus. Jlpyrue mnpuMepsl Kpacsmux A00aBOK BKIIOUAIOT W3BECTHBIE A30KPACHUTEIH,
OpraHUYeCKHEe WM HEOpPraHW4YeCKHue IHUIMEHTbl WJIM Kpacsllhe areHTbl MPUPOIHOIrO
npoucxoxneHusi. Hekoropele mnpuMepsl KpacAmmx J00aBOK TPENCTAaBISIOT — COOOM
HEOPraHWYEeCKHe IHUTMEHTHI, TaKHE€ KaK OKCHABI JKejie3a WIM THUTaHa, IOOaBJIECHHBIC B

KOHLIGHTpaLuu B Auamna3zoHe ot okojo 0,001% no okosno 10%, nanpumep ot okono 0,01% no
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okoJi0 3%, Mo Macce MIEHOYHOM KOMIO3MIIMM HA CyXOH B IepecueTe Ha Cyxyr maccy. B
OIHOM BApPUAHTE OCYLUECTBJICHUS KPACUTEJb, UCMOJb3YEMBbI ISl AEKCMENETOMUIUHOBON
KOMITO3HNIIUH (T. C. KOMITO3HUITUH JUJTA paSMeH_IeHI/Iﬂ), OTIINYaCTCA oT KpaCurTei,

HCTIOJIB3YEMOT'O OJIsA TJIEHOYHOM IOIOKKH (Haan/IMep, IMJICHKH rmaue6o).

[0129] OnuH kpacuTenb MOHONMTHON IUIGHKM M IUJICHOYHOW TMONJIOKKU IUIEHKH C
MHUKpPOpPa3MEIICHHEM SIBJISIETCS M3YMPYIHO-3€JIEHBIM M JOCTYMHbI Kak ToH Fast Emerald
Green Shade (06507). OmuH kpacuTeNnb OEKCMENETOMHUIAMHOBON KOMIIO3UIMH (TO €CTh
KOMITO3ULIMST ISl Pa3MEINeHUs) NpPEACTaBsieT COOOW OTJIMYHBIA OT IBeTa TIUIEHOYHOM

NIOZJIOJKKH I[BET, Hanpumep cuHui (noctynHbiii kak FD&C Blue Ne 1).
ITPOM3BOJICTBO IVIEHOYHBLIX KOMITO3ULIVIA
[0130] IIneHOUHBIE KOMIO3ULIUKA MOTYT MOJIy4aTh, KAK OMHUCAHO B JAHHOM JOKYMEHTE.

[0131] B obmeM, oguH U3 CIOCOOOB MONYYEHUS MOHOJHUTHBIX TOHKOIJIEHOYHBIX COCTaBOB
BKJIFOYaeT B Ce0sl JINThe JKUIAKOTO COCTaBa B BHAE HEMPEPBIBHOIO IMOJIOTHA B (opme
IMPOKOTO W JJIMHHOTO PYyJIOHA HA HEMPEPBIBHOHN MOMJIONKKE (Hampumep, OyMaKHBIX WU
NOJMA(UPHBIX JIEHTaX, KOTOPbIE MOTYT COAEPKATh UM HE CONEP KaTh 3aIIUTHBIE MTOKPBITHSI)
c 00pa3oBaHMEM TaK Ha3bIBAEMOrO, B HEKOTOPBIX CJIy4asix, OCHOBHOro pyJsoHa. [Ipouecc
MPOU3BOACTBA BKJIIOYAET CYIIKY KHUAKOTO COCTaBa ISl YAAJIEHUS pacTBOpUTENeH (BOIHBIX
W/WJIM HEBOMAHBIX) JUIA TMOJYYeHHs TOHKOW IUICHKH Ha MOIJIOKKe. [lojydeHHble Takum
00pa3oM OCHOBHbBIE PYJIOHBI 3aTEM MPEBPALIAIOT B MEHbLINE €IUHUYHBIEC 103l TIOCPEICTBOM
paspesaHusi pyJIOHa W IITAMIIOBAHUS OTHAEJbHBIX €AMHUYHBIX J103. 3aTeM €IUHUYHBIE O3B

MEPEHOCAT U3 MTPOU3BOICTBEHHON MOJIOKKHU JJIsl IEPBUYHON YIIaKOBKH Ipernapara.

[0132] B kauecTBe nmpumepa, sl JUThsI C OKYHAHHUEM B PaCTBOPUTEIb MOXKET TPAAULUOHHO
WCTIOJIb30BaTbCS  JJIsI  TOJYYEHHs] MATpPULbl TOJUMEPHON TieHKU. Eciaum  akTUBHBIN
WHTPEAUEHT SBJISIETCS 4YaCTbIO MaTPULbl MOJUMEPHON TIUJICHKHU, AKTUBHBIM HMHIPEIUECHT,
nojauMep(-bl) U APYrUe UHTPEAUEHTHI (HAampuMep, HOCUTEIH) CMELIMBAIOT B PACTBOPUTENE
nepeq MPUTOTOBJICHUEM MATPULIBI MOJMMEpPHOW IUIeHKU. Kak mpaBuio, s CMELIUBaHUsA
OCHOBHOI Macchl U 3 (EKTUBHOTO TEIUIONEPEHOCa MOYKHO HCIIOJIB30BATh IEPEMELINBAOLIEE
YCTPOMCTBO C MaJblM YCUJIMEM CIBHUIA, B TO BPEeMs KaK JJs MOJYYEHUs AUCIEPCUU C
BBICOKMM YCHJIUEM CIIBUI'a MOKET HCIOJb30BaThCS MPOTOYHBIN roMoreHusarop. Bo Bpewms
W3TOTOBJICHUST CMECUTENIb CIIOCOOEH HCIOIb30BaTh BAaKyyM [UJIsl YCTPAHEHHs 3axBaTa

MMy3bIPpbKOB BO3AYyXa B CME€Ch, KOTOPBIC IIPOABJIAIOTCA KakK I[G(I)GKTBI IJICHOK BO BpE€Ms
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TIOCJIEAVIOMIETO MpOoIecca MOKPbITHs. MHrpeIneHThl MOTYT NOOABISITh B CMECUTENh B JTFOOOM
NOPSIIKE U, CIEeNOBAaTENIbHO, INPOLECC HE OrPAaHMYEH NOPSAKOM M00ABIEHUS KaXKIOro

UHTPEANEHTA.

[0133] Bo Bpems mpouecca MHOKPBITUS CMECh JOCTABISETCS K TOJOBKY [JIi HAHECEHUs
TIOKPBITUST  MTOCPEACTBOM  YIIPABISIEMOrO  MO3UPYIOIIEro Hacoca sl obecreueHws
HereprBHOﬁ JOOCTAaBKU KUIOKOCTH. I[J'ISI MOKPBITUA MOXKET HUCIIOJb30BATbCA I'OJIOBKA IJIA
HAaHCCCHHS IMOKPBITUA B BHUAC HOXKAa HaJd PYJIOHOM, I'OJIOBKY IJisI HAHCCCHHUS IMOKPBLITUA Ha
O0OpaTHYIO CTOPOHY PYJIOHA WJIM INEJIEBYIO TOJIOBKY AJII HAHECEHHs MOKPBITHs, Ha OCHOBE
KOTOpO# paboTaeT HanboJiee MOAXOASIIAs METOANKA B OTHOIIEHUU PEOJIOTHH SKUIKOCTEH U
MOJUIOKKHU, TONJIeKAIell HAaHeCeHUI0 moKpbiTusa.  CroernuanucrtaM B JaHHOW 0OJacTw
NpoueCCOB HAHECCHHS TMOKPBITUA H3BCCTHBI PA3JIMYHBIC METOAWKHW, W OHH CHOCO6HbI
OnpeaAcinTh MNOAXOAAIYHD METOAUKY HAHECCHUA TIOKPBITUSA, HCXOAA U3 Tpe6yeMbIX
napaMeTpoOB IJICHKH. Bo BpEMA MpoHecCa HAHCCCHUA TMOKPbITUA KUAKOCTh PA3MEIIAIOT Ha

3alUTHOMN JIEHTE, a 3aTEM €€ TPAHCIIOPTUPYIOT Yepe3 KTYHHENb JJIsl CYLIKN.

[0134] Bo Bpems mnporecca CyIIKA HarHeTaeMblil TOPSAYUM BO3AYX BO3AEHCTBYET Ha
BEPXHIOK CTOPOHY MOKPBITHS, HA HUXKHIOIO CTOPOHY TOKPBITUS MIIM HA JIFOOYI0 KOMOMHALIUIO
BEPXHEHN U HU>KHEU CTOPOH JJIs1 MOJYYEHUs IUIEHKH, KOTOpasi COAEPKUT MEHBLIEE WU PABHOE
KOJIM4ECTBO IO OTHOLICHUIO K YKa3aHHOMY OCTaTOYHOMY YPOBHIO pactsopurens. Ileum nus
CYIIKHA MOTYT MMETb JIOOYIO JUIMHY, HO, KaK MPaBHJIO, UMEKT JUIMHY OT 2 1o 10 merpos.
MHOXeCTBO Ieueil sl CYIIKH MOTYT OBbITh IOCIENOBATENIbHO pa3lesieHbl TAaKUM 00pa3oM,
YTO BJIAKHOE MOKPBITHE NPOXOAUJIO 4Uepe3 MHOKECTBO Ieded sl CYLIKM, KaXkaas u3
KOTOPBIX MOJKET OBITh HACTPOEHA Ha pa3Hble TEMIEPATypbl BBICYIIMBAHUS TMPH Pa3HBIX
JaBJIEHUSAX BO3ayxa. Bo Bpems mpouecca CyLIKM YCTPOMCTBO AJisl HAHECEHUs MOKPBITUH
MOXeT padoTaTh C JIMHEHHOH CKOpOCThrO Mexay 0,25-5 MeTpoB/MHHYTY, W JIMHEHHAas
CKOpOCTh onpeaeisiercs 3PpPeKTHBHOCTBIO MpOoIecca CYIIKA U YCTAHOBIEHHBIM OCTATOYHBIM
YPOBHEM pacCTBOPHTENS, HEOOXOAMMBIM JJIi KOHKPETHOrO IUIEHOYHOro mpemnapara. Ilocie

H3BJICUCHUA TNICHOYHOI'O IOKPBITHA U3 MCYH, €I'0 HAMATbhIBAOT Ha CCPALICBUHY.

[0135] B nonosHeHMe K JUTBIO C OKYHaHHEM B pPaCTBOPUTENb, APYrHE MPUMEPHI
NPUTOTOBJICHNUST MATPHLbI NMOJUMEPHON IUICHKH BKJIIOYAOT B cedsi croco0 IMOyTBEpPHOro
JUTbS, METOJ SKCTPY3UH TBEPHOH IUCIEPCHH, PYJIOHHBIA c€rocod, cmocod 3KCTpy3uu

ropsYero paciuiaBa u X KOMOMHALIUIO.
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[0136] «JIuTbe» OTHOCUTCS K CHOCOOY, B KOTOPOM TOJIMMEPbl W JOIMOJHUTEJIbHbIC
UHTPEIUEHTHI (BKJIIOYAs aKTUBHBIM areHT) MOTYT OBITh PACTBOPEHBI UJIHM CYCIEHIUPOBAHbI B
NOAXOJALIEM PACTBOPUTENE, yAANsieTcs M0OOH 3aXBaueHHbIN BO3MYX, MOJYUYEHHYIO CMECh
HAJIMBAIOT HAa MOAXOMSALIYI0 TMOIJIOXKKY, W BBICYHIMBAKOT ISl yIAJ€HHs PACTBOPUTENS C
o0pa3oBaHHeM IUIEHKH (HanpuMep, TOHKOH IUICHKH). 3aTeM IJICHKY Hape3aloT B BHAE JIFOOOH

HeoOxomumol GopMbl U pazmepa.

[0137] B ogHOM BapuaHTe OCYLIECTBJIEHUSI CIOCOOA JIUThS C OKYHAHHEM B PAaCTBOPUTEIIb,
pacTBOp, conmepKaluii OAWH WM OoJjiee MOJUMEPOB (M HEOOSA3aTeNbHO OOUH WM OoJjee
NOAXOMAUMX (hapMALEBTHYECKH TMPUEMIIEMBIX HOCHUTENIeH) CMEIIMBAIOT C PAcTBOPOM
aKTUBHOTO HMHIrpeAneHTa (M JoOBIX Ipyrux (apMaleBTHUYECKH NPHEMIIEMbIX HOCHUTENEH),
YIAJSIIOT JTF000H 3aXBau€HHBIH BO3AYX (HampuMep, MOJA BaKyyMOM), U TIOJIYYEHHYIO CMECh
HAJMBAIOT HA TMOAXOSINYI0 TIOMAJIOKKY H CyIIaT il yOAJICHUS PAaCTBOPUTENS C

o0pa3zoBaHHEM TUICHKHU (HAMPUMeEp, TOHKOH TUIEHKH).

[0138] B npyrom BapuaHTe OCYILIECTBJIEHHUSI CIIOCO0A JIUThSI ¢ OKYHAHUEM B PAaCTBOPHUTENb
BC€ WHIPEAMEHTHl IJIECHOYHONW KOMIIO3ULMM CMELIMBAIOT BMECTE€ B PACTBOPUTENE IS
TOJTYYEHUs] PacTBOpPa WIJIM B3BECH, YIOABIIOT JIFOOOH 3aXBaueHHBIH BO3AyX (HAampuMmep, Mox
BAKyyMOM), U TOJYYCHHYI0 CMECh HAJMBAIOT HA MOAXOMSINYI0 TOMJIONKKY M CyIIaT IJis

yIaJIieHUs] paCTBOPUTESI ¢ 00pa30BaHUEM IUIEHKU (HarpuMep, TOHKOU MJICHKH).

[0139] B nOMOJHUTENPHOM BapHaHTE OCYLIECTBJCHHUS, KOIZAa AKTUBHBI WHIPEAUEHT
JVCTIEPTUPYETCST BHYTPH IUIGHKH W3 TOJHUMEPHONH MaTpulbl (B OTJIMYHE pa3MEIIeHHs Ha
TIOBEPXHOCTH TOJIUMEPHOW MAaTpUIlbl «IuIanedo»), aKTUBHBIA WHTPEIUEHT MOXKET IIO0

CYLIECTBY PaBHOMEPHO PaCIpeNesiTbCs MO BCel MOJUMEPHON MaTpule.

[0140] Ecnn, anpTepHATHBHO, AKTUBHBIA WHIPEIMEHT NPHUCYTCTBYET HA MOBEPXHOCTH
MaTpHLbl U3 TOJIUMEPHOH IUJICHKH, MATPHUIy «IUtanedbo» W3 MOJUMEpPHON IUICHKH (T. €. He
cofieprKalleil JIEKAPCTBEHHOTO CPEACTBA) MEPBOHAYAIBHO TOTOBAT B BHAE HENPEPBIBHOM
MaTpPULBl U3 NMOJTUMEPHON IJIEHKH, U AKTUBHBIA UHIPEIUEHT B Ka4€CTBE YaCTH MOAXOASAIIEH
KOMITO3UIIMH  (JEKCMEIETOMUINHOBOH KOMIIO3ULIMM) HENOCPEICTBEHHO HAHOCAT Ha
MOBEPXHOCTb C BBICYLIEHHON HENPEPBIBHOM MATPULEH W3 MOJMMEPHOM IUIeHKU. B npyrom
BapHaHTE OCYINECTBJIEHUs W300peTeHus! MoJuMMepHas Mmarpuua «mianedo» obOpa3oBaHa B
BHJE HENPEPLIBHOTO IMIOJIOTHA, KOTOpPOE€ pas3pe3aeTcs Ha OTAeNbHble OJIOKH Iepen

pPasMECIICHUEM I[eKCMe):[eTOMI/II[I/IHOBOfI KOMIIO3ULUHU Ha NMOBEPXHOCTU HOHHMepHOﬁ MaTpHUIbl
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«manebo». OIHO MPeuMyIIecTBO KOMITO3ULIUN ¢ MAKPOPa3MEIIeHHON MaTpHLIeH U CIoco0a,
UCTOJB3YEMOrO Il MX MPUrOTOBJICHHUS, 3aKJIHOYAeTCsd B TOM, YTO KOHEYHblE €ANHUYHBIE
703bl MEHEe€ BOCIPUUMYMBBI K M3MEHEHHUIO KOJIMYECTBA MMEIOIIErocsl IEeKCMEIEeTOMU/INHA,
4eM 3TO MOXKET MPOUCXOAUTh BO BpeMsl MOJIy4eHHs] TPAAMLIMOHHBIX MOHOJUTHBIX IUIEHOK,
COZieprKalllUX JIEKAPCTBEHHOE CPeACcTBO. Mukpopa3MelleHre MoMoraeT rapaHTHpOBaTh, YTO
HAHOCHUTCSI OTHOCUTENIbHO 0Oojiee TOYHBI W  TMOCTOSHHBIH 00BEM cocTaBa W
NeKCMeneToMuanHa.  JlpyruM  IpeuMylecTBOM KOMIIO3ULIMM C  MHKPOPa3MELIeHHOU
MaTpHLEeH U crocoda, UCTIOIB3YEMOTO Ui UX MOJYYSHHs], 3aKJIF0YaeTCsl B TOM, YTO Pa3HbIe
J03bI MOTYT OBITH TIOJYYEHbI U3 OJHOTO M TOH K€ PYJIOHA TUIEHOYHON MOMIOKKH. Jlo3a mmubo
3aBUCHUT OT KOJIMUECTBA Kallesib, KOTOPble HAHOCAT HA OMNPEENICHHYIO IJIOLAAb MOJIOXKKHY,
mbo ot cmnocoba Hape3aHWs IUICHKH TIOCJIE€ HAHECEHUs Kamellb, pPa3MELICHHBIX
ynopsinodeHHbIM mabiaoHoM. M Haobopor, B comepKaiux JIEKapCTBEHHOE CPENCTBO
MOHOJIUTHBIX IIJICHKAX, MPOLecc O0eCrevrBaeT TOJBKO BO3MOKHOCTH TMOJYYECHHUS €IUHHLI,

COZIepIKALIHX OAUHAKOBYIO JI03Y JIEKAPCTBEHHOTO CPEICTBA.

[0141] B mompoOHOM BapuaHTE€ OCYIIECTBJIEHHs Crocoba JHUTbS C OKYHaHHEM B
pacTBOpUTENb, TOTOBAT PpAcTBOpP, COAEpXKAIWi OAMH wWiu Oojee NOIMMEPOB (U
HeoOs13aTeNbHO JIF0OBIe moaxosamue (GpapManeBTUIECKU MPUeMIIEMble HOCUTEINH), YAAISIOT
moO0i1 3aXBaYeHHBINH BO3AYX (HampuMep, MOA BaKYyMOM), U MOJYYEHHYIO CMECh HAJIMUBAIOT
Ha MOAXOJSIIYI0 MOAJIOKKY M CYLIAT sl yAaJeHUs PacTBOPUTENs ¢ 00pa3oBaHHEM IUICHKU
(Hanpumep,  ToHKOW  twieHkw). [lo  OTHENBPHOCTM B JKMAKOM  HOCHUTENE
PaCTBOPSIOT/AUCHIEPTUPYIOT AKTUBHBIA MHIPENUEHT M JII0Oble Apyrue HeoOXOIUMbIe
WUHTPEIUCHThI, Hampumep (apMaleBTHYECKH TPUEMIIEMbIH(-ble) HOCUTENb(-1) W/HIH
TIOJIMMEPHBIN KOMIIOHEHT, JJIsi 0Opa30BaHMs COAEPIKALIETO AKTUBHBIA areHT pacTBOpa HIIU
cycnen3uu. [loiydeHHBIH pacTBOP WJIM CYCHEH3HMIO AKTUBHOTO areHTa 3aTeéM HAHOCST Ha

NpeABAPUTEILHO MPUTOTOBJICHHYIO MJICHKY (T. €. MOJIMMEPHYIO MATPHUILY «ILIaredo»).

[0142] CormacHO HEKOTOPBIM HJITFOCTPATUBHBIM ~ BapUaHTaM OCYIIECTBJICHUS CIIOCOD
OCXKICHUSI PACTBOPA MJIU CYCIIEH3UH aKTUBHOT'O areHTa Ha MOJIMMEPHON MaTpulle «IJianedboy
OCYILIECTBISIETCS MyTEM TPSIMOTO pachperesieHns, kKak Oojee moapoOHO ommcaHO Hibke. B
HEKOTOPBIX aJbTEPHATHUBHBIX MPUMEPAX BAPUAHTOB OCYILISCTBJICHUS W300pPETEHHS MPSIMOE

pacnpe€acI€HUEC TAKXKE MOXKHO IMPOBOAUTH C MOMOLIBIO UTJIbI UJIK MaCCHUBa UTJL.

[0143] B mupokoM cwmbicie B crocobax pasMelleHus: aKTHBHOTO WHIPEAHEHTa Ha

HOJ'II/IMepHOI\/’I MaTpuLe «nnaue6o» B COOTBETCTBUU C MIPUMEPAMH BAPHUAHTOB OCYILIECTBJIICHUSA
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NPUMEHSIETCS pacIipeiesieHne HeOOoNbIIoro 00beMa aKTHBHOTO MHIPEIUEHTA, KaK MPABUIIO, B
npeaenax ot 1 Mka 1o okoso 5000 mki, ot 1 Mxia g0 okono 100 Mk, or 1 Mk 1o okosio 500
MKJI, OT 250 MKJI 10 0k0J10 750 MKJI, anbTepHAaTUBHO B mpenenax or 500 mkia no okono 1000
MKJI, QJIbTEPHATUBHO B npezenax oT 1 mkia 10 okono 1000 Mk, anbTEPHATUBHO B Mpeaeaax
ot 500 Mkn 1o oxono 1500 Mk, anpTepHaTuBHO B npeaenax or 1000 mxa go oxono 2000
MKJI, aJbTepHaTUBHO B mpenensax oT 1500 Mkn no okono 2500 MKJ, anpTEPHATUBHO B
npenenax ot 2000 mxa 1o okosno 3000 MkJI, anbTepHATUBHO B Ipenesax oT okojo 2500 Mk
1o okojo 3500 wMku, anprepHaTMBHO B mpenenax or 3000 mxn no oxkono 4000 mxo,
aNbTepHATUBHO B npeznenax oT 3500 Mxi 10 okogo 4500 MKy, anbTEPHATUBHO B Mpeaesax oT
okono 4000 mxn no okono 5000 MK HENOCPENCTBEHHO HA MOBEPXHOCTh MOJUMEPHOU
MaTpHLbI «U1anedo». B HEKOTOPBIX BapUaHTaX OCYLIECTBIEHHS BECh OOBEM paCIpeeNsieTCs
Ha ONHOHN craauu, XOTsd Ay oOmux oObeMOB CBbime 10 MHUKPOJIUTPOB, MOXKET OBITH
KEJATeIbHO CEPUHHO pachlpeneNsaTb 3a MHOXKECTBO IIMKJIOB MEHbIIHE OOBEMBI
NPUMBIKAIOLINE W/ WM TPUIETAONINe ApYyT K Ipyry (Hampumep, JHHEHHBIH 00pa3oMm) s

(dbopMHUpOBaHUST KOMIIO3ULIMH ¢ MUKPOPA3MEIIEHHON MaTPHULIEH.

[0144] [lekcMeneToOMUOUH MOKET OBITH pacrpenesieH W3 TOJOBKH J103aTOpa C TMOMOIIBIO
CHJIBI, KOTOpas IepeMellaeT >KUAKOCTb W3 pe3epByapa B TOJOBKE J[03aTOpa, WU
COEIMHEHHOI0 C Hel, Ha MOBEPXHOCTh MOJMMEPHON MaTPULbI «I11a1ied0». ITO MOXKET ObITh
JOCTUTHYTO NyTe€M INPOKA4YMBAHUs C MOCTYNATENbHBIM BBITECHEHHUEM u€pe3 NO3UPYHOLIYIO
TOJIOBKY, PAcCHOJIO)KEHHYI0 HaJ IOBEPXHOCTBIO IOJUMEPHOH MAaTpHLbl  «IU1anedoy.
[MonumepHast Matpuma «mianebo» MOXKeT TMPeaCTaBlIsATh COOOW HEMPepbIBHBIA JIUCT
MOJJUMEPHON TIJIEHKU WM OOuH OJIoK monumepa. [onoBka no3atopa OOBIYHO, HO He
00s13aTeNIbHO, TPENCcTaBiseT COOOW WIJly, TaKyK KaK HIJIOOOpa3HbIii HAKOHEYHHK THIIA,

HCIIOJIB3YEMOT'O B BBILIECYIIOMAHYTBIX MPOHECCaX MUKPOPASMEILICHUSA.

[0145] I'eomerpus pa3MeLleHnst JIEKCMEINETOMUIUHA, dbopmupyemast NIPSAMBIM
pacrpeneneHreM B COOTBETCTBUU C MPUMEPAMH BAPHUAHTOB OCYLIECTBIIEHHsS H300pETEHHS,
MOYKET UMETh JIF00O0H THUI. B HEKOTOPBIX BapHaHTaX OCYINECTBJICHUS N300PETEHHUs] aKTHBHBIHI
COCTaB MOXET pacHpeneNsiTbCs B KOJbLEBOH ¢opme, Kak Oyner MPOUCXOIUTH MyTeM
BBIICJICHUE COCTaBa U3 LWIMHAPUYECKOTO HAKOHEYHHNKA, B KOTOPOM MOBEPXHOCTHAsS SHEPTHUs
Ha MOBEPXHOCTH NMOMJIOXKKU SIBJISIETCSI ONHOPOAHONU. B cOOTBETCTBMM € APYTrMMH BapHaHTaMU
OCYILIECTBIICHUsT M300pETeHMs MOTYT HCIOJIb30BAThCSA KBAIPAT, MPSMOYTOJNBHUK WA JaKe

Oosnee cnoxkHbIe (OPMBI MHOTOYTOJBHUKOB. JTO MOXET OBbITh JOCTHUTHYTO IyTeM
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obecrieueHns1 TOJIOBKM 103aTOpPa, B KOTOPOH PacTBOP WM CYCHEH3Us JEKCMEAETOMHANHA
BBIXOOUT Y€PE3 IOJIOBKY U TOYCUHO BBITAJKHUBACTCA M3 I'OJIOBKU Ha LCJICBYHO MMOBEPXHOCTH C
oOpazoBanueM xenaemoi ¢popmel. Takum 0Opa3zoM, eciu reoMeTpHsi OBEPXHOCTH T'OJIOBKH
no3aTopa, KoTopas OJbke BCero K TOJMMEPHOH MAaTpHLbl «Iuianedoy, sBISIeTCS

HPSIMOYTOJIBHOMW, TO CO3JJAETCS MPSIMOYTOJIBHOE Pa3MeLIeHHe.

[0146] AnbTepHATUBHO ONHOKPATHYIO J03Y MOTYT IMOJIyYaTh MyT€M IMOBTOPHBIX MEHbBIINX
LIMKJIOB JO3UPOBAHUS M3 OJHOTO MM Oosee pacmpenessiommx ycrpoiicts. Kaknas romoska
J03aTOpa MOXET MPUCOEAMHATHCS K POOOTU3MPOBAHHOW PYyKe, KOTOpask KOHTPOJIHUPYET, TIe
KUIKUHA COCTaB JEKCMENETOMHUINHA HAHOCHTCS HAa TOJMMEPHOH MaTpuie «mianedoy.
AnprepHaTUBHO IUIaT¢opMa, HA KOTOPOH YCTAHOBJIEHA MOJIMMEpHAsl MaTpuia «Ianedoy,
MOXET OBITh MOTOPHU3MPOBAHA IJISl MEPEMEINEHUs MOJUMEPHONW MAaTPHUIbl «IUTanedo» Tak,
9TOOBI COCTAB C PA3MEIICHHEM SKUAKOCTH TOJy4Yau pacrpeneseHueM n3 (PUKCHpOBaHHON
TOJIOBKH J103aTOpa. DTH KOH(UTYypaLH TO3BOJISIIOT BapbUPOBATh pasMep U GopMy A03bI 11O

Mepe HeOOXOIUMOCTH.

[0147] Cnenyer moHUMAaTh, YTO APYryde CIOCOOBI IJIsl paclpenesieHHs] *KUIKOTO COCTaBa
JEKCMEIETOMUIMHA TaKke MOTYT HCIOJb30BaThCs pasauuHble reomerpuu. Hampumep,
MOBEPXHOCTHYIO 3HEPIUI0 IOJMMEPHONW MAaTpHIbl «Iuianedo» MOXKHO MOAU(HUIMPOBATS,
4TOOBI OOECTIEUHTD JIyUlllee YBIAXXKHEHHE JKUAKHUM COCTaBOM AEKCMeNeTOMUANHA. B ogHOM
BApUAHTE OCYINECTBJECHUS O0ECHEeYMBAETCS YETKO BbILAEIEHHAas O0OJacTh HA TOBEPXHOCTH
NOJIMMEPHON MaTpuIbl «aneb0» TOBBIIEHHOH IOBEPXHOCTHOH JHEPrUH, KOTOpas
CHOCOOCTBYET MHUIpALMH JKUAKOCTH JJIsl TIOKpbIBaHHUs 0OpaboTaHHO# o00nacTtu, mnyTem
00pabOTKM KOPOHHBIM Pa3psiioM WM TUIa3MOH C HCMOJB30BAHHMEM MACKU C OTBEPCTHUSIMHU
NOJIy4aeMOH TreOMeTpHH. B IpyroM BapuaHTe OCYLIECTBJICHHSI U300pETeHUsT TTOBEPXHOCTHASI
SHEPruss MOXKET MOAU(PHUIMPOBATHCS WM CHELUATBHO H3MEHAThCS MJISI  JOCTIDKEHHS
JKENaeMOM XapaKTepUCTHKU IOTOKa BO BpeMsl U IOclie pacmpenesieHus. B eme onHom
BapUAHTE OCYLIECTBIEHHs HM300peTeHust o0ecreynBaeTcsl TMperpajga MId paMKa C
HEOOXOMUMON TeoMeTpHeld Ha NOJMMEpPHOH Marpume «mianedo» ¢  MOCIeAYIOLINM
pacrpefieieHHeM SKUIKOCTH C JEKCMEIETOMUAMHOM U3 JO3UpYIOlLled TOJIOBKU Ha
ONIPENEeNIEHHYI0 O0NacTh Ui CO3MAHUsl pa3sMelIeHHs C KOHKPETHOH TIeoMeTphed W
OJTHOPOZHOCTBIO.  JleKCMeNeTOMUMHOBAsT KOMIIO3MLIMSI HAHOCUTCSI Ha IOBEPXHOCTH
NOJMMEPHON MaTpuipl «wianedo» B TpeAesax OrpaHHYEeHHOW paMKoil oOjactu B

IOCTaTOYHOM OOBEME IJIsl 3alOJIHEHHsI OTPAaHMYEHHOW paMKkoil obOiactu Ha Tpebyemyro
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ryOouHy. OTta Mertonuka TpadapeTHOro HAHECEHHs TI03BOJIIET TMOJHMEPHONH MaTpuLe
«mranebo» obecrieunBaTh NepudepuuecKoe YIUIOTHEHHE BOKPYT aKTUBHOTO CIJIOs, KOTza
IUIEHKA TIPUMEHSETCS] Ha CIU3UCTON o0osouke. DTO MOXKET MNpenoTBpAaIlaTh YTEUKY
aKTUBHOTO UHIpeaueHTa u3 nepudepun aKTUBHOIO CJOS B POTOBYK IOJOCTb U
JOTIOJIHUTENBHO TOMOTAeT rapaHTHUPOBATh, YTO BCE JIEKAPCTBEHHOE CPEICTBO AOCTaBIISIETCS

TIOCPEICTBOM JKEJIAEMOTO MyTH Yepe3 CIM3UCTYI0 000JIOUKY.

[0148] Cnenyer moHMMATh, YTO KUIAKOCTHBIE XaPAKTEPUCTHKH PACIIPEAENIIEMOrO JKHIIKOTO
COCTaBa JEKCMENETOMHUIMHA (IEKCMEIETOMUINHOBONH KOMIIO3UIIMM) MOTYT BIHUATH HA
CIOCOOHOCTh TOCTOSIHHO TOJIy4aTh PAaBHOMEPHOE paclpenesieHne Ha TuieHke. [l
pacnpeneneHuss HAacOCOM C MOCTYyNaTeNbHbIM  BBITECHEHHEM, BS3KOCTb  JKUAKOCTH
JNEKCMEIeTOMUANHOBOIO COCTaBa COCTABJIsAECT, HApUMeED, B auanasone ot 1 go 5000 cll, kak
u3MepeHo mnpu 25 C ¢ wucnone3oBanneM BUCKO3UMeTpa bpykdunpna ¢ amanrepom s
HeOonmpmmnx o0pa3noB. OQHAKO KOHKPETHAs BSI3KOCTb AEKCMEAETOMHIWHOBOTO COCTaBa B
5TOM JHMAana3oHe MOKET BapbUPOBATh B 3aBHCHMOCTH OT MHOXECTBa (DaKTOPOB, 3aBUCSIINX
OT CO3/1aBaE€MBIX XaPAKTEPUCTHK Pa3MELIeHHE, BKIIFOYAsl TO, KAKUM JKEJaTelIbHBIM 00pa3omM
TOJDKEH TOBECTU Ce0sl JKUAKUHM COCTaB IOCJE pachpenesieHus MO MOUIOKKE, YTO Camo I10
ceOe MoxeT ObITh PyHKLHMEH OT mosyuaeMoi reoMeTpun Ha 1uieHke. Hampumep, Ha TouedHoe
HAHECEHME KUAKOrO COCTaBa Ul IUIEHKH, TaK 4TOOBI OH HE PAaCIpOCTPAHSUIICS 32 Mpeaesbl
npennoaraeMoil 00JacTH, MOXKET BIIHATD BSI3KOCTh JKHIKOCTH, & TAK)Ke €ro MOBEPXHOCTHOE

HaTsKEHUE U TIOBEPXHOCTHAS SHEPTUA HOJII/IMepHOﬁ MaTpUL bl <<rmaue6o».

[0149] Kak mpaBuiio, cnocod JUThsi C OKYHAHHEM B PACTBOPHUTENb MPUBOIUT K TOJTYYECHHUIO
IJIEHKW, UMEIOLIEH TONIIMHY OT OKOJo 20 MHUKpOMETpoB 10 OKojo 1200 MUKpOMETpOB,
Hanpumep ot okoio 50 Mukpomerpos 10 okojo 1000 MUKpOMETPOB, HarpuMep OT OKoJio 70
MUKpoMeTpoB a0 okono 200 wmukpomerpoB. Cyxyw TIUIGHKY MOIYT Hape3aTb Ha
COOTBETCTBYIOIME Pa3Mephbl, KaK MPaBUIIO, IJIOIAJBI0 OT OKOJIO 1 KBaApaTHOrO CAaHTUMETPA
110 OKOJIO 15 KBA/PaTHBIX CAHTHMETPOB (HATIPUMeEp, OT OKONO 1 cM® 10 0KOJIO 3 ¢M’), 4TOGbI
o0ecrieynBaTh MOAXOMSINYI0 03y JEKCMEAETOMHAMHA WM ero (¢apMaleBTHIECKH
NpUEMIIEMON COJIH, HaPpIMeEpP Ha pa3Mep JUIMHOM OT OKOJIO S MM 10 okouio 15 MM (Hampumep,

8,8 MM % 0,5 MM) 1 mpuHOH OT okoso 10 MM 110 okoJ0 30 MM (Hampumep, 22 MM £ 1,5 Mm).

[0150] B onHOM BapuaHTe OCYUIECTBJICHUS HW300pETEHHs] IUICHOYHYIO KOMITO3HULIHIO
MOJIYYaOT CIIOCOOOM pasMelleHusi, KOTOPbId MPUBOANT K MOJYYCHHIO TUIEHKU «IUianedoy,

UMEIoIlel Ha CBOEH IOBEPXHOCTU IO CYLIECTBY HEOJHOPOJHOE pacIpenesieHue
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IEKCMEIeTOMHINHA WIIN ero (papMaleBTHYECKH TPUEeMIIEMON coli. B HEKOTOpBIX acmekTax,
KOTZIa TMpOoLeCcC pasMelieHHst TpeOyeT CYIIKH WM IOJIydaeT MPEUMYLIECTBO OT Hee IOCHe
pa3MelIeHNs], MOTYT HCIIONIb30BaTh NEYU Ui CYLWIKW W/WIM NPUHYAUTEIbHYIO MOJady
ropsuero Bo3ayxa. TemmepaTypa CyIIKM MOXET BapbupoBaTh oT 0kojo 40 °C 1o 0okono
80 °C. KoppekTupys Temreparypy TakuMm o0pa3oMm, 4ToObl CONEp’KAHWE BJArU B ILIEHKE
COCTaBJISLIO NpUOIM3UTENbHO <5%. Bpems CylKku MOXEeT BappbUpOBaTh OT OKOJIO S MUHYT JI0
okono 180 MuHyT, Hampumep OT OKOJIO 5 MHUHYT 10 OKOjJo 60 MuHYT. B HekoTOpBIX
BapUAHTAaX OCYLIECTBJICHUS] BPEMsI CYLIKH MOXKET COCTaBJISITh OKOJIO MO MeHblued mepe 30
MHUHYT. Heo0s3aTenbHO B mevax JJisi CYIIKH MOTYT MCIIOJIb30BATh IIAISAIINNA MOTOK BO3AyXa U
H3kue temneparypsl (~40-50 °C). Peojorus KMOKOCTM KOHKPETHOTO COCTaBa JUIsl
pa3MelieHuss OyAeT ONpenessiTb KOHKPETHble HEOOXOAMMbBbIE MapaMeTpbl Cymkd. B
HEKOTOPBIX BApUAHTAX OCYIIECTBICHUS H300PETEHUs] YCJIOBUSl CYIIKH MOTYT BKJIOYATh
narpesanue npu 70 °C B Teyenue 5-10 munyr. Kaxnas eIMHULA COXEPKMUT MO MEHbINEN
Mepe OFHO TATHO KOMIO3HULUHU JUIsI MHUKPOpa3MeLeHHs. BS3KOCTb pacTBOpa/CyCIeH3UH
(mexcMeneTOMUIMHOBOW KOMIIO3ULMM) JUJII MUKPOPa3MEIleHHs] MOXKET BapbHpPOBATH OT
okouo 6 cIl go oxono 3700 clIl, npu usmepenun npu 25 “C ¢ ucronp3oBanueM BUCKO3UMETPA
bpykdunpna ¢ aganrepom st HeOONbIIMX 00pas3noB. Hampumep, BA3KOCTh COCTaBISIET OT
okoJio 6 cIl go okono 500 cIl, ot okono 6 cIl no okomno 200 clIl, ot okoso 6 ¢Il 1o okono 100
cll, or oxono 6 cIl no oxono 50 cIl unmu ot okono 6 cIl no oxono 20 cIl mpu 25 °C u

CKOPOCTBh CIIBUTA COCTaBJisieT okouo 7 (1/¢).

[0151] Ecnu pasmemienue He TpeOyeT CTaAMM CYIIKH, TO MPOLECC MOXKET MPOIOJIKATHCS
NOCJI€ TEePBOHAYAIBHON CYILIKM MOJJIOKKHM UM BO BpeMsl pa3pe3aHuss OCHOBHBIX PYJIOHOB.
ITockonpKy TUIEHKA MPEACTaBIsIET COOOH IMPOKOE MOJOTHO, BO3MOXKHO, YTOOBI B OJJHO U TO
JK€ BpeMsl BBINOJHSUIOCH MHOXKECTBO NOJOC pasmelneHus. Ilpenmonaraercst Takke, 4TO

npouecC pasMEICHUA MOKHO OCYILHECTBJIATE C UCIIOJIb30BAHUEM OIHOM HAOPOXKKH.

[0152] Kpome Toro, ecnmu pasMerneHue He TpeOyeT BBICYLIMBAHUS TMOCTE Pa3MELICHUS,
yIIaKOBOYHAsI MAIlMHA MOXKET ObITh OOOpYAOBaHA CTAHIMEW pa3pe3aHusl Ui YIpPaBICHUS
IIUPUHON H3rOTAaBIMBAEMOI IMUIEHKU. ITa CaMOCTOSITENbHAs CTaHLUs, KOTOpask MOXKET
(YHKLMOHUPOBATh B TEXHOJIOTHUECKOH JIMHHUM BO BPEMsI M3TOTOBJICHUS] TOTOBBIX EIMHULI.
CoctaB MOXKET HAHOCHUTBCS Ha MOBEPXHOCTH HApE3aeMoro pyJioHa Iuianebo myTeM
NPUMEHEHUsI YCTPOMCTBA U1 OJHOCJIOMHOIO Pa3sMELIEHUs B TEXHOJOIMYECKOW JMHUHU Ha

CTAHLIMM pa3pe3aHus. PacnoyiokeHHbIE B TEXHOJIOTMYECKONW JIMHUM BO3AyLIHbIA HOX U K-
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HarpeBareib JUIA IHaasmero o0ayBa BO3AYXOM HaJa IUIGHKOH IMOCiE pa3sMeLIeHUs,
obecnieunBaiyu HEOONBIIYIO CYIIKY pa3sMeLIeHUs, HECMOTPsS Ha HaHECeHHe, He Tpelyroliee
CYIIKU. JTO CHMXAET KOJIUYECTBO PACTBOPUTEJNS, OCTABLIETOCS B PAa3MEIIEHHH, €CIU 3TO
HeoOxonumo. Tlocne pasmerneHus IJIeHKa MpeacTaBiser coOOi Hapes3aeTcs LITAMIIOBKOW M

YHaKOBBIBACTCs B BUAC €AMHUYIHBIX 03.

[0153] B npyrux BapuaHTax OCYIIECTBJIEHUS M300pPETEHUS MOXHO NPUMEHSATh JIOOOH
MOAXOISIIMIA TPOLECC CYIIKH, TAKOW KaK MPOLECC TePMUYECKON Cymku. J[pyrue crnocoOb
BKJIFOYAIOT B Ce€0s1 CYIIKY BO3OYXOM C MPHHYAHTEIBHBIM MOTOKOM Ia3a, B KOTOPOH TOpsTUuii
BO3/IyX C BBICOKOH CKOpPOCTBIO IyeT CBEpPXYy Ha pa3MelleHHe, 4TOObl MHUHUMH3UPOBAThH
TPAHUYHBIA CJIOM M CIOCOOCTBOBAaTh MEPEHOCY MACChl, CYIIKY B TynukKoBoW meun u MK-

CYLIKY, IPUBEJEHHbIE B KAYECTBE NIPUMEDPA.

[0154] YnakoBaHHbIE IUIEHKHM AOJDKHBI XPAaHUTBCS MPU KOHTPOJUPYEMOH TeMIepaType,

Harpumep npumepHo 15-30 °C.

[0155] Hpyroii s¢dext npssmoro pacripeneneHus: OTACIbHbIX €AMHUYHBIX 103 MPEACTaBISIET
co0Ol  BO3MOXKHOCTH BAKyyMHOW CYIIKM PAacHpPENeNIieHHON JeKCMeIeTOMHINHOBOU
KOMITO3ULIMM HA IUIEHKE C MOJUMEpPHOM Mmatpuueil. Mcnonp3oBaHue BakyyMHOW CYLIKH
obecnieunBaer 6osee OBICTPOE BpeMsl CYLIKH MpH OoJjiee HU3KUX TEMIIEpaTypax, YTo, B CBOIO
ouepeib, 1aeT YIYUIIEHHYIO MPOU3BOIUTENbHOCTD, HU3KOIO MOTpeOeHne SHeprun (MeHblIee
HArpeBaHWE) U YIYUIIEHHYIO CTaOWJIBHOCTh IUIGHKH M JIEKAPCTBEHHOTO CpPEACTBA B
pesynprare Oojee HM3KHMX TeMmIepatyp. BakyyMmHas cymika Takke MOXET JaBaTh JIyYIIYIO
OIHOPOJHOCTb COAEPKaHUs U JO3UPOBAHUS MJIl MALMEHTOB C MOMOUIBK) YMEHbIIEHHOU
BEPOSITHOCTM B OTHOIICHWH Je(pEeKTOB W3 3aXBAaYEHHOTO BO3AyXa WJIH My3bIPbKOB.
VYiydineHHasi TpOU3BOIUTENILHOCTD MOXKET JOCTUIaThCsl MyTeM Oosiee OBICTPOH CYIIKH TpU
Oosiee HU3KUX JABJICHUSX, & TAKXKE 00ECIIEYNBATh UHTETPALUIO JPYTHUX STANOB MPEBPAIIEHUS

NPOIYKTA KaK YacTH OOIIEH MOCIeI0BATEIbHOCTH MPOLIECCOB B TEXHOJIOTMYECKOH JIMHHH.
[0156] Onuu npumep criocoda pa3sMereHus! BKIFOYAeT CISNYIOLIIe CTAIMIH:

1) MOJIyYEHHE MEePBOM KOMMO3ULIMH, COAEPKALIEH MOJUMEPHBI KOMIIOHEHT U OJIUH WUJIU
Oonee (apMaleBTUYECKH TPUEMJIEMBIX HOCUTEJEH, BKJIIOYAs JKUAKUNA HOCHUTEIb, W

HeoO0s13aTeIbHO Apyrue papMaleBTHISCKH PUeMJIEMble HOCUTEJIH,
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(1)  nuThe C OKYHAHHEM B PpACTBOPHUTENIb MNPOAYKTa cramuu (1) Uid TOJy4YeHHs

NOJIMMEPHOIN MaTpULbI (TIOTMMEPHON MaTpPHUIIBI «I11aLedo);

(1i1)  TpaHCHOPTHUPOBAHME YKA3aHHOH MOJIMMEPHON MaTPHUIIb] Yepe3 YCTPOHCTBO AJIs CYIIKH

¢ 00pa3oBaHNEM BBICYLIEHHOW MTOJIMMEPHOI MaTPULIbI;

(lv) monyueHHe BTOPOH KOMIIO3ULIMM, COAEprKAIleHl JEeKCMEAeTOMHIAWH W  €ro
bapManeBTUYECKH MPUEMJIEMYIO COJIb, OJUH WK Oojiee (hapMalleBTUYECKU MPUEMIIEMbBIX
HOCHUTENIeH, BKJIFOYAs >KUIKUNW HOCUTENIb, U HEeOoOs3aTeNIbHO Apyrod (apMareBTHYECKH

NPUEMIIEMBIH(-ble) HOCUTEIb(-1) U TIOJMMEPHBII KOMIIOHEHT;

v) pasMeleHne NEeKCMENEeTOMUANHOBOM KOMIIO3ULIMM HAa BBICYLIEHHYIO IOJIUMEPHYIO

Matpuiy craauu (iii) B BUAe OTHOU wiin OOJjiee Karelb, U

(vi)  cymka, BKIFOYasi BO3MOXKHOCTb CYIIKH 0O€3 HCIOJB30BaHUS CIOCO0a CYIIKH, YTOOBI
yIAJUTh IO MEHbINEH Mepe YacTb SKUAKOrO HOCHTENsl W3 mpoaykra craauu (V) s

MOJIY4Y€HHUS KOHEYHOI'O IIPOAYKTaA.

[0157] MoryT Takke HAaHOCHUTBCSI HAa BBICYLIEHHYIO IUIEHKY AONOJHUTEIbHBIE UHIPEIUEHTBI,
HalpuMep, CPeAH MPOYUX, MyTEM IIPOLIECCOB MeYaTH, Pa3OpbI3TMBAHUSA, PACIBUICHHUS WIIN

ancopOIuy mapos.

[0158] [IneHouHbIi mpemapaT MoxKeT ObITh mepepadOTaH B EAMHUYHBIE O3Bl JIOOBIM
HNOAXOASAIINM CIIOCOOOM, BKJIFOUAsi, HalpHMep, LITAMIIOBAHWE WM HApe3Ky IO IIHUPUHE
ONMHAPHOIO Y3KOrO pYJOHA Ui TMPUTOTOBJIEHHS EOUHHYHBIX 103 JIIOOBIX JKETaeMbIX
reOMETPUYECKUX pa3MepoB WU (GopM. 3aTeM eAMHWYHBbIE IO3bI MOTYT TPAJAUIIMOHHO
YIOakOBaThb C pas3jvuYHbIMU MOAXOOAIIUMH MaT€pHajlaMyu, HN3BCCTHBIMU B HaHHOﬁ obmactu

TEXHUKH, AJIA NPEAOTBPALICHUA ACTPpadallii U 3alllUThl aKTUBHOI'O MHIPEAUCHTA OT ITOPYH.

[0159] XKenatenbHO, 4YTOOBI Cepuisi TaKWX OJHOKPATHBIX 1103 YIAKOBBIBAJIACh BMECTE B
COOTBETCTBHH C TPEANUCAHHBIM PEXIMOM WM 00padoTKOH, Hanmpumep uist noctaBku 10-90
JHeH B 3aBUCUMOCTH OT KOHKpeTHOH Tepanuu. OTaenbHbIe IUIEHKU TaK)K€ MOTYT COAepKaTh

MaTepual OCHOBBI, KOTOprfI MOXHO CHUMATD MNEPEA UCIIOJIb30OBAHUEM.

[0160] B mHacrosimmeM W300peTeHHWH TaKXkKe TMPEIJIOKEHbl IUIEHOYHBIE KOMITO3UIUH
NEKCMEIeTOMUIMHA WK ero (papMalleBTHYECKU MPUEMJIEMBIX COJICH, IPUYEM IUIEHKA UMEeT

TONMIUHY OT okoJo 0,02 MunmuMerpoB (20 MukpoMeTpoB) a0 okojo 0,2 mmuuMeTrpos (200



45

MHUKPOMETPOB), YTO OOeCrneunBaeT Maccy B AMAMa3oHe OT Okojao 0,5 MMUIUTPaMMOB O
okoino 200 wmummmurpammoB.  Takum o00pa3oM, B HEKOTOPBIX acCHEKTax IUIEHOYHbIE
KOMITO3ULIUM COJEPKAT MOHOCJIOM IOJHUMEPHOM MAaTPHULBbL, HMEKLUNA OrpaHUYEHHYIO
TOJIIIHHY, TO3BOJIIOIIYIO €l OBICTPO pacmanaThCsi B MEPOPAIbHON Cpele W BBICBOOOXKIATH
NEKCMENAETOMUANH WM ero (apMaLeBTUYECKH NPHEMIEMYIO COJb 0e3 Ype3MepHOro
auckompopra Ha CiIM3UCTOM obomouke monoctd pra. Takas KOMIO3HMIUS MOXKET
NPEeACTaBJIsSITh COO0H Cioit «rianedo» ¢ pa3MeIleHHbIM Ha MOBEPXHOCTU JIEKAPCTBEHHBIM

CPEICTBOM MUJIM MOXKET COAEPIKATh AKTUBHBIN MHIPEAUEHT B CAMON MOJUMEPHON MaTpHULIE.

[0161] B nomnonHMTENbHOM BapHaHTE OCYIIECTBJIICEHHS Mbl oO0OecrednBajia COBMECTHOE
BBEJICHUE IUIEHKH O AAHHOMY PAaCKPBITHIO BMECTE C JEKCMEAETOMHIMHOBBIM COCTABOM
IUTUTENBHOTO NeicTBUs. IIpuMephl 1eKCMEeAeTOMHINHOBBIX COCTABOB JIUTEIBHOTO NEHCTBUS
BKJIFOYAIOT B ce0sl TpaHCAEPMANIbHBIE TIACTHIPH M ACMIOHUPOBAHHBIE MPENapaTsl, TAKHE KaK
UHBEKLUUHU JIeno (Hampumep, B/B WIM B/M) WIM HMIUIAHTHpyeMble ycTpoicTBa. IIpumepst
TPaHCAEPMAJIbHBIX IUJIACTBIPEH BKIFOYAIOT IUIACTHIPH, OMHCAHHbIE B OMyOJMKOBAaHHBIX
naTeHTtax/mateHTHbIX 3asiBkax CIIA  Ne US 2015/0098980, US 2015/0098997, US
2015/0098983, US 2015/0098982, US 2015/0098981, US 2018/0117012, US 20140328898,
US 20130072532, US 5817332, US 5217718, US 5820875 u US 9974754 u poncTBEHHBIX

MATeHTaX/TIaATEHTHBIX 3asIBKaX.

[0162] KoHkpeTHbIH BapUaHT OCYLIECTBJICHHUsI M300peTeHust 00eCneynBaeT Crnocod JTeYeHus
AKUTALUH Y CyOBEKTa, BKIIOYAIOINN BBEIEHUE CYOBEKTY TUIEHKH HACTOSINEro H300peTeHus
U OAHOBPEMCHHO HJIM TIOCJIIEAOBATCIIBHO BBCACHHUE KOMIIO3ULIMU TpPaHCACPMAJIbHOI'O
IUTACTBIPSI C AEKCMENETOMHINHOM JUIMTEIBHOrO AEHCTBUS, HEOOA3aTEIBbHO C MOCJIEAYIOINM

JOIIOJIHUTECJIBHBIM BBECACHUEM ITIJICHKH HACTOALICIO I/1306peTeHI/I$I.

[0163] /lonoHUTENbHBIN BapuUaHT OCYINECTBICHHUsS HW300peTeHHs] OOecreunBaeT Crocod
JICUCHUSA aXXuTaluu y CY6’beKTa, BK.]'II'OLIaI'OH_II/Iﬁ BBC€ACHUEC CY6’beKTy IIJICHKHU HaCTOALIETrO
M300peTeHuss W OJHOBPEMEHHO WJIM  TOCJEeIOBATENIbHO BBEICHHE IEMOHUPYEMOM
HH’beKL[PIOHHOfI KOMITO3UIIUU ACKCMEOACTOMUANHA AJUTCIBHOI'O I[eﬁCTBI/Iﬂ, HeO6ﬂ3&TeﬂbHO C

HOCJIEAYIOLINM BBEJI€HHEM IIJICHKH HACTOSIIEro N300peTeH s
TEPATIEBTUYECKOE I[TPUMEHEHUE ITJIEHOYHBIX KOMITO3ULIWIH

[0164] IIneHOUYHBIE KOMIIO3ULIMHM, OMHMCAHHBIE B JTaHHOM IOKYMEHTE, MOIYT MCIIOJIb30BAaTh

IS IEYEHUS PA3JIMYHBIX PACCTPONCTB/COCTOSHUM, BKIIFOYAs:
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- AKUTALUIO, CBA3aHHYHO C HeﬁpOHeFeHepaTHBHbIMH COCTOsAHHAMU, BbI6paHHbIMI/I u3
TPYIIBL, cocTosimel wu3: Oonesnu Aunbureiimepa, j1o0HO-Bucounoit nemenumu (FTD),
nemeHunu, neMeHiuu ¢ tenpuamu Jlesn (DLB), mocTtrpaBMaTHYeCKOro CTPECCOBOTO
paccrpoiictBa, Oone3Hu  IlapkMHCOHA, COCYAMCTOH  AEMEHLWH, COCYIUCTOrO
KOTHUTUBHOTO PacCTPONCTBa, O0e3HN XaHTHHITOHA, PACCESTHHOTO CKJIepo3a, OONe3HH
Kpeitndenpna-Axoba, MYJIbTHCUCTEMHOM aTpoduu u NPOTPECCUPYIOIIErO
CYNpPaHYKJICAQPHOTO Tapajnya;, CEeHWIbHOW JaeMeHuuu mnpu Oone3Hu Asbureiimepa

(SDAT),

- @KHTALUIO, CBSI3aHHYKD C HEHPONCHXUATPHUUECKUMH COCTOSHUSIMH, BBIODAHHBIMH U3
IPYIIBL, COCTOALIEH U3: MH30(peHnH, OUNOISPHOTO PacCTPONHCTBA, OUTIOSIPHOW MaHUH,
AETUPUS U IENPECCUH, BKIIOYAs JEMEHLIUIO MM PACCTPOICTBA HACTPOCHUS Y CYOBEKTOB

¢ riyOOKoOU Aenpeccuelt (HanpuMep, CBsI3aHHOM CO CTpeccoM TyOOKoi nenpeccueii);

- @XKWTALUIO, CBA3aHHYIO C APYTUMH COCTOSHHAMHM, TakUMH Kak mpoueaypbl OPD/IPD
(mampumep, ckanupoBanuss MPT, KT wm KAT, momOanpHas  MyHKIUS,

acriipanusi/OnOCust KOCTHOTO MO3Ta, YAaleHue 3y0OB U IpyTrHue ACHTAIbHBIE IPOLEAYPbI);

-  A@AXUTAOUK, CBA3aHHYKHO C QAJIKOTOJIEM, paCCTpOﬁCTBOM BCJIICACTBUE TMPUMEHCHUA

OIMHMOHA0B, OTMCHBI OITMOMA0OB 1 OTMEHBI BBI3bIBAOIICI'O 3aBUCUMOCTD BCIIECCTBA,
- JeNUpUH;

- TpaBMaTHueckoe moBpekaeHue rosoBHoro mosra (TBI), Bkmouas cyowektsl ¢ TBI ¢

PacCTPOCTBOM BCIIEICTBUE MTPHEMa ajikorouis miiu npyroro Bemectsa (ASUD);

- TOCTTpaBMaTu4eckoe ctpeccoBoe paccrpoiictBo (PTSD), Bkiouas cyowsexktoB ¢ PTSD ¢

PacCTPOICTBOM BCIIENCTBHUE MTPHEMa aJIKOroJis Mtk npyroro Bemectsa (ASUD);
- MO3JHIOI0 JUCKHHE3HIO.

[0165] IlneHOYHBIE KOMIIO3HMIMU, PACKPBITBIE B HAaHHOM JOKYMEHTE, HaxOmsAT o0codoe
MPUMEHEHUE TMPU JICUCHUH OCTPOM QXKUTALMH, CBSI3aHHOM C ONHCAHHBIMHU  BBILIE

paccTpOMCTBAMI/COCTOSTHUSIMH.
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[0166] ILneHOYHBIE KOMITO3ULIMH, PACKPBITHIE B JAHHOM JOKYMEHTE, TaKKe HaXOAsT ocodoe
MPUMEHEHUE TIPU JICUSHUH epeBO30YKACHUS, CBA3aHHOTO C OCTPON aKUTaLUeH Y MalieHTOB

¢ wu3oppeHne, OUMOISIPHBIM PACCTPOMCTBOM U IE€MEHLIUEH.

[0167] ITneHOYHBIE KOMITO3HULIMHU, PACKPBITBIE B JAHHOM JOKYMEHTE, TaK)Ke HaxOIsAT 0coboe

IMPUMEHCHUEC TTPU JICUCHU U OCTpOfI AKHUTAIIUH, HC BbI3bIBas 3HAYUTEJIbHON CEeNaIiH.

[0168] ITneHOYHBIE KOMITO3ULIMK, PACKPBITHIE B JAHHOM JOKYMEHTE, TaKKe HaXOHSAT 0co0oe

TMPUMEHCHUE TPU JICUCHUN XpOHH‘{eCKOfI AXKUTalK, HE BbI3bIBasd 3HAYUTEJIbHOU ceaanuu.

[0169] IIneHOUHBIE KOMIO3ULIUM, PACKPBITBIE B JAHHOM JOKYMEHTE, TaKXe MOIyT
UCIIONB30BaTh B KayeCTBE  BCIIOMOTaTEJbHBIX  TEPANEBTHUECKUX  CPEACTB  JIA
SKCIIO3ULIMOHHON TEPANuU JJIA JIEYEHUS MOCTTPABMATHYECKOIO CTPECCOBOTO PaCcCTPOMCTBA

(PTSD).

[0170] IIneHOUYHBIE KOMIO3ULIUM, PACKPBITBIE B JAHHOM JOKYMEHTE, TaKXe MOIYT

ucnonb3oBaTh i Jederns PTSD ¢ nim 6e3 crannaptHoro jgeuenns PTSD.

[0171] ITneHOYHBIE KOMITO3ULIMHY, PACKPBITBIE B JAHHOM JOKYMEHTE, TaKKe HaxXOIsAT ocoboe
NPUMEHEHHEe TP JICYeHHH TMOCTTPaBMATHYECKOTO CTpeccoBoro paccrporictea (PTSD),
CBSI3aHHOT'O C PAacCTPONCTBOM BCJIEACTBHE YHNOTPEOJIEHUS AJKOTOJsl WM JPYTOro BEIeCTBa

(ASUD).

[0172] IIneHOUHBIE KOMIIO3UIIMM, PACKPBITbIE B JaHHOM JOKYMEHTE, TakKK€ MOXKHO
UCTIOJIB30BaTh B KAU€CTBE BCIIOMOTATEIbHOIO TEPANIEBTUYECKOr0 CPECTBA 0, BO BPEMsI WU
nocye skcno3unuoHHoi Tepanuu (ET) ans manupento, npoxonsimux yedenue ot ASUD, c

conytcTByromuM PTSD wunu TpaBMaTuyecKuM NOBPEXKAEHUEM IOJIOBHOTO MO3Ta.

[0173] B onHOM acnekTe MIE€HOUYHbIE KOMIO3ULIMHU, PACKPBITHIE B TAHHOM JOKYMEHTE, MOTYT
UCTIONIB30BaTh I JieueHus nmanueHTtoB ¢ PTSD, koTtopele cTpamaroT OT 3J0ynoTpedsieHus
AJIKOTOJIEM W/WJIM BBI3BIBAIOINIMM 3aBUCUMOCTb BEIECTBOM, HANpUMEp TpPHU JICYCHUU
narueHToB ¢ PTSD, KOTOphIe MBITAIOTCST MPEOJO0JIETh ATKOTOJIBHYIO W/ HAPKOTHYECKYIO
3aBUCUMOCTb M YYBCTBUTENIbHbIE K CHUMIITOMaM OTMEHBI MpUEMa aJIKOTOJIS W/WITN

BBI3BIBAKOIICTO 3aBUCHMMOCTDb BEIICCTBA.

[0174] B npyrom acnekre IJIEHOYHbIE KOMITO3ULUH, PACKPBITbIE B JAHHOM JOKYMEHTE, MOTYT

UCIIONIB30BATh IS JieueHHus mHauueHTtoB ¢ TBI, koTopele cTpamaroT OT 310ynoTpedneHus
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AJIKOTOJIeM W/WIM BBI3BIBAIOIIMM 3aBUCUMOCTb BEINECTBOM, HANpUMEp NPHU JICYCHUU
nanrieHToB ¢ TBI, KOTOpble MBITAIOTCS MPEOAOJETh AJIKOTONBHYIO W/MJIM HAPKOTHYECKYIO
3aBUCUMOCTb M YYBCTBUTENIbHbIE K CHUMIITOMAM OTMEHBI MpHUeMa aJIKOTOJIs W/WIN

BbI3BIBAKOIICTO 3aBUCHMMOCTDb BCIICCTBA.

[0175] ITaumeHTsl, Takke Ha3blBaeMble CYyOBEKTAMH, KaK MPABUIIO, MPEICTABISIOT COOOH
cyObekToB-oiel. B acmekTax n3o0peTeHus 4eloBeK MMeeT BO3pacT Mo MeHbLIei mepe S5,
no MeHbLeil Mmepe 60, mo MeHbInel Mepe 65 wiH 1o MeHbLIei Mepe 75 aer. Takum oOpaszom,
CHOCOOBI M COCTAaBBI, OMUCAHHBIC B TAHHOM JTOKYMEHTE, HAXOIAT MPUMEHEHUE, Harlpumep, y

JIOZIeH B Bo3pacte ot 55 1o 75 ner.

[0176] B omHOM acmekTe B JaHHOM H300PETEHUU MPEMJIOKEHbI CIOCOOBI JICUSHHS WJIH
oOJlerdyeHHsT aKUTALMH, CBSI3aHHOW C HEWPOJNETeHEPATUBHBIMU COCTOSIHUSIMH, IyTeM
BBEACHUsA TAaKUM TMALMEHTAM, HYXXJAOIIUMCS B JICUCHUH, ACKCMEAETOMUIANHOBOIO

MJICHOYHOI'0 COCTAaBa, KakK OMUCAHO B JAHHOM OJOKYMCHTE.

[0177] B mpyrom acmekre B JaHHOM H300pETEHHH MPENJIOKEHbI CIIOCOOBI JIEUEHUS WU
oOyerueHnss aXUTALWH, CBA3AHHON C HEHPONCHXUATPHUUECKUMH COCTOSHHSIMH, IyTeM
BBEICHHUs TaKUM [AalMEHTaM, HYXNAOIUMCS B JIEYEHUU, JAEKCMEACTOMHUIUHOBOIO

IMJICHOYHOI'0 COCTAaBa, KaK OMMUCAHO B JAHHOM NJOKYMCHTEC.

[0178] B nomosHUTENEHOM acrekTe B JAHHOM H300PETEeHUH NPENIOKEHbI COCOOBI JTEUEHHSI
WIN OOJIErYeHUs] a)KUTALUH, CBS3aHHOW C JPYTUMH COCTOSIHUSIMH, TAKUMH KakK MPOLEAYpbI
OPD/IPD (nampumep, MPT, KT unu KAT, momOanpHasi NMyHKIMs, acHHpaLus/OHONCUs
KOCTHOTO MO3ra, yJajeHue 3yOOB WM APYTHe NEHTAIbHbIE MPOLEAYpPbl) MyTeM BBEIEHHSI
TAaKUM TAlMEeHTaM, HYXIAIOLUIUMCS B JIEYEHHUH, JAEKCMEIETOMUIUHOBOIO IUIEHOUYHOTO

COCTaBa, KaK OMUCAHO B JaHHOM JOKYMECHTC.

[0179] B eme nOMONHUTENBHOM acleKTe B JAHHOM H300PETEHUH TPEUIONKEHBI CIIOCOOBI
JIieUeHUs] WKW OOJIer4eHUs] aKUTALUH, CBS3aHHOW C OTMEHOW NpueMa aJIkOrojieM WIH
BBI3bIBAIOILETO 3aBUCUMOCTD BELIECTBA, MYTEM BBEACHUS TAKUM MALMEHTaM, HYKAAOLIUMCS
B JICYCHUHU, AEKCMENETOMUAMHOBOIO IUICHOYHOIO COCTaBa, Kak OINHUCAHO B JaHHOM

JOKYMEHTE.

[0180] /losupoBaHHbIe (hOPMBI, ONMUCAHHBIE B NAHHOM IOKYMEHTE, OBICTPO PacTBOPSIOTCS

WIN PacnajfaroTcs B POTOBOM MOJOCTU MaLMeHTa 0e3 skeBaHUs MM HEOOXOAUMOCTH B BOJE.
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M3-3a ux MPOCTOThI BBCACHUA TAKUEC KOMIIO3ULIUU 0CODEHHO NnoaXoaAT MAJid KOHKPETHBIX

HOTpe6HOCTeﬁ MaMUEHTOB C HAPYHMICHHBIMU ABUTATCIIbHBIMU HABBIKAMU.

[0181] TunuyHast emuHWYHAS J03a JEKCMEAETOMUAMHA WIH ero (papMaleBTHYEeCKH
NpUEeMJIEMON COJMM  BKJIIOYAIOT OT oOkono 0,5 MukporpamMmoB a0 npumepHo 200
MHKPOrpaMMoOB, OT oOkojo 0,5 mukporpammoB 1o 150 Mukporpammos, OT okono 1
MUKpOrpaMMmoB 10 100 MUKpOrpaMMOB, OT OKOJIO 3 MUKPOrpaMMOB 10 90 MUKPOTrpamMMOB, OT
okono 3 MukporpaMMmoB a0 80 MHUKpPOrpaMMOB, OT OKOJIO 3 MHUKpOrpamMMoB 10 70
MHKPOIPaMMOB, OT OKOJO 3 MHUKpPOrpaMMmoB a0 60 MHKpOrpamMMmoB, OT OKOJO 3
MHUKpPOrpaMMOB A0 50 MUKpPOrpaMMOB, OT OKOJIO 3 MHUKPOrpaMMOB A0 40 MUKPOrpaMMOB, OT
OKOJIO 3 MHKpPOrpaMMOB 10 35 MHKpPOrpaMMOB, OT OKOJIO 5 MHKpPOrpamMmoB 10 35
MHUKpPOrpaMMoOB, OT Okoio 10 mumkporpammoB no 50 wmukporpamMmoB, oT oOkoino 10
MHUKpPOrpaMMoB 10 40 MUKpPOrpamMmoB, OT OKOJI0 10 MUKpOrpaMmoB 10 35 MUKPOTrpaMMOB, OT
okoso 15 mukporpamMMoB 10 35 MHUKPOrpaMMOB WM OT OKOJIO 15 mukporpamMmoB 1o 35
MHUKPOTPaMMOB JIEKCMEIETOMUANHA Wi ero (apMaleBTHYECKH mnpuemiemMoil comu. B
ONpENEICHHBbIX BapHAaHTAX OCYLIECTBICHUs €IMHHMYHAs J[03a COCTaBiasieT Okojao 10
MHKpPOIrpaMM, OKOJIO 15 Mukporpamm, okoso 20 MUKpOrpamm, OKOJIO 25 MUKPOIpaMM, OKOJIO
30 Mukporpamm, Okoi0 35 MuKporpamm, okojgo 40 MUKpOrpamm, OKOJIO 45 MHUKpPOrpam,
okono 50 MukporpamM, OKOJO 55 MuKporpamm, Okono 60 MHKpOrpamm, OKOJIO 65
MHUKpPOIrpaMM, OKOJIO 70 MUKPOrpamMm, OKOJIO 75 MUKpOrpamm, 0kosio 80 MUKpOrpaMM, OKOJIO
85 mukporpamm, okosno 90 Mukporpamm, okojo 95 mukporpamm, okosno 100 mukporpamm,
okono 110 mukporpamm, okono 120 muxporpamm, okono 130 mukporpamm, okosno 140
MuKporpaMMm win okoso 150 mukporpamm. Kakayro eauHHUYHYIO A03Y MOKHO BBOJUTH
CyOBEKTy HECKOJIbKO pa3 B CYyTKH, BKJIFOYAas JBa pas3a, TPU pas3a, 4EThIpe pasa, MSATh pa3 MU

ECTb pa3 B CYTKH.

[0182] MnnrocTpaTuBHAsE [O3UPOBKA HEKCMENETOMUAMHA WM €ro (hapMaleBTHYECKH
NPUEMIIEMOHN COJIM, BBOAMMOI KOHKPETHOMY MaLMEHTy, OyJeT 3aBHCETh OT THIA U CTETEHH
COCTOSTHUSI, OOINEro COCTOSIHHMS 3J0POBBbSi KOHKPETHOI'O MAlMeHTa, KOHKPETHOW BBOAMMOM
(dopMBI HEKCMENETOMHIMHA W €ro (apMaleBTHYECKH NPUEMIIEMOH COJH, a TaKXkKe

KOHKPETHOI'O IJICHOYHOT'O COCTaBa, UCTIOJIBb3YEMOTO IJId JICHCHUS MAallUCHTA.

KomOuHupoBaHHas Tepamnist
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[0183] B onHOM BapuaHTe OCYIIECTBJIEHUS B JAHHOM H300pPETeHHUU MPEMJIOKEHA IUICHKA,
ONMCAaHHAS B JaHHOM JIOKYMEHTE, MPHUYEM IUICHKA COAEPKUT NEKCMEIECTOMHMINH WIH €ro
(dapMaLeBTUYECKH TPUEMIIEMYIO COJIb BMECTE C OIHHUM WU OoJjiee IOMOJHUTEIbHBIMU
TEpaneBTHUECKUMH areHTamMu. Takasi KOMOMHUpOBaHHAsi TEparusi MOKET ObITh OCOOEHHO
MoJie3Ha NpPU  JICYEHUM  QKUTALMM  COCTOSHUM, BBI3BAHHBIX WJIM  OTSITOLIEHHBIX
370yNOTpeOIeHHeM aJKOrojieM WM JAPYTHMM BELIeCTBOM, BKJIOUAs MOCTTPABMATHYECKOE

CTPECCOBOE PACCTPONCTBO M TPaBMATHUYECKOE MOBpekaeHue rojosHoro mosra (TBI).

[0184] IIpumMeprpl MOAXOAALIMX AOMOJIHUTENBHBIX TEPANEBTUYECKUX AreHTOB BKJIIOYAIOT
AHTArOHUCTBI OMHOMJOB (HANPUMEp, HANTPEKCOH WJIM HAJOKCOH), YaCTHYHBIE AarOHUCTHI
omuonoB (Hampumep, OynpeHopduH, OyTropdaHON, TNEHTA30LMLMH WIH TPaMaaoi) H
AHTUAETIPECCAHTBI, TAKME KaK MHTHOUTOPBI OOPATHOrO 3aXBaTa CEPOTOHMHA-HOPAIPEHAINHA
(HampuMep, AaMUTPUNTIIINH, AaTOMOKCETHH, Je3WNPAMHUH, JIyJOKCETHH, MAIpPOTUINH,
me(dasonoH, MuIHaLUNaH, Hepa3omOH, MNPOTPUNITHWINH, TPUMHUIPAMHH, pPeOOKCETHH,
BeHJIA(AKCUH WJIM BHJIOKCA3WMH) HIIM CEJIEKTHBHbIE MHIHOUTOPBI CEPOTOHWHA, MHTHOUTOPBI
oOpaTHOoro 3axpara (Hampumep, OUTaJoNpaM, (IYOKCETHH, TMAapOKCETHH, CEPTPAIUH,
¢dyBOKCAaMUH, LUTANONpaM WX JcuuraionpaMm). Hampumep, packpbitas B JaHHOM
IOKyMEHTE IUJIeHKa, COAeprkamias JAeKCMENeTOMHIWH Wi ero  (papmauneBTHYECKH
MPUEMIIEMYIO COJIb, MOKET YJIy4lIaTh OTBET HA UCIOJb3YyEMOE B HACTOSILIEE BPEMS JICUCHUE Y
cyopextoB ¢ PTSD, Takoe kak HHTrHOUTOPBI 0OPaTHOTO 3aXBaTa CEPOTOHHHA-HOPAAPEHAINHA
U CEJIeKTUBHBIE HHTMOUTOPBI OOPATHOTO 3aXBaTa CEPOTOHNHA, HATIPHUMED IyTeM JOCTIDKEHHS
Gonee OBICTPOro OTBETA WJIM YCHJIEHHOTO OTBETA Iepes MePBOHAYAIBHBIM NPHUMEHEHHUEM U
1oCjie TPUMEHEHUs] WHruOuTopa OOpaTHOTO 3axBaTa CEPOTOHWHA-HOPAIPEHAJIMHA WM
CEeJIEKTUBHOTO MHIHOWTOpa OOpAaTHOrO 3axBaTa CEPOTOHHHA. JIEKCMENETOMHUIWH WM €ro
(apManieBTUYECKH TNPHEMJIEMYIO COJb TAaKXe MOXKHO HCIOJb30BATh B KOMOWHALMU C
aHTtaroHuctom perenropa NMDA, TakuM Kak K€TaMHH, JJIs JIEUEHHs TITyOOKOH Iemnpeccu,
HAalpUMep QXHUTALUH Yy CYOBEKTOB C JEMEHIMEeW WM pPacCTPONCTBAMU HACTPOCHUS,

OTOCPEIOBAHHOW CTPECCOM MTyOOKOH Jenpeccuei.

[0185] B onHOM BapuaHTe OCYIIECTBJICHHS B HACTOSIIEM M300PETeHNHN MPEAJIOKEHA TJICHKA,
OonvcCaHHass B JAHHOM AOOKYMCHTEC, MPUYEM ILUIEHKA COACPKUT ACKCMEACTOMUAWH HIIU €T0
(I)apMaLIeBTI/ILIeCKI/I NpUEMIIEMYKO COJIb BMECT€C C AHTArOHUCTOM OINHOHWAOB WK €TI0

(bapMarieBTUIECKH IPHEMIIEMOI COJIBIO.
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[0186] B nomonHuTENPHOM BapHaHTE OCYIIECTBIEHUs] B HACTOALIEM HM300peTeHUH
NpeIJIOKEeHa IUICHKA, OINUCaHHAs B JAaHHOM JOKYMEHTE, NpPUYEM IUIEHKA COAEP>KUT
JIEKCMEIETOMHUINH WIH ero (papManeBTH4YeCKU NMPUEMIIEMYIO COJIb BMECTE € 3(PPEKTUBHBIM
KOJINYECTBOM AHTArOHHCTa OMMOUIOB WM ero (apMaleBTUYECKH NPUEMIIEMON CONU JUIs

JICUCHUA aKUTalli, HC BbI3bIBAsA quSMepHOﬁ ceaalmu.

[0187] B nomosHUTENPHOM BapHaHTe OCYIIECTBJIEHUS B HACTOSALIEM HM300pETEHHUH
NpeJIOKeHa IUICHKA, ONHMCaHHAs B JAaHHOM JOKYMEHTE, NpPUYEeM IUIEHKA COAEP>KUT
IEKCMEIETOMHUIUH WIH ero (papMarneBTHYeCKu MPUEMIIEMYIO COJIb BMeCTe € 3P PEeKTUBHBIM
KOJINYECTBOM AHTArOHHCTa OMHOUIOB WM €ro (hapMareBTHYECKH NMPUEMIIEMOW COJIA JUIs

JICUCHUA aKUTalluu, CBSI3aHHOM C OTMEHOI1 OIMMOUIOB UJIN APYIrUX BEUICCTB.

[0188] B xoHKpeTHOM BapwaHTe OCYLIECTBJIICHUS B HACTOSIIEM H300PETEHUH MpPeIJIoKeHa
IJIEHKA, ONMMCAHHAS B JAHHOM JIOKYMEHTE, IPUYEM IUJIEHKA COAEPKUT AEKCMEACTOMUANH WIH
ero (apmMaueBTHUECKH TPUEMIIEMYIO COJIb BMECTE€ C HAJITPEKCOHOM WIJIM  €ro

(apMarieBTHYECKH TPUEMIIEMO COJIBIO.

[0189] B onHOM BapuaHTe OCYIIECTBJICHHS B HACTOSIIIEM M300PETeHNH MPEAIOKEHa TJICHKA,
onucCaHHasi B JAaHHOM AOOKYMCHTEC, MPUYEM ILUICHKA COACPIKUT ACKCMEACTOMUANH WU €T0
(I)apMaI_IeBTI/ILIeCKI/I NpUEMJIEMYIO COJIb BMECTE C HYaCTUYHBIM arOHUCTOM OMUMOUAOB WUJIU €r0

(bapmMaLeBTUYECKH TIPUEMIIEMOH COJIBIO.

[0190] B nonmojmHMTENPHOM BapHaHTE OCYIIECTBICHHS B HACTOSILIEM H300peTeHUH
NpeyioXKeHa TIUIeHKa, OINHMCAaHHAas B JaHHOM JOKYMEHTe, IMpUYeM TIUIEHKa COAEPKUT
JIEKCMEIETOMHIUH WIH ero (papMareBTHYeCKu MPUEMIIEMYIO COJIb BMeCTe € 3 (PEKTHBHBIM
KOJIMYECTBOM 4YaCTHYHOI'O aroHucCTa HWIH €ro0 (I)apMaLIeBTI/ILIeCKI/I HpHeMHeMOﬁ COJIN IJid

JICUCHUA aKUTalllii, HE BbI3bIBas qpesMepHoix'I ceaalmnu.

[0191] B nomosHUTENPHOM BapWaHTe OCYIIECTBIEHUs] B HACTOSALIEM H300pETeHHH
NpeJIOKEHa IUICHKA, OMNUCaHHAs B JAaHHOM JOKYMEHTE, NpPUYEeM IUIEHKA COAEP>KUT
IEKCMEIETOMHIINH WIH ero (papManeBTUYeCKd MPUEMIIEMYIO COJIb BMECTe € 3P (PEeKTHBHBIM
KOJINYECTBOM YaCTUYHOTO AaroHUCTA MM €ro (apMaleBTUUECKH MPHEMJIEMON COJH s

JIeUeHUS a;KUTAIIUH, CBI3aHHOM ¢ OTMEHOI OITMOUIIOB.

[0192] B xOHKpeTHOM BapHaHTe OCYLIECTBJIICHUS B HACTOSIIEM H300PETEHUH MPeIJIOsKeHa

IJICHKA, OIMMCaHHAasA B JaHHOM AOKYMCHTC, IPUYEM IIJICHKA COACPKUT ACKCMEACTOMUANH HUITU
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ero (apMaleBTHYECKH MPHEMIIEMYI0 COJIb BMecTe ¢ OymnpeHOpPHHOM WM  ero

(bapMarieBTUYECKH IPHUEMIIEMO COJIBIO.

[0193] B mnenky Hacrosimmero u3oOpeTeHHsi MOTyT BKJIKOYaTh 3(P(EKTHBHOE KOJUYECTBO
IeKCMeIeTOMHUINHA WIH ero (papMaleBTHUECKH MPUEMJIEMON COJIM M AHTArOHUCTA WIIH

YACTUYHOTO arOHUCTA OMMOUIOB, YTOOBI 00ECIIEUNTD KeTaeMbli S PEKT.

[0194] B omHOM BapmaHTe OCYIIECTBJCHUS HM300PETEHHUs IUIEHKA COIEPXKHT OT OKOJIO 5
MHUKporpaMM a0 150 MuUKporpamMMm JEeKCMENeTOMHIWHA WIH ero  (papMaleBTHYSCKH
NPUEMJIEMON COJNM U OT OKOJIO 2 MI 0 OKOJIO 16 MI 4aCTMYHOrO aroHUCTa Ha €AMHULY.
bonee >xenatenbHO IUIEHKA COAEPXKUT OT OKOJIO 5 mukporpamm no 150 muxporpamm
AEKCMeIETOMUIIHA MU ero (papMaleBTUIeCKH IPUEMIIEMON COJU U OT OKOJIO 4 MT 10 OKOJIO

12 Mr 4aCTUYHOIO arOHKUCTA HA €AUHULLY.

[0195] B npyrom BapmaHTe OCYINECTBJICHHS H300PETEHMs IUIEHKA COAEPIKUT OT OKOJO 5
MHUKporpaMM a0 150 MHKporpamMMm JeKCMENeTOMHIWHA WIH €ro (papMaleBTHIECKH
NIPUEMJIEMON COJM U OT 0KOJO 0,5 Mr [0 OKOJO 5 MI' aHTarOHMUCTa ONMHOMIOB HA €NMHULY.
bonee xenartenbHO, IUIEHKA COAEPXKUT OT OKOJO 5 Mukporpamm a0 150 mMuxporpamm
AEKCMeeTOMHUNHA MU ero (papMaleBTUYECKU PUEMIIEMON COU U OT OKOJIO 1 MT 10 OKOJIO

3 MI aHTaroHHCTa OMUOUAOB Ha €AVUHULLY.

[0196] B onqHOM KOHKPETHOM BapHaHTE OCYLIECTBICHHs U300PETEHHUs TUIEHKA COIEPIKHUT OT
okosio 10 mukporpamm 10 60 MHKpOrpaMMm JIE€KCMENETOMHANHA WU ero (hapMaleBTHYECKH
npuemsieMol conu u okojio 0,5 Mr HanTpekcoHa, wiu OT okono 10 mukporpamm ao 60
MHUKpPOTPaMM JEKCMEIETOMHUIMHA WX €ro (papMalleBTHYSCKH TMPUEMIIEMON COJI M OKOJIO 1
M HAJITPEKCOHA, Wiu OT 0Koso 10 MukporpamMm 10 60 MUKpOrpaMM I€KCMEAETOMUANHA WIH
ero (hapMareBTHYECKH TPUEMIIEMON COJIM U OKOJIO 2 MI HAJNTPEKCOHA, WM OT OKojio 10
MHKporpaMM a0 60 MHKpOrpaMM JAEeKCMEAETOMHIMHA WId ero (papMaleBTHYECKH
NPUEMJIEMON COJM M OKOJO 3 MI HaITPEKCOHa, wiu OT Ookojo 10 mukporpamm no 60
MHUKpPOTPaMM JEKCMEIETOMUINHA WIN ero (papMaleBTHIECKH NPUEMIIEMON COJIM M OKOJIO 4

MI' HAJITPEKCOHA UJTN JIFOOBIX AHAJIOTMYHBIX KOJIMYECTB.

[0197] B npyrom KOHKpETHOM BapUaHTE OCYLIECTBICHUS M300PETEHHS TUIEHKA CONEPIKUT OT
okojio 10 mukporpamMm 10 60 MHKpOrpaMM AEKCMENETOMUANHA WIH ero (apMaleBTHUECKU
npuemMiIeMON CONMu U OKoJo 2 Mr OynpeHopduHa, uinu ot okono 10 mukporpamm o 60

MHUKpPOTPaMM JEKCMEIETOMUANHA WIN ero papMaleBTHYECKH NPUEMIIEMON COJIM M OKOJIO 4
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Mmr OynpeHopduHa, win ot okojo 10 mukporpamm 10 60 MUKpOrpaMMm AeKCMENETOMHUINHA
W ero (papMareBTHUecKu MPHEMIEMOI COJU U OKOJIO 6 MI OynpeHopdHHA, UIH OT OKOJIO
10 muxporpamm po 60 MHKpOrpamMM AE€KCMENETOMHUAMHA WM ero (apMaleBTHYECKU
npueMIeMol Coau M OKoJio 8 Mmr OympeHopduHa, miu ot okojo 10 mukporpamm no 60
MHKPOTpaMM JIeKCMEAETOMUIMHA WK ero (apManeBTHYECKH IPHeMIeMON cou 1 okoo 10
Mr OynpeHopduHa, win OT okojo 10 mMukporpamm 10 60 MUKpOTrpaMMm AeKCMEIeTOMHUINHA
WK ero (papMaleBTHUECKH MPUEMJIEMOH COIM M OKOJIO 12 Mr OympeHopdurHa, WU OT OKOJIO
10 mukporpamm po0 60 MHKpOrpaMM AEKCMENETOMHUAMHA WM ero (apMaueBTHYECKH

NPUEMJIEMON COJIH U OKOJIO 16 Mr OynpeHopdrHA WK JIFOOBIX aHAJIOTHYHBIX KOJHMYECTB.

[0198] KomOuHanmy lekapCTBEHHBIX CPEACTB, MPUBEACHHBIEC BBILIE, MOTYT OBITh BKJIFOUEHBI
B MOHOJIUTHYKO IUICHKY HACTOSIIEro W300peTeHUs WIN IUIGHKY C MHUKPOpPa3MELICHUEM
HacToswmero u3o0pereHus. Ecii B MOHOJNMTHOW TIUIEHKE, B HACTOSIIEM H300pETeHUH
MPEJIOKEHO Haju4Ke BCEX JIEKAPCTBEHHBIX CPEACTB B OJHOM CJIO€ MATPUYHOW IJIEHKH.
JlexapCTBEHHBIE CpPENCTBA TakK€ MOIYT MPUCYTCTBOBAaTb B OTAEIbHBIX MOHOJIMTHBIX

IJICHKaX, KOTOPBIC 3aTEM O6’beI[I/IH$II-OT AJIA TIOJIYYCHUA MHOT'OCJIOMHOMN MJIEHKH.

[0199] B onHOM BapuaHTe OCYyIIECTBJIEHHUS, W Oojiee yIOOHO, JIEKaApCTBEHHBIE CPENCTBA
BKJIFOYEHBbl B IUIEHKY C MHKPOPa3MELICHUEM, COIJIACHO [aHHOMY pAacKpbITHO. Takum
o0Opa3zom, Hampumep, OTAeNbHbIE JIEKAPCTBEHHbIE KOMIIO3MLIMUA MOIYT OBITH NOOaBIIEHB! B
BHUJIE TUCKPETHBIX Kalejib Ha IMOBEPXHOCTh IJICHOYHOH MOJJIOKKH (T. €. IJIeHKa Iuianedo) B
COOTBETCTBHH C OOILIMM MPOLECCOM, HCIOIb3YEMbIM U ONMCAHHBIM B IJAHHOM IOKYMEHTE, JUIs
noOaBeHus] AeKCMEAETOMUINHOBON KOMIO3ULMHM K TUIEHOYHOH momiokke. Kammu moryt
n00aBnsATE B JEOOOM MabOHe JIJIsi COOTBETCTBUS TpeOyeMbIM TpeOOBaHHAM JJISi €TUHUYHOU
no3bl. Kasknast karuisi MOJKET COIepKaTh KPaCUTENb, KOTOPBIH MOXKET ObITh OJJUHAKOBBIM WU
OTJIMYAThCS JJIS KaXKIOH JIEKapCTBEHHON KOMITO3UIIH. MOKeT ObITh YAOOHBIM HCTIONb30BATh
pasHble KpacuUTEeNu AJI Pa3INYeHUsl Pa3INYHBbIX JIEKAPCTBEHHBIX CPEIACTB HAa MOBEPXHOCTH

[UIEHOYHOH IMOIOKKHA.

[0200] B omHOM BapuaHTe OCYIIECTBJICHUS HW300pETEHHUs aBTOPBHI MpPENIararT Crocod
JICUCHUS aXUTaluu y Cy6”beKTa, BK.]'IIOLIaIOH_[I/Iﬁ BBCACHUEC Cy6’beKTy IIJICHKHW HACTOALICTO

U300pEeTeHMNsI ¢ COMYTCTBYIOIIEH SKCIO3UIIUOHHON Teparuei.

[0201] B ppyrom BapuaHTe OCYINECTBJIICHUs] NPUMEPbl MOAXOASALINX TEePaNneBTUYECKUX

Ar€HTOB, KOTOPbBIC MOOJIXKHBI KOM6I/IHI/IpOBaTI:>C$I ¢ JACKCMCACTOMHUINMHOM B TJICHOYHOM
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KOMIIO3HIIMH, BKJIFOUAIOT B Ce0sl CeJIEKTUBHBIE HHTHOUTOPBI OOPATHOTO 3aXBaTa CEPOTOHHHA
(SSRI), Takue kak MHTHOUTOPBI MAPOKCETHHA, CEPTPAJIMHA, CEPOTOHHMHA U HOPaApEHAINHA
(SNRI), Takme kak pe3unpamMuH. B OnHOM BapuaHTe OCYIIECTBJICHHS B HACTOSIIEM
M300peTeHNH MpeIOKeHa IUIEHKA, ONMMCAHHAs B JAaHHOM JOKYMEHTe, NpHUYeM IUIeHKA
CONEPKUT AEKCMENETOMHIUH WIH ero (papMaleBTHYECKH NPUEMIIEMYIO COJb BMeECTE C
CEeJICKTUBHBIM HHTHOUTOPOM OOpPAaTHOTO 3axBaTa CEPOTOHMHA WM €ro (papMaleBTHUYECKH
npuemyieMol Coju. B IpyromM BapwaHTe OCYLIECTBJIEHHS B HACTOSIIEM H300pETeHUH
NpeayioXKeHa IUIeHKa, ONHMCAaHHas B JaHHOM JOKYMEHTe, MpUYeM TIUIeHKa COAEPKUT
JIEKCMEIETOMHIMH WU ero (apMaleBTHYECKH MPHUEMJIEMYIO COJIb BMECTE ¢ MHTHOUTOPOM
00paTHOrO 3axBaTa CEPOTOHMHA U HOPAApPEHATNHA WIH ero (papMaleBTUYECKH MPHEMIIEMO

COJIN.

[0202] B xOHKpeTHOM BapwaHTe OCYLIECTBJIICHUS B HACTOSIIEM H300PETEHUH MpeIJIosKeHa
IJIEHKA, OMMCAHHAS B JAHHOM JIOKYMEHTE, IPUYEM IUIEHKA COAEPKUT AEKCMEACTOMUANH WU
ero (apManeBTUYECKH TPUEMIIEMYE) COJIb BMECT€ C JEe3UNPAMUHOM WJIH  €ro

(bapMareBTUYECKH TPUEMIIEMO COJIBIO.

[0203] B mienky Hacrosimero u3o0peTeHHs: MOTYT BKJIHOYATh 3(P(EKTHBHOE KOJUYECTBO
IEKCMEIeTOMUINHA WIN ero (papMaleBTHUECKH MPUEMJIEMON CONM W KE€TaMHUHA WU €ro

(dbapManeBTUYECKH IPUEMJIEMON COJIH, YTOOBI 00eCIIeunTh JKkeflaeMblil 3 QexT.
KOHKPETHBIE BAPUAHTHI OCYIIECTBJIEHUA

[0204] Bapuant ocymectBiaenuss 1. @apmaueBTHYECKass IUIGHOYHAs  KOMIIO3ULIMS,

noaxoasaiasi aJjis Cy6JII/IHFBaJIbHOFO BBECACHUSA, COACPIKallast:

1) TepaneBTHUeCKH S(P(PEKTUBHOE  KOIMYECTBO  JEKCMENEeTOMUAMHA WIH  €ro

(hapManeBTUYECKH IPUEMJIEMON COJIH,

(11) NOJIMMEPHBIN KOMITOHEHT, COCTOSIIIUN M3 OOHOro Wi Oojiee BOIOPACTBOPHMBIX

NIOJIUMEPOB; U
(111)  onmH mnu Gonee papmManeBTUYECKU MPUEMIIEMBIX HOCUTEIICH.

[0205] Bapuant ocymectBiaeHuss 2. @apmMauLeBTUYECKas IUIGHOYHAs  KOMIIO3ULIMS,

noaxoadaias ajis Cy6J'II/IHFBaJ'IbHOFO BBCACHUs, COCTOALLASA ITO CYLICCTBY U3!
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1) TepaneBTHUECKH 3(P(PEeKTHBHOrO KOJMYECTBA  JEKCMENETOMUAWHA WM  €ro

(bapMaeBTUYECKU IPUEMJIIEMOH COJIH,

(11) TIOJIMMEPHOTO KOMITOHEHTA, COCTOSIIIEr0 W3 OJHOTO WM OoJjiee BOJOPACTBOPHUMBIX

NIOJIMMEPOB; U
(i)  onuH wnu Gonee papmareBTUYECKU TPUEMIIEMbIX HOCUTEJICH.

[0206] Bapuant ocymectBienus 3. DapmaneBTUdecKkas IUIEHOYHAs KOMIIO3ULMS IO
BAPUAHTY OCYLIECTBIEHUS | WIM BapuaHTy OCYINECTBJICHUs 2, B KOTOPOH YKa3aHHBIN
MOJINMEPHBIN KOMIIOHEHT COCTOUT U3 MO MEHbILIEH Mepe IBYX Pa3jIMYHbIX BOJOPACTBOPUMBIX

MOJIUMEPOB.

[0207] Bapuant ocywmectsienuss 4. @apmaneBTudeckas IUIEHOYHAS KOMIIO3MLMS IO
BAPUAHTY OCYLIECTBIEHUs] 3, B KOTOPOM MEPBBbIA BOAOPACTBOPUMBIN NOJUMEpP HMEET
MOJIEKYJISIPHYIO Maccy oT okoJio S000 manbToH 10 okono 49 000 mansToH, ¥ OAMH WK Ooee
BTOPBIX BOJOPACTBOPUMBIX MOJHMEPOB HMEIOT MOJIEKYJSAPHYIO Maccy Oojee ueM OKOJIO

60 000 manpTOH.

[0208] Bapuant ocymectsienuss 5. dDapmauneBTHYecKas IUIEHOYHAs KOMIIO3ULMS IO
BAPUAHTY OCYIUECTBJICHHUs 3 WM BapUAHTy OCYILUECTBJICHUs 4, B KOTOPOM COOTHOLIEHUE
NepBOrO  BOJIOPACTBOPUMOrO IOJHMeEpa KO BTOPOMY(-bIM) BOAOPACTBOPUMOMY(-bIM)
nosumepy(-am) (Bkiarodas PEO npu HamuuuM B TUIEHKE) BO BCEW MJICHOYHOH KOMIO3ULIUH
coctapsieT ot okoyio 1:10 go okomno 1:30, ot okoyo 1:15 mo okoso 1:25 wnu ot okojo 1:15

1o okouio 1:20.

[0209] Bapuanre ocymectsienuss 6. PapmaueBTH4eCKas IUJIEHOYHAss KOMIIO3ULMS IIO
BApUAHTy OCYILECTBJIEHUS 4, B KOTOPOW MEPBBI BONOPACTBOPHMBIA IMOJIMMEDP BBIOpAH H3
TPyHNbl, COCTOSIIEN W3 TUAPOKCUMPOMUIILEIUIIONO3b], THAPOKCUIIPONIMETHILEIIHOIO3BI,

TUAPOKCUBITHUIILCIUTKOJIO3BI, Kap6OKCI/IMeTI/IJ'ILIeJ'IJ'IIOJ'I03bI, METIUIIEIUIIOJIO3bI U HX CMECEH.

[0210] Bapuant ocywmectsienuss 7. PapmauneBTHdeckas IUIEHOYHAs KOMIIO3MLMS IO
BAPUAHTY OCYLIECTBJIEHHUs] 6, B KOTOPOW MEPBbIH BOAOPACTBOPUMBIN MOJHUMEpP COCTOUT U3

TUAPOKCUTIPOMUAILIEIUTIOIIO3bI U TUAPOKCUI TUITLCIITHOJIO3bI.

[0211] Bapuant ocymectsienuss 8. @PapmauneBTHdecKas IUIEHOYHAs KOMIIO3MLMS IO

BAPMAHTy OCYLIECTBIIEHUsT 4, B KOTOPOW OOWH WMJH OoJiee BTOPBIX BOIOPACTBOPUMBIX
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NOJMMEPOB  BBIOpAH/BBIOpAHBI W3  TPYNIbBI, COCTOSINEH M3  MOJUITHICHOKCHUIA,
TUAP OKCUIIPOITHIILIEIUTFOJIO3bI, TUAPOKCUIPONMIMETUIILEIITIOIO3bI,

TUAPOKCHUITHIILCIUIKOJIO3BI, Kap6OKCI/IMeTI/IJ'ILIeJ'IJ'IIOJ'I03bI, METHILEIUIIOJIO3bI U UX CMECEH.

[0212] Bapuant ocymectsiaenuss 9. @apmaueBTuueckas IUIEHOYHAs KOMIIO3ULUSA IO
BAPUAHTY OCYLIECTBJIEHUsI 7, B KOTOPOI BTOPOW(-ble) BOJOPACTBOPUMBIH(-bIe) mOIUMep(-bl)
BBIOpaH(-bl) M3 TUAPOKCUIIPOITIILEIUTION03bI, MTHAPOKCHATHIILIEIUTIONO3bI, TOJHITHICHOKCH A

U UX CMECEH.

[0213] Bapuantr ocymectsinenuss 10. @apmaneBTudeckas IJIEHOYHAass KOMIIO3ULMS IO
moOOMy W3 BapUAHTOB OCYINECTBJeHHS 1-9, B KOTOPOH HNEKCMENETOMHIWH WJIH €ro
dapmanieBTHYECKH ~ TpUeMIIEMasi  COJIb  TPEACTaBIsIeT  COOOH  AeKCMeNeTOMHUIWHA

THIPOXJIOPULL.

[0214] Bapuantr ocymectsienuss 11. @apmaneBrudeckas MJIEHOYHAass KOMIIO3HULMS IO
moOoMy M3 BapHaHTOB ocyuiecTBieHus 1-10 B Gopme enuHUIBI TO3MPOBAHUS, B KOTOPOH
KOJIMYECTBO JEKCMEAETOMHIMHA WM ero (apManeBTUYeCKH MPHEMJIEMOH  COJH,
NPUCYTCTBYIOLIETO HAa €IMHMLY, COCTaBjsger OT Okoio 0,5 mukporpamm no okxoso 150
MHKpOrpaMM, OT OKoJIO 1 wmukporpamma n0 okojao 100 mukporpamm, OT OKOIO 3
MHUKpPOIrpaMM 10 OKOJIO 90 MHUKpOrpaMM, OT OKOJIO 3 MUKPOIPaMM A0 OKOJO 80 MUKPOrpamm,
OT OKO0JO 3 Mukporpamm a0 70 MuUKpOrpamm, OT OKOJO 3 MHUKpPOrpaMM A0 OKono 60
MHUKPOTpaMM, OT OKOJO 3 MuKporpamm a0 50 MHUKpOrpamm, OT OKOJIO 3 MHUKPOIpPaMM 0
OKOJIO 35 MUKpPOrpamm, OT OKOJIO 3 MHKpPOrpaMm A0 OKOJO 50 MUKpOrpamMm, OT OKOJIO 5
MHKpPOIrpaMM 10 OK0JIO 50 MUKpOrpaMM, OT OKOJIO 5 MUKPOIPaMM 0 OKOJIO 45 MUKpOrpamm,
OT OKOJIO 3 MHUKpPOTrpamm 110 0KoJ0 40 MHKpOrpamm, OT OKOJO 5 MHUKPOrpaMM 10 OKOJIO 35
MUKporpamM, oT okono 10 mukporpamm no okono 50 mukporpamm, oT okoso 10
MUKporpaMMm a0 okono 40 wmukporpamMm, or okono 10 mukporpamm 10 oOkojgo 35
MHUKpPOrpaMM, OT OKOJIO 15 MuKporpamMm A0 OKOJO 35 MHMKpOrpamm MM OT OKoJo 15
MHKPOTPaMM IO OKOJIO 35 MHKpPOTpaMM AEKCMEAETOMHIWHA WM €ro (papMaleBTHYECKH

MPUEMIIEMON COJH.

[0215] Bapuant ocymectsienuss 12. @apmaneBThdeckass IJIEHOYHAass KOMIIO3ULMS IO
moOOMy W3 BapHaHTOB OCyIecTBIeHHs 1-11, B KOTOpOH HeKCMeNeTOMUINHA THAPOXIOPH
NPUCYTCTBYET B KonudecTtse OT okoio 0,01% no oxono 50% mo macce MieHKU B IepecyeTe

Ha CyXYIO Maccy, Harpumep ot okouo 0,05% no oxono 30% no Macce MIIEHKU B IIepecyeTe Ha
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CyxXyro maccy, Harnpumep ot okoso 0,05% no okono 20% mo Macce MJIEHKH B IepecueTe Ha

CYXYIO Maccy.

[0216] Bapuantr ocymectBienuss 13. dapmaueBTuyeckas IJICHOYHAass KOMIIO3ULMS IIO
moOOMy M3 BapUaHTOB OCyIlecTBieHUs 1-12, B KOTOpO#l (hapmaneBTHUECKH NpUEMIIEMBbIH
HOCHUTENb BKJIIOYAET, HO HE OrPaHMYMBAETCS UMM, OAMH WIN OoJjiee JKUAKUX HOCHUTEJEH,
apoOMaTU3aTOPBl, MOMACIACTUTENH, OCBEXKAIIME CPEeAcTBa, peryaupyroomue pH areHrsl,
YCUJIUTENN IIPOHULIAEMOCTH, MYKOAQAT€3UBHbIE areHThl, TIACTH(HUKATOPHI,
00BEeMO0O0pa3yIOIUE areHThl, TOBEPXHOCTHO-AKTHBHBIE BEINECTBA, MPOTHBOBCIIEHHBAIOIIUE

ArC€HTDBI, KPACUTEIIN UJIK TOMY HOI[O6HbIe.

[0217] Bapuant ocymectsinenuss 14. @apmaneBTudeckas IJIEHOYHAass KOMIIO3ULMS IO
M0O0MY M3 BAPUAHTOB OCYIIECTBIIeHUs 1-13, B KOTOPOIl MyIeHKa UMEeT TONIIUHY OT OKOJIO 20

MHUKpPOMETPOB 10 0k0s10 1200 MUKpOMETPOB.

[0218] Bapuant ocymectBienuss 15, @apmaneBTuueckass IJICHOYHAass KOMIIO3ULMS IO
moOOMy M3 BapUAHTOB OCYyIIeCTBJIeHUs 1-14, B KOTOpPOW IUIEHKA, NPU PACHOJIOKEHUU
CyOJIMHTBaJIBHO, OyZIeT pacTBOpseTCS B TeueHHue oT okojio 10 cexynn no okojno 180 cekyHn,

Hanpumep oT okoio 60 cexyHa 10 okoiso 180 cexyHn.

[0219] Bapuanr ocymectBienuss 16. @apmaueBTuyeckass IJIEHOYHAass KOMIIO3ULMS IIO
moOOMy M3 BapHUAHTOB OCyLIeCTBICHUs |-15, B KOTOpOi TMJIeHKa TpEeAcTaBjsieT CoOOM

MyKOAAT€3UBHYIO 110 XapaKTepy.

[0220] Bapuant ocymectBienuss 17. @apmaneBTuueckas IJIEHOYHAass KOMIIO3ULMS IO
moOOMy M3 BapHUaHTOB OCywlecTBieHHs [-16, mpuueMm Bpems pacmaieHusi IUICHOYHOU
KOMIIO3UILIMU TIPU NPUBEAEHHUS] B KOHTAKT C MOAEIHPOBAHHBIMU JKUAKOCTSMH COCTABJISET OT
okoji0 10 cexyna no okono 180 cexkyHn, oT okosio 15 cekyna 1o okosio 180 cexyHa, OT OKOJIO
30 cexyHn no oxono 180 cekyHn, ot okoso 45 cexyHn 1o okono 180 cekyHn, ot okono 60
cekyHI a0 okojio 180 cekyHn unu ot okojo 60 cekyHn A0 okoyio 140 cekyHna, uiu Bpems
pacnajieHusl MUJIEHOYHOM KOMIIO3MLMH TPU KOHTAaKT€ C MOJENUPOBAHHBIMHU >KUIKOCTSIMU
COCTaBJIsA€T OT OKOJIO 15 cexyHa Ao okono 180 cekyHn, oT okono 15 cekyHn no okoso 160
CEeKYyHI, OT OKOoJIO 25 cekyHa a0 okoio 150 cexyHa, or okono 15 cexkyHn no okosio 140
CEeKyHI, OT okoyio 15 cexyna ao okono 120 cexyHa, ot okono 40 cexkyHn no okosio 120

CeKyHJ, OT 0koJso 50 cexyHabl 10 okoJo 120 cexynn, Harpumep okoso 120 cexyHa.
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[0221] Bapuant ocymecteienust 18. Crmoco0 mosyueHus: (apMareBTHUECKON IUICHOYHOH

KOMITO3HIIMH, BKJ'[lO“IaIOH_II/Iﬁ CTaauu:

1) NOJIYYEHUs] CMECH, CoAepKallell AeKCMEeNeTOMUANH WIH ero (apMaLeBTHYECKU
NPUEMJIEMYIO COJIb, TIOJIMMEPHBIH(-bIe) KOMIOHEHT(-bI) U OUH UK OoJiee papMaLeBTHYECKH
NPUEeMJIEMBIX HOCHTENEH, BKIIIOYAs XKUAKWUH HOCUTEIb M HEOOS3aTeNbHO OAMH Wiu Oosee

APYrux (papMaleBTHYSCKH MPUEMJIEMbIX HOCUTEIICH;

(1)  nuUCHeprHpOBaHUS WM JIUTbS CMECH HAa MOIUIOKKY Al 0Opa3OBaHUs CoAep Kaieit

JIEKapCTBEHHOE CPEICTBO MOJUMEPHON MaTpULIbL, U

(1i1)  BBICYIIMBAaHHUS COAEpIKAIlell JIEKAPCTBEHHOE CPEACTBO MOJMMEPHOH MaTpHuIbl IS
yIAJEeHUsT TIO MEHbLIEH Mepe YacTH JKUAKOrO HOCUTENs ¢ OOpa3s0BaHHEM MOHOJHMTHOM

MJIEHOYHON KOMIIO3ULIMU C MAaTPULIEH, COEPIKALLEH JIEKAPCTBEHHOE CPEACTBO.

[0222] BapuanT ocymecteienus: 19. Crnocod mosnydenust GpapManeBTUIECKOW KOMITO3UIUH

IJIEHOYHOM KOMIIO3HUIIMH, BKJIFOYAOIIHUI CTadUH:

1) NOJyYeHUs] MOHOJMTHOW IJIEHOYHONW MATPUYHON KOMIO3MLIMU IO BapHaHTY
ocyliecTBiieHus 18, 3a HCKIIOYEHHEM TOro, YTO JaHHas KOMITO3ULMS HE COAEPIKUT
IEKCMENEeTOMHUIMHA WM ee (papmMauleBTHYECKH IpUeMiIeMoi coiu (T. €. IJIEHOYHAs

KOMIIO3UIIHS «TUTALedo»):

(i1) MOJIyYeHUs] BTOPOH KOMIIO3UIIMH, COAepKalleld JeKCMENeTOMUIWH W ero
(bapMaLieBTHYECKH TMPUEMIIEMYIO COJIb BMECTE C OIHMM WK Oosiee (hapMaleBTHYECKH
MPpUEMIIEMbIMU HOCUTECJIMU, BKITHOYAA }KI/II[KI/Iﬁ HOCHTEIIb, U HeO6ﬂSaTeHBHO OAUH UJIN 60.1166

APYrux (papMaleBTHYSCKH MPUEMIIEMbIX HOCUTEJIEH W/UJIH IOJMMEPHBIN KOMIIOHEHT;

(1i1)  pasmemeHus mnpoaykra craauu (i) Ha TOBEPXHOCTH IUIEHOYHOH KOMIIO3ULIUH

«maneboy» craauu (1), HAPUMeEP B BUIE OTHOU Win OoJiee Kamneb, U

(lv)  cymwku mpoaykra cramud (iil) AN yOaJeHUs MO MEHbIIEH Mepe 4YacTHU JKUIKOTO
HOCUTENsl C OOpa3oBaHMEM MATPUYHOW IUIGHOYHOW  KOMIO3WLMH,  COnepiKamei

JICKAPCTBCHHOC CPEACTBO Ha MOBECPXHOCTH TIJICHKHU.

[0223] BapuanT ocymectienus 20. Criocod mo BapuaHTy OCYLIECTBJICHHs 19, B KOTOpOM

BTOpast KOMIIO3ULIUA COACPIKUT HOHHMeprIfI KOMIIOHCHT.
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[0224] Bapuant ocymecteienuss 21. Cmoco0 JiedeHuss axutauud Y CyOBeKTa,
HY>KIAIOIIEroCs B 3TOM, BKJIIOYAIOIIUN BBEIEHHE CYOBEKTY TeparneBTHUeCKH 3()(HEeKTHBHOTO
KonmuyecTBa (papMaLeBTUYECKOW IJICHOYHONW KOMIIO3UIIMH 1O JII0OOMYy U3 BapHaHTOB

ocyuiecTBiaeHus 1-15.

[0225] Bapuant ocymectsienus: 22. Croco06 mo BapuaHTy OCyiuecTBiaeHusi 21, B KOTOpoOM
(dapmManieBTHYECKas TUICHOYHAsE KOMITO3HMLIMS pa3MelleHa B POTOBOI MOJOCTH CyOBbeKTa MoA

A3BIKOM.

[0226] Bapuant ocymectnerus 23. Crnocod mo BapuaHTy ocymectieHust 21 wimm 22, B
KOTOPOM KUTAlMs CBs3aHA C HEWPOAETeHEPaTHBHBIMH 3a00JIEBAHUSIMH, BBIODAHHBIMH H3
Tpymmbl, coctosimedl w3 Oone3Hu Aunbureiimepa, j00HO-BucouHOUM nemenuuu (FTD),
neMeHUuH, aeMmeHunu ¢ Ttenbiamu Jleeu (DLB), mocTTpaBMaTHYECKOrO CTPECCOBOTO
paccrpoiictea (PTSD), Oonesnu IlapkuHCOHA, COCYAMCTOH JEMEHIIMH, COCYIUCTOrO
KOTHUTHBHOTO paccTpoiicTBa, Oone3HM XaHTUHITOHA, PACCESTHHOTO CKIiepo3a, Oone3HH
Kpetiudenpna-Axoda, MHOXKECTBEHHOW CHUCTEMHOW aTpoduu ©  MPOrPEeCCUPYIOLIErO

CYIPaHYKJIEAPHOTO Mapasiya.

[0227] Bapuant ocymectnerus 24. Crnocod mo BapuaHTy ocymectBieHust 21 wimm 22, B
KOTOPOM )XUTaLUsl CBsi3aHA C HEHPONCUXUATPUUECKHUMH COCTOSIHUSMHM, BBIODAHHBIMH W3
TPYIIbI, COCTOSIIEH M3 MHU30(pEeHUH, OWIOJSIPHOTO PacCcTpOiCTBA, OHIONSPHONW MAaHUH,

NEeNUpUs U JEPECCUH.

[0228] Bapuantr ocymectBiaenuss 25. Crnoco0 mno BapuaHty peanuszaumu 21 wiam 22, B
KOTOPOM QKHMTAallMsl CBSI3aHA C TAaKUMH OOCTOSTENbCTBAMH, Kak mpoueaypsl OPD/IPD
(manmpumep, ckanupoBanne MPT, KT wnu KAT, nmrombanbHast myHKLUS, acTIHpaLyst/OuOTCust

KOCTHOT'O MO3Tra, yajeHue 3yOOB UJIH IPyTrHe JeHTaIbHbIE MPOLETYPHhI).

[0229] BapuanTt ocymecteienuss 26. Criocod mo BapuaHTy ocyuiectBieHus 21 wim 22, B
KOTOPOM aXWTalusl CBA3aHAa C OTMEHOH IpHeMa aJIkoroJyis, pPacCTPOMCTBA BCIEACTBUE
MIPUMEHEHUsI OIMUOUAOB, OTMEHbl OMNHOMAOB M OTMEHBI BBI3bIBAIOLIETO 3aBUCUMOCTD

BE€HIICCTBA.

[0230] Bapuant ocywectBienus 27. @apmaneBTUyecKas IUICHOYHAs KOMIO3ULIMS,

MOJIy4YE€HHAs TI0 BApUAHTY OCyLIeCTBJIeHUs 18 miu BapuaHTy ocyuiecTsiaeHus 19, B kotopou
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YKaBaHHbIﬁ HOHHMeprIﬁ KOMIIOHEHT COCTOMT W3 IO MeHbIei MEpPE ABYX Pa3JIMYHBIX

BOAOPACTBOPHUMBIX IMOJIMMEPOB.

[0231] Bapuant ocymectBienuss 28. @apmaueBTH4YecKas IIJIEHOYHAs KOMIIO3ULMS IIO
BAPMAHTy OCYLIECTBJIECHUs 27, B KOTOPOH NEpPBBI BOAOPACTBOPUMBIN IOJUMED HMEET
MOJIEKYJIIpHYIO Maccy oT okoyio 5000 nanbToH 10 okoyio 49 000 manbTOH U Ka)Abli OJUH
win OoJjiee BTOPBIX BOAOPACTBOPUMBIX TMOJMMEPOB, UMEET MOJIEKYJISIPHYIO Maccy Oouiee

60 000 maynpTOH.

[0232] Bapuant ocymectBienus 29. @apmaneBTudeckas IJIEHOYHAass KOMIIO3ULMS IO
BAPUAHTY OCYIIECTBJICHUs 18 mMnm BapuaHTy OCylLlecTBieHUs 28, B KOTOPOH COOTHOIIECHHE
NEePBOTO  BOIOPACTBOPHMOIO TOJHMEpPa KO BTOPOMY(-bIM) BOZOPACTBOPUMOMY(-bIM)
nojumepy(-am) (Bxirouasi PEO, npu Hanuuuu B IJIEHKE) BO BCEH MJIEHOYHOW KOMIIO3HIIMU
coctapysier oT okoJio 1:10 mo 1: 30, ot okono 1:15 mo okomo 1:25 mumm ot okoiyo 1:15 mo

okouio 1:20.

[0233] Bapuantr ocymectsienuss 30. @apmaneBTHyueckass IJIEHOYHAass KOMIIO3ULMS IO
BAPUAHTY OCYLIECTBJIECHUs 19 mnm BapuaHTy OCyLIecTBieHUs 28, B KOTOPOH COOTHOLIEHHE
NEePBOrO  BOIOPACTBOPUMOrO TMOJHMEpPa KO BTOPOMY(-bIM) BOAOPACTBOPUMOMY(-bIM)
nomumepy(-am) (Bxurodast PEO, mpu Hamuuuu B TUIEHKE) BO IOJHMMEPHOM MaTPUYHOMN
xomno3uimu (miamnedo) cocrasiser ot okojo 1:10 mo 1: 30, ot okono 1:15 mo okono 1:25

win ot okoJo 1:15 mo oxoso 1:20.

[0234] Bapuant ocymectienuss 31. Crnoco® jneueHHst aKUTALMH, CBSI3AHHOH C OTMEHOH
ONMUOUIOB Yy CyOBEKTa, HYXKTAIOIIErocss B 5TOM, MPHUYEM CHOCOO BKIIIOYAET BBEIEHUE
CyOBEKTy TepaneBTUYecKu 3(PQPEeKTUBHOTO KOIUYeCTBA (hapMALEBTHUECKON IJIEHOYHOM
KOMITO3UIIMH, conepkameld 3(p(EeKTUBHOE KOJMYECTBO JEKCMENETOMUAMHA WM  €ro

(hapManeBTUYECKH IPUEeMJIEMON oK U 3(P(PEeKTUBHOTO KOJTMYECTBA aHTATOHUCTA OMTHOUIOB.

[0235] Bapuantr ocymectinerns 32. Croco0 JiedeHHs CBA3aHHOW C OTMEHOW ONMHOWIOB
QKUTAMAY CyOBeKTa, HYKJAIOLIErOCs B STOM, MPHYEM CIIOCOO BKIFOYAET BBEACHUE
CYyOBEKTy TepaneBTUYecKu 3(PQPEeKTUBHOTO KOMMYeCcTBa (hapMaLeBTHUECKON IJIEHOYHOU
KOMITO3UIINH, conepkameld  3(p(eKTUBHOE KOJMYECTBO JEKCMENETOMUAMHA WIH €ro

(dapManeBTHYECKH TPHEMJIEMON COJU U 3(PPEeKTUBHOTO KOJUYECTBA YACTUIHOTO ArOHUCTA.
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[0236] Bapuant ocymecteinenus 33. Crnoco0 sedeHHs CBA3aHHOHN C IOCTTPaBMAaTHUYECKUM
CTPECCOBBIM PACCTPONCTBOM AXKHUTALMU y CyOBEKTa, HYy>KAAIOLIErocsi B 3TOM, IIPUYEM CIOCO0
BKJIIOYAeT  BBeNEHHE  CyOBbekTy  TepameBThdeckd  3(G(EKTUBHOIO  KOJIUYECTBA
(dapManieBTUYECKON IUIGHOYHONW KOMIO3ULMM, coaepxameil 3¢(ekTuBHOe KOIMYECTBO
AEKCMEeNeTOMHIANHA HJIM  ero  (apMalueBTHYECKH NPUEMIIEMOW COJIM B BHIE

BCIIOMOT'aTE€JIbHOI'O TEPANEBTUICCKOTO CPEACTBA IJIs AKCTIO3UIIMOHHOMN TE€panunu.

[0237] BapuanT ocymiecteienus: 34. Crnocob jedeHus: MoCTTPaBMATHYECKOrO CTPECCOBOTO
paccrpoiicTBa y CyOBEeKTa, HYKTAIOIIETOCS B 3TOM, MPHYEM CIOCOO BKIJIIOYAET BBEICHUE
CyOBEeKTy TepaneBTU4ecku 3(PQPEeKTUBHOTO KOMUYeCcTBa (hapMALEBTHUECKON IJIEHOYHOM
KOMIIO3UIMK, coiepskamei 3¢ ¢eKTUBHOE KOJUYECTBO JEKCMEIETOMHIUHA WU  €ro
(apMalleBTUYECKH TIPHEMJIEMOM COJIM B BHJIE BCIIOMOTaTeNIbHOTO TepaneBTHYECKOTO

CpeacTra Ajis SKCITIO3UITUOHHOMN TCparnun.

[0238] BapuanT ocymecteieHus: 35. Crocob jiedeHus MoCTTPaBMATHYECKOrO CTPECCOBOTO
paccTpoiicTBa, CB3aHHOTO C OTMEHOH OINUOHIOB, V CYOBEKTa, HYKOAIOIIEroCs B 3TOM,
NpUYeM Croco0 BKIFOYAET BBEICHUE CYOBEKTY TepaneBTHUECKH 3PPEKTHBHOIO KOIUYECTBA
(dapmanieBTUYECKOH TUIGHOYHOW KOMIIO3UIMM, coaepxameil 3¢dekTnBHOe KOIMYECTBO

IEeKCMENeTOMHIINHA UITH €ro (papMarieBTUIECKH TPHUEMIIEMOH COJH.

[0239] Bapuanr ocymecrBierus 36. Crnoco0 Je4eHHs TPaBMATHYECKOTO IOBPEKACHUS
TOJIOBHOTO MO3Ta y CyOBEKTa, HYXKJAIOIIErocs B 3TOM, NPHYEM CIOCO0 BKIIIOYAET BBEICHUE
cyObekTy (apmManeBTU4eCKON IUIEHOYHOW KOMIIO3ULMH, conepkamed 3ddexTruBHOE

KOJIMYECTBO JEKCMENETOMUANHA UJTH ero (hapMalieBTHUECKH MPUEMIIEMOM COJIH.

ITPUMEPDBI

IIpumep 1

ToHKONJIEHOYHbIE COCTABLI

Cocras 1

[0240] Tabmuua 1. JlekcMeneTOMHIWHA TUAPOXJIOPHUA, TUCIIEPTHPOBAHHBIA B TUICHOYHOH

KOMIO3ULIUM C MOJIMMEPHON MaTpULIeH
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HurpeaneHTsl Konuentpauus DyHKUMs
r/100 r
JlexcMmeneromuanHa 3,60 AKTHBHOE BELIECTBO
TUIPOXJIOPUL
I'mppoxkcunponminesuioao3a 4,82 ITnenkoobpasyromiee
(MM = 40 000) BELIECTBO
I'mppoxcunponuinesuoaosa 4,82 ITnenkoobpasyromiee
BELIECTBO
(MM = 140 000)
I'mppoxcunponuinesuoaosa 28,94 ITnenkoobpasyromiee
BELIECTBO
(MM =370 000)
IMonmTrineHoKCcu 57,84 ITnenkooOpasyroimee u

(MM = 600 000)

MYKOAATr€3MBHOEC BEILIECTBO

Ouuiiensas sona™

B 1OCTATOY. KOJIUY.

PacTBopurens (wnm SKuaKui

HOCHUTEJIb)

*1O CYILIECTBY YAANSETCS U3 KOHEYHOI'O COCTABA MyTEM CYIIKU

[0241] ITponecc: Bce nHrpenueHTsl, nepeynuciaeHHbie B Tabmume 1, pacTBOpPsIM B BOAE MPHU

nepeMeLINBaHUH, BBUTUBAJIHN uepe3 (PUKCHPOBAHHBIN 3a30p HA TOAJIOKKY U3 3AIUTHOHN JIEHTHI

11t 00pa3oBaHUs IUICHKH, a 3aTeM CyLi ee B jadbopatoproii neuun npu 70 °C B reuerne 30

MHHYT, 4TOOBI MOJIy4UThb TOHKOITJIEHOYHBIN npemnapar.

Cocras 2.

[0242] Tabnmuua 2. JleKCMEAeTOMUAMHA THIPOXJIOPHI, pPa3MEIIEHHbIH Ha TOBEPXHOCTHU

IUIEHOYHOM KOMITO3ULIUU C MTOJIMMEPHON MaTpHULER
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IlneHo4HbIE HHTPEIHEHTHI Konnentpauus DyHKUHUsA
r/100 r

JlexapcTBeHHAss KOMIIO3ULUS

JlexcMeneToOMUMHA THAPOXJIOPULL 0,48 AKTHUBHOE BEIEeCTBO

OraHon* B gocratoy. konu4. | PacrBopurens

Komnosunus ¢ nonumepHon MaTpuLein

I'mapoxcunponuILenroI03a 4,98 ITnenkooOpasyroree
BEIIECTBO

(MM = 40 000)

I'mapoxkcunponuILeroI03a 4,98 ITnenkooOpasyroree
BEIIECTBO

(MM = 140 000)

I'mapoxkcunponuILesIroI03a 29,86 ITnenkooOpasyroree
BEIECTBO

(MM =370 000)

[TonusTUneHOKCUN 59,70 ITnenkooOpasyroree u
MYKOAAT€3UBHOE BELIECTBO

(MM = 600 000)

OuuenHas sona*

B JOCTATO4. KOJIHNY.

PactBopurens (WM SKUOKUN

HOCHTEJTb)

*O CYIIECTBY YAANISETCS U3 KOHEYHOT'O COCTABA MyTEM CYIITKU

[0243] IIpouecc: Bece monumepsl KOMIO3ULMU € MTOJIMMEPHON MaTpPULIEH pacTBOPSIIN B BOAE

NpU NepEMEIINBAHIH, BBUIMBAIN 4Yepe3 (PUKCHUPOBAaHHBIN 3a30p HA MOIJIOXKKY M3 3aIMUTHON

JeHTBI 1J1s1 00pa3oBaHUs TUIEHKH, a 3aTeM CYIIWIH ee B jlaboparopHoil nmeun npu 70 °C B

teueHue 30 muHyT. Ilo OTAENBPHOCTH pACTBOPSAIN OEKCMEACTOMHMIMHA THAPOXJIOpPUI B

STaHOJNIE HAa BUXPEBOW MeEIIAJKe, a 3aTeéM HAaHOCWIM (B BHIE Kameib) C IOMOIIBIO

BOHIOMeTqueCKOﬁ MUIIETKKW Ha IIJICHKE. PaSMeH_IeHHy}O JICKAPCTBCHHYKO KOMITO3UIIHUIO
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cymmwin B JjadopatopHoit meun mpu 70 °C B TeueHHWE NATH MHHYT, YTOOBI IOJNYYHUTH

TOHKOIUIEHOYHBIN npenapar.

Cocras 3

[0244] Tabnuua 3. JlekCMeneTOMUAMHA THUAPOXJOPUA, pPa3MEIIeHHbI Ha MOBEPXHOCTH

TUICHOYHOM KOMITO3ULIMU C TOJIMMEPHON MaTpuLeit

Hurpeanentel Konuentpanms DyHKIUA

/100 r
JlexapcTBEHHAs1 KOMIIO3ULIUS
JexcmeneTroMuavH 0,34 AKTHBHOE BEILLECTBO
Xyopua HaTpust 0,10 Heirrpanusyromutii pH aresr
I'mppokcun HaTpust 0,65 Heirpanusyromuii pH aresr

Oranonr*

B 1OCTATO4Y. KOJIUY.

PactBopurens (WM  KUIKHMA

HOCHUTEJIb)

Komno3unus ¢ noJuMepHoi MmaTpulen

I'mppoxcunponunuemnonosa | 4,74 ITnenkooOpasyroriee BEIEeCTBO

(MM = 40 000)

I'mppoxcunponunuemtonosa | 4,74 ITnenkooOpasyrolee BEIEeCTBO

(MM = 140 000)

I'mppoxcunponunuemmonosa | 28,44 ITnenkooOpasyroliee BEIECTBO

(MM = 370 000)

ITonusTnneHokcun 56,86 ITnenkoobpasyrouiee u

(MM = 600 000) MYKOAATr€3MBHOE BEUIECTBO

I'nunus 3,80 Ilenounoii Oydep

I'mapoxcun HaTpus 0,33 ITlenouHoit Oydep

OumninenHas Bona* B I0CTATO4. KOJIUY. PactBopurens (wnm  KuAKuit
HOCHTEJIb)

*1O CYILIECTBY YAANSETCS U3 KOHEYHOT'O COCTaBA MyTEM CYIIKU

[0245] TIponecc: Bce monmmepsl U 1ienouHbie Oydepbl KOMIO3HIHMUA C TOJUMEPHOM
MaTpHLEeH PacTBOPSUIH B BOZE MPU MEPEMEIINBAHUH, BBUIMBAIH Yepe3 (PUKCHPOBAHHBIHN 3a30p
Ha TOMJIOXKKY W3 3alIMTHOW JIGHTBHI JJisi OOpa3oBaHMs IUICHKH, a 3aT€M CYIIWIH €€ B
naboparopuoit meun npu 70 °C B Teuenne 30 wmmHyT. [lOo OTHENBHOCTH pPACTBOPSUIH
JNEKCMENEeTOMUANHA THAPOXJIOPHUI B 3TaHOJIE HA BUXPEBOM MeIUAJKe, HEHTPaIU30BaIH
M30BITKOM THIPOKCHAA HATPUS M XJIOPWUAA HATPUSA, a 3aTeM HAHOCWIN (B BHIE Kallesb) C
MOMOLIBI0  BOJIOMETPUYECKOM MWIETKH Ha IUIeHKe. Pa3MeleHHyl JeKapCTBEHHYIO
KOMITO3ULIMIO CyIIn B JlaboparopHoit meun npu 70 °C B TedeHHE IHATH MHUHYT, YTOOBI

MOJIY4YUTb TOHKOTIJIEHOYHBIM npemnapar.
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Cocras 4

[0246] Tabmuua 4. JlekcMeneTOMUAMHA THIPOXJIOPHI, pPa3MEIIEHHbIH Ha TOBEPXHOCTHU

IJIEHOYHOU KOMITO3ULIMHU C NMOJUMEPHONU MaTpuLen

HNurpeauentsl Konuenrpauus PDyHKUUA

r/100 r
JlexapcTBeHHAs KOMITO3UIIHS
JlekcMeneToMuInHa THAPOXJIOPUTT 0,48 AKTHUBHOE BEIIECTBO
I'mapoxcunponunuenrono3a 2,08 [Tnenkoobpasyromiee
(MM = 40 000) BEIIECTBO
OtaHon B OCTATOY. KOJINY. PactBopurens (vm

JKUJIKUH HOCUTETb)

Komnosunus ¢ nonuMepHon MaTpuLein

I'mapoxcunponunuenrono3a 4,87 [Tnenkoobpasyromiee
(MM = 40 000) BELIECTBO
I'mapoxcunponuILenroI03a 4,87 [Tnenkoobpasyromiee
(MM = 140 000) BELIECTBO
I'mapoxcunponuILero103a 29,23 ITnenkoobpasyromiee
(MM =370 000) BELIECTBO
IMonmsTUNeHOKCH 58,47 [TnenkooOpasyromee u
(MM = 600 000) MYKOAaJr€3UBHOE
BELIECTBO
Ouniiennas Boxa B IOCTAaTOY. KOJIHUY. PactBOpuTENH (wu

JKUIKHIA HOCUTEJTh)

[0247] IIponecc: Bece nonuMepbl KOMNO3ULUHN C MOJUMEPHON MaTpULIel PacTBOPSUIA B BOAE
NP TepEeMEIINBAHNY, BbUIMBAJIHN uepe3 (PMKCHPOBAHHBIM 3a30p HA MOMJIOKKY U3 3aIUTHOM
JIeHTBI 1Jis1 00pa30BaHUs TUIEHKH, a 3aTeM CYIIWIHN ee B jaboparopHoi meun npu 70 °C B
tedeHne 30 MuHyT. Ilo OTHEnIBHOCTH pacTBOPSUIM JEKCMENETOMUIMHA THAPOXJIOPUI U
ruapokcunponmwineuioiody (MM = 40 000) B sTaHOJEe Ha BUXPEBOH MeEIIAJKE, a 3aTeEM
HaHOCWIN (B BHIE Kamejb) C TIOMOINBI BOJIOMETPUYECKON NHUMETKH Ha IUICHKE.
PasmereHHy0 JIeKapCTBEHHYIO KOMITO3UIMIO CYIIWIHM B jlaboparopHoi neun mpu 70 °C B

TCUCHUEC ITATU MI/IHYT, LITO6I:>I HO.]'IyLII/ITb TOHKOHJ'IGHO"IHI:;Iﬁ npenapaT.
Cocras 5

[0248] Tabmuua 5. JlekCMeneTOMUAMHA THIPOXJIOPHI, pPa3MEIIEHHbI Ha TOBEPXHOCTHU

IUIEHOYHOM KOMITO3ULIUU C TOJIMMEPHON MaTpHULer

HurpeanenTsl Konuentpauus DyHKums
r/100 r
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.HeKapCTBeHHaH KOMITO3HIIMA

Hexcmeneromuauna ruapoxyopun | 0,47 AKTHUBHOE BEIIECTBO
I'mapoxkcunponuiILesuroI03a 0,28 ITnenkooOpasyroruee
(MM = 40 000) BEIIECTBO
I'mapokcunponuILesoI03a 0,28 ITnenkooOpasyroruee
(MM = 140 000) BELIECTBO
I'mapokcunponuILEesIoI03a 1,54 ITnenkoobpasyroee
(MM = 370 000) BEIIIECTBO

OrtaHon B JOCTaTOY. KOJIMY. PactBopurens (wnu

JKUIKHUH HOCUTEJT)

Komnosunus ¢ nonuMepHon MaTpuLein

I'mapoxcunponunuenrono3a 4,87 [TnenkooOpasyroree
(MM = 40 000) BEIIECTBO
I'mapoxcunponuauenroIo3a 4,87 ITnenkooOpasyroree
(MM = 140 000) BEIIECTBO
I'mapoxcunponuanenroI03a 29,23 [TnenkooOpasyroree
(MM =370 000) BEIIECTBO
IMonmsTUneHokcH 58,46 [MnenkooOpaszyromee  u
(MM = 600 000) MYKOaJTre3UBHOE
BEIIECTBO
Ouniiennas Bona B OCTATOY. KOJIWY. PactBOpuTEnn (wu

YKUJIKUH HOCUTETb)

[0249] IIpouecc: Bece nonumepsl KOMIO3ULUU € MTOJIMMEPHON MaTPULIEN pacTBOPSUIM B BOAE
IpU NepeMEIINBAaHIY, BbUIMBAIU 4epe3 (PUKCUPOBAHHBIN 3a30p HA MOIJIOXKKY M3 3aIMUTHON
JeHThl 1l 00pa3oBaHMs IUICHKH, a 3aTeéM CYLUIMIH ee B JaboparopHoit meun npu 70 °C B
tedyenue 30 MmuHyT. Ilo OTAENBHOCTH pPACTBOPSUIM OEKCMENETOMUAMHA THAPOXJIOPUL U
TUJPOKCUIIPONTUIILIEIITFOIO3bI COAEPIKALLEHN JIEKaPCTBEHHOE CPEICTBO KOMITO3ULMU B 5TaHOJE
Ha BHXPEBOI MelIajKe, a 3aTeM HAHOCWIU (B BHIE Kamelslb) ¢ MOMOIIbBIO BOJIKOMETPUUECKOI
NUIETKN Ha TUIEHKE. Pa3MeIneHHyI0 JIeKapCTBEHHYI0 KOMIIO3HLIMIO CYIIMIH B JJAOOpaTOPHOH

neuyu npu 70 °C B TeUEHHUE MATH MUHYT, YTOOBI OJYYHTh TOHKOIUIEHOYHBIH Mperapar.
Cocras 6

[0250] Tabnuua 6. JlekCMeneTOMUAMHA THIPOXJIOPHI, pPa3MEIIEHHbI Ha TOBEPXHOCTHU

IUICHOYHON KOMITO3ULIUU C MOJIMMEPHON MaTpHULel

Hurpeanentol Konnentpanus DyHKUUsA
r/100 r
JlekapcTBeHHAs1 KOMIO3ULIUS
JexcmeneroMuarHa 0,48 AKTHUBHOE BEIIECTBO
TUAPOXJIOPUL

I'napOKCUNIPONMIILIEIUTFOJI03a 0,26 ITnenkooOpasyrouiee

2
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(MM = 40 000) BELIECTBO
I'mapoxcunponuiInesuoao3a 0,26 ITnenkoobpasyroiee
(MM = 140 000) BELIECTBO
I'mapoxcunponuiInesuroao3a 1,57 ITnenkooOpasyroiiee
(MM = 370 000) BELIECTBO

Otanon B I0CTAaTOY. KOJIHY. PactBopurens (nnm

JKUIKUA HOCUTEJTh)

Komnosunus ¢ noJiuMepHON MaTp

ALen

Macio nepevHol MsThbI 2,06 ApomaTu3arop
Cyxkpanoza 0,97 Iloncnacturens
IIpounslii n3yMpyHO-3eneHbiil | 0,13 Kpacurenn
I'mppoxcunponuinesuoaosa 4,7 ITnenkoobpasyroiiee
(MM = 40 000) BELIECTBO
I'mppoxcunponuinesuoaosa 4,7 [Tnenkoobpasyromiee
(MM = 140 000) BELIECTBO
I'mppoxcunponuinesuoaosa 28,29 ITnenkoobpasyromiee
(MM = 370 000) BELIECTBO
IMonmTHiaeHoKCHU 56,58 ITnenkooOpaszyromee  u
(MM = 600 000) MYKOaJr€3UBHOE
BELIECTBO
OumniieHHas Boja B I0CTaTOY. KOJIHY. PactBopurens (nnmm

YKUJIKUH HOCUTEITb)

[0251] IIponecc: Bce momumepbl M APYyrHWe HHIPEAUEHTHl KOMIO3ULUU C TMOJUMEPHON
MaTpHLEeH pacTBOPSUIM B BOAE NIPU NEPEMEIINBAHUY, BbUINBAJIN Yepe3 (PUKCUPOBAHHBIHN 3a30p
Ha TOMJIOXKKY W3 3aIMTHOW JIGHTHI ANl 0Opa3oBaHMsA IUIEHKH, a 3aTe€M CYIIMIM €€ B
nabopatopuoit meun npu 70 °C B Tewenume 30 muHyr. [lo oThmenpHOCTH pacTBOPSUIIN
NEKCMENCTOMUANHA  TUAPOXJIOPHA U TUAPOKCUIPONWILE/UIIONO3bl  COAEpIKallel
JIEKapCTBEHHOE CPEICTBO KOMIIO3ULIUU B 3TAHOJIE Ha BUXPEBOM MEIIAJKE, a 3aTeéM HAaHOCUIIU
(B BHIE Kameib) C TMOMOINBI BOJIOMETPHYECKOW MUMETKH Ha IUICHKe. Pa3MelieHHYo
JIEKaPCTBEHHYI0 KOMITO3UIMIO Ccymwin B jabopatoproi meun npu 70 °C B TedeHue msTh

MI/IHYT, LITO6]>I l'IOJ'[y‘-II/ITb TOHKOHJ’IGHOLIHI:;II\/'I npenapaT.
Cocras 7

[0252] Tabnuua 7. JlekCMeneTOMUAMHA THIPOXJIOPHI, pPa3MEIIEHHbI Ha TOBEPXHOCTH

IUIEHOYHON KOMITO3ULIUU C MOJIMMEPHON MaTpHULer

Hnrpenuentsl Konuentpanus

/100 r

DyHKIUA

.HeKapCTBeHHaH KOMITO3HUIIUA

Jexkcmeneromununa ruapoxiopun | 0,48 AKTHBHOE BELIECTBO

I'napoKCUNPONMILEIUIFOJI03a 0,11 ITnenkooOpasyrolee
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(MM = 40 000) BELIECTBO
I'mapoxcunponuiInesuoao3a 0,11 ITnenkooOpasyroiiee

(MM = 140 000) BELIECTBO
I'mapoxcunponuiInesuroao3a 0,63 ITnenkooOpasyroliee

(MM = 370 000) BELIECTBO
ITonu3TUIEHOKCH T 1,25 [TnenkooOpasyroiiee

(MM = 600 000) BEIIECTBO

OrtaHon B JOCTATOY. KOJINY. PactBopurenn (nmm

JKUIKWA HOCUTEJh)

OumnieHHas Boga B IOCTaTOY. KOJINY. PactBopurens (wnu

JKUIKUA HOCUTEJh)

Komnosunus ¢ noauMepHoi MmaTpuuen

I'mppoxcunponuinesuoaosa 4,87 ITnenkoobpasyromiee

(MM = 40 000) BELIECTBO
I'mppoxcunponuinesuoaosa 4,87 ITnenkoobpasyromiee

(MM = 140 000) BELIECTBO
I'mppoxcunponuinesuoaosa 29,23 ITnenkoobpasyromiee

(MM = 370 000) BELIECTBO
IMonmTraeHOKCU 58,45 ITnenkoobpasyroimee u
(MM = 600 000) MYKOAJIr€3UBHO€E BEILECTBO
Oumninennas Bona B IOCTaTOY. KOJHUY. PactBOpuTEND (wu

YKUJIKUH HOCUTEIIb)

[0253] IIpouecc: Bece monumepsl KOMIO3ULMU € MTOJIMMEPHON MaTpPULIEH pacTBOPSUIN B BOAE
IpU NepeMEIINBAaHIY, BbUIMBAIU 4epe3 (PUKCUPOBAHHBIN 3a30p HA MOIJIOXKKY M3 3aIMUTHON
JeHThl 1l 00pa3oBaHMs IUICHKH, a 3aTeéM CYLUIMIH ee B JaboparopHoit meun npu 70 °C B
tedyenue 30 MmuHyT. Ilo OTAENBHOCTH pPACTBOPSUIM OEKCMENETOMUAMHA THAPOXJIOPUL U
NOJIUMEPBI COZEPIKaLEeH JIEKAPCTBEHHOE CPEACTBO KOMIIO3ULIMM B CMECH 3TaHOJA U BOABI HA
BUXPEBOM MeEIIAJKe, a 3aTeM HAHOCWIM HAHOCHIN (B BHAE Kamejib) C TOMOLIBIO
BOJIIOMETPUYECKON IUMETKU Ha IUIeHKe. Pa3MeIleHHYI0 JIEKapCTBEHHYK) KOMITO3HMIIUIO
cymmmwin B JjabopatopHod meuun mpu 70 °C B TeueHHWE NATH MHHYT, YTOOBI IOJYYUTh

TOHKOIUICHOYHBIN npenapar.
Cocras 8

[0254] Tabnuua 8. JlekcMeneTOMUAMHA THIPOXJIOPHI, pPa3MEIIEHHbIH Ha TOBEPXHOCTH

IUICHOYHON KOMITO3ULIUU C MOJIMMEPHON MaTpuLel

Hnrpenuentsl Konuentpanus

/100 r

DyHKIUA

.HeKapCTBeHHaH KOMITO3HUIIUA

Jexkcmeneromununa ruapoxgaopun | 0,49 AKTHBHOE BELIECTBO

byTtanon B IOCTATOY. KOJIUY. PactBopuresb (nm
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JKUIKHIA HOCUTEJT)

Komno3unus ¢ noauMepHoi MmaTpuuen

I'mapoxcunponuiInesuoao3a 4,98 ITnenkoobpasyroiee

(MM = 40 000) BELIECTBO
I'unpoxcunponuaLesuoao3a 4,98 ITnenkooOpasyroiee

(MM = 140 000) BELIECTBO
I'unpoxcunponuILesuIoao3a 29,85 ITnenkoobpasyroree

(MM = 370 000) BEIIECTBO
IMonusTHIeHOKCHU 59,70 ITnenkoobpasyroinee u
(MM = 600 000) MYKOAJIr€3UBHOE BEIECTBO
OumniieHHas Boga B IOCTaTOY. KOJIUY. PactBopurens (vm

JKUJIKUH HOCUTEIb)

[0255] IIpouecc: Bece monumepsl KOMIO3ULMU € TOJIMMEPHON MaTpPULIEH pacTBOPSUIN B BOAE
NpU NePEeMEIINBAHIH, BBUIMBAIN 4Yepe3 (PUKCUPOBAHHBINA 3a30p HA MOIJIOXKKY M3 3aIMUTHON
JeHTHI 1151 00pa3oBaHUs TUIEHKH, a 3aTeM CYIIWIH ee B jaboparopHoil meun mpu 70 °C B
teueHue 30 munyT. Ilo OoTmEenbHOCTH pacTBOPSIM AEKCMENETOMUAWHA THAPOXJIOPUA B H-
OyTaHONE HA BUXPEBOH MEIIANKE, & 3aT€M HAHOCHIJIM HAHOCUJIH (B BUJIE KaIleJb) C TIOMOLIBIO
BOJIFOMETPUYECKON IUIETKH Ha IUIEHKE. Pa3MEIIEeHHYI0 JIEKapCTBEHHYK) KOMIIO3HULIUIO
cymmwin B JjadopatopHoit meun mpu 70 °C B TeueHHWE NATH MHHYT, YTOOBI IOJNYYHUTH

TOHKOIUIEHOYHBIN npenapar.
Cocras 9

[0256] Tabnuuma 9. JleKCMEeOeTOMUIMH, pa3MELICHHBbI Ha MOBEPXHOCTU IUICHOYHOMN

KOMITO3ULIUU C MTOJMMEPHON MaTpuLen

Hnrpenuentsl Konuenrpanus QyHKIUA
r/100 r
JlexapcTBeHHas KOMIO3HULIMS
JexcMmeneroMuanH 0,41 AKTHBHOE BEIeCTBO
Xnopun HaTpUst 0,12 Heirpanusyromuii pH
areHT
I'mppoxcunponuinesuoaosa 0,26 ITnenkoobpasyromiee
(MM = 40 000) BELIECTBO
I'mppoxcunponuinesuoaosa 0,26 ITnenkoobpasyromiee
(MM = 140 000) BELIECTBO
I'mppoxcunponuinesuoaosa 1,57 ITnenkoobpasyromiee
(MM = 370 000) BELIECTBO
OTtaHon B AocTaTod. Konu4d. | PacTtBopurens (v
YKUJIKUH HOCUTEIb)

Komno3unus ¢ noauMepHoi MaTpuuen

Macio nepedHoN MsTHI | 2,06 | ApomaTtusarop
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Cyxkpanoza 0,97 Iloncnacturens

IIpounblii H3yMpPYIHO-3€JIE€HbIN 0,13 Kpacurenn

I'mapoxcunponuiInesuoao3a 4,70 ITnenkoobpasyroiee

(MM = 40 000) BELIECTBO

I'unpoxcunponuaLesuoao3a 4,70 ITnenkooOpasyroiee

(MM = 140 000) BELLECTBO

I'unpoxcunponuILesuIoao3a 28,27 ITnenkoobpasyroree

(MM = 370 000) BEIIECTBO

IMonusTHIeHOKCHU 56,55 ITnenkoobpasyroinee u

(MM = 600 000) MYKOAJIr€3UBHOE BEIECTBO

OumniieHHas Boga B OCTATOY. KOJIAY. PactBopurens (vm
JKUJIKUH HOCUTEIb)

[0257] IIponecc: Bce momumepsl M ApyrHe WHIPEAUEHTHl KOMIO3ULUU C MOJUMEPHOHN
MaTpHLEH PacTBOPSUIH B BOZE MPU MEPEMEIINBAHUH, BBUINBAJIH Yepe3 (PUKCHPOBAHHBIHN 3a30p
Ha TOMJIOXKKY W3 3alIMTHOW JIGHTHI A1 OOpa3oBaHMs IUICHKH, a 3aT€M CYIIWIH €€ B
naboparoproit meun npu 70 °C B Teuenne 30 wmmHyT. [lo OTHENBHOCTH pPACTBOPSIIH
NEKCMENEeTOMUANH, XJIOPUA HATpUsl M TMAPOKCUINPONWILEIUIIONO3bI  COmepKallen
JIEKapCTBEHHOE CPENCTBO KOMIIO3ULIMU B 3TAHOJIE Ha BUXPEBOM MEIIAJIKE, 4 3aTEM HAHOCUIIU
HaHOCWIM (B BHIE Kameilb) C IIOMOINBI BOJIOMETPUYECKON NHUMETKH Ha IUICHKE.
Pa3smereHHy0 JeKapCTBEHHYIO KOMITO3ULMIO CYyIIWINU B jlaboparopHoi neun npu 70 °C B

TCUCHUC ITATHU MI/IHyT, LITO6I:;I l'IO.]'IyLII/ITb TOHKOHJ’IGHOLIHI:;II\/'I npenapaT.
Cocras 10

[0258] Tabmuuma 10. JlekcMeneTOMHMIONH, pa3MEINEHHBbIH HAa TMOBEPXHOCTH IUIEHOYHOMN

KOMITO3ULIUM C TIOJIMMEPHON MaTpuULIeH

Hnrpenventsl Konuenrpanus DyHKIMA
r/100 r

JlexapcTBeHHass KOMIIO3HULIMS
JexcmeneromMuauH 0,34 AKTHBHOE BEIEeCTBO
XJ10puz HATpUst 0,10 Helitpanusyromuii pH aresr
I'mppoxcunponuinesuoaosa 0,22 ITnenkooOpasyroree
(MM = 40 000) BEIIECTBO
I'mppoxcunponuinesuoaosa 0,22 ITnenkooOpasyroree
(MM = 140 000) BEIIECTBO
I'mppoxcunponuinesuoaosa 1,31 ITnenkooOpasyromee
(MM = 370 000) BEILIECTBO
OTtaHon B OCTATOY. KOJIUY. PactBopurens (wnmm SKuAKUI

HOCHTEJIb)

Komno3unus ¢ noauMepHoi MaTpulen
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Macio nepedHoN MsTHI 2,07 ApomaTusarop

Cyxkpanosa 0,98 Ilogcnacrurens

IIpounblii H3YMpPYIHO-3€JIEHbIN 0,13 Kpacurenb

I'mapoxkcunponuILesuioo3a 4,53 ITnenkooOpasyroree

(MM = 40 000) BEILIECTBO

I'unpoxcunponuILesuoao3a 4,53 ITnenkoobpasyroiee

(MM = 140 000) BEIIeCTBO

I'inpoxcunponuILesuIoao3a 27,16 ITnenkoobpasyromee

(MM = 370 000) BEIIECTBO

IMonusTHIeHOKCHU 54,33 ITnenkoobpasyromee u

(MM = 600 000) MYKOAJre€3MBHOE BELIECTBO

I'munux 3,76 Ilenounoii Oydep

I'mppokcun Hatpust 0,32 Heirrpanuzyrommii pH arent

OuuiieHHas Boja B JOCTaTOY. KOJIUY. PactBopurens (Wim SKUAKHA
HOCHTEJIb)

[0259] IIponecc: Bce momumepsl M ApyrHe HHIPEAUEHTHl KOMIO3ULUU C MOJUMEPHOHN
MaTpHLEH PacTBOPSUIH B BOZE NPU MEPEMEIINBAHUY, BbUINBAJIH Yepe3 (PUKCHPOBAHHBIHN 3a30p
Ha TOMJIOXKKY W3 3aIlIUTHOW JIGHTBHI A1 OOpa3oBaHMs IUICHKH, a 3aT€M CYIIWIH €€ B
nmaboparoproit meun mnpu 70 °C B Teuenwme 30 mmHyT. [lo OTHENBHOCTH pacTBOPSIIH
NEKCMEIEeTOMUANH, XJOPUA HATpUsl M TMAPOKCHUIPONWILEIUIFONO3bI  COOEpIKallen
JIEKAPCTBEHHOE CPENCTBO KOMIIO3ULIMU B 3TAHOJIE Ha BUXPEBOM MELIAJIKE, 4 3aTEM HAHOCUJIU
(B BHIe Kamenb) C TMOMOINBIO BOJIOMETPUYECKONW IUIMETKH Ha IUIeHKe. Pa3MelieHHyo
JIEKAPCTBEHHYIO KOMIIO3UIIMIO CYIIMIN B J1abopaTopHoil meun npu 70 °C B TeueHue msTH

MHHYT, 4TOOBI MOJyYUTh TOHKOIUIEHOYHBIH Tpemnapar.
Cocras 11

[0260] Tabmuua 11. JlekcMeneToMHIUHA THIPOXJIOPHI, PAa3MEIIESHHBIM HA TMOBEPXHOCTH

IUIEHOYHOM KOMITO3ULIMU C TOJIMMEPHON MaTpuLeit

Hurpennentel Konuenrpanus DyHKIHA
r/100 ¢
JlexapcTBeHHass KOMIO3ULIMS
JlexcmeneroMuarHa 0,38 AKTHUBHOE BEILECTBO
THIPOXJIOPUL
DTtaHOoN B OCTaTOY. KOJIUY. PactBopurens (vm

YKUJIKUH HOCUTEIIb)

Komno3unus ¢ noauMepHoi MaTpuuen

I'mppoxcunponuinesuoaosa 4,47 ITnenkoobpasyroiiee
(MM = 40 000) BELIECTBO

I'napoKCUNPONMIILEIUTFOJI03a 4,47 ITnenkooOpasyroiee
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JKUIAKWA HOCUTEJh)

(MM = 140 000) BELIECTBO
I'mapoxcunponuiILesuoao3a 26,83 ITnenkoobpasyroiee
(MM = 370 000) BELIECTBO
IMonmTrneHokcun 53,61 [InenkooOpaszyromee  u
(MM = 600 000) MYKOaAr€3UBHOE
BEILECTBO
JlakTar HaTpus 6,52 Kucnorusiii 6ydep
MonouHas KucioTa 3,72 Kucnotusiii 6ydep
OuniieHHas Boga B IOCTATOY. KOJIUY. PactBopurens (wnu

[0261] ITponecc: Bece monmumepst U cUCTEMY KHCIOTHOTO Oy(hepa KOMIIO3ULIUU C TIOJTUMEPHOH

MaTpHLEeH PaCTBOPSUIH B BOZE MPU MEPEMEIINBAHUH, BBUIMBAIH Yepe3 (PUKCHPOBAHHBIHN 3a30p

Ha MNOMJIOXKKY U3 SaLL[PITHOfI JICHTBI 1JId O6pa30BaHI/I$I IJICHKHW, a 3aTeéM CYHIWIN €€ B

naboparopuoit meun npu 70 °C B Teuenwe 30 wmmHyT. [lo OTHENBHOCTH pPaCTBOPSUIH

JEKCMEIeTOMUIMHA TUAPOXJIOPU B 3TAHOJIE Ha BUXPEBOH MeIIAliKe, a 3aTeM HaHOCWIH (B

BHUOC KaHeJ'Ib) C IOMOIIBIO BOHIOMeTpH‘{eCKOfI IMUIICTKU Ha IIJICHKE. PaSMeIJ.IeHHy}O

JIEKaPCTBEHHYI0 KOMITO3UIMIO CyIIWin B jabopatopHoi meun npu 70 °C B TedeHue msTu

MHHYT, Y4TOOBI MOJIy4UThb TOHKOITJIEHOYHBIHM npemnapar.

Cocras 12

[0262] Tabnuua 12.

KOMITO3ULIUU C MOJMMEPHON MaTpuLen

I[eKCMeJIeTOMI/II[I/IH, paSMeLLIeHHbeI Ha TIOBEPXHOCTHU TJIEHOYHOM

HurpenueHTsl

Konuenrpauus
r/100 r
(10 MKT mIeHKH)

Konnentpanms
/100 r
(20 MKT MJIEHKH)

DyHKIUSA

.HeKapCTBeHHaSI KOMITO3UIIUA

JlexcmeneroMuarHa 0,136 0,267 AKTHUBHBIN areHT
THIPOXJIOPUL

I'mppoxcunpomunuemmnonosa, | 0,301 0,593 ITnenkooOpasyroree
HPC-SSL (MM = 40 000) BEIIECTBO
I'mppoxcunpomunuemmnonosa | 0,301 0,593 ITnenkooOpasyroree
(MM = 140 000) BEIIECTBO

Cunnii No 1 FD&C, | 0,002 0,004 Kpacurenp
rpaHyJup.

OTUJIOBBIN CIUPT B KAa4eCTBE | JOCT. KOJHY. JOCT. KOJIUY. PactBopurens

pacTBOpHTEINS

Komnosunus ¢ noauMepHoi MaTpuuen
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I'mppoxcunponunuemtonosa | 4,803 4,768 ITnenkooOpasyroree
(MM = 140 000) BEIECTBO
I'mppoxcunponunuemtonosa, | 4,803 4,768 ITnenkooOpasyroiee
HPC-SSL BEILECTBO

(MM = 40 000)

I'unpoxcunponunuesuonosa | 28,809 28,601 ITnenkoobpasyroiee
(MM = 370 000) BEIIIECTBO

OTtrenok npounslii | 0,129 0,128 Kpacurenb
WU3YMPYIHO-3€JI€HbIN

(Ne 06507)

Cyxpanoza, xasectBo USP- | 0,993 0,985 IMoncnacrurens

NF

Macno nepeunoii msatel, NF 2,104 2,089 Apomarusarop

IMonmTHaeHoKCHU 57,618 57,202 ITnenkoobpasyromee
(Sentry Polyox WSR 205 U MYKOAJre3UBHOE

LEO NF) (MM = 600 000) BEIIECTBO

Bona B Ka4eCTBe | AOCT. KOJIUY. JOCT. KOJINY. PactBopurens
pacTBOpUTENs

[0263] (A) IIporecc NPUTrOTOBJIEHUS OJUMEPHON MATPHIIBI

Ilonumepnast _cmech. IIOMMATUIEHOKCHUA W MPOYHBIA  U3YMPYAHO-3€JEHBIM  OTTEHOK

CMEIINBAJN B BOJE B TeyeHue 1o Menbleil Mepe 180 munyT npu ot okosno 1400 o6./muH 10
okoj1i0 2000 06./muH. J{oOaBisiiu Cykpano3y, THAPOKCHUIPOIHILEIUTION03Y (MOJeKysipHast
macca 140 K), runpokcunponunuemnionody, HPC-SSL (monekymspHas macca 40 K) wu
TUIPOKCUIIPOITMIILEIITON03Y (MonekysipHass macca 370 K) u cmemuBamud B Te4YeHHE IO
menbLIel Mepe 120 MmunyT nipu oT okosio 1600 06./mun 1o 2000 06./mun. B BOoay noGasisu
MacJyIO MEePEYHON MSTHI U TIOIYYEHHYIO TUCTIEPCHIO 3aTeM TOOABIISLIN K OJMMEPHOH CMeCH U
NepeMeIInBaIl B TeUeHHe Mo MeHblel Mepe 30 MuHyT. [lonydeHHy0 cMeCh JOMOTHUTENBHO
nepeMelBad Mo BakyyMoM (248 topp) B TeueHwe mo MeHbineil mMepe 30 MHHYT mpu

ckopoctu 350 06./muH u npu Temneparype 22,9 °C.

Cranims HaHeceHus TOKpbITUs: Ha pa3moTouHON cTOlKe yCTaHaBIMBAIU PYJIOH, U

NEPENHIOK KPOMKY MPONYCKAJIM 4Yepe3 HAIMpPaBJSIOLUE CTEP>KHU M CTEP:KHH HAHECEHUs
MOKPBITHSL. 3aIUTHYIO JIGHTY pacroJjiarajy NOKPbITON CHJIMKOHOM CTOPOHOH BBepx. Mexnay
CTEP>KHAMM HAHECEHUs MOKPBITHs coxpansuim 3a3op B 40 Muwummerpos. B mnedn

peryauposanu Temneparypy a0 70 °C, u KOHEUHY TeMIepaTypy CyIuku noBoauam a0 85 °C.
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IIporniecc HaHeceHHsI MOKpbITUs/CymKU: [lonuMepHy0 CMeCh BBUIMBAIM HA JIGHTY MEXKAY

HalpapJIAIOIUMU  CTEPKHAMU W CTCPKHAMHU HAHCCCHUA TMOKPBITHA. .HeHTy MCIJICHHO
NPOTATUBAJIA Y€Pe3 CTEPXKHU HAHECEHUs MOKPBITUS MPU MOCTOSSHHONM CKOPOCTH BPYYHYIO 10
TE€X MOp, MOKAa HA CTEP)KHSAX HAHECEHHs] MOKPBITHUS HE OCTaBaloCh XUAKOCTU. JleHty
paspesany MpHUOJIM3UTEIbHO HA JIUCThI JJIMHOH OKOJO 12 1HOWMOB C HCIOJB30BaHUEM
6e3zomacHoro Hoska. Kakmplil TMCT moMernany Ha CyIIMJIbHYIO IUTACTUHY M NPUKPEIUISIN Ha
yriaax o npeaoTBpali€HuA 3aKpydruBaHUA BO BPEMsS CYHIKH. JIucThI BBICYIIMBAJIK B €YU OO
TeX IOp, NMOKa COAep KaHUE BJIArM HE CTAHOBMIIOCh MeHee 5% (mpulim3urenbHo 30 MUHYT) U
3aTeM YA U3 CYLIWIbHOM MNIacTUHBL. MacCy MNOKpBITUS NPOBEPSINA MO KPUTEPUIM
NMPpUEMIIEMOCTU U, €CJIN OHU BBIMOJIHAIUCD, JIUCTHI 3aTEM CKJIaAbIBAJIM B CTOIIKKU U IIOMECIIAJIN
B KOHBEPT U3 (oybru pazmepom 34 mroiiMa x 40 Ar0fiMOB, KOTOPBIHA 3aIIUIIAIN C TIOMOLIBEO

3amuTHOM jJeHThl PET.

[0264] (b) [Ipoliecc NpUTOTOBICHHS PACTBOPA JIJISl PA3MEIeHUs

PactBopsinu kpacutens cuHuii FDC B 3THI0BOM cniMpTe B TeueHue Mo MeHbluel mepe 180
MHUHYT. Jl00GaBsAIM NEeKCMENEeTOMUANHA THAPOXJIOPHI K PAacTBOPY 3THJIOBOTO CHHMPTA NPH
HETIPEPhIBHOM NepeMelTnBaHiy B TedeHne 10 MuHyT npu ot okono 400 06./MuH 0 OKOJIO
800 ob0/mmH. K cmecm pobGaBmsumm  rumgpokcunpormiueoiosy  (40K) wu
ruapokcunponmineuionosdy (140 K) u nepemermmBanu B TedeHue mno MeHbined mepe 30

MUHYT O TEX IO, MOKA HE PACTBOPAJIINCH BCC BEIICCTBA.

[0265] (C) [Iporiecc nmoayyeHus MUKPOPa3MEIeHHON MaTPHIIbI

PacTBOp 1y pasmerneHusi, MoJy4deHHbIH Bbilme Ha craauu (B), HaOuwpanu B mumerky mo
Tpedyemoro oObema (OnmpeneieHHOMY B COOTBETCTBUU C KOHKPETHOM 1030 JIeKapCTBEHHOTO
mpernapara KOHEYHOro MponykTa). Pa3memanu COOTBeTCTByromee KojudectBo (1,5
MHKPOJIUTPOB = MPHOJM3UTEIBHO 5 MUKPOTpaMM) pacTBOpa JJisl pa3MeIleHus (Hanpumep, B
BUJIE KaIleJb) Ha MIOJMMEPHYIO MaTpHIly, TIOJY4YeHHYIO Ha ctaaud (A), ¥ IOBTOPSUIH B OOIIei
cnokHoctd 10 10 pa3 (t.e. 10 pasmerneHuii/kamnesnp) ¢ MPOMEKYTKOM MEXKAY KaKIbIM
pa3MelneHneM Ui TPeNOTBpalleHus] OOBeIUHEHHUs] pasMelleHul/Kaneap U 00eCreYeHHsI
BO3MOXKHOCTH JaJIbHEHIErO pa3pe3aHus IUIEHKH Ha OTAEJbHBIE €IWHUIIBI, COAEepIKalue
JIeKapCTBEHHOE cpencTBo. [INMeHKy nepBOHAYadbHO HApe3ajd Ha OTAEIbHBbIE €IUHULBI C
pasmepam 22 MM X 8,8 MM, COAEpKaIIME OJHO pPa3MELIEHHE KOMIIO3ULUH, COAEepKallen

JIEKapCTBEHHOE CpeacTBO. HapesaHHbIE IITaAMIOBKOH MHUKPOPa3MELIEHHbIE MATPULIbI 3aTEM
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cymunu B nieur Ha 70 °C B Teuenre 10 MUHYT U JOTIOJHUTENBHO Pa3pe3asiy IITAMIIOBKON Ha
10 eauHul, xaknas €IMHULA COAEpIKaja OOHO pa3sMELIEHHE COAEp:KAlleH JIEKapCTBEHHOE

CPEICTBO KOMIIO3ULMH.
[0266] (d) YnakoBka

Kaxnyro enunuiy Oe3 nedekToB 3ameuaTbiBaid MO OTACIBHOCTH B MakeT U3 (DOJBIH,
KOTOPBIA 3aTeM 3amauBajiid. EcCiu 3amaiika ¢ TOMOIIBIO HarpeBa ObLia NPUEMJIEMOH, TO

YIIAKOBKY CHUTAJIU HpI/IeMJIeMOfI eI[I/IHPILIefI AJIs1 KOMMEPUYCCKOTO UCITOJIb30BaAHUSA.

[0267] AnanorudyabiM 00pa3oM ObLTH MOJyYEHBI APYTHE €OUHUIBI 103 (HAIpUMep, TUIEHKH
1o 40 Mkr, 60 MKT 1 80 MKT) IyTeM BapbUPOBAHMS KOHIICHTPALWH JIEKAPCTBEHHOT'O CPE/ICTBA,
MOJINMEPOB U KpPacUTeNsl B COMEpKallel JIEKapCTBEHHOE CPEACTBO komnosuuuu. Hampumep,
mwieHk 1o 40 Mkr, 60 Mkr u 80 MKI FOTOBUJM U3 COAEPKALIMX JIEKAPCTBEHHOE CPENCTBO
KOMITO3ULIMH, CONEP’KAIIUX, COOTBETCTBEHHO, NMPUONU3UTENBHO 2X, 3X W 4X KOJWYECTBa
JIEKAPCTBEHHOI'O CPEACTBA, IMOJHMMEPOB M KPACUTENs, KOTOPbIE MMEKTCS B KOMIIO3ULIUU

conepkamieit 20 MKT JIEKapCTBEHHOTO CPEICTBA, OMMCAHHON B Taduie 12 BhIle.
Cocras 13

[0268] Tabmuua 13. JlekcMeneTOMHIWH, pPa3MELICHHBI Ha TOBEPXHOCTH IUIEHOYHOM

KOMITO3ULIUU C MOJMMEPHON MaTpuLen

HurpeaneHTsl Konuenrpauus DyHKIUA
r/100 r
JlexapcTBeHHAas KOMIIO3ULIHS
Hexcmeneromunnaa HCL 0,33 AKTHUBHOE BEIECTBO
OTtaHOon B AoCTaTo4. Konu4d. | PacTBopuTens (vm

JKUJIKUH HOCUTETb)

Komno3unus ¢ noauMepHoil MmaTpuuen

I'mppoxcunponuinesuoaosa 4,99 ITnenkoobpasyromiee

(MM = 40 000) BEIIECTBO
I'mppoxcunponuinesuoaosa 4,99 ITnenkoobpasyromiee

(MM = 140 000) BELIECTBO
I'mppoxcunponuinesuoaosa 29,90 ITnenkoobpasyromiee

(MM = 370 000) BELIECTBO
IMonmTHaeHOKCHU 59,79 ITnenkoobpasyroimee u
(MM = 600 000) MYKOAJI'€3UBHOE BEIECTBO
Oumninennas Bona B JOCTATOY. KOJIUY. PactBOpuTEND (wmu

YKUJIKUH HOCUTEIb)
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[0269] 1Ipouecc: Bece monumepsl KOMIO3ULMU € MTOJIMMEPHON MaTpPULIEN pacTBOPSUIM B BOAE

IpU NepeMEIINBAaHIH, BbUIMBAIN 4Yepe3 (PUKCUPOBAHHBIN 3a30p Ha MOIJIOXKKY M3 3aIMUTHON

JIeHTBI A1 00pa3oBaHUs IUIEHKH, a 3aTeM CYIIMIM ee B jaboparopHoi meun npu 70 °C B

TeueHue 30 MUHYT. Ilo ormenpHOCTH pacTBOpPAIN ACKCMECACTOMUAWHA THUAPOXJIOPUA B

STAHOJIE HAa BUXPEBOW MeIIajJKe, a 3aTeM HAaHOCWIM (B BHOE Karejib) C MOMOIIBIO

BOJIIOMeTpH‘{eCKOﬁ MUIETKU Ha IIJICHKE. PasmemeHHon JCKAPCTBEHHYKO KOMITO3ULIUIO

cymmmwin B JjabopatopHod meuun mpu 70 °C B TeueHHWE MATH MHHYT, YTOOBI TMOJyYUTh

TOHKOIUIEHOYHBIN mpenapar.

Cocras 14

[0270] Tabmuua 14. JlekcMeneTOMHIWH, pa3MEIIEHHbII Ha TMOBEPXHOCTH TUIEHOYHOM

KOMIO3ULIUK C MOJIMMEPHON MaTpuULIeH

Hurpennentel Konuenrpanus DyHKIHA

r/100 ¢
JlexapcTBeHHass KOMIO3ULIMS
JlexcmeneroMuavH 0,34 AKTHBHOE BEIIECTBO
Xopug HaTpUst 0,10 Heirrpanusyromuit pH

areHT

I'mppoxcunponuiInesuroao3a 0,44 ITnenkoobpasyroiiee
(MM = 140 000) BELIECTBO
I'mapoxcunponuInesuroao3a 1,31 ITnenkooOpasyroiiee
(MM = 370 000) BELIECTBO
Otanon B AOCTaTOY. Konu4. | PacTtBopuTens (v

JKUIKWA HOCUTEJh)

Komnosunus ¢ noauMepHoi MaTpulen

Macio nepeyHol MsIThbI 2,07 ApomaTu3arop

Cyxkpanoza 0,98 Iloncnacturens

IIpounslii H3yMpPYIHO-3€JEHbII 0,13 Kpacurenn

I'mppoxcunponuinesuoaosa 4,53 ITnenkoobpasyromiee

(MM = 40 000) BELIECTBO

I'mppoxcunponuinesuoaosa 4,53 ITnenkoobpasyromiee

(MM = 140 000) BELIECTBO

I'mppoxcunponuinesuoaosa 27,16 ITnenkoobpasyromiee

(MM = 370 000) BELIECTBO

IMonmTHineHoKcHu 54,33 ITnenkoobpasyroiee u

(MM = 600 000) MYKOAJIr€3UBHO€E BEILECTBO

QP 0%00050; 1 3,76 Ilenounoit Oydep

I'mppoxcun Hatpust 0,32 HefiTpanusyrommuit pH
areHT

OuuiienHas Boaa B AocTaTod. Konu4d. | PacTtBopurens (v

JKUIKHIA HOCUTEJh)
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[0271] IIponecc: Bce mnomumepbl M APYyrHWe€ HHIPEAUEHTHl KOMIO3ULUU C MOJUMEPHON
MaTpHULEeH pPacTBOPSIOT B BOAE NPH NEPEMELINBAHWUN, BBUIMBAIOT 4epe3 (UKCUPOBAHHBIM
3a30p Ha MOJJIOXKKY U3 3alUTHOM JIEHTHI JJisi 0Opa3oBaHUs IUIEHKH, a 3aT€M CyIIaT ee B
nabopatopuoit meun mpu 70 °C B Tewenne 30 wmuHyT. Ilo OTHENBHOCTH pPacTBOPSIFOT
JNEKCMENETOMUIMH, XJIOPHUA HAaTpUid W THAPOKCUNPOMMILEUIIONIO3bI  COAEpIKaIlen
JIEKapCTBEHHOE CPENCTBO KOMIIO3ULIUU B 3TAHOJIE Ha BUXPEBOM MEILIAJKE, a 3aTeM HaAaHOCUIIU
(B BHIE Kameib) C TOMOINBI BOJIOMETPHYECKOW MUMETKH Ha IUIeHKe. Pa3MelIeHHYo
JIEKaPCTBEHHYI0 KOMIIO3HMIMIO Cymar B JylaboparopHoit meun npu 70 °C B TedeHHe mATH

MI/IHYT, LITO6]>I HOJ'[y‘-II/ITb TOHKOHJ’IGHOLIHI:;II\/'I npenapaT.
Cocras 15

[0272] Tabmuua 15. JlekcMeneTOMHIWH, pa3MEIIEHHBII Ha TMOBEPXHOCTH TUIEHOYHOM

KOMIO3ULIUM C MOJIMMEPHON MaTpuULIeH

Hnrpenuentsl Konuentpanus DyHKIUA

/100 r
JlexapcTBeHHas: KOMIO3ULIMS
JexcMmeneTroMuanH 0,34 AKTHUBHOE BEI[ECTBO
Xyopupn HaTpUst 0,10 Hevitpanusyromuii pH arenr
I'mapoxcunponuiILesuioao3a 1,75 ITnenkooOpasyroree
(MM = 140 000) BEIIECTBO
Otanon B JOCTATOY. KOJINY. PactBopurens (wnu skuakuii

HOCHUTEJIb)

Komnosunus ¢ noJiuMepHON MaTpuLen
Macio nepevHol MsIThbI 2,07 ApomaTu3arop
Cyxkpanoza 0,98 Ilogcnacrurens
IIpounblii H3yMPYIHO-3€JEHbIN 0,13 Kpacurenb
I'mapoxkcunponuiInesuoao3a 4,53 [TnenkooOpasyroree
(MM = 40 000) BEIIECTBO
I'mppoxcunponuinesuoaosa 4,53 ITnenkooOpasyroree
(MM = 140 000) BEIIECTBO
I'mppoxcunponuinesuoaosa 27,16 ITnenkooOpasyroree
(MM = 370 000) BEIIECTBO
[TonusTUIEHOKCU 54,33 ITnenkooOpasyroree U
(MM = 600 000) MYKOAJTr€3MBHOE BELIECTBO
I'mune 3,76 I{enounoii Oydep
I'mppokcun HaTpust 0,32 Helitpamusyromutii pH arenr
OuuiieHHas Boja B I0CTaTOY. KOJIHY. PactBopurens (wmn SKuAKHA

HOCHTEJb)
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[0273] IIpouecc: Bce mnomumepbl M APYyrHWe€ HHIPEAUEHTHl KOMIO3ULUU C MOJUMEPHON
MaTpHULEeH pPacTBOPSIOT B BOAE NPH NEPEMELINBAHWUN, BBUIMBAIOT 4epe3 (UKCUPOBAHHBIM
3a30p Ha MOJJIOXKKY M3 3aLIUTHOH JIEHTHI JUIsi 0Opa3oBaHMA IUJICHKM, a 3aTeM CYyLIaT €€ B
nabopatopuoit meun mpu 70 °C B Tewenne 30 wmuHyT. Ilo OTHENBHOCTH pPacTBOPSIFOT
NEKCMENeTOMUINH, XJIOPUA HaTpus W ruapokcunporwinenonosy (MM = 140 000)
coieprKallell JIEKApCTBEHHOE CPEACTBO KOMIIO3MLIMM B 3TAHOJE HA BUXPEBOH MeIIAJKe, a
3aTeM HAHOCWIN (B BHIE Karejb) C TMOMOLIBI BOJIOMETPUYECKOH MHIIETKH Ha TUICHKE.
PasmereHHy0 JIeKapCTBEHHYIO KOMIIO3HMILMIO CylnaT B Jjadoparophoil meun mpu 70 °C B

TE€YEHHE MATU MUHYT, YTOOBI MOJTYYUTh TOHKOTUIEHOYHBIH Mpernapar.
Cocras 16
[0274] CocraB roToBmin, Kak onmucaHo B Tabmuie 16.

[0275] Tabnuua 16. JlekcMeneToMHUIUHA THIPOXJIOPHI, PAa3MEIIESHHBbIM HA TMOBEPXHOCTH

IUICHOYHON KOMITO3ULIUU C MOJIMMEPHON MaTpHULEn

Hurpennentel Konuentpanus DyHKIHA
/100 r
JlexapcTBeHHass KOMIO3ULIMS
HexcmeneroMuanHa 0,48 AKTHUBHOE BeIIECTBO
THIPOXJIOPUL
I'unpoxcunponuaLesuoao3a 2,09 ITnenkoobpasyroree
(MM = 140 000) BELECTBO
OraHon B JOCTaTOY. KOJIUY. Pacteopurens (nnm

JKUIKWA HOCUTEJh)

Komnosunus ¢ noguMepHoi MaTpulen

Macio nepedHol MsTBI 2,06 ApomaTusarop
Cyxkpanoza 0,97 Iloncnacturens
IIpounslii n3ymMpyaHo-3enensiii | 0,13 Kpacurenn
I'mppoxcunponuinesuoaosa 4,7 ITnenkoobpasyromiee
(MM = 40 000) BELIECTBO
I'mppoxcunponuinesuoaosa 4,7 ITnenkoobpasyromiee
(MM = 140 000) BELIECTBO
I'mppoxcunponuinesuoaosa 28,29 ITnenkoobpasyromiee
(MM = 370 000) BELIECTBO
IMonmTHiaeHoKCHU 56,58 [TnenkooOpaszyromee  u
(MM = 600 000) MYKOaJr€3UBHOE
BELIECTBO
OuuiieHHas Boaa B I0CTaTOY. KOJIHY. PactBopurens (nnmm

YKUJIKUH HOCUTEIIb)
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[0276] IIpouecc: Bce momumepbl M APYyrHe€ HHIPEAUEHTHl KOMIO3ULUU C MOJUMEPHOHN
MaTpHULEeH pPacTBOPSIOT B BOAE NPH NEPEMELINBAHWUN, BBUIMBAIOT 4epe3 (UKCUPOBAHHBIM
3a30p Ha MOJJIOXKKY U3 3alUTHOM JIEHTHI JJisi 0Opa3oBaHUs IUIEHKH, a 3aT€M CyIIaT ee B
nabopatopuoit meun mpu 70 °C B Tewenne 30 wmuHyT. Ilo OTHENBHOCTH pPacTBOPSIFOT
JAEKCMENETOMUIMHA ~ THAPOXJIOPUA M TMAPOKCHUNPONMILE/UIIONO3Yy  COAEpIKallen
JIEKapCTBEHHOE CPENCTBO KOMIIO3ULIUU B 3TAHOJIE Ha BUXPEBOM MEILIAJKE, a 3aTeM HaAaHOCUIIU
(B BHIE Kameib) C TOMOINBI BOJIOMETPHYECKOW MUMETKH Ha IUIeHKe. Pa3MelIeHHYo
JIEKaPCTBEHHYI0 KOMIIO3HMIMIO Cymar B JylaboparopHoit meun npu 70 °C B TedeHHe mATH

MI/IHYT, LITO6]>I HOJ'[y‘-II/ITb TOHKOHJ’IGHOLIHI:;II\/'I npenapaT.
Cocras 17

[0277] Tabnuua 17. JlekcMeneToMHUIUHA THIPOXJIOPHI, PAa3MEIIEHHBbIM HA TMOBEPXHOCTHU

IUIEHOYHON KOMITO3ULIUU C MOJIMMEPHON MaTpULer

Hurpennentel Konuentpanms DyHKIHA

/100 r
JlexapcTBeHHas: KOMIO3ULIMS
HexcmeneroMuarnHa 0,48 AKTHUBHOE BEIIeCTBO
THIPOXJIOPUL
I'mapoxcunponuiInesuioao3a 0,52 ITnenkoobpasyroiiee
(MM = 140 000) BELIECTBO
I'unpoxcunponuaLesuoao3a 1,57 ITnenkooOpasyroliee
(MM = 370 000) BELIECTBO
Otanon B JOCTATOY. KOJINY. PactBopurens (nnm

JKUIKHWIA HOCUTEJh)

Komnosunus ¢ noasuMepHoi MaTpuuen

Macio nepeyHol MsThI 2,06 ApomaTtusarop
Cyxkpanoza 0,97 Iloncnacturens
IIpounslii n3yMpyaHo-3eneHbiil | 0,13 Kpacurenn
I'mppoxcunponuinesuoaosa 4,7 ITnenkoobpasyromiee
(MM = 40 000) BEIIECTBO
I'mppoxcunponuinesuoaosa 4,7 ITnenkoobpasyromiee
(MM = 140 000) BELIECTBO
I'mppoxcunponuinesuoaosa 28,29 ITnenkoobpasyromiee
(MM = 370 000) BELIECTBO
IMonmTrneHoKCcHu 56,58 ITnenkooOpasyromee  u
(MM = 600 000) MYKOaJr€3UBHOE
BELIECTBO
OuuiieHHas Boja B I0CTaTOY. KOJIHY. PactBopurens (nmm

YKUJIKUH HOCUTEIIb)
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[0278] IIponecc: Bce momumepbl M APYyrHWe HHIPEAUEHTHl KOMIO3ULUU C MOJUMEPHON
MaTpHULEeH pPacTBOPSIOT B BOAE NPH NEPEMELINBAHWUN, BBUIMBAIOT 4epe3 (UKCUPOBAHHBIM
3a30p Ha MOJJIOXKKY U3 3alUTHOM JIEHTHI JJisi 0Opa3oBaHUs IUIEHKH, a 3aT€M CyIIaT ee B
nabopatopuoit meun mpu 70 °C B Tewenne 30 wmuHyT. Ilo OTHENBHOCTH pPacTBOPSIFOT
JAEKCMENETOMUIMHA  TUAPOXJOPHA M THAPOKCHNPONMILEIUIIONO3bI  COAEpIKallen
JIEKapCTBEHHOE CPENCTBO KOMIIO3ULIUU B 3TAHOJIE Ha BUXPEBOM MEILIAJKE, a 3aTeM HaAaHOCUIIU
(B BHIE Kameib) C TOMOINBI BOJIOMETPHYECKOW MUMETKH Ha IUIeHKe. Pa3MelIeHHYo
JIEKaPCTBEHHYI0 KOMIIO3HMIMIO Cymar B JylaboparopHoit meun npu 70 °C B TedeHHe mATH

MI/IHYT, LITO6]>I HOJ'[y‘-II/ITb TOHKOHJ’IGHOLIHI:;II\/'I npenapaT.
Cocras 18

[0279] Tabmuua 18. JlekcMeneToMHUIUHA THAPOXJIOPHI, PAa3MEIIEHHBbIM HA TMOBEPXHOCTHU

IUIEHOYHON KOMITO3ULIUU C MOJIMMEPHON MaTpULer

Hurpeauentel Konuentpanms DyHKIHA

/100 r
JlexapcTBeHHAs: KOMIIO3ULUS
Hexcmeneromuarnna 0,48 AKTHUBHOE BEILIECTBO
THIPOXJIOPUL
I'mapoxkcunponuiILesuIroI03a 0,26 ITnenkoobpasyroiiee
(MM = 40 000) BELIECTBO
I'mppokcunponuinesono3a 0,26 ITnenkooOpasyroliee
(MM = 140 000) BELIECTBO
I'mppokcunponuILesoI03a 1,57 ITnenkoobpasyroree
(MM = 370 000) BEIIECTBO
OrtaHon B JOCTATOY. KOJINY. PactBopurens (vm

JKUIAKUA HOCUTEJh)

Komnosunus ¢ nonuMepHon MaTpuLei

Maco nepeyHON MSITBI 2,06 ApomaTtusarop
Cyxkpanoza 0,97 Iloncnacturens
IIpounslii n3ympynHo-3enesbii | 0,13 Kpacurenn
I'mapoxcunponuauenroI03a 18,845 ITnenkoobpasyromiee
(MM = 40 000) BELIECTBO
I'mapoxcunponuauenro1o3a 18,845 ITnenkoobpasyromiee
(MM = 140 000) BELIECTBO
IMonmsTHNneHOKCH 56,58 ITnenkooOpasyromee  u
(MM = 600 000) MYKOaJr€3UBHOE
BELIECTBO
OuuninenHas Boaa B I0CTaTOY. KOJIHY. PactBopurens (nmm

YKUJIKUH HOCUTEIIb)
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[0280] IIponecc: Bce momumepsl M APYyrHWe HHIPEAUEHTHl KOMIO3ULUU C MOJUMEPHON
MaTpHULEeH pPacTBOPSIOT B BOAE NPH NEPEMELINBAHWUN, BBUIMBAIOT 4epe3 (UKCUPOBAHHBIM
3a30p Ha MOJJIOXKKY U3 3alUTHOM JIEHTHI JJisi 0Opa3oBaHUs IUIEHKH, a 3aT€M CyIIaT ee B
nabopatopuoit meun mpu 70 °C B Tewenne 30 wmuHyT. Ilo OTHENBHOCTH pPacTBOPSIFOT
JAEKCMENETOMUIMHA  TUAPOXJOPHA M THAPOKCHNPONMILEIUIIONO3bI  COAEpIKallen
JIEKapCTBEHHOE CPENCTBO KOMIIO3ULIUU B 3TAHOJIE Ha BUXPEBOM MEILIAJKE, a 3aTeM HaAaHOCUIIU
(B BHIE Kameib) C TOMOINBI BOJIOMETPHYECKOW MUMETKH Ha IUIeHKe. Pa3MelIeHHYo
JIEKaPCTBEHHYI0 KOMIIO3HMIMIO Cymar B JylaboparopHoit meun npu 70 °C B TedeHHe mATH

MI/IHYT, LITO6]>I HOJ'[y'-II/ITb TOHKOHJ’IGHOLIHI:;II\/'I npenapaT.
Cocras 19

[0281] Tabmuua 19. JlekcMeneToMHUIUHA THIPOXJIOPHI, PAa3MEIIEHHBIM HA TMOBEPXHOCTHU

IUIEHOYHON KOMITO3ULIUU C MOJIMMEPHON MaTpULer

Hurpeauentel Konuentpanms DyHKIHA
/100 r
JlexapcTBeHHAs: KOMIIO3ULUS
Hexcmeneromuarnna 0,48 AKTHUBHOE BEIIeCTBO
THIPOXJIOPUL
I'mapoxkcunponuiILesuIroI03a 2,09 ITnenkoobpasyroiiee
(MM = 40 000) BELIECTBO
OtaHon B JOCTATOY. KOJINY. Pacteopurens (nnm

JKUIKWA HOCUTEJTh)

Komnosunus ¢ nonumMepHon MaTpuLei

Maco nepeyHoN MSITBI 2,06 ApomaTu3arop
Cyxkpanoza 0,97 Iloncnacturens
IIpounslii u3ympynHo-3enenbiii | 0,13 Kpacurenn
I'mapoxcunponuauenrono3a 18,845 [Tnenkoobpasyrouiee
(MM = 40 000) BEIIECTBO
I'mapoxcunponunuenrono3a 18,845 ITnenkoobpasyromiee
(MM = 140 000) BEIIECTBO
IMonmsTHNneHoKCcH 56,58 IMnenkooOpaszyromee  u
(MM = 600 000) MYKOaJr€3UBHOE
BELIECTBO
OuunineHHas Boaa B I0CTaTOY. KOJIHY. PactBopurens (nnmm

JKUJIKUH HOCUTEITb)

[0282] IIponecc: Bce mnomumepsl M ApYyrHe HHIPEAUEHTHl KOMMO3ULUU C MOJUMEPHON
MaTpHULEeH pPacTBOPSIOT B BOAE NPH NEPEMELINBAHWN, BBUIMBAIOT 4epe3 (UKCUPOBAHHBIN

3a30p Ha TOMAJIOXKY U3 3aIUTHON JICHTBI JJISI O6pa30BaHI/I$I IJICHKHU, a 3aT€M CyllaT €€ B
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nmaboparoproit meun mpu 70 °C B Teuennme 30 muHyT. Ilo OTAENBHOCTH pPacTBOPSIOT

AEKCMENETOMHIMHA  THAPOXJIOPUA M THAPOKCHUIPONMILE/UIIONO03Yy  COHAeprKallein
JIEKapCTBEHHOE CPEACTBO KOMIIO3ULIUU B 3TAHOJIE HA BUXPEBOH MeEIIAJKe, a 3aT€M HAaHOCHIIH
(B BuIe Kamenb) C TNOMOINBIO BOJIOMETPUYECKONW IUINETKH Ha IUIeHKe. Pa3MeleHHyro
JEKapCTBEHHYIO KOMIIO3MLMIO cymar B jadoparopHod meun mpu 70 °C B TeueHue msATH

MHHYT, 4TOOBI MOJyYUTh TOHKOIUIEHOYHBIH Tpemnapar.
Cocras 20

[0283] Tabmuua 20. JlekcMeneTOMHIUHA THIPOXJIOPHI, Pa3MEIIEHHBbIM HAa TMOBEPXHOCTH

IUICHOYHOM KOMITO3ULIMU C TOJIMMEPHON MaTpuLei

Hurpeauentel Konuentpanms DyHKIHA
/100 ¢
JlexapcTBeHHAs KOMIIO3ULMS
HexcmeneroMmuanna 0,48 AKTHUBHOE BEIeCTBO
TUIPOXJIOPUL
I'mapoxcunponuILeroI03a 2,09 ITnenkooOpasyromiee
(MM = 40 000) BELIECTBO
OtaHon B OCTATOY. KOJINY. PactBopurens (nnmm

JKUIKWIA HOCUTEJh)

Komno3unus ¢ noJuMepHo MaTpuLen

MacJio nepeyHoOn MSIThI 2,06 Apomatuzarop
Cyxkpanosa 0,97 Iloncnacturens
IIpounsni u3ympyaHno-zeaeneii | 0,13 Kpacurenp
I'mapokcunponuILesoI03a 19,27 ITnenkoobpasyroree
(MM = 40 000) BEIIECTBO
INonustuneHokcua 75,00 IInenkooOpasyromee  u
(MM = 600 000) MYKOaJr€3UBHOE
BEIIECTBO
OuunieHHas Boga B 1OCTaTOY. KOJIHY. PactBopurens (wmm

JKUJIKUH HOCUTETb)

[0284] IIponecc: Bce mnomumepsl M ApyrHe HHIPEAUEHTHl KOMIO3ULUU C MOJUMEPHOHN
MaTpHULEH pPaCcTBOPSIOT B BOAE NPH NEPEMELIMBAHWN, BBUIMBAIOT 4epe3 (UKCHPOBAHHBIN
3a30p Ha MOJUIOKKY W3 3aLIUTHON JIEHTHI Al 0Opa3oBaHUsI IUIEHKH, a 3aT€M CyIIaT ee B
nmaboparoproit meun mpu 70 °C B Teuenume 30 muHyT. Ilo OTAENBPHOCTH pPacTBOPSIOT
NEKCMENECTOMUINHA  THAPOXJOPHA M TMAPOKCHNPONMWILEIUIIONO3Y  COAEpIKalleH
JIEKapPCTBEHHOE CPENCTBO KOMIIO3ULIUU B 3TAHOJIE Ha BUXPEBOM MEIIAJIKE, 4 3aTEM HAHOCUJIU

(B BHIe Kamenb) C MOMOINBI BOJIOMETPHYECKONW IUMETKH Ha IUIeHKe. Pa3MeleHHyro
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JIEKapCTBEHHYI0 KOMIIO3HMIMIO cymar B yaboparopHoil meun mpu 70 °C B TedeHue mATH

MI/IHYT, LITO6I>I HOJ'[yLII/ITb TOHKOHJ’IGHOLIHI:;II\/'I npenapaT.
Cocras 21

[0285] Tabnuua 21. JlekcMeneTOMHIWHA THIPOXJOPHUI, PA3MEIIEHHBbIH Ha MOBEPXHOCTH

TUICHOYHOM KOMITO3ULIMU C TOJIMMEPHON MaTpuLeit

Hurpennentsl Konuentpanms DyHKIUA

/100 ¢
JlexapcTBeHHas KOMIO3HULIMS
JlexcMmeneroMuaHa 0,48 AKTHUBHOE BEILECTBO
THIPOXJIOPUL
I'mppoxcunponuinesuoaosa 0,26 ITnenkoobpasyromiee
(MM = 40 000) BELIECTBO
I'mppoxcunponuinesuoaosa 0,26 ITnenkoobpasyromiee
(MM = 140 000) BELIECTBO
I'mppoxcunponuinesuoaosa 1,57 ITnenkoobpasyromiee
(MM = 370 000) BELIECTBO
OTtaHon B OCTATOY. KOJINY. PactBopurens (nnm

YKUJIKUH HOCUTEITb)

Komno3unus ¢ noauMepHoi MaTpulen

Macio nepedHoN MsTBI 2,06 ApomaTtusarop

Cyxkpanosa 0,97 Iloncnacturens

IIpounslii n3yMpyaHo-3enenbii | 0,13 Kpacurenn

INonusTrnenokcua 94,27 [InenkooOpaszyromee  u

(MM = 600 000) MYKOaAr€3UBHOE
BELIECTBO

OuninexHas Boaa B I0CTaTOY. KOJIHY. PactBopurens (wu

JKUIKHWIA HOCUTEJ)

[0286] IIponecc: ITonMATUNEHOKCUA W JPYyTHE€ HHIPEIUEHTbl KOMITO3ULMU C TMOJUMEPHOMN
MaTpHULEH PAaCTBOPSIIOT B BOAE NPH NEPEMELIMBAHWU, BBUIMBAIOT 4epe3 (UKCHPOBAHHBIM
3a30p Ha MOJJIOKKY M3 3aIIUTHOH JIEHTHI Ui 0Opa3oBaHMs IUICHKH, a 3aTeM CyIIaT €€ B
naboparopuoit meun npu 70 °C B Teuenwe 30 wmmHyT. [lOo OTHENBHOCTH pPACTBOPSUIH
NEKCMENEeTOMUANHA  THAPOXJOPHA M THAPOKCHUIIPOMMJILEIUIIONO3bl  COHEpKallen
JIEKAPCTBEHHOE CPEACTBO KOMIIO3ULIUH B 3TAHOJIE HA BUXPEBOW MEIIAJIKE, a 3aT€M HAaHOCHIH
(B BHIE Kamenb) C TMOMOINBI BOJMIOMETPHYECKONW IUMETKH Ha IUIeHKe. Pa3MeleHHyo
JIEKaPCTBEHHYI0 KOMITO3UIMIO CyIImin B jabopatopHoi meun npu 70 °C B TedeHue msaTu

MHHYT, 4TOOBI MOJIy4UThb TOHKOITJIEHOYHBIHM npemnapar.

Cocras 22
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[0287] Tabmuua 22. JlekcMeneTOMHIUHA THAPOXJIOPHI, Pa3MEIIEHHBbIM Ha MOBEPXHOCTHU

IUIEHOYHOM KOMITO3ULIMU C TOJIMMEPHON MaTpuLel

Hurpennentsl Kounuentpanus DyHKIUA

/100 r
JlexapcTBeHHAs: KOMIO3ULIMS
JlexcmeneTroMuaHa 0,48 AKTHUBHOE BEIIECTBO
TUAPOXJIOPUL
I'mpapoxkcunponuinesuioaosa 0,26 [TnenkooOpasyrouiee
(MM = 40 000) BEIIECTBO
I'mppoxcunponuinesuoaosa 0,26 ITnenkoobpasyromiee
(MM = 140 000) BELIECTBO
I'mppoxcunponuinesuoaosa 1,57 ITnenkoobpasyromiee
(MM = 370 000) BELIECTBO
OTtaHOon B JIOCTATOY. KOJINY. PactBopurens (nmm

JKUJIKUH HOCUTEITb)

Komnosunus ¢ noauMepHoi MmaTpuuen

Macio nepedHon MsTBI 2,06 ApomaTtusarop
Cyxkpanoza 0,97 Iloncnacturens
IIpounslii n3ymMmpyaHo-3enensii | 0,13 Kpacurenn
I'mapoxcunponuiInesuoao3a 94,27 ITnenkoobpasyromiee
(MM = 370 000) BELIECTBO

OuuiieHHas Boaa B I0CTaTOY. KOJIHY. PactBopurens (nnmm

JKUIKHWIA HOCUTEJTh)

[0288] IIponecc: I MAPOKCUNIPONMUILE/UIION03Y W JAPYIHME€ HWHIPEAUEHTbl KOMIIO3ULIMU C
NOJUMEPHON MaTpHLIed pacTBOPSIOT B BOAE MPHU IMEePEeMEIIMBAHUM, BBUIMBAIOT Yepes3
(rKCHPOBaHHBIN 32a30p HA MOJIOKKY U3 3aLIUTHOMN JIEHTHI U1l 00pa30BaHUs IICHKH, a 3aTeM
cymar ee B Jjaboparopuoii meun mpu 70 °C B Teyenue 30 wmunHyT. [lo oTmenbHOCTH
PacTBOPAIOT AEKCMENETOMUNHA THAPOXJIOPUA U TMAPOKCUNIPONMILIEIIIIONO03Y CoepIKalien
JIEKAPCTBEHHOE CPECTBO KOMIIO3ULIUU B 3TAHOJE HA BUXPEBON MEIIAJIKE, a 3aT€M HAHOCHIIH
(B BHIE Kameib) C TMOMOINBI BOJMIOMETPHYECKOW MHUMETKH Ha IUIeHKe. Pa3MelIeHHYo
JIEKAPCTBEHHYI0 KOMIIO3HMIMIO Cymar B JylaboparopHoit meun mpu 70 °C B TedeHHe NATH

MI/IHYT, LITO6I>I l'IOJ'Iy‘-II/ITb TOHKOHJ’IGHOLIHI:;II\/'I npenapaT.
Cocras 23

[0289] Tabmmua 23. JlekcMeneTOMHIUHA THIPOXJIOPHI, PAa3MEIIEHHBbIM HAa TMOBEPXHOCTH

IUIEHOYHON KOMITO3ULIUU C MTOJIMMEPHON MaTpHULEr

Hnrpenventsl Kounuenrpanus DyHKIUA
/100 r

.HeKapCTBeHHaH KOMITO3HUIIUA

Jexcmeneromuauna | 0,48 | AKTHUBHOE BELIECTBO




85

TUAPOXJIOPHL

I'mapoxcunponuiInesuoao3a 0,26 ITnenkoobpasyroiee
(MM = 40 000) BELIECTBO
I'mapoxcunponuiInesuroao3a 0,26 ITnenkooOpasyroiiee
(MM = 140 000) BELIECTBO
I'unpoxcunponuILesuIoao3a 1,57 ITnenkoobpasyroree
(MM = 370 000) BEIIECTBO

OrtaHon B JOCTATOY. KOJINY. Pacteopurens (i

JKUIAKWA HOCUTEJD)

Komnosunus ¢ noguMepHoi MmaTpulen

Maco nepeyHol MsThI 2,06 ApomaTtusarop
Cyxkpanoza 0,97 Iloncnacturens
IIpounslii n3yMpyaHo-3enaeHbiil | 0,13 Kpacurenn
I'mppoxcunponuinesuoaosa 9427 [Tnenkoobpasyromiee
(MM = 140 000) BELIECTBO

OuuiieHHas Boja B I0CTaTOY. KOJIHY. PactBopurens (nmm

JKUJIKUH HOCUTEITb)

[0290] IIpouecc: I'MAPOKCUNPONMUILEIUTION03Y W JAPYTHE€ HWHIPEAUEHTbl KOMIIO3ULIMU C
NOJMMEPHON MaTpulied pacTBOPSIOT B BOJAE IMPU I[epeMElIVBAHUM, BBUIMBAIOT Yepes3
(uKCHUPOBAHHBIN 3a30p HA MOMJIOKKY U3 3AIIUTHON JIEHTHI A1 00pa30BaHMsI IUIEHKH, a 3aTEM
cymar ee B Jyaboparopuodi meun npu 70 °C B Teuenue 30 mmuyT. Ilo oTmenbHOCTH
PacTBOPSIIOT AEKCMENETOMHUANHA THAPOXJIOPU U MUAPOKCUNIPONMIILIEIUIIONO3bI COAepKaleit
JIEKapCTBEHHOE CPEICTBO KOMIIO3ULIUU B 3TAHOJIE Ha BUXPEBOH MeIIAJKe, a 3aTeM HAaHOCUIIU
(B BUIEe Kamenb) C IOMOINBIO BOJIOMETPUYECKONW IUIETKH Ha IUIeHKe. Pa3MeleHHyo
JIEKapPCTBEHHYI0 KOMIIO3MLMIO cymar B jadoparopHoil meun mpu 70 °C B TeueHue NATH

MHHYT, 4TOOBI MOJIyYUTh TOHKOIUIEHOYHBIH Mpemnapar.
IIpumep 2
IIponuxHoBeHHUe ex-vivo cocTapos 1-13 npumepa 1 nmo cpaBHeHHIO € PRECEDEX"

[0291] CocTaBel 1-13 oueHMBaJIM HAa MOAEIM OPOMYKO3aJbHBIX KJIETOK B KaueCTBE
nocpenHuka Ui abcopOumm JekaperBenHoro cpencrsa (EpiOral ™; MatTek Corp.,

r. Amenn, Maccauycerc, CIIA) TkaHAMH Ui ONpeAeNieHHs CKOPOCTH U CTENEHH

mdPysun:

[0292] Mcnonb3oBasiu 24-nyHounble miaHmersl ORL-200 (MatTek Corp), conmepskaiiue
TKAHEBbIE KYyJbTYPbl KJIETOK POTOBOM IOJIOCTH B TE€UEHHE | AHS MOCHE MOJY4YEHHs C

MOCJIEYIOIINM YPABHOBEIIMBAHUEM B TeueHue HouM B kamepe 5% CO,, yCTaHOBJIEHHON Ha
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37 °C u oTtHOCUTENbHYIO BIaXXHOCTH 95%. JlobaBnmsmum 300 mukponutpoB TEER-Oydepa
[DPBS, conepxamero Ca2+ u Mg2+ u 3,6 MI/Mi IJIIOKO3bI| B K&KAYK JYHKY B 24-
JyHOUHOM IUIaHueTe u noMemanu B kamepy CO; B TedeHue Houu. CleayromuMm yTpom
TKaHeBble BcTaBku ynansan u3 TEER-Oydepa 1 momernany B HOBbIN 24-TyHOYHBIH TUIAHIIET,
comepxkammii 300 mukponutpoB npuHuMmaroweil cpenst DPBS. Ilepen nosuposanunem
cocraBamu 1-13 u npenaparom Precedex® m3mepsin TEER ansa xaknoil TkaHEBOW BCTaBKH

1151 00eCTIeYeHUs JKU3HECTIOCOOHOCTH TIOCIIe YPABHOBEIINBAHUSI.

[0293] Kaxxnyro BCTaBKy mpenBapuTeNbHO YBIaxHsAnu 25 wmukponutpamu DPBS mnepen

HaHeceHueM cocTtaBoB 1-13 u mpemnapara Precedex” Ha JOHOPCKYIO CTOPOHY TKaHEBOU

BCTaBKU C IMOCIEAYIOLIMM HAHECEHHEeM JOMOJHUTENbHBIX 25 wmukpoaurpoB DPBS Ha

BEPXHIOK YacTh Kaxxaoro cocrasa. [lepen Hanecennem coctaBoB 1-13 Ha TkaHEBbIe BCTABKH,
. 2

coctaBpl 2-13 BbIpe€3anu INTAMIIOBKOM 10 pasmepa 52,65 mm™ um coctas | Belpe3anu

LITAaMIOBKON A0 pasmepa 13,125 mm? EnuHuubl BbhIpe3anu IUTaMIOBKON IJisl JOCTaBKH

npe):[nonaraeMoi/'I AO03bI, KaK YKa3aHO HHUXKE.

[0294] Bosspamanu B uHKy6aTop 24-IyHOUYHBIN TUIAHIIET, COAEPKALINN KKy TKAHEBYIO
BCTaBKY, Ha OIpPEAENIEHHOE BpeMs U 3aTeM YIAIN U3 HMHKyOaTropa MOCie MPOXOXKIEHUs
ONpPENEICHHOr0 BpEeMEHU. TKaHeBble BCTABKM IEPEHOCHWIM HAa CBEXUU 24-TyHOYHBIN
ia”wer, coxepxkamui 300 MUKpOIUTPOB NMPUHUMAIOLIEH CPenbl, U HUX BO3Bpalllaid B
MHKYOQTOp AJIsI BBIIEPKMBAHHS AOMOJHUTEIBHOIO yKa3aHHOTo BpemeHu. IlepeHocmmu 300
MHUKPOJIUTPOB MNPUHUMAKOIIENH Cpeabl M3 KaKAOM JyHKU 24-JyHOYHOTO IUIAHLIETa BO
¢nakonsl s BOXKX u xpanwnu B xononwibHuke (1 CyTkHM) A0 aHamu3a € TOMOLIBEO
CBOXX/MC. JlaHHyHO 53KCIEPUMEHTAJbHYIO IOCIEe0BATEIbHOCTh MMOBTOPSIM Uil BCEX

BPEMECHHDBIX TOYCK.

[0295] Pesynprater: B Tabmuue 24 NOpOWUIIOCTPHPOBAHBI 3HAYEHUS AHAJIN30B U
npennonaraemele [1IIK (B HaHOrpammax) coctaso 1-13 u mpemapara Precedex”. B Tabuue
24 MONOJHUTENBHO NPOUJUIFOCTPUPOBAHO BpeMsl pacnajeHus coctasosB 1, 2, 3, 7 u 13. B
tabmune 25 ocsemena muddysust cocrasoB 1-13 u mpenapata Precedex® u na ®UI. 3
NpeACTaBIeHbl JaHHble Tu(Gy3Un HAMIHO At CocTaBoB 1-7, 11 m Precedex”. Kaxupiii 13
cocraBoB 1-10 m 12 npoaeMOHCTpPUPOBANM JIydlIHE XAPAKTEPUCTUKU, YEM Precedex”.
Hampumep, cKOpocTb M CTENEHb NPOHHUIIAEMOCTH JEKCMEAETOMUANHA 4Yepe3 TKAHEBYIO

KyJbTYPY KJIETOK POTOBOM MOJOCTH U3 cocTaBoB 1-10 u 12 okasanuce B nuanasone ot 1,5 no
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4,5 pa3 MO CPaBHEHUIO CO CKOPOCTBIO U CTENEHbIO NMPOHMLAEMOCTH AEKCMEAECTOMUINHA W3

npenapara Precedex”.

[0296] Tabmuua 24. IlpowumoCTpupOBaHBI 3HAYEHUS AaHAJIM30B, BpPEMsl paclajeHus Hu

npennonaraemslie I1IIK cocraBos 1-13 u mpenapara Precedex®

Necocrapa. Ananus Bpewms Cpennee Pacuernas IIIIK
(MHKpOrpaMm) pacnafeHust HOPMaJTU3. (ur)
Cpennee | CO () MOCTYTIEHUE
(ur/cm’)
1 10,16 0,27 13 46 402 10 277
2 6,718 0,58 59 43 491 5673
3 8,975 0,86 |83 61 954 8274
4 6,63 1,01 -- 5936
5 6,51 1,75 -- 5886
6 10,58 H/ -- 8209
7 6,84 1,14 |64 Cpennee 5077
MOCTYILIEHUE-
103,319
8 11,9 37,5 -- 10 116
9 9,37 H/J -- 9171
10 9,74 H/J -- 8356
12 AHanus 1,54 Cpennee IIpennonaraemas
IUJIEHKH HOpMAJU3. IIIK (ar)
Ha 20 MIOCTYIUIEHUE mienka Ha 10
MKT U3 IUICHKH Ha | MKT
20,432 10 Mxr 46,644 | 9061
13 2,725 1,37 |35 43 113 2718
Precedex (100 | - - H/ 4894
MKT/MJT)
CpaBaurenbubiii | 8,402 1,20 -- 1924
coctas 11

[0297] Tabmuua 25. Tlokaszana nguddy3us COCTaBOB

1-13 (cpemHee KyMyJSITUBHOE

konnuecTBO) U Precedex® uepe3 MeMOpaHy KyJIBTYpPhI KIIETOK POTOBOM MOJIOCTH

Bpewmst (1) 0,08 [0,25 0,5 0,75 1
Cpennee Cocras 1 1378 | 3355 | 5019 | 6245 7137
kymyssatuBHOe | (10 MKr)
KOJINYECTBO Cocras 2 405 1402 | 2435 | 3262 3890
(ar) (10 mkr)
Cocras 3 132 1123 | 2615 | 3916 5197
(10 mxr)
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Cocras 4 0 |384 1383 | 2481 | 3384 4044
(10 mkr)

Cocras 5 0 |279 1196 | 2340 | 3272 3971
(10 Mxkr)

CoctaB 6 (10 Mxr) |0 | 721 1759 | 3586 | 5197 5810
Cocras 7 0 348 1186 | 2120 | 2734 3354
(10 Mmxkr)

Cocras 8 0 |611 2122 | 3838 | 5439 6690
(10 mkr)

CocraB 9 0 |801 1737 | 3207 | 4976 6120
(10 mkr)

Cocras 10 0 530 1091 | 2364 | 4226 5408
(10 mkr)

Precedex® 0 | 159 |727 1353 | 2200 2893
(100 mx1, 10 MKT)

Cocras 11 0 27,9 |40 409 698 1035
(10 mkr)

Cocras 12 0 |426,5 | 1968,5 | 3679,7 | 5088,7 | 6210,5
(10 mxr)

Cocras 13 0 |183,7 |657,7 |1087,8 | 1476,8 | 1809
(10 mkr)

IIpennonaraemass IIIIK: omeneHHas IUIOIAAb MOJ KPUBOM TOCTYIUICHHUS/BPEMEHH IIO
MOJIyYEHHBIM JAHHBIM C HCIOJB30BAHUEM IPaBWIAa Tpameuuid, KOTopas COOTBETCTBYET

obmmemy konnyecTBy Au(yHIUPOBABILETO JEKAPCTBEHHOTO CPEICTBA.
Ipumep 3

dapMaKOKHHETHKA Y KPOJHKOB (ucciaegoBanue 1)

Onucanne UCCIenyEeMbIX JKUBOTHBIX

Bun: Oryctolagus cuniculus

HauanbHbiii Bo3pacTt: CooTBeTCTBHE C Maccoi

[Ton: Myxkckoit

ITopona: HoBozenannackas Oenast

Hauanwhas macca tena: ~ 1,5-4 xr

IToBTOph!I Ha NeyeHue: N= 5 Ha rpynmny J03upoBaHus, Bcero 30 KpOIMKOB (HEMEpeKPeCTHOE

UCCJIeIOBAHUE)
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Hurepsain BbiMbIBaHUS: MUHUMYM 3 CYTOK BBIMBIBAHUS

[0298] /lu3aiin nccnenoBaHusi ObUT CIEAYIOIIUM: B T€UeHHEe MUHUMYM 12 9acoB 10 Hadajia
UCCJIEZIOBAHUS U Yepe3 YeThIPe vaca Mociie MOJyUeHUs 03 KUBOTHBIX Juiany nuiny. Ilepen
BBEJICHMEM J[03bl JKMBOTHBIX B3BCLIMBAJIM M PpaCHpene/suld MO SKCIEPUMEHTAIBHBIM
rpynmnaM, CcrpaTHGUIMpPOBaHHBIE B COOTBETCTBHM C Maccod Tenma. PaccunrtbiBaim
UHIUBHIyaJIbHbIE 103l HA OCHOBE MAacC TeJa, 3aperuCTPUPOBAHHBIX B J€Hb BBEIEHUS 03B
JKusotHbIx anectezupoBanu uzodaypanom. Cocrassl 1, 2, 3, 7 u 13 BBOOWIN )KUBOTHBIM IO
sepik  (c/m). Ilpemapar Precedex® BBOmmam wepes wuriy-«5aGouKy», € MOCHEAYIOLIEit
NPOMBIBKOH 1 MJI (PU3MOJIOTHUECKOTO PACcTBOPA MJIM MOCPENCTBOM MPSIMOTO YKOJIA B YIIHYIO
BeHy. OOpasubl KpoBH cOOMpANU 10 BBENEHHs 1036l U uepe3 10 munyT, 20 MuHyT, 30 MUHYT,
1 gac, 2 ygaca, 4 yaca u 8 4acoB nocie BBeAeHUs 103bl. OOpa3Lbl KPOBU CTAOUIM3UPOBAIN U
XPaHWINA XOJIOAHBIMU A0 aHanu3a. buoananmsel npoBonuu, ucnodsdysi C18RP-BOXKX-MC.
B oOpasumax mua3mel M3MepsUIM KOHLEHTPALMM C HCIOJIb30BAHWEM CTAHIAPTHOIO METOMA

KX/MC/MC npotuB KanuOpPOBOYHBIX KPUBBIX ¢ MUHUMyMaMH U3 mect Todek (N=1).

[0299] Musaiin uccnenosanus u napameTpbl @K 11t pa3nuuHbIX COCTABOB MPEACTABJICHBI B

Tabynuue 26 u Tadbnuue 27 COOTBETCTBEHHO.

Tabnuua 26. M300paskeH qu3aiiH HENMEPEeKPECTHOTO UCCIIENOBAHMS

Homep |[Mccnenyemoe LyTs JKuBoTHBIE KoH, Obbem

pymms  prsnemme BBENCHUA Jloza  [BBOZ. BBOJL. JIO3bI Hocurens
O3BI 103.

1 Precedex®  [s/B 5 Ly 0 Mkry 505 ke |0,9%NaCl

MKI/KI |/Mut

2 Cocras 1 c/n 5 10 mxr |10 Mxr |- -

3 Cocras 2 JA) 5 10 mxr |10 Mxr |- -

4 Cocras 7 ¢/ 5 10 mxr |10 Mxr |- -

5 Cocras 3 ¢/ 5 10 mxr |10 Mxr |- -

6 %) cTaB c/n 5 10 mxr |10 Mkr |- -

[0300] TaGmua 27. IlpuBeneHbl CBOAHBIE NAHHBIE O CpPEeNHUX (HAPMAKOKMHETHYECKHX
napameTrpax AJjs  JEeKCMEeNEeTOMUJWHA THAPOXJOpUAA  IOCJAE€  BHYTPUBEHHOIO U
CyOMHIBaJIbHOTO BBEAEHUS Y CAMIIOB HOBO3EJIAHACKHUX O€JIbIX KPOJHKOB CO CpeIHeH Maccou

Teja, HaxOoAsIIecs B quamna3one oT 2,96 no 3,34 kr
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AekcMegeromuon | Tpyma b [pymna 2 I'pynoa 3 I'pynna 4 I'pynna 5 I'pynna 6

na ruapoxiopHy | Precedex® | Cocras | Cocras 2 Cocras 7 Cocras 3 Cocras 13

[TyTe Buyrpiuger | Cybnunrean | CyGnnurean | Cybaunnrean | Cybnunrsan | Cybnuureanes
HDE BlDE BHOE BilOE BHOS oe

Hoza 1.5 merfer 10 wkr 10 pkr 10 sr 10 xr 1 C pamcr

Cnay {mr/nan) 738 220 112 235 889 52

Tomax (u) 0.00 0.767 0,600 0.900 0567 1.13

CBY o () 0325 1.14 1.15 1.45 151 1.05

[MMKaew (a-nrdnen) | 161 359 149 426 151 L

Cmaxﬁ MaKCUMaJIbHAsA KOHLUCHTPAL WA B IJIA3ME,
Tmax: BpEMs JOCTHXKCHUA MaKCHMaJIbHOM KOHUCHTpPAIUX B IJIA3ME;

CBViocr. CpemHee BpeMsi yIOep:KaHHUs, pPacCYHTAHHOE A0 MOCIeAHero HalII0aeMoro

MOMCHTA BPEMCHU,

MK yoer: TUIOMIATL TOA KPHUBOW, pacCUMTAHHAs O IMOCJIETHEr0 HAOI01aeMOro MOMEHTa

BPEMEHU.

[0301] CBonHbIe naHHbBIE PE3YIBTATOB: CYOJIMHIBANbHBIE IIJIEHOUHBIE MIPenapaThl (COCTaBHI 1,
2 u 7) obecrieunBany YpOBHHU HKCIO3UILUHU JEKCMEAETOMUINHA THAPOXJIOPUAA Y KPOJIHKOB,
KOTOpBIE AHAJOTMYHbI B/B NyTH BBEICHUS INPH HOpMalM3aluu mo pose. Ha ocHoBaHuM
cpenmHel Macchl )KMBOTHBIX 3,34 Kr B rpynmne 1, BBoaumasi B/B OONIOCHAst 103a COCTaBIIsLIA
okosio 5 mxr. IIIK nmst B/B BBeneHus mpemnaparta coctasisuia 161 4-nr-mi B UCCIEAOBAHUH
Ha KPOJIMKAX, B TO BpeMsI KaK CyOJMHTBaJIbHbBIE MIJICHOUHBIE MPENapaThl BBOIWIH ABAKABI TIPU
nosze (10 mukporpamm) namu aykpatHoe ysenuuenue ITTTK (muanason 359-426 4 nr-mi) mo
CPaBHEHHIO C B/B IIpemapaToMm. CnenoBatenbHO, [OCTaBKa JI€KCMENETOMUAMHA

TUAPOXJIOPHIA MTOCPEACTBOM IUIEHOK 00€CTIeunBaeT HKCIIO3UIIHIO, SIKBUBAJICHTHYIO B/B J103€.
IIpumep 4

dapMaKOKHHETHKA Y KPOJHKOB (Hccje10BaHue 2)

Omnmncanne UCCienyeMbIX JKUBOTHBIX

Bun: Oryctolagus cuniculus

Hauanbhbiii Bo3pacT: CooTBETCTBUE C MacCO
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ITon: My>kckoi
ITopona: HoBozenannckas Oenast
Hcxonnas macca Tena: ~ 2,9-3,9 kr

IToBTops! Ha neyeHne: N= 8 Ha rpynmny AO3UPOBaHUs, BCero 64 KpoJUKOB (HETIEPEKPECTHOE

HCCJIeIOBAHUE)
Hurepsan BbiMbIBaHUSA: MUHUMYM 7 CYTOK BBIMBIBAHHS

MowmeHThI BpeMeHu 0TOOpa 00pa3IoB KPOBHU: 10 BBeAeHHs A03bL, uyepe3 5, 10, 20, 30 MuHyT,

1, 2, 4 u 8 yacoB mocie BBEACHUSI JO3bI

[0302] /Tu3aiin uccienoBaHusi ObUT CIETYIOIIMM: KUBOTHBIX aHECTE3UPOBATH H30(IypaHOM
1o BBeneHus: 103bl. COCTaBbI [Jisi TO3UPOBAHUS BBOIUJIN CYOJMHTBAJIBHO (C/7) ¢ TIOMOIIBIO
mieHKH umi karnenb Precedex” pacrioylaraeMblXx B CYOJIMHTBaJbHOM IPOCTPAHCTBE (TIOX
HHM30M SI3bIKa KUBOTHOTO). MUKpOpa3MeLeHHbIE TUIEHKH B TPYINax JO3UPOBAHUS HAHOCHIIH
cyOnmuHrBaNnbHO ¢ OykBol «P», oOpaiieHHON kK Bepxy (BHE TKAHU CIM3UCTONW OOOJOYKHM).
JKMBOTHBIX B rpynmne, MOJy4YaBIIEH HHBEKLHOHHYIO 03y Precedex”, aHECTEe3UpOBaIU C
nomo1bio u3opaypana u Bogwin Precedex ¢ 0,9% NaCl nocpencTBoM mmpuna u Urisl 25-
ro kanuOpa B KpaliHIOK yIIHYIO BeHy. Omnpenenarb 3aBUCUMOCTb OT BPEMEHU HAYMHAIM C
pa3menienus uccinenyemoro npenapara (T0). JKUBOTHBIX OCTaBISIM aHECTE3UPOBAHHBIM H B
CTEPHAJIbHOM IIOJIOXKEHUH C TOJIOBAMHM, IMOAAEPKUBAEMbIMU B TeueHHe 30 MHHYT, 4TOOBI
rapantupoBarb, 4to no3a TA He mepemecturcsi (TO-T30). ITocne mepuoma AO3UpOBaHUS

CyOJIMHTBAJIbHOE TIPOCTPAHCTBO HE OBLIO OUHUIIANIOCH, U KUBOTHBIX BhICBOOOKHamm (T30).

[0303] O6pa3upl kKpoBU COOMpaTM y KPOJIHMKOB 4Yepe3 YIIHbIE COCYIbI, SIPEMHYIO BEHY WJIH
Apyrue NOAXOISAIINUE COCYAbl MOCPEACTBOM IPSIMOM MYHKLMU BEHBI, a 3aT€M NOMELIAIN B
OXJIAXK/IEHHBIE ~TIOJIMIPOIIIICHOBBIE TpoOupkH, conepxkamue K2EDTA B kaudecTse
aHTukoaryjsinta. OOpa3ipl MOANEPKUBATU TPH OXJIAXKACHUH HAa TMPOTSDKEHUH BCEi
obpabotku. O6pasubl kposu neHtpudyruposansu mpu 4 °C u 3000xg B TeueHHe 5 MUHYT.
3areM IUIa3My [IEPEHOCHJIM B OXJAXKIAEHHYIO MApPKHUPOBAHHYH TMOJUIIPOMUIEHOBYIO
npoOUPKy, TIOMEIIAIA Ha CYXOH JIed W XPAaHIIA B MOPO3UJIbHOW Kamepe, MOIAePKUBAEMON

npu Temneparype ot -60 °C ngo -80 °C.

OO0pa3supbl MmIa3MsI:
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[0304] OO6pasus! enbHOM kpoBH (~ 2,0 M) cobUpanu y KpOJIMKOB Yepe3 SIPEMHYI0 BEHY WIIH
Apyroil MOAXOASINUN COCYJ B COOTBETCTBYIOIIME MOMEHTbI BPEMEHH M IOMEIlaid B
npoOupky, coxepxaumie K2ZEDTA B kauecTBe aHTHKOAryJsiHTa, U IEPEBOPAYUBANIN HX
HECKOJIbKO pa3 [uisl nepememnBanust. OOpasipl KPOBU LEHTPU(PYTHPOBAIN MIPU TEMIIEPATYpe
4 °C mpu 3000xg B TeueHue S5 MuHYT. Bce oOpasipl mopmepKUBaivd OXJaKACHHBIMU Ha
npoTsbkeHHMH  Bceil  oOpabortku. IlomydeHHbple oOpasiupl  IUla3Mbl  NEPEHOCHIM B
TIOJTMIIPOITMJIEHOBBIE IPOOUPKHU U MOMELIATN B MOPO3UJIbHYIO (POPMY /ISl TOANEPKAHUS OT -
60 1o -80 °C no mepeBo3ku B OMOAaHATUTHYECKUE JaOOPATOPUM CIIOHCOpA IJIs MPOBENEHUS

dHaJiu3a.

[030S] Musaitn uccnenosanus u napametpbl @K 11 pa3snuuHbIX COCTABOB MPEACTABJIEHBI B

Tabymue 28 u Tadbuue 29 COOTBETCTBEHHO.

[0306] Tabnuua 28. M300paskeH Au3aiiH HEMEPEKPECTHOTO UCCIICIOBAHHUS
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Hccnenyembplit Tun nineHku Ne cocTaBa Omnucanue
npenapar
MuxkpopasmemienHas | Mukpopasmeuiensas | Mnentuunbii (C/n nneHka, comepskainas
-1 cocrasy 12 mo | 1,47 mkr
KOMIO3ULIMH JAEKCMEIETOMUANHA
MukpopasmenenHast | Mukpopasmeniensas | Unentiunsiii (C/n muieHka, comepskaruas
-2 coctaBy 12 no (2,94 mxr
KOMIO3ULIMH JEKCMENETOMUANHA
Mukpopasmementnas | Mukpopasmeuiensas |[Uneatnunbiii  [C/n mieHka, comepskainas
-3 coctaBy 12 mo|5,88 Mkr
KOMIO3UIMH | TeKCMEAEeTOMUANHA
Muxkpopasmewennass | Mukpopasmeuiensas |[Uneatnunsiii  (C/n mieHka, conmepskarnas
-4 coctaBy 12 10|8,82 MKr
KOMIO3UIMK | eKCMEAETOMUANHA
MononutHas 1 MononuTtHas Unentnunbiii  |C/n mieHka, comepskamast
coctaBy 1 105,88 MKr
KOMIO3UIMH | TEKCMEeAETOMUANHA
MononutHas 2 MononutHas Unentnunbii  |C/n mieHka, comepskamast
coctaBy 1 10|8,82 Mkr
KOMIO3UIMK | TEKCMEAETOMUANHA
Precedex PactBop ninst Oranonssle  [C/nm pacTBOp, Comep KAl
(100 Mxr/mm) ¢/ xarnenb c/n 100 MKI/MJT
Kar JEKCMEAETOMUANHA
Precedex PactBop st OrtanonHas |4 MKT/MJT
(4 Mxr/mm) B/B UHBEKIINU UHDBEKLUSA  |IEeKCMeNeTOMUINHA

pPacTBOp JUIsl B/B MHBEKIIH

PesynbraTel nepuona 2 (M

UHUMYM 7-CyTOK BbIMBbIBAHMUSA)

Precedex PacTBop mJist Oranonnas |4 MKT/MJT
(4 MKr/mn) B/B MHBEKLIUU UHBEKLHUS | JeKCMeIeTOMUINHA

PacTBOP AJIs B/B MHBEKLIHH
Precedex PactBop mist OrtanonHas |4 MKT/MJT
(4 Mxr/mi) B/B UHBEKLIUU UHBEKIHUS | AeKCMeNeTOMHUINHA

pacTBOp s B/B MHBEKLIUH
Precedex PactBop st OrtanonHas |4 MKT/MJT
(4 Mxr/m) B/B UHBEKLUHU UHBEKLHUS  |AeKCMeNeTOMHUINHA

pPacTBOp JUIsl B/B MHBEKIUH

[0307] Tabnuua 29. H3o0paskeHbl CpenHue apuU(PpMETHYECKHe 3HA4YeHUs pe3yJIbTAaTOB

(I)apMaKOKI/IHeTI/ILIeCKI/IX I/ICCJ'IGI[OBaHI/Iﬁ OT ¢/1 BBCACHHNA NCKCMECICTOMUIANHOBBIX IINICHOK HUJIHU

npenapara Precedex”
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Tlapamer | Mukpopaz | Mukpopazm | Mukpopass | Mukpopass | Mowoaur | Moxonur | Prece
pBI MELeHHAA €leHHanA eleHHAA ELUESHHAA HaA Has dex
mnexka | [IEHEA 2 mneHka 3 mneHka 4 mneHka | MIeHKa 2 cfa
Cin Cin Cin Cin Cin Cia
IIEHKA, NIeHkKa, MIEHEA, IEHKA, NIeHEa, NIeHka,
COASPAAL] | CONEepHAanl | cOmep:&an] | coTep:Eain] | coaepka | COJSpKa
an 1,47 asg 2 94 an 5,88 an 8,82 waa S &R | mas ¥H2
MK MEKD MEKF MET MKT MET
AEKCMEAeT | JEKCMEIETO | NEKCMEAETO | TeKcMedeTo | JekcMens | JekcMene
OMUIHHA MMIHHA MMIIHA MHIHHA TOMHIUHA | TOMMIHHA
Joaa 0471 0.93% 1,79 2,65 1,23 2,70 e |
[MET/ET)
Cmax 0.157 0.112 0119 0.315 0.142 0.205 0.2%0
{Hrivn)
Tmax (1) 1.06 156 0,833 125 0,667 0,688 0,356
NIMKnoc 0,145 0.094 0.206 0.618 0224 0344 0,335
o
(uHrivn)
Cmax/no 0,333 0.11% 0.066 0.11% 0,078 0,076 0,107
3y
NHTKooc 0.308 0.100 0.115 0.233 0,122 0,127 0,124
n./a03y
Fa 110% 52.2% 70.5% B3 4% 63 4% 45.6% 44 2%

2 F% paccUUTBIBAIU C MCIOIb30BAHHEM MHIMBUIYAJTbHBIX JAHHBIX B/B BBEICHHUS KUBOTHBIM

B KQUECTBEC MEPEKPECTHOTO UCCICAOBAHUS.

[0308] PesynbTaThl: CHCTEMHAs 3KCMO3UIUS JEKCMENETOMHUAMHA TOCie CyOJUHTBAJILHOTO
JIO3UPOBAHUS TIOKA3ajia YHCIOBYKD TEHACHLUMIO Uil 0OJee BBICOKMX SKCIO3ULUNA TpU

mwieHok 2, 3 u 4.

2

MOBBILIEHHBIX ~ J03aX OT MHUKPOPa3MELIEHHbIX MaTPUYHBIX
Mukpopa3MmelneHHass MaTpu4yHas IUIeHKa | Tmokasajia Oojiee BBICOKHME 3HAYEHUs, YeM
nporopuuoHaANbHbIE Cpay ¥ [TTTK o, O CpaBHEHUIO ¢ MUKPOPA3MELIEHHBIMUA MATPUYHBIMH
rieHKamu 2-4. MoHoNMUTHBIE IeHKH | 1 2 mokas3anu NpuOIU3UTEIbHO MPOMOPLHUOHATBHOE
noze yBenuueHue Cpax U IMIKpee,. CucTeMHas 3KCMO3ULMS AEKCMENETOMMIMHA IIOCTe
CyONMHIBATBHOTO [O3MPOBAHMS IMOKa3aja YWCIOBYIO TEHACHLMIO Ui Oojiee BBICOKUX

5KCMO3ULUI NPU MOBBILIEHHBIX 032X OT MUKPOPAa3MELIEHHbIX MAaTPUYHBIX TUIEHOK 2, 3 U 4.
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Muxkpopa3MeleHHass MaTpuyHas IUIeHKa 1 Tmokasana Oonee BBICOKME 3HAYEHUs, YeM

nponopuuoHANbHbIE Cmax ¥ [TTTK 1oy, MO CpaBHEHUIO ¢ MUKPOPA3MELIEHHBIMU MAaTPUYHBIMU

rieHKamu 2-4. MoHonmuTHbIe ieHKH | 1 2 mokas3anu NpuOIu3UTEIbHO MPOMOPLHUOHATBHOE

nose yBenuueHue Cpmax U [TK e, . Tlomyuennsie 3nauenns F% nnst ¢/n miaeHOK mokasanu

oosee  BBLICOKHE

pe3yJIbTaThI

o

CPaBHEHUIO

C  JO3MpOBaHHEM

c/n  Precedex.

Mukpopa3MelieHHble MaTpU4HbIe TIeHKH | u 4, KoTopble mokazanu B 2,5 u 1,9 pasa Gonee

BoicOkHe F% mo cpaBHeHuro c no3upoBaHueM c/a Precedex, 4To MOKeT OOBSCHSATHCS

OTCYTCTBHUEM NECPCKPECCTHBIX JAHHBIX I10 B/B BBCACHUIO IJIA ) KUBOTHBIX B 5THUX I'PYIIIIax.

IIpumep S

OneHka nmiIeHoK

[0309] Tabmuua 30. CoctaB 12 olLieHEH MO pa3IMYHBIM MapaMeTpam, BKIFOYasi UCCIIeIOBAHMS

CTa0MIIBHOCTH H PE3YJIBTaThI

ITapameTpnl Ornucanue Cocras 12 Cocras 12
Jo3za (Mkr) 10 Mkr 20 MKT
3eneHas NPSMOYIrOJIbHAs
Brewmnuii Bua TOHKasi TuieHKa ¢ ofHuUM | COOTBETCTBYeT CootBercTBYyeT
CHUHUM IISITHOM
Hlnpnga: 22 mm£1,5 Mm IMprsa - 22,3 Mm MIupuna - 222
Pazmep (Mmm) Jmuna: 8,8 MM£0,5 MM MM

Jnuna - 9,2 MM

Jnuna - 9,1 Mm

Anamus (%)

90%-110%

105,3%

101,0%

OnHOpPOAHOCTD
TO3UPOBKH
(cpenuee)

(%0)

USP<905>

Cragus  1-10 w3 10
obpasmoB AV <15
Cranus 2 (ipu
HeoOxomumocTH) - 30 u3
30 obpasos AV <25

Cpennee (10)
105,8%

AV:10

Cpennee (10)
99,4%
AV:7

PoncrBeHHble
MPUMECH

T'unpoxcumeneToMuIue
(1-(2,3-
numeTriaMuHodenwn)-1-
(1H-umupmazon-5-wmn)
staron) < 1,0%

H/O

H/O

N-
bensunruapokcumenero-
muauH (1-(1-Oensun-1H-
umuaazon-5-mn)-1-(2,3-
TUMETHII()EHUIT )3 TaHO)
<1,0%

H/O

H/O

Orunmeneromunus (5-[1-

H/O

H/O
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(2,3-
TUMETHIIAMAHO(EHILT)-
stun]-1-stun-1H-
ummnaszon) <1,0%

N-BeH3uiMeneToMUauH
(1-6en3un-5-[1-(2,3-

H/O H/O

auMeTueHmn )3 Tu| -

1H-ummnazon) <1,0%

N-beH3unBUHUIOBBII

aHaymor  (1-Oen3un-5-[1-

(2,3- H/O H/O

TuMeTHII(HEeHMIT ) BUHMUI |-

1H-umunaszon) <1,0%

JIroboii

HEyCTaHOBJICHHBIH o Ho

MPOAYKT aerpafalu

<1,0%

Obmee conepskaHue

npoayktoB  aerpaganuu | 0,0% H/O

<5,0%
PactBopeHue (Q>80% 3a 15 MuHyT) 104.2% 102.3%
Bpewmst pacriagenust (USP<701> ne Oomee 3 CooTsercrpyer CooTsercTayer

MUHYT)
IIpoyHocTh Ha paspeIB | -- Cpennee (n=3): | Cpennee  (n=3):
(r) 605,891 r 503,286 r
Myxkoaaresus (T) -- Cpennsis  nukosas | CpeqHsis NHUKOBast
(cpenusis IHKOBast cuna (n=3): | cuna (n=3):
cuia) 436,011 r 105,937 r
Myxkoanresust  (r*c) | -- Cpenuss IIIIK | Cpennee IIIK
(cpenusis TIIIK) (n=3): 21,739 r*cek | (n=3): 4,702 r*c
AKTUBHOCTb BOZIBI <0,75 Ay Cpennee (n=3): | Cpennee  (n=3):

0,44 037

Obmee KOTHHECTEO | 500 KOE/mnenky | <200 KOE/mneHky

MHKPOOPrau3mMoB <200 (10 meHoK) (10 reHoK)

KOE/nnenky

Muxkpobuonornieckas
qucToTa

Bcero cymmapnoe 4ucio
IPOXOKEN " IIJIECH.
rpuboB <20 KOE/mnenky

<20 KOE/mnenky
(10 meHok)

<20 KOE/mnenky
(10 mteHoK)

Pseudomonas aeruginosa
OtcyrcTByet/10 equnuIg

H/O

H/O

Staphylococcus  aureus
OtcyrcTByet/10 equnuIg

H/O

H/O

[0310] JanHble O CTaOMIBHOCTH:

coctaB |

(MOHONMTHAs TUIeHKa) W coctaB 12

[MuKpopa3MeleHHas MaTpudHast TieHKY (60 MKr)] yrmakoBBbIBaJIHM MO OTAEJIBHOCTH B TAKETHI

nu3 (I)OJ'IBFI/I. IIieHKN WCIBITHIBAJIM Ha CTa6I/IJ'II:>HOCTb, noaBeEprasd yHnaKOBAHHBIC ITIJICHKH
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BoszeticTBuro Temneparyp 25 °C u 40 °C. Uepes 6 MeCALEB OLIEHUBANM TUIEHKU B OTHOIIEHUH

Pa3IMYHBIX MapaMeTpoB. Pe3ynbTaThl npeacrasieHs! B Tabmue 31 u Tabnure 32.

[0311] Tabmuua 31. IlpencraBieHbl AaHHbIE O CTAOMJIBHOCTH IUISI MHUKPOpa3MEIleHHOMH

MaTpUYHOM TUIeHKH (cocTaB 12)

CyGnuHreaTeiian nMenksa ¢ 60 MXT J2KcMe IeTOMKAKI

Mukpopassemennag nieaxa, xpananirascaM AKpopaIMeIeRnag INEHKD, XPHLIRLLAICH
MapameTps  Onucame npe npu

25°CH0% OB A0 °CHT8% OB

0 mecanen |1 Mecaues B Mecauajp mecaca 0 mecauen (| mMecauen | mecaua b Mecana

Baewnqi BRa  [3enenan ICooteercra CooteerceT KCpoteer ooorsete [Cooreetet Cootaetetd CooTeete LO0TRET
MEPAMOYTONEHAS [YET Eyer lcteyeT [Teyer myer veT raveT eTayeT

MUIEEED C OOILIM

MATHOM
A TN POt - 110%  [100.6% pa.1% 102.3% Po4% [1006%  |102.23% P3a%  P4.3%
Poacteenide  [Foapoxch- [H/O HAO HA H/O HAOD HiO HAO H/O
N pHMECH MEACTOM IR

= 1%

M- H/O HAO HAC H/O HAO HfCY H/O H/O

[Benzairmapoke
MH-MEAETOMUIRN
= 1%

[rem- H/O HAO H/O H/O H/O [HC HAO H/O
MeaeToMuaHN
= 1%
IN-Benzin- HO HAO HAC HO H/O HAC HAO HAO
METeTOMILTHE =
1%

MN- HO HAO H/C HO H/O HAC HAO HO

(B3 11 IRH EANOB]

IIfl aHATOT <
1%
\MeoGoii H/O O H/O HO HO IHACY HAO H/O

HEYCTAHNCBIEHH

Il OpoayET

ITerpajalmg =
1%

Ofmee 0% e 0% Lo L Lo Lt Lo
CO eI
MpeayxEon
lnerpadauun <
5%

PacTeopenne Q= 80%3a 15 P7.1% B7.0% @4.8% PO6%  PT1% £3.2% B3.8% P61%

AHIL

[acranenne USF <701> e 36-169¢ [P9-122c [497c Blac  Po-165c PO-107c  P6-10Tc W3¢

Gonze 3 mMun
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MpounocTs  Hal— MTe230r 204150 343096 120074 r@Te230r @I 8660 MB2133r [S1735r
PaipLE I
Mywoaaresun  [Fluw B10173r 100107 B4 040 P 815 [S100730 (19853860 [234806r pd 68T

Nk 31,307 r*c W.R39 r*c (3523 024 r*c 31307 e (10,138 e (13046 [P 424

o T i

AKTHBHOCTE  [£0.75 a- 044 0.39 041 041 044 0.0 038 043
BOIH
Mukpeionors OGmee Cootmetcrn HAT HA1 H Cooreeret [HAN H HA T
MECHAA GNICTOTA KOTHUeCTBO  [yeT ByeT

EOpoSHEX

MHKPOOPTANHS

OB

=200

KOE/n1enxy

Obmee Cooteevcra HAT Hi 1, H CooTeeter HA H Hi N

CYMMapROS veT ByeT

KO THYECTBO

ITPOHAER H

mEnecH. [pRGos

2Q

KOE/n1enxy

Fsendomonas  Cootseteen HAT Hi HLN, CooTnerer [HA HA, HA,

peTIZingsa Vel ByeT

CreyTeTeyet/ 10

BIHIIY

Staphylococrus Cootserern HAT H[, HAN, CooTnerer [HAT HA, HA

eT myeT
cyTeTeyeT/ 10
HIEL

[0312] Tabnuua 32. IlpencraBieHbl NaHHbIE O CTAOWJIBHOCTH MJII MOHOJIMTHOM IJICHKH

(cxomHbIe ¢ COCTaBOM 1, pa3iudHbIe MO 103€)

CyOnuHrBanbHas mieHKa ¢ 60 MKT JeKCMEeTOMUINHA

ITap MoHonuTHas TIeHKA, XpaHWiIach Npu | MOHONNUTHAS JIEHKA, XPaHWIACh IPU

a- Onmuca | 25 °C/60% OB 40 °C/75% OB

MET | HHUE 0 1 2 6 0 1 2 6

pbl Mecslle | Mecsle | Mecsla | Mecsila | Mecslie | Mecslle | MecsAlia | Mecsla
B B B B

Buewnuii 3enena | 3eneHa | 3eneHa | 3enena | 3eneHa | 3eneHa | 3eneHa | 3eneHa

BUJL s s s s s s s s
IpPsSIMOY | IPSIMOY | MPSIMOY | MPSIMOY | MPSIMOY | MPSIMOY | MPSAMOY | IPSAMOY
rojbHa | rojbHa | rojibHAa | FojibHA | FOJibHA | FOJibHA | FOJIbHA | FOJIbHA
s s s s s s s A
TOHKasi | TOHKasl | TOHKasl | TOHKasl | TOHKasl | TOHKas | TOHKas | TOHKas
IUIGHKA | IUJIEHKA | MJIEHKA | MJIeHKA | MJEHKA | MJIeHKA | TUIEHKa | TJIEHKa
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AHnanmms 89,4 He 88,0 85,6 89,4 77,0 71,8 71,9
MPOBOJ
UJIOCh
PoncrteeHHbI
€ IPUMeECH
I'unpokcume | H/O He H/O 0,3 H/O 0,7 0,5 0,3
IETOMUNH IPOBOJ
UJIOCh
N- H/O He H/O H/O H/O H/O H/O H/O
bensunrunp MIPOBOJ
OKCH- UJIOCh
MeNeTOMUIN
H
Ortunmenero | H/O He H/O H/O H/O H/O H/O H/O
MUJIHH MPOBOJ
UJIOCh
N- H/O He H/O H/O H/O H/O H/O H/O
benszunmene MPOBOA
TOMHJIUH UJIOCh
N- H/O He H/O H/O H/O H/O H/O H/O
benzunBuHn MPOBOJ
JIOBBIN HJIOCh
aHaJor
Heycranosn | H/O He H/O H/O H/O H/O 0,2 0,8
eHHasi MPOBOJ
npuMecb A UJIOCh
(BuHMIMETE
TOMUJIVH)
Obmee 0,0 He H/O 0,3 H/O 0,7 0,7 0,8
KOJIM4YECTBO IPOBOJ
npuMecei UJI0Ch
Pacteopenn | 87,1 He H/O 64,7 87,1 71,1 H/J 79,4
e MIPOBOJ
yepes 15 WUJIOCh
MUHYT
Pacnanenune | 35,00 2433 19,00 17,00 35,00 8,33 10,00 11,30
(©)
IMpounocts | 482,27 | 472,37 | 662,84 | 428,79 | 482,27 | 18,3 14,22 14,46
Ha
pacTspKeHue
(r)
Mykoanre3u | 1646,8 | 1004,6 | 1228,7 | 882,54 | 1646,8 | 836,64 | 791,90 | 762,82
s (1) 5 7 2 5
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[0313] BeiBOA: MUKpOpa3sMELICHHbIE MATPUYHBbIE IUUICHKH, KaK IMOATBEPKIACHO NPUMEPOM
coctaBa 12, Oonee cTaOUIBHBIMH, Y€M MOHOJUTHBIE IUICHKH, KaK MOJITBEPKIAEHO MPUMEPOM

coctasa 1, mpu xpanenuu npu 25 °C u 40 °C B TeueHne 6 MeCSLEB.

IIpumep 6. Panaomu3upoBaHHOE, OJHOCTOPOHHE cJenoe, IMJaNed0-KOHTPOJHPYeMoe
uccaenopanve ¢asbl 1 ¢ OAHOKPATHBIMH BO3PACTAIOIIMMH [103aMH OMNpeaeseHHs
papmakoknHeTHKH, 0€30IMACHOCTH M  NEPEHOCHMMOCTH  JEeKCMeIeTOMHIAMHOBOM

CyOJTMHIBAJIbHOM MJIEHKH (cocTaB 12) y 310poBbIX B3pOCJIbIX J100POBOJIbLEB

[0314] D70 OBLIO PaHIOMHU3UPOBAHHOE, OJTHOCTOPOHHEE CJIETOE, TIae00-KOHTPOIHPYEMOE,
C OZTHOKPATHBIMH BO3PACTAIOLIMMHU T03aMH HCCIIeOBaHNE (PapMAKOKUHETHKH, 0€30MacHOCTH
U TEPEeHOCHMMOCTH ¢ 4 TpynmamMu AO3UPOBAaHUS Ha 3A0pOBBIX B3pocibix (18-65 er)
MYKYHMHAX M JKEHIIMHAX. IIporokon wuccrnenoBanus ObUT PAcCCMOTpPEeH U ONOOpEeH B
WHCTHTYIIHOHAJIHPHOM HAaOJIFOIATEIbHOM COBETE HCCIIeNOBATENLCKOro(-ux) LeHTpa(-0B). ITO
HCCJIEIOBAHUE MPOBOAWIM B COOTBETCTBUM ¢ XENbCUHCKOM Aeknapauued u Haanexamumu

kmHndecknmu npaktukamu (GCP) ICH.

[0315] Yersipe (4) D036l OLIEHUBATIN UCXOMSI U3 Tpex 103 mieHoK 10 mkr, 40 Mkr u 60 mkr: 10
MKr, 20 Mkr (2 tutenkn * 10 mkr), 40 mkr u 60 Mkr B koropte 1, 2, 3 1 4 COOTBETCTBEHHO.
Bce cooTBercTByHOIME KPUTEPUSIM YYACTHUKM, KOTOPbIE paHee MpPOLUIM CKPUHMHT,
npuObIBaIM B OTHeNeHHe KinHuueckux uccnenosanuii (CRU) 3a neHb 10 MOCTYIUICHUS U
6asoBoit ouenku. Mx nocensmt B CRU B Teuenne 4 cytok (nens -1, 1, 2 u 3) 1 BeIMUCHIBAIH
Ha JIeHb 4, 1 B T€UYEHHE 3TOr0 BPEMEHU OHM HAXOAMJIMCH O] MEAULITHCKUM HaOJIOIeHHEM.
OueHky mepesa MoOJy4deHHEM J03bl BCEX YYACTHUKOB BBINOJIHsUIM mpumepHo Mexay 07:00 u
09:00 yacamu nocjie B TOJIOAAHUS B TEUEHUE HOYM MO MEHbLIEH Mepe 8 4acoB. Y4YacTHUKAM
JaBajiii CBOOOMHBIHM JOCTYIT K MUTHEBOH BOJE IO IO MEHBIICH MEpe OJJHOTO Yaca 10 BBEACHUS
no3bl. BCTaBisuin BEHO3HBIN KaTterep Uit TOro, 4rodsl obecneunts otOop mpod mis K. B
Hauajle KaXIOM CecCUM HCCIeNOBaHUs OJHOKPATHYIO 103y JI€KCMeIeTOMUIUHOBON
CyONMHTBaNBHON TUIEHKH (cocTaB 12) BBOAMIH CyOIMHTBAIBHO JOMYIIEHHBIM K HHpOpMALUH
nepcoHaioM.  JIeKCMENEeTOMUIMHOBYIKO  CYOJIMHIBAJIBHYIO — IUICHKY — YAEPXKHBAJTH B
CyONMHTBANBHON moONocTH A0 pactBopeHus. OUEHKH MPOBOIMIINCH KaKIble 5 MHHYT B
T€UEHUEe MNepBbIX 15 MHMHYT, a 3aTeM Kaxiable 15 MHHYT [Ji1 ONpEAENICHHs BPEMEHH
pactBopenust mieHkH. OtcnexuBanu nokasarenu OKI, AJl U HachIIeHUs KUCIOPOAOM
cornacHo rpaduka. Y4acTHHKaM paspellajd MUTh BOAY IO JKEJIAaHUIO, IO MEeHbIIeH mepe

yepe3 | 9ac mocne BBENEHHUs JIEKAPCTBEHHOro cpenctsa. CTaHAapTHbIE NPUEMbI IMUIIU
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npeiaraiy  npuOIM3uTeNnsHo 4epes 4, 8 w12 wacoB mocie JO3UPOBAHUS  C

>
JIEeKCMEIeTOMUIMHOBON CcyOnuHrBanbHol mueHkoi. Ilocne orbopa oOpas3umoB mimasmsl B
TedyeHue 24 4acoB IOCNe BBEICHMs N03bl AEKCMEAETOMHINHOBON CyONMHIBAaJIbHOHN IJIEHKU
NPOAOJIKAIM BBIMIOJIHEHHE OLICHOK O€30MacHOCTH M MEePEeHOCHMMOCTH 10 yTpa AHS 4 (neHb
BBIMUCKH), U CHOBA MOBTOPSUTH Ha JIeHb S, AeHb 7+1 u neHp 14+2. OOpasipl KpoBH OTOMpPAIH
HEMOCPEACTBEHHO Mepe BBeIEHHEM J03bl (MCXOMHBIN ypoBeHb) U uepes 5, 10, 20, 30, 60, 90,
120, 180, 240 munyt. JlononHuTeIbHbIe 0Opa3Lbl KPOBU 0TOMpanu yepes 5, 6, 8, 10, 12 u 24

YacoOB MOCJIE BBEACHHs O3Bl Ui MOJYYECHHUs, B LiejoM, 16 MoMeHTOB BpemeHH otOopa PK

00pa31oB.
KonnuecTBo y4aCTHUKOB

[0316] B  uccnenoBaHMM — OLEHMBAJIM  YBEJIWYEHHE  J03  JAEKCMEOETOMUIUHOBOMN
CyONMMHTBaNBbHON TUIEHKH (cocTaB 12) B 4 KOropTrax 3I0pPOBBIX B3POCHBIX YYaCTHHKOB. B
NepBbIX IBYX Koroprax (koropra | m koropra 2), BKIrO4anu aBeHaanath (12) HOBBIX
YYaCTHUKOB Ha KOTOPTY, PAHIOMM3HPOBAJIHN B COOTHOLIEHUHU 2:1, T. €. 8 4enoBek mosyyanu

AEKCMeeTOMUANHOBYIO TUICHKY U 4 MOJTy4aiu IUIeHKy 1anedo.

[0317] YyacTHUKH, KOTOpPBIE MOIYYaJId AaKTUBHOE JICYEHNE U 3aBEPLUMIIM JIEYEHUE B KOTOpPTe
I, T. e. He mpepbIBAIM WKW HE MPEKpaIlaIH, NMOJIydald aKTUBHOE JieyeHue B koropre 3. B
JOMNOJIHEHUE K YYaCTHUKAM, KOTOPbIE MEPEXOAUIIN U3 KOropThl 1| B KOroprty 3, MIECTh HOBBIX
YYaCTHUKOB ObUIM BKJIFOUEHBI B KOTOPTY 3. AHAJOTHYHBIM O0Opa3OM, YYaCTHHKH, KOTOpbIE
MOJIy4aJid aKTUBHOE JICUEHHE U 3aBEPIIUJIU JISUEHUE B KOTOpPTe 2, T. €. He MPEPbIBAIIN UJIU HE
MpeKpallaiy, MojJydald aKTUBHOE JieueHue B koropte 4. B nomojHeHWE K y4aCTHHUKAM,
KOTOpPBIE TIEPEXOIUIIHN U3 KOTOPTHI 2 B KOTOPTY 4, IIECTh HOBBIX YYACTHUKOB ObLITH BKJIFOUEHBI

B KOTOpTY 4.

[0318] YuacTHHKH, KOTOpPBIE IPEKPATIIIN MTpHUeM Iutanedo B koroprax | u 2, OblIM 3aMEHEHBI
MalUeHTaMy ISl OJTy4YeHHs Iutanedo, mocie X nepexona, T. €. B CIydae KOTr[a y4aCTHHKH
rtare0o BBIOBUTH MpH Mepexone U3 KOropThl 1 B KOrOpTy 3 HIIM U3 KOTOPTHI 2 B KOTOPTY 4,
n00aBISUTMCh TOTIOJIHUTENbHBIE HOBBIE YYACTHUKU JUIA YBEJIMYEHUS OOINEro KOJWYEeCTBA

YYaCTHHUKOB 10 Y€ThIpeX (4) 4eJIoBeK B IPymax mianedo KOropTel 3 U KOTOPTHI 4.

[0319] Kpurepuu BKIIOYEHUS:
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1. 3110pOBBIe My>KYUHBI 1 HEOEpEMEHHbIE MMALIHEHTKN/HE KOPMSIINE IPYIAbIO JKEHIIUHBI B

Bo3pacte ot 18 1o 65 ner, Brimoyas obe KaTeropuu

2. VYd4acTHUKH, KOTOpble OBLUIM CIIOCOOHBI JaTh NHCbMEHHOE HH()POPMUPOBAHHOE

corjlaCue Ha y4aCTue B UCCJICAOBAHUU

3. VYuacTHUKH, KOTOpble UMenu Maccy Tena > 50 kr ¢ unaekcom maccel Tena (UMT) B

nuanaszoHe 19-30 kr/mM2, Bkirouas o0e KaTeropuu

4. VYuacTHuKH, mpomenmue (U3UKaIbHOE OOCIeNOBaHUE U TPOBEPKY KU3HEHHO
BAXHBIX (DYHKLUMH, KOTOpbIe ompeneneHsl Pl wim  yrOJIHOMOYEHHBIM COTPYIHHUKOM

HaxXOAAUMUCH B MPEACTIaX HOPMbI

5. VYaCTHHUKH, PE3yJbTaThl KIMHUYECKUX JaOOpaTOPHBIX TECTOB KOTOPBIX (TIOJHBIH
aHaJN3 KPOBH, XMMUYECKHH aHAJTN3 KPOBU M aHAJIN3 MOYM) HAXOIIIUCH B MpeAesax HOPMbI

WJIN ABJIAJINCH KIIMHUYECCKU TPUEMIIEMbI AJI PI umm YIOOJTHOMOYCHHOTO COTPYAHUKA

6. VY4acTHUKH, KOTOpPble OBUIM OCTATOYHO (PU3UHYECKH 3MOPOBBI AJISI MOJYYEHHs C/J1
J03bl JIEKCMEIETOMHINHOBON CyOJNMHIBaJbHON IUIEHKH U TEPEHOCAT COHJIMBOCTh, IIO

MHEHHIO Pl nin ynogHOMOYEHHOTO COTPYIHUKA

7. y‘{aCTHI/IKI/I, KOTOpbIC oeryo rOBOpUJIM Ha AHIJIUMCKOM M HMEJIH BO3MOXKHOCTh

NMOHUMATh MHUCbMCHHBIC U Bep6aanble IMPOTOKOJIEHBIE Tpe6OBaHI/IFI Ha aHTJIMHACKOM SI3bIKE

8. V4acTHUKH, KOTOpBIE >Kenajd M ObUTM CHOCOOHBI HAXOIUTHCS B OTPAaHHYEHHBIX
ycnoBusix B CRU B TeueHue npuOnusuTensHO 4-5 nHEH Ha KOTOpTy [IO3UPOBAHHS H

COOJTIOAIOT CXEMY UCCIIEOBAHMS U TPeOOBAHUS UCCIIETOBAHUS.

9. VY4acTHUKH, KOTOPBIE NOJYYUIIN HAJEKHBIM BHYTPUCOCYAUCTBINA JOCTYII, U3 KOTOPOIo

ObuT OTOMpa 00pa3Lbl KPOBH.

10. My>X4uHBI, €CIM OHHM HE€ Ba33KTOMHHU3UPOBAHBIL, JOJUKHBI [aTh COMJIACHUE Ha
WCIIOJIb30BaHME MPE3epBaTUBA CO CIEPMULIMAOM WM BO3AEPKATHCA OT MOJIOBBIX CHOLIEHHM
BO BpeMsl MCCIEAOBAHMS M B TEUYEHHE 3 MeECSUEB IOCIe MpeKpalleHus MpueMa

JICKaPCTBCHHOI'O CPEACTBA.
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I1. VY4YaCTHMK My»CKOrO TI0Jla HE€ JOJDKEH ObITh JOHOPOM CHEepPMBbl, HA4MHAsl CO
CKPUHUHIA U B TEUEHUE BCErO MEPUOAA UCCIEAOBAaHMs, a Takxke B TedeHue 90 mnHen mocine

NMOCJICAHETO BBEACHUS UCCICAYEMOTI'O JICKAPCTBEHHOTO CPECACTBA.

12. JIist y4aCTHMKOB JKEHCKOI'O MOJia € JE€TOPOAHBIM IMOTEHLUAJIOM YYaCTHUK IOJIKEH
OBITb COTJIaCEeH MPAKTUKOBATh KIMHUYECKU MPHUHATHINA CIOCOO KOHTPOJIS POKICHHS HE MEHee
yeM 3a 30 He# A0 MepBOro BBEACHUS UCCIENyEMOro npernapara, BO BpeMsi UCCJIEIOBAHUS U B

TeUeHHE MO MeHblel Mepe 30 qHel nocie NocaeAHeN 103kl UCCIIeyEMOro npenapara.

13. Jns oxkeHIMH 0Oe3 JEeTOPOAHOrO TMOTEHIHMAJa YYaCTHHUK ObUT  XHPYPTHYECKH
CTepWIN30BaH (T. €. TOABEPrajcs THUCTEPIKTOMHH, ABYCTOPOHHEH OBAPUIKTOMHUH HIIH
NePEeBs3KM MAaTOYHBIX TPYO) WIIM B COCTOSIHMM MeHOmays3bl (10 MeHblied mepe 1 roxm Oe3

MECSYHBIX ), YTO MOATBEePkKIeHO YpoBHAMU DCI .
[0320] Kpurepuu uCKIItOUEHUS

I. Y4yacTHUKM C aHAMHE30M QJJIEPrUYeCKON peakuuu WIA HENePEeHOCUMOCTH

HCCIIEy EMOTO JIEKApCTBEHHOI'O CPEICTBA MIIH POJCTBEHHBIX IpUMecel 1 100aBOK.

2. Y4acTHUKH C aHAMHE30M XUPYPTrUYECKON ONepaly B Te€UEHHUE 4 HeNeJIb CKPUHUHTA
3. Y4acTHUKU ¢ aHAMHE30M 3HAYUTEJbHOTO TPABMATUYECKOTO MOBPEKAEHUSI TOJIOBHOTO
MO3ra

4. VY4acTHUKU ¢ aHAMHE30M 3aBUCUMOCTH OT aJIKOT'OJIsI WM OT JIEKAPCTBEHHBIX CPENICTB

Mo KpUTCPUAM OUATHOCTHUYECCKOTO MW CTATUCTUYCCKOrO PYKOBOACTBA II0 IICUXUYCCKUM

paccrpoiicTBam IV B TeueHne 6-MeCSIUYHOTO Mepuoaa A0 BKJIIOUYEHHUS B UCCIEAOBAHUE.

5. Y4acTHUKM C aQHaMHE30M Halu4Msl KJIMHUYECKH 3HAYUMBIX  IICHUXHYECKHUX
3a0oneBaHUN 3a7E€PKKH YMCTBEHHOTO PAa3BUTHS, IMOTPAHMYHOE PACCTPOHCTBO JIMYHOCTH,

TPEBOXKHOTO paCCTpOﬁCTBa HJIA OPraHUvICCKOro MO3roBoro CMHapoma

6. Yd4acTHUKH ¢ aHAMHE30M OpPTOCTATUYECKOW THIMOTEH3Ud (T. €. YCTOHYHBOIO
cHmkenus cuctojndeckoro AJl (CAJL) o mensInei Mepe 20 MM PT. CT. WJIU TUACTOJIUIECKOE
Al (AA) 10 MM pT. CT., UK B TO U IPYTO€, B TEUEHUE 3 MUHYT CTOSHHSI FUTU TIOJIOXKEHHUS C
rOJIOBOW BBEpX N0 MO MeHblneld mepe 60° B Ha HAKJIOHHOM CTEH/E) U BBICOKHI TOHYC

ONy>KIaroIero Hepsa
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7. YyacTHuKH, KOTOpbIE  DEeryJsipHO  TOTpeOssAroT  OoypluMe  KOJHYECTBA
KCAaHTHHCOJepXKaIuX BemecTs (T. €. Oonee 5 yvamek Kode WM SKBUBAJIEHTHBIX KOJUYECTB

KCAaHTUHCOACPXKALHUX BCIICCTB B I[eHb).

8. V4acTHUKH, KOTOpble OBbUIM Ha MOAAEPKUBAIOLIMX Ipernaparax, KOTOpble MOTYT
MHrHOMpoBaTh Wiu UHAyLuposath Gepmert CYP2A6, u npyrux npenaparos, Kak yKa3aHO B

npunoxenuu 15.1.

9. V4YacTHHUKH, KOTOPBIE TMOJYYaIl IEKCMEASTOMHINH WIN IPyrHue ainb(a-2-arOHUCTHI B

npeneciax 1 Hegenmu OT JaThI UCCIEAOBAHMSI.

10. VY4acTHUKH, Y KOTOpPBIX KJIWHUYECKH 3HAYMMBblE MPUCTYIBl AMHO3 BO CHE WU

XpOHHYECKast 00CTPYKTHUBHAs OOJIE3Hb JIETKHUX HJIM aCTMA B aHAMHE3€

I1. Y4acTHUKH C CYMLMAAIBHON CKJIOHHOCTBIO IO pewmeHuto Pl unu ynonHOMO4eHHOro
COTpPYHHKA
12. VYYaCTHUKH C aHOMAJIbHBIMH PE€3yJIbTATAMU KJIMHUKO-1a00paTOPHBIX aHAJIM30B (B TOM

qHclie TOJOXuTeNbHble Ha rermatut B, remarur C, BMY), ecnmu OHUM He H3JIEYEHBI [0

COCTOsIHHUA PEMUCCHUH.

13. Y4YacTHUKM ¢ aHOMAaJbHBIMU ITOKA3aTEIAMH KH3HEHHO BaKHBIX (l)yHKI_[I/II‘/'I o
PECIIEHUIO PI wnm YIIOJIHOMOYECHHOI'0 COTPYAHHKA, €CJIM OHU HE H3JCYCHBI O COCTOSAHUA

pemuccHu.

14. Y4yacTHUKM ObLUTH BKJIFOYEHBI B €II€ OJHO KIMHHYECKOE HCCleNOBaHuE (Hampumep,
Ja0opaTopHasi WIM KJIMHUYECKash OLCHKA) WIM TMOJyYaId HCCIeAyeMOe JIEKapCTBEHHOE
cpeactso B nocyuenanue 30 nHeH (WK B TeUEHHE S MEepPUOIOB MOJIYBbIBEASHHS UCCIIENYEeMOTO

JIEKapCTBEHHOTO CPEACTBA, eCiiu npouuio > 30 nHei).

15. VY4acTHUKH, KOTOPBIE UMEJH 4aCTOTA CEPAECYHBIX COKPALIEHUN B IOKOE <65 ynapos B
muHyTy i CAJ[ <110 mM pt. cT. unu >140 mm pt. cT. unu JAJ[ <70 mm pt. cT., unu > 100
MM pPT. CT. NIPU CKPUHUHIE U A0 BBeAeHUs N03bl. Mmeercs CBUAETENBCTBO KIMHUYECKU
3Haunmoro Hapymenuss npu OKIT B 12 orBemeHmsx. CyOBeKTbl, KOTOpBIE paHee He
COOTBETCTBOBAJIM KPUTEPHUSM BKJIFOYEHHUS] B UCCIENOBAHUE BO BPEMsl CKPUHHHIOBOIO BU3UTA

WM Ha 1 CyTkM mepen BBEACHUEM [03bl M3-3a MCKIIOYEHHs 15 mo 4acTtoTe cepAaedHbIX
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COKpaleHnii B mokoe <70 ynapoB B MHUHYTY, HO He <05 ymapoB B MHUHYTY, MOTYT OBbITH

0TOOpaHbl CKPHHUHI'OM ITOBTOPHO.

16. Y4acTHUKM C aHOMAJbHOW aHATOMHUEH POTOBOW IMOJOCTH/IIEK, BOCIAJEHHUEM WU
NaTOJIOTHeH, KOTOphle, MO MHEHM0 PIL, Moryr BiamATh Ha C/1 BBEAEHHE JIEKAPCTBEHHOTO

cpeacTsa u abCopOLHIO.

17. VY4acTHUKU C TIEYEHOYHON HEIOCTATOYHOCTBIO UJIM Yy KOTOPBIX UMEETCs MeYeHOUHast
aucyHKIMS, onpenessieMasi Kak aHaMHE3 MeYeHOYHON TUCYHKIIMKM 1 3HAYEHUS] aKTUBHOCTH
anannHamuHoTpancdepassl (AJIT) u acmapratamunotpancdepassl (ACT), mpesbimmaromue
HOpMaJIbHBIE B 2 pasa, 3a MocjeaHue 6 MECSILEB 10 BBEICHUS UCCIEYEMOTrO JIEKapCTBEHHOIO

cpencraa.

18. VY4acTHHUKH, Y KOTOPBIX OBLIM JOHOPaMH KPOBH B TeueHne 30 mHel 10 CKpUHHUHTA UIH

ObLIH AOHOpAaMU IJIa3Mbl B TCHCHUE 7 I[Hefl A0 CKpUHHUHTA.

19. VY4acTHUK, KOTOPBIA BXOAWI B COCTAB NEPCOHANA UCCIEAOBAHUS WU SBJISICS YJIEHOM

CEMbU NEPCOHAJIA UCCIIEIOBAHHUS.
[0321] IIpomomKUTENBHOCTD UCCIenOBaHusA: 39-42 nHe.
[0322] Ho3upoBaHue

Koropra 1, xoropTta 2, koropra 3 u koropta 4 nony4aiu 10 mkr, 20 Mkr (2 miesku X 10 Mkr),
40 Mkr u 60 MKr M03bI AEKCMENETOMHUAMHOBBIX CYOJIMHIBAJIbHBIX IJIEHOK (cocTaB 12) u
COMPOBOMKAAIOIIUX IJICHOK TUaled0, COOTBETCTBEHHO. 3a MCKIIIOUEHHEM MEPBOM KOTOPTHI
no3upoBanusi (10 MKr 103bI) KaKABIH MOCIEAYIOIIMNA YPOBEHb N03bl ObUT YTBEPIKIACH MOCIHE
MPOBEPKU O€30MacHOCTH MpPeNbInyleld KOTOpThl A03MpoBaHus. Jl03UpOBaHME IS KaKIOU
KOTrOpThl TMPOBOAUJOCH TOJBKO OIMH pa3. BHemwHWN BUI JEKCMEAETOMUIUHOBOMN

CyONMHTBATBHON IUIEHKH (HAJIMYHME TOYKH) OTJIMYAIICS OT Tuianedo.
[0323] KoHeuHble TOYKH

1. ITnomane mox kpusoii (ITITKO-12, TITTK0-24, ITTK0-) B Teuenue ot O no 12 yacos u 0-24
4acOB NOCJE BBEICHHUS AO03bl M1 KOHLEHTPALHUU OEKCMEIECTOMHMINHA B IUIa3Me, MHKOBAs
KOHIIEHTpalusi nekcMenaeromuanaa B miazMe (Cmax), BpeMs IO AOCTHKEHHUS IHKOBOTO

YPOBH KOHILEHTpauuu nekcMeneromuanHa (Tmax), KOHEUHBIH NepHOJ IOJyBBIBEACHUS
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(t1/2) nexcmemeromMuamHa, OOBEM pacHpenesieHus JIeKCMEOETOMUINHA ¢ KJIHUPEHC

Hexcmeneromunns (CL).
[0324] PesynbTatsl

Tabmuua 33. O6001meHs! GpapMakOKHHETHUECKHE MapaMeTpbl CyOJMHIBaNIbHON IUeHKH ¢ 10

MUKpOrpaMMaMiu J€KCMEAETOMUANHA Y 3[JOPOBBIX I[O6pOBOJ'II>LIeB

CyOnunrBanbHas mieHka ¢ 10 MUKporpaMMaMu JeKCMeIeTOMUINHA
Unentudukarop | Cmax Tmax t12 (9) TITK yocn ITTTKO0-6eck.
cyObekTa (ar/mn) (1) (ua*Hr/m) (a*Hr/m)
1001 37,94 1,5 2,06 179,19 201,32
1002 18,27 1,00 1,17 49,45 58,27
1005 33,28 2,00 1,86 116,63 140,07
1007 35,74 2,00 2,95 142,22 168,59
1009 2415 3,02 2,70 102,76 147,74
1011 30,87 1,00 2,75 114,35 138,82
1012 24 53 1,50 2,58 98,28 132,11
1016 35,19 2,00 1,24 119,28 129,17
N 8 8 8 8 8
Cpennee 29,996 1,752 2,163 115,271 139,512
CO 6,930 0,659 0,693 37,049 40,525
KB% 23,1 37,6 32,0 32,1 29,0
MuH. 18,27 1,00 1,17 49,45 58,27
Menuana 32,08 1,75 2,32 115,49 139,45
Makc. 37,94 3,02 2,95 179,19 201,32
I'eomerpuueckoe | 29,214 1,648 2,051 109,219 132,838
cpenHee

I'eomerpuueckuii | 25,79 39,08 37,61 38,59 37,6
KB%

[0325] Tabmuue 34. OO6oOIEeHBI (papMAKOKHHETHYECKHUE TMapaMeTpbl CyOJMHIBAJIbHOMN

TIeHKH ¢ 20 MUKpOTrpaMMaMH JIEKCMEIETOMUANHA Y 3JOPOBBIX TOOPOBOJIBLIEB

CyOnuHrBasipHast mwieHka ¢ 20 MUKpOrpaMMamMu AeKCMeIETOMUIMHA
Unentudukarop | Cmax Tmax t12 (9) TIHTK jocn ITTTK0-6eck.
cyObekTa (ar/m) (1) (a*Hr/m) (1a*Hr/m)
2001 0,00 0,00 0,00
2003 83,08 1,00 22 359,59 389,48
2004 65,17 2,00 1,72 259,5 279,49
2007 84,90 1,50 1,60 401,79 416,92
2011 70,76 2,00 1,85 309,75 337,01
2013 85,92 1,00 1,85 307,97 330,48
2016 42,34 3,00 1,97 198,79 225,81
2106 66,75 1,50 1,57 283,34 301,60
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N 8 7 7 8 8
Cpennee 62,365 1,714 1,824 265,092 285,099
CO 28,982 0,699 0,221 123,337 129,906
KB% 46,5 40,8 12,1 46,5 45,6
MuH. 0,00 1,00 1,57 0,00 0,00
Menunana 68,76 1,50 1,85 295,66 316,04
Makc. 85,92 3,00 2,20 401,79 416,92
I'eomerpuueckoe 1,601 1,813

cpenHee

I'eomeTpuueckuii 41,30 11,95

KB%

[0326] Tabmuue 35. OO6oOmIEeHBI (papMaKOKHHETHYECKHUE TapaMeTpbl CyOJIWHTBAIBbHOMN

TieHKH ¢ 40 MUKpOTrpaMMaMH JEKCMEIETOMUANHA Y 3JOPOBBIX TO0OPOBOJIBLIEB

CyOnuareanpHas mieHka ¢ 40 MUKporpaMMamMu AeKCMEIETOMUIMHA

Unentudukarop | Cmax Tmax tip TIIK pocrn ITTIKO-6eck.
cyOpekTa (ar/m) (9) (u*Hr/m) (u*Hr/m)
3011 140,25 1,00 1,78 685,15 709,61
3012 78,69 2,00 2,00 427,97 461,18
3013 97,01 1,07 1,76 292,84 310,29
3023 126,60 1,00 1,86 493,89 508,98
3026 135,02 1,50 1,38 482,44 499,41
3032 78,06 2,00 3,38 378,67 439,85
3114 167,99 1,00 2,05 777,66 806,08
3131 123,52 2,02 2,42 600,88 627,60
4001 109,62 1,00 1,82 419,51 446,40
4022 204,03 1,00 1,82 664,47 704,50
4026 123,68 2,00 1,83 507,83 534,00
4130 143,95 2,00 1,97 772,97 798,78
N 12 12 12 12 12
Cpennee 127,368 1,465 2,007 542,024 570,557
CO 35,794 0,495 0,496 157,144 156,810
KB% 28,1 33,8 24,7 29,0 27,5
MuH. 78,06 1,00 1,38 292,84 310,29
MennaHa 125,14 1,28 1,85 500,86 521,49
Makc. 204,03 2,02 3,38 777,66 806,08
I'eomerpuueckoe | 122,839 1,389 1,961 520,580 550,254
cpenHee

I'eomerpuueckuii | 28,87 35,22 21,81 30,84 29,15
KB%

[0327] Tabnmuua 36. OueHuBanue mokasatenel mo mkaie RASS B mepeble 2 dHaca.

q)apMaKOI[I/IHaMI/ILIeCKaﬂ nomyJasAnus
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ITapameTpsbl 10 Mkr 20 Mkr 40 mxr ITnanebo
OueHuBaeMbie
ALK EeHThI mo | 8 8 12 14
RASS
Konuuectso
MAIEHTOB,
KOTOpPBIE AOCTUIIIH
N0 MEHbIIEH Mepe
ouenku RASS -1 B
000 MOMEHT B
TE€UEHUE NEPBBIX 2
JacoB

Kommuectso
MAaLHEHTOB,
KOTOpPBIE JAOCTHUIJIH
ouenku RASS -2 8| 1 0 0 1
000 MOMEHT B
T€UEHUE NEPBBIX 2
JacoB

[0328] PesynbraTel:  nmaHHble, TpWBeAeHHble B Tabmumax — 33-35,  oTpaxkaroT
NPOMOPLIMOHATIBHYI0  7103€ (AaPMAKOKMHETHKY. OTH MaHHbIE SICHO TIIOKa3bIBAIOT, YTO
dapmakoguHamudeckrne 3QQexTrl LIATCA B Te4eHue OT 4 10 6 4acoB, 4TO COMIACYeTCs C
ONTUMAJIbHBIM OKHOM JiedeHus. KOHIEeHTpamuu aekCMeneTOMUANHA B IJIa3Me OBICTPO
YBEJIMUYUBAIOTCSA NOCJIE Pa3MELICHUs] INIEHOYHOTO COCTaBa U JOCTUTAKOT BETMYMH SKCIIO3ULIUU
B IUIa3Me, HEOOXOAMMBIX Ui mnoidyudeHus (¢apmakoguHamudeckoro s¢dexra. Ilepuon
TIOJTYBBIBEZICHHsI COCTaBa 12 NEKCMEIETOMHUINHOBON CYyONMHIBAIbHON MJICHKH COMOCTaBUM C
BBEJCHHBIM B/B aekcmeneromuauHoM. Ha @ur. 4 oroOpakeHO cpenHee 3HAYEHHE
JorapuMUIECKON KOHIIEHTPALUU AEKCMEIETOMUINHA B TJIa3Me B 3aBUCUMOCTH OT BPEMEHHU
st cyOonuHrBanmbHOU TuieHkKH ¢ 10, 20 u 40 MKT gekcMeaeToMuauHa (ToyJiorapupMudeckas
IKana) W 4eTKo neMOHCTpupyer, 4to 70-80% CpeaHUX KOHIEHTPAIUH IOCTHTaNCh B
TedeHue A0 1 yaca mocie BBEAEHMsI AEKCMEeNeTOMUAMHOBOHN IJIeHKU. JlOMONHUTEbHbIE
JaHHbIE TIOKA3aJIH, YTO CyOJMHIBaJIbHAS TOHKAs IJICHKA C IEKCMENeTOMUANHOM (cocTtas 12)
Obl1a 06€30MacHON M XOPOIIO MEPEHOCHIIOCH 0e3 Cephe3HBbIX HeKeJIaTeNbHBIX sBJIeHUi. Bee
HE’KeJaTeNIbHbIe SIBJIEHHsI ObUIM BPEMEHHBIMH M JIETKUMH (HU)KE CTENeHH TSDKECTH 2), 3a
UCKJIFOUEHHEM YMEPEHHOW ToyIoBHOH Oonu (2 B rpynme muianebo), YMEPEHHOTO CHIDKEHHS
CHCTONIMYECKOro/inacronudeckoro nasieHuss (1 B rpynme tmane®o) M yMEPEHHOTO
rOJIOBOKpYkeHus1 (2 cyObekTa B rpymme, nojy4asinei ao3y 40 MKr, ¢ OPpTOCTATHYECKHM

U3MEHEHUsIMH). TONBKO COHJIMBOCTb M TOJOBOKPY)KEHHE HaOMIO#aiu C YacTOTOH
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BCTpeyaeMocTu Oosee 1-2 cyObekra Ha Tpymmy, TakKUM OOpa3oM, He OOHApY>KEHO SIBHOTO
cenatuBHOrO 3¢dekra mo cpaBHeHHIO ¢ Mmianedo. Hambonee uacThiM HeXenaTeIbHBIM
sIBJIeHHEeM Obljla COHJIMBOCTh, HaOJrOaeMas ¢ 4acTOTOM, aHaJOrM4HOW Imianebo. boree
HU3KHE YaCTOThl BCTPEYAEMOCTH TOJIOBOKPY)KEHHS OBUIM 3aperucTpUpPOBaHBI BO BCEX
rpymnmnax, u 4actora Obuia Oosblie 4eM y 1uianebo A TPyIbl, nojy4asineii 103y 40 MKT.
HccnenoBanue mNpoAeMOHCTPUPOBAJTIO, YTO CpPEeAHHE 3HAYEHHs] CepIAeYHO-COCYIUCTBIX
U3MEHEHUI He 6bIJ'[I/I KIIMHUYC€CKU 3HAYUMbIMHU, 4 MaKCUMaJIbHas1 MEPEHOCUMas 103a HE 6bI.IIa

nocTUrHyTa. JlaHHbIE JOMOJHUTEIBHO OTOOpakeHsl Ha Gurypax S5-11.

IIpumep 7. MHoOroueHTpoBOEe, PAHIOMH3HPOBAHHOE, /[BOIHOe cJiemnoe, muanedo-
KOHTpoJMpyeMmoe ucciaeaopanue gpasnol Ib ¢ MHOrOKpaTHBIMHM BO3PACTAIIIUMH 103aMH
aasi ompenenenuss  3(dexkTuBHOCTH, (PAPMAKOKHHETHKH H  0€30MaCHOCTH
AeKCMeJeTOMUANHOBON CYOJIMHIBAJILHOM NMJIEHKU B OTHOLIEHHH AKUTALUH, CBSI3AHHOMN

¢ mu3o(ppeHuen

[0329] He nepBoM 3Tane NpOBOAWIN aJANTUBHYIO OLICHKY PEKMUMOB C BO3pACTaIOLIEN 10301
20 mkr, 60 Mkr 1 120 MKT, ¢ BApUAHTOM I TECTUPOBAHUS APYTOH O3Bl ClIeAyeT HAOII0AaTh
cUrHas o 6e30MacHOCTH WM NEPEHOCUMOCTH. B KaXkayro Koropty ObUTH BKJIFOUEHBI B3POCIIbIE
My>XYHMHBl M OKEHIIMHbI C OCTPOHM  aXuTaluel, CBA3AHHOM ¢  mu3odpeHuet,
mu30aQPEeKTUBHBIM ~ PAaCCTPOWCTBOM WM IIU30(PPEHOPOPMHBIM  PacCTPOHCTBOM.
Uccnenosatenu BbiOpanu moBTOpeHue n03bl 20 MKr depe3 1 dyac mocjiae Ha4vaJibHOTO

MPUMEHCHUS.

[0330] I'pynmbr u BMernatenbcTa (Tabmuma 37)

I'pynnbl BwMmemarenbcTBo
[Ipenapat cpaBHeHHs ianedo: mianedo JlexapcTBeHHOE CpPeACTBO.  IUJIEHKA
CyOnuHrBanbHas TJIEHKA 0e3 AKTUBHOTO | Tutanedo
JIEKapCTBEHHOT'O CPECTBA; OJHOKPATHOE IInenka tane6o IUISt
BBCACHUC ACKCMEACTOMUANHA TUAPOXJIOpHUAA
DxcnepuMeHTanbHas 103a: 20 MUKporpamm JlexapcTBeHHOE CPEACTBO:
CyOnuHrBanpHast — IUICHKA, comepxamasi 20 | cyOnuHrBambHAs TUIEHKA, COMEpIKAIIas
MUKPOIpaMM IEKCMENETOMUINHA, JEKCMENETOMUINHA TUAPOXIIOPUL
OITHOKPATHOE BBEACHHE C MOBTOPHOW H030M depe3 | | BBenenue: cyOnuHTrBaibHAS TUICHKA,
qac coacpxKamass ACKCMEACTOMUIAWH IJIA
JICUCHUA aXXKUTallu,
CBsI3aHHOTO ¢ mn3odpeHnen
DxcnepuMeHTanbHas 103a: 60 MUKporpamm JlexapcTBeHHOE CPEACTBO:
CyOnuHrBaipHasi  IIJICHKA, comepxamas 60 | cyOnuHrBasibHas IJIEHKA, COMEpIKaIas
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MUKpOIrpaMM JCKCMEACTOMUANHA, ACKCMECACTOMUANHA TUAPOXJIOPHUA
OIHOKPATHOE BBEACHUE BBenenne: cyOnuHrBanmbHasi IUICHKA,
copepsKalas AEKCMENeTOMHUAUH s
JIEUCHUA  AKUTalHH, CBSI3aHHOM C
mu3oppeHnen
OxcnepuMeHTanbHast 1o3a: 120 Mukporpamm JlexapcTBeHHOE CPEICTBO:
2 cyOnuMHrBaJbHBIE IUIGHKH, KaX[das W3 KOTOPBIX | CyONMHIBajbHAs IUIEHKA, COAepsKalast
conepkuT 60 MUKpOrpaMm JEeKCMeeTOMUINHA THIPOXJIOPULL
IEeKCMEeNeTOMHINHA, OJHOKpaTHOe BBeneHue 2 | BBemenume: cyOnuHrBanmbHas IUICHKA,
TUIEHOK comepkaiasi AEKCMEOETOMUIUH ISt
JISHCHUsA  aXXUTalHH, CBSI3aHHOM C
mu3oppeHuei

[0331] Cnenble mepuonmyeckue 0030pbI  NAHHBIX O OE30MACHOCTH TPOBOIUIM  HA
MOCTOSIHHOM OCHOBAaHMHU JUJIsi 0030pa BCEX 3aKPEIUICHHBIX CyOBEKTOB, KOTOPHIM BBOAMIIN
J03BI U TI0 MEpe TMOJyUeHUs] TOCTYIMHBIX NaHHBIX. [103BOJISLIA BBIMOTHSTH MOBBILICHHE JO3bI,
TOJIBKO €CJIU TpolieMa Oe30MacHOCTH WM MEPEHOCHMOCTH He CTAHOBWJIACh OUEBUIHOM MpH
NEPUOIUYECKOM peryssipHoM o03ope OezonmacHocTu. Kaknomy mccienoBarenbCKuil HEHTPY
3aKpeIUBI  HeOOJbIIOE KOJMYECTBO W3 KAKAOW KOTOPTHI JO3UPOBAHHMS B METOAE
YBEJIMYEHHUS], HO CJIENIOro, TaK YTO JaHHasi Koropra Obiia cOaJaHCHpPOBAaHA MEXKAY LIEHTaMH,
9TOOBl y4YeCTb BIHUSIHUE CYOBEKT-LEHTP ¢ W3MEHYHMBOCTb MEXIY OLEHUBAIOLIUMU
cnermanvuctamu. [TanueHTsl B LIeHTpe ObLTN OMpeaesieHbl B KOTOPTY € CaMOi HU3KOH J030H ¢
NOCJIEAYIOLUIMMU HAa3HAYEHUSIMHU MalME€HTOB, OTHECEHHBIX K YBEJIMYMBAIOLIUMCS 03aM. JTO
HIOCJIEIOBATENIbHOE TOBBIIIEHHE C aJaNTHBHBIM BOBJIEUEHHEM obecreunBaeT 0e30macHOCTb
sl CyOBEKTOB, KOropTa C CaMbIM HU3KHM JO3MPOBAHHEM 3aBEPIIAET BKIIOYEHHE TEPBOW,
KOrOpThl ¢ Ooyiee BBICOKHMMH J03aMH 3aBEpPLIAIOT KOMIUIEKTOBAHHME NOCIeTHUMH. Eciu
CyOBEKT He OTBEYaeT Ha JIeYeHHE, UCCIENOBATENb MOXKET MOBTOPSITh O3y TaK, YTO CyOBEKT
MOJilydaeT BTOpPO€ BBeneHHWe (M HUKAKUX JOMOJHHUTENbHBIX) ONHOH W TOW Ke
PaHAOMHU3UPOBAHHOW JIO3BI, TEM CaMbIM MPOBEPsisl 0€30MacHOCTH/3(P(PEKTUBHOCTh MpHEMa
IBYX /103, pa3fesieHHbIX Ha | 4ac, 4To MPUOIU3UTENIbHO COOTBETCTBYET JO3MPOBAHUIO TEPEN
HA4YaJIOM y4YacCTHsI KOTOPThI CO CIENYIOIINM YPOBHEM 103bl. [locienoBaTebHbIe BKIFOYCHUS
CyOBEKTOB B KOTOPTY BBICOKOH 03Bl MO3BOJISIET OBICTpEe NpeKpamaTb BBEACHUE 103,
BO3JIEHCTBYS TOJIbLKO HA MHHHUMAJIbHOE KOJIMYECTBO CyOBEKTOB, UTO JOJDKHO OOECIeunBaTh
HaOroieHne 6€30MacHOCTh MITH NIEPEHOCUMOCTD B YCJIOBHUSX orpaHudeHus 103. Kpome Toro,
HAa OCHOBAaHMM CJIEMBIX AaHAJW30B, OObeOUHSIOMUX naHHble @K, skcrno3unvu |
0e30MacHOCTH/TIEPEHOCUMOCTH, BCEX CYOBEKTOB WM J03 MOXKET OBITb H3MEHEeHa CXema

J03UPOBaHUs (HAaIpUMep, MOBTOPHAs JO3HPOBKA MOKET OBITh NMpEKpalleHa WM pa3pelieHa
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TOJIbKO TIOCJI€ MPOIIEAIIEro BPEMEHH) WM MOKET ObITh BBIOpaHA OTIMYAIOLIASICS 03a IS

NPOBEPKHU THITOTE3bI, YTO (0OBIMHO Ooiee HU3Kas) CXeMa 103UPOBAHUS JIyUIle TePEeHOCUTCS.

[0332] CooTBeTcTBYyIOIME KPUTEPHUSIM MALUEHTh ObUIM PaHIAOMHU3HPOBAHbI ISl TpUEMa
IeKCMEIeTOMUINHOBON CyOJMMHrBaNbHOM IieHkn (coctaB 12) wnm tutanebo. B nHavane
KaKIOH CeCCHM HCCIEeNOBAaHUsI OJHOKPATHAS 1032 AEKCMENeTOMHIMHOBOH CyOJIMHIBaJIbHOM
wieHKu (coctaB 12) ObLia CaMOCTOSITEIBHO HAHECEHA MALMEHTOM CYOJIMHTBAJIBHO IOCTE
oOy4eHHMsT C TUIEHKOW IUianedo W mox HaOMOJeHHeM JOMyIIEHHOro K HH(opManuu

MepCoHaia, KOTOPBIX y4acTBOBAJ B OlleHKe Oe30macHoCcTH Uitk 3 dexkTuBHOCTH.

[0333] /lekcmeneTroMmunuHOBasi CyONUHTBaNibHAS TUIeHKAa (coctaB 12) ynep:kuBaiach B
CYyONMHTBATBHON TMOJIOCTH JO PAcTBOPEHUS. YYACTHUKOB OLEHHBAIM Ha MECTHOE
pasnpaskeHne BOKpPYTr 00JacTH, B KOTOPOH pasMemianach ruieHka. [leproandeckn 1o u mocne
BBEICHUS J103bI MIPOBOAMIN oLeHKH 3¢dexruBrocTr u OezomacHoctu. Ecimm cHmkenne PEC
COCTaBJIsIO0 MeHblie uinu paBHO 40% B TeueHue ONHOIO yaca IOCJe NEPBOrO BBEACHUS,
UCCJIeNOBAaTENb  MOI  MNPEMJIOKUTb  BBECTH  BTOPYIO  A03y  JAEKCMENETOMHUAMNHOBOU
CyOJIMHTBAJIbHOMN IJICHKH (TOH e PaHIOMH3HUPOBAHHOW NTO3BI) C JOMOJTHUTEIHHON OICHKOM
PEC, BbmonHeHHON B TedeHue 1,5 yacoB mocse BBeAEHHUs N03bl. MOIM WHULMUPOBATH
CTaHAAPTHOE TMOAJEPIKUBAIOLIEE JIEYEHHE, €CIM 3TOro TpeOyeT COCTOSHUE TaLUeHTa,

HanpuMep uepes 4 gaca 1ocie 3aBepIieHHs OLIEHOK.

[0334] Cramus 1. B xakayro KOropTy BKIIFOYAJIM JBAALATH CeMb (27) HOBBIX YYaCTHHKOB,
pPaHIOMM3MPOBAHHBIX 2:1 JNEKCMEAETOMUAMHOBAs CyOJMHIrBajbHAs IUIEHKA . IUICHKA
wianedo, T. €. 18 mojay4anu 1eKCMEeAeTOMHINHOBYIO CYOJIMHTBAJIbHYIO TUICHKY B 9 TIOJTy4YaiIu
wieHKy mianebo. [lepBoHauanbHO MIIAHUPOBATHCH TPU 103kl (Bcero 81 cyObekt). Mormu
TECTUPOBATh APYIYIO WM AOMOJHHUTEIbHYIO 03y HAa OCHOBAHUH PE3YJbTATOB TEKYLIHX
o030poB OesomacHocTu. B 3akimrouenue craguu 1 OynyT oTtoOpaHbl 1BE IO3BI, KOTOPBIE
OINMHUCBIBAIOT Oe30MmacHbIi U 3 (EKTUBHBIN ANANa3oH (BbICOKAas U HU3KAs), HA OCHOBE CJIETIOTO
0030pa o01mel KIMHNYEeCKOl 0€30MacCHOCTH, TEPEHOCUMOCTH, HeOIaronpuaTHbIX 3P PeKToB u

OK, HabnromaeMbIX BO BpeMsl TO3UPOBAHUS.

[0335] Cranus 2. C uenbto Oojiee TOYHOU OLIGHKH AHana3oHa 0e30MacHOW MepeHOCHMOCTH U
ycrnokanBarmux 3p(ekToB, HaOMOIaeMbIX MPU BO3ACHCTBHM Ha Oojiee 3HAYUTEIbHBIE
KOJINYECTBA CYOBEKTOB, BKIJIIOYAIOT JOMOJHUTENbHBIX 120 cyOBEKTOB B JBOMHOE CIeEroe

1a11e00-KOHTPOJIHPYEMOe UCCIIeIOBAHNE c napauieIbHbIMU rpynnaMu c
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NIOCJIEZIOBATENIbHBIM  3-TPYIIIOBBIM U3aHHOM KaXXIOTO W3 JABYX WAEHTU(UIMPOBAHHBIX
3¢ dexTuBHBIX 103 WK anedo (pannomusupoBaHHbIX 1:1:1, BbICOKas: HU3Kas: muanedo ¢
40 cyOpekramu Ha rpymmy, Bcero 120 cyObekTOB Ha craauu 2; ucCClenoBaHME B OOIIei

cnoskHocTu okouo 201 cyObekTa).

[0336] ITokazarenu >xu3HeHHO BaxkHbIX (GyHKUUHA U DKI cO CTpokOil puTMa U3MEPSIOT
COrJIaCHO rpaduka OLEeHOK, 10 Kakux-auoo onenkn K. YuacTHUKaM pa3periain NpUHUMATh
BONy MO >kenaHuio uepe3 30 MHUHYT IOclie 3aBepllieHust BBeAeHUs A03bl. CTaHOapTHBIE
MpUEMbl  MMUIIH MOTI'JIA npeajiaratb HayuHasg C 1 gaca II0CJI€ BBEACHHA  O03
IEKCMEIeTOMUIMHOBOH CyONMMHrBaIbHON TUIeHKH. OueHKH 0€30MacHOCTH U MEPEHOCUMOCTH

NPOIOJIKAIOTCS 0 YTPpa AHA 3 (IeHb BBITUCKU) U CHOBA OyIyT MOBTOPSITHCS Ha AeHb 7(+2).

[0337] Bynyt orOupaTe npuOIM3UTENHEHO 4 MJI BEHO3HOW KPOBH (JUISI TTOJyYEHHS] MUHUMYM
1,2 mn mmasmel) B npobupku K2-EDTA ¢ yCTaHOBJICHHBIMH HHTEPBaJaMH BPEMEHH IS
onpenesieHus] KOHIEHTPaUUi HcciaenyeMoro npemnapara (wim mianedo) B miasme. OOpasis
wiasMbl st @K nomxHbl oTOMpaTh B mpenenax 5 MHUHYT 3aIUIAHUPOBAHHOTO BPEMEHH
otOopa npod Ha nmeHb 1. OOpasubl kpoBu OyayT coOpanbl corjacHo Tabmuubl 3-1 rpaduka

npoLeayp.

[0338] KonuuecTBo cyObekToB (3ammanuposanHoe): IIpomenmuii onenky 201 cyobekr (81
Ha craguu 1 u 120 Ha cTaguu 2) BKIKOYAOT B NpuOIM3uTenbHo 12-20 ucciaenoBaTenbCKux

neHTpoB B CoenuuenHbix IlltaTax.

[0339] [lnarHOCTHKAa 1 OCHOBHBIE KPUTEPUHU COOTBETCTBUS

[0340] Kpurepuu BKIIOUEHUS:

1. My:K4MHBI U )KEHIIUHBI B BO3pacTe OT 18 10 65 €T BKIOUUTEIBHO.

2. [TarieHTBI, KOTOpBIE COOTBETCTBOBAJIHM KputepusiM DSM-5 nns  musodpenun,

m30ad GexkTUBHOrO UiH mu30¢hpeHOGOPMHOTO PaCCTPOHCTBRA.

3. [TaumeHThI, KOTOpBbIE OMpeAeNieHbl KJIMHUYECKU BO30YKIEHHBIMH HAa HCXOTHOM
ypoBHe ¢ obmeit onenkoi > 14 mo 5 kareropusiM (ocnabiieHne KOHTPOJISI HMITYJIbCUBHOCTH,
HAMPSDKEHHOCTh, BPaKAEOHOCTh, HEKOHTAKTHOCTb M BO30YXKACHHE), BKIFOYAFOIINX

komnoneHT Bo30yxknenuss PANSS (PEC).
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4. ITaumenTsl, y KOTOPBIX UMEETCsI OLICHKA > 4 B IO MEeHbLIEH Mepe | U3 5 MyHKTOB MO
PEC.

5. ITarieHThl, KOTOpBIE YHUTAKOT, MOHUMAKOT W JAIOT MHCbMEHHOE HH(POPMHUPOBAHHOE
coryacue.

6. ITarmeHThI, KOTOpBIE MMEIOT Xopoliee o0liee COCTOSHUE 30POBbSl IO YYacTHs B

HCCJIEZIOBAHUH, KaK OMpPEIeSIeHO ¢ MOMOIIBI0 TOAPOOHOr0 PACCMOTPEHUs] UCTOPUHU OOJIe3HH,
¢dusukanbHoro obcnenoBanus, DKIT mo 12 oTBemeHHMsIM CO CTPOKOH puTMa, MNPOQUIb
XHUMHYECKOTO aHaJn3a KPOBH, PE3yJbTaTOB IeMaTOJOMMYECKOTO aHaJM3a, aHAIM3a MOYHU, U

10 MHEHUIO I'TTABHOT'O HUCCIICI0BATEIIA.

7. V4aCTHUKH >KEHCKOTO TIOJIa, €CJIM OHMU CIIOCOOHBI POAUTH PeDEHKAa U CEKCyaJbHO
AKTHBHBI, U YIaCTHUKH MYKCKOTO I10JIa, €CJIH CEKCYaJbHO aKTUBHBI C MAPTHEPOM CIIOCOOHOHN
poauTh peOeHKa, KOTOpBIE COTJIACHBI HCIIOJIb30BaTh NpUeMIieMbli W 3((EKTUBHBIA C
MEIUIIMHCKONH TOYKH 3PEHHS CHOocO0 KOHTPOJS POKAAEMOCTH HAa TPOTSHKEHUH BCETO
UCCIEeOBaHUS M B TEYEHHE OJHOM HeJeNu IIoCie OKOHYaHMS  HUCCIIEOBAHHUS.
VYdacTHUKOM(Y4aCTHHULIEH) W/HIK ee/ero MapTHEPOM MOIYT NPUMEHATHCS NpPUEMIIEMbIE C
MEIUIIMHCKONH TOYKH 3PEeHHs CIOCOObl KOHTPALENIMH, KOTOpble BKJIIOYAOT B ceOs
BO3JIEpKaHUe, MUIIOJNM WIM IUIACTBIPH JJsl KOHTPOJHM POKAAEMOCTH, AuadparMel co
CIIePMHULIMIOM, BHyTpUMaTo4dHOE ycTporictBo (BMY), mpesepBatuB ¢ meHooOpasoBaTenem
WIN CHePMHULUAOM, BarMHAJbHBIM CHEPMHULUAHBIN  CYNIIO3UTOPHUH, XUPYPTHYECKYIO
CTePWIN3ALMIO U UMIUIAHT WM HHBEKIHIO MPOreCTHHA. 3anpeIieHHble CIIOCOObI BKIFOYAOT:
croco0 C MCTIONB30BAHMEM IIMKJIA, PEPhIBAEMOE COBOKYIUIEHHE, TOJIBKO MPE3ePBATHBBI HIH

TOJIbKO muadparmy.
[0341] Kpurepuu uCKIItOUEHUS

1. [Tamentsl ¢ axuTauuell, BbI3BAHHOW OCTPOM  MHTOKCUKALUEW, BKJIOYas
TOJIOSKUTENTBHYIO WACHTH(PUKALUIO aJIKOTOJSI TMOCPEICTBOM aHAN3aTOpa JbIXaHUS WU
HETIPENIUCAHHBIX JICKAPCTBEHHBIX CpencTB (3a mckmouennem THC) BO BpeMsi CKpUHHHTA

MOYH.

2. ITaumenTtsl, nony4yaBumiue JieYeHUE B Te4eHHE 4 4acOB A0 BBEIEHUs HUCCIIENyEMOro
npernapara 66H30I[H2136HI/IHBI, APYrue CHOTBOPHBIC UJIU TIEPOPAJIbHBIC U BHYTPUMBILICYHbIC

AHTUIICUXOTUYCCKHUE CPEACTBA KPATKOBPEMEHHOT'O I[efICTBI/ISI.
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3. Jleuenne HoOpanpeHoOsokatopamu anbda-1 (Tepaso3uH, JOKCA303WH, TAMCYJIO3HH H

anb(y303MH U MPA30LNH) WIH APYTUMH 3alpeleHHbIMU JIEKAPCTBEHHBIMU MPeTapaTaMu.

4. ITarieHTBI CO 3HAYMTENBHBIM PHCKOM CyHLUAAa WJIM YOHMHCTBA IO OLEHKE
HCCNIeIoBaTeNsd WM JIOOOrO CYMIHIAIBHOIO TIOBEJEHHUs 3a MOCHeqHHE O MeCsLeB [0

CKPUHUHTA.

5. [TarmeHThl KEHCKOTO TMOJia, Y KOTOPBIX MOJIOXKUTENbHBIM pPE3yJbTaT TeCTa Ha

OepeMEeHHOCTh MPU CKPUHUHIE HITH KOTOPBIE KOPMSIT TPy IbIO.

6. [TamieHTBI, Yy KOTOPBIX €CTh rHApouedanus, S>UIIENCHs WIA aHaMHe3 CO
3HAYUTENIbHOW TPAaBMOW  TOJIOBBI, HWHCYJIBT, TPAaH3UTOpPHAs  UIIEMHYECKas  aTaka,
cyOapaxHOMIAIPHOE KPOBOU3JIMSHHE, OIYyXOJdb TOJIOBHOTO MO3ra, SHuedasonarus,
MEHHUHTHUT, Oone3Hb [lapKMHCOHA WM OYaroBble MOBPEXKISHHS] IMPH HEBPOJOTHYECKOM

HUCCJICAOBaHUMN.

7. AHamMHe3 ¢ OOMOpDOKOM WJIM JPYruX OOMOPOYHBIX TPHUCTYIOB, TEKYyIIee
J0Ka3aTeIbCTBO TUIIOBOJIEMHUH, OPTOCTATUYECKAs TUITOTEH3HsI, HAOM0aaeMasi pu CKPUHUHTEe
4aCcTOTa CEPAEUYHBIX COKpalleHu < 55 yaapoB B MUHYTY WUJIM CUCTOJUYECKOE apTEePUAIbHOE

nasienue <110 MM pt. cT. wiu auacroaundeckoe AJ[ <70 mm pr. CT.

8. [TarmeHThI ¢ aHOMANHMAMU B J1abopaTopHbIX aHanu3ax uin DKI', KoTopelie cUUTarOTCs
KJIMHUYECKH 3HAYMMBIMHM HCCJIEOBaTeIeM WM KBAIM(UIMPOBAHHBIM YIOJHOMOYEHHBIM
COTPYAHUKOM [mporpeccupyromasi Onokaga cepama (BTOPOH CTENEHHM WM BbILIE
aTPUOBEHTPUKYJIsIpHast Ojiokana 0e3 KapauOCTUMYJIATOPA ), TUATHO3 CHHAPOMA AUCHYHKIIHH
CHHYCOBOTO y3J1a], KOTOpble OyAyT MMETh KJIMHUYECKUE MPOSBICHUS JJIST YUACTHsI MAlHeHTa

B UCCJICAOBaHHMU.

9. HaLII/IeHTbI C CEPbE3HBIMU UJIU HEeCTAOMJIbHBIMHU MEOIULIMHCKUMH 3a0omeBanussMu. OHA
BKJIFOYAIOT B ce0si COBpeMeHHbIe 3a00yieBaHusl Me4eHu (YMEpeHHasl U Cepbe3Hasi MeYeHOouHasl
HEOCTATOYHOCTh),  MOYEK,  TracTPOIHTEpoJoruueckue  3abosieBaHusi,  3aboyeBaHUs
IBIXaTENbHOM, CepIeUHO-COCYAUCTON CUCTEMBI (B TOM YHCIIEe HIIEMHYEcKast OONe3Hb cepAaLa,
3aCTOWHAsl CepAedyHas HEeIOCTATOYHOCTbH), SHAOKPUHOJOIMYECKOE WM I'eMaTOJOTHYecKoe

3aboneBanue.

10. ITaumenTsl, noNy4YaBIINe UCCAEAYEMBbIH mpernapaT B TedeHue 30 OHEH A0 TEKyLIero

OMNMU30Ja aKUuTalru.
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11. [TaumeHThI, KOTOpBIE HE CIOCOOHBI HCIOJIb30BATh CYOJMHTBAJIBHYIO IUICHKY WIIH
CUMTAIOTCS HCCIEeNOBaTeNieM, [0 JIIOOOH TNpUYMHE, HENPUTOAHBIM KaHIUAATOM IS
MOJIYYEHHs] JAEKCMENETOMUAMHA, HampuMep MAalUueHTOB € aHAMHE30M aJUIEPrU4eCKuX

peakuuii Ha JEKCMEIeTOMUUH.
[0342] Uccnenyemsblii penapar, 103a U PeKUM BBEACHUS:

JIeKCMEIeTOMUIMHOBYIO  CYOJIMHTBaJIbHYIO IUIEHKY (coctaB 12) TeCcTUPYIOT B BHIE
HEOOJBIIOr0 OJJHOAO30BOrO TUIEHOYHOT'O COCTaBa IUIOIAAbI0 NpuOam3uTensHo 193,6 MM” 1
TommuuHOW 0,7 MM, NMpeIHa3HAUYEHHOrO U TIOJHOTO PACTBOPEHHS B C/J1 MPOCTPAHCTBE B

T€UCHHE 2-3 MUHYT.
[0343] DTanoHHOE TepaneBTUYECKOE CPEICTBO, JOZUPOBKA U CIIOCOO BBEIEHUSI:

COOTBGTCTBYI-OH.[I/IC IIJICHKH nnaue6o AOJIKHBI NPUHUMATDH CY6J'II/IHFBaJ'IbHO, KaK OIIMCaHO

BBILIIE.
[0344] IIponOMKUTENBHOCTD JIEU€HUs: 1 CyTKH

Kpurepuu onieHku

[0345] Ouenka > ¢peKTUBHOCTH: OLIEHKA BJIMSAHHS JIGKAPCTBEHHOTO CpPEACTBA HA OCTPYIO
QKUTALMIO, BBIMIOJIHAEMAs IO IIKaJe IOJOXHUTEIbHbIX M OTPULATENbHBIX CHHAPOMOB —
komnoHeHT Bo30yxaeHus (PEC). PEC comepskuT 5 kareropuii, CBSI3aHHBIX C a)KUTALUEH:
ocja0eHue KOHTPOJIS UMITYJIbCUBHOCTH, HAMPSKEHHOCTh, BPaskaeOHOCTh, HEKOHTAKTHOCTD U
BO30Yy KAeHME, Kakaast oueHuBaercs oT 1 (Mmuaumym) no 7 (Mmakcumym). PEC, cymma stux 5

MOJIIKAJT, TAKAM 00pa30oM, HAXOAUTCS B JUamna3oHe OT 5 1o 35.

[0346] OOmmee axkurtamust U cemauusi OyOyT OLEHUBATHCS C TOMOIIBI) IIKAJbl OIEHKH
axutanmsa-cnokoiicteue (ACES), rme 1 ykaspiBaeT Ha 3aMETHYK QXUTALMKO, 2 —
YMEPEHHYIO QXKHUTALUI0; 3 — CIa0yr0 aXUTALHI0, 4 — HOpMaJbHOE TIOBEACHHE, 5 — JIETKOe
CTIOKOWCTBHE, 6 — yMEpPEHHOE CIIOKOWCTBUE, 7 — 3aMETHOE CIOKOUCTBHE, 8 — rIyOOKUiA
COH U 9 — Hepa3dyanmoe coctosiHue. V3MeHeHHe a)XUTAllMM B OTBET HA JICUEHHE TaKXKe
OyayT M3MepsATh C MOMOINBI OOIMX KIMHHYECKUX BredariaeHud o0 ymydmenun (CGI-I).
Onenxkn CGI-1 Haxomarcs B amamazoHe ot 1 no 7: 0 =He oueHuBamu (U3MepeHue), 1=

HAMHOTO YJIYYLIMJIOCh, 2= O4Y€Hb YJIYYIIWIOCh, 3 = MUHHMMAJbHO YJIY4IIWIOCH, 4 = 0e3
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HU3MCHCHHMH, 5 = MHHUMAaJILHO YXyAUnIoCh, 6= HaMHOTO YXYALINUJIOCH, 7= HaMHOTO

YXYILIAJIOCH.

[0347] JInst oLleHKM MTEPEHOCUMOCTH OTCJICKUBAIOT OLIEHKH O€30MacHOCTH U MEPEHOCHMOCTH:
HI, xnunnueckue nadopatopHele ananu3bl, IKI' co cTpokol puTMa U NOKa3aTeH KH3HEHHO
BaXHBIX (QyHKUMI. Peructpupyrot Bce Habmonaemble u 3assisiemble HS. Bzaumocssise HA ¢
HCCICAYEMBIMH JICKAPCTBEHHBIMU CpPEACTBAMU KJ'IaCCI/I(I)I/ILII/IPYIOTCSI HUCCJICNOBATCIIIMHU KaK
HECBSI3aHHbIE, MAJIOBEPOSITHO/OTHANIEHHO CBSI3aHHBIE, BO3MOXKHO CBSI3aHHBIE, BEPOSITHO
CBsI3aHHBIE WJIM OMNpeneNeHHO cBsi3aHHble. Ilepen orOopom obpasuoB kpoBu mis DK
HU3MEPAIOT MOKA3aTCIIN JKU3HEHHO BAKHBIX (I)YHKLIPIP'I, BKJTIFOYasA CUCTOJIMYECKOE apTEPUAJIBHOEC
nasinenne (CAJl), nuacronuyeckoe aprepuanbHoe nasienue (JJAJl) U 4acToTy cepaedHbIX
cokparnenuii. [TpoBepsitOT MeCTO HaHeCeHUs C/N mpemnapara (Criu3ucTasi 00OJ0YKa IeKH) Ha

HAJIMYUe JIFIOOBIX MPU3HAKOB JIOKAJIBHOTO Pa3IPasKeHUS.

[0348] JlonoaHUTENbHBIE OLICHKH:

- Hemorpaduueckue qanHbIe

- MeauunHCckue aHaMHe3

- [IpenmecTByroniee U COMyTCTBYIOLIEE JIEKAPCTBEHHOE CPENICTBO
- ®usuKagbHOE 0OCIeIOBaHIE

- bepemenHocTh

[0349] Ananu3el 3¢PEeKTUBHOCTH: EPBUYHASI KOHEUHAs TOUKA H(PPEKTUBHOCTH ISt CTamuu 1
NpeACTaBisieT COOOM MO0 CYOBEKTOB MPU Kaxmod no3e, koropas obecredmBaer 40%
camwkenne PEC B Teuenue 2 4acoB. IlepBuUYHON KOHEUHOW TOUKOW 3(PPEKTUBHOCTH IJIs
craguu 2 siBisieTcs: abCONMOTHOE M3MEHEHHE MO0 CPABHEHUIO C MCXOIHBIM 3HAUYEHHEM OOIIero

nokasaresist PEC sva MmomeHT 2 4.

[0350] Ompenenenue pa3Mepa BBIOOPKH: HCCIENOBAHUE HE TMPEIHA3HAYEHO IS
OOHapy’KeHHsI CTATHCTUYECKU 3HAUMMBIX pasinyuil B mapamerpax s¢dextuBHocTH. Tem He
MeHee, KOTrOpThl pasMepoM 10 27 cyObekToB (cooTHomieHHe 2:1 neKcMeaeTOMUIMHOBAS
CcyONMHIBaNbHAs IUICHKA: IUTaned0) [OCTAaTOYHbI [UIA ONPEAENeHHs XapaKTepUCTHK

6e3omacHoctr, nepeHocumoctu u npodwis PK Ha cramum 1. Koropter u3 40 cyOBekToB
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BKJIFOUEHBI B CTagui0 2 (40 — muisl BBICOKOH J03bI JEKCMENETOMUAMHOBON CyOJIMHIBAIBHON
rieHkn, 40 — st HU3KOM JTO3BbI IE€KCMENETOMHIUHOBOW CyOJIMHTBaJIbHON TuteHKH, 40 —

1St Tiane0o).
PE3VJIbTATBI CTAJIUU 1

Tabnuia 38. CBogHBIE CTATUCTUYECKUE TAHHBIE OLIEHOK napameTpoB DK

[TKmo: TMEeck_
Hoza IlogTopeHas CTaTHCTHHECH Tmax Comax tlf?
Koropra hi HabT
{ar) ot He JaHEE fu) (WrfT) (s}
{w*ar/n) (4™ Hrim)
1 20 Her N 10 10 9 10 9

Cpennee 1.895 35,896 3313 171639 246,444

co 08132 15.01% 1.021 57.654 63,994
KB% 429 370 308 1346 26.0
MuH. 100 14.07 212 5743 14557

Meauaua 1,74 3702 317 120,09 24174
Maxc. 4.02 69.05 536 264,45 33210
I'eomeTpuue

1.778 37157 3183 160036 238 0B
CKOE CpenHee

I'eomerpune
36,99 43,89 30,31 4541 2786
cknit KB%
1 20 Ja N 8 8 7 8 7

Cpennee 2933 896,589 2946 586,103 499 866

co 2077 365834 0857 536,166 226187
KL% 708 383 291 949 452
Mun. 1.83 4987 1.81 230,06 29447

Meauana 231 104,54 30l 44423 520,36
bakc. 2.03 138,09 4.02 191252 933 .05
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MIMKnoc THTKGeck._
Noza [losT0pHas CTATHCTHYECK Tmax Cmax tlf2
Koropra W Hala.
{mr) o3 He JAHHuE W (nrfm) (s}
{w*nr/n) [Cadtivi(
[eomerpine
2578 B2 711 2833 453552 461,828
CKOE CpenHee
I'eomeTpine
50,30 44350 3146 7877 44,05
cxiii KB%
2 60 Her N 18 18 17 18 17
Cpenuee 1.528 139589 2861 681542 792552
cO 0689 47223 1.381 482593 525,000
KB% 4351 238 458.3 708 66.2
Mun. 0.98 73,42 1.48 265.85 283.67
Meauana 1.50 131.78 236 50320 616.68
baxc. 395 25314 6,98 207202 219538
I'eomeTpiie
1429 132558 2640 376,084 673.986
CKOE CpenHee
I'eomerpine
36,00 33,88 40,27 60,19 60.92

cruit KB%
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Tabmuma 39. WunuBuayanpHble W 00OOIIEHHBIE CTATUCTHYECKHWE JAaHHBIE OLICHKH

napamerpoB @K nekcMeneToMuanHa B riasme

Kero | Jozm [ToeTopnax HacrmudnEat Tmx Coax tl2 MIIKmocn IINKdeek._nafin
pra | {w) 03 op eybueKTa i) fifa) fa) futiial {a*sria)
1 29 Het 01-001 1.50 3354 4,19 22401 326,88
01-002 1.50 3855 3.68 18258 24174
01-010 1,00 5982 2,12 10440 145 57
01-026 4.02 1497 5743
07-015 1.53 3341 5,36 177,60 289 81
07-030 2,00 3431 2.29 17611 20381
10-927 200 3338 364 184 37 25541
23-01a 148 69,05 295 26445 33210
23-018 197 4037 3.17 154,62 186,40
23-020 185 3845 2351 19081 326,26
N 10 10 9 10 g
Cpeanee 1.895 35898 3313 171.63% 246,444
cO 0.813 15,019 1,011 57.654 63.994
EB% 429 EFN 308 336 26,0
Min. 1,00 1407 2,12 57.43 145,57
Meanaua 1.74 3702 3.17 180,09 241,74
Maxc. 4,02 6905 336 26445 332,10
TeomeTpua
ecKoe 1.778 37.157 3.183 160,056 238,688
CpenHes
TeomeTpun
ECKHH 36,99 43 .89 30.51 4541 27.86
KBR%
1 29 Ha 01-009 2,00 130 44 3o 662 46 939,05
01-013 2.00 12223 273 486,82 563,33
05-007 2.50 49 87 4,02 230,06 334,28
05-008 212 66,64 2.00 27247 304,52
05-021 250 86,86 3.10 410,74 34304
05-023 250 5229 3.0 236,04 294 47
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Kero | Jom ToeTcpiax Haexmudmear Tmax Cmax t12 (MKnoea [INKoecx._rafin
pa | {w) A0 op cybuekra {4) (i) () {x*emén) {a*nrfa}
05-024 203 138,69 191252
07-028 1,83 12570 1.51 477,73 52036
N ¥ 3 7 B 7
Cpeanee 2935 96,589 2546 586,103 499 866
co 2007 36954 0.B57 556,166 226,187
KR 708 383 2811 949 452
Muu. 1,83 49 87 1.81 23006 254 47
Meauana 231 104 54 im 444 23 52036
Makc. 203 135.69 4.02 1912.52 932,05
TIeoMeTpin:
ecKkoe 2578 geT 2833 453552 461.828
cpenues
TeomMeTpHY
ECKHH 50,30 44 50 31.44 TRTT 44.05
K%

2 60 Elet D1-044 1,00 9367 3.10 442,23 358.81
01-047 1,00 73,42 223 265,85 293.67
D1-05% 1.50 113.35 2,87 474,44 362.60
01-056 1,50 15479 1.48 413,53 428.64
03-036 155 83.52 1.62 34711 369.07
05-050 1,00 121.52 1.86 35224 37798
05-052 1,45 105,84 236 330,30 36%.14
06-033 1,45 25314 227 73787 834,44
06-034 1,53 206.42 235 28727 100771
06-041 207 144 27 6.98 171429 188210
06-043 1,02 126,44 2.53 748,96 877.63
07-048 0,98 201.12 29, 274 B35 1064 08
DE-046 200 9322 346,61
03-042 355 146.17 543 2072.02 219538
10-932 1.50 136.25 340 650,22 807.14
10-035 1.50 12727 278 519,54 616.68
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Koro | Bom ToBTopHas Haermadumar Tmax Cmax t1/2 MIKmoea TINMKGeck._naba
pa | {wa) 03 op cybeenTa {u) (srfu) {a) (*arin} {a*nria}
10-929 1.00 144,93 227 603,55 691.00
10-045 1,50 127.30 2,19 486,85 337.29
N 18 18 17 18 17
Cpeanee 1,528 139589 2861 681.542 792,552
cC 0.68% 47223 1381 482593 525000
KB% 451 338 483 70.8 66.2
Mun. 0,98 73,42 148 265,83 29367
Meanaua 1,50 131.78 236 503,20 816.68
Mauc. 345 25314 698 207202 219538
TIeomeTpuu
ecKoe 1429 132558 2640 576084 673,986
cpenHee
TIeomeTpuy
CCKHH 36,00 33,88 40.27 60,12 60,92
KB%:

[0351] B Tabmuuax 38 u 39 u Ha @ur. 17 u 18 npommrocTpupoBaHbl MeTUAHHbIE TUATIA30HBI
Tmax 1,5- 2,3 wyacoB i pa3auuHblXx ypoBHeW 103. Kpome Toro, skcnosunus
NPONOPLHUOHAIBPHO YBEJINYUBAETCS ¢ yBeaudeHueM a03bl oT 20 po 60 mkr. IloBTopHOE
nosuposanue 20 Mkr uepe3 1 4 B koropte 1 npusesno k 2,5-KpaTHOMY YBEJIUYEHUIO CPEIHETO

reomerpudeckoro 3HaueHuss Cmax u ysenunuyennro B [1I1K.

[0352] Ha @ur. 19 u 20 noka3aHo, 4To B koropte 3, no3a 120 MKT npuBeia K 3HAUUTEITbHOMY
cHkeHuto nokazatens PEC mo cpaBHeHHIo ¢ oObenuHeHHOW rpymmnoi mianebo. Crenyer
OTMETHUTh, uTO CHUKeHue mnokasarenss PEC npu noze 120 MKr oTiMyaeTcsi OT AaHHBIX IS
oObpenuHeHHOU rpynmel mianedo B MoMeHT 0,5 4 U MOOAEep:KUBAETCSl B TEUEHUE BCErO XOMa

usMepenusi (6 4).

ITpumep 8. KnmHnueckoe nccnenoBanue 3PQPeKTUBHOCTH (Cemauuss W MPOTHUBOAKUTALIUS),
dapmakoknHeTHKa ¥ 0€30MacHOCTh AEKCMENETOMHUIMHA, BBOAMMOIO BHYTPHBEHHO

cyOBpeKTam, CTpaaarIum mu3odpeHuen
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[0353] OcHoBHast 1Eenb HCCAEAOBAHHUS 3aKKOYajach B ONPENEJEHUU ONTUMAJbHOMN
BHYTPUBEHHOM (B/B) 03Bl AEKCMENETOMHINHA THAPOXJIOPUAA B LIEJEBOI MONMYJISILIUN C TOYKH
3peHust 3pPeKTUBHOCTH U OE30MaCHOCTH B OTHOIICHUU JOCTIDKEHHs BO3OYAMMON cenaluu
(RASS -1), koTOpy!0 MOXXHO OOpaTUTh MOCPEACTBOM BepOasnbHON cTuMyssiunu. Korma sTa
LIeJb TOCTUraiach y KaKIOrO YYaCTHHUKA, B/B MH(Y3UIO AEKCMENETOMHUIMHA TMAPOXJIOPHIA
npekpatnany. Jlpyras OCHOBHas LieJIb UCCIIEIOBAHMS 3aKJII0YAIach B ONpPEAeNIeHUN CHIDKEHUS
YPOBHSI @KUTALMH, Kak ornpeneneHo no onenkam PEC, B no3ax, TpeOyembIX AJisi JOCTHIKEHHS

RASS -1.
[0354] Kpome Toro, crenyromire BTOPUIHbIC LeJIH ObUTH TAKHUMU:

[0355] Onpenenenue TOro, Kak OBICTPO JIEKAPCTBEHHOE CPEIACTBO MOXKHO BBOIHUTH [0

NoJTy4eHus oomel 10361, HeoOxoaumoit st noctikeHust RASS -1.

[0356] Onpenenenue TOro, Kak AOTO JIUTCS yCHOKauBaromuii 3G dexT mocne mpekpamieHus

BBCACHUS UCCICAYEMOr'O JICKAPCTBCHHOI'O CPEACTBA.

[0357] Onpenenenue Toro, BO3HMKAET JH Kakue-muOO HeOmaronpusTHble 3PQEKThl IO
OTHOILIEHHIO apTePUAIbHOTO JABJICHUs, YaCTOThl CEPAEHYHOrO COKPAIEHHs WM aKTUBHOCTHU
IBIXaTEJbHOTO LEHTPa O WJIM OJHOBPEMEHHO C JOCTM)KEHHEM OCHOBHOW menu. [lpasumia
NpeKpaleHNsl JIeYeHUs] MO I0KAa3aTessiM apTepHajbHOrO AABJIEHUS M YacTOThl CEpAEYHBIX

COKpAILEHU, YKa3bIBAOLIME HA KIIMHUYECKU 3HAUUMOE MPOSABJICHUE, TAKHUE:
[0358] magenue cuctonuueckoro AJl <90 MM pT. CT.

[0359] magenue auactomuyeckoro AJl < 60 mMm pt. CT.

[0360] nageHue Hke SO ynapoB B MUHYTY

[0361] YuacTHUKM naBau MUCBMEHHOE MH(POPMHPOBAHHOE COTJIACHE 10 TIPOBENEHHS KAaKUX-
00 CBSI3aHHBIX C UCCIIEOBAHUEM Iporenyp. Beex yyacTHUKOB MOABEPrajiv CKPUHHUHTY Ha
KPUTEPUU BKJIIOYEHHs W HUCKIIOUYEHHs. YYaCTHUKOB MPUITIALIAINA B HCCIECAOBATENbCKUN
LIEHTP Ha CKPUHUHT (IeHb -1), 3a nerb 10 uHpy3nun. OueHKH UCXOAHOTO YPOBHS MPOBOAMIIN
B JIeHb -1, a Takke B AeHb WH(GY3UH (IeHb 1). YdacTHHKAaM Ha IeHb |, MOATOTOBIEHHBIM IS
uH(Yy3un, BBOMWIN MHQY3UIO B TEYEHHE 0 3 YaCOB U OTCIEKUBAIM MX Ha NPEOAOJICHUE
cemal W JHOOBIX CHIDKEHUH apTepUANbHOrO JIABJIEHUS MM YacTOThl CEePAEYHBIX

COKpAILLEHUH, KOTOPbIE COOTBETCTBOBAIN KPUTEPHUSIM IPEKPALUCHUS JICYCHUs. Y YaCTHUKOB
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HE BBIMHCHIBAJIH U3 HCCIIEIOBATEIBCKOrO OTHAENEHHs N0 TPeX YacoB IMOCJE MPEOAONIECHHS
0000 CHIKEHUs YpOoBHsI BO30ykaenus (Harnpumep, RASS -1) w/unn npeononenus modoro
CHIDKEHHsI ~ apTEepUaJbHOTO  MAABJICHHWsS WM  YacCTOThl  CEPIAEYHBIX  COKpPAIICHHH,
COOTBETCTBYIOILIMX KPUTEPUSIM TMpeKpalleHusi. [ JIaBHBII HCCIEAOBATENb MO YCMOTPEHHIO
OCTaBJISJI YYaCTHHKA B TEUEHHE HOYU B HCCJIEIOBATEIBCKOM LIEHTPE BedepoM mHs | st
PacCIIMPEHHOr0 MOHHTOPHHTA, a 3aT€M BBIMUCHIBAI YYACTHHUKA JOMOW Ha CYTKH 2, €CIH
[JIaBHBI HCCIIENOBATENb WM YIOJHOMOYEHHBIH COTPYAHHUK OMPENENsI, YTO YYaCTHHK

BEPHYJI K CBOEMY UCXOJJHOMY COCTOSIHUIO.

[0362] Uccnenyemass nomynsanust BkIodana 14 yyacTtHukoB, 10 mnonydanu aKkTUBHBIN
npenapat u 4 — mnanebo. [Tauuentsr 5, 7, 8 u 9 nmony4danu mnanedo. [Nanuenrtam 1, 2, 3, 4,
11, 12, 14, 16, 17, 18 BBOmwIM UH(}Y3UEH NEKCMEASTOMUINHA TUAPOXJIOPUA, HAYMHAS CO
ckopoctu 0,2 mkr/kr/d u mosbimass Ha 0,1 Mkr/kr/d kaxnabie 30 MUHYT OO JOCTHXKEHHS
KPUTEPHUEB MPEKPAIICHUS] WIH 10 JOCTIKEHHUS] MAKCUMAaJIbHOW MPOAOJIKUTEbHOCTH 3 Haca.
Y4acTHUKH, paHIOMHU3UPOBAaHHbIE JJisi  Iutanebo,  TMONydajdd  COOTBETCTBYIOLIYIO

BHYTPUBEHHYIO HH(Y3HIO pacTBopa 1arnedo.

[0363] Tabmuua 40. Mccnenyemblie BHIbI JICUEHUS

Jleuenue Cocras Yacrora
JlekcMeneTroMuIHA Precedex® HenpepeiBHast uH(]y3usi, yBenudeHue
TUAPOXJIOPUL Kaxable 30 MUHYT
ITnanebo Hopmanbhblii HenpepriBHast uady3us
(bU3HOIOTHUECKHI
pacTBOp

[0364] TTocie Toro kak ydacTHUK cTaHOBHJICS COHHBIM (RASS -1), nH(y3ur0 ocTaHaBIMBAIHU.
MakcumanbHast 00Iasi BBOAMMAsI 1032 COCTaBjsijia 1,6 MKI/Kr/dac, KOrjga AOCTHIaIH JIHOO
JKEJIAeMOTr0  YPOBHS  cefanuu, JUOO  MaKCHMajbHO  JOMYyCTUMOTO  YMEHBIIEHHUS
CHCTOJIMYECKOTO WJIH JUACTOJIMYECKOr0 apTepUaiibHOE MaBJIEHUS WM YaCTOThI CEPIAEYHBIX

COKpALLECHUI.

[0365] Bo Bpems ucciienoBaHUsl YYaCTHUKOB HEMPEPBIBHO OTCJIEKUBAJ EPCOHAJIOM LIEHTDA,
BKJIFOYast MOHUTOPUHI aApPTEPHUAJBHOIO HAaBJCHHA KW YaCTOTbl CEPACHHDBIX COKpaﬂleHHﬁ.

Ilepuonndeckue 3MeKTPOKAPAUOTPAMMBI BBINOJHSUIA OT Hadajla MHQY3UH OO MPEOOJICHHS
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ceanyy U/Wim JI0ObIX HEOMaronpuaTHbIX 3(p(eKToB B OTHOLIEHUN apTePUaTbHOTO JaBJICHUS

HUJIN 9aCTOThI CEPACYHBIX COKpameHHﬁ.

[0366] Korna BBINONHAIMCH BBIIEYKA3aHHbIE KPUTEPUM NPEKPALEHHs, B LIEHTPE
OCTaHaBIUBAIU MH(QY3UIO, U B LEHTPE MPOAOJIKAIN OTCISKUBATH MOKA3ATENH >KHU3HEHHO
BaKHBIX (DYHKIMI y4aCTHHKA KaXable 15 MHHYT 1O TeX MOp, MOKA YYaCTHUK HE JOCTHUTaJ
CBOUX HMCXOJHBIX MMAPaMETPOB WUJIU, MO OMPEAETIEHUI0O OCHOBHOIO HCCJIENOBATEINS], YUaCTHUK
OOCTUTANl CTa0MJIBHOTO W MPUEMJIEMOIO YPOBHS apTEPUAbHOTO MAaBJIEHUS U YaCTOThI
CepAeUHbIX COKpalleHuil. Bos3BpaiieHne K HCXOIHBIM MapaMeTpaMm OMNpeneNnseTcsl Kak
3HaueHne AJl, Haxonseecs B mpenenax 15 MM pT. CT. OT UCXOHOTO 3HAYEHHS 1O BBEICHUS
nexapcTBeHHoro cpeactsa, unu UCC, naxopmsmieecss B npenenax 10 yaapoB B MHUHYTY OT

HNCXOAHOT'O 3HAUCHUA 10 BBEACHUS JICKAPCTBCHHOI'O CPEACTBA.

[0367] B caydae ecau uCCAeNOBaTeNb CUWUTA] MAJC€HHE apTEePUATbHOrO NaBJICHUS WU
HaCTOThbl CEPACUYHBIX COKpaH_IeHI/Iﬁ KIMHUYECKHW 3Ha4YMMBbIM, MOIJIM BBOJUTL NOAXOAALIUC
KOPPEKTUPYIOLINE JIEKAPCTBEHHBIE CPENCTBA B JOMNOJHEHHE K MpeKpalleHno HHOY3UU

ACKCMEACTOMUINHA THAPOXJIOPHUAA HA YCMOTPCHUEC UCCICAOBATCIIA.

[0368] OuenuBanu, perucTpupoBaiu HexenatenbHble sBieHus (HA), Bximodas cepbesHble
HeskenatenbHble sBreHust (CHA), u cooOmanu 0 HUX B COOTBETCTBUU € pyKoBOACTBOM FDA.
ITpu nanuuun moboro CHS, nccnenoBanue NOKHO OBITH OCTAHOBJIEHO JIO TEX IMOP, MOKA HE

ornpenenutcs npuunHa CHAL
Ouenka 3¢ peKTHBHOCTH

[0369] (1) mkana axurtanuu-cenanuu Puamonnma (RASS): Mornu oneHHMBaThH KelaeMyro
KOHEYHYIO TOYKY B OTHOLIEHHH TOTO, KaK ObICTpO mocTuranach coHanBocTh (RASS -1), He
BBI3bIBAS M3MEHEHUH B YaCTOTE CEPIEYHBbIX COKPALICHUH WIM apTePHaIbHOM NABJICHHH B
OoJbLIeH CTENEeHH, YeM 3TO YCTAHOBJICHO MPOTOKOJIOM. McceoBaHue TakKe OTCIEKUBAIOCH
B OTHOIICHHH TOrO, KaK JOJTO YYaCTHHK OCTaBAJICS Ha 3TOM YPOBHE CENALMH;, CeNarlHs

CUUTAJIUCH MPEOAOJICHHON, KOT/Ia YYaCTHUK MPOOYIKAAICS M CIOHTAHHO pearupoBal.

[0370] (2) PANSS. U3meHeHHe TO CpPaBHEHHIO C HUCXOAHBIM YPOBHEM IUJIsi YMEPEHHO

B036Y)KI[6HHBIX MNannueHTOB

[0371] 3) OOGmee xmuuuyeckoe BredaTnenune yayumenus (CGI-I) (HanwmonanbHerid

WHCTHUTYT TICUXUYECKOTO 370pOBbsi, 1976) B nuanazoHe ot 1 (04e€Hb CUIIBHO YIIYYIIUIOCH) 10
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7 (o4eHb CHUJIBHO YXYALIWIOCH) IO CPABHEHUIO C MCXOAHBIM ypoBHeM. Kaxxmoro y4yactHuka
OLICHUBAJIM HA OCHOBE CTENEHU TSDKECTH akuTauuu 4yepes3 15 u 30 MUHYT A KaXkIA0H A03bI
nH(Y3UH, B KOHEUHONW TOYKE U B MOMEHT BPEMEHHU BO3BpALIECHUs TOKa3aTeNlel y4acTHUKA K
UCXOIHOMY YpPOBHIO (B TepMuHax ypoBHs Bo3Oyxknenus). Ilokasarens CGI-I HaueneH Ha

OINPEACTICHUE TAXKECTU AXKUTALIUN, 4 HE TAXKECTDb 3a00JIeBaHUS.

[0372] (4) Tlocne ocTaHOBKM mpoOBeAeHUs WH(PY3UM, YYACTHUKOB OLIEHUBAJIA Ha
COOTBETCTBHE BBIMHCKE TIJIABHBIM HCCIIENOBATEIEM WM YIOJHOMOYEHHBIM COTPYAHHKOM,
KOraa OH yOexjajcs B WX BO3BPAIIEHHWH K MCXOJHOMY YPOBHIO BOCHPHUMYMBOCTU U
oco3HaHMsl Oe3 HapylleHuil OanaHca, TOXOAKH M BPEMEHH pEaKUUH MPH ONpeeIeHUH

OCHOBHBIM HCCJICZIOBATENIEM HJIH YIIOJTHOMOYEHHBIM COTPYIHUKOM.
PE3VYJIbTATBI

(A) UccnenoBanue 3¢ppeKTHBHOCTH

RASS (mxana amuranuu-ceganuu Puumonaa)

[0373] B rpynme nedenns 9 u3 10 maruentos (cyowektor 1-3, 11, 12, 14 u 16-18) nocturamu
nokasarenst RASS no menbiieit mepe -1, Torna kak B rpynne miane6o (cyobektsl 5 u 7-9)

UCTIBITHIBAJIA 3HAUNMYIO cepannio (cM. Dur. 12 u tabnuny 41).

[0374] Tabnmuua 41. Hzo0pakenst mnokasarenn RASS mnauumeHtoB ¢ musodpeHuei,
NOJYYAOUINX ~ MHPY3UIO  AEKCMEAETOMHIWHA  TUAPOXJIOpUAA M HOPMAJbHOIO

(bH3UOJIOTHYECKOTO PACTBOPA

3nayenuss RASS nocie Hauana uHdy3uu

Ne manuenra

Uupysua [l |2 |3 [4 [5 [7 [8 o [Ji1 [i2 [14 [16 [17 [18
(uumyr) [T [T |T [T |Pp [P [P |P |T |T |T T |T
0 1 3 1t [ttt [ttt 1 o
15 2 -1
30 o o Jo Jt 1t 1 Jt Jo Jo Jo Jo TJo
45 0 -1
60 0o -1 Jo Jt [t Jo Jt Jo Jo Jo TJo

75 -1 -1 1|1

90 o [1 Jo Jo | 0

105

120 o o Jo Jo | -1

135 0

150 0 0 0 1
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165

180 0 0 0 1

T — rpynna neuenus; P — rpynna minaune6o
PEC (xommnoneHT Bo30y>xneHust PANSS)

[0375] B rpynmne nedenust 9 u3 10 maumentoB (cyobexktol 1-4, 11, 12, 14, 16 u 17) umenu
QKUTALHMIO, YMEHBIICHHYIO 10 MUHUMyMa (KaK u3mMepeHo ¢ nomoinsto oreHku PEC paBHoit 7

win Hiwke) (cM. Tabmuny 42 u @ur. 13).

[0376] Tabnuua 42. U3o0paskennl nanubie PEC manueHToB ¢ mu30ppeHne, moyqaromux

NHQY3HIO IEKCMEeIeTOMUNHA 1 HOPMAJIBHOTO (hPH3HOJIOTUIECKOTO PAacTBOpa

3nauennst PEC nocie Havana undysuu
Ne nanuenTa
1 2 3 (4 |5 |7 |8 |9 |11 |12 |14 |16 |17 |18
Bpemst (Mun) |T |T |T |T |P |P |P [P |T T T T T T
0 9 16 |12 |9 |11 |12 |9 |13 |13 |13 |10 |10 |10
15 5 13 |12 |9 |10 |12 |9 |13 |13 |13 |9 9 8
30 12 |10 |8 |9 |9 |8 12 |11 |13 |6 6 7
45 11 |7 |18 |9 |8 |8 |12 |9 10 |6 6 5
60 9 6 |7 |8 |8 |8 |13 ]9 10 |5 7
75 7 7 (8 |8 |7 [11 |7 8 5 5
90 7 17 |9 |7 [11 6
105 7 |8 |8 |7 |10 5
120 7 |8 |8 |7 |10
135 7 |8 |7 |7 |9
150 8 |7 |7 |9
165 8 |8 |7 |9
180 8 |8 |7 |10

T — rpynmna neuenus;, P — rpymnna miane6o
(B) ®apmakokuneTnueckoe uccnenosanue: (PK nccienopanue)

[0377] B mna3mMe manueHTOB BO  BpeMsi HMH(Y3MM TakkKe U3MEpSUIM  YPOBEHb
IeKCMeneTOMUINHA. Pe3ynbratel  mpenctaBieHsl B Tabmume 43, MakcumaibHbIe
KOHIIEHTPALMN IEKCMENeTOMHUINHA y TanueHToB ¢ Immsodpenueit (Cp,y) BapbUPOBATU OT
oKoJ10 22,45 nir/mit go okonio 406,3 nir/mut. Bpemst noctiskerus: Cpy,x HAXONUIOCH B AHATIa30HE

oT okojo 15 muHyT no okono 105 munyt. Cpemnsist ckopocTe HMH(QY3uu cocrtasysieT 0,36
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MKI/KI/4 ¢ MaKCUMAaJIbHOH CKOPOCTBEO B nuamna3zoHe oT okoso 0,2 Mkr/kr/4 mpo okoso 0,6

MKI/Kr/4 (cm. ¢purypsl 14, 15 u 16).

[0378] Tabmuua 43. M3o00pakeHbl KOHLEHTpauuud (Ir/mMij) B TIUIa3Me€ [allUEHTOB C
mu3oppeHneil B pa3Hble MOMEHThI BPEMEHH BO BpeMsi WH(PY3MH IEKCMEIeTOMHIMHA

TUAPOXJIOPHAA U HOPMAJIBHOTO (PU3NOJIOTHYECKOTO PacTBOpa

F¥POBEHL KOHWEHTRALHH B TUTATHE (KO MiMT)
I:ﬁ:: 1 2 3 4 5 ¥ 8 g 11 12 14 16 17 18
T T T T F E P P I I T T T T
O HIKD| HOKO HMOED |[HNEO | HREOD (TR | TR | HINES | FINED | MK | HIOEKD | HOEO | HINKG
15 (2245 HNED [HOKO | HOEKO |IOKD (KD | 4101 |H0ED (HGKO | 256 | 1587 | 4836
3 1472 |HOKC [HOKC [HOED [HNEO [ HOKO (HIOKG (AOKO | 6291 [ 487 | 32686 | 1330 (HOKO | 3453
45 HOKO (HOEKO (HOEC | HNKO | HITEO (IO 12407 | 3051 | 46353 | 41,17 | 3093
& HOEO (HOEO | HOEKO | ITK (IO | 15047 | 1086 | 4043 | 67.88
5 MITKO( HITKCY  HITKO| HOKOQ| HIOKG 158,34 1228
90 443 |HNOKO| HOKO |IMIKC | BIIKO PEFSE
105 HIMEC | HOKD | AR | 15D 1673
120 HNED | HOKD | HITKG | HTIKD
135 HMED | FINKD | 1ITTEC | HITKD
150 HMEO | HOKO | AR | 15D
143 HITEO | HMKO | MTTKC (IITTEC
180 HIEKO | FINEKO | RITIKG (T
5was|
po,1o
ok HTE
(Mo
. 19 5 60 149 180 130 150 179 68 103 64 66 36 a0
Hhys
Hu
[MHA)

*HITKO — Hmke npenesna KOJTMYECTBEHHOTO ONpeeIeHuUs
T — neuenue; P — muanebo

[0379] O6cyxknenue: Beenenue nekCMeneTOMUANHA TUAPOXJIOPUAA B/B MyTEM BBI3BAJIO >=
50% camwxkenne nokazatenss PEC y Bcex 7 u3 10 cyObekToB, n oguH cyObekT (manueHTt 1)
pearnposan npu Cmax 22 nr/ma. YV 5 u3 10 cyObekroB (maumentst 1, 2, 3, 16 u 17)

nponemoHcTpupoBaHo 40% cHmwkenue nokazatens PEC mpu Cmax = < 72 nr/mn. Xopomue
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NOKa3aTeNN PEaKIMH IMPU 3TUX YPOBHAX 3KCIO3ULMH B IUIA3M€ YKa3bIBAIOT HA TO, HTO
CyONMHIBANIbHOE BBEIEHHE JEKCMENETOMUANHA MPU CXOIHBIX MM OOliee BBICOKHX YPOBHSX
skcno3nnuu Cmax OynayT obecrnedynBaTh XOPOLIME MPOTUBOAKUTALMOHHBIE dh¢dekThl. Kak
NOKa3aHO B TMpuMmepe O BbIlIe, CYOJUHIBAJBHBIA JEKCMENETOMHAMHA THAPOXJIOPHI,
BBOJMMBIH 3JOPOBBIMHU TOOPOBOJIBLIAM, CO3IABAJIN XOPOLINE YPOBHH SKCIIO3ULIUH B IIA3ME B
noszax 10, 20 u 40 mukporpaMm, 4TO yKa3bIBa€T Ha TO, YTO TAKUE AO3bl JOJIKHBI MOAXOAUTH
IUISL TIOJTYYeHUST XOPOLIMX MPOTUBOAKUTALIMOHHBIX 3P QPEKTOB (HAmpuMep, Py U3MEPEHUH 110
camwkennto mnokazarenss PEC) y Bo30ykOoeHHbIX CyOBEKTOB, BKJIIOYash CyOBEKTBI C
MU30(pPEHUH, TIPH 3TOM TaKXKe HE CO3JaBasl KIMHMYECKH 3HA4YMMble BpenHble 3 dexTsl Ha

apTepuabHOE AABJIEHHE W/ WM YaCTOTY CEPACUHBIX COKPALIEHHH.



dopmya U300peTeHUS

1. KoMno3uums B BUAE paCTBOPUMOM TIJICHKH, COJICpKaILAs:
(1) IEKCMEAETOMUJUH WK €T0 (papMalleBTUYECKHU MTPUEMIIEMY O
COJIb,
(11) BOAOPACTBOPUMBINA MOJUMEDP, MPEACTABAIONIMNA COO0H
TUAPOKCUITPONUAJILICIITIONI03Y, UMEIOIIUH MOJIEKYJIAPHYIO MacCy
oT 0k0J10 5000 maneToH 10 0KOJI0 49000 MaNBTOH U
MPUCYTCTBYIOLIUNA B KOJIMYECTBE OT 0KOJIO 2% 10 0ko0710 15%
Macc./Macc. B IEPECUYETE HA OOULYH0 MACCY TUICHKH,
(111) BOJOPACTBOPUMBII MOJIUMED, MPEACTABIIAKOIINN COO0M
TUAPOKCHUITPONAJILICIITIONIO3Y, UMEIOIIUN MOJIEKYJIAPHYIO MacCy
oT 0k0J10 90000 maneToH 10 0k0J0 200000 1ANTBTOH U
MPUCYTCTBYIOLIUNA B KOJIMYECTBE OT 0KOJIO 3% 10 0k0J10 8%
Macc./Macc. B EpPEecUETe Ha OOULYH0 MACCY TUICHKH,
(1v) BOIOPACTBOPUMBIH MOJIUMED, MPEACTABISAIOMMNNA COO0H
THIPOKCUIPONUAILEUTION03Y, UMEIOLIUNA MOJIEKYISIPHYIO Maccy
oT 0k0J10 200000 naneToH 10 oko0 500000 nanbTOH K
MPUCYTCTBYIOLIUAN B KOMMYECTBE OT 0K0JIO 10% 10 okoso 50%
Macc./Macc. B IepecyeTe Ha OOLIyI0 MacCy MJICHKHU; U
(V) NOJIMATUIICHOKCHT, UMEIOLLIMI MOJIEKYJISIPHY0 MacCy OKOJIO
600000 n1anbTOH U NPUCYTCTBYIOWIUKA B KOJTUYECTBE OT OKOJIO
40% 1o okono 70% macc./Macc. B nepecueTe Ha OO0LIy0 Maccy

ITUICHKH.

2. Ilmenka no m. 1, rae AEKCMEAETOMU/IMH 110 CYILIECTBY PABHOMEPHO

pacrpeiesieH 1Mo BCeil MICHKE.



3. Ilnenka mo m. 1, rae 1eKCMEAETOMUUH WM €ro (papMalieBTUYECKU
npueMjieMas COoJib MPUCYTCTBYIOT B KOJIM4YecTBE OT 0K0J0 0,05% 110

oko0J10 3% macc./macc.

4. Tlnenka mo n. 1, HeoOs3aTeNbHO coaepxauias (papMalleBTUUECKH
NpUEeMJIEMbIE HOCHUTENIM, BBIOpAHHBIE W3 TPYIIMIbI, COCTOAIICH U3
AKUTKAX HOCHTEJIEH, apoOMaTH3aTOPOB, MOJIC/IACTUTEIICH,
OCBEXKAIOIUX areHTOB, peryiaupyromux pH areHToB, ycwiurenei
MPOHUILIAEMOCTH, IIACTU(PUKATOPOB, 00BEMOOOPA3YIOIIMX arc€HTOB,
MOBEPXHOCTHO-aKTUBHBIX BEILIECTB, MPOTUBOBCIICHUBAIOIINX are¢HTOB

Y KpacHUTeJie.

5. Tlnenka mo n. 1, rane nomumepel B (i), (ii1) u (iv) HMEKOT
MOJIEKYJEIpHYI0 Maccy okojio 40000 nanbToH, okono 140000 naneTOoH

u 0k0J10 370000 ma1bTOH COOTBETCTBEHHO.

6. [Inenka mo m. 1, rae 1eKCMEAETOMUIUH WK €ro (papMaleBTUYECKU
npuemsiemMas CoJib MNPUCYTCTBYIOT B KOoJau4ecTBe OT Okosio 0,5

MHUKpOTrpamMma a0 okoJio 200 MUKpoTpamM.

7. llnenka mo mao0omy w3 ni. 1-6, rae JeKCMEAeTOMUIUH WM €ro
(apMaLIEBTUUECKH TNpHUEMJIEMAs COJIb TMPUCYTCTBYIOT B KOJIMUYECTBE
okojo 10 wmukporpamm, okoyso 20 Mukporpamm, okojo 40
MHUKPOTpaMM, OKOJ0 60 MuKporpamm, OkoJio 90 MHKporpamMm WiIu

ok0Ji0 120 Mmukporpamm.

8. IInenka no nrobomMy u3 mi. 1-6, rjie ykazaHHas IJI€HKA BBOJUTCS B

BUJIE OAHOM WM OoJiee €AUHHUL, YTOOBI 00ECMEeUYUTh OOIIYIO



CYTOYHYIO JI03Y JICKCMEJAECTOMHUAMHA WK €ro (papManeBTHYECKU

MPUEMJIEMOM COJIM, COCTABJISIOULYO 0KOJI0 120 MUKpOrpamm.

9. Ilnenka no moOomMy w3 mm. 1-6, rae ykazaHHas IJIEHKa BBOJUTCS B
BUJIC OJIHOM WM 0ojiee €IMHMIL, 4YTOOBI 00ECNEUYUTHh OOIIYIO
CYTOUYHYIO /103y JEKCMEICTOMUAMHA UK €ro (papMalieBTUYECKH

MPUEMJIEMOM COJIM, COCTABJIAIOLTY0 0K0JI0 180 MUKpOrpamm.

10. Ilnenka o nmobOomy u3 nim. 1-9, rae AeKCMEACTOMUAMH WIH €ro
(dapMalLIeBTUUECKH MpHEMJIEMAs COJIb TPEJACTABISIET COOOH

ACKCMCIACTOMHUIAWHA T'MAPOXJIOPHUI.

11. Tlnenka mno JrOOOMY W3 MOPEABIAYUIMX IMYHKTOB, TJ/I€ IJIEHKA
pacniagaercs B TeueHue 120 cekyHa win OOJIbIIEe MPU KOHTAKTE

CO CJIM3UCTOM 000JI0UKOM MOJIOCTH PTa.

12. IlpumeHeHne TuieHKH no Jmodomy w3 nm. 1-11 mua nedeHus

AKUTaAluH.
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OUI'. 1. Bun B monepedHoMm paspese (OOKOBOH) U BUA MOBEPXHOCTH (CBEPXY) THIIOBOH MOHOJIUTHOH MaTpPHUYHON
MIJICHKH

Bun B
MOMEPEYHOM
paspese

Bup nosepxHOCTH
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OUI'". 2. Bun B nonepe

© BI/II[ B OKOBOI/I) 1 BUJ HOBerHOCTBI/IH HOBerHOCTI/IH
MHKDODA3MELIEHHON M 1o neneupon 1
paspese
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QUT. 3. Tuddysus nexcMeneromunnta B cocraBax 1-7 u cocrase 11 u npenapare Precedex® yepe3 MeMOpaHy KyJIbTypbl KJIETOK
POTOBOM MOJNIOCTH

or

Jekcen. KyMynsaTUBHOE KONMYECTBO (Hr)

e g A
sttt -
s PP
e s
| P e
B s citans wore B
R s
st REIES
bR
errner G

2
/r/a//z/t’/z.v‘/f/x

2k GE ¥ K .7

Bpems (4achbl)

Cocrtas 1 —10 mKr i COCTAB 2 —11 MKT
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senseigeoeere COCTAB 11 — 10 MKr
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OUI'. 4. Cpennee 3HaueHHE JIorapuMa KOHLIEHTPALUN JEKCMEIETOMUANHA B TUTa3Me B 3aBUCUMOCTH OT BPEMEHH /ISl yPOBHEH
103 10, 20 u 40 MKT geKCMeIEeTOMHUINHA [T CYyOJIMHTBAJIbHON TUIEHKH, MONTyJIOrapu(pMHUEcKast ImKaaa
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OUTI'. 5A. ManuBunyanbHble PO 3aBUCUMOCTH KOHLIEHTPAIIMH JeKCMETeTOMUIHHA
OT BPEMEHH JIJIsl BCEX CYOBEKTOB MO J03aM IOCHE BBEASHUS TeKCMEIEeTOMUTUHOBOM

cyOnuHTrBaNbHOMN 1eHKH (10 MKT) B nosynorapudMudeckoi mkae

Ho3za = 10 Mxr

3 l 3 l 3 l 3 l i l i [ i [ i I

i1 2 3 4 5 6 7 8

@akTuyeckoe BpeMs (1)



6/22

OUTI". 5B. UnauBuayanbHbie TPOGUIH 3aBUCUMOCTH KOHIICHTPAIIUN TeKCMEIETOMUINHA

OT BPEMEHHU JIJIs BCeX CyOBEKTOB IO A03aM TIOCIJIE BBEACHUS IEKCMEIETOMUINHOBOM
cyOnuHTrBabHOH TUIeHKH (20 MKT) B moynorapudpMudeckoi mkaie

KonnenTparmus (ar/n)
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KonnenTpamus (ar/m)

OUTI". 5C. UnauBuayanbHbIe TPOGUITH 3aBUCUMOCTH KOHIICHTPALIUN TeKCMEIETOMUINHA
OT BPEMEHHU JIJIsl BCeX CyOBEKTOB MO J03aM IMOCHe BBEICHUS TEKCMEIeTOMUIMHOBOM

cyOnuHrBanbHOH TUIeHKH (40 MKT) B moyinorapudpMudeckoi mkaie
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~

OUI'. 6. Cpennee 3HaueHue VAS/S 1o CpaBHEHHIO C HOMHUHAJIBHBIM BPEMEHEM I10CJIE BBEACHUS JEKCMEIETOMUINHOBON
cyonuarBanpHoM meHku (10, 20, 40 Mkr) u muiane6o

Jleuenne = JlekcMeneToMHUIMHOBAS CYyOIMHT BaJIbHAS TIJICHKA Jleuenne = Ilnanedo
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OUT'. 7. Cucronnueckoe A/l B CcTOSTYEM MOJIOKEHUU B 3aBUCUMOCTH OT HOMHUHAJIBHOTO BPEMEHH TTOCJIC BBEACHUS IEKCMEIETOMUAMHOBOU
cyonuarBanpHoM meHku (10, 20, 40 Mkr) u muiane6o
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OUI'". 8. Cucronuyeckoe A/l B exaueM MOJOKEHUH B 3aBUCUMOCTH OT HOMHUHAJIBHOT'O BPEMEHH T10CJIE€ BBEJIEHUS IEKCMeIeTOMUIUHOBOM
cyonuarBanpHoM meHku (10, 20, 40 Mkr) u muiane6o

Jleuenue = ITnanebo
Jleuenne = JIekcMEACTOMHIMHOBAS CYOTMHTBATBHAS IJICHKA
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OUI'. 9. Iuacronnueckoe A/l B CTOSTYEM MOJIOKEHUU B 3aBUCUMOCTH OT HOMUHAJIbHOTO BPEMEHH TTOCJIC BBEACHUS IEKCMEIETOMUIMHOBOM

cyOnuarBanbHOM mieHku Ha 10 Mkr, 20 mxr u 40 Mkr 1 manebo

Jleuenne = JIekcMEACTOMHIMHOBAS CYOTMHTBATBHAS IJICHKA
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OUI'. 10. Juacronnmueckoe A/l B jnekaueM MOJOKEHUH B 3aBUCUMOCTU OT HOMUHAJIBHOTO BPEMEHH TOCJIE BBEACHUS JEKCMEIETOMUINHOBOMN
cyOnuarBanbHOM mieHkr Ha 10 Mkr, 20 mkr u 40 MKT U Tuane6o

Jleuenne = JIekcMEACTOMHIMHOBAS CYOTMHTBATBHAS IJICHKA
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OUI'. 11. YacroTa myJsibca B 3aBUCHMOCTH OT HOMHHAJILHOTO BPEMEHH TIOCJIE BBEICHHUS TEKCMEIETOMUIMHOBOM CYOIMHTBAIbHON TUIeHKH Ha 10

MKT, 20 MkT 1 40 MKT H m1anebo

Jleuenne = JIekcMEACTOMHIMHOBAS CYOTMHTBATBHAS IJICHKA
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OUT. 12. IIporeHT nanueHToB ¢ mm3odpenueii, nocrurmmx RASS -1 B rpynne nedenus (rpymnre, moJydaBiIeii B/B TeueHue
JOEKCMEASTOMUIANHA THAPOXJIOPUIOM) IO CPABHEHUIO ¢ TPYIIIOHN Tianedo
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OUI'. 13. Cpennee cHmkenune nokazatens PEC y mauneHToB ¢ mm3odpeHneii B rpymmne jJeueHus (TpyInie, nojay4yasiueii B/B Je4eHne
JIEKCMEIETOMUINHA THAPOXJIOPUIOM) IO CPABHEHUIO ¢ TPYMIION mianedo

IMoxa3zarens PEC ¢ TeueHuem BpemeHu
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OUI'. 14. MakcuMaJbHBIE 1O3bI B/B 1EKCMEACTOMUINHA THAPOXJIOPHIA, TIOTyYaeMble MALUEHTAMH C ITU30(QpEeHNEH Il JTCUSHHS AKUTallUN

O0was posza/kr
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OUI'. 15. O0mas BHyTpHBEHHAs 1032 B/B IEKCMEAETOMHNHA THAPOXJIOPUIA, TTOTyUYeHHAs MAUEHTaMH ¢ N30 PEHNEH sl JISUSHHSI
aXUTaAUUU
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OUI'. 16. Cpennsist KOHLUEHTpALUS B Tu1a3Me (IIr/MJT) B 3aBUCUMOCTH OT (pakTrueckoro BpeMeHH. CpenHue 3HaUeHUs! KOHLEHTPAuU B
IUIa3Me Y TAIMEeHTOB ¢ N30 PEHUEH, MOMyYaBIINX B/B JIeUeHHE EKCMEIETOMUINHA THAPOXIOPHUAOM, MONTyJIorapupMuIecKas mKana
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OUI'. 17. Cpennsist koHueHTpanus (£ CO) gekcMeneToMUanHa B IJIa3Me OT BPEMEHH,
OTCOPTUPOBAaHHAsI 110 YPOBHIO 103bI (JIMHEHMHasl 1IKaja)
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OUI'. 18. Cpennsist koHueHnTpanus (£ CO) gekcMeneToMUanHA B IJIa3Me OT BPEMEHH,
OTCOPTUPOBAHHASI ITO YPOBHIO TO3bI (MTOTyIoTaprpMUIecKast Ikasa)
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CpeaHAA KoHUeHTpauma (Hr/n)
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OUT". 19. Cpennee usmenenue (+ CO) noxazarenss PEC no cpaBHeHUIO ¢ HCXOAHBIM

CpeaHee nameHeHue nokasatena PEC no

CpaBHEHWNIO C NICXOOHbIM

(xoropra 3, no3a 120 mkr, O0e3 MOBTOP. 103bI)
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Cpep,Hee npoueHTHOE U3MeHEHKNE NOKa3aTenAa

OUT'. 20. Cpennee npouenTHoe usmeHenue (+ CO) nokaszarens PEC no cpaBHeHuto ¢

PEC no cpaBHEHUIO C UCXOAHbIM

UCXOAHBIM (KoropTa 3, no3a 120 Mkr, 6e3 TOBTOp. A03bI)
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