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HNPUMEHEHME YACTHII TBEPIOI'O HOCUTEJIA JUISA VIIVUIHEHUS
TEXHOJIOTHYECKNX XAPAKTEPUCTHK ®PAPMAINEBTHYECKOI'O ATEHTA

Hpuoputer n306peTeHNs

Hacrosimiast 3as8Ka cnpanmuBaeT IPHOPHTET COINIACHO MPEABAPUTEIBHOM 3asBKe HA IATEHT
CIIA Ne 61/049,935, nomanmoit 2 mas 2008 r.; npenBapHTENbHON 3asBke Ha matent CLIA No
61/150,655, nogannoii 6 Q)eBpaﬁx 2009; n npeaBapuTenpHOIL 3as1BKe Ha matent CLIA Ne 61/150,652,
nonanHoi 6 pespans 2009. Coxeprranue Kax a0 M3 THX 3aABOK IOTHOCTHIO BKIKOUEHO B HaCTOSAIIYIO

3aABKY IIOCPEOCTBOM CCBIJIKH.

YpoBEeHb TEXHUKM -

B nybmukammm mexmymrapommoi 3asBku WO  03/037379 pacKpHITO HCIIONB30BAHHE
TPaHyIMPOBAHHEIX MAaTEPHAJIOB HA OCHOBE MOTYYEHHOTO IHUPOTEHETHYECKUM CIIOCOOOM IHOKCHIA
KPEMHHS B ONPE/ICIECHHBIX 0COOBIX (hapMalleBTHIECKHX KOMIIO3HIILIX. Takke OMUCAHE! aXcopOaTsL,
BKJIOYAIOIIME IPAHYIHMPOBAHHBINA MaTepUal M €IIe OJHO BEIIECTBO (Hampumep, GapMaleBTHIECKH
aKTHBHBIN KOMIIOHEHT).

B myGmukamun Mexaynapogroit 3asBkn Ne WO 2008/010921 pacKpeITBI COeIMHEHHS H
apManeBTIIECKHE KOMIIOSHIIHH, KOTOPHIE YIydIIAOT (papMaKOKHHETHIECKHE CBOMCTBA BBOTHMBIX
BMECTE C HUMH JICKAPCTBEHHBIX NIPEHIAPAaTOB IIyTeM HHTHOHPOBAHNA MOHOOKCHTE€HA3HI IIUTOXpoMa P-

450. OzuH U3 TaKMX HHIMGHTOPOB IPECTaBIET coG0i coeuuenne Gopmyst (I).
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K coxanenuio, coiicTa coequuerms hopmyIist (I) B TBEpAOM COCTOSHHH CO3AIOT CIIOKHOCTH I €10
00paGOTKY M TpPUMEHEHUS B HPOMBIIUICHHBIX Macurrabax. Hampumep, ero Huskas TeEMITepaTypa

CTCKIIOBAHMA, TUI'DOCKOIIMYHOCTh M OTCYTCTBUE KPHUCTAINIMYHOCTH, Hap;my C €ro He CBIHy‘:ICﬁ




IPUPOJIOH, BEISBIBAIOT OCOOBIE CIOXHOCTH HPH €r0 06paGoTKe I IpeoOpasOBaHUHM B JICKAPCTBEHHYIO
bopmy (Hanpumep, TabneTKy).

B Hacrosmiee Bpems CymiecTBYeT HEOGXOZMMOCTD B YITy4HICHHBIX JIEKAPCTBEHHBIX (hopMax
coequueHust GpopMynsl (I) 1 ycoBepHIEHCTBOBAHHBIX CIIOCOOAX 00paboTKH ¥ Npeo6Gpa3oBaHUs B
JIEKapCTBERHYIO hopMy coenuHenms GopMyiist (I) B ipoMBIILIeHHBIX MaciTaGax. Takue YIIy4IIEeHHBIS
CIOCOGH! MOTYT YCTPaHUTh OfHY WM §oliee U3 CYIECTBYIONMX HA CEroHsLI i JEHB Ipobiiem,

CBA3AHHEIX ¢ 00paGOTKOM COENMHEHNS M IPEOOPA3OBAHMEM €ro B JIEKapCTBEHHYIO hopMy.

Kpartkoe onmcanue 3o Operenns

Korza coegumenue popmyis (1), umu ero hapmanesTudeckn IIPUEMIIEMAst COITb, CMEIIIMBAIOT C
JACTHIAMK OTIPEAETEHHOTO 0COOOTO TBEPAOTO HOCHTENs (HANPUMED, MPOH3BONHEIME JUOKCHIA
KPEMHY¥S1), TOMYYAIOmascs B pPe3ylbTaTe KOMOMHAIMS IPHOOPETAET HEOXKHAAHHEIM 00pa3soM
yIyunreHHsIe pusHIecKue coiictsa. Hamprmep, HECMOTpsI Ha TO, 9TO Kak coefuHenue hopmyist (1),
TaKk M VCXONHBIC MAaTCpHanbl KOJUIOMAHOrO IHMOKCHAa KpeMHus B IlpuMmepe 2 sBisroTCS
TUTPOCKOIIMYHBIME  TI0 CBOCH IIpApOJe, MONYYAalOWascs B DE3yIbTaTe KOMOHHALMS HMeeT
CpaBHUTEILHO HU3KYIO THTPOCKOMIIHOCTS. KpoMe Toro, momyyaromasicst B pesyisrate KOMOHHAIS
OpeJCTaBIAeT COOO0M CHITYyqHii IOPOIIOK C BEICOKOH CIIOCOGHOCTBIO K Harpy3Ke U1 COEMUHEHMS
dopmyier (I), mpremnemoli Gu3AIECKOH 1 XUMHIECKOI CTaGHMIBHOCTBIO, CIIOCOGHOCTBIO BHICTPOTO
BEICBOOOX/CHUSA JEKAPCTBEHHOIO CPENCTBA M IPEBOCXOMHOH npeccyeMocTeio. TakuM o6paszom,
TIOTYHAIOMAAC B PE3yJIbTaTe KOMOMHALMA MOKET C JIETKOCTBIO GHITh MpeoGpasoBaHa B TBEpALIE
hopME! nO3MpOBaHNs (HapUMep, TablIeTKH), 06JIaAIOITHE XOpOIIEH CHOCOOHOCTHIO BEICBOGOKICHIS
JICKapCTBEHHOIO CPEACTBA, HU3KOH TOMKOCTBIO, XOPOIIei XMMIIECKOM 1 bu3IIecKOoii CTaBHIBHOCTEHIO
U HHU3KHM COZACPKAHHEM OCTAaTOYHBIX pacTBopurenei. KoMmosummu cormacHo M300pETeHMIO
TIPE/ICTABIIAIOT COOOH 3HAYHTEIBHOE JOCTIKEHHE, GIIarofapst KOTOPOMY BO3MOXKHO 00Jiee MHTEHCHBHOE
PasBHTHE NPOMEIIIICHHOTO IPOU3BOACTBA CoequHeHIs Gopmyis! (1) 1 IPHMEHEHHS €70 B JIEISHUN
BHDPYCHBIX MH(EKIHi, Takux kak BUY.

COOTBETCTBEHHO, COTJNACHO OJHOMY BapHAHTY peaTH3AIMH H300pETeHHs MpemIokKeHa
KOMITOSHINA, BKITIOHAIOMIAs MHOXECTBO YACTHI( TBEPAOTO HOCHTENS, KAKIAs M3 KOTOPBIX MMEET

IOBEPXHOCTE H/WIH HOPEL, U coenuHerne Gopmyst (I):
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WM ero ($papMaleBTHIECKH NPHEMIIEMYIO COllb, B HOPAaX I HA ITOBEPXHOCTH 9ACTHIY TBEPAOro
HOCHTE.

CornacHo JIpyroMy BapuaHTy peanu3alliil H30GpETeHHs Takoke IPEANIOKEH CI0co0,
BKJIFOYAIOIHMI KOMOUHMpOBaHue coeauHenns Gpopmyisi (I), momxoasmmero paCTBopﬁTem ¥ MHOXKECTBa
1acTUIl TBEPHOr0 HOCHUTENA C IONYYEeHHeM CMecH. Takasi CMeCh MOKET HCIIOIb30BAaThCS IS
TIPUTOTOBIICHIS (hapMAIEBTHIECKHX TEKaPCTBEHHEIX (DOPM, KOTOPHIE BKIFOUAIOT COCIHHEHHE dopmyBl
D.

CoracHo IpyroMy BapuaHTy peallu3aiin H300peTeHIA PEIOKEHa TabIeTKa, BKITIOUAIOIAS:
1) coenunenne popmyins (1) 1 2) MHOKECTBO YaCTHII TBEPIOT0 HOCHTEILA.

Cormacso ApyroMy BapHaHTy peau3allvH M306PETEHHS IpeoKeHa dbapMmaneBTHyecKas
KOMIIO3UIHA, COACPKAMIAs MHOXECTBO HacTHI| TBEPAOrO HOCHTENs; coexuHenne dopmymsr (la);
AU30TPOKCHI GymMapaT TeHO(OBHPA; SMTPULIUTAOHH 1 SJIBUTETPABUP.

CormacHO /IpyroMy BapHaHTy peanw3aliH H300peTeHMs NPEIJIOKEHBI  CIIOCOOBI M
TIPOMEXYTOHBIC CMECH IPHTOIHbIC AV PUIOTOBIEHHSA KOMIO3HIHIA CONMACHO H306pETeHHIO.

CoracHo M300peTEHHIO TakKe MPEMIONKEH CIOCO6 UHTHOHpOBaHMA HUTOXpoMa P-450,
BKITIOYAIOIMI BBEAeHHE (apMaLEBTHYECKH NPHEMIEMO KOMIO3HIMHE COTIACHO HACTOSIIEMY
M300PETEHHIO Hy/TAIOIIEMYCS B TAKOM JIEYeHHH MIEKOMHTAIOIIEMY (HanprmMep, denoBeKy).

CornacHo n306peTeHmI0 PEINIOKEHa KOMIIO3UIMS TS IPUMEHEHHS B MEHITMHCKIX LeIsIX
(HanpuMmep, 171 IPUMEHEHHS IPH HHTHOHPOBAHUH muroxpoma P-450 y Miuekonuranmux), a Takke
TPUMEHEHNE KOMIIOSALMM COTNACHO M300PETEHMIO A TOMYYEHHs JIEKapCTBEHHOTO INpenapara
IPUIOHOTO I HHrHOupoBanus nuroxpoMa P-450 y miekonuTaromero, TAaKOr'0 KaK YeJIOBEK.

CormacHo IpyroMy BapHAaHTY peamu3allii H300PETeHNs TakKe MPEAI0KEHB! KOMITO3UIHH,

IIOIYYCHHEIC B COOTBETCTBHU CO CHOCO6&MI/I, OIMCAaHHBIMU B NaHHOIH 3asiBKE.




Kparkoe onmcanue GHUIVp

OUT. 1 HILTIOCTPUpPYET NPOLeCC MOIyueHNs (papMareBTHIECKOM JIEKapCTBEHHOM (HOPMEI
COTJIaCHO H300PETEHHIO, & TAKXKE CIIOCOOB! 06pabOTKM COTIaCHO H300PETEHHMIO.

OUT.2 HIUTIOCTPUPYET JaHHBIE OLEHKH MorIontenys Bofs! u3 [pumepa 2 i Trrmrasoi
KOMIIO3ULIMH COTTIaCHO H300PETEHUIO.

OUI'.3 WILTIOCTPHUPYET JaHHBIE OLIEHKH npeccyeMocTd 3 [IpumMepa 3 mis THOMYIHON
KOMIIO3UIIMH COTTIaCHO H300pEeTEeHMIO.

OUr. 4 HUIIOCTPUPYET NOJNydeHHe (apMalleBTHUSCKON JIEKapCTBEHHOM (OpPMEI
COrIacHO M300PETEHHIO, a TAKOKe CIIOCOOB 06PabOTKH COrNACHO U300PETEHHIO.

OUr'. 5 WULIOCTPUPYET MoNydYeHwe (apMalleBTHUeCKOH JEeKapCTBEHHOM (POPMEI
COTIIaCHO M300PETEHNIO, a TAkXKe CIIOCOOBI 00pabOTKH COTIIAaCHO U300PETEHHMIO.

OUT. 6 WLTIOCTPUPYET MOy USHHE TOTOIHHTENBHBIX JEKapCTBEHHBIX POPM COTTIACHO

I/I306pe‘TCHI/IIO, a TaKkKe JOTOIHHTEILHEIE CII0CO0E! O6p360TIM COrjraCHoO I/I306peTeHI/HO.

IToapoGHoe onmucanue n3o0peTeHns

Coenpanucram B JaHHOM 06NacTi TEXHUKH OyAeT OUeBHAHO, 9TO coexuuenus popmyis! (I)
MOTYT CYLIECTBOBATE - ¥ MOT'YT OBITE BEIIENICHEI - B ONITUYECKH aKTUBHEIX H PAlleMHIECKUX (opMax.
HexoTopsie coeiMHERA MOTYT IPOSABIATH onuMophusM. Heo6XoauMo OHMMATh, YTO HACTOAIIEE
u300peTeHne BKIIOYAET JOOBIE paNEeMIYECKHe, ONTHYECKH AaKTHBHEIE, MOJIMMOPGHEIE HIIH
cTepeousoMepuyeckue GOpMBI, MIM HX cMecH, coenuHeHus dopmymnsr (1), KOTOpBIe 00a1atoT
IIOJIE3HBIMU CBOXCTBAMH, OITMCAaHHBIMM B HACTOSINEH 3asBKe. [IpH 9TOM METO/Ib! HOMYIEHHS ONITHIECKH
aKTUBHBIX (JOPM XOPOINO M3BECTHBI B JaHHOH OOJACTH TEXHWKHM (HAIpUMED, IyTEM paseIcHHU
paneMudeckoil GOopMEI ¢ TOMOIIBIO NEPEKPUCTAIIN3ALMH, YTEM CHHTE3a U3 ONTHYECKH aKTHBHEIX
HCXOJIHBIX MATEPHAIIOB, ITyTEM XHPATIbHOI0 CHHTE3a HITH ITyTEM XPOMATOrpadraeckoro pasaelieHus ¢
HCIIONB30BAHUEM XUPATBHON HEMOJBIDKHOM (pa3sr).

CornacHo ofHOMY BapHaHTy peanu3aluy m3o0pereHus coenuuenue dhopmyist (1), koTopoe
BKJIFOYEHO B KOMITO3HIIMH COTJIACHO HACTOSIIEMY H300peTeHHIO, ﬁmeer HOBHIICHHOE COJIEpIKaHIe

ctepeonsomepa popmysl (Ia):
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KOTOpBIt TIpefcTaBuseT coboit Tmason-S-umverwn (2R,5R)-5-((S)-2-(3-((2-m3onponuntuaszon-5-
WI)METHI)-3-MeTIIypenno)-4-mopdomuundyTanamMuio)-1,6-mdennnrexcan-2-unkap6amar. CornacHo
OJIHOMY BapHaHTy pealu3aliuy coeannHenue Gopmynsl (I) uMeeT nosenuerHoe 10 835 + 5% coxeprkanue
crepeousomMepa popmyisi (Ia). CormacHo IpyroMy BapHaHTy peanu3aniu coequHenne hopmymsl (1)
¥uMeeT nopemennoe 10 90 = 5% conepxanue crepeonsomepa Gopmyist (Ia). CornacHo aApyromy
BapHaHTy peanusaluy coeauHenue dopMyinsl (I) umeeT mosemueHHOE Ko 95 + 2% comepikanue
crepeonzomepa popmyisl (Ia). CoracHo IpyroMy BapHaHTy pealu3anuu coenuHerne dhopmyist (I)
¥MeeT MOBHINIEHHOE 0 99 + 1% comepxkanue crepeomsomepa Gopmynsl (Ia). CormacHo apyromy
BapHaHTy peanu3anun coeaunenue dpopmyisl (I) sBiaercs YucTHIM cTepeon3oMepoM dopmyist (Ia).
TBepasle HOCHUTEIN

Coemunenue ¢opmynsl (I) MoXkeT MCIONB30BATHCS ‘B COYETaHHUU C JHOOBIM IOJXO/SIIIM
TBEPBIM HOCHTEIIEM, TIPY YCIIOBHY, UTO MOIYUEHHAs B pe3y IbTaTe KOMOMHANNSI UMeeT hU3IecKre
CBOMCTBA, KOTOPBIE 00JIErJar0T Oy Y€HIE JIEKAPCTBEHHOM (JOPMEI 110 CPaBHEHHIO C HCHO/IB30BaHHEM
HCXOJHOTO coenuHeHus. Hanpumep, moaxo e TBepAsle HOCUTEI! BKIIIOYAIOT KAOIUH, OEHTOHNT,
TeKTOPHUT, KOJUTOWTHBIH aTFOMOCHIMKAT MarHUs, IMOKCH] KDEMHHS, TPUCHIINKAT MarHUA, THAPOKCHUL
ATIOMMHWMS, THAPOKCH MAarHUA, OKCHI MarHus ¥ Tanbk. CornacHo oJHOMY BapHaHTY peaaH3aliy
H300peTeHIS TBEPABIA HOCHTEb MOXKET IIPEACTABIATH COOOH CHITMKAT Kaubius (Takoi kak Zeopharm),
WITH aJIFOMOMETACHIINKAT MarHus (Takoit kak Neusilin). [Ipx wcnions30Banyuy B JAHHOH 3asBKE TEPMUH
«HaHEeCEHHEIH Ha TBEP/BIii HOCHTEID) BKIIIOYAET (HO HE OTPAHMYMBACTCS 3TUM 3HAUYEHNEM) BHECCHUE
coeauuenus popmyisl (I) B mOpH 1 HaHECEHNE Ha TIOBEPXHOCTH TBEPJAOrO HOCUTEIA.

ITpousBoAHbIE AMOKCHIA KPEMHUS, ITOJXONSAIINE I MCTIONH30BAHUS B KOMITO3ULIUH COTJIACHO
M300pETEHHIO, M CIOCOOBl TMOMY4eHHS TaKUX IPOM3BOAHBIX [IMOKCHAA KPEMHHS  BKIIIOYAIOT
IIPOM3BOJIHBIE U CIIOCOOBI, ONMCAHHEBIE B IyOIUKaIK MexXIyHapoaHo# 3asBku Ne WO 03/037379 u
CCBUIKAX, IPUBEICHHBIX B JaHHOM 3agBke. Kak mpaBuio, 3TH IIPOM3BOAHBIC AMOKCHIA KPEMHHS

BKIHYAaKOT I’paHy.TII/IPOBaHHLIf;I FHI[pO(l)PIJIBHBIﬁ BBICOKOIIHCHGPCHLIﬁ JAVOKCHI KPEMHIT CO CPEIHAM



AuaMeTpoM JacTHIL 0T 10 1o 120 MUKpOH 1 yeIbHOM IIOBEPXHOCTHIO, ONPEIEICHHOMN [0 metoxny BOT,
ot 40 g0 400 M*/T (B COOTBETCTBHH CO craugaproM DIN 66 131 nna asora). Takke o6beM mop
IPOU3BOJHBIX IMOKCH/IA KPEMHILs OOBIYHO COCTABILAET OT NprMepHo 0,5 10 2,5 MivT, mpHueM TIOpHI,
HMEIOLIME TUaMeTp MEHEee YeM MPHUMEPHO 5 HM COCTAaBIAIOT MEHee YeM HPUMEPHO 5% ot obmero
00beMa 110D, , OCTANBHEIE TIOPHI ABIIIOTCS ME30NIOPAMH U MAKPOTIOPAMH. Kpowme Toro, npoussoausie
AHOKCHIA KPEMHUS, KaK IpaBuiIo, umetoT pH B quanasone ot mpumepro 3.6 1o mpumepHo 8.5 u
TPaMOOBOYHYO IUIOTHOCTH OT IpuMepHO 220 1o npuMepHo 700 1/11.

KoHKpeTHBIH KpeMHEOKCHTHBIN MATEPHAIL, KOTOPBIH B YaCTHOCTH IIPHTOEH B KOMITOSHIMAX I
CII0CO0ax COrNacHO HACTOSIIEMy H300peTeHHIo, mpeacTaBuser coboit AEROPERL® 300
(BBICOKOAMCIIEPCHEIH HOKCHI KPEMHHS), NPOM3BOACTBA Evonik Degussa AG ([Troccensaopd,
I'epmanis). OxHako Takke MOTYT HCIOJB30BAThCS APYTHE MATEPHANBI, HMEIONIHE buznueckue u
XUMUIECKHE CBOJCTBA, II0JO0HEIE MaTepuanaM U3 JUOKCHAAZ KPEMHHS, OHCAHHBIM B HACTOAIICH
3asBKe.

CoriacHo 0IHOMY BapHaHTy peanu3alii H300PETEHI 9aCTHIH! IHOKCHAA KPEMHUS UMEIOT
cpexumit nuametp 20-40 Mukpon. CornacHoO OJHOMY BAapHAHTY peaIH3alin H300PETEHUS YACTHIILI
AHOKCHAA KPEMHUSA HMEIOT yACIbHYIO IIOBEPXHOCTD, ONpeAeneHHyIo o Metoay BT, mo MeHbImeit
mepe 150 M*/r. Cormacuo OJHOMY BapHaHTy peaji3alii H300pEeTeHH JaCTHIIE AUOKCH A KPEMHISA
HMCIOT YACIBHYIO NOBEPXHOCTH, OHpeAeieHHy0 no Meroxy bOT, mo menbmeir mepe 200 m*r.
CornacHo 0lHOMY BapHaHTY peaIH3aliy H300PETEH S YACTHIIE! THOKCHA KPEMHUA UMEIOT YICTBHYIO
HOBEPXHOCTD, ONMpPEAENCHHYI0 o Merony bOT, mo Menwmreit mepe 250 m*/r. Cormacuo OMHOMY
BapHaHTy PealH3alliii U300PETEHN YaCTHIB! THOKCHIA KPEMHUA HMEIOT YISTbHYIO IIOBEPXHOCTb,
ompeznenenuyio 1o Meroxy 59T, no menbmeit mepe 275 M2/r.

B xomMmosnumsix cornacHo n306peTeHmIo CoefuHeRHe (OPMYITEL (I), xax mpaBHIIO, HAXOAMTCS B
TIopax MIIM Ha NMOBEPXHOCTH YACTHIl BBICOKOAMCIIEPCHOTO KpeMHMA. Bruio ompeneneno, gro, xakx
IPaBHIIO, HA 3TH 1aCTHLBI ANOKCHIa KPEMHIIT MOXKET OBITh HaHECEHO BIUIOTH 10 IPUMeEPHO 60% Macc.
coeaunenus Gopmyisl (I) o OOTHOWEHNIO K Macce HOCHTeEs. BBICOKas eMKOCTb ABILETCS BAKHOM
XapaKTePHCTUKOH B (apMmaleBTHYECKOH o6nacTd mpuMereHus. COrNacHo OJJHOMY BapUaHTy
pea3aIiy H300peTeHNs. OTHONIEHHe Macchl coeuueHus dopmyins (I) kK Macce 9acTHI AUOKCHIA
KpeMHHA cocTasiaer 20% + 15%. CornacHo o1HOMY BapHaHTy peaH3alliy H300PeTeH s OTHOMCHHES
Maccel coepuHeHus Gpopmynsl (I) k Macce wacTHI| JHOKCHAA KpeMHHsS cocTaBnger 50% + 10%.

CoruacHo onHOMY BapHaHTy pean3alyy H306pETEHIA OTHOMICHUE MACCHI COEIUHEHILT dbopmymer (I) k




Macce JaCTHI IMOKCANa KpeMHI cocTaBiset 45% + 15%. CornacHo oqHOMY BapHaHTy pealHu3alyii
usobperennst (Macca coenuHeHus ¢opmyust II), pasnenedsas Ha (Maccy TBepAOro HOCHTEI,
HanpuMep, NPOU3BOJXHOTO JHOKCHAA KPEMHHMS), B KOMIIO3HIMH COCTaBisieT OT mpumepro 0,8 1o
npumepHo 1,2, CormacHo ApyroMy BapHaHTY PEalH3aldM M300peTeHHs (Macca COCKHHEHHS
Gopmyunet IT), pasnenennas Ha (Maccy TBepAOro HOCHTENs, HAIIPUMeEp, NMPOHM3BOXHOTO AMOKCHAA
KpEMHUST), B KOMITO3UIIME cocTaBirteT 1,0 £ 0,5.

Kowmrosuimu corifacHO HaCTOSIEMY H300PETEHHUIO, SBIIAIOIINECS IPUIOAHEIMHE LA BBEICHHS B
Ka4IeCTBE JIEKapPCTBEHHAIX IPEMapaToB, KaK MPaBUIIO, COAEPIKAT OTHO WM Gonee GapMaleBTHUECKH

IPpUEMIICMBIX BCIIOMOI'aTCIIbHBIX BCUIECTB.

Hanecenue

Coenunenue popmymst (I) MoxkeT GBITH HAHECEHO Ha TBEPBIH HOCHTEb C HCIIOIb30BAHIEM
moboro moaxoasmero criocob6a. Hampumep, coennnenne dopmynst (I) MoxeT GHIT HaHECEHO Ha
TBEPJBII HOCUTENH My TeM:

a) PAaCHbUICHHs PACTBOPA COSTMHEHNs (HALPHMED, PACTBOPA COETUHEHHS B CHHPTOBOM
PacTBOpHTENIE, TAKOM KaK 3TAHONI) Ha TBEP/bIii HOCUTENH, HAIIPHMED, KaK OIMCAHO B
IIpmmepe 1, Hike;

b) obbepuuenns coenumenus Gopmyinst (I), TOAXOAAMETO PACTBOPHTEIT (manpumep,
JETYy9ero pacTBOPUTEId, TAKOrO0 KaK JHMXJIOPMETaH) M TBEPAOTO HOCHTEILS;
BEINAPUBAHNA PACTBOPUTENS W OTHENEHHMS MONYYEHHOTO B DPE3yJbTaTe TBEPAOTO
MaTepHana; Wim

¢) obbenuuenve coepunenna dopmyms: (I) ¥ UOAXOAAIIEro NETYYero PacTBOPHIEII
(HamprMep, TaJIOreRUPOBAHHOTO YTIEBOAOPOA, TAKOTO KAK IMXJIOPMETAH), K TBEPOro
HOCHTENsA; J00AaBIeHUA aHTHPACTBOPHTEIS (HAIPUMED, CHIBHO HEIOJSPHOTO
PacTBOPHTEINA, TAKOTO KaK IEKCAHbl WIH TENTaH) M OTAEICHWsA IMOJYyYEHHOTO B
pesynbTaTe TBEPAOro MarepHana (Kak onucano B IIpumepe 4).

Ha ®urype 1 mpexcrasneno mnomyuenue dapManeBTHUYECKOH JeKapCTBEHHOI bopmsl,
conepxamei coenuHenne ¢opMyisl (I), B COOTBETCTBMM €O CIIOCOGOM COITIACHO HACTOAIIEMY
n3obperenns. Coeaunenue popmyiist (1) MoxkeT GBITH 0OBENUHEHO ¢ MOAXONIIIAM pacTBOpHUTENEM U
MHOXECTBOM YaCTHII AMOKCH/a KPEMHII C IOy YeHHeM cmecH. Heobs3aTenbHo, coenunenne hopMyst

(I) moxeT ObITH O6BEAMHEHO ¢ MOAXOANMM PACTBOPUTENEM IIPH OHOBPEMEHHOMIIEPEMEILMBAHHH.




Kak npasuro, mpomeHTHOE MaccoBoe OTHOIIERHE coeTuHen s hopmyms! (I) K 9aCTHIAM JHOKCHAR
KPEMHILA 10 MOMEHTa 00BeIMHEHNUs COCTaBIAeT IpumMepHo 50% + 10%. CornacHo oHOMY BapHaHTy
peam3sanuy U300pETEHMsT MaCCOBOE OTHOLIEHHE coeauHeHns dpopmysl (I) kK YacTHIAM IHOKCHIA
KPEMHH IO MOMEHTa 00beAMHEHUS COCTaBIAET IpuMepHO 20% + 10%. CornacHo ApyroMmy BapHaHTy
peanuzayy H300pETEHNs MacCOBOE OTHOLICHHE coemuHers Gpopmyis (I) K YacTHIAM IHOKCHAA
KPEMHHA 10 MOMEHTa O0beIMHEHHs COCTaBIIAET NpuMepHO 30% + 10%. B kauectBe pacTBOpHTENA
MOXET HCIIOIb30BaThCs 000N PaCTBOPHTENH, B KOTOPOM coeauHenue Gpopmyis! (I) pactBopumo. Kak
NIpaBHIIO, PACTBOPUTENB COAEPXKUT JIETY YU OpTraHMIeCK I PACTBOPUTEIb, TAKOM Kak, Hanpumep, (C-
Cs) crmpt (HampuMep, STaHOI).

Kaxk onmcano B [Ipumepe 4 Hivke, coenunenne popmyis (I) MoxkeT Taioke GBITH HAHECEHO Ha
KPEMHEOKCHJIHBIH MaTepHasl IlyTeM DPacTBOPEHHsS COSAMHCHHSA B IOAXOMSAIIEM PACTBOPHTENE C
TOy4eHueM pacTBopa, comepxaiero Coenunenune I; 1o6apIeHMs YacTHUIl AMOKCHIA KPEMHHA K
PacTBOPY /1A OTYYCHUS CMECH; BO3MOXKHOT0 B30aNTHIBAHIA HIIH IEPEMEIMBAHMA CMECH; IOGaBICHIS
AHTUPACTBOPHTELA K CMECH ¥ OTACIICHHA TBEPIOU CMECH, BKIIOYaroIei coenunenue hopmynsl (I) Ha
YaCTHIAX JMOKCHIA KpeMHUS. [IoaxXoAsIIHe pacTBOPUTENH] BIIIFOYAIOT OPTAHHYECKIE PACTBOPHTENTH,
TaKMe KaK KETOHEI (HAlpUMep, aueToH), CIHPTHI (HANPHMEp, 3TAHON) M TalOTeHH3MPOBAHHBIE
YTIEBOAOPOABI (Hampumep, nuxiopmeraH). IIoaxonsiiye aHTHPACTBOPUTENM BKIIOUAIOT CIIIBHO
HETIONIAPHBIE PACTBOPUTENH (HampuMep, rekcaH WM renrad). KoHedHas cMech B BHE TBEPIOrO
BEIIECTBA MOXKET OBITE BBI/IE/IEHa C IIOMOIIBIO TKOGOT0 OAXO/ISIIEr0 METOAA Pas/IeeHI (rammpumep,
¢dupTpanmm).

Onuo wn Gonee dapMareBTHIECKH IPHEMIEMBIX BCIIOMOTATENBHBIX BENIECTB MOIYT GITH
00BeMEeHbl C 9TOH CMECHIO C TOTYYEHHEM BTOPOH CMeCH. DTH (apMAalleBTHUECKH IpHEMIEMBIE
BCIIOMOTATENBHBIE BEIECTBA MOI'YT BKJIIOYATh HATIOIHUTEIH, CBA3YIOLIHE BEIIECTBA U Pa3pBIXITHTE/IHN.
Host Toro, 9T0681 00METIUTE MIEPePabOTKY CMECH B IIOCIEAYIONIEM IIPOIECCE IPAHYIILMH B BOJHBIX
YCIOBHAX, MOXKHO BEIOPATh HAIOHUTENH H PA3PHIXIINTENH, COBMECTHMBIE C 3THM IPONECCOM B BOIHEIX
ycnosusx. Hanpumep, 66110 00HApYKEHO, 4TO MEUKPOKPHCTAITHYECKAs LEIUTION03a (HamoJHUTENB) U
KPOCKapMeJlio3a HaTpHs (pPaspbIXiIMTENb) SBIAIOTCS OCOOCHHO COBMECTUMBIMH C HOCTETYIOLAM
OpONECCOM  TpaHyIAIMM B BOAHBIX  ycnoBuaxX. Takke ObUI0  OGHapyXeHO, 9TO
THAPOKCUIIPONUIIIEIUTIONO3a  (CBA3YIOINEE BEIECTBO) ABIAETCS OCOOCHHO COBMECTHMON ¢
HOCHEAYIOUMM NPOHECcoM rpaHysinun. COracHO ONHOMY BapHMaHTy pealM3allid M300peTeHMst

MacCOBOC OTHOHICHHE MPIKpOKpI/ICTaJUIH‘{CCKoﬁ HEIIIIOIIO3BI K 061116171 Macee BT OpOﬁ CMECH COCTaBIIIET




nprMepHO 50% + 20%. CornacHo OAHOMY BapHaHTy peaH3alii H300peTeHUI MaCCOBOE OTHOIIICHHE
THPOKCHUITPONITIEIUIIONO03bI K 001eli Macce BTOpoit cMecH coctapisieT mpuMepHo 2% = 1%. Cornacuo
OJHOMY BapHaHTY pealu3allil H300PETEHHS MAacCOBOS OTHOLIEHWE KpPOCKapMeJUIO3bl HaTpHs
cocraBieT 5% + 2%. Iocne nobaBnenus papMareBTHYECKH IPHEMIIEMBIX BCIIOMOTATENILHBIX BEIECTB
BTOPYIO CMECh MOJKHO IIEpEMEIIaTh, HAIIpUMep, C UCIIONH30BAHIEM MEXaHUYECKOTO CMECUTENS, TAKOTO
KaK rpaHynsatop ¢ 6onpmmm ycunueMm capura (Niro-Fielder, moxens PMA-25).

Ko BTOpOIt cMECH MOXHO 100aBUTH BOAY € IIOTYYEHHUEM BIAXHOTO TPaHyJIATa, KOTOPBIA 3aTeM
MOXeT OBITh HOABEPIKEH JearjJoMepanyy, HalmpuMmep, ¢ noMonpio cuta 20 mem. Bricymusanue,
HaIpyMep, ¢ UCHIOIB30BaHHUEM CYIIVUIKY B IIceBAOCKIvkeHHOM cioe (Fluid Air, mopens 20), mo3BoiseT
MOJyYUTh BBICYIICHHBI MaTepual, KOTOPHIH BKIIOYAaeT TBepibie dacTulpl. CormacHo omHOMY
BAPHAHTY PEaH3allH CONEPKAHUE BIIark B BEICYIIEHHOM MaTEpPHAIIE COCTABIIACT MEHEe 9eM IIPHMEPHO
10,0%, 9T0 O1IpeNeNIeHo B COOTBETCTBHH CO 3HAUECHIIMH OTEPH B Macce IpH BeIcymuBaHuu (loss on
drying, LOD). CormacHo ApyroMy BapHaHTy peaan3alldi COACpPKaHHE BJIATHM B BBICYIICHHOM
MaTepualle COCTaBIIET MeHee YeM mpumMepHO 5,0%, 4To onpeIeneHo B COOTBETCTBHH CO 3HAYCHUAMHU
notepu B Macce 1pu BeicymuBanny (LOD). CoracHo fpyroMy BapHaHTy peallH3alliy COXCpKaHIe
BJArd B BHICYILIEHHOM MaTepHalle COCTAaBIIIET MeHee 4eMm npumepHo 1,0%, 4ro onpepeneno B
COOTBETCTBUH CO 3HAUSHMSIMU IOTepU B Macce NpH BeicymmBanun (LOD). Pazmep qacinum MOKHO
YMEHBIINTH, HAIPUMeED, C UCHIoIb30BaHueM cuta 40 Memm win noaxosimeii mensHuIk! (Quadro CoMil,
mozens 197/8S) s nonydeHus TpeTheil CMECH.

Tomxopsmee (QapMalleBTUYECKH NPHEMIIEMOE CMAa3BIBAIONICE/CKONB3SIIEEe BEIIECTBO
(wampumep, cTeapaT MarHus, CTeapHHOBas KHCIIOTa, CTeapaT KalnblWd, CTeapaT IMHKA WIH
MpeXeTaTHHU3UPOBAHHEIH KpaxMai) MOXKET OBITh O0BEAMHEHO C TPETheil CMECBIO C MOIyYEHHEM
gyeTBepToi cMecH. COrimacHo OHOMY BapHaHTy pead3aniy MacCOBOE OTHOMIEHHE CTeapaTa MarHus K
oOmeit Macce ueTBepToit cMecu cocrasisier 1% + 0,5%.

CornacHO 0OTHOMY BapHaHTY peali3alii H300peTe I NpeLToKeHa KOMITO3HITHS, Oy ICHHAL
B COOTBETCTBHH CO CIOco0aMH, ONMMCAaHHBIMU B HACTOsIIElH 3asBKe. COrTacHO H300PETEHHIO TAKKE
TPEATIOKEH NPOAYKT, IOTyUeHHbIH Ha IF0O0OM M3 3TAIIOB NPOLECCOB, ONMMCAHHBIX B HACTOSIICH 3asBKeE.

dapmaneBTHUECKHE JICKAPCTBEHHEIE DOpMEL, BKITouarontie coeavnenne hopmynsl (1)

CornacHO OJHOMY BapHaHTy pealli3aluh M300peTCHMs NpeUIoKeHbl (GapManeBTHIeCKUe

KOMITO3MIINY, BKIo4aonme coenuHeHune Qopmynsl (I), koTopele MOTYT OBITH BBEJICHBI
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MJIEKOIMTAOMEMY TALMEHTy, TAaKOMy KaK YelOBeK, B PasINYHBIX (OpMax, ajaniTHPOBAHHBIX K
BEIOpaHHOMY CIIOCOOY BBE/IeHM: (HAIpHMeED, EpOpaIbHOMY CIIocoby).

Takum 06pasoM, KOMIIO3WIIMH COINIACHO HACTOSIIEMY W300PETEHHMIO MOTYT BBOJHUTBCA B
KOMOWHAIMK € OTHUM MM Gonee (GapManeBTHYECKH IIPUEMIEMBIME KOMIIOHEHTAMH, TAKUMH KaK
VHEPTHBIA pas0aBuTENb WM YCBAGBHIMBIA ChefOOHEIN HocHTenb. OHM MOTYT OBITH 3aKTIOYCHEL B
TBEP/BIC MIIM MATKHUE XKEIaTHHOBbIE KalICYJIbl, MOTYT OBITh CIIPECCOBAHEI B TAGNETKH, MIIH )KE MOTYT
OBITH HEMOCPEACTBEHHO BKIIOUEHB! B MHUIIEBHIE MPOAYKTH PALMOHA TanuenTa. JlI mepopansHoro
BBEJICHH B TCPANICBTHICCKUX HEISX AKTUBHOE COEMHEHNE MOXKET ObITh KOMOMHMPOBAHO C OHUM HITH
Gonee BCIIOMOTaTeNbHEIMH BENIECTBAMH 1 HCIIONB30BAThCA B (OpMe TaGIETOK Ml MpHeMa BHYTPb,
TaBNEeTOK I TPAaHCOYKKAIPHOrO IIPHUMEHEHNA, ACTHIIOK, KAy, SIHKCHPOB, CyCIICH3HH, CHpOIIOB,
IJACTHHOK M T.II. Takue KOMIIO3HMIMK U HpenapaThl OOBIMHO COnepKaT 1o MeHsmiedl Mepe 0,1%
aKTHBHOTO coefuHeHus. [IponeHTHOe conepkanne KOMIIO3HIIUH U IIPEnapaToB, GE3yCIOBHO, MOXKET
BapbHpPOBATh M OOBIMHO COCTABIIAET OT MIPHMEPHO 2 110 IpUMEPHO 60% OT MACCH! JAHHOM eqMHAYHOM
Ro3upoBaHHOH Gopmel. ComepkaHue aKTHBHOTO COEAWHEHHSA B TAKAX KOMIIO3MIAX, KOTOPHIE
UCTIONB3YIOTCA B TEPAIEBTUICCKUX LIEIISX, ABIAETCA JOCTATOIHBIM AL OCTHKEHHS 3 ()EeKTHBHOTO
YPOBHS JO3HPOBKH.

Tabnerky, MacTWIKM, MWMONHM, KAICYNbl M T.II. MOIYT Takke BKTIOUATh CIIEAYIOLIIE
KOMITOHEHTHI: CBS3YIOIIME BEIIECTBA, TaKMe KaK THAPOKCHIIPOUMIIEIIION03a, NOBHIOH WK
THAPOKCHIIPONIIT METH/ILEIUIION032; HAIlOMHUTENN, TaKe Kak MUKPOKPUCTAIIMYECKas IIeILTI0N03a,
NpeKeaTHHU3HPOBAHHEIH KPaxMaJl, KpaxMayl, MAaHHUT HIIM MOHOTHPAT AKTO3bI; IE3UHTETPHPYIONIE
areHTHl, TaKHe KaK KPOCKapMemwio3a HAaTpys, CIIMTHIM NOBHIOH WIM HATPHEBas CONb IIIHKOJNSITA
Kpaxmaia; CMa3bIBalolliee BEIeCTBO, TaKOE KaK CTeapaT MarHus, CTeapUHOBAs KUCIIOTA, WM JPyTHe
CTeapaThl METAJUIOB; TAKXKe MOXET ObITh HOGABIEH MOCIACTHTENb, TaKOil Kak caxapo3a, (ppykrosa,
JIaKTO03a WIIH aCTIapTaM 1M apOMaTH3aTop, TAKOH KaK MepedHas MsITa, Maclo IPYIIaHKH AV BULTHEBHIi
apoMaTH3aTop. Ecim (opMa emvHUIEI MO3MPOBAaHMA NPEICTABIAET COGOM KalCyily, OHAa MOXET
BKIII0YaTh, KPOME BBIIICIICPEIMCIEHHEIX al€HTOB, XKHKHH HOCHTENb, TAKOH KaK paCTUTEILHOE MACIIO
MM TONMITHICHIIIMKONb. PasnmuyHble ApyrHe Marepuaasl MOTYT HCHOIB30BATHCS B KAYECTBE
IIOKPHITAH, WIX XK€ APYruM o0pazoM MomubmimpoBaTs (GH3MYecKyro (OpMy TBEpAON EXMHMIE!
nosuposarust. Hampumep, TaGmeTky, NMIIONM MM KalCyJsl MOTYT OBITH HOKDHITHI JKEIATHHOM,
[IOJIAMEPaMH, BOCKaMM, IIENIAKOM, CaXxapoM H T.II. be3ycnosro, mo6oi MaTepua, UCHONb3yeMETii B

MPHUTOTOBICHHH JIF000H (GOPMBI eAMHHUIIE! O3UPOBAHHA, KaK [PABHIIO, IBIAETCS (hapMaLieBTHUECKH
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TPHEMIIEMBIM H aKTHIECKH HE TOKCHYHBIM B MCIIONB3yEMBIX KOMYecTBax. KpoMe Toro, KoMIosumuum
COTIIACHO M300PETeHNIO MOTYT OBITH BKJIIOYCHBl B NpENapaThl M YCTPOWCTBA 3aMeICHHOTO
BEICBOOOKACHHSI.

KoMmosumuu  cormacHo HM300pETEHHI0 MOTYT TakKe HCIOIAB30BATECA IS MECTHOTO
OPUMCHCHUS, HAlPUMED, TPaHCAEPMAIbHOrO, TPAHCOYKKANbHOTO WM  CyGIMHIBAIBHOTO.
CoOTBETCTBEHHO, COTMACHO M300PETEHHIO TAKKE MPEIOKEHH! (hapMaLieBTHIeCKIe KOMIIO3HIINH,
HpeoOpa3oBaHHBIE B IEKAPCTBEHHBIE (OPMBI IS TAKHX CIIOCOO0B MECTHOTO NIPUMEHECHMUS.
Heobxoaumele 10351 coeuHeRmi hopMyIts: I MOTYT GBITE ONIpeIETeHE Ty TeM CPaBHEHUSA HX in Vitro
aKTUBHOCTH M 7 ViVO aKTHBHOCTY HA JKMBOTHBIX MOZENAX. MeTOMbl 3KCTPAHOILMN 3HAYEHHI
3¢ deKTHBHBIX 1103 T MEIIel 1 APYIUX )KUBOTHBIX Ha 9eJI0BEKa M3BECTHEI B JAHHOM 00IACTHL.
KosnmyectBO KOMIIO3MIMHM  COTTIACHO W300pETeHMIO, HEOOXOMMMOE JUIS HCIIONB3OBAHHA B
TEPANEBTHYECKUX NENLIX, OyAeT BaphUPOBAaTh B 3aBHCHMOCTH OT CHOCOGA BBEICHMS, IPHPOIBI
3a60JIEBaHUs, KOTOPOE HEOGXOAUMO JICUHTH, X BO3PACTA H COCTOSHHAS [IALMEHTA, i B KOHETHOM HTOTE
OIPEAEIIIETCSI JIEYAUM BPauoM HIIH BPadyOM-KOHCYIBTAHTOM.

B nenom, onnako, npueminemas no3a coenuHenus dopmynsl (I) HaxoauTcs B mpejenax oT
npumepHo 0,05 1o mpumepro 100 mr/kr, Hapumep, ot pumepHo 0,05 1o npuMepHO 50 MI/KT Macchl
Tena B ICHB, IPEATIOYTHTENLHO B Ipeenax ot 0,05 xo 10 mr/kr/nens, HanGoiee NPEAIOYTUTEIILHO B
npenenax ot 0,05 10 5 Mr/kr/nens.

Coemunerne y106HO Ipeo6pa3oBaHO B EAUHIYEHYIO T0SHPOBAHHYIO JIEKapCTBEHHYIO (hopMy;
HanpHuMep, COIEPXKAIIy o NPUMEPHO 0T 5 o 500 Mr, mpuMepHo oT 5 1o 250 mr, uim npumepHo ot 10
no 100 mr coemunenns dopmymsr (I). CormacHo opHOMY BapHaHTY peanusanun u300peTeRus
TPeI0XKEHA KOMIIO3MITHS, COAEPKAIasi IPUMEPHO 5, IpUMEPHO 25 v nipuMepHo 100 Mr coemuuenus
dopmyet (1), npeobpazoBanHas B eAUHAYHYIO JOUPOBAHHYIO TEKapCTBEHHYIO (OPMY, KOTOpas TAKKE
BKIIOYAET JaCTULBI TBEPOTO HOCUTEISA (HANIPUMED, YACTHITEI JJHOKCHIA KPEMEHS), H OHH WIH 6oJlee
(bapMalleBTHYECKH IPHUEMIIEMBIX HOCHTEICH.

Croco6rocTs coemumenus hopmyinsi (1) METH6HpOBaTH uroxpoM P-450 mosker 65ITh o1ieHEHa,

B COOTBETCTBUH C METOIUKOM, ONMCAHHOM B Iy OIUKALMK MEXK Ty HAPOAHOH 3asBKr WO 2008/010921.

KombunupoBanssie nexkapcTBeHHBIE HOPMBI
Kax ormmcano B myOmukammn MexayHapoauo#t saseku Ne WO 2008/010921, coenmmenue

dopmyist (I) NPUBOAMT K yIyHIEHNIO HAPMAKOKMHETHICCKHX CBOMCTB BBOJIMMOTO BMECTE C HITM
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JIEKapCTBEHHOTO PENapara, Hanpumep, yTeM HHIHOKPOBAHKI MOHOOKCHUIEHA3Hl UTOXpoMa P-450.
COOTBETCTBEHHO, COLJIACHO i{perMy BapHaHTy peanu3alyy, (apManeBTHYECKHE KOMIIOZHLIIH
COTJIaCHO HACTOANIEMY H300DCTCHMIO MOTYT TalKKe COAEPKaTh IO MeHbIICH Mepe OfuH
JIOTIOJTHUTENBHBIH TeparieBTHUSCKHI areHT.

JlONONHATENbHEIA TepaleBTHYECKUH areHT MOXKeT NPEACTaBIATh coGoit JoGoit areHT,
MIMEIONINI TepaneBTHIECKUH 30 eKT IPH HCHONB30BaHMN B KOMOHHAINK C COSMHERNEM COTIIACHO
HacTosMEMy u300peTeHuto. HanpuMep, IOTOMHUTENbHBI TepaleBTHIECKH It AT€HT, HCIIOMB3yEeMblil B
xoMOuHauuy ¢ coenuuenneM Qopmynst (I), MOXeET TPeNCTaBIATh cobolt oGO areHT, KOTOPBII
TIOABEPXKEH OKMCIIMTETBFHOMY MeTabOoIu3My, 3aBHCHMOMY OT (DEpMEHTOB THIa IUTOXpoMa P-450, B
0COOEHHOCTH MOHOOKCHT€Ha3hl LiuToxpoma P-450, nanpumep, 1A2, 2B6, 2C8, 2C19,2C9, 2D6, 2E1,
3A4,5,7Tur.m.

B onHOM npuMepe JONONHUTENBHEIH TepalleBTUIECK i areHT MOXKeT IPENCTaBIATh coBOi
000 NPOTHBOBUPYCHBIH areHT, Hanpumep, areHT, HANPABIICHHBIN mporus BUY, arewnr,
HanpasieHHbll npote BI'C u T.0., aHTHOAaKTEepHANBHEIA areHT, NMPOTMBOTPHOKOBBIA AareHT,
MMMMYHOMOZYJIATOP, — Hanpumep,  MMMYHOCYNPECCOP,  HPOTHUBOOMYXONEBBIA  IpENapar,
XMMHOTEPAIIEBTHYECKHUI areHT, areHTHl, UCIHONb3yeMble IIPH JEYCHHM 3a0O0NeBAaHMH CepedHO-
COCYAMCTOM CHCTEME], HEBPOIIOTHIECKHUX 3a00IEBaHMIA, U T. 1.

B npyrom npumepe 1OMOMHUTENBHEIH TEPAEBTHIECKHH areHT MOXKET IPECTaBlIATh co6oi
mo0oil MHIHOHTOP TIPOTOHHOM IIOMITEIL, IIPOTHBOCYAOPOXHOE cpexctBo, HIIBII, IepopanabHOe
TUNIOTIIMKEMUECKOE  CPEICTBO, AHTArOHMCT pPELEeNTopa aHruoTeHsumHa II, IpoM3BOIHOE
CyIbQOHMIMOYEBHHEI, 0eTa-610KaToOp, AHTHACHIPECCAHT, AHTHIICHXOTHUECKOE CPEACTBO WITH
AHECTETHK, UM UX KOMOMHAIIMIO.

B npyrom mpuMmepe JONOMHUTENBHbINA TEPAIEBTUYECKHE areHT MOKET IIPENCTABILTE cO00i
1060# 1) MaKpOITHHEIH aHTHOHOTHK, HanpuMep, KIAPATPOMHIIEH, SpHTPOMILIAH, TEIUTPOMULIH, 2)
AHTHAPUTMHHYECKUH Npemapar, nanpumep, Xumumua=>3-OH, 3) Gensogmasemun, Hanpumep,
ampasonam, auasenaM=>30H, Munasonam, Tpuazonam, 4) HMMYHOMOZIYJSTOp, Hampumep,
UHMKIOCTIOpHH, Takpommyc (FK506), 5) mpoTuBoBHpYCHEI IIpenapart, HanpasieHHEIH npoTus B,
Hanpumep, HHTMHABYP, HENPHHABYP, PHTOHABHD, CAKBUHABHP, 6) IPOKUHETHK, HaNpuMep, IACATIPH,
7) aHTUIHCTaMUH, Hanpumep, aCTEMH30IL, XIOp(QeHNpaMuH, TepheHmH, 8) ONOKAaTOpP KalbIHMEBBIX
KaHAJIOB, Hanpumep, aMIIOIUIIHH, TUIBTHA3EM, DETIOIIITHH, TIePKaHUTUNVH, HUQEUIHIH, HECOIHIIIH,

HUTPEH/IUIMH, Beparmammwi, 9) uuruburop I'MI-KoA-penykrassl, wanmpumep, atopBacTaTy,




13

LCpUBACTATHH, JIOBACTATHH, CHMBacTaThH, Mun 10) 6 Gera-OH-crepoun, nanpumep, scrpamuon,
TUJIPOKOPTH30H, IPOTECTEPOH, TECTOCTEPOH.

B npyrom npumepe KONOMHUTENBHEIH TEPANEBTHYECKHI AT€HT MOYKET HIPENCTaBIATE CO00I
anb(EeHTaHUI, ATPELUTAHT, APUIHITPA30J, 6ycnupow, kadeprot, kodenn, TMU, HUTOCTa30II, KOKAWH,
N-neMeTrpoBaHHOE IPOH3BOJHOE KOJEHA, JATICOH, AEKCTPOMETOP(AH, JONETAKCEN, TOMIEPUTIOH,
STIEPEHOH, (PeHTAHII, PUHACTEPU, TIMBEK, TATIONEPHION, HPHHOTEKAH, JIAAM, nunoxaus, MeTazioH,
HATCTTMHUN, OH/IAHCETPOH, AMO3H/I, IPOTIPAHOON, KBETHAITHH, XHHHH, CAIIMETEPOT, CHIeHAdHIL,
CHPOJIMYC, TaMOKCH(CH, NaKIuTakcel, TepheHamuH, TpasoxoH, BUHKDHCTHH, 3aJIelJIOH MU
30JIITUEM, HII UX KOMOHHALIUIO.

CornacHo OHOMY KOHKDETHOMY BapHaHTY peanuszaii  M300peTEHUS IpeIokKeHa
(bapMaueBTquCKaa KOMIIO3UIWA, conepxkamas 1) coemunenne dopmyist (I), 2) MHOXKECTBO YacTHIL
TBEPAOrO HOCHUTENS M 3) IO MEHBINEH Mepe OAUH JOIOJIHMTEILHBIH TEPaNeBTUYECKUIl areHT,
BEIODAHHBIA M3 TPYNIBL, BKIIOYAIOMEH COCMHEHWS, wHrHOupyiomue nporeasy BUY, wue
HYKIIEO3H/THbIE HHTHONTOPEI 06paTHO# TpaHckpunTassl BUY, Hykneosuamsre HHIHOUTOPHI 06paTHOM
TpauckpunTassl BUY, HykneoTnaHble HHIMGHTOpPET 0OpaTHOIM TpaHckpunTassl BUY, uHruburops
uHTerpassl BUY, He HykieosunHble nuaru6urops: BI'C, uHruburopsr CCRS, 1 ux xomGuHAaIYH, U 4)
(apmaneBTIYECKH HPHEMIIEMOE BCIIOMOTIaTEbHOE BEMIECTRO,

CormacHO ONHOMY KOHKPETHOMY BAapHAHTY pealH3aIH M300peTEHNsT  IIpeUIOKEHA
apmaneBTIIECKast KOMIIOZHITHS, COCPKALIAs 1) coennnenne Gopmyinst (I), 2) MHOXECTBO 4acTHi
AMOKCH/IA KPEMHH, KaX/(as1 U3 KOTOPBIX MMEET IIOBEPXHOCTE ¥ IIOPEL, CO CPEHIM THAMETPOM JacTHI
ot 10 10 120 MUKPOH 1 y1€JT6HOM IOBEPXHOCTHIO, OTPEICIEHHOM 11O Meroxny B3T, ot 40 10 400 M¥/r u
3) no MeHbIIei Mepe OJMH JOIOTHUTETHHEIH TEPANCBTHYCCKUI areHT, BEIOPAHHEIM W3 TPYIIIHL,
BKITFOYAIOIICH COSMHEHNSA, HRTHOHpYIommye npoTeasy BHY, He HyKIeo3mHbIe HHTHOUTOPE! 00paTHOM
TpauckpunTassl BUY, HykneosnHsle HHruGuTOpE! 06paTHOI TpaHckpurasel BUY, Hykneotuansie
MHTHOMTOPE! 0OpaTHOM TpaHckpunTassr BUY, HHIMOMTOPE mHTerpassi BUY, He HyKIeo3mmHble
urrn6uTopsl BI'C, nuruburopsr CCRS, u X KoMOHHAIMH, U 4) dapManeBTHYECKU TPHEMIEMOE
BCIIOMOFaTeNIbHOE BELIECTBO.

CornacHo apyroMy BapHaHTy peamM3alliH HACTOSIIETO u300peTeHHs  TIPEIITOKEHB
(bapManeBTHYECKHE KOMITO3HIINH, coxepxkampel) coenuaenne popmymnsi (I), 2) MHOKECTBO YaCTHIT
TBEPIIOrO0 HOCHTENA H 3) MO MEHBLIEH Mepe OAMH JOMONHHTEIbHBIH TCPACBTHYECKUA arcHr,

BHIODAHHEI! M3 TPYIIIEL, BKIIOYAIOMIEH aMIIpeHaBHp, aTa3aHaBHp, (ocaMIpeHABHP, MHIMHABHD,
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JIOMHABUD, PUTOHABUD, HeI(UHABHID, CAKBHHABHD, THIIPAHABHD, OpekanaBup, KapyHasup, TMC-126,
TMC-114, mozenasup (DMP-450), JE-2147 (AG1776), L-756423, R0O0334649, KNI-272, DPC-681,
DPC-684, GW640385X, DG17, PPL-100, DG3 5, AG 1859, xanpaBupun, SMHBHPHE, JIETaBUPHIHH,
3(haBUpeHI, HeBUPAIUH, (+) Kamanomun A, atpaupue, GW5634, DPC-083, DPC-961, DPC-963, MIV-
150, TMC-120, TMC-278 (pummusupun), BILR 355 BS, VRX 840773, UK-453061, RDEAS06,
SHIIOBY/IUH, SMTPUIMTA0NH, JWIAHO3HH, CTaBY IHH, 3aIIUTA6HH, TAMHBYIHH, abakaByp, aMIOKCOBHUD,
anBynuTabuH, anosyaus, MIV-210, Panusup (#FTC), D-d4FC, docdasun, bosusymuu TUIOKCHIL,
anpuimtubun AVX754, amnokxcosup, KP-1461, u docamBymun THgOKCHT (panee HDP 99.0003),
AU30TPOKCHI (ymapaT TeHO(DOBUpa, anedOBHp AHIIMBOKCHIT, GS-9131, KypkyMHH, TPOU3BOLHEIE
KypKyMUHa, QUKOPUEBAs KHCTIOTa, IPOM3BOHbIC LINKOPUEBOH KHCIOTEL, 3,5-nukaddeonuxunoyro
KHCIIOTY, TPOM3BOAHBIC 3,5-nuKaddeonTXMHOBOR KHCIOTHL, aypPUHTPUKapOOHOBYIO KHCIIOTY,
TPOU3BOAHBIE AYPHHTPUKAPOOHABOK KHCIOTH, (PEHMIIITHIIOBEII 3¢up KODEHHOBOH KHCIIOTHIL,
HPOU3BOJHBIC HEHUIITHIIOBOTO 3(h1pa KOPEHHOBOI KUCIOTHI, THP(OCTHH, NPOU3BOHEIE THP(OCTHHA,
KBEPIETHH, IPOM3BOJIHAIC KBEPLETHHA, S-1360, 3unTeBup (AR-177), L-8708 12,1.-870810, MK-0518
(panrerpasup), anBUTErpaBHp, BMS-538158, GSK364735C, BMS-707035, MK-2048, BA 011,
suysupTHA, cudysupTun, FBOO6M, TRI-1 144, AMD-070, SPO1A, BMS-488043, BlockAide/CR,
HMMYHHTHH, IPOU3BOHEIE GEH3MMHU/a3011a, IPOU3BOLHEIE Oen3o-1,2,4-TnanuasuHa, MPOU3BOTHEIE
(enunananuHa, amIaBUPOK, BUKPHBHPOK, W MapaBupoK, uukinocnopud, FK-506, pamamuims,
IAKITAKCEN, TaKCOTep, KIapuTpomuuus, A-77003, A-80987, MK-639, cakBuHaBHp, VX-478,
AG1343, DMP-323, XM-450, BILA 2011 BS, BILA 1096 BS, BILA 2185 BS, BMS 186,318,
LB71262, SC-52151, SC-629 (N N-aiveTrrmmm-N-(2-ragpokcs-3-(((4-
MeTOKcmberm)chIL(bomm)(Z-Memnnponnn)aMMH)-1 -(benmmmernn)ponmm)-3-meTun-L-
BaymHamun), KNI-272, CGP 53437, CGP 57813 u U-103017 u 4) papmaneBTHIECKH NpUeMIIEMEIT
HOCHTEJb HIIK BCIIOMOTAaTEIbHOE BENIECTBO.

CormacHO [IpyroMy BapHaHTy peamM3allii HACTOSIIETo U300pETEHNA NPETOKEHEI
hapmaneBTHIECKIE KOMIIO3MIIMH, CONEpIKALIHE 1) coennmenne dpopmynst (1), 2) MEOKeCTBO YacCTHIT
JIHOKCHIA KPEMHUA, KaXNas U3 KOTOPBIX HIMEET NOBEPXHOCTB H IOPHI, CO CPEIHHM IHAMETPOM YaCTHI]
or 10 10 120 MUKPOH 1 yIeMBHOI TTOBEPXHOCTHIO, onpeneneHHoi no Meroxy 53T, ot 40 10 400 M*/r 1
3) Mo MeHbIIEH Mepe OMH ONONHHTENBHEIN TEpAeBTHICCKHI areHT, BHIOPaHHBIM U3 TPYIIIHL,
BKIIOYAIOUICH aMIIPCHABUp, aTa3aHaBHp, (ocammpeHnaBup, MHIIMHABYD, JIONMHABHD, PHTOHABHD,

Hel(HMHABHD, CAKBUHABHD, THIIPaHaBUD, OpekaHaBup, AapyHasup, TMC-126, TMC-1 14, Mo3enaBup
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(DMP-450), JE-2147 (AG1776), L-756423, RO0334649, KNI-272, DPC-681, DPC-684, GW640385X,
DG17,PPL-100,DG35, AG 1859, xanpasupus, OMHBUPHH, IeIaBUPHHH, 3()aBUPEHI, HEBHPANUH, (+)
Kananomun A, arpasupur, GW5634, DPC-083, DPC-961, DPC-963, MIV-150, TMC-120, TMC-278
(pwrmuenpun), BILR 355 BS, VRX 840773, UK-453061, RDEAS806, 3unoByaus, sMTpunuTabus,
AUJIAHO3UH, CTaBYHH, 3aMUMTA0UH, TaMUBY/IMH, a6aKaBHp, aMIOKCOBHD, IBYLHTA6HH, aJIOBY/IMH,
MIV-210, Pauwmsup (+-FTC), D-d4FC, docdasua, hosuByauH THIOKCHN, arpuuTnOTHH AVX754,
amnokcoeup, KP-1461 u docansymun tunoxcun (panee HDP 99.0003), TU30IIPOKCHII pyMapaT
TeHo(oBupa, anedosup mumuBokcui, GS-9131, Kypkymus, IIPOM3BOJHBIC KYPKYMHHA, IHKOPHUEBYIO
KHCIIOTY, IPOM3BOAHBIE MKOPUEBOH KUCIOTEL, 3,5-MKap(}EOTMXHHOBY IO KHCIIOTY, POM3BOLHELE 3,5-
AnkadPeomIXNHOBOH KHCIIOTHI, 3y PHHTPUKAPGOHOBYO KHCIIOTY, IIPOH3BOIHBIC aypHHTPHKapOOHABOM
KHCIIOTEI, (eHHIITHNOBBI 3Gup KODEHHOBON KHCIOTHI, TIPOU3BONHBIE (EHIIITHIOBOIO adupa
KO(EMHOBOH KACIIOTHI, TUP(OCTHH, IPOH3BOAHEIE TUP(OCTHHA, KBEPLETHE, TPOM3BOTHEIE KBEPLECTHHA,
S-1360, sunteBup (AR-177), L-870812, L-870810, MK-0518 (panrerpasup), sneurerpasup, BMS-
538158, GSK364735C, BMS-707035, MK-2048, BA 011, sudryBupTHL, cubyBupTUa, FBOO6M, TRI-
1144, AMD-070, SPO1A, BMS-488043, BlockAide/ CR, HMMYHWUTUH, IPOU3BOJHEIE OCH3UMHAA3011a,
npou3BoOfHbIe 6eH30-1,2,4-THaNNasHHa, IPOM3BOAHEIE (DEeHHITAIAHNHA, aIIaBUPOK, BUKPUBUPOK, U
MapaBHpOK, Lukinocnoput, FK-506, pamamunis, makmurakcer, TaKCOTep, KIapuTpoMunud, A-77003,
A-80987, MK-639, caxsunasup, VX-478, AG1343, DMP-323, XM-450, BILA 2011 BS, BILA 1096
BS, BILA 2185 BS, BMS 186,318, LB71262, SC-52151, SC-629 (N,N-mmetmmrmumun-N-(2-
rHAPOKCH-3-(((4-MeTokcudennm)cy b hormI)(2-MeTUIpOmIT)aMuH)- 1 -(bermnmerun)nponmin)-3-
metui-L-sammaamuyn), KNI-272, CGP 53437, CGP 57813 u U-103017 u 4) dapmareBTHIECKH
TIPHUEMIIEMBIH HOCHTENb MK BCIIOMOIraTeIbHOE BEIIECTBO.

CormacHo JApyroMy BapuaHTy pealu3aliH HACTOSIIETO H300PETeHHS  IPEIOKEHBI
(hapmaneBTHIECKHE KOMITO3HINH, cofepxanme 1) coenunenne dopmyst (1), 2) MHOXECTBO YaCTHI
TBEPIIOrO HOCHTENL ¥ 3) [Ba WM TPH HOTONHUTENBHBIX TEPANIEBTHUECKAX AreHTA. Hanpuwmep,
AOTIOTHATENIBHEIX TEPANCBTHYECKUX areHTa, BEIOPAHHBIX M3 KIIACCa HHTUOHTOPOB poTeassl BUY, we
HYKIIEO3H/IHBIX HHIMOMTOPOB 06paTHO# TpaHCKpuTassl BUY, HyKIIe03MIHbIX HHrHOUTOPOB 0OpATHOMN
TpaHckpunTassl BUY, HykIeoTHHEIX HHIHGUTOPOB 06pATHOI TpaHcKpunTassl BUY u uarnburopos
unTerpasel BUY. JIpa v TpH JONONHATENBHBIX TEPaleBTHMECKUX arcHTa MOTYT GBITh Pa3HBIMH
TePANeBTUECKMMU areHTaMH, BEOPaHHEIMA M3 OJIHOTO KIACCA TEPANEBTHUECKIX aIeHTOB, WM ke

BBIOPaHHBIMK M3 Pa3HBIX KIIACCOB TEPANEBTHYCCKIX areHTOB.
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CormacHo japyroMy BapuaHTy peanu3alli¥l HacTOSIIEro H300pETeHHs MpeNIoKeHb!
dapmanepTHIECKNE KOMITO3UIHUH, cofepxarue 1) coepuaenne Gpopmysst (I), 2) MHOKECTBO 9aCTHIY
AMOKCHa KPEMHHUS, KaX[ast U3 KOTOPHIX HMEET TOBEPXHOCTH U ITOPHL, CO CPSIHUM AUAMETPOM JaCTHI]
ot 10 10 120 MUKPOH ¥ yIeIbHOI IOBEPXHOCTBIO, OTIpeeNeH oM 1o Meroxy BT, ot 40 1o 400 M*/r u
3) nBa WIM TPH JONOJHUTENbHBIX TEPANEBTHYECKHX dreHTa, HAIpPUMEpP, MOTOMHHTEIHHBIX
TEePaNeBTMYECKUX areHTa, BHIOPaHHBIX M3 KiIacca HHTHOUTOPOB mpoteastt BUY, He HyKIeo3MIHBIX
MHIUOUTOPOB 00paTHO# TpaHCKpHIITa3sl BUY, HYKI€O3MIHEX HHTHOUTOPOB 0OGPATHOM TPAHCKPHIITA3E!
BIY, HykineoTuiHbIX HHTMOMTOPOB 00paTHOM TparckpunTastl BUY u unruGuropos uarerpasst BUU.
HBa WK TpH JOTIOHHUTENBHBIX TEPATICBTHIECKHX ar€HTa MOTYT GbITh Pa3HBIMU TEPaNeBTHYECKHIMU
areHTamu, BHIOPaHHEIMH U3 OTHOT'O KJIACCA TEPANEBTHYECKIX areHTOB, UK e BHIGDAHHBIMHU H3 Pa3HBIX
KJI4CCOB TEPAITeBTHIECKHUX AreHTOB.

CornacHo ApyroMy BapHaHTY pealH3alli¥ H300PETCHUS HPENIOKEHbl (hapMaleBTHICCKIE
KOMIIO3HLIMH, COICPKAllMe MHOXECTBO 4YaCTHI[ TBEPAOI0 HOCHTENS M TPEXKOMIIOHEHTHYIO
KOMOHHALHIO areHTOB, BRIGPaHHY 0 U3 ClIey omHx koMbnHauii: ®@opmyia (I)/ musonpokci dymapar
TeHohoBupa/GS-9131, ®opmymna (I)/musonpoxcun dpymapar TeHoboBrpa/smMTpHIITaGHH, DopMyITa
(I)/msonpoxcun  gymapar Tenodosupa/sneurerpasup, Popmyna (I)/musonmpokcmn dymapar
TeHodosupa/sdasupent, Gopmyna (I)/musonpokcun gpymapar teHodosupa/aTasanasup, PopMyna
(I)/musonpoxeun  ¢ymapar  Tenodosmpa/napynasup, ®opmyna (I)/masonmpokcmn  dymapar
TeHo¢osupa/panrerpasup, Gopmyna (I)/ausonpokcui Gymapar TeHopoBHpa/prIHHBHpPHH, DopMyIa
(1)/GS-9131/>mrpunmrabun, opmyina (I)/GS-9131/smsurerpasup, ®opmymna (1)/GS-913 lléq)aBnpeHu,
®opmyna  (I)/GS-9131/arazanasup, Popmyna (I)/GS-9131/napynasup, Popmyna (I)/GS-
9131/panrerpasup, ®opmyaa (I)/GS-913 1/pummuenpun, ®opmyna (I)/>SMTpruTaGHE/3IBUTEr PABHD,
@opmyna  (I)/amrprimrabun/sdasupenn, Popmyna (I)/smrpuumrabur/atazanasup, dopmyna
(D/smTpurrabun/napyHasup, ®opmyna (I/>mTprinTabus/panrerpasup, Dopmyna

(I)/sMrpuiuTabuH/pUIITHBHPHH, Dopmyna (I)/3mButerpaBup/3dasupenir, Dopmymna
(I)/anBuTerpaBUp/aTazaHaBUp, dopmyna (I)/>nBurerpaBup/napyHasup, ®opmyna
(I)/3nButerpaBup/panrerpasup, Dopmyna (I)/anBuTEr paBUP/PUIIIUBUPHH, ®opmyna
(I)/>dasupenu/aTazanasup, ®opmyna (/>daBupentynapysasup, Dopmyna
(I)/>¢aBupenty/panrerpasup, dopmyna (I)/>dbaBupeHty/ puImuBUpHUH, ®opmyna
(I)/ara3anaBup/napyHasup, ®opmyna (I)/atazanaBup/panterpasup, Dopmyna

(I)/aTazanaBup/pUIIHBUPHH, ®opmyna (I)/mapynaBup/panrerpasup, ®opmyna
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(I napynasup/punmasupus 1 Gopmyna (I)/panterpaup/prIMHIBUPHE.

CornacHo ApyroMy BapHaHTy peamusallid H300peTeHHs MpELIOKeHsl (hapMaleBTHIECKHE
KOMITO3HIMH, COAEPKAMMUE MHOXECTBO YaCTHIl IMOKCHIa KPEMHHS, KaXAast M3 KOTOPHIX HMEET
HOBEPXHOCTH ¥ NOPEI, NPU 3TOM CPEIHUH AMAMETp JacTHib! cocraBiier or 10 xo 120 MukpoH, a
yZenbHas OBEPXHOCTh, OnpeAeneHHas no Metoxy BT, ot 40 1o 400 M*/r, u TPEXKOMIIOHEHTHYIO
KOMOHHAIMIO areHTOB, BHIOPAHHBIX M3 CIIEYIOIIX KoMOuHaImii: DopMyna (I)/ nu3ompokcrn dpymapar
TeHo(poBupa/GS-9131, Dopmymna (I)/ausonpokcun dymapat TeHooBUpa/sMTpHIKTAOHH, DopMyIIa
(I)/nusonpoxcun - dymapar  Tenodoeupa/snsuTerpasup, Popmyna (I)/mmsonpokcun  ¢ymapar
Tenodosupa/sdasupenn, Popmyna (I)/musonpokcun dpymapar TeHoQoBUpa/aTazaHasup, ©opmMyna
(I)/musompokcun  ¢ymapar  TeHodoBHpa/napynasup, Dopmyma (I)/mu3ornpoxcun  dymapar
TeHo(osupa/parrerpasup, Popmyina (I)/nuzonpokcwt Gymapar TeHooBHpa/pUIIHBHPHH, DOpMyIa
(1)/GS-9131/omrprumrabun, ®opmyna (1)/GS-9131/ameurerpasnp, Dopmyia (I)/GS-9131/3¢pasupen,
®opmyna  (I)/GS-9131/arazanasup, dopmyna (D/GS-9131/napynaBup, ®opmyna (I)/GS-
9131/panrerpasup, Popmyna (1)/GS-913 1/pusmusupus, Popmyia (D)/smtpunurabun/3nsurerpasup,
®opmyna  (I)/smrpurmrabun/s>dasupenn, Oopmyna (D/smrpunmrabus/arasanasup, Popmyina
(I)/smTpunuTabus/gapyHasup, ®opmyna (I)/smrprumpTabun/panterpasup, Dopmyna

(I)/sMTpuIUTaGUH/PUIIIHBUPHH, ®dopmyna (I)/>mBurerpasup/>dasupenm, Dopmyna
(I)/>nButerpasup/aTazanasup, ®opmyita (I)/>mBuTerpaBup/mapyHnasup, ®opmyna
(I)/>nButerpaBup/panrerpasup, ®dopmyna (I)/>nBUTerpaBUp/PUIIUBAPHH, ®opmyna
(I)/>daBupenr/arazanasup, ®Dopmyna (I)/>dpasupenry/napysasup, - dopmyna
(I)/>dasupenty/panrerpasup, ®opmyna (D/>dasupentypuwimuBupuH, ®opmyna
(I)/ara3anaBup/mapyuasup, ®opmyia (I)/aTazanaBup/panrerpasup, Dopmyna
(I)/aTazanaBup/pUImuBHpHH, Dopmyna (I)/ napynaBup/panterpasup, Dopmyna

(I)/ napynasup/punmusupus u @opmyina (I)/panterpasup/prmIuBApHH.

CoryracHo JipyroMy BapuaHTy pealH3allii H300DETEHHA NpPEIOKEHE  (hapMaleBTHIECKHe
KOMITO3HIIH, KOTOPHIE BKIIOUA0T MHOXECTBO YaCTHIL| TBEPIOTO HOCHTEIIS H YETHIPEXKOMIIOHEHTHY O
KOMOHHALHIO aTeHTOB, BEIGPAHHYIO U3 ClIEAy OMmX koMbuHrammii: GopMyiia (I)/ mazonpoxcr dymapar
TeHo(oBupa/GS-9131/smrpuimrabun, ®opmyna (I)/musonpokcwi dymapar TenopoBupa/GS-
9131/snButerpasup, opmyna (I)/nusonpokcrn Gymapar TeHo(oBupa/GS-9131/adasupent, @opmya
(I)/nuzompoxeun dymapar teHodoupa/GS-9131/aTasanasup, ®opmyna (I)/musonpokcun gymapar
TeHodoBupa/GS-9131/napynasup, ®Dopmyna  (I)/musompoxcin dymapar  Tenoposupa/GS-
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9131/panrerpasup, Popmyna (I)/musonpokci ¢ymapar rerodosupa/GS-913 l/prwmiasnpus, Gopmyia
(I)/muzompoxcur dymapar TeHo(1)OBnpa/aMTpMuma6nﬁ/3nm‘nerpa3np, ®opmyna (I)/nuzonpoxcun

dbymapar TeHO(pOBUpa/3MTpHLHTACHH/ > aBHpeHLy, ®opmyna  (I)/musonpokcm dbymapar

TEHO(OBHPA/SMTPHIMTAOHH/aTa3aHABHD, Dopmyia (1) nu3onpokcun bymapar
TEHO(OBHpA/SMTPHIMTAOUH/NapyHABHD, Dopmyna (I)/ mu3onpokcun bymapar
TEHO(OBUPA/SMTPHIHTAGHH/PANTErpaBHp, ®opmyia ()/mm3onpoxcnn bymapar
TEHO(OBHPa/SMTPHIHTACHH/ PIIIHBHDHH, (DopMyJIé (I)/ nu3onpokcun ¢dymapar
TEHO(OBHpa/3IBUTETPABUDP/>haBUpEHLI, Dopmyna (I)/mzonpoxcun dbymapar
TEHO(OBHPA/3ITBUTETPABHD/aTa3aHABHD, Dopmyna (I)/ mu3ompokcun bymapar
TEHO(OBHIPA/dIBUTETPABUDP/ NAPYHABHD, Dopmyna (I)/au3onpoxcun tbymapar
TeHO(OBHpa/dIIBATErPABUp/paITTErpaBHp, ®opmyiia (I)/mm3ompoxcun tbymapar
TEHO(OBHPa/>ITBATEr PABUD/ PAITIABHPHH, Dopmyna (I)/nm3onpokcun bymapar
TeHO(OBUPa/3haBHpeHIl/aTa3anaBup, dopmya (I)/ nu3onpokcun bymapar
TeHO(OBUPa/3haBUpPeHL/ IapyHABHD, ®opmyna (I)/mm3ompokcnin bymapar
TeHo(oBHpa/>haBupeHILy/panTerpasup, Dopmyna (I)/au3ompokcun dbymapar
TeHO(OBHPa/>(aBUPEHLY PRITITHBUPHH, Dopmyna (I)/ ma3onpoxcun dbymapar
TeHO(bOBHpPa/aTa3aHABHp/qapyHABHD, Dopmyna (I)/au3onpoxcun dymapar
TeHO(OBHpa/aTa3aHABHD/PalTerpaBup, Dopmyna (I)/ mu3onpoxcun tbymapar
TeHO(OBHMPa/aTa3aHaBUp/PHINHBUPHH, Dopmyna (I)/ nrzonpoxcwi ¢dbymapar
TeHO(OBHPa/NapyHaBHp/paTerpaBup, dopmyna (I)/ mu3onpokcun dbymapar
TEHO(OBUPA/apyHABUD/PUIITHBUPHH, ®opmymna (I)/mu3ompokcun tdbymapar

TEHO(OBHpA/paNTer paBUp/pUTIIHBHPHH, Qopmyma  (1)/GS-913 V/amrpumurrabus/>neurerpasup,
Dopmyna (1)/GS-913 1/amrprimTabus/s>dasupenn, dopmyna (I/GS-913 1/>mrputmMTaGHH/aTazanasup,
®opmymna (1)/GS-913 1/smrpunuTabun/napynasup, dopmyna (I)/GS-913 1/smrpuiTabus/pasrerpasup,
®opmyia (I)/GS-9131/smrprimrabun/pummBupy, ©opmyna (I)/GS-913 1/ameurerpasup/>dasupen,
®opmyna (1)/GS-9131/sneurerpapup/ atasanasup, @opmyna (I)/GS-913 1/anBurerparup/napyuasup,
®opmyna (1)/GS-9131/>mBurerpasup/panrerpasup, Dopmyna (I)/GS-9131/3nurerpasup/pummerpys,
Qopmyna  (I)/GS-9131/>¢pasupenty/arasanasp, ®opmyma  (1)/GS-913 1/>aBupenty napynasup,
®opmyna (1)/GS-913 1/a¢aBupenn/parrerpasup, ®opmya (H/GS-913 1/>aBupenty punnusupns,
®opmyna (1)/GS-913 1/atasanaBup/napynasup, ®opmyna 1/GS-9131 /aTazanaBup/panterpasup,
Dopmyna (I)/GS-9131/; atazaHaBup/pummuBupyH, Dopmyna (I)/GS-913 1/napynaBup/panterpasup,
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Dopmyna (1)/GS-9131/napynasup/punmuBupr, Dopmyna (I)/GS-913I/paHTel‘“paBI/Ip/pPIJIHI/IBI/IpI/IH,
Dopmyna (I)/3MTpHunTa6HH/3HBmeIpaBHp/a(baBnpeHu, Dopmymna
(I)/smrpymuTabus/3mBuTerpasup/ atasanasup, ©opmyna (I)/C-)MTpI/IHI/ITa6HH/3JIBI/ITel"paBI/Ip/,I[apyHaBI/Ip,
Dopmya (I)/ampnuma6I/IH/3JIBI/ITerpaBI/Ip/panTerpaBnp, ®opmymna
(I)/SMTpI/IIH/ITa6I/IH/3JIBKTCI“paBI/Ip/pI/IJIHI/IBI/IpI/IH, Dopmyna (I)/:aMTpnunTa6HH/3(baBHpeHu/aTasaHaBnp,
Dopmyna (I)/aMTpI/muTaGI/IH/mbaBHpeHu/ﬂapyHaBHp, Popmyna
(I)/aMTpHuI/ITatSnH/acbaBI/IpeHu/panTeIpaBI«Ip, ®opmyna (I)/:aMTpnuI/ITaﬁnﬂ/aQ)aBnpeHu/pnnnHBanH,
®opmyia (I)/aMIpHunTaGHH/aTazaHaBI/Ip/J;[apyHaBpIp, Dopmyna
(I)/3MTpnumaGHH/aTasaHaBnp/panTerpaBnp, dopmyna (I)/SMTpI/IIII/ITa6PIH/aTﬁ3aHaBHp/pHHHHBHpI/IH,
Dopmyna (I)/3MTpnunTa6nH/z:apyHaBnp/pamerpaBHp, Dopmyrna
(I)/aMTpnumaGMH/,uapyHaBnp/pmmanpMH, Dopmymna (I)/aMTpHunTa(SnH/panTerpaBHp/pmmanan,
Dopmyna (I)/BJIBI/ITCI‘paBI/Ip/S(baBI/IpeHH/aT.‘BaHaBI/Ip, Dopmyna
(I)/aanTerpaBHp/aq)aBnpeHu/napyHaBnp, Dopmyna (I)/aJIBuTerpaBnp/a(baBnpeHu/panTerpaBnp,
Dopmyna (I)/anBHTerpaBHp/a(baBHpeHu/pmmHBanH, ®opmyna
(I)/3JIBI/ITCI‘paBI/Ip/aTaSaHaBI/Ip/,IIaPYHaBPIp, Dopmyna (I)/:—)JIBHTerpaBMp/aTa3aHaBHp/panTerpaBI/Ip,

®dopmyna (I)/amBurerpasup/ aTa3aHaBHP/PHIITHBHPHH, ®opmyna.

(I)/3JIBHTerpaBnp/z[apyHaBHp/paﬂTerpaBnp, ®dopmyna (I)/aJIBnTerpaBHp/,uapyHaBHp/pnnnHBHpHH,
Dopmyna (I)/aJIBHTerpaBHp/panTerpaBnp/pH;rmnBHan, ®opmyna
(I)/>dasupeny/atazanasup/napysasmp, ®opmyna (I)/>aBupenny/arasanasup/panrerpasup, Dopmyna
(I)/>basupenr/aTasaHaBup/pumBIpHH, Dopmyina (I)/aq)aBnpeHu/,uapyHaBpxp/panTerpaBnp, ®Dopmyia
(I)/>dasupenty napyHasnp/prmmBHpHH, Dopmyiia ()/>aBupery/panrerpasup/punmBrpHH, Dopmyia
(I)/aTa3aHaBnp/z(apyHaBnp/panTerpaBnp, Dopmyna (I)/aTa:3aHaBHp/uapyHaBnp/pnnnanpHH, "
®opmyna (I)/mapynaBup/panrerpasup/pruimHBHpHH.

CornacHo IpyroMmy BapMaHTy peanusamum M306PETeHNs IPEIONKEHBI (apMaleBTHIECKHe
KOMIOSHUMH, COACPXKALIME MHOKECTBO YACTHI| JUOKCHAA KPEMHHA, KAXKIAS W3 KOTOPBIX HMeEeT
TIOBEPXHOCTb M NOPEI, IIPH 9TOM CPEAHMI AMaMeTp YacTHIBI COCTABIIET OT 10 1o 120 muxpon, a
YACIbHAs IOBEPXHOCTD, ONpeeneHHast 1o Metoxy BT, ot 40 o 400 M*/r, u YETHIPEXKOMIIOHEHTHYIO
KOMOHHAIIHIO areHTOB, BRIOPAHRHYIO M3 CIIELYIONIX KombrHatmit: dopmyna (I)/au3ompokcr (bymapar
TeHo(oBupa/GS-9131/sMmrpururabus, @opmyna  (I)/musonpoxcun dymapar Tenodosupa/GS-
9131/>uBurerpasup, ®opmya (I)/au3onpoxcun dymapat Terodorupa/GS-913 1/apaBupentr, ®opmyna

(I)/ masonpoxcun dpymapar TeHo(oBupa/GS-9131/atazanasnp, ®opmyna (I)/nusonpoxcut bymapar
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TeHodoBupa/GS-9131/mapynasup, ®opmyna  (I)/au3onpoxcun dymapar  Tenodosupa/GS-
9131/parrerpasup, ®opmyna (I)/xusonpokcun dpymapar teHogoupa/GS-913 1/pummsupus, Popmya
(I)/musonpokcun gymapar TeHO(DOBHpPA/IMTPHUMTAOHH/IBHTETPABHD, ©opmyna (I)/musonpoxcuin

dbymapar  TenodoBHpa/sMTPUIHTAGHH/3aBHpPEHIL, ®opmyna  (I)/musonpokcwn  dymapat

TEHO(OBUPA/IMTPUIINTAOHH/aTa3aHaBHD, Dopmyna (I)/ nm3onmpoxcun dymapar
TeHohoBUpa/IMTPULIUTAOHH/ KA yHABHD, ®opmyna (I)/ mn3omporcun dbymapat
TeHO(hOBUPa/3MTPHIIUTAGHH/paTerpaBup, dopmyna (I)/mm3onpoxcun ¢bymapar
TEHO(OBHPA/SMTPHITNTACHH/PUINIMBUPHH, Dopmyna (I)/ mu3onpokcun ¢dbymapar
TeHo(OBHpa/MBUTErpaBUp/3PaBUpEHII, Dopmyna (I)/ nu3ompoxcun (bymapat
TeHO(OBUPA/3IIBUTET PaBUpP/aTaA3aHABHD, Dopmyna (I)/ mu3onipokcui bymapar
TEHO(OBUPA/INBUTErPABUpP/AAPYHABHD, Dopmyna (I)/ mu3onpoxcun dbymapat
TEHO(OBHPA/3BUTETPABUD/PAITErPABHD, Gopmyna (I)/mi3onpokcuin bymapar
TeHO(DOBHPA/IBHTETPaBHpP/PAUINIMBEPHH, Dopmyna (I)/ mmu3ompokcun bymapat
TeHo(}oBHpa/3haBUpeHI)/aTa3aHaBHp, Dopmyna (I)/ nmm3ompokcun ¢bymapar
TeHO(HOBUpa/>baBUPEHLY IapyHABHD, dopmyna (I)/ mu3onpokcun bymapar
TeHO(OBHpa/3baBUPEHIY/paITErpaBup, Dopmyna (I)/ ma3ompoxcun dbymapar
TeHO(OBHPA/3(haBUPEHL/ PHIITABHPHH, Dopmyna (I)/m3ompoxcun tbymapat
TeHodoBHpa/aTa3aHABUD/AAPYHABHD, ®opmyia (I)/mu3onpoxcuin ¢bymapar
TeHo(oBUpa/aTazaHaBHp/paITErpaBup, ®opmyina (I)/mm3ompoxcun tbymapat
TeHO(OBHpa/aTa3aHABUD/ PUITMBHPHH, Dopmyna (I)/mu3ompoxcun ¢dbymapar
TeHO(OBUPA/IapyHABUpP/palTerpaBup, Dopmyna (I)/ mu3ompoxcun tbymapar
TeHO(OBHUpPa/NapyHABUP/PUINIIMBUPHH, Dopmyna (I)/ nu3ompokcun bymapar

TeHO(oBUpa/panterpasup/pummuuprd, ®opmyma  (1)/GS-9131/ SMTPUIUTaOMH/3IBUTETPABHD,
®opmyia (1)/GS-9131/smrprmTabury/sdasuperu, opmyma (1)/GS-913 1/aMTpunITaOHE/aTa3aHaBUp,
Dopmyia (1)/GS-913 1/amrpunuTabis/napynasup, @opmymna (1)/GS-913 1/smrpurmTabun/panrerpasup,
Dopmyina (1)/GS-9131/smrpumurabus/punmmsupus, dopmya (1)/GS-9131/ SIBUTErpaBUp/3daBupeHir,
®opmyima (1)/GS-9131/amBurerpasup/arazanasup, ®opmyna ([)/GS-913 1/anBuTerpaBup/mapynasup,
Dopmyina (1)/GS-9131/ameurerpasup/panrerpasup, @opmyina (1)/GS-913 1/3nBHUTETpaBHp/PUNTIHBAPUH,
®opmyna (1)/GS-9131/>dasupenn/arasanasup, Popmyna (I)/GS-913 1/>baBupenty napynasup,
®opmyna (1)/GS-9131/>dasuperty/panrerpasup, ®opmyma (I)/GS-913 1/3¢aBupenty/ primmBupuH,
®opmyna (I)/GS-9131/atasanasup/napynasup, ®opmyna (I)/GS-913 1/aTazanarup/panrerpasup,
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@opmyna (I)/GS-9131/arazanasup/pumusupnH, Dopmyna (I)/GS-9131/napynasup/panterpasup,
®opmyna (1)/GS-9131/napynasup/pummusupus, @opmyna (1)/GS-9131/panrerpasup/pruInuBUpHH,
®opmyna (I)/amTpurmTabus/anBuTerpaBup/3dasupeHi, Dopmyna
(I)/smrpumurabus/s>nBuTerpapup/aTasanasup, @opmyia (I)/aMrpuiTaGuH/3IBUTErpaBAp/ IAPYHABHD,
®opmyna (D)/amTpuiuTabuH/>IBUTETpaBUp/ panTerpaBup, dopmyna
(I)/>mrpunurabun/>nsuTerpasup/punmvBuput, @opmyia (I)/3MTprunTabun/s>dasrpeniy/aTa3aHaBup,
dopmyna (I)/smrpunuTabun/3dasupenny/napyHaBup, dopmyna
(I)/amrprmumrabun/>dasupenty/panterpasup, Popmyna (I)/amrpunurabun/>daBupeHy/ prITHBUPHH,
®opmyna (I)/>mTpunurabuH/aTazaHaBUp/[apyHABUD, ®opmyna
I)/amrpunurabun/aTazanasup/panterpasup, ©opmyna (I)/3mrpurmrabun/aTta3aHaBup/pHINABAPHH,
TP p
dopmyna (I)/smrpuruTabus/apyHaBup/panTerpaBup, ®Dopmyna
(I)/smrpunmrabun/napynasup/punnusupul, ®opmyna (I)/aMTpuimTabus/panterpasup/pUiIEBAPHH,
dopmyna (I)/>nBuTerpasup/>baBupeHLy/aTa3aHaBup, ®opmyna
I)/amButerpasup/>dasupenty/napysasup, Dopmyna (I)/amBurerpasup/sdasupenny/panTerpasup,
p p
®opmyna (I)/anBuTerpaBup/3daBupeHIY pHINHBUPHH, ®opmyna
I)/ameurerpasup/atazanasup/fapynasup, ®opmyna (I)/anBuTerpasup/arazaHaBup/panTerpaBup,
rp TpaBUp
dopmyna (I)/>nBuTErpaBUp/aTa3aHaBUpP/PUIIHBHPHH, Dopmyna
(I)/>nButerpasup/napynasup/panterpasup, ©opmyna (I)/3nBurerpasup/mapyHaBHp/pHIIABAPHH,
Dopmyna (I)/anBuTerpaBup/panterpaBup/pUINHABUPHH, Dopmyna
(I)/>basupenn/atazanasup/mapynasup, ®opmya (I)/>baBupentyarasanasup/panrerpasup, Gopmyna
p p
(I)/>¢paBupenny/atazanasup/pummueupuH, Gopmyina (I)/3dbasuperyy/napynasup/parrerpasup, @opMyna
(D/>dasnpenty napynasup/prmmuenpyH, Gopmyna (I)/>dasupenty/panrerpasup/pumasupuH, @opMyna
(I)/arazanasup/napynasup/panrerpasup, @opmyina (I)/aTazaHasup/napyHasup/prmmasupud 1 Gopmyna
(1)/ napyHaBup/panterpaBup/pHIABHPHH.

Crroco051 KOMOMHHMPOBAHHOM TEpaH
CornacHo 0IHOMY BapHaHTY peaTH3ali KOMIO3HULUH COTIACHO H300PETEHHIO, COepKAIITHE

coenuuenue ¢Gopmynsr (I), MOTYyT HCIONB30BATBCA OTACILHO, HANpPUMEpP, A HHTHOMPOBaHMA
MOHOOKCHTeHaskl uToxpoma P-450. CornacHo IpyroMy BapHanTy peam3alii KOMITO3HIMH COTTIACHO
M300pETEHHIO MOTYT MCHOJB30BAaThCA B KOMOMHAIMK € JPYTHMH aKTUBHBIMM TEDPANEBTHIECKMMHI
KOMITOHEHTaMU WM areHTaMu. ITpeArouTuTesHo, Jpyrue akTHBHBIC TEPANIeBTHYECKIE KOMIIOHEHTEHI

WM areHThl MeTa0oIM3UpyIoTCs (pepMeHTaMH ceMeiicTBa muToxpoma P-450 (MM moABepIKeHBI
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nuroxpoM  P-450-3aBHCMMOMY  OKHCIHTENBHOMY MeTalomusMmy), Hanpumep, dhepmenTamMu
MOHOOKCHIeHa3aMH, TakuMu kak 1 A2, 2B6, 2C8, 2C19, 2C9, 2D6, 2E1,3A4,5, 7TuT.n

Taxoke npeanonaraeTcs, 90 KOMIO3UIMHU COTIIACHO n306peTeHmo, COZEPKaINKE COeHEHIE
dopmynsr (I), MOTYT GBITH BBENEHEI COBMECTHO C JOGBIM APYTHM aKTHBHBIM TePAIEBTHYECKHM
areHTOM MM KOMIIOHCHTOM, KOTOPHIH IO  CymIeCTBY MeTabonusupyercs (epMEeHTaMU
MOHOOKCHT€HAa3aMH CeMeicTBa uToxpoma P-450, Hanpumep, MOHOOKCHIeHa30# ATOXpoMoM P-450
3A, Taxnm 06pasoM, CHIDKas METAGOTM3HPYEMOE KONMHIECTBO APYTOro aKTHBHOTO TEPANIeBTHYECKOTO
arcHTa UM KOMITOHEHTA HIIH CKOPOCTS, C KOTOPOH OH METaOO0IM3HPYETCS, YTO IPUBOINUT K YITYIIICHHIO
(bapmakokuHETHIECKUX CBOMCTB APYIOTO aKTHBHOTO TEPANEBTUYECKOTO areHTa MM KOMITOHEHTA.
Taxoe ysysmieHue MOXeT BKIOYATS TIOBHIICHHE YPOBHS B ILTa3Me KPOBH IPYTOro TEPaICBTHIECKOTO
areHra MM KOMIIOHEHTa WK IojyiepxkaHue 6omee 3G GEeKTHBHOTO ¢ TepaleBTHIECKON TOUKH 3PEHHs
YPOBHS B IIIa3M€ KPOBH JPYTOro TEPaNeBTHYECKOr0 AKTHBHOT'O ar€HTa WM KOMITIOHEHTA 10 CPABHEHHIO
C YPOBHEM B ILIa3ME KPOBH 3TOI0 TEPANEBTHYECKOrO areHTa WM KOMIIOHEHTA IIPU BBEICHHH €ro B
OTCYTCTBMM KOMIIO3HITMH COrTIACHO H300peTeHuto, BKIIoTarolmei coenunenne Gpopmyss (I).

CosmectHOe BBesIeHue coequHenus Gopmymst (I) ¢ ogHuM win Gonee JPYIMMU aKTHBHBIMHI
TCPANCBTHCCKUMH aTCHTaMM B IIEJIOM OTHOCHTCH K ONHOBPEMEHHOMY HIIM IIOCIENOBATENLHOMY
BBEJICHUIO coeMHEeH Gpopmysl (1) 1 omHOro MM Gollee JPYTUX aKTHBHEBIX TePAIIeBTHIECKIX areHTOB
TakHM 00pa3oM, YTOOB B OpraHW3ME MAIMEeHTa NPHCYTCTBOBANO TEPANEBTHYCCKH 3(deKTHBHOE
KOIMYECTBO KaK coefuHeHWs ¢opMmyns (I), Tak M OmHOrO Wiu Goiee JPYTUX aKTHBHEIX
TCPANICBTHYCCKHUX ar¢HTOB.

CoBMecTHOE BBE/ICHHE BKITIOUAET BBE/CHHE €IUHUIL J03UPOBAHISA COCUHEHHS dopmys (I) mo
WIH [OCTIE BBEAICHUSA €IMHHI| JO3HPOBAHHA OJHOIO WK GoNee APYrUX aKTHBHEIX TEPAeBTHISCKUX
areHTOB, HAIPUMED, BBEJICHHE coeuHeHus. Gopmynsi (I) B TeueHHe CeKyH I, MUHYT HIIH YacOB IIOCITE
BBEJICHMA OJIHOTO MM G0JIee aKTHBHBIX TEPaNeBTHISCKIX arenTos. HanpuMep, cHagama MoxkeT GBITh
BBE/ICHA €IMHUYHas Ho3a coepuHeHus Gopmynsl (I) ¢ mociexyromuM BBENEHHEM B TEUCHHE
HECKOJIbKMX CEKYHA HIM MHHYT CIMHMYHON JO3Bl OJHOTO MMM Golee APYrUX aKTHBHBIX
TEPANEBTUYECKHX areHTOB. ANBTEPHATHBHO, CHAYasa MOXET OBITh BBEASHA SAMHIYHAS 103a OJHOTO
W 0onee NPYruX TEpaneBTHYECKHX areHTOB C MOCHENYIONIMM BBENCHHEM eIMHEYHON KO3EI
coemuHenns popMmysi (I) B TeuerHe HECKOMBKUX CEKYH MK MUHYT. B HEKOTOPBIX CIIyYasx MOXKET
OBITH MPEATIOYTHTENHHEIM H3HAYANBHOE BBEICHHE ENMHIYHON NO35I COSTHMHEHMA dopmyns (I) ¢

HOCIEAYIOIIMM BBE/ICHHEM B TEUCHHE HECKOJIBKUX 4acoB (HarpuMep, ot 1 1o 12 1acoB) equHIIHON
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AO3BI OTTHOTO MK GOTIee APYTHX aKTUBHBIX TEPALEBTHUECKIX ATCHTOB. B IPYTHX CIydasx MOXET ObITh
IPEANOYTUTCIILHEIM U3HAYAIBbHOE BBEACHHE eMHUYHON 10361 OMHOrO MK Gojee JAPYIUX aKTHBHEIX
TEPANCBTIYCCKIX aT€HTOB C IOCIEAYFOIUM BBEACHHEM B TEUCHHE HECKOIBKIX YACOB (Hampumep, ot 1
10 12 9acoB) exVHUYHOM 0351 COEMHEHNS dopmymsi (I).

Cornacho eme 0fHOMy BapuaHTy HACTOSIIETO M300PETEHIA MPETIOKEH CIOCO6 YITy dIIe IS
(apMaKOKMHETHYECKUX CBOMCTB JICKApCTBCHHOr0  Npemapara, KOTOPHIH MeTaGoNusupyercs
MOHOOKCHIeHa30# LuToxpomoM P-450, Bxmouaromuii BBeeHHe DAUUCHTY, MOIYYaloeMy JI€UcHIe
YKa3aHHBIM NICKapCTBEHHBIM IIPENapaToM, TEPAeBTHIECKH 3 eKTHBHOTO KOTHIeCTBa KOMIIO3HITIH
COIrIacCHO M300PETEHHMIO, COMEPKAIIEH COeqUHEHNe ¢opmynsr (I) n MHOMKECTBO wacTwIy TBEPIOTO
HOCHTEJIA.

Cornacro eme 0[HOMy BapHaHTyY HACTOSIIETo M300peTEHHs MPEIOKEH CITOCO6 Yy qmeHus
(bapMaKOKHHETHYECKHX —CBOMCTB JIEKapCTBCHHOTO ~ NIPENapara, KOTOPEIH  MeTaGomu3upyercs
MOHOOKCHT'€Ha30i uroxpoMoM P-450, BKIIoUaroIumii BBEICHIE TAlMEHTy, NONy4alolIeMy JIcYeHHE
YKa3aHHBIM JICKApCTBCHHBIM IIPENapaToM, TEPAeBTHIECKH d¢(EKTHBHOTO KOTHIecTBa KOMITO3UIIHA
COTTTACHO M300PETEHHIO, COMEPIKAIIEi COoeTHHEHHUE dopmymnr (I) ¥ MHOXeECTBO HacTwIl JHOKCH]IA
KpEMHHS, KaX/1as 13 KOTOPEIX HIMEET IOBEPXHOCTH H IIOPHI, CO CPEIHAM AuameTpoM gacturt ot 10 1o
120 muxpon n yaensHoit moBepXHOCTEIO, omnpezieneHHoM o Metony BOT, ot 40 o 400 M>/r.

CoriracHo emre 0JHOMy BAapHAaHTY peaTH3aIEK B HACTOSIICH 3asdBKE TPEIIOKEH Crocod
YIIy4rieans (papMakOKHHETHUECKHX CBOI‘/'ICTB.JIeKapCTBeHHOI”O lpenapaTta, KOTOpEIA MeTaboIM3HpyeTCs
MOHOOKCHT€Ha30# uToxpomMoM P-450, Birouaronuit Beeer e TALHUCHTY, IOIyYaloUeMy JICUeHHE
YKa3aHHbIM JICKapCTBEHHEIM IIPEMapaToM, TepareBTHIeCKH 3B (hEKTHBHOrO KOIHIecTRa KOMIIO3UITHH
COrIIacCHO M300PETEHHIO, COMEPKAIIEH COeMHHEHHE dopmyier (I) n MHOX)ECTBO wacTwI TBEPIOTO
HOCHTEIA.

Cornacro eime 01HOMy BapHAHTY HAaCTOSIIErO H300pEeTEHNS PETIOKEH CIIOCOH YIIyJIeHus
(bapMaKOKHHETHYECKHX CBOMCTB JICKapCTBEHHOr0 ~ Npenapara, KOTOPEIH MeTaGonu3upyercs
MOHOOKCHT€Ha30i UTOXpoMoM P-450, Brmouaromumii BeneHye MaIHEeHTy, TIOIYYaromeMY JIeYeHHe
YKa3aHHBIM JICKApCTBEHHBIM NPENapaToM, TePaneBTHIECKH 3 (GEKTUBHOTO KONMNYeCTRa KOMIIO3HITIH
COIJIaCHO M300pETEHMIO, CONepKAINe COeTUHEHHE (opmyier (I) B MHOXECTBO YACTHI JHOKCHIA
KpEMHH, Kai/1as 13 KOTOPEIX MMEET IIOBEPXHOCTH | [IOPHI, CO CPEHAM AnamerpoM dactuy ot 10 go
120 MuKpoH 1 yzenbHOlM oBepXHOCTEIO, onpezieneHHoi no Meroxy 3T, ot 40 mo 400 M/r.

CormachHo €IIE OOHOMY BapHaHTy pealn3allii. B HacToAIIeH 3as4BKe MPETIOKEH CIIOCO0
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YIyHIIeH s (apMaKOKMHETHIECKUX CBOICTB IEKAPCTBEHHOTO HPENapaTa, KOTOPIi MeTaboIM3HpyeTcs
MOHOOKCHTeHa30i1 uproxpomoM P-450 3A, BKIIOYRIONIHI BBETIEHHE NALMEHTY, IOy 4AIOIIEMY JeYeHHe
YKa3aHHBIM JIEKapCTBEHHBIM NPENapaToM, TEPaneBTHIeCKH 3P HEKTHBHOro KOMMIECTBA KOMIO3HIUH
COTTaCHO M300pETEHHMIO, cofepxaieil coenutenre hopmymst ([) 1 MHOXKECTBO YaCTHIL TBEPIOTO
HOCHTEIIS.

CornacHo emle OfHOMy BAPHAHTY pEaNM3allMM B HACTOSIICH 3asBKe NPEIOKEH CIOCOO
yITyseHns GapMaKOKHHETHYECKHX CBOHCTB JIEKapCTBEHHOIO penapata, KOTOpEIi MeTaGoIu3upyeTcs
MOHOOKCHI€Ha30# uroxpoMoM P-450 3 A, BKirouaromiuii BBeZieHmne naunen&*y, TIOTY4AIOIIEMY JICUCHIE
YKa3aHHBIM JICKapPCTBEHHBIM IIPETIapaToOM, TEpaneBTUIECKH 3} HEKTHBHOTO KOINIECTBA KOMITO3HIMI
COrnacHoO M300peTeHnIo, cofepxkanei coequuenne Gopmyss (I) 1 MHOKECTBO YaCTHIl MHOKCHIA
KPEMHI, KaJKIas U3 KOTOPHIX NMEET OBEPXHOCTH K IIOPHI, CO CPEAHNM AMAMETPOM YacTuIr oT 10 10
120 MUKPOH ¥ yZeNbHOl TIOBEPXHOCTEIO, ONpPEAENeHHo# To MeToay BT, ot 40 10 400 M/r.

CoracHO eIme OfHOMY BapHaHTy pEalM3aL{H B HACTOSMISH 3asBKe NpPEIOKEH CIOCO0
TIOBBIICHNS YPOBHA B IUIa3M€ KPOBH JICKAPCTBEHHOTO MNpeNapara, KOTOPHIi MeTaGoIM3HpyeTcs
MOHOOKCHT'eHa30i ruroxpomom P-450, BKmouatoluii BBe/ieHHe TALUEHTY, MOJIy4arolleMy JIedeHne
YKa3aHHbIM JICKAPCTBEHHBIM NIPENIapaTOM, TePANeBTHIECKH ()P EKTHBHOIO KOMMIECTBA KOMITO3ULIAM
COTTIACHO M300PETEHMIO, COAEPKAIIEH COeTNHEHNE Gopmyikr (I) B MHOXECTBO YACTHI] TBEPIOTO
HOCHUTEIA.

CornacHo eme 0fHOMY BAapHAaHTy PEANH3aLMM B HACTOSINEH 3asBKe HPENIOKEH CHOCOD
TIOBBIUCHVSL YPOBHA B IUIa3Me KPOBH JICKaPCTBEHHOTO HpEMapara, KOTOPEI MeTabomm3upyercs
MOHOOKCHT€Ha30H HUTOXpOMOM P-450, BKITIOUarOIIHii BBE/ICHHE AIUEHTY, MOJIyYaroIIeMy JIedeHUe
YKa3aHHBIM JICKAPCTBCHHEIM IIPENApaToM, TEPAEBTUIECKH 3(Q(PEKTHBHOTO KOMMIECTBA KOMITO3HLVH
COIJIaCHO M300peTeHuIo, coepxaleit coepuuenne popMyns! (I) 1 MHOKECTBO YacTHIl JHOKCHAA
KPEMHUS, K&Kast U3 KOTOPEIX HMEET HOBEPXHOCTh U TIOPHI, CO CPEHAM JUAMETPOM YacTHL OT 10 10
120 MukpoH 1 yZenBHOl TOBEPXHOCTEIO, ONpeeneH o To MeToxy BT, ot 40 1o 400 M2/r.

Cornacro emle OfHOMY BapHaHTy pealM3alMH B HACTOAIIEH 3ajBKe HPEMIOKEH Croco
TOBBIMICHHS YPOBHA B TUIa3ME KPOBH JIEKAPCTBEHHOrO NpeHapaTa, KOTOPHIM MeTaboNu3upyeTcs
MOHOOKCHT'€Ha30# [uToXpoMoM P-450, BKITIOYaromuii BBEIEHHE MAIEHTY, HONMy4aromieMy JeUeHIe
YKa3aHHBIM JICKapCTBCHHBIM IIPEIapaToM, TepaneBTHIecKH 3¢ GEKTHBHOrO KOINIeCTBa KOMIIO3HLUH
COTJIACHO M300peTeHmIo, comepxameit coenuHenne Gpopmymsl (I) 1 MHOKECTBO HaCTHII TBEPAOTO

HOCHUTCIIA.
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CormacHo ele OAHOMY BapHaHTY PealM3alMi B HACTOSIIEH 3asBKE IPEIOKEH CIOCO6
TMOBBIMICHUSA YPOBHSA B IUIa3ME KPOBH JICKAPCTBEHHOTO MpErapara, KOTOPHIA MeTaGomM3upyercs
MOHOOKCHTeHa30# uroxpomom P-450, BKmoyaionmii BBeieHue NalHEHTY, MOJLY YaloIIEMY JICUCHHE
YKa3aHHBIM JICKAPCTBEHHBIM NIPENapaToM, TEPAneBTHIECKH 3 HEKTHBHOTO KOMMIECTBA KOMITO3UIHH
COTTIACHO M300pETeHNIO, colepkaimeil coenuuenue GpopMyrst (I) 1 MHOXECTBO YACTHI[ THOKCHIA
KPEMHWL, K&K/ast U3 KOTOPBIX HMEET IIOBEPXHOCTE M IIOPEI, CO CPEIIHUM JHAMETPOM JacTuL oT 10 1o
120 MHKPOH 1 yA€IbHOM TOBEPXHOCTHIO, ONPEAEIEHHOM 110 merony BT, ot 40 50 400 M*/r.

CornacHo eimne oHOMY BapHAHTY PEaNu3alliy B HACTOSINAS B HACTOSIIEH 3a5BKe MIPEAIOKEH
CMOCO0 MOBBILICHUS YPOBHS B ITa3Me KPOBH JIEKaPCTBEHHOTO IIpenapara, KOTOPHIii MeTaboIHu3upyeTcs
MOHOOKCHT€Ha30H HUTOXpoMoM P-450 3 A, BKirouaromyit BBe/cHE TMAUFEHTY, IOy YalonieMy JIeUeHHE
YKa3aHHbIM JIEKAPCTBEHHBIM IPENapaToM, TEpaneBTHIECKH 3((GEKTUBHOTO KOIHIECTBA KOMITO3HI[HI
COrIIACHO M300peTeH o, cofepxkaieil coequuenue Gopmyms (I) H MHOXECTBO YaCTHII TBEPAOTO
HOCHTEJIS.

CormnacHo eme oJHOMY BapHAaHTy pealu3alMH B HACTOSIIEH 3asBKe TIPEIOKEH CcImocod
TIOBBIIICHH YPOBHS B ILIa3ME KPOBE JIEKAPCTBEHHOTO MperapaTa, KOTOPHI MeTabonu3upyercs
MOHOOKCHT€HAa301 IUTOXpoMoM P-450 3A, BKInoUaroMmuii BBe/IeHNE HAIHEHTY, MOJIYYAIOIIEMY JICUECHHE
YKa3aHHbIM JIEKAPCTBEHHBIM IIPENIapaTOM, TEPANEBTHIECKH () HEKTUBHOr0 KOMMIECTBA KOMITO3HIIHN
COTJIACHO M300pEeTeHNIO, conepxkaeli coenunenne Gpopmyis (I) B MHOXKECTBO YacTHIl JHOKCHIA
KpeMHHA, KaXJiast U3 KOTOPBIX HMEET IOBEPXHOCTB M IOPE, CO CPEAHUM IMAMETPOM YacTHIL oT 10 1o
120 MUKPOH 1 yaeNbHOH IOBEPXHOCTHIO, OMPEIeTIeHHOI [0 metony BOT, ot 40 no 400 m?/r.

CornacrHo eme oJHOMY BapHaHTy pealu3allidl B HACTOSIIEH 3agBKe IPEAJIOKEH CHOCO0
HHIHOMPOBaHUA MOHOOKCHTEHA3Bl LHTOXpoMa P-450 3A y manmenTa, BKITIOYAIOMIHIA BBE/ICHHE
HYXJAIOMEMYCA B TaKOM BBEJCHUH MAllMCHTY KOIMYECTBA KOMIIO3MIMH COTIIACHO H306pETEHHIO,
cozepxalneii coeuenne Gopmyis (1) # MHOXECTBO 9aCTHII TREPOTO HOCHTEIS, 3¢ EKTHBHOTO 15t
MHIMOMPOBaHKA MOHOOKCUT€HA3k! uToXpoMa P-450 3A.

Cornacro eme oJHOMY BapHAaHTy pealH3allMM B HACTOSINEH 3asIBKe MPEMIOKEH CHOCO0
MHIHOMPOBaHHA MOHOOKCHI€Ha3sl UUTOXpoMa P-450 3A Y HainueHTa, BKIIOYAIONIHNH BBEHCHHE
HYXKIAIOIEMYCs B TaKOM BBE/ICHMM MAMEHTY KOJIWYECTBA KOMIOSHIMH COINIACHO H306PETEHMIO,
conepxaneit coeausenye GopmyIsl (I) 1 MHOKECTBO YaCTHI] IUOKCH 1A KPEMHIS, KAXKIAT 13 KOTOPBIX
MMECT IIOBEPXHOCTD M IIOPhI, CO CPENHMM JHAMETPOM YacTHIl OT 10 Ko 120 MUKpPOH M yHenbHOI

IOBEPXHOCTBIO, OIpeieNeH oM 1o Metomy BAT, o1 40 110 400 M*/r, 3¢ QeKTHBHOrO UL MHTUOHPOBABKS
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MOHOOKCHI€Ha3hl UToxpoma P-450 3A.

CornacHo eme OTHOMY BAPHAHTY peai3aliiy B HACTOAIIEH 3a5BKe MIPEJJIOKEH CHOCO0 TeueH s
BUY-nudekunn, BKIIOWAIOIMA BBEJEHME HYKIAIOMEMYCS B TAaKOM BBEJICHUH TALUCHTY
TepaneBTHIecKH dGMEKTHBHOrO KOMIYeCTBa KOMIIO3UIIMK COTTIACHO H300PETEHHIO, COAep ameit
coezHenye Gpopmye! (1) 1 MHOKECTBO YaCTHII TBEPIOT'0 HOCHTEJIS, B KOMOMHAIHII C TEPaIIeBTHIECKH
30 (EKTHBHEIM KOTMYIECTBOM OJHOTO HIH GOJNEe JOMOIHMTEIbHELX TEPANEBTHICCKUX areHTOB,
BEIOPAHHEIX M3 TPYTIIBL, BRITIOYAOIIEH COEIHHEHIS, HHTHOUPY FOLIE nporeasy BUY, He Hykieosuuele
MHIUOUTOpBI 06paTHOM TpaHcKprirTassl BUY, Hykieo3uHbie MHIHOUTOPE! 0OPaTHOM TPAHCKPHUIITA3ET
BHY, nykneoTuaHble HHTEGUTOPE! 06paTHOM TpanckpunTasst BUY, unruGurops! uurerpasst BUY u
uHruduToper CCRS.

CoruacHo ernie oTHOMy BapraHTy pealH3allii B HACTOSINEH 3a5BKe MIPEJIIOKEH CIIOCOG JICUEHNUS
BUY-undexiyn, Brmovarommii BReaeHue HY)XJIOIIEMYCd B TaKOM BBEACHHH IIAIIUEHTY
TEPANEBTHYECKH 3(P(PEKTHBHOrO KOIMYECTBA KOMIIOZHIMK COTJIACHO H300peTeHHIO, comepKameit
coenunenne Gopmyisl (I) u MHO)KCC'I“BO YaCTUIl THOKCHAZ KPEMHHA, KaKAas M3 KOTOPEIX MMEET
TIOBCPXHOCTL M HOPBI, CO CPEAHMM IuaMeTpoM dactuiy oT 10 xo 120 mMuKpoH M ymensHOI
IOBEPXHOCTEIO, OlfpeneneHHol o merony B3T, ot 40 no 400 Mz/r, B KOMOMHAIIUK C TEPANEBTUYECKHI
9 (PEKTHBHBIM KOIHIECTBOM ONHOTO WIH GONee TONOMHUTEIBHELX TEPANEBTUYECKUX areHTOB,
BBIOPAHHEIX M3 TPYIIIIBL, BKIIOUAIOIIEH COeAHHEHNUS, HHrubupyromye nporeasy BUY, ne Hykieosmmusie
MHIHOUTOPEI 06paTHOM TpaHcKpumTasst BUY, HyKieosnmbIe HHI'HOUTOPE! 0OPaTHOM TPaHCKPHIITA3bI
BU1Y, nykneoTHHbIe HHTHOGUTOPH! 06paTHOM TpaHckpunTassl BUY, maru6burops: nnrerpasst BUY u
unruburopst CCRS.

CoruracHo eme 0HOMY BapHaHTy peallu3aLiy B HACTOSIIEH 3a5BKe TIPEIOKEH CIIOCO0 JIEUSHUS
BUY-uadexuun, BKIOYArOmMuil BBEICHHE HY)XJAQIOMEMYC B TaKOM BBEJACHUM NALMECHTY
TEPANeBTHIECKH 3(PHEKTUBHOrO KOJMYECTBA KOMITO3MIME COIIACHO u300peTeHnIo, conepKamei
coenuHeHIE popMyE! (T) 1 MEHOXECTBO YaCTHI[ TBEPIOTO HOCHTEIS, B KOMOMHAIWY C TepaneBTHYECKH
3G bEeKTUBHBIM KONHYECTBOM OIHOTO MM GOJee TOTMOMHHUTEHbHBIX TEPANEBTHIECKUX areHTOB,
BRIODAaHHBIX M3 TPYINEI, BKIIOYAIOMIEH aMIOpeHaBup, aTazaHaBup, (ocaMIIpeHaBHpP, MHIMHABHD,
JNONMHABUD, PUTOHABHD, HEIYUHABHD, CAKBHHABHD, TUIIPAHABHD, OpexanaBup, napyHasup, TMC-126,
TMC-114, mozenasup (DMP-450), JE-2147 (AG1776), L-756423, RO0334649, KNI-272, DPC-681,
DPC-684, 1 GW640385X, DG17, PPL-100, DG35, AG 1859, xanpaBupys, SMUBHPHH, NeTaBUPHINH,
a(aBUpeHLl, HeBUPANHH, (+) KaIAHOMUT A, STPABHDPHH, GW5634, DPC-083, DPC-961, DPC-963, MIV-
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150, TMC-120, TMC-278 (prwmusupus), adasupenn, BILR 355 BS, VRX 840773, UK-453061,
RDEAS806, 3unoByanH, sMTpHIuTabHH, AMIaHO3MH, CTaBYIHH, 3a/IMTa0NH, TAMUBY IVH, abaxaBup,
aMJIOKCOBHD, OIBYnUTabuH, anoByaun, MIV-210, pammBrp (+-FTC), D-d4FC, smrpmimrabus,
docdasun, GosuByAMH THIOKCHT, anpHITHOTHH (AVX754), amnoxcosup, KP-1461, pocansyum
tigokcun (panee HDP 99.0003), musompokcun dymapar TeHO(hOBUpa, anedOBUp IUTHBOKCHI,
KyPKYMVH, IPOU3BOIHEIC KyPKYMHHA, ITIKOPHEBYIO KACIOTY, HPOM3BOHEIE LIMKOPHEBOH KHCIIOTEL, 3,5-
JukapeoTnXUHOBYIO KHUCIOTY, MPOU3BOIHEIE 3,5-nukad beonuxuHoBOH KHCIIOTHI,
ayPHHTPHKAPOOHOBYIO KHCIOTY, IPOU3BOHBLE Ay PHHTPHKAPOOHABOM KHCTIOTEL, (ernIITIIOBEII 30up
KO()EMHOBOH KHCIIOTHI, IPOM3BOHEIE (DEHHIITHIOBOTO a¢upa KoheHHOBON KUCIOTHI, THP(HOCTHH,
NPOM3BONHBIC THPYOCTHHA, KBEPIIETHH, IPOU3BOHEIE KBEPIICTHHA, S-1360, surTeBHp (AR-177), L-
870812, L-870810, MK-0518 (panrerpasup), snsurerpasup, BMS-538158, GSK364735C, BMS-
707035, MK-2048, u BA 011, sudysuprux, cudpysuptin, FBOO6M, u TRI-1144, AMD-070,
MHTHOUTOp NpOHKUKHOBeHHUS, SPO1A, BMS-488043, BlockAide/ CR, a G6PD u uarndourop NADH-
OKCH/1a3bl, AMMYHUTHH, alIABUPOK, BUKPUBUPOK BUKPHUBUPOK, MapaBHpok, PRO-140, INCB15 050, PF-
232798 (Pfizer), CCRSmAb004, BAS-100, SPI-452, REP 9, SP-01A, TNX-355, DES6, ODN-93, ODN-
112, VGV-1, PA—457 (6eBupumar), Ammuren, HRG214, uroman, VGX-410, KD-247, AMZ 0026,
CYT 99007A-221 HIV, DEBIO-025, BAY 50-4798, MDX010 (nmummyma6), PBS 119, ALG 889 u
PA-1050040 (PA-040).

CornacHo eme ofHOMY BapHaHTy pea3aliH B HACTOSIIEH 3asBKe TPEATIOKEH CIOCO0 JIEUCHUS
BUY-uH¢exiyy, BKMOYAIONMH BBEACHHE HYXKIAOMEMYCS B TaKOM BBEJICHHH IIallHEHTY
TEpPaneBTUIECKH 3(Q(EKTHBHOTO KOIMYECTBA KOMIIO3UIHH COTIIACHO M300peTeHnIo, coepKantei
coeuaenne GopMynsl (I) ¥ MHOXECTBO YacTHIl JMOKCHIA KPEMHHS, KAXIas U3 KOTOPBIX MMEET
TIOBCPXHOCTe M HOPHI, CO CPEAHMM auaMeTpoM 9actun oT 10 mo 120 Mmuxpon u YAEIBbHON
TIOBEPXHOCTEIO, ONIPEIeNeHHO¥ 110 MeToxy BT, ot 40 10 400 M°/r, B KoMGHHAIMY C TepaNeBTUICCKU
3 (EKTUBHBEIM KONHYECTBOM OIHOTO HIH GOJ€e IOMOTHHTEIBHBIX TEPaNeBTHYECKNX areHTOB,
BHIODAHHBIX M3 TPYIIIBI, BKIIOYAOMIEH aMIpeHaBHD, aTa3aHaBUp, (OCaMIIPEeHAaBUp, VHIMHABHD,
JIONNHABUD, PHTOHABUD, HeJIPUHABHD, CAKBHHABHD, TUIIPAHABHD, Opexanasmup, napynasup, TMC-126,
TMC-114, mozenasup (DMP-450), JE-2147 (AG1776), L-756423, RO0334649, KNI-272, DPC-681,
DPC-684, 1 GW640385X, DG17, PPL-100, DG35, AG 1859, xanpaBupuH, SMUBHpHH, JeNaBUPHIIHH,
3¢baBupeHI, HEBUpPAIWUH, (+) KaTaHOINA A, stpauput, GW5634, DPC-083, DPC-961, DPC-963, MIV-
150, TMC-120, TMC-278 (pwmmusupus), a¢asupen, BILR 355 BS, VRX 840773, UK-453061,
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RDEAS806, 3unoByauH, SMTpunuTabuH, ANIaHO3MH, CTaByaUH, 3aILNTa0KH, TaMUBYIHH, aGakaBHp,
aMJIOKCOBHUD, 3IBYUMTaOMH, amoByauH, MIV-210, patmBup (+-FTC), D-d4FC, smrpumimraGus,
docdasun, bozuBynuH TMIOKCHT, ANPAHUTHOTHE (AVX754), amnokcoup, KP-1461, docansyaun
THoKCHI (panee HDP 99.0003), musompoxcmn dymapar TeHO(QOBHUpPa, ane(OBHUp JUIMBOKCHI,
KyPKYMHH, IPOU3BOJHbIC KYPKYMHHA, IUKOPHEBYIO KHCIIOTY, IIPOM3BOHEIE IMKOPHEBOH KHCIOTHL, 3,5-
JukaddeonnXuHOBYIO KHCIIOTY, IPOU3BOIHEIE 3,5-mukad peonnxuHOBOM KHCIIOTEI,
aypPHHTPUKAPOOHOBYIO KHCIIOTY, IPOU3BO/IHEIE aypPUHTPUKAPOOHABOH KUCIIOTEL, (hEHMIITIIIOBbIA adup
KO(EMHOBOH KMCIIOTHI, IPOM3BOAHBIE (DEHIIITHIOBOrO a¢upa KodenHOBOH KUCIOTH, THPHOCTHH,
IPOU3BOAHEIE THP(OCTHHA, KBEPIETHH, IIPOU3BOHbIE KBepIeTHHa, S-1360, suntesup (AR-177), L-
870812, L-870810, MK-0518 (panterpasup), snButerpasup, BMS-538158, GSK364735C, BMS-
707035, MK-2048, u BA 011, sudysupruz, cupysupryr, FBOO6M, u TRI-1144, AMD-070,
HHrUOHTOp MpoHMKHOBeHus, SPO1A, BMS-488043, BlockAide/ CR, G6PD u unru6urop NADH-
OKCHIA3bI, IMMYHHTHH, AIIABUPOK, BUKPUBAPOK, MapaBupok, PRO-140, INCB15050, PF-232798
(Pfizer), CCRSmAbB004, BAS-100, SPI-452, REP 9, SP-01A, TNX-355, DES6, ODN-93, ODN-112,
VGV-1,PA-457 (GeBupumar), Ammmiren, HRG2 14, uromus, VGX-410, KD-247, AMZ 0026, CYT
99007A-221 HIV, DEBIO-025, BAY 50-4798, MDX010 (nmamavmyma6), PBS 119, ALG 889, u PA-
1050040 (PA-040).

CornacHo ele oHOMY BapHAHTY PeaH3aIliH B HACTOSINEH 3a5BKe IPEeIOKEH CIoco0 JIeueHust
undexin  BI'C, Bmouaromuii BBemeHue HYX[IAaOWIEMyCs B TAaKOM BBEACHAU NALHUEHTY
TEPANCBTHIECKH 3((HEKTHBHOIO KONMYECTBA KOMIIOSHIMH COTIACHO H306pPeTeHHIo, conepxanieit
coezmHeHHe (GopMyIb (1) 1 MHOKECTBO JaCTHI] TBEPIOr0 HOCHTEILL, B KOMOHHALIIH ¢ TEPaNeBTHYECKI
30 (EKTUBHBIM KOMIYECTBOM OJHOTO MM Goliee MOTOMHHTEIbHBIX TEpPaNEBTUYECKIX arcHTOB,
BEIOPAHHBIX M3 TPYIHIbL, BKIIOYAIOMIEH TIErHIHPOBAHHEIN pUPH-anbda 2b, nerunuposanusiii prOH-
anbda 2a, p®H-amsda 2b, p®H-ansda 2a, koHcencyc @H-anbda (mndepren), peadepon,
uHTEpMAKC anbga, pri®H-Gera, nudepren + aktuvmyn, DUROS-U®H-omersa, JIOKTEPOH, a0y depoH,
pebud, nurepdepon-ambha A NepOPATHHOrO BBENEHHS, HN®H-ameda 2b XL, AVI-005, I19T-
nHdepren, u nermmposanusii UOH-6era, peGetou, KOIIeryc, BUpaMUHH (TapuGasupun), NM-283,
BanonuumTabu, R1626, PSI-6130 (R1656), HCV-796, BILB 1941, XTL-2125, MK-0608, NM-107,
R7128 (R4048), VCH-759, PF-868554, GSK 625433, SCH-503034 (SCH-7), VX-950 (remanpesup),
BILN-2065, BMS-605339, ITMN-191, MX-3253 (uenrocusnp), UT-231B, IDN-6556, ME 3738, LB-

84451, MitoQ, npousBoHbIE GEH3MMUIA30Ia, IPOU3BOIHbIE OeH30-1,2,4-Tnanuasuna, MPOU3BOIHEIE
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benmnananuma, A-831, A-689, 3anakcusn, HuTasokcanuy (Amna), BIVN-401 (Bupocrart), PYN-17
(altirex), KPE02003002, axtion (CPG-10101), KRN-7000, civacir, GI-5005, ANA-975, XTL-6865,
ANA 971, NOV-205, tapBauus, EHC-18, NIM811, DEBIO-025, VGX-410C, EMZ-702, AVI 4065,
baeutykcumab, Oglufanide, u VX-497 (Mepumenouo).

CormnacHo ente 0JHOMY BapHaHTY peaTi3ali B HACTOSIICH 3a5BKe NIPEUTIOKEH CTIOCO0 TeyeHus
undexnun BI'C, Bxmowarommii BBefcHHe HYXJAIOMEMYCSd B TaKOM BBEJCHHM MAalHMEHTY
TEPaNeBTHYCCKH 3G (EKTHBHOrO KOIMYECTBA KOMIIO3HIHM COTIIACHO M300pETEHHIO, COepKaIeH
coepunerne ¢popmynsl (I) ¥ MHOXKECTBO 4aCTHI! JUOKCHIA KPEMHUS, KaKAas M3 KOTOPBIX HMEET
HIOBEPXHOCTE W MOPBI, CO CPENHMM JUaMeTpoM wyactul oT 10 mo 120 MHKPOH H YIEIBHOM
TIOBEPXHOCTBIO, ONpeAeneHHOM 1o MeToxy BIT, or 40 10 400 M*/r, B KOMGUHANHMH ¢ TepaneBTHIECKH
3 EKTHBHEIM KONMYECTBOM OJHOTO MM GOEe NOMONHATENbHEIX TepaneBTUYECKUX areHTOB,
BEIOPaHHBIX U3 TPYTIIIBL, BKIIOYAKOMIEH MerMTHpOBAHHEILi pYIPH-amsda 2b, nermwmposanusit pADH-
anea 2a, pU®H-ansda 2b, pUdH-ansda 2a, koHceHcyc M@H-ansda (undepren), peadepow,
MHTEepMaKC anbda, pUDPH-6era, nubepren + akTHMMYyH, DUROS-N®H-omera, TokTepoH, a6y dhepo,
pebud, Hurepdepon-anpda ams nepopamstoro BeefeHMs, U@H-amsda 2b XL, AVI-005,
PEGHuepren, u nermmuposanusiii UGH-6eta, peGeton, Komeryc, BupaMuuH (Tapubasupun), NM-
283, Banommmrabum, R1626, PSI-6130 (R1656), HCV-796, BILB 1941, XTL-2125, MK-0608, NM-
107, R7128 (R4048), VCH-759, PF-868554, GSK625433, SCH-503034 (SCH-7), VX-950
(remanpesup), BILN-2065, BMS-605339, ITMN-191, MX-3253 (uesrocusup), UT-231B, IDN-6556,
ME 3738, LB-84451, MitoQ, NPOU3BO/IHEIE GEH3MMUIA3071a, POM3BOHEIE GEH30-] ,2,4-THaTnasuHa,
NpOM3BOJHbIE (eHmmanannHa, A-831, A-689, 3a7aKCuH, HHUTaszokcaHux (Ammua), BIVN-401
(Bupoctar), PYN-17 (altirex), KPE02003002, akTiimon (CPG-10101), KRN-7000, civacir, GI-5005,
ANA-975, XTL-6865, ANA 971, NOV-205 » TapanuH, EHC-18, NIM811, DEBIO-025, VGX-410C,
EMZ-702, AVI 4065, Bapurykcuma6, Oglufanide u VX-497 (Mepumenionu6).

Konkpetnsie BapHaHTE] peaaIu3aiy n300peTeHus

KoRKpeTHEIe BApHAHTE pealu3aiiy, ONMcaHHEE B JAHHOHK 3a5BKe, BIIOTCS HCKITIOYHTENEHO
HILIOCTPATHBHEIMH M HHKOUM 00pa3oM He MCKITIOYAIOT APYTHE BAPUAHTH PeaIH3AIHH n3o0pereHus.
CoriacHO 0/IHOMY KOHKDETHOMY BAPHAHTY DealH3alldm H300pEeTEHNs MPeJIOKER CIIOco0,

BKIIFOUAIONIIET KOMOMHMPOBaHKe coequHenns Gopmyst (I):
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TIOIXOAAMIETO PACTBOPUTENS M MHOXKECTBA YACTHL TBEPAOTO HOCHTEI JUIS IOy IeHIs HepBOit
CMecH;

BO3MOXHO€ IepeMelINBaHue IIEPBOI CMecH;

BO3MOJKHOC ~ 1003BICHHME ONHOrO WM Oonee  (hapMaIeBTHUECKH IIPHEMIIEMBIX
BCIIOMOTATENBHBIX BEIIECTB (HalpUMeED, HATIONHUTENS, CBA3YIONIEro BEMEeCTBa U Pa3pBIXIUTEN) K
CMECH IS IIOTY49EHHUSI BTOPOI CMECH;

BO3MOXHOE J0OABJICHHE IPYTOro TePANeBTHYECKOTO areHTa K CMECH,

BO3MOKHOE HEPEMEIIUBAHHE BTOPOH CMECH;

BO3MOJKHO® J00AB/IEHHE BOIBI KO BTOPOH CMECH I OMYHEHHS BIAKHOTO IpaHyJIATa;

BO3MOXKHasl IEArIOMEPAIMs BIAXXHOTO IPaHyJIsTa,

BO3MOXHAs CyIIKA 7L TIOJTY 1€HHs BRICYIEHHOTO MATEPHaa, KOTOPHIH BKIIOYAET TREP/IBIC
YaCTHIBL,

BO3MOXXHOE H3MECIIBYCHHE TBEPABIX YACTHULL 1T NOMyYeHHs. TPETheH CMEeCH; 1

BO3MOXHOE KOMOMHMpDOBAaHHME TpeTheil CMeCH W (bapMaleBTHIECKH NPHEMIIEMOTO
CMa3bIBAIOIIET0 BEIIECTBA 1A IIOIYydeHH YeTBEPTOM CMECH.

CornacHo 0JHOMY KOHKPETHOMY BapHAHTY pealH3aliiun n300peTenns NpeJyIoxkena neppas,
BTOpas, TPETh WM YETBEPTas CMECh, OIMMCAHHEIE BHIIIE.

CormacHO OfHOMY KOHKDETHOMY BapHAaHTY pealld3aluu H300pETEHNS TIpEIOKEeHa
KOMITO3HIMA, BKITIOUaromas coequaenne Gopmynsl (1), wim ero papmaneBTHIeCKH TIPHEMIIEMYIO COJIb,
¥ MHOXECTBO HaCTHI[ IMOKCHIA KPEMHHA, KaX/as U3 KOTOPBIX MMeEET IOBEPXHOCTH H IOPHL, CO
CPeHMM AMaMETPOM 4acTul OT mpuMepHo 10 1o mpumepHO 120 MUKpPOH U YAETBHOM IOBEPXHOCTHIO,
onpenenenHow no Merony BOT, ot mpuMepro 40 no npumepro 400 M7/r.

Hanee n300peTerte NPOMITIOCTPHPOBAHO C IOMOIIBIO HEOTrPAHHYUBAIONITNX Hpumepos.
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Ionyuenwne coenunenus dopmysr (Ia)
Coenunenne Gpopmyisi (Ia), M €ro colib, MOXKET ObITE MOIYYEHO ITyTEM COCTHHEHHS KHCIIOM

comn Qopmynsr X, rae M mpencraBnser coGoi IPOTHBOMOH, ¢ amuHOM ¢opmymsr IX ¢
dopmupoBannem cootsercTByIOmEero amuaa dopmyist (la), Kak onmcaHo B myGmuKanum

MexHyHapo/Ho# 3asekd WO 2008/103949 (manpumep, cm. ctp.254).
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Peaxiist popmupoBanms aMmuIa MOXKHO OCYIIECTBIIATE IIPH CTAHAAPTHBIX YCIOBHSX. Harrpumep,
€€ MOXHO IPOBOJIUTE B IIOJXOMANIEM OPraHHYECKOM PacTBOpHTENle (HampuMep, Terparuapodypane
WM IUXJIOPMETaHe) B IPUCYTCTBAH TOAXOMIAIIETO CBA3HIBAIOLIEro arenTa (Hanpumep, EDCeHCI u
HOBY). [lpyrue noaxosiye yclIoBHs ¥ CBA3HIBAIONIAE PEAreHTH UL aMHIA W3BECTHBI B JaHHOMH
obnactu. Peaxius 0GBIMHO IIPOBOAAT NIPH TEMIIEPAType OT mpuMepHo -30 °C xo npuMepro 20 °C.
Koneumsiit peakimonHbIi pacTBop, BKIIOYAKONIHIA coeprenue Gopmys! (Ia) B muxnopmerase (JIXM),
MOXHO HEIIOCPEACTBEHHO MCIIOJIb30BATh B IPOLlECCaX, NPEICTaBICHHBIX Ha DHUrype 6, ¢ HOIyyeHHEM
TUTITIHBIX KOMITO3HIIHH COINaCHO H300PETEHHNIO, WITH JKE PACTBOP COSMHERHS B TMXIIOPMETAHE MOXKET
OBITH CMEIUaH C ITAHOJIOM, 1 TIONyYeHHAsA B Pe3yNbTaTe CMECh MOKET GBITh OUHMIIEHA C YIATCHHEM
JUXTIOPMETaHa U Oy YeHHeM pacTBopa coeiutenus Gopmyns! (Ia) B sranone. DTOT pacTBOp B 3TaHOIE

MOXET OBITH CMEIIaH C qacTHIaMH THUOKCHIA KPEMHHA U BBIIApCH (KaK TI0Ka3aHO B JICBOM KOJIOHKE
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Qurypsi 6) i HOTY4eHUs KOMIO3UIMH, BKIIOYAIOIIEH coeunenue Gopmyst (Ia), HaHeceHHOE Ha
YaCTHIBI IMOKCHIA KPEMHHS. AJIBTEPHATUBHO, PACTBOP COCNMHEHNS B ANXJIOPMETAHE MOXKET GHITH
CMEIIaH C 1aCTHLIAMH IMOKCHIa KpEMHHUS, 100aBIIeH aHTHPacTBOPUTENb U NIONyIeHHAsS B PE3YIbTATE
CMeCh MOXeT ObITh OTQMIBTPOBAHA M BBICYIIEHA (KaK MOKA3aHO B IPABOH KOIOHKE durypst 6) ¢
TIONlyYEHNEM KOMIIO3MIMH, BKIIOYaomed coequnenne dopmyinsl (Ia), HaHeceHHOE Ha YACTHIIEI

JANOKCHIA KPEMHHUA.

Ilpumep 1. IMoiydyeHne THIIMYIHON KOMIIO3HIMHM COTJIACHO H300peTeHnIo

Pacteop coenumenus dopmynst (Ia) B 3TamHONe, NPUrOTOBICHHBIN KaK ONMHMCAHO BBIIIIE,

HCHOJIb30BAJIK B CICAYIOICM MTpoOIlecce.

1. BspemmBami 374 r pactBopa coexuHenus (0.64 M) 1 BCHOMOraTe/bHEIE BEIECTBA:
195,5 r xommounHOTro AMOKcHAAa kpemuus, 103,7 r MHKPOKPHCTAIUIMYECKOM Temmono3sl, 10,2 r
THAPOKCHIPONUIEMITIONO3EL, 25;5 I' KPOCKapMeIUIo3bl Hatpuis M 5,1 T creapara Mareus.
KoppekTrpoBaiy Maccy COeMHEHNS HCXO/Is M3 KOHLEHTPAIMHE PACTBOPA H CONEPKAHUL npumMeceit ¢
COOTBETCTBYIOLIMM CHIDKEHHEM MAcChl MUKPOKPHCTAIUINYECKOM TIEIDTIONO3EL

2. Ho6aBIisiny KOITOUTHBIH IHOKCH KPeMHHSA B 3-L rpaHyIaTop ¢ Gombumm YCHIIEM
CABHIa M PACTIBULSIIM PACTBOP COEMHEHHS Ha KOIUIOW/HEIH THOKCH KPEMHHS B TeUeHue 6-8 MUHYT
IPH NEPEMENMBaHIY MOPOIIKA IIPU CKOPOCTH BpamieHus Jonactu 150 o6/vMuH.

3. IlepememmBamu B TeYeHHe MONMONHUTENBHEIX 2 MHHYT IS PaBHOMEPHOTO
pacnpeeNieHHs pacTBOPa COCANHEHHUS B CMECH KOIUIOHAHOTO JAMOKCH A KPEMHHAL.

4. J06aBIsI  MHKPOKPHCTAIUIMYECKYIO IEIUIIONO03Y, THPOKCHITPOIIILIEIITION03Y |
KPOCKapMeILIO3y HATPHs B TPAHYIBSITOP C GONBINMM YCHIMEM CIBUTa/CMECHTEND U TIEPEMELIHBATH B
Tedenue 1 MuHyTEHL

5. IIpoBonwin BIaXHyI0 IPaHyIALMIO NepeMemanHoi cmec. JloGapmsum OYHIICHHYIO
BOZy, FOMOTCHH3UPYI IPU 3TOM IPH CKOPOCTH BpaleHus nonacty 150 o6/MUH 1 CKOpOCTH BpaIieHus
n3MenpuuTenst 1800 06/Mun, ¢ GopMIpOBaHKEM IPHEMIEMOTO IPaHyJIsTa (IPAOIH3HTENBHO 250 - 300
r Bozk1). Ilocie noGaenenus BoMl, MacCy yBIAKHSIIA IIPH TeX JKe IIapaMeTpax BPAIECHN JIOTIACTH B
U3MeNbunTeNs B TeucHue 1 muHyTh. [Ipn HEOGXOAMMOCTH NOGABISUM eile BOAY H. IIPOBOJHIH

AOTONMHATEIBHY0 IPAHYJIAIMIO BIaXKHON MAcCHI TS 3aBEPIIEHNS TIpoliecca GOPMUPOBAHIS TPAHYIL.
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6. poryckany BIaXHBIA IPaHyIAT Yepe3 MEIbHHIILY HITH CHTO JUIS Pa3pYIIEHHs KPYIHBIX
arJIoMepaToB.
7. Ilepenocuny BlaXHBI TpPaHYIAT Ha CYIWIWIKY B IICEBJOCKIKEHHOM CIOE W

BBICYIIMBAIIM TPaHYJBl IPH TeMiepatype Ha Bxojae 75 °C. I'paHynsl cymmmm JO TexX MOp, IIOKa
COJIeprKaHUe BIIark He COCTABISLIO He Gonee yem 1,0%, uTo onpenemnsiii Ha OCHOBaHIH [IOTEPH B Macce
npu BeicymuBanuu (loss on drying, LOD).

8. IIpomyckanu BHICYIICHHBIN TPaHYNIAT Yepe3 MENBHHILYy HPH CKOPOCTH BpAINeHHs
nonacty 1250 06/mMuH ¢ sueiikoi Menpanunoro curta 0,032 moiiMa.

9. Ilepenocnimn M3MENBbYCHHBIH BHICYHICHHBIH TpaHyJisaT B OapaGaHHBIE CMeCHTEIh
NOAXOAAIIETO pa3Mepa.

10. HobaBisiii  cTeapaT MarHus K H3MENBYEHHOMY BBICYLIEHHOMY TpaHYIATY H
FOMOTCHHU3HUPOBAIN B TCYEHHUE 3 MUHYT C IIOTy4EHHEM KOHEYHOM ITOPOIIKOOGPasHOM CMeCH.

11. [MpeccoBanmu KOHEYHYH MOPOMIKOOOPA3sHYIO CMECh B TabIIETKH C HCIONb30BAHUEM

TabJIETOYHOTO Ipecca.

HpI/IMCp 2. OnmeHka BJIATONOTJIOLIEHHS IS THOMYHOM KOMIO3MIIHH ' COIJIACHO

n300peTeHnI0

Brnaronornomenue mii AEROPERL® 300 (BBICOKOAMCIEPCHOrO IMOKCHAA KPEMHHS),
Coenunenns u 06pasua AEROPERL® 300 (BEICOKOAMCIIEPCHOTO IHOKCH KDEMHHS), COAEPIKAIIETO
50,0% (macc.) CoetuHeHNS, H3MEPSIIH, KK OMHMCAHO HIDKE.

Coepunenue dopmynst (I) pacTBopsumH B 3TaHOIE M 0Ly YEHHBIM PACTBOPOM 3aITHBAITH 00paselr
BBICOKOJHCIICPCHOTO TMOKCHIA KPEMHHUSA, PaBHEIN 110 Macce KOIMYECTBY coefuHerus Gpopmyisl (I).
ITony4yennyro B pesynbrate CMeCh TIIATENBHO NEPEMEIIMBAIN M PACTBOPHTEND BHIIAPHUBATH C
norydeHnem Marepuana coeunenne/AEROPERL® 300 (BEICOKOAMCIEPCHEIH MHOKCH KPEMHI),
KOTOPBIN MCIOIB30BANH I OLEHKU BJIATr0 MOTTIOMIEHUS, HIKE.

I'urpockonnIHOCTE 06pa3oB H3MEPSIIM Ha OCHOBAHHMY AMHAMUKH IOTTIONMIEeHHAs napa (dynamic
vapor sorption, DVS) na npu6ope DVS Advantage-1 (Surface Measurement Systems, SMS, Allentown,
PA). B sxcnepumente Ha DVS yBenuuenue/CHIKeHHe Maccsl o0pasiia M3MEpPSIIH OpH Pa3THIHBIX
YPOBHAX OTHOCHTENBHOM BiaxHocTH (%OB) mpu nocrosHHOM Temieparype. Ilpubop BKmodaer
MHKPOBECHI C OJHOM €MKOCTBIO, COfiepKaIei o6paserr (Kak paBuIIo NpuMepHo 5-10 Mr o6pasna), u

nmy CTOM €MKOCTBIO JUISA CPaBHCHUA 1 TEHEPATOP BOASHOIC Hapa IJIsT NOCTHKEHUA XKeITaeMoro YPOBHA
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OTHOCHTENBHOH BIKHOCTH. Bce 9KCIIepHMEHTEI IPOBOAMIN HPH IIOCTOSHHO# TemuepaType 25 °C. B
citydae BCEeX 9KCIePHMEHTOB 00pa3Libl CHAYAIIA BRICYIIHBAIIN I10]] HENPEPHIBHBIM TOKOM CYXOTO a30Ta B
TeyeHne 1 yaca i noMyvenus cyxoit Macchl my. OTHOCHTENBHYIO BIaKHOCTD 3aTeM IIOBBIIAIH 10
75% u 1o Mepe TOTO, KaKk 0GpasiBl IOITIOMANH BOXY, (GHMKCHPOBAIN YBelMYeHHe Macchl. Bee
SKCHIEPHIMEHTHI IPOBOJMIMCEH JI0 TEX IO, [OKa HE JOCTHTAIOCh MACCOBOr0 PaBHOBECHS IIpH 75% OB
(xax mpaBuio, B Teuenue 10-25 yacos).

Kak nokazano Ha @urype 2, rurpockonmgaocts AEROPERL® 300 (BBICOKOIHICIIEPCHOIO
MMOKCHIA KPEMHIS) ¥ THTPOCKONMMHOCTS COEIMHEHNS 3HAYUTENBHO BHIIITE, YeM THIPOCKOIIIHOCTE
cmecn coeauHenne/AEROPERL® 300 (BBICOKONHCIIEPCHBIM JHOKCHI KPEMHES). IIpu 75% OB
Coennnenne n Aeroperl ancopbuposaiu 4,8 u 9,3% (Macc.) BOIBI, COOTBETCTBEHHO. IIpm Tex xe

ycioBusax Aeroperl, Haceimennsnii CoetuHeHreM, acopOupOBal TONBKO 2,4% BIIATH.

Ilpumep 3.  Onenka npeccyeMOCTH THIHYHONH KOMIO3MIAN COTJIACHO H300peTeHn 0

IIpeccyeMoCTe KOMITOSMIMH COTTacHO wu300perenmio - oGpasua AEROPERL® 300
(BBICOKOAMCTIEPCHOTO IMOKCH/IA KPEMHHS), HackIeHHoTo 50,0% (Macc.) Coemmmenns - CPaBHUBAIIH C
TIPECCYEeMOCThIO IO00HOM KOMIIO3MINH, He BKovatomtei Coeuuenne. [lpeccyeMOCTs Onpenersum ¢
HCII0/Ib30BAHHEM I'HPABIMIEcKOro abopaTopHoro npecca (Fred Carver, Inc., Wabash, IN, ClIA) c
CMUHCTBEHHOM Kpyrnoi 3/8 —mioMOBOM TIJIOCKOM IUIMTOM €O  CKOIIECHHBIMH KpasMH.
HopomkooGpasHbie cMeCH IIPECCOBAIH ¢ OTYYEHUEM IIPECCOBOK MAcCOi npubmusurensuo 300 Mr u
TpeccoBany B TabIeTKH IPH CHJle PECCOBaHMs B Ipexenax oT 500 1o 2000 ¢pyHTOB.

Maccy npeccoBxu OnpeaensuTi ¢ MOMOIIBIO BECOB C BEpXHEl Harpyskoii (Sartorius, Gottingen,
I'epMaH¥sT), TOMIMHY NPECCOBKH ONPEENSUIN C MCIONb30BAHNeM MEKpoMeTpa (Absolute Digimatic,
Mitutoyo, Tokwo, SIMOHMA) ¥ TPOYHOCTH MPECCOBKH ONMPENEISI € HCIONb30BAHHEM TecTepa
npounoctu (VK 200, Varian, Inc., Palo Alto, CA, CIIIA).

Hpenen npounoctn (MIla) paccunThiBamy U3 CpeNHUX 3HAYECHWIl IS JECSTH IIPECCOBOK C

HCIIONNB30BaHUEM CICAYIOUIECTO YPABHECHNA

Tensile Strength (MPa) = _2-HC
z-T-D-1000
Tne:

Tensile Strenth (MPa)= IIpexen npousoctu (MIla)
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H = nipo4soCTs mpeccoBku, KIe (KUIOrpaMMm-cria, 1 Kre paBeH cuile JaBIIeHnsa Macch! |1 KT)

C=9.807 x 107 Ma-xr-cm?

T = TomIuHa npeccoBku, cM

D = nnaMeTp IpeccoBKH, CM

CoenuuenneM popmyis (I) HackIIaK BEICOKOAUCIEPCHBIHA THOKCH KPEMHHS, KAK OTIHCAHO B
Hpumepe 1, 1 nONy4eHHBI B pe3yNbTaTe MaTePHaN MCIIONB30BANH [T OLEHKH [PECCyeMOCTH.

Ipeccyemocts kommosuuum, Bmouaromedt CoequHeHMe, ObUIZ HAMHOTO GOJNbINE IO
CPaBHCHHIO C IPECCYEMOCTRIO KOMIIO3HIMHM, He BKmovaworeil CoemuHenne (r.e., mmane6o), Kak
nokasaHo Ha @urype 3. Ilnaue6o-xomnosuuus uMena crabyio MPecCyeMOoCTh, Ha 9TO YKa3EIBAET
HU3KHI IpeJien IPOYHOCTH B uanasone ot 0,6 10 1,2 MITa npu cuie MpeccoBaHus B upegenax ot 500
7o 2000 ¢ynros. TabneTkn ¢ HU3KOH MPENETOM IIPOYHOCTH HE MMEOT BHYTPEHHHI HPOYHOCTH,
HEOOXOMMMON AU TOAZIEPXAHHA WX LENOCTHOCTH B KPOLECCE MPOM3BOACTBA TabIeTOK B
TPOMBIIIICHHBIX MacIuTabax v IOCIEeRYIOMIUX 9TAI0B 00pabOTKH, TAKHX KaK HAHECEHHE INICHOYHOTO
HOKphITHA.  Kommosuuus, Brmowaromas CoenMHeHNe, HEOXKHIAHHEIM 06pasoM pOsBIfIA
TIOBBIIIEHHY KO CIIOCOGHOCTE K [IPECCOBAHHIO, HA UTO YKA3BIBAET YBETMIEHHUE TIPE/ieNa IPOIHOCTH OT 2,7
no 7,1 Mila mpu cmre mpeccoBanus B mpeaenax ot 500 mo 2000 (GyHTOB. DTO 3HAYHTEIBHOE
YITyHIICHHE [I0Ka3aTeNd MPEIeIa MPOTHOCTH MOXKET 00ECIEUHTh MPHEMIEMBIi IIpeiel IPOIHOCTH 1
CIOCOGHOCTh  MOAZEPKAHAA LETOCTHOCTH TaGNeTKH B NPOLECCE NPOM3BOACTBA TabNeTOK B

IIPOMBINIIICHHBIX Macmradax.

Ilpumep 4.  Ioaydenune coenunenns: I, nanecennoro na Aeroperl

PactBop coemunenns dpopmynst (Ia) (60 r) B uxmopmerane (300 M) HartoHsuy Aeroperl (60 1)
H CMECh IEpeMEIINBAIM B TEUEHUE 110 MeHbIeH Mepe 30 munyT. Ilocie 3Toro MeaneHHo K0GaBILIN
rentad (1,8 1) B Teuenue ogHoro vaca. Iloiy4eHHYIO B pe3yIBTaTe CYCHEH3HIO IIepeMENINBaIH B
TeUCHUE NPHMEPHO 1 9aca W TBEpAOE BEMECTBO OTACIIM myTeM ¢mbTpammn. Croi IIPOAYKTa
npombiBaiy rentaHoM (500 mur). ITomydeHHsIi B pesynbTaTe IPOMYKT B BHIE TBEPAOTO BEIIECTBA
CYWIMIX B BaKyyMe€ IpH KOMHATHOW TEMIEpaType B TeUeHHe NpumMepHO 24 uyacop. CoeluHeHHe
dbopmyu (1), naneennoe Ha Aeroperl, (mpumepHo 50 % 1o Macce) OTAEIAIM B BUIE 6eoro mopomka

(112 r npoxyxkra, BEIXOZ 92,5 %).

Hpumep 5. Tunm4nbie JeKkapcTBeHHbIE (POPMBE COTIACHO H30GPETEHNIO
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Hanee crefyloT NpUMEPH THIHYHBIX (PapMaueBTHIECKHX (GOpM JO3UPOBAHM COJIAaCHO

M300pETeHNIO, BKIOYAIomIX coenunenus dopmyn Ia, 11, 1T u IV.

()
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Jlexapcreennasi  opmalJlekapcrBennas dhopma

coenuHenus Gopmyusl Ia (coexnnenns Gpopmyani Ia

(75 mr) (100 mr)

Mr B MT B

KomnonenTsl Macc.% rTabaerke |Macec.% TabjierKe
Coenunenue dopmyms I (16,5 200,0 15,5 200,0
Conb popmyns IV 247 300,0 233 300,0
Coemunenvie popmymsr 11 |12.4 150,0 11,7 150,0
Coemunenne popmymnsila 6,2 75,0 7,8 100,0
Konnounueit JAUOKCHI 71 863 8,9 15,0
KpeMH¥s!
MoHoruapar 1aKro3sl 0,9 10,9 0,8 10,9
Muxkpoxpucranmueckas 20,9 2538 209 269,0
LeMUTI0II03a
uppoxcunpormmmernmonosal0,6 7,5 0,6 7,5
DPunpoxcunpomunuenmonosal 0,4 45 0,5 6,0
Jlaypuncynsdar HaTpus 0,9 11,3 0,9 11,3
Kpockapmennosa garpus  |7,7 93,1 7,5 96,8
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Creapat Maraus

1,7

20,1

1,6

20,9

Ob61ee

100

1212

100

1287
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IIpumep 6. Tunu4HbIE NeKapcTBeHHEBIE (POPMBI COrIIACHO H300pPETEHMIO
Hanee cnenyior npumeps! THIHYHBIX (apMareBTHYecknx (HOpM JO3HPOBAHHS COTNACHO

H300peTeHNIO, BKIIIOYAIOMMX coeaunenus Gopmyin Ia, I I, n IV.

JlexapcrBennas ¢opma
coenqunenus popmynsl Ia
(150 mr)
KomuoHeHTHI Macc.% MI' B TabJeTKe
Coenunenue ¢opmynst I |13,9 200,0
Conb dopmyisr IV 20,9 300,0
Coenunenne dpopmyns II 10,4 150,0
Coenunenue dpopmynriIa 1104 150,0
Konnounuernit THOKCHJT 12,0 172,5
KpEMHHSA
MoHoruapar I1aKTo35! 0,8 10,9
MHUKPOKPHCTAILTHYECKAS 20.8 299.5
LEIUTI0I03a
I'uppoxcunporumiennonosal 0,5 7,5
Inapoxcunponwmeinonosal0,6 9,0
Jlaypuncynedar Hatpus 0,8 11,3
Kpockapmemnosa Harpus |73 104,3
Creapar Marams 1,6 22,4
Obuiee 100 1437
Ilpumep 7.  THDMIHBLIE KOMIO3HIIHH COTIACHO H300PETEHHIO

CornacHo 0XHOMY BapHaHTy PeaIH3aluy H300PETEHIs IPESVIOKEHa KOMIIO3UITHS, CONePIKAIIAs
coezuuenne Gopmyist (Ia) n coenunenue Gopmyast (II) 1 MHOXECTBO YaCTHIl ANOKCHAA KPEMHHS,
KaX</ias U3 KOTOPBIX MMEeT IIOBEPXHOCTH M IIOPBI, CO CPEAHHMM JHaMETPOM YacTHIl oT HpuMepHo 10 1o
npuMepHO 120 MIKPOH U y AebHON OBEPXHOCTEIO, OIpEAeIeHHOI 110 Metoxy BOT, ot mpumepro 40
1o iprmepHo 400 M2/, T MaCCOBOE OTHOIICHHE COENUHEHHS dbopmysi (Ia) k coeuHenn0 GOPMyYITEI

(@) cocrarmser 1 +0.5.
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Ipumep 8.  THnMYHbIE KOMIO3HIMH COTIACHO H300peTeH#H10
CormacHo oHOMY BapHaHTy —peanu3aEHd M300DETEHMA MPEIOKEHa KOMITO3HINS,
BKIoatomas 150 mr+ 10% coemunenust hopmyset Ia; 150 mr+ 10% coemumenms dopmyust IT; 200 mr

+ 10% coepunenns dpopmymer Il 1 300 mr + 10% coemmuenus dopmynsr IV.

Ilpumep 9.  Hoaydenne THNHYHBIX JeKapCTBEHHBIX (hOPM COTNACHO M300pETEeHHI0 B
BHJE Ta0/1eToK

Hponecc n3roToreHIs KOMGMHIPOBAHHOI TAGIETKH ¢ (rkcupoBaHHOH 10301, comepikaneit
coemuuenus ¢opmyn la, I, III u IV, sxmouaer CICAYIOIINE JTamsl: 1) TpaHylIsmus B
TICEBIOCKIDKCHHOM CJIO€ M BBICYINHBAHIC cbemmemm Gopmymsr 11, 2) rpaBymiuus ¢ GoIBIIIM
YCHIIACM CNIBATA U CYIIKA B IICEBAOCKIKCHHOM CIIO€ COenMHeH s hopmyast Ia, 3) cyxas TpaHyIAIHsL
coenuHeHnst popmys 111 i cyxas rpaHyIALIus comm Dopmyinet IV, 4) m3sMensuenue cyxoro TpaHyIaTa
coenunerns ¢opmynel Il u wsmensyenme cyxoro rpanymarta comn ®opmymsr IV, 5)
r0MoreHI/13Hp0BéHI/Ie coequHerHs opmynsl I u comn ®opmymer IV, 6) romoreHusMpoBaHHe
coezmHenns Gpopmyne! Ia u coenuuenus popmysst 11, 7) IBYXCIIOMHOE IIPECCOBAHKE C OMHIM CIoeM,
BKITFOYAIOIIMM CMECH COeiMHeH s hopMy st Ja u Dopmyuet IT, u gpyrim cioem, BKJTFOYAIOLIVM CMECh
coexunenus Gopmynst I 1 @opmyne: IV, ¢ dopmuposanuem TaGnerkw, 8) IIOKPBITHE TaOJIETOK U 9)
yHaKoBKa HOKpPEITEIX Tabierok. Coenuuerye hopmymns! (Ia) HaHOCHIM Ha BBICOKOAUCTIEPCHBIH JHOKCUT
KpEMHU Ha 3Tarie 2), BhIllle, B IPOLECCe MPAHYIIAIIH ¢ GOTbIMIM YCHJIMEM CABHIa U IIPOLIECCE CYMIKH
B IICCBAOCHKIDKEHHOM ClIoe, onucanHoro B Ilpumepe 1.

BHYTpeHHMIT KOHTPOIb Maccel I ABYXCIIOMHON TaGIeTKH GHLT BEIIIIE II0 CPaBHEHHIO C
KOHTPOJIEM Ul TPEXCIOMHOM Tabnerku. KonTpons Macesr s JIBYXCITIOMHBIX TabIeTOK M ciros,
BKJIIOYArOIEro coenuHenue Gpopmynst Ia u ®opmyimsr I, coctapiser Mmexay 100,2% u 100,8% ot
CPEZIHE}H MacChl KOHTPOIBHOTO ciost. CpeHsis Macca Leoit TabieTky coctasiana Mexnay 99,5% u
100,7% ot cpemmeif Macchl KOHTPONBHON TableTKH. 3HaueHHe OTHOCHTEIIBHOI0 CTaHAAPTHOrO
otkioHeHwst (OCO) 11 c11051, COnEPKAMETO COETHHEHIIT opmyne Ia u ®opmyms: I, Haxommiocs B
npezenax or 1,4% mo 2,2%, Torma xak OCO ms nenoit Tabierku cocTaBisino Mexay 0,7% u 1,2%.
Taxue muskue suHawenus OCO ykas3wBaiOT Ha crabyio BapuaGelbHOCTb Beca B XOAe Hpouecca
TIpECCOBaHMs IBYXCIIOWHO# TableTkn. JIoMKOCTh TablIeTOK B HA9AIIE M B KOHIIE nponecca TpeCCOBaHMs
coctasisina 0,0%. He Habmoqan0ch OTKONOTEIX, HOBPEXIEHHBIX HITH CIOMAHHEIX TabIeTOK BO BpeMS

nmponecca I[ByXCJIOI/IHOFO IIPECCOBAHUA.
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Ipumep 10.  IHoayyeHne THOMYHOMN KOMIO3WIMHE COFIACHO H300peTeHNIO

TI/ITH/I‘IHYIO KOMIIO3HIIHIO COTJIACHO I/I306peTeHI/HO, BKJIIO'-IEIIOI]IYIO JAUOKCHUJI KPCMHHS B KaUYECTBE

TBCPAOIrO HOCUTEN, IIOIyYaly, KaK OIHCAHO HIDKE.

1. BspemmBaim 7,7 r pacTBOpa CoeqMHERHS (B 3TAHONE) M BCIIOMOTATEIBHEIE BEHIECTRA:
383 r opguokcupa kpemHms, 2,03 r MHUKPOKPUCTAUIMIECKOH — Hemmono3sl, 0,2 1
THAPOKCHIIPOIIIEITIONo3sL, 0,5 r KpockapMemiosst matpus u 0,1 T cTeapara -MarHHs.
KoppexTupopaim Maccy coeIUHEHHS Ha OCHOBE KOHIEHTPAIHK PACTBOPA M COAEPKAHM IIPUMECEH ¢
COIYTCTBYIOIIMM CHIDKCHHUEM MacChl MUKPOKPHCTALTAYECKOH [[EIIFOIO3EL.

2. Hobasisn tmokcux kpemuus (syloid 244) B CTYNKY X HAHOCHIIH PACTBOP COE{UHEHHA
Ha IMOKCHJ KPEMHUS B T€UeHHE 1-2 MUHYT PH epeMeIMBAHIE HOPOIIKA ¢ OMOIIBIO TECTHKA.

3. IlepememmBamt B TeueHHME JOTIONHUTENBHEIX 2 MUHYT I DPaBHOMEPHOIO
PACHpPeaeNCHNUs PaCTBOPA COEIMHEHNS B CMECH MMOKCHIA KPEMHIS.

4. H06aBIAIH MHUKPOKPHCTAILTMIECKYIO LEJUTI0N03Y, THAPOKCHIIPONHILEIUIIONI03Y |
KPOCKapMeIUIo3y HATPHA B CTYIIKY U IEPEMEINHBAIH B TedeHHe 1 MHHYTEL.

5. IIpoBoayma BraXkHyt0 TPaHYIAIHIO NIEpEMEEHHON cMecH. JI00aBISIIN OUMIEHHYI0
BOZy IIpH IIEPEMCITMBAHUH IIECTHKOM C IOy 4CHHEM IIPHEMIIEMOTO IPaHy IATa (IPHOIH3HTENBHO 7 3T
BOJEI).

6. IHporyckanu BlaXHBIH IPaHyJIST Yepes CHTO st paspymieHus GONBIINX arjioOMEeparoB.

7. TlepeHOCHIM BTaKHEIH IPAHYIIAT Ha IOTIOYHYO CYIIMIKY ¥ CYIIIIM TpaHy sl mpu 50 °C.
I'pany e cymmama o copepkarus Braru He Gomee yem 1,0%, CTIPEZIETIAEMOM Ha OCHOBAHHH IIOTEPH B
Macce rpu BeiCymuBaaun (LOD).

8. IIportyckanu BEICYIIEHHEIA TPAHYIIAT 4epes CUro.

9. Jl00aBIsII  TIePeMONOTHI  BBICYLICHHBII TpaHyaaT B OapabaHHBIN cMecHTeIn
HOAXOMAIIETO pa3Mepa.

10.  JobGapmsamm creapar MarHMS K [EPEMONIOTOMY  BEICYNIEHHOMY TpPAaHYIATy W
NCPEMEIINBAIIH B TeUEHHE | MUHYTEHI C OJyYeHHeM KOHEYHOM HOPOMIKOOOPa3HOM CMeCH.

11. IlpeccoBamu KOHEUHYIO MOPOIMKOOGPA3HYIO CMech B TaGIETKH C HCIIOIB30BaHHEM

TabJIETOYHOTO Tpecca.

HOHOJIHPITGJIBHBIC TUIINYHBIC KOMIIO3UIIMU COFJIaCHO H306peTeHI/I}0 TaKXKe IOIyYalHu C

TIIOMOLIBIO ITPOLECCOB, COOTBETCTBYIOIIIIX KaKOMy-HI/I6O H3 BBINICOIIMICAHHBIX CHOC060B, 3a
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HUCK/IFOYEHHEM 3aMELCHNA AMOKCHAA KPEMHHSL, HCIONB3YEeMOT0 B 3THX COCo0ax, Ha Talbk, Aerosil 200

nimm Aerosli 200 VV.

Hpumep 11.  Tloaydenne THIHYHON KOMIO3HIIMH COTIACHO H300PETEHMIO

TI/IHI/I‘-IHYIO KOMITIO3HIITHIO COTIaCHO 1/1306peTeHm0 HOJIy4alld, KaK OHHCaHO HIDKC M KaK IOKa3aHO

Ha Qurype 4.

1. Bssenmsanu 74,4 r coenunenus I, HaneceHnoro Ha Aeroper] (rOTOBHIM, KaK OIMCAHO B
IIpumepe 4) u BcroMorarenbHble BemecTBa: 20,1 T MHKPOKPHCTAIIIMYECKOH LEIUTI0NO036], 5,02 1
KpOCKapMesuio3bl HaTpus, ¥ 0,5 r creapara Maraus. KoppekTHpoBaid Maccy COeMHEHNS HA OCHOBAHUU
TIPOLICHTHOTO COXCPXKaHWsl COSAMHEHUS B OKCHZIE KPEMHHS C YUYETOM COACpXaHHS IPUMECEH ¢
COOTBETCTBYIOIIMM YMEHBIICHUEM MaCcChl MUKPOKPHCTAIIHYECKOM HEIIIIOI03bL.

2: HoGapmamu coemunenne 1 Ha Aeroperl, MUKPOKPHCTAIUIMYECKYIO LENIIONO3Y H
KPOCKapMeIUI03y HAaTpHs B CMECUTEND. | OMOI'CHU3HPOBAIH B TEYECHHE 5 MUHYT.

3. Jo6aBnsiim cTeapaT MarHus ¥ TOMOT'€HU3UPOBAIX B TeUEHHE 3 MUHYT.

4. BricymenHbIil rpaHy AT FOMOTeHM3UPOBANIH C HCIIONb30BaHIEM POIHKOBOTO IIPECCA.

Hcnone3oBanu cemyromue napaMeTpsl: MpoMexyTok = 1,5 MM, cuna 3,0 kH u pasmep saeek 0,8 MM.

5. [Ipomyckamy IpaHymaT 4Yepe3 MENBHHIYy WM CHTO I paspylueHds OONbIINX
arJoMepaToB.
6. IIpeccoBami KOHEYHYIO NOPOIIKOOOPA3HYI0 CMeCh B TaOJETKH C HMCIOIb30BaHHEM

TabJIETOYHOTO Tpecca.

IIpumep 12.  TlonyveHne THIMYHOM KOMIO3HIHH COIIACHO H300pETEHHIO

TunmryHas KOMIO3HIWMS COTIaCHO H300PETeHNIO MOXKET OBITH ITONY4EHA, KaK OIMCAHO HIDKE M
kak mokazaHo Ha Ourype 5. Bspemmsamm 40,9 r coenumenus I, HaHeceHHoro Ha Aeroperl
(mpuroToBneHHbI, kak omucaHo B Ilpumepe 4) m BcnomoraTensHBlE BemecTBa: 15,8 T
MUKPOKPHCTAUTMIECKON 1eUIoN03kL, 3,0 T KpockapMemiosbl Hatpus U 0,3 r creapara MarHus.
Koppektuposanum MacCy COEIMHEHHS Ha OCHOBE HPOIEHTHON HATPY3KHM COEIMHEHMS HA JUOKCHI
KpeMHHS M  COAEPXaHHs MpPHMECEH ¢  COOOTBETCTBYIOIIMM  YMEHBINCHHEM  MAacChl

MHKPOKPHUCTAIITHICCKOMN LIEJLITIOI036I.




42

1. HobGaswinn coennnenne I Ha Aeroper]l, MUXPOKPHCTaIIMYECKYIO LEIUIIONO3Y M
KpOCKapMeII03y HATpHA B CMeCHTeNb. [lepeMelmBaii B TeUeHHE 5 MUHYT.

2. HobaBium cTeapaT MaTHMSA M HEPEMEIINBAIIK B TEYCHHE 3 MUHYT.

3. IIpeccoBami KOHEYHYIO IOPOMIKOOOPA3sHYIO CMeCh B TAaONETKH C WCIONB30BAHHUEM

TabJIeTOYHOTO TIpecca.
Ipumep 13.  Tunuvnbie JeKapcTBeHHbIe POPMBI COrIACHO H306PETEHNIO
Hanee ciexyroT NpuMeps! THIHYHEIX (papMaLeBTHIECKUX GOPM JO3UPOBAHMS, BKITIOUAOIUX

coenuenne ¢opmymsl I («Coemumenme X»), I HCIONB30BAHHS B TEPANEBTHUECKHX WK

o UIAKTHYECKUX HEIX ¥ YEIOBEKA.

Tabmerkal ML B TabIeTKe
Coemunenne X 10,0
Huokcnn xpemana (AEROPERL® 300

(BBICOKO/IMICIIEPCHBII TMOKCH] KDEMHMS) 115,0
MuikpokpucTanmyeckas mernmonosa (Avicel PH101) 151,0
Iuapoxcnnponmmemmonosa (Klucel LF) 6,0
Kpockapmennosa narpust (Ac-Di-Sol) 15,0

Creapat maraus (Hyqual) 3.0

300,0

Tabmerka2 M B TabneTke
Coenunenne X 25,0
Juoxcun kpemauss AEROPERL® 300

(BBICOKOIMCIIEPCHBIH TUOKCHI KPEMHNSA) 115,0
Mukpokpucrammmyeckas nesnonosa (Avicel PH101) 136,0
Iappoxcrmponummernmosnosa (Klucel LF) 6,0
Kpockapmennosa Harpus (Ac-Di-Sol) 15,0

Creapat maraus (Hyqual) 3.0

300,0
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Tabnerka3

Coenunenne X

Huokcun kpemuuss AEROPERL® 300
(BBICOKOUCTIEPCHBIH THOKCH KPEMHIS)
Muxpokpucrammideckas nemmnonosa (Avicel PH1 01
Tunpoxcunponunmernonosa (Klucel LF)
Kpockapmennosa narpus (Ac-Di-Sol)

Creapar maraus (Hyqual)

Tabnerkad

Coenunenne X

Huoxenn kpemuusa (HanpumMep, Syloid 244)
MuxpoxpucTammueckas uemnonosa (Avicel PH101)
I'mppoxcunpomumemnonosa (Klucel LF)
Kpockapmemtosa varpus (Ac-Di-Sol)

Creapar marans (Hyqual)

MT B Tabnerke
100,0

115
61,0
6,0
15,0
3.0
300,0

MT B Ta0ieTKe
150,0

172.5

91,5

9.0

22,5

4.5

450,0

Ilepeunciennsie BHIIE JNEKapCTBEHHBIE (OPMBI MOIYT GHITH [OJIyYEHBl C TIOMOIIEIO

CTaHAAPTHBIX METOAOB, XOPOIO U3BECCTHEIX B 00NaCTH (I)apMEIIIeBTI/IKI/I.

Bce Hy6JII/IKaJ_[I/II/I, TNMaTCHTHI K IATCHTHEIE JOKYMEHTEI BKITIOYEHBI B JaHHYIO 3351BKY IIOCPEACTBOM
CCBIIKH, KaK eclM Obl OHH OBUIH TIO OTACIBHOCTH BKIIFOYECHEL IIOCPEACTBOM CCELIOK. I/I306peTeHI/IC
OIIMCaHO Ha MpHMeEpe PA3IMYIHEIX KOHKPETHBIX U IIPEAIIOYTHTEIBHEBIX BapHUaHTOB ¥ CIOC000B
peainu3alu. O}IHaKO, HCO6XO,III/IMO IIOHAMATh, YTO B paMKaX HACTOSIIETO I/I306pCTCHI/ISI BO3MOXXHBI
PasIMIHLIC BapHalllH | MOI[I/I(bI/IKaI.(I/II/I PpacCMOTPEHHBIX BAPHUAHTOB 1 crroco0oB pCain3anuu B nyxe

H300pETEHNS.
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©OPMYJIA H30BPETEHMS

1) Komnosuuust, comepxkamas
MHOKECTBO HaCTHIl TBEPAOTO HOCHTEN, KaK/Jas U3 KOTOPBIX MMEET MOBEPXHOCTh W/HIH
TIOPHI, U

coenunenne Gopmyist (I):
®
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Wi €ro (I)apMaIICBTI/I‘-ICCKI/I IPpUCMIIEMYIO COJIb, B IIOpaxX MM Ha HOBCPXHOCTH YaCTHIL TBEPIOTO

HOCHUTEIIA.

2)Komnosumuist mo 1.1, ommuuaromascs TEM, YTO KaKAasd 4YacTHLA TBEPIOrO0 HOCHTENS
NPEACTaBIsACT COO0H KaoNMH, GEHTOHHT, TEKTOPHT, KOJUIOMIHBIH AMFOMOCKIMKAT MarHus, JHOKCHI

KpEMHMA, TPUCHIIHKAT Maruusd, THAPOKCHUI alFOMUHUA, THAPOKCHUI MAarHus, OKCU MarHus WIN TalbK.

3)Kommnosnuus 1o 1.1, oTIMYArOmascs TeM, 9TO MHOMKECTBO YaCTHI[ TBEPAOr0 HOCHTEIIS
IpPENCTaBIAET COGON MHOXECTBO YaCTHIL AMOKCH/IA KPEMHHS, KKIAT H3 KOTOPBIX MMEET IIOBEPXHOCTh
H IIOPBL, IPH 3TOM CPeIHHMIA TMaMeTp JacTHL| IpEMEPHO oT 10 0 npuMepHo 120 MUKpPOH, a yaemsHas

TIOBEPXHOCT, onpenienennas no meroxy b3T, cocrapnser ot nmpumepro 40 o npumepro 400 M.

4) Kommosmums 1o 11. 3, oTIM™aromascs TeM, 9to JUOKCUJ KPEMHHS MPENCTaBALeT coboit

THAPOQMIBHBIH BEICOKOIMCIIEPCHBII JHOKCH KPEMHHL.

5) Komnozuuus no moboMy 13 il 3-4, OTIMYArOINasACs TEM, YTO HaCTHUIIBI TMOKCHAA KPEMHUS

HMEIOT cpeuuit tuametp 20-40 MUKpOH.




45

6) Komnosumms o mo6omy m3 mm. 3-5, ommyaromascs TEM, YTO YaCTHIIbI JHOKCH/IA KPEMHUSA

HMCIOT yACIIBHYO IIOBEPXHOCTH, ONpPeieneHHyIo 1o MeTony b3T mo Mensnieit Mepe 150 M.
7) Kommosurus o mo6omy 13 M. 3-6, ommyaromasncs TEM, 49TO coeuHenue popmyisl (I)
HaXOZVMTCs B IOPaX M Ha MOBEPXHOCTH YACTHUI JUOKCHIA KPEMHIIS.

8) Komnosnmusa mo mo6oMy 3 mi. 1-5, oTmmuaromascs TeM, YTO IIPOHEHTHOE OTHOIIEHWE

Maccel coeaunenns dopmyisl (I) K Macce gacTuiy TBEPAOro HOCHUTEIA cocTaiger 50% + 10%.

BCIIOMOraTeJIbHBIX BEIECTR.

9) Komnosumus o mo6omy u3 mm. 1 — 8, KOTOpas NpelCTaBIIIeT cobok (hapManeBTHIeCKyIO
KOMIO3HIIHIO, JOMOIHUTENBHO BKIOYAIOIIYI0O ONHO HIH Goliee (hapMaleBTHdecKH IIPHEMIIEMBIX

BBCICHH.

10)Kommosmms 1o 1. 9, KOTOpas HaxomuTCs B JIEKApCTBEHHON (opMe IJIS MEepOpaIBHOTO
11)Kommosmmus mo 1. 10, koTopas npeacrasuser co6oit TabNeTKy.

12)Komnozumus 1o moGoMmy u3 m. 1-11, ommaaromascs TeM, 9T coequuenue Gopmyisi (I)
MMeeT NOBBIIEHHOE 10 99 + 1% comepxkaHue crepeonsomepa dopmynst (Ta):

13) Croco6, Brmovaronumii KOMGHEAPOBAHKE COeTHHEHFS dopmynet (I):
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MOAXOAIIETO PAaCTBOPHUTEILI, 1 MHOJKECTBA YaCTUIL TBCPAOTO HOCUTEILA C NOJIyYEHHUEM CMECH.

14)Croco6 mo m. 13, ornmuarommiics TeMm, YTO Kaxmas Y3CTHLIA TBEPHOTO HOCHUTENS
IPEACTaBIAET COOOHM KaONHH, OEHTOHUT, TeKTOPHUT, KOIUIOM/IHBIH aTFOMOCHIINKAT MAarHus, JUOKCHIT

KpECMHIA, TPUCUIUKAT Maruus, THAPOKCHUT aTTIOMUHUS, THAPOKCHUI MarHusi, OKCHUJ Mardus UJIH TaJIbK.

15)Cnoco6 mo m. 13, oTimyaronuiicas TeM, 9TO MHOMKECTBO YACTHI[ TBEPAOrO HOCHTENS
TPECTABIIAET COGOH MHOXKECTBO YaCTHII TMOKCH/IA KPEMHILS, KaK/1ast 3 KOTOPBIX MMEeT IOBEPXHOCT
H TOPBI, CO CPEAHUM JMaMETPOM YacTHIl OT mpuMepHo 10 mo mpumepro 120 MUKPOH M yAeILHOH

TIOBEPXHOCTHIO, ONpeieneHnol 1o metroxy BOT, ot npumepro 40 no npumepso 400 M*/r.

16)Croco6 mo m. 15, oTIHaronimiics: TeM, YT0 YaCTHIIBI JHOKCHIA KPEMHIS IIPECTABIIOT

co60# rHAPOQHIEHEIA BEICOKOAUCIIEPCHBIN AMOKCH/T KPEMHNA.

17) Crioco6 mo 1. 15 wmn 11.16, OTiMYarommiics TeM, 9T0 YACTHIIE! AUOKCHIA KpPEeMHMSA HMEIOT

cpenuui quamerp 20-40 MEKPOH.

18)Crioco6 mo mobomy u3 1. 15-17, oMyaronmiics TeM, YTo YaCTULE! AHOKCHIA KpeMHUs

HMEIOT YIeIIbHYIO NOBEPXHOCTE, ONMPEEIICHHYIO 110 MeToay BIT, o Mensieit mepe 150 M/T.

19)Cnoco6 o mo6omy u3 1. 15-18, oTmrgarommiics TeM, 4T0 Macca CoeqUHEHHS dopmyis (1),

JieIIeHHas Ha MacCy YacTHIl JMOKCHA KpeMHus, cocrasisier 1.0 + 0.5.
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20)Croco6 1o mo6omy 13 m. 15-19, ormruarommitcs Tem, aro PacTBOpHTENb NpEeRACTABISICT

cobo# (Cy-Cq) cmpr.
21)Cnoco6 no nobomy 13 . 15—1 9, oTmyaromitcs Tem, aro PacTBOPHUTEIIL CONEPIKUT ITAHOIL.
22) IlponyxT, momy4eHnsii o crocoly, onxcaHHOMYy }_3 m060M u3 . 13-21.
23)Tabnerka, conepxanas: 1) coenuuenme Gopmyset (D):
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HIIA €T0 (i)apMaHeBTI/I‘IeCKI/I TIIPHEMIIEMY IO COJIb, 1 2) MHOXECTBO YaCTHII TBEPIOOTO HOCUTEIA.

24)Tabnerxka mo 1. 23, ormmyaromascs TeM, 9TO KaXAas YacTHHa TBEPAOTO HOCHUTEIIS
HpencTaBuser co60i KaonuH, OeHTOHMuT, TEKTOPHUT, KOJUIOMIHBIN ATFOMOCHIINKAT Mareus, JTUOKCH

KPEMHUS, TPUCHINKAT Marsms, THAPOKCHT AIFOMHHUSA, THOAPOKCHT Maruus, OKCHUJ Mardus Wi TaJIbK.

25)Tabnerka mo . 23, oTnMaromascs TEM, YTO MHOKECTBO YACTHI] TBEPJIOTO HOCUTEILS
HpeicTaBgeT cob0i MHOKECTBO YacTyI AMOKCHIA KDEMHHS, KaKast U3 KOTOPEIX HMeeT TIOBEPXHOCTH
¥ TIOPEL, CO CPENHUM JHAMETPOM YaCTHUI[ OT npumepHo 10 o mpumepro 120 MUKDOH M yelIbHOIl

TIOBEPXHOCTBIO, ONpeeIeHHok 110 MeToxy BT, or pumepro 40 no npumepHo 400 M.

26)Tabnetka mo moGomy w3 mm 23 — 25,  JONONHHTENBLHO BKIIIOYAIOIIas Jpyroit

TEPANIEBTHYECKHH arcHr.




27) Tabnerka o . 23, AOTIONHUTENBHO BKIIOYAIOLast 3) MHKPOKPHCTAILIMYIECKYIO LEIITIONO3Y;

4) THAPOKCHIIPOIHIILEILTIONO3Y; 5) KPOCKapMennosy Hatpus u 6) CTeapaTr MarHu4.

28)Tabnerka 1o mobomy m3 mm. 23-27, OTIIMIAIONIAsICA TEM, YTO COCHUHEHHE dopmyuer ()

HMMEECT IMOBBIIEHHOE [0 99 + 1% CONCpKaHne cTepeonsomepa Gpopmyisr (Ia):
Ph
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29) Tabnerka mo m6oMy H3 mm. 25-28, KOTOpast COACPKMT MpuMepHO 10 mr COECIMHEH NS
dopmyer (I); npuMepHOo115 Mr wactan aroxcuna KpeMHUst, nprmMepHo 151 Mr MUKPOKPHCTAIINYECKO
LCITIONIO35]; IPUMEPHO 6 M THAPOKCHIPOMIILEIIIIONIO35L; IPUMEPHO 15 Mr KPOCKapMEILIO3b! HATPHs

U IPUMEPHO3 MI cTeapaTa MarHms.

30) Tabnerxka mo mo60My H3 mm. 25-28, KOTOpast CONEPKHUT NPUMEPHO 25 MI' coexuHenus
dbopmyner  (I); npuMepHo 115 Mr  wacrun AUOKCHIA KPeMHHUs; IpuUMepHO 136 wr
MHKPOKPHUCTAITNIECKOH LIeIUTION03EL; IIPUMEPHO 6 MI THAPOKCHIIPOMMIILEILTIONO3b; IPUMEPHO 15 M

KPOCKapMEIN03b1 HaTpus u IIPUMEPHO 3mr CTeapara Mar’us.,

31) Tabmerka mo moboMy u3 mm. 25-28, KOTOpast coxep:xut npumepro 100 mr COEINHEHUA
dopmyier (I); IpuMepHO 115 Mr yacTun auokcuna KPEMHIS; IPUMEPHO 61 MI' MEKDOKDPHCTAIITHYECKOi]
LCIUIIOIIO3E; IPHMEPHO 6 Mr THIPOKCHIPOMMNIEIITIONIO361; TIPHMEPHO 15 MI' KPOCKaPMEILIO3BI HATPHS;

1 HIPUMEPHO 3 MT CTeapaTa Maruws.

32)PapmaneBTrueckas KOMITO3HIIASA, COAEpPIKAINAsT MHOKECTRBO HaCTHI[ TBEPIAOrO HOCHTEILS;

coerunenue opmyisr (Ia); AM3ONPOKCHT (ymMapar TEHO(OBHPA; IMTPHIMTAONH 1 3JIBUTETPaBHp.




49

33)®apmanepTHueckass KOMIOZUIMA 110 I 32, OTIIMYArOMIascs TeM, 9TO KaXIas HacTHUa
TBEPAOTO HOCUTENISA IIPEICTABILIET COOOH KAOJHH, GEHTOHHT, TeKTOPHT, KOJLIOH/IHBIH AFOMOCHIINKAT
MarHus, TUOKCHA KPEMHHA, TPHCHIIMKAT MarHus, TMAPOKCH aITIOMUHIS, THAPOKCHI] MaTHHS, OKCH

Maruus UM TajlbK.

34)®apmaneBTHuecKkas KOMOOUIMS 11O II. 33, OTIMYAIOMANACI TEM, YTO MHOMKECTBO YaCTHIL
TBCPJIOr0 HOCHTEILA IPESICTABIACT COO0M MHOMKECTBO YaCTHLL IMOKCHA KPEMHHIS, KaX/(as U3 KOTOPBIX
MMEET IMOBEPXHOCTH M IOPHI, DU 3TOM YacTHIA MMEET CPeJHMH AMamerp oT mpumepHo 10 mo
IpuMepHO 120 MUKPOH 1 YAEITLHYIO TOBEPXHOCTH, ONPEAETCHHYIO [0 meroxy bOT, ot nmpumepro 40 10

npuMepHo 400 M/r.

35)KoMnosunus 1o 1. 34, OTIHYA0mIAAC TeM, UTO JHOKCHI KPEMHMs IIPEACTABISET COOOM

THAPODUITBHEIH BEICOKOAMCIICPCHEIH THOKCH KPEMHUL.

36) Kommosunust mo mo6oMy M3 Il 34-35, oTIHYANOMAACS TEM, YTO JACTHIGI JVOKCHA

KpEMHHS IMEIOT CpeaHuii auametp 20-40 MUKpOH.

37)Komnosumus 1o snroGoMy u3 . 34-36, oTnMuaromascs TE€M, YTO YaCTHIH! THOKCHJIA

KPEMHHS IMEIOT yCIHY0 IOBEPXHOCTS, ONPEACICHHYO 110 MeToxy BOT, o menbmeit Mepe 150 M/r.

38)Komnosnuus 110 mo6oMy 13 L. 34-37, OTIHYAIOMAICS TEM, YTO COETHHEHYE dopmys (I)

HaxoouTCs B IIOpax U Ha MOBEPXHOCTH YaCTHUL] TUOKCH A KpEMHHUI.

39)Komnosunus mo moGomy u3 mir. 34-38, oTimuaromascs TE€M, YTO OTHOINCHHE MAacChl

coeHenns popMmynsl (I) k Macce gacTvIl TMOKCHAA KPEMHHS cocTapiser 1 + 0.05%.

40)Kommosumus 1o 1. 34, KoTopas HaXOMMTCS B JIEKapCTBEHHOK (hOpMeE UL IepopanbHOro

BCACHUA.

41)Komnozumus 1o 11. 40, KOTOpast HAXOIUTC B bopme TabneTKH.
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42) KoMmosuims wim croco6, omHcanHEi B HACTOSIINEH 3asiBKe.
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