i o

KoHBeHIIMOHHas 3asBKa

Ha MaTeHT C IIPUOPUTETOM
or 9 nexabps 1998 r.

Ha UM HHODUPMBI

Ax. . Cupn sug Ko., CIIIA
PCT/US99/29136

KOMITIO3UIIUHU HA OCHOBE TOHKOU3MEJBYEHHOI'O DIUIEPEHOHA
OnucaHue

0065acTh, K KOTOPOM OTHOCHUTCSI M300peTeHNE

Hacrostiee uzobpeTeHue OTHOCUTCS K (apMalleBTUYECKUM KOMITO3UIIMAM, B
COCTaB KOTOPBIX B KayecTBe aKTUBHOIO WHIPENMEHTAa BXONUT COENMHEHUE
SIUIEPEHOH, U, B YaCTHOCTH, K (apMaleBTHYECKUM KOMIIOZULIUSIM, BKIIIOYAIOLIAM
TOHKOU3MENBYCHHBIM SIUIEPEHOH, CIIocO0aM JIeYeHHs, BKJIIOYAIOIIMM BBEIEHUE
TaKuX (papMaleBTHYECKUX KOMIIO3ULMI CYOBEKTY, HyXJAIOLIEMyCSI B 3TOM, U
UCHONB30BAHMIO TaKMX KOMIO3SHMLHN TpPU  U3IOTOBIEHMM  JIEKAPCTBEHHBIX
IpenapaTos.

Hpe)lnocmn_m CO30aHUs U300peTeHUS

O coemvHEHUM METHIBOHZOPOL 9,11a-3n0Kcu-170-THAPOKCH-3-0OKCOIPerH-4-
eH-7a,21-auKkapOoKciiaTa y-JIAKTOH BIIEPBEIE OBUIO cooOuieHo B naredre CIIIA
Ne 4,559,332, BoimaHHOM Ha uMs I'po6 (Grob) U ApyTHX, B KOTOPOM OMMCHIBAETCS U
3asBiiseTcd Kiace 9,11-3MOKCUCTEPOUAHBIX COSOMHEHMII M UX COJIeli BMECTE CO
cnocobaMu ITONYUYEHUSI TaKUX COeMHEHUN. YnoMmsauyTele 9,11-3n0KCHCTEPONIHEIE
COCIVHEHUSI ONMCAHBI KaK aHTarOHUCTHl ajJbHOCTEPOHA, KOTOPHIE MOIYT BBOIUTHLCS
B TEpAaleBTUYECKH 3PEOEKTUBHOM KOJMYECTBE IS JICYEHHUS TATONOTMYECKHX
COCTOSIHUH, CBSI3aHHBIX C TUIEPAIBIOCTEPOHU3MOM, HAIPUMEP, THUIIEPTCH3UY,

CEpPAEYHOW HENOCTATOYHOCTH M Luppo3a neyeHd. B matenrte CIIA Ne 4,559,332
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comepxaTcsi oOLIMe CCHUIKM Ha JIeKapCTBEeHHEBIE (DOPMEBI IS BBEICHUSI YIOMSIHYTBIX
9,11-31OKCHCTEPOHAHBIX COSAMHEHNI, HATIPUMED, TabNEeTKU | KarIICyJIbl.

Hr (Ng) u nmpyrme, WO 98/25948, mosmHee PacKpbBUIM  IONOJIHUTEIBLHEIE
CITOCOOBI CHHTE3a IUIS INOJYYeHUsI MoJo6HOro Kiacca 9,11-sn0KCHCTEPONAHBIX
COEMHEHU W HMX CoJlel, BKIIOYass siuiepeHoH. Kak mateHt CIIIA No 4,559,332,
Tak 1 WO 98/25948 BKITI0YEHHI B HacTosIlllee OMMCAHUE KaK CChLIKA.

OINIEPEHOH B CTPYKTYPHOM  OTHOILIECHHU COOTBETCTBYeT Popmyie I,

IIPEACTABICHHON fajiee:

M

"Tcizocu3
o}
CnMpoOHOJIaKTOH, eule OIIiH 20-cniupoKkcaHCTEPOU, obnanaronui
aKTUBHOCTBIO 2HTarOHMUCTa albAOCTEPOHA, KOMMEPYECKM NOCTYNEH JUIS JICYEHUs
TUMEPTEH3NH. CIUPOHONAKTOH B  CTPYKTYPHOM  OTHOLIEHHHU COOTBETCTBYET

®opmyie II, npencrasnenHol naee:

an

CHHPOHONAKTOH, OIHAKO, IEMOHCTPHpPYET aHTHAHIPOrCHHYIO aKTUBHOCTD,
CICACTBUEM KOTOPOH MOXET ObITh I'MHEKOMACTHS M MMIOTEHIMS Y MYXYHMH, U
Cnabylo IeCTareHHyl0 aKTUBHOCTb, YTO BBISHIBAET HAPYLICHHS MEHCTPYaIBHOTO
LHKIIa Y XEHIMH. B COCTaB KOMMEPYECKIX JIEKAPCTBEHHBIX (POPM CIHMPOHOJIAKTOHA
(KoTOpHIE TpPOAAIOTCH TON Ha3BaHHEM Aldactone™) pxopar 25 mr, 50 mMr au6o
100 Mr 103BI CHMPOHONAKTOHA B MATpHLIE, KOTOpasi BKIIIOYAET, Hapsny C ApYyTMMH
HOCHUTENISIMH, ,mmnpocyan)al‘ KalblMsl KaK pa3baBUTeNb, KYKYPY3HBI Kpaxman
Kak NesuMHTerpatop, moBUIOH K-30 Kak cBA3HIBaIOlEe BEILECTBO, CTEApAT MATHUS

KaKk cMArvamluui KOMIIOHE€HT, a TaKXe KOPPHUICHT, KpacAaiee BCIISCTBO U



MMOKPOBHBIE WHTPEAUCHTHI, B COCTaB KOTOPBIX BXOIUT
TUAPOKCUIIPOIMMIMETHIILICIUTION03a M MOJMUSTIWIEHIIMKOND 400.

Tacmapo (Gasparo) m gmpyrue, J. Steroid Res., 22 (1B):223-227 (1989),
COOOIIAlOT 06 MCHONBb30BAaHMM CIMPOHOJAKTOHA M  SIMOKCUMEKCPEHOHA B
HCCICHOBAHUAX IO CBSISBIBAHMIO DPELENTOPOB. YIOMSHYTBHIE MAaTEPHANBI, CO
CIIMPOHOMTAKTOHOM B KOMMEPUYECKOH JIEKapCTBEHHOH ¢opMe ¢ pasMEpPOM YacTHII
5 MKM U 9HOKCHMMEKCPEHOHOM ¢ pasMepoM yacTuil 20 MKM B KOMIIO3WIMH, HeE
BBEICHHOW B COCTaB JIEKAPCTBEHHOM ¢OpMbI, OBLIM HMCIIONB30BAaHBI TAKXKE i Vivo
JUIST U3YYEHUsI BRIBEACHUS HATPHS ¢ MOYOIA.

CyiuectByeT HEOOXODMMOCTb  pPa3paGOTKHM  HOMONHUTENBHBIX  AKTHBHBIX
AHTArOHUCTOB AJBAOCTEPOHA, HANPHMED, 3IUVIEPEHOHA, KOTOPHIE B MUHUMAJILHOMN
CTCIICHW B3aUMONEHCTBYIOT C MAPYTMMM CHCTEMaMH CTEPOMIHEIX pELENTOPOB,
HalpuMmep, CHUCTEMaMM pELENTOPOB DIIOKOKOPTUKOUIHBIX, IPOT€CTMHOBBIX W
AQHIPOTCHHEIX CTEPOMAOB, M/WIM oOecreuuBaloT 6ojiee INUPOKUI IUANA30H
TEPaNleBTUYECKUX  BO3MOXHOCTeH. CyllecTByeT Takke  HEOOXOIMMOCTL B
KOMITO3MLIUSIX HA OCHOBE JIUIEPEHOHA, KOTOPHIE 0GECIIEYHBAIOT JIETKOPACTBOPHMYIO
¢opMy aIUlepeHOHa. B mpencraBieHHOM JHanee OGCYXIEHUM PacKpHIBaIOTCSA
KOMITOSUIIMM Ha OCHOBE SIUIEPEHOHA, KOTOPHIE IIOMOTAIOT YIOBJIETBOPUTH TAKVIO
" HEOOXOMMOCTb.

Kparkoe y3noxeHHe CYHIHOCTH M306peTeHus

D¢ exTUBHOE BBEJEHME OIIEPEHOHA CYOBEKTY OCHOXHSAETCS  HU3KOI
PacTBOPHMOCTBIO M HHU3KOH CXKHMMAEMOCTBIO YIIOMSHYTOIO COCIMHEHHS, a TAKKE
APYTMMM €T0 PHU3MIECKMMH U XUMIYECKMMHU CBOMcTBaMH. BRUIH, omHAaKo, OTKPHITHI
¢dapmaneBTHIECKIE KOMIIO3UIIMY, BKITIOYAIONINE TOHKOM3METbYSHHDIIH SIUJIEPEHOH U
bapMaLieBTUYECKM  NIPHEMJIEMBIl  HOCHTENb, KOTODHIE MOIYT  OOGECIEeYHTh
3pdexTUBHYI0O  HOCTAaBKYy  TepameBTUUSCKH  IMPEOTIOYTHTENBHOTO  KOJTHYECTRA
YIIOMSTHYTOTO COEIMHEHMS CyOBeKTy. B momosnHeHMe K 3TOMYy, GBUTM OOHApYKEHbI
YHUKQJIbHBIE KOMOMHALMM HOCHTENSI H TOHKOM3MEIBYEHHOTO 3ILIEPEHOHA, KOTOpbIE
00€eCTeYrBAIOT eLIe JIYYLIME XapaKTePHCTHKY CONIOGWIM3ALMN. BhUIio YCTaHOBJIEHO,
YTO YNOMAHYTBIE KOMOWHAIlMM aKTHBHOTO COCAMHEHMS M HOCHUTENIS] OGIamaioT
YIY9IIEHHOM  OMOJIOTMYECKON  JOCTYIIHOCTBIO,  XUMUYECKOM CTOMKOCTEIO,
GU3UYECKON CTOMKOCTBIO, MPOGUISIMU PACTBOPUMOCTH, BpEMEHEM JIe3UHTErpalliy,
0e3BpENHOCTBIO, a TaKKe MAPYTMMHM YIY4IIEHHBIMH (bapMaKOKMHETHYECKHMH,

XAMWYECKMMH  H/wii  Gu3WdeckKuMH CBoiictBamu. HacTosliee u306peTeHHe
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BKIIIOYACT 3TU (hapMaleBTUYECKHE KOMIIO3MIINH, CTaHIAPTHHIE [O3MpPOBaHHLIE
JIEKapCTBCHHEBIE (OPMBI Ha HX OCHOBE, a TAKKE CIIOCOODI NOJYYECHUSA U
VICTIOJIb30BaHMS KaK YIIOMSIHYTBIX KOMITO3ULIMMA, TaK ¥ CTAaHAAPTHHIX JO3UPOBAHHBIX
JIEKapCTBEHHEIX (OPM Ha HX OCHOBE.

KpaTkoe onucanue pucyHKoB

Ha pucyHKax, npencTaBIsiomMx co6oi COCTaBHYIO 4YacTb OIMCAHUI K
u3obpereHuio, Dur. 1, NpencTaBieHHAs ABYMS YacTIMH (Dur. 1A u Dur. 1B),
ABIAETCA NMPHHLUMIUAIBHOM CXeMoil Ipoliecca IpPOU3BOACTBA KOMIIO3UIIMH,
COOTBETCTBYIOLIEH HACTOSILIEMY H300PETEHHMIO.

IlonpoGHoe onucaHye U306peTeHHS

bou10 ycTaHOBNEHO, YTO (bapMalleBTHUYECKHE KOMITO3MLIMK, B COCTaB KOTOPHIX
B Ka4€CTBE AKTUBHOTO WHIPEAMEHTa BXONMT TOHKOM3MEIBYEHHBIH SIIEPEHOH B
CYTOYHOH [03€, ' COCTAB/IIOIIEN OT HPUOIM3UTENBHO 10 Mr 0 TPUOIHU3UTEILHO
1000 Mr, BMecTe ¢ (papMaleBTHYECKH IIPUEMJIEMBIM HOCHUTEJNIEM, IIPEACTAaBISIIOT
coboit YHUKAJIbHEBIE KOMITO3UIIHH, JEMOHCTPHUPYIOLIHE MIPEBOCXOMIHBIE
XapaKTePUCTUKM  KaK  OJOKATOpEl  pelenTtopa  aibJocTepoHa.  I1omoGHbIe
(dapMalleBTHYECKME  KOMIIO3HMIIMM B VIIOMSIHYTOM  JUAlla30HE  JTO3MPOBOK
ACMOHCTPUPYIOT . TIPCBOCXONHYIO aKTUBHOCTb, HAEHCTBEHHOCTb, GE3BPEIHOCTD U
TCPaNeBTUYECKYI0O  3G@PEKTUBHOCTh. I[IoMOOHEIE KOMIO3MIMH  OBGECIEYHBAIOT
BBEICHNUE OSIUVICPEHOHA TMAalMeHTY B MOO3€, JOCTATOYHOH IUIS 0OOGecleYeHUs
TIPOJIOHTUPOBAHHOTO GJIOKUPOBAaHHUSA PELENTOPOB AIBIOCTEPOHA H, TEM CaMEIM,
NPCAOCTABNIAT HEOOXOMUMEIE TEPaNeBTHYECKUE IIPEMMYILECTBA C COXpaHEeHHEeM
0e30I1acHOro  BpeMEHM  BBIBEHCHHS JIEKapCTBEHHOIo  cpeAcTBa. B ciyyae
YIOMSAHYTBIX  (papMaUEBTMYECKUX KOMIIO3ULMIHA, COOTBETCTBYIOLIMX HaCTOSIIEMY
HM300pETEHHIO, HEXeNATEIbHbIE ITOG0YHBIE a¢dexThl, Hanpumep (OOHAKO UMU He
OrpaHUYYBaIOLIMECH), pasapaxeHue XENYAOYHO-KHUIIEYHOTO Tpakra,
AHTHAHIPOICHHAsd aKTUBHOCTb M TECTar€HHasl aKTUBHOCTb, TaKXE CBOISTCH K
MHHHUMAaJIbHOMY YPOBHIO.

OTH (bapMéueBanecme KOMITO3MLIMM HAWIYYIIMM 00pa3soM MCIIOJIb3YIOTCS
I ONOKMPOBAaHMA  PELENTOPOB  albJOCTEPOHA W, Hapsny ¢ JOpYyTUMH
GbapMaKoNOTHYECKUMU AEACTBUSIMHU, MOTYT TTOBHIIIATE BbIIE/ICHHE HaTpUs U BOJBI C
ONHOBPEMEHHBIM 3¢ dekToM "ynepxkanus” Kanusi. I1onoGHBIE KOMIIO3UIAH MOTYT, B
4YaCTHOCTH, MCNOJIb30BAThCA [UIS1 NMPOGUIAKTUKY U JIEYCHUS CEPAECYHO-COCYIUCTRIX

3a60J1€BaHM}, HATIPUMED, CEPIEYHON HEIOCTATOUHOCTH, TUIIEPTEH3UHU (B YaCTHOCTH,



5

AL ICYCHUS TUIIEPTEH3UU HavaJbHOM M YMEPEHHOM CTaauii); OTeKa, CBSI3aHHOTO C
TEYEHOYHOM HENOCTATOYHOCTHIO; NMOCTUH(MAPKTHHIX COCTOSHMM; LMpPpO3a MEYCHU,
NPOGUIAKTHKY aIOIUIEKCHU; M CHUDKEHHS YacTOTHI CEPIESYHBIX COKPAIEHMH y
CYOBEKTOB, INEMOHCTPUDPYIOIUMX IOBBILICHHYIO YACTOTY CEpPHCYHBIX COKDALICHUIA.
BTN PapMaleBTUYECKHE KOMITO3UUMU JEMOHCTPHPYIOT, Hapsiay ¢ JpYTHUMH
OTIINYUTENLHBIMU OCOOEHHOCTSIMH, (i) moBBIILIEHHYIO U30UpPaATENHbHOCTD
OTHOCHUTEJIPHO PELENTOPOB  albIOCTEPOHA, (ii) MOHMKEHHYI0O CIIOCOGHOCT K
CBSA3BIBAHMIO C pELENTOpaMH IIpOrecTepoHa M aHaporeHa, u (iii) moHUXeHHOE
TTOJIaBJIEHUE CO CTOPOHBI OEJIKOB ILIA3MBI.

Hapany ¢ IpUrogHOCTBIO [UIS JIEYEHHS JTIOAEH, TH KOMIIO3MLIAU TIPUTOIHEI
TaKXkKe U1 BETCPUHAPHOTO JIEYEHUS JOMAIHUX JXUBOTHBIX, SK30THYECKMX
KMBOTHBIX M  CEJIbCKOXO3SIHCTBEHHBIX 3KMBOTHBIX, BKIIIOYas MJIEKOITUTAIOLIMX,
TPBIBYHOB U T.N. K ymciy Gosiee MpeqroYTUTENLHBIX XHUBOTHBIX, 33 MCKIIOUEHHEM
4€JI0BEKA, OTHOCSITCS JIOIIAAU, COOaKU U KOIIKH.

OIUIEPEHOH, HE BXOMNSINMI B COCTAB JIEKAPCTBEHHON (DOPMHI M BBEIEHHEIH B
KalCyTMpOBaHHOM BMIE, IUIOXO aGCcopOMpYeTcsl B KENYHOYHO-KHUILEYHOM TpAaKTe.
CoOOTBETCTBEHHO,  CylIeCTBYeT MOTPEOHOCTh B  MOAXONSAIIMX CTaHIApPTHBIX
JIO3MPOBAHHBIX  JIEKAPCTBEHHBIX  (hopMax slUlepeHoHa.  MapMaleBTUYECKUE
KOMITO3WUMH, COOTBETCTBYIOIIME HACTOSIEMY MW300PETEHHIO, IIPEIOCTABISIOT
YIOMSIHYTBIE ~ CTaHOApTHBIE  JNO3UPOBaHHBIE  JICKAPCTBEHHBIE  (GOPMBHI U
ACMOHCTPUPYIOT ONHO JIMOO HECKOJNBKO CBOWCTB, IIPEBOCXONSIIMX CBOMCTBA
SIUVIEPCHOHA, HE BXONALIETO B COCTaB JIEKAPCTBEHHHBIX (OPM, HU/WIM CBOMCTBA
ApYTHX  KOMIIO3WLMH, BKIIOYAIOWIMX 3IUIEPEHOH. K  uMcloy — YIOMSIHYTBIX
IIPEBOCXONHBIX CBOWMCTB OTHOCATCSA, OOHAKO MMM HE OrpaHMYMBAIOTCSI, OOHO JHGO
HECKOJIBKO M3 CJIENYIOLNX:

(1) noBbILIeHHAsT GHOIOrUYECKAs AOCTYITHOCTD,

(2) moBeIIEHHAs pPacTBOPUMOCTD VIIOMSHYTOM dbapmaueBTHUECKOI
KOMIIO3HUIIUH;

(3) YMEHBIIEHHOE  BpeMs  [E3MHTErpallud  CTAaHIAPTHBIX JIO3UPOBAHHBIX
IIEPOPAJIBHBIX JIEKapCTBCHHBIX ¢dopm HEMEIJIEHHOT'O BBICBOOOXIECHUS
JIEKAPCTBEHHOTO BEIllECTBA;

(4) yMEHBLIEHHOE  BpEMsI  DAacTBOPEHHS  CTAHZAPTHBIX  JO3MPOBAHHBIX
MEpOpaIbHBIX JIEKapCTBEHHBIX dopMm HEMEIJIEHHOTO BBICBOOOXIIEHHUS

JICKapCTBCHHOTI'O BCLICCTBA,
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(5) ynyuineHHble  mpodWIM  pacTBOpeHMs CTaHIApTHBIX  HO3MPOBAHHEIX
IIEPOPATBHBIX JIEKapCTBEHHBIX dbopm perynupyeMoro BBICBOOOXKIEHUS
JIEKapCTBEHHOTO BEIIECTBA;

(6) MOHMXEHHAs XPYIIKOCTh TA6GIETOK;

(7) noBhILIEHHAs TBEPHOCTDL TAGIETOK;

(8) moBeIIEHHasT Ge3BPEAHOCTh CTAHAAPTHHIX JIOBMPOBAHHEIX TIEPOpaIbHEIX
JIEKapCTBEeHHBIX GopM;

(9) NOHUKEHHOE BIATOCONEPXAHHE M/WIM THIPOCKOMUYHOCTD CTaHOapTHBIX
JO3MPOBAHHBIX EPOPANILHEIX JIEKAPCTBEHHBIX (GopM;

(10) moBRIIIEHHAST CMAYMBAEMOCTh KOMITO3ULINH,

(11) yny4YiueHHBI# IrpaHyTOMETPUYECKHIN COCTaB SIUIEPEHOHA;

(12) noBbIIEHHAs CXXUMAaEMOCTb KOMITO3HIIUH;

(13) yny4ieHHbBIE PeoIOrMYecKUEe CBOMCTBA KOMIIO3ULIVU;

(14) rioBbILIEHHAs XUMWYECKasI CTOMKOCTD KOHEYHOM CTaHIapTHOM
JO3VPOBAHHON IEPOPAIBLHON JIEKApPCTBEHHOH (hOPMBL;

(15) noBelLieHHasT  ¢Gu3MYecKass  CTOMKOCTh  KOHEUHOIX CTaHIAPTHOH
J03UPOBAHHOM MEPOPAIbHOM TeKapCTBEHHON (POPMEL;

(16) ymeHBIIEHHEI pasMep Ta6JIETOK;

(17) noBRILIEHHAS! OTHOPOMHOCTh CMECH;

(18) moBhIIIIEHHAsT OXHOPOIHOCTD JIO3HL,

(19) moBHILIEHHAsT TUIOTHOCTh I'PAHYT KOMITO3ULIMIA, MOJIYYEHHBIX CIIOCOOOM
MOKPO¥ I'PaHyIALMY;

(20) noHMXeHHast BOIOMOTPEGHOCTD IS MOKPOI1 T'paHyJISIIHH;

(21) cokpallileHHOE BpeMsi MOKPOH TpaHyJISIUIHN, WU/WIH

(22) cokpaiieHue BpeMEHHU CYLIKH cMeceii, MOJIYYCHHBIX CIIOCOOOM MOKpOIi
TPaHYJISLUHU.

ToHKOU3MeNLYEHHBINH 3TUIEPEHOH

Hecmorpas Ha TO, 49ro (apMameBTHUECKHE KOMITO3MLIAH oGnagaror
3(PeKTUBHOCTEIO B HIMPOKOM [MANa3oHe pa3Mepa YacTHI[ MCXOTHOTO MaTepuaia
(sTUIEpeHOHA), MCIIONB30BAHHOTO B YIIOMSAHYTHIX KOMIIO3HLMSX, ObLIO YCTaHOBJICHO,
YTO OMOJIOTMYECKasl HOCTYIIHOCTh SIUIEPEHOHA MOXET OBITh yiIydluieHa B Ciydae
YMEHBIICHUS pasMepa 4acTHLl A0 YPOBHs pasMmepa Dy, T.e. o pasMmepa B npeznenax
OT NPUONU3UTENBHO 25 MKM IO mpubmusurensHo 400 MkM. YacTHisl SIUIEPEHOHA,

uMeroLme pasmep yactull Dy, T.e. pasmep B mpefenax oT NPUOTH3UTENBHO 25 MKM
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i (o) TIPUOIM3UTETLHO 400 MxM, Ha3bIBAIOTCS B ITaHHOM OIIUCaHUU
TOHKOM3MEJIBYCHHBIMU  YacTHMIaMU  SIUIEPEHOHA JIMO0 TOHKOM3MEIbYECHHBIM
SIUIEPEHOHOM. |

CooTBeTCTBYIOLIMM 06pa3oM, pasMep YacTHII Dy (T.e. pasMep Kak MHHMMYM
90% Bcex qadmu) SIUVIEPEHOHA, HCIIONb30BAHHOIO B KAYECTBE HCXOMHOTO
Marepuajla B KOMITO3MLHUM, COCTaBJsIET MeHee NpubGmusutensHo 400 MKM, B
COOTBETCTBUU C INPEANOYTUTENBHBIM BAapUAHTOM MEHee 4YeM INPUOTU3HUTEIHLHO
200 MKM, B COOTBETCTBHHM C 60Jiee NPEAMOUTHTEILHBIM BapUaHTOM MeHeEe YeM
NpuGIU3uTeNbHO 150 MKM, B COOTBETCTBMM C elne Gojee IIPEANIOYTUTEIILHBIM
BapMaHTOM MeHee YeM MpUOIM3uTeNsHo 100 MKM, U B COOTBETCTBHH C elue Oojee
IPEANTOYTUTEAPHBIM BapHaHTOM MeHee d4YeM npubnusurensHo 90 mxm. Ocobo
TPEATIOYTUTENBHBIH pasMep yacTull Doy coctaBisier ot npubausurensHo 30 MKM 10
NpUOM3UTENBbHO 110 MKM, MU B COOTBETCTBHM C elle 6ojee IIPEATIOYTUTEIBLHBIM
BADMAHTOM OT MNpUOIM3UTENbHO 30 MKM [0 TMpUOIU3UTENBHO 50 MKM. B
COOTBETCTBUM C JAPYTUMM MPEONOYTUTENLHBIMU BapHaHTAMM  OCYILECTBICHMS
HAaCTOAINEro  U300peTeHMss 0coBO0 INPENOYTHTENBHBI pasMep YacTHIl Dgg
COCTaBJIICT OT HPHUOAU3UTENBEHO 50 MKM 10 NpubnusuteabHo 150 MKM, U B
COOTBETCTBMM C ellle Gojice MPENNOYTHTENbHBIM BapUAHTOM OT NPHGIM3HUTENLHO
75 MKM 1O HOPUGIH3UTENBHO 125 MKM. B TOHKOM3MEIBYCHHOM 3IUIEPEHOHE C
YacTULlaMH TIOJOGHOro pasMepa NPUCYTCTBYIOT, KaK IPAaBWIO, YaCTHILEI pasMmepa
Dyo, T.e. YyacTHLIBI, UMEIOIIME pPa3Mep MeHee 10 MKM. Hanpumep, xakx mokazaHo B
ITpumepe 30, cHUXeHHE pa3Mepa YacTHIL Dgg ucxonHoro Marepuaia (SIUIEPEHOHA)
OT NpUOIU3NUTENBHO 220 MKM JO NPUOIM3UTENBHO 90 MKM MOXKET CYUIECTBEHHBIM
00pa3oM MHOBLICUTb GHOJIOTHYECKYIO JOCTYITHOCTD VIIOMAHYTON dapMalleBTUYECKOI
KOMITO3UIIMH. |

Zo3a smrepeHoHa B dapManeBTryeckoil KOMIO3UIINI

B cocraB dapmaneBTHUECKHX KOMIIO3MLIMIA, COOTBETCTBYIOIUMX HACTOSIIEMY
M300PETEHNIO, TOHKOU3MENBUEHHEI SIUIEPEHOH BKIIIOYAETCS B KOMMYECTBE OT
npuomusurenbHo 10 Mr  no  npubausutensHo 1000 M. B COOTBETCTBMH ¢
IIPCANOYTUTCIBHBIM BapUAHTOM TOHKOM3MEJIBUYCHHEBIH SIUIEPEHOH BKIIOYAECTCS B
cocTaB (HapMalEeBTUYECKHX KOMITO3HLINI B KOJMYECTBE OT MPUGIH3UTENLHO 20 MT
A0 1npubmusuTensHo 400 MI, B COOTBETCTBMM C OOJ€e IPELIIOYTUTENLHBIM

BaDHAHTOM OT NPHUONU3UTENBHO 25 Mr fmo mpubausutensHo 200 MT, ¥ B
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COOTBETCTBUM C cli¢ GoJiee NPENNIOYTUTENBHBIM BAPHAHTOM OT HPHOIH3UTENHHO
25 Mr fo npubausuTeasHo 150 Mr.

JleyeHVie KOHKPETHBIX COCTOSHUI U _DACCTPOMCTB

®apmalieBTHYECKIE KOMIIO3HIINH, COOTBETCTBYIOIIYE HacCTOSAIIEMY
H300peTeHHIO, NMPUIOOHBI B TeX CJIyyasdx, KOIMAa TMOKA3aHO BBEAEHUE Gnoxkaropa
PELENTOPOB  aNbIOCTEPOHA. DBBUIO yCTaHOBIEHO, YTO 3TH KOMIIO3MIHH 0CO6O
3b@eKTUBHE TIpH JIEYEHHM CEPAEYHO-COCYIHUCTHIX 3a00IeBaHMI, HaIpuMep,
CEPHEYHOH HENOCTATOYHOCTH; TIUMEPTeH3WH (B YAaCTHOCTH, JUISl  JICYeHHS
THMEPTEH3UN HAYAJIbHOM M YMEPEHHO! CTaaMii); OTeKa, CBI3aHHOTO C ITeYEHOYHOI
HEeIOCTATOYHOCTBIO; MOCTUHGapKTHHIX COCTOSIHHIA; Mppo3a TIeYeHH;
NPOGWIAKTUKY amNOIUIEKCUHM; M CHHXEHHMS YaCTOTHl CEPIEYHBIX COKpaUIeHUl y
CYOBEKTOB, IEMOHCTPUPYIOIIMX ITOBBILEHHYIO YaCTOTY CEPIEYHBIX COKpalIeHHIA.

[ JieyeHust CepleyHON HEeNOCTATOYHOCTH, YIIOMSIHYTAsI dbapmalieBTUECKag
KOMIIO3ULIMST B COOTBETCTBHM C IPEANOYTUTEIbHBIM BapHaHTOM oO6GeCIIeunBaeT
CYTOYHYIO [IIO3y O3IUIEPEHOHAa B KOJMYECTBE OT IPUOIM3UTENBHO 25 MT 10
npuomsuTensHo 200 MI, B COOTBETCTBUM C 6oJiee IMPENIIOYTUTENLHDIM BapHaHTOM
OT MPUOU3UTENBHO 25 MT O NPHONM3UTENBHO 75 MT, M B COOTBETCTBHH C eLle
boJree MPEATIOYTUTENLHBIM BAPUAHTOM NPHONU3UTENbHO 50 Mr. ITomXomsmeil Moxer
OBITH CyTo4Has No3a OoT npuOnusuTenbHO 0,33 MI/KT MAcCH Tema Jo 2,67 Mr/xr
Maccel Tefma (MCXosl M3 cpegHEN Maccel Tela IPUGAUBUTENLHO 75 Kr), B
COOTBETCTBMM C TPEANOYTHTENLHBIM BapHAaHTOM OT IpUOIU3uTessHOo 0,33 MTI/KT
Maccel Tela A0 npuOiausuTensHo 1,00 MI/Kr Macchl Tena, U B COOTBETCTBHM C
Hapbosiee MPENIIOYTHTENbHBIM BapuaHToM 0,67 MI/KT MAcCH Teja. YnomsHyTas
CYToYHasl 032 MOXET BBOOUTBCS OT OJHOIO pa3a IO YeThpeX pa3 B IEHb, B
COOTBETCTBUU C INMPEAMOYTUTENLHEIM BapUAHTOM OAMH pa3 B ACHB.

Hnst neyeHus: TMIIEPTEH3MH YIOMAHYTas dapMaleBTUYecKas KOMIO3UIMS B
COOTBETCTBMM C IPCAMOYTHUTENBHBIM BapHaHTOM OOECIICYMBACT CYTOYHYIO HO3Y
SIUIEPCHOHA B KOMMYECTBE OT NpUbMsuTenbHo S0 Mr mo npubiusurenbHo 300 mr, B
COOTBETCTBHM C 0oJiee NPEANOYTUTENbHEIM BapHAHTOM OT HMPUGIU3UTENHHO 50 MK
A0 NpuOGau3uTeapHO 150 Mr, 1 B COOTBETCTBUH ¢ ellle Gojiee MIPEAIOYTUTEIBHBIM
BapHaHTOM IpubausutenbHo 100 mr. IMoxxoxasiueit MoxeT GBITH CYTOYHAS 1032 OT
npuonusurensio 0,67 Mr/kr Maccel Teda o 4,00 MI/KT  Macchl TeNla, B
COOTBCTCTBUH C MPEANTOYTUTEIBHBIM BapHaHTOM OT IpubnusutensHo 0,67 Mr/kr
Macchl Tena no npubmusuTensHo 2,00 MI/Kr Macchl Telaa, M B COOTBETCTBHU C
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HauboJiee NPENTOYTUTELHBIM BapHAHTOM npubnusurensHo 1,33 Mr/Kr Macchl Tena.
YIoMsiHyTasi CyTo4Hasi 103a MOXET BBOIMTHCS OT OJHOIO pasa 0 4YeThIpex pa3 B
ACHDb, B COOTBETCTBUM C IPEINOYTUTEILHBIM BaPHAHTOM OIUH pa3 B JCHb.

I nevyeHMs oTeka, CBSIB3AaHHOIO C IEYEHOYHOIA HEAOCTAaTOYHOCTDIO,
YIIOMSHYTast dbapmanesTiyeckas KOMITO3UIHUS B COOTBETCTBUU c
NPCAMIOYTUTCIBHBIM BaPUAHTOM OOECHEYMBAET CYTOYHYI0 [03y SIUIEPEHOHA B
KONMYECTBE OT MpUOIU3uTENBHO 50 Mr o mpubiusurensHo 500 Mr, B COOTBETCTBHU
C Oojee MNPENNIOYTUTENHHBIM BAPHAHTOM OT IPUGIM3UTENsHO 100 Mr o
npubausuTenbHo 400 Mr, U B COOTBETCTBMH C elle Gojee MPEAIIOYTUTEbHBIM
BapuanToM npuonusurensHo 300 mr. IToxxonsmnieit MoxeT GHITH CyTOYHAS 1032 OT
npubnusurensHo 0,67 Mr/kr  Macchl Tenra mo 6,67 MI/KI MacCel Teja, B
COOTBETCTBUM C HNPENIIOYTUTEIBHBIM BapHaHTOM OT INPUONU3UTENBHO 1,33 Mr/Kr
MacChl Teaa [0 NPUOTU3UTENBHO 5,33 MI/KT Maccel Tella, U B COOTBETCTBUM C
Hauboee NPEANIOYTUTEIHHBIM BapHAHTOM NPUGIH3UTENbHO 4,00 MTI/KT Macchl Teja.
YnomsHyTas CyTOYHast 103a MOXET BBOZUTHCS OT OIHOTO pasa IO 4YeThIpex pa3 B
ACHb, B COOTBETCTBUH C NPEIITOYTUTENBHEIM BAPHAHTOM OOUH pa3 B ACHD.

Bbilo  YCTAaHOBNGHO, YTO YHOMSIHYTHE (hapMalleBTHYECKUE KOMITO3HIIHH,
COOTBCTCTBYIOLIME HACTOSIIIEMY M300PETEHMIO, OGECIIEYMBAIOT TEPANEBTUYECKUIA
apexT Kak GIOKAaTOPHl PELENTOPOB AILIOCTEPOHA IIPU IIEPOPAIBHOM BBEHEHUM
JIONAM B TCYCHHE MNEPMONA BPEMEHH OT NpUOIM3uTENbHO 1249 mo 24 4, B
COOTBETCTBHH C IPEATIOYTUTENBHBIM BApPHAHTOM B TeUEHHE NPUOIU3UTENBHO 24 u.

B obueM, ymoMsaHyTeie dapMalieBTHYECKHE KOMITO3ULIM, COOTBETCTBYIOLIUE
HAaCTOAIEMY  H300PETEHHIO, OBGECIeYMBAIOT CYTOYHYIO  JIO3Y SIUIEPEHOHA,
AOCTaTOYHYIO I TIOBBILICHHS KOHUEHTPalUUH peHWHAa M aJbIOCTEPOHA B
ChIBOPOTKE KPOBH JTIONEH MPH NEPOPaATbHOM BBEACHUH B TEYEHME NEPUOAA BPEMEHU
OT NPUONU3UTENBHO 12 4 10 24 4, B COOTBETCTBUU C MPEITIOUTUTEILHBIM BapUaHTOM
B TEYECHHE npn6nn3HTeJ1bHo 24 4. KOHKpEeTHO, YIOMAHYTEIE KOMITO3HIAU
00eCneynBalOT CYTOYHYIO 03y 3ILIepEHOHa, JOCTAaTOUYHYIO [ CPEIHEro
TIOBRIIICHMST KOHUEHTpAllMM pEHWHa B CBIBOPOTKE KpOBH, IIOCHE IpHEMa
YIIOMAHYTO} KOMIIO3HUMU BHYTPb, COCTABISIOIIETO KaK MMHUMYM IIPHOIH3UTEILHO
10%, B TeyeHHMe mepuoma BPEMEHH OT INPUGIUSUTENbHO 12 4 o 244, B
COOTBETCTBUY C IPENNOYTHUTEIHLHLIM BAPHAHTOM B TEUYEHHE NPUOIU3HTENIBHO 24 4.
[Tono6HBIM Xe 06pa3oM, YIOMAHYTEHE KOMIO3MUHMU 0GECIIEYMBAIOT CYTOYHYIO 03y

SIVICPCHOHA, NOCTATOYHYIO IJIS1 CPEAHETO IMOBBIIIEHUSA KOHIEHTpAMX aJIbAOCTEPOHA
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B CbIBOPOTKE KpOBH, MOCI€ IIpUEMA YIMOMSHYTOH KOMITO3HIIH BHYTDB,
COCTaBIIAIOMICTO KaK MUHUMYM NpUGiusuTenbHo 50%, B TeUeHHe Neprona BpEMEHH
OT MPUOJIM3UTENBHO 12 4 10 24 4, B COOTBETCTBUU C NPEANOYTUTEIbHBIM BapHUaHTOM
B Te€UYeHHE IPUOAU3UTENBHO 24 4.

bruto ycraHoBieHO Takke, 4To YIOMSIHYTEIE (PapMalleBTUYECKHE KOMIIO3MIINY,
COOTBETCTBYIOLIHE HACTOAIIEMY M300PETEHUIO, OGECIEYMBAIOT CYTOYHYIO 03y
SIVICPEHOHA, JOCTaTOYHYIO ISt CPEAHETO IOBBIIEHMS 10g)y COOTHOLIEHHS
HaTpHsl/Kais B MOYE JIIOLEH, IOcie IpHeMa YIIOMSIHYTOM KOMIO3ULMH BHYTDb, B
TCUICHHUE IICpHONa BPEMEHH OT NPUOIUINTENBHO 129 g0 24 4, B COOTBETCTBUM C
NIPEANOYTUTE/IBHBIM BAPHAHTOM B T€UEHUE MPHOIU3UTENLHO 24 U,

BruIo ycTaHOBNEHO TakKe, YTO YIIOMSHYTHIE (hapMaLieBTYECKHME KOMITO3UIINHY,
COOTBETCTBYIOIINE HACTOAIUEMY M300PETCHHIO, OOECIeYUBAIOT CYTOYHYIO HO3Y
SIICPEHOHA, NOCTATOYHYIO I CPEAHErO0 CHWKEHMS IUACTONUYECKOTO KPOBSHOIO
AaBJCHUSA y JIIONEH, II0CHA€ IIPHEMa YIOMSHYTOM KOMIIO3UIIMU BHYTDbD,
COCTABJIAIOIIETO KaK MUHUMYM TPUOGIU3UTENLHO 5%, B TeYeHHE TEPUOAa BPEMEHH
OT NPUOIU3UTENLHO 12 4 K0 24 4, B COOTBETCTBHY C MPEATIOYTHTENBHBIM BapUaHTOM
B TE€YEHUE TIPUOIUIUTEIILHO 24 4.

CraHaapTHBIE HO3bI

B cocraB cTaHEAapTHBIX HO3MPOBAHHBIX JIEKAPCTBEHHBIX dbopM YIIOMAHYTBIX
GbapMalleBTUIeCKUX KOMITO3UIMIT MOXET, KaK IIpaBHIIO, BXOAHUTh, Harpumep, 10 mr,
20 mr, 25 mr, 37,5wMr, 50 mr, 75 mr, 100 mr, 125 Mr, 150 mr, 175 mr, 200 wmr,
250 mr, 300 Mr, 350 mMr 60 400 Mr s1UIepeHoHa. 1lpennoyTiTeNbHble CTaHIapTHHIE
AO3MPOBAHHBIC JIEKAPCTBEHHBIE (OPMBI BKIIOYAIOT MPUOGIU3UTENLHO 25 MT, 50 Mr,
100 Mr nu6o 150 MI' TOHKOM3MEJIHLYEHHOTO SIUIEPEHOHA. YIIOMSIHYTast CTaHHAPTHAsI
MO3MpOBaHHAsS JIEKAPCTBEHHAS (pOpMa MOXET MOZOUPAThCS TAKMM OOpa3OM, YTOBKI
obecrieyuBaTh HEOOXOMMMYIO 4acTOTy BBENCHHS, HUCIIONIb3YEMYIO IJISE TTOJIVUEHHUS
OIPENENCHHON CYTOYHOM J03bl. BBOmMMOE KONMYECTBO YIOMSIHYTORM CTaHAapTHOM
JO3UPOBAHHON JIEKAPCTBEHHON (HOpMBI (hapMaLIEBTMYECKONH KOMIIOSHLIMK U CXeMa
IIPUEMaA JIEKaPCTBEHHOIO CpPENCTBA Il JIEYCHUS YIIOMSHYTOIO COCTOSIHHS JIM6O
PacCTPOHCTBA, 3aBUCAT OT LIEJOTO psifa (aKTopoB, B TOM UMCIIE BO3pacTa, Macchl,
HoJa U MEAWIMHCKOIO COCTOSIHMSI CYOBEKTa, TSKECTH YIIOMSAHYTOIO COCTOSHHS
MU6O pacCTPOHCTBA, MYTH W YACTOTHl BBENCHUS, M, TAKHAM 00pa3oM, Kak XOpOIIO

H3BCCTHO, MOTYT U3MEHSTBLCA B LIMPOKUX npeaciax.
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bruto ycranoBneHo, omHako, yTo B ClIy4yae KOMIIO3WLIMIA, ONMKUCAaHKHE KOTOPBIX
TIPUBENICHO B HACTOALICH 3asiBKe, 3((HEeKTHBHOCT HEOOXOMMMON CYTOUHOM MO3HI
YIOMSHYTBIX (DapMalleBTHYECKUX KOMITO3MIMIA, COOTBETCTBYIOIIUX HACTOSIIEMY
M300peTEHUIO, MO BCeH BUIMMOCTH, CYIIECTBEHHO He pasnuyaeTrcs Ipu
ONHOKPAaTHOM JMOO [JBYKPaTHOM BBeleHMHM. He xejag CBS3bLIBAaTLE  ceGs
TECOPETUHECKMMH TOJIOKEHUAMM, aBTOPbI HACTOSILETO M306PETEHMs TIPEIIONATAIOT,
YTO YHOMSHYTBHIE KOMITO3ULIMH, coomemfnymmne HACTOSIIEMY U300PETEHUIO,
00€CIIeYNBAIOT JOCTABKY TAKOTO KOJMYECTBA SIUIEPEHOHA, KOTOPOE OKAa3bIBAETCS
AOCTATOYHBIM JJI1 YIHETEHUS MAJMUTEIBHOIO TEHOMHOIO OTBETa, BHIZBAHHOIO
CBASBIBAHMCM AJIbAOCTEPOHA C YYACTKOM CBSI3BIBAaHUS albAocTepoHa. ClieqcTBHEM
IIPCKPAICHUSA IPOLECCa CBA3BIBAHUSA AaJbIOCTEPOHA, BBI3BAHHOIO 3IUIEPEHOHOM,
ABJIACTCH NPEKpalllEHUE CUHTe3a MHAYUUPOBAHHOIO aJbIOCTEPOHOM T'€HHOIO
NIPOIYKTa,  4YTO  OOECHeYMBAeT  UIMTENBHBIA  IIEpHON  (DYHKIMOHAILHOTO
OJIOKMPOBaHWsS  PELENTOPOB  AIbIOCTEPOHA, BCIEACTBHE UEro MCKIIOYAETCS
HEOOXOMMMOCTD JUTMTENIBHOTO MOANEPXAHUS KOHIEHTPALUK SIUVIEPEHOHA B IUIa3Me.
CooTBeTCTBEHHO, M3 CcOOGpaXeHuil yIOGCTEa, MPEATIOYTUTENBHBIM JUISL TaKUX
TalOJIETOK ABNSIETCS] BBEACHUE OIMH pa3 B JCHb.

HoayyeHne | SIIEPEHOHA

OIUIEPEHOH  HOBBIX  YIOMSHYTHIX  (bapMaleBTHYECKUX KOMIIO3HIIHIA,
COOTBETCTBYIOIIMX HACTOSILEMY HU300PETEHUIO, MOXET OBITh MOJIY4EH ITOCPEACTBOM
CIIOCOOOB, W3TOXEHHBIX B mareHTe CIIIA Ne 4,559,332 (Ha ums T'po6 (Grob) u
Apyrux), u B 3asBke WO 98/25948 (Hr (Ng) u IpyTue), B YacCTHOCTH,
NpEeICTaBIeHHBIX Ha cxeme 1 (3asgsBka WO 98/25948, Hr (Ng) u mpyrue), KoTopble
BKJIIOYEHE! B HACTOSIIEE ONMMUCAaHNE KAaK CCHIIKH.

JlekapcTBeHHEIe HOPMBI hapManeBTHYECKUX KOMIIOSHUIMIA

VYioMsaHyTeIE dapmanesTHYECKHE KOMIO3UILINH, COOTBETCTBYIOLIIUE
HacTOAIIEMY H300PETCHWIO, BKIIOYAIOT TOHKOU3MENLYEHHBIN SIUIEPEHOH B
COYCTAHUM C ONHMM JIMOO HECKONLKMMM HETOKCHYHBIMH, (apMaleBTHYECKH
NpUEMJIICMBIMU  HOCWUTEJISAMU, HATONHUTENAMU H/WIN agbloBaHTaMH (KOTODHIE,
cooblla, MMEHYIOTCS B HACTOSLIEM OIMUCAHUU "HOoCUTENSIMU"). YIIOMSIHYTBIE
HOCHUTEIM NPUEMIIEMBI C TOYKM 3PEHHMS MX COBMECTHMOCTH C OPYTHMU
MHIPENUCHTAMH YIIOMAHYTOH KOMIIO3ULIMM M HE NPHYMHSIOT Bpela PELMITHEHTY.
YromsHyTeie ¢apManeBTHYECKE KOMIIO3ULIIH, COOTBETCTBYIOILME HACTOSAIIEMY

M300PETEHHIO, MOTYT OBITh NMPUCTIOCOGNEHH! IS BBEACHMS JIOGHIM HpHEMIIEMBIM
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IIyTeM TMOCPEACTBOM IOA0OpPa COOTBETCTBYIOIUMX HOCHTENEH W JIO3UPOBKU
SIUIEPEHOHA, 3(MQEKTUBHOU I IPefNONaraeMoro JICYCHHS. Hanpumep, stu
KOMITO3UIH MbryT OBITb TOJNYYeHHI B (opMe, NPUTOTHON I BBEISHMS
MEepOpaTbHEIM, BHYTPHCOCYIMCTEIM, BHYTPUOPIOLIMHHEIM, ITOAKOXHBIM,
BHYTpUMBINIEYHBIM ~ (IM) 1m0  pekTaNbHBIM  MYTAMH. CooTBercTBeHHO,
MCITONIB3YEMBINl HOCUTENb MOXET OBITh TBEPIBIM WM XUIKUM, 160 TeM H IpYTUM,
M B NPEINOYTUTCILHOM BapHaHTE MCIIONB3YETCSI B COYETAHMM C YIIOMSHYTHIM
COCNMHEHUEM  IUISI TONYYEHHs CTAaHAADTHOM  JO3MPOBAHHOM KOMIIO3UIIMH,
HanpyMep, TabJIeTKHM, B COCTaB KOTOPOl MOXET BXOOUTb OT IIPUGIU3HUTENBHO
1% (macc.) mo npubnusurtensHo 95% (Macc.), B IPEAIIOYTUTENHHOM BapHaHTE OT
npubnusurenbHo  10% (Macc.) Oo npuGnusurenpHo 75% (Macc.), B Gonee
LPCATIOYTHTEIbHOM BapyaHTe OT NpubausurensHo 20% (Macc.) 1o MpHOIU3UTENILHO
60% (Macc.), ¥ B ellle Gojee INPEATIOYTHTETHHOM BapyaHTe OT MPUOIUIUTEILHO
20% (macc.) mo mpubnusutensHo 40% (Macc.) TOHKOM3MENBbYEHHOIO 3IUIEPEHOHA.
Takue  dapmaneBTHyeckue  KoMmosuiMH, COOTBETCTBYIOLLIUE  HACTOSILLEMY
M300PETEHUIO, MOTYT OBITh MOJYYEHBI C TIOMOLIBIO JIOOOTO W3 XOpOILIO HM3BECTHBIX
CIoco00B  (papMaLIEBTUYECKOIO M€ia, 3aKTIOYaloIIuXca 10 CYyTU B CMEUIMBAHUU
YIIOMSIHYTBIX KOMIIOHEHTOB.

IlepopankHoe BBEICHUE

Jlisi mepopaisHOrO BBeNEHMS YIIOMSIHyTas (apMaLeBTHIECKAs! KOMITOHMHHST
MOXET BKJIIOYaTh HEOOXOLMMOE KOJIMYECTBO TOHKOM3MEJHLYEHHOIO SIUIEPEHOHA W
uMeTk (popMy, Hampumep, TabieTKH, TBEPAOU JIMOO MATIKOH KaIlCyNbl, JIEIELIKH,
KpaxMaJIbHO# KaIICYJIbl, NOPOIIKA, IPaHyJ, CYCIIEH3UM, IHKCHPA, XMOKOCTH, WIH
TMO0YI0 MHYI0 HOPMY, NMPHCITOCOBIEHHYIO B Pa3yMHBIX npegenax s IepopajbHOToO
BBeflieHUS. Takyio ¢dapMaleBTHYecKyl0 KOMITO3WLMIO B  COOTBETCTBHU  C
IIPCAMOYTHTENbHBIM BapDMAHTOM H3TOTOBJIAIOT B ¢opMe NUCKPETHOH CTaHIAPTHOM
AO3UPOBAaHHOM  €AMHHUBI,  BKIIOYAIOMIEH  NpeNolpelcieHHOe  KOMMYECTBO
SIICPCHOHA, HaNpUMep, TabNeToK iubo kamcylr. B cocraB TakuMx IepopaibHBIX
CTaHJapTHHIX NO3MPOBAHHBIX ()OPM MOIYT MOMOJHHTENBHO BXOOWTH, HAIIPHMED,
Oy¢depHble BeulecTBa. TaGieTKH, NMWIOMM W T.I, B JOIOIHEHHE K 3TOMY, MOTIYT
U3TOTOBIISITECA C 3HTEPOCOMIOOHILHBIMU TIOKPHITHAMM. [lpeamourenue ormaercs
CTaHZapTHBIM JO3MPOBAHHBLIM TablieTKaM JIM6Oo KarcyaaMm.

K uncny dapmaneBTHyecKux KOMIIOSULIMIT, IPUTOAHBIX IS TpaHCOYKKaIbHOTO

(TIOIXBSI3BIYHOTO) BBENCHHS, OTHOCATCS, HANPUMED, JIENEUIKH, B COCTAB KOTOPBIX
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BXOIMT SIVIEPEHOH B  apoOMaTHU3UPOBAHHOM OCHOBE, HAampHMep, caxapose,
apaBUMCKON KaMeAu JUGO TparakaHte, W MMacTWIKHM, B COCTaB KOTOPBHIX BXOLUT
SIUIEPCHOH B MHEPTHOM OCHOBE, HAIIPUMeED, XeJNaTUHE M IMULEpPUHE JU6o caxapose
U apaBUMCKON KaMeIu.

Kuikve  cTaHIapTHhIE  JO3UpPOBAHHEIE JIeKapcTBeHHEIEe  GoOpMBL  aisg
TICPOPATIbHOTO  BBENEHUS MOIYT BKJIOYATh (apMaleBTUYEeCKH IIpUeMIIeMbIe
OMYJILCUM, PACTBOPHI, CYCIIEH3MU, CHPOIBI U 3JIMKCHUDHI, B COCTaB KOTODHIX BXOMST
HHEPTHBIE Pa30aBUTEIM, TPAJULIMOHHO MCIIOIb3yeMbIE B ITOM 00J1acTH, HampuMep,
Bofia. Takue KOMIOSMLIMM MOIYT BKJIIOYATh TaKXe, HaIllpUMeEpP, YBJIAXHAIOLIKE
KOMIIOHEHTBI, =~ 3MYJBIUPYIOLIME  KOMIIOHEHTHI,  CYCIICHAUPYIOIIME  AareHTEHL,
TIONCTAIINBAIOIINE BEIUECTBA, KOPPUICHTHI [UIS YIYYIIEHUS BKYCa M KOPPUTCHTHI
IJI yAY4IIEeHHS 3araxa.

IIpuMepamu MOAXOASILIMX KUAKUX CTaHJAPTHHIX IO3UPOBaHHBIX
JICKAPCTBEHHEIX (OPM  SBIAIOTCH, ONHAKO MMM HE OrPAHHYMBAIOTCS, BOXHbIE
PacTBOPBI, B COCTaB KOTOPBIX BXOAMT OJIUIEPEHOH M P-LMKIONEKCTPUH JHOO
BOAODPacTBOPMMOE MPOU3BOJHOE B-LMKIOAEKCTPHHA, HANPUMED, CYIbPOOYTUIOBBIA
a¢pup B-LYKIIOAEKCTPHHA, renTakmc-2,6-11-O-MeTHI-B-HUKIONeKCTPHH,
THAPOKCHIIPOMINII- - TUKJIOAEKCTPHH; U AUMETHI-B-IIMKIOAEKCTPUH.

BBeneHue nmyremM MHBEKIIMIT

YrioMmsiHyTBIE dapmanieBTHUECKHE KOMIIO3UIIUH, COOTBETCTBYIOIIHE
HaCTOAWIEMY  H300PETEHMIO, MOIYT BBOOUTLCH TaKXKEe IIVTEM  MHBEKIIA
(BHYTPHBEHHO, BHYTPHMBILIEYHO, HOAKOXHO JIMGO MyTeM Ge3BITOMBHBIX VHBEKIIUIL).
B TakMxX KOMMO3MIMSAX, NpeAHA3HAYECHHBIX I HHBEKIHUHI, B KaYeCTBE ITOAXOMSIIIIUAX
HOCHUTENIEH MOTYT MCHOJNB30OBAThCH, HANpUMEpP, (H3MOJIOTHIECKMI pacTBop,
AexcTpo3a smbo Boma. 3HavyeHMe pH  Momo6HONM  KOMITO3MLIMHU — MOXKET
PETYIMPOBATLCH, B ClyJae HEOOXOAMMOCTH, € ITIOMOLIBIO ITOAXONAIIEM KHCIOTHL,
OCHOBaHUs! JTU60 GydepHOro pacTBopa. B cocTaB yOMSHYTONH KOMIIO3HIIMU MOTYT
BKJIIOYATBbCST  TaKXKe IONXONSAIME 3alONHUTEIHM, AUCTIEPIUPYIOLIME BELIECTBA,
YBIKHSIOIME KOMIIOHEHTHI MO0 CYCHEHIUPYIOIIHME areHThl, B TOM YMCJIe MAHHUT
H TNOMMSTUIEHIIMKONb (Hanpumep, PEG 400). ITomxomsimas mnapeHTepaibHas
KOMIIO3UIIHS MOXET BKIIOYAaTh TAaKXe SIUIEPEHOH B aMITylax IUid MHbEKLMA. s
PacCTBOPEHUS YIIOMSIHYTOA KOMITO3WLIMMA IIepel WHBEKILHEH MOIYT J00aBIAThCs

BOIHBIE PACTBOPHI.
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PexranbHOe BBeneHue

YnoMsaHyTee (apManeBTHYECKUE KOMITOSHIIUM MOTYT BBOOMTLCA B (popMe
CYIIO3UTOpUS. M T.N. B COCTaB TakMX peKTaNbHBIX JE€KAPCTBEHHBIX dbopmMm MOXeT
BXOIUTE TOHKOM3MENBYCHHBIH SIUIEPEHOH B OGLIEM KOJHYECTBE, HallpuMep, OT
0,075% (macc.) mo 30% (Macc.), B COOTBETCTBHM ¢ NPEANOYTUTENHLHEIM BapUAHTOM
oT 0,2% (macc.) mo 20% (Macc.), ¥ B COOTBETCTBHH C HAUBOIEe NPeAOYTUTETbHBIM
BapuanTtoM ot 0,4% (macc.) mo 15% (macc.). B momo6HBIX KOMITO3HLIUSX MOIYT
ObITh HCIIONB30OBAaHBl HOCHTENM, HaIpHMeD, KaKao-MacjIo, U ApYTHMe MacisgHble M
NIOTNSTUICHIIUKOJIbHBIE CYIIIIO3HTOPHBIE OCHOBHL. B cllydyae Heo6GXoamMocTy MOTYT
VICTIO/Ib30BATRCSl  TAKKE HPYrMEe HOCHTENM, TaKMe KaK IIOKPHITHA (HalpuMep,
THUIPOKCUTIPONMMIMETHIILEIUTIONIO3HOE  IUIEHOYHOE IIOKPHITHE) W JE3HHTETPATODHI
(HanpuMep, KPOCKapMeL1o3a HaTpus U CTPYKTYPHPOBaHHEIN TOBHIOH).

Kak ykaspiBaock paHee, 3TH (apMalieBTHYECKIE KOMITO3ULIMK MOIYT OBITh
TIOTY4EHEI JIIOOBIM IIPUIOAHBIM CIIOCOGOM (apMaLeBTHKY, KOTODHIA BKITIOYAET STAI
00OOIlEHNsT SIIEPEHOHAa M HOCHTeNd JU60 HocuTeneil. B O01IEM, YMOMSIHYTHIE
KOMIIO3WIIUHN TOJIy4alOT IIOCPEACTBOM OJHOPOSHOIO M TECHOIO CMEIMBAHUI
YIOMAHYTOTO aKTHBHOTO COEJMHEHUS C XMAKUM JH60 MeIKOUIMENbYCHHBIM
TBCPABIM  HOCHMTENIEM, WJIM X€ C TEM M IDPYIUM, C IIOCHEAYIOLIMM, B ClIy4ae
HEOOXONUMOCTH, IIPHAAHUEM IIOJIYYEHHOMY IIPOAYKTY HEeOOXOMMMOIL dopMEI.
Hampumep, Ta6neTky MOXHO M3TOTOBHTH IIPECCOBAHMEM JHGO ¢dopMoBaHrEM
ITOPOLIKa WIM TPaHyjl YIOMSHYTOTO COEAMHEHMS (akyIbTATUBHO C OTHUM JIUG0
HECKOJIEKMMHU NOTIOJHUTENbHEIMH HHIPeAueHTaMHu. TIpeccoBaHHbIE TaGNETKH MOTYT
OBITE MOJY4EHBI IIPECCOBAHUEM, HA COOTBETCTBYIOLICH MallliHe, YIOMSHYTOIO
COSIMHEHUS B JIETKOCHINYYed ¢opMe, HampuMep, B (HopMe MOPOIIKA JHGO IpaHyl
(bakyIbTaTUBHO ~ CMEINAHHBIX CO  CBSI3BIBAIOLIAM BEIIECTBOM, CMAa3bIBAIOLIUM
BELIICCTBOM, WHEPTHBIM Pa30aBHTENEM, MOBEPXHOCTHO-AKTHBHEIM BelLllECTBOM(-aMH)
M/Wii Je3uHTerpatopom(-amu). OopMOBaHHbIE TabIeTKH MOIYT H3TOTOBJIATLCA
¢dopMoBaHMEM, B COOTBETCTBYIOLIEH MaluMHe, YIIOMSHYTOTO ITOPOHIKOOGPa3HOro
COENMHEHHS, YBIaXHEHHOTO HHEPTHHIM XHAKUM Pa3GaBUTENIEM.

Hocurenau

Kak ykaswiBanmoch paHee, IS TepameBTHYECKUX Leleil YIIOMSTHYTBIE
(apManeBTHYEeCKHe KOMITO3HILMH, COOTBETCTBYIOLIIE HacTOsILEMY W300pETEHMUIO,
BKIIOYAIOT TOHKOU3MEJBYEHHBINM 3IUIEPEHOH B HEOOXOAMMOM KOJIMYECTBE B

COUYCTAHUM C OOHUM JIHOO HECKOJBKUMU (l)apMaI_ICBTI/I‘ICCKI/I IIPUEMIIEMBIMU
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HOCHTEJISIMH, COOTBETCTBYIOLIMMHM YKAa3aHHOMY IIYTHM BBEICHHS. IMepopanburie
CTaHOAPTHBIE JO3UPOBaHHLIE ¢dopMbI YIOMSIHYTBIX dbapmaneBTHYECKHIX
KOMIO3UIMI, COOTBETCTBYIOLIMX HACTOSIIEMY HU300PETEHUIO, B COOTBETCTBUHU C
HPENTIOYTUTEIBHBIM BaDMAHTOM BKJIIOYAIOT TOHKOU3ME/IBYEHHBIH SIUIEPEHOH B
HEOOXOMMOM KOJIMYECTBE, CMELIAHHBIN ¢ OMHUM JIM60 HECKOMLKAMU HOCHTEJISIMHU,
BHIODaHHBIMM M3  TDYIIB, BKIOYAIOLIEH pasbaBuTENM, OE3MHTETPATOPHI,
CBASBIBAIOINE BEIIECTBA W AITe3UBHI, YBIAXHSIOIME KOMIOHEHTHI, CMa3bIBAIOLIUE
BELIECTBA, BELIECTBA, NPEMATCTBYIOMIME MNPWIMIAHUIO M/WIM APYrHe HOCUTEIU. B
COOTBETCTBMH C OoOjiee NpPEANOYTUTENbHBIM BAPUAHTOM TAKHE KOMITOIMIMU
TaOJIETUPYIOTCS OO BKIIOYAIOTCS B KEJTATUHOBYIO KaIlCyly IS TPagUuLMOHHOIO
BBeIeHMA. Takue Kamcynel aubo TabineTku MOTyT OBITE B ¢hopMe Karcya Jubo
TAOJIETOK €  HEMENICHHHIM  OeHCTBHEM (HeMenNeHHBIM  BBICBOBOXIEHUEM
JICKApPCTBCHHOIO BEILECTBA) MM € MOTYT BKIIOYATh JIEKAPCTBEHHYIO dopMy ¢
PETyIMPYeMBIM  BbICBOOOXKICHMEM JIEKADCTBEHHOTO BEILECTBA, KOTOPAs MOXKET
NPEACTAaBIATh  COGOIA, Hanpumep, JHUCTIEPCHIO 3IUIEpEeHOHA B
TMAPOKCUITPOIMMIMETHIILIEIUTIONO3E.

CraHmapTHele [O3MPOBaHHBIE (OPMBI UII WMHBEKIMH B COOTBETCTBHU C
HPCAIIOYTUTEIbHBIM BaPUAHTOM IIPUCIIOCOOJIEHBI JUISI HMApEHTEPATbHOTO BBEIEHMUS.
YIOMSAHyTHIE  CTaHAAPTHBIE  HO3MPOBAHHBIE POpMBI B COOTBETCTBUHM ¢
HPCATIOYTUTEILHBIM ~ BADUAHTOM  BKJIIOYAIOT TOHKOM3ME/IBYCHHBIN 3IUIEPEHOH B
BOIHBIX JHOO HéBOJ.IHLIX H30TOHUYECKHMX CTEPHJIBHBIX PACTBOpAX JNUGO CYCIIEH3USIX
AN UHBEKIWA, HAaIIPUMEp, 3IUIEPEHOH, CYCIIEHIUPOBAHHBIN JTHGO PacTBOPEHHEI B
BONS, TOIMSTUICHINIUKONE, IPONMICHINIMKONE, 3TaHOJNEe, KYyKYPY3HOM Macle,
XIOTIKOBOM Macjie, apaxuCOBOM Macie, KYHXYTHOM Macie, GeH3MIOBOM CIHpTE,
XJIOpUAEC HATPUsl H/MIM DPa3sIMYHBIX Oy(EepHBIX BelmecTBax. DTU pacTBOpHl H
CYCIIEH3MM MOTIyT OBITh IOJYYEHH M3 CTEPHIBHBIX TIOPOLIKOB JIMOO TIpaHyIl,
MMCIOIINX ONMH JIMOO HECKOJLKO HOCHTENelH 6o pasbaBUTeNci, YIIOMSIHYTBIX JUISI
UCTIOIB30BAaHUA B JIEKAPCTBEHHBIX opMax ISk MEPOPaTLHOIO BBEICHMUS.

BeIOOp M KOMOGMHHPOBAHHME HOCHTENEH, WCIIOIL30BAHHBIX B YIIOMSITHYTBIX
bapMaleBTUYECKUX KOMIIO3MLMAX, COOTBETCTBYIOLMX HACTOsIIEMY H300pETEHUIO,
o6ecneynBaloT BO3MOXHOCTB MOJIYYEHH KOMITO3UIIUA, obagaroimx
YIYqIICHHBIMU ~ XapaKTCPUCTUKAMM,  OTHOCAIIMMMCS, Hapsily C  OpYTUMH
CBOMCTBAMM, K 3bdEeKTUBHOCTH, 6GHONOrMYECKOI] JOCTYITHOCTH, BpeMeHU

BBIBEIACHHUS JICKapCTBEHHBIX BCHICCTB, CTOfIKOCTI/I, COBMECTHUMOCTH 3IUIEPEHOHA M



16

HoCHUTeNneH, Oe3BpeNHOCTH, NPodWIo PacTBOPUMOCTH, NPOGWII0 AE3UMHTErpaLiu
/WK OPYTUM (GapMaKOKMHETHYECKIM, XUMUYECKUM H/Mnu - QU3MYECKUM
CBOWICTBAM. YIIOMSHYTbI€ HOCHUTENM B COOTBETCTBHH ¢ NIPEAIIOYTUTETbHBIM
BapMAHTOM SIBJISIOTCA BOAOPACTBOPUMBIMH JIHGO BOXOAMCHEPTHPYEMBIMU, U MMEIOT
CMauUBacMOCTb, KOMIIEHCUPYIOIUYI0O HHU3KYI0 pAacTBOPMMOCTb B BOJE JIMGO
rapopo6GHOCTD “3IUIEpeHOHa. B ToM ciyuae, Korma VIIOMSAHYTass KOMITO3ULIMS
M3rOTaBIMBACTCA * B BHMAE TalJETKM, KOMOWHAUMA OTOODPAaHHBIX HOCHTENei
obecrieuMBaeT IOJYYeHHE TakKMX TaOJETOK, KOTOphIE, Hapsny ¢ ApYTUMU
CBOMCTBAaMHM, MMEIOT YIyYIIeHHBIE Mpoduin PacTBOpeHMsI MO0 AE3WHTErpalyH,
TBEPIOCTh, IPOYHOCTh Ha Pa3JaBIMBaHUE M/UIH XPYTIKOCTb.

Paz6asurenan

YnoMmsanayteie dapManeBTHyecke KOMITO3UIIUH, COOTBETCTBYIOLLIME
HacTOAIIEMY M300peTeHHIO, HaKyMBTATUBHO MOTYT BKIIOYATh ONMH MM HECKOJIBKO
pasbaBureneli B KadectBe HocuTens. K moaxomsaimmm pa3baBUTENAM MOIYT
OTHOCUTbBCS, CAMOCTOATENPHO OO B COYETAaHMM, TaKWe Pa3baBUTENU, KaK JIaKTo3a
(dapmakoness CIIIA); 6e3BomHas JjlakTO3a (bapmakomess CIIIA); naxTo3a,
TIOJIydEHHAas1 TIOCPEACTBOM PacHbUIMTENBHOM cyluku (dapmakones CIIIA); xpaxmai
(bapmakoness CIIIA); HemocpeacTBEHHO MpeCCyeMBIA  KpaxMaJl, MaHHUT
(dapmakones CIIIA); copBUT; AEKCTPO3bI MOHOTHApPAT, MHUKPOKPHCTAJLUIHYECKAs
uenmonosa (mobasiaeHue K dapmakonee CIITA); IBYXOCHOBHBI rugpodocdar
KajnpLus (nobGasnenue K dapmakonee CIIA); pa36aBuTely Ha OCHOBe caxapo3sbl;
KOHIUTEPCKUH caxap; OIHOOCHOBHBII1 MOHOTHApPOCYIbdAT KaJIbIIH
aurunpocynsdar KanblMs (noGaBieHre K dapMakomnee CIHIA); rpaHyIMpOBaHHBIA
TPUIMAPONAKTaT KalnblusA (noGasieHHe K capmakonee CIIIA); NeKCTpaThI
(nobaenenne Kk papmaxonee CIIA) (nanpumep, Emdex™); Celutab™; IEKCTpO3a
(Hanpumep, Cerelose™; uHosuT; ruaponu3MpoBanHbIe CyXHe BEIlECTBa 3€PHOBEIX,
Hanpumep, Maltrons™ u Mor-Rex™; ammnosa; Rexcel™; MTOPOLIKOO6pa3Has
uejmonosa  (Hanpumep, ElcemaT™); xapGoHaT Kanblms; Iumud, OCHTOHMT;
NOJMBUHWINMPPOIUIOH M T.JI. B coctaB Hacrosmux dapManeBTHIECKHX
KOMITO3ULIMI BXOAMT OAMH JMGO HECKONBKO pasbaBuTeNell B Ipegenax oT
NpUONU3UTENBHO 5% 10  npuGnusurensHOo 99%, B COOTBETCTBHM — C
IIPENIIOYTUTENbHBIM BADUAHTOM OT HPHOIM3UTENBHO 25% Ho npubausutensHo 90%,
1 B COOTBETCTBUU C €llle Oojiee MPEANOYTUTENLHEIM BADHAHTOM OT IIPUOTUZHUTEIHHO

40% no mnpubGausuressHo 80% OT o6 MAacchl VIOMSHYTON KOMIIO3HIIMH.
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YNOMAHYTHIT BHIODAaHHBI pa36GaBUTENb JIUGO pa3sbaBUTEIM B COOTBETCTBHH C
NIPEANOYTUTE/IBHBIM  BapMaHTOM JE€MOHCTPUPYIOT MOIXONSINYI0 CXHMMAaeMOCTh M
PECOJIOTHYECKUE CBOMCTBA MEpe] IPECCOBAHUEM.

IpennoytuTebHBIME ~ pa36GaBUTENAMH  SBISIOTCS MHKPOKPUCTALTMYECKAS
uesunonosa (Hanpumep, Avicel®, pH 101) u JIAKT033, CaMOCTOSTENBLHO JUbO B
COYCTAaHMH (IPUCYTCTBYIOT 00a pasbaBuTens). O6a pasbaBUTENd XHUMUYECKHU
COBMECTUMMBI C TOHKOU3MEJBYEHHBIM SIUIEpeHOHOM. IS MOBBILIEHMS TBEPHOCTH
TaONCTKH U/WIM  YBeJIMYEHUS BpEMEHH ee Ne3UHTeIpallii, Hapsgay c
BHYTPUTPAHYJISIPHOM MUKPOKPUCTALINYECCKOM LHEJUTIOI030M (t.e.
MUKPOKPUCTAJUTAYECKOM LEITIONO030M, JOBABIEHHON K YIIOMSIHYTOM KOMITO3ULIMH
BO BpeMsA JIMOO Iepel 3TalloM MOKPOM TIpaHYISIMM), MOXHO HCIOJNb30BATh
BHEIPaHYJISIPHYIO MHKPOKPUCTAUTHYECKYIO LIEJUTIONO3Y (T.e.
MUKPOKPHUCTALINYECKYIO LEJUTION03Y, I00aBIEHHYIO K KOMIIO3UIINH,
MOJBEPraloIleC MOKPOI TpaHyIdIUM, IIOCie JTana BeICylIMBaHus1). Ocobo
NPCATIOYTUTENBHOM  SBISETCA JIaKTO3a, B YacTHOCTH, MOHOTHIDAT JIAKTO3HL
JIakTo3a, kaKk npaBuio, obeclieYnBaeT BO3ZMOKHOCTD Nnoayd4eHust papMaLieBTUYECKHUX
KOMITOSULIMHA, HMMEIOIIUX THOAXOAALIYI0O CKOPOCTH  BBIIEJICHHUS SIUIEpEHOHa,
CTa0WIBHOCTB, TEKYYeCTb IIEpel, IPECCOBAHHEM M BBICYIIIMBAEMOCTL  NPU
CPaBHUTENbHO HU3KOH CTOUMOCTH Pa3baBUTENS.

Je3snuTerpaTopkrl

YnoMsHyTbIe dbapMalieBTHYECKHE KOMIIO3HIIUM, COOTBETCTBYIOLHE
HACTOAILEMY U300PETEHUIO, MOTYT GaKyILTATUBHO BKJIIOUATH OQVH JHU60 HECKOIBEKO
AC3NHTCIPATOPOB B KA4YeCTBE HOCHUTENS, B YACTHOCTH, B Cly4ae TabJIETHPOBAHHBIX
JIEKapCTBEHHBIX ¢(opM. K NOOXOmSIMM Ne3HHTErpaTopaM MOTYT OTHOCUTBCS,
CaMOCTOSITENIBHO JIMOO B COYETAHMH, TAKHUE [E3MHTETPATODPHI, KAK KPaXMAJIBL;
HaTPH(KPaXMaJI)[JIMKOJISAT; TIMHbI (TaKue Kax Veegum™™ HV); nenmonossn (Takue
Kak OYMLIEHHAS LEJUTIONO03a, METWILIEIUTION03a )
HannﬁKap60chiMeTmmenmoJI03a, KapOOKCHUMETHIILIEILTION03a); aJbIUHATHI,
HaOyxuIne KyKypy3Hble KpaxMaiibl (Takue xak National™ 1551 u NationalTM 1550);
KPOCTIOBUIOH (noGasnenne k ¢apmakonee CIIA); xamenu (TakMe kak arap,
TyapoBast Kamelb, Kamelb 0000B poGuuuu, KarayaT™, nektun u tparaxanr).
Je3nHTerpaTopsl MOTYT NOGABIATECS HA JIIOOOM MOIXOMSILEM STare B npoiiecce
IONYYCHNs YTIOMSAHYTON (hapMaleBTHYECKOH KOMITO3HLMH, B YAaCTHOCTH, IEper

TPaHyJIMpPOBaHUEM JIMOO Ha ITamne BBCACHHUSA CMAa3BIBAIOLICIO BelleCcTBa Iepen
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npeccoBaHueM. B cocraB Hacrosiumx dapManeBTHueckux KOMITO3ULIMHA BXOOUT
OIVH JIMOO HECKOJBKO AE3WHTETPATOPOB B IpedeNax OT npubausurensyo 0,5% no
NpUOIU3UTENbHO 30%, B COOTBETCTBMH C MIPENNOYTHTEIbHBIM BapHaHTOM OT
NPUOTU3UTENBHO 1% 00 NMpUGIU3UTENBLHO 10%, u B cooTBeTCTBHM ¢ elme 6Goee
IIPEAIIOYTATENILHBIM BAPHAHTOM OT IPUOIM3UTENBHO 2% N0 MPUOIU3UTENBHO 6% OT
001l MAcChl YIIOMSIHYTOH KOMIIO3HIIMN.

IIpeAnoyTHTeIBHEIM AE3UHTETPATOPOM LIS TabJIeTUPOBAHHKIX JIEKAPCTBEHHBIX
GOpM SBJIAETCA -KPOCKAPMEJLIO3a HATPHSI, B COOTBETCTBUH C IIPENTIOYTUTENHHBIM
BapHAaHTOM B TMpenesjaX OT MPHOIM3UTENbHO 1% [0 NPUGIM3HUTENIHLHO 10%, B
COOTBETCTBMM C 0OJIee MPEATIOYTUTEILHBIM BAPMAHTOM OT MPUGIU3UTENHHO 2% 1o
NpUONU3UTENLHO 6%, M B COOTBETCTBUM C elle 0ojee NPEATIOYTUTEIBHBIM
BADUAHTOM B IIpefenax NpHONU3UTENbHO 5% oOT ofMleil Macchl YHOMSIHYTOM
KOMITO3UIIUU.

CpA3bIBaOIIVIE BENIECTBA U aATe3UBBI

VYnomsHyTeIe dbapmauepTHyeckue KOMITO3UIIUH, COOTBETCTBYIOLIHE
HACTOALIEMY M300PETEHUIO, MOTYT (haKyIETATUBHO BKITIOUATh OJHO JIM0O HECKOILKO
CBS3BIBAIOLIMX BELIECTB /MO0 aAre3aBOB B KAYecTBE HOCHTENd. Takue
CBA3bIBAIOIIME BEINECTBA M aAre3WBHl B COOTBETCTBHMM C IIPEATOYTHTEIBHBLIM
BapUAaHTOM  HA[CHAIOT TMOPOLUKW  [JOCTAaTOYHON CTENEHBIO CIUIAHUS UL
obecrieyeHHs] BO3MOXHOCTH HOPMAJIBHOM TeXHOJIOTHYECKOIM o6paboTku, Harpumep,
NpUIaHusl  HeOOXOAMMBIX  pa3MepoB, BBEACHUS  CMAa3bIBAIOILUX BEIIIECTB,
TNIPECCOBAHMA M YHAKOBKM, W, HAPsy C 9TUM, IO3BOJISIIOT TaGJIeTKe paclajnarhes, a
YIIOMSHYTOH KOMIO3MUMH DPacTBOPSTHCS TP IMpUeMe BHYTPh. K IOIXOZSIIIM
CBSI3BIBAIOIIUM BémeCTBaM W aare3MBaM MOIYT OTHOCUTBCS, CAMOCTOSITEILHO TUGO B
COYCTaHMH, TAKME CBSASLIBAIOLIME BEILECTBA M aAre3WBBI, KaK apaBMMCKas KaMelb,
TParakaHT; caxaposa, XeJIaTHH; III0KO03a; KpaXMall; LEJTION03bl, HanpuMep (OTHAKO
UMH HE OTPaHUYMBAIOLIUECS), METWILEIITIONO03a H
HaTpuiikapbokcuMeTunuesnonosa (Hanpumep, TyloseT™): anprubosas Kuciora u
COJIY aJIbITUHOBOM KHUCIIOTH; aTIOMOCHINKAT MarHus; TTOJIMSTUJICHITIUKOJIb; TyapoBas
KaMCAb;  IONMCaXapUAHBIE  KHUCJIOTHI, OGEHTOHHTH;, MONUBUHIIIIUPPOIMIOH
(TOBUIOH);  TONMMMETaKPWIATH,  THAPOKCUIIPOMWIMETHIIIENTIONO3a (HPMO);
ruppokcunpomuiiesnmonosa (Klucel™); stumuenmonosa (Ethocel™): wua6yxummix
KpaxMan (Hanpumep, National™ 1511 wu Starch 1500). B coctaB HacTOSILHX

(I)apMaI_ICBTI/I‘IeCKI/IX KOMITO3HLIMIT BXOOHUT OOHO JIMGO HECKOJBKO CBA3BIBAIOLIUX
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BELIECTB ¥M/WIM  aiTe3UBOB B Npemesax oOT npubausurenso  0,5% no
IpUOIU3UTENbHO 25%, B COOTBETCTBHUU C MPEOIIOYTUTENbHBIM BapHaHTOM OT
npubnusutenbHo 0,75% [0 NpUOGTU3UTENBHO 15%, u B coorBeTcTBUM ¢ GoJee
IPEANIOYTUTENBHBIM BapUAHTOM OT IpHMOIM3uTENbHO 1% no npubmusurenbHo 10%
OT OOIIEH MacChl YITOMSIHYTOM KOMITO3HIMH.

IIpenrnoYTUTENBHBIM ~ MCIIONB3YEMBIM  CBSA3BIBAIOLIAM BEIECTBOM SIBJISIETCA
THIPOKCHITPOITMIMETHIILICIUIIONO03a, KOTOpasl HamelseT KOre€3MOHHBIMU CBOMCTBAMU
HIOPOIIKOBYIO ~ CMECh  YIIOMSIHYTOM  JIEKapCTBEHHOM  ¢GopMel  3IuiepeHoHa.
VIOMSIHYThIE KOMIIO3MLIMM B COOTBETCTBHU C MPEAIIOYTUTEIBHEIM BapHAHTOM
BKJIIOYAIOT TMAPOKCUIIPONMIMETHIILIE/UIIONO03Y B KAYeCTBE CBSA3BIBAIOLIETO BEIECTBA
B mpefenax ot npubiusutensHo 0,5% no npuGnusurensHo 10%, B COOTBETCTBUH C
GoJiee MPEeANOYTUTENPHEM BapUAHTOM OT MpUGIH3HUTENbHO 1% No NPUOIU3UTENLHO
8%, W B COOTBETCTBHH C elle 06ojJee MPeNIIOYTUTENLHBIM BAPDUAHTOM OT
NPUONTU3UTENbHO 2% [0 npuGausuTebHO 4% OT O6IIEH MacChl VIIOMSIHYTOM
KoMnosuuuu. Hcmonb3oBaThest, Kak MpaBWIO, MOXET HHU3KOMOJEKYJISIpHas
THAPOKCUIIPONTMIMETHILEIUTIONO3a,  MMEIOLasl  BSI3KOCTH B IIpefenax  oT
npubmusurensHo 2 cIl mo nmpuGnusutenvHo 8 cIl, xors NMPENNOYTEHUE OTAAETCH
BASKOCTM B mpenenax oT npubausutensHo 2 cll mo mpuGnusurensHo 6 cIl, B
OCOOCHHOCTH, BSI3KOCTH OT IpuOmusutensHo 2 cll mo mnpubausurensro 4 cIl.
Bazkocth onpeﬁenﬂeTCH B 2% pacTBope B Boxe Npu TeMmeparype 20°C.
ConepxaHue METOKCHIBHOM COCTABJISIONIE T'MJIPOKCUIIPOITMIME THJILIEJUTIOIO3 b
COCTAaBJIACT, KaK NpaBWIO, OT NPHOIU3UTENLHO 15% 10 mpubnusurensHo 35%, B TO
BpEMA KaK CONEPXKAaHUE TMAPOKCUIIPONMILHON COCTaBIAIONIEN HAaXOOWUTCS, KakK
NpaBWIO, B MIpefenax 10 15%, B COOTBETCTBUM C MpPEONIOYTHUTENBHBIM BAPUAHTOM B

TNpefenax oT MPUGINU3UTENLHO 2% 0 npubau3uTeIbHO 12%.
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YBIaXHAINAE KOMIIOHEHTEI

DIIEPEHOH, [aXe TOHKOM3MeIbYeHHbIi SIVIEPEHOH, TMpPaKTHYEeCKM He
pacTBopsieTcs B BOJIHOM pacTBope. COOTBETCTBEHHO, YIIOMSTHYThIE
GbapmaLieBTHYECKME KOMITO3ULMH, COOTBETCTBYIOLLUE HaCTOSIEMY H300pETEHMIO,
MOIYyT  (GakylIbTaTUBHO BKJIIOYaThb ONMH JHMOO HECKOIBKO YBIIAXHSIOIINAX
KOMIIOHCHTOB B KaY€CTBE HOCHUTENS, B YaCTHOCTH B Cjly4ae TabIeTHMPOBAHHBIX
JIEKapCTBEHHBIX ¢(opM. Takue yBIaXHAIOMME KOMIIOHEHTHI B COOTBETCTBMU C
IPCAMIOYTUTEBHEIM ~ BADMAHTOM IOANEPXKMBAIOT SIUVIEPEHOH B  pacTBOpe W
TIOBBLIIIAIOT GHOJIOTUYECKYIO JOCTYIIHOCTh TakKoil (hapMalleBTHYeCKOl KOMIIO3HIIMH.
K nmonxonsummM yBaaXHSIOIMUM KOMIIOHEHTAM MOIYT OTHOCUTBCSI, CAMOCTOSITEILHO
JU60 B COYECTAHMH, TAKHE YBIAXKHAIOIIME KOMIIOHEHTH, KaK OJCHHOBASI KHCJIOTA,
TJIHLEPUIMOHOCTEAPAT; COpPOHUTaHMOHOOJIEAT; copObUTaHMOHOJIayparT;
TPUSTAHOJIAMUHOJIEAT;, MOJHOKCUITIWIEHCOPOUTAHMOHOOMNEAT, ITOJMMOKCHAITIWICH-
COPOUTAHMOHOJIAYpPAT; OJeaT HATPMsA M JIAYPHICYJIbdar Hatpus. IlpeamouyreHue
OTHACTCS YBIAXHSAIOLIMM KOMIIOHEHTaM, ABISIOIINMCS aHHOHHBIMHU ITOBEPXHOCTHO-
aKTUBHBIMU BelleCTBAMH. B cocraB Hacrosmmx (apMaleBTHYECKUX KOMITO3UIUI
BXOOUT OOHWH JIMOO HECKOJBKO VBJIAXHSIOUIMX KOMIIOHEHTOB B Ipeaegax or
npubmusurensio  0,1% o npubIU3UTENBHO 15%, B COOTBETCTBUU C
NPEAIIOYTUTEIBHEIM BAPUAHTOM OT NpHOGAM3uTensHO 0,25% [0 IPUOIU3UTETHHO
10%, v B cooTBeTcTBMH ¢ G6oJiee MPEATIOYTHUTETLHEIM BapMaHTOM OT
npubnusnTensHo 0,5% no mpMOAM3UTENBHO 5% OT OGINEil MacChI VIIOMSIHYTOI
KOMIIO3UIMH.

TIpeAnIOYTUTEIBHBIM  YBIAXHSAIOIIMM KOMIIOHEHTOM JUISI TabJIETUPOBAHHBIX
JIEKapCTBEHHBIX (GopM ABIAETCA Jlaypuicyibdar Hatpus. B cocras YIIOMSIHYTBIX
KOMITO3ULIMH, COOTBETCTBYIOIUMX HACTOSIUEMY H30GPETCHMUIO, Jaypuncyiabdar
HaTpUs  KakK ‘YBJIa)KHSIIOLL[I/II‘/'I KOMIIOHEHT BXOAUT B COOTBETCTBHU C
[IPCATIOYTUTENbHEIM BapUaHTOM B IIpeAenax oT npubnusureasHo 0,25% no
NPUOMU3UTENBHO 7%, B COOTBETCTBUM ¢ GoJiee IpeqIIOUTHTEAbHEIM BAPUAHTOM OT
npubausurenbHo 0,4% mo npuGIM3UTENbHO 4%, U B COOTBETCTBUH C eme Oosee
IIPCATIOYTUTC/IBHBIM ~ BapMAaHTOM B IIpeAeiax oT npudnusurenasHo 0,5% no
HNPUOTUUTENBHO 2% OT 06LIEit MAcChl YTOMSHYTOM KOMITO3UIIMH.

CMasbIBalolllie BelIECTBA

Ynomsanytele dapmarieBTHUECKHE KOMITO3UILIHH, COOTBETCTBYIOLINE

HACTOSILIEMY M300pETEHHIO, MOTYT (haKyIbTATUBHO BKJIIOYATH OIHO JUG0 HECKOIBKO
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CMa3bIBAIOLINX BEIUECTB M/MIM KOMIIOHEHTOB, ITOBBILIAIOLINX CKONbXEHUE, B
KayectBe HOCHUTENs. K  moAXomsimM  cMaseBalOIIMM — BelllecTBaM U/UId
KOMITOHCHTaM, HOBBIIIAIOMIMM CKOJIbXEHHE, OTHOCHATCS, CAMOCTOSITE]LHO JUGO B
COYETAHUM, TaKue CMasbIBAIOLME BELUECTBA M/WIH KOMIIOHEHTBI, IOBBIILAIOIIUE
CKONbXEHHE, Kak miuuepwiGereHar (Compritol™ 888); creaparsi  Meramios
(HampuMep, creapaThl MarHus, Kajblud WU HaTpHs), CTeapUHOBas KUCIIOTA,
TMAPOTCHM3MPOBAaHHBIE PACTUTENbHBIE Macia (Hampumep, SterotexT™): Tanpk;
BOCcKHM; Stearowet™; GopHas kucnora; GeHsoar HaTpHs M aleTaT HaTPUs;, XJIOPUL,
HaTpus; DL-neiiunn; nommstwieHrvkonu (Hampumep, Carbowax™ 4000 wu
Carbowax™ 6000); oneat Hatpus; GeH30aT HaTpus; aleTaT HaTpUsl; JIaypuicyanbaT
Hatpud; creapunpymapar Hatpus (PruvT™™); u maypuicynedar maraus. B cocras
HacTOSIMX  (hapMalleBTUYECKUX KOMITO3MIMIA BXONUT OOHO JUOO HECKOIBKO
CMa3bIBAIOIINX BELIECTB B Ipenejiiax oT npubnusurensHo 0,1% no nmpubnusuTesbHO
109, B COOTBETCTBMU C IIPEANOYTHTENLHBIM BAPHAHTOM OT npubausuteasio 0,2%
IO NPpUOTU3UTENBHO 8%, U B COOTBETCTBHHU ¢ GoJiee NPEATOUTUTENLHBIM BapHaHTOM
OT npubausuTenpHo 0,25% 10 npubIM3UTENBEHO 5% OT O6ILEll MacChl YIIOMSTHYTOM
KOMITO3UILIHH.

IIpeANOYTHTENBPHEIM ~ CMA3HIBAIOIIAM  BELIECTBOM, HUCIIONB3YEMBIM IS
CHIDKCHMST TPEHUSA MEXIY 0OOPYIOBaHHMEM M IPAHYJIATOM B MPOLECCE ITPECCOBAHM,
SIBJISIETCSI cTeapaT MarHus.

Belliecta, NpengTCTBYIONINE NPUINNIAHUIO, WIM KOMIIOHEHTEL, TIOBBIHIAIONINE
CKOJIbXEHUE

YnoMsiHyTbIE dapMarieBTHYECKHE KOMITO3HIIHH, COOTBETCTBYIOLIYIE
HaCTOsILIEMY U300pPETEHHIO, MOTYT (DaKyIbTaTUBHO BKITIOYATE OMHO JMG0 HECKONBKO
BCLICCTB, MPEMATCTBYIOIIMX MPHIMIIAHMIO, WIX KOMIIOHEHTOB, ITOBBIUIAIOIIMX
CKOJIBXCHHUEC, B Ka4eCTBE HOCUTE/. K monxomdiyM BelectBaM, MpeNSITCTBYIOLIAM
IPUINIAHUIO, WM KOMIIOHEHTaM, TMOBBILAIOIIMM CKOJIbXEHHME, OTHOCSTCA,
CaMOCTOATENIBHO  JIMOO B  COYETAHMM, TaKHe BEIUECTBA, IIPEIISITCTBYIOLLME
NpWIANAHMIO, KaK TaibK, KYKYpysHBIii Kpaxmain, Cab-O-SilTM, Syloid™,
DL-neiiuyH, naypuicynsdar HaTpus M cTeapaThl METAUIOB. B cocTas HaCTOSIIHUX
GbapMalleBTHYECKHX KOMITO3MIMI BXOOUT OOHO JHMOO HECKOJIBKO BEILIECTB,
HpeI'ISITCTBy}OHH/I)'( NPWINIIAHUIO, WM KOMIIOHEHTOB, HMOBHIMIAIONINX CKOJbXEHHE, B
npefenax ot npubmusurensHo 0,1% mo mpubGnusurenbHo 15%, B COOTBETCTBUMH C

NPeNNOYTUTENbHBIM BapUaHTOM OT npubnusurensHo 0,25% 5o NpUOGIU3UTETBHO
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10%, M B COOTBETCTBHH ¢ 6Gojee IIPEAMOYTUTEIFHEIM  BapHaHTOM  OT
Npu6Iu3uTeNnbHO 0,5% IO NMpUOGIM3HTENbHO 5% OT O6IIEH MAcchl YIIOMSHYTOM
KOMITO3UIIHH.

Tanbk  gBideTcsS  NIPEAIIOYTUTENHBHBIM BELICCTBOM,  IIPENMSITCTBYIOLIMM
[IPUINIIAHUIO, W KOMIIOHEHTOM, MOBHIIUAIOLIMM CKONBXEHUE, MCIIOIb3YEMBIM IS
CHUXEHUA TIPUWINIIAHUSA JIEKapCTBEHHOM (OpMBI K TIOBEPXHOCTH OGOPYIOBaHMS, a
TAKXKE AJI1 CHYKCHUA 3apsAia CTaTHYECKOro 3JIEKTPUYECTBA B YIIOMSHYTOM cMecH. B
COCTAB YIIOMSAHYTBIX KOMITOSULMI B COOTBETCTBHMH C IIPEIIIOYTUTEILHEIM BAPUAHTOM
TJILK BXOIMT B IpeAenax oT npubmusurensHo 0,1% no mpubnusurensHo 10%, B
COOTBETCTBUU C 0GoJiee NPEANIOYTUTENLHEIM BAPUAHTOM OT npubausutenbHo 0,25%
A0 TPUOIU3UTENBHO 5%, M B COOTBETCTBHUHM C e€lle Gojee IIPEATTOYTUTEIHHBIM
BapHaHTOM OT NpUOIM3uTENbHO 0,5% N0 NpUOIU3UTENBHO 2% OT OGLIEH MacCHl
YIIOMSHYTOM KOMITO3UIIUY.

B dapmanesTHyecKoM JeNle M3BECTHBI APYTHe HOCHTEIM (Takue Kak Kpacsiue
BEHIECTBA, KOPPUI€HTBI U NOIACNAIIMBAIOLINE BEIIECTBA), a TaKKe CIIOCOGDI
BBCIICHUS, KOTODEIE MOTYT HCIIONB30BATLCS TPH MOMYYEHHH (HapMalleBTUUECKIX
KOMIIO3HLIMH, COOTBETCTBYIOLIMX HACTOALIEMY M306peTeHmio. TabaeTku MOTYT
MMETh MOKPBITHE NGO OBITh HEMOKPBITBIMH.

B coorBeTcTBMM C OHHMM U3 BAapUAaHTOB OCYILECTBICHUS HaCTOSLIETO
M300pPETCHUS  YIOMSHYTbie  (dapMaleBTHYECKME  KOMIOSHLMM  BKIIOUAIOT
TOHKOM3MEJIBYEHHBIM OIUIEPEHOH B HEOOXONMMOM KOJIMYECTBE M OOWH JIMGO
HECKONILKO  IEJUTIONO3HBIX  HOCHTEIEIL. YIOMSHYTHIIT TepMHMH "LIEJUTIONO3HBIE
HOCHUTEIN" O0O3HAYaeT HOCWUTENH, BKJIIOYAIOHIME LEJUTI0N03Y OO IPOM3BONHOE
HEJUTIONO3bI, TaKWMe KaK OYMINEHHAas LEe/UNoN03a; MHKPOKPHUCTALIHYECKAs
UELToNI03a;  alKWILEIIoN03a, WX INPOM3BOOHEIE U COMM  (HalpHuMep,
METIWILICJUTIONO3Y, HaTPUHKApOOKCUMETWILEIUTION03Y, KapGOKCHMETHIIIIELTIONO3Y,
KpOCKapMeJUIo3y HATpusl, THAPOKCUIPOIIIIEIUIIONO3Y, THUAPOKCUTIPOIIUIMETHI-
HEJUION03y ¥ T.OI). B COOTBETCTBMM C TIPENNIOYTHTENLHBIM BapHAHTOM KaK
MHUHUMYM OIOHUM HOCHTENEM SBIAETCS MLELN0I03a, BbIOpaHHAs W3 TIPYIIIH,
BIrovarouen Ci-Cg-anKuiuesunionosbl, UX MPOU3BOAHBIE U COJU. B COOTBETCTBUU
C ele Gosee NPEANOYTUTENLHBIM BAPUAHTOM YIOMSHYTYIO LEJUTIONO3Y BBIOHpAIOT U3
TPYIIIBI, BKIIOYAIOLICH M'MIPOKCUATKUIANKIWINIEIUIIONO3EI, UX IIPOM3BOIHBIE U COJIU.

B coorBetcrBMM C ellle Golee IMPENNOYTHTENHHBIM BAPUAHTOM YIIOMSHYTYIO
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LIEJUTIONIO3Y BBIOMPAIOT M3 IPYINBI, BKJIIOYAIOINEH ruaApokcH(Cy-Cy-ankmn)(C-Cy-
AJIKWJT)LEJUTIONO3B, UX MPOU3BOAHEIE U COJH.

OTH dapMalleBTUYECKHE KOMIIOZMIMHM, BKIIOYAIOLUIME TOHKOW3METbUEHHBIIH
SIUVIEPEHOH B HEOOGXOAMMOM KOJHYCCTBE, M OOMH JIHOO HECKOJIBKO IIEJUIIOIO3HbIX
HOCHUTENIel, B COOTBETCTBHU C TMPEAIIOYTUTEILHEIM BAPHAHTOM JOMOJHHUTELHO
BKIIOYAIOT OAMH JHOO HECKOJBKO HOCHTENeH, BHIOPAHHBLIX M3  TIPYIIIHL,
BKIIOYAIOINEH  pasGaBuTeNd,  [JE3WHTErPaTophl,  CBA3LIBAIOLIME  BEILECTEA,
YBIQXHSIOUIME  KOMITOHEHTBI,  CMasbiBalOLME  BEIIECTBA M  BELIECTBA,
IIPENATCTBYIOLIME npmnﬁanmo. B coorBercTBUM ¢ Gollee IPENIIOUYTUTENBHBIM
BapHaHTOM 3TH (apMalieBTUYECKUE KOMITO3MIIMHM BKIIIOUAIOT OMUH JMG0 HECKOIBbKO
HOCUTEJIEH, BBIOpaHHBIX U3 TPYTIIIHI, BKJTIOYAlONIeit JIaKTOo3Y,
MUKPOKPUCTAIUTHYECKYIO LIEJUTIONO3Y, KPOCKapMeJio3y HaTpus,
TUAPOKCUNIPOIMIIMETIILEIIIONO03Y, JlaypuwicynbdaT HaTpus, cTeapaT MarHus MU

TaJIbK. B cooTBeTcTBHM C eue Oonee IPEANOYTUTEABHBIM BapuaHTOM 3TH

dbapMaleBTHYECKIE KOMITO3UIIMH BKJTIOYAIOT MOHOTHAPAT JIaKTO3HI,
MUKPOKPHUCTALTHYECKYIO LIEJUTIONO03Y, KPOCKapMeJUIO3Y HaTpUst U
TUAPOKCUNIPOIIMETHILEILIIONO3Y. B COOTBETCTBHU c eie boJee

NPEANOYTUTETbHBIM BapHaHTOM STH dapMalieBTHIECKHE KOMIIO3UIIHH
JOIIOJHUTENBHO BKIIIOYAIOT OOUH JIHOO HECKOJBKO HOCHUTENEH, BHIGPAHHBIX U3
TPYIIIbI, BKIIOYAIOIIEH JaypuicynbdaT HaTpus, cTeapaT MarHUS U TaJIbK.
OrmenbHple  (apMaleBTHMYECKH NpPHEMIEMBIE HOCHMTENIM, OINUCAHHEIE B
BBLIICYTIOMSAHYTOM BapHaHTE OCYIUECTBJICHUS] HACTOSIILET0 M300pETEHHsI, MOTYT
¢aky/nbTaTMBHO 3aMelUaThcsi, B C/ydae HEOGXONMMOCTH, APYTUMH TIOIXOMSIIMMHU
HocutensaMu. Ilpuemiemele 3aMelaroliie HOCUTEIN XUMHYECKH COBMECTHUMBI KaK C
BIVIEPEHOHOM, TaK M C JPYTMMU HocuTesiiMu. HecMoTpa Ha BO3MOXHOCTH
HCTIONB30BAHMSA APYTHX pa3baBuUTelieli, Ae3MHTEIPATOPOB, CBI3BIBAIOIIMX BEIIECTB M
a[re3UBOB, YBIAXHSIOIUUX KOMIIOHEHTOB, CMA3bLIBAIOIIMX BEIIECTB M/VJIM BELIECTB,
IPEMATCTBYIOUMX NPWJIHNAHKIO WIM KOMIIOHEHTOB, IIOBBIHIAIOIINX CKOJIbXKEHUE,
OBLIO YCTAHOBNEHO, ONHAKO, YTO YNOMSHYTHIE (hapMalleBTMYECKUE KOMIIO3HIIMH,
BKJI0YAIOLIME TOHKOM3MEIBYEHHBIN 3IUIEPEHOH, JIAKTO3Y, MHKDPOKPHCTAIIIMUECKYIO
LEJUTIONO3Y, KpoéKapMeJmosy HaTpUsi ¥ THAPOKCUNIPOIWIMETHIILEIUIIONO03Y, a TAaKXKe
GbaKyIbTaTUBHO JaypuicynbdbarT HaTpHs, cTeapaT MaTHUS M/WIM TaibK, 00J1afaioT
NIPEBOCXOJHBIM  CoYeTaHWEM  (PapMAKOKMHETUYECKMX, XHMHYECKHX  U/WIHA

(H3NYECKUX CBOHCTB OTHOCHTEIBHO JPYTUX MOJOOHBIX KOMIIO3ULIMIA.
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B COOTBETCTBMM ¢ J[pyIMM BapHMaHTOM OCYILECTBICHHS HACTOSHIETO
H300peTeHNs, YIIOMsIHYyTasi hapMalieBTHYecKasi KOMIIO3MLAS BKTIOYAET:

- OT nmpubnausuressHo 1% (Macc.) o  npubnusurensHo  95% (Macc.)
TOHKOM3MEJILYEHHOTO SIUIEPEHOHA;

OT npuOIM3uTeNbHO 5% (Macc.) nmo  mnpubmusurensHo  99% (Macc.)
¢apManeBTUYECKH IPHEMIIEMOTO Pa3GaBUTEIIS;

oT mnpubmusurenvHo 0,5% (Macc.) g0 mpubmusuTensHo  30% (Macc.)
(apMareBTUYECKM NIPHEMIIEMOTO Ie3UHTETPATOPa; 1

oT npubmusureabHo  0,5% (Macc.) Ho OpUGTM3UTENBHO  25% (Macc.)
dapMalieBTHYECKH MPUEMITEMOTO CBSI3BIBAIOIIETO BEILIECTBA. Cly7i
¢apMareBTHYECKME KOMIO3ULMHU (aKyAbTATHBHO MOTYT JOMOMHHTENBHO BKIIOYAT
oT  npubnusurenbHo  0,25% (Macc.) mo  mpubausuTensHOo  15% (Mmacc.)
dapMaLieBTHYECKH NPUEMIEMOTO YBIAXHSIOUIETO KOMIIOHEHTA, OT NMPUOTIU3HUTETHHO
0,1% (macc.) no mpubmusurensHo 10% (Macc.) dapMaleBTHYECKH IIPUEMJIEMOTO
CMAa3bIBaIOLICTO BELIECTBA; OT npubausurenbHo 0,1% (Macc.) I0 NpUGIU3UTENHHO
15% (Macc.) dapMaueBTMYECKH MPUEMIIEMOTO BEIECTBA, IMPENITCTBYIOLIErO
NPWIKITAHHIO.

YHOMSIHYTHIN TePMUH “MAaccoBHIA IpoueHT" (% (Macc.)), MCHONb30BAHHBIA B
HacTOSIIIEM  ONMCAaHUU, ODO3HAYAET MACCOBBI MPOIEHT  OIPEHEIEHHOTO
HHIPENNCHTA, MCXOAA M3 OOWIeHi Macchl BCEX MHIPEAUEHTOB YHOMSHYTOM
KOMITIO3HIIHH. '

B cooTBeTcTBMM c ele OZHOM BapMAHTOM OCYIIECTBJICHHS HACTOSIIErO
U3006peTeHHs YIIOMSHYTas dbapmaneBTHYECKaA KOMITO3ULIUS BKJIIOYAET
TOHKOU3MEJIBYCHHBIH SIUIEPEHOH M HEJUTIONO3HBINA HOCUTENb, TIPHYEM YIIOMSIHYTbIE
KOMIIO3ULIMM H3rOTOBJICHBl B BHIE IEPOPAIbHBIX CTaHAAPTHBIX JO3MPOBAHHBIX
JEKAPCTBCHHBIX ()OPM, B NPENNIOYTHTEIFHOM BapMaHTe TabJeToK JHGO Karncysn. B
COOTBCTCTBMM C  MPENITOYTUTENbHBIM BapHaHTOM YHOMSIHYTasl KOMIIO3MIIHS
AOTIOTHUTENPHO BKJIIOYACT OAMH JIMOO HECKOJBKO HOCHTENEH, BBHIODAHHBIX U3
TPYTIIBI, BKIIOYAIOIIEH MOHOTHAPAT JaKTO3bl, MUKPOKPUCTAIMYECKYIO LIEJUTIONO03Y,
KPOCKapMeJIo3y — HaTpus, TUIPOKCHUITPONMIMETIILEIUIION03Y, JaypuwicylibdaT
HaTpHUsd, Talnbk U creapar MarHuss. Ocoboe mNpenmoyTeHWe OTAAETCI TOMY, YTOOHI
Pa3IMYHBIE KOMIIOHEHTH! YITOMSHYTOM KOMITO3ULIMM TIPHCYTCTBOBAJIM B KOJMYECTBAX

160 MacCOBBIX HOOJIAX, YKA3aHHBIX Jajce.
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B cootBercTBHM ¢ emie omHum BapyUaHTOM OCYIIECTBICHHSI HACTOKIIETO
M300peTeHN  YIIOMSIHYTBIE  (bapMalleBTHUECKHIE KOMITIO3MLIMM HMEIT ¢dopMmy
CTAaHAAPTHBIX NO3UPOBAHHEIX TABIETOK JIUOO KAIlCyil.

B coorsercTBMM ¢ ewle omHMM BapuaHTOM OCYILECTBJICHHSI HaCTOSALIEro
U300pETEHUT  VITOMSHYTHIE  (bapMalleBTHYECKHUE KOMITO3UIIUU, BKJIIOYAIOLIUE
TOHKOM3METBYEHHBII SIVICPCHOH M OJOWUH JIMOO HECKONBbKO HOCHTENEH, HUMEIOT
TICPOPAIIEHYIO CTAHOAPTHYIO LO3HPOBaHHYIO (GOPMY, IIPUTOAHYIO AJIS IEPOPAIHLHOTO
OQHO- JIMOO JABYXPasOBOTO BBENEHHS B J€Hb. B COOTBETCTBUM c ele Gojee
HPCAIIOYTUTENABHBIM BapHaHTOM 3TH (papMaleBTHYECKHE KOMIIO3ULIMH BKIIIOYAIOT
TOHKOU3MEJIBYEHHBIN SIUIEPEHOH M OHUH JMOO0 HEeCKOJILKO HOCHTEJIEN, BEIOpaHHBIX
U3 TIPYNIbI, BKJIIOYAIOHIEH MOHOTHIpPAT JIAKTO3hl, MHKPOKPHUCTAIUIMUECKYIO
LEJUTI0NO3Y, KPOCKapMeIIo3y HaTpus, THIPOKCHIIPOITMIMETWILIEIUTIONO3Y,
Jaypuicynbgar HaTpHs, TAJIbK M cTeapaT MarHus. OcoBoe MIPEATIOYTEHUE OTHACTCS
TOMY, YTOOBI Pa3IMYHbIE KOMIIOHEHTH! YIIOMSHYTOH KOMITO3HIIMU NIPUCYTCTBOBAJIA B
KOJIN4ecTBax JIMOO MacCCOBBIX HOJISAX, YKA3aHHBIX Hdajiee.

B coorBeTcTBMM ¢ eile ONHMM BApHAHTOM OCYILUECTBIEHHUS HACTOSIIETO
M300pPETCHH  YMOMSHYThle  (apMalEeBTHYSCKHE  KOMIIOZMLMM  BKIIIOYAIOT
TOHKOM3MEIBYCHHEIH 3IUISPEHOH W OIMH JIMGO HECKOJNBKO HOCHTENIEH, KOTODHIE B
Clydac TEpOpajibHOrO BBEACHUS MMAIMEHTY-4ENIOBEKY, HYXTAIOUIEMYCS B HMX,
00ECIeYNBAIOT II0C/E IIEPOPANLHOTO BBENEHHS TepareBTHYECKUIl addextT kak
O7OKaTOpBl PELENTOPOB AJLIOCTEPOHA B TEUYEHUE IIPOMEXYTKA BpPeMEHH OT
npubnusuTeNbHo 129 go mpubnusurenbHo 24 4, B COOTBETCTBUU C
NPEANIOYTHUTESIIEHBIM BAPUAHTOM B TEYEHHE KaK MUHMMYM NPUOIU3UTENbHO 24 4. B
COOTBETCTBUM C €llie GoJiee MPEANOYTUTENFHEIM BAPUAHTOM 3TH bapMalleBTHYeCcKIe
KOMIIOBMIMH BKJIIOYAIOT TOHKOM3MEJIbYECHHBIN SIUIEPEHOH M OOUH JTHGO HECKOJIBKO
HOCUTENEH, BBHIOPAaHHBIX W3 TPYNINB, BKJIIOYAIOLIEH MOHOTHAPAT JIaKTO3HI,
MHUKPOKPUCTAIUTHYECKYIO LEJUTIONO3Y, KPOCKapMEJIIo3y HaTpud,
TMIPOKCHNPONWIMETIILIEIUTIONO3Y, JIaypuicylibdaT HATpUSA, TAIBK M cTeapar
MarHusi. Oco0Goe NpennodYTeHNe OTHASTCA TOMY, YTOOBI PasiUYHbIE KOMITOHEHTHI
YIIOMAHYTOH KOMIIO3MLMU NPUCYTCTBOBAIN B KOJUYECTBAX JIMO6O MACCOBBIX JOJISX,
YKa3aHHBIX Jaee.

B cooTBeTCTBMM C €Ile OOHHM BapUAHTOM OCYIIECTBICHWsS HACTOSILETO
H300peTeHMs],  YTIOMSIHYTHIe  (apMalleBTUYECKME  KOMITO3HLIMM  BKJIOYAIOT

TOHKOU3MEJILYECHHBIN SIUIEPEHOH U OOWH JIMOO HECKOJIBKO HOCUTEJIEH, KOTOpDBIE B
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c/lyyae IEpOPAJLHOTO BBEACHHUS MALWEHTY-Y€JIOBEKY, HYXIAIOLIEMYCS B HUX,
BBISBIBAIOT HOCJIE IpUeMa YIIOMSHYTOH KOMIIO3MIIMM BHYTPb CpeliHee VBEJUYEHUE
KOHLCHTpaUUW PpEHMHA B CBIBOPOTKE KpPOBM, COCTaBASIOIiee KaK MHUHHMYM
npubnusurenbHo 10%, B TeueHHe MPOMEXYTKA BPEMEHU OT NPUGIU3UTEeNbHO 12 9
JO TpPUOIM3UTENILHO 24 4, B COOTBETCTBMM C IIPEANOYTUTEIHHBIM BapHAHTOM B
TeUEHHE NPUONTHU3UTENLHO 24 4. B cOOTBETCTBHM C ellle GoNiee IPEATOUTHTENbLHBIM
BapHaHTOM 35TH (hapMalleBTUYECKHE KOMIIO3HUIMH BKITIOYAOT TOHKOU3MEIbYEHHBIH
SIVIEPCHOH M OOUH JHMOO0 HECKOJBKO HOCHUTENeH, BBIODAHHBIX M3 TIPYIIIIHI,
BKIIOYAIOLIEHi  MOHOTMIPAT  JIaKTO3bl, MHKPOKDPHCTAUIMYECKYIO  LEJUIIONIO3Y,
KpOCKapMeLIo3y  Harpusd, THAPOKCUIIPONMWIMETWILE/UTIONO3Y, JIaypwicyabdat
HaTpusd, Talbk U creapar MarHug. Ocoboe NPEANOYTEHHE OTAAETCS TOMY, UYTOGHI
Pa3NIHBIC KOMIIOHEHTHI YIIOMSIHYTOM KOMITO3ULIMM IIPHUCYTCTBOBAJIM B KOJUYECTBAX
JInGO MaccoBBIX HONAX, VKa3aHHBIX Jajee.

B coorBercTBMM C emle OOHMM BapUMaHTOM OCYILECTBIECHMS HACTOSILETO
M300pETEHUSI  YIIOMSIHYTHIE papManeBTHYECKHE  KOMITO3ULIMHU BKJIIOYAIOT
TOHKOM3MEJIbYEHHBIN SIUIEPEHOH M OOMH JIMOO HECKOJIBKO HOCHTENEH, KOTODHIE B
Cliydae MNEpOpaIbHOIO BBEACHUS MALMEHTY-YeJIOBEKY, HYXIAIOIEMYCd B HUX,
BBISBIBAIOT MOC/E IIPHMEMA YINOMSHYTOM KOMIIO3MLIMM BHYTPb CPENHEE YBEIMYECHUE
KOHLECHTPALMH aJIbIOCTEPOHA B CHIBOPOTKE KPOBH, COCTABJSIOLIEE KAK MHHMMYM
npubnusuTensHo 50%, B TeuyeHHE MPOMEXKYTKA BPEMEHH OT npubausuTenbHo 12 g
B0 249, B COOTBETCTBUM C IPEAMOYTHTENLHBIM BAPHAHTOM B TedeHUE
NpUOMN3UTENBHO 24 4. B cooTBercTBUM ¢ ellle Gojiee IMPeQIIOYTHTENLHBIM
BapUAHTOM 3TH (PapMaLeBTUYECKUE KOMIIOZHMLMH BKIIOYAIOT TOHKOU3MEIbYECHHEBILH
SIVIEPEHOH M OOMH JMOO0 HECKONBKO HOCUTENel, BBIOPAHHBIX W3 TPYIIIHL,
BKJIIOYAIOIEHl ~ MOHOTHMApDAT  JIaKTO3Bl, MMKPOKPHCTAUTMYECKYI0  LIEJUTIONO3Y,
KpOCKapMe/UIo3y ~ HaTpHsi, THMAPOKCUIPOMWIMETWILEIUIIONO3Y, Jaypuicyabdar
HAaTpUd, TaJibK u creapaT MarHus. Ocoboe NpeanoYTeHHe OTHAETCS TOMY, YTOGBI
Pa3INYHbIE KOMITOHCHTHI YITOMSHYTOH KOMIIO3UIIMM IIPUCYTCTBOBAIN B KOJHMYECTBAX
JIM060 MacCOBBIX JONAX, VKa3aHHBIX Jajee.

B cooTseTcTBMM C el OOHMM BApMaHTOM OCYLIECTBIEHMS HACTOSILETO
U300peTeHusl,  YNOMSIHYTHle  ¢bapMalleBTHYECKHEe  KOMIIO3MIIMM  BKJIIOYAIOT
TOHKOM3MEILYEHHBII SIUIEPEHOH W ONUH MO0 HECKOILKO HOCHTENEH, KOTOpEIE B
ciydae NCPOPAIbHOIO BBEACHUSA IALIMEHTY-4YEJOBEKY, HYXHAIOUIEMYCS B HHX,
BLI3BIBAIOT MOCJE IpHEMa YIOMSHYTOHM KOMIIO3UIIMM BHYTPh CpEOHEE CHMKEHUE
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IMAaCTONUYECKOTO  KPOBSHOI'O JAABICHUS,  COCTaBIAKOIEE KaK  MMHUMYM
IPUOIU3UTENBHO 5%, B TeueHue NPOMEXYTKA BPEMEHHU OT MPUONUIUTENLHO 12 9 5o
24 4, B COOTBETCTBUM C MPENIIOYTUTENLHBIM BAPUAHTOM B TEYSHHE NIPUOIU3UTETLHO
244. B cooTBeTcTBHM ¢ elle Golee IPEATIOYTHUTEHHBIM BapHMaHTOM 3TH
bapMalieBTHYeCKHE KOMIIO3MIHK BKIIOYAIOT TOHKOHM3METbUeHHbIH 3IUIEPpEHOH U
OIMH JHOO HECKOJBKO HOCUTENeH, BBHIGPAHHBIX U3 TPYIIBI, BKJIIOYAIOLIEH
MOHOTMIPAT JIAKTO3BI, MMKPOKPUCTAJUIMYECKYIO IIEJUNIONO3Y, KPOCKAPMEIUIO3Y
HATpHd, TMIPOKCUIIPONMIMETIILE/UIIONO3Y, JaypwicylbQaT HATpUs, TaIbK U
creapaT MarHusa. OcoGoe IpeanoyTeHHEe OTHAETCS TOMY, YTOOBI PasinyHbIe
KOMITOHEHTHI YTNOMSIHYTOM KOMIIO3WIIMM HPHUCYTCTBOBAIM B KOJHMYECTBAX JIHGO
MAacCCOBBIX IOJISIX; YKa3aHHBIX Jajiee.

B coorseTcTBUM C e€lle ONHMM BapUAHTOM OCYIIIECTBJIEHUSI HACTOSIIEro
M300DETCHUS!  YNOMSHYThble  (DapMaLeBTUYESCKHE  KOMIIOZHLIAM  BKJIIOYAIOT
TOHKOUSMEJIbYEHHBIN 3IUICPEHOH U OOMH 100 HECKOJBKO HOCHTENei, KOTOPHE B
ClIydae IEpOPaJbHOIO BBEACHHS MALMEHTY-4Y€JI0BEKY, HYXIAOIEMYcs B HHX,
BBISBIBAIOT IOCJIC IIPMEMa YIOMSIHYTOM KOMITO3UUMHM BHYTPb CpPEIHEE ITOBHILIEHUE
log|p COOTHOLIEHUS HATPHUA/KaNus B MOYE JIIOAEH B TeUyeHME IIPOMEXYTKa BpeMeHU
OT NPUOTUBUTENBHO 12 4 10 24 4, B COOTBETCTBUH C MPEATOYTUTEIHHBIM BapHaHTOM
B TEYCHUE NMPUOTU3UTESILHO 24 4. B cooTBeTCTBMU C ele 6oJiee MpeqIIoYTHTeIbHEIM
BapUAHTOM 3TH (PapMalleBTUYECKHE KOMIIO3MLMM BKITIOYAIOT TOHKOWU3MEIbYCHHBIH
SIVICPEHOH W ONWH JIMOO HECKONBKO HOCHTENel, BHIOPAHHBIX U3 TIPYIIIIEL,
BKJIIOYAIOIIEH ~ MOHOTHMAPAT  JIAKTO3Bl, MHKPOKPMCTAINYECKYIO LIEJUTIONO3Y,
KpPOCKapMeJllIo3y = HaTpus, TIMAPOKCUIPONMIMETWILEIIIONO3Y, JIaypuwicyibdar
HaTpysi, TalbK M cTeapaT MarHusg. Ocoboe npenmoyTeHUe OTNAETCS TOMY, YTOGBI
PA3IMYHBIC KOMIIOHEHTHI YIIOMSIHYTOM KOMIIO3HLIMY IIPUCYTCTBOBAIN B KOJIUYECTBAX
JI100 MacCOBHIX IONSAX, YKA3aHHBIX Jajee.

JlexapcTBeHHBIE (OPMBI C HEMEJUIEHHBIM BBICBOOOXIEHHNEM JIEKADCTBEHHOIO

BellleCTBa
IlepopanbHas 1OCTaBKA YINOMSIHYTHIX — (bapMalleBTMYECKUX  KOMIIO3HLIMIA,

COOTBETCTBYIOLIIUX HACTOSIIEMY I/1306pCTCHPIIO, MOXET BKJIIOYaTb KOMIIO3WIIMH C
HEMEUIEHHBIM BBICBOOOXIEHHNEM JICKapCTBCHHOIO BCILNECTBa, a TaKXKe KOMIIO3ULIMH
C PEeryJivupyeMbIM BBICBOOOXIEHHEM JIEKAPCTBEHHOIO BeulecTBa. B coorBeTcTBUU C
IIPEANIOYTUTCIBHEIM  BapUAHTOM YIIOMSHYTEBIE (bapMaHGBTPI‘IeCKI/IC KOMITO3WIITUH

HUMeIOT ¢GopMy TabneToK JMGO KamlCyl ¢ HEMEWUICHHBIM BBICBOGOXIECHUEM
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JICKapCTBCHHOIO *  BEIIECTBA.  YIOMSIHYTHIE KOMIOSULIUU C  HeMeICHHbBIM
BBICBOOOXAEHHMEM JIEKAPCTBEHHOTO BEIUECTBA BKIIIOYAIOT TOHKOU3METbYCHHE
SIUIEPCHOH B KOJMYECTBE, NOCTATOYHOM JUI obecedeH s HeoOXOAMMOM CYyTOUHOM
AO3bI  SIVIEPEHOHA, T.6. B KOJMYECTBE OT NpuOIU3uTeNbHO 10 Mr 10
npu6msutensHo 1000 Mr, B COOTBETCTBUH ¢ Golee MPEeINOYTUTENEHEIM BapUAHTOM
B KONMYECTBE .OT nNpuOnu3utenpHo 20 Mr pmo mnpubausutensHo 400 mMr, B
COOTBETCTBUU C elie Ooyiee IMPENNOYTHTENHHBIM BAPUAHTOM B KOJMYECTBE OT
IPHOIU3UTENBHO 25 Mr Ko npubausurensHo 200 Mr, B COOTBETCTBUH C eure 6osee
NPENITOYTUTCIIBHBIM BapUaHTOM B KOJMYECTBE OT MNPUOAM3HUTENBLHO 25 Mr 10
NpUOIM3UTENBHO 150 M, ¥ B COOTBETCTBHM C elle 6ojee MPEeATOUTUTENLHBIM
BapUaHTOM B KOJIHUYECTBE OT mnpubnusurensHo 50 mr go 100 Mr. Tabierka 6o
Kancylra ¢  HEMCIJICHHBIM  BBICBOOOXIEHMEM  JIEKAPCTBEHHOIO  BEILECTBA,
NpeAHa3HaYeHHAS I OJHOPA3OBOTO MpHeMa B TEYEHHUE JHS, BKIIOYAET SILIEPEHOH
B KOJIMYECTBE, HAIIPUMEP, OT NpulbIu3uTeabHo 50 Mr go npubausurensHo 100 mr. B
COOTBETCTBUM C MNPEINOYTHTENLHBIM BAPHAaHTOM Ta X€ caMasl 3arpy3ka MOXeT
UCITIONIB30BaThCA UL TIONYYEHMS] TabJieToK (WiM Kancyin) UHOM 3¢@eKTUBHOCTH
IIOCPENCTBOM npeCCOBaHmI TabJIETOK PasIMYHBIX pa3MepoB (IU6O MOCPEICTBOM
BK/IOYCHUsI JIEKAPCTBEHHOI'O BEIIECTBA B KEJIATHHOBBIC KAIICYJbLl pa3lIUYHbIX
pasMepoB MM XK€ TIOCPEJCTBOM 3alOJHEHUs YIOMSIHYTHIX KaIlCyJl pa3IUudHBIM
KOJIMIECTBOM YIOMSIHYTOrO JICKAPCTBEHHOIo BelllectBa). HecMoTpss Ha To, uTO
KOJTMYECTBO DJIUVICPCHOHA B TAaKUX HOBBIX KOMIIOSUIMSIX B COOTBETCTBHMU C
NPCANOYTUTENLHBIM BAapPUAHTOM HAXOMUTCS B paHee OOCYXHAaBLIMXCS Ipefenax,
YHOMSIHYTEIE JIEKADCTBEHHbIE (OPMBI MOTYT TakKkKe OBIThb IIPUTOIHBIMM LIS
BBCACHUSA TaKOIO KOJWYECTBA OIIUIEPEHOHA, KOTOPOE BBIXOAMT 3a IpPeeiibl
PaCKpPBITHIX IHANa30HOB AO3MPOBAaHUA.

Ipoduae pacTBopeHUs

YroMsHyTHIMH KOMITO3ULUSIMU, COOTBETCTBYIOLIUMH HACTOSLLEMY
H300PETEHNIO, B COOTBETCTBHH C IIPEAMOYTUTELHBIM BapHaHTéM SIBJISIIOTCSI
KOMITO3UIIMH € HEMEIUICHHBIM BBICBOOOXKIEHMEM JIEKAPCTBEHHOTO BElleCTBA, M3
KOTOPBEIX NPUOMU3UTENLHO 50% TOHKOM3MENBYEHHOIO SIUIEPEHOHA pacTBOPSETCS
invitro B TeYeHHE NPUOTU3UTENLHO 15 MHH, B COOTBEICTBHHM ¢ Oolee
MPCATIOYTUTEILHEIM BapUAHTOM KaK MHHHUMYM IpUOIu3utenbHo 80% sruiepeHoHa
pacTBoOpsIeTCA in Vifro B TeYEHHE NPUOIU3UTENBHO 30 MUH, ¥ B COOTBETCTBHMH C ellie

Gosmee MPEANMOYTUTENbHEIM BAapHAHTOM KaK MHHHMMYM IpUGTM3UTENBHO 90%
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SIUIEPCHOHA PpAaCTBOPSICTCS ik Vifro B TeUYeHHE MNPUOIU3UTENBHO 45 MHH
VICTIONb30BaneM 1% pacTBopa nomeuwicyibbara HaTpusg (SDS) B Bone B kKauecTse
PacTBOPAIOLIEH CcpeAbl Npu TeMrepatype 37°C [pu aHaIU3e PAacTBOPUMOCTH,
OOCYXIEHHE KOTOPOro MNPHMBOAMTCS gajee. B  COOTBETCTBHM ¢  Gojee
IIPEANIOYTUTEIBHBIM BapUaHTOM in Vifro PacTBOPSAIOLICH Cpemoil IIpM INpOBEIEHMH
ynomsiHyToro aHanmsa ssnsercs 0,1N pactsop HCI B Bozme npu Temmepatype 37°C,
¥ IpHONU3UTENbHO 50% TOHKOM3MENIBYEHHOTO SIUICPEHOHA pacTBopsieTcsl B
TCUCHUE MPHONM3NTENbHO 20 MUH, HpUGIM3UTeIbHO 80% pacTBOpSETCS B TeYeHMUE
NpUONU3UTENbHO 45 MMH ¥ Gollee 4YeM HpUGIM3UTENEHO 90% pacTBOpseTC B
T€YEHUE MPUOMU3UTENBHO 90 MMH. B cooTBercTBMM ¢ Gojlee INpeNOUTUTENTLHEIM
BapMaHTOM NPUOIU3UTENEHO 50% TOHKOM3MEIBLYEHHOTO SIUIEPEHOHA pacTBopsercs
B T€YCHME MPUOIUUTENBHO 15 MUH, MpiGnusuTebHo 80% pacTBOPSIETCS B TEYEHME
npubmsuTenbHo 30 MUH M npubmusuTenbHo 90% M GoJblie pacTBOpsieTCcsI B
TCUYCHHUE NMPUOIUIUTEBHO 45 MUH.

poduns nesuHTerpauuu

B COOTBETCTBUM C NPEATOYTUTENLHEIM BAPHAHTOM HOCHTE/IH JUIS KOMITO3HIMIA
C HEMCAICHHBIM BBICBOOOXICHMEM JIEKAPCTBEHHOTO BEINECTBA MOXOUPAIOTCS TAKIM
06pa3oM, 4TOOBI 06ECTIEYNBAIOCH BPeMS JE3MHTETPALAN, COCTAB/ISIONIEE MEHEE YeM
npubnu3uTesbHO 30 MMH, B COOTBETCTBMH C IIPEATIOYTHUTEILHBIM BapUaHTOM
cocTapisiioniee NMPUOAH3UTENBHO 20 MHH WIM MEHbBIIE, B COOTBETCTBMM C 6oJiee
NMPEeANOYTUTEIbHEIM BapHaHTOM MNPUOIU3UTENLHO 18 MMH MAM MeHbIE U B
COOTBETCTBMM C e€lle O0ojiee MPEeANOYTUTENHHBIM BAPUAHTOM TPUGIHU3UTENIHLHO
14 MUH U MeHblIE.

PasMmep yactuil u peonoruyeckue CBOVICTBA I'paHyNsATa

Hecmotpas Ha TO, 4TO yroMsiHYTBIE ¢apMalleBTHYECKHE KOMIIO3UIINH,
COOTBETCTBYIOLIME HACTOSIUEMY U300PETEHHIO, MOTYT OBITh IIOJIYYEHB! MOCPEICTBOM,
Hanpumep, mpAMOro BKIIOYEHMS JICKAPCTBEHHOTO BEIIECTBA B XeJAaTMHOBYIO
Kamncysny jgubo HPSAMOTO IMPECCOBAHMS, WX B COOTBETCTBUHM C IPEIIIOYTHTEIHLHBIM
BapMaHTOM IIOMYy4YalOT CHOCOOOM MOKpOIM TIpaHyJALMH IIepel BKIIOUEHUEM
JICKapCTBEHHOIO BELIECTBA B KEJNAaTHMHOBYIO Kalcyly Jubo InpeccoBanueM. Ilpu
MOKpOM  IpaHyJMpOBaHWM, HapsLy C TPOYHM, IIPOHCXOOUT  YIUIOTHEHHE
YIOMSAHYTBIX KOMIIO3ULIMH, CIEACTBHEM YETO SIBISETCS YAYYIIEHUE PEOJIOTMIECKUX
CBOJCTB, yJIquéHHe XapaKTePUCTUK IPECCYEMOCTH U OOJETYEHHE NO3UPOBAHUS
160 pacrpeneaeHus (PO3NIUBa ¢ JO3UPOBAHUEM) TOTOBBIX KOMITO3MLIMIA. Cpennnit
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pasMep 4YacTHULl TpaHy/JATa B COOTBETCTBMM C IPEANOYTHTENLHBIM BapHAHTOM
00eCeYnBaeT BO3IMOXHOCTL  YIOGHOTO NEpeMellEeHUsT W TEXHOJOTMYEeCcKOki
00paboTKn M, B Ccly4ae TaGIETOK, OOECIIEYUBAET BO3MOXHOCTD IIOJIYYEHUST CMECH,
NOJNAIOLIEHC IPAMOMY NPECCOBAHMIO, YTO 0GECIIEYMBAET BO3MOXHOCTE MOJIyYEHU
dapManeBTUYECKN TPUEMIIEMBIX TaGleToK. HeoBGXOmUMbIi HACLIIHOM 06BeM
YTPACKM M OOBEMHas IUIOTHOCTh YIIOMSAHYTOTO TPAaHY/ISITA HaxomATCs, KaK MpaBUIIO,
B Ipenenax or npuonusurensHo 0,3 r/Mn go npubausurensHo 1,0 r/MiI, B
COOTBETCTBUM C NPEANMOYTUTENBHBIM BAapUMAHTOM B IIpefeNiaX OT IPUOIU3UTELHO
0,4 r/Mn mo npuGnusurensHo 0,8 r/mi.

TBepnocth

HAna  momyyeHUs TabiIeTHMPOBAHHBIX JIEKapCTBEHHBIX (QOPM  YIIOMSIHYTas
dapmalieBTHYECKAd KOMITO3UIUS B KOJIMYECTBE, MOCTAaTOYHOM IS M3TOTOBJICHUS
OIHOPOAHOW MapTUH TabNETOK, IOABEPracTcs TaGIETUPOBAHMIO Ha TPagULIMOHHOM
NPOMBIIUIEHHON TalJeTOYHOM MallMHE ¢ HOPMAJIBHBIM JaBJICHHUEM CXKATHUS
(Hampumep, B mpenenax or mpuGausuTensuo 1 kH mo npubnausurensHo 50 xkH).
MoxeT wcnonb3oBaThes JI0Gast TBEPOOCTh TaGNETOK, VAOOHAS C TOYKU 3peHud
IICPCMELICHNS, H3TOTOBICHHUS, XpaHEHHd M IIpMeMa BHYTpb. IIpuemsieMa, Kak
IIPABWIO, TBEPOOCTH B IpeAeaax OoT MpubausutenavHo 3,5 KI1 10 nmMpuUOAU3UTETHHO
22 xII, mpudeM mist 25 Mr TaGIETOK IIPEAIOYTHUTENbHA TBEPAOCTh B IIpeaeiax oOT
npubnusurenbHo 3,5 kI mo mnpubmusurensHo 9 kII, mnma 50 MT  TaGieTox
IIPEANIOYTUTEIPHA  TBEPAOCTE B  Mpefesnax oT npubausurensHo S kII  mo
npuonusurensio 13 KIT u mis 100 Mr TabneToK IPeAloYTHTEIbHA TBEPAOCTH B
npenenax ot mnpubiausurensHo 8 KII go mpubnusurensuo 22 kIT. YnoMmsgHyTast
CMECh, ONHAaKO, HE JOJLKHA CXHUMATbCSl OO Takoil CTeneHH, YTOGBl 3TO B
MIOCNENYIOLICM  BBISBIBAIO  3aTPYAHEHMs C Truiparaideil IpM  BO3HEHCTBUU
KEJyIOYHOro COKa.

XpYIIKOCTh

Hns  TaGneTUpOBaHHBIX  JIEKADCTBEHHBIX (OPM B COOTBETCTBHH  C
NPEINOYTUTEILHEIM BapHaHTOM XPYIIKOCTh TaONeTKM MOJDKHA COCTaBIAThL MeHee
4eM npubiausutenbHo 0,8%, B COOTBETCTBMH C 6oJiee IPENIIOYTHTEIbHBIM

BapHaHTOM MeEHee YeM mpuoausureasto 0,4%.



31

IIpennoyrurebHEIE KOMIO3UIIUN

B COOTBETCTBMM €  IIPEAIIOYTUTENHHBIM  BAPMAHTOM  YIIOMSIHYTBHIE
GbapMaLeBTMYECKME KOMIIO3UIIMU AAHHOTO BAapHAHT2 OCYLIECTBIEHHS HACTOSLIETO
U300pETEeHUS BKITIOYAIOT:

OT  mpubausuresbHo 1% (Macc.) 1o npubnusurensHo  90% (Macc.)
TOHKOHU3MEJILBYEHHOTO 3IUIEPEeHOHA;

OT NPHONU3UTENBHO 5% (Macc.) xo npubausuTenabo 90% (Macc.) JTaKTo3bL,

oT npn6ﬁn3nTeano 5% (mMacc.) no mpuGnusurensHo  90% (Macc.)
MHKPOKPUCTA/UIMYECKOMN LIEJIIIOIO3bI; U

oT npubmusurensHo  0,5% (macc.) mo mpuGnusurenrHo 10% (Macc.)
TMAPOKCUITPONTMIMETHIILIEILTIONOSE].

O1H dapMaueBTUIECKHE KOMITO3UIMH (aKyJIbTATUBHO MOTYT IOMOJHHUTEIHLHO
BKJIIOYATh OT MNpHOIM3uTenbHo 1% (Macc.) 1m0 mnpubiusurensHo 10% (Macc.)
KpOCKapMeJUIOo3bl HaTpHs; oT npubnusurtensHo 0,1% (Macc.) 0 NpUOGIU3UTEILHO
7% (macc.) naypwicyibbara Harpusa, oOT npubmusurenasHo 0,1% (Macc.) 1o
npubmmusurensHo 10% (Macc.) Tanbka; W/Wwiu ot npubnusurensHo 0,1% (Macc.) 1o
npubmsurensbHo 10% (Mace.) creapata MarHus.

B coorBeTcTBMM C Gojee MPEATIOYTHTENBHBIM BAPMAHTOM YIOMSIHYTHIE
(bapMaleBTUYECKME KOMIIO3UIMM HAHHOIO BapMaHTA OCYLIECTBIECHMS HACTOSIIENO
HU300peTeHHsA BKIIIOYAIOT:

or npubnausurenbHo  19% (Macc.) gmo  mpubnusurensHo  40% (Macc.)
TOHKOHU3MEIBYEHHOTO 3IUIEPEHOHA;

oT npubau3uTeabHo 32% (Macc.) Ko MpUOIU3UTENBLHO 52% (Macc.) JTaKTO3BL,

oT mnpubnusurtesbHo 8% (Macc.) g0  mpubGnusurenrHo  28% (Macc.)
MUKPOKPUCTAUIMYECKOM LIEJITIONO3bI;

or mpubnusurensHo 1% (Macc.) go  npubnusurensHo  10% (Macc.)
KPOCKapMeJIIo3bl HaTpUsI; U

or  mnpubnusuresbHo 1% (Macc.) nmo  npubGnusurensHo 8% (Macc.)
TMAPOKCUIIPONMIMETHUIILIEITIONIO3BI.

3TN (PapMaLEeBTUYECKUE KOMITOZHUIUN (PaKyJbTATUBHO MOIYT JOMOIHUTENHHO
BKMIOYaTE OT npubmusurensHo 0,1% (macc.) mo mnpuGnusurensHo 7% (Macc.)
Jaypwicyibdara HaTpusi; oT npubmusurenbHo 0,1% (Macc.) Io NPUOIU3UTEIHHO
10% (macc.) TaIbKa; M OT npubausurensHo 0,1% (Macc.) no NPUGIM3UTENBHO

10% (macc.) creapata MarHusl. B COOTBETCTBUM C IPENIIOYTUTENHLHBIM BapUaHTOM
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THIPOKCUIIPONTMIMETHIIIIC/IIION03a UMEET BA3KOCTh OT IpUOM3uTensHo 2 cIl mo
npu6mmsutensHo 8 cIl, B cOOTBETCTBUM ¢ GoNiee MPEANOYTUTENBHEIM BAPHAHTOM OT
npubmusurensHo 2 cll mo mnpubGnusutensHo 6 cll, xak ykasslBaJloOCh paHee.
YnoMsiHyThle KOMIIOSHLIMM B COOTBETCTBHM C TPEATIOYTHTENLHLIM BapUaHTOM
UMEIOT (POPMY CTAaHAAPTHHIX JO3MPOBAHHBIX TabJIETOK.

B coorBeTcTBMHM C elie Golsiee NPEANIOYTUTENHHBIM BAPHMAHTOM YIIOMSIHYTHIE
GapmanieBTHYECKME KOMITO3ULUH JaHHOTO BAPUAHTA OCYIUECTBIECHMS HACTOSILErO
H300pETeHUST BKIIIOYAIOT:

OT npubnusuTencHo  24% (Macc.) 1o npubausuTeabHo  35% (Macc.)
TOHKOU3MEIBYEHHOTO SIUIEPEHOHA;

OT MpHOM3uTeNbHO 37% (Macc.) 1o MPUGAU3UTENBHO 47% (Macc.) JTaKTO3BL,

OT npuGmsuressHo  13% (Macc.) Jno  npubnusurenasHo  23% (Macc.)
MHUKPOKPHUCTA/UTMYECKOM LEJITION03bI;

OT  npubmusuTenbHo 2% (Macc.) g0  npubnusMTENbHO 6% (Macc.)
KPOCKapMeJUIO3bl HATPpUS, U

OT  mnpubnusutespHo 2% (Macc.) g0  mpubnusutenbHo 4% (Macc.)
THIPOKCUITPOITMIMETHIILIEJLIIONO3EI.

OTH QapMaleBTHYECKUEe KOMITO3ULMH (DaKyIbTATUBHO MOTYT JOIOMHHTENHHO
BKIIOYaTh OT npubiusurensHo 0,25% (Mmacc.) mo npuGnusurtensHo 4% (Macc.)
naypwicynbdara HaTpus; OT npubiausurensHo 0,1% (Macc.) o MIPUGIU3UTEIBHO
5% (Macc.) TampKa; M OT NpUOGIU3UTENbHO 0,25% (Macc.) mo TPHOIU3UTETHHO
5% (Macc.) creapata MarHusA. B COOTBETCTBHM C IPEAIIOYTUTEIBHBIM BapHaHTOM
TUAPOKCHITPOIIMIIMETUIILIEIUTIONO03a MMEET BA3KOCTh OT HpubGmusurensHo 2 cIl no
npubnusurenbHo 8 cll, Kak yKkassiBajoch paHee.

B cootBercTBMHM C elle Goyiee NPEANIOYTHUTENHHBIM BapHAHTOM YIIOMSIHYThIE
(papManeBTUYECKHE KOMITO3UIMM TaHHOTO BAPHAHTA OCYIIECTBAECHMS HACTOSILErO
U300peTeHUST BKITIOYAIOT:

OT mpubmusutesbHOo 28% (Macc.) mo mpubnusurensHo  31% (Macc.)
TOHKOM3METBYEHHOTO SIUIEPEHOHA;

OT mpubmusurensHo  41% (Macc.) Ho  npubiusurensHo  43% (Macc.)
MOHOTUIIpATa JaKTO3kL,

OT mpubmusurensHo 17% (Macc.) nmo mnpubnusurensHo  19% (Macc.)

MHMKPOKPUCTAUTUIECKOMN LIETIONO3bL;
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OT mnpuUOIU3MTENbHO 4,5% (Macc.) IO IIPUGTH3UTEIHHO 5,5% (macc.)
KPOCKapMeJUI03bl HATPHS, U

OT TpHOAM3UTENBHO  2,5% (Macc.) 10 INPUGIU3UTENHHO 3,5% (macc.)
THAPOKCHUTIPOITMIME THIILIEUIIONIO3EI.

ATH dapMaLeBTHYECKUE KOMIO3ULNM (aKyIETATHBHO MOTYT JOIOJHUTEILHO
BKIIOYaTh OT npubmusurensHo 0,5% (Macc.) mo npubmusutensuo 1,5% (macc.)
Jaypwicynbgara HaTpusl; OT npubnusurensHo 0,5% (Macc.) 1o NPUOGIU3UTENBHO
1,5% (Macc.) Tampka; u or mpubmmsutensHo 0,25% (Macc.) o HpUGIU3UTENHHO
0,75% (macc.) creapara Maraus. B cooTBeTCTBUH C NMPEATIOYTUTENHHBIM BapHaHTOM
TUIPOKCUNPOTIMIIMETUIILEIUTION03a MMEET BSIBKOCTh OT MpubGausureasHo 2 cIl mo
npubnusurensHo 4 cll, kak ykasslBanoch paHee.

B cooTBeTcTBUM C elue Gonee IPEANIOYTUTETHHEIM BapUaHTOM YIIOMSHYTELIE
(bapMaieBTHYECKHE KOMIO3WIMA NaHHOTO BapHaHTA OCVIIECTBJIIEHUSI HACTOSIIETO
M300PETCHUST  MMEIOT ¢GopMy MOKPHITOH JMGO HEMOKPHITOH CTaHZAPTHOM
AO3MPOBAHHOU TAGJIETKH, IZle YIIOMSAHYTas HEIOKpHITasi TabJeTKa NGO YIIOMSIHYTas
TIOKPBITasl TabJIETKA Nepes HAHECEHHEM IOKPBITUS BKIIIOUAET:

npubIM3UTENbHO 29,4% (Macc.) TOHKOU3METbYEHHOrO SILIEPEHOHA;

npUOIU3UTENBHO 42% (Macc.) JIaKTO3HI;

MpHOIM3ATENBHO 18,1% (Macc.) MUKPOKPUCTAIUIMYECKOH LIEIUTIONO3BL;

NPUOIU3UTENBHO 5% (Macc.) KPOCKapMEJITIO3El HATPUSI,

NpUGIU3ATENBHO 3% (Macc.) TMAPOKCUIPONIIMETHIILIEIITIONO3bL,

npuoIH3nTeNbHO 1% (Macc.) naypuiacyabdara HaTpus;

npubnusutenbHo 1% (Macc.) Tanbka; u

npubausurensHo 0,5% (Macc:) creapara MarHus.

B coorBeTcTBUM C IpyrMM BapuaHTOM YIIOMSHYTHIE (bapMalleBTHYECKHe
KOMITOZHMIIMM 3TOTO BapHaHTA OCYILECTBIEHUS HACTOSIIErO U3006PETEHHUS BKITIOYAIOT:

OT NpUOAU3UTENBHO 20 MT' K0 MpUGHM3UTENbHO 110 M TOHKOM3MEIbYEHHOTO
SIUIEPCHOHA;

OT NPUONU3UTENbHO 30 MT JO HPUGIUZUTENBHO 150 MI JTAKTO3HL,

OT NPUOIM3UTENBHO 10 MI 1O MPUOMH3UTENBbHO 70 MI' MUKPOKPHCTA/LTUYECKOI
LICJUTIOJIO3BI; U

oT IPUOCIU3UTEITBLHO 1 Mr bi (o) NPUOIUIUTETLHO 15 Mr

TAOPOKCHITPONMHUIMETWILICJUTIONIO3EIL.
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BTU PapMalleBTHYECKHAE KOMIO3ULIUU $aKynETaTUBHO MOTYT IOIOJHUTEILHO
BKJII0YaTh OT TMPHUOIM3UTEIBHO 1 MI 40 HpPUOIHU3HTENBHO 25 MI KPOCKapMeJUIO3bI
HaTpus; OT NPUOMU3HUTENLHO 0,25 MI A0 TNPUOIUZMTENBHO 5 Mr Jlaypwicynbdara
HaTpus; OT NpHOAH3NTENBHO 0,5 MT [0 NPUGTH3UTEIBHO 5 MK TaJbKa, U OT
npubausuTeNsHo 0,5 Mr 10 NPUOGTU3UTENBHO 3 MT creapara MarHua. B
COOTBETCTBMM C NPEATIOYTUTENBHBIM BapUAHTOM TMIPOKCHIPOIIMIMETWILIEIIIION032
UMEET BA3SKOCTb OT mNpubausutespHo 2 cIl fgo mnpubIM3UTENbHO 8 cll, B
COOTBETCTBHU C GoJiee NPEANIOYTUTENHHBIM BADHAHTOM OT NPUGIM3UTENBHO 2 cll 1o
npubmusurensHo 6 cIl, Kak oGcyxkaanoch paHee.

B cOOTBETCTBMM ¢ JpyrMM BapuUaHTOM YIIOMSHYTHIE dapMalieBTHYECKHE
KOMIIO3UIIMH STOTO BapMAaHTa OCYIIECTBIEHUS HACTOSLIETO M300PETEHUS BKIIOYAIOT:

OT TPUONUBUTENLHO 23 MT OO NPHOIM3HTENBHO 27 MI TOHKOM3METHYCHHOIO
SIJIEPEHOHA;

OT NPUOIU3UTENBHO 34 MI 10 HPHOTU3UTENBHO 38 M JIAKTO3BL,

OT MPHUOIU3UTENBHO 14 MT 10 MPUGIU3UTENBHO 17 Mr MHKPOKPUCTALTHYECKOM
LIEJUTIONIO3E,

OT MPUOJM3UTENLHO 3 MI 1O TIPHGIMSUTENLHO 6 MI KPOCKAPMEIUIO3BI HATDHSL,

oT MPUOIU3UTETILHO 1 mr bi (o) NIPUOTHU3UTETILHO 4 mr
THAPOKCUTIPOITHIMETHIILIETIONO3HI.

I papMaleBTUYECKHEe KOMIO3UIMK (aKyThTATUBHO MOTYT IOOIOJHUTEIBHO
BKJIIOYATh OT NpUOAM3uTeNpHO 0,25 Mr 10 mpubaMsuTensHo 1,5 Mr JTaypuicynbdarta
HATpusA; OT NpubIu3utenbHo 0,25 Mr Ao mpubiIM3UTENbHO 1,5 Mr TaJlbka; U OT
npubnusuressHo 0,1 Mr 10 NpUGAM3UTENBHO 1 MT creapara MarHud. B
COOTBETCTBMM C MPEIIIOYTHUTENHHBIM BapMaHTOM T'MAPOKCHUIIPOIMIMETIIILIEIUIIONO03a
MMEET BA3KOCTE OT mpuOausureabHo 2cll jgo mnpubnmusurensHo 6 cIl, kak
o0cyXnanock  paHee.  YIOMAHYTHIE  KOMIO3MLUMM B  COOTBETCTBHU  C
NPCANIOYTUTENbHEIM ~ BapUAHTOM HMEIT (GOPMY CTaHOAPTHBIX HO3MPOBAHHBIX
TabJIETOK.

B cooTBEeTCTBMM C JpYrMM BapHAHTOM YIOMSHYTHE (apMaleBTHYECKIE
KOMITO3MIIMM 3TOTO BapUaHTa OCYILECTBICHHUS HACTOSIIETO H300pETeHH BKITIOUAIOT:

OT MPUOTM3UTENBEHO 48 Mr 10 IPHUOIM3UTENBHO 52 MI' TOHKOM3MEJILYEHHOTO
SIUICPEHOHA;

OT NPUOTU3UTENLHO 70 MT 0 IPUOIH3UTENBHO 73 MT JIAKTO3BL,
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OT MPUOGIM3UTENBHO 29 MI [0 MPUOTUUTENBHO 33 MT MUKPOKPUCTAIIINYECKOIT
HEJUTIONO36I;

OT MPUOTU3UTENBHO 6 MI 10 MPHGIU3UTENBHO 10 MI KpOCKApMEJLTO3E] HATpHS;

oT MPUOIU3UTELHO 4 mr bi (o) IIPUOIN3UTETLHO 6 Mr
TMAPOKCUTIPONIMIME TUJILIEJLTIONO3BI.

O1d papMalleBTHIECKUE KOMIIOSHIMH (DaKyILTATUBHO MOTYT NOIIOJIHUTEIHHO
BKJII0YATh OT IPUOIUSUTENBHO 1 MI IO MPUGIU3UTENBHO 2,5 MT Jlaypuwicyiibdara
HaTpUA; OT NPUOIUBHUTENBHO 1 Mr OO MPUGIU3UTEIBHO 2,5Mr Tameka; M OT
npu@msmenbﬂd 0,5Mr go npubausurensHo 1,5 mr creapara MarHusg. B
COOTBETCTBUH C MNPEATIOYTUTENBHEIM BapUaHTOM THAPOKCHIIPOIIMIMETHIILIEITIONO3a
MMCCT BSI3KOCTb OT mpubmusutensHo 2 cIl mo mnpuGmusutensHo 6 cIl, kax
OOCYXIaloCh  paHee.  VYIOMSHYTHIE  KOMIIO3HLIMM B  COOTBETCTBMH ¢
IIPEAIIOYTUTEIbHBIM ~ BADUAHTOM UMEIOT (hOPMY CTaHNAPTHBIX JO3MPOBAHHBIX
TabNIeToK.

B cOOTBETCTBMM ¢ [pYyrMM BapHAaHTOM VIIOMSIHYTBIE (apMarieBTUYECKME
KOMIIO3UIIMH STOTO BapMAHTA OCYILECTBICHMS HACTOSILETO M306PETEHNS BKIIOYAIOT:

OT MPUOTHU3HUTENBHO 98 MI' 10 NpUGIU3UTENbHO 102 MI TOHKOM3MEIBYEHHOTO
3IUIEPEHOHA;

OT npubIU3UTENBbHO 141 Mr o IpUGIU3UTEIBHO 145 Mr JIAaKTO3HI;

OT MPUOHU3UTENBHO 60 MI' 10 HPUGIMBUTENLHO 64 MI MUKPOKDPHCTALTHYECKOM
LIeJUTIONO3HI,

OT MNPUOIMUTEILHO 16 M 1O NPHGNM3UTENBHO 18 M KPOCKAPMEJUIO3EI
HATpHS;, U

oT NIPUOIU3UTEITBHO 9 mr J0 MIPUOIM3UTEIBHO 11 mr
TMAPOKCUTIPONIMETHITHEIIONO3EL.

O (apMalieBTUYECKHE KOMIO3ULUHN (baKyIbTATHBHO MOIYT OOMOJHUTEIBHO
BKJIIOYATh OT MNPHUOIM3UTENBHO 3 MT 0 IPUOIU3UTENBHO 4 MT Jlaypuicynbdara
HaTpMd; OT MNPHONM3UTEIBHO 3 MI OO HPUGIMBUTENHHO 4 MI TajbKa, M OT
NPUOIU3UTENBHO, 1 MI' 0 NIPUOIU3UTENLHO 2 MI' cTeapaTa MarHusi. B cooTBeTcTBHU
C MNPEANOYTUTENABHBIM  BapMaHTOM THAPOKCHIPOMIJIMETWILEIUIIONO3a  MMeEeT
BA3KOCTb OT npubmusurenpHo 2 cIl no mpuGmusutensHo 6 clIl, kak o6cyxaanocs
paHee. VYIIOMAHYTHIE KOMIIO3HLIMM B COOTBETCTBHM C  IPEAMIOYTUTENLHEIM

BapHaHTOM MMEIOT POPMY CTaHAAPTHHIX JO3UPOBAHHBIX TABJIETOK.
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B COOTBETCTBHM ¢ JpyrMM BapMaHTOM VIIOMSHYTBIE (apMalleBTHYECKUE
KOMIIO3HIIMH, COOTBETCTBYIOIIME NAHHOMY BapHUaHTY OCYIIECTBJIECHMS HACTOSIIErO
M300pPETeHMs],  BKIIOYAIOT  JIAKTO3y, MUKPOKPUCTAIINYECKYIO  LIEJUTIONO3Y,
KpPOCKapMe/UIO3y =~ HATPUA, TMAPOKCUIPONMMIMETWILEIUIIONO3Y,  JIAypHUICYIbdAaT
HaTpHs, TAIbK U.cTeapaT MarHus.

B coorBeTcTBMM ¢ ellle OJHMM BAPHAHTOM OCYILIECTBJIECHUS HACTOSLIETO
M300PETCHHUS! YIIOMSIHYThIEe apMaLieBTHYECKHe KOMIIO3HIMY BHICBOGOXIAIOT if Vilro
KaK MMHUMYM 50% SIUIEpEHOHA, BXOLSILENO B COCTAB YIIOMSHYTOM KOMIIO3HLIMHU, B
TeYECHUE NPUOIM3UTENBHO 15 MUH B cpele, comepxaiieit JOMeICYIb®haT HaTpus
(SDS). B cooTBeTcTBUM ¢ Gonee NpPEANOYTUTENLHBIM BapHAHTOM MIPUOU3HTEILHO
50% TOHKOM3MENIbYEHHOTO SILIEPEHOHA PACTBOPSIETCS B TEUEHHE NPUOIUZUTENHLHO
20 muH, npuGnusutensHo 80% pacTBopsieTcs B TeUeHMeE NPpUOTUZUTENBHO 45 MUH U
Gonee yeM npubausuTensHo 90% pacTBopseTCa B TeYEHUE IPHOTU3UTENLHO 90 MHH
pu MCroap30BaHUM i1 aHanusa 0,1N pactBopa HCL. B cooTsBercTBUM C eliie
GoJstee MPeaTIOYTUTENBHBIM BAPUAHTOM NPHOIM3UTENBHO 50% TOHKOM3METbYSHHOIO
SIUIEpEHOHA DPAaCTBOPAETCS B TEYCHME MNMPUOIUSUTENBHO 15 MUH, IPUOIU3UTETBHO
80% pacTBOpsieTcsI B Te€UeHHME IPUOIU3UTENbHO 30 MUH H Npudau3uTENLHO 90%
WK OOJIbUIE PACTBOPSIETCS B TEUEHHE IMPUOIU3UTENBHO 45 MUH.

B cooTBeTcCTBUM C ellle OOHMM BAapMAaHTOM OCYILECTBJICHHS HACTOSILETO
U300peTEHMsA  YIIOMSHYTBIe  (apMaLieBTUYECKHE  KOMIO3MLIMM  BIJTIOYAIOT
TOHKOU3MENBPYCHHBII SIUIEPEHOH M OOMH JuUb0 HECKOJNLKO HOCHTelel B
NIEPOPAIBHON CTaHAAPTHOH NO3MPOBAaHHON (opMe, NPUTOTHOM IS OOHO- JIUGO
ABYXpa30BOIo INEPOPaNbHOIO BBEAECHUS B J€Hb H CIIOCOOHON K BBICBOOOXIEHMIO
in vitro KaKk MHHMMYM 50% 5IUlepeHOHA, BXOHSINEN0 B COCTaB YIIOMSIHYTOI
KOMNO3ULMY, B TeYCHUEC MNPUOIM3UTENbHO 15 MMH B cpeme, comepxXaliei
noneuwicynsgar Hatpus (SDS). B cooTBercTBUHM ¢ 6ojiee IIPEAIIOUTHTENLHBIM
BAPUAHTOM TPUOIU3UTENBHO 50% TOHKOM3MENBYEHHOIO SIUIEPEHOHA PACTBOPAETCS
B TeYEHHE NPUOAM3UTENbHO 20 MMH NPU MCHOJB30BaHMM s aHamsa 0,1N
pacteopa HCl. B coorercTBHM ¢ elne Gojiee NpPEANOYTHTENBHBIM BapHAHTOM
NpUOU3UTENbHO 50% TOHKOU3MENBYEHHOTO SIUIEPEHOHA PACTBOPSETICS B TEUEHHE
NPUOIM3UTENbHO 15 MMH, mpuGnusuTenbHo 80% pacTBOpSCTCS B  TEYCHUE
npuomsuTenbHo 30 MUH M npubmusutessHo 90% WM GoNbllie pacTBOPSETCS B
TeYeHHe  npubau3nTenbHo 45 MudH. B coorBeTcTBUM ¢ eme  Gojee

OPCAITOYTUTCIIBHBIM BAPUAHTOM  YIIOMAHYTEIE Q)apMaHeBTI/I‘{eCKI/Ie KOMITO3ULINH
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BKIIOYAIOT SIUICPCHOH U OMH WIM HECKOJIBKO HOCHTENIEH, BEIGUPAEMBIX M3 TPYIIITHI,
BKIIIOYAIOMIEH  MOHOTMAPAT  JIAKTO3bl, MHKPOKPHCTALTHYECKYIO LIEJLUTIONO3Y,
KPOCKapMe/UIo3y — HaTpud, TMAPOKCHNPOMMIMETHILEIIONO3Y, JlaypuiCcyibdar
HaTpHd, TaJbK U cTeapaT MarHus. OcoGoe MpelmoyreHue OTAAETCS TOMY, YTOGHI
Pa3/IMYHBIC KOMITOHEHTH! YIIOMSIHYTOM KOMIIO3MIINM MPUCYTCTBOBAJIM B KOJMYECTBAX
160 MacCOBHIX OJSIX, YKA3aHHEIX paHee.

B cooTBeTcTBMM ¢ OpYrMM BapuaHTOM YIIOMSIHYTHIE dbapmaneBTHYECKHE
KOMITOSHIIMM  NaHHOIO BapMaHTAa OCYLUECTBIEHUS HACTOSLIETO U306PETCHUS
BKJIIOYAIOT:

OT npubnusutenbHo 15% (Macec.) go  mnpubmusurensHo  35% (Macc.)
TOHKOM3MEJIBYEHHOI'O 3IUIEPEHOHA;

oT nmpubnusureabHo 48% (Macc.) o IpUOIN3UTENbHO 68% (Macc.) makTo3Hi;

OT npubmusurenbHo 2% (Macc.) 1o  mpubmusurensHo  22% (Macc.)
MUKPOKPUCTAJUIMYECKON LIEJUTIONO3BI, U

or mpubnusurensHo 0,1% (Macc.) n[o npubnusurensHo  10% (Macc.)
KPOCKapMeJUIO3bl HaTpHA.

ST (apMaleBTUYECKUEe KOMIIOSULIMN (haKyTbTaTHBHO MOTYT NOIMOJHUTEIBHO
BKIIOYaTk OT mnpubiausurensHo 0,1% (Macc.) 1m0 mnpubnusurenbHo 7% (Macc.)
Jaypuincynbgara Hatpus; oT npubmusurensHo 0,1% (Macc.) [0 TNPUGTU3UTENHHO
10% (macc.) Tanpka; or npubmusurenbHo 0,1% (Macc.) 10 npHUOIUZHTEIBHO
10% (macc.) creapata MarHMsg; M OT NPUGITUUTETHHO 0,1% (Macc.) mo
npuoausuTessHo  10% (Macc.) KOJUTOMIHOIO IHMOKCUIA KPEMHHS. YnoMsiHyTEIE
KOMIIO3UIIMM B COOTBETCTBMM C MPEAINIOYTUTEIBHBIM BapHAHTOM HMMEIOT (GOPMY
CTaHIAPTHHIX TO3UPOBAHHBIX KAIICYII.

B coorBercTBMM ¢ eme Gojee NPENNOYTHTENHHBIM BAapUAHTOM YIIOMSHYTHIE
(bapMaueBTMYECKME KOMITO3UIMU JAHHOTO BAapUMaHTA OCYIIECTBJIEHHMS HACTOSIIETO
M300peTeHUST BKIIIOYAIOT:

oT  mpubnusuressHo  20% (Macc.) mxo mpubnusurensHo  30% (Macce.)
TOHKOH3MEILYEHHOTO 3IIEPEHOHA;

OT MPHOIM3UTENBHO 53% (Macc.) B0 NPUOIU3NUTENIBbHO 63% (Macc.) JIAKTO3bI;

OT mnpubausurenbHo 6,5% (Macc.) mo mnpubnusurenpHo 16,5% (Macc.)
MMKPOKPUCTAUINYECKOM LIEJUTIONO3BI, U

oT mpubmusurensho  0,5% (Macc.) no mpubamsurensHo 6% (Macc.)

KPOCKapMCEIIO3bl HATPHUA.
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OTH (apMaleBTHIecKHe KOMIO3HIUM (GaKyIbTATUBHO MOTYT JOMOMHUTEIHHO
BKIIOYaTh OT mpuomusurensHo 0,25% (Macc.) mo mpubimusurensHo 4% (Macc.)
Jaypwicynbgara HATpus; oT mnpubmusurensHo 0,5% (Macc.) IO NpPUOGIU3UTENBHO
5% (macc.) TanmpKa;, W OT mpubamMsuTensHo 0,25% (Macc.) Do IPUOGIM3UTENBHO
5% (Macc.) creapata MarHMsA; ¥ OT npu6ausurensuo 0,1% (mMacc.) mo
TIPUGIU3UTENHO 5% (Macc.) KOJUIOMIHOTO AMOKCHMAA KPEMHUS.

B cootBercTBUM ¢ elle Gosiee NpPEATIOYTHTENLHBIM BapHAHTOM YIIOMSIHYTHIE
bapMalleBTUYECKHE KOMIIO3UIMU NaHHOTO BAPHUAHTA OCYILECTBICHHS HACTOSILErO
U300peTeHHs BKIIIOYAIOT:

OT mnpubmusurensHo 23% (Macc.) no  npubnusurensHo  27% (Macc.)
TOHKOM3MEJIBYEHHOIO 3IUIEPEHOHA;

OT nNpuOMH3UTeNBHO  56% (Macc.) 1o mpubnusurensHo 60% (Macc.)
MOHOTHAPATA JIAKTO3BI,

OoT mnpubGmusuressHo 9,5% (Macc.) mo mpuGmusurensHo 13,5% (Macc.)
MHKPOKPUCTAUIUYECKOM LE/UTIONO03bI, U

oT mnpubmusurensHo 0,5% (macc.) mo mpubausuTenbHo — 3,5% (Macc.)
KPOCKapMeJUIO3bl HaTpHs.

OTH (apMaLEeBTUYECKHE KOMITO3HULMM (DaKyJIbTaATUBHO MOTYT JOHONHMTEILHO
BKJIIOYAaTk OT NpuOau3uTensHo 0,25% (macc.) o mnpuGmusurensHo 1,5% (Macc.)
naypwicynbgara HaTpus; OT IpUOIM3MUTENbHO 1% (Macc.) IO MPUGIU3MUTENHHO
4% (mMacc.) Tambka; M OT npubausutensHo 0,1% (Macc.) o NPUOTU3UTENHHO
1% (macc.) CTéapaTa MarHus; W or mnpubmusurensHo 0,1% (macc.) mo
NPUOIU3UTENBHO 5% (Macc.) KOJUIOHIHOIO AMOKCHAA KPEMHUSI.

B coorBercTBMM c ele Goiee MPEANOYTUTENLHBIM BAPUAHTOM YIIOMSHYTHIE
bapMaUeBTHYECKHE KOMIIO3MIMH JAHHOTO BapHMaHTa OCYILECTBICHMS HACTOSILETO
U300peTeHMs, UMelolIre GOpMy KaIlCyabl, BKIIOYAIOT:

NPUOIU3UTENBHO 25,0% (Macc.) TOHKOM3MEIBYEHHOTO SIUIEPEHOHA,

npubnusntenbHo 57,9% (Macc.) JaKTO3bI;

npuOIU3NTENBHO 11,3% (Macc.) MUKPOKPHCTANIMYECKON 1LEJUTIONO3BL;

IPUOIH3UTENIBHO 2% (Macc.) KpOCKapMeJLIo3bl HATPUS,

npubnusurensHo 0,5% (Macc.) naypuincyabdaTta HATpHS,

npubnu3uTeENbHO 2,5% (Macc.) Tanpka;

npubausurensHo 0,3% (Macc.) cTeapaTa MarHUs, 1

npubmsutensHo 0,5% (Mace.) KOJUIOMAHOTO THOKCHIA KPEMHHA.
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B COOTBETCTBUM C [APYIMM BapUaHTOM YIIOMSHYTEIE (papMalieBTHYECKUE
KOMIIOSMHMM J2HHOTO BapyaHTa OCYLUECTBICHMS HACTOSIIETO H30OPETEHUS
BKJIIOYAIOT:

OT NpHOMIU3UTENEHO 20 M X0 NPUGIM3UTENBHO 110 M TOHKOM3MEIbYEHHOTO
SIUICPEHOHA;

OT HpH6JIPI3HT€JII>HO 48 Mr 10 MPUGTH3UTENBHO 242 MT JJAKTOSHI, U

OT MPUOIUHUTENBLHO 2 MI' 10 NPHUOIU3UTENBHO 56 Mr MHKPOKPUCTAUTUYECKOM
LIeJUTIONO3HI.

OTH (papMaleBTHYECKHE KOMIIO3UIUM (PaKyIHTATUBHO MOIYT JNOIOJHUTEIbHO
BKJIIOYATh OT MPUOIU3NTENbHO 0,25 Mr 10 IpUOIH3UTENbHO 18 MT KPOCKapMeJJIO3bI
HaTpus; OT mpuOausuTensHo 0,1 Mr g0 NPUOIU3UTENBHO 5 Mr Jlaypuwicynbgara
HATPUSA, OT IPUGIHBUTENLHO 0,5Mr gmo npubmM3uUTENLHO 8 MI' TaNbKa, OT
npuonusuTensHo 0,1 M 10 NpUGIUBUTENLHO 5 Mr creapata MarHusi, M OT
npuGmm3nTensHo 0,1 MU 10 NPUGIM3UTENBHO 5 MI  KOJUIOMIHOTO JTHUOKCHIA
KpeMHHH.

B cooTBeTCTBMM C [pYrMM BapUAaHTOM YIIOMSHYTHIE (apMaleBTHYECKHE
KOMITIO3ULIMK NaHHOTO BAaPMAHTA OCYUIECTBICHMSI HACTOALUETO M300pETEHUS
BKJIIOYAIOT:

OT NPUOIUIUTENBHO 23 MI' IO NPHUOIM3UTENBHO 27 MT' TOHKOM3MEJILYEHHOTO
SIUICPEHOHA;

OT NPUOIUSUTENBHO 56 MI' 10 IPUGIU3UTENEHO 60 MT JTAKTO3BL,

oT MIPpUOIU3UTETLHO 9,5 mr o IIPUOINU3UTENLHO 13,5 Mr
MUKPOKPUCTAINIMYECKON LIEIUTIONO3BI; U

or npubausurenpHo 0,5 Mr OO0 NPUGIUHTENBHO 3,5 Mr KPOCKapMeJUIO3bI
HaTpH4L.

BTH (dapMaLeBTUYECKIE KOMIO3ULNM (GaKyIETaTUBHO MOTYT AOTIOJHUTEILHO
BKJIIOYATh OT NpHOmu3uTepHo 0,1 Mr no npubnusutensHo 1,5 Mr naypwicyibdara
HaTpusi; oT mnpuGamsurenbHo 0,25 Mr no npubausurensHo 4,5 Mr Tajabka, OT
npubnusurenbHo 0,1 Mr Do mnpubGnusurensHo 1,5 MP creapaTa MarHus, W OT
npubnusurenbHo 0,1% (Macc.) no npubausuTeNbHO 2,5% (Macc.) KOJIOMIHOIO
AUOKCHAA  KPEMHHUSA.  YNIOMSAHYTBIE  KOMIIOSUIIMM B COOTBETCTBUM  C
NPEANIOYTUTEIBHBIM ~ BApHAHTOM HMMEIOT (OpMY CTAaHAAPTHBIX JO3UPOBAHHBIX

Karcy.
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B CcOOTBETCTBUM ¢ [APYTMM BapuaHTOM YIIOMSIHYTEIE  (bapMalleBTUYECKHE
KOMIIO3HMLIAH  JaHHOTO BapuaHTa OCYLUECCTBICHUS HACTOSLUETO H30OpPETEHUS
BKJIIOYAIOT:

OT NPUOIUIUTENLHO 48 MI' 0 NMPUGIH3UTEIBHO 52 MI' TOHKOM3MEILIEHHOLO
SIUVICPEHOHA;

OT NMPUOIU3UTENIBHO 114 Mr 0 IPUGIHU3UTENBHO 118 Mr JIAKTO3HI;

OT NPUOIU3UTENBHO 21 Mr JO IIPHOIU3UTENBHO 25 MT MHKPOKPUCTALTMYECKOH
LIEJUTIONIO3El;, H

OT MPUOGJIM3UTEIBHO 2 MT IO TIPUGIH3UTENBHO 6 MI' KPOCKAPMEIUIO3E] HaTpHsI.

OTH (papMalieBTUYECKME KOMIOZHLMH (haKyIETATUBHO MOIYT HOIMOJHHTEIBHO
BKITIOYaTh OT MPUOIUIKUTENBHO 1 MI JO IIPUOIM3UTENHHO 2,5 Mr naypuicynandara
HaTpusA; OT MPUOIUSUTENBPHO 2 Mr [0 NPUGTUBUTENBHO 8§ MT TaJbKa; OT
npubmsurensio 0,25 Mr go mpubnusuTensHo 1,5 Mr creapaTa MarHHMS; M OT
npubnusurensio  0,1% (Macc.) go mnpubnusureasHo 3% (Macc.) KOJIOMIHOIO
AVNOKCUIA  KPEMHHMH.  YIOMSHYTHIE  KOMIIOBMIMM B  COOTBETCTBMM  C
IIPENIOYTUTENIbHBIM ~ BADUAHTOM UMEIOT (OPMY CTAHIAPTHHIX JO3MPOBAHHBIX
KaricyJI.

B cootBeTcTBUM ¢ JpYrMM BapMaHTOM YIIOMSIHYTHIE (apMalieBTHYECKHE
KOMIIOSMIMHA ~ TaHHOTO  BapHaHTAa OCYLUECTBJICHUS HACTOSIIETO H306GPETEHUS
BKJIIOYAIOT:

OT NPUOIU3UTENBHO 98 M A0 NMpUOMM3UTENBHO 102 M TOHKOM3METbYEHHOIO
SIUIEPEHOHA;

OT NPUOIU3NTENBHO 229 MT 0 MPUOIUUTENBHO 234 Mr JIaKTO3HI;

OT NPUOIU3UTENBHO 43 Mr 1o npubausuTensuo 48 Mr MUKPOKPUCTAIUIHIECKON
LIEJUTIONO3BL;, 1

OT NPHOIMU3UTENLHO 6 MT 0 HPHGIU3UTENLHO 10 MI KPOCKApMEJUIO3bI HaTpus.

O1u (apMmalleBTUYECKUE KOMIIOSHIUA (aKy/IbTATUBHO MOTYT AOMOJHHUTEIbHO
BKJIIOYaTh OT MNpUOAU3UTENsHO 0,5 Mr 10 NPHUOIU3UTENBHO 4 MT Jlaypwicyiabgara
HaTpusA; OT NPHOIU3UTENBHO 8 MI [0 NPUOTU3UTENbHO 12 Mr TambKa, oOT
npuOau3nTeabHO 0,5 Mr 10 TPUOIUIUTENHLHO 3 MT cTeapaTa MarHusi, M OT
npubnusurensHio 0,5 Mr 10 npuUGIM3HMTENBHO 4 M KOJUIOMIHOTO JVOKCHIA
KpPeMHHS. YNOMSAHYTBIE KOMIIO3MLMUA B COOTBETCTBHMH C IPEAOYTUTENBHEIM

BapHaHTOM MMEIOT (OPMY CTaHAAPTHBIX JO3UPOBAHHEIX KAIICYL.
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IlepopanpHeie JIEKAPCTBEHHBIE (DOPMEI _C DETYIVPYEMBIM BBLICBOOOXIEHHUEM

JACKAPCTBEHHOTO BEIIECTRA

IlepopanbHasd JoCTaBKa YIOMSHYTHIX  (hapMaleBTHYECKIX KOMITO3UILIMIA,

COOTBETCTBYIOLIMX HACTOAIIEMY H300PETEHHIO, MOXET BKIIOYaTh JIEKAPCTBEHHBIE
(GOPMBI C DETyIUPYEMBIM BBICBOGOXIEHHEM JIEKAPCTBEHHOTO BEII[ECTBA, BKJIIOYAS
JICKapCTBEHHBIE (OPMBl  C  PETYIHUPYEMBIM BBICBOGOXIEHHEM JIEKAPCTBEHHOTO
BCIIECTBA,  XOPOHIO  M3BECTHBIE B  JAaHHOW 0OJacTH, o0becreyruBaloiIye
NPOJIOHTUPOBAHHYIO JIMOO UIMTENBHYIO IOCTAaBKY YIIOMSAHYTOIO JIEKAPCTBEHHOI'O
CPeACTBa B XKEJIYAOYHO-KUIICYHBIN TPAKT JIOOBIM KOJUYECTBOM MEXaHU3MOB. Takue
MEXaHU3MBEI IMPOJIOHTUPOBAHHOI'O 6o JUTUTEILHOTO BBICBOOOXKICHM
JIEKapCTBEHHOIO BEIECTBA MOTIYT BKIIOYaTh (OOHAKO HMMH HE OIrPaHUYHBATHCS)
4yBCTBUTENIbHOE K PH BBICBOGOXIEHME JIEKAPCTBEHHOTO BELIECTBA M3 CTAHIAPTHOM
HDO3MPOBAaHHOW (OPMBI, OCHOBaHHOe Ha u3MeHeHMH pH ToHKoro orTnena
KUIICYHVKA; MEMJIEHHOE pa3pylieHue TabJeTKd JHMOO KalCyilbl; 3aiepXKy B
KelyIKe, OCHOBAHHYI0 Ha (H3UYECKUX CBOMCTBaX JICKADCTBEHHOM (DOPMBEL;
OMOaNre3ni0 CTaHIAPTHOM JOSUPOBAHHON (OPMBI K  CIM3MCTOH  BBICTHIIKE
XKCJIYNOYHO-KMIIEYHOIO  TpakTa, JIM60  (bepMEHTATUBHOE  BBICBOBOXKIEHUE
SIUIEpEHOHA us YTIIOMSTHYTOM CTaHJIAPTHOM IO3UPOBaHHOM dopmeI.
Hpennosnaraemprit 3¢dekT 3aKiI04aeTcs B NPOMIEHNN IIEPHONA BPEMEHH, B TEYEHIIE
KOTOpOro  JIUIEPEHOH  HOCTaBISETCS K  MECTYy  [JEWCTBHMS, IOCPEICTBOM
MaHUIYTUPOBAaHUSA YIIOMSHYTOM CTaHZAPTHON JO3UPOBaHHON ¢opMoil. Takum
o0pa3oM, JIEKapCTBEHHHIE (OPMBI C  SHTEPOCONIOGHILHBIM MOKPHITUEM H
JIEKAPCTBEHHBIE (GOPMBI  C  PETYJMPYEMBIM BBICBOGOXIEHUEM JIEKAPCTBEHHOIO
BEIIECTBA U 3HTEPOCONMIOOMIBHEIM IOKPHITUEM OKA3LIBAIOTCS B Ipeneiax obbema
HAaCTOSIIIEr0 U300pETCHUS.

YnomsaHyTeie KOMITO3UITUH c PeryIupyeMEIM BBEICBOOOXKIEHHEM
JICKapCTBEHHOI'O0  BEIIECTBA  BKIIOYAIOT TOHKOM3MEJBUCHHEBIA 3IUIEPEHOH B
HEOOXONUMOM KOJIMYECTBE, B COOTBETCTBMH C IPENIIOYTUTENLHBIM BapUAHTOM B
AVamna3oHe, KOTOPhIA oOcyXmajics paHee, T.€. B KOJIMYECTBE OT HPUOTH3UTEIBLHO
10 Mr go mpubausuteasHO 1000 Mr, B COOTBETCTBHM C GoJiee NMPEANOYTUTEILHBIM
BapHaHTOM B KOJU4YeCTBE OT MpuOausutenpHo 20 Mr mo 400 Mr, B COOTBETCTBHH C
elte Oosiee MPEINOYTUTEIBHEIM BapHAHTOM B KOJIMYECTBE OT MPHGIMBUTENLHO 25 M
mo 200 Mr, ¥ B COOTBETCTBHHM C elle GoJee IPEANOYTUTENBHBIM BapUAHTOM B

KOJIMYECTBE OT MPUOIU3NTENBHO 25 Mr o 150 mr. TIpeanodTuTenbHble KOMIIO3ULIAH
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C PETYIHPYEeMBIM BBICBOOOXAECHHMEM JIEKAPCTBEHHOI'O BEIIeCTBA MMEIOT dbopmy
TabJIeTOK JM6GO Kamncyl, B YacTHOCTH, TaGleTOK JIHGO Kafcya, BKIIOYAIOLIUX
TOHKOM3MEJIBYEHHBIN OIUIEPEHOH B KojmdectBe 25 mMr, 100 Mr mmu6o 150 mr.
VIOMSHYTEIM KOMITOSHULIUAM C PETYIMPYEMBIM BBICBOGOXICHIEM JIEKapCTBEHHOI'O
BCIIECTBA MOXET IIPUAABATHCS WIM MOXET He NpHUIaBaThCs pa3oBasd CTAHIAPTHAS
IO3WpOBaHHag dopma. ITono6HBIM KOMIIO3ULIUAM C PEryIUPYEMBIM
BBICBOOOXKIEHWEM JIEKAPCTBEHHOTO BEIUECTBA, ONHAKO, B COOTBETCTBHU ¢
[PEATIOYTUTESIBHBIM ~ BapMaHTOM  MPHAAeTCA  CTaHAapTHas  JO3MpOBaHHas
nepopanbHad  Qopma.  Tabmerka m6o  kancynia ¢ KOHTPOJIHUPYEMBIM
BbICBOOOXIEHUEM JIEKAPCTBEHHOTO BEINECTBA IS ONHOPA30BOTO BBENEHUS B
TCYCHUC NTHsI, KaK IPaBUJIO, BKJIIOYACT SIUIEPEHOH B IpefesiaX OT NPUOIMU3UTEIbHO
25 Mr mo npubausuTeabHo 150 mr.

HosupoBaHHas ¢opMa C perymupyeMbIM BHICBOGOXIEHUEM JIEKApPCTBEHHOTO
BCIIIECTBA COIJIACHO ONpeNeIeHuo, mnpuBeaeHHoMy B dapmakomee CIIIA XXII,
BKIIIOYAET JO3UPOBAaHHbIE (OPMBI C TIPOJIOHTMPOBAHHBIM  BBICBOGOXICHHEM
JICKapCTBCHHOTO BEIIECTBA, KOTOPHIE IIO3BOJSIIOT KaK MHHHMYM B [Ba pasa
YMCHBLINUTDL YaCTOTY BBEJCHMS AO3BI II0 CPABHEHMIO C JIEKAPCTBEHHBIM CPEICTBOM,
NIPCACTaBICHHBIM B BUIE TPAAULIMOHHOM JNO3MPOBAaHHOM JIEKAPCTBEHHOM (GOPMEI, H
AO3UPOBaHHbIE GOPMBEI ¢  3aMe[JICHHBIM BBHICBOGOXIEHMEM JIEKAPCTBEHHOTO
BCILECTBA, KOTODLIC BBIIE/AIOT YIOMSHYTOE JIEKAPCTBEHHOE BELIECTBO B HPYroe
BpeMsi, a HE Cpa3y XKe IOC/Ie BBEACHM. YIIOMSAHYTasi KOMIIO3HUIHS C PErYIUpPYeMbIM
BBICBOOOXKICHMEM JIEKAPCTBEHHOIO BEIUECTBA MOXET ObITh M, B COOTBETCTBHUHU C
[PENNOYTUTEIIBHEIM BAPMAHTOM, TMPEACTABISAET COOON JIEKapCTBEHHYIO (HOpMY C
ATUTENPHBIM BBICBOOOXKICHHMEM JIEKAPCTBEHHOTO BelUEeCTBa JIMGO JIEKAPCTBEHHYIO
dopMy c 3aMeATEeHHBIM/MOTUGUIMPOBAHHEIM BHICBOGOXICHHEM JIEKAPCTBEHHOTO
BELLECTBA.

OmMH ¥3 THUNOB KOMIIOSMIMH C  DETYIUPYEMBIM  BBICBOGOXIEHUEM
JIEKapCTBEHHOTO BELIECTBA, HaIpuMep, obecrnieynBaer peryiupyeMoe
BBICBOOOXIEHHE  JIEKQPCTBEHHOTO BELLECTBA MMOCPEICTBOM MaTpUIHOM
Ta0JIETUPOBAHHON KOMNO3ULMHU. ITOZXOAALIMMH MaTepUaaMd IJis OOpa3OBaHUS
MaTpULBl SBISIIOTCS BOCKM (HampuMep, KapHayOCKWil BOCK, MYEJWHBIA BOCK,
napauHOBBI BOCK, LIEPE3WH, INEJUIaK, XMPHBIE KMCIOTH M XKUDHBIE CITUPTHI);
Macjia, OTBEPXKIEHHBIC Macja WIH XHMPH (HallpUMEp, OTBEPXAECHHOE parcoBoe

MacJio, KacTOpPOBOE Macio, TOBSKMH XUp, MaJlbMOBOE MAacjio M COEBOE MAacio);
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MOJIMEPH!  (HAIIPMMED, THAPOKCUIIPONIILEIITIONO3a, MMOJIMBUHWIIIUPPOJIHIOH,
THAPOKCHIIPOIIMIMETHIILICITIONO03a, TIOJMITUIEHIINKONb, MeTakpuiaathl (PMMA
(ONMMMETHIMETaKpIIaT) U Kap6oMep); albIMHATH, KCAHTAHOBAs CMOJIa, U Ipyrue
HOCHUTEIH, U3BECTHDIC PANOBLIM CIICUANNCTaM B AaHHOU o6nactu. K umcny npyrux
NOAXOISINNX MAaTPUYHBIX TaONETUPOBAHHBIX MaTepPMANOB OTHOCHTCS (ONHAKO MMHU
He  OrpaHU4YMBAIOTCA)  MHKPOKPHCTAUIMYECKas  LEJUTIONO3a, IIOPOLIKOBAsT
LEJUII0N03a, THAPOKCUIIPONIWILEIIIONO3a U STHILEION03a. KOMIO3MIIMM ¢
PeryMpyeMbIM BBICBOOOXIEHHEM JIEKAPCTBEHHOTO BEILECTBA APYTUX THUIIOB MOTLYT
00eCIIeYnBaTh PETyINpyeMoe BHICBOGOXIEHIE JIEKApCTBEHHOTI'O BelllecTBa OJjaromaps
UCITIOIE30BAHMIO TDAHYIISTOB, HOKPHITHIX ITOPOILKOB, TablETOK M T.I., ITOCPEACTBOM
UCIIONB30OBaHUsI MHOTOCIOMHOCTM M/MJIM HCHOJNB30BAHHEM COOTBETCTBYIOLIMX
MOKPRITHH. K  OpYTMM KOMIO3MLMSM C  PETYIUPYEMBIM  BBICBOBOXIEHUEM
JICKADCTBEHHOIO ~ BELUECTBA  OTHOCHTCA  OCMOTHYECKMH Hacoc  (HaIpuMep,
onucaHHbA B nateHTe GB 2207052, omy6mukoBaHHOM 25 sHBapst 1989 roma) im6o
KOMOMHALUK BHIIUENPUBEICHHOTO.

K momxomsuiyM mOKpoBHBIM MaTepUaiaM IS UCIONb30BAHUS IIPU TONYYEHHH
KOMIIO3MLIMM C pEryJIUpYEMBIM BBICBOGOXIEHHMEM JIEKAPCTBEHHOIO BEILECTBA
OTHOCATCHA, OOHAKO HMHU HE OIpaHHYMBAIOTCA, JIO6OH  (apMaleBTUYECKU
NPUEMIIEMbIH TONUMEpP, HAI[PUMEDP, 3THILEIUTION03a, aleTOOYTUPAT LEeJLTIONO3,
aleTaTbl LeJUTI0JIO3bl, MOMMMETAKPWIAThl, BKIIOYAIOLUIUE [PYINBI YETBEPTUYHOTO
aMMOHHMSI, WA Ipyrue dapmanerTruecku IpUeMJIEMBIE MOJIUMEPHI,
MOJIM3TUICHITTAKOJIb, THAPOKCHUIIPOITWIILEILTION03a, TUIPOKCUTIPOITHIIMETHIT~
HEJUI0I03a, TOMUBUHUINUPPONUAOH M IIOJMBUHMIIOBBIA CHUPT; MOHOMEPHBIE
MaTepHajiel, HaIPUMEp, caxapa, BKIIOYas JIAKTO3y, caxapo3y, GpyKTo3y ¥ MaHHHT,
COJIM, BKIIIOYasl XJIOPWMA HATPHs, XJIOpDHMH KalWusg YU MPOU3BOMHEIE; OpPraHUYECKHE
KUCIOTHI, BKIII0Yasi PyMapoByIO KUCJIOTY, STHTAPHYIO KMCIIOTY, MOJIOYHYIO KHCIOTY W
BUHHYIO KHMCJIOTY, a TaKXe MX CMECH; SHTEPOCONIOOMIBHEIE MOJUMEDPHI, BKIIOYAS
NOMBUHIIALIETO(TANAT, alleTODTaNaT LEJUTIONO3b, alleTOTPUMEIUTHTAT LEJUTIONO3H,
HIeJaK, 3€MH M NMOJUMETAaKpUNIaThl, BKIIIOYAIOMIME KapOOKCHJIBHBIE TPYIIILL. DTH
NOJMMEPBI  MOTYT MHCIIONB30BATbCA KakK pacTBOpHl MO0 JjaTeKcel. Moryr
HCIIOJIL30BAThCA APYrue 6apbephbl, HAIPHUMEDP, BOCKM.

YmomsiHyTas IOKPOBHAasl KOMITO3WLMS MOXET TNACTUGMIMPOBATECA B
COOTBETCTBMM CO CBOWCTBAMM IIOKPOBHOM CMECH, HAampUMeEp, TeMIIEpaTypoil

CTCKJIOBaHHMSI OCHOBHOIO KOMIIOHEHTa JHOO CMecH KOMIIOHEHTOB, JM00
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PaCTBOPHUTEJIA, HCIONL30BAHHOTO JUIi HAHECEHUS YIOMSHYTBIX ITOKPOBHBIX
KoMmnosuuui. Iloaxonsamue ruacTudbUKaTops! MOTYT JOGABIATLCS B KONUYECTBE OT
npubausuresnbHo 0% o npuonusurtensHo 50% OT Macchl VIIOMAHYTOM MOKPOBHOM
Komnosuuuu. K ymciay rtakmx ITaCTH(HUKATOPOB OTHOCHTCSI, HAIPUMEp, TIPYIIIa,
BKITIOYAIOIIAsl OUITHIPTAIAT, HUTPAaTHRIE 3(DUPHL, MTOJMU3TUIIEHIVIUKONb, TVIMLIEPHH,
AUeTUINPOBAHHBIC ITIMUEPUABI M KACTOPOBOE MACJIO.

Tabnerkn nu60 Kamcyibl, BKIOYAIOLINE TOHKOM3METbYCHHBI 3IUIEPEHOH,
MOTYT IIOKPBHIBATbCS HETIOCPEACTBEHHO C IIONYYEHMEM [JO3BI C PETYIMPYEMBIM
BBICBOOOXICHHEM JIEKAPCTBEHHOIO BELIECTBA, JUGO MOIYT BKJIIOYATH MHOXECTBO
TIOKPEITBIX KapKacoB, CONEPXAaIMX SIUIEPEHOH. YHNOMSHYTHIA TepMHMH "Kapkac",
MCTIOJIb3OBAHHBIM B JaHHOM OIMCAHMHM, OOO3HAYAET SJNEMEHT KOMIIO3MIIUH,
BKUIIOYAIOLIMH SIUIEPEHOH W pasiuyHble HOcHTeNH. Kaxmplil KapKac MoXeT
BKTIOYAaTh  KOMUYECTBO TOHKOM3MENBYEHHOIO IIUIEPEHOHA B Ipenenax oT
npubnusurensho  0,1% (Macc.) mo  95% (Macc.), B COOTBETCTBHM  C
HPEAIOYTUTEILHBIM BAPUAHTOM OT npubnusurensHo 10% (Macce.) no 80% (Mmacc.) ot
obureit Macchl Kapkaca. J[MameTp YNOMSHYTOTO Kapkaca, Kak MPAaBUIIO, MOXET
cocraBmATh OT 200 MkM mo 1700 mMxm. I'pa”yna mpencraBisier coboii IOKPBITHIN
KapKac ¢ ITOKPBITHEM, NPEACTABIISIONIAM cO60M M060e MOAXOaIIEe IIOKPHITHE.

YHoMsaHyThIE KOMITO3UIIHH c PETYJIUPYEMBIM BBICBOOOXIECHHEM
JIEKApCTBCHHOIO BEIIECTBA MOIYT ObITh ITOJYy4EHB! IOCPEACTBOM IPaHYJIHPOBaHHS
OTBEPXKICHUCM KamneleK pPAcMbUICHHBIX DPACIUIABJIEHHBIX COJEH, PacHbUIUTETLHON
CYIUKOM, HAHECeHHEM IIOKDPHITUS B APAXUPOBOYHOM KOTIE, IPAHYIMPOBAHUEM U3
baclliapa, TIpaHYJIMPOBAHMEM, HAHECEHHWEM IIOKPBITUS C IIOMOMIBIO BypcTepa,
HAHECCHHEM IIOKPBITUSI ITyTeM pa3OpBLISTUBAHUA IO KACATEIbHOH, HaHECEeHUEM
IIOKPBITHs ~ IYTeM  pasOpBISTMBaHMS  BEPXHHUM  COILIOM, TabJIETUPOBAaHUEM,
SKCTPYOMPOBAHMEM, KoalepBanued u T.m. PasMep wactun perymupyemo
BBICBOOOXKIAEMBIX KOMIIOHEHTOB, KPOME TOHKOM3MEJIBYCHHOTO OIUIEDEHOHA, B
YHOMSIHYTOM CTaHIApTHOH JO3MPOBAaHHON ¢opMe 3aBHUCHT OT MCIIOIb30BAHHOM
TEXHONOTMM. Pa3Mepel 4YacTHIl B ciydae IOPOIIKOBEIX TEXHOJOTMH (CMecH,
DPACIBUTHTENbHAS CylIKa, OUCHEPCHH M T.I.) MOIYT KojebaTbcd B Mpeaenax oOT
CYOMHMKPOHHBIX pasmepoB J0 500 MKM; B ciyyae HOKPOBHBIX TEXHOJOTHIA
(HaHeceHWE  MOKPHITUS C  IOMOIIBIO  BYpCTepa, HAHECEHUE TTOKPHITUS
PasOpLISTUBAHUEM BEPXHHMM COIUIOM, HAHECEHHE TOKPHITHS pPa3sGPHI3IMBAHMEM

HIMOKHHM COIUIOM, PACHIbUIMTEIbHAsA CyllKa, SKCTPY3USI, MHOTOCIOMHOCTbL U T.II.)
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OHM MOTYT KOJIeOaThCs B Ipefenax oT 5 MKM mo 1700 MKM; B CJIy4ac TEXHOJIOTHIA
TabJICTUPOBAHUSI OHM MOIYT KojebaThcs B npegenmax or 1 mMM mo 20 Mm. B
MOC/ICAYIOIIEM  YIIOMSHYTBIE ~ JIGKaPCTBEHHBIE  (DOPMBI € PerylHpyeMbiM
BBICBOOOXIEHMEM  JIEKADCTBEHHOTO  BELECTBA  OOBEOWHSIOTCS B pa3oBy1o
CTaHIAapTHYIO NO3UPOBaHHYIO (HOPMY TaKMM 06GpPa30M, YTO KOJMYECTBO SIUIEPEHOHA
B YIOMSHYTOM KOMIIO3HLIMHM, COOTBETCTBYIOLIEH HacTOAIEMY H300pETEHHIO,
00eCreynBaeT HEOOXOOMMYIO IO3Y. Moryr 6BITEP HCHOJB30BaHEl CTAHIAPTHBIE
TIPOLICNYPLl HAHECEHWs IIOKPHITMH, HalpuMep, OIMCaHHbIE B Remington's

Pharmaceutical Sciences, 18 usnanue (1990).

YIOMsHYTbIe KOMITO3MIMM MOTYT BKJIOUATh TOHKOM3MEIbUeHHEIH SIUIEPEHOH
B (OpME C HEMEUIEHHBIM BBICBOGOXIEHHUEM B COUETAHMU C TOHKOM3MEIbYCHHEIM
SILICPEHOHOM B (pOpME C PEryJMPyeMBIM BBICBOGOXICHHEM. YTIOMSIHYTast opMa c
HEMEIUIEHHBIM BBICBOOOXIECHHEM TAaKHX KOMIIO3MIMIT MOXET BKJII0YATh KOJMYECTBO
TOHKOM3MEJIbYEHHOIO SIUICPEHOHA, COCTABJSIONIee OT NpHGIu3uTenbHo 0,5% no
npubmusurensio  90% or  o6Gero  KoaMYecTsa SIUIEPEHOHA  YIIOMSHYTOI
KOMITO3UIMM, C YINOMSAHYTOM (OPMOH C PpEryIMpYEMBIM BEICBOGOXIEHMEM,
CONEPXAINEH OCTaIbHOE KONMYECTBO TOHKOUSMENBYEHHOIO OSIUICPEHOHA. B
pE3yIbTaTeé  3TOro, KOHEYHAasi  KOMIIOBHLMS  oOOGecHeyuBaeT  KOJMYECTBO
TOHKOM3MEJIBYEHHOIO JIUIEPEHOHA IJIs1 HEMEMJICHHOIO BBIIEJCHUS TIOC/E BBEIEHUS
M JONOJHHUTEILHOE  KOJMYECTBO  TOHKOM3MENBYEHHOrO  SIUIEPEHOHA  JUIS
PETYIVPYEMOTO BEICBOGOXKICHUS.

IlpencraBneHHelit  najee  HEOrPaHWYMBAIOIIMI  IIpUMeEp WLTIOCTPUPYET
HCIIONB30BaHNE  KOMIIOHEHTOB, IEPEYHCICHHBIX DpaHee, Jid  IOJydeHHs
KOMITO3HIIUK B COOTBETCTBUM C HACTOALUMM HU300pETEHHEM.

B Tex cnyyasx, Korma ymoMaHyTag KOMITO3HIIMS, COOTBETCTBYIOLLIAs
HaCTOALIEMY  M300pEeTEHUIO, HMeeT (OpMY TIPaHYJIMPOBAHHOTO IIPOLYKTA,
YHNOMSIHYTBIE TPaHYJIBl MOTYT OBITH IIPEICTaBICHBI B BMAE callle, KaIlCyJbl JHGO
TabneTku. B HeorpaHuumBaioleM NpHMepe, MpPEACTaBICHHOM Iaiee, MPUBEACHO
OTHCaHWE IPaHyJ] (YacTHL pasmepoM or 200 MkMm mo 1700 MxM) B Kamcyie. Bee
YIOMSIHYTBIE TUAIIA30HbI MPEACTABISIOT COO0M MaCCOBLIE ITPOLICHTHI.

MHoro4Hc/IeHHbIe 3IEMEHTH, CONCpPXAllNe TOHKOM3MEIbYEHHbIN SIUIEPEHOH,
b0 KapKachl, IOJYYAIOT MOCPEICTBOM KCTPYAMPOBAHHMS/ChHEPOHIM3AIINA WK Ke
NIOCPEACTBOM HAHECEHWs CJIOS SIUIEPEHOHA (WIM CMECH SIUIEPEHOHAa C IPYTMMH

HOCI/ITCJISIMI/I) Ha MHCPTHBIE HOCUTEJH C IIOMOIUBIO Pa3JIMYHBIX cIioco0oB. Camu
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KapKachkl MOTYT ObITb C HEMEUIEHHBIM BBICBOGOXIEHHMEM JIEKAPCTBEHHOIO BElIECTBA
MO0 € perylMpyeMBIM  BBICBOGOXIEHHEM JIEKAPCTBEHHOIO BElleCTBa, B
3aBUCUMOCTH OT MaTCPHAIOB U CIIOCOOOB MONYYEHHS. YIIOMSIHYTHIE KApKAChl MOTYT
conepXaTb TOHKOM3MEJBYEHHOE JIEKADCTBEHHOE BEIIECTBO B  HEOGXOZMMOM
KOJMYECTBE B COOTBETCTBUM C KOHKPETHOM [030i 3IUIEPEHOHA, HEeOOGXOMMMBIM
pasMepoM, HeoOXonuMoll GHopMOil NMpeACTaBIeHHS M IOCIEAYIOLMM npoueccamMu
(HaHeceHHMs TIIOKPHITHS ¥ T.IL). YIIOMSHYTHE Kapkackl MOIYT BKJIIOYATh
TOHKOU3MENIBYCHHBIN SIUICPEHOH B JAWAIla3oHe OT mpubnusurensao 0,1% o
npubnusurensHo 100%, B 3aBUCUMOCTH OT TpeOyeMOH 03B, aKTUBHOCTH, CII0Cc00a
H3TOTOBJIEHUSA U JPYTUX CBOWCTB.

OKCTPYIMPOBaHHBI KapKac, KaK IPaBUIO, BKJIIOYAET TOHKOM3MEIbYEHHBIH
SIUIEPEHOH H, HarpuMmep, pa3baBUTENIb/NE3UHTErPATOP, TaKO Kak
MUKPOKPUCTALIMYICCKAs LeJUoNo3a (B mpenenax oT npuonusurensHo 0,5% no
NPUOIIU3UTEIHLHO 99,9%), CBSI3HIBaIOIIIEE BELLECTBO, TaKoe Kak
TMIPOKCUNIDONMIINENIIONO3a (B @peienax . oT mpuGausureabHo 0,5%  mo
npu6u3uTensHo  50%); HamoMHUTENb, TaKoi Kak JIaKkTo3a (B npenenax or
npubmusutensio  0,5% mo mpuGnusurensHo 90%); W APYTHE  HOCHTEIIL
YIOMSIHYTEIH SKCTPYIMPOBAHHBIA KapKac MOXET, B cliyyae HeoOXOMHMMOCTH,
COIepXKaTh JULIBb JICKAPCTBEHHOE CPEJCTBO M CBSI3BIBAIOLLIEE BEILECTBO.

OKCTPYAMPOBaHHBIN KapKac CO CBOMCTBAMM PETYIHPYEMOTO BbICBOGOXICHUS
JIeKapCTBeHHOFO’ BELIECTBA, KaK MpaBUIO, BKIIOYAET TOHKOM3MEIbUYEHHBI
SIUICPEHOH U MOJIMMEP, CHOCOOCTBYIONIMI HaGyXaHHUIO/TIOMUMED-TeIe06pa3oBaTelb,
TaKO¥ KaK TMAPOKCUIIPONMILEIUIION032 (B IPEAETaX OT MPHONU3UTEIBHO 0,5% no
npubiusurensHo 50%), muGo rumpodobHBI Marepuay, TaKOM KaK LETHIOBBII
cnupT (B npenenax ot mpubmusurensHo 10% no npubmusutensHo 90%). IToxkprIThIH
KapKac MOXET BKJIIOYATh TOHKOM3MEIBYEHHBIH SIUIEPEHOH U UHEPTHBHIH HOCUTEND,
HapuMEp, caxapHble IUapuKH (B Mpeaenax oT nOpubausutensHo 10% 1o
npuou3uTenbHo  90%) cO  CBASHIBAIOIIMM  BELIECTBOM (B IpeAenax oT
npu6nusutensHo 0,1% mo npubnusutensHo 50%). YOOMSHYTHIA KapKac MOXET
BKJIIOYaTb pa3GaBMTENM, VYBIAXHSIOUIME KOMIIOHEHTHI M JApYyIUe HOOaBKH.
YnoMsiHyTOe CBA3BIBaIOIEe BEILECTBO MOXET IOAGMPAaThCA TAKUM OGPa3oM, 4TOOHI
0beCreYnBaTh HEMEMIEHHOE BEICBOGOXIEHHE JIEKAPCTBEHHOTO BEIECTBA (TAKOE KAK
TMIPOKCHUIIPOITMIILIEITION03a, THAPOKCUIIPOITMIMETHIIIIEILTION03a ) T.0L.),

peryanupyemMoe BBICBOOOXIIEHHIE JICKaApCTBEHHOTI'O BCIICCTBa (TaKOC KakK
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STUILIEIUIION03A, auerobyTupar LIEJUTIOJIO3bE U T.11.) Jmbo
3aMeIUIEHHOE/MOAUMDULHPOBAHHOE  BHICBOOOXKIEHHE JIEKapCTBEHHOI'O  BellleCTBa
(HampuMep, 3HTEPOCONIOGMILHBIE CBSI3BIBAIOIINE Marepuajbl, Takue Kak ranar
THIPOKCUIIPOTTMIMETUIILICIUTIONO3BI, ONMBUHIIANETODTANAT U T.IL.).

YacTeio TOTOBOI CTAaHHAPTHOIN HO3UPOBAHHOM $opMBI MOTYT GEITH KapKachl C
HEMEIIEHHBIM ~ BBICBOOOXICHIEM JIEKAPCTBEHHOIO  BELUECTBA, IIOJIVUEHHBIE C
IIOMOHIBIO  BBIIUCONMCAHHBIX CHOCO00B. B COOTBETCTBMM ¢ ajJbTepHATUBHBIM
BapMaHTOM  YIIOMSHYTBIE  KapKachbl €  HEMEIEHHBIM  BBICBOOOXIECHHEM
JIEKapCTBCHHOTO  BEILIECTBA MOTYT IIOKPHIBATLCS OBICTPOpACIIafalolIMMcs  JTUO0
PAaCTBOPSIIOIMMCS TIOKPBITUEM B SCTETHYECKMX LIEJSAX, B LEJAX MaHUIYIMpOBaHUSI
b0 MO COOGpaxeHHSM CTOMKOCTH. ITOAXONAIIMMY MaTepualaMy  SBISIOTCS
MIOJINBUHWIITUPPOJIMIOH, THAPOKCHUITPOTIMIILIEIUTIONO3A,
THAPOKCHITPONTWIMETHILIEINIION03a, MOJHUSTWICHINIMKOND Y ITOJUMETaKpHIATHI,
BKJIIOYAIOIIME CBOOONHBIE AMMHOIPYMNINBl. TakWe Marepuanbl MOTYT BKJIIOYATh
IacTUPUKATOPEI, aHTHAAIe3UBLL HW/MIU  pa3GaBHUTEIIN. OOuIenpuHATO, YTO
nobGapjieHUE NMOKPOBHOTO MaTepHala MAcCOM, COCTABJIAIOLIEH npubnausuTensHo 3%
OT MacChl Kapkaca, oOecle4uBaeT HeENPEPEIBHOE IIOKPHITUE [UIS  OTOrO
IrPaHYJIOMETPUYECKOI'O JMala30Ha.

HacTe HO3bl ¢ DPETyIMPYEMBIM BBICBOGOXIEHHMEM JIEKAPCTBEHHOIO BEILECTBA
MOXET OOecleYnBaTbhCsl KapKacoM C PpEryJIMPYEMBIM BBICBOGOXICHHEM, KaK
OMMUCAHO paHEE, KapKacoM C pPeryIMpyeMbIM BBICBOGOXIEHUEM, KOTOPOE
HOTIONIHHUTENbHO MOIUMULMPYETCA HaHECEHHEM MOKPOBHOTO CJOS, JHG0 KapKacom
C HEMENJICHHBIM BBICBOOOXIEHUEM, KOTOpoe MOAMMULMPYETCS HaHEeCEHHEM
IIOKPOBHOTO CJIOS.

TunuyHas mOKpOBHAas KOMIOSMLMA IJIS [OJYYEHWS KOMIIOHEHTa C
PEryIupYEMBIM BBICBOOOXIEHUEM JIEKADCTBEHHOI'O BELIECTBA MOXET BKJIIOUYATh
HEPacTBOPMMBIA MAaTPUYHBIA IONMMEDP B KOJHYECTBE OT MPHOIU3MUTENBHO 15% N0
NpUONM3UTENbHO 85% OT Macchl YNOMSAHYTOH IOKPOBHOM KOMITO3MIMH H
BONOPACTBOPUMEBIA MaTepual B KOJIMYECTBE OT MPUOIM3UTENbHO 15% 1o
npubau3uTebHo  85% OT Macchl  YIOMSHYTOH IIOKPOBHOH  KOMIIOZHLIUH.
(DaKkyNbTaTHBHO MOXET MCIIONb30BAaThCA JHOO BKIIOYATHCS SHTEPOCOMIOOMIIBHEI
MOTUMEP B KOJMHYeCcTBe OT npubnmusmutenbHo 0,1% no mpubinusurensHo 100% ot
MacChl YIMOMSIHYTOM TIOKPOBHOM KoMmo3uiyu. Ilomxonsinde HepacTBOPHMBIE

MATPHUYHBIE TOJHUMEPBI BKIMIOYAIOT STUILIEJUTIONO3Y, aI.IeT06YTI/IpaT LICJUTIONIO3EI,
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aleTaThl LEJUTION03bl U MTOTUMETAKPUNATBI, CONEPXALIME TPYNITH YETBEPTUYHOTO
aMMOHMS, WIM ApYTHe (apMaleBTHYECKH NpHeMIeMble HoauMepsl. Iloaxonsiije
BOJIOPacTBOPHUMEIE MaTepHaIbI BKJTIOYAIOT MOJIUMEPHI, HaIlpuMep,
TTOUSTUIEHIIUKOJb, TUAPOKCHIIPOITMILIEILIIONO3Y, THAPOKCUITPOITMIMETHII-
HE/UTIOJIO3Y, MOJIUBUHWINHMPPOIMAOH, TOJUBMHWIOBHIA CIUPT, MOHOMEpHEIE
MaTepHallbl, TAKME KaK caxapa (Hampumep, JaKTo3y, caxaposy, (ppyKTo3y, MAaHHHT U
T.IL); COMM (HalpHUMEp, XJIOPHJA HATPUs, XJIODHA Kauus u T..); OPraHUYecKHUe
KUCIOTHL  (HampuMep, GyMapoBYIO KHUCJIOTY, SHTapHYIO KHCJIOTY, MOJIOUHYIO
KHCJIOTY, BAHHYIO KHCJIOTY U T.I.); M MX cMecu. [logxomsmime sHTEpOCONIOGUIbHbIE
TOJIUMEPHI BKJTIOYAIOT alleTOCYKIMHATTUIPOKCUTIPOIIUIME THILIE/UTIONIO3Y
(HPMCAS), - ¢ranat TMIPOKCUTIPOITMIMETUILEIIIIONO3b] (HPMCP),
noMBUHMIALETOdTANAT, anleTodTaNIaT LEe/UTIONO3bI, alleTOTPUMEIUTUTAT LIeJUTIONO3HI,
HIeJITaK, 3¢H, ITOJIMMETAKPUIATEI, COAEpXKallKe KapOOKCHIbHbIE TPYIIIbI, U T.11.

YrnomsiHyTasi TIOKPOBHAsS KOMIIO3HLIMS MOXET IUIaCTUDULMPOBATECSI B
COOTBETCTBMM CO CBOMCTBAMU TIOKPOBHOM CMECH, TakKUMM KaK TeMIlepaTypa
CTCKJIOBaHUs  OCHOBHOIO KOMIIOHEHTa JIM60 CMeCH KOMIIOHEHTOB, JH6O
PAaCTBOPUTENA, HCHOJB30BAHHOIO JJII HAHECEHUS YIOMSHYTBIX ITOKPOBHBIX
Kommnosuuui. Ilomxonsamue racTHGUKATOPE MOTYT ZOGABIATHCS B KOJIMYECTBE OT
npubausuTesnbHo 0,1% mo npubmusurenasHo 50% oT Macchl YIIOMSHYTOU NMOKPOBHOIA
KoMmnosuuy. IloxoGHele MIacTHOHUKATOPH MOTYT BHIGMPATHCS, HANPHMED, W3
TPYNIIbI, BKIIOYAOLIEH AMSTHIGTANAT, LMUTPaTHBIE S(DUPHI, MOMMSTIIEHIIMKOID,
DIMOCPUH, alleTUIMPOBAaHHbBIC IMMLEPUIBI, alleTHIMPOBAaHHBIE LUUTPATHBIE 3(UPHL,
IA0yTHIcebalaT, KaCTopoBOe MAclio M T.II.

YnoMsaHyTass TIOKPOBHAas KOMIIO3MLHUS MOXET BKJIIOUYATh HATIOJHUTENID.
YIOMSHYTHIH HAIIOJHUTENb MOXET COCTABIATh OT IPUGIM3UTENLHO 0,1% no
npubmusurenbHo 100% 1o Macce, Mcxoms U3 OGIIEHl  Macchl YIIOMSIHYTOM
MOKPOBHOM KOMfIOBI/II.II/II/I. HaronHureneM MoxeT GBITH HEPaCTBOPMMBIN MaTepual,
HanpuMep, NMOKCUI KPEMHUS, AMOKCH TUTAHA, TAJIbK, KAOJIMH, OKCHJ ATIOMHHHS,
Kpaxmajl, = IIOpPOIIKOBas  ILEJ/UTION03a,  MHMKPOKPUCTAJUIMYECKAs  LEJUII0N03a,
IOJIaKPWINH KUIMS H T.1I.

YIoMsiHyTasi MOKPOBHAsi KOMITOSHLMSI MOXeT HaHOCHThCA KaK PacTBOp JHMGO
JIATEKC B OPTaHUYECKMX PACTBOPUTENAX, BOOHBIX PAaCTBOPUTEIAX JUOO UX cMmecsx. B
Clly4a€ HaHECCHHs pacTBOPOB, DPACTBOPUTENb IIPHUCYTCTBYET B KOJUYECTBE OT

OpuONM3UTENbHO  25% o0  npubiaMsuTedbHO 99%, B COOTBETCTBUM  C
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NPEMITOYTUTEABHBIM BaAPUAHTOM OT NPHOIU3UTENbHO 85% mo mpubiausurenbHo 97%
no Macce, uCxond U3 oOOLEeH Macchl pacTBOPEHHBIX TBEPABIX BELIECTB.
Hoaxonsmmmy pacTBOPUTENSIMH SABJISIOTCS BONA, HMBIIMI CIIUPT, HU3ILIHE
XJIOPHPOBaHHELIE YITIEBOAOPOABI, KETOHBI JMOO WX cMecH. B ciyyae HaHeceHus
JIATCKCOB, PACTBOPHUTEID NMPUCYTCTBYET B KOJHUYECTBE OT IPHOIM3UTENBHO 25% IO
HpI/I6JII/ISI/ITeJIbHQ 97%, B COOTBETCTBUM C NPEINOYTUTEIBHBIM BAPUAHTOM OT
npubausutensHo 60% mo npubausureasHo 97% no Macce, UCXoAsd U3 oOuiero
KOJIMICCTBA MOMMMEPDHOIO Marepuaja B YIOMSHYTOM JiaTeKce. YIIOMSIHYTHIM
PacTBOPHUTEJIEM MOXET ObITh INIABHBIM 00pa3oM BOJA.

Iogxomsdas TabGieTHpOBAHHAS JEKAapCTBEHHas (OPMa - MOXET BKIIOYATh
TOHKOU3MEJIbYCHHBIH  SIUIEPEHOH BMECTE C  IIOJMMEPOM, CIIOCOOCTBYIOLIMM
HaOyxaHUI0/TIONMMEPOM-TeIe00pa3oBaTeieM, TAKUM Kak L-ruapoKcHIIponmIne-
JI0/I03a, CMCIIaHHAasgd C HaloJHUTENEM, TaKMM KaK MHKPOKPUCTALIMYECKAs
uewnonosa. TaGreTMpOBaHHBIM HOCUTENb MOXET IIOABEPraThCs obpaboTke
(HampuMep, pPacIBUINTENBHON CYILKE) Mepel IPecCOBAHHUEM. MarpuyHsle TabaeTKH
9TOro THUMAa 4YacTo JACMOHCTPUPYIOT YCKOPEHHOE HAYaJlbHOE BBICBOOOXIECHUE
JIEKapCTBCHHOrO BEIUECTBA N0 HaOyXaHUSA U KENATHHUPOBAHMSA YIIOMSIHYTBIX
TMOJIMMEPOB, CIECOCTBUEM YEro SBISAETCS PETVIMPYEMOE BEICBOOOXICHUE OCTATKA
JIEKApCTBEHHOTIO BEILIECTBA.

KonnyectBo HeMeUIEHHO BBICBOGOXIEHHOTO JIEKAPCTBEHHOTO BEIECTBA U
NPONOJLKUTEIBHOCTD  PETYIMPYEMOIO  BBICBOOOXKINEHHS  MOIVT  H3MEHSIThCS
MOCPCICTBOM  HU3MCHEHHSI KOJIMYECTBA MCIIOJNb3OBAHHBLIX HOCHTeNel. Eciau
COCTaBJIsIIONIast HEMELJIEHHOTI'O BEICBOOOXACHHMSI  HEZOCTATOYHO BeJIMKa,
ONpPENCIICHHOE KOJMYECTBO TOHKOU3MENIBYEHHOrO SIUIEPEHOHA MOXET BKIIIOUATHCS B
OBICTPOPACTBOPUMBIM HAPYXHBIA ITOKPOBHBIN  CJION IIOJUMEPOB, TaKHUX Kak
MOMUATWICHINIMKOIB JIMO0 MHAPOKCUNIPOIIMETIILEIITION03A.

TunuyHas MaTpuyHas TaGleTKa MOXET BKIIIOYATH ITOJMMED, CIIOCOOCTBYIONIMIA
HaOyXaHMIO/TIONIMMeEP-Teieo0pa3oBartellb B KOJMYECTBE OT NPUOTH3UTENLHO 5% 10
npubnusutenbHo 70% nmo mMacce MCXod U3 OBILUEH Macchl TaGNeTKH, paszbaBuTeIbL
B KOJIMYECTBE OT NPUOCIHUIUTENLHO 15% no mpubausureabHo 90% 1o Macce UCXOns
U3 oOled Macchl TabiaeTKu. JIOTIOMHUTENbHBIE Pa36aBUTENIN MOTYT BKIIOYATHCA B
Konn4yecTBax oT npubausutenvHo 0,1% mo npubnusutensHo 65% 1o Macce mcxons
M3 OOILLEH Macchl TableTKU. DTO MOTYT ObITh PACTBOPMMBIE MATEPUAIIBI, TAKHE KaK

JIaKTO3a, MaHHHUT, COpPOMT M T.I., TUOO HEpaCTBOPMMEIE MaTEPUATBl, TaKUE KakK
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TPEXOCHOBHBINM QocdaT Kanplysd, IOPOIIKOBas LEUTIONO3a WIM JIOGOH U3
Pa3HOOOPA3HBIX KPaXMaIOB (KYKYPY3HBIit, IUEHUYHbIN, KAPTO(DELHBIN 1 T.I.).

B nmomomHeHwe K 3TOMy, YIOMSHYTble TaGAE€TKM MOTYT BKIIIOYATh
CMasplBalOmIee  BEUIECTBO B  KOJMYECTBE OT npubmusurensHo 0,1% 1o
npubIU3uTeNbHO 8% IO Macce McXols M3 obleit Macchl Tabmerku. CMAa3bIBAOLIMe
BEIICCTBA MOTYT BBIOMpAThCs U3 TPYINEBI, BKIIOYAIOIIEH CTeapaThl METaLIOB,
CTCApMHOBYIO KHUCJIOTY, THAPOTCHU3UPOBAHHLIE Macja, HAIPHUMEP, COEBOE MAacjo
7160 KacTOPOBOE Macjo, cTeapiidypHAT HATPHS, NOMMTETPadTOPITIIEH, TANBK H
T.II.

Ha ynomsHyTele TaGneTKM MOXET HAHOCHUTHCS ITOKPHITHE B 3CTETHYECKMX
LCAX, B LENAX MaHUITYJIUPOBAaHUA JTUOO MO COOOpaKeHMAM CTOMKOCTH WM Xe IS
YBECIMYCHHS KOJIMYECTBA HEMEIUICHHO BBbICBOOOXHAEMOM IOJNHM 3IUIepeHOHa. B
NOCIEAHEM YIIOMAHYTOM CJIy4yae, TOHKOM3MENBYECHHBIN SIUIEPEHOH pacTBOPSETCS
00 CYCIIEHIUpPYETCsl B TOKPOBHOM pPAcTBOpE MO0 HAHOCHUTCS MyJibBEpU3alMeli Ha
TabJeTKH 1O Tex Mop, MokKa He G6ydeT HoGaBICHO HEOBXOMMMOE KOMMYECTBO
smaepeHoHa. K yMcilly NODXOAAIUMX ITOKPOBHEIX MATEPUANIOB  OTHOCSTCS
NOJMSTUICHINIMKOb,  THAPOKCHIIPONMIMETHILEIUIION03a, THIPOKCHIIPOITHIILIEN -
JII0JI03a, IOJVUBUHUIOBHIA CHUPT, NMOJIUMBUHUINUPPOIUAOH, caxap, BOCKHM JU60 UX
CMecCH.

VYIOMAHYTHIH ITOKPOBHBIA MAaTepuMayl MOXET JOGaBisSThCS 1O  JIOGOM
HEOOXOJMMOM TOJILMHBI, OFHAKO TUMHMYHBIM SIBISIETCS YBEJMYCHME MACCHI B
npenenax ot npubiusurensHo 1% po npuGnausurensHo 20%, B COOTBETCTBUM C
npeﬂnhonTeani,IM BapHaHTOM OT IPUOIUIUTENBHO 2% 1o npubnu3uTeasHo 10% u
B COOTBETCTBUHM C GoJiee MPEATIOYTUTEIBHBIM BAPHAHTOM OT MPUOIU3UTETHHO 2% 10
OpUOIU3UTENBHO 5%. YINOMSIHYTOE€ IOKPHITHE MOXET 1acTUDUIPOBATHCH.
ITnactuguxarop MOXeT MPUCYTCTBOBATh B KOJUYECTBE OT NpuGIusurensuo 0,1% no
npubmsurensHo 50% mo macce, MCXosl U3 OOIIEH MacCH MOKPOBHOIO MaTepHaia.
IIpuMepamu  MIacTUGUKATOPOB SBIAIOTCS AUSTWIMGTANAT, LMTPaTHBIE SGUDHI,
aNCTWIMPOBAHHBIC  LUTPAaTHBIE  3(QUPHE,  MOMUSTWICHIJIUKONb,  IIHMIEPUH,
moyTuicebanar, aleTHIMPOBaHHbIE MOHOTJIMIIEPHIBI, KACTOPOBOE MACJO U T.IL.

YnoMmsHyTasd TOKpPOBHAash KOMIIO3MLMSI MOXET BKIIOYATh aHTHAATE3UB,
HanpHMep, TalbK, KaOJWH, THOKCUI TUTaHa, JUOKCHUI KPEMHUs, OKCHUI ATIOMUHUS,

Kpaxmall, ITOJIaKPUJUTHH KU, MUKPOKPHUCTANIMYECKYIO LIEJUTION03Y M T.II.
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YIIOMSAHYTbIE TTOKPOBHbIE MAaTepHAIBI MOTYT HaHOCHTbCH HA YaCTUIILI
3IJIEPEHOHA, 00pabOTaHHbIE YaCTHLB SIUIEPEHOHA (HanpuMep, KapKacel, rpaHyJIbl),
TOTOBBIE TAGJIETKH WY TOTOBBIE KaICYJIbI.

YIOMAHyTass NMOKPOBHAs KOMIOSHLIAS MOXET TAKXKE BKTIOUATH HAMONHITEND.
YIOMSHYTH HANOJIHUTENL MOXET COCTABISITH OT npubnusurensHo 0,1% no
npubnusureabHo 100% mo Macce Mcxonst U3 oBIIEH Macch VIIOMSHYTOM IOKPOBHOM
KOMITO3UIIUM M MOXET TPEACTABIATh COGOI HEpacTBOPUMBIA Marepuaj, HalpuMep,
JUOKCHI, KPEMHUsI, IMOKCUI TUTAHa, TaJIbK, KaOJMH, OKCHJ AIIOMHUHUS, Kpaxmal,
[IOPOINKOBYIO  LEJTIONO03Y, MUKPOKPUCTAUIMYECKYIO IEJUTIONO3Y, IONAKPULTHH
Kanud. VYIOMSIHyTas TIOKPOBHAad KOMIIO3HUHS MOXET BKIIOYATH Apyrue
WHIPEAMEHTHI, TAKHE KaK OKPAaUIMBAOIIME BELIECTBA U BOCKYL.

YnoMsiHyTOEe HOKDHITHE MOXET HAHOCHUTBCS KaK pacTBOp JAMOO CycmeH3usd U3
BOIHBIX MM OPraHMYECKHUX PACTBOPHTENEH C HCIONB30BAHHEM KOHIEHTpALHIA
PacTBOPOB U OOOPYHOBaHMS, 3HAKOMBIX CIELMATIUCTAM B JTAHHOW OOGJACTH.
YoMsiHyTast TOKPOBHASA KOMITO3UIIMSA MOXET HAHOCHTBLCS KaK pacTBop 0O JlaTeKC
B OPraHM1eCKHUX PacCTBOPUTENSX, BOAHBIX PACTBOPUTENSX JIMOO UX cMecax. B ciyuae
HAaHECCHUSI  DacCTBOPOB  pAacTBOPUTENb  IIPUCYTCTBYET B  KOJHYECTBE  OT
NPUOMU3UTENbHO  25% [0 TpuGIM3NTENsHO 99%, B COOTBETCTBMH ¢
HPEATIOYTUTEIBHBIM BAPUAHTOM OT MPHUOIMU3UTENbHO 85% o mpubausurtensHo 97%
no Macce, wucxoad u3 OOWEH Maccel PpacTBOPEHHBIX TBEPABIX BELIECTB.
IonxomAliuMKM PaCTBOPUTENSAMH SBNISIOTCS BONA, HU3LIME CHUPTHl, TAKWE Kak
STaHOT U H3OMNPOIIAHOJ, HHU3IIHWE XJIOPDUPOBAaHHBIC YIJIEBOAOPOABI, TaKHe Kak
XJI0poOpM M IUXJIOPMETaH, KETOHBI, TaKue KaK alleTOH U METWISTHIKETOH, JIMOO
uX cMecH. B ciyyae HaHeceHMs J1aTeKCOB, pacTBOPMTENh INPUCYTCTBYET B
KOJIMYECTBE OT NMPUOIHUIMTENBHO 25% 110 MpUGIUIUTEIBHO 97%, B COOTBETCTBUH C
NPEATITOYTUTENBHBIM BapUAHTOM OT NpUOIU3UTENbHO 60% 10 npubnusutensHo 97%
0 Macce MCXolsl U3 OOILIEro KOJMYecTBa MOJMMEPHOTO MaTepHaa B YIIOMSIHYTOM
NaTeKce. YIOMSHYTBIM PacTBOPHUTENIEM MOXET OBITh IMIABHEIM 06pPa3oM BoJa.

B coOTBETCTBHM ¢ aNbTEPHATUBHHIM BApMAHTOM COCTABJIAIONIAS TAGNETKH C
PETyIMpyEMBbIM BBICBODOXIEHHEM JIEKapCTBEHHOTI'O BellecTBa MOXET
IIPCAOCTABNATECA B (GopMe TIpaHyl C pEryJUpyeMBIM BBICBOGOXIEHHEM U
YIIOMSAHYTAasi COCTABJIAIONIAsA C HEMEIICHHBIM BBICBOOOXIEHUEM MOXET BKJIIOUATHCS
B TeJIo TabJieTKy. Takas TabneTka pacHagaeTcsi ¢ BHICBOGOXIEHUEM JEKAPCTBEHHOIO

CPEACTBA  HEME[UICHHOTO  BBICBOOOXIEHHMS M TIPaHYI C  perylupyeMbIM
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BBICBOOOXIEHHMEM JIEKAPCTBEHHOTO BelllecTBA. IpaHylsl MOTYT IPUCYTCTBOBaTb B
KoJu4ecTBe OoT MpubiausutensHo 1% mo npubnausurenbHo 60%, B COOTBETCTBUM C
TIPEANIOYTHTENILHBIM BapUAHTOM OT MPUGIM3UTENEHO 5% O MPUGIU3UTENBHO 50%,
U B COOTBETCTBUH C GoJjiee MPEANIOYTUTENIHFHEIM BapHaHTOM OT IIPUOIU3UTENBHO 5%
no mnpubmusurensHo 40% or Maccel TabGmeTku. IloAXONSIIMMM MaTPUYHBIMU
MaTepuajaMu IS TabJ€TOK INOJOOHOIO THUMA SBISIOTCS MUKPOKPUCTALUIMYECKAS
LEJUII0NI03a, KpaxXMaJibl M T.II.

JlekapcTBeHHas dopma C HEMEJIEHHBIM BBICBOOOXIEHHUEM
TOHKOHM3MEIBYCHHOT'O SIJIEpEHOHA MOXET NPUCYTCTBOBAaTh B BUIIE
OBICTPOPACTBOPMMOM CTAaHHAPTHOM HO3MpoBaHHOM GhopMEL. JlekapcTBeHHas dopma
C HEMEUICHHbIM BBICBOOOXIECHHWEM MOXET ObITH IpEeNCTaBlieHAa B BUIE TBEPLOIO
BEILIECTBA JTUOO MOJIEKYISIPHON AMCIIEPCUH aKTHBHOIO JEHCTBYIOLUETO BEILECTBA B
NOJIMMEPHOM MaTpule. YIIOMsAHyTas MONUMEpHAas MaTpULid MOXET BbIOMpaTbcs U3
YuCa OHONOTMYECKH IPHEMJIEMBIX IIOMMMEPOB, TaKUX KakK MpPOcToi 3dup
UEJUIIONIO3b WM CJIOXHBIA 3¢GUp 1eWToNo3bl, HamnpuMep, alero6yTupaTa
LHEJUTIONO3bl W T.II. YIOMAHYTOH JIEKAPCTBEHHOM (OPMOII ¢ HEMEUIEHHBIM
BBICBOOOXIECHHUEM JIEKADCTBEHHOTO BELIECTBA MOIYT OBITb IIPOCTO  YACTHIIHI
3IUIEPCHOHA, OCaXXICHHBIE Ha KapKace, BKIIIOUYAIOIIEM SIUIEPEHOH.

YnoMsiHyTass KOMIO3HLMS, COOTBETCTBYIOINASI HACTOSLIEMY M306PETEHHIO,
Oyne TO Tabmerka JsmGo TmomoGHad ¢opMa, MOXET BKIIOYaTh OBA BHUIA
TOHKOU3MEJIBYEHHOTO SIUIEPEHOHA KaK OTHEJbHbIE KOMIIOHEHTHI, HAlpUMep, B
MHOTOCJIOfHOM TabNeTKe, B KOTOPOM ONMH MWIM HECKONBKO CJIOEB BKIIOYAIOT
TOHKOU3MEJIBYEHHBIH 3IUIEPEHOH B GOpME C perylIMpyeMbIM BbICBOOOXIEHHEM. B
COOTBETCTBMM C  @JIbTCPHATUBHBIM  BApUAaHTOM  YIIOMSIHYTass  KOMIIO3MLIMS,
COOTBETCTBYIOLAsT HACTOSLUEMY H300DETEHMIO, MOXET ObITh B (popMe TabIeTKH, B
KOTOPOii popMa ¢ HEMOCPEACTBEHHBIM BBICBOGOXIEHUEM IPUCYTCTBYET B OGOJIOUKE,
B TO BpeMs Kak ¢opMa C perylupyeMbIM BBICBOOOXIEHHMEM oGpasyeT Kapkac. B
COOTBETCTBUM C  aJbTCPHATHBHBHIM  BApDHAHTOM [BE  YIIOMSIHYTbie  (POPMBI
TOHKOM3MEJIBYEeHHOTO SIUIEpEHOHAa MOTYT OBITh HMCIIEPTMPOBAaHLEI BO BCEM OOBEME
TaOJICTKH.

YroMsiHyTasd KOMITO3MIUS, COOTBETCTBYIOLIASI HACTOSINEMY M300PETEHMIO,
MOXeT OBITh TIIONydeHa IIOCPEICTBOM H3TOTOBIEHMS KapKaca, COAEPXKAILEro
COCTAaB/IAIOLIYIO C  PEryIdpyeMBIM  BBEICBOOOXACHMEM  TOHKOM3MEJILYEHHOTO

3IUICPEHOHA, TOKPEHITYIO SHTEPOCONIOOMIBHBIM MOKPHITHEM JHOO MOKPHITHEM C
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3aMeJICHHBIM BBICBOOOXIEHUEM JIEKAPCTBEHHOI'O BEIIECTBA. YIIOMSHYTBII KapKac
MOXeET ObITh B (POPME LIAPUKOB, CIIPECCOBAHHBIX B TaGJETKYy. YIIOMSIHYTBINA KapKac
C MOKPBITUEM B MOCJHEAYIOLIEM MOXET PEeccOBAThCS B TaOJETKH BMECTE CO CMECKIO
IIOPOUIKOB, BKJIIOYAIOIIEH IOMOJHUTEJBHOE KOJMYECTBO OIJIEPEHOHa, JHU6o
3aChIaTbCd B COYETAHUM C SIUIEPEHOHOM O€3 IOKPEITUSI B OOOJIOYKY B BMIE
Kancynel. Kak pesynbraT, roroBad KOMIIO3MIMS OGECIIEUMBAECT KOJIUYECTBO
SIUIEpEHOHA  [JI1  HEMENJICHHOro  BBICBOOOXIEHHUS  MOCJE  BBEIEHUS U
JOMOJIHUTEIPHOE KOJTUYECTBO IIUIEPEHOHA IJISI PETYIUPYEMOro BEICBOOOKIEHMS.

®opma TonkonsmeaneHHoro SIUIEPEHOHA C PETYJIMPYEMBIM BBICBOOOXIEHHEM
ABJIFIETCS TaKoi, KoTopas o6GecleyMBaeT JIMTENBHOE BBhIIENIEHHE 3IUIEpeHOHa. B
COOTBETCTBUM C  TNPCANOYTUTENIbHLIM  BapuaHTOM  yIoOMsIHyTas ¢opMa ¢
PerylupyeMbIM UWJIH JUIMTEJIBHBIM BBICBOOOXAECHHEM JIEKAPCTBEHHOIO BEIECTBA
obecrieuMBacT  TepaleBTMYECKMitT 5ddekT B TeueHHme mepuoma BpPEMEHH,
TPEBHILIAONIETO NPUOIU3UTENLHO 12 4, TIpU4eM 0coGOe MPEMMYILECTBO OTHAAETCS
NEPUOAY IJIUTEJILHOIO TepamnesTnyeckoro a¢gdexra ot 12 u go 24 u.

YnoMsaHyras ¢opMa c peryiupyeMBIM BHICBOGOXICHMEM JIEKAPCTBEHHOTO
BELIECTBA MOXET IPEACTaBIATL COOOM IIApUKK THOO IpaHyJIbl TOHKOU3MEILYEHHOTO
SIUVICPCHOHA C IIOKPHITUEM. YIOMSHYTBIi IOKPHITEIII TOHKOM3MEIbYEHHBIH
SIUIEPEHOH MOXET COUYETAThCA C TOHKOM3MENBYEHHBIM AIUIEPEHOHOM 0€3 MOKPHITUS
160 C OYeHb TOHKHUM ITOKPHITHEM C 00pPa30BaHMEM KOMITOSHMIMH C PETYIHPYEMBIM
BBICBOOOXICHHMEM JIEKADCTBCHHOTO BEIECTBA, COOTBETCTBYIOLUEH HACTOSIIEMY
U300pETEHMIO. YTIOMSHYTHI TEPMUH "0OYeHb TOHKOE MOKPHITHE", UCITONb30BAaHHBIMA
B HacToslIEM oOmNucaHWM, oO0o3HayaeT OBICTPO pacmajamouieecss ITOKPHITHE,
HAaHOCUMOE€ B OICTETHYECKMX LEJAX, B HEMSIX MaHMIYJMPOBaHUS JUGO 11O
coo0paXeHHsAM CTOMKOCTH. B mocienymooluem Bech YIOMSHYTBIM MaTepUal MOXET
3aChINaThCAd B KaIlCyJbl /MO0 €My MOXeT TipuuaBaTthcd ¢opMma TabJIeToK.
TonkousmenbUeHHBINT SIUIEPEHOH MOXET TaKXKe 3aKIIoYaThCd B XEJAaTHHOBYIO
MUKDOKAIICYJly ¢ TOoJdydeHueM ¢GopMBl C PeryIupyeMbIM BBICBOOOXIECHUEM
JIEKapCTBEHHOTO BELIECTBA.

YIOMSHYTEIM NOKPOBHBIM JIMOO MaTpHYHBIM MATEPHAIOM MOXET OBITh JIO6OI
MONXONSAIIMI MaTepual. YIIOMSHYTHIM HOKPOBHBIM JIN0O MATPUYHBIM MAaTEepUAIOM
MOXeT OBITh IToIMMeEp JHUOO BOCK. BOCK MOXET oTOMparhbcd M3 4YMCia JIIOOBIX
MOAXOMAIIMX  BOCKOB  JIMOO  BOCKOMOAOOHBIX  MAaTEpUANOB,  BKJIIOYAIOLLMX

HAaTypaJIbHOE MacjI0 W XKHp, a TaKXe OTBEpPXIECHHBIE Macia, TaKMe Kak



54

OTBEPXICHHOE PAlCOBOE MACNIO, OTBEPXKICHHOE KaCTOPOBOE MACJO, OTBEP:KACHHBII
TOBSXKVH XHP, MAIbMOBBIE Macia M T.I.; BOCKM, TaKhe KaK KapHAayoCKwuit BOCK,
TYEJIMHBIA BOCK, NMapadUHOBEI! BOCK, LEPe3uH, LIeJIAK WIH XUPHYIO KUCJIOTY.

HononHutencHEIe JIeKapCTBEHHbIE GOPMEL C PETYIMPYEMBIM BHICBOGOXICHHEM
JICKapCTBCHHOIO BEILIECTBA MOTYT OBIThH IIOJMYYEHB! IOCPENCTBOM COOTBETCTBYIOIIEH
MOIU(UKALNM JIEKADCTBEHHBIX (OPM M CHOCOGOB, PACKPHITHIX, HarmpuMmep, B
nareHte CIIIA Ne 5,190,765, BbimanHoM Ha uMs Ixao (Jao) u mpyrux; mareHTe
CIIA Ne 5,160,744, BpimaHHoM Ha mMs JIxao (Jao) u apyrux; matenre CILIA
Ne 5,082,668, BoimamHoM Ha wumsi Bowr (Wong) u apyrux; mnaredre CIIIA
Ne 4,847,093, BeimaHHOM Ha uUMsi Aep (Ayer) M OPYTUX; eBpornateHTte EP 284039 A2,
ONnyOoJIHMKOBaHHOM 28 ceHTA0pS 1988 rozna; €BpOIIaTeHTE EP 238189 Al,
ony6muKoBaHHOM 23 ceHTAOpst 1987 roma; sagske WO 94/27582, ony6iMKOBaHHOM
8 mexkabps 1994 roma; sasiBke WO 92/13547, ony6aukoBaHHOH 20 aBrycra
1992 roga; u 3asBke WO 92/00729, omy6aMKoBaHHOM 23 guBaps 1992 roxa,
KOTOPBIE€ BKIIIOYEHEI B HACTOSIIEE ONMMCAaHUE KaK CCHUIKM.

B cooTBeTcTBMM ¢ OZHHM M3 BapHAHTOB OCYILECTBJIEHUS HACTOSILErO
H300peTeHUs] YIIOMAHYTasl (GapMalleBTHYEeCKass KOMITO3HILMS MPENCTABISET COBOI
[IEPOPAJIbHYIO ~ CTAHOAPTHYIO  [OO3MPOBAHHYIO  JIEKAPCTBEHHYIO  (opMy ¢
PETYIMPYEMBIM BBICBOOOXIEHUEM JICKAPCTBEHHOIO BEIIECTBA, B COOTBETCTBHHM C
npennoqueani;IM BapHaHTOM TabJeTKy JMOO Karcyilny, IJ€ BBICBOGOXICHHE
SIUICPCHOHA PETYIMPYETCSI MOCPENCTBOM MCIONB30BAHUS THAPODUIEHON MaTpPUIIH,
KOTOpasi BBICBOOOXKIAET TOHKOM3MENBYEHHBIH SIVIEPEHOH C  OTHOCHUTEIbHO
MIOCTOSHHOM CKOPOCTBIO B TE€YEHUE INEPHOAA BPEMEHM, COCTABJISIONIENO HECKOIBKO
4acoB. JTa rUAPOGUILHAS MATPHULIA MOXeT ObiTh MOJydeHa, HANpHUMep, IyTeM
BKJIIOYEHHUS TUIPOKCHUIIPONUIMETHILE/TIONO3B B YIIOMSHYTYIO JIEKapCTBEHHYIO
dbopMy B coyeTaHMM C JAPYTMMHM HOCHTENIMH. Heo6XomuMoe KOJHUECTBO
TUAPOKCUNIPONWIMETWILE/UTIONO3L  3aBUCUT  OT  HEOOXOOMMOI  CKOpPOCTU
BBICBOOOXKIEHUS! JIEKAPCTBEHHOTO BElllecTBA. B mpuMepax, MpeAcTaBlIeHHBIX Jajee,
TIPUBEACHO OIMCAHUE I/IJUIIOC’I"paTI/IBHbIX KOMITO3ULIMH, HMEIOLIMX pa3InuyHbIe
in_Vitro CKOPOCTH PacTBOPEHUSL.

B crnyyae THNUYHOHN JieKapcTBEHHON (DOPMEI T'MAPOKCHIIPOIIMIMETHIILE -
J10JI03a  CMELIMBAETCS € TOHKOM3MEJIBYEHHBIM SIUIEPEHOHOM U JPYTUMMU
HOCHUTENIAMMU, TTOCJIE YEro IOABEPraeTcss MOKPOMY IPaHyJIMPOBAHUIO B TPaHYISITOPE C

GOJIBLUMMY CIBHIOBBIMHU YCUIIMSAMH, BBICYIIMBACTCHd B CYLIWIKE C KUIALUM CJIOEM,
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NICPEMCIIINBACTCA M IIPECCYETCS] C ITOJy4eHHEM TabIeTUPOBAaHHOM CTaHAAPTHOM
NO3UPOBAaHHOIM JIEKAPCTBEHHOIH dbopmer. B ciyyae, KOorJa
TUIPOKCUNIPONMIMETHILICIUTIONO3a BKIIOYAETCA B THMOPOMWIBHYIO MAaTpHUIy s
TIOJyYeHUS CTaHIAPTHOM NO3UPOBAHHOM JIEKAPCTBEHHON (GOPMBI C PErYIMPYEMBIM
BLICBOOOXIEHHEM JIEKAPCTBEHHOI'O BellleCTBa, YIIOMSHYyTAasI
THAPOKCUIIPONWIMETUIILEIUIION03a B COOTBETCTBHM C  IIPENIIOYTUTEIHbHBIM
BAPUAHTOM TPEACTABISACT COOOW BHICOKOMOJNEKY/SIPHYIO (JIM6O BHICOKOBI3KYIO)
TUAPOKCHIIPOITWIMETWILIEIUTIONO3Y. YIIOMSHYTHIM TEPMHUH "BBICOKOMOJIEKYJISIPHAS
(v BEICOKOBSI3KasI) TMAPOKCUNIPOIWIMETHIILIEILTIONO3a" 0003HayaeT
TUAPOKCUTIPONIMIIMETUILIEIUTIONO3BI, UMelole 2% BI3KOCTh (T.€. BA3KOCTb 2%
pacTBOpa TIUAPOKCHUTNIPOMWIMETHILIE/UIIONO3El B BOAE INpU TeMmeparype 20°C) B
AvanasoHe oT npubnusutenasHo 3500 cII mo npubnusurensHo 5600 cIl.

B cnyyae, xorma TabmeTka moxBepraeTcs BO3NEHCTBMIO BOXHOM CpENpD,
HanpuMep, B XEIyJOYHO-KHUINEYHOM TpPAaKTe, €€ IOBEPXHOCTh YBIAXHSETCS W
NOJMMEP HaYMHAeT YaCTUYHO TUAPATUPOBaThCA ¢ 0Gpa3’oBaHMEM HAapPY:KHOIO CJOST
reis. YIOMSIHYTBIA HapyXHbIA CJIOM TeNsl MOJHOCTBIO TMAPaTUPYETCS M HAYMHAET
pacmazaTeCs B BOAHOM TeKyyeil cpede. Boma mpomoimkaeT IIPOHMKATh B
HaIlpaBJICHUM KapKaca TaGJIeTKU, BbI3bIBas 00pa30BaHMe €Nl OJHOIO CJIOS Tes Mo
HapyXHBIM  PacTBOPSIOLIMMCS CIOEM  TeJd. ITH IOC/ICAOBATEIbHEIE
KOHLICHTPUYECKME  CJIOM  Telsd  ODECneyMBaloT  UIMTEIBHOE  OJHOPOIHOE
BBICBOOOXKIEHHE SIUIEPEHOHA BCHENCTBHE AUGDPY3UH M3 YIIOMSHYTOIO CJlIOS W
BEIICJIEHUS B Pe3yJabTaTe pa3pylleHUs TabJeTKH.

B ofuieM, MoBBILEHME KOHLEHTPAUWMM IOJMMEPAa B MATPULE YBEIMYHBAET
BASKOCTH Telisd, OOpasylolerocss Ha IIOBEPXHOCTHM TabJETKH, M OOYyCIOBIMBaeT
YMEHBIICHHE Py U BBIACJICHUS 3IUIEPEHOHA. ConepxaHue
BEICOKOMOJIEKYJISIPHOI TUAPOKCHUIIPOITMJIMETIIILIEIUTIONO3EI B TUIHYHBIX
JIEKapCTBEHHBIX (opMax ¢ JBYXYAaCOBEIM pETYIMPYEMBIM  BBICBOGOXICHUEM
JIEKapCTBEHHOIO BeulecTBa (T.€. JieKapcTBEHHBIE (POPMBI BBIZEIAIOT okono 50%
3IVIEPEHOHA [n Vifro B TeYEeHWE ABYXYACOBOTO IIEpHOAAa BPEMEHM IOCNE IpHUeMa
BHYTPb) COCTaBIsie€T OT MNpHOAu3uUTENbHO 2% nmo mnpubnusureapbHo 20%, B
COOTBETCTBHM C NPEAHOYTHTEILHBIM BapHMaHTOM OT TNpHONM3UTENbHO 3% IO
puOaM3UTENbHO 17% 1 B COOTBETCTBUU C GoJiee MPEANOYTUTENBHBIM BAPUAHTOM OT
npubmsutensHo 4% mo npuOaM3MTENbHO 14% oT  Macchl  KOMIIO3HIIMH.

CozzepxaHHe BBICOKOMOJIEKYISIPHOM THAPOKCHUIIPOIMUIMETWIHCIUTIONO35I B
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THUIIMYHBIX ~ JICKADCTBEHHBIX  (GOpMaX ¢  YeTHIPEXYACOBHIM  PETYIHPYEMbIM
BBICBOOOXICHHEM  JIEKAPCTBEHHOTO  BEIIECTBA (T.€. JIGKAPCTBEHHBIE dopMBI
BBLICIAIOT OKONO 50% SIiepeHoHa in vifro B TeYEHME YETHIPEXYACOBOTO IMEPHOAA
BPEMCHH IMOCJIE€ TMpHEeMa BHYTPb) COCTABISAET OT TMPUONIM3UTENBHO 5% 10
NpUOIU3UTENBHO 45%, B COOTBETCTBMH C TPENNOYTHTENHHEIM BapMaHTOM OT
NPUONU3UTENLHO 7% IO NPUGIU3UTENbHO 35% M B COOTBETCTBUH ¢ Gojee
NIPEATIOYTUTEILHBIM BapUAHTOM OT IpUOIM3UTENbHO 8% 00 mpubIM3uTencHo 28%
oT MaccChl KOMITO3UIIMH. ConepxaHue BBICOKOMOJIEKYISIPHOM
THAPOKCUNIPOITAIMETIILIE/UTIONO3bl B TUIIMYHBIX JIEKAPCTBEHHBIX (opMax ¢
IICCTHYACOBBIM PETYNHMPYEMBIM BEICBOOOXICHUEM JIEKAPCTBEHHOIo BEHIECTBA (T.C.
JIEKapCTBEHHBIE (POPMBI BHUIETSIIOT OKono 50% OSIUIepeHOHA in Vitro B TedeHue
IIECTMYAaCOBOTO MEpPHOJA BPEMEHM IIOCAE IpUeMa BHYTPb) COCTABISET OT
npubnusurenbHo  10% no  npubnmsurensHo 45%, B COOTBETCTBMM  C
NPEAMOYTUTEIbHBIM BAPUAHTOM OT NPUGIU3UTENbHO 12% mo npubiausuTtenbHo 35%
U B COOTBETCTBUU € 60JIc€ NMPEANIOYTHTENBHBIM BAPMAaHTOM OT MpUGIU3UTENbHO 14%
J0 IpUOIM3UTENbHO 35% OT Macchl KOMITO3MITHH.

W3meHenuns pasmepa u GHOpMB Ta6NeTKM MOTYT HOBJIMATH HA COOTHOLICHHE
IUIomany €€ TMOBEPXHOCTH K o00beMy M, CJEHOBAaTeJbHO, HA KHHETHKY
BBICBOOOXIEHHSI  JICKAPCTBEHHOTO  CPelCTBA W3  TMAPOGMMIFHOM  MAaTpHubl
ynoMsHyroi TabmeTku. B oblieM, GBLIO YCTaHOBJIEHO, 4YTO BBICBOGOXIECHHE
TOHKOM3MEJIBYCHHOTO  SIUIEPEHOHAa U3  YIOMSHYTHIX  (papMaleBTHYeCKUX
KOMITO3ULIM{A, COOTBETCTBYIOLUMX HACTOSLIEMY HM300DETEHHMIO, YCHJIUBAETCA B TOM
ciydae, KOrma pasMmep TaOJETKM YMEHBbINAeTcsl M/WiIM Kpyraass ¢opMma TabaeTKu
U3MEHAETCA  Ha  KOMNaykooOpasHylo. DBrUIO  ycTaHOBJIEHO  Takxke, 4TO
TPaHyJIOMETPUYCCKUN  COCTaB IIOJMMEpa OKa3blBaeT BJIMSHME Ha CKOPOCTb
BI)ICB060)KJ16HI/ISI‘ TOHKOM3MEJIBYEHHOTO 3IUIEpeHOHa M3 TabneTku. Ilonaraior, 4to
IpM yMCHBUICHWM PpasMepa 4YacTHI[ IOJMMEpa, STOT MOJMMEP Ha IOBEPXHOCTH
TabJETKY TMApATUpYeTc OBICTpee, CEICTBUEM Yero SBISETCS 3aMeIeHue
BBICBOOOX/ICHHsI JIEKADCTBEHHOTO BellecTBa. KpoMe TOro, NOCKONBKY IOKPHITHE
TaOJNICTKN MOXET W3MEHATh KUHETHKY BBHICBOOOXIEHMS SIUIEPEHOHA, B CIyyae
TabJIeTOK ¢ MOKPHITUEM HEOGXOMMMO IPHHMMATH BO BHHMAHME BIMSHUE TTOKPBITHS
Ha BBICBOOOXIEHUE JIEKAPCTBEHHOTO BELIECTBA. Pe3ybTaThl UCIIBITAHUI TaGIETOK ¢
PETYJIMPYEMBIM BBICBOOOXKIEHHUEM JICKAPCTBEHHOTO BELIECTBA, COOTBETCTBYIOILIMX

HacCToALIEMY I/I306pBTCHI/IIO, NOKa3ajJu, YTO BBIIEJICHUE SIUIEPCHOHA M3 TabJIETKU IO
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CYIIECTBY HE 3aBUCUT OT CHJIBI CXaTHS TabNEeTKHM B IIpeNesaX CWI CXATUS OT
npubmsurensHo 10 kH go npubnusutensuo 40 xH.

B cooTBercTBMM ¢ IpYTMM BapMaHTOM OCYLIECTBICHMsS HACTOSIIEIO
u306peTeHus dhapMaleBTHYECKHE KOMITO3ULMH BKIIIOYAIOT:

OT nNpuOJM3UTENbHO 24% (Macc.) Jo NOpubau3uTensHo  35% (macc.)
TOHKOM3MEJILYEHHOTO 3IUIEPEHOHA;

OT npubnusurenbHo 25% (Macc.) Jgo  npubmusurensHo  45% (Macc.)
MOHOTHAPATA JAKTO3HI;

or mpubnusurenpHo 10% (macc.) Jo nOpuGIH3UTENbHO  25% (Macc.)
MUKPOKPUCTAINYECKON LEJTIONO3BI;, U

oT npn6Jin3nTenLH0 5% (mMacc.) no mpubnusurenbHo — 50% (Macc.)
THIPOKCHUIIPOTIIIMETHIILIEJUTIONIO3BI.

DU (bapMaleBTHYECKHe KOMIIOSUILIMH PaKynETaTUBHO MOTYT JOIOJHUTETHHO
BKIIOYaTh OT mnpubmsuteabHo 0,1% (Macc.) no mpubausutensHo 2% (Macce.)
TalbKa;, M/WIM  oT npubmusurenabHo  0,25% (Macc.) 1o NMPUOGITUIUTETBHO
0,75% (macc.) cteapata MarHus.

B coorsercTBUM ¢ Gojiee MPENNOYTHTENBLHEIM BAPHAHTOM  YIIOMSHYTHIE
dapmalieBTHYECKHE KOMITO3UITHH, COOTBETCTBYIOLIINE STOMY BapHaHTy
OCYILECTBIICHUSI HACTOSINETO HM300pETEHMS, BKIIOYAIOT OT [PUOIU3UTEIHHO
25% (macc.) o mpuGAM3UTENbHO 35% (Macc.) TOHKOM3MEIBYEHHOTO 3IUIEPEHOHA;
OT mpubnusurensHo 35% (Macc.) mo npubnusurtensHo 45% (Macc.) JAKTOSHI, OT
MMPUOIUZUTEIHHO 14,5% (macc.) JI0 - IpUOIU3UTETIHHO 24,5% (Mmacc.)
MHUKPOKPUCTA/UIMYECKON  LEJULIONIO3BI; OT npubnusurensHo 1% (Macc.) 1o
npubnusurebHo 11% (Macc.) BBHICOKOMOJEKYISPHOH T'MIPOKCHIIPOIMIMETHIILIE -
JI0NI03bI; M OT mnpuGausurtespHo 0,5% (Macc.) o mnpubnusureabHo 8% (Macc.)
HU3KOMOJICKYJIIPHON TMIPOKCHUNIPOIIWIMETIILEIUTIONO3E. DTH (apMalLieBTUYECKHe
KOMITO3UIIMK (paKyIbTATUBHO MOTYT HOMOJHUTENBHO BKIIOYATh OT IPUOIU3UTEILHO
0,1% (macc.) no mnpuGmusurensHo 6% (Macc.) TaibKa, M OT IIPUGIU3UTENLHO
0,1% (macc.) fo mpubnau3uTeNsHO 5,5% (Macc.) creapaTa MarHusl.

B COOTBETCTBUM ¢ ONHMM H3 BapHAHTOB OCYLIECTBICHUS HACTOSIIETO
HU300peTeHnst  papMalleBTUYECKHE KOMIIO3MLIMM SABJSIOTCS KOMITO3UIIMSIMH  C
PETYJIUPYEMBIM BBICBOOOXICHHUEM JIEKAPCTBEHHOTO BEIECTBA U BKIIOYAIOT:

or npubmusurenbHo  20% (Macc.) mo  mpuGnusuTensHo  40% (Macc.)

TOHKOHU3MECJIBUCHHOIO 3IJIEPEHOHA,
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oT npu6n3uTenbHo 30% (Macc.) 1o npubausuTensHO 50% (MAacc.) JTaKTO3bL;

OT npubmusurenbHo 9,5% (macc.) mo mNpuGMM3UTENBHO 29,5% (macc.)
MUKPOKPHCTAJLUTMYECKOM 1LIEJUTIONO3HI;

OT npubnusurenbHo 1% (Macc.) o npuGnu3MTENHHO  16% (Macc.)
BBICOKOMOJIEKYIAPHOM TMAPOKCUNIPOIIMIMETHIILIEIUTIONO3EE, U

OT npubmusurensHo 0,5% (Macc.) go npubnusurensHo 13% (Macc.)
HU3KOMOJICKYIAPHONA M'MAPOKCUIIPONMMIMETHILIE/TIONO3EL.

OTH apMaleBTHYECKUE KOMIO3ULMHU (HaKyJIbTATUBHO MOIYT AOMOJHHUTEILHO
BKIIOYaTh OT mnpubausurtensHo 0,1% (Macc.) mo npubmusurenasHo 10% (macc.)
TaJlbka; M OT mpubmusurensHo 0,1% (Macc.) mo npuGnusurensho 10% (Macc.)
creapata MarHMs. B COOTBETCTBMM C  NPENNIOYTHTENBHBIM — BAPUAHTOM
HU3KOMOJIEKYISIpDHAsI  TUAPOKCHUIIPOMWIMETHILIE/UIION03a MMEET BA3KOCTb  OT
npubnusurenbHo 2 cll mo mnpuGnusutensHo 8 cIl, B COOTBETCTBHM ¢ Golee
[IPEATIOYTATENLHBIM BAapUAaHTOM OT IpHOIM3uTeNbHO 2 c¢Il 10 NpUGAM3UTENBHO
6 cll, xak ob6cyXnanoch paHee. B COOTBETCTBMH ¢ IPEANIOYTHUTENBHBIM BapHaHTOM
2% BA3KOCTb BBICOKOMOJIEKYJISIPHOM THAPOKCHIIPOIIMIMETHILEIUIIONO3bI COCTABIISIET
oT npubausuTeasHo 3500 cIl no mpuGmusurensio 5600 cIl, Kak Toxe o6CyXKIATOCH
paHee. VYNOMSHYTble KOMIO3MLUM B COOTBETCTBUH C  IIPENIIOYTUTENLHBIM
BapUaHTOM MMEIOT POPMY CTAHAAPTHHIX JO3HMPOBAHHBIX TaOJETOK.

B coorBercTBUM ¢ Gonee MPENIIOYTHTENBHEIM BApPHAHTOM YIIOMSIHYTHIE
(papMauEeBTUYECKHE KOMITO3HIINH, COOTBETCTBYIOIIHE 3TOMY BapuaHTy
OCYLUECTBIEHHST HacTosLIero M300peTeHUs, BKIIOYAIOT OT NPUOGIM3UTENBHO
25% (Mmacc.) mo mpubnusuTenbHO 35% (Macc.) TOHKOM3MENBYEHHOTO SIUICPEHOHaA;
OT HpUONU3MTENBHO 35% (Macc.) no mpuGmusuTensHo 45% (Macc.) JNAaKTO3HI, OT
NMPUOIN3UTETBHO 14,5% (Mmacc.) b1 (o) MPUOIUIUTENHLHO 24,5% (Macc.)
MHMKPOKPHCTAJUTMYECKON  UEUIIONO3bl; OT HpuOmusuresibHo 1% (Mmacc.) mo
npuoMM3uTeNbHO 11% (Macc.) BRICOKOMOJIEKYISIPHOM THMAPOKCHIIPOIIIMETHIILE -
MOoNo3bl; ¥ oT npubmusurenabHo 0,5% (macc.) no mpubnusuTensHo 8% (Macc.)
HU3KOMOJIEKYJIIPHOW TMAPOKCHIIPOIMIMETHILIEIUTIONO3EL. DTH (papMaLeBTUYECKHE
KOMITO3UIIUU (aKyJIbTaTHBHO MOTYT NOIIOIHUTENIBHO BKIIIOYATh OT NMPHUOIU3UTENHHO
0,1% (macc.) no npubmusutensHo 6% (Macc.) Talbka; M OT IPHOIU3HTEIBHO
0,1% (macc.) o mpubaM3UTENLHO 5,5% (Macc.) creapaTa MarHusi.

B cootBercTBMM C elle Gojee NPEANOYTHTETLHBIM BAPUAHTOM YIIOMSIHYThIE

(l)apMaI_[CBTI/I‘ICCKI/IC KOMIIO3HUIIMNH, COOTBCTCTBYIOILME ITOMY BapHaHTy
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OCYIICCTBJICHUSA HACTOSIIETO M300pETEHMs, BKJIIOYAIOT OT IIPUOIM3UTEIHHO
28% (macc.) o mpuOGIusuTENbHO 32% (Macc.) TOHKOM3MEILYEHHOTO SIUIEPEHOHA;
OT npuonusurensHo 38% (Macc.) o mpubGnusuteabHo 42% (Macc.) JakTO3bl, OT
NpUOITU3UTEIBHO 17,5% (macc.) i (o) NpUOIU3UTETBHO 21,5% (macc.)
MHKPOKDUACTA/UIMYECKOH  LIE/UTIONO3BI; OT mpubnusurensHo 4% (Mmacc.) 1mo
NpubIu3uTeNbHO 8% (Macc.) BBICOKOMOJIEKYNAPHOH THAPOKCHIIPOIMIMETIIILEN -
JIONO3bI; M OT NPHUOIU3UTENLHO 2% (Macc.) mo mpubnusuTenabHO 5% (Macc.)
HHU3KOMOJIEKYJIIPHOM THAPOKCUIPONWIMETWILEIUTIONO3b. DTH (apMaileBTUIECKIe
KOMIO3UIMK (GaKyJIbTATUBHO MOTYT JOHMONHUTENIBHO BKJIIOYATh OT IMPUOIU3UTETBHO
0,1% (Macc.) no mnpuGnusurensHo 3% (Macc.) Taldbka; H OT IPUGIU3MTENHLHO
0,1% (macc.) mo nmpu6nusmurensHo 2,5% (Macc.) creapara MarHus.

B cooTBeTcTBMM ¢ IOPYIMM  BapMaHTOM OCYIIECTBIEHHMS HACTOSILIELO
u300peTeHnss QapMaleBTHYECKME KOMIO3ULIMU SIBISIOTCS KOMITOSHIMAMM  C
PEryJIMpyeMbIM BBHICBOOOXIEHUEM JIEKaPCTBEHHOIO BELIECTBA U BKIIIOYAIOT,

oT npubausutensHo 20% (Macc.) mo mpubmusurensHo  40% (Macc.)
TOHKOM3MEJILYEHHOTO SIUIEPEHOHA;

OT NpUOIM3KUTENBHO 15% (Macc.) 10 mpUGIU3uTeIbHO 47% (Macc.) JIaKTO3BI;

oT mnpubmusutenvHo 3,5% (Macc.) 1o mnpubnusmurensHo  28,5% (Macc.)
MMKPOKPHUCTAUIMYECKOM 11€JITIONO3bI;

oT  npubiausurenbHO 1% (Macc.) mo  mpubnusuTensHo  45% (Macc.)
BBICOKOMOJIEKY/IIPHOM T'MAPOKCUTTPONMIMETHIILIEIUIIONO3E], U

or npubmusurenbHo 0,5% (macc.) mo mpubmmsurenasHo  13% (Macc.)
HU3KOMOJEKYIIPHON IMAPOKCHITPOITMIMETIIILIEIUIIONO3EL.

OTH papManeBTUYECKUE KOMITO3MLUHU (haKyJbTATUBHO MOTYT JOIOJHUTEIBLHO
BKIOYaTh oT npubnausurenapHo 0,1% (Macc.) mo mnpubmusurensHo 10% (Macc.)
Tajgbka; U oT mnpubausurensHo 0,1% (macc.) mo mpuGnusutensHo 10% (macc.)
cTeapara MarHMg. B COOTBETCTBMHM ¢ TPeANOYTUTEILHBIM  BapHaHTOM
HU3KOMOJICKYJISIpHAA  THAPOKCHUIIPOIWIMETHIILIC/UTION03a UMEET BS3KOCTH  OT
npubau3nTensHo 2 Il go mpubnusurensrHo 8 cll, B COOTBETCTBHH ¢ 6Gojiee
NPEANOYTUTEIIBHBIM BapUaHTOM oOT IpubausutenpbHo 2 cll mo npubIu3uTeanHO
6 cIl, B TO BpeMs Kak 2% BS3KOCTh BBICOKOMOJIEKYJISIPHOM
TMIPOKCUTIPONMWIMETHIILEIUIIONO3Bl  COCTABASIET OT MNpHOau3uTenbHo 3500 cIl no
npuﬁnmmenbﬂo' 5600 cII, xak Toxe oOOGCYXHaloch paHee. YIIOMSHYTHIE
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KOMITO3MIMK B COOTBETCTBHM C IIPEANOYTHTENHHBIM BapUaHTOM HMEIOT (hopMy
CTaHAAPTHBIX JO3MPOBAaHHEIX TaGJIETOK.

B coorBercTBUM C GoJiee IPEANIOYTHTENLHBIM BapHAHTOM YIIOMSTHYTBIE
apmauieBTHYECKHE KOMIIO3HILIVIH, COOTBETCTBYIOLIME STOMY BapUaHTy
OCYLIECTBJIEHUSI HACTOSINETO U3OOPETEHMS, BKIIOYAIOT OT NPUGIU3UTEIHHO
25% (macc.) mo mpuGMM3UTENbHO 35% (Macc.) TOHKOM3METbYEHHOTO SIJIEPEHOHA;
OT NpUOIU3UTENBHO 22% (Macc.) DO NpPHOTU3UTENbHO 42% (Macc.) JaKTO3H, OT
NPUOTU3HUTEIBHO 8,5% (Macc.) biy) NIPUOITU3UTEIHHO 23,5% (macc.)
MHUKPOKPUCTAJUTMYECKON  LEJUIIOJIO3BI, OT MNpHOIM3UTENbHO 5% (Macc.) 1o
IpUOIU3UTENbHO 35% (Macc.) BBICOKOMOJNEKYNSPHON THAPOKCHUIIPOMMIMETHIILEN -
Mono3bl; M oT npubmusurenbHo 0,5% (Macc.) no upuGnusutensHo 8% (Macc.)
HU3KOMOJIEKYJISIDHOM T'HAPOKCUIPONMIIMETWILEIUIIONO3b. DTU (apMalieBTHYECKHE
KOMITO3ULMH (paKyNTbTaTUBHO MOTYT JOIMOJHHTENLHO BKIIOYATh OT MPHOIM3UTENIHHO
0,1% (Macc.) nmo mnpuGauM3uTENsHO 6% (Macc.) TambKa, W OT NMPUOIN3UTETLHO
0,1% (macc.) o mpubausuTensHo 5,5% (Macc.) cTeapaTa Marusl.

B cooTBercTBHEM C elle Goiiee MPENNOYTUTENHLHBIM BApUAHTOM YIIOMSIHYTHIE
(hapMalleBTUYECKHE KOMITO3UIHH, COOTBETCTBYIOLLHE STOMY BapUaHTy
OCYLIECTBJICHUSI HACTOSIIEr0O M300peTeHUsI, BKIIOYAIOT OT NPHOIUUTENHHO
28% (Macc.) no npubnusurenbHo 32% (Macc.) TOHKOM3MEIBYSHHOIO SIUIEPEHOHA,
OT NpuOaM3uTENbHO 25% (Macc.) Ao mpuGIM3UTENbHO 39% (Macc.) JIAKTO3BI, OT
MPUOIU3UTEIBHO 11,5% (Mmacc.) JI0 OpUOGITH3UTEITBHO 20,5% (macc.)
MHUKPOKPUCTAJUIMYECKON  LEJUTIONO3Bl; oOT mpubnusutensHo 10% (macc.) 1o
npuOIMSUTENBHO 35% (Macc.) BBICOKOMOJEKYISPHONM THMAPOKCHIIPOMIIMETHIIIIE -
JIIOJIO3BI; U OT MNPHUOIU3UTENbHO 2% (Macc.) IO NpUOAU3UTENLHO 5% (Macc.)
HHU3KOMOJIEKYJISIPHON THMAPOKCUIIPOIVIIMETWILIEIUTIONO3E. DTH (hapMaLieBTUYECKUE
KOMNO3UIUHN (PaKyJIbTaTUBHO MOTYT JOIOJHUTEILHO BKJIIOYATH OT IIPUGIU3UTEILHO
0,1% (Macc.) nmo mnpubmusuTensHO 3% (Macc.) Talnbka, M OT IPUOGIU3MTEIBLHO
0,1% (macc.) no mpuGnusurensHo 2,5% (Macc.) cTeapara MarHusl.

B cCcOOTBETCTBUM ¢ JpYIMUM BapHaHTOM OCYIUECTBJICHHMS HACTOSIIErO
u3o0peTeHNs (dapMalleBTHYECKUE KOMITO3MIMHU SBISIIOTCA KOMITO3UIIUSIMHU  C
PEryJIMPYEMBIM BLICBOOOXICHHUEM JICKAPCTBCHHOIO BEILECTBA M BKJIIOYAIOT:

or npubmusurensHo 20% (Macc.) mo mpubnusurensHo  40% (Macc.)

TOHKOM3MEIBYEHHOTO SIICPCHOHA,
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oT npubmusutensHo 20,5% (Macc.) nmo mnpubmusurensHo 40,5% (Macc.)
JIAKTO3HI,

OT  mpUONMM3NTENbHO 5% (Macc.) gm0  mpubnmsurensHo  25% (Macc.)
MUKPOKPHUCTAINYECKOM LIEJUTIONO3BI;

OT mpubmusuressHo  10% (Macc.) mo mpubnamsurensHo  30% (Macc.)
BBICOKOMOJIEKYIIIPHON TMAPOKCUNIPOTTUIMETHIILIE/UTIONO3b], U

oT npubmusurensHo  0,5% (macc.) no npuGmusuTensHo  13% (Macc.)
HU3KOMOJIEKYJISIPHON THMAPOKCHUIIPOITMIMETWILEIUTIONO3HI.

OTH papMaleBTHYECKHE KOMITO3ULMM (DAaKyJbTATUBHO MOIYT HOTOJHHTEILHO
BKII0YaTe oT npubausutensHo 0,1% (macc.) no mnpubnusurensHo 10% (Mace.)
TajibKa; U oT mnpubimmusurensHo 0,1% (Macc.) o mnpubnusurensHo 10% (Macc.)
cTeapata MarHus. B COOTBETCTBMM C  NpeNIIOYTHUTENLHBIM  BapUAaHTOM
HU3KOMOJIEKYJISIPHAS  TMIPOKCUNPOIWIMETHILEUTIONO032 HMeeT  BA3KOCTh  OT
npubausureabHo 2 ¢l go mnpubnusurensHo § cIl, B COOTBETCTBHM ¢ Gojee
IDPEATIOYTUTENBHBIM BapHaHTOM OT Ipubmu3utTensHo 2 cll mo NpuGAHU3HTEIBHO
6 cIl, B TO BpEMS KakK 2% BSI3KOCTh BBICOKOMOJIEKYJIIPHOM
TMAPOKCUNIPONTUIMETHIILIE/UIIONO3E]  COCTABASIET OT MpubnusureasHo 3500 cI1 no
npubimsurenbio 5600 cIl, xak Toxe o6GCyXmanoch paHee. YrnoMsHyTbIe
KOMIIO3UILIUK B COOTBETCTBMM C IMPEANIOYTUTEIBHBIM BapHAHTOM HMMEIOT (opMy
CTaHJAPTHBIX TO3MPOBAHHBIX TaGNIETOK.

B cooTBercTBUM C Golee NPEANTOYTUTENLHHIM BAPUAHTOM  YIOMSHYTHIE
dapmalieBTHYECKHE KOMITO3UIINH, COOTBETCTBYIOLIINE 3TOMY BapHaHTy
OCYINECTBJICHUST HACTOSIIEIO M300pPETEHMs, BKIIOYAIOT OT IIPUOGIUIUTEIBHO
28% (Mmacc.) mo npubnuzurensHo 32% (Macc.) TOHKOU3MEIBYEHHOTO SIUIEPEHOHA;
oT npubnau3uTensHo 28,5% (Macc.) 1o nmpubAM3UTENbHO 32,5% (Macc.) JaKTO3bI, OT
NPpUOIN3UTENBHO 13% (Macc.) i (o) NPUOIU3UTETBEHO 17% (Mmacc.)
MHUKPOKPUCTAUIMYECKON  LENII0ONO03bl; OT npubnusurensHo 18% (macc.) mo
NpuoOIu3uTENLHO 22% (Macc.) BBHICOKOMOJIEKYJISIPHOM TI'MAPOKCUIIPONMIMETIUIIE-
JIOJIO3Bl; M OT IpUONM3UTENBHO 2% (Macc.) OO mNpuOGIM3UTENbHO 5% (Macc.)
HU3KOMOJICKYJISIPHOI THMAPOKCHIIPOITMIMETWILICIUTIONO3bl. OTH (hapMalleBTUUECKIE
KOMIIO3ULIMH (paKyJbTATUBHO MOTYT JOMOJHUTENIBHO BKJIIOYATH OT NMPHUGIU3UTEILHO
0,1% (macc.) nmo mnpuGmusutensHo 3% (Macc.) TanbKa, U OT IIPUOIUZUTENBHO

0,1% (Mmacc.) o npuGru3uTeNsHO 2,5% (Macc.) creapara MarHusl.
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B coorsercTBMM ¢ mpyrum BapuaHTOM (bapMaueBTHYECKIE KOMITO3ULIMH,
COOTBCTCTBYIOIIMEC STOMY BapHaHTy OCYLIECTBICHUSI HACTOSILETO H300pETeHHS,
BKJIIOYAIOT:

OT MPUOIU3UTENBLHO 25 MI' A0 NPUOIM3UTENBHO 150 M TOHKOM3MEIbYEHHOTO
SIUIEPEHOHA;

OT MPUOIU3UTENBbHO 12,5 MI 10 NpuGIU3KUTENEHO 190 MT TaKTO3BL;

OT NMPUOIU3UTENIBHO 2 MT 10 NMpUGIU3uTENbHO 100 M MEKPOKPHCTAILIMYECKOI
LIEJUTIONIO3H;

OT NPHUOMU3NTENBPHO 10 Mr A0 MPHONU3UTENLHO 80 MI' BHICOKOMOJEKYISAPHOIM
THIPOKCHUIIPOIMIMETWILIEIITIONO3bI, U

OT MNPUOIUSUTENBHO | MI' HO IPUOGIM3UTENBHO 25 Mr HU3KOMOJEKYIISIPHOMN
TUIPOKCUIIPOITUIMETUIIEIUTIONO3EI.

OTH dapmaleBTUYECKHE KOMITO3ULMK (haKyJIbTATHBHO MOTYT JOMOJHHTENLHO
BKJIIOYATk OT NPUONU3UTENbHO 0,5 MT O NPUOIHM3MTENBHO 15 M TambKa, M OT
npubausurensHo 0,1 Mr  mo  mpubmusurtensHo 10 Mr creapata MarHus. B
COOTBETCTBUH c MPEAITIOYTUTEbHBIM BapyaHTOM HU3KOMOJEKYISIpHAsI
THIPOKCUNIPONTMIMETUINCIIIION03a UMEET BA3KOCTh OT IpHOIM3uTenbHo 2 cIl no
npubausutensHo 8 cll, B cooTBEeTCTBUM C GoJiee TIPEANOYTHTENBHEIM BAPUAHTOM OT
npubnusutensHo 2 cll go nmpubmusurenasHo 6 cIl, B To BpeMsI Kak 2% BSI3KOCTb
BBICOKOMOJICKYJISAPHOM THAPOKCUIIPOIMMIMETIILIEIUIIONIO3bI COCTaBJISIET oT
npubnusurenbHo 3500 cIl mo mpuGnusurensHo 5600 cIl, Kak Toxe 06GCYXIATOCH
paHee.

B coorBeTcTBMM ¢ IpyrMM BapuaHTOM (hapMaleBTHYECKHE KOMIIO3UIINH,
COOTBETCTBYIOLIIIE STOMY BapHaHTY OCYILECTBJIEHUsS HACTOSLIETO WM300pETEHHUS,
BKJIIOYAIOT:

OT MPUOIU3UTENLHO 95 MT 1O NPpUGAH3UTENBLHO 105 M TOHKOM3MEJIbUEHHOTO
3IUIEPEHOHA;

OT npubaU3NuTENLHO 128 Mr 1o mpUOAU3UTENbHO 139 MI IaKTO3H;

OT NPUOGIU3UTENBLHO 60 MI 10 MPUGIM3UTENBRHO 70 MI' MMKPOKPHCTA/UTHYECKOM
LICJUTIONO3H; _

OT NpubIM3UTENbHO 10 M KO NPHOIUHTENBHO 25 MI BBICOKOMOJIEKYJISIPHOIM
THIAPOKCUIIPOTTUIMETHUIILICIITIONO3RI; U

OT MPUOIHUUTENBHO 5 MT IO INPUGTH3UTENBHO 15 M HM3KOMOJIEKYISIPHOMN

TUAPOKCUNPOITHIMCTUILEIIIIOJIO3EI.
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3TH (apMalieBTHYECKUE KOMIOSULINM (aKyIETATHBHO MOTIYT JIOIIOJTHUTEJIBHO
BKJIIOYaTk OT MNpUOMM3UTENbHO 0,5 M IO NPHONMBUTENIRHO 8 MT TanbKa, M OT
npubmusuresbHo 0,1 Mr g0 NPUOAM3UTENBHO 7 MT creapara MarHus. B
COOTBETCTBHH C ’Hpe,I[HO‘{TI/ITCJIbHI:IM BAPUAHTOM 3TM KOMIIO3ULIMM UMEIOT (PopMy
CTaHAAPTHHIX JO3HMPOBAHHBIX TabJIETOK.

B cootBerctBUM ¢ GoJiee MPEANOYTUTENHHHIM BapPUAHTOM VIIOMSIHYTBIE
apMalieBTHUECKIE KOMIIO3UIIUH, COOTBETCTBYIOLLHE 3TOMY BapHaHTy
OCYHICCTBJICHNS HACTOALLETO M300pETEeHHUS, BKIIOYAIOT OT NPUOIU3UTEILHO 98 MT
A0 npubau3uTeabHo 102 MI TOHKOU3METBYEHHOTO SIUIEPEHOHA; OT IMPHUOIU3UTEIBHO
131 Mr mo npubmusureabHo 136 Mr J1aKTO3BI, OT NpUOAN3UTENIBHO 63 Mr 1o
NPUOIU3UTENBHO 67 MI' MUKPOKPHCTAJUTHYECKOH LEJUTIONO3bI, OT MPUGIU3UTENBHO
18 Mr o IIPUOIU3HTENHHO 22 Mr BBICOKOMOJIEKYJISIPHOM
TUAPOKCUIPOITWIMETAILEIUTIONOSHI; 5 OT MPUOIU3UTEIHLHO 8 mMr hi (o}
NPUOIU3UTENBHO 12 MI' HM3KOMONEKY/ISIDHON TI'MIPOKCHIIPOMIIMETHILEIUIIOIO3EL.
OTH  (apMaleBTHYECKUE KOMITO3MUMH (GaKyAbTaTHBHO MOTYT JOIMOJHMTENEHO
BKTI0YaTh OT NPUOIUSUTENBHO 2 MI HO NPUOAM3HTEBEHO 5 MT TainbKa, U OT
npubausuresnsHo 0,5% (Mace.) 1o mpuGausuTebHo 3% (Macc.) cTeapata MarHus.

B COOTBETCTBMU C JAPYrMM BapMaHTOM (apMaleBTHYECKHE KOMITO3UITHHU,
COOTBCTCTBYIOLME STOMY BapMaHTy OCYIIECTBJICHMSI HACTOSIIEr0 H300pETEHMS,
BKJIIOYAIOT:

OT NPUOIUSUTENBEHO 45 MT 10 HPUGIM3UTENBHO 55 M TOHKOM3MEILYEHHOTO
SIUICPEHOHA;

OT NPUOAUSUTENBLHO 35 MI' KO NMPUGIU3UTENLHO 55 MT JIAKTO3HL;

oT MPpUOIU3UTEIIHLHO 17,5 mr 0 MPUOIN3UTEIILHO 27,5 mr
MHKPOKPHCTA/UIMIECKOH 1IEJUTIOJIO3H;

OT NPUOIUIUTENBHO 37 MI IO IPUOGTU3UTENLHO 47 MI' BBICOKOMOJIEKYJISIPHOM
TUAPOKCUIIPOITWIMETHILIEIUTIONO3E], U

OT MPUOTM3UTENBHO 1 MI OO NPUGIM3UTENBHO 10 MI HM3KOMOJNEKYISPHOM
TUAPOKCUTIPONMIMETHIILIEIUTIONO3HL,

Ot dapMalieBTHYECKUE KOMITOSULMK (haKyJIbTaTHBHO MOTYT JOTIOMHUTENbHO
BKJIIOYaTh OT npubiusuresnbHo 0,5 Mr mxo mpuGIU3HTENbHO 7 MI TaldbKa, M OT
npubausurenbHo 0,1 Mr g0  NpUOAM3UTENLHO 6 Mr  creapata MarHus. B
COOTBETCTBUU C MPEANIOYTUTEIBHBIM BapMaHTOM 3TH KOMIIO3HIIMM HMEIOT (OopMy

CTAaHOAPTHBIX JO3UPOBAHHBIX TabJIETOK.
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B coorBeTcTBUM ¢ 6ojllee MPEAMOYTUTENHHBIM BapHMaHTOM YIIOMSIHYTBIE
dbapmaneBTHYECKHE KOMIIO3UIIYH, COOTBETCTBYIOLIHE 3TOMY BapUaHTY
OCYLUECTBJICHUS HACTOSILEr0 M300PETEHHs, BKIIOYAIOT OT IIPUOIU3UTENBHO 48 Mr
IO MPUGIU3UTENBHO 52 MI' TOHKOM3MEIBYEHHOTO 3IUIEPEHOH, OT NPUOIU3UTEIEHO
43 Mr g0 npuGnU3MUTENEHO 47 MT JaKTO3BI, OT npubnusurensHo 20,5 Mr go
NPUOIHU3UTENBHO 24,5 MI MUKPOKPUCTATMYECKON LIEJUTIONO3BL, OT NPUOIUIUTETHLHO
40 Mr o NMPUOIUIUTETHHO 44 Mr BBICOKOMOJIEKYISIDHOM
TUAPOKCHITPOIMUIMETHILEIUTIONO3EL; U OT NMPUOAUIUTETBLHO 3mMr 1o
NPHOIU3UTENBHO 7 M  HHU3KOMOJEKYJISPHOM THIPOKCHITPOIIIMETHIIEIIIONO3EL.
O ¢papmaneBTHYECKUE KOMIIO3UIMU  (DaKyJILTATUBHO MOIYT JOIIOJHUTEIBHO
BKJIIOYaTh OT NPUOIH3UTENRHO 0,5 M DO NPHOGIU3HUTENLHO 3 MI' TadbKa, U OT
npu6msurensHo 0,1% (Mace.) no npubausurensHo 3% (Macc.) creapara MarHusL.

B coOTBeTCTBMM C JpPYIMM BapMaHTOM (apMaLleBTUYECKHE KOMITO3HIIUH,
COOTBETCTBYIOLIME 3TOMY BapHaHTy OCYIUIECTBJICHUS HACTOSIIET0 M306pETeHMS,
BKJIIOYAIOT:

OT IMPUOIU3UTENRHO 95 MT [0 mpuGau3uTeNbHO 105 MI TOHKOM3MENBLYEHHOTO
3IUICPEHOHA;

OT MPUOIHU3HUTENBHO 110 MT 10 NPUGIHU3UTENBHO 195 MT 1aKTO3bI,

OT NMpUONM3UTENBLHO 50 Mr 10 NpUGIHU3UTENBbHO 70 MI MMKPOKPUCTALTMIECKOM
LICJUTIOJIO3HI;

OT NMPUONU3UTENBHO 30 MI' IO MPUGIU3UTENBHO 50 MT BEICOKOMOJIEKYJISIPHOIM
THIPOKCHUIIPOIVIIMETHILEIITIONO3RI; 1

OT NPUOIM3UTENBLHO 5 MI O INPUOIU3UTENLHO 15 MI HHM3KOMOJIEKYJISAPHOM
TMAPOKCUTIPOTAIMETIILIE/ITIONOSEI.

I1H dapManeBTUIECKHE KOMIO3ULMM (HaKyJhTaATHBHO MOTYT IOTIOJHMTEILHO
BKJIIOYaTh OT NpuOau3uTeNsHO 0,5 Mr mo TIpUGIHM3WTENLHO 8 MI TanbKa, M OT
npubausurenbHo 0,1 Mr 10 MpUONM3UTENBHO 7 M creapata Marhus. B
COOTBETCTBUM C MPEANMOYTHUTEILHBIM BAPUAHTOM 3TH KOMIIO3UMLUH UMEIOT (HOpMY
CTaHAAPTHBIX JO3HMPOBAHHEIX TabJIETOK.

B COOTBETCTBMM ¢ OGoJee TIPEATIOYTUTEIBHEIM  BapUAHTOM  YTIOMSIHYTHIE
dapmaueBTHYECKHE KOMITO3ULIUH, COOTBETCTBYIOIINE 3TOMY BapHaHTy
OCYILECTBJICHUSI HacCTOALIEro U300peTeHUsI, BKIIOYAIOT OT IMPUOIU3UTENLHO 98 Mr
10 npuOnu3KTeNbHO 102 MI TOHKOU3MEIBYEHHOTO SIUIEPEHOHA; OT NMPUOIU3UTETBEHO
118 Mr g0 npubausutensHo 122 Mr J1aKTO3BI, OT MPUOIM3UTEIBHO 58 MT 10
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NPUOIU3UTENBHO 62 MI' MUKPOKPHMCTAIUIMYECKOM IEJUTIONO3EL, OT MPUOTU3UTENLHO
38 Mr o NpUOIU3UTENHHO 42 Mr BBICOKOMOJIEKYJISIPHOM
THIPOKCHUIIPOITMIMETUILIEITIONOSEI, U OT MIPUOIU3UTENBLHO 8§Mr o
NPUOIM3UTENBHO 12 MI' HU3KOMOJIEKY/IIPHOH THIPOKCHIIPOMIME THIILEIUIIOIO3bL.
ST (GHapMaLEBTUYECKUE KOMIIOZULIUH (aKyIbTATHBHO MOTYT IOIIOJTHUTEIBLHO
BK/IIOYaTh OT MPHUONU3UTENLHO 2 MI JO NPUGIMSUTENBHO 5 MT TajibKa, M OT
npubmsurenbHo 0,5% (macc.) Do npuGnusuTenabHo 3% (Macc.) creapara MarHus.

B cooTBercTBHM ¢ IpyruM BapuaHTOM apMalleBTHYECKIE KOMITO3UIIUH,
COOTBCTCTBYIOLIME 3TOMY BapHaHTY OCYIUECTBICHUS HACTOSALUETO M300pETeHMUS,
BKJIIOYAIOT:

OT MPHOMU3UTENLHO 145 Mr 0 NMPUGIU3HUTENLHO 155 MI' TOHKOU3MEIBUYEHHOTO
SIUICPEHOHA;

OT MPHUOAU3UTENBHO 175 MI 10 NPUGAU3UTENBHO 195 MI JIAKTO3BI;

oT MPUOIU3UTETHLHO 87,5 mr Jlo IPUOIU3UTETHHO 97,5 mr
MUKPOKPHCTALTUYECKOM LIEJUTIONO3bI;

OT NMPUOIU3UTENBHO 45 MI' IO TIPUGTM3UTENBHO 55 MI BBHICOKOMOJEKYIISAPHOM
THIPOKCHUITPONMIMETHIILICIITIONOSBL;, U

OT NpUOIU3UTENbHO 10 Mr Ho NpUOGHU3UTENHHO 20 MI HMU3KOMOJIEKYJISPHOMN
TMIPOKCUIIPOITMIIMETHIILIEJLIIOIO3EI.

It dapMalleBTHYECKHE KOMMO3UUUMY (GaKylIbTaTUBHO MOTYT JOTIOJHUTEILHO
BKJIIOYaTh OT npubiusuressHo 0,5 Mr mo mpubnusurensHo 10 Mr Tanpka, M oOT
npubmusureabHo 0,1 Mr 10 TIpUONIM3WTENBRHO 8 MI  creapaTa MarHHs. B
COOTBETCTBUU C INPEAMOYTUTENBHBIM BaPMAHTOM S5TH KOMIIO3UIIMHM HMEIOT (PopMy
CTaHAAPTHBIX JO3UPOBAHHEIX TaBJIETOK.

B cootBeTcTBUM ¢ Gojlee HPEAIIOYTUTENBHBIM BAPHAHTOM YIIOMSIHYTBIE
dapmalieBTUYECKIE KOMITO3HUIIMH, COOTBETCTBYIOLINE 3TOMY BapUaHTy
OCYLUECTBICHUS HACTOSLIEro M300peTeHUs, BKIIIOYAIOT OT IPUOIU3UTENRHO 148 Mr
10 MPUOIU3UTENLHO 152 MI TOHKOM3MEBYEHHOTO 3IIIEPEHOHA; OT IPHUOIU3UTENLHO
183 Mr mo npubnusurenpHo 187 Mr JIakTO3bl; OT mpubMU3MTENbHO 90,5 Mr a0
IPUOM3UTENBHO, 94,5 MI' MUKPOKPUCTAJTHYECKOM LIEJUTIONO3HI; OT MPUGIU3UTEIBHO
48 mr o NMPpUOIUIUTETBHO 52 Mr BBICOKOMOJIEKYIIPHOM
TMIPOKCUIIPONIMIMETHIILIEIUTIONO3bI; M OT  IIPHUOJIHU3HUTEIBLHO 13Mr o
OPUOTU3UTENEHO 17 M HU3KOMOJIEKYJIAPHOM THAPOKCHIPONMIMETWILIE/LTIONO3BL.

JTH  (PapMaleBTMYECKUE KOMIOSHUIMM (DaKyJbTaTUBHO MOTYT JOIOJHUTEIHLHO
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BKIIIOYaTb OT MNPUOJIM3UTENBHO 3 MI' O NPUGIMBUTENBHO 7 MI TaibKa, W OT
npubnusurensHo 0,5% (Macc.) o npubausutensHo 4,5% (Macc.) creapata Maraus.

B cooTBeTCTBMHM ¢ [ApYrMM BapuaHTOM (hapMaleBTHYECKHE KOMITO3MIINH,
COOTBETCTBYIOLUME 3TOMY BapHaHTY OCYIIECTBJICHHMSI HACTOSIIEr0 HM300pPETeHMUA,
BKJIIOYAIOT:

OT MPUOIM3UTENBHO 95 MTr 10 MpHGIU3UTENbHO 105 MI TOHKOM3MEIHYEHHOrO
3IUIEPEHOHA;

OT NPUOGIHU3UTENBHO 96,5 M o NpubGIM3uTenbHO 106,5 MI JIaKTO3HL;

OT MPUONU3UTENBHO 45 MI' 10 NPHOIU3UTENBHO 55 MI' MUKPOKDHCTALINYECKOH
LICJUTIONIO3HI;

OT MPUGIM3UTEBHO 61,5 mMr pifs) IIPUOIHU3UTETBHO 71,5 mr
BBICOKOMOJIEKYJIIPHOM TMAPOKCUIIPOITMIMETHIIIIEILTIONO3BL, U

OT NPUOIU3UTENBHO 5 MT O NPHOTU3UTENBHO 15 MP HU3KOMOJEKYISPHOM
TMAPOKCUTIPOITAIIMETHIILIEUTIONO3EL.

O1H dapmaueBTHUYECKHE KOMITO3UNMHU (BaKyIbTaTHBHO MOTYT IOTMOJHUTEIBHO
BKJIIOYATh OT NpUOMU3uTeNbHO 0,5 Mr 0 NpUOIM3UTENLHO 8§ MT TambKa, U OT
npubnusureabHo 0,1 Mr o mpuGIM3WTENHHO 7 MI  cTeapata MarHus. B
COOTBETCTBHU C MNPEANMOYTUTEIBHBIM BapMAaHTOM 3TH KOMIIO3UIIMM HMEIOT popmy
CTaHAAPTHBIX TO3MPOBAHHBIX TaBJIETOK.

B coorBercTBUM ¢ Golee NPEANMOYTHTENBHBIM BAPMAHTOM YIIOMSIHYTHIE
(bapMaueBaneckne KOMITO3UIIH, COOTBETCTBYIOLIHE 3TOMY BapuaHTy
OCYILIECTBJIICHMSI HACTOSILUETO W300PETEHMsI, BKIIOYAIOT OT NPHUOIUIUTENBHO 98 MT
A0 NPUOIU3UTENBHO 102 MI' TOHKOM3MENBYEHHOTO 3IUIEPEHOHA; OT NPHOIU3HTEILHO
99,5 Mr mo mpubmusurensHo 103,5 MT JIaKTO3H; OT IPUOIU3UTENLHO 48 MI 10
NPUOGIU3UTEIBHO 52 MI' MUKPOKPUCTAJUTHYECKOM 1(EJUIIOI03b, OT IPUGIU3UTEIHHO
64,5 Mr Ji (o) MpUOTU3UTEIBLHO 68,5 Mr BBEICOKOMOJIEKYJISIPHOM
TMAPOKCHIIPOITHIMETHIILIEIUTIONO3H], U OT NMPUOTU3UTEITHLHO 8Mr mo
MPUGIH3UTENBHO 12 M HU3KOMOJIEKYJIAPHOM TMIPOKCUNPOITIMETWILIEIUTIONO3bI.
OTH  (papMaleBTUYECKUE KOMMIO3UIMK (AKYJBTATUBHO MOTIYT OTOJTHUTEIBHO
BKJIIOYaTh OT TIPUOJM3HUTENBHO 2 MI [0 MPUOJM3UTENBHO 5 MI TajJbKa, M OT
npubausurensHo 0,5% (Mace.) no npubnusurenbHo 3% (Macc.) cTeapaTa MarHUS.

B coorsercTBMM ¢ mpyruM BapuaHTOM (apMaleBTHYECKHE KOMITO3MIINH,

COOTBCTCTBYIOIITUE 3TOMY BapMaHTY OCYUICCTBJICHUS HaCTOALIETO I’I306peTeHPIH,
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BKJIIOYAIOT JIaKTO3Yy, MHMKPOKPHUCTAIUINIECKYIO LHEJUTIONO03Y,
TMIPOKCUNIPOTTUAMETHIILIE/IIIONO3Y, TATbK U CTeapaT MarHus.

B cooTBeTCTBMM C ellle ONHMM BapHAHTOM OCYILIECTBICHUS HACTOSILETO
M300peTeHUs YIIOMAHYThIC (hapMaLleBTUYECKHe KOMIIO3MIMA BBICBOBOXIAIOT if Vitro
Kak MHHMMYM OKONO 50% OoIIepeHOHa, BXOISUIETO B COCTAaB YIOMSIHYTON
KOMIIO3UIIMH, B TEYeHHE KaK MUHUMYM IPUOIHU3UTENBHO 1,5 4, B COOTBETCTBUM C
HPEATIOYTUTEIBHBIM BAPHAHTOM B T€YEHHME KaK MUHUMYM NPUGTH3UTENLHO 1,75 4 1
B COOTBETCTBUM ¢ 0ojice  IPEANOYTHTENBHBIM  BapMAHTOM B  TeYeHUE
MPUGIU3UTENBHO 2 4.

B cooTBeTcTBMM C ellle OOHUM BADUAHTOM OCYILECTBIEHMS HACTOAIETO
M300peTeHMs YIIOMSHYThIE (hapMalieBTHYeCKIe KOMITOSULIMM BBICBOGOXIAIOT in Vitro
Kak MHMHUMYM OKojo 50% osmiepeHOHa, BXONSLIETO B COCTaB  YIIOMSHYTOM
KOMIIO3MIIUH, B T€YCHUE KaK MHHHUMYM IPUOIUIUTENBLHO 3,5 4, B COOTBETCTBUH C
NMPEAITOYTUTENLHBIM BAPHAHTOM B T€YEHHE KaK MUHMMYM IPHOIH3HTEIBHO 3,75 4 U
B COOTBETCTBUM ¢ Gojiee  IPEAIIOYTHTEIBHBIM  BAPMAHTOM B  TEYCHHE
MPUOIU3UTEIBHO 4 4.

B cooTBeTcTBMM C euie OOHMM BAapMAaHTOM OCYLIECTBICHHMS HACTOSILETO
U300peTeHrs YIIOMSHYThIE (hapMalleBTHYECKE KOMITO3ULIUH BHICBOGOXIAIOT in Vifro
KaKk MHMHUMYM okono 50% SIUIepeHOHa, BXOASIIET0 B COCTAaB  YIIOMSHYTOMN
KOMITIO3ULHH, B TCYCHHE KaK MHHUMYM HPUOIM3UTEILHO 5,5 4, B COOTBETCTBUH C
NPEATIOYTUTENBHBIM BapHAHTOM B TEYEHHE KaK MUHUMYM NMPUOIU3UTEIBHO 5,75 4 1
B COOTBETCTBMM C Oojilee MPEONOYTHUTEIBHBIM BAPDMAHTOM B  TeyeHUe
NPUOIN3UTENIBHO 6 Y.

B cooTBeTCTBMM C ellle ONHMM BAapHAHTOM OCYILIECTBIEHMS HACTOALLErO
U300pETEHUsI  YNOMSHYTHIe  (apMalEBTUYECKHE  KOMIIOSHMLMM  BKJIIOYAIOT
TOHKOU3MENIBYCHHBIM JIUIEPEHOH UM OAMH WIM HECKOJIBKO HOCUTENIEH, HMEIOT
NEPOPANIbHYIO CTAHIAPTHYIO MO3MPOBAHHYIO (GOPMY, TIPUTOIHYIO IS ONHOPA30BOIO
b0 JBYXpazOBOro IEPOPAIBLHOTO BBEHNECHUS B J€Hb, M BBICBOOOXIAIOT i Vitro
npubmsurenbHo 50% unm Gosee SIUIEPEHOHA, BXONSIIETO B COCTaB YIIOMSHYTOM
KOMITO3MLIMM, B TE€UEHUE KaK MHHHMYM npu6n1/i3MTeJ11>Ho 1,54 mocne mpuema
YIOMSHYTOM  KOMITO3WLIMM  BHYTPb. B cooTBeTcTBMM ¢  eiie  Gojiee
NMPEeANOYTHTEIBHBIM BapyaHTOM 3TU (apMaleBTHYECKUE KOMITO3ULIMM BKITIOYAIOT
SIUIEPEHOH M OAWH WM HECKOJBKO HOCHUTENEH, BBIOPAHHBIX W3 TIPYIIIIHI,
BKJTIOYAIOLE  MOHOTMAPAT  JIaKTO3bl, MMKPOKPHCTAJUIMYECKYIO  LIEJUTIONO3Y,
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TUIPOKCUIIPOITUIMETUIILIENNIONO3Y, TAIBK M cTeapaT Mariusa. Ocoboe mpeArnoyTeHue
OTHAeTCd TOMY, YTOOBl pasiMyHBIE KOMIIOHECHTHI YIIOMIHYTOM MATpHLBI C
PETyIMPYEMBIM BBICBOOOXIECHHUEM JIEKAPCTBEHHOrO BELIECTBA NPUCYTCTBOBATU B
KOJIMYECTBAX MO0 MACCOBBIX JOJIAX, YKA3aHHBIX paHee.

Jpyrie akKTUBHBLIE UHTPEIUEHTHI

Y1oMsiHyThIE dapMalleBTHUECKHE KOMITO3UMLINH, COOTBETCTBYIOILHE
HaCTOSLEMY H300pETeHMIO, MPUTOAHBI TaKXKe Ul BBENCHMS APYTUX COCHMHEHMI
9,11-amokcu-20-criupokcaHa, B YacTHOCTH, TeX coeauHeHwil 9,11-smokcu-20-
CIIMPOKCaHa,  KOTOpbI€  ABJAIOTCS  aHTarOHMCTaMHM  ajbAOCTEPOHA.  DTH
(dapMaleBTUYECKHE KOMITO3UIIMH MOTYT GBITh TOJNy4eHH, KaK YKa3aHO Jajiee B STOi
3ajBK€, MOCPEICTBOM 3aMEIlCHMs SIUIEPEHOHA COIIOCTaBMMOII MaccoBOil [onei
HeoOxomuMmoro  9,11-smokcu-20-criupokcada. CoenuHeHus — 9,11-smokcu-20-
CIIMPOKCAaHa, WCIIONb30BAaHHBIE [UIS  IOJYYEHUS TaKuX dbapMaLieBTHYECKHX
KOMIIO3ULIMM, MOTYT OBITh IIOJYY€HBI, HAIIPUMEP, B COOTBETCTBUM C OIMCAHUEM,
npuBeneHHBIM B narente CIIA Ne 4,559,332, BeimanHoMm Ha umsa I'po6 (Grob) u
apyrux. K yucny takux 9,11-3mokcu-20-CIIMPOKCAaHOB OTHOCATCS, OXHAKO UMH He
orpaannBaIOTc;i, NpEeNCTaBICHHBIE Aajlee COeTHHEHHUS:

9a,110-3m0KCH-To-MeTOKCHKApGOHMII- 15,16 -MeTrneH-20-cIupoKc-4-eH-
3,21-nu0H;

9a, 110-3110KCH -7 0.-U30IPOTIOKCUKAPOOHII-20-ClIUPOKC-4-eH-3,21- IUOH;

9a,11a-3m10KCH - 70-3TOKCUKApOOHMI-20-criMpoKc-4-eH- 3,21 - 1oH;

9a,1 loc—:-mokcn-6[3,7[3-MeTMJIeH—ZO—anpOKc-4-eH—3,2 1-n1oH;

9a,11a-3110KCH-6B,7B;15B,16B-6Uc-MeTHIEH-20-ClTUpOKC-4-€H-3,2 1 - 110N,

9a,11a-3m0KkcH-17B-ruapokcu-6,7p-MeTrieH-3-0kco- 17a-rpera-4-eH-21-
KapOOHOBas KHCJIOTA,

METUIOBHIA 3¢up 9a,llo-3moKcH-17B-TUAPOKCH-6p,7B-MeTIIEH -3-0Kco-17a-
NperH-4-eH-21-KapOoHOBOM KHCJIOTHL,

METHIOBBIA 3¢up 9a,lla-3nokcu-17p-ruapoxcu-68,7p;15p,16p-6uc-MeTHiIeH-
3-okco-17a-nperH-4-eH-21-KapOOHOBOM KUCIOTEL,

9a,11a-amokcu-6p,7p-MeTuneH-20-crimpokca- 1 ,4-1meH-3,21 ~-JINOH;

9a,11a-sm0KCH- 1 7B -rUAPOKCH-7 0.-METOKCHKAPOOHMII-3-0KCO- 1 70-TperH-4-eH-
21-xap6oHOBas KUCIIOTa,

IMMETUNOBBIH 3¢up 9a,llo-3moKcu-17B-THaApOKCH-3-0KCco-17B-TIperu-4-e4-

7,21 -n1uKapOOHOBOI KUCIOTHI;
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9a,11a-3m0KcH-17B-rHapOKCH-To-U30TIPONOKCUKAPGOHII- 3-0KCO- 1 7To-TIperH-
4-eH-21 -Kap60HdBa51 KUCJIOTa;

90, 11a-3mokcu- 17B-ruapokcu-7o-3TOKCUKApOOHMIT - 3-0Kco- 1 To-TIperH-4-eH-
21-kapboHOBast KHUCJIOTA,

90,1 lo-3nokcu-6o, 7a-MeTnnes-20-cnupokc-4-eH-3,21 -THOH;

AUMETWIOBBIA 3dup 9a,1la-31m0KCH-17B-THapoKcH-3-0Kco-17a-nperu-4-eH-
7oc,21-z[nKap60HOBoﬁ KUCJIOTHL, ¥

AUMETHIOBBIA 3¢up 9a,1lo-3m0KcH-17B-runpokcu-15p,16B-MeTHiIeH-3-0KCO-
17a-npern-4-en-7o0,21-1MKap60HOBOI KUCIOTHL,

U MX (apMaleBTUYECKU MPUEMIIEMBIE COJIH.

Crioco6ul JieueHus

Hacrosiee U300peTeHUE HANpPAaBIEHO TAKXKE HA TepaleBTUUYECKUE CIIOCOBHI
JIEYEHHUsI COCTOSIHUSA JHOO paccTPONCTBAa, MNPH KOTOPHIX IIOKA3aHO JIEUEHHUE
0JIOKAaTOPOM DELENTOPOB ANTBIOCTEPOHA, IIPHMYEM YIIOMSIHYTBIE CITIOCOBE BKIIIOYAIOT
MIEPOPATBPHOE BBEICHUE OOHOM MM HECKOJBKHUX YIOMSHYTHIX (bapMalieBTUYECKHX
KOMIIOSUMIMI, OIMCaHWE KOTOPHIX OBUIO IPHUBEAEHO paHee, MAIMEHTY,
HyXpnamomeMmycs B 3ToM. CxemMa IpueMa JIEKApCTBEHHOIO CPEACTBA C LIEJBIO
IIPEAOTBpAIICHUsI, OONErYeHHs] AU0O YAYYUIEHHS VIIOMSHYTOTO COCTOSIHUSI JH6O
PacCTpoicTBa B COOTBETCTBMM C IPEATIOYTUTENIBHBIM BapHAHTOM IIPELyCMATPUBAET
OIIHO- JIN0O IBYXPa3oBOe IEPOPANBHOE BBEACHHUE JIEKAPCTBEHHOTO CPEICTBA B JEHD,
B COOTBETCTBUU C GoJjiee MPEANOYTUTENBHBIM BAPUAHTOM BBEJCHUE OOCYXKIABIIUXCS
paHee 25 mr, 50 mr, 100 Mr mGo 150 Mr TIepopambHBIX CTAHZAPTHBIX O3
SIVIEPEHOHA, OOHAKO MOXET M3MEHSTbCHd B COOTBETCTBUH C Pa3siIUYHBIMU
¢akropamu. K umcny 3tux $akTOpOB OTHOCATCS THII, BO3PACT, Macca, ToJ, AHETa
MEIULIMHCKOE COCTOSHHUE YIIOMSHYTOIO NaIMeHTa, a TAKKE TSKECTb 3ab0JieBaHUS.
Takum oOpaszoM, ¢akTHYeCKH NpHMEHsEMas cXeMa IIpHEMa JIEKapCTBEHHOTO
CPeACTBAa MOXCT U3MCHSATHCA B IUMPOKMX TMpeIeax U, CISHOBATEIbHO, OTKIOHSATHCS
OT MPEANIOYTHTEIPHOM CXEMBI NpHeMa JIEKApCTBEHHOTO CpelcTBa, YIIOMUHAaBLIEHCS
paHee.

HavanbHoe sneyeHMe manueHTa, CTPajaloIEro OT COCTOSHHMS  JIM6O
paccTpoWCTBa, IPM KOTOPOM IIOKA3aHO JieYeHHE GJIIOKATOPOM  PELENTOPOB
AJIAOCTEPOHA, MOXET HAYMHATLCA ¢ YKa3aHHBIX paHee mo3. JIedeHuUe, KaK IpaBwio,
IIPOJOJIKAaeTCd IO Mepe HeoOXOOUMOCTM B TedeHHe TIepHojia BPEMEHH,

COCTABJIAIOLIETO OT HECKOJBbKHMX HCACHb OO HECKOJNBKUX MECALIEB WIM JIET, OO TeX



70

II0p, IIOKa YIMOMSIHYTOE COCTOSTHHE JIMOO pacCTpOMCTBO HE YOACTCA HOCTaBHUTh ITOM
KOHTPOJIb JN0OO JHMKBUAUPOBaTh. IloBceHEBHOE HAGMIONEHUE 3a MaLUEHTaAMU,
IIOABCPTACMBIMUA JICYCHUIO KOMIIO3ULIUSAMH, PACKPHITHIMH B IJaHHOM OITMCAHUH,
MOXET OCYIIECTBISITECS JIOOBIMH CIOCOOaMM, XOPOIIO WK3BECTHBIMM B HaHHOM
obsacty, A omnpeneneHus 3bGeKTUBHOCTH JedeHHs. [TOCTOSHHBIN aHAIHU3 TAKUX
JAaHHBIX TIO3BOJSIET BHOCUTh M3MCHEHHMI B JIEYeOHYI0O CXeMy B IIpoliecce
OCYLIECTBJICHUS JIeYeHHUs, Grarogaps 4yeMy B JI0G0€ BpeMs BBOLUTCA ONTHMAIbHOE
9 @deKTUBHOE  KOIUYECTBO  COECHAWHEHMH,  COOTBETCTBYIOLLUX HaCTOSILIEMY
U300peTeHUIO, W Onaromaps 4YeMy TakXe MOXeT  OBITb onpeaeicHa
NPONO/DKUTENBHOCTE  neyeHus:. Takum  obpasoMm, JseueGHas  cxema/cxema
NPUMCHEHHSA JIEKAPCTBEHHOTO CPENCTBa MOTYT PallMOHAILHO H3MEHSITLCS B XOI€
JIEYEHUS] IUISL TOTO, YTOGHI BBOMWIOCH MHHHMAJBHOE KOJMYECTBO 3IUICPEHOHA,
AEMOHCTPUPYIOILIEE YAOBIETBOPUTEIbHYIO 3(M@PEKTUBHOCTh, M UYTOOH YIIOMSAHYTOE
BBCACHUC MNMPOAOJKAJIOCh B TEUEHHE TAKOIO IEPUONA BPEMEHU, KOTOPHI OBUI OB
HEOOXOOUMEIM Ui  YCIICIIHOIO JIEYEHUs YIOMSHYTOIO COCTOSIHHS  JM60
paccTpoiicTBa.

Hacrosamum U300peTeHUEM JOIOJHUTEIBHO TIpeaycMaTpUBacTCs
HCIOJIB30BaHUE TOHKOM3MEJIBYECHHOIO 3IUIEPEHOHA M LIEJUTIOJIO3HOTO HOCUTENS i
U3rOTOBJIICHUs JIEKAPCTBEHHOIO CpPEACTBA MJIs1 JIEYEHUS WIH NpodHIaKTUKU
OIIOCPEJOBAHHBIX AJIBAOCTEPOHOM COCTOSIHHMA WJIM PAacCTPOMCTB.

Cnocob moJay4eHUs JIEKApCTBEHHOM hOPMEI

Hacrosuiee wu300peTeHHE HaNpaBIEHO TAaKXKE Ha CIOCOGH  IOMyYCHUsI
bapMaLeBTUYECKMX KOMITO3ULIMIA, BKTIOYAIOIMX TOHKOU3MENBYEHHBI SIUICPEHOH.
ITpu Heob6XomuMoCTH HOMyYeHUs TabIeToK MO0 Karcysl MOTYT HPHUMEHSITHCS TaKhe
CIOCOObI, KaK MOKpasl IpaHy/sIMs, Cyxas TPaHyJISIMS, IpsAMoe IPeccCoBaHUeE JIUG0
BKJIIOYEHME JIEKAPCTBEHHOTO BELECTBA B XEJATMHOBYIO KaIICYIy.

Mokpass TpaHyNSILMS TPEACTaBAsAET COOOM INPEeNIOYTUTENBHBI  CHOco6
MOJIYYeHUsT TaOmeTOK M3 (PapMaLeBTUYECKUX KOMIIO3MIMI, COOTBETCTBYIOIIMX
HAaCTOSIIIEMY M300pETEHHIO. B COOTBETCTBMU CO CHOCOOOM MOKPOI I'DaHYJISLMA
TOHKOM3MEJIbYEHHBIA SIUIEPEHOH (M, B Cillydae HEOOXOAMMOCTH, JTIOOOH HOCHUTEID)
NEepPBOHAYAILHO M3MEJbYaeTcsl MO0 TOHKO M3MeNbyaercs OO TpebyeMoro pasmepa
YacTHIl C IIOMOINBIO OOBIYHOW MENBHULIBI JHO0 ApoOHakH. Takue cnoco6wl

HU3MCJIBYCHUA HHﬁO leO6JICHI’I}I XOPOLIIO M3BECTHHI B TAHHOM 06JIaCTI/I, TaK XK€ KakK H
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CIOCOOBI  OINPENENICHUS] pasMepa MOJNYYEHHBIX YaCTHI[ | ITPaHYJIOMETPUYECKOTO
COCTaBa.

Kak ob6cyxnanoce paHee, cHuxeHue pasmepa Dg yacTui SIUIEPEHOHa (T.€.
pasMepa Kak MUHUMYM 90% 4dacTHI SIUIEPEHOHA) B YIOMSIHYTON KOMIIO3HMIMH
IIPOM3BOAUTCS B Mpeaejax Ao MeHee yeM npuomusureasHo 400 MKM UM Gojiee yem
25 MKM, B COOTBETCTBHM C HpPEANIOYTUTENBHEIM BApUAHTOM 10 MEHEE YeM
npubnu3uTesibHo 200 MKM, B COOTBETCTBHM C GoJiee NMpPeIIIOYTHTENbHEIM BapHMaHTOM
A0 MeHee yYyeM IpHOIM3NTENIbHO 150 MKM, B COOTBETCTBHUM C emie Oojee
NPEAMOYTUTENbHBIM BapHaHTOM [0 MeHee 4eM MNpubnausutensHo 100 MKM, U B
COOTBETCTBUMM C elle 0ojiee MNPEANOYTUTENBLHBIM BapHAHTOM OO MeHEee YeM
npuommn3uTeabHo 90 MxM. Oco6o0  MpPeANoOYTUTENBHBI  pas3mep Dgy yacrtuir
COCTaBJISACT OT NPUOIU3UTENBHO 30 MKM 10 nmpubausurearHo 110 MKM, a elie 6onee
NPENITOYTUTEIbHBIA OT NpHOAM3UTeNbHO 30 MKM 10 NpUOIusuTenbHO 50 MkM. B
COOTBCTCTBMM C [IPYTUMH IPEAIIOYTUTEIILHEIMA BapuaHTaMM  OCYLUECTBICHUS
HACTOSALIETO H300peTeHHsT 0CoBO0 IpPENIIOYTUTENBHBINH pasMep Dgy yacTHil
COCTaBJISIET OT NPUOIM3UTENBHO 50 MKM 1o mpHOau3uTensHo 110 MM, a ere 6ojee
NIPEANIOYTUTENbHBIA OT IPUGIUIUTENBHO 75 MKM 1O NpUOIU3UTENBHO 125 MKM.
TonkousMenbYeHHBI 3IUIEPEHOH C YacTHLIAMM TaKOIO pasMepa  MOXET
3HAYUTEJIBHO NMOBBICUTH OMONIOTMYECKYIO JOCTYITHOCTh SIUIEPEHOHA.

ToHkousMenb4eHHBII SIIEPEHOH, UCIOAB30BAHHBI B HACTOSILIEM OIMCAHUU
B WITIOCTPATUBHBIX LEJISIX, UMEET, KaK TIpaBuIo, 3HaueHue pa3Mepa Dgy B npenenax
OT mnpubausuressHo 30 MKM 10 npuGuusurensHo 110 MKM. B HekoTopbix
KOHKPETHBIX MPUMEPAX yKa3aH NPUMEPHBIN I'paHyIOMETPUYECKHIT COCTAB.

I'panynomeTpuyecKkue cocTaBbl ONPENENSUIACH C TIOMOLIBIO IIPUBEIEHHBIX AaIee
CIIOCO0O0B:

O6opynoBaHUE W PEeaKTUBEI

1. JIazepHas IudpakiimoHHasd yCTaHOBKaA TS OIpeacICHNS
rpaHyJIoMeTpuyecKoro cocraBa Sympatec™ cucremer HELOS B pexume paGoThl ¢
CyxuM TmopoiikoM, Moneas HO0790, obopymoBaHHass TMODAIOIIMM  YCTPOHCTBO
VIBRI™ y nucnepcuonHoit cucremoit RODOSTM,

2. O6LeKTUB ¢ POKYCcHBIM paccToaHueM (200-500) M.

3. Kykypy3HBbIi KpaxMai (nobasneHue K dapmakonee CIIA)
(WLTIOCTPaTMBHBIN - 3TAIOHHBIN  ctaHgapr: Dgy=31,54 MM, D75=20,50 Mxm,
Dsy=15,15 Mxm u D¢=7,44 MKM).
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4. KOHTpOIBHEIH obpasery TOHKOU3MEJIBYEHHOTO SIUIEpEeHOHA
(WILTIOCTPaTUBHO: Dgp=22,01 MKM, D75=13,35 MKxM, Dso=7,57 MKkM u
D,(y=10,8 MkMm).

Touku pacﬁpe,ueneHHH: 5%, 10%, 50%, 75%, 90% u 95%.

ng c6opa naHHBIX:

AHajnvTHYecKas IpoLeaypa:

1. ITpoBepuUTh MO0 YCTAaHOBUTH OOBHEKTHUB.

2. Vicionb3yst KyKypy3HBIZI Kpaxman (moGapieHuMe K apMakoriee CIIA)
(3TIOHHBIA CTaHAApT), MPOU3BECTH IIPOBEPKY PabOTOCIIOCOGHOCTH npubopa B
COOTBETCTBUHU CO CTAHAAPTHOI IIPOLIEAYPOIA. |

3. BHINOJHHUTD Pa30ByIO MIPOBEPKY KOHTPOJLHOTO o6pasia
TOHKOM3MEJIPYEHHOTO JIUIEPEHOHA M YOEIUTBCS B TOM, YTO TPAaHYJIOMETPUUECKHIA
COCTaB MOA00EH NPEeaLIECTBYIOIIUM IIPOBEPKAM.

4. OtBecuTs nNpuUGIM3UTENbHO 500 Mr o6pasiia M MPOM3BECTH TpPOHHOE
OmpefesICeHHE IPAaHYIOMETPHYECKOTIO COCTaBA.

5. BHIYHMCIUTE cperHee, CTaHIAPTHOE OTKIOHEHME M MPOIEHT OTHOCHTEIHHOTO
CTAHIAPTHOT'O OTKJIOHEHHSI B KaXIOU TOYKE pacIpeleicHHUs.

6. 3apeTHCTPHPOBATh CPESHMII PasMep YacTHL, CTAHAAPTHOE OTKIOHEHHE M n
npu 3, 10, 50, 75, 90 1 95 NMPOLEHTHBIX KBAHTWIEH K LEIOMY.

Ilocre 2TOro M3MeNBYCHHBI JIMGO TOHKOM3MENBYEHHBIH  SIUIEPEHOH
CMEUIMBAIOT, HAIPUMEP, B MELUAJIKE-TPAHYNSATOPE ¢ OOJBIIMMH CIBUTOBBIMU
YCWIMAMH, TJIAaHETAPHOM MeEIUaJKe, CABOEHHOM HAacOCe-CMECHTENIE JIMOO MellaiKe
TAMA CHUIMa, C€ OOHUM JIHOO HECKOJBKMMU HOCHUTEISIMH. YIIOMAHYTOE
JIEKaPCTBEHHOE CPEICTBO HA 3TOM 3Tane, OOBIYHO, CMEIIMBAIOT C pa3baBUTeIeM(-
SIMH),  OE3UHTETPaTOpOM(-aMM),  CBSSBIBAIOLUMM(-H)  BeIUECTBOM(-aMM),
(GaxyneTaTMBHO — YBIAXHSIOIMM(-M) KOMIIOHEHTOM(-aMH), XOTS “OOWH WM
HECKOJIbKO HOCHTEJICH MOXKHO IOOGaBUTH (cpasy JHOO YacTsAMHM) Ha 6ojee IO3qHEM
JTame.

Hampumep, B  ciydae  HCHONB30BaHMSI B KAyecTBE  pa3GaBUTeENs
MHUKPOKPHCTAJUIMYECKON LEJUTIONO3bI, OBUIO YCTAHOBJIEHO, YTO IOO0ABJIIEHHUE YACTH
MHUKPOKPUCTAJIMYECKOM LEJUTIONO3bl HA YIIOMAHYTOM 3Tare CMELIMBAaHUS U
nobaBjieHHE OCTaJBHOM YaCTH IOCJIE 3Tala BHICYIIMBaHUS, OOCYXIAIOLIErocs faiee,
ITIOBBIIIAET TBEPAOCTH M/MJIM CHMXAET XPYNKOCTh IIOJNYYEHHBIX TabseToK. B

oxoOHOM’ CUTyallUH B COOTBCTCTBHM C TIIPEANOYTHUTEIBHBIM BapUaHTOM OT
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npubmusurensio  40% mo  nmpuGnusuresbHO  50%  MHKPOKPHCTANIMYECKOMH
UEJUTIONO3bl  NOOABJSAIOT BHYTPUTPAHYJSIPHO M OT NpUOIM3UTENbHO 50% 10
NpUOAU3UTENbHO  60%  MMKDOKPHMCTAIUIMYECKOM  LIEJUTIONO3bI  J0GaBJISIIOT
BHETpaHyIsipHO. Hapsagy ¢ 3TuM, JaHHBIA 3Tam  yMOMSHYTOro croco6a B
COOTBETCTBUM C  NPEANOYTHUTENbHBIM  BapHAHTOM  BKJIIOYAET CMeEIUMBaHUE
3IUIEpEHOHa, JIAKTO3HI, MUKPOKPUCTAUIMYECKOIT LIEJUTIONO3BI,
TMIPOKCHUITPONMIMETHILEIUTIONO3bl M (aKyJAbTaTUBHO JlaypWiICy/ibdaTa HaTpHS.
BBUIO YCTaHOBNEHO, YTO 3Tall CMEIUMBAHUS IMPOLOJIKUTEILHOCTBIO 3 MUH MOXET
OOCeCIeYnTh TIONMYYEHHE CYXOM IIODOLIKOBOM CMECH, WMEIOLIEH JOCTATOYHO
OIHOPOAHOE paciipelelieHue 3MIepeHOHA.

ITocne sToro K IMONYYEHHOU CYXOW IOPOLIKOBOM CMECH HOGABISIOT BOLY H
NOMYYCHHYI0 CMECh NEPEMEIIMBAlOT B TEYCHUE JOMOJHMTENBLHOIO IEpUOAA
BpeMeHH. Boma MoXeT NoGaBISATbCS K YNOMSHYTOH CMECH cpasy, IOCTENEHHO B
TCYCHUC IE€PHONA BPEMEHU JMOO HECKONBKMMH IOPLUSIMH B TEYEHME Iepuoaa
BpeMeHU. B COOTBETCTBUM C NpEANOYTHTENLHBIM BapUaHTOM Boda AOGaBIAETCS
TIOCTENIEHHO B TEUEHUE IEPHOJAa BPEMEHH, B COOTBETCTBMM C IIPEAIIOYTUTENBHBIM
BapMaHTOM KaK MHUHHMYM B TE€YE€HHE OT MPHOIM3UTENLHO 3 MHH 1O
NPUOAMSUTENBHO 5 MUH. JIOMONHMTENBHBIA NEPUON CMEUIMBAHMS, COCTABJISIOMIMMA
OOBIYHO KaK MHHHMYM OT NpPUOGIH3UTENBHO | MUH [0 TPUONU3UTEIBHO 3 MHH,
Toc/ie 3aBeplICHUs] JOGABICHHSA BOIBI, OOECIIEYMBACT OXHOPOIHOE pacrnpeneneHue
BOJIbI B YTIOMSIHYTOM CMECH M ITOJIy4EHHE COOTBETCTBEHHBLIM OOpPAa30M YBIAXKHEHHOIM
IrpaHyJIMPOBaHHOM CMECH.

[Ipeamoyrenue, Kak MpaBHIO, OTHAETCA TOMY, YTOGH TOJNYYEHHAS BJIaXHAs
IPaHyJIMpPOBaHHAsT CMECh BKIIOYaja OT MNpubausutTespHo 25% (Macc.) 5o
npuOIM3uTeNbHO 45% (Macc.) Bogsl. XOTS Wisi HEKOTOPHIX JIEKAPCTBEHHBIX (OpM
MOXeT OhITh IpueMiieMo Goljiee HU3Koe JuGo Goliee BBICOKOE BIArOCOAEPKAHMUE,
Oosice HM3KOE BJarocoAepXaHue, Kak IMPaBWwiIo, CHUXaeT 3(PQEKTUBHOCTb STana
MIOJIYYEHUsSI TPaHyll, HMMEIOLIMX HEOOXOAMMYI0O CXHMMAaeMOCTh M TEKydYecTb, B TO
BpeMsl KakK OoJjiee BBICOKOE BIarocofiepXaHue, KakK IpaBWIO, BEAET K YBEIMUYCHUIO
pasMepa rpaHyi.

ITocre 2TOro moONY4EeHHYI0 BIaXHYIO TPaHYJIMPOBAHHYIO CMECh CyIIAT,
HampuMep, B Neuyd JUOO B CYIIWIKE C KUISIIIUM CJIOEM, B COOTBETCTBUU C
NIPEANOYTUTE/IbHBIM BapHaHTOM B CYLIWIKE C KWUISUIMM ciloeM. B ciyyae

HEOOXOMUMOCTH VIIOMSIHYTas BJIaXHas IpaHyInpoBaHHaa CMCChH MOXKET
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IIONBEPraThCsl MOKPOMY IIOMOJY, SKCTPYAUPOBATHCS JUOO cheponan3upoBaThCs
Tepes CYNIKOMH, XOTsE MOKDBIH IIOMON SBJISIETCS MPeqIIouTUTENbHBIM. JII mpouecca
CYHIKHM NTPOU3BOAMTCA PErYIUPOBaHUE TaKUX YCIOBHIt, KaK TeMIlepaTypa BO3LyXa Ha
BXOE U MPOLOJIKHMTEIBHOCTE CYLUKH C LIEJNbI0 JOCTHXEHUS HEOGXOAMMOTO YPOBHSI
BIAXHOCTH CMECH, MoABEpracMoi cyuike. IIpy NOBBIIEHHWH BIATOCONEPXKAHHUS OT
HNPUOIU3UTENBEHO 2% RO NMPUGIU3UTENLHO 4% HaGMIORATOCh CHIKEHUE HAYalbHOIM
TBEPAOCTH TabJIETOK.

Iocne 3Toro, NpH NPUIOTOBIEHWHM IPAHYA K MPECCOBAHMIO, ITPOM3BONMUTCH
YMCHBUICHHEC pasMepa CyXuX rpaHyjl. Moxer ObITb HCIOJB30BAHO TPALULIMOHHOE
00OpyNOBaHME Ul YMEHBIIEHUS] pa3Mepa YacTUll, HaIpuMep, BUGDPATOpHl Ju6O
MEJBHHLUBI ¢ pUhICHLIME BAIBLAMU.

Ilocne atoro cyxue rpaHyibl MOMeLIAIOTCA B MOAXOMSIIHN HACOC-CMECUTED,
TaKOH KaK CIBOCHHBIH HACOC-CMECHTENb, M HOGABJISIOT CMA3bIBAIOLEEe BELIECTBO,
BELLECTBO, MPENITCTBYIOLIEE MPWIUMAHMIO M JIIOOBIE JOIOJHUTEbHBIE HOCHUTEIM.
HecmoTps Ha To, 4TO NpPONOIKUTENBHOCTL CMEUIMBAHMS 3aBHCHT, OTYACTH, OT
UCIIOJIB3YEMOTO  TeXHOMOTMYECKOTO obopynoBaHusi, OBUIO YCTAHOBJIEHO, YTO
NPEIITOYTUTENIbHAS IPOJO/DKUTEIBPHOCTL CMEILIMBAHUS COCTABISET KAK MUHUMYM OT
NpUOIM3NUTENIBHO S MMUH J0 25 MHH. B DpPEANOYTHTESLBHOM  BapHaHTE
OCYLIECTBJIEHUS JAaHHOTO 3Talla HACTOSILETO U300pPETEHU K YHOMSIHYTHIM IPaHyIaM
NOGABIAIOT TAIbK M OCTaBIIVIOCA YacTh MHKPOKPUCTAUIMYECKOM IEJUNIONO3bI U
MOJNYYEHHYI0O CMeCh IMEPEMEIIMBAIOT B TEYEHUE HOIONHUTEILHOTO rnepuona
BPEMCHY, B COOTBETCTBUM C IIPEANOYTHMTENILHBIM BapHAHTOM B Te€YEHUE IIEPHOAA
BPEMEHM, [NOCTATOYHOIO [UIA OOECIIEYEHHs] OTHOCHUTEJBHOTO CTaHIAPTHOIO
OTKJIOHCHUSI IMOKasaTejieil OBHOPOAHOCTH CMeCH B IIpejesiaXx NpubiausutenbHo 6%
WM MCHBILIE.

ITocyie 3TOro K MOMyYeHHOH cMecH TOGaBISIOT CTeapaT MarHUs U IOIyYeHHYIO
CMECh MEpeMELIMBAIOT B TEYEHHE JONOJHUTENLHOro Iiepuoma BpeMmeHu. Kax
OTMEYaJIOCh  paHee, B TeX CHy4yasX, KOIga pasGaBUTENM  BKIIOYAIU
MUKPOKPHUCTAJUTMYECKYIO  LIEJUTIOJIO3y, YCTAHOBWIM, 4TO HOOaBJI€HUE 4YacTu
MUKPOKPHCTAJNIHYECKOM ILEJUTIONIO3El Ha S5TOM STalle BBI3HIBAIO 3HAYMTEIbHOE
MOBHIILICHHE TBEPOOCTH TabieTok. B 1omomHeHHWe K 3TOMY, YCTAHOBMJIM, YTO
YBEJIMUEHHE KOJMYECTBA CTeapaTa MArHMSI CHMXAJO TBEPAOCTL TableToK u

YBEJIMYMBAJIO XPYIIKOCTh U BpeMs JE€3HHTErPALUH.
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ITocne aToro momydeHHyIO IIEpEeMEIIaHHYI0O CMECh IIPECCOBAJIM B TabJeTKH
(MU0 BKIIOYATH JIEKADCTBEHHOE BELIECTBO B XEJIATHHOBBIE KalcCyJabl, €CJH
HEOOXOAMMO ObUIO MOJYYEeHHe Kancyl) Heo6XOmMMON Macchl U TBEPAOCTH C
HCIOJIb30BaHUEM OCHACTKM HeOoOXomaMMoro pasmMepa. Moryr OBITh HCIOJIb30BAHbLI
TPaIUUMOHHBIE CIIOCOOBI MPECCOBAHMS M BKIIOYEHUS JIEKApCTBEHHOIO BEIIECTBA B
KEJITATUHOBBLIC KAaIICYJIbl, U3BECTHHIE PSIAOBHIM CHELHAINCTAM B JAHHOM o6jacTh. B
ciyyae HEOOXOAMMOCTH IIOJYYEHHUS TableTOK ¢ IMOKPHITUEM MOTYT OBITh
UCIIOJNIb30BAHBI ~ TPAAMLIMOHHBIE CIOCOOLI HAHECEHWSI IOKPHITHI, W3BECTHBIE
PSOOBBIM CIIELMANMCTaM B JaHHOM O6JIacTH.

IlpuBenieHHBIE  [aee IPUMEPH WUNIOCTPHPYIOT —ACHEKTHl  HACTOSIUETO
M300pETEHHsI, OXHAKO OHHM He JOJIKHBI PACCMATPUBAaThCS KaK orpaHuyeHus. Jlajee
NOAPOOHO OOCYXHAIOTCA 3KCHEPUMEHTAIbHBIE HPOILIEAYPH, HCIIOIb30BAHHBIE IS
NONyYCHUST TMPENCTABICHHBIX HAaHHBIX. CHMBOJBI U YCJIOBHBIE OBGO3HAYEHUS,
UCIOJIb30BAHHBIE B STUX TIPHMEpax, COOTBETCTBYIOT CHMBOJIaM U YCJIOBHBIM
00O03HAYEHHAM, MCIIOJIB3YEMEIM B COBPEMEHHON (hapMaLeBTHYECKOM JIMTEpATypE.
Ecim He ykasaHO uHoe, (i) Bce INpPOLIEHTHI, VIIOMHHAEMBIE B 3TUX npuMmepax,
NPEACTABMAIOT CODOH MAaccOBbIE NPOLEHTHI OT O6IUEH Macchl KOMITO3ULIMY, (ii)
o01ast Macca KOMIO3UIHY JUIST KAICyJl MPEACTABIIseT co6oil 0BILYIo Maccy 3aCHINTKU
Kancyl W HE BKIIOYAeT Maccy HCIIONb30BAHHON Kamcyibl, (iii) Tabmetku c
ITOKPBITHCM TIOKPBIBAIOTCSI TPAAULIMOHHBIM ITOKPOBHBIM MAaTEpHalOM, TaKUM KakK
Opadry® White (6ennbrit) YS-1-18027A (wnm mpyroro IBeTa), ¥ MaccoBas HOJIs
TIOKPBITHS COCTABJISAET OKOJIO 3% OT OOLUEi MacChl TabIETKM C TIOKPBITHEM.

IMpumep 1: 25 Mr TabieTka ¢ HEMEITEHHBIM BHICBOGOXIEHHEM

JCKAPCTBEHHOI'O BEIIECTBA

boita mojydeHa 25 Mr Tabrnerka C  HEMEMIEHHBIM  BBICBOGOXIEHUEM
JIEKapCTBEHHOTrO BellecTBa (auamerp Tabmerku 7/32" (5,55625 MM)) chemyioliero

cocCTaBa.
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Tabnuna 1
HMHrpenyent MaccoBrlit % ot Maccel KonugectBo

TabJICTKU (Mr)
DrnepeHoH 29,41 25,00
JlakTo3sl MoHoOrHOpar (Ne 310, 42,00 35,70
nobasneHue K papmakonee CIIIA)
MukpoxpucTauInyeckas 1eLTI0I03a 18,09 (7,50% 15,38
(mobasnenue K dapmakoree CIIIA, BHYTPUTPAHYJSIPHO ILTIOC
Avicel® PH101) . 10,59% BHerpaHyIIpHO)
Kpockapmesuiosza Hatpus (noGaBneHue 5,00 4,25
K ¢apmakoniee CIIIA, Ac-Si-SolT™)
IMopoKcUIpOnMIMETUIILIENUTIONO3a 3,00 2,55
(Ne 2910, dapmakomes CIIIA,
Pharmacoat™ 603)
Jlaypuncynbdar HaTpusg (moGaBieHuE K 1,00 0,85
dapmakonee CIITA)
Tanpk (papmakones CIIIA) 1,00 0,85
Creapar marHust (Ho6aBlIeHHnE K 0,50 0,42
papmakornee CIIIA)
HUtoro 100 85
Opadry® White (6emp1it) YS-1-18027A 3,00 2,55
(AnbrepHaTHBHBIIH BapuaHT: Opadry® (4,50) (3,825)
Yellow (xentorit) YS-1-12524-A)

JIakTO3Bl MOHOTMIpPAT, MCIONB3OBAHHBIA B KaXIOM H3 NPHMEPOB NAHHOM
3a5IBKH, KOMMEPYECKU OOCTYIIeH OT KoMmmaHuu Formost Farms, Baraboo, mrat
BuckoncuH. B kaxXImoM IpuMepe [aHHOH 3asdBKM OBUIA  MCIIOJIB30BAaHA
MUKPOKPHCTA/IMYECKas 1eUnojgo3a Mapkn Avicel® u KpockapMmemtosa Harpus
Mapki Ac-Si-Sol™, O6a ynmoMsgHyTHE CoeXMHEHMS KOMMEPYECKHU HOCTYIIHBI OT
komnanuu FMC Corporation, Chicago, mrar WumHoiic. B KaxaoM mpuMepe
JaHHOW 3asBKM OblIa HCIIONB30BaHA TMOPOKCUNIPONMIMETWILIENTION03a MapKu
Pharmacoat™. 3Tto coemyHeHMe KOMMEpYECKM AOCTYIIHO OT KoMmmaunuu Shin-Etsu
Chemical Co. Ltd. Jlaypuncynbgar Hatpusi, HCHIOJb30BAaHHBIH B KaXIOM IIpUMEpe
JNaHHOM 3asBKM, KOMMEPYECKM JOcTylieH oT kKommanuum Henkel Corporation,
Cincinnati, wrrat Orafio. TajibK, WCIONb30BaHHBIA B KaXIOM IIPUMEpE NaHHON
3asBKH, KOMMeEpYECKHM JoctyneH or koMnaHuu Cyprus Foote Mineral Co., Kings
Mountain, wrar CesepHass Kaponuua, win or xommanuu Luzenac America, Inc.,
Englewood, wrat Konopamo. Creapar MarHusi, HCIIONB30BAaHHBIA B KaXIOM
IpYMepe NaHHOW 3asiBKM, KOMMEPUYECKH AOCTYIeH OoT KoMmaHuu Mallinckrodt Inc.,
St. Louis, mrar Muccypu. ITokpoBHBI# MaTepuan Opadry® White (6enblit)
YS-1-18027A (u mpyrue MOKpHITHS), UCIIONb30BAHHEINA I IOJYYeHHS TaGlIeTOK ¢

TIOKPBHITHUEM, PACKPHITHIX B IIpUMeEpaxX JaHHOM 3asIBKHU, MPENCTABISAECT coB0Oil roTOBBIM
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K IPHUMEHEHUIO MOKPOBHBIM MaTepuall, KOMMEPUYECKM MOCTYNHBIM OT KOMIaHHMH
Colorcon, West Point, mrrtar ITeHcunbBaHus.
ITpumMep 2: 50 Mr TabieTKa ¢ HEMEUIEHHBIM BBICBOGOXIEHIEM

JEKAPCTBEHHOI'O BEIIECTBA

beita rmomydeHa 50 Mr Ttabmerka ¢ HEMEIIEHHBIM BBICBOGOXIEHUEM

JIEKapCTBEHHOTO BelllecTBa (auameTp Tabnetku 9/32" (7,14375 mM)) ciemyiomero

cocTaBa:
Tabauua 2
HurpenueHT Maccosbiit % OT Macchl KonuuecTBo

TabJIETKHU (Mr)

D1epeHoH 29,41 50,00

JlakTo3sl Monoruapar (Ne 310, 42,00 71,40

nobasneHue K papmakonee CIIIA)

MHUKpOKpHCTAIUINYECKAS] LEUTION03a 18,09 (7,50% 30,75

(nobasnenue k dapmaxonee CIIIA, BHYTPUIPAHYJISIPHO TLIIOC

Avicel® PH101) 10,59% BHerpaHy/spHO)

Kpockapmesuioza Hatpus (nobasieHue 5,00 8,50

K dapmakomnee CIIA, Ac-Si-SolT™)

I'napoxcUITpONMIMe THIILEILIIOI03a 3,00 5,10

(Ne 2910, dapmaxkones CIIIA,

Pharmacoat™ 603)

Jlaypuncynbsdar Hatpus (1oGaBieHue K 1,00 1,70

dapmakonee CIIIA)

Tanek (dbapmaxones CIITA) 1,00 1,70

Creapar MarHus (DoGaBlIeHUE K 0,50 0,85

dapmakomnee CIIIA)

Hroro 100 170

Opadry® White (6enrrit) YS-1-18027A 3,00 5,10

(AnbTepHaTHBHEIH BapuaHT: Opadry® (3,00) (5,10)

Pink (po3oBblit) YS-1-14762-A)

IMpumep 3: 100.Mr TabeTKa ¢ HEMELIEHHBIM BLICBOOOXIECHUEM

JCKAPCTBEHHOI'O BEILECTBA

boula momydena 100 Mr TabmeTka ¢ HEMENLIEHHBIM BBICBODOXICHUEM
JEKapCTBEHHOro BelecTBa (nuameTp Tabnerku 12/32" (9,525 MM)) cleayroniero

COCTaBa.
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Ta6nuna 3
Unrpeapent MaccoBrit % ot Macchl KonnyectBo

TabIeTKHU (Mr)
D1epeHoH 29,41 100,00
Jlaxrosel MoHorHzApaT (Ne 310, 42,00 142,80
nob6asnenue kK apmakomee CIIIA)
MuKpoKkpUcTaINYECKas LeJUTION03a 18,09 (7,50% 61,50
(moGasyieHue Kk dapmakonee CIIIA, BHYTPUIPAHYJISIPHO IUTIOC
Avicel® PH101) 10,59% BHerpaHy/IsIpHO)
Kpockapmennosa Hatpus (nobapneHue 5,00 17,00
X ¢apmakornee CIIIA, Ac-Si-SolT™)
I'mapokcunponuaMeTuILeLI0ON03a 3,00 10,20
(Ne 2910, dapmaxones CIIIA,
Pharmacoat™ 603)
Jlaypuncynsdar Hatpusa (1o6apiaeHue K 1,00 3,40
dapmakonee CIIIA)
Tanek (papmakones CIITA) 1,00 3,40
Creapar MarHus (ToGaBJeHHUE K 0,50 1,70
dapmakonee CIIHA)
HToro 100 340
Opadry® White (6ennrit) YS-1-18027A 3,00 10,20
(AnbTepHaTUBHBIM BapuanT: Opadry® (4,50) (3,825)

Red (kpacHblit) YS-1-15585-A)

ITpumep 4: 10 Mr xamcyna ¢ HeMe/UIEHHBIM BEICBOGOXISHUEM JIEKADCTBEHHOTO

BCHICCTBa

Beuta momyuesHa 10 mr

KaIlCyJTHpOBaHHAas

JeKapcTBeHHass ¢opMma ¢

HEMEIUIEHHBIM BBICBOOOXIEHUEM JIEKApCTBCHHOTO BCLICCTBA CIEAYIOLICTO COCTAaBa:

Tabmuua 4
HurpenyieHT KomnuectBo | Macca penpe3eHTaTUBHOI
(Mr) 3arpysku (Kr)
DIIepeHOH 10,0 1,00
BomHelii pactBop J1akTO3E! (H06aBIeHHE 306,8 30,68
K ¢apMakorniee CIIIA)
MukpokpucTananyeckas Le/IIoia03a 60,0 6,00
(nobasnenue x dapmaxonee CIIIA)
Tanbk (dbapmakomnesi CIIIA) 10,0 1,00
Kpockapmeinosa Hatpug (mobasieHue 8,0 0,80
K dapmakonee CIIA)
Jlaypuncynbdar Hatpus (HobaBieHHe K 2,0 0,20
dapmaxkoriee CIIIA)
KomnouaHelii AMOKCHA, KpeMHUS 2,0 0,20
(mobGasnaenue K dpapmakonee CIIIA)
Creapar MarHus (moGaBieHUe K 1,2 0,12
dapmakonee CIIIA)
OO01as Macca 3aCBINKH KaIlCybl 400,0 40,00
Teepmas XenaTvHOBag Kancyna, pasmep | 1 Karcyna 100000 xaricyn
Ne 0, MosloyHO-6€eIoro 1BETA
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Ilpumep 5: 25 Mr Karicyna ¢ HEMEUIEHHBIM BHICBOGOXICHUEM JIEKAPCTBEHHOTO

BellleCTBA
Beuta monyyeHa 25 Mr KamcyiMpoBaHHas  JIeKapcTBeHHast (dopma ¢

HEMEIJIEHHBIM BLICBOOOXIEHUEM JIEKAPCTBEHHOTO BCHIECCTBA CICAYIOUIEIO COCTaBa:

Ta6muua 5
HNurpenueHTt KomuyecTBo Macca
(M1) PENPE3CHTATUBHOM
3arpysku (Xr)

DIIepeHOH 25,0 2,50
BonHblit pacTBOp J1aKTO3H (HOGaBICHHE 294,1 29,41
K ¢dapmakornee CIIIA)
Mukpokpucrajmudeckas LeJUIIoNo3a 57,7 5,77
(no6asnenne Kk dapmakonee CIITA)
Tanbk (papMakones CIIIA) 10,0 1,00
Kpockapmesiosa HaTpus (qo6aBieHue 8,0 0,80
K papmakormee CIIIA)
Jlaypuncynbdar Hatpus (1o6aBieHue K 2,0 0,20
¢dapmakonee CIIIA)
KosnougHeiit nuokcun KpeMHus 2,0 0,20
(nobasneHue K dapmakomnee CIIIA)
Creapat Marausa (noGaBieHue K 1,2 0,12
dbapmakonee CIITA)
O61as Macca 3aChITIKY KaIlCybl 400,0 40,00
TBepnas xemaTHHOBasI Karcyja, pasMep 1 xancyna 100000 xamcyn
Ne 0, MonouyHo-GeJioro 1BeTa

Ilprmep 6: 50 Mr xarcyia ¢ HEMeUIEHHBIM BBHICBOOOXIEHUEM JIEKAPCTBEHHOTO

BeIlecTBa
boita monydeHa 50 Mr  KamcyaupoBaHHAas — JIEKapCTBEHHAsI dopma ¢

HEMEIUIEHHBIM BBICBOOOXKIEHUEM JICKAapCTBEHHOI'O BCHICCTBA CIEAYIOHIETO COCTaBa.
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Tabmuua 6
Hurpeguedt Komngecrso Macca
(Mr) PETIPEICHTAaTUBHOM
3arpy3kKu (Kr)

OIUIepeHOH , 50,0 5,00
BonHeIii pacTBOp J1aKTO3H (HOOABIEHHE 273,2 27,32
K ¢apMmakorniee CIIIA)
MukpokpucTanyeckas LeIoNo3a 53,6 5,36
(mo6asienne x dapmakormnee CIIA)
Tanpk (dbapmakones CIIIA) 10,0 1,00
KpockapMennosa HaTpus (qobasneHue 8,0 0,80
K papmaxkoree CIIIA)
Jlaypwicynbptar Hatpusg (1obasieHue K 2,0 0,20
dapmakonee CIITIA)
KomnmounHeiit 1uoKCcH KpEMHUS 2,0 0,20
(mo6apnenue Kk dapmakonee CIIA)
CreapaT MarHus (qobaBiieHHe K 1,2 0,12
dapmaxkonee CIIIA)
OG611asg Macca 3aCBhINKH KaICy/Ibl 400,0 40,00
TBepaas XenaTMHOBAs KaIcysia, pa3sMep 1 xamncyna 100000 karncyn

Ne 0, MonmouHo-6es0T0 LIBETA

IMpumep 7: 100 Mr Karicvia ¢ HEMEIJIEHHBIM BBICBOGOXIEHUEM

JCKAPCTBCHHOIO BEILIECTBA

100 mr

HEMEIUICHHBIM BBICBODOXIEHNEM JIEKAPCTBEHHOTO BCIICCTBA CICAYIOLLErO COCTABA:

bouta monyyeHa KalcCyJupoBaHHas JieKapcTBeHHass ¢opMma ¢

Tabnuma 7
HMHurpenuenTt Konuuecrso Macca
(Mr) penpe3eHTaTUBHOM
3arpysku (Kr)

DIIepeHOH 100,0 10,00
BoaHelii pacTBOp akTO3b! (HOoGaBIEHME 231,4 23,14
K ¢apmakornee CIIIA)
MuxkpokpucTayuimdeckas HeJUII0N03a 45,4 4,54
(moGasnenne x apmakomnee CIIIA)
Tanpk (bapmakones CIIIA) 10,0 1,00
Kpockapmesnosa HaTpus (nobasneHue 8,0 0,80
K ¢apmakonee CIIIA)
Jlaypuncynsdat Hatpust (no6aBieHue K 2,0 0,20
dapmakonee CIIIA)
Komnonansiit nHOKCHA KpeMHM 2,0 0,20
(mo6asieHue K dapmakonee CIIIA)
Creapat MarHus (noGaBjieHHne K 1,2 0,12
dapmakonee CIIIA)
O6111ass Macca 3aCBINKH KaIlCyJIbl 400,0 40,00
TBeprad xenaTHOBas Karicyjia, pasMmep 1 kancyna 100000 xaricyn
Ne 0, monmoyHo-6esoro 1BeTa
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ITpumep 8: 200 Mr Karcyia ¢ HeMe[UIEHHBIM BBICBOGOXIEHUEM

JIEKApPCTBEHHOI'O BEHIECTBA
beutla mosyyeHa 200 Mr KancyJMpoBaHHasi JIeKapcTBEHHas ¢opMa ¢

HEMEUIEHHBIM BBICBOOOXIEHHEM JICKaApCTBCHHOTO BEHICCTBA CIACAYIOLUCTO COCTaBa:

Tabnuna 8
HUHrpeauent KonuyectBo Macca
(Mr) pETpE3CHTAaTUBHOM
3arpy3Ku (Kr)

DIIepeHOH 200,0 20,00
BonHbIi pacTBOp NaKTo3bl (Ho6GaBieHUE 147.8 14,78
K ¢apmakorniee CIIIA)
Muxpokpucrajindeckasl IeJUTI0N03a 29,0 2,90
(mob6asnenue K ¢apmakonee CIIIA)
Tanek (bapmakoness CIIA) 10,0 1,00
Kpockapmennosa Hatpusa (mobasieHue 8,0 0,80
K ¢dapmakornee CIIIA)
Jlaypuncynbedar HaTpus (Io0OaBlIeHHE K 2,0 0,20
dapmakonee CIIIA)
KomnounHbiit THOKCHI KpeMHUS 2,0 0,20
(nobasnenue k dapmakonee CIIIA)
Creapat marHust (moGaBjieHHE K 1,2 0,12
dapmaxkonee CIIIA)
OO6uras Macca 3achIKU KaICyJlbl 400,0 40,00
Teepras kenaTHHOBas Karcyjia, pa3Mep 1 karcyna 100000 kamncyn
Ne 0, monmouHo-Gestoro 1BeTa

IIpumep 9: IlepopanbHbIi pacTBOp
IMonyuwsiu cepuio IepopajbHBIX  PAcTBOPOB,  COAepXallUMX 2,5 Mr/i

3IVIEPEHOHA, clleAyollero cocrasa: 1o 20% staHona (B 0ObeMHOM OTHOIUEHUHM); 1O
10% mnponuneHrmukoisa (B 06HEMHOM OTHOIIEHHMM);, OT HpubausutenbHo 10% mo
70% rmuuepuHa (B OOBEMHOM OTHOLIEHMH); M OT NpubnusuteasHo 30% no 70%
BOABI (B OOBEMHOM OTHOLICHMH).

Ionyyunu emie omHy cepUio NEpOpajbHEIX PAcTBOPOB, COLEPXAIUMX 2,5 Mr/i
3IVIEPEHOHA, B COCTAB KOTOPBIX JAOIIOJIHUTEABHO BXOOUT 3TAHOJ, MPOITMJIEHIJIMKOIID,
nomuatwieHrMKonp 400, rmuuepun u 70% (Macc.) copoura.

Eie onuvH mnepopaipHBIl pacTBOp MHOMYYMIH CIeAyOIMM o6pasoMm. 15%
pacTBOp  THAPOKCUMpONWI-B-uukinonexkcrpuHa (20 M) BHocST B KoJIOy,
cogepxanyio srepeHoH (100 Mr). YnoMaHyTyio Kojily, coaepXaliuyio MoJIydeHHYIO
CMECh, ITOMEMIAIOT Ha BOASHYI0 OaHiO/BUOpaTOp C peryiuMpyeMoil TeMIepaTypoit
npu Ttemmeparype 65°C u B3GanThiBaroT B TeueHne 20 muH. Kojaby cHuUMalOT C

BOOSHOW ©OaHM W OXJTaXAAIOT OO KOMHATHOI TeMIEpaTyphl B TEYEHHE
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npubausuTensHo 5 MuH. K cMecu, Haxopsineiica B VIIOMSIHYTON KoJibe, 100aBiIgioT
A0NMOYHEI cox (60 Ma, KOMMepyecKku JOCTYIIHBIA) M COHEPXUMOE KOJGHI
aKKypaTHO NepeMellBaloT.

ITepopasnbHble pacTBOPbl AaHHOTO MPUMEPA OCOGO IPUTOLHBI LIS JICUCHUS,
HallpUMEP, HEXONSYMX OONBHBIX, IEANATPHYECKUX MAUUEHTOB U IALUCHTOB,
UCTIBITHIBAIOIIMX 3aTPYAHEHUS NPH MPHEME TBEPOBIX XO3UPOBAaHHKBIX JIEKAPCTBEHHBIX
¢bopM, HanpuMep, TaGJeToK U KaIcCyl.

ITpumep 10: TaGnerku

Tabmetkn, sxmovaromme 100 Mr gosy SIJIEpEHOHAa M HMEIOLIME COCTaB,
npencrapieHHbI B Tabmuue 10A, 65UTH HONTYYEHEl CIIOCOGOM MOKPOIt TPaHYJISALMHA
(oburass Macca 3arpysku 70 r). Bpems nesunterparmmu stux 100 Mr Ta6ieTok
COCTaB/lAeT NPUOIMSUTENLHO 16 MMH M CpeAHsid TBEPAOCTb STHX TableTOK
COCTaBIIAET NpUOIU3UTENbHO (16-17) KII.

Tabmuia 10A

Hurpenyent Maccosas xons (%)

D1IepeHoH : 30,0
BonHbIit pacTBOp JIaKTO3bI 25,0
Avicel®, PH 101 37,5
Ac-Di-Sol™ 2,0
Pharmacoat™ 603 3,0
Jlaypuncynbdar HaTpust (HobaBiicHUE K 1,0
dapmakonee CIIIA)

Tanek 1,0
CreapaT MarHus 0,5
HUtoro 100

Cocras, mpuseneHHbI B Ta6muue 10A, B HocienyiomeM MomH(UIMPOBAICS
NIOCPEACTBOM H3MEHEeHMs MaccoBoii momu Ac-Di-Sol™ B ymomanyroMm cocrase B
npexenax oT 2% 0o 5% mpu COXpaHEHMM COOTHOLICHHUS MACCOBBIX IOJIEH
nakto3sl/Avicel® Ha ypoBHe 25/37,5. Ta6nerku, Brmovalomme 100 Mr 103y
SIUVIEPEHOHA ¥ HMEIOLIME 3TH MOAMMUUMPOBAHHBIE COCTaBbI, ObUIM IIOJIYYEHBI
METOIOM MOKPO# IpaHyasauuu (odias Macca 3arpysku 70 r). CpenHue rokasareiu
AE3MHTETpallMy I 3THX TabneToK, BKmovalowux 100 Mr mosy smuiepeHoHa,
NpeAcTaBliecHbl B IpuBeleHHON panee Tabmuue 10B. CrencTBueM yBeIMYEHUS
maccoBoit Jonu Ac-Di-Sol™ no 5% 6Gruto coxkpallieHre BpeMEHM AE3UHTETPALIMHU 10

MeHee 10 muH. JIpyrue u3aMeHeHHsI B COCTAB HE BHOCHJIMCH.
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Ta6auma 10B

Ac-Di-Sol™ BpeMs me3unterpauum (MuH)
MaccoBag gons (%)
2 14,1£0,74
3 13,90+0,34
4 13,84+0,62
5 6,88+0,48

B rmocnemyiomieM yHOMSIHYTBIA COCTaB HOIBEPTajyics HAOMOJHMTETHHBIM
U3MEHEHUAM, MPUBEACHHBIM Naiee B Tabnuue 10C, 1uig oLeHKM BIMAHMSA HAa BpeMs
AE3VHTETpalluMl NOOABJIEHUs JE3MHTErpaTopa BHETPAHYIAPHO (T.€. YIOMSIHYTBIA
VHIPEAMEHT NOOaBNsAETCA 110Ce TOro, KaK BJIaXHas I'PaHYJIHMpOBAaHHAs CMeCh Oblia
NpOCYIIIEHa), a TaKXe BHYTPUIPAHYIAPHO (T.. YHOMSHYTBIA HHIPEIVEHT
NPUCYTCTBYET B YIOMSIHYTOM CMECH Ha 3Tare MOKpoil rpaHy/saumuu). CooTHOLIEHHE
MaccoBBbIX HOJNeH JakTo3bl/Avicel® misi 9THX COCTaBOB TAKKe PEryIMpOBAIOCh B
npenenax or npubmusurensHo 43/17,5 nmo npubGnuaurensHo 45/17.5, mas
TIOBBIIICHUSA CXUMACMOCTH YIOMSHYTHIX KoMmosunuii. TabGiaeTku, BKIIIOYAIOLIME
100 Mr mosy arulepeHOHa M MMeIOLIMe 3TH MOIMGMMIMPOBAHHBIE COCTABHI, GBHUIH
TIOJIy4EHBI METOAOM MOKpPOM rpaHyiasuuu (obuwass Macca 3arpysku 70 r). CpenHue
NoKasaTeNu MAC3UHTErpalld Ul OSTUX TabseToK, Bimovawowux 100 Mr mosy
SIVIEPEHOHA, MpEACTaBlIeHBI B IMpuBeiceHHOU nanee Tabmuie 10C. Jdobasnenue 5%
Ac-Di-Sol™  nu6o moGasnerne 1,5% Ac-Di-Sol™  puyrpurpanymspro/1,5%
Ac-Di-Sol™ pherpanynsapHo/10% Avicel® moBeILAIO BpeMs JHE3UHTETrpalii B
pefesax  OT  NpUOIM3UTENPHO 7 MMH [0  IIPUGIU3UTENABHO 9 MUH.
Harpuii(kpaxman)rmukonsat Mapku Explotab™, ucmons3oBaHHBIA B YIIOMSTHYTBIX

COCTaBaX, KOMMEPYECKU NOCTYIIEH OT KoMnaHuu Mendel.
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Tabauua 10C

MaccoBag nonst nesunterpauyu (%) BpeMs nesmHTErpaiiu (MUH)
2% Ac-Di-Sol™ puyTpurpanynspHo 12,6+0,49
2% Ac-Di-Sol™ pHyrpurpanynspro/ 9,98+1,15
1% Ac-Di-Sol™ guerpanynspHo
1,5% Ac-Di-Sol™ puyrtpurpanynapuo/ 11,98+0,54
1,5% Ac-Di-Sol™ pyerpanynspHo
2% Ac-Di-Sol™ puyrpurpanyispHo/ 9,9610,31
2% Ac-Di-Sol™ pHerpanynsapHo
4% Ac-Di-Sol™ puytpurpanynsapHo/ 8,361+0,64
1% Ac-Di-Sol™ pxerpanynspHo
4% Ac-Di-Sol™ puyrpurpanyaspHo/ 8,48+0,53

1% Ac-Di-Sol™ puerpanynsapho B 1%
pacTBOpe JIaypWICyJIb(aTa HaTpus

2% Explotab™ puyrpurpanynspHo 17,3210,71
1,5% Ac-Di-Sol™ puyrpurpanynspsao/ 12,38+0,41
1,5% Explotab™ prerpanynspHo

1,5% Ac-Di-Sol™ puytpurpanynaspHo/ 7,9010,53

1,5% Ac-Di-Sol™ puerpanynspHo/
10% Avicel® BHerpaHyIspHO

Pasmepnl  sarpysku  mis 2%  Ac-Di-Sol™  puyTpurpanynspHoro/1%
Ac-Di-Sol™ pherpanynspHoro coctaBa M 5% Ac-Di-Sol™ BHyTpUrpaHyJIsIpHOro
cocTaBa, ofbCyXmaBluuecsi paHee, ObUIM mepecyuTaHsl ¢ 70 T go 2 kr. Ta6iaerkw,
BKIoyamoume 100 Mr 103y sniaepeHOHa M MMEIOLIKE 3TH COCTaBhl, ObLIM ITOMYYEHBI
METOOOM MOKpOM TIpaHynmsauuu. PesynbTaTel I 3THX Ta6GlEeTOK, BITIOYAIOIIHX
100 Mr no3sy smiaepeHOHa, MpeACTaBieHbl B IpPUBEACHHON mantee Ta6muue 10D.
YroMsaHyTelif TepMUH “TIPOmOJIXKUTENBHOCTL TPaHYISILMU', HCIOJIB30BAHHBIA B
STOM IIpUMepe M B JPYIMX NPHUMepax NaHHOM 3asBKH, 00O3HavaeT oOllee BpecMs

no0aBiIeHHs BOJBI U MepeMeINBaHus I1ocjie Jo0aBiIeHUs
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Ta6nauma 10D

W3MepeHHBII 70 r 3arpyska 2 KT 3arpy3ka 2 KT 3arpyska
napaMeTp (2% Ac-Di- (2% Ac-Di-Sol™ | (5% Ac-Di-Sol™
Sol™ puyTpn- BHYTPUTPaHy- | BHYTPUIPAHYJISPHO)
TpaHyxsipHO/ JIisipHO/
1% Ac-Di-Sol™ | 1% Ac-Di-Sol™
BHETPAHYJISIPHO) | BHETPaHVJISAPHO)
Hob6asnennas Bona (%) 35 27,48 40,82
IlponomxuTeIbHOCTS 5,16 5,16 5,00
TPaHyISALUN (MUH)
I1poaOIXUTENTLHOCTD 32 23 30
CYILUKH (MHH)
Bnaroconepxaxmue (%) 2,0 2,15 2,2
IlnoTHOCTE rpaHyn 0,55 0,632 0,62
(r/cm3)
TsepaocTb TabjeTox 16,57 9,41 10,27
(xIT)
TonuHa (MM) 4,38 4,39 4,33
% XPYIIKOCTH 0,357 0,264 --
BpeMs aesnHTErpaliun - 12,86 9,15
(MMH)

* Cm. Tabmuiy 10C.

Y Tta6nerox,

TIOJIYYEHHBIX M3 2 KT 3arpy3KH,

HaOIIOOAJIOCh CHUKEHHE

TBEPAOCTU IO CPAaBHEHUIO C TabJieTKaMu, HOJyYeHHBIMH Hu3 70 T 3arpysku.
YuuThiBas mMooo6HOEe CHUXEHUE TBepmoctH, 5% Ac-Di-Sol™ pHyTpurpaHyIsSpHbIf
COCTaB MOIU(MULMPOBAIN NTOCPEACTBOM yAaneHus 10% BHYTpUrpaHyIsapHoit Avicel®
c 3ameHol ee 10% BHerpaHynsipHoil Avicel®. TaGierku, BKmoyaomme 100 Mr mosy
smiepeHoHa M uMmerome 5% Ac-Di-SolT™ puyrpurpanyasipHblit coctaB wiu 5%
Ac-Di-Sol™ puytpurpanynsapheiii/7,5% Avicel® BHyTpUrpauy/spHbiii/10% Avicel®
BHETPaHYJISIPHBINA COCTaB, OBUIM MOJYy4eHBI METOJOM MOKPOM TpaHyasiuu (oOluas
Macca 3arpy3kM 2 Kr). OKCHepUMEHTAJIbHbIE pe3yNbTaThl [UIS 3THX TaGJIETOK,
BKiovaomux 100 Mr nosy smiepeHOHa, MpencTaBieHbHl B TNPHUBEIEHHOH najee
Tat6muue 10E. 10%

MMUKPOKPUCTAJUIMYECKOM  LIEJUTIOJIO3BI ee

BHYTPUI'PaHYJISAPHOMN
10%

MHUKPOKPUCTAJUTMYECKOA LEJUTIONO3bL: (i) CHU3WIACH IUIOTHOCTB, (ii) yBenamumiack

Bcnencreue YOAJICHUS

U 3aMeHBI BHETPaHYJISIPHOM
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TBEPAOCTb TabNeTOK, (iii) coKpaTWioch BpeMs AE3MHTErpalluu, W (iv) cokpaTmioch

BOAOITOTPeOIEHHE 3Talla MOKPOM TPaHyJISIIIH.

Tabauua 10E

H3mepeHHBIIT TapaMeTp

2 Kr 3arpyska
(5% Ac-Di-Sol™

2 KT 3arpy3ka
5% Ac-Di-Sol™

BHYTPUTPAHYJ/ISIPHO) BHyTpUrpanynspao/ 10%
Avicel® BHerpaHynsipHO
Hob6asneHHast Boga (%) 40,82 36,59
IlponomxureIbHOCTD 5 4,5
TPaHYJIAUUM (MUH)
ITnotHOCTE Tpanyn (r/cm3) 0,62 0,535

Teepnocts Tabaerok (KIT)

Bpemsa mesunHTerpaumuy (MUH)
* Cum. Tabmuny 10C.

5% Ac—Di-SolTM

11 (Hu3Kas cuia
cxkatus), 11 (BeicoKas
CHJIa CXXaTHS)
9,15

BHYTPUTPaHYJIAPHEIA/7,5%

Avicel®

14,5 (Hu3Kas cuia
cxarus), 18 (Beicokas
CUJIa CXKaTHs)
6,31

BHYTPHUTPaHyIIp-

HEI/10% Avicel® BHerpaHy/IspHBII cOCTaB GBI IMONMYyYeH, KakK I[I0OKa3aHO B
Ta6bmuue 10F. TaGmetku, Bmovaromne 100 Mr Do3y 3IUIEPEHOHA M MMEIOLIME 3TOT

COCTaB, OBLIM IOJYYEHBl METOIOM MOKDOM TpaHyasauuu (o6uias Macca 3arpy3Ku

2 xr u 10 k).

Tabnuma 10F

HHurpenyneHr MaccoBas gojs (%)
BIuIepeHOH 30
BogHblif pacTBOP JTaKTO3HI 42

Avicel®, PH 101
Ac-Di-Sol™
Pharmacoat™ 603

Jaypuncynsdar Hatpus (ToGaBiieHue

K ¢apmakoniee CIITA)
Tansk

Creapat MarHus
Hroro

* CMm. Ta6muny 10C.

7,5 BHYTpHIpaHy/sipHO/10 BHErpaHYIApHO
5

3
1

1
0,5

DKCIIEPUMEHTANBHBIE DPE3YABTATHl JUIS 3THX Ta0JEeTOK, BKIOYAOMMX 100 Mr

J03y SIUICpEHOHA, IpPEACTaBIeHBl B IpuBeneHHoi manee Ta6muue 10G. Ilepecuer
9TOM JIEKapCTBEHHON ¢dopMbl ObUT cienaH 6e3 CHIXEHHS TBEPAOCTH TabJEeTKH C

COXpaHCHUEM BPEMEHH OE3MHTECIPAllUA Ha YPOBHE HpI/I6JII/131/ITeJIbHO 7 MHH.
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Ta6muua 10G

H3sMepeHHbBli mapamerp 2 KT 3arpyska 10 Xr 3arpyska
Hob6asneHHas Boma (%) 36,59 30,52
ITponomKUTENEHOCTh TPAHYIISLH 4,5 5,25
(MuH)

ITpono/XUTENBHOCTD CYIIKH (MUH) 27 11

ILtotHOCTB Tpany (r/cm3) 0,535 0,549
Teepnocts Tabnerok (KIT) 11,71 12,84
TonuuHa (MM) 4,47 4,37
% XpYIIKOCTU 0,223 0,38
Bpems aesunTerpanuu (MUH) 6,31 7,00

Ipumep 11: Tabmetka ¢ peryiupyeMbIM BBICBOGOXICHHUEM JIEKADCTBEHHOTO

BEILECTBA B TCUYCHHE JIBYX YaCOB

Bruta monyyeHa TaGieTKa ¢ peryiMpyeMsIM BHICBOOOXIEHUEM JIEKAPCTBEHHOTO
BellecTBa (Macca TabneTku 333,3 Mr; Kpymiasi, CTaHAapTHas, BOTHyTas, 12/32"
(9,525 mm)), Brmovatoiast 100 Mr 103y SIUiepeHOHa. YHOMSHYTasl TaGieTka MMeNa

CJEAYIOLUN COCTaB:

Tabnuia 11

HHrpenueHT MaccoBblit % OT Macchl TabJIeTKH
SIepeHOH 30,0
JlakTO3BI MOHOTHApPAT 40,0
Mukpoxkpucraminyeckas LeJUIoa03a 19,5
(Avicel®, PH 101)
MapoKCHIpOMMIMETHILIE/LTIONO03a 6,0
(Methocel® K4M Premium)
I'uapokcunponIMeTUILEILTION03a 3,0
(Pharmacoat™ 603)
Tanpk 1,0
Creapat MarHust 0,5
Hroro 100

IIpumep 12: TabneTka ¢ DPErVIMPYEMBIM BLICBOOOXICHHEM JICKAPCTBEHHOIO

BCUICCTBA B TCYCHWE YETHIPEX YaCOB

boumn  momydeHsl  TaGNeTKM € pETyAUPYEMBIM BBICBOOOXIEHUEM
JICKapCTBEHHOIO BelleCTBa (KPYTIbIe, CTAHAAPTHEIE, BOTHYTHIE), BKIoyarowye 50 mMr
(9/32" (7,14375 mm)), 100 mr (12/32" (9,525 MM)) u 150 Mr (14/32" (11,1125 mm))

J03y SILUIEPEHOHA. YIIOMSIHYTHIE Ta0JeTKH MMETH CIEAYIOLIMIA COCTaB:
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Tabnuma 12
UnrpeaueHT MaccoBblif % OT Macchl TabIeTKH
50 mr 100 mr 150 mr

DIuIepeHoOH 30,0 30,0 30,0
JlakTOo3BI MOHOTHIpPAT 27,0 35,7 37,0
MukpokpucTajuTHyecKas Le/UTI0N03a 13,5 17,8 18,5
(Avicel®, PH 101)
I'uapokcunponuIMeTHIILEIUTIONO3a 25,0 12,0 10,0
(Methocel® K4M Premium)
I MApOKCUTIPONTMIMETHILIEIUTION03a 3,0 3,0 3,0
(Pharmacoat™ 603)
Tanek 1,0 1,0 1,0
Creapar Maruus 0,5 0,5 0,5
Hroro 100 100 100

IMpumep 13: Tabnerka ¢ perviupyeMbIM BHICBOGOXIEHHEM JIEKADCTBEHHOIO

BCINCCTBA B TEYCHUE IIECTHU YACOB
briia nojiyyeHa tabiaeTka ¢ peryiupyeMsIM BBICBOOOXIEHUEM JEKapCTBCHHOIO

BeulecTBa (Macca TabJIeTKU 333,3 Mr; Kpymiasg, cTaHAapTHasl, BOrHyras, 12/32"
(9,525 mMm)), Brumovarowas 100 Mr mosy smiepeHoHa. YIIOMSHYyTas TabJjieTKa uMeJa

CJICOYIOLIUI COCTaB:

Ta6maua 13

HurpenyieHT MaccoBnlit % OT MaccChl TabIeTKH
BIUIepeHOH 30,0
JlakTO3H1 MOHOTHIIpAT 30,5
MukpokpucTajInueckas LeJUTi0103a 15,0
(Avicel®, PH 101)
I'MIpoxcUnponuIMeTHILEILIION03a 20,0
(Methocel® K4M Premium)
IM'apoxcunponuIMe THIILIEITION032 3,0
(Pharmacoat™ 603)
Tanbk 1,0
Creapat MarHus 0,5
Hroro 100

ITpumep 14: TaGneTku

MeronoM MoKpoii rpaHyisauuy (obimas Macca 3arpy3kd 1 Kr) GBLIM TIOJy4EHBI
TabJeTKH, BKmovaromye 100 Mr posy sm6o 200 Mr o3y 3IIEPEHOHA M HMMEIOLIME
OIMH M3 COCTaBOB, IPHUBEAECHHBHIX B IIpelcTaBieHHoON nanee Tabmune 14A. Kpome
TOTO, METOIOM MOKpO¥ IpaHynsuuu (o61mas macca 3arpy3Ku 2 Kr) OBLIH ITOJY4EHb
TabneTky, Bmovaomye 100 Mr gosy au6o 200 Mr gosy SIUIEPEHOHA M UMEIOLINE

cocraB C, npuBeneHHbIN B Tabmuie 14A.
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Tabanua 14A

HurpenyeHT MaccoBas nons or Macchl TabneTku (%)
A B C D E F

BIUIepeHOH 30 30 30 30 30 30
JIakTO3BI MOHOTHAPAT 10 40 10 40 25 25
Mukpoxkpucraminyeckas LeJUTI0N03a 50,51 20,5 355 | 5,5 28 28
(Avicel®, PH 101)
I'uapoKcunponmiIMeTHIILIEIUTION03a 5 5 20 20 12,5 | 12,5
(Methocel® K4M Premium)
T'uapokcunponmwIMe THIILIEIUTIONO03a 3 3 3 3 3 3
(Pharmacoat™ 603)
Tanpk 1 1 1 1 1 1
Creapar Maruus 0,5 0,5 0,5 0,5 0,5 0,5
Htoro 100 | 100 | 100 | 100 | 100 | 100

Y rabnerok, monyyeHHbIx u3 2 kr 3arpysku (Cocra C), HaGmonanochk
CHIDKEHHE TBEPAOCTH M CXKMMAE€MOCTH 110 CPAaBHEHHUIO C TabJIeTKaMU, MOJyYEHHBIMU
u3 1 kr sarpysku (CocraB C). IlomyyeHHble M3 2 KT 3arpy3kd TaGieTKH,
BKaoyaBue 100 Mr 103y  SIUIEpeHOHa, HMENH  CPENOHIO0  TBEPHOCTb
NPUOCIU3UTENBHO 7 KH IlonyyeHHsle w3 1 KT 3arpy3kd TaOJIETKU, BKJIIOYABLIKE
200 Mr mo3y 3MmIEpeHOHA, UMEJH CPENHIOI TBEpAOCTh MpubauauTensHo 9 KI1. Ipu
NPOBEACHUH CPaBHUTEJBHBIX UCNBITAHWA OLIIO 3aMEUEHO, UTO I'PaHVIATHI-ILIANE60
C BBICOKOM MAacCOBOH [0JIEW MHKPOKPUCTAUITMIECKON LEJUIIONO03bI (HalpuMep,
oKono 65,5%) B TaGieTKM He MpeccoBaluch. B OTHOIIEHHMM 2 KT 3arpy3KH Takxke
ObLTO cleslaHo HabJoAeHUe, 3aKIII0YaBUIeeCsS B TOM, YTO CJIEICTBUEM TPAHYISLIUU B
TeyeHue npubmmusurtenbHo (10-12) MuH Obuta IOTepsi BOABL BCJEACTBHE UCIIAPEHHS B
Mpolecce IPaHyNsALUU, TIO CPABHEHUIO ¢ 1 KT 3arpy3KON.

Ilocre storo ObIM modydeHBl TabneTkw, Bkmodasmude 100 Mr go3sy
SIUICpEHOHAa W WMeBLIME npuBeaeHHBI paHee CoctaB C mium CocraB C ¢
COOTHOLIIEHUEM MAacCOBBIX HOJIeH Jakro3sl M Avicel®, umsMeHeHHBIM Ha obpaTHoe.
Tabnerku ObLIM IOJYYEHBI METONOM MOKpPOH IpaHyasanuM (o6las Macca 3arpy3ku
70 r) ¢ PasIMYHOM IPONOJDKUTENHLHOCTRIO TPaHYIALUU. TableTky mIpeccoBald ¢
IIOMOLIBI0 OgHOMECTHOro BeIpyOHOro mpecca F3. Kak mokasaHo B HpHBeIeHHOMN
nanee Tabnune 14B, couyetaHue Gonee MIUTENLHON TPAHYISLIMM U 60JIE€ BEICOKOTO
COOCPXaHUSI MHKPOKPHCTAUIMYECKOM  HLEJUIIONO3bl TPHMBENO K  CHHXEHHIO
TBEPHOCTH. YyBCTBUTENIBHOCTh K YCJAOBHSIM TPaHVJISLMHM YMEHBUIWIACH IIOC]E TOTO,
KaK COOTHOLUEHUE JIAKTO3bl/MHUKPOKPUCTALINYECKOM memmono3sl (10/35,5) 6buio

3ameHeHo Ha 30,5/15.
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Tabauua 14B

CootHoweHue | Biaroconep- Teepmocts | XpymkocTh IMTponomxuresns-
JIaKTO3bI/ xauue (%) (xIT) (%) HOCTb TpaHyJIsIIuu*
Avicel® __(MuH)
10/35,5 1,37 17,84 0,1783 5 (OOHOKpaTHOE
JloGaBJICHUE BOJIHI)
10/35,5 ' 2,65 10,65 0,846 6,5 (MHOroKpaTHoOe
JloGaBiIeHHUE BOJDI)
10/35,5 3,2 18,75 0,230 4,6 (omHOKpaTHOE
niobaBiIeHUE BOJKI)
30,5/15 1 16,18 0,1047 4,1 (OmHOKpAaTHOE
IoGaBJIeHYE BOILI)
30,5/15 2,01 15,90 0,0824 3,85 (omHOKpaTHOE
_ nobGaBieHHE BOJIBI)
30,5/15 3,95 15,77 0,2947 4,46 (omHOKpaTHOE
nobGaBJieHUE BOMbI)
30,5/15 1,12 14,86 0,365 4,13 (omHOKpaTHOE
IiobaByieHUE BOIBI)
30,5/15 2,57 14,41 0,263 6,91 (omHOKpaTHOE
nobaBiIeHre BOIBI)
30,5/15 1,99 14,28 0,243 6,91 (MHOrokparHoe
JobaBlicHUE BOJBI)

* IIpOMOMXUTENBPHOCTh TPaHYIAUMU=N06aBIEHIEe BOIbI-FIIPOLOIKATENHLHOCTD
MOCIEAYIOLUETO IepeMEUINBaHM.

MeronoM MOKpo¥i rpaHyasuuE (o6uias Macca 3arpy3ku 70 T) GbUiM MMOJYYEHBI
TaOJIETKU C PErylIUpyeMbIM BBICBOGOXIEHMEM JIEKAPCTBEHHOTO BEILECTBA ("CR"),
Bmoyarome 100 Mr mosy oSIulepeHOHa W HMMEWOHIME OOMH U3 COCTaBOB,
IIPUBENICHHBIX B IpeacTapieHHOH nanee Tabmuue 14C. Ilocie sToro orpenensuid
CpeaHce BpEMsl PaACTBOPEHUS ik Vifro KaXAOW KOMIO3WLIMM B 1% pacTBope
aonenuiacynbdara HaTpusi B Bome. TaGieTka ¢ peryJuMpyeMbIM BBICBOGOXIEHMEM
JIEKapCTBEHHOTO BELIEeCTBa B Te4eHHMe 2 4, BKIoyaBinass 100 Mr mo3sy aruiepeHoHa, B
TeYeHHEe 2 4 pacTBopuiach Ha 37%. TablieTka ¢ peryJupyeMBIM BBHICBOGOXICHHEM
JICKapCTBEHHOTO BellleCTBa B TeuyeHMeE 4 4, BKmoyaBiias 100 Mr 103y smiepeHoHa, B
TeueHre 4 4 pactBopuiach Ha 42%. TaGnerka ¢ peryJMpyeMbIM BEICBOOOXICHUEM
JIEKapCTBEHHOTrO BELUECTBA B Te4eHUE 6 4, BKmoyaBuiag 100 Mr mo3y sIulepeHoHa, B

Te4eHUEe 6 4 pacTBOpuiIach Ha 54%.
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 Ta6nuna 14C

HHurpeaueHt MaccoBniit % oT Maccel TabneTku
2g* 49q* 6y *

SI1UIepeHOH 30 30 30
JIakTO3BI MOHOTHAPAT 40 36 30,5
MukpoxkpucTayInyecKas LeJUTioa03a 17,5 15,5 15
(Avicel®, PH 101)
MApOKCHTIPOITMIMETIILIEIUTION03a 8 14 20
(Methocel® K4M Premium)
I'uapoKcHnponMIMe TUILEIITION03a 3 3 3
(Pharmacoat™ 603)
Tanbk 1 1 1
Creapatr MarHus 0,5 0,5 0,5
HUroro 100 100 100

* TabneTka ¢ peryimpyeMbIM BHICBOOOXIECHHEM JEKAPCTBEHHOrO BELUECTBA B
TeyeHue 2 (4, 6) 4.

MeTogoM MOKpO#H TIpaHyISLMM C [epecyeToM 3arpy3ku (obumas Macca
3arpy3kM 2 kKr ¥ 10 Kr) ObUIM TONyYeHB TabGIETKM C  PEryIHpyeMBIM
BHICBOOOXKICHUEM JIEKAPCTBEHHOIO BelllecTBA B TeyeHHWe 24, 449 u 6y,
BKioyapiine 100 Mr mosy smiepeHOHAa. YIOMSHYTHIE TAOMETKM WUMENH TakKol Xe
COCTaB, YTO M yKazaHHbIM B Tabmuie 14C, 3a HCKIIOYEHHEM TOIO, YTO MAaCCOBBIE
AOJIA BBICOKOMOJIEKYJISAPHOU T'MAPOKCHIIPOMMIMETWINeLToNo3sl (Methocel® K4M
Premium) ¥ MHKPOKPUCTA/UIMYECKOH UE/UIIONIO3HI B COCTaBe TabjeToK
PETyIUPYEMBIM BBEICBOOOXIEHHEM JIEKAPCTBEHHOIO BEIlIECTBA B TeUeHWE 24 U 4 4
cocraBmsd 6% u 12%, u 19,5% wu 17,5%, coorBerctBeHHo. B TaGnuuax 14D, 14E
1 14F TpeacraBneHbl SKCIEPUMEHTAlbHBIE PE3yJbTaThl. IIpodMaM pacTBOpeHUs
MOTYT NOIOJHMTENIBHO PEryJHpPOBAThCSA IIOCPENCTBOM COOTBETCTBYIOILIEro IT0A00pa
KOHHEHTpAIMii  BBHICOKOMOJIEKYJIIDHOM  TMIPOKCUIIPOIMIMETWILE/ION03bl. B
IOITOJIHEHHE K - 3TOMY, o Mepe  YBEeJIHUYECHHUS pasMepa  4YacTHI[
THAPOKCUIIPONIUIMETHILIE/UTIONO3EI  BPEMsI  PACTBOPEHHS YMEHBIIAeTcd. DTo,
BEPOATHO, OOYCJIOBICHO c1aboil ruapaTaleil r’HAPOKCHUIIPOITMIMETHILIEIITIONO03HOMN
MaTpULBEl MPU YBEIMYEHUHU pasMepa dacTull. MeHbIIMit pasMep 4YacTHIl, ¢ ApPYTroi
CTOPOHHI, OOYCJIOBJIMBAET OBICTPYIO T'MApATallMIO MaTpULBI M, TEM caMbIM, Gojee

MEIJICHHYIO CKOPOCTH BBICBOOOXIEHUS JICKapCTBCHHOI'O BELIECTBA.
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Tabuuna 14D

TabneTka ¢ perynmpyeMbIM BBICBOGOX-
JIEeHUEM JIEKApCTBEHHOTO BELIECTBA B
TeyeHue 2 u (100 mMr mosa sruiepeHoHa)

HUamepeHHwIil mapameTp 70 r 2 Kr 10 xr
3arpyska! 3arpysKa 3arpyska
Hob6asneHHas Bona (%) 38,57 30,71 29,71
ITpono/LXUTeNBHOCTD TPaHyIISIHUN (MUH) 4,00 4,07 4,00
ITpomoXuTeNbHOCTD CYIIIKH (MMH) 60 30 11
Bnaroconepxanne (%) 2,0 1,28 1,62
ITnotHoCTh rpanyin (r/cm3) 0,55 0,58 0,63
Tsepoocth TabneTok (KII) 14,05 13,79 11,37
TommuHa (MM) 4,58 4,40 4.4
% XpYTIKOCTU 0,351 0,263 0,39
I CocraB Tabnerok, mNONydeHHBIX M3 70T 3arpysKd, MpEINCTaBIeH B
Ta6muue 14C.
Tabauna 14E
Tabnerka ¢ peryJMpyeMbIM BHICBOBOXK-
JE€HUEM JIEKapCTBEHHOI'O BEIECTBa B
teyeHune 4 4 (100 Mr go3a smiepeHoHa)
W3MepeHHBliT ITapaMeTp 70r 2 KT 10 xr
3arpyskal 3arpysKa 3arpyska
Ho6asneHHast Boma (%) 41,42 29,67 31,26
[IponosKUTENbHOCTD TPAHYIAIUH (MUH) 4,00 4,25 6,25
IIponoXuTENPHOCTD CYLIKM (MUH) 45 27 11
Bnaroconepxkanue (%) 1,2 2,21 1,18
ITnoTHOCTH TpaHyn (r/cm3) 0,536 0,513 0,60
TBepnocts Tabierok (xIT) 14,8 11,5 12,4
TommuHa (MM) 4,59 4.4, 4,58
% XpYyNKOCTH 0,219 0,323 0,213
I CocraB Tabnerok, nomydeHHBIX U3 70T 3arpy3Kd, [peICTaBIeH B

Tat6auue 14C.

Tabnuua 14F

TabneTKa ¢ peryimpyeMbIM BBEICBOOOXK-
IEeHWEM JIEKapPCTBEHHOI'O BEIIECTBA B

. teyeHue 6 4 (100 Mr go3a 31IepeHoHa)
W3MepeHHBIN mapaMeTp 70r 2 Xr 10 xr
3arpyska 3arpyska 3arpyska

HNobapnenHasa Bona (%) 45,71 37,3 35,35
IIponomXUTeIbHOCTD IPaHyISAIUKA (MIUH) 4,13 4,00 5,5
IponomxuTeNBbHOCTD CYIIKH (MUH) 45 35 12
Bnaroconepxanue (%) 1,12 1,4 0,68
ItoTHOCTE Tpanyi (r/cm3) 0,523 0,536 0,561
Tsepnoctek Tabnetok (kIT) 14,9 13,7 12,4
Tomuuna (MM) 4,64 4,56 4,58
% XPYIKOCTH 0,365 0,141 0,12




93

HOJIY‘IaJII/I KOMITIO3UIINU, BKUIIOYaBIINE Pa3IMYHBIC KOJIN4YECTBAa

ruapokcunponwiMeruieUnonossl (HPMC), npeccoBani ¢ moaydeHHeM TaGlIeTOK
PasJIMYHBIX pasMEpoB M OIpPEACHSIH BpeMsl pacTBopeHMs. MaccoBasg [OoJd
KaXXIoM

NIpeACTaBIeHHbIX fanee Tabmauuax 14G u 14H. MaccoBble ooy 3IUIEPEHOHA,

TUAPOKCHUTIPOITHIME THIILETIONO3E KOMITO3HIIMH IpUBeIcHA B
Pharmacoat™ 603, tanska u creapara MarHusi cocTasiasiu 30%, 3%, 1% u 0,5%,
COOTBETCTBEHHO. COOTHOLIEHHE JIAKTO3bl/MUKPOKPUCTAUIMYECKON  LIEJUTIONO3b]
paBHANOCh 2:1; KOJMYECTBO JAKTO3HI M MHKPOKPMCTAIUIMYECKON LIEJUTIONO03bI
COOTBETCTBYIOIUIMM 00pasoM peryJMpoBaJoCh [Jid KOMIIEHCALIMHM HM3MEHEeHMit
KOHUEHTpalluK TruapokcunpomwiMetunueionossl (HPMC). B mnpencraBieHHBIX
nanee Tabmuuax 14G u 14H npuBeneHs! cpelHUE 3HAYEHHS BPEMEHU PACTBOPEHMS
YIOMSHYTBIX KOMIO3MLIMA B 1% pactBope nojemwncyibdara Hatpus. B
Tabavue 14G  mpencraBieHoO cpeaHee BpeMs, B TeYEHHE KOTOPOTO YPOBEHb

pactBopeHMs Tabierok in vitro pocturan 50%, B To Bpemsa Kak B TabOmune 14H

NIPEJICTaBIeH YPOBEHb PAacTBOpPeHUs invitro B 1% pactBope nomenmicyibdara

HaTpusa B TeyeHHe 24 4. B oOuIeM, CKOPOCTh pacTBOpEHHs BO3pacTaja Ipu
YMEHBUICHUH pasMepa TaONeToK H/WIM B TOM cClyyae, KOIZa TalOJleTKe BMECTO
CTaHIAPTHOM KPYIIOH (HOPMBI MPUAABAIH KOJIAYKOOOPasHyIlo hopMy.

Tabmua 14G

Jo3sa IpubausurensHoe BpeMs 50% pacTBopeHus in vitro (4)
(pa3mep 6% 15% 25% 35% 45%
IyaHCOHA) HPMC HPMC HPMC HPMC HPMC
25 mr (7/327) - -—- -—- 3,12 4,35 5,78
62 mr (10/32") -—- 4,00 --- 7,54
100 mr (12/32") 2,41 o 5,88 - 4,24
125 mr (13/32") --- 5,5 - 21,33 -—-
150 mr (14/32") 4,11 3,00 16,62 -—- ---
Tabmuua 14H
Jo3a PactBopeHue B TeueHue 24 4 (%)
(pasMep 6% 15% 25% 35% 45%
IYaHCOHA) HPMC HPMC HPMC HPMC HPMC
25 mr (7/32") -- -— 107 102 83
62 mr (10/32") -- 98 - 86 69
100 mr (12/32™) 104 - 68 -- 80
125 Mr (13/32") - 83 -- 52 -
150 mMr (14/32") 101 131 56 - -

B Tabmuue 141 nomomHUTENbHO OGOOGINEHBI PE3YALTATH BBILIENPUBEACHHOM

Tabmuuel 14G  OTHOCUTENBHO KOMIIO3ULIMII C PEryJIMPYEMBIM BBICBOOOXKICHUEM
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JICKapCTBEHHOIO BeullecTBa B TeueHUE 4 4. OCHOBEHIBASICH Ha SKCIICPUMEHTANBHEBIX

JAaHHBIX, I TONyYeHUss BpeMeHU 50% pactBopeHUst in vitro B 1% pactBope
noneunncyan)aTé Hatpua (DTsg), paBHoro npubmusuresbHo 4 4, ¢ 25 mr, 50 mr,
100 Mr u1 150 Mr go3aMu SIUIEpEHOHA MOTYT OBITh HCIIONL30OBAaHH 35%, 25%, 12% u
10% KoHUEHTpaLUH THIPOKCHIIPONUIMETHILELTI0N03b (HPMC).

Tabmuua 141

Ho3za MaccoBas gonsi | Pasmep nyancoHa | Macca | BricBoGoxmeHue
SILUIEPEHOHA | TUAPOKCHUIIPOIIMII- (Xpymislii, TaOJIETKH | COOTBETCTBOBAJIO
(Mr) METUJILIEJLTIONO3BI HOpMaJIbHBIE (Mr) DTs5p=4 4
(%) YCIJIOBHUS)
25 30 7/32" 83,3 HET
25 35 7/32" 83,3 na
50 20 9/32" 166,6 HeT
50 25 9/32” 166,6 ie:]
100 ) 12 12/32" 333,3 Ia
150 6 14/32" : 500 HET
150 10 14/32" 500 na

IMpumep 15: Tect Ha [e3UHTErPAITUAIO

IllecTs OAMHAKOBBIX TaGNETOK pa3feNbHO IOMEINAIM B KAXIYI0 M3 LHECTH
TPYOOK ¢ ceTyaThIM AHOM Ipubopa "Kauawooulascs Kop3MHKa". BomsHyio 6aHio
NPENBAPUTENIBHO™ HarpeBaJd JOo TeMmepaTypel 37°C+2°C u 3Ty TeMIeparypy
NONACPXUBANM B TEYCHHE BCETO BPEMEHU OIpelNeieHus ne3uHTerpauuu. Ha
BOIAHYIO 6aHIO noMerianu 1000 M XMMHMYECKUM cTakaH. B 5TOT cTakaH HaJHMBaIH
TaKoe KOJUYECTBO BOJBI, YTO CETYATOE AHO TPYOOK HAXOOWIOCh KAaK MHHHMMYM Ha
DIyOHHE 2,5 ¢CM B TEYEHHE BCETO BPEMEHU ONpeleieHus de3suHTerpaluy. Kop3uHKy
IIOrpyXainu B BoAy BO BpeMs=0 MMH M IOBTOPHO MOIHMMAJIM M OIYCKAIH [0
3aBEpLICHHUS OIpeNeeHus, IIPUYEM CeTyaToe JHO TPYOOK ITOCTOSIHHO OCTAaBaJIoCh
Kak MHMHHUMYM Ha paccTOdHUM 2,5 CM OT TOBEPXHOCTH BOOH. BpeMmeHeMm
Je3UHTErpalluy JUIS KaXOoil TaGJIETKU CYMTAeTCad BPEMS, B TCYEHHME KOTOPOIO BCs
TabJIeTKa MOJHOCTBIO INPOMAET Yepe3 ceTdaTtoe AHO TpyOoku. CpemHHe pe3yibTaThl

IUIsl IPOBEPEHHBIX TabJIETOK KaXAOro TUIIa IpuBeaeHB B Tabauie 15.
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Ta6muma 15
TabjneTka BpeMs nesunTerpanuu

ITpumep 1: Tabnerka, BKIOYaomas 25 Mr o3y 8 muH, 6 c
SIUIEPEHOHA (C MOKPHITHEM)

IIpumep 1: TabneTka, BKIOYAIOIAS 25 MT 103y 6 MuH, 16 ¢
3IIEpEHOHA (6€3 MOKPHITHS)

ITpumep 2: TabrneTKa, BKIIOYaowas 50 Mr 103y 9 MuH, 17 c
SIUIEPEHOHA (C MOKPHITHEM)

ITpumep 2: TabneTka, BKIOYaomias 50 Mr o3y 7 MuH, 39 ¢
smepeHoHa (6€3 MOKpHITHA)

IIpumep 3: TabreTka, BKMovatomas 100 Mr 103y 10 Mun, 30 ¢
3IUIEPEHOHA (C MOKPHITHEM)

ITpumep 3: TabreTka, Brioyaomas 100 Mr 103y 8 MUH, 24 ¢
3IUIEpeHOHA (63 MOKPHITH)

IMpumep 16: "TecT-pacTBopeHue” Ta6AeTOK ¢ HEMEUIEHHBIM BEICBOGOXICHIEM

JICKAPCTBEHHOI'O BEIHECTBA

Ckopoctb pactBopenus Tabnerok Ilpumepos 1, 2 U 3 (KaK ¢ ITOKPBITHEM, TaK
M 0e3 mokpeiTvsi) B 1% pacTBOope momeumicyibdarta HATpHs ONPEeesid C
nomouieio npubopa U.S.P.II (c nonmactamu). B kayecTBe pacTBOPSIOMIEH XHIKOCTH
ucnonb3opanu 1000 mx  pacteopa 1% momewwicynbdara HaTpus/99% BOIbL.
TeMmnepaTypy yHOMSHYTOTO pacTBopa IMOINCPXHUBAIH HA ypoBHe 37°C+0,5°C wu
NEpEMCIIMBaAIM NPU TPOBEIEHHUH TecTa €O cKopocThlo 50 06/MuH. McnuITaHMIO
noasepran 12 omviHakoBhIX TabGmerok. Kaxayio wu3 12 TaGleToK OTAEIbHO
oMemaiM B OAMH M3 12 cTaHZApTHBIX COCYNOB Il IIPOBEAEHUS 'TecT-
pacTBopeHMs" BO BpeMa=0 MUH. Bo Bpemsa=15 mMuH, 30 MuH, 45 MuH 1 60 MUH U3
KaXIoro cocyga OTOMpasy 5 MJI aJMKBOTY pacTBopa. [IpoGhl M3 KaXIOro cocyna
GUABTPOBAIM M ONPENENSUIM ONTHYECKYIO IUIOTHOCTh KAaXIOHW M3 HMX (YO-
CIIeKTPOGOTOMETP, KBapLEBBIE KIOBETHI C 2 MM [UIMHOI mnpoGera; 243 HM WIH
MakCHUMaJbHass [UIMHA BOJIHBL Y®-usnyyeHus; KOHTPOJILHOE HCIBbITAHHE:
pacTBopsolast cpena). CTeneHb pacTBOPEeHHUS B MPOLEHTaX OMPENeIIsIv, UCXOAS U3
PE3YJIbTATOB M3MEPEHUSI ONTHUYECKOH IUIOTHOCTH. PesynbraTthl "TecT-pacTBOpeHHs"

npuBeneHe! B Tabmuue 16A.
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Ta6nuna 16A

Tab6nerka

PactBopenuie (%) B pasiUIHBIE MOMEHTHI BPEMEHU

(MHH)

15

30

45

60

ITpumep 1: Tabnerka,
BKJIIOYarouas 25 Mr mo3y
3IUIEPEHOHA (C MTOKPBITHEM)
IIpumep 1: Tabnetka,
BKJIIOYAOIUast 25 MT 103y
S1UIepeHoHA (06€3 IMOKPHITHA)
[Ipumep 2: TabieTka,
BKItovyalomas 50 Mr mosy
3IUIEPEHOHA (C MOKPBLITUEM)
IIpuMep 2: Tabnetka,
BKIIIoyaromas S0 Mr mosy
31uiepeHoHa (6€3 MOKPHITHS)
ITpumep 3: TabneTka,
BKmoyaonass 100 Mr go3y
3IUIEPEHOHA (C MOKPBITHEM)
IIpumep 3: Tabnerka,
BiJovaromasg 100 mr gosy
3IUIEpeHOHA (6€3 IMOKPHITHS)

92

92

90

89

82

84

99

98

100

97

95

94

100

99

102

98

97

96

101

99

103

98

98

96

HonobHoe xe wccreqoBaHHE TPOBEIM C MCIOJb30BAHUEM TabJIETOK C
100 Mmr  1o3y

obcyxnanock B Ilpumepe 3, uMeBIIHX pasmep Dgy yacTHIl SIUIEPEHOHA, PABHBIIA

TIOKPBITHCM, BKJIIOYAIOUINX SIICPCHOHA, ITOJIYYCHHBIX, KakK

45 mkM, kak B Ilpumepe 3, 165 MxM u 227 MxM. IIpH DIpoBeSEHUM KaxXIOro
HCCIIeIOBaHMsI HCIIONB30BaIM He 12 TaGneToK, KakK paHee, a 6 TabneTok. Pe3yabTaTel
Ta6muue 16B.

I'panynoMeTpuyeckuii coctaB Tpex 00pasloOB NpHUBEIEH B NPEACTABICHHON aanee
Ta6nuue 16C.

9TOTO HCCICAOBaHHUSA IIPEACTaBIE€HHI B IIPUBCACHHOM Haiee

Ta6nuua 16B

Ta6nerka PactBopenue (%) B pa3TuYHbic MOMEHTHI BpEMEHH
(MHH)
15 30 45 60 90
IIpumep 3: Dgg=45 MKM 69 87 93 95 97
[Tpumep3: Dgp=165 MKM 57 80 90 95 102
47 69 80 87 100

IIpumep 3: Dgg=227 MKM
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Taoauna 16C

rpaHYJ'IOMeTpI/I‘ICCKI/Iﬁ COCTaB TOHKOM3IMECJIBYEHHOTO
SIUICPpEHOHA B MKM
3HavyeHue D D90=45 D90=165 D90=227
Ds 1,7 4 6,5
Do 2,7 9 18
Ds 13,3 75 102
D75 27 119 164
Do 44,7 165 227
Dgs 58,3 196 265

ITpumMep 17: "TecT-pacTBopeHuye” TabIEeTOK ¢ PETVINPYEMBIM BEICBOOOXIEHUEM

JICKAPCTBEHHOI'O BEHIECTBA _
UcnbiTaHuss TabNETOK ¢ PECTYIHPYEMBIM BBICBOOOXIECHUEM JICKAPCTBCHHOT'O

BellecTBa, Brmovamouux 100 Mr gosy smrepeHoHa (Ilpumeps 11 1 13), a Takxe
TaOJIETOK C  pEryJMpyeMbiM BBICBOOOXAEHMEM JIEKAPCTBEHHOro  BEILECTBa,
Brurouaroriux 50 mr, 100 mr u 150 mr nosy smnepernoHa (Ilpumep 12), npoBoauau ¢
ucronb3oBaHueM Ipoueaypbl Ilpumepa 16 m 1% pactBopa momenmicyibgara

Hatpus. CpenHue pe3yJbTaThl "TecT-pacTBOPEeHUs" NpuBeAcHbI B Tabaune 17.

Tabmua 17
Bpems | Tabnetka ¢ perynupy- | Tabnerka ¢ peryiaupye- | TaGnerka ¢ perynaupye-
(4) €MBIM BBICBOOOXIE~ | MBIM BBICBOODOXIEHHMEM | MBIM BBEICBOOGOXIECHHEM
HUEM JIEKapCTBEH~- JIEKapCTBEHHOTO Belle- JIEKapCTBEHHOTO Be-
HOTO BELLUECTBA B CTBa B TeYeHME 4 U IIECTBA B TeUeHHE 6 4
Te4eHue 2 4
(ITpumep 11:100 mr Hoza | Hoza | Hosza | (mpumep 13:100 mMr mosa
J103a SIJICPEHOHA) 50 mr | 100 mr | 150 mr SIUICPEHOHA)
0,5 5 6 7 7 4
1 8 12 13 13 7
2 18 25 27 26 15
3 29 38 40 39 24
4 48 51 53 51 33
6 86 74 74 71 49
8 100 87 91 87 64
9 -- 97 101 100 --
24 104 - - -- 105

[Ipumep 18: 'paHyIOMETPUYECKIIL aHATIN3
B Tabnune 18 npuBedcHBl pe3yabTaThl TPaHYJIOMETPHMYECKOTO aHaJIM3a

HeOOoJNBIIUX 3arpy3oK ¢apmaneBTuueckux kKommosunuii Ilpumepos 1, 11, 12 u 13,
MOJIBEPraBIIUXCsA MOKPOM I'paHyJSLUUM IIepel IIPecCoOBaHUEM B TaGneTKd. B KooHKe
"VIHTerpaipbHbi NPOLIEHT 3arpy3kKu” yKa3aH IPOIEHT OOIIei 3arpysk, pasMep

YAaCTUL[ KOTOPOX ITPEBLIIACT YKa3aHHBI HOMEP CHTa.
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Tabmuma 18
Ne curta (MKM) Hemennennoe | Perynmupyemoe | Peryaupyemoe | Peryaupyemoe
BEICBOOOX- BBICBOGOXIE- | BBICBOOOXIE- | BHICBOOOXIIE-
IeHue * HHUEC B TCYCHHE | HUE B TEYECHHE | HHE B TEUEHHE
(KOMMNO3U LU 24 4yq 6 u
Ilpumepa 1) | (xoMmo3uuus | (KOMIO3UIHSA | (KOMIIO3HMLIUSA
IIpumepa 11) | Ilpumepa 12- | Ilpumepa 13)
100 Mr mo3a)
IloacurHas 100,00 100,00 100,00 100,0
dpaxuus
63 (cuto Ne 230 91,13 88,68 88,37 84,11
(0,063 MM))
106 (cuto Ne 140 79,97 76,53 70,92 68,26
(0,104 mmMm)) v
180 (cuto Ne 80 57,10 65,71 52,88 51,12
(0,178 mm))
250 (curo Ne 60 35,19 57,81 42,62 41,58
(0,248 mm))
300 (cuto Ne 50 22,54 51,64 36,34 35,07
(0,297 mm))
425 (cuto Ne 40 8,85 40,60 27,31 26,21
(0,420 mm))

IIpumep 19: AHanu3 oGBEMHOM IUIOTHOCTH

B Tabnune 19 nmpuBeneHs cpeqHUe pe3yabTaThl aHAIN3a 06BEMHOM TUIOTHOCTH

HECKOJIBKMX HEOOJBIUMX 3arpy3oK dapmMarieBTHIeCKux KoMmosuiuii IIpumMepos 1,

11, 12 m 13, nomBepraBLUMXCS MOKPOM TIpaHY/JISLMH IEpel IPECCOBAHUEM B

TabNIETKU.
Tabnuua 19
Komnosuius O0BbeMHas TIOTHOCTD
(r/mr’)

IIpumep 1: HeMemIeHHOE BBICBODOXIECHHE 0,568
IIpumep 11: peryampyemoe BEICBOOOXKIEHME B TeYEHHE 2 U 0,622
ITpuMep 11: peryaupyemMoe BEICBOOOXKIEHME B TeYeHHE 4 4 0,565
[Ipumep 1: peryaupyeMoe BEICBOOOXIEHHE B TeUueHHE 4 4 0,473
IIpuMep 1: peryimupyeMoe BEICBOOOXIEHHE B TeueHUE 4 4 0,487
IIpumep 1: perynupyeMoe BEICBOOOXIEHME B TEUEHHE 4 4 0,468
IIpumep 1: perynupyeMoe BBICBOOOXIEHUE B TEUEHHE 6 4 0,528

[Tpumep 20: ITporpaMMa aHajamn3a TaGJIETOK

B Tabmuue 20 mpuBefeHB! pe3ynbTaThl MPOTpaMMBbl aHanu3a Tabnetok ("TAP

analysis") mis o6pa3ioB TabiaeTok, Melolux coctas Ilpumepos 1, 2, 3, 11, 12 u 13.
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Tab6muua 20

TabneTkH, MoABEpPraBIINECS CpenHssa Cpennsis TseprocTb
ucnbiTaHuo (N=10) Macca (Mr) | ToauiuHa (MM) (xID)

ITpumep 1: 25 Mr no3a (HeEMeJIEHHOE 88,5 3,3157 7,64
BBICBOOOXIEHHE *, TUIEHOYHOE
MMOKPBITHUE)
Ilpumep 1: 25 Mr nosa (HeMelIeHHOE 85,5 3,2845 4,55
BBICBOOOXKAEHUE, Oe3 IIEHOYHOIO
MOKPBITHSA)
IMpumep 2: 50 Mr gosza (HeMemJIeHHOE 170,5 4,0297 7,3t
BBICBOOOXAEHUE, O6€3 MIIEHOYHOIro
IMOKPBITHS)
IIpumep 2: 50 Mr nosa (HeMeieHHOE 176,0 4,093 10,95
BBICBOOOXACHUE, IIJIEHOYHOE
MOKPHITHE)
ITpumep 3: 100 Mr mo3a (HeMemJieHHOE 340,7 4,4902 9,92
BBICBOOOXKAEHUE, O6€3 IIIEeHOYHOro
TOKPBITHSA)
IIpumep 3: 100 Mr mosza (HeMemJIEHHOE 349,6 4,546 13,91
BBICBOOOXIEHUE, TJICHOYHOE
IIOKPHITUE)
[Ipumep 11: 100 Mr go3a 329,7 4,412 11,53
(perynupyeMoe BHICBOOOXIEHUE B
TedeHue 2 9 *)
IMpumep 12: 50 Mr mo3a (peryaupyemMoe 160,0 4,1723 10,55
BBICBOOOXIEHUE B TeueHUe 4 4 *)
ITpumep 12: 100 Mr no3a - 3314 4,6672 14,62
(perynupyeMoe BEICBOGOXKIEHUE B
TedeHue 4 4)
IIpumep 12: 150 Mr mosa 498,7 53,4440 11,63
(perynupyeMoe BBHICBOOOXIEHUE B
TeYeHUe 4 q)
ITpumep 13: 100 Mr mo3za 335,1 4,8242 11,05
(perynupyemoe BEICBOOOXIEHUE B
TeueHue 6 u)

* cM. mpuMmedaHusa K Ta6auue 19

INpumep 21: UcnpTaHue Ha XPYIIKOCTD

JBamuarh TabAeTOK B3BELUMBAIM M IOMELIATM BO BpallAOLMiiCs OapabaH.
Bhavase u3 6apabaHa u TaGJIeTOK y[alsuid MOCTOPOHHIO MBUIL. Bapa6aH Bpaiuanu
B TeueHHe 10 MMH C YacToToi KaK MUHHUMYM 25 06/MuH. BapabaH ocTaHaBIMBAIM,
TabJeTKM BHIHMMAMM. PRIXIyIO NbUIb ¢ TaGleTOK M pa3pylleHHble TaGleTKH
YOQIAMA, Uenble  TaONETKM  B3BEIIMBANX. BBMUCAAIM  IPONEHT  IOTEpU
9KCIEPUMEHTAIBHLIX 00pasuoB Ilpumepos 1, 2, 3, 11, 12 u 13. IlonydyeHHble

Pe3yJbTaThl NMPUBEACHHI B NpEACTaBIeHHON ganee Tadaune 21.
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Ta6muua 21
TabneTku ITpoueHT nmoTepu

Ipumep 1: 100 Mr no3a (HeMeIEeHHOE BEICBOOOXKIECHHE *) 0,177
IIpumep 2: 50 Mr nosa (HeMedJIeHHOE BBHICBOGOXIEHHE) 0,236
IMpumep 3: 25 Mr qo3a (HeMemIeHHOE BHICBOGOXIEHUE) 0,000
Ilpumep 11: 100 Mr mo3a (peryaupyeMoe BHICBOGOXIAEHUE 0,42
B TeYeHUe 2 4 *)

Ipumep 12: 100 Mr mo3a (perynrpyeMoe BEICBOOGOXKIECHME 0,33
B Te€YEHUE 4 )

ITpumep 13: 100 Mr mosa (peryaupyeMoe BBICBOGOXKACHUE 0,12
B TeyeHue 6 4)

Ilpumep 22:_IlonyyeHue TaGIETOK ¢ HEMELIEHHBIM BHICBOGOXIEHUEM

JCKAPCTBCHHOI'O BEIIIECCTBA

HNHrpenneHTs dhapmMaLIeBTUYECKHUX KOMITIO3MIIUIA, COOTBETCTBYIOIIHX
HAaCTOSIIIEMY U300PETEHHUIO, A1 MEJIKUX MapTHil MpenapaToB MOIYT OBIThH ITOJIYYEHBI
B COOTBETCTBMM C INPHUHATONH (apMalleBTUYECKON NPOM3BOACTBEHHOM IPAKTUKOM
CIOCOOOM, NPENCTABIEHHBIM Ha KapTe TEXHOJOTMYecKoro mnpouecca Ha Pdwur. 1A u
®ur. 1B.

Jlajiee NPEACTABICH WUTIOCTPATUBHBIN CIIOCO6 IIOJNYYEHUS] JIEKapCTBEHHOIM
($OpMBI C HMCHOJB30BAaHMEM MCXOIHBIX MarepuanoB Tabmuubl 22. Crioco6 MOXeET
OCYLUECTBJISITECSL C MCIOJB30OBAHUEM KaK ONHOW 3arpy3kKd, TakK M JABYX WIH 6ojee

OIHOBPEMEHHO.
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Tabnuna 22

HUnurpenuent Maccosriit % or | KoamyecTBo MCXOMHOTO
Macchl TableTKu | MaTepuaiia (Kr/3arpysky)
B1epeHoH 29,41 4,412
JlakTo3p1 MoHOTHIpar (Ne 310, 42,00 6,3
nobGasnenve K papmaxonee CIIIA)
MuKpoKpucTaTHYecKas LEJUTI0N03a 7,50 1,125

(BHYTpUTpaHy/IsipHas) (1oOaBICHHUE K
dapmakornee CIIIA, Avicel® PH101)
Kpockapmeinosa Hatpus 5,00 0,75
(zobaBienne K dapmakonee CIIIA,
Ac-Si-SolT™™)

I'iapokcunponuIMe TUILIEITIONO03a 3,00 0,45
(Ne 2910, dapmakomnes CIIIA,
Pharmacoat™ 603)
Jlaypuncynedar Hatpusa (mobasiieHue 1,00 0,15
K apmaxorniee CIIIA)
CrepuibHas Boma I OPOLICHUS
Tanpk (dapmakomes CIIIA) 1,00 0,15
MuKpoKpHCcTaUIMYECKAd LIEeJUTION03a 10,59 1,588
(BHerpanynsapHas) (1o6aBieHUE K
dapmakonee CIIA, Avicel® PH101)

Creapar marHug (robasieHue K 0,50 0,075
dapmakonee CIIIA)
Hroro 100,00 15,00

ITomon: TloMonm sniepeHOHAa OCYIECTBISUIA HAa CTPYMHON  MeNbHHMIIE.
3Hayenus Dy, D5y u Dgy MONyYeHHOTO M3MENBYEHHOTO SIUIEPEHOHA COCTABIISUIU
2,65 MxM, 23,3 MkM U 99,93 MKM, COOTBETCTBEHHO. MHBIMHI cioBamu, 10%, 50% u
90% 49acThL SIUIEpEHOHA HMEJM pa3Mep, MeHbIIE 4eM 2,65 MxM, 23,3 MKM u
99,93 MKM, cOOTBETCTBEHHO. JUISI NPOMBILUIEHHBIX MAacIITaGoB IPEAMOYTEHNE
OTIAeTCst IJ.ITI/ICI)T(E)BOI‘/'I MEJIBHHUIIE.

Cyxoe cMewnBanye: B 65y rpanymarop NiroT™ Fielder B cieayomem
TIOpsITKEe 3arpyxajd JaKkTo3y, sIuiepeHoH, Avicel®, Ac-Di-Sol™, Pharmacoat™
603 ¥ naypwicynbdaT HaTpud. DTH MaTepuaibl CMEIIMBAIH IO OIHOPOIHOCTHU
(0K0JIO 3 MMH) C OCHOBHOM JIONACTHIO M HOXOM YIAPHOIO THIIA BHICTABJIEHHBIMU Ha
MeIJICHHOE BpallleHHe. B MPOMBILIIEHHBIX MacIiTabaXx MOXeT GBITh MCIOJb30BAHA
TaKasg MalluHa, Kak rpa"yisarop Bukler PerkinsT™M 1000L.

Mokpass rpanyaauua: Cyxylo IIOPOLIKOBYIO CMeCh IOABEPTadM MOKPOIf
IPaHYJIAMU €  KCIOJb30BAHUEM  BOABI, COOTBETCTBYIOIIEI TpeGOBaHUSIM
¢apmaxonen CIIIA. OcHOBHas JIONacTh ¥ HOX YIAPHOTO TUIA TPAHYISATOPA GbUIHM
BBICTABJICHBI Ha YCKOPEHHOE€ BpalicHUE. B MOJYYEHHYI0O CMECh B TEYEHHE OKOJIO

3MHH Cc T©ToMoWBI0 BoggHOro Hacoca MasterflexT™,  wmomenr  7524-00
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(TpybomipoBon 24" (609,59 MM)) HOGaBWIM 5 KT BOMEL Bony moGasnsaiu co

CKOpOCTBIO  MpuOMM3UTENbHO 1,66 Kr/MuH. TloNydeHHYI0 BIAXHYIO CcMeCh
AOTIOTHUTEIBHO TIEPEMEIIMBAIN B TeYeHUE | MMH 1)1 oGecriedyeHHuss paBHOMEPHOTO
PacIIpelic/ICHUST BOAB B IOJNYYCHHOM IpaHyiare. MoKpasl rpaHyJIMpPOBaHHAS CMECh
BKJTIOYayia okosio 38% (Macc.) BOIHIL.

Cymka: MOKpEIH IDaHYIST NMOMEWIANH B CYIIWIKY ¢ KHUISIIHUM  CIIOEM
Freund™ Flo-coater (FLF-15). Temmneparypy BosIyxa Ha BXoje MOMIEPXHBAIN Ha
YPOBHE NMPUOIU3UTENLHO 68°C U IPaHYIAT CYLIMIM B CYLIWIKE ¢ KUISALIMM CIOEM
A CHUXEHMA BJIaXHOCTH 10 ypoBHA 0,5%-2,5%. VYpoBeHb BIAXHOCTH
KOHTPOJIMPOBAJIM C MIOMOLILIO aHaIM3aTopa BaaxHocTd ComputracT™,

Cyxoil pacces: Cyxue IpaHyJH IIPOIYCKATH 4epe3 MEJLHMILY C pudIeHEIMHU
BajbLaMy (cuto Ne 20 (0,840 MM), HOXH BIEPEN, YacToTa BpalueHus 2400 06/MUH).

CMemuvBanve u cMmassiBaHue: Cyxue TpaHY/IB 3aIpyXaid B V-06pasHkblii
Hacoc-cMecutens PK (2 dyrad (56,6338 nm3)). Ha rpaHynbl 3acemany TaabK U
BHErpaHylapHyo Avicel® 101 ¢ mocremyroumm MepeMELIMBAHUEM IIOJIYYeHHOM
CMECH N0 ONHOPOIHOTO COCTOSHMSA (B TeueHMe okoino 10 muH). Ha monydeHHyo
CMECh BBICHIIANM CTE€apaT MAarHug U OOMOJHUTENBHO IEPEMEWIMBAIM B TeUeHHE
3 MuH. [l HMPOMBILLIEHHOTO NMPOU3BOACTBA MOXET HCHOJIb30BAThCS IPOTOYHBIH
Hacoc-cMecuTens CroffTM,

IlpeccoBanme: Ilocie 3TOro MoNyYeHHBIE IPaHY/IHl IPECCOBATM C IIOMOIIBIO
HacronpHoro mnpecca KillianTM ¢ ocHacTkoli COOTBETCTBYIOLIETO pasmepa ¢
TIOJlyYCHUEM TabJIETOK HeoOXomuMoit Maccsl M TBepmoctu. lLlenesass Mmacca, pasMmep
M TBEpHOCTh 25 Mr, 50 Mr 1 100 Mr TaGyeToK NpHBENEHBl B NpPEICTABICHHON Hajee
Tabmune 22A.

Tao6nuua 22A

Jlo3a Macca Pasmep ocHacTkH (I0iMBI) Jlnamna3oH 1ieeBoii
SIUIEpEHOHA TabJIeTKHN (Xpyrible, cTaHIAPTHEIE, TBepaoctu (KII)
(Mr) (Mr) BOTHYTHIC)
25 85 7/32 3-9
50 170 9/32 5-14
100 340 12/32 8-16

Hanecenue 1ieHOYHOrO IMOKPBITUA:

CTepiibHYI0O BOAY JNs1 OpOLIEHUS

3aIMBaIM B €MKOCThb M3 HEpXaBelolleil CTanmu, OOOpYIOBaHHYIO 3JIEKTPHUYECKOL
MEIIANKOi ¢ KpBUIBYATKOM u3 Hepxabeiowel cramu (Lightnin™ TSM 2500).

MGIIIaJIKy BKIIIOYAJIM ¢ COOTBETCTBYIOLICH CKOpPOCTBIO. B NEPEeMCUINBACMYIO BOOY

MemieHHO jobaensium  Opadry®  white (Genmbrit)  (YS-1-18027-A), wusberas
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00pa3soBaHusl MEHHI, C MOJYYEHHEM PACTBOPA C COOTHOIICHUEM Opadry®:Bona 15:85.
IlepememuBanue mpomomXand B  TedyeHwe 30 MUH WM IO  TOJHOro
AMCIIEPIUPOBaHUS IIOKPOBHOTO Marepualia M TNONTy4eHUsT ONHOPOIHOM cycHeH3uu. B
Npoliecce HAHECCHHUA ITOKPBITUS MOJYYEHHYIO CYCIICH3HIO MPONOJLKAIH MeLIEHHO
nepeMenivBaTh. [IokphiTHE Ha TabMETKH HAHOCHIM OBBIYHBIM CIIOCOOOM, MCHONB3YS
MalluHy I HaHeceHUs MOKpuiTui Vector™ Hi Coater VHC-1355, umeromyio
35 1 ApaxXMpOBOYHBIM KOTEN U [Ba MylbBEPH3aTOPA.

Ipumep 23: IlonyyeHue TabIETKM ¢ PEIVIMPYEMBIM BBHICBOGOXIEHHEM

JICKAPCTBCHHOIO BCIIIECTBa

Hasee U3NOXEH WITIOCTPATUBHBIM ITPOLIECC MTONYYSHMUS JIEKapCTBEHHOM (hOPMEI
C HCIOJB30BAaHMEM MCXONHBIX MarepualoB Tabmuubl 23. YIoMgHyTHIA mpolecc

MOXET OCYIIECTBIATHCSH KaK C OOHOM, TaK M C IABYMS WM OoJiee 3arpyskamMu

OINHOBPEMEHHO.
Tabnuua 23
Hurpeouent MaccoBbiit % oT Macchl Macca
TabNeTKY (TabNeTKa BKIIOYAET | 3arpy3Ku (KT)
100 Mr nosy smiepeHoHa)
D1UIepeHOH 30,0 3,0
JIakTO3B1 MOHOTHIPAT 34,0 3,4
MuUKpoXpHCTaINYeCKas 19,5 1,95
uesmonosa (Avicel® PH 101)
I'ugpoxkcunponMIMeTUIILEIUTION03a 12,0 1,2
(Methocel® K4M Premium)
I'mopoxkcunmponIMe TUILEIITIONO03a 3,0 0,3
(Pharmacoat™ 603)
Tanpk 1,0 0,1
CreapaT MarHus 0,5 0,05
Hroro 100 10

Cyxoe cMmeriuBanue: B 60 i1 Hacoc-cmecutens Baker PerkinsTM p CICAYIONIEM
IIOPSAZIKE 3arpyXaiM JIAKTO3Y, TOHKOU3MENbYEHHHBIN 3IUIepeHoH, Avicel®, Methocel®
K4M u Pharmacoat™ 603. Dtu maTepuansl nepeMeluyBajM B TEYCHHE 3 MUH C
OCHOBHOM JIOIIACTLI0O M HOXOM YHAPHOTO THIIA BBLICTABIECHHBIMM Ha MeUIEHHOE
BpallleHHE.

Mokpasa rpanyaauusa: Cyxylo IIOPOIUIKOBYIO CMECh IIOABEPTaii MOKPOIl
TPaHYISILIMM  C  HCIOJAB30BAaHMEM  BOABI, COOTBETCTBYIOLUEl  TpeGOBaHUAM
¢bapmakonen CIIA. OcHoBHas JIONMacTh W HOX YIAPHOIO THUIIA TPAHY/SITOpa GbUTH
BLICTaBJICHBl Ha YCKOPEHHOE BpallcHue. B mosydyeHHYI0O cMech B TEYEHHE OKOJIO

3 MHH C IIOMOIIBIO BOASIHOTO Hacoca AeromaticT™ mo6aBwim oxono 3,1 KT BOMBL
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Boagy mobGaBmsii co CKOpPOCTbIO NpHOIM3HTENbHO 995 r/MuH. IloaydeHHyIO
BJIAXHYI0O CMECh [OIOJHUTENbHO IE€pEMEIIMBAIA B TedeHUe 1 MUH IS
o0ecrieyeH!uss PaBHOMEPHOIO pacHpelesieHHs BOIbI B TOJYYEHHOM TIpaHYJISITE.
Mokpas rpaHyn1MpoBaHHasi cMeCh BKJIIOYayia okojio 31% (Macc.) BOObI.

Cymka: MOKpHI TpaHYJISIT TMOMEINAJH B CYIIMIKY C KWUIIIGUM CJIQEM
AeromaticTM, Temmeparypy Bo3myxa Ha BXxoie IONIEPXHBATH Ha YpPOBHE
NpUOIHU3UTENBHO 60°C W TPaHylsaT CYIUUNM B CYLIWIKE C KMISIIIUM CJI0eM s
CHIDKEHHUS BJIIAXXHOCTH IO YpoBHS 1%-3%. YPOBEHDb BIAXXHOCTH KOHTPOJHPOBAIH C
IIOMOLIBIO aHaIK3aTopa BiaxHocTn ComputracT™,

Cyxoii pacceB: Cyxue rpaHy/Jbl IPONYCKAIM Yepe3 MeJbHHULY ¢ PUQIECHBIMU
BanbaMu  (D6A) (cuto Ne 20 (0,840 MM), HOXHM BIIepell, CpPegHSAS YacToTa
BpamieHus  (1500-2500 o6/muH)). M3MenbueHHBIE TpaHyJIbl cobupamM B
MOJIUSTUICHOBBIE MEILKH.

CwmaspiBanue: Cyxue rpaHy/ibl 3arpyxaid B V-o0pasHbeiii Hacoc-cMecutens PK
(2 dbyra3 (56,6338 mm3)). Ha rpaHyisl 3achIIANM TAIBK H ITEPEMEIIVBAIMA B TeUeHHE
5 MuH. Ilocie 3Toro Ha rpaHyJSIT BBICHITAJIM CTeapaT MarHusg M IEpEMELIMBAIN B
tedeHue 3 MuUH. [lonydyeHHBIN TpaHYIAT BBITPYXAMd M3 HACOCA-CMECUTENS B
BOJIOKOHHBIN 6apabaH, OOTSHYTHII JBOMHBIMM ITOJNITAICHOBLIMH MEIUKAMH.

IIpeccoBanue: IlonydyeHHBIE IpaHy/JIBl MPECCOBAJM C TOMOIIBIO HACTOJIHLHOIO
npecca Korsch™ ¢ ocHactkoii 12/32", mospoisgioieil MONyyaTh CTaHAAPTHEHIE
Kpymible BOrHyThle Tabserkd. llemeBass Macca M neieBasg TBepmocTh i 100 mr
tabnerok cocrasmsuia 333,3 mMr u (11-13) xI1, cooTBeTCTBEHHO.

HaneceHne IUIEHOYHOro MOKPHTHS: Bomy (COOTBETCTBYIOIIYIO TpeGOBaHHUSIM
¢apMakonien CIIA) 3aMuBadM B €MKOCTH M3 HEPXABEOLIECH CTAIM M MEIUIEHHO
NMepeMeluUBaI ¢ MOMOHIBIO 3JIEKTPUYECCKONM MEIIAJKM C KpBUIBYATKOM U3
HepxaBewluell cranu. B nepemeinmuBaeMyio Bomy MemieHHO mo6aBmsuii Opadry®
(white (6enbrit): YS-1-18027-A). CropocTh IEpeMEINNBAHMA YBEIUYMBATIM 110 MEpe
HeobxomuMocTy [yia aucneprupoannsa Opadry® B Boge (10% Opadry®/90% Bomsl
(B MaccoBOoM OTHOILIEHHMM)), u30erag oOpazoBaHus IeHbl. [lepeMelIMBaHue
IIpogo/Kany B TedeHue 30 MMH WIM JO IOJHOIO IHCHEPTUPOBAHHUS ITOKPOBHOTO
MaTepuana M IIONYYeHMs] OXHOPONHONM CYyCIeH3ud. B mpouecce HaHeceHUs
TIOKPHITHS ITOJIYYEHHYIO CYCIICH3HIO MPOAOIIKAIN MEUIEHHO HMepeMEIINBATh.

Hanecenns mnoxkpeitus: Wcnonp3oBajiy MaIlMHY IS HAaHECEHWS IOKPHITHA
Compulab™  ymeromyro 36" (914,38 MM) ApaXHUPOBOYHBIA KOTEN M OOHMH



105

OyabBepusaTop.  Bosmyx Wi pacmblleHMs — [OAABAMH  MOH  AaBICHHEM
45 dynros/mioiim? (3,164 kr/cm2).  TabmeTKM B3BEWIMBATM M ONPEXENISUIM
KOJMYECTBO ITOKPOBHOM CYCHEH3UH, HEOOXOMMMOE IS HAHECEHUS Ha TaOJeTKy U3
pacyera ypequdeHHA ee Macchl Ha 3%. TabmeTkm 3arpyXaid B ApakMpOBOYHEIMA
KOTEJl U IIOAK/IIOYaNy Tojadyy Bosayxa c¢ pacxomoM 700 dyros3 (19821,830 mxm3).
Tabmetkn HarpeBanu B TeyeHue MNpUOIU3UTENbHO 10 MUH c MEPUOIUYECKUM
TOIKOBBIM MEPEMEIUINBAHUEM KaXiable 2 MUH. TeMmepaTypa BO3Iyxa Ha BXOIe
cocrapisia 65°C. Temmepatypa Bo3gyxa Ha BBIXOAE COCTaBISUIA OKOJNo 45°C.
JpaXXupoBOYHBIH KOTEJ 3allyCKald €O CKOPOCThIO 10 00/MUH M MNPUCTYNAIU K
PacnelIEHUIO  MOKPOBHOro Matepuana. CKOpPOCTh pPacHBUIEHUSI COCTaBjIsLIa
50 r/mun. IIpoxoxneHue Mpoliecca KOHTPOJMPOBAIH IIOCPENCTBOM OIpPEAECTICHUS U
PETUCTpAallMd MapaMEeTPOB HAHECEHUS MOKPHITUSA B OIpPEACICHHBIE IPOMEXYTKU
BpeMeHu. IIpouecc HaHeceHMA TOKPHITUS OCYILECTBISUIM 1O 3aBEepUIEHUS
HaHECEHUs] HEOOXONMMOIO KOJMYECTBA TMOKPOBHOM CYCIIEH3MM, IIOCHE 4Yero
pacnpUleHME NpeKpallaid. [ApaXHpoBOYHBIN KOTEN MpOAOJIKal BpalllaTbcs B
T€YeHHe OT 2 MUH 10 5 MUH. BosmyxoHarpearesnp OTKIIOYaIH U OPaskKuPOBOYHEIM
KOTeJl OcTaHaBnuBaiu. TabieTkKu oxjgaxmanu B TeueHWe 10 MHH, comepxXuMoe
APaXWpPOBOYHOIO KOTJa B TMpOLiECCe OXIAXKOCHUS TMOABEPrali  TOJYKOBOMY
NIEPEMEINNBAHUIO KaXnble 2 MUH. TabGleTKu ¢ HAaHECEHHBIM MOKPHITUEM BHITPYKaIH
U3 NPaXUPOBOYHOIO KOTJIAa B BOJIOKOHHBIE Oapa®aHbl, OOGTSIHYTBIE JIBOHHBIMU
MOJMIUATWIEHOBBIMY MELIKAMU.

ITpumep 24: Onpenenenvie GapMaKOKMHETHIECKHX XaPAKTEPUCTUK U

0e3BpEeNHOCTH Pa30BOil HO3bI

dapMaKoKMHETUYECKHE XapaKTEepHUCTHUKH, 6e3BpeIHOCTE u
AHTHAJIBIOCTCPOHOBYIO aKTMBHOCTH pa3oBeix 10 mMr, 50 mr, 100 Mr, 300 Mr u
1000 MT HepopaNbHHIX 03 SIUIEPEHOHA OIPEEISAIU IMOCPEACTBOM IIPOBENACHUS
ONHOLEHTPOBOI'O,  PAHAOMU3UPOBAHHOIO,  JBOMHOIO  CJIEIMOrO, Ttane6o-
KOHTPOJIMPYEMOTO MCCJIENOBAHUS.

YcraHoBUNIM, 4YTO OSIVIEPEHOH B IUIAa3M€ CYIIECTBYET B paBHOBECHU C
HEGAKTUBHOM (HOpPMON OSIUIEPEHOHA C Pa3OMKHYTHIM JIAKTOHOBBIM  KOJIBIIOM.
Onpenensnn Takxke (apMakKOKMHETHYECKHE XapaKTEPUCTUKU STOH HEaKTUBHOM
(GopMBI STUIEpEHOHA ¢ Pa3OMKHYTHIM JIAKTOHOBEIM KONBbLIOM. B MccienoBaHuu 6LuU10
HCHOJIb30BAHO CE€Mb NApaJIIeIbHBIX SKCIEPUMEHTAIBHBIX TI'PYIIN, BKJIIOYAaBIUUX MO

BOCEMb 3J0POBBIX MYX4YMH. Kaxnmeri cyObekT monydan OIHY pa3OBYI0 H03Y
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crenyomwero tvna: (i) 10 Mr mo3y smiepeHoHa (omHa Kamcyna ¢ 10 mr IO30¥),
(i) 50 Mr nosy smiepeHoHa (ABE Kamcymsl ¢ 25 Mr noson), (iii) 100 mMr nosy
dMIEpeHoHa (oaHa xamcyna ¢ 100 Mr nosoit), (iv) 300 Mr mosy SIUIEpEHOHa (TpHU
Kancynbt co 100 Mr mosoit), (v) 1000 Mr xo3y smiepeHoHa (IISTh Kamcya ¢ 200 mMr
03001), (vi) 50 Mr  pmosy CIIUPOHOJIAKTOHA, WIH (vii) utaue6o.
®apmakoKUHeTHYECKUEe TPOGWIN OIIPENENSIIM, HCTIONb3Ys] U3MEPEHHBIE YPOBHHU
3IJIEPEHOHA, (POPMBI 3IUIEPEHOHA C PpAa3OMKHYTHIM JIAKTOHOBBIM KOJIBLIOM U
CITMPOHOJIAKTOHA B KPOBH M MOYE.

AHTHAJIBIOCTEPOHOBYIO aKTUBHOCTh OIPEAE/SIN, UCXOOS M3 YpOBHEH HaTpus
M Kajlugd B MOYE IIOC/Ie IOBTOPHOIO BBEAEHHA GIYIPOKOPTHU30HA. Be3omacHocTh
ONPCAC/ISUIA, UCXOISI U3 PE3YJbTATOB JIAOOPATOPHBIX MCHBITAHMIA, MO MOKAa3aTe/sIM
XM3HEHHO BaXHBIX QPYHKIMH, a TaKXKe M0 HAIHYUIO U TUILY HETATUBHBIX SIBJICHHIA.

BBeneHHblE  KamnCynabl  SIUIEPeHOHA  COOTBETCTBOBAIM  KaICy/aM (6o
KOMOHHAIMSAM KalCyJl), pacKpRITHIM B BEILUENpPUBeNeHHEIX IIpuMepax 4, 5, 7 u 8. B
KayecTse IIalebo ObUla MCIOIBE30BaHA OOBIYHAS Karcyla, COAEpXallas JaKTO3y.
CIMpOHOJIaKTOH, HCIONB30BAHHBIA B 9TOM HCCIENOBAHUHM, OBUI IONYYEH OT
komnanuy Searle Canada (Oakville, OHTapmo). McCHOJB30BaHHEIA B 3TOM
WICCIENOBAaHUY  (DIYAPOKOPTH30OH NPENCTABIsLT CO6OM KOMMEPYECKH JOCTYIIHbBIE
TabneTku ¢GiynpokoptusoHa (Florinef®, Squibb BV).

CyObekThl, BO3NEpXKUBAaBIIMECS OT IpUeMa UM B TedeHue 10 g nepen
BBEACHUEM  [IO3Bl, TIONyYaJlu pa3oByIl0 IEPOPAIBHYI0 103y OJHOIO U3
OKCIICPUMEHTAJIBHBIX JICKAPCTBEHHBIX CPEACTB BMECTEe ¢ IpMOIM3UTENbHO 180 mu
Boxel B 08.00 y. Bece cy6vexTsl monyummm 1,0 Mr mosy ¢iayapoKopTH3oHa 32 9 4 10
BBEICHUSI YIIOMSIHYTOIO 3KCIEPUMEHTANBHOIO JIeKapCTBEHHOro cpeactsa; 0,5 Mr
no3y (raynpoKopTM3OHAa BO BpEeMsl BBENCHMS YIIOMSIHYTOTO 3KCIEPUMEHTAIHHOIO
JieKapcTBeHHOro cpenctsa; 0,1 Mr no3y duympokoprizoHa uyepes 24, 44, 6 4, 8 4,
104, 12y wm 144 mocie BBEAEHHUS YIOMSIHYTOTO SKCIEPUMEHTATHHOIO
JekapcTBeHHoro cpexucrsa; U 0,5 Mr go3y ¢ayapokKopTH3oHa uepe3 16 4 mocie
BBEAECHUSA YIIOMSHYTOTO 3KCIIEPMMEHTAIBHOIO JIEKAPCTBEHHOTO cpeicTBa. Kaxmyio
no3y (iyapoKopTH30Ha BBOOWIM co 150 MJI Bomel, 3a McKIodeHHeM 1,0 MT I0O3bI,
KoTopas 6puia BBeneHa ¢ 200 M BOABI.

Ilepen BBenmeHweMm no3el (3a 14) u 3ateM uepes 24, 34, 44 u 24 4 mocJe
BBEACHUSA IKCIICPUMCHTAJIBHOTO JCKAPCTBECHHOTO cpeacrBa CHHUManacCh

3jieKTpoKapaunorpamma B 12 oreeneHusx. Ilepen BeeaeHueM no3wl (3a 1 4) U 3ateM
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yepes 0,254, 0,54, 1y, 24, 4y, 84, 129y u 244 rmoclae BBEICHUS
SKCIMCPUMEHTAIBHOIO JIEKAPCTBEHHOIO CPEACTBAa OMpPENE/ISUIM TEMIIEPATypy Teja
(mepopanbHO), 4acTOTy ABIXaHWS, YAacTOTY MYIbCa M KPOBSHOE NABIEHUE (mocne
HaXOXACHHA B IIOJOXCHUU CcHIs B TedeHMe 3 muH). IIpoGwl KpoBu oTOMpanu 3a
-0,25 9 (mo BBemenus Ko3br) U wepes 0,54, 14, 29, 3u, 44, 64, §u, 12 g, 16 y,
244, 28 4y, 32 4, 48 4, 72 4y u 96 ¥ nocne BBeneHUsA HO3HL. IIpo6bl MOYM cOGMpany B
cienyroniee BpeMs: oT -9 49 10 0 4; or 04 g0 2 9; or 24 50 4 4; oT 4 4 10 6 4, oT
64910 8y; or 84 mo 10 9; or 10 4y mo 12 4; ot 12 4 10 14 4; or 14 4y ;o 16 4; u ot
16 ¥ 1o 24 4.

IIpo6Gel miasmel, oT6MpaBlIMecs y CyOBEKTOB IOCTE BBEICHMS SIUIEPEHOHA,
AHATM3UPOBATTM Ha KOHLCHTPAUMIO 3IUIEPEHOHa U GOpMYy OSIUIEDEHOHA C
DPa30OMKHYTBIM JIAKTOHOBBIM KOJIbLIOM. IIpoOBI IIa3MBl CYGBEKTOB, KOTOPLIM
BBOIM/IY CIIMPOHOJAKTOH, aHAIM3MPOBAJIM HAa KOHLEHTPALHMIO CIIHPOHOJAKTOHA U
€r0  aKTUBHBIX  METa0OJMTOB: KAHPEHOHa, 7a-THOMETWICIUPONIAKTOHA U
6B -ruapoKCH-7 o -THOMETHICITAPOIAKTOHA. ITogHa6op npo6 IUIa3MBl aHAIM3UPOBAIU
TaKX€ Ha YPOBHU TecrocTepoHa. CoOOpaHHYI0O MOYY aHAJIM3UPOBATM IS
ONpeleNeHHs KOHLEHTPAlHY ¥ KOJUYECTBA 3IUIEPEHOHA M (POPMBI SIJIEPEHOHA C
Pa3sOMKHYTBIM JIAKTOHOBBIM KOJIBLIOM, BBIIEIIEHHOTO KOJIMYECTBA HATpUA M Kajlud, a
TaKke logjp cCcooTHONIEHMS HaTpus/Kanmust B Moue. CpelHHE pe3yIbTaThl,
NIOJIy4EHHBIE Ha CYOBEKTaX, NPMHUMABIIMX Y4acTUE B UCCIEIOBAHUH, MPHUBEICHB! B
npencrtaBiieHHBIX Jajee Tabmunax 24A-24). KiuHUYecKM 3HAYMMBIX H3MEHEHUWH
IIPH OOBEKTUBHBIX MCCIENOBAHUSIX, TIOKA3aTeNEl KU3HEHHO BaXHBIX MYHKUIUN Wi
PE3YNbTAaTOB KIMHUYECKUX JIaOOpPAaTOPHBIX MCCJHENOBaHHI He Habmoaaioch. Bce

OTPHIATEIBHBIE ABJICHUS MMENH HE3HAYNUTEABHYIO CTEIIEHD TSIXKECTH.
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Tabimuua 24A

Bpems KoHleHTpalys srepeHoHa WK CIIUPOHONAKTOHA B IIa3Me (Hr/mi)
fiocie
BBENCHUS 10 Mr 50 mr 100 mr 300 Mr 1000 mMr 50 mr
JTO3BI (4) (Epl.*) (Epl.) (Epl.) (Epl.) (Epl.) (Spi.*)
-0,25 0 0 0 0 0 0
0,5 130,4 552,5 758,0 1619,6 3176,3 10,5
1,0 177,0 720,6 1224,6 2676,3 5258.,8 23,6
2,0 158,6 692,9 1363,8 2775,0 5940,0 14,4
3,0 125,4 591,5 1113,5 2225,0 6810,0 14,3
4,0 105,7 456,6 900,1 1951,3 6218,8 4,8
6,0 65,3 269,6 558,5 1266,6 4150,0 0
8,0 34,4 146,4 275,3 842,9 2827,5 0
12,0 6,0 49,4 124,0 333,0 1335,1 0
16,0 6,0 18,3 41,9 141,9 646,8 0
24,0 1,7 3,0 13,1 38,3 208,0 0
28,0 0 1,8 6,1 21,1 107,1 0
32,0 0 0 3,0 11,3 61,7 0
48,0 0 0 0 1,7 22,3 0
72,0 0 0 0 0 1,4 0
96,0 0 0 0 0 0 0
* Epl.=smnepeHoH; Spi.=CNHUpPOHONAKTOH.
JlaHHBIE, DOJNyYeHHBIE [  OKCIHEPUMEHTANBHEIX O3  SIUIEPEHOHA,
ACMOHCTPUPYIOT ~ JIMHEHHYI0O  3aBMCHUMOCTh MeXIOy J[O30# 3IJIEpEHOHAa U

KOHILICHTpaLlMeil B IIJIa3Me.
Ta6mma 24B

dapmako- 3HayeHMe (GapMaKOKHMHETHYECKOTO ITapaMeTpa
KHHETUYECKU I (Epl.=s1u1epeHoH)
napamMeTrp 10 mr 50 mMr 100 mr 300 Mr 1000 Mr
(EpL.*) (Epl.) (Epl.) (Epl) (Epl)

Inomane mox 941,5 4017,0 7943,4 18451,4 56435,3
KpUBOH [(HT/Min)u]
Crnax (MKr/MIT) 191,3 797,0 1505,0 2967,5 7261,3
Timax (0) 1,3 1,4 1,5 1,5 2,5
T2 (9) 2,1 2,9 4,9 3,7 15,1
CpenHee BpeMs 3,9 4,2 4,9 5,5 7,0
CYLLIECTBOBAaHUS B
wiazme (9)
ITepopansHoe 13,3 13,7 13,1 17,6 18,4
BEIBeieHHEe (J1/4)
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Tabmuna 24C
Bpems mmocie KonuenTpauusa ¢opMe! s1iepeHoHa ¢ pa3oMKHYTHIM
BBEICHUSI HO3bI JIAKTOHOBEIM KOJIBLIOM B IUIasMe (HIr/Mi)
(9) 10 Mr 50 mr 100 mr 300 mr 1000 mr
(Epl)! (Epl.) (Epl.) (Epl.) (Epl.)
-0,25 0 0 0 0 0
0,5 1,2 24,3 33,9 123,0 191,3
1,0 1,0 34,5 50,3 203,2 359,9
2,0 0 27,1 48,8 177,9 405,8
3,0 0 22,5 40,3 141,4 453,3
4,0 0 17,5 30,6 116,7 392,3
6,0 0 9,5 19,0 74,0 285,3
8,0 0 3,3 6,5 45,1 167,9
12,0 0 0 0 15,3 73,7
16,0 0 0 0 2,1 36,9
24,0 0 0 0 0 8,3
28,0 0 0 0 0 3,2
32,0 0 0 0 0 1,8
48,0 0 0 0 0 0
72,0 0 0 0 0 0

! Bonburyio 4acTh KOHUEHTpALHS GblIa HUXE YPOBHS OIpPEHECHUS B aHAIN3E;

Epl.=smepeHoH.

Konuenrpanus

SINIEPEeHOHA B

IJrasme B

(15-20) pas

NpeBBIIIaJIa

KOHIIEHTPalMio B TIasMe  GopMel SIUIEPEHOHA ¢  PA30MKHYTHIM JITAKTOHOBEIM

KOJIBITOM. |
Tabmuua 24D
®apmako- 3HayeHne papMaKOKMHETHYECKOro napamerpa (opma
KUHETUYECKUIH SIUIEPEHOHA ¢ Pa30MKHYTHIM JIAKTOHOBBIM KOJIBLOM)
rapamMeTrp 10 mr 50 mr 100 mr 300 mr 1000 mr
(Epl.*) (Epl.) (Epl.) (Epl.) (Epl.)
[Tnomans nox, -- 142,8 246,8 1065,1 3483,5
KpHBOIi [(Hr/Mi)y]
Crnax (MKT/MIT) -- 36,4 60,4 211,8 521,5
Tmax (1) -- 1,0 1,1 1,3 2,5
Tip (9) - 2,7 2,7 2,8 2,6
CpenHee BpeMst - 2,8 3,3 4,2 5,7
CYLIECTBOBAaHHUS B
Iasme (4)
IlepopansHoe 491,3 445,2 299.,8 330,7
BBIBeICHUE (J1/4)

* Epl.=sm1epeHoH
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Tabnuia 24E

Bpems KoHleHTpauus smiepeHoHa Wi CIIUPOHONAKTOHA B IUIA3Me (Hr/mi)
mocJie
BBeacHUs | Ilname6o | 10 Mr 50 mr 100 Mr | 300 mr | 1000 Mr | 50 mr
JO3bI (4) (Epl.*) (Epl.) (Epl.) (Epl.) (Epl.) (Spi.*)
-0,25 5,6 5,2 6,5 6,4 5-7 6,5 5,5
0,5 - 5,5 - -- - -- -
1,0 5,0 4,6 6,0 5,6 5,5 5,7 5,6
2,0 5,1 4.6 6,1 5,8 5,3 5,4 5,1
3,0 - -- 7,1 - -- 6,9 --
4,0 4,4 4,3 5,1 4,8 5,2 5,1 4,3
6,0 3,5 3,6 4.4 3,8 4,1 4,5 3,3
8,0 3,4 3,6 4,3 3,8 4,5 4,7 3,5
12,0 3,4 3,2 4,5 4,0 43 4,0 3,6
24,0 6,1 5,3 7,4 6,0 6,3 7,2 6,0
48,0 5,1 4,7 6,1 6,0 5,7 6,5 5,2

* CM. mpumevanus K TaGimue 24B.
Tabnuua 24F

Ilepuon otGopa

KOHI_ICHTpaI_U/ISI (KOJII’I‘IGCTBO) SIVICPCHOHA, BBIACTIEHHOIO C

Ipo6 MOYOH (Hr/mMJ) (MKT)

10 Mr 50 mr 100 mr 300 mr 1000 mr

(Epl.*) (Epl.) (Epl.) (Epl.) (Epl.)

oT-9yn0o0u 0 0 0 0 0
0) 0) (0) () (0)

or0uypmgo2y4 278,0 1252,2 2623,3 9370,1 17858,6
(21,6) (99,2) (360,2) (677,7) (1482,0)

orT24ygo4dy 191,1 1064,6 2305,6 6465,9 24460,3
(35,8) (175,3) (407,6) (873,7) (5983,3)

oT44m06y 107,2 518,3 1157,3 3865,2 13899,7
(16,5) (60,6) (285,1) (672,6) (4041,5)

oT 6410 84 63,8 307,3 627,6 2237,8 8782,1
(7,6) (30,7) (158,8) (337,0) (2083,0)

or8umo 10y 0 172,4 362,9 1208,6 4491,0
(0) (27,6) (69,1) (307,9) (1853,9)

oT 10ugo 12 4 0 72,7 146,6 542,4 2361,1
0) (16,5) (44,7) (162,4) (1177,2)

oT 124y go 14 4 0 23,1 110,3 419,6 3183,7
(0) (11,3) (26,6) (97,4 (892,8)

oT 14 4 1o 16 4 0 21,6 36,5 292,6 1405,2
(1)} 1,5) (6,6) (52,2) (340,5)

oT 16 4 1o 24 y 0 13,1 7,1 126,4 658,0
0) (4,0) 2,7) (50,4) (366,0)
or 0y o 24y (78,8) (410,6) (1271,4) (2872,3) (17246,6)

* CM. mpumeuanus K Tabnuie 24B.
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Tabauua 24G

Ilepuon or6opa KoHuenTpanus (koiauyecTBo) GopMbI 3IUIEPEHOHA C
Ipo6 Pa3OMKHYTHIM JJAKTOHOBBIM KOJIBIIOM, BBIIEJICHHON ¢ MOYO
HIr/MJ) (MKT)
10 mMr 50 mr 100 Mr 300 mr 1000 mr
(EpL.*) (Epl.) (Epl.) (Epl) (EplL)
oT -94 10 04 0 0 0 0 0
(0) (0) (0) 0) (0
or0ygo2y 1781,8 9833,2 12079,2 47865,1 60184 ,4
(130,9) (689,1) (1079,2) (3357,2) (4589,2)
or2umo4y 854,1 6839,0 9309,8 27970,5 56341,5
(144,5) (801,3) (1355,4) (3923,5) (12603,2)
oT44 106y 532,7 3789,4 3712,5 16280,0 28771,3
(77,3) (404,3) (796,7) (2679,3) (8481,4)
oT6umo 8 u 513,3 2776,2 2688,1 11626,0 27599,7
(50,3) (268,0) (507,1) (1718,3) (5904,1)
oT 84 o 10 ¥ 130,3 1091,0 1400,6 4425,1 9952,4
(25,1) (156,3) (246,7) (1053,8) (3566,2)
oT 10umo 12 4y 44,8 461,6 536,5 1965,5 4822,7
(11,0) 91,3) (154,5) (580,9) (2212,1)
oT 129 mo 14 4 38,8 264,9 431,6 1841,2 5549,0
(7,4) (64,0) (98,2) (426,7) (1932,3)
oT 144y go 16 4 26,4 359,9 241,4 1448,3 3877,4
(3,2) (33,7 (51,1) (259,8) (920,4)
or 16 4 o 24 4 0 131,0 133,1 721,8 2835,8 .
0) (42,8) (58,8) (287,8) (1381,6)
or 0y g0 24 4 (433,3) (2431,2) (4077,9) (12699,9) | (39017,9)

* CM. npumedanuda K Ta6nuue 24B.

Brimenenue obliero 3rmiepeHoHa  (T.e.

SIUIEpEHOHA ©W ero ¢GopMbl C

Pa3OMKHYTHIM JIAKTOHOBBIM KOJIBLIOM) C MOYOM COCTaBJIA/IO MPUGIM3UTEIbHO 5%

JO3bI U1 BCEX BBEOCHHBIX H03. OOLIMA SINICPECHOH MOYTH ITOJHOCTHIO BBIIEHSJICS C

MOYOM B IIepBble 24 Y MOCJIE BBEACHUS I03bI.
Taomuia 24H

Ilepuon log g COOTHOLUEHUST HATPUSI/KAJINI B MOYE

otbopa npo® | ITmane6o | 10 mr 50 mr | 100 mr | 300 Mr | 1000 mMr{ 50 Mr
(Epl*) | (Epl) | (Epl) | (Epl) | (Epl) | (Spi.*)

orT-9u o0y 0,920 0,918 0,960 0,874 1,026 0,985 1,006
or0umo2y 0,675 0,313 | 0,703 | 0,463 | 0,761 | 0,956 | 0,657
OT2Y 044 0,643 0,435 0,901 0,795 1,140 1,313 0,860
oT449m0 6y 0,448 0,401 | 0,900 | 0,901 | 1,231 1,398 | 0,904
oT6 4o 8y 0,590 0,616 | 0,906 | 0,970 | 1,451 | 1,594 | 1,023
or8ugo 10y 0,583 0,578 0,769 0,735 1,265 1,451 0,865
orl0umo 124 | 0,625 | 0,614 | 0,797 | 0,564 | 1,123 | 1,389 | 0,821

* CM. npuMevanua k Tabmuue 24B.
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BBenenue aroHucra anpIocTepoHa, (IYAPOKOPTM30HA, BBHI3HIBAIO CHILKEHME
logyp coorHomeHust HaTpus/Kamua B moue. BpemeHue 50 MT WM Gosbluell XO3HI
SIVIEPCHOHA pPEBEPCUPOBAO 3(dekT GAyIpoOKOpTH3OHA B TeueHue 1249 ¢
COOTBETCTBYIOIIMM YBETHYEHUEM BBIAEIEHUs HATPHUS.

‘ Tabnuua 241

Ilepuon Brigenenue Hatpust ¢ MOYOi (MMOJIb)
orbopa nmpo6 | IImame6o| 10 Mr | 50 mr | 100 Mr | 300 mr | 1000 mr| 50 mr
(Epl.*) | (Epl) | (Epl) | (Epl) | (Epl) | (Spi*)
oT-9491004 28,8 33,4 29,2 25,7 32,8 32,8 29,1
or0ypo2y 6,5 4,8 6,1 5,6 5,8 9,3 4,1
oT2uygo4y | 72 7,3 10,3 11,7 15,7 28,1 8,5
orT44 10 64 5,9 4,3 10,2 15,0 21,9 29,9 9,4
or 6 40 8 4 6,0 6,2 9,0 17,9 23,3 36,1 14,8
or 84y mo 10y 7,2 7,0 9,4 13,0 25,6 46,8 13,4
or 104 no 12 4 8,1 7,1 10,6 7,3 16,1 29,3 8,4
or 124 no 14 4 9,6 10,0 11,7 10,2 17,5 442 11,5
or 144 g0 16 4 6,7 42 4,0 4,2 8,6 17,0 5,9
oT 16 4 o 24 ¥ 5,3 6,8 7,3 6,6 10,0 18,8 11,8

* CM. npumedanusa Kk Ta6nuue 24B.
Tabnuia 24J)

Ilepuon BrlfejieHHe Kajiusi ¢ MOYoi (MMOJIB)
otr6opa npo6 | Ilnaebo| 10 mr | 50 mr | 100 mr | 300 mr | 1000 Mr| 50 mr
(Epl.®) | (Epl) | (Epl) | (Epl) | (Epl) | (Spi.*)

oT 947004 34.2 36,8 | 299 | 338 | 299 | 341 | 269

or0ugmo2y 10,3 12,8 10,0 13,7 8,4 9,8 7.5
oT24y no4y4 14,9 17,4 13,6 15,1 10,9 13,9 11,8
oT44 5064 15,9 13,9 12,7 17,2 12,4 12,2 10,2
oT 64 o 8 g 12,0 12,9 11,3 15,2 7,9 9,9 13,3

or8uymo 10y 15,5 16,7 15,5 18,2 14,0 16,6 17,9
or 10y mo 12 4 16,2 15,6 16,3 15,0 12,2 12,1 12,5
or 124 1o 14 4 20,5 24,9 23,3 21,6 19,3 21,8 20,6
or 144 mo 16 4y 13,1 13,3 9,6 11,4 10,5 9,3 11,4

oT 16 4 1o 24 4 25,3 27,6 28,3 29,3 21,5 25,7 27,9
* CM. mpumevaHus K Tabuuue 24B.

HOHY‘IGHHHC JaHHBIC NEMOHCTPHUPVIOT JII/IHeﬁHYIO 3aBUCUMOCTH MEXIY H030H
SIVIEPEHOHAa M AaHTUAIBAOCTEPOHOBOH AaKTUBHOCTHIO. HpH VBCIIMUYCHHUH HO3BI
SIVIEPpEHOHA YBEJIIMYHUBAJIOCh BBIACICHHEC HATpUA C MOYOH M logm COOTHOILUCHHUEC

HATpHsi/Kalus B MoOYe.
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Ilpumep 25: HccrenoBanue aGcop6UpoBaHus, pacnpenejacHus, Meraboin3Ma 1

YAJICeHUS Y3 OpraHu3Ma

s onpenenenus npocdueit aGcop6rpoBaHys, pacrnipeneneHuss, MeTaboansma
W yhnaleHWs u3 opraHusMa pasoBod 100 Mr [o3bl NHepoOpaibHOIC pacTBOpa
SIUVIEPEHOHA OBLIO INPOBENEHO UCCIENOBAHME C pa3oBOM [MO30M U OTKPBITOM
MapKupoBKoi. Ormpemensimii  Takke GapMaKOKHHETHYECKIE XapaKTepUCTHKHU
HEaKTHBHO! (POPMBI 3MJIEPEHOHA C PA3OMKHYTHIM JIAKTOHOBBIM KOJIBLIOM.

HccnenoBanye NMpoBOAMIM HA BOCBMU 3IOPOBBIX MyXUMHaX. Kaxisrid CYOBEKT
nosy4un pasosyio 100 Mr mepopaibpHylo 103y pactBopa [14C] smiepeHoHa (yaenpHast
akTUBHOCTE 0,75 MxKu/mr). IIpoGbl M1a3Mel, CIIOHB], BEUILIXAEMOTO BO3AyXa, MOYH
M dexanuii cobupamu 4epe3 oONpelESEHHBIE NPOMEXYTKH BPEMEHHM M
AHAJTU3NPOBAJIM HA YPOBEHb PAMOAKTUBHOCTU U KOHLEHTPAIIHIO 3IIEPEHOHA U €0
GOPMEI C Pa3OMKHYTHIM JIaKTOHOBEIM KOJILLOM. Be3BpeNHOCTb ONpeeNsain o
pe3ynbTataM  JJaGOpaTOpHBIX KCHBITAHMIL, IIOKA3aTeNIM KU3HEHHO  BaXXHBIX
GYHKIUH, a TaKKe 10 KONUYECTBY U TUITY OTPULATETbHBIX SBJICHHIA.

YHoMsHyThle CYOBEKTH, B Te4eHHE HOYM TIepel BBEICHHEM  JO3bI
BosiicpXkuBaBIiiecs: oT mnpueMa muimy, B 08.00 4 momyumam pasosyio 100 mr
IIEPOPAJIBHYIO 103y BOAHOIO IIEPOPAIBLHOIO PacTBOpa SIUIEPEHOHA ¢ PaIMOaKTUBHOM
METKOH, BOCCTAaHOBJIEHHYI0O B cMecH 80 MJI SGIOYHOTO COKa/THIPOKCHUIIPOIIHI-P-
UMKIoAeKCTpuHa. CyObeKThl IPUHUMAINM BHYTPh 1o 200 MJI BOIBI yepes 14, 24 u
3 4 mocne BBeAEHUS HO3EL.

ITepen BBenmeHueM mo3bl (32 14) u 3ateM 4epes 24, 34, 44 u 24 4 mocie
BBEICHUS 3KCIIEPUMEHTAIHLHOTO JIEKapCTBEHHOT'O cpencTBa CHHMaAJIach
3NeKTpokapauorpamMma B 12 oreeneHusix. Ilepen BBenenueM no3wl (3a 0,5 4) u 3aTeM
yepes 0,5 4, 14, 4 4 1 24 4 nocie BBEAECHHUS SKCIEPUMEHTATLHOTO JIEKAPCTBEHHOTO
CPENCTBA ONPEACSUIN TEMIIEPaTypy Tejla (IepOPalbHO), YACTOTY HBIXaHMs, YACTOTY
MyJibca U KPOBSAHOE JaBlieHUE (II0CJie HAaXOXIEHUS B ITONOXEHUU CHUOA B TEUEHHE
3 mMuH). IIpoGe! KpoBu otéupanu 3a -0,5 4 (Zo BBeAeHHMs J03bI) U yepe3 0,5 4, 1y,
1,59,2y9,2,549,34,449, 64,8y, 124, 164, 24 4, 364, 48 4, 72 4 u 96 4 nocje
BBEICHUS O3Bl IIpoOBI Moun cobupanu B cieayouee BpeMs: oT -12 4 g0 0 4; or
Ouno2y;0r2910449; 0r4y4 08 u; 0or8umo 12 49; or 12 4 5o 24 4; ot 24 ¥ Jo
48 u; or 72 4 10 96 q; oT 96 ¥ 1o 120 4; ot 120 y o 144 u; u ot 144 u mo 168 u.
OtnmenbHple GeKanbHbIe NMPOOH COOMpand, HayvHag cpa3y Xe I10Cie BBEICHUS

Ao3bl, ¥ npoxokaiu no 08.00 4 BocekMoro mHsA. B momonHeHwe K 3TOMy, OnHa
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¢dexanbHag mnpobGa O6bula oToOpaHa mepen BBeOEHUWEM O3Bl IIpo6GBI  CIIOHEBL
oréupam 3a 0,5 4 mepexn BBeeHUEM NO3bI M 3aTeM yepe3 0,54, 14, 24, 44, 6y,
124 u 24 y mocne BBeneHUA NO3bl. IIPOOBI BBIABIXAEMOIO BO3IYyXa OTOMpPANM 3a
0,5 4 mepen BBeneHMEM HO3bI U 3areM uepe3 14, 24, 34, 44, 64, 84, 124, 24 4,
36 4, 48 ¥ u 72 ¥ ToCJIE BBEAEHUS O3B,

ITonyyeHHble DaHHBIE MOKA3BIBAIOT, YTO YHAJECHHE SIUIEPEHOHA M3 OpraHU3Ma
IPOUCXOMUT METAOOJMYECKUM IIyTeM, a He IIOCPEACTBOM BBLIBEACHHUS HE
IIPETEpIIEeBLLUEIO M3MEHEHHUH SIUIepeHoHa. CpegHuil MPOLEHT BhIBEAEHHOM A03bI (110
O0ILIeMy YPOBHIO paJUHOaKTHBHOCTH) C MOYOM M deKamuamMmu cocTaBiasii 66,6% u
32,0%, cooTBeTCTBEHHO. BoNbIlias 4acTh PAOMOAKTUBHOCTH NMPOo6 MOYM M (beKarmit
Obuta oOycmoBieHa MeETaboOMMTaMH, B TO BpeMsl KaK Ha JOMIO SIUIEPEHOHA
OPUXOAMIIOCH JIMIIL MeHee 15%. CpeaHuit IIpoLEeHT 03I, BBIBEACHHOH C MOYOil B
BUJE 3IUICPEHOHA U ero (OPMBI C Pa3OMKHYTHIM JIAKTOHOBBIM KOJIBLIOM, COCTaBJISLI
1,65% u 4,98%, coorBerctBeHHO. CpemHUil IPOLEHT HO3bI, BHIBEAECHHON C
dexanuaMu B Bulle SIUIEPEHOHA W €ro (OPMEI C PA30MKHYTHBIM JIAKTOHOBBHIM
KonmbloM, coctaBisin 0,807% u 2,46%, cooreTcTBeHHO. KiMHMYeCKM 3HaYMMBIX
M3MEHEHUI IpY OOBEKTUBHBIX HCCIEHOBAHHUSX, IOKa3aTelel XU3HEHHO BaXXHBIX
GYHKUMI WM pe3yNbTaTOB KIMHUYECKMX J1a0OpaTOpHBIX MCCIEHOBAHMI He
Habmonanock. Cepbe3HbIX OTPULIATENBHEBIX IBIEHUN He HaOII0TaIOCh.

O6HapyXMMEIX  KOHLEHTpauuii oflueil paaMoakKTHBHOCTM B  Hpobax
BBIOBIXaCMOro BO3MyXa, OTOMpaBLIMXCS B JI000€e BpeMsa OT JIOOOro cyonekra,
BBISIBIICHO He GBLUIO. Cpenunii npoueHT o6lueil pagMoaKTHBHOCTH, CBSI3aHHOU C
OesKkaMH UIa3MBl B pobax, oTOMpaBLxcs yepes 1,5 4, cocrasnsn 49,4%. CpenHss
KOHLIEHTPalusA OOLIEH paqoakTUBHOCTH B STHX Ipo6ax cocTasiasia 2,39 MKI/MIL.
Ipun Beenenuun [!4C] smiepeHoHa B 06pastbl  3aMOPOXECHHOMA KOHTPOJIBHOM
IIa3Mbl, MPOLICHT CBA3aHHOIO 3IUIEpeHOHa cocTaBisan 40,4% Iipu KOHLEHTpaluu
14,5 mMkr/mir.

Cpennue pesyiasTaThl OTAENBHBIX MCIBITAHUI IpelCTaBlIeHbl B IPUBEIEHHBIX
nanee Tabnuuax 25A, 25B, 25C u 25D.
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Tabmuma 25A.

DapMako-KUHETHIECKHIA OOb1ast pamroakKTHBHOCTh
rapaMeTp IIna3zma HenbHast kpoBb | CiroHa
(+CKO*) (+CKO*) (+CKO*)
Tlrowanes nox KpuBoit (Hr 3kB. 4/Mi) | 1840011200 12800%800 7960%500
Crnax (HT 9KB./M) 2490%110 1770+80 2170%280
Trmax (1) 1,3+0,2 1,1+0,2 0,6+0,1

* CKO - cpennss ksajpaTHyecKasi OlIMGKa
Ta6muna 25B

Bpems nocie KoHnenTtpaiys B miasme (Hr/mi)
BBEICHHUS I03HI (4) BIUIepeHOH Q®opMa 3IIEPEHOHA ¢ PA3OMKHYTHIM
JIAKTOHOBHIM KOJIBLIOM
-0,5 0 0
0,5 1345,0 63,2
1,0 1617,5 78,0
1,5 1591,3 70,8
2,0 1418,8 59,9
2,5 1258,1 51,0
3,0 1176,3 46,9
4,0 1001,4 41,9
6,0 595,5 23,0
8,0 390,6 13,0
12,0 148,6 1,9
16,0 68,0 0
24,0 17,3 0
36,0 0 0
48,0 0 0
72,0 0 0
96,0 0 0

Tabaua 25C

Bpems nocie DapMakOKMHETHYECKHIE ITaPAMETPhI TLIA3MBbI

BBEAEHHUSA O3Bl (4) BiutepeHoH | @opMa 3IUIEpeHOHA ¢ PA30MKHYTHIM
JJAKTOHOBBIM KOJIBIIOM

AUC .96y [(Hr/MT)Y] 9537,2 352,2

Crnax (MKI/M) 1721,3 82,8

Tmax (9 1,3 1,1

T (9) 3,8 3,1

CpenHee BpeMst 4.8 3,4

CYLUECTBOBAaHUS B IUIa3Me (4)

IlepopanbHoe BHIBEAEHME 11,4 306,3

(1/4)
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Tabmuua 25D

Ilepuon BrigeneHue ¢ Moyoit
oTbopa npob DrurepeHoH ®dopMa 3IUIEpEHOHA C
Pa30OMKHYTHIM JIAKTOHOBBIM
KOJIBLIOM
Konuenrpaunsa | Komuuecrso | Konuenrtpanus | Konuvecrso
(Hr/M) (MKT) (Hr/mi) (MKT)
oT -1249 10 0 4 0 0 0 0
or0ugo2y 2933,4 457,5 9004,8 1345,3
or2uyno4u 1635,2 622,0 4235,1 1249,6
oT44 g0 8y 1067,0 314,0 4717,1 1349,8
or8uymo 12y 388,9 158,0 1555,7 596,2
oT 124 g0 24 4 99,5 95,7 438,0 400,0
OT 24 4 1o 48 4 0 0 22,2 38,8
or48 9 m0 72 4 0 0 0 0

bonee 90% 'paI[I’IOEIKTI/IBHOCTI/I B MoyYe OBUIO BBIAENIEHO B T€YEHME IEPBLIX 24 4,
4TO CBHACTEILCTBYET 00 YCKOPEHHOM YHAJICHUH SIUIEPEHOHA U €ro MeTaboJUTOB U3
opraHu3Ma. OCHOBHOH YpOBEHb paguOAaKTMBHOCTM MOYM U eKauuil 6bul
OOyCIOBJIEH METabOIUTaMU, YTO CBHAETEILCTBYET 00 SKCTEHCHUBHOM OOMeHe
BEILIECTB B ITCYESHH.

IMpumep 26: Uccaenopanue GHOMOIMYECKON TOCTYITHOCTH

Buonornyeckyio  HOCTYNIHOCT M Ge3BPeNHOCTh  MATH  Pa3IUYHBIX
JIEKapCTBEHHBIX (GOpM (Kaxkzaass M3 KOTOpHIX BKMoyama 100 Mr no3y 3riiepeHoOHa)
ONPEACIANIA TIOCPEACTBOM MPOBEACHUS PaHIOMU3MPOBAHHOIO NATH(PAKTOPHOIO
MEPECEKAIOLIEroCs. MCCIEA0BaHUA C OTKPBITOH MapKHpPOBKOM pa30BOM [03bl Ha
TPYNIIe 3MOPOBBIX B3POCHBIX JIIOAEH. YNOMSHYTHIE CYOBEKTHl TIOJAYYWIM ISTH
pas’oBBIX 103 JIEKAapCTBEHHBIX ¢opM, Bimovaommx 100 Mr smuiepeHoHa, B
cienyouieM Buue: (i) omna 100 Mr kamcyna BSIUIEpeHOHa C HEMEMLICHHBIM
BoicBoOOXIeHueM (IR) nekapctBeHHoro semiectsa; (i) ogHa 100 Mr Tabnerka
SIUIEPEHOHAa ¢ HeMeNJIeHHBIM BeicBoOoxneHueM (IR) JekapcTBeHHOro BelIECTBa;
(iii) omHa 100 Mr Ta6yeTKa SIVIEPEHOHA C PEryIupyeMbiM BhicBoGoxaeHueM (CR)
JieKapcTBeHHoro Beuectsa ¢ 50% pacTBopeHMEM in vitro B TedeHue 2 4; (iv) onHa
100 Mr TabneTka SIUIEPEHOHA C  peryaMpyeMbiM BhicBoGoxaeHueM (CR)

JiekapcTBeHHOro BeulectBa ¢ 50% pacTBOpeHUEM in vitro B TeueHue 4 4; u (V) ofHa

100 Mr TabmeTka SIUIEPEHOHA C  peryaMpyeMbIM  BbicBoGoxaeHueM (CR)
JieKapcTBEHHOro BeuectBa ¢ 50% pacTBopeHMEM [n vifro B TedeHHEe 6 4.
Hccnenosanue Obiio Havato Ha 13 cyOBeKkTax, OOHAKO JMILUL JEBATH CyOBEKTAM

YIIOMAHYTOE 3KCHEPUMEHTAJIBHOE JICKAPCTBCHHOE CPEICTBO OBUIO BBEIECHO BO BCeEX
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ITATH PaSHOBUOHOCTSAX. Beenenue Pa3HOBHUIHOCTEH

VIIOMSIHYTBIX
9KCHEPHMEHTANIBHOTO JIEKADCTBEHHOTO CPENCTBA OCYIIECTBISUIA C MHTEPBAIOM B
CeMp JOHEH. KOHKpeTHBINt (dapMaleBTHYECKHMII COCTaB KaxXIOi JIEKAPCTBEHHOM
dopMel nipuBeneH B Tabmune 26A. .

Tabmua 26A

Hurpenuyent MaccoBrlii % OT Macchl TaGJIeTKHU/KaICyIIbl
Kancynra | TaGmerka | Ta6nerka! | Ta6nerka2 | Ta6nerkas
HBJIB* HBJIB PBJIB2 4 | PBJIB4y4 | PBJIB 6 4
DInepeHoH 25 30 30 30 30
JlakTo3st 57,86 42 40 34 30,5
MOHOTUApar (JIakTo3a
Fast-Flo™)
Mpukpoxpucra- 11,34 17,5 (7,5% 19,5 19,5 15
Inyeckas (Avicel® intrat
uesUnonosa (Avicel® PH 102) | wmoc 10%
PH 101) extra?)
Kpockapmennosa 2 5 - _— —
Hatpus (Ac-Si-
So]T™)
Methocel® K4M - - 6 12 20
Premium
luppoxcumnpomnin- - 3 3 3 3
METWILIEIUTION03a
(Pharmacoat™ 603)
Jlaypuncynnsdar 0,5 1 - - -
HaTpus
Tanex 2,5 1 1 1 1
Creapar marums 0,3 0,5 0,5 0,5 0,5
Konnounnsriit 0,5 - - - _
JUOKCH]l KPEMHHUS
Hroro 100 100 100 100 100

1 50% pactBopeHue in vitro B Teuenue 2 u.

2 50% pacTBOpEHUE in Vvitro B TedeHue 4 .

3 50% pacTtBopeHHue in vitro B Tedenue 6 4.

* O0paboTKa.

4 intra=BHYTpMIPaHYJSIPHO; extra=BHErpaHy/IsPHO;

HBJIB=c HeMeUIeHHEIM BHICBOGOXIEHHEM JIEKAPCTBEHHOTO BELLECTBA;

PBJIB=c perynupyeMbIM BHICBOGOXIEHHWEM JIEKAPCTBEHHOTO BELIECTBA B
TeyeHue N y.

YHOMHHYTBIG CY6'I>CKTI:>I, BO3JIEPXMBaBILUUECA OT €Ibl B TCUCHHME 8 U M OT BOIBI

B TeYeHME 1 U mepel BBEAEHHEM KaXIOI HO3BI, MOJYYAIH PA30BYIO IIEPOPATIBLHYIO
03y ONHOrO W3 IKCIICPUMEHTAJIBHBIX JIEKAPCTBEHHBIX CPEICTB B 1 JeHb, 8 JeHD,
15neHp, 2210eHp W 29 7eHb B OHHON W3
nocnegoparenbHocTel  06pabotkn (ABDCE, BCAED, CDEAB, DECBA u

EABDC). JlekapctBeHHoe cpencTBo BBoawId co 180 My Boxsl B 08.00 u. TIpoGsi

AT PaHAOMHU3HPOBAHHBIX
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KpoBu oTOupanu 3a -0,5 4 (mepen BBemeHHMEM NO3HI) H yepes 0,54, 14, 24, 3y,
4y, 64, 8y, lQ 4, 1249, 16 4, 24 4, 36 ¥ U 48 4 Hocie BBENEHUS MO3bIL. ITpoGrI
MOYM COOMpaIM W CMEWIMBATM B NEepUobl BpeMeHu Mexay (0-24) u u (24-48) u
nocjie BBEAEHMS NO3bl. PasnenbHele aHaMM3bl MIA3Mbl U MOYM Ha SIUIEPEHOH U €ro
HEaKTUBHYIO GOPMY C Pa3O0MKHYTBHIM JIAKTOHOBBIM KOJIBIIOM OBLIIM BBIIOJHEHBI B
Phoenix International Life Sciences, Ke6ex, Kanana. KoHueHTpaluio smiepeHoHa
U eT0 HEaKTMBHOI (OPMBI C PA30OMKHYTHIM JIAKTOHOBBIM KOJBIIOM B ILIa3M€ M MOUe
 ONpENeNSIM  MOCPEJCTBOM OGOCHOBAHHOM IUIS  JaHHOTO cly4yass MpoLEaypHl
BBICOKO3()(EKTUBHOIO  XHAKOCTHOrO  XpoMarorpaduposanus ("HPLC") Ha
VIIOMSIHYTYIO HEaKTHBHYIO (POpPMY C PasOMKHYTHLIM JIAKTOHOBBIM KOJIBLIOM. HiukHue
npenessl OOHApYXeHUS B Moue Kak JUIs SIUIEPEHOHA, TaK U ISl €ro HeaKTUBHOM
dopme coctapnsanu npuGMsuTenbHo 50 Hr/miu. IlonydeHHBIE cpexHue pPE3yIBTaThI
NPUBENEHBl B TMPEACTaBIeHHBIX Janee Tabmumax 26B, 26C, 26D u 26E. B
Tabnuue 26F nmnpuBeneH TIpaHYJIOMETPUYECKUII COCTAB TOHKOM3MEIBYEHHOIO

SIVIEPEHOHA B MHUKPOHAaX IS HECKOJbKUX InpemnapaTtoB, HMCIIOJIb30BaAHHBIX B 3TOM

Ipumepe.
Tabmuua 26B
Bpemst mocie KOHUEHTpalus SIUIepeHoHa B IuiasMe (HI/Ml)
BBEIECHUS NO3BI (4) Kancyna Tabnerka | Tabnerka | Tabnaerka | Tabierka
HBJIB HBJIB PBJIB2 4y | PBJIB4 4| PBJIB6y

-0,5 3,0 0 0 0 0
0,5 939,3 818,2 287,2 144,1 53,5
1,0 1335,8 1413,0 579,2 337,1 176,1
2,0 1560,7 1616,6 973,8 569,0 393,8
3,0 1426,8 1402,1 1111,5 718,3 555,1
4,0 1292,3 1130,2 1109,2 826,1 616,3
6,0 851,3 759,6 933,2 753,2 525,6
8,0 536,9 506,4 690,1 691,7 524,7
10,0 386,3 328,3 540,3 631,1 430,6
12,0 250,9 227,1 417,3 597,5 429.9
16,0 124,3 121,8 229,0 390,1 357,2
24,0 33,2 52,6 81,2 171,0 168,3
36,0 7,1 65 .| 17,2 29,4 39,8
48,0 11,8 6,5 6,6 11,4 12,6

HBJIB=c HeMeIJIeHHHIM BBICBOOOXICHHEM JIEKapCTBEHHOIO BEILIECCTBA;
PBJIB=c peryiupyeMbiM BbICBOOOXIEHHMEM JIEKAPCTBEHHOIO BELIECTBA B

TedeHue N 4.
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Tabauua 26C

DapMaKOKMHETHYECKMI ®apMaKOKMHETHYECKIE napaMeTphl 3IUIEPEHOHA B
rmapamerp Iia3Me

Kamncyna | Tabnerka | Tabnerka | Ta6nerka | Tabnetka

HBJIB* HBJIB | PBJIB2 vy |PBJIB44|PBJIB6y
AUC g_48) [(Hr/Mmim)y] 12042,69 | 12092,16 | 11949,27 | 13263,23 | 10663,00
AUC 1qc) [(ar/mMm)u] | 11944,77 | 11981,35 | 11706,29 | 13061,75 | 10588,93
AUC gy [(Hr/Mm)y] 11224,29 | 12188,89 | 12045,98 | 13402,55 | 10815,43
Crax (MKr/Mi) 1704,90 | 1668,76 | 1152,65 878,87 709,91
Cinax/AUC.Lqc) (471) 0,16 0,1,7 0,11 0,07 0,08
Trax (@) 1,84 1,34 3,34 4,56 7,55
Tip (@) 4,08 4,10 5,17 5,41 6,01
XU(g-24y (Mr) 1,82 1,98 1,81 1,57 1,47
XU(24-48) (Mr) 0,01 0,06 0,00 0,16 0,17
XUp-48) (M1) 1,83 2,04 1,81 1,73 1,64

HBJIB=c HeMeJIeHHBIM BBICBOGOXIEHHEM JIEKAPCTBEHHOTO BEII[ECTRA;

PBJIB=c perynupyeMbsIM BBHICBOGOXIEHHEM JIEKAPCTBEHHOTO BEINECTBA B

TeyeHue N 4.

Tabauwa 26D

Bpems nocie KoHuenTpanys ¢GopMbl SIUIEpeHOHA ¢ Pa30MKHYTHIM
JIJAKTOHOBBIM KOJIBLIOM B ILJIa3Me (HI/MJI
BBEIEHUS A03bI (4) Kancyna Tabnerka | Tabmerka | TaGmerka | Tabnerka
HBJIB HBJIB PBJIB 24y | PBJIB 44 | PBJIB 6 y
-0,5 0 0 0 0 0
0,5 46,5 39,2 9,7 2,9 0,0
1,0 65,4 68,1 24,5 13,3 3,9
2,0 71,1 78,7 43,8 22,9 14,3
3,0 65,0 66,1 47,1 29,5 21,4
4,0 57,5 54,2 47,2 39,3 22,4
6,0 42,3 39,7 46,8 35,5 21,8
8,0 23,8 25,8 33,3 33,4 25,4
10,0 19,5 14,4 26,5 30,2 18,2
12,0 10,6 7.8 20,5 29,0 18,7
16,0 3,9 3,2 10,2 16,4 14,6
24.0 0,0 1,2 1,7 4,9 4,3
36,0 0 0 0 0 1,0
48,0 0 0 0 0 0

HBJIB=c HeMeIeHHBIM BBHICBOGOXIEHHEM JIEKAPCTBEHHOIO BEIIECTBA,;

PBJIB=c perynupyeMbIM BBICBOGOXIEHHEM JIEKAPCTBEHHOTO BEIECTBA

TeueHue N 4.
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PapMaKOKITHETUIECKMI DapMaKOKMHETHUECKHE IapaMeTpbl GOPMHI 3IIEPEHOHA
rnmapamMeTp C PA3OMKHVYTEIM JIJAKTOHOBBIM KOJIBIIOM B ILTa3Me€
Kancyna | Tabnerka | Tabnetka | Ta6nerka | Ta6ineTka
HBJIB* HBJIB | PBJIB 24| PBJIB4 4y |PBJIB 6y
AUC g 45 [(ar/mm)u] 533,56 | 502,83 527,62 554,71 402,03
AUCo.Lqc) [(ar/mm)y] 504,91 475,75 489,86 495,61 356,94
Crnax (MKI/MIT) 66,73 81,81 51,16 44,26 32,59
Trnax (9) 1,89 1,67 4,34 4,79 7,67
XU(g-24) (mr) 5,94 6,43 6,81 6,42 4,83
XU (24.48) (MT) 0,16 0,32 0,25 0,70 0,74
XU(0_48) (MI‘) 6,10 6,75 7,06 7,12 5,56

HBJIB=c HeMeIIeHHBIM BEHICBOGOXIEHHMEM JIEKAPCTBEHHOTO BELIECTBA,
PBJIB=c

TeyeHue N 4.

PEryIUpYEMBIM BBICBODOXIIEHUEM JICKAPCTBCHHOI'O BELECTBA B

Tabnuma 26 F

3HaueHue D I'paHyTIOMETPUYECKHUI COCTAB TOHKOU3MEIBYEHHOIO 3IIIEPEHOHA,
MKM
Kamncyna c TabneTka ¢ HeMeIJIEHHBIM BLICBOOOXICHUEM
HEMEIEHHBIM JIEKApCTBEHHOTO BeIlleCTBa, Ta0JETKM ¢
BBICBOOOXXIEHUEM pETYyJIMPYEMBIM BBICBOOOXIEHHEM
JIEKapCTBEHHOI'O JIEKapCTBEHHOI'O BELECTBA B Te4YeHHE 2 4, 4 4
BEIECTBA 6y
Ds 2 3
Dig 3 5
D5 18 33
D75 39 63
Dgg 82 96
Dys 114 119

Ipumep 27: Uzyyenue apdekTa npueMa DULITH

st onpenenenus papMakOKMHETHUYECKHX NMpoduiIeil S1IepeHoHa B YCIOBUAX

npueMa ImnMIIM W TOJNIOJaHHsI, TakKKe I OIIpeAcNeHUs 663BpeIIHOCTI/I )51

MEPEHOCUMOCTH BIUIEPeHOHA OBLIO TIPOBEIEHO PaHIOMU3MPOBaHHOE

nepecekalolieecss MCCAeNOBaHHE C OTKPBITOM MapKupoBKoOil. BesBpemHoOCTh

OLICHHWBAJIM, OCHOBBIBasSICb Ha KOJWUYECTBE HETATHMBHBLIX SBJICHUM, I10KAa3aTessIxX
XU3HEHHO BaXHbIX QYHKUMNA M pesylbraTaX KIMHHYECKHX J1aGopaTOPHBIX
MCIIBITaHMiA. JIBEHANUATh 3MOPOBHIX MYXUYMH HPOM3BOJNBHO DPasieisUld Ha TIPYIIIbI
Wi npueMa paszoBod 100 Mr go3bl smiepeHoHa Ha 1 JeHb U 8 JIeHb B CJIELYIOLIMX
ycrnoBusax (i) BO BpeMs rojomaHus aubo (ii) cpasy Xe mocie 3aBTpakKa ¢ BBHICOKUM
CONECPXKaHUEM 3KHPOB. YIOMSHYTHIM CyOBEKTaM II€pOPaJbHO BBOOMJIM Pa30OBYIO

100 Mr mo3sy smiepeHoHa B dopme Kamcynsl, onucadHHoii B IIpumepe 7, BMecTe ¢
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(200-240) M1 Bombel B 08.00u Ha 11eHp M 8 [cHb. CyOBeKThbl, IPOU3BOJBHO
BBIICJICHHBIC B TPYINIYy JJld NpUeMa 3aBTPakKa € BBICOKMM COHEPXAHHEM XHUPOB,
JOJDKHBI ObUIM CBECTH BCIO efly 3a 20 MUH 1O BBEJEHHS JIEKApCTBEHHOTO CPELCTBA.
Ena ¢ BEICOKMM comepXaHHeM XHpOB BKJIIOYAIA npubnusurensHo 33 r Genka, 751
Xupa, 58 r yrmeBogopomoB u 1000 xanopwmit. ITpo6s KpoBu or6upanu 3a -0,5y
(mepen BBenEHMEM H03bI) U yepe3 0,54, 1 4, 2 4, 3 4, 4 4,64,84, 124, 16 4, 24 y,
28 4, 324, 48 4 1 72 4y mocye BBEACHUS JO3BI, U aHAJIM3UPOBAIM ISl onpenesieHUsd
KOHLICHTpaluy SIUIEPEHOHA M €ro ()OPMEI C Pa30OMKHYTHIM JIAKTOHOBEIM KOJIBIIOM.
KiMHuYecKr 3HaYMMble M3MEHEHHMs IIOKA3aTelell KU3HEHHO BAKHBIX byHKLMiH

O Pe3ynLTaToB OOBEKTMBHOIO OGCIENOBaHHS OTCYTCTBOBANM. Bce HeraTHBHBIE
SIBJICHUST HMMEJIM HE3HAaYUTCIbHYIO CTeNeHb TOXKecTH. CpeoHHUE pPe3yabTaThl
NPEICTAaBIEHBI B NIPUBENCHHBIX nanee Tabauuax 27A u 27B.

Tabnuua 27A

Bpems mocie KoH1leHTpaius B 1utasMe (HI/Mi)
BBEACHUS HO3BI Tl'onomanue 3aBTpaK ¢ BHICOKUM
(¥) CoiepXXaHHEM XHMPOB
SruiepeHoH dopma BrepeHoH dopma
3IUIEPEHOHA C BIUVIEPEHOHA C
Pa30MKHYTEIM Pa3’OMKHYTBIM
JIAKTOHOBBIM JIAKTOHOBBIM
KOJIBLIOM KOJIBLIOM
-0,5 0 0 0 0
0,5 1010,500 69,163 71,225 2,300
1,0 1562,667 91,208 366,192 17,392
2,0 1393,333 70,600 712,250 36,964
3,0 1174,417 58,833 1038,167 56,742
4,0 955,167 45,042 1239,750 66,817
6,0 586,583 31,773 946,000 51,675
8,0 387,583 18,708 672,833 30,950
12,0 150,850 5,519 282,250 12,708
16,0 68,783 0 130,467 2,540
24,0 17,667 0 39,008 0
28,0 7,617 0 21,733 0
32,0 3,283 0 7,508 0
48,0 0 0 1,908 0
72,0 0 0 0 0
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Ta6muma 27B
dapmako- 3HayeHue HapMaKOKHMHETHYECKUX MAapaMeTPOB B IUIa3Me
KUHETUYECKUIA Tlononanue 3aBTpaK ¢ BBLICOKHM
napameTp . COIECPXKaHUEM XHPOB
D1IepeHOH dopma DIUIepeHOH ®dopma
SIUICPEHOHA C SIUICPCHOHA C
Pa30MKHYTBIM Pa30OMKHYTBIM
JIJAKTOHOBEIM JTAKTOHOBBLIM
KOJBEHOM KOJAbLIOM
AUCg.96) 9202,063 430,624 10171,631 470,137
[(er/Mm)y]
Crax (MKT/MI) | 1634,167 100,158 1334,333 73,858
Tiax (9) 1,292 3,076 3,750 3,198
Ty (@) 3,369 3,750 3,71 1,125

IToepanue 3aBTpaka ¢ BHICOKMM COIEPXKAHHEM KHUPOB BHI3BIBAIO (KaK B CIydae
SIUVIEPEHOHA, TaK M €ro ()OpPMBI C Pa3OMKHYTHIM JIAKTOHOBBLIM KOJIBLIOM) CHUXXEHUE
Cmax M BospacTaHue Tp,,,, HO OKa3blBAI0O MHUHMMAJIbHOE JHM60 BOOOIIE He
OKaspiBaJio Bo3fecTBUST Ha AUCq.g¢ U Ty /. IlonydeHHBIE pe3ynbTaThl YKas3bIBAIOT
Ha TO, YTO MHIIA C BBICOKMM CONEPXAHUEM XUPOB OKa3biBa€T MHHHMAIBHOE
BO3IEHCTBHE Ha CTElEHb abCOpPOMpOBaHMS SIUVIEPEHOHA, ONHAKO OHA CHMXAET
CKOpPOCTh ero abcopOupoBaHMsa. COOTBETCTBEHHO, BBEICHHE SIUIEPEHOHA MOXKHO
NIPOU3BOIUTE O€3 y4eTa BpEMEHHM IpUeMa ITHIIM, IOCKOJIbKY BIMSHUE MUILU UMeEeT
MHHIMAJIbHOE KITMHUYECKOE 3HAYEHHE.

IMpumep 28: UccnenoBaHue MHOTOKPATHOIO TMPUEMa JIeKApCTBEHHOIO CPEeNCTBA

IlepeHOCMMOCTE MHOTOKPATHBIX TIEPOPANBHBIX H03 U  (hapMaKOKHMHETUKY
HECKOJIPKMX JI03 JIUIEPEHOHA ONPEIE/SUIA ITOCPEACTBOM IIPOBENEHUS IBOITHOIO
CJIENIOr0, PaHIOMU3UPOBAHHOIO, IUIAlE60-KOHTPOJIMPYEMOIO, I1OCJIEI0BATENLHOIO
TPYIIIOBOrO aHalM3a C BO3pacTalolleil IepopalbHOM 030 Ha 40 3MOpOBBIX
MYyX4YHHaxX (IIATh TPYNI 10 BOCEMb YEJIOBEK). DKCIIEPUMEHTANBHOE JIEKAPCTBEHHOE
CPEACTBO BBOIMIM TpeMs IOCHEIOBATCJbHBIMU TIPYIIIIOBBIMM JO3aMH, IIPUYEM
KaXxnasl rpyrmna BKJIKOYaja 3IUIEPEHOH, CIMPOHOJIAKTOH U IuiaueGo. B mepsblil AeHD
Obuta BBemeHa pasoBasg 100 mr (omHa 100 mr gosa), 300 mr (tpu 100 Mr Kancysbl)
wm 1000 mr (nate 200 Mr  kamcysn) go3a  siulepeHoHa, 1000 Mr  mosa
CIIMPOHONaKTOHa Wix Iutauebo. VYnomsiHytele 100 Mr w200 Mr  Karcyisl
COOTBETCTBOBAJIM KaIlCyJiaM, OIIMCAaHWE KOTOPHIX ObuIO mpuBeacHO B IIpumepax 7 u
8, coorsercTBeHHO. Ilocne 48 y uHTEpBana, SKCHEPUMEHTAJIBHOE JIEKAPCTBEHHOE
CPCACTBO BBOIWJIM OHMH pa3 B J€Hb B TeucHHMe 11 mHe#H. AHTHAIBIOCTEPOHOBYIO

aKTUBHOCTL OIIPENENSNIM Mocie BBeleHUS GIyapoKOpTH3oHA Ha 12 meHb M 13 neHs.
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DapMaKOKMHETHYECKHE NaHHBIE HO IUIa3Me MPUBEIAECHEI B IIPEACTABICHHOI Hajee
Taomuie 28:

Ta6muma 28
Hoza 3HavyeHye GhapMaKOKMHETHYECKUX ITAPAMETPOB
SIUIEpEHOHA D1iepeHoH ®opMa 3IUIEpEHOHA C
DPa30OMKHYTBIM JIAKTOHOBBIM
KOJIBLIOM
®apmaxo- PasoBas noza | Muoropasosasi | Pasoas moza | MHoropa3sosas
KAHETUYECKUHA Jo3a Jo3a
napameTp
100 Mr nosa
AUC(g.96) : 11349 11772 613 663
[(Hr/Mim)4]
Chnax (MKT/M) 1747 1904 108 129
Trnax (9 1,8 1,1 1,7 0,7
Ty (9) 3,9 4,0 3,5 3,3
300 Mr mo3a
AUCg.96) 23890 26514 1844 2200
[(Hr/Mm)4] , )
Cnax (MKT/MIT) 3227 3582 292 364
Tmax (%) 2,4 1,8 1,6 1,3
Tip @ 4,6 4,6 3,0 3,5
1000 Mr go3a
AUC(q.96) 62053 63249 5912 6310
[(Hr/Mm)4]
Chnax (MKr/MIT) 6685 7394 782 830
Tiax (9) ‘ 2,0 1,4 1,7 1,3
Ti2 (W) 8,7 6,2 3,7 4,8

KoHIleHTpaliy 3IUIepeHOHa B IUIa3Me OGHApYXMBAIHUCh 4epe3 24 4 Iocie
BBCACHUSA BO BCEX SKCIICPUMEHTANBHBIX Ipynnax. KoHIEeHTpaluy 3IIepeHOHa B
nnasMe M CpelHue 3HadyeHMs Iuiolany mox Kpusoit (AUC), mnpuBeneHHBIE B
COOTBETCTBME C JIO30HM, IIOCAE€ Pa3oBOro JMOG0 MHOTOpPa30BOIO BBEICHUS
9KCHEPUMEHTATIBHOIO  JICKADCTBEHHOIO CPEACTBAa YKAa3biBAlOT Ha OTCYTCTBHE
AO03032BMCUMOM  IPONOPUMOHAJIBHOCTM B  aAMamasoHe  (100-1000) Mr  mos.
Pesyinbrarhl, mojydeHHbie 111 (GOPMBI SIUIEPEHOHA € Pa3OMKHYTHIM JIAKTOHOBBIM
KOJIbLIOM, COOTBETCTBOBAIM JO303aBUCUMOM NMPONOPUMOHAIBHOCTH ITOCTE PA30BOIO
WIN MHOTOpPAa30BOTO BBEACHUS 3KCIIEPUMEHTAIBHOIO JIEKAPCTBEHHOI'O CpeicTBa. B
LEJIOM, CYLICCTBEHHOro JIM0O CBA3AHHOIO C HO30M HAaKOIUIEHMS SIUIEPEHOHA WIK
ero popMEBI C Pa3OMKHYTHIM JIAKTOHOBLIM KOJIBLIOM HE HaGJIOAAIOCH.

Brimenenue obmero sSruiepeHoHa (T.e. 3IUIEPEHOHAa M €ro  (GOPMBI  C

Pa3OMKHYTBIM JTAKTOHOBBLIM KOJII:I_IOM) C MOYOM COCTaBJSLIO HpI/I6JIl/IBI/ITCJIbH0 5%
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HO3BI JJIst BCEX BBEAEHHBIX H03. OOLUMIT SIUIEPEHOH TOYTH MOJHOCTHIO BBUIEJISICA C
MOYO B TepBbIe 24 4 Iocie BBEACHMS O3Bl DIUIEPEHOH 3HAYMTENBHO ITOBBIMIAT
logjo cooTHomeHME HaTpusi/Kanusi B Moye B mo3ax oT 100 mr mo 1000 Mr mocie
pasoBoro BpeAeHUsA. OIHAKO TOCTOSHHOTO YBEMWYCHHMS log;y COOTHOILLEHMS
HaTpusi/KalMsg B MOYe IIOCJI€ MHOIOpPa3’oBOTO BBENCHMS OSIUIEPEHOHA M
CIIMPOHOJIAKTOHAa He Hab/omanock. Ilocie BBeJeHMS pPa3OBBIX 103 3IUIEPEHOHA
SHAYUTEIBLHOTO M3MCHEHMS KOHIEHTpAaUMH HATpUS W Kajlusd B CBHIBOPOTKE He
HaOJII0ANIOCh, OMHAKO IIOCIE€ MHOIOpPa3’OBOTO BBENEHMsI HabGIIONATOCH BPEMEHHOE
CHUXXCHME KOHLCHTpalMM HaTpUs Y BO3pacTaHWE KOHHEHTPALUU Kaius.
DIUIEPEHOH  BEI3BIBAT JI0303aBHCHMOE YBEJIMYCHHE CPEJHUX YPOBHEHl peHUHA
(akTMBHOTO ¥ O6LIETO) B IUIA3Me U YPOBHEH allbIOCTEPOHA B CHIBOPOTKE, OHAKO HE
OKa3bIBaJI IOCTOSSHHOI'O, IPOJIOHIMPOBAHHOIO JIMOO J0303aBUCHMOIO BO3ICIHCTBHS
Ha OOJIbIIIMHCTBO MOJOBBIX TOPMOHOB U NPOGUIM THPEOTPOIIMHA.

IIpumep 29: AHanu3 NeYeHUd TUIIEPTEH3UU

BesppenHocth ¥ 3(GdEKTUBHOCTE psfa HO3 OSIVIEPEHOHA IIPU  JIeYeHHM
TUIIEPTEH3UM OTHOCUTENIBHO ILIAlEef0 OLCHMBAIM ITOCPENCTBOM IIPOBENCHUS
MHOTOLICHTPOBOTO,  PaHIOMHU3HUPOBAHHOIO,  IOBOMHOrO  CJIENOro,  IUIaLe6o-
KOHTPOJIUPYEMOrO, MapaUIeJIbHOIO TIPYIINIOBOrO HcciaemoBaHusl. CIMPOHOIAKTOH
(50 Mr, noBaxnmel B OEeHB) ObUI BKJIIOYEH B KayecTBE AKTHMBHOIO 3TATOHHOIO
JEKapCcTBEHHOro cpenctBa. YeTbIpecta CeMBIECAT IIAIMEHTOB IIPOM3BOJILHO
pa3fensyii Ha BOCEMb I'DYIII, KOTOpPhie Mojaydanu ciaenyioliee: (i) miane6o, NBaKIbI
B JeHb; (ii) smiaepeHoH, 50 Mr, yeThipe pasa B JAeHb; (iii) sruiepeHon, 100 mr,
4eThIpe pas3a B JeHb, (iv) smiepeHoH, 400 Mr, YeThipe pasa B J€Hb; (V) SIUIEPEHOH,
25 mr, mBa pasa B JeHb; (Vi) siutepeHoH, 50 Mr, JBa pasa B J€Hb; (Vii) SIIepeHOH,
200 mr, nmBa pasa B HeHb; u (viil) crMpoHoiakToH, 50 Mr, gBa pasa B AEHb.
OcHoBHOIl nepeMeHHOU 3(hEXTUBHOCTH OBJIO HM3MEHEHHE JIHACTOIHYECKOTO
KPOBSIHOTO HaBICHUA B MaHxeTKe (ADBP; B nmomoxeHuu cuns), usMmepsslieecd 10
KOHEYHBbIM YPOBHSIM B IIIasMe IIOCJIE BOCBMU HeENENb ABOHHOMI ciienoil o6paboTKu.
BropocTeneHHEIMU M3MEPSABUIMMUCH IEPEMEHHBIMU ObUIM M3MEHEHHE KOHEYHOTO
CHUCTOJIMYECKOrO KpOBsiHOro napiieHHs (ASBP; B monoxeHuM cuis), HW3MEHEHUE
cpeaHero 24 4 JMacTONMYecKoro KpoBsiHoro pnapieHus (ADBP) u usMeHeHue
cpenHero 24 4 CUCTOJNMYECKOro KpoBaHoro maireHusi (ASBP). OcHoBHBIE H
BTODOCTENIEHHBIC MEPEMEHHBIE aHAIM3UPOBANM MU CPaBHEHHUS CXeM IpUeMa

JIEKapCTBEHHOTO CPelCTBAa (4Ba pa3a B AEHb/YETHIPE pa3a B JIEHb) IT0 KaXIOH IpyIIe
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403 SMUICPEHOHA, a TAKKe I CPAaBHEHMs ISIUIEPEHOHA W CIIMPOHOMAKTOHA C
nnaueso. HsMmeHeHUA ypoBHell peHMHa B IDIasMe M IBIOCTCPOHA B CHIBOPOTKE
NOCIC BOCBMU HERCIE JICUCHHA TaKKe IOOBEPTATHCE aHATM3Y KaK BTOPOCTENEHHbIE
KPHUTCPUM 3P PEKTUBHOCTH.

IMocne BOCEMM Hememb JNeyeHMS Bce HO3Bl 3MJIEpEeHOHA CHU3WINM, IIO
CPaBHEHHIO ¢ ILTale00, QMACTONUYCCKOE M CHCTONMYECKOE TABICLME B MAHKETKe.
[Ipu Oomee BBICOXMX mo3ax JILUICPEHOMa HAaOMOJATOChL GONbLIeE CHIDKEHMe
AHACTOITHYECKOTO M CHCTONIMYECKOTO KPOBAHOIC HaBICHUSI. B obuieM, IipH 06eHX
CXEMaX NMpUeMa JIEKADCTBEHHOrO CPENCTBA (USTHIpE pasa B JeHb/OBa pasa B OEHb)
HabMONaIoCh 9KBHBATEHTHOE CHIDKCHUE YPOBHEH KpOgsaHoro nasieHus. IIpu
IBYKpaTHOM CXeMe IIpHeMa JIeKapCTBEHHOTO CpeICTRa, OLHAKO, HadbNIOAAIAChH
TEHNSHIS K SombrieMy cHinxeHHI0. IOMOGHEIC Xe M3MEHEHUS Habmonanucs U B
KOHEYHEIX 24 ¥ aMOyIaTOPHbIX YPOBMAX KpoBAHOro gaBineHus. B xone ripopeneHus
MCCACAOBAHNUAT  CPENHHME OTKNOHEHWHs YacTOThl CePHEeTHBIX COKpalluCHMi oOT
HMCXOOHOTO YPOBHA OBUIM MMHEMANLHBIMI BO BCEX SKCIIEpUMEHTANBHEIX IPYIIIaX,
npuyeM HauGoNbIIee CPENMEC YBCIMYCHWE U CHYDKCHHME YacTOTHl CepHevHbIX
COKpallleHUH COCTaBRAIO +2 yaapa/MuH 1 -1,8 ymapa/mun, coorBercrsenHo. B
COOTBETCTBHH C @HTATOHHUCTHYCCKUM BO3JICH.CTBPICM HA peuen’ropLI a.mocrepOHa
HABTIOIATOCH BO3pacTaHWE YPOBMA aNkIOCTEPOHA Kaxk B SKCTIEpUMEHTANBHON
TpYTINE, MOy4aBIIeld OSIVIEPEHOH, TaX U B SKCIIEPHMEHTAJILHON  [pYIIIE,
ITONTyYaBLIe _ CIIHPOHOJNAKTOM (IO CPaBHEHMIO C SKCNEPUMEHTANBHON TIPYIIIION,
[TONy4yapIIelr IUIale6o), a TaxKe VBeIMYCHUE YPOBHEH xak obwero, TtaKk u
aAKTHUBHOTO PECHMHA. BCSBpCJIHOCTI: OLICHHBaIH NOYTEM CPaBHCHUSL KOJ‘II/[‘{CCI‘B&
HETATUBHBIX ABNEHMA, CUMIITOMOB IIPH BOIXEPNAHNM, PE3YNBTATOB QHANH3a MOYH,
Pe3ynpTaTOB NaboparopHBIX TEMAaTONOTHYECCKHX U 6Hoxmmt1ecm YICCeI0OBaHUN
3KcneppmreHTaJIr>Hoﬁ [PYTIIEL C TPYIIION, ITOJIyYaBiIeit miaue6o.

Bo Bcex aKCIIepHMEHTATLHBIX Tpynnax, IOTyYaBlUMX IIUICPEHOY, Habmogaioch
HeOoBIIOe, OOHAKO YCTOWYMBOE YBRIHYCHHC YPOBHA KanNusd M CHHIKEHUE YPOBHSI
HaTpHd. B 3KCIepUMeHTaNBHLIX TpynIax, IIONYyYaBIHMX 3ILICPEMOH, HabmlOoZaToCh
}r_sc.ﬁmcuma a3oTa MOYEBWHE! KPOBH, YpOBHEN MOYeBOil KHCITOTHL ¥ cHWXeHue pH
MOYH, IIO CpaBHEHHIO C OKCIICPUMEHTATBHOM TIPYNION, NoNy4asilei mnane6o.
Kaxzast us cxeM mpuema SILICPCHOHA TAalMeHTaMM MEePeHOCHIACE XOpOLLO.
OTpuLAaTenbHEIX [MOGOYHEIX — ABICHUIR npr mose 1000 Mr, waxcuamaTpHON
EBOOMEBLOEVCA J03€, HE HAOIIOOAIOCH.
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KomkpeTHrie apMaueBTHYECKME  KOMITO3HLIN KaOKIOH  3IUTepeHOHOBOMK
Kancynms! mpuseneHsl B Ilpumepax 5, 6, 7 u 8. B kagecrtse riaue6o 6niia
UCMOTE30BaHA TPANMUHMOHHAA KallCyna, CONCPXKAlUas MaKTo3y. CHnHpOHOIAKTOH,
UCIIONME30BAHHEIN TIPH NPOBENCHHMH YIIOMAHYTOTO UCCIGAOBAHUS, GbL NOMYYeH OT
KoMmaHuK Searle Canada (Oakville, Onrapuo).

Cpennuie pesymbpTaTHl, [OONYYeHHBIE Ha MalMeHTaX, VYacTBOBABLWX B
YIOMSIHYTOM HCCIICNOBAMMM, UPENCTABNCHB! B NPUBEASHHEIX fatee Tabmume 29A i
Tabmuue 29B.

TaGma 29A

JleyeGHas cxema OcHorgast BropocreneHure nepemeHHEIC
repeMeHHas 3¢ deXTHBHOCTH
sddexTuprocTy: | Mamererne | Cpenmee Cpensee
HU3MEHEHHE KOHEYHOTO 24y 24y
KOHEYHOro CHCTONMNYEC- | U3MEHEHME | M3MEHEeHUe
DHacTOMMYECKO- | KOTO KPpOBS- | HMACTOMIYE | CHCTOMMYEC
FO  XPOBSIHOIO | HOTO JaBjie- | C-KOro -Xoro
DarIeHud B| HM B MaH- | KPOBSI-HOIO | KDOBSI-HOI'O
MaHXeTKe KeTKe mapne-gud | xasne-Husd
(ADBP) (MM | (ASBP) (MM | (ADBP) (Mm | (ASBP) (v
PT.CT., B HOJO- | PT.CT., B | PT.CcT.) PT.CT.)
XKeHUM CHIS) TIONOXEHUU

CUIS)

ITranebo ~-1,0 2,0 0,6 0,0

IriepeHoH, 50 MrT, -4 4 -4,6 -4.6 -7,1

YeTLIpEe pasa B JAeHb

Smneperod, 100 mr, -4,5 -8,0 -6,1 -9.7

YETBIPE pa3a B AEHb

Smneperon, 400 mr, -8,9 -14,1 -7,6 -13,0

4YETBIPE pasa B AeHb

OmnepeHod, 25 Mr, -4.,5 -8,9 -3,9 -7,4

IBa pasa B OEHR

BnepeHon, 50 Mr, -7,8 -11,8 -7,2 -12,6

nBa pasa B JeHb

Jrnepenon, 200 Mr, -9,4 -15,9 -93 -15,9

IOBa pasd B AEeHb

CroqpoHoTakToH, -9,5 -17,6 -8,9 -15,7

50 mr, nBa pasza B

TeHb

CpenHee CHIDKEHHE TMACTONHYECKOTO KPOBSIHOTO HABNEHUS IPUOIUUTENLHO
5% wiym Ooinbllle, HaOMOHANOCh B TeYeHMUE npudnusurensio (12-24) 4 nocie

BESICHHMA YHIOMAHYTOI'C IKCIEPUMEHTANRLIIOIO JIEKAPCTBEHHOTO cpercraa.
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Tabxuua 29B
Jleyebnag cxema YpoBeHs axTHBHOrO Yposens anniocTepoHa B
PEHMHA B f1asMe: cpenHee CRIBODOTKE: CpEeIHEE
OTKIOHEHNE OT UCXOXHOIO | OTKIIOHEHHME OT MCXOIHOTO
- yposHst (MEn/i) YPOBHA (Hr/mr)
ILrane6o 2,2 1,0
SrnepeHox, 50 M, 2,9 6,0
YeTEIPE pasa B JEHb
OrIepexoH, 100 wr, 13,9 10,5
YETRIPE pasa B AEHL
Snnepexoy, 400 wmr, 21,2 19,2
YeTHIpe pasa B NeHb :
JIUIEpeHOH, 25 MT, I[Ba 1,2 7,3
pasza B JeHb
SmepeHoH, 50 Mr, xsa 15,0 10,0
pasa B IEHb :
JiutepeHoH, 200 Mr, OBa 32,0 32,8
pasa B IeHb :
CnupoHonaktod, 50 Mr, 13,3 19,2
IBa paza B ACHb -

CpenHee yBeMyeHme KOBLCHTpaliM PEHUHA B ILTA3Me Tpubruaurensro 10%
WK OOsbIe, HAOMIONANOCh B TEYESHME pubansuTensao (12-24) ¢ noce BBemeHUS
YIOMAHYTOTO  3KCIePMMEHTATEHOIO JCKapCTBEHHOIO  cpencrsa.  CpefHee
YBE-UMYCHME KOHUCHTPALUMY QTHIOCTEPOHA B TUIA3MEe IPUGIUIUTENbHO SO%
Oonblile, HAOGMIOAANOCH B TeyeHMe npnfimsmcnmo (12-24) ¥ rmocne BBemenus
YVIIOMAHYTOTO 3KCIIEPHMEHTAILHOTO ncxapc*nacnﬁoro CPEACTRA.

[Npumep 30: Dddexr gasﬁcga-qaemg BIIEDEHOHA

Iddexkr  pasmepa JaCTHLU HCXOMHOro MaTrepuana, SIUIEPEHOHA,
VICIIONB3OBABIUICTOCS B  (hapMaNeBTHYECKO KOMIIOSHIMW, Ha KOHUEHTPAlLHIO
SGIUICPEHOHA B IUIa3M€ M  OTHOCHTEIHHYIO OHONOTMYECKYIO  AOCTYIIHOCTS,
VCCTIENOBATH  Ha cobakax. YeThIpeM 3HOPOBEIM KOPOTKOHOIHM TOHYMM-CAMKaM
Maccoi or 8 KT 10 12 KT BHYTPICKENYLOMHO BBOMMIIN OLHY KAaIICYITy C HEMEIEHHbIM
BrIcBOGOXImeHHeM (IR) JekapcreemHOro BEUIECTBA, B XOTOPOM HaXoAWIach
JeKapcTBEHHAA ¢GopMa, ONMCaHWe KOTOpoif TIpHBENCHO B IIPENCTaBISHHON majee
Ta6me 304, zatem 10 M1 BomsL.
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Tabmuua 30A

Warpensenr MaccoBsiit % or | Konuuectso (mr)
MACCEI TabneTxu

SMIEpeHoH 50,00 200,00
JTakrosza, Fast-FloT™ ‘ 36,95 147,80
BoJHBUZ pacTBOP MUKPOKPHMCTAIAYECKOMN 7,25 29,00
ue/Uuono3n (Avicel® PH102)
Jaypuncynedar varpus 0,50 2,00
KpockapuMesnnosa Hatpus 2,00 8,00
Tanek 2,50 10,00
Konnowaspl# IUOKCHA KpEMHUS 0,50 2,00
“Creapar Mardus 0,30 1,20
Hroro 100,00 400,00
Karncynri, pasmep Ne 0, Momouno-6emoro 1 xancyna
_uBera

3a (15-20) ¥ no BBeAeHUS YIIOMSIHYTOMN KalCylIsl cO0aK Npexpallfany KOPMUTE;
Jnocne BECACHHA HO3Bl JIEKADCTBEHHOIO CPENCTBA OHYM He IOMYYaIy KOpMa KaK
kMHHI/IMYM B TeuyeHHe 4 y. 'l'Ip06m KpOBU (NIpUGIUIUTENBHO 3 M) orbupaiu
BEHOITYHKIIMEN B OXIaXNeHHEIE NPOOHPKH C remapyHoM depes 09, 0,5y, 1y, 24,
34,44, 64, 84U 249 1I0CTe BBENEHWT JO3EL OrobpanHsie poGr KpoBK cpasy
Xe MOMeMANH Ha Je. ITnasMy oT GOpMEHHEIX 3/IeMeHTOB OTHEJLANN [TOCPEACTBOM
npubnusurenpHo 15 MuH UeHTpHYrupoBaHusd. IlomyueHHEIE o0pasuel  [IA3MBI
3aMOPAXKMBANK  TIpH TEMIICpaType IPUOMUIUTENBHO -20°C M XpaHWIM [0
TPOBENEHUA  AHATHIA, Awamus OCYIUECTBILIIK ~ TIOCPEACTBOM  XMIAKOCTHOLO
xpoma'r'orpacbnpOBaHm/Macc-cnempome'rpnn/macc-cnempocxorn»m.

ITO HCCHeNOBaHHE IIPOBONMAM Ha TeX XKE YETBIPEX cobakax m1a Tpex
NeKaPCTBEHHEIX HOPM, KOTOPHIE PasIMYaIUCh JIHIID PasMEpOM YacTHU HMCXOZHOIO
Marepuana (3mnepeHona). B Tpex SKCIIEPHMEHTANBHBIX JIEKADCTBEHHEIX (bopMax
plcnoﬁssoBaim HCXOMHEIN MaTepuan (3IUICPeHOH), MMCIOUIK pasMep yactuy Dygg
(T.e. pasMep Kax MuHUMYM 90% YacTHL) MeHee YeM IIPUGIHIUTeILHO 212 MKM,
MEHEe 4eM INpHOMMSHTENLHO 86 MKM ¥ MeHee e DPUOAU3UTENEHO 36 MKM,
COOTBETCTBEHHO. Bpemenuwe xaxmoit YIOMAHYTOX  JICKAPCTBEHHOH  hopMEBI
OCYIUECTBILATH C XaK MUHMMYM IIATHHENENBHEIM IIPOMEXYTOYHEIM TIEpHOIOM,
perHa3Ha4YeHHBIM Jis)o ¢ BEIMBIBaHHA (BBIBEACHUST) HpenecTBy e
IeKapCTBEHHON $OPMEI U3 opranuaMa. CHENCTBHEM CHYKEHUS pasMepa yactHi Dgg
HCXOQHOIO MaTepHala (3IUICPEHOHA) OT HPUGIU3UTENBHO 212 MKM IO MeHee geM
npubmusuTenpdo 86 MkM  Bruto  moytn  100% YBEMUYEHUE OTHOCHUTEIBHOM
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Guonormyeckost MOCTYIHOCTH. CpeqHHe pe3yNbTaTH PEACTABNEHE! B NpUBENEHHBIX
nganee TaGnuuax 30B u 30C.
Tadnuua 308

Bpema (v) KoHUCHTpallA 3IIePEeHOHA B CBIBODOTKE KDOBH (MKI/M)
Dgn=212 MiM D90=86 MM Dgn=36 MXM
0 0 0 0
0,5 1,33 3,65 1,99
1,0 2,40 6,18 5,86
2,0 3,77 6,89 6,77
3,0 2,85 5,70 6,60
4,0 2,61 4,39 5,56
6,0 1,63 3,11 3,31
8,0 1,10 1,90 2,09
24.0 0,0252 0,032 : 0,0706

Tabmuua 30C

QapMaKOKWHETHYECKUNA 3uayeHue HapMAKOKMHETHYECKOTO TapaMeTpa
IIapaMeTp Dgg=212 MM | Dgp=86 MxM Dogg=36 MKM
Cax (MXT/MN) 3,98 7,02 7,39
Tinax (9) : 1,50 1,75 2,25
AUC [(mxr/Mm)y] 26,6 49,2 53,1
OTHocuTensHAs OHOMOrHYecKast 53,25 100 107,9
IOCTYITHOCTE (%)

Onpenenerus
YroMsHVIBIA TepMUH "HocHUTEN:" 06GO03HAYAET MaTepual, BKIIOUEHHLI! B

COCTELB‘ $apManeBTHICCKON KOMUO3MUMM IULS NPMAZHHS TIOCHEHEY, OMPeaeNeHHBIX
XeNaTe;IbHBIX CBOMCTB. Hanpumep, B cayuae TabmeTKW, HOCHTENDL MOXeT
HoBABNATECS [N 3aMe[UICHUS CKOPOCTH DACTBOPEHMUS, MACKMPOBKM ILTOXOTO BKYyca
Anbo ynyqiieHus BHENTHETo BUAA TabNeTKH.

YroMTHYTEA TepMHE "Matpuna' 6o "MaTpHUHA2d CcHCTeMa" o6o3HayaeT
KOMOHBAUMIO BCEX HOCHTENCH NaMHOM JEKAPCTEEHHOM (GOpMEL, B KOTODYIO
BKITIOYAETCS aKTHBHOE JIEKapCTBEHHOE CPEeNCTEO.

YnomaHyTEIH  TepMuH "AUC(g4p)" 06GO3HAYAET IUTOMIANb OA  KPHBOI
3aBUCHMOCTA "KOHICHTpanmMs B IUIasMe-BpeMa” oT t=0 1qo t=48 B emumHumax
[(HI/MI)Y], OIpedeneHHYIO ¢ IOMOIIBI0 THHEHHOR BOPMYILL Tpalleuii.

Yoomsuyrstk  TepMub  "AUC(. qc)" ©B0sHawaeT IUTOWAND IOX KpUBOML

32BHCMMOCTH "KOHUCHTpauUMs B TMasMe-BpeMs” or t=0 o mociequeit
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konmccmcm{o onpenengeMolt xorueHtpauun ("LQC") B emmmuuax [(ar/Mm)u],
OIPENETICHHYIO C ITOMOLIBIO POPMYJ/IBI TpaIeIHiL.

YroMmanyteit TepMMH "Cha" 06o3HavaeT MaxcCHMMaJIbHYIO HabmonaeMylo
KOHUEHTPAlHIO.

YoM Hy T TﬁpMIrﬂ-I. "Tmax" 0OO3HaYaeT BpeMsd, Ha KoTopoe IIPUXOAUTCS
Cruax-

YmoMauyTsii TepMun "Ty ;" 0603HAYaET KOHEUHEIA IIEPHIOA YIONYBLIBENCHMA, B
CIMHINIAX BpeMEHH, OMPEIe/ICHHLIH IIOCPEACTBOM IIPOCTOM PErPECCHM IaBUCHMOCTH
MEXIYy HaTypanbHOM norapudmmyeckoni (log (In)) xoHIeHTpanuet u BpeMEHEM Ans
JaCTHRDS SHaYeHHH Ha "3aBepinaromrell dase" Kpupoit "KOHIEHTPAUUI-BpeEMT . T2
BRIYMCANY Kak -In(2)/(-B).

YmoMaHyTsIH TepMuUH "AUC().w)" BhIMMCISETCH Kak AUC.1 oo+ LQC/(-B),
rae LQC — pocnegHsa KOIMYSCTBEHHO OIlpefendeMasd KOHUEHTpauus B nnazme,
B — HaKIOH U3 BeryUCTeHus Ty,. .

YTIOMAHYTHIN TePMUH "Cmax/AUC(o_LQc)" obo3Havaet CKOPOCTh
abcopOripoBaHuA. "

VIOMAHYTRIA TepMUHK "XU(O-,)" obo3HauaeT OOINEE KONHYECTBO 3IUIEPEHOHA
(m16o HeakTHBHON Gopmbl SIUIEPEHONAa C Pa3OMKHYTHIM JIAKTOHOBBIM KOJBIOM) B
MOYE B TE€YEHME KAXAOIO MepHona 0T60pa npo6 ((0-24) 4, (24-48) v u (0-48) 1),
BLIYHCIEHHOE KaK KOHIEHTPALUs JEKApPCTBEHHOIO CPENCTBA B MOYE, YMHOXEHHAsT
Ha 00BeM MOYH. )

YrooMauyTet tepmue "MRT" o6o3mayaer CPEIHEe BpEMS CYILUECTBOBAHMA,
BEITHCJIEHHOC KaK IUIoliadk JION MOMEHTHOR KPUBOIL (AUMC g.96), DesleHHAS HA
AUCg.96))- : |

YIIOMEHYTLIH TepMu  "CL/F" oGosHayager Kaxyineeca (nepopaibHoe)
BBIBE/ICHIIE, BEMUCHCHHOE KaK (1000xz03y B Mr)/AUC 4_g¢).

IlockoneKy B BEINEYIIOMSHYTEIE JI€KAPCTBEHHEIE dopmer u METOBI  MOryT
BHOCATECH DAa3sNUyYHBIE H3MCHCHHMA 0€3 OTIVIOHEHHA OT O0BeMa HaCTOSIIEro
n300peTeHyd, . NpelloNiaraeTcd, Yro BeCh  Marepuan, COmEpXaluMificA B
BHIIICTIPHBENICHHOM OINMCAHWH, HOKEH PACCMATPHMBATHCA KaK JWUTIOCTPATUBHBI, 2
HE HCTOMKOBRIBATRCA B OIpaHMYMBAiOLIeM CMEICTe. Bce maTeHTHEIE NOKYMEHTH,
NEPEYACIICHHBIC B HACTOAIUEM ONMCAHIY, BXIIOYEHS! B HEFO KAK CCBUIKH.




OOPMYIJIA M30BPETEHUS

1. ®apmaneBTUYECKasd KOMIO3HMLMS, BKIIOYAOWAS TOHKOM3MEIbYCHHbIMH
SIUVICPEHOH B KOJUYECTBE OT NMpubnusutensHo 10 Mr mo npubiausuteasHo 1000 Mr u
(hbapMalEeBTHYECKH TIPUEMIIEMBIII HOCHTET.

2. ®apmaneBTiYecKasi KOMIIO3MLMS IO IL 1, rae YIIOMSHYTasi KOMIIO3ULIMS
BKIIIOYACT TOHKOM3MEJIBYCHHBIA SIUIEPEHOH B KOJMYECTBE OT MPUGIU3UTEIHHO
20 Mr go npubausureasHo 400 Mr.

3. DapmaueBTMYECKass KOMIIO3MUMS 110 IL 1, INe YIIOMSHYyTas KOMnosnuHﬁ
BKJIIOYAa€T TOHKOU3MENBYCHHBI! SIUIEPEHOH B KONUYECTBE OT MNPHUOIU3HUTEIHHO
25 Mr go nmpu6ausuTeasHo 150 Mr.

4. CI)apMauéBTquCKasI KOMITO3MIU IT0 1. 1, BKIIOYAIOLIA:

OT mpHOmMsuTeNbHO  24% (Macc.) [0  mpuOIM3MTENbHO  35% (Macc.)
TOHKOM3MEJIBYEHHOT'O SIUIePEHOHA;

OT npubnM3uTeNnsHo 25% (Mace.) 1o npubnusurensHo 45% (Macc.) JIaKTO3bl;

OT  mpuonmusutensHo  10% (Macc.) mo  mpubnusuTenbHo — 25% (Macc.)
MHKPOKPUCTAUTHYECKOH LEJITIONO3bL, 1

OoT mpubiusurenpHo 5% (Macc.) gm0  mpubnusurensHo  50% (Macc.)
TUIPOKCUIIPOITMIME THIILEIUTIONO3EI.

5. QapmaneBTUyecKasl KOMIO3MIMS 1O M. 1, TIIe YIOMSIHYTBIA HOCHTENb
SBJIACTCS UEJUIIONO3HBIM, W YIOMSHYTHIN LEJUTIONO3HBI HOCUTENbh BHIGHUPAIOT W3
TPYNIEL, BKIIOYAIOLIEH OOJAropOXEHHYIO ILIEJLTION03Y, MHUKPOKPHMCTAIMIECKYIO
UEIUTIONO03Y, AIKIWILEIUTIONO03Y, UX IIPOU3BOIHBIE U COJIH.

6. PapMaleBTUYECKasT KOMIOSMIMSA TI0 1. 1, BKmOvaomas ONHO UK
HECKOJBKO  (DapMalleBTUYECKH  IIPUEMJIEMBIX  CBSI3BIBAIOILAX BELIECTB, THE
YIOMSHYTOE CBA3BIBAIOIEEe BEIIECTBO UM CBS3BIBAIOLINE BELIECTBA NPUCYTCTBYIOT B
KoynmyecTBe oT mpubinusurensHo 0,5% mo mpubnusmTensHo 25% or oblueil Macch
KOMITO3HIIHH.

7. apManeBTHYeCKass KOMIIO3ULUMS O I 6, TIe YIOMSIHYTHIE CBA3HIBAIOLINE
BELUECTBA BRIOMPAIOT M3 IPYIIIbI, BKIIOYAIOLICH apaBHICKYIO KaMelb, TParakamur,
caxaposy, XeJaTHH, IJIIOKO3Y, Kpaxmaj, LEJUTIONO3bI, aJbIUHOBYIO KHUCIOTY, COJU
QIbTMHOBOM KHCJIOTHI, AalIOMOCWIMKAT MAarHus, MONUSTWIEHIIMKONIb, KAMEIH,
ITONIUCaXapHIHBIE KUCJIOTHI, OCHTOHMTHI, TIOJIMBUHWINIMPPOIMAOH,
IIOJIAMETAKPHUJIATEI, THIPOKCHUTIPONMIMETUILIEILTIONO3Y, TUIPOKCHUITPONMIILIE)N -

JIOJIO3Y, STHILEIUIIONO3Y U HaOyXIMii KpaxMar.
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8. @apManeBTHYECKas KOMIIOSUIMS IO II 1, Bxmoyalomag oOmUH WIH
HECKOJIbKO  (hapMalleBTUYECKH IIPUEMIIEMBIX pasbaBuTeNel, IOe YIIOMSHYTBIA
pa30aBHTE/b WM Pa3baBUTENM MPUCYTCTBYIOT B KOJMYECTBE OT NPUOIU3UTENLHO 5%
70 MpubIu3uTeIbHO 99% OT O6IIEH MacChl KOMITO3HIIUHN.

9. ®apManeBTHYECKass KOMIIO3ULMS MO II. 8, Iue VIIOMSHYTHIE pa3baBUTEIN
BBIOMPAIOT W3 TIpPYNNBI, BKIOYAIOIIEH JIAKTO3Y, KpaxMaj, MaHHUT, COpPOHT,
ACKCTPO3y, MUKPOKPUCTAIUIMIECKYIO LEJUTIONO03Y, NBYXOCHOBHBIN ¢docdaT KaiblLus,
pasbaBUTEIM HA OCHOBE | caxapo3bl, KOHIMUTEPCKUII caxap, OIHOOCHOBHBII
rHIpoCyNbdar KaublMs, AUTHAPOCYIbGAT KaJbLMs, TPUTHOPOJIAKTAT KaJbUM,
ACKCTPATBl, MHO3WT, IMAPOJIM3MPOBAHHbBIE CYXHE BEIECTBA 3€PHOBEIX, aMUJIO3Y,
ITOPOIIKOBYIO LICJUTIONO03Y, KapOOHAT KaJdblHs, NIMUMH U OCHTOHMUT.

10. ®apmaneBTideckass KOMIIO3MLMS IO II. 1, BKJIIOYarollasg OJHO WIHA
HECKOJIBKO (hapMaleBTUYECKM IIPHEMIIEMBIX Je3MHTEIPATOPOB, IIe VIIOMSIHYTEIE
ACSHHTEIPaToOpbl MNPUCYTCTBYIOT B KOJUYECTBE OT mpubmmsurenbHo 0,5% mo
npubausutenbHo 30% OT o6Iel Macchl KOMITO3HUITUMN.

11. ®dapmaneBTUyeckass  KOMOO3MIMS IO IL 10, Ime  YOOMSIHYTBIE
NE€3UHTErpaToOphl BBIOHpAIOT U3 TPYIIEL, BKJIIOYAIOI et Kpaxmaihl,
HAaTPUA(KPaXMaJ)IJIMKONSAT, [VIMHEL, LEJUTIONO3bI, aJIbI'MHATHl, HaOyXIIHe KpaxMabl
3€PHOBBIX, Kpochom/mOH U KaMeu.

12. ®apmanieBTMYecKass KOMIIO3MIMSA 1O 1. 1, BKIIOYAIOLIAS OOUH MU
HECKOJIbKO (DapMalieBTMYECKH IPHEMIEMBIX YBIAXKHSIIOIAX KOMIIOHEHTOB, TIe
YIOMSHYTBIA ~ YBIAXHAIOIIMN KOMIIOHEHT WIM VBIAXHSIOIIME KOMIIOHEHTDI
[IPUCYTCTBYIOT B KOJMNYECTBE OT ImpubiusuTensHo 0,1% mo npubnusurensHo 15% ot
OOLIEN MAacCH KOMITO3UIIMY.

13. PapManeBTHUYeCKasd  KOMITO3MIIMA 110 IL. 12, I[I€  YHOMSHYTBIC
YBIIaXHSIOIME KOMIIOHEHTBI BBHIOHDAIOT M3 TPYIIIB, BKIIOYAIOIIEH OJIEHHOBYIO
KHCIOTY, DIMLCPUIMOHOCTEApaT, COPOMTAHMOHOOJIEAT, COPOMTAHMOHONAYpAT,
TPUSTAHOJIAMHHA  OJIeaT, NOJHOKCUITHICHCOPOMTAHMOHOOJEAT, IOJMMOKCHITH-
JIEHCOPOUTAHMOHOJIAYPaT, OJIeaT HATPHS U JIAypUICY/IbGbaT HaTPUsL.

14. PapMaueBruyecKkass KOMIIO3MLMS MO 1. 1, BxmovawIinag omHO WIK
HECKOJNIBKO  (hapMalleBTHYECKH IIPUEMJIEMBIX  CMA3BIBAIOIIMX BELUECTB, TIOe
YIIOMSIHYTO€ CMa3BIBAIOLIEe BEIECTBO MJIM CMa3bIBAIOLIYE BEILECTBA, NPUCYTCTBYIOT
B KOJIMYecTBe OT IpubausutensHo 0,1% mo mpubmusutensHo 10% ot ob6iueil Macch

KOMIIO3HUIINH.



15. @apmaneBTHYECKAsS ~ KOMINO3MIMS IO L. 14, Ime  YOOMSIHYTBIE
CMa3bIBAIOINME BEIIECTBA BHIOMPAIOT M3 IPYIILI, BKIIOYAKOLIEH nMlepuwibereHar,
CTeapathl, CTCAPUHOBYIO KHCIOTY, TMIPOICHUSMPOBAHHEIE DPACTUTENLHBIE Macia,
TallbK, BOCKH, Stearowet™, Gopuyio xmcmory, 6emsoar HaTpHA, auUeTaT HaTpus,
XJopuA Hatpus, DL-neluuH, HONMUSTUIEHTTUKONM, OJIeaT HaTpHs, Jaypuicynbhar
HaTpHUs ¥ JaypuicyabdaT Mardus.

16. dapManieBTHYECKAs KOMIIOZULIAS 11O 1. 1, BKIIOYaWOINAasg ONHO WIH
HECKOJIbKO  (DapMaleBTMYECKH  IPUEMIIEMBIX  BELLECTE, NIPENSTCTBYIOLLMX
NPWIANAHHUIO, WM KOMIIOHEHTOB, MOBBIUAIOIIMX CKONBXEHUE, [HE YIIOMSIHYTOE
BCLICCTBO, HNPCNATCTBYIOIIEEC NPWIMNAHMIO WIM BEIECTBA, IPEMSTCTBYIOLIME
NPWINIIAHAIO, HIA KOMIIOHEHTHI, IOBBILIAIOINME CKOJIBXEHHE, IPUCYTCTBYIOT B
Konu4ecTse oT npubnusurensHo 0,25% no mpubnausutensHo 10% oT obmell Macchl
KOMITO3HIIMH.

17. ®apManeBTHYECKasd KOMIO3MIUA IO IL. 16, rme yNOMSIHYTHIE BelLiECTBa,
IPCTIATCTBYIOINE INPUINTIAHMIO, WINM KOMIIOHEHTHI, IOBBIUAIONINE CKOJbXEHHE,
BHIOMPAIOT M3 TPYIIIEI, BKJIIOYAIOLIEH TallbK, KYKypy3HBIM Kpaxmanu, DL-neiinus,
JaypwicyabGdaT HaTPUSA U CTeapaThl METAJLUIOB.

18. ®apmanieBTHYECKasd  KOMIO3WLMSA MO I 6, Ie  YIOMSIHYTHIA
TOHKOM3MEIbYCHHBIH SIUICPEHOH IIPUCYTCTBYET B KOJIMYECTBE OT IIPHOIU3HUTENHHO
1% no npubGausuTensHo 95% oT OBIIEil MACCH KOMITO3UIIMH.

19. ®apManeBTHYECKasT KOMIIO3ULMUS 1O 1L 18, BKJIIOYAloIlasg OOuH nubo
HECKOJIbKO HOCUTENCH, BEHIGPAaHHBIX M3 TIPYIIIL, BKIIOYAIOIIEH pasbaBuTeu,
CBASBIBAIOINME  BEILIECTBA,  NE3WHTEIPATOPHI,  YBIAXHIIOLIME  KOMIIOHEHTSI,
CMasblBalOLMe BCINCCTBA M BELUECTBA, MNPEMSTCTBYIOIIME MNPWIMIAHUIO, WIH
KOMIIOHEHTHI, ITOBBIIIAIOUIAE CKOIbXKEHHE.

20. dapmaneBTHYECKAS KOMITO3UIIHS 1o m. 18, BKJTIOYAIOIAY
TUIPOKCUTIPOIIIMETUILEILTIONO3Y.

21. ®apMmaneBTUYECKasT KOMITO3HUIINA 11O II. 18, BKIIIOYAOIIIAs JTAKTO3Y.

22. ®apmanieBTHYECKAS KOMII03U ML 1o . 18, BKJIIOYAIOIIag
MUKPOKPHUCTAUIMYECKYIO LEILIIONO3Y.

23. apmaueBTHYeCKass KOMITO3ULIMS IO 1. 18, BKIIIOYaioIast KpOCKapMeJl1o3y

HaTpHs.
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24. PapManeBTUYECKasA KOMITO3UIM I10 1. 1, BKJIIOYAIOIIAS:

JJAKTO3y B KOJIMYECTBE OT NPUOIM3HUTENBbHO 5% no mpubiausurensHo 90% ot
o611eii MacChl KOMITO3UIIMY;

MUKPOKPHCTAUIMYECKYIO 1[EJUTIONIO3Y B KOJMYECTBE OT NMPUOIU3UTENLHO 5% HO
npubausuTenbHo 90% oT o0Ieil MacChl KOMITO3ULIMM, U

THIPOKCUITPONMIMETIUIIEIUTIONO3Y B KOJIHUUYECTBE OT npubiusutensHo 0,5% no
pubnusutenbHo 10% oT ob1eil Macchl KOMIIO3UIMU.

25. PapMalieBTUYECKAss KOMITO3MIM 110 1. 1, BKJIIOYAIOLIAS:

OT  mnpubmusurenbHo 1% (Macc.) mo  mpuGnusurensHo  90% (Mmacc.)
TOHKOU3MEJIBYEHHOTIO 3IIJIEpEHOHA;

OT NpubIU3UTENLHO 5% (Macc.) 1o mpubaM3uTeabHO 90% (Macc.) JTaKTO3HI,

OT mpUOMU3UTENBHO 5% (Macc.) no  mIpubnusurensHo  90% (Macc.)
MHMKPOKPHUCTA/UIMYECKON LEJUTIONO3EI; U

oT mnpubnusurensHo  0,5% (macc.) mo mpuGnusurenpHo  10% (Macc.)
TUAPOKCHIIPOIHIMETHILEIUTIONO3H.

26. @apmMarieBTHYECKAss KOMITO3ULUA IO 1. 1, BKITIOYAIOIIAs:

OT mpubnusurensHo 19% (Macc.) go  mpubnusurensHo  40% (Macc.)
TOHKOU3MEJIBYEHHOTO ILIEPEHOHA;

OT NpubnusurenbHo 32% (Macc.) no IpUOTU3UTETBHO 52% (Macc.) JTaKTOo3bI,

OoT  mpubmmsurensHo 8% (Macc.) mo  mpubiusuTencHo  28% (Macc.)
MHKPOKPHCTA/UIMYECKON HEJUTIONO3EL, U

OT  mnpubmusurTensHo 1% (Macc.) 1o  npuGnusurtensHo 8% (Macc.)
TMIPOKCUNIPOITUIMETHIILIEITIONO3EL.

27. ®@apManeBTHYecKass KOMIIO3UIMA 110 1. 1, BKIIOYAIOIAS:

OT mnpubimusurenbHo 24% (Macc.) mo  mpubnusurensHo  35% (Macc.)
TOHKOM3MEJBYEHHOTO SIUIEPEHOHA;

OT NpUOIU3UTENBHO 37% (Macc.) Ko MpuOIM3KUTENbHO 47% (Macc.) JaKTO3bL,

OT mnpubmusurtensHo  13% (macc.) nmo  mpubGnusurensHo  23% (Macc.)
MHUKPOKPHCTAJUINYECKOH LEJUIIONO3BL;

OT  mnpubausurensHo 2% (Macc.) 1m0  npubGnusureabHo 6% (macc.)
KPOCKapMeJUIO3bl HATpUS; 1

OT  mpubnusurensHo 2% (Macc.) 1o  npubnusurenabHo 4% (Macc.)

THAPOKCHIIPONMUIMETWILEIUTIONO3EI.
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28. @apmalieBTHYECKask KOMIIO3HLIHS 110 II. 1, BKIIIOYAIOLIAS:

OT npubmusurenbHo 28% (Macc.) [0  npubaMsuTeNbHO  31% (Macc.)
TOHKOU3MEIBYEHHOTO SIUIEPEHOHA;

OT npubimsurensHo 41% (Macc.) go npubmusurensso  43% (macc.)
MOHOTIHMIIpAaTa JaKTO3bI,

oT npubausurenbHo 17% (Macc.) 1m0  mpuGnusuTensHo  19% (Mmacc.)
MUKPOKPHCTALINYECKON 1EJUTIONO3BI;

OT TNpUOIU3UTENLHO 4,5% (Macc.) 1O IpUONM3UTENBHO  5,5% (macc.)
KPOCKapMeJUIO3bl HATPUS;, U

OT NpuOIM3UTeNbHO 2,5% (Macc.) X0 mNpubIuM3uTeNsHO — 3,5% (Macc.)
THAPOKCUIIPONTUIMETHITLEIUTIONO3EI.

29. PapManieBTHYECKagd KOMIO3MIMSA 1o 1.1 B dbopme cTaHZapTHOMI
AO3MPOBAHHOM TaONETKU C ITOKPHITUEM JHGO 6€3 IIOKPHITHS, [IIE YIIOMSTHYTas
TabjeTka 6€3 NOKpHITHSA JUOO YIIOMSHYTas TabieTka c HOKPBITHEM TIepen
HaHECEHUEM ITOKPBHITHS BKJIIOUAET:

NpUbIM3UTENBHO 29,4% (MacC.) TOHKOM3METLYEHHOTO SIUIEPEHOHA;

IpUOIU3UTENBHO 42% (Macc.) JIaKTO3HI,

npubnusuTenabHo 18,1% (Mace.) MEKpOKPUCTAIUTHYECKOM LIEJUTIONO3HBI;

IPUOIU3UTENBHO 5% (Macc.) KPOCKAPMEIUIO3Bl HATPHSL,

IPUOITU3UTENBHO 3% (Mace.) THAPOKCUIIPOIIMIMETHIILICIUIIONO3BL;

npubmusurenso 1% (Macc.) taypuicynapdara HaTpus;

npubIM3NTENBbHO, 1% (Macc.) TanpKa; u

npubausuTensHo 0,5% (Mace.) creapata Mardus.

30. dapmaueBTHYeCKask KOMITO3MIMS IO TI. 1, BKITIOYAIONIAS:

OT NPUOIM3UTENBEHO 23 Mr 0 MPUOGIM3HTEIBHO 27 MI' TOHKOM3MEIBYCHHOI'O
SIVIEPEHOHA; '

OT NPUGIU3UTENBHO 34 MT 10 NPUOIM3UTENBHO 38 MT JIAKTO3HI;

OT IPUOGIU3UTENBHO 14 Mr 10 MPUOIM3UTENBHO 17 MT MHUKPOKPUCTATIIINYECKOI
LIEJUTIONMO3H;

OT IIPUOJIU3UTENBHO 3 MT 10 NPUGIU3UTENBHO 6 MI KpPOCKapMeJUIO3bl HAaTPH;

oT NPUOIU3UTENBHO 1 Mr J0 NIPUGITH3UTETIBHO 4 Mr
TUIPOKCUIIPOIIMETHILEIUTIONO3I,

OT npubmusureabHo 0,25 Mr IO NpUONIU3UTENBHO 1,5 M Jlaypuiicyindara

HaTpHs,
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OT NpubmusuTeasHo 0,25 MI 10 NPUOTUZUTEILHO 1,5 Mr Taneka; u

oT npubausnuTenpHo 0,1 Mr 10 NpUGIU3UTENBHO 1 MT creapara MarHus.

31. ®dapmaneBTMYECKasT KOMITO3HIIMS 110 II. 1, Bximovaromas:

OT TPUOIU3UTENBHO 48 MI' IO NPUGIU3UTENHFHO 52 M TOHKOU3MEJBYCHHOIO
SIUIEPEHOHA;

OT NPHOIU3UTENBHO 70 MT 0 IPUOTU3UTENHHO 73 MT JIAKTO3HI;

OT MPUOIUIUTENBHO 29 MT 0 IPUOTU3UTENHHO 33 Mr MUKPOKPUCTALLIMYECKOM
LI€JUTIOIO3H;

OT IPHUOIH3NUTENBHO 6 MT 1O MPHOIU3UTENBHO 10 MI KPOCKAPMEILIOZEI HaTpus;

oT NIPUOTU3UTETLHO 4 mr o NPUOTU3UTENHHO 6 Mr
TUIPOKCHIIPOIMIMETUIILEIUTIONO3EL,

OT MPUOJM3UTENHHO 1 MI KO MPUOAUIUTENLHO 2,5 MT Jaypwicynbdara HaTpus;

OT NPUONM3UTENBHO 1 MI' ZO IIPUOGIM3HUTENBHO 2,5 MT TajJbKa; "

OT NIPUOCIU3UTEBHO 1 MI 10 IpUGIM3UTENBHO 1,5 Mr cTeapaTa MarHusl.

32. ®apmanieBTHYECKAS KOMITO3HIIUS 110 II. 1, Bxmoyaromas:

OT NPUONTUBUTENLHO 98 Mr 10 IPUGIU3UTETEHO 102 MI TOHKOM3MENbYSHHOIO
SIUIEPEHOHA;

OT MpUOIU3UTENBHO 141 Mr 1o npubmusuTensHo 145 mr JIaKTO3HI;

OT NPUOIU3UTENBHO 60 MI' 10 IPUCIMBUTENLHO 64 MI' MUKDOKDUCTATMYECKOM
LEJUTIONO3EL,

OT MNPpUOIHM3UTENBHO 16 MI' [0 NPUOTUIMTENBHO 18 Mr KpOCKapMeno3kl
HaTpHS;

OT NpUOIU3UTETHLHO 9 mr J10 PUOIU3UTETTHHO 11 mr
THAPOKCHIIPOTTMIMETAILIEIUIIONO3I.

OT NPUONU3UTENBHO 3 MI 0 NPUOTUZUTEIBHO 4 MT Jlaypwicynedarta HaTpus;

OT IIPUOIU3UTENBHO 3 MI' 10 NPUOGAU3UTENBHO 4 MT Tanbka; 1

OT NMPHUOIUIUTENBHO 1 MI' O IPUGIUZUTEIBHO 2 MI cTeapaTa MarHusl.

33. >apManeBTHYECKAA KOMIO3MLMS IO I. 1 B CTaHHAPTHOU MePOpPaILHOMN
MO3UPOBAHHOM (popMe.

34. ®apManeBTHYEeCKasd KOMIIO3HIMA IO II. 1, e ynoMsHyTass KOMIO3MWIIMS
UMeeT POPMy CTaHTAPTHOM JO3UPOBAHHOM TAGIETKH TH60 KamcyJibl.

35. ®apmalieBTHYECKas KOMIIO3MIMA 1o 1. 1, rie VIIOMSHYTass KOMITO3ULIMSI

uMeeT GOopMy CTaHAAPTHOM TO3MPOBAHHON TabJIETKL.
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36. MapmaleBTHYECKass KOMIO3MIMS 110 II. 35, rie YIOMSIHYTasi CTaHAZapTHas
JIO3UPOBaHHAs TabJIeTKa NIPENCTaBNsIeT cCo60M CTaHAAPTHYIO IIO3UPOBAHHYIO
TabJIETKY C MOKPBITHEM.

37. ®apmarieBTHUECKAsd KOMIO3MIMS 1o 1. 1 B dopme rmepopalbHOI
CTaHAAPTHOM IO3UPOBAHHOMN TabJIETKU MM KAICYJBI, UMEIOUICH 25 mr, 50 Mr win
100 Mr gosy smuiepeHoHa.

38. QapmaneBTHYECKAs] KOMITO3UUMS, BKIIOYAKOINAS TOHKOW3MEILYEHHL
SIUIEPEHOH U B-IIMKJIONEKCTPUH B XUIKON JO3MPOBAHHOMN (opMe.

39. @apmaneBTHYeCKass KOMIIO3MIMSA, BKIIOYAOIIAS TOHKOHU3METbUEHHLI
SIUVIEPEHOH M (apMalleBTMYECKHII HOCUTENh, TINe YIOMSHYTAS KOMITO3UIIHS
IIPAUTOHA AJIT OMHOPA30BOTO JIMOO ABYXPa3soBOTO IEPOPAIbHOIO BBEACHHS B JeHbL B
KayecTBe OJI0KaTopa pelieNTOPOB ajIbIOCTEPOHA.

40. GDapMaueBTquCKaﬂ KOMIIO3MIIUS MO II. 1, rae ynoMsHyTas KOMITO3UIIUS
00eCTIeYrBaeT TEPANeBTUYECKHIL 3(DEKT KaK 6I0KATOP PELIENITOPOB AJIBIOCTEPOHA Y
U€JIOBCKa B TEYEHME TMEpHOLA BPEMEHH OT MNPUOIM3UTEIBLHO 1249 1o
NPUOIU3UTENLHO 24 Y ITOCIe IPHEMA BHYTPb.

41. dapmaueBTUYECKass KOMIIO3MIMS IO M. 1, rhe VIIOMSIHYTast KOMITO3HULIMS
obecrieunBaeT TepaneBTHIECKHUil 2ddeKT Kak 6oKaTop PELENITOPOB AIbAOCTEPOHA B
TEYCHHE nepnoﬁa BPEMCHH, COCTaBISIOLUETO IPHOIM3UTENBHO 24 4 [IOcie IpHeMma
BHYTDb.

42. ®apManeBTHYECKAs] KOMMO3UIIMA mo mn. 1, rae kak MuHuUMyM 50%
SIUVIEPCHOHA, BXONAINETO B COCTaB YIIOMSIHYTOM KOMIIO3MIMU, BBICBOGOXIAETCS
in vitro B Tedenue 20 mun B 0,1N HCL

43. @apMalleBTHYECKAs] KOMIIO3MLMS 1o II. 42 B dbopMe mepopanpHOI
AO3UPOBAHHOM TaOXETKM JMOO KAaICyabl, IPUTOAHON IS OJTHOPAa30BOIO JIU6O
JIBYXPa3oBOTO MEPOPAIBLHOIO BBELEHUS B IEHbD.

44. QapmalieBTUYECKAsd KOMIIO3MIMS 1o 1.1 B dopMe mepopasbHON
AO3MPOBAHHOM  TaOJNeTKu JubGO KaNCylBl, MPUIOAHOM JUISI OZHOPA3OBOTO
[IEPOPATIBHOrO BBEACHUS B NE€Hb, U II€ KaK MUHUMYM 50% TOHKOU3MENBUYEHHOrO
SIUICPEHOHA, BXONALIETO B COCTaB YIOMSAHYTON KOMITO3HIMM, BEICBODOXIAeTCS
in vitro B TeyeHue 15 muu B 0,1N HCL

45. CraHnapTHasg nepopajbHas HO3MpOBaHHAas (GopMma dbapmalnieBTHYECKOI!
KOMITO3MUMH MO 1. 33, A€ YIOMSHYTas KOMIIO3MLMS MpsAMO BKIIOYAaeTCd B

XKEJATUHOBYIO KaIICyNly JIMOO IPSIMO IIPECCYETCS B TaBIETKIU.
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46. CraHmapTHas IepopaibHas Jo3upoBaHHasA ¢opMa dapMaLeBTUYECKOIT
KOMIIOSMLMA MO II. 33, roe yIOMSHYTas KOMIIO3MIMS ITOJBEPraeTcs MOKpO
TPaHyJSINMA M BKIIIOYAETCS B XEJATUHOBYIO KaIlCyity JTUOO IpeccyeTcs B TaGIeTKH.

47 CranpapTHas nepopaibHad JO3UPOBAHHAS dopma dapmaneBTHYECKOIT
KOMIIOSVLIMK JI0 1. 33, TOe YIOMSHYTas KOMIIO3MLMS TOIBepraercs cyXoii
TPAHYJISIIMA M BKIIIOYAETCS B KEJATHHOBYIO KaIlCyily OO MpeccyeTcsl B TaONETKH.

48. dapmalieBTIYECKass KOMIIO3MLMA 110 1. 1, The pasMep Kak MUHHUMyM 90%
4acTUll TOHKOM3MEJILYEHHOIO OSIUIEPEHOHA, MCIIONB3YeMOro Ul  ITONYYSHMS
YIIOMSIHYTOH  (apMallCBTHYECKOW KOMITO3MLIMM, MEHBLIE YeM IPUOIU3UTENLHO
200 MKM.

49. MapmaneBTHYECKass KOMIIO3UIMSA TI0 1. 1, rme pasMep Kak MUHUMYM 90%
4acTHll  TOHKOWU3MEJBYEHHOIO SIUICPEHOHA, HUCIONB3YeMOro IS  IIONYYeHUs
YIOMAHYTOH  (hapMaleBTUIECKO KOMITO3MIMM, MEHBIIE YeM IPUOIU3HTENHHO
150 MKM.

50. ®apmarieBTHYecKass KOMIOSULIHUA 1O II. 1, IIe pasmep Kak MHUHUMYM 90%
YaCTULl TOHKOM3MEJBYEHHOIO SIUIEPEHOHA, HUCIIONB3YEMOTO ML ITONY4CHUS
YIOMAHYTOM  (papMalleBTUYECKON KOMIO3MIIMM, HAXONUTCS B IpENeNaX oT
npubausnuTeabHo 30 MKM 0 Ipu6Iu3uTebHo 110 MXM.

51. ®apmaueBTIIecKass KOMIIO3UIMS MO I1. 1, Toe pasmep Kak MuHuUMYM 90%
4acTUL, TOHKOM3MEJIBPYEHHOIO SIUIEPEHOHA, HCIOAB3YeMOro Ul  ITONYYCHHMS
YIOMAHYTOH  (papMaleBTHYECKON KOMITOSHIIMH, HAXOOUTCS B NpeAenax oT
npnﬁnnanTenLHé 30 MKM 10 MIpUOIU3UTENBHO 50 MKM.

52. PapmMalieBTHYECKasE KOMITO3MIUMSA ITo 1. 1, rie pasMep Kax MHHUMYM 90%
9aCTULl TOHKOM3MEJIPYEHHOIO OSIUVIEPEHOHA, MCIONB3YEMOro ISl  IOJyYeHUS
YIOMAHYTOM — (papMaleBTUYECKOH KOMIIO3HLMHU, HaXONUTCS B MpedeliaXx oT
npubIM3uTeNbHO 50 MKM 0 NpUOAM3UTENbHO 150 MKM.

53. ®apMaleBTHYECKasd KOMIIO3ULUS IO II. 1, Tre pasMep Xak MUHUMYM 90%
4acTull  TOHKOM3MEJILYCHHOIO SIUIEPEHOHA, MCIOAb3YeMOro U  IOJNYYeHUs
YIOMAHYTOH (apMaleBTHYECKOH KOMIIO3ULMM, HAXONUTCS B IpeNenax oT
IPUOIU3UTENBHO 75 MKM IO NPUOIU3UTENBHO 125 MKM.

54. @apMalieBTHYeCKas] KOMIIOSHIMS, BKIIIOUAIOLAs TOHKOM3MeEIbYeHHEI
SIVIEPEHOH M ~ (papMaleBTUYECKH IIPHEMIIEMBIH HOCUTENb, INE YIOMSHYTas
KOMITO3HLIMS BBISBIBAET CPEAHEE IOBBINIEHNE KOHLEHTPALUU PEHUHA B CHIBOPOTKE

KPOBH Y€JIOBEKA IIOCTE IPpHUEMa YIOMSAHYTOM KOMMIO3UIIMU BHYTPB, COCTaBIAIOLICE
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Kak MMHUMYM TpuOmusurenbio 10%, B TeyeHue nepuona BPEMEHU OT
npubnusuTenbHo 12 4 no 24 y.

55. @apmalieBTHUECKAS KOMIIO3UIHS, BKIIOYAIOWAA TOHKOM3MEIBUYEHHEBIM
SMIEPEHOH M (QapMaleBTHYECKH HPUEMIIEMEIH HOCHTENb, Te YIIOMSIHYTas
KOMIIOSHIIMS  BBISHIBAET CPEIHEE IIOBBIICHUWE KOHIEHTPAUUYU aNbIOCTEPOHA B
CRIBODOTKE KPOBHM 4YEJIOBEKa II0Ce IIPUEMa YIIOMSAHYTOH KOMITO3MIIMHU BHYTDb,
COCTaBJISIOLIIEE KaK MUHUMYM NpubIM3utenbHo 50%, B TedeHue Ieprona BpeMeHu
OT HpI/IGJII/IISI/ITeJIbHQ 12 94 no 24 y.

56. (PapmaleBTHYECKAsd KOMIIO3MIIM, BKJIIOYAIOIAasi TOHKOM3MEIbYECHHBII
SIUVIEPEHOH M (QapMaleBTHYECKU MNPUEMIIEMEII HOCHTENb, T YIIOMSHYTAas
KOMIIOSUIIHS BBIBBIBAET CPEAHEE CHIXKEHHME NUACTOIUYECKOrO KPOBSHOIO IABJIECHUS
Y YeJOBEKA IIOCTe NpHUeMa YIIOMSHYTONW KOMIIO3HIIM BHYTPb, COCTaBJISIOIIEE KAaK
MUHMMYM TIPUOIU3UTENBHO 5%, B TeYEHHME IEPHOIa BPEMEHY OT NPUOIU3UTETILHO
12 ¥ 1o 24 y.

57. Cioco6 JieyeHMs] COCTOSIHHS WU PacCcTpoycTBa, IIPH KOTOPOM NOKAa3aHO
JieyeHHe OJIOKATOPOM PELENTOPOB AIbIOCTEPOHA, BKIIIOYAIOILHIL IIEpOpaLHOE
BBCICHUE KOMITO3ULMY T10 II. 1 MAalUEHTy, HYXXIAIOLIEMYCS B TAKOM JIEUECHUH.

58. Crioco6 mo 11. 57, Ime YIOMSHYTBIM COCTOSHUEM WU PaccTporCTBOM
ABJISIETCS CEpIAEYHAsA HEJOCTATOYHOCTD.

59. Cioco6 mo m. 57, rme YIMOMSAHYTBIM COCTOSTHHEM VUM PaccTporiCTBOM
SABJIIETCH TUIIEPTEH3US.

60. Cioco6 mo m. 57, rme VIIOMSIHYTBIM COCTOSIHUEM MWJIA PacCTPONMCTBOM
SIBIIIETCS OTEK, CBSAA3AHHBINA C IEUYEHOYHOMN HELOCTATOYHOCTHIO.

61. Cnoco6 1o 1. 57, Ime YIOMSIHYTBIM COCTOSIHHEM WU paccTpoiicTBOM
SIBJIIETCS TIOCTUH(MAPKTHOE COCTOSHUE.

62. Crioco6 JeYeHHs] COCTOSTHHS WM PacCTpOMCTBA, IIPU KOTOPOM IOKA3aHO
JIEYeHUe OJIOKATOPOM PpELENTOPOB ANbIOCTEPOHA, BKIIOYAKOILMI TiEpopansHOe
BBC/ICHUEC KOMITO3MLIMU IO II. 18 malMeHTy, Hy:XIAIOIEMYCS] B TAKOM JICYEHUH.

63. Crroco6 JIeYeHMST COCTOSTHUS MM PacCTpOMICTBA, MPH KOTOPOM ITOKA3aHO
Je€YCHUE OJOKATOPOM pELENTOPOB ahJIOCTEPOHA, BKIIOYAIOLIHIL IepopanbHOe

BBEJICHUE KOMITO3UIIMY IO 1. 26 MallUeHTy, HYXJAOLIEMYCsS B TAKOM JIeYeHHH.
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64. Crioco6 mosydeHus (apMaleBTUYECKOMH KOMIIO3UILIUY, BKIIIOYAIOILEH
3IIEPEHOH, BKIIOYAIOIIIUIA:

MOKDYIO TIPaHyJSIHUI0 TOHKOM3MEJIBYEHHOIO SIUIEPEHOHA UM OMHOIO WIHN
HECKOJIbKUX HOCHTEJIEH C ITONYyYeHMEM BIaXXHON IPaHYIMPOBAHHOM CMECH; U

IOJIyYeHUE epopajibHOMI JO3UPOBAHHOM dopMEI YIIOMSHYTOH
dbapMaeBTHYECKOM KOMIIOZHLIUHM M3 YIOMSIHYTOM BJIAXXHOH TI'paHYJIMPOBAHHOIM
CMECH.

65. Crioco6 mo 1m. 64, e YIOMSHYTVIO (papMalieBTHYECKYI0 KOMITO3UIIHIO
NIOJY4aloT B IE€POPaJLHOM CTAHOAPTHOH NO3MPOBAHHOM (bopMe, BKIIIOYAIOIIEH
TOHKOM3MENILYEHHBIN SIUIEPEHOH B KOMMYECTBE MPUGIM3UTENBHO 25 Mr, 50 Mr win
100 mr.

66. I/IcnomgoBaHne TOHKOM3MEJIBYEHHOIO SIUIEpEHOHAa U LEJUIIONO03HOIro
HOCUTENIA IIpM HM3TOTOBJICHMH JIEKAPDCTBEHHOTO CpPENCTBA JUIS JICYEHUS WIU
TPOGUIAKTHKH OIOCPEIOBAHHEIX aIbJOCTEPOHOM COCTOSHUMI WM paccTpoycTB.

67. ®apMaLleBTHYECKAs KOMIIO3MIMS, BKIIIOYAIOAS TOHKOM3MENLUEHHLIH
SIUIEPEHOH M (PapMaleBTUYECKH MpPUEMIIEMBIH HOCHUTENb, Tlhe YIIOMSIHYTAsI
KOMIIO3HIINS MPEACTABIAET COOO0M MEPOPANIbHYIO HO3UPOBAHHYIO (HOPMY, B KOTODOIL
KaK MMHUMYM 50% sIUiepeHOHa, BXOISIIEIO B COCTAB YIIOMSIHYTON KOMIIO3UIIWH,
BBICBODOXIAETCA in Vifro B TeYeHHE KaK MUHUMYM npubnusurensHo 1,54 B 1%
pacTBope Homeumicyabdara HaTpus.

68. MapMalLleBTHYECKAsT KOMIO3ULMS, BKIOYAIONAS TOHKOMW3MEIbYeHHbI
BIVIEPEHOH M  (apMaleBTUYeCKH IIPHEMIEMEI HOCUTENb, TIe YIIOMSIHYTAast
KOMITO3UIIMSA NPEACTaBIsIeT COOO0i MEPOPAIBHYIO JMO3UPOBAHHYIO (POPMY, B KOTOPOIA
KaKk MHMHHMYM 50% TOHKOM3MENBUYEHHOIO S3IUIEPEHOHA, BXONSAINErO B COCTAB
YOOMSIHYTOM KOMITO3ULIMM, BBICBOOOXKNACTCS jn Vitro B TeUeHHME KakK MUAHUMYM
NpHOIHM3UTENbHO 3,5 4 B 1% pactBope momelwicyibdara HaTpus.

69. ®apmanieBTHYECKas KOMIO3MIMS, BKIOYAKOIAS TOHKOM3MEIbYUeHHbIi
3IUVIEPEHOH M  (papMalleBTMYECKU IPHEMIEMBIA HOCHUTENb, TJE YIIOMSHYTast
KOMIIO3HMLIUA NPENCTABIISET COOOM IePOPaIbHYIO JO3MPOBAHHYIO GOpMyY, B KOTOpPOI
KaK MHHHMYM 50% TOHKOM3MEIBYEHHOIO OSIUIEPEHOHA, BXOAAINETO B COCTAB
VIIOMSHYTO KOMIIO3UMLIMM, BEICBOOOXIAETCS jA Vitro B TEUEeHHE Kak MUHUMYM

npubIM3uTeNbHO 5,5 4 B 1% pacrBope monenmicyisdara HaTpUs.



OUT. 1A

N3MEJIbBYEHHBIN
XUMUWYECKHU MMTPOOYVKT
(CTPYMHAS MEJIBHULIA/
ITUP®TOBAS MEJIBHUILIA

HATIOJTHUTEIH, 3A UCKJIIOYEHHMEM
TAJIBKA, CTEAPATA MATHUS U
BHETPAHVYJISIPHOM
MUKPOKPUCTAIUIMYECKOM
HEJIFOJ03b]

BOJA KAK
I'PAHYJIMPYIOIIIAL
KNIKOCTb

MOKPAS IT'PAHYJIAIIUA
(CMECHUTENBL-TPAHYJIATOP C
BOJIBIIMMU CABUT'OBBIMU
YCUIIUAMMN)

|
MOKPBIN TTOMOJI
(COBMECTHBIN
ITOMOJ1, B CJIVYAE
HEOBXOIUMOCTH)




OUTI. 1B

CVIIIKA (CYHINIIKA
C KUIIAINM
CJIOEM)

PACCEB I'PAHVJI (MEJIbHUIIA
C PUOJEHBIMU BAJIBIIAMU)

TAJIBK 1 AVICEL PH101 (HEMEJJIEHHOE
BbICBOBOXIEHWE JIEKAPCTBEHHOTIO

JIEKAPCTBEHHOI'O BEIIECTBA)

CMELIMBAHUE
(V-OBPA3HBIN
CMECHTEJIb)

CMA3BIBAHUE
(V-OBPA3HBIN
CMECHUTEJIb)

IMTPECCOBAHUE (OCHAUIEHHBI
KOHTPOJIbHO-U3MEPUTEJIBHBIMH
ITPUBOPAMM TABJIETOYHBI ITPECC)

HAHECEHHWE PACTBOPA
HHEHKOOBPA3YIOH_IEF9 BEINECTBA
(APAXKMPOBOYHBIN KOTEJ)

BEIIECTBA) MJIV TOJbKO TAJIbK
/ (PEI'YJIMPYEMOE BbICBOBOXIEHUE




