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OIIMCAHUE U3OBPETEHUA
2420-570986EA/072
KOMIIO3UIIUA JJIsI TEPOPAJIBHOM JJIOCTABKH BEJIKOB, IENITHIOB U
MAJIBIX MOJIEKYJI CO CJIABOM TPOHUIIAEMOCTBIO

ITEPEKPECTHAA CCBhIVIKA HA POJACTBEHHBIE 3AABKU

[0001] [Ins HacTOsIEeW 3asBKM UCIPAIIMBAETCS NPUOPUTET HA OCHOBAHWUH
npeaBapuTenpHoO 3asBku Ha mateHT CIIA Ne 62/832508, momannoii 11 anpens 2019 r., monHoe
COZeprKaHNUe KOTOPOM BKJIFOYEHO B HACTOSLIUN AOKYMEHT IIOCPEACTBOM CCBUIKH.

OBJIACTb U3OBPETEHUA

[0002] Hacrosimmee n3obpeTeHne OTHOCUTCS K KOMIIO3ULIUH Uil IEPOPAIbHON JTOCTABKH
OenKoB, MENTHUAOB M MAJbIX MOJEKYJ CO C1a0oi MPOHULAEMOCTBIO. bonee KOHKpeTHO, 3TO
OINHUCaHNE OTHOCUTCS K (apMaleBTHUECKOW KOMIO3ULIUH, MPEeIHa3HAUYEHHON TSl IepOopaibHON
JOCTaBKU JIIOOONW MOJIEKYJIbI CHHTETUYECKOTO WJIM MPUPOIHOTO IMPOUCXOKAEHHS CO ClIadoi
IPOHHUIIAEMOCTBIO, WIIN UX COJIEH HITH COJIbBATOB, O0JIQIAI0IINX TEPAIeBTHYECKOH aKTHBHOCTHIO.

YPOBEHb TEXHUKHN

[0003] Monekybl co cnaboi MPOHHIIAEMOCTHIO TMPENCTABISIOT COOOH COEIMHEHUS,
KOTOpBIE TUIOXO BCACBIBAIOTCS 4epe3 KJIETOYHble MeMOpaHbl KHIIEYHHKA. B CBs3M ¢ yeM, ux
BBOAST BHYTPUBEHHO WIHM MOAKOXKHO. BcieacTtsue mioxoro BcacblBaHUsI 4epe3 KIETOYHbIE
MeMOpaHbl KHIIEYHHKA, WX KJIMHHYECKOe NMPUMEHEHHE 3HAYUTEJIbHO OrPAHUYEHO, YUUTHIBAS
HEOOXOAMMOCTh BHYTPUBEHHOTO BBEACHUS U TO3MPOBAHMS HECKOJIBKO pa3 B CyTKH (Hampumep,
UHCYJIMH JUIsl AMa0eTHKOB). DTH IJIOXO BCACHIBAEMbIC COENMHEHHs WACHTHU(PHLHMPOBAHBI Kak
coequaenust kynacca III u kmacca IV B coorBercTBUH ¢ OHOpapMaLeBTHUECKOH CHCTEMOMN
knaccudpukanuu (BCS), nmpemnoxenHoit Amidon GL u coaBropamu B A theoretical basis for a
biopharmaceutic drug classification: the correlation of in vitro drug product dissolution and in
vivo bioavailability (Pharm Res. 1995 Mar; 12(3):413-20.), koTOpasi MOJHOCTBIO BKJIIOYEHA B
HACTOALIUI TOKYMEHT [TOCPECTBOM CCHUIKH.

CYIIHOCTDb U30BPETEHUA

[0004] 3asBuTenn paspaboTanu KOMIO3UIUH ISl MEPOPATHHO BBOAMMBIX MOJIEKYJ CO
cnaboll MPOHULAEMOCTBIO. JTH KOMITO3UIIMH BBICOKO 3((EKTUBHBI ISl MALUEHTOB, KOTOPBIM
TpeOyeTcst BBEIeHUE Mpenapara HECKOJIbKO pa3 B CyTKHU. [Uist OydeHus: TAKOH KOMITO3UIUH JIJTST
NEPOPANbHON JOCTaBKHM MOJEKYJBl CO claboi MPOHUIAEMOCTBIO, 3asBUTENN JOJDKHBI ObUTH
yCTPaHHUTh MpOOJieMy, O MEHbLIEH Mepe, 3TOH IUIOXOH NMPOHHLIAEMOCTH Yepe3 KIETOYHbIE
MeMOpaHbI KUIIEYHHUKA, U B OTHOIIEHUH HEKOTOPBIX M3 3TUX MOJIEKYJI, B YACTHOCTH MENTHUAOB U
OenkoB, MPoOIeMy XUMUYECKOH 1 PU3NIECKOI HECTAOMIIBHOCTH B XKEJy JOUYHO-KUIIEYHOM TPAKTE
U, B YaCTHOCTH, MOTE€PH AaKTUBHOCTU BCJEACTBHE KHCIBIX YCIOBHIl B JKENyJKe, a Takke
(bepMEHTaTUBHOTO paCIlEIUICHHUs BO BCeM KuleuHnke. COOTBETCTBEHHO, 3asBUTENHN pa3padoTaiu
MIOKPBITYIO OOOJIOUKOH JIEKAPCTBEHHYIO (POPMY C OTCPOYEHHBIM BBICBOOOXKIEHHEM, KOTOpast
MOJKET JOCTABIISATH MOJIEKYJIBI CO CJIa00H MPOHNIIAEMOCTBIO B KHILIEUHUK C TIPOIYIUPOBAHUEM i71-
Sify yCUIATENSI TPOHULIAEMOCTH JIJIsl Y CHIICHHUSI UX OMOAOCTY THOCTH.

[0005] B marente CIITA Ne 9259389 aBTOpbI HACTOSIIErO U300pETeHHsI OOHAPY JKUJIH, YTO



nepeBapuBaeMasi oOpaTHasi SMyJIbCUSI MOXKET YBEJIHMYMBATh OMOMOCTYIMHOCTh OJIMTOCAXapUIOB.
Heoxxunanno 3asiBuTeny 0OHAPY KUJIH, YTO PACTBOP JIMITUAHBIX HATIOJIHUTENEH C MOJIEKYJIAaMH CO
cnaboll TPOHMIIAEMOCTBIO, IUCTIEPTHPOBAHHBIMU B BHE TMOPOIIKA B KOMIIO3HIHH, MOXKET
o0ecreunTh yIyIeHHbIE PE3yIbTaThl OMOAOCTYITHOCTH AJISt ’TOTO KOHKPETHOTO KJIacCa MOJIEKYJT
(To ectb coenunenmii knacca Il u knmacca IV no xnaccudpukanmu BCS, npennoskenHolt Amidon
GL wu coasropamu (Pharm Res. 1995 Mar; 12 (3): 413-20.)). B wuactHOCTH, 3asBUTENH
OOHAPY’KWJIM, YTO MAJII MOJIEKYJbl CO claboil MPOHMIIAEMOCTBIO, B HYAaCTHOCTH OEJNKOBBIX MU
nenTUaHbIX coenuHeHnit kimacca III B coorBerctBum ¢ cucremoi knmaccupukamuun BCS,
KoMIo3uLust 0e3 nobasieHus BoAbl MOXeT ObITh 3(pdexruBHoi. He Oynyun cBsI3aHHBIMU KaKOMH-
1100 TeopueH, MoNararT, YTO BOJAA UMEET TEHICHLIUIO BBI3bIBATh arpernpOBaHUE 3TOTrO Kjlacca
MOJIEKYJ CO C€1a0O0l MPOHMIAEMOCTHIO. B HacTHOCTH, 3asBUTENH OOHAPYKWIM, YTO B CIy4ae,
KOI'JIa OHU HE BKJIFOUYAJIH BOJy B KOMIIO3ULIMIO, COAEPIKALLYIO PACTBOP BCIIOMOTAaTENbHBIX BELLECTB
Ha OCHOBE JIMMHOB CO clabonpoHULIaeMO OeIKOBO MM neneTuHON MoJekyJoi knacca II mo
BCS, nnu conbto, qUCreprupOBaHHON B BHUJIE MOPOLIKA B KOMIIO3HLIUH, TO TOCTUTAIUCH OoJjee
BBICOKHE Pe3yJIbTaThl OMOAOCTYTHOCTH JUJIsl ’TOr0 KOHKPETHOTO KJIacca MOJIEKYJ1. B To e Bpems,
yaajeHne BOIbl ObLIO HEONArOMPUSITHBIM ISl CaxapuaoB, uTo omucaHo B matente CILITA Ne
9259389.

[0006] Kpome Toro, 3asBUTENM MOTYT YBEJIUYUTH JICKAPCTBEHHYIO HArpy3Ky B Cllydae,
xorna APl MOXHO aucneprupoBaTh B BHJE NOpPOIIKA 0e3 HeOOXOOMMOCTH CONMOOMIN3UPOBATH
akTUBHBIA (papmaueBTuueckuii uHrpeaueHt (“API”) B Bopme, y4MTBhIBass OTCYTCTBHE JTOH
HeoOxonumocTH. Kpome TOro, KOMMO3MIUS MO CBOEH Mpupoae sBisieTcs Oonee Gu3uuecku
CTaOMJIBHOM, MOCKOJIbKY BCIIOMOTATENIbHBIE BELIECTBA HA OCHOBE JIUITUIOB MOTYT HaXOIUTHCS B
pactBope B Buue otraenbHON (aspl. Takum oOpasom, s crabwmmsanuu (a3, MOKET
OTCYTCTBOBaTh MOTPEOHOCTh B NOOABIEHUU CTAOMIM3AaTOpPA, TAKOTO KaK JUOKCHI KpeMHHs. B
HEKOTOPBIX BapHUAHTAaX OCYINECTBJICHUS, B MPOHM3BOJACTBEHHBIX LENAX MOXKET IOOaBJIATHCS
3aryCTUTENb IJI1 COXpaHeHus1 ofHopoaHocTH nopomka API B cycniensun Bo Bpems mpoiecca. B
HEKOTOPBIX BapHAHTAX OCYIIECTBJICHUS, 3aryCTHTEIb MOXKET IMPENCTAaBJIATh COOOW THUOKCHI
KpeMHusi. HakoHel, 1o CpaBHEHHUIO C IPYTUMH KOMIIO3ULMSIMH, ONMHCAHHBIMU B JIUTEpaType, B
KOTOPBIX UCIIONIB3YIOTCS BCIIOMOTaTeIbHbIE BEIECTBA, TAKHUE KaK yCUIIUTENIN MPOHULIAEMOCTH, B
KOMIIO3UIIUSIX, OIHCAHHBIX B HACTOALIEM JOKYMEHTE, MOIYT MHCIIONb30BAThCS TOJBKO
oOmienpu3HaHHbIe Oe30MacHbIe BCIIOMOTATENIbHBIE BEIIECTBA WM y)KE€ MMEIOIIHECs] B MPOJaKe
WUHIPEAUEHTBHI.

[0007] B HekOoTOpBIX BapHaHTaxX OCYINECTBJICHHUS, (papMameBTUYECKas KOMIIO3MLIUS,
coeprKaasi CHHTETUIECKYIO HIIH MPUPOIHYI0 MOJIEKYJy cO caboil MPOHUIIAEMOCTBIO, HITH €€
conb uian conbBar, B kojuudecTtBe 0,01-20% 1o macce OT OOmIeld MacChl KOMIIO3HIIUU;
munouIbHy0 (asy, comepKalyo TPUMITHLEPHUIb] KUPHBIX KUCJIOT B Kojmdectse 50-80% mo
Macce OoT 001Iei MacChl KOMITO3ULUH, U, TIO MEHbIIEH Mepe, OHO JUMOPUIBHOE MOBEPXHOCTHO-
aKTUBHOE BELIECTBO, COAEpIKAIIee HETONHbIE 3(DHUPBI MONHONA U JKUPHBIX KHCIOT B KOJIMYECTBE
10-50% mo macce ot oOmieii Macchl KOMIO3HWIMUA. B HEKOTOPBIX BapuUaHTaX OCYIIECTBIICHUS,

CUHTCTUYCCKAsA WK MNpUPOAHAss MOJICKYJia CO ciaboit NPOHULACMOCTBIO, HJIM €€ COJIb WA



coJbBar, npeacrasisieT codoit coenunenue knacca 111 umm IV mo BCS. B HekoTopbIx BapuaHTax
OCYIECTBJICHUs, CHUHTETHUYECKAs WIJIM TPHUPOTHAST MOJIEKyJa cO ciaboil MPOHHIAeMOCTHIO
npencrasisier coboil mentux wim Oenok. B HEKOTOPBIX BapHaHTaxX OCYILIECTBICHMS, MENTHI
comepkuT oT 5 10 20 aMMHOKHMCIOT. B HEKOTOpBIX BapuaHTaxX OCYILECTBJICHMs, KOMIO3ULIUS
COIEPKUT, 1O MEHbLIeH Mepe, OAHO TUAPOPUIBHOE IMOBEPXHOCTHO-AaKTUBHOE BEIIECTBO C
ruapodunbHO-munoduibHeIM Oanancom (“HLB”) Benue 10 B xonuuectse 1-30% mo macce ot
o0reli Macchl KOMITO3UIMH. B HEKOTOPBIX BapUaHTax OCYLIECTBIIEHHS, [0 MEHbIIEH Mepe, OTHO
rUAPOPUIBHOE TOBEPXHOCTHO-AKTHUBHOE BEIIECTBO BBIOPAHO W3 TPYIIBL, COCTOSIIEH U3
nosnokcusTuier(20)monooneara, PEG 8 rimuepuaos kanmpuioBbIX/KarpuHOBBIX KUCIOT, PEG 6
TIIMLEPUIOB KaIPUIIOBBIX/KAPUHOBBIX KUCIIOT, MOJH(OKCUATHIIEH )(4)may puioBoro >¢upa u ux
cmeceil. B HEKOTOpPBIX BapuaHTaX OCYLIECTBJICHUs, TPUITMLEPUIBl SKUPHBIX KHUCJIOT
NPEACTABISIIOT COOOH CpeAHeLenoYeyHble JKUpPHbIE KHUCIOTBI. B  HEKOTOpBIX BapuaHTax
OCYILECTBJICHUS], JIMMOPHIBHOE MOBEPXHOCTHO-AKTHBHOE BELIECTBO BKIJIIOYAET CMECh MOHO- U
OUTTTULEPUAOB CPEIHELENOYEUHbIX JKUPHBIX KUCIOT. B HEKOTOPBIX BapuaHTax OCYLIECTBJICHU,
KOMITO3HLIMST HE BKJIIOYAeT BOAY. B HEKOTOPBIX BapHaHTaX OCYLIECTBJICHHS, (hapMalieBTHUECKas]
JeKapcTBeHHass (opMa C OTCPOUYEHHBIM BBICBOOOXKIEHHEM COAEPIKUT JIOOYIO U3 ONMMCAHHBIX
BBILIE KOMIIO3ULIHH, I1e JIeKapCTBEHHAs! (popMa ¢ OTCPOUEHHBIM BBICBOOOXKICHUEM MTPEACTABIISET
co0oi1 1eKapCTBEHHYIO (OPMY C MOKPBITHEM, Y KOTOPOH BBICBOOOJKAEHHE aKTHBHOTO BEIIECTBA
3aBHCHUT OT 3Ha4eHus pH. B HEKOTOPBIX BapHaHTaX OCYINECTBIIEHUS, CIIOCOO JIEUSHHUs TALMEeHTa
BKJIIOYAET BBEICHHE HYKIAIOIIEMYyCsl B 3TOM 4eJIOBEeKY 3(P(PEKTHBHOrO KONUUecTBa OO0 M3
OTMCAHHBIX BbIIIE KOMITO3ULUI.

[0008] [lomosmHUTENbHBIE MPEHMYINECTBA OyIyT OUEBHUAHBI CIELUAIUCTAM B IAHHOM
00J1aCTH TEXHUKHU U3 CIEAYIOIIero MoApoOHOro onucanus. [Ipumepbl U ONUCaHKs B HACTOSIIIEM
JOKYMEHTE CJIeyeT pacCMaTpuBaTh Kak WJUIIOCTPaTHBHBIE IO CBOEH CyTH, a HE Kak
OrpaHUYMBAIOLIHE OOBEM HACTOSIIETO H300PETEHUS.

[0009] Bce myOnumkaiuu, BKJIIOYAsi MATEHTHbIE JOKYMEHThI, Hay4HbIE CTAaThU U Oa3bl
JAHHBIX, YKa3aHHbIE B HACTOSALIEH 3asiBKe, BKJIFOUEHBI ITOJIHOCTBIO MOCPENCTBOM CChUIKH AJIS BCEX
Heneil B TOH ke CTENeHH, Kak eCli Obl KaXkiasi OTAeNbHas MyOauKanus Obljla MHANBHIYAJIBbHO
BKJIIOUEHA MOCPENCTBOM ccbUlku. Eciu ompeneneHue, M3JI0KEHHOE B HACTOSLIEM JOKYMEHTE,
NPOTHBOPEYHT I UHBIM 00Pa30M HE COTJIACYETCsl C ONpeaesieHHeM, N3JIOKEHHBIM B MATEHTAX,
3asiBKax, ONMyOJIMKOBAaHHBIX 3asBKAX U APYTUX MyOIUKALUSIX, KOTOPbIE BKIFOYEHBI B HACTOSIIIUI
JOKYMEHT IOCPEICTBOM CCBUIKH, ONpeeNeHNe, U3JI0KEHHOE B HACTOSIIEM JIOKYMEHTE, UMeTh
IPUOPUTET OTHOCUTENBHO OINpEAeNeHus, KOTOpPOe BKJIIOUEHO B HACTOSIIUN JOKYMEHT
MOCPEACTBOM CCBLIKU.

ITOJAPOBHOE OITMCAHUE U30BPETEHHA

[0010] Hacrosimee wu3o0peTeHHME OTHOCUTCS K (hapMaleBTHYECKUM KOMITO3HLIUSIM,
IpeIHa3HaYeHHbIM I IEPOPaIbHOIO BBEJIEHHUS, COMIEPIKALIUM CUHTETUYECKUE WU NPUPOAHbIE
MOJIEKYJIBI CO CJ1a00H MPOHNIIAEMOCTBIO U 00JIaIAF0LIINM T€PAIeBTUIECKON aKTUBHOCTBIO, MITH X
(dapMaLIeBTHUECKH TPUEMIIEMBIM COJIIM TPHCOCOUHEHUS WM COJIbBATAM. JTH KOMITIO3HILIUU

MOTYT NPEACTABJIATD coboit KOMIIO3HMIIMKO HAa OCHOBEC JIMIIUIOB. KpOMe TOr'o, 3T KOMIIO3ULIMHN



MOTYT TpPENCTaBJATh COOOH JIEKAPCTBEHHYIO (OPMY C OTCPOYEHHBIM BBICBOOOKIEHHEM. B
HEKOTOPBIX BApUAHTAX OCYIIECTBIICHUS, JIEKApCTBEHHast (opMa MOXKET MPEACTaBIATbH COOOH
MSTKYI JKEJaTUHOBYIO KAalCyJly C OTCPOUYEHHBIM BBICBOOOXKACHHEM, KaICyJdy C TBEpAOH
000NIOYKOH MM X codyeTaHue. B HEKOTOPHIX BapHaHTaX OCYLIECTBIEHHS, 3T JIEKAPCTBEHHAs
¢dbopMa ¢ OTCPOUEHHBIM BBICBOOOIKICHHEM MOXKET MPEACTABIISITh COOOH JIEKAPCTBEHHYIO (HopMy €
BBICBOOOKIEHNEM B KUIICYHUKE.

[0011] Kommo3uuiuu MOTyT BKITFOYATh: (A) CHHTETHUECKHE WA IPUPOIHBIE MOJIEKY JIBI CO
cimadoit nmponuaemMocTro; (B) munogunpayto ¢asy; (C) mo meHblieit Mepe, OnHO JTUMOPUITBHOE
NIOBEPXHOCTHO-aKTUBHOE BemecTBo, w/mmi (D) mo MeHsmmedl mepe, ogHO ruapoduiIbHOE
MOBEPXHOCTHO-aKTUBHOE BEIECTBO. B HEKOTOPBIX BapHAHTAX OCYIIECTBIEHHs, KOMIIO3MLIUS
MOJKET BKJIIOYATh XUMUYECKOe /Wi Pr3ndeckoe CTaOMITU3UPYIOLIee BEIeCTBO.

CuHTEeTHYECKHUE WY OPUPOAHBIE MOJIEKYJIBI CO CJIa00M IPOHULIAEMOCTELI)

[0012] B HExOTOpPBIX BapuUaHTaX OCYLUECTBJIEHUs, KOMIIO3ULUS MOXKET BKJIIOYAThH
CHHTETUYEeCKHUE WM IPUPOAHBIE MOJEKYJbl CO C1aboil NPOHHLAEMOCTBIO WIH JIHOObIE
(papManeBTHUECKH MPUEMIIEMbIE COJIM ATHX MOJIEKYJI CO C1ab0il MPOHULIAEMOCTBIO B KOJMYECTBE
1o okojio 1% mo macce, okoio 2% 1o macce, okosio 5% 1o macce, okoso 10% mo macce, OKoJio
15% wunu okono 20% mno macce OT oOOwIedl MacChl KOMIO3MLMH. B HEKOTOpBIX BapHaHTaX
OCYIIECTBJICHUsI, KOMIIO3ULIUSI MOXKET BKJIIOUATh CUHTETUYECKHUE WJIN NMPUPOIHBIE MOJIEKYJIbI CO
cnaboil MPOHUIIAEMOCTBIO MIIH JTIOOBIE (papMaleBTUYEeCKU NPHEMIIEMbIE COJIM STHX MOJIEKYJI CO
cnaboi mpoHULIAEMOCThIO B KosuuecTBe okosio 0,01-30% mo macce, okoso 0,1-30% mno macce,
okouio 0,01-20% mo macce, okojo 0,1-20% 1o macce, okoso 0,1-15% no macce, okojo 0,1-10%
o macce, okoJjio 0,1-5% no macce, oxouo 0,1-2% 1o macce, okoo 0,1-1% mo macce, okoJio 0,1-
0,5% mo macce uau okoJjio 0,5-1,5% o macce ot o01eii MacChl KOMITO3ULIHH.

[0013] CunTeTnueckue uiM NPUPOIHBIE MOJIEKYJIBI CO CIab0i MPOHULIAEMOCTHIO I UX
(hapMaLIeBTHUECKH MTPUEMJIEMbIE COJI MOTYT BKJIFOYATh: JIF000H O€JIOK, MOJIMNEeNTHA, TeNTHA WIN
MaJIyI0 MOJIEKYJly O cy1aboil MPOHULIAEMOCTBIO, MPEeIHA3HAUYEHHbBIE IS IEPOPATBHON TOCTABKH,
I7le AKTUBHBIH KOMIIOHEHT IO HW300PETEHHIO MOXET MPEeNCTaBisATh COOOW, HO HE HMH
OrpaHUYMBAsICh, WHCYJIMH, TOPMOH POCTa YeJIOBEKA, KaJIbLIUTOHUH (HAampuMmep, KaJbLIUTOHUH
Jococst), UHTepPEepOH, TaKOW Kak 0O-, - Wi y-uHTep(EepOH, TIFOKAroH, TOHAJOTPOIMUH-
BbICBOOOXKIAIOIIMH TOPMOH, 3HKe(aTuHbIl, BaKUWHBL, (EPMEHTBI, AHAJIOTH TOPMOHOB,
UHTUOUTOPBI (PEPMEHTOB, AHTUTENA U MHMETHKH aHTHTe]. CHHTETHYeCKHe WU NPHPOIHBIE
MOJIEKYJIBI CO CJa0OH NPOHULIAEMOCTBIO, WM HUX (hapMaLEBTHUECKH TNPUEMIIEMbIE COJIH,
NPEACTABISIIOT OO0 CoemuHEeHus, KOTopble Kiaccubpuumpyrorcs B kiaccel III uw IV B
cooreercTBuH ¢ cuctemoit BCS, npennoxxennoit Amidon GL u coasr. B 4 theoretical basis for a
biopharmaceutic drug classification: the correlation of in vitro drug product dissolution and in
vivo bioavailability (Pharm Res. 1995 Mar;12(3):413-20.)

JlunodunsHas daza

[0014] B HexkOTOpPBIX BapuaHTaX OCYILIECTBJIEHUs, KOMIIO3HULAS MOXKET BKJIIOYAThH
muno¢uIbHYO a3y B KomudecTse 10 okoso 50% mo mMacce, okoio 55% mno macce, okoso 60% mno

Macce, 0koJio 65% 1o macce, okono 70% mno macce win 0koja0 80% 1o macce ot 00IIel Macchl



KOMIIO3UIIMH. B HEKOTOPBIX BapUaHTaX OCYINECTBICHHs, KOMITO3UIUS MOXET BKIIIOYATh
munodunbHyo a3y B komudectse okosio 50-80% mo macce, okoso 55-75% mo macce, okoJo 60-
70% mo macce, okojo 62-68% 1o macce, okono 64-66% mno Macce unu okosto 65% 1o macce ot
o01eit MacChl KOMITO3HLIUH.

[0015] B HekoTOpbIX BapuaHTaX OCyIIeCTBIeHUs, JunoduibHas ¢aza MOXKET
MPEICTaBIISITh COOON TPUTIIULEPHUIBI JKUPHBIX KUCIOT. TPUTITHIEPUIbl JKUPHBIX KUCIOT MOTYT
COOTBETCTBOBATH JIFOOBIM TPUTIIHLIEPUIAM HACBIIECHHBIX WM HEHACBIIEHHBIX KUPHBIX KHCIIOT,
KOTOpPBIE SIBJISTIOTCS (hapMalleBTHUECKH U MEPOPATBHO MPUEeMJIEMbIMUA. B HEKOTOpPBIX BapHaHTaX

OCYIECTBJICHUS], TPUTIIULEPUABI )KUPHOM KHCIIOTHI MOTYT HMETh CIIEAYIOIIYI0 (OpMyJIy:

F ——{?J‘I—Rl
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B koTopoit R1, R2 u R3 He3aBuCHMO pyT OT Apyra NpencTaBisitoT COOOH aIKMIIbHYIO HIIH
AJKEHWJIbHYIO TPy UCXOAHOM KUPHOM KUCIIOTBHI.

[0016] XKupHast kucnoTta MOXKeT ObITh HACHIIEHHON MM HEHACHIIEHHOW. B yacTHOCTH,
JKUPHAs KICJIOTa MOJKET ObITh HACHIIEHHOM, MOCKOJIbKY HEHACBILICHHAS )KUPHAST KUCJIOTA MOKET
3aMEJINTh KHHCTHUKY MNUINCBAPCHUA W CHHU3WUTb BCJIIMYMHY NHUIICBAPCHUSA, BbIPAXKCHHYHO B

MmpoLcHTax. HeKOTOpre TUITNUYHBIC HACBIIICHHBIC XUPHBIC KHUCJOTBI yKa3aHbl B CJIGI[YI'OH_IGI\/‘I

tabnune 1.
Tabmuna 1
OOwenpunsitoe | Ha3zpanue no | Xumuyeckas Coxkp. Temnepatypa
Ha3BaHUeE IUPAC CTPYKTypa NIJIABJIEHUSA
O

MacnsHas Bbyranosas kucinora | CH3;(CH;),COOH | C4:0 -8

KHCJIOTa

Kanponosast I'excaHoBast CH3(CH,),COOH | C6:0 -3

KHCJIOTa KHCJIOTa

Kampunosas OxkranoBas kuciora | CH3(CH;)COOH | C8:0 16-17

KHCJIOTa

Kanpunosas Hexanonas kuciora | CH3(CH,)sCOOH | C10:0 31

KHCJIOTa

JlaypunoBas JonexkaHoBast CH3(CH;),0COOH | C12:0 44-46
KHCJIOTa

MupuctuHoBast Terpanexkanosas CH3(CH,),COOH | C14:0 58,8




KHCJIOTa KHCJIOTa

IlanemutnHOBas | I'ekcamexkaHnoBas CH3(CH,)4,COOH | C16:0 63-64
KHCJIOTa KHCJIOTa

CreapuHoBas OxTazmexaHoBast CH3(CH;),,COOH | C18:0 69,9
KHCJIOTa KHCJIOTa

ApaxuHoBasi OliKko3aHOoBas CH;(CH,),5COOH | C20:0 75,5
KHCJIOTa KHCJIOTa

berenosas Jloko3aHOBast CH3(CH,),COOH | C22:0 74-78
KHCJIOTa KHCJIOTa

Jlurnonepunosasi | TerpakosaHoBast CH3(CH;),,COOH | C24:0

KHCJIOTa KHCJIOTa

[0017] R1, R2 u R3 moryT npeactaBisiTh OO0 MPSIMyIO HJIH Pa3BETBJICHHYIO Lienb. B
HEKOTOpBIX BapuaHTax ocyuiectsienus, R1, R2 u R3 moryr npeacraBiste coboit C;-Css
AJIKUJIbHBIC WIIH aJIKeHIIbHbIe rpy b, Cs-C3 aakuibHble WK ankeHuIbHbIe rpy bl win C7-Co
AJIKWIbHBIE WJIM AJKEHHJIbHBIE IPYIIbl. B HEKOTOpBIX BapHaHTaxX OCYINECTBIICHMS, JKUPHbBIE
KHCJIOTBI TIPENICTABISIFOT COOOI HACBIIEHHBIE JKUPHBIE KUCJIOTHI U CPEIHELETIOUeUHbIe KUPHbIE
kucnotsl 1o cymecTsy, tunogmibHas Gaza MOXKeT MPEACTABIATh COOOH TPUTTTHLIEPUABI JKUPHBIX
KHCJIOT ¢ JYTMHHOM (HAMpUMep, COeBOE MACJIO M PHIOUH JKUP), CPEAHEN HITH KOPOTKOM (Harmpumep,
TIIHLEPUITPUALIETAT) LENbI0. B HEKOTOPHIX BapUaHTaX OCYINECTBJIEHUS, TPUTITHLEPHUIBI MOTYT
NPEACTABISTh COOOM KAaNpHUJIOBYIO KHCJIOTY, KalpHHOBYIO KHCJIOTY WJIM MX CMECH (Takue Kak,
Harmpumep, kommepdeckuii mponykt Muraron 812®, Captex 355®, Estasan®, Neobee M5®,
Labrafac CC® u Captex 1000®). B HEeKOTOpbIX BapHaHTaX OCYIIECTBJICHUS, TPUTIHLICPHIbI
MoryT ObiTh Tpuriuiepunamu Cq-Ci; skupHbIX KUCHOT WiH Cg-Cjo KUPHBIX KUCIIOT.

.HI/IHOd)I/I.]'IbHOe NOBEPXHOCTHO-AKTHUBHOEC BEIICCTBO

[0018] B HekOTOpBIX BapHaHTAX OCYLIECTBJIEHUs, KOMMO3ULUS MOKET BKJIIOYATh, IO
MEHbILEH Mepe, OTHO JUMO(PUIbHOE MOBEPXHOCTHO-AaKTUBHOE BEIECTBO B KOJIMYECTBE 10 OKOJIO
1% no Macce, okoJio 5% 1o macce, okosio 10% 1o macce, okono 15% mo Macce, okojo 20% no
Macce, okoj0 25% no macce, oxoio 30% mo macce, okosio 35% 1o macce, okoJio 40% 1o macce,
okoJio 45% mo macce win okoso 50% mo mMacce OT o0meil MacChl KOMITIO3UIMH. B HEKOTOPBIX
BapUAaHTAaX OCYLIECTBJICHUS, KOMIIO3ULUSI MOXET BKJIOYaThb, [0 MeEHbLIeHl Mepe, OAHO
TUo¢pUIbHOE IOBEPXHOCTHO-AKTUBHOE BEIIECTBO B KoM4yecTBe okoio 10-50% mo macce, 0KoJio
15-35% mo macce, okojo 20-30% no macce, okono 22-28% 1o Macce, okojio 24-26% mno macce
UK 0KOJIO 25% 1o Macce OT 00IIel MacChl KOMITO3ULIMK. ECTi KOMITO3UIIMSI BKITFOYAET MEHBIIIE,
geM okoJio 10% mo Macce, Mo MeHbIIeH Mepe, OHOTO JTUMOQPUIBHOTO MOBEPXHOCTHO-AaKTUBHOTO
BEIIIECTBA, KHHETUYECKOE MUINEBAPEHHE HE MOXET ObITh ONTHMMH3UpOBaHO. Eciu komMmo3uuus
BKIOYaeT Oombmie, yem 50% mo Macce, MO MEHbIIEH Mepe, OHOro JUMO(GUIBHOTO
MIOBEPXHOCTHO-aKTUBHOTO BEINECTBA, KOJNUYECTBO JHUNO(GMIbHONH (as3el, OOCTYNMHOH s

BbICBO60)KI[eHI/I$[ Karpara HaTpusa, HE MOXKET OBITb ONTUMAJIbHBIM.



[0019] B HekoTOpPBIX BapHaHTAX OCYIIECTBIICHUS, [0 MEHbIIEH Mepe, OTHO JIUIMOPUITbHOE
MIOBEPXHOCTHO-aKTUBHOE BEIIECTBO MOXET TNPEACTAaBJIATbH COOOM HEMOJHBbIE CIOXKHBbIE 3(QHUPHI
NOJINOJIa U XKUPHBIX KHUCJIOT. HemomHble CioskHble 3(HUPBI MOIHONA U KUPHBIX KHUCJIOT MOTYT
O3HauyaTh JIFOOBIE HETIONHBIE CJIOXKHBIE 3(UpPBI, TOJIyYeHHbIE 3TepUPHKanMel MOJHOJIOB U
HACBHIIIEHHBIX WJIM HEHACBHIIIEHHBIX JKUPHBIX KUCIOT, KOTOPBIE SIBISIOTCS (papMaLeBTHUECKU U
NEpPOpaIbHO MpuUeMieMbIMU. TUNHMYHBIE HACBIIEHHbIE SKUPHBIE KHCJIOTHI YKa3aHbl B
BbILIepuBeieHHON Tabnuie 1. JKupHble KUCIOTHI MOTYT OBITh CPEAHELIENOYEYHBIMU KUPHBIMU
kuciotamu, TakuMu Kak Cg-Ciy )KUPHBIE KUCIIOTHI, B YACTHOCTH KAIPUJIOBAsl W/WIIA KalpUHOBAs
kucnota. [lonuonbl MOTyT NMpPencTaBiIsATh COOOW, HAMpUMEp, MPOIWICHTJIMKONb U TIIMLIEPHH.
Harnpumep, HenomHble CoKHBIE 3(UPBI MOTHONA U KUPHBIX KUCIOT MOTYT IMPEACTABIATh COOOM
MOHO- W/uinu AU3GUPHI TPONUIIEHIVIMKONA M JKUPHBIX KHCJIOT (Takue Kak MOHOJaypar
NPONMJIEHIJIMKONS, MPOJaBaeMblii MOA TOProebIM HazBaHueM Lauroglycol®, monommpucrar
NPONMJIEHIJIMKONS,  MPOJaBaeMblii  TOA  TOProBbIM  HaszBaHueM  Mirpyl®  wmm
AUKATIpUIAT/ AMKANpaT MNPONUIICHIVIMKONSA, MPOJaBaeMblil MOJ TOProBbIM HaszBaHueM Captex
200®, Murnunon 840® unu Neobee M-20®) n/unu cioxHbIe 3QUPHI MONUTITHLEPHUHA U JKUPHBIX
KUCJIOT (Takue Kak IOJNUIIULEPUIIONeaT, NpOAaBaeMblii O] TOProBbIM HasBaHueM Plurol
Oleique® wmmu Drewpol 10.10.10® wiu MONUTIHLEPUHOBBIE CMEIIAHHBIE YXUPHbIE KHCIOTHI,
npoaaBaeMble o TOproeeiM HazBaHueM Caprol ET®).

[0020] Ilo meHblneli Mepe, OAHO JIHUIO(UIBHOE MOBEPXHOCTHO-AKTUBHOE BEINECTBO
MOXET MPECTABIATh COOOH HEeMOoHbIe H(UPBI IPOIMIICHIIIUKOIIS U KUPHBIX KHCJIOT (Takne Kaxk,
Harpumep, kommepueckuii mpoaykt Capryol PGMC® u Kanmyn PG-8®). B HekoTOpbIx
BapHAHTAaX OCYLIECTBJIEHHs, IO MEHbLICH Mepe, OIHO JUMOPUIbHOE MOBEPXHOCTHO-AaKTUBHOE
BEIIIECTBO MOXKET MPEACTABIATh COO0I CMECh MOHO U AWTIIULIEPUA KUPHBIX KUCJIOT, CMECh MOHO
U JUTIIHLEPUIA CPEIHELeTIOUeYHBIX KUPHBIX KHUCJIOT, CMECh MOHO M JUTIHLEpUA KalpUIOBOH
W/WIM KanpUHOBOH KHCJIOTHI (Takue Kak, Hanpumep, kommepueckuid nponykr Kanmyn MCM u
Kanmmyn MCM C8®, Imwitor 988®, Imwitor 742®) uiu cMeCh MOHO- W JHIJIMIEPUIA
KaIpUHOBOW KUCJIOTHI (Hampumep, kommepueckuii nmpoaykt Kanmyn MCM C100 wiu Imwitor
308®).

[0021] B HekoTOpPBIX BapHaHTAX OCYIIECTBIIEHUS, IO MEHbIIEH Mepe, OTHO JTUIMOPUITbHOE
MOBEPXHOCTHO-aKTUBHOE BELIECTBO MOJKET IMPEICTABIIATh COOOW JICLUTHH, HANIPUMED, COEBBIN
JIELUTHH, HO UM HE OTPAHUYMBAsICh, COEBbIN JIELUTHH.

FI/II[DOd)I/IJ'IbHOe NOBEPXHOCTHO-aKTHBHOEC BELICCTBO

[0022] B HEkOTOpBIX BApHAHTAX OCYLIECTBJIEHUs, KOMIO3ULUS MOXKET BKJIIOYATh, IO
MEHBIIIEeH Mepe, OTHO TUAPOPUIHHOE MOBEPXHOCTHO-AKTUBHOE BEIIECTBO B KOJUYECTBE JI0 OKOJIO
2% 1o Macce, okoJio 5% no macce, okojio 8% mo macce, okono 10% mo macce, okoyio 15% no
Macce, okoJio 20% 1o macce, okoso 25% no macce mwin 0koj0 30% 1o macce ot 001Iei Macchl
KOMITO3UIIMH. B HEKOTOpBIX BapHaHTaX OCYIIECTBJICHUS, KOMIIO3HIIMS MOXKET BKJIIOUYATh, IO
MEHBIIEeH Mepe, OHO rUAPO(UITIbHOE MOBEPXHOCTHO-AKTUBHOE BEIIECTBO B KOJIMYECTBE OKOJIO O-
30% mo macce, okoio 0-15% mo mMacce, okojo 0-10% 1o macce, okoio 1-30% mo mMacce, OKOJIO

5-15% mo macce, okono 8-12% mo macce, okomno 9-11% mo macce unu okosno 10% mo macce ot



oOmeli Macchl KOMNO3WIMHU. ECIM KONMWYeCTBO, MO MEHbIIEH Mepe, OIHOro ruapo(uiIbHOrO
MOBEPXHOCTHO-aKTUBHOTO BeImecTBa Oonbme, 4yem okono 30% 1o Macce KOMITO3HUIIHH,
KOJIMYECTBO JUMOGUIBHON (ha3bl, JOCTYITHOMN JIJIsl BBICBOOOXKIIEHHUS KarpaTa HaTPUsi, MOXKET ObITh
CHIDKEHO.

[0023] B HeKOTOpPBIX BapHaHTaX OCYIIECTBIICHUS, TIO MEHbINEH Mepe, OTHO TUAPOPUITbHOE
MOBEPXHOCTHO-aKTUBHOE BEIIECTBO MOXET OBITh JOOBIM T'HAPOPHIBHBIM MOBEPXHOCTHO-
AKTUBHBIM BEIIECTBOM, MMEIOIINUM 3HaueHue runpodunpHo-munoduipHoro damanca (“HLB”)
Bbiie 10, koTopoe sBisieTcs papMaleBTHYECKH U MEPOpalibHO npuemieMbiM. 3HaueHne HLB
MPEICTaBIISIET COOOM SMIUPUIECKUI apaMeTp, OOBIYHO UCTIONB3Y EMbIN CTICLIUATIICTOM B JAHHOH
o0nacTu 1y XapakTePUCTUKU OTHOCUTENbHOH ruapoduiapHOCTH U runpodoOHOCTH
HEHOHOT€HHOT'O NTOBEPXHOCTHO-AKTHBHOTO BEIIECTBA.

[0024] B HEKoTOpBIX BapHaHTaX OCYIIECTBIEHUS, IO MEHbINEH Mepe, OAHO TUAPOPUITbHOE
MIOBEPXHOCTHO-aKTUBHOE BEIECTBO MOXKET MPEACTABIIATh COO0M (HochOoaumuabl, NPOU3BOJHbIE
HOJTMOKCUATUIICHCOPOUTAHA U KUPHBIX KUCJIOT, TaKUe KakK MOJHOKCHITHIEH (20) MOHOJaypar
(mpomaercst mox TOProBbIM HazBaHueM ITween 20®), mnommokcudTHieH (20) MoHoonear
(npomaercst nox ToproebiM HasBanueM TBuH 80® w/mmm Crillet 4®) wn noanoxcusyTHIEH (20)
MOHOMAJbMHUTAT (MIPOAAETCS TOA TOProBbIM HasBaHueM Montanox 40®);, 3TOKCUIATHI
KacTOPOBOI'0O Macja WM MMAPOreHU3UPOBAaHHOIO KaCTOPOBOro macia co 3HadeHneM HLB Bbie
10, Takue kKak MOIMOKCHUAITHIIEH (35) KacTopoBoe Macio (IPoAaeTcs MOA TOPrOBBIM HAa3BaHHUEM
Cremophor EL®), nonuokcustiiieH (40) ruaporeHU3MPOBAHHOE KACTOPOBOE Maciio (MIpoaaeTcs
non ToproBbiM HasBanueM Cremophor RH40®) nonmokcustmieH (40) KacTOpoBOe Macio
(mpomaercss mox ToproBbiIM  HazBaHueMm Etocas 40®) wim  momuokcwdTWieH  (60)
THIAPOT€HU3UPOBAHHOE KaCTOPOBOE Macio (mponaercst moa ToproebiM Ha3BaHueM Nikkol HCO-
60®); 3TOKCUJIATHI JKUPHBIX KHCIIOT co 3HaueHneM HLB Bbime 10, Takue Kak MOJMOKCUITHIIEH (8)
creapar (ponmaeTcst MoJ TOProBbIM Ha3BaHHeM Myrj 45®), nmonmokcusTiuieH (30) MOHOJaypat
(npomaetcs mox ToproebiM Ha3BaHueM Tagat L®), nomuokcustuied (20) creapat (mpomaercs moj
ToproBeiM Ha3BaHueM Marlosol 1820®) wnm mnomuokcusTuieH (15) onear (mpomaeTcs mon
ToproBbiM HazBanueM Marlosol OL15®); sTokcunatel cniupToB co 3HauenneM HLB Beime 10,
Takne Kak rnosuokcuyTiiieH (10) onensnosblid 3¢up (mpomaeTcst mox TOPrOBbIM Ha3BaHUEM Brij
96®), momuokcusTIieH (15) onemnoBslil 3¢up (MpomaeTcsi MOA TOPrOBBIM Ha3BaHHEM Volpo
015®), nomuokcustrieH (30) onensnosslid 3gup (MpoaaeTcs mox TOProBeIM Ha3BaHueM Marlowet
OA30®) mn nonmokcuyTrieH (20) Cy,-Cy4 sxupHbIil 3¢ up (mpomaercs mox TOproBbIM Ha3BAaHHEM
Marlowet IMA20®); comonuMepbl TMOJUOKCHATHIIEHA W TIOJIHOKCHIPONMICHA M OJIOK-
conosuMeps! co 3HaueHneM HLB Bbimie 10, Takue kak NpOAYKTHI, MPOJAaBaeMble MO TOPrOBbIM
HaszBanueM Syperonic PE L44® co 3nauennem HLB=16, wuau mponykThl, mponaBaeMble MOJ
TOproBbIM HazBaHueM Syperonic F127® co 3nauennem HLB=22; aHHOHHBIE MOBEPXHOCTHO-
aKTUBHBIE BELIECTBA, TaKWE KaK JIAypWICYNbhaT HATPHUs, OJieaT HATPHUS WU MOBEPXHOCTHO-
aKTUBHBIE BEINECTBA TUOKTHIICYJIb(OCYKUMHAT HATpUs WM ankmipeHon co 3HaueHnem HLB
BbilIe 10, Takue kak nmonuokcuyTHieH (9-10) HoHmpeHon (MpoxaeTcst oA TOPrOBBIM HA3BAHUEM

Triton N-101®) wnu nonuokcustuieH (9) HoHmnpeHon (MpoaaeTcss MoJ TOPTrOBBIM HA3BAHHEM



Synperonic NPO9®); Butamun E; D-anbda-tokodepon monmmstunenrnukons cykuuHat (TPGS);
w PEG 15 ruapoxkcucreapar (rpomaercst mox ToproseiM HasBanueM Solutol HS15®).

[0025] B HexoTOpBIX BapHaHTaX OCYIIECTBIICHUS, TIO MEHbINEH Mepe, OHO TUAPOPUITBHOE
MOBEPXHOCTHO-aKTUBHOE  BEINECTBO  MpPEACTABIsieT  COOOH  MONMITOKCHIIMPOBAHHOE
MOBEPXHOCTHO-aKTUBHOE BEIIECTBO. B HEKOTOPBIX BapHaHTaxX OCYLIECTBIEHMs, IO MEHbIIEH
Mepe, OHO ruipOoQUIBHOE MOBEPXHOCTHO-AKTHBHOE BEIIECTBO BHIOPAHO U3 TPYIIIBL, COCTOSIIEH
u3 CJIO’KHBIX 3¢upoB MOJTMOKCU3TUIIEHCOpOUTaHA u JKHUPHBIX KHCJIOT,
NOJIMOKCUAITUIICHAJIKWIIOBBIX 3(UPOB M TMONMOKCHATHIIEHOBBIX CJIOKHBIX 3(HPOB KHUPHBIX
KHCJIOT, TAKUX KaK MOJHOKCHUATUJICHOBBIE CIIOXKHBIE 3(UpPHI INIHLEPUHA U JKUPHBIX KUCIOT. B
HEKOTOPBIX BapHaHTaX OCYIIECTBJIECHUS, JXUPHBIE KUCJIOTHI SIBJISIFOTCS HACHILEHHBIMH WIIN
HEHACBIIEHHBIMH. TUNMYHBIE HACBIIIIEHHBIE XKUPHBIE KUCIIOThI yKa3aHbI B IIPE/ICTABICHHON BbIIIE
tabnune 1. B HEKOTOPBIX BapHaHTaxX OCYINECTBIICHUS, KUPHbIE KHCIIOTHI MPEACTABISIIOT COOOM
CpeaHeLenoyeuHble JKUpHble KHUCIOThI, Takue kak Cg-Ci, >KUpHBIE KUCIOTHI (Hampumep,
JIay pPUHOBAsI, KAIIPUIIOBask /WM KallpUHOBAs KUCJIOTHI).

[0026] B HekOTOpBIX BapUaHTaX OCYLIECTBJIEHUS, KOJIUYECTBO €AUHUL] STHJIEHOKCUAHON
IPyNnbl B MOBEPXHOCTHO-aKTUBHOM BELIECTBE MOXKET COCTaBIATh OT 4 1o 20. B HexkoTophIx
BapUAHTAX OCYILNECTBJICHUS, [0 MEHbIIEH Mepe, OMHO TUAPO(IIbHOE MOBEPXHOCTHO-AKTUBHOE
BEIECTBO MOXET OBbITh BHIOPAHO M3 IPYIIIBI, COCTOSIIEH U3 monuokcudTiieH (20) MoHOOIEeaTa
(Takoif kak, Hampumep, Kommepueckwii mnpoaykr Teun 80®), PEG 8 rimuepunsl
KaIrpUIOBOI/KapUHOBOI KUCIOTHI (TaKue KaK, HApUMep, KoMMepueckuil mpoaykt Labrasol®),
PEG 6 rmmnepuabl KanmpujioOBOW/KAIPHUHOBOW KHUCJIOTHI (HANpUMep, KOMMEPUECKUH MPOAYKT
Softigel 767®), nonu(okcusTrnen(4)naypuiaoBblii 3Gup (Takoil Kak, HAIPUMepP, KOMMEPUYECKHUIT
nponykT Brij 30®) u ux cmecw.

T'unpodmibpHbBINA PACTBOPUTEND

[0027] B HexOTOpBIX BapuaHTaxX OCYIIECTBJICHUS, IJIsi CIIOCOOCTBOBAHUS PACTBOPEHHIO
API, KOMIO3UIMsI MOKET BKJIOYATh, MO MEHbIIEH Mepe, ONUH Oe3BOAHBIN THIPOGUIBHBIN
pPacTBOPUTEINb B KOIMYECTBE 10 0KoJio 15% 1o macce, okono 10% mo macce, okono 5% mo macce
wii okoino 1% mo macce or o0med Macchl KOMIO3MLMH. B HEKOTOPBIX BapHUaHTax
OCYIECTBJICHUs, KOMIIO3ULIUSI HE COACPIKUT, IO MeEHbIIeH Mepe, OAMH THAPOQHIBHBINA
pacTBOpUTENb. B HEKOTOPBIX BapuUaHTaX OCYIIECTBIEHHs, HANpUMep i COJFOOMIIH3AINN
3arycruresisi, 1oOaBJIeH, 0 MEHbLIEH Mepe, OAUH THAPOQIIIbHBIA PACTBOPHUTEIIb.

[0028] B HexkOTOpPBIX BapuUaHTax OCYILUECTBJIEHHUs, IO MEHbIIEH Mepe, OAMH
rHAPOPIIIbHBI  PAaCTBOPUTENh MOXKET OBITh BBIOPAH M3 TPYIMIbL, COCTOSALIEH U3
npormeHrukoist, PEG 400 MoHO3THIOBOTO 3(hMpa MU TUIICHIIIMKOJS, TPUALIETaTa TIHIEPHHA,
STaHONA, TIIMLEPUHA, TUMeTWIn3ocopouna, N-MEeTHI-2-UPPONIUIOHA, IOJOKCAMEPOB M HUX
cMecel.

XumMnueckoe w/mwin Gusndeckoe CTabWIN3UPYIOLIEE BELECTBO

[0029] B HekOTOpBIX BapHAaHTAX OCYLIECTBJIEHUs,, KOMMO3ULUS MOXXET BKIIIOYATh, IO
MEHbLIEH Mepe, OJHO XHMHYeCKOoe H/uiau (u3udeckoe CTa0WIN3HpYyIOllee BELIeCTBO B

KOJIMYeCTBE 10 OKOJIO 25% 1o macce oT olmel MacCchl KOMIO3ULMK. B HEKOTOPBIX BapHUaHTax
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ocyuiecTBlieHUs, (pu3ndeckoe CTaOWIM3HPYIOIIee BEUIECTBO MOXKET ObITh J00aBIEHO st
NOJ/IepP’)KaHUsl OHOPONHOCTH mopomkoBor cycnermsnn APl Bo Bpemst oOpabotkm. Kak
PacCMOTPEHO HIKE, KOMITO3ULMS Tutanedo sBiseTcst (U3NYECKH CTaOMIIbHOM, TOCKOJBKY OHA
npeAcTaBisieT co00H OTAEIBbHYIO a3y, COCTOSINYIO U3 JIMIMUAHBIX BCIIOMOTATENbHBIX BEIIECTB B
pacTBope, HO, MOCKOJNbKY nopomok APl aucnepriupoBan B Buae CyCHeH3UH, IS MTOANEPIKAHUS
TOMOT€HHOCTH 100aBIIEH 3aryCTUTENb.

[0030] Xumuaecknm w/mnu QpU3NUECKUM CTAOMIM3HPYIOIIUM BELIECTBOM MOJXKET OBITH
mo0oil  (papMaLEeBTHUECKUII WHTPEIUEHT, KOTOPBIH YIYYLINT XHUMHYECKYIO CTaOWUIBHOCTD
MOJIEKYJIbl CO CJa0Ol TNPOHUIIAEMOCTBIO B KOMIIO3MLMH, My COONIOAeHUs TpeOoBaHUI
Coenacoeannoco  mpexcmoponne2o  pykoeoocmea  Mexcoynapoonoii  koughepenyuu  no
eapmonusayuu ICH Q3B (npumMecu B HOBBIX JIEKAPCTBEHHBIX IPENapaTax) TeKyIlel BepCHU Tara
4 ot 2 nrons 2006 r., WM KOTOPBIA yIy4IIUT (PU3NUECKYIO CTAOMIBHOCTh MOJIEKYJIBI CO CIa0on
POHHULIAEMOCTBIO B KOMITO3ULIUH.

[0031] B HekoTOpbIX BapuUaHTAaX OCYLIECTBICHHS, XUMHYECKOE CTaOUIM3HPYIOLIee
BEIECTBO MOKeT ObITb JIMMO(PHIBHBIM IOBEPXHOCTHO-aKTHBHBIM BemecTBoM. Hanpumep,
XHUMHUYECKOe CTaOWIN3UpPYIOIee BEIIECTBO MOXKET MpPEACTaBJATh COOOH ClOXKHBIE 3()UPBI
YKCYCHOH, SIHTAPHOHW, MOJIOUYHOH, JMMOHHOW W/WIM BHHHOH KHMCJIOTBI W MOHO- W/WIN
OUTJMLEPUABbl  SKUPHBIX  KHUCJIOT, Takue Kak JUCTWUIMPOBAHHbIE  ALETUIMPOBAHHBIE
MOHOITMIepuAbl  (MpojaBaeMble  IOA  TOPrOBBIM  HasBaHMeM  Myvacet  9-45®),
AUTTALEPIIICY KIIHAT KalpUIOBOW/ KaPUHOBON KHCIIOTHI (IIPOJAETCs MO TOPTOBBIM Ha3BaHHEM
Murnuon 829®), MOHO/IH-CYKIMHUIUPOBAHHBIE MOHOTJIHIEPHUIbI (IPOAAIOTCS MO TOPTOBBIM
Ha3BaHreM Myverol SMG®), riuuepun creapar nuTpat (IPOJAeTCs MO TOPTOBBIM HA3BAHHEM
Imwitor 370®), riuiepuIMOHOCTeapaT/uUTpaT/nakTaT (MPOJaeTcss MoJ TOPrOBbIM Ha3BaHHEM
Imwitor 375®) wnu 3pupsl IHALETUIBUHHON KHCJIOTHI C MOHOTJHIIEpUAAMHU (IIPOAAETCS MOX
toproBeiM Ha3BaHueM Cordatem T22®); srTokcwnarbl kucjaoro 3dupa, oOpa3oBaHHbIE
B3aUMOJIEHICTBUEM OTHJIEHOKCUAA C JKUPHBIMH KHCJIOTAaMH WIH TJIHIEPUHOBBIMU 3>(PUpaMu
JKUPHBIX KHUCJIOT c¢o 3HadeHneM HLB Hioke 10, Hampumep, MONMMOKCUATHIIEH (4) jaypuHOBas
KHCIIOTa (TIpoaaeTcst oA ToproeiM HaszBaHueM Crodet 04®), monarokcusTUiIeH (2) cTeapuHOBast
kuciora (mpopaercss mox ToproBeiM HazanueMm Cithrol 2MS®), mnonmokcustuien (3)
CTeapUHOBAs KUCJIOTA (TpoAaeTcs: mox TOoproeuiM HazBaHueM Marlosol 183®) uimn rounepun 12
EO nuonear (mpomaercst mox TtoproBeiM HasBanueM Marlowet G12DO®); cnoxable 3QUpHI
copOUTaHa W JKUPHBIX KHCJOT, TaKWe Kak copOMTaHMOHONaypar (Mpomaercs MOA TOPTOBBIM
Ha3BaHueM Span 20® wmm Crill 1®) wnm copburtanmMoHoONEaT (MPOAAETCss MOJ TOPTOBBIM
Ha3BaHueM Crill 4®);, nponykTsel mnepesTepuUKALNN TPUMIHLEPUAA NPHUPOTHOTO WU
THAPOTEHU3UPOBAHHOTO PACTHTENBHOTO Macja W TOJHAJKHIIEHIoNHona co 3HaueHnem HLB
HIoke 10, Takue Kak MOJUOKCHATHIMPOBAHHOE MACJO KOCTOYEK alOpukoca (Mpomaercss Mof
ToproBeiM Ha3BaHueM Labrafil M1944CS®), MONMMOKCUAITHIIMPOBAHHOE KYKypy3HOE MAacjo
(mpomaercss mon ToproBeiM Ha3zaHueM Labrafil M2125CS®) unm monMMOKCHSTHIIMPOBAHHOE
THAPOTEHU3NPOBAHHOE Macio (mpopaercsi moj ToproBbiM HasBanueMm Gelucire 37/06®); wmu

STHOKCHJIAThl CIUpTOB co 3HaueHneM HLB nHiwke 10, Takue Kak MONMOKCHITHIIMPOBAHHBIN (3)
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OJIeWJIOBBIH 3(up (TIpomaeTcs moa TOproeeiM HazBaHUEM Volpo N3®), MOTHOKCHI THITHPOBAHHBIN
(2) omnewmnoBeii 3¢up (mpomaercs TMOA  TOProBeIM  HasBaHueM Brij 93®) wm
NOJIMOKCUATUIIMPOBAHHbIA (4) naypwioBblii 3¢up (mpomaercst MOA TOPTOBBIM HA3BaHHEM
Marlowet LA4®).

[0032] B HekOTOpBIX BapHWaHTaX OCYINECTBJICHHs, XUMHYECKOe CTaOMIM3UpYyIOmee
BEIIECTBO MOKET MPEACTABIIATh COO0I OyepHbie BeIecTBa, TaKue Kak HUTPATHBIN, (hochaTHbIH
WM alleTaTHbIN Oy ephl, W/ WK 3ary CTUTENTH, TAKHEe KaK YaCTHYHO I'HIPOreHU3UPOBAHHbIE MACIa,
THIPOTeHU3UPOBAHHbIE Macja WM MOHO3(UpPBl HEHACHIIIEHHBIX WM HACBIIIEHHBIX KHPHBIX
KHUCJIOT, MPOU3BOIHOE MOJIMBUHWINUPPOJIUAOHA, MTOJUITHICHOKCHI.

[0033] B HekoTOpBIX BapuaHTaX OCYLIECTBICHMs, (U3NYECKHM CTAOUIM3HPYIOLIUM
BELLECTBOM SIBJISIETCS] AUOKCH/A KPEMHUS. B HEKOTOpBIX BapHaHTaX OCYILECTBJICHUS], TUOKCHU]
KPEMHUSI MOXKET OBbITh KOJUIOMJHBIM JHOKCUIOM KpeMHHUs. KOJJIOMITHBIM AUOKCHI KPEMHUS
TaKKe U3BECTEH KaK BbICOKOJUCIIEPCHBIN JUOKCUT KPEMHUS, MUKPOKPEMHE3EM UJIU TUPOTEHHBIH
nuokcun kpeMmHusi. Takue TUOKCHUIIbI KPEMHUSI KOMMEPYECKHU JOCTYITHBI IO TOPTOBBIMU MapKaMu
Aerosil® (Evonik industries), Cab-O-Sil® (Cabot Corporation) u Wacker HDK® (Waccker-
Chemie GmbH).

[0034] B HeKOTOpBIX BapHaHTaX OCYINECTBICHHUS, KOMIIO3MLMS MOXKET BKJIIOUYATh
JUNUAHBIA  3arycturenb. [lpumeppl JNUOMAHBIX 3aryCTUTENEN BKJIOYAIOT, HO HUMH He
orpannumBarotcs, Akosoft 36, Geleol, Gelucire, Koliwax, rugporeHu3supoBaHHbIE Macja HITH X
coueTaHusl. B HEKOTOPBIX BapUaHTaxX OCYLIECTBICHUS, KOMIO3ULIUS MOXKET BKIIKOUATh JTUIUAHBIN
3aryCTHUTENb B KOJIMYECTBE OKOJIO 5-25% mo macce, okono 10-20% mno macce, okono 12-18% mo
Macce, okosio 14-16% o macce unu okojo 15% mo macce ot 00LIel MacChl KOMITO3ULIUH.

[0035] B HexkOTOpBIX BapuaHTaX OCYILUECTBJIEHHUs, KOMIIO3ULUS MOKET BKJIIOYATH
noBunoH. [Ipumepsl NOBHAOHA MOTYT BKJIFOYATh MOBUAOHBI PA3JIMYHBIX TUMOB, Takue kak K30
unu K90. B HEKOTOpBIX BapuaHTax OCYILUECTBJICHUS, KOMIO3ULIMS MOXKET BKJIFOYATh MOBUJIOH B
komudecTBe okoj0 0,5-10% 1o macce, okono 1-10% mo macce, okouso 2-8% mo macce, OKoJIO 4-
6% 1o Macce Uit 0KoJI0 5% Mo Macce OT O0Iel MacChl KOMITO3UIIHH.

CocrapjieH1ie KOMIOO3ULINHA

[0036] B HEexkOTOPBIX BapHaHTaX OCYIIECTBJICHHUS, KOMIIO3ULIUSI MOXKET OBbITh JKUIKOCTHEO
B (popMe pacTBOpa. B HEKOTOPBIX BapHaHTaX OCYINECTBIICHUS], KOMIIO3HLIUS TPEACTABIIET COOOH
pacTBOp, B KOTOPOM MOJIEKYJIa co caadoii mpornuaeMocTeio (Hanpumep, API) cycnennupoBaHa B
KOMITO3UIIMH B BHJIE€ MOPOIIKa. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS, KOMITO3ULMSI MOXKET
npencTaBisiTh coOOH 0e3BOAHYH OOpaTHYH MHKPOIMYJIBCHIO HIH Oe3BOIHYK OOpaTHYIO
SMYJIBCHIO. B HEKOTOPBIX BapHaHTaX OCYLIECTBICHMS, KOMITO3HMIHMS SIBJISIETCS TOMOTEHHOH.
I'oMoreHHass KOMITO3UIMSA MOXKET OBITh OO0 opHO(a3HON MM MHOTO(a3HONW KOMIO3HULIUEH,
KOTOPYIO MOKHO HCIOJIB30BATh MPU MPOU3BOIACTBE KOMITO3UIMH ¢ OOBEMHBIM HAINIOJHEHUEM B
COOTBETCTBHUH C OTPACIICBOIN UHCTPYKUMEH Ynpasnenus no canumapnomy nao3opy 3a Kauecmeom
nuyeswix npooykmoe u meouxamenmos (FDA) 3asseku na cokpaugennyio npoyedypy pecucmpayuu
npenapama (ANDAS): onHoponnocts cMmecu (Blend Uniformity) ot 3 aBrycra 1999 r., u/unu npu

NPOM3BOJCTBE NMPUEMIIEMON KOHEUHOH JIeKapCTBEHHON (POPMBI B COOTBETCTBUH C KPUTEPUSIMHU
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UCTIBITAHUS HAa OHOPOAHOCTH copepskumoro (Content Uniformity Test) (3a HCKITFOUEHHEM OLIEHKH
OJTHOPOHOCTH JA03UPOBAHMsI IO Macce - OHOPOAHOCTDb €AMHMI] JO3UPOBAHUsI B COOTBETCTBUU C
EBponeiickoii dapmakoneeii 2.9.40, obmass rmaa USP <905>, u OmHOPONHOCTH €IHHHII
JO3UPOBaHUSI B COOTBETCTBUU C SmoHckol (apmakomneeit 6.02) w/uiam KOTOpPbIE MOTYT
COOTBETCTBOBATb  pE3yJbTaTaM AaHaNM3a CTA0MJIBHBIX  JIEKAPCTBEHHBIX  BELIECTB  HA
cTpaTH(PULIPOBAHHBIX BHIOOPKAX, B3STHIX B MPOLIECCE MPOU3BO/ICTBA.

[0037] OnmcaHHBIE B HACTOALIEM AOKYMEHTE KOMIIO3ULIUM MOTYT OBITh ITOJyY€HBI B
COOTBETCTBUH CO CJIEAYIOLINMHU MporeccamMu. KoMnosumus MokeT mpeacTaBisiTh co00i cMech
pa3JIMUYHBIX BCIOMOTATENbHBIX BEIECTB. B HEKOTOPBIX BapuUaHTaX OCYILECTBJEHUs, CHaJania
MOTyT OBITh 1OOABJIEHbI BCIOMOTAaTENbHBIE BEIIECTBA B HAMMEHBIINX KOJWYECTBAX, MPUYEM
3aryCcTuTeNlb MOXeT ObITh 100aBieH B KOHIlEe niepen nodasnenneM APL. B HekoTophIX BapuaHTax
OCYIIECTBJICHUsI, KOMITO3ULIMSA MIPEACTABIsIET cOOOI npo3paunblii pactBop, U API (T.e. Monekyna
cO cyabol NPOHULIAEMOCTBIO MJIM €ro COJb) CYCIIEHAWPOBAHO B 3TOH KOMIO3HMLHU B BHIE
nopomka. APl  moxer ObiTb uuCTBIM  KpuctajummueckuMm APl n3MenbyeHHbIM,
MHUKPOHU3UPOBAHHBIM, JTHO(QHIM3HPOBAHHBIM, BBICYLICHHBIM PACIBUICHUEM WM 0OpabOTaHHO
mMoOBIM HM3BECTHBIM CHELMATUCTY B JAHHOH OONAaCTH TEXHMKHU CIIOCOOOM JJIsi TOJIY4eHUsI
TBepaoro API, Takum kak cyOaMMaIOHHAs CyIIKa PaCHbUICHHEM IIPH aTMOC(EPHOM JIaBICHHH.
Ono Taxcke MoxeT ObITh API B cMecu ¢ TBepIbIMU HHIPEANEHTAMH JUIS IOy YeHust TBeproro API,
HanpuMep, MPOM3BOAHOE ITIOKO3MAA, NMPOU3BOAHOE LEJUIIOJO3bl, WM aJCcopOMpOBATBHCS Ha
APYTOM BCIIOMOTATEIbHOM BEIECTBE, TAKOM KaK ME3OIOPHCTBIN TUOKCHU]T KPEMHHUS, HAHOTPYOKH
Wik JIo0ble MaTepHuaiibl ¢ ancopOIMOHHbIMEM CBoOMcTBamu, win APl MoskeT 00Opa3oBbIBaTh
KOMILJIEKC, HATIPUMED, HO 3TUM HE OTPAHUYHBASICh, C HOHOOOMEHHOM CMOJIOH.

[0038] OnucaHHbIe B HACTOSALIEMM JOKYMEHTE KOMITO3ULIMH MOTYT OBbITh YCBaWBAEMbIMHU.
Kak TakoBble, rIHLepHIbl MOTYT ObITh A€3TEPUPULIUPOBAHBI B 2-MOHOTIIUIIEPUAAX U CBOOOIHBIX
JKUPHBIX KHCJIOTaX JIMMA30i MOMKEeNyJIOYHON JKene3bl B KENyJOYHO-KHUIIEYHBIX COKax.
Komno3unuuss MokeT BbICBOOOXKIATh KampaT HATPHsl, KOTOPBIH MOJKET JAeHCTBOBaTh Kak
YCUJIMTEJb TPOHHUIIAEMOCTH, CIIOCOOCTBYsI aOCOPOIIMK MOJIEKYJIbI CO CJIa00N MPOHULIAEMOCTBIO,
BBEJIEHHOM B KOMMIO3ULMIO. JIUmas3a nojskeayJOUHON Kene3bl B MPUCYTCTBUH KOJUMA3bl MOXKET
KaTaJIU3UPOBATh JIUNONHM3 (TakKe HAa3blBAEMBbIH THUAPOJNM3OM WM  AedTepudukanueii)
SMYJIbI'HPOBAHHBIX Macesl ¢ 0Opa3oBaHMEM JKHUPHBIX KHCIOT. CKOPOCTh OOpa3OBaHUs JKHPHBIX
KHCJIOT U, COOTBETCTBEHHO, II0Ka3aTelb CKOPOCTH JIUIMOJNNW3a MOXHO KOHTPOJHPOBATh
MIOCPEACTBOM HENPEPHIBHOIO TUTPOBAHUSI C UCIIONb30BaHHEM pH-cTaTa, Kak OMHCAaHO B MMaTEHTE
CIIIA Ne 9259389, xOTOpBIN MOJHOCTHEO BKJIFOUEH B HACTOsIIee M300peTEeHHE MOCPENCTBOM
ccpliky. CTeneHb nuieBapeHus depes 120 MuH B pacTBOpe MaHKPeaTHHA, COAEP KAl eM SKCTPaKT
NaHKPeaTHHa, UMEKIUI aKTHBHOCTh mnpuMepHO 8 TpuOytupmHoBeix enunnn (TBU) Ha
MIIIATPAMM CYyXOT'0 MOPOLIKA B TUCTHJUTMPOBAHHON BOzie TpHu fo3upoBke 250 mr/mi npu 37,5°C
+/- 0,5°C MoxeT ObITh TAKUM, YTO BBICBOOOKIAETCS, IO MEHBIIIEH Mepe, OKOJIO 1 MMOJIb, OKOJIO
1,5 mmonb unu okosio 1,7 MMOJIb OT 00IIero KoJn4ecTBa CBOOOTHBIX KUPHBIX KUCJIOT HA OJUH
rpaMM KOMIIO3ULIMH, OMIMCAHHOMN B HACTOSIIEM JJOKYMEHTE.

[0039] B HEexKOTOpBIX BapuaHTaxX OCYIUECTBJIEHUs], CTENEHb NUILEeBapeHus yepes3 120 Mun
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B CPS monemsix (1, COOTBETCTBEHHO, CKOPOCTh MHIIEBAPEHHSI) TAKOBA, YTO BBICBOOOIKIAETCS, 110
MeHblIel Mepe, okoJio 0,2 MmoJib, okoJio 0,4 Mmoib, okoJio 0,6 Mmmosb Uik okoJio 0,7 mmons Cy
CBOOOJHOW >KMPHOW KHUCJIOTHI (T.€. KAlPUHOBOH KHCJIOTBI) HA OAMH TIPaMM KOMITO3HUIIHH,
OTMHCAaHHOHN B HACTOSIIEM JOKYMEHTE.

[0040] B HEexOTOpBIX BapHaHTAaxX OCYLIECTBJICHMs, ONMCAHHASI B HACTOSIUEM AOKYMEHTE
KOMITO3UIUS SIBJSIETCS JKUAKOW WM TONYTBepAOH (T.e. MMEMIeH auamna3oH TeMIepaTyp
IUIABJICHNS BBILIIE KOMHATHOW) U MOJKET ObITh BBEZIEHA IIEPOPANIbHO MALIMEHTY, HY KIAOIEMYCs B
TAKOM JIEYEHUH, C HCIIOJIb30BaHUEM (apMalleBTHIECKONH JIEKapCTBEHHOH (OPMBI, XOpPOIIO
M3BECTHOHN crienuajucTy B naHHOW oOmactu. Takas dapmaueBTudeckas nekapcTBeHHas (opma
MOJKET IMPEACTABIATE COOOM KENATHHOBYIO MJIM HEKENATHHOBYIO TBEPIAYIO KAICYJy WM MSTKYIO
JKENATHHOBYIO Karcyiy. Takue KarcyJjibl MOTYT BKJIFOYATh TBEPJbIE JKEJIATUHOBBIE KaICyJIbl U
MSTKHE JKEJIATHHOBBIE KaICyJIbl U UX COYeTaHUe (HampuMmep, 3aKJIF0YeHHEe MATKON JKeJTaTUHOBOMN
KarCyJibl B TBEPAYIO JKEJATUHOBYIO KaIlCyJly WM HEKEJIaTUHOBbIE MATKHE W/WIN TBEpIble
KamncyJsibl). OJTa KOMIIO3MLMSI TakXe MOXeT ObIThb mpeoOpa3oBaHa B OOBIYHYIO TBEPIAYIO
JIEKapCTBEHHYIO (OPMY METONAMH, XOPOIIO H3BECTHBIMH PSAOBOMY CIIELHAIHCTY B JaHHOM
obnacTy, TaKUMH Kak ancopOmmMs, TpaHyJIMPOBaHHWE W3 pACIUIaBa/HAHECEHHE IOKPBITUS W3
pacmaBa W/WIM TIOCPEICTBOM BBIOpAHHBIX HOCUTeNeH, pa3baButened, n00aBOK W/Wiu
CBSI3YIOIIHX.

[0041] YuacTok BcachIBaHUSI MOJIEKYJIbI CO C1a00I MPOHUIIAEMOCTBIO MOKET HAXOAUTHCSI
B KHIIeyHHKe. Takum oOpa3oM, COBMECTHAas JOCTaBKa KOMIIO3HLIMM W MOJIEKYJbl C HHU3KOM
MPOHHMLIAEMOCTBIO K YYaCTKY €€ BCACHIBAHUS U K YYaCTKy MepeBapUBAHMs KOMITO3HILIMHU SIBJISIETCS
s dexTuBHOM. B 3TOM Ciydae crenyer ycTpaHuTh pa3OaBlieHHE KOMIIO3UIMK B skenynke. Kak
CJIEZICTBHE, B HEKOTOPBIX BApUAHTAX OCYIIECTBIICHUS, (hapMaLeBTHIECKast IeKapCcTBeHHas hopma
npeAcTaBsier coOOi JIeKapCTBEHHYI (OPMYy € OTCPOUYEHHBIM BBICBOOOJKICHHEM, KOTOpas
COIEPKHUT KOMIIO3ULIMIO, ONMCAHHYIO B HACTOSIIIEM JOKyMeHTe. [lyis mosyueHust IeKapCTBEHHON
(OpMBI ¢ OTCPOYEHHBIM BBICBOOOKIEHUEM, CIELMATUCTY B JAaHHON 00NAacTH MOTryT OBITh
NPEIJIOKEHbl PAa3IMYHbIE CHCTEMBbI OCTABKU JIEKApCTB. Pa3iuyHble MaTepHasibl MO3BOJISIOT
NOJYYHUTh 3PPEKT OTCPOUEHHOTO BBICBOOOKIEHHS. ITH MaTePHabl MOKHO HUCHOJIB30BATh IS
NOJIyYeHUs1 MaTpu4HbIX GopMm (Hampumep, Takue kak ommcano B CA24393660) wnmu ¢opm ¢
nokpeiTieM. HekoTopble pe3ynbTaTbl ¢ OTCPOYEHHBIM BBICBOOOKIACHWEM M  3aIHTHBIMU
s¢dpexraMmu MOTYT OBITh TOJTyU€HBI IPU UCTIOJIb30BAHHIH JIEKAPCTBEHHBIX (POPM C IOKPBITHEM.

[0042] [Ins mpow3BOACTBA JIEKAPCTBEHHOW (DOPMBI C OTCPOUYECHHBIM BBICBOOOKICHUEM
MO’KHO HCTIOJIB30BATh PA3JIUUHBIC THUITBI MATEPHAJIOB: MTOJUMEPHI, BOCIIPUUMYHBBIE K KHIIEYHBIM
(bepMeHTaM, TAKHM Kak 3CTepasa U Jurnasa (HampuMmep, Cajod, eIk, JUIMAAHbIE COSTMHEHHUS
(creapuHOBast KHUCJIOTA, HETOJNHBIE TIHIEPUIbI), KapHAYOCKHI BOCK, T'HIPOr€HH3UPOBAHHOE
KacTOPOBOE MAacji0) WM TpoTeasbl (HampuMmep, KEepaTUH, TIIOTEH, 3€WH), IOJUMEpH,
pacTBOpUMBIE MU 3Ha4YeHUH pH kuIneyHHKa (3TOT BapuaHT HauOoJee MUPOKO UCTIONB3YETCs B
(bapMaLIeBTHUECKOW MPOMBIIUIEHHOCTH). DTHMHU TOJIMMEPAMH MOTYT OBITh. MOJHCAXapuabl B
BUZIE€ MMPOU3BOAHBIX MEKTHHA, LIEJUTFOJIO3bI HIIH Kpaxmana. Hampumep, anetodranat HemIron03sl,

THUAPOKCUTIPONMMUIMETUIILCIUIKOJIO3a, al€TOTEMUCYKIIUHAT HEJIIFOJIO3bI, aLIeTO(bTaJ'IaT KpaxmalJia u
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aMIJIO3bl; TIPOM3BOAHBIE BHHWIA (HANpHUMeEp, MOJUBUHHUJIALECTAT, MOJUBHHHUIAaNETO(TANAT),
akpwioBble mpousBogHbie (Hampumep, Eudragit L, Eudragit FS30D); wmu comonumepsl
MaJIEMHOBOU KUCJIOTBHI.

[0043] dapmaueBTHUECKasl JeKapCTBEHHass (opMa C OTCPOUYEHHBIM BBICBOOOKIAECHHUEM
MOJKET OBITh 3aBUCHUMON OT 3Ha4deHHss pH M, COOTBETCTBEHHO, B HEH MOTYT HCHOJIb30BATHCS
MOJIMMEPBI, pacTBOpUMble Mpu 3HaueHun pH B kuineynuke. B HeKoTOpbIX BapuaHTax
OCYIIECTBJICHUsI, (hapMaLieBTHUECKas JIeKapCTBEHHAs: (hopMa € 3aMEIUIEHHBIM BBICBOOOXKIECHHEM
MOJKET MPEACTABIATh COOON JIEKAPCTBEHHYIO (POPMY C SHTEPOCONIOOMIIBHBIM TOKPBITHEM, B
YAaCTHOCTH, KaICyJly C YHTEPOCONOOMIBHBIM OKPBITHEM B BHIE MSTKOH JKEJIATHHOBOM KaICyJIbl
C HHTEPOCOIIIOOMIIBHBIM MOKPBITHEM HIIH KAIICYJIbI C TBEPIOH 000JOUKOH C SHTEPOCONOOMIBHBIM
HOKpBITHEM, OOJieeé KOHKPETHO, MATKYH0 JKEJAaTHHOBYIO KaIlCyJlly € 3HTEPOCONIOOMIbHBIM
MOKPBITHEM OBaJIbHON (OpMBI, emne Oosiee KOHKPETHO, MOKET MPEACTaBISATH COOOH MSTKYIO
JKEJATMHOBYIO KaICyJIy ¢ SHTEPOCOMIOOMIBHBIM MOKPBITHEM OBaJIbHOM (POpMBI pazMepom 7,5 nnu
MeHblIe. B HEKOTOpBIX BapHaHTaxX OCYLIECTBJICHHUs, KEJAaTHHOBAasl Kalcyjla UMEET TBepAOCTb,
cocTaByAOIYI0 OT 8 1o 12 H B COOTBETCTBUM € yKa3aHHBIM HIDKE TECTOM, B YaCTHOCTHU
coctasisomyto 9,5 H. JlekapcTBeHHbIe (hOPMBI MEHBLIETO pa3Mepa MOTYT ObITh maxke Oosee
yXOOHBIMH JUISL TOCTABKH IJIOXO MPOHHUIIAEMBIX B KHIIEYHHK BelecTs. JlekapcTBeHHast popma ¢
OTCPOYEHHBIM BBICBOOOKIEHHEM Pa3MEPOM 3 MM MJIM MEHbIIE MOXKET MPOXOAUTH Yepe3 BXOJ
niopu ObIcTpee, uem Oonee KpyIHas JiekapcTBeHHast popma, U 3aTeM ObIcTpee BBICBOOOKAATH
MOJIEKYJly cO c1abol MPOHMLIAEMOCTHIO B KHIIEUHUKE IOCJIe BCACBHIBAHUS y MalueHTa. B sTom
ciydae, sl TO3UPOBKH BBEICHUS MOXKET MOTPeOOBaThCs JIeKapCTBEHHAs (hopMa, COCTOsLIAs U3
HECKOJIbKUX HEOOJNbIINX JIEKAPCTBEHHBIX (HOPM, MPOTJIATHIBAEMBIX OTHOBPEMEHHO.

[0044] Crnioco® mnpPOU3BOACTBA KOMITO3UIMM MSTKOH >KEJIATUHOBOW KAICYJIbI C
SHTEPOCOMOOMIbHBIM MOKPBITHEM XOPOIIO U3BECTEH PSIOBOMY CIIELUAIUCTY B JAHHOM 001aCTH,
Hanpumep, onucaHHbIii B mnateHTe CIIIA 9259389, koTOpBIN MOJHOCTBIO BKJIIOUEH CIONA
MOCPEACTBOM CCBUIKU.

[0045] KoneuHnast (¢apmaneBTHUECKash JIeKApCTBEHHass ¢opMa C  OTCPOUYEHHBIM
BBICBOOOKIEHHEM MOXKET OBITh MOHOJIMTHOH WJIM COCTOSIIIEH W3 MHOXKECTBA 00OCOOJEHHBIX
YacTHUL. DTO O3HAYAET, YTO MOYKHO HAHOCHUTb MIOKPBITHE KaK HA KOHEYHYIO JIEKAPCTBEHHYIO (OopMy
(TBEpAYIO KarcCyJy, MITKYO JKeJIATHHOBYIO KaICyJly WJIM APYTHE JIEKAPCTBEHHBIE (POPMBI), TaK U
Ha MPOMEKYTOUHbIE IPOAYKTHI (NEJJIEThI, TPaHyJibl U T.1.). KoHKpeTHas nekapcrBeHHas Gopma
MOJKET MPEACTABIATL COO0H (HOpPMY, COCTOSIIYIO U3 MHOXKECTBA 000COOIEHHBIX YaCTHIL (TIeJUIEThI
C TIOKPBITHEM, IOMELICHHbIE B KAICyJbl C TBEPAOH OOOJOYKOW, TPaHyJIbl WU TMEJUIETHI,
UCTIONIb3yeMble it 00pa30BaHUS HECKOJbKUX HEOONbIMMX TabNETOK), JJii MUHUMH3ALUU
MEXUHIUBUY AJIbHOU BapruabeTbHOCTH. IIpumepamu TUTACTH(QHUKATOPOB ISt
SHTEPOCOFOOMIIBHOTO MOKPBITHS, KOTOPbIE MOTYT OBITh CBSI3aHBI C AKPUJIOBBIMHU IIPOU3BOAHBIMU
(rakumu kax Eudragit L), sBasroTCs CieAyroLIne: TIHLEPHH, MPOMWIEHTIINKOIb, COPOUT, CMecH
copbuta/copburana, mudTwidaranar, nuOytwidTanar, nuOyTmicedbalUHAT, TPUITHILUTPAT,
TPUALIETHUH, ALETUIUPOBAHHBIA MOHOTIULEPUA 9-45, NONMU3 TUIEHTJIUKOJIb.

TeDaHeBTI/ILIeCKaﬂ AKTUBHOCTH
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[0046] OmnucanHble B HACTOSIIEM JOKYMEHTE€ KOMIIO3ULMUU MOTYT HMETh
TEPareBTUYECKYI0 AKTUBHOCTb, AHAJOTMYHYIO COAEpIKalleiics B HHUX MOJIEKyJe cO craboii
NPOHHULIAEMOCTBIO WK ee conu. Takum oOpa3oM, HacTosIee H300peTeHne TaKkke OTHOCHUTCS K
SHTEPOCOMOOMIbHON (papManeBTUYECKON JIEKapCTBEHHOW (PopMe, ONMMCAHHOH B HACTOALIEM
JOKYMEHTE, JIsl IPUMEHEHHs B Ka4eCTBe JIEKAPCTBEHHOIO CPECTBA.

[0047] Mcrionb3yemblii B HACTOSIIEM JOKYMEHTE TEPMHUH ‘‘TepaneBTuiecku 3pdexruHoe
KOJINYECTBO  MOXKET OTHOCHTBCA K KOJIMYECTBY BEINECTBA, HEOOXOOUMOMY IJIsl JICUSHMS,
o0JIerdyeHus1 WK MPEJOTBPALLEHHS TIOABEPTaEMOro JICUEHUIO OOJIE3HEHHOTO COCTOSTHUS HUTH JJISt
MPOSIBJICHUS] OYEBHUAHOTO TEPANEeBTHYECKOro MWin mpoduiaktTudeckoro s¢dexkra. B obmem
ciydae, TepaneBTUUeCKH 3(PPeKTUBHAS 1032 MOXKET ObITh OLleHEHa Ha OCHOBAHWUHU JTOCTYITHBIX
JAHHBIX, OTHOCALIMXCS K NAPEHTEPaIbHOMY BBEAECHUIO NMIPOAYKTA YEJIOBEKY.

[0048] D¢ddexTuBHBIE NO3BI ONMCAHHBIX B HACTOSINEM JOKYMEHTE COCJUHEHUH MOTYT
OBITH OnpeneneHbl OOBIMHBIMU MeToaMH. KOHKpeTHBIN YPOBEHb JO3UPOBKH, HEOOXOIUMBIN AJIs
M00Oro KOHKPETHOrO nauueHra, OyneT 3aBUCeTh OT psifa (PaKTOpPOB, BKIIKOYAS TSKECTh
HIOABEPraeMoro JICYEHUIO COCTOSIHUS, 00IIee COCTOSTHHE 310pOBbsI MaLMeHTa (T.€. BO3pacT, Macca
Y IM€TA), TOJI MALMEeHTA, BPEMsI M YaCTOTY BBEICHUS, a TAKXKE IIEPEHOCUMOCTH/OTBET Ha TEPAIIHIO.
OnHako OOBIMHO CyTOYHAs 1032 (BBOAMMAs KK Pa30Basi 103a MJIH B BUJE pa3/ieIeHHbIX 103) Oyner
HaxoauTbcsa B auanazoHe oT 1 go 1000 mr B cyTku, u 4dame Bcero ot 5 a0 200 Mr B CyTKH.
ANBTEPHATUBHO, 103bl MOXKHO BBOJHUTH U3 pacueTa Ha €UHHIy MacChl T€la, U B 3TOM Cllydae
TUMMAYHAs 1032 Oyaet coctaBysath OT 0,01 Mkr/kr mo 50 mr/kr, B 4acTHOCTH OT 10 MKI/kr mo 10
MI/KT, OT 50 MKI/KT 10 2 MI/KT.

IIpumep 1

[0049] IIpumepbl COCTABOB, ONUMCAHHBIX B HACTOALIEM JOKYMEHTE KOMITO3ULIMM, MOXKHO

HalTH B clenyromieii Tabnmie 2:

Tabnuna 2
F1 F2 F3 F4
(r) %00./0 | (1) %00./0 | (1) %006./0 | (1) %00./0
0. 0. 0. 0.

API 0,03 0,5 0,03 0,5 0,03 0,5 0,03 0,5
Murnuos 3,18 63,55 3,24 64,7 2,27 448
812N
Kanmyn 1,09 21,55 1,24 24,8 1,54 29,9 1,25 249
MCM
Teun 80 0,48 9,78 0,50 10 0,51 10
Bona 0,25 4,62
TpusTHaLUT 1,00 19,8 1,00 19,8
par
Komnmudop 1,76 34,8
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EL

I12I" 400 0,25 5

IIponunenr 0,50 10

JIUKOJIb

Bcero 5,03 100 5,01 100 5,08 100 5,06 100

[0050] B Beimeykazannoi kommosuumu, APl mpencrasmsin cobod mentun w3 MATH
AMUHOKHUCJIOT € MOJIeKyJIsipHOUW Maccod okojo 700 r/monb. B Bblme mnpeacTaBiieHHBIX
koMnosunusax, Murnuon, Kanmyn u Tpustunuutpat SBAAIOTCA YCUIUTENAMU IPOHULIAEMOCTH,
Teur u Kommgpop EL sBisstoTcs NOBEPXHOCTHO-aKTUBHBIMH  BELIECTBAMH, KOTOPbBIE
CHOCOOCTBYIOT KMHETHKE MHUIIEBAPEHUS, U KpOMe TOro yiyqmaroT 3¢ ekt Murnuona u Kanmyna.
Bona, II3I" 400 u nponuieHrMMKoNb comoommm3upyoT AP, HO He Oka3bpIBalOT BIMSHUE HA
npoHuuaeMocte. Kommosunum mnpenHasHaueHbl ANl OKa3aHMA BO3JEHCTBUA Ha crnabyro
IPOHHUIIAEMOCTh MOJIEKYJI Yepe3 KJIETOUHble MeMOpaHbl KHIIeuHHKa. [1oCpencTBOM MOKPBITHS
MOXKHO KOHTPOJINPOBATh XUMUYECKYIO U (PU3NYECKYIO0 HECTAOMIIBHOCTD B JKEJY JOYHO-KUIIEYHOM
TPaKTe U MOTEPIO AKTUBHOCTH, OOYCIIOBJICHHYIO KUCJIOTHBIMH YCIOBUSIMU B JKEJyIKE.

[0051] Komnozuumu 1-4 (F1-F4) monydanu cnocobom, omucanubiM B mareHte CIIIA
9259389, u uCHONB3OBAIM B KA4eCTBE Ipenapara CPaBHEHHs Ul NPOBEPKU yBEIMYEHUS
O6uonocTynmHOCTH, 0OecriedrBaeMol ONMCAHHBIM B HACTOSIIIEM JJOKYMEHTE H300peTeHNeM:

[0052] ITonyuenue komno3unuu 1: Hekoropoe konudectBo API cHauana pacTBOpSIIOT B
Bone, 3areM pnoOamisitor TBuH 80. [lonydeHHYHO CMeCh NEPEMEIIUBAIOT O MOJyYEHHUs
OJTHOPOIHOIO PacTBOpa. 3aTeM K BBILIEYKa3aHHOM cMecu M00aBisitoT pactBop Murimuon 812N u
Kanmyn MCM B omnpeneneHHOM cooTHomeHun (cMm. Tabmuiy 2). KoHeuHyr 3MyJbCHIO
NepeMeINBAIOT NP KOMHATHOH TeMmmepaType A0 TOJy4eHUs] TOMOTeHHOW cmecu (Oe3
pasnenenusi (a3, MOJHOCTHIO coMoOuIM3upoBanubiii API). Dta kOMMo3uiusi AOKHA OBITH
CTa0MIM3UPOBAHA TUOKCHIOM KPEMHUSI.

[0053] Tlonyuenue kKOMMO3UIMU 2: DTa KOMIIO3ULMS BKJKOYAET KOMITO3HUIIMIO TIO
u3obperenuro. Kanmya MCM u Murnmon 812N B onpeneieHHOM COOTHOIIEHUH CMELTUBAIOT IPU
KOMHATHOM Temreparype. 3ateM K pactBopy no0asisitor TBuH 80 B onpeneneHHOM KOJTHYECTBE.
ITony4yeHHy0 cMech TOMOT€HHU3UPOBAIU NIPHU NepeMEIINBaHUN NP KOMHATHON Temrnepatype. B
KOHIIE TOOABJISIOT HEKOTOpoe KomniecTBO API 1 KOHEUHYIO CMeCh MEPEMELITHBAOT 10 IOy YeHHUS
rOMOTeHHOH cycnieH3uu (0e3 pasnenenus a3, API Xoporio n1ucneprupoBaH B HAOJIHUTEIE).

[0054] TTonydeHue KOMITO3UIMHU 3. DTa KOMIO3UIMS TMPEICTABJsieT COOOW elne OauH
pactBop APl ¢ oOTHOCHTENBHO HHU3KOH IepEeBAPUBAEMOCTBIO, OJHAKO C IPUMEHEHHEM
ANIbTEPHATUBHOTO YCUJIMTENS MPOHUIaeMocTu (Tpustwiuutpat). Hekotopoe komuuectso API
CHadaja pacTBOpsitoT B pactBope PEG400 W mNpONMUIEHTTIMKOJNS, 3aTeM HOOaBJISFOT
tprsTiuurpar U Kolliphor EL. B xonue nobasmsror Kanmyn MCM. TlonydeHHy0 cMech
NEePEeMEIBAIOT NP KOMHATHOW TeMIlepaType OO TOJyYeHHs TOMOTe€HHOro pacropa (Oe3
paznenenus a3, APl NOTHOCTBIO COMOOMITN3NPOBAH).

[0055] Tlonyuenne kommnosuunu 4. Kanmyn MCM u Murnuon 812N B onpeaeneHHOM
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COOTHOLIEHUH CMEUIMBAIOT MPU KOMHATHON TeMIlepaType. 3aTeM B pacTBOP MOCJENI0BATENIbHO
nobasysiror TBuH 80 M TPUSTWILIMTPAT B OMNpENeNeHHOM KoiudecTse. llonmydeHHyr0 cMmech
TOMOT€HM3HPYIOT TPU INEPEMEIINBAHUU NPH KOMHATHOW TemmepaTtype. B koHie noGaBnsioT
HekoTopoe KonuuecTBO API, 1 KOHEYHyI0 cMech MepeMeLIMBAaIOT [0 MOJIy4eHHs] TOMOT€HHOMN
cycniensuu (6e3 pasnenenus a3, APl xopowo qucneprupoBaH B HAMIOJTHHUTEIE).

[0056] IlepeBaprBaeMOCTh ONMCAHHBIX B HACTOSILIEM AOKYMEHTE KOMITO3ULIUIA

[0057] BcnencrBue TOro, 4TO COOTHOIICHHE YCBAMBAEMbBIX HHIPenueHTOB (MUTrinosn
812N u Kanmyn MCM) coctasinisier Oonee 85%, komnosurun 1 (oOpatHas smynbcusi) u 2 (API B
CYCIIEH3UH) SBJISIFOTCSI BBICOKO ycBanBanBaeMbIMu. Uepes 30 MUHYT nuleBapeHHst, KOMIIO3ULIUS
1 BrICBOOOKHAET 2,3 MMOJIb KUPHOW KUCJIOTHI HA OIUH I'PAMM KOMITO3ULIUU, & KOMIIO3ULIHS 2
BbICBOOOXKaeT 2,1 MMOJb >KMPHOM KHCJIOTBI Ha OOUH rpamMMm Kkommosuinun. Yepes 3 uaca,
MaKCHUMAaJIbHOE KOJIMYECTBO JKUPHBIX KHCIIOT, BHICBOOOXKIa€MBIX KoMIo3uLueit 1 u 2, cocrasiser
OKOJIO 2,8 MMOJIb HAa OJJUH I'PaMM KOMIIO3HLIUH, 3TO BBICBOOOXKIAEMOE KOJHUYECTBO SIBJISIETCS
MaKCHMAJIbHO BO3MOXKHBIM BBICBOOOXIEHHMEM JUIsl BCEX YEThIpeX KOMIO3MIMHA. B 3Tux nByx
KOMMO3uLusix Oosiee 75% >KUPHBIX KUCJIOT BBICBOOOKAAETCS] B TeUeHHE MeHbIne, yeM 3a 30
muHyT. Komnosuuust 3 (API B pactBope) 6e3 Tpurmunepuna (Murimnon 812N) BbicBOOOKIaeT
HauMEHbIlEee KOJIMYECTBO SKUPHOW KUCIOTHL 0,6 MMONb JKUPHOM KUCJIOTHI HAa OJWUH I'paMM
KOMITO3MLIMH Yepe3 3 dacoB nuineBapeHus. Uepes 30 MUHYT muIneBapeHHsi, BBICBOOOXKIAETCS
tonpko 0,3 (50%) MMOmb KMPHOH KHCJIOTBI Ha OAMH rpamm kommosuuuu. Kommosuuus 4
BbIJIEJISIET CYMMapHO€ IMPOMEKYTOYHOE KOJHUYECTBO >KUPHOM KHUCIOTHI (2,0 MMONB >KUPHOH
KHUCJIOTBI Ha OJMH TPaMM KOMIIO3HMLIMU 4epe3 3 yaca MUINEeBAPEHHUs]) 1O CPABHEHHIO C TPeMsi
OPYTUMH, MOCKOJIbKY YPOBEHb YCBAaUBAEMBbIX MHTPEAMEHTOB cocTasiisieT okoso 70%. Uepes 30
MHUHYT BBICBOOOXKIAeTCs 1,7 MMOJIb KMPHON KHCJIOTBI, YTO COOTBETCTBYeT MpuMepHO 85%
BBICBOOOKIEHUS B TeueHue 30 MUHYT.

[0058] B cnenyromeii Tabnuie 3 moka3zaHa OMOMOCTYIMHOCTb MENTHIA, COCTOSIIETO W3
ISITH AaMUHOKHCJIOT, ¢ MOJIEKYJISIpHON Maccoi okojio 700 Jla. DToT nmenTun He ObLT BOCTIPUIMYHUB
K (pepMEHTATUBHOMY pPACINEIUICHHIO U OBbLT BKIFOUYEH B KOMITO3UIIMIO, OMTUCAHHYIO B HACTOSIIEM

AOKYMEHTE, MOCJIC BBCACHUA cobakam.

Tabnuma 3
KoMmnozuuus 1 2 3 4
Cpeanee  3HaueHHe
17694 59321%* 18786 32061
AUC (n=6)
CranpaprtHoe
7317 10296 15547 14439
OTKJIOHEHHE
F (%) 11 37 12 20
*n=5

[0059] lns onpenenenust OMOIOCTY THOCTU MOJIEKYJIbI CO CJIA00N MPOHULIAEMOCTBIO, TIPU
AOCTAaBKE B KOMIIO3UIIMU IO HACTOSALICMY 1/1306peTeH1/110, BBITTOJIHAIN (1)apMaKOKI/IHeTI/ILIeCKOG

HUCCICAOBAHUE MOCJIE UHTPAAYyOACHAJTIBbHOI'O BBEACHNS KOMITIO3UIITUN cobakaM C HCIOJb30BAHHEM
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HE TMOoABepraBIIMXCsi 00paboTke camioB cobak mopoxbl Owurne (6, 5-10 kr). Jns storo
KOMITO3ULIMIO HATNIOJHUTES BBOAMIIN C IIOMOIIBIO SHAOCKONA 0] aHECTe3HEeH.

[0060] )KyvBOTHBIM BBOAMJIM AHECTE3UIO MYyTE€M BHYTPUMBIIIEYHON HUHBEKLIUM POMITYyHa
(Rompun) B koHuenTpanuu 0,03 MII/KT ¢ TOCIEAYIOLIEH BHY TPUMBIIIEYHON HHbEKLIUEH 3051eTHIIa
100® (Zoletil 100®) B xorueHTparwmu 0,1 MI/KT WK JTFOOBIX aHAJIOTHYHBIX IPEMAPaTOB.

[0061] Hccnenyemyro KOMITO3UIIUEO BBOAMIN UHTPALY OACHAIBHO (KaK MUHIUMYM depes 4
cM mocyie C(UHKTEpa MPUBPATHUKA) C HMCIOJIB30BAHMEM IUIACTUKOBOTO INIMPHLA C KATETEPOM,
KOTOPBIM BBOAMJIM 4epe3 LEHTPaJbHbIM KaHaJl 3HJOCKOMA, NPU 3TOM BO BpPEMsl SHAOCKONUU
JKUBOTHOE JIEKaJNo Ha JIeBOM OOKy. Jl03MpOBKa MOJIEKYJBI CO Ca0OW MPOHHULAEMOCTBIO IS
BBEJICHUs1 OblIa CKOPPEKTHPOBAaHA B COOTBETCTBUU C MACCOW Tesla KaXJOW COOaKkH, KOTOPYIO
pEerucTpupoBali B JE€Hb BBEACHHUS, TakuM oOpa3oM, 4TOOBl Kaxjas colaka Ioiydasia
AHAJIOTMYHYIO 103y Ha OJUH KI' MacChl JKUBOTHOTO.

[0062] IIepen xaxxabIM BBEAECHUEM U MEXAY KaXXAbIM >KMBOTHBIM, KaTeTep MPOMBIBAJIH 5
mit 0,9% NaCl u, no menbiueii mepe, 20 mi Bo3nyxa. O6pasubl kpoBu 00beMoM 1 Mt cobupanu B
pasHble MOMEHTHI BpeMeHu (00brdHO 10 BBenenwus; 0,25, 0,5, 1, 2, 3, 4, 6, 8, 12 yacoB nocie
BBE/ICHMS) M3 TTOIKOKHON HJIM FOJIOBHOH BEH JKUBOTHBIX 0€3 aHECTe3UH B MPOOUPKHU C LIUTPATOM
Hatpus. [Inasmy xposu cobupanu mocne neHtpudyruposanus odpasuos (10 munyT, 3000 g, +
4°C) n xpanwunu npu -20°C 1o aHanu3a.

[0063] PapMaKOKMHETUYECKOE UCCIIEIOBAHUE NTOCTIE BHYTPUBEHHOI'O BBEEHUS:

[0064] DapmakoKMHETHKA HCCIEOYEeMOH MOJIEKYJbI CO C1aboW MPOHULAEMOCTHEO
UCCJIEIOBAJIA TIOCJIe BHYTPUBEHHON WHBEKIMU JUIsI BBIYHCICHHS €€ (papMaKOKHHETHYECKHX
napameTpoB U OMOIOCTYITHOCTH MOCJIE IEPOPATBHOTO UM UHTPAAY OJI€HAJIbHOTO BBEICHUSI.

[0065] TTepen kaskapIM BHY TPHBEHHBIM BBEICHHEM COOAK HE KOPMIJIH B TeueHHe 14 4acos
U KOPMIJIH Yepe3 6 4acoB Mocyie BBEACHUS (BO BpeMsi U3MEPEHUS] KHHETHKH). [l BHY TPUBEHHOTO
BBEZICHUsI cOOaKaM BBOAMJIM MOJIEKYJy CO CJIa0O# NMPOHHUIAEMOCTBIO B BHUIE OIHOKPATHOH
OOJIFOCHOH MHBEKLUU B Mepr(EepHUUECKYIO0 BeHY (IOJKOKHYIO WM TOJOBHYIO BEHY) C TOMOIIBIO
IJIACTUKOBOI'O IIMPULA.

[0066] J[lo3upoBky MoOeKyjbl CcO cjHabol TMPOHHWIIAEMOCTHEO JJIi  BBEICHUS
KOPPEKTHPOBAJIHM B COOTBETCTBUU C MACCOW TeJsia KaXKIOW COOaKH, KOTOPYIO PErHCTPUPOBAIIU B
JIeHb BBEICHMs, TaK, YTOObI Kakhas cobaka Mojydajia OIMHAKOBYIO J03y Ha OOUH KI' MaCChI
xuBoTHOro. O6pasier kpoBu obbeMoM 1 Mt coOupany B pasHble MOMEHTHI BpeMeHH (OOBIMHO
nepen BeenenueM, 0,083, 0,166, 0,25, 0,5, 1, 2, 3, 4, 6, 8, 12 4 nocie BBeEHUs) U3 MOIKOKHBIX
WM TOJIOBHBIX BEH KMBOTHBIX 0€3 aHECTE3MH B MPOOUPKH ¢ uTpaToM HaTpust. OOpasusl ma3mel
MOATOTABIIUBA CIIOCOOOM, MOAPOOHO ONMUCAHHBIM BbILIE (LEHTPU(PYTHPOBAHNE U XPAHEHUE TIPU
-20°C nmo manpHEWIIero aHaim3a).

Ipumep 2

IIpumepsl COCTaBOB, OMMCAHHBIX B HACTOSIIIIEM JOKYMEHTE KOMITO3ULIUH, ITPeICTABIEHbI B
cnenyrotei Tabnure 4:

Tabnuua 4

F5 Fo6 F7 F8
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%00./00. %00./00. %00./00. %00./00.
API 3,0 6,0 12.0
Murauon 812N 65 63,0 61,1 57.2
Kanmyn MCM 25 243 23,5 22
Tsun 80 10 9.7 9.4 88
Bceero 100 100 100 100

[0067] API npencrasisit coboit mumetnk antutena. Kommnosunust FS Obuta skBUBaseHTHA
xkommnosuiun mianedo F2. Komnosumn F6 - F8 ncnonp30Banich Aiist HCCIENOBAHUS yBEJINYECHUS
JIEKapCTBEHHON HArpy3Ku.

[0068] IlepeBaprBaeMOCTb OMMCAHHON B HACTOSLLIEM TOKYMEHTE KOMIO3ULIUU!

[0069] B xommnosuiuu mianedo (FS5) BeicBOOOXKIEHHE CBOOOMHBIX >KUPHBIX KHCJIOT
POUCXOUT ObICTPO: Oosee 85% ycBanBaeMoil HaCTH KOMITO3ULIMU IT€PEBAPUBAETCS MEHbIIE, YeM
B TeueHue 30 MUHYT C BBICBOOOXIEHHEM CBOOOIHBIX JKUPHBIX KHUCIOT (B ocHoBHOM C8 n C10
JKUPHBIX KHUCJIOT), KOTOpBIE, KaK H3BECTHO, YBEJIMYMBAIOT NPOHUIAEMOCTb uYepe3 KJIETOUHBbIE
MeMOpaHbI KHITEYHHUKA.

[0070] I[Ipon3BOACTBO KOMITO3ULIMH:

[0071] Kommosuumio rmmianedbo MONy4YarOT MpH KOMHATHOW TeMIepaTrype MyTeM
n00aBIEHUST TPEX BCIIOMOTATENbHBIX BELIECTB BMECTE B ONPENEIEHHOM COOTHOIIEHHH (CM.
Tabnuiy 4) ¥ NepeMeIIuBarT MOCPEACTBOM MAarHUTHON MEIIAJIKU 10 MOJy4YeHHs OOHO(PA3HOTO
pactBopa (T.e. Oe3 pa3neneHus a3 yepes 24 yaca Oe3 nepeMennBaHusl).

[0072] API, BeiOpaHHbIi aJist mpuMepa 2, MpeacTaBisier cobol 6e1ok ¢ Maccoi okojo 12
k/la, u O6ojee KOHKPETHO MpencTaBysieT coboil MuMeTHk antutena. Jlnodumusuposanubiii API
U3MeNbYad C MOMOINBI0 MECTHKAa B CTyNKe mepen A00aBlIeHHEM B KOMIIO3UIHMIO Ianedo.
Bribpannoe konaudectBo API (cM. Tabnuily 4), COOTBETCTBYIOLIEE MPOU3BOUMON KOMITO3UIIUH,
MEIJICHHO HOO0aBJISIOT K pacTBOpy IUianedO TpU HEmpepblBHOM mepememuBanuu. [locne
nobasyieHus Bcero konmdectsa APL, monyueHHy0 cMech TOMOTEHH3UPYIOT MPU NIEpEMEITUBaAHIH
B TEUCHHE, IO MEHbIIEH Mepe, 24 JacoB.

[0073] B cnenyromeidi Tabnuie 3 moka3aHa OHMOMOCTYMHOCTb OeJika, BKJIFOYEHHOTO B
KOMITO3UIIUIO, OMFCAHHYIO B HACTOSIIEM JJOKYMEHTE, TIOCJIe BBEACHUS KpbIcaM (KOMITO3ULHH O, 7

u 8) u cobakam (KoMIo3uLus 7).

Tabmuna 5
7
Komno3uuus 6 8
KpbICa cobaka

Cpeanee 3nauenue AUC

4954 9305 1863 3639
(n=4)
CranpaprtHoe

6045 5109 746 4022
OTKJIOHEHHE
F (%) 22 2,1 N/A 0,4
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[0074] Komnosuumu 6, 7 u 8 BBOOWJIM KpbICE IMyTE€M MPSIMON HMHBEKIUU B
IBEHAILATHIIEPCTHYIO KuKy. Kakmoil kpwice (kpeichl jquauu Crper-Jloymmn, n=4) BBOIMIH
KOMIO3UIHIO B 03¢ 250 Mr. Uto npencrasisier coboit cootBeTcTBeHHO 25, 50 1 100 Mr/Kr Macchl
tena anTuTena. O0pasibl CBIBOPOTKH codupanu uepe3 t=0, 3, 8, 24, 24, 72, 120 u 168 gacos mocie
BBeZieHNUs. KoHueHTpammio aHtuten B oOpasiax CBhIBOPOTKH OLEHMBAJIH KOJIUYECTBEHHO C
UCTIOJIb30BAaHUEM AHTUTENOCTIELIU(PUIECKOTO COHIBUY-BaPUAHTA TBEpROGa3HOro
ummyHo(depmenTHoro ananm3a. CpenHee 3HaueHne AUC, craHmapTHOE OTKJIOHEHUE U
omogoctynHocTh (F%) yka3zanbl B Tabnuie BbIe. DT 3HAYEHUS MOIJIEKAT CPABHEHHUIO C
OMONOCTYTHOCTBIO, SKBUBAJICHTHONW HyJr0 Oe3 kakoi-nmubo xommosuimu (API B ¢ocharHo-
cosieBoM OyepHOM pacTBope).

[0075] UccnenoBanue Ha cobakax MPOBOAWIN C HCIOJIb30BAHHEM KOMITO3UIUU 7 Ha
YeThIpeX He IOJBepraBIIMXCs oOpaboTke camuoB cobak mopoasl Ouribs Hatomak. Cobak He
KopMiTu 3a 15-16 yacoB 10 BBeA€HUS AO3bL, 1 BO3OOHOBIISIH KOPMIIEHHUE IPUMEPHO depe3 1 uac
nocyie BBeneHust 103bl. Kaxknas cobaka mosydasa msiTh KamncyJ B CYTKH B TE€YEHUE IIECTH CYTOK
nozapsin. Jloza cocrasisia npuOnu3uTeabHo 10 MI/KT aHTUTEN KUBOTHOTO B CyTKH. OOpasupbl
CBIBOPOTKH KpOBH Opanu nepen BBeaeHueM n03bl Ha 1, 2, 3, 4, 5 u 6 cyTkH, yepe3 2 yaca mocnie
BBeACHUs 103bl HA 1, 2, 3,4, 51 6 cyTku, u uepes 1, 2, 4, 8, 24, 48, 96 u 168 vacos nocne npuema
npernapara Ha mecTble CyTkH. KOHILEHTpaI1Io aHTUTEN B CIBOPOTKE OTIPEIENSIN KOJINYECTBEHHO
C  HCHONb30BAHMEM  AHTUTENOCHEeUN(UUECKOro  COHABHY-BAPHAHTA  TBEPAO(A3HOIO
UMMyHO(EepPMEHTHOrO aHaimu3a. Pe3ynbTaThl Mokasanu morjouieHue (aOCOpOLHI0) MOJEKYJIbI
AQHTHUTEJIa Y BCEX YEThIPEX KMBOTHBIX C HEKOTOPBIMU BapHALIMSIMH MEKAY WHAUBUIAYYMAaMH IO
CPaBHEHHIO ¢ OTCYyTCTBHEM abcopbumu, koraa API Obut mpocTo pacTBOpeHo B hochaTHO-coneBOM
OydepHOM pacTBOpE.

Onpeaenenus

[0076] Ecnu He yka3aHO WHOE, BCE TEPMUHBI B TAHHOM 0OJIACTH TEXHUKHU, 0003HAYEHUS U
Ipyrue TeXHUYECKHUE W Hay4YHble TEPMHHBI WM TEPMHUHOJIOTHUS, UCIIOJNb3yEMbIE B HACTOSIIEM
JOKYMEHTE, UMEIOT TO K€ 3HA4YeHHe, KOTOpOe OOBIUHO MOHUMAETCS CIEIUATNCTOM B JaHHOU
0o0JlacTH TEXHUKH, K KOTOPOH OTHOCHTCSI 3asiBJICHHBIN MpenMeT u3o0pereHus. B HeKkOTOpbIx
CITy4asix, TEPMUHBI C OOIIENPUHITHIMU 3HAYEHUSIMH OTIPENeNICHbl B HACTOSIIEM JOKYMEHTE JIJIsi
SICHOCTH W/WJTH 1)1 O3HAKOMJICHHUSI, ¥ BKJTFOUEHHUE TAKUX ONPEEIeHUI B HACTOSIIIUI JOKYMEHT He
00s13aTeNTbHO JIOJI’KHO TOJIKOBATHCS KaK MPEICTABJISIFOIIEe CYIECTBEHHOE OTIHYHE OT TOTO, YTO
OOBIMHO TIOHUMAETCS B TAHHOUW OOJIACTH TEXHUKH.

[0077] Ccbuika Ha “OKOJIO”, B OTHOIIEHUM 3HAYEHHUS WM TapaMeTpa B HACTOSIIEM
JOKYMEHTE, BKJIIOUaeT (M OMHCHIBAET) BAPHAHTHI, KOTOPBIE CBSI3aHbI C 3THM 3HAYEHHEM WU
napamerpoMm camuM 1o cebe. Hampumep, ommcanue, oTHOCsmeecss K “OKoio X, BKIKOYAET

(13

ommcanue “X’. Kpome Toro, ccbuika Ha (pa3bl “MeHbine”, “Oojblie, 4eM’, “MakCuMyMm , “Io

2%
2

MEHbIIIeH Mepe”, “MeHbIIIe WX PaBHO , “OO0JbIIe WK PAaBHO WJIH Apyrue nonodHbie (pasbl, 3a
KOTOPBIMU CJIEAYET TMOCJIEeNOBATEIbHOCTD 3HAYEHUM WM TapaMeTpoB, MPeAHA3HAYEHbI s
MpUMEHEHUs (Ppasbl K KAKIOMY 3HAUSHHIO WJTH TTApaMeTpPy B MOCJIEAOBATEIbHOCTH 3HAUSHU HITH

napamerpos. Harpumep, yTBEp>KA€HHE O TOM, YTO KOMITO3ULUSI COEPIKHUT He OOJIbIIEe, Y4eM OKOJIO
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10% mo macce, okono 15% 1o macce unu okono 20% 1o mMacce KOMIOHEHTa, O3HA4daeT, 4To
KOMITO3UIIHS COepKUT He Oouble, yem okoyio 10% mo macce, He Oonbiie, yem okono 15% mo
Macce uik He Ooblire, ueM 0koJio 20% 110 Macce KOMIIOHEHTA.

[0078] Hcmonb3yemble B HACTOSIIEM JOKYMEHTe (HOPMbI EIHMHCTBEHHOTO YHCIIA
BKJIFOUAIOT Takxke (OPMBI MHOKECTBEHHOTO HYHCJIA, €CJIH U3 KOHTEKCTa OYEBHIHO HE CJIEAYeT
oOpatHoe. Taxke npeanosaraeTcs, YTO UCIOIb3YEMBbIH B HACTOSLIEM TOKYMEHTE TEPMHH “1/Hin’”
OTHOCHUTCSI M OXBATBIBAET JIFOOBIE BO3MOXKHBIE KOMOWHAITUH OJHOTO FJTH HECKOJIBKUX CBSI3AHHBIX
MEepPeUnCIeHHbIX 3JeMeHTOB. Kpome TOoro, mnpenmosnaraercs, 4YTO TEPMHUHBI ‘‘BKIIIOYaET ,
“Biurouas’, “comepkur’ W/wWiaM “‘copepiKamiuii’, B Ciy4ae, KOIJIa OHU UCIOJB3YIOTCS B
HACTOSILIIEM JIOKYMEHTE, ONPENENSIOT HaJu4he YKa3aHHBIX MPU3HAKOB, LEJIBIX YUCEN, CTaIuM,
orepanuii, 3JIEeMEHTOB, KOMIIOHEHTOB H/FJT €AUHHII, HO HE UCKITFOYAIOT HAJTMYHe WK 100aBieHne
OHOTO WJIM HECKOJBbKUX APYTHX MPHU3HAKOB, LEJbIX YHUCEN, CTaAuil, onepanui, 3JE€MEHTOB,
KOMITOHEHTOB, €IUHUL] 1/WJIA UX TPYIIIL.

[0079] B TexkcTe HacTOsILEN 3asiBKM OMUCBHIBAIOTCS HECKOJIBKO YHCJIOBBIX JIMAa30HOB.
OnucaHHbIE YHCIOBbIE TUAMA30HBI O CBOEMY XapakTepy MpenyCMaTPUBAIOT J0OOH quarna3oH
UM 3HAYE€HHE B OMMCAHHBIX YMCJOBBIX AMANA30HAX, BKJIIOYAsl MpPEAENbHbIC 3HAYEHUS, NaKe
HECMOTpPsSI Ha TO, YTO TOYHOE OrpaHUYCHHE AUAINA30HA KOHKPETHO HE YKa3aHO B ONUCAHUU,
MOCKOJIbKY HACTOsIIee M300peTeHHe MOKET Ha TMPAaKTHKE MPUMEHSThCS BO BCEX OIMHUCAHHBIX
YHUCJIOBBIX AMANa30Hax.

[0080] BpruunenpuBeneHHOE ONHMCAHUE NPEICTABIEHO C  LEJIbIO  BO3MOXKHOCTH
OCYILIECTBJIEHUS] U UCIIOJIb30BAHUSI M300PETEHUs CIIELUAIMCTOM B JaHHOW OOJIACTH TEXHUKH, a
TAK)Ke TPENCTABIEHO B KOHTEKCTE KOHKPETHOW 3aJaud M CBA3aHHBIX C Hell TpeOOBaHU.
Paznuunble MomupUKALMKA TPEANOYTUTENbHBIX BAaPHAHTOB OCYINECTBJICHHS OyIyT OYEBHIHBI
CIeaIUCTaM B JaHHOW OO0JaCTH TEXHUKH, MpPUYeM OOIIUE NPUHLUIILL, OINpenejeHHbIE B
HACTOSAILIEM IOKYMEHTE, MOTYT OBbITb MPUMEHEHBbI K IPYrMM BapUaHTaM OCYINECTBJICHHS U
NpUMeHeHUl 0Oe3 OTKJIIOHEHHs] OT CYIIHOCTH W o0beMa HacTosIIero u3odpereHus. Takum
o0Opa3omM, HacTosiee H300peTeHHe He MpeIHA3HAYEeHO ISl OrPaHUYEHHUs MPeNCTaBJICHHBIMU
BapUAHTAMU OCYINECTBJICHHS, OJHAKO JOJIKHO COOTBETCTBOBATH CAMOMY IIUPOKOMY OOBEMY B

COOTBETCTBUM C IIPUHIHIIAMU U MMPU3HAKAMU, PACKPBITBIMU B HACTOAIIEM OOKYMEHTE.
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POPMYVYIJIA U3OBPETEHUA

1. ®dapmaneBTHUecKass KOMIIO3HULNsL, COAEPIKALLAs:

CHHTETHUYECKYIO HJIM NMPUPOAHYIO MOJEKYJY CO CIadOl MPOHULIAEMOCTBIO, I €€ COJIb
uiu conbsar, B koaudectse 0,01-20% mo macce oT 001eit MacChl KOMIIO3ULIHH,

munopuIbHy0 a3y, CoaepKallyr TPUMITHLEPHIBl JKUPHBIX KHCIOT B KonudecTBe S0-
80% 1o mMacce ot 0011eii MacChl KOMITO3ULIMH, U,

IO MEHbLIEH Mepe, ONHO JUITO(IITPHOE TOBEPXHOCTHO-AKTHBHOE BEIECTBO, COAEpIKalIee
HETIOJIHbIE CJIOXKHBIE 3(PUPBI MOJIHONA U XKUPHBIX KHCIOT B konmdectBe 10-50% mo macce ot
o01el Macchbl KOMIO3HULIUU.

2. Komnozunus 1o 1.1, B KOTOPOM CHHTETUYECKAs WU MPUPOIHAS MOJIEKyJia co ciaboit
IPOHHMLIAEMOCTBIO, UJIM €€ COJIb MIIU COJIbBAT, IPEACTaBIsIeT coboi coenunenue knacca Il nnmm IV
B COOTBETCTBUHM ¢ OnodapmarieBTudeckoi cuctemon kinaccudpukarmu (BCS).

3. Komnosunwst o 1.1, B KOTOpOH CHUHTETHYECKasi WM MPUPOIHAS MOJIEKyJia CO CIa0oit
IPOHUIIAEMOCTBIO MIPEACTABIISAET COOOH menTua niu Oesok.

4. Komnosuuus no 1.3, B KOTOPOH nentua uMeeT ot 5 10 20 aMUHOKHUCIIOT.

5. Komnoszunust mo ro6omMy u3 . 1-4, TOMOJHUTENBHO CONepIKalias, Mo MeHbLIeH Mepe,
OOHO THAPO(PUIBHOE TOBEPXHOCTHO-AaKTUBHOE BEIECTBO C T'MAPOQUIBHO-IUIOPUIBHBIM
6anancom (“HLB”) Beie 10 B konudectse 1-30% mo macce ot o01iei MacChl KOMITO3HULIMH.

6. Kommosuimst mo m.5, B KOTOpPOW, MO MeEHbIIEH Mepe, ONHO THAPOPUIbHOE
IIOBEPXHOCTHO-aKTUBHOE BEINECTBO BBIOPAHO M3 IPYIIIBI, COCTOSALIEH M3 MOIMOKCHITHIEH (20)
monoosieata, PEG 8 rmunepunoB kampuiioBoii/kanpuHoBoi kuciotsel, PEG 6 riunepunos
KanpUIOBOI/ KaTPUHOBOMN KUCJIOTHI, TIOJH(OKCUATHIIEH )(4)1ay puiiOBOr0 3(Upa U UX CMeCeH.

7. Komnosuiusi mo yirobomy u3 mm.1-6, B KOTOPOH TPUIIIMLEPUABI JKUPHBIX KHCJIOT
NPEACTABISIIOT COOO0H CpeaHeenoYe HbIe KUPHBIE KUCIIOTHI.

8. Komnozuuust o mrodomy u3 . 1-7, B KOTOpoii TUNOGUIbHOE TOBEPXHOCTHO-AKTUBHOE
BELIECTBO BKJIFOYAET CMECh MOHO- U TUTTIMLIEPUIOB CPEAHELIETIOYEUHBIX JKUPHBIX KUCIIOT.

9. Kommnosunust no jrodomy u3 mit. 1-8, B KOTOpOH KOMIO3HIKS He BKITOYAET BOAY.

10. ®apmarneBruyeckasi JEeKapcTBeHHass (popMa C OTCPOYEHHBIM BBICBOOOMKACHUEM,
cozep Kalnasi KOMIIO3ULHIO 1o Jrobomy u3 mi. 1-9, rne nekapcrBeHHas GpopMa C OTCPOUEHHBIM
BBICBOOOXKIEHHEM IPENCTABIISET COOOH JIEKApPCTBEHHYIO (POPMY C IOKPBITHEM, BBICBOOOKIACHNE
JIEKapCTBEHHOI'O BEIECTBA KOTOPOM 3aBUCUT OT 3HadeHus pH.

11. Criocob neveHns: maluueHTa, BKIFOYAOIINI BBEACHUE YEJIOBEKY, HYKOAIOIEMYCS B
TakoM JiedeHuH, 3(H(HEKTUBHOTO KOJHMYECTBA KOMIO3UIIUH 110 Jitodomy u3 mit. 1-10.

I1o noBepenHOCTH
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