045213 Bl

(19) EBpa3suiickoe 11 (045213 13 B1
naTeHTHoe

Be4OMCTBO

(12) OIIUMCAHME U30OBPETEHMSA K EBPABUMCKOMY MMATEHTY

(45) [ata ny6nukauum v BelAauN nateHTa (51) Int. Cl. AG61K 31/4174 (2006.01)
2023.11.03 AG61K 47/38 (2006.01)
AL AG1K 47/10 (2006.01)
(21)  Howmep sassim A6IK 9/70 (2006.01)
202291530 A61P 25/18 (2006.01)
(22) [ata nogaum sasBKu
2019.06.26

(54) TNJIEHOYHBIA COCTAB, COAEPKAIIIMA JEKCMEJIETOMU/IAH, U CITIOCOB ETO

HOJYYEHUA
(31) 62/690,407; 62/693,726; 62/767,422; (56) US-A1-20140377329

62/787,649; 62/798,842; 62/849,747 [vjvsdﬁxl {‘?‘% 323321826398
(32) 2018.06.27; 2018.07.03; 2018.11.14; US-A1-20180098937

2019.01.02; 2019.01.30; 2019.05.17 WO-A1-2016061413
(33) US TOBIAS Joseph D., MD. Dexmedetomidine to
(43) 2022.09.30 Control Agitation and Delirium from Toxic Ingestions

. in Adolescents. J. Pediatr Pharmacol Ther, 2010,

(62) 202190115; 2019.06.26 15(1): 43-48

(71)(73) 3assutens n nateHToBnagenew;
BAMOKCAJ TEPAITBIOTHKC, UHK.;
APKC, JIJIK (US)

(72) Waobperartens:
Kakymany Bacykymap (IN), Mokka
®psHK, Jlarxua Yeran Jaanaroxan,
Xonuu Ipeua Kpucrnan, bapuxapr
Ckott JpBua (US)

(74) nNpencrasutens:
Ky3unenosa C.A. (RU)

(57) B u300peTeHny pacKpbITa CaMONOAEPIKUBAIOIIAs PACTBOPUMAst IUICHKA, COZIEpIKALLast IEKCMEACTOMU/IMH
WK ero (papMareBTHYECKH MpUeMIIeMyI0 coib. [IIIeHKy BBOAAT MEpOpatbHO IS JICUCHHUS Pa3IUIHBIX
COCTOSIHUH, B YaCTHOCTH XKUTALWH, ITyTEM TPAHCMYKO3aIBHOM JJOCTABKH aKTHBHOTO arcHTa.

I1d ¢ITsvo



045213

IlepexpecTHbIE CCHINIKM HA POJICTBEHHBIE 3aBKH

B nmanHHOl 3asBKe MCIpaIIMBacTCsl MPHOPUTET 10 IpenBapuTenabHbiM 3asBkam CIIIA: Ne 62/690407, no-
nmauHoi 27 wroHs 2018 1.5 62/693726, nomanHoi 3 utons 2018 r.; 62/767,422, nonannoi 14 HosOps 2018 r.;
62/787649, nonannoii 2 ssaBaps 2019 r.; 62/798,842, nonannoi 30 suBaps 2019 r.; u 62/849,747, nmomannoit 17
Mast 2019 r.; kakmas U3 KOTOPHIX BKIIIOYEHA B JAHHBIH JOKYMEHT TOCPEICTBOM CCBHUIKH B TIOJTHOM 0OBEME BO
BCEX CMBICIIAX.

O0J1acTh TEXHUKH, K KOTOPOI OTHOCUTCS M300peTeHHe

B nanHOM HOKYMEHTE pacKphITa CaMOMIOIIEPKUBAIOIIAs PACTBOPUMAs INICHKA, COIepIKaIas JeKCMeIeTO-
MUJIUH WK ero (HapMareBTHYCCKH MPUEMIICMYIO COJb. [IICHKY BBOISAT MEPOPATBHO IS JICUCHUS PAa3IAIHBIX
COCTOSIHUH, B YACTHOCTH )KUTALUH, ITyTeM TPAHCMYKO3aJbHOM TOCTaBKH aKTUBHOTO arcHTa. [IIeHKY TOTOBST B
BUJIC JICKAPCTBEHHOTO CPEJICTBA JJIsI MOJydYeHHs OBICTpOro Havana JeicTBUs 0e3 CyIIeCTBEHHOH cenalmuy,
OOBIYHO CBSI3aHHOM C BBEIICHHEM JIEKCMEACTOMHU/IMHA.

YpoBeHb TEXHUKH

Ha 17 nexabps 1999 r. Ynpasienue 1o KOHTPOIIO 3a poayKTaMu u yiekapcrBamu CIIIA yrBepauio mpe-
napat aexcMmeneromunuHa, PRECEDEX®, cocraBneHHbI B BUJe BHYTPHUBEHHOTO PAacTBOpa AJISl HEMPEPHIBHOM
UHQY3WUH, ¥ ONPEAEIIIIO €0 Ha3HaueHHE B KaueCTBE CEAATHBHOI'O areHTa JUIA MepBOHAYAIbHO MHTYOHMpOBaH-
HBIX TAIIMEHTOB M MALMEHTOB, HAXOMAIIMXCS HAa MEXaHMYECKOW BEHTWIALNH, BO BPEMs JICUCHHUS B YCIIOBHIX
naTeHcuBHOH Tepammu. PRECEDEX® 6bu1 mo3xe 0100peH B KayecTBE CEaTHBHOTO areHTa Juisi HEMHTYOHpPO-
BaHHBIX MAIIMEHTOB J0 W/MIHM BO BPEMS XUPYPIHUCCKUX U IPYTUX MPOIEIYP.

B nmomosHeHue K €ro MpUMEHEHUIO B KAYECTBE CEAaTUBHOTO, JEKCMEACTOMHUINH TakXKe 00J1alaeT aHajIbre-
TUYECKAMH W TPOTHBOAXUTALMOHHBIMU CBOIiCTBaMHU. TeM He MeHee, Ha CETOMHSIIHUN JeHb ObIO HE BO3MOXK-
HOCTH pa3paboTaTh COCTaB, COACPIKAIINK NEKCMEACTOMHUANH, ISl IPUMECHEHHUS B KadeCTBE MPOTHBOAKHUTAIIH-
onHoro arenta. Hanpumep, PRECEDEX® He sBiseTcsl MOAXOIANINM MPOTHBOAKUTALMOHHBIM areHTOM I10
CIICIYIOIINM IPUYMHAM: OH MOJKET B HACTOSIIEe BPeMsI BBOAUTCS TOJIBKO B TIOMEIIEHHBIM B MEIUIIMHCKOE y4-
peXIeHHEe MalUeHTaM; CIOKHOMU SBISETCS BO3MOXKHOCTh THTPHUPOBATH 03y A0 MOAXOASIIEH i1 KOHKPETHOTO
TAIMeHTa; CaMOCTOATEIbHOE BBEIEHWE, KaK TPABWIIO, SBISETCS HempakTHdHBIM, Mockoibky PRECEDEX®
BBOJIAT B BHJIC MHBCKIUY; U €TI0 BBIPAKCHHBIC CETATHBHBIC CBONCTBA MOTYT OBITh HEXEIaTeIbHBIMH BO MHOTHX
00CTOSATENBCTBAX IPH JICYCHUHN OECIIOKOWHBIX MAallMeHTOB.

[Mpomomkaer ocTaBaThCs HEYAOBIETBOPEHHAs! MOTPEOHOCTh B HE BBI3HIBAIOIINX IPUBBIKAHHE IPOTHBO-
QXKUTAIMOHHBIX JICKAPCTBEHHBIX cpeacTBaX. JIeKapcTBO Ha OCHOBE AEKCMENETOMHIUHA, KOTOPOE MOXKHO BBO-
JIUTh CaMOCTOSITENIFHO, HAIPUMEP NEPOPANILHO, I TOIyYeHUsT OBICTPOTO OOJIETYEeHUs IPU aXKNUTALUK 0e3 3Ha-
YUTETHHOHN cemanuu Oy/eT o4eHb IeHHBIM JOIOJTHEHHEM K BapHaHTaM JieueHHs axuTtarun. OTHAKO BBEICHHE
MEepOpaNbHO AEKCMEACTOMHUINHA TSI 0OecTiedeHnsT ObICTPOTO OOJIETYEHHUS NP aKUTAIMU SBISCTCA CIIOKHOU
3amaueil. Hampumep, 1 cyONMHTBANBHBIX TaOIETOK CBOWCTBEHHO TO, YTO WX IPOTIIATHIBAIOT IEPE] HMOTHBIM
pacTBOpEeHNEM M TPAHCMYKO3aJIbHOW JOCTaBKOH, YTO MPUBOAMT K PACXOAY aKTHBHOTO BEIIECTBa M3-3a MeTabo-
JIF3Ma TIEPBOTO MIPOXOXKICHHUS depe3 NedeHb. B pe3ynprarte, Mpu MpUMEHSHUH CYOIMHTBATBHBIX TA0IETOK MOTYT
HE JOCTHUTATh TEPANEBTHUECKUX YPOBHEH IEeKCMEICTOMUANHA B IIa3Me KpoBu. [lepopanbHbie cripen, B 9aCTHO-
CTH JUTS CYOJIMHTBATbHON NOCTAaBKH, TAK)KE UMCIOT HEJOCTATKU, TAKHE KaK HCTOYHOCTBH JIO3BI, MIPOTIaTHIBAHHE
JIEKapCTBEHHOTO CPEJCTBA, HEOOXOIMMOCTh YaCcTOTO JO3UPOBaHMS, HECOOIIOICHNE TAIMEHTOM CXEMBI JICUCHUS
M CTOMMOCTB TOTOBBIX NpemnapatoB. Kpome Toro, Obl10 00Hapy»XeHO, YTO CYIIECTBEHHBIE NOOOYHBIE S PEKTHI
CO CTOPOHBI CEPJACUYHO-COCYIUCTON CHUCTEMBI MPOUCXOAAT Yy JIOAEH, MOMydyaBIIUX AEKCMEIETOMMINHA TUAPO-
XJIOPHJ] TIPY BBEICHUU B Ka4eCTBE CYOJIMHIBAJIBHOTO crpest (CM. MEKTyHapOHYIO MyOJIMKalUIo TaTeHTHOH 3a-
sk Ne WO 2010/132882). B WO 2010/132882 yka3aHo, 4TO Korja ACKCMEICTOMUINHA THAPOXIOPU BBOIHU-
JM CyOJMHTBAIGHO WM BBOIWIH B/B, 3HAYUTEIHHOE KOJINYECTBO CYOBEKTOB HCIBITHIBAIN THIOTEH3UIO MOCTE
BBEJICHMSI BMECTE C HEXEJIaTeIHFHBIM BBICOKMM YPOBHEM ceJalud. | MoTeH3usl HaOIroqany Ipu CyOIHHTBaIb-
HoOM mo3e 100 MKT IeKcMeneTOMUIMHA 1, B MEHBIIIEH CTETIeHH, - TP J03¢ S0 MKT. DTH U ApyrUe OTpaHUYCHUS,
YCTaHOBJICHHBIC [T CYIIECTBYIOIINX COCTAaBOB IEKCMEACTOMUINHA, IIPHOCTAHOBIIIN pa3paboTKy IepoparbHOTO
cocTaBa JEKCMEISTOMHUANHA [UIS JIedeHNs akuTannu. OZHAKO aBTOPHI JAHHOW 3asfBKH B HACTOAIIECE BpPeMs He-
OKH/TaHHO OOHAPYKWJIM HOBBIF TEPOPATBHBIN INIEHOYHBIH COCTaB, KOTOPHIH MOYKHO BBOJHTH IS JICUCHUS aXKH-
TaIuu 0e3 BBINICYIIOMSIHYTHIX OTPaHUYCHUH.

CymHocTh n300pereHns

B nanHOM ommcaHWM IpeasiaraeTcsl CaMOIIOAIEPKUBAIONIAsT PACTBOPSIOIIAsiCs IUICHKA, coepiKalias JIeK-
CMEJETOMUINH WK ero (hapManeBTHYECKH MPUEMIIEMYIO COJIb, OAMH MM 00Jiee BOJOPACTBOPUMBIX TTOJIMMEPO-
BH, HE00s3aTEIbHO, OMH WK Oosiee (hapManeBTHYECKH ITPUEMIIEMbIX HOCUTENIEH, TNICHKA COCTaBJICHA JUIS BbI-
CBOOOXICHUS JIEKCMEIETOMUINHA, 00ecTieunBas abCOpOIHIO JEKCMEACTOMUINHA Yepe3 CIU3UCTYI0 000JI0UKY
st obecriederus 3HHEKTUBHOTO MPOTUBOKUTAIMOHHOTO OOJICTYCHHUS JJIS TIAIIMEHTOB B TCUCHHE MUHYTHI 0e3
CONYTCTBYIOIIEH 3HAYNUTEIHLHOMN CeIaliu.

B onmHOM BapmaHTe OCYIIECTBICHHS B JaHHOM H300pETCHHH MpenjiokeHa GapMareBTHIecKas IICHOYHAs
KOMITO3UIHS, TIOAXOIAIIAs ISl CyOIMHTBAIbHOTO BBEIEHIS, COACpIKAIIas MIIM COCTOSIIAS TI0 CYIIECTBY U3 Te-
paneBTHYecKH YPPEKTHBHOTO KOJIMUYECTBA JEKCMEACTOMHUINHA WIH ero (papMaleBTHIeCKH MPUEMIEMON COJIH,
MOJIMMEPHOTO KOMIIOHEHTA, COCTOSIIETO U3 OJHOTO WM 00Jiee BOAOPACTBOPHMBIX TTOJMMEPOB; U, HEOOsI3aTelb-
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HO, OJTHOTO WU OoJiee (hapMaleBTHYCCKH MPUEMIIEMBIX HOCUTEIICH.

B omHOM BapmaHTE OCYIIECTBICHHUS B JTaHHOM HM300pPCTCHUH IMPEUIOKCHBI IJICHOYHBIC COCTABHI, COJICP-
JKaIue TMOUI0KKY U3 IJICHKH Ha OCHOBE TOJMMepa (HampuMep, IUICHKY U3 MOJIMMEPHON MAaTPHIIBl 03 JIeKapCT-
BEHHOTO CpEJCTBA), COAEpIKaIIe Ha MOBEPXHOCTH TMOJJIOKKHA JAEKCMEICTOMHUANH WIH €ro (hapMaleBTHICCKH
MIPUEMIIEMYIO COJIb. JIeKCMeNeTOMUINH WK ero (apMaleBTHUECKH MpHeMyieMas COJb MOTYT TPaJUIlHOHHBIM
00pa3oM HaHOCHTHCS Ha TIOBEPXHOCTh IJICHOYHOW ITOJIOKKH, KaK YacTh KOMIIO3WMIIMH, TaKKe cojaepKarmiei
JKUJKUN HOCHUTENb, U HEOOA3aTeIbHO MOJMMEPHBIH KOMIIOHEHT /MM OJWH WIIM OoJiee MOTIOTHUTEILHBIX (ap-
MAaIlleBTHIECKH MPUEMIIEMBIX HOCHUTEIIEH (Jjanee Ha3bIBaeMbIX " IEKCMEIETOMUIUHOBON KOMIIO3HUITHEH").

JlekcMeTeTOMUIMHOBAsT KOMITO3UIIHS, B OJTHOM aCIIEKTe 3TOTO M300pPETCHHUs, MOTYT HAHOCUTH HA IJICHOY-
HYIO MOJJIOKKY B BUJIC CUHCTBCHHOHN KaIUIA WJIM HECKOJBKHX Kamlellb B OJHOM HJIH 00Jiee KOHKPETHBIX MECTaxX
TIOJUTOKKH WJIH, aTbTEPHATUBHO, TOCPEICTBOM JAUCKPETHOTO pa3MEIICHUs (HapuMep, MUKPOPa3MEIIICHUS ) ICK-
CMEIETOMUUHOBOI KOMITO3HMIIMH B OTJEILHEIX MECTAX Ha OOBIYHOI IUIEHKE IIaneoo.

B nmpyrom BapmaHTe OCYIIECTBICHHS B JaHHOM H300pETCHHH MPEIUIOKEHBI IUICHOYHBIC COCTaBHI, COJICP-
JKaIue TOJIOKKY U3 TUICHKH Ha OCHOBE MOJIMMepa (Hanmpumep, IICHKY U3 TOJIMMEPHON MaTpHILI 0e3 JIeKapCT-
BEHHOTO CPEJICTBA), Ha IMOBEPXHOCTH KOTOPOH depe3 TpadapeT HaHeCeHa AEKCMEICTOMHUINHOBAS KOMITO3ZUITUS
Ha OJTHO WJIH O0Jiee TUCKPETHBIX MECT.

B npyrom acmekTe neKCMeIeTOMUINHOBAS KOMITO3UITUS MOKET MTPUCYTCTBOBATh HA TIOBEPXHOCTH TUICHOY-
HOW ITOJJIOKKH TIOCJIe CYIIKH B BHJE OJHOW WM 0oJiee NMCKPETHBIX JIMHUN. JIMHWIO(M) MOTYT HAHOCUTH C HC-
MOJIb30BaHUEM JIHOO CcIIoco0a MPsSMOTo pa3MeEIIeHUs W TpadapeTHOTO HAHSCEHUSI.

B HEexoTOpBIX BapHaHTax OCYIIECTBICHUS MOUIOKKA (HOPMHUpPYETCS B BHIE HEMPEPHIBHOTO MOJIOTHA TUIEH-
KH, KOTOPOC MOXKET pa3pe3aTh Ha MCHBINUE OTICIbHBIC TUICHKU IOCIC PAa3MEIICHUS OTICIBHBIX CAUHUIL JICK-
CMEICTOMUIMHOBON KOMITO3HIIMU M CYIITKH.

OIHUM MPEUMYIIECTBOM TaKHX IUICHOK SIBIISICTCSI CIIOCOOHOCTH pa3MeEIIaTh BBICOKYIO KOHIICHTPAIIUIO JICK-
CMEICTOMUIMHA HAa MOBEPXHOCTHU MOMJIOKKH "Tuiarne0o" it ObICTPOi TpaHCMYKO3aIBHOM JOCTaBKH JACKCMEIe-
TOMHIMHA. [IpyTUM MPEUMYIIECCTBOM SBISICTCS TO, YTO MUCIOJNB30BaHHE WHIUBUAYAIHLHO C(OPMHUPOBAHHBIX 103
OTpaHWYMBACT BapHaIlU KOJUIECTBA AaKTUBHOTO MHTPEIUCHTAa MEXITY JO3UPOBAHHBIMH €AWHHUIIAMUA. B gacTHO-
CTH, B CiIydae KOT/ia Ha MMOBEPXHOCTH IJICHOYHOW TOJIONKKA TpadapeTHBIM CTIOCOO0OM HAHOCHUTCS IEKCMEETO-
MUMHOBAsS KOMIIO3HIIHSI, IPEUMYIIIECTBA BKITIOYAIOT CIIOCOOHOCTD JIETKOE UCIIOJHEHUE NEKCMEICTOMUIMHOBON
KOMITO3UITUH COOTBETCTBYIOIICH TOJIMHBI Ha TIOBEPXHOCTH TUICHKHU. Elle 0AHO MPEeMMyIIECTBO criocoba pas-
MEIICHHS BKIIOYaeT B ce0s1 clToCOOHOCTh BKITIOYATh KOMOMHAIIMIO JEKCMEACTOMUINHA WA ero (hapMarieBTHYIe-
CKH TIPUEMJIEMOH COJIM M OJHOTO HIIM OOJiee JNOIOJTHUTEIHHBIX aKTUBHBIX BEIIECTB B OJNHY CAMHUYHYIO J03Y,
JTaKe €CIIM aKTUBHBIC MHIPEAMCHTHI B MPOTHBHOM cliydae HE OyIyT HECOBMECTHUMBI IPYT C IPYTOM, MOCPEICT-
BOM OTJICIFHOTO Pa3MEUICHUS 3TUX AKTUBHBIX MHTPEIUCHTOB B OTMACIBHBIX MECTaX Ha MOJIoXKke. Eme ogHuM
MPEUMYIIECTBOM SIBIIICTCS MPESAOTBPAIICHUE MPOU3BOJICTBECHHBIX MOTEPh, CBA3aHHBIX C TPAJAUIIMOHHBIMHU TIPO-
[[eCcaMu MPOU3BOJICTBA PACTBOPSIOMIUXCS TUICHOK. [I0CKOIBKY COCTABEI, UCTIONB3YEMBIC IS CO3/IaHUS TUICHKH,
00OBIYHO COZIEPIKAT OTHOCUTEIBHO JOPOTOCTOSIINE (DapMaleBTHUCCKUE penapaThl, TH MPOU3BOACTBEHHEIC TI0O-
TEPH TPEACTABISIOT 3HAYUTCIEHY) CTOUMOCTb.

B nomosHATETPHOM BapHaHTe OCYIIECTBICHHUS B H300PETCHUN MPEIOKEHbI IIJICHOYHBIE COCTAaBBI, COEP-
JKarme JeKCMEICTOMUINH WK €T0 (hapMaleBTHIECKH PUEMIIEMYIO COJIb, PACTIONOXKEHHBIE BHYTPH TIOJIUMED-
HOW MaTpHIlbl, HAIPUMEP B KOTOPOU JEKCMEACTOMUANH UITH €T0 (hapMareBTHIECKH TIpreMIIeMast CoJIb TI0 CyIIle-
CTBY PaBHOMEPHO pacIpeIeICHBI TI0 BCEH TUICHKE.

B manHOM M300peTeHNH TaKKe MPEII0KEHBI CIIOCOOBI TTOMYYeHHS MIICHOK COTJIACHO HACTOAIIEMY H300pe-
TeHHUI0. B 0THOM cmocobe moy4yaroT IUICHKY, B KOTOPOH HAHOCAT NEKCMEICTOMUAMH MU €ro (hapMareBTHYC-
CKH TIPHUEMIICMYIO COJb (HAIpUMEp, IO CYIISCTBY PaBHOMEPHO pPAaCHpEiCICHHBIC) B IOJMMEPHOW IUICHKE. B
JPYTOM CIOCO0E TONYYaloT IUICHKY, B KOTOPOH NEKCMENECTOMHUAMH WK ero (papMaleBTHYECKU MpUeMIIeMast
COJIb MMPUCYTCTBYET Ha MOBEPXHOCTHU TOJIOKKHU U3 IUICHKH HA OCHOBE TIOJIMMEPA.

B maHHOM JOKYMEHTE TakKe OIMUCAHBI, B KQYECTBC BApUAHTOB OCYIICCTBICHHUS U300pETCHHUS, PACTBOPEI
WIN CYCIICH3WH, COACPIKAIINe NCKCMEICTOMUINH WIH €0 (papMaIleBTUYCCKU MPUEMIIEMYIO COJIb, TIOAXOIAIIYIO
JUTSL pa3MENIeHNUsT Ha TIOBEPXHOCTH IMOJIOKKH W3 TUICHKH Ha OCHOBE TojuMepa (T.e. "JTeKCMeneTOMHINHOBBIC
KOMITO3UIUH").

B m300peTeHnn Taxke MPEeaToKEeHbI CIIOCOOBI JICUSHUS aXKUTAIMK Y YeJIOBeKa MyTeM BBEACHHS TUICHOK,
PACKPBITHIX B JTAHHOM JIOKYMEHTE. Pa3mudHbIe COCTOSHUS, TPEOYIONIHE POTHBOAKUTAITMOHHON Teparuu, MOX-
HO JICYUTh CyOJMHTBaIbHBIM BBEIEHUEM TUICHKH, PACKPHITON B JTAHHOM JOKYMEHTE, BKIIIOUas a)KHTAIUIO, CBSI-
3aHHYIO0 ¢ HEHPOJeTeHEPATUBHBIMU U HEUPOTICHXHUATPUIECKAMHU 3a00JIeBaHUSAMH, B YACTHOCTH Y HE TIOMEIICH-
HBIX B OONBHUILY MaImeHToB. Jleuenue obecnieunBaeT 3G (HEKTUBHYIO HEMPUHYAUTCIEHYIO MPOTHBOAXKUTAIIMOH-
HYI0 TEpAIHIo C aJCKBATHBIM NpodrieM 0e30MacHOCTH M ONarompHsATHON MEPEHOCHMOCTBIO, TAKUM 00pa3oM
YMEHBIIIask PUCK BOSHUKHOBEHUS BRICOKOTO apTEPUATLHOTO AAaBJICHUS / YTHETCHHS IBIXaHUS.

BBenenve mieHOYHONW KOMIIO3HITUN HACTOSIICTO H300PETCHUS MAIMCHTY, CTPAIAIONICMY OT a)XKHTAIUH, 10
CYIIECTBY CHIDKACT PUCK MPHUHYKACHUS U TPABMUPOBAHUS MAMCHTA U IPYTHX JIFOJICH MyTeM NpPeAOTBPAIICHUS
YXYIIICHUS WU OTPAaHHYCHUSI MPOJODKUTCIFHOCTH W TSKECTH BCIIBIIICK aKHUTAIMK. [[IeHOYHBIE KOMITO3U-
IIUU HACTOSAIIETO N300pETEeHUS 0OCOOCHHO MPUTOIHBI TIPH KOHTPOJIE CIIyYaeB OCTPOl akuTamuu. VX Takxke MOXK-
HO 0€3011aCHO BBOJWTH JTUOO B KIMHUYECKOM YUPEKICHUH, THO0 BHE KIIMHUYECKOTO YIPEIKIACHHS.
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DTH ¥ IpyTrHe NPU3HAKHY, TIPCUMYIIECCTBA K OOBEKTHI PA3IUYHBIX BAPUAHTOB OCYIICCTBICHHS OYIyT JIyUIIe
HOHSTHI CO CCHUIKOHM Ha CIIeIyIOIIee ONMCaHne JaHHOTO H300pETeHNsL.

Kpartkoe onucanue rpagpuyeckux MaTepuajioB

Ha ¢wur. 1 mokazan Bua B monepedyHoM paspese (O0KOBOW) M BUJ MOBEPXHOCTH (CBEPXY) TUIIOBOW MOHO-
JIUTHOM TUICHKH C COJIep KaIlel JIeKapCTBEHHOE CPEJICTBO MATPHULIEH, pACKPBITOM B IAHHOM JIOKYMEHTE.

Ha ¢wur. 2 nokazan Buj B monepevyHoM paspese (00K0BOi) U BUJ TOBEPXHOCTH (CBEPXY) THITOBOW IIJICHKH C
MUKpPOpa3MENIEHHOW MaTpULIEH, paCKpPhITOM B IAHHOM JJOKYMEHTE.

Ha ¢wur. 3 cpaBauBaeT nuddy3uro TIEHOYHBIX COCTABOB JIEKCMEIETOMHUINHA, OMMMCAHHBIX B JAHHOM J0-
KyMeHTe (TIpeJICTaBICHHBIX cocTaBaMu OT 1 10 7 u coctaBoM 11 u3 mpumepa 1 panee mo Tekcry) yepes MemOpa-
HY KYJbTYPBI KIIETOK pOTOBOH TIoJ0cTH 10 cpaBHeHHIO ¢ muddysnett PRECEDEX®.

Ha ¢ur. 4 nokazana cpenHee 3HaYCHUE JOrapu(Ma KOHIICHTPAIIUH JCKCMEICTOMUINHA B IIa3ME B 3aBU-
CUMOCTH OT BPEMEHH Ui ypoBHeH 103 10, 20 1 40 MKT JeKCMEISTOMUINHA JJIs1 CyOIMHTBALHON IUICHKH (IT0-
nynorapudmudeckas mkana). [[maHku morpemHocTed mpecTaBIsaoT | cTaHIapTHOE OTKIIOHCHHE.

Ha ¢ur. 5A n300pakeHbl HHAUBHUIYATBHBIC IPOQITH 3aBUCHMOCTH KOHIICHTPAIIMA JEKCMEICTOMHUIUHA OT
BPEMEHH ISl BceX CyOBEKTOB 10 JI03aM MOCJIC BBEACHHS JIEKCMEACTOMHUIMHOBOM CyONMHTBaIbHON 11eHKH (10
MKT) B TOJTyJIorapuMudecKoi mkajue. JlekeMeneTOMIINHOBas CyOIMHTBajIbHAS TUIEHKA IpUBEeAeHA puMepe 1,
cocras 12.

Ha ¢wur. 5B n3zo0pakeHpl HHIUBUAYaATbHBIE TPO(UITH 3aBUCHMOCTH KOHIICHTPAIINN IEKCMEIECTOMUIIHA OT
BpPEMEHH IS BCEX CYOBEKTOB TI0 J03aM TMOCIE BBEACHUS JEKCMEICTOMUINHOBOM CyOIMHTBALHOM TUTCHKH (20
MKT) B TIOJTyJIorapupMuIecKol mKajue. JlekeMeneTOMIINHOBas CyOIMHTBaIbHAS TUIEHKA pUBEAeHA puMepe 1,
cocras 12.

Ha ¢ur. 5C uzo0paxeHbl MHIUBUAYAITBHBIC TPO(UIN 3aBUCUMOCTH KOHIICHTPAIIMN IEKCMEICTOMUIIIHA OT
BPEMEHH ISl BceX CyOBEKTOB TI0 JI03aM MOCJIE BBEACHHS JIEKCMEAECTOMHUINHOBOM CYyONMHTBaIbHON TIeHKH (40
MKT') B IOJyJIOTapupMUIecKol mmKane. JlekcMeIeTOMUINHOBas CyOIMHTBaIbHAS TUICHKA PUBEACHA puMepe 1,
cocras 12.

Ha ¢wur. 6 m3o6paxkeno cpennee 3HadeHue VAS/S 1o cpaBHEHHIO C HOMHHAJIBHBIM BPEMEHEM IOCIIC BBe-
JICHHS ICKCMEIETOMUANHOBOM cyOnmHrBanpHoi twieHku (10, 20, 40 mxr) u miane6o. [JexcMeneToMUuIuHOBas
cyOnMMHTBaNIbHAS TUICHKA MTpUBEACHA puMepe 1, coctas 12.

Ha ¢ur. 7 m3o6paxkeno cucronmueckoe AJl B CTOSYEM TOJIOKEHHUN B 3aBUCUMOCTH OT HOMHUHAJIBHOTO Bpe-
MEHH TI0CJIe BBEICHHUS JACKCMEACTOMUIMHOBOM cyomuHrBasibHOM meHku (10, 20, 40 mMxr) u miane6o. JIexcme-
JIETOMHUIMHOBAs CyONMHTBaIbHAS TUIEHKA MIPUBeIeHa mpumMepe 1, coctas 12.

Ha ¢ur. 8 m3o6pakeHo cucromuueckoe A/l B yrexxadeM MOJOKEHUH B 3aBHCHMOCTH OT HOMHHAJIBHOTO
BpPEMEHH TTOCIIe BBEICHHUS ACKCMEACTOMUINHOBOM cyOonuHTrBasibHOM ieHku (10, 20, 40 mkr) u miane6o. Jek-
CMEICTOMUIMHOBAS CyOIMHTBalIbHAS TUICHKA TIPUBE/ICHA puMepe 1, coctas 12.

Ha ¢wur. 9 nzobpaxeno nuacronnueckoe AJl B CTOSYEM ITOJIOKEHUHM B 3aBUCHMOCTH OT HOMHHAIIBHOTO
BPEMEHH I10CJIE BBEJCHHUS JEKCMEIECTOMHIMHOBOM CyOiaMHrBanbHOW ruieHkd Ha 10, 20 u 40 Mkr u 1urane6o.
JlekcMeIeTOMUIMHOBAsI CyOIMHTBaIbHAS TUICHKA TIPUBEIcHa puMepe 1, coctas 12.

Ha ¢wur. 10 uzobpakeno nuacrosnmueckoe AJl B JiexadueM IMOJI0XKEHHH B 3aBUCHMOCTH OT HOMHHAJILHOTO
BPEMEHH TIOCJIC BBEJCHUS JIEKCMEISTOMUINHOBON CyOnMHrBaibHOU TuieHKW Ha 10, 20 u 40 Mkr u miane6o.
JlexcMeneToMUIMHOBas CYOIMHTBalIbHAS TUICHKA MPUBECHA puMepe 1, coctas 12.

Ha ¢wur. 11 m306pakeHa gacToTa ImyJibca B 3aBUCHMOCTH OT HOMHHAJIBHOTO BPEMEHH TOCJIE BBEICHHS JCK-
CMEJICTOMUANHOBOM CyOmuHTrBabHOM TuIeHKH Ha 10, 20 u 40 Mkr u miarne6o. JlekcMeneTOMUIMHOBAs CYOJIHH-
TBajbHasI IJICHKA TIpHUBeIeHa mpuMepe 1, coctas 12.

Ha ¢wur. 12 m3o0pakeH TPOIEHT MAaMEHTOB C Mmu30ppeHuei, nocturmux RASS-1 B rpymme iedeHus
(rpymrie, nomyyaBIIei B/B JieueHHE IEKCMEAETOMHIMHA THAPOXIOPUIOM) 1T0 CPAaBHEHHIO € TPYIION T1ane6o.

Ha ¢wur. 13 n3zo6paxeHo camxenne nokasareiss PEC co BpeMeHeM y manmeHToB ¢ mIn30(ppeHneii B rpyIme
nedeHus (TpyIIe, MOMyYaBInci B/B JIeYEHUE NEKCMEICTOMHINHA THAPOXIOPUIOM) IO CPABHEHHUIO C TPYIIION
ane6o.

Ha ¢wur. 14 u3o0pakeHsI MaKCUMAaIbHBIC O3B B/B JICKCMEICTOMUINHA THAPOXJIOPUAA, TOTyIaeMbIe Ma-
[UCHTAMU C N30 PEHUCH IS JICUCHUS aKUTAIINH.

Ha ¢wur. 15 nzo0paxkena o0mas BHyTpUBEHHAS /1032 JEKCMEIECTOMUINHA THAPOXJIOPHIA, TOTyICeHHAs I1a-
IIUCHTaMH ¢ N30 PEHUCH IS JICICHUS aKUTAIIHH.

Ha ¢ur. 16 uzobpaxena cpeqHssi KOHIIGHTpAKs B T1a3Me (/M) B 3aBUCUMOCTH OT (DaKTHIECKOTO Bpe-
MEHH y MAIEeHTOB C N30 PEHNEH, ITOIyIaBIINX JICYeHHE JeKCMEISTOMUINHA THAPOXIOPHUIOM.

Ha ¢ur. 17 uzobpaxena cpenuss konuenrpaus (£CO) nekcMeneToMUIMHA B IU1a3Me OT BPEMEHH, OTCOp-
THPOBAHHAS IO YPOBHIO 1036 (JIMHEHHAs IIIKaJIa).

Ha ¢ur. 18 m3o6paxena cpenuss konuenrpamus (£CO) nekcMeneToMUIMHA B IUIa3Me OT BPEMEHH, OTCOp-
THPOBAHHAS IO YPOBHIO JT03BI (TIOTyIoTapruMUIecKast mKana).

Ha ¢wur. 19 nokazano cpennee nzmenenue (£CO) nokazatens PEC mo cpaBHEHHIO ¢ HCXOIHBIM 3HAUCHUEM
y MaIMEeHTOB ¢ MHU30(QpEeHNEH, MOMYIaBIINX JICUCHHE JCKCMEIeTOMUANHA THaApoxiIopuaoM (120 MKr) mo cpas-
HEHUIO ¢ 00beIMHEHHOH Ipynmoi miarebo.
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Ha ¢wur. 20 moka3ano cpeanee nponentHoe n3amenenne (£CO) mokazarens PEC mo cpaBHEHHIO C HCXOII-
HBIM 3HAYCHHCM Y MAIUCHTOB C INMU30(PEHHUCH, MOMYJYaBIIUX JICUCHHE NECKCMEICTOMUAMHA THIPOXIOPHIOM
(120 Mxr), MO CpaBHEHUIO ¢ 00BETUHEHHOW TPYIIION TIAeoo.

IMoapo6Hoe onucanue CymHOCTU U300peTeHUst

CokparieHusl.

AD: 6one3Hnp Anprreiimepa.

[TIK: mmomane moj KpuBO.

TIK o, : TUTOIIATE TIOJ KPUBOM, PACCUUTAHHAS JI0 ITOCICTHETO HAOII0JaeMOT0 MOMEHTA BpEMEHH.

Cinax: MaKCHMaITbHAs KOHIICHTPANKS B IJIa3Me.

KT: xoMmberoTepHas ToMmorpadus.

DPBS: docdartro-conepoii Oydep dympOekko.

DLB: nemennus ¢ tensuamu Jlesu.

FTD: no6HO-BUCOYHOE 3a00JICBaHNE.

HPC: ruapokcunponunnesIoio3a.

IPD: cranuoHapHbI€ OTAEIEHUS.

MM: monekynsipHas Macca.

CBVY0en: CpeIHEe BpeMs yACpKaHUS, paCCUNTaHHOE JI0 MTOCIIETHET0 Ha0IF0JaeMOT0 MOMEHTAa BPEMEHH.

MPT: MarauTHO-pE30HAHCHAS TOMOTPA]USL.

MM: MIJUTAMETP.

OPD: amOynaTopHBIC OTIEICHUSL.

PANSS: mikana onpemeneHus MOJ0XKUTEIBHBIX U OTPUIIATSILHBIX CHHIPOMOB.

PEC: xommonenT Bo30yxnenus mo PANSS.

PEO: noiusTUIIEHT IUKOJIb.

PD: 6one3ns [TapkuHcona.

PTSD: noctTpaBMaTH4eCKOE CTPECCOBOE PACCTPOICTRO.

RASS: mkana axxuranuu-ceganuu PuaMmona.

TEER: TpaHC-3nUTEINaIbHOE 2JIEKTPUUECKOE COIPOTUBIICHUE.

Tmax: BPEMS TOCTHKECHUS MaKCHUMAaIbHON KOHIICHTPAIIUH B TIa3Me.

Mac.%: MaccoBO€ MPOIIEHTHOE COIepIKaHuE.

Onpenenennst

Crnegyer MoHMMATh, 4TO TEPMUH "TUIeHKA" B TAHHOM JTOKYMEHTE BKJIIOYAET B CeOSl TOHKHE TUICHKH, JICTHI
W TUTAaCTHHKH, B JII0001 (opme, BKIIIOYas IPSIMOYTOJIBHYIO, KBaIpaTHYIO TN JAPYTYIO xKenaemyto popmy. [1nen-
Ka MOXET UMETh JTI00YI0 HEOOXOAUMYIO TOJIITUHY U pa3Mep, TAKUM 00pa3oM, 4TO OHa MOXKET OBITh yIOOHO Cy0-
JUHTBAJILHO pa3MelieHa y MarueHTta. HampumMep, MmIeHKa MOXET MPECTaBIsATh cO00H OTHOCHTEIHHO TOHKYIO
TUICHKY, AMCIOIIYIO TOJNIIHHY OT 0K0J0 20 MKM 10 0k0yio 200 MKM, FITH MOXKET OBITh HECKOJIBKO 00JIee TOJICTOU
IUIEHKOM, MMerolel Tonmuny oT okoso 20 MkM 10 okono 1000 MxM. B onpeneneHHBIX BapHaHTaX OCYLIECTB-
JICHUsI U300PETCHUS TUICHKA MOXKET IPEACTABIATh co0O0M emie 0oliee TOJNCTYIO IUICHKY, HAPUMEDP, UMECIOIIYIO
TOJNIIMHY OoJiee 4eM 0koJio 30 MM.

Hcrnonk3yeMast B TaHHOM JTOKyMeHTe (pasa "BogopacTBOPUMBIH oauMep" OTHOCHUTC K (1) moaumepy, Ko-
TOPBIN IO MEHBIIIEH Mepe YaCTUIHO PACTBOPHUM B BOJE, U KEJATEIHHO TOJTHOCTHIO WM IIPEUMYIIECTBEHHO pac-
TBOPHUM B BOJIe, W/WiH (ii) moJmMMep, KOTOPBIH moriomaeTr Boay. [lomuMepsl, KOTOpPEIE MOTIOMAI0T BOIY, YITO-
MHUHAIOTCS B JaHHOM JIOKyMEHTE Kak BOZOHaOyxaromme moymMepsl. [loaxosmmue moamMeps! BKITIOYAI0T TOJTH-
MepBbI, KOTOPBIE SBIISIOTCS BOJOPACTBOPUMBIMHU IIPH KOMHATHOM TeMIlepaType W APYTUX TeMIlepaTrypax, TaKHX
KaK TeMIepaTypbl, IPEBHIIIAIONINEe KOMHATHYIO TeMIeparypy. Kpome Toro, moaxomsiue IoIuMepsl BKIFOYAIOT
MOJIMMEPBI, KOTOPBIC SBISIOTCS BOJOPACTBOPUMBIMU MPH JAaBICHHUSIX MEHee aTMoc(epHoro mapicHus. JKema-
TEJNBHO, BOJOHA0YXAIOIIUE TTOTUMEPHI HMEIOT TIOTJIONICHUE BOJBI IO MEHbIIeH Mepe 20 IMpOIEHTOB MO Macce,
HaNpUMep MOTIIONICHHUE BOBI 25 win 0oJiee MPOLCHTOB. B 0/THOM BapHaHTE OCYIIECTBICHUS TUICHOYHBIC COCTA-
BBl COJICpKAT OJMH WK 00Jiee BOJOPACTBOPHUMBIX IOJIMMEPOB, KOTOPBIE CIIOCOOCTBYIOT PACTBOPCHHUIO TUICHKU
TIPY KOHTAKTE C KUIKOCTSIMH ITOJIOCTH PTa.

TepmuH "coctaB" U "KOMIO3UIUA" UCHOJB3YIOTCS B3aUMO3aMEHSIEMO, 38 UCKIIOYEHHEM TEX CIIy4aeB, KO-
r/1a IBHO NIOJIPa3yMEBAETCs, YTO OHU UMEIOT pa3HbIe 3HAUCHIS.

Tepmun "dapMarieBTHIECKH TPUEMIIEMBIH HOCUTENb' OTHOCUTCS K ()apMaKOJIOTHIECKH HHEPTHOMY BeIIle-
CTBY, KOTOPOE MOXET HCIOJIh30BATHCS B KaUeCTBE HOCHUTEIA. VICTIONb3yeMBblii B TAaHHOM JTOKYMEHTE BBIpayKCHHE
"HocuTens" 1 "BCIIOMOTaTeNbHbIC BEMIECTBA" HCITOJIB3YIOTCS B3aUMO3aMEHIEMO, 32 UCKITIOUCHUEM TeX CIy4acs,
KOTJa SIBHO ITOJIPa3yMEBAIOT pa3HbIC 3HAUCHUS.

Hcnonb3yeMblil B JAHHOM JOKYMEHTE TEPMHUH "MOHOJUTHBIN" B KOHTEKCTE MJICHOYHOW KOMIIO3ULIUU OT-
HOCHTCS K O/IHOCJIOMHOH ITOJIMMEPHOM TUICHKE B BUJIE TFICHOYHOM MaTpHIb! "Mutane0o” mwin copepxauiei iexap-
CTBCHHOC CPEJICTBO IJICHOYHOW MATPHUIIBI. B HEKOTOPBIX aclmeKkTaX MOHOJHUTHAS TUICHKA MCIIONB3YETCs MPH MPH-
TOTOBJICHHH TICHOYHOW KOMIIO3UIIMH C MUKPOPAa3MCEIICHHON MAaTpHICH JIEKapCTBEHHOTO CPEJCTBAa B KaUCCTBE
MPOMEKYTOYHOTO MPOAYKTA IUICHKU C MaTpuUIleii 03 JIeKapCTBEHHOTO CPEICTRA.

Hcnonp3yemblii B JaHHOM JOKYMEHTE TEPMHH "103MpoBaHHast popma" OTHOCHUTCS K TJICHOYHOH KOMIO3H-
IIUH B 9aCTH, KOTOPAast JOCTABIISICT OJHY JO3Y, IPH OJHOKPATHOM BBEICHUH CyOBEKTY.
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Tepmun "caMoroyiepkuBatomas’” o3HayaeT, YTO IUICHKH B JTAHHOM JIOKYMEHTE IOJAJCP)KUBAIOT CTPYK-
TYPHYIO IIEJIOCTHOCTh IIPU OOpalleHl: ¢ HUMHU 0e3 HeoOXOANMOCTH B 3aliMTHOM ciioe. [Ipeanonaraercs Hamm-
YHie HEKOTOPOH TMOKOCTH IICHKH, M OHA MOKET OBITh JKeIaTeIbHOM.

Tepmun "pacTBOpsitomascs” 03Ha4aeT YTO TUICHKH B IAHHOM JOKYMEHTE, JIETKO PaclagaloTcs, HalpuMmep,
M0 MEHBIIEH Mepe B TeueHHe Ookoio 20 MHH IOCie IPIMEHEHHS Ha CIM3UCTON 000104Ke mojocTH pra. Pacma-
JICHHUE JOCTHTAETCs C MTOMOIIBIO CIIFOHBI W/WIIN APYTHX BOAHBIX CPEI HA TIOBEPXHOCTH CIU3UCTON OOOJIOUKH.

Tepmun "0e3 CylIeCTBEHHOH cemanuy’ W TOMY IMOJOOHOE O3HAYAeT, YTO MAIMEHT WCIBITHIBAET YPOBEHB
Ce/IaIii, He TPEBBINIAIONTNI YPOBEHD 3 110 IIKaje cepanui Pamces. YpoBeHs 3 03HAYaeT, YTO MAIIUEHT yCIIOKO-
€H, HO OTBEYAeT Ha KOMaH/bl. B HEKOTOPBIX acreKTax AEKCMEIECTOMMIMH MOKET J03UPOBATHCS JUIS JOCTHIKE-
HUS OIICHKH -1 (JIeTKas celaius) 1o Ikaie axuranuu-cenanun Puamonna (RASS).

Hcnonp3yemslil B TaHHOM JOKyMEHTE TepMHH "OKkojo" o3HadaeT Iuntoc uix MHHYc 10% OT yka3aHHOro
YHCIIOBOTO 3HAUYCHMS.

Hcnonp3yemast B JTaHHOM JIOKyMEHTE (pa3a "pacIiojoXeHHbIH B MOJMMEPHON MaTpHie" O3HadaeT, 4YTo
JEKCMEIETOMHIMH WM €ro (hapMalleBTHYECKN IpueMieMas CoJib BKIIIOYEHA HEMOCPEACTBEHHO B PAacTBOP IO-
TuMepa tiepel o0pa3oBaHUEM ITICHOYHOW KOMITO3UITUH ¢ TBEPAOH TIOTUMEPHON MaTpHUIIEH.

Hcmonk3yeMast B TaHHOM JOKyMEHTE (pa3a "pa3MelIeHHbI Ha MOBEPXHOCTH MOJUMEPHONH MATPHUITH" 03-
Ha4JaeT, 4YTO AEKCMEACTOMHUINH HIIH ero (hapMaleBTHYECKH IpHeMIIeMast COJIb COCTABJICHBI B BUE JKUAKONH KOM-
MO3WIINH, OTIEIBHO OT NMPHUTOTOBIICHHUS TBEPIOH MOJUMEPHON MATPHIBI, M OHA pa3MeIleHa Ha TBEPAOM IOJH-
Mepe, HalpuMep B BHIEC OJHOTO WwiH Oojiee MUKPOpPa3MEIIeHHH, I OHa BBICHIXaeT. BRICYIIEHHBIN Ipemapar
WHOTJa YIIOMHUHAETCSI B TaHHOM JOKYMEHTe Kak "TUIeHKa ¢ MUKpopasMemeHHOW marpuiei". JlekapcTBeHHBIH
KUJKUH COCTaB MOKET HaXOAWTHCS B JII000H (hopMe, BKITIOYAsi TaKylO KaK PacTBOP, SMYJIbCHS, CYCIICH3HS WUIU
JICTIEPCHS.

IIneHoYHbIe KOMIO3UIUH

Hacrosimee n3o0perenne oTHOCUTCS K (hapManeBTHIECKUM IJICHOYHBIM KOMITO3UIUSIM, COJIEPIKAIUM HIIH
COCTOSIIIIMM II0 CYIIECTBY M3 NEKCMEACTOMHIMHA WIN ero (hapMaleBTHYECKU MPHUEMJIEMOI COJIM, B Ka4ecTBe
AKTUBHOTO areHTa, MOJIMMEPHOT0 KOMIIOHEHTa W HEOOS3aTeIbHO OJHOTO WK Oosiee papMareBTHIeCKH IIpHEM-
JeMbIX HocuTened. OmnrcaHHbIe IUICHOYHBIE KOMIO3HWIMK MMEIOT JKelaTeNbHbIe (YHKIMOHAIHHBIE aTPHOYTHI
JUT CyOJIMHTBAaJIbHOTO BBEICHHA. B 94acTHOCTH, BpeMs paclageHHs IUIEHOYHBIX KOMIIO3UIMHA TaKOBO, YTO OPO-
MYKO3aJbHas JOCTaBKa JIEKCMEACTOMHUIIHA WIIH €ro (hapMaIleBTHICCKH TPUEMIIEMOM COJIN SBISIETCS Y PEKTHB-
HOM 17151 OBICTPOTO JICUCHUS AXKUTAINH Yy cyOobekTa. Hanpumep, TIeHOYHBIE KOMITO3HIIMK MOTYT TPaJAUITHOHHBIM
00pa3oM pacmagaThCs OTHOCTHIO CYOIMHTBAIBHO B T€UEHUE OT OKOJIO0 15 ¢ 1o oxoiso 180 ¢, Harpumep OT OKo-
10 30 ¢ 1o okoio 180 ¢, Bkimrouast okoso 120 c. Bpemst pacniagenust B TeueHHE PUOIIN3UTENBHO 3TOTO HHTEPBa-
JIa BpEMEHH CIIOCOOCTBYET ONTHMAIILHOM CYOIMHTBAIBHON IOCTABKE JIEKAPCTBEHHOTO CPE/ICTBA M ONITUMAIBHO-
My HaqajJy JeHCTBHS JIEKapCTBEHHOTO CPEICTBA.

AKTHUBHBIN areHr.

Hexcmeneromunun nmeet HazBanue MIOITAK (+) 4-(S)-[1-(2,3-mumetundennn ) T -1 H-umunazon. Ilo-
CKOJIbKY MOHOTHAPOXJIOPHUAHAS COJIb NPEHMYIICCTBEHHO HCIIONB3yeTCs B KadecTBE IperapaTa sl Cedaluu
MAIIMEHTOB BO BpeMs JICYCHUS B YCIOBHAX WHTCHCUBHON TEpamuM WM JJIS CeNAIlMH ITalMeHTOB IO W/WIA BO
BpeMs XHPYPTHUECKUX M APYTUX NpoLexyp. Takoe JIeKapCTBEHHOE CPEICTBO B HACTOAIICE BPEMS IPOAACTCS
TIOJT 3apETUCTPUPOBAHHBIM TOproBbIM HazBanueMm "PRECEDEX".

®DapMareBTHIECKH PUEMIIEMBIE COJI JEKCMEISTOMHUINHA, KOTOPhIE MOYKHO HCIOJIh30BATh B TUNIEHOYHBIX
KOMITO3UINSIX, PACKPHITEIX B JAHHOM JOKYMEHTE, BKJIIOUAIOT B OCHOBHOM JIOOYIO MTOIXOISIIYIO COJb, KOTOpas
Obl1a 1T MokeT ObITh ogoOpena FDA CIIA wmu 1pyruM 1moaxoIsIiuM HHOCTPAHHBIM WJIM MECTHBIM areHTCT-
BOM ISl BBEJCHHUS 4elloBeKy. HeorpanmumBaromiye mpuMepsl MOAXOMMIINX (hapMaleBTHYECKH HMPHUEMIIEMBIX
COJIeH BKIIIOYAIOT COJIM HEOPraHMYECKHX KHCIIOT, TaKMX KaK XJIOPHCTOBOJOPOAHAs, OpOMHCTOBOZOPOIHAS,
a30THas1, YroibHas, MOHOTHIpOYyroibHas, (ochopHas, MoHoruapodocdopHas, muruapodocopHas, cepHasi,
THApOCEpHast U HOAMCTOBOJOPOAHAS KHCIIOTa. J[pyrie mpuMepsl BKIIIOYAIOT COJIH, TOJyYEHHBIE M3 HETOKCHY-
HBIX OpPraHMYECKHX KHUCIIOT, BKJIIOYAs YKCYCHYIO, NPOIHMOHOBYIO, M30MAaciIIHYIO, MaJIeHHOBYIO, MaJOHOBYIO,
OcH30IHYI0, SSHTApHYIO0, CYOepHUHOBYIO, (yMapOBYIO, MOJIOYHYIO, MHHIAIBHYIO, (TaJIEHHOBYIO, OEH30JICYIb(O-
HOBYIO, TI-TOJIyOJICYTIH(OHOBYIO, TUMOHHYIO, BHHHYIO I METAHCY/Ib()OHOBYIO KUCIIOTHI, MM KOMOMHAIIUH COJEH
STHX KHUCTOT. [IpuMeps! coiel BKIIOYAIOT AEKCMEISTOMUAMHA THAPOXJIOPH, JEKCMEIECTOMUINHA THAPOOpO-
MUJ, TeKCMEJIETOMUINHA CyIbdar, JeKCMeIeTOMUINHA CyIb(oHaT, JeKcMeaeToMuanaa hocdat, TeKCMeaeTo-
MHUJIMHA HUATPAT, AEKCMEICTOMHUINHA (GOPMHAT, JEKCMEISTOMUINHA [TUTPAT, AEKCMEACTOMHUINHA TapTpaT, ACK-
CMEIeTOMHUINHA MaJiaT, JeKCMeIeTOMUInHA OeH30aT, JeKCMEACTOMUINHA CAIUIIIIAT, JeKCMEISTOMUINHA ac-
KopOaT WM ToMy nomoOHble. B apyrux BapmaHTax OCYIIECTBICHUS B IUICHOYHYIO KOMITO3HMIIMIO MOTYT OBITH
BKJIFOUEHBI AEHTEpUPOBaHHBIE ()OPMBI AEKCMEIETOMUINHA HITH €0 (papMaleBTHYECKH IIPHEMIIEMOH COJIH.

JlekcMeneToMuIMH WK ero (apManeBTHYECKH NpHUEeMIeMas COJIb MOTYT TPaIUIMOHHO COJEpXKaTh OT
oxoiio 0,01% no okomno 50%, nanpumep ot okoiio 0,05% no oxosno 30%, Hanpumep, ot okoJio 0,05% A0 okoI0
20%, Hanpumep ot okoo 0,05% mo oxomo 3% mac./mac., (Mac./Mac.) B iepecueTe Ha OOIIYI0 MacCy IDICHOYHOM
KOMITO3HIIMH T0 CyX0oi Macce. OfHAaKO ClIeAyeT MOHMMAaTh, YTO KOTJa IJICHOYHAsE KOMITO3HIMS TPECTaBIIsCT
co0o¥ TIICHKY ¢ MUKpOpa3MeNeHHOH MaTpuliei, Mac./Mac.% IeKCMEIeTOMUIINHA WIH (apMalleBTHICCKH MPH-
eMIIEMOW COJIM MOKET BapbHPOBATH OT BHIMICYIIOMSHYTHIX IPOIEHTOB B 3aBHCHMOCTH OT OOIINX pa3MepoB (M,
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CJIEZIOBATENILHO, OOIIEH MacChl) KOXKIOH eTUHIHYHOMN JT03BI TUICHKH.

B ogHOM acmekte JEKCMEISTOMUAUH WK ero (hapMaleBTHUSCKH TpUeMIIeMasl COJIb MOTYT IPUCYTCTBO-
BaTh B Kosm4ecTBe OT 0ko0Jio 0,05 MKr mo okoio 3 MKr Ha Kaxaple 100 MKr oOmieil Macchbl €IMHHUYHOM TO3BI
IUICHOYHON KOMIIO3ULIMH.

[TneHoYHBIE COCTABHI, ONMCAHHBIC B JAHHOM JOKYMEHTE, COJIEpKAT JEeKCMEISTOMIINH HITH ero (hapMarieB-
THYECKU TIPUEMIIEMYIO COJIb JIN0O0 (1) pacmonoxeHHbIe BHYTPH IMOJIMMEPHOW MaTpPHIIbI, 100 (ii) pa3MelIeHHbIe
Ha TIOBEPXHOCTH TOJTMMEPHOW MaTPHIIBI, HAIPUMEP Ha TIOBEPXHOCTH TUIEHKH "Tuiare6o".

Kpowme TOro0, IMekcMeneTOMUANH TN ero (hapMareBTHIECKH MTPpUEeMIIeMasi COJIb MOTYT OBITh BKITIOYEHBI B
BUJIC YaCTH TUICHOYHON KOMITO3UIIMH B MaCKUPYIOIIEH BKyC ¢popme. B 3TOM BapraHTe OCYIIECTBICHUS YaCTHUIIBI
JICKAPCTBCHHOTO BEIIECTBA MOTYT OBITH MOKPHITHI OOOJIOYKOHN WIIM TpaHyIHPOBAHBI BKYCOOOPA3YIOIIMM arcH-
TOM, HANPUMEp MOJIUMEPOM, MACIIOM UITH BOCKOM.

INomumepHBIit KOMIIOHEHT.

[MomumepHBIH KOMIIOHEHT COCTOUT U3 OJHOTO WX 0OoJice BOJOPACTBOPHMBIX MOIUMEPOB. [lonmuMmepHBIi
KOMITIOHCHT MPUCYTCTBYET B IUICHOYHON KOMITO3HMIIMK B JOCTATOYHOM KOJIHYECTBE I OOCCIICUCHUS pacrajie-
HUS BIOCJIECTBUY 00pa30BaHHON IUICHOYHOW MAaTPHUITHI HA CIM3HUCTON 000JI0YKe MOJIOCTH pTa B Mpeneiax moj-
XOJISIIIETO MHTEpBaJla BpeMEHH, HalpiuMep 00ecTIedrBas BO3MOKHOCTD IIJICHOYHOW MaTpHIle MOJHOCTHIO pacma-
JaThCs yepe3 okoJio oT 15 ¢ mo okomno 180 ¢, Hanpumep ot okoiso 30 ¢ mo oxomno 180 ¢, Bkimogas okono 120 c.
HacTosmee n3o0pereHne OTHOCHTCS K IIICHOYHBIM KOMITO3HIHSIM, COJIEPIKAIIUM I10 MEHBIIIEH Mepe OAWH BOJIO-
PacTBOPUMBIN MOJIMMEP, KOTOPHIA JaeT IUICHKH C JOCTATOYHOM MPOYHOCTHIO IUICHKH (T.€. CAMOTIOAICPKIBATO-
mecss) U ¢ OBICTPBIMH MPOPWIIMHA paclaleHus. B oZHOM aclekTe HACTOSIIeT0 M300pPETeHUs TMOJMMEPHBIN
KOMIIOHCHT COCTOUT W3 OJHOTO BOIOPACTBOPHUMOTO TOJIMMEpa. B APyrom acrekTe MONUMEPHBIA KOMIIOHCHT
COCTOHWT U3 JIBYX WK O0Jiee BOJOPACTBOPUMBIX MOJMMEPOB, BKITFOUAS [[BA WK 00Jee OJMHAKOBBIX BOJAOPACTBO-
PHUMBIX TOJTUMEPOB, UMCIOIINX Pa3HbIC MOJICKYIISPHBIC MaCCHI.

Korza oHU IpUCYTCTBYIOT B OJHOW MIH OOJIee Kareib NSKCMEICTOMUAAMHOBON KOMITO3UITUH, KOTOpas pas-
MeIlleHa Ha TMOBEPXHOCTH MOJUMEPHOH IMOJUIOKKH, TOJUMEPHBIAH KOMIIOHEHT MOXET, HAalPHMEpP, COCTOSATh U3
BOJIOPACTBOPHMOTO TIOJIMMEPA THAPOKCHIPOIHIIIIEIUTION03I, XOTS TaKKe PacCMATPUBAIOTCS Pa3IMIHBIC BOJO-
pacTBOpUMBIE MOJIMMEpPHI, KaK OMMCAHO B JaHHOM IOKYMEHTE Jajiee B OINpEeSICHHH "TepBBId BOAOPACTBOPH-
MBIH mostuMep" 1 "BTOpO# BOoIOpacTBOpUMEIH monmmMep'. Hanpumep, moauMepHBIii KOMIOHEHT MOKET COCTOSITh
W3 OJHOH, NBYX WM TPEX THIPOKCHIIPONMINEIUTION03, IMEIONINX Pa3IMYHbIC MOJIEKYISIPHBIE Macchl. MoJeKy-
JSIPHBIE MAcChl PAa3JIMYHBIX THAPOKCHIIPONIIIEIUIION03 MOTYT TPaIWIMOHHO HAaXOAWTHCS B IHama3zoHe ot (i)
MeHee geMm okoio 60000 maneToH (Hampumep, ot okoo 5000 gamsToH 10 0koyio 49000 maneToH), (ii) OT OKOJIO
90000 mampToH 10 okoso 200000 gambToH  (iii) oT okoso 200000 maneToH 10 okoao 500000 naneroH. JIBe win
Ooyee TUAPOKCUMIPOIILIICIUTION03 MOTYT CMEIIMBATH B JIFOOOM TOAXOISAIIEM COOTHOIICHUU JUIS JTOCTHKCHUS
JKENAeMOH BSI3KOCTH, ONPEACIICMON KameJIbHBIM METOJOM. BS3KOCTh pacTBOpa WM CYCHCH3HH KOMITO3UIIHH
JICKCMENICTOMHUINHA MOTYT U3MEPSITh C MCIOJIh30BAHUEM BUCKO3UMETpa Bpykdmipaa ¢ agantepoM uis HEOOIb-
mux 00pa3noB npu temreparypa 25°C, 1 0Ha MOKET HaXOJHUThCs B quana3oHe oT okoio 5 cll mo oxomo 3700
cIl. Hanpumep, BS3KOCTh MOXKET HAXOAUTHCS B quana3oHe oT okoiyo 5 cIl no oxono 500 cIl, ot oxoxno 6 cll no
okoJ1o 200 cIl, ot oxomo 6 cIl go oxomo 100 cIl mm ot oxoio 6 cIl o okoso 50 cIl. B ogHOM acmekre HacTOs-
Iero n300peTeHNs BA3KOCTh PACTBOPA WM CYCIIEH3UH KOMITO3UIINY AEKCMEACTOMHUINHA COCTABISIET OT OKOJIO 6
cIT mo oxomo 20 cIl pu 25 1 crkopocTh casura okoso 7 (1/¢).

Korpa oH mpucyTcTByeT B MOHOJHMTHOM (T.€., IUTanieb0 WK coeprKaleil JIeKapCTBEHHOE CPEICTBO) TUICH-
Ke, TIOJIMMEPHBIA KOMITOHEHT MOXET, Hal[pUMep, COCTOATh M3 OAHOTO BOAOPACTBOPHMOTO ITOJIMMEPA FITH JIBYX
Pa3IMYHBIX BOJOPACTBOPUMBIX MOJUMEpPOB. Korja mpuUCyTCTBYIOT IBa PAa3IUYHBIX BOJOPACTBOPUMEIX IOJHME-
pa, OIMH U3 BOJOPACTBOPUMBIX MOJHUMEPOB MOXET BKIFOYATh B ce0s TOT K€ MOIMMEp, HO MPUCYTCTBYIOIIUN B
MOJMMEPHOM KOMIIOHCHTE B BHJC KOMOWHAIIMM Pa3IMYHBIX MOJICKYISPHBIX Macc. Hampumep, momuMepHBIN
KOMITOHCHT MOKET COCTOSTh U3 OJIHOW, MBYX WM TPEX TUIPOKCHUIIPOIIILECILIION03, UMCIOIIUX Pa3HbIC MOJICKY-
JISIPHBIC MACChI, XOTS TAaKXKE PACCMATPUBAIOTCS Pa3IUYHBIC BOJOPACTBOPUMBIC ITOJIUMEPHI, KaK OMMCAHO B JaH-
HOM JIOKYMEHTE HMXE, B COOTBETCTBUU C ONpPEAEIeHUEM "TIepBbIIl BOLOPACTBOPUMBIN monumep" u "BTOpOH Bo-
JIOPacTBOPUMBIN mosiMep", TaKOW Kak MOJMITIIICHOKCHA. MOJEKyIIpHBIE MacChl Pa3IHIHBIX THIPOKCHUIIPO-
MTUIIEIUTIONIO3 MOTYT TPaJAMIIMOHHO BapbupoBaTh OT (i) okono 5000 manproH g0 okoio 49000 mamsToH, (ii) OT
oxoisio 90000 naneroH 1m0 okosio 200000 mameToH U (iii) oT okosio 200000 mamsToH 70 okoso 500000 mambTOH
(manpumep, ot okono 300000 manpToH M0 okoJio 450000 manmpToH). JIBe MM OoJiee THAPOKCUIIPOIHILEIIIION03
(Hammpumep, THAPOKCUTIPOTTHIIIICIUTIONO3bI ¢ HU3KOW W BEICOKOW MOJISKYIISIPHON Maccoi) MOTYT OBITh CMEIIaHbI B
JF000M MOIXOSIIEM COOTHOIICHUH [T JOCTIDKCHHS KEJTAeMbIX CBOHCTB ITJICHKH.

Korgma oH mpuCYTCTBYET B KOMITO3UIIMKA C MOHOJHUTHOH (T.€., IUIanedo WiIu coaepiKallel JeKapCTBCHHOES
CPEJNICTBO) IUIEHKON WM MaTpULel ¢ MUKPOPa3MEIIEeHHOHN MIEHKOM, MOJTMMEPHBIH KOMIIOHEHT MOKET TpaJuLv-
OHHO COCTOSITH U3 OJHOTO WIIKM 00Jiee BOJOPACTBOPUMEIX MOIUMEPOB, UMCIOIIUX MOJCKYISIPHYIO Maccy MEHee
yeMm okoio 60000 nampToH (Hampumep, oT okosio 5000 mambToH 1m0 okoso 49000 HanbTOH), W/WIHA OT OKOJIO
90000 nansToH 10 okosio 200000 nansToH, w/nimm ot okoiso 200000 mansToH 10 okxoxo 500000 namsToH (Hampu-
Mep, oT okoi0 300000 nansToH a0 okono 450000 naneTon). Korna Taxke mpuCyTCTBYET CTPYKTYPHO OTIHUYHBIN
BOJIOPACTBOPHUMBIN TTOHMED, OH OOBIYHO MOXET MMETh 0oJiee BBICOKYIO MOJEKYJIIPHYIO Maccy, HalpuMep Mo-
JIEKYJIIPHYIO Maccy, MpeBbImaronyio okoiao 500000 mansToH.
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B cBsi3aHHOM acriekTe M300pETEHHUE OTHOCHUTCS K (papMareBTUUCCKUM IJICHOYHBIM KOMITO3UIIHSIM, COZICP-
xammM: (1) JEeKCMEeIETOMHUINH WIN ero (papMaleBTHYECKH NPHEMIIEMYIO COJb; (ii) TOJMMEpHBIH KOMIIOHEHT,
COCTOSIIMIA W3 MEPBOTO BOAOPACTBOPHMOTO ITONHMMEpPA, MMEIOMIETO MOJEKYSIPHYI0O Maccy MEHee 4eM OKOJIO
60000 manpToH (HanmpumMep, oT okosio 5000 mameToH A0 okoyo 49000 manbToOH), M OAWH WM O0Jiee BTOPBIX BO-
JIOPAaCTBOPUMBIX ITOJIMMEPOB, UMEIOIINX MOJIEKYJIPHYIO Maccy Oojee deM okosio 60000 manbToH; W HeoOs3a-
TenbHO (iil) oquH umu 6ostee hapMarieBTHUECKH MTPUEMIIEMBIX HOCUTEICH.

B npyrom cBsizaHHOM acnekTe M300pEeTeHHE OTHOCHTCS K (papMaIleBTHIECKUM IJICHOYHBIM KOMITO3HIIUSM,
COCTOSIIIIMM TI0 CYIIECTBY U3: (i) IeKCMEIeTOMUINHA WIH ero (apMameBTHIECKH prueMiIeMon comu; (ii) moim-
MEpPHOT0 KOMIIOHEHTa, COCTOSIIIIETO U3 IIEPBOTO BOJIOPACTBOPHMOTO MOJINMEPA, UMEIOIIEr0 MOJIEKYISIPHYIO Mac-
cy meHee yem okosio 60000 maneToH (Hampumep, oT okoio 5000 maneToH K0 okono 49000 nambTOH), B OJJHOTO
i Gojiee BTOPBHIX BOJOPACTBOPHMBIX MOJIMMEPOB, MMEIOIINX MOJICKYJSIpHYIO Maccy Ooinee yeM okoso 60000
JIaJbTOH; M HeoOs3aTenbHo (iil) ogHOro Wi 6osee GpapMarieBTHUECKH IPUEMIIEMBIX HOCHTEIEH.

B eme omHOM acmekTe M300pETEHUE OTHOCUTCS K (papMaleBTUUCCKUM IUICHOYHBIM KOMITO3HIIUSAM, CO-
cTosiMM 13: (1) IeKCMEIEeTOMUIMHA Wi ero (hapMaleBTUYECKH NMpueMieMon cony; (i) TOJIMMEpHOro KOMIIO-
HEHTa, COCTOSIIETO M3 MEPBOTO BOAOPACTBOPHMOTO MOJIMMEpa, UMEIOMIEr0 MOJIEKYIISIPHYI0 Maccy MEHee 4eM
oxoiio 60000 nanpToH (HampuMmep, oT okoiio 5000 mambToH 10 0Kkoso 49000 HambTOH), M OJTHOTO WU OOJiee BTO-
PBIX BOJOPACTBOPUMBIX MOJMMEPOB, UMEIOIUX MOJIEKYISIpHYIO Maccy Oosee ueM okojio 60000 manbToH; U He-
obs3aTensHo (iii) omHOTO MU O0Jiee (hapMalleBTHUSCKH MPUEMIIEMbBIX HOCUTEICH.

[Tpumeps! ogHOTO MK GOJIEE TIEPBBHIX BOJOPACTBOPUMBIX ITOJIMMEPOB BRIOPAHBI U3 TPYIIIBI, COCTOAIICH W3
ruapokcunponmieunosiodsl (HPC), ruapoKcHITHIIIEIITION03b, THAPOKCHTIpormuMeTrneniono3sl (HPMC),
KapOOKCHMETHIIIEILTIONIO3BI, METHIILICIUTIONO3bI U MX CMECEH, BKIFOYas CMECH OJHOTO W TOTO JKE IOJIUMEpa,
HUMCIOIIIETO Pa3IMYHBIC MOJICKYJISIPHBIC MACCHI.

[Ipumeps! omHOTO WK 00Jice BTOPBIX BOAOPACTBOPUMEIX ITOJMMEPOB BBIOPAHBI U3 TPYIIIIBI, COCTOSIICH U3
THIPOKCUIPOTIIIEIUTIONO036], THIPOKCUIIPOTTMIMETHIIIEILTIONIO3bI, THAPOKCHATIIIICIUTIONO03bI, KAPOOKCHUMETHII-
LEILTFOJIO3BI, METHIIIICIUTION03EI M UX CMECEH, BKIIFOYasi CMECH OJTHOTO U TOTO K€ MOJUMEpa, HMEIOIIECTO pa3HbIe
MoneKyisipHsle Macchl. [lommytrnenokcun (PEO) Taxke MOXKET MPUCYTCTBOBATH IO NaHHOMY JOKYMEHTY Kak
BTOPOW BOJIOPACTBOPUMBIN IOJIHMMED, WM OH MOXKET OBITH ONMHCAaH OTIACNBHO HIDKE B (papMaIleBTHYECKHUX IIJIe-
HOYHBIX KOMIIO3HMIUAX B Ka4eCcTBE IMpuMepa (hapMareBTHISCKH PUEMIIEMOT0 HOCUTENS WiIH, 60oee KOHKPETHO,
B BHJIC MYKOAQIT€3UBHOTO arcHTa.

B oxgrOM BapmaHTe OCYIIECTBICHHS MacCOBOE COOTHOIIEHHE YKa3aHHOTO MEPBOTO BOJOPACTBOPHMOTO TIO-
TuMepa K yKa3aHHOMY(bIM) BTOpoMy(bIM) BogopacTBOpuMoMy(biM) monumepy(am) (Bkmrodas PEO, npu Hamm-
YU €ro B IUICHKE) BO BCEH IICHOYHOM KOMIIO3ULIUHU COCTaBISET OT okoyio 2:1 mo okono 1:50, Hampumep OT
okoso 1:1 no oxosno 1:40, Bkimrowast okono 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.

B nmomoyiHUTETEHOM BapHUaHTE OCYIIECTBICHUS MacCOBOE COOTHOIICHUE YKa3aHHOTO IIEPBOTO BOJIOPACTBO-
pUMOro ToJIMMepa K yKa3aHHOMY(BIM) BTOpPOMY(BIM) BOJOpacTBOpuMOMY(bIM) nosimmepy(am) (Bxitouast PEO,
MIPU €T0 HaJW4YWW B TUICHKE) BO BCEH IJICHOYHOW KOMITO3HMIIMU COCTaBisieT OT okoyio 1:10 mo oxomo 1:30, ot
okoJo 1:15 mo oxomo 1:25 umu ot okoio 1:15 mo okomno 1:20. B onpeneneHHbIX acliekTax COOTHOIICHHE OT OKO-
7o 1:15 no oxomo 1:20 obecniednBaeT OJIaronpusITHRIE GYHKITHOHATBHBIE 2PPEKTHI.

[Ipumeps! Apyrux BOJOPACTBOPHUMBIX ITOJMMEPOB, KOTOPHIE MOTYT OBITH BKIIOYEHHI B IUICHKY C HEPBHIM
BOZOPACTBOPHUMBIM TIOJTMMEPOM/BTOPHIM BOJAOPACTBOPUMBIM TTOJIMMEPOM WIIH 3aMEHSATh Takoh(ue) moaumep(bl),
BKITIOYAIOT MOBUIOH (MOJUBUHUIIHPPONUAOH), KOMOBUAIOH (COmoauMepsl N-BUHHI-2-MAPPOTUIOHA W BHHUII-
areTaT), MOJIMBUHIIIOBEIN CIHPT, TONHITHICHIIUKONb, MOJTHAKPUIOBYIO KACIOTY, METHIMETAKPHIATHEIC COIO-
JMEPBI, KapOOKCUBUHIIIOBBIC COMOJIMMEPHI, TIOJTHICKCTPO3Y, MyJUTYJIaH, KapOOKCHMETHIIICIUTONO3Y, ajJbrHHAT
HATPHs, XUTO3aH, KCAHTAHOBYIO KaMe[lb, TParaKaHTOBYIO KaMejlb, T'yapoOBYIO KaMelb, TYMMHapaOuK, apaBuii-
CKYIO KaMeJb, KpaxMaJl, KapparcHaH, )KEIaTHH U UX CMECH.

BomopacTBopUMEIil TONMMMEPHBIA KOMIIOHEHT, BKITIOYasi BOJAOPACTBOPUMEIC TIOJIMMEPHBIC HOCUTEIH, KOT/Ia
OHH MOTYT TPAIUIIMOHHO COIepkaTh oT okoJio 40% no okoso 99,8%, ot oxoso 50% o okoio 99,7%, ot okoI0
60% 10 oxo1o 99,6% TIEHOYHOI KOMIIO3HIIMH B ITepecyeTe Ha CyXyI0 Maccy INICHKH IT0 CyXOW Macce.

B ogHOM acrniekTe moJIMMEpHBIA KOMITOHEHT IS TNICHOYHOW KOMITO3MIIMHM COAEPKUT MEPBBIM BOAOPACTBO-
PUMBII TOTMMEp, MPUCYTCTBYIOMUI B KOIWIECTBE OT 0KOJIO 2% 110 okoio 15% B mepecdere Ha CyXyI0 Maccy
TIOJIIMEPHOTO KOMIIOHEHTa (HampuMmep, oT okosio 3% 1o okomno 8% mac./mac. oT oOmmeld Macchl IUIEHKH). JTOT
BOJIOPACTBOPUMBIA TOJIMMEP MOXKET TPAJUIMOHHO MMETh MOJIEKYISIPHYIO Maccy oT okoino 5000 manpToH 1O
okoo 49000 manbroH. IIpuMephl TaKUX TMOAXOAIIAX BOJOPACTBOPUMBIX IOJIUMEPOB BKJIFOYAIOT TE, KOTOPBIC
BBIOpPAHBI U3 TPYIIIBI, COCTOSMICH M3 THUAPOKCHUMPOIIIIICIUTIONO03EI, THIPOKCHITHIIICIUIFONIO03EI, THIPOKCUIIPO-
MHIMETHIIIECIUTION036I, KapOOKCUMETHIIIICILTIONO3bI, METHIIIICIUTIONO03EI H UX CMECEH.

B omoiHUTENHHOM acmeKTe THAPOKCUIIPOIMIIICIUTION03a ¢ HU3KOM MOJICKYIISIPHON Maccoil MOXKeT Ipu-
CYTCTBOBATh B IDICHKE B KOJIIMYECTBE OT 0KOJIO 3% 110 0K0JI0 8% Mac./Mac., OT 00IIeii MacChl TUICHKU.

B [0OTONHATETFHOM acleKTe OJUH MM 00JIee BTOPBIX BOAOPACTBOPUMEIX ITOJIMMEPOB (BKIIFOYAst BOJIOpAC-
TBOPUMBIE TIOJIMMEPHBIC HOCUTEIH, TAKHE KaK MOJUITHICHOKCHN), MOTYT, HAalpUMep, MPUCYTCTBOBATH B KOJH-
gecTBe 0T 0KkoIo 50 10 okoso 98 Mac.% Ha OCHOBE CyXO# MaccChl MOJIMMEPHOT'0 KOMITOHeHTa. KaXkapIit U3 01HO-
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ro wiu 0oJiee BTOPBIX BOJAOPACTBOPUMEIX MOJIMMEPOB UMEET MOJICKYISIPHYIO Maccy Oosxee 60000 maipToH; Ha-
npumep, oT okosio 90000 nambtoH 110 okoiso 1 500000 nanbpToH, 0OCOOCHHO KOTAA MOJMMEpP BHIOpPaH U3 TPYIIIIH,
COCTOSIILEH W3 MONMUITUICHOKCH/IA, THAPOKCHUIIPOIUIIEIUIIONO03bI, THIPOKCHITPOUIMETHILEIUTION03bI, THAPO-
KCHITHIIIIEIUTIONIO3b], KaPOOKCUMETHIIIICIUTIONIO3bI, METHIILEIUTIONO3bI K UX CMECeH.

B oiHOM acriekTe oiuH WK 60jiee BTOPHIX BOJOPACTBOPUMBIX TOJIMMEPOB MOT'YT BMECTE MPUCYTCTBOBATh
B IUICHKE B KOJIHYECTBE OT 0K0JI0 25% 10 okojio 40% Mac./Mac., OT 00IIei Macchl IJICHKH, KOT/Ia OJUH Win 00-
Jiee BTOPBIX BOJOPACTBOPHMBIX MOJUMEPOB KA UMEET MOJICKYJSIPHYIO Maccy oT okojio 90000 nambToH 10
okosio 200000 mameToH W/ oT okono 200000 maneToH 1m0 okoso 500000 mambTOH, W TMOJIMMEp BHIOpaH U3
TPYIIIBIL, COCTOSAMICH W3 THAPOKCHIIPOMMILEILTIONO3bI, THAPOKCUIIPOMMIMETIIICIUTION03b], THAPOKCUITHIIIICT-
JIFOJIO3BI, KapOOKCHMETIUIICIUTIONO3bI, METHIIICILTFOIO3BI U KX CMECEH.

B npyrom acmekTe MOJTMATHUICHOKCU] MOXKET NMPUCYTCTBOBATh B IUICHKE B KOJIHYECTBE OT O0KoJ0 50% 10
oko0110 60% Mac./mac., OT 00IIeii MACChI IIEHKH.

B ogHOM BapwaHTE OCYIICCTBICHHS TOJMMEPHBIH KOMIIOHEHT JJIS IUICHOYHOW KOMIIO3HIIMU COCTOWT U3
HU3KOMOJICKYJIIPHOTO BOJOPACTBOPHMOTO MOJMMEpa (HAIpUMEp, HUMCIOIIETO MOJCKYJSPHYI Maccy McHee
60000 nambTOH) M OJTHOTO MU 00JIee BEICOKOMOJIEKYIISIPHBIX ITOJIMMEPOB (HAIIPUMED, UMEIOIIIX MOJIEKYIISIPHYIO
Maccy 6ostee 60000, 1o oxoso 1500000 manbTOH, KOT/Ia TIOTUITHICHOKCH/T BKJIFOUCH B TIOJMMEPHYIO CMEChH, HITH
o okoio 500000 mambToH, KOT/AA MOJMATHIICHOKCH] HE BKJIIOYECH B IMOJIMMEPHYIO CMECh). DTa MOJUMEpHAs
KOMOHMHAIMsI, 0COOCHHO KOT/Ia IMOJIMMEPHI MPEACTABISIOT CO00H KOMOWHAITUIO THAPOKCHUTIPOIMIIIICIUTIOIO3b] U
MOJIUATUIICHOKCHIA, COOOIIAIOT OINpEe/e/CHHbIE NPEHMYIIECTBA B OTHOIICHHH MPOYHOCTH HAa PACTSHKCHUE U
(hapMaKOKMHETHYECKHUX MAPaMETPOB TUICHOUYHON KOMITO3HIINH.

B omHOM acmekTe B HACTOSINEM H300PETCHHH MPEATIOKCHA TOHKOIUICHOYHAS KOMIIO3HUIUS, COIepIKaIlasi,
HAIPUMEp, COCTOSIIAS 110 CYIICCTBY U3:

(i) TepameBTHUeCKH A((EKTUBHOTO KOJIMYCCTBA NEKCMEACTOMUINHA WM ero (hapMareBTHICCKH TPUCM-
JIEMOM COJIH;

(i1) MOTMMEPHOTO KOMIIOHEHTA, COCTOSIIIETO U3 OJJHOTO HIIH 00JIce BOJIOPACTBOPUMBIX ITOJIUMEPOB; H

(iii) ogHOTO MM OOJIee hapMaeBTUISCKH TPUEMIIEMBIX HOCUTEIIEH.

B oHOM BapuaHTe OCYIISCTBICHHS B JAHHOM H300pPETEHHHU MPEIOKEHA TOHKOIJICHOYHAS KOMIIO3HUIIHS,
coJieprKaiasi, HapuMep, COCTOSIIAsI [0 CYILECTBY U3:

(i) TepameBTHYeCKH d(H(PEKTUBHOTO KOIMYECTBA MEKCMEISCTOMHINHA WM €ro (papMareBTUICCKH TPUEM-
JIEMOH COJIH;

(il) moMMepHOTO KOMITOHEHTA, COCTOSIIETr0 U3: (a) OJHOTO WX Oojiee MEPBBIX BOJOPACTBOPUMBIX TOJH-
MepoB (HampuMep, THAPOKCUIIPOIHIICIUTION036], THAPOKCHIIPOTHMIMETHIIICIUTION036], THAPOKCHA THIIICILTIONO-
3B, KapOOKCUMETHIIIICIUTIONO03bI, METHIILICIUTIONO3bI M X CMECeH), HMCIOIIUX MOJICKYJIIPHYIO Maccy OT OKOJIO
5000 gansTon m0 okoso 49000 nanbTOH, HAMPUMEP B KOJIMUECTBE OT 0KoJIo 2 Mac.% a0 okoio 15 mac.% B nepe-
CYeTe Ha CYXYIO0 MacCy BCEro IMOJIMMEPHOT0 KOMIOHEHTa; U (b) 0JHOTO WM 00jiee BTOPBIX BOJAOPACTBOPHUMEBIX
MOJMMEPOB (HAIpUMep, MOTHUITHICHOKCHA, THAPOKCHITPOIIIIIICIUTIONO036, THPOKCHIIPOIMIMETHIIICIUTIONO3HI,
THIPOKCUATHIIIICIUTION03bI, KapOOKCHMETHIIIECILTFOIO3bI, METHIILICILTIONO3bI U X CMECCiH), HMCIOIINX MOIIEKY-
nsipHyto Maccy 6onee wem 60000 naneron, Hanpumep 6osee 100000 manpTOH, HAPUMEP B KOJIMIECTBE OT OKOJIO
50 mac.% mo okoio 98 mac.% B mepecyeTe Ha CyXyr0 Maccy BCETO MOJIMMEPHOTO KOMIIOHEHTA; U

(iii) ogHOTO MM OOJIee hapManeBTUICCKH TPUEMIIEMBIX HOCUTEIIEH.

MornekysipHasi Macca THIPOKCHIIPONMILEIUTION03bI, KOTa OHA MPUCYTCTBYET B IUICHKE HACTOSIIETO H30-
OpeTeHwsi, MOXKET BapbUPOBATh, M 3TO BEIECTBO MOXKET MPHUCYTCTBOBATH KaK B BU/IE HU3KOMOJIEKYJISIPHOTO BO-
JIOPacTBOPUMOTO TOJIMMEPA, TaK ¥ B BUJIC OJHOTO WIH 00Jiee BEICOKOMOJCKYIISIPHBIX BOJIOPACTBOPUMBIX ITOJH-
MepoB. B HEKOTOPBIX BapHaHTaX OCYIICCTBICHUS H300PCTCHUS MOJICKYIIIPHAS Macca MOXKET COCTABIISATh MCHEE
yeM okosto 60000 naneToH (Hampumep, ot okoiio 5000 ganpToH M0 okoso 49000 maneToH). B npyrux Bapuanrax
OCYILICCTBIICHUS N300pETECHIUS MOJICKYJISIPHAS Macca MOKET HAXOJIUThCs B Iuamna3oHe oT okojo 90000 mansToH
1o okojio 200000 naneToH. B eme apyrux BapmaHTax OCYIIECTBIECHHUS M300pETEHHs MOJIEKYJspHas Macca Mo-
JKET HaXOJIUThCS B Auana3one ot okosio 200000 ganeToH A0 okosio 500000 nanbToH.

I'MApPOKCUNIPOIMIIIIEIIIONI03a, KOTAA YacTh IUIEHOYHOW KOMITO3HIIUHU COACPIKHUT MOJHITHICHOKCH, MOXKET
TPaIUIIMOHHO MPUCYTCTBOBATH B Anama3oHe ot okomo 10% mo okomo 90% B mepecyere Ha CyXyl0 Maccy MOJH-
MEpPHOTO KOMIIOHEHTa, Hampumep oT okojo 20% 1o okoso 80% mo Macce B mepecdyere Ha CyXyl Maccy IOJH-
MEpPHOTO KOMIIOHEHTa, Hampumep oT okojo 20% 1o okoso 50% mo Macce B mepecdere Ha CyXyl MaccCy IOJH-
MEpPHOTO KOMIIOHEHTa, HalpuMep oT okojo 25% 1o okoiso 45% mo Macce B mepecdere Ha CyXyl MaccCy IOJH-
MEpPHOT0 KOMITOHEHTA.

MonekymsipHas Macca MOTUITHICHOKCHIA, KOTJIa OH MPHUCYTCTBYET B IUICHKE HACTOSIIETO M300pEeTEeHUS,
TaKXKe MOXKET BapbUPOBATh. B HEKOTOPBIX BapHaHTaX OCYIICCTBICHHS M300PETCHUS MOXXHO HCIOJB30BAaTh BO-
JIOPACTBOPUMBIN BBICOKOMOJICKYIISPHBIA TONMHATHICHOKCHA, HANPUMEp, M YBEIMYCHHUS MYKOAITC3UBHOCTH
IUICHKHA. B HEKOTOPBIX BapHaHTaX OCYIICCTBICHUS W300PETCHHS MOJCKYJSIpHAs Macca MOXET HaXOIUTHCSA B
nuranazoHe oT okoyio 100000 mameToH mo okoio 1500000 mampToH, BKIrouas okoao 100000, 200000, 300000,
600000, 900000 mmu 1000000 naneToH. B HEKOTOPHIX BapHMaHTax OCYIIECTBICHUS M300PETEHUS MOXKET OBITH
JKEJaTeNIbHO UCTIONb30BaTh B MOJIMMEPHOM KOMIIOHEHTE KOMOWHAILMIO MOJIMATUICHOKCH/IA, MMEIOIET0 MOJIEKY-
TsIpHYIo Maccy oT okojo 600000 manbeToH 10 0kosio 900000 HambTOH, ¢ MONMATHICHOKCHIOM, HMEIOIIIUM MOJIe-
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KyJsipHyto Maccy okoso 100000 nanstoH no okono 300000 nansToH.

[MonanaTHNEHOKCH T, KOTAa COCTaBIISET YacTh IUICHOYHOH KOMIO3UIMN, MOXKET TPAAUIIMOHHO TPUCYTCTBO-
BaTh B Iuama3oHe oT okoso 30% mo oxomno 90 mac.%, B mepecueTe Ha CYXyIO MacCy BCEro IMOJIMMEPHOTO KOMIIO-
HeHTa, HanpuMmep oT okoio 40% mo okono 85% 1o Macce B mepecueTe Ha CyXyl0 Maccy IMOJUMEPHOTO KOMIIO-
HEHTa, HaIpuMep OT okoiio 55% mo okono 80% 1o mMacce B mepecueTe Ha CyXyl0 Maccy IMOJUMEPHOTO KOMIIO-
HEHTA.

Takue mIeHOYHBIE KOMITO3UITMHA MOTYT COJEPKATh JEKAPCTBEHHOE CPEACTBO, TUCIIEPTHPOBAHHOE B IICHKE
WIIM MUKPOpPAa3MEIIeHHOE Ha IOBEPXHOCTH IUICHKH. [Ipn MHUKpopa3MemeHn: Ha TIOBEPXHOCTH IDICHKH 'TTare-
60", JIeKapCTBEHHOE CPEACTBO MOXKET OBITh TPaJULIMOHHO 00aBJICHO KaK YacTh IEKCMEACTOMUIMHOBON KOMIIO-
3WIUM B BU/IE OHON My OoJiee Karellb B JKUIKOM HOCHTENE, TAKOM KaK pacTBOPUTENb (HapUMep, CIUPT, Ta-
KOM KaK 9TaHOJI), HeoOs3aTeIbHO BMECTE C OJJHUM HIIH Oojiee (Hanmpumep, JBYMs) BOJIOPACTBOPUMBIMH TTOJIHME-
pamu w/unu QpapManeBTUUECKH IPHEMIIEMBIMH HOCUTEsIMHU. [loaxonsiie BOAOPacTBOPHMBIC HOJIMMEPHI
BKJTIOYAOT (1) HU3KOMOJIEKYJSIPHBII BOJOPACTBOPUMBII IMOJIMMEp, HalpHMeEp HU3KOMOJIEKYJISPHBIN BoJopac-
TBOPHUMBIH MOJIUMEP C MOJICKYJISIPHYIO Maccy MeHee ueM okoi1o 60000 nanbToH (Harmpumep, MOJISKYIISIPHOH Mac-
coit ot okosio 5000 manpToH 0 okoso 49000 namkTOH), M HeoOsI3aTeNbHO (2) OMH WK OoJiee (HampuUMep OUH
WA J1Ba) BBICOKOMOJICKYJISIPHBIX BOIOPACTBOPHUMEIX IOJIMMEPOB, HAPHUMEP BBICOKOMOJCKYJISIPHBIH BOJOpac-
TBOPHUMBIH TIOJUMEP C MOJEKYJIIpHOW Maccoit Oosree uem okoyio 60000 manbToH (HampuMep, MOJEKYJISIPHOU
Maccoit oT okosio 60000 manpToH 10 okojo 150000 manbToH, TakOH Kak THAPOKCHUIpOMIIIIELTono3a (MM 77
000), runpokcunpormnenoiaoza (MM 80000), runpokcunponwiientono3a (MM 90000) wimu ruapoKCHIIpo-
nmueuronoza (MM 140000)), w/umu BRICOKOMOJISKYIISIPHBIN BOJIOPACTBOPUMEBIN TOJUMEDP C MOJCKYJISIPHON
Maccoil 6onee yeM okoisio 60000 nambToH (HampuUMep, ¢ MOJIEKYJSIpHOW Maccoit oT okono 200000 nanbsToH 10
okono 900000 manbTOH, TakoW Kak ruapokcunpormiieuiono3a (MM 340000), ruapoKCHIPONMIIEILTION03a
(MM 370000), monmatrnenokcun (MM 200000) nm nonmstriaenokena (MM 600000)). Kaxsiit BonopacTso-
PUMBIH TOJIMMEP MOKET HE3aBUCHMO OBITh BBIOpaH M3 TPYIIBI, COCTOSIIEH W3 THIPOKCHIIPONMILEIUTIONO3bI,
THAPOKCHIPOITMIMETHIILEIUTIONO03BI, THAPOKCHITHIILEIIIION03b], KapOOKCUMETHIILIEIUTIONO3b], TTOJIMITHICHOKCH-
Jla ¥ METHJIIIEIUTIONO36], HAallpUMep THAPOKCHITPOIMIIIIEIITIOIO3BI W/ TN TTOJIMATHIICHOKCH/IA.

B oxgHOM acmekTe AeKCMEIeTOMUIMHOBAS KOMITO3UINS COAEPIKUT AEKCMEICTOMHUINHA THAPOXIOPHU, HU3-
KOMOJICKYJIIPHBIN ITONMMeEp, KOTOPBIA MPEeACTaBsieT COO0H THAPOKCHITPONIUIIEIIIIONO3Y, M OJWH N [1BA BBI-
COKOMOJIEKYJIIPHBIX TIOJIUMEPA, KaXKABIH U3 KOTOPHIX MPEACTABISIET cOO0H THIPOKCUIIPONIMIILEIUTION03Y B pac-
TBOPHUTEJIE STAHOIIE.

B omHOM acmexTe AEeKCMEAETOMHIMHOBAS KOMIIOZWIUS COIEPKHUT THAPOKCHIIponmIenionosy (MM
40000), 1 ogHy WIu 00¢ W3 TUAPOKCHIIpOnIIe/ToNo3sl (MM 140000) v rHAPOKCUIIPOIIIIEILTION036l (MM
370000).

B oxHOM acnekre gekcMeneTOMHIMHOBAS KOMITO3HLIUS COAEPKHUT TOJBKO JIBE THAPOKCHITPOIHILIEILTIONO-
3B, @ UMCHHO THIpOKCUTponminetono3y (MM 40000) u runpokcunponmiiemtonosy (MM 140000).

B apyrux acriexrax JqeKCMeAeTOMHUIMHOBAsE KOMITO3HIMSI MOXKET OBITh J0OaBJIeHa B BUJIE OJHON MM Ooiiee
Karejb B pacTBOpE Ha OCHOBE ATAHOJIA, HEOO3aTeILHO coJiepiKallero Heirpanusupyrouuii pH arenT, Takoit kak
THIIPOKCHU HATPHSL.

Bsi3kocTh pacTBOpa/CyCIeH3NH Pa3MEIICHHST MOXKET HaXOIWUThCA B AHanazoHe oT okojio 6 cll mo okoso
3700 clIl, uzamepenHoM mipu 25°C ¢ UCmosb30BaHNEM BUCKO3UMeTpa bpykduibaa ¢ agantepoM s HEOOIBITHX
oOpasoB. B kauecTBe nmpuMepa, BI3KOCTh MOXKET HaAXOMUTHCS B Muana3zoHe ot okoyio 5 ¢l mo okomo 500 cIl, ot
okoJio 6 cIl go oxoiso 200 cIl, ot okoiio 6 cIl 1o oxoso 100 cIl uam ot okoio 6 cIl o oxono 50 cIl. B ognom
aCIIEKTE HACTOSIIEro N300peTeHNs BA3KOCTD IEKCMEIETOMUANHOBON KOMITO3UIIMHM COCTABIISIET OT 0KoJo 6 cIl 1o
okono 20 cIl npu 25 u ckopocts cnsura okono 7 (1/c). Kommnosumus ans pa3MelieHus MOKET HaXOIHUTHCS B
nmro0o# Gopme, BKITIOYas TaKyI0 KaK pacTBOP, SMYJIbCHSL, CYCIIEH3UsI WIIN TUCIICPCHSL.

[Mocne cymiku 11 yaaineHusl pacTBOPUTEINS IJIEHKA COJCP)KUT IUICHOYHYIO MOJIOKKY (HarpuMmep, Iuiare-
00) ¢ JeKcMeIeTOMUIMHOBOM KOMITO3UIINEH, KaK OIMCAHO paHee, HO 0e3 pa3MEIeHHOT0 PacTBOpUTENs (HaIpu-
Mep, MUKpPOPa3MEIIEHHOT0) Ha TOBEPXHOCTH IUICHOYHOW MOJUIOKKH. BBICylIeHHass KOMITO3UINS MOXKET OXBa-
THIBaTh BCIO IOBEPXHOCTH IUIEHOYHOH IOMJIOKKH WM TOJBKO YaCTh IMOBEPXHOCTH IUICHOYHOM MOIIOKKH. B
OJTHOM acCIeKTe KOMITO3HIIMS MPECTaBICHA B BUJIC OTHON WK Oojiee JUCKPETHHIX Kallesb, COIepIKaIlnuX JIeKap-
CTBEHHOE CPEICTBO, Ha MOBEPXHOCTH IUICHOYHOH MOUIOXKKH. AJBTEPHATHBHO, MJIS TOCTIDKCHHUS OJHOTO WIIH
OoJee ompeneIeHHBIX U TUCKPETHBIX 00J1acTell coaepkamiei JeKapCTBEHHOE CPEICTBO KOMITO3HIINHU Ha TTOBEPX-
HOCTH IDICHOYHOW TIOJUIOKKH MOJKET MCIIOIb30BaThCs TpadapeTHOe HaHEeCEHHE.

B omHOM acmexTe B TaHHOM HM300pETEHUH NPEINIOKEeH MpenapaT U3 CyXoil IUIEHKH, CoMepIKaliee IIeHOY-
HYIO TIOJUIOXKY C OJHOM Wim Oojiee AUCKPETHBIMHU KaIUIAMH, COJEPKAIlUMHU JIEKapCTBEHHOE CPEJCTBO, HA TO-
BEPXHOCTH IUICHOYHOH MOJIOKKH, MPUYEM Kaxk[as Takas Karulsi, coaepiKamias JIEKapCTBEHHOE CPENCTBO, CO-
JEPXKUT JIEKCMEIETOMUINH MM €ro (hapManeBTHIECKH MPUEMIIEMYIO COJIb M THIPOKCHITPOIMILEIUTION03Y IBYX
MOJIEKYJISIPHBIX Macc: ruapokcunponminennonody (MM 40000), noctynayto B Bune HPC-SSL, n runpokcn-
npormwesutonosy (MM 140000), peanuzyemyro ox ToproeeiM HazBanueM Klucel tuma JF NF, u npuuem mure-
HOYHAs TIO/JI0KKA COJEPXKUT TUIPOKCHUITPOIIHILEIUIION03Y TPEX MOJIEKYJISIPHBIX Macc: THAPOKCHIIPOITHIILIEIUTIO-
no3y (MM 40000), ruapokcunpornmeniono3dy (MM 140000) u ruapokcunponmine/uionosy (MM 370000),
peanmmzyeMbix mox ToproBeiM HaszBanneM Klucel tumma GF NF. B ogHOM acnekre TieHOYHAs MOIJIOKKA TaKKe
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cozepskut nosmdTIiieHoken (MM 600000), noctynusiid nox HasBanueM Sentry Polyox WSR 205 LEO NF.

B oaHOM acriekTe TUIeHKa COACPKHUT KOMIIO3HIIUIO JJI Pa3MEIICHUs (TaKKe HAa3bIBAEMYIO B JAHHOM JIOKY-
MEHTE "JIeKCMeIeTOMUINHOBAs KOMITO3UITUsA" ), cofeprkantyto: (i) AeKCMeIeTOMUINHA THAPOXIOPHUI, TIPUCYTCT-
BYIOIIMI B KOJIMYECTBE OT OKOJo 9% mo okoino 50% mac./mMac., KOMIIO3UIHU JJI Pa3MEICHHs, HAPUMEp OT
okono 15% mo oxomo 25% wmac./mac., KOMIIO3WUIMK A pa3MemieHus; (ii) THAPOKCHIIPONIIIICIUTIONO3Y
(MM40000), mprCYTCTBYIOIIYIO B KOJIHYECTBE OT OKOJIO 5% 110 okono 85 mac.%, KOMIIO3UINH I pa3Merie-
Hud; (iii) rugpoxcunpomnmenono3y (MM 140000), mpuCyTCTBYIOIIYIO B KOJIMYECTBE OT Ookoio 5% mo 85%
Mac./Mac., KOMITO3UITUH JJIsl pa3MenIeHus; 1 (1iv) THAPOKCHITpOHIe 003y (MM 370000), mprCcyTCTBYIONIYIO
B KoJimuecTBe oT okosto 0% 10 oxoso 65% mac./Mac., KOMIIO3HUIMHK ISl pa3MelleHus. [IeHka Takke CoIepKuT
MOJIMMEPHYIO MaTpUIly, MPUYEM MOJIMMEPHasl MaTpuLia colepkuT: (i) runpoxcurnponmiennoiosy (MM40000),
NPUCYTCTBYIOIIYIO B KOJIMYECTBE OT 0K0JI0 3% 10 okoino 40% mac./Mac., HolMuMepHO#i MaTpHubl; (ii) rHapoKcH-
nponmieioaosy (MM140000), nprcyTCTBYIONIYI0 B KOJIUYECTBE OT 0KoJio 3% 1o oxono 40 mac.%, momm-
MepHO#1 Matpuipl; (iii) rugpoxcunpomiieuiono3dy (MM 370000), mpHCyTCTBYIOIIYIO B KOJMYECTBE OT OKOJIO
0% mo oxono 30 mac.%, momuMepHOi MaTpuibl, U (iv) nommsTuieHokeua (MM 600000), npucyTCTBYIOMMN B
KOJIMYECTBE OT OKOJI0 55% 110 0koi0 75% Mac./mac., MoJTMMEpHON MaTpPHIIBL.

B manHOM M300peTeHNH TaKXKe MPEATIOKEH COCTaB MOHOJIUTHOW IJICHKH IS CYyOJIMHTBAIEHOTO BBEICHUS.
[IneHKa comepKUT KOMITO3UIMIO IS pa3MeIIeHus], coaepkamyo: (i) IekcMeIeTOMUANHA THAPOXIOPH, TPH-
CYTCTBYIOIIHMIA B KOJIMYECTBE OT 0K0JI0 1% 10 okomno 50 mac.%, oT Bcei KoMIO3UINH; (ii) THAPOKCHITPOIIMIILICI-
mrosio3y (MM 40000), mprCyTCTBYIONIYIO B KOJIMYECTBE OT OKOJIO 2% 110 okoJo 30 mac.%, OT Bcelt KOMITO3UIINM;
(iii) ruppokcunpormnemuonaosy (MM 140000), mpuCyTCTBYIONIYIO B KOIHYECTBE OT oKoio 2% mo oxoixo 30
mac.%, oT Bcel koMno3uimy; (iv) ruapokcunponwinesuiroaosy (MM 370000), mprcyTCTBYIONIYIO B KOJIUYECTBE
ot okosio 10% mo okoso 50 Mac.%, oT Bceit kommo3zutyw, (V) monudtwieHokcun (MM 600000), mpucyTcTByIO-
mmid B KomuuecTBe oT okono 40% 10 okomo 75 mac.%, OT Bcell koMImo3uimu, u (Vi) Heo0A3aTeIbHO IpyTHe
(hapMareBTHYCCKH MMPHEMIIEMbIC HOCUTEITH.

B ompeneneHHBIX acHEeKTax IUICHKH, PACKPBITHIC B JTAHHOM JOKYMCHTE, OOBEAUHSIOT HECKOJIBKO THIIOB
ruapokcunponmienosiodsl (HPC), uToOb1 obecneunTh TUIEHKY C MPEUMYIIIECTBEHHBIMU cBOWcTBaMu. Harpu-
Mep, TUICHOYHAsT KOMIIO3HIHS MOXKET COZEpIKaTh IBE WM TPU W3 THIPOKCHUIPOMIIIIELTono3sl (MM 40000),
ruapokcunponmieniosiodsl (MM 140000) u ruapokcunponwiiesutono3sl (MM 370000) B komOuHammu. B
HEKOTOPBIX BapHaHTaxX OCYIIECTBIECHUs MmoymdTIIIeHOKcH (MM 600000) BKITIOYEH B COCTaB ¢ 3TUMHU THUIIAMHU
HPC, xorma coctaBisieT 4acTh MOHOJIMTHOM IIJIEHKH.

B HEKOTOPHIX IIICHOYHBIX KOMITO3UIMAX HHU3KOMOJIEKYIISIPHAS THAPOKCHIPONMIIEIUTION03a (HAIpUMeED,
MM 40000) nprcyTcTByeT B KOJIMYECTBE OT OKOJI0 3% 10 okoyo 8% (Hampumep, okoio 5%) mac./mac., oT 00-
el Macchl IJICHKH, BBICOKOMOJICKYJIIPHAsT THAPOKCUIIPOIIUIIEIUTono3a (Hanmpumep, MM 140000) mpucyrcr-
BYET B KOJIMYECTBE OT OKOJIO 3% 110 okoso 8% (Hampumep, okoiio 5%) Mac./mMac., OT 00IIei MacChl INICHKH, BbI-
COKOMOJICKYJIIpHAsl THIPOKCHIponmiIeunoio3a (Hanpumep, MM 370000) mpucyTcTByeT B KOJHYECTBE OT
okoJo 20% o oxono 40% Mac./mMac., OT 00IIeH MacChl TWICHKH, W MONMHATHICHOKCHA (Hampumep, MM 600000)
HPUCYTCTBYET B KoJdecTBe oT 0Koi10 40% 1o okosno 70% (nampumep, ot okoio 50% no oxoino 60%) mac./mac.,
oT o0rmiell Macchl IUICHKH. B 0THOM acrmekTe 1Ba BRICOKOMOJIEKYIISIPHBIX BOJOPACTBOPHUMBIX ITOJINMEpPA BMECTE
MPUCYTCTBYIOT B KOJIMUECTBE OT 0K0JI0 25% 1o okxomno 40% mac./mMac., OT 001Ieil MacChl IIICHKH.

Br16op 1 cooTHOIIEHHE BOJOPACTBOPUMBIX MOJIMMEPOB MOXKET OBITH ITOIYYEHO JJISl OCYIICCTBICHUS MOJI-
HOTO PacTBOPEHUS TNICHOYHOI KOMITO3UIIMY B JKHUAKOCTH IIEPOPATBFHON CIN3UCTONH 000JIOYKH B TEUEHHUE OT C J0
MUH, HanpuMep oT okoJio 0,25 MuH 70 oKoo 15 MUH, TakuM 00pa3oM oOecTieurBast TOCTaBKY TEPAIeBTHIECKU
3¢ PEKTUBHOTO KOJMYECTBA JEKCMEACTOMHINHA WIN €ro (apMareBTHYECKH NPHEMIIEMON COJH 4Yepe3 CIHM3H-
CTYI0 000JIOYKY MOJOCTH pTa. HampuMmep, TICHOYHBIC KOMIIO3HIIMH MOTYT HAXOIUTHCS B CYyOJMHTBAIBHON 00-
JIACTH pTa 10 0KoJyo 15 mMuH, A0 okono 10 MUH WM A0 OKOJO 5 MHH, BKJIIOYasi EpHoj BpeMeHHu oT okoJio 30 ¢
JIo okoJo 15 muH, oT okosio 1 MuH 10 okojo 10 MUH WK OT 0KOJIO 1 MUH 10 OKOJIO 5 MHUH.

MoskeT OBITh UCTIONB30BaH CTAHJAPTHBIN MPUOOP ¢ KOP3UHON WM JOMATKaMHU, OTIMCAHHBIH B 10001 dap-
Makoree, Ul UCCIIeJOBaHHUs PAcTBOPEHHMs in vitro. BeIOop cpesbl pacTBOpeHHs MO CYIIECTBY OyJeT 3aBHUCETH
KaK OT yCJIOBHH MOTPY>KEHUs, TaK M HAWBBICIICH TO3BI JIEKAPCTBEHHOTO CPEACTBa. Temrmeparypa cpeapl pacTBO-
peHus nomwkHa noaaepxkuBathes mpu 37+0,5°C u npu 50 06/muH (cM. Bala et al., B Int J Pharm Investigation,
vol. 3(2), pages 67-76).

PackprITIle B JTAaHHOM JTOKYMEHTE IJICHKH UMEIOT HECKOJIbKO (PYHKIIMOHAIBHBIX IPEUMYIIECTB s 00JIer-
YeHHs1 OBICTPOrO Hadaja JCHCTBHUS JIEKAPCTBEHHOTO CPEACTBA. B HEKOTOPHIX acHeKTax TOHKOIJICHOYHBIE KOM-
MTO3UITMU M300peTeHUsT UMEIOT BpeMs pacnaaeHus (disintegration time, DT) ot okoso 15 ¢ g0 oxomno 180 ¢, ot
okoJio 15 ¢ 1o okomo 160 ¢, ot okoio 25 ¢ 10 okono 150 ¢, ot okojo 15 ¢ 10 oxono 140 ¢, ot okojo 15 ¢ 10
oxouo 120 c, ot okoio 40 ¢ 1o oxouo 120 ¢, ot okoso 50 ¢ 1o okosno 120 ¢, Hanpumep okoso 120 ¢ npu cyOamH-
TBAJILHOM MPUMEHEHWH. Bpems pacmaieHuss B ’TOM HHTEpBAJIC BPEMEHU 00ECIICUMBACT ONTUMAILHOE HAYAIIO
JICWCTBHS JIEKAPCTBEHHOTO CPE/ICTBA.

B npyrux omnpeneneHHBIX acleKTaX TOHKOIUIGHOYHBIE KOMIIO3WIIMM HACTOSIIIETO H300pETEHHS HMEIOT
CBOWCTBa MYKOQJIe3MH, KOTOPhIC OOECICUMBAIOT MPAKTHYCCKUE MPEHMYIIECTBA JUIS JOKAJTH3alUU TUICHKU B
CyOJIMHTBaJIbHOE MECTO M YMCHBIIICHHS HIIH TIPeAOTBpaIieHus, 3@ pekTuBHOrO yaaiaenue 10 pactBopeHus. laH-
HOE KayecTBO OOECIeYnBaeT HCKIIOYUTEIHHOE MPEUMYIIECTBO B KIMHHYCCKUX YCIOBHAX Y BO30YXKICHHOTO
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cyobekra. TakuM 00pa3oM, B HEKOTOPBIX aCHEKTaX TOHKOIUICHOYHBIC KOMIO3HUIUU MMCIOT CHITy MYKOAIre3HU
(cnity MyKoaare3suy WM COBHTAIONIyIO cHity) okosio 50 T miwm Bbie, okoio 100 r nnm Beime, okono 200 r wmu
Beimre, 0ko10 300 r uau Beimre, 0kojo 400 T uiau BeIIe, 0koyio 500 r win BeIle, 0koyo 600 T WM BBIIIE, OKOJIO
700 r unu BeIIe, okojo 800 T win Beime, okosio 900 r wiu Beie, okosio 1000 T wim Beime. B onpeneneHHbIX
acreKkTax CHujia MyKOaJre3ur HaxoauTcs B auamnaszoHe oT okoio 300 T mo okoso 4000 T, oT okoio 500 T 10 0K0JI0
3000 r wu ot okoiso 1000 T mo oxosro 2000 T.

JlocTaBke eKapCTBEHHOTO CPEICTBAa TAaKXKe CIOCOOCTBYET MPOYHOCTH Ha pa3phIB. HekoTopble TOHKOILIE-
HOYHBIC KOMITO3UIIUU HACTOSIIETO N300pETEHUS MMEIOT MTPOYHOCTh Ha pa3phiB paBHYy0 wiu Beimie 50 r, 100 T,
200 r, 300 T, 400 1, 500 T, 600 T, 700 T, 800 T, 900 T, 1000 T, 1100 T, 1200 T, 1300 T, 1400 T, 1500 T, 1600 T,
1700 r, 1800 r, 1900 T, 2000 r, 2,500 1, 3000 1, 3500 T, 4000 T, 4,500 I, 5000 T, 5500 T, 6000 T, 6500 T, 7000 T,
7500 r, 8000 r, 8500 r, 9000 r, 9500 r, 10000 T uam 15 000 r. Hanpumep, Mpo4HOCTb HA pa3pbIB MOKET HAXO-
IHUThCA B quana3oHe oT 0koj0 200 r mo okomo 15 000 r, ot okosno 300 r go okoao 10000 r mwiu ot 400 T 10 OKO-
70 5000 r.

dapmareBTHIECKU PUSMIICMBIC HOCUTEIIH.

[TneHoYHBIE KOMITO3UIIMK MOTYT IOTIOJIHUTEIHHO COAEpIKaTh OOUH WK Oosee GpapManeBTHICCKH MPHEM-
JIEMBIX HOCHUTENEH, KOTOPBIE BKIIOYAIOT, HO HE OTPAHWYMBAIOTCS UMM, KHUJIKHE HOCUTEIH, apOMaTH3aTOPHI, O~
CITaCTUTEH, OCBEXKAIOIINE areHTHI, AaHTHOKCUIAHTHI, peryiupyiomue pH areHTsl, yCHINTENN TPOHUKHOBEHHS,
MYKOAJI'€3WBHBIC areHTHI, INIACTH(PUKATOPHI, 00HEeMO0Opa3yIOIINe areHThl, TOBEPXHOCTHO-aKTHBHBIE BENIeCTBA/
HEHOHHBIE COJTIOOMIN3aTOPHI, CTAOUIH3aTOPEI, IPOTUBOIIEHHEIE areHTHI, KPACUTENN WA ToMy nonobHoe. B He-
KOTOPBIX BapHaHTaX OCYIISCTBICHHS IUICHOYHBIE KOMIIO3HIINH IO CYIIECTBY HE COAepKaT KUCIOTHOTO Oydepa
WX IPYTHX KUCIOTHBIX arCHTOB.

Kunkue HocUTENH.

CornacHO OJHOMY acHeKTy (apMaleBTUYCCKH MPUEMIIEMBIA HOCHUTENb COJCPKHUT KHUIKANH HOCHUTEIb.
JKunkuii HOCUTENb COICPKUT OJUH WU 00Jiee paCTBOPHUTENICH, IPUMEHUMBIX IPU IPUTOTOBJICHUH ITOJIMMEPHOM
MAaTPHIIBI (ColepIKaIei ICKapCTBEHHOE CPEICTBO WK IIAIe00), i KOMITO3UITUIO TSl pa3MEILCHHS B TUICHOYHON
KOMIIO3UIINHA. B HEKOTOpPHIX BapHaHTaxX OCYIIECTBICHUS PAaCTBOPHUTENIb MOXKET NPEICTAaBIATH co0oil Bomy. B
HEKOTOPBIX BapHaHTaX OCYIIECTBICHHS PACTBOPHUTENb MOXET MPEACTaBIATH COOOH IMONSPHBIN OpraHWYecKHit
pacTBOpUTENH, BKIIFOYAs, HO HE OTPAHUYMBASACH 3THUM, JTAHOJ, M30MPOIAHOI, alleTOH, OyTaHO], OCH3UIIOBBIH
CIHPT U UX CMECH. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHHUS PACTBOPHUTEIb MOXKET MPEACTABIATh COOOH HEmo-
JIIPHBIN OpraHUYEeCKU pacTBOPUTEND, TAKOM KaK METUIICHXJIOPU, TOIYOJ, 3TWIALeTaT U ux cMecu. Hexotopeie
PacTBOPUTENH MPENCTABISIOT COO0H CITUPTHI, 0COOEHHO 3TAHOJ, BOAY U MX CMECH.

JYKenarenpHO, YTOOBI CONCp)KAHHE PACTBOPUTENA BO BIAXKHOW IMOJMMEPHOW MATPHIE COCTABIISLIO II0
MeHbIIeH Mepe okoio 30% mo Macce OoT OOIIeH MacChl )KUIKOCTH BCEH TUICHOYHOM KOMITO3HIIUU TIEPE]] BBICY-
mmBaHueM. [locnenyromias BRICYIICHHAS TUICHKA, TIPEATIOYTUTEIHLHO, COJCPKUT MeHee ueM okoiio 10% mo mac-
Ce pacTBOpHUTEIs, OoJice KEJIAaTeIFHO MEHEe YeM OK0JIo 8% 10 Macce pacTBOPHTEINS, Aaxe OoJee kKeIaTeabHO
MeHee 4eM OKOJIo 6% MO Macce pacTBOPHUTEIIS U HAHOOJIee JKENaTeIbHO MEHEe YeM OK0JI0 2% I10 Macce pacTBO-
puTens.

ApOMaTH3aTOPBI/TIOICITACTUTEH/OCBEIKAIOITUE arCHTHI.

MokeT OBITH MOJIE3HO MOOABIATH MOJACIACTHTENb, APOMATH3UPYIOIINHA areHT, OCBEXAIOIINI arcHT, Mac-
KAPYIOIIUKA BKYC areHT WJIH UX KOMOWHAIMIO K IJICHOYHBIM KOMIIO3HIIUAM JUIS YIIYUIICHHS BKyca IUIEHOYHON
KOMITO3HUITHH.

ApomaTn3aTopel MOTYT OBITh BBEIOPAaHBI M3 HATYpPANBHBIX W CHHTCTHYECKHX apPOMATH3UPYIONIMX KUIKO-
cteit. VImrocTpaTHBHEIN MepeueHbh TAKWX arcHTOB BKITIOYACT JICTYYHC Maclia, CHHTCTHYCCKHE apOMaTH3HPYIO-
IIMe Macia, apOMaTU3UPYIOIINE apOMATHUCCKUE BEIIECTBA, MACIA, KUAKOCTH, TIPUPOTHBIX CMOII U SKCTPaK-
TOB, MOJYYCHHBIX W3 PACTCHUI, JIUCTHEB, I[BETOB, PPYKTOB, CTEONCH 1 NX KOMOWHAILINY.

HeorpanuuuBaromuii penpe3eHTaTUBHBIN IEpEeUYeHb IPUMEPOB BKIIOYACT B €0 Maciia MsTHI, Maciia Kakao
U OUTPYCOBBIX, TAKHE KaK JIMMOH, alleIbCUH, BUHOTPA, JalM U TpeHnpyT, U (HPYKTOBBIC SCCCHIIUH, BKIFOYAS
SI0JIOKO, TPYIy, IEPCUK, BUHOTPAJ], KIIYOHUKY, MaJIHY, BUIIHIO, CIIUBY, aHAHAC, aOpUKOC, WK Ipyrue QpyKTo-
BBIE aPOMATH3aTOPHI.

Hexotopbie apomMaTn3aTOPH! WIM apOMAaTH3UPYIOIIKAE areHTHl BKIIIOYAIOT B ce0s HaTypalbHBIE M UCKYCCT-
BEHHBIE apOMATHU3aTOPBI. DTH apOMaTH3aTOPEI MOTYT OBITH BHIOPAHBI U3 CHHTETHYECKIX apOMaTHYECKIX Macell
¥ apOMaTH3HUPYIOMINX apOMaTHYECKUX BEUIECTB /MM Maceyl, IPUPOJHBIX CMOJ U SKCTPAKTOB, OIYICHHBIX U3
pacTeHHii, JTUCTbEB, IBETOB, (PPYKTOB U T.A., U WX KoMOmHanuuii. Heorpannmumsaromue apoMaTHdecKue Macia
BKITIOYAIOT B ce0s: Maciio MATHI KyAPSBOW, KOPUYHOE MACIIO, MACJIO TMEPEYHOH MSTHI, TBO3IUYHOE MAaCIIO, JaBpO-
BOC MacJI0, MacJIoO TUMbsTHA, MACII0 KSIPOBBIX JTUCTHEB, MACIIO MyCKaTHOTO OpeXa, Macyo maides U Maciio Topb-
KOTO MHUHJAIsA. [[pUTOIHBI TaK)Ke UCKYCCTBCHHBIC, HATYPATIbHBIC MIIH CHHTETHYCCKHE (PPYKTOBBIC apOMaTH3aTO-
pBI, Takue KaK BaHWIb, IIOKOJAJ, KOJe, Maciaa Kakao M IIUTPYCOBBIX, BKIFOYAs JIUMOH, alelbCHH, BHHOTPA],
JaiM u TpedndpyT, u GPYKTOBBIC SCCEHIINH, BKIIOYAs SOJIOKO, TPYIIY, MEPCUK, KITYOHUKY, MAJIUHY, BHUIIIHIO,
CIIMBY, aHaHAC, a0pUKOC W T.I. DTH apOMAaTHU3aTOPHl MOYKHO HCIIOJNB30BaTh OTICIBHO WIM B KOMOWHAITHH.
OOBIYHO HCIIOTB3yeMbIC apOMATH3aTOPBI BKIFOYAOT MSATHBIC, TAKHE KaK MATHI MEPEYHOMN, HCKYCCTBEHHYIO Ba-
HUJIb, TIPOU3BOAHBIC KOPHUIBI U PAa3IUYHBIE (PPYKTOBBIE apOMATH3aTOPhI, HE3aBUCHMO OT TOTO, HCIOIB3YIOTCS JIN
OTIENBHO WM B KOMOWHAIu. MOTyT TakXe OBITh HCIIOJIB30BAHBI apOMAaTHU3aTOPHI, TaKWE KaK albICTHUABI U
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CJIOKHBIC A(UPHI, BKIIOYAs IMHHAMUIALETAT, IUHHAMAIBICTU, [IUTPalb, TUITAIALNCTAIb, JUTHIPOKAPBIIIAIIC-
TaT, 3BreHIWII(OPMHAT, M-METIIAHU30JI WIH TOMY MOJ00HOE. J[OMOHUTEIbHBIC TPUMEPHI ATBICTUIHBIX apoMa-
THU3aTOPOB BKJIFOYAIOT, HO HE OTPAHWMYUBAIOTCS UMH, alleTATBIETH T (S10J10K0); OeH3ambAeTr ] (BUIITHS, MUHIAIB);
MUHHAMATBIETH]T (KOPHIIA); IUTPaIh, T.€. ambha-IuTpais (JIMMOH, JIaiiM); Hepallb, T.e. OeTa-IUTpaib (JTMMOH,
JaiiM); neKaHalb (anelbCHH, TUMOH); dSTUIBAHWINH (BaHWIb, CIIMBKH); TEIHOTPOITHH, T.€, IMUIIEPOHAJb (BaHWIb,
CJIMBKH); BaHWIWH (BaHUJIb, CIMBKH); allb(ha-aMIIIMHHAMAIBAETH (TIpsSHbIE PPYKTOBBIE apoMaThl); OyTHpaTb-
JeTu]l (CIMBOYHOE MAaclio, CBIP); BajepaibIerua (CIMBOYHOE MAcCio, ChIP); MUTPOHEIUIANH (MOIU(PUKATOPHI,
MHOTHE BHUBI); NeKaHaab (IUTPYycoBbIe); anbaerun C-8 (rurpycoBbie); anpaerua C-9 (MUTPYyCOBBIC); allbJIeTH]T
C-12 (uurpycoBsle); 2-3TWIIOYTHpaIbIeTHA (IJI0JOBO-STOHEIC); TeKCEHANb, T.€. TpaHC-2 (TUI0JZ0BO-STOIHEIE);
TONWIIANBICTH (BUIIHS, MUHIAJb); BepaTpaabieril (BaHIWIb); 12,6-TUMETHI-S-TeNTeHAaNb, T.C. JBIHHBIA (IbI-
Hs1); 2-TAMETHIOKTAaHANb (3€JICHBIC IUIOBI) U 2-10AeIeHaNb (IIUTPYCOBEIC, MAHIAPHH); apOMATHl BUIIHU; BUHO-
rpaja u uX cMecH. B 0JTHOM BapHaHTE OCYIIECTBICHHS apOMAaTU3aTOP MPEACTABISICT COOOH apoMaTH3aTop Mac-
J1a IEpeYHOM MSATHI, JOCTYIHOE B BUJIE Macia nepeunoit Marel, NF.

KonudecTBo MprMEHsAEMOr0 apOMaTU3UPYIOIIETO arcHTa, OOBIYHO SIBJIIOMICTOCS BEIISCTBOM MPEIIIOYTE-
HUS, TIOABEPYKEHO TaKMM (paKTOpaMH, KaKk THUI apoMaTH3aTopa, 0COOEHHOCTBIO apOMaTH3aTOPa M JKEIaeMOH 110-
36l. KommaecTBO MOKHO BapbHPOBATH, YTOOBI MOJYYUTh PE3yJIbTAT, JKEIAeMBIil B KOHEUHOM Tpemnapate. Taxue
BapHaIliy HaXOIATCS B IpeAesiax BOZMOXKHOCTEH CHEIMaINCTOB B JaHHON 00JIaCTH TEXHHUKH 0e3 He0O0X0anMOo-
CTH TIPOBEICHUS M3JHIIHIX YKCIEPUMEHTOB. B 00miem, B MIeHKax MOTYT MCIIOJIB30BaThCS KOJIMYECTBA IS BBE-
JIEHUS apoMaTH3UpYIoNuX 100aBok ot okoJo 0,1% mo okomno 30 mac.%.

[NomxopdmTre MOACIaCTUTEIH BKIIIOYAIOT KaK MPUPOJHBIE, TaK M MCKYCCTBEHHBIC MociacTuTenn. Heorpa-
HUYUBAIOIIKME MPUMEPHI MOAXOSIIUX TOACTACTUTENCH BKIIOYAIOT, HAPUMED: BOJIOPACTBOPUMBIC ITOJICIIAIIIH-
BAIOIIKE arcHTHI, TAKAE KaK MOHOCAXapU/IbL, JUCAXaPUIbI U TIOJIUCAXAPHIBI, TAKUE KaK KCHI03a, pr003a, TIFOKO-
3a (IeKCcTpo3a), MaHHO3a, ralakTo3a, Qpykro3a (JIeBys03a), caxaposa (caxap), KYKYpPY3HBIH CHPOI C BBICOKHM
coJliepaHrueM (PPyKTO3bI, MAJIbTO3a, HHBEPTHBIHM caxap (cMech (h)PYKTO3BI M TIIFOKO3BI, OJTyYaeMasi M3 caxapo-
3BI), YACTHYHO THAPOIM30BAHHBIN KpaxMal, cyXas KyKypy3Has MaToka U TUTHAPOKAIBKOHEI; PACTBOPUMEBIC B
BOJIC MCKYCCTBEHHBIE TOJICIIACTHTENH, TAKIE KaK PACTBOPUMBIE COJIM CaxapHHA, T.e. HATPHEBBIC WM KaJbIHe-
BBIE COJIM CaxapHHa, CONM LUKJIaMaTa, HATPHEBas, aMMOHHEBAs WM KalbIleBas CONb 3,4-IUrHapO-6-MeTHII-
1,2,3-oxcaTna3uH-4-01uH-2,2-THOKCHUI, KaduiHas conb 3,4-muruapo-6-meTtui-1,2,3-okcaTna3suH-4-oaquH-2,2-
nmuokcun (anecynbham-K), cBoOoHas KruciaoTHasS GopMa caxapruHa ¥ TOMY T0J00HOE; TOICIACTUTENN Ha OCHO-
BE JAWIENTHIOB, TAKME KaK ITOJICIaCTUTENH, TOJTyIeHHBIE U3 L-acriaparnHOBOM KHCIIOTHI, Takue Kak L-acmapTui-
L-denmmanannH-MeTUIIOBBIH  clOKHBIM  3¢up  (acmapram), L-ambda-acnmaptuin-N-(2,2,4,4-TeTpaMeTn-3-
THEeTaHWN)-D-aNnaHuHaMuIa TUAPAT, CIOXHBIC MeTWiIoBbie 3¢dupbl L-acmaprtmn-L-¢enunrmunepuna u L-
acraptui-L-2,5-murunpodenunrinnyna, L-acmaptuin-2,5-murunpo-L-dennnananuna, L-acmaprun-L-(1-
IUKJIOTEKCUEH )-aJIaHMHA U TOMY HOJO00HOE; BOJOPACTBOPUMBIC TOACIACTUTEIH, MOMYYCHHBIC U3 MPUPOIHBIX
BOJIOPACTBOPHMBIX TOJICIACTHTEINICH, TAKMX KaK XJIOPUPOBAHHBIC MPOU3BOJHBIC OOBIYHOTO caxapa (caxaposbl),
W3BECTHEIH, HAITPUMEp, KaK CyKpaio3a, U MOJCIACTHTEIN Ha OCHOBE OCITKOB, TaKMX Kak u3 thaurnatoccous dan-
iellii (taypuaTus I u II), mpupogHBIC TOACTACTUTEN BRICOKOW HHTEHCUBHOCTH, Takue kak Lo Han Kuo, crepus,
CTEBHO3UABI, MOHEIUIMH W TIUIMPPU3WH. B OIHOM BapHaHTE OCYIISCTBICHHS ITOJCIACTUTENh IPEACTaBISICT
co0oii cykpanosy.

OcBexaromiye areHThl, TakKe Ha3bIBAEMbIE OXJIQXKJAOIIUMHU areHTaMH, SIBISIOTCS XUMHUYECKUMH BEIIECT-
BaMH, KOTOpBIC aKTUBHUPYIOT XOJIOOBBIE WYBCTBUTEJIBHBIC DPEIENTOPHI, CO3AaBas omrymeHne xojoma. Oce-
JKArOIUE areHTHI, KOTOPBIE MOTYT HOOABIIATH B IUIEHOYHYIO KOMIIO3WIHMIO, BKJIIOYAIOT B c€0S MEHTON, TUMOJ,
KaM(opy Y IBKATUNTON. B 0JJHOM BapuaHTEe OCYIICCTBICHUS OCBEKAIONINIA areHT MPEICTABIACT COO0 MEHTOJL.

ApoMaTH3aTOpHI, MOJICIACTUTEIN U OCBEKAIOIINE areHTHl MOTYT JOOABISATh B TPATUIIMOHHBIX KOJIAYECT-
BaX, OOBIYHO 10 OTHOILICHHUIO K 00meMy KoiaudecTBy oT okojio 0,01% no oxomno 10% mo macce IiIeHKH B miepe-
cdeTe Ha CyXyIo Maccy, HarmpuMep oT okoiio 0,1% no oxono 7% mo macce IICHKH B IEpecyeTe Ha CyXyr0 Maccy,
Hanpumep ot okoJio 0,1% 1o okoso 5% 1o mMacce IVIEHKH B IEpecueTe Ha CyXYI0 Maccy.

Jpyrue Mackupyromye BKYC areHThl BKIIOYAIOT B ce0s1, HATPUMED MOJIMMEpPHI, Macia WiId BOCKU. B ogHOM
BapHaHTE OCYIIECTBICHHUS JCKCMEICTOMHIINH WM €ro (papMareBTHIeCKH PUEMIIEMYIO COJb MOKPBIBAIOT Mac-
KHAPYIOIIMM BKYC ar€HTOM Iepe COCTAaBICHUEM IUICHOYHBIX KOMIIO3HITHH.

B HEKOTOpHIX BapHaHTaX OCYIIECTBICHHSA, €CIM MACKHUPYIOIINI BKYC areHT MUCIONB3YeTCS IS TTOKPHITHA
AKTUBHOTO WHTPEINEHTa, OH MOXET MPUCYTCTBOBATh B KOJIMYECTBE OT OKOJO 5% 1o okomno 80% mo macce gac-
THUIIBI WM TPAHYJIBI, COAEPIKaIlel aKTUBHBIM HHTPEANEHT. B Ipyrom BapuaHTe OCYIIECTBICHHUS MACKUPYIOLTIA
BKYC areHT IPHUCYTCTBYET B KOJMUYECTBE OT OKOJIO 25% 10 oxoio 35% 1mo Macce 4acTHIBI FIIH TPAHYIIBI, CONEp-
JKallell aKTUBHBIA MHIPEAMCHT. TOYHOE coaepikaHHEe aKTUBHOTO HHIPEAMCHTA B MOKPBITOW JJISI MaCKUPOBKH
BKyCa YaCTHUIBl WX TPAHYJBl 3aBUCHT OT MHOTHX IapaMeTPOB, BKJIIOUAs KOHKPETHYIO ()OPMY UCIOIB3YEeMOTO
AKTUBHOTO WHTPEIUCHTA (T.€. CBOOOJHOTO OCHOBAHWS WM €TO COJH), TOKPBITHEC M JIOOBIC apOMaTH3aTOPHI,
MPUCYTCTBYIOIINE B YACTHIIC WM TPAHYIIC WU B IDICHKOOOPA3YIOIICH OJIMMEPHON MaTPHIIE.

JexcMmeneToMunH WM ero (hapMaleBTHYCCKH MPUEMIIeMasi COJIb MOTYT MOJBEPraTh MaCKUPOBKE BKYCa,
BBI3BAHHOH BBINICOMMCAHHBIMU MACKHPYIOMIMMHU BKYC arcHTaMH, ¢ IMMOMOIIBI0 Pa3InYHBIX MeToauk. [Tomxoms-
mye crocoObl HAHECEHHS IOKPBITHS BKIIIOYAIOT, HO HE OTPAaHUYNBAIOTCS UMM, TIOKPHITHE B MICEBI00KIKEHHOM
Clloe, pacHbUINTENFHOE TMOKPBITHE C OTBEPXKACHUEM, arjJoMEpaIrioHHOE WM TPAHYISIIUOHHOE MOKPHITHE, IMO-
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KPBITHE ITyTEM 3aXBaTa, KOAIEPBAIIMOHHOE TIOKPBITHE, HH()Y3UOHHOE MOKPHITHE, ICHTPOOCIKHOE MOKPHITHE, HO-
HOOOMEHHOE MOKPBITHE WK TOMY IT0100HOE.

AHTHOKCHUIAHTEHI.

[TneHoyHBIE KOMIO3HIIUN MOTYT MPEUMYIIECTBEHHO HCIOJIH30BAThH AaHTHOKCHAAHT WIIM IMOTJIOTHTENh KH-
cloposa Ui MPEJOTBPAICHHUS WM YMEHBIICHHS OKUCIHUTENBHOW Nerpagalliy JEKCMEISTOMHUANHA WIH €ro
(hapMareBTHYECKH IPUEMIIEMOH COJM Tepes UCTIONb30BaHNEeM. [IpUMeps! MOTIIOTUTENIeH KUCIOpOaa HIiTH aHTH-
OKCHIAHTOB, KOTOPBIE M0 CYIIECTBY YJIYUIIAIOT JOJTOCPOUYHYIO CTAOMIBHOCTD IUIEHOYHON KOMIO3HIIUH TI0 OT-
HOIICHUIO K OKUCIUTEIBHOHN Nerpataliiy, BKIIOYAIOT CyIb(QHUTHBIE CONH, TaKHe KaK Cyab(UT HATPHUs, OMCYIIb-
(buT HaTpUs, METAOUCYTH(PUT HATPHS U AHATIOTHYHBIC COJIA KAIHS U KAJIbITHSL.

IMomxoxsiiee KOJIMYESCTBO CYIB(MUTHOW CONMHM (HAmpUMep, CyIb(QUTa HATPHS) COCTABISET JO OKOIo 5%,
Hanpumep ot okoJio 0,001% 1o okono 2% 1no mMacce MICHOYHONH KOMIIO3UIIMH B IIEpecUeTe Ha CyXYIO Maccy.

Perynupyromue pH arents/neiirpanusupyroniie pH areHTs.

[Nornomenue AeKCMEACTOMUIUHA MK €ro (papMareBTUUCCKON MPUEMIIEMON COJIU Yepe3 CIU3UCTYIO 000-
JIOYKY MOJIOCTH PTa MOXET YBEJIIMYMBATHCS B IIECIOYHOM MHKPOOKPYKCHUHU. B kadecTBe mpumepa, 3TOro MOKHO
JOCTUTaTh, KOT/Ia TUIGHOYHBIE KOMIIO3HITUH TOAEPKUBAIOT IpH pH BEIme 6, OT 0Komo 6 10 OKoyio 9 mwim oT
0KOJI0 6,5 10 okono §. B HEKOTOPHIX BapmaHTaxX OCYIICCTBICHUS M300pPETCHUS IUICHKA MOXKET COJepKaTh IIe-
JIOYHOE BEIIECTBO, KOTOpoe yBenmuuBaeT pH mieHouHoro mpemnaparta. HeorpaHndnBaionme npuMepsl peryiu-
pyromux pH/ae#rpammsupyromux pH areHToB BKIIIOYaloT OMKapOOHATHI (HapuMep, OMKapOoHaAT HATPHS), ITUT-
paThl (HarmpuMep, MUTPAT Kaaus), KapOoHaTsl (HalpuMep, KapOOHAT KaJbIHsA), JAaKTAThI (HApUMeEp, JIAKTaT Ha-
TpHS), alleTaThl (HapUMep, areTaT KalbIus), IeogHoe OydepHoe BEemEeCTBO (HAMpUMeED, TIUIHH), THAPOKCHUT
HATPUS, XJIOPUJI HATPUSI WK TOMY IOI00HOE.

Ilenounoe OydepHOE BEMIECTBO, TAKOE KaK TIIMIUH, SBISCTCS OJHUM U3 MPHUMEPOB HEUTPATH3UPYIOMIETO
pH arenra.

Perymupyromme pH arenter/HedTpanmsupyronme pH areHTsl MOTYT OBITh TOOABJICHBI B INICHOYHYIO KOM-
MO3HIIMIO B KOJMMYECTBAX, d3(GEKTUBHBIX Jis ctadbmimzanuu pH B xemaemom muamasone pH. IMomxomsmiee ko-
JUYECTBO perynupytomero pH/Heirpanmupytomniero pH areHTa, MpUCYTCTBYIOMIETO B TUICHOYHON KOMIIO3HIIHH,
BKITIOYAET, HaIlpuMep, 10 okoio 10%, Hanmpumep oT okoio 1% 1o okoso 5% mo Macce mICHOYHOH KOMITO3UIIHN
B IIepecUeTe Ha CYXyIO Maccy.

W waoboport, ObuT0 TOKa3aHo (Tabmn. 24 B mpuMepe 2 B JaHHOM JTOKYMEHTE HIKE, CPaBHUTEIHHBIA COCTAB
11), aTo gobamieHne KUCIOTHOTO Oydepa (Harmpumep, JJaKTaTHOTO Oydepa) W/MiM KACIOTHOTO areHTa (Hampu-
Mep, MOJIOYHOW KHCIOTHI) B IUICHOYHYIO KOMITO3HIIMIO OKAa3BIBACT HETATHBHOE BIMSHWE Ha IIPOHUIIAC-
MOCTH/MU((PY3UI0 AKTHBHOTO MHTPEIUCHTA Yepe3 CIU3UCTYIO 000JIOUKY TIOJIOCTH PTa.

ATCHTBI, yCHIIMBAIONINE TIPOHHUIIACMOCTD.

UToOBl TOMONHUTEIHFHO CTUMYJIHPOBATh TOTJOMICHAE ICKCMEICTOMUINHA WM €ro (apMarieBTUIeCKOi
COJIH Yepe3 CIM3UCTYIO 000I0YKY MOJOCTH PTa M YMECHBIIUTH KOJIUYECTBO IEKCMEICTOMUINHA, KOTOPOE MPOHH-
KaeT B JKCIyTOYHO-KUIICYHBIN TPAKT, MOXKET OBITh BHITOJHBIM JOOABIATH B IUICHOYHYH) KOMITO3UIMIO arcHT-
YCHIIUTENb MPOHUIIAEMOCTH (T.€. YCHIUTENb IpoHuaeMocTn). HekoTopsie 3peKTUBHBIC YCUIUTENH MPOHHK-
HOBEHHSI, KOTOPBIE CIIOCOOCTBYIOT a0COpPOIMH JTEKCMENECTOMHUINHA WX €ro (papMaleBTHYECKU TPUEMIIEMON
COJIM Yepe3 CIU3UCTYI0 000JI0YKY TOJOCTH PTa, BKIIOYAOT CHUPTHL. CIIMPTOBOM yCHIIMTENh MPOHUKHOBEHHS B
CHHpTE, TaKoil Kak OyTaHOJ, MOXET TPATUIIMOHHO MOOABIIATHCS K IUICHOYHOM KOMITO3UIIMM B KOJIHYECTBE IO
okoso 10%, mHanpumep ot oxoso 0,1% 1o okomno 5%, Hampumep ot okoio 1% 1o oxosno 3% B mepecdere Ha Mac-
Cy TUICHOYHOU KOMITO3UIIMH B BUJE CyXOH MaccChl.

MyKkoaAre3uBHBIC arcHTHI.

UToOBl CTUMYJNHPOBATh AATC3UI0 IUICHOYHOH O KOMIIO3HMIIMH Yepe3 CIU3UCTYI0 000JO0YKY TOJOCTH pTa,
MOJKET OBITh BHITOJHBIM TOOABIATH B IJICHOYHBIA COCTaB MYKOQATC3UBHBIN arcHT. [IpuMepsl MyKoare3uBHBIX
areHTOB, KOTOPHIE MOTYT HOOABIATh K IUICHKE, BKIIOYAIOT B ccOs, HO HC OIPAaHMYMBAIOTCS UMHU, aJTbTHHAT Ha-
Tpus, HATPUHA KapOOKCHMETHIILEILTION03Y, TYapOBYIO KaMelb, MOJIHATHIICHOKCHA, THIPOKCHUITHIILCILTIONO03Y,
THIPOKCUIPOIIIIIEIUTION03Y, THAPOKCHIIPOMIIMETHIIIICIUTION03Y, KaMelb Kapailn, METHIICIUTION03Y, PETeH,
TparakaHT ¥ TOMy mogo0Hoe. OIiH MyKOaATe3UBHBIN areHT MPEICTAaBIsIeT cOO0HM MOIMATIIICHOKCH, KOTOPBIHA
00OBIYHO MOTYT T00ABIATH K IJICHOYHOW KOMITO3UITHH B KOJH4YecTBE OT 0K0J0 20% 1o okomno 90%, Hanmpumep oT
okosio 40% mo oxomno 70% B mepecueTe Ha OOIIyI0 Maccy IUICHOYHON KOMIIO3HMIIMHU B BUAE cyxoi macchl. Cie-
IyeT MOHUMATh, YTO BOJIOPACTBOPUMBIC MYKOAITE3WBHBIE areHTHI, KOTOPHIE MPEACTaBIAIOT OO0 MONMUMEPHI,
Takye KaK IMOJMAITUICHOKCH]I, TAK)Ke BXOIAT B pPaMKHU OTIPEICIICHUS] BTOPOTO BOAOPACTBOPHMOTO HOJIUMEpPa, KaKk
paHee OMUCcaHo B TEPMHHE "TIOJIMMEPHBIH KOMITOHEHT" .

[TnacTudukaropsl.

[TnacTuguKaToOpbl MOTYT MPEHUMYIIECTBEHHO UCIIONB30BaTh B TNICHOYHBIX KOMITO3HIIHUAX, €CITH HEOOXOIHU-
MO, JJIsI COOTBETCTBYIOIICH MOIUGMUKAIIMKA THOKOCTH IUICHKH IS OOJICTYCHUS M3TOTOBJIICHUS W OOCCIICYCHUS
BO3MOKHOCTH IUICHKE JIETKO aJaNnTHPOBATHCA K (POPME YaCTH MOJIOCTU PTa, B KOTOPOU MPHUMEHSCTCS IUICHKA.
[TnactudukraTopbl, KOTOPBIE MOXKHO 3(PHEKTHBHO MPUMCHSTH B JAHHOM JOKYMEHTE, BKIIOYAIOT MMOJIUITUICHT-
JIMKOJIb, MPOMWICHTIUKOIb, TPHOYTWINUTPAT, TPUITIWILUTPAT U TIHIEPHH. B 3aBHCHMOCTH OT BBIOPaHHOTO
TUIEHKOOOpa3yIomero mojuMepa(oB) u APYTrUX KOMIIOHEHTOB IUIEHOYHOTO COCTaBa, MOAXOJINEE KOJIHYECTBO
acTH(uUKaTopa, BKIIOUEHHOTO B INICHOYHYIO KOMIIO3UIHIO, OOBIYHO MOXET COCTaBIATH 10 okono 10%, Ha-
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npumep oT okodio 0,1% 1o okosno 5%, Hampumep ot okoiio 0,5% 1o okono 5% B mepecueTe HA Maccy IUIEHKH B
BUJIC CyXOW Macchl. [l ompeeNeHHBIX TPUMEHEHUH MOXKHO HCIOJIB30BaTh MOJUAITUIICHIIIUKONN ¢ 00Jee BbI-
COKOM MOJICKYJISIPHON MacCOM, BKJIFOUAs TIOJUATUIICHOKCH/I.

O06BeMo00pasyromye areHThI.

O06BpeM000pasyIoNIye areHTsl (T.€. HAIOJHUTEIN) MOTYT J00ABIISTH 0 JKEeJAHUIO IS YBEIHMUEHUS pa3Me-
pa rOTOBOTO IUICHOYHOTO TpemnapaTa il 00JIerdeHus] M3TOTOBICHUS M IIPOU3BOICTBA, WIIH I MOIU(UKAIIH
CBOWCTB (HaImpuMep, YBEJIMYCHHUS MIIM YMEHBIICHUS BPEMEHH HAXOXICHUS N YBEIMYEHHS >KECTKOCTH) ILIe-
HOYHOTO cocTaBa. Ilogxonsmue HAIOIHUTEIH, KOTOPbIE MOTYT AOOABIATh B INICHOYHYIO KOMIIO3HITHIO, BKIIO-
YarOT KpaxMall, COJIA KallbIHs, TAKAE KaKk KapOOHAT KaJbIUs, M caxapa, TAKHe Kak JIaKTo3a, TIIF0K03a, caxaposa,
MaHHO03a, COPOUT, MAHHUT, TAIAKTUT, CYKpasio3a, Tperajio3a, ¥ ux komOuHamu. KoinndecTBo HAamOJIHUTENS, KO-
TOPBIA TPATUIIMOHHO MOTYT JOOABIATH B TUICHOYHBIH COCTAB, KaK MPAaBHJIO, COCTABIISET IO OKOJIO 25%, HampH-
Mep oT okoiio 0,5% no okoso 20%, Hanpumep oT okoJio 1% 1o oxomno 15%, Hanpumep ot okoio 2% A0 OKOJIO
10%, 110 Macce KOMIIO3UIMY IIJICHKH B [lepecyeTe Ha CyXylo Maccy.

[ToBepXHOCTHO-aKTUBHEIC BEIICCTBA/HECHOHOTCHHBIC COJIFOOMIM3aTOPEI.

[Trenka 0OBIYHO BKIIIOYAET 110 MEHBIIEH Mepe OHO MOBEPXHOCTHO-aKTUBHOE BEIIECTBO/HEHOHHBIN COJIIO-
Omm3aTop, BKIIOYAs, HAIpUMEp, HO HE OTPAHWIHMBAACH 3THUM, MOJIOKCaMep, TIOTHOKCHI-THAPOTEHH3NPOBaHHOE
KacTOPOBOE MAcio, TIHLEPHUII-TIOIUITUICHTIINKOIb OKCUCTEAPAaThl, TIHICPHI-IOIUTIHIEPUIOBEIE CIIOKHBIC
3(UPBI KUPHBIX KUCIOT M MX KoMOuHaImu. KommdecTBO MOBEPXHOCTHO-AaKTUBHOTO(BIX) BellecTBa (BEIIECTB),
KoTopoe(ble) MOTYT JOOaBIJIATH K IUICHOYHONH KOMITO3HIIMH, KaK MPaBHIIO, COCTABISAET A0 OKOJIO 5%, Hampumep
ot okoio 0,5% mo oxomno 3%, Hamipumep oT okoio 1% mo okoso 3% 1o mMacce IICHOYHOI KOMITO3UIINHK B IIepe-
CUeTe Ha CyXyI0 Maccy.

[IpOTHBOBCIICHUBAIOIIIE KOMIIOHCHTEI.

[IpOTHBOBCIICHUBAIOIIME /WA IEHOTACSIIHNEC KOMIIOHCHTHI TaK)XE€ MOTYT HCIOJb30BATh B ILICHOYHOM
KOMITO3UIIUH. DTH KOMIIOHCHTHI TOMOTAIOT B yIAJICHUH BO3IIyXa, TAKOTO KaK 3aXBaYCHHEIM BO3IYX, U3 IICHOY-
HBIX KOMITO3UIMHU. Takol 3aXBaYyeHHBIH BO3YX MOXKET MPUBOIUTH K HCOIHOPOIHBIM IUICHKaM. [Ipumepom mpu-
TOJHOTO MPOTHBOBCIICHUBAIONIETO W/MIN TIEHOTACAIIECTO areHTa SBISIETCS CHMETHKOH, XOTS MOTYT HCIIONB30-
BaTh JAPYTHE MPOTHBOBCIICHUBAIONINE H/FIIN IEHOTACSIINE areHTHl. [IpOTHBOBCIIEHUBAIOINN W/WIIA TIEHOTACS-
MW areHT, TaKOM KaKk CUMETHKOH, MOTYT MOOaBIAThH K TUICHOYHON KOMIIO3UITMH B KoJimdecTBe oT okoyio 0,01%
1o okoto 5,0%, 6oee sxenarensHo 0T 0koJio 0,05% 1o okoio 2,5%, u Hanboee xemaTeasrHo oT okojio 0,1% mo
okoJo 1,0% 1mo Macce TIeHOYHO# KOMIIO3HIINH B ITepecdeTe Ha CyXyIo Maccy.

Kpacurenu.

Kpacsimue 106aBky, KOTOpEIE MOTYT OBITH BKJIFOUCHBI B IDICHOYHYIO KOMIIO3UIUIO, BKIIOYAIOT MHIICBHIC,
nekapcTBeHHbIe U KocMmernyeckne kpacutenn (FD&C), mexapctBeHHble M kocMerndeckue kpacurenn (D&C)
W HapyKHBIC JICKapCTBEHHBIC M KocMeTndeckue kpacutenu (Ext. D&C). Dtu kpacuTenu npecTaBiIsIioT co00n
OKpAIIMBAIOIINE BEIIECTBA, UX COOTBETCTBYIOIIME MUTMEHTHI U OMPEACICHHBIC HATypalbHBIC U MPOU3BOIHBIC
Kpacsiue BemiectBa. [IMTMEHTHI IPEACTaBISIFOT COO0M KpacHuTeNr, abCOpOUPOBAaHHBIC HA TUAPOKCHIC aJTFOMHU-
HUs. [Ipyrue mpuMephl Kpacsammx J00aBOK BKITFOYAOT H3BECTHBIC a30KPACUTEIH, OPTaHIMYCCKUE WITH HEOPTaHH-
YEeCKHe MMTMEHTHI WK KpacsIie areHThl MPUPOIHOTO MPOUCXOKACHU. HeKoTopsIe MpuMephl Kpacsmux 1o0a-
BOK IIPEJCTABISAIOT COOOW HEOpraHWYECKHE MUTMEHTHI, TaKWe KaK OKCHIBI JKelle3a MU THUTaHa, J0OaBICHHBIC B
KOHIIEHTpanuu B amanazone ot okoyio 0,001% mo oxomo 10%, mampumep ot okosio 0,01% mo okomno 3%, mo
Macce IJICHOYHOW KOMIIO3HWIIMK Ha CYXOH B IepecdyeTe Ha CyXylo Maccy. B oqHOM BapmaHTE OCYIIECTBICHHUS
KpacHTelb, UCIOIB3yEeMbIH IS IEKCMEACTOMUAIIHOBOY KOMITO3UINH (T.€. KOMIIO3HUIIUH [T Pa3MEILICHNUs), OT-
JIMYACTCS OT KPACUTENIS, HCIIOIB3YEMOTO JUIS TUICHOYHOH IOIIOKKH (HAIpUMED, IJICHKH 1ane0o).

OMH KpacuTellhb MOHOJIHUTHOW TUICHKU M TUICHOYHOM IOJUIOXKH IUICHKH C MUKPOPa3MEIICHUEM SIBIISCTCS
M3yMpPYIHO-3€JIeHBIM U JOoCcTynHBIN Kak ToH Fast Emerald Green Shade (06507). OquH Kpacurenb JeKCMeEaeTo-
MUJIMHOBON KOMIO3HIUHU (TO €CTh KOMITO3UIMSI JJI1 pa3MEIICHUs) MPEJCTaBIsIeT COO0H OTIMYHBIA OT IBETa
TUICHOYHOH TTOJUTOKKH LIBET, HarrpuMmep cuHui (noctynHblii kak FD&C Blue Ne 1).

[Ipou3BOACTBO TICHOYHBIX KOMITO3UIIHA.

[TneHoyHBIE KOMITO3UIIMK MOTYT ITOJTy4aTh, KaK OMMCAHO B TaHHOM JTOKYMEHTE.

B o0mmeMm, ognH U3 cioco0OB MOMYYCHNS MOHOJUTHBIX TOHKOIUIEHOYHBIX COCTaBOB BKJIIOYAET B ceOs Ju-
ThE JKAIKOTO COCTaBa B BHJIC HETIPEPHIBHOTO MOJIOTHA B JOPME IIMPOKOTO M [UIMHHOTO PYJIOHA Ha HETIPEPHIBHOM
MOJUTOKKE (HampuMep, OyMaXXHBIX WM MOIMA(UPHBIX JIEHTaX, KOTOPhIE MOTYT COJAEpPKATh WIH HE COACPIKaTh
3aIIUTHBIE TIOKPHITHS) ¢ 00pa30BaHWEM TaK Ha3bIBAGMOTO, B HEKOTOPBIX CIy4asx, OCHOBHOTO pynoHa. [Iporecc
MIPOM3BOJICTBA BKJIOYAET CYIIKY JKHIKOTO COCTaBa JJIS yHAJCHHUS PacTBOpUTENCH (BOIHBIX /WM HEBOIHBIX)
JUTSL TIOJTYYCHUsI TOHKOM TUICHKU Ha MoJUTOKKe. [lorydeHHbIe TakuM 00pa3oM OCHOBHBIC PYJIOHBI 3aTEM IMpeBpa-
IIAIOT B MCHBIIIKNE CIMHUYHEIC T03BI MOCPEACTBOM pa3pe3aHus PYJIOHA ¥ IITAMIIOBAHHS OTACITBHBIX CIMHUYHBIX
J103. 3aTeM eIMHIYHBIC JTO3BI MIEPEHOCAT U3 MPOU3BOACTBEHHON IMOJIOKKH JJIs IEPBUYHON YITAKOBKHU Iperapa-
Ta.

B kadecTBe mpumepa, A JIUThS ¢ OKYHAHHEM B PACTBOPHUTENH MOXKET TPAJAUIIMOHHO HCIIONB30BATHCS IS
MOJYYCHUST MATPHUIIBI TOJIMMEPHON TICHKH. ECIM aKTHBHBIN MHIPEAUEHT SBJSICTCS YaCTHEO MATPHIIBI TIOJTHMEP-
HOM TUTEHKH, aKTUBHBIM WHTPEINECHT, TOJIUMEpP(bl) ¥ IpyTHe HHTPEIUCHTHI (HaIPIMep, HOCUTENIN) CMEIINBAIOT B
pacTBopuTeNe mepel MPUTOTOBICHHEM MAaTPHIIHI TIOJIUMEPHOH TuieHKH. Kak mpaBuino, A CMEMMBaHUS OCHOB-
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HOM Macchl U 3(Q(GEKTHBHOTO TEIUIONEPEHOCa MOXKHO HMCIOJIb30BaTh MEPEMENINBAIONIEe YCTPOHCTBO C MaJbIM
yYCHWIIMEM CIBHTa, B TO BpeMs KakK JUIsl MOJYYEHHs JUCIEPCHU C BBICOKUM YCHJIMEM CIIBHUTa MOXET HCIIOJIb30-
BaThCS POTOYHBIN TOMOTreHH3aTop. Bo BpeMs M3rOTOBIICHHS CMECHTENb CHOCOOEH HCIIONB30BaTh BaKyyM VIS
yCTpaHEHHS 3aXBaTa ITy3BIPHKOB BO3JyXa B CMECh, KOTOPHIE MPOSBILIIOTCS KaK Ae(eKTH IUIEHOK BO BpeMs II0-
CIIEYIOIIETO MpoIecca MOKPHITHS. IHIpeAneHTH MOTYT A00ABISATh B CMECUTEINH B JTIOOOM TOPSIKE H, CIEI0Ba-
TEJNBHO, POIIECC HEe OTPaHUYEH MOPSAIKOM JOOaBICHHS KaXKI0TO HHTPEINEHTA.

Bo Bpewmst mporiecca MOKPHITHS CMECh JOCTABISICTCS K TOJOBKE I HAHECEHHS MOKPBITHS ITOCPEICTBOM
YIPaBIIEMOTO TO3UPYIOMIETO Hacoca sl 00ecIIeYeHNsT HePEPBIBHOM JOCTABKH KUAKOCTH. [T MOKPHITHS MO-
JKET MCIOJIb30BaThCS TOJIOBKA JUI HAHECCHUS MOKPBITHS B BUJE HOXKA Haj PYJIOHOM, TOJIOBKY JUIS HAHECCHUS
MOKPBITHSI Ha 00paTHYIO CTOPOHY PYyJIOHA WIIN IIEJIEBYIO TOJIOBKY U1l HAHECCHMS TIOKPHITHSI, HA OCHOBE KOTOPOM
paboraer Hambosee MOAXOAANIAS METOJWKA B OTHOLICHWH PEOJIOTHU SKUIKOCTEH M IOJUIONKKH, TMOAJIexanen
HaHECEHUIO NOKpbITHs. CrennanicraM B JaHHON 00JIaCTH NMPOIECCOB HAHECEHMS TOKPBITUSI U3BECTHBI Pa3iIiy-
HBIE METOJMKHU, U OHH CHOCOOHBI ONPEENTUTh HOAXOAAIIYI0 METOANKY HAHECEHHUS! TIOKPBITHS, UCXOIS U3 Tpe-
OyeMBIX MapamMeTpoB IUIEHKH. Bo BpeMsi mporiecca HaHECEHHUS MMOKPBITHS XKHUIKOCTb Pa3MEIaloT Ha 3aIlllUTHOH
JICHTE, a 3aTeM €€ TPAHCTIOPTHPYIOT Yepe3 "TyHHEeIb IS CYIIKH" .

Bo Bpems mporecca Cymikyd HarHeTaeMblid TOPSIYMA BO3/IyX BO3JEHCTBYET Ha BEPXHIOIO CTOPOHY MOKPBI-
TSI, Ha HIDKHIOIO CTOPOHY TTOKPBITHS MK Ha JTI00YI0 KOMOWHAIIMIO BepXHEH W HIDKHEH CTOPOH IS MTOTyYeHHS
TUTEHKH, KOTOpasi CONEPKUT MEHbIIEe WM PAaBHOE KOJWYECTBO IO OTHOIICHHIO K YKa3aHHOMY OCTaTOYHOMY
YPOBHIO pacTBOpHTENs. [leun It CYmKH MOTYT MMETh JI0OYIO ITHHY, HO, KaK IPaBMIIO, IMEIOT IUIMHY OT 2 10
10 M. MHOXeCTBO Teueil Ui CYIIKH MOTYT OBITh MOCJTIECIOBATENBHO Pa3AeieHbl TAKUM 00pa3oM, 4TO BIaKHOE
MOKPBITHE TPOXOAMIO Yepe3 MHOMKECTBO IeUei I CYIIKH, KakKAas U3 KOTOPBIX MOXKET OBITh HacTpOeHa Ha
pasHble TeMIEepaTypbl BHICYIIMBAHMS [IPU Pa3HBIX JaBJICHUIX Bo3ayxa. Bo BpeMs mpoliecca CyIIKn ycTpOWCTBO
JUISl HAHECEHMS TIOKPBITHI MOXET paboTaTh C JIMHEIHOW CKOpPOCThIO Mexy 0,25-5 M/MHH, 1 TMHEHHAs! CKOPOCTh
omnpezensercs 3G (HEeKTUBHOCTBIO TIpolecca CYIIKH U YCTAaHOBJICHHBIM OCTAaTOYHBIM YPOBHEM PacTBOPHUTENS, He-
00XOIMMBIM TSI KOHKPETHOTO IUIEHOYHOTO TpernapaTta. Ilociie u3BieueHns IeHOYHOTO MTOKPBITHS U3 TIEYH, €ro
HAMAaThIBAIOT Ha CEPIALICBUHY.

B nomonHeHmMe K MUTHIO ¢ OKYyHAHHEM B PACTBOPHUTENb, IPYTHE MIPUMEPHI IPUTOTOBICHNS MaTPHUIIHI ITOJTH-
MEpPHOMH IUIEHKH BKIIIOYAIOT B CE0S CTIOCO0 TOIYTBEPAOTO JIUTHS, METOJT SKCTPY3HH TBEPIOH TUCTIEPCHH, PYIIOH-
HBIH CITOCO0, CITOCO0 IKCTPY3UHU TOPSIUETO paciuiaBa U MX KOMOMHAIIHIO.

"JIuThe" OTHOCHTCS K CIIOCO0Y, B KOTOPOM ITOJTMMEPHI M TOTIOJHUTEIbLHBIC HHTPEIUEHTHI (BKIIIOUasT aKTHB-
HBI areHT) MOTYT OBITH PACTBOPEHBI WIIM CYCIICHANPOBAHBI B MOIXOMSIIEM PACTBOPHTENE, yIANISIETCS 000
3aXBaYCHHBIN BO3/lyX, MOJIyYCHHYIO CMECh HAJIMBAIOT Ha ITOJXOJSIIYIO HOMIOXKKY, U BEICYIIMBAIOT VISl yAaJle-
HHSI pacTBOPHTEIISl ¢ 00pa3oBaHUEM IUICHKHM (HapUMep, TOHKOH IIEHKH). 3aTeM IUICHKY Hape3aroT B BHJE JIO-
6011 HeoOxoaMMOH GopMBI U pazMepa.

B onHOM BapumaHTe OCYIIECTBICHHUS CIIOCO0A JIMThSI C OKyHAaHHEM B PACTBOPUTENb, PACTBOP, COJACPIKAIIUH
OJIMH WX OoJiee MoJIUMepoB (M HeoOsA3aTeIbHO OJMH WK OoJiee MOAXOAAIINX (apMaleBTUIECKH IPUEMIIEMBIX
HOCHTEJICH) CMEIINBAIOT C PACTBOPOM aKTHBHOT'O MHIPEAMEHTa (¥ JIIOOBIX APYrUX (apMareBTHUECKH IpHeMIIe-
MBIX HOCHTENCH), YAAJIIOT 000N 3aXBadueHHBIM BO3MyX (HAIIPUMEDP, TOJ BAaKyyMOM), W TOIYYCHHYIO CMECh
HAJIMBAIOT Ha MOIXOMAIIYIO IMOMJIOKKY M CYIIAT UL yAAJICHHSI PAaCTBOPHUTENS C 00pa30BaHHEM IUICHKH (HaIpH-
Mep, TOHKOH TIJICHKH).

B nmpyrom BapmaHTe OCYIIECTBICHUS CIIOCO0a JTUTHS C OKYHAHHEM B PaCTBOPHUTEIb BCE HHTPEIUCHTHI TIIe-
HOYHOH KOMIIO3HITMH CMEUINBAIOT BMECTE B PACTBOPHUTEIE JUIS ITOIYUEHHS PacTBOPA WIIM B3BECH, YAAJSIOT JIIO-
0011 3axBaueHHBIH BO3/AyX (HampuMep, MOJl BaKyyMOM), U MOJYYEHHYIO CMECh HAJIMBAIOT Ha ITOJIXOJSINYIO IO
JIOKKY M CYIIAT JJIsl yIJICHHUSI PAaCTBOPHUTEINS ¢ 00pa3oBaHUEM IUICHKU (HallpuMep, TOHKOH TUICHKH).

B nononHuTENEHOM BapHaHTE OCYIIECTBICHHS, KOT/Ia aKTHBHBINH MHIPEIUEHT IUCIICPTUPYETCS BHYTPH
TUICHKH U3 TTOJIMMEPHON MaTpHIbl (B OTJIMYUE Pa3MEICHNs Ha TIOBEPXHOCTH IOJIMMEPHOI MaTpHIib! "tuiane6o"),
AKTHBHBIN MHTPEIUEHT MOXET I10 CYIIECTBY PABHOMEPHO PACIIPENEIATHCS 110 BCEH MOJIMMEPHOI MaTpHIIe.

Eciu, anmpTepHaTHBHO, aKTUBHBIN MHIPEAMCHT MPUCYTCTBYCT HA MOBEPXHOCTU MATPHIBI U3 IMOJUMEPHOM
TUICHKH, MaTpuiy "miane0o" U3 MOJUMEPHOH MIICHKHU (T.€. He CoJepIKalleil IeKapCcTBEHHOT'O CPEJICTBA) MEPBO-
HAYaIbHO TOTOBAT B BHJE HETPEPHIBHOW MATPHIIBI U3 TOJIMMEPHOH IUICHKH, ¥ aKTHBHBIM HHIPEAUCHT B KayecT-
BE€ YaCTH MOIXOMISIIEH KOMIO3HINH (JEKCMEICTOMUINHOBOH KOMIIO3HIIMN) HEMOCPEICTBEHHO HAHOCAT Ha IO-
BEPXHOCTh C BBICYIIICHHOHN HETPEPBHIBHON MaTpHUllel U3 MOJUMEPHOH MIeHKHU. B 1pyroM BapuaHTe OCyIIeCTBIIE-
HUS U300peTeHHsI MoJIMMepHas Matpuia "tiame6o" oOpa3zoBaHa B BHJE HEMPEPHIBHOTO MOJOTHA, KOTOPOE pas-
pes3aercs Ha OTIeNbHBIC OJOKHM Mepes] pa3MeIeHHEM IeKCMEIeTOMUIUHOBOW KOMITO3UIIMY HA ITOBEPXHOCTH I10-
JTuMepHO# Matpuisl "miane6o”. OHO IPEeMMYIIECTBO KOMITO3ULIUI ¢ MUKPOPa3MEIeHHONH MaTpHIeH U CIIOCo-
0a, MCIOJIb3yeMOT0 /U1 UX IPUTOTOBJICHHS, 3aKJIIOYAeTCsl B TOM, YTO KOHEYHbIE €IMHUYHBIE 1036l MEHEe BOC-
NPUMMYMBEI K M3MEHEHHUIO KOJIMYECTBAa MMEIOIIErocs NEKCMEICTOMH/INHA, YEM 3TO MOXKET IIPOMCXOIUTH BO
BpeMsl MOJYyYEHHs TPaJUIHNOHHBIX MOHOJIMTHBIX IUICHOK, COJCPIKAIIUX JIEKAPCTBEHHOE CPENCTBO. MuKpopas-
MEIeHUE TIOMOTAeT rapaHTHPOBATh, YTO HAHOCHTCSI OTHOCHUTENIHHO 00Jiee TOYHBIH U MOCTOSHHBIA 00bEM cocTa-
Ba U JIEKCMEACTOMHUINHA. J[pyruM MpeuMyIecTBOM KOMIIO3UIMH ¢ MUKPOpa3MeLIeHHOH MaTpHLeH U crocooa,
HCIIONIB3YEMOTO [T UX MOJTYYCHHUS, 3aKIIF0YAaeTCsl B TOM, YTO pa3HbIe JO3bI MOTYT OBITh TOJYYEHBI U3 OJHOTO U
TOM K€ PYJIOHA TUICHOYHOHN MOAIOXKKH. J[03a 1100 3aBUCHUT OT KOJIMYECTBA Kallellb, KOTOPBIE HAHOCAT Ha OIpe-
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JIETICHHYIO IUIOIIAAb MOUIOKKH, JTMOO OT criocoda Hape3aHus! IUICHKH T0ciie HAHECEHUsI Kareib, pa3MEIleHHbBIX
yropsiioueHHbIM 1abiaoHoM. VI Ha000poT, B cofeprkallux JIEKapCTBEHHOE CPEJCTBO MOHOJIMTHBIX IIICHKAX,
mporiecc 00ecreunBaeT TOJBKO BO3MOXKHOCTH ITTOJIYUEHHS €OUHHII, COAEPKAIlUX OJWHAKOBYIO 03y JEKApCT-
BEHHOT'O CPEZCTBA.

B noapoOHOM BapmaHTe OCYIIECTBICHHUS CII0co0a JUTHI C OKYHAHHEM B PaCTBOPHUTENb, TOTOBSIT PAcTBOP,
coJep)Kamuil onmuH Wik 0oJiee MOJIMMEPOB (M HEOOSI3aTeIbHO JIFOOBIE TMOaXoAAIHe (apManeBTHISCKH TIPUEM-
JIeMbIe HOCHUTEIN), YIAISIOT JII000H 3aXBadeHHBIH BO3MyX (HampuUMep, O] BaKyyMOM), U MOJIYYCHHYIO CMECh
HAJIMBAIOT Ha MOJIXOMAIIYIO IMOMJIOKKY M CYIIAT U yAAJICHHSI PaCTBOPHUTENS C 00pa30BaHHEM IUICHKH (HAIpH-
Mep, TOHKOH TICHKH). I10 OTIeNBHOCTH B JKHJIKOM HOCHTEIIC PacTBOPSIOT/AUCIIEPTUPYIOT aKTUBHBIH MHIPEIU-
SHT " Jro0ble APYrHe HEOOXOAMMBIC WHTPEIUCHTHI, HAmpuMep (apMaleBTUICCKH MPHEMIIEMBINA(BIC) HOCH-
Tenb(M) W/WIKM TOMMMEPHBIA KOMIIOHCHT, ISl 00pa30BaHUs COICPIKAIICTO aKTUBHBIN areHT PacTBOpa WIIH CYC-
neH3un. [10dydYeHHBIA PacTBOP U CYCIICH3HMIO aKTUBHOTI'O arcHTa 3aTe€M HAHOCSAT Ha MPEIBAPUTEIBHO MPHUTO-
TOBJICHHYIO TUICHKY (T.€. MOJIMMEPHY0 MaTpuIly "miane6o0").

CornacHO HEKOTOPHIM MJUIIOCTPAaTHBHBIM BapHaHTaM OCYIIECTBIICHHUS CIIOCOO OCa)X/IEHHs pacTBOpa WM
CYCIICH3WH aKTUBHOTO areHTa Ha TOJMMEPHON MaTpuIle "Turane6o" oCymecTBISEeTCS IyTeM MPSIMOTO pacIipeie-
JeHns1, Kak Oosee oApOOHO OmMcaHoO HIDKe. B HEKOTOPHIX albTEpPHATHBHBIX IPUMEpax BapHAaHTOB OCYIIECTB-
JIeHHs1 U300pETEHH MIPSIMOE PacIIpeieNIeHIe TakKe MOYKHO MPOBOJUTE C TIOMOIIBIO UTJIBI MIIK MacCHBa WL

B mmipokom cMpiciie B crtocobax pa3MerieHusl akTHBHOTO WHTPEINEeHTa Ha MOJTUMEPHON MaTpuIle "mare-
00" B COOTBETCTBUH C MIPUMEPAMH BapHUAHTOB OCYIIECTBICHHS MPUMEHSETCS paclpeaeaeHie HeOOIbIIoTro 00b-
eMa aKTHBHOTO WHTPEAMEHTa, KaK MPaBUiIo, B mpeaenax ot 1 Mk 1o oxosio 5000 Mk, oT 1 Mk 1o oxosio 100
MKJ, OoT 1 MK 10 okoio 500 Mk, ot 250 Mk A0 okojio 750 MK, anbTepHaTHUBHO B mpenenax ot 500 Mk a0
okono 1000 MKy, anmbTepHATUBHO B Ipeaenax oT 1 Mka go okono 1000 Mk, anpTepHaTUBHO B Ipeaenax oT 500
MKJ A0 okosio 1500 Mkn, anpTepHaTuBHO B npenenax oT 1000 mxn go oxono 2000 Mk, anbTepHATUBHO B Ipe-
genax oT 1500 mMkn go oxomno 2500 mxi, anbTepHaTHBHO B npenenax ot 2000 mxi go okono 3000 Mk, anbTep-
HATUBHO B Ipeaenax oT okoso 2500 Mk 1o okono 3500 Mk, anbTepHAaTUBHO B nipeaenax oT 3000 MK 10 0KOJIO
4000 Mk, anpbTepHaTHBHO B Tipenenax oT 3500 mxa qo okoio 4500 MK, albTEPHATHBHO B IIpeaeax OT OKOJIO
4000 Mk 10 oxosto S000 MKIT HEMTOCPEACTBEHHO Ha MMOBEPXHOCTD IMOJIMMEPHOM MaTpHIlH! "Turane6o". B HekoTo-
PBIX BapHaHTaX OCYIIECTBIICHHUS BeChb OOBEM pacmpenensercss Ha OJHOW CTaauu, XOTsA IS o0ImuX oOBeMOB
cBbIme 10 MK, MOXKET OBITh KENATEIbHO CEPUHHO PACIIPEACISATh 32 MHOXKECTBO ITMKJIOB MEHBIIHE OOBEMBI,
MIPUMBIKAIOIINE W/WIIN MPUJIETAIONINe IpyT K APYTY (HampuMep, TUHEHHBIH 00pa3oM) s GopMHUpOBAHHUS KOM-
MTO3ULIMY C MUKPOPa3MEIIEHHON MaTpHIIei.

JlekcMeneTOMHIMH MOKET OBITh paclpesiesieH U3 TOJIOBKH J103aTopa ¢ MOMOIIBIO CHIIBL, KOTOpas Iepeme-
IIaeT XHUIKOCTh U3 pe3epByapa B TOJIOBKE J03aTOpa, WIM COCIMHEHHOTO C HEl, Ha MOBEPXHOCThH IOJIMMEPHOM
MaTpuIpl "tane0o". 3To MOXKET OBITh NOCTUTHYTO IyTEM MPOKAYMBAHUS C IOCTYHATEIbHBIM BBITCCHCHHEM
Yyepe3 JO3HUPYIOIIYIO TOJIOBKY, PACIIONIOKCHHYIO HaJl TIOBEPXHOCTBIO MOJIMMEpHOW MaTpuisl "miane6o". [Tomu-
MepHasi MaTpuia "mane6o" MOoXKeT NMpecTaBisATh cOOOH HENpPEphIBHBIN JINCT MOJIMMEPHOH IJIEHKH WM OJIUH
650k monmmepa. ['onoBka go3aropa 0OBIYHO, HO HE 00s3aTENBHO, MIPEACTABIsIET cOOOH HIITy, TaKylo KaK HIJIO-
00pa3HbIil HAKOHEYHHK TUIIA, UCIIOJIE3YEMOT0 B BBIIICYTIOMSHYTHIX ITPOIECCaX MUKPOPAa3MEIICHHUS.

I'eomerpust pazMerieHus AeKCMEIETOMHIINHA, (popMupyemast IPSAMBIM paclpeieIieHHEM B COOTBETCTBHH C
pUMEpaMu BapHaHTOB OCYIICCTBICHUSA HM300pPETEHUS, MOXKET MMETh JIF000i THm. B HEKOTOpHIX BapHWaHTax
OCYILIECTBIICHHUS N300PETEHNS aKTHBHBIM COCTAB MOYXET PAacIpeleNsaThCs B KOJBIEBOH (popme, kak OymeT mpo-
HCXOIIUTH ITyTE€M BBIICICHHE COCTaBa M3 IMIMHAPHYECKOTO HAKOHEYHUKA, B KOTOPOM IOBEPXHOCTHASI YHEPTHUS
Ha MOBEPXHOCTH HOMJIOKKH SIBISIETCS OJHOPOAHOWH. B COOTBETCTBHMHU C APYrMMM BapHaHTAaMH OCYIECTBICHHS
M300peTeHNs MOTYT HCIOIb30BaThCS KBAIPaT, MPSIMOYTOJIbHUK WK Aaxe Oosiee cloxkHbIe (POPMBI MHOTOYTOJIb-
HHUKOB. DTO MOXET OBITh JIOCTHUTHYTO ITyTEM OOECIEUYEHUsI TOJIOBKH J103aTOPa, B KOTOPOH pacTBOp WIIM CYCIIECH-
3Ms IEKCMEJCTOMUINHA BBIXOAUT Yepe3 TOJIOBKY M TOYEYHO BBITAIKMBACTCS M3 TOJIOBKH Ha LENEBYIO ITOBEPX-
HOCTb ¢ 00pa3zoBaHUEM jxeslaeMOi (opMbl. Takum 00pa3oM, €Clli TeOMETpPHsl TOBEPXHOCTH T'OJIOBKH J03aTopa,
KOTOpast OJIKe BCEro K MONMMEpPHOH Marpuie "mane6o", sBiseTcs NpsSMOYTONBHOH, TO CO3JaeTcs HpsMo-
YTOJIBHOE pa3MeIIeHHeE.

AJBTEpHATHBHO OJHOKPATHYIO 103y MOTYT IIOJIy4aTh ITyTEM MOBTOPHBIX MEHBIIUX ITUKJIOB JO3UPOBAHHS
W3 OJHOTO WM 0oJiee pacIpelesiomux yeTporucTB. Kaxaas rooBka 103aTopa MOXKET IPUCOSIHHATHCS K PO-
OOTH3MPOBAHHON pyKe, KOTOpas KOHTPOJHPYET, TAe KUAKHHA COCTaB AEKCMEICTOMHINHA HAHOCUTCS Ha TOJH-
MepHOW Martpuile "Tuiane6o". AjbTepHaTHBHO IuTaTGopma, Ha KOTOPOW YCTaHOBJICHA IMOJUMEpHAs MaTpHhla
"mane6o0", MOXXeT OBITh MOTOPH3UPOBaHA IS MEPEMENISHUS TOJTUMEPHON MaTpuisl "Tuiane6o" Tak, 9ToObI
COCTaB C Pa3MEIICHUEM JXHIKOCTH IOJyYald pacrpenelieHneM M3 (PUKCUpOBAaHHOM TOJOBKH J103aTOpa. DTH
KOH(UTypanny Mo3BOJISIIOT BapbUPOBATEH pa3Mep U GopMy 036l IT0 Mepe HEOOXOIUMOCTH.

CrenyeT MOHMMATh, YTO JAPYT'HE CHOCOOBI I paclpeeIeH sl )KUIKOTO cOCTaBa JIeKCMEICTOMUINHA TaK-
K€ MOT'YT HMCIIOJIb30BaThCs pa3linuHble TeoMeTpur. Hanpumep, HOBEpXHOCTHYIO SHEPIHIO TOJIMMEPHOH MaTpH-
bl "TIane6o" MoKHO MOJU(UIIMPOBATh, YTOOB! 0OECHIEYHUTH Jy4llee YBJIKHEHNE KHUIKHM COCTaBOM JEKCMe-
JeToMuanHa. B 0JJHOM BapuaHTe OCYIIECTBIEHHUS 00ECIIEYNBACTCS YETKO BBIACIEHHAs! 00JIaCTh Ha MTOBEPXHOCTH
MOJIMMEPHON MaTpHUIIel "TUIane0o" MOBBIIICHHOW MOBEPXHOCTHON SHEPTHH, KOTOPAsl CIIOCOOCTBYET MHUTpAIlUU
JKUAKOCTH JIJISl TIOKPBIBaHUST 00paboTaHHOUW 00nacTH, myTeM oOpabOTKH KOPOHHBIM Pa3psioM WM TUIa3MOU ¢
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UCIIOJIb30BAHUEM MACKH C OTBEPCTHSIMH MOJTy4aeMON TeoMeTpun. B IpyroM BapuaHTe OCYIICCTBIICHUS U300pe-
TEHUsI TOBEPXHOCTHASI JHEPTUS MOXKET MOIUPHUIIMPOBATHCS WIH CIICIIUATBFHO U3MCHSATHCS JUIS TOCTHIKCHUS JKe-
JIaeMOo#l XapaKTEepHUCTHKH ITOTOKAa BO BpeMs U ITIOCIE paclpenesicHus. B emne ogHOM BapHaHTE OCYIIECTBICHHS
n300peTeHnst o0ecreynBaeTCsl Iperpaja Wik pamMKa ¢ HEOOXOIMMOW TeOMEeTpHed Ha IONUMEpPHOW MaTpHIle
"marne6o0" ¢ MocieayImuM pactpeaeieHueM XUIKOCTH C JEKCMEISTOMUIMHOM M3 JIO03UPYIOIIEeH TOJOBKH Ha
OTIpeNIeIeHHYI0 O0JIaCTh VIS CO3JaHMS pa3MEIICHUS ¢ KOHKPETHOH reoMeTprer M OJHOPOTHOCTRIO. Jlekcmene-
TOMHUJIMHOBAsT KOMITO3HIINS HAHOCHUTCSI Ha TIOBEPXHOCTH MOJIMMEPHOW MaTpHIlhl "miane6o” B mpejenax orpaHu-
YEeHHOW PaMKOW 00JacTH B JOCTATOYHOM OOBEME JIJIS 3alOTHEHMsI OTPaHUYCHHON paMKoH o0siacTé Ha Tpedye-
MY NIyOuHY. DTa MeToIuKa TpadapeTHOTO HAHECCHHS MO3BOJSIECT MOJIMMEPHON Marpuile "miane6o" odecre-
YUBATh MepU(EepPHUIECKOe YIUIOTHEHUE BOKPYT aKTUBHOTO CIIOS, KOT/Ia IUICHKA IPUMCHSETCS Ha CIIM3UCTON 000-
JIOYKE. DTO MOXKET MPEIOTBPAIIATh YTEUYKY aKTUBHOI'O MHTPEAUCHTA U3 Mepr(epru aKTHBHOTO CIIOS B POTOBYIO
MOJIOCTh U JOTIONHUTEIBHO MOMOTAET FapaHTUPOBATh, UTO BCE JICKAPCTBEHHOE CPEJICTBO JOCTABISCTCS ITOCPE-
CTBOM JKEJIaeMOT0 ITyTH Yepe3 CIU3UCTYIO 000JIOUKY.

Crnenyetr MOHUMATh, YTO KUAKOCTHBIC XapaKTEPUCTUKH PACIPEACIIEMOTO XKHUIKOTO COCTaBa JEKCMEICTO-
MUIMHA (IEKCMEIETOMHUINHOBON KOMIO3WIMH) MOTYT BJIHMATH HAa CHOCOOHOCTH TOCTOSHHO MOJYyYaTh PaBHO-
MEpHOE paclpeneseHne Ha IUIeHKe. s pacipeneeHust HaCOCOM C IMOCTYIATENbHBIM BBEITECHEHNEM, BI3KOCTh
JKUIKOCTH JEKCMEJIETOMUIMHOBOT'O COCTaBa COCTABIISIET, HANIpUMep, B Auama3one ot 1 no 5000 cIl, kak uzmepe-
HO TIpH 25 ¢ HCIIONB30BaHWEM BHCKO3MMeTpa bpykdumbna ¢ aganrtepom miss HeGonpmux oOpasmoB. OmHAKO
KOHKpETHAasl BA3KOCTh AEKCMEJICTOMHINHOBOTO COCTaBa B 3TOM JHAIa30HE MOKET BapbUPOBATh B 3aBUCHMOCTHU
OT MHOKECTBa (paKTOPOB, 3aBUCSIINX OT CO3/IaBACMBIX XapaKTEPHUCTHK pa3MELICHNE, BKII0Yas TO, KaKUM JKeJa-
TENBHBIM 00pa30M JOJDKCH IMOBECTU CeOsl KUIKUM COCTaB TMOCJIE PACIPEACICHHUS MO MOIOKKE, YTO CaMo IO
cebe MOKeT ObITh (DYHKIMEH OT MOJyYaeMOi reOMETpHH Ha IUIeHKe. HampuMep, Ha TOUEYHOC HAHECCHHE JKUJ-
KOTO COCTaBa JJIsl TUICHKH, TaK YTOOBI OH HE PACIPOCTPAHSUICS 3a MPEIeIbl MPearoiaracMoil 00IacT, MOXKET
BJIMSAThH BS3KOCTH JKHAKOCTH, & TaKXKE €ro MOBEPXHOCTHOE HATSDKCHUE W MOBEPXHOCTHASI SHEPTHSI MOTUMEPHOU
Matpuis "tane6o”.

Kak mpasuio, crocod IUThS ¢ OKyHaHHEM B PAaCTBOPHTENH NMPHBOIHUT K IMOIYYCHHUIO ITUICHKH, MMEIOIICH
TOJIITUHY OT 0K0JI0 20 MKM 110 okoJio 1200 MkM, HanpuMep oT okoJio 50 MkM 10 okosio 1000 MKkM, HarpuMep OT
oxoJio 70 MxM 10 okoJio 200 MxM. CyXylo TIEHKY MOTYT Hape3aTh Ha COOTBETCTBYIOIIHE pa3Mephl, Kak MpaBU-
JI0, TUIOINAABIO OT OKOJIO | KBaJpaTHOTO CAaHTHUMETPA IO OKOJO 15 KBaJpaTHBIX CAaHTUMETPOB (HANpHUMEp, OT
okono 1 cm? II0 OKOJIO 3 CMZ), 9TOOBI 00ECTIEYNBATE TTOIXOIAIIYIO T03Y JEKCMEISTOMUINHA WK €T0 (apMalieB-
THYECKU MPUEMIIEMOH COJIM, HApUMep Ha pa3Mep [UTMHON OT OKOJIO 5 MM 10 Okojo 15 MM (mampumep, 8,8
MM=0,5 MM) 1 mIprUHOH OT 0K0J10 10 MM 10 okomo 30 MM (Hampumep, 22 MM £1,5 Mm).

B onmHOM BapmaHTe OCYIIECTBICHHS H300pETCHUS INICHOYHYIO0 KOMITO3HIIMIO TOIYYaloT CIIOCO00M pa3me-
IIEHHS, KOTOPBIA NMPHUBOJUT K MOJYYEHHIO IUICHKH "Turane0o", MMeromei Ha cBoel MOBEPXHOCTH IO CYIIECTBY
HCOJIHOPOJHOE pacIpe/esicHUe NEKCMEICTOMUANHA WU ero (papMaleBTHYSCKU MPUEMIIEMON coH. B HekoTo-
PBIX aclieKTaX, KOTAa MPOoIecc pa3MeIleHus TPeOyeT CYIIKH WM MOJyYaeT MPEHMYIISCTBO OT HEe MOCIe pas-
MEIIECHHSI, MOTYT UCIOIB30BaTh TICYH JIJIS CYIIKH H/WIH MPUHYIUTESIBHYIO MMOJIa4y TOpsIero Bo3ayxa. Temmepa-
Typa CYIIKH MOXET BapbupoBaTh OT okoio 40°C mo okxono 80°C. Koppektupys TemmepaTypy TakuM 00pazom,
YTOOBI COJICP)KAHKE BJIATH B IUICHKE COCTABIILIO MPUOMH3UTEIBHO <5%. BpeMs CyIIKu MOXKET BapbUPOBATh OT
0KOJIO 5 MUH A0 0oKkoJi0 180 MuH, HapuMep OT OKOJI0 5 MUH 10 0koJi0 60 MUH. B HEKOTOpBIX BapHaHTax OCyIlle-
CTBJICHUS BPEMSI CYIIIKH MOXKET COCTaBJIATH OKOJIO 1o MeHbei Mepe 30 mun. HeoOs3aTenpHO B meyax A CyI-
KM MOTYT WCIIOJB30BaTh MASAIIMHA MOTOK BO3AyXa W HH3KHe Temrepatypsl (~40-50°C). Peonorust ®umakocTu
KOHKPETHOTO COCTaBa Ul pa3MeIleHus OyAeT ompeneiaTh KOHKPETHBIE HEOOXOAMMBIE ITapaMeTphl CYMIKH. B
HEKOTOPBIX BapUAHTAX OCYIIECTBIICHUS M300PETEHUS YCIOBUS CYIIKH MOTYT BKIII04aTh HarpeBanue npu 70°C B
tedenue 5-10 mun. Kaxkmas equHAINIA COACPIKUT MO MEHBIIEH Mepe OJHO TATHO KOMITO3HIIMU JIJISI MEUKpOpa3Me-
mieHus. BA3KOCTh pacTBOpa/cycrnieH3uu (IeKCMEACTOMUIMHOBOW KOMIIO3HIIUHU) JUTSI MHEKPOPA3MEIICHUS MOXET
BapbUpOBaTh OT 0KoJo 6 cIl mo okono 3700 cll, mpu usmepenuu npu 25°C ¢ UCNONB30BaHUEM BUCKO3UMETpPA
Bpykdwmipaa ¢ agantepom [yt HeOoIBIINX 00pa3noB. Hanmpumep, BSI3KOCTH cocTaBisieT oT okodo 6 cll 1o oxoo
500 cIl, ot okoino 6 clIl mo oxomo 200 cll, ot okxono 6 cIl mo okono 100 clIl, ot okoa0 6 cIl 1o okono 50 cll mn
ot okoJ10 6 cIl 1o okoro 20 cIl mpu 25°C u ckopocTh cBUTa cocTaBIsAeT okoio 7 (1/¢c).

Ecimu pa3memnienne He TpeOyeT CTauu CYIIKHU, TO MPOIECC MOXKET MPOJIOKATHCS TOCIE MEPBOHAYAIEHOM
CYIIKH TOJUIOKKH W BO BPEMS pa3pe3aHusi OCHOBHBIX PYJIOHOB. [IOCKONBKY IJICHKA MPeACTaBIAeT COOOH MIMpPO-
KO€ TIOJIOTHO, BO3MOJKHO, 9TOOBI B OTHO H TO K€ BPEMsI BBIITOIHSIIOCH MHOKECTBO TOJIOC pa3MenieHus. [Ipenrmo-
JlaraeTcs Taxke, YTO MPOIECC pa3MEIIeHUs MOYKHO OCYIIECTBIISATE C HCIIOIB30BaHHUEM OHOW JOPOXKKH.

Kpome Toro, ecnm pa3memieHre He TpeOyeT BBICYIIMBAHUS IIOCIE pa3MEIICHHUS, YIAaKOBOYHAS MAaIIMHA
MOJXeT OBITh 000pyIOBaHA CTAHIMEH pa3pe3aHds AJS YIPABICHUS IIMPHHON HM3TOTABIMBAEMOW IUICHKH. JTa
CaMOCTOSITENIbHAS CTAaHIMSA, KOTOpas MOXeET (yHKIMOHUPOBATh B TEXHOJIOTHYECKOW JTMHUN BO BPEMs M3TOTOB-
JICHHUsI TOTOBBIX eAuHUIl. COCTaB MOXKET HAHOCHTHCS Ha MOBEPXHOCTH HAPE3aCMOTO PYJIOHA IUIANEO0 MyTeM
MPUMEHCHHUS YCTPOWCTBA JUI OJHOCIOWHOTO Pa3MEIICHUS B TEXHOJIOTHYCCKON JIMHUY HA CTAHIMH Pa3pe3aHMs.
PacrmonoxeHHbIC B TEXHOJIOTHYCCKON JIMHUK BO3AYIIHBIA HOX 1 [TK-HarpeBaTens ans maasmero o0ayBa BO3-
JIyXOM HaJ[ IJICHKOH MOCJIe pa3MeIIeHus], 00eCIIeYBaIN HEOOIBIIYIO0 CYIIKY Pa3MEIICHHS, HECMOTpPS HA HaHe-
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ceHue, He TpeOyomiee CYIKH. JTO CHIKAET KOJIMYECTBO PACTBOPUTENS, OCTABILIETOCS B Pa3MEIIECHHUH, €CIIN ITO
HeoOxoxumo. Ilocne pa3memnieHus IIIEHKA MpeAcTaBisieT co0Ol Hape3aeTcs IITaMIIOBKOW M yNaKOBHIBACTCS B
BUJI€ €ANHUIHBIX J103.

B mpyrmx BapmaHTaxX OCYIIECTBJICHHS H300pPETEHUS MOXKHO TMPHUMEHATH JO00H MOIXOAAIIHMIA IIpOIece
CYIIKH, TAKOH KaK IPOIECC TePMUIECKOil CymKu. J{pyrue crmocoObl BKIOYAIOT B ce0s CYIIKY BO3AYXOM C IIPH-
HYIUTEIHHBIM MTOTOKOM ra3a, B KOTOPOW TOpSYHi BO3AYX C BBICOKOI CKOPOCTBIO IyeT CBEPXY Ha pa3MEIICHHE,
YTOOBI MUHAUMH3HPOBATh TPAHUYHBIN CIIOM M CIOCOOCTBOBATH MEPEHOCY MAcChHl, CYIIKY B TYIMHKOBOH I€YH H
HK-cyuiky, npuBeieHHbIE B KQUECTBE PUMeEpA.

YnakoBaHHbBIC IUICHKA JOJDKHBI XPAHUTHCS MPU KOHTPOJIUPYEMOU TeMIepaTrype, HalpuMmep mpuMepHo 15-
30°C.

Jpyroii ahdexT mpsiMoro pacrpeaeeH s OTISIbHBIX eANHUYHBIX 103 IMPEICTaBIIET CO00H BO3MOKHOCTD
BaKyyMHOM CYIIKU pacrpeesIeHHON AeKCMEIeTOMUANHOBOW KOMITO3UIMH Ha TUICHKE C MOJIMMEPHOI MaTpHIeH.
Hcnonp3oBanme BakyyMHOW CYIIKH obecrieyuBaeT 0ojiee OBICTpOe BpeMsi CYIIKU IpH Oojiee HU3KHUX TeMIIepaTy-
pax, 4To, B CBOIO O4€pe/lb, aeT YAYULIICHHYIO ITPOU3BOANTEIBHOCTD, HU3KOI0 NOTpeOIeHre SHepTuH (MEHbIIee
HArpeBaHNE) M YIYUYIICHHYIO CTaOMIBHOCTh IUICHKH M JIEKAPCTBEHHOTO CPENCTBA B pe3ynbTaTe Oojiee HU3KUX
Temneparyp. BakyymHas cymka Takke MOXET JaBaTh JYYIIYI0 OJHOPOIHOCTH COACPIKaHUS U TO3UPOBAHUS IS
MAIMEHTOB C TIOMOIIBI0 YMEHBIICHHOW BEPOSITHOCTH B OTHOIICHHWH NE(EKTOB M3 3aXBAaYEHHOTO BO3AyXa WIIH
My3BIPBKOB. YIIyYIIeHHAS MPON3BOIUTEIHHOCTh MOXKET TOCTUTAThCS ITyTeM Ooiiee OBICTPOH Cymku mpu Ooree
HHU3KUX ABJICHUAX, a TAKXKe 00ecreunBaTh HHTETPAIMIO APYTHX HTAMIOB MPEBPALICHHS MPOAYKTa KaK YacTH 00-
IIel TIOCIIeJOBATEIFHOCTH MIPOIECCOB B TEXHOJIOTHIECKON JTMHUH.

OpuH npuMep crnoco6a pa3MeIeHus BKIII0YAET CIICAYIONINE CTaAnu:

(1) mosryyeHue nepBOi KOMITO3HINH, COJICpIKaIleH MOJTUMEPHBIH KOMIOHEHT M OJMH WU Oojee dapmares-
TUYECKU TPUEMIIEMBIX HOCHUTEICH, BKIFOYAs KUIKUH HOCHUTENb, H HEOOS3aTeIbHO NPyrHe (papMalleBTUICCKH
HpUeMIIEMbIEC HOCUTEIIH;

(i1) MTHE C OKYHAaHHWEM B PACTBOPHUTEINb MPOIYKTa CTaauy (i) Uil MOJTydeHHs MOTUMEPHON MaTpHIp! (T10-
JTUMEPHOH MaTpuIls! "ane6o");

(iii) TpaHCTTIOPTHPOBAaHNE YKa3aHHOW TMOJMMEPHON MATpPHIIBI Yepe3 yCTPOMCTBO ISl CYIIKH C 00pa3oBaHu-
€M BBICYIIICHHOU MOJUMEPHOI MaTpHIIbL;

(iv) mosrydeHne BTOpOi KOMIIO3UIINH, COAepKaIIel JeKCMEACTOMUINH WK eTo (hapMaIleBTHIECKH TPUEM-
JIEMYIO COJIb, OIWH U OoJiee (hapMalleBTHUECKH MPUEMIIEMbIX HOCHUTENEH, BKIIIOYAs KUIKUH HOCHTENb, U He-
00s13aTeNEHO IPYToi (hapMarieBTHUECKA MPUEMIIEMBIH(bIe) HOCUTENh(H) U TIOJMMEPHBI KOMITOHEHT;

(V) pasMmeleHne IeKCMEIECTOMHUIMHOBOM KOMITO3MIMM Ha BBICYIICHHYIO IOJMMEPHYIO MaTpUIy CTaIuH
(iil) B BUIe 0JTHOM WK OoOJIee Kareib; U

(vi) cymika, BKJIFOYash BO3MOXKHOCTh CYIIKH 0€3 HCIOJB30BAHUS CIIOCO0a CYIIKH, YTOOBI YHAJIWTH MO
MEHBIIIEH Mepe YacTh KUIKOT'0 HOCUTENS U3 TIPOAYKTa CTaauu (V) JUIsl HOIy4eHHS! KOHEYHOTO MIPOIYKTa.

MoryT Takke HAHOCHUTBCS Ha BBICYIICHHYIO IICHKY IOTIOJHHUTEIBHBIC WHTPEIUCHTHI, HAPUMED, CPeIu
MPOYHUX, MYTEM MPOIECCOB MEeYaTh, pa30PBI3TUBAHUS, PACIIBLUICHHUS WU aICOPOIUH MapOB.

[TneHoYHBIN Tpenapar MOXKeT OBITh IepepadoTaH B €IWHUYHBIE JTO3bI JIOOBIM TOIXOASAIIAM CIOCOOOM,
BKITI0YasA, HAlIpUMep, IITAMIIOBAaHHUE FIJIM Hape3Ky IO OIMPUHE OJUHAPHOTO Y3KOTO PYJIOHA JUIS HPUTOTOBICHHUS
€AMHUYHBIX 7103 JIFOOBIX KEJaeMbIX TeOMETPHIECKUX pa3MepoB WiH GopM. 3aTeM eAWHHYHBIE JO3BI MOTYT Tpa-
JUIMOHHO YIIAKOBATH C PAa3JIMYHBIMU MOIXOAAIINMH MaTepHalaMH, W3BECTHHIMH B JaHHOW 00JacTH TEXHHKH,
JUTS IPEIOTBPAICHUS ISTPAJalliil U 3aIIUTH aKTHBHOTO HHTPEIUEHTA OT MOPYH.

JYKenarenbHO, YTOOBI Cepusl TAKMX OJHOKPATHBIX JI03 YIIAKOBBIBAJIaCh BMECTE B COOTBETCTBHHU C TPEAIHU-
CaHHBIM PEXXHUMOM MK 00pabOTKOH, HanpuMep Jutst goctaBku 10-90 nHel B 3aBUCMMOCTH OT KOHKPETHOI Tepa-
mun. OTAeIbHEIC IICHKH TaK)Ke MOTYT COACPIKaTh MaTepPHal OCHOBBI, KOTOPBIH MOXXHO CHHUMATh TIEPE]I UCTIOb-
30BaHUEM.

B nactosimeM M300peTeHHMHM TaKKe MPEAIOKEHB! IUICHOYHBIE KOMITIO3UINH JAEKCMEICTOMHUINHA WU €To
(hapmaneBTHIECKN IPUEMIIEMBIX COJICH, IPUUEM IIJIEHKA UMEET TOJMIIUHY OT okoiio 0,02 MM (20 MKM) 10 OKOJIO
0,2 MM (200 MKM), uTO 0OecrieunBaeT Maccy B quamna3one ot okoyio 0,5 mr mo okoso 200 mr. Takum obpazom, B
HEKOTOPBIX aCIEKTaX IUICHOYHBIC KOMITO3HIMU COJIEPKAT MOHOCIION TONMMEPHOW MAaTpHIBl, IMEIOMNN Orpa-
HUYEHHYIO TOJIIMHY, TO3BOJIIONIYIO €if OBICTPO pacmanaThes B MEPOPATBHOI cpene M BRICBOOOXKIATh JEKCMe-
JIETOMHUIUH WK ero (papMaleBTHIECKH MPUEMIIEMYIO COJIb 0€3 Ype3MepHOro AucKoM(opTa Ha CIM3UCTOH 000-
JIOYKE TIOJIOCTH pTa. Takas KOMITO3UITUS MOXET MPEACTABIATL CO00M cioi "mare6o" ¢ pa3MeIeHHbIM Ha T0-
BEPXHOCTH JIEKAPCTBEHHBIM CPEICTBOM FIIM MOKET COJACPXKATh aKTHBHBIM MHTPEIUECHT B CaMOH MOJUMEPHON
MaTpHIIE.

B momosmHMTENEHOM BapuaHTE OCYLIECTBICHHS MBI oOeclieunBalia COBMECTHOE BBEACHHUE IUICHKH 110 JaH-
HOMY PacKpBITHIO BMECTE C IEKCMEIECTOMHUAMHOBBIM COCTaBOM JIMTENILHOTO eiicTBus. [Ipumeps! nekcMeneTo-
MUJIMHOBEIX COCTaBOB JJTUTCIBHOTO JCHCTBUS BKIFOYAIOT B ce0sl TPaHCACPMAbHBIC TUIACTHIPY U JCTIOHUPOBAH-
HBIC MPETapaThl, TAKUE KaK MHBCKIMH JITO (HAIpUMeEp, B/B WM B/M) WU UMILIAHTAPYEeMbIe ycTpoiictea. [Tpu-
MEpbl TpPaHCACPMANBHBIX IUIACTHIPCH BKJIIOYAIOT IUIACTHIPH, ONKCAaHHBIC B ONMyOJIMKOBAaHHBIX IATCH-
Tax/maTeHTHBIX 3asBkax CLIIA 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
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5820875 u US 9974754 u poACcTBEHHBIX TATCHTAX/TIATCHTHBIX 3asBKaXx.

KoHKpeTHBII BapHaHT OCYIIECTBICHUS U300pETEHHS 00ECIIEUNBAET CIOCO0 JICUCHHST XKUTALUH Y CYyObeK-
Ta, BKIIOYAIOMNN BBEICHNE CYOBEKTY INICHKH HACTOSIIET0 H300pETeHNS W OJHOBPEMEHHO HJIH ITOCIIEI0BATEIh-
HO BBEJCHHE KOMIIO3UIIMH TPAHCACPMAIBHOTO IUIACTHIPS C EKCMEISTOMUANHOM JJIHTEIBHOTO JCHCTBHS, HE-
00513aTeNIFHO C TOCIIEAYIOMINM JAOTIOTHATEIFHBIM BBEICHHEM IUICHKH HACTOSIIETO H300pETCHNUSI.

JloTIOMTHUTEIBHBIN BapuaHT OCYIIECTBICHUS HM300peTeHus] oOecrmednBaeT Crocod JeUeHUs aKUTalud Y
cy0BeKTa, BKIIOUAIOMINK BBEICHNE CYOBEKTY IUICHKH HACTOSIIET0 N300pETEeHHUS U OJHOBPEMEHHO WIIH MOCTEIO0-
BaTENIFHO BBEICHHE IETIOHUPYEMOIH MHBEKIIMOHHONW KOMIIO3HIIUH JEKCMEICTOMUINHA INTEIFHOTO NeicTBYA,
Heo0s13aTeIbHO C MOCIIEYIOIINM BBEACHHEM IJICHKH HACTOSILETO H300pETECHHS.

TepaneBTHiyeckoe NPUMEHEHNE TNIEHOYHBIX KOMITO3HIIUH.

[TreHOYHBIE KOMITO3UIIMH, ONMCAHHBIE B JAaHHOM JOKYMEHTE, MOTYT MCIOJIB30BaTh JUIS JIEYCHUs pas3iIiy-
HBIX PaCCTPOMCTB/COCTOSIHUH, BKITIOYAs:

@KUTALUIO, CBA3aHHYIO C HEHpOJETeHEepaTHBHBIMKI COCTOSIHUSIMH, BBIOPAHHBIMU U3 TPYIIIBI, COCTOSILIECH
u3: 0oye3Hn AnblreiMepa, 1o0Ho-BucouHol nemennuu (FTD), nemennun, nemenimu ¢ tensiiamu Jlesu (DLB),
MOCTTPAaBMATHYECKOTO CTPECCOBOTO PAacCTPOUCTBa, OoJe3HH [lapKuHCOHA, COCYANCTON AEMEHIINH, COCYIUCTOTO
KOTHUTHBHOTO PAacCTPOHCTBA, O0Jie3HN XaHTHHITOHA, PacCesTHHOTO Ckieposa, 6one3nn Kpeinndensaa-Axoda,
MYJIBTHCUCTEMHOH aTpo(Uu W MPOTPECCHPYIONIETO CYMPAHYKICAPHOTO Mapannda; CCHUIHHON NEeMEHIMH Tpu
6one3nn Anprreiimepa (SDAT);

QXWUTAINIO, CBA3aHHYIO ¢ HEHPOIICUXHATPUUECKUMH COCTOSTHUSIMH, BRIOPAHHBIMH U3 TPYIIIBL, COCTOSIICH
u3: mu30(peHnr, OUIOIIIPHOTO PACCTPOICTBA, OUIONSAPHON MAaHWH, ACIUPHUSI U ICTIPECCHH, BKIIOYAs JEMEH-
IIUI0 WJIM PacCcTPOWCTBA HACTPOCHHUS y cyOBbEKTOB C TIIyOOKOH aenpeccuei (Harmpumep, CBSI3aHHOH CO CTPECCOM
riryOoKo# penpeccueii);

QKUTALUIO, CBS3aHHYIO C JIPYTUMH COCTOSIHHSIMH, TakKUMH Kak npoueaypsl OPD/IPD (manpumep, ckaHu-
poBanust MPT, KT wnu KAT, nromOanbHas myHKOuWs, acnupanus/OHocHs KOCTHOTO MO3ra, yAaleHHe 3y0oB n
JpyTrHe IeHTAIbHBIE IPOLEAYPHI);

QXWUTAINIO, CBS3aHHYIO C aJKOTOJIEM, PACCTPOHCTBOM BCIICCTBHE IIPUMEHEHHS OMHONIO0B, OTMEHBI OIIHO-
W/I0B ¥ OTMEHBI BBI3BIBAIOIIETO 3aBUCHMOCTD BEIIECTRA,;

NEeNpuiL;

TpaBMaTHYeCcKoe ToBpexaeHue roioBHoro mo3ra (TBI), Bxmodas cyosektel ¢ TBI ¢ paccrpoiicTBoM
BCJIEICTBHE TIpHEMa aJIKoToJIs WK apyroro BemiectBa (ASUD);

MIOCTTpaBMaTH4eCKoe cTpeccoBoe pacctporicTtBo (PTSD), Bkmouas cyonektoB ¢ PTSD ¢ paccrpoiictBom
BCJIC/ICTBHE TIPHEMa aJIKoroJisi Wi npyroro Beniectsa (ASUD);

MO3/HIOI0 JUCKHHE3HUIO.

[TreHOYHBIE KOMITO3ULIMH, PACKPBITHIE B TAHHOM JOKYMEHTE, HaX0AAT 0co00€e NMpUMEHEHUE TPH JICUEHUH
OCTpPOM aKUTAIMH, CBA3aHHOW C ONIMCAHHBIMHU BBIIIE PACCTPONCTBAMHU/COCTOSIHUSIMU.

[TreHOYHBIE KOMIIO3UIIMHN, PACKPBITHIE B TAHHOM JOKYMEHTE, TAaKKe HAXOAAT 0c000€ IIPUMEHEHUE TIPH JIe-
YEHUH NEePEeBO30YKICHUS, CBI3aHHOTO C OCTPOW aKUTAIMEH y MAlMeHTOB ¢ IU30(peHrel, OUMOIIIpHBIM pac-
CTPOMCTBOM M JI€MEHITUEH.

[TreHoYHBIE KOMITO3UITNH, PACKPHITHIE B TAHHOM JIOKYMEHTE, TakKe HaX0AAT 0co00e MpUMEHEHHUE TIPH Jie-
YEHWH OCTPOH a)KUTAINH, HE BBI3BIBASI 3HAUUTEIIFHON CeaIlHH.

[TneHoYHBIE KOMITO3UITNH, PACKPHITHIE B TAHHOM JIOKYMEHTE, TakKe HaX0AAT 0co00e MpUMEHEHHUE TIPH Jie-
YEHWH XPOHUYECKOW a)KUTAINH, HE BBI3BIBAS 3HAUUTEIHHOHN CEeIalny.

[TeHOYHBIE KOMITO3MILIMH, PAacKpHITHIE B JaHHOM JOKYMEHTE, TAaK)Ke MOTYT HCIIOJIb30BAaTh B KadeCTBE
BCIIOMOTATEJIbHBIX TEPANIEBTHUECKUX CPEJCTB IS SKCIIO3UIIMOHHON TEepanyy JJIs JICUEHHUS IIOCTTPaBMaTHYECKO-
ro cTpeccoBoro paccrpoiictsa (PTSD).

[TreHOYHBIE KOMITO3MIIMY, PACKPBITHIC B JAHHOM JOKYMEHTE, TaKKe MOTYT HCIIOJIb30BaTh JUIS JICUCHHS
PTSD ¢ nim 6e3 crannapraoro jeudenust PTSD.

[TreHOYHBIE KOMIIO3UIIMH, PACKPBITHIE B TAHHOM JOKYMEHTE, TAK)Ke HAXOAAT 0c000€ IIPUMEHEHHE TIPH JIe-
YEeHUH TOCTTPaBMATUIECKOTO CTpeccoBoro paccrpoiictBa (PTSD), cBsA3aHHOTO ¢ paccCTpONCTBOM BCIEICTBHE
yHoTpeOJIeHHUS alTKOToJIs Wik Apyroro Bemectsa (ASUD).

[TneHoYHBIE KOMIIO3WITHH, PACKPHITHIE B JAHHOM JOKYMEHTE, TAaK)KEe MOYKHO HCIIONIB30BaTh B KadeCTBE
BCIIOMOTATEIHFHOTO TEPAIEBTUIECKOTO CPENCTBA 10, BO BpeMs WM Tociie dKcro3urmonHoi tepamuu (ET) ms
MareHToB, npoxoaamux Jedearue ot ASUD, ¢ conyrcTByromuM PTSD wimm TpaBMaTHYECKUM TTOBPEXKICHUEM
TOJIOBHOTO MO3Ta.

B onHOM acmiekTe MICHOYHBIE KOMIIO3UIINH, PACKPBITHIE B JAHHOM JIOKYMEHTE, MOTYT HCIIOJIb30BaTh IS
nedyenus nanueHToB ¢ PTSD, koTopble cTpaaaloT OT 3710yNOTPeOICHHUs alNKOTOJEM W/WIH BBI3BIBAIOIINM 3aBH-
CHMOCTh BEILECTBOM, HaIpUMep IpH JIedeHHH manueHToB ¢ PTSD, koTopble NBITAlOTCS MPEOA0IIETh aIKOTOJIb-
HYIO W/WJIM HApKOTHYECKYIO0 3aBUCHMOCTb M YYBCTBUTEJBHBIE K CHUMIITOMaM OTMEHBI IIpHeMa ajIKoToJIsl W/HiIH
BBI3BIBAIOIIETO 3aBUCUMOCTh BELIECTBA.

B npyrom acnekre ruieHOYHBIC KOMITO3HIMH, PACKPHITHIC B JAHHOM JIOKYMEHTE, MOTYT HCIIOJIb30BaTh JUIS
nedeHus manueHToB ¢ TBI, koTopsle cTpamaroT OT 370yIOTPeOICHHUS AIKOTOIEM W/ BBI3BIBAIOIINM 3aBHUCH-
MOCTB BEIIIECTBOM, HAIpUMeEp IPH JICUSHHH MarieHToB ¢ TBI, KoTOphIe MBITAIOTCS MPE0I0IeTh AIKOTOIBHYIO
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W/WIIA HAPKOTHYCCKYI0 3aBUCUMOCTDh U YYBCTBUTEIBHBIC K CHMITOMAM OTMEHBI IPHEMa aJIKOTOJIS W/WIIU BBI3bI-
BAIOIIETO 3aBUCUMOCTbH BEIICCTBA.

[TarmeHTHI, Takke Ha3bIBaeMble CYOBEKTaMH, KaK MPAaBHIIO, MPEACTABISAIOT CO00W CyOneKkTOB-MoneH. B
acrmeKTax u300peTeHHs YeJI0BEK UMEET BO3pacT M0 MEeHbIIeH Mepe 55, mo MeHbieit Mepe 60, o MeHbIIeH Mepe
65 wu o MeHbIIel mepe 75 set. TakuM 00pa3oM, crocoOBl M COCTaBhI, OTIMCAHHBIC B JAHHOM JTIOKYMEHTE, Ha-
XOJST IPUMEHEHHUE, HAaIPUMeED, Y JIIoiel B Bo3pacte oT 55 10 75 ner.

B omHOM acmiekTe B JaHHOM H300PETEHHH MPEIJIOKEHBI CIIOCOOBI JICUCHHS WIIM OOJIETUCHHS aXKUTAINH,
CBSI3aHHOHN ¢ HEWpOaereHepaTUBHBIMK COCTOSHHUSIMH, ITyTEM BBEJCHUS TaKUM IAIIMSHTaM, HYKJIAIONTUMCS B Jie-
YCHHH, IEKCMEICTOMUAMHOBOTO TUNICHOYHOTO COCTaBa, KaK OMHCAHO B JAHHOM JOKYMCHTE.

B nmpyrom acriekTe B TaHHOM U300pETCHHU MPEUIOKEHBI CIIOCOOBI JICUCHHS WM OOJCTYCHUS aKUTAIIUH,
CBSI3aHHOU C HEHPOICUXUATPUYCCKUMHU COCTOSHHSMU, ITyTEM BBCACHUS TAKUM IMAlUCHTaM, HYKTAIOUIUMCS B
JICUCHUH, ICKCMEACTOMUMHOBOTO TUICHOYHOTO COCTaBa, KaK OMUCAHO B JAHHOM JIOKYMCHTE.

B nomomHHUTENEHOM acleKTe B JaHHOM H300PETCHHU TPEIIOKCHBI CIIOCOOBI JICUCHUS WM OOJICTYCHHUS
QKUTAINH, CBA3AHHOW C IPYTUMH COCTOSIHUSIMHU, TakMMH Kak npouenypsl OPD/IPD (manpumep, MPT, KT unn
KAT, moMOanbHas MyHKIWSA, acCUpanys/OuoTcHs KOCTHOTO MO3ra, yaaleHue 3yO00B WM IpyrUe JCHTaJbHbIC
MIPOLIEAYPHI) IMTyTEM BBEIEHUS TaKUM TMAIUeHTaM, HYXIAIOIIUMCS B JICYCHUH, TEKCMEIETOMUINHOBOTO TUIEHOY-
HOTO COCTaBa, KaK OMMCaHO B TaHHOM JIOKyMEHTE.

B emme H0MOJHUTENEHOM acTeKTe B JJAHHOM H300pPETeHHH MPEAIOKEHBI CIIOCOOBI JICUSHUS MM 00JIerde-
HUS QKUTAINN, CBA3aHHONW C OTMEHOH NpHeMa ajJKOTOJIEM WIIM BBI3BIBAIOIIETO 3aBUCHUMOCThH BEHIECTBA, ITyTEM
BBEJICHUSI TaKWUM TAIMEeHTaM, HYKIAIOIIMMCS B JICUCHUHU, JEKCMEIETOMHINHOBOTO IJICHOYHOTO COCTaBa, Kak
OIKCAHO B TAHHOM JIOKYMCHTE.

Jlo3upoBaHHBIE (POPMBI, OMTUCAHHBIC B JAHHOM JOKYMEHTE, OBICTPO PACTBOPSIOTCS MM PACIagaroTcs B Po-
TOBOH IMOJIOCTH TANEHTA 0€3 JKEBaHHS WK HEOOXOTUMOCTH B BOJIC.

W3-3a UX mPOCTOTHI BBEJCHUS TaKWE KOMIO3HMIIMU OCOOCHHO TMOAXOJAT AT KOHKPETHBIX MOTPEOHOCTEH
MAIMEHTOB C HAPYIIICHHBIMU JIBUTATCIIEHBIMA HaBBIKAMHU.

TunuvHas eqMHATHAS 1032 JEKCMEISTOMUINHA WA ero (GapMareBTHISCKH MPUEMIIEMOU COTM BKITIOYAIOT
o1 okoJio 0,5 Mxr no mpumepro 200 Mxr, oT okojo 0,5 Mkr 70 150 MkT, oT okoso 1 Mkr 10 100 MKr, OT OKOJIO 3
MKT 10 90 MKT, OT 0K0J10 3 MKT 10 80 MKT, OT 0K0i0 3 MKT 10 70 MKr, oT 0k00 3 MKI 70 60 MKr, OT 0K0JIO 3
MKT 710 50 MKT, OT 0K0710 3 MKT 10 40 MKT, OT OKOJIO 3 MKI 70 35 MKT, OT OKOJIO 5 MKI' 70 35 MKT, OoT oko0Jio 10
MKT 10 50 mkr, oT okojo 10 Mkr 10 40 MKr, oT 0k0ji0 10 MKr 10 35 MKr, OT OKOJIO 15 MKI 70 35 MKI HIIM OT
0KO0JIO 15 MKT 110 35 MKT JeKCMEACTOMUINHA WA €r0 (hapMaIieBTHIECKH MIPUEeMIIEMON colli. B ompeseneHHbIx
BapHaHTaxX OCYUIECTBIICHUS €IMHUYHAS 1032 COCTaBsieT 0koio 10 MKr, okoio 15 Mmkr, okoso 20 MKr, okoJio 25
MKT, 0K0J10 30 MKT, 0K0JIO 35 MKT, okoJyio 40 MKT, OKOJi0 45 MKT, 0K0JI0 50 MKT, 0KOJIO 55 MKT, 0k0JI0 60 MKT,
0KO0JI0 65 MKT, ok0Ji0 70 MKT, 0KOJI0 75 MKT, 0K0J10 80 MKT, OKOJIO 85 MKT, 0K0J10 90 MKT, OKOJIO 95 MKT, OKOJIO
100 mxr, okono 110 mxr, okono 120 mxr, okosio 130 Mkr, okosno 140 Mkr mwnu okono 150 mxr. Kaxayro enunuy-
HYIO 7103y MOKHO BBOJUTH CYOBEKTY HECKOJILKO pa3 B CYTKH, BKJIFOUAs JIBa pasa, TPH pasa, YeTHIPE pasa, MATh
pa3 WK MEeCTh pa3 B CYTKH.

HNmtroctpaTUBHAS JTO3UPOBKA ACKCMEICTOMHUINHA WM €ro (apMaleBTUIECKH MPHUEMIIEMON COJTH, BBOJIU-
MO# KOHKPETHOMY TMaIUeHTy, OyJeT 3aBUCETh OT TUIIA M CTEIIEHW COCTOSHUS, OOIIEro COCTOSTHUS 3I0POBbS KOH-
KpPETHOT'O TIAI[MeHTa, KOHKPETHOH BBOJAUMOM (DOPMBI JEKCMENETOMUINHA WM €T0 (papMaleBTHIECKH TpUeMITe-
MO¥ CcOJH, a TaK)Ke KOHKPETHOTO IJICHOYHOTO COCTaBa, MCIOJIL3YEMOTO IS JICUCHHS IMallieHTa.

KoMOunMpoBaHHas Tepamnusi.

B omgHOM BapmaHTe OCYIIECTBIICHHS B JaHHOM H300pPETCHUM NMPEIIOKCHA TUICHKA, ONMCAHHAS B JAHHOM
JIOKYMCHTE, MIPUYEM TUICHKA COACPKUT ACKCMEJICTOMUIUH WX €ro (papMaIleBTUYCCKH MPUEMIICMYIO COJIb BME-
CTE€ C OJHHUM MK OoJiee JOMOJHHUTEIFHBIMU TEPANICBTHYCCKUMHU areHTaMmu. Takas KOMOMHHpOBaHHAs Teparus
MOJKET OBITh OCOOCHHO TOJIC3HA MU JICYCHUU aXKUTAIUM COCTOSIHUHM, BEI3BAHHBIX WIIH OTATOIIECHHBIX 3JI0YIOT-
peOIcHrEM aKOToJIeM WM APYTHM BEIIECTBOM, BKIIFOYAs MOCTTPABMATHUCCKOE CTPECCOBOE PACCTPOMCTBO U
TpaBMAaTHYECKOE MOBPEXKICHHE ToToBHOTO Mo3sra (TBI).

[Tpumepbl MOAXOASIINX JOTIOTHUTEIHHBIX TEPANIEBTUUYCCKIX areHTOB BKIIOYAIOT AaHTATOHHUCTHI OITUOUIOB
(HampuMep, HANTPEKCOH MM HAJIOKCOH), YaCTHYHBIC arOHUCTHI OMMOUIOB (Harmpumep, OymnpeHopduH, oOyropda-
HOJI, ICHTA30IMIIMH WM TPaMaoi) U aHTUACTIPECCAHTHI, TAKWEe KaK HHTHOUTOPHI 0OPaTHOTO 3aXBaTa CEPOTOHU-
Ha-HOpaJApeHaIMHA (HampuMep, aMUTPUIITHINH, aTOMOKCETHH, AC3UNPAaMUH, AYJIOKCETHH, MallpOTHIIMH, Meda-
30/10H, MUJTHALIATIAH, He(a3010H, MPOTPUNTHINH, TPUMHUIIPAMUH, peOOKCETHH, BeHIa(haKkCUH HIIH BUIIOKCA3HH)
WM CEeJICKTUBHBIE MHTHONUTOPBI CEPOTOHMHA, MHTHOUTOPHI OOPATHOTO 3axBaTa (HAIpUMep, UTAIONpaM, (HIyok-
CETHH, MApOKCETHH, CEPTPaNHH, (IyBOKCAMHH, IUTAIONpAM WIH 3CIUTaionpam). Hampumep, packpwitas B
JAHHOM JOKYMCHTE IUICHKA, COJACpIKallas NEKCMEICTOMUANH WM ero (apMaleBTHYCCKH MPUEMIIEMYIO COJIb,
MOJKET YJIy4YIlIaTh OTBET HA MCIIOJL3YEMOE B HACTOSIIEE BpeMsl JieueHue y cyobektoB ¢ PTSD, Takoe kak WHTH-
OuTOpHI 0OPATHOTO 3aXBaTa CEPOTOHHHA-HOPAJPCHAIMHA M CEJICKTHBHBIC HHTHOUTOPHI OOPATHOTO 3aXBaTa Ce-
POTOHHHA, HANPUMEp MyTEeM JOCTHXKCHHUS Ooyiee OBICTPOrO OTBETa WJIM YCHWJICHHOTO OTBETAa IMEpell TEepBOHA-
YalbHBIM MPUMEHEHUEM M IOCIIC MPUMEHEHUS WHTHOMTOpa OOpaTHOTO 3aXBaTa CEpOTOHHHA-HOpPAaJpeHATHHA
VI CETIEKTUBHOTO MHTHOMTOPa 0OPAaTHOTO 3aXBaTa CEPOTOHUHA. JIeKCMEIeTOMUIANH HITH €T0 (hapMareBTHIECKU
MIPUEMJIIEMYIO COJTb TAK)KE MOKHO HCTIOIh30BaTh B KOMOMHAIIMY C aHTarOHUCTOM perenitopa NMDA, TakuM Kak

-20 -



045213

KETaMUH, JJIs JICYCHUS TIIyOOKOH NEenpeccHy, HAPUMEpP aXXHUTAIlUH Y CYOBEKTOB C JAEMEHIMEH WA PacCTpOii-
CTBaMH HACTPOCHHUSI, OTIOCPEIOBAHHOM CTPECCOM TIyOOKOIt enpeccueii.

B oxHOM BapmaHTe OCYIIECTBJICHHS B HACTOSIIEM H300PETCHUH MPEAJIOKEHA TUICHKA, OMMCAHHAs B JaH-
HOM JOKYMEHTE, IPUYEM IUIEHKA COACP)KUT IEKCMEICTOMUINH WIIN €ro (hapMaleBTHUSCKH MPHEMIIEMYIO COJIb
BMECTE C aHTarOHUCTOM OIMOWIOB WIIH €ro (DapMareBTHYECKHU MPHEMIIEMOI COITBIO.

B nmononHuTENEHOM BapuaHTE OCYIIECTBICHMS B HACTOSIIEM M300PETCHUH IPEIIOKeHa TUICHKA, OTMCaH-
Has B TaHHOM JOKYMEHTE, IIPHYEeM IUIEHKA CONEP)KUT AEKCMEICTOMHUINH MIH ero (papMameBTHIECKH IpHeMIIe-
MYIO COJIb BMECTE C 3((PEKTHBHBIM KOJTHIECTBOM aHTATOHHCTA OMMHOWIOB WM €r0 (apMareBTUIECKH ITpHeMIIe-
MO COJIH JJIst JICUCHUS aKUTALNH, HE BBI3BIBAsI YPE3MEPHOH Cealuu.

B nomoigHATENEHOM BapUaHTE OCYIICCTBICHUS B HACTOSIIEM H300PETCHUU MPEUIOKEHA TUICHKA, OTHCAH-
Has B JaHHOM JOKYMEHTE, IPHYEM TUICHKA COJICPIKUT JEKCMEICTOMHUINH WIH ero (papManeBTHIECKH MpHeMIe-
MYIO COJIb BMECTE C 3((PCKTHBHBIM KOJUYCSCTBOM aHTATOHUCTA OMUOUIOB MM €0 (JapMaIleBTUICCKU MpHeMIIe-
MO COJIH JIJIs1 JICUCHUS aKUTAIIUH, CBI3aHHOW C OTMCHOM OTIMOMIOB HJIH JPYTUX BEIICCTB.

B KOHKpETHOM BapHaHTE OCYMICCTBICHHS B HACTOSAMICM M300pPETCHUM MPEIOKEHA TUICHKA, OMMCAHHAS B
JAaHHOM JOKYMEHTE, IMPHYeM IUIEHKa COIEP)KHUT NEKCMEISTOMUAWH WM ero (papManeBTHYECKH MPHUEMIIEMYIO
COJIb BMECTE C HAJNITPEKCOHOM WM €ro (papMareBTUIeCKH IPUEMIIEMON CONIBIO.

B oxHOM BapmaHTe OCYIIECTBJICHHS B HACTOSIIEM H300pETCHUH NPEAJIOKEHA TUICHKA, OMMCAHHAs B JaH-
HOM JOKYMEHTE, IPUYEM IUIEHKA COACP)KUT IEKCMEICTOMUINH WIN €ro (hapMaleBTHUCCKH MPHEMIIEMYIO COJIb
BMECTE C YACTHIHBIM arOHHUCTOM OIMOUIOB HITH €r0 (papMaIleBTHICCKH IPUEMIIEMON COTIBIO.

B nononHuTENEHOM BapuaHTE OCYIIECTBICHUS B HACTOSIIEM M300PETCHUH IPEIOKeHa TUICHKA, OTHCaH-
Has B TJaHHOM JOKYMEHTE, IPHYEM TUICHKA COJCPIKUT JEKCMEICTOMHUINH WK ero (papMareBTHIECKH MpHeMIIe-
MY COJIb BMecTe ¢ 3(P(PEKTUBHBIM KOJIMYECTBOM YACTUYHOTO arOHUCTA WM €ro (papMaIleBTUYCCKH MTpHEMIIC-
MOV COJIH JIJIst JICUCHUS &KUTALIUH, HE BBI3BIBAs YPE3MEPHOH Cealuu.

B nomoiHUTENEHOM BapuaHTE OCYIICCTBICHUS B HACTOSIIEM H300PETCHUU MPEUIOKEHA TUICHKA, OTHCAH-
Has B IJaHHOM JOKYMEHTE, IIPHYEM TUICHKA COJCPIKUT JEKCMEICTOMHUINH WK ero (papMameBTHIECKH MpHeMIe-
MYIO COJIb BMecTe ¢ 3(PPEKTHBHBIM KOIWIECTBOM YAaCTHYHOTO arOHMCTA WM ero (apMarieBTUIECKH MpHeMIIe-
MO CONM JUI JI€UYEHUs aXKUTALMHY, CBI3aHHOM C OTMEHON ONHOMUIOB.

B KoHKpeTHOM BapHaHTE OCYIIECTBICHHS B HACTOAIIEM M300pETEHHH MpEIoKeHa TUICHKA, ONFCaHHAs B
JAaHHOM JOKYMEHTE, NMpHYeM IUICHKa COICP)KHUT NEKCMEISTOMUAWH WM ero (apMaleBTHYECKA MPHUEMIIEMYIO
COJIb BMeCTe ¢ OymnpeHOp(HHUHOM WU €0 PapMalieBTUICCKH TPUEMIIEMOH COJIBIO.

B mnenky HacTOAIIEro H300peTeHusI MOT'YT BKIIOYATh 3((EKTUBHOE KOJINIECTBO IEKCMEICTOMUANHA HITH
ero (hapMaleBTHYCCKH PUEMIIEMON COJIM M aHTATOHUCTA WM YACTHYHOTO aroHKCTa OMHUOMIIOB, YTOOBI o0Oecte-
YUTH KETACMBIH dPPEKT.

B omHOM BapuaHTE OCYIIECTBIICHHS U300pETEHUS TUICHKA CONEPIKHUT OT OKOJIO 5 MKT 1o 150 MKr mekcme-
JETOMHINHA WX €ro (apMaIleBTUYCCKH MPUCSMIICMOIN COJM U OT OKOJIO 2 MT JIO0 OKOJIO 16 M YaCTUYHOTO aro-
HHUCTa Ha CUHHUITY. boJee jxenaTebHO TICHKA COMEPKHUT OT OKOJO 5 MKT 1o 150 MKT IeKCMEIeTOMUINHA W
ero (papMarieBTUIECKH IPUEMIIEMOH COJIA M OT OKOJIO 4 MT IO OKOJIO 12 MT YaCTWUYHOTO arOHUCTA Ha CAMHUILY.

B apyrom BapmaHTe OCYIIECTBICHHUS N300PETEHHS TUIEHKA COACPKHUT OT OKOJIO 5 MKT 70 150 MKT mexcMme-
JETOMHUINHA WIN ero (apMaIieBTUIECKH MPUEMIIEMON COJNM U OT OoKojio 0,5 MT 0 OKOJO 5 MI' aHTaroHHCTa
OTIMOWJIOB Ha eIWHHILY. boJee jkenaTenbHo, MICHKa COOEPKUT OT OKOJIO 5 MKT 10 150 MKr mekcMeneToMuanHA
WK ero (papManeBTHUECKH MPUEMIIEMOH CONM U OT OKOJIO | MT 10 OKOJO 3 MTI aHTaroHMCTa ONMHOWAOB Ha eIH-
HUITY.

B 01HOM KOHKPETHOM BapHaHTE OCYIICCTBICHHS H300PETCHUS TUICHKA COJEPKUT OT oKoyo 10 MKr mo0 60
MKT' JICKCMEJICTOMHUIMHA WIH ero (apMareBTHICCKH MPUEMIIEMOH cor U okoio 0,5 Mr HanTPEeKCOHA, WU OT
okoJo 10 MKr 10 60 MKT JEKCMENECTOMUINHA WK ero (apMaleBTHYSCKH MPUEMIIEMOH COJM U OKOJI0 1 Mr Ha-
JATPEKCOHA, MK 0T 0KoJI0 10 MKT 10 60 MKT JEKCMEICTOMUINHA WU €T0 (hapMaIleBTUICCKH MPUEMIIEMO COIH
M OKOJIO 2 MT HAJITPEKCOHA, WK OT 0KoJo 10 MKr mo 60 MKI IEKCMEICTOMHUAMHA WK €ro (papMarleBTUICCKU
MIPUEMJIEMOM COJIM U OKOJIO 3 MI HAJITPEKCOHA, WK OT OKoJo 10 MKr 70 60 MKI JeKCMeIeTOMUINHA UK €0
(hapMaIeBTHYECKH MPUEMIIEMOI COITH U OKOJIO 4 MT HANTPEKCOHA WIIH JIFOOBIX aHAIOTHIHBIX KOJIHYECTB.

B apyrom KOHKpETHOM BapHaHTE OCYIIECTBIECHUS N300pETEHUS TIICHKA CONEPIKUT OT okosio 10 MkT 10 60
MKT JEKCMEACTOMUANHA WIH €T0 (apMareBTHIECKH MPHEMIIEMON COIM U OKOJIO 2 MT OympeHOpQHUHA, UITH OT
okoJio 10 Mkr 1o 60 MKT JeKCMeIeTOMHUINHA WK ero (papMaleBTHIECKH MPUEMIIEMOH COJTM 1 OKOJIO 4 MT Oy-
npeHopuHa, Wik OT okoyio 10 MKr 1m0 60 MKr AEKCMEIeTOMHINHA WU ero (apMaleBTHYECKU TPUEMIIEMON
COJIM U OKOJIO 6 MT OympeHopuHa, WK OT 0KoJio 10 MKTr 70 60 MKT JeKCMEICTOMUINHA HIIH ero GapMaIeBTH-
YecKH MpHEeMIIEMOl coi U okojio 8 mr OympeHopduHa, i ot okoso 10 MKr 10 60 MKI JeKCMEIeTOMHIMHA
WM ero (apMarieBTHUECKH preMiieMoii cosn 1 okoisto 10 mMr OynpeHopduHa, nimm ot okosno 10 Mkr 10 60 MKr
JICKCMENICTOMUINHA WK ero (hapMaleBTHYCCKH TPUSMIICMOU COJTM U OKOJIO 12 Mr OympeHOp(UHA, WK OT OKO-
70 10 MKT 710 60 MKT JeKCMeIETOMHINHA HITH €T0 (hapManeBTHIeCKH IPUEMIIEMON COJIM U OKoJIo 16 Mr Oympe-
HOp(UHA WK JIFOOBIX aHAIIOTUYHBIX KOJTHMYCCTB.

KomOuHanmu JekapcTBEHHBIX CPEICTB, MPUBEICHHBIC BBINIC, MOTYT OBITH BKIIOYCHBI B MOHOJIHTHYIO
TUIEHKY HACTOSIIETO H300peTeHNS WIH IJICHKY C MHKPOpPa3MEIIeHHEeM HacToAmero n3ooperenus. Ecini B MoHO-
JUTHOW IIJICHKE, B HACTOSAIIEM M300PETEHUH MPEAIOKECHO HAIMINE BCEX JICKAPCTBEHHBIX CPEICTB B OJHOM CIIOC
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MaTPUYHOW IJICHKH. JICKapCTBEHHBIC CPEIICTBA TAKIKE MOTYT MPUCYTCTBOBATH B OTACIBHBIX MOHOJUTHBIX ITJICH-
Kax, KOTOPBIC 3aTeM OOBEAUHSIOT JIISI MOTYYCHHUS MHOTOCIIOHOM IUICHKH.

B oxgrom BapmaHTe ocymiecTBICHUS, U Oonee ymnoOHO, JIeKapCTBEHHBIE CPEICTBA BKIIOYCHBI B IUICHKY C
MHKPOpPa3MEIICHHEM, COTJIACHO TaHHOMY pacKpbITHio. TakuM oOpa3oM, HallpuMep, OTACIBHBIE JIEKapCTBEHHBIE
KOMITO3UITMH MOT'YT OBITh JOOABJIEHB! B BUIE AUCKPETHBIX Kaleldh Ha MOBEPXHOCTh INICHOYHOW TOMJIOKKH (T.€.
TUIeHKa IUTare0o) B COOTBETCTBUH C OOIINM IIPOIIECCOM, MCIOIB3YEMBIM M OIMMCAHHBIM B JAHHOM JOKYMEHTE,
JUTS TOOABJICHUS AEKCMEICTOMUIMHOBOW KOMITO3HUIIMH K IICHOYHOH moasoxke. Karmm MoryT 1o6aBisTh B JIfo-
OoM 1mIa0JIOHE I COOTBETCTBHS TPeOyeMbIM TPeOOBaHUSAM JJIS €AMHUYHOM A03bl. Kaxkmas karmist MOXeT Co-
JIepKaTh KPACUTEIh, KOTOPBIA MOXKET OBITh OJJMTHAKOBBIM HIIH OTIMYATHCS JJIS KaXKIOH JICKapCTBEHHOW KOMITO-
3unuu. MoXeT ObITh YIOOHBIM UCIIONB30BaTh Pa3HbIC KPACUTEIH JUIS Pa3UUCHUS PAa3JInYHBIX JICKAPCTBEHHBIX
CPEICTB Ha MOBEPXHOCTH TUICHOYHOH ITOITI0KKH.

B omHOM BapmaHTE OCYIICCTBICHHS H300PETCHHS aBTOPHI MPEIUIArar0T CHOCO0 JICUCHUS AXKHUTAIUH Yy
CyObeKTa, BKITIOYAONINI BBEJICHUE CYOBEKTY TNICHKH HACTOSIETO W300PETEHHS C COMYTCTBYIOMICH YKCITO3HUIIH-
OHHOM Tepamnuen.

B mpyrom BapmaHTe OCYIIECTBICHUS IPUMEPHI MOIXOAAIINX TEPAIEBTHIECKUX ar€HTOB, KOTOPHIE TOJDKHEI
KOMOWHHPOBATHCS C AEKCMEACTOMUINHOM B TUICHOYHON KOMITO3UIINH, BKIIFOUAIOT B Ce0S CEIeKTHBHBIC HHTHOH-
TOpHI 0OpaTHOTO 3axBaTa cepoToHnHa (SSRI), Takre Kak HHTHOUTOPHI TAPOKCETHHA, CEPTPATIMHA, CEPOTOHIHA H
HopaapeHnanuaa (SNRI), Takue kak ge3unpaMuH. B 0lHOM BapHWaHTe OCYIIECTBICHHUS B HACTOSIIEM H300peTe-
HHUH TpeJIOKeHa IJICHKA, ONMCaHHas B TaHHOM JOKYMEHTE, IIPUYEM IUICHKA COACPIKUT JEKCMEICTOMHUINH MITH
ero (apMareBTHICCKH MPHUEMIIEMYIO COJIb BMECTE C CEIEKTUBHBIM HHTHOMTOPOM OOpaTHOTO 3aXBaTa CEPOTOHH-
Ha WK ero (hapMaleBTHYSCKHU MPUEMIIEMO coti. B 1pyroM BapuaHTe OCYIIECTBICHUS B HACTOSAIIEM H300peTe-
HUY TIPE/JIOKCHA IICHKA, OMTUCAHHAS B TAHHOM JOKYMEHTE, IPUYEM IUICHKA COACPIKUT JCKCMEICTOMUIUH WU
ero (papMarneBTHYCCKU MIPUEMIIEMYIO COJIb BMECTE ¢ MHTHOUTOPOM OOpaTHOTO 3aXBaTa CEPOTOHHHA M HOpaIpe-
HAJIMHA WIH ero (apMarieBTUIeCKH MPUSMIIEMON COJIH.

B KOHKpeTHOM BapuaHTE OCYIICCTBICHHS B HACTOSIICM M300pPCTCHUH MPEIOKCHA TUICHKA, OMMCAaHHAS B
JAaHHOM JOKYMEHTE, NMpHYeM IUIEHKa COIEP)KHUT NEKCMEISTOMUAMH WM ero (apManeBTHYECKH MPUEMIIEMYIO
COJIb BMECTE C AC3UNPAMHHOM WX eT0 (papManeBTHUECKH IIPUEMIIEMOH COJIBIO.

B mnenky HacTosAIIEero n300peTeHus MOTYT BKITIOYATh 3((EKTUBHOE KOJINIECTBO IEKCMEACTOMUANHA HITH
ero (apMareBTHICCKH MPUEMIICMON COJM M KeTaMUHAa WX €ro (hapMaleBTHYSCKH HMPUEMIIEMON COJH, YTOOBI
obecrenTh xKemaeMblil 9P QexT.

KoHkpeTHbIe BADHAHTHI 0CYIIECTBJIEHHUSA

Bapuant ocymectnenus 1. dapmaneBTryeckas IUICHOYHAS KOMIIO3HIUS, TOAXOJAINAS s CyOJIUH-
TBAJILHOTO BBEACHUS, COJICPIKAIIIAs:

(i) TepaneBTHYeCKH 3PPEKTHBHOEC KOJIMIESCTBO JCKCMEICTOMUANHA WM €r0 (papMareBTHICCKU PUCMIIC-
MOH COJH;

(i1) mOTMMEpPHBI KOMIIOHEHT, COCTOSIINN W3 OJHOTO WK 00Jiee BOJOPACTBOPUMBIX ITOTUMEPOB; U

(iii) ommH nim OoJee GpapMareBTUIECKH TPUEMIIEMBIX HOCUTEIEH.

Bapmant ocymectBnenus 2. dapmaneBTHUecKas IUICHOYHAs KOMIIO3WIMS, MOAXOMAIMIAs I CyOnuH-
TBAJIFHOTO BBEACHHS, COCTOSINAS 110 CYIIECTBY H3:

(i) TepameBTHYeCKU d(HPEKTUBHOTO KOIHYECTBA MEKCMEICTOMHINHA WM €ro (papMareBTUICCKH TPUEM-
JIEMOH COJIH;

(i1) moymMMepHOT0 KOMITOHEHTA, COCTOSIIETO U3 OAHOTO WM 0oJiee BOJOPACTBOPHUMBIX TTOJUMEPOB; U

(iii) omuH nim OoJee GpapMareBTUIECKH TPUEMIIEMBIX HOCHTEIEH.

Bapwuant ocymiectienus 3. @apmarneBTHUCCKas IDICHOYHAS KOMIIO3UIUS MO BAPUAHTY OCYIICCTBICHUS |
WA BapHaHTy OCYIICCTBICHUS 2, B KOTOPOW YKa3aHHBIH MOJIMMEPHBIA KOMIOHEHT COCTOUT M3 TI0 MEHBIICH Me-
pe IBYX pa3IHYHBIX BOAOPACTBOPUMEIX TIOJIHMEPOB.

Bapwuant ocymectBieHus 4. @apmareBTHUCCKas TUICHOYHAS] KOMITO3UIIMS 10 BAPUAHTY OCYIECTBICHHS 3,
B KOTOPOI1 MEePBBII BOJOPACTBOPUMBIH TOJIUMEDP UMEET MOJICKYIISIPHYIO Maccy oT okojo 5000 1anbToH 10 OKOJIO
49000 manbTOH, ¥ OJUH WM 00Jiee BTOPBIX BOJOPACTBOPUMBIX ITOJIMMEPOB UMEIOT MOJICKYJISIPHYIO Maccy Ooiee
geM okoio 60000 manbpToH.

BapuanT ocymectBienus 5. @apmaneBTiHUecKas INICHOYHAS KOMIIO3UITNS 10 BApUAHTY OCYIIECTBIICHUS 3
WA BapHaHTy OCYIIECTBJICHHUS 4, B KOTOPOH COOTHOIIEHHWE MEPBOTO BOJOPACTBOPHUMOIO MOJMMEpa KO BTOPO-
My(bIM) BozopacTBOpuMOMY(bIM) TonuMepy(am) (Bkimodas PEO mpu HaM4Iuu B TIJICHKE) BO BCEH TUICHOYHOMN
KOMITO3HMIIMNA COCTaBiIsIeET oT okoyio 1:10 mo okomo 1:30, ot okomo 1:15 mo oxoso 1:25 miam ot okomo 1:15 1o
oxoo 1:20.

Bapuanre ocymectBieHus 6. @apmarieBTu4eckas IICHOYHAss KOMIIO3HIIUS IO BAPUAHTY OCYIECTBICHHUS
4, B KOTOPO¥1 MEePBBIN BOJOPACTBOPUMBIiA ITOJIUMEP BEIOPAH M3 TPYIIIBI, COCTOSIICH U3 THAPOKCHITPOIIIIICILTIO-
JI03BI, THIPOKCUIPONMMIMETUIIICILIIONO3bI, THAPOKCHATIIIICIUTION03bI, KapOOKCUMETHIIIICILTIONO3bI, METHIIIC-
JII0JI03BI U UX CMecei.

Bapwuant ocymectBieHust 7. @apmareBTHUCCKas TUICHOYHAS] KOMITO3UIIMS 10 BAPUAHTY OCYIIECTBICHHS O,
B KOTOPOW TIEPBBIH BOJOPACTBOPUMBIN ITOJIMMEP COCTOUT M3 THAPOKCHIIPOIMIILIEILTIONO3bI M THAPOKCHITHIIIIEIN-
JIFOJIO3BI.
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Bapwuant ocymectieHust 8. @apmarieBTHUCCKas TUICHOYHAS] KOMITO3UIIMS 10 BAPUAHTY OCYIECTBICHHUS 4,
B KOTOPO¥ 0JIMH WU 0o0Jice BTOPHIX BOJOPACTBOPUMBIX MOJUMEPOB BHIOPaH/BEIOPAHBI U3 TPYIIIBI, COCTOSIICH U3
MOJIFA TIJICHOKCH A, THAPOKCHUIIPOITHNIIEIUTION03bI, THAPOKCHIIPOMIMETIIIICIUTIONO3HI,

THIPOKCUATHIIIIEIUTION03bI, KapOOKCHMETHIIIIEIITIOIO3B], METHIILIEIITIONO3BI M X CMECEH.

BapmanT ocymectinenus 9. @apmaneBTuueckas INIEHOYHAsT KOMITO3UIMS 10 BApUAHTY OCYIIECTBICHHSA 7,
B KOTOPOH BTOpOH(bIE) BOAOPACTBOPUMBIH(bIe) TouMep(bl) BRIOpaH(bI) M3 THAPOKCHITPOIHIIIEILTIONO3bI, THII-
POKCHATHIIIIEIUTIONO36I, TOTMITHIICHOKCHIA U UX CMECEH.

Bapmant ocymectBnenus 10. @apmareBTHdecKas IUICHOYHAS KOMIIO3UIMS MO JIOOOMY M3 BapHAaHTOB
OCYILECTBIICHUS 1-9, B KOTOPOI AEKCMEICTOMUINH IIH €T0 (papManeBTHYSCKU IpUeMIIeMast COJIb PEACTaBIsICT
co00¥i IeKCMEICTOMUIIHA THIPOXIOPHUL.

Bapuant ocymectBienus 11. @apmaneBTrdeckas IUICHOYHAS KOMITO3UIMS 1O JTIOOOMY W3 BapHaHTOB
ocymectBieHus 1-10 B opMe eAWHUIBI TO3UPOBAHUSA, B KOTOPOH KOJHYECTBO NEKCMEICTOMHUAMHA HIH €ro
(hapMaleBTHYCCKH TPUEMIIEMON COJU, IIPUCYTCTBYIOIIECTO HA SAMHUILY, COCTABISACT OT OKoJo 0,5 MKT 10 OKOJIO
150 Mkr, oT okoJ10 1 MKT 10 0k0s10 100 MKT, OT 0K0JI0 3 MKT 710 0K0JI0 90 MKT, OT OKOJIO 3 MKT 710 0K0JIO 80 MKT,
OT 0KOJIO 3 MKI 0 70 MKI, OT OKOJO 3 MKT 70 OK0yi0 60 MKTI, OT 0K0JIO 3 MKI' 10 50 MKI, OT OKOJO 3 MKI 10
OKOJIO 35 MKT, OT OKOJIO 3 MKT 0 OKO0JIO 50 MKT, OT OKOJIO 5 MKT 0 OK0J0 50 MKI, OT OKOJIO 5 MKT 0 0KOJO 45
MKT, OT OKOJIO 3 MKT 10 0K0JIO 40 MKI, OT OKOJIO 5 MKT 10 OKOJ0 35 MKT, oT 0k010 10 MKT 10 0k010 50 MKT, OT
okoJio 10 MKr 10 ok0s10 40 MKT, 0T 0K00 10 MKI 70 OKOJIO 35 MKT, OT OKOJIO 15 MKT 10 OKOJO 35 MKI MIH OT
0KOJIO 15 MKT 710 0KOJIO 35 MKT JeKCMEJCTOMUIMHA UITH ero (papMarieBTUIeCKH MPUEMIIEMOI COJIH.

Bapmant ocymectBienus 12. @apmareBTrdecKas IUICHOYHAS KOMITO3UIMS MO JIOOOMY M3 BapHAaHTOB
ocyiecTBieHus 1-11, B KOTOpPOH MEKCMENECTOMUANHA THAPOXJIOPHI MPUCYTCTBYET B KOJUYECTBE OT OKOJIO
0,01% no oxomo 50% mo Macce IJIEHKH B IepecueTe Ha CyXylo Mmaccy, Hampumep oT oxono 0,05% no oxomo
30% mo mMacce MJIEHKU B IlepecueTe Ha CyXylo Maccy, Hanpumep oT okodio 0,05% a0 oxoso 20% mo macce IieH-
KU B TIEpECUYETE Ha CYXYI0 Maccy.

Bapuant ocymectBienus 13. ®@apmaneBTHdeckas IUICHOYHAS KOMITO3UIMS O JTIOOOMY W3 BapHaHTOB
ocymiecTBiieHUs1 1-12, B KOTOpo# (apMareBTHIECKH MPUEMIIEMBI HOCUTENh BKIIIOYAET, HO HE OTPAHHMYUBACTCS
MU, OIUH WIN Ooiee KUAKUX HOCHUTENEH, apoMaTH3aToOphl, OJCIACTUTENH, OCBSKAIOIINE CPEICTBA, PETYIIH-
pytome pH areHTsl, yCHIIMTENH MPOHUIIAEMOCTH, MYKOAaATe3UBHBIC areHTHI, IIaCTU(PHUKATOPEI, 00beM000pa-
3YIOIINE areHThl, TOBEPXHOCTHO-AKTHBHBIE BEIIECTBA, MPOTHBOBCIICHUBAIOIINE areHTHI, KPACUTEIH WUIH TOMY
MOT00HBIE.

Bapmant ocymectBienus 14. @apmareBTHdecKkas IUIEHOYHAS KOMITO3UIMS MO JIOOOMY M3 BapHAaHTOB
ocyuiectBiieHus 1-13, B KOTOPOIi MJIEHKa UMEET TOJIMIMHY OT 0K0Ji0 20 MKM 10 0kosio 1200 MKkM.

Bapuant ocymiectBieHus 15. @apmareBTrdeckas IUICHOYHAS KOMITO3UIMS O JTIOOOMY W3 BapHaHTOB
ocyiecTBieHus 1-14, B KOTOPOIl TUICHKA, TP PACHOJI0KCHUU CYOJIHHIBAIILHO, OyIET pacTBOPSACTCS B TCUCHUE
oT okouio 10 ¢ 1o okono 180 ¢, Hanpumep oT oko1o 60 ¢ 10 okoio 180 c.

Bapuant ocymectBieHus 16. @apmareBTrdeckas IUICHOYHAS KOMITO3UIMS IO JTIOOOMY W3 BapHaHTOB
ocyIecTBIeHUS 1-15, B KOTOPO TICHKA MPEICTABISET cO00I MyKOAATE3UBHYIO MO XapaKkTepy.

BapmanTt ocymectBienus 17. @apmareBTHdecKas IUICHOYHAS KOMITO3UIMS MO JIOOOMY M3 BapHAaHTOB
ocyIecTBieHu 1-16, mpudeM Bpemsi pacta eHus INICHOYHOW KOMIIO3UIINH TP MPUBEICHIU B KOHTAKT C MOJE-
JUPOBAHHBIMH KUAKOCTSIMH COCTaBJIICT 0T 0KoJio 10 ¢ 1o okoso 180 ¢, oT okoo 15 ¢ mo oxoso 180 ¢, OT 0koJI0
30 ¢ mo oxogo 180 ¢, oT oxom0 45 ¢ mo oxoso 180 ¢, ot okojo 60 ¢ 10 okoao 180 ¢ mmm oT oko0 60 C 70 OKOIO
140 c; mmu Bpems pacnageHus TUICHOYHONW KOMITO3UIIMH IPH KOHTAKTE C MOJEIHPOBAHHBIMH JKUAKOCTSIMH CO-
cTaBiIseT OT 0KoJIO 15 ¢ 1o okono 180 ¢, oT okoi0 15 ¢ 1o oxomo 160 ¢, ot okoio 25 ¢ 10 okono 150 ¢, oT okoI0
15 ¢ go okomo 140 ¢, ot okoiso 15 ¢ 1o oxono 120 ¢, ot okono 40 ¢ o okoio 120 ¢, oT okoso 50 CHI 10 OKOJIO
120 ¢, mampumep oxono 120 c.

Bapuanr ocymectsinenus 18. Crnioco0® mnosrydeHusi papMarieBTHUECKOH IUIEHOYHOW KOMITO3HIMH, BKIIIO-
YaIOUIUI CTaguu:

(i) momy4eHus cMecH, CoAepKallel NEeKCMEICTOMUANH WK ero (papMaleBTHYCCKU MPUEMIICMYIO COJb,
MTOJIMMEPHBIN(bIE) KOMITOHEHT(BI) W OJWH WM Oojee (apMalneBTHYECKH MPHUEMIIEMBIX HOCHUTENEH, BKIIOYas
JKUIKUN HOCUTEIb U HeoOs3aTeIbHO OAHH MK OoJiee IpyTuX (hapMareBTHIECKH MPHEMIIEMBIX HOCUTENICH;

(il) mucrieprupoBaHUS WM JUThS CMECH Ha TIOIUIOKKY IJisi 0Opa3oBaHUsS CoOIEpiKallel JIeKapCTBEHHOE
CPEICTBO IOJIMMEPHON MaTPHIIBI; U

(iii) BBICYIIMBaAHHUS CcoOAEp)KaIlel JIEKapCTBEHHOE CPEICTBO IMOJMMEPHOW MATPHUIBI IS YAAJCHUS I10
MEHBIIIEH Mepe YacTH KHUIKOTO0 HOCHTENS ¢ 00pa3oBaHHEM MOHOJUTHOHN TUIEHOYHOW KOMITO3UITUU C MATpPHIICH,
CoJiepKaIIeH JIeKapCTBEHHOE CPEIICTBO.

Bapuanr ocymectsienus 19. Crnoco6 nosrydeHns papManeBTHIECKOH KOMITO3UINH INICHOYHOH KOMIO3H-
IIUH, BKITFOYAIOIIMHA CTaTUH:

(1) momy4eHHs: MOHOJIMTHOM IJICHOYHOI MaTpUYHON KOMITIO3MIIMH T10 BapHAHTY OCYIIECTBICHUS 18, 3a nc-
KIIFOYEHUEM TOT0, YTO NaHHASS KOMIIO3HIUS HE COMEPIKUT JEKCMEICTOMUINHA HITH €€ (hapMalleBTHYCCKH IPUEM-
JeMoi couH (T.€. IUIEHOYHAs KOMITO3MIus "1iane6o™):

(i1) momy4ueHusT BTOpOH KOMITO3UITAH, COMEPIKaIIei JEKCMEACTOMUANH WA €T0 (apMareBTHIECKU TPUEM-
JIEMYIO COJIb BMECTE C OJHUM WK Oojiee (papMareBTHIeCKH MPUEMIIEMBIMHA HOCHTEISIMH, BKITIOUas KUAKUHA HO-
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CHTEJIb, U HE00s13aTEIbHO O/IMH WK OoJiee Ipyrux GpapMareBTUUECKH ITPUEMIIEMBIX HOCHTEINIEH W/WIH MoJIuMep-
HBIIl KOMITIOHEHT;

(iii) pasmemenus npoaykra ctaauu (ii) Ha MOBEPXHOCTH IJICHOYHOW KoMMo3uIuu "miamedo" cragum (i),
HarpuMep B BUZE OTHON MIIH OoJee Karelb; U

(iv) cymku mpoaykra ctaau (iii) Uil yIadeHus 10 MEHBIIEH Mepe YacTH JKUIKOTO HOCHUTENS ¢ 00pa3oBa-
HHEM MaTPUYHOH IUIEHOYHOHW KOMIO3UIINH, COAEPIKAIIEH JeKapCTBEHHOE CPEJICTBO HAa MTOBEPXHOCTH MJIICHKH.

BapuanT ocymectenenus 20. Crioco0 mo BapwaHTy ocymiecTBIeHUS 19, B KOTOpOM BTOpasi KOMITO3UITUS
COJICPKUT HOJIMMEPHBIH KOMIIOHEHT

Bapuanr ocymecteienus 21. Crioco0 nedeHnst axxuranuu y cyObekTa, Hy)KJaroLerocsi B 3TOM, BKIIIO-
YaroUMi BBeJIeHNE CyObEKTy TepaneBTHIecKr 3 (heKTHBHOTO KomyecTBa (papMareBTHYECKO MIIEHOYHOH KOM-
TIO3UIIMH TI0 TF0OOMY M3 BAPHAHTOB OCYIECTBICHUS 1-15.

Bapuanr ocymectBienus 22. Crioco0 1Mo BapHaHTy ocyuiecTBiIeHHs 21, B KOTOpoM (apMarieBTHIecKas
TUICHOYHAst KOMITO3HIUSI pa3MeIleHa B POTOBOM TMOJIOCTH CyOBbEKTa MO SI3BIKOM.

Bapuanr ocymectsnenns 23. Crioco0 1o BapuaHTy ocymiecTiaeHus 21 wimm 22, B KOTOPOM a>KUTaIHs CBSI-
3aHa ¢ HeWpoaereHepaTUBHBIMH 3a00JICBaHUSMU, BRIOPAHHBIMU W3 TPYIIIBI, COCTOSIIEH M3 00JIe3HN AJBITIei-
Mepa, mobHo-Bucounoi nemennuu (FTD), nemenmnun, nemenmnuu ¢ Tenbiiamu Jlesu (DLB), mocTTpaBMaTH4ecKo-
ro cTpeccoBoro paccrpoiictBa (PTSD), 6one3nu [lapkuHcoHa, COCYIUCTON AEMEHIIMH, COCYAUCTOTO KOTHUTHB-
HOTO paccTpoicTBa, O0ie3HN XaHTHHTTOHA, PacCESHHOTO CKiepo3a, 6oie3nu Kpeindenbna-SIkoda, MHOXKECT-
BEHHOW CHCTEMHOH aTpo(uu ¥ MPOrpecCUPYIOLIETO CYNPAHyKICAPHOTO Hapainya.

BapuanT ocymectBienus 24. Crioco0 1mo BapuaHTy ocymiecTBiaeHus 21 nim 22, B KOTOPOM aKHTAITUS CBSI-
3aHa ¢ HEHPOINCHXHMATPUIECKUMU COCTOSHUSIMH, BEIOPAHHBIMU M3 TPYIIIBI, COCTOSIIEH U3 MHU30(ppeHNH, OHUIIO-
JSIPHOTO PAacCTPOMCTBA, OMITOISIPHON MaHUH, ACTUPHS U ACTIPECCHH.

Bapuanr ocymiectsiienns 25. Crioco0 no Bapuanty peanuzanuu 21 wiu 22, B KOTOPOM aKUTaIMs CBsA3aHa
C TakKMMH o0cTosATeNnbCcTBaMH, Kak npouenypsl OPD/IPD (nanpumep, ckanupoanue MPT, KT unu KAT, irom-
OaybHas MyHKOHWS, acIUpanus/ONoIICHsS KOCTHOTO MO3Ta, ylaleHue 3yOOB WM Jpyrue JeHTaJbHBIE MPOLeIy-
pBI).

BapuanT ocymectBienus 26. Crioco6 1mo BapuaHTy ocymiecTiaeHus 21 uim 22, B KOTOPOM aKHATAITUS CBSI-
3aHa C OTMEHOH IpueMa ajKoroJIsl, PacCTPONCTBA BCIEICTBHE NPUMEHEHUS ONMHMOWAOB, OTMEHBI OIHOHIOB U
OTMEHBI BBI3bIBAIOIIETO 3aBUCUMOCTh BEIIECTBA.

Bapuant ocymectBnenus 27. dapmaneBTHdeckas IUIEHOYHAs KOMIIO3MIMS, ITOJMyUYECHHAs 110 BapUaHTY
ocymiecTBIIeHUs 18 MM BapuaHTy OCYIIECTBICHHS 19, B KOTOPOH yKa3aHHBIN IMOJTMMEPHBIA KOMIIOHEHT COCTOUT
U3 110 MEHBIIEH Mepe IBYX pa3IMuHbIX BOAOPACTBOPUMBIX ITOJIHMMEPOB.

Bapuanr ocymectsienus 28. ®apmaneBTHdecKas MIEHOYHAs KOMIO3UIMS 110 BAPHAHTY OCYILECTBICHHS
27, B KOTOpPOIl NepBHIil BOJOPACTBOPUMBII MONIUMEP UMEET MOJEKYIAPHYI0 Maccy oT okoso 5000 manbToH 10
okono 49000 manbTOH M KaXKAbIH OAMH WIKM 00Jiee BTOPHIX BOAOPACTBOPHMBIX MOJIMMEPOB, HMEET MOJICKYJIISIp-
Hy!1o Maccy 6oiee 60000 naixpToH.

Bapuanr ocymectsienus 29. @apmaneBTHdeckas MIEHOYHAs KOMIO3UIMS 110 BAPHAHTY OCYILECTBICHHS
18 mnu BapuaHTy oCyIIecTBICHHS 28, B KOTOPOH COOTHOIIEHNE EPBOTO BOJOPACTBOPUMOTO ITOJIMMEPA KO BTO-
pomy(sIM) BogopacTBOpuMOMY(bIM) ostuMepy(am) (Bkimrodast PEO, mpu Hamuauu B IJICHKE) BO BCEH MICHOYHOM
KOMITO3UIIMN cocTaBisgeT oT okoio 1:10 mo 1: 30, ot okoiso 1:15 mo oxono 1:25 miam ot okoso 1:15 g0 okoso
1:20.

Bapuant ocymectsinenus 30. ®apmaneBTHdIeCKas MICHOTHAS KOMIO3UINS 10 BAPHAHTY OCYILECTBICHHS
19 wnu BapuaHTy oCyIIecTBIICHHs 28, B KOTOPOH COOTHOILIECHHE NEPBOTO BOJOPACTBOPUMOTO ITOJIMMEPa KO BTO-
pomMy(sIM) BomopacTBoprMOMY(bIM) nonuMmepy(am) (Bkitouass PEO, npu Hannumy B IJIEHKE) BO MOJMMEPHON
MaTpUYHONW KOMIO3UIMK (11anebo) cocrasiseT ot okoyo 1:10 no 1: 30, ot okorno 1:15 mo oxomno 1:25 wmm ot
okono 1:15 go okono 1:20.

Bapuanr ocymectsinenus 31. Crioco0 edeHus aKUTaliK, CBI3aHHON C OTMEHOH OINHMOMIOB Y CYOBEKTa,
HYKJAIoLIErocsl B 3TOM, IIPUYEM CHOCOO BKIIOYAET BBEACHUE CYOBEKTY TepaneBTHYECKH 3(D(EeKTHBHOTO KOJH-
yecTBa (papMaleBTHUECKOM MIEHOYHOW KOMIIO3HINHM, copepxkamiel 3(h(heKTHBHOE KOIHMUECTBO IEKCMEIETOMHU-
JVHA WK €T0 (apMaleBTUIECKH IPUEMIIEMON con 1 3P ()EeKTHBHOrO KOJIMYECTBA aHTATOHUCTA OITHOUIOB.

BapuanT ocymectBienus 32. Crnoco0 jedeHusi CBA3aHHOW ¢ OTMEHOW ONMHMOWAOB aXXHUTAIMNY CYOBEKTa,
HYKJAIOMIET0oCs B 3TOM, ITPUYEM CIOCO0 BKITIOUAET BBEACHHE CYOBEKTY TepaneBTHUECKH d(H(HEKTHBHOTO KOJIH-
yecTBa (papMaleBTHUECKOM MIEHOYHOW KOMIIO3HINHM, cozepxkamiel 3(h(heKTHBHOE KOIHMUECTBO IEKCMENETOMHU-
JMHA WK €T0 (hapMaleBTUIECKH PUEMIIEMOH conu 1 3 ()EeKTUBHOro KOJIMIECTBA YACTHIHOTO arOHUCTA.

Bapuanr ocymectsnenns 33. Croco0 jiedeHuns CBSI3aHHOM ¢ ITOCTTPaBMaTHYECKUM CTPECCOBBIM pacCTpoi-
CTBOM @XHTAallMU y cyObeKTa, Hy>KAAIOIIErocs B 3TOM, IIPHYEM CIIOCOO BKIIIOYAET BBEJICHHUE CYOBEKTY TepareB-
THYEeCKH 3()(HEKTHBHOTO KOINYECTBA (papMarieBTUUECKOHN MICHOYHON KOMITO3HMINH, colepxalied s pekTuBHOE
KOJIMYECTBO JEKCMEJICTOMUANHA WM €ro (apMareBTUUECKH MPUEMIIEMON COJIM B BUJIE BCIIOMOTATENBHOTO Te-
PaneBTHYECKOTO CPEACTBA ISl SKCIIO3UIIMOHHON TEpaIyy.

Bapuanr ocymectsiienns 34. Crioco0 jedeHust IIoCTTPaBMaTHYECKOTO CTPECCOBOTO PacCcTpoiicTBa y CyOb-
€KTa, HYXKJAIOIIEeTrocs] B 3TOM, IIPHYEM CIOCO0 BKIIIOYAET BBEJCHUE CYOBEKTY TepaneBTUICCKU IPPEKTHBHOTO
KOJIM4YeCTBa (papMalleBTUUECKON IICHOUYHON KOMIIO3UIMH, cozepxaiiel 3(h(heKTHBHOE KOJIMYECTBO JEKCMeEne-
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TOMHUJIMHA WIH ero (hapMareBTHYCCKH MPUEMIICMOI COJIM B BHJIC BCIIOMOTATEIEHOTO TEPANEBTHUCCKOTO CPEIICT-
Ba JIJISI KCIIO3UIIMOHHOM TepaITHH.

Bapuanr ocymecteienust 35. Croco0 Je4eHus] MOCTTPaBMaTHYECKOTO CTPECCOBOIO PacCTPOWCTBA, CBS-
3aHHOTO C OTMEHO OIIMOUJIOB, Y CYOBEKTa, HYKJAIOLIETOCs B 3TOM, IIPHYEM CIOCO0 BKIIOYAECT BBEACHHUE CYyOb-
eKTy TeparneBTHYecKH 3(dexkTHBHOrO KoymuecTBa (hapMaleBTHISCKOW IUIEHOYHOW KOMIIO3HMIIUH, COJCpKaIlei
3¢ PeKTUBHOE KOJIIMYECTBO JEKCMEIETOMHIMHA WK ero (hapMaleBTUUECKH TPUEMIIEMO COJH.

BapuanT ocymectBienust 36. Crioco0 JiedeHus TpaBMaTHIECKOTO TTOBPEKACHHS TOJIOBHOTO MO3Ta y CyOb-
€KTa, HY)KJAIOLIErocsi B 3TOM, MPUYEM CIIOCO0 BKJIIOYAET BBElICHHE CYOBEKTY (papMaleBTUUECKOMN IJICHOYHOM
KOMITO3HUIUH, COAepxKamei 3(h(EeKTUBHOS KOIHMYCCTBO ICKCMEACTOMUIMHA WK ero (hapMaleBTHYCCKU MPUEM-
JIeMO¥t couu.

ITpumepsr.
ITpumep 1. TOHKOMIICHOYHBIE COCTABHI.
Cocras 1.
Tabiumna 1
JlexcMeneToMuAHA THIPOXIIOPUT, AUCTIEPTUPOBAHHBIN B MIJICHOYHON KOMITO3HUIIMH C TIOJTUMEPHOIN MaTpUIlei
HNurpeauenTsl Konuenrpauus DyHKUuA
r/100 r
JlekcmeneToMuaHa 3,60 AKTHBHOE BEIIECTBO
TUIPOXJIOPUL
I'nnpokcunponmineuoaosa 4,82 ITnenkoobpasyrornee
(MM = 40 000) BELIECTBO
T'uppoxcunponumiemonosa 4,82 [Tenkoobpasyroiee
BELIECTBO
(MM = 140 000)
I"'MAPOKCUNIPONUILIEIITIONO032 28,94 [TnenkooOpasyroiee
BEIIECTBO
(MM = 370 000)
TToNUSTHICHOKCHT 57,84 ITnenkoobpasyroiee "
MYKOaATre€3NBHOE BEIIECTBO
(MM = 600 000)
Ouumennas soga* B JOCTATOY. KOJIMY. PactBopurenib (WIH IKHAIKAH
HOCHUTEIIb)

* 110 CyIIECTBY yAaIIeTCs U3 KOHEYHOTO COCTaBa ITyTEM CYIIKH.

[Tpouecc: Bce MHTpEeIUEHTHI, TIEpEYHCIICHHbIE B Ta0JI. 1, pacTBOPSUIH B BOJIE NPU NEpEMEIINBaHNUH, BBUIH-
BaJIM Yepe3 (GUKCUPOBAHHBIH 3a30p Ha MOJUIOKKY M3 3aIIUTHON JICHTHI JIsi 00pa30BaHMs IUICHKH, a 3aTeM CYIIIH-
1 ee B laboparopHoii neuu mpu 70°C B Teyenne 30 MuH, 4TOOBI MOJYYUTh TOHKOIIJICHOYHBIH TpeTiapar.
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Cocras 2.
Tabnuma 2
JlekcmeneToMUAMHA TUAPOXIIOPU, Pa3MEIEHHbII Ha TOBEPXHOCTH IJICHOYHON KOMITO3UIIMH C MOJIUMEPHOM
MaTpuuen
TIneHouHble HHIPeAHEHTHI Konnentpanus DyHKUMS
/100 r

JlexapcTBeHHAs: KOMIIO3ULIUSA

JlexcMmeneToMuiMHa THAPOXJIOPUL 0,48 AKTHBHOE BEILECTBO

Oranon* B focTarod. konud. | Pacteopurens

Komnosuiusi ¢ nonumepHoit MaTpuuei

I'nnpokcHpOnIILeIonI03a 4,98 IInenkoobpasyromee
BELIECTBO

(MM = 40 000)

I'mnpoxcunponuineono3a 4,98 ITnenxoobpasyromiee
BEI[ECTBO

(MM = 140 000)

I'nnpokcHpOnIILEeIIoNI03a 29,86 ITnenxoobpasyromee
BEILECTBO

(MM = 370 000)

INonusTuneHokcua 59,70 [Tnenxoobpasyrouiee %
My KOaJre3HBHOE BELIECTBO

(MM = 600 000)

Ouunnennas soga* B locTarod. konud. | PactBopurens (Mnn sKuAKHMit
HOCHTEJIb)

* 110 CYIIECTBY yIAISeTCs U3 KOHEYHOTO COCTaBa ITyTEM CYIIKH.

IIponecc: Bce monmuMepsl KOMIO3UIUY ¢ TOTUMEPHON MaTpULIEH pacTBOPAIIH B BOJAE IIPU IePEMELINBAHUM,
BBUIMBAJIN 4Yepe3 (PUKCHPOBAHHBIN 3a30p HA MOJUIOKKY M3 3AIUTHON JIEHTHI 111 00pa30oBaHUs IUICHKH, a 3aTeM
cymma ee B adbopatoproit meun npu 70°C B Teuenue 30 MuH. [1o OTACTBHOCTH PACTBOPSIIA AEKCMEICTOMH-
JIMHA THIPOXJIOPH] B 9TaHOJE Ha BUXPEBOW MelIajKe, a 3aTeM HaHOCWIN (B BUJE Kallesb) C TIOMOIIBIO BOJIIO-
METPHYECKOW IHUIETKH Ha IUIeHKe. Pa3MenieHHyo JIeKapCTBEHHYIO KOMITO3ULINIO CYIIMIN B Ja00OpaTOPHOU HeUH
npu 70°C B TeyeHue 5 MUH, YTOOBI TIOJIyYUTh TOHKOIJICHOYHBIH Mpernapar.
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Tabnuna 3
JlekcmeneToMUAMHA TUAPOXIIOPU, Pa3MEIEHHbII Ha TOBEPXHOCTH IJICHOYHON KOMITO3UIIMH C MOJIUMEPHOM
MaTpuleH
Hurpennentst Konuentpanus DyHKIUSA
/100 r
JlexapcTBeHHAs KOMIIO3ULIUSL
JexkcMeneTroMunuH 0,34 AKTHBHOE BELIECTBO
XJopua HaTpus 0,10 Hefirpanusyromuii pH arest
T'unpokcun HaTpus 0,65 Hefirpanusyromuii pH arest
Oranon* B JIOCTATOY. KOJIIY. PactBoputens (uam  OKUAKMI
HOCHTEJIb)

Komnosunust ¢ nonumepHoit MaTpuuei

T'unpoxcunponunuemmonosa | 4,74 [Tnenkoobpasyromiee BemecTBO

(MM = 40 000)

I'uppoxcunponunuesnnonosa | 4,74 [TnenkoobpasyroLiee BEIeCTBO

(MM = 140 000)

I'mapoxcunponunuenmonosa | 28,44 Inenkoobpasyroliee BeLeCTBO

(MM = 370 000)

TTonusTunenokcun 56,86 [Tnenkoobpasyromee u

(MM = 600 000) MYKOa/IF€3UBHOE BEIECTBO

Cnunus 3,80 [lenounoit Oy pep

I'uapokcua HaTpust 0,33 [enouHoi 6ydep

QOuuniennas soma* B JOCTATOY. KOJIUY. PactBoputens (WM KHUAKAR
HOCHTEJIb)

* 110 CYIIECTBY YIAISIETCS N3 KOHEYHOTO COCTaBa ITyTEM CYIIIKH.

[Ipormecc: Bce mommMepsI U MIENOYHBIE 0y(hephbl KOMITO3UIIUY € TIOJUMEPHON MaTpHIIel PacTBOPSUIH B BOJIE
TIPY TIepeMEeNTNBAaHUH, BEUIMBAIN Yepe3 (GUKCHUpOBAaHHBIN 3a30p Ha MOJIOKKY M3 3alIUTHOM JICHTHI JJI 00pa3o-
BaHWs TUICHKH, a 3aTeM CYIIHIu ee B jaboparopHoit meuu npu 70°C B Teuenne 30 muH. [lo oTaensHOCTH pac-
TBOPSUTH IEKCMEACTOMUMHA THIPOXIIOPH] B 3TAHOJC HA BUXPEBOHN MEIIANKe, HEHTPAIU30BAIN U30BITKOM TH/I-
POKCHIIa HATPYS U XJIOPUIA HATPHS, @ 3aTEM HAHOCWIH (B BHIC Karelb) C MOMOIIBI0 BOTFOMETPHYCCKON MUTIET-
KM Ha TUICHKE. Pa3MenIeHHY0 JeKapCTBEHHY KOMIIO3HIIUIO CYIIMIH B JlabopaTopHoii meun mpu 70°C B Tede-
HHUE 5 MUH, YTOOBI IMOJIYYUTh TOHKOIUICHOYHBIH Mpermapar.

Cocras 4.
Tabnuma 4
JlekcmeneToMuANHA THAPOXIIOPU, Pa3MEIEHHbII Ha MOBEPXHOCTH TJIECHOYHON KOMITO3UIIMH C MIOJTUMEPHOM
MaTpuuen
Hurpeanenter Konuentpauus Dynxumst
/100 r
JlekapcTBEHHAs] KOMIO3ULIUS
JlekcMeneToMuaHa THAPOXJIOPH] 0,48 AKTHUBHOE BELIECTBO
T'napokcumponuInenIoao3a 2,08 IInenkoobpasyrouee
(MM = 40 000) BEIIECTBO
OraHon B JIOCTAaTOY. KOJNUY. Pacteopurens (uu

JKUAKUNA HOCHTEJID)

Komnosunust ¢ nonmumepHo# MaTpuieit

T'unpokcunponunnesnronosa 4,87 IInenkoobpasyroiee
(MM = 40 000) BEILECTBO
I'uppoxcunponunuesnonosa 4,87 IInenkoobpasyrouiee
(MM = 140 000) BEIECTBO
T'napokcunponuInenoaosa 29,23 IInenkooGpasyrouee
(MM = 370 000) BEILECTBO
TTonusTuneHokcun 58,47 TInenkooGOpasyrouiee u
(MM = 600 000) My KOAIre3UBHOE
BEILECTBO
OuuineHHas Boaa B OCTaTO4. KOJIUY. PacrBopurens (nu

SKUIKUN HOCUTEJIb)

Iporecc: Bce momMMepbl KOMIIO3HITUH ¢ TIOJMMEPHON MaTpHIICH pacTBOPSIIH B BOJIC NP TIEPEMECIITHBAHUM,
BBUTHUBAIIK Yepe3 (PMKCHPOBAHHBIN 3a30p Ha MOJIOXKKY W3 3aIIUTHON JICHTHI I 00pa30BaHUs TUICHKH, a 3aTeM
cymma ee B adbopatoproit meun npu 70°C B Teuenue 30 MuH. [1o OTACTBHOCTH PACTBOPSUIH AEKCMEICTOMHU-
JIMHA TUAPOXIIOPUA W THIpOKcHUmpommientoiody (MM=40000) B sTaHOoJe Ha BUXPEBOW MEINIAlKe, a 3aTeM
HAHOCIJIH (B BHJE Karejb) C IOMOIIHI0 BOJIOMETPHYECKON MUIETKY Ha IUICHKE. Pa3MeIeHHyro JeKapCTBEHHYIO
KOMITO3HUITUIO CYITWIHA B JJabopaTopHoi nieun npu 70°C B TedeHHue 5 MHH, 9TOOBI TOJYYNUTh TOHKOIIICHOYHBIN
mpemnapar.
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Cocras 5.
Tabnumna 5
JlekcmeneToMUAMHA TUAPOXIIOPU, Pa3MEIEHHbII Ha TOBEPXHOCTH IJICHOYHON KOMITO3UIIMH C MOJIUMEPHOM
MaTpuuen
Hurpeanentsi Konuentpauus DyHKIHs
r/100 r
JlekapcTBEHHAS] KOMITO3ULIHS
Hexcmeneromununa ruapoxjaopun | 0,47 AKTHBHOE BELIECTBO
I'iapoxcunponuinerono3a 0,28 TInenkoobOpasytoiee
(MM = 40 000) BEILECTBO
T'unpoxcunponuinesnoaosa 0,28 TInenkoobpasyromee
(MM = 140 000) BEIIECTBO
I'mppoxcunponunuenioaosa 1,54 [Tnenkoobpasyrouiee
(MM =370 000) BELIECTBO
Oranon B IOCTATO4. KOJIUY. Pacreopurens (nm
JKMAKUH HOCHTEJIb)
Kommnoszunusi ¢ nonmumepHoi MaTpuLeit
T'unpoxcunponuinesnoaosa 4,87 TInenkoobpasyromee
(MM = 40 000) BEIIECTBO
I'mppoxcunponunuenionosa 4,87 [Tnenkoobpasyrouiee
(MM = 140 000) BELIECTBO
I'mapokcHITpOTMIIEeNTIoI03a 29,23 Inenkoobpasyroiee
(MM =370 000) BELIECTBO
IMonusTunenokcun 58,46 IInenkooOpasyromee  u
(MM = 600 000) MyKOaIre3MBHOE
BEILECTBO
OuninenHas Bona B JOCTATOY. KOJHY. PactBopuTenb (nmm
SKUJIKUH HOCHUTEITD)

ITpouecc: Bce moarMepsl KOMIO3UINY C MOJIUMEPHOI MaTPHUIIEH pacTBOPSIIM B BOZE IPH NEPEMEIINBAaHNY,
BBUIMBAJIN 4Yepe3 (PUKCHPOBAHHBIN 3a30p HA MOJIOKKY M3 3AIUTHON JEHTHI U1 00pa30BaHUs IUICHKH, a 3aTeM
cymuin ee B tabopartopHoit eun npu 70°C B Teuenne 30 MuH. [To OTACIEHOCTH PaCTBOPSIIN JEKCMEIETOMH-
JVHA THAPOXJIOPH] U THIPOKCHIIPONIIILEIUTION03b] CONEPKAIIEH JIEKapCTBEHHOE CPEJICTBO KOMITO3HIUH B 3Ta-
HOJIE Ha BUXPEBOH MeEIIAJKe, a 3aTeM HAaHOCWIN (B BHJE Kallesb) C TIOMOINBI0O BOMIOMETPUIECKON MUIIETKH Ha
IIeHKe. Pa3MenienHyIo JIekapcTBEHHYI0 KOMITO3MILIMIO CYIIMIIM B jabopaTopHoi neun npu 70°C B TedeHue 5
MHH, YTOOBI OJIyYUTh TOHKOIUICHOYHBIH Ipenapar.

Cocras 6.
Tabnuma 6
JexcMeneToMuuHa THAPOXIIOPUA, Pa3MEIICHHBII Ha MOBEPXHOCTHU TUIEHOYHON KOMIIO3UIIUU C TIOJTUMEPHOI

MaTtpuuen

HNHrpeaneHTbI Konuentpauus DyHKUHS

r/100 r

JlexapcTBeHHasT KOMITO3HIIAS

JlexcMeneToMunuHa 0,48 AKTHBHOE BEIIECTBO

THPOXJIOPUL

I'nnpoxcunponuiLesioao3a 0,26 IInenkoobpasyroiee
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(MM = 40 000) BELECTBO
['MapoKCUNpONUIILENITION03a 0,26 ITnenkooGpasyroriee
(MM = 140 000) BEILECTBO
TI'uapoxcunponuinerono3a 1,57 IInenkoobpasyrouiee
(MM = 370 000) BEIIECTBO

OrtaHon B JIOCTaTOY. KOJIMY. PactBOpuTEN®s (mmn

JKUAKUNA HOCHTEJID)

Kommnosuust ¢ noaumMepHoN MaTpuLei

Macio nepeyHO MsITBI 2,06 ApomaTtuzaTop
Cyxpayosa 0,97 Tloncnacturenn
IIpounslit n3ympynHo-3enensii | 0,13 Kpacurens
T'unpokcunponuIneIoI03a 4,7 ITnenkoobpasyromee
(MM = 40 000) BEIECTBO
I'mnpoxcunponunuesoaosa 4,7 IInenkoobpasyrouiee
(MM = 140 000) BELIECTBO
I'iapokcunponuIIenToI03a 28,29 ITnenkoobpasyrouee
(MM = 370 000) BEIIECTBO
IMonusTuneHokcH 56,58 IlnenkooOpasyroiee  u
(MM = 600 000) My KOaIre3MBHOE
BELIECTBO
OunmienHas Bozja B TOCTATOY. KOJIHIH. PactBopuTens (unu

SKUIKUN HOCUTEJIb)

IIponecc: Bce monuMepsl U APyrue€ UHIPEJUEHTHl KOMIIO3HLHMU C MOJUMEPHONM MaTpHLEH pacTBOPsIIU B
BOJIE TIPH NEpEMEIINBAHNY, BBUIMBAIHN Yepe3 (UKCHPOBAaHHBIM 3a30p HA TOJJIOKKY W3 3alUTHOM JICHTBI JUIA
00pa3oBaHMs IUICHKH, a 3aT€M CYIIWIN ee B JadopaTopHoii neun npu 70°C B teuenne 30 muH. [1o otaensHOCTH
PacTBOPSUTH JE€KCMEAECTOMUANHA TUAPOXJIOPUA U THAPOKCUIIPONMILEIIIION03bl cOoAepKallell JIeKkapCTBEHHOE
CPE/CTBO KOMITO3UIIMM B ATAHOJIC HAa BUXPEBOM MeIAJIKE, a 3aT€M HaHOCWIN (B BHJE Kaleib) C HOMOIIBIO BO-
JIOMETPUUYECKOHN NMUIETKN Ha IUIEHKE. Pa3MeIeHHyo JeKapCTBEHHYIO KOMIIO3HIUIO CYIIWIN B JJAOOpaTOPHOM
neun pu 70°C B TeueHHe 5 MUH, 9TOOBI TIOTYYNUTH TOHKOTUICHOYHBIHN Tpernapar.

Cocras 7.
Tabnmma 7
JlekcmeneToMuIMHA TUAPOXIIOPU, Pa3MEIEHHbII Ha TOBEPXHOCTH TJIIECHOYHON KOMITO3UIIMH C MOJIUMEPHOM
MaTpuLen
Hurpennentst KonuenTpanus Dy HKIYS
/100 r
.HeKapCTBeHHaH KOMIIO3HIHUA
Jexcmeneromununa ruapoxiopun | 0,48 AKTHUBHOE BEIIECTBO
I'uapoKCUNPONUILEIIII0I03a 0,11 Inenkoobpasyrouee
(MM = 40 000) BELIECTBO
IN'uapoxcunponuInenrogo3a 0,11 ITnenkoobpasyrouiee
(MM = 140 000) BELIECTBO
TI'nnpoxcunponuinesnionosa 0,63 IInenkoobpasyromee
(MM = 370 000) BEIIECTBO
[MonnsTHneHokcun 1,25 [TnenkooOpasyrorinee
(MM = 600 000) BELIECTBO
Oranon B IOCTATO4. KOJNUY. PactBoputens (unu
JKUAKHUN HOCUTEJID)
OunieHHas Boaa B JOCTATOY. KOJHH. PactBopHTENH (mm

JKUJIKHH HOCHTETh)

Komnosunus ¢ noJuMepHoi MaTpuLei

IN'uapoxcunponuInenrogo3a 4,87 ITnenxoobpasyrouiee

(MM = 40 000) BELIECTBO
TI'nnpoxcunponuinesnionosa 4,87 IInenkoobpasyromee

(MM = 140 000) BELECTBO
I'nnpoxcunponunnesnionosa 29,23 IInenkoobpasyromee

(MM = 370 000) BELIECTBO

Tlonm TrneHOKCH 58,45 ITnenkoobpasyromiee u
(MM = 600 000) MYKO3ATe3MBHOE BELIECTBO
OunmieHHas Bozma B IOCTATOY. KOJUH. PactBopuTens (unu

JKUIKHUN HOCUTEJID)

[Iporecc: Bce monmmMepbl KOMIIO3HIIAH ¢ TIOJTMMEPHOI MaTpHIICH pacTBOPSIIH B BOJIC IIPH TIEPEMEIIHBAHNH,
BBUTHUBAJIN Yepe3 (PUKCHUPOBAHHBIN 3a30p HA MOATOXKKY M3 3aIIUTHON JIEHTHI I 00pa30BaHUS IUICHKH, a 3aTEM
cymma ee B adbopatoproit meun npu 70°C B Teuenue 30 MuH. [1o OTACTBHOCTH PACTBOPSUIH AEKCMEICTOMH-
JIUHA TUAPOXJIOPHUI U TOJUMEPBI COAepKaIlel JIEKapCTBEHHOE CPEACTBO KOMIIO3UILIMU B CMECH ATaHOJa U BOIBI
Ha BUXPCBOM MEIIANKe, a 3aTeM HaHOCWJIM HAaHOCWIH (B BHJIC Karellb) C IOMOIIBIO BOMOMETPUICCKOHN MHUITETKH
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Ha IUIeHKe. Pa3MeIeHnyo JeKapcTBeHHYI0 KOMITO3UIUIO CYIIIIIHN B JlabopaTtopHoii neun npu 70°C B TedeHue 5
MUH, YTOOBI IOJIYYUTh TOHKOIUICHOYHBIH Ipenapar.

Cocras 8.
Tabmuma 8
JlekcmeneToMUANHA TUAPOXIIOPU, Pa3MEIEHHbII Ha TOBEPXHOCTH TJICHOYHON KOMITO3UIIMH C MOJIUMEPHOM
MaTpuuen
HurpenuenTst Konnenrpanus OyHKIMA
/100 r
J_[eKapCTBeHHaH KOMITO3HUIHUA
Hexcmeneromuanna rugpoxjopun | 0,49 AKTHBHOE BEILECTBO
byTtanon B JIOCTaTO4. KOJIUY. PactBopurens (vnn
| | sxumKuit HOCHTEND)
Komnozuuus ¢ nonuMepHoil Matpuuei
TIM'uapoxcunponuLesono3a 4,98 TInenkoobOpasytouiee
(MM = 40 000) BEILECTBO
T'unpoxcunponmnemonosa 4,98 TInenkoobpasyrouee
(MM = 140 000) BEILECTBO
I'ugpokcunponuILesroI03a 29,85 IInenkoobpasyroree
(MM = 370 000) BEIECTBO
[Tonuy THIIEHOKCHA 59,70 ITnenkoobpasyoiee u
(MM = 600 000) MYKOAJIT€3UBHOE BELECTBO
QuuinenHast Boja B JIOCTATOY. KOJIUY. Pacrsopurens (nnu
SKUJIKUH HOCHUTEITB)

IIporecc: Bce mommMepbl KOMIIO3HIIAH ¢ TIOJTMMEPHOI MaTpHIICH pacTBOPSIIH B BOJIC IIPH TIEPEMEIINBAHNH,
BBUTHBAIIN Yepe3 (PMUKCHUPOBAHHBIN 3a30p HA MOATOXKKY M3 3aIUTHON JEHTHI I 00pa30BaHM IUICHKH, a 3aTEM
cymma ee B adbopatoproit meun npu 70°C B Teuenue 30 MuH. [1o OTACTBHOCTH PACTBOPSIIA AEKCMEICTOMH-
JIMHA THIPOXJIOPH] B H-OyTaHOJIe HAa BUXPEBOW MEIIajKe, a 3aTeM HAaHOCHIM HaHOCWIM (B BHJE Kalejb) C HO-
MOIIBIO BOJIIOMETPUYECKON MUIETKH Ha TUICHKe. Pa3MeneHHyI0 JeKapCTBEHHYI0 KOMITO3UINIO CYIIMIN B J1a00-
paropHoii neuu pu 70°C B TeyeHue 5 MUH, YTOOBI MOJTYYNUTHh TOHKOIUIEHOYHBIH Mperapar.

CocraB 9.
Tabmuma 9
JlexcMeneTOMUANH, pa3MEIIeHHBIN Ha MOBEPXHOCTH TUICHOYHON KOMITO3UIIMH C TIOJTUMEPHOIN MaTpHIleit
HurpeanienTsl KonuenTpanus DyHKIMA
/100 r
HeKapCTBeHHaSI KOMITO3UIHUA
JlekcmeneToMuanH 0,41 AKTHBHOE BELIECTBO
Xnopun HaTpust 0,12 Heiitpanusyromuii pH
areHr
IN'iapokcunponuInenIroI03a 0,26 Inenkoobpasyroee
(MM = 40 000) BEILECTBO
T'unpoxcunponunnesnonosa 0,26 ITnenxoobpasyromee
(MM = 140 000) BEIECTBO
I'mnpoxcunponuinesnionosa 1,57 IInenkoobpasyromee
(MM = 370 000) BEIIECTBO
Oranon B IocTaTOd. Konu4. | PacTBopurens (nmm
JKUIKUH HOCUTEJIb)
Kommnosunust ¢ noauMepHon MaTpuiei
Maciio nepe4HoOi MAThI | 2,06 | ApomaTuzaTop
Cyxkpanosa 0,97 [lopcnacturenb
ITpouHbIil U3yMPYIHO-3€JICHBIH 0,13 Kpacurenb
['apOoKCHNPONMIILEIUTION03a 4,70 [Tnenkoodpasyoluee
(MM = 40 000) BELIECTBO
T'unpokcunponuinuesnronosa 4,70 ITnenkoobpasyoiee
(MM = 140 000) BEIIIECTBO
T UAPOKCHITPOIMIILIEILTION03a 28,27 ITnenkoobpasyrouiee
(MM = 370 000) BEIIECTBO
ITonusTneHoxkcun 56,55 [Tnenkoobpasyoree u
(MM = 600 000) MY KOQJIF€3UBHOE BELIECTBO
OuuieHnas Boaa B JOCTATOY. KOJIMY. PacTtsoputens (mm
JKUJIKUH HOCUTEJTh)

ITpouecc: Bce moaMMEPBI U APYTHE WHTPEOUEHTHl KOMIO3UIMU C MOIMMEPHOI MaTpuied pacTBOPSIM B
BOJIE TIPH NEpEeMEIINBAHNY, BBUIMBAIHN Yepe3 (UKCHPOBAaHHBIM 3a30p HA TOJJIOKKY W3 3alUTHOM JICHTBI JUIA
00pa3oBaHus IUICHKH, a 3aT€M CYIIWIN ee B JadopaTopHoii neun npu 70°C B teuenne 30 mun. o otaensHOCTH
PacTBOPSUTH JEKCMEACTOMUANH, XJIOPUA HATPUsl U THAPOKCUIPOMMUILEIUTIONO03b! COAEpKaIlel JIeKapCTBEHHOE
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CPEICTBO KOMIIO3HIIMU B 3TAHOJIC HA BUXPCBOW MEIIANKE, a 3aTeM HAHOCWIM HAHOCHIHU (B BUJE Kallellb) C TMO-
MOIIBIO BOJFOMETPUYCCKON THITCTKU HA TUICHKE. Pa3MEIIeHHYIO TCKapCTBCHHYIO KOMITO3UITHIO CYIIHIHN B J1a00-
patopHoii ieun ripu 70°C B TedeHHe 5 MHH, 9TOOBI TIOTYYUTh TOHKOTUICHOYHBIH Tpernapar.

Cocras 10.
Tab6muma 10
JlekcMeneTOMUANH, pa3MEIIeHHBIN Ha MOBEPXHOCTH TNICHOYHON KOMITO3UIIMH C TIOJTUMEPHOI MaTpHIleit
Hnrpenuents Konuentpanust DyHK1YA
/100 r

.HeKapCTBeHHaH KOMITO3HUI U
Jlekcmeneromuana 0,34 AKTHBHOE BELIECTBO
XJopua HaTpus 0,10 Hetitpanusyrommii pH aresr
I'napOKCHNPONMIILEIITION03a 0,22 ITnenkoobpasyromee
(MM =40 000) BEIIECTBO
T'unpokcunponuinesronosa 0,22 IInenkoobGpasyromee
(MM = 140 000) BEIIECTBO
I'napOKCHNIPONMIILEIITION03a 1,31 ITnenkoobpasytomee
(MM = 370 000) BEIIIECTBO
OraHon B IOCTATOY. KOJIUH. PactBopurens (wnm xupkuit

HOCHTEJIb)
Komnozuuust ¢ noJiumMepHoi MaTpuuei
Macso nepeuHol MATEI 2,07 ApomaruzaTop
Cyxpanosa 0,98 IToncnacrurens
IIpouHblil U3yMpYIHO-3€JIeHbIH 0,13 Kpacurenn
I'mnpoxcunponunuesnoaosa 4,53 [Tnenkoobpasyroiee
(MM = 40 000) BEIECTBO
I'mopokcunponuILenrono3a 4,53 [Tnenkoobpasyroiee
(MM = 140 000) BEIIIECTBO
I'iapokcHIpONTHIIIENTION03a 27,16 IMnenkoobpasyolee
(MM = 370 000) BEIIIECTBO
TTonmsTuUnenokcun 54,33 ITnenkoobpasyromee u
(MM = 600 000) My KO3/Ir€3NBHOE BEIECTBO
JR1 1807058 3,76 [enounoii Oydep
I'mnpoxcun HaTpust 0,32 Heitrpanusyromuii pH arenr
OunmieHHas Bofa B IOCTATOY. KOJNHH. PactBoputens (win KUAKAI

HOCHTEJIb)

IIponecc: Bce monuMmepsl U APyrue€ UHIPEJUEHTHl KOMIIO3HLIHMU C MOJUMEPHONM MaTpHLEH pacTBOPsUIU B
BOJIE TIPH NEpEeMEIINBAHNY, BBUIMBAIHN Yepe3 (PUKCHPOBAaHHBIM 3a30p HA TOJJIOKKY W3 3alUTHOM JICHTHI JUIA
00pa3oBaHMs IUICHKH, a 3aT€M CYIIWIN ee B JadopatopHoii neun npu 70°C B teuenne 30 muH. 1o otaensHOCTH
pacTBOPSIM JEKCMEICTOMUANH, XJIOPUI HATPUsI M THIPOKCUIPOMIIIEIUTIONO3bI COACPIKAILEH JIeKapCTBEHHOE
CPEACTBO KOMIIO3UIIMHU B 3TAHOJIC HA BUXPEBOM MEIIAJIKE, a 3aT€M HAHOCWIN (B BHJE Kalelb) C MOMOIIBIO BO-
JIOMETPUUYECKOHN NMUINETKN Ha IUIEHKE. Pa3MeIeHHy0 JeKapCTBEHHYI0 KOMIIO3HLUIO CYIIWIN B JJAOOpaTOPHOM
neun pu 70°C B TeueHHne 5 MUH, 9TOOBI TIOJYYNUTH TOHKOTUICHOYHBIHN TIpernapar.

CocraB 11.
Tab6muma 11
JexcMeneToMuMHa TUAPOXIIOPUA, Pa3MEIICHHBII Ha MOBEPXHOCTH TVIEHOYHON KOMIIO3UIIUU C TIOJTUMEPHOI
MaTpuLen
Hnrpennentst KonuenTpanus PyHKIUA
r/100 r

JlexapcTBeHHAas] KOMITO3HIIHS
JlekcmeneromuauHa 0,38 AKTHBHOE BEILECTBO
THAPOXJIOPH
OraHon B IOCTATOY. KOJIUY. PactBopuTens (vu

JKUJIKAN HOCHUTEITh)

Komnoszuiwst ¢ nojiuMepHOV MaTpuLei

T'uppoxcunponuInen oIo3a 4,47 Inenkoobpasytouee
(MM = 40 000) BEILIECTBO
T uapoKCUNIPONUIILIEIUTIOI03a 4,47 TInenkoobpasyrouiee
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(MM = 140 000) BEIECTBO
TI'ugpokcunponuIneIoI03a 26,83 IInenkoobpazyrolee
(MM = 370 000) BEILECTBO
IonsTunenokcun 53,61 TInenkoobpasyrouiee u
(MM = 600 000) MyKOAZIre3uBHOE
BELIECTBO
Jlaxrar HaTpust 6,52 Kucnorsbiii Oydep
MornouHast KHcyoTa 3,72 Kucnorusrii 6ydep
OunineHHas Boaa B JOCTAaTOY. KOJIHY. Pacreopurens (unmn
JKUAKUI HOCUTEJIb)

Ipormecc: Bce MOTUMEPHI M CUCTEMY KHCIOTHOTO Oy(depa KOMITO3UINH C MOJTUMEPHON MaTpHICH pacTBO-
psUTH B BOJIC MIPH TEPEMEIIMBAHNY, BBUIMBAIHN Yepe3 (PMKCHPOBAHHEIA 3a30p Ha MOMJIOKKY W3 3allIUTHOU JICHTHI
IUIst 00pa3oBaHus IUICHKH, a 3aTeM CYIIWIH ee B abopaTopHoi meuun rpu 70°C B teuenue 30 mun. [To otnens-
HOCTH PAcTBOPSUIM IEKCMEICTOMUIMHA THAPOXIOPU B ATAHOJIE Ha BUXPEBOW MEIIajKe, a 3aTeM HaHOCWIN (B
BUJIE Karejb) C TOMOIIBI0 BOJIOMETPUUECKON MUIETKU Ha IUICHKE. Pa3MEIIeHHYIO0 JIeKapCTBEHHYIO KOMIIO3H-
MO CYyIWIH B TaboparopHoit neun npu 70°C B TeueHre 5 MUH, 9TOOBI MMOTYIUTh TOHKOTUIEHOYHBIH Mpemnapar.

Cocras 12.
Tab6muma 12
ﬂeKCMeHeTOMI/IHI/IH, paSMeHIGHHLIﬁ Ha MOBEPXHOCTU IUICHOYHOM KOMIIO3HIINH C HOHHMepHOﬁ Ma’IpPIIIefI
HnrpenuenTsr Konuentpaimus | Konnenrpanus OyHKIHSL
/100 r /100 T
(10 mkr meHkn) | (20 MKT [UICHKH)
JlexapcTBEHHAs] KOMITO3UIIUSI
JlekcMeneToMuIHA 0,136 0,267 AKTHBHBIH areHT
THAPOXIIOPHUST
T'unpoxcunponunuennonosa, | 0,301 0,593 [Inenkoobpasyoiiee
HPC-SSL (MM = 40 000) BEILECTBO
T'nppoxcunponunuenmoinosa | 0,301 0,593 IInenkoobpasyroiuee
(MM = 140 000) BEILLECTBO
Cunnit No 1 FD&C, | 0,002 0,004 Kpacurens
rpaHyJup.
OTHUIOBBIN CIUPT B KAYECTBE | AOCT. KOJIMY. JOCT. KOJHY. Pacteopurens
pacTBOpUTEII
Komno3uuusi ¢ noJuMepHoit MaTpuLen
T'uppoxcunponunuenmonosa | 4,803 4,768 TInenxoodpasyroiee
(MM = 140 000) BEILECTBO
T'uppokcunponuiuenonosa, | 4,803 4,768 TInenkoobpasyrouee
HPC-SSL BEILECTBO
(MM = 40 000)
T'uppoxcunponunennonosa | 28,809 28,601 IInenkoobpasyrommee
(MM = 370 000) BEIIECTBO
OTreHoK npouHsi | 0,129 0,128 Kpacurens
HU3yMpY THO-3€JIEHBII
(Ne 06507)
Cykpanoza, kauectBo USP- | 0,993 0,985 IMoncnacturens
NF
Macno nepeunoii msatsr, NF 2,104 2,089 Apomaruszarop
TTonustunexokeus 57,618 57,202 IInenkoobpasyoruee
(Sentry Polyox WSR 205 W MyKOaare3nBHOE
LEO NF) (MM = 600 000) BEILECTBO
Bona B Ka4ecTBe | JOCT. KOJINH. JIOCT. KOJIHY. Pacteopurens
pacTBOpHUTENS

(A) Ipomecc NPUTOTOBICHUS TOJTUMEPHOH MATPHIIBI.

[MonumepHast cMech: MOIMAITHICHOKCUA M MIPOYHBIA M3yMPYJHO-3€JE€HBIH OTTEHOK CMEIIMBAIM B BOJAE B
TedeHue 1mo MenspIei mepe 180 muH npu ot okosto 1400 06/MuH 10 okoi0 2000 06/MuH. [JobaBisou cykpanosy,
THIPOKCHIPOITMIIIEIUTION03y (MosekyisapHas macca 140 K), rugpoxcunponmnmerumonosy, HPC-SSL (monexy-
nspHas Macca 40 K) u rugpokcunponunnetonosy (MonekymnspHas Macca 370 K) u cMemuBany B TeueHHE MO
MmeHsbleit Mepe 120 mus npu ot okosto 1600 06/mMuH 10 2000 06/MuH. B Boy 100aBIIsuIM Maciio NepeyHOH MSATHI
Y TIOJIYYEHHYIO JUCIEPCHIO 3aTeM J00aBIsUTH K MOJMMEPHOH CMECH M NepEeMElINBAIN B TCYCHUE MO0 MEHbILECH
Mepe 30 muH. [TonydeHHYI0 CMeCh JOIOJHUTELHO MEePeMEIInBaIi Mol BakyyMoM (248 Topp) B TedeHHE 1o
MeHbIe Mepe 30 muH pu ckopoctu 350 06/MuH 1 ipu Temmieparype 22,9°C.

CraHuust HaHeceHUsI TTOKpbITUs. Ha pa3sMOTOUHOM CTOMKE yCTaHaBIMBAIHM PYJIOH, W IEPEIHIOI KPOMKY
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MPOIYCKAIH Yepe3 HAMPABIAIONINE CTEPIKHHU U CTCPKHUA HAHCCCHUS MOKPHITUS. 3alUTHYIO JCHTY Pacloiaraii
MOKPBITOH CUITMKOHOM CTOPOHOM BBEpX. MeK1y CTEp)KHSAMH HaHECEHHsI TOKPBITHS COXpaHsn 3a30p B 40 mM. B
TIeYH PETYIHPOBaAIN TemrepaTypy 1o 70°C, 1 KOHEUHYIO TeMIiepaTypy Cymku oo o0 85°C.

[Ipornecc HaHEeCEHUS TOKPHITHS/CYyIKH. [loMuMepHyI0 cMeCh BEUTUBAIIN HA JICHTY MEXIy HAIPaBISIONIMH
CTeP)KHAMHU M CTEPXKHSIMH HAHECEHUS MOKPHITHA. JIEHTY MEIIeHHO MPOTATMBANIK Yepe3 CTEPKHH HAaHECEHHS
MOKPBITHS TIPH TTIOCTOSHHON CKOPOCTH BPYUHYIO JIO TE€X IOp, MOKA Ha CTEP)KHAX HAHECCHHUS IMOKPHITHA HE OCTa-
BaJIOCh JKUIKOCTH. JISHTY pa3pe3asii MpUOIU3UTENBHO Ha JIUCTHI IJTMHON OKOJIO 12 AI0MMOB C MCTIOL30BaHUEM
6e3omacHoro HOXa. Kaskaplit IucT moMeniany Ha CYIIHIBHYIO IUTACTHHY U NMPUKPEIUIUIA Ha YIiIaxX Ui IMPeloT-
BpAIlCHUS 3aKPYYHBAHUS BO BpeMsl CyIIKH. JIMCTBI BEICYIIMBAIH B TICYH IO TEX MOP, MTOKA COJICPIKAHKE BIIard HE
cTaHoBWIOCH MeHee 5% (mpubmm3uTensHo 30 MUH) W 3aTeM yJallsuld U3 CYIIWIBHOM IacTHHEL. Maccy MoKphbI-
THUS TIPOBEPSUIN TI0 KPUTEPHSIM IMPUEMIIEMOCTH U, €CJIM OHH BBITIOHSIINCE, JIUCTHI 3aTEM CKJIAIBIBAIIN B CTOIIKH U
TTOMEIIAIA B KOHBEPT U3 (OJIbrU pazMepoM 34 mroiima x 40 mioiMOB, KOTOPBIHA 3aIUINAIHA C TTOMOIIHIO 3aIIHT-
Hoit nents! PET.

(b) TIpomecc mpUTOTOBICHUS PACcTBOPA VIS Pa3MEIICHUS.

PactBopsmu kpacurens cunmii FDC B aTHI0BOM crimpTe B TedeHue 1o MeHsbineil Mepe 180 muH. Jlo6aBmns-
T AEKCMEICTOMHUINHA THAPOXIOPUI K PaCTBOPY STHIIOBOTO CITUPTA IIPH HETIPEPHIBHOM NEPEMEIINBAHUH B Te-
genue 10 MuH npu ot okosio 400 o6/MuH 10 okosio 800 o6/MuH. K cMecn m00aBIIsIN THAPOKCUITPOTTHIILIEIUTIO-
no3y (40 K) u ruapokcunponmimemntonosy (140 K) u nepememuBanu B TedeHue 1o MeHbIeld mepe 30 MUH 10
TeX TOp, ITOKa HE PaCTBOPSIINCH BCE BEIIECTRA.

(C) Iporecc morydeHNss MUKPOPa3MEIIEeHHOW MaTPHIIBI.

PactBop mmns pa3menieHus, MOJIy9eHHbIH BhIie Ha cTaauu (B), Habupanu B TUNIETKY 10 TpeOyeMoro oobe-
Ma (OIpeaeeHHOMY B COOTBETCTBUM C KOHKPETHOH /0301 JIEKapCTBEHHOTO IIperapaTa KOHEYHOT'O MPOAYKTA).
Pasmemany cooTBeTcTBYIOIIEE KOIM4YecTBO (1,5 MKII = IpHONINU3UTENIBHO 5 MKT) pacTBOpa At pa3MerieHus (Ha-
mpUMeEp, B BUJIC Karleib) Ha MOJIMMEPHYIO MaTPHILy, TIOIYYCHHYIO Ha cTajuu (A), ¥ TOBTOPSUIA B OOIIEH CI0XK-
HocTH 10 10 pa3 (t.e. 10 pa3menieHuii/Kamneis) ¢ MPOMEXYTKOM MEXIy KaxIbIM pa3MeIeHHEM IS TIpeloTBpa-
IIeHUs 00BbeIMHEHNs pa3MeIleHnIT/Karens 1 00ecriedeHrs] BO3SMOXKHOCTH JTaIbHEHIIIEro pa3pe3anusl INICHKH Ha
OTZEJbHBIC CIUHHUIIBI, COIEPIKALINE JIEKApCTBEHHOE CpelcTBO. [IIeHKy nepBOHaYaIbHO Hape3aiy Ha OTACIbHbIE
€IMHUILIBI ¢ pa3zMepaM 22 MMx8,8 MM, cofiepKalliie OJHO pa3MelleHne KOMITO3UIUH, COJIepIKallel JekapCcTBEeH-
HOe cpeacTBo. Hape3zaHHbIE MTaMIIOBKOH MHKpOpa3MeIIeHHbIE MAaTPHUIlHI 3aTeM CyImiu B eun Ha 70°C B Te-
yeane 10 MHH ¥ ZONOJHHUTENHHO pa3pe3ad MTaMIIOBKOW Ha 10 eawHUI, Kakaas eIWHHWIA coAepiajia OIHO
pa3MelneHne coaepKaniei JIeKapCTBEHHOE CPECTBO KOMITO3UIINH.

(d) YnakoBka.

Kaxnyro eqmaniry 6e3 nedeKxToB 3ameyaThIBaIN 110 OTAEIBHOCTH B MaKeT U3 (OB, KOTOPHIN 3aTeM 3a-
nauBany. Eciu 3amaiika ¢ TOMOIIBbIO HarpeBa ObLTa MPUEMIIEMOH, TO YITAKOBKY CUHUTAIH MPUEMIIEMOH e TMHHUTICH
JUIS KOMMEPUYECKOTO HCTIOJIb30BAHUSL.

AHaNOrnYHEIM 00pa3oM OBLTH MOJIYYCHBI APYTUE €AUHUIIBI 103 (Hampumep, ieHKH mo 40 Mxr, 60 MKr u
80 MKT) myTeM BaphbUpPOBAHHS KOHIICHTPAIIMIA JICKAPCTBEHHOTO CPEICTBA, MOJUMEPOB M KPACUTEI B COJCpIKa-
mel IeKapcTBEHHOE CcpeAcTBO koMmo3uuuu. Hanpumep, mnenku no 40 mxr, 60 Mkr u 80 MKT TOTOBUIIU U3 CO-
JepKaIUX JEKapCTBEHHOE CPEICTBO KOMIO3UIMH, COAEPKALIMX, COOTBETCTBEHHO, MPUOIM3UTENBHO 2X, 3X U
4X KONMYECTBa JICKAPCTBEHHOTO CPEACTBA, ITOJMMEPOB U KPACHUTENs, KOTOPBIE NMEIOTCSI B KOMIIO3UIMN COZEp-
karrei 20 MKT JISKapCTBEHHOTO CPEZICTBA, OTIMCAHHOM B Ta0. 12 BhIIIIe.

Cocras 13.
Tab6muma 13
JlekcMeneTOMUINH, pa3MEIIeHHBIN Ha MOBEPXHOCTH TUICHOYHON KOMITO3UIIMH C TIOJTUMEPHOIN MaTpHIleit
Hurpenuentsr Konnenrparus OyHKIMA
/100 r
HeKapCTBeHHaﬂ KOMITO3HULIHsT
Jexcmeneromuanaa HCL 0,33 AXTHUBHOE BEIIECTBO
OtaHon B I0CTaTOU. Koud. | PacTBoputens (unu

SKHJIKUH HOCHTEJIb)

Komnozuuyst ¢ noJiuMepHol MaTpuliei

TI'uppokcunponuinenoao3a 4,99 IInenkoobpasyrouiee

(MM = 40 000) BEILIECTBO
T'mnpokcunponminenmonosa 4,99 IInenxoobpasyoiee

(MM = 140 000) BELIECTBO
T'uapoxcunponuInenoao3a 29,90 IInenkoobpasyromee

(MM = 370 000) BEILECTBO

TTonus THIIEHOKCH 59,79 TInenkoobpasyroruee u
(MM = 600 000) My KOQJIN€3UBHOE BEIIECTBO
OunneHHas Bozaa B locTaTOu. Koud. | PacTBoputens (unu

KMIKUI HOCHTEJb)

Hpouecc: BCC MOJIUMEPbI KOMIIO3UIINUHU C HOHHMepHOﬁ Ma’I‘pPIIIeﬁ PpacTBOPAIN B BOAC MMPU NEPEMCIINBAHNH,
BbUIMBAJIN 4€PE3 q)HKCHpOBaHHLIﬁ 3a30p Ha MOJJIOKKY M3 SaHIHTHOﬁ JICHTBI IOJIA 06p330BaHI/I${ IJICHKH, a 3aTEM
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cymmia ee B adbopatoproit meun npu 70°C B Teuenue 30 MuH. [1o OTACTBHOCTH PACTBOPSIIA AEKCMEICTOMH-
JIMHA THIPOXJIOPH]] B 3TAHOJIC HA BUXPEBOM MEIIAjiKe, a 3aTeM HAHOCWIX (B BHJIC Kallelb) C TIOMOIIBIO BOJIO-
METPUYECKON IMUTIIETKH Ha IUICHKE. Pa3MenieHHy o IeKapCTBEHHYIO KOMITO3UITHIO CYIIWIIA B JTa00OPaTOPHOU Meun
mpu 70°C B TedeHne 5 MUH, 9TOOBI TIOJTYIUTh TOHKOTUICHOYHBIH Mpemnapar.

Cocras 14.
Tabmuma 14
JlexcMeneTOMUANH, pa3MEIIeHHBIN Ha MOBEPXHOCTH TUICHOYHON KOMITO3UIIMH C TIOJTUMEPHOIN MaTpUIieit
Hnrpennentst Konuentparust DyHKIUA
/100 r
HeKapCTBeHHaH KOMITO3UIHUA
Jexkcmeneromuana 0,34 AKTHBHOE BEIECTBO
Xnopun HaTpus 0,10 He#rpanusyromuit pH
areHT
T'uppokcunponuiuentonoza 0,44 TInenkoobpasyrouiee
(MM = 140 000) BEILECTBO
TI'mnpoxcunponunuesnoaosa 1,31 TInenkoobpasyrouiee
(MM = 370 000) BEIIECTBO
Oranon B focTaTod. konwd. | PacTBopurens (nmn

SKUIKUI HOCHUTEJIb)

Komnozunus ¢ nojuMepHoi Matpuueit

Macso nepedHoi MATbI 2,07 ApomaruzaTop

Cyxkpasioza 0,98 Ilopcnacturens

IIpouHslii H3yMpYIHO-3€JICHbIH 0,13 Kpacurens

T'unpoxcunponunuenonoza 4,53 TInenkoobpasyrouiee

(MM = 40 000) BEIIECTBO

T'unpokcunponuiuenonosa 4,53 TInenkoobpasyromee

(MM = 140 000) BELIECTBO

TI'unpoxcunponunuesnionosa 27,16 TInenkoobpasyrouiee

(MM = 370 000) BEII[ECTBO

TlommTunenokcua 54,33 Inenkoobpasyoiee u

(MM = 600 000) MYKOa/IT€3UBHOE BELIECTBO

Tnuiyn 3,76 [{enounoii Oy hep

T'mnpokcun vaTpust 0,32 Hefitpanusyrommuii pH
arcHT

QuuiieHHast BOAA B JOCTATOY. KOJUY. PacrBopurens (wtu

SKHIKUN HOCUTEJIb)

IIponecc: Bce momuMepsl U Apyrue MHTPEIUEHTHl KOMIIO3UIMU C MOJUMEPHON MaTpUIEH pacTBOPSIOT B
BOJIE TIPH TIEpEMEIINBAHUY, BBUIMBAIOT Yepe3 (pUKCUPOBAaHHBIH 3a30p HA MOJJIOKKY W3 3alIUTHOH JICHTHI JUIS
o0pa3oBaHus TUICHKH, a 3aTeM cylar ee B jabopatopHoii neuun npu 70°C B teuenne 30 muH. [lo oTaensHOCTH
PacTBOPSIOT AEKCMEICTOMUINH, XJIOPUA HATPHUsS M THUAPOKCHIIPOIMILEIUTIONO3bI COJEPIKAIIEH JIeKapCTBEHHOE
CPEACTBO KOMITO3UIIMHU B 3TAHOJIEC HA BUXPEBOM MEIIAJIKE, a 3aT€M HAHOCWIN (B BHJE Kalelb) C MOMOIIBIO BO-
JIOMETPUUYECKON NUIETKH Ha IUICHKE. Pa3MeIleHHyI0 JIEKapCTBEHHYIO KOMIIO3HMLHUIO CyIIaT B JIAOOpaTOpHOM
neun pu 70°C B TeueHne 5 MUH, 9TOOBI TIOTYYNUTH TOHKOTUICHOYHBIH Tpernapar.

Cocras 15.
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Tabnuma 15
JlekcMeneToMUIUH, pa3MelIeHHbI Ha MOBEPXHOCTH IJICHOYHOW KOMIIO3UIUH C MOJIMMEPHON MaTpuLiel
Hurpenuentsr Konnenrpanus DyHKLTSA
/100 r
JlekapcTBEHHAs! KOMIO3ULIUS
JlekcMmeneroMuanH 0,34 AKTHBHOE BELIECTBO
XJopua HaTpus 0,10 Hetitpanusyroumii pH aresnr
T'uapokcunponuInesnoaosa 1,75 ITnenkoobpasyroiee
(MM = 140 000) BELIECTBO
OraHon B IOCTaTO4Y. KOJIHY. PactBopuTens (Mnu KUAKUAN

HOCHUTEITb)

Kommnosunyst ¢ nonmumMepHoi MaTpuieit

Macno nepeuHoi MThI 2,07 ApomaTtuzaTop

CykpaJosa 0,98 Tlogcnacturens

TIpoyHbIii H3yMpY AHO-3€NEHbLI 0,13 Kpacurens
T'uapokcunponuInesnoaosa 4,53 ITnenkoobpasyroiee

(MM = 40 000) BEIIIECTBO
T'unpokcunponunnesonosa 4,53 ITnenkoobpasyroiee

(MM = 140 000) BELLECTBO
T'unpokcunponunnesnonosa 27,16 IInenkoobpazyrormee

(MM = 370 000) BEIIECTBO
TlonmyTrnenokcns 54,33 IInenxoobpasyrouiee u
(MM = 600 000) MYKOaAr€3UBHOE BELIECTBO
Tnunux 3,76 IIlenouHoii Oydep
T'uppokcun HaTpusi 0,32 Heiirpanusyromuii pH aresr

QuuineHHast BOJa

B 10CTATOY. KOJIUY.

Pacreopurens (Mnu KUAKUR
HOCHTEIIb)

[Ipormece: Bce moMMMeEpHl W IpyTHe WHTPEIUCHTH KOMITO3UIMN C MOJMMEPHON MaTpPHUICH pacTBOPSAIOT B
BOJIC TIPH TIEPEMEIINBAHNH, BBUIMBAIOT depe3 (PMKCHPOBAHHBIA 3a30p HA IMOUIOKKY W3 3alIUTHOW JICHTHI AJIS
oOpa3oBaHus IUICHKH, a 3aTeM cymaT ee B JadopatopHoi neun nipu 70°C B Teuenne 30 muH. [To oTmenpHOCTH
PACTBOPSIIOT JEKCMEACTOMUINH, XJIOPH HATPUS W THIPOKCHIpommiieuono3y (MM = 140000) comepskarmei
JICKApCTBEHHOE CPEICTBO KOMIIO3UIINH B dTAHOJIC HA BUXPEBOW MEIIalIKe, a 3aTeM HAHOCWIIN (B BHIE KaIlelb) ¢
TIOMOIIIBI0 BOJIOMETPUIECKON MUTIETKH Ha IUIEHKE. Pa3MemeHHyro IeKapcTBEHHYI0 KOMIIO3HIIMIO CYIIAT B Ja-
6opaTopHoii reun npu 70°C B TeueHne 5 MUH, YTOOBI IOTYYUTh TOHKOIUIEHOYHBIN Tperapart.

CocraB 16.
CocTaB TOTOBHIIH, KaK OMKMCAaHO B Ta0. 16.
Tabauma 16
JexcMeneToMuuHa TUAPOXIIOPUA, Pa3MEIICHHBII Ha MOBEPXHOCTH TVIEHOYHON KOMIIO3HUIIUU C TIOJTUMEPHOI
MaTpuLen
HurpeavieHTst Konnenrpanus DyHKIMS
/100 r

JlekapCTBEHHAS] KOMITO3ULIMS
JekcmeneroMuauHa 0,48 AXTHBHOE BELIECTBO
THAPOXJIOPH
['ApOKCHNIPONUIILIENITIONO3a 2,09 [TnenkooOpasyroluee
(MM = 140 000) BELIECTBO
DraHon B JOCTATOY. KOJIHY. PactBopuTeNn (wu

JKUAKHUH HOCHTEJIb)

Kommnosunus ¢ noaumepHol MaTpunei

Macno nepedyHoi MATBI 2,06 ApomaTtuszarop
Cyxpanosa 0,97 [Toncnacturesnb
IIpounslii u3ympynHo-3enensii | 0,13 Kpacurens
T'unpoxcunponuinesnonosa 4,7 ITnenxoobpasyromee
(MM = 40 000) BEIIECTBO
IN'iapokcunponuIIeNnIoI03a 4,7 Inenkoobpasyroee
(MM = 140 000) BELECTBO
T'unpoxcunponuinesnonosa 28,29 ITnenxoobpasyromee
(MM = 370 000) BEIECTBO
INonmsTunenoxcun 56,58 IInenkoobpasyroomee 1
(MM = 600 000) MYKOaJre31BHOE
BEIIECTBO
Ouninennas soaa B JOCTaTO4. KOJIHY. PactBopuTenb (umm

JKUJKHAA HOCHTEJTh)
IIpouecc: Bce moiaumepsl U Apyrue UHTPEIUEHTH KOMIIO3HUIIMM C TIOJIMMEPHON MAaTpUIIEW pacTBOPSIOT B
BOJIC TIpHM TIepEMEINITMBAHIY, BBUIMBAIOT Yepe3 (UKCHPOBAHHBIM 3a30p HA TIOUIOKKY W3 3allUTHON JICHTHI IS
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o0pa3oBaHMs TUICHKH, a 3aTeM cylar ee B jabopatopHoit neuun npu 70°C B teuenne 30 muH. [lo otaensHOCTH
pPacTBOPSIIOT JEKCMEACTOMHUINHA THUAPOXJIOPUI U TUAPOKCUIIPOMMILEIUIIONO03Y COAEpXKALeH JeKapCTBEHHOE
CPEACTBO KOMITO3UIMHU B 3TAHOJIC HA BUXPEBOM MEIIAJIKE, a 3aT€M HAHOCWIHN (B BHJE Kalelb) C MOMOIIBIO BO-
JIOMETPUUYECKON NHUIETKH Ha IUICHKE. Pa3MeIleHHyI0 JIEKapCTBEHHYIO KOMIIO3HMLHIO CyIIaT B JIAOOpaTOpHOM
neun pu 70°C B TeueHne 5 MUH, 9TOOBI TIOJYYNUTH TOHKOTUICHOYHBIH Tpernapar.

Cocras 17.
Tab6muma 17
JlekcmeneToMuANHA THAPOXIIOPU, Pa3MEIIEHHbII Ha TOBEPXHOCTH TJIEHOYHON KOMITO3UIIMH C MOJIUMEPHOM
MaTpuLen
Hnrpenuentst Konuentparnus Dy HKIMS
/100 r
J_[eKapCTBeHHaH KOMITO3NIUA
Jexkcmeneromunuaa 0,48 AKTHBHOE BEILECTBO
CUAPOXJIOPH
I'napOoKCHTIPOTTIIIIENITION03a 0,52 Inenkoobpasyroiee
(MM = 140 000) BEIECTBO
T'uapokcunponuIesnrogo3a 1,57 Inenkoobpasyrouee
(MM = 370 000) BELIECTBO
OraHon B JIOCTATOY. KOJIUY. PactBopurens (nnn

JKUIKUAN HOCUTEID)

Komnozunus ¢ monumMepHoi MaTpuLen

Macso nepeyHol MsITbl 2,06 ApomaruzaTop
Cykpanosa 0,97 IToncnacrurens
Ilpounblil u3ympyaHo-3eaenniii | 0,13 Kpacurenb
TI'uppoxcunponumnieniono3a 4,7 [Tenkoobpasyrouiee
(MM = 40 000) BELIECTBO
TI'mppoxcunponunienonosa 4,7 [Tnenkoobpasyrouiee
(MM = 140 000) BELECTBO
I'mapOoKCHTIPOTTIIIIENITION03a 28,29 Inenkoobpasyroee
(MM = 370 000) BEIECTBO
TTonusTunenokcun 56,58 IInenkoobOpasyromee  u
(MM = 600 000) My KOaATre3MBHOE
BEIECTBO
Ounmennas Boza B JIOCTATOY. KOJIMH. PactBopuTens (mmm

SKUJIKMY HOCHUTEJIb)

ITpouecc: Bce monuMeps! U ApyTHe MHIPEIUECHTH KOMIO3UIMN C TOJIMMEPHOM MaTpHUIEH pacTBOPSIOT B
BOJIE TIPH TIEPEMEIINBAHUY, BBUIMBAIOT Yepe3 (pUKCUPOBAaHHBIH 3a30p HA MOJJIOKKY W3 3alUTHOM JICHTHI JUIA
o0pa3oBaHMs TUICHKH, a 3aTeM cyluar ee B jabopatopHoii neuun npu 70°C B teuenne 30 muH. [lo otaensHOCTH
pPacTBOPSIIOT AEKCMEAECTOMMINHA TUAPOXJIOPUJ U THUAPOKCUIPOMUILEIUIIONO03E! COAEpKaIlel JeKapCTBEHHOE
CPE/CTBO KOMITO3UIIMHM B ATAHOJIC HAa BUXPEBOM MeIAJIKE, a 3aT€M HaHOCWIHN (B BHJE Kamejb) C HOMOIIBIO BO-
JIOMETPUUYECKOHM NUIETKH Ha IUICHKE. Pa3MelleHHyr0 JIeKapCTBEHHYIO KOMITO3HMLHMIO CyIIaT B JIAOOpaTOpHOM
neun npu 70°C B Te4eHHe 5 MUH, YTOOBI MOIYYUTH TOHKOIUICHOYHBIH Mpenapar.
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Tab6muma 18
JlekcmeneToMuANHA THAPOXIIOPU, Pa3MEIEHHbII Ha TOBEPXHOCTH TJIECHOYHON KOMITO3UIIMH C TIOJTUMEPHOM
MaTpuuen
HnrpenueHTst Konuentpanus DyHKIMS
/100 r

HeKapCTBeHHaSI KOMITO3UIIUA

JexcmeneromuanHa 0,48 AKTHBHOE BEILECTBO
CUAPOXJIOPH

T'unpokcunponmiesmonosa 0,26 ITnenxoobpasyrouiee
(MM = 40 000) BELIECTBO
T'unpokcunponuinenonosa 0,26 ITnenxoobpasyromee
(MM = 140 000) BEILECTBO
I'mnpokcunponunuesoaosa 1,57 [Tnenxoobpasyromiee
(MM = 370 000) BEIIECTBO

OTtaHon B A0OCTATOY. KOJIUY. PactBopurens (uu

SKUIKHIA HOCHTEJID)

Komnozuius ¢ monuMepHoi MaTpuLei

Macno nepeyHoN MsTbI 2,06 ApomaTtuszarop
Cyxkpanosa 0,97 Ilopcnacturenn
IIpounslii usyMpyaHo-3enensii | 0,13 Kpacurens
T'unpokcunponumiiemionosa 18,845 ITnenkoobpasyromee
(MM = 40 000) BEIIECTBO
I'mppoxcunponunuennonosa 18,845 [Tenkoobpasyromuiee
(MM = 140 000) BELECTBO
TTonusTuneHokcun 56,58 IInenkoobpasyromee U
(MM = 600 000) My KOaAre3uBHOE
BEIIECTBO
QuulneHHast Boaa B J0OCTATOY. KOJIUY. Pacteopurens (unu

JKUAKHUH HOCHTEJID)

IIponecc: Bce momuMepsl U Apyrue MHTPEIUEHTHl KOMIIO3UIMU C MOJUMEPHON MAaTpUIEH pacTBOPSIOT B
BOJIE TIPH TIEPEMEIINBAHUY, BBUIMBAIOT 4Yepe3 (pUKCUPOBAaHHBIH 3a30p HA MOJJIOKKY W3 3alIUTHOM JICHTHI JUIS
o0pa3oBaHMs TUICHKH, a 3aTeM cyluar ee B jabopatopHoii neuun npu 70°C B teuenne 30 muH. [lo otaensHOCTH
pPacTBOPSIIOT AEKCMEAECTOMMINHA TUAPOXJIOPUJ U THUAPOKCUIPONUILEIUIIONO03E! COAEpIKaIlel JeKapCTBEHHOE
CPE/CTBO KOMIIO3UIIMM B ATAHOJIC HAa BUXPEBOM MeIAJIKE, a 3aT€M HaHOCWIN (B BHJE Kaleib) C HOMOIIBIO BO-
JIOMETPUUYECKON NMHUIETKH Ha IUICHKE. Pa3MeIleHHyr0 JIEKapCTBEHHYIO KOMIIO3HMLHUIO CyIIaT B JIAOOpaTOpHOM
neun pu 70°C B TeueHHne 5 MUH, 9TOOBI TIOTYYNUTH TOHKOTUICHOYHBIHN TIpernapar.

Cocras 19.
Tab6muma 19
JekcmeneToMuANHA THAPOXIIOPU, Pa3MEIIEHHbII Ha TOBEPXHOCTH MJIICHOYHON KOMITO3UIIMH C MIOJTUMEPHOM
MaTtpuuen
Hurpenuentst Konuenrpanust DyHKIUA
/100 ¢
.HeKapCTBeHHaH KOMITO3NIUA
JlexcmeneroMuanHa 0,48 AKTHBHOE BEIIECTBO
THAPOXJIOPUL
I'iapokCHITPONTHITIENTIO03a 2,09 ITnenkoo0Opasytoiee
(MM = 40 000) BEILIECTBO
OraHon B JIOCTAaTOY. KOJNUY. Pacteopurens (uu

SKUIKUHA HOCHTEJID)

Komnosuuusi ¢ nonuMepHol MaTpuLei

Macso nepeyHon MsITh 2,06 Apomaruzarop
Cykpanosa 0,97 Tloncnacturens
ITpounslii usymMpyaHo-3esenbiii | 0,13 Kpacurens
I'mppoxcunponuminemuoao3a 18,845 Inenkoobpasyromee
(MM = 40 000) BEIIECTBO
I'MapoKCHITPOITHITIIEITTION03a 18,845 Inenkoobpasyromiee
(MM = 140 000) BEILECTBO
[NonusTrneHokcua 56,58 IInenkooOpasytomee U
(MM = 600 000) MyKOaJTre3UBHOE
BEIECTBO
OunuieHHas Boxa B IOCTATOY. KOJNUH. PactBopurens (i

SKUIKUH HOCHTEJID)

HpOHGCCZ BCC MOJIUMEPLI U APYTUC MHIPCAUCHTBI KOMIIO3UIIUU C HOHHMGpHOﬁ ManPIIIeﬁ PacTBOPAOT B
BOJC IIpU NEPEMCIIMBAHUM, BbBUIMBAIOT YCPE3 (I)I/IKCI/IPOBaHHHﬁ 3a30p Ha MOJJIOKKY H3 SaHIHTHOﬁ JICHTBI JJIsd
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o0pa3oBaHMs TUICHKH, a 3aTeM cylar ee B jabopatopHoii neuun npu 70°C B teuenne 30 muH. [lo otaensHOCTH
pPacTBOPSIIOT JEKCMEACTOMHUINHA THUAPOXJIOPUI U TUAPOKCUIIPOMMILEIUIIONO03Y COAEpXKALeH JeKapCTBEHHOE
CPEACTBO KOMITO3UIMHU B 3TAHOJIC HA BUXPEBOM MEIIAJIKE, a 3aT€M HAHOCWIN (B BHJE Kalelb) C MOMOIIBIO BO-
JIOMETPUUYECKON NHUIETKH Ha IUICHKE. Pa3MeIleHHyI0 JIEKapCTBEHHYIO KOMIIO3HMLHIO CyIIaT B JIAOOpaTOpHOM
neun pu 70°C B TeueHne 5 MUH, 9TOOBI TIOJYYNUTH TOHKOTUICHOYHBIH Tpernapar.

Cocras 20.
Tab6muma 20
JlekcmeneToMuANHA THAPOXIIOPU, Pa3MEIEHHbII Ha TOBEPXHOCTH TJICHOYHON KOMITO3UIIMH C MIOJTUMEPHOM
MaTpuLen
Hurpenuentsl Konnenrpanus Dy HKIUSL
/100 r
.HeKapCTBeHHaSI KOMNO3HUIIUA
JexcmeneromuanHa 0,48 AKTHBHOE BEIECTBO
THAPOXIIOPHL
T'unpokcunponuniemmonosa 2,09 ITnenkoobpasyromiee
(MM = 40 000) BELIECTBO
DTtaHon B IOCTaTOY. KOJIAY. PactBopurens (vm

SKUJIKUH HOCHTEJIb)

KoMno3uuus ¢ nojauMepHol MaTpuLen

Macno nepeuHo MsIThI 2,06 ApomaTmzarop
Cyxpanosa 0,97 [Toncnacturenb
IIpounslii usyMpyaHo-3enensiii | 0,13 Kpacurens
T'unpokcunponmnemtonosa 19,27 ITnenxoobpasyromee
(MM = 40 000) BEILECTBO
TNonusTuneHokcun 75,00 [Inenkoobpasyromee  u
(MM = 600 000) MyKOaATre3uBHOE
BEILECTBO
OuulinenHast Bona B JOCTATOY. KOJIUY. PactBopurenb (I/IJm

SKUJIKHH HOCHTEJIb)

[pormece: Bce MOMUMEPBI M IPYTHE WHTPEIUCHTHI KOMITO3UIIMU C MOJUMEPHON MATPUIICH PaCTBOPSIOT B
BOJIE TPH TEPEeMEIINBAHUH, BBUIMBAIOT 4epe3 (PUKCUPOBaHHBIN 3a30p HA MOJJIOKKY U3 3ALIUTHOMN JICHTHI JUIs
oOpa3oBaHUs IUICHKH, a 3aTeM cymaT ee B ladopatopHoii neun nipu 70°C B Teuenne 30 muH. [To oTmenpHOCTH
pacTBOPSIOT NEKCMEICTOMHUINHA THAPOXJIOPUA U THIPOKCHIIPONMIIEIUIION03Y COACpIKAIIeH JeKapCTBEHHOE
CPE/ICTBO KOMIIO3HUIIMU B 3TAHOJIC HA BUXPEBOM MEIANIKE, a 3aTeM HAHOCWIHU (B BHJE Kalelb) C MOMOIIBIO BO-
JFOMETPUYECKON NMHUIETKN Ha IUICHKE. Pa3MelleHHYI0 JICKapCTBEHHYI0 KOMITO3HILHUIO CYHIAT B JIAOOPATOPHOM
neun pu 70°C B TeueHne 5 MUH, 9TOOBI TIOTYYNUTH TOHKOTUICHOYHBIHN Tpernapar.

Cocras 21.
Tabiuma 21
JexcMeneToMuMHa THAPOXIIOPUA, Pa3MEIICHHBII Ha MOBEPXHOCTH TVIEHOYHON KOMIIO3UILIUU C TIOJTUMEPHOI
MaTpuLen
HurpenyeHTsl Kounuenrpanust Dy HKIMS
/100 r

.HeKapCTBeHHaﬂ KOMITO3ULTUS
JlexcmeneromuiuHa 0,48 AKTHBHOE BEIECTBO
THIOPOXJIOPUT
TI'unpoxcunponminesioaosa 0,26 IInenkoobpasyrowiee
(MM = 40 000) BEIIECTBO
I'mnpoxcunponunuesnioaosa 0,26 ITnenkoobpasyromuiee
(MM = 140 000) BEILIECTBO
Tl'uapoxcunponuineroIo3a 1,57 ITnenkoobpasyrouiee
(MM = 370 000) BEIECTBO
JtaHon B JOCTATOY. KOJIHY. PactBopurens (wm

KUK HOCHTEJTb)

Komno3uuusi ¢ nosuMepHoi MaTpuLei

Macio nepe4Hol MAThI 2,06 ApomaTuzaTop

Cyxpanosa 0,97 IToncnacrurens

IIpounelii u3ympynHo-senensni | 0,13 Kpacurens

TMonusTunenoxkcun 94,27 IInenkoobpasyromee U

(MM = 600 000) MyKOaATe3UBHOE
BEIIIECTBO

OuniieHHas Boxa B AOCTATOY. KOJIHUY. PactBOpuTens (i

JKUAKHH HOCHTEJIb)

[Ipouecc: MOTUAITUICHOKCU U IPYTHe UHIPEIUEHTHI KOMIIO3UIMH C MOJUMEPHON MaTpHIei pacTBOPSIOT
B BOJIC IIPH NEpEMEIINBaHUH, BBUIMBAIOT Yepe3 (GUKCHPOBAHHEIN 3a30p Ha MOAIOXKKY U3 3aIIUTHOM JICHTHI IS
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o0pa3oBaHMs TUICHKH, a 3aTeM cyluar ee B jabopatopHoii neuun npu 70°C B teuenne 30 muH. [lo otaensHOCTH
PacTBOPSUTH JE€KCMEAECTOMUANHA TUAPOXJIOPUA U THAPOKCUIIPONMILEIUIION03bl CcOoAepKaleil JIekapCTBEHHOE
CPEACTBO KOMITO3UIMHU B 3TAHOJIC HA BUXPEBOM MEIIANIKE, a 3aT€M HAHOCWIHN (B BHJE Kalelb) C MOMOIIBIO BO-
JIOMETPUUYECKON NMUIETKN Ha IUIEHKE. Pa3MeIeHHy0 JEeKapCTBEHHYI0 KOMIIO3HIUIO CYIIWIIN B JJAOOpaTOpHOI
neun pu 70°C B TeueHHne 5 MUH, 9TOOBI TIOTYYNUTH TOHKOTUICHOYHBIHN Tpernapar.

Cocras 22.
Tab6muma 22
JlekcmeneToMuANHA TUAPOXIIOPU, Pa3MEIIEHHbII Ha TOBEPXHOCTH TJIEHOYHON KOMITO3UIIMH C MOJIUMEPHOM
MaTpuLen
HurpenyneHTsl Konnenrpanus DyHKIUS
/100 r
.HeKapCTBeHHaS[ KOMITO3HUIUA
JlexcMeneTromMumuHa 0,48 AKTHUBHOE BEIIECTBO
THAPOXJIOPUL
Tl'uapoxcunponuneIoIo3a 0,26 [Tnenkoobpasyroriee
(MM = 40 000) BEIIECTBO
I'uOpOoKCHITPOMMIIIEIITEOI03a 0,26 IInenkoobpasyrowiee
(MM = 140 000) BEIIIECTBO
I'unpoxcunponunuenoaosa 1,57 IInenkoobpasyroimee
(MM = 370 000) BEILECTBO
DraHon B AOCTATOY. KOJIHY. Pactsopurens (uu

JKUAKHUNA HOCHTEJIb)

Kommnosunwst ¢ noaumepHor MaTpuLiei

Macno nepeuHoil MATBI 2,06 ApomMatuzarop
Cyxpanosa 0,97 [Toncnacturens
[Ipouneiii m3ympynHo-3enennrii | 0,13 Kpacurens
IM'aapoKCHITPONUIILENITION03a 94,27 ITnenxoobpasyromee
(MM = 370 000) BEIECTBO

OumnineHHas BOIa B JOCTaTOY. KOJIHUY. PactBopurens (wm

SKUJKHH HOCUTEJb)

IIponecc: rUIAPOKCUIPONUILEIION03Y U APYTHe UHTPEJUEHTHl KOMIO3ULUHU C MOJUMEPHOW MaTpulen
pacTBOPSIIOT B BOJIE TIPH NEPEMENIMBAaHNIH, BBUIMBAIOT Yepe3 (PMKCUPOBAHHBIH 3a30p Ha MOMI0XKKY M3 3aIUTHON
JIHTHI st 00pa3oBaHus IUICHKH, a 3aTeM cymar ee B laboparopHoii nmeun npu 70°C B Teuenue 30 muH. Ilo or-
JIEIBHOCTH PAcTBOPAIOT AE€KCMEAECTOMUINHA TUAPOXJIOPUA U TUAPOKCUIIPONIIILEIUTIONO03Y CoAeprKallel Jekap-
CTBEHHOE CPEJCTBO KOMITO3MIIMH B 3TAHOJIE HA BUXPEBON MEIIalKe, a 3aTeM HAHOCWIH (B BUAE Kalelb) ¢ TIOMO-
IIBI0 BOJIOMETPUYECKOHN MHIIETKH Ha IUICHKE. Pa3MelIeHHyI0 JIEKapCTBEHHYI0 KOMIO3UIMIO CyIIaT B jJabopa-
TopHO# meun nipu 70°C B TeueHue 5 MUH, 4TOOBI IMOTYIUTh TOHKOTUIEHOYHBIH MTpemapar.

Cocras 23.
Tab6muma 23
JlekcmeneToMUAMHA THAPOXIIOPU, Pa3MEIEHHbII Ha TOBEPXHOCTH TJICHOYHON KOMITO3UIIMH C MIOJIUMEPHOM
MaTpuLen
HurpenuenTst Konnentpanus Dy HKII
/100 r
JlekapcTBEHHAs] KOMIO3ULINS
JlexkcMeneroMuiuHa | 0,48 | AxTuBHOE BemecTBO
THAPOXJIOPUL
T'uapoxcunponuinesnronosa 0,26 TInenkoobOpasytouiee
(MM = 40 000) BEIIECTBO
T'uapokcunponuiLesronosa 0,26 TInenkoobOpasyrouiee
(MM = 140 000) BELIECTBO
T'unpokcunponuiLesronosa 1,57 TInenkoobOpasyrouee
(MM = 370 000) BEIIECTBO
OrtaHon B IOCTATOY. KOJNUY. Pacteopurens (nmu

JKUIKUH HOCHTEJID)

Kommnosunwst ¢ nosumMepHo# MaTpuLei

Maco nepeuHoi MATEI 2,06 Apomaruszarop
Cykpanosa 0,97 Tloncnacturens
ITpounslii usympyaHo-senensiii | 0,13 Kpacurens
I"'nApOKCUIIPONUIILEIITION03a 94,27 IInenkooOpasyroiee
(MM = 140 000) BELIECTBO

QuuinenHast Boaa B JOCTATO4. KOJIUY. Pactsopurens (nu

SKUIKUH HOCHTEJID)

HpOHGCCZ TUAPOKCUIIPOIMMUILCIUIIOJIO3Y U APYIrUe€ MHIPECAUCHTHI KOMIIO3UIIUU C HOHHMGpHOﬁ ManHHGﬁ
PaCTBOPAIOT B BOAC IPU NEPEMECIIMBAHNU, BEUIMBAIOT Y€PE3 q)HKCHpOBaHHLIﬁ 3a30p Ha MOJJIOKKY U3 3aHII/ITHOI71

-39 -



045213

JICHTHI st 00pa30oBaHus IJICHKH, a 3aTeM cymar ee B laboparopHoii nmeun npu 70°C B Teuenue 30 muH. Ilo or-
JIEIBHOCTH PACTBOPSAIOT JEKCMENSTOMUINHA THAPOXIOPU] U FHIPOKCUIPONUILEIUIION03bI COAepKAIIEeH ekap-
CTBEHHOE CPEJCTBO KOMITO3MIIMH B 3TAHOJIE HA BUXPEBON MEIIaJKe, a 3aTeM HAHOCWIH (B BHUAE Kalelb) ¢ TIOMO-
MIBI0 BOJIOMETPUYECKON MHIIETKH Ha IUICHKE. Pa3MeIneHHyIo JICKapCTBEHHYI0 KOMIO3UIMIO CyIIaT B jabopa-
TopHO# ey nipu 70°C B TeueHue 5 MUH, 4TOOBI IMOYYUTh TOHKOTUIEHOYHBIH MTpemapar.

[Ipumep 2.

[TponnkHOBeHME ex-vivo cocTtaBoB 1-13 npumepa 1 no cpasnennio c PRECEDEX®.

CocraBel 1-13 orneHHBaM Ha MOJETH OPOMYKO3aJbHBIX KJIETOK B Ka4eCTBE MOCPEIHUKA U1 abcopOIuu
nekapcrBenHoro cpenctsa (EpiOral™; MatTek Corp., r. Auutenn, Maccauycere, CLLIA) Tkansmu aist ornpezne-
JIEHUS] CKOPOCTU U cTeneHn auddy3un: ucrmonb3oBanu 24-imyHounslie ranmerst ORL-200 (MatTek Corp), co-
JeprKallie TKaHEBBIE KyIbTyphl KJIETOK POTOBOH IOJIOCTH B TEUEHHE | JHS MOCIE MOIYYEHHS C MOCIEIYIOINM
ypaBHOBEUIMBAaHNEM B TeueHHe HOoul B kamepe 5% CO,, ycraHoBneHHOH Ha 37°C U OTHOCUTENBHYIO BIIQXKHOCTh
95%. Ho6armsm 300 mxn TEER-Oydepa [DPBS, conepxamero Ca2+ u Mg2+ u 3,6 MI/MII TJIFOKO3BI] B KaX-
JyI0 IYHKY B 24-TyHOUHOM IIIaHIIeTe U nomemanu B kamepy CO, B TeueHre Houu. CleaylomyM yTpoM TKaHe-
Bble BcTaBkH yaanstian u3 TEER-Oydepa u nomentanyu B HOBBIH 24-TyHOUHBIH IUTaHIIET, conepxarmuii 300 Mk
npuanMaromeid cpeast DPBS. Tlepen mosupoBammem coctaBamm 1-13 u mpemaparom Precedex® wusmepsum
TEER mu1st KaXk10# TKaHEBOH BCTaBKH 1Sl 0OecTIeYeH s KU3HECTIOCOOHOCTH 110CTIe yPaBHOBEIINBAHHUS.

Kaxnyro BcTaBKy IpeaBapUTENbHO yBIaxHsIU 25 mukponutpamu DPBS nepen HanecenueM coctaBos 1-
13 u npenapara Precedex® Ha TOHOPCKYIO CTOPOHY TKaHEBOW BCTABKHU C MOCIEAYIOIINM HAaHECCHUEM JIOTIOIHHU-
TenbHBIX 25 My DPBS Ha BepxHIOIO uacTh Kaxaoro cocrasa. Ilepen HaHeceHHeM cocTaBoB 1-13 Ha TkaHEBEIE
BCTaBKH, COCTaBbI 2-13 BBIpe3aiy IITaMIIOBKOHM 70 pasMepa 52,65 MM M cocTaB | BBIpe3aid MTAaMIIOBKOU JIO
pasmepa 13,125 mv’. EQMHHIBI BHIPE3aIH IITAMIOBKOMN IS JOCTABKH MPEIIOIAraeMoil J03bI, KAK YKA3aHO HH-
Ke.

BosBpamanu B HHKyOaTOp 24-TyHOYHBIN IUTAHIIET, COASPKAIINI KaKAyI0 TKAHEBYIO BCTAaBKY, Ha OMpe/e-
JIGHHOE BpeMsI M 3aTeM YAASUIM M3 MHKyOaTopa Iocie NMPOXOKACHHS OIPEICICHHOTO BpeMEHH. TKaHEBbIE
BCTaBKH TIEPEHOCHIIN Ha CBEXWH 24-TyHOUHBIH IUTaHIIET, coAepxamuid 300 MK IPUHAMAIOMIEH CPebl, U UX
BO3BpAlllaJI B MHKYOATOp /ISl BBIICPKUBAHUS JOMOJIHUTEIBHOIO yKazaHHOro BpeMeHu. [lepenocnmm 300 Mk
NPUHAMAIOLIECH Cpebl U3 KaX 101 JIyHKH 24-TyHOYHOTO IutaHniera Bo ¢uakons! st BOXX n xpanunu B xoJo-
muibHuKe (1 cyTku) no ananusa ¢ nomornsio CBOXX/MC. JlaHHy0 SKCIEpUMEHTANIBHYIO TT0CIIE0BAaTEIbHOCTD
MOBTOPSUIH AJISL BCEX BPEMEHHBIX TOYEK.

PesynpraTel: B Tabn. 24 mpowJUTIOCTpHPOBAaHBI 3HAUYEHMs aHaIM30B M mnpexanoiaraemsie IITIK (B Hano-
rpammax) cocraBoB 1-13 u mpemnapara Precedex®. B Tabmune 24 n1omoaHATEIHHO NPOWILIIOCTPUPOBAHO BPEMs
pacnanenus coctaBoB 1, 2, 3,7 u 13.B Tabmn. 25 ocsemena nuddysust cocraBoB 1-13 u mpemnapara Precedex® u
Ha ¢ur. 3 mpeacTaBieHbl JaHHbIe TUGGY3UN HArSIAHO U coctaBoB 1-7, 11 u Precedex®. Kaxnmpiit u3 cocra-
BOB 1-10 u 12 mpoaeMOHCTpUPOBAIH JTyUIINe XapaKkTepucTukh, yeM Precedex®. Hampumep, ckOpocTh U cTe-
NEeHb MPOHUI[AEMOCTH JIEKCMENAETOMUANHA Yepe3 TKaHEBYIO KyJIbTYPY KIETOK POTOBOM MOJOCTH U3 COCTAaBOB 1-
10 u 12 oka3amuchk B nuamnasoHe oT 1,5 1o 4,5 pa3 o CpaBHEHHUIO CO CKOPOCTBIO U CTENEHBIO NPOHUIIAEMOCTHU
JIeKCMeIeTOMHIMHA U3 npenapara Precedex®.
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Tabmuua 24

napara Precedex®

[IpounnrocTpupoBaHbl 3HaUEHUSI aHATTU30B, BpeMs pacnaneHus u npeanonaraemsle IITK coctaBos 1-13 u npe-

Necocrasa. AHanus Bpems Cpennee Pacyernas IIMK
(MuKporpamm) pacnaneHus HOPMAJTH3. (ur)
Cpennee | CO (©) MOCTY IJIEHHE
(ur/em®)
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 61954 8274
4 6,63 1,01 |- 5936
5 6,51 1,75 |- 5886
6 10,58 v |- 8209
7 6,84 1,14 |64 Cpennee 5077
TIOCTY IIIEHHe-
103,319
8 11,9 37,5 |- 10116
9 9,37 H/a |- 9171
10 9,74 HA |- 8356
12 Anamnz | 1,54 Cpennee Ilpennonaraemas
TUIEHKH HOPMAJTH3. TITNK (ur)
Ha 20 MOCTY IUIEHUE mieHka Ha 10
MKT U3 IUIEHKH Ha | MKT
20,432 10 mxr 46,644 | 9061
13 2,725 1,37 |35 43113 2718
Precedex (100 | - - H/A 4894
MKI/MJT)
Cpasuutenbubii | 8,402 1,20 - 1924
cocTas 11
Tabnuma 25

TypBI KJIETOK POTOBOM MOJIOCTH

TTokazana quddy3us coctaBoB 1-13 (cpemHee KyMyISITHBHOE KOTMYECTBO) U Precedex® depe3 MeMOpaHy KyJib-

Bpewms (1) 0 ]008 025 05 0.75 1
Cpennee Cocras 1 0 1378 | 3355 5019 6245 7137
kymyJsitiHOe | (10 MKr)
KOJIMYECTBO Cocras 2 0 |[405 1402 | 2435 3262 3890
(ur) (10 mxr)
Cocras 3 0 |132 1123 | 2615 | 3916 5197
(10 mkr)
Cocras 4 0 |384 1383 | 2481 | 3384 4044
(10 mxkr)
Coctas 5 0 |279 1196 | 2340 | 3272 3971
(10 mkr)
CocraB6 (10 mkr) |0 | 721 1759 | 3586 | 5197 5810
Cocras 7 0 |348 1186 | 2120 | 2734 3354
(10 mxr)
Cocras 8 0 |6l11 2122 | 3838 | 5439 6690
(10 mxr)
Cocra 9 0 |801 1737 | 3207 | 4976 6120
(10 mxkr)
Cocras 10 0 |530 1091 | 2364 | 4226 5408
(10 mkr)
Precedex® 0 |159 |727 1353 | 2200 2893
(100 Mk, 10 MKT)
Cocras 11 0 |279 |40 409 698 1035
(10 mkr)
Coctas 12 0 |426,5 |1968,5 |3679,7 | 5088,7 | 6210,5
(10 mxkr)
Cocras 13 0 |183,7 | 657,7 | 1087,8 | 1476,8 | 1809
(10 mkr)

Ipennonaraemas IIK: orneHeHHas IOmMAAb MOA KPUBOH MOCTYIUICHUS/BPEMEHH 1O MOJYYCHHBIM JaH-
HBIM C HCIOJBh30BaHUEM IpaBWIIA TPAIICIHA, KOTOpast COOTBETCTBYET 00meMy KoimdecTBy auddyHanpoBasiie-
TO JIGKapCTBEHHOTO CPEACTBA.
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IIpumep 3.

dapMakOKHHETHKA Y KPOJIUKOB (UccienoBaHue 1).

OnmcaHne UCCIEeNYEeMBIX KIUBOTHBIX.

Bun: Oryctolagus cuniculus.

HauanpHbIit BO3pacT: COOTBETCTBHE C MAaCCOM.

ITon: myxckoit.

ITopona: HoBozenannackas Oemas.

Hauanrnas macca tena: ~1,5-4 kr.

[ToBTOpHl Ha JeueHue: N=5 Ha rpynmy 103upoBaHus, Bcero 30 KpOJUKOB (HEMEpEeKpEeCTHOE HcCieaoBa-
HHE).

WuTepBas BEIMBIBAHUS: MUHAMYM 3 CYTOK BHIMBIBAHUSI.

Jlu3aiin uccienoBanust ObLT CICAYIOMMM: B TE€UEHHE MUHUMYM 12 4 10 Havaia ucciaeoOBaHMs U Uepe3 de-
TBIpE Yaca Tocie TMOJyYeHUs 103 )KUBOTHBIX JIMIany nuuy. [lepen BBegeHHEM 10351 )KUBOTHBIX B3BEUIMBAIN U
pacrpenensiii N0 3KCIepUMEHTaIbHBIM TPyIIaM, cTpaTH(GHUIIMPOBaHHBIE B COOTBETCTBUHU C Maccoi Tena. Pac-
CUNTHIBAJIM WHAWBHIyaJIbHBIC O3Bl HA OCHOBE MAacC Teja, 3apETUCTPHUPOBAHHBIX B JCHb BBEICHHS T03BI. JKu-
BOTHBIX aHecTe3upoBam n3odmypanom. Cocrassl 1, 2, 3, 7 1 13 BBOIWIH )KUBOTHBIM MO s13BIK (¢/1). [Ipenapar
Precedex® BBOMM Yepe3 Hriy-"6abouky", ¢ mocieayromend MpoMbIBKOH 1 Mi1 gusnonornyeckoro pacrsopa
WM TIOCPEJICTBOM TPSIMOTO YKOJIa B YITHYIO BeHy. OOpasibl KpOBH cOOMpaiH 10 BBeACHHS 036l 1 yepes 10, 20,
30 muH, 1, 2, 4 u 8 4 mocne BBeAeHMsI 103b1. OOpa3ibl KPOBH CTAOMIM3UPOBAIH M XPAHWIN XOJIOJHBIMA JIO aHA-
mu3a. bruoananu3ser poBoan, ucmonb3yst C18RP-BOXX-MC. B o6pasmnax mia3Mbl H3MEPSUTH KOHIICHTPAIHH
¢ HUCTIONBh30BaHUEeM cTaHaapTHOTo Meroaa KX/MC/MC mpoTHB KaTHMOPOBOYHBIX KPWUBBIX C MUHHUMYMaMu M3
mecty Touek (N=1).

Juzaiin uccnenoBanus u napamerpsl @K a1 paznnyHBIX COCTaBOB NpeNCTaBiIeHb! B Ta0n. 26 u 27 coot-
BETCTBEHHO.

Tabnumna 26
N300paskeH mu3aitH HEMEPEKPECTHOTO UCCIICTOBAHUS
IlyTb Ko,
Homep [Mccneayemoe) Y PKusoTHble " lo6bem
7 BBEIEHU[, /loza  [BBOZ. Hocutens
IPyIIbl  [M3menne IN= BBOZ. 1O3bI
O3Bl mo3.

1,5 4,0 MKT]

1 Precedex”  [B/B 5 0,375 mur/kr [0,9%NaCl
MKI/KT  |/Ma1

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

3 Cocras 2 c/n 5 10 mxr |10 Mkr |- -

4 CocraB 7 c/i1 5 10 mxr |10 Mxr |- -

5 Cocras 3 c/i1 5 10 mxr |10 Mxr |- -

6 Cocran c/i1 5 10 mxr |10 Mxr |- -

13

Tabauma 27
TIpuBeacHBI CBOAHBIC JaHHBIC O CPEIHUX (PAPMAKOKMHETHUCCKUX MapaMeTpax Iyl IeKCMEICTOMHUANHA THAPO-
XJIOPUIa TIOCJIC BHYTPUBEHHOTO U CYOJHHIBAILHOTO BBEICHHUS y CAMIIOB HOBO3CIAHACKHUX OCIIBIX KPOJIHUKOB CO
cpemHel Maccol Tela, HaXoasIIeics B auana3one ot 2,96 mo 3,34 kr

HAekemeactomstau | Fpynna | pynna 2 pynna 3 Ipynna 4 [pynna 5 I'pymna é

na mapoxaopua | Precedex® | Cocrae | Cocras 2 Cocran 7 Cocran 3 Cocras 13

My Buytpusen | Cy6anursan | Cybomnrsar | Cy6annrean | Cybannrsan | CyGanursaisn
HOC BHOC BHOC BIIOC BHOC oc

Joza 1.5 mur/er | 10 mxr 10 mer 10 mxr 10 mxr 16 mur

Coax, (mr/vn) 738 20 112 235 88.9 75.2

Treug (4) 0.00 0.767 0.600 0.900 0.567 1.13

CBY s () 0.325 1.14 1.16 146 1.51 1.06

MMKaocx (w-nrfsn) | 161 359 149 426 151 926

Cax: MAKCUMaJbHas KOHIICHTPAIWS B IIa3Me.

Tinax: BpeMsl JOCTHKEHHS MaKCUMaJIbHOM KOHLIEHTPALIUY B TUIa3Me.

CBV joen: CpeiHEE BpeMs YACPKAHUS, PACCUUTAHHOE JIO IMOCIICIHET0 Ha0IIF0JaeMOTO MOMEHTA BPEMCHH.

MITK o, : TUIOMIATE TOA KPUBOM, pACCUUTAHHAS JIO MOCIICIHET0 HAOF0JaeMOTO MOMEHTA BPEMCHH.

CBOHBIC TaHHBIC PE3YNLTATOB: CyOIMHTBaIbHBIC TNICHOYHEIC TIpemaparthl (cocTaBsl 1, 2 1 7) obecneunBa-
JIM YPOBHH 3KCIIO3UINH JIEKCMEICTOMUINHA THAPOXJIOPUIA Y KPOJIUKOB, KOTOPBIC aHAJOTHYHEI B/B ITyTH BBEJIC-
HUS TIPY HOpMANIM3aIlUK 1o 103¢. Ha oCHOBaHWM CpefHel MAacChl )KUBOTHBIX 3,34 Kr B Tpymie 1, BBoguMas B/B
OonrocHas o3a coctabisuia okosio S5 Mkr. TITIK mist B/B BBeneHUs npenapaTa cocTaBiisuia 161 9-nr-mi B mccie-
JIOBaHUM Ha KPOJIMKAX, B TO BpeMs KaK CyOJHHTBAIbHBIC TNIEHOYHBIE MPENapaThl BBOIWIH JBaX bl Tipu f03e (10
MKT) nanu aBykpatHoe yBenuuenue MK (nmanazon 359-426 u-nr-mun) mo cpaBHEHHMIO ¢ B/B npenapatom. Crre-
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JIOBATENIbHO, JTOCTaBKa JEKCMEICTOMHUANHA THIAPOXJIOPHIA MOCPEACTBOM IUIEHOK O0OECHEeUMBAET IKCIO3HUIIMIO,
SKBUBAJICHTHYIO B/B JI03€.

[Ipumep 4.

dapMaKOKHHETHKA Y KPOJIMKOB (HCCIIeIoOBaHHUE 2).

Omnmcanne UCCIeNyEeMBIX KIUBOTHBIX.

Bun: Oryctolagus cuniculus.

HauanpsHbIit BO3pacT: COOTBETCTBHE C MAaCCOM.

ITon: myxckoit.

Iopona: HoBo3zenanmuckas Oemnast.

Hcxonnas macca Tena: ~2,9-3,9 kr.

IToBTOpE! Ha nedyeHue: N=8 Ha rpymnmy JO3UPOBaHUS, BCETO 64 KPOIHMKOB (HEMEPEKPECTHOE UCCIIEAOBa-
HHE).

WHTtepBan BEIMBIBaHHS: MUHIMYM 7 CYTOK BBIMBIBaHUSI.

MomeHTHI BpeMeHH 0TOopa 00pa3ioB KPOBH: 10 BBEACHUS N03EI, yepes 5, 10, 20, 30 muH, 1, 2, 4 u 8 4 mo-
CJie BBEICHUS JI03HI.

Jwu3aita nccrenoBaHus OBIT CIEAYIOMIAM: )KHBOTHBIX aHECTE3MPOBAIN M30(IypaHOM 10 BBEICHHS JO3HI.
CocraBbl 7151 T0O3UPOBAHMS BBOJIMIIM CYOJIMHIBAIBHO (C/JT) C TIOMOIIBIO TNICHKH WK Kanenb Precedex®, pacno-
JlaraeMbIX B CYOJMHTBAJIBHOM IPOCTPAHCTBE (IO HU30M S3bIKa KHBOTHOTO). MUKpOpa3MeIleHHbIE TUIEHKH B
Tpynmax J03UpOBaHUs HAHOCWIN CyONMHTBaIBLHO ¢ OykBoii "P", oOparneHHO#l k BepXy (BHE TKaHU CIM3UCTOU
0001109KN). JKUBOTHBIX B IpyIIe, Mojy4aBiIeil HHBEKIMOHHYIO 103y Precedex®, anecte3upoBany ¢ MoMOLIbIO
n3odurypana u Beoamin Precedex ¢ 0,9% NaCl mocpeacTBoM mimpuiia 1 Urisl 25-T0 Kaaubpa B KpalHIOW yIII-
Hy0 BeHy. OmnpenensTh 3aBUCUMOCTh OT BPEMEHW HAYWHAIM C pa3MelleHus uccienyemoro mpemapata (TO).
JKUBOTHBIX OCTaBIISTM aHECTE3MPOBAHHBIM M B CTEPHAIBHOM IOJO0XXEHHHM C TOJIOBaMH, MOJICPKUBACMBIMH B
Teuenne 30 MuH, 4TOOBI TapaHTHPOBaTh, 4T0 1032 TA He nepemecturcs (T0-T30). [Tocne neprona no3upoBanus
CYOJIMHTBaJIbHOE IPOCTPAHCTBO HE OBIJIO OYMINAIOCH, U )KUBOTHBIX BhICBOOOK A (T30).

OO0pa3upl KPOBH COOMPANIM Y KPOJIMKOB Yepe3 YIIHBIE COCYbI, SPEMHYIO BEHY WIN JAPYTHE MOIXOJSIIHNE
cocyibl MMOCPEACTBOM MPSIMOM MYHKIUU BEHBI, a 3aTEM MOMELIAIN B OXJIaXKACHHBIC MOJIUIPONUIEHOBBIE TIPO-
oupku, coxepxanmme K2EDTA B kadectBe aHTukoaryisHra. OOpasibl MOIAEPKUBAIA MPH OXJIAXICHUN Ha
NpOTSHKEHUH Beer 00paboTku. OOpasis! kpou HeHTpudyruposay npu 4°C u 3000xg B Tedenue 5 MuH. 3atem
IU1a3My TMEPEHOCHIN B OXJIAKACHHYIO MapKHpPOBAaHHYIO HOJMIPOIMICHOBYIO NMPOOUPKY, MOMEIIANIN Ha CYXOH
JIed ¥ XpaHWIA B MOPO3HIILHOM KaMepe, MoAIep)KuBaeMoi ipu Temmeparype ot -60 go -80°C.

OO6pa3Ipl TUTa3MBl.

O6pa31pl 1enbHOR KpoBH (~2,0 MIiT) cOOMpai y KPOJIMKOB Yepe3 SIPEeMHYIO BEHY HITH APYTOH IOIXOASIINH
COCYJl B COOTBETCTBYIOIINE MOMEHTHI BPEMEHH W MOMEIanu B Mpooupku, cogepkamme K2EDTA B kauecTBe
AQHTHUKOATyJISHTA, ¥ IEPEBOPAYNBAIN UX HECKOJBKO pa3 IUisi mepeMenBanus. OOpa3isl KpoBU HEHTPHUPYTHPO-
By ipu temrepatype 4°C npu 3000xg B Teuenne 5 MuH. Bce 00pasiubl mojiepKuBav OXJIaKACHHBIMU Ha
MPOTSHKEHUH Beel 00paboTku. [TomydeHHbIe 00pasibl IIa3Mbl MEPEHOCKITN B TIOJTUTIPOITHIICHOBBIE TPOOUPKH U
MOMEIIATH B MOPO3IWIBHYIO opmy ais momaepkanus ot -60 mo -80°C 1o mepeBo3kd B OMOaHATHTUYCCKHUC Ja-
GopaTopuu crioHCcopa JUIsl IPOBEICHHS aHAIN3A.

Juzaiin uccnenoBanus u napamerpsl @K a1 pa3nnyHBIX COCTaBOB NpelCTaBiIeHb! B Ta0. 28 u 29 coot-
BETCTBEHHO.
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Tabiuma 28
N300pakeH mu3aitH HEMEPEKPECTHOTO UCCIICTOBAHNUS

Hccnenyembrit Tumn nneHku Ne cocraBa Omnucanne
npenapar
Muxkpopasmeiensas | MukpopasmeruernHas | Moentuuneiit (C/n mienxa, comepskamast
-1 coctapy 12 no | 1,47 Mkr

KOMIO3ULIIH JIEKCMeIeTOMITIHA
Mukpopa3smenientas | Mukpopasmernennas | Unentnaneiii |C/n mienka, comepskarmast
-2 coctasy 12 no (2,94 mxr

KOMIIO3HLITH JIeKCMeIeTOMHU/IHHA]
Mukpopasmemennasi | Mukpopasmeriuensast [Maentuunsiit  |C/n mieHka, copep:karnast
-3 coctaBy 12 mo|5,88 Mxr

KOMITO3U LU JECKCMECICTOMUINHA
Muxkpopasmeinensas | MukpopasmeinenHas [Mnentidneiii  [C/n mieHka, comepskaimas
-4 coctaBy 12 mno|8,82 mkr

KOMIIO3UIMY | nekCMeneTOMUAHA
MononuTaas 1 MoHonuTHas Wnentuunbiii  |C/n mneHka, conepikarias

cocraBy 1 mo|5,88 mkr

KOMITO3UITUH JEKCMEACTOMUIHA
MoHonuTHas 2 MononuTtHas Unentuunsiii  (C/n mieHka, conepakaiuas

cocraBy 1 mo|8,82 mMkr

KOMIMO3U LU JEKCMENCTOMUIUHA
Precedex PactBop st Otanonnsle | C/n pactBop, comepkauiuit
(100 mxr/mi) /1 Kanemb c/n 100 MKI/MIT

KaILIN JIEKCMeIeTOMIIIHA

Precedex PactBop nns OranonHas |4 MKI/MIT
(4 Mkr/min) B/B UHBEKIIHU UHBEKLIUS | JeKCMeneTOMHUANHA

pPacTBOp ISt B/B MHBEKIIUH

[Pesynbrarsl nepuona 2 (MUHUMYM 7-CYTOK BBIMbIBAHHS)

Precedex PactBop nns OranonHas |4 MKI/MIT
(4 mxr/mi) B/B UHBEKIINHA MHBEKIIHUS NEKCMENETOMUANHA

pAcTBOp [Isl B/B HHBEKLIUH
Precedex PactBop nns OranonHas |4 MKI/MIT
(4 Mxr/min) B/B HHBEKLIUH WHBEKLIUS IEKCMENETOMHUANHA

PACTBOD JUIs B/B HHBEKLIUH
Precedex Pacreop 1 OtanonHas |4 MKI/MJI
(4 Mkr/min) B/B MHBEKIIN UHBEKIUS | IEKCMeIeTOMIIIHA

PACTBOP ISl B/B HHBEKLIFH
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Tab6muma 29

N3006paskeHbl cpeiHre apUPMETHICCKIE 3HAUCHUS PE3yIbTaTOB (PapMaKOKHHETHUCCKUX UCCIICIOBAHHMN OT C/JT
BBEJICHUS JIEKCMEACTOMHIMHOBBIX IJICHOK M mpenapara Precedex®

[Mapaser | Muxpopas | Mukpopazm | Muxpopasm | Mukpopassm | Monoaut | Modonut | Prece

pb! MeCUICHHAs CMICHHAA ClICHHas CLICHHAR Has Has dex
nacHka 1 nncuka 2 nacHxa 3 nncHka 4 naeHka | | nnenka 2 c/n
C/n Cin Cin Cin Cin Cia
TIEHKa, nIeHKa, NJeHKa, TUICHKA, TUIeHKaA, nAcHkKa,

cojepKaul | coaepxkaul | coaepxaut | coldepaaul | colepwa | coacpka
an 1.47 an 2,94 as 5.88 an 8.82 wad 5.88 | was 8,82
MKT MKF MKr MKT MKF MKT

ACKCMCACT | ACKCNCACTO | ACKCMCACTO | ACKCMCICTO | JACKCMEAC | ACKCMEAS

OMHIMHA MHIHHA MILTHHA MHIHHA | TOMHIHHA | TOMMIMHA
Aoza 0471 0.939 1.79 2.65 183 270 27
(MKr/KT)
Cmax 0.157 0.112 0.119 0315 0.142 0.205 0.290
(Hr/mn)
Tmax (4) 1.06 136 0.833 1.25 0.667 0.688 0.396
MIMKnoc 0.145 0.094 0.206 0618 0.224 0344 0335
a.
(qrHF/s)
Cmax/a0 0.333 0.119 0.066 0.119 0.078 0.076 0.107
3y
MMKnoc 0.308 0.100 0.115 0.233 0.122 0.127 0.124
nJ/aozy
F% 110% 522% 70.5% 83.4% 63 4% 45.6% H2%

2 F% paccuyuThIBa M C WCIMOJB30BAaHUEM WHAMBHUIYAILHBIX TAaHHBIX B/B BBEIACHHS JKHUBOTHBHIM B Ka4eCTBE
MIEPEKPECTHOTO UCCIIETOBAHUS.

Pe3ynbTaThl: cUCTEMHAS KCTIO3UIHSI IEKCMEIETOMUIMHA TTOCIe CyOTMHTBAIBLHOTO TO3UPOBAHUS ITOKa3alia
YUCJIOBYIO TEHACHIIMIO JJIs1 00Jiee BRICOKUX YKCIIO3HIIMIA TPH MOBBIMIEHHBIX 032X OT MUKPOPa3MEIEHHBIX MaT-
PUYHBIX TICHOK 2, 3 U 4. Mukpopa3MelIeHHas MaTpudHas TuleHka 1 mokasana 6osiee BRICOKHE 3HAYCHUS, YeM
nportopuroHANbHbBIE C o,y 1 [TTTK o, TTO CpaBHEHHIO ¢ MUKPOPa3MEIICHHBIMU MaTPUIHBIMH TICHKaMu 2-4. Mo-
HOJIUTHBIC TUICHKU | W 2 MoKa3aid MPUONIHM3UTENBHO MPONOPHUOHANBHOE 03¢ YBeMWICHUC Co U TTIK o
CucTeMHasi SKCIO3HIHUSA JEKCMEISTOMHUINHA TIOCIE CYOIMHTBAIILHOTO O3HPOBAHUS MOKa3alla YHCIOBYHO TCH-
JICHIIMIO TSl O0Jiee BBICOKUX 3KCIIO3UIHHA MPH MOBBIIICHHBIX J103aX OT MHUKPOPA3MEIICHHBIX MATPUYHBIX TICHOK
2,3u4.

Mukpopa3MelleHHass MaTpUYHAs TUIeHKa | Toka3ana 0oiee BBICOKHE 3HAYCHUS, YeM MPOMOPIIMOHATBHEIC
Cinax 1 TITK ;. TO CpaBHEHUIO ¢ MUKPOPA3MEIIEHHBIMUA MAaTPHYHBIMHE TICHKaMU 2-4. MOHOJMUTHBIE TUICHKH | 1
2 moxazajay MPHOIU3UTENLHO MpornopuuoHaIbHOe no3e yBemudeHue C. 1 [TK o,. [TonydeHnple 3HaUueHUS
F% nnst c/n mnenox moka3anym 6ojiee BRICOKHE Pe3yIbTaThl 10 CPaBHEHHIO C Jo3upoBaHueM c/1 Precedex. Muxk-
popa3MeIeHHbIe MaTpUYHbIe TWIeHKH | 1 4, KoTopsle mokaszanu B 2,5 u 1,9 pa3za 6onee Beicokue F% mo cpasHe-
HUIO C JTIo3upoBaHueM c/II Precedex, 9To MOXET OOBACHATHCS OTCYTCTBHEM INEPEKPECTHBIX NaHHBIX 10 B/B BBE-
JIEHUTO JJIS1 )KUBOTHBIX B OTHX TPYIIaXx.

ITpumep 5. OnieHKa MIIEHOK.
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Tabmuma 30
CoctaB 12 OlleHEeH N0 pa3TUYHBIM TapaMeTpaM, BKIFOUas HCCICIOBAHUS CTA0IILHOCTH U PE3YJIbTaThI

TTapamerpbl Onmcanvie Cocras 12 Cocras 12
Jo3za (MKr) 10 mMkr 20 MKT

3eneHas MPSMOYTOJbHAS
Brewnuit Bug TOHKasl TUleHKa ¢ omHuM | COOTBETCTBYyeT CootBeTcTBYET

CHHHM IIAITHOM

IMupuna: 22 mm£1,5 Mm Mupuna - 22,2

p ] Mupnna - 22,3 Mmm P ?

Pa3mep (Mm) Jmnaa: 8,8 MM£0,5 Mm MM

Jnuna - 9,2 Mmm

JnuHa - 9,1 MM

Ananus (%)

90%-110%

105,3%

101,0%

OpnHOpOAHOCTD
JO3HPOBKU
(cpenmee)

(%)

USP<905>

Cragus  1-10 w3 10
obpasioB AV <15
Cranus 2 (pu
HeoOxonumoctr) - 30 u3
30 obpasuos AV <25

Cpenuee (10)
105,8%

AV:10

Cpennee
99,4%
AV:7

(10)

PoncrBeHHbIE
MIPUMECH

T'unpoxcuMeneToMunuH
(1-(2,3-
auMmeTunaMuHodeHun)-1-
(1H-nmunaszon-5-mn)
sranon) < 1,0%

H/O

H/O

N-
BeH3uIrnapoKCHMENETo-
mvuus  (1-(1-6ensmn-1H-
umMraa30d-5-mn)-1-(2,3-
TUMETIII(EHUIT)3TAHO)
<1,0%

H/O

H/O

Orinmeneromuans (5-[1-

H/O

H/O
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2.3-

JuMeTHUnaMuHoQeHmn)-

stui]-1-3tun-1H-

nmupazon) <1,0%

N-bensunmeneToMuauH

(1-6en3un-5-[1-(2,3- H/O wo

IUMETIII( SHIT )3T |-

1H-umunazon) <1,0%

N-beH3unBUHUIOBBIN

aHajor  (1-OeHsun-5-[1-

2.3- H/O H/O

JUMETHII(ESHIIT)BUHII |-

1H-umuzgazon) <1,0%

JIroboit

HEeY CTaHOBJIEHHBIH H/O H/O

MPOAYKT Jerpajanum

<1,0%

Obmee cofiepKkaHue

nponykTtoB  aerpagaunu | 0,0% H/O

<5,0%
PactBOpenue (Q>80% 3a 15 MuHyT) 104.2% 102,3%
Bpewmst pacniageHust (USP<701> ne Gomee 3 CooTsercTayer CooTsercTayer

MHHYT)
IpouHoCTb HA pa3psbIB | - Cpennee (n=3): | Cpenuee  (n=3):
(D 605,891 r 503,286
Myxkoanresus (r) -- Cpennsist  mmkoBasi | CpenHsisl mHKOBast
(cpenmsist MTHKOBAsI cuna (n=3): | cuna (n=3):
cua) 436,011 r 105,937 r
Mykoaaresus  (r*c) | -- Cpennsist ITIK | Cpennee TITIK
(cpennss IITIK) (n=3): 21,739 r*cex | (n=3): 4,702 r*c
AKTHBHOCTb BOJIBI <0,75 Ay Cpennee (n=3): | Cpennee  (n=3):

0,44 0,37

Obmee KOMMHCETBO | 50 KOE/mnenky | <200 KOE/metky

MHKpOOpraHusmMos <200

KOE/miey (10 nnenok) (10 nnenok)

Beero CYMMAPHOE HHCIO | KOE/mnenky | <20 KOE/mnenky
Muxkpobuonorudeckas | Apoxoked U IIECH. (10 nteroK) (10 rteroK)
YHCTOTA rpubos <20 KOE/mneHky

Pseudomonas aeruginosa H/O H/O

OrcyrerByer/10 eguHuL

Staphylococcus  aureus H/O H/O

OtcytcrByer/10 eguHuL

Jlanuble 0 cTabMIBHOCTH: cocTaB 1 (MOHONMTHAS TUICHKA) M cOCTaB 12 [MUKpopa3MelleHHass MaTpUIHAS
wieHKy (60 MKT)] ymakOBBIBIN IO OTACIHLHOCTH B TaKeThl U3 Goabru. [IMIeHKH HCIIBITHIBATN Ha CTAOMIBLHOCTD,
ToJIBEprasi yrakoBaHHbIE TUICHKH BO3aeHCcTBUIO Temmeparyp 25 u 40°C. Uepe3 6 MecsIeB OIEHUBAIN TUICHKH B
OTHOIIICHUH PA3IMYHBIX TTapaMeTpoB. Pe3ynbTaThl npeacTaBieHsl B Ta0l. 31 u 32.
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Tabmmma 31
[IpencTaBneHs! JaHHBIE O CTAOMIBHOCTH JJISI MUKPOpa3MEeLleHHOH MaTpHYHOM TUIeHKH (cocTtaB 12)

CyOamHranisnas nacuka ¢ 60 MKT ACKCMEICTOMIINEA

MUKPOPAIMCUICHHAN ILTCHKL X Muxpopaim TUKCHKA, Xp
Mapamerpu  [Oniscanye upH npw
25 °CI60% OB 40°C{15% OB
1] MCCALCH L MCCAUCE MecHaua 6 MECR1lA 0 MECRUCH 1 MeCaUCR MOCRLD i MECAL|
Bucwnuii s [3eaenas K'ooreerers Cooteeret [Coorser [Cooteete [Cooteetet [Coorecrere [Cooreere [Cootaer
DPIMOYTOIBHAS [yeT ByeT CTBYCT  [TRYCT RycT yer [rayct krayer

FLHHKR € OHHM)
ISTHOM

Anan P0°o-110°s  [100.6°  PB8.2% 102.3% P9.4%.  [L00.6°  [102.2° P8.8%  pd4.3%
Poacvecime  [mapoken- H/O H/O H/O H/AQ HAO H/O H/O HO

P PHMOECH MCACTOMHIMN

K 1%
[N~ H/O H/Q O HAY HAO H/O H/O HO

[BenInaruapoK:

1-MEICTOMHINY
K 1%
[Fa- H/O H/O IH/O HAY HAO H/O HAO HO

PMCICTOMMHINN

E 1%
[N-Benmn- H/O H/O I/ H/AO HO H/O H/O HO
MeICTOMBIMH <|
1°0

[N- H/O H/O WO HO HO H/O HO H/O

BB HILTOB)

b1 anator<
1°6
loboii H/O H/O IH/O HAO HO H/O H/O HO

ICYCTaHOBICHH

B npoysT
herpazaumn <
1%

Owee 0% 0es 0% 0% 0o o 0o e

keacpxamie
npoaykros
herpaaausn £
5%
Pacteopeune Q2 80Me 1 15 P7.1% D7.0% P48 P9.6°% P11% B5.2%, P3.8% P6.1%
hassH
Pacnaseuue  JUSP <701>ne 36-169¢  B9-122¢ P49T7c P-36¢c  P6-169c P0O-107c  P6-107c¢ P-31c¢

poce 3 MeH
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NpounocTs  Hal- H76.230r [B26415r 343996 P20.074r B76.230r MH13.866r P2.133r BT735¢
paspue Ir
Mykoatrewns [k 510173 (1100107 B0 [76R15 1 [S10073r |198.586 7 [P34.896 r 4,687 ¢

nng 31,307 r*c M.839r%c [3.583 H.024r% P1307 1% 10,158 r*c [13.046 [.424

Ir*e F*c r*c

AkTiBHOCTE  [€0.75 - .44 D.39 0.41 0.4 0.4 040 0.38 .43
Bo1n
Miuxpobnoaorn 6uiee Cooteetcte H/Ql K/ H/A Cootscrer [H/ H/N M/
HECKAs YHCTOTA KOIHYECTBO  fyCT pyeT

Rypobuwx

MHKDOOPrais

OB

<200

KOE/menxy

D6wee Cooreetcrs H/L IH/ T H/H Cooraerer [H/J1 H I H

kCyMMapHOe yet ByeT

KOIHUCCTRO

lpoacaeii n

faech, rpubon

K20

KOEMmienxy

[Pseudomonas  Cooteerers UL H/ T H/I Cooracter [H/]] H/ H/1L

peruginosa yeT ByeT

Ortcyrersyer/10]

ST

[Staphylococcus ICootseters H/IL H/J1 H/ Cootactet [HAL H/L H/

jpureus et pyeT

Oreyrerpyer/ 1]

AHMHIL

Tabiuma 32
IIpencraBneHb! TaHHBIC O CTAOMIBLHOCTH JJI1 MOHOJUTHOM TUICHKHU (CXOIHBIC C COCTABOM 1, pa3iIH4HBIC IO J103€)

CybnuHrBajpHas mieHka ¢ 60 MKT IeKCMeIETOMUIMHA
ITap MoHonUTHAsA NJIEHKa, XpaHuaach NpH | MOHONUTHAS MIIEHKA, XPaHUIIACh IPU
a- Omuca | 25 °C/60% OB 40 °C/75% OB
MET | HUE 0 1 2 6 0 1 2 6
pHI MECSIE | MECSIe | MeCsALla | Mecsla | Mecsie | Mecsle | Mecsla | Mecsiia
B B B B
BHeurxuii 3enena | 3enena | 3enena | 3enena | 3eneHa | 3emeHa | 3esiena | 3eneHa
BU]I st s s st i s st s

NpsIMOY | NPAMOY | OPsIMOY | MPSIMOY | IPSAMOY | IPsIMOY | MPSIMOY | IIPSMOY
roJibHa | rojbHa | FOJIbHA | FOJIbHA | rONbHA | FOJbHA | FOJIbHA | TOJIbHA
s s i i s s s i
TOHKasl | TOHKas | TOHKas | TOHKas | TOHKas | TOHKasl | TOHKas | TOHKasi
MJIeHKA | UIEHKA | MJIEHKA | MJIeHKA | MUIEHKa | MJIEHKA | MJIeHKA | TJIEHKA
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Amnanuz 89,4 He 88,0 85,6 89.4 77,0 71,8 71,9
MPOBOX
MJIOCH
PoncTBeHHbBI
¢ MPUMECH
Tunpokcume | H/O He H/O 0,3 H/O 0,7 0,5 0,3
IETOMHUANH MPOBOX
HJIOCH
N- H/O He H/O H/O H/O H/O H/O H/O
bensunrunp MIPOBOJ
OKCH- MJIOCH
MeIeTOMUIH
H
Ortunmenero | H/O He H/O H/O H/O H/O H/O H/O
MUIUH MPOBOA
HIIOCH
N- H/O He H/O H/O H/O H/O H/O H/O
Benzunmene MPOBOJ
TOMUINH HJIOCh
N- H/O He H/O H/O H/O H/O H/O H/O
Ben3unBuHu MIPOBOJ
JIOBBIH HJIOCh
aHaJor
Heycranosn | H/O He H/O H/O H/O H/O 0,2 0,8
CHHasl MPOBOX
npumech A HJIOCH
(BUHHIMEnE
TOMHJIVIH)
Obrmee 0,0 He H/O 0,3 H/O 0,7 0,7 0,8
KOJTHYECTBO MPOBOL
npumecei HJIOCH
Pacteopenu | 87,1 He H/O 64,7 87,1 71,1 H/L, 79,4
e MPOBOL
yepes 15 HJIOCh
MHUHYT
Pacnagenune | 35,00 2433 19,00 17,00 35,00 8,33 10,00 11,30
(©)
Tlpounocts | 482,27 | 472,37 | 662,84 | 428,79 | 48227 | 183 14,22 14,46
Ha
pacTskeHne
()
Myxkoanresu | 1646,8 | 1004,6 | 12287 | 882,54 | 1646,8 | 836,64 | 791,90 | 762,82
s (1) 5 7 2 5

BrIBoI: MHKpOpa3MeIlieHHBIC MATPUYHBIC TUICHKH, KaK MOATBEPIKICHO MPUMEPOM cocTaBa 12, Gonee cra-
OWJIBHBIMH, YeM MOHOJIUTHBIC TUICHKH, KaK MMOJITBEPXKACHO MPUMEpPOM cocTaBa 1, mpu xpanenuu npu 25°C u
40°C B TeueHue 6 MecsILEeB.

[pumep 6. PanmomMu3upoBaHHOE, OMHOCTOPOHHE CIIETOE, TIANe00-KOHTPOIUPYEMOE UCCIICAOBAaHUE (ha3bl
1 ¢ OHOKpPATHBIMH BO3PACTAIOIIMMH J03aMHU OIpEACICHUS (papMaKOKHHETHKH, OS30MaCHOCTH U IIEPSHOCUMO-
CTH IEKCMEIETOMHUIMHOBOW CyOIMHTBAaILHOM TJICHKH (cOCTaB 12) y 3M0POBBIX B3POCIBIX JOOPOBOJIBIIEB.

OT10 OBIIO PAaHIOMHU3UPOBAHHOE, OJHOCTOPOHHEE CIIETNOe, IUIAre00-KOHTPOINPYEMOEe, ¢ OJHOKPATHBIMHU
BO3PACTAIOIINMHE JT03aMH HCCIIeOBaHHE (apMaKOKHHETHKH, 0€30IacHOCTH M MEPEHOCHMOCTH ¢ 4 rpymnmaMu
JIO3UPOBAHUS HA 37I0POBBIX B3pOCibIX (18-65 yteT) My>kunHaX ¥ KeHIIUHaAX. [I[pOTOKOJ UcciemoBaHus ObLT pac-
CMOTpEH M 0J00peH B MHCTUTYITMOHALHOM HaOJIOAaTeIhbHOM COBETE MCCIIEI0BATEIbCKOTO(HX) IEHTPA(0B). DTO
UCCIICIOBAaHUE TPOBOAWIM B COOTBETCTBUU ¢ XEIbCHHCKOW aekiaparied m Hamrexamumu KIMHUYECKUMU
npaktukamu (GCP) ICH.

Yetsipe (4) M03BI OLCHUBATH HCXOMS W3 Tpex a03 ieHok 10 mkr, 40 Mkr u 60 mkr: 10 mkr, 20 Mkr (2
wieHku x 10 mkr), 40 MkT 1 60 MKT B Koropte 1, 2, 3 1 4 COOTBETCTBEHHO. BCe COOTBETCTBYIOIIHE KPUTEPHUIM
YYaCTHHKH, KOTOPHIC paHee MPOILTH CKPUHUHT, IPUOBIBAIA B OTACIcHHE KIuHMYeckux uccienopanuii (CRU)
3a JIeHb JI0 MOCTYIUIeHNs! 1 6a3oBoi oneHku. Mx nmocensuin B CRU B teuenue 4 cytok (neus -1, 1, 2 u 3) u BBI-
MUCHIBAJIA HA JICHb 4, U B TEUYCHUE 3TOTO BPEMCHH OHU HAXOJWIUCH MO MEAUIMHCKUM HaOmoneHneM. OIeHKY
nepest MoJIy4eHUEM J03bl BCEX YYACTHUKOB BBINMOMHAIU puMepHo Mexay 07:00 u 09:00 u mocne B ronofgaHus B
TEeYCHHE HOYM 0 MEHbIIeH Mepe 8 4. YdyacTHUKaM JaBayid CBOOOIHBIN JOCTYIT K MMUTHEBOUW BOJE IO IO MECHb-
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el Mepe OJJHOTO Yaca JI0 BBEJCHHS 03Bl BCTaBIsUTH BEHO3HBIH KaTeTep Ui TOTo, YTOOBI 00eceduTs 0TO0p
npo6 mis OK. B Havanme kaxmoil cecCUu MCCICIOBAHUSA OJHOKPATHYIO J03Y JACKCMEICTOMHIUHOBOW CYOIIH-
TBaJIBHOM IJIEHKH (COCTaB 12) BBOAWIN CYOJIMHTBAIBHO JIOMYIICHHBIM K WHGOpMAIUU repcoHaioM. Jlekcmene-
TOMHUIHHOBYIO CYOJNMHTBaJbHYIO IUICHKY YACPKHUBAIN B CyONMHTBaJIHHON MOJOCTH A0 pacTBopeHus. OIeHKH
MIPOBOJIMIIMCH KaXK/Ible 5 MUH B TE€UEHHE MEPBBIX 15 MUH, a 3aTeM Kaxknaple 15 MUH JuIs onpeaeneHus BpeMEHU
pactBopenus 1meHku. OtcnexuBanu nokaszarenn OKI, AJl W HachIIeHWs KUCJIOPOIOM COTJIACHO Tpaduka.
YyacTHUKaM pa3pemany MUTh BOLY IO JKEJaHMIO0, [0 MEHBIIEeH Mepe depe3 | Jac mocie BBeJeHNS JICKapCTBEH-
HOTrO cpenctBa. CTaHIApTHBIC MPUEMBI IMUITH TTpeaiarain TpuOIu3uTeNbHO Yepe3 4, 8 u 12 4 mociie mo3upoBa-
HUS C JICKCMEICTOMUIMHOBON CyONMHTBaIbHOM TuIeHKOM. [Tocne oTOopa 00pa3IoB mia3Mel B TeueHHE 24 4acoB
MOCJe BBEACHHUA NO3BI JIEKCMCACTOMUIMHOBOW CYOJNMHTBANBHOW TUICHKH MPOIOJDKAIM BBIMOJHEHUE OIICHOK
0e30TMacHOCTH M TIEPEHOCUMOCTH 10 yTpa JHA 4 (JIeHb BBIITUCKH), M CHOBA MOBTOPSUIM HA NIeHb 5, neHb 7+l u
neHb 1412, O0pasmbl KpoBU OTOMPAII HETTOCPEACTBEHHO Tepe] BBEACHUEM 036l (ICXOAHBIN ypOBEHB) U Yepes
5, 10, 20, 30, 60, 90, 120, 180, 240 mMun. [JomomHUTEIBHEIE 00pa3IBl KPOBH 0TOMpanu yepes 5, 6, 8, 10, 12 u 24
YacoB TIOCJIC BBSACHUS JTO3BI IS TMTOJTyYSHHUsI, B 1IeJIoM, 16 MOMEeHTOB BpeMmeHu oToopa K oOpasios.

KonuvecTBO y4aCTHUKOB.

B wmccienoBaHnU OLICHUBAIK YBETUYCHHUE 103 JCKCMEICTOMUINHOBOM CYOIMHTBaIbHON TUICHKH (COCTaB
12) B 4 xoroprax 3J0pOBBIX B3pOCJBIX YYaCTHHKOB. B mepBhIX AByX Koroprax (koropra 1 m koropTta 2), BKIIIO-
gaiu ABeHaAnaTh (12) HOBBIX YYAaCTHHKOB Ha KOTOPTY, PAaHAOMHU3HPOBAIN B COOTHOIICHHUH 2:1, T.e. 8 yenmoBek
MOJTY9aJTi IEKCMEIETOMUANHOBYIO TUICHKY U 4 TIOTyYajH IJICHKY IUIaneo.

Y4acTHHUKH, KOTOPEIE MTOTyYaJld aKTHBHOE JICUCHUE U 3aBEPIIIIIN JICYEHHE B KOTOpTe |, T.€. He MpephIBaIn
WA HE TIPEKpaIlajii, NoTyJail akTUBHOE JieueHHe B Koropte 3. B momonHeHne kK y4acTHHKaM, KOTOpBIE TIepe-
XOJHIN M3 KOTOPTH | B KOropTy 3, mIeCTh HOBBIX YYAaCTHHKOB OBUIM BKIIIOYEHBI B KOTOPTY 3. AHAIIOTHYHBIM
00pa3oM, YIaCTHHUKH, KOTOPBIE ITOTyYaId aKTUBHOE JICUCHHE U 3aBEPIIIIIN JICUSHUE B KOTOPTE 2, T.€. HE IPephI-
BaJIM WJIM HE TPEKpaIllalii, MOJyJald aKTHBHOE JICUeHHE B Koropte 4. B gomoiHeHue K y9acTHHKAaM, KOTOPBIC
MIEPEXOAMIH U3 KOTOPTHI 2 B KOTOPTY 4, MIECTh HOBBIX YYACTHUKOB OBLIH BKIFOYCHBI B KOTOPTY 4.

Y4acTHHUKH, KOTOPBIC MPEKPATIIIN TpUeM Tuiariebo B koroprax 1 u 2, ObUTH 3aMCHEHBI MAI[UCHTAMHU IS
MOJyYeHHUs Tiane0o, mocjie UX Mepexoia, T.e. B cliydae KOTJa YYaCTHHKH IDIane00 BBIOBUIH MPH MEPEXOje U3
KOTOPTHI | B KOTOPTY 3 WJIM M3 KOTOPTHI 2 B KOTOPTY 4, TOOABISUTUCH JOMOJHHUTEIEHBIC HOBBIC YYACTHUKH IS
YBEIMUYEHUS 00IIEro KOJUIECTBAa YIACTHUKOB JI0 YeThIpex (4) JenoBek B Ipymmax mianedo KoropTsl 3 U KOrop-
THI 4.

Kpurepuu BriTtoueHus.

1. 310poBbIE MYXXYHHBI ¥ HeOepEeMEHHBIC MAIUEHTKH/HE KOPMSIIIE TPYAbIO KEHIIUHBI B BO3pacTe OT 18
1o 65 neT, BKirtodast 00e KaTerOpHH.

2. Y4acTHUKH, KOTOPBIE OBLTH CITOCOOHBI JaTh MUCHbMEHHOE MH()OPMHUPOBAHHOE COTJIACHE HA y4JacTHe B
UCCIICTOBaHHH.

3. Y4acTHHKH, KOTOpBIE UMeMH Maccy Tena >50 kr ¢ mHmekcoM macchl Tena (MMT) B nuamazone 19-30
KI/M”, BKITIOUast 06¢ KaTerOpHH.

4. YyacTHUKY, npomienue GU3nKaabHOe 00CIeAOBaHIE W MMPOBEPKY KU3HCHHO BaXKHBIX ()YHKIIUN, KOTO-
phie omnpeneneHbl Pl vy yrmoTHOMOYEHHBIM COTPYTHHKOM HaXOISIIUMUCS B MPEesiaX HOPMBI.

5. Y4acTHUKY, pe3yNbTaThl KIMHHYCCKUX Ja00pATOPHBIX TECTOB KOTOPHIX (IIOJHBINA aHAINU3 KPOBU, XUMHU-
YECKHI aHAIN3 KPOBHU M aHAJH3 MOYH) HAXOAWINCH B MPEeIax HOPMBI WU SBJSUTUCH KIIMHUYCCKU MPHEMIIEMBI
Just PI wny yrioTHOMOYEHHOTO COTPYAHUKA.

6. YJacCTHHWKH, KOTOPBIE ObUTH MOCTATOYHO (U3MUYECKU 3J0POBHI IS MOTYISHUS C/JT T03bI JEKCMEICTOMH-
JIMHOBOW CYOJMHTBAILHOM TUICHKH M TIEPEHOCST COHIMBOCTD, 10 MHEHHIO Pl Mim yrmoJITHOMOYEHHOTO COTPYIHHU-
Ka.

7. Y4aCTHHKH, KOTOpBIE OErI0 TOBOPHIIN Ha aHTIMHCKOM M UMENTH BOZMOXKHOCTh TIOHUMATh TUCEMEHHBIE 1
BepOabHBIE IPOTOKOJIHHBIE TPEOOBAHMS HAa AaHTITMHCKOM S3BIKE.

8. YyacTHUKY, KOTOpBIC JKETalll U OBUTH CIIOCOOHBI HAXOMUTHCS B OrpaHnmdYcHHBIX ycioBusx B CRU B Te-
YCHHE MPUOIU3UTEIBHO 4-5 MHEW Ha KOTOPTY MO3MPOBAHUS M COONIOIAIOT CXEMY HCCICIOBaHUS U TPCOOBAHHS
UCCIICTIOBAHMS.

9. Y4acTHHUKH, KOTOPBIC MOJIYYIIN HAJC)KHBIA BHYTPUCOCYIUCTHIN JHOCTYIH, W3 KOTOPOTO OBLT OTOUpaH
00pa3IBl KPOBH.

10. My>K4HHBI, €CIT OHH HE Ba33KTOMHHH3UPOBAHbI, TOJDKHBI JaTh COTJIACHE Ha WCIIOJB30BaHUE IMpe3ep-
BaTHBA CO CHEPMHUIIMIOM HJIM BO3JIEPKAThCA OT IOJOBBIX CHOIICHHH BO BpEMS HCCIICAOBAHHS M B TEUEHHE 3
MECSIIIEeB MOCIIe MPEKpaIleHHs IpreMa JICKapCTBEHHOTO CPE/ICTRA.

11. YgacTHHK MY>CKOTO IT0JIa HE JOJDKEH OBITH JOHOPOM CHEpMBI, HAYMHAS CO CKPUHHMHTA W B TCUCHUE
BCETO IEepHoJia NCCICAOBAHMIS, a Takke B TeueHHe 90 qHEl mocie MmocaeIHer0 BBEICHUS HCCIeIyeMOro JIeKap-
CTBEHHOTO CPEJICTBA.

12. JInsg y4acTHUKOB >KEHCKOTO IOJIa C JCTOPOIHBIM IMOTCHIIMAJIOM YYAaCTHUK IIOJDKEH OBITh COTJIACCH
MPaKTUKOBATh KIMHUYECKH MPUHATHIA CIIOCOO KOHTPOJIS pOKICHUS HE MeHee yeM 3a 30 IHe# 10 mepBoro BBe-
JICHHS UCCIIEAYEMOTO TIperapara, BO BpeMs UCCICIOBaHUA U B TeUYCHUE Mo MeHbIned mepe 30 mHel mocie mo-
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CJIC/THEH 03Bl HCCIIEYEMOT0 TIpenapaTa.

13. Jlnst sxeHyH 0e3 1€TOPOIHOTO MTOTEHIMANIA YYaCTHUK OBUI XHUPYPIUYECKH CTEPHIN30BaH (T.€. MogBep-
TaJicsl THCTEPIKTOMHUH, ABYCTOPOHHEH OBAPUIKTOMHUH WM TEPEBSI3KU MAaTOYHBIX TPYO) MM B COCTOSTHIHM MEHO-
nay3sl (TI0 MeHbIIe Mepe 1 Toj 6e3 MeCIYHBIX), 9TO OATBEPKAeHO ypoBHAMHU DCI .

Kpurepuu ucknroyeHusl.

1. Y9acTHHKH C aHAMHE30M aJUIEPTHYECKON PeaKIHy FIIM HEMePEHOCHMOCTH HCCIIEAYEMOTo JIEKapCTBEH-
HOTO CpPEZICTBA MM POJCTBEHHBIX MPHMeceil 1 J06aBOK.

2. Y4acTHUKH C aHAMHE30M XHPYPTHUECKOH Omepanny B TeUeHNE 4 HeJeJIb CKPHHUHTA.

3. Y4acTHUKYM ¢ aHAMHE30M 3HaYUTEIEHOTO TPABMAaTHYECKOTO TIOBPEXKICHUSI TOJIOBHOTO MO3Ta.

4. YY4acTHHKH ¢ aHAMHE30M 3aBUCHMOCTH OT AJKOTOJIS WM OT JICKAPCTBCHHBIX CPEACTB MO KPUTCPUSIM U~
ArHOCTHYECKOTO M CTaTUCTUYECKOTO PYKOBOJCTBA MO MCUXMYECKUM paccTpoiicTBaM [V B TeueHHe 6-MecsIaHOTO
HepHro/ia 10 BKIIOYECHHUS B UCCIIEJOBAHHE.

5. Y4acTHHKY ¢ aHAMHE30M HAIMYHS KIMHUYCCKU 3HAYUMBIX TICHXHUYCCKUX 3a00JICBAaHUN 3aJICPKKU YMCT-
BEHHOTO Pa3BUTHS, IOTPAaHMYHOE PACCTPONHCTBO JUYHOCTH, TPEBOKHOI'O PACCTPOMCTBA WIIM OPraHUYECKOTO MO3-
TOBOTO CHH/IPOMA.

6. YYacTHUKH C aHAMHE30M OPTOCTAaTHYECKON THIIOTEH3HH (T.€. YCTOHUYMBOTO CHIKCHHS CHCTOIMYECKOTO
AJl (CAl) mo mensInei mepe 20 MM pT. cT. uin auactonndeckoe AJl (IAJ]) 10 MM pT. CT., WIK U TO U APYTOE,
B T€UCHME 3 MUH CTOSIHHS HJIW TIOJIOKEHUS ¢ TOJIOBOW BBEPX JIO IO MEHbIeH Mepe 60° B Ha HAKJIOHHOM CTEHJIE)
1 BBICOKHMH TOHYC OJTy»IaIOIIeTo HEpPBa.

7. Y4acTHHKH, KOTOPBIE PETYJSIPHO MOTPEOISA0T OONBINNE KOJWYECTBA KCAHTHHCOJEPIKAIINX BEIIECTB
(1.e. Gonee 5 wanrek Koe MM HIKBUBAJIEHTHBIX KOJIMUECTB KCAHTHHCOIEPIKAIUX BELIECTB B JEHB).

8. YuacTHHKH, KOTOpBIE OBUIM Ha TOICPKUBAIOIINX MPEIapaTax, KOTOPbIC MOTYT HHTHOMPOBAThH WM WH-
nymupoBathb pepmeHT CYP2A6, 1 ipyrux npenaparos, Kak yKa3aHo B IpHIIoXKeHHH 15.1.

9. Y4acTHHKH, KOTOPBIC TOIYYaIn JEKCMEICTOMUINH WIH JPYTUe anb(a-2-arOHUCTHI B Tipeaenax | Heme-
JIM OT JaThl UCCICIOBAHMUS.

10. Y9acTHUKY, y KOTOPBIX KIMHWYECKH 3HAYMMBIC IPUCTYIIB alTHO? BO CHE WJIM XPOHHYECKas 0OCTPYyK-
THUBHAsI 00JIE3Hb JITKUX WJIM aCTMa B aHAMHE3E.

11. Y9acTHUKH ¢ CyHITAAAIBHON CKIIOHHOCTRIO TT0 perieHnto Pl nim ynoJTHOMOYEHHOTO COTPYIHHUKA.

12. Y4acCTHHKY ¢ aHOMAJIBHBIMU pPe3yJIbTaTaMHi KIIMHUKO-TA00paTOPHBIX aHAIN30B (B TOM YHCJIE TIOJIOXKH-
TenpHBIe Ha renaTuT B, renatut C, BUY), eciii 0HM He W3TIEYECHBI 10 COCTOSIHHSI PEMHUCCHH.

13. Y4acTHUKH C aHOMAJIbHBIMHU TIOKa3aTeNIsIMU KH3HEHHO BaXXHBIX (PyHKIMIA 1o pemreHuto PI wim yrmos-
HOMOYEHHOTO COTPYIHHKA, €CIIN OHH HE M3JICUYEHBI IO COCTOSIHUSI PEMUCCHH.

14. YyacTHUKYM OBIIM BKIJIIOYEHBI B €IIe OJHO KJIMHWYECKOE HCCIe0BaHNue (HanpuUMep, J1a00paTopHas HilH
KIIMHUYECKasl OIICHKA) WIIM MOJTydallld HCCIielyeMoe JIEKapCTBEHHOE CpeACcTBO B mocienune 30 nHel (Wi B Te-
YeHHUE 5 epHO/IOB MOTYBBIBEACHHS HCCIIEAYEMOTO JIEKApCTBEHHOTO CPEJICTBA, ecii npouuio >30 nueit).

15. Y4acTHHKH, KOTOpbIE UMEIN 4acTOTa CEPACUHBIX COKpAIlleHUH B mokoe <65 ymapoB B MuH unn CAJl
<110 mm pr. cT. unu >140 mm pt. cT. i JAJ[ <70 MM pT. cT., wiu >100 MM pT. CT. IpU CKPUHUHTE U O BBE-
NeHus 10361, IMeeTcst CBUIeTeNhCTBO KIIMHUYEeCKH 3HaunMoro Hapymierust mpyu KT B 12 orBenenusx. CyOobek-
TBI, KOTOPBIE paHee HE COOTBETCTBOBAIM KPHUTEPHSM BKIIOUEHHS B MCCIEIOBAHHE BO BpPEMsS CKPHHHHTOBOTO
BHU3UTA WU Ha | CyTKHU Iepej BBeJACHHEM H03bl M3-3a UCKJIIOYEHHUs 15 Mo "acToTe cepJeqHbIX COKpaIleHUH B
nokoe <70 yaapoB B MUH, HO HE <65 yAapoB B MUH, MOTYT ObITh OTOOPaHbI CKPHHHHT'OM ITOBTOPHO.

16. YJacTHUKH ¢ aHOMaJbHOW aHATOMHEHW POTOBOW IMOJIOCTH/IIEK, BOCITAJICHUEM HJIM MATOJIOTHEH, KOTO-
pslie, o MEHeHHIO PI, MOTYT BIMSTE Ha C/11 BBEJICHHUE JIEKAPCTBEHHOTO CPEJCTBA U aOCOPOLIHIO.

17. Y4acTHUKH C NIEYCHOYHON HEJOCTaTOYHOCTHIO MIIH Y KOTOPBIX MMEETCsl IeYeHOYHAsT TUCHYHKITHS, OTl-
penernsieMast Kak aHaMHE3 IIEYCHOYHOW JUC(YHKINY U 3HAYCHUS] aKTHBHOCTH alaHUHaMUHOTpaHchepasbl (AJIT)
u acnaptatamuHoTpancgepassl (ACT), mpeBbiatone HopMajbHbIE B 2 pa3a, 3a IociIeIHHe 6 MecsleB 10 BBe-
JICHUSI NCCIIEyeMOT0 JIEKAPCTBEHHOTO CPEJICTBA.

18. YuacTHHKH, Y KOTOPBIX OBLIM JTOHOpaMH KpoBH B TeueHHe 30 qHEel 10 CKpUHMHTA WK ObUIH JOHOPAaMH
IU1a3MBbl B TEUEHHUE 7 THEN 10 CKPUHMHTA.

19. YyacTHHK, KOTOPBIA BXOJMI B COCTaB IEPCOHANA UCCIICTOBAHMS MM SBJIUICS YICHOM CEMbU MEpCOHA-
JIa NCCIICTOBAHMUSL.

[TpoomKUTENEHOCTD UCcenoBanHus: 39-42 nHel.

Jlo3upoBanue.

Koropra 1, xoropra 2, xoropta 3 u xoropta 4 nomxy4anu 10 Mxr, 20 Mxr (2 maesku x10 Mkr), 40 Mkr 1 60
MKT JI03bI JIEKCMEACTOMUIMHOBEIX CYOJWHTBAILHBIX IUICHOK (COCTaB 12) M COMPOBOXKIAIONINX TJICHOK IUIaIeoo,
COOTBETCTBEHHO. 3a UCKIIOUEHUEM MEPBOIl KOropTsl 103upoBanus (10 MKT 103bI) KaxAbli MOCIEAYIOMUNA YpO-
BEHb JI03bI OBIT YTBEPIKIEH MOCJIE IPOBEPKH OE30IIaCHOCTH IMPEAbITyIel KOropThl 103upoBaHus. Jlo3upoBanue
JUISL K&XKJIOW KOTOPTHI MPOBOANIIOCH TOJIBKO OAWH pa3. BHemHWN BHUI A€KCMENETOMUINHOBON CYOIMHIBAILHON
TUICHKY (HATMYIME TOYKH) OTIHYAIICS OT IUIareoo.

Koneunsie Toukw.

1. ITnmomans mox xkpusoi (ITTTKO0-12, TITTKO0-24, TIITK0-%) B Teuenne ot 0 1o 12 gacos u 0-24 gacoB mocie
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BBEJICHUS JTO3BI [T KOHIICHTPAIMH JICKCMEICTOMUINHA B TUIa3Me, TUKOBAs KOHICHTPAIHS JICKCMEICTOMUIIHA
B mia3Me (Cmax), BpeMs 10 JOCTIKEHISI ITMKOBOTO YPOBHsI KOHIICHTpauu AekcMenaeromuauna (Tmax), koHeu-
HBIH TIEPHOJI ITOTyBBIBEACHUS.

(t1/2) mexcmenmeromMunuHa, 00BEM pacmpeneieHnss NeKCMEIeTOMUINHA U KIUpeHC JlekcMeneToMuInH
(CL).

Pesynbratsl.

Tab6muma 33
O060011eHBI (hapMaKOKHHETHYECKHE TTapaMeTPhl CyOIMHTBAIBHON TUICHKH ¢ 10 MKT IeKCMEeIeTOMUINHA Y 3]10-
POBBIX JTOOPOBOJIBIICB

CyGnunrsaibHas mwieHka ¢ 10 MuUKporpaMmMaMu IeKCMeIeTOMUANHA
Upnenrudukarop | Cmax Tmax ti2 (9) T TK ocr ITTIK0-0eck.
cybbekta (ur/n) (1) (a*ur/m) (a*ur/m)
1001 37,94 1,5 2,06 179,19 201,32
1002 1827 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 24,15 3,02 2,70 102,76 147,74
1011 30,87 1,00 2,75 114,35 138,82
1012 2453 1,50 2,58 08,28 132,11
1016 35,19 2,00 1,24 119,28 129,17
N 3 8 8 8 3
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 4945 58,27
Memuana 32,08 1,75 232 115,49 139.45
Makc. 37,94 3,02 2,95 179,19 201,32
T'eomerpuueckoe | 29,214 1,648 2,051 109,219 132,838
cpenHee
T'eomerpuueckuii | 25,79 39,08 37,61 38,59 37,6
KB%

Tabaune 34

0O0001IeHBI (PapMaKOKHHETHUCCKUC MApaMETPhI CyOIMHTBATBHOM IICHKH ¢ 20 MKT IEKCMEACTOMUINHA Y 3710~
POBBIX TOOPOBOJIBIIEB

CyOnuHreanpHas mieHka ¢ 20 MUKpOrpaMMaMu A€KCMEeIeTOMHUIMHA
Unentudukarop | Cmax Tmax 12 (1) K e [TITK0-6eck.
cyObekTa (ar/m) (w) (a*Hr/m) (a*Hr/m)
2001 0,00 0,00 0,00
2003 83,08 1,00 2.2 359,59 389,48
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
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
Mennana 68,76 1,50 1,85 295,66 316,04
Make. 85,92 3,00 2,20 401,79 416,92
T'eomerpuueckoe 1,601 1,813

cpenHee

T'eomerpuueckuit 41,30 11,95

KB%
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Tabiuue 35
0O0001IeHBI (PapMaKOKHHETHUCCKUC MApaMETPhI CyOIMHTBATBHON IICHKH ¢ 40 MKT IEKCMEACTOMUINHA Y 3710~
POBBIX TOOPOBOJIBIICB

CyGununrsasibHas mwieHka ¢ 40 MUKpOrpaMMaMH JICKCMETICTOMUJTIHA
Unenrudukarop | Cmax Tmax tin MK yocn. ITIKO0-6eck.
cybbekTa (ur/m) (w) (u*ur/m) (a*ur/n)
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 33,8 247 29,0 27,5
MUuH. 78,06 1,00 138 292,84 310,29
Menuasa 125,14 128 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'eomerpudeckuii | 28,87 35,22 21,81 30,84 29,15
KB%
Tab6muma 36

OnenuBanue nokazareneit o mkaine RASS B nepBrie 2 gaca. @apmakoauHAMUYECKAsT TTOMYJIISIUS
[Tapametpsl 10 Mxr 20 MKr 40 mxr ITnane6o
OuennBaeMble
HalMeHThI mo | 8 8 12 14
RASS
Konuuectso
MALHEeHTOB,

KOTOpre JOCTUI'TIH
[0 MEHbLIeH Mepe
orienku RASS -1 B
OO0 MOMEHT B
TE€YCHUE NEPBBIX 2
YacoB

KonugecTso
MAlUEHTOB,
KOTOpBIE JTOCTHUIIH
ouenkn RASS -2 B | 1 0 0 1
00O MOMEHT B
TeueHHe NepBbIX 2
4acoB

PesynbTarhl: maHHBIE, IPUBEACHHBIE B Ta0M. 33-35, oTpakaroT MPOMOPIIMOHATBHYIO 03¢ (papMaKOKHHE-
THUKY. DTH JaHHBIE SICHO MOKA3BIBAIOT, YTO (apMakoguHamMudeckue d3QPEKTsl IITCs B TedeHue ot 4 10 6 9, 9To
COTJIaCyeTCs C ONTUMANIBHBIM OKHOM JIedeHus. KoHIeHTpaliy JeKCMeIeTOMUINHA B TTa3Me OBICTPO YBEINYH-
BAIOTCS MTOCTIE Pa3MENIECHHs IUIEHOYHOTO COCTaBa M JOCTHTAIOT BEIHYMH HKCIO3HIINH B TUIa3Me, HEOOXOANMBIX
JUTsE TIolydeHust papmakoaumHaMudeckoro s dexra. Ilepuon mosryBeIBeieHUsT cocTaBa 12 TeKCMeIeTOMHINHO-
BOM CYONMHIBAJILHOW TUICHKH COMOCTABUM C BBEJICHHBIM B/B JeKcMmeneToMunuHoM. Ha ¢ur. 4 orobOpaxeHO
CpellHee 3HAYCHHUE JIOTapu(PMUIECKOI KOHIIEHTPAIMY ACKCMEICTOMUIINHA B IIa3Me B 3aBUCHMOCTH OT BPEMCHU
Jutst cyOnuHrBasibHOM uieHkH ¢ 10, 20 u 40 MK nekcMeneToMHIMHA (TONTyJorapuMUUYecKas IIKana) U 4eTKO
JleMOHCTpHUpYeT, uto 70-80% cpeaHuX KOHIIEHTpAIUil JOCTUTAUCh B TeUeHUE 10 | 4 mociie BBeACHHUs IeKCMe-
JETOMHUIMHOBOH TUICHKHU. JlOMOJHUTENBHBIC TaHHBIC [TOKA3aJd, YTO CYOIMHTBabHASI TOHKAs IUICHKA C JICKCME-
JNETOMHIUHOM (cocTaB 12) ObuTta 6€30TIacCHON W XOPOIIO TMEPEHOCHIIOCHh 0€3 Cephe3HbIX HEXENaTeIbHBIX SBJIC-
HUH. Bece HexenaTenpHbIC SBICHNS OBITH BPEMEHHBIMH M JISTKUMH (HHM)KE CTENICHH TSDKECTH 2), 38 UCKIIOYCHH-
€M YMEpeHHOW ToJoBHOM ©Oomu (2 B Tpymme miane6o), YMEpPEeHHOTO CHIDKEHUS CHCTOJIUYECKO-
ro/muacroimaeckoro mapieHus (1 B rpymme mianedo) U YMEPEHHOTO TOJIOBOKPYX)eHHS (2 cyObekTa B TpyIIIIE,
nosrydaBiieit 103y 40 MKT, ¢ OpTOCTATUIECKUM M3MEHEHUSIMH). TONBKO COHIIMBOCTh U TOJIOBOKPYKEHUE HAOIIO-
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JIaJii ¢ 9acTOTOM BCTpeyaeMocTH Oosree 1-2 cyObekTa Ha rpyIily, TAaKUM 00pa3oM, He 0OHapy»KEHO SIBHOTO cefa-
THUBHOTO 3((eKTa 1Mo cpaBHEHMIO ¢ IUTane6o. Hanbosee yacThIM HexXeaTesbHBIM SIBIICHHEM Oblila COHJIMBOCTB,
HaOJromaemMasi ¢ 4acTOTOM, aHAJOTMYHOHM Iiarnebo. bojee HW3KME YaCTOTHI BCTPEYAEMOCTH TOJIOBOKPYKECHHUS
OBLTH 3apETUCTPUPOBAHBI BO BCEX IPYMIIaX, M YaCTOTa ObUIa 0OJbIIe 4eM y Iuianedo A TPYIIbL, MoTydaBIiei
o3y 40 mxr. MccnenoBanne mpoaeMOHCTPHPOBAJIO, YTO CPEAHNE 3HAYCHHS CEPACUHO-COCYANCTHIX M3MEHEHHH
He OBUIM KIMHWYECKH 3HAYMMBIMH, & MaKCHMAaJbHAs IIEpeHOCHMas 103a He OblIa JOCTHTHYTa. JlaHHBIE IOTIOI-
HUTEJILHO 0TOOpakeHbl Ha dur. 5-11.

[Ipumep 7. MHOTOIICHTPOBOE, PaHIOMHU3UPOBAHHOE, JBOWHOE CIIEIOE, TUIANEe00-KOHTPOINPYEMOe HCCIIe-
noBanue (assl [b ¢ MHOTOKpaTHBIMU BO3PACTAIOMIMMHU JI03aMH IS onpeaeneHus 3G (HeKTHBHOCTH, (hapMaKOKH-
HETUKH ¥ 0e30MacHOCTH JEKCMEAETOMUINHOBOM CYOIMHIBaIBHOMN INICHKH B OTHOLIEHUH a)XUTAlUH, CBA3aHHOM
¢ mu3oQpeHneii.

Ha nepBoM sTamne mpoBoauIn afanTHBHYIO OLIEHKY peXHMMOB C Bo3pacTaromei no3oi 20 Mkr, 60 MKr u
120 MKr, ¢ BapHaHTOM ISl TECTUPOBAHHUS APYTOil 103! clieyeT HaOI0AaTh CUTHANI 0 O€30MacHOCTH M TIepe-
HOCHMOCTH. B Kakayro KoropTy ObLIM BKIIFOUEHBI B3POCIIBbIC MY)KUMHBI M JKCHIIMHBI C OCTPOH a)KUTalueH, CBs-
3aHHON ¢ mm3odpeHueH, muzoadGEeKTHBHBIM paccTpOMCTBOM WM mu3ohpeHoGOpMHBIM paccTpoiicTBoM. Hc-
CIIeZIOBATENN BRIOpaNI MOBTOpeHKE 10361 20 MKT yepe3 1 1 mociie HadaabHOTO MPUMEHECHHUS.

I'pynme! 1 BMematenscTBa (Tadir. 37).

Tab6muma 37
I'pynnst BmemaTtenncTso
Ipenapar cpaBrenus maebo: mianedo JlexapcTBeHHOE  CpEACTBO.  ILJICHKA
CyOnuHrBaibpHas IJICHKA 0e3 AKTHUBHOTO | mianedo
JIEKaPCTBEHHOT'O CPECTBA, OAHOKPATHOE Ilnenxa maebo s
BBEICHUE JEeKCMeeTOMUANHA THAPOXIOpUAa
OkcnepuMeHTaNbHas 103a; 20 MUKpOrpaMM JlexapcTBenHoe CPEACTBO:
CyOnuHrBanbHass — IUIEHKA, comepxkamasi 20 | cyOnuHrBangbHAsK IUIEHKA, COREpIKAIIast
MHKPOTPaMM AeKCMEAeTOMUANHA, ZeKCMENIETOMIIHA THAPOXIOPH]
OITHOKpATHOE BBEJICHUE C ITOBTOPHOH 030 uepes 1 | Beenenue: cyOnuHrBajnbHAas IUICHKA,
Hac cozmepammasi AeKCMEeNeTOMUIUH ISt
JICYCHUA a>KUTALlUH,
CBSI3aHHOTO C N30 peHuer
OKcnepUMeHTaNbHas 103a; 60 MUKpOrpamMM JlexapcTBeHHOE CPeICTBO:
CyGOnunreanpHast  TieHKa,  copepskamast 60 | cybauHrBasibHAs IJIEHKA, COmeprKalias
MHKPOIpaMM AEKCMEAETOMUIUHA, JNEKCMENETOMUMHA THAPOXJIOPU]
OIHOKPATHOE BBEICHUE Beenenue: cyOnuHrBanbHas IUICHKA,
cofepxKaias JEKCMENETOMUAMH I
JICUECHHUsA  aXXUTALHH, CBSI3AHHOM C
musodpeHuen
DxcnepuMeHTanbHast 103a; 120 MukporpamMm JlexapcTBeHHOE CpencTBO:
2 Cy6J’[I/IHFBaJ'IbHBIe TUICHKH, Kaxaas U3 KOTOPBIX Cy6J’[HHT‘BaJ’IbHaH TUIEHKA, coaeprKalas
cofep>xut 60 MUKpOrpaMm JIEKCMEZIeTOMUANHA THPOXJIOPU
JIEeKCMEIEeTOMUIIHA, OJHOKpaTHOe BBefeHHe 2 | BeemeHue: cyOnmMHrBasibHasl IUICHKA,
TUIEHOK comeprKammasl AEeKCMEASTOMUANH IS
JeYeHNs a@KUTalWH, CBA3AHHOW C
3o peHueit

Crierpie epruoIuIecKue 0030Phl JAHHBIX 0 O€30MMaCHOCTH IMPOBOIMIIA HA TIOCTOSTHHOM OCHOBaHUH JJIsl 00-
30pa BCEX 3aKPEIUICHHBIX CYOBEKTOB, KOTOPHIM BBOJMIN JO3BI U IO MEPE MOJyUYCHHS JOCTYIHBIX HaHHbIX. [1o-
3BOJISUTH BBITIOJIHSTD MOBBIIICHHE M03bI, TOJLKO €CIH MpobiieMa 6e30MacHOCTH WM MEPEHOCHMOCTH HE CTaHO-
BUJIACh OYEBUIHON NPH MEPHOANIECCKOM PETYISIpHOM 0030pe Oe3omacHocTH. Kakaomy wmccieaoBaTeIbCKuil
LEHTPY 3aKPEIUIBLIN HEOOBIIIOE KOJTMIECTBO U3 KaKIOH KOTOPTHI JO3UPOBAHMS B METOJC YBEJIHUCHHUSI, HO CJie-
MOT0, TaK YTO JAHHAs KOropTa ObLia cOaTaHCHUPOBaHA MEXAY IICHTAMH, YTOOBI YIECTh BIHSHHUE CYOBCKT-IICHTP
Y U3MCHYUBOCTh MEXKIy OICHHBAIOUINMH CIICIIATUCTaMU. [[allueHTHI B ICHTPE OBLTH OTIPEICICHBI B KOTOPTY C
caMoi HU3KOH JT030W C MOCICIYONMMH Ha3HAYCHHUSMHU TTAIMCHTOB, OTHECCHHBIX K YBEITMYMBAIOIIUMCS J03aM.
OT0 mocnea0BaTEIFHOC MOBEIIIICHHE C aJAalITUBHBIM BOBJICUCHHEM 00CCIICUMBACT OC30MACHOCTh IS CyObEKTOB;
KOTOpTa C CaMbIM HHU3KHM JIO3MPOBAHHEM 3aBEPIIIACT BKIFOUCHUE MEPBOM, KOTOPTHI ¢ 00Jiee BEICOKUMH J03aMHU
3aBEpPINAIOT KOMIUIEKTOBAHUE MTOCACIHUMH. ECiin CyOBEKT HE OTBEYaeT Ha JICUCHUE, MCCIICI0BATEIb MOXKET I10-
BTOPSATH J03y TaK, YTO CYOBEKT IMOJIydaeT BTOPOEC BBEACHHME (M HUKAKWX JOIOJHUTEIBHBIX) OIHON M TOW Ke
PaHJIOMHU3UPOBAHHOMN JT03bI, TEM CaMbIM MPOBepsis 0e30macHOCTh/A(h(HEKTHBHOCTL TpHeMa ABYX 103, pa3/IeicH-
HBIX Ha | 9, 9TO MPHUOJU3UTEIHLHO COOTBETCTBYET AO3UPOBAHHIO MIEPE]] HAYATIOM YUaCTHsI KOTOPTHI CO CICIYIO-
MM YpOBHEM 103b1. ITociemoBaTebHbIe BKIIIOUCHHS CYOBEKTOB B KOTOPTY BBICOKOM O3B MTO3BOJISIET OBICTPEE
npeKpalaTh BBEACHHUE 103, BO3ACHCTBYS TOJBKO Ha MHHUMAIBHOE KOJIMYECTBO CYOBEKTOB, YTO JAOJDKHO OOeC-
MeYnBaTh HAOMIOJCHUE 0E30IacHOCTh WM IIEPCHOCHMOCTh B YCIOBUSAX OTpaHHWYeHuUs 103. Kpome Toro, Ha oc-
HOBaHUU CJICTBIX aHAJTU30B, 00benuHsIomuX nanaeie OK, skcrno3urmu u 0e30macHOCTH/IEPEHOCUMOCTH, BCEX
CyOBEKTOB U JI03 MOXET OBITh M3MEHEHA CXEeMa J03MPOBaHUs (HAPUMEp, MIOBTOPHAS JO3UPOBKA MOXKET OBITh

-55-



045213

IpeKpaleHa WK pa3pelicHa TOJBKO MOCe MPOIISANICro BPEMEHH) HITH MOKET OBITh BRIOpaHA OTIHYAIOIIASCS
J103a JUTs IPOBEPKU TUIIOTE3bI, YTO (0OOBIYHO OOJice HU3KAs) CXeMa JO3UPOBAHUS JTyUIlle TICPEHOCUTCS.

CoOTBETCTBYIOIIHE KPUTEPHUAM MAIMEHTH OBUTH paHAOMHU3UPOBAHBI IS MPHEMa JAEKCMEICTOMUINHOBON
CcyOnMMHTBaNLHOM MIeHKH (cocTaB 12) wim miare6o. B Hadane kaxmoit ceccnu nccaenoBaHus OTHOKPATHAS /1032
JIEKCMEIETOMUIUHOBOH CYyONMHTBaJIbHONW TUIGHKH (cocTaB 12) OblIa caMOCTOATEIHHO HAHECEHA MaIllieHTOM
CyOMMHTBAIILHO TIOCIIe 00YYEHHS ¢ TUIGHKOH Tianedo u 1o HabmoeHreM JOMYIIEeHHOTO K HHOpMAaIuH Tep-
COHaJIa, KOTOPBIX Y9aCTBOBAJ B OIIEHKE O€30IMaCHOCTH WU 3(PPEKTUBHOCTH.

JlekcMeeToMUIMHOBAsI CYOJNMHTBANIbHAS TUTEHKA (cocTaB 12) yaepkuBanach B CyOIMHTBaIBLHOM MOJOCTH
JI0O PaCTBOPCHUS. YYAaCTHUKOB OLICHUBAIM HA MECTHOC Pa3JipaKCHHE BOKPYT 00JacTH, B KOTOPOH pa3Meliaiach
wieHka. [leprofuyuecky 10 U 1Ociie BBEACHUS I03bI MPOBOIAMIN OLECHKH 3 (GEeKTUBHOCTH U Oe3omacHocTH. Ecnn
cumkenne PEC cocrasisiio Menbine win paBHo 40% B TeUeHHE OJHOTO Yaca IMocje MepPBOro BBEACHUS, UCCIIE-
JIOBATEIIb MOT TPEIOKUTh BBECTH BTOPYIO II03Y JICKCMEICTOMHUIWHOBOM CYOJNMHTBAJIBLHOW IJICHKH (TOW XKe
PaHIOMH3HPOBAHHOW JT03BI) C JOMOIHHUTENBHOU oreHkol PEC, BEIIOTHEHHOH B TeueHue 1,5 4 mocie BBeICHUS
J103bl. MO MHUIIMMPOBAThH CTAHIAPTHOE TOAEP)KUBAIOLIEE JICUEHHE, €CIIN 3TOT0 TPeOYyeT COCTOSHUE TallUeH-
Ta, HaIpUMep depe3 4 9 TOoCiIe 3aBEPIICHNS OLCHOK.

Cramus 1. B kaxayro KOTOPTy BKJIIOYATHU IBAIIATh CeMb (27) HOBBIX YYaCTHUKOB, paHJOMHU3UPOBAHHBIX
2:1 mexcMeneTOMUIMHOBAs CyOJMHTBANIbHAS TUICHKA: TUIEHKA Iarebo, T.e. 18 momydanu nekcMeaeTOMUINHO-
BYIO CYOJNMHTBALHYIO TUICHKY 1 9 TIOMyJaid IJeHKY Tuiane6o. [lepBoHadanbHO TUTAaHUPOBAIUCH TP JI03BI (BCe-
ro 81 cyOBexT). Morim TecTHpOBaTh APYTYIO WIH JOTIOJHUTEIHHYIO 03y Ha OCHOBAaHHH PE3yNIbTaTOB TEKYIIUX
0030poB Oe3omacHocTh. B 3akmouenne craauu 1 OymyT oToOpaHbl ABE 10361, KOTOPBIC OMUCHIBAIOT O€30TacHBIN
1 3¢ ekTuBHBIN Auana3oH (BHICOKAsS U HU3Kasl), HA OCHOBE CJIeroro 0030pa o0Iel KIIMHIYECKOW 0e30MacHOCTH,
MePEHOCUMOCTH, HeOmaronpuatHbIX 3¢ dexroB 1 OK, HabIr0MaeMBIX BO BpeMsl TO3UPOBAHUS.

Cramus 2. C nenplo Oosiee TOYHOH OLICHKH JMana3oHa 0e30TacHOil MepeHOCUMOCTH M yCHOKAaUBAIOLINX
3¢ dekToB, HaOMIOJACMBIX NP BO3JCHCTBUH Ha 0oJice 3HAYUTEIIFHBIC KOJIHYCCTBA CYOBEKTOB, BKIIIOYAIOT JIO-
MOTHHUTENBHBIX 120 cyOBEKTOB B IBOIHOE ClIeNoe Imiare00-KOHTPOIUPYEMOE HCCIICIOBAHUE C MAPaUICIbHBIMU
TPYIIIaMH C TIOCIIEI0BATEIBHBIM 3-TPYIIIIOBBIM JH3AHHOM KaXXIOTO U3 BYX MACHTH(HUIIMPOBAHHBIX (P (HEKTHB-
HBIX 7103 WIH IUiane6o (paHgoMu3upoBaHHBIX 1:1:1, BeIcOkas: Hu3Kas: miarnedo ¢ 40 cyObeKTaMHu Ha TPYIITY;
Bcero 120 cyObeKTOB Ha CTaluu 2; UCCIIeNOBaHUE B 00IIeH CII0KHOCTH 0KoJI0 201 cyObekTa).

ITokazarenu >ku3HeHHO BaXHBIX (GyHKIMH 1 DKI co CTpoKo#l puTMa M3MEpSIOT COTIAacHO rpaduka ore-
HOK, 10 Kakux-nr6o oneHkn ®K. YyacTHHKaM pa3pemany NpuHAMATh BOIY IO KelnaHuio depe3 30 MuH mocie
3aBepIIeHNs BBeIeHHUA 103bl. CTaHIapTHBRIC IPUEMBI UMM MOTJIM TpeaiaraTh HaunHas ¢ | 9 mocje BBEACHUSA
JI03 JIEKCMEAECTOMHIMHOBOM CYOIMHIBaJIbHON IUIEHKH. OLeHKH 0e30MacHOCTH U IIEPEHOCUMOCTH TPOJI0IDKAIOT-
s 10 yTpa s 3 (IeHb BBIMCKN) U CHOBa Oy YT MOBTOPSTHCS HA JIeHb 7(+2).

BynyT orOupath nmpuOIM3UTEIBHO 4 MII BEHO3HOH KPOBH (I MONyYCHHS MHHUMYM 1,2 MJI TUIa3MbI) B
npobupku K2-EDTA ¢ ycTaHOBIEHHBIME WHTEpBajaMH BPEMEHH JUIsl OIIPEAETICHUs] KOHIEHTPAaLUi nccierye-
Moro mpenapara (Wi miane6o) B mrazme. O6pasusl mwiazmsel s OK gomkHE 0TOMpaTh B Mpeaesiax 5 MUH 3a-
IUIAaHWPOBAHHOTO BpeMEHHU 0TOOpa 1mpod Ha faeHs 1. O6pasis! KpoBu OyayT coOpansl cornacHo Tadi. 3-1 rpadu-
Ka TIPOLIeIyp.

KommuectBo cyonekToB (3amutanupoannoe). [Ipomenmmuii onenky 201 cyonexT (81 Ha ctaguu 1 n 120 Ha
cTajuu 2) BKJIIOYAIOT B MpuOIM3uTenbHo 12-20 uecnenoBaTenbekux 1eHTpoB B CoenuaeHubx [ TaTax.

JlmarHocTHKa U OCHOBHBIE KPUTEPUH COOTBETCTBUSI.

Kpurepun BriTroueHus.

1. My»4uHBI U )EHIIUHBI B BO3pacTe OT 18 10 65 neT BKIIOUUTENBHO.

2. TlanmeHTsI, KOTOPBIE COOTBETCTBOBAIM KpuTepusiM DSM-5 ursa mm3odpennn, mu3oa@peKTUBHOTO HIIH
mm3odpenodopMHOTO paccTpoiicTsa.

3. [TanueHThI, KOTOPHIC OMPEICIICHBI KIIMHUYECKU BO30YKICHHBIMU Ha HCXOIHOM YPOBHE C OOIIEH OleH-
Kol >14 mo 5 xareropusiM (ociTabiieHne KOHTPOJS UMITYJIbLCHBHOCTH, HAIPsHKEHHOCTH, BPKIACOHOCTh, HEKOH-
TAaKTHOCTH U BO30YKJCHHE), BKITIOYAONINX KOMIIOHEHT Bo30yx)aeHus PANSS (PEC).

4. TTaneHTHI, y KOTOPBIX UMEETCS OlleHKa >4 B 110 MeHbInei Mepe 1 u3 5 mynkros o PEC.

5. IanmeHTHI, KOTOPBIC YUTAIOT, IOHUMAIOT M JJAIOT MUCBMEHHOE HH(POPMHUPOBAHHOE COTIIACHE.

6. ITanmeHTsl, KOTOPBIE HMEIOT XOpoIlee 0OIIee COCTOSIHUE 370POBbs 0 y4YacTHs B MCCIICTOBAHUM, KaK
OTIPEJICNICHO C TTIOMOIIBIO MOAPOOHOTO PACCMOTPEHHUST UCTOPUH 00Je3HH, (pu3uKanbHOTO 00cnenoBanus, DKI' mo
12 oTBeneHMSM CO CTPOKOH pHUTMa, MPOMUIH XUMHYECKOTO aHAIN3a KPOBH, PE3yJIbTATOB T€MATOIOTHIECKOTO
aHalM3a, aHaJIN3a MOYH, ¥ IT0 MHEHHIO TJIABHOTO UCCIIEIOBATEIS.

7. YHacCTHHUKH KESHCKOTO TI0JIa, €CITH OHU CIIOCOOHBI POJIUTH peOeHKa M CEKCYalbHO aKTUBHBI, H YIACTHUKH
MY’KCKOTO TIOJa, €CIH CEKCYaTbHO aKTUBHBI C APTHEPOM CIIOCOOHOI pOAHTH pebeHKa, KOTOPBIE COTIACHBI HC-
MOJIB30BATh MpUEMIIEMBIH U 3()()EKTUBHBIN C METUIIMHCKON TOYKH 3PEHHS CIOCO0 KOHTPOJIS POXKIAEMOCTH Ha
MPOTSDKCHUH BCETO KCCIICOBAHUS M B TEYCHUC OJHON HENEIH IMOCIC OKOHYAHUS HCCICHAOBAHHSA. YYaCTHH-
KOM(YYaCTHHIICH) W/HIH €e/ero MapTHEPOM MOTYT NMPUMEHSATHCS MPUEMIIEMBIC C MEIUIIMHCKOW TOYKH 3PCHUS
CrocoOBI KOHTPAIICIIIMU, KOTOPBIC BKIIOYAIOT B ceOs BO3JEpKaHKE, MMITIOIU WIH TUIACTBIPU IS KOHTPOJH PO-
JKIIaeMOCTH, truadparmbl Co CIIEpMULIMAOM, BHYTpEMaTouHOe ycTpoiicTBo (BMY), mpesepBatus ¢ neHooOpa3zo-
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BaTeJICM WM CICPMUIIAIOM, BaTMHAIBHBIA CIICPMUIMIHBINA CYMIIO3UTOPUH, XUPYPTHUCCKYIO CTCPUITH3ALHUIO U
UMIUIAHT WM HWHBCKIMIO TMPOTECTHHA. 3alpelleHHBIC CIIOCOOBI BKIIOYAIOT: CIOCO0 C MCIOJF30BAaHUEM ITUKIIA,
TpepBIBaeMOE COBOKYIUICHHE, TOJIBKO IPE3ePBATHUBEI WIH TOJBKO Auadparmy.

Kpurepuu ucknrodeHusl.

1. TTarieHTHI ¢ aXXUTAMEH, BRI3BAHHON OCTPO MHTOKCHKAIIMEH, BKIFOUAsl TIOJOKUTENBHYIO HISHTU(DUKA-
IIUIO QJIKOTOJIS ITOCPEICTBOM aHAIN3aTOPa AbIXaHMS WM HETPEINHCaHHBIX JIEKAPCTBEHHBIX CPENICTB (32 MCKITIO-
genruem THC) Bo Bpemsi CKpHHHUHTA MOYH.

2. IamueHTHI, TOMy4YaBIINe JeUeHUE B TeUeHNE 4 9 10 BBEACHHUS HCCICIyeMOTro Ipemapara OeH3oanase-
MUHEI, IPYTHE CHOTBOPHBIC WM MEPOPATBHBIC WM BHYTPUMBIIICYHBIC aHTUTICHXOTHYECKUE CPEICTBAa KPATKO-
BPEMEHHOTO JICHCTBHSL.

3. Jleuenne HopaapeHOOIOKaTOpaMu anbda-1 (Tepa3o3uH, TOKCa303HH, TAMCYJIO3UH U alb()y303HH U Mpa-
30IIUH) WX IPYTHMH 3aIPEIICHHBIMU JICKAPCTBCHHBIMH MpETapaTaMH.

4. TTarMeHTHI CO 3HAYUTEIHFHBIM PUCKOM CYHWITUIA WM YOMHCTBA IO OIICHKE UCCIICIOBATENS WM JIFOO0To
CYHIIUIATBHOTO MMOBEICHUS 32 MOCCTHIE 6 MECSIICB IO CKPUHUHTA.

5. ITammeHTHI )KEHCKOTO T0JIa, Y KOTOPBIX MOJIOXKHUTEIBHBIA Pe3yNIbTaT TecTa Ha OEpPEeMEHHOCTD TPH CKPH-
HUHTE WIIH KOTOPBIE KOPMST TPYIBIO.

6. ITarmeHTsI, y KOTOPBIX €CTh THAPOIe(alTis, SMWICTICHSI WIA aHaMHe3 CO 3HAYUTEIHHON TPaBMOIl ToJ0-
BB, MHCYJIbT, TPAH3UTOPHAS HIIEMHYECKas aTraka, Cy0apaxHOMTAIFHOE KPOBOMBIHSHHUE, OMYyXOJIb TOJOBHOTO
MO3Ta, SHIedanonaTisi, MCHUHTHUT, 00ye3Hb [IapkuHCOHA MM 0YaroBbIE MOBPEKICHUS MPU HEBPOJIOTHIECKOM
HCCIICTOBaHHH.

7. AHamHe3 ¢ 0OMOPOKOM WM JPYTUX OOMOPOYHBIX MPHUCTYIIOB, TEKYIIEe JOKA3aTEIbCTBO THUIIOBOJICMUH,
OpTOCTaTHYeCKas THUIIOTCH3Ms, HAOM0MaeMasl IPU CKPUHUHTE 9acTOTa CEPICYHBIX COKpalleHHN <55 ymapoB B
MUH WM CUCTOJIMYECKOE apTepHanbHoe faBnenue <110 M pt. cT. unu quacrtonudeckoe AJl <70 MM pT. CT.

8. TTarueHTsI ¢ aHOMAUAME B 1a00paTopHbIX aHanmu3ax wid JKI', KoTopeie CYMTAIOTCS KIMHUICCKH 3HA-
YUMBIMH HCCJICIOBATEIIEM WM KBaJTU(QHUIIMPOBAHHBIM YIIOJIHOMOYCHHBIM COTPYIHUKOM [MPOTPECCHPYIOMIAS
Oyokana cepama (BTOpO# CTENEHU WM BBINIE aTPHOBEHTPUKYISIpHAS OJlokana 0e3 KapaHuOCTUMYJIISATOpa), Tuar-
HO3 CHHIpOMa TUC(YHKIIUH CHHYCOBOTO y371a], KOTOpBIE OyOyT UMETh KIMHIMYECKUE MPOSBICHUS I y4acThs
MAIIMEHTa B UCCIICAOBaHHH.

9. IlanmeHTHI ¢ Cepbe3HBIMU WIIM HECTAOMIBHBIMHA MEIUITUHCKUMH 3a00meBanusIMu. OHH BKITIOYAIOT B ce0s
COBpeMeHHEBIE 3a00JIeBaHNA MeUeHN (YMEpEeHHas U cepbe3Has eUeHOYHAass HeJOCTaTOYHOCTE), TI0YEK, TaCTPOIH-
TepoJIOTHIeCKHe 3a00JIeBaHus, 3a00I€BaHUs ABIXaTEIFHON, CEPACTHO-COCYAUCTON CUCTEMBI (B TOM YHCIIE HIIe-
MUYecKasi O0JIe3Hb CEep/lla, 3aCTOWHAs CepACeYHas HEIOCTaTOYHOCTB), SHAOKPHHOIOTUYCCKOE WIH TeMaTOJIOTH-
YecKoe 3a00JIeBaHue.

10. ITauueHTHl, MOJyYaBIIME UCCIENyEeMbIH MpenapaT B TedeHue 30 AHEH 10 TeKyIIero SMmu3oda akKurta-
AU,

11. IanueHTsI, KOTOPBIC HE CIIOCOOHBI HCITOB30BATh CYOIUHIBAIBHYIO TUICHKY WM CYUTAIOTCS UCCIEHO-
BaTeJNieM, IO J000# MpHYMHE, HEMPUTOJHBIM KAaHAUIATOM JUIA TOJTYYCHHUS JICKCMEICTOMHUIIHA; HAIPUMEp I1a-
IIICHTOB C aHAMHE30M aJUICPTHYECKUX PeakIiil Ha TeKCMEeIeTOMUINH.

Hccnenyemslil npenapart, A03a U peKUM BBEJCHUS.

JlekcMeIeTOMUIMHOBYIO CYOJIMHTBIBHYIO TUICHKY (CcocTaB 12) TECTHUPYIOT B BHIE HEOOIBIIOTO OHOIO-
30BOT0 IICHOYHOTO COCTaBa IUIOMAAbI0 MPHOIM3UTeNbHO 193,6 MM 1 TommuHo#i 0,7 MM, TIpeIHa3HAYCHHOTO
JUTSI TIOJTHOTO PACTBOPEHHMS B C/J1 MPOCTPAHCTBE B TE€UEHHUE 2-3 MHH.

DTaJOHHOE TEPANIEBTHUYCCKOE CPEICTBO, JOZUPOBKA U CITOCOO BBEICHUSI.

CoOOTBETCTBYIOMIKE TUICHKH II1a1e00 JOKHBI MPUHUMATH CYOIMHIBAIEHO, KAK OMUCAHO BBIIIIC.

[IpogomKUTEIBHOCTD JICUCHHS: | CYyTKH.

Kpurepuu oreHkH.

Orenka 3()()eKTUBHOCTH: OICHKA BIHSIHUS JICKAPCTBEHHOTO CPEJCTBAa HA OCTPYIO )KHUTAIIHIO, BEHITIOJIHSC-
Masi 0 IIKaJIC MOJIOKUTEIHHBIX M OTPHUIATSIILHBIX CHHAPOMOB - KoMnoHeHT Bo30yxkaeuus (PEC). PEC conep-
JKUT 5 KaTerOpwii, CBS3aHHBIX C a)KHUTAaIMed: ocialieHne KOHTPOJI UMITYIbCHBHOCTH, HANPSHKCHHOCTD, BPaX-
JIeOHOCTh, HEKOHTAKTHOCTh W BO30YXKACHHE; KaxKaas oleHuBaeTcs oT 1 (MmHMMyM) mo 7 (MakcumyMm). PEC,
CyMMa 3THUX 5 TOIIKAJ, TAKUM 00pa3oM, HaXOAWTCS B JUamna3oHe oT 5 a0 35.

OObmee axuTayst U ceganys OyAyT OICHHBATHCS C ITOMOIIBIO IIKAJIBI OLEHKH a)KUTAILHA-CIIOKOWCTBHUE
(ACES), tme 1 yka3plBaeT Ha 3aMETHYIO XKHTAIUIO; 2 - YMEPEHHYIO aXHUTAINIo; 3 - caabyio akuTaruio; 4 -
HOpMAaJIbHOE TTOBEACHHUE; 5 - JIETKOE CIIOKOMCTBHE; 6 - YMEPEHHOE CIIOKOMCTBHE; 7 - 3aMETHOE CIIOKOMCTBHE; § -
nIyOOKUit COH 1 9 - Hepa3dyauMoe cocTosHUE. MI3MEHEHHEe a)KUTAIlMK B OTBET Ha JICYCHUC TaKkKe OyIyT M3Me-
PATH C IOMOIIBIO O0UMX KIMHWYecKuX BreuaTieHuit 00 ynyumenun (CGI-I). Ouenku CGI-I Haxonstcs B aua-
na3oHe oT 1 1o 7:0 = He oneHUBanu (U3MepeHue), | = HAMHOTO YJIYUIIUIOCh, 2 = OUeHb yIY4IIWIOCh, 3 = MH-
HUMAJBHO YIYYIIWIOCh, 4 = 0¢3 U3MCHEHHUS, 5 = MUHUMAIBHO YXYIIIMIOCh, 6 = HAMHOTO yXYJIIIWIOCh, 7 =
HAMHOTO YXYAIIHIOCH.

JI1s OlleHKU TIEPEHOCUMOCTH OTCJICKUBAIOT OIICHKH 0E30MacHOCTU U mepeHocuMocTu: HS, knmuHmaeckue
naboparopubie aHam3bl, IKI' co cTpokoil puTMa M TIOKa3aTeNd KU3HEHHO BaXKHBIX (QyHKIMA. Peructpupyror
Bce HabOmomaemble u 3asBisiembie HS. B3aumocss3p HS ¢ uccneayeMbiMu IeKapCTBEHHBIMH CPEJICTBAMH KJlac-
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CUDUIHIPYIOTCS UCCIICAOBATEISIMH KaK HECBA3aHHBIC, MAJIOBEPOATHO/OTIAIICHHO CBS3aHHBIC, BO3MOXKHO CBSI3aH-
HBIC, BEPOSATHO CBSI3aHHBIC WM OMPEICICHHO CB3aHHbIC. [lepen oTOopoM 00pa3noB kporu Mt OK usmepsror
TTOKAa3aTeNH JKU3HEHHO BaXXHBIX (YHKITUH, BKIIIOUAs CHCTOJIMYECKOe apTepuanbHoe nasienue (CAJl), amacronm-
geckoe apTepuanbHoe nasieHue (JIAJ]) u 9acToTy cepledHbIX cokpameHui. [TpoBepstoT MecTo HaHeCeHHUs C/JT
mpermaparta (CIu3ucTas 000J0YKa IMEKH) Ha HATHYHE JIIOOBIX TPU3HAKOB JIOKAJTHFHOTO pa3apaXkeHUsI.

JloTroTHUTEIHHBIE OIEHKH.

Jlemorpaduieckre naHHbBIC.

MenumuHCcKHe aHaMHE3.

[IpeuiecTByroOIEee U COMYTCTBYIOIIECE JICKAPCTBEHHOE CPEICTRO.

dusukampHOE 00CIeI0BaHNUE.

BbepemenHocTh.

AHanu3bl 30 (QEeKTUBHOCTH: MEepBUYHAST KOHEUHAS TOYKA d(PPEKTUBHOCTH IS CTAAMU | MPEICTaBISIET CO-
00l o0 CyOBEKTOB MPU KaXKIOH o3¢, KoTopas obecreunBaeT 40% cHmkenne PEC B Teuenue 2 4. [lepBuu-
HOW KOHEYHOW TOYKOU 3PPEKTHBHOCTU ISl CTATUH 2 SIBISETCS aOCOIIOTHOC M3MEHCHHE IO CPABHEHHUIO C HC-
XOJIHBIM 3HaueHneM obmiero mokaszarens PEC Ha MmoMeHT 2 4.

Omnpenenenne pa3mepa BBHIOOPKH: MCCIICTOBaHHE HE MpPEIHA3HAYCHO I OOHApYKEHHS CTaTUCTUYECKH
3HAYMMBIX pa3Induil B mapaMerpax 3QPpeKkTUBHOCTH. TeM He MeHee, KOTOPThI pa3MepoM 10 27 cyOBekToB (co-
oTHoOIIeHHe 2:1 JeKCMEeIeTOMUINHOBAs CyOIMHTBaIbHAS TUIEHKA: T1ane00) JOCTaTOYHBI JUI OTpEcIIeHUs Xa-
pakTEepUCTHUK Oe30MmacHOCTH, iepeHocuMocTH 1 npodurst @K Ha craguu 1. Koropthel n3 40 cyOBEeKTOB BKITIOYE-
HBI B cTtaanio 2 (40 - mis BBICOKOW O3Bl AEKCMEIECTOMHUINHOBOW CYOJIMHTBANBHON IMIeHKH, 40 - Isi HU3KOH
JIO3BI IEKCMEICTOMUAMHOBO!H CYOIMHTBANIBHOM TUIeHKH, 40 - is tiane0o).

PesynbTatel cragum 1.

Tabauma 38
CBOL[HLIG CTaTUCTUYCCKUC NJaHHBIC OLICHOK IMMapaMETPOB DdK

[MNKnoc TMNKGeck._

Toza TloztopHas CratneTieck Tmax Cmax i

Koropta 1 Haba,

{mMxr) a0 HE JaHHLIE {u) (urfa) )

{u*ur/a) (a*ur/n)
1 20 Her N 10 10 9 10 9

Cpeanee 1.895 39898 3313 171.639 246444

cO 0.813 15.019 1.021 57,654 63994
KB% 429 376 30.8 336 260
Muu. 1.00 14.07 2,12 5743 145,57

Meaunana 1.74 37.02 3.17 180.09 241.74
Makc. 4.02 69.05 5.36 264.45 33210

CeomeTpHye
1.778  37.157 3183  160.056 238,688
CKOC cpeasee

eomeTpHue
36.99 4389 30.51 4541 27.86
cknit KB%
1 20 Na N 8 8 7 8 7

Cpeauee 2935 96589 2946 586.103 499.866

cO 2.077 36954 0.857 356166 226.187
KB% 70.3 383 291 94.9 432
Muu. 183 4987 1.81 230.06 29447

Meaunana 231 104,54 301 44423 52036
Maxkc. 8.03 138.69 4.02 1912.52 939.05
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TEOMEPIC | ) 575 som1 2833 453552 461828
CKOE CpeIHEe
TF'eomerpnue
cxuii KB% 5030 4450 3146 78.77 44.05
2 60 Her N 18 18 17 18 17
Cpeasee 1528 139589 2861 681542 792,552
co 0680 47223 1381 482593 525.000
KB% 45.1 338 4383 708 66.2
Mitn, 0.98 7342 1.48 265.85 293.67
Meanana 1.50 131.78 236 503.20 616.68
Makc. 395 253.14 6.98 2072.02 219538
Teomerpuue
1429 132558 2640 3576034 673.986
cKOC cpeaHce
T'ecomeTpuye
cxuii KB% 36.00 3388 40.27 60.19 60.92
Tab6muma 39
WNunuBuayansHbIe U 0000IICHHBIE CTATUCTHIECKUE TAHHBIC OIICHKH mapameTpoB @K nexcmeneToMuInHa B
iasmMe
Koo | low Mosropuas | Macrsicar | Tmax Cmax an MKnoca | MKecx,_saba
pra | (ur) 0 op cybucama (4) (urf} ) (a*urfa) {a*uela)
1 20 Her 01-001 1.50 3554 4.10 22401 326.88
01-002 150 38.535 3.68 182.58 241,74
01-010 1.00 59.82 212 104.40 145,57
01-026 4.02 14.07 5743
07-015 1.53 3341 5.36 177.60 299.81
07-030 2,00 3431 229 176.11 203.81
10-027 200 3538 364 184.37 25541
23-016 148 69.05 295 264.45 33210
23-018 197 4037 3.17 154.62 186.40
23-020 195 3849 2351 190.81 226.26
N 10 10 9 10 9
Cpeanee 1893 39898 3.313 171.639 246 444
CO 0.313 15.019 1.021 57.654 63.994
KB% 429 376 30.8 33.6 260
Mun. 1.00 14.07 212 5743 145.57
Meanana 1.74 37.02 3.17 180.09 241.74
Makc. 402 69.05 5.36 264.45 33210
TeomeTpiu
ecKoe 1.778  37.157 3183 160056 238.688
cpeanee
TeomeTpuu
ecKuit 3699 4389 30.51 454 27.86
KB%
1 20 Oa 01-009 200 130.44 354 66246 939.05
01-013 200 12223 273 486.82 563.33
05-007 250 49.87 402 23006 33428
05-008 212 66.64 200 27247 304.52
05-021 250 86.86 3.10 410.74 543.04
05-023 2350 52.29 3.01 236.04 294.47
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05-024 8.03 138.69 1912.52
07-028 1.83 12570 1.81 477.73 52036
N 8 8 7 8 7
Cpeanee 2935 96589 2946  586.103 499.866
co 2077 36954 0837  556.166 226.187
KB% 70.8 383 291 949 452
Mun. 1.83 49.87 1.81 230.06 29447
Meauana 231 104.54 3.01 44423 52036
Makc. 8.03 138.69 4.02 1912.52 939.05
TeomerpHy
eckae 2578 8971 2833 453552 461.828
cpeaHee
Teomerpuu
eckmit 5030 44.50 3146 78.77 44.05
KB%

2 60 Her 01-044 1.00 93.67 3.10 44223 558,81
01-047 1.00 7342 233 265.85 293,67
01-055 1.50 113.35 287 474.46 562.60
01-056 1.50 15479 1.48 41353 428.64
03-036 1.55 83.52 1.62 347.11 369.07
05-050 1.00 121,52 1.86 35224 37798
05-052 145 105.84 236 330.30 369.14
06-033 145 23314 227 737.87 83444
06-034 153 206.42 233 887.27 1007.71
06-041 207 144.27 6.98 1714.29 1882.10
06-043 1.02 186.40 253 748.96 877.63
07-048 098 201.12 29 87485 1064.08
08-046 200 9322 346.61
09-042 395 146.17 543 2072.02 2195.38
10-032 150 136.25 340 650.22 807.14
10-035 1.50 127.27 278 519.54 616.68
10-039 1.00 14493 2.27 603.55 691.00
10-045 1.50 12730 2.19 486.85 53729

N 18 18 17 18 17
Cpeanee 1.528 139589 23861 681.542 792552
CO 0.689 47.223 1.381 482,593 525,000
KB% 45.1 338 483 708 66.2
Mun. 098 7342 1.48 26585 293.67
Meanana 1.50 131,78 2.36 503.20 616.63
Makec. 395 253.14 6.98 207202 219538
Teometpuy
eckoe 1429 132558 2640  576.084 673.986
cpeauee
T'ecomerpiy
cckuil 36.00 3388 4027 60.19 60.92
KB%

B T1a6:1. 38 1 39 u Ha ¢ur. 17 u 18 npousumocTpUpOBaHEl MeIHAHHBIC qUana3onsl Tmax 1,5-2,3 9 mis pas-
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JUYHBIX YpOBHEH 103. KpoMe TOro, SKCIO3UIHS POMOPIIUOHANEHO YBEIHIUBACTCS C YBEIHUCHHEM JT03BI OT 20
10 60 mxr. IToBropHOe no3upoBanue 20 MKr uepe3 1 4 B koropte 1 mpuBeno k 2,5-KpaTHOMY YBEJIUYEHUIO CPE-
HETo reoMeTpudeckoro 3HadeHns Cmax u yBenmdeHuto B [TITK.

Ha ¢ur. 19 u 20 mokazano, uTo B koropte 3, 103a 120 MKT NMpuBea K 3HAYUTEILHOMY CHIKEHHIO TTOKa3a-
tenst PEC mo cpaBHeHHIO ¢ 00beIMHEHHON Tpynmoi miarnedo. CiaemxyeT OTMETUTh, YTO CHIDKEHUE TIOKa3aTelIs
PEC npu mo3e 120 MKT oTiu4aeTcs OT JaHHBIX JUIS 00beIMHEHHON TPpyMITkI Tutane6o B MoMmeHT 0,5 4 u momaep-
JKUBAETCs B TEUEHUE BCETO X013 u3MepeHus (6 q).

[Tpumep 8. Knmuandeckoe uccienopanne 3pHEKTHBHOCTH (CeIaus W MPOTHBOAKHUTAIINS), PapMaKOKHHE-
THKa ¥ 0E30MaCHOCTh JEKCMEICTOMHUINHA, BBOJIUMOTO BHYTPUBEHHO CYOBEKTaM, CTPAJAIOIINM MU30(peHHEH.

OcCHOBHas IeJIb WCCICIOBAHUS 3aKII0Yaiach B OMpPEICICHHH ONTHMATBHOW BHYTPHUBEHHOH (B/B) JO3BI
JEKCMENICTOMUINHA THAPOXIIOPUIA B IIEJICBOM MOMYJISIIAN C TOYKH 3peHUs 3(PpPEKTUBHOCTH U OE30MaCHOCTH B
OTHOIIICHUU JOCTIDKCHHS B0o30ymmmMoil cenanmu (RASS-1), KoTopyro MOXHO 00paTUTh MOCPEACTBOM BepOaib-
HOW ctumynsimu. Koryia 3ta meip JOCTHranach y KaKIOrO YYaCcTHHKA, B/B HH(Y3UIO NEKCMEICTOMUIMHA THJI-
poxyiopuaa npekpaniany. Jpyras oCHOBHas IeJIb UCCIICOBAHUS 3aKITI0YaIach B ONPEICIICHUN CHIKCHHS YPOB-
HS @KHTalliH, Kak ompeseneHo o onenkam PEC, B mo3ax, TpeOyeMbIx i moctrkeHuss RASS-1.

Kpowme Toro, ciemyromniie BTOpHYHBIE TSN OBIITH TAKUMH:

OTIpe/IeIeHNe TOTO, KaK OBICTPO JIEKapCTBEHHOE CPEICTBO MOKHO BBOAHTH N0 ITOyYEHHUsS OOIIeH MO3HI,
HEOOXOMUMOI s mocTkennss RASS-1.

Omnpenenenne TOro, Kak JOJITO JIUTCS YCTOKaWBalomui 3((dexT mocie mpeKpameHs BBEACHUS HCClie-
JTyeMOT0 JIEKapCTBEHHOTO CPECTRA.

OmnpenencHue TOro, BO3HUKACT JIH KaKHe-IN00 HeOIaronpusaTHbIC A3PPEKTH IO OTHONICHHUIO apTePHaIbHO-
TO JTABIICHUS, YACTOTHI CEPACYHOTO COKPAIICHUS FJIM aKTHBHOCTHU JBIXAaTEIIHHOTO [IEHTPA JO WM OJHOBPEMEHHO
C JOCTIDKCHHEM OCHOBHOM menu. [IpaBuia mpekpameHus JIeYeHUs 0 MOKa3aTelsIM apTePUATBHOTO NABJICHUS U
YaCTOTHI CEPJICYHBIX COKPALICHUN, YKA3hIBAIOIIUC HA KIIMHUYECKU 3HAYNMOE TPOSIBIICHHE, TAKHE:

nagenue cucronnyeckoro AJl <90 mm pr. cT. nagenue auacroanueckoro AJl <60 MM pT. CT. maJieHUE HU-
ke 50 ymapoB B MUH.

Y4acTHUKH JaBaJid MHUCBMEHHOE MH(POPMHUPOBAHHOE COTJIACHE IO MPOBEACHUS KAKUX-THOO CBS3aHHBIX C
HCCIIeIOBaHUEM TpOIeTyp. Becex yuacTHHKOB MOABEprail CKpUHUHTY Ha KPHTEPHH BKIIOYCHUS U UCKITIOYCHHUS.
Y4aCTHHKOB TPUTJIAIIATN B MCCIEAOBATEIHCKUI IIEHTP Ha CKPHHUHT (IeHb -1), 32 neHb 10 uHy3un. OneHKH
HCXOJHOT'O YPOBHS MTPOBOAWIIN B JICHb -1, a Takke B JIcHh HHPY3UH (IeHb 1). YJacTHHKaM Ha JeHb 1, MOATOTOB-
JICHHBIM UTS WHQY3UH, BBOAWIN WH(QY3UIO B TEUEHHE M0 3 4 W OTCICKUBAIN MX HA IPEOJIOJICHUE CeNAIlUH U
JFOOBIX CHIDKECHHUH apTepHaibHOTO JABIICHUS WM YacTOTHI CEPACYHBIX COKPAIICHUH, KOTOPBIC COOTBETCTBOBAIH
KPUTEPHUSIM MPEKPAIICHUS JICUCHHUsI. YYaCTHHKOB HE BBITUCHIBAIU M3 HCCICIOBATEIBCKOTO OTACICHUS 0 TPEX
YacoB IOCIIC TPEOIONICHHUS JIF000TO CHIDKEHUS YPOBHS BO30YxkaeHus (Hampumep, RASS-1) w/wnn npeomoneHus
JFO00TO CHIKCHHUS apTePHAIbHOTO JABICHUS WIH YacTOTHI CEPACYHBIX COKPAIICHUH, COOTBETCTBYIOIIUX KPHUTE-
puysM mpekparnieHus. [ TaBHBIN HCCIIe0BaTeNh IO YCMOTPEHUIO OCTABIISUT YYACTHUKA B TEYCHUE HOYU B HCCIIC-
JIOBATCIILCKOM LIEHTPE BEUYECPOM JHSA | [UIS pacIIMpEeHHOTO MOHUTOPUHTA, a 3aTE€M BBIMTUCHIBA YUACTHUKA JOMOM
Ha CYTKH 2, €CITH TJIaBHBIA HCCIIEIOBATEINh MIIM YIIOTHOMOUYEHHBIH COTPYIHHUK OIPEAEIIsI, YTO YIaCTHUK BEPHYI
K CBOEMY HCXOJHOMY COCTOSTHHIO.

Hccnenyemas momymsius Biimodana 14 ydacTHukoB, 10 mosrydanu akTHBHBIN mpemapat u 4 - mianeoo.
ITanmenTs 5, 7, 8 1 9 monyyanu mnare6o. [amuentam 1, 2, 3, 4, 11, 12, 14, 16, 17, 18 BBomumm nH)y3UeH IeKk-
CMEJICTOMUINHA TUAPOXIIOPU, HaurHas co ckopocTH 0,2 MKr/kr/d u moBbitmast Ha 0,1 MKr/kr/4 kaxmpie 30 MUH
JI0 JOCTHXXCHUS KPUTEPUEB MPEKPALICHUS WU IO JOCTHKCHHUS MaKCHUMAaJIbHOHN MPOIODKUTEIHLHOCTH 3 4. Yua-
CTHHKH, PaHIOMH3HPOBAHHBIC IS TIAIe00, MONTyYain COOTBETCTBYIONIYIO BHYTPUBECHHYIO HH(Y3UIO pacTBoOpa
miane6o.

Ta6mmma 40
Uccnenyemble BUIBI TeUSHUS

Jleuenne Cocras Hactora
JexcmeneroMuauHa Precedex® HenpepoiBaast uH(y3wust, yBeaudeHne
THJIPOXJIOPUJL Kakzabie 30 MUHYT
IInane6o HopmanbHebrii Henpepeisrast undy3ust

¢$usronornuecknit

pacTBop

ITocite Toro Kak y4acTHUK CTaHOBUJICS COHHBIM (RASS-1), uady3uro octanaBimmuBamu. MakcuMmanbHast 00-
ast BBOUMAsI 1032 COCTaBisuia 1,6 MKT/Kr/49ac, KOraa JOCTHTaIN JTHO0 KeTaeMOoTro YPOBHS CEIaIliu, TU00 Mak-
CHUMaJIbHO JOMYCTHMOIO YMEHBIICHUS CHCTOJIMYECKOIO MIIM THACTOJHMYECKOTO apTepHAbHOE MABICHUS HIIN
YaCTOTHI CEPACYHBIX COKPAIICHU.

Bo BpeMst MCCIIeIOBaHMs YIaCTHHKOB HEMPEPBIBHO OTCJICIKHBAI IIEPCOHAIOM IICHTPA, BKJIFOYAs] MOHHTO-
PHUHT apTepHaIbHOTO IABICHHUS M YaCTOTHI CEPIICYHBIX COKpalieHui. [leprHoaumdeckue 3IMeKTPOKapIHOTPaMMEI
BBIMOJTHSUTA OT Havyasia HHPY3UH 10 TPEOJOICHUS CSAANNN /WM TFOOBIX HEOIAronpusATHEIX 3()()EKTOB B OTHO-
IICHUU apTePHATHLHOTO NABJICHUS MU YaCTOTHI CEPICYHBIX COKPAIICHHA.
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Korza BbINONHSUIMCH BBINIEYKa3aHHBIE KPUTEPUH MPEKPAIICHHs, B IEHTPE OCTAHABIMBAIN WH]Y3HUIO, U B
LEHTPE TPOJ0JDKAIN OTCIICKUBATH TIOKa3aTeNN )KNU3HEHHO BAXKHBIX (DYHKIMH ydacTHHKA Kaxple 15 MUH 10 Tex
HOp, MOKa YJaCTHUK HE JOCTHUTaJ CBOMX MCXOJHBIX NMAapaMETPOB WIIH, IO ONPEIEICHNUI0 OCHOBHOT'O HCCIIEI0Ba-
TeNsl, YYaCTHHK JOCTHIal CTAOMIBHOTO M MPHEMIIEMOTO YPOBHS apTepHalIbHOTO JABJICHHS M YacTOTHI CEpAed-
HBIX COKpalleHuil. Bo3BpaiieHnne Kk UCXOAHBIM MapameTpaM orpejensercs kak 3HaueHue AJl, Haxonsieecs B
npeznenax 15 MM pT. CT. OT HCXOJHOTO 3HAYEHHS 10 BBEICHHMS JIEKapCTBEHHOTo cpenctsa, unn YCC, Haxons-
meecs B npefenax 10 yaapoB B MUH OT HCXOIHOTO 3HAYEHUS JIO0 BBEJCHUS JICKAPCTBEHHOTO CPE/ICTBA.

B ciyuae ecnm mccnenoBaTenb CUMTAN MaJCHHWE apTEPHATBHOTO AABICHUS MM YacTOTBHI CEPACYHBIX CO-
KpalleH!H KIMHUYECKH 3HAaYMMBIM, MOTJIM BBOJHTH TIOAXOASIINE KOPPEKTUPYIOLIHE JIEKapCTBEHHBIE CPEJICTBA B
JIOTIOJTHEHHE K ITPEKPaLeHUI0 HH(Y3UHN AeKCMeIeTOMUINHA THAPOXJIOpHIa Ha YCMOTPEHHE UCCIIEA0BATEs.

OrneHuBaJM, PETHCTPUPOBAIN HexesaTebHble sineHus (HST), Bkirouast cepbe3Hble HeKeslaTeIbHBIC SBIIC-
Hus (CHSI), u coobuianu o HUX B cooTBeTCTBHHU ¢ pykoBoacTBoM FDA. Ilpn nHammunu mo6oro CHS, uccneno-
BaHME JIOJDKHO OBITH OCTAHOBJICHO JI0 TEX IOP, IIOKa He onpenenutcs npuarnna CHSL

Ornenka 3¢ eKTHBHOCTH.

(1) Ikana axuranuu-cenanuu Pramonna (RASS): Mornm oneHHBATh KemaeMylo KOHEUYHYIO TOUKY B OT-
HOIIIEHWH TOTO, KaK OBICTPO JOoCTHUTANACh COHIMBOCTH (RASS-1), He BBI3bIBas NU3MEHEHHUH B 9aCTOTE CEPACUHBIX
COKpAIICHUH WM apTepUalibHOM JaBJICHHH B OOJBIIEH CTETIEHH, YeM 3TO YCTAaHOBICHO IpoTokosoM. Mceieno-
BaHME TAKKE OTCIIC)KUBAJIOCh B OTHOIICHHM TOTO, KaK JOJII0 YYaCTHHK OCTABAaJICS HAa 3TOM YPOBHE CEIalluH;
cellalys CYNTANCh IPEOAOJICHHON, KOTja y4aCTHHUK MPOOYXKIaCs U CIIOHTAHHO pearupoBall.

(2) PANSS. M3MeHeHue 0 CPaBHEHUIO ¢ UCXOTHBIM YPOBHEM JIJIST YMEPEHHO BO30YKIACHHBIX MAIEHTOB.

(3) Obmee knmHMyeckoe BrewarieHue ymydienus (CGI-I) (HaumoHambHBIH MHCTHTYT NCHXHYECKOTO
3710poBbs, 1976) B nnana3one ot 1 (0OYeHb CHIIBHO YIIyYIIMIIOCH) 10 7 (OYE€Hb CHIBHO YXY/IIWIOCH) II0 CpaBHE-
HHIO C UCXO/HBIM YpoBHEM. KakJJoro yuacTHUKa OIIEHMBAJIM Ha OCHOBE CTEIICHH TSHKECTH QKUTALMH dyepe3 15 u
30 MuH [T KQXXI0# 10361 HH(Y3UH, B KOHEYHOH TOYKE ¥ B MOMEHT BPEMEHH BO3BPAIIECHUs [T0Ka3aTelNel yqacT-
HHMKa K UCXOJHOMY YPOBHIO (B TepMHHax ypoBHs Bo30yxaenus). [lokazarens CGI-I HaneneH Ha onpeneneHue
TSDKECTU KHUTAINH, a HE TSHKECTh 3a00/IeBaHNU.

(4) TTocite oCTaHOBKY MIPOBEJCHUS HHPY3UH, YIACTHUKOB OTICHUBAIN Ha COOTBETCTBHE BBINMMACKE TIIABHBIM
HCCIIEZIOBATEIEM WIN YIIOJTHOMOYECHHBIM COTPYJHUKOM, KOTJa OH yOeKAaucs B MX BO3BPAIICHUN K HCXOTHOMY
YPOBHIO BOCIIPHMMYHBOCTU M OCO3HAaHUS 0e3 HapyIIeHHH OanaHca, MOXOAKH M BPEMEHHU PEakIMK MPH OIpese-
JICHUHM OCHOBHBIM HCCIIE/IOBATENIEM MU YIIOTHOMOYEHHBIM COTPYIHUKOM.

PesynbTatsl.

(A) Uccnenosanue 3¢h)(h)eKTHBHOCTH.

RASS (wkana axkuranuu-cepanun Pramonna).

B rpynme neuenus 9 u3 10 nanmentoB (cyosexTs 1-3, 11, 12, 14 u 16-18) nocturamu nokazatens RASS
10 MeHbLIeH Mepe -1, Torna kak B rpymmne mianedo (CyobekTsl 5 1 7-9) HCHBITHIBAIM 3HAYMMYIO CEAALHIO (CM.
¢wur. 12 u Tadmn. 41).

Tabmuma 41
M3o0pakens! mokazarenu RASS marueHToB ¢ mm3odpeHueit, moryyaromux nHQy3uo 1eKCMeIeTOMATNHA TH/I-
pOXJIOpUAa ¥ HOPMAJIBHOTO (PU3HOIOTHYECKOTO pacTBOpa

3nauenust RASS nocne Hawana nHpy3un
Ne mauueHTa
Unbyszus |1 |2 3 4 5 7 8 9 11 |12 |14 |16 |17 |18
(vunyT) |T [T |T T |P P P P T T T
0 1 |3 1 1 1 1 1 1 1 1 1 1 1 0
15 -2 -1
30 0 0 0 1 1 1 1 0 0 0 0 0
45 0 -1
60 0 -1 |0 1 1 0 1 0 0 0 0
75 -1 -1 -1 -1
90 0 1 0 0 1 0
105
120 0 0 0 0 1 -1
135 0
150 0 0 0 1
165
180 0 0 0 1

T - rpynna neuenus; P - rpynna minane6o PEC (kommonent Bo30oyxaenust PANSS).
B rpymnme nedenns 9 u3 10 nammenros (cyosexTs! 1-4, 11, 12, 14, 16 n 17) uMenn axutanuoo, yMeHbIICH-
HYIO 10 MUHUMYMa (Kak n3MepeHo ¢ nomolnsio orenkd PEC paBHoit 7 wim Huke) (cM. Tabn. 42 u dur. 13).
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Tabiuma 42
N3zo6paxxens! nanapie PEC manueHToB ¢ mu3oppeHuei, monyqaonmx HHQY3U0 TeKCMEICTOMUINHA U HOP-
MaJIbHOTO (PU3HOJOTHYECKOIO PacTBOpa

3nauenuss PEC mocne Havana nudysun
Ne manmenTa
1 2 3 14 |5 |7 (8 |9 11 |12 |14 |16 |17 |18
Bpems(vur) [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 19 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 18 [8 |7 11 |7 8 5 5
90 7 17 |9 |7 11 6
105 7 8 8 7 10 5
120 7 18 [8 |7 10
135 7 18 |7 |7 |9
150 8 |7 |7 |9
165 8 [8 |7 |9
180 8 |8 |7 10
T - rpynna neyenus; P - rpynna miane6o (B). ®apmakokunernyeckoe uccnenosanue: (OK nccnenosa-

HHE).

B mma3sme manmeHTOB BO BpeMs MH(Y3UH TakkKe H3MEPsUI YPOBCHb NEKCMEICTOMUAMHA. Pe3ymbTaThl
npeJcTaBiICHEl B Ta0n. 43. MakcuMaibHBIC KOHICHTPAIIMU JEKCMEICTOMUINHA Y MAIMEHTOB ¢ mu3o(peHueit
(Chax) BapbupoBasid OT okoJio 22,45 nr/mut o okomo 406,3 nir/mit. Bpemst moctmwkenust Cy,,, HAXOIWIOCH B THA-
ma3zoHe OT okoyio 15 muH 70 okoso 105 mun. CpemHsisi ckopocTh UHPY3uHu cocTaBisgeT 0,36 MKI/Kr/4 ¢ MaKkCH-
MaJbHON CKOPOCTHIO B AMara3one ot okoJio 0,2 MKr/kr/4 1o okomo 0,6 Mxr/kr/4 (cMm. ¢wur. 14, 15 u 16).

Tab6muma 43
N300pakeHbI KOHIIEHTpAIIUH (TIT/MJT) B TIa3Me TIAIMEHTOB C MU30(PEHUEH B pa3Hbie MOMEHTHI BPEMEHH BO
BpeMsi HHPY3UHU JEeKCMEACTOMHIUHA THIPOXIIOPUIA K HOPMAIIBHOTO (DU3HUOJIOTHYECKOTO pacTBOpa

YpoBeHb KOHUCHTPALMH B I1AIME (MMKOTPaMM/M)
?::m T2 [ 33 [ 5] 7 s [ [n] ] ]w6]0]®
T T T T P P P P T T T T T T

0 HIOKO|HNKO HNKO |HIIKOQ | HOKO |HNKO [ HIOKOQ | HIIKG | HNKO | HITKO | HIOKO | HAKO [HNKO
15 [2245 HIKO (HIIKO | HOKO [HAKO |HOKO | 41.01 [HAKO |HIIKO| 256 | 1587 | 48.36
3¢ |14.72 |[HNKO [HNKO [HNKO (WIKO | HOKO [HMKOQ [HIOKO [ 6291 | .87 | 5266 | 15.59 |HNKO | 54.53
45 HNKO |HIKO |HIIKO | HOKO |HAKO [HIOKO [ 12407 5051 | 46.53 | 41.17 | 39.93

60 HIEKO [HIIKO | HIIKO [HAKO |HIIKO (15047 108.6 | 406.3 | 67.88

75 HIKO{ HIIKQ|  HIKO| HITK() HIIKO| 158.54 71,26

90 H.3 [HIIKO| HOKO [HNKO [HIIKO 23783

105 HIIKO | HOKO [HNKO | HIIKO 2673

120 HIIKO | HIIKO |HNKO [ HIIKO

135 HIIKO | HOKO |HNKO [HITKO

150 HIIKO | HOKO |HNKO | HITKO

165 HIKO | HOKO [HNKO | HITKO

150 HIIKO | HOKO |HNKO [HIKO
[D6u1as
npoaoe
| -LAHTC
TLHOCT

. 19 75 60 149 180 180 130 179 68 103 64 66 36 30
wndyr

"
(smn)

*HITKO - HmKe npesena KoJIn4ecTBeHHOTo onpenenenus T - nedenue; P - miane6o.

Ob6cyxnenne. Beenenne nekcMeIeTOMUINHA THAPOXIJIOPHIA B/B ITyTeM BbI3Ba0 >=50% CHIKEHHE TTOKa-
3atenst PEC y Bcex 7 u3 10 cyOBekTOB, ¥ ofuiH cyOBbeKT (marueHT 1) pearuposai nmpu Cmax 22 nr/mit. ¥V 5 u3 10
cy0BexToB (marueHTsl 1, 2, 3, 16 u 17) npogemonctpuposano 40% curmkenne nokazarenst PEC mpu Cmax =<72
/M. XOpOIIIHe MOKa3aTeIN PeakIiy MIPH ATHX YPOBHAX SKCIO3HUINH B TUIa3Me YKa3bIBAIOT HA TO, YTO CYOJIMH-
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TBAJILHOE BBEJICHUC JCKCMEICTOMUANHA MIPH CXOMHBIX MM 0OJIee BBICOKHX YPOBHSX 3Kcmo3uiuu Cmax OymyT
o0ecrieunBaTh XOPOIIHE MPOTHBOAKHUTAIIMOHHBIC 3P dekThl. Kak moka3zaHo B mpuMepe 6 BEIIIE, CYOJIHHIBab-
HBIA TEKCMEICTOMUIAMHA THAPOXJIOPHI, BBOIUMBINA 3M0POBBIMH T0OPOBOJIBIAM, CO3JABAIH XOPOIIME YPOBHHU
9KCIIO3UIINY B Tuiazme B 1o3ax 10, 20 u 40 MKr, 94TO yKa3bIBaeT HA TO, YTO TAKHE JO3bI JOJDKHBI TIOIXOIUTH IS
MOJIYYCHHUST XOPOIINX MPOTHBOAKUTAIIMOHHBIX 3()(HekToB (HampuMep, MPH U3MEPEHUH 10 CHIKCHHUIO MMOKa3aTe-
nst PEC) y Bo30yX/I€HHBIX CyOBEKTOB, BKJIIOUAs CYOBEKTHI ¢ MHU30(PPEHUH, IIPU 3TOM TaKKe HE cOo3/aBas KIu-
HHUYECKH 3HAYUMBIC BpeaHbIC 3G (HEKTh Ha apTepUATbHOE AABJICHHUE H/HIIH YaCTOTY CEPACYHBIX COKPAIIICHHI.

DOOPMYVYIJIA N30BPETEHMA

1. Kommo3uiist B BUE pacTBOPUMON TUICHKH [UIS JICUCHHS QXKUTAIHH, COACPIKAIIIAS:

(i) JeKCMEeIETOMUINH WK er0 (papMaIleBTUICCKU TIPUEMIIEMYIO COJIb;

(i) BOTOpAaCTBOPHUMBIH TIOTUMED, MPEACTABISIONTNI COO0H THIPOKCUTTPOITHAIIICIIIION03Y, HMEIOITHI MoJie-
KyJSIpHYIO Maccy oT okojio 5000 go oxoso 49000 naiabTOH M MPHUCYTCTBYIOIMIUN B KOJUYECTBE OT OKOJO 2 10
okoio 15% mac./mac., B mepecdere Ha OOIIYIO MacCy IUICHKH;

(iii) BOIOPACTBOPUMBIH MOJUMED, TPEIACTABIAIOMNN COO0H THIPOKCHUITPOIHIIIEILTION03Y, HMEIOIUN MO-
NeKyJIIpHYyI0 Maccy oT okosio 90000 1o oxono 200000 HambTOH M MPUCYTCTBYIOMIMKA B KOJIHMYECTBE OT OKOJIO 3
1o okxoJo 8% mac./Mac., B iepecueTe Ha 0OUTyI0 Maccy IJICHKH;

(iv) BOIOpacTBOPUMBIN MOTUMED, MPEACTABISIONINA COO0H THIPOKCUIIPOIMIIIICILTION03Y, UMEIOIIHNA MO-
JeKyIspHy0 Maccy oT okono 200000 go oxono 500000 nanbToH U MPUCYTCTBYIOUIMH B KOJINYECTBE OT 0K0JI0 10
10 okoiio 50% mac./mac., B iepecueTe Ha OOIIYI0 Maccy IJICHKHU; U

(V) TOMMATHICHOKCH, UMEIOIINH MOJIEKYISIpHYI0 Maccy okoso 600000 nanbTOH M MPUCYTCTBYIOUIIMH B
KoJIM4ecTBe OT okoio 40 1o okono 70% mac./Mac., B iepecyeTe Ha OOIIYI0 MacCy IJICHKH.

2. IInenka 1o 1.1, Tie AEKCMEAETOMUIMH TI0 CYIIECTBY pABHOMEPHO pacIipeliesieH 10 BCeH MIIeHKE.

3. IInenka mo 1.1, Tae AeKCMEIETOMHUINH MK ero (papMarneBTHUECKH MTpHeMIIeMasi COJIb IPUCYTCTBYIOT B
kosmmuecTBe oT 0koJjo 0,05 mo oxomo 3% mac./mac.

4. TInenka 1o 1.1, HeoOsA3aTeNBEHO coAepxammas hapMareBTHICCKH MPUEMIIEMbIE HOCUTEIH, BRIOPAHHbBIE U3
TPYIIIBI, COCTOSIIEH U3 XHUIKAX HOCHTEIEH, apoMaTu3aToOpOB, MOJCIACTHTENEH, OCBEKAIOIINX areHTOB, Pery-
mupyroumx pH areHToB, ycunnTenell MPOHUIIAEMOCTH, INIACTH(PHUKATOPOB, 00BEMOOOPA3yIOMINX areHTOB, II0-
BEPXHOCTHO-aKTHBHBIX BEIICCTB, MPOTHBOBCIICHUBAIOIINX aTCHTOB M KPACUTEIICH.

5. IInenka mo m.1, rae nonmmeps! B (ii), (iii) u (iv) UMEIOT MOJEKyJIsIpHYIO0 Maccy okoiio 40000 panbToH,
oxoiio 140000 panbToH U 0koj0 370000 1anbTOH COOTBETCTBEHHO.

6. [Inenka no 1.1, Tae AeKCMEICTOMHUINH MK €ro (papMameBTHUCCKH MpHeMJIeMasi COJIb MPUCYTCTBYIOT B
koJm4aecTBe oT 0koJio 0,5 1o okoio 200 Mxkr.

7. Ilnenka mo moboMy u3 ML 1-6, rae MEKCMENSTOMUANH WIH ero (hapMaleBTHYSCKH TpUeMIIeMasl COJb
MIPUCYTCTBYIOT B KoJimdecTBe okoJio 10 Mkr, okono 20 Mkr, okosio 40 MKr, okoio 60 MKr, okosio 90 MKT win
okoio 120 mxr.

8. Inenka o yro6omy u3 1. 1-6, rae ykazaHHas TUIGHKA BBOJWTCS B BUE OJHOW MM O0Jiee eIUHUII, 9TO-
OB oOecreunTh OOIIYI0 CYTOYHYIO 03y NEKCMEISTOMHIMHA WM €r0o (hapMaleBTHIECKA TMPHUEMIIEMOH COJIH,
COCTaBIISIONTYIO OKOJIO 120 MKT.

9. Inenka mo yro6omy u3 1. 1-6, rae ykazaHHas TUIGHKA BBOJMTCS B BUE OJHOW MM O0Jiee eIUHUII, 9TO-
OBl 00ECIeYnTh OOIIYI0 CYTOYHYIO J03y NCKCMEICTOMUAWHA WM €ro (apMaleBTHYEeCKH MPUEMIIEMOU COJIH,
COCTaBIISIIOLIYIO OKOJIO 180 MKT.

10. IInenka mo irobomy w3 mi.1-9, rae AeKCMeAeTOMUINH Wid ero (hapMaleBTHYSCKU MpHeMiIeMas COJIb
MPEJICTABISACT COOOM AEKCMEICTOMUIUHA THIPOXIOPH/.

11. IInenka no Jyr060My U3 IPEIBIAYIINX IIYHKTOB, I/le IUICHKA pacnanaercs B TeueHue 120 ¢ wim Oombie
MIPH KOHTAKTE CO CIAM3UCTON 000JIOUKOM MOJIOCTH PTa.

12. IIpuMeHeHne TUICHKH IO JIIo0oMy U3 T, 1-11 auis TeueHus akuTaruu.

Bun B monepednom paszpese (00KOBOI) U BUJ IOBEPXHOCTH (CBEPXY) TUIIOBOM MOHOJIUTHON MaTPpUIHON TUICHKH
Bun s

MIOTIEPEYHOM
paspese

Bun nosepxHocTH

Dur. 1
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Bun s Bun nosepxHocTH
MOTIEPETHOM
paspese

.

dur. 2

Juddysus nekcmeneroMmuanHa B coctaBax 1-7 u cocrase 11 u npenapare Precedex® yepe3 meMOpaHy KyJIbTy-
PBI KJIETOK POTOBOM MOJIOCTH

KyMynaTuBHOE KONNYECTBO

o e
;""/'”
el
o
o
iy //
e e
o e
el el
- L e
e s //
o el -
~ L
e T -

s o

[excen. KyMynsiTUBHOE KONIMYECTBO (Hr)

"
P i

" e
wriie s oo

AT
porsrern I

Bpems (4achr)
Cocras 1 —10 mkr i COCTAB 2 —11 MKT
~ g~ CocrtaB 6 —10 mKkr aeeenamenne COCTAB 3 —10 MKT
e i COCTaB 4 —10 MKr s Precedex (100 mkA, 10 mkr)
e eee - COCTAB 5 —10 MKF -:gperre COCTAB 7 —10 MKF
oot COCTAB 11 —10 MKF
Ouwr. 3

Cpennee 3HaueHMe JioraprdmMa KOHIIEHTPaUHU JEeKCMEICTOMU/IMHA B IUIa3Me B 3aBUCUMOCTH OT BPEMEHH IS
yposreii 103 10, 20 1 40 MKT 1eKCMeAeTOMUINHA I CYOIMHTBaJIbHON IUICHKH, MTOJTyJIoTapupMHuIecKas IKaia
1900

R

i

[osa
w10 MKT

xkxﬁt“ 20 MKl
wHhps 40 MKT

CpeaHAA KoHUeHTpauusa (Hr/n)

0.1 - 1 L 1 !
0 1 2 3 4 5 & 7 B
HomuHansHoe Bpemsa (u)

Dur. 4
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WunuBuayansHele npoQriiy 3aBUCUMOCTH KOHIIEHTPALUH JEKCMEIETOMHIMHA OT BPEMEHH JUTS BCEX CyOBEKTOB
TI0 /103aM TIOCJIe BBEACHUS JEKCMEICTOMHUIMHOBOM CYOIMHTBaIbHOU MiIeHKH (10 MKT) B moiryorapupmMudeckom

1000 |

Konuentpauus (Hr/m)

§oddidd

166 —

Seveateecteehradeleds

H

i
&
|

frereherbsesbodredel

1

IIKaJIC

Jo3a =10 Mkr

1 2 3 4 5 6 7 8
DakTIyeckoe BpeMA (1)
®wur. 5A

WunuBuayansHele npoQriiy 3aBUCUMOCTH KOHIIEHTPALUH JEKCMEIETOMHIMHA OT BPEMEHH JUTS BCEX CyOBEKTOB
TI0 103aM TIOCJIe BBEACHUSI JEKCMEICTOMHUIMHOBOM CYOIMHIBaJIbHON MIIeHKHN (20 MKT) B ITOJTyJI0Tapu(pMUIECKOH

Konuentparys (Hr/m)

1000

Ll ddd

i

180

H ltltlll fd Il!iill

HIKaJIC
Hosza =20 Mkr

4 s

1 2 3 6 7 8
DakTuyueckoe BpeMs (1)
®ur. 5B
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WunuBuayansHele npoQriiy 3aBUCUMOCTH KOHIIEHTPALUH JEKCMEIETOMHIMHA OT BPEMEHH JUTS BCEX CyOBEKTOB
TI0 /103aM TIOCJIe BBEACHUS JEKCMEICTOMHUIMHOBOM CYOIMHIBaJIbHON MIIeHKHU (40 MKT) B OITyJI0Tapu(pMUIECKOH

Konnentpauus (Hr/)

1000

100

fudodid

I!IHH; 1 EIHEHE

i

IIKaJIC

Jlo3za = 40 MKkr

L L L A R L A

1] 1 2 3 4 5 6 7 8
@akTHUeCKOE BpeMS (1)
®ur. 5C

Cpezu{ee 3Hauenue VAS/S o CpaBHCHHIO C HOMHWHAJIbHBIM BPEMECHEM I1OCJIC BBEACHUSA HGKCMGHCTOMHHHHOBOﬁ

Jleuenue = JlekcMen€TOMUAMHOBAsL CyOIMHIBAIbHAS [IIEHKA

Cpeauss koHueHTpauus (ur/m)

cyonHrBanbHOM meHkH (10, 20, 40 Mxr) u miane6o
Jleuenue = ITnane6o

120 -
£
=3
=
ﬁ
B
5
E s0d ™ y
c ; oo, 1 et T
Z 50- S
£ 40
=4
2 s
20 ~ap
10- 10 1
“ g H 1 H i a t 1 '
L] i 2 3 8 1 2 3
Homunamesoe Bpems (1) Homumamsroe spemst (4)
®ur. 6

Cucronunyeckoe A/l B cTos4eM MOJIO0KEHUH B 3aBUCUMOCTH OT HOMUHAJIBHOTO BPEMEHU TOCTIe BBEACHUS JEK-
CMeICTOMUIMHOBOM cyOMuHrBaNbHOM TuieHKH (10, 20, 40 MKr) 1 miane6o

Jleucrue = JlekcMCACTOMHIHHOBAA CYOIMHIBAbHAS ICHKA

Cucromuucckoe AJ] B CTOSMCM IIOJIOKEHHH

(MM pT. CT.)

Jleuenwe = TTnaueto

Howmusaisroe Bpems (1)

45

YT
123

s

138

128
_ ued
3 12445 Cucroanueckoe
& 122 ‘.‘ AJl B cTosuem
E ~ 1284 % N ” TIOTOKEHIH
=65 ngd % i, i 7 10 MKr
E:( £ 1s- ‘;\ f "‘“‘-‘. i '\‘ 7 20 MET
gz M4  § M 40 Mxr
Eo M8 v el TMnaueto
8E m wrwie 111
EE o
g5 18-
Q2
25 o4
O = e

TTTTTTTTTTY e i e e e
7 & 9 19112 1 23 4 3 6 7 8 & 1112
HomunasHOE Bpems (1)
@ur. 7
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Cuctonnueckoe A/l B 1exxadeM MOJIOKEHUU B 3aBUCHUMOCTU OT HOMHHAJIBHOTO BPEMEHU T10CIIE BBEACHUS JICK-
CMeJIeTOMUANHOBOU cyOiauHrBansHo# mieHku (10, 20, 40 Mkr) u rutane6o

Jleuenne = JlekeMEACTOMUIMHOBAs CYOIMHIBAIbHAA MIICHKA

Cucronuyeckoe AJl B 1eskadeM
TIOJIOKEHUH (MM PT. CT.)

RN RS
1223248678 9%
HovmHa1sHOE BpeMA (1)

1

il

Cuctomuucckoc AJ] B ickauem

TOJO/KEHUH (MM PT. CT.)

i

)

< ol
SRESRETENFERESRBREREE

Jleuenne = TT1ane6o

s 40 MKT
mower [TmaIE60

138 -,

% i

i Crcromiuec
% xoe AJlB
8w M A ™ e o, JeKAYeM
e “i, Y v it i, ONOKEHHH
% s 1() MET

¥ s 20 MKT

b3

¥

1

1

b

Juactonmueckoe AJl B cTosTuEM MOJIOKEHUU B 3aBUCUMOCTH OT HOMHHAJIBHOTO BPEMEHH ITOCIIE BBEJICHUS JICK-
CMEICTOMUMHOBOM CYOIUHTBaNBbHOM TuTeHKH Ha 10 Mxr, 20 MKT 11 40 MKT U iane6o

Jleuenue = JIeKCMEACTOMUAMHOBAS CYOMMHTBAIbHAS NICHKA

85 -
834
814
« 78
e
73
7
71
67
68y I N A
81 2 3 45 & 7T & 902

HoMmumanesoc BpeyA (4)

Jimactonmaccroc A B croquesM

Jleuenme = TTnane6o

>, Jnacroanuec
xoe Al B

P, o CTOACM

TIOJIOKCHHH

st 1 () MKT

20 Mkr

40 MKr

wemion [Tane6o

1 2

85
834,
B8t
£ 79-
ER 2
=
£ 18-
2 73
2
g 71
[
&
65
®ur. 9

[

Homnnansaos spems (1)

Juactonmueckoe AJl B JekadeM TOJI0KEHUH B 3aBUCUMOCTH OT HOMHUHAJILHOTO BPEMEHH TOCTIE BBEACHHS JIEK-
CMeICTOMUMHOBOM CYOIUHTBaNbHOM TuieHKH Ha 10 Mxr, 20 MKT 1 40 MKT U iane6o

Jleuenue = JlekcMeICTOMHAMHOBAA CYOIHHIBA/IBHAA IICHKA

86
84

)
W ond oo m
o > T B e
AR ST )

]
G =

Jmactommucckoe AJL B roxaucym
TIQNICKCHUH (MM PT. CT.)
s =X
e

a
Y
L

£2-

=
&

Homumamsaoe spems (1)

Juacrommucckoe AJl B exaueM

Jleuenue = [T1auebo

86

84 -1
~ B2
K86 Juacronuuecko
£ 78] e AJl B nexauem
E 76 N MOIOKCHHH
z L W ® e 10 MKT
g 7‘””“' “iﬁ, “\. ," s, saavare. 20 MK
5 72 ., o e seswans. 40 MKT
é - s LLIIATIEO0
o

6.

&3

621

R AR AR RE R A ma

¢ 1 23 4 5 6 7 8 % 101112
Homumarmroe Bpems (1)

@ur. 10
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Yacrorta ITyJibCa B 3aBUCUMOCTU OT HOMHUHAJIbHOT'O BPEMCHHU I1OCJIC BBCACHUA HGKCMCHCTOMI/IHI/IHOBOﬁ Cy6J'II/IH-

85
e
S
L 77
75-
73]
Z 7t
698
67
65
@ 63

61-

39

57-

55

rBajbHOM TuIeHKH Ha 10 Mkr, 20 MKT 1 40 MKT | 1ane6o

Jleuenue = JIeKCMEICTOMHANHOBASI CyOTMHTBATbHAS TIIGHKA

Jlevenne = ITnaneto

£5 -

8- "
81 - [ oo
79 o T
77 i A
BLA L af
By \ha
ng ¥
&
&
I
e maue6o
63
61-
39 -
57
NI R RN AR R R A R R SR R R R R
12345678901 123456758 9W0R

Hoyumansnoc Bpess ()

Homugansuoe epeya (4}

Gur. 11

[MpouenT nanuenToB ¢ mm3odpenuneii, nocturmux RASS -1 B rpynme neuenus (rpyrre, mory4yaBuiel B/B jgede-
HHE IEKCMEETOMUANHA THAPOXIOPHUAOM) TI0 CPABHEHHUIO C TPYMIIOH u1ane6o

% nauHeHToB, focruraromux RASS-1

160%
99%
80
e
60
5%
W%
0%
W%
19%

%%

IIpoueHT mauneHToB, focTHrarommx RASS-1

@

20 Bpems (vum) 80 108 120 140

s [IOKC.  www=s [Tnauebo

dur. 12

Cpennee cHkenune nokasareinst PEC y manpenToB ¢ mmsodpenueii B rpynne jgedeHus (rpyme, norydaBiei
B/B JIeUCHHE JICKCMEAECTOMUINHA THAPOXIOPUIOM) TI0 CPAaBHEHHIO C TPYIIION I1anedo

Tlokasarens PEC

&

Moxazarens PEC ¢ Teuennem BpeMenn

36 45 6l % o 105 120 135
Bpems (MuH) nocsie Hauana HHPY3HH
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MaxkcumasabHbIe J03bI B/B JACKCMCACTOMUANHA THAPOXJIOpUAA, MMOJIYyYacMbIC MAlITUCHTAMU C HII/I30(1)I)€HI/ICI7[ JIIsL
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O6was g03a (MKr)
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®ur. 14

O6HIa$I BHYTPHUBCHHAsA 1034 B/B JACKCMCACTOMUANHA THAPOXJIOpHUIA, MMOJyYCHHAs NMMallUCHTaMHU C HIPI30(1)peHI/ICﬁ
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®ur. 15

Cpennsisi KOHIIEHTpaIys B ruia3me (Ir/MiT) B 3aBUCUMOCTH OT (pakTrdeckoro BpemeHn. CpeiHve 3HaUYeHUS KOH-
LEHTPAIMH B IUIa3Me Y MAlMEeHTOB ¢ MI30(peHKEeH, MOTyYaBIIuX B/B JICYCHUE JCKCMEIETOMHIMHA THIPOXJIO-

puoM, oxynorapudMudeckas mKaia
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Dur. 16

-70 -



045213

Cpennss xonnentpanus (xCO) nexkcMeneToMUIMHA B IJ1a3Me OT BpEMEHH, OTCOPTHPOBAHHAS 110 YPOBHIO JTO3bI

CpeaHAsA KOHUEHTpauuma
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(JrMHeitHas mIKana)

Koropra 2 no3a 60, 6e3 nosrop. 103bl
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HomuHanbHoe BpeMs (4)

®ur. 17

Cpezxﬂsm KOHICHTpalus (iCO) JACKCMCACTOMUINHA B TIJIa3MC OT BpEMECHU, OTCOPTHUPOBAHHASA 10 YPOBHIO J103bI

CpeaHaa KoHueHTpaumsa (Hr/n)

1000
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(monmynorapudmudeckas nikana)

Koropta 2, go3a 60, 6e3 nosTop. A03bl

KoropTa 1, fo3a 20, ¢ nosTOp. A030M

Koroprta 1, go3a 20, 6e3 nosTop. A03bI
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HomuHanbHoe Bpems (4)

Our. 18
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Cpennee m3menenne (£CO) nokazatens PEC mo cpaBHeHHWIO ¢ HCXOAHBIM (KoropTa 3, m03a 120 Mkr, 6e3 mo-
BTOp. J03bl)

nnauebo
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4. aKTUBHOE CPe/CTBO

CpepHee n3meHeHue nokasatena PEC no
CPaBHEHMIO C UCXOAHbIM
3
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¥

HomuHanbHoe Bpemsa (4)

®ur. 19

Cpennee nporeraTHoe n3MeHeHne (+CO) nokaszarens PEC no cpaBHeHHIO ¢ HCXOOHBIM (KoTopTa 3, mo3a 120
MKT, 6€3 TIOBTOP. JT03bI)
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