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2420-541518EA/022
[IPETIAPATEI, COIEPXAINE
2-AMNHO-2-[2- (4-OKTUJI®EHWUIT) STUJI ] [TIPOIIAH-1 , 3-IOMOJI
Hacrosdamee n300peTeHre OTHOCUTCH K bapMaleBTUUECKUM
KOMIIO3UILMAM, COIepXallMM MOIYJATOop pelentopa S1P, BHOpaHHENM U3
2=aMMHO—-2- [2- (4-OoKTMUIOEHWII) 2TWJI ] IponaH—-1, 3—OuoJia B cBoBOoImHOM
bopmMe, B OdopMe OdapMalleBTHMUECKM OpueMJIeMOoM coJau (dMHTOJIMMOI,

FTY720) m ero ¢pochaTHOTO mnpom3BomHoro (FTY720-dochaT), a Takxe

K Criocoty X [IOJIYYEHU I u NIpVMeHeHN A bapMalleBTUUECKUX
KOMIIOBULIUM .

T'mopoxiopun 2—aMUHO—-2- [2— (4-OKTMJIOEHWII) 2TWJI ] [IpoiaH—1, 3—
ouoJia crall [IEPBBEIM riepopaJlib HEIM JIeKapCTBEHHEM CpenCcTBOM,

OODOOPEHHHEM OJIA COKpalleHMSA CJlydaeB PelUUIVMBOB UM 3aIepPXKM pPa3BUTUA
HapylleHU 300pPOBEA Yy  OOJIBHEIX C peuuIuBUPpyIVMM  bopMaMu
paccesaHHOTO ckJlepoza (MS). PaHee BCe JIeKapCTBeHHEE CpeOCTBa IJiA
MS, mnpencrTaBJIeHHBEE Ha PHBHKE, IOCTaBJAJIMUCH UYaCThHMM MHBEKLUVAMA,
JNOO BHYTPUBEHHO, JMOO BHYTPMMEIIEUHO, C MHTEpPBAaJIOM BBeIEHUA OT
OOHOKPATHO B CYTKM OO OOHOKPATHO B HEeOeJ B 3aBUCUMOCTM OT
JIEKAPCTBEHHOTO CPenCcTRa.

OUMHTOJMMOL, KakK TIoJlaralT, yMeHbIllaeT UMCJO JIMMOOIMTOR,
HUPKYJIUPYINMX B KPOBOTOKe, 00paTMMO 3axBaTHBasg MX YacTb B
JInMbaTHUUeCKMUX y3Jax. CiiemoBaTeJIbHO, UM CJIIO AKTUBUPOBAaHHEIX
IVMOOLIMTOB, HOCTHUTAKIMX MO3Ta, CoKpamaeTcs, UYTO OIPUMBOOUT K
CHMXEeHMI0 BOCHaJMTENLHOTO Ipollecca. J9SdOeKTUBHOCTEL OOMHTOJIMMOOA
OJa JiedeHMsa pacCcesHHOTO CKJepo3a OwJla IoKa3aHa y JoIen
(HanlpuMep, KkKak omnmcaHo B "FTY720 therapy exerts differential
effects on T cell subsets in multiple sclerosis™, Mehling M, et
al., Neurology. 2008 Oct 14; 71 (16):1261-7; u "Oral fingolimod
(FTY720) for relapsing multiple sclerosis", Kappos L, Antel J,
Comi G, Montalban X, O'Connor P, Polman CH, Haas T, Korn A.A,
Karlsson G, Radue E.W; FTY720 D2201 Study Group. N Engl J Med.
2006 Sep 14; 355(11):1124-40).

dapMalleBTUUECKME KOMIIO3MIIMM, COIOepXamye 2-aMUHO-2-[2- (4-
OKTUJIQEHWII) 5TUJI ] Iponali—1, 3—OuoJl B CBOOOOHOM dopMe MIM B dopMme
bapMalleBTUUECKM OIpMeMJIeMOM CcoJM (QUMHTOJMMOL) WM docdaTHOTO

NPOM3BOMOHOTO, B YaCTHOCTM, B OGopMe mpernapaTa g IIepOopallbHOTO



IpuMeHeHUsI, M3BEeCTHH B IaHHOM o0jJlacTy, HalIpuMep, OoIMcaHu B EP
1613288A, comepXaHMe KOTOPOI'O IIOJIHOCTBK BKJIOUEHO B HacTodlee
onmMcaHue oyTeM yKasaHnusa CCBUJIKM . EP 1613288A pPacKpeEBaeT
TabJeTKy, coIepxamyn 1,4 MI' IUIPOXJIOPUOHOM COJIM 2-aMUMHO—-2-[2-
(d-okTUJIQeHWII) 3TUJI] IponaH—-1, 3—OuoJila, M KallCyJiel, conepxamme 0,56
MI, 1,0 mMr wim ©0oJiee TUIPOXJIOPUMOHOM COJM 2-aMMHO-2-[2- (4-

OKTUIIQEHWJI) DTWUJI] Iporiad—1, 3—auoJa.

TBepnue bopmer TMOpoXJjiopuna 2—aMMHO—-2-[2- (4-
OKTUIIQEHWJI) DTUJI] Iporiad—1, 3—OuoJia TaKxe OIMCaHH B OaHHOM
oByacTH. Hanpumep, IPCOMO000204549D PacCKpEBaeT KPUCTAaJIJIEL

TUOPOXJIOpHUIa 2—aMMHO-2- [2—- (4—-OKTUJIGeHWII) 5TWUJI] IponaHd—1, 3—nmoJjia,
[IOJIYUEeHHEEe CMelMBaHMeM OpubiamsuTesbHo 30% Mac. TuapoxJopuma 2-
aMMHO—-2- [2- (4-okTuideHWJI) 3TUJI] IponaH-1, 3—OmuoJia C OpUbJIM3UTEJILHO
75% Mac. o- WM PB-UMKJIOOEeKCTPMHA B BOIE, 3aTeM MCIapeHUeM BOIH
C BTaHOJIOM JocCyXa M CYIKOM TBepIoro BemecTBa. OTCYTCTBYIOT
Kakne—-JmMbo yKaszaHMA Ha MCIOJb30BaHMe IMIPOXJIopMIa 2—-aMUHO-2-[2-
(d-oxTmideHmII) aTUJI] IponaH-1, 3—OuoJjla B HM3KOM KOJMUYECTBE, Kak B

HacTodmeM M300peTeHMM, IOIPpM IIOJYYeHUM KOMIIO3ULMM, CcoIepXalen

HMBKOE KOJIMYEeCTBO TUOPOXJIOPUIAa 2—aMUHO-2—-[2— (4-
OKTUIIQEeHWJI) 3TUJI] IponaH-1, 3—-OmuoJa, KoTOpad OTBEUaeT BCeM
TpeOOoBaHUAM oJjis bapMaleBTUUECKUX KOMIIO 3ULMM, KakK Tenepb

OOCTUTHYTO KOMIIO3MUIUMAMM HACTOAMETO M300peTeHUs.

OmgHakKO OO CUMX TIIOp CYIecTByeT IHIOoTpeOHOCTL B CO3OaHUM
VIYUIIeHHOY dapMalleBTHMUEeCKOM KOMIIO3MLUMKM OJIS IIepopalibHOTO IIpMueMa,
comepxamemn 2—aMMHO—-2- [2- (4-OoKTMUIQEHWII) 2TWJI ] IponaH-1, 3—OnoJI B
cpobomHOM QopMe, B dapMaleBTHUUECKM OIpueMJIeMoM ¢(opMe COJM WJIU
bochaTHOTO MNPOMBBOIHOTO. B WaCTHOCTHM, CYMeCTBYyeT MNOTPeOHOCTHL B
cozmaHuM  QapMalleBTMUeCKOM  KOMIIO3MLUM, KOoTopasd  MOXET OHITH
MCIIOJIE30BaHa nJg 0e30IacHOTO [IpUMeHeHUMS U [IPOJIOHTUPOBAHHOM
OOCTaBKM HM3KOT'O KOJMUeCTBa COEIMHEHMS, TO eCThb KOMIIO3ULINH,
KoTopad CcTabuilbHa, OOHOPOIHa ¥ TIIOKa3HBaeT COOTBETCTRBYIIY
OOHOPOIHOCTBE COCTaBa, comepxamy® 0,5 MI' MJIM MeHee 2-aMMHO—-2-[2-
(d-oxkTUJIGeHMI) 3TWUJI] IponaH—-1, 3—auoJa.

[TosryuyeHne KOMITIO 3ULIVN, KOoTOopasda ABJISETCSA cTabmJILHOM’,

O,JIHOpO,HHOIZ, HallprMep, KOoTOpad obJlamaeT COOTBETCTRYyIIEN



OOHOPOIOHOCTHIO CMENNV B a EMBIX KOMITOHEHTOB n/nnn OIOHOPOIOHOCTHI
JIEKAPCTBEHHOTO CPeICTBa, OCOOEHHO BaXHO IJIS KOMIIO3MIIMM C HU3KUM
KOJIMYECTBOM aKTHMBHOI'O BelleCTBa, I[IOCKOJIBKY B STOM CJlydae Iaxe
He3HauuTeJIbHOEe M3MeHeHMe KOJIMUecTBa JIEKapCTBEHHOTO CpelcTEa,
HalpuMep, BCJIEICTBUE pPas3JIOXKEeHMS WMJIM HeOOHOPOIOHOCTH, MOXET
CYWIECTBEHHO I[IOBJIMATE Ha KOJMUECTBO JIEKAPCTBEHHOI'O CpPencTBa,
KOTOpOe norTpebisaeT nalnuueHT. ITpn OT'PaHUUYEHHOM KOJIMYECTBE
JIEKapCTBEHHOT'O CpelCcTBa B KOMIIO3ULUM, »OaxXe OTpPaHUUEeHHOE eTIo
pasJIioXeHre MOXET IIPUMBECTM K TOMY, UYUTO IIalMeHT MOXET IIOJIYUUTh
KOJIMUECTBO JIEKAPCTBEHHOTO CpelnCcTBa, KOTOpOe CJMIIKOM Majio, UYTOOE
obecrnieunTh TpebyeMoe TepalleBTUUeCKOe nelncTBMe. To ecThb, OJ4
maluMeHTa ABJISAEeTCS OUeHb BaXHBIM IIOJIydeHMe COOTBETCTBYKIMEM OO3H
JIeKapCTBEHHOTO CpelICTBa KaxIBM pas, KoI'a OH (it oOHa)
IpMHMMAaEeT cBOe JleueHue C TeM, UTo OBl  UMETb TapaHTHUIo
IPOIOJIKUTEJILHOM  20PeKTUMBHOCTM  JIeKapCTBEHHOTO  CpeacTBa. UeM
MeHblle CcoOepXaHMe JIEKapCTBEHHOTO CpencTBa, TeM OoJibliee UUCIIO
Takux TpeboBaHUM HeobxoOumo cobJiocTu. Hamnopumep, MOXeT OHTH
IoKasaHo, YyTO CTabMJIBLHOCTL  TBEPIOM  KOMIIO3UIINUU, coIepxamen
(MHTOJIMMOL, 23aBUCUT OT KOHIEHTpalMuM JIeKapCTBEHHOTO CpencTBa, u
[IO2TOMY UYeM MeHblle KOHULEeHTpaluusa CcOoeOMHeHMs, TeM ©OoJIblle OHO
CTAHOBUTCSH UYBCTBUTEJIbLHEM K OeTlpalalli.

KpoMe ToOTO, IpM TOJYUEeHUM JeKapCTBeHHOM (QOPMEI IIepopallbHOM
KOMIIOBULIMM, coIepxameld 2-aMUHO-2-[2- (4-oKTUJIQeHMII) DTUJI] IpoiaH-
1,3-omuoj B cBoBomHOM dopMe, B dapMalleBTHUUECKM IpueMJIeMOM dopMe
conmu uian ¢ocdaTHOTO MNPOMBBONHOTO, CIelMalIMCTy B IaHHOM ofjacTu
OIPpUIOETCA CTOJIKHYTLCHA C HECKOJLKUMU TPYOHOCTAMM, OOYCJIOBJIEHHEIMU
Opupodo ¥ CBoMcTBaMM coeduHeHMS. OMHTOJIMMON HecTabujeH B
IIPUCYTCTBMM MHOTHMX BCIIOMOTATeJIbHHIX BEMEeCTB, OCOOEHHO B YCJIOBUAX
[IOBEIIEHHHX TeMIIepaTyp WIM BJIQXHOCTM: MHOTHMe OQapMalleBTUYECKHU
IpreMIIEMEE BCIIOMOT @aTeJIbHHE BelMeCcTBa He COBME C TVIMH C
OMHTOJIMMOOOM, TO €CTb IpU UuX »KobaBJIeHMM BHI3HBAKLT O0O0pa30BaHMUE
opuMecey  WJIM  OIPOOYKTOB pPasJIOXeHN I B KOHIIEHTPalMAaX BHINIE
OOy CTUMMOTO YPOBHHA nJis bapMalleBTUUECKOMN KOMIIO 3ULINH, B
COOTBETCTBMM C TpeOOBaHMAMM PEeTyIMPYKRIMX OpPIaHoOB B 0OJIacTH
3IpaBooxXpaHeHnsa. OuMHTOIMMON, B YaCTHOCTM IIPUM MUKPOHM3AlUU,

Takxe CTaTHMUeH II0 CBOeM IIpmpolle "M VIMeeT TeHICSHIMIO IIPVMIJIMIIaATE K



MeTaJIJIMUeCKMM TIOBEPXHOCTAM, MPUBONA K 3HAUMTEJIBHOM ceTpeTraluu
JIeKapCTBEHHOTO CpellcTBa IIPpM I[IPOMBBOIACTBE JIeKapCTBEHHHX GOopM.
35TO0 MOXeT BH3BATh HexejlaTeJIbHEEe [IpoBJeMbl, TPV [TPOU3BOIACTRBE B
BOJIBLMUX MacmTadax KOMIIO 3UITUI, collepX)ammx buHTOIMMOT, B
YacTHOCTHM KOMIIO3UIIMM, CoIepXallMx HU3KY 03y JIeKapCTBEeHHOTO
cpencTBa, Hampumep, 0,5 M miaM MeHee.

B HacTodmee BpeMsa OBJIO YCTaHOBJIEHO, UYTO IIPU MCIIOJL30BaHUU

CT&@MHMBaTopa, HallprMep, IMKIJIIOOEKCTPMHA, CTaHOBHUTCA BO3MOXHO

[IPUTOTOBUTE bapMalleBTUUECKUE KOMIIO 3L 014 [IepopalibHOTO
npueMa, comepXxaumme Majioe KOJIMUEeCTBO 2—aMUHO—-2-[2- (4-
OKTUIIQEHWJI) DTUJI] IIporiad—1, 3—OuoJia B cBoBomHOM dopme, B
bapMaleBTUUECKHU npueMIIeMom dopme CoJmn I docoaTHOTO

IPOM3BOOHOTO, KOTOPHEe ofbJjamailoT TpedyeMoM OOHOPOOHOCTBLID COCTaBa
n  QUBUUeCKM CTabuJIbHE »Oaxe B 0oJiee OJIUTeJIbHEE IIepuMonel. B
YaCTHOCTH, CTajio BO3MOXHO I[IOJIYUUTL CTabWJIbHEE  KOMIIO3ULNUNA,
comepxamue MeHee 0,5 MT 2-aMMHO-2-[2- (4-OKTMJIQEHMII) 3TWUJI] [IPOIlaH—
1, 3-muoJjya, Hanpumep, 0,25 MI' MM MeHee.

HeoxmmaHHO, HEeCMOTpPSA Ha HM3KOe KOJIMUeCTBO 2-aMMHO-2-[2- (4-
OKTUJIQEHMII) TUJI ] Tporal—-1, 3—-OnoJjla, B3auMMOIeMCTBUe QUHTOJJIMMOIa C
IPYTVMMM BCIIOMOTATeJIbHHMM BeleCTBaMM, KOTOPHEEe HeOOXOIOVMMH IJIS
IIOJIYUEHMS TBepIOoM KOMIO3UIVM IOJIS IIepopallbHOTO IIpMeMa, Telepb
MUHVMM3MPOBAHO .

KpomMe ToOTrO, Ccerperaums, KoTopad I[IpOMCXOoOWJla BO BpeMs
IIPOM3BOIOCTBEHHOTO IIpollecca IIOoJydeHUMS M IIPpMBOOMIIA K UYaCTUUYHOMY
YMEHBIIEHVID JIEKAPCTBEHHOTO CpPelCcTBa, CoKpameHa. TakuM ofbpasoMm
KOMIIO 3ULINM, comepxamme HU3KOE KOJIMYEeCTBO 2—aMMHO-2—-[2— (4~
OKTUIIQEHWJI) 3TUJI] IponaH—-1, 3—auoJa, HamnpuMmMep, 0,5 MI muiIM MeHee,
MOTYT OHTHL [IOJIYUEeHE B KpyIIHOMacCmTaOHOM MIPOU3BOACTBEHHOM
npoliecce c OTPaHNYEHHBM Oraras0oHOM 3HaAUeHUN comepXaHus
JIEKAPCTBEHHOTO CPEeACTBa B Pa3JIMUHEX MMapTUAX.

B YJaCTHOCTH, [IpMMeHeHNE crabuinmszaTopa, HalpuMep,
IMKJIOOEeKCTPMHa WJIM eT'o I[IPOUM3BOIHOTO, B crnocobe TIOJyUeHUSA
nperapaTa II03BOJISET CMeMMBATh pPa3JIMUHBHE WMHIPEIVMEHTH (aKTUBHOE
BEMEeCTBO M BCIIOMOTATEJILHEIE BeMeCTBa), TakK, UYTOOH IIOJYyUUTH CMECH
C OIHOPOIHHM pPas3MepOoM YacCTMl M, Takum oOpa3oM, obecleumBaeTCH

OIODHOPOIOHOE pacClipelelJIeHVe JIEeKapCTBEeHHOI'O BelleCTBa B HOHyT{eHHOﬁ



KOMIIO 3ULIUNA .

CorJjilacHO M300peTeHMK [IPeIJIOXEHE TBepIEe (apMalleBTUUEeCKHUE
KOMIIOBULIUKY IOJISA TIepopalJIbHOT'O IIpueMa, BKJIKUawnIue

a) coegmMHeHune, BEHIOpaHHOEe mus3 2—aMMHO-2—-[2- (4~
OKTUIIQEHWJI) 3TUJI] Iponiald—1, 3—OuoJa, ero bapMalLeBTUUECKU
IpueMJIeMOM COJIM M ero dpochaTHOTO MIPOM3BOIHOTO,

b) HanoJgHuTEJIL,

Cc) crabuamMszaTop M, HeobOA3aTeJIbHO,

d) ceasyomee /MM CMas3bBapllee BeMeCTBO.

CoelMHeHMe I[I0 U300peTeHM BHOMpaeTCAa M3 2-aMMHO-2-[2- (4-
OKTUIIQEHWJI) DTUJI] IIporiad—1, 3—OuoJia B cBoBomHOM dopme, ero
bapMalleBTUUECKHM IIPUEMIIEMOM COJIM M ero QochaTHOT'O IPOMB3BOOHOTO,
HalpuMep, npencraByigeT cobomn 2—-aMMHO-2-[2- (4-
OKTUJIOEeHWJI) 2TUJI] Iponad—-1, 3-01MoJl B CcBOOOIHOM  dopmMe WMJIM €TI0
bapMalleBTUUECKM IIPUEMIIEMYI COJIb.

CTpyKTypa 2-aMMHO-2-[2- (4-okTuideHWJI) 3TuUJI] nponaHd-1, 3—OmoJa
(FTY720) nokaszaHa HMXE:

HO H
H,N

CrpykTypa ero pochaTHOT'O MNPOMIBOMHOTO IIOKa3aHa HUXe:

4
Ho——Tbou
HO H
H,N
CorJjiacHo HacToAmeMy n300peTeHNo, coeIVHeHN e MOXeET

OpencTaBJIATL coboM coJib, BHOpaHHYID U3 ackopbaTa, oKcajarTa,
bocdaTa, cCcoamM MUHIOAJLHOM KMCJIOTH, aIuilaTa, STaHcyJgbooHaTa,
HadTaauH-1, 5-gucyscpoHaTa, HadTagmH-1-cyJabdoHaTa, HadTalnH-2-
cylbdoHaTa, aclrapTaTa, HalpuMep, L-acnapraTa, ©OeH30aTa, 4-
auerTamMmugobeH30aTa, (+) xambpopaTa, (+) xkampop-10-cynsdoHaTa,
IekKaHoaTa, TI'€KcaHoaTa, OKTaHoaTa, LIMHHaMaTa, »OomeuucylbdaTa,
»TaH-1, 2-gucyJbdpoHaTa, 2-TUIOPOKCUBTAaHCYJIbQOHAaTa, nJyTaparTa,
JakTaTra, HanpuMmep, DL-JakTaTa, l-THMAOpPOKCH-2-HadToaTa, Jlaypeara,
cajquuuiarTa, TUOPpOXJIopUIa, TapTpaTa, Mes3wuaTa, umuTpaTa,

OeH30aTa, CYKIUMHaTa, MaJjioHaTa, alleTaTa, I[IpolMoHaTa M UX cMecen.



CoJib, HeoBA3aTesIbHO, MOXeT OHTb B KPpUCTaJLJIMUeCcKOoM dopMe.

B oIHOM BapMaHTe BHIIOJHEeHUSI Hu300peTeHud COJIb IpelcTaBJigeT
coboM TUOPOXJIOPMUI.

KoMriosuuusa 1o wm3obpeTeHuB MoxeT cormepxaTs oT 0,01 mo 20%
Mac. COeIMHeHMsa 110 us30obpeTeHMwo, HamnpuMmep, ot 0,1 @mo 10%,
HanpuMmep, oT 0,05 mo 10%, HampummMmep, oT 0,05 mo 5%, Hampumep, OT
0,05 mo 2%, HanpuMmep, ot 0,1 mo 5%, Hampumep, oT 0,1 mo 2%,
HanopuMep, orT 0,1 mo 5%, Hampumep, oT 0,1 mo 2%, HaIpuMep, OT
0,5 mo 5%, Hanpumep, ot 0,5 mo 2%, Hanpumep, ot 0,8 mo 1,3%,
HanpuMmep, oT 0,9 mo 1,2% mMmac., 1o ofmey Macce KOMIO3ULNWM, WK
Hanpumep, ot 0,1 mo 0,5%, Hampumep, ot 0,15 mo 0,5, Hampumep,
or 0,2 mo 0,3% wMac., 10 ofmel Macce KoMIO3uUIMM. Hamnopumep,
KOMIIO3BULMA TI[I0 U300pPEeTeHM CONEPXUT IpUOIM3UTeJSIEHO 1% Mac.
MOOyJisTOopa pelenrtopa S1P, mno ofmel Macce KOMIO3MUMM, HalpuUMep,
1% Mac. miuoc uam mMubHyc 0, 15% mMomyJsisTopa peuentopa S1P, 1o ofmen
Macce kKoMmmnosuumuu. Hanpumep, OpubiausmTesbHo 0, 6% Mac., HaIpUMep,
npubausuressHo 0,5% Mac., HalopuMmep, nopmubamsuresavrHo 0,4% wMac.,
HanopuMep, nOpubausuresabHo 0,3% wMac., HaOdpuMep, OIpUOIM3UTEJIBHO
0,25% wMac., HalopuMmep, nOpubamsurespHo 0,2% wMac., HalpMUMEpP,
npubamusmuressHo 0,15% Mac., 1o ofmel Macce KOMIO3MUMM. B IpyTrom
IpuMepe KOMIIO3ULMSA 10 M30OpeTeHMd COIEePXUT MeHee 2% Mac., MeHee
1,5% wmMac., MeHee 1% Mac. MoOOyJIATOpa pelentopa S1P, HamopuMmep,
MeHee 0,5% w™Mmac., HanopuMmep, MeHee 0,4% w™Mac., HalpuMep, MeHee
0,3% Mac., Hanpumep, MeHee 0,2% Mac. o oOmel Macce KOMIO3ULUMA.

CorJjlacHO M300peTeHMD, CTadbuiaM3aTop MOXeT OBTL BHOpaH uU3
LIMKJIOOeKCTPUHA WJIM eTo OPOM3BOOHOTO, IuiMiMHa HCl, OukapboHaTa
HaATpMA ¥ UMX CcMeceM. B OOHOM BapMaHTe BHIIOJHEHUSI U300peTeHUs
CTabuaIM3aTop COIOEPXUT LUKIJIOOEKCTPMH WMJIM eI'o IIPOM3BOIHOE, WJINU
COCTOMT U3 LUKJIOOEKCTPpMHAa WJIM eI'o IIPOM3BONHOIO, HAIpMMep, Kak
onpenejIeHHOTO 30eChb HMXe.

I[loo UMKJIOOEKCTPMHOM ¥ eT'0 TIIPOM3BOIOHEIM CJledyeT IIOHUMATL,
HaOpyMep, OIPUPOOHEIM LUKJIOOEKCTPMH, Pa3BEeTBJIEHHHM IUKIOIEKCTPUH,
AJNKUII-IUKJIOOEKCTPYH WM TUIAPOKCUAJIKMI-LUUKIOOEeKCTPUH. Hamnopumep,

IMKIJIIOOEKCTPHUH MHM/M eTr'o IIpOM3BOIOHOE, M MOXeT IIpelCTaBJIATH cobom

O—IUNKIIOOEKCTPUMH, B—HMKHOHGKCTPMH, Y—LIUMKJIIOOEKCTPHUH;,



TMOIPOKCHUIIPOIIMII-IMKIIOOEKCTPMH, Taxkom Kakr I'MOPOKCUIIPOIIMII -0 —
IMKIIOOEKCTPHUH MJin PMHpOKCMHpOHMH—B—HMKHOHGKCTPMH;

CYyNIbOOYTUIIOBE 50Mp P-UMKIOOEKCTPMHA; OOoOeKakKuc-2, 6—0-MeTUI-0—

HUMKJIIOOEKCTPVH ; TeTpanekakuc-2, 6—0-MeTUJI-B-IMKJIONEeKCTPWH ;
TekcalmeKakmuc-2, 6, O-MeTUJI—Y-UUKJIOODEKCTPUH ; TeTpanekakuc-2, 6-0-
STUII-B-LUUKIIOOEKCTPUH ; O~ LIMKJIONEKCTPUH, YJacTUUHO

STepPUPUIMUPOBAHHEN 2-TUIPOKCUMIPOIUIIOM; B-UMKJIOIEKCTPUH, UYaCTUUHO
3TepUbULIMPOBAaHHEIM 2-TUIPOKCUIIPOINIIOM; pasBeTRJIEHHHN o-
UVKJIONEKCTPYH ¥ Pa3BEeTBJIEHHHM B-LUMKJIIOOEKCTPUH, TIe TJIoKO3a WK

MaJIETO3a CBAS3SAHEH IIOCPEOCTBOM a—1,6—PHDKOBMHHOﬁ CBA3N.

B KOHKPeTHOM BapmaHTe BEITIOJIHEHM A MBO@peTeHMﬂ,
IMKIJIIOOEKCTPMH VI ero IIPOM3BOIOHOE IIpelCcTaBJideT cobon
TMIPOKCHUIIPOIIMII -0~ IUKIIOOEKCTPUMH I PMHpOKCMHpOHMH—B—

UMKJIOOEKCTPUH, HaIpUMep, TIUIPOKCUIPONMUII-B-UMKIOOEKCTPUH (TaKxe
HasHBaeMBM 3IeChb Kak HP-f CD).

B IOpyroM BapMaHTe BHIIOJHEHUA UM300peTeHMa, LUUKIIONEKCTPUH U
ero TIpOM3BOOHOE He  ABJIAOTCA HUM  O—LUKJIOOEKCTPMHOM, uu -
LUMKJIOOEKCTPMHOM.

KoMmmosuumsa 1o u3o0BpeTeHM, HalpuMep, TOTOBHM OIPOOYKT IJiA
[Iepopal]IbHOTO IIpMeMa WM OoJiydpadbpukaT MOTYT colepxaTb oT 0,1 @mo
30%, Hanpumep, oT 0,2 mo 15% wMac. cTabuwiam3aTopa, HalpuMep,
UMKJIOOEeKCTPMHAa WJIM eTr'o IIPOM3BOIHOTO, HanpuMmep, oT 0,4 mo 10%,
HanpuMmep, oT 0,5 mo 10%, HampumMmep, oT 0,6 mo 10%, HamopuMmMep, OT
1,5 mo 8% mum oT 1,5 mo 3,5%, Hanpumep, oT 1,0 mo 5% mim ot 1,0
pife) %, Hanpumep, ot 0,1 pmo 10%, Hanpumep, oT 0,1 @#o S,
HanpuMmep, oT 0,1 mo 5%, HanpmMmep, otT 0,1 mo 3%, HaIpuMep, OT
0,1 mo 1%, Hanpumep, oT 0,5 mo 1%, no wmacce cTabuiamslaTopa,
HaopyMep, LMKJIOOeKCTPMHa, I[I0 ofbmel Macce KOMIO3ULMM. Hanopumep,

KOMIIOBULIKMSA I[I0 M300PEeTEeHMI MOXeT COIePXaTb IPUOIM3UTEJIBEHO %,

HallpuMep, HOpubimnsuTesibHO 4%, HalpuMep, NIpUOIMU3UTEJIBHO %,
HallpuMep, NOpUbIMU3UTeJIEHO 2,5%, HalpuMep, IpUOIMU3UTEJIBHO %,
HallpuMep, NOpubin3muTesibHO 1,5%, HalpuMep, IpUOIU3UTEJIBEHO %,

HallpuMep, Opubim3uressHo 0,5% Mac. crabuamMszaTopa, HallpUMep,

IMKIJIOOEKCTPMHAa, IIO obmel Macce KOMIIO3MIIMNV, HallpmMep, TITOTOBOTI'O



NponoyKTa OJid [IepOopalibHOT'O IIpueMa WM IIoJiydpabpukarTa.

CorjiacHO n300peTEeHND, cTabmams3aTop, HallpuMep,
UMKJIOOEKCTPUH, MOXEeT IIPUCYTCTBOBATH B KOJMUEeCTBe IIPUOIN3UTEIIBEHO
B 7, HalpuMep, IpUOIU3UTEJIEHO B 6, HaAIpMMep, IPpUOJIM3UTEJIEHO B 5
pas, HalpuMep, NIPpUOIIU3UTEIBEHO B 4 paza (B MaCCOBOM
COOTHOIEeHUN ) , OOJIBIIEM, UYeM KOJMUECTBO MOIOyJdTopa pelentTopa SI1P
o m300peTeHun, HalpuMep, yeM KOJMUYeCTBO 2-aMMHO-2-[2- (4-
OKTUIIQEHWJI) 3TUJI] Iporiad—1, 3—OuoJia I ero bapMalLeBTUUECKU
IpUeMJIeMOM COJIM, B MOJIIPHOM COOTHOUIeHUM. Hanopumep, KOJIUUECTEO
craduiamsaropa, HallpuMep, LUMKJIOOEKCTPUHAE, MOXET OBITH
OpUOIU3UTEJIEHO B 5 pas OoJiblle, HaIpuUMep, B UeTHpe pasza OoJiblle,
HallpUMep, B Tpu pasa OoJble, uyeM KOJIMYEeCTBO  MOOyJdTopa
peuentopa S1P o u300peTeHMIO, HaAIpPUMep, YeM KOJMUYeCTBO 2—aMUHO-—
2-[2- (4-oxTundeHms) sTui] nponaH-1, 3—-auojla B CBOOOOHOM dopMe WM

ero @apMaHeBTquCKVI HpMeM.J'IeMOIZ CoJin, HallpumMep, I'MopoXJioprIa 2=

aMMHO—-2- [2- (4-oKkTuideHWJI) 2T ] IponaHd—-1, 3—OuoJa, B MacCOBOM
COOTHOIEHUN .

CormJjlacHO n300peTeHNn, cTabuiamsaTop, HallpuMep,
IMKIIOOEeKCTPUMH, MOXeT IIpMCyTCTBOBATH B KoOJIMYyeCTBe oT

npubamusuresibHO B 0 mo 4 pas3, HalpuMep, OpubiaunsmTesrHO B oT 0,2
oo 3 paz3, HalpuMep, Opubim3uTebHO B oT 0,4 mo 3 pas, HalIpUMEDP,
npubamusuresibHO B 0,4 pasa, HalpuMep, IpubIM3UTEJIEHO B 1 pas,
HallpuMep, OpubOIM3UTeJItHO B 1,5 pasza, HaIpuMep, OpUOINU3UTEJIEHO B
2 pasa, HallpuMep, opubams3nuTeJJstHO B 2,5 pasa, HallpuMep,
OpubJIU3UTEeJILHO B 3 pasza, HallpuMep, IpUbIM3UTEJIEHO B 3,5 pasza (B
MOJIBEHOM COOQTHOIEHWN ) BOJIBINM, ueM  KOJIMYUEeCTBO MOOyJisaTopa
pelenTopa S1P no m300peTeHM, HaIpUMep, 4YeM KOJMUUYECTBO 2-aMMHO-
2-[2-(4-oxTuadeHnI) 3T ] nponaH-1, 3—OuoJja M ero
bapMalLleBTUUECKHU IpreMIIeMoMn COoJIH, B MOJIEHOM COOTHOIEHUN .
HanpuMmep, KOJIMUeCTBO CTabuiaMsaTopa, HallpuMep, UIUKIONEKCTPUHE,
MOXeT OHTEH IPUOJIMU3UTEJJEHO B 3 pa3a WiIM B 2 pasa BhHe, UYeM
KOJIMYECTBO MOOYJIATOpa pelenropa S1P o mM300peTeHMI, HaIpUMep,
UyeM KOJIMYEeCTBO 2-aMMHO-2-[2- (4-OKTMJIQEHWII) 2TWJI] IponaH—-1, 3—amuoJia
WUIM ero dapMalleBTUUECKM MIPUEMIIEMOM COJIM, B MOJIBHOM COOTHOIIEHUMU.
B OOHOM BapuaHTe OCYIWeCTBJIEHUA MOJIBHOE COOTHOIEeHNKE

HIUKIJIOOEeKCTPUHA u 2—aMHO—-2- [2— (4-OKTMJIOEHWII) 2TWJI] IponaH—-1, 3—



Io1oJia B CBOOOOHOM WMJIM B KadeCTBe €T0 dapMalleBTHUUECKM IIpUeMIIeMOU
COJIM, HallpMMep, IHUIpOXJIopuIa, COoCTaBJgeT nOpubim3uTeabHo oT 0,6
no 1,2, HanpuMmep, nopubimmsuresbHo 0,7, Hanopumep, OIPpUOJIM3UTEJIBHO
0,8, Hampumep, npubam3aurenasHo 0,9, Hanpumep, OIPUOIM3UTEJIBHO
1,0, Hampumep, nOpubiam3uTesabHo 1,1, Hanopumep, OIPUOIM3UTEIIBHO
1,2.

B cooTBercTBUM C U300peTeHMEM, HAIOJHUTEJLE MOXeT OHThH
BHIOpaH U3 CaxapHOoT'0 CIOMPTa, MUKPOKPUCTAJJIMUECKOM L eJUJIJIO3H
(Hampumep, Avicel®), MeTWUJILEJJIONO3E, IMUIPOKCUIIPOIIMIIILEIIIIONO0 SH,
TUOPOKCUINIPONIMUIIME TUJILEJIJIIOJIO 3L, KpaxMajla (HalpuMep, KYKYPYy3HOTO
Kpaxmaja, [OpeXeJlaTMHU3VMPOBAHHOTO KpaxMmaja), IukaJlvluunpochaTa u
X CMeCceN.

B KOHKpPeTHOM BapMaHTe BHIIOJHEHUAI M300peTeHMA HAaIlOJHUTEIb
BHIOMpaeTCd M3 CaxapHOT'O CIMPpTa, MUKPOKPUCTAJIJIMUYECKOWM 11eJIJII0JIO3H
(Hampumep, Avicel®) u ux cMecel, HalpuMep, HAIOJHUTEJL COCTOUT
M3 OOHOTO MM OoJiee CaxXapHEX CIMPTOB MJIM CMeCHM OOHOT'O CaxapHOTO
COoypTa C MUKPOKPUCTAJIJIMUECKOM  LeJUJInJIO30M, HallpUMep, cMecH
MaHHMTa C MUKPOKPUCTAJIJIMUECKOM LeJIJIIJIO30M, HalpuMep, MaHHUTa C
Avicel®,

B cooTeBeTCcTEMM C U300peTeHMUEM, MaccoBoOe COOTHOIIEHNE
CaxapHOoT'o cIMpTa (HalpuMep, MaHHMTa WJIM CMeCHM MaHHUTa C IOPpYIVM
CaxapHBEIM  CIUPTOM) M  MUKPOKPUCTAJJIMUECKOM  LeJUJIIOJIO3H  MOXeT
COCTaBJIATE NPpUOIM3UTEeJIEHO 5:95, HanpuMmep, npubimsuressHo 10:90,
HallpuMep, Opubam3uTesJibHO 15:85, Hanpumep, OpubinsmTesibHO 20:80;
HallpyuMep, OpUOIM3UTeJIbHO 25:75; Hanpumep, OpubinsmTesibHO 30:70;
HallpuMep, OpUOIMU3UTeJIEHO 35:65; Halpumep, OpubinsmTesibHO 40:60;
HallpuMep, Opubiam3uTesibHO 45:55; Hanpumep, OpubinsmTelibHO 50:50;
HallpyuMep, OpubIm3uTesJibHO 55:45; Hanpumep, OpubimsmTelibHO 60:50;
HallpyMep, OpUOJIMU3UTeJIEHO 65:45; Hanpumep, OpubimsmTesisHO 70:00.,
B KOHKpeTHOM BapMaHTe  OCYWEeCTBJIeHUs  MaCCOBOe COOTHOIEHNKE
MaHHWT : Avicel CocTaBJIIeT TIIPUOIUSUTETILHO 10:90, HalpuMmep,
OpubIn3nuTeJIbHO 15:85, HanpuMmep, Opubim3uTesisHO 20:80; HanpuMmep,
OpUubIU3UTeJIbHO 25:75, HalpuMmep, Opubim3uTesisHO 30:70, HaopuMmep,
OpUOJIU3UTEJIEHO 35:65.

B OpyroM BapMaHTe OCYIWEeCTBJIEHMA HAIIOJHUTEJE CONEPXUT CMeCh

OOHOTO wmIu OoJiee CaXapPHEX CIIMPpTOEB C »OPpYyIT'MM HaIIOJIHMTEeJIEM, Kak
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YIIOMSAHYTO BhIle. HamopuMmep, HaNOJHUTEJb IIpelcTaBJgeT CoOOM CMech
OOHOTO wmIM ©0o0Jiee CaxXapHHX CIMPTOB CO BTOPHM KOMIIOHEHTOM,
BHIOpPaHHEM nus Me TMJILLEJIJIIJIO 31, TUOPOKCUIPOIMUIILLEIIIIIIO 3L u
TUOPOKCUIPONIMUIIME TUIILeJIJII0JIO 3H ; HallpuMep, HaTIOJIHUTEJb
nopeIcTaBJIgeT CoOO¥ CMeCh OOHOTO MM O0o0Jiee CaxXapHHEX CIUPTOR C
TUOPOKCUIPONIMIILEJIIIIIO30M . B OHOM KOHKPETHOM opuMepe
HaAIOJIHUTEJIE COIEPXUT CMeCh MaHHUTA UM IUIPOKCHUIPOIMIILEJIJIIOJIOSH.

B IOpyroM BapMaHTe  BHIIOJIHEHUSA M300peTeHMsa  HallOJHUTEJb
opeIcTaBJIgeT COOOM WM COIEPXUT KpaxMall, HalpuMep, KyKYypy3HHU
KpaxMmalJl WM [OpeXeJIJaTUMHU3MPOBAHHEIM  KpaxMmaJl WM UX  CMecCcH.
HanpuMep, MaccoBOe COOTHOIEHMe CcaxapHoT'o CcIOupTa (HalpuMmep,
MaHHUTa WMJIM CMeChb MaHHUTa C OPYIMM CaxapHHEM CIOMPTOM) M KpaxMaja
(HanlpuMep, KYKYPY3HBM Kpaxmall WIIn Ipexejla TUHUB3UPORaHHEM
KpaxMal, WM  UX cMecHu) cocTaBJisgeT NPpUOIUBUTEJIEHO 50:50;
HanpuMep, OpubianusuTesbHO 55:45; HamnpuMep, OpubinsuresbHO 60:40;
HanpuMep, OpubIn3uTesbHO 65:35; HamnpuMep, OpubinsurejbHo 70:30;
HanpuMep, OpubIM3uTeJbHO 75:25; HanpuMep, OpubimnsurejbHO 80:20;
HamopuMmep, Opubamz3muTelibHO 85:15; Hanpumep, npubiamsmurTebHO 90:10.
B KOHKpPETHOM BapMaHTe  OCYMEeCcTBJIEHMS MacCOBOe  COOTHOIEeHHUEe
MaHHUT : Kpaxmall, HampuMep, MaHHUT : KYKYPY 3HEIM Kpaxmal WU
npexelaTUMHU3UPOBAHHEM KpaxMmalJl CcOoCTaBjgeT nOpubiamsuresbHo 55:45;
HallpuMep, Opubiam3uTesibHO 60:40; HanpuMmep, OpUOINU3UTEJIBHO 65:35;
HalpuMep, Opubiam3uTesbHO 70:30; HanpuMmep, OpUbIMU3UTeJIbHO 75:25;
HalpuMep, HOpubiausmuresnasHo 80:20; HalpuMep, OIpUOIM3UTEJIBEHO 85:15.

KonmnMuecTBO HAMOJHUTEJIA MOXET COCTaBJIATL OT MNIPUOIU3UTENBLHO

0,1 nmo npubmm3uressHO 90% Mac., HalIpuMep, OT OPUOJIUBUTEJIEHO 1

oo npubiam3muressHO 30%, HaopuMep, oOT HOpubjusurejbsHOo 10 1o
npubamusuresibHO 30% Mac.; HalIpuMep, OT IpubIM3uTeJibHO 15 1o
npubamusureJibHO 30% Mac.; HalIpuMmep, OT IpubimsuTelibHO 20 1o
OPUOIIN3UTEIJIEHO 30% Mac., HanpuMmep, NPUBIIU3UTEJIEHO 10%,

HallpuMep, OpubIM3uTeJIsHO 15%, HalpuMmep, OpubinsmresisHOo 20%,

HallpuMep, OpUubIM3UTeJIEHO 25%, HallpuMep, OpubinsmTessHo 30%,
HallpuMep, OpUubIM3UTeJJEHO 35%, HallpuMep, OpubinsmressHo 40%,
HallpuMep, OpubinM3uTesJJsHO 45%, HalpuMmep, IpubimsmTesisHO 50%,

HallpuMep, OpubIM3UTeJJsHO 55%, HallpuMmep, IpubimsmTesizHO 60%,

HaopuMep, OpubamM3uTeJIbHO 65% Mac., IIo ofmel Macce KOMIIO3UMLUUMU,
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HalpyMep, B KOHEeUHOM IIPOOYKTEe MM €TI0 IMIPOMEeXyTOUHOM opMe.

B CoOOTBeTCTBMM C UM300peTeHMeM, Oe3UMHTEeI'PaHTH MOTYyT OHTH
BHIOpaHE U3 KPOCIIOBUIOHA, KpaxMmalia (HanpuMep, KYKYPY3HOTO
KpaxMmala, IpexeslaTUHU3UPOBaHHOTO KpaxMaljla WIn  UX cMmecu) ,
KPOCKapMeJIJIO3H HaTpud M UX CMECH. B OIOHOM IIpUMepe Oe3UMHTETPaHT
MOXET COomepXaThb MIPpUOIU3UTEJJLHO OT 1 @mo 6% Mac., HalpuMep, OT 2
oo 5% mac., HamopumMmep, oT 3 @mo 4% Mac. KpocrnoBumoHa. OH MOXET
comepxaTb NPUOIIMU3UTEJIEHO oT 4 oo 12% Mac., HalpMuMep,

OpUOIU3UTEJIEHO OoT 5 mo 10% Mac., HaopuMep, IpUOIN3UTEJIBEHO OT ©

oo 8% Mac. KpaxMmalla (HampuMep, KYKYPY3HOTO KpaxMmala,
OpexeJIaTUHM3VMPOBAHHOTO KpaxMmaJja WJIM MX CcMecHu). [Oe3MHTeIrpaHT

MOXeT COomepXaTb

B OIIHOM BapraHTe OCylleCTBJIeHU I Oe3UHTeTPaHT MOXeT
comepXaTb CMeChb KPOCIIOBUIOHA, IPEeXeJIaTMHU3MPOBAHHOI'O KpaxMmalla U
KPpOCKapMeJIJIO 3H HaTpuAa. Hanpuwmep, OH MOXeT comepXaThb
OpuBIM3UTeJIbHO oT 5 mo 30% mMac., HalpuMmep, OpUubIM3uTesbHO oT 10
no 25% wMac., Haopumep, nOpubiamsurejbHOo oT 15 1nmo 20% wMac.
KpOCKapMeJIJIO3H HaTpuA.

B COOTBeTCTBUM C HU30OpEeTeHMEeM CaxapHBM CIOMPT MOXeT OHTH
BHIOpaH M3 MaHHKTa, MaJbTUTa, MHO3UTA, KCUIMUTa, JaKTuTa U UX
cMecelM. Hamnpumep, caxapHBEM CIOMPT IpencTaBJisseT CcOOOM IO CYyMeCTBY
HEeTUTPOCKOIMUHEIM CaxXapHHM CIOVPT, HalIpuMep, MaHHUT, Halpumep, D-
MaHHUT .

MoxeT OHTH MCIHOJB30BaH OAOMH CaxXapHHM CIOMPT WIM CMeCchb OBYX
nnu 06oJiee caxXapHHX CIWMPTOB, HaIpMMep, CMeCh MaHHUTA UM KCUJIUTAE,
HallpuMep, B cooTHoweHmum 1:1 mo 4:1.

B omnopenejleHHOM BapMaHTe OCYMEeCTRBJIEHMS CaxapHHM  CIOUPT
IoJIydamnT M3  BHCYMEHHOW  pacHObJIeHMEM  KOMIIO3UIIUM, HanpuMep,
KOMIIO3UIIMYM MaHHMUTAa C BHCOKOW YIeJbHOM IJIOWAaIbld TIOBEPXHOCTH.
IIpuMeHeHY e TaKoToO THUIIa KOMIIO 3UILIUN MaHHUTa CIIOCOBCTBYET
PaBHOMEDPHOMY pPaclpeleJIeHMI MONyJiATopa pelenTopa S1P ¢ MaHHUTOM
B KOMITIO3ULIUA . BoJiee BEHICOKAH Iomanb IIOBEPXHOCTM  MOXET
obecreunMBaTLCA CaxapHBEM CIIUPTOM, HallpuMep, MaHHUTOM,
NPUTOTOBJIEHHEIM M3 YaCTHII C MEeHBIYM CPeOHVM OUMaMeTpPOM U/UIINU
HeoBpaboTaHHEX dYacTull. Takxe OBJIO ODHAPYyXEHO, UYTO MCIOJbL30BaHUE

BEICYIIEHHOI'O pPacCIIBJIEHMEM CaXapHOoro CImpTa, HallprMep, MaHHWTaAa,
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HaopuMep, CO CcpelHuM pa3s3MmMepoM dYacTtuil 300 MKM WIM MeHee,
yiydmaeT I[IPeccyeMOCTb M TBepOOoCTh TabJeToK, IMIOJIYUeHHHX UX
KOMIIOB3ULIUMA .

B omHOM BapuaHTe  BHIIOJHeHUS U300peTeHMsa OOHOTOUeuHAad
Jiocmalnb TIIOBEPXHOCTM IIpelapaTa CcaxXxapHoI'o CIOupTa, HaopuMep,
MaHHMTa cocTaBjgeT oT 1 mo 7 M?/T, HaopuMmep, OT 2 OO 6 M?/T wiu
or 3 mo 5 M?/r. CpemHuii pasMep dYacTHUL OpellapaTa MaHHUTa MOXET
COOTBETCTBEHHO cocTaBjaTe oT 10 mo 400 MrM, HanopuMmep, oT 10 1mo
300 MM, Hampumep, oT 150 mo 250 mMxM. Hampumep, CpelIHUM pa3Mep
YacTHl, MaHHMTAa I[10 M300peTeHuI MOXeT cocTaBJaTb 60 MrMm, 120 MKM,
180 mxMm, 200 MrM, 300 MrM miam 400 MKM.

HanpuMmep, CpemHMM Ppa3Mep dYacTHull MaHHMTa MOXEeT COCTaBJIATH
60 MKM WMJIM MaHHMT MOXeT IIpeOCcTaBJIATL cobon Parteck M200. B
KOHKPETHOM BapMaHTe OCYMEeCTBJIEHMS MOXeT OHTH MCIIOJb30BaHa CMeCh
MaHHMTOB, HalpuMep, CcMecb MaHHMTa (60 MkM) M MaHHMTa (180 MkM)
i MaHHMTa (60 MrM) ® MaHHMTa (120 MrM) . Hanopumep, MaHHUT
MOXeT TIIpPeICTaBJATL CcoOoM CcMechb MaHHMUTa (200 MKM) C OpyTUM
MaHHMUTOM, HalpuMep, C MaHHUTOM (180 wMkM), MaHHMTOM (60 MKM),
MaHHMTOM (120 MKM) WMJIM UX CMECSIMU.

CoOOTHOIEeHMe MAaHHUT (60 MKM): MAHHUT (180 wmMxM) MOXeT

BapbUMpPOBaTL, HalpuMmep, oT 1:0 mo 2:0, HanpuMmep, oT 1:2 mo 1:5.

Hanpumep, MOXeT COCTaBJIATE NPpUOIM3UTeBEHO 20% MaHHUTA (60
MKM) : 70% MaHHUTa (180 wMKM); HaIpUMEDP, nopubam3nuTeJibHO  30%
MaHHMTAa (60 MKM) : 603 MaHHMTa (180 MKM) ; HallpuMmep,

npubausuresibHO 40% mMaHHMTa (60 MxM) :50% MaHHMTa (180 MKM) .

CooTHomeHre MaHHUTa (200 MKM): »OpyTOM MaHHUT (HalpUMep,
MaHHUT 180 MKM) MOXeT BapbMpOBaThL, HampuMep, oT 1:0 mo 2:0.
HampuMmep, MOXeT COCTaBJATb Opubiam3uTesbHO 20% MaHHUTA (200
MKM) ¢ 80% mpyrux GOpM MaHHUTAa; HalpuMep, IpubamsuTesibHo 30%
MaHHUTAa (200  MKM) : 70%  Opyrux  dopM < MaHHUTA; HaopuMep,
npubimsuTedbHo 40% MaHHMTa (60 MKM) : 603 OpyIMx GOpM MaHHMTA .

HachmHag IIJIOTHOCTE MaHHMTa MoXxeT cocTaBagaTe oT 0,4 mo 0,6
T/MJI, Hanopumep, oT 0,45 mo 0,55 r/wmi.

KoMriosuumsa moxeT comepxaTb oT 20 mo 99,99% mMac.; HalpuMep,
or 30 mo 99,99% mac.; Hamnpumep, oT 40 mo 99,99% mac.; HaIpumep,

or 50 mo 99,99% wmac.; HampumMmep, 60 mo 99,99% mac.; HallpuMep, OT
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70 mo 99,99% mac.; Hanpumep, oT 75 mo 99,99% mMac.; HaIpuMMep, OT
20 mo 60% mMac.; HalpuMep, oT 25 nmo 55% mac. or 30 mo 50% mac.;
HanpuMmep, OpubimsuresbHO 20% Mac.; HanopuMmep, oT 85 pmo 99, 9%,
HanopuMep, oT 90 mo 99,5%, HamnpumMmep, oT 92 nmo 97%, Hampumep, OT
93 mo 96% mMac., caxapHOTO CIMpPTa, HalpuMep, MaHHKTa, 10 obmen
Macce KOMIIO3MUMM, HalpuUMep, KOHEUHOT'O NPpOAyKTa, MNOOXOOAMEeTrOo IJA
IepOopalIbHOTO IIpMeMa WM eT'0o I[IPOMeXyTOUHOM (QOopMel. Hamnpumep, 5TO
MOXeT COOepXaThb, HalpuMep, OpUOIM3UTeJIEHO 25% Mac.; HalpuMep,
opubamusuresibHO 30% Mac.; HaIpuMep, OIpubIM3MTesbEHO 35% Mac.;
HallpuMep, Opubans3uTesbHO 40% Mac.; HaIpuUMep, IpUOIM3UTeJIBHO 45%
Mac. ; HalpuMep, NPUOIIU3UTEJIEHO 50% Mac.; HalpuMep,
OpubIM3nUTeJbHO 55% Mac.; HamopuMmep, OpubiamusuTesgbHOo 60% wMac.,
HanpuMep, nOpubinsuresbHOo 70% Mac., HaOpuMep, OpubIM3nuTebHO 80%
Mac., HallpUMep, IPUOJIUBUTEJIEHO 90% Mac., HallpUMep,
Npubams3uTesbHO 92% Mac., HalpuMep, OpubiamM3uTesabHO 94% wMac.,
HanpuMep, OpubInM3uTesbHO 95% Mac., HaIpUMep, NOPpUOIIM3UTEJIBHO 96%
Mac., CaxapHOTro cIoupTa, HalpuMep, MaHHUTA.

Komnosuimsa IPeOIIOUTUTEJIbHO OOTIIOJIHUTEJIEHO CONEPXUT
CMa3HBawllee BemMeCTBO. [loOxXonAmMe CMa3HBaKllee BeMeCTBa BKJIIOUAKLT
CTeapMHOBYI KMCJOTY, CTeapaT Mal'HUA, CTeapaT KaJblLMg, CTeapar
LUMHKa, DJMUepWJI HaJlbMUTOCTeapaT, HaTpusa CcTeapwuldyMapaT, Macio
KaHOJIH, TUOPOTEHN3MPOBAHHOE pPacCTUTEeJILHOE  Maclio, Takoe Kak
TUOPOTEHUBVPOBAHHOE KacTopoBOoe Macjo (HampuMep, Cutina® wiam
Lubriwax® 101), MMHepaJlbHOe MacJo, JaypuicyJbdaT HaTpud, OKCHUI
MaTHUSA, KOJIJIOMIOHHEM  OMOKCUI  KpeMHUSd, CUJIMKOHOBYK  XUIKOCTE,

ITOJINS TVMIJIEHTJIMKOJIb , [IOJIMBMHMJIIO BEIM cimpT, HeHsz0aT HaTpnru4d, TaJlbK,

IoJiIoKcaMep MM CMech JioOOoT0 M3  BHIIEYIIOMSHYTHX. Hamopumep,
cMasHBaklee BemeCcTBO COOEPXUT CTeaparT MaTHUSA,
TUOPOTEeHU3NPOBAHHOE KacTopoBOe MacJo, MMUHepaJIbHOe MacJio,

KOJIJIOMIOHEY IOMOKCHUI KpeMH1A, IIOJIMSTMIJIECHTIJIMKOJIE WJIM UMX CMeCH,
HalipryiMep, cCTeapaT Mal'HMA, TI'MIPOIeHM3MPOBaHHOEe KaCTopoBOe MaclJlo,
MMHePaJIEHOE MacJIo 2NNz nx CMeCHI. B KOHKPETHOM BapMaHTe
OCymeCTRBJIEHMA CMas3HBaklee BelleCTBO COCTOMT M3 CTeapaTa Mal'HMA,
TMOPOTEeHMSMPOBAHHOI'O KaCTOpPpOBOI'O MadcJjla, MMHepaJIBHOI'O Macjla WIIMI
nx CMeceﬁ, HallprMep, cocTomT U3 CTeapaTa Mal'HMA WJIM CMeCHU

CTeapaTa Mal'HMA C OpyI'VMM CMas3HBakllVM BeIlleCTBOM.
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Komriosuuma mnpennodrmuTesibHO comepxuT oT 0,01 mo 5% wMac.
CMasHBaKleI'd BelleCTBa, HalpMMep, cCTeapaTa MaTHMS, HalIpuMep, OT
0,5 mo 3% mMac., or 1 mo 2% mMac., HalpuMep, OIpUOIM3UTEJIBHO 3%
Mac., HalpuMep, OpUOIMU3UTEJIEHO 2% Mac., NpUOIM3UTeJIbHO 1% Mac.,
npubausuresarHo 0,5% wMac. npubamsuresnbHo 0,05% wMmac., 1o obmen
Macce KOMIIO3ZUIIUN.

KoMmmosuumsa MOXeT COoHoepXaThk OIMH WM 0o0Jiee OOIIOJIHUTEJIEHEX

BCIIOMOT'aTeJIbHEIX BelleCTB, TakKMX KakK cCcB4Aa3ylee. CBA3yKlee MOXeT

OBITH BBI@p aHo ns TIOJIMBVMHIIJITIMPPOJIMOOHA , Me TWMIILeJIJII0JIO 3B,
I'MOPOKCHUIIDOIIMIILLEJIJIIOJIO 3B, I'MOPOKCHUIIPOIIMIIME TVIILL € JIJTIOJIO SEL u nx
CMeCl. Ecmnnu MCIIOJIBE3yeTCAd, TO ROJIMYEeCTBO CBA3yKIEIro MOXeT

cocTraBJaATe oT 1 pmo 8%, HaopuMmep, oOT 3 @Oo 6% Mac., 0o ofbmen
Macce KOMIIO3MLUN.

[lprMeHeHMEe CBA3YyKIET O yBeJImnunuBaeT IIPOYHOCTE TpaHyJI
npernapaTa, UYTO OCOOEHHO BaXHO IJIA TOHKOM TpaHydauun. OcoOeHHO
OPEenlIoOUTUTEJIbHEMM  ABJIAITCA MUKPOKPUCTAJIJIMUEeCKasa LeJuijiosa U
MeTUJIIIeJIIIJIOBa, eCcJu TpebyoTcsa BHCOKAaS TBepPIOCTb TabJeTKu u/uiau
foJjlee OJUTEJIBHOE BpeMd pacllaza.

TMIPOKCUNIPONIMJILEJIJIIIIOB3a MOXeT OHTh IPenOlouTUuTeJIbHa, eCJu
TpebyeTcd 0OoJiee OHCTpPas paclamaeMOCTb. ECIM UCIOJIB3YETCSI, TO B
KauecTBe IOINOJIHUTEJILHOTO CBA3YKMEIO MOXeT OHThb JoOaBJIEeH KCUJIUT,
HalpuMep, B OOIIOJIHEHUE K MUKPOKPUCTAJIJIMUECKOM  LeJlJlnjlo3e,
HalopuMep, B koJmuuecTBe po 30% wMmac., Hamopumep, m»po 20% wMac.;
HamnpuMep, no 10% mMac. caxapHOT'O CIOMPTa, HalpMMEep, MaHHUTa WIn
KCUJIMTa, WIN MX CMeCHu.

KoMmmosuumua 1o M300peTeHMI0 OTHOCUTCS K TBepdod KOMIIO3UMLUM,
nomxondamel OJd IepopallbHOTO IpueMa, MM ee IIPOMexXyTOouHOM dopMme,
HaopuMep, OpelapaT MOXeT OHTbL MCIOJL30BaH OJIA IIOJIyUeHUS TBeplIon
KOMIIOBULIMM, IOOXOOAmEeN OJA IIepopallbHOTO IIpMeMa, I'Ie KOMIO3ULMI
MOXeT OBTE B OQOpMe MATKOTO TeJisd, I[IOopollKa, I'PaHyJ WIM IeJlJeT,
MM IOOBUPOBAHHOM JeKapCTBeHHOM (QOPMEl, HalOpuMep, TabJeTKu WK
KaricyJiel, HalpuMmep, TabjeTka, I[IOJydeHHasd CYIKOM BaMopaxXuBaHMEeM.
KowMriozunuum 1o HaCTOAIEMY n300peTeHU ananTUPOBaHH oJis
KalcyJMpPOBaHMUA B KallCyJIbHHE OOOJIOUKM IJIS T[epopalJIbHOTO IIpMEeMa, B
YaCTHOCTHM, XeJIaTMHOBEE TBeplble oOoJioukM wmim HPMC (runpomesyiosa)

KRallCyJIHL . HaanMep, STO MOTYT OBITB KOMIIO 3L, KOTOPEMIM
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3alloJIHAKT TBEPIOHE XKeJIaTMHOBHE KaIllCYJIE, [IPUMMeHSd TeXHOJIOTMI
pacrnpenejyieHrs  XUIOKOCTU. PacTrOpD, comepXamuii COeIMHeHMNe  TIO
n300peTEeHND, MOXET OBITE pacrnpenejieH B KarcyJe, KoTOpada
IpelBapUTeJILHO 3alloJIHeHa CaxXapHBM CIMPTOM, KaK OlpelejieHO BHIIe,
HalpyMep, MaHHUTOM.

AJILTEepHaTUBHO, KOMITO 3ULIUN MOTYT OBITH CIIpeCCOBAaHEH B
TabjeTku. HeoOsaszaTesibHO, TabJIeTKM MOTYT OBTL IIOKPHTEH, HalpUMep,
IIOKPHTUAMKY M3 TajibKa WM IoJiMcaxapuia (HalpuMep, LeJJiojio3a) WK
TUOPOKCUIIPOIIMUIIME TUJILLEJIJTIOJIO 3L .

Komnosuumsa 1o u300peTeHMId He HABJISEeTCHS MWMHBEKUMOHHOM WM
IPpYyTOM IapeHTepallbHOM KOMIIO3MLMEN.

Ecam dapMaleBTHUEeCKad KOMIIO3UIMA IIPeOCTaBJieHa B eOVMHUUHOM
OOBUPOBAHHOM JIeKapCTBEHHOW (GopMe, Kaxnas eIMHMUHAasS IO3MPOoBaHHAaS
bopmMa MoxeT comepxaTb oT 0,01 M mo 5 MI' MOOyJIATOpa pelenTopa
S1P, Hanpumep, oT 0,01 mMr mo 1 mr, Hanpumep, oT 0,01 mr mo 0,7
Mr, Hanpmmep, ot 0,03 mo 0,50 mMr, Hanpumep, or 0,05 mr mo 0,50
Mr, Hanpmmep, ot 0,06 mr mo 0,50 mr, Hanpumep, oT 0,10 Mr zmo
0,50 mr, nHamnpumep, ot 0,12 mo 0,50 mr, HanpmMmep, ot 0,13 MI OO
0,50 mr, nHamnpumep, ot 0,14 mMr mo 0,50 mMr, Hanpmumep, oT 0,15 wMr
no 0,50 mr, Hanpmumep, ot 0,16 mr mo 0,50 mr, Hamnpumep, ot 0,17
Mr go 0,50 mr, Hanpmumep, or 0,18 mMr mo 0,50 Mr, Haopumep, OT
0,19 mr go 0,50 Mmr, HanpmMmep, oT 0,20 mr mo 0,50 M, HamopuMmep,
or 0,21 mr pmo 0,50 w™Mr, Hanpumep, uno 0,22 wMmr mo 0,50 wr,
HanpuMmep, no 0,23 mr pmo 0,50 mMr, Hampumep, nmo 0,24 mr mo 0,50
MI', Hanopmumep, no 0,25 mr mo 0,50 Mr, Hampumep, no 0,26 wMrr mo
0,50 Mmr, nHamnpmMmep, no 0,27 mMmr mo 0,50 mMr, Hanpumep, no 0,28 wMrD
no 0,50 mr, Hanpmumep, nmo 0,29 mr mo 0,50 mr, HanpuMmep, no 0,30
Mr pgo 0,50 wmr, Hanpmumep, no 0,32 Mr mo 0,50 Mr, Hanopumep, IO
0,34 mr mo 0,50 wMmr.

B IpYyT'OM BapMaHTe OCYIEeCTBJIEHUA Kaxmas enMHWYHA A
Oo3MpOoBaHHasA ¢opMa MoxeT conmepxats oT 0,01 Mr mo 0,40 wr,
HanpuMmep, oT 0,02 mr nmo 0,40 mMr, Hamnpumep, oT 0,03 mr mo 0,40
MI', Hanpmumep, ot 0,06 mr mo 0,40 wMr, Hampumep, oT 0,10 mMr gmgo
0,40 mr, nHanpuMmep, ot 0,12 mMr mo 0,40 mMr, Hanpumep, oT 0,13 M
no 0,40 wmr, HanpmMmep, ot 0,14 mr mo 0,40 wmr, Hamnpumep, oT 0,15

Mr pgo 0,40 wmr, Hanpumep, ot 0,16 Mr mo 0,40 Mr, Haopumep, OT
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0,17 mr mgo 0,40 mr, HanpmuMmep, oT 0,18 mr mo 0,40 MI', HaIpuUMep,
or 0,20 mr pmo 0,40 w™mr, Hanpumep, or 0,22 wMmr mo 0,40 wr,
Hanpumep, oT 0,25 mMmr nmo 0,40 mr, Hamnpumep, oT 0,30 mr mo 0,40
MI', Hanpumep, otT 0,35 mr mo 0,40 wmr.

B [OONOJIHUTEJIEHOM BapMaHTe OCYILeCTBJIEHUA KaxXOas eOMHNUUHAMA
OO3MpOBaHHasA GQopMa MOXeT conmepxaTts oT 0,050 mr mo 0,350 wmr,
Hanpumep, ot 0,050 mr mo 0,325 wmr, HanpuMmep, orT 0,060 M mo
0,350 mr, Hanpumep, ot 0,000 Mr mo 0,325 mr, Hanpumep, ot 0,125
M go 0,350 mr, Hanpumep, or 0,125 Mmr mo 0,325 wMr.

B KOHKpPETHOM BapMaHTe OCYIeCTBJIEHMA KaxXOad eOMHNUHAaMA
OO3MpOBaHHAasA bopmMa COOEPXUT NIPUBIIU3UTEJIEHO 0,125 MT,
npubausnuresibHO 0,250 Mr mam npubdiamsmresbHO 0, 500 Mr.

B IPYTOM KOHKPETHOM BapMaHTe OCYIEeCTBJIEHUA Kaxnasd
eIMHNYUHAag HOO3MpOBaHHasa OGopMa COmepXuT OpubimsuresgsHo 0,03 wMT,
npubausuressHo 0,06 Mr, npubimmsmureabHo 0,125 Mr, OpubIM3UTEIIBHO
0,250 Mmr, npubmuzsmurenvHo 0,325 Mr miau nopubimuszuresbHo 0,500 Mmr.

Hanpuwmep, eCcJmn KOMIIOBULINA npencraBJieHa B eIVHUYHOMN
ODO3MPOBAHHOM JleKapCTBeHHOM dopMe, kaxIasd eOMHMUHASA IO3UpPOBaHHAS
bopMa KOMIIOBULMM I10 MI30OPETEHMIO MOXET CONEPXAaThb MIPUOIM3UTEIIBHO
0,50 MT, HalpuMmep, NPUOIIN3UTEIJIBHO 0,40 MI, HallpuMep,
npubausuressHo 0,30 M, HalopuMmep, OpubamusuressHo 0,25 wr,
HamopuMmep, OpudtamzmresbHo 0,20 M, Hamopumep, OpubamsmuTesbHo 0,15
MI', HalpuMmep, Opubiu3uressHO 0,14 MDY, HaopuMep, IPpUOIIMU3UTEIJILHO
0,13 MI, HalpuMmep, NPUOIIN3UTEJIBEHO 0,12 MI, HallpuMmep,
npubausuressHo 0,11 wMr, HalopuMmep, nOpubimusuressHo 0,10 wr,
HallpuMep, Opubim3uresbHo 0,06 M, HanopuMmep, OpudbiansmTesasHo 0,05
MI', HallpuMmep, Opubimu3uressHOo 0,04 MDY, HaopuMep, IPUOIIU3UTEJIBHO
0,03 MI, HalnpuMmep, IPUBIIN3UTEJIEHO 0,02 MI, HalpuMmep,
npubausuressHo 0,01 wMr, HanopuMmep, nOpubamsuressHo 0,375 wr,
HalpuMmep, 0,325 MT, HanpuMmep, 0,175 MI, Halpumep,
npubiusureysHo 0,135 M, HalpuMmep, OpubimsmuressHo 0,125 wr,
HallpuMep, Opubim3muressHo 0,115 M1, HaopuMmep, IpUOIU3UTEBEHO
0,105 mr.

Hanpumep, ecimn ¢apMalleBTHUeCKas KOMIIO3MUMSA II10 M300peTeHUD
npencrarjieHa B eIMHUYUHOM IO3VPOBaHHOM bopme, HallpuMep,

npencraBjgeT cobon KamncyJy WIIN TabJIeTKY, " COOEPXUT
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npubiamsurensHo 0,06 wMr, i npubiamsurensHo 0,125 Mo, WMJIIn
npubamusurejibHo 0,250 Mr, wm OpubiamsuresibHo 0,325 MI' WM
OPUOIIN3UTEJIEHO 0,375 MT MOOyJIATOopa pelLenTopa S1P o
n300peTeHND, HalpuMmep, TUOPOXJIOPULA 2—aMMHO-2—-[2— (4~
OKTUIIQEHWJI) 3TWUJI] IporiaH—1, 3—auoJia.

KoMmmosuumny o M300peTeHMI MOPOARJIADT XOpoliMe IIoKas3aTesu
CTabuJIbHOCTH, Kak IoKa3aHo B CTaHOapTHHX TecTax Ha
CTabuJIBHOCTE, HaIpUMep, IPOABJAKT CTabMIBHOCTE B TeUeHMe CpoKa
TOOHOCTM OO OHOHOTO, IBYX WIM Tpex JIeT, U Jaxe 0OoJjiee OJMHHHM
CPOK. Kax 3IeCh OIpeneJIeHo, CcTabWuJILHEE bapmMalleBTHUUECKNE
KOMIIO 3ULINU OTHOCATCHA K bapMalleBTUUECKMM  KOMIIOBULIMAM, He
comepXallM  IIpUMeCel, NN comepxaT  IIpMUMeCu B OOIIYy CTUMOM
KOJIMUeCTBe, HalpuMep, IPU XpaHeHUM IIpY KOMHATHOM TeMiepaType, B
YAaCTHOCTM COIJIACHO IIpabBujlaM U TpeBOoBaHUAM PelyMPpyKRIUX OPITaHOB
30paBooxXpaHeHMsa. llokazaTelM CTabUJILHOCTM MOTYT OBTL OIpemeJieHEl,
HallpuMep, I[IyTeM M3MepeHMA NPOOYKTOB paclama MerTomaMm BOXX mocie
XpaHeHusda B TeueHNre OoIpeneJIe HHEIX [IepuonoB BpeMeHU opu
onpeneJyIeHHHX TeMlepaTypax, Haopumep, opu 20°, 40° wiam 60°C u/uium
B YCJIOBMAX BHCOKOM BJIAXHOCTMU.

dapMalleBTHMUECKME  KOMIIOZUIMM IO HacTodmeMy M300peTeHu
MOTYT OBITH IIOJIYUEeHH CTaHOapTHHMM CcrHocoBamMy, Halpumep, OOBYUHBMU
MeTOOMKaMM CMellMBaHWsA, TPaHyJMPOBaHMSA, TJIa3MPOBaHUSA cCaxapoM,
PacCTBOpPEeHUA WM JHodmIM3aliuu. MeTOoOMKM, KOTOPHE MOTYT OHTH
MCIOJIL30BaHE, M3BECTHH B OaHHOW o06JlacTM, HaIpuMep, ONMCaHH B L.
Lachman et al. The Theory and Practice of Industrial Pharmacy,
3rd Ed, 1986, H. Sucker et al, Pharmazeutische Technologie,
Thieme, 1991, Hagers Handbuch der pharmazeutischen Praxis, 4t
Ed. (Springer Verlag, 1971) wm Remington's Pharmaceutical
Sciences, 13t Ed., (Mack Publ., Co., 1970) wmm 6oJiee I[IO3IHUX
MU3TaHUAX .

B OIOHOM acHeKTe HacTofAmee WU300peTeHMe OTHOCUTCSH K CHOCOoDy
IOJIyUYeHUsa GapMalleBTUUECKOM KOMIO3UIUM, T'Ie CHOoCO0 BKIKUAET:

(a) cMemmBaHMe cCTabuiaMszaTopa, HaIpUMep, LIUKIOIOEeKCTPMHAa, C
MOIYJISTOPOM pelieniTopa S1P; u, HeoOg3aTeJIbHO, W3MeJibueHue u/WiIu

I'PaHyJIMpOBaHME HOJ'IyT{eHHOTZ cMecCcH,
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(b) cmMemMBaHMe HaOOJHUTEJIS, HalpUMep, CaxXapHOoTOo COuUpTa,
HanpuMep, MaHHUTA ; HeoB0sa3aTeJILHO, M3MeJIbUeHNe n/Uim
TpaHyJIMpOBaHUe TIOJIyUYeHHOW CMeCHU;

(c) HeoOA3aTeJIbHO, M3MeJIbUeHNe n/miam TpaHyJIMpOBaHue
noJiyyeHHo B (b) cmMmecu; u

(d) cMmemmBaHMe Pa3MOJIOTOW WU/UIM TPAHYJIUMPOBAHHOM CMeCcH,
noJiyyeHHom B (b) mim (c), CO CMa3HBalIMM BeIeCTBOM.

Ha cragun (b) HaOoJHUTEJIL, HallpuUMep, CaxXapHBM CIOUPT,
HalpyMep, MaHHUT, MOXeT OBTbL, HeoOA3aTeJIbHO, PasMOJIOT U/UINU
M3MeJIbUeH Iepen HoOaBJIeHMEeM K CMeCH, I[IOJIyJdeHHOM Ha cTamuu (a).

B IpyroM BapMaHTE BHIIOJIHEHUA U300pPeTeHMa KOMIO3MUMA IIO
n300peTeHMNI0 MOXeT OBTH IIOJIydeHa CIOCO0OO0OM, BKJIIOUAKIIMM :

(a) cMemmBaHMe cTabuiaMzaTopa, HaIpUMep, LUUKIOIOEeKCTPMHAa, C
MOIYJIATOPOM pelenTopa S1P; ¥, Heo0A3aTeJIbHO, W3MeJbueHue U/Win
TpaHyJIMpPOBaHMe IIOJIyUeHHOM CMecCH,

(al) CMellMBaHMe CBA3YKIETO (HanpuMmep,
TUOPOKCUNIPONIMIILEJIJIOJIOSE) 10 U300peTeHMK C CaxXapHBM CIMPTOM,
HanpuMep, MaHHUTOM; u, HeoBA3aTeJIbHO, n3MeJIbUeHNe u/mam
TpaHyJIMpOBaHMUE TIOJIYyUYeHHOM CMeCwU;

(b) cMemmBaHMe cCMecelM, IOJIYVUeHHHX Ha cTamum (a) m (al);

(c) Heo0a3aTeJIbHO, M3MeJIbUeHNE n/miam TpaHyJIMpOBaHue
noJiydyeHHoM B (b) cMecu; u

(d) cMmemuBaHMe Pa3MOJIOTOM U/UIM TPAHYJIUMPOBAHHOM CMeCcHu,
noJiydyeHHo B (b) mim (c), CO CMa3HBaKIMM BelleCTBOM.

IIpy MCHOJB30BaHMUM DTOTO crIocoba OOCTHUTAeTCd IIoJIydeHHUe
IpernapaTa C XOPONMMM IIOKa3aTeJIIMM COOepXaHVSa U OOHOPOOHOCTU
cMecu (TO ecTh C TIO CYOeCcTBY pPaBHOMEPHHM paclpenejieHreM
MOOYJIATOpa pellenTopa S1P B KOMIIO3UIMK), BpPeMeHeM PacTBOPEHUSA U
CTabUIIEHOCTLL.

MonynaTop pelentopa S1P, HaopuMep, I'MIOPOXJIOPUI 2—-aMWHO—2-—
[2- (4d-oKkTHIQeHWII) 3TWUJI] IponaH—-1, 3—OmuoJa, MOXeT OBITE,
HeoBABaTeJIbHO, MMKPOHM3VPOBAH W/WIM NPEeIBAPUTEJILHO I[IpOoCesH,
HanpuMep, dYepes3 CUTa C pas3MepoM Mem sderky 400-500 MM, mepen
cramuer (a) IOJ8 YyIOaJjleHMsa KOMKOB. CTaImMsa CMemMBaHMAa (a) MOXeT
COOTBETCTBEHHO BKJIUYATL CMelMBaHME MOOYJIATOopa pelentopa S1P u

HaIlIOJIHUTEeJIA, HallprMep, CcaXapHoro cIlIimpTa, HalipryiMep, MaHHMTa B
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JIO0OM HNOAOXOOAmMEeM MellaJIke WJIM CMecuTeJle C, Hamopumep, 100-400
obopoTamMm.

CriocoB6  MOXeT OHITH BHIIOJIHEH IIyTeEM CYXOTO CMENMBAaHU A
KOMIIOHEHTOB. B DTOM BapMaHTe OCYMEeCTBJIEHMS CTallsad W3MeJIbUeHUS
(a), (al), wnmm (c) MOXeT COOTBETCTBEHHO BKJIKUaATh B ceb4d
IpoIllyCcKaHMe CcMecH, IOoJIydeHHoM B (a) wiau (al), dUepes CHUTO C
OpPennouTUTEeJIbHEM pasMepoM Mem guedkyu 400-500 wmxM. Crazusa (a)
crmocofba MOXeT  BKJKUATH B cebg cCcTamupw CMelmMBaHMg  ofmero
KOJIMUeCTBa MOIOyJiaTopa pelenTopa S1P cHauvalla C LUUKIOOEKCTPUHOM C
oBpa30BaHUEM IpenBapuUTeJILHOM CMecCu. 3aTeM HeoOxoomuMmoe
KOJIMUECTBO CaxXapHOoT'o choupTa OobaBJjideTCcd B BTY CMeCh.

Cramgusa (a), (al) wmmm (c) MOXeT TakKXe BKJOUATE CTalMio
noBaBJIeHMS pacTBoOpa CBA3YOMETO, HalpuMep, MeTUJILeJJIOJO35 U/ UIIn
KCUJIUTa, HalpuMep, BOIHOTO pacTrOpa, nepen CMellMBaHMeEM.
AJILTEepHaATHBHO, CBA3yKllee HDOOABJIAIT B CyXyl CMechb, a BOLOY Ha
cTramuy I'paHyJISauuu.

PasmMmoJjioTasa CMecCh, [IoJIydeHHas B (a) MJIN (al),
HeoOd3aTeJIbHO, MOXeT OHTH IIepeMellaHa elle pa3 OO CMellMBaHUA CO
CMa3BEBaKIMM BemecTBOM. CMa3HBaKlee BemMecTBO, HalpuMep, cCcTeapaT
MaTHMSA, OPeOlouTUTEJSILHO NIpelIBapUTeJIbHO I[IpOCeMBalT, HallpuMep,
uepes cuTo 800-900 MkKM, IIepell CMellMBaHMEM.

AJILTEepHaTUBHO, MOXeT MCIIOJIB30BATHCH MeTOoI BJIAXKHOM
TPaHyJALMM. B 5TOM BapMaHTE OCYIEeCTBJIEHMS MOIOYJIATOP pellenTopa
S1P IpennouTUTEeJIbHO COJIIOMIINBUPYIOT B pacTBOpUTEJIE co
CTabuIM3aToOpPOM, HalpMMep, LIMKIJIOOEeKCTPMHOM M PacCHOBUISIT Ha CYXYI0
CMECE BEHOPaAHHOTO  HallOJIHUTEJSA, HaIlpUMep, caxapHOTO CIOmpTa,
HalpuMep, MaHHMUTA . [TolyyeHHas CMECb HaOJIHUTEJb /MOOYJIISTOPR
pelenTopa S1Pp, HalpuMep, CMEChH caxapHuM CIIUPT/MOOYJIATOP
peuenTopa S1P, HalOpuMep, CMeCh MaHHUT/MOOYJIATOp pelenTopa S1P,
3aTeM MOXeT OBTL CMellaHa B CyxoM @¢opMe C IPYI'MM CBA3YIONNUM,
TaKVM KakK, HalpuMep, TUIPOKCUIIPONIMIILLEIIIIIO 3 a VI
TUIPOKCUIIPONUIIME TUJILEJIIIJIOBa . 3aTeM »DoOaBJISKT PaCTBOPUTENL, WU
CMECEH M3MeJIbYaKT, HalpuMep, Ha aBTOMaTUUEeCKOM TI'paHyJIaTope.
3aTeM T'paHyJAT CylaT ¥ pa3MalltBakT. PaCTBOPUTEJIEM MOXeT OHTH
BOIAa.

AJ'H::TepHaTMBHO, MOXeT OBITH MCIIOJIBE30BAaH MeTOo HaHeCeHNA
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[IOKPHTMA PAacIllBIeHMeM. B 3TOM BapMaHTe OCYymecTBJIeHMSa DS, B dopme
pacTeopa (DS+CD), pacCHEUIART Ha TI'paHyJiEl caxapa WM I'paHyJH
MaHHUTAa, pacTBOpUTEJIb VCIap 4T, n BEICYIIEHHEIE TPaHYyJIE
KancyampyoT B TBEepIOLe XeJlaTUHOBEE I HPMC KalriCyJiH.
PacTBOpPUTENIM OJIA IIOJIYUeHMSA pacTBopa DS MOTYT MNPenOCcTaBJIATbL CoOom
BOIOy (BOIOHBEIM) WMJIM DTaHOJ (HeBOIHHI) .

HeobazaTesbHO, MOXeT OBITH no6aBJIeHO IOOIOJIHUTEJIBHOE
KOJIMUEeCTBO CBRA3VIIEeI'0 Ha cramum (d) K cMecH, IoJiydyeHHOM B (b).

Crioco® MOXeT BKJIOUATH IO CJIe OYIIYO CTanumo [IOJIYYEeHU A
TabJIeTOK WM KalCyJIMPOBaHMA CMeCcH, IOoJIydeHHOM B (d), HaOpuMmep,
B TRBepOYyK XeJIJaTUMHOBYI KallCyJly Ha aBTOMaTMUeCKOM O0O0pyIOoBaHUMU
OJIg KallCcyJupoBaHMA. KalcyJiel MOT'YT OHTH OKpalleHb MM MapKUPOBAaHE
OJIS TOTO, UYTOOH MNPUIOATL OINPeNeJIeHHHM BHEMHUNM BUI UM CIejlaTh UX
XOPpOLIO Ppaclio3HaBaeMeMM. KpacuTeilru MOTYT CJYXUTb OIS YCUIIEHUS
pacro3HaBaHMA, a TaKxe OJIA UOEHTUOUKALUN KalcyJl.
dapMalleBTUUECKM IIpUeMIIeMEEe KpacCUTeJM, KaK I[OIpaBUJIO, BKJIOUAKT
KapOTHMHOIE, OKCHUIOE XeJjie3a UM XJIOpoduiul. IIpemrnouTmuTesIbHO, KallCyJIb
[0 M300PETEHMID MapKUPYITCS KOIOM.

B COOTBETCTBUU Cc u30OpeTeHMeM of0ecrneunBaeTCHd crioco®
IIOJIYUEHM S TBEpPOOM KOMIIO3MLUKM OJIS IIepopallbHOTO IIpUeMa 2-aMMHO-2-
[2- (4-oxkTUIIbeHMJ) DTHUJI] IponaH-1, 3—amuojla B CcBOOOOHOM  dopme, B

bapMalleBTUUECKM IIpueMJIeMoM ¢opMe coJu wiam B dopMe odochdaTHOTO

IIPOMU3BOIOHOTO, B KJTIOY A 10U B cebsa cTanum: (1) CMEemMMBaHU A
coeIMHeHMs, BEIOPAaHHOT'O nu3 2—-aMUHO-2—-[2— (4~
OKTUIIQEHWJI) 3TUJI] IponaH—-1, 3—-OmoJa, ero bapMalleBTUUECKU
IpueMIeMom coJu u ero dochaTHOTO MIPOMU3BOIHOTO, co

CTabuamM3aTopoM, HalpuMep, LIUKIJIOOeKCTPMHOM, B pacTBopuTese; (ii)
CMENMBAHMA HallOJIHUTEJIS, HalpuMep, caxXapHoT'o CIupTa, K CMecu,
IOJIyUdeHHOM Ha cTagum (i); (iii) mobGaBjieHMsa pacTBopuUTess; (1v)
TPaHyJIMPOBRaHUA, (v) CyWKM, W3MeJIbUeHUd, CMemluBaHusg, u (vi)
HeoOd43aTeJIbHO, TabJleTUPOBaAHUA WM KallCYJIMPOBaHUA.

Heob6d3aTelIbHO, CBA3YKIEee MOXeT OHTHL CMeMaHO, HalpuMep, B
CyxoM GopMe, CO CMechbl, IOJIYYeHHOM Ha cTamuu (iil) wu/uiam cramum
(iii). B KOHKpPEeTHOM BapMaHTe OCYmMeCTBJIeHUS, MUCIOJL3YEeMHM Ha
cramuy (ii) HaOoJHUTeJL, HalpuMep, CaxXapHHM CIOUMPT, HalpuMep,

MAaHHUT, IpelcTaBJIAeT cobom TaKOBOM, I[IOJIYYEHHBIM CYMKOM c
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pacIEUIeHVEM .

[Ipy oOCyWeCcTBJIEHMM DBTOTO clocoba JocTUIaeTcda IoJIydeHUe
openapatTa, PO ABJIAKIETO Xopoumue rokaszsaTeiu comepXaHnd u
OOHOPOOHOCTHU cMecH (To ecTb 1o CyIeCcTBY PaBHOMEPHOE
pachnpenejieHre JIeKapCTBEHHOTO CpeICcTBa I[I0 BCeM KOMIO3ULIMM), U
CTaOUIJIBHOCTD .

dapMalleBTUUECKME  KOMIIO3MLUMM [0 HaCTOodlleMy M300peTeHUO
MOTYT IIPMMEHSATLCS KaK OTHEJIbHO, TakK M B KOMOMHaALUM C OPYIUMU
AKTMBHEIMM KOMIIOHEHTaMM, IJIA JedeHMA U OpOodMIIaKTUKM COCTOSHUM,
HaopuMmep, KkKak packpeTo B US 5604229, WO 97/24112, WO 01/01978,
US 6004565, US 6274629 m JP-14316985, mnoJsiHOe conepXaHMe KOTOPHX
BKJIIOUEHO B HaCTOdAllee ONMCaHMe IIyTeM yKas3aHMA CCBUIKMA.

B uvacTHOCTH, @apmauemeqecxme KOMIIOSMIVNM MOT'YT IIPVMMEHATBCHA

OJIA:

a) JIedeHMnA u IIpenoTBpalleHN A OTTOPXEHNA OpT'aHa 2Nz
TpaHCIlJIaHTaTa TKaHl, HallprMep, IOJIA JIedeHIMA PelurimeHTOB
TPaHCIIJIaHTOB cepina, JJeT'KoT'o, KOMOMHAaLMUNU cepigua-JIer'koro,

IIeyeHy, I[IOYUKM, I[OIXEJIyOOUHOM XeJjle3h, KOXM WM POTOBMUE, U
IpeNoTBpameHrss peakKuuM "TpaHCIJIaHTAHT IPOTMB XO03anHa", KoTopasd

MHOT'Ia BCTpedaeTCA IIoCJIe IlepeCalKM KOCTHOI'O MO3T'a, B YWaCTHOCTH,

I1pnm JIeUeHNVI OTTOPXEeHNA OoCTpPOTI'O MJIn XPOHMUECKOTI'O ajJlJio— u
KCeHOTpaHCIlJlaHTaTa, mJin I1pn TPaHCIIJIaHT a1 VMHCYJIVIH—
IIpooylmMpynmmx KJIETOK, HalliprMep, KJIETOK IIaHKpeaTnUdeCKHUX

OCTPOBKOB;

b) JeueHua U TIPelOTBPalleHMd ayTOMMMYyHHOMV OOJIe3HM WK
BOCHAJMUTEJILHEX 3afojJieBaHUM, HalpyMep, IJIUTEJILHBEX XPOHUUECKUX
3aBoJieBaHMUll, HAIPUMEp, PacCedHHOTO CKJIepo3a, apTpuTa (HalpuMmep,
PEBMATHUECKOTO apTpMUTa), BOCIAJUTEJILHOTO 3afoJieBaHMd KUMEeUHWKA,
TenaTuTa M T.O.;

PaccesgHHBEM CKJIEPO3 MOXeT MNPUMHMMATE HEeCKOJBKO GOopM C HOBHMM
CYMIITOMaMH, TP O ABJISAIMMC VI B IVCKPEeTHHIX aTakax
(peluouBUpyOIMEe GOPMH) , WJIM MeIJIeHHO HapacTalmyMMyM B TedeHUe
OOJITOTO BPeMeHM (mpoTpeccupyilmme GopMe) . Kak 3Iech onpelelleHo,
K paccedgHHBM CKJIepo3y 0e3 OoTpaHMUeHMS OTHOCATCS PeMUTTUPYIOMUM—
PelVAVBUPYIOMUN paccesaHHBM CKJIEPO3 (RRMS) W IePBUYHO-

IpOTPeCcCUPYIMI pacCCesaHHEM CckJiepos (PPMS), Hanpumep, RRMS.



22

B COOTBeTCTBMM C HaCcTOALUM M300peTeHMreM, TepMMHE "JjleueHue"
WJIN "neunTn" OTHOCSHATCH JInBo K OpodmUIIaKTUUECKUM, JIMBo
[IPEBEHTHEBHEM MepaM, a TaKXe K JIeUeHUI WIM M3MEeHEHNK COCTOSHMA
3aboJleBaHMA, BKJOUAd JEeUeHMe I[IalleHTOB C PUCKOM BO3HUKHOBEHUA
3aboJIeBaHndg W HapyleHNd, VIV C IonOo3peHMeM  Ha PUCK
BOSHMKHOBeHMA 3aboJieBaHMA WM HapylleHud, a TakXe I[IalMeHTOE,
KOTOpPHEe yXe OOJIbHH WM OBJIM OUMATHOCTMPOBAHH Kak MMellMe
3aboJIeBaHMe WM HapylleHMe.

Kak 3mechp oIpemejyieHO, JIeUeHMe pPacCesaHHOT'O CKJepo3a 0es
OrpaHNUYeHnda OTHOCUTCHA K CHIIKEHUIO YaCTOTH KJIMHNYECKMUX
00OOCTpPEeHMY, 3BaOepXKe IIPOTPEeCcCHUPOBaHUA CHMITOMOB WM HapylleHUM,

accoummpyeMelx C pacCCedHHBEIM CKJIIepO30M, WMJIM 3alepXKe HaCTYIJIEeHUA

inZicyzesi=Yer:delinle) HapylmeHnA 3IOOPOBE A, BEISBAHHOT'O racCeAHHEM
CKJIEPO3OM.
CHMIITOMEL VI HapylmeHn4d, accoummpyeMele C PacCeAHHEM

CKJIEPO30M, OXBaTHBAKT HeBPOJIOTUUYECKNE CHMIITOMBE, HapyleHn I
drzsUueckoro " KOTHUTUBHOTO 300POBLA, a Takxe
[ICUXOHEBPOJIOTUYECKNME HapylleHUd.

COOTBETCTBEHHO, B IOIIOJIHUT EJIb HEIX acriekTax HacTodlmee
n3obpeTeHMe ODeCIleuMBaeT:

1. Kowmmosuumuio, Kak OIpeleJIEHO BHIIe, OJS I[IPMMEHEHUS IJIA
JIeUeHMsa WM [OpenoTBpalleHMs 3abojieBaHMsa WJIM COCTOSHMSA, Kak
oIpeneJieHO BEHIIE.

2. Crioco® JIeueHn s cybBeKTa, HyXIOaolerocs B
VMMMYyHOMOIYJISALUM, BKJIOUAKMNMY  BBeIeHUe CyOBeKTy 50beKTUBHOTO
KOJIMYECTRBa KOMIIO3UUNM, Kak OIIpeNeJIeHO BHIIE.

3. Cnoco® JledyeHMsa WM [IpenoTBpalleHVsa 3aboJieBaHUsa WJIU
COCTOSHMSA, KaK ONpedeJIeHO BHIIe, BKJIOUAKIUM BReleHMVEe CYyDOBeKTY
KOMIIO3ULIMM, KaK OIpeleJIEHO BHIIE.

4. TlpuMeHeHMe OGapMalleBTUUeCKOM KOMIIO3UIUKM, KaK OIpenelIeHO
BHIIE, IJIS IIOJIYYeHMs JIeKapCTBEHHOI'O CpelCcTeBa OJd [IpelOoTBpalleHUd
WM JiedeHMd 3aboJieBaHMA WM COCTOSHMA, KakK OllpeleJIeHO BHIIE.

N300peTeHue pajiee OyIOeT PACKPHTO B CJAEOYIIMX KOHKPETHHX
BapMaHTax OCYIeCTBJIEHUA .

Npumep 1

FTY720 pacTBOpsAIM B BOLHe IJIA I[IOJIYYeHUSa IpUOINU3UTesIbHO 20
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[IPOIEeHTHOTO pacTBopa (pacTBop A). HP- CD pacTBOpsasiM B BOIe IJIA
[MOJIYYEHU S MNPUOIM3UTENBEHO 15 NOpPOLIeHTHOT'O pacTBopa (pacTeop B).
MaHHMT [mo0aBJIAaAIM B TPaAHYJIATOP C MajlBlM  YCUJIIMEeM COBUIT'a U
PacIieIIAJIN PacTBOPEL A u B. Taxum obpasoM IIOJIYUYEeHHYI
TPaHyJIMPOBAHHYID Maccy CYIMIM Ha JOTKOBOM CcymMiKe npu 60°C.
BricymeHHEe TpPaHyJEl 3aTeM pasMaJelBaJlM Ha MeJbHulle Frewitt c
cuTaMM 18 Mem. PasMOJIOTHE I'PaHyJH CMeNMBaJIM CO CTeapaTOM Mal'HMA
B eMKOCTM MellaJIKu.

CMa3aHHEEe TpaHyJE IIpeccoBaJiM OJA [NOJy4deHusa TabJIeTok C
omnpenesieHHou mozom 0,04 MT', M 3aTeM KalCyJMPOBaJ M OJS IIOJIyUeHUS

noser 0,125 M, conmepxamue:

Tabmuua 1
KOMITOHEHTEI KonmuuecTBo (MI') Ha KonmuuecTBO (MI')
MyHMN-Tabnerky 0,040 Ha Karncyny 125
MDD MDD
FTY720 HC1! 00,0448 0,140
MauHuT USP 3,755 11,735
T'mppoxkcunponmi-oera-
UMKJIOOeKCTprH (HP-f CD) 0,120 0,375
MarHusa cTeaparT 0,040 0,125

11,0 wactu FTY720 skBMBaJIeHTHH 1,119 uyacram cosm FTY720 HCI.
Npumep 2
KoMmosuumion C TUIPOKCU-0eTa-UUMKIOOEeKCTPMHOM IIO0 IIpuMepy 1
MCIIOJILB30BAJIM OJIA IIOJIYYEHMS IIOPOWKOBOM MACCH OJIS IIOJIYUEHMUS MMHU-—
TabJIeTOK UM KalcyJ.
Tabnuua 2
PesyJbTaTH MCCJIeOOBaHMA OINHOPOIOHOCTM CMeCH I10 OOmeMy

KOJIMYUEeCTBY IIPOOYKTOB pPasJIOXKeHMA

$FTY 720 OBuee MaccoBsi InanasoH/CpenHee
UBsMepeHHBI1 pasBnoxeHue 6amnaHc
96,9 0,1 97,1
95,7 0,1 95,9 93,8-99, 23RS
98, 9 0,3 99,2 e 2,3
93,6 0,2 93,8

B Tabauile 2 IoKasaHH pe3yJbTaTH OOHOPOOHOCTHU oJisa
IoJIlydeHHOM cMecu ¢ RSD 2,3%, T[oka3HBawmMe OTCYTCTBHMe IIpobJjem
cerperaluumu Iocje O(OUMHAJLHOTO CMelMBaHMA. I[IOJIyUeHHYID CMeCh 3aTeM

InpeccymoT B MUHU-TaOJIETKU U KalriCyJIMpyKnT.
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Macca CIIpeCCOBAaHHEX TabJeToOK COCTaBJISAET 4 MT, c
OoCTaBJigseMoM moszoM 40 MMKpOTPaMMOB JIEKAPCTBEHHOTO CpPeIaCcTBa.
Tabmuila 3

CTabMJIbHOCTL B PABJIMUHBEIX YCJOBMAX, BKJIOUAS YCJOBUS C
HaTpy3kom 50°C/75%RH

YenoBusi $FTY720 OBuee MaccoBrm
crabunbHOCTHM/BpeMeHHOM VsMepeHHE paBioxeHne BanaHC
MHTepBaJ
c HP- | Bes CD |c HP-| Bes (¢ HP-|Bes CD
B-cD B-cp | CD | B-cD
0 Hepnmess 100,19 95,02 0 0,0 [100,2| 95,0

50D - cyxoii/2 Hemeu 98, 97 94,12 0,5 0,7 99,14 94,8

50D - 75% RH/2 Hemesmu | 96,04 90, 88 1,5 1,2 197,06 92,1

50D - 75% RH/12 Hepmesnws| 104,25(100,23| 2,5 7,0 |10e6,7|107,2

25D/60% RH/4 Hepmesu 100,20| 93,86 1,2 0,5 [101,4| 94,3

50D - cyxol/4 Hepmeu 99, 04 93,99 0,6 1,41 99,6 95,4

50D - 75% RH/4 Hemesu | 95,94 | 87,23 1,4 2,4 197,41 89,6

CD = LUKIIOOEKCTPUH.

IDaHHBIEe HMWXe TI[IOKa3HBalT, UTO ofllee KOJIUUECTBO M[IPOIYKTA
pasJjioxeHnUs cocTaBwio 1,4% mnpu 50°C/75% RH B TeueHue 4 Helellb B
npemnaparte ¢ HP- CD.

KamcyJsel, TOJIydeHHBEe KalCyJIMPOBaHMEM C MacCcCoOM 3aloJIHAeMOTO
14 Mr, ¢ poszou 125 MuMkpoTrpaMMOB Kaxnas. B Tabiauie 4 [DoKasaHH

ofmMe OaHHEBE TII0 CTabUIEHOCTU B PasJIMYHEIX YCIJIOBUAX, BKJIKYAa A

YCJIOBMA C Harpyskoi 50°C/75% RH (oTHOCUTeJIbHAS BJIAXHOCTD)

Tabauia 4

YenoBust $FTY720 OBimee MaccoBbi

crabmwibHocTH/BpeMs MBMepeHHEBI pasBnoxeHue BanaHc
HoMep napTum c Hp_ﬁ_ Bes CD | ¢ HP- |Bes CD | ¢ HP- | Bes CD

CD p-cD B-cb
0 HemeJb 110,4 (108,48 0 0 110,01 108,5
50D - cyxoii/2

HeneJid 111,07 |110,98 0,0 0,2 111,14 111,2
50D-75% RH/2 Hepmens|108,94 (106,09 | 0,3 0,7 109,21 10¢,8
5D/12 Hemensa 110,751109,89| 0,4 0,1 111,21 110,0
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25D/60% RH/12

Henelb 113,01 |112,46| 0,3 <LOQ |113,3(112,5
50D-cyxon/12 Hepmenw | 110,47 106,29 | 0,4 1,2 110,91 107,14
50D-75%RH/12 Hepmenw | 104,25|100,23| 2,5 7,0 106,71 107,2

IDaHHEIe IIOKa3HBaKT, uTo oOBlee KOJIMYECTBO OPpOOyKTa
pasjioxeHMd B IpemnapaTe ¢ HP-f CD cocTaBwmio 2,5%.

PesynbTaTe CTabMIJIBHOCTH, Kak B TabjeTkax, Tak M B
KarcyJlax, OEMOHCTPUPYIOT VIIYUIIEHHYIO CTabUIILHOCTB FTY720 B
bapMalLleBTUUECKOM IIPOOYKTE.

NpuMep 3

TBepOble XeJIaTHMHOBEIE KaIlCyYJE, colepxamue FTY720, ITOTOBWMIIM

cienyromuM  ofbpaszoM: HP-CD wm  FTY720 pacTBOopaJqM B BOIe IJIA

IOJIyYeHns INpubam3uTesisHO 20 OPOILEeHTHOTO pacTBopa (pacTeop A).

HPC pacTBOpPAJIN B BOIE njida [IOJIYYeHU A NPUOIIU3UTEJIEHO 7

[IPOLIEHTHOTO pacTBopa (pacTeop B). MaHHMT »noGaBiaiM B CYHIUIIKY C

KUIIANMM CJIOEM UM PAaCIBUIAJIM pacTBOPH A M B. 3aTeM I'paHYJIMPOBAHHYIO

MacCy CymMJIM I[PV YCTAHOBJIEHHOM BXOOAmel TeMmiIepaType 65°C B
CYymMJIKe C KUIIAMMM CJIOeM. 3aTeM BLHCYIMEeHHBEE T'PaHyJH pa3MaJbBaliv
Ha MeJbHMIe Frewitt ¢ curamm 18 wMem. Pa3MOJIOTHE T'PaAHYJIH
CMEemMBaJIM CO CTeapaToM MaTlHMAg B EeMKOCTM MemaJjiky. CMas3aHHBEe

TPaHyJIEl KalCyJMPOoBalM C IOoJyUeHMeM olpeneJeHHo¥ mo3u 0,03 Mr.

AHaAJIOTUUHYK MeTOOUKY MCIIOJNbL30BaJM OJ4 I[IOJIyYeHUud IPpyIUx
KaliCcyJl, KOMIIOHEHTE KOTOPHIX YKa3aHbl HIXE :
Tabmuiua 5
Komnosuumua FTY720, kancyiaws Ha 0,03, 0,06 Mmr, 0,125 Mo
u 0,25 Mo
KoMrioHeHT 0,03 Mmr| 0,06 mMmr | 0,125 Mr | 0,25 Mr
Kalncysna | Kamncyiuna Karncyna | karcyna
(M) (Mr) (Mr) (1)
FTY720 HC1! 0,0336 0,0671 0,140 0,280
I'mopoxkcunponuianemwao3a| 0,438 0,875 0,875 1,760
T'moporcunponmi-deTa— 0,145 0,289 0,301 0,003
LUUKJIOOEKCTPUH
MaHHUT 11,759 23,5189 23,434 46,868
Marumsa creapatT? 0,125 0,2500 0,250 0,500
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Boma, ouMmeHHag> - - - -

Macca KalCyJIbHOI'O
3allOJIHAEMOTI'O

(TeopeTnUeckas Macca) 12,50 25,00 25,00 50,00

[IycTadg oBoJiouka KalCyJIE

Macca OBDOJIOUKM KallCYJIE 48,00 48,00 48,00 48,00

Obmasa Macca 60, 50 73,00 73,00 98,00

ICooTHOmMEeHMe MOJIEKYJIAPHOM MacceH FTY720 HCl1 ® OCHOBaHMUA
FTY720 cocTajsgeT npubiausuressHo oT 1,12 nmo 1,0.

23 paCTUTEJILHOTO CHPLS.

‘Mcnoyib3yeTcd OJIS  LeJled TPaHyJMPOBaHUA ¥ yOaldeTcs B

Inpouoecce.
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MBMEHEHHAST $OPMYIJIA MB3OBPETEHNSA,
NPEOJNOXEHHAA OJIsd PACCMOTPEHUA
1. TBepnas OO3MPOBaHHAA JeKapCTBeHHaAd bopma oj4a
[IepopajibHOT'O BBeeHNUd, obJjlamawnia g AKTUBHOCTLIO MOOYJIATOPA
peuentopa SIP, comepxalada
a) rnepeoe COenOMHeHue, BHOpaHHOEe U3 2—aMMHO-2-[2- (4-
OKTUMJIQEHWII) 3TWJI] Iporad—-1, 3—-1uoJla, ero dapMaleBTUUECKU IpHeMIIeMOM
CoOJIM M ero ¢pochaTHOTO MNPOM3BOLHOTO,
b) HanoJmHMUTEJIL, U
c) cTabuiam3aTop, OPelATCTRYNMY 00pa30BaHMio IIPOOYKTOB
pasJIoXeHUd, COoIepXamli LUKIOIEKCTPUH MJIM eT0 IPOM3BOOHOE,

Tne dochaTHOE MPOMIBOIHOE MMeeT CJeOylnlyln GbopMyJy

HO
(o]

\
P/

HO o\
OH

H,N

4

M T'Ie yKasaHHafd KOMIIO3UMUMA COOepXUT Opubdiam3uresbHo 0,5 Mo
[IepBOTO COEeIVMHEHNA.

2. JlerkapcTBeHHad OGopMa IO II.l, TI'Ie HAIOJHUTEJE COLEPXUT
CaxapHHM CIOUPT.

3. JekapcTBeHHasd o¢opMa IO II.2, TI'Ie HalIOJHUTEeJIE COIEPXUT
MaHHUT B KauecTBe CaxapHOTO CIUpTa.

4., JlekapCTBeHHas ©GopMa II0 JidoMy M3 OpelHOylMx I[IYHKTOB,
OOIIOJIHUTEJIEHO CcomepxXallasd ceasywolee. 5. JlekapcTBeHHasd dopMa IIO
n.4, TOoe cCBRA3yKlee NPencTaBligeT COBOM TUIPOKCUMIPONIMUILESIIOI0O3Y .

6. JekapcTBeHHasa oGopMa MO JOOOMY U3 OPEeOHOYIMX IIyHKTOB,
OOIIOJIHUTEJIEHO ComepXallasd CMasbHBakllee BelleCTEO.

7. JerkapcTBeHHasa o¢opmMa IO II.6, I'Ie CMasHBawllee BeleCTBO
OpeIcTaBJIgeT COOOM CTeapaT MaTHUA.

8. JlekapcTBeHHas dopMma IO JIOOOMY M3 MNPEeOHOYIMX IIYHKTOB, TIe
IUKJIOOEKCTPMH MJIM eT0 I[IPpOM3BOIHOE MIpencTarjisgeT codolm  o-—
UMKJIOOEKCTPUH; PB-LUUKIJIOOEeKCTPUH, Y-UMKJIOINEKCTPWH,; ITUIPOKCUIIPOIMNII-
UVKJIOOEKCTPUH, CYJIbGOOYTMIIOBEM 5dMp P-LIMKIOODEeKCTPMHA; OOIeKaKMC-—

2, 6-0-MeTWJI-O—LUUKJIOOEKCTPUH ; TeTpagekakuc-2, 6-0-MeTmiI-p-
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IUKJIIONEeKCTPYH ; TekcalleKakuc—-2, 6, O-MeTUJI-Y-1IUKIJIONEeKCTPUH ;
TeTpamgekakuc-2, 6-0-9TuiI-B-1UKIJIOOeKCTPUH ; O~ LMKJIONEKCTPUH,
YaCTUUHO STepUOMLUMPOBAHHEM 2-TUIPOKCUIPONMIOM; B-1IMKJIOOEeKCTPUH,
YaCTUUHO 2TepUOUUMPOBAHHEMN 2-TUIPOKCUIIPONMIIOM; PAa3BETBJIEHHHN O—
LUMKJIONEKCTPUH ¥ Pa3BEeTBJIEHHEN B-LUUKIOOEKCTPMH, TIe IJI0KO3a MK

MaJIbTO3a CBA3aHH IOCPEOCTEOM O-1, 6-TJIOKO3MIHOM CBA3U.

9. JlekapcTBEeHHAad dbopmMma 1o JroboMy U3 n.on.l-7, roe
CTabUIM3aTOP COIOEPXUT IMIOPOKCUIIPONMI-0eTa-LUUKIOOEeKCTPUH .

10. JlexkapcTBeHHasa ¢opMa [0 JoOOMYy M3 IPedeOymlrxX IIYyHKTOR,
Toe CcTadbuamM3aTop NPUCYTCTBYET B KoJuuecTBe oT 0,4 mo 3 comepxaHUM
2—aMMHO-2- [2- (4-OoKTWJIGeHWI) 2TWuJ ] nponau—-1, 3—-ouoja B 0,5 ueM
KOJIMYECTBO 2-aMUHO—-2-[2- (4-OoKTUIDEHWII) 3TWJI] IponaH—-1, 3—OuoJjia WK
ero dapMalleBTUUECKM IIpMeMJIeMOM COJIM, B MOJILHOM COOTHOMEHUMN.

11. JlexkapcTBeHHas o¢opMma o JOOOMYy M3 IMIPelEOyIMX I[IYyHKTOR,
TIoe TIIepBOe cCcoelIMHeHMe IpencTaBjageT cobor 2-aMuHO-2-[2- (4-
OKTUIIQEHWII) 3TWUJI] IpornaH—1, 3—OmoJ WU ero bapMalleBTUUECKUA
IpMEeMIIEMYK COJIb .

12 JlekapcTeBeHHasd ¢opMa II0 JoOOMY M3 IIPeleOyllMX IIYHKTOB,
IpenHa3HadyeHHasd MOJIA JIeUeHUAa ayTOMMMYHHOT'O 3aboJjieBaHuAd.

13. JlekapcTBeHHAaA bopma 1o m.12z, roe ayTOVMMMYHHOE
3abojieBaHMe MNpenacTaBJisgeT CcoBOM pacCesHHBM CKJIepo3.

14. JlexapcTBeHHas ¢opMma o JoOoMy M3 OPeIbOylMx IIYHKTOR,

IIpencCTaBJjidlaa cobom TabJeTKy WM KalcyJy.

[Io DOBepeHHOCTHU
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