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JJEKAPCTBEHHBIE @OPMbI C MO PHULIMPOBAHHBIM BbICBOBOXJIEHUEM
JIJ1S1 CHYDKEHUA 3JI0YTIOTPEBJIEHHIA

[0001] H300peTeHne OTHOCUTCS K JIEKapCTBEHHOW (popme IUIsi MepopanbHOTO BBEACHUS,
comepkameil  (apMaKOJIOTMUECKH AKTUBHOE COEAMHEHME, TI/leé 4YacTb YKa3aHHOTO
(bapMakoJIOTHYEeCKH aKTHBHOTO COCIMHEHHUS COIEPXKUTCS BO MHOXKECTBE YACTHI[ C
HEMEIJIEHHBIM BBICBOOOIKIICHHUEM, obecrieunBast HEMEJJIEHHOE BBICBOOOXKIECHNE
(bapMakoIIOTHYECKH AaKTHBHOTO COEJUHEHMS; TPU OSTOM JApyras dYacTb YKa3aHHOTO
(bapMakoIOrH4eCKH aKTUBHOT'O COEIMHEHUSI CONIEPIKUTCS B IO MEHbINEH Mepe OTHOH YacTHLe
C KOHTPOJHPYEMBIM BBICBOOOKIEHHEM, OOecreunBas KOHTPOJUPYEMOE BbICBOOOXKIEHHE
(bapMakoIOrH4ecKy aKTUBHOTO COSNUHEHHST, U I7Ie MPees MPOYHOCTH Ha Pa3phbiB KAKION M3
YacTUI] C HEMEIUICHHbIM BBICBOOOXKIEHHEM W/WJIM 1O MEHbLIEH Mepe OIHOW YaCTHUIlbl C

KOHTPOJIMPYEMBIM BBICBOOOKIEHUEM COCTaBJISIeT 1O MeHbInel mepe 300 H.

[0002] CTtaHmapTHBIE CHUCTEMbI JOCTABKH JIEKAPCTBEHHOI'O CPENCTBA COCPENOTOYEHBI Ha
MOCTOSSHHOM ¥ YCTOMYHMBOM  BBICBOOOJKICHMM JIEKAPCTBEHHOTO CPEACTBA C  LENBIO
MHWHHUMU3alUHU IIHKOB W A0OJIMH KOHI_IeHTpaLII/Iﬁ JICKAPCTBCHHOTO CpEACTBAa B TCJIC A
ontuMm3auuu 3PPEKTUBHOCTU JIEKAPCTBEHHOTO CPEACTBA M JJIsl YMEHbBIIEHHs MOOOUYHBIX
s¢¢exToB. B ciaydae mogoOHBIX CUCTEM HOCTaBKHU JIEKAPCTBEHHOTO CPEICTBA TAK)KE MOYKHO
OKHMIAaTh CHU)KEHHSI YaCTOThI TO3MPOBAHMS M YJIYUILIEHHS] KOMILTAEHTHOCTH 10 CPABHEHHUIO C
npenaparamMmu ¢ HEMCIAJICHHBIM BI:;ICBO60)KI[6HI/IGM. OI[HaKO, B ClIyda€ HEKOTOPbIX
JIEKapPCTBEHHBIX CPEICTB, 3aMeJIeHHAsl IOCTaBKA JIEKAPCTBEHHOI'O CPENCTBA MOXKET ObITh

HE’KEeJIATEIbHOW U TMOABEPIKEHHON Pa3JIMUHBIM (haKTOpaM.

[0003] HekoTopble JEKapCTBEHHbIE CPEACTBA IOABEPTAIOTCS CHIIBHOMY METaOOJM3MY TMpPH
NEPBOM TPOXOXKIEHUH M TPeOyT OBICTPOrO BBENEHUS JIEKAPCTBEHHOTO CPENCTBAa IS
HACBHIIEHUsT MeTabOoNM3UPYOUNX (EPMEHTOB C ILeNbI0 MHUHUMH3ALHMUA IPECUCTEMHOTO
merabomm3ma. Takum o0Opa3om, MOCTOSHHAas M YCTOHYMBAsl IepOpasbHas JOCTABKA
JIEKAPCTBEHHOT'O CPENCTBA NPUBEAET K CHIDKEHHIO OWONOCTYITHOCTH MpPH IEPOPaTHHOM
BBeieHnHU. [Ipodmimm HenmpepbIBHOrO BBICBOOOKAECHHUS JIEKAPCTBEHHOI'O CPEACTBA B ILIA3MY
MHOTZIa CONPOBOXKAAIOTCA CHIDKEHHEM TepamneBTHUecKoro s¢@dexra JIeKapCTBEHHOTO

CPEACTBa, TaK YTO OMOJOTHMYECKas TOJEPAHTHOCTb MOXET ObITh yMeHblIeHa. llupkamgHbie
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PUTMBI HEKOTOPBIX (PH3HOJIOrHYecKux (PYHKIMH XOPOLIO HU3BECTHBL BBUIO MPHU3HAHO, YTO
MHOTHE CUMIITOMBI U HA4YaJIO 3a6OJ'IeBaHI/I$I BO3HUKAKOT B TCUCHUC CHeL[I/I(l)I/ILIeCKI/IX nepuoaoB
24-4acoOBOTO IHs, HAIIPUMEP, IPUCTYIIBI ACTMBI U CTEHOKapJUH Yallle BCEro HaOJIOAaTCs B
yTpeHHHue dYachl. [[JIsl Jie4eHHsT MECTHBIX PACCTPOWCTB JOCTaBKA COEAMHEHUH K MECTy
paccTpoiictBa 0e3 moTeph H3-3a a0COPOLMU B TOHKOM KHUIIEYHHKE SIBJIIETCS OYEHb
JKeJIATENIbHOM ISl OCTIIKEHHUST TepareBTHUeCKOoro apdexra u it MUHUMU3ALUH TTOO0YHBIX
s¢pdexkroB. B chayuae pazapaxkaromuMx OKENyOOK WM XUMHUYECKH HECTaOWJIbHBIX B
JKENTYJOYHOM COKE COEeIMHEHHI MPUMEHEHHE Iperapara ¢ 3aMeIJEHHbIM BBICBOOOKIEHHUEM
MOJKET YCYryOUTh pa3ApaKeHHe >KeNyaKa U XUMHUYECKYI0 HeCTaOMIIbHOCTh B JKENyJIOYHOM
coke. B obmem, abcopOuust JIEKapCTBEHHOTO CPENCTBA SIBJISIETCS YMEPEHHO MEIJICHHOW B
KEIYOKE, 6I:>ICTpOI71 B TOHKOM KHIICYHUKEC M PE3KO CHUKACTCA B TOJICTOM KUIICYHUKE.
KOMHGHC&L{I/Iﬂ N3MCHCHUS XapPaKTEPUCTUK MONJIOLICHUA B KCJIYJOUYHO-KUIICYHOM TPAKTE
MOXKET 6I:>ITI:> BaXXHa IJi1 HEKOTOPBIX JICKAPCTBCHHBIX CPEACTB. Haan/IMep, a1 CUCTEMBI
JIOCTaBKH SIBJIIETCSI PAI[MOHAIBHBIM YCKOPEHHOE TOJHOE BBIIEIEHHE JIEKAPCTBEHHOTO
Cpe€aAcTBa Npu AJOCTUXKECHUUN CHUCTEMOU JAUCTAJIbHOIO CCrMeHTa KHIICYHHUKA, LITO6I:I I/I36e)KaTb

norpebeHus JIEKAPCTBEHHOTO CPEZICTBA B (hEKAIIHSIX.

[0004] CucTeMbl [O3UPOBAaHUS  NPEPBIBUCTOrO  NENHCTBUsA, IMOJY4YEHHbIE B  BUAE
OJTHOKOMIIOHEHTHBIX WJIM MHOTOKOMIIOHEHTHBIX COCTaBOB M CIIOCOOHBIE BBICBOOOXKIATH
JIEKapCTBEHHOE CPEICTBO 4epe3 3aJaHHOe BpeMs, ObLIM M3YYEHBI C LIEJbI0 HANpPABICHUS B
BBILIEYTIOMSHYThIE NPOOJIEMHbIE OOJACTH MPENapaToB C 3aMEIJIEHHBIM BBICBOOOXKIECHUEM.
JlekapcTBeHHble  (OPMBI AN MEPOPATBHOTO  BBEACHHS C  MOIU(DHLUPOBAHHBIM
BBICBOOOKIAEHHEM, COCTOSIIINE U3 MHOMKECTBA TBEPABIX HACTHII, MpeoOpa3oBaiu OOLIUI BUI
JIOCTaBKU akTHBHOrO (apmanesruyeckoro mHrpenuenta (API). Onu obecrieunBaroT Takue
NPEUMYIIECTBA, KaK LEJIeBOEe BBICBOOOXKIEHHE, SHTEpajbHAs 3aIlHUTa, CHIDKEHHE YaCTOTHI
103bl, TIOBbILIEHHE 3(P(EKTUBHOCTH M CHIKeHHE MOOOYHBIX 3(dexkToB. OMHAKO OHU TaKXKe
MOTYT OBbITb BPEIHBIMHU MPU MOJHOM BBICBOOOKACHHH 03Bl — HETIPEIHAMEPEHHOM OBICTPOM
BBICBOOOXKICHUH BCEro KOJIMYECTBA WIJIM 3HAYUTENBHOH NOJNM JIEKAPCTBEHHOTO CPENCTBA.
XOoTs CylecTBYIOT M Apyrue (axkTopbl, KOTOPbIE MOTYT TIPUBECTH K IIOJHOMY
BBICBOOOXKICHHMIO  JTO3bI, PETYJUPYIOIIHE OpPraHbl OCOOEHHO COCPEAOTOYMIINCH Ha
pPAacTBOPEHHH TOJMMEPOB B MPHCYTCTBUU 3TaHONA. Takwe NPUHOUIBI TPeOYOT HOBBIX
TEXHOJIOTUYECKUX CTPATErni, B YACTHOCTH, I JIEKAPCTBEHHBIX (OPM, COCTOSALIUX U3

MHOXXECTBA TBEPADIX HaCTUL[ C IOKPBITHUEM. Bnaronapﬂ OOJIBIIOH rmjaomanu nmOoBEPXHOCTU OHU
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SIBIIAIOTCST OoJiee BOCIIPUUMYHNBBIMHA K NIPECABAPUTCIBHOMY BI:;ICBO60)KI[6HI/II-O JICKAPCTBCHHOTI'O

CpeICTBa MPH YIOTPEOJIEHUN CTUPTHBIX HATIUTKOB.

[0005] Bompimoe konndecTBO papMakoIOrHUeCKH aKTUBHBIX BELIECTB UMEIOT MOTEHLIUAT JIJIst
3JI0yNOTPeOIEHUs] WM HEMPABUJIBHOTO YNOTPeOIeHHs, TO €CTh, UX MOXHO MPUMEHSTh AJIs
cozmanust 3pQeKToB, KOTOpbIE HE COMIACYIOTCS C MX MpenrnojiaraeMbiM NpUMeHeHHeM. B
YaCTHOCTH, 3JIOYMOTPEOISIOT aKTHBHBIMU BELIECTBAMH, KOTOPbIE OKa3bIBAIOT MCUXOTPOITHOE
Bo3aeiictBue. i Toro, 4ToObl u30exaTh  3JI0yNOTpeOseHHs, COOTBETCTBYIOIIHE
JieKapCTBeHHble (DOpPMBI, TakWe Kak TAaOJETKU WM KarCyJibl, 3JI0YMOTPeOJIsIFoIiee IO
U3MEJIbYAeT, HAMpUMep, pasMalibiBa€T WX, OKCTParupyeT aKTHBHOE BEIIECTBO U3
MOJIYYEHHOTO TakKuM 00pa3oM MOPOIIKA ¢ MPUMEHEHUEM MPEINOYTUTENbHO KUAKOCTA Ha
BOJITHOH OCHOBE W BBOJST IMOJIyUYEHHBIA PACTBOP IMOCHE HEOOS3aTeNIbHON (PUIIBTPAIIUH Yepe3
XJIOMIKOBYIO BaTy WJIHM LEJUTIOJIO3HYIO BaTy MNapeHTEpaibHO, B YaCTHOCTH, BHYTPUBEHHO.
JIaHHBIN TUN TO3WPOBKU MPHUBOIUT K eme Oojee ObICTpoil nud¢y3un akTHBHOTO BEIIECTBA
MO CPaBHEHUIO C TIEPOPATBHBIM 3JIOYMOTPEOJICHHEM, C Pe3yJIbTaTOM, HEOOXOIUMBIM
3JIOyNOTPeOIAIOmEeMy  JIMIy, TO €CTh, «IPHUXOIOMY». OTOT «IPUXON» WIH TaKHUe
WHTOKCHUKAIIOHHBIE, SH(OPUIECKHE COCTOSIHUS TaAKKe JOCTUTAIOTCS, €CIIH PACTOYCHHYIO 10

NOPOLIKA JIEKAPCTBEHHYIO (JOPMY BBOJIST HA3AJIBHO, TO €CTh, BTATHUBAIOT Yepe3 HOC.

[0006] Pa3paboTanbl  pa3aUuHbBIE  KOHLEMUH  MPEJOTBPAIIEHUS  3JI0yNOTpeOseHus

JICKAPCTBECHHBIM CPEACTBOM.

[0007] BBUIO MPEANoKeHO BKIIIOYUTH B JIEKAPCTBEHHbIE (DOPMbI BBI3BIBAIOIIUE OTBPALICHHE
CPEACTBA W/WJIM aHTArOHHCTBHI TAKUM 00pa3oM, YTOObI OHU MPHBOAMIN K MX OTBPALIAKOLIIM
W/WITN aHTAarOHU3UPYOIUM 3 dexTam, mpu yCIOBHH, YTO JIEKAPCTBEHHbIE (POPMBI UMEIOT
HApPYLICHHYIO LeJOCTHOCTh. OMHAKO MPHUCYTCTBHE MOAOOHBIX BBI3bIBAIOIINX OTBpAIIECHUE
CPEACTB  SIBJIICTCSl MPUHLMITMAIBHO HEXKENATeNbHbIM W HEOOXOAMMO  00ecrednThb
NOCTATOYHYIO 3aLUINEHHOCTb OT HECAHKLMOHUPOBAHHOIO BMEILIATENLCTBA, HE IOJIArasiCh Ha

BBI3bIBAIOIUE OTBPALLCHUE CPCACTBA W/WJIH aHTAarOHHUCTOB.

[0008] Jlpyrasi KOHLEMIHs MPEAOTBPAIEHHUs 3JI0yNoTpeOIeHNs] OCHOBaHA Ha MEXaHHYECKUX
CBOMCTBAX JICKAPCTBEHHBIX (POPM, B HACTHOCTH, YBEJIMUCHHBIHN Mpees MPOYHOCTH Ha Pa3phiB
(ycroitunBocTh K ApobsieHui0). OCHOBHBIM MPEUMYILIECTBOM TMOAOOHBIX JIEKAPCTBEHHBIX

(I)OpM ABJIAACTCA TO, YTO HM3MEJIBYCHHE, B YAaCTHOCTH, TOHKOC H3MCIIBYCHHUC, C ITOMOIINBIO
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OOBIUHBIX CIIOCOOOB, TAKMX KaK M3MEJIbYEHHE B CTYIKE WJIU JIOMAHHE C MOMOIIBIO MOJIOTKA,
HEBO3MOXXHO WJIM IO MEHbIIEH Mepe CYILIeCTBEHHO 3aTpyAaHeHo. Takum o0pa3oM, TOHKOe
u3MeJbueHNe, HeOOXOIUMOe IS 3JI0yIOTPEOICHHSI JIeKapCTBEHHBIMU (DOPMaMH C MTOMOLIBIO
cpeacts, OOBIYHO IOCTYIMHBIX TMOTEHIMAIBHOMY 3JI0YIOTPEONSIONIEMYy JIMIy, SIBISIETCS

HEBO3MOXXHBIM HJIU OCJIOKHACTCA.

[0009] TlomoOHble nexkapcTBeHHBbIE (HOPMBI SBISIOTCS NPUMEHHMBIMH JJIsI TOTO, YTOOBI
u30ekaTh 3J0yNOTPeOJCHHs JIEKAPCTBEHHBIM CPEICTBOM C (hapMaKOJOTHYECKH AKTHBHBIM
COEMHEHUEM, COIEPKAIUMCS B HUX, TAK KAaK OHU HE MOTYT ObITh H3MEJIbYEHBI B MOPOIIOK C
MOMOIIBIO  OOBIUHBIX CIMOCOOOB W, TakUM o00pa3oM, HE MOryT ObITb BBEACHBI B
MOpOINKOOOpa3Hoit ¢opme, Hampumep, HWHTpaHA3aJbHO. MeXaHW4YeCKHe CBOWCTBA, B
YaCTHOCTH, BBICOKHUH TMPEel MPOYHOCTH Ha Pa3phbiB TAKUX JIEKAPCTBEHHBIX (OPM, AETAIOT UX
3aIlMIIEHHBIM OT HECAaHKLHOHMPOBAHHOIO  BMEIIATENbCTBA. B  KOHTEKCTE  TaKHUxX
3aIUINEHHBIX OT HECAHKLHOHHPOBAHHOI'O BMEINATENbCTBA JIEKAPCTBEHHBIX (POPM MOXKHO
cchliaThbesl Ha 3asBku Ha mateHT WO 2005/016313, WO 2005/016314, WO 2005/063214,
WO 2005/102286, WO 2006/002883, WO 2006/002884, WO 2006/002886, WO
2006/082097, WO 2006/ 082099 u WO 2009/092601.

[0010] B marente CIIA Ne 6,322,819 B1 packpeiTa cucteMa JOCTABKM MHOKECTBEHHBIX 103
JIEKAPCTBEHHOT'O CPEACTBA IPEPBIBUCTOrO JeHCTBUA M (papMaLeBTUUYECKH aKTHUBHBIX
amM(peTaMUHOBBIX COJIEH, coneprkainas KOMIIOHEHT HEMEIJICHHOTO BbICBOOOKAEHHS |
KOMIIOHEHT ~ OTCPOYEHHOTO  HHTEPAJIbHOrO  BBICBOOOXIEHMs, rae  obomoyka ¢
MOAU(HUIHUPOBAHHBIM SHTEPATBbHBIM BBICBOOOKICHUEM HMMEET 3aJaHHYK) MHUHUMAJIBHYIO
TOJIIIMHY W/WJIA MPUCYTCTBYET 3aLUTHBIN CJIOH Mekay (GapMarieBTHYECKH aKTUBHOM COJIBEO
amperamuHa U 000NOYKON C MOIU(UIIUPOBAHHBIM HHTEPAILHBIM BBICBOOOIKICHHEM H/HITH
NPUCYTCTBYET 3aIUTHBIA CJIOH Hany OOOJOYKOW ¢ MOAM(PHLHPOBAHHBIM SHTEPATbHBIM
BBICBOOOXKIAEHHEM. [IpOAYKT MOXKET COCTOSITh M3 ONHOW WJIM MHOXKECTBA TPAHYJ B
JIEKapCTBEHHOH (popMe, BKIIFOUAs CIIOCOOBI BBEEHHSI TPAHYJ B BUIE KAICYJIbl, TAOJETKH WIIH

cauie.

[0011] B marente CIIHA Ne 6,344,215 ykazaHa ¢apmMalieBTHUECKas JIEKapCTBEHHast Gopme
MR (¢ Monu(pULIPOBAHHBIM BBICBOOOXKAEHUEM), COCTOSIIAS U3 MHOXKECTBA TBEP/IbIX YACTHIL,
TAKUX Kak Karcyna (mpuHHMaeMas OIMH pa3 B JeHb Karcyiaa MR) wmerundenunara,

npeaHasHa4Y€HHasA i JICHCHUSA HeTeﬁ ¢ CHUHAPOMOM I[G(I)I/II_II/ITa BHUMAaHHUA U
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runepaktuBHocTH (C/IBI'), KOTOpas cnocoOHa TOCTABIATh YacTh O3B AJIs1 OBICTPOrO Havaja
IEWCTBUS U OCTABINYIOCSA YacTh JJO3bl KOHTPOJIHPYEMbIM 00pa3oM B T€YeHHE OKOJIO 12 4acos,
U KOTOpas COCTOMT M3 MHOXECTBA TBEPABbIX YaCTUI] C MHOTOCIOWHBIM IOKPBITHEM,
CHIEIAHHBIX M3 JIBYX COBOKYITHOCTEH MOKPBITHIX JIEKAPCTBEHHBIM CPEACTBOM I'PaHyJ, I'paHyJI
IR (c HememeHHBIM BBICBOOOXKIAEHHEM) U rpaHy ER (¢ 3aMeniieHHbIM BBICBOOOIKACHUEM).
I'panyner IR mpeanmodTUTENBHO CHENAHBl IyTEM HACIaWBaHHs BOJHOTO PacTBOPA,
COZIEPIKAILEro JIEKAPCTBEHHOE CPENCTBO M CBS3YIOILIEE BELIECTBO, HA CAXapHYIO KPYIKY
HOHIIApeb, C TOCIENYIOUNMM HAHECEHHEM TIepMETU3HPYIOIIEro CJIOsS Ha IOKPBITHIE
JIEKaPCTBEHHBIM CPENCTBOM cepaueBuHbl. ['panynbl ER chnemaHel myTeM npuUMeHEHHsI
MOKPBITUST ~ 3aMEJICHHOTO  BBICBOOOXKIEHHMS M3  BOJOHEPACTBOPUMOTO  TIOJIUMEDA,
PEryJINpYIOWEro CKOPOCTb PACTBOPEHHUS, TAKOrO Kak OSTWILEIUII0N03a, Ha rpaHyiax IR.
Kancyner MR npoussomar nyteM 3anosnHeHust rpanyn IR m ER B coorBercTByromem

COOTHOLICHHH.

[0012] 3BasBka Ha marenT CIITA Ne 2006/0240105 OTHOCHTCS K KOMIIO3ULIHH C
MOIU(ULIPOBAHHBIM BBICBOOOKIEHHUEM, COCTOSIIEH W3 MHOXECTBA TBEPABIX YaCTHII,
KOTOpasi MPU BBEAEHUU TMALMEHTY J[AOCTABJIAET MO MEHbIIEH Mepe OIWH aKTUBHBIN
UHTPEIUEeHT OWMOJANbHBIM WJH  MYJBTUMOJAIbHBIM  criocoOoMm. Kommosumust ¢
MOIU(ULIMPOBAHHBIM BBICBOOOXKIEHHEM, COCTOSIINAs W3 MHOXECTBA TBEPABIX YaCTHII,
COIEP’KUT MEPBBI KOMIOHEHT U MO MEHbIIEH Mepe OAWH NOCIEAYIOIIHI KOMIIOHEHT,
IIpUYEeM NEPBBIM KOMIIOHEHT COAEPKUT IEPBYI0 COBOKYNMHOCTb AKTUBHOTO HHIPEIUEHTA,
ConeprKaIlyl YacTHUIbl, ¥ MO MEHbIIEH Mepe OAWH MOCIAEAYIOMUNA KOMIIOHEHT CONEPIKUT
BTOPYIO COBOKYITHOCTh AaKTHBHOT'O WHIPEIUEHTAa, COMAEPIKAIMYyK) YaCTHIbl, TPH 3TOM
KOMOWHALIMSI KOMIIOHEHTOB IEMOHCTPUPYET OMMOIANbHBIN WM MYJIbTUMONABHBIN MPOQHIIb

BBICBOOOXKICHUS.

[0013] 3asBka Ha marteHnt CIIIA No 2014/356428 oTHOcHUTCS K JIEKapCTBEHHOH (opme,
KOTOpasi comepkut (1) Mo MeHblIeld Mepe OoauH CHOPMHUPOBAHHBIA cerMeHT (S;), KOTOpBIH
CONIEP>KUT TEPBbIN (PapMaKOJOTHUYECKH AKTHBHBIA WHTrpeaneHT (Aj) u obecredmBaeTr ero
MPOJIOHTHPOBAHHOE BBICBOOOKIEeHHE U (11) MO MEHbIIeH Mepe OIUH IOTOJHUTEbHBIN
cerMeHT (S;), KOTOPBIH CONEPIKUT BTOPOH (papMaKoJOrHUeCKH aKTUBHBIA MHIPEAUEHT (A;) U
o0ecrieunBaeT €ro HEMENJIEHHOE BbICBOOOXIEHHE, TIJ€ 10 MEHbLIeH Mepe OIuH
copMUpOBaHHBII cerMeHT (S;) meMOoHCTpupyerT Oojiee BBICOKUN TMpeaes MPOYHOCTH Ha

pa3phIB, YeM IO MEHbINEH Mepe OJUH JOMOJHUTENbHBIA CerMeHT (S;) U MO MeHbIuel mepe
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onuH c(hOPMHUPOBAHHBII CerMeHT (S1) IEMOHCTPUPYET Mpenes MPOYHOCTH Ha pa3pbiB Oolee

500 H.

[0014] Schilling / McGinity (International Journal of Pharmaceutics 400 (2010) 24-31; u US
9192578 B2) pacKpbIBalOT KOMIIO3MLUH M CHOCOOBI MX TOJYYEHUS IyTE€M 3aKIIOUeHHS
MHOJKECTBA TBEPAbIX YaCTHUI ¢ MOIU(UIMPOBAHHBIM BBICBOOOJKIEHHEM B MaTpHUIlE IpH
COXpPaHEHUHN XAapPaKTCPUCTUKHU PACTBOPCHUA HNCXOOAHOTO MHOXECTBAa TBEPABIX YaCTUL C

MOU(ULIPOBAHHBIM BBICBOOOKIEHUEM.

[0015] CpoiicTBa TaKuxX 3aIIMINEHHBIX OT HECAHKUMOHHPOBAHHOTO BMEIIATENIbCTBA
JIEKapCTBEHHBIX (DOPM, OTHAKO, BO BCEX OTHOIICHUSX HE SIBJISIOTCS YIOBJIETBOPUTEIbHBIMU.
CymecTByeT mOTPeOHOCTh B 3aIUIIEHHBIX OT HECAHKIIMOHHPOBAHHOTO BMeEIIATENIbCTBA
JICKApPCTBEHHBIX (opMax, KOTOpble OONATAIOT COMPOTHBIICHHEM pA3JaBIUBAHUIO U
BBICBOOOKHAIOT  (papMaKOJIOTHYECKH  aKTHBHOE  COCAUHEHHE B  COOTBETCTBUH  C
MOIU(ULIMPOBAHHBIM  BBICBOOOXKIEHUEM WJIM TPEPBIBUCTBIM  BBICBOOOKIeHUEeM. [lpu
TIOTIBITKE M3MEHHUTH JICKAPCTBEHHYIO (HOPMY ISl M3TOTOBJICHUS] COCTaBA, MOIXOISIIEro IS
3J0ynoTpedIeHNs] IyTeEM BHYTPUBEHHOT'O BBEIACHUS, YKUAKAS YaCTh COCTaBa, KOTOPAsi MOXKET
OBITh OTHENIEHA OT OCTaTKa C MOMOIIBI0 INMPHIA, AOKHA OBITh KaK MOXHO MEHbIIE,
HampuMep, NOJDKHA coxepkaTh He Oonee 10 macc. % (dapmakonoruuecku akTHBHOTO

COEIMHEHHS], IEPBOHAYAIBHO COJIEPKaBLIETOCs B JIEKAPCTBEHHOH (opMme.

[0016] Llenpro corjacHO U30OPETEHHIO SIBJIIETCS MPENOCTABJICHWE 3AlIMIEHHBIX OT
HECAHKI[MOHUPOBAHHOTO BMEIIATEIbCTBA JIEKAPCTBEHHBIX (POPM, KOTOpbIE TMPEIJIararT
ObICTpOEe BBICBOOOKIEHHE (HAPMAKOJOTHYECKH AKTUBHOTO COEOUHEHHS U KOTOPbIE UMEIOT
MIPEUMYINECTBA IO CPABHEHUIO € 3AIMUINEHHBIMUA OT HECAHKIIMOHUPOBAHHOI'O BMEIIATEILCTBA

JIEKapCTBEHHBIMU (POPMAMHU MPEIIIECTBYIOLIETO YPOBHS TEXHUKH.

[0017] DTa uenb OblIa TOCTUTHYTA B COOTBETCTBUU C MPEAMETOM (POPMYJITbI N300peTEHUSI.

[0018] H300peTeHne OTHOCUTCA K JIEKAPCTBEHHOW (popMe IUIsi MepopaibHOTO BBEACHUS,
comepkamedl (apMaKOJIOTMUECKH AaKTUBHOE COEAMHEHME, TIZeé 4YacTb YKa3aHHOTO
(apMakoNOrn4ecku aKTHBHOTO COEAMHEHUs] COIEPXKUTCS BO MHOXKECTBE YACTHIl C
HEMEJIEHHBIM BBICBOOOIKICHHUEM, o0ecrieunBast HEMEIJICHHOE BBICBOOOXKICHNE

(I)apMaKOJ'IOFI/ILIeCKI/I AKTUBHOI'O COCOWHCHHA, IMpPU OSTOM [Jpyrad 4YaCTb YKa3aHHOI'O



10

15

20

25

30

(bapMakoIOrH4ecKy aKTHUBHOT'O COEIMHEHHS CONIEPIKUTCA B IO MEHbIIEH Mepe OHOM YacTuIle
C KOHTPOJHPYEMBIM BBICBOOOXKIEHHEM, ObOecreunBas KOHTPOJUPYEMOE BbICBOOOXKIEHHE
(bapMakoIOrn4ecky aKTUBHOTO COEIMHEHUS]; U IZie Mpee MPOYHOCTH HA Pa3phbIB KAXKION M3
YACTHLl C HEMEIJICHHbIM BBICBOOOXKICHHEM W/WJIM 1O MEHbLIeH Mepe OIHOH YacTUIBI C

KOHTPOJIUPYEMBIM BBICBOOOKIEHUEM COCTABIISIET 1O MeHbLIel Mepe 300 H.

[0019] HeoskumaHHO OBIJIO YCTAHOBJIEHO, YTO MOTYT OBbITh OOeCMe4YeHbl 3alUINEHHBbIE OT
HECAHKI[MOHUPOBAHHOTO BMEIIATENIbCTBA JIEKAPCTBEHHBIE (POPMBI, KOTOPbIE BHICBOOOKIAOT
(apMaKkoJIOTUYECKH AaKTHBHOE COEIUHEHHEe MOAM(DUIMPOBAHHBIM MyTeM, T. €., C
UCTIOJIb30BAaHUEM KOMOWHAIIMUM HEMEJICHHOTO BBICBOOOXKAEHHUS M TMPOJIOHTHPOBAHHOTO
BbICBOOOKAEeHUsl.  HeoskumanHO  OBUIO  YCTAHOBJIEHO, 4YTO  3AIHMIIEHHOCTh  OT
HECAHKI[MOHUPOBAHHOTO BMEIIATEeNIbCTBA TAKUX JIEKAPCTBEHHBIX (opM obecreunBaeT
3aIUIIEHHOCTh OT HECAHKIITHOHUPOBAHHOI'O BMEIIATENIbCTBA, OT S3KCTPAKIIMUA PACTBOPUTENIEM,

d TAKXKE OT IIOJIHOI'O BbICBO60>KI[eHI/I$I A03bI B BOAHOM paCTBOPE 3TAHOJIA.

[0020] 3alUIIEHHOCTh OT HECAHKLMOHWPOBAHHOTO BMEMIATENHCTBA B OTHOIIEHHUH IOJHOTO
BBICBOOOXKIEHHS 03Bl B BOHOM PAacTBOPE STaHOJIA OOBIYHO pacCMaTPUBAETCs KaK CBOMCTBO,
rae npoduiab BBICBOOOXKAEHUS il Vitro (papMakoJOrHUECKH AaKTHBHOIO COEIMHEHUs W3
JIEKapCTBEHHOH (POPMBI B CpeZie C STAHOJIOM HANOMUHAET NMPO(HIIb BBICBOOOXKACHUS il Vilro
B 0€39TaHONIBHOI Ccpene, Tak YTO BBICBOOOXKIEHHE i71 Vilro B Cpelie C STAHOJIOM CYLIECTBEHHO
HE YCKOpSIeTCS N0 CPaBHEHUIO C TaKOBbIM B Oe3dTaHONbHON cpene. HeoxxumanHo Obuio
YCTaHOBJIEHO, YTO MOIYT OBITh OOECredeHbl 3alMIIeHHble OT HECAHKIHMOHHUPOBAHHOIO
BMEIIATEJbCTBA JIEKAPCTBEHHBbIE (POPMBI, KOTOPbIE BBICBOOOXKIAIOT (HapMaKOJIOrHUYECKH
AKTUBHOE COCAMHEHHUE B CPEIe C 3TAHOJIOM HE TOJBKO C MPOodHieM BbICBOOOKICHHUS il Vilro,
KOTOpBI HAamoOMUHAeT NpOQUIb BBICBOOOXKIEHHS i1 Vifro B O€33TaHOJBHOW Ccpene, HO
KOTOpBIE MPENJIaraloT BEICBOOOKIEHHE /11 VifFO B Cpelle C STAHOJIOM, KOTOPOE SIBJISIETCS TaXKe

3HAYUTENTBHO O0Jiee MEJIEHHBIM, YeM B O€33TaHOJLHOU cpene.

[0021] Kpome Toro, HeokuaaHHO OBUIO OOHAPYIKEHO, YTO B OMHOM M TOH e JIEKapCTBEHHON
¢dopme MoryT ObITh OOeCreueHbl ABa KOMIAPTMEHTa (MHOXKECTBO YAaCTHIl ¢ HEMEIJIEHHBIM
BBICBOOOXKIEHHEM, C OHOM CTOPOHBI, U YaCTHUIA C KOHTPOJHPYEMBIM BBICBOOOKICHUEM, C
APyrol CTOPOHBI), KOTOPBIE HE3aBHCUMO ApPyr OT Jpyra o00eCrnedynBarOT CBOWCTBA
3aIUIIEHHOCTH OT HECAHKLMOHHPOBAHHOIO M3MEPEHHUs, KOTOpPhIE, B CBOIO OU€PEeIb, MOTYT

OTJIMYATBCS APYT OT ApyTra.
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[0022] Purypa | WUIOCTpUpPYET MNOBEACHUE 4YaCTHUL, COAEPKALIUXCS B JIEKAPCTBEHHOU
(dopMe corimacHO H300pETEHHI0, B UCCIEAOBAaHMU IIpeneNa MPOYHOCTH HA PpaspbiB, B

YaCTHOCTH, UX Ae(GOopMUPYEMOCTH.

[0023] Durypa 2 WUIIOCTPUPYET MOBEAECHHE OOBIYHBIX YACTHULl B MCCIIEIOBAHUU Mpeaena

MPOYHOCTH Ha Pa3phIB.

[0024] @urypa 3 moka3biBaeT NPOQHIIb BBICBOOOKACHUS i1 Vilro 4acTUL] C HEMEIJICHHbIM

BbICBOOOKAeHHeM [Ipumepa 1.

[0025] Purypa 4 TmoOKa3bBaeT NPOPHIb  BBICBOOOXKIACHHS i1 VifFO  TIOKPBITBIX
SHTEPOCONMOOMIBHON 000IOUKON YacTULl ¢ KOHTPOJIHPYEMBIM BbICBOOOKAeHHeM [Ipumepa 2

co cMeHoi pH cpenpl BBICBOOOXKIEHHSI OT KHCJIOTO 10 HEHTPAIbHOTO Yepes 2 Jaca.

[0026] Durypa S TmOKa3bBaeT NPOPUIb  BBICBOOOXKIEHHS i1 VifrO  TIOKPBITBIX
SHTEPOCONMOOMIBHON 000JIOUKON YacTULl ¢ KOHTPOJIMPYEMBIM BhICBOOOKAeHHeM [Ipumepa 3

co cMeHoi pH cpenpl BEICBOOOXKIEHHSI OT KUCJIOTO 10 HEHTPAJIbHOTO Yepes 2 Jaca.

[0027] Durypa 6 mnokasbiBaeT npoUIb BBICBOOOXKIAEGHUS i1 VifrO YacTULBI €

KOHTPOJIMPYEMBbIM BbIcBOOOKneHueM [Ipumepa 4—1 no cpaBHeHHIO ¢ TakoBbIM [Ipumepa 4-2.

[0028] @urypa 7 mokasbiBaeT NPO(HIb BBHICBOOOKIEHHS il VifFO JEeKapCTBEHHOH (HOpMBI
ITpumepa S5 B 40 % BOOHOM pacTBOpe dTaHONA CO cMeHOH pH cpenbl BHICBOOOMKIEHHUS OT

KHCJIOTO 0 HEUTPAIBHOTO uepes 2 Jaca.

[0029] @urypa 8 mokasbiBaeT NPO(GHIL BBHICBOOOXKIEHHS i1 VifFO JEKapCTBEHHOH (HOPMBI

IIpumepa 6 B 40 % BOAHOM pacTBOpE 3TAHOJA.

[0030] Purypa 9 noka3plBae€T aHAJIN3 CUTOBAHUEM COAEPKMMOIO KaICyJl B COOTBETCTBUU C

ITpumepom 15 mocne pasmona B TeueHUE 2 MUHYT B KOPEMOJIKE.

[0031] Purypa 10 mokaseiBaeT nMpouib BEICBOOOXKIEHHS i71 VilrO Karcysl B COOTBETCTBUU C

ITpumepom 15 B cpene BBICBOOOXKIEHHS O€3 3TaHOJIA U C STAHOJIOM.
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[0032] Purypa 11 mokaspIBaeT aHAJIN3 CUTOBAHUEM COAEPKUMOIO KaIlCyJl B COOTBETCTBUU C

ITpumepom 16 nocne pasmona B TeueHUe 2 MUHYT B KOPEMOJIKe.

[0033] Durypa 12 mokaspiBaeT MpodUIIb BEICBOOOKIACHUS 11 VifFO KancCysl B COOTBETCTBUU C

ITpumepom 16 B cpene BHICBOOOXKIEHHs O€3 3TaHOJA U C STAHOJIOM.

[0034] @urypa 13 mokaspiBaeT cpemHuUll NPOQUIb BBICBOOOXKIEHHs in Vifro TabJIeTOK B

cootsercTBuM ¢ [Ipumepom 17.

[0035] @urypa 14 mnoka3biBaeT cpeaHWi NPO(UIL BBICBOOOKACHUS if1 VifrO HacTHLl C

HeMeJIeHHBIM BhICBOOOKAeHueM [Ipumepa 18.

[0036] Purypa 15 moka3pBaeT TpPOPHIbL BBICBOOOXKIEHUS iM VIO  TIOKPBITBIX
SHTEPOCONOOMIBHON 00O0JIOYKOH YaCTHUI] C KOHTPOJIUPYEMBIM BBICBOOOKAEHHEM U3 [Ipumepa

19-1 co cmenoti pH cpensl BEICBOOOKAECHNUS OT KUCJIOTO O HENTPAIBbHOTO Yepe3 2 Jaca.

[0037] Purypa 16 moka3biBaeT NPOPHIbL BBICBOOOXKIEHUS iN  VifrO  TIOKPBITBIX
SHTEPOCONOOMIBHON 000JI0YKOM YacTHUI] C KOHTPOJIUPYEMBIM BBICBOOOKAEHHEM U3 [Ipumepa

19-2 co cmenoii pH cpenpl BBICBOOOXKIEHUS OT KHCJIOTO A0 HEHTPAIBHOTO yepes 2 Jaca.

[0038] Durypa 17 mokasbiBaeT mNpoduiib  BBICBOOOXKIEHUS [N VilFO  TOKPBITHIX
SHTEPOCOJIFOOUIBHON 000JIOUKON YaCTUILl ¢ KOHTPOJIHMPYEMbIM BbICBOOOKAeHHEM 13 [Ipumepa

19-3 co cmenoii pH cpenpl BBICBOOOKISHHS OT KUCJIOTO 10 HEHTPAIBHOTO Yepe3 2 Jaca.

[0039] @urypa 18 mokaspiBaeT mnpoduiab BBICBOOOXKAEHUs in Vitro kamcyiael 20-20 u3

[Tpumepa 20 B pa3auyHBIX Cpeaax BHICBOOOIKICHMS.

[0040] H300peTeHne OTHOCUTCA K JIeKapCTBEHHast opma ISl mepopalibHOrO BBeneHus. [lpu
UCTIOJIb30BAaHUHM B JAHHOM JOKYMEHTE TEPMHUH «JIeKapCTBEHHast (POpMa» COOTBETCTBYET
(apmaLieBTHYIECKON €AMHUIIE, COAepsKauled (apMakoJOIM4eCKH AaKTUBHOE COEIUHEHHUE,

KOTOPOE NpH NPECANMMCAHHOM BBECACHUHU JOJIXKCH IPUHUMATHLCA MEPOPATIBHO.
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[0041] IlIpenmodtuTeNnbHO, JIeKapCTBEHHAast ()OpMa COTJACHO H300PETEHUIO MPENCTaBJISIET
coboii kamcyny miam TabneTky. YacTHLbI, KOTOpbIE COAEPKATCs B JIEKAPCTBEHHOH (opme

W/Wu JeKapcTBeHHas (hopMa Kak TaKOBasi MOJKET ObITh TIOKPBITA TIJICHKOM.

[0042] JlekapcTBeHHass ¢opMa MOXeT ObITb CrHpeccoBaHa WM (OPMOBAHA TIPU €€
W3TOTOBJIEHMH W MOXET HMEThb IPaKTUYeCKH J00OH pasmep, ¢GopMy, MacCy U LBET.
BONBIIMHCTBO JIEKAPCTBEHHBIX (POPM TPEAHA3HAYECHbI JJIsl TPOTJIATHIBAHUS KAaK €IUHOE
nenoe. OQHAKO, B KAYECTBE AJbTEPHATHBBIL, JIEKAPCTBEHHbIE (POPMBI MOTYT OBITh PACTBOPEHBI
BO PTY, Pa3’»KeBaHbl WIH PACTBOPEHBbI WM JHUCIEPTHPOBAHBI B JKUAKOCTH WIH THIIE TMEepe
rnotanreM. Takum o0pa3oM, JiekapcTBeHHast (opmMa COTJIaCHO H300PETEHHI0 MOXKET

AJIBTCPHATUBHO OBITH afanTtupoBaHa AJIA 6YKKaJ'IbHOFO WUJIH JIMHI'BAJIBHOT'O BBCACHUA.

[0043] B mpeanmoYTHTENbHOM BapUAHTE peau3alliH, JIeKapcTBEHHast (opma COTJIACHO
U300pPETEHHIO MPENMOYTUTETHPHO MOXKET OBITh paccMoTpeHa kak coctaB MUPS (tabnetku u3
MHKDOKAIICYJl C aKTUBHBIM BEIIECTBOM). B MpeamouTUTENbHOM BapHaHTE peaTu3aliu
JeKapCTBeHHAass (opMa COMNIACHO H300PETEeHUIO SIBJSIETCS MOHOJUTHOW. B nmpyrom
NPEANOYTUTEIHBHOM BapHaHTE peai3aluy JIeKapCTBeHHass (opMa COriaacHo M300peTeHHIO
SIBJISIETCST HE MOHOJIUTHOW. B TaHHOM KOHTEKCTE€ TEPMHH «MOHOJHUTHAS» MPEATIOYTUTEHHO
O3HAa4YaeT, 4TO JieKapCcTBeHHass ¢opma oOpasoBaHAa WM COCTaBlieHa U3 Marepuana 0e3

COEIMHEHMI UJIH IBOB WJIK COCTOUT WUJIH MMpeacTaBJisACT coboit CAHNHOC LICJIOC.

[0044] B mpenmoYTHTENTFHOM BapUaHTE peanu3aliy JIEKApCTBEHHAss (GopmMa COTrJIacHO
U300PETEHUIO CONEPIKUT BCE HHIPEAMEHThI B IUIOTHOM KOMITAKTHOM OJIOKE, KOTOPBIA IO
CPaBHEHHMIO C KalCyJlaMd HMEET CpPaBHUTEJNbHO BBICOKYIO IUIOTHOCT. B apyrom
NPEANOYTUTEIbHOM BapHaHTE peaM3alMy JIeKapCTBeHHAs (popMa COrIacHO H300pETEHHIO
CONEPKUT BCE MHIPEAUEHTHI B KaIICyJIe, KOTOpAast, 10 CPABHEHUIO C IUIOTHBIM KOMIIAKTHBIM

OJIOKOM, UMEET CPAaBHUTEIBHO HEOOBINYIO MIIOTHOCTb.

[0045] TIpenMyIecTBOM JIEKapCTBEHHBIX (POPM COTNIACHO HM300PETEHUIO SIBJIAETCS TO, YTO
OTHU M T€ JK€ YAaCTHILI MOTYT CMEIIMBATLCSA C OKCIMIIMEHTAMH B PAa3HBIX KOJIWYECTBAX, B
pe3ysibTaTe 4ero MOryT ObITh IOJIy4eHbI JIEKapCTBEHHbIE (POPMBI PA3IMUHON CHIIBL. Jlpyrum
NPEUMYIIECTBOM JIEKAPCTBEHHBIX (POPM COTTIACHO M300PETEHUIO SBISIETCS TO, YTO PA3INIHbBIE
YacTUIBl MOTyT OBITH CMELIaHbl JAPYr C JPYroM JAjisl TOJYyYeHUS TakuM o0pazom

JICKaAPCTBCHHbIX (1)OpM C pasinIHbIMU CBOfICTBaMPI, Harpumep, pasinvdHbIMU CKOPOCTAMU
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BI:;ICBO60)KI[€HI/I${, pa3InIHbIMHU (I)apMaKOJ'IOFI/ILIeCKI/I AKTUBHBIMHU  HUHIPEAUCHTAMU U

onoOHOE.

[0046] JlekapcTBeHHast (opmMa COMJIACHO HM300PETEHHIO COAEPXKHUT (HapMaKOJIOTHIECKH
AKTUBHOE COENMHEHHE, I7I€ YacTh YKa3aHHOTO (papMaKOJOTHYECKH aKTHBHOTO COEIMHEHUS
COIEPIKUTCST BO MHOJKECTBE YACTHL C HEMEIUIEHHbIM BbICBOOOXKIEHHEM, o0ecrnedrnBast
HEMeIJIEHHOE BBICBOOOXKIeHNE (HapMAKOJOTHMYECKH AKTHMBHOIO COENMHEHUS;, W TMPU 3TOM
Apyras 4acTh YKa3aHHOTO (hpapMakoOJOTHYECKH AaKTUBHOTO COENUHEHUS COIEPIKUTCS B IO
MEHbIIe Mepe OMHOW 4YacTHIle C KOHTPOJHUPYEMbIM BBICBOOOKAEHHEM, OOecreunBas

KOHTPOJHMPYEMOe BbICBOOOKIEHHE (hapMAKOJIOTHIECKH AKTUBHOTO COSAMHEHUSI.

[0047] Ecnam mpsMo He yKa3aHO HWHOE, JIOOOW MPEANOYTUTENbHBIA BapUAHT peaji3allvy,
KOTOPBIN COMIACHO M300PETEHUI0 OTHOCUTCS K «YaCTHUIIAM» MOKET HE3aBHCHMO OTHOCHTBHCS
KaKk K 4YacTHIAM C HEMENJIEHHbIM BBICBOOOXKIEHHEM, Tak M K dYactuue(-am) ¢

KOHTPOJMPYEMBIM BBICBOOOKICHHEM.

[0048] TIpenen mMpOYHOCTH HA Pa3pbIB KAXKAOH M3 YaCTHUI] C HEMEJIEHHBIM BBICBOOOXKIEHHEM
W/WIT IO MEHbIIEeH Mepe OTHOM YacCTHLIbI C KOHTPOJIUPYEMBIM BICBOOOIKIEHUEM COCTABIISET
no menbinei Mepe 300 H. [{nst ueneli cnienudukauuu, A «uw/wnmn» B o3nagaer (1) A, HoO He B,

(11) B, Ho He A unu (ii1) kak A, Tak u B.

[0049] JlekapcTBeHHass (opMa COIJIACHO H300PETEHUIO COAEPKUT MHOKECTBO YAaCTHII, a
UMEHHO, MHOKECTBO YaCTHUI[ C HEMENJICHHBIM BHICBOOOKIEHUEM U MO MEHbINEH Mepe OIHY
YaCcTHUIy C KOHTPOJUPYEMBIM BBICBOOOKAEeHHEM. HacTuilbl comepkar (hapMakoIOrHYecKu
AKTUBHOE COCIMHEHUE U, MPENNOYTUTENIbHO, MOJUAJKUIECHOKCU. B mpeamodytuTensHOM
BapHAHTE Peau3allii, YaCTUIIbI C HEMEIJICHHBIM BBICBOOOKIEHUEM, HO, MPEANOUYTUTENBHO,
0e3 Hero, MO MeEHbIIEH Mepe OJHA YacTHIA C KOHTPOJIUPYEMBIM BBICBOOOKICHHEM,
JOMOJIHUTENBHO COAEpPKAT paspbIxJuTeSb. B IpyroMm nOpeanouTUTENbHOM BapUaHTE
peau3ainy YaCTUIbl C HEMEJICHHBIM BBICBOOOKICHHEM U, TIPEIIIOYTUTENIbHO, B TOM YHUCIIE
MO MEHbIIEH Mepe OJHA YacTUIa C KOHTPOJHMPYEMBIM BBICBOOOKICHHEM, IOTIOJHUTEIHLHO

cozepIKaT pa3pbIXJIUTENb.
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[0050] IIpenmouTHTeNnbHO, BHYTPU 4YACTHL, (HAPMAKOIOTMYECKH AaKTUBHOE COEJUHEHNE
JUCIICPTUPYOT B MOPEANOYTUTCIIBHO  OPUCYTCTBYIOMIEM  HOJHAJIKUICHOKCUAEC U

HeoOs13aTeNIbHO OMOIHUTENBHO MPUCYTCTBYIOLIEM Pa3PhIXIIUTEIE.

[0051] Jlost meneil maHHOW cHeU(HKALUME TEPMHH «YaCTHLA» COOTBETCTBYET JHUCKPETHOM
Macce MaTepualia, KOTOPbIN sIBJsieTcst TBepAbIM, HanpuMmep, rpu 20 °C wiu npu KOMHaTHOU
TeMIlepaType Wi TeMIepaType Okpyskarouei cpenpl. [IpeanoyrurensHo, yacTua sBIIsIeTCs
TBepaot npu 20 C. IIpennouturenbHO, YacCTULBl  SABJISIIOTCS ~ MOHOJMTHBIMHU.
[IpennouyrurenbHO, (PApMAKOJOTHYECKH AKTUBHOE COCOMHEHHWE W TOJHAIKUICHOKCH
OTHOPOAHO pacmpenesieHbl B 4YacTHUIAX TAaKUM OOpa3oM, YTO HaCTHLbI HE CONEpKaT HH
OHOTO CEerMeHTa, INe MPUCYTCTBYET JUOO (PapMaKOJOTHYECKH AKTHBHOE COEAMHEHHE B
OTCYTCTBHE MOJHAIKUICHOKCHIA, JHOO MPUCYTCTBYET IOJUAIKIIEHOKCHA B OTCYTCTBHE

(hapMaKoJOTUIECKH aKTUBHOTO COETUHEHUSI.

[0052] Korma 4wacTuULbl MOKPBITBI IUIEHKOW, MHNPEANOYTUTENIBHO, MNPUCYTCTBYIOLIHM
NOJHUANKUIICHOKCH, MOPEANOYTHUTEIbHO, TOMOT€HHO paCHpPEaesaeTCsl Ha CEpPALCBHHE H3
JIEKapCTBEHHOW ()OPMBI, TO €CTh, IUIEHOYHOE MOKPBITHE NPEANOYTUTENHHO HE CONEPIKUT

MNOJIMAJIKUIICHOKCHU A, HO HeO6$I321TeJ'IbHO, COACPNKUT TIOJUAIKHUIICHIJIUKOJIb, KOTOprﬁ

2
OTJIMYAETCs] OT MOJIMAJIKUIICHOKCHIA OoJjiee HU3KOW MOJIEKYJIIpHON Maccoil. TeM He MeHee,
IUIEHOYHOE TIOKPBITHE KaK TaKOBOE MOJKET, KOHEUHO, COAepKaTb OOWH WU Ooee
MOJIUMEPOB, KOTOPBIE, OAHAKO, MPEANOUYTUTEIBbHO OTJIUYAKOTCA OT MOJUAJKUIEHOKCUTA,

NpEANIOYTUTEIIBHO COACPKAIIECTOCA B CEPALICBUHE.

[0053] YacTh (hapMaKOJIOrHYECKH aKTUBHOTO COEIUHEHHMsS COAEPIKUTCS BO MHOMKECTBE
YaCcTHUI] C HEMEIJIEHHBIM BBICBOOOXKIEHHEM, a APYrasl 4acTh (hapMaKOJIOTHUYECKH aKTHBHOTO
COCIMHEHMs] COAEPKUTCA B IO MEHbIIEH Mepe OAHOW 4YacThlle € KOHTPOJUPYEMBIM

BBICBOOOXKIEHUEM.

[0054] B COOTBETCTBHHM C TMPENNOYTHTEIBHBIM BAPUAHTOM peau3aludl H300peTeHHS,
yKa3aHHas JApyras 4YacTb YKa3aHHOTO (PapMakoJOrHMYECKH aKTUBHOTO COCOMHEHUS
COIEPIKUTCS B OFHOHM YaCTHIE C KOHTPOJMPYEMBIM BBICBOOOXKIEHHEM WM B HECKOJIBKUX
YaCTUIAX C KOHTPOJUPYEMBIM BbICBOOOXKIEeHHEM (2, 3 miM 4 4acTUIax ¢ KOHTPOJIUPYEMbIM
BBICBOOOXKIEHHEM), TIJl€ OTAENbHAas 4YacTHLAa C KOHTPOJUPYEMBIM BBICBOOOKACHUEM,

NPEANOYTUTENBHO, IO CYLIECTBY OOJbIIe W/MIM TsDKEJIee, 4YeM OTHeNbHas YacTula ¢
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HEMEIUIEHHBIM ~ BBICBOOOKAeHHEM. IIpenmoururenpHO, yKa3aHHas OJHA YacTHLA C
KOHTPOJIMPYEMBIM BBICBOOOKAEHHEM HWIN JF00asi OTAEbHAs 4YacTULA C KOHTPOJIUPYEMBIM
BBICBOOOXKIEHMEM B TIpenenax TIPYyNIbl W3 HECKOJbKMX  YKa3aHHBIX YacCTHIL C
KOHTPOJIIPYEMBIM BBICBOOOJKAEHHEM MMeeT OOIIyI0 Maccy 1o MeHbluei mepe 20 mr, Oosee
IPEeANOYTUTENBHO, N0 MeHblell Mepe S50 mr, eme Oojiee MPEANOYTHTENBHO, 10 MEHbIIEH
mepe 75 wMr, paxke Ooyiee MPeONOYTHTENBHO, MO MeHbineld wmepe 100 mr, Haumbonee
MIPEANOYTUTENBHO, IO MEHbIIEH Mepe 125 Mr u, B 4acTHOCTH, 1O MeHbliel mepe 150 mr. B
COOTBETCTBHM C OSTHM BApUAHTOM peaju3alud, dYacTtuna(bl) C KOHTPOJUPYEMBIM
BBICBOOOKIEHHEM TPEANOYTUTENILHO HE COAEPKUT(AT) SHTEPOCOMIOOMIbHOE MOKpbITHE. B
COOTBETCTBUH C 3THM BapHAHTOM pPEAJIU3aLINH, JIeKApPCTBEHHAsT (JopMa MPEATNIOUTUTEIBPHO He
comepxkut dvactuubl DR (cmorpu Huke) s weneit cnenudukanmu, dactumy(bl) €
KOHTPOJMPYEMBIM BBICBOOOXKIIEHUEM, COIEpKAINYIOCA(HUeCs)) B JIEKapCTBEHHOH ¢opme B
COOTBETCTBHM C OSTHM BAapUAHTOM pealn3alldy TaKXKe Ha3bIBAIOT «yacmuyamu ¢
NPOJIOHCUPOBAHNBIM 6bIC6000JICOeHUeM» WU «yacmuyamu PR». Takum oOpasom, Hactuua
PR sBisieTcss mpeANOYTHUTENbHBIM BAPHAHTOM PEATU3aLUl YacCTULbI C KOHTPOJHUPYEMBIM
BBICBOOOXKIEHNEM (Takke HasbpiBaeMmast «uacmuya CR»). CnenoBaTenbHO, B COOTBETCTBUU C
STHUM TIPENNOYTHTEIBHBIM BApUAHTOM pEAJIM3alUM, JIEKApCTBEHHass ¢opMa COAEPIKUT
MHO>kecTBO dacTull IR B koMOWHaumMu ¢ OmHON WM HeckojbkuMu yactunei(amu) PR, Ho,

MPEANOYTUTENBHO, HU C OfHOU yactulen DR, Hu ¢ MHOXKecTBOM vactur DR.

[0055] B cooTBeTCTBUH C APYTMM MPEANIOYTHTENBHBIM BAPUAHTOM pean3alui H300peTeHNs],
yKa3aHHas JApyras 4acTb YKa3aHHOTO (hapMakOJIOTHYECKH AaKTHBHOTO COEJUHEHUs
COIEP KUTCS BO MHOKECTBE YACTHI] C KOHTPOJIUPYEMbIM BBICBOOOKIEHUEM, TZI€ OTAENbHAsI
YacTUI[A C KOHTPOJHPYEMBbIM BbICBOOOXKIEHHEM MPENNOYTHTEIBHO HMEET aHAJIOTUYHBIHI

pasMep B Maccy 1o CPAaBHEHHIO C OTAEIbHON YacTULIEH ¢ HEMEICHHBIM BBICBOOOIKICHUEM.

[0056] B mpeamoYTUTENbHOM BapUaHTE pean3alud U300peTeHUs, OTAEIbHBbIE YaCTHUIBI C
KOHTPOJMPYEMBIM  BBICBOOOXKIEHHEM W  OTHEJIbHBIE  YaCTHUIBI C  HEMEJICHHBIM
BBICBOOOXKICHHEM HMMEIOT HE TOJIbKO OIMHAKOBBIA pa3Mep M Maccy, HO M BHU3yallbHO HE
Pa3IUYMMBI JPYT OT APYyra HEBOOPYKEHHBIM Iy1a3oM. Takum oOpa3oMm, BHEIIHUI BHUI (LIBET,
¢dbopMma, pazMep, MOBEPXHOCTh M MOJOOHOE) YACTHULl ¢ KOHTPOJIUPYEMBIM BBICBOOOKIEHUEM U
YaCTHUI] C HEMEIJICHHbIM BBICBOOOXKIEHUEM SIBJIIETCS 10 CYINECTBY WAEHTUYHBIM, TaK 4YTO
NOTEHIUAJIBHO 3JI0yNOTpedstoee U0 OyAeT MMeThb M0 MeHbIIeH Mepe 3HAYMTEIbHbIE

TPYAHOCTHU MPU OTACJICHUHN BPYUHYIO 9aCTULl C HEMEAJICHHBIM BI:;ICBO60)KI[eHI/IeM OT 4acTun €
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KOHTPOJIHMPYEMbIM BbICBO60)KI[eHI/IeM. 3T10 AOMOJIHUTECJIBHO yJay4dllacT YCTOfIqHBOCTb K

MEXaHUYECKOMY Pa3pyIIEHHUIO JIEKAPCTBEHHON (POPMBI COTJIACHO M300PETEHHIO.

[0057] Tem He MeHee, N3-3a PA3IUIHON KOMITO3ULIMU U MOP(OIOTUN YaCTHIL] C HEMEJIEHHBIM
BBICBOOOKIEHUEM M YaCTHL[ C KOHTPOJUPYEMBbIM BBICBOOOKIEHHEM, CIELHUAINCT B JAaHHOH
o0JlacTH TEXHUKH MOXKET OTJIMYATh THIIBI YAaCTHULl IPYr OT APYra C MOMOLIBIO CIIOXKHBIX
AHATUTUYECKUX TEXHUK, KOTOPBIE, OJHAKO, OOBIMHO HENOCTYMHBI AJISl 3JI0YNOTPEOISIOMEro
JHLA, TaKUe Kak WHQpaKpacHasi CIIEKTPOCKONHS, PAMAHOBCKAsl CIIEKTPOCKOIUS M MOJO0HOE.
Takum 00pa3oM, MpU OTAEICHUU YaCTHUI] C HEMEIJICHHbIM BBICBOOOKIEHHEM OT YacCTHUI[ C
KOHTPOJIMPYEMBIM BBICBOOOKIEHHEM Ha OCHOBE OTJIMYUTEJIBHOTO MPHU3HAKA C IOMOIIBIO
TAKUX CJIOXKHBIX AHAJIUTHYECKUX METONOJOTHH, NMPOoQib BHICBOOOXKIEHHS i1 VilFO MOXET
OBITH W3MEPEH ISl OTJENEHHOIO MHO)KECTBA YaCTHI[ C HEMEIUIEHHBIM BBICBOOOXKIEHHEM B
OTCYTCTBHE€ MHOJKECTBA YAaCTHULl C KOHTPOJHPYEMBbIM BBICBOOOXKIEHHEM W HAoOOpOT.
ANBTEpPHATHBHO, NaX€ B OTCYTCTBHE TAKUX CJIOKHBIX AHAJIUTHYECKUX METOAOJOTHUH,
npodiib BBICBOOOXKIEHUS il Vifro MOXKET OBITh U3MEpPEH Aake AJsi ONHOW YacTHLbI B
allanTHPOBAHHBIX 771 Vifro ycnoBusx (cM., Hanpumep, M. Xu et al., Int. J. Pharm. 478 (2015)

318-327).

[0058] IIpenmouTHTENBHO, KAKAYD YAaCTHUIy C KOHTPOJHPYEMBIM BBICBOOOXKIECHHEM
HOKPBIBAIOT ~ SHTEPOCOTIOOMJIBHBIM  MOKPBITHEM, KOTOPOE, MPEAIOYTHTENbHO, TaKXkKe
obecreuynBaeT yCTOMYMBOCTH K IIOJHOMY BBICBOOOXIEHHMIO 03Bl B BOJHOM pacTBOpPE
3TaHONA. DHTEPOCOMIOOMIBHOE TMOKPBITHE JEeNAI0T YaCTHLbI C  KOHTPOJIHPYEMBIM

BI:;ICBO60}KIIGHI/I€M JacTuuaMu ¢ OTCPOYCHHBIM BI:;ICBO60)KI[6HI/I€M.

[0059] DTO MOXKET, MPENNOYTHTENbHO, OBITh JOCTUTHYTO 3a CYET JBYX CJIO€B, T. €.,
BHYTPEHHETO CJIOsI U HAPY>KHOI'O CJIOSl, KOTOPbIE OCHOBAaHbl HA PAa3IMYHBIX MMOKPBIBAIOIIUX
marepuaioB. Takum oOpa3oM, 3HTEPOCOTIOOUIBHOE MOKPBITHE MPEANOYTUTENBHO CONEPIKHUT
BHYTPEHHUI CIIOW W HApYXKHBIHA CIOW. IIpeanodrurenbHO, SHTEPOCOMOOUIPHOE TTOKPBITHE

COCTOMT U3 BHYTPECHHETO CJIOA U HAPYIKHOTO CJIOA.

[0060] B mnpeanoYTUTENBHOM BapUaHTE pealu3aluy, 4YacTULbl C KOHTPOJIMPYEMBIM
BeICBOOOXKAeHneM (dactuipl DR) cHavanma oOecrneumBaroT CO CJIOEM HEPACTBOPHUMOIO B
KHIIIEYHUKE Marepuana, Hampumep, MNOJIUBUHHUIIOBOT'O cnupTa HUIIA

THAPOKCHIPOIHIMETHIILEILTIONO3b (Hanpumep, pink or Opadry™) u sHTEpOCOMOGHIBHOTO
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MOKPBITHsA, COAEPKALUErOo BHYTPEHHUM CJION U HAPY>KHBIN CJIOH, a 3aT€M NPUMEHSIOT Ha CJIOe
HEpPAaCTBOPUMOTO B KHINEYHHKe Marepuana. Js nemedl  cnenudukanydy, Takou
HeoOsI3aTeNbHBII CIIOM HEPacTBOPUMOIO B KHUIIEYHMKE MaTepuana He OTHOCHTCS K
SHTEPOCONIOOMIBHOMY TOKPBITHIO (HAampumep, HE BHOCHUT BKJag B OOy Maccy

SHTEPOCOIOOMIBHOTO TIOKPBITHS ), HO SIBJISIETCS. OTACIBHBIM MOKPBITHEM.

[0061] IIpenmoyTUTENBbHO, YKa3aHHOE€  MHOXKECTBO  YacTHL C  KOHTPOJUPYEMBIM
BeICBOOOXKAeHneM (4yacturl DR), mpu wmccnemoBaHuM OTAeNbHO, obecrnednBaeT mnpoduib
BBICBOOOXKACHHS 711 Vifro, M3MEPEHHBIN C TIOMOLIBIO amrmapara ¢ JIOMAaCTHOH MEIIaJKOM,
obopynoBanHoro 0e3 rpysmia aist kancyd npu 50 o6./mun., 37+5 °C, B 900 mn cpenmsl
BBICBOOOXKIEHHs, B TeueHHe nepBbix 2 vacoB mpu pH 1,2, a 3arem mpu pH 6,8; rme
BeICBOOOXKIEeHHE i1 Vitro 80 macc. % (papMakoIOTHYECKU aKTHBHOTO COCOMHEHUS, KOTOPOe
NIEPBOHAYAIIBHO COAEPIKATIOCH B YACTHUIIAX C KOHTPOJIUPYEMbIM BBICBOOOKIEHHEM, TOCTHIAIOT
B 5TAHOJILHOH Cpene BBICBOOOXKACHUS TPpU KOHIIEHTpaluu 3TaHoja B 40 00. % mo3xe, 4eM B
0e33TaHONBHOI cpene BBICBOOOXKAEHUA. IIpenmournrensHO, BBICBOOOXKAEHUE in vitro 80
macc. % (papMaKkoJIOrHYeCKH aKTHBHOTO COSAMHEHUs], KOTOPOE NMEPBOHAYAIBHO CONEPIKAIOCH
B YaCTUIAX C KOHTPOJHMPYEMBIM BBbICBOOOXKIEHHEM, AOCTHTAIOT B 3TAHOJIBHOH Cpere
BBICBOOOXKIEHHS TPU KOHIEHTpauuu 3TaHona B 40 00. % mo MeHbinell Mepe Ha 15 MUHYT
nosxe, Oojee MPennouTUTENbHO, MO MeHbliel Mepe Ha 30 MHHYT mo3xke, eme Oonee
NPEANOYTUTENBHO, 10 MEHbIIEeH Mepe Ha 45 MUHYT Mo3ke, naxe Oosee MPennodYTUTEIBHO,
1o MeHblIeH Mepe Ha 60 MUHYT MO33Ke, elle 0oJiee MPEANOUTUTENbHO, IO MEHbIIEH Mepe Ha
75 MUHYT 103Ke, HauboJIee MPEATIOYTUTEIBHO, IO MEeHbIIEH Mepe Ha 90 MUHYT MO3XKe, YeEM B
0e35TaHONBHON cpene BBICBOOOXKAEHMs. Hampumep, Korma mNpu  AaHHBIX  YCJIOBHUSX
BeICBOOOXKAEeHHE 11 Vifro 80 macc. % (papMakoJIOTUYECKU aKTHBHOTO COCOHHEHUs, KOTOpOe
NEPBOHAYAIBHO CONEPIKAIOCHh B YACTUIAX C KOHTPOJIUPYEMbIM BBICBOOOKIACHHUEM JOCTHIAOT
cnycTsi, HanpuMep, 157 MUHYT B 0€33TaHOJIBHOU cpene BhICBOOOKIEHNUS, BBICBOOOKIEHUE i1
vitro 80 macc. % (apMaKoJOrHUeCKH AaKTHBHOIO COEIWHEHMs, KOTOPOE IEPBOHAYAIBHO
COZEPKaJIOCh B YaCTHULIAX C KOHTPOJIUPYEMBIM BBICBOOOKIEHHEM JOCTUTAIOT B STAHOJBHOM
cpene BBICBOOOXKIEHUs TpH KOHIUeHTpanuu staHona 40 00. % mo meHbimed mepe Ha 15

MUHYT [I033K€, T. €., JOCTUTAIOT He paHee 4eM uepe3 157 + 15 munyt = 172 MunyT.

[0062] IlpenmodTuTeNnbHO, JIEKapCTBEHHasi (opma MO CyIecTBy obecrneunBaeT NpOQUib
BBICBOOOKACHUSI i1 VifFo, W3MEPEHHbIH C TMOMOIIBIO amrmapara C JIONMAaCTHOW MEIIaJIKOM,

obopynoBaHHOro 0e3 rpysmia aist karncya npu 50 o6./mun., 37+5 °C, B 900 mn cpensl
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BBICBOOOXKIEHHs, B TeueHHe nepBblx 2 dvacoB npu pH 1,2, a 3arem mpu pH 6,8; roe
BeICBOOOXKIEeHHE i Vitro 80 macc. % (papMakoIOTHYeCKU aKTHBHOTO COEOMHEHHs, KOTOpOe
NEePBOHAYAIBHO COMEPKAJIOCh B JIEKAPCTBEHHON (hOpMe, NOCTUTaroT B STAHOJBHOHI cpene
BBICBOOOXKICHUS IIPU KOHLEHTpanuu 3taHona 40 00. % mo3xe, 4eM B 0€33TaHONIBHON cpene
BeICBOOOXKIeHus.  IIpeamouturensHo,  BbicBOOOXKmeHue in  vitro 80  macc. %
(bapMaKoNIOrN4ecK: AaKTHBHOI'O COEAMHEHMs, KOTOPO€ IEePBOHAYAJIBHO COAEPIKAIOCh B
JIEKapCTBEHHOM (hOpMe, TOCTUTAIOT B 3TAHOJIBHOMN Cpe/ie BBICBOOOIKICHHS TP KOHIIEHTPALIUH
stanona B 40 00. % mo MeHbined Mepe Ha 15 MUHYT mo3z:xe, Oojiee MPEANOYTUTENBHO, O
MeHbLIeH Mepe Ha 30 MUHYT mo3:ke, emle Ooyiee MPeanoYTHTENBHO, TI0 MEeHbIIEeH Mepe Ha 45
MHHYT IO3Xe, Aaxke Oojiee MPEeNrnouTUTEIbHO, 0 MEeHbLIeH Mepe Ha 60 MUHYT MO33Ke, emle
Oomee mMpenmoOYTHTENBHO, MO MeEHbLIEH Mepe Ha 75 MHUHYT TO3Xe, HauOoee
NPEANOYTUTENIbHO, IO MEHblLIeH Mepe Ha 90 MHHYT MO3Xke, 4eM B O€33TaHONIbHOU cpene

BBICBOOOKIECHUS.

[0063] IIpenmouTHTenbHO, JEKapCTBeHHAs (opMa COTIACHO H300pPETEHHIO O0ecreynBaeT
npoduiib BBICBOOOXKIEHUS in1 Vifro, W3MEPEHHBbI C TOMOIIBIO ammapara C JIOMACTHOM
MeIajgkoi, obopyaoBanHoro 6e3 rpy3mia ais karcyn npu 50 06./mun., 37+£5 °C, B 900 mu
cpenbl BBICBOOOKAEHUS, B TedeHHe nepBbIx 2 yacos npu pH 1,2, a 3atem npu pH 6,8; Tak uto

yepes 3 yaca

- B Oe3dTaHONBHOW cpene  BBICBOOOXKIEHMs 1O MeHbineli wmepe X wmacc. %
(papMakKoJOruuecku aKTUBHOTO COEAMHEHHs, KOTOpPOe MEPBOHAYAIBHO CONEPIKAIOCh B

JIeKapCTBEHHOU (popme, ObLTH BBHICBOOOKIEHBI 1

- B 3TaHOJIbHOW Ccpene BBICBOOOXKICHHs MPH KOHLEHTparuu staHoia 40 00. % menee X
macc. %  ($apMaxkoJIOTM4eCKH AaKTUBHOTO COEIUHEHMs, KOTOpPOE€ IePBOHAYAIBHO

COIEPIKaJIOCh B JIEKAPCTBEHHON opme, ObUTH BBICBOOOKICHBI,

npudeM B oboux cnydasx X o3HaudaeT 60 wan 62, wnm 64, wiu 66, umm 68, wiu 70, umm 72,
unu 74, unu 76, v 78, unu 80, unu 82, nim 84, unu 86, unu 88, wiau 90, unu 92, unu 94,

uimu 96.

[0064] HeoskxumaHHO ObUIO OOHAPYKEHO, YTO CBOWCTBA BBICBOOOXKIEHHS M Vifro, B
YaCTHOCTH, TaK)K€ CBOMCTBA BBICBOOOXKIIEHUS il VIifFO B Cpelie ¢ STAHOJIOM IO CPABHEHHUIO C

0€33TaHOJIbHOHN Cpefoii, MOTYT OBITh IOJOTHAHBI C ITOMOIIBIO
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(1) xuMHuYecKoi MIPUPOABI MaTepuana, o0pasyrorero BHYTpPEHHUI cion

SHTEPOCONOOMIBHOTO TOKPBITHS,

(11) aOcomOTHOrO  KOJNMYEeCTBa  MaTepuaia,  oOpa3ylollero  BHYTPEHHUH  CJIOU

SHTEPOCONIOOMIBHOTO OKPBITHS,

(1i1) XUMHYECKOH IPUPOJIBI Marepuana, o0pasyrorero Hapy KHBIN cion

SHTEPOCOFOOMIIBHOTO TIOKPBITHS,

(iv) aOCONMIOTHOrO  KOJNHMYECTBA  MaTepuaa, oOpasyroiero HapPYKHbIH criok

SHTEPOCOIFOOMIIBHOTO IOKPBITHUS;, 1/ TN

(V) COOTHOIIEHHSI OTHOCHUTENIbHOW MacChl  aOCOJNIIOTHOrO  KOJHYECTBA  MaTepuala,
o0pasyroImero BHYTPEHHUH CJIOH 3HTEPOCONIOOMIBHOTO MOKPBITHS, K aOCOIIOTHOMY
KOJIMYECTBY Marepuaia, oOpasylomero HapyXHbIH CIOH 3HTEPOCONOOMIBHOTO

TMOKPbITUA.

[0065] IlpenmodTuTENBHO, COIEpKAHHUE IO Macce OSHTEPOCONIOOMIBHOTO — MOKPBITHS
coctaBisieT o MeHblnel mepe 30 macc. %, unu no mensiuedl Mepe 31 macc. %, uau mno
MeHblel Mepe 32 macc. %, unu no MeHblued mepe 33 macc. %, unu no MeHblield mepe 34
Macc. %, uinu 1o MeHblned mepe 35 macc. %, unm o MeHblied mepe 36 macc. %, Mo
MeHbleld Mepe 37 macc. %, unu no MeHblueld Mepe 38 macc. %, UM Mo MeHbleld Mepe 39
macc. %, wnu 1o MeHblneir Mepe 40 wmacc. %, OCHOBBIBasCh Ha o0med macce
SHTEPOCONIOOMIBHOTO  TOKPBITUS M OCHOBBIBasACh Ha OOmeH Macce YacTul C

KOHTPOJIUPYEMBIM BbICBOOOKIeHUEM (dacTuiel DR).

[0066] IIpenmodTUTENBHO, COAEpPKAHUE TI0 Macce OHTEPOCOTIOOMIBHOIO  TOKPBITHS
cocrasiisieT He Oonee 50 macc. %, wim He 6onee 49 macc. %, unu He Oosee 48 macc. %, uIH
He Oosiee 47 macc. %, unu He Oosee 46 macc. %, unu He Oojee 45 macc. %, He Oonee 44
Macc. %, unu He Oonee 43 macc. %, unu He OGonee 42 macc. %, win He Oosee 41 macc. %,
OCHOBBIBAsICh Ha OOIIEH Macce YHTEPOCONOOUILHOTO MOKPHITHSI ¥ OCHOBBIBAsICh Ha OOMIEit

Macce 4acCTHIl ¢ KOHTPOJIUPYEMbIM BBICBOOOKIeHHEM (dacTuisl DR).

[0067] B NPEANOYTHUTEIIbHBIX ~ BapHaHTax  pealu3allui, coAep;kaHHMe 1O  Macce
SHTEPOCOJIFOOMIIBHOTO MOKPBITHS JISKUT B mpeaenax nuamnasoHa 33+3 macc. %, wmm 3443

macc. %, mm 35+3 macc. %, wim 363 mace. %, uau 37+3 mace. %, wau 38+3 macc. %, unu
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39+3 macc. %, unu 40+3 macc. %, unu 4143 macc. %, unu 4243 macc. %, unu 4343 macc. %o,
i 4443 macc. %, unu 45+3 macc. %, i 46+3 mace. %, unm 47+£3 macce. %, 33+£2 macc. %,
wm 3442 macc. %, unmm 35+2 macc. %, nwim 36+2 macc. %, wan 37+£2 macc. %, unu 38+2
Macc. %, nnm 39+2 macc. %, unu 40+£2 macc. %, unu 4142 mace. %, nim 42+2 macc. %, uiau
43+2 macc. %, uam 44+2 macc. %, wam 45+2 macc. %, unu 46+£2 macc. %, unu 472 macc. %,
33+1 macc. %, unu 34+1 macc. %, unu 35+1 macc. %, unu 361 macc. %, uau 37+1 macc. %,
nimm 38+1 macc. %, unu 39+1 macc. %, wim 40+£1 mace. %, wim 41+1 mace. %, umu 42+1
macc. %, mm 43+1 macc. %, v 44+1 macc. %, wau 45+1 mace. %, wiu 46+1 macc. %, unu
47+1 wmacc. %, OCHOBBIBAasCb Ha OOIIE Macce SHTEPOCONOOUTIBHOTO TOKPBITHS |

OCHOBBIBAsICh Ha OOIIEl Macce YacTHLl C KOHTPOJIUPYEMbIM BBICBOOOXKIeHHEM (dacThubl DR).

[0068] IIpennmoYTUTENBHO, MACCA HAPYKHOTO CJIOS MPEBBILIAET MACCY BHYTPEHHETO CJIOA.

[0069] IIpennmouYTUTENBHO, COOTHOIIEHUE OTHOCHUTEJIBHONM MAacChl HApPYKHOIO  CJOs
OTHOCUTEJIbHO BHYTPEHHErO CJIOsA JIEKUT B mnpenenax nuanazona ot 0,8 : 1,0 no 1,8 : 1,0,
6onee npeanoururensHo, 0,9 : 1,0 no 1,7 : 1,0, eme 6osee npenmoururensHo, 1,0 1 1,0 mo 1,6

1,0, maxxe Oonee mnpemmoururenpHo, 1,1 : 1,0 mo 1,5 : 1,0, maxe eme Oonee
npexnoututensho, 1,2 : 1,0 no 1,4 : 1,0, naubosnee mpemmoututenbHo, okojo 1,3 : 1,0,
OCHOBBIBasICh Ha OOImeld Macce Hapy)XKHOTO CJIOSI U OCHOBBIBasCh Ha oOmel wmacce

BHYTPEHHETO CJIOSL.

[0070] TlIpenmodruTeNnbHO, OOIAsi Macca HAPY)KHOTO CJIOSi B MO MeHblned mepe 1,5 pasa
Oosbie, Ooyiee MPEATIOYTHTENHHO, MO MeHbIned Mepe B 1,7 pasa Oojbiue, eme Oonee
NPEANOYTUTENIFHO, N0 MeHblIeH Mepe B 1,9 pasa Gosbiue, yem obuiasi Macca BHYTPEHHETO

CJI041.

[0071] TIpenmouTtHTenbHO, MOXOOHOE MOKPBITHE CONEPKUT BHYTPEHHHH CJIOH, COmepsKaIiui

TUAPOKOJLIIONUN.

[0072] T'mppokoIIONABI MPEACTABISIFOT COOON Te€TEPOreHHYI0 TPYIITY JIHHHOLETIOYEUHBIX
NoJIMMEpPOB  (MOJIUCAXAPUAOB U OENKOB), XapaKTePU3YIOLINXCS CBOWCTBOM OOpa3OBaHUs
BSI3KHMX JUCHEPCUI W/WJM Tefiel mpu JucreprupoBaHuy B Bone. [t uenei cneundukanuy,
TUAPOKOJUION, IPEATIOYTUTENBHO, BBIOPAH U3 TPYIIIBL, COCTOALIEH U3 aIbTMHOBON KHUCJIOTBHI,

(U3HONOTHYeCKH TPHUEMJIEMBIX COJIEH aJbIMHOBOW KHCJOTBHI, arapa, apaOMHOKCHUJIAaHA,
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KapparuHaHa (HampuMmep, Kamma-KapparuHaHa), KypJ/ulaHa, »KeJaTHHa, rejaHa, B-rirokasa,
ryapa, ryMMuapabuku, kamenn O00OOB POKKOBOrO AepeBa, NMEKTHHA, BeJUIaHA M KCAHTAaHa,
Ooynee MPEANOUTUTENBHO, aJbI'MHOBON KHUCIOTHI, (DU3NOJNIOTHUECKH TNPUEMIIEMBIX COJEH
aNbIMHOBOM  KUCJIOTBI, KapparuHaHa W  KCaHTaHa, HaubOoyee NPEeArOvYTUTENBHO,
(pu3HONOrNUecKy MPUEMIIEMOI COJM aJIbI'MHOBOW KHCJIOTHI (HAmNpHMep, albI'MHAaTa HATpHs

WK IPYTOl COJIM aJIbPTMHOBOM KUCJIOTHI).

[0073] [pyrue ¢uznonoruyeckn mpUEMIIEMbIE COJIM ATBIMHOBOH KHCJOTHI BKJFOUYAOT
KaJUEBYI0 COJIb, COJIb AMMOHHMS, COJIb MarHus U CONb Kanpuus. IIpenmodrurensbHO, CONb
AJIbTHHOBOM KHCJIOTHI MPEACTaBisier coOoil ampruHaT Hatpus. s uened cnenmduxanmy,

noI0OHBIN BHYTPEHHUH CJION OTHOCUTCS K SHTEPOCOTIOOMIBHOMY TIOKPBITHIO.

[0074] TlomumoO anbruHaTa, OPEANOYTUTENIBHO, aTbIMHATA HATPUS, BHYTPEHHUM CJIOH MOXET
cozep:kaTh ONUH WK OoJiee SKCHUNHEHTOB. [IpennouTuTeabHo, BHYTPEHHUH CIIONH CONEPIKHUT
TaJIbK. IIpennoururensHoO, COOTHOIIIEHHE OTHOCHUTEJIbHOU MAacChI aJIbrUHAaTa,
MPEANOYTUTENBHO, aJIbIMHATA HATPUS, K TAJIbKY JIEKUT B Npeaenax nuanaszosa ot 3:1 go 1:1,

Oosee nmpenmnoutuTenbHO, oT 2,5:1 no 1,5:1, eme Oosee mpeanoOYTUTENBHO, OKOJIO 2:1.

[0075] IIpenmoYTUTENBbHO, COAEpPKAHUE IO MAcCe€ BHYTPEHHEIO CJIOsl COCTaBJSIET IIO
meHblIel mepe 7,0 macc. %, unu o mensiueit mepe 8,0 macc. %, nnu no MeHsiueil mepe 9,0
macc. %, wnu no Menbiueit mepe 10 macc. %, wim no mensiuel mepe 11 macc. %, wmm no
MeHblnel mepe 12 macc. %, unun no menbwed mepe 13 macc. %, mo meHbnein mepe 14
Macc. %, wiu o MeHbined mepe 15 macc. %, unm o Menbineit mepe 16 macc. %, wiu 1o
MeHbIel Mepe 17 macc. %, unu no messiuell Mepe 18 macc. %, wnu no meHsiuel mepe 19
macc. %, OCHOBBIBasICh Ha OOINEH Macce 4YacTHL C KOHTPOJHPYEMBIM BBICBOOOXKIEHUEM

(wactuwel DR).

[0076] IIpenmouTHTENBHO, COAEPIKAHUE IO MACCE BHYTPEHHETO CJIOSl COCTABIISIET He Oosee 27
Macc. %, unu He 6onee 26 macc. %, min He OoJee 25 macc. %, unu He donee 24 macc. %o, WK
He Oosee 23 macc. %, unu He Oosee 22 macc. %, He Oonee 21 macc. %, unu He Oonee 20
Macc. %, unu He 6onee 19 macc. %, nin He Oosiee 18 macc. %, unu He donee 17 macc. %, win
He Oomee 16 macc. %, OCHOBbIBasCh Ha OOWIEll Macce 4YacTULl C KOHTPOJIHPYEMBIM

BbICBOOOKAeHHeM (dacTutibl DR).
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[0077] IlpenmouYTUTENBHO, COAEPKAHUE IO MAacCe€ BHYTPEHHErO CJIOsl JIEKUT B Mpenesax
nuarna3ona ot 10 mo 25 macc. %, Oosiee mpeanoYTHTENLHO, B Tpeaenax auana3oHa ot 15 mo
20 macc. %, OCHOBBIBasICH Ha OOILIell Macce YacTHUI] ¢ KOHTPOJUPYEMbIM BBICBOOOKIEHUEM

(wactuiel DR).

[0078] B mpeanoyYTUTENbHBIX BapHAHTAX peaJn3aliy, COAEp>KaHHE MO MAacce BHYTPEHHEIrO
CJIOS JIEKUT B mpenenax nuama3oHa 10+3 macc. %, unmu 1143 mace. %, wim 1243 mace. %,
uimn 1343 macc. %, unu 1443 macc. %, wim 15£3 mace. %, wim 16+3 mace. %, unu 1743
macc. %, mm 18+3 macc. %, wim 1943 macce. %, wau 20+3 mace. %, wiu 21+3 macc. %, unu
2243 macc. %, vm 23+3 macc. %, unm 24+3 macc. %, 10£2 macc. %, wim 11+2 macc. %, unu
12+2 macc. %, unm 13+2 macc. %, unu 1442 macc. %, unu 15+2 macc. %, unu 162 macc. %,
umun 1742 macce. %, unu 18+2 macc. %, nmim 19+£2 mace. %, wmm 20+2 mace. %, umu 2142
Macc. %, umu 22+2 mace. %, nnu 23+2 mace. %, unmn 24+2 mace. %, 10+1 mace. %, umu 11+1
macc. %, mm 12+1 macc. %, wi 13+1 macc. %, wau 14+1 mace. %, uau 15+1 macc. %, unu
16+1 macc. %, unmm 17+1 macc. %, unu 18+1 macc. %, unu 19+1 macc. %, umu 20+1 macc. %,
umn 21+1 macc. %, unu 22+1 macc. %, nmm 23+1 macc. %, unu 24+1 macc. %, OCHOBBIBAsICh

Ha 001I1el Macce 4acTHIl ¢ KOHTPOJIMPYEMBIM BbICBOOOKAeHNEM (dacTuliel DR).

[0079] IIpenmouTHrenbHO, MOAOOHOE MOKPBITHE COAEPIKUT HAPYKHBIA CJIOH, COmep Kariui
aKpuIaTHBI monumep. [IpennodTUTEeNnbHO, AKpUJIATHBIA TOJUMEp MpPEeNCTaBisieT coOoM
ciy4aiiHblil cononumep. Jlist nenei cnenndukanuy, nogoOHbIH HAPYKHBIN CI0H OTHOCUTCS K

SHTEPOCOFOOMITIBHOMY TTOKPBITHIO.

[0080] IIpenmoYTUTENBbHO, AaKpPUJIATHBIA NOJMMEP IMOJYYalOT M3 MOHOMEPHOH CMeCH,
cofiepKalel METaKPHIIOBYEO KHCJIOTY B KOMOMHAIIMM C OAHUM WJIM JBYMSI COMOHOMEpPAMH,

BbI6paHHbIMI/I n3 METUJIAKpUJIaTa, METUIIMETAKpUJIaTa U STUJIAKpUIIaTa.

[0081] B mnpeamnodYTUTENBHOM BapUaHTE peaju3alvM, aKpUJATHBIA MOJHUMEp MOJy4daroT U3
MOHOMEPHOH CMeCH, COoZlepKallel METaKPUIOBYIO KUCJIOTY B KOMOMHALNN C STHJIAKPHJIATOM.
[IpennoYTuTeNnbHO, SHTEPOCONIOOMIBHOE TOKPBITHE  CONEPKUT BHYTPEHHUH  CIIOH,
cozep Kallui aJbrMHAT HATPUS WK APYIYIO COJb QJIbIMHOBOM KHUCJIOTBHI C MOCIEAYIOIIUM
HApy>KHBbIM CJIOE€M, COZAEpKAIIUM COMOJIMMED METAaKPUIOBOM KHCJIOTHI - 3TUJIAKPUIATA.

Hpe):[nhoHTeano, CONOJIMMED MeTaKpHHOBOfI KHCJIOThI - OTWIIaKpujara HMECT
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COOTHOIIEHHE CBOOOIHBIX KapOOKCHIIBHBIX IPYII K CIIOKHO3(HUPHBIM IPYIIaM B IMpeaenax

nuana3ona ot 3:1 go 1:3, 6onee mpennourutensHo, oT 2:1 10 1:2.

[0082] B napyroM mNpeAnoOYTUTENBHOM BAapUAHTE peaNu3alud, AaKPWIATHBIM IOJIUMEp
TIOJIy4ar0T U3 MOHOMEPHOI CMecH, cofeprkalleil MeTakpUIOBYIO KHCIOTY B KOMOMHALMU C
METWJIAKPUJIATOM M METHJIMETAKPWIATOM. [IpenmodTUTeNbHO,  HHTEPOCOTHOOUIBHOE
MOKPBITUE COAEPKUT BHYTPEHHUN CJION, COIEp:KallMil aJlblrUHAT HATPUsl UM JIPYTYHO COJIb
aJbIMHOBONM KHUCJIOTBI C TMOCJIENYIOLUIMM HApPYKHBIM CJIOE€M, COAEpPKAlUM aHHUOHHBIN
COMONMMEP Ha OCHOBE METUJIAKPHWIIATA, METHJIMETAKPHJIATA W METaKPUJIOBOM KHUCJIOTHI
[IpennoyTuTeNnbHO, AHNOHHBINA COTIONMMEDP UMEET COOTHOIIEHHE CBOOOIHBIX KapOOKCHUIIBHBIX
IPYIN K CIOKHO3(UPHBIM TIpynmaM B mpexenax nauamaszoHa ot 1:8 mo 1:12, Oomnee

NpeanouTUuTENbLHO, 1:9 o 1:11.

[0083] IIpenmouTUTENBbHO, AKPHUJIATHBIN MOJUMEP UMEET CPEIHEMACCOBYK) MOJIEKYJIPHYIO
maccy no menbineil mepe 50 000 r/monp, win mo MeHbiueir mepe 100 000 r/monb, win 1o
menblIeil mepe 150 000 r/monb, umn nmo menbueit mepe 200 000 r/mMomb, WM MO MEHbIIEH

mepe 250 000 r/monb.

[0084] IIpenmouyTUTENBHO, AKPUJIATHBIM IMOJUMEP UMEET CPEAHEMACCOBYK) MOJIEKYJIIPHYIO
maccy He Oomee 500 000 r/monb, uau He Oonee 450 000 r/mosb, wnu He Gosnee 400 000

r/MoJb, uian He 6ojee 350 000 r/monb, wiu He 6onee 300 000 r/mMonb.

[0085] IIpenmouTUTENbHO, AKPUJIATHBIN TMOJUMEP UMEET CPEIHEMACCOBYK) MOJIEKYJISPHYIO
Maccy B mpernenax nuanaszoHa ot 200 000 mo 400 000 r/monb, Oosee MpeanOYTHTENBHO, B

npenenax nuanasona ot 250 000 mo 350 000 r/monb.

[0086] IIpenmoYTUTENBHO, COAEPKAHUE MO MACCE HAPYHKHOIO CJIOSI COCTABJIAET MO MEHbLIEH
Mmepe 12 macc. %, unu no Mesbleil mepe 13 macc. %, unu no Mesblueil Mepe 14 macc. %,
WK 1o MeHbliueil Mepe 15 macc. %, unu no MeHbuiei mepe 16 macc. %, wiu no MeHblIel
mepe 17 macc. %, unu no MeHblieil mepe 18 macc. %, unu no Mesblueil Mepe 19 macc. %,
wii no Mesblueil Mepe 20 macc. %, unu no Menbuiei mepe 21 macc. %, wiu Mo MeHblIeH
Mmepe 22 macc. %, o MeHbluel Mepe 23 macc. %, unu no Mesblueil Mepe 24 macc. %, unu no
MeHblIel Mepe 25 macc. %, uim no MeHbineil mepe 26 macc. %, OCHOBBIBasCh Ha OOwIeit

Macce 4YacCTHIl ¢ KOHTPOJIUPYEMbIM BBICBOOOKneHHeM (dacTuiel DR).
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[0087] IIpenmouTHTENBHO, CONEPKAHME IO MacCe HapYy>KHOTO CJIOsI COCTaBisieT He Oonee 35
Macc. %, unu He 6onee 34 macc. %, win He Oosiee 33 macc. %, unu He Oojee 32 macc. %, WK
He 6onee 31 macc. %, miu He 6onee 30 Macc. %, win He 6ojee 29 macc. %, uinu He Oojee 28
Macc. %, uiu He Oosee 27 macc. %, wnu He Oosee 26 macc. %, He Oonee 25 macc. %, UK He
oonee 24 macc. %, i He Gosee 19 macc. %, wiu He Gonee 18 macc. %, OCHOBBIBAsICH HA

o01reit Macce 4acTUIl ¢ KOHTPOJUPYEeMbIM BbICBOOOKAeHHEM (dacTulibl DR).

[IpenmnodTuTepHO, COMEPIKAHUE TIO MACCE HAPYIKHOTO CJIOS JIEKUT B Mpeeiax AUarna3oHa OT
15 mo 35 macc. %, Oosee mpeanoOYTUTENBHO, B mpeneiax nuanasoHa ot 20 no 30 macc. %,

OCHOBBIBAsICh Ha O0IIEl Macce YacTULl C KOHTPOJIUPYEMbIM BBICBOOOXKIeHHEM (dacThubl DR).

[0088] B mpenmoyYTUTENbHBIX BapUaHTaX peaIu3alMH, COAEpPKAHUE MO MacCe Hapy>KHOIO
CJIOS JIGKUT B mpernenax nuama3oHa 1543 macc. %, unu 1643 macc. %, wnu 1743 mace. %,
umn 1843 macc. %, unu 1943 macce. %, nmim 20+£3 mace. %, wim 2143 mace. %, unu 2243
macc. %, mm 23+3 macc. %, wim 2443 mace. %, uau 25+3 mace. %, uau 26+3 macc. %, unu
27+3 macc. %, mm 28+3 macc. %, min 29+3 macc. %, unm 30+3 macc. %, unu 31+3 macc. %o,
i 3243 macc. %, 1542 macc. %, unu 162 macc. %, unu 1742 macc. %, uau 18+2 macc. %,
wm 19+2 macc. %, unmu 20+2 macc. %, i 2112 mace. %, wan 22+2 macc. %, unn 23+2
Macc. %, nnm 24+2 macc. %, unu 25+2 macce. %, unu 26+2 mace. %, nim 27+2 macc. %, uiau
28+2 macc. %, wam 29+2 macc. %, uiau 30+2 macc. %, unu 31+£2 macc. %, unu 32+2 macc. %,
15+1 macc. %, nm 16+1 macc. %, unu 17+1 macc. %, unu 18+1 macc. %, uau 19+1 macc. %,
nimm 20+1 macc. %, unu 21+1 macc. %, nnm 22+1 mace. %, wim 23+1 mace. %, umu 24+1
macc. %, mmm 25+1 macc. %, v 261 mace. %, wau 27+1 mace. %, wiu 28+1 macc. %, unu
29+1 macc. %, umu 30+1 macc. %, unu 31+1 macc. %, unu 32+1 macc. %, OCHOBBIBAsICh Ha

o0rieit Macce 4acTUIl ¢ KOHTPOJIUPYEMbIM BbICBOOOKIeHHEeM (dacTulibl DR).

[0089] IlpenmodTHUTENBHO, MOJOOHOE MOKPBITHE COAEPKUT HAPYKHBIM CIIOW aKpHJIATHOTO
MOJIUMEPA UJTH COTIOJIMMEPA, KOTOPBIN, MPEANOYTHTENbHO, MPEACTABISET COOOM ClTydaliHbIN
cononumep. IIpeanmouruTenpbHO, AaKpWJIATHBIM MOJUMEP WM  CONOJUMEP OCHOBAH
METAaKPIJIOBOM KHCIIOT€ B KOMOWHAIMU C OJUH WJIH IBA COMOHOMEpA, BBIOPAHHBIMH W3
METUJIAKpWJIaTa, METWIMETakpuiata MW JTujakpuiaara. lIpeanodrurenbHO, akpUIaTHBIN

MOJIUMEP WJIM COIOJIMMEP HMEET CPEJHEMACCOBYH) MOJEKYJSPHYI0 Maccy B Ipenenax
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nauarnazona ot 200 000 no 400 000 r/momnb, 6onee mpenmoutuTenbHo, oT 250 000 mo 350 000

I/MOJIb, IPEANIOUTHTEIBHO, ONPEAEISIEMYIO METOIOM SKCKIIFO3UOHHOH XpoMarorpaduu.

[0090] B KOHKpETHOM MNpPEANOYTUTEIbHOM BapHAHTE peaJu3aluy, MOJOOHOE IOKpPbITHE
COAEPIKUT BHYTPEHHUI CJIOH anbruHaTa HaTpus (WIK IPYTYIO COJb AJIbI'MHOBOH KHCIIOTHI) €
NOCJAEAYIOIUM Hapy>KHbIM CJIOEM AaKpPHJIATHOIO MOJMMEpPAa WIH CONOJMMEpPA, Halpumep,
COTOJIUMEpPA METAKPUJIOBOM KHCJIOTBHI- STHIAKpmiata (OUnmosumep), MPEArnOUTUTENBHO.
CJIy4aifHOTO COIOJIMMEpa, TAKOrO KakK COMOJMMEpP MEeTaKpHJIOBOM KHUCIOThI- STUJIAKPUIIATA,
NPEANOYTUTENIbHO, MMEIOIIEr0 COOTHOIIEHHE CBOOOMHBIX KapOOKCHJIBHBIX TIpymHI K
CIOXHOX(UPHBIM TPYIMIIaM B Tpeaenax auamna3oHa ot 3:1 mo 1:3, Gonee mpeanouTHTENBHO,

or 2:1 nmo 1:2, B wyactHocTH, OKOjJO 1:1; W/WIM NPEANOYTHTENHHO, WMEKOIIEro

CPEAHEMACCOBYIO MOJIEKYJISIPHYIO Maccy B mpenenax auanazoHa ot 250 000 mo 400 000
r/Monb, Oonee mpeanouturenbHo, OT 300 000 mo 350 000 r/mMoNb, MPENNOYTHUTENBHO,
OTIPEeNeNIIEMYI0 METOZIOM JKCKIFO3MOHHOH Xpomatorpaduu (Hampumep, L 100-55 ot

Eudragit®, Acryl-EZE®, L 30 D-55 or Eudragit” um HTP20 ot PlasACRYL™).

[0091] B npyrom ocOO€HHO MPEANOYTUTENILHOM BapHaHTE peai3alyy, NOJ00HOe MOKPHITHE
COZIEP>KUT BHYTPEHHUI CJIOH ajbruHaTa HaTpus (WM APYTYIO COJIb aJbIMHOBOM KHCIIOTHI) C
MOCJIEAYIOLIUM HApPY>KHBIM CJIO€M aKpPUJIATHOIO IOJMMEpa WU COINOJIMMEpa, HaIpUMep,
AHUOHHOTO COIOJIMMEPA, Ha OCHOBE METUJIAKpHUJIaTa, METHJIMETAKpUJIaTa U METaKpUJIOBOU
KHUCJIOTBI, T. €., CONOJMMEpPa METHJIAKPUJIATA-METUIMETAKpUIaTa-METAKPUIOBOU KHUCJIOTBI
(TepmionuMepa), MPEANOUTUTENIBHO, CIIyYalHOTO COMOJIMMEpA, MPENNOUTHTEIBHO, HMEIOLIETO
COOTHOLIEHHE CBOOOIHBIX KapOOKCHIIBHBIX TPYII K CIOKHO(UPHBIM IPYIIaM B Mpeaesiax
nuarnasona ot 1:8 no 1:12, Gonee npenmoututenbHo, oT 1:9 mo 1:11, B 4aCTHOCTH, OKOJIO
1:10; w/umm, TPEenrnoOuYTHUTENIbHO, UMEIOIIEro CPeIHEMACCOBYI) MOJIEKYJSIPHYIO MAacCy B
npenenax nuamnasona ot 200 000 go 400 000 r/mounb, 6osee npenmodruTeapbHO, ot 250 000 1m0
300000 r/mMonb, TPENNOYTUTETHHO,  ONPEHESIIEMYI)  METOIOM  SKCKIIFO3HMOHHOM

xpomarorpaduu (sanpumep, FS 30 D or Eudragit® wm T20 or PlasACRYL™).

[0092] B eme omHOM OCOOEHHO NPEANOYTHUTENILHOM BapUaHTE peau3aluu, Noa00HOoe
MOKPBITHE COINEPKUT BHYTPEHHHI CJION ajbruHaTa HaTpusi (WIH APYTYIO COJb aJbTHHOBOU
KUCJIOThI) C TMOCJIEAYIOIUM Hapy>KHBIM CJIOEM aKPUJIATHOTO TOJMMepa WA COIOJIUMEPA,
HalpuMep, aHUOHHOIO CONOJIMMEPA, HAa OCHOBE METWIMETAKpWIaTa W METaKpUIOBON

KUCJIOTBI, T. €., COMOJIUMepa METUJIMETaKpHaTa - METaKpUJIOBOW KHUCJIOTHI (OHmoanMepa),
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NpEeANIOYTUTEIIBHO, CJ'Iy‘lZlfIHOFO conojmMepa, npeaArnOUTUTEJIbHO, UMCHOLIETO COOTHOLICHUEC

CBOOOIHBIX KapOOKCHIIBHBIX IPYIII K CIOKHO3(UPHBIM IPYIIIaM B Ipeesax AUana3oHa oT

(1) 3:1 mo 1:3, 6onee mpexnmoutuTenbHo, oT 2:1 no 1:2, B uactHocTH, okoo 1:1 (Hampumep,

L 100 ot Eudragit® wm L 12,5 or Eudragit®); WIH

(i1) 2:1 mo 1:4, Gonee mpeanourutenbho, oT 1:1 1o 1:3, B yacTHOCTH, OKOJO 1:2 (Hampumep,

S 100 or Eudragit® wiu S 12,5 or Eudragit®);

/vy B JIIOOOM Cllydae, MPEANOUYTUTENHbHO, UMEIOIIEro CPEeIHEMACCOBYIO MOJIEKYJISIPHYIO
Maccy B mpenenax nuanazoHa ot 50 000 mo 200 000 r/monb, Ooyee MPeaNnOYTHUTENBHO, OT
100 000 mo 150 000 r/mMOJB, MPENMOYTHTENBHO, OMPEACISIEMYI0 METOIOM SKCKIIFO3HOHHON

xpoMaTorpadum.

[0093] B mpeamodTHUTENBHBIX BapUaHTAX peaTU3alud, NOAOOHOE MOKPBITHE COAEPIKUT
BHYTPEHHHUI CJIOH ajbruHaTa HaTpus (WM JPYTYH COJIb aJbI'MHOBOM KHCJIOTBI) C
MOCJIEAVIOIINUM HApPY KHBIM CJIOEM CMECH JIBYX WiH Oojiee Pa3HbIX aKPHJIATHBIX MOJUMEPOB
WM COMOJIMMEPOB, I'7l€ YKAa3aHHAs CMECh NMPEANOUYTUTEIBHO COACPKUT MEPBBIM aKPUIIATHBIN
COTIOJIMMEP M BTOPOW aKPUJIATHBIN COMOJIMMED, KOTOPbIE HE3aBUCHMO BBIOPAHBI U3 TPYIIIIHL
COCTOSILIEN M3 COMOJUMEPOB METAKPUJIOBON KHCJIOTBHI - 3TUJAKPUIIATA, KaK OINPEAESICHO
BBILIE, CONMOJIMMEPOB METHJIAKPUJIATA - METUIMETAKpWiIaTa - METaKPUJIOBOM KHUCJIOTBI, Kak
ONpENECHO BBIIIE, U COMOJHUMEPOB METUJIMETAKpUjaTa - METAKPUJIOBOM KHCIIOTHI, Kak
ONPENEICHO BBILIE, MPEANOYTUTENBHO, € COOTHOLIEHHE OTHOCHUTENIbHON MacChl MEPBOTO
AKPWJIATHOIO COMOJIUMEPA KO BTOPOMY AaKPUJIATHOMY COIIOJIMMEPY JIEKHUT B Mpenesax
nuana3ona ot 10:1 mo 1:10, umu 10:1 mo 1,1:1, wim 1:10 go 1:1,1; Gosee mpeanouTUTENBHO,
or 5:1 go 1:5, wim 5:1 mo 1,1:1, wmm 1:5 go 1:1,1; eme Gonee npeamnodrurensHo, ot 2:1 1o

1.2, umn 2:1 po 1,1:1, mnm 1:2 no 1:1,1. B npenno4YTuTenbHbIX BapuaHTax pealu3aliiy,

- TEpBBIA AKPWJIATHBIH COMOJUMEp MpPEACTaBIsieT COOOH COMONUMEpP METaKpPHIIOBOM
KUCJIOTHI - 3TUJIAKPUJIAaTa, KaK OMNpEIEeNeHO BbIlE, a BTOPOH aKpHJIATHBIM COMOJUMEp
NpeAcTaBisieT coOOH COMOJMMEP METHIIAKPHIIATA - METHIMETAKPHIIaTa - METAaKPHIJIOBOH

KHCJIOTBI, KaK OMPEACTICHO BbILIEC, UITHU

- TepBBIA AKPWJIATHBIA COMOJUMEp MpPEACTaBIsieT COOOH COMONUMEpP METaKPHIIOBOM
KUCJIOTHI - 3THJIAKPUJIATa, KaK OMNPEIENEeHO BbIE, a BTOPON aKpHUJIATHBIM COMOJIUMED
NpEeACTaBsieT COOOHM COMmoMMMep METHIMETAKpUiIaTa - METaKPUJIOBOW KHCIOTBI, Kak

OMNpPEACIICHO BBILIEC, WA
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- TepBBI AKPUJATHBIA COMOJMMEDP NPEACTABIsIET COOOW COMONMMEp MeTHJIaKpuiara -
METUJIMETaKpUJIaTa - METaKPUJIOBOM KHCIOTHI, Kak OINPEAENEeHO Bblllle, a BTOPOH
AKPUJIATHBIM COMOJMMEp TpenACTaBisieT Cco0oil  comonumep MeTUIMETaKkpuiara -

MeTaKpHHOBOﬁ KHCJIOTBI, KaK OIMPEACIICHO BbILIC.

[0094] AJbTepHATUBHBIC AKPHJIATHBIE MOJMMEPBI MM COMOJHUMEPBI, KOTOPble MOTYT OBITh
NPUMEHEHbl JUIsi BHYTPEHHHMH CJIOW ajbrUHAaTa HATPHs BKJIIOYAIOT, O€3 OrpaHUuYeHUs,
AMIHOAJIKWIIbHBIE ~METAKpHIATHbIe comonuMmepbl (Hampumep, K or Eudragit®) wu
STHJIAKPHUJIATHBIE METHJIMETAKPUIIATHBIEC COMTONIUMeEpHI (Hanpumep, N oT Eudragit®, TaKOH Kak

NE 30 D or Eudragit®).

[0095] TIoMHMO akpHJIATHBIN MOJUMEp, HAPYKHBIH CIOH MOKET Cofep kaTh OAWH WK Ooee
skcuunueHToB. IIpennodTurensHO, HApY>KHBIA CJIONH COAEPXKUT Tanbk. IIpeanodrurensHO,
COOTHOLIEHHE OTHOCUTEJIbHOW Macchl aKpUJIOBOTO MOJUMeEpPa C TalIbKOM JIEKHUT B Ipenesiax
nuamazona ot 9:1 mo 4:1, Oomee mnpenmoururenpHo, ot 8:1 mo 5:1, eme Oonee
MPEANOYTUTENBHO, OT OKOJo 7:1 mo 6:1. IlpeanouTUTENbHO, HApyKHBIM CIIOM COAEPKUT
WIACTUUKATOP, TMPENNOYTHTENBHO, TPUATHANMTPAT. [IpennoyTuTenbHO, COOTHOIIEHUE
OTHOCUTENIPHOW MacChl aKpPHJIOBOTO IOJHMMEpPa C IJIACTU(UKATOPOM JIEXKHUT B Ipenenax
muanazoHa or 25:1 mo 15:1, Gomee mpenmoururensHo, or 22:1 mo 18:1, eme Oonee

IPEANOYTUTENBHO, OT 0Kkoso 21:1 go 19:1.

[0096] B mpeamnouTHUTENBHBIX KOMIO3HUIMSIX YACTHI[ ¢ KOHTPOJHUPYEMBIM BbICBOOOKIEHHUEM
(vactuuel DR), KOTOpBIE MOKPBITHI SHTEPOCONOOMIBHBIM TTOKPBITHEM U KOTOPBIE SIBJISFOTCS,
NPEANOYTUTENIbHO, SKCTPYAMPOBAHHBIMH  TOPSYMM  PAacIIaBOM M COAEPIKATCs B
JIEKApCTBEHHOUN (hopMe COTJIaCHO M300peTeHHro, npudeM (PapMakoJOTHYECKH AKTHBHBIN
UHTPEOUEHT SBIIIETCS CTUMYJSITOPOM, MPEONOYTHTENIBHO, aM(pETaMUHOM WM  €ro
(pU3MONIOTHUECKH TPUEMIIEMOH COJIBIO, 0OJIee PEATIOUTUTENBHO, Cyab(aromM amdperamMuHa, 1
YacTUIl €  KOHTPOJMPYEeMbIM  BbICBOOOKAeHMeM  (wactuubsl  DR)  comepxkar
MOJIMAJIKUJIEHOKCH], KOTOPBIN MPENCTaBisAeT COOOH MONM3TUICHOKCH CO CPEIHEMACCOBOM
MOJIEKYJIIPHOW Maccoi B mpenenax nuamnazoHa oT 0,5 no 15 MWUIHMOH 1/MOJb, a Takxke
pazpexuyuTesib. OCOOEHHO TPEANOYTHTENbHBIE BapPUAHTBI pPeAU3alud  OT A' mo AP

NPUBEACHBI B TAOJIHIIE HIDKE:



26

[macc. %] Al A’ A’ A’ A’ A° A’ A¥
CTHMY JATOP 8327 | 83+24 | 8321 | 8318 | 83+15 | 83+12 | 83209 | 83206
NOMHITHICHOKCH | 27,716, | 27714, | 27,712, | 27,710, | 27,78, | 27.7%6, | 27.7+4, | 27.7%2,
n 0 0 0 0 0 0 0 0
Pa3PEIHTCIE 9.0455 | 9.0450 | 9.0+445 | 9.0%40 | 9.043,5 | 9.043,0 | 9.0£2.5 | 9,020
HCOOMATEMOHO, | g 3,3 | 93430 | 93430 | 9330 | 9343.0 | 9330 | 9323.0 | 9.343.0
mIACTH(PHKATOP

HCOOMBATCILHO. | 1161 | 01201 | 01400 | 01201 | 0.120.1 | 0.1£0.1 | 0.120.1 | 0.10.1
AHTHOKCUOAHT

BHYTPCHHHUI

croii conepaut | 16,9440 | 169435 | 16,943.0 | 16,942.5 16’(9)i2’ 16’?1’ 16’gi1’ 16’2i0’
AJIbITHHAT

HAPY>KHBIH CJIOH

conepT 269440 | 260435 | 269430 | 260025 | 26952 | 269+1, | 26941, | 26,940,
AKPHJIOBBIN 0 5 0 5
HOJIMMED

(Bce TMpPOLEHTHbIE OTHOIUEHHsI NPHUBENEHbI OTHOCHTENIBHO OOIIEH MacChl YacTHIl C

KOHTPOJIMPYEMBIM BBICBOOOKICHHUEM).

[0097] B mpeanoYTHTENbHBIX KOMIO3HMLHUSAX YACTHI C KOHTPOJIHPYEMBbIM BBICBOOOKIEHHEM
5 (vactunel DR), KOTOpBIE MOKPBITHI SHTEPOCOMOOMIBHBIM TTOKPBITHEM U KOTOPBIE SIBJISFOTCS,
NPEANOYTUTENIbHO, SKCTPYAMPOBAHHBIMH  TOPSYMM  PacIJIaBOM W COAEPIKATCS B
JICKApCTBEHHOUN (hopMe COTJIaCHO HM300peTeHHIo, MpudeM (PapMakOJOTHUECKH AaKTHBHBINA
UHTPEOUEHT SBIAETCS CTUMYJSITOPOM, IPEANOYTHTENIBHO, aM(PETaMUHOM WM  €ro
(U3NONOrHUECKH IPUEMIIEMOH COJIBIO, OOJIee TPEANIOUTUTENBHO, CyIb(paToM amperamMuHa, 1
10 JacTUIl €  KOHTPOJHPYEMBbIM  BbICBOOOKAeHHeM  (wactuubl  DR)  comepxar
HOJIMAIKWIEHOKCHA, KOTOPBIA MpPEACTaBsieT cOO0H MOIMATHICHOKCHI CO CPEIHEMAaCCOBOH
MOJIEKYJISIDHOW Maccoil B mpexesnax nuamnasoHa or 0,5 no 15 MMJUTHOH I/MOJb, a TakKiKe
paspbixuTens. OCOBGEHHO MPENNOYTUTEIbHbIE BapUaHThl peammsamun ot B' no B

NPUBECHBI B TAOJIHILIE HIDKE:

[macc. %] B' B’ B’ B’ B’ B° B’ B®
CTHMY JIATOD 83+27 | 8324 | 83421 | 83+18 | 8315 | 83+12 | 83+09 | 83406
TOMHITHICHOKCHA | 27,7+16.0 | 27.7%14.0 | 27.7%12.0 | 27.7410.0 | 27.748.0 | 27.7%6.0 | 27.744.0 | 27.7%2.0
DA3PLIXIATETD 9.0£55 | 9.0450 | 90445 | 90440 | 9.0435 | 9.043.0 | 9.0£2.5 | 9.042.0
HC00A3ATELHO, 93430 | 9330 | 9330 | 93430 | 93430 | 9330 | 93430 | 93430
MIACTH(PHUKATOP
HCOOAATEIEHO, 0.1£0.1 | 0.120.1 | 01201 | 01201 | 01£0.1 | 0.120.1 | 0.120.1 | 0.120.1
AHTHOKCUIAAHT
BHYTPCHHUI CIIOH
COACPIKHT 178440 | 17.843,5 | 17,8430 | 17.842,5 | 17.842,0 | 17.8+1,5 | 17.8£1,0 | 17,840.5
aAJIbI'HHAT
HAPY>KHBIH CJIOH
COZICPKHT | 23,1440 | 23,1435 | 23,143,0 | 23,1425 | 23,142,0 | 23,1£1,5 | 23,1£1,0 | 23,120,5
AKPHIOBBI
HOJIMMED

15 (Bce TMpPOLIEHTHbIE OTHOIIEHHsS] NPUBEAECHbI OTHOCHUTENIBHO OOINEH MacChl YacTULl C

KOHTPOJIMPYEMBIM BBICBOOOKICHUEM).
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[0098] B mpeanmoYTUTENbHBIX KOMIO3HMLHUAX YACTHI C KOHTPOJIHPYEMBIM BBICBOOOXKIECHHEM
(vactuiel DR), KOTOpBIE MOKPBITHI SHTEPOCONOOMIBHBIM TTOKPBITHEM U KOTOPBIE SIBIISIOTCS,

NpeaAnIOYTUTEIIbHO, SKCTPYAUPOBAHHBIMU ropssium paciijiaBOM u comepKaTcsa B

JIeKapCTBeHHOM (opme cornacHo u300peTeHuto, npudeM (HapMaKOJOTHYECKH aKTHBHBIH

UHIPEAUCHT SABJIKICTCA  CTUMYJIATOPOM, MNPEANOYTUTECIIBHO, aM(beTaMI/IHOM HJIn €ro

(PU3HOJIOTHUECKH TPUEMIIEMOM COJIBIO, OOJiee PEATIOUTUTENBHO, Cyib(arom amderamuHa, u
YacTUIl C  KOHTPOJHPYEeMbIM  BbICBOOOKAeHHMeM  (wactumbl  DR)  comepxkar
NOJIMAJIKUJIEHOKCH], KOTOPBIN MPENCTaBiIsAeT COOOH MONUITUICHOKCU CO CPETHEMACCOBOM
MOJIEKYJIIPHOW Maccoi B mpenenax nuanazoHa oT 0,5 no 15 MWIIHMOH 1/MOJb, a Takxke
paspbixiuTens. OCOGEHHO INPeANOYTHTENbHbIe BapHaHThl peammsamun or C' mo C°

NPUBEACHBI B TAOJIHIIE HIDKE:

[macc. %] C' & C’ c' C C°
CTHMYTATOD 46E43 | 46542 | 46541 | 46540 | 46439 | 46538
PEO 238190 | 23.8£16.0 | 23.8+130 | 2385100 | 23.847.0 | 23.8+42
DA3PHINIHTETD 6.8t40 | 68535 | 68430 | 6825 | 68420 | 68*l3
HEO0ASATELHO, 10,0£9,5 | 10,0480 | 10,0465 | 10,0£50 | 10,0435 | 10,0419
MIaCTH(PHUKATOP

HE0GASATELHO, 0,120,1 | 0,101 | 0101 | 0120,1 | 01£0,1 | 0.1%0,1
AHTHOKCHIAHT

HE00S3aTEIHHO,

HCPACTBOPHMOC B KHIICYHHUKE

TOKpHITHE 40432 | 40429 | 40£26 | 40+23 | 40420 | 40+17
KOTOPOC HEC 3aACPKUBACT

pacTBOpPEHHE in Vilro

BHYTPCHHIH CIIOH COICPHHT | 1904136 | 18,0110 | 18,0484 | 18,0458 | 18,0432 | 18.0£18
AJIbIrHHAT

HAPYIKHBIH CIIOH COACPAMT | 34 91961 | 3494228 | 34,9419,5 | 34.9+162 | 34,9+12,9 | 34,9497
aKpI/UIOBLII/I IIOIH/IMep

[0099] B mpeanoYTHTENbHBIX KOMIO3HMLHUSAX YACTHI C KOHTPOJIHPYEMbIM BBICBOOOKIECHHEM
(vactunel DR), KOTOpBIE MOKPBITHI SHTEPOCONOOMIBHBIM TTOKPBITHEM U KOTOPBIE SIBJIFOTCS,

NPpEANIOYTUTEIIBHO, SKCTPYyAUPOBAHHBIMU ropsainum pacijiaBoM u COACpKATCA B

JIEKapCTBEHHOUN (hopMe COrjlIacHO H300peTeHuto, mpudeM (PapMaKOJOTHYECKH aKTHUBHBIN

HHIPECAUCHT  ABJIACTCA  CTUMYJIATOPOM, TMPCANOUYTHUTECIIBHO, aM(I)eTaMI/IHOM uin €ro

(pU3NONOTHUECKH TPUEMIIEMOH COJBIO, OOJIee TPEATIOUTUTENBHO, CyIb(aTomM amdperamMuHa, 1
YacTUIBl C  KOHTPOJMPYEMbIM  BbICBOOOKAeHHMeM  (wactuusl  DR)  comepxkar
MOJIMAJIKUJIEHOKCH], KOTOPBIN MPENCTaBIsAeT COOOH MONMU3TUICHOKCH CO CPEIHEMACCOBOM
MOJIEKYJIIPHOW Maccod B mpenenax nuamnazoHa or 0,5 go 15 MWUMOH 1/MONb, a Takxke
pazpexyuTesib.  OCOOCHHO TPEANOYTHTENbHBIE BapUAHTBl peaU3alud  OT D' g0 Df

NPUBEAEHBI B TAOJHIIE HIDKE:
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[Macc. %] D' D’ D’ D’ D’ D°
CTHMY JATOD 4,6+43 4,6+4.2 4,6+4,1 4,6+4.0 4,6+3.9 4,6+3.8
PEO 23.8+19.0 | 23.8+16,0 | 23.8+13,0 | 23,8100 | 23,8+7,0 | 23,8+4.2
Pa3PBIXIHTEb 6,8+4.0 6,8+3,5 6,8+3.0 6,8+2.5 6,8+2.0 6,8+1.3
HCOOA3ATEIEHO, 10,0495 | 10,0480 | 100465 | 10050 | 10,0435 | 10.0+1.9
mIacTH(UKATOP

HEO0O0s3aTEeIbHO, AHTHOKCHIAHT 0,1+0,1 0,1+0,1 0,1+0,1 0,1+0,1 0,1+0,1 0,1+0,1
HCOOS3aTCIIHHO,

HEPACTBOPHMOC B KHILNICYHHKE

TIOKDHITHE 4,0+3,2 4,0+2,9 4,0+2.6 4,0£2.3 4,0£2.0 4,0+1,7

KOTOPOC HE 3aACPKUBACT
pacTBOpEHHUE in Vitro

AQIbITUHAT BO BHYTPECHHEM CJIOE 12,0+10,0 12,0480 12,0+6,0 12,0+4.0 12,0£2,0 12,0+1,2

HEOGA3ATEILHO, TATEK BO 60436 | 60430 | 60424 | 6.0+18 | 6012 | 6.0+06
BHYTPCHHEM CJIOC

AKPHJIOBBIH MOTHUMED B

29,1423,0 | 29,1220,0 | 29,1170 | 29,1£14,0 | 29,1£11,0 | 29,148,1
HAPYKHOM CJIOS

HEOOS3aTCITHHO,
MIACTU(PHKATOP B HAPYIKHOM 1,4+0,9 1,4+0,8 1,4+0,7 1,4+0,6 1,4+0,5 1,4+0.4
croe

HCOOS3aTEITHHO, TATBK B

4422 | 44220 | 44218 | 44%16 | 44+14 | 44212
HAPYKHOM CJIOS

[0100] B mnpuBeAeHHBIX BBILIE TaONIHIAX, «HEOOS3aTEIbHO» B KOHTEKCTE SKCIUIIMEHTOB
O3HAYaeT, YTO 3THU 3KCIUIIMEHTHI MOI'YyT HE3aBUCHUMO JPYyr OT Apyra HaxXOAUTLCS UJIM HET B
YacTHLAX M O0ECIeunBaeT TO, YTO OHHM COAEPIKATCS B YACTHIAX, MPUYEM HX COIEPIKaHUE B

Maccax. Yo COOTBETCTBYET YKA3aHHOMY.

[0101] IIpenmouturenbHO, Kaxaas W3  YKA3aHHBIX YaCTUL C  KOHTPOJHPYEMBIM
BeIcBOOOXKAeHHeM (dactuil DR) umeer unamBuayanbHyro Maccy MeHee 20 wmr, Oojee
NpeNnoYTUTENbHO, He Oonee 15 mr, eme Oonee mpeamoyrutensHo, He Oosee 10 mr, maxe
0oJiee MpennouTUTENBHO, He Oosiee 7,5 mr, HauboJiee MPeanovYTUTEIbHO, He Oosiee 5,0 Mr U, B
YaCcTHOCTH, He Oosiee 2,5 Mr. B COOTBETCTBHHU C ’TUM BapUAHTOM PeATU3aLIH, JIEKAPCTBEHHASI
dopma, mpennmodTuTeNbHO, He comepxkur vactuny(sl) PR (cmorpu BeImE). s ueneit
cnerudukanuy, yactumna(bl) ¢ KOHTPOJIUPYEMBbIM BBICBOOOKICHUEM, COMepsKamasicsi(necs) B
JIEKapCTBEHHOW (pOpME B COOTBETCTBUU C 3TUM BAPHAHTOM pPEATHM3ALHMH TAKXKE HA3BIBAIOT
«yacmuysl ¢ OMCPOYEHHBIM Bb1C60O0COeHUeMY WM «yacmuysl DR». Takum obpasom,
gactuia DR sBisiercs mpeanoYTHTENbHBIM — BAPHMAHTOM — pPEAIM3alUH  YacTHIBI  C
KOHTPOJHUpPYeMbIM BbicBoOOkeHHeM (dacTiia CR). CrenoBaTenbHO, B COOTBETCTBUH C STUM
NPEATNOYTUTENIbHBIM BAPHAHTOM PEAN3alliy, JIEKAPCTBEHHAs! popMa COAEPIKUT MHOKECTBO
gactul IR B komMOmHammm ¢ MHOkecTBOM 4acTull DR, HO, mpeanouTurensHo, HU C OOHOU

yactuiiei DR, HU ¢ HeckonbkuMu yactuaMu PR,
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[0102] B mobom cinyudae, kpome uactuubi(dactui)) PR wmmm muOXecTtBa uactun DR,
JekapcTBeHHas (opMa COITIACHO M300pPETEHHI0 COAEPKUT MHOXKECTBO HYacCTHUL[ C
HEMEIJIEHHBIM BBICBOOOXKIEHHEM (TaKKe Ha3blBaeMbIX «uacmuywst IR»). IlpennodrurensHo,
KaXJasi U3 YKa3aHHBIX YaCTHUI] C HEMEIJICHHBIM BBICBOOOKIEHNEM MMEET WHAMBUAYAJIbHYIO

maccy meHee 20 mr, OoJiee mpennouTuTeNnbHo, He Oonee 10 mr.

[0103] Jnis uenedt crieu(pUKALUU, KC HEMEONeHHbIM BbICBOOONCOHUEMY TIPENTIOYTHTETHHO
O3HauYaeT  HepeTapAUpOBaHHOE BBICBOOOKIEHHE. Yactuupl ¢ HEMeIJIEHHbIM
BBICBOOOXKICHHEM MpPEAHA3HAYEHBI JJISI PACTBOPEHHS B JKEIYAKE B TEUEHHE HECKOJIbKUX
MuHyT. [IpeanoururensHo, NMpU UCCIENOBAaHUU OTHAENBHO, T. €., B OTCYTCTBHE IO MEHbIIeH
Mepe OJHOW YaCTHUIbl C KOHTPOJHPYEMBIM BBICBOOOXKIEHHEM M B OTCYTCTBHE MHOJKECTBA
YacTUI] C KOHTPOJHPYEMBIM BBICBOOOJKAEHHEM, COOTBETCTBEHHO, YKa3aHHOE MHOMKECTBO
YacTUI] C HEMEIUICHHBIM BbICBOOOXKIEHHEM OOECIeunBaeT HEMEIJICHHOE BBICBOOOXKIIEHUE
(bapMakoIOrH4ecKl aKTUBHOTO COENWHEHMs, TaK e, KaK NpPU YCIOBHAX Iin Vilro B
cootsercTBUM ¢ EBp. Papm., cnyctsa 60 MUHYT B UCKYCCTBEHHOM KEJIyAOYHOM COke npu pH
1,2 no mensbieit mepe 70 %, eme Oojee MPeNMOYTHTENIHHO, MO MeHbIIel Mepe 75 macc. %,
nake Ooyiee TPEANOYTHTENIBHO, IO MeHblnel Mepe 85 wacc. %, naxe eme Oonee
NPEANOYTUTENBHO, MO MeHblled wmepe 90 macc. % (¢dapMakoNIOrH4ecKu aKTHBHOTO
COEIUHEHMs], KOTOpblE MEePBOHAYAJIBHO COAEPXKAINUCh B YKAa3aHHOM MHOXKECTBE YaCTHILl C
HEMEJUICHHBIM ~ BBICBOOOXKIEHHEM, ObulM  BBICBOOOXKAEHBL — [IpenmodTuTenvHO, IpH
UCCJIEIOBAHUN OTAEIBHO, T.€., B OTCYTCTBHE IO MEHBIIEH Mepe OJHOW YacTULBl C
KOHTPOJIMPYEMBIM BBICBOOOKIEHHEM U B OTCYTCTBHE MHOKECTBA YaCTHUI] C KOHTPOJIHUPYEMbIM
BBICBOOOJKICHHEM, COOTBETCTBEHHO, YKA3aHHOE MHOMKECTBO 4YACTHUL[ C HEMEIJICHHBIM
BBICBOOOKIEHHEM OOECrevrBaeT HEMeIJIEHHOE BbICBOOOXKIEHHE (DapMakoIOrHuecKu
aKTUBHOTO COEOUHEHMs], TaK K€, KaK MpHU YCIOBUSX M Vilro B coorBeTcTBUU ¢ EBp. Papm,,
cnycTs 45 MUHYT B UCKYCCTBEHHOM enynouHoM coke nipu pH 1,2 mo mensiueii mepe 70 %,
erre OoJiee MPEANMOYTHTENHFHO, TIO MEeHbIIEeH Mepe 75 mace. %, nake OoJiee MPeanOYTHUTENBHO,
no MeHbineld mepe 85 macc. %, naxe emie Oojee MPEANOYTUTENBHO, IO MeHbIneld mepe 90
macc. % GpapMaKoJOrHUECKH aKTHBHOT'O COEIMHEHUS], KOTOPBIE TIEPBOHAYAIBHO COEPIKATUCH
B YKa3aHHOM MHO)KECTBE YaCTHUI] C HEMEJICHHBIM BbICBOOOXKICHHEM, OBLITH BBICBOOOKICHBI.
IIpennouturenpHO, MPU UCCIENOBAHUU OTAENBHO, T. €, B OTCYTCTBHE IO MEHbLIEH Mepe
OJTHON YaCTHIIbl C KOHTPOJIHPYEMBIM BBICBOOOXKIEHHEM M B OTCYTCTBHE MHOXKECTBA YAaCTHIL C
KOHTPOJIMPYEMBIM BBICBOOOXKIIEHHEM, COOTBETCTBEHHO, YKa3aHHOE€ MHOXECTBO YacCTHUI[ C

HEMCIJICHHBIM BbICBO60)K)IeHI/IeM obecrieunBaeT HEMCIJICHHOC BbICBO60>K)leHI/Ie
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(apMakoNOru4ecKl aKTUBHOTO COEIWHEHMs, TaK e, KaK IpPU YCIOBWAX Iin Vilro B
cootsercTBUM ¢ EBp. @apm., cnycta 30 MUHYT B UCKYCCTBEHHOM KEJIyAOYHOM COke npu pH
1,2 mo mensbiue mepe 70 %, emme Oojee MpeAnOYTUTENBHO, O MeHbLIel Mepe 75 macc. %o,
naxe Oojee MpPENNOYTHUTENBHO, IO MeHbIedl Mepe 85 wacc. %, paxe eme Oonee
NPEeNNOYTUTENIbHO, 1O MeHbimeil mepe 90 macc. % (apMakoJOrM4ecKd aKTHBHOTO
COEIMHEHMs], KOTOPbIE MEPBOHAYAJIBHO COAEPKAIUCHh B YKA3aHHOM MHOXKECTBE YaCTHLl C

HEMEJIEHHBIM BBICBOOOKIEHHEM, OBUIH BHICBOOOK IEHBDI.

[0104] [JIns ueneit cnenmdukanuu, <KOHMPoOIUpyemoe 6viC60004COeH ey O3Ha4aeT He
HeMeJJIeHHoe  BbIcBOOOXAeHHe. KoHTponmpyemoe — BBICBOOOXKIEHHE  COOTBETCTBYET
3aBHCALIEMY OT JUINTENIbHOCTH TEPAIMU BBICBOOOXKIEHHIO, T. €., 3aBHCSAILIEMY OT BPEMEHH
BBICBOOOXKICHHIO, HMMEIOLIEMY  HECKOJbKO  PAa3JIMYHBIX  BAPHAHTOB, TaKUX  Kak
«IPONIOHSUPOBAHHOE  8bICB0DOIICOeHe»  (IIUTENbHOE  BBICBOOOXIEHUE, 3aMEIJIEHHOE
BBICBOOOXKICHHE) U KOMCPOYeHHoe  6bic6oOodcoenuey.  OTINYNTENbHBI  MPU3HAK
KOHTPOJIIPYEMOTO BBICBOOOXKAEHUS 3aKJIFOYAETCd B TOM, YTO OH HE TOJBKO IPOJJIEBAET
OEWCTBUE, HO W TBITAETCS IONAEPKUBATH YPOBHH JIEKAPCTBEHHOTO CPEACTBA B
TEPANeBTHUECKOM OKHE, YTOObI N30ekaTh MOTEHIHAIbHO OMACHBIX NMUKOB B KOHLIEHTPALHU
JIEKapCTBEHHOT'O CPENICTBA IMOCTIEe NMEPOPANBHOrO MPUEMa MM UHBEKIIUY U MAaKCUMU3UPOBATh
TepaneBTHUECKYI0 3P ¢eKTuBHOCTb. Takum 00pa3oM, KOHTPOJIHUPYEMOE BBICBOOOKAECHNE
MOXKET OBITb Pa3feNIeHO Ha «OMCPOUYEHHOE 6bICGOO0INCOeHUE» NI KaAK «HPOIOHSUPOBAHHOE

8b1¢600021COeHUey (ATUTETEHOE BBICBOOOXKACHHE, 3aMEICHHOE).

[0105] [nsa wenedi crneuuUKALMK, «HPOIOHSUPOBAHHOE  BbICGOOONCOEHUE»  SBIISIETCS
MEXAaHU3MOM pACTBOPEHHUS] JIEKAPCTBEHHOTO CPEACTBA C TEUYEHHEM BPEMEHH, YTOOBI
BBICBOOOXKIATHCS MEIUICHHEe U CTabMiIbHEE B KPOBOTOK, UMesl MIPEUMYLIECTBO B TOM, YTOOBI
NPUHUMATh WX 4Yepe3 MEHee 4YacTble WHTEPBAJIbl, YE€M COCTaBbl C HEMEIJICHHBIM
BBICBOOOXKIEHHEM OIHOTO M TOrO K€ Tperapara JIeKapCTBEHHOro cpeactsa. s meneit
cneunduKanuy, "omcpoueHnoe 6v1c6000coeHe" COOTBETCTBYET NEPOPATBHBIM JIEKAPCTBAM,
KOTOpbIE IE3UHTETPUPYIOT M BBICBOOOXKIAIOT AKTHBHBIN(€) MHIPEeAUEHT(bI) B OPTaHU3M He
cpasy. YacThmpl C  OTCPOYEHHBIM  BBICBOOOXKIEHHEM  COTJIACHO  H300PETEHHIO
NPEANOYTUTENIBHO TOKPBITBl SHTEPOCOMOOMIBHON OO0OJIOYKON TakuM 0Opa3oM, YTO OHH

PacCTBOPAOTCA B KULICYHUKE, 4 HE B JKCJITYAKE.
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[0106] IlpenmouyTUTENBHO, MPU HCCIECAOBAHUU OTAEIBHO, T. €., B OTCYTCTBHE€ 4YacCTHULl C
HEMEIUJICHHBIM BBICBOOOK/IEHHWEM, YyKa3aHHas 10 MEHbIIEH Mepe OJHa dYacThua ¢
KOHTPOJIMPYEMBIM BBICBOOOXKIEHHEM M YKa3aHHOE€ MHOXKECTBO YaCTULl C KOHTPOJIHPYEMbBIM
BBICBOOOKICHHEM, COOTBETCTBEHHO, O0ECIeYnBaeT KOHTPOJIUPYEMOE BBICBOOOXKIEHUE
(bapMaKOJNIOTHYECKH AKTUBHOTO COENUWHEHMs, TaK e, KaK MpU i1 Vilro YCJIOBUSIX B
cootBercTBUM ¢ EBp. @apm., cnyctst 30 MUHYT B HCKYCCTBEHHOM KeJIyAOUYHOM coke npu pH
1,2 wmenee 50%, Oonee mpenmourutebHO, He Oonmee 40 wmacc. %, eme Oonee
npeanouTuTeNibHo, He Oojiee 30 macc. %, maxe Oojiee MpPeanoOUYTHUTENIbHO, He Oojyee 10
Mace. % (hapMakoIOrHuecKu aKTHBHOTO COENMHEHUS, KOTOPBIE MEPBOHAYANIBHO COAEPIKAIUCH
B YKa3aHHOW MO MEHbBIIEeH Mepe ONHOW YacTUIle C KOHTPOJIHUPYEMBIM BBICBOOOMKIEHUEM U
YKa3aHHOE MHOXKECTBO YaCTHUIl C KOHTPOJUPYEMBIM BBICBOOOKIEHHUEM, COOTBETCTBEHHO,

OBLIN BBICBOOOKIIEHDI.

[0107] TIpu ycCnOBUHM, YTO MHOMKECTBO YaCTHI] C KOHTPOJHUPYEMBIM BBICBOOOKIEHHEM
NPEACTaBIsieT COOOH MHOMKECTBO MOKPBITBIX IHTEPOCONIOOMIBHON OOOJOYKONW HYaCTHIl C
OTCPOYCHHBIM BbICBO60)KI[eHI/IeM, npu UCCJIICAOBAHUUN OTACIIBHO, T. €., B OTCYTCTBUC YaCTHUIL] C
HEMEOJICHHBIM BbICBO60)KI[eHI/IeM, YKa3aHHOE€ MHOXKECTBO 4YaCTull C OTCPOYCHHBIM
BBICBOOOKAEHHEM 00eCleuynBaeT OTCPOYEHHOE BBICBOOOXKIEHHE (PapMaKOIOrHuecKu
AKTUBHOT'O COEIMHEHMs], TaK XK€, KaK IIPU IR Vifro yCIOBUsIX B cOOTBeTCTBUU ¢ EBp. ®apm,,
cnyctst 30 MHUHYT B HCKYCCTBEHHOM JkeiymouHoM coke mpu pH 1,2 menee 50 %, OGonee
NpeAnoYTUTeNIbHO, He Oosee 40 macc. %, eme Oonee MpeAnouTUTENHHO, He Oosee 30
Mmacc. %, naxke Oonee mnpenmoutureNnbHo, He Oonee 10 wmacc. % dapmakonoruuecku
AKTHBHOTO COEIMHEHHs], KOTOpbIE TMEPBOHAYAIBHO COIEPIKAIUCh B YKa3aHHOM MHOKECTBE

qaCTul ¢ OTCPOYCHHBIM B]::ICBO60}KI[6HI/IGM, COOTBETCTBCHHO, ObLIH BI:;ICBO60}KH6HI>I.

[0108] Yactuipr IR w/wnum dvactuusl DR He3aBUCHMMO Opyr OT JApyra HMEIOT
MaKPOCKOIMUYECKHUI pasMep, T. €., OOBIMHO UMEIOT CPEAHHI pa3Mep YacCTHI] 10 MEHbINEH Mepe
50 wmkm, Ooree TPENNMOUTHUTENBHO, TO MeHblnel wmepe 100 wMkM, eme Oonee
NPEANOYTUTENBHO, IO MeHbInel Mepe 150 MkM nimn o MenbLIeit mepe 200 MkM, naxe Oonee
NPEATIOYTUTENBHO, TI0 MeHblIeH Mepe 250 MKkM miu 1o MeHbineil mepe 300 MxM, Hauboee
NPEeANOYTUTENBHO, MO MeHbled Mmepe 400 MxM min no Mesnswield mepe 500 MKM u, B

YaCTHOCTH, IO MeHbLIeH Mepe 550 MKM win 1o MeHbLiel mepe 600 Mkm.
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[0109] Yactumsl IR w/mnm uwactuubl DR HesaBucuMO apyr OT Apyra UMEIOT CpemHUi
AUaMeTp, KOTOpPBIM JEXUT B npenenax pauamazoHa ot 100 mxkm go 1500 mkwm,
npennoututessHo, oT 200 MM o 1500 mxwM, 6onee npeanoututensHo, oT 300 MM 1o 1500
MKM, eine Oojiee mpeanoututenbHo, oT 400 MM no 1500 MxM, HaubosIee MPEaNOYTHTENBHO,

ot 500 mxm 10 1500 Mxm u, B yactHOCTH, OT 600 MKM 10 1500 MKM.

[0110] IIpenmoururtenbhHble yacTHibl IR w/umu ywactuipl DR He3aBucHMO Apyr OT apyra
UMEIOT CPeAHIOK JynHy U cpennuil auamerp 1000 mxm umm menee. Korga vacTuubl
MPOU3BOAST C TOMOINBID TEXHOJOTMH JKCTPY3UH, «IJIMHAY» YaCTHUI[ MPEACTaBisieT CcoOOM
pasMep 4YacTULl, KOTOPBIM TMapaJyieJieH HaMpaBJIEHUIO OKCTPY3UHU. «/[uamempy» 4YaCTHII

SIBJIIETCSA HAUOOJIbIINM pa3MEPOM, NEPICHANUKYIJIAPHBIM HAIIPABJICHUIO SKCTPY3UH.

[0111] OcobeHHo mpenmnodTuTeIbHbIC YacTUIb! IR w/mmu yacTuel DR He3aBUCHMO IpyT OT
apyra UMeroT cpenauil nuametp menee 1000 MM, Oonee npeanoyturensHo, MeHee 800 MkM,
eme Oonee npennoyTHTENbHO, MeHee 650 MkM. Ocobo npennouTuTenpHble yacTULbl IR w/nmm
gactuupl DR He3aBucumo apyr ot gpyra umMeroT cpenHuid nuamerp MeHee 700 MkM, B
gacTHOCTH, MeHee 600 MkM, eme Oosee KOHKpeTHO, MeHee S00 MkM, Hampumep, meHee 400
MKM. OcobenHo npeanoututenpHble yacTuipl IR n/unm vactuusl DR He3aBucumo apyr ot
Apyra UMEIOT CpeqHuil nuamerp B nuanasone ot 200 1o 1000 Mxm, Oonee mpenrnoYTHTENbHO,
or 400 mo 800 mkm, eme Oonee mpeamoutuTenbHO, oT 450 mo 700 mkM, naxe Ooinee
npeanoututensHo, oT 500 go 650 mxM, Hanmpumep, ot 500 no 600 MkMm. [lonoaHUTENbHBIE
npexnnouytutenbHble yactuipl IR w/mnn vactunsl DR He3aBucuMO Apyr OT apyra UMeEKT
cpennuii auametp Mexay 300 mxm u 400 mxm, mexay 400 mxm u 500 Mxm, unu mexay 500

MKM 1 600 MM, unu mexxay 600 Mxm 1 700 mxm nin mexay 700 mxm u 800 MkMm.

[0112] IIpenmoururenbhble yacTuilbl IR w/umm wactunpl DR He3aBucumo apyr OoT apyra
UMEIOT CpenHIO AJuHy MeHee 1000 MKM, mpeAanouTUTENbHO, CPEAHIOK IMHY MeHee 800
MKM, ere Oosiee MpeanovYTUTENBHO, CPETHIOK IINHY MeHee 650 MkM, Hanpumep, niauHy 800
MkM, 700 mxm, 600 mkm, 500 mxm, 400 mkm wau 300 mMxMm. OcoboO MpeAnoOYTHTENbHBIE
gactuubl IR w/umm gactuusl DR He3aBuCHMMO Apyr OT Ipyra UMEIOT CPEeNHIOK JUTHHY MEHee
700 MkM, B yacTHOCTH, MeHee 650 MkM, eme Ooee KOHKPETHO, MeHee 550 MKM, Hampumep,
meHee 450 mkm. OcobeHHo npeanodrureabHbie YacTuibl IR w/wnm vactunsl DR HezaBucumo
ApYyr OT Apyra, B CBOK O4Yepenb, UMEIOT CPEOHIOK JIuHY B auana3zoHe ot 200-1000 mxwm,

6onee mpenmourutenbHo, 400-800 MM, eme Oosee npennoutrutenbHo, 450700 MM, naxe
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bonee mpennoururenbHo, S00-650 MM, Hanpumep, S00-600 MkM. MUHUMAaNbHAS CPETHSI
muHa dactun IR w/mnmm vactun DR He3aBUCHMO Apyr OT apyra OIpenessieTcsl Ha 3Tare

paspesaHusi U MOXKET COCTaBATh, Hanpumep, S00 mxm, 400 mxm, 300 MM nnu 200 MKM.

[0113] B mnpeamouturenbHOM BapuaHTe peanusanmy, dactuiel IR w/mnm gactuisr DR
HE3aBUCHMO Jpyr OT zapyra umeroT (i) cpennuii aumamerp 1000+300 wmkwm, Oonee
npeanoututesnbHo, 10004250 mkMm, eme Oosnee mpenmouyrurenbHo, 1000+200 MM, maxe
Oosee npennourureabHo, 1000£150 MM, Hanbonee npeanoututenbuo, 1000+100 MM U, B
gactHocTH, 1000+50 w™km; w/mmm (i) cpemmroro  mumHy 10004300 MM, Oonee
npeanoutuTenbHo, 10004250 MM, eme Oonee mpennmoururensHO, 1000£200 MM, maxe
bonee npenmnourureapbHo, 1000£150 MM, Hanbonee npeanoututenbuo, 1000+100 Mkm u, B

yacTHOCTH, 1000£50 MKM.

[0114] Pa3mep wactun IR w/mnmm uwactmn DR HesaBucmMo apyr oT Ipyra MOXKeT OBITh
OIIpeZieIeH C MOMOLIBIO JII000H OOIIENpUHATON MPOLEAypPbl, U3BECTHOH B AaHHOW oOnacTu
TEXHUKH, HAMPUMEp, PACCEsHUS JIA3€PHOTO H3JIYYEeHHUs, aHAIN3a CHUTOBAHHMEM, CBETOBOM

MHKPOCKOIINH MJTH aHAJIN3a U300paskeHHs.

[0115] IIpenmoururenbHO, MHOXKECTBO yacTull IR w/unm muoxectBo yactun DR He3zaBucumo
APYT OT ApPyra UMEKT CpenHeapu(PpMETUIECKyI0 MAcCy, B AAJbHEHIIIEM MMEHYEMYIO «aawy,
rae no MeHbinei mepe 70 %, Oonee nmpeanoYTUTENBHO, IO MeHbIIeH Mepe 75 %, emme Oomee
MPEINOYTUTENLHO, 10 MeHbinel Mepe 80 %, maxe Ooyiee MPENNIOYTHUTENBHO, MO MEHBIIEH
mepe 85 %, Hamboyiee MPEnNOYTUTENbHO, O MeHbineli Mepe 90 % U, B YAaCTHOCTH, IO
MeHbIel Mepe 95 % OTAeNbHBIX YacTHLI, COAEPKALIUXCs B YKa3aHHOM MHOXKECTBE YaCTHL,
UMEIOT OTAENbHYI0 MacCy B mperenax nuana3zoHa aaw+30 %, Ooyee NpeanoOuYTHUTENBHO,
aaw+25 %, eme Oojnee mnpeamoyTurenbHo, aaw+20 %, naxke OoJiee MPEONOYTUTENBHO,
aaw=15 %, Haubonee npennoututenbHo, aaw+10 % u, B 4acTHOCTH, aaw+5 %. Hampumep,
€CJIU JIeKapCTBeHHasi (popMa corjlaCHO M300PETEHUIO COAEPKUT MHOKeCTBO M3 100 "acTHILIbI
IR u aaw yxkasanHoro MHoxecTBa 4actull IR cocrasaser 1,00 mr, mo MeHbleln mepe 75
otaenpHbIX acThll IR (T. €., 75 %) UMErT OTAENbHYI0 Maccy B mpenenax auanaszona ot 0,70

1o 1,30 mr (1,00 mr £30 %).

[0116] IIpenmoururenbHo, yactuua PR wnm mobas otmenpHas wactmma PR B mpenmenax

rpymnnbl Heckonbkux yactull PR umeer oOmyro maccy mo mesbuiein mepe 20 mr, Oonee
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NPEANOYTUTENIPHO, IO MeHblIeH Mepe 50 mr, eme Oonee NMPeAnOYTUTENbHO, IO MEHbIIEH
mepe 100 wmr, maxe Oornee mnpeanodTUTENbHO, MO MeHbluedl mepe 150 mr, HamOonee
MPEANOYTUTENBHO, 10 MeHbLIer Mepe 200 Mr. B npeanodTuTeNbHbIX BADUAHTAX PeAU3aLiY,
mobasi oTnenbHas yactuiia PR B mpenenax rpymmbl HECKOJNbKHX 4acTHIl PR umeer oburyro
Maccy B mpexenax auanasona 150+100 mr, npennoururensHo, 150+50 mr; wnmu 200+£100 wr,
npeanoytutenbHo, 200+50 mr; unm 250+100 mr, mpeanoututenbHO, 250+50 wr, wnum

300£100 mr, npennouturenbHo, 300+50 mr; unu 350+100 mr, npeanoururensHo, 350+£50 wmr.

[0117] TIpoJOHrHpOBaHHOE BLICBOOOXKIEHHE (PapMAKOJIOrHUECKH aKTMBHOTO COEIUHEHHS OT
yactunpl(yactul) PR mpeamodTuTensHO ommMpaeTcss Ha €ro pasMep U COOTBETCTBYIOIIHUE
3aMemieHHble yTH U Gy3UH OT CEpALIEBUHBI B Cpeny BRICBOOOKAEHUs. [IpeanodruTtensHo,
NPOJIOHTHPOBAHHOE  BBICBOOOXKIEHHE OCHOBAHO HA  3ala3[blBAHUM  MATPULBL, T
3ama3AbIBaOIIas MATPUIIA, B KOTOPYIO BCTPOEHO (PapMaKOJOTHYECKH aKTUBHOE COEANHEHNUE,
NPEATNOYTUTENIbHO, COMAEPIKUT IOJHANKMICHOKCH, HEeOOs3aTeNlbHO B KOMOHWHALMU C
JOTOJHUTENBHBIMHA TOJMMEPAMH, OCOOEHHO MPOCTBIMU 3(UpaMU LEJUTFOJIO3b], TAKUMHU KaK

TUAPOKCUTIPOMUIMETUIILECIIIIOJIO34.

[0118] B mpeanodYTUTEIbHOM BapUAHTE peaan3aluy, 4acTUuLbl IR HEe MOKPBITHI MIIEHKOM.

[0119] B mpennmoutuTenbHOM BapuaHTe peanusaunyu, vactuna(bl) PR He mokpsiTa(en)
wieHkod. B npyrom mpeanouturensHOM BapuaHTe peaiusanuu, yactuua(el) PR nokperra(br)

IIJIEHKOM.

[0120] Yactuma(el) PR cormacHo  u300peTeHHIO  MOKET(MOTYT)  HEOOsI3aTENIbHO
o0ecrneunBaTh, YaCTUYHO UJIH MOJTHOCTHIO, ¢ OOBIYHBIM MOKPBITHEM, KOTOPOE HE 3a/1€P>KUBAET
pactBopenne in vitro. Yactuna(e) PR cornmacHoO u300peTEeHHIO MPEANOYTUTENHHO
NOKpbITa(bl) TIEHKOH C TOMOIIBI KOMITO3UIHI OOBIMHOTO TUIEHOYHOTO MOKPBITHS, KOTOPOE
HE 3aJIEP>KUBAET PACTBOPEHHUE iA Vilro. DTU TUIEHOYHbIE MOKPBITHSI, KOTOPbIE HE 3a1€PIKUBAIOT
pacTBOpEHHUE in Vilro, He SIBISIOTCS (PYHKIMOHATBHBIMHU, T. €., HEPACTBOPUMBI B KHIIEYHHUKE.
[Momxoxsiiue MOKPHIBAOIINE MATEPHAIIBI SBJISFOTCS KOMMEPYECKH OCTYITHBIMUA U OCHOBAHBI,

HATIpUMep, Ha nosuBHHImIOBoM cripte (PVA, Hanpumep, pink ot Opadry®).

[0121] Yactuuer DR cormacHO M300peTeHHIO, MPeaNnoOYTHTENbHO, 00ECIeUnBalOT, YaCTHYHO

WM TIOJTHOCTBIO, C SHTEPOCONOOMIBbHBIM MTOKpbiTHeM. Hactuiel DR cornmacno nzobperenuto,



10

15

20

25

30

35

NPEANOYTUTENBHO, TTOKPBITHI IUIEHKOW C OOBIYHBIMH KOMITO3UIMSMHU 3HTEPOCOIIOOMUIBHOTO
nokpeitusi.  [lopxonsmue  Marepwainbl  HHTEPOCONIOOMIIBHBIX — TOKPBITHH  SIBIISFOTCS
KOMMEpYECKH IOCTYITHBIMH, HATPHMEp, MOX TOBApHBIME 3Hakamu Eudragit®. Kommosummu
SHTEPOCONIOOMIIBHBIX ~ MOKPBITHH  OOBIMHO  COAEp)KaT MOJHUMEpBl, IUIACTU(HUKATOPHI,
Kpacurenn u mnomnoOHoe. Iloaxopsmue momMMeEpsl BKIIOYAOT, 0€3 OrpaHuYeHws,
anerarTamar IEJUIFONIO3b,,  (Tamar THAPOKCHIPONMMIMETUIILEIUIIONO3bL,  COMOIUMEPHI

METUJIaKpujaTa 1 METUJIMETAKpHJIaTa U HOJ'II/IBI/IHI/IJ'IaLIeTaT(I)TaJ'IaT.

[0122] B 4YacTHOCTH, MNPEANOYTUTENbHAS KOMIIO3ULUA 3HTepOCOJ'II06I/IJ'IbHOFO MOKPBITHSI,
KOTOpasi 00eCIeYrBaeT YCTOMYMBOCTD K IMOJIHOMY BBICBOOOKIACHHUIO JO3bI B BOJHOM PAaCcTBOPE
5TaHONA, KOMMEpLHanM3oBaHa Kommanmeii Evonik xak ADD or Eudratec®.
[IpennoururenbHo, bactuubl DR cormacHO HM300peTEHMIO TOKPBITBI  IJIEHKOH €

SHTEPOCONOOMIBHBIM TOKPBITHEM, COAEPIKALIIM

- BHYTPEHHHH CJOH ajbruHata HAaTpusi (WM JAPYrOH COJHM aJbCHHOBON KHCIIOTBI) C
MOCJIEAYIOLIIM HAPyXKHBIM CJIOeM akpuiaTHoro (Hanpumep, ot Eudragit™) mommmepa,
HanpuMep, COMOJIMMEPa METaKPUIIOBOH KUCIOTHI - sTunakpunata (1:1) (manpumep, L 30

D-55 or Eudragit®); nm

- BHYTPEHHHH CJOH ajbruHata HaTpus (WIM APYrod COJM aJblHHOBOM KHMCIIOTBI) C
MOCJIEAVIOUINM Hapy>KHBIM CJIO€M aKpUJIaTHOro (Hampumep, OT Eudragit®) TIOJIUMEDA,
HanpuMep, COMOJIMMEPAa METAKPUJIIOBOW KHCJIOTHI - METHJIAKPUJIATa- METUIMETAKpUJIaTa

(1:10) (mampumep, FS 30 D ot Eudragit®);

- BHYTPEHHHH CJIOH ajnbruHata HAaTpusi (WM JAPYrOH COJHM  aJbTMHOBOH KHCIOTBI) C
MOCJIEAYIOLIMM HAPYXKHbIM CJIOEM akpuiaTHoro (Hanpumep, ot Eudragit®) mommmepa,
HarpuMep, COMoIUMepa METHIIMETaKpuiaTa- MeTakpuioBoi kuciotsl (1:1) (Hanpumep, L

100 ot Eudragit® umu L 12,5 ot Eudragit®); WJIn

- BHYTPEHHHH CJOH aimbruHata HAaTpusi (MM JPYrod COJMU aJbI'MHOBON KHCIIOTBI) C
MOCJIEAYIOLIIM HAPYXKHbIM CJIOeM akpuiaTHoro (Hanpumep, ot Eudragit™) mommmepa,
HaTNpUMep, COMOJIMMEPAa METUIIMETAKPHUIIATa - METaKpHJIOBOU KUCNOTHI (1:2) (Hampumep, S

100 ot Eudragit® umu S 12,5 ot Eudragit®); WJIn

- BHYTPEHHHH CJOH anmpruHata HaTpus (WM APYrod COJHM aJbIMHOBON KHCIIOTBI) C
L ®
MOCJIEAYIOLIMM HAPY KHBIM CJIOEM CMECH NMEePBOro akpuiaTHoro (Harmpumep, ot Eudragit )

TMmoNMMepa CO BTOPBIM aKpUiaTHbIM (Hampumep, ot Eudragit™) mommmepom, koTopsle
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HE3aBHCHMO BbIOPAHbI U3 TPYIIIBI, COCTOSINEH U3 COMOIMMEPOB METAKPHIIOBOH KHCIIOTHI-
stunakpunara (1:1), comonuMepoB METaKpHJIOBOW KHUCJIOTHI - METWIaKpuiara -
metunmerakpuiaara (1:10), conoanMMepoB METHIMETAKpUIaTa - METaKPHJIOBOH KHUCIIOTHI

(1:1) 1 comonuMepoB METUIIMETAKPHIIATA - METAKPHIIOBOM KUCIOTHI (1:2).

[0123] IIpu ycmoBuu, uTo yacTuLbl PR MOKPHITHI MIEHKON ¢ MaTepUaioM HEPACTBOPUMOTO B
KUIIEYHUKE TOKPBITHS, KOTOPOE HE 3alepKMBAaeT pACTBOPEHME N Vitro, comeprkaHue
BBICYHIEHHOTO HEPACTBOPHUMOI'O B KHHIICYHUKE TIOKPBITHA, KOTOPOE€ HE 3aJCpP>KUBACT
pacTBOpPEHHE in Vilro, COCTaBJISET, NPEANOYTUTENbHO, He Oonee 15 wmacc. %, Oonee
NpeanouTuTeNIbHO, He Oonee 14 macc. %, eme Oojiee mpeanouyTHTENHbHO, He Oonee 13,5
macc. %, naxe Oojee mpeanouTuTeNbHO, He Oosee 13 Macc. %, Haubojee MPeanoOUYTHTENBHO,
He Oonee 12,5 macc. % u, B yacTHoCTH, He OoJiee 12 Macc. %, OCHOBBIBasICh Ha OOIlel Macce

yactull IR u obmeii macce gactunpi(dactui) PR, coorBeTcTBEHHO.

[0124] TIpm ycnoBHHM, YTO YaCTHUIIBI MMOKPBITHI IJIEHKOH ¢ MAaTEPHAIOM 3HTEPOCOIFOOMIBHOTO
nokpeitust (dactuiibl DR), comepskaHue BBICYIIEHHOTO 3HTEPOCOJIOOUIBHOIO MOKPBITHSI
COCTaBJISIET, MPEATIOYTUTENbHO, He Oojiee 30 macc. %o, OoJiee MpenrnouTuTeNIbHO, He Oosee 29
Mmacc. %, emie OoJiee MpeAnoYTHTENbHO, He Oonee 28 Macc. %, naxe Ooiee MPeaOUTUTENBHO,
He Ooniee 27 macc. %, HanboJee MpeanoYTHTENbHO, He Oosee 26 Macc. % U, B YaCTHOCTH, HE

oouee 25 macc. %, OCHOBBIBasICh Ha 001Iel Macce yactuil DR.

[0125] TlpenmodruTenbHO, comepskaHue 4acTuil IR w/mnu comepskanue yactui CR (T. e,
yactuna(el) PR umu yactunel DR) He3aBucHMO npyr OT Apyra cocTaBisier He Oojee 95
macc. % wiu He Oosee 90 macc. %, Oonee mpeanouTuTENbHO, He Oonee 85 macc. % wim He
bosnee 80 macc. %, emme Oonee mpeamodTUTENbHO, He Oonee 75 macc. % wunmu He Gojnee 70
Macc. %, naxke Ooyiee MpeANOYTHTENBHO, He Oonee 65 Mmacc. % wmu He Oosee 60 macc. %,
HauboJiee MpennovTUTEIbHO, He Oonee 55 macc. % unmu He Oonee SO macc. % U, B YaCTHOCTH,
He Oosee 45 macc. % wunu He Oonee 40 wmacc. %, OCHOBBIBasICb Ha OOIIel Macce

JIEKapCTBEHHON (HOPMBL

[0126] IlIpenmoururtenbHO, comeprkanue udactul IR w/mnu comepskanue uactury CR (T. e,
yactuna(el) PR nnn vactunsl DR) He3aBHCHMO IpyT OT Apyra COCTaBIISIET MO MEHbIIEH Mepe
2,5 macc. %, no menbwedr mepe 3,0 macc. %, mo MmeHbliedl mepe 3,5 macc. %o wiM 1o

MeHblnel mepe 4,0 macc. %, Oojee mpeanouTUTENbHO, 10 MeHbIue mepe 4,5 macc. %, 1o
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MeHblel mepe 5,0 macc. %, mo MmeHblned mepe 5,5 macc. % win no MeHsbluein mepe 6,0
Mmacc. %; HauboJiee peanoYTUTENLHO, 110 MeHbIIel Mepe 6,5 macc. %, Mo MeHbIel mepe 7,0
Macc. %, mo MeHblei Mepe 7,5 mMacc. % unu o MeHbluel mepe 8,0 macc. %; U, B HaCTHOCTH,
no MeHeiied mepe 8,5 macc. %, mo mensbweil mepe 9,0 macc. %, mo meHblned mepe 9,5

macc. % wiam no MeHbiuei mepe 10 macc. %; OCHOBBIBasICh Ha OOLIel Macce JeKapCTBEHHOM

bopmBblL.

[0127] B mpeamodTHTENHHOM BapUaHTE peanu3aluu, conepxkanue dvactul IR w/wim
conepskanue yactur CR (. e., wactuna(sr) PR mn wactumer DR) He3aBucHMO npyr OT npyra
JeKUT B mpenenax nuamasona 10£7.5 macc. %, Oosnee mpenmoututenbHo, 10+5,0 macc. %,
eme Oonee mpenmoururenpbHOo, 10+4,0 macc. %, maxke Oonee mpemmoututenbHO, 10+3,0
macc. %, Hambonee mpeamoutrurenbHo, 10+2,0 macc. % wu, B uwactHoctu, 10+1,0 macc. %,
OCHOBBIBasICh Ha OOIIel Macce JieKapCTBEHHOW (opmbl. B nmpyrom mnpeanoyTHUTETEHOM
BapHaHTe peanu3anuu, conepxkanue dvactun IR w/mnm comepskanme uactup CR (T e,
gactuubl(dactun) PR wmm dactuny DR) He3aBUCHMMO Ipyr OT Ipyra JIGKHUT B Mpeaeax
nuama3ona 15+12)5 wmacc. %, Oonee mnpeamoururensHo, 15+10 wmacc. %, eme Oonee
npennoutuTesibHo, 15+8,0 wmacc. %, naxe Oosee mnpenmoututenbHo, 154+6,0 wmacc. %,
Hauboee npeanovyrurenbHo, 15+4,0 mace. % u, B yactHocTH, 15420 Macc. %, OCHOBBIBAsICh
Ha oOmell macce JiekapCTBEHHOW (opMbl. B ele ONHOM NPeAnOYTHTEIHPHOM BapHaHTE
peanuzauuu, conepkanue dactuil IR u/unu conep:xanue yactur CR (1. €., yacTuupbi(dacTuir)
PR unu vactun DR) HezaBucumoO Apyr oT Japyra JEXWUT B Inpenenax auamnasoHa 20£17.5
Mmacc. %, Oonee mpeanoururenbHo, 20+15 macc. %, eme Oojee npeanouTuTeNnbHo, 20+£12)5
Mmacc. %, nmaxe Oonee mnpeamoururenbHo, 20+10 macc. %, Hambojiee MNPEANOYTHTENBHO,

20+7,5 wmacc. % wu, B uyactHoctH, 20+5 wmacc. %, OCHOBBIBasICb Ha OOINeH Macce

,
JIeKapCTBEHHOU (opMbl. B ere oqHOM OTIIMYHOM MPENNOYTUTETHFHOM BapHAHTE PEaTU3aLIHH,
comepxkanne vactul IR w/mmm comepxanue uwactun CR (T. e., wactunei(yactun) PR wm
gactuly DR) He3aBucHMMO Ipyr OT Apyra JISKHT B Ipeaenax auanaszoHa 25+17.5 macc. %,
Oosee mpennouTuTeNnbHO, 2515 mace. %, eme Oojee mpeanouTuTeNnbHO, 25125 mace. %,
naxke Oomee mnpenmoururenbHo, 25+10 Macc. %, Haubonee mnpeamodyTurenbHo, 25+7.5
macc. % u, B "acTHOCTH, 25+5 macc. %, OCHOBBIBasICh Ha OOIIel Macce JIeKapCTBEHHOU
¢dopMbl. B npyrom mpenmnodTuTeIbHOM BapUaHTE pean3aliu, coaepskanue dactull IR w/mmm
conepkanne vactun CR (T. e., vactunpi(qactui) PR mnu wactun DR) He3aBucumo apyr ot

apyra JIeKUT B mpenenax amamasoHa 30+17,5 macc. %, Oonee mpenmoututenbHo, 30+15

Mmacc. %, eme Oonee mpenmoururenabHo, 30+£12,5 mace. %, gaxke OoJiee MPEANOYTUTENBHO,
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30+10 macc. %, maubonee npennoututenbHo, 30+7,5 mace. % u, B yactHoctH, 30+5 macc. %,
OCHOBBIBasiCb Ha oOmeil wacce JsekapcTBeHHOH ¢Qopmbel. B eme omHOM apyrom
NPEANOYTUTEIbHOM BapHaHTe peaju3aumu, dvactuibl IR w/wmm wactuuer CR (T e,
gactuna(el) PR mnmu gactunel DR) He3aBucuMo apyr oT npyra Jiexar B Ipeaeax Juarna3oHa
35+17,5 macc. %, Gonee mpennoutuTeabHO, 35+15 macc. %, eme Oojiee MPEANOYTUTENHHO,
35¢12,5 wmacc. %, pmaxe Oonee mpeamoururenbHo, 3510 wmacc. %, Haumbonee
MPeanouTUTENbHO, 35+7,5 Macc. % u, B 4acTHOCTH, 3545 macc. %, OCHOBBIBAsICh Ha OOIIEH
Macce JIeKapCTBEHHOW (hopMbl. B nOpyroM mpeAarnoYTHTETHHOM BapHaHTE peasu3allny,
yactunpl IR w/umm gactuner CR (1. e., yactuna(er) PR wmu wactuuer DR) He3aBucumo npyr
OT Jpyra Jjexkar B mpernenax nuamnasona 40+17,5 macc. %, Gonee mpenmodrutenbHo, 40+15
Mmacc. %, eme Oonee mpenmourureapHo, 40+£12,5 mace. %, gake OoJjiee MPENMOYTUTENBHO,
40+10 macc. %, Hanbounee mpenmoutuTenbHo, 40+7,5 mace. % u, B wactHocTH, 40+5 macce. %o,

OCHOBBIBASICh Ha 00IIel Macce JIeKapCTBEHHOH (OPMBL.

[0128] Dopma YacTUI] KOHKPETHO HE orpaHmyeHa. B cwmiy Toro, uyro wactuuel IR w/mmm
gactuna(pl) CR He3aBHCHMO ApPYTr OT Apyra, MPEeANOYTHTENbHO, U3TOTABJIMBAIOT CIIOCOOOM
SKCTPY3UHM TIOpSYero pacluiaBa, MPEeANnOYTHUTENIbHBIE YaCTULBl, NPUCYTCTBYIOIIHUE B
JIEKapCTBEHHBIX (pOpMax COrIaCHO M300PETeHHI0, OOBIMHO UMEIOT LIMINHIPUUYECKYIO opMy.
JuaMerp TOAOOHBIX YaCTHUI], IIOSTOMY, IPEACTaBIsieT COOOM IUaMeTp HUX KPYIJIOro
nonepeqHoro ceueHus. LlunuHnpuueckass ¢opma BbI3BaHAa IPOLIECCOM JKCTPY3UH, B
COOTBETCTBUM C KOTOPBIM JAHMAMETP KPYIJIOrO MONEPEYHOro CEeYeHusl sBISIeTCs] (yHKLUEH
5KCTPY3UMOHHOM MAaTpPHLIbIL, a JUIMHA LUIMHAPOB 3aBUCUT OT JJIMHBI PE3aHMsA, B COOTBETCTBUU C
KOTOPOH SKCTPYAUPOBAHHYI0 HHUTh MaTepHajia pa3pe3aroT Ha KyCKH Oojiee WM MeHee

MPENONPENEIEHHON AJIUHBI.

[0129] TIpUrOmHOCTH MMIUHAPUYECKUX, T. €., CPEepUYecKUX, YacTHUIl sl MPOU3BOICTBA
JIEKapCTBEHHBIX (OPM COTJIACHO HM300pETEeHHI0 SBIAETCS HeokupaHHOW. Kak mpasumiio,
COOTHOILIEHHE CTOPOH pacCMaTPUBAIOT KaK BAXHYH Mepy cdepudeckoil  (HopmblL
CoOoTHOIIIEHHE CTOPOH ONPENENSIIOT KaK OTHOIIEHHE MAaKCUMAIBbHOrO AuaMeTpa (dmax) U €ro
opToroHanpHOro nuamerpa ®epe. B ciaydae achepuyuecknx 4HacTUIl COOTHOIIEHHE CTOPOH
uMeeT 3HaueHus Bbime 1. Uem MeHblme 3HadeHue, TeM Oosiee CHEpHUEcKOi SIBISIETCS
gactuia. CooTHomeHHs CTOpoH HwKe 1,1 OOBIMHO CUHTAIOT YAOBIETBOPUTENBHBIM,
COOTHOIIEHUs] CTOPOH BbIIe 1,2, OAHAKO, KaK MPABWIO, CYUTAKOT HEMOAXOMSALIUMU IS

M3rOTOBJIEHUsI OOBIUHBIX JIEKAPCTBEHHBIX (POPM. ABTOpaMM HACTOSAIIEro U300peTeHne ObLIo
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HEOXXMJAHHO OOHApy)X€HO, YTO MPOHM3BOJACTBO  JIGKAPCTBEHHBIX (OPM  COIJIACHO
U300peTeHNI0, Jake 4YaCTHI, HMEIOIUX COOTHOLIEHUS CTOPOH Bbime 1,2, MOXeT
NPOM3BOAUTHCSA O€3 KaKMX-IUOO TPYAHOCTEH M YTO HET HEOOXOIUMOCTH O0ecreuuBaTh
cepuueckue 4acTHLBL. B mpeanodTuTenbHOM BapUaHTe peaM3aluy, COOTHOIIEHHE YaCTHI]
cocraBnsier He Oosnee 1,40, Oomee mnpenmouTturenbHo He Oonee 1,35, eme Oonee
npeAnouTUTeNIbHO He Oosee 1,30, maxe Gosee mpeanoyturenbHO, He Oonee 1,25, make ere
Oosiee mpeamnouruteabHO He Oojee 1,20, Hambonee mpenmnoutuTebHO He Oojee 1,15 u, B
yactHocTH, He Oomee 1,10. B n1pyroMm mnpenmnouTUTENbHOM BapUAHTE peajH3allvy,
COOTHOILIEHHE YaCTHULl COCTaBJIsieT Mo MeHbined mepe 1,10, Gonee MpeamoOYTUTENBHO IO
MmeHblIel mMepe 1,15, eme Oosee mpeamodTuTeNbHO MO MeHblied mepe 1,20, make Oonee
NPEATNOYTUTENFHO 10 MeHbLIeH Mepe 1,25, naxe emie Oosee NpeanoYTHTENBHO, 0 MEHbIIEH
mepe 1,30, Hambojee mpeANmOYTHTENHHO, TO MeHblned mepe 1,35 W, B HacTHOCTH, TO

MeHb1uen mepe 1,40.

[0130] IIpenmouTuUTENBHO, COOTHOLIEHHE OTHOCHUTENIBHOM MAaCChl YKa3aHHOTO MHOXECTBA
gactull IR k ykazaHHOM no MeHblIel Mepe onHoi yactule CR nexur B npenenax nuanasoHa
or 10:90 mo 90:10, Oonee mpenmoututenbHo, ot 1585 no 85:15, eme Oonee
npennoututesibHo, ot 20:80 mo 80:20, make Oojiee MpenrnodTUTeNbHO, OT 25:75 mo 75:25,

Haubonee npeanoututesbHo, oT 30:70 no 70:30 u, B yactHocTH, OT 35:65 10 65:35.

[0131] DapMakOJOrMYEeCKH AaKTUBHOE COEIUHEHHE KOHKPETHO He OrpaHuydeHo. B
NPEANOYTUTEIbHOM — BapuaHTe  peaiu3aliy, YacTHIbl W JIeKapCcTBeHHas  (¢opma,
COOTBETCTBEHHO, COAEp:KaT OIHO (PapMaKOJOTHUECKH AaKTUBHOE coenuHeHHe. B npyrom
MPEINOYTUTEIbHOM — BapWaHTe  peaid3alliy, 4YacTHIbl W JieKapCcTBeHHas  (dopma,
COOTBETCTBEHHO, COJAEp:KaT KOMOWHALMIO ABYX WK Ooyiee (GapMakoJOTHYECKH aKTUBHBIX

COEeqUHEHUN.

[0132] IIpenmouturensHO, (HapMAKOIOIMYECKH aKTUBHOE COENMHEHHUE IMPENCTaBIsieT COOOH
AKTUBHBI MHTPEIHUEHT C MOTEHLHAIOM JUIsS 3JI0yNoTpeOneHns. AKTUBHbIE HHTPEIUEHTHI C
BO3MOYKHOCTBIO 3JIOYTIOTPEOJIEHUs] U3BECTHBI CIHEHATNCTY B JAHHOW OOJIACTH TEXHUKHU H
BKJIFOUAIOT, HAIPUMEpP, TPAHKBWIIM3ATOPBL, CTUMYJISTOPBL, OapOUTypaThl, HapKOTHKH,

ONMUOUAbI WJIN MPOU3BOAHBIC OITMOUIOB.
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[0133] IIpenmoururensHO, (HAPMAKOIOTUYECKH AaKTHBHOE COEJUHEHHE JE€MOHCTPUpPYET

NICUXOTPOIMHOE AEHCTBHUE.

[0134] B mpenmouTuTeNbHOM ~BapuaHTE peanusanuy, (apMaKOJIOTMYeCKH aKTHUBHOE
coenuHeHue npencrasisier codoi ommomnn. CormacHo mHzaekcy ATC, ommouasl nensT Ha
HATypaJibHbIe OIMHUYMHBIC AaJIKaJOWABI, MPOU3BOAHbIC (DEHUIMUNEPUINHA, MPOU3BOAHBIC
OU(pEHWINPONUIaMiHa,  MPOM3BOMHbIE  OeH30MOp(daHa, MPOM3BOMHBIE  OpPHUIIABHHA,
NpOM3BOAHBIE MopduHAHA W aApyrue. IlpeanoyrurenbHblE OMUOWABI BKJIOUYAKOT, 0e3
OTpaHUYEHUS, OKCUKOAOH, OKCUMOP(OH, rHAPOKONOH, THAPOMOP(OH, MOP(UH, TAlIEHTAIO,

TPaMaaoi U UX (PU3UOJOTHUECKH PUEMIIEMbIE COJIH.

[0135] B mpyrom mpenmnouTHTEIHHOM BapHUaHTe peann3auuy, (papMakOJOTHUECKH aKTUBHOE
COEMHEHUE SIBISIETCS  CTUMYJSATOpOM. CTUMYJNSITOPBI  SIBISIFOTCS  TICUXOAKTHBHBIMH
JEKapCTBEHHBIMU CPEACTBAMH, KOTOPBIE BBI3BIBAIOT BPEMEHHOE YJIydIIeHHe JHOo
YMCTBEHHBIX, JHO0 ¢(mmueckux ¢GyHKkumd, mbo wux obomx. IIpumepsl TakuMx BHAOB
3¢ (PeKToB MOTyT BKJIHOYATH YCUJIEHHE OECCOHHUIIBI, CITOCOOHOCTb JABUTATHCS U COCTOSTHHE
NOA/IEPKAHUS JUTUTEIBHOTO MPUCTAIBHOIO BHUMaHMA. IIpeanodTurTenbHble CTUMYIISTOPBI
ABJISIFOTCST  MpOM3BOAHbIMU  peHmmTHiIaMuHa. CornmacHo wuHaekcy ATC, crumynaTopsl
cozep:kaTcsi B Pa3HBIX KJAaccax W TIPYIIax, HalpuMmep, ICHXOAHANENTHKH, OCOOEHHO
NICUXOCTUMYJIATOPBL, cpencrBa, npumensemele g CJBI, um HooTpombl, B 4acTHOCTH,
CHMIIATOMUMETHKH LIEHTPAIBHOTO JEHCTBUS, U, HATIPUMED, Ha3aJIbHbIEe IIPenapaThbl, 0COOEHHO
Ha3aJbHble NPOTUBO3ACTONHBIE CPENCTBA JUJIsI CUCTEMHOTO IPHUMEHEHUs, B YaCTHOCTH,

CUMIIATOMHUMETUKH.

[0136] TIpenmouturenpHO, HapMaAKOIOIHIECKH aKTUBHOE COEIMHEHHE OTHOCUTCSI K TPYIIe
ncuxoaHanentukoB [ATC NO6]. IlpenmoututenbHo, (HapMaKOJIOTHYECKU AaKTHBHOE
COEIMHEHNE OTHOCUTCS K IPYyIIe NCUXOCTUMYJISITOPOB, cpeacTBa, npuMmensiemble Ay CIBI,
u "Hootponel [ATC NO6B]. IlpeanouturenbHo, GpapMakOIOTHUECKH aKTHBHOE COEIMHEHUE
OTHOCHUTCS K TPyIIEe CHUMIIATOMUMETUKOB LeHTpanbHoro nericteus [ATC NO6BA]J.
[IpennoururenbHO (HapMaKOJIOrMYECKH AKTUBHOE COEAMHEHWE BBIOMPAIOT W3 TPYIIIHL
cocrosimeld w3 amderamuHa, nekcamperammuHa, MeramderamuHa, MeTHI(EHUOATA,
nemojinHa, (QeHkambpamuHa, MomadpuHUIa, (PEHO30JI0HA, AaTOMOKCETHHa, (heHeTUINHA,
nekcMmermindenunara, — nusgekcamderamuHa, — apmomaduHmiIa U (PU3HOJOTHYECKH

NPUEMJIEMBIX COJIEH JIFOOOTO U3 BBIIETIEPEUHCICHHbIX.
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[0137] B mpenmouTHTensbHOM ~BapuaHTE peanu3anuy, (apMaKOJIOTMYeCKH aKTHUBHOE
COEIMHEHHUE SIBJIIETCS CTUMYJIATOPOM, BBIOPAHHBIM U3 TPYIIIBI, COCTOAIIEH U3 ampeTamuHa,
nekc-amperamuHa (aekcrpoamderaMuHa), nekc-metwideHunaTa, aTOMOKCeTHHA, KO(eHHa,
spenpuna, (QeHunamponaHojamuHa, (¢peHwndpuHa,  PeHkamdpamuHa,  (EHO30JIO0HA,
¢denernuHa, MetuneHauokcuMeramperamuaa (MDMA), MeTHUIEHIUOKCUITUPOBAIEPOHA
(MDPYV), nponunTaHa, muznekcamdperaMmuta, Medeapona, MmeramdperamMmuna, MeTuideHnara,
MonaduHWIA,  HUKOTHHA, MeMOJMHA,  (EHWINPOMAHONAMHHA,  MPOIMUITEeKCeIpPHHa,

OUMETHJIAMUJIAMUHA U TIceBno3henpuHa.

[0138] B KOHKpETHOM MpPEANOYTUTENILHOM BapHaHTE peajn3auuyd, (apMaKoJIOTHIECKH
aKTUBHOE COENMHEHHE TNPEACTaBIsieT CcoOoH amperamMuH WM ero  (PU3UOJOTHYECKH
MPUEMJIEMYIO COJIb, TIPENIOUTUTENBHO, cybdar amperaMuHa W/ WK acraprat amgpeTaMuHa,

TaKOW KaKk MOHOTHIpAT acraprara am(peTaMiHa.

[0139] B npyrom ocoOeHHO MpeanoYTHTENbHOM BapHaHTE peajn3anuy, (papMakoJIOrHIecKu
aKTHUBHOE COEJUHEHHE TNPENCTaBJsAeT cOOOM aekcTpoaMpeTaMuH MM €ro (PU3UOJOTHYECKH
NPUEMJIEMYIO COJIb, MPEANOYTHTENIPHO, caxapaT AeKkcTpoamMpeTaMHHAa WIH  CyJabdat

neKcTpoampeTaMIHa.

[0140] B eme ONHOM  OCOOEHHO  MPEANOYTHTENIbHOM  BapUAHTE  peaih3allviH,
(bapMakoJIOTHYEeCKH aKTUBHOE COEAMHEHHUE MPENCTABIAET COOOH u3nekcaM(peTaMu Hu ero

(PU3HOJIOTHUECKU TIPHEMIIEMYIO COJIb.

[0141] B gpyroMm mpenmnouyTHTEIbHOM BapHaHTE peann3aluy, (papMaKkOJIOTHYeCKd aKTUBHOE
COEMHEHUE TMpencTaBysieT coboil cynbdpar amperamuHa W JIeKapcTBeHHas (opma He

COIEPIKHUT KaKOH-TO0 Apyroi coiu aMmpeTaMHUHa.

[0142] B eme ONHOM  OCOOEHHO  NPEANOYTHTENIbHOM  BAapHAaHTE  peajii3allvH,
(bapMakoIOrH4ecKd aKTUBHOE COCAMHEHHE NPEACTABIsIET COOONW MeTHNI(EHHIAT WM €ro

(U3NOIOTHUECKU TIPHEMIIEMYIO COJIb.



10

15

20

25

30

42

[0143] B eme omHOM OTJIMYHOM OCOOEHHO TMPEATIOYTUTEPHOM BapHAHTE peasH3allHH,
(bapMaKoNIOruuecKy aKTUBHOE COEIMHEHNUE MPEACTABIAeT COO0I NeKCMETHI(EHUAT WU €T0

(U3HOJOTHUECKH PHEMIIEMYIO COJIb.

[0144] TIpenmoyTuTenbHO, yKa3aHHOE (HapMAaKOJIOTMYECKH AKTHBHOE COEIUHEHHUE SIBIISIETCSI
€IUHCTBEHHbIM  (DapMaKOJIOTHYECKH  aKTUBHBIM  COEAWHEHHEM, COIEepPXKALIUMCS B

JIeKapCTBEHHOU (opme.

[0145] OmHako, Tak:ke BO3MOKHO, YTO JIeKapCTBEHHAs! (hOpMa CONEPKUT KOMOMHAIINIO OoJiee

OITHOTO (papMaKOJOTHYECKH AKTUBHOT'O COSTUHEHHSI.

[0146] HpeI[HO‘{TI/ITeJIbHaﬂ KOMOUWHAIs COACPIKUT

- amdperamuH WM (PU3MONOTHYECKH TPUEMIIEMYIO CONb aM(peTaMHHa WIH KOMOWHAIHIO

Oosee omHON (PU3NONIOTUYECKH TPUEMIIEMOH COTN ameTaMuHa ¢

- nmexkcrpoamperaMuHOM WM (U3HUOJOTHYECKH MPUEMIIEMON COJIbIO JeKcTpoampeTamMuHa
wim  KoMOuHanumeidn — Oomee  omHOM — (U3MONOTMYECKH  MPHEMJIEMOH  COJH

aekcTpoaMpeTaMuHa.

[0147] Hpyras npeanodTuTeabHasi KOMOMHALNS CONEPHKHT

- MetwipeHuaar WM (PUIKMOJOTHYECKH MPUEMIIEMYK) COJb MeTHi(eHuaaTa WM

KOMOWHaIMI0 OoJiee OMHON (PU3UOJOTHUYECKH MPUEeMIIeMOl coin MeTuideHuaara ¢

- pexkcMmetmndeHUAT WK (HU3HOJOTHUECKH MPUEMIIEMYIO COJIb AeKCMeTwiI(heHnaaTa wiu

KOMOHMHALUIO OoJiee OMHON (HU3HOJIOTHYECKH MPUEMIIEMOM CONU AeKCcMeTHI(heHuIaTa.

[0148] JlexkapcTBeHHast (opma COrjacCHO H30OPETEHUIO MPEONOYTHTENBHO HE COHEPIKUT
AHTArOHUCTOB (PAPMAKOJIOTMYECKH AKTUBHOTO COENUHEHHS, TIPEATIOUTUTENBHO, HE CONEPIKHUT

AHTArOHMUCTOB MCUXOTPOITHBIX BEIICCTB.

[0149] Kpome Toro, nekapcTBeHHass (opMa COTJACHO H300PETEeHUIO, MPEANOYTUTENBHO,
TaK)Ke He COIEePIKUT ropbKoe BemmecTBo. [ opbkre BelecTBa u KOJN4ecTBa, 3pPpeKTuBHbIe s
npuMeHeHus:, MoryT ObiTh HakaeHsl B US-2003/0064099 A1, coOTBeTCTBYIOLIEE PACKPBITHE

KOTOPOTr0 CJIEAyeT paccMaTpUBaTh KaK pPACKPbITUE HACTOSINEH 3asBKU M HACTOSLIUM
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BBOJIUTCSI B KauyecTBe CCBbUIKH. IIpuMepbl TOpPBKHMX BELIECTB MPEACTABISIIOT COOOM
apOMaTHYECKUE MACJIa, TAKUE KaK MAcJIO NMEPEYHOM MATHI, MACJIO SBKAJIUIITA, MACJIO TOPHKOrO
MHHJAJ, MEHTOJ, (PYKTOBBIE apOMAaTHYECKHE BEIIECTBA, apPOMATUYECKHE BEINECTBA U3

JIMMOHOB, areJIbCUHOB, JAHMOB, rpeindpyToB WK UX CMECH W/WIIN 1€HaTOHUIOeH30aT.

[0150] JlexapcTBeHHast opma cOrylacHO M300PETEHUI0, COOTBETCTBEHHO, MPEANOYTUTEIBHO
HE COIEPXKUT HH AHTArOHUCTOB (PApMAKOJNOTHUECKH AKTUBHOTO COCIMHEHUS, HU TOPbKHUE

BE€HICCTBA.

[0151] TIpenmourturenspHO, oOIIee KOIMYECTBO (HapMAKOJIOTHYECKH AKTUBHOTO COENUHEHHS,
COepKalerocss B JIEKAPCTBEHHOH (oOpMe, COAEPKUTCS BO MHOXKECTBE YaCTHUI C
HEMEIJIEHHBIM BBICBOOOYK/IEHHEM M MO MEHbLIEH Mepe OJHY YacTHULy C pPeTapIupOBAHHBIM

BBICBOOOXKIEHUEM.

[0152] IIpenmoururenbHo, oT 15 macc. % no 85 macc. %, Gonee mpenmodrutenbHO, OoT 20
macc. % no 80 macc. %, eme Oojee MpeAnoOYTHTENBHO, OT 25 Macc. % no 75 macc. %, nake
bonee npeanoururensHo, oT 30 mace. % no 70 macc. %, naxe emre Oojee MPEaNOUYTUTENBHO,
ot 35 macc. % mo 65 macc. %, Haubosnee mpennoutuTenbHo, ot 40 macc. % no 60 macc. % u,
B 4YacTHOCTH, OT 45 wmacc. % mo 55 macc. % obmero konuuectBa (HapMaKOJOTHMYECKH
AKTUBHOTO COEIUHEHMs, KOTOPOE COAEPIKUTCS B JIGKAPCTBEHHOW (hopMe, COHEPIKUTCS B

YKa3aHHOM MHOKECTBE 4aCTHUL C HEMEIJICHHBIM BbICBO60)KI[eHI/IeM.

[0153] IIpenmourutenbHo, oT 15 macc. % no 85 macc. %, Oonee mpenmodTutebHO, OoT 20
Mmacc. % no 80 macc. %, emne Oojiee MpennoOYTHTENHHO, OT 25 Macc. % o 75 macc. %, nake
Oosee npeanoururensHo, oT 30 mace. % no 70 macc. %, naxe erne Oojee MPEANOYTUTENBHO,
ot 35 macc. % 1o 65 macc. %, Haubosee mpennoutuTeNbHo, oT 40 Macc. % no 60 macc. % wu,
B 4YacTHOCTH, OoT 45 wmacc. % mo 55 wmacc. % obmero konmuecTBa (hapMaKOJIOTHYECKH
aKTUBHOTO COEIUHEHHs, KOTOPOE COACPIKUTCS B JIGKAPCTBEHHOW (OpMe, COMEPIKUTCS B

YKa3aHHOH 1O MEHbIIeH Mepe OHOH YaCTHIIe ¢ KOHTPOJIHPYEMbIM BHICBOOOKICHHEM.

[0154] Co;:[epncaHI/Ie (1)apMaKOJ'IOFI/ILIeCKI/I AKTUBHOI'O COCIUHECHHSI B 4YacCTULAX U B
JIEKapCTBEHHOM (hOpMe, COOTBETCTBEHHO, MPEATIOYTUTENLHO, KOJIMYecTBa OT 3 10 75 macc. %o,

bosnee mpeamouturenbHO, OT 5 1o 70 macc. %, eme Oonee MpPenmnovYTHTEIBHO, OT 7,5 10 65
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macc. %o, OCHOBBIBASICH Ha OOIIEN Macce JIeKapCTBEHHOW (hOpMBbI W/MIM OCHOBBIBASCH HA

o011eil Macce YacTHLI.

[0155] IlpenmourturenbHO, conepkaHue (apMaKOJIOIMYECKH aKTUBHOTO — COEJUHEHUS
COCTaBJIIET 1O MeHbIIel Mepe 25 macc. %, Oonee MpeArnoYTHTENbHO, 0 MeHblIeH mepe 30
macc. %, eme Ooyee MPeNMOYTHTEIBHO, MO MeHbined Mepe 35 wmacc. %, naxe Oonee
NPEANOYTUTENIFHO, IO MeHbLIel Mepe 40 macc. %, HanboJee NPEANOYTUTENBHO, TIO MEHbLIEH
mepe 45 macc. %, OCHOBBIBASICh Ha O0IIeH Macce JIeKapCTBEHHON (POPMbI W/WIIH OCHOBBIBASICh

Ha O01ed Macce YacTHULL.

[0156] IIpenmouturensHO, conepkaHue (apPMAKOJIOTMYECKH aKTUBHOTO  COCTUHEHUS
cocraBysier He Oonee 70 macc. %, 6osiee mpeanoYTHTENHLHO, He OoJiee 65 macc. %, emne Oonee
MpeanouTUTeNIbHO, He Oojee 60 macc. %, nmaxke OoJjiee MPENNOYTUTENBHO, He Ooyee 55
macc. %, Hanboee mpeAnoYTUTENbHO, He Oonee 50 mMacc. %, OCHOBBIBAsICH Ha OOIIEl Macce

JIEKapCTBEHHOM (YOPMBI W/MIJIM OCHOBBIBASICH HA OOIIEl Macce YacTHLI.

[0157] B mnpeamodTuTeNnsHOM BapHaHTE peaNu3aldy, CcoaepikaHue (apMaKOIOTHIECKU
AaKTUBHOTO COEIMHEHHs] JIeKUT B Mpenenax auamazoHa 35+30 wmacc. %, Oonee
peanouTuTeNbHo, 35425 macc. %, eme Oosee mpeamoutrurenabHo, 35+20 macc. %, maxe
Oonee mpenmouTuTeabHO, 3515 mace. %, Hanbonee npennoururenbHo, 35+10 macc. % u, B
yacTHOCTH, 35+5 Mmacc. %, OCHOBBIBasiCb Ha OOlIel Macce JIEKapCTBEHHOH (hOpMbI W/HIIH
OCHOBBIBAsICh Ha O0IIeN Macce 4acTUll. B qpyroM mpenmno4TuTeIbHOM BapHaHTE PEaU3allny,
comepskanue (HapMakoJIOTHUEeCKH AKTHBHOTO COEAWHEHHS JIKUT B TpeaeNiaXx auana3oHa
45430 macc. %, Oonee mpeamoututensHO, 45+25 macc. %, eme Oojiee MPEANOYTUTENBHO,
45420 wmacc. %, gaxe Oonee mpenmoututenbHO, 45+15  wmacc. %, Haumbonee
npennoututensHo, 45+10 Macc. % u, B wactHocTH, 45+5 macc. %, OCHOBBIBAsCh HA OOIIEH
Macce JIeKapCTBEHHOU (pOpMbI W/UITH OCHOBBIBASICh Ha 0OIIel macce dacTuil. B eme ogHOM
APYrOM TMPEANoOYTUTEIPHOM BapHaHTE pealn3alyy, Ccoaep:kaHue (papMakoIOrHuecKu
aKTUBHOTO COEIMHEHHs] JISKUT B mpexnenax aumanazoHa S55+30 wmacc. %, Oonee
MPeanoUYTUTENbHO, 55425 Mmacc. %, eme Oosee mpeamodyturenapbHO, S5+20 macc. %, maxe
Oosee mpenmouTuTeNbHO, 55+15 Mace. %, Hanbonee npeanouTuTenbHo, 5S5+10 macc. % u, B
4acTHOCTH, 55+5 macc. %, OCHOBBIBasiCh Ha 0OIIel Macce JeKapCTBEHHOH (OpMbI W/miu

OCHOBBIBAsAChb Ha O6LI.I€I>1 MacCC€ 4aCTHUI.
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[0158] Conepxanue (apMaKkOJIOTHYECKH AKTHBHOTO COENUHEHMs B JIGKAPCTBEHHOW (opme
KOHKPETHO He orpaHu4eHo. PapMakOJIOrM4eCKH AKTUBHOE COEAUHEHUE MPUCYTCTBYET B
JIEKapCTBEHHON (opme B TepaneBTuuecku 3dexrnBHoM konudectse. KonndecTso, koTopoe
COCTaBIIIET TepaneBTHYECKH >(PPEKTUBHOE KOJMUYECTBO, BAPbUPYETCS B COOTBETCTBHU C
NPUMEHSIEMbIMU ~ HHIPEOUEHTAMH, IIOMJIEKAINMM  JIEYEHHIO  COCTOSHHUEM, TSDKECTBIO
YKa3aHHOT'O COCTOSIHUS, MALMEHTOM, KOTOPOro JIe4aT, U 4acToTol BBeneHus. CreluaiucT B
JaHHOW OONAaCTH TEXHUKH MOXKET JIETKO OMNpPENelIuThb MOIXOsIee KOJIUYECTBO

(bapMakoIIOrH4eCKH aKTUBHOTO COSNMHEHHS JIsI BKIIFOUEHUS B JIEKAPCTBEHHYIO (GOpMY.

[0159] Jlo3a (dapMakoJOTMYECKU AaKTUBHOTO COENMHEHHUs, KOTOpas aJanTHpOBaHA IJis
BBEJICHUS, TNPEANOUYTUTENIbHO, JIeKUT B nuanazoHe ot 0,1 mr mo 500 wmr, Oonee
MPEaNOYTUTENBHO, B auanazoHe oT 1,0 mr go 400 mr, naxe emne OoJiee MPEANOYTUTENTBHO, B
nuama3one ot 5,0 mr 1o 300 mr u, Hanboee MPEaNOYTUTENBHO, B Tuana3oHe ot 10 mr o 250
Mr. B mpenmodtuTesrHOM BapUaHTE pean3anud, o0Inee KOJUYeCTBO (HapMaKOIOTHYECKU
AKTUBHOTO COEIUHEHMs], KOTOPOE COAEPKUTCS B JIEKAPCTBEHHON (hopMe, JISKHUT B Mpeaesiax
nuarnasona ot 0,01 mo 200 mr, Gonee mpenmourutensHo, oT 0,1 mo 190 wmr, eme Oonee
npennoutuTesibHo, oT 1,0 mo 180 wmr, maxke Oonee mpenmodrurenpHo, oT 1,5 mo 160 wr,

Hauboee npeanouTuTeNnbHo, oT 2,0 1o 100 mr u, B yacTHOCTH, OT 2,5 110 80 Mr.

[0160] IIpenmourturensHO, conepkaHue (apMaKOJIOIMYECKH aKTUBHOTO — COEJUHEHUS
cocraisieT o Menblueil mepe 0,5 macc. %, OCHOBBIBAsICh Ha OOl Macce JeKapCTBEHHOM

(OpMBI H/HJTH OCHOBBIBASICh Ha OOIIIEH MaCcCe YACTHLL

[0161] TIpenmouTtHTenbHO, conepskaHue (PapMaKOJOTHUECKH aKTUBHOTO COSAMHEHUS JIEXKHUT B
npenenax auanasona ot 0,01 no 80 macc. %, Oosee npexnouturensHo, ot 0,1 1o 50 macc. %,
eme Oosee mpemmouTuTeNbHO, OT 1 mo 25 Macc. %, OCHOBBIBasiCb Ha oOImed wmacce

JIEKapCTBEHHOM (POPMBI W/MIJIM OCHOBBIBASICH HA OOIIEl Macce YacTULI.

[0162] B mpeamodTHTEN HOM BapHaHTE peaNu3aliy, coaepikaHue (apMaKOJIOTHIECKH
AKTUBHOTO COEIMHEHUS JISXKUT B npeaenax nuama3ona ot 0,50+0,45 macc. %, unu 0,75+0,70
macc. %, umu 1,00+0,90 macc. %, umu 1,25+1,20 macc. %, umu 1,50+1,40 macc. %, unu
1,75+1,70 macc. %, wmm 2,00+£1,90 macc. %, nm 2,25+2,20 macc. %, wmm 2,50+2,40 macc. %;
bonee mupemnoututenbHo, 0,50+0,40 macc. %, wumm 0,75+0,60 macc. %, wim 1,00+0,80

Mmacc. %, wmm 1,25+1,10 macc. %, wnmm 1,50+1,25 macc. %, unu 1,75+1,50 macc. %, wam
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2,00£1,75 wmacc. %, wmnm 2,25£2,00 wmacc. %, wmm  2,50£2.25 wmacc. %; eme Oonee
npennouytuTenbHo, 0,50+0,35 mace. %, umu 0,75+0,50 mace. %, unu 1,00+0,70 macc. %, wnu
1,25+1,00 macc. %, wm 1,50+1,15 mace. %, naum 1,75+1,30 macc. %, umu 2,00+1,50 macc. %,
wm 2,25+1,90 macc. %, miu 2,50+2,10 macc. %; naxe Gonee nmpexnmnourutensHo, 0,50+0,30
Macc. %, umm 0,75+0,40 macc. %, wimm 1,00+0,60 macc. %, unu 1,25+0,80 macc. %, wam
1,50+1,00 macc. %, wnu 1,75+1,10 macc. %, unu 2,00+1,40 mace. %, nnm 2,25+1,60 macc. %o,
wm 2,50+1,80 macc. %; maxke eme Oonee mpenmourutenbHo, 0,50+0,25 wmacc. %, wm
0,75+0,30 macc. %, wmm 1,00+0,50 macc. %, wmm 1,25+0,60 macc. %, wim 1,50+0,80 macc. %,
um 1,75+0,90 macc. %, wmm 2,00+1,30 macc. %, wam 2,25+1,40 macc. %, wim 2,50+1,50
Mmacc. %; Haubonee mpemmoututenbHo, 0,50+0,20 macc. %, wim 0,75+0,25 macc. %, wiu
1,00£0,40 macc. %, wmm 1,25+0,50 macc. %, nau 1,504+0,60 macc. %, umu 1,75+0,70 macc. %,
unu 2,00+£1,10 macc. %, wmm 2,25+1,20 macc. %, wmm 2,50+1,30 macc. %; u, B 4aCTHOCTH,
0,50+0,15 macc. %, wmm 0,75+0,20 macc. %, wmm 1,00+0,30 macc. %, wmm 1,25+0,40 macc. %,
nnu 1,50+0,50 macc. %, wmm 1,75+0,60 macc. %, wam 2,00+0,70 macc. %, wim 2,254+0,80
macc. %, wmm 2,50+0,90 macc. %, B KaKAOM Clly4ae OCHOBBIBAsICb Ha oOmel macce

JIEKapCTBEHHON (hPOPMBIL

[0163] B mnpeamodTuTeNnpHOM BapHaHTE pealu3alMy, coiepkaHue (apMaKOoIOTHIECKU
AKTUBHOTO COEMHEHUsl JIEKUT B Mpepaenax auanazoHa ot 2,0+1,9 macc. %, unu 2,5+2.4
Macc. %, unu 3,0£2,9 macc. %, wim 3,54+3,4 macc. %, uan 4,0+£3,9 macc. %, unu 4,5+4.4
macc. %, mimu 5,044,9 wmacc. %, wmau 5,554 wmacc. %, wim 6,0£5,9 wmacc. %; Ooinee
npeanoyTuTenbHo, 2,0+1,7 macc. %, wnu 2,5+2,2 macc. %, wim 3,0+£2,6 mace. %, unu 3,5+3,1
Macc. %, unmu 4,0+£3,5 macc. %, wim 4,5+4,0 macc. %, uan 5,0+4,4 macc. %, unu 5,5+4.9
mace. %, wu 6,0+5,3 macc. %; emne Oonee npennoutuTenbHo, 2,0+1,5 mace. %, wnu 2,5+2,0
Macc. %, umu 3,0+2,3 macc. %, wim 3,5+2.8 macc. %, uiam 4,0£3,1 macc. %, unu 4,5£3,6
Mmacc. %, wiu 5,0+3,9 macc. %, unu 5,544 4 macc. %, wim 6,0+4,7 macc. %, maxke Oosee
npennoyTuTensHo, 2,0+1,3 mace. %, unu 2,5+1,8 macc. %, nnm 3,0+2,0 macc. %, unmu 3,5+2,5
Macc. %, umu 4,0+2,7 macc. %, wim 4,5+3,2 macc. %, uam 5,0+£3,4 macc. %, unu 5,5+£3,9
macc. %, win 6,0+4, 1macc. %; nmaxe eme Oosee mpexamoututenbho, 2,0+1,1 mace. %, wm
2,5+1,6 macc. %, wmm 3,0+1,7 macc. %, unu 3,5+2,2 macc. %, wim 4,024 macc. %, winm
4,5+2.8 macc. %, unu 5,0£2,9 macc. %, unu 5,5£3,4 macc. %, unu 6,0+£3,5 mace. %; Hanbosee
npeanoyTuTeNnbHo, 2,0+0,9 mace. %, unu 2,5+1,4 macc. %, nnu 3,0+1,4 macc. %, umm 3,5+1,9
Macc. %, wm 4,0£2,1 macc. %, wmm 4,5+2.4 macc. %, wim 5,0+£2 4mace. %, wim 5,5+2.9

Macc. %, mmm 6,0£2,9 macc. %; u, B yactHoctH, 2,0+0,7 macc. %, unu 2,5+1,2 macc. %, wimn
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3,0£1,1 macc. %, wim 3,5+1,6 macc. %, unu 4,0£1,8 macc. %, wm 4,5+2.0 macc. %, wimn
5,0£1,9 macc. %, umm 5,5+2,4 macc. %, unu 6,0+2,3 macc. %, B KaKIOM CIy4ae OCHOBBIBASICh

Ha OOIIe Macce YaCTHIL.

[0164] B mnpeamoyYTUTENPHOM BapHaHTE peaTU3alUM, COoAepikaHue (HapMaKOJIOTHIECKH
AKTUBHOTO COENMHEHMs JIGKUT B mpeneiax nauamaszoHa 1046 macc. %, Oonee
npennoututenbHo, 10+5 mace. %, eme Oonee mpenmoututenbHo, 1044 mace. %, Haubonee
npennoututensHo, 10+3 macc. % u, B wacTHocTH, 10+2 Macc. %, OCHOBBIBAsICh Ha OOIIEH
Macce JieKapCTBeHHOW (hOpMbI W/WJIM OCHOBBIBAsICh Ha oOOIIeidl macce vactui. B mpyrom
MPEINOYTUTEIbHOM BapUAHTE pealu3aluy, CoaepskaHue (PpapMaKoJOTUYECKH AKTHBHOTO
COeIMHEHMUsI JISKUT B TIpeeNiaX auamna3oHa ot 15+6 macc. %, 6osee npeanouturensHo, 15+5
Macc. %, eme Oojee mpenmodtutepbHO, 15+4 macc. %, Haubojiee MpeanodYTHTENbHO, 1543
macc. % wu, B "actHocTH, 1542 wmacc. %, OCHOBBIBasICh Ha OOIIel Macce JIeKapCTBEHHOU
dbopMBl WM  OCHOBBIBasiCb Ha OOmel Macce dYactulu. B JOMOJHHUTETHPHOM
MPEINOYTUTEIbHOM BapUAHTE pean3aluy, CoaepskaHue (PpapMaKoJOTUYECKH AKTHBHOTO
COeIMHEHMs JISKUT B Tpeaesiax auamnasona ot 20+6 macc. %, 6osee npeanouturensHo, 20+5
Mmacc. %, eme Oosnee mpenmourureabHo, 20+4 macc. %, Haubosee npeanodYTHTenbHO, 20+3
macc. % u, B wactHocTH, 20+2 wmacc. %, OCHOBBIBasICh Ha OOIIel Macce JIeKapCTBEHHOU
¢dopmMBl W/MNM OCHOBBIBasChb Ha oOwIell Macce wacTUL. B 1pyrom mNpeanodTUTENbHOM
BapUAHTE peaju3aluy, coiepkaHue (HapMaKOIOrMYECKH AKTUBHOTO COENUHEHHs JIEXKHUT B
npezaenax aAuanasoHa ot 25+6 macc. %, Oonee mpeanouTuTenbHo, 25+5 macc. %, eme Oonee
NpeanouTUTeNIbHO, 25+4 wmacc. %, Haubojee mnpeanodyTurenpbHo, 25+3 wmacc. % u, B
4acTHOCTH, 25+2 Mmacc. %, OCHOBBIBasICh Ha OOIIel Macce JieKapCTBEHHOH (HOpMbI W/viin

OCHOBBIBasACb Ha 06]].[6171 MacCCe 4YaCTHUII.

[0165] B mpenmoyTHTENHHOM BapUaHTE peanu3anuy, (HapMaKOJIOTHMYECKH aKTUBHOE
COeIMHEHHE COAEPKUTCS B JIeKapCTBEHHOU (popme B kommuecTBe 2,5+ 1 mr, 5,0+2,5 mr, 7,545
mr, 10£5 mr, 20+5 mr, 30£5 mr, 40+5 mr, 50+5 mr, 60£5 mr, 70+£5 mr, 80+£5 mr, 90+5 mr,
10045 mr, 110£5 mr, 120£5 mr, 13045, 140£5 mr, 150+5 mr, 16045 mr, 170+5 mr, 180+£5 wmr,
19045 mr, 200+£5 mr, 210+5 mr, 22045 mr, 230+£5 mr, 240+5 mr, 250+5 mr, 260+5 mr, 27045
mr, 280+5 mr, 29045 mr nmm 30045 Mr. B npyromM npeanodTUTEIbHOM BapUaHTE PeaTu3aliy,
(apMakoIOruuecKkl aKTHBHOE COCOMHEHHE CONEPXKHUTCS B JIEKapCTBEHHOH ¢Gopme B
konuyectBe 2,5+1 mr, 5,0£2,5 mr, 7,5+2.5 mr, 10£2,5 mr, 15£2,5 mr, 20+2,5 mr, 25+£2,5 wr,

30£2,5 mr, 35+2.5 mr, 40£2.5 mr, 45+2,5 mr, 50£2.5 mr, 55£2.5 mr, 60£2.5 mr, 65+£2.5 mr,
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70£2,5 mr, 75+2,5 mr, 80£2,5 mr, 85+2,5 mr, 90+2,5 mr, 95+£2.5 mr, 100£2,5 mr, 105£2,5 mr,
110£2,5 mr, 115£2,5 wmr, 120£25 mr, 125425 mr, 130£25 mr, 135425 mr, 140+£2,5 wr,
1454£2.5 mr, 1504£2,5 mr, 155£2.5 mr, 160£2,5 mr, 165£2.5 mr, 170£2,5 mr, 175£2,5 wr,
180£2,5 mr, 18525 mr, 190£2,5 mr, 195+2.5 mr, 200+2,5 mr, 205425 mr, 210£2,5 wr,
215£2,5 mr, 220£2,5 mr, 225+£2.5 mr, 2304£2,5 mr, 235425 mr, 240+2,5 mr, 245+£2.5 wr,
250£2,5 mr, 255+2,5 mr, 260+2,5 mr unu 265+2,5 mr.

[0166] TIpenmnouTHTETBHO, YKA3aHHOE MHOKECTBO YaCTHUI] C HEMEIJICHHBIM BICBOOOKIEHHEM
W/WIT yKa3aHHAs MO0 MEHbINEH Mepe OJHA YacTUIA C KOHTPOJMPYEMbBIM BBICBOOOXKIEHHEM

COACPKAT MOJIUAJIKUIICHOKCH.

[0167] IIpenmoutuTenbHO, TMOJHATKUIEHOKCU] Bbl6paH u3 MOJUMETUIIEHOKCHA,
MOJUATUIEHOKCHIA U MOJUIPONUIECHOKCHAA WIM HX CONoauMepoB. lIpeanmouTurenbHbIM

ABJIACTCA ITOJIUSTUIICHOKCH.

[0168] IIpennmouTUTENBbHO, MNOJHUAIKUIECHOKCUA HMEET CPEIHEMACCOBYI0 MOJEKYJSPHYIO
maccy mo MeHbined mepe 200 000 r/monb, Oonee NMpennmoOYTHTENBHO, MO MEHBbIIEH Mepe
500 000 r/monb. B mpennmouTHTENBHOM BapUaHTE pean3alliy, NOJHAIKUICHOKCHII MMEEeT
CPEAHEMAaCCOBYI0 MOJEKYJSIpHYI0O Maccy (Mw) HIHM CPEOHEBSI3KOCTHYIO MOJIEKYJISIPHYIO
maccy (M,) nmo menpweii mepe 750 000 r/mMoib, MPEANOYTUTENBHO, MO MEHbLIEH Mepe
1 000 000 r/monp mim mo Mmenbliel Mepe 2 500 000 r/monb, Oosee MPENNOYTUTENHHO, B
nauarnasone ot 1 000 000 r/mone go 15 000 000 r/monb, u, HanboJee MPEANOYTHTENBHO, B
auanaszone ot 5 000 000 r/monb 1o 1 000 0 000 r/monb. [Toxxoasmue crOcoOb! ONpeneneHus
Mw 1 M, -HU3BECTHBI CHELUAINCTy B AAHHOH OOJACTH TEXHUKU. M, IpeArnouTUTENIBHO
OMPENENSIOT C TOMOINBID PEOJIOTUYECKUX H3MepeHuil, Torma kKak My MOXKeT ObITb

orpenesieHa ¢ MOMOIIBIO Teib-TipoHuKaroiieit xpomarorpaduu (GPC).

[0169] ITloNMMaNKWUIIEHOKCHUZ MOXKET cogep:xarb OAMH TNOJHUAJKHUICHOKCHI, MMEFOTITHI
OTIPENENIEHHYI0 CPEOHIO MOJIEKYJSIPHYEO MacCy, WIM CMeCKy (CMeCh) pa3iIMuHBIX
MOJUMEPOB, TAKUX KaK J1BAa, TPH, YETHIPE WJIH MSTh MNOJMMEPOB, HAIPUMEp, MOJUMEPOB TOU
JK€ XUMHYECKON MPUPOABL, HO IPYrod CPEeHEN MOJIEKYISAPHON MACChI, MOJUMEPbI Pa3JIMYHON
XUMHUYECKON MPUPOABL, HO OAWHAKOBOW CPEAHEH MOJIEKYJIIPHOH MAcCChl, WIM MOJHUMEPHI

APYrod XMMHUYECKOU MPUPOADLL, 4 TAKXKE APYTOU MOJIEKYJISIPHOU MaCChI.
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[0170] s wmeneit cnieuuUKAIMK, MOJHUAIKWICHIJIUKOIb UMEET MOJIEKYJSIPHYIO MacCy IO
20 000 r/monp, TOrAa Kak IMOJMANKHICHOKCHA UMEET MOJEKYJsIpHyro Maccy Oonee 20 000
r/Monb. B mpeamodTUTENPHOM BapHaHTE peaNu3alui, CpenHsAs Macca IO BCEM
MOJIEKYJIIPHBIM MacCcaM BCEX MOJUATIKUICHOKCUIOB, KOTOPBIE COAEPKATCS B JIEKAPCTBEHHOU
dopme, cocraBiser 1o Menbmeidl Mmepe 200000 r/mome.  Takum  0oOpasom,
MOJIMAJIKUJICHIJIMKONIM, €CJIM TAKOBble HMEIOTCS, HE MNPUHHUMAIOTCS BO BHHUMAaHUE IIpU

onpeaciICHuU CpeﬂHeMaCCOBOﬁ MOJIGKy.]'IprHOfI MacCChI ITOJIMAJIKHUICHOKCHA.

[0171] TlonmuanmkuIEHOKCHUI MPEANOYTUTENBHO MMeeT BsiskocTh mpu 25°C ot 30 mo 17 600
cIl, onee mpenmoututenbHo, 55 mo 17 600 cIl, eme 6onee mpennourureabro, 600 1o 17 600
cIT u, Haubonee npeanoututensHo, oT 4500 1o 17 600 cIl, u3mepennyro B S mace. % BOIHOM
pactBope ¢ mpumeHeHueMm Buckosumerpa RVF Brookfield (wmuanmens Ne 2 / ckopocts
BpameHus: 2 06./mMuH.); ot 400 no 4000 cIl, 6onee npeanoututensHo, ot 400 mo 800 cIl wu
or 2000 mo 4000 cIl, usmepennyro B 2 Mmacc. % BOAHOM pACTBOPE C MNPUMEHEHUEM
yKa3aHHOro BUCKo3uMeTpa (mmnuHaenb Ne 1 nim 3 / ckopocts Bpamienus 10 06./MuH.); unu ot
1650 mo 10 000 cIl, 6onee npeanoututenbHo, oT 1650 no 5500 cIl, ot 5500 mo 7500 cIl wnu
or 7500 nmo 10000 cll, u3mepennyro B 1 macc. % BOAHOM pacTBOpe C MPUMEHEHUEM

yKa3aHHOrO BUCKO3uMeTpa (mmnuHenb Ne 2 / ckopocTh BpatneHus 2 00./MHH.).

[0172] TloNMMATHICHOKCHA, TPUTOAHBIA M1 TPUMEHEHHS B JIEKAPCTBEHHBbIX (hopmax
COrNIacCHO M300peTeHnro, Kommepuecku aoctyneH ot Dow. Hampumep, WSR N-12K or
Polyox, N-60K ot Polyox, WSR 301 NF ot Polyox umn WSR 303NF ot Polyox moxer ObITh
MPUMEHEH B JIEKapCTBEHHBIX (popmax coryacHo u3obpereHuro. [ mojydeHust moapoOHOM
WHPOPMALIMKU O CBOMCTBAX JTHUX MPONYKTOB, OH MOKeT OBbITh OTHECEH, HANpuMep, K

crierud KAy IPOaYKTa.

[0173] IIpenmouTHTENBHO, TUCTIEPCHS MOJEKYJSIPHOH Macchl My/M, NONHaJIKHIEHOKCHIA
JEKAT B Tpenenax amanasoHa 2,5+2.0, Oonee npeamouturenvHo, 2,5+1,5, eme Oonee
npennoutuTenbHo, 2,5+1,0, pake Oomee mpemmourtutenbHo, 2,5+0,8, Haubonee

MPEANOUTUTENBHO, 2,5+0,6 1, B yacTHOCTH, 2,5+0,4.

[0174] IIpennoYTUTENBHO, COAEPkKAHUE MONHAIKUICHOKCUIA COCTABIsIeT IO MEHBbIIEH Mepe
25 macc. %, Ooyiee mpenmodTUTENBHO, O MeHblIe Mmepe 40 macc. %, OCHOBBIBasCh Ha

olmmeil mMacce yKa3aHHOTO MHOKECTBA HYACTHUI[ C HEMENJICHHbIM BBICBOOOXKIEHUEM W/ WU
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OCHOBBIBasiICh Ha oOOmell Macce yKa3aHHOH IO MeEHbIIeH Mepe OJHON YacTHIBI C
KOHTPOJMPYEMBIM BBICBOOOKAEHNEM W/WJIM OCHOBBIBAasChb Ha OOIIEN Macce JIeKapCTBEHHOM

(bOpMBI, COOTBETCTBEHHO.

[0175] IIpennoYTUTENBbHO, COAEPKAHUE MOJUATIKUIECHOKCUAA JIEXKUT B Mpenesax auana3oHa
or 25 nmo 80 wmacc. %, Oomee mpemmoururenbHO, OT 25 mo 75 wmacc. %, eme Oonee
npeanouTuTeNIbHO, oT 25 mo 70 macc. %, maxe Oosiee MPERNOYTHTENBHO, OT 25 10 65
Mmacc. %, Haubosee mpeanoyuTuTeNbHO, oT 30 mo 65 macc. % u, B 4aCTHOCTH, OT 35 nmo 65
Macc. %, OCHOBBIBAsICh Ha OOIIEH Macce yKa3aHHOrO MHOXKECTBA YaCTHUI[ C HEMEIJICHHBIM
BBICBOOOKIEHHEM U/HJTH OCHOBBIBASICh HAa OOINEH Macce YKa3aHHOM 10 MEHbIIeH Mepe OqHOU
YaCTHUILI C KOHTPOJIUPYEMBIM BBICBOOOKIEHUEM W/WJIM OCHOBBIBASICH Ha OOmIel wmacce
JIEKApPCTBEHHOW (POPMBI, COOTBETCTBEHHO. B MpenmodTuTeIbHOM BapHAHTE peaTH3ali,
cofiepyKaHue TIONHMAJKWJIEHOKCHIA COCTaBiisieT mo MeHblnell mepe 30 wmacc. %, Oomnee
MPEINOYTUTENIbHO, TO MeHbimed Mmepe 35 wmacc. %, eme Oosee TPEONOYTHUTENBHO, IO
meHblnei mepe 40 mMacc. %, naxe 6oiee MPEANOYTHTENHHO, IO MeHbIIel Mepe 45 macc. % u,
B YaCTHOCTH, IO MeHblIeld Mepe 50 macc. %, OCHOBBIBASICH Ha OOILIEH Macce YKa3aHHOTO
MHO>KECTBA YaCTHLl C HEMEIJICHHBIM BBICBOOOXKICHHEM H/MJIM OCHOBBIBASICh Ha OOIIel mMacce
YKa3aHHOH M0 MEHbIIEH Mepe OJHOW YaCTULIBI ¢ KOHTPOJIUPYEMBIM BICBOOOKICHUEM W/WJIH

OCHOBBIBASICh Ha 00IIeH Macce JIeKapCTBEHHOH (POPMBI, COOTBETCTBEHHO.

[0176] B OpeanoOYTUTEIbHOM BapUaHTE peanu3anuu, obmee COZepKaHUE
MOJIHAJIKUIIEHOKCHA JIEKUT B Tpenenax auarna3ona 35+8 macc. %, Oonee npeanouTUTENbHO,
35+6 macc. %, Haubosiee MpennovYTUTe bHO, 3544 macc. % u, B 4acTHOCTH, 35+2 macc. %,
OCHOBBIBAasICh Ha OOIIeil Macce VYKa3aHHOIO MHOMKECTBA YACTHI[ C HEMeIJICHHBIM
BBICBOOOKIEHHEM U/HJTH OCHOBBIBASICh Ha OOIIel Macce YKa3aHHOM MO MEHbIIEeH Mepe OqHOU
YaCTHUIBI C KOHTPOJIUPYEMBIM BBICBOOOKIEHUEM W/WJIM OCHOBBIBASICH Ha OOIIel wmacce
JIEKApPCTBEHHOW (OPMBI, COOTBETCTBEHHO. B IpyroM mNpenmo4YTHTEhHOM BapHaHTE
peanu3anuu, odInee cCoaep:kaHue MOJTHANKUICHOKCHIA JIEKUT B Tpeaenax nuana3ona 40412
macc. %, Oonee mpenmoururenpHo, 40+10 macc. %, Hambonee upemmoututesbHo, 40+7
macc. % wu, B uyactHocTH, 40+3 macc. %, OCHOBBIBAsICb Ha OOIIell Macce YKa3aHHOTO
MHO>KECTBA YaCTULl ¢ HEMEIJICHHBIM BBICBOOOKIEHNEM H/VJTH OCHOBBIBASICh HA O0IIel Macce
YKa3aHHOH M0 MEHbIIEH Mepe OJHOW YaCTULIBI ¢ KOHTPOJIUPYEMBIM BHICBOOOKICHUEM W/WJIH
OCHOBBIBasICh Ha OOIIel Macce JIeKapCTBEHHOH (hOPMBI, COOTBETCTBEHHO. B eme omHOM

APYTOM MpPEANOYTUTEIbHOM BapUaHTe Pealn3aliu, odliee coaep-kaHue MOIHaIKIICHOKCH A



10

15

20

25

30

51

JSKUT B Tpenenax nuama3ona 45+16 macc. %, Oonee mpemnouturenvHo, 45+12 macc. %,
Haubosee mpeanoyTuTeNsHo, 45+8 Macc. % u, B wactHocTH, 45+4 Macc. %, OCHOBBIBAsICh Ha
olmmeil Macce yKa3aHHOTO MHOKECTBA HYACTHUI[ C HEMENJICHHBbIM BBICBOOOXKIEHUEM W/ WU
OCHOBBIBasICh Ha OOLIell Macce yKa3aHHOW IO MeHbIIel Mepe OJHON YacTHLbI C
KOHTPOJIMPYEMbIM BBICBOOOKACHUEM W/WJIM OCHOBBIBAasICb Ha OOIIel macce JieKapCTBEHHOM
(opMBI, COOTBETCTBEHHO. B elle OZHOM OTJIIMYHOM MPENNOYTHTEIBHOM BapHAHTE
peanuzanuu, odlee cCoaep:kaHue MOJHANKUICHOKCHIA JIEKUT B mpezenax auamnazoHa 50+20
Mmacc. %, Oonee mpeamoututenbHo, S0£15 macc. %, Hambonee mnpenmodtutenbHo, S5S0+10
Mmacc. % u, B uyactHOCcTH, S50+5 Macc. %, OCHOBBIBAsICb Ha OOIIEH Macce YKa3aHHOTO
MHO’KECTBA YaCTHI[ C HEMEJIEHHBIM BbICBOOOXKIEHHEM W/MJIM OCHOBBIBAsICh Ha OOIIEl Macce
YKa3aHHOH MO MEHbIIEH Mepe OTHON YaCTHIIbl ¢ KOHTPOJIUPYEMBIM BbICBOOOKIECHUEM W/WJTH
OCHOBBIBAsICh Ha O0IIel Macce JIeKapCTBEHHOU (POPMBL, COOTBETCTBEHHO. B HOMONHUTEIHHOM
MPEINOYTUTEIbHOM BapUaHTE peain3alun, odinee coaepkaHue MOTHAKIICHOKCUIA JIEKHUT
B mpeenax nuamna3zoHa 55+20 macc. %, Oonee mpeamouturensHo, S5+15 mace. %, Hanbonee
npennoutuTeNbHo, 55+10 Macc. % u, B yacTHOCTH, S5+5 macc. %, OCHOBBIBasCh Ha OOIIEH
Macce YKa3aHHONO MHOXKECTBA YACTUIl C HEMEUICHHBIM BbICBOOOKIEHHEM W/WH
OCHOBBIBasiICh Ha OOWIell Macce YyKa3aHHOH N0 MeHbIIeH Mepe OAHOH YacTHIBI C
KOHTPOJIMPYEMBbIM BBICBOOOXKIEHHEM H/MJIM OCHOBBIBASICh Ha OOIIEH Macce JieKapCTBEHHOU
(dOpMBI, COOTBETCTBEHHO. B elne OZHOM JOIMOJHUTEIBPHOM MPEANOYTUTEIbHOM BapHaHTE
peanuzaimu, odiiee coaepkaHne MOJHATKUICHOKCH A JISKUT B Mpenenax auanazoHa 60+20
macc. %, Oonee mpemamoutrurenbHo, 60+15 wmacc. %, HamOonee mnpeamodtutenpHO, 60+10
Macc. % u, B yactHOCTH, 605 macc. %. B eme omHOM HOMOJHUTENHHOM TPEANOYTHTEILHOM
BapHaHTe peanu3anuu, OoOIee COAepKaHUE TMOJUAJKUICHOKCUIA JIEKUT B Mpeneiax

nuama3zona 65+20 wmacc. %, Oonee mnpenmoururebHO, 65+15 w™acc. % u, Haubonee

>
npeanouTuTeNbHo, 65+10 Macc. % u, B 4acTHOCTH, 65+5 macc. %, OCHOBBIBAsICh Ha OOIIEH
Macce YKa3aHHOTO MHOMKECTBA YACTUIl C HEMEUICHHBIM BBbICBOOOXKIEHHEM W/WH
OCHOBBIBasICh Ha OOWIell Macce YKa3aHHOH MO MeEHbIIEH Mepe OIHOH YacTHIBl C
KOHTPOJIUPYEMBbIM BBICBOOOKIIEHUEM W/MJTU OCHOBBIBASICH Ha OOIIEH Macce JieKapCTBEHHOU

(OpPMBI, COOTBETCTBEHHO.

[0177] B mpeanodTUTeNbHOM BapUaHTE pealu3aluH, JIeKapcTBEHHas ¢opma COTJIACHO
M300PETEHNIO COEPIKUT MHOXKECTBO YaCTHUI] C HEMEIJIEHHBIM BBICBOOOXIEHUEM, KOTOPBIE
COoACpIKaT IMOJUANKUIICHOKCHI, T[A€ COACp:KAHUEC MNOJHAJKUICHOKCHAA COCTaBJSIET MO

MeHblIel mepe 25 macc. %, Oojee mpeanouTUTenbHO, 1Mo MeHblneidl Mepe 40 macc. %,
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OCHOBBIBasICh Ha 00IIel Macce JiekapCcTBEHHOU (pOpPMBbI W/MJIH OCHOBBIBASICh Ha 001Iel mMacce

qacTul ¢ HEMCIJICHHBIM BbICBO60)KI[eHI/IeM .

[0178] B mpeamouTHTENbHOM BapUaHTE peANU3aLMHM, JIEKAPCTBEHHAs (opMa COMNIACHO
U300pPETEHHI0 COAEPIKUT MO0 MeHbIIeH Mepe OAHAa 4YacTHULy C KOHTPOJUPYEMbIM
BeICBOOOXKAEeHHEM (T. €., yactuna(pl) PR mim mHOokecTBO wactury DR), koTopasi comepKut
NOJIMAJIKUJIEHOKCH]I, TA€ COAepIKaHUe TMOTHAIKIUIEHOKCHA COCTABIISIET 110 MEHbIIEH Mepe 25
Macc. %, Oojiee PeanoYTUTENbHO, IO MeHbIel Mepe 40 Macc. %, OCHOBBIBAsICh Ha OOIIEH
Macce JieKapcTBeHHOW (HOpMbI W/WIM OCHOBBIBAsICb Ha oOOImIedl Macce dYacTuil ¢

KOHTPOJMPYEMBIM BBICBOOOKICHHEM.

[0179] IlpenmouYTUTENBHO, COOTHOLIEHHE OTHOCUTENIBHOW MAacChl MNOJHANKUJIEHOKCHAA U
(bapMaKoJOTHYeCKN aKTUBHOTO COENMHEHUS JISKUT B mpenenax amamnazoHa ot 30:1 mo 1:10,
bonee npeanoururenbHo, ot 20:1 no 1:1, eme Gonee npenmodrurenpHO, oT 15:1 1o 5:1, naxke
bosee npenmourureapHO, oT 14:1 no 6:1, Hambonee mpenmnourutenbHo, oT 13:1 no 7:1 u, B

4acTHOCTH, OT 12:1 no 8:1.

[0180] IIpenmourturensHO, (PapMaKOJOTHUECKH AKTHUBHOE COEAMHEHHE IUCIEPTUPYIOT B

MaTpuie, conepmameﬁ MNOJIHUAJIKUJIICHOKCH .

[0181] B mpeanmouyTUTENLHOM BapUaHTE peaau3aluy, MOJUATIKUICHOKCUI pacHpenesieH B
YyacTHLax paBHOMepHO. IIpeamoururenbHO, (hapMakoJOrMYeCKH AKTUBHOE COEOHMHEHHE U
NOJIMAKUIEHOKCHU OHOPOAHO pacrpeesieHbl B YaCTHLAX TaKUM 00pa3oM, 4TO YaCTHUIIBI HE
cozepykKaT HU OIHOTO CErMEHTA, I[e MPUCYTCTBYeT JHOO (hapMaKOJOTUYECKH AKTHBHOE
COEIMHEHUE B OTCYTCTBHE MOJHAIKWJIEHOKCHIA, JTUOO MPUCYTCTBYET MOJHAIKUICHOKCH] B

OTCyTCTBHE (PapMAKOJIOTMYECKH AaKTUBHOTO COSAMHEHHSI.

[0182] IIpum  ycioBMM, 4YTO  YaCTHLBI  MOKPBITBI  IJIEHKOH,  MOJHAJIKUIEHOKCHU
MPEAIOYTUTEIPHO PAaBHOMEPHO pacOpeAcsicH B CEpALEBUHE YaCTHI, T. €., INUIEHOYHOE
MOKPBITHE MPEANOYTUTENBHO HE CONEPKUT MONUANKWICHOKCUA. TemM He MeHee, MIeHOYHOe
MIOKPBITHE, KaK TAKOBOE, MOXKET, KOHEYHO, COAEPIKAaTh OJUH UM 0OJiee MOJMMEPOB, KOTOPBIE,
OMHAKO, IIPEANOYTUTEJIBHO OTIHYAIOTCSA OT NOJHAJIKHUICHOKCHIA, COAEPIKAIErocss B

CepALEBUHE.
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[0183] IIpenmouTHTENBHO, KAXKIasi U3 YKa3aHHBIX YACTUIL C HEMEAJIEHHBIM BbICBOOOXKIEHHEM
COIEPIKUT pa3pbIXJuTeNb. [IpennouTuTensHO, ConepkaHue Pa3phIXJIUTENs COCTABIAET OoJee
5,0 macc. %, Oonee mpeamoyTHTENBHO, MO MeHblnel mepe 10 macc. %o, OCHOBBIBasCbh Ha

06]1161\/’1 MacCC€ YKa3aHHOI'0 MHOXKECTBAa YaCTUL ¢ HCMCAJICHHbIM BI:ICBO60)KI[€HI/I€M.

[0184] TIpenmoutHurenbHO, HapMaAKOIOTMYECKH AKTUBHOE COENUHEHHE, KOTOPOe COMEPIKUTCS
B YKa3aHHOM MHOXKECTBE YAaCTHULl C HEMEIJICHHbIM BbICBOOOXKICHHEM, IUCTIEPTHPYIOT B

MaTpHLe, COAepKalel pa3pbIXJIUTENb 1, HE00A3aTeIbHO, MOTHAIKHICHOKCH,

[0185] B mpeamodTUTENbHOM BapUAHTE peaNU3alHM, JEKapCTBEHHass (opMa COrJIaCHO
U300pPETEHHUIO COAEPKUT MHOKECTBO YACTHUI] ¢ HEMEIJIEHHBIM BBICBOOOKICHHUEM, KaXKIasl U3
KOTOPBIX COAEPKUT Pa3pPBIXJIUTENIb, TAE COAEPKAHHE Pa3pbIXJUTENs cocTaBisieT Oojee 5,0
macc. %, OoJiee PeaNnoYTUTENbHO, IO MeHbInei Mepe 10 Macc. %, OCHOBBIBasICh Ha OOIIeH
Macce JIeKapCTBEHHOU (hOPMBbI /UM OCHOBBIBASICh HA OOIIEH Macce 4acTUIl C HEMEIJICHHBIM

BBICBOOOKIEHUEM .

[0186] B mpeanmodYTUTENbHOM BapHAHTE pealu3alMy, B YaCTHOCTHU, NPU YCIOBUH, YTO
JeKapcTBeHHasl (hopMa IMpencTaBisieT coOO Karcylly, JeKapCcTBeHHas: (opMa CONEp KHUT BCe
KOJIMYECTBO Pa3pbIXJIMTEISI BHYTPU YacCTHL, IMPEANOYTUTE]IbHO BHYTPU HaCTHUL[ C
HEMEIJIEHHbIM BBICBOOOXKIEHUEM, T. €., BHE YACTHL, NPEANOYTHTENIbHO, BHE YACTHIl C
HEMEIJIEHHBIM BBICBOOOXK/IEHHEM, TPEANOUTHTENbHO 0e3 paspbixiaurens. Kpome Toro,
Pa3pbIXJUTENb MPEANOUYTUTENIBHO pacIpeAesieH B YacTulax roMoreHHo. IlpenmoururenbHo,

IpHu YCJIOBHH, YTO YaCTULbI IMOKPBITHI, TOKPBITUEC HE COACPKUT PA3PBIXJINUTECIIb.

[0187] B mpyrom npeano4YTUTENbHOM BapUAHTE peaInu3alvy, B YACTHOCTH, NIPU YCIOBUHU, YTO
JeKapcTBeHHas: (popMa TPEeACTaBISIOT COOOW TaOJETKy, JieKapcTBeHHasi (popMa COmEpIKUT
Pa3PBIXJIUTENb BHYTPH YaCTHUL], & TaK K€ CHAPY>KH YaCTHL. B MpeamodTUTeNbHOM BapHaHTE
peanu3anuy, MPUPOJA Pa3phIXJMTENS B HACTHIEC HICHTHYHA MPHUPOIE PAa3PbIXIHUTENS BHE
gactul. OpHAKO, pa3jM4yHbIE PA3PBIXJUTENN BHYTPU YACTHI W CHAPYXXH YacTUI[ B
COOTBETCTBHM C HM300peTeHHEM Takke BO3MOXHBL Kpome TOro, paspbIXJUTENb
NPEATNIOYTUTENIPHO PACIPENENieH B YaCTHIaX rOMOreHHO. [IpennouTurensHo, Mpu YCIOBUH,

YTO YaCTHULIBI ITIOKPBITHI, MOKPLITUE HE COACPIKUT Pa3PbIXIUTCb.
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[0188] Ilonxopsiue paspbIXJIUTENN U3BECTHBI CIELUATIUCTY B AAHHOMN 00JIACTH TEXHUKHU H,
MPEINOYTUTENIbHO, BBIOPAHBI W3 TPYIIBL, COCTOSALICH W3 MMOJHCAXapUIOB, KPaxMaJoB,
MNPOU3BOJHBIX Kpaxmaja, IPOU3BOAHBIX LEJJIFOJIO3bI, NOJUBUHUINUPPOIUMIOHOB, aKpHUIIATOB,

BC€IICCTB, BbIACIIAIOIINX I'a3, U cMecel J1r00ro u3 BBIICTICPCUNCTICHHBIX.

[0189] IIpenmouTHTeNbHBIE KpaXMajbl BKJIOYAOT, 0O€3 OrpaHUYeHHsi, «CTaHIAPTHBINA
KpaxMay»  (Hampumep, TOPUPOAHBIA  MAMCOBBI  KpaxMmal) H  TPEIBAPHUTENBHO

JKEeJIATMHU3UPOBAHHBIN Kpaxmal (Hampumep, kpaxmai 1500).

[0190] IIpenmouTHTenbHBIE TNPOM3BOAHBIE Kpaxmajia BKJIKOYAKOT, 0€3 OrpaHHYeHus,

KPaxMaITITUKOJIAT HATPUs (KapOOKCUMETHIIKpaxMall HaTpHs, HAIIpUMep, OT Vivastar®).

[0191] IlpenmodTuTeNnbHBIE MPOU3BOMHBIE IIEJUIFOJIO3bl BKJIIOYAOT, 0O€3 OrpaHHyYeHus,
KPOCKapMeJIo3y HaTpusi (=MEePEeKpPecTHO CHINTYI) KapOOKCUMETHIILEIUTION03Y HATPUS,
Hampumep, Vivasol®), kapmemiosy kambiwms —(KapGOKCHMETHILEIUION03y  KaJbLus),
KapMeJio3y HaTpust (KapOOKCUMETHIILEIUTION03Y HATPHsi), KapMeJio3y HAaTpusi ¢ HU3KOU
CTETICHbIO 3aMeIleHust (KapOOKCUMETIIILIEIUTIONO3Y HATPUsI ¢ HU3KOW CTEIEeHBIO 3aMEIeHUS,
cpenneii crenenbto 3amernenus (DS) ot 0,20 no 0,40, Mr ot 80 000 no 600 000 r/monb, CAS
9004-32-4, E 466), ruipOKCUITPOTIIIILEIITFOIO3Y ¢ HU3KOM CTENEHBIO 3aMeLeHus (MMEIOIIYIO

cofiep>KaHue MPOIMUWIBbHBIX TPYII B Ipeaenax auanazoHa ot 5 1o 16%; CAS 9004-64-2).
[0192] IlpenmodTuTeNbHBIE AKPUIATHI BKIIIOUYAIOT, O€3 OrpaHuYeHus, KapOormoJ.

[0193] IIpenmouTHTeNbHBIE MOJUBHHIJINHPPOJUAOHBI BKJIIOYAIOT, 0€3 OrpaHHYeHHs,

kpocnosuaoH (PVP Cl).

[0194] HpeL[HO‘{TI/ITeJIbeIe BEIIIECTBA, BbIACIIOLINE TIa3, BKJIKOYAIOT, Oe3 OTpaHUYCHMUS,

OukapOoHaT HaTpUsl.

[0195] IlpenmouTUTENbHBIE PA3PBIXJIUTEIN BKJOYAIOT, oe3 OTpaHUYCHHS, TICPEKPECTHO
cummrasi  kapOokcumermuennonody Hatpus (Na-CMC) (mampumep, Crosscarmellose,
Vivasol®, Ac-Di-Sol®); mepexpectso cuuThiii kasenms (Hanmpumep, Esma-Spreng®);
TOUCAXaPHIHBIE CMECH, TIOJyUEeHHbIE U3 COeBbIX 6000B (Hampumep, Emcosoy™); MancoBbiii

Kpaxmajl WM TMpeaBapuTesibHO 00paboTaHHBIM MAMCOBBI Kpaxmall (Harpumep, Amijel®);
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AJIbTUHOBYIO KHCIIOTY, aJIbTUHAT HATPUS, aJbIUHAT KAJIbLHS, NOMUBUHUINUPPOIuaoH (PVP)
(Hammpumep, Kollidone®, Polyplasdone®, Polydone®); MEPEKPECTHO  CLIUTHIN
nomuBuHmIEpponuaos  (PVP  CI)  (manpumep, Polyplasdone® XL); kpaxman u
HpeBapUTeIbHO 00pabOTaHHBIA KpaxMal, TAaKOW Kak KapOOKCHMETWJIKpaxmasl Hatpus (=
HATpHs KpaxManraukonst, Hanpumep, Explotab®, Prejel®, Primotab® ET, Starch® 1500,
Ulmatryl®) u ux cmecn. IlepekpecTHO CLIMTBIE MOIMMEPbI MPEACTABISIOT COBOM, B
YACTHOCTH, TMPEANOYTHUTENbHbIE  Pa3pPBIXJIUTENHU, OCOOCHHO, TMEPEKPECTHO  CLIMTYIO
KapOOKCUMETHITLIEILTIOIO3Y HaATpUSI (Na-CMC) WK MEPEKPECTHO CLIUTBIN

noyusuHWIIIHpposuaoH (PVP CI).

[0196] OcoOeHHO MPEANOYTUTENbHBIE PA3PBIXJIUTEIN BBIOPAHBI U3 TPYIIIbI, COCTOSIIEH 13

MEPEeKPEeCTHO CIIUTOH KapOokcumeTwnueuono3bl  Hatpus  (Na-CMC)  (Hampumep,

Crosscarmellose, Vivasol®, Ac-Di-Sol®);
- MepeKpecTHO CIINTOro kKasenHa (Hanpumep, Esma-Spreng®);
- aJbTUHOBOM KHCJIOTBI, aIbI'MHATA HATPUS, aTbIHMHATA KaJIbLIHSL;
- MONHCAXAaPUIHBIX CMECei, IOy UeHHBIX U3 COeBBIX 6060B (Hampumep, Emcosoy™);

- KpaxMajla M MpeABapUTENbHO  00pabOTaHHOro  Kpaxmana,  Takoro  Kak
KapGOKCHMETHIKPAXMA HATpHsi (= HATPHS KPaXMajirIHKOmAT, Hampumep, Explotab®,

Prejel®, ET or Primotab®, 1500 ot Starch®, Ulmatryl®);

- MauCOBOIO KpaxMaja WM TpeaBapuUTeIbHO OOpabOTAHHOTO MAauCOBOTO Kpaxmala

(nanpumep, Amijel ®);

- M cMecel JIF000ro U3 BhILIETIEPEUNCIIEHHBIX .

[0197] IIpennoOYTUTENBHO, COAEPKAHME PA3PBIXJIUTEN COCTABJISET MO MeHblied Mepe 6,0
Macc. %, mo menbleit mepe 7,0 macc. %, o menbinell mepe 8,0 macc. %, Mo MeHbIIel Mepe
9,0 macc. %, wu o menbineit mepe 10 macc. %, Ooyiee MPeaNMOUTUTENLHO, 110 MEHbINEH Mepe
12 macc. %, eme Oojiee MPeANOYTHTEBHO, MO MeHbInel mepe 14 macc. %, naxke Oonee
NPEANOYTUTENBHO, N0 MeHbLIeH Mepe 15 macc. %, nake eme Oosiee MPEANOYTUTENBHO, TIO
MeHblIel Mepe 16 macc. %, Hanbosee MpennoYTHTENbHO, 110 MeHbInel Mepe 18 macc. % u, B
JaCTHOCTH, MO MeHblueld mepe 19 macc. %, OCHOBbIBasCh Ha OOILIEi Macce JIeKapCTBEHHON

(bopMBI H/HITH OCHOBBIBASICh HA OOIIEH Macce YacTHILI
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[0198] HeoskumaHHO ObBUIO OOHAPYKEHO, YTO CONEPIKAHUE PA3PBIXJIUTENS OOBIMHO HMEET
ONTHMAJIbHBI BapuaHT, MpPU KOTOPOM OH oOOecreunBaeT HAWIy4InHii OajaHC CBOWCTB
HEMEJUJICHHOTO BBICBOOOJKIEHUS, C OIHOH CTOPOHBI, M YCTOHYMBOCTH K OSKCTPAKLUH
pacTBOpUTENs, C APYrod CTOPOHBL. YKa3aHHbBI ONTUMYyM MOXKET BapbHpPOBATHCS, HO,
NPEATOYTUTENBHO, JIEXKUT B IpeAesax Auana3zona ot okoso 10 mace. % o okono 20 macc. %o,
OTHOCUTENIbHO OOLIei MacChl JIEKapCTBEHHOH (OPMBbI M/MJIM OCHOBBIBAsCh Ha OOIIel Macce

YKa3aHHOIrO MHOXKECTBA 4aCTHUL C HEMEAJICHHBIM BI:;ICBO60)KI[6HI/IGM.

[0199] B nmpeanouTUTENBbHOM BapUAHTE peaU3alliM, COAEP:KAHHE PA3PBIXJINUTENS JIEKUT B
npenenax muanasona 15+9,0 macc. %, Oonee npenmoururensHo, 15485 Macc. %, eme Oonee
npennoutuTeNibHo, 15480 wmacc. %, naxke Oosee mnpenmodtutenbHO, 15475 wmacc. %,
Haubonee npenmnodyrurenpHo, 15+7,0 mace. % u, B yactHOCTH, 1546,5 Macc. %, OCHOBBIBAsICh
Ha o0mIeil Macce JieKapCTBEHHOU (POpPMBI M/UTM OCHOBBIBASICh Ha OOIIEe Macce yKa3aHHOTO
MHOKECTBA 4YaCTHIl C HEMEUICHHBIM BbICBOOOXKIEeHHEeM. B eme omHOM npyrom
MPEINOYTUTEIbHOM BapUAHTE PEeaU3ally, COAEPIKAaHUE Pa3PhIXJIUTENS JIGKHUT B IMpeneiax
nuama3ona 15+6,0 wmacc. %, Oomee mnpeamoururenbHo, 15+5,5 wmacc. %, eme Oonee
npennoutuTesibHo, 15+£5,0 wmacc. %, naxe Oosee mnpenmoututenbHO, 15445 wmacc. %,
Hauboee npeanovyrurenbHo, 15+4,0 mace. % u, B yactHoCcTH, 1543,5 Macc. %, OCHOBBIBAsICh
Ha o0mieil Macce JeKapCTBEHHON (POPMBI M/UIM OCHOBBIBAsICh Ha OOIIEH Macce YKa3aHHOTO
MHOKECTBA YaCTHI] C HEMEIJIEHHbIM BBbICBOOOXKIEHHEM. B JIpyroM mNpeanodYTUTEIbHOM
BAPUAHTE peaIN3alUM, COAEP KaHUE PA3PBIXJIUTENS JEXKUT B Ipenenax auanazoHa 15+3,0
Mmacc. %, Oosee mpenmoutuTenbHO, 15+£2.5 mace. %, eme Oonee mpenmodTuTeNbHO, 15+2,0
Mmacc. %, naxke Oonee mpenmodtrutesbHO, 15+1,5 macc. %, Hawboyee MNPEANOYTHUTENBHO,

15+1,0 macc. % wu, B wyactHoctH, 15+0,5 macc. %, OCHOBBIBasCh Ha o0Omell Macce

2

JIEKapCTBEHHOU (POPMBI U/MITH OCHOBBIBAsICh Ha 00IIEel Macce YKa3aHHOTO MHOKECTBA YaCTHI

C HCMCEAJICHHBIM BbICBO60}KI[eHI/IeM.

[0200] B nmpyroM mpeamodTUTEThHOM BapUaHTE peaH3aliH, COAEPIKaHUE Pa3PBIXJIHTEIISI
JISKUT B Tipenenax nuamnasona 20+15 macc. % umu 20+£14 mace. %, Oonee NMpearnovTUTEIBHO,
20+13 wmacc. %, eme Oomee mpenmourutenbHo, 20+£12  wmacc. %, paxke Oonee
npennoututenbHo, 20+11 wmacc. %, Hambomee mnpeamoururenvHo, 20+10 macc. % u, B
gactHocTH, 20+9,5 Macc. %, OCHOBBIBasICh Ha OOINEH Macce JEKapCTBEHHOH (HOpMBI W/HIK
OCHOBBIBasICh Ha OOIIel Macce VYKa3aHHOIO MHOXKECTBA YaCTHI[ C HEMeIJICHHBbIM

BBICBOOOXKIEHHEM. B Ipyrom mnpenrnouTUTENbHOM BapUaHTE peaNn3alliH, COAep KaHue
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Pa3pBIXJIMTENS JISKUT B mpeneiax auamna3zona 20+9,0 macc. %, Ooyee MpearnovTUTETHHO,
20+8,5 wmacc. %, eme Oonee mpenmourutenbHo, 20+8,0 wmacc. %, naxe Oonee
npennoututensHo, 20+7,5 macc. %, naubonee mnpeamnoururenpHo, 20+7,0 macc. % wu, B
yactHoCTH, 20+0,5 Macc. %, OCHOBBIBasICh Ha OOINEH Macce JieKapCTBEHHOH (HOpMbI W/HIK
OCHOBBIBasICh Ha OOIIeld Macce YyKa3aHHOrO MHOJKECTBA YaCTHUI[ C HEMEIJCHHBbIM
BBICBOOOJKICHHEM. B elne OIHOM JpyroM NPEANOYTHUTEIbHOM BapHAHTE peau3aluy,
CONIEpKaHUE Pa3PBIXJIUTENS JIEKUT B mpenenax nauanasoHa 20+6,0 wmacc. %, Ooinee
npennoututensHo, 20+5,5 mace. %, eme Oosee npempmouturenbHo, 20+5,0 mace. %, naske
Oosee npeanoururenbHo, 20+4,5 mace. %, Haubosee npeanouturensHo, 20+4,0 mace. % u, B
yactHOcTH, 20+3,5 Macc. %, OCHOBBIBasICh Ha OOIIEH Macce JeKapCTBEHHOH (opmbl n/mimm
OCHOBBIBAasICh Ha OOIIell Macce VYKa3aHHOIO MHOMKECTBA YAaCTHI[ C HEMeIJICHHBIM
BBICBOOOKAEHHEM. B 1pyroM mNpenmodYTHTEeNbHOM BAapUAHTE pean3allid, COIepIKaHUe
pPa3pBIXJIMTENS JISKUT B mpenenax auama3zona 204+3,0 macc. %, Ooyee MpeamnovTUTETHHO,
20+2,5 wmacc. %, eme Oonee mpenmoururenbHo, 20420 wmacc. %, naxe Oonee
npennoututensHo, 20+1,5 macc. %, nambomee mnpeamoururenbHo, 20+1,0 macc. % wu, B
gactHocTH, 20+0,5 Macc. %, OCHOBBIBasICh Ha OOINEH Macce JEKapCTBEHHOH (HOpMBI W/HIK
OCHOBBIBAasICh Ha OOIIel Macce VYKa3aHHOIO0 MHOMKECTBA YAaCTHULl C HEMEIJIEHHBIM

BBICBOOOXKIEHUEM.

[0201] B eme OmHOM OPYroM MpPEANOYTUTENILHOM BApUAHTE pealn3aliy, COAepKaHHUe
Pa3PBIXJIUTENS JIEKUT B Tperenax auamnazoHa 25+9,0 macc. %, Gosee MpeanoYTUTENbHO,
2548,5 wmacc. %, eme Oonee mpenmoututTenbHo, 25480 wmacc. %, naxe Oonee
MpeanouTuTeNbHo, 25+7,5 Macc. %, Haubonee mnpenmnoyturenpHo, 25+7,0 macc. % wu, B
4acTHOCTH, 25+6,5 Macc. %, OCHOBBIBAsICh Ha OOINEH Macce JEKapCTBEHHOH (HOpMBI W/HIH
OCHOBBIBAasICh Ha OOIIeil Macce VYKa3aHHOIO MHOMKECTBA YAaCTHI[ C HEMeIJICHHBIM
BBICBOOOKIEHHEM. B elme OZHOM JpPyroM NpPEaNnoOuTUTENBHOM BapHaHTE peau3alluy,
COZlepKaHUE PAa3PBIXJIUTENS JIEKUT B TMpenenax nauamnasoHa 25+6,0 wmacc. %, Oonee
MpeanouTUTeNbHO, 25+5,5 mace. %, eme Oosee mpeamouturenbHo, 25+5,0 mace. %, nake
Oosee mpeanodTuTeNnbHO, 25+4,5 mace. %, Haubosee npeanouTuTensHo, 25+4,0 mace. % u, B
gacTHOCTH, 25+3,5 Macc. %, OCHOBBIBasICh Ha OOINEH Macce JEKapCTBEHHOH (HOpMBI W/Hin
OCHOBBIBAasICh Ha OOIIel Macce VYKa3aHHOIO MHOXKECTBA YaCTHI[ C HEMeIJICHHBbIM
BBICBOOOKAEHHEM. B IpyroM mNpeamodYTHTEebHOM BapUAHTE peallu3alud, COAepIKaHHe
Pa3pBIXJIUTENS JISKUT B Mpeneiiax auamna3ona 25+3,0 macc. %, Ooyee MpearnovTUTEHHO,

25+2,5 wmacc. %, eme Oonee mpenmoututenbHo, 25420 wmacc. %, naxe Oonee
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npennoutuTesibHo, 25+1,5 macc. %, wambonee mnpeamoururenvHo, 25+1,0 macc. % wu, B
gacTtHOCTH, 25+0,5 Macc. %, OCHOBBIBasACh Ha OOINEH Macce JeKapCTBEHHOH (OpMbI W/Hin
OCHOBBIBasiICb Ha OOImeld Macce YyKa3aHHOIO MHOXKECTBA YaCTUI[ C HEMEIJIEHHBbIM

BBICBOOOKICHUEM.

[0202] TIpu ycioBum, 4TO JieKapCTBeHHAs (popMa COrslacHO M30OPETEHUIO COmepKUT Oolee
OOHOTI'O PA3PBIXJIUTEA, HAITPUMEDP, CMECH ABYX PA3JIMYHBIX pa3prX.HPITe.HeI>i, BbIIICYKa3aHHbIC

MIPOLIEHTBI, MPEATIOYTHTEILHO, OTHOCSTCS K O0IIEeMY COAEPIKAHUIO Pa3pbIXJIUTENEH.

[0203] IIpenmouTUTENBHO, COOTHOLIEHHWE OTHOCUTEJBHOM MAacChl, MNPEANOYTUTENBHO,
COZICPIKALLErOCs MOJMUATKWICHOKCUIA K Pa3pBIXJIUTEN0 B YKa3aHHOM MHOXKECTBE YacCTHUILl C
HEMEIUJICHHbIM BBICBOOOKICHHEM JIGKUT B mpeaenax nauamazona 8:1 mo 1:5, Oonee
npeanouTuTeNbHo, oT 7:1 mo 1:4, eme Gonee mpenmourutenbHo, OT 6:1 mo 1:3, naxe Gonee
npeanouTuTeNbHo, oT S:1 no 1:2, Hanbonee npennoutuTenbro, oT 4:1 no 1:1 u, B 4acTHOCTH,

or3:1 no2:1.

[0204] IIpenmodTUTENPHO, COOTHOLIEHHWE OTHOCHTENBbHOM Macchl  (hapMaKOJOTHYECKH
AKTUBHOI'O MHIPECAUCHTA K PAa3pPbIXJIUTCIIIO B YKA3aHHOM MHOXKECTBE HaCTUL] C HEMEAJICHHbBIM
BBICBOOOXKIEHHUEM JIEXKHT B Ipeenax nuanasoHa ot 4:1 no 1:10, Oonee npeanoYTUTeNbHO, OT
3:1 mo 1:9, eme Oonee mpenmoutureabHo, oT 2:1 1o 1:8, nake Gonee MPeNNMOUTUTETHHO, OT

1:1 no 1:7, Haubonee mpeanodTuTeNbHO, OT 1:2 10 1:6 1, B yacTHocTH, OT 1:3 1m0 1:5.

[0205] JlexapcTBeHHast (hOpMa MOXKET COIAEPKATh OAUH PA3PBIXJIUTENb WK CMECh PA3JIMYHBIX

paspbixiuteneii. [IpeqnoyrurenbHo, JeKapcTBeHHAs GopMa CONEPIKUT OUH Pa3pbIXJIUTEIb.

[0206] Tlo MeHbIel Mepe OFHA HYACTHIA C KOHTPOJUPYEMBIM BBICBOOOKICHHEM MOMKET
TAKXKE COIEpPXKaThb Pa3pPBIXJIUTENb, OCOOEHHO MPH YCIOBUH, YTO IO MEHbLICH Mepe OfHa
YaCcTUIA C KOHTPOJIUPYEMbIM BBICBOOOIKICHUEM IPENCTABIISET COOOH MHOKECTBO MOKPBITHIX
SHTepocoNMmOOmIbHOH obomoukoii wactum DR. B cooTBeTcTBMM € 3TUM BapUaHTOM
peanu3anuy, BCe MPEANOYTUTENbHBIE BAPHAHTBI PEATH3aLNH, KOTOPblE OBUIM ONpeneseHbI
BBILIE, IT0 OTHOLIEHUIO K MHOJKECTBY YaCTHUI] C HEMEJIEHHBIM BbICBOOOXKIEHHEM aHAJIOTUYHO
OTHOCATCS] K MHOXKECTBY YacCTHII C OTCPOUEHHBIM BbIcBOOOKIeHHeM (dactul] DR) u mostomy

HE IOBTOPAKOTCA B IaJbHEHIIEM.
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[0207] TIpenmouTHTenbHO, JNEKapCTBEHHAss (pOpMa COrTACHO M300PETEHMIO OTONHUTEIBHO
COZEPKUT reneoOpasyroiee cpencTso. I eneoOpasyrolee CpeacTBO MOXKET COAEPKATHCS BO
MHOKECTBE YaCTHLl C HEMEIJIEHHbIM BBICBOOOXK/IEHHEM W/WIM B IO MEHbIIEH Mepe ORHOM

JaCTULEC C KOHTPOJIHPYEMbIM BbICBO60)KI[eHI/IeM W/ unm CHapy K1 4aCTULIbL.

[0208] XoTs renmeoOpasyroiee CpeacTBO MOXKET MPUHLUIMHAILHO BHOCUTh BKJIA B OOIIYEO
YCTOMYMBOCTD K  OKCTPAKLUHUU  PACTBOPUTENIEM  JIEKAPCTBEHHOH (OPMBbI  COTJIACHO
U300pETEeHNI0, HEOKHJAHHO OKa3aJioch, YTO OAMH Wi Oojee paspbIXJUTENeill B
CPAaBHUTEJHHO OOJIBLINX KOJHMUYECTBAX B KOMOMHAILIMYU C OJHUM UJIH OoJiee refieo0pa3yromumMu
CpeICTBAaMU MMEIOT B CBSI3U C 3TUM 0co00e nmpeumMyinecTBo. HeoskumanHo ObL10 0OHAPYKEHO,
YTO KOMOMHALMS OTHOTO MK OoJiee pa3phIXJINTeNeil B CPABHUTEIBHO OOJIBINNX KOJTHYECTBAX
c omHUM uiH Oosee reneoOpasyILIMMH CPENCTBAMH SIBJISIETCS YCTOWYHMBBIM K W3MEHEHHIO
(apMakoIOrHYecKy aKTUBHOTO UHIpenueHTa. TakuM o0pa3oM, B COOTBETCTBHU C HACTOSIIIIM
n300peTeHneM M3MEHEHNEe TaHHOTO (papMaKOJIOTHYECKU aKTHBHOIO MHIPEAMEHTA Ha JIPYroi
(dapMakoNOruYecKd AaKTHBHBI MHTPENUEHT MPEANOYTUTENIbHO HE BIHUSET Ha OOIIyro

YCTOWYHMBOCTD K 9KCTPAKLHH PACTBOPUTETIEM JIEKAPCTBEHHON (POPMBI COrTIACHO H300PETEHUIO

[0209] Kak mnpuMeHSIOT B JAHHOM JOKYMEHTe TEePMHH «rejeodpasyroliee CpeacTBO»
NPUMEHSIOT ANl O00O3HAueHUs] COENUHEHHUs, KOTOpPO€ IIPU KOHTAKTE C PACTBOPHUTENEM
(HanmpuMep, BOJOM) MOTJIOLIAET PACTBOPHUTENb M HAOyXaeT, TeM CaMbIM 00pa3ysi BA3KOE HIIH
HOJNyBsi3KOe BewecTBO. [IpeamodturesnbHble reneoOpasyrolue CpeacTBa SIBISIFOTCS He
NEePEeKPeCTHO  CIOUTBIMH.  JTO  BEUIECTBO  MOXKET  YMEPUTh  BBICBOOOXKIEHUE
(bapMakoJIOTHYEeCKH aKTUBHOTO COCOUHEHHS OT YacTUI[ KaK B BOJHOH, TaKk MU B BOJHOM
cnupToBOit cpene. [Ipu monHO# ruapaTanuy OOBIMHO MOJIYYAKOT I'YCTOW BSI3KUH PAcTBOP MIIH
OHMCTIEPCUI0, KOTOpas 3HAYUTENbHO YMEHbLIACT W/WIA MUHUMH3UPYET KOJHYECTBO
CBOOOIHOTO PACTBOPHUTENSI, KOTOPOE MOXKET COAEPIKATh KOJUYECTBO COMFOOMIN3UPOBAHHOTO
(bapMakoIIOTHYECKH AKTUBHOIO COEAMHEHHUS M KOTOPOE MOKET OBITh BTSHYTO B LINPHIIL.
OOpasyromuiicsi Tellb Tak:ke€ MOXKET YMEHBIIUTh O0Ilee KOJNWYeCTBO (hapMakoIOruuecKu
AKTUBHOTO  COEIMHEHHUs, OKCTPErHPYEeMOro ¢  pacTBOpWUTENEM, IyTeM  3axBara
(dapMakoNOrn4ecku aKTUBHOTO COEAMHEHHUs] B CTPYKTypy rems. Takum oOpasom,
rejeo0pasyromee CpencTBO MOXKET ChITpaTh Ba)KHYKO POJIb B MPUOAHUU JIEKAPCTBEHHBIM

¢dopmam cornacHO 300PETEHHUIO 3AIMUIIEHHOCTH OT HECAHKIIMOHUPOBAHHOTO BCKPBITHS.



10

15

20

25

30

60

[0210] T'emeoOpa3yromue CpeAacTBa BKIHOYAIOT (HapMaleBTUUYECKH MPHUEMIIEMbIE MOJUMEPBI,
OOBIMHO TUAPO(MIbHBIE MOJUMEpPBI, TAaKHe Kak TuAporenu. MiumocTpaTHBHBIE HPUMEPHI
rejaeo0pasyoIX CPEICTB BKIIOYAIOT KaMeH, TAKUE KaK KCAHTAHOBAas KaMelb, KappareHaH,
kamenb 000OB POJKKOBOTO J€peBa, ryap, TparakaHT, akawka (rymMmuapaOuK), Kapas, Tapa H
rejijIaHoBas KaMeb, MOJHUITUIIEHOKCH, MOJIUBUHUJIOBBIN CITHPT,

T'UAPOKCUIIPOITMIIMETHIILIEIUTION03a, KapOoMepbl, NOIHU(YPOHOBBIE) KUCIOTHI M KX CMECH.

[0211] TIpenmoYTUTENBHO, COMEpKAHUE Telleo0pa3yIero CpPeAcTBa, MNPEATIOYTHTEIBHO,
KCAHTAaHOBOH KaMeNH, COCTaBJIsieT 1o MeHblei mepe 1,0 mace. %, Oonee mpeanouTUTENbHO,
no MeHbineld mepe 2,0 macc. %, eme Oosiee MPEANOYTUTENBHO, MO MeHblIell mepe 3,0
Mmacc. %, Haubojiee MPennouTUTENbHO, MO MeHbined mepe 4,0 macc. %, OCHOBBIBAsICh Ha

o0mieit Macce JleKapCTBEHHOM (HOPMBI H/MJTU OCHOBBIBAsICh Ha 00IIei Macce 4acTull.

[0212] IIpenmodTUTENBHO, COIEpKAHUE TeNeo0pa3yIoIero CpPencTsa, MPeNnOYTUTEIBHO,
KCAHTAaHOBOH Kamenu, JEKAT B Tnpenenax nauamazoHa 5,0+4,5 wmacc. %, Oonee
npennoututesbHo, 5,0+4,0 Macc. %, eme 6osee mpenmoutuTenbHo, 5,0+£3,5 macc. %, nake
bonee mpeamoururenbHO, 5,0£3,0 Mmacc. %, maxe eme Oosiee MpeanoOYTHTENbHO, 5,04+2.5
macc. %, Hambosee npenmoururenbHo, 5,0+2,0 macc. % u, B wactHoctu, 5,0+1,5 macc. %,
OCHOBBIBasICh Ha 00IIel Macce JiekapCTBEHHOU (hOpMbI W/HJIH OCHOBBIBAsICh Ha O0IIel mMacce

JaCTHLI.

[0213] IIpenmouTuUTeNbHO, COOTHOILIEHHE OTHOCUTEIBbHOW MacChl  Pa3pbIXJIUTENS

rejaeo0pasyromero CpeAacTsa JISKUT B mpeaenax nauamnasoHa ot 11:1 go 1:5, Oonee
npennoutuTenbHo, ot 10:1 no 1:4, eme Oonee npeanoururensHo, oT 9:1 no 1:3, naxke Oonee
npennoututesibHo, ot 8:1 mo 1:2, naxke eme Oonee mpeamodrutesapbHo, oT 7:1 mo 1:1,

Hauboee mpeanouTuTeNbHO, OT 6:1 o 2:1 u, B wactHocTH, ot 5:1 o 3:1.

[0214] JlexkapcTBeHHast opMa W/WIM HACTHLBI COMJIACHO H300PETEHHIO MOTYT COAEPIKATh
JOTOJHUTENbHbIE  (apMalleBTUYECKUE  OKCLUUIHEHTbI, OOBIYHO  COIEpKaIluXCs B
JEKapCTBEHHBIX (opMax B OOBIYHBIX KOJHYECTBAX, TAKUX KaK aAHTHOKCHIAHTBHI,
KOHCEPBAHTBI, CMAa3bIBAIOLINE BEILIECTBA, IIACTU(UKATOP, HAIMOJHHUTENH, CBSI3bIBAIOIIUE

CpencTBa  Mogo0Hoe.
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[0215] CmemmamucT B OaHHOM  OONACTH  TEXHHUKHA  JIETKO  CMOSKET OIIPEACINUTD
COOTBETCTBYIOIINE NOIOJHUTEIbHBIE DKCLUUIIUEHTDL, a TAK)KE KOJHNYECTBA KAXKIOIO U3 ITUX
sKkcuunueHToB. KoHkpeTHble mpuMepbl (papMaleBTUYECKH TMPUEMIIEMbIX HOCHUTENEeH W
SKCLHUIHEHTOB, KOTOPble MOTYT OBITh MPUMEHEHbI IJIsi COCTABJICHHUS JIEKAPCTBEHHBIX (HOpM
corimacHo m3oOperenuto, omucansl B Handbook of Pharmaceutical Excipients, American

Pharmaceutical Association (1986).

[0216] TIpenmouTHTENBHO, JIEKAPCTBEHHAs! (hopMa W/WIM YaCTHUIbl COTIACHO H300pPETEHUIO
JOTOJHUTENBHO CONEp’kKaT aHTHOKCHAaHT. [loxxonsmme aHTUOKCHOAHTBI BKJIFOYAOT
acKOpOMHOBYIO KHCJIOTY, OyTmimupoBaHHbIH ruapokcuanuson (BHA), OyrumupoBaHHBIHI
ruapokcuronyon (BHT), comu ackopOMHOBON KHCIIOTBI, MOHOTHOTIIMLEPUH, (ochopuctyro

kuciory, ButamuH C, ButaMmuH E ©®W uX mnpousBogHBIX, KOHH(epHIOEeH30aT,

,
HOPAWTHUAPOTBASIPETOBYIO KHUCJIOTY, CJIOXKHBIE O(UPBHI TaJJIOBOW KHCIOTHI, Oucyibdur
HATPHs, B YaCTHOCTH, OYTUITUAPOKCUTONYOJ WIH OYTUITHIPOKCHAHU3OI U O-TOKO(DEPOI.
AHTHOKCHZIAaHT TpUCyTCTBYyeT B KojmdectBax oT 0,01 macc. % nmo 10 macc. %, Oonee
npexnoututesbHo, ot 0,03 macc. % nmo 5 macc. %, Hambonee mpenmoututenbHO, OT 0,05

macc. %o 1o 2,5 macc. %, OCHOBBIBasCh Ha OOIIell mMacce JIeKapCTBEHHOH (opmbl /HiH

OCHOBBIBAsACb Ha 061.1161‘/'1 MacCC€ 4aCTHUI.

[0217] B mpennmoYTUTENPHOM BapUaHTE pean3aliy, JeKapCTBeHHas (opMa W/WIIN YacTHUIIbI
COTJIACHO M300PETEHUI0 JOMOJHUTENBHO COAEPKAT KUCIOTY, MPEANOUYTUTENbHO, JTUMOHHYIO
KuCJoTy. KonmnmuecTBO KUCIOTHI JISKUT, MPEANIOUTUTEIbHO, B auanasone ot 0,01 macc. % no
20 macc. %, Oonee mpenmouTuTeNbHO, B auanazone ot 0,02 macc. % mo 10 macc. % wu, ere
Oosnee mpemnmouTuTeNnbHO, B amamazone ot 0,05 wmacc. % mo 5 wmacc. % wu, Haubosee
npeanouTuTeNbHo, B nuamnasoHe ot 0,1 macc. % no 1,0 macc. %, OCHOBBIBAsICh Ha OOIIeH

Macce JIeKapCTBEHHOH (POPMBI U/UJTH OCHOBBIBASICh HA OOIIEH Macce YacTHIl.

[0218] B mpenmouTHUTENHPHOM BapHaHTE pean3alliy, JIEKapCTBeHHAs (popMa W/MIH YaCTHULIBI

COTJIAaCHO M300PETEHHIO JOTIOIHUTEIBHO COAEPIKAT IPYroil monumep.

[0219] VYka3aHHBIA APYrod MOJUMEp, MPEATIOYTUTENbHO, BBIOPAH U3 IPYIIIbI, COCTOSALIEH U3
NONMU3TUNIEHA, TIOJNUMNPONIIICHa, MOJMBUHWIXJIOPUAA, MOMUKapOOHATa, IOJUCTHPOIIA,
NOJMBUHWJIIUPPONIUIOHA, TMONU(AJK)aKpuiaaTa, NOJHM(KUPHBIX OKCHUKUCIIOT), TaKHX Kak,

HanpuMmep, noau(3-ruipoKcuOyTHpaT-3-ruApOKCUBAJIEPAaT) (Biopol ®),
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noJu(TUAPOKCUBAIEPUAHOBON KHCJIOTBI), IOJUKANPOJAKTOHA, IOJUBHHUIIOBOTO CIHPTA,
nonmdgupaMusia, MOJMATHICHCYKLMHATA, MOJMJIAKTOHA, TOJUINIMKOIUAA, MOJHYpETaHa,
NoJMaMMIa, TONWIAKTHAA, MoJiuaneTans (Hampumep, MNOJIHCAXapUAOB C HEoOs3aTeNbHO
MOAU(ULHUPOBAHHBIMH  OOKOBBIMH  LEMSIMM),  TOJMMJIAKTHAA/TIUKOINAA, TOJHIAKTOHA,
NOJUITMKOJINAA,  CJIOKHOTO  HOJMOPTO3(upa,  NOJIMAHTUAPHIAA,  OJOKIOJIMMEPOB
MONMSTHIEHTMKON W nomuOyrunenrtepedranara  (Polyactive®),  monmanrmmpuna
(Polifeprosan), ux comonMMepos, HX GIOK-comoauMepos (Hanpumep, Poloxamer®) u cmeceit
IO MeHbIIel MEpE ABYX H3 VYKa3aHHBIX IIOJIUMEPOB WKW APYrux IMOJIMMEPOB C
BBIICYKA3aHHBIMU XapaKTepUCTUKaMU. lIpennodyTuTenbHO, yKa3aHHBIA OPYrol HOJUMEp
BBIOpaH M3 CJOXKHBIX 3(UPOB LEJUTIOJI03bI U MPOCTHIX 3(PUPOB LEJUTFOJIO3bI, B YAaCTHOCTH,

ruapokcunponuiMeTinesurono3sl (HPMC).

[0220] KommuecTBo YKa3aHHOTO JApyroro oIuMeEpa, NPEANOYTUTECIBHO,
TUIPOKCUTIPOTTHIIMETUIILIEIUTIONO3bI, TMPEANOYTUTENbHO, JIEKUT B auanasone ot 0,1 macc. %
no 30 macc. %, Oomee mpemmouTuTeNbHO, B nuamnaszoHe ot 1,0 macc. % mo 20 macc. %,
HauboJiee MpeanoYTUTENbHO, B quana3one ot 2,0 macc. % nmo 15 macc. % u, B 4aCTHOCTH, B
nauama3one ot 3,5 macc. % mo 10,5 macc. %, OCHOBBIBAsICh Ha OOIIeH Macce JIeKapCTBEHHOM

(bopMBbI 1/HITH OCHOBBIBASICh HA OOIIEH Macce YacTHLI.

[0221] B mpenmnodTUTenbHOM BapHAaHTE PEaIU3alUd, COOTHOLIEHHE OTHOCUTEIBHOM MacChl
MOJIMAJIKUIIEHOKCH/IA K YKa3aHHOMY JIPyrOMy MOJIMMEPY JIEXKUT B Mpeaenax AuanazoHa 4,5+2
. 1, bonee mpeanoururensHo, 4,5+1,5 : 1, eme Oonee mpeanoututenbho, 4,51 : 1, maxke
Haubojee mnpeamnodyrurenpHo, 4,502 : 1 u

Oosnee npeanouturenabHo, 4,5+0,5 : 1 B

2 2

gacTHOCTH, 4,5+0,1 : 1. B 1pyrom nmpeanouTUTENbHOM BapUaHTE pealn3aliy, COOTHOLICHNUE

OTHOCUTEJILHOH MAacCChI MOJIMAJKHUIICHOKCHIAa K JOIIOJHUTEIIbHOMY IIOJUMEPY JICKUT B

npenenax nauanazona 8+7 1, Oonee mnpenmoutuTenbHo, 8+6 1, eme Oonee
npennoutuTenbHo, 85 1, pake Oonee mnpexanmoututenvHo, 8+4 1, Haubonee
npeanoytuTenbHo, 8+3 1 wu, B wyacrHoctw, 8+2 : 1. B eme opgHOM 1pyrom

NPEANOYTUTENILHOM  BapuaHTe peanu3aliy, COOTHOIIEHHWE OTHOCUTEIbHOM  MAacchl
MOJIMAJIKWJIEHOKCH/IA K AOMOIHUTENIBHOMY NOJIUMEPY JIEKUT B Ipefenax auanasona 11+8 : 1,
Oonee mpeamoururenpHo, 11+7 : 1, eme Oosnee mpenmoururenbHO, 11+£6 : 1, maxke Oonee

npennoutuTenbHo, 11+5 : 1, Hanbonee npennoururensho, 1144 : 1 u, B wactHocTH, 1143 : 1.
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[0222] B napyrom mpeamodTUTENbHOM BapHaHTE pealu3aliy, JIeKapCTBeHHas (Gopma u/miu
YaCTHLl COIJIACHO H300PETEHUI0 HE COAEpXKAT HHUKAKOrO APYroro IOJuMepa, Kpome

MOJIMAJIKUIICHOKCH 1A U HeO6$I33TeJ'IbHO, NOJIUITHUIICHITIMKOJIA.

[0223] B mpeAmodTHUTENIbHOM BapHAHTE peaU3aluH, JIEKapCTBEHHass (opMa COAEPIKUT IO
MEHBLIEH Mepe OHO CMasblBarollee BeecTBO. [IpeanouTuTenbHo, CMa3bIBaoIlee BELECTBO
COZIEP’KUTCSL B JIEKAPCTBEHHOW (POpME CHAPYKM YACTHUIBL, T. €., YaCTHIbl IO CYIIECTBY
MPEANOYTUTEBHO HE COAEpPKAT CMAasblBarolllee BelecTBO. B apyroM mnpeanoyTUTENIbHOM
BapUAHTE peau3alliHy, JEKapCTBEHHAas GopMa HE COAEPIKUT CMa3biBaroliee BeuiecTso. Ocobo

MPpEANTIOYTUTEIIBHBIE CMAa3bIBAOIINE BEUICCTBA BbI6paHbI u3
- (CTc€apara Marauvs u CTeapPIHOBOfI KHUCJIOTHI,

- [IHMLEPUIOB SKUPHBIX KHUCJIOT, B TOM 4YHUCJI€ MOHOITIMUEPUAOB, IUIIULEPUIOB,
TPUIIIULEPUAOB U X CMECEH;, MPEATIOYTUTENBHO, JKUPHBIX KUCIOT OT Cg 10 Cyy; 0cOOEHHO
MPEANOYTUTENbHBIMU SBJISIFOTCS YaCTHUHBIE MNIMLEPUbI KUPHBIX KUCHOT OT Ci 10 Co,

Takue Kak OereHar TIIMOEPHUHA, MAJIbMUTOCTEAPAT INIMHCPUHA U MOHOCTEAPAT INIMLEPUHA,

- TOJMOKCHSTUJIEHTJIUIIEPUHOBBIX CIIOKHBIX 3()UPOB JKUPHBIX KHCIOT, TaKHE KaK CMECH
MOHO-, IU- W TPUA()HUPOB TIIHUIEPUHA M AM- U MOHO3()HUPOB MAKPOTOJOB, HMMEIOLINX
MOJIEKYJISIpHBIE Macchl B mpenenax nuamnasoHa or 200 mo 4000 r/mons, Hampumep,
MaKpOTOJIIIMLUEPOKAIIPUIIOKAIIPAT, MaKpOTrOJINIMLEPOIIIAYPAT,
MaKpOTOJINIMLEPOIOKOKOAT, MaKpOTOJINIALIEPOJUHOJIEAT, makporos-20-
IIIMLEPOIMOHOCTEAPaT, MaKpOroi-6-IIMLEePOKANPUIOKANIPaT, MAKPOrOIrIULEpOIoiear,
MaKpOTrOJINIMLEPONICTEApAT, MaKpOTOJINIULEPOITHAPOKCUCTEAPAT u

MaKpOTOJTIULEPOIPU3UHOIIEAT,

- MNOJIMTIIMKOJIHU3UPOBAHHBIX INIMUIEPUAOB, TAKUX KaK U3BCCTHBIC U KOMMEPUECKU NOCTYITHBIC

MOJT TOPTOBBIM HauMeHoBaHneM «Labrasoly;

- JKHPHBIX CIIHPTOB, KOTOPBIE MOTYT OBITh JIMHEHHBIMH WJIM PA3BETBJICHHBIMH, TaKHE KaK
LETUIOBBIN CIIUPT, CTEAPUIIOBBIN CIUPT, LIETUIICTEAPUIIOBBIN CIIUPT, 2-OKTWIAOAEKaH-1-01

" 2-TeKkcuaeKkaH-1-oir;

- TOJMATHJIEHTIMKOJEH, IMEIOINX MOJEKYJsIpHyr Maccy mexay 10 000 u 60 000 r/mons;

u
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- HaATypaJlbHbIX IOJYCHHTETHYECKUX WM CHUHTETUYECKHUX BOCKOB, IMPEANOYTUTENBHO,
BOCKOB C TOYKOH pasmsirdeHus no MeHbiuel mepe 50 °C, Gonee npeanoururensHo, 60 °C

H, B YaCTHOCTH, KapHay6CKOFO BOCKa U IMYCJIMHOI'O BOCKA.

[0224] IIpenmoOYTUTENBHO, KOJIMYECTBO CMA3bIBAIOLIErO BELIECTBA JIEKUT B JUAINA30HE OT
0,01 macc. % nmo 10 macc. %, Oonee mpeanoyTuTeNbHO, B auanasoHe ot 0,05 macc. % mo 7,5
Mmacc. %, Haubosiee Mpenmno4TuTeapbHo, B auamazone ot 0,1 macc. % mo 5 macc. % wu, B
yacTHOCTH, B nmama3oHe ot 0,1 macc. % mo 1 macc. %, OCHOBBIBasiCh Ha OOIEl Mmacce

JIEKapCTBEHHOM (hOPMBI W/MJIM OCHOBBIBASICH HA OOIIEH Macce YacTHIl,

[0225] TIpenmouTHTENBHO, JIEKAPCTBEHHAs! (opMa W/HIIM YaCTHUIBl COTIACHO H300PETEHUIO
JOTMOJHUTENBHO coneprkar ruactudukarop. [Tnactugpukarop ymyumaer odpabaTeiBaeMOCTh
NoJHaJKWiIeHoKcHaa.  [IpenmouTurenpHbIl  macTUQUKATOP  MPEACTaBIsieT  coOOi
NOJIMAJIKWJIEHTJIUKOJIb, TAaKOH KakK MOJMSTHJICHTIINKONb, TPHALETHH, >KUPHBIE KHCIOTBHI,
CIIOKHBIE 3(UPBI KUPHBIX KUCJIOT, BOCKH W/WJIH MHUKPOKpUCTAJLTHUECKHe BOCKH. OcoOeHHO
NPEATNIOYTUTENbHBIE TUTACTU(PUKATOPHI MIPEACTABISIOT COOON MONUATHIICHIJIMKONN, TAaKHUe KaK

PEG 6000 (Macrogol 6000).

[0226] IIpenmodruTeNnbHO, ComepikaHHue TUIACTU(UKATOpPA JIEKUT B Mperesax Iuama3oHa OT
0,5 nmo 30 wmacc. %, Oonee mnpenmoututenvHo, ot 1,0 mo 25 wmacc. %, eme Oonee
NPEANOYTUTENBHO, OT 2,5 Mace. % mo 22,5 macc. %, naxe Ooyiee MPEANOYTUTENBHO, OT 5,0
macc. % 1o 20 macc. %, Hauboee mpeanouTUTENbHO, 0T 6 10 20 Macc. % |, B 4YaCTHOCTH, OT
7 macc. % no 17,5 macc. %, OCHOBBIBasiCb Ha OOINEH Macce JIEKapCTBEHHOH (OpMbI H/MIIH

OCHOBBIBasACb Ha 06]].(6171 MacCC€ 4aCTHUI.

[0227] B mpenmouTHUTENPHOM BapUaHTE peajH3alHy, TUIACTH()UKATOP MPEACTaBIIeT COOOH
TOJTHAJIKMJIEHTJIUKOJIb, UMEIOIIHIA COJEepIKaHue B TMpenenax nuanasoHa 7+6 macc. %, Oonee
MPeINOUYTUTENBbHO, 7+5 Macc. %, eme Oonee mpeamodTurenbHo, 7+4 macc. %, naxke Oonee
MPeINoYTUTENBHO, 743 Macc. %, Hanbosee mpeAnoYTUTENbHO, 7+2 Mace. % U, B YaCTHOCTH,
7+1 macc. %, OCHOBBIBAsICh Ha O0IIel Macce JIeKapCTBEHHOW (hPOPMBbI /WM OCHOBBIBASICh HA
o0mieit Macce yacTull. B 1pyrom mpeanoyTHUTENIbHOM BapHaHTe PeaH3alid, TUIACTU(DUKATOP
MpeacTaBisieT cOO0H MONMATKUICHIJIUKOJb, UMEIOIINNA COAep KaHNe B Tpeaesax Juarna3oHa
10+£8 macc. %, 6onee mpenmoururenpHo, 10+6 mace. %, eme Oonee mpeanoyTutensHo, 10£5

Mmacc. %, naxe Oosee mpenmoururenbHo, 10+4 macc. %, maubonee mpenmnoututenbHo, 10+3



10

15

20

25

65

macc. % u, B dactHocTH, 10+2 macc. %, OCHOBBIBasICh Ha OOIIel Macce JIeKapCTBEHHOU

(bOopMBI H/HITH OCHOBBIBASICH HA OOIIEH Macce YacTHLI

[0228] B mpennodTUTENbHOM BapHAHTE PEAIU3aLUU, COOTHOLIEHHE OTHOCUTENIBHOM MacChl
NOJIMAJIKUJIEHOKCHIA K TIOJHATIKUJICHTJTHKOJIIO JIXKHT B MpeaeNax auamnasoHa 5,4+2 : 1, Gonee
npeanouTuTeNbHo, 5,4+1,5 © 1, eme Oonee mpenmoututenvHo, 5.4+1 : 1, maxe Oonee
npeanouTuTeNpbHo, 5,4+0,5 : 1, Haunbonee mpeanouTuTeNbHo, 5,44+0,2 : 1 W, B 4aCTHOCTH,
5,4+0,1 : 1. DTO COOTHOWIEHWE YIOBIETBOPsIET TPEOOBAHHUSIM OTHOCHUTEIBHOTO BBICOKOTO

COJIEp>KaHUs OJUANKWIEHOKCHIA U XOPOLIeH SKCTPYAUPYEMOCTH.

[0229] TInmactugukaTopel HHOTAA MOTYT BBICTYIIATh B KAUECTBE CMA3bIBAOLIETO BEIIECTBA, &

CMa3bIBAOIIKUE BEIIECTBA MOT'YT MHOIJA BBICTYIIATh B POJIN HJ'IaCTI/I(I)I/IKaTOpa.

[0230] B mnpeano4YTUTENbHBIX KOMMO3ULMSIX YaCTHUL C HEMEAJEHHBIM BBICBOOOIKIIEHHUEM,
KOTOpbIE SIBJISIFOTCSI SKCTPYAUPOBAHHBIMHU TOPSIMMM PACIJIaBOM M KOTOPBIE COAEPIKaTCsl B
JIEKapCTBEHHOU (popMe COrmacHo M300peTeHno, GapMaKoJOTHIeCKH aKTHBHBIA WHIPEIUESHT
MPEICTaBIISIET COOOM CTUMYJISITOP, MPEANIOYTUTENBHO, aM(eTaMUH UITH ero (PU3HOJIOTHYECKU
NpUEeMJIEMYIO COJib, OoJiee TPEONOUTUTENIbHO, CyibdparT amperaMuHa, W YaCTHIBI C
HEMEIUJICHHBIM BBICBOOOKIEHHEM COZEpKAT MOJHATKUICHOKCHU], KOTOPBIH MpPEACTaBIIseT
co00 MOMMATHUIIEHOKCH]] CO CPEIHEMACCOBOM MOJIEKYJIIPHOI MaccOl B Ipenenax nuana3oHa
or 0,5 no 15 MWIIHOHOB I/MOJb, a TakXke pa3peIxauTedab. OCOOEHHO NPEeNNOYTUTENbHbIE

BapuanThl peammsaruu or E' 1o E® npusenens! B Tabiime Hivke:

[macc. %] E' E’ E’ E’' E’ E° E’ E®
CTHMY JIATOD 15+8 15+7 15+6 15+5 15+4 1543 15+2 15+1
TIOJTH3THIICHOKCH T 45440 | 45435 | 45430 | 45425 | 45420 | 45415 | 45410 | 4545
Pa3PBIXIHTEIH 18+15 | 18+13 | 18+11 | 1849 18+7 1845 18+4 18+3
HCOOA3ATCITBHO, 1149 11+8 11+7 11+6 11+5 11+4 1143 11+2
mIACTH(PHUKATOP

HEOOA3ATCITHHO, 0,2+0,1 | 0,240,1 | 0,2+0,1 | 0,2+0,1 | 0,2+0,1 | 0,2+0,1 | 0,240,1 | 0,2+0.1
AHTHOKCUIOAHT

(Bce TMpPOLCHTHbIE OTHOIIEHHs] NPHUBENEHbl OTHOCHTENIBHO OOIIEell MacChl YacTHIl C

HEMEIJICHHBIM BBICBOOOKICHHEM).

[0231] B mnpeano4YTUTENbHBIX KOMMO3WLMSIX YaCTHUL C HEMEAJIEHHBIM BBICBOOOIKIIEHHEM,
KOTOpPBIE SIBJISIFOTCST 3KCTPYAUPOBAHHBIMU TOPSYUM PACINIABOM U KOTOPBIE COHAEPIKATCS B
JIEKapCTBEHHOU (popMe COrmacHo M300peTeHnto, (PapMaKoIOTHIYeCKH aKTHBHBIA HHIPEIUEHT

MPEICTaBISIET COOOM CTUMYJISITOP, MPEANIOUYTUTENBHO, aM(eTaMUH UITH ero (PU3HOIOTHYECKU
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NPUEMIIEMYIO COJIb, OOJiee MPEeanoOYTHTENbHO, CcyabdaT amderaMuHa, W YacCTHLBI C
HEMCEOJICHHBIM BbICBO60)K)IeHI/IeM COACpKaT MNOJUAJTKWUICHOKCUNA, KOTOprfI NpeaACTaBIIACT
co00# MOJTMATUIICHOKCH]] CO CPEIHEMACCOBOI MOJIEKYJISIPHOIM Maccol B mpezeniax Auarna3oHa
or 0,5 mo 15 MWUIHOHOB I/MOJIb, a TaKXke pa3pbrxyuTesb. OCOOCHHO MPEANOYTHTENbHBIC

BapuaHThI peanmsarui ot F' 1o F® npusenens! B Tabiuue Hixe:

[Macc. %] F' F” F F’' F F°
CTHMYIATOD 8.0+7.5 80£72 | 8.046.9 8.046.6 8.046 3 8.046.0
0TI THICHOKCH 5025300 | 50.225.0 | 50.2420.0 | 50.2+15.0 | 502%10.0 | 502%3.7
DA3PHINIHTEN 1425100 | 142480 | 14260 | 142540 | 142420 | 14.2+1.1
HE0GA3ATELHO, 2074150 | 207£12.0 | 207£9.0 | 207460 | 20.743.0 | 20.7+1.5
mIACTH(PHUKATOP

HE0GA3ATE ILHO, 0.2040.10 | 0.20£0.10 | 0,20£0.10 | 0.204£0.10 | 0.20+0.10 | 0.20+0,10
AHTHOKCUIOAHT

[0232] B mnpeanoYTHTENbHBIX KOMIO3MLMSX YaCTHI[ C OTCPOYEHHBIM BBICBOOOKICHUEM
(dactuupbl DR), KOTOpbIE SIBJSIFOTCSI SKCTPYIHUPOBAHHBIME TOPSIMUM PACIUIABOM M KOTOpbIE
COIepsKaTCsi B JIGKAPCTBEHHOW (opMe corjacHO u300peTeHno, (HapMaKOIOrHYECKU
AKTHBHBIA HMHTPEIUEHT MPEACTABNSET COOOH CTHMYJISITOp, MPEANOUYTHTENbHO, aM(peTaMIH
Wi ero (PU3HOJIOTHYECKH TMPHUEMIIEMYIO COJb, 0OJiee TPEONOYTUTENbHO, Cyibdar
am(peTaMHHa, U YaCTUIBI C OTCPOUSHHBIM BBICBOOOXKIEHHEM COAEPIKAT MOJHATIKHICHOKCHI,
KOTOPBIA TMpPENCTaBisieT COOOH MOJMATUIICHOKCHUI CO CPEeIHEMAacCOBOW MOJIEKYJISIPHOU
Maccol B mpexenax guamasoHa or 0,5 go 15 wmwnmmoHoB r/monb.  OcoOeHHO

MpeaAnoOYTHUTE/IbHBIC BApHUAHTHI pe€ajin3alliu OT C}1 p1{o) G8 IMPUBEACHEI B Ta6n1/1ue HUIKE:

[Macc. %] G G G G' G G° G G
CTHMYJBITOP 13+8 13+7 13+6 13+5 13+4 1343 13+2 13+1
TOJTMSTHICHOKCH 39435 | 39430 | 39425 | 39420 | 394175 | 39£15 | 39£12,5 | 39+10
paspeIXJmTENh 15+14 15+13 15+11 15+9 15+7 15+5 15+4 1543
HEOOS3aTCIHHO, 948 9+7 946 9+5 9+4 9+3 9+2 9+1
MIACTH(PHKATOP

HEOO3aTCIBHO, 0,240,1 | 0,2+0,1 | 0,2+0,1 | 0,2+0,1 | 0,2+0,1 | 0,240,1 | 0,2+0,1 | 0,2+0,1
AHTHOKCHIAHT

HCOOA3ATCIHHO, 24420 | 24+18 | 24+16 | 24+14 | 24+12 24+10 | 2448 24+6
SHTEPOCOIIOOMIBHOC

TIOKPHITHE

(Bce TMpPOLICHTHbIE OTHOIIEHHsI TPHBENEHbl OTHOCHTENBHO OOMIell Macchl YacTULl C

OTCPOYEHHBIM BBICBOOOKIACHUEM).

[0233] B mpeAnouTUTENBHBIX KOMITO3ULMUSAX OAHOM 4YacTHULBl C MPOJIOHTHPOBAHHBIM
BBICBOOOKACHHEM WM HECKOJbKUX YaCTHUI[ C MPOJIOHTUPOBAHHBIM BBICBOOOXKICHUEM
(uactunpl PR), kxOoTOpBIEC SBIAIOTCS SKCTPYAUPOBAHHBIMU TOPSYMM PACIJIABOM M KOTOPBIE

comepkaTcsi B JIeKapcTBeHHOW (opme corymacHo u300peTeHHo, (papMakoIOrHuecKu
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AKTUBHBI WHTPEAUEHT MPEACTABISIET COOOW CTUMYJATOP, MPEANOYTUTENBHO, amperaMuH
Wi ero (PU3MOJIOTHYECKH TMPUEMIIEMYIO COJb, 0oOJiee TPEONOYTUTENBbHO, Cyibdar
aM(beTaMI/IHa, U OJHA 4HacThula ¢ IMMPOJIOHT'MPOBAHHBIM BbICBO60)I(I[eHI/IeM WM HECKOJIbKHX
YaCTHLl C MPOJIOHIMPOBAHHBIM BBICBOOOKAEHHEM COIEPIKAT MOJHAIKHICHOKCHUMA, KOTOPbIH
IPEeCTaBIsIeT COOOW TONMATHUIIEHOKCU CO CPEAHEMAaCCOBOH MOJEKYJSPHOH Maccod B
npenenax auanaszona ot 0,5 mo 15 mwumoHoB 1/Monb. OCOOEHHO NPENNOYTHTEIbHBIE

1 8
BapuaHThI peanusanuu oT H' 1o H™ npuBeneHs! B Tabuue HUxKe:

[Macc. %] H' H’ H’ H' H’ H° H’ H*
CTHMY ITOP 75560 | 75450 | 7.5%4.5 | 7540 | 7.5£3.5 | 7.543.0 | 7.5%2.5 | 7.5£2.0
TIOJTUITUIICHOKCHT 66+40 66+35 66130 66+25 66120 6615 6610 | 66+5
HEOOS3aTCIIHHO, 16+13 16+12 1611 16+10 16+9 168 167 166
MIACTH(PHUKATOP

HEOOS3aTEIIbHO, 0.2+0,1 | 02+0,1 | 0,2£0.1 | 0.2+0,1 | 0,220.1 | 0.2+0,1 | 0,2+0.1 | 0.2%0,1
AHTHOKCHJIAHT

HEOOS3aTCIIHHO, 10+8 10+7 10+6 1045 10+4 103 10+2 101
pocToi 3¢up

[EIUTFOJIOZBI

(BCe MpOLIEHTHBIE OTHOLICHHUS IPUBEIEHBI OTHOCUTENIBHO O0IIei MacChl OMHOMN YaCTHIIBI C
NPOJIOHTHPOBAHHBIM BBICBOOOKIEHUEM HIIM HECKOJBKMX YAaCTHULl C MPOJIOHTHPOBAHHBIM

BBICBOOOKICHHIEM).

[0234] B mnpuBeAeHHBIX BBILIE TabnuIax, «HeOoOs3aTEJbHO» B KOHTEKCTE AKCIUIIMEHTOB
O3HAYaeT, YTO 3THU 3KCLUIIMEHTHI MOI'YT HE3aBUCHUMO JPYI OT JApyra HaxXOOUTbCs MJIM HET B
YacTHIAX U 00ECIIEYUBAET TO, YTO OHU COoZep:KaTcs B 4aCTULAX, NPUIYEM HX COJAEp:KaHUE B

Maccax. % COOTBETCTBYET YKa3aHHOMY.

[0235] JlekapcTBeHHasi (popMa COTJIACHO HM300PETEHHI0 UMEET, MPEINOYTHUTENIBHO, OOIIYIO
Maccy B nuamnasone ot 0,01 mo 1,5 r, Gonee npennoyrutesbHO, B quamna3one ot 0,05 no 1,2 r,
erre Ooyiee mpeanouTUTENbHO, B quamna3one ot 0,1 r no 1,0 r, naxe Oojee MPeanOYTHUTENBHO,
B auana3one ot 0,2 r 1o 0,9 r, u, HanboJiee NPennoYTUTENBHO, B Auamna3one ot 0,3 r 1o 0,8 .
B mpenmouTuTelbHOM BapUaHTE peaiu3aluy, o0Ias Macca JIEKapCTBEHHOU (POPMBI JIEKUT B
npenenax auamazona 500+450 wmr, Oomee mnpeamouturensHo, 500+300 wmr, eme Oonee
npeanoututensHo, 5004200 mr, maxe Oonee mpeamoututenbHO, S00+150 mr, Hambonee
npeanoytutensbHo, 500+100 mr u, B wactHocty, 500+£50 mr. B apyrom nmpeano4TuTenbHOM
BapHaHTEe pean3aluy, o0Iasi Macca JEeKapCTBEHHON (DOPMBI JISKUT B TpeaeNiaX JHara3oHa
600+450 mr, 6onee npeanoururensHo, 600+300 mr, eme Oonee npeanoyrurensHo, 600+200
Mr, gaske bonee npeanoururenbHo, 600+150 mr, Hanbonee npennourureapHo, 600+100 Mr H,

B yacTHOCTH, 600+50 mr. B ewme ogHOM Ipyrom mpeano4YTUTENbHOM BApPUAHTE peaTu3aliy,
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oOmmasi Macca JieKapcTBeHHOW (popmbl Jiexkutr B mpenenax nauanazoHa 700+450 wmr, Gonee
npennoututesbHo, 7004300 wmr, eme OGonee mpeamoururenbHo, 700200 mr, maxe Oonee
npennoututesnbHo, 700+150 mr, Hanbonee npenmnoururenbHo, 700+£100 Mr u, B 4aCTHOCTH,
700+£50 mr. B eme oqHOM OTJIMYHOM MPEANOYTUTENILHOM BapUaHTe peajiu3aluu, oOuiast
Macca JIeKapCTBEHHOH (oOpMbl JEKUT B mperenax auamazoHa 800+450 wr, Oonee
npeanoututensHo, 800+300 wmr, eme Oonee mpeanoururensHo, 800+200 mr, naxe Oonee
npennoututenbHo, 800+150 mr, Haubonee npennoururenbHo, 800£100 Mr U, B 4aCTHOCTH,

800£50 wmrr.

[0236] B mpeanmoyTHTENbHOM BapUAaHTE peaNu3aluH, JIeKapCcTBEHHast (opma COTJIACHO
U300pETEHHUI0 TIPENCTaBIsIeT COOOH KPYTiyl JIEKAPCTBEHHYIO (HOpMY, MPEANOYTHTENBHO,
UMEILYIO auaMerp, Hanpumep, 11 mm wiam 13 MM, @apmanieBTUUECKUE JIEKAPCTBEHHBIE
(OpPMBI TTO 3TOMY BaPUAHTY PeATH3ALUH MPENNOYTUTEIbHO HMEIOT JUAMETP B AHAMA30HE OT
1 MM 1o 30 MM, B 4aCTHOCTH, B AUamna3oHe OT 2 MM 10 25 MM, Oojiee KOHKPETHO, S MM 10 23
MM, ere Ooyiee KOHKpeTHO, 7 MM 10 13 MM; u TonmuHy B aAuana3one ot 1,0 mm 1o 12 mm, B
94acTHOCTH, B nuarnaszoHe ot 2,0 mm 1o 10 mm, eme Oonee KOHKpeTHO, OT 3,0 MM 10 9,0 MM,

naske ere OoJyiee KOHKpeTHO, OT 4,0 MM 10 8,0 MMm.

[0237] B nmpyroMm mpeamouyTHTENbHOM BapHaHTE pealn3aliy, JeKapcTBeHHas (opma
COTJIACHO M300pETeHUI0 MpEeACTaBNsieT COOOM MPONOJTOBATYIO JIEKAPCTBEHHYIO (opmy,
IPEANOYTUTENIBHO UMEIOUIYI0 AJUHY, Hampumep, 17 MM U mmpuHy, Hampumep, 7 MMm. B
MPEINOYTUTENIbHBIX BapHaHTaX peasu3alliy, JeKapCcTBeHHas (popMa Mo M300PETEHUIO UMEET
JUIMHY, Hanpumep, 22 MM U LIUPUHY, HAIpUMEpP, 7 MM, WM JJIUHY 23 MM U WIHPUHY 7 MM;
TOTAA KaK 3T BAPUAHTHI peAIU3aLINH SIBJIAFOTCS MPEANOYTUTEIbHBIMH, B YACTHOCTH, B ClTydae
karcys. DapmaneBTUYECKUe JIEKAPCTBEHHbIE (POPMBI MO 3TOMY BapHUaHTy peaTH3aliHy,
MIPEINOYTUTENILHO, UMEIOT YAJIMHEHUE B JUTHHY (TIPOAOJIbHOE yIuHeHue) oT 1 MM 110 30 MM,
B YaCTHOCTH, B JHUama3oHe OT 2 MM 10 25 mM, Oojee KOHKPETHO, OT 5 MM 10 23 MM, eime
OoJsiee KOHKPETHO, OT 7 MM 0 20 MM, mupuHA B Auana3one oT 1 mm 1o 30 MM, B YaCTHOCTH,
B JIMara30He OT 2 MM 110 25 MM, Oojiee KOHKPETHO, OT S MM 110 23 MM, emne 60jiee KOHKPETHO,
ot 7 MM 110 13 MM, u ToniuHa B Auana3zone oT 1,0 MM 0 12 MM, B 4aCTHOCTH, B JUara3oOHe
or 2,0 mm g0 10 mm, eme Oonee koHKpeTHO, OT 3,0 MM 1o 9,0 MM, nmaxke eme Ooiee

KOHKpPETHO, 0T 4,0 MM 110 8,0 MM.
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[0238] JlekapcTBeHHBIE  (POPMBI  COTJIACHO  H300PETEHHIO  MOTYT  HEOoOs3aTeNbHO
o0ecreynBaTh, YACTUYHO WJIM MOJHOCTBIO, C OOBIYHBIM MOKPBITHEM. JlekapcTBeHHBIE (POPMBI
COIJIAaCHO M300PETEHHI0, MPENNIOUTHTEIBHO, ITOKPBITHI UIEHKOH ¢ OOBIMHBIMU KOMIIO3ULIUSIMH
IJIEHOYHOrO NOKpbITHs. Iloaxopsinue MOKpbIBAKOLINE MAaTepUasbl SBISIOTCS KOMMEPUYECKU

JOCTYITHBIMH, HATIPAMED, IO TOBapHbIMHU 3Hakamu Opadry”™ u Eudragit®.

[0239] TIpumepsl MOAXOASLIMX MATEPHUATOB BKJIKOYAIOT CJIOKHBIE 3PUPHI LEUFOJIO3bI U
MIPOCThIE 3¢ upbI LIEJUTIOJIO3B, TaKue KaK METHJILIEIUII0NI03a (MO),
THIPOKCHUITPOITMIMETHITLEIITION03a (HPMC), runpokcunpommnuenioioza  (HPC),
rugpokcmaTineunonoda  (HEC),  kapOokcumermnuemmonoza  Hatpus — (Na-CMOC),
noju(MeT)aKpUJIaThl, TaKH€ KaK aMHHOAJIKUIMETAKPHJIATHBIE COMOJIHMMEPBI, COMOJUMEPHI
METaKpUJIOBOH KHCJIOTHI M METHJIMETAKpUJIaTa, COMOJMMEPbl METAKPHIOBOH KHCIOTHI H
METWJIMETAKpHUJIaTa, BUHIIOBbIE MOJUMEpbl, TaKHe KaK  MOJUBUHUINUPPOJIUICH,

MTOJIMBHHHJIOBBIN CIIUPT, NOJIMBUHUJIALECTAT, U €CCTCCTBCHHDBIC l'IJ'IeHKOO6pa3y1'OH.II/Ie BCIICCTBA.

[0240] B KOHKPETHOM NPEANOYTHUTENBHOM BapUAHTE peANTU3aLUH, IOKPBITHE SBISETCS
BOAOPACTBOPUMBIM. B MpeAnoYTUTENPHOM BapUaHTE pealnu3aluy, MOKPBITUE OCHOBAaHO HA
MOJINBUHWJIOBOM CIIUPTE, TAKOM KaK YaCTHUYHO FHAPOIU30OBAHHBIN MMOJIUBUHUJIOBBIA CIIUPT, U
MOXET JONOJHUTENIBHO CONEpPKaTh MOJUITUIICHINIMKONb, TaKOH kKak Makporoix 3350 w/mnu
NUTMEHTHl. B pyrom npeanouyTUTENbHOM BapUaHTE Pealu3alid, MOKPbITHE OCHOBAaHO HA
TUJIPOKCUTIPONTMIIMETUIILIEIUTIONO3€E, IPEANIOYTUTENBHO, TUIIpoMeriose tuna 2910, umeroei

BSI3KOCTB OT 3 1o 15 mITac.

[0241] TIokpbiTHE MOXKET OBITH YCTOHYMBBIM K JKEIYAOYHBIM COKaM M PACTBOPSTHCS B
3aBHCUMOCTH OT 3HadeHuss pH cpenbl BbICBOOOXAEHUS. IIOCpEnCTBOM 3TOTrO MOKPBITHS
MOXKHO 00ecreqnTh, YTOOBI JIekapcTBEeHHas (hopMa COTJIACHO M300PETEHHIO IPOXOUIIA Yepe3
JKEJTYJOK HEPAaCTBOPEHHOH, a aKTUBHOE COEAWHEHUE BBLIEISAJIOCh TOJBKO B KHIIEYHUKE.
IlokpbiTHE, YCTOMUMBOE K KENYAOYHBIM COKaM, IPENNOYTUTENIBbHO, PACTBOPSETCS NpU

3Hayenuu pH mexny Su 7.5,

[0242] HaHeceHne MOKPBITHS TaKXKe MOXET ObITh NMPUMEHEHO, HAPUMEp, U YIy4IIEeHUsS
3CTETUYECKOTO BIIEYATIICHHs W/WUJIM BKyCa JIEKAPCTBEHHBIX (DOPM U JIETKOCTH, ¢ KOTOPOH HX
MOXHO MpOraoTuTh. [IoKpbITHE NEKapCTBEHHBIX (POPM COTTIACHO M300PETEHHIO MOXKET TAKIKe

CIIYyKUTb [APYruM LOEJIAM, HAIPpUMED, YIYUIICHUIO CTaOUJIBHOCTH U CpOKa XpPaHCHUS.
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ITonxonsmue COCTaBbl TMOKPBITHS BKIFOYAKOT IUIEHKOOOPA3YIOLIMHA TONMMEp, TAaKOH Kak,
HalpuMmep, NOJUBUHWIOBBIA CHUPT WM TUAPOKCUMNPONUIMETUILEIIIHOI03a, HAIpPUMeED,
TUNIPOMENJIO3a,  IJIaCTU(QUKATOP, TAaKOH  Kak, Hampumep, TIJIHKONb,  HamlpHuMep,
IPONWICHIVIMKOJIb WINA MOJMUITUIEHIJIMKOb, NPUAIOLIEE HEPO3PAYHOCTL CPENCTBO, TAKOE
KaK, HalnpuMep, AUOKCHUJ THUTAaHA, U CPEACTBO Uil CrJIQXXKUBAaHUs IUICHKH, TaKOE Kak,
Harpumep, TaiabpK. IToaxonsiue NOKPBITHE PAaCTBOPUTENSIMU IPEACTABJISIOT COOOH BOny, a
TaKXe OpraHuyeckue pactsoputenu. IIpuMepaMu OopraHU4YeCKMX PACTBOPUTENEH SIBISIOTCS
CIUpPTBI, HAmpUMeEp, OSTAHON WJIH H3O0MNPOMNAHOJ, KETOHbI, HalpuMep, AaLeTOH WU
raJIOTeHUPOBAHHBIE YIUIEBOJOPObI, HapUMep, MeTHUIEHXJIOpU. IIokpeIThie IeKapCTBEHHBIE
(bopMBI COTTACHO M300PETEHHIO, MPEATIOUTUTENBHO, TOMYYAT C MOIYYSHUEM CepALICBHHBI
CHayaJa W TMOCJIENyKIIUM HAHECEHUEM MOKPBITUS Ha YKa3aHHbIE CEpPALEBHUHBI C
NPUMEHEHUEM OOBIYHBIX METOAOJOTHH, TAKMX KaK HAHECEHHE MOKPBITHS HA YCTAHOBKE IUIS

HaHeCceHUs1 O0OJIOUKHU.

[0243] B mpeanmodTHTENbHOM BapUAaHTE peaNu3aluH, JIeKapCcTBEHHass (opma COTJIACHO
U300pETeHNI0 TPEACTaBNIsIeT co0OM TabNMeTKy, T/e YacTHLBl COAEPXkKATCS B MAaTpPHIE
BSOKYLIEr0 Marepuaja. B panpHelineM 5TOT MOPEANOYTUTENIbHBIM BapUaHT peaju3aluu

Ha3bIBACTCS KIIPCANIOUTUTEIbHAS TabJIeTKa COrIaCHO I/1306peTeHI/IIO>>.

[0244] TlpenmoutHurenbHas TablieTKa COMJIACHO HM300PETEHUI0 COAEPIKUT CYObEIMHHLIBI
UMEIOIINe PasHyrd MOP(OIOrHMI0 M CBOWCTBA, a MMEHHO COZEPIKALIYI0 JIEKapPCTBEHHOE
CPEACTBO YACTHIY U BSKYIIMNA MaTepHal, TJe 4YaCTULbI 00pa3yIOT AUCKPETHYIO a3y BHYTPH
BSDKYLIEro Marepuajia. YacTuibl OOBIMHO HMMEIOT MEXaHHUYeCKHe CBOWCTBA, KOTOPBIE
OTJIMYAKOTCS OT MEXAHUUYECKUX CBOWCTB BsDKyLIero marepuana. [IpennoururenbHo, 4aCTULIBI
UMEIOT 00Jiee BBICOKYI0 MEXaHUYECKYI MPOYHOCTb, YeM BsDKYIIM MaTepuaj. YacTuibl B
MPEINOYTUTENILHON TalJeTKe COTJIACHO H300PETeHUI0 MOTYT OBITh BHU3YAJIM3HUPOBAHBI C
MOMOIIIBEO OOBIYHBIX CIIOCOOOB, TAKHX KAaK CIIEKTPOCKOIUS SIEPHOTO MAarHUTHOTO PE30HAHCA
TBEPAOTO Teja, CKAHUPYIOIIAS 3JIEKTPOHHAS MHKPOCKOIUSA, TEParepLoBast CIEKTPOCKOINA,

uH(]ppakpacHas CIIEKTPOCKONHS, PAMAHOBCKAsl CIIEKTPOCKOITUS M TOJO0HOE.

[0245] B mnpennoyTUTENbHON TaOJIeTKE COrJIacHO I/1306peTeHI/IIO, YaCTULbl BKJIIOUEHBI B
BOKyluii  Marepuas. (€  MakpOCKONMMYECKOH MEpPCHEeKTUBBI, BSKYLIUH  MaTepual
MPEINOYTUTENILHO 00pa3yeT HeNpepbIiBHYI0 (asy, B KOTOPYIO HYaCTHIbI BHEAPSIOT B BHIE

OUCKPETHOH (pa3bl.
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[0246] IlpenmouTUTENBHO, BOKYLIMH MaTepwal IpEnCTaBiseT CcoOOH TOMOTeHHYIO
KOTEPEHTHYK0 MAacCy, MNPEANOYTUTENIbHO, TOMOT€HHYK) CMECh TBEPABbIX HHIPEIUEHTOB, B
KOTOPYH BCTaBJISIFOT YaCTHULBI, TEM CaMbIM INPOCTPAHCTBEHHO pa3aelisis YaCTHULbI APYr OT
apyra. XoTsi BO3MOXKHO, YTO NMOBEPXHOCTU YaCTHUL HAXOAATCS B KOHTAKTE WJIH, [0 MEHbLIEH
Mepe, B HETTOCPEACTBEHHOH OIM30CTH APYT OT APYra, MHOXKECTBO YACTHLI, MPEAIOYTUTEIbHO,
HE MOTYT pacCMaTPUBATHCS KaK OJIHA HEMPEPbIBHASI KOT€PEHTHAs: Macca B MPEANOYTUTEIbHON

TabJIeTKe COTIACHO N300PETEHUIO.

[0247] JIpyruMu cOBaMH, IPEANIOYTHTENbHAS TAOJETKA COTIACHO N300PETEHUIO COEPIKUT

- YacTULbI C HEMEIJICHHBIM BBICBOOOXKIEHUEM B Ka4eCTBE 3JieMeHTa(OB) oObeMa MEepBOro
TUNA, B KOTOPOM(BIX) MPUCYTCTBYET (HapMaKOJOTHUECKH aKTUBHOE COCOUHEHHUE, MPUYEM
cozmepKaTrcsi HeoOs3aTeNbHO MPHUCYTCTBYIOIINUN IMOJHATKUICHOKCHI M Heo0s3aTeIbHO

MPUCYTCTBYIOLIUNA AE€3UHTETPAHT, NPEANOYTUTEIBHO, TOMOTE€HHO,

- TO MeHbLIEH Mepe OAHY YacTHLy C KOHTPOJHUPYEMBIM BBICBOOOXKIEHHEM B Ka4deCTBE
sneMeHTa(0B) 00bEMa BTOPOrO THUNA, B KOTOPOM(BIX) comepikaTcsi (papMaKOJOTHIECKU
AKTUBHOC COCIUHCHHC u HeO0OsI13aTEIBHO HpI/ICYTCTBYI'OH_[I/Iﬁ MOJIMAJIKUIICHOKCHU I,

npeaAnoYTUTECIIbHO TOMOICHHO, U

- BSDKYIIMI MaTepuasl B Ka4yeCcTBE DJIEMEHTa O00beMa TPETbero THIA, OTIMYAIOINUHCS OT
mMarepuaga, KOTOpbIH OOpasyer uacTHLbI, MPEANOYTHTEIbHO, HE COIepKallue HH
(bapMakoIIOTH4YeCKH aKTHBHOE COCJUHEHHE, HU IOJMAJKWIEHOKCH, HO HeoOs3aTebHO
MOJIUA TUJICHTJIUKOJIb, KOTOPBIN OTJIMYAETCS OT MOJUATUICHOKCHAA B €r0 MOJICKYJISIPHOU

Macce.

[0248] LleprO BSOKYIIETO MaTepualia B MPEIIOYTUTENbHON TabJeTKe COrTaCHO N300PETEHHIO
SBJISIETCS O0ECTIEYeHNEe YCKOPEHUs Ie3WHTErPUPOBAHUS U IMOCIENYIOIEro BBICBOOOKACHHUS
(bapMakoIOrH4eckl aKTUBHOTO COEAMHEHHs] W3 Je3WHTErPUPOBAHHON MPENNOYTHTEIbHON
TabNeTKH 1O M300pETeHHo, T. €., W3 4YacTHl. TakuMm o0pa3oM, BsDKYLIMHA MaTepual,
NPEANOYTUTENIbHO, HE COAEPXKUT J0O0M SKCIMIMEHT, KOTOPBIH MOXET OKa3bIBaThb
3aMemIsIIolIee eHCTBHE Ha Je3WHTErPUPOBAHHE U BBICBOOOXKIEHHE JIEKAPCTBEHHOTO
CPEeACTBa, COOTBETCTBEHHO. TakuM 00pa3oM, BsKYLIMH MaTepual, MPEeANOYTHUTENbHO, He
COIEPIKUT KAKOH-THOO MOJUMep, KOTOPBIH OOBIMHO TNPHUMEHSIOT B KAueCTBE BSDKYILIETO

MaTepHralia B COCTaBax C MPOJOHTMPOBAHHBIM BbICBO60)KI[eHI/IeM.
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[0249] IlpenmouruTenbHast TabJeTKa COTIACHO M300PETEHHIO, MPENNOUYTHUTENbHO, COOEPIKUT
BSDKYLIMHA MaTepuasn B KOJMYECTBE Oojiee ONHOW TpeTu oOIied Macca MpenrnodTHTEIbHOH
tabnerku mo usobperenuro. Takum 00pa3oM, MONUATKUIEHOKCU, KOTOPBIH CONEPIKHUTCS B
YACTHLAX MPENIOYTUTEIbHON TaOJNETKH COTJIaCHO M300PETEHHIO TaKKe, MPEeNNOYTHTENHHO.

HE COACPIKUTCA B BSKYILIEM MaTEpUaIC.

[0250] TIpenmouturenbHO, (apMaAKOIOTHIECKH AaKTUBHOE COENUHEHHE, KOTOPOE COIMEPIKUTCS
B 4aCTHLAX MPEANOYTHTENbHON TaOIETKH COTJIACHO N300PETEHHIO TaKKe, MPEANOYTUTENBHO,
HE COIEPIKUTCS B BSDKyIEeM Marepuaine. Takum oOpa3oMm, B MPEANOYTHTEIbHOM BapHaHTE
peamu3anuu, oOmee  KOJUYeCTBO  (hapMAaKOJIOTUYECKH  aKTUBHOTO  COEOUHEHWS,
COZEpIKALIErocsi B MPEATNOYTUTEIbHON TalNeTKe COrjiaCHO M300pEeTEeHHIO, MPUCYTCTBYET B
YaCTHLAX, KOTOpble 00pa3ylT JUCKPETHYIO (pasy BHYTPH BSUKYILErO MaTepuaa; a BSDKY LM
Matepua, oOpa3yroIInii HeMpepbIBHYIO (ha3y, HE COAEPIKUT KaKoro-mrdo GapMakoIorndecKu

AKTUBHOI'O COCAMHCHUSA.

[0251] IIpennmoYTUTENBHO, COAEPIKAHUE BSLKYLIErO MaTepuasa COCTAaBIISIET IO MEHbLIEH Mepe
35 macc. %, mo mensbiuel mepe 37,5 macc. % wnm mo MeHbiueir mepe 40 macc. %; Oonee
MPEeANnoOYTUTENBHO, IO MeHblelH Mmepe 42,5 macc. %, mo MmeHbinei mepe 45 macc. %, mo
MeHbineli Mepe 47,5 wmacc.% wm no MeHbmeidr wMepe S50 wmacc. %; eme Oomnee
NPEANOYTUTENBHO, 10 MeHbliell Mepe 52,5 macc. %, mo MeHblueil Mepe 55 macc. %, 1o
MeHbIel wMepe 57,5 wmacc. % wiu mo wMesbiieii mepe 60 wmacc. %; naxke Oonee
MPEINOYTUTENBHO, N0 MeHbIlel mepe 62,5 macc. %, mo MeHblueil Mepe 65 macc. %, mo
MeHbLIeH Mepe 67,5 wmacc. % wim mno wMeHbmeil Mepe 60 wmacc. %, HamOonee
MPEANOYTUTENBHO, IO MeHbIneld mepe 72,5 macc. %, mo MmeHbine mepe 75 macc. %, mo
MeHblnen mepe 77,5 macc. % wnu mo menbiier mepe 70 macc. %; W, B YaCTHOCTH, IO
MeHbLnel mepe 82,5 macc. %, o meHblei mepe 85 macc. %, mo menbiueit mepe 87,5 macc. %
Wi 1o MeHbled Mepe 90 macc. %; OCHOBbIBasChb Ha OOWIell Macce MPeanoYTHTENbHOM

TabJIETKHU COTIACHO N300PETEHUIO.

[0252] TIpenmouTHTENBHO, COAEP’KAHHE BSDKYLIEr0 MaTepuana cocTaBisieT He Oonee 90
Macc. %, He 6onee 87,5 macc. %, He Oosee 85 macc. %, unu He Oosee 82,5 macc. %, Oonee
npennouTuTeNbHo, He Oonee 80 macc. %, He Oonee 77,5 macc. %, He Oonee 75 macc. % wn

He Oonee 72,5 macc. %; emre Oonee mpennouTutenbHo, He O6onee 70 macc. %, He Oonee 67,5
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macc. %, He Oonee 65 macc. % wm He Gojee 62,5 mace. %, naxe Oojiee MPEONMOUYTUTENBHO,
He Oonee 60 macc. %, He Oosee 57,5 macc. %, He Oosee 55 macc. % unau He Oojyee 52,5
Mmacc. %; HauOosiee mpenmoutuTenbHO, He Oonee 50 macc. %, ne Oonee 47,5 macc. %, He
oonee 45 macc. % wunu He Oonee 42,5 macc. %; u, B yactHOocTH, He Oojee 40 macc. %, He
oonee 37,5 wmacc. % wim He Oonee 35 wmacc. %; OCHOBBIBAasiCb Ha OOImeld macce

NPEANOYTUTENIbHON TaOJIETKH COrJIACHO M300PETEHHUIO.

[0253] B mpeanoYTUTENbHOM BapUAHTE pealn3allid, COAEp:KaHHe BsDKYLIEro Marepuasia
JeKUT B mpenenax awama3ona 40+5 macc. %, Oonee mpenmoururenbHo, 40+2,5 macc. %,
OCHOBBIBasICh Ha OOINel Macce MPEANOYTHTENIbHOW TabJNeTKH COrjlacHoO u3obpereHuro. B
APYrOM TMPEANOYTHTEIPHOM BapHaHTe peau3alliy, COAEp:KaHHe BSDKYIIEro Marepuaia
JISKUT B Tipenenax nuamna3ona 45+10 macc. %, OGonee mpeamouturensHo, 45+7,5 macc. %,
eme Oojiee mpenmodtutenbHO, 45+5 wmacc. % u, HamOoliee NPEANOYTHUTENbHO, 45425
Macc. %, OCHOBBIBasiCb Ha OOmeHd Macce TNPEANOYTHTENbHOW TaOJeTKH COTJIaCHO
uzobpereHno. B eme oOgHOM OpyroM MPENNOYTUTEIHPHOM BapHAaHTE pEaTH3allNH,
cofiepyKaHue BSDKYINErO MaTepuana JIEKUT B rpenenax auanazona 50+10 macc. %, Oonee
npennoututesnbHo, S50+7,5 wmacc. %, eme Oosee mnpeamoururenbHo, 50+5 wmace. % w,
HauOonee mpeamoururenabHO, S50+25 wmacc. %, OCHOBBIBasiCb Ha oOOmel macce
MPEINOYTUTENIbHON TabJNeTKU COrJIacHO M300peTeHui0. B eme OJHOM — OTJIMYHOM
MPEINOYTUTEIbHOM BapUaHTE peau3aliy, COAEpIKaHHE BSDKYLIEro MarepHalia JIEXKHT B
npenenax nauana3ona 55+10 macc. %, Oonee npennoytutesabHO, S5+7,5 macc. %, eme Oonee

NPEaNoYTUTENbHO, 5545 wmacc. % u, Hamboyee mnpeanouTUTENbHO, S55+2.5 wmacc. %,

OCHOBBIBASICh Ha 00IIel Macce MPeANOYTHTENbHOMH TabJIeTKN COTrTIACHO N300PETEHUIO.

[0254] TIpenmouTuUTeNBHO, BSDKY LU Marepualn NPEICTABISIET coboit CMECh,
MPEANOYTUTENBHO, TOMOTEHHYIO CMECh 110 MEHbLIeH Mepe NBYX Pa3jU4HbIX HUHIPEIUEHTOB,
Oomee MPEeONOYTHTENBHO, TO MEHBbIIEH Mepe TpeX pas3MYHbIX WHIPEenueHToB. B
NPEANOYTUTENIbHOM BapUaHTe pealu3alid, BCE WHIPEOUEHTbl BSIKYLIEro Marepuana
SIBJITIOTCST TOMOTEHHO pacIpelne/ieHHbIMA B HempepbhiBHOH (ase, koTtopas oOpa3oBaHa

BSOKYILIIUM MaTEPHAJTIOM.

[0255] B mpeamodTUTeNbHOM BapUAaHTE peaNu3aluH, JIeKapcTBEHHas (opma COTJIACHO
M300pETEHNI0 aJaNTUPOBaHA Ul INEPOPabHOTO BBEACHUS OIMH pa3 B JeHb. B apyrom

NPEANOYTUTENIbHOM BapUaHTE peajM3aluy, JIeKapcTBeHHas (hopMa COTJIaCHO H300pETEHHIO
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aZlanTUpOBaHa Uil IEepOpalbHOrO BBEIEHHUS JBa pa3a B JieHb. B ele ogHOM apyrom
NPEATNOYTUTENIbHOM BapUaHTE peaji3alyy, JIeKapcTBeHHast (popMa COTJIaCHO M300pETEHUIO
aJanTHUPOBaHA JUIsl BBEAEHUS TPU pa3a B JeHb. B elle 0AHOM OTJIIMYHOM MPEANOUYTUTEIBHOM
BapUAaHTE pealn3alluy, JIeKapCTBEHHas (opma COrfacHO M300PETEHUI0 afanTHUpOBaHA JJIs
NepOpaIbHOrO BBECHUS Hallle, YeM TPU pasa B A€Hb, HAIIpuMep, 4 pasa B AeHb, 5 pa3 B J€Hb,

6 pa3 B IeHb, 7 pa3 B 1€Hb WU § pa3 B I€Hb.

[0256] s uenei crienuUKALNUY, «IBa pa3a B JEHbY O3HAYAET PABHBIC WJIM MOYTH PABHbIE
WHTEpPBaJbl BPEMEHH, T.€., Kaxiable 12 4YacoB WM pa3jJUYHbIE HMHTEPBAJbl BPEMEHHU,

Hanpumep, 8 u 16 yacos unu 10 u 14 yacoB, MeKly OTAECIbHBIMU BBEAECHUSIMHU.

[0257] [ns ueneli cienuduUKaMy, «TPU pa3a B J€HbY O3HAYAET PABHBIC WM TOYTH PaBHBIE
WHTEPBaJbl BPEMEHH, T.€., KaXAble 8 4aCOB UJIN PA3JINYHbIE HHTEPBAJIbI BPEMEHHU, HAIIPUMED,

6, 6 1 12 yacoB unu 7, 7 u 10 4acoB, MeKly OTAENbHBIMU BBEAECHUSIMU.

[0258] IlpenmodTuTeNnbHO, JIeKAPCTBEHHAs (opMa COMNIACHO H300PETEHUI0 HUMEEeT MpHu
YCIIOBUSIX [N Vilro BpeMs JE€3UHTErpUpOBaHUS U3MEPSIIOT B COOTBETCTBUU ¢ EBp. @apm. kak
He Oomee 5 wMuHyT, OoOJee mpeaNOYTUTENBHO, He Oojee 4 MuHYT, eme Ooinee
NPEANOYTUTENPHO, He Oonee 3 MUHYT, Aaxke Ooyiee MpeanodYTUTENbHO, He Oonee 2,5 MUHYT,

Haubosee MPeAnoUTUTENbHO, He Oosiee 2 MUHYT U, B YaCTHOCTH, He Oonee 1,5 MUHYT.

[0259] HeoskumaHHO OBLIO YCTAaHOBJIEHO, YTO MepPOpajbHbIE JIEKAPCTBEHHbIE (OPMbI MOTYT
ObITh CO3MaHBI TaKUM 00pa3oM, 4YTOObI OOECHEeYNTh HAWIYUIIMHA KOMIIPOMHUCC MEXKIY
3ALUIIEHHOCTBI) OT HECAHKLHMOHUPOBAHHOI'O BCKPBITHS, BPEMEHEM AE3UHTErPUPOBAHUSA U
BBICBOOOJKICHHST JIEKAPCTBEHHOTO CPEACTBA, COIEPKAHMEM JIEKAPCTBEHHOTO CPENCTBA,

TEXHOJIOTHYECKUMHU CBOHCTBaMH (OCOOEHHO TabJIeTHPYEMOCTBIO) M KOMILIA€HTHOCTBIO.

[0260] 3alUIIEHHOCTh OT HECAHKLIUOHHUPOBAHHOTO BMEIIATENbCTBA U BBICBOOOIKIEHHE
JIEKaPCTBEHHOT'O CPENCTBA AHTArOHU3UPYIOT Ipyr Ipyry. B To Bpems, xak Oonee Mmenkue
YacTHLbI, KaK  TMPaBWJIO, JEMOHCTPUPYIOT  Oojiee  ObICTpoe  BBICBOOOXKIECHHE
(hapMaKoJIOTUYECKH aKTUBHOTO COEOWHEHHs], 3aIUIIEHHOCTh OT HECAHKLHNOHHPOBAHHOTO
BMEIIATENbCTBA TPEOyeT HEKOTOPOro MHHMMAJIBHOIO pa3Mepa 4acTull, 4ToObl 3(deKTuBHO
MPEeIOTBPATUTh 3JI0yNOTpeOieHne, HanpuMep, B/B BBeAeHHEeM. UeM OOJbIe YaCTHULBI, TEM

MeHee OHU MPUTOAHBI TSl 3JI0YNOTpeOsIeHUsT Ha3albHO. YeM MeHbllle 4acTHull, TeM ObIcTpee
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npoucxogutr obpaszoBaHue rensd. TakuMm o0pa3oMm, BBICBOOOKIAEHHE JIEKAPCTBEHHOTO
CPEICTBa, C OHOI CTOPOHBI, M 3AIMUINEHHOCTh OT HECAHKI[HOHHMPOBAHHOTO BMELIATENbCTBA,

C IPYTO# CTOPOHBI, MOTYT OBbITh ONITUMHU3UPOBAHBI, HAMIS JTYUIINA KOMIPOMHUCC.

[0261] JlekapcTBeHHass (hopMa COTJIACHO H300PETEHUIO MPEANOYTUTENIbHO 3aLIHIIEeHa OT

HECAHKITMOHUPOBAHHOI'O BMEIIATEILCTBA.

[0262] Kak  mnpuMeHSIOT B JAHHOM  JOKYMEHTE, TEPMHMH  «3aIUUILIEHHbIE  OT
HECAHKIIMOHUPOBAHHOTO BMEIATENBCTBA» COOTBETCTBYET JIEKAPCTBEHHBIM (hopMaM, KOTOPbIE
YCTOMYHUBBI K MPEBPAIIEHUI0 B (HOPMY, TOIXOMSIIYIO I HEMPABUIBHOTO YIOTPeOIeHUs UK
3noynorpedyieHns, OCOOEHHO TIPU HA3aJIbHOM W/WJIM BHYTPUBEHHOM BBEICHHUH, C
npUMeHeHHeM OOBIYHBIX CIMOCOOOB, TAKUX KaK H3MENbYeHUE B CTYMKE WM IpOoOJeHHE ¢
MIOMOII[BE0 MOJIOTKA. B 3TOM CBsi3M, JieKapCTBEHHbIE (OPMBI MO CYIIECTBY MOKET OBIThH
pa3apoOseHbl ¢ TOMOIIBID OOBMHBIX CIMOCOOOB. OHAKO, YaCTHIBI, COAEpIKAIMUECS B
JIEKapCTBEHHBIX (OpMax COMIACHO H300pPETEHHIO, NPENNOYTHTENBHO, IEMOHCTPUPYIOT
MEXaHHYECKHUX CBOWMCTB, TaK 4YTO OHH HE MOTyT ObITh HM3MENbY€Hbl B HaJbHEHIIEM C
MOMOIIBIO OOBIYHBIX CIIOCOOOB. B CHIly TOro, 4acTHUIIBI HIMEIOT MAKPOCKOMMYECKUN pasMep U
comep:karT (HapMaKoJOrMYeCKH aKTUBHOE COEIUHEHHE, OHM He MOTYT ObITh BBEIEHBI
Ha3aJbHO, TEM  CaMbiM  Jenasi  JIeKapCTBEHHble  (OPMbI  3AIMUINEHHBIMH  OT
HECaHKIIMOHUPOBAHHOTO BMEILIATEIbCTBA. [IpennouTuTeaBbHO, npu TIOTTBITKE
HECAHKLIMOHUPOBAHHOTO BMEIIATENbCTBA B JIEKAPCTBEHHYK (opMy, ansi TOro, YTOOBI
MOJATOTOBUTh COCTAB, MOAXOISIIUIN I 3J0yNOTpeOeHHs MyTeM BHYTPUBEHHOTO BBEIEHUS,
JKUIKAsl 9aCTh COCTaBa, KOTOpas MOXKET ObITh OTHEJeHa OT OCTaTKa C MOMOILIBIO LIMPHLA,
SIBJIIETCS. KAK MO’KHO MEHBIIEH, MPEANOYTHTEbHO, OHA Conmep:kuT He Oonee 20 macc. %o,
Oosiee mpenmnodTUTEHHO, He Oosee 15 macc. %, emne Oonee mpeanodYTUTENBHO, He Oonee 10

macc. % u, HauOojee NPENNOYTHTENbHO, He Oomee S5 Mmacc. % W3 IEpBOHAYAIBHO

,
comep:kaBLIerocst (HapMaKOJOTMYECKH AaKTHBHOTO COEOUHEHMs. [IpeArnodTuTenpHO, 3TO
CBOWMCTBO HCCIENYIOT ¢ TIOMOIIBIO (1) pacrmpenenieHus JIeKapcTBeHHOU (POpMbI, KOTOpast JINOO
HE MOBpeXIeHa, JuOo Obula M3MENbYeHA BPYUHYIO C TIOMOLIBIO JIBYX JIOKEK B S5 MII
OUWIIeHHON BOAbI, (i1) HArpeBaHUsl KUAKOCTH JO €€ TOYKU KureHus, (1ii) KUISTYeHHs
KUJKOCTH B 3aKPbITOM COCy€ B TedeHHe S5 MHH 0e3 no0aBieHUsl IOMOJHUTEIbHON
OYMINEHHOH BOABI, (1V) BTArUBaHUs ropsiueii »xunkoctu B mmnpun (urna 21G, cHaOkeHHas

curapetHbiM QuiIbTpoM), (V) OINpeneneHus KoJu4decTBa (PapMakOJOTHYECKH AKTHBHOTO

COEIMHEHMS], COAEPIKALIErOCs B )KUJKOCTHU B LITIPULIE.
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[0263] Kpome TOro, npu nomnbITKe pa3pyLIUTh JIEKAPCTBEHHBIE (POPMBI C MMOMOIIBIO MOJIOTKA
WIN CTYINKH, YaCTHIBl UMEIOT TEHACHLMIO NPUJIMIATh IPYT K APYrY, TEM CaMbIM 00pasys
arperatel M arjoMeparbl, COOTBETCTBEHHO, KOTOpbleé IO pasMmepy OoJjblie, dYeM

HeoOpaOOTaHHbIE YACTHIIBI.

[0264] IlpenmouTUTENbHO, 3aALIUIIEHHOCTh OT HECAHKLUHMOHUPOBAHHOTO BMELIATEIbCTBA
JIOCTUTAIOT Ha OCHOBE MEXAaHHMYECKHX CBOMCTBAaX 4YaCTHUI, TaK 4YTO HM3MeEJbYeHHE MOKHO
u30eKaTh WK 1O MEHbIIEH Mepe CYIIECTBEHHO 3aTpyAHUTh. COrIaCHO U300PETEHUIO TEPMUH
«U3MeJIbYeHUE» 03HAYaeT TOHKOE M3MENIbYeHHe YaCTHI] ¢ MPUMEHEHUEM OOBIYHBIX CPEICTB,
OOBIMHO AOCTYMHBIX JUIS 3JI0yMOTPeOJISIONero Juia, HampuMep, MECTHKOM U PacTBOPOM,
MOJIOTKOM, KOJIOTYIIKON WJIM APYTUMH OOBIMHBIMH CITOCOOAMH TOHKOT'O WU3MEJIbYEHUS TMOJ
neictBueM Cwibl.  TakuMm  00pa3oM, 3alUIIEHHOCTh OT  HECAHKIMOHHPOBAHHOTO
BMEWIATEIbCTBA, MPEANOYTUTEIBHO, O3HA4Yae€T, 4YTO TOHKOE€ H3MEJBbUEHUE 4YaCTUL C
MPUMEHEHUEM OOBIYHBIX CPEICTB HUCKJIIOYAETCS WM, MO MEHbIIeH Mepe, CYIeCTBEHHO

3aTPyAHAETCS.

[0265] IIpenmodTuUTENPHO, MEXaHUYECKHUE CBOMCTBA YACTHI] IO MU300PETEHHUIO, B YACTHOCTH,
UX Tpenea MPOYHOCTH Ha paspbiB U AeOPMUPYEMOCTb, CYLIECTBEHHO MOJIAralOTCs Ha
MIPUCYTCTBUE U MPOCTPAHCTBEHHOE pacIpenesieHue MOJHAIKIICHOKCUIA, XOTsI UX MPOCTOe
NPUCYTCTBHE OOBIMHO HENOCTATOYHO Ui JOCTHIKEHHs YKa3aHHbIe CBOMCTBA. BbIronHble
MEXaHUYECKHEe CBOHCTBA YACTHL IO HW300pPETEHHI0O HE MOTYT OBITh aBTOMATHYECKH
JNOCTUTHYTBI TyTeM TMPOCTON 00paboTku (HapMaKOJOTUYECKH AaKTUBHOTO COEHUHEHUS,
MOJIMANIKUIIEHOKCHAA, W HEeOoOs3aTebHO JOIMOJNHUTENBHBIX OKCLUUIUEHTOB C TOMOIIBIO
OOBIUHBIX CHOCOOOB TOJyYeHHUs] JIeKapCTBeHHbIX (opMm. DakTU4ecKu, i TMOATOTOBKU
JOJKHBI OBITh BBIOPAHBI MOAXOISIIUE aNapaThl AJIs MOJyYeHUs], a apaMeTPbl KPUTUIECKOU
00paOOTKM TOMKHBI OBITh CKOPPEKTUPOBAHBI, B YACTHOCTH, C JaBJICHHEM/CUJION,
TEMIIEPATYpOl U BpeMeHeM. TakuM o0pa3oM, Jake €CITU MPUMEHSIIOT OOBIYHBIE AIMapaThl,
MIPOTOKOJIBI TIPOLIECCa OOBIMHO JOJIKHBI OBITH aaTUPOBAHBI JIJII COOTBETCTBUS TPEOYyEMbIM

KPUTEPUSIM.

[0266] B obmem, 4acTULIbI, TEMOHCTPUPYIOLIHNE JKeJlaeMble CBOHCTBA, MOTYT OBITh MOJTyYEHBI
TOJIBKO B TOM CJIy4dae, €CJIU BO BpeMsI IOJIyYE€HHUsI YaCTHI]

- HDOAXOAAINE KOMIIOHCHTDI
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- B MOAXOIALIUX KOJIUYECTBAX
MOJIBEPTaOT

- JOCTaTOYHOMY JIaBJIEHUIO

- TpHU AOCTATOYHOU TEMIIepaType

- B T€UYCHHUE NOCTATOYHOTO NEPHUOaa BPEMEHU.

[0267] Taxkum 0Opa3oM, HE3aBUCHUMO OT MPUMEHSIEMOrO YCTPOWMCTBA, MPOTOKOJIBI MPOIECcca
JOJUKHBI ObITh aManTHPOBAHbI JJIsi COOTBETCTBUSI TpeOyeMbiM kputepusiM. ClieqoBaTebHO,

npeseN MPOYHOCTH Ha Pa3phiB U AePOPMUPYEMOCTb YACTULl OTAETHUMbBI OT KOMITO3HIIHH.

[0268] YacTuirel, comepkamuecss B JIEKAPCTBEHHON (popMe COrjlacHO M300PETeHUIO, UMEIOT
npenesa NpOYHOCTH Ha paspeiB no meHbled mepe 300 H, npeanodturensHO, MO MEHbIIEH
mepe 400 H, nnu no menswenn mepe 500 H, npeanoururensHo, no Meneuein Mepe 600 H,
Oosee mpennoyYTHTENBbHO, MO MeHbiied Mepe 700 H, eme Oojee mpeanoYTUTENBHO, TO
menblieit mepe 800 H, naxe Oonee npeanouruTensHo, mo MeHbiei mepe 1000 H, HanOonee

MPEANOUTUTENBHO, O MeHblel Mepe 1250 H u, B vactHOCTH, 0 MeHbLueit mepe 1500 H.

[0269] UtoObl mpoBepuTh, OONANAET JHM Kakas-TMOO YacTHIAa ONPEAETICHHBIM MpPeaes oM
IPOYHOCTH Ha pa3phiB, Hanpumep, 300 H mnu 500 H, kak npasuno, He TpeOyercs moaseprathb
yKa3aHHyl0 uactuny cuiam HamHoro Beime 300 H u 500 H, coorBercTtBeHHo. Takxum
o0pa3oM, HCCIenoBaHHE IpeeNa MPOYHOCTH Ha PaspbiB OOBIYHO MOJKHO INpPEKpamarh, Kak
TOJIBKO CHJIA, COOTBETCTBYIOIIAS JKEIAeMOMY MpeAey NPOYHOCTH Ha pa3pbiB, Oblila HEMHOTO

BBIIIIE, HAIIPUMED, NpuU cuinax, Harpumep, 330 H u 550 H, cooTBeTcTBEHHO.

[0270] «IIpemen MPOYHOCTH Ha pa3pbIiB» (YCTOWYMBOCTh K IPOOJIEHHIO) JIEKAPCTBEHHOM
(bopMBI M HACTULl M3BECTEH CIELUAIUCTY B JAHHOW OONACTH TeXHUKH. B 3TOM CBs3H, ero
MO3KHO OTHecTH K, Hanmpumep, W.A. Ritschel, Die Tablette, 2. Auflage, Editio Cantor Verlag
Aulendorf, 2002; H Liebermann et al., Pharmaceutical dosage forms: Pharmaceutical dosage
forms, Vol. 2, Informa Healthcare; 2 edition, 1990, u Encyclopedia of Pharmaceutical

Technology, Informa Healthcare; 1 edition.

[0271] My uwened crenuduKaluy, Mpeaes NPOYHOCTH Ha Pa3pbiB  MPEANOYTHUTENBHO
ONPENeNAIOT KaK KOJMYECTBO CHJIBI, HEOOXOAMMOE Ui paspylleHus YacTUlbl (=

paspymaromee  ycwiue). CrnemoBarenpbHO, s Lenel  crnenupUKAMKA - YacTHIA
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MPEANOYTUTEIBHO HE JEMOHCTPUPYET KeJAeMbli Mpenes NPOYHOCTH Ha pas3phiB, KOrAa OHA
JIOMaeTcsA, T.€., PaspylIAOT Ha IO MEHbLIEH Mepe JBE€ HE3aBUCUMBIE YaCTH, KOTOpbIE
OTAEJSIKOTCS APYr OT Apyra. B ApyromM mpeanoyTUTENbHOM BapUaHTE peaU3aLMH, OOHAKO,
YJacTUI[a CUUTAETCS CIOMAHHOM, ecnu cuia yMmesbliaercs Ha 50 % (moporoBoe 3HaueHUE)

HaMOOJIbIIEH CHITbI, UK3MEPEHHOI BO BpeMs H3MepeHHst (CMOTPH HUKE).

[0272] YacTumpl MO M300PETEHUIO OTJIMYAKOTCS OT OOBIYHBIX YAaCTHL, KOTOPbIE MOTYT
comep:katbesi B (popmMax B TOM, 4TO Onaromapsi UM Mpenes MPOYHOCTH Ha Pa3pblB OHH HE
MOTYT OBbITh HM3MEJbYEHBbI NMPH TNPIJIOKEHHH CUJIbI OOBIYHBIMH CIIOCOOAMH, TAKHUMHU Kak,
HarpuMep, NECTUKOM M CTYNKOH, MOJIOTKOM, KOJIOTYIIKOH WM Jpyrue OObIYHBIE CPENCTBa
IUIS. I3MENTbYEHUS], B YaCTHOCTH YCTPOICTBa, pa3paboTaHHbIe U 3TOH Heiu (IpOOHIKU JJIst
Tabnetok). B 3Toi CBSA3M, «TOHKOE U3MENbYCHUE)» O3HAUAeT KPOIIEHHE Ha MAJIble YaCTHUIIBL.
Uz0exaHne TOHKOTO M3MENbUEHHUs] MPAKTHYECKH HCKIIOYAeT MEePOpalbHOE WU

NapeHTEPAIbHOC, B HaCTHOCTHU, BHYTPHUBCHHOC UJIM HA3AJIbHOEC 3J'IOy1'IOTpe6J'IeHI/Ie.

[0273] OObI4HBIE YACTULIBI OOBIMHO UMEFOT MPeieNt MPOYHOCTU Ha Pa3pbIB 3HAUUTEIBHO HIDKE

200 H.

[0274] Tlpenen MpPOYHOCTH Ha pas3pbIB OOBIMHBIX KPYIJBIX JIEKAPCTBEHHBIX (hopm/gacTuiy
MOKHO OLIEHHTh B COOTBETCTBHHU CO clienyrooluedl smmupuueckoi ¢opmysoi: Ilpenen
npouHoctu Ha paspbiB [B H] = 10 x nuamerp ¢apmManeBTHUecKOH JIeKapCTBEHHOM
dopmbr/yactuiel [B MM|. Takum 00pa3oM, B COOTBETCTBMU C YKa3aHHOH 3MIMPUYECKON
dopmyIol, kpyrias JekapcTBeHHas (opma/gacTuia, MMeEoIas Mpeaesl MNPOYHOCTH Ha
pa3pbiB o MeHbIneii mepe 300 H, Tpedyer nuamerp no menbieit mepe 30 mm). OgHaKo Takast
YaCTHUIAa HE MOXKET OBbITh MPOTJIOUEHA, HE TOBOPS YKe O JIEKApCTBEHHOH (opme, coneprrarneit
MHOXECTBO  MOAOOHBIX  dYacTWl.  Behnuenpusenennas — smnupudeckas — (Gopmyia,
NPEATNOYTUTENIbHO, HE OTHOCHUTCS K YacTHULIAM, KOTOPBIE HE SIBIISIIOTCS OOBIYHBIMH, & CKOpee

CricaJIbHBIMH.

[0275] Kpome Toro, ¢akrtudeckas cpemHss skeBaTenbHas cuia cocrtasimser 220 H (cm,
Hanpumep, P.A. Proeschel et al., J Dent Res, 2002, 81(7), 464-468). D10 03Ha4aer, 4ToO
OOBIYHBIE YACTHLIBI, UMEIOIINE Ipenes MPOYHOCTH Ha pa3pbiB 3HauuTenbHO Hmke 200 H,
MOTYT OBITh pa3apoOJIeHbl PU CIIOHTAHHOM JK€BAHUH, TOT/IAa KaK YaCTUIBI IO H300PETEHHIO

MOT'YT, IPE€ANTIOYTUTEIIbHO, OTCYTCTBOBATD.
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[0276] Kpome TOro, mpu NpPUMEHEHHH TIPaBUTALIMOHHOIO yckopenus 9,81 m/c’, 300 H
COOTBETCTBYIOT T'PaBUTAIIMOHHON cumyie Oosiee 30 Kr, T. €., YaCTHULBI MO COCTOSIHUM MOTYT

BbIEPKUBATh Maccy Oosee 30 kr Oe3 H3MeTbYeHNS.

[0277] CnocoObl W3MepeHHs] TpeAesa MPOYHOCTH HA PaspbiB JIEKAPCTBEHHOU (POPMbI
W3BECTHBI CIELUAIUCTY B JAHHON oOnacTu TexHWKH. Ilomxopsinue yCTpOWCTBa SIBISIFOTCS

KOMMCEPUYECKU NOCTYIIHBIMU.

[0278] Hampumep, mpeaen npovYHOCTH Ha pa3pbiB (YCTOHUHUBOCTD K JPOOJIEHUIO) MOXKET OBITh
u3mepeH B coorBercTBuu ¢ @apm. Esp. 5.0, 2.9.8 mm 6.0, 2.09.08 «Resistance to Crushing of
Pharmaceutical dosage formsy». HWccnenoBanuwe mnpenHa3sHAue€HO UL OMpeNeeHUs, B
OTIPENENIEHHBIX YCJIOBUSX, YCTOWYMBOCTH K JIPOOJIEHUIO JIEKAPCTBEHHBIX (POPM M HacTHI,
COOTBETCTBEHHO, U3MEPSIEMOI C TIOMOLIBIO CHJIIbl, HEOOXOAMMOM Il MX Pa3pyLICHUs MyTeM
npoOJeHus. Anmapar COCTOUT M3 2 YENIOCTeH, OIHA U3 KOTOPBIX JABMIKETCS IO HANPABJIEHHIO
K npyroii. Ilnockue NMOBEPXHOCTH HENIOCTeH MEePHEeHIUKYJISIPHbI HANpPaBJICHUS] IBIDKEHUS.
IToBepxHOCTH APOOIIEHUE YENMIOCTEH SIBJISIOTCS TUIOCKMMHU U OOJIBLIIMMH, Y€M 30HA KOHTAKTA C
JIEKapCTBEHHON (POPMOI U HacTUIIeH, COOTBETCTBEHHO. ATNapar KaJuOpyIT C IPUMEHEHUEM
CHCTEMBI C TOYHOCTBIO 110 1 HbroTOHA. JlekapcTBeHHYI0 OpPMY M HACTHIly, COOTBETCTBEHHO,
pasMeINaroT MEXAY YEeNIOCTSIMU, NPUHUMAas BO BHUMAaHHUE, TIe 3TO NPUMEHHMO, (Gopmy,
OTMETKY M TMOAIMChH, ISl KaKAOrO H3MepeHHs JIeKapCTBeHHas (opMa U HaCTHUIIA,
COOTBETCTBEHHO, OPUEHTUPYIOT TOYHO TaK K€ MO OTHOIIEHHIO K HAMPABICHUIO TPUIIOKEHUSI
ciiibl (M HampaBlieHHE PACIIMPEHHs, B KOTOPOM JOJUKHA OBITh M3MEPEHa MPOYHOCTh Ha
pa3peiB). HM3mepenue ocymecTBisitor Ha 10 jekapcTBeHHbIX (opMax W YacTHIAX,
COOTBETCTBEHHO, TpPH YCJIOBHH, 4YTO BC€ (PparMeHThl ObUIM YIAJNeHbl Nepen KaXIbIM
onpeneneHueM. Pe3yibTaT BBIPAXKAOT B BHAE CPEAHETO, MUHUMAJIBHOTO U MAaKCHUMAJBHOTO

3HaAYECHUH N3MEPCHHBIX CUJI, BCC BBIPAYKCHHDBIC B HBIOTOHAX.

[0279] AHaJOrMYHOE OMHCAHHE Tpeneia MPOYHOCTH Ha pa3pbiB (paspyLIArOIIEro yCHIIHS)
moxHO Haiitu B USP. Ilpenen mpouyHOCTH Ha pa3pbiB MOXKET aJIbTEPHATUBHO OBITh H3MEPEH B
COOTBETCTBHM C OIHCAHHBIM 3[1€Ch CIHOCOOOM, IZ€ YKa3aHO, 4TO Ipedesa NMPOYHOCTH Ha
pa3peIB MpeACTaBIsieT cOOOH Crly, HEOOXOAMMYIO JJIsl TOTO, YTOOBI JIeKapcTBeHHas (opma U
YacTHUIA, COOTBETCTBEHHO, IPETEPIeBaIN H3MeHeHue (T.€., paspeiB) B CreLUPUIECKOI

TIOCKOCTH. JlekapcTBeHHbIE (POPMBI M YACTHUIBI, COOTBETCTBEHHO, OOBIYHO Pa3MELIAI0TCs
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MEXAY ABYMS BAIMKAMH, OOUH U3 KOTOPBIX IMEPEMEINAETCs], YTOOBI MPUIIOKHUTH JOCTATOUHYIO
CHJIy TIO OTHOLIEHHIO K JIEKAPCTBEHHOM (pOpMe M HaCTHILIE, COOTBETCTBEHHO, YTOOBI BBI3BATH
paspywmeHne. B ciaydae OOBIMHBIX KPYIWBIX (C  KPYIJIbIM TIONEPEYHBIM CEYEHHEM)
JIEKapCTBEHHBIX (JOPM M HYaCTHUL], COOTBETCTBEHHO, 3arpy3ka MPOUCXOIUT IO UX IUAMETPY
(vHOTZIa Ha3bIBaeMasl TUAMETPAIbHON HArpy3Koii), a pa3pyLIeHue NPOUCXOIUT B TIOCKOCTH.
Paspymaromee ycuiaue JE€KapCTBEHHBIX (OPM M HACTHUL, COOTBETCTBEHHO, OOBIYHO B
(apManeBTUYECKOH JIUTepaType Ha3bIBAIOT TBEPAOCTHIO, OAHAKO IPUMEHEHHE STOTO TEPMHUHA
BBOIUT B 3al0nyxnaeHue. B marepuanoBeneHWH TBEPAOCTb ONPEAEIEHHS COOTBETCTBYET
YCTOMYUBOCTH MOBEPXHOCTH K MPOHUKHOBEHUIO MJIH YIIYOJIEHHIO ¢ TIOMOIIBIO HEOOIBIIOrO
30HAa. TepMHUH CONMPOTHBIICHHE PA3JABJIMBAIOIIEMY YCHIIMIO TaKXKe YaCTO MPUMEHSIOT AJIS
OMUCAHMUSA PE3UCTEHTHOCTU JIEKAPCTBEHHBIX (OPM M HYACTHIL, COOTBETCTBEHHO, IIO
OTHOLICHHWIO K TNPHUMEHEHHIO CKUMAKIeld Harpy3ku. XOTs 3TOT TepPMUH Ooliee TOYHO
OTMCHIBAET UCTHHHBIN XapaKkTep HCCIECIOBAHNUS, HEXKEIN TBEPIOCTb, OH MOPA3yMEBAET, UTO
JeKapCTBeHHbIE (POPMBbI M YaCTHULbI, COOTBETCTBEHHO, (PAaKTUUECKH H3MENbYAa0T BO BPEMsI

HUCCICA0BAHMA, YTO YaCTO HE IPOUCXOOUT.

[0280] B kauecTBe aJbTEPHATUBBL, MpeAe] IPOYHOCTH Ha pas3pbiB (YCTOMYMBOCTD K
npobyieHnt0) MokeT ObITh u3MepeH B coorBercTBUU ¢ WO 2008/107149, 49ro MOKHO
paccmarpuBaTh Kak Moxupukanuro crnocoda, ommucanHoro B Papm. EBp. VYcerpoiictso,
NPUMEHSIeMOe Ul HM3MEPEHHsl, IMPEANOUYTHTENIbHO MpPEACTaBIsieT COOOH yCTAaHOBKY JUIA
UCTIBITaHUST MaTepualioB «Zwick Z 2.5», Fpae = 2,5 xH ¢ MakcuManbHBIM BBITSTHBAHUEM
1150 MM, xOTOpasi AOJKHA OBITh YCTAHOBJIEHA ¢ OMHOW KOJIOHKOW, OJHUM INMHUHIEIEM U
3a30poM B mpenenax 100 MM M CKOpPOCTBIO UcCHbITaHus, peryaupyemoit mexay 0,1 u 800
MM/MHH. BMECTe C porpaMMHbIM obecrieuenueM testControl. Cienmaianct B JTaHHOM 00JacTH
TEXHUKU YMEET MPABUJIBHO PETyJUPOBATh CKOPOCTh MCIBITAHHS, Hampumep, 10 10 Mm/mMuH.,
20 mv/muH. Wi 40 MM/MUH., Hanpumep. M3mepeHne BBINOIHUIN C TPUMEHEHHUEM TTOPLIHS
TaBJIEHHUs ¢ BBUHYMBAIOLIMMHUCS BCTABKAMU U IJIMHIPOM (auameTp 10 MM), TaTYUKOM CHJIBI,
Fmax. 1 xH, nmamerpom = 8 mm, kmacc 0,5 or 10 H, xmacc 1 or 2 H mo ISO 7500-1, ¢
ceptudukarom uchbiTaHus usroroputenss M B coorBerctBuu ¢ DIN 55350-18 (obmas cuna
IBuka Fpna = 1,45 kH) (Bce ammapater ot Zwick GmbH & Co. KG, Yaem, I'epmanus) ¢
nopsiakoBeiM HomepoM BTC-FR 2.5 TH. D09 B cny4yae yCTaHOBKM Al MCIBITAHMS,
nopsiakoselii Homep BTC-LC 0050N. PO1 B ciyuae natumka cuiibl, NOpsAkoBbiii Homep BO

70 000 SO6 B ciyyae LEHTPUPYIOILIETO YCTPOICTBA.



10

15

20

25

30

81

[0281] IIpm ycnmoBuM, YTO NMpHUMEHSIOT nporpammHoe obecrieueHue testControl (testXpert
V10.11), cnenyromue NpuBOAMMBIE B Ka4eCTBE MPUMEPa HACTPOMKHU U TIapaMeTphbl OKa3aIy,
yro Oynyt npumeHuMbiMH: JIH-mosunwms: nnuHa 3axkuma 150 mm. JIH-ckopocts: 500
MM/MUH., JUIMHA 32)KUMa B KOHIe pabouero xoma: 195 mm, ckopocts pabouero xoma: 500
MM/MUH., 0€3 MpeABAPUTENIHOIO PEryJMpOBaHUS yCWINs - npeasapurensHoe ycuue 1 H,
CKOPOCTh MpeaBapuTeNbHOro ycuausi 10 Mm/MuH. - naHHble oOpasma: 6e3 ¢hopmbl obpasua,
MU3MEpPEHUE JJIMHBI MPONAEHHOrO paccTosiHus 10 MM, nepen UCCIeNOBAHUEM OTCYTCTBYIOT
JaHHbIE — WCTIBITAHWE /OKOHYAHUE HCCJIEAOBAHUS, CKOPOCTh MccienoBaHus: 10 MM/MUH. C
peryJiupoBaHUEeM IMOJOXKEHHs], CABUT CKOPOCTH 3a7ep>kKku: 1, mopor oTkimroueHus cuibl 50 %
Frax, HET mopora Cwibl B CiIydae WCIBITAHUS HA pa3pbiB, 0€3 M3MEHEHUs MaKCHMAaJbHON
IUHBL, BepxHUil npenen cuiel: 600 H — komnencamnust paciuperust: 6e3 KOppeKLUUH JTHHBI
U3MepeHust - AeHCTBUs mocie uccnenoBanust: JIH Oyner ycraHOBIeHA MOCIE UCCIIETOBAHUS,
0e3 BeIrpy3ku obpasua - I1PI": mamsre nanubix: [IPIT uHTepBan paccrosinue no paspoisa 1
MkM, IIPI" Bpemennoii untepsan O,1c, IIPI' untepsan cunsl 1H — Mexanusm, peryustop
PAcCTOsIHUS IO Tpacce: BEPXHUN MATKHUI KOHel 358 MM, HUKHHMI MATKUN KOHel 192 MM —
HIDKHEe  HccieayemMoe  mpocTpaHcTBo.  HeoOxomumo — obecneunTh — mapajuielbHOE
pAacIoNOKeHNe BEPXHEH IUIUTHI U IIAT(QOPMBI - 3TU AETAIN HE AOJDKHBI KacaTbCs BO BPEMsI
umi nocne uccienosanus. Ilocine wuccnenoBaHust Mexay [OBYMs KpPOHLITEMHaMU IIpU
HEIMOCPEACTBEHHOM KOHTAKTE C UCCJIEYyEMbIMH YaCTULIAMU BCE €I1Ee JOJIKEH NPUCYTCTBOBATh
HeOosbuIol 3a30p (Hanmpumep, 0,1 wiu 0,2 MM), NPEACTABIAOIIMNA OCTABIIYIOCS TOJIIUHY

neopMUpOBaHHON YaCTHIIA.

[0282] B mpeanouTUTENHPHOM BapHaHTE peaju3alliy, YacTHULA CUHUTAETCS CJIOMAaHHOM, €ClU
OHa pa3pylIaeTcs Ha MO KpalHel Mepe Be OTAeNbHbIe YacTH COMOCTABUMOW MOpP(OIorum.
OTtneneHHOe BEIIECTBO, UMEROIIee MOP(ONIOTHIO, OTIUYHYIO OT Ae(OPMUPOBAHHON YaCTHIIA,

HarpUMep, MbUTb, HE CYUTAIN YaCTAMH, KBAIN(PULIUPYEMBIMHE IJIs1 OTIPEIEIICHUS pa3pyIICHHUS.

[0283] YacTuiel MO HM300PETEHUIO, MPENNOYTUTENHHO, AEMOHCTPHPYIOT MEXaHUYECKYIO
IIPOYHOCTh B IIMPOKOM TE€MIIEPATypPHOM JHUamna3oHe, B AONOJHEHUE K Mpeesny IPOYHOCTH Ha
pa3pbIB (YCTOHUMBOCTH K IPOOJICHHIO), HEOOSA3aTENbHO TaKKe NOCTATOYHYIO TBEPIOCTb,
npenen TeKY4YecTH, YCTaJOCTHYIO IMPOYHOCTb, yIapONpPOYHOCTb, YAAPHYHO 3JaCTUYHOCTD,
IPOYHOCTD HA PACTSHKEHUE, POYHOCTh HA CXKATHE /WM MOIYJIb YIPYTOCTH, HEOOS3aTENbHO,
TaKXKe NMPU HU3KUX Temneparypax (Hampumep, Hke -24 °C, Humxke -40 °C uimm, BO3MOXHO,

AK€ B KHIKOM a30Te), MOCKOJIbKY HX IMPAKTHYCCKHU HEBO3MOXHO H3MCJIbUUTL IMMYTEM
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CIIOHTAHHOTO JKE€BAaHUsS, W3MEJbYCHHs B CTYIKe, pacTUpaHusi W T. 1. Takum oOpaszom,
MPEANOYTUTENBHO, CPAaBHUTENBHO BBICOKHUH Mpefesa MPOYHOCTH Ha paspblB HYaCTULl [0
U300PETEHUIO COXPAHSIETCs JaXke MPU HU3KUX WM OYeHb HU3KHUX TeMIlepaTypax, HarmpuMmep,
KOTZia JIeKapCTBEHHYIO (OpMYy H3HAYAIBHO OXJIAXAAIH, YTOOBI YBEJIUYHTH €€ XPYIKOCTb,

Hanpumep, 10 Temrepatyp Huke -25 °C, Hike -40 °C nnm naxe B )KUAKOM a30Te.

[0284] YacTuiy mo HM300pETEHHMI0 XapaKTEPHU3OBAJIHM OINPENEJICHHOW CTENeHbIO Tmpenaesa
MPOYHOCTH Ha pa3phiB. DTO HE O3HAYAET, YTO YaCTULA Tak)Ke JOJKHA JEeMOHCTPHUPOBATH
ONpeleNIeHHYI0 CTeleHb TBEpPAOCTH. TBepAocTh M Ipenen IPOYHOCTH Ha pas3pbiB
NPEACTaBISIIOT COOOW pasHble Qusuueckue cBoiicTBa. CliemoBaTeNbHO, 3aLIUINEHHOCTh OT
HECaHKLIMOHHPOBAHHOTO BMEIIATENbCTBA JIEKAPCTBEHHOH (POPMBI HE 00sI13aTeIBbHO 3aBUCHUT OT
»ecTkocTu yactull. Hanpumep, u3-3a ux mpeaena NpoOYHOCTU Ha pas3pblB, YAAPHOMN BSI3KOCTH,
MOZYJISI YOPYTOCTH W MPOYHOCTH HA PACTSDKEHHE, COOTBETCTBEHHO, YACTHILBI MOTYT OBITh
neopMUpOBaHbL, HAIPUMEP, MJIACTUYECKH, TIPU MPHIIOKEHUN BHELTHEH CHIIbI, HAPUMEp, C
NPUMEHEHUEM MOJIOTKA, HO HE MOTYT OBITh M3MEJbUEHBI, T.€., PACKPOLIEHBI B OOJBIIOE
KOJINYECTBO (hparMeHToB. J[pyruMu ClIoBaMH, YaCTULBI 110 N300PETEHUIO XapaKTePU3YIOTCS B
OTIpPENeIEHHON CTEeNEeHU MPEIeNOM IMPOYHOCTH Ha pas3pblB, HO HE OOs3aTENBPHO TaKXKe

OTIpeIeNIEHHON CTENEeHbI0 CTAOMIBHOCTH (DOPMBI.

[0285] CnenoBaTenbHO, B CMbICHIE CeUU(UKALMM, YaCTHIA, KOTOpas nedhopMUpPYeTCs MpHU
BO3/ICHCTBUM CHJIbI B OIIPEIEIICHHOM HAIIPaBJIEHUU PACTSKEHUsS, HO KOTOpast HE pa3pylIaeTcs
(mnactuueckass — gedopMaikds WM [UIACTHYECKUM  MOTOK),  MPEANOYTHTENBHO,
paccMaTpUBAETCS KaK HUMEIOLNAs SKeJIaeMbIl Mpeaesa MPOYHOCTH Ha paspblB B YKA3aHHOE

HanpaBJieHUE PacIliUPEHUs.

[0286] OmpeneneHne MEXaHMUYECKUX CBOMCTB YaCTHUIl B TEPMUHAX UX Tpeaesia MPOYHOCTH Ha
pa3pbiB (pa3pyLIAOLIEr0 YCHJIUS, CHJIbI Ha pa3pbiB, CONPOTUBIICHHS Pa3qaBIHBAOLIEMY
YCUJIMIO) UMEET NPEUMYINeCTBA IO CPABHEHUIO C IPYTUMHU MapaMeTpaMHd, TAKUMH Kak
MPOYHOCTh HA PACTSDKEHHE, IOCKOJbKY YKa3aHHbIE NPYTHe MapaMeTPhl 3aBUCIT OT BHEIIHHUX
¢dopm HacTuIl, Toraa Kak mpeaes NPOYHOCTH Ha Pa3phiB MOXKET OBITh ONpeNeieH HE3aBUCHMO.
B cnydae wupeanpHOM KpHUBOW paspblBa NMPU YCJIOBUM, 4YTO MpeAeNbHAas MNPOYHOCTb HA
pacTsLKEHHE W IPOYHOCTh Ha PACTSKEHHE YaCTHULl PABHBI, MPOYHOCTh HA PACTSKEHHUE MOXKET

ObITh paccyMTaHa Ha OCHOBE IIpeleNna NPOYHOCTH Ha pas3pblB. YpaBHEHHE B Clydae
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IIPOYHOCTH HA PACTSDKEHUE, YUYUTBHIBAKOLIEE AUAMETP M IIUPUHY MNPUTYIUIEHHs KPOMKHU B

KauecTBe KOHTAKTHOM NOBEPXHOCTU CUJIBL, I'TTACHT:
2-pP
ST Dt
re 6 = mpodHOCTb Ha pacTsukerne (N/mm’), P = cuna Ha paspsis (N); t = BbicoTa

nputyrieHus: (Mm); D = nuamerp (Mm).

[0287] OnHako, WPEANOCHUIKAMU JUISI CTPOroi (PU3NYECKOH CHpPaBEATUBOCTH STOTO
YPaBHEHUs SIBJIAIOTCA CJIEAYIOIIHME. ORNHOPOAHOCTb dwacTul, paedopmanms B ciydae
HANpPSDKEHUSI M JABJICHUS] TAaKUM K€ O00pa3oM B COOTBETCTBHHM C 3aKOHOM ['yKa, TOJBKO
yIPYyroe Wi XpyIKOe MOBEAEHUE, TONBKO ONMOPHBIE MOBEPXHOCTH TOYEHHOro tuna. [pyroe
SMIMPUYECKU OINPENEICHHOE YpPaBHEHHE SBJSIETCS HEOOXOIUMBIM B CIIydae H3OTHYTHIX

JaCTUuL.
_10P e L _g126 L
0= pz (284 5=0.126 17

rae D = nuamerp; P = cusa Ha pa3psiB; t = ToNIKHA B 1iesioM; W = TOJIIIMHA

w
+ 3.15 ot 0.0)7*

LIEHTPaIbHOIO LIUJIUHAPA.

[0288] IIpenmouTHTeNbHBIE YACTULBL, MPUCYTCTBYIOLIHME B JIEKAPCTBEHHBIX (popmax 1o
N300pETEHHIO, SBJISIOTCS TAKMMHM, KOTOPbIE MMEIOT MOAXOAALIYIO IPOYHOCTh HA PACTSKEHUE,
KaK ONpEeIeNIieHO METOIOM MCCIIEIOBAHUS, B HACTOALIEE BPeMs IIPUHATHIM B JaHHOW 001acTH
TEeXHUKH. J{OMOSHUTENbHBIE MPEANIOYTHTENbHBIE YaCTHLbI NPEACTABISIIOT COOOi Takwme,
KOTOpbIe HMEIOT MONyJib KOHra, 4To onpenessiiu ¢ TOMOLIbI0 croco0a UCTIBITAHUH B JAHHOM
obmactu TexHuku. Eme Oonee MpeanmoyYTUTENbHBIMH YAacTULAMH SIBJSIFOTCS T€, KOTOpPbIE

HMEIOT NNPUEMIIEMOE YIJIMHEHUEC TTPU pPa3pbIBE.

[0289] HezaBucumMo OT TOro, UMEIOT JIM YaCTHUIIBI COTJIACHO I/1306peTeHI/IIO TTOBBIIIEHHBIHN
npeeN MPOYHOCTH Ha Pa3pbIB WM HET, YACTHIIBI COTJIACHO M300PETEHUIO MPEANOYTHTETHHO
JEMOHCTPHUPYIOT OMpPEAENIEHHYI0 CTeneHb nedopMupyeMocTr. YacTHIbl, COmepsKaliuecs: B
JIEKaApCTBEHHOMU dbopme o HU300peTeHHIO, OpeanOYTUTENBHO, HUMEIOT  TaKyH
neopMUpPYEeMOCTb, YTO OHU TOKA3bIBAIOT YBEJIHYEHUE, MPEATIOYTHTENBHO, MO CYLIECTBY,
HOCTOSIHHOE YBEJIIMUEHUE CHJIBI IIPU COOTBETCTBYHOINEM YMEHBINIEHUH CMELIEHHUS Ha
JuarpaMMe «CHJIa-IepPEMEIEHUEY», KOrga MOABEPraeTCs Mpenely NpoOUYHOCTH Ha pa3phbIB, KaK

OITMCAaHO BBILIC.
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[0290] DTO MeXaHM4YECKOE€ CBOWCTBO, T. €., AeQOopMUPYEMOCTb OTAENbHBIX YaCTHII,

MPOWUTIOCTPUPOBAaHO HAa Purypax 1 u 2.

[0291] Purypa | cxemaTHUeCKH UIUTIOCTPUPYET U3MEPEHNUE U COOTBETCTBYIOLIYIO TUArPAMMYy
«cuna-nepemerenrey. B uactHoctu, @urypa 1A nokaspiBaeT UCXOAHYIO CUTYALIUIO B HavYae
usMepenusi. TunoByro vactuiy (2) pa3MerarT MeXIy BepxHel 4earocThio (1a) U HukKHel
yemocTbio (1b), kaxmasi U3 KOTOPBIX HAXOMUTCS B TECHOM KOHTAKTE C TOBEPXHOCTHIO
yactunpl (2). HauanpHoe cmemmenue dy Mexxny BepxHeil uemocThio (1a) 1 HIKHEH YeOCThIO
(1b) CcOOTBETCTBYeT pACHIMPEHUID YACTULbI OPTOTOHAJIBHO K TOBEPXHOCTSIM BEpXHEU
yemoctH (1a) u HIokHEH uemoctu (1b). B 3T0 Bpemst HuKakasi cuiia He IeficTByeT BooOIue, u,
TakuM 00pa3oM, Ha JAuarpamMMme «cCuia-iepeMerienney Hike rpadux He oroOpaxken. Kornma
HAUMHAIOT M3MEPEHHE, BEPXHIOK UENIOCTh MEPEMEIIA0T B HANPABICHUN HUKHEH YENFOCTH
(1b), mpeamodTHUTENBHO, MPHU MOCTOSIHHON ckopocTu. Purypa 1B moxaseiBaeT cutyanmo,
KOTJa W3-3a JIBIDKEHHs BepxHel democtu (la) mo HampaBieHUIO K HIDkHeH yemocTtH (1b)
MPWIATraloT CUJTy TI0 OTHOLICHHIO K "actule (2). M3-3a cBoeii nepopmupyemoctu, yactuna (2)
CIUTFOIIMBAETCS, He Oyayuu paspyiieHHOW. [[uarpamma «cuna-nepemMerneHne» yka3blBaeT Ha
TO, YTO IOCJIe YMEHbILIeHUs iepemMernenus dy BepxHel uenocTtu (1a) u HiwkHel yemocta (1b)
Ha pacCTOsiHUE X1, T. €., Ipu nepemeniennu Ha d; = dy - X1, m3mepsuu cuy Fi. @urypa 1C
MOKa3bIBAET CUTYALMIO, KOTZla M3-3a HENPEepBhIBHOrO JBUXKEHUS BepxHel uemoctu (la) mo
HampaBJIeHUIO K HWwkHel uemoctu (1b), cuma, kotopas mnposiBiasiercs Ha uactuue (2),
BbI3bIBAET AalibHEHIIyI0 nedopmaiuio, xXOoTs 4acTuia (2) He paszpyiuaercs. Juarpamma
«CUJa-mepeMeIneHne» YKa3blBaeT Ha TO, YTO MOCJe YMEHbLISHUs nepeMerneHus dy BepxHe
yemoctH (1a) u HokHeH yemoctu (1b) Ha paccrosiHue X,, T. €., pu nepeMerneHnu Ha dy = do
- Xy, mMepsuin cuny Fy. Ilpu stux oOcrosrtenbcrBax, yactuia (2) He Obula cioMaHa
(paspylieHa) ¥ W3MEPSUIM CYIIECTBEHHOE IOCTOSHHOE VBEJIMYEHHE CHJIbI Ha AHarpamme

CHJIBI-CMCILICHUA.

[0292] Hampotus, @urypa 2 cXeMaTH4YECKH WUTFOCTPUPYET U3MEPEHHUE U COOTBETCTBYIOLLYIO
AUarpaMMy «CUja-NepPEeMEIleHne» TPAAULUOHHON CPaBHUTEIBPHOW YaCTHULbl, HE HUMEIIEH
TaKoH cTerneHu neOpMHPYEMOCTH, KaK YacTHIbI MO m3o0pereHuto. durypa 2A moka3biBaeT
UCXOIHYIO CHTYallMI0 B Hayaje HW3MEpeHHs. THUNOBYI0 CPaBHUTENbHYIO dacTuly (2)
pa3MeInarT Mekay BepxHel uemocthio (1a) u HiskHel yemocthio (1b), kaxmas u3 KOTOpbIX

HAXOJUTCS B TECHOM KOHTAKT€ C MOBEPXHOCTHIO CpaBHUTENbHON uacTubl (2). HauanbHoe
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cmemenne dyp mMexxay BepxHed yemocTeio (la) m HwkHel yemocTeio (1b) cooTBeTcTByeT
PACUIMPEHHUI0 CPABHUTEJBHOM YaCTHUIbl OPTOrOHAJIBHO K MOBEPXHOCTAM BEPXHEH YENOCTH
(1a) n mmwxkueit yemoctu (1b). B 310 Bpems HHKakas cuja He NEHCTBYeT BOOOLIE, W, TAKUM
o0pa3oM, Ha IHWarpamMMe <«Cuia-iepeMerneHue» Hike rpaduk He otoOpaxken. Korma
HAUMHAIOT M3MEpPEHHEe, BEPXHIOK YENIOCTh IEePEMEIIaloT B HANPABICHUN HUKHEH YeNFOCTH
(1b), mpeamoYTUTENBHO, MPU MOCTOSIHHON cKopocTu. Durypa 2B moka3bpiBaeT CHUTYaLUIO,
KOrJa u3-3a IBWKEHUs] BepxHell vemocTH (la) mo HampaBieHHIO K HrpkHeH vemoctu (1b),
CHJIy TpPWUJIAraloT K cpaBHHUTENbHOW dvactune (2). M3-3a Hekotopoil nedopmupyemMocT,
CpaBHUTENbHAS YacTHLA (2) HEMHOTO CIUTIOLIUBAETCS, He Oyayun pa3pylueHHoH. [lnarpamma
«CUJIa-TiepeMeIeHNe» YKa3bIBaeT Ha TO, YTO MOCJEe YMEHbLIEHHs nepeMerneHus dy BepxHen
yemoctH (1a) u HokHeH yemoctu (1b) Ha paccrosiHue X1, T. €., pu nepeMerneHnu Ha d; = do
- X1, m3Mmepsuiu cuny Fi. @urypa 2C mokasblBaeT CUTYaLMIO, KOTZla M3-32 HENPEephIBHOIO
IBIDKEHUs BepxHeH democty (1a) mo HampaBieHUro K HkHeH democtH (1b), cuma, kotopast
NPOSIBJISIETCST HAa YacTHIe (2), BBI3bIBACT BHE3AITHOE PA3pyLICHHE CPABHUTEIBHON YaCTHLIbI
(2). Jmarpamma «cuia-mepeMeleHHe» YyKa3blBaeT Ha TO, YTO TIOCJIE YMEHBIIEHHS
nepemenienns do BepxHeil yemoctu (la) u HikHe# democtu (1b) Ha paccTosiHuE X), T. €.,
npu niepemeniennu Ha d; = dy - Xp, u3Mepsun cwny F,, KoTOopasi BHE3almHO Magaer, Korna
yactuua paspyuaercs. [Ipu sTux oOcTostenbcTBax, yactuna (2) Obuta ciiomMana (paspyLieHa)
U U3MEpsUIM HE IIOCTOSHHOE YBEJIWYeHHE CHJIbl Ha AMarpaMMme «CHJIa-TIepeMeIleHuey.
BHe3anHoe naseHue (yMEHbIIEHHE) CUIIBI MOXKET OBITh JIETKO PACIIO3HAHO M HE HYXKAeTCs B
KOJINYECTBEHHOM OIIPENeNIeHUH JUIl W3MEpeHHUs. YCTOWYMBOE YBEJIHMUYEHHE IuarpaMMbl

«CUJIa-TiepeMelneHey» 3aKaHunBaeTcs npu nepemernernu d, = dy - X,, 4YaCTHLIA JIOMAETCSI.

[0293] B nmpeanmodYTHUTENPHOM BapUaHTE peaju3aluy, 4YacTULIbl, COAEp)Kallhecss B
JIEKapCTBEHHOW (popMe MO H300PETeHHI0, HUMEIOT Takyl AeGOopMHPYeMOCTb, YTO OHH
MOKA3bIBAIOT YBEJIMYECHUE, MPEANOYTHTENBHO, CYIIECTBEHHO YCTOMYUBBIA POCT CHJIBI MPH
COOTBETCTBYIOIIIEM YMEHBIIEHUH TEPEMEIIEHHs Ha AUarpaMMe «Cuja-nepeMereHne», Koraa
MOJBEPraeTCsl HMCCIENOBAHHUIO TIpefesia NPOYHOCTH Ha paspbiB, KaK OMHCAHO BBILIE
(ycTaHOBKa JJIs1 WCHBITaHUS MartepuanoB «Zwick Z 2.5», TOCTOsIHHash CKOPOCTB),
NPEATIOYTUTENBHO, 10 MeHbINEeH Mepe 10 nepeMerneHus d BepxHed yemocty (1a) u HUKHEH
yemoctH (1b) Oputa ymensiena 1o 3HaueHust 90 % ucxognoro nepemenienus do (T. e., d =
0,9 - do), mpemmoururenpHO, 10 mnepememenus d, cocraBsromero 80 % HMCXOTHOTO
nepememenns do, Oosee mpenmodtuTenbHO, N0 mnepememenus: d, cocrasisiromero 70 %

ucxomgHoro rmnepememeHus do, eme Oojiee TPEANOYTHUTENbHO, 10 TnepeMenieHus d,
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cocrasisitoiero 60 % wucxomHoro mnepemernerust do, naxe Ooyiee MPEANOYTHTENBHO, 0O
nepememnenns d, cocraBsiromiero 50 % wucxomHoro mepemerneHusi dyp, maxe eme Ooee
NPEANOYTUTENBHO, 10 nepemMerneHus d, cocrapistomiero 40 % ucxogHoro nepemerinenus do,
HauboJiee MpPeaNnoYTHTENbHO, A0 nepememieHus d, cocrapmsomero 30 % MCXOOHOTO
nepemenienuss do, U, B 4aCTHOCTH, 10 nepemernenus: d, cocrasmstomero 20 % HCXOOHOTO
nepemenienus do, wiu 10 nepemerneHus d, cocrapisromero 15 % UCXOAHOTO mepeMerneHus
do, mo mepememienusi d, cocrapysiromiero 10 % wucxomHoro mnepemernenuss do, WIH 10

nepemerienus d, cocrapiasarouero 5 % ucxonHoro nepemernenus do.
2

[0294] B npyrom npennodTUTENbHOM BApUAHTE PEATM3allUM, YacCTHULbl, COAEp KALIUecs B
JEKapCTBEHHOW (opMe MO H300PETeHHI0, UMEIT TaKyk Oe(hOpMHPYEMOCTb, YTO OHHU
MOKA3bIBAIOT YBEJMUYEHUE, TPEATIOYTHTENBHO, CYIIECTBEHHO YCTOWYMBBIA POCT CHJIBI TPU
COOTBETCTBYIOIIEM YMEHBIICHHU MePEMEIICHUsT Ha JUarpaMme «CHiia-TiepeMelieHne», Korna
MOJABEPTaeTcsl HCCICAOBAHUIO TMpeAena IMPOYHOCTH Ha pa3pbiB, KaK OIMUCAHO BBIIIE
(ycTaHOBKa JJIs1 WCHBITaHUS MarepuanoB «Zwick Z 2.5», mOCTOsIHHash CKOPOCTB),
NPEATIOYTUTENBHO, 110 MeHbINeH Mepe 10 nepeMernenus d Bepxuael uemoctu (la) u HIDKHEH
yemoctu (1b) Obuto cHmkeno xo 0,80 mm umu 0,75 mm, npennoururensHo, 0,70 MM i 0,65
MM, Oosiee mipenmnoututenbao, 0,60 Mmm miu 0,55 MM, eme Gonee mpenmnoururenbHo, 0,50 MM
wm 0,45 mM, naxke Oonee mpeamoururenbHo, 0,40 MM wmm 0,35 MM, maxe emie Oosee
npeanoututenbHo, 0,30 MM umm 0,25 MM, Haubogee mpeanodyrutesnbHo, 0,20 mm wiu 0,15 MM

u, B yactHoctH, 0,10 mm 0,05 mm.

[0295] B eme omHOM JApyromM TMPEANOYTUTEIbHOM BapUaHTE pealu3aliy, YacTHLBI,
colepskammecss B JIEKApCTBEHHOW  (opMe MO  U300pETEHHI0, HMEKT  TaKyHo
neopMHUPYEMOCTh, YTO OHHU TOKa3bIBAIOT YBEJIHUYEHHUE, MPENNOYTHTEIbHO, CYIIECTBEHHO
YCTOMYUBBIA POCT CHJIBI IIPU COOTBETCTBYIOLIEM YMEHBLICHUN NEPEMEIIEHHsI Ha TUarpaMmMe
«CUJIa-TiepeMeIeHe», KOrna MOABEPraeTcsi HCCIENOBAHUIO Npeaesia MPOYHOCTH Ha Pa3phiB,
KaK OIMUCAHO BbIle (YCTAHOBKA IS UCIIBITAHHUS MaTepualioB «Zwick Z 2.5», mocTtosiHHas
CKOPOCTB), TIO MeHbIIEH Mepe 1o nepemerneHus d BepxHel yenroctu (1a) U HUKHEN YemoCcTH
(1b) 6p0 cHUxKEeHO 10 50 % ucxomnoro nepememnenus dy (T. €., d = d¢/2), Torma kak cuna,
U3MepeHHast Mpu ykazaHHoM nepememenuu (d = d¢/2), coctasnsier mo meHsbIneid mepe 25 H
umv no MeHbwend Mepe 50 H, npennoururensHo, no MeHblied Mepe 75 H wiu no MeHblien
mepe 100 H, eme Oonee npeamnoutuTensHo, o MeHbiuel Mepe 150 H wnm mo meHbiiel mepe

200 H, naxe Oonee mpeAnodTUTENbHO, 110 MeHbliel Mepe 250 H unn no mensiueii mepe 300
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H, naxxe eme Oosee mpeanouTUTENbHO, IO MeHblIel Mepe 350 H wnn no mensieii mepe 400
H, nanbonee npennoururensHo, no MeHbineil mepe 450 H nnn no mensmeit mepe 500 H u, B
YaCTHOCTH, MO MeHbLIen Mepe 625 H, unu no mensmen mepe 750 H, unu no mensuiein Mepe
875 H, unu no mensiielr mepe 1000 H, unu no mensweit Mmepe 1250 H, unu no messiuein

mepe 1500 H.

[0296] B npyrom npeanodTUTENbHOM BAapUAHTE pealM3alluM, YacTHULbl, COAEpIKALIUECs B
JIEKapCTBEHHOW (popMe MO H300PETeHHI0, HUMEIOT Takyl AeGOopMHPYeMOCTb, YTO OHH
MOKA3bIBAIOT YBEJIHUYEHHUE, MPEANOYTHTENbHO, CYILIECTBEHHO YCTOMUYMBBIA POCT CHJIBI HpPHU
COOTBETCTBYIOLIEM YMEHBIIEHUU MepEMEIIEeHNs] Ha JuarpaMme «Cuia-nepeMelieHne», Kormna
MOJIBEPTraeTCcsl HCCJIEJOBAHUIO TMpeAeNna MPOYHOCTH Ha pas3pbiB, KakK ONMCAHO BbIIlE
(ycTaHOBKA JUTSl HCIIBITAHHS MaTepHaNoB «Zwick Z 2.5», MOCTOsIHHASI CKOPOCTBD), IO MEHbIIEH
Mepe 0 Tex mop, moka mepemernenue d BepxHed uemoctu (la) u HwkHed udemoctu (1b)
ObUTIO CHIKEHO Ha 1o MeHblied mMepe 0,1 MM, Oonee mMpennouTUTENHHO, IO MEHbINEH Mepe
0,2 MM, eme Ooiee NPEANOUYTHUTENLHO, NO MeHbmelr Mepe 0,3 ™M, naxe Oonee
NPEANOYTUTENIPHO, MO MeHblned Mepe 0,4 MM, naxe eme Ooyiee NPEANOYTUTENBHO, IO
MeHbIne mepe 0,5 MM, HauOoJiee MPENNOUYTHUTENBHO, MO MeHblIel Mepe 0,6 MM H, B
4aCTHOCTH, MO MeHbwen Mmepe 0,7 MM, TOrga Kak CWiIa, U3MEPEHHas IpPU YKa3aHHOM
nepeMeIeHn! JISKUT B npenenax auamasona ot 5,0 H no 250 H, Gonee npenmnodrurensHo, OT
7,5 H nmo 225 H, eme Oonee mnpenmouturenbHo, or 10 H mo 200 H, naxe Oonee
npeanoutuTenbHo, ot 15 H no 175 H, naxe ewme 6onee npeanouturensHo, ot 20 H 1o 150 H,

Hauboee mpennoutuTesbHo, oT 25 H 1o 125 H u, B vactHoctH, ot 30 H no 100 H.

[0297] B eme ogHOM BapuaHTe peaNU3alNy, YaCTHLI, COAEPIKAIIUECS B JICKAPCTBEHHOMN
dbopMe Mo U300PETEHUI0, UMEIOT Takyr nedOpPMHUPYEMOCTh, YTO OHU nedopMUPYIOTCs Oe3
paspylieHus mpu NMOoCTOsiHHOW cuiie, Hanpumep, S0 H, 100 H, 200 H, 300 H, 400 H, 500 H
wiu 600 H B uccienoBannu npezena MpOYHOCTH HAa Pa3phiB, KAK OMUCAHO BhIIE (YCTAHOBKA
IUI WCTIBITAaHUST MaTtepuanoB «Zwick Z 2.5», mocTosHHAas cuia), OO0 TeX IMop, TOKa
nepemernenre d BepxHell democtu (la) um HwkHed democtu (1b) yMeHbIDAETCs TaKUM
oOpa3oMm, 4To nanbHeWmas nedopManus HE MPOMCXOMUT MPHU 3aJaHHON MMOCTOSHHOU CHIIE,
TOTZIa KaK B ’TOM PaBHOBECHOM COCTOsIHMHU NepemereHne d BepxHeii uemoctu (1a) u HuxHeH
gyemoctH (1b) cocraBnsier He Gonee 90 % ucxomnoro nepemernenus do (T. €., d < 0,9 - dp),
npennoututesibHo He Oonee 80 % wucxomuoro mepememenus dy (T.e., d < 0,8 - dy), Hbonee

npennoutuTesbHo, He Oojnee 70 % ucxomnoro mepemerntenust do (t.e., d < 0,7 - do), emme
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Oonee mpennoururensHo, He Oonee 60 % mcxomHoro nmepemerneHus dy (T.e., d < 0,6 - dy),
naxxe OoJyiee MpeanovYTUTENbHO, He Oonee S0 % ucxomnoro nepemernenus dy (T.e., d < 0,5 -
do), naxe ere Oonee npennovTuTeabHO, He Oonee 40 % ucxoxuoro nepemerenus do (T. €., d
<0,4 - do), Haubonee npeamnourutenbHoO, He Oonee 30 % ucxoanoro nepemernenus do (T. €., d
< 0,3 - do) u, B yactHoctu, He Gonee 20 % ucxomnoro nepemernenus do (T. e, d < 0,2 - dy)
win He Oonee 15 % ucxomnoro nepemerenust do (T.e, d < 0,15 - dy), He Gonee 10 %
ucxonnoro nepemenenusi do (T. €., d <0,1 - do) unu He Oonee 5 % UCXOTHOTO MEPEMEIEHUS

do (T. €., d< 0,05 - do)

[0298] IIpenmodTUTENBHO, YACTUIBL, COXEpIKAIIUEeCs] B JIEKAPCTBEHHOH (¢opMe TIo
U300pPETEHHIO, UMEIOT TAaKYIO Ae(OopMUPYEMOCTD, YTO OHU Ne(hOPMUPYIOTCS O3 pa3pyIIeHus,
KOrJa MOJBEPraroTCs MOCTOSHHON cujie, Hanpumep, S0 H, 100 H, 200 H, 300 H, 400 H, 500
H nmu 600 H, B uccnenoBanuu mnpefena NPOYHOCTH HA pPaspblB, KAaK OMNHCAHO BbILIE
(ycTaHOBKA TSl HCTIBITAHHSI MaTepuanoB «Zwick Z 2.5», moCcTosHHAs cujia), 10 TeX Mop, MoKa
nepemernenne d BepxHell democtu (la) m HwkHed democtu (1b) yMeHbIDAeTCs TaKUM
oOpa3om, 4To nayibHelas neopmannsi He MPOUCXONUT MPHU YKA3aHHON MOCTOSIHHOW CHITE,
TOTAa Kak B 3TOM YPaBHOBEIIEHHOM COCTOsIHMM nepemenienne d BepxHel uemoctu (la) u
HwkHed uyemoctu (1b) cocraBmsier He Oonee 0,80 mm wimm He Oonee 0,75 wmw,
npennouTuTeNbHo, He 6onee 0,70 MM unmu He Oonee 0,65 mm, Oosee MPEANOYTHTENBHO, HE
6onee 0,60 mm uu He Gonee 0,55 mm, emne Oonee mpeAnoOYTUTENBHO, He Oonee 0,50 MM UK
He Oonee 0,45 MM, naxe Oosee npenmnouTuTeabHo, He Oonee 0,40 MM umm He Oonee 0,35 mm,
nake eme Oojiee MpennodTuTebHo, He Oonee 0,30 MM uiau He Oojee 0,25 MM, Haubosee
npeanouTuTeNbHo, He Oonee 0,20 MM unmu He OGojee 0,15 MM u, B yactHocTH, He Oonee 0,10

uiu He 6oee 0,05 mm.

[0299] B nmpyrom BapuaHTe peanu3aliy, YaCTHUIIbI, CONEpKAIIUEecs B JEKapCTBEHHOH (popme
MO0 W300pPETEeHUI0, HMMEIT TaKyw JedOopMUPYEeMOCTh, YTO OHH JedOPMHUPYIOTCS Oe3
paspyLIeHus1, KOrJia NoJABEprarTCs MOCTOAHHOM cuie, Hanpumep, S0 H, 100 H, 200 H, 300 H,
400 H, 500 H unu 600 H B uccaegoBaHuu npenesia NPOYHOCTH HA PaspbiB, KaK OMHCAHO
BbILIE (YCTAHOBKA U MCIIBITAHUS MaTepuasioB «Zwick Z 2.5», MOCTOsIHHAS CUJa), IO TeX
nop, noka nepemenienne d Bepxueii yemoct (la) u HwxHel uvemoctu (1b) ymeHbImaercs
TakiuM 00pazoM, 4TO AajibHelInas aeopmanusi He MPOUCXOAUT MPHU 3aJaHHOW MMOCTOSTHHOM
CHJIe, TOTAa KaK B ’TOM PaBHOBECHOM COCTOSIHMHU nepemerieHne d BepxHeil yemoctu (1a) u

HwkHel yemocth (1b) cocrasisier mo MeHbInei mepe 5 % uncxonHoro nepemernenus do (T. €.,
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d > 0,05 - dy), npennmoutuTeNnbHO, O MeHbIel Mepe 10 % ucxoanoro nepemerienus dy (T. €.,
d> 0,1 - dy), bonee mpeaNOYTUTENBHO, IO MeHbIeH Mepe 15 % uncxomnoro nepemernnenus d
(r.e, d> 0,15 - do), eme Oonee nmpeanoyTUTENHHO, MO MeHbIIeH Mepe 20 % HCXOTHOTO
nepemenienus do (T. €., d > 0,2 - do), naxxe OGonee npeANOYTUTENBHO, 1O MeHbInel Mepe 30 %
ucxonHoro nepememenus do (T.e., d > 0,3 - dy), naxke eme Ooyee MPENNOUTHUTENIBHO, IO
menblieit Mepe 40 % wucxogHoro mnepememenuss do (t.e, d > 04 - dy), Hambonee
MPEINOYTUTENLHO, TTO MeHbInel Mepe 50 % ucxomnoro nepemernenus do (T. e., d > 0,5 - do)
W, B 4aCTHOCTH, 1O MeHblei Mepe 60 % ucxoanoro nepemenienus dy (. e., d > 0,6 - do), um
o MeHbinel mepe 70 % ucxomgHoro nepemernenus do (T. €., d > 0,7 - dp), MO MeHbIIEH Mepe
80 % wucxomnoro mepememenust do (r.e, d > 0,8 - dy), umm nmo mensweir mepe 90 %

ucxonHoro nepememnienus do (. €., d > 0,9 - do).

[0300] IIpenmodTUTENBHO, YACTULBL, COXEpIKAIIUECs] B JICKAPCTBEHHOH (¢opMe TIo
H300pETEHHIO, UMEIOT TAKYIO 1e(pOPMHUPYEMOCTb, YTO OHH 1e(pOPMHUPYIOTCS O€3 pa3pyIueHus,
KOrJja MOJBEPraroTCs MOCTOSSHHON cuite, Hanpumep, SO H, 100 H, 200 H, 300 H, 400 H, 500
H wm 600 H B uccnepoBanuu Impepena NPOYHOCTH HA Pas3pblB, KAK ONUCAHO BbILIE
(ycTaHOBKA JUTSI UCTIBITAHHSI MaTepuanoB «Zwick Z 2.5», mocTosiHHAsA CUIla), 0 TeX Mop, MoKa
nepemernenne d BepxHell wemoctu (la) m HwkHedl wemoctu (1b) ymeHbImaercss Takum
oOpasom, 4TO manbHeMIIas nepopManns He MPOUCXOANUT MPU YKa3aHHOH MOCTOSHHOMN CHIIE,
TOr7a Kak B 3TOM YPaBHOBELIEHHOM COCTOSHHM nepemernenue d BepxHeil yemoctu (la) u
HikHen vemocTH (1b) cocrasnser mo menbuieln mepe 0,05 MM mim no menbiueii mepe 0,10
MM, TPEANOYTHTENIBHO, 1O MeHbinel mepe 0,15 MM wiu o meHbineii mepe 0,20 mm, Oonee
NPEANOYTUTENIFHO, IO MeHblel Mepe 0,25 MM mim 1o MeHbineii mepe 0,30 mm, eme Oosee
NPEANOYTUTENBHO, 1O MeHbler Mepe 0,35 MM mnm o MeHbineli mepe 0,40 MM, naxke Oosee
MPEANOYTUTENBHO, 10 MeHbleld Mepe 0,45 MM unu no menbledl mepe 0,50 MM, naxe ere
Oojiee MPennouTUTENbHO, MO MeHbIned mepe 0,55 MM wiu nmo MeHbied mepe 0,60 mwm,
HauboJee MPennoUTUTENBHO, IO MeHbIIel Mepe 0,65 MM mwin o Menbineit mepe 0,70 MM U, B

4aCTHOCTH, IO MeHbuIen mepe 0,75 nnu no MeHbinei mMepe 0,80 M.

[0301] B cooTBeTcTBMM € MNPEANOYTUTEIBHBIM BAapUAHTOM peaU3aliM JIEKapCTBEHHOU
¢dopMbI 10 N300pPETEHNIO, YKA3aHHOE MHOKECTBO YaCTHUI] C HEMEIJIEHHBIM BBICBOOOKACHUEM,
IIPU UCCJIENOBAHUM IO CYLIECTBY, T. €., B OTCYTCTBUE YKAa3aHHOM IO MEHbLIEH Mepe ONHOU
YacTUIBl C  KOHTPOJIMPYEMBIM  BBICBOOOKAEHHEM,  OOECleYnBaeT  HEMEMJICHHOE

BBICBOOOXKIEHNE (papMaKOJIOTHYECKU aKTUBHOIO COEAMHEHHs, TaK e, KaK NPHU YCIOBHSX i71
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vifro B cootsercTBUU ¢ EBp. @apm., criyctst 60 MUHYT, NPEANOYTUTENBHO, CIYCTA 45 MUHYT,
Oonee MpeanoOYTUTENBHO, crycTs 30 MUHYT B UCKYCCTBEHHOM >KeJy1ouHOM coke mpu pH 1,2
no MeHbineii mMepe 70 %, Oonee mpeanmouTHTENBHO, MO MeHbIneH Mepe 75 %, eme Oonee
NPEANOYTUTENBHO, O MeHblnel mepe 80 % (apMakoIOrudecky aKTUBHOI'O COEAMHEHUs,
KOTOPO€ NEPBOHAYANIBHO COAEPKAIOCh B YKA3aHHOM MHOMKECTBE YaCTHULl C HEMEIJIEHHBIM

BBICBOOOKIEHHUEM, OBIIIO BHICBOOOKIEHO.

[0302] B COOTBETCTBUU C MPEANOYTUTENBHBIM BapUAaHTOM pealu3alyU JIEKAPCTBEHHOMN
(opMBbI 1O M300PETEHUIO, YKAa3aHHAS MO MEHBIIEH Mepe OHA YaCTHLA ¢ KOHTPOJHPYEMbIM
BBICBOOOJKICHHEM, IPH HCCIEAOBAHUHM IO CYIIECTBY, T. €., B OTCYTCTBHE YKa3aHHOTO
MHOKECTBA YAaCTHLl C HEMEIUICHHbIM BBICBOOOXKIEHHEM, OOECIeunBAET KOHTPOIUPYEMOe
BBICBOOOXKIEHHE (hapMaKOJIOTHIECKH aKTUBHOTO COEAMHEHHs, TaK K€, KaK MPHU YCIOBHSIX i1l
vifro B cootBeTcTBUH ¢ EBp. @apm., cniyctst 30 MUHYT, IPEANOYTUTENBHO, CIIYCTs 45 MUHYT B
UCKYCCTBEHHOM kenynodHoM coke mpu pH 1,2 He Oonee 30 % dapmakonoruuecku
AKTHUBHOI'O COEAVHEHUs, KOTOPBbIE NMEPBOHAYAIBHO COAEPIKAIUCh B YKA3aHHOW MO MEHbLIEH

Mepe OHOH YacTUIe ¢ KOHTPOJIUPYEMbIM BbICBOOOKIEHHEM, ObLTO BBICBOOOKIEHO.

[0303] TepMHH «C HEMEIUIEHHBIM BBICBOOOXKIEHHMEMY», MPUMEHUTENBHO K JIEKAPCTBEHHBIM
dopmaM, MOHMMaETCsl CHelMaINCTaMH B JAHHOH OOJAacTHM TEXHUKU TaK, YTO OHH HUMEIOT
CTPYKTYPHBbIE TOCIEACTBUS Ui COOTBETCTBYIOINMX JIEKAPCTBEHHbIX (opM. TepmuH
OTIpeNeNsAoT, HarpuMep, B TekyiieM Boimycke US Pharmacopoeia (USP), General Chapter
1092, "THE DISSOLUTION PROCEDURE: DEVELOPMENT AND VALIDATION", ¢
3arojioBkoM "STUDY DESIGN", "Time Points". [{ns nexapcTBeHHbIX (HOPM C HEMEIJICHHBIM
BBICBOOOXKIAEHHEM, MPOAOJLKUTENIbHOCTD MPOLIEAYPbl OOBIYHO cocTasisieT OT 30 1o 60 MUHYT;
B OOJIBIIMHCTBE CJIy4aeB, €IWHAs BPEMEHHas crenu(ukauus sBJISETCS aIeKBATHOW IS
nenein Papmakoneu. IIpombllieHHbIE W HOPMAaTUBHBIE KOHLENIMHM COMNOCTaBUMOCTH U
NPOM3BOJUTEIBHOCTH TPOAYKTa MOTYT MOTPeOOBAaTh AONOJHHUTEIbHBIE BPEMEHHBIE TOYKH,
KOTOpbIE TaKXK€ MOTYT MOTPeOOBaThCA U PETUCTPALIMM WIIM YTBEPKACHUS MPOAYKTA.
Jlo;okHO OBITh  BBIOPAHO JOCTATOYHOE KOJHYECTBO TOYEK BPEMEHH, 4YTOObI aJeKBATHO
XapakTepu3oBaTh BOCXOmALyr (asy u a3y mmaro kpuod pactBopeHus. CoriacHo
buodapmanesrudeckoii cucreme KiacCu(pUKaILUy, YIIOMSIHYTbIE B HECKOJIBKUX PYKOBOJCTBAX

FDA BBICOKOPACTBOPHUMBIE, BBICOKOITPOHHULIAEMbIE JIeKapCTBEHHbIE CPEeACTBa,

2

MMPUTOTOBJICHHBIE C 6bICTpO PaCTBOPAOIINUMUCA MNPOAYKTAMHU HE AOJDKHBI NOABEPTATHCHA

COIOCTABJICHUIO MTPOHIIS, €CIIU OHU MOTYT OBITh MOKAa3aHbI sl BICBOOOXKIEHUsT 85 % mim
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Oosee HEHCTBYIOIIETO BEILIECTBA JEKAPCTBA B TeueHue 15 MuHyT. J{JIs1 5TUX THUIOB MPOAYKTOB
JOCTaTOYHO OTHOTOYEYHOTr0 HccaenoBanus. OnHako, OOJBIIMHCTBO MPOAYKTOB HE MOMAJAI0T
B OoTy Kareropuro. IIpodunu pacTBOpeHHS NPOAYKTOB HEMEIJIEHHOTO BbICBOOOXKIEHHS
OOBIYHO TOKa3bIBAIOT MOCTENEHHOE yBennueHne Ha or 85 % no 100 % uyepes ot 30 mo 45
MHUHYT. Takum oOpa3oMm, TOYKH BPEMEHH pacTBOpeHusi B auamazoHe 15, 20, 30, 45 u 60
MHHYT SIBJSIFOTCS  OOBIMHBIMH  JUIi  OOJIBIIMHCTBA IPOAYKTOB C  HEMEIJICHHbIM

BBICBOOOKIECHUEM.

[0304] TIpenmouturenbHO, NPOQUIL BBICBOOOKACHHUS, JIEKAPCTBEHHOE CPENCTBO H
(dapManieBTHYECKHE SKCLUIHEHTbI JIEKAPCTBEHHOH (DOPMBI MO HM300PETEHUIO  SIBIISFOTCS
CTa0WJIBHBIMUA TIPH XPAHEHWH, TMPENNOYTHTEIBHO, TNPH XPAHEHUH TMPU TIOBBILICHHOM

TeMrepartype, Hanpumep, 40°C, B TeueHue 3 MecsLeB B TepMETUYHBIX KOHTeHepax.

[0305] B cBsi3u ¢ nmpoduneM BBICBOOOKIEHUS, «CTAOWIIBHBII» O3HAYAET, YTO MPHU CPABHEHUHU
HAYaJIbHOTO TMpPOQMIs BHICBOOOKIACHHUS C MPO(HIEM BBICBOOOXKIEHUS IOCIE XPAHEHUS B
000N MOMEHT BpeMeHH Mpo(uiib BHICBOOOMKAECHUS OTKIIOHSIETCSI OT APYroro Ha He Ooee
20 %, Oonee mpenmouTUTENbHO, He Oojee 15 %, eme Ooyiee MpennodTUTENHHO, HE Oolee
10 %, maxe Oojnee mpeanmoyTuTeNbHO, HEe Oosee 7,5 %, HamOoyee MPENNmOYTUTETHHO, He

oonee 5,0 % u, B yacTHOCTH, He Ooee 2,5 %o.

[0306] B cBsi3m ¢ J€KapCTBEHHBIM CPEACTBOM M (HapMalleBTUYECKUMH 3KCIUITHEHTAMHU,
«CTaOMJIbHBINY O3HAYAET, YTO JIEKApCTBEHHBbIE (POPMBI yIOBIETBOPSIOT TpeboBanusm EMEA

B OTHOLICHHUU CPOKa rOAHOCTHU (1)apMaL[eBTI/ILIeCKI/IX MPOAYKTOB.

[0307] Tlomxonsinue in Vitro yCiIoOBUS U3BECTHBI CIICIIUAIUCTY B TAHHOM 00acT TeXHUKH. B
STOH CBSI3M 3TO MOXKHO OTHecTH K, Hampumep, Papm. Esp. IIpenmoururensHo, npoduib
BBICBOOOKIECHHSI U3MEPSUTH TPH CISOYIOIIUX YCIOBHUSAX: AMmapar ¢ JIOMACTHOH MEIIaJKOM,
obopynoBaHHbI Oe3 rpysmia mis kancyhi, 50 06./mun., 3745 °C, 900 mu, Monenupyemoi
skuakocTu xkenyaka pH 1,2, koTtopelil cnyCTs 2 4acOB 3aMEHSIFOT KULIeYHbIM COKOM pH 6,8
(boctharubrit Oydep). B mpenmouTuTenbHOM BapHaHTE pealiu3alid, CKOPOCTh BpAIECHUS

JIOTIACTH YBEJIMYUBAETCS 10 75 00./MUH.

[0308] B~ KOHKpPETHOM  NPEANOYTUTENIbHOM  BapHaHTe peaJnu3aludl  H300peTeHws,

JekapcTBeHHass (opma mpeacTaBisieT coOOH Karcyily, KOTOpas 3arojlHeHa MHOKECTBOM
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qactuly ¢ HEMEAJICHHBIM BbICBO60)KI[eHI/IeM U MHOXECTBO 4YaCTHULl C OTCPOYCHHBIM
BbICBO60)KI[eHI/IeM. Hpe):[HO‘lTI/ITeJIbHO, qaCTulbl ¢ HEMECJICHHBIM BbICBO60)I(I[eHI/IeM, TakK K€,
KaK 49aCTULbI C OTCPOYCHHBIM BbICBO60}KI[eHI/IeM, SABJIAKOTCA SKCTPYAUPOBAHHBIMU TOPSAYNM
pacmiaBoM. @PapMakONIOTMYECKHM AaKTUBHBI HHIPEAUEHT SBJSIETCS  CTUMYJIATOPOM,
HPEeANOYTUTENIBHO, aM(pEeTaMMHOM W ero (PU3MOJOTHYECKH NpHEeMIIEMOH Ccoublo, Oornee
IPEeANOYTUTENBHO, cylbdharoM amperamuHa. [IpennodTuTensHO, YacTULBl ¢ HEMEIJICHHBIM
BbICBO60)KI[eHI/IeM, TaK K€, KaK 4YaCTUullbl C OTCPOYCHHBIM BbICBO60}KL[eHI/IeM, coacpxkar
NIOJIMAJIKUJIEHOKCHI, KOTOPBIN MPENCTaBIsAeT COOOH MONUITUICHOKCH CO CPETHEMACCOBOM
MOJIEKYJIIPHOW Maccoil B mpenenax awamazoHa ot 0,5 ngo 15 MWIIHOHOB I/MOJb.
HpeI[HOLITI/ITeJIbHO, qaCTULbl C HEMCAJICHHBIM BI:;ICBO60)KI[€HI/IGM, TaK K€, KakKk 4aCTHulbI C
OTCPOYCHHBIM BbICBO60}KI[eHI/IeM, COACPIKAT PA3PBIXJIUTEID. HpeI[HOLITI/ITeJ'IbeIe BapHUAaHTbI

1 6
peanuzauuu ot I no I’ ckoMmurpoBaHbl B TAOJIUIE HIDKE:

[macc. %] | I | ¥ | § | § | r | 1°
yacmuysvl ¢ HeMeONeHHbIM 6blC€0609fC@8Hu@MI

CTHMY JIATOD 8,0+7.5 8,0+7.2 8,0£6,9 8,0+£6.6 8,063 8,0£6,0
TIOTHITHICHOKCH 5024300 | 50.2+25.0 | 50.2+20.0 | 50.2+15,0 | 50.2+10,0 | 50,2+3,7
Pa3pBIXIHTEb 1424100 | 142480 | 142460 | 142440 | 142420 | 14.2+1.1
HEOOS3aTEITHHO,

20,7+15,0 | 20,7+12,0 | 20,7+9.0 20,7+6,0 20,743,0 20,7+1,5
IaCTH(PHUKATOP

HEO6A3aTETbHO, AHTHOKCHAAHT | 0.20+£0,10 | 0,20£0,10 | 0,20£0,10 | 0.20£0,10 | 0,20+0.10 | 0,20+0.10

Hacmuybl ¢ OMCPOHEeHHbIM 8b1c806OICOCHUCM.

CTHMY JTOD 4,643 4,642 4,641 4,6+4.0 4,6+3.9 4,6+3,8
PEO 2384190 | 23.8+16,0 | 23,8+13,0 | 23.8£10,0 | 23,870 | 23.,8+42
Ppa3peIXIUTEND 6,8+4.0 6,8+3,5 6,8+3,0 6,8+2.5 6,8+2.0 6,8+1,3
HEOOA3ATEIEHO, 100495 | 10.0+8.0 | 10065 | 100450 | 10.0£3.5 | 10.0£1.9
mIacTH(PHKATOP

HCOOS3ATCIHHO, AHTHOKCHAAHT 0,1+0,1 0,1+0,1 0,1+0,1 0,1+0,1 0,1+0,1 0,1+0,1
HCOOS3ATCIIHHO,

HEPACTBOPUMOE B KHUILICYHHKE

TIOKPHITHE 4,0£3,2 4,0£2,9 4,0£2.6 4,0£2.3 4,0£2.0 4,0£1.7

KOTOPOE HE 3aICP)KUBACT
pacTBOpEHUE in vitro

BHYTPCHHUI CIIOH COACPIKUT

18,0£13,6 | 18,0411,0 | 18,0484 | 18,0458 | 18,0£32 | 18,0+1.8
aAJIbI'HHAT

HAPY>KHBIH CJIOH COACPIKHUT

y 34,9426,1 | 34,9+22.8 | 34,9419.5 | 34,9162 | 34,9+12,9 | 34,9497
aI(pI/IJ'IOBI)II/I HOJ'II/IMCp

[0309] HpeI[HOLITI/ITeJ'IbHO, COOTHOIIIEHUE OTHOCHUTEJILHOM MACCHI YacTHI ¢ HEMEIJICHHBIM
BBICBOOOKIEHHEM K YaCTULIAM C OTCPOYSHHBIM BBICBOOOKIEHHEM JTOBOJIUITH TAKUM 00pa3oM,
YTO JO3UPOBKA CTUMYJISITOPA, KOTOPBIM CONEPKUTCS B 4YaCTULAX C HEMEIJICHHBIM
BBICBOOOKIAEHHEM, COOTBETCTBYET JO3HPOBKE CTHUMYJIATOPA, KOTOPBIA COHEPXKUTCS B
YaCTHULAX C OTCPOYCHHBIM BbICBOOOKAEHHEM. [IpeAnouTHTENbHO, CTUMYJISITOP MPEACTABIISIET
coboii amdpeTraMuH MM ero (U3HOJIOTHYECKH TNPUEMIIEMYIO COJb, IPEAIOYTHTEIBHO,

cyabdpar amderamuHa. B mpeamodTUTeNBHBIX BapUAHTAX —peAU3alUH, JO3UPOBKA
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CTHUMYJISITOPA, KOTOPBIH CONEP)KUTCS B YaCTULAX C HEMENJICHHbIM BBICBOOOKACHUEM,
COCTaBJIA€T 2,5 MI, a OO3UPOBKA CTUMYJISITOPA, KOTOPBIA CONEPXKUTCS B 4YaCTULAX C
OTCPOYEHHBIM BBICBOOOXKIEHUEM, COCTABIISIET 2,5 MT; MJIM TO3UPOBKA CTUMYJISITOPA, KOTOPBIi
COZEPIKUTCS B UACTUIAX C HEMEIJICHHBIM BBICBOOOXKIEHHEM, cocTaBisieT 5,0 Mr, a TO3UPOBKa
CTUMYJIAITOPA, KOTOPBI CONEPXKHUTCS B YacTHULAX C OTCPOUYEHHBIM BBICBOOOKIEHHUEM,
cocrasyiser 5,0 Mr, WM JO3UPOBKA CTUMYJATOPA, KOTOPBIH COAEPKUTCS B YacTHLAX C
HEMEIJIEHHBIM BBICBOOOKIIEHHEM, COCTABJIsIET 7,5 MI, a JO3UPOBKA CTUMYJISITOPA, KOTOPBI
COJZIEPIKUTCSI B YaCTULIAX C OTCPOYEHHBIM BBICBOOOKIEHUE, MPEACTABIsET cCOO0H 7,5 Mr; wiu
NO3UPOBKA  CTUMYJIATOpPA, KOTOPBIA COAEPKHUTCS B  4YaCTHLAX C  HEMEJICHHBIM
BBICBOOOKIEHHEM, cocTaBisieT 10 Mr, a MO3UPOBKA CTUMYJISITOPA, KOTOPBIA COINEPIKHUTCS B
YacTHIAX C OTCPOYEHHBIM BBICBOOOXKIEHME, mpeacraBiser codol 10 Mr, wiu HOo3UpOBKa
CTHMYJISITOPA, KOTOPBIA CONEPXKUTCS B YaCTHULAX C HEMENJICHHBIM BBICBOOOKICHHEM,
cocTaByisieT 15 Mr, a AO3UPOBKAa CTUMYJIATOPA, KOTOPBIA COMAEPKUTCS B YaCTULAX C
OTCPOYEHHBIM BBICBOOOKIEHHE, MPENCTAaBIsAET CO00H 15 Mr;, Wi IO3UPOBKA CTHMYJIATOPA,
KOTOPBII CONEPKUTCS B YACTULAX C HEMEIUIEHHBIM BbICBOOOXKIEHHEM, cocTaBisieT 20 Mmr, a
NO3UPOBKA  CTUMYJSITOPA, KOTOPBIM  COOEPKHUTCA B  4acTHLUAX C  OTCPOYECHHBIM

BBICBOOOJKIEHHE, MpencTaBisieT coboit 20 mr.

[0310] B mpeamodTuTENbHOM ~ BapHaHTE pealM3alUU  JIEKApCTBEHHOM (opMbl 1O
M300pETEeHHIO, YaCTHLbI C HEMEJIEHHBIM BbICBOOOXKIEHNEM WM/WIIM MO MEHbLIeH Mepe OIHa
YaCTHLIA C KOHTPOJIHPYEMbIM BBICBOOOIKAEHHEM SIBJISIFOTCS] SKCTPYIUPOBAHHBIMU M3 TOPSIYETO

pacruiasa.

[0311] Takum oOpa3oM, YacTHULbI MO H300PETEHUIO NPEANOYTHTENILHO MONyYad MyTeM
SKCTPY3HMH U3 PACIUIABA, XOTSI MOTYT OBITh IPUMEHEHBI U APYTrUe CocoObl TEPMOPOPMOBAHHSI
IUIE U3TOTOBJICHHSI YaCTHI] MO H300pPETeHHIO0, TaKhe KaK MPECCOBAHME MPH IMOBBIIIEHHON
TeMIlEpaType WJIM HAarpeBaHWe YaCTHUI, KOTOpble OBbUIM HW3TOTOBJIEHBI OOBIYHBIM
MPECCOBAHMEM Ha MEPBOM 3Tame, a 3aTeéM HarpeTbl BBbILIE TEMIIEPATypbl Pa3MsITYeHUs
MOJIMANIKWUIIEHOKCHAA B 4YacTULIAX HAa BTOPOM OJTane s  Oo0pa3oBaHHsS TBEPIBIX
JeKapCcTBeHHbIX (opM. B cBsi3u ¢ 3TuM TepmodopMoBaHHME O3Ha4YaeT OOpa3OBaHHE WU
(bopMOBaHHE MacChI TIOCTIE TIPUMEHEHUS TeIU1a. B MpenmnoYTuTeIbHOM BapUaHTE PeaTH3allvH,

4acTULB TEPMOGOPMOBAHBI ITyTEM 3KCTPY3HU TOPSUEro PacIlIaBa.
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[0312] B mpeanouTUTENPHOM BapUaHTE peaju3alid, YaCTULbl MOJyYaad NyTEM 3KCTPY3UH
ropsiuero pacruiaBa, MPeANOUYTUTENBHO, C IOMOIIBIO IBYXIITHEKOBOIO 3KCTpyAepa DKCTPY3Hs
U3 paciuiaBa MPEANOYTHTEIbHO O0ecreunBaeT 3KCTPYAMPOBAHHYIO B pacijlaBe HHUTb,
KOTOPYIO, TpPEANOUYTHTENIbHO, pa3pe3ardT Ha MOHOJUTBI, KOTOpPBIE 3aTeéM HeoOs3aTeNbHO
C)KUMAIOTCSE U 00pa3yroTCsl B 4acCTULBL. [IpeAanodTuTeNbHO, CKaTHE TOCTUTAIOT C MOMOIIBIO
3arOTOBKM U LITAMIIA, MPEANOYTUTEBHO, OT MOHOJIUTHON MAacChl, MOJYYEHHON 3KCTpy3uen
pacruiaBa. Ecniu  monyueHwe ObUIO  BBIOJHEHO TMyT€M SKCTPY3WH PACIUIaBa, dTarl
OTIPECCOBBIBAHUST MPEANIOUYTUTEIBHO TMPOBOAST C MOHOJMTHON MacCOoW MpHU TeMIeparype
OKpY Karolel Cpesibl, TO €CTh, TeMrepatype B aunana3one ot 20 no 25° C. Hurtu, nony4ueHHble
MyTeM 53KCTPY3UH, MOTYT OBITh MOIBEPTHYTHI 3Taly MPECCOBAHUS B HE H3MEHEHHOM
COCTOSTHUM WJIH MOTYT OBITh pa3pe3aHbl IO 3Tara C:KaTUsl. ITO pe3aHue MOKET BBITOJHSATHCS
C TIOMOIIBED OOBIYHBIX METOMOJIOTHH, HAMpUMEp, MPUMEHsSl BpAIIAOIINECS HOXHU WU
CXKAaTbIl BO3AYyX, IPU TMOBBILICHHOW TeMIEpaType, HANpUMep, MPU YCIOBUM, HYTO
SKCTPYAUPOBAHHASA HUThb IMO-NIPEKHEMY SIBJSETCS TEIUIOW U3-32 O3KCTPY3UHM TOpsSYEro
pacruiaBa WJIM IIpU  TEMIEpaType OKpysKalouel cpedpl, T. €., IMOCIe TOro, Kak
SKCTPYAUPOBAHHAA HUTh OCTbIHET. IIpM ycCioBHUM, YTO SKCTPYyAMpPOBAHHAsT HUTH BCE €LIE
HarpeBaeTCsi, BBITECHEHHE OSKCTPYAMPOBAHHOW HUTH B OJKCTPYAUPOBAHHBIE YaCTHULIbI
OCYLIECTBJISIFOT MYTEM pa3pe3aHusi SKCTPYAUPOBAHHOW MpPsiAM Cpa3y IOCIE €€ BbIXOAa W3
SKCTPY3MOHHON MaTpuLbl. BO3MOXXHO MOABEPrHYTh SKCTPYAUPOBAHHBIE HUTU 3TAIy CXKATHUS
WIM 3Tally pe3aHus, KOrja eule Tervible, TO eCThb Oolee MM MeHee Cpasy Iocie STara
SKCTPY3UH. DKCTPY3UIO MPEIANOYTHTENBHO OCYINECTBISIOT C IOMOLIBIO JBYXITHEKOBOTO

JKCTpyaepa.

[0313] YacTuipl JIEKapCTBEHHOH (OPMBI MO HM300PETEHHIO MOTYT OBbITh IOJIYYEHBI
Pa3IMYHBIMU CIIOCOOAMH, B YACTHOCTH, MPENNOYTHTEIbHbIE BapUAHTbl KOTOPBIX Ooee
noapoOHO OOBSACHSIOT HIKE. B MpenInecTByoIeM YpOBHE TEXHHKH YK€ OITMCAHO HECKOJBKO
MOIXOISIIHUX CrIOcoO0B. B 3T0# CBs3H, 3TO MOKHO OTHeCTH K, Harpumep, WO 2005/ 016313,
WO 2005/016314, WO 2005/063214, WO 2005/102286, WO 2006/002883, WO
2006/002884, WO 2006/002886, WO 2006/082097 u WO 2006/082099.

[0314] B obmem, crmocod moay4deHus: YaCTHI] M0 U300PETeHHIO MPENMOYTHTEIBHO CONEPIKUT

CJICAYOLIUE STAIIbI:

(a) cmemMBaHUS BCEX UHIPEIUEHTOB;
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(b) HeoOsi3aTeNbHO TMpenBapUTENIbHONH (OPMOBKU CMECH, TMOJydYeHHOW Ha Jrtane (a),
NpeaAnoOYTUTCIIBHO, MPUMCHCHUEM TCILIa I/I/I/IJ'II/I CHJIbI II0O OTHOIICHHUIKO K CMCECH,
MOJly4YeHHOW Ha JTame (a), IpudeM KOJUYECTBO OCTABJIEHHOTO TeIia SIBISIETCH,
NPEANOYTUTENIbHO, HEIOCTATOYHBIM [JIsl HarpeBa MOJHAIKUICHOKCHIA IO €ro TOYKH

pa3MsryeHus;

(C) 3aCTbIBaAHHA CMECH IIPUMECHCHUEM TEILIa UJIW CUJIBL, IIPU 3TOM BO3MOXKHO IMOAABATh TCILIO
BO BpE€Ms W/ Wn A0 TNPUMCHCHHA CUJIbBI M OO0CTAaTOYHOro KOJHUYECTBa TEILIA,
AOCTATOYHOI'O HJIA Harp€sa MNOJHUAJKUICHOKCHUAA OO YPOBHA €ro pa3MsArdyCHus, U MocCje

5TOrO MO3BOJIAIOT MAaTEPUAIy OCTBITh U YAAJIUTh CUIIY
(d) Heobsi3aTeNbHO pa3eNeHrs Ha YaCTU OTBEPKACHHON CMeCH; U

(e) HeoOsi3aTeNBPHO OOECTIEUEeHUS TIIEHOYHOTO TTOKPBITHSI.

[0315] Temno MOXKET OBITH HOCTABJIEHO HEMNOCPEACTBCHHO, HAIPHUMEP, NPHU KOHTAKTE HIIH C
IIPUMEHEHUEM IOPSYero rasa B BHUJE ropsAvero BO3AyXa MM ¢ HOMOIINBIO YIJIBTPA3BYKa, WIJIN
KOCBEHHO pacripenensieTcsi TpeHueM u/win casuroM. Cuna MoskeT ObITh MPUMEHEeHa W/Win
4acTULbl MOTYT OBITh OT(OPMOBAHBI, HANpPHUMEP, MPSMbIM TaOJIETUPOBAHUEM WIH C
IIOMOIIBIO TMOAXOMAIIETO SKCTPYyAEpa, B YACTHOCTH, C IMOMOILNBIO LIHEKOBOI'O J3KCTPYAEPA,
O0OpyIOBAaHHOTO OAHUM WJIM JABYMs BUHTaMH (OAHOIIHEKOBOIO JKCTpyIepa U
IBYXIITHEKOBOT'O SKCTPyAepa, COOTBETCTBEHHO) WIIM C MOMOILBIO SKCTPyAepa ¢ IUIaHeTapHO

LIECTEPHEN.

[0316] OxoHYarenbHble (HOPMBI YaCTUI[ MOTYT ObITb OOECIeYeHbl BO BPEMsl 3aCTHIBAHUS
CMeCH MyTeM MPUMEHEHHsI TeIia 1 CHITbl (3Tar (¢)) WM Ha mocienyrooiem stamne (3tar (e)). B
ofoux cly4asx, CMeCb BCEX KOMIIOHEHTOB HAXOIUTCS, MPENNOYTHTEIbHO, B
TIACTH(QHUIIUPOBAHHOM COCTOSIHHH, T. €., TPEANOYTHUTENbHO, (POPMOBAHHE OCYIIECTBISIIOT
IIpU TeMIlepaType IO MEHbLIEH Mepe BbIlle TOYKH Pa3sMArYeHHs] MOJIMAIKWICHOKCHUA.
Onnako, oskcTpy3mst mpu Ooyiee HU3KHX TEMIEpaTypax, Hampumep, TeMIeparype

OKpYKaroIIel Cpebl, TAK:Ke BO3MOKHA U MOXKET OBITh MPENMOYTHUTETBHOM.

[0317] B npennouTUTENbHOM BapUaHTE pealu3aluy, CMECh WHIPEAUEHTOB HArpeBajv, a
3aTeM CXKHMalld B YCJIOBHUSIX (Bpems, TeMmIeparypa H JAaBJIeHHWE), IOCTATOYHBIX IS
JOCTMIKEHHST JKEJIAEMbIX MEXAaHMYECKHUX CBOMCTB, HANpuUMeEp, B OTHOLIEHUU IIpeaena

MPOYHOCTH Ha paspbiB U HO)IO6HI)IX. OTta METOAO0JIOTHA MOXKET OBITD AOCTHUTHYTA, HAIIPUMED,
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C TOMOIIBI0 YCTPOMCTBA IJisi TaOJNIETUPOBAHUS, KOTOpPOE JIMOO HArpeBaeTcs W/WiId KOTOPOe
3aIOJIHAETCS HArPeTOi CMEChI0, KOTOpasi 3aTeM CHKUMAeTcs Oe3 JONOJHUTEIbHOW MOJayu

Terula WIX OJHOBPEMEHHOMN AOMOJHUTEIBHON NOAa4U TEIIa.

[0318] B nmpyroM mpeamnoYTUTENbHOM BapUAaHTE pealnu3alluid, CMECb WHIPEIUEHTOB
HarpeBaJi ¥ OJHOBPEMEHHO CXXHMAJId B YCIOBHAX (BpeMs, TemIepaTypa U HaBlCHUE),
NOCTATOYHBIX JJIs1 AOCTUKEHUS JKEJIAEMbIX MEXAHUYECKUX CBOMCTB, HAIIPUMED, B OTHOLIEHUU
npezaena MPOYHOCTH HA Pas3pbiB U MOJOOHBIX. JTa METOHOJOTHS MOMKET ObITh JOCTHUTHYTA,
HarpuMmep, € TOMOINBI0 JKCTpyJepa ¢ OAHOI mnu Oojiee 30HAMH Harpesa, IJe CMech
HarpeBaeTcst 1 OOAHOBPEMEHHO ITOABEPraeTCs SKCTPY3UOHHBIM CHJIAM, YTO B KOHEYHOM HUTOIE

MIPUBOAMT K COKaTHIO HATPETON CMECH.

[0319] B eme omHOM BapuaHTe pealnu3alyd, CMECb MHIPENUEHTOB CXKUMAJU B YCJIOBUSX
OKpY’KaroIleld cpeapl MPU JOCTATOYHOM MIAaBJIEHHUH W 3aTeéM HarpeBaiu (OTBEPKAAH) B
YCIOBHAX (BpEMsi, TEMIEpaTypa), TOCTATOYHBIX I JOCTIDKEHUS JKEIAeMbIX MEXaHMYECKHX
CBOWCTB, HAalpUMep, B OTHOIIEHUM IMpeleia IMPOYHOCTH Ha paspelB U MojgoOHoe. JTa
METOZIOJIOTHSI MOKET OBbITh JTOCTUIHYTA, HAIIPUMEDP, C MOMOIIBIO TEeUN Ui OTBEPIKIEHHS, B
KOTOPOM CXXaTble W3AENUs OTBEPXKAAKTCS B TEUEHHE JOCTATOYHOIO BPEMEHU IIPHU
JAOCTaTOYHOM TeMIepaType, IpPEANOYTUTENbHO, 0€3 KaKoro-aubo  JOMOJHUTENBHOIO

nasneHusi. Takoi nmpomecc JOMOIHUTENPHO OnHuChIBau, Hanpumep, B US 2009/0081290.

[0320] B 4YacTHOCTH, MPEANMOYTHTENbHBIA CIOCO0 MPOM3BOACTBA YACTHI] MO HU300PETEHHIO
BKJIFOYAET SKCTPY3HMIO TOpsSYero pacijiaBa. B 3ToMm crmocobe, 4acTHIpl MO H300pETeHHIO
MOJIy4aii MyTeM TepMO(GOPMOBAHHUSI TPH TOMOINU SKCTPYIAEpa, MNPEANOYTHTENHHO, 0e3

KaKoro-audo HaOJII01aeMOro MOCIeNyIero 00ecBeYMBaHMS SKCTPYAATA.

[0321] DTOT MpPOLECC XaPAKTEPU3YETCSI TEM, UTO

a) BC€ KOMIIOHCHTBI CMECIINBAJIN,

b) monydaemyro cMeCh HarpeBajH B SKCTPYAEPE IO MEHBLIEH Mepe 10 TOUKU Pa3MATICHUS
MOJIMANKUICHOKCHAA U OKCTPYAUPOBAIM 4epe3 BBINYCKHOE OTBEPCTHE JKCTpyAepa

MOCPEACTBOM MPUIIOKEHUST CUIIBI,

C) BCe elle TUIACTHYHBIN SKCTPYAAT pas3aessuid U (POPMOBAIU B YACTHLIBI FITH
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d) oxnaxxmanu u HeoOA3aTENbHO MOBTOPHO HArPETHIN pa3feNeHHbIH SKCTpyAaT (GOpMOBAIH

B HaCTHULax.

[0322] CwmewmnBaHHE KOMIIOHEHTOB B COOTBETCTBHH C 3TaloM a) crocoba TakKe MOKET

00pabaTbIBaThCS B SKCTPyAEpE.

[0323] KOMITOHEHTBI Tak)ke€ MOTYT OBITh CMELIaHbl B CMECUTEJE, U3BECTHOM CIELIMAIHCTY B
OaHHOW oOnacTh TexHUKU. CMeCUTeNb MOXKET MPENCTaBIATh COOOH, HAmpUMep, PYJIOHHBIH
CMECUTENIb, CMECHTEIb Ui CMELIMBAHMS, BHOPHPYIOLIMA CMECHUTENIb WJIH CMECHTENb

MPUHYAUTEIBHOIO AEUCTBHUS.

[0324] TlpenBapuTeNbHO pPACIIABICHHYK) CMECh, KOTOpas Oblia Harpera B 3KCTpyAepe IO
JOCTHIJKEHHMHM TOYKHM pPasMsIrdeHusl MNOJHAJIKUIECHOKCHUAA, JKCTPYAUPOBAIM M3 JKCTpyAepa
4yepes3 3aroTOBKY C MO MEHbLIEH MeEpe OAHUM OTBEPCTHEM, HNPEANOUYTUTENIBHO, MHOKECTBOM

OTBEPCTHUI.

[0325] Cnoco0 mo wu3o0pereHnio TpeOyer MpUMEHEHHe NOAXOIAIINX SKCTPYAEPOB,
NPEANOYTUTENPHO, LTHEKOBBIX SKCTPYAEpPOB. B yacTHOCTH, SBISIIOTCS MPEANOYTUTEIbHBIMU

ITHEKOBBIC SKCTPYACPHIL, KOTOPbIC OCHAINICHbI ABYMA BUHTAMN (I[BYXI_HHGKOBBIG SKCprI[epr).

[0326] IIpennmodTuUTENbHO, SKCTPY3HK) OCYIIECTBISAIM B OTCYTCTBUE BOABL T. €., HE
nobasimsmu Bopy. OfHAKO, MOTYT NPHCYTCTBOBATh CJeAbl BOABI (HAIIpUMep, BBI3BAHHBIC

aTMoc(hepHON BIAKHOCTBIO).

[0327] DKcTpyzep, MPEeArouTUTENbHO, COAEPKUT IO MEHbLIeH Mepe JBe TeMIepaTypHbIe
30HBI, C HAarpeBOM CMe€CH IO MEHbIIEeH Mepe A0 MAOCTUKEHHUIO TOYKU pa3MsIYeHHUs
MOJIMAJIKWIEHOKCHU/A, TPOTEKAIOLIEH B MIEPBOM 30HE, KOTOpast HAXOAUTCS HIKE 110 TEYEHUIO
OT 30HBI MOAAYH M, HEOOs3aTeNbHO, 30HBI CMeInBaHUs. IIponyckHas COCOOHOCTH CMeCH
COCTaBIISIET, MpeanouTurenbHo, or 1,0 kr go 15 kr/gac. B mpenmouTHTeNsHOM BapHaHTeE
peanu3anny, MPOMYCKHAsE CIIOCOOHOCTh cMecu coctasjsier oT 0,5 kr/gac no 3,5 kr/gac. B
APYroM TMPEeNNOYTHTEIbHOM BapUaHTE peau3alliy, TIPOMYCKHAs CIOCOOHOCTh CMeECH

cocrasiisieT oT 4 1o 15 kr/yac.
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[0328] B mpeanouTUTENBHOM BApUAHTE pEaIu3aluM, NABJICHUE B SKCTPY3MOHHOW TIOJIOBKE
JIEKUT B Ipefenax nuamnasoHa ot 25 no 200 6ap. JlaBneHne B 5KCTPY3UOHHOM OJIOBKE MOXKET
OBITH OTPETYJIHPOBAHO, KPOME BCErO IPOYEro, reoMeTpuell 3aroTOBKH, TEMIEpPaTypHBIM
npoduieM, CKOPOCTBIO SKCTPY3HH, KOJIMYECTBOM OTBEPCTUH B 3ar0TOBKAx, KOH(Urypauuen

BUHTOB, MIEPBBIMU STANlaMHU MIOAAYHU B SIKCTPyEpe, U MOAOOHBIM.

[0329] T'eomeTpusi 3arOTOBKH WJIM T€OMETPHUSI OTBEPCTUM SIBJISIETCS CBOOOAHO BBIOMPAEMON.
3aroroBka MJIM  OTBEPCTHS MOXKET COOTBETCTBEHHO JEMOHCTPHUPOBATh  KPYIJIOE,
MIPOJIOJITOBATOE WJIM OBAJIbHOE IIONEPEYHOE CEUEHME, TIe KPYIoe NOMNEepEeYHOe CedeHue
MPEANnoUTUTENBHO uMeeT nuameTrp ot 0,1 MM no 2 MM, npeanouturesnsbHo ot 0,5 mm go 0,9
MM. IlpenmoururenbHO, 3aroTOBKAa WM OTBEPCTUS HUMEKT KPYIJIOE€ NMONEPEYHOE CEYEHUE.
OOmmBKa 3KCTpynepa, NPUMEHSIEMOro IO H300pPETeHHI0, MOXKET OBITh Harpera WiH
oxJjaxaeHa. COOTBETCTBYIOLINI KOHTPOJIb TEMIIEPATYPEL, T. €., HarpeBaHUE WIN OXJIKIEHHE,
YCTPOEH TaKUM O0pa3oM, YTO SKCTPYIUpPyeMas CMECh AEMOHCTPHPYET MO MEHbIIeH Mmepe
CPEmHIOI TeMmrepaTypy (Temreparypy MNpOAYKTa), COOTBETCTBYIOLIYIO TEMIepaTrype
pasMsAryeHusl MOJUANKUICHOKCHAA, U HE NMOJHMMAETCs BBILIE TEMIEPaTyphl, IPU KOTOPOU
MOXET OBITh TOBPEXAEHO (HapMAKOJIOIHYECKH AaKTHBHOE COEIMHEHHE, MOJUIeKallee
oOpabotke. IlpeamodrurenbHO, TeMIepaTypy CMECH, KOTOpas [OJDKHA IIOABEPraThCs
3KCTpy3uH, peryaupyroT Huwke 180 °C, nmpeanoururensHo, Hiwke 150 °C, HO, mO MeHbLIEH
Mepe, 10 TeMIepaTypbl CMSTYeHHUs IOJHAIKWICHOKCHIA. TUIHYHBIMU TeMIepaTrypamMu

skcTpy3ud apistores 120 °C u 150 °C.

[0330] B mpeanoyTUTENbHOM BapHaHTE peaanu3aliy, KPyTALIUNA MOMEHT SKCTPyAepa JIEKUT B
npenenax auanazoHa ot 30 mo 95 %. Kpyrsammii MOMEHT 3KCTpyaepa MOXKeT ObITh
OTpPEryJHPOBaH, KPOME BCErO MPOUEro, reOMEeTPHel 3arOTOBKH, TEMIIEPATyPHBIM Npoduiem,
CKOPOCTBIO 3KCTPY3HH, KOJIMYECTBOM OTBEPCTHUI B 3aroTOBKax, KOH(QUIypalueil BUHTOB,

NePBBIMHU 3TANAMH [TOJIAYU B SKCTPYAEPE, U OJOOHBIM.

[0331] Ilocme BSKCTpy3uM pacHIaBI€HHOH CMECH M ONLUUOHAJIBHOIO  OXJIAXKICHUs
SKCTPYAMPOBAHHOW HUTH WM OSKCTPYAUPOBAHHBIX HUTEH, OSKCTPYAAThl SIBISKOTCH,
MPEANOYTUTENBHO, Pa3[eNIeHHbIMU. JTO pa3/ielieHHe MOXKHO MPEANOUYTUTENBHO BBITOIHATH
MyTeM pa3pe3aHust SKCTPYAATOB C IOMOIUBK) IMOBOPOTHBIX WJIM BPALIAIOLINXCSI HOXEH,

IIPOBOJIOKH, JIE3BUH WU MPU NOMOIIH JIa3€PHBIX PE3LOB.
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[0332] IIpenmouTHTENBHO, NPOMEKYTOUHOE WM KOHEYHOE XpaHEHHEe HeoOs3aTeIbHO
Pa3eNIeHHOr0 3KCTPYyAaTa UM YaCTHL KOHEYHOH (POPMBI IO H300PETEHUIO OCYINECTBIISIOT B
OeckucioponHoi armocdepe, KOTOpasi MOXKET ObITh JOCTHUTHYTA, HAPUMEP, C TOMOLIBIO

MOTJIOTUTEJNIEN KUCIOPOA.

[0333] Pa3nmeneHHbI SKCTPyJaT MOMKET OBITh OTIPECCOBAH B YACTHLLI YTOOBI MPUAATH

YaCTUI[AM OKOHYATENIbHYI0 (hopmy.

[0334] TIpumeHeHHe CHUIIBI B SKCTPYAEpE K, IO MEHbIIEH Mepe, MIaCTUPUIIPOBAHHOW CMECH,
PETYJIMPOBAIIM C IIOMOLIBIO PEryJIUpPOBAHUS CKOPOCTH BpALIEHUS TPAaHCIIOPTUPYIOLIErO
YCTPOHUCTBA B OKCTPYAEPE M €ro IeOMETPUUM U C IOMOINBIO OINPENEICHHs Pa3MEpOB
BBIXOJJHOTO OTBEPCTHSI, TAKMM O0pa3oM, UTO JaBJICHHE, HEOOXOAMMOE ISl SKCTPYIUPOBAHHUS
IACTUQHUIUPOBAHHON  CMECH, HAKaIUIMBAeTCsd B  OKCTPyIepe, MPEArOYTHTEIBHO,
HEMOCPEACTBEHHO Iepen 3KCTpys3ueir. llapamerpsl 3KCTpy3uu, KOTOpBIE ISl KaKIOH
KOHKPETHOH KOMIIO3HMLIUH, SIBISIFOTCS HEOOXOOUMBIMH IUI TIOJNYYEHHs JIEKapCTBEHHOM
bopMBI C JKENaeMbIMH MEXAaHMYECKUMH CBOMCTBAMH, MOTYT OBITh YCTAHOBIIEHBI IyTEM

MIPOCTOTrO NMPEABAPUTEIIBHOTO UCCICAOBAHUS.

[0335] Hampumep, ©0e3 orpaHuueHHs, OKCTPY3Hsl MOXKET BBINOJHATHCA C IOMOIIBIO
aByxiHeKoBoro skctpyaepa tuna ZSE 18 wnu ZSE27 (Leistritz, HropuGepr, ['epmanus),
auameTpbl BUHTOB 18 min 27 MM. MOryT NpUMEHATbCS BUHTBI C 3KCLEHTPUKOBBIMU MIIU
TYIBIMH KOHLIAMH. Moker ObITh TNpPHMEHEHa MOIOrpeBaeMasl 3aroTOBKA C  KPYIJIBIM
OTBEPCTHUEM WJIM C MHOKECTBOM OTBEPCTHUH, Kaknasi U3 KOTopbix uMeet auametp 0,2, 0,3, 0,4,
0,5, 0,6, 0,7, 0,8, 0,9 wmu 1,0 mm. B cnyuae aByxmuekoBoro skctpyaepa tuna ZSE 18,
napameTpsl SKCTPY3UH MOTYT ObITb CKOPPEKTUPOBAHBI, HAIPUMEP, HA CICAYIOLINE 3HAUSHHS:
CKOpOCTh BpatieHus BUHTOB: 120 00./MHH.; ckOpocTh noctaBku 2 kr/4. B ciydae ZSE 18 nnn
5 kr/u., 10 kr/4. wnu naxe 20 kr/4. u 6onee B cinydae ZSE27; TemnepaTtypa NpoaykTa: mepen
3arotoBkoii 125 °C u moszamm 3aroroBku 135 °C; u temmeparypa koxkyxa: 110 °C.
IIpomnyckHasi ctocOOHOCTh OOBIMHO MOJKHO YBEIHYUTD, YBEJIMYUB KOJIUYECTBO 3arOTOBOK Ha

BBIXOJI€ M3 SKCTPYAepa.

[0336] IIpenmoOYTUTENBbHO, 3KCTPY3UK) OCYLIECTBSUIM C  IMOMOIUBIO  JBYXLIHEKOBBIX

SKCTPYJAEPOB MM IUIAHETAPHBIX 3KCTPYAEPOB, ABYXIIHEKOBBIX 3KCTPYAEPOB (C OAMHAKOBBIM
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HalpaBJICHUEM BpPALICHUA WU MMPOTUBOIIOJIOXKHOIO BpaH_IeHI/ISI), ABJIAOIMINXCA, B 4YaCTHOCTH,

npeaAnoOYTUTCIIbHBIMU.

[0337] YacTuupl Mo U300PETEHHIO MPEAIOYTHTEIBHO MOJyYal MyTeM TepMO(OpMOBaHUs
IpY OMOLIH SKCTpyAepa 0e3 Kakoro-mudo HaOMoaaeMoro nociaeayero 00ecBeYnBaHus
sKCTpynaToB. YacTuipl MOryT ObITh TOJyYeHbI, Hampumep, ¢ nomoibio Micro Pelletizer

(Leistritz, HropuOepr, I'epmanus).

[0338] Cmocob NOJYYE€HUsI 4YaCTHULl IO I/1306peTeHI/IIO, NPEeANOYTUTEIbHO, OCYIIECTBIISIA
HenpepbiBHO. [IpeAmnoyYTUTEeNnbHO, CMOCO0 BKIIIOYAET SKCTPY3UI0 TOMOTEHHOW CMECH BCEX
KOMIIOHEHTOB. fBJisieTCSI OCOOEHHO MPEATIOYTUTEIBHBIM, €CJTH MOJyYeHHOEe TaKuM 0Opazom
MPOMEXKYTOUHOE COEAUMHEHHE, HanpuMmep, HUThb, MOJydaeMas ¢ NOMOLIBIO 3KCTPY3HH,
JEMOHCTPHUPYET ONHOPOAHBIE CBOMCTBA. OCOOEHHO KENaTeIbHBIMU SIBJISTIOTCS OXHOPOIHASI
IJIOTHOCTb,  OJHOPOJHOE  pacOpeAesieHue  aKTUBHOIO  COCOWHEHMs,  OJHOPOJIHbBIC
MEXaHUYECKHE CBOMCTBA, OJHOPOAHASI MOPUCTOCTh, OJHOPOAHBIN BHEIIHUI BUJ TOBEPXHOCTU
u T4 Tompko B 3THUX YCIOBUAX MOXeT ObITb o0ecredeHa OTHOPOIHOCTD
(bapMakoNOrn4ecKux CBONCTB, TaKMX KaK CTAOMJIBHOCTb NPOQUIS BBICBOOOKAEHHUS, a

KOJIMYECTBO Opaka MOKeT OBITh HU3KHM.

[0339] IIpenmoYTUTENBbHO, YacCTULBI IO 1/1306peTeHI/1}o MOKHO paCcCMaTpuBaThb Kak
«OKCTPYAUPOBAHHBbIE  TPaHyJbl». TepMHH  «OKCTPYAUPOBAHHBIE  TPAHYJbD»  HUMEET
CTPYKTYPHBIE TIOCJENCTBUS, KOTOPbIE MOHUMAIOTCS CHEHHATUCTAMH B JAHHOW 00jacTu
texHuku. CrienuanucTty B JaHHOH 0OJacTH TEXHUKU H3BECTHO, YTO TPAHYJUPOBAHHBIE

JIEKapCTBEHHBIE (POPMBI MOTYT OBITh TIOJYYEHBI 1O PSITy METOIOJIOTHIA, B TOM YHUCIIE:

- HAJOXCHUEM CJIod JICKAPCTBEHHOI'O CPEACTBA Ha Caxap HOHIAPEIb WKW T'PAaHYJIbI

MUKPOKPUCTAJUINYECKON LEJUTIOJIO3B,
- CYUIKOUW pacrblIEHUEM,
- pacHbUIMTEIbHBIM OTBEPKIACHHUEM,
- POTOrpaHyJIMPOBAHHUEM,
- BKCTPY3HUEH ropsiuuM PacIlIaBOM,
- cepoHnsanmeil HU3KOIIABKUX MAaTEPUAJIOB UITH

- JKCTpy3Huer-chepOHU3ael BIaXKHONH MacChl.
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[0340] COOTBETCTBEHHO, «3IKCTPYAUPOBAHHBIE TPAHYJNBD MOTYT OBITH MOJYYEeHbI JHOO

SKCTPY3HEH ropsiuUM pacIuiaBoM, JINOO SKCTpy3uei-ceponnzanueii.

[0341] «DKCTPYAUPOBAHHBIE TIPAHYJbD» MOXHO OTJIWYUTH OT JPYTUX THIIOB TPaHyJ,
IIOCKOJIBKY ~ OKCTPYAMPOBAHHbIE TPaHyJbl OOBMHO HMEIT pasHylo ¢opmy. Popma
SKCTPYAUPOBAHHBIX TPaHYJIbl OOBIYHO SIBJISIETCs OOJiee CXOXKel C pa3pe3aHHON MaIouKOM,

HE)XeTU U1eaIbHO OKPYTJIEHHOM.

[0342] «DKCTPYAUPOBAHHBIE PAHYJIBD MOKHO OTJIMYUTBH OT APYTHUX TUIIOB I'PaHyJ, OTOMY
4YTO OHM CTPYKTYpPHO pasHble. Hampumep, HaHOCMMOE Ha HOHIApEsb JIEKAPCTBEHHOE
CPEeNCTBO JAaeT MHOIOCJOWHBIE TIpaHyJibl, MMEKINUE CEPALEBUHY, TOIAA KakK SKCTPY3us
OOBIYHO Aa€T MOHOJHTHYIO MAaccCy, COAEp:KaIlyl0 TOMOT€HHYK) CMECh BCEX HHIPEIUEHTOB.
TouHo Tak e pacHbUTUTENbHAsI CYLIKAa M PACIbUIMTENbHOE OTBEPXKACHHE OOBIYHO IaroT
ceprl, TOrga Kak 3KCTPy3usi OOBIYHO JAET LIIMHAPUYECKHE SKCTPYAATBI, KOTOPbIE 3aTEM

MOTYT OBITh IOABEPTHYTHI C(HEPOHU3ALIUHL.

[0343] CTpyKTypHBIE pasanyus MEXKIY «KCTPYAHUPOBAHHBIMU rpa”yJiaMmu» Hu
«arJoOMepUpOBAHHBIMHM TI'paHyJIaMWU» 3HAYUTENIbHBI, IIOCKOJIbKY OHH MOTYT BJMATH Ha
BBICBOOOKICHNE aKTHBHBIX BEINECTB M3 I'PAHYJI U, CIIEAOBATENbHO, IPUBOAUTD K PA3IMYHBIM
(apmakonoruuecKum PO IIISIM. CrnenosaTenbHO, CHEUUAIUCT B obnactu
(apmaLeBTHYECKOTO  COCTaBa HE  CYMTAN  Obl  «IKCTPYAMPOBAHHBIE  I'PAHYJIBD)

SKBUBAJICHTHBIMHU «arjioOMCpUPOBAHHBIM I'paHyJIaM».

[0344] JlexapcTBeHHBIE (DOPMBI MO HM30OPETEHHIO MOTYT OBITH TOJYYEHbI KaKHUM-JTHOO
o0menpuHATEIM criocoboM. OTHaKO, JIeKapCTBEHHbIE (DOPMBI MOJTyHaIH, TPEATIOYTUTENBHO, C
MIOMOIIBIO CKaTHsl. TakuM oOpa3oM, YacTHUIIbl, KaK OIPENENICHO BBIIIE, MPEANOYTHTENbHO,
NEePEMELINBAIOT, HANPUMEpP, CMEIINBAIOT HW/HIN TPAaHYJUPYIOT (HAIpPUMEp, MONYYarT C
NPUMEHEHNEM BJIAYKHOTO TPAHYJUPOBAHMS), C BSUKYIIIM MAaTEPUAIOM H TOJy4aeMOH CMEChIO
(HampuMep, CMECHIO WJIH TPaHYJISITOM), 3aTEM CXKUMAIOT, IIPEANIOYTHTEBHO, B Ipecc-popmax,
s 00pa3oBaHUs JIEKAPCTBEHHBIX (GopM. Takxke NpenycMaTpUBAETCs, YTO OINKCAHHBIE B
JaHHOM IOKYMEHTE YaCTHUI[bl MOTYT OBbITh BKJFOYEHbI B MATPUIy C MPUMEHEHHEM IPYIUX

Croco0OB, TAaKMX Kak TpaHyJIMPOBaHHE W3 pacjiaBa (Hampumep, NPUMEHEHHE >KHPHBIX
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CIIUPTOB U/ v BOOOPAaCTBOPUMBIX BOCKOB W/ vu HEPACTBOPUMBIX B BOIAC BOCKOB) 5005}

rPaHyJIMPOBAHUE C OOJBIITUM YCHJIUEM CIBHUTA, a 3aTEM IyTEM KOMIIPECCHH.

[0345] Ilpm ycnoBum, 4YTO JIeKapCTBEHHbIE (OPMBI IO H30OPETEHHIO NPOM3BOAWIN C
MOMOLIBIO KYJIAYKOBOIO IIpecca, CUJIa CXKaTusl, NPEANOYTUTENIbHO, JIEKUT B IIpeaesax
nuanaszoHa ot 5 go 15 xH. Ilpu ycioBuu, 4To JekapcTBEHHbIE (OPMBI MO HU30OPETEHHIO
NPOM3BOAMJIA C TIOMOINBIO  BpAINAIOIIErocs OOKMMHOTO —TIpecca, CHila  CXKaTHS,
MIPEANOYTUTENBHO, JIEKUT B Ipenenax auanazoHa or 5 1o 40 xH, B HEKOTOPBIX BapHaHTax

peanuzauuu >25 kH, B gpyrux Bapuantax peanuzauuu 13 xkH.

[0346] JlexkapcTBeHHBIE (OPMBI 1O HW300PETEHUI0 MOTYT HEOOS3aTENbHO COAEPIKATh
MOKPBITHE, HAITPUMEDP, KOCMETHYECKOe NMOKpbITHE. [IoKpEITHE, MPEATOYTUTENBHO, TPUMEHSIN
nocye oOpa3oBaHus JEKapCTBEHHOH (Gopmbl. IIOKpBITHE MOTYT NMPUMEHATHCS A0 WIH IMOCIE
nporecca OTBepKAEHUs. lIpeamodruTenbHble TMOKPBITUS NPEACTABISIIOT COOOH MOKPBITHS
Opadry®, nocrynHele ot Colorcon. [Ipyrue npenmnoyTHTENbHbIE MOKPBITHE MPEACTABISIFOT

CO0OM MOKPBITHS Opaglos®, Takxe KomMepuecku noctymnssie ot Colorcon.

[0347] JlexapcTBeHHast (popMa 1Mo U300PETEHNIO XapaKTePU3YeTCsl OTINYHON YCTOHYHUBOCTHIO
K XpaHeHuro. lIpeanouturenpHO, mocie XpaHEHUs B TEUEHHE 6 MeCsueB, 3 MeCsLeB, 2
mecaueB wiu 4 Hepenb npu 40°C u 75 % OTH. BIAXKHOCTH, CONIEPKaHHE KOJUYECTB
(bapMakoNIOTHYEeCKH AaKTHBHOTO COeNMHEHHs 10 1o MeHbweil wmepe 98,0 %, Oonee
MPEINOYTUTENILHO, IO MeHbInel mepe 98,5 %, eme Oosee MPEANOYTUTENHHO, IO MEHBIIEH
mepe 99,0 %, naxe Ooyiee NPEANOYTHTENHHO, TO MeHbineld wmepe 99,2%, Haubonee
MPEANOYTHTENBHO, TT0 MeHbIIer Mepe 99,4% u, B 4acTHOCTH, MO MeHbluel mepe 99,6% ero
UCXOMHOTO COIep KaHusi mepen xpaHeHueMm. CrienuagucraM B JAaHHON OOJIACTH M3BECTHBI
MOIXOISINNE CIIOCOOBI JJIi HM3MEpPeHUs CcoaepkaHus (apMaKOJOTHYeCKd AaKTHBHOTO
COeMHEHHUs B JiekapcTBeHHOU popme. B cBsizu ¢ 3Tum on oTHocutcst K @apm. Esp. wmu USP,
0coOEHHO K aHaimM3y ¢ Tnomouplo oOpamenHo-(pasosoii BOXKX. IlpenmouturensHo,
JIEKApPCTBEHHYID (OpPMY XpAaHHJIH B  3aKPBITHIX, MPEANOYTHTENBHO, T€PMETHYHBIX

KOHTEIHepax.

[0348] YacTumpl U JeKapCTBEHHbIE (POPMBI MO M300PETEHHIO MOTYT OBITH NPUMEHEHBI B
MeIULNHE, HAllpUMep, B KadecTBe 00e300nBaoImero cpencTsa. YacTHLbI U JeKapCTBEHHbIE

(I)OprI SIBJISTFOTCSI OCOOEHHO NOAXOAAIMUMU OJId JICHECHUS CUHAPOMA I[e(l)I/II_II/ITa BHHUMAHHA C
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runepaktuBHOCTHIO (CZIBI) nnm Hapkonencuu (BHe3amHble 1 HEKOHTPOJIUPYEMbIE IPUCTYIIbI
COHJIMBOCTM M JIpeMOTbl). B momoOHBIX JexkapcTBeHHbIX (opmax, (apmakoIornyecKu

AKTUBHOE COEIMHEHUE TPECTABIIIET COOOM, MPEeNOUTUTENBHO, 00e300IMBaIOIIee CPENCTBO.

[0349] JIOTIONHUTENBHBIN ACTIEKT MO W300PETEHUIO0 OTHOCUTCS K JIEKAPCTBEHHOU (opMme, Kak
ONMCAHO BBINE, I TNPUMEHEHUS IpH JIEYeHHMH CHHApoMa paeduumra BHUMAaHUSA C
runepakTuBHOCTHIO (C/IBI) nim Hapkosencuu (BHE3aMHbIE U HEKOHTPOJIUPYEMbIE TIPUCTYITBI
COHJIMBOCTH H JIPEMOTHI). JIOTONHUTENbHBINA aCIEKT N300pETeHHsT OTHOCUTCS K MPUMEHEHHIO
(bapMakoIIOTHYEeCKH aKTUBHOI'O COEAMHEHHs Ui MPOHM3BOICTBA JIEKAPCTBEHHOH (POpMBI 1O
W300pETEHNI0 JUII TPUMEHEHUs] MpH JIeYeHHH CHHApOMAa pAepuuuTa BHUMAHHA C
runepaktuBHOCTHIO (C/IBI) nnm Hapkonencuu (BHE3aHbIe U HEKOHTPOIUPYEMBIE TIPUCTYITBI
COHJIUBOCTH M JApPeMOThbI). Jlpyroii acmekr H300peTeHHs] OTHOCHUTCS K CIIOCOOY JIeueHHs
cuapoma paepuumrta BHUMaHHA ¢ runepaktuBHocThio (CABIY) wunm  Hapkojiencuu
(BHE3amHbIE W HEKOHTPOJUpPYEMble NPUCTYIBI COHJMBOCTH M JIPEMOTHI) Yy CyOBEKTa,
HY’KJQIOIIErocss B TMOAOOHOM JICYEHHHU, COIEPKHUT MEePOPATbHOE BBEACHHE JIEKApCTBEHHON

(bopMBI 110 H300PETEHHIO.

[0350] CyOBeKTbl, KOTOPBIM MOTYT OBITH BBEEHBI JEKAPCTBEHHbIE (POPMBI IO U300PETEHUIO,
KOHKPETHO He OrpaHu4eHbl. [IpenrnouTurenpHO, CyObeKTaMu SIBISIFOTCS JKUBOTHBIE, Oolee

MNpeanoYTHUTEIIbHO, JIFOOU.

[0351] JIOTIONIHUTENBbHBIA  aCleKT MO  HM300PETEeHHIO  OTHOCUTCS K  MPUMEHEHHIO
JIEKapCTBEHHOU (POPMBI, KaK OMUCAHO BBIIIE, AJIS1 TOTO, YTOOBI M30€KATh UJIH MPEISTCTBOBATD

30ynotTpedieHnto (HapMaKoJIOrHYECKH aKTUBHBIMY COEIMHEHUSIMU, COIEPIKAIIIMMUCS B HEH.

[0352] JIOTIONHUTENBHBIH  ACHEeKT 1O  H300pPETeHHI0  OTHOCUTCS K  IPUMEHEHHUIO
JIEKapCTBEHHOM (POPMBI, KaK OTHICAHO BBILIE, I TOTO, YUTOOBI H30€KaTh UIIH MPETATCTBOBATD
HETIPpeTHAMEPEHHON Tepeno3upoBKe (PapMaKOJOTHYECKH AaKTHBHBIMH  COCOHHEHUSIMHU,

COZECPIKALIUMUCS B HEN.

[0353] B sToi CBsI3M, M300peTeHHE TaKKe OTHOCHUTCS K MPUMEHEHHIO (hapMaKOJOTHYECKH
AKTUBHOTO COEIMHEHUs, KaK OMHCAHO BBIIIE, W/WIN MOJMUAJKUICHOKCHUIA, KaK OIMHCAHO
BBIIIE, Ui TPOW3BOJACTBA JIEKAPCTBEHHOW (POPMBI MO HM300PETEHUIO IJisi MPOQIIIAKTUKU

WM JIeYeHHs ~ pacCTpPOCTBa, TEM  CaMbIM  NPEAOTBpallas  IEepPero3UPOBKY
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(I)apMaKOJ'IOFI/ILIeCKI/I AKTHUBHOI'O COCAUMHCHHUA, B YdaCTHOCTH, 6naro;:[ap;{ HU3MCIIBbYCHHUIO

JIEKapCTBEHHOU (POPMBI C TTOMOIIBIO MEXaHUYECKOTO IEHCTBHSL.

[0354] Crenyrouue MpuUMepbl JOMOJHUTENBHO WLTIOCTPUPYIOT H300peTeHne, HO He JIOKHBI

paccMaTpUBAThCs KaK OTPAHUYHMBAIOLINE €r0 O0beM:

Obwue npoyedypsr onepayuii

[0355] B kauecTBe o0Imel mpoueaypsl oneparuu 1, MOpoIKOOOpa3sHbIe CMECH Pa3IMYHBIX
WHIPEIUEHTOB MPOU3BOIMIN C TOMOIIbI0 B3BemmBaHus (10 kr Becsl), mpoceuBanus (1,0 Mm
py4HOE cUTO) U cMemmBaHusA. IlomydeHHbIe TakuM 00pa3oM MOPOMIKOOOPa3HBIE CMECH 3aTEM
NOJBEPTAIIN SKCTPY3UU TOPSYEro paciiaBa (ABYXIIHEKOBBIH 3kcTpyaep, Leistritz ZSE 18,
TYTIbI€ KOHI[bI 3aMEIINBAIOIINX 3JIEMEHTOB U AHaMeTp 3KCTpy3ud 8 x 0,8 Mm). DKCTpynarsl
rparyympoBan (LMP), a 3arem ananmsupoBanmu. TBepable 4acTHIBI B COOTBETCTBHH C

IMpumepamu 1-16 monyyanu B COOTBETCTBUU C O0IIEH poLeaypoi omeparuu 1.

[0356] B xauecTBe oOmel mpouenypbl omepanuuu 2, TaOJETKU MONy4dald C MOMOIIBIO
B3BeLIMBaHusA, npocenBaHus (1,0 mMm pyuHoe cuto), cMmemmBaHus (cmecurenb LM40) u
npeccoBanus (npecc Korsch EKO) mopommkoobpasHbIX cMmecel pa3jMuHbIX HHIPEIUEHTOB.
ITonyueHHble TakuM 00pa3oM TabJETKH MOJTy4aau CIIEKaHWeM B CYIIMJIbHOM Imkady mpu 90
°C B TeueHue 2 4acoB U 3aTeM aHanusupoBanu. Tabnerku B coorBercTBuu ¢ [Ipumepom 17

MOJIy4aJii B COOTBETCTBUU ¢ 00IIel MpoLenypoit onepaunn 2.

[0357] PactBopenwue in vitro ucciaenosanu B coorsercteun ¢ USP (anmapar II), 8 600 mu, 0,1

M HCI (pH 1) mpu 75 06./muH. (n=3).

[0358] YCTOMYMBOCTH K OKCTPAaKLUUU PACTBOPUTEIEM  HMCCIENOBAIM C  MOMOLIBIO
pacrpeneneHuss 4acTulbl B 5 Ml Kumsiled Boabl. llocie kumnsveHuss B T€UEHHE 5 MHUHYT
JKUIKOCTh BTsruBanu B wmmpuiy (urma 21G, cHaOxkeHHass cUrapeTHbIM (UIBTPOM), a
KOJIMYECTBO (hapMaKOJOTUYECKH AKTUBHOTO HHIPEIUEHTA, COIEPIKAIIerocsi B SKHIKOCTH B

LINpULE, onpeaensnu ¢ nomolupro BOXKX.

[0359] HccnenoBaHue OCYIIECTBIISIA HA SKCTPyAAaTax KaK TAKOBBIX, HO HE Ha KarcCyJiax WU

Ta6J'IeTKaX, COACpIKAIUX TAKUEC SKCTPYAATHI, IMMOCKOJBKY 3TO UCCICAOBAHUEC SABJIACTCSA Oonee
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YMECTHBIM B OTHOIIGHHWH 3JIOyNOTPeOJIeHUs JIEKapCTBEHHBIM CpeacTBoM. [lpyrue
UHIPEOUEHTHI JIEKAPCTBEHHBIX (opM (Hampumep, Kamncyibl MM TaONeTKH), KaKk MIpPaBHIIO,
AENal0T ~ HECAaHKIMOHHMPOBAHHOE  BMEIIATENbCTBO B JIEKAPCTBEHHYIO  (opmy s
350ynoTpedistoIero Juna eme 0ojiee CIOKHBIM, HampuMep, nyTeM OJIOKMPOBKU (UIBTPOB
InpueB U nogoOHbIM. TakuMm 00pa3oM, B XOA€ BMELIATENLCTBA, 3JI0YIOTPEOIISAIOIINE TN
YaCcTO CHAauyaja OTACSAIOT  COAEp’Kalue JIEKAPCTBEHHOE CPEACTBO  CYObeANHHIIBI
JIeKapCTBeHHBbIX (POpM (B JAHHOM Ciydae, SKCTPYHAThl) OT OCTATKA JIEKAPCTBEHHBIX (Bopm,
IUIE TOTO, YTOOBI OOJIErdUTh TMOCHEAYIOIIee 3JI0ynoTpeOseHre, HanmpuMep, ¢ MOMOIIBIO
skcTpakuud. COOTBETCTBEHHO, JTO SBJSIETCS OoJiee CYLIECTBEHHBIM JUIsI  OLIEHKH

YCTOI\/'ILII/IBOCTI/I K MEXaHUYICCKOMY Pa3pyIECHHUIO SKCTPYAATOB BMECTO O6H_[I/IX JICKAPCTBEHHDBIX

bopm.

[0360] Kamcynbl, obecneunBaromue MoaudupoBaHHOoe BbicBoOOkAeHne (MR) wmu
cyapdar amperamuna (40 Mr) B kadecTBe (HapMaKOJIOTHUECKH AKTUBHOTO COEIMHEHUS,
MPOU3BOAIIIA C TOMOIIBE) OOBENMHEHUS YaCTHIl ¢ HEMEIJICHHbIM BBICBOOOXKIECHHEM U

YaCTHI C KOHTPOJIUPYEMBIM BBICBOOOKIIEHHUEM JIPYT C APYTOM.

HDI/IMeD 1 - HaCTUIIbl ¢ HEMCAJICHHBIM BbICBO60)KI[eHI/IeM, INOKPLITHIE HEPACTBOPHUMBIM B

KUIIEYHUKE MMOKPBITUEM, KOTOPOE HE 3aJAePKUBAET PACTBOPEHUE in VIlro:.

[0361] TI'panysbl, obecrieunBaroIue HEMEIIEHHOE BHICBOOOKAECHUE Cyibdara amperamuHa,
M3rOTABJIMBAJIA CIIOCOOOM 3KCTPY3UH TOpsidero pacruiaBa. IlojydeHHBIE TakuM 00pa3om
SKCTPYAUPOBAHHBIE TPAaHYJbl TOKPBbIBAIH HEQYHKIHOHANIBHBIM (HEPACTBOPUMBIM B
KUIICYHHUKE) 3aIMUTHBIM MMOKPBITHEM, KOTOPOE HE 3a[epKUBAET PACTBOPEHUE i1 Vifro, 4TOObI

n30eKaTh MPUITUTIAHUS TPAHY L.

[0362] I'paHyJsbl (MHOMKECTBO YaCTULl C HEMEIJIEHHBIM BBICBOOOXKAEHHEM) coneprkanu 20 mr

cynbdata amperamuna. I'panyisl IR uMenu cieayomyr KOMIO3UIHIO:

HA TPaHyJbI | BEIIECCTBO Koym4ecTBo [Mace. %)
[vr]

20,00 | cymdar amperammna 14,89

61,19 | MOMMATUICHOKCH 7 MITH. 45,56

14,57 | momusTuneHrmkop 6000 10,85

0,24 | amp(a-Toxodepon 0,18

24,00 | xpaxman 1500 17,87

14,30 | II clear ot Opadry” 10,65

134,30 100,00




10

15

20

106

Il clear or Opadry”™: HepacTBOpHMOE B KHMIIEUHWKE MOKPHITHE, KOTOPOE HE 3aepXKHBACT

pacTBOPEHHUE in Vilro.

[0363] TIpousBoAMIM MOPOIIKOOOPAa3HbIE CMECH HHIPEIHEHTOB M 3aTeM JKCTPYIUPOBAIN

ropss4uM pacCIiujiaBOM IIPpU CJIICAYIOIUX YCJIOBUAX SKCTPY3UU:

Bunr ypoBHSI 060p0OTOB 100
[00./MuH. |

CkopocTh ogauu [r/mMuH. | 16,66
Jasnenue pacmiasa [6ap] 90-185
cOpoc Temmeparypsl pacmiasa | 140-145
[°Cl

[0364] Crenyromas oTaeNbHass 001as Macca OHOMN YaCTHIIbI COCTABIIsIIA Hike 2,0 Mr.

[0365] TIpodune BeICBOOOXKHEHMs in vitro 20 wmr rpanyn IR ¢ HedQyHKIMOHANBHBIM

MOKPBITUEM MOKa3aH Ha Purype 3.

Ilpumep 2 - YaCTHIIbI C KOHTPOJIHUPYEMbIM BI:;ICBO60>KI[6HI/IGM, coAcpiKalume

SHTEPOCOMOONIBLHOE MTOKPBITUE, 00ECIEeUnBArOLIee OTCPOUEHHOE BLICBOOOKIEHUE:

[0366] B coorserctBumn ¢ Ilpumepom 1, nmpomssogunu 20 mr rpanynael DR, copepxamue

(GyHKIMOHATBHOE, T. €. 3HTepocoMoOmIbHOe, oKpbiTHe. ['panynbl DR umenu cnepyomyio

KOMITO3HLIUIO !
Ha TpaHyJsl [MT] | BEINECTBO KoJIIecTBO [Mace. %o]
20,00 | cymbsdar amperamuna 12,71
61,19 | MOMHATHICHOKCH 7 MJTH. 38,88
14,57 | momusTuneHrIHKO b 6000 9,26
0,24 | amp(pa-Toxodepon 0,15
24,00 | xpaxman 1500 15,25
37,40 | Moxpsrrre DR (L30-D55 ot Eudragit™ + 3,3% TEC) 23,76
157,40 100,00

[0367] L30-D55 or Eudragit® SIBJIAETCSL  KOMMEPUYECKH  JOCTYIHBIM  MaTE€pUAIOM
SHTEPOCONMOOMIPHOTO TOKphITUS. B kadecTBe rmuactudukaropa OOBIMHO TNPHMEHSUIH

tpmTrnurpar (TEC).

[0368] Crenyromasi oTaenbHast o01Ias Macca OIHOM YaCTHUIIbI COCTaBIIsIIA HIKe 2,0 MT.
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[0369] IIpodune BbICBOOOXKIEHUs in vitro 20 mr rpanyn DR ¢ HedyHKIMOHANBHBIM
NOKpBITHEM ToKa3aH Ha Purype 4 co cmenoil pH cpenbl BHICBOOOXKIEHHUSI OT KHCJIOTO JI0
HEUTpaJIbHOrO uepe3 2 yaca. B kucinoi cpepe, cpenHee 3HaueHue cmyctss 120 MuHYT
cocraBisio 11,64% (SD=1,24%), Tak uro mpoduib BBICBOOOKAEHUS N Vilro OTpaxal

KEJTAEMOE OTCPOUYCHHOEC BBICBOOOKIEHHE.

Ilpumep 3 - yacTHUIBI ¢ KOHTPOIUPYEMBIM BI:;ICBO60}KI[6HI/IGM, coacpiKaIue CHCLII/Id)I/I‘-IeCKOG

SHTEPOCOIOONIBLHOE TTOKPBITHE, 00ECIIEUNBAIOLLEE OTCPOUESHHOE BLICBOOOKICHUE:

[0370] B coorserctBum ¢ Ilpumepom 2, mpoussogunu 20 mr rpanyael DR, conepxamue
apyroe (QyHKIHOHAJIbHOE, T. €., SHTEPOCOMOOWIbHOEe MOKphiTHe. ['panynsl DR umenu

CICAYHOIYHO KOMITO3UIHIO:

HA rpaHysl [Mr] | BemecTBo Koy4ecTBo [Mace. %)
20,00 | cymdar amperammna 12,71

61,19 | MOMHATUICHOKCH 7 MJTH. 38.88

14,57 | momusTuneHrmkoap 6000 9.26

0,24 | amp(a-Toxodepon 0,15

24,00 | xpaxmanx 1500 15,25

37,40 | Hoxperrue DR (ADD ot Evonik) 23,76

157,40 100,00

[0371] ADD oT Evonik SABJISICTCA KOMMEPYECKH JOCTYIIHBIM MaTepuaaIoM
SHTEPOCOIOOMIBHOTO MOKPBITHS. Takoe MOKphITHE CONEPKUT BHYTPEHHUIT CJIOH ajibruHaTa
HATPHSI C MOCIEAYIOLIMM HAPYKHbIM croeM mommMepa Acrylate (nampumep, Eudragit®),
HanpUMep, COMOJIUMEP METAKPHUIIOBON KUCIIOTHI - dTuiakpuiara (1:1) (Hampumep, L 30 D-55
or Eudragit®). Cycrnensus crnpeii ansrusata HaTpusi (COepkaHHe TBEPAOro BewecTsa: 4%
00./00.) MoskeT OBbITh MOJNy4YeHa, HAPUMEpP, C MOMOIIBI0 PACTBOPEHUs aJIbIMHATA HATPUS B
85 % Boxgpl, nobasneHust 50 % Tanbka (HA OCHOBE aiblHHATA HATPHUS), TOMOTE€HU3ALUH
OTHENBHO, BCTpsixuBaHMs H (uubTpoBanms (420 mkm). Cycrnensms cnpeii Eudragit®
(conepxkanue TBepaoro Bemecta: 20 % 00./00.) MOkeT OBITh MOJTy4eHa CHAvYaja ¢ MOMOIIBIO
pactBoperust 3% monucopbara 80 (Ha OCHOBE CyXOro MOJMMepa) B TEIUION BOJAE, 3aTeM
nobasneHust K roMmoreHu3upoBaHHoMy S50 % Ttanpka u 10 % TpusTmiurpara (0da Ha OCHOBE
CyXOro TMOJIUMEpA), ¢ MOCIEAYIOIUM cMemmuBanueM ¢ agucnepcueii L 30 D-55 ot Eudragit®.

CycrnieH3us Takke MOXeT ObITh npocestHa (420 MKM) nepes; pacTbUICHUEM.

[0372] Crenyromas oTaenbHas o01Ias Macca OHOM YaCTHUIIbI COCTABIIsLIA HIKe 2,0 MT.
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[0373] IIpodune BbICBOOOXKIeHUs in vitro 20 mr rpanyn DR ¢ HedyHKIMOHANBHBIM
NOKpBITHEM TOKa3aH Ha Purype 5 co cmenoit pH cpenpl BHICBOOOXKIEHHUST OT KHCJIOTO 10
HeWTpanbHOro 4vepes 2 vaca. Kak mokaszano, dactuubl DR ABISAIOTCS yCTOHYMBBIMU B

JKEJIIYAKE U HE TTOKA3bIBAKOT IMOJHOEC BI)ICBO60)KI[6HI/IG JIO3bI IO IEHCTBUEM crijgpTa.

Ilpumep 4 - yacTHIIA C KOHTPOJIUPYEMBIM BI::ICBO60>KI[€HI/IGM, o6ecnqu/IBaI0u1a;1 3aMECJICHHOC

BBICBOOOKIEHUE:

[0374] B coorBerctBuu ¢ Ilpumepamu 1-3, npoussBogunu ase 20 wmr yactunsl PR

(pa3spe3aHHble TAJOYKH) pa3audHoi oOmeit maccel. Yactumpelr PR umenu crieayromyro

KOMIIO3HULIUIO
KOMITO3HIHS 4-1 4-2

B MI' B Macc. % | Bmr B Macc. %
cymb(dart ampeTaMuHa 20,00 | 9,30 20,00 | 5,71
PEO 7 mum. (Sumitomo) 139,77 | 65,01 237,70 | 67,91
PEG 6000 33,30 | 15,49 56,60 | 16,17
HPMC 21,50 | 10,00 35,00 | 10,00
anb(pa-Toxodepon 0,43 0,20 0,70 0,20
Macca, MPUXOAAIIAALCA HA 103y (pa3pe3aHHas nmajaouka) | 215 mr 350 mr

[0375] PactBopenue ¢ 50 06./mMun. B SIF pH 6,8 paspe3aHHol nasouku B COOTBETCTBUU C
ITpumepom 4-1 (215 mr; xkBajpaTHble METKH) IO CPAaBHEHHIO C Pa3pe3aHHON MaJOYKOH B
cootBercTBUM ¢ Ilpumepom 4-2 (350 mr; pomOOBHAHBIE METKM) TMOKa3aHO Ha Purype 6.

Y IMBUTENBHO, HO pa3pe3aHHbIe MAJOYKH MOKA3aJId aHAJIOTHYHBINA TPO(HIIb pACTBOPEHUSI.

[0376] OO0e pa3pe3aHHbIE MAJOYKU UCCIEIOBAIN HA MX YCTOHYMBOCTH K Bo3newcTBuio. Obe
pa3pe3aHHbIe MAJIOYKH MPEIBAPUTEbHO 00padaThiBaii B T€UEHHE 2 MUHYT B KOPEMOJIKE U

MOZBEPTay MOJYYEHHbIN MaTEPUAN SKCTPAKLIUU PACTBOPUTENIEM:

4-1 4-2
1 14,19 | 11,26
2 4,29 | 8,19
3 14,66 | -*
cpemmee [%] | 11,05 | —
CO [%] 586 | —

*=He MOIIH OBITH NpOaHAIU3UPOBAHBIL, TaAK KAaK B MIMNPUI] MOKHO OBLIO BTSAHYTb MCHBIICC

KOJINMYECTBO MaTE€pHraia
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Ilpumep 5 - yacTuubl C HEMEJIEHHBIM BbLICBOOOkneHueM Ilpumepa 1 M 4YacTHLBL C

OTCPOYEHHBLIM BBLICBOOOXKAeHueM [Ipumepa 2:

[0377] Yactuns! IR Ilpumepa 1 obvemuusuin ¢ wactuiamu DR Ilpumepa 2 u 3anmonHsnm

Karcyssl pasmepa 0. Takum 0Opa3oMm, KarcyJibl HMeNH CIeNYIOIYI0 OOLIYI0 KOMIIO3HLHIO!

HA KATCy Iy (opma HA KAICy Ty
(Pazmep 0) [mr]
[vr]

BemecTBo

KomaecTBo
[o]

20,00

cyms(aT am(peTaMrHA

61,19

MOJTHATHICHOKCH 7 MITH.

14,57

MOTHATHICHIITHKOIb 6000

134,30 | yactumer IR

0,24

amb(a-Tokoepon

24,00

Kpaxman 1500

14,30

11 clear ot Opadry”

46,04

20,00

cyme(aT am(eTaMrHA

61,19

TMOJTHATHICHOKCH T 7 MITH.

14,57

MOJTHATHICHTITHKOIb 6000

HaCTHIIbI

157,40 DR

0,24

amb(a-Tokoepo

24,00

kpaxmain 1500

37,40

Tokpsrrre DR (L30-D55 ot Eudragit® +
3.3% TEC)!

53,96

291,70

100,00

' ITokperTue DR, mnpumensemoe B

IIpumepe 5, Moxer OBITh PAacCMOTPEHO B BHIAE

CTaHIAPTHOTO SHTEPOCOMOOMIBHOTO MOKPHITHA U, B oTiin4re oT IIpumepa 3, He conepkuT

HUKAaKOI'0 BHYTPEHHETO CJIOA aJIbrMHAaTa HATPUS. Yro kacaercs npeaoTBpallCHUs ITOJHOTO

BBICBOOOSKAEHHSI TO3bI B BOAHOM PAacTBOPE 3TaHOJA, ABYXCJOWHOe nmokpeitue [lpumepa 3

IPEBOCXOIUT OOBIMHOE TIOKPBITHE B COOTBETCTBUU ¢ [Ipumepom 5.

[0378] PesynbraT M3MepeHust pacTBopenus in vitro B 40 % 3TaHone mokazaH Ha @urype 7 co
y P p P yp

cMmeHoi pH cpenpl BBICBOOOKISHHST OT KUCJIOTO 10 HEHTPAIBHOTO Yepe3 2 Jaca.

Ilpumep 6 - yacTHUUbl ¢ HEMEJICHHBIM BbICBOOOkneHueM Ilpumepa 1 M 4YacTULBL C

KOHTPOJIUPYEMBbIM BbICBOOOxkneHueM [pumepa 4—1:

[0379] Yactunsl IR Ilpumepa 1 obwvenunsim ¢ wactuueir PR Ilpumepa 4-1 (215 mr) u

3amoNHsIM Karcyisl pasmepa 0. Takum oOpa3oM, Karcysibl UMENH CIEAYIOIIYIO OOy

KOMITO3HIIMIO
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HA KAICy Iy
(Pazmep 0)
[Mr]

(popma

Ha Karcy .y
[mr]

Bemectro

Komaectso
[macc. %]

134,30

yacTusl IR

20,00

cyas(haT am(eTaMuHa

61,19

MOJTHATHICHOKCH, 7
MJTH.

14,57

MOJIH3THJICHITTHKO JTb
6000

38,45

0,24

anb(pa-Tokophepor

24,00

kpaxmain 1500

14,30

11 clear ot Opadry®

215,00

pa3pe3aHHAst MANOYKA
PR

20,00

cymb(haT am(peTaMHHA

139,77

MOJIHATHICHOKCH, 7
MJTH.

21,50

THIPOMEILIO3a

61,55

33,30

TOJIU3TUTIEHT TUKO JTb
6000

0,43

>

amb(a-Tokoepo

349,30

100,00

[0380] Pesynbrar usmepeHus pactBopeHus in vitro B 40 % sTaHone nokasaH Ha Purype 8.

Kak nponemonctpuposaHno, crocod DR Ilpumepa 5 mokaspiBaeT MOJHOE BBICBOOOKAECHHE

J03bI IIOA HeﬁCTBHeM CIIupTa, KOTOPOTrO MOXKHO n30exaThb nyTéM HU3MECHCHUSA MaTcpuaia

SHTEPOCONOOMIBHOTO IOKPBITHS, YTO MOKa3aHo Ha Purype 5.

Ilpumep 7 - YacTHLBI ¢ HEMEJIEHHBIM BbICBO60)KI[eHI/IeM, coacpxKamue OKCHUKOAOH H

PAa3JIHUYHBIC PA3PBIXJIUTCIIN

[0381] IIpomsBommnm MOPOIIKOOOpa3HblE CMECH CHEOYIOIIMX HWHIPEIUEHTOB U 3aTeM
SKCTPYAUPOBAIU I'OPSTYMM PACILIABOM MPHU CIEAYIOUIUX YCIOBUIX DKCTPY3HUU:
1-1 1-2 1-3 1-4 1-5

HA 703y mr/ macc. % | wmr/macc. % | wmr/macc. % | wmr/ mace. % Mmr/

macc. %

Oxcukogon HCI 10,00/5,56 10,00/5,56 10,00/5,56 10,00/5,56 | 10,00/5,56

JIuMOHHAs KUCTIOTA 1,44/0,80 1,44/0,80 1,44/0,80 1,44/0,80 | 1,44/0,80

Maxkporoa 6000 25,20/14,00 25,20/14,00 25,20/14,00 25,20/14,00 | 25,20/14,0

0

o-Toxodepon 0,36/0,20 0,36/0,20 0,36/0,20 0,36/0,20 | 0,36/0,20

KcantaHoBas kamenp THma 9,00/5,00 9,00/5,00 9,00/5,00 9,00/5,00 | 9,00/5,00
602

TomustineHoKCHa 7 MH. 98,00/54,44 98,00/54,44 98,00/54,44 98,00/54,44 | 95,22/52,2

0

BuxapOoHar HaTpus - - - — | 278/1,54

Harpua kpaxMaarauKkoIsaT 36,00/20,00 - - - -

Kpockapmennosa HaTpust — 36,00/20,00 — — —

Kpaxman 1500 - - 36,00/20,00 — —

Kykypy3H»lil KpaxMaa - - - 36,00/20,00 -

Kap6omep Kapbomon 71G - - - — | 36,00/20,0

0

> 180,00/100,0 | 180,00/100,0 | 180,00/100,0 | 180,00/100,0 | 180,00/10
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0 0 0 0 0,00
Bunar  ypoBHA  000pOTOB 100 100 100 100 120
[06./MuH. |
CxopocTh nogauu [r/muH. | 16,66 16,66 16,66 16,66 16,66
Jasnenue pacmiasa [6ap] 119 141 136 135 116
cOpoc TeMIepaTypsl paciuiaBa 140 143 142 143 145
[°Cl

[0382] HccnemoBaHwe  pacTBOpEHHsI ik Vilro  pacKpbuio  cleaywoomue  npoduiu

BBICBOOOXKICHUSA

PactBopeHue 1-1 112113 14 | 1-5
% OKCHKOJ0HA

CIyCTS 5 MHH. 70 74 66| 78| 58

coycta 15mun. | 88| 91| 88| 94| 83

conycta30mun. | 94| 94| 95 [ 100 | 92

conycta60muH. | 96| 96| 97 [ 102 | 96

[0383] HccnemoBaHue — 3alUMINEHHOCTH OT  HECAHKLUMOHUPOBAHHOTO  BMELIATENIbCTBA
ofecrieunBano ClIEAyOIue pe3ysabTaThl (Ie BCE HCCISHOBAHHBIE TPAHYJbI OCTABAIUCH
HETIOBPEKACHHBIMU IIOCJI€ TOI'O KaK YCTaHOBKa JJIs1 HMCIBITAaHMs Ipeaejia NpOYHOCTH Ha

Pa3pbIB JOCTUrajla CBOErO BEPXHETO Mpeesia CHIIbI):

HCCIeayeMast 1-1 1-2 1-3 1-4 1-5
Garapes

1 0,00* | 1,34 | 0,00* | 22,40 | 0,00*
2 0,00* | 3,07 | 20,20 | 30,32 | 0,00*
3 0,00% | 1,26 | 6,03 | 18,67 | 0,00*
cpensee [%o] 0,00* | 1,89 | 8,74 | 28,80 [ 0,00*
CO [%] 0,00* | 1,02 | 10,37 | 5,95 [ 0,00*

*He uccnenoBau, oopaser CIUIKOM 0ecOPMEHHBIH U He MOT ObITh BTSIHYT B LITIPHI]

[0384] W3 npuBEeOEHHBIX BBIMIE SKCIEPUMEHTANbHBIX JAHHBIX CTAHOBUTCS SICHO, YTO B
YaCTUIAX C HEMEIJICHHbIM BBICBOOOKICHUEM HCCJICIOBAHHBIE PA3PhIXJIUTENN 00ECIIEUnBAIOT
PA3JINYHYI0 TMPOU3BOAUTENLHOCTh. [IpM MaHHBIX YCIOBHAX SKCIEPUMEHTA, MPOU3BOAHBIC
LEeJUTF0JIO3bl  (HampuMep,  KPOCKapMeJyIo3bl — HaTpus)  OoOecneuuBad  HAMJIYYLIYEO
NPOM3BOOUTENPHOCTh, 33 HHUMH CJIEAOBAJIM TPOU3BOAHBIE Kpaxmaia (Hampumep,
KPaxMAaJITJINKOJIAT HATPUs) U BELIECTBA, BBLACISIIOIINE ra3 (B AaHHOM ciydae, OukapOoHaT
HATpPUsI), a 3aTeM MPeKeITaTUHU3UPOBAHHBIM Kpaxman (Hanmpumep, kpaxman 1500) wu

CTaHIAPTHBIN Kpaxmal (Hampumep, MPUPOIHBIA MaUCOBBIN Kpaxmal).



Ilpumep 8 - YacTHIBI C HEMEUIEHHBIM BI:;ICBO60)KI[6HI/I€M, COACPKAIIINC aMd)eTaMI/IH u
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PA3JIHUYHBIC PA3PBIXJIUTCIIN

[0385] IlpousBommnu MOPOIIKOOOpa3HbIE CMECH CIEAYIOIIUX HMHIPEIUEHTOB U 3aTeM

SKCTPYAUPOBAIIN TOPSYUM PACILIABOM IIPU CIEAYIOLINX YCIOBUAX SKCTPY3UH:

8-1 8-2 8-3 8-4
HA 103y mr/ macc. % mr/ macc. % | wmr/ macc. % | mr/ macc. %
Cyas(ar amperamuna 30,00/12,00 30,00/12,00 | 30,00/12,00 | 30,00/12,00
JIMMOHHAS KUCTI0TA 2,00/0,80 2,00/0,80 - —
PEG 6000 35,00/14,00 35,00/14,00 | 32,60/13,00 | 32,60/13,00
a-Toxo(epon 0,50/0,20 0,50/0,20 0,50/0,20 0,50/0,20
KcanTanosas kameap Tuma 602 — 12,50/5,00 - —
TMomyTHaeHOKCHT 7 MUTH. 182,50/73,00 | 120,00/48.00 | 136,90/54.70 | 136,90/54,70
['mapokapOOHAT HATPHS - - - -
Kpockapmeinnosa HaTpus — 50/20,00 | 50,00/20,00 —
Kpaxmain 1500 — — — —
KapOokcnMeTruikpaxman — — — | 50,00/20,00
PVP-CL - - - -
> 250,00/100,00 | 250,00/100,00 | 250,0/100,00 | 250,0/100,00
BunT ypoBHI 060p0TOB [006./MUH. | 100 100 100 100
Harpy3ka skctpyaepa [%] 75,00 75,00 75,00 75,00
JasncHne pacmmasa [6ap] 1 1 1 1
copoc Temmepatypsl pacmiasa [°Cl 145 145 145 145
8-5 8-6 8-7
HA 103y mr/ macc. % | wmr/ macc. % mr/ macc. %
Cyas(ar amperamMmuHa 30,00/12,00 | 30,00/12,00 30,00/12,00
JInMoHHAA KHCTOTA — — —
PEG 6000 32,60/13,00 | 32,60/13,00 32,60/13,04
o-Tokodepon 0,50/0,20 0,50/0,20 0,50/0,20
Kcanranosas kamens tuna 602 — — —
TMomyTrIeHOKCHT 7 MUTH. 136,90/54,70 | 136,90/54,70 | 136,90/54,76
I'uapoxapOOHAT HATPHSA — | 50,00/20,00 —
Kpockapmennosa HaTpus — - -
Kpaxmanx 1500 50,00/20,00 - -
KapOokxcuMeTrukpaxman — — —
PVP-CL - - 50,00/20,00
5 250,0/100,00 | 250,0/100,00 | 250,00/100,00
BunT yposHI 060p0TOB [06./MUH. | 100 100 100
Harpy3ka sxctpyaepa [%] 75,00 75,00 75,00
JasncHue pacmmasa [6ap] 1 1 1
cOpoc Temmepatyps! pacmmasa [°Cl 145 145 145
[0386] HccnemoBaHue  pacTBOPEHMs il VIfFO  PacKpbuio  ClEAyHLIue
BBICBOOOKICHUSI:
% pacTBopeHus cyab(para amperammaa | 8-1 | 8-2 | 8-3 | 8-4 [ 8-5 [ 8-6 | 8-7
CIyCTA 5 MHH. 67 61| 51| 48| 62| 45| 63
cmycTsi 15 MuH. 90| 90| 85| 81| 83| 70| 87
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cnycts 30 MuH.

96

97 | %4

93 94| 80| 93

cnycts 60 MuH.

98

99 | 97

97 1 98| 84 ] %96

[0387] HccnemoBanue

SalMUIMCHHOCTH oT HECAHKIIMOHUPOBAHHOI'O

BMECIIATCIIbCTBA

obecrieunBaio CJICAYIOIIUEC PE3YJIbTAThI (r):[e BCE€ HCCJICOOBAHHBIC TI'PaHYyJIbl OCTaBaJIUCh

HENOBPEXKACHHBIMU IIOCJIC TOrO KaK YCTAHOBKA IJIsI HCHOBbITaAaHUA Ipeacijia NpOYHOCTU Ha

Pa3phIB TOCTUrasa CBOErO BEPXHETO Mpezesia CHIIb):

nccaeayemas datapes

8-1 8-2 8-3

8-4 8-5 8-6 8-7

1

3841 | 3254 | 6,11 | 1131 | 457 | 823 | 44.80

2

28.83 | 33.63 | 11,43 | 8.18 ] 0,00 | 861 | 51.17

3

23.67 | 12,16 | 14,56 | 5,20 | 0,00% | 12,77 | 50,96

cpexnee [%]

3030 | 26,11 | 10,70 | 8.23 | 0,00% | 9,87 | 48,98

CO [%]

748 | 12,09 | 427 3,06 |0,00% | 252 3.62

*He uccnenoBaiy, odpaszer CiIUIKoM 6ech)OpMEHHBIH 1 He MOT OBITh BTSTHYT B IITTPHI]

[0388] M3 mnpuBEOECHHBIX BBINIE SKCIEPUMEHTANbHBIX AAHHBIX CTAHOBUTCSA SICHO, YTO B

qacTulax ¢ HEMEIJICHHBIM BI:;ICBO60)KI[€HI/IGM HUCCIICOOBAHHBIC PA3PBIXJIUTEIN 00€eCcreynBaroT

MOBBIIIEHHYI0 YCTOWYMBOCTh K 3KCTpPaKUuK pactBoputeneM. Kpockapmennosa Hatpus (82,

8-3), kapbokcumerunkpaxman (8—4), kpaxman 1500 (8-5) u rumpokapOOHAT HaTpHs

o0ecrieunBany HawIydLIne pe3yibraTel, Torga kak PVP-CL (8—7) He mokasan nmpenMyInecTBo

HaJl CPAaBHUTENBHON KoMmno3unuei (8—1).

Ilpumep 9 - yacTHIBI ¢ HEMEJIEHHBIM BbICBO60}KI[eHI/IeM, CoACPIKAIMEC l"eJ'IeO6Da3VPOUIee

CPEACTBO U PA3PBIXJINTCIIb.

[0389] MccnemoBanu BJMSIHHE TPHUCYTCTBHUS M OTCYTCTBUS Teje0OpasyrOIIEro CpPeacTsa, a

TaK)Xe BJIUSHUE NPUCYTCTBUS U OTCYTCTBUS Pa3pbIXJIUTENs o aHanoruu ¢ Ilpumepamu 7 u 8.

Kaxnyro u3 cinepyromux komnosuuuii A-F momywanu 11t OKCHKOAOHA, TMIAPOKOOHA,

MopduHa cynbdara u ruipoMoppoHa, COOTBETCTBEHHO:

9-A 9B 9C 9D 9E 9F
BGH-[GC M Macc. MTr Macc. MT Macce. MT Macc. MT Macc. Mr Macc.
T-BO % % % % % %
API! 100 | 556| 100| 556 100| 556 100| 556 100]| 556 100]| 5.5
0 0 0 0 0 0
Tuvow | 1,44 | 080 | 144 | 080 144| 080 1,44 080 144| 080 1.44| 080
-Hasd
KHCJIOT
a
PEG 252 | 14,00 | 252 | 1400 | 252 | 1400 | 252 | 1400 | 252 | 1400 | 252 | 14,00
0 0 0 0 0 0
a-Tox. | 036 | 020 036| 020 036| 020 036| 020 036| 020 0,36] 0,20
PEO 143, | 7944 | 107, | 5944 | 107, | 5944 | 134, | 74,44 | 98,0 | 5444 | 98,0 | 54,44
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0 0 0 0 0 0
Kap0o- - -1 36,0 | 20,00 27,0 15,00 - - - -
mon 0 0
Kcan- - - - -1 9,00 5,00 | 9,00 5,00 | 9,00 5,00 | 9,00 5,00
TAH
Carb. M - - - - - - - -1 36,0 | 20,00 - -
S 0
CrosCS - — - - - - - - - -1 36,0 | 20,00

0

= 180 100 | 180 100 | 180 100 | 180 100 | 180 100 | 180 100

Komnosuuuu A-F, conepskamume ruapomopdon B Bune API, Monudunuposau Tem, 4To
OHU copep:kaiu ToJbko 8,00 mr rugpomopdona. Pasauity B 2,00 Mr 3amMeHsT!H
COOTBETCTBYIOIIUM KonndecTBoM PEO
API = papmakonornyeckn akTuBHbIN HHrpeareHt, PEG = INommstunenrmikons 6000; o-Tok.
= a-Tokodepon; PEO = nonmustunenokcun 7 Mun; Kap6onon = Kap6omnon 71G; Kcanrtan =
KcanranoBas xamensp, Carb.MS= Kapbokcumeruiakpaxmai, CrosCS = Kpockapmesiosa

HaTpUsI

[0390] BpicBOOOXKIEHUE i Vifro , TaK e KaK YCTOMYUBOCTh K HKCTPAKIUU PACTBOPHUTEIEM
OmpeneNsyiIi B  COOTBETCTBUH ¢  u3o0pereHueM. Pe3yibrarel  [UIsi  Pa3fIMYHBIX

(apMakoIOrn4ecKy aKTUBHBIX HHTPEIUEHTOB MPUBEIEHBI B TAOJINLE HUXKE:

OKCHKOJIOH T'uapoxoaoH Cyms(ar moppuna | I'mapomopdor
CoctaB | 3kcTp. | pacTs. | 3kcTp. | pacTts. | 3xcTp. pacTs. JKCTp. | pacTs.
9-A 50% | 73% | 40% | 87 % 34% 87% | 49% | 84 %
9-B 40% | 90 % 0% | 91% 9% 83% | 29% | 87 %
9-—C 28% | 90 % 0% | 95% 3% 82% | 26% | 89%
9-D 12% | 91% | 32% | 75% 14% 88% | 33% | 91%
9-E 0% | 94% 5% | 92% 0% 90% 14% | 91%
9-F 2% | 94 % 1% | 103 % — — 7% | 91%

SKCTP. = HKCTPArMPOBAHHBIN B PACTBOPUTENE; PACTB. = PACTBOPeHUE crycTs 30 MUHYT

[0391] M3 mipuBEeneHHBIX BbIIE CPABHUTEIbHBIX JAHHBIX CTAHOBUTCS SICHO, 4YTO
paspexymTenn B coctaBax E u F ofecrneduBarOT JyYINIyH MPOU3BOAUTENBHOCTh B
OTHOIICHUH JIEKAPCTBEHHOT'O CPEICTBA C HEMEJICHHBIM BBICBOOOKIEHUEM U YCTONYHBOCTBIO
K SKCTPAKIHK PACTBOPUTENIEM B CIIy4ae BCEX MCCIICIOBAHHBIX (hapMaKOJIOTHIECKH aKTUBHBIX
WHTPEIUEHTOB, TOrAa Kak ToJbko coctaBel A, B, C u D obecneunBanu yactudabie 3G HEeKThI

AJIsE HEKOTOPBIX U3 UCCIICAOBAHHDBIX (I)apMaKOJ'IOFI/ILIeCKI/I AKTUBHBIX UHIPECAUCHTOB.
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IIpumep 10 - konmuyecTBO paspuxaurens Yacts I

[0392] BnusiHue cOAep;KaHUs Pa3PbIXJIMTENST UCCIENOBAIN MO aHanoruu ¢ Ilpumepamu 7-9.
ITonyuanu xomnosunuu ot 10-1 go 10-3 u ompenensinu pacTBOpeHHE in Vilro, a Tak e

YCTOWYHMBOCTD K SKCTPAKLIMH PACTBOPUTENIEM.

10-1 10-2 10-3
BemecTsa Ha 103y MT Mmacc. % | mr Mmacc. % | mr macc. %
Oxcuxonon HCI 10,00 556 | 10,00 556 | 10,00 5.56
JINMOHHAA KHCA0TA 144 0.80 144 0,80 144 0.80
PEG 6000 2751 | 1528 | 2520| 1400 2751 1528
a-Toko(epor 0.36 020 036 020 036 0.20
Kcanmanosas kamenp 9.00 5.00 9.00 5.00 9.00 5.00
tuma 602
PEO 7 M. 10469 | 5816 | 98,00 5444 9131| 5073
Harpusi 2700 | 1500 | 36,00| 2000| 4500 2500
KanMaJ'IrJ'II/IKOJI}IT

180,00 | 100,00 | 180,00 | 100,00 | 180,00 | 100,00

PactBopenue (n=3):

0 0,00 0,00 0,00
5 64,46 69,73 62,04
15 78,42 87,57 81,83
30 91,24 94,44 91,76
60 94,82 96,49 95,12
JKCTpaKnus 6e3

pa3mona:

cpennee [%] 10,10 0,00* 16,37
CO [%] 4,67 0,00* 12,67

*He nccnenoBany, odpaszer] CIUIKOM OecOPMEHHBIH U He MOT OBbITh BTSIHYT B LITPHI]
[0393] M3 mpuBEeNEeHHBIX BBILIE CPABHUTENBHBIX AAHHBIX CTAHOBUTCA SICHO, YTO NP JAHHBIX
YCJIOBUSIX HAMJIY4IINE Pe3yJbTAaThl MOT'YT OBITh JOCTHUTHYTHI IIPH CONEPIKAHUU Pa3PbIXJINUTEIS

20 macc. % (B JaHHOM cliy4yae, KpaxMaJIrJIHKOJIAT HATPUS ).

IIpumep 11 - xonuuecTBO pazpexaureist Hacts 11

[0394] BnusiHHe copepskaHUs Pa3pbIXJIUTENS UCCIenoBanu no a”anoruu ¢ Ilpumepamu 1-7.
ITonyyamu xomnosuuuu ot 11-1 no 11-4 u ompepensinu pacTBopeHue in Vifro, a Tak Xe

yCTONYMBOCTD K SKCTPAKL[UU PACTBOPUTENIEM.

11-1 11-2 11-3 11-4
TPUXOOAIIAsICA HA A03Y MT Macc. MT Macce. MT Macc. MT Macc.
% % % %
Cym(ar aMeTavuna 30,00 | 13,95 | 30,00 | 16,67 | 30,00 | 13,95 | 30,00 | 1667
PEG 6000 2720 | 12,65 | 21,85 | 12,14 | 27.20 | 12,65 | 21,85 | 12.14
o-Toxodepor 043 | 020 | 036 | 020 | 043 | 020 | 036 | 020
TToausTHACHOKCHA 7 MIH. 11437 | 53.20 | 91.79 | 50,99 | 114.37 | 53.20 | 91,79 | 50.99
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Kpockapmennosa HaTpust 43,00 | 20,00 36,00 20,00
Kpaxman 1500 43,00 | 20,00 | 36,00 [ 20,00
> 215,00 | 100,00 | 180,00 | 100,00 | 215,00 | 100,00 | 180,00 | 100,00
BuHT ypoBHI 000p0TOB 100 100 100 100
[06./MuH. |
Harpy3ka skctpyaepa [%] 75,00 75,00 75,00 75,00
Jasnenue pacmiasa [6ap] 1 1 1 1
cOpocC TemMmepaTypslI paciiaBa 145 145 145 145
[°C]
[0395] HccnemoBaHwe  pacTBOpEHHsI ik Vilro  pacKpbuio  cienywoomue  npoduiu
BBICBOOOKIEHUS:
PactBOopeHuE
% cyab(haTa aM(eTaMHHA H-T -2 -3 14
CIyCTH 5 MHH. 60 74 75 78
cnyctd 15 muH. 91 94 82 81
ciyctd 30 MuH. 97 99 84 87
cnyctd 60 MuH. 97 99 85 88
[0396] HccnemoBaHue — 3alUMINEHHOCTH OT  HECAHKLUMOHHPOBAHHOTO  BMELIATENIbCTBA

o0ecrieunBaio CIEAYIOIUE Pe3yNbTaThl (TA€ BCE HCCIIEAOBAHHBIE TPAHYJBI OCTABAJIUCH
HETMOBPEXKICHHBIMU TOCJE TOTO KaK yCTAHOBKA MJisi HCHBITAHUS Tpelesia MPOYHOCTH Ha

Pa3pbIB JOCTUrajla CBOErO BEPXHETO Mpeesia CUIIbI):

ucciaeayemas Oarapes | 11-1 [ 11-2 | 11-3 | 11-4
1 7,92 | 17,51 | 0,00* | 6,42
2 7,74 | 12,79 | 0,00* | 3,66
3 8,49 ] 16,85 ] 0,00* | 1,83
cpeanee [%] 8,05 [ 15,72 | 0,00* | 3,97
CO [%] 039 | 2,56 0,00 | 231

*He nccnenoBatu, odpasew CIUIKOM 0eCOPMEHHBIH U He MOT OBbITh BTSIHYT B LITIPHUI]

[0397] U3 NPUBEACHHBIX CPABHUTEJBHBIX JAHHBIX CTAHOBHUTCS SCHO, YTO MHOpPH JAaHHBIX

yCIOBUSIX Oojiee HU3KHE COAEPIKAHWS PA3PBIXJIUTEIs] OOECNeuMBAIOT IMOBBIIIEHHYIO

YCTONYMBOCTD K SKCTPAKL[UU PACTBOPUTENIEM.

Ilpumep 12 - gacTUNBI ¢ HEMENJIEHHBIM BbICBO60)KI[eHI/IeM, INOKPLBITHIE HEPACTBOPUMBIM B

KUIIEYHUKE MMOKPLITUEM, KOTOPOE He 3aJePKUBAET PACTBOPEHUE IN VIIFO:

[0398] B coorserctBuun ¢ Ilpumepom 1,

rPaHy.Jibl,

obecrnieunBarOLIe HEMEIJIEHHOE

BBICBOOOXKIEHHE CcynbpaTa amderaMuHa, H3rOTABIUBAIN CIIOCOOOM 3KCTPY3UH TOPSUETO

pacriasa.

[TonyyeHHble TakuM 0OOpa3oM BKCTPYIHUPOBAHHbBIE

IPaHyJIbl

MOKPBIBAJIH
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He()YHKIIMOHAIBbHBIM (HEPACTBOPUMBIM B KHMIIEYHUKE) 3aLIUTHBIM IOKPBITHEM, KOTOPOE He

3a/IepXKUBAET PACTBOPEHUE i1 Vifro, YTOOBI N30€KaTh IPUIIUIIAHKS TPAHYIL.

[0399] I'panysbl (MHOKECTBO YaCTUILl C HEMEUIEHHBIM BBICBOOOXKIAEHUEM) conepskanu 20 mr

cynbdara amperamuna. I'panynsl IR umenu cienyromyo komnozuuuio (cmotpu [pumep 1):

Ha 703y [Mr] | BemecTBo KOJHUYECTBO [Macc. %o]
20,00 | cymbsdar amperamuna 14,89

61,19 | MOMHATHICHOKCHT 7 MJTH. 45,56

14,57 | mommsTHneHTIHKOIH 6000 10,85

0,24 | amp(a-Toxodepon 0,18

24,00 | xpaxman 1500 17,87

14,30 [ II clear oT Opadry® 10,65

134,30 100,00

IT clear or Opadry”: HepacTBOpHMOE B KHIIEUHHKE MOKPBITHE, KOTOPOE HE 3a[epKHUBAET

pacTBOPEHHUE in Vitro.

[0400] TIpomsBommiu MNOPOMIKOOOpa3HbIE CMECH CIEAYIOIIUX WHTPEIUEHTOB U 3aTeM
SKCTPYAUPOBAJIM TOPsSMUM pacIiaBoM B cooTBeTcTBUM C IIpumepom 1. DxctpynupoBaHHble
TaKUM 00pa30oM rpaHyJIbl TOKPBIBAJIH HEPACTBOPHMBIM B KHIIEUHUKE TIOKPBITHEM, KOTOPOE HE

3a/1ep>KUBAET PACTBOPEHUE i1 Vilr0, UMEIOIINM CJIEIYIOLIYI0 KOMITO3ULIMIO:

Bemrectso KomuecTso [Macc. %]
11 clear ot Opadry” 15,00
BOJA 85,00

100,00

[0401] Crenyromasi oTaeNbHass 001as Macca OIMHON YaCTHIbI COCTABIIsIA HUvKe 2,0 MT.

TTpumep 13 - 4aCTULBI ¢ KOHTPOJIUPYEMBIM BBICBOOOXKIECHUEM, COAEpKaLe creunduiecKoe

SHTEPOCOIOONIBLHOE MTOKPBITHUE, 00ECIEUNBAIOIIEES OTCPOYEHHOE BLICBOOOKICHUE:

[0402] B coorserctBuu ¢ Ilpumepom 3, mpoussogunu 20 mr rpanyael DR, conepxamue
(YHKUMOHATBHOE, T. €. JHTEPOCOMIOOUIIBHOE, TOKPBITHE. JKCTPYAHPOBAHHYIO TOPSIHM
pacIIaBOM CEpALEBUHY TPaHYJbl BIIOCIENCTBHU OOECIIEYMBAIN TPEMs IMOKPBIBAOLINMHU
CHIOSIMH, 4 MMEHHO, 5,5 Macc. % BHYTPEHHEro cjos, OCHOBaHHOro Ha pink or Opadry®
(IToxpemBaromuii cmoii DR 1), 30,1 macc. % mpOMeEXKyTOYHOrO CIIOS, OCHOBAaHHOTO Ha
anpruHate (kommuectBo noiumepa 20 %) (IloxpeiBaromuii cinoit DR 2) u 36,7 macc. % L30-

DS5S ot Eudragit® (xomuuectBo nonumepa = 22%) (ITokpeiBaromuii cyoit DR 3).
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[0403] IIoxpeIThle rpaHysibl DR nMmenu ciaenyomy0 KOMIO3ULIUIO:

Ha A03y [mr]| | BemectBo Komaectso [macc. %]
20,00 | cympdar amperamuna 3,88

61,19 | mMOMUATUICHOKCHA 7 MITH. 27,18

14,57 | momsTHieHTIHK0 b 6000 6.47

0,24 | o-Tokodepon 0,11

24,00 | Kpaxman 1500 10,66

6.60 | Toxpemarommuii coit DR 1 = II pink ot Opadry” 2,93

38.11 | TINoxpsmaronmii cioit DR 2 = anpruHar 16,93

60,45 | Tloxpsmarommii cioit DR 3 = L30-D55 ot Eudragit® + TEC 26,85
225,16 100,00

[0404] TloxpeiBarommii cioit DR 1 umen cneayromyo KOMIIO3ULHUIO:

Bemectso Komaaectso [Macc. %]
11 pink ot Opadry® 20,00
BOJA 80,00

100,00

[0405] TloxpeiBaromuii cioit DR 2 nuMen ciieayromyo KOMIIO3ULHUIO:

Bemectso Kommaectso [Macc. %]
CR8133 ot Protanal” (abrunar) 3,50
TATBK 1,75
BOJA 94,75

100,00

[0406] IloxpeiBaromuii ciaoit DR 3 nmMen cieayromyo KOMIIO3ULUIO:

BemectBo KommuecTso [Macc. %]
L30-D55 ot Eudragit” 40,79
TPHITHILUTPAT 2,00
TAJIbK 6,12
BOJA 51,09

100,00

[0407] Crenyromasi oTaenbHasi o0Inasi Macca ONHOHN MOKPBITOM YaCTULIBI COCTABJISIIA HUMKE

2,0 mr.

Ilpumep 14 - vyacTuua ¢ KOHTPOJUPYEMBIM  BBLICBOOOXKIAECHUEM, 00ecneunBaroLIas

3aMEJUJIEHHOE BBICBOOOIKIEHHE

[0408] B cooteercTBum ¢ Ilpumepom 4, mpomsogmnu 20 mr gactunbl PR (pa3pesanHbie
najiouku) ¢ obmel maccoi, cocraBisiromeit 350 mr Yactuusl PR umenu crepyromyro

KOMITIO3HIIUIO
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Ha A03y [mr]| | BemectBo Kommaectso [macc. %]
20,00 | cympdar amperammna 5,71
237,70 | MOMMATHICHOKCHA, 7 MIJTH. 67,91
35,00 | rumpomeniosa 10,00

56,60 | momusTUaCHIIUKOIB 6000 16,17

0,70 | o-Toxodepoa 0,20

350,00 100,00

Uzmepsiiu ipeien MPpOYHOCTH Ha pa3phiB (YCTOMYMBOCTD K ApOOJIeHu0 ) yacTuill. Hu B omHOM

U3 IECATU U3MEPEHUM, YaCTULbI He JoMaroTcs rpu cuie 1000 H.

Ilpumep 15 - yacTULbl ¢ HEMEUIEHHBIM BbICBOOOxIeHueM Ilpumepa 12 U yacTULBL C

OTCPOUYEHHBIM BBICBOOOkneHueM [Ipumepa 13:

[0409] B cootserctBuu ¢ [lpumepom 5, gactuunl IR ITpumepa 12 oOvenuHsnm ¢ yacTuaMH

DR TIlpumepa 13 wu 3amonusim karcynel pazMepa 0. Takum oOpaszom, Kamcysibl UMEH

CJIEAYIOIIYIO OOIYI0 KOMIO3HUIIHIO:

Ha kancyay (Paszmep 0) | dpopma HA  Kancyndy | Bemectso Komm4iectso
[mr] [mr] [macc. %]
20,00 cymbdar am(peTaMuHa
61,19 TIOJTMATHJICHOKCH 7 MJTH.
TIOKPBITRIC TPARY BT 14,57 MOJTHATUICHITTKOIb 6000
129,90 IR 36,59
Tpmvepa 12 0,24 O-TOKO(hepoT
24,00 Kpaxman 1500
9,96 11 clear ot Opadry”
20,00 cyabdar amfeTamuHa
61,19 TIOJTUATHJICHOKCHA, 7 MITH.
14,57 TIOJTUATHIICHT K016 6000
0,24 O-TOKO(PEPOT
24,00 Kpaxman 1500
6,60 IToxpsiBaromuii cnoit DR 1
TOKPBITHIC TPAHY JIBI =
225,16 DR pink ot Opadry® 63,41
ITpumepa 13 38,11 [MoxpeiBarommii cnoii DR 2
Ajprusar
60,45 IoxpsiBaromuii cnoit DR 3
L30-D55 or Eudragit® +
TEC
355,06 100,00

[0410] YTOOBI OLIEHUTHh YCTOHYMBOCTh K MEXAHHYECKOMY PA3PYLICHUIO MOJYyYEHHBIX TAKUM

o0pa3oM KarcyJs, KarcyJbl OTKPBIBAIM BPYYHYIO M BBIIEISUIM CONEP)KAHHE KariCyJl.

BHOCJ’IGI[CTBI/II/I ObLIH NPCANPUHATBI CICAYIOIIHUE TMOIBITKM BMECIIATCIbBCTBA U ObLIH

AOCTHUTHYTBI CJICAYIOIIUEC PE3YJIbTAThI.
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[0411] DKCTpakLus C LEJIbI0 BHYyTPUBEHHOTO BBEACHMUS:

coaeprkaHue Kancy el Ilpumepa 15
(mmocnie pazmMoia B KOeMOJIKe.)

1

762

2 7,04
3 5,98
cpeasee [%] | 6,88
CO [%)] 12,09

[0412] Oxcrpakuys B xpyroi cpene (30 mu)

120

30 ma Boas! | comeprkanue kancysl [Ipumepa 15

1 49,17

2 48,60

3 50,69

cpemuee [%] | 49.49

30 M1, kumAmas BoJa | coaepskanue kancysl [Tpumepa 15
1 57,98

2 58,71

3 54,82

cpexnee [%] 57,17

30 My, 40 % EtOH | comepskanne kancymsl [Ipuvepa 15
1 41,08
2 42,72
3 41,00
cpenuee [%] 41,60

[0413] AHanu3 CHUTOBAHHUEM: COAEPKAHME KaICyJl pPasMajblBaIM 2 MHUHYT C HOMOILIBIO

KO(EMOJIKM U ONpenessuld paclpeneseHrue 4YacTHIl 110 pa3MepaM C IIOMOIIBIO aHalInu3a

cuTOBaHuEM. Pe3ynbpTaThl NpomutocTpupoBansl Ha Purype 9.

[0414] @urypa 10 nmoka3sbiBaeT npod b BEICBOOOKACHUS in Vifro 0e3 3TaHOJA U C STAHOJIOM.

Ilpumep 16 - yacTuULBLl ¢ HEMEUIEHHBIM BbICBOOOxIeHueM [lpumepa 12 W 4YacTULBL C

KOHTDOJIUPYEMBbIM BbICBOOOxkneHueM [Ipumepa 14:

[0415] Yactunsl IR Ilpumepa 12 ob6wemunsuin ¢ vactuueii PR Ilpumepa 14 u 3amonHsum

karcyJisl pasmepa 0. Takum 0O6pa3oM, Karcybl UMENH CIeAYIOIY0 OOIIY0 KOMITO3ULHIO!

Ha kancyny (Pasmep | dopma Ha Bemectso Komuuectso
0) [mr] Karcyay [macc. %]
[mr]
nokpeITeie rpanyasl | 20,00 cyabdar amdperamrza
129,90 IR 61,19 THOTHATUICHOKCH/T 7 27,07
ITpumepa 12 MUJIH.
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14,57 TTOJTUATUICHT TUKOJTb
6000
0,24 a-Toxodepon
24,00 Kpaxmaim 1500
9,96 1 clear ot Opadry®
20,00 cynbdar amperamuna
237,70 TIOJTHATHICHOKCH 7
pa3pesaHHas naaouKa MUITH.
350,00 ER 35,00 THIPOMEJII03a 72,93
IMpumepa 14 56,60 MOJTUITHIICHTTHKOITh
6000
0,70 a-Toxodepos
479,90 100,00

[0416] H3Mmepsiu mpenen MpoYHOCTH Ha pa3pbiB (YCTOWYHBOCTD K APOOJICHHIO) pa3pe3aHHbIX

majodek. Hu B OJHOM U3 OECATHU I/ISMepeHI/Iﬁ pa3pe€3aHHbIC MTAJIOYKU HE JIOMAIOTCA IMPU CUJIC

1000 H.

[0417] YTOOBI OLEHUTHh YCTOHYMBOCTD K MEXAHHMUYECKOMY Pa3pYLICHUIO MOJNyYEHHBIX TAKUM

0o0pa3oM Karcys, Karmcyjibl OTKPBIBAJIH BPYYHYK) U BBbIIESUIM CONEpIKaHHUE KarcCyll

Bniocnencteun  OputM  TIPEATPUHSITHI

AOCTHUTHYTBI CJICAYIOIIUEC PE3YJIbTAThI.

[0418] DKCTpakLMsl C LEIbIO BHYTPUBEHHOIO BBEIEHUS:

coaepskanue Karcy el [Ipuvepa 16
(moce pazmoa B KOEeMOJIKe.)

1 K

2 =

3 %

cpemuee [%] | -*

CO [%] -k

CICAYHOIUEC TMOIBITKU BMCLIATCIIBCTBA U ObLIH

*=He MOINIH OBITH IMpOoaHAJIU3UPOBAHBI, TaK KaK B HIIPHUL MOXHO OBLIO BTAHYTb MCHBLICEC

KOJIMYECTBO MaTE€pHraia

[0419] Oxcrpaxuus B xpyroi cpene (30 mu)

30 Mma Boap! | coaepskanme Kancyasl ITpuvepa 16
1 56,94
2 55,51
3 56,83
cpexnee [%] | 56,43
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30 M1 KuIsImeH BoAsl | coaeprkanue kancysl [lpumepa 16
1 64,65

2 60,89

3 60,49

cpensee [%] 62,01

30 M 40 % EtOH | comepskanue kancyiel [Ipuvepa 16

1 46,35

2 48,35

3 47,38

cpeanee [%] 47,36

[0420] AHanM3 CHUTOBAaHHEM. COAEP)KAHME KaICyJl pa3MajiblBaid 2 MHUHYT C TIOMOLIBIO
KOQEeMONKM W Ompenessuld pachpenesieHHe 4YacTHI [0 pa3MepaM ¢ TOMOINBI aHajH3a
cutoBaHueM. PesynpraThl nponuttocTpuposansl Ha @urype 11.

[0421] @urypa 12 noka3biBaeT NpoQIb BEICBOOOKACHUS if Vifro 0e3 3TaHONA U € STAHOJIOM.

TIpumep 17 — niportecc crieKaHus B KAUeCTBE aJbTEPHATUBLI SKCTPY3UU rOpsIYero pacnjiaBa:

[0422] Ha ocHoBe kOMOO3ULIMM 4—2, MOCPEACTBOM MNPOLIECCA CHEKAHUS MOJy4YaJd ILIECTh

6*15 MM IpOIONTOBATHIX TAOJIETOK.

[0423] Tlocne ciekaHusi HAOMOAANIOCH yBENIU4YeHHEe 0ObemMa TabIeToK.

[0424] H3mepsiu npeaen MPOYHOCTH Ha pa3phiB (YCTOWYHBOCTH K ApobieHwHi0) Tadnerok. Hu

onHa u3 TabneTok He Jomaercs npu cuiie 1000 H.

[0425] @urypa 13 moka3biBaeT CpeaHUN MPOQGHIIL BBICBOOOKACHUS i71 Vifro TabJETOK.

Ilpumep 18 - yacTUNBI ¢ HEMEMJIEHHBLIM BbICBO60)KI[eHI/IeM, INOKPBITHIE HEPACTBOPUMBIM B

KUIIEYHUKE TOKPBITUEM, KOTOPOE He 3aJePKUBAET PACTBOPEHUE IH VIIFO:

[0426] B cootrBerctBun ¢ Ilpumepom 1, rpanynbl, o0ecneyuBarOIie HEMEIJICHHOES
BBICBOOOXKIEHHE CysbdaTa amderaMuHa, H3TOTABJIUBAINA CIIOCOOOM BSKCTPY3UH TOPSUYETO
pacruiaBa. IlonydeHHble TakuM OOpa3oM OKCTPYAMPOBAHHbIC TPAHYJbl MOKPbIBAIH
He()YHKIIMOHAIBbHBIM (HEPACTBOPUMBIM B KHIIEYHHKE) 3aIIUTHBIM IOKPBITHEM, KOTOPOE HE

3a/IepXKUBAET PACTBOPEHUE iR Vifro, YTOOBI N30€KaTh IPUIIUIIAHHS TPAHYIL.
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[0427] T'panysbl (MHOKECTBO YacTHULl C HEMEJIEHHBIM BBICBOOOKAEHNEM) coneprkanu 20 mr

cynbdata amperamuna. I'panyisl IR umenu cnenyromyro kommnosuiuio (cmotpu [Tpumep 1):

HA IpaHy sl [Mr] | BEemecTBoO KoamuecTBO [Macc. %ol
10,00 cyab(ar ameTamuHa 15,38
33,52 TOJTUATHJICHOKCHUJT 7 MJTH. 51,57
7,98 TTOJTHATHJICHITHKO 16 6000 12,28
0,12 anb(pa-Tokodepon 0,18
8.38 kpaxmai 1500 12,89
5,00 11 clear ot Opadry” 7,69
65,00 100,00

II clear ot Opadry”: HepacTBOPHMOE B KHILIEUHIKE MOKPHITHE, KOTOPOE HE 3aePKHBACT

pacTBOPEHHUE in Vitro.

[0428] TIpousBomuIM MOPOLIKOOOpPA3HBIE CMECU WHTPEAMEHTOB U 3aT€M JSKCTPYIUPOBAJIH

ropssvuM paciujiaBOM IpU CICAYHOMUX YCJIOBUAX SKCTPY3HUU!

Tun sxcTpyacpa

Leistritz

TSE18 TSE27
BunT yposHS 060poToB [06./MuH.] | 100 200
CkopocTth ogayu [r/muH. | 16,66 250
JasncHue pacmmasa [6ap] 90-185 110-150
copoc Temmepatyps! pacmiasa [°C] | 140-145 100-120

[0429] OKCTpyAMPOBAaHHbIE TAaKMM OOpa3OM TpaHyJbl MOKPBHIBAIA HEPACTBOPUMBIM B
KUIIEYHUKE IOKPbITUEM, KOTOpPO€ HE 3aJep:KUBA€T PACTBOPEHHUE N Vilro, HUMEHLUM

CJIEYIOIYI0 KOMITO3HIIHIO:

Bermmectso KomuecTso [%]
11 clear ot Opadry” 10,00
BOJA 90,00

100,00

[0430] Crenyromas oTaeNnbHast 001Ias Macca OHOM YaCTHIIbI COCTABIIsIA HiKe 2,0 MT.

[0431] @urypa 14 mnokaseBaer mpodusb BeIcBOOOKIeHHs in vitro 20 mr rpanyn IR ¢

He()YHKIIHOHAIBbHBIM MTOKPBITHEM.

Ipumep 19 - yacTULBI C KOHTPOJIUPYEMBIM BLICBOOOKIEHUEM, COIEpsKaLMe cnelupruyeckKoe

SHTEPOCOMOONILHOE MTOKPBITUE, 00eCIEeUnBaroLee OTCPOUEHHOE BLICBOOOKIEHHUE:
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[0432] B coorserctBuu ¢ Ilpumepom 3, mpoussoaunu 20 mr rpanyasl DR, conmepskamue

(YHKIIMOHAJIPHOE, T. €. JHTEPOCOMIOOMIIbBHOE, TOKPBITHE. JKCTPYAHPOBAHHYIO TOPSIUUM

pacIuiaBOM CEpALECBUHY TPaHYJIbI

BIIOCIE/ICTBUM OO€CreuYnBaal JABYMsl HIIH TpPeMs

MOKPBIBAOIUMHU CJIOSIMU, 4 UMEHHO, HEO0sI13aTeILHO BHYTPCHHUM CJIOEM, OCHOBAHHBIM Ha

pink or Opadry® (IoxpbiBarommii coii DR 1), NPOMEKYTOUHBIM CIOEM, OCHOBAHHBIM HA

anvrunate (IlokpeBarommii cioii DR 2, komnosunust DR-1 unu DR-2) u HapyKHBIM cii0eMm,

ocuoBaHHbIM Ha 1.30-D55 ot Eudragit® (ITokpeisaromuii ciioii DR 3).

[0433] IloxpeIThle rpanysbl DR nMmenu ciaenyomy KOMIO3ULINIO:

19-1 19-2 19-3 19-1 19-2 19-3

HA Ha Ha 103y | Bemectso Kommgectso | Kommuectso | Kommuectso

03y JI03Y [mr] [Macc. %] [Macc. %] [mMacc. %]

[mr] [mr]

10,00 10,00 10,00 cymsdar ampeTamuHa 6,23 6,12 7,36

33,52 33,52 33,52 TIOJTMATHIICHOKCH T 7 MJTH. 20,87 20,51 24.67

7,98 7,98 7,98 TIOJHA THJICHT KO T 6000 4,97 4.88 5,87

0,12 0,12 0,12 o-Toxo(epon 0,07 0,07 0,09

8,38 8,38 8,38 Kpaxman 1500 5,22 5,13 6,17
Tloxpemsaronmmii cioiit DR 1 =11

92 92 - pink ot Opadry® 5,73 5,63 —
TToxpeiBarommii cioit DR 2 =

30,30 - 23,30 ampruHaT DR-1 18.87 - 17,14

B 3130 _ TToxpeiBaronmii cioit DR 2 = -

’ ampruHaT DR-2 - 19,16

IMoxpsiBarommuii coit DR 3 = L30-

61,10 62,90 52,60 D55p0T Eudragit® +TEC 38,04 23,08 38,49

160,6 1634 135,90 100,00 100,00 100,00

[0434] IloxpeiBarouuii cioii DR 1 umen crenyroouyo KOMIIO3ULIMIO:

BermmectBo KomruecTso [Macc. %]
11 pink ot Opadry” | 20,00
BOJA 80,00

100,00

[0435] TloxpeiBaromuii cioit DR 2 uMen cieayromyo KOMIIO3ULHUIO:

DR-1 DR-2
Bemectso KomruectBo [Macc. %] | Komraectso [Macc. %]
CR8133 ot Protanal” (AmerunaT) | 3,50 5,25
TATBK 1,75 2,63
BOJA 94,75 92,12
100,00 100,00
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[0436] IloxpeiBaromuii ciaoit DR 3 umMen cieayromyo KOMIIO3ULUIO:

Bemectso KommuecTso [macc. %]
L30-D55 ot Eudragit® | 40,79
TPUITHIILMTPAT 2,00
TAJIbK 6,12
BOJA 51,09
100,00

[0437] Crenyromasi oTaenbHasi 00Iasi Macca OMHOHN MOKPBITON YaCTULIBI COCTABJISIA HUMKE

2,0 mr.

[0438] Durypa 15 nokasplBaeT KpUBbIE PACTBOPEHUs AJIs rpaHyJs npumepa 19-1, @urypa 16
MOKAa3bIBA€T KPUBBIE PACTBOPEHMs I rpaHyn npumepa 19-2 m @urypa 17 nokxassiBaer

KpUBbIE PAaCTBOPEHUs 1S TpaHyJl npumepa 19-3.

[0439] Kommo3mmmu dacTHl C KOHTPOJHMPYEMBIM  BBICBOOOXKACHHEM, COAEpIKaIIHe
cnennpruIeckoe  SHTEPOCONOOMIbBHOE  MOKpBhITHE,  OOecredmBaromiee  OTCPOUYCHHOE
BBICBOOOJKIEHHE B COOTBETCTBUU ¢ mpuMepamu 2, 3, 13 u 19, cpaBHUBamuM Ipyr ¢ APYroM B

crenyroiel Tadbmune:

Conepsxanne BemecTsa [Macc. %] 2 3 13 19-1 | 19-2 19-3
cyib(dart amperaMuHa 12,71 | 12,71 | 8,88 | 6,23 | 6,12 7.36
TIOTMATHJICHOKCHT 7 MJTH. 38,88 | 38,88 | 27,18 | 20,87 | 20,51 | 24,67
TOJTUATHJICHTTUKO b 6000 9,26 | 9,26 | 647 | 497 | 488 5,87
anb(Qa-Tokodepon 0,15 | 0,15 | 0,11 | 0,07 | 0,07 0,09
kpaxmaia 1500 1525 | 1525 | 10,66 | 522 | 5,13 6,17
II pink ot Opadry™ - - 2,93 | 5,73 | 5,63 -
Amsrunat, DR-1 (3,50 macc. % amsrunaTta, 1,75 mace. % ~ ~ 16.93 | 18.87 ~ 17.14
TaJIbKA)

Amsrunat, DR-2 (5,25 macc. % amsrunaTta, 2,63 mMacc. % ~ ~ ~ ~ 19.16 ~
TaJIbKA)

L30-D55 ot Eudragit® + 3,3% TEC 23,76 - - - - -
ADD ot Evonik - 23,76 - - - -
L30-D55 ot Eudragit® + TEC (40,79 macc. % L30-D55 ot

Eudragit®, 2,00 macc. % TpusTHmuTpara, 6,12 macc. % - - 26,85 | 38,04 | 3849 | 38,70
TaJIbKA)

[0440] Ha ocHOBaHMM CpaBHUTENBHBIX NpumepoB 2, 3, 13 u 19 cranoBuUTCS SICHO, YTO HA

JanpHellnee yiaydIleHHe YCTOMYMBOCTH K TIOJIHOMY BBICBOOOKAECHUIO JI03bI 3TaHOJA
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0COOEHHO BJIMSIET YBEJIMYEHHAs Macca CJIOsl, KOTOPbIil OCHOBAH Ha aKPHJIATHOM COIOJIUMEpe
(or Eudragit”). Hamnyurmme pesysbTaThl TOCTHIANH TOIZA, KOLAA MAacca ClOs, KOTODbIii
OCHOBAaH Ha aKPHJIATHOM IIOJIUMEpE, 10 MEHbILEH Mepe B ABa pa3a MPEBBIIAET MAcCy CIosl,

KOTOPBII OCHOBAaH Ha aJibT'MHATE HATPUs (MM APYTOH COJIM aJIbTHHOBOI KHCIIOTBI).

[0441] Macca cyost, KOTOpPbIii OCHOBAaH Ha ajibTMHATE HATPUs (MK APYrol COJNM aIbIMHOBOM
KUCJIOTHI), JOJUKHA TMPEANOYTUTENIbHO YBEJIMYMBATH MAacCy CEpPALEBHHBI, KOTOpas
HEoOsI3aTelIbHO MOKPITA HEPACTBOPHMBIM B KHuieuHnke nokpbitaeM (Opadry® II pink), Ha
no MeHbiiel Mmepe 20 macc. %, MpeAnoOYTHTENbHO, MO MeHbiued mepe 30 macc. % 1o
OTHOILICHHIO K Macce CEepILEBUHBI, KOTOpas HEOOS3aTENbHO IMOKPBITA HEPACTBOPHMBIM B
KUIIEYHHUKE MMOKPBITHEM. Macca ciost, KOTOPBIH OCHOBAaH HAa aKPUJIATHOM MOJIMMEpE, NOJDKHA,
NPEANOYTUTENIbHO, YBEJIUYHUBATH MAacCy CEpPALEBHHBI, KOTOpas HEOOS3aTeNbHO ITOKPHITA
CJIOEM, KOTOPBIA OCHOBAH Ha ajbrUHATE HATPUS (UM APYrOl COJM albrHHOBOH KHUCJIOTHI), U
KOTOpBIi HEOGS3aTeNbHO TOKPHIT HEPACTBOPHUMBIM B KHIIeUHHKe mokpbirieM (Opadry® I
pink), Ha mo meHsbIneii Mepe 20 mMacc. %, MpeAnoYTUTENHHO, IO MeHbIIeH Mepe 30 macc. %
[0 OTHOIIEHHIO K Macce CEepALEBHHBI, KOTOPYIO MOKPBIBAIU CJIOEM HAa OCHOBE AaJIbIMHATa
HAaTpusl (WM JPYroil COJHM albTMHOBOH KHCJIOTBI) M KOTOPYI HEOOSA3aTeNbHO IMOKPHIBAIH

HEPACTBOPUMBIM B KUIICYHUKE ITOKPBITUEM.

[0442] Tlo oTHOIEHMIO K OOIIeH Macce MONHOCTBIO MOKPBITHIX YACTHI], COAEpPKAHUE IO
Macce CJosi, KOTOpPbI OCHOBAaH Ha aJbIMHATe HATpusl (WM JAPYrod COJHM aJbIMHOBOH
KUCJIOTHI), AOJDKHO, TPEINOYTUTENbHO, COCTABJIATh MO MeHbInei mepe 13 macc. %, Oonee
MPEINOYTUTENIbHO, TO0 MeHbineld Mepe 15 wmacc. %, eme Oosee TPEONOYTHUTENBHO, IO
MeHbInel Mepe 17 macc. %; U cofepkaHue Mo Macce CJIOs, KOTOPbIH OCHOBaH Ha aKpUJIATHOM
NOJIMMEPE JTOJDKHO, MPENIOYTHTEIBHO, COCTABISITH MO MeHblneil Mepe 19 macc. %, Oonee
NPEANOYTUTENIPHO, IO MeHblell mepe 21 macc. % wu, eme Oojee MPENNOYTHTENBHO, IO

MeHblel Mepe 23 macc. %.

Ilpumep 20 - yacTHIBI ¢ HEMEAJEHHBIM BbICBO60}KI[eHI/IeM W YaCTHUIIbI C OTCPOYCHHBIM

BBLICBOOOKIEHUEM:

[0443] B COOTBETCTBUM C MPUBEICHHBIMU BbIIIE MPUMEPAMH, KaICyJbl HAIMOIHIIN

CJIEAYIOIIMMHU KoJiuecTBaMu (B Mr) rpanyJ IR, MOKpBITBIME HEPACTBOPHMBIM B KUIIEYHHKE
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nokpeitueM (II clear or Opadry®), koTopoe He 3aaep:KUBaeT pacTBOPEHHE in Vilro, U TPaHyJ

DR, NOKPBITBIX SHTEPOCONOOMUIBHBIM MOKPBITHEM:

[mr] 2,5wmr/2,5 mr | 5,0 mr/5,0 mr | 7,5 mr/7,5 mr | 10 mr/10 mr | 15 mr/15 mr | 20 mr/20 mr
IOKPBITHIC rpaHy sl IR
cymbdar amperamuna 2,50 5,00 7,50 10,00 15,00 20,00
PEO 69,22 67,75 66,27 33,38 50,07 66,76
kpaxmain 1500 19,51 19,09 18,68 9,41 14,11 18,81
PEG* 28,52 27,91 27,30 13,75 20,63 27,51
BHTAMHH-E * 0,26 0,25 0,25 0,12 0,19 0,25
11 clear ot Opadry” 8,40 920 11,30 5.00 7.50 10,00
Cymma [mr] 128,40 129,20 131,30 71,66 107.50 143,33
TOKPHITHIC TPaHyIbl DR :
cymbdat amderamuna 2.50 5.00 7.50 10,00 15,00 20,00
PEO 69,22 67.75 66,27 33,38 50,07 66.76
xpaxma 1500 1951 19,09 18,68 941 14,11 18.81
PEG* 28,52 27,91 27,30 13,75 20,63 2751
BUTAMUH-E* 0,26 0,25 0,25 0,12 0.19 0.25
pink ot Opadry 17,22 3,00 8,50 3.82 4.88 6.51
Protanal® 40,14 41,16 27,12 21,73 19,54 26.05
TambK 20,11 20,62 13,58 10,89 979 13.05
130-D55 ot Eudragit® 89.16 127,52 52,04 47,96 37,72 50,29
TPHSTHILITPAT 437 6,25 2,55 235 1.85 247
TambK 13,38 19,13 7,81 7.20 5.66 755
Cymma [ur] 304,38 342,69 231,60 165,61 179,44 23925
[0444] OtHOcHTENBPHOE conmep:kanme 1O Macce (B wmacc. %) BCeX UWHIPEAHEHTOB
CKOMITUJIMPOBAHBI B Ta6.]'II/II_Ie 30€Chb HUXKE:
[Macc. %] 2,5 mr/2,5 5,0 m1/5,0 7.5 Mmr/7,5 10 M1/10 15 mr/15 20 mr/20
MT MT MI MT MT MT
TIOKPBITHIC IpaHy il [R:
cyab(pat amperaMuHa 1,95 3,87 5,71 13,95 13,95 13,95
PEO 53,91 52,44 50,48 46,58 46,58 46,58
Kpaxmain 1500 15,19 14,78 14,22 13,13 13,13 13,13
PEG* 22,21 21,60 20,79 19,19 19,19 19,19
BUTAMHH-E* 0,20 0,20 0,19 0,17 0,17 0,17
II clear ot Opad1y® 6,54 7,12 8,61 6,98 6,98 6,98
CymmMma [%] 100,00 100,00 100,00 100,00 100,00 100,00
IOKPBITHIC TPAHY JIbI
DR:
cymb(dart ampeTamuHa 0,82 1,46 3,24 6,04 8.36 8,36
PEO 22,74 19,77 28,62 20,15 27,91 27,90
Kpaxmain 1500 6,41 5,57 8,06 5,68 7,86 7,86
PEG* 9,37 8,14 11,79 8,30 11,50 11,50
BHTAMUH-E* 0,08 0,07 0,11 0,08 0,10 0,10
pink ot Opadry® 5,66 2.33 3,67 5,33 2,72 2,72
Protanal 13,19 12,01 11,71 13,12 10,89 10,89
TAJIbK 6,61 6,02 5,87 6,57 5,46 5,46
L30-D55 ot Eudragit® 29.29 37,21 22,47 28,96 21,02 21,02
TPHITHILUTPAT 1,44 1,82 1,10 1,42 1,03 1,03
TAJIbK 439 5,58 3,37 435 3,15 3,15
CymmMa [%] 100,00 100,00 100,00 100,00 100,00 100,00

[0445] B mpuBeneHHO# Bblme Tabnuue 2,5 Mr/2,5 Mr o3Hauaer, 4to rpanyssl IR npumMeHsm

B TaKOM KOJIMYECTBE, YTOOBI Karcyya coiep:kaia no3y 2,5 mr cyibdarta amperamuHa B
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o0meM konmdecTBe Beex rpanyd IR, i utoOr! rpanyael DR npuMeHsIn B TAKOM KOJUYECTBE,
4TOOBI KaTcyJsia Tak Xe cojep:kana Ao3y 2,5 mr cyiabdara amperaMuHa B oOliel BeluuuHe

Bcex rpanyJs DR.

[0446] PactBopenue in vitro mpumepa 20 Mr/20 Mr uccienoBaiM B OTIMYHOH cpene
pactBopenus (OeccriuproBoi, 20 00. % sTanona u 40 06. %, B moboMm ciyuae pH cMmeHsieTcst

cnycts 120 mun. ot pH 1,2 o pH 6,8). Pesynbrarsl oToOpaxensl Ha @urype 18.

[0447] W3 Durypel 18 cTaHOBHTCS SICHO, YTO B Cpele C 3TaHOJOM Tpedyercs Ooee
IUTUTENTbHBIN MEPHO/ BPEMEHH, YeM B OeccrupTOBOH cpene, 10 BbicBoOokaeHus: S0 mace. %
(bapMakoIOrHYeCKN aKTUBHOTO COEIMHEHHMSI 3aITOJIHEHMsI KarcyJibl (uactuunl IR). bonee toro,
B cpene ¢ osrtaHoiaoM 100 wmacc. % BeIcBOOOXKIAEHHE (HAaPMAKOIOTHYECKH aKTHBHOTO

COEAMHEHUs TOCTUTAJIH TT03Ke, YeM B OECCITUPTOBOM cpene.
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ITEPBOHAYAJIbHAS ®OPMVIJIA U30BPETEHHA

JlexapcTBeHHast popMa JIsi IepOpaIbHOTO BBEACHUS, coneprKaias (apMaKkoIOrHIeCKH

AKTHBHOEC COCIUHCHUC,

rac 4aCtb yKa3aHHOTI'O (bapMaKOJIOI“I/I"IeCKI/I AKTUBHOT'O COCOWHCHUA COHNCPIKUTCA BO
MHOXKECTBE 4YaCTHUll C HEMCIOJCHHBIM BI:;ICBO60)KI[€HI/IGM, obecrieunBast HEMEJICHHOC

BBICBOOOKIEHHE (DaPMAKOIOTHYECKU aKTUBHOT'O COSUHEHMS,

npudeM JIpyras 4acTh YKa3aHHOrO (hapMaKOJOTMYECKH AaKTUBHOTO COEIUHEHUS
COINEPKUTCS B MO MEHbIIEH Mepe OJHOW dYacTUlle C KOHTPOJIHPYEMbIM
BBICBOOOKICHHEM, obecreunBast KOHTPOJIUPYEMOE BBICBOOOKICHHE

(hbapMaKoJIOTUYECKH aKTUBHOTO COSTMHEHUS; U

IpyU 5TOM Mpefen MNPOYHOCTH HA Pa3pblB KaXKIOH M3 YaCTHULl C HEMEAJICHHBIM
BBICBOOOXKICHHEM W/MIM IO MeEHbIIEH Mepe OJHOH YacTHLbI C KOHTPOJHUPYEMBIM

BBICBOOOKACHHEM COCTaBJISIET O MeHbIei mepe 300 H.

JlekapctBeHHast ¢opMa 1o M. 1, OTIMYANOINASACS TEM, YTO YKa3aHHas Apyras 4acTb
yKa3aHHOTO (papMaKOJIOrMYeCKH aKTUBHOTO COEAMHEHUs CONEPIKUTCS B OHOM YacTHIE

C KOHTPOJINPYEMbIM BbICBO60)K)IeHI/IeM.

JlexapcTBeHHast popma Mo 1. 2, OTJIMYAMOLIAsICA TEM, YTO yKa3aHHas OfHA YacTHLA C

KOHTPOJIMPYEMBIM BBICBOOOKICHHEM UMEET OOIIYI0 Maccy 1o MeHbineil mepe 20 mr.

JlekapcTBeHHasi opMa MO M. 3, OTJIMYAIOIIAACS TE€M, YTO YKa3aHHAs OJHA 4YacTHLA C

KOHTPOJHMPYEMBIM BBICBOOOXKICHHEM UMEET OOIIYI0 MAcCy 1O MeHbLIeH Mepe SO Mr.

JlekapctBeHHast ¢opMa mo M. 1, OTIMYANOINASCS TEM, YTO yKa3aHHas JApyras 4acThb
YKa3aHHOTO ()apMaKOJOTMYECKH aKTHBHOTO COCAMHEHHUS! COINEPIKHUTCS BO MHOMKECTBE

YaCTHUI] C KOHTPOJIHUPYEMBIM BBICBOOOIKICHUEM.

JlexapcTtBeHHass Gopma MO M. 5, OTIMYAIOMIASICS TEM, YTO KAKAYIO M3 yKa3aHHBIX
YaCTUL C KOHTPOJUPYEMBIM BBICBOOOKIEHHEM ITOKPBIBAIOT JHTEPOCOTIOOUIBHBIM

TMMOKPBITUEM.
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JlexapcTBeHHast ¢opma Mo M. 6, OTIMYAOLIAACA TEM, UYTO SHTEPOCOMOOUIIBHOE
MOKPBITHE O0ECIeUNBaeT YCTOWYMBOCTh K NOJHOMY BBICBOOOXKIIEHHIO O3Bl B BOJHOM

pacTBoOpe STaHoNA.

JlekapctBeHHast opma 1o JrOOOMY M3 MI. S5—7, OTJIMYAIOINASCS TEM, YTO YaCTHUIIbI C
KOHTPOJIMPYEMBIM BBICBOOOKIEHUEM OOECIeUnBaAOT MPOMIIb BBICBOOOKICHUS i1
Vifro, U3MEPEHHBIA C TIOMOLIBIO amnmapaTa ¢ JIOMACTHOH MEMIAJIKOH, 000pyIOBaHHOTO
0e3 rpy3wmna mis karcy npu 50 00./muH., 37+5 °C B 900 Mt cpeabl BHICBOOOKIEHUS B
TedeHue nepsbix 2 yacos npu pH 1,2, a 3arem npu pH 6,8; npudem BoicBoOO)KAEHHE 80
macc. % (papMaKoJOrMYeCKH aKTUBHOTO COCOHHEHHUS, KOTOpPO€ IEePBOHAYAIBHO
COAEPIKAJOCh B YACTHLIAX C KOHTPOJIHUPYEMBbIM BBICBOOOKIEHHEM, MOCTHTAeTCs B
STaHOJILHOW Ccpezie BBICBOOOKIAECHUS TPH KOHIEHTpauuu 3Tanona 40 00. % mo3xe, 4yem

B 0€33TaHOJIbHOM Cpefie BBICBOOOKICHUSI.

JlekapctBeHHast popma mo 1. 8, oTIMYaroIascs TeM, 4To BeIcBOOOKaeHue 80 macc. %
(bapMaKoNIOruuecKy aKTUBHOTO COEIMHEHUs, KOTOPOe MEPBOHAYAIBHO CONEPKAIOCh B
YacTUI[AX C  KOHTPOJMPYEMBIM  BBICBOOOXIEHHEM, B  3TAHOJNBHOW  cperne
BBICBOOOKAEHUS ITPU KOHLIEHTpamu Tanona 40 00. % nocruraercst no MeHbllel Mepe

Ha 30 MUHYT NO33Ke, YeM B O€33TaHOIbHON Cpelie BHICBOOOKACHUS.

JlexapcTBeHHast popMa MO M. 9, OTIIMYAKOIIASICST TeM, 4TO BhicBOOOkmeHue 80 mace. %
(bapMaKOJIOTHYECKH AaKTUBHOTO COEIUHEHMs, KOTOPOE MEePBOHAYAIBLHO CONEPIKAIOCh B
YaCTUI[AX C  KOHTPOJMPYEMBIM  BBICBOOOXKIEHHEM, B  3TAHOJIBHOW  cpene
BBICBOOOKIEHUS MIPU KOHLIEHTpauuu TaHoja 40 00. % mocTuraercsi Mo MeHbIIEH Mepe

Ha 60 MHHYT MO3Ke, UeM B 0€33TaHOJIbHON Cpeie BHICBOOOKIEHMSI.

JlekapctBeHHas1 popMa 1o JirodoMy u3 mm. 6—10, OTIIMYAOIIAsICs TEM, YTO CONEPKaHHe
SHTEPOCOJIIOOMIIBHOTO TOKPBITHSI COCTaBJsieT Mo MeHbinei wmepe 30 wmacc. %,
OCHOBBIBasICh Ha OOIIEll Macce SHTEPOCOTIOOMIBHOTO MOKPBITHS M OCHOBBIBASICh HA
o01meii Macce YacTHLl C KOHTPOJIUPYEMBIM BBICBOOOKACHUEM.

JlekapctBeHHass ¢opma mno 1n. 11, ormnMuaromascs TEM, UTO COIEpKaHHe

2

SHTEPOCONIOOMIPHOIO TOKPBITUSL COCTaBJIsET IO MeHblIed wMepe 35 wacc. %,
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OCHOBBIBasICh Ha OOINEHl Macce SHTEPOCOMOOMIBHOTO MOKPBITHUS U OCHOBBIBASICH HA

o01Iel Macce 4acTull ¢ KOHTPOJIHPYEMbIM BBICBOOOKAEHHEM.

JlexapcTBeHHast popma no Jobomy U3 ni. 6—12, OTIHYAKOINASCS T€M, UYTO COAep KaHHe
SHTEPOCOIFOOMIIBHOTO TIOKPBITHST COCTaBysieT He Oosee 43,0 macc. %, OCHOBBIBAsICH HA
o0mmell mMacce 3HTEPOCOJIOOMIBHOTO TOKPBITHS M OCHOBBIBasSCh Ha oOmIeil macce
YaCTHUI] C KOHTPOJHUPYEMBIM BBICBOOOIKICHHEM.

JlekapctBeHHast ¢opma mo 1. 13, oTaMUarOmascs TeM, UTO COIEepKaHHe

2
SHTEPOCOJIFOOMIIBHOTO TIOKPBITHSI cocTaBiisieT He Oonee 42,0 macc. %, OCHOBBIBAsICh Ha
o0mell Macce 3HTepOCOJIOOMIIBHOTO TIOKPBITHSI M OCHOBBIBAsCh Ha OOmell macce

YaCTHUI] C KOHTPOJIUPYEMBIM BBICBOOOIKICHHEM.

JlekapctBenHnass ¢opma mo m. 14, omIHUarOmasics TEM, YTO COAEpIKaHHE
SHTEPOCOJIFOOMIIBHOTO TIOKPBITHSI cocTaBiisieT He Oonee 41,0 macc. %, OCHOBBIBAsICh Ha
o0mell Macce 3HTEPOCOJIOOMIPHOIO TOKPBITHSI M OCHOBBIBAasCh Ha OOmeill macce

YJaCTHUI] C KOHTPOJIUPYEMBIM BBICBOOOXKICHUEM.

JlexapcTtBenHass ¢opma 1o JsoOomy u3 mnm.  6-15, oTauuaromasics TeMm, 4YTO
SHTEPOCONIOOMIBHOE TOKPBITHE COAEPIKUT BHYTPEHHHUI CJIOH M Hapy>KHBIA CIIOH,

KOTOPBIC OCHOBAHbI Ha PAa3/JIMYHbBIX MOKPBIBAKOIUX MaTEpHaliax.

JlekapctBenHast Qopma mno mobomy wu3 nm.  6-16, OTIMYAOIIASACS TEM, YTO
COOTHOIIEHHE OTHOCUTEBHOM MAaCChl HAPY)KHOTO CJIOSI K BHYTPEHHEMY CJIOK) JIEKHUT B
npenenax nuanazoHa ot 1,1 : 1,0 mo 1,5 : 1,0, ocHOBbIBascb Ha OOIel Macce

Hapy>XKHOTO CJIOA U OCHOBBIBAsACh HA O6H.I€I\/'I MacCC€ BHYTPECHHETO CJIOA.

JlekapctBeHHast ¢opma mno 1. 17, oOTOMUArOIascsd TEM, YTO COOTHOLICHHE
OTHOCHUTEJIbHOM MAacChl Hapy>KHOTO CJIOs K BHYTPEHHEMY CJIOI0 JIEKUT B Mpenesax
nuama3ona ot 1,2 : 1,0 no 1,4 : 1,0, ocHOBBIBasiCh Ha OOIIEH Macce HApy>KHOTO CJIOS U

OCHOBBIBAsICh Ha O0IIEel Macce BHYTPEHHETO CIIOSL.
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JlexapcTBeHHas1 popma 1o JrodomMy u3 mm. 6—16, ornuyaroascs Tem, 4To o0mas mMacca
Hapy>KHOTO CJIOs O MeHblIel Mepe B 1,5 pasa Oosnblue, yeM o0Iast Macca BHYTPEHHEro

CJ1041.

JlexapcTBeHHast ¢popma 1o 1. 19, omnuyaromascs TeM, 4yTo obimas Macca Hapy)KHOTO

CJIosi IO MeHbInel Mepe B 1,7 pa3a Oounblie, yeM 001ast Macca BHYTPEHHETO CJIOS.

JlekapctBeHHast popma mo m. 20, OTIMYAOINASACS TE€M, 4TO OOILIasi Macca Hapy»KHOTO

cJiost o MeHbInel Mepe B 1,9 pasa Oosnblie, ueM 00Imas Macca BHYTPEHHETO CJIOSI.

JlekapctBenHnass ¢opma mo mobdomy w3 mm. 1621, oTnuMYarmascs TeM, 4YTO
BHYTPEHHHUI CJIOH CONEP>KUT TUAPOKOJUIOWA, BBIOPAHHBIA W3 TPYMIBI, COCTOSINEH M3
AJIbTMHOBOW KHUCJIOTHI, (PU3MOJIOTUYECKH MPHEMIIEMBIX COJeH aJbIHHOBOW KHCIIOTBHI,
arapa, apaOWHOKCHMJIaHA, KapparMHaHa, KypHJaHa, SKelaThHa, rejulaHa, [-rimokana,
ryapa, rymMmuapaOukw, kamenu OOOOB pOJKKOBOTO JepeBa, MEKTHHA, BeJJIaHA W

KCaHTaHa.

JlexapcTBenHast popma 1o 1. 22, OTIMYAIOLIASCS TEM, YTO TUAPOKOJUIOHU] MTPEACTABIISIET
co00i (pU3UONIOTHYECKH MTPUEMIIEMYIO COJIb aJIbIMHOBOIN KHUCJIOTBI, MPEATIOYTHTEIIBHO,

AJIbTUHAT HATpUs.

JlexapctBenHass ¢opma mno smobomy w3 mm.  16-23, OTIMYANOINASACS TEM, 4YTO
conepykaHue Mo Macce BHYTPEHHErO CJIOSl COCTaBJIsIET MO MeHblned mepe 13 macc. %,

OCHOBBIBAsICh Ha OOIIEH Macce 4aCTULl C KOHTPOJIUPYEMBIM BBICBOOOKIEHUEM.

JlekapctBeHHast gopma 1o m. 24, OTIMYAKOLIAsCA TEM, YTO COAEp)KaHHe IO Macce
BHYTPEHHETO CJIOSI COCTABJISIET 10 MeHbIel Mepe 15 macc. %, OCHOBBIBasiCh Ha O0IIeH

Macce 4acCTHI] ¢ KOHTPOJIUPYEMbIM BBICBOOOKICHHEM.

JlekapctBeHHast gopma 1o 1. 25, OTIMYAOIIasics TeM, YTO COAep)KaHHe IO Macce
BHYTPEHHETO CJIOSI COCTAaBJISIET 10 MeHbInei Mepe 17 macc. %, OCHOBBIBasICh Ha O0IIei

Macce 4acTHIl ¢ KOHTPOJIUPYEMbIM BBICBOOOKICHHUEM.
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JlexapctBennass ¢opma mo mobomy w3 mm.  16-26, OTIMYAOIIAACS TEM, 4YTO
COZIEpIKaHUE MO MACCe€ BHYTPEHHErO CJIOs JIEXKUT B npenesax auanazoHa ot 10 no 25

macc. %, OCHOBBIBAsICh Ha OOIIEeN Macce YaCTHIL ¢ KOHTPOJIUPYEMBIM BbICBOOOKICHUEM.

JlexapcTBeHHast ¢opma Mo m. 27, OTIMYANOLIAsCS TEM, YTO COZAEpXKaHHE IO Macce
BHYTPEHHETO CJIOs JIEXKUT B Ipenesax Auamna3ona ot 15 no 20 macc. %, OCHOBBIBAsICh Ha

o0mei Mmacce 4acTull ¢ KOHTPOJIHPYEMBIM BBICBOOOKAEHHEM.

JlexapcTBenHast popma mo grodomy u3 mm. 1628, oTIUYArOINAsICS TEM, YTO HAPY KHBIN

CJION COIEPIKUT AKPUJIATHBIN MOIUMED.

JlekapcTtBenHass gopma mo 1. 29, OTIMYAKINASACS TEM, YTO AKPHJIATHBIM TOJUMEp

MPEICTABIISIET COOOM CITy4aiiHbIN COMOIIMEP

JlexapctBenHass ¢opma mo m. 29 wimm 30, OTNIMYAKOIIASsICSl TEM, YTO AaKPHJIATHBINA
MOJIUMEP MOJIy4arOT U3 MOHOMEPHOM CMECH, COAEp KALIlel METaKpPUJIOBYK) KHUCIOTY B
KOMOWHALIMK C OIHHUM WJIH JABYMSI COMOHOMEpaMH, BHIODAHHBIMU M3 METHJIAKPHUJIATa,

MCTUJIIMECTAKPpHJIATA U STUJIAKPpUJIATA.

JlekapctBeHHast ¢opma mo smobomy u3 mm. 29-31, OTAMYAOINAsSCS TEeM, 4YTO
AKPUJIATHBIM TONMMEP HMMeeT CPEeIHEMACCOBYK) MOJIEKYJISIPHYIO MAacCy B Ipenenax

nuanasona ot 200 000 no 400 000 r/moJib.

JlexapcTBeHHast hopma 1o 1. 32, OTIUYAIOINASCS TEM, YTO AKPHUJIATHBIN MOJIUMEP UMEET
CPEAHEMACCOBYIO MOJIEKYJIIPHYIO MacCy B npeaenax auamnaszona ot 250 000 go 350 000

[/MOJIb.

JlekapctBenHnass ¢opma mo mobdomy w3 mm. 16-33, oTnMYaOImascs TeM, 4YTO
conepykaHue MO Macce HapY»KHOTO CJIOsi COCTaBJIAET MO MeHblueld mepe 19 macc. %,

OCHOBBIBAsICh Ha OOIIIEei Macce 4acTULl C KOHTPOJIUPYEMBIM BBICBOOOKIIEHUEM.

JlekapctBeHHast gopma 1o 1. 34, OTIMYAOLIasCcs TeM, YTO COAEp)KaHHe IO Macce
HApY>KHOTO CJIOSI COCTaBJIAECT MO MeHblued Mepe 21 macc. %, OCHOBBIBasCh Ha OOImIei

Macce 4acCTHIL ¢ KOHTPOJIUPYEMbIM BBICBOOOKICHHUEM.



10

15

20

25

30

36.

37.

38.

39.

40.

41.

42.

43.

138

JlekapctBeHHast gopma 1o 1. 35, OTIMYarolascs TeM, YTO COAEp)KaHHe IO Macce
HApY>KHOT'O CJIOSI COCTaBJIAET MO MeHbluel Mepe 23 macc. %, OCHOBBIBAsICh Ha OOIIei

MacCC€ 4aCcTUll C KOHTPOJIUPYEMbIM BbICBO60)KI[eHI/IeM.

JlekapctBeHHast ¢opma mno mobomy u3 mnm.  16-36, OTIMYAIOINAsACS TeM, 4YTO
COoZepKaHue MO Macce Hapy>KHOro CJOs JISKHUT B TpeAenax avamnasoHa ot 15 go 35

macc. %, OCHOBBIBASICh Ha OOIIIEeN Macce YaCTHI C KOHTPOJIUPYEMBIM BbICBOOOIKICHUEM.

JlekapctBeHHast gopma 1o m. 37, OTIMHAOLIAACA TEM, YTO COAEpIKaHHWEe IO Macce
HAPY>KHOTO CJIOsT JIEXKUT B mpezaenax nuamna3zona ot 20 mo 30 macc. %, OCHOBBIBAsICh Ha

o0meit Macce 4acTull ¢ KOHTPOJIHPYEMBIM BBICBOOOKAEHHEM.

JlekapcTtBenHass ¢opma 1o JroOomy wu3 mm. 6-38, OTIMYAKOIIASACS TeM, 4YTO
SHTEPOCONOOMIIBHOE MOKPBITHE CONEPIKUT BHYTPEHHUH CIIOH, CONEp KaIluil ajibrHHAT
HATpHsl UM APYTYIO COJIb aJIbFUHOBOM KHCJIOTBL, ¢ MOCIEAYIOIUM HAPY>KHBIM CJIOEM,

COJIEp>KAIUM COMOJIMMEP METAKPUIOBOM KUCIOTHI U STUJIAKPUJIATA.

JlexapctBeHHas (popma 1o nm. 39, oTuyaroLascs TeM, YTO COMOJIMMEP METaKPUIIOBOH
KUCJIOTBl M STWJIAKPUJIaTa UMEET COOTHOLIEHHE CBOOOIHBIX KapOOKCHIIBHBIX TPYIIT K

CJIO’KHOX(DMPHBIM TPYIINAM B Mpeenax auamnasoHa ot 3:1 mgo 1:3.

JlekapctBenHast Qopma mno mobomy w3 nm.  6-38, OTIMYAOIIASACS TEM, YTO
SHTEPOCONFOOMIIBHOE MOKPBITUE CONEPKUT BHYTPEHHUI CIIOH, conepsKalui ajabruHaT
HATpUsl UM APYTYIO COJIb aJIbFMHOBOM KHCJIOTBI, ¢ MOCIEAYIOIMM HApY>KHBIM CJIOEM,
colepKallMM  AHUOHHBIM  COMOJUMEP,  OCHOBAHHBIM  HA  METHJIAKPUJIATE,

MECTUJIIMETAKPHUIIATE U MeTaKpHHOBOfI KHUCJIOTE.

JlekapctBenHast ¢opma mo mm. 41, OTIMYANOINASCS TEM, YTO AHMOHHBIA COMOJIUMED
MMEET COOTHOILIEHHE CBOOOIHBIX KAPOOKCUJIBHBIX TPYII K CIOKHO3(UPHBIM IPYIIaM

B IIpeaenax auamnasona ot 1:8 go 1:12.

JlekapcTtBenHass ¢opma 1o JroOomy u3 mm. 6-38, OTIMYAKOIIASACS TeM, 4YTO

SHTEPOCONOOMIIBHOE MOKPBITHE CONEPKUT BHYTPEHHUH CIION, COAEp KAl ajJbrUHAT
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HaTpust UKW APYT'YHO COJIb aJIbTUHOBOM KHCJIOTBI, ¢ TIOCJICAYIOINM HApPYKHBIM CJIOEM,
COACPIKALIUM AHHUOHHBIH COIIOJIUMED, OCHOBaHHBIII Ha MCTUJIIMECTAKPHUIIATE U

METaKPUIOBOU KUCJIOTE.

JlexapcTBeHHast opMa 1o mi. 43, OTIMYAKOINASCSl TeM, YTO AHUOHHBINA COIOJHMEp
MMeeT COOTHOLIEHHE CBOOOIHBIX KapOOKCHIIBHBIX TPYIII K CJIOKHO3(DUPHBIM Tpynnam

B IIpezesiax auanasona ot 2:1 go 1:2.

JlekapctBeHHast ¢opma 1o mm. 43, OTIIMYANOINASCS TEM, YTO AHHOHHBIA COMOJIUMED
UMEET COOTHOLIEHHE CBOOOIHBIX KAPOOKCUJIBHBIX TPYII K CIOKHO3(UPHBIM TPYIIIaM

B IIpeaenax auanasona ot 1:1 go 1:3.

JlekapcTBeHHas1 popma 1o JF000MYy U3 TI. 5—45, OTIMYAIOIIAsACS TeM, YTO Ka)xaas U3
YKa3aHHbIX 4YaCTHULl C KOHTPOJUPYCMbIM BI:;ICBO60)KI[6HI/IGM UMEECT MHAWBUAYAJIbHYHO

Maccy MeHee 20 mr.

JlekapcTBeHHast ¢opma mo 1. 46, OTIIMYAOMIASICS TEM, YTO KaKAas M3 yKa3aHHbBIX
YaCcTULl C KOHTPOJHPYEMbIM BBICBOOOXKIEHHEM HMEET WHAMBHIYaJbHYIO MacCy He

oosee 10 mr.

JlekapcTBeHHas popma 1o JIIOOOMY U3 MPEIbIAYIINX MYHKTOB, OTJIHUYAOIIASCS TEM, YTO
KaXIash W3 YKA3aHHBIX YacTUIl C HEMEIJIEHHbIM BBICBOOOXKIEHHEM HMeEEeT

VMHAUBUOYAJIbHYIO Maccy MeHee 20 Mmr.

JlexapcTBeHHasi ¢opma mo 1. 48, OTIMYAKOIIASCS TeM, YTO KaKaash U3 YKa3aHHbBIX
YAaCTHIl ¢ HEMENJICHHbIM BBICBOOOKIEHHEM MMeeT WHANBUAYAIbHYI Maccy He Ooee

10 mr.

JlexapcTBeHHast hopma 1o JF0O0MY M3 IPEAbIAYIINX MyHKTOB, OTIMYAIOIIASICS TEM, YTO
(bapMaKoJIOTUYECKH AaKTHBHOE COEIUHEHUE OTHOCUTCS K TPYIIE TMCUXOAHAJIENTHKOB

[NOG].
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JlexapcTBenHast popma 1o JF0O00My U3 IPEAbIAYIINX MyHKTOB, OTIIMYAIOIIASICS TEM, YTO
(bapMaKoJOTHYeCKH aKTUBHOE COCAUHEHHE OTHOCUTCS K TPYIIE MCHXOCTUMYJISTOPOB,

cpencts, npumensieMmbix st C/IBI', u Hootponos [NO6B].

JlekapcTBeHHas popma 1o JIFOOOMY U3 MPENbIAYIINX MYHKTOB, OTJIUYAOIIASCS TEM, YTO
(bapMaKoJIIOTHYEeCKA AKTUBHOE COCAMHEHHE OTHOCUTCS K TPYIIEe CHUMIATOMHUMETHKOB

neHTpanbHoro nercteust [NO6BA].

JlexapcTBeHHast hopma 1o JF0OOMY U3 TMPEAbIAYIIUX MyHKTOB, OTIIMYAIOIIASICS TEM, YTO
(hapMaKoJIOTUYECKH AaKTUBHOE COEIWHEHHE BBIOUPAIOT W3 TPYIMIbL, COCTOSINEH H3
amperamuHa, naekcamderammunHa, MeramderammuHa, MeTWI(EHUAATa, TEMOJIHHA,
denkampamuna, MonmadwrHmIa,  (EHO30JIOHA,  ATOMOKCETHHA,  (DEeHETWIHHA,
nekcMmetmidenuaarta, Jau3aekcamderamuHa, apmomaduHmiIa W (PU3HOJOTHYECKU

IPUEMJIEMBIX COJIEH JIF0OOTO U3 BBIIETIEPEUNCIICHHBIX.

JlexapctBenHass ¢opma mo m. 53, OTNIMYAOINASACA TeM, YTO (HapMaKOIOTHUYECKU

AKTUBHOE COEIMHEHHUE MPEeACTaBIIsIeT Co00i cynbdar amperaMuHa.

JlekapctBenHass ¢opma mo 1M 53, OTIMYAIOLIAsICS TeM, 4YTO (PapMaKOJOTHIECKU

aKTUBHOE COEJMHEHUE MPEeCTaBIIsAeT cOO0N MeTuideHuaar.

JlekapcTBeHHas popma 1o JIFOOOMY U3 MPEIbIAYIINX MYHKTOB, OTJIHUYAOIIASCS TEM, YTO
yKa3aHHOe (PapMaKOJOTHMYECKH AaKTUBHOE COCAMHEHWE TMPENCTaBJsieT  CcoOOM
€IUHCTBEHHOE  (DApMAKOJOTMYECKH AaKTHBHOE COEAMHEHHe, COoIepiKaiieecss B

JIeKapCTBEHHOU (popme.

JlekapcTBeHHas popma 1o JIFOOOMY U3 MPENbIAYIINX MYHKTOB, OTJIHYAOIIASCS TEM, YTO
o0mee KONMM4YeCTBO (PapMaKONOTHUECKH AKTUBHOTO COETUHEHMs, COIEPIKAIIErocs B
JEKapCTBEHHOW (opMe, CONEP)KUTCS B MHOMKECTBE YACTHI C HEMEJICHHBIM
BBICBOOOJKICHMEM W TIO MeEHbIIEH Mepe OJHOHW YacTHIEe C peTapaAupOBAHHBIM

BBICBOOOXKIEHUEM.

JlexapcTBenHast hopma 1o JF0O00My U3 IPEABIAYIINX MyHKTOB, OTIIMYAIOIIASICS TEM, YTO

YKa3aHHO€ MHOKECTBO HaCTUL C HCMCAJICHHbIM BI:;ICBO60>KI[GHI/I€M u/unu YKa3aHHas 1o
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MEHbIIIeH MEpE OAHAa YaCTula ¢ KOHTPOJUPYEMbIM BbICBO60)KI[eHI/IeM COACPIKUT

MOJIMAJIKUIICHOKCH .

.HeKapCTBeHHaSI (bopMa 10 II. 58, oTiim4aromanacsa TeM, 4YTO INOJUAJKHICHOKCHUIA HMECCT

CPEIHEMAaCCOBYIO MOJIEKYJIIPHYIO Maccy o MeHbiuei mepe 200 000 r/mMoib.

JlekapcTBeHHasi popma Mo M. 59, OTIMYAKOLIAsICS TeM, YTO MOJUATKUIEHOKCH]] UMEET

CpeIHEMACCOBYIO MOJIEKYJIIPHYIO Maccy 1o MeHbIei Mmepe 500 000 r/Moub.

JlexapctBenHnass ¢opma mo smobomy w3 mm. S8—60, OTIMYAINASACS TEM, 4YTO
(bapMakoIOTHYEeCKH aKTUBHOE COEAMHEHHUE AUCTIEPTHPYETCs] B MATPHLE, COAEpIKaIIei

MMOJIMAJIKUIICHOKCHU .

JlexapcTtBenHass ¢opma mo mobdomy w3 mm. S8—61, oTIMYAOIAsCS TEM, 4YTO
coJiep;KaHue TMOJIMAJIKUIEHOKCHAA COCTaBlsseT IO MeHbluell Mepe 25 wacc. %,
OCHOBBIBasICh Ha OOIeH Macce YKa3aHHOTO MHOXKECTBA YaCTHI] C HEMEIJIEHHBIM
BBICBOOOXKIEHNEM W/WUJIM OCHOBBIBASICh HA OO Macce YKa3aHHOM IO MEHbLIEH Mepe

OI[HOﬁ HaCTULBI C KOHTPOJIUPYEMbBIM BI:;ICBO60)KI[6HI/IGM, COOTBCTCTBCHHO.

JlekapctBeHHass ¢opma 1o 1. 62, OTIMYAIOIASACS TeM, 4YTO COIEeprKaHue
NOJIMAJIKMJIEHOKCHA COCTaBlsieT nmo MeHblueid Mepe 40 macc. %, OCHOBBIBAsCH Ha
o0meil Macce yKa3aHHOIO MHOMKECTBA YaCTHUI C HEMEIUIEHHBIM BbICBOOOXKIAEHHEM
W/WJTH OCHOBBIBAsICh HAa OOLIeN Macce YKa3aHHOW MO MEHbLICH Mepe OIHON YaCTHIIBI C

KOHTPOJIMPYEMBIM BBICBOOOKAEHHEM, COOTBETCTBEHHO.

JlexapcTBenHast hopma 1o JF0OOMY M3 MPEAbIAYIINX MyHKTOB, OTIIMYAIOIIASICS TEM, YTO
KaXK1asi U3 YKAa3aHHBIX YaCTHI] ¢ HEMEJIEHHBIM BHICBOOOKICHUEM W/UJIU 10 MEHBIIEH

Mepe OJTHA YaCTHUIA ¢ KOHTPOJIUPYEMbIM BICBOOOKIEHHEM CONEPIKUT PA3PBIXJIHTENb.

JlekapctBeHHast popma 1o 1. 64, OTIMYAIOINASCS TEM, YTO COIEP’KaHHE Pa3PBIXJIUTENS
cocrasysier 6osee 5,0 Macc. %, OCHOBBIBAsICh Ha OOIIE Macce YKa3aHHOTO MHOKECTBA

qacTul ¢ HEMCIJICHHBIM BbICBO60)KI[eHI/IeM.
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JlexapctBeHHast popma 1o 1. 65, OTIMUAIOIIASCS TEM, YTO COIEP’KaHHE Pa3PBIXJIUTENS
cocTaBIsieT o MeHblIe mepe 10 macc. %, OCHOBBIBasiCh Ha OOIIeH Macce yKa3aHHOTO

MHOXXECTBA 4aCTHUL C HCMCIJICHHbBIM BbICBO60)KI[eHI/IeM.

JlexapcTBeHHast popma 1o Jr0O0My M3 MPEABIAYLIINX TyHKTOB, OTJIMYAIOLIAsCS TEM, YTO
Pa3pBIXJMTENb BBIOMPAIOT W3 TPYIIBL, COCTOSAIMIEH M3 KPaxMajoB, NPOU3BOJHBIX
Kpaxmaja, MPOU3BOJAHBIX IIEJUTOJIO3b], MOJUAKPUIIATOB, MOJUBUHIINHUPPOIUIOHOB U

BE€HICCTB, BBIACIIAOIINX I'a3.

JlexapctBenHnass ¢opma mo smobomy w3 mm. 64—67, OTIUYAOINASACS TEM, 4YTO
(bapMakoIOTHYEeCKH aKTUBHOE COEAMHEHHUE AUCTIEPTHPYETCs] B MATPHLE, COAEpIKaIIei

Pa3pbIXJIUTEND.

JlekapctBeHHast popma 1o Jr000My U3 MPENbITYIINX TYHKTOB, KOTOPAast JOTIOJHUTEIBEHO

COZIEPIKUT Tesieo0pasyroiiee CPencTBo.

JlexapcTBeHHast ¢popma Mo 1. 69, OTIMYAOIASACS TEM, YTO reieo0pasyrolnee CpencTBO

IpeNCTaBIsieT COOOH MoTUCcCaxapuy.

JlexapctBenHast ¢opma mo m. 69 wuiam 70, OTIMYAIOINASACS TEM, 4YTO COAEpIKaHHE
reeo0pas3yroLero CpeacTBa COCTaBIsAeT Mo MeHbineit Mepe 1,0 macc. %, OCHOBBIBASICH

Ha 0o01I1el Macce JIeKapCTBEHHOM (POPMBI.

JlekapcTBeHHasi popma 1o JIFOOOMY M3 MPENbITyIIUX MYyHKTOB, KOTOpasi MPEACTaBISIeT
co0oii Karcyny.

JlekapctBeHHast ¢opma mo srodomy u3 mm. 1-71, kKoTopas mnpeacraBisieT COOOH

2

TabJIEeTKY.

JlekapcTBeHHas1 popma 1o JFOOOMY U3 MPENbIAYIINX MYHKTOB, OTJINYAOIIAsICS TEM, YTO
COOTHOILIEHHE OTHOCUTENIBHON MAacChl YKa3aHHOIO MHOXKECTBA YaCTHL] ¢ HEMEAJICHHBIM
BBICBOOOKIEHHEM K YKA3aHHOW 10 MEHbLIEH Mepe OJHON YacTHIIE C KOHTPOJIHUPYEMBIM

BBICBOOOXKIEHHUEM JIEXKUT B Tpeaesax auana3ona ot 10:90 no 90:10.
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JlekapctBeHHass ¢opma 1o 1. 74, OTIMYAKOINAACA TEM, 4YTO COOTHOIIEHHE
OTHOCHUTEJIBHOM  MAacChl  YKa3aHHOTO  MHOXKECTBA  4YaCTULl C  HEMEUICHHBbIM
BBICBOOOXKIEHNEM K YKA3aHHOW 1O MEHbLIEH Mepe OJHON YacTHIE C KOHTPOJIHUPYEMBIM

BBICBOOOKIEHHEM JICXKHT B mpenenax nuamnasona ot 20:80 no 80:20.

JlekapctBeHHast ¢opma MO 1. 75, OTIMYAKOLIAsICA TEM, 4YTO COOTHOIIEHHE
OTHOCUTEJIBHOM  MacChl  YKa3aHHOTO  MHOXKECTBA  YaCTULl C  HEMEJICHHBbIM
BBICBOOOKICHHEM K YKA3aHHOW 1O MEHbLIEH Mepe OJHON YacTHIIE C KOHTPOJIUPYEMBIM

BBICBOOOIKICHHEM JIEXKHT B Tipeesax nuana3ona ot 30:70 no 70:30.

JlekapcTBeHHas1 popma 1o JIFOOOMY U3 MPENbIYLIINX MYHKTOB, OTJIMYAOLIASACS TEM, YTO
ot 30 macc. % no 70 macc. % obmero kommuecTBa (PapMakoOJOTHUECKH AKTUBHOTO
COEIMHEHUSI, KOTOPOE COMEPKUTCS B JIEKAPCTBEHHOM (OpMeE, CONEPIKUTCS B YKa3aHHOM

MHOXKECTBE 4aCTHL C HCMCIJICHHBIM BbICBO60)KI[eHI/IeM.

JlexapctBeHHas popma 1o 1. 77, oTauyarommascs TeM, uto ot 40 macc. % no 60 macc. %
obuero konu4ecTsa (papMakoJOrHIECKU aKTHBHOTO COEAMHEHHs, KOTOPOE COAEPKUTCS
B JIEKapCTBEHHOH (oOpMe, COAEPKUTCS B YKA3aHHOM MHOXECTBE YaCTHULl C

HEMCEOJICHHbIM BbICBO60)I()IeHI/IeM.

JlekapcTBeHHasi popma 1o JIFOOOMY U3 MPEIbIYLUINX MYHKTOB, OTJIHYAOLIASCS TEM, YTO
30 macc. % mo 70 wmacc. % oOmero konudyecTBa (PapMakOJIOrMYeCKd aKTUBHOIO
COEIMHEHUSI, KOTOPOE COMEPIKUTCS B JIEKAPCTBEHHOMN (hOpME, CONEPIKUTCS B yKa3aHHOM

MO0 MEHBIIIEH Mepe OTHON YaCTHULE ¢ KOHTPOJIUPYEMbIM BBICBOOOKIEHHUEM.

JlekapcteHHas popma 1o 1. 79, oramyarommascs TeM, uto ot 40 macc. % no 60 macc. %
o0mero konmm4ecTBa (papMaKkOJIOTHIECKH aKTUBHOTO COSIUHEHHSI, KOTOPOE COMEPIKUTCS
B JIEKAPCTBEHHON (popMe, CONEPIKUTCS B YKA3aHHOH MO MEHBIIEH Mepe OJHOU 4acTUIe

C KOHTPOJIUPYEMBIM BBICBOOOKICHUEM.

JlekapcTBeHHas1 popma 1o J000My U3 MPEAbIAYIINX MyHKTOB, KOTOPast MpeIHa3HAYeHa

AJIs1 IEPOPAJIBHOIO BBEACHNA OAWUH pa3 B ACHb.
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JlekapctBenHass Qgopma mo mobomy u3 mm. 1-80, koropas mnpegHa3zHaueHa IS

NEPOpaJIbHOrO BBEACHUA ABA pa3a B ACHbD.

JlexapcTBeHHast popma 1o Jr0O0My U3 IPEAbIYIIUX MYHKTOB, KOTOPasi JEMOHCTPUPYET
YCTOWYMBOCTh K OKCTPAKLMU pAacTBOpPHUTENEM TakuM obOpasom, uro mnpu (i)
pacrpeneneHny JeKapCTBEHHOH (OpMBbI, KOTOpas JuOO He MOBpexknaeHa, Jubo Obuia
U3MeJIbYeHA BPYYHYIO C TOMOLIBIO JIBYX JIOKEK B S5 MJI OYHMINEHHOH BozbL, (i)
HArpeBaHUM JKUAKOCTH IO €€ TOYKHU KUMEHUs, (111) KUMSTYSHUHU SKUAKOCTH B 3aKPBITOM
cocyne B TeueHue 5 MuH Oe3 M0oOaBIIeHUs NOMOJHUTEIBHONW OUMIIEHHOW BOHBI, (1V)
BTSTUBAHUU TOpsSYedl KUOKOCTH B wmpul (V) OINpeAeseHduH KOJHYeCTBa
(papMakoIOrH4ecK: aKTHUBHOIO COEAMHEHMUs, CONEPIKALIErocss B JKUIKOCTH B IIMPUILIE,
JKUIKAsl 4acTh COCTaBa, KOTOpas MOKET ObIThb OTHEeNeHa OT OCTaTka C IOMOILIBIO
mInpuia, cocrassiet He 6omee 10 macc. %o GhapMaKoOIOTHIECKH aKTUBHOTO COSIMHEHUS,

MepBOHAYAIIBHO CONEPIKABLIETOCs B JIEKAPCTBEHHOM (opme.

JlexapcTBeHHast hopma 1o JF0O0MY M3 MPEAbIAYIINX MyHKTOB, OTIIMYAIOIIASICS TEM, YTO
YaCTULIbI C HEMEJJICHHBIM BBICBOOOXKIEHHEM W/HJTH 10 MEHbIIEH Mepe OJHA YacTHIa C
KOHTPOJIMPYEMBIM ~ BBICBOOOXKIEHHUEM  SIBJIIIOTCSI  OKCTPYAUPOBAHHBIMU  TOPSIYUM

pacruiaBom.

JlexapcTBeHHast popMa 1o Jr0OOMY M3 NMPEAbIAYIIUX MYHKTOB, KOTOPAas 3aIlUINEHa OT

HECAHKIIHMOHHUPOBAHHOI'O BMEIIATEIbCTBA.

JlekapcTBeHHas popma 1o JIIOOOMY U3 MPENbIAYIINX MYHKTOB, OTJIUYAOIIASCS TEM, YTO
YKa3aHHOE MHOXKECTBO YACTHI C HEMENJICHHBIM BBICBOOOXKIEHHEM OOeCcTeunBaeT
HEMEIJIEHHOe BbICBOOOXKIEHHE (apMaKOJIOTHYECKH aKTHBHOTO COEAMHEHUsS, TaK Ke,
KaK INpU YCJIOBUSX in Vifro, B coorBerctBuu ¢ EBp. @apm., cnycts 60 MUHYT B
HCKYCCTBEHHOM kenynouHoM coke npu pH 1,2 no wmesbwmeidi mepe 70 %
(bapMaKoNIOrnuecKy aKTUBHOTO COEIMHEHUs, KOTOPOe MEePBOHAYAIBHO CONEPXKAIOCh B
YKa3aHHOM MHOJXKECTBE UACTHIl C HEMEMJIEHHbIM BBICBOOOXKIEHUEM, OBLIO

BBICBOOOKIEHO.

JlexapcTBenHast popma 1o JF0O00My M3 TMPEAbIAYIINX MyHKTOB, OTIIMYAIOIIASICS TEM, YTO

YKa3aHHO€ MHOKECTBO HYaCTHULl € HEMCAJCHHbIM BbICBO60)I(I[eHI/IeM obecrieunBaeT
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HEMEIJIEHHOe BbICBOOOXKIEHHE (PapMaKOJIOTUUYECKH aKTHMBHOTO COEAMHEHUs, TaK Ke,
KaKk IpU YCJIOBUSIX in Vifro, B coorBerctBuu ¢ EBp. ®apm., cnycts 45 MUHYT B
UCKYCCTBEHHOM kenygouHoM coke npu pH 1,2 no wmesbwmeidn mepe 70 %
(bapMaKoNIOruuecKy aKTUBHOTO COEIMHEHUs], KOTOPOe MEPBOHAYAIbHO COAEPKAIOCh B
YKa3aHHOM MHOXECTBE YaCTHIl C HEMEJIEHHbIM BbICBOOOKAEHHEM, ObUIO

BBICBOOOXKIEHO.

JlekapcTBeHHas popma 1o JIFOOOMY U3 MPENbIAYIINX MYHKTOB, OTJIUYAOIIASCS TEM, YTO
YKa3aHHOE MHOXKECTBO YACTHI C HEMENJICHHBIM BBICBOOOXKIEHHEM OOeCcIeunBaeT
HEMEIJIEHHOE BBICBOOOXKIEHNE (HapMaKOJIOTHYECKH aKTHBHOTO COCOMHEHHS, TaK Ke,
KaK INpU YCIOBUSX in Vifro, B coorBerctBuu ¢ EBp. @apm., cnycts 30 MUHYT B
HCKYCCTBEHHOM kenynouHoM coke npu pH 1,2 no wmesswmeidi mepe 70 %
(bapMaKoNIOrnuecKy aKTUBHOTO COEIMHEHUs, KOTOPOe MEPBOHAYAIBHO CONEPKAJIOCh B
YKa3aHHOM MHOJXKECTBE YACTHLl C HEMEJICHHbIM  BBICBOOOXIEHHEM, OBbUIO

BBICBOOOXKIEHO.

JlexapcTBenHast popma 1o J0O00My U3 IPEAbIAYIINX MyHKTOB, OTIIMYAIOIIASICS TEM, YTO
YKa3aHHO€ MHOKECTBO HaCTULl € HEMCAJCHHbIM BI:;ICBO60)KI[eHI/IeM obecrneynBaeT
HEMEJJIEHHOE BBICBOOOXKIEHHE (PapMaKOJIOTHYEeCKU aKTUBHOTO COEOMHEHHS, TaK Ke,
KaK IpU YCIOBUAX in Vifro, B cooTBerctBuu ¢ EBp. Papm., cmycts 60 MuHyT B
UCKYCCTBEHHOM kenynouHoM coke npu pH 1,2 no menbmeidr wmepe 75%
(bapMaKoIOrnUecKy aKTUBHOTO COEIMHEHUs, KOTOPOe MePBOHAYAIBHO CONEPIKAIOCh B
YKa3aHHOM MHOX>XECTBE qacTun C HEMEOJICHHBIM BbICBO60}KI[eHI/IeM, OBLIO

BBICBOOOKIEHO.

JlekapcTBeHHas popma 1o JIFOOOMY U3 MPENbIAYIINX MYHKTOB, OTJIHYAOIIASCS TEM, YTO
YKa3aHHOE MHOXKECTBO YACTHI C HEMEIJICHHBIM BbICBOOOXKIEHHEM OOeCIeunBacT
HEMEIJIEHHOE BBICBOOOXKIEHNE (PapMaKOJIOTHYECKH aKTUBHOTO COEAMHEHUS, TaK e,
KaK INpU YCJIOBUSX in Vifro, B cooTBercTBuu ¢ EBp. @apm., cmycts 45 MUHYT B
UCKYCCTBEHHOM kenynodHoM coke mnpu pH 1,2 no wmenbmeit mepe 75%
(bapMaKoNIOruuecKy aKTUBHOTO COEIMHEHUs, KOTOPOe MEPBOHAYAIBHO CONEPKAIOCh B
YKa3aHHOM MHOJXKECTBE YAaCTHLl C HEMEJIEHHbIM BBICBOOOXKIEHUEM, OBLIO

BBICBOOOXKIEHO.
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JlexapcTBenHast popma 1o JF0O00My U3 IPEAbIAYIINX MyHKTOB, OTIIMYAIOIIASICS TEM, YTO
YKa3aHHO€ MHOKECTBO 4YaCTULl € HEMCAJCHHbIM BbICBO60)K,Z[eHI/IeM obecrneynBaeT
HEMEJJIEHHOE BBICBOOOXKIEHHE (PapMaKOJIOTHYEeCKU aKTUBHOTO COEAMHEHHs, TaK XKe,
KaK IpU YCIOBUAX in Vifro, B coorBercTBuu ¢ EBp. ®apm., cmycts 30 MuHyT B
UCKYCCTBEHHOM kenynoduHoM coke npu pH 1,2 no wmenbmeidr wmepe 75%
(hapMaKoIOrnUecKy aKTUBHOTO COEIMHEHUs, KOTOPOe MEePBOHAYAIBHO CONEPIKAIOCh B
YKa3aHHOM MHOX>XECTBE qacTul C HEMEOJICHHBIM BBICBO60}KIICHI/ICM, OBLIO

BBICBOOOKIEHO.

JlekapcTBeHHas popma 1o JIFOOOMY U3 MPENbIAYIINX MYHKTOB, OTJIHYAOIIASCS TEM, YTO
YKa3aHHOE MHOXKECTBO YACTHI C HEMEIJICHHBIM BbICBOOOXKIEHHEM OOeCTeunBaeT
HEMEIJIEHHOe BbICBOOOXKIEHHE (apMaKOJIOTHUYECKU aKTUBHOTO COEIMHEHHs], TaK IKe,
KaK NpU YCIOBUSX in Vifro, B cooTBercTBuu ¢ EBp. @apm., cnycts 60 MUHYT B
HUCKYCCTBEHHOM kenynodHoM coke npu pH 1,2 no wmenbmeit mepe 80%
(bapMaKoNIOruuecKy aKTUBHOTO COEIMHEHUs, KOTOPOe MEPBOHAYAIBHO CONEPKAIOCh B
YKa3aHHOM MHOJXKECTBE YAaCTHLl C HEMEMJIEHHBIM BBICBOOOXKIEHUEM, OBbUIO

BBICBOOOXKIEHO.

JlexapcTBeHHas1 popma 110 JII0OOMY U3 MPENbIAYIINX MYHKTOB, OTJINYAIOIIAsACA TEM, YTO
YKa3aHHOE MHOXKECTBO YAaCTHI[ C HEMEIJIEHHBIM BBICBOOOXKIEHHEM OOecrednBaeT
HEMeJUJICHHOe BBICBOOOXIeHHE (HapMaKOJOTMYECKH AKTUBHOTO COEIUHEHUs], TaK XKe,
KaK TpU YCJIOBUSX in Vifro, B cootrBercTBuU ¢ EBp. ®apm., cmycts 45 MUHYT B
UCKYCCTBEHHOM kenynodHoM coke npu pH 1,2 no wmenbmeit mepe 80%
(bapMakoJIIOTHYeCKH AaKTUBHOTO COENUHEHHs, KOTOPOE NMEPBOHAYAIBHO CONEPIKAIOCh B
YKa3aHHOM MHOJXKECTBE YAaCTHLl C HEMEMJICHHbIM BBbICBOOOXKIEHHEM, ObUIO

BBICBOOOKIEHO.

JlekapcTBeHHas popma 1o JIFOOOMY U3 MPENbIAYIINX MYHKTOB, OTJIUYAIOIIASCS TEM, YTO
YKa3aHHOE MHOXKECTBO YACTHI C HEMENJICHHBIM BbICBOOOXKIEHHEM OOecreunBaeT
HEMEIJIEHHOE BbICBOOOXKIEHHE (apMaKOJIOTHUYECKU AKTUBHOTO COEIMHEHHs], TaK IKe,
KaK INpU YCJIOBUSX in Vifro, B coorBerctBuu ¢ EBp. ®apm., cnycrs 30 MuUHYT B
HUCKYCCTBEHHOM kenynodHoM coke npu pH 1,2 no wmenbmein mepe 80%

(I)apMaKOJ'IOFI/I“IeCKI/I AKTUBHOI'0O COCAUHCHUA, KOTOPOC MEPBOHAYAIBHO COACPIKAJIIOCH B
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YKa3aHHOM MHOXXECTBEC HaCTHI[ C HEMCIJICHHBIM BI:;ICBO60)KI[eHI/IeM, ObLIO

BBICBOOOXKIEHO.

JlexapcTBeHHast popma 1o Jr0OOMy M3 MPEAbIAYIINX MyHKTOB, OTIMYAOLIAsCS TEM, YTO
yKa3aHHasl 10 MEHbLIEH Mepe OJHA YacTHIAa C KOHTPOJHPYEMbIM BBICBOOOXKAEHUEM
obecreyrBaeT KOHTPOJHPYEMOE BBICBOOOXKIEeHHE (PapMaKOIOTHUECKH aKTHBHOTO
COEIUHEHMs], TaK e, Kak MpU i1 Vitro ycaoBusx B cooTBercTBuH ¢ EBp. ®apm., cycTs
30 MHUHYT B HCKYCCTBEHHOM :kelayao4HoM coke npu pH 1,2 He Oomee 30 %
(bapMaKOJIIOTHYECKH aKTUBHOT'O COEAMHEHHs], KOTOPbIE MEePBOHAYAIBHO COAEPIKAIOCH B
YKa3aHHOHN MO MEHBIIEeH Mepe OHON YacTHIle ¢ KOHTPOJHPYEMbIM BBICBOOOMKIEHUEM,

OBLIO BBICBOOOKIECHO.

JlexapcTBenHass Gopma mo 1. 95, OTNMYAKOIIASCS TEM, YTO YKa3aHHAs MO MEHBIIeH
Mepe OJHAa YacTULA C KOHTPOJHUPYEMBbIM BBICBOOOXKIAEHHEM OOeCrednBaeT
KOHTPOJIMPYEMOE BBICBOOOXKIEHHE (PApMAKOIOTHUECKH AKTUBHOIO COEJUHEHHS, TaK
K€, KaK IpU 1 Vifro ycioBUAX B cooTBeTcTBHM ¢ EBp. ®Papm., cnyctst 45 MHUHYT B
UCKYCCTBEHHOM >kenynodHoM coke mpu pH 1,2 me Gomee 30 % dapmakonoruuecku
AKTUBHOTO COEIMHEHUs, KOTOpble NEPBOHAYAJIbHO COMEPKAJIOCh B YKa3aHHON IO
MEHbLIEH Mepe OJHOM 4YacTHLEe C KOHTPOJMPYEMBIM BBICBOOOKIEHHEM, OBLIO

BBICBOOOXKIEHO.

JlexapcTBenHasi (opma 1o JIFOOOMY U3 MPEnbIAyIIMX MYHKTOB, KOTOpask 00ecrevynBaeT
npod b BEICBOOOXKIEHUSI i1 Vifro, N3MEPEHHBIH C MOMOIIBIO amnmapara ¢ JIOMACTHON
MEIIAJIKOH, 00opynoBaHHOTO Oe3 rpy3mia njs karcyn npu 50 06./muH., 37+5 °C B 900
MJI CpeZibl BBICBOOOKICHUS B TeUeHHE NepBhIx 2 yacos ripu pH 1,2, a 3aTtem npu pH 6,8;

TaK, 4To yepes 3 yaca

- B 0e33TaHONBHOH cpene BbICBOOOXKIEHHMs TO MeHblied wepe X wmacc. %
(apmMakoIOrnuecky akTHBHOTO COEIUHEHHs, KOTOPOE MEPBOHAYAIBHO COIEPIKAIOCh

B JIEKapCTBEHHOU (popme, ObLTH BHICBOOOKIEHBI 1

- B 3TaHOJBHOH cpene BBICBOOOXKAECHUS MPU KOHLEHTpauuu 3Tanona 40 00. % menee
X macc. % ¢papMakOIOrHUECKH aKTHBHOTO COCIMHEHUs, KOTOPOE NEePBOHAYAIBHO

COIEPIKAJIOCh B JIEKAPCTBEHHOH (popMe, ObUTH BBICBOOOKICHBI,
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npudeM B odoux ciydasx X o3Hadaer 600 wim 62, unmu 64, win 66, umu 68, wim 70, win
72, unu 74, unu 76, wnu 78, wnu 80, wau 82, unu 84, unu 86, unu 88, unu 90, unmu 92,

unu 94, unu 96.

JlexapcTBeHHast popma 1o r0O0My U3 MPEABIAYIINX yHKTOB, OTIMYAIOLIAsCS TEM, YTO
npefen NPOYHOCTH Ha pas3pbiB u3Mepsau B coorsercTBuu ¢ ®Papm. Esp. 6.0, 2.09.08

«Resistance to Crushing of Pharmaceutical dosage forms».

JlexapcTBeHHast hopma 1o JF0OOMY U3 TMPEAbIAYIIUX MyHKTOB, OTIIMYAIOIIASICS TEM, YTO
Mpeaea MPOYHOCTH HA Pas3pbiB U3MEPSIOT C MOMOIIBIK) YCTAHOBKU JIsI UCTBITAHMS
matepuanoB «Zwick Z 2.5», Fm, = 2,5 kH ¢ MakcumanbHbIM BhITsiTUBaHHEM 1150 MM,
KOTOpasi IOJDKHA OBITh YCTAHOBJIEHA ¢ OJHOW KOJIOHKOW, OTHUM INTTHHJIETIEM U 3a30pOM

B npeaenax 100 mm.
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DOOPMVIJIA N30BPETEHHA

JlexapcTBeHHas1 opma s EPOPATbHOTO BBEACHUS, coaepkalias papMakoIOru4ecku

AKTHBHOEC COCIMHCHUC,

ra€ 4aCctb YKasaHHOTI'O q)apMaKOJ'IOFI/I"IeCKI/I AKTUBHOT'O COCOUHCHUA COHNCPIKUTCA BO
MHOXKECTBE 4YaCTHUll C HEMCIOJCHHBIM BI:»ICBO60>KI[€HI/ICM, obecrieunBast HEMEJICHHOEC

BBICBOOOKIEHHE (DAPMAKOJIOTMYECKU aKTUBHOT'O COSIUHEHMS,

TJe Ipyras 4acTh YKa3aHHOTO (apMaKOJIOrHYECKH aKTHBHOTO COEIMHEHUS COIEPIKUTCS
BO MHOXXECTBE YaCTUI] C KOHTPOJIHUPYEMBIM BBICBOOOXKIEHHEM, obecreunBast

KOHTPOJIUPYEMO€e BBICBOOOKIeHHE (hapMaKOJIOTUIECKH AKTUBHOTO COSTMHEHUST,

A€ KaXkKaas U3 YKA3aHHBIX YaCTULl ¢ KOHTPOJUPYCMbIM BbICBO60)KI[eHI/IeM MOKpPbITA

3HTepOCOJ'IIO6I/IJ'IbeIM MOKPbITUEM,

A€ YKa3aHHOE€ MHOKECTBO YaCTULl C HEMCAJICHHBIM BI:;ICBO60>KI[6HI/IGM W/ Wn
YKa3aHHO€ MHOXECTBO YaCTUL C KOHTPOJUPYECMbIM BI:;ICBO60)KI[6HI/I€M COACPIKUT

NOJIMAJTIKUJIEHOKCH]], UMEFOIINN MOJIEKYJISIpHYI0 Maccy Oonee 20 000 r/mons; u

IpU 5TOM Mpefen MNPOYHOCTH HA Pa3pblB KaXKAOH M3 4YaCTUL C HEMEIJIEHHBIM
BBICBOOOXKIEHMEM W/MIM IO MeHbIIeHl Mepe OJHONH YacTHLbI C KOHTPOJHUPYEMBIM

BBICBOOOKIAEHHEM COCTaBJIsIeT IO MeHbIeit mepe 300 H.

JlekapcTBeHHast ¢opma mHo 1. 1, OTIMHANOIIAsiCs TEM, YTO 3HTEPOCONHOOUIBHOE
MOKPBITHE O0ECIeYNBAET YCTOWYMBOCTh K TIOJHOMY BBICBOOOKIEHHUIO 03Bl B BOIHOM

3TaHOJIC.

JlekapcTtBenHass ¢opma mo jrodoMy w3 mOm. | wim 2, OTIMYAKOMIAsCs TeM, 4YTO
coliepyKaHue HSHTEPOCOIOOMIBHOTO TIOKPBITHSI COCTaBJsIET 1O MEHbIIEH Mepe
30 macc. %, OCHOBBIBasiCh Ha OOIIEe Macce SHTEPOCONIOOWIBHOTO TOKPBITHS U

OCHOBBIBAsICh Ha 001l Macce YacTULl C KOHTPOJIUPYEMBIM BBICBOOOKIEHUEM.

JlexapcTBeHHast ¢popmMa Mo JFOOOMY MPENbINyIIUX MYHKTOB, OTIIMYAIOIMIASCS TEM, YTO
SHTEPOCONIIOOMIIPHOE TMOKPBITHE COAEPXKUT BHYTPEHHHWH CJIOH W HApPY>KHBIA CIIOMH,

KOTOPBIC OCHOBAHBI HA PA3JIMYHBIX IMOKPBIBAOIIUX MAaTEpHUAJIaX.
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JlexapcTtBeHHasi popma 110 1. 4, OTIMYAIOINASCSA TEM, YTO COOTHOLIEHHE OTHOCUTENIbHON
MacCChl HaPY>KHOT'O CJIOs K BHYTPEHHEMY CJIOK0 JIEXKWUT B MpeAenax auanasona ot 1,1 :
1,0 mo 1,5: 1,0, ocHOBBIBasichb Ha OOIIeH Macce Hapy>KHOTO CJIOSI U OCHOBBIBAsICh HA

061116171 MacCC€ BHYTPEHHETO CJI0s.

JlekapctBenHast opma mo m. 4 wiM 5, oTMUarOUascs TeM, 4YTo oO0Iias macca
HAPY>KHOTO CJIOsI IO MeHbIneil Mepe B 1,5 pasa Bbllue, yeM o0mias Macca BHYTPEHHETO

CJ1041.

JlexapcTBeHHast ¢popma 1o J0OOMy U3 M. 4—0, OTIUYAIOMIASCS TEM, YTO BHYTPEHHHM
CJION COIEpPKUT THIPOKOJUIOW, BBIOPAHHBIM U3 TPYIIbL, COCTOSIIEH M3 aJIbrHHOBOU
KUCJIOTBI, (PU3HOJIOTHYECKH TMPUEMIIEMbIX COJIel aJbrHHOBOW KHUCJOTBHI, arapa,
apaOMHOKCHUIIaHA, KapparvHaHa, Kyp[UlaHa, >KeJaTHHA, TejulaHa, [-rirokaHa, ryapa,

ryMMHapaOuKH, Kamenn 0000B pOXKKOBOTO IepeBa, IEKTHHA, BeJUTAHA M KCAHTAaHA.

JlekapcTBeHHast popma 1o JFOOMY U3 MI. 4—7, OTIIMYAIOLIAsICS T€M, YTO COAEPIKAHNE
10 Macce BHYTPEHHErO CJIOsl COCTaBIIsIeT MO MeHbluel mepe 13 macc. %, OCHOBBIBAsACH

Ha 001Iel Macce YacTHUll ¢ KOHTPOJIUPYEMbIM BbICBOOOXKIEHUEM.

JlekapctBeHHasi opma mo 000oMy M3 Ml 4—8, OTIUYAIOLIASCS TeM, YTO Hapy KHBIH

CJION COAEPIKUT AKPUJIATHBIN MOJIUMEDP.

JlexapcTBeHHast hopMa 10 1. 9, OTIUYAKOINASCS TEM, YTO AKPUJIATHBIN MOJTUMED
- TpencTaBisieT COOOH CIydalHbIH COMOTUMED; U/UITH

- TOJy4Ye€H U3 MOHOMEPHONW CMeCH, COAep:Kalledl MEeTaKpUJIOBYIO KUCJIOTY B
KOMOWHAIIMU C OJHUM WJIH JBYMSI COMOHOMEPAMH, BIOPAHHBIMH M3 METHJIAKPHIIATA,

MCTUIIMECTAKpHUJIaTa U STUJIAKpUJIATA, W/ WIH

- HMeeT CPEHEMACCOBYI0 MOJIEKYJIIPHYIO Maccy B auanasone ot 200 000 mo 400 000

[/MOJIb.

JlexapcTBenHast popma o rodomMy u3 mir. 4—10, oTIHUaroIasicsi TeM, YTO COAEp KaHHe
M0 Macce Hapy>KHOTO CJIOSl COCTAaBJISIET MO MeHblel mepe 19 macc. %, OCHOBBIBasICh Ha

o01Iel Macce 4acTull ¢ KOHTPOJIHPYEMbIM BBICBOOOKAEHHEM.
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JlexapcTBenHast popma 1o J0O00My U3 IPEAbIAYIINX MyHKTOB, OTIIMYAIOIIASICS TEM, YTO
KaXJass M3 YKa3aHHbIX YaCTHI C KOHTPOJUPYEMBIM BBICBOOOXKICHHEM HMEET

UHAUBUIYAJIbHYIO Maccy MeHee 20 Mr.

JlexapcTBeHHast popma 1o r0O0My M3 NMPEABIAYIINX TyHKTOB, OTIMYAOLIAsACS TEM, YTO
KaXIash W3 YKa3aHHBIX YacTUIl C HEMEIJIEHHbIM BBICBOOOXKIEHHEM HMeEEeT

WHAUBUIYAJIbHYIO Maccy MeHee 20 Mr.

JlexapcTBeHHast hopma 1o JF0OOMY M3 IPEABIAYIINX MyHKTOB, OTIIMYAIOIIASICS TEM, YTO
(bapMaKoJIOTUYECKH AaKTUBHOE COEIWHEHHE BBIOUPAIOT W3 TPYIMIbL, COCTOSINEH W3
amperamunHa, naekcamderamunHa, MeramderammuHa, MeTWI(EHUAATa, TEMOJIHHA,
denkampamuua, MonmadwHmIa,  (HEHO30JIOHA,  ATOMOKCETHHa,  (DeHETUJINHA,
nekcMetTmideHunaTa, Ju3gekcamderamMuHa, apMmojapuHWIA U (PU3HOJOTHYECKU

IPUEMJIEMBIX COJIEH JIF0OOTO U3 BBIIETIEPEUNCICHHBIX.

JlexapcTBenHast popma 1o JF0O00MY U3 MPEAbIAYIINX MyHKTOB, OTIIMYAIOIIASICS TEM, YTO
KaXK1asi U3 YKa3aHHBIX YaCTHI] ¢ HEMEJICHHBIM BBICBOOOXKICHUEM W/WUJIU 10 MEHbIIeH

Mepe OJTHA YaCTHULA C KOHTPOJIUPYEMBIM BBICBOOOKIEHHUEM COAECPIKHUT PA3PBIXIIHTENb.
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