202290224 Al

(19) EBpa3unckoe 21 202290224 13 A1l
naTeHTHoOe
BeAOMCTBO
(120 OMUCAHUE U30BPETEHUS K EBPASUICKOM 3ASIBKE
(43) Aara ny6nukauum sasiskm (51) Int. Cl. A61K 9/107 (2006.01)
2022.06.08 A61K 9/48 (2006.01)
AG6IK 31/00 (2006.01)
(22) Aara nonauu sasBku AG61K 47/10 (2017.01)
2020.07.08 A61K 47/14 (2017.01)
AG61K 47/22 (2006.01)
AG61K 47/44 (2017.01)
(54) PAPMANEBTUYECKAS KOMIIO3UNUSL, COAEPKAIIAS
TETPATUJAPOU3OXUHOJIMHOBOE COEJIMHEHHUE
(31) PCT/EP2019/068419 (72) Wsobpetatens:
(32) 2019.07.09 AMG10J1 Muxasib, @ypHbe DJbBHpA,
(33) EP ®pemap Amanguna (CH), ®pyanso
(86) PCT/EP2020/069230 Cwibeu (FR), Taiizenep Ouusep,
(87) WO 2021/005101 2021.01.14 Xeppman Illapausa, Xaduaep ®@paucuc,
(71) 3assurens: Mepodu Mapk, Penneéepr Jdopre,
NIOPCHUSA PAPMACBIOTUKII3 JITJ Itamm 3umon, @on Paymep Mapkyc
(CH) (CH)
(74) nNpeacrasutens:
Beceannkuii M.b., Becetnukas U.A.,
KysenkoBa H.B., Kakcuc P.A., Besioycos
10.B., Kyankos A.B., Ky3ueunosa E.B.,
Coxoui0B P.A., Ky3nenosa T.B. (RU)
(57) MW soOperenne  otHocuTcs K (apMAlEBTUMECKUM — KOMIO3MILUAM,  KOTOPbIE  SIBJISIOTCS

CaMOAMYIIBIUPYIOIMMHUCS, CaMOMHUKPOSIMYJIBIUPYIOUIMMHUCS WM CaMOHAHOAMYJIBIHPYIOIIMMUCS B
BOOHOM cpexe, coiepkammM coemuHenne 2-(2,2-gudropnponun)-5-[1-(2-dhrop-6-MeTmndeHwn)-
munepuanH-4-mi |- 7-(2-tpudTopmerinoensmn)-2,4,5,7- TeTpaFI/II[pOHI/IpaSOJ'IO [3,4-dJmupumunuH-6-0H

L Q

F

F
F

M CMEChb BCIIOMOTATENbHBIX BELIECTB, KOTOPas COACPKHT OJHO WIM HECKOJBKO JHITO(UIBHBIX
BCIIOMOTaTeJIbHBIX BELIECTB; OTHO MJIM HECKOJIBKO THAPO(MMIBHBIX TOBEPXHOCTHO-aKTUBHBIX BEIIECTB; U
HeoO0s3aTeNIbHO O/INH WM HECKOJIBKO THAPOQMIBHBIX copacTBopuTeneil. Takxke n300peTeHre OTHOCHUTCS
K KpUCTaIIMYeckol (hopMe yKa3aHHOTO COSIUHEHHS U K €€ TPUMEHEHUIO ISl TIOJyYeHUS] KOMITO3ULIUH
B COOTBETCTBHU C M300pereHueM. Taroke M300peTeHHE OTHOCHUTCS K IMPUMEHEHHMIO KOMIIO3MIHWI B
(hapMaIieBTHYECKOM MPOM3BOACTBE IS MPEAOTBPAIICHIS/TPOOUIAKTUKYA WX JICUCHUS 3a00JICBaHUI U
PacCTpONCTB, CBSI3aHHBIX C TATOTCHETHYECKMMHU COOBITHSIMHU, KOTOPBIE OMOCPEIOBaHbI MMOBBIIICHHBIMH
ypoBHsimu CSa u/nnun aktuBanuein CS5aR.
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OAPMAILIEBTUYECKAS KOMITIO3HUIMA, COAEPXKAIIIAA
TETPAIT'MJIPOU3O0OXHNHOJIMHOBOE COEJMHEHUE

Hacrosmee nzobpereHne oTHOCUTCS K (apMalieBTHUECKUM KOMITO3ULIUSIM,
KOTOpPBIE SBJSIOTCS CAMO3MYJIbTUPYIOMUMHUCS, CAMOMHUKPO3MYJIbTUPYIO IUMHUCS, WU
CAaMOHAHOA3MYJIbTUPYIO LTUMHKCS B BOJTHOM cpene, COAepIKalluM B Ka4eCTBE aKTUBHOTO
uHrpenueHTa coenunenune 2-(2,2-nudrop-nponun)-5-[1-(2-prop-6-meTun-dennn)-
nunepuanH-4-ui|-7-(2-tpudropmermin-6en3un)-2,4,5,7-rerparuapo-nupaszono[3,4-
d]mupuMuANH-6-0H, TIe YKa3aHHOE COeTMHEHNE B JaJIbHEHIIEM TaK)Ke Ha3bIBAETCS

COEJMHEHUE:

e

F

F
F

Hzobperenne Takxe OTHOCUTCS K KpucTtajndeckond popme COEJJUHEHUA B
dbopme cBOOOAHOTO OCHOBAHUS, U K €€ MPUMEHEHHIO JJIsl MOJy4YeHUs] KOMITO3ULIHI B
COOTBeTCTBHUU ¢ uzobpereHueM. Takke n300peTeHHE OTHOCUTCS K TPUMEHEHHUIO B
(apManeBTHYECKOM MPOU3BOACTBE KOMIIO3ULUI B COOTBETCTBUU C U300pETEHHEM IS
NpenoTBpaIleHus/ TPOQUIAKTHKY WITH JieueHus 3a00JieBaHU U pacCTPOKHCTB,
CBSI3aHHBIX C MATOT€HETHYECKUMH COOBITUSIMU, KOTOPBIE OMOCPETOBAHBI
NOBbIIIEHHBIMHU ypoBHsIMU CS5a n/unu akrusanueit C5ak.

Coenunenune npencrasiset coboit coequnenne knacca II BCS, umeromee logP
6,9 (u3mepeHo B oktaHoJs/dpochaTHom OydhepHOM coneBoM pacTBope - pH 7,4).
I[Monyuenne COEJJMHEHUSA, koTopoe nmpencrapisieT coOoil MOAYISITOP perenTopa
CS5a, 1 ero MenUIIMHCKOE NPUMEHEHHE, OCOOCHHO AJIs
NMpenoTBpaIleHus/ PO UIAKTUKH HIIH JieueHus 3a00ieBaHU U paCCTPOHCTB,
CBSI3aHHBIX C MAaTOT€HETUYECKUMH COOBITUSIMHU, KOTOPbIE ONMOCPENOBAHBI

NOBbIIIEHHBIMHU ypoBHsIMU C5a u/unu akrusanueit C5aR, Takux Kak BaCKyJHUTHBIE
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3a00€BaHUs N PACCTPOICTBA, BOCMANHUTEIbHBIE 3a00JI€BaHNS HJIH PACCTPOMCTBA,
BKJIIOYAO L€ BHYTPUCOCYAUCTOE BBICBOOOKIEHNE MUKPOBE3UKYI,
ummyHokomiuiekcHbie (IC) 3aboneBanust Wiu paccTpoiicTBa, HEHpoaereHepaTUBHbBIE
3ab0NeBaHUs HIIH PACCTPOMCTBA, OOYCIOBIEHHBIE AKTUBALMEH KOMIIJIEMEHTA
BOCIMAJIUTENIbHBIE 3a00JI€BaHUS UK PACCTPOICTBa, Oyie3Hble 3a00MeBaHUS HIIH
paccTpoiicTBa, 3a00I€BaHUS UK PACCTPONCTBA CBSI3aHHbIE C ULIEMHEH U/UIN
UIIEMHUYECKUM pernepPy3uOHHBIM MOBPEKIEHUEM, BOCTIATUTEIbHBIEC 3a00JIeBaHUS HIIH
paccTpoOMCTBAa KUIIEYHHUKA, U ayTOUMMYHHbIE 3a00JIEBaHUS HJIH PACCTPOMCTBA; a
TaK)K€ MPU KOHTAKTHOW 4YBCTBUTEJBHOCTH UJIH BOCMAJNCHUH, KOTOPbIE BBI3BAHbI
KOHTAKTOM C HCKYCCTBEHHBIMH MOBEPXHOCTSMH; NOBBILIIEHHAS! aKTUBALUS JIEHKOIIUTOB
U TPOMOOIUTOB (M UX UHPUIBTPAIUS B TKAHHU); NATOJOTHYECKHE MOCIEICTBHUS,
CBSI3aHHBIE C MHTOKCHKAIMEH MU TPABMOMN, KaK HallpUMep, TPaBMa, KPOBOUIJIHSHHE,
IIOK, WJIM XUPYPTrHYE€CKOE BMELIATENbCTBO, BKIIOYAs TPAHCIUIAHTALIUIO, TAKHE
NOCJENCTBHUA, KaK moiuopranHas HenocratodyHocts (MOF), cenTuueckuii mwok, ook
M3-32 UHTOKCHUKALNHU HJIH OCTPOE BOCHAJIUTEIbHOE MOPAXKEHHUE JIETKUX,
NaTOJOTUYECKHE TTOCIECTBHUS, CBA3AHHBIE C MHCYJIMHO3aBUCUMBIM CaXapHBIM
nuaberom;, nHGAPKT MUOKapaa Ujin TPOoMOO3; OTEK HJIU MOBBIMEHHASI TPOHUIIAEMOCTH
KanuJISpOB; CHM)KEHHE KOPOHAPHOM SHIOTENHATbHON ANC)YHKINHU, BHI3BAHHOM
HCKYCCTBEHHBIM KpPOBOOOpAaIleHNEeM W/UIN KapaUOIlJIeTHeN; NN 3JI0KaYECTBEHHOE
HOBOOOpaszoBanue; onucansl B PCT/EP2019/050372.

C5aR1 (CD88) mpencrasiysier cob0it penenTop, CBI3aHHBIN C CEMbIO
tpancmeMmOpanubiMu G-Oenkamu (GPCR), npuHamnexamuii K ceMeHCcTBY
PONONCUHONONOOHBIX, T€H KOTOPOT'O PaclojiokKeH Ha xpoMocome 19. OH coenuHsieTcs
C YyBCTBUTEJbHBIM K KOKJIIOMHOMY TOKCcHHY Gialpha2, Gialpha3 unu
HEYYBCTBHUTEJIbHBIM K KOKJIIOIMHOMY TOKCHHY Galphal6 n mHULHHPYET HECKOJIBKO
HIDKECTOAUX curHaibHbIX myTeil. C5aR1 skcnpeccupyercs Ha psae TUNOB
UMMYHHBIX KJIETOK, BKJIFOYasi MOHOLMTBI, HEUTPOQUIBI, TYUHBIC KJIETKH, Oa30pUIbI U
s03uHOG MBI KpoMe TOro, OH 3KCIpeccCUpyeTcs HA MHOTUX IPYTUX THIAX KJIETOK,
BKJIFOYasl TEMaTOLUTHI, JIETOYHBIE U YHIOTEJHAIbHbIE KJIETKH, MUKPOTJIHIO, HEHPOHBI U
NOYeYHbIe rIOMepYyIsipHbIe KieTKH. ONHUCaH psiAg JUTAHIOB, KOTOPBIE CBSI3BIBAIOTCS C
C5aR. K Hum otHOcsaTes CSa, CSadesArg u CS5a + 1kDa. CSa - nenrpanpHas
s dexTopHas MoEKyIa CHCTEMBl KOMILJIEMEHTA, KOTOpas cama o cebe mpeacrapiisier
c000i coXHBbIN pepMEHTATUBHBIN KAaCKaJ, 3BOJIOLUOHUPOBABIIHNH 11 KPUTHIECKOTO

JOIIOJIHCHUA HMMyHHOﬁ CUCTEMBbI IPOTUB BTOPXKCHHUSA MAaTOTCHOB, OAHAKO
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3HAYUTENbHBIH 00BEM JJOKA3aTENbCTB MOKA3bIBAET, YTO HENpPEeAHAMEPEHHAs! aKTHBALIUs
KOMIUIEMEHTA NMPUBOAUT KO MHOTHM OCTPBIM BOCMAJIUTEIbHBIM PACCTPONCTBAM H
ayroumMmyHHBbIM 3a0o0neBanusiM (Ricklin, D, et al. (2010) "Complement: a key system
for immune surveillance and homeostasis." Nat Immunol 11(9): 785-797) u, B
YaCTHOCTH, OBUIO MOKA3aHO, YTO YpOoBeHb C5a MOBBIMIEH NPH PsIie dTUX
BOCHAJIUTENbHBIX U ayTOUMMYHHBIX 3a0oseBanuil. Cucrema KOMIJIEMEHTa
AKTUBHPYETCS YEThIPbMsI MYTAMU: KJIACCUUECKHUI MyTh U MYTh JICKTUHA,
cBsi3bIBarOIero MaHHO3y (MBL), KOTOpBIH aHAJOrM4YeH KJIaCCUYECKOMY MYTH, 3a
UCKJIFOYEHHEM 3TAllOB HAYAJIbHOT'O PACIO3HABAHMS M aKTHUBALUH, KOTOPbHIE
pPacCroO3HAOT MAaTOTeHbl HJIM KOMIUJIEKChl AaHTUTEN. AJIbTEPHATUBHBIN My Th
AKTUBHPYETCS MyTEM CBSI3bIBAHHS CIIOHTAHHO aKTUBUpOBaHHOTO Oenka C3
komruieMeHnTa (pparmenT C3b) ¢ moBepxHOCTHIO MaToreHa. Bee atu Tpu nytH
NPUBOIAT K BO3MOKHOMY oOpa3oBaHui0 C3-KOHBEpTa3, 4TO SIBJISIETCS TOYKOM, rae
cxonsarest 3 mytu (Guo, R. F. and P. A. Ward (2005) Annu Rev Immunol 23: 821-
852). Bnocnencreun C3 KOHBEpPTa3bl MPUBOAAT K 00pa3oBaHUIO aHA(aTaTOKCHHOB
C3a u C5a Bmecte ¢ qpyrumu OejKkaMu KOMILIEMEHTa, HEOOXOAUMBIMU JJIsI
o0pa3oBaHUs KOMIUIEKCA aTaku Ha MeMOpaHy. YeTBepThIil MyTh, BHEIIHUHA Ny Th,
BKJIFOYAET MPOTEa3bl MIa3Mbl (Hampumep, 3j1actaza, TPOMOUH), KOTOPbIE AEHCTBYIOT
HenocpenctseHHO Ha C3 unu C5, 4T0 NpuBOAUT K nociaeaywoumeil npoaykuuu C3a u
CS5a. Anadunarokcud C5a NpuBOAUT K NPUBJICYEHUIO U AKTUBAIIMHU BOCTIAIUTEIbHBIX
KJIETOK BPOKJI€HHON M aJJallTUBHON CUCTEMBbI, OTHACTH 32 CUET YCHIIEHUs SKCIIPECCUU
MOJIEKYJI KJIETOYHOH aare3nu, BHICBOOOXKAEHNsI (ePMEHTOB HAa OCHOBE TPAHYII,
3aMeIJIEHHOT'O WJIM YCHJIEHHOTO anonTo3a, (arouurosa, OKUCIUTEIbHOTO B3PbIBA,
CEeKpelLUH TUCTAMUHA U BBICBOOOXKIAEHHS U XeMoTakcuca. Kpome Toro, OH BbI3bIBAET
BBICBOOOIKIEHHE NPYTUX MPOBOCTIANIUTENIbHBIX MeIHaTOpPoB, Takux kak TNF-a, IL-1,
IL-6, IL-8, npocrarnanaunsl u geiikorpuensl (N.S. Merle et al. (2015) "Complement
System Part II: Role in Immunity." Front Immunol 6: 257), akTuBanuto
SHIOTEJNHATBHBIX KJIETOK U MPOHUIIAEMOCTH COCYIOB, UTO MOXKET NMPHUBECTH K
COOBITHSIM, B KOHIIE KOTOPBIX MOJKET Pa3BUTHCS TPOMOOTHUYECKAST MUKPOAHTHOTIATHS.
CnenosarenbHo, CSa npencrasisieT coOOOH OHY U3 CAMBIX MOIIHBIX BOCIAJIHTEIbHBIX
MOJIEKYJI, BbIpa0aThIBA€MBIX BO BPEMSI HMMYHHBIX OTBETOB, U M3-3a CBOEH
dbyHIaMeHTanbHON OMOJIOTHH OH MOTEHIIMAJBHO BOBJIEYEH B OUYEHb LIUPOKHUH CIEKTP
naronoruii (Janeway’s Immunobiology, 8" edition (2012), Kenneth Murphy, Garland

Science, p. 48-72).
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C5a 3aHUMaeT LeHTpajJbHOE MECTO B UMMYHHOI CUCTEME U, KaK TaKOBOH, UTpaeT
BA)XHYIO POJIb B KJIFOUEBBIX aCMEKTax BOCMAJEHUs U MOBpeXAeHus TkaHel. Kpome
TOT0, B JIUTEPATypPE UMEETCs 3HAYUTEIbHOE KOJUIECTBO HKCIIEPUMEHTATIbHBIX
TAHHBIX, YKa3bIBAIOIIUX Ha IPUYACTHOCTh NMOBBILIEHHBIX YypoBHEeH C5a k psAny
3a00yeBaHUN M PACCTPONCTB, B YACTHOCTH, K aYyTOUMMYHHBIM M BOCIAJIUTEJbHBIM
3aboneBanusam u paccrporicrsam (Ricklin, D., et al. (2010) Nat Immunol 11(9): 785-
797).

CyuecTByeT MHOXECTBO J10Ka3aTeNbCTB TOTo, 4To C5a u ero peuentop C5aR
CIOCOOCTBYIOT BACKYJHTAaM, KOTOPbIE JEMOHCTPUPYIOT, YTO YpOBHU CS5a MOBBIMIEHBI U
BBI3BIBAIOT MHUTPAIUIO JEHKOILUTOB U MOCJIEAYIONIee BOCTIAJEHHE, KOTOPOE 3aTeM
MPUBOAUT K BO3MOKHOMY pa3pyuieHuto creHok cocynos (Charles J., et al (2013)
Semin Nephrol 33(6): 557-564; Vasculitis, 2" Edition (2008), Edited by Ball and
Bridges, Oxford University Press, pp 47-53; Huang, Y. M, et al. (2015) Arthritis
Rheumatol 67(10): 2780-2790; Kallenberg, C. G. and P. Heeringa (2015) Mol
Immunol 68(1): 53-56). Uurubuposanune CS5aR antaronucrtom CS5aR ObL10
s¢ppexTuBHbIM npu ocnabaennu NCGN, HHAYyIHPOBAHHOTO AaHTUMHUEIONEPOKCHIa301
(MPO), y mbImeii, sxcnpeccupyoomux dyenosedeckuii perentop CSa (Xiao, H. et al
(2014) J Am Soc Nephrol 25(2): 225-231) u 6p1a noaTBepxaeHa 3¢ PEeKTUBHOCTD B
uccnenosanud Il pasel y maniueHTOB € BACKYJIHTOM, aCCOLIMMPOBAHHBIM C
AHTUHEUTPOQMIbHBIMH LIUTOMIa3MaTu4eckuMu antutenamMu (ANCA).
CnenoBarenbHO, aHTAaroHUCT CS5a MOXKeT OBITh MOJIE3€H AJISI JICUeHHUS! BACKYJIUTOB,
takux Kak ANCA-accolMMpOBaHHBIN BACKYJIUT, JIEUKOKJIACTUYECKUIN BACKYJIUTA,
rpanyyiemMaro3a Berenepa, MUKpPOCKONMMYECKOTO MOJTMAHTUHUTA, CUHApOoMa Uepka-
Ctpocca, nypnypsl [llenneiina-I'eHoxa, y3eJKOBOTrO MOJUATEPUUTA, OBICTPO
nporpeccupytomero rinomepyinonedppura (PIITH), kpuornodynuuemun,
rurantokierouHoro aprepunta (I'KA), 6onesnu bexuera u cunnpoma Takasicy
(TAK).

C5a obpasyercsi, Koraa yenoBedeckass KpOBb KOHTAKTUPYET C UCKYCCTBEHHBIMHU
NOBEPXHOCTSIMH, TAKUMH KaK MPOLENYPbl 3KCTPAKOPIOPATBbHOTO KPOBOOOpAIIEHUS U
reMoauann3a, HalmpuMep, Ha HCKYCCTBEHHON MOBEPXHOCTH almapara CepAla u Jerkux
B COUYETAHUM C COCYAUCTON XUPYPruel, TAKON KaK IIYHTUPOBAHUE KOPOHAPHOM
apTepuU WJIU 3aMEHa CepAEYHOro KJIalaHa, UM Ha MOBEPXHOCTAX ammapara s
nuanusa nouek (Howard, R. J., et al. (1988) Arch Surg 123(12): 1496-1501; Kirklin,
J. K., et al. (1983)J Thorac Cardiovasc Surg 86(6): 845-857; Craddock, P. R, et al.
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(1977) J Clin Invest 60(1): 260-264; Craddock, P. R., et al. (1977) N Engl J Med
296(14): 769-774) unu B CBA3U C KOHTAKTOM C APYTMMHU UCKYCCTBEHHBIMH COCYIaMH
WU TTOBEPXHOCTAMHU KOHTEHHEpPOB (HampuMmep, BCIOMOTAaTEIbHBIMH KEJYyJOYKOBBIMHU
yCTPOHCTBAaMH, anmnapaTaMy C HCKYCCTBEHHBIM CEpALIEM, TpaHCPY3MOHHBIMU
TpyOKamMu, MEIKaMHU JJIsl XpaHeHUs KPOBH, miasmMadepe3om, Tpombouutdepesom u
T.11.). Kak TakoBbie anTaronuctbl C5aR MOTyT Oka3aThes MOJNE3HBIMH AJIs
npeaoTBpAIEeHUs MaryOHbIX MOCIEICTBHI KOHTAKTHOW 4YBCTBUTEIBHOCTH U/WJIH
BOCIAJICHUSI, BBI3BAHHBIX KOHTAKTOM C UCKYCCTBEHHBIMU MOBEPXHOCTSIMH. Kpome
TOT0, 3TO MOXKET OBbITh MOJIE3HO MPU JEYEHHU BOCTIAJIUTEIbHBIX 3a00I€BaAHUN,
CBSI3aHHBIX C BBICBOOOKIEHHEM BHYTPUCOCYAUCTBHIX MUKPOBE3UKYJI, TAKUX Kak,
Harpumep, TPOMOOTHUECKasT MUKPOAHTHOIATHS B CEPIIOBUIHO-KIETOYHASI aHEMUSI
(Zecher, D, et al. (2014) Arterioscler Thromb Vasc Biol 34(2): 313-320).
Anrtaronuct C5aR MoxeT Takke OKa3aThCs MOJE3HBIM MPH HEKOTOPBIX
reMaToJIOTHYECKHUX 3a00IeBaHMAX, KOTOPBIE CBS3AHBI C AKTUBALUEH CBEPTHIBAIOLICH U
$uOpUHONMUTHYIECKOH CUCTEM, TUCCEMHHUPOBAHHBIM BHYTPUCOCY IHUCTHIM
ceepreiBanueM ([IBC), nepHUIIMO3HON aHEMHUEHN, TEIJIOBOH U XO0JIO10BOM
ayTOMMMYHHOH remonutrudeckoii anemueit (AUI'A), antudochonunuaHbm
CHUHJIDPOMOM U CBSI3aHHBIMHU C HUM OCJIOKHEHUSIMHU, apTEPUAIbHBIM U BEHO3HBIM
TPOMOO30M, OCIIOKHEHUSAMH O€pEeMEHHOCTH, TAKMMHU KaK MOBTOPHBIN BBIKHABILI U
rudenb II01a, MpesKIaMIcus, GeTomianeHTapHas HeJOCTaTOYHOCTh, 3aepiKKa poCcTa
IJ10/1a, PEMOJIEIUPOBAHNE MEHKHU MATKU U NPEKAEeBPEMEHHbIE POJbI, HAUONATHYECKAS
tpoMmbonuronenndeckas nyprnypa (UTII), aTunudHbiii reMOJTUTHKO-YPEMUYECKH I
cunnpom (al'YC), napokcusmanbHas HouHas remoriaobunypus (ITHI) u
amneprudyeckue TpaHcysuonHeie peakunu. CS-cnenuduyeckoe ryMaHU3HPOBAHHOE
AHTUTEJO 3KyJu3yMad ogoOpeHo Al JeUeHUs MapOKCU3MaJIbHOW HOYHOU
reMOTJIOOMHYPHHU B ATUIIMYHOTO T€MOJUTHKO-ypeMuiyeckoro cuanpoma (al'VC)
(Wong EK, Kavanagh D, Transl Res. (2015) 165(2):306-20) u 6p110 MOKa3aHO, 4TO OH
s dexTuBeH npu TPAHCIUIAHTAIUH MMOYEK, TAKHX KaK OCTPOE OMOCPEIOBAHHOE
AHTUTEJAMH OTTOP)KEHHE MOYEYHOr0 aJNIOTPAHCIUIAHTATA U OOJIE3Hb XOJIOIOBBIX
ArrJIIOTUHUHOB, YTO JOMOJHUTENBHO MOATBEPIKAAET MOTEHIUAIBHYIO POJIb
antaroHuctoB C5aR B 3Tux 3aboneBaHUAX.

Bbruto onmucaHo, 4TO MpU UIIEMUYECKO-penepPpy3nOHHOM NOBPEKICHUE
muokapaa CSa BeImosiHsET BaxkHY PyHKIU0. McTomenne KOMIIEMEHTa YMEHbBIINUIIO

pasmep uHbpapkra muokapnaa y meimeit (Weisman, H. F., T. et al. (1990) Science
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249(4965): 146-151; De Hoog, V. C., et al. (2014) Cardiovasc Res 103(4): 521-529) u
JedeHne aHTuTenamMu npotuB C5a yMEHbIIAJIO MOBPEXKAECHUE B MOAENIH HIIEMUH-
penepdys3un 3agHUX KOHeuHocTel Ha kpricax (Bless, N. M., et al. (1999) Am J
Physiol 276(1 Pt 1): L57-63). Penepdy3noHHoe noBpeskaeHue Bo Bpems nHpapKTa
MHUOKap/Aa Tak>Ke 3aMETHO YMEHBIINJIOCH Y CBUHEH, KOTOPhIM INOBTOPHO BBOAUIIHN
MoHOKJOHa bHbIM aHTU-C5a [gG (Amsterdam, E. A, et al. (1995) Am J Physiol 268(1
Pt 2): H448-457). PexomOuHaHTHBIN aHTaroHUCcT C5aR dyenoBeka yMeHbIIAET pa3Mep
uH(papkTa B MOAEIN XUPYypPrudeckon pesackyispusanuu y ceuHbH (Riley, R. D., et al.
(2000) J Thorac Cardiovasc Surg 120(2): 350-358) npenocTasisis JOKa3aTeIbCTBO
noje3HocTu antaronucta CS5aR npu stux 3abonesanusix. Kpome Toro, 3aboseBanusl,
CBsI3aHHBIE C ULIeMuel/penepy3uOHHBIM MMOBPEKAEHUEM, TAKHE KaK, BO3SHUKAIOIINE B
pe3yJbTaTe TPaHCIUIAHTAINH, BKJIKOYasi TPAHCIJIAHTALUIO TBEPAbIX OpraHoB, rae CSa,
Kak ObLTO TOKa3aHo, urpaet BaxHyt pojb (Farrar, C. A. and S. H. Sacks (2014) Curr
Opin Organ Transplant 19(1): 8-13), MoxkeT Mony4uTh Moab3y OT aHTaroHucra CSak,
TaK JK€ KaK M CBSI3aHHBIE C HUM CHHAPOMBI, TAKHE KaK HIIEeMUYECKOoe penepdy3noHHOE
NOBpEXKICHUE, HlleMuuecKnil KoauT u umemus cepaua (Mueller, M., et al. (2013)
Immunobiology 218(9): 1131-1138).

Kpowme Toro, 3a00neBaHusi, B KOTOPbIX UI'PAET POJIb KOMIIJIEMEHT, TaKHe KakK
kopoHapHbii TpoMmO03 (Distelmaier, K., et al. (2009) Thromb Haemost 102(3): 564-
572), OKKJII0O3Usl COCYZIOB, MOCJIEONepallMOHHAs PEOKKIIIO3UsI COCYIOB, aT€POCKIIEPO3,
TpaBMaTHUYECKOE MOBPEXKAEHHE LEHTPAJbHON HEPBHON CUCTEMBI, apUTMOT€HHasI
kapauomuonatus (Mavroidis, M., et al. (2015) Basic Res Cardiol 110(3): 27) and
Gaucher disease (Pandey et al. (2017) Nature 543: 108-112) u 6one3ns 'ome (Pandey
et al. (2017) Nature 543: 108-112) MOryT Takke MOJYYUTh MOJIb3Y OT AHTArOHHUCTA
C5aR. Takum o6pazom, moayssaTopsl C5aR MOKHO HCIIONB30BATH C
npo¢UIAKTUUECKON LENbI0 Y MalUeHTa C PUCKOM MH(papKTa MUOKapaa Wik TpomOo3a
(T.e. y manueHTa, y KOTOPOTo €CTh OAUH MJIM HECKOJbKO MPU3HAHHBIX (PAKTOPOB PUCKA
uH(papkTa MHOKapaa Uiau TpoMOO3a, TaKHe KakK, TOMHMO MPOYEro, OXKUPEHHE,
KypEeHHe, BBICOKOE KPOBSIHOE 1aBJICHHE, THIEPXOJECTEPUHEMHS, TTPEAIIECTBYOIIUN
WU TeHeTH4YecKuil nHpapkT MUOKapaa uin TpomMOO3 B aHAMHe3€e) ¢ LeJIbI0 CHIKEHUS
pucka nHpapKTa MUOKapaa Wik TpoMOo3a.

C5a BbI3BIBAET MOBBIIIEHHYIO MPOHUI[AEMOCTb KaNUJIISPOB U OTEK, AKTHUBAIUIO
JEHKOLMTOB U TPOMOOLMTOB M HHPUIBTPALMIO TKAHEH, a TakKe CyKeHHe OpOHXOB

(Sarma, J. V. and P. A. Ward (2012) Cell Health Cytoskelet 4: 73-82; Czermak, B. J,
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et al. (1998) J Leukoc Biol 64(1): 40-48). bpuio nmoka3aHo, 4To BBEIEHHE
MOHOKJIOHAJIBHOT'O aHTUTeNa NpoTUB C5a yMeHbIIaeT 3KCTPaKOPIIOpalbHOE
KpOBOOOpaleHne 1 KOPOHAPHYIO SHAOTENHAIbHYI0 TUCHYHKLNIO, BBI3BAHHYIO
kapauoruieruent (Tofukuji, M., et al. (1998) J Thorac Cardiovasc Surg 116(6): 1060-
1068).

CS5a u ero penentop Takke BOBJIEUYEHBI B TATOT€HE3 OCTPOTO PECIHPATOPHOTO
nuctpecc cuaapoma (OPJIC) (Hammerschmidt, D. E., et al. (1980) Lancet 1(8175):
947-949), xponuueckoir o0cTpykTuBHOU Oone3nu nerkux (XOBJI) (Marc, M. M., et al.
(2004) Am J Respir Cell Mol Biol 31(2): 216-219), u nonuopranHoi
Henocrarounoctu (ITOH) (Huber-Lang, M., et al. (2001) "Role of C5a in multiorgan
failure during sepsis." J Immunol 166(2): 1193-1199; Heideman, M. and T. E. Hugli
(1984) J Trauma 24(12): 1038-1043;). C5a yBean4uBaeT NPOAYKIUIO MOHOIIUTAMH
IBYX BaXXHBIX MPOBOCTANUTENbHBIX HUTOKHUHOB TNF-0 u IL-I, koTOpBIE CTOCOOCTBYIOT
NaTOJIOTUHU MPH 3TUX 3a0oneBaHusx. Ha )KUBOTHBIX MOJENSAX CENTHYECKOTO IIOKa
Takke ObLIO MoKa3aHo, uro CS5a urpaer BaKHYIO POJIb B PA3BUTHH MOBPEXKICHUS
TKaHeW W, B YaCTHOCTH, nmoBpexkaeHus nerknx (Smedegard, G, et al. (1989) Am J
Pathol 135(3): 489-497; Unnewehr, H., et al. (2013) J Immunol 190(8): 4215-4225). B
MOJEJSAX CeNcHuca ¢ UCIOJb30BAHUEM KPBIC, CBUHEH U IPUMATOB, KPOME YeJIOBEKa,
aHtutena npotusB CS5a, BBOAUMBIE XKUBOTHBIM JI0 JIeueHUs 3HA0TOKCHMHOM miu E. coli,
NPUBOJMIIM K YMEHbIIEHUIO MTOBPEXKAEHUS TKaHel, a Takke YMEHbLIEHHUIO IPOAYKIUH
IL-6 (Hopken, U, et al. (1996) Eur J Immunol 26(5): 1103-1109; Stevens, J. H., et al.
(1986) J Clin Invest 77(6): 1812-1816). bbuto nokazaHno, yto uHrudbuposanue CS5a
MOJIMKJIOHAIbHBIMU aHTHTeJaMH NPOTUB CS5a 3HAYUTENBHO YJIy4YIlaeT MOKa3aTeu
BBDKMBAEMOCTH B MOJEJIH CETNCHUCA C MEePEBI3KON CIEMOi KUIIKU/MYHKIIUEH y KPbIC
(Czermak, B. J., et al. (1999) Nat Med 5(7): 788-792). Ha Toii xxe Monenu cerncuca
OBLIO TOKa3aHO, 4TO aHTHUTeNa poTuB CS5a UHrHOUpyT anonTo3 TuMouuToB (Guo,
R. F., et al. (2000) J Clin Invest 106(10): 1271-1280). Anturena npotus C5a takxe
OBLIN 3aIIUTHBIMU B MOJIEJIH TOBPEKICHUS JIETKHX Y KPBIC C UCIIOJIb30BAHUEM
daxTopa sima KoOpHI, a TAKXKe B Clydae MOBPEXKICHUS JIETKUX, BBI3BAHHOTO UMMYHHBIM
komruiekcom (Mulligan, M. S et al. (1996) J Clin Invest 98(2): 503-512). BaxxnocTb
C5a B omocpenoOBaHHOM HMMYHHBIM KOMIUIEKCOM MOBPEXAEHUH JETKUX Oblla TaKXKe
nokazaHa Ha Mbimax (Bozic, C. R.; et al. (1996) Science 273(5282): 1722-1725).
CnenoBarenbHo, anTaroHucT C5aR MoxeT ObITh MOJIE3€H MPU MHOTUX

BOCITAJINTENIbHBIX 3a00JIEBAHUSAX U CBSI3aHHBIX COCTOAHUAX, BKJIKOYasa HeﬁTpOHeHHIO,
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CEICHC, CeNTUYECKUH OK, HHCYJIBT, BOCMAJCHNE, CBA3aHHOE C TSXKEJIBIMH OXKOTaMHU
(Hoesel, L. M., et al. (2007) J Immunol 178(12): 7902-7910), octeoaptpo3 (Yuan, G.,
et al. (2003) Chin Med J (Engl) 116(9): 1408-1412), a Takxe OCTpBIil pecmupaTOpPHbII
nuctpecc cuaapom (OPJIC) (y B3poCbIX), XpOHHYECKass OOCTpyKTHBHAs O0OJIe3Hb
aerkux (XOBJI), 6ponxuanbHas actMma (Pandey, M. K. (2013) Curr Allergy Asthma
Rep 13(6): 596-606), cunnpom cucremHoro socnanurenbHoro orsera (CCBO),
OTTOpP’KEHHE TKAHEBOTO TPAHCILIAHTATA, CBEPXOCTPOE OTTOPKEHUE MEPECAKEHHBIX
OpraHoOB H T.II., & TaKXe CUHAPOM noyuopranHoii HenocrarouHoctu (CITIOH). Kpome
Toro, antaroHucTel C5aR MoryT ObITh MOJIE3HBI MPHU JICUEHUN NATOJOTHIECKUX
NOCJIECTBUH, CBSI3aHHBIX C HHCYJIHWHO3aBUCHUMBbIM CaXapHbIM NHA0ETOM, TAKUX KakK
nuabernueckas 6onesnp nmouek (Li, L., et al. (2015) Metabolism 64(5): 597-610),
nuabernueckas perunonatus (Cheng, L., et al. (2013). Invest Ophthalmol Vis Sci
54(13): 8191-8198), Bonmuanounas Heppomnarus (Bao, L., et al. (2005) Eur J Immunol
35(8): 2496-2506), nHepput XelimaHa, MeMOpaHO3HBIH HEPPHUT U Apyrue GopMbl
rioMepysioHeppuTa, Takue Kak riomepynonatus C3, Bkiarouast 00J1€3Hb TUIOTHBIX
ornoxenuit (BIIJ]) (Zhang et al., Clin J Am Soc Nephrol (2014) 9: 1876—-1882).
Kpome Toro, Ob110 MOKAa3aHO, YTO COEAMHEHHE SKYIU3yMal MOTEHLUHAIBHO MOJIE3HO
ISl IEUEHUS] ONITHYECKOr0 HeHpoMuenura.

Anrtaronuctsl C5aR cynecTBeHHO CHHXKAIOT MHAYLHMPOBAHHBIM OBaJIbOYMUHOM
(OVA) nputok obmux kietok (60%), nefitpopunos (66%) u r03uHO0PUIOB (65%)
npu ordope npod NPOMBIBHOH JKUAKOCTH, UYTO MO3BOJSIET MPEANOI0XKHUTh, YTO Oi1oKkana
C5aR MosxeT npeacTaBysiTh COOOM HOBBIN TEpaNeBTUUECKUN areHT JJIsl CHUKEHUSI
acTMaTudeckux ucxonos (Staab, E. B, et al. (2014) Int Immunopharmacol 21(2): 293-
300).

Cucrema KOMIUIEMEHTa |, B 4aCTHOCTH, C5a cOCOOCTBYIOT Pa3BUTHUIO MHOTHX
Oynne3HbIX 3a001€BaHUN, CPEU MPOUETO, 38 CYET aKTUBALUU BPOXKIAEHHBIX KJIETOK,
BKJIFOYAsl TYYHbIE KJIETKU U HeWTpodunsl (Hanmpumep, Oyine3Hbiil neMpurons,
npuoOpeTeHHBIH Oyyies, TUCTOBUAHAS My3bIpUaTKa U OOBIKHOBEHHAS My3bIPYATKA).
Cuuraercsi, 4TO OTCJIOCHUE STMUAEPMANBHBIX 0a3aJbHBIX KEPATHHOLUTOB OT
nojyexamieid 6azanpbHONW MeMOpaHBI BBI3BAHO ayTOAHTHTENAMH K KEPATUHOLUTAM Ha
KOKHOW 0a3anpHON MeMOpaHe, YTO MPUBOAUT K OOPa30BAHUIO My3BIPEil U BHICOKOMY
NPUTOKY HEHTPO(UIIOB KaK B BEPXHHE CJIOH AEPMBI, TAK U B MOJIOCTH Ny3bIpeii. B
SKCIEPUMEHTAIBHBIX MOJENSIX YMEHbUIEHHE KOJIMYECTBA HEUTPOPUIOB UK

oTcyTcTBUE KOMIUieMeHTa (o0urero nnu C5-cenekTHBHOTO) MOXKET HHIMOUPOBATh
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obpaszoBanue cyosnunepmanbHbix Boaasipel (Heimbach, L., et al. (2011) J Biol
Chem 286(17): 15003-15009; Gammon, W. R. (1989) Immunol Ser 46: 509-525).
HenaBHO mosiBUINCH AaHHBIE, TO3BOJISAIOIINE MPEATIONOXKNUTD, 4TO HHruOuposanue CSa
MOXET OKa3aThCs MOJIE3HBIM IPHU JICUEHUH KOXKHOTO 3a00J€BaHus T'HONHBIN
THJIPAJ€HNT, Ti€ B OTKPBITOM KIMHUYECKOM HccaenoBanuu ¢asel 11 Ob110 mokasaHo,
YTO aHTUTEJO MPOTHB YesoBeueckoro CSa ynyumaer ucxon 6onesnu. CienoBaTenbHO,
aHTaroHucT peuentopa CS5a MoxkeT ObITh MOJIE3eH NpH OYJNIE3HBIX 3a00JE€BAHUSIX.

Cuuraercs, 4YTO KOMIJIEMEHT Ba)K€H MPU MATOJOTUH BOCHMAIUTEIBHOTO
3aboneBanus kumeyHuka (B3K), u oOHapyxkeHno, yro CSaR skcnpeccupyercs B
SMUTENUANBHBIX KJieTKax ToscTol kumku. (Cao, Q., et al. (2012) Am J Physiol Cell
Physiol 302(12): C1731-1740). Kpome Toro, ¢papmMakosornueckoe HHruOupoBaHue
aktuBHOCTU C5a mentunaeiM antaroauctom CS5aR PMX205 sdpdextuBno nns
npenoTBpamerus DSS-uanynnpoBaHHOTO KONuTa, 00ecTednBas NOMOJHUTEIbHbBIE
J0Ka3zaTeNbCTBa TOro, 4To HalenuBaHue Ha CD88 y manueHToB ¢ CUHAPOMOM
pasapaxkenHoro kumednuka B3K, s3BeHHbIM KoTUTOM, O0se3Hbi0 KpoHa,
BOocnanuTenbHbIM 3a00neBanueM kumedHuka (B3K) (Johswich, K., et al. (2009)
Inflamm Bowel Dis 15(12): 1812-1823) M0XeT UMETh TEPaNEBTUIECKYIO MOIb3Y
(Woodruft, T. M., et al. (2003) J Immunol 171(10): 5514-5520; Jain, U., et al. (2013)
Br J Pharmacol 168(2): 488-501).

CymiecTByeT MHOXKECTBO JJOKA3aTeNbCTB, YKa3blBalOIMUX Ha posb C5a u ero
peuentopa B naronorusax [ITHC. Dxcnpeccust C5aR noBrimaercss Ha peakTUBHBIX
aCTPOLMTAX, MUKPOTJINHU U SHAOTEINANBHBIX KIETKaX B BOCMAJICHHON LIEHTPAJIbHON
HepBHOH cucteme yenoBeka (O'Barr, S. A, et al. (2001) J Immunol 166(6): 4154-
4162; Gasque, P., et al. (1997) Am J Pathol 150(1): 31-41) u CS5a y4yacTByeT B
naToreHe3e MHOTUX HEHPOAEereHepaTUBHbIX 3a00IeBaHUH, TAKMX KaK OOKOBOM
amuotpopuyeckuii ckiepos (BAC) (Mantovani, S, et al. (2014) J Neuroimmunol
276(1-2): 213-218; Humayun, S., et al. (2009) J Neuroimmunol 210(1-2): 52-62;
Woodruff, T. M, et al. (2008) J Immunol 181(12): 8727-8734), 6one3nn
Anbureiimepa (Fonseca, M. 1., et al. (2013) J Neuroinflammation 10: 25; Ager, R. R,
et al. (2010) J Neurochem 113(2): 389-401), 6one3ns [Tapkuncona (Wang, X. J., et al.
(2007) Neurochem Int 50(1): 39-50) u 6one3nr Xantuarrona (Singhrao et al. (1999)
Experimental Neurology 159, 362-376). Kpome Toro, o0Hapy»eHO MOBBIIIEHNE
ypoBHs C5a B CMMHHOMO3TOBOM JKUAKOCTU MALlMEHTOB ¢ cuHapoMmoM ['uitena-bappe

(Hartung, H. P, et al. (1987) Neurology 37(6): 1006-1009; Wakerley, B. R. and N.
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Yuki (2015) Expert Rev Neurother 15(8): 847-849) u Op110 00HapyKeHO, 4TO
antureno npotus C5 sapdexTuBHO cHIkaeT HeBponaTuio y mbimeit (Halstead, S. K.,
et al. (2008) Brain 131 (Pt 5): 1197-1208; Basta, M. and D. R. Branch (2014) Clin
Exp Immunol 178 Suppl 1: 87-88). Kpome Toro, narubuposanue peunentopa CSa
obneruaeT skcnepuMeHTanbHy0 Bosuanky B LITHC (Zwirner, J., et al. (1999) Mol
Immunol 36(13-14): 877-884; Jacob, A., B. Hack, et al. (2010) J Neuroimmunol
221(1-2): 46-52). CnenoBartenbHo, anTtaronuctel C5aR, npencraBieHHbIe B
HACTOSIIIEM JIOKYMEHTE, MOTYT HCIOJAb30BaThes s edeHust BAC, 6onesnn
AnbireiiMepa, paccesiHHOTO CkJiepo3a, cuHapoma [ uiteHa-bappe, 6onesnu
[TapxunaCcoOHa, 6one3HN XaHTUHITOHA, & TAK)KE CHI)KEHUsSI KOTHUTUBHON (pyHKIIUH,
CBSI3aHHOTO C OInepanueil B yCIOBUIX HCKYCCTBEHHOTO KPOBOOOpAIEeHUs U
CBSI3aHHBIMH C HEHl MpoLenypaMu B JOMOJIHEHHE K BOBJIEYEHHUIO LEHTPAIBHOMN
HEpBHOU cucTemsl B 3a0oneBanus, Takue kak CKB, cuaapowm IllerpeHa u cBs3aHHbIE C
HUM UMMYHOJIOTHYECKHE MPOQHIH.

IIpu MHOTUX ayTOMMMYHHBIX 3a00JI€BaHUSIX OOHAPYIKUBAIOTCS OTJIOXKEHUS
uMMmyHornoOynnHa G-coneprkamero nMmMmyHHoro komruiekca (MK). OHu BHOCAT CBOiA
BKJaZ B NaTo(pu3nOoNIOTHIO 3a00M€BaHNUM, KOTOPBIE YACTO MPOSIBIAIOTCS B PA3JIMYHBIX
OopraHax Teja, BKJIKOUas MOYKH, CEepAlle, JIeTKHe, NeUYeHb, KPOBEHOCHbIE COCYIBI,
HEPBHYIO CUCTeMY U KOXYy. CymecTByeT MHOXKeCTBO Takux 3aboneBanuit UK,
HampumMmep, cucreMHas kpacHas BondaHka (CKB), kpuornoOynuHeMust, peBMaTOUIHBIN
aptput, cunapom llerpena (Lawley, T. J., et al. (1979) J Immunol 123(3): 1382-
1387), cungpom I'ynnacuepa (3abosneBaHue ¢ 0Opa3oBaHHEM aHTUTEN K 0a3abHOM
MeMOpaHe KiyOOUYKOB) U THIIEPUYYBCTBUTENBHOCTb. FIMMYyHHbBIE KOMILIEKCHI, KaK
U3BECTHO, UHAYLUHUPYIOT KOHBepTa3bl CS5, mpusoasiuue k npoaykuuu CS5a, koropas
BIIOCJIECTBUH criocoOcTByeT 3TuM 3aboneBanusam (Karsten, C. M. and J. Kohl (2012)
Immunobiology 217(11): 1067-1079). Bbino moka3aHo, 4TO B MOJEJSIX HA JKHBOTHBIX,
BOCIIPOU3BOISIIINX MEXaHU3MBbI akTHBanuu KoMmuieMenta UK, BasxkHy posib urpaer
C5aR. HccnenoBaHus MOKa3bIBAKOT, 4TO MbIIH ¢ nepuunrom CSaR u ncnonpzoBanue
nentugHoro anrarouucra C5aR npuBoasT K 3aIIUTe OT MOBpPEXAEHUS TKaHEH,
BoizBaHHOTO MK (Strachan, A. J., et al. (2000) J Immunol 164(12): 6560-6565; Kohl,
J.and J. E. Gessner (1999) Mol Immunol 36(13-14): 893-903; Baumann, U, et al.
(2000) J Immunol 164(2): 1065-1070). Takum o6pazom, nuarudbutopsl C5aR moryr
OBITH MOJIE3HBI 1715 NeueHus 3abonesanuii UK, BkiIrouas ayTouMMyHHbIE 3a00J€BaHMs,

pesmartounusiii apTput (Jose, P. J., et al. (1990) Ann Rheum Dis 49(10): 747-752,
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Grant, E. P, et al. (2002) J Exp Med 196(11): 1461-1471; Yuan, G, et al. (2003)
Chin Med J (Engl) 116(9): 1408-1412), ocTeoapTpuT, CUCTEMHAs KpacHas BOJTYaHKA
(Porcel, J. M, et al. (1995) Clin Immunol Immunopathol 74(3): 283-288; Pawaria, S.,
et al. (2014) J Immunol 193(7): 3288-3295), Bonuanounsliit Hepput (Bao, L., et al.
(2005) Eur J Immunol 35(8): 2496-2506), BonmyaHO4HBIH rioMepysnoHegput u IgA-
Hepponatus (Liu, L., et al. (2014) J Clin Immunol 34(2): 224-232), nepput XeiimaHa,
MeMOpaHO3HbIH HeQpUT U Apyrue Gopmbl riaoMepyaoHepuTa, BACKYJIUTA,
nepmaromuosuta (Fiebiger, E., et al. (1998) J Clin Invest 101(1): 243-251),
nmy3bIpYaTKa, CUCTEMHBIN CKjepo3 (ckineponepmusi) (Sprott, H., et al. (2000) J
Rheumatol 27(2): 402-404), OpoHxHanbHasi aCTMa, ayTOUMMYHHbIE T€MOJIUTHYECKUE U
TPOMOOLUTONIEHUYECKHE COCTOsIHUS, CHHApOM ['yanacuepa (v CBA3aHHBIN ¢ HUM
rioMepyioHedpuT U JerouHoe kposoreuenue) (Ma, R, et al. (2013) J Clin Immunol
33(1): 172-178), UMMYHOBACKYJHT U OMIOCPEAOBAHHbBIE KOMILLIEMEHTOM
TPOMOOTHYECKHE MUKPOAHTMOTIATHH, BKJIIOYAsl ATUITHYHbIH F€MOJUTHKO-YPEMUIECKUN
cuaapom (Song, D, et al. (2015) Am J Reprod Immunol 74(4): 345-356; Davin, J. C.,
N. C. van de Kar (2015) Ther Adv Hematol 6(4): 171-185), cmemannas
kpuornobynuHemusi, aronuuecknit nepmarut (Neuber, K., R. et al. (1991)
Immunology 73(1): 83-87; Dang, L., et al. (2015) Mol Med Rep 11(6): 4183-4189), u
xponudeckas kpanuBHuna (Kaplan, A. P. (2004) J Allergy Clin Immunol 114(3): 465-
474; Yan, S., et al. (2014) J Dermatol Sci 76(3): 240-245). Kpome Toro, 66110
NOKA3aHO, YTO COeAMHEHNEe 3KYIN3yMal MOTEHIMAJIbHO MOJE3HO AJIS JIeUeHUs
MUACTEHUH U aHTU(HOCHONUITUIHOTO CHHAPOMA.

C5a mpucyTcTByeT B ICOPHATUYECKHUX OJISMIKAX, U TaKXKe coo0Uanocs oo
skcnpeccuu CS5aR npu ncopuase, korna T-kineTku, Ty4HbIe KIETKH HEHTPOPHUIOB U
IEHIPUTHBIE KJIETKH YYaCTBYIOT B MaTOreHe3e 3a00JIeBaHUS U SBJISIOTCS
xeMoTakcudeckumu 1o orHomenuto k CSa (Diani, M., G. Altomare and E. Reali
(2015) Autoimmun Rev 14(4): 286-292). HakonieHue HEUTpOPUIOB OA POTOBBIM
cioeM HaOJNI0oaeTcss B CHIIbHO BOCMANIGHHBIX 00JIACTAX MCOPUATHYECKUX OJIsIIeK, a
SKCTPAKTHI ICOPHATUUECKHUX MOPaKEHUH (YelTyeK) COAep KaT CUIbHO MOBBIIIEHHbBIE
ypoBHH C52a U NPOSABISAIOT CHIIBHYIO X€MOTAKCHYECKYI0 aKTUBHOCTD IO OTHOLIEHHUIO K
HenTpoduiaam, 3¢dexT, KOTOPBIH MOXKHO NMONaBUTh AoOaBieHueM anturtena CSa.
Kpome toro, T-kaeTKu 1 HEUTPOPUIBI IPU ONPENETEHHBIX yCIOBUIX
xuMuoTepanesTuuecku nputsarusatorcsa Kk CS5a (Nataf, S, et al. (1999) J Immunol

162(7): 4018-4023; Tsuji, R. F., et al. (2000) J Immunol 165(3): 1588-1598; Werfel,
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T., etal. (1997) Arch Dermatol Res 289(2): 83-86; Mrowietz, U., et al. (2001) Exp
Dermatol 10(4): 238-245), uro o3Hauaet, 4To aHTaroHucThl C5aR mMoryT ObITH
NOJIE3HBI IPH JIEYeHUH 1coprasza. Kpome Toro, KOMIieMeHT y4acTBYET B ITaTOTeHE3e
rnaykombl (Howell et al. (2011), J. Clin. Invest. 121(4): 1429-1444). Kpome Toro,
CYIIECTBYIOT 3KCIEPUMEHTAJIbHbIE JaHHBIE, CBUETENbCTBYIOLIUE O MOJE3HON posn
anTaroHuctoB C5aR B ne4eHnH paka ¢ MOMOIIBIO OJIOKATOPOB KOHTPOJIBHBIX TOUEK.
Hanpuwmep, coobmanoce, uto antureno npotus peuentopa C5aR (IPH5401)

3¢ pexTUBHO Ha MBILIMHBIX MOJENIX paka (web page Innate Pharma — IPH5401, 2018;
https://www.innate-pharma.com/en/ pipeline/iph5401-first-class-anti-cSar-mab; Zah
H., et al. (2017) Oncoimmunology 6(10): €e1349587; Wang Y, et al., (2016) Cancer
Discovery 6(9) 1022-1035).

CrnenoBaTeNbHO, CYIIECTBYET MOTPEOHOCTh B HOBBIX MOIYJATOPAX MaJIbIX
opraanveckux mosiekyn peuentopa CSa (C5aR), ocobenno B antaronucrax CSak,
KOTOPbIE MOTYT OBITH MOJIE3HbI JI1 HHTHOUPOBAHUS MaTOT€HETUYECKUX COOBITUH,
CBSI3aHHBIX C MOBBIIEHHBIMH ypoBHAMU CS5a n/unu akrusanueit C5ak.

Hacrosimee nzo0pereHne OTHOCUTCA K papMalieBTUYECKUM KOMITO3ULIUSIM Ha
OCHOBE JIMIIUJIOB, KOTOPBIE SBJISIIOTCS CAMO3MYJIbTHPYIOIIUMUCH,
CAaMOMHKPO3MYJIbTHPYIOLIUMUCS, UM CAMOHAHO3MYJIbIUPYIOIHUMHUCSAB BOJHON Cpene,
nns nepopansHoro seenenuss COEJIMHEHU A, takum obpaszom, uTo oOpasyercs
CaMOSMYJIbTHPYIOLIAsACS CUCTEMA IOCTABKHU JiekapcTBeHHOro cpencrea (SEDDS),
CaMOMMKPO3MYJIbTUPYIOLIAsCSA CUCTEMA NOCTABKU JEKAPCTBEHHOrO CPENCTBA
(SMEDDS), unu caMOHaHO3MYJIBIUPYIOMIASACS CUCTEMa TOCTABKHU JIEKAPCTBEHHOTO
cpencta (SNEDDS).

Knaccudukauus cuctemM JOCTaBKH Ha OCHOBE JIMITHAOB Oblja MEPBOHAYAIBHO
npemyoxkeHna Pouton et al. B 2000 r. (cm., Hanpumep, C.W. Pouton, Eur. J. Pharm. Sci.
11 (2000) S93 — S98; Feeney et al .; Advanced Drug Delivery Reviews 101 (2016)

167-194), u MOKXHO OBITh MOACYMHUPOBAHA CIEAYIO UM 00pa3oM:

Tun 1 Tun 11 Tun IITA/ Tun I11B Tun IV

Macaa SEDDS SEDDS, SMEDDS, uan | be3 aunuaos
SNEDDS

Jlununel, Oe3 OtcytcTBHE Bxkinrodaer nununHoe ConepKuUT TOJIBKO

MIOBEPXHOCTHO- | BOJOPAaCTBOPUMBIX | BCIOMOTraTeJbHOE BOJIOPaCTBOPUMBIE

aKTUBHOTO KOMIIOHEHTOB BELIECTBO U MOBEPXHOCTHO-

BEIECTBA BOJIOPACTBOPUMBIE aAKTUBHBIE
MOBEPXHOCTHO-aKTHUBHbIE | BEIECTBA U
BELIECTBA U BO3MOXKHO COpPacTBOPUTENH
COpPacTBOPUTENHN
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Tun 1 Tun 1T Tun IITA/ Tun 111B Tun IV

Macaa SEDDS SEDDS, SMEDDS, uan | be3 aunuaos
SNEDDS

OtcyTcTBUE DMy bCHS Tun IIA: ToHkas MunennsapHbIi

OUCIIEPCUU SMYJIbCUS pacTBop

UIH Tun IIIB: npo3paunas

OrpaHUYEHHAas OUCTIEPCUs

aucnepcus

Tpebyercs byner nepeBapen | Jlurectus MOXET U HE OrpaHuyeHHas

TUTECTHUSI MOHANOOUTHCS TUTECTHUS

ITpu pa3basnennu B BOOHOU cpene kommo3uunu tuna [ITA obrpraHO

IEMOHCTPUPYIOT HEKOTOPYIO MOTEPIO PACTBOPSIOLIEH CTOCOOHOCTH, OCOOEHHO IJIsi

kommno3zunui Tunos I1IB u IV, MoryT Haba0AaThCS 3HAYUTENbHBIE (ha30BbIe

U3MEHEHUs U MOTEeHIHaIbHas MOTeps pacTBopsoIneii cnocodbHocTu. Takum oOpaszom,

pacTBOpsIIOIIasl CIIOCOOHOCTh MpH pa3daBlieHUH MOKET OBITh BaskHA ISl BEIOOpaA

KOHKPETHBIX BCIIOMOTATECJIbHBIX BCIICCTB B Taxoi KOMIIO3ULIUHU OJId JaHHOTO

AKTUBHOTO MHIPECAUCHTA. Tunuunbie KOMITIO3ULUHA OJId pa3JIUYIHBIX CUCTEM JOCTABKHU

Ha OCHOBE JINMTUJ0B MOXKHO MOJCYMMHUPOBATH CJIEAYIOIIUM 00pa3oM:

BcnomorarenbHble BellecTBa
B COCTaBe

Conepxanue cocrasa (% macc./macc.)

Tun I | Tun II Tun IlIa

Tun IIIb

Tun IV

Macna (TpUrnuLUepUuabl HITH
CMeIIaHHbIE MOHO- U
AUTTULEPUJIBI)

100% | 40-80% | 40-80%

<20%

HepacTtBopumeie B Boae
MOBEPXHOCTHO-AKTUBHBIE
Bemiectsa (HLB < 12)

- 20-60% | -

0-20%

PacTBOpuMBIE B BOAE
MOBEPXHOCTHO-aKTHBHBIE
BemectBa (HLB > 12)

20-40%

20-50%

30-80%

Tunpodunpubie
COPACTBOPHUTEIH

0-40%

20-50%

0-50%

Takue papmaneBTHUECKHE KOMIIO3UIIUA HA OCHOBE JIMTUJOB OOBIYHO 00Pa3yroT

HN30TPOMNMHYK CMECH, T'A€ OOBIYHO aKTUBHBIN HHTPEAUCHT PpaCTBOPAKOT B X KUAKUX WU

MOJIyTBEPABIX BCIOMOTATEJNbHBIX BellecTBax. TakuM 0O6pa3oM, XOpOoImHid Npod b

pPacTBOPUMOCTHU oe3 OCAXKACHUA aKTUBHOT'O MHI'PEAUCHTA U3 BCIIOMOTATEJIbHBIX

BEIIECTB, a TAK)Ke XOPOWIHH Mpodusib AUCTIEpCUU U/ WU TUTECTUU 0e3 OCaKACHUS

AKTUBHOT'O UHIPEAUCHTA IPU BBCACHUU B }I(GHYI[O‘{HO-KI/ILHe‘{HbIﬁ TPAKT MOXET

CUMTATBHCS BAXHBIM. Takue CBOWCTBA MOKHO MPOBEPUTH C MOMOIIBIO XOPOILIO

MU3BECTHBIX aHAJIU3OB in Vifro. KpoMme TOro, KoMno3uuus, coaepkalas
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COEJUHEHHE, moxeT ObITh 4yBCTBUTEJIbHA K OKUCIUTEILHOMY Pacraay aKTHBHOTO
uHrpenuenTa. CinenosaTenbHo, moaxoasmas ¢papmManeBTUIeCKas KOMIO3UIIUS
COEJUHEHMHNA tpebyet xopoleit XUMHUYECKONW CTaOUIbHOCTH COEIUHEHUS] B TAKOM
cocTase.

brino obunapyxeno, uro coequnenne BCS knacca I 2-(2,2-nudrop-nponun)-5-
[1-(2-¢pTOp-6-MeTun-dpennn)-nunepunuu-4-unl-7-(2-rpudpropmernn-6ensun)-2,4,5,7-
TeTparuapo-nupasono[3,4-d|nupuMuInH-6-0H MOKET BXOIUTh B COCTAB KOMITO3UIIUN
Ha OCHOBE JIMMTUJOB, KOTOPbIE MPEACTABISIOT COO0H CaMO3IMYJIbTHPYIOIUECS CHCTEMBI
DOCTaBKH JekapcTBeHHOTO cpeactsa (SEDDS), caMmoMuKpOIMYyIbrupyromuecs
CHUCTEMBI JOCTABKH JiekapcTBeHHOro cpeactsa (SMEDDS), unn
CaMOHaHO3MYJIbIUPYIOIIHECs CUCTEMBbl JOCTAaBKH JIEKapCTBEHHOTO CPEACTBA
(SMEDDS), noaxonsimue st I€KapCTBEHHOr O NMpenapara, NpeIHa3HAYeHHOTO JJIs
MpenoTBpaIleHus/mpoUIaKTUKH HITH JieueHus 3a00JieBaHUI U pacCTPOKCTB,
CBSI3aHHBIX C MAaTOT€HETHYECKUMH COOBITUSIMHU, KOTOPbIE OMOCPENOBAHBI
noBbIIIEHHBIMHU ypoBHsIMU CS5a u/unu akrusanueit CS5aR. Takue
CaMO3MYJIbTUPYIOIINECS, CAMOMUKPO3MYJIbTUPYIOILUECH, NN
camoHanosMmysbrupyromuecs (SEDDS, SMEDDS, uau SNEDDS) ¢papmanepruueckue
KOMIIO3UIIMU MOTYT 00JiaiaTh TAKUMHU MOJE3HBIMU CBOWCTBAMH, KaK XOpoIuas
OMONOCTYMHOCTD W/HJIN XUMUYECKasi CTAOMJIBHOCTD W/UN pUu3ndecKkasi CTaOMIbHOCTD.
Kpome Toro, 3T KOMNO3UIIUU MOTYT MOAXOAUTD AJIsI OTHOCUTEIBHO BBICOKOTO
COZIePIKAHMS JEKAPCTBEHHOI'O CPEACTBA, U MOTYT MPUBOJIUTH K OBICTPOMY
BCACHIBAHUIO aKTUBHOTO MHTPEAUEHTA in Vivo, obecredunBas KOPOTKOE HA4aJlo
bapmakonorudeckoro 3ddekra, u/uau K HUI3KOM BapuabebHOCTH BCACBIBAHUS i1 VIVO
MEXIy MalMeHTaMH MO CPABHEHHIO C aJIbTEPHATHUBHBIMY UJIM CTAHIAPTHBIMU
COCTaBaMU.

Oco0bIMU KOMITO3ULUSIMH B COOTBETCTBUHU C HACTOSIIIUM H300peTeHUEM
apastoTca SEDDS, SMEDDS uau SNEDDS koMno3unuu U aHaJOTUYHBIE
KOHKPETHOMY MOAMHOKeCTBY cucteM tuna I, kxmaccudpunuposanusix Pouton et al
T.€. 3TU KOMIIO3ULIMHU COAEPKAT OAHO MJIU HECKOJIbKO JUMODMITbHBIX
BCIIOMOTATENbHBIX BEIIECTB, OJHO MU HECKOJBKO THAPO(UIBHBIX TOBEPXHOCTHO-
AKTUBHBIX BELIECTB, U HEOOS3aTEIbHO OJMH UJIM HECKOJIBKO T'UAPOQPUIBHBIX
copactBopuTeneil. OTaenbpHble NPEANOYTUTENbHBIE KOMIIO3ULIMU XapaKTepPU3YIOTCS
TE€M, YTO OHU COJAEPKAT OJHO MJIM HECKOJBKO JUMO(UIBHBIX BCIIOMOTaTEIbHBIX

BEIIECTB, KOTOPBIE MPEACTABISIOT cO00H runpodoOHOe MOBEPXHOCTHO-HECKOJIBKO
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AKTUBHBIX BELIECTB, OJHO HUJIU HECKOJBKO TMAPOPUIBHBIX MOBEPXHOCTHO-AKTUBHBIX
BEIECTB, U NMPEANOUYTHTEIbHO OJAUH MJIM HECKOJbKO I'UAPO(UIBHBIX
COpPaCTBOPUTEIIECH.

Onucanue ¢puryp

Ha ®urype 1 nmokasaHa auarpamMma MopoIIKOBOH PEHTIeHOBCKON nudpakuuu
COEJMHEHMUA B xpucramnuueckoit ¢popme 1, kak nosnyueno us Ilpumepa 2.
JluarpaMma peHTT€HOBCKOW AU(PPAKLHMHU MOKA3bIBAET MUKH, UMEIOLIUE OTHOCUTETbHYIO
UHTEHCUBHOCTD, [0 CPABHEHHUIO ¢ HauboJiee MHTEHCUBHBIM NMMKOM Ha JHarpamMme, B
CIAEAYIOLUIUX MPOLEHTHBIX COOTHOIIEHUSX (OTHOCUTEIbHBIE HHTEHCUBHOCTH MTUKOB
NpUBEAEHBI B CKOOKAxX) B YKa3aHHBIX yriax pedpaknuu 2teta (ONMCaHbl BBIOpaHHbIE
nuku u3 quamna3zona 3-30° 2tera): 6.2° (22%), 9.5° (100%), 13.9° (16%), 14.4° (42%),
15.3° (13%), 15.7° (35%), 18.4° (15%), 18.6° (28%), 20.0° (15%), 21.5° (8%), 23.6°
(37%), 24.9° (13%), u 25.8° (14%).

Bo usbexanne kakoil-1u0O0 HEONPENEeIEHHOCTH, MEPEYUCIECHHBIE BBIIIE MTUKH
OTNHUCBHIBAIOT SKCIIEPUMEHTAJIbHBIE PE3YJIbTAThl NOPOLIKOBON PEHTI€HOBCKON
nuppaxunu, npeacrapieHuble Ha Pur. 1. [Togpasymesaercs, 4To, B OTIUYHE OT
NPUBEAEHHOTO BBIIIE CIIUCKA MUKOB, TPEOYETCs TOJbKO BBIOOP XapaKTEPHBIX MHUKOB
175 nojHou u onHo3HauHoi xapakrepuctuku COEJJMHEHU S B cooTBeTCTBYIOLIEH
KPUCTANINIECKONH pOopMe COrJIaCHO HACTOSILIEMY M300pETEHHUIO.

Ha nuarpammax pentreHoBckoi nu¢paxkuuun ®ur. 1 yron npenomienus 2tera
(26) npencTaByieH Ha TOPU30OHTAJIBHONW OCH M UMITYJIbChI HA BEPTUKAJIBHOH OCH.

Ha ®urype 2 noka3aHa guarpaMma MOpOLIKOBONW PEHTTEHOBCKOU Audpakunu
COEJUMHEHUMA B amopdHoii popme, kak nonyueno u3 [Ipumepa 1.

IMoapo0GHoe onncanue uzodpereHns

1) ITepBoIit aciekT U300pETEHHUSI OTHOCUTCS K (hapMaLleBTHUYECKUM
KOMITO3HIIUSIM, KOTOPBIE PECTABISIOT COO0H CaMO3IMYIbIUPYIOIHUECS CUCTEMBI
DOCTaBKH JeKapcTBeHHBIX cpeacts (SEDDS), caMOMUKPOIMYIBrUPYIOIIHECST CHCTEMBI
IOCTaBKH JeKapcTBeHHBIX cpeacts (SMEDDS), unu caMOHaHO3MYJIbTUPYIO ITHECS
CHUCTEMBbI JOCTAaBKH JiekapcTBEeHHBIX cpeacts (SNEDDS), npuuem ykazaHHbIe
dapmaneBTUUECKHUE KOMITO3UIIUU CONepKaT coenuHeHue 2-(2,2-nudTop-nmpomnmi)->S-
[1-(2-¢pTOp-6-MeTun-dennn)-nunepunus-4-unl-7-(2-rpudpropmernn-6en3un)-2,4,5,7-

teTparuapo-nupasono|3,4-d|nupumuaun-6-on (COEJUHEHUE):
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o

F
F

rne COEJMHEHUE naxonurcs B popme cBOOOAHOTO OCHOBaHUs, UJIH B popme
(apManeBTHYECKH PUEMIIEMON COJIH (TIPEANOYTUTEIBHO B popMe cBOOOIHOTO
OCHOBaHUA),

rre ykasanHble papManeBTHYECKHEe KOMIIO3HIIUU CONEPKAT CMECH
BCIIOMOTATENbHBIX BEIIECTB, KOTOPAast COOEPKUT

® OJIHO WJIM HECKOJIbKO JTUMO(PUIBHBIX BCIIOMOTATENbHBIX BEIeCTB (KOTOpOoe(ble)
B OCOOEHHOCTH MPEeACTaBIsIeT(F0T) COO0W OAHO WJIN HECKOJIBKO THAPO(HOOHBIX
MOBEPXHOCTHO-AKTUBHBIX BEIIECTB W/HJIM OJHO MJIM HECKOJIBKO MaciI000pa3HbIX
BCIIOMOTATEJbHBIX BEIIECTB);

® OJIHO WJIM HECKOJIbKO TMAPO(HUIBHBIX TOBEPXHOCTHO-AKTUBHBIX BELIECTB; U

® He00SA3aTeNbHO OUH HJIM HECKOJbKO THAPOPUIBHBIX COPACTBOPUTENEH.

2) JIpyroii BapuaHT OCYLIECTBJICHHUS U300PETEHUsI OTHOCUTCS K
bapMaLieBTHYECKUM KOMIIO3ULIUSIM B COOTBETCTBUU C BAPUAHTOM OCYLIECTBJIECHUS 1),
r7ie yKa3aHHasi CMeChb BCIIOMOTATENbHBIX BEI[ECTB COACPIKUT:

e B 00meM konuvectBe npubnuzureabuo 20 - 50 macc.% ogHOTO WU
HECKOJIbKUX JTUMOQUIbHBIX BCIIOMOTATENbHBIX BelleCTB (KOTOpoe(bie) B 0OCOOEHHOCTH
npeacTaBisaeT(r0T) coO0il OOHO UJIM HECKOIBKO rUAPOPOOHBIX MOBEPXHOCTHO-
AKTUBHBIX BELIECTB M/UJIM OJHO UJIH HECKOJIBKO MAaClO00pa3HbIX BCIIOMOIaTeIbHbIX
BEIIECTB);

¢ B o0meM konuvectBe npudbnuzureabuo 30 - 80 macc.% ogHOTO MK
HECKOJbKUX TUAPOPUIBHBIX MOBEPXHOCTHO-aKTHBHBIX BELIECTB; U

¢ B o0meM konudecTBe npudnuzutenbao 0 - 25 macc.% OOHOTO WJIH HECKOJIBKHX
ruAPO(UIBHBIX COPACTBOPUTENEH;

rae obiee KOJIMYECTBO, BBIPAXKEHHOE B MacC.%, BCIIOMOTaTEIbHbBIX BEIIECTB B

yKa3zaHHOU cmecu cocrtasiisier 100;
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r7e MPeAnOYTHTENbHO 00IIee KOJTUIeCTBO THAPOPHIBHOTO(BIX ) TOBEPXHOCTHO-
AKTUBHOTO(BIX) BeLIECTBA(BELIECTB) SIBJISAETCS MO MEHbIIEH Mepe NPpUOIU3UTENbHO Ha
10 macc.% BbImie, yeM ob11ee KOJIU4IeCTBO JUIOPUIbHOTO(bIX)
BCIIOMOTaTeNbHOTO(bIX ) BEIIECTBA(BEIIECTB).

Takue papmaneBTHYECKHE KOMIIO3UIIMYA BAPUAHTOB OCyIlecTBIeHus 1) unu 2)
npeanouytutensHo conep:xkat COEJIMHEHUE B o0uiem konuyecTBe NPUOIU3UTENIBHO
0.05 macc.% - 5 macc.%, B 4acTHOCTHU B 00uIeM KojuuecTBe npudausurenpHo 0.075
Macc.% - mpubnusutenbHo 3 Macc.%. Yka3zaHHas CMeCh BCIIOMOTATEIbHBIX BEIIECTB
NPEeANOYTUTENBHO MPUCYTCTBYET B YKa3aHHBIX (PapMaLeBTHUECKIX KOMITO3ULIUSIX B
o01IeM KOJNM4YecTBe MO MeHbIel Mepe npubiausurenbHo 80 macc.%, ocobeHHO o
MeHbIel Mepe npudnusurenpHo 90 macc.%, rae odmee KOJIUYECTBO, BEIPAKEHHOE B
Macc.%, ykazaHHOU (apMaleBTHYECKONW kKommo3unuu coctapisier 100. YkazaHHbIe
dapmaneBTHUECKHE KOMIO3ULMA MOTYT JOIMOJHUTEIBHO COEPKATh OOBIYHO
NpUMEHUMbIE MHTPEIUEHTHI HJIM J00aBKHU, Ile YKa3aHHbIe OOBIYHO MPUMEHHUMbIE
UHTPEIUEHTHI NN N00aBKH B OCOOEHHOCTH BBIOPAaHBI U3 OAHOTO MJIN HECKOJBbKHX
MOJIMMEPOB, BKJIOYAs MOJUMEPHBIE HHI'HOUTOPBI KPUCTANIN3AUHN, OJHOTO UIIH
HECKOJbKUX aHTHOKCUIAHTOB, OJJHOM UJIM HECKOJBKUX KHCJIOT, U/UIN OJHOTO UIIH
HECKOJIbKUX XEJNAaTHUPYIOLUIUX areHTOB;, 0COOEHHO OJHOTO MJIM HECKOJIbKUX
aHTUOKCHUAAHTOB. [IpennouTurenpHo, Takue papMaleBTHIECKUEe KOMITO3UIUU
SABJISIOTCS. XUMUYECKU U PU3NYECKH CTAaOUIbHBIMU B T€YEHUE ONMPENeIEHHOr0 nmepuoaa
BpEMEHH, B OCOOEHHOCTH, HANpuUMep, B TeueHue 1 roxa uiam dosee.

3) Bropoii acrexT u3o0peTeHuss OTHOCUTCS K papMaleBTHYECKUM KOMITO3UIIUSM,
0co0eHHO K (papMaLeBTHYECKUM KOMIO3UIIUAM B COOTBETCTBUU C BApHAHTAMU

oCyIecTBJeHus 1) uiau 2), KOTOpbIe COMepIKaT:
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e coenunenue 2-(2,2-nudrop-nponun)-5-[1-(2-pTop-6-metun-penun)-

nunepuanH-4-un|-7-(2-rpudpropmeruin-6ensun)-2,4,5,7-rerparuapo-nupaszono[3,4-

I0Ver

N
0

d]mupumMuanH-6-0H:

F

F
F

rne COEJMHEHUE naxonurcs B popme cBOOOAHOTO OCHOBAHUS, UJIH B (popme
dapmaneBTHUECKH PUEMIIEMOHN COJIH (TIPEANOUYTUTENBHO B (popMe cBOOOIHOTO
OCHOBaHUA),

u

® CMeCh BCIIOMOTATEIbHBIX BEIIECTB, KOTOPAs COAEPIKUT:

> B o0mem konuuecTBe npudnausurenpuo 20 - 50 macc.% ogHOrO WIIH
HECKOJbKUX JUMO(UIBHBIX BCIIOMOTAaTEIbHBIX BELIECTB, 1€ YKa3aHHOe(ble)
nunoduibHOoe(ble) BcmoMorareabHoe(ble) BelecTBo(a) He3aBUCHUMO BBIOpaHO(bI) U3

* ruApo(hOOHBIX MOBEPXHOCTHO-AKTUBHBIX BEINECTB, BBIOpaHHBIX U3 1,2-
IPOIMAHAMOJOBBIX CIOXKHBIX 3(UPOB MOHOKUPHBIX KHCIOT CO CPEeIHEH AIMHON Lenu u
TJIMIIEPUHOBBIX CJIOKHBIX MOHO-/ITH3(UPOB KUPHBIX KUCIOT CO CPEAHEH AJTMHON LNy,
u/unu

* MacJI000pa3HBIX BCIIOMOTATEIbHBIX BELIECTB, BBIOPAHHBIX U3 TPUTIULEPUIHBIX
MaceJ CO CpeaHel NIMHON 1enu U 1,2-MponaHanoIOBbIX CIOXKHBIX TU3(QUPOB KUPHBIX
KHCJIOT CO CpeHel AJUHON LeNny,

> B o0mem konudectBe npudnusurenpuo 30 - 80 macc.% ogHOrO WIH
HECKOJbKUX TUAPOQHIBHBIX MOBEPXHOCTHO-aKTHBHBIX BELIECTB, 1€ YKa3aHHOe(ble)
ruapodunpHOE(bI€) MOBEPXHOCTHO-AKTHBHOE(BIE) BEINECTBO(a) HE3ABUCHMO
BbIOpaHO(bl) U3 MOJUSTHIICHTITUKOIb-1EPUBATH3UPOBAHHBIX JINTTUOB C AJIUHHON
L[ENbI0 W MOJUATUJICHTJIMKOJb-AE€PUBATU3UPOBAHHBIX MIULEPUHOBBIX CIOXXHBIX MOHO-
/nn3pUPOB KUPHBIX KUCIOT CO CpeAHEH NIMHON Lenu; u

> B o0mem kosudecTBe npudmusurensuo 0 - 25 macc.% ogHOro win

HECKOJBKUX F'UAPOPUIBHBIX COPACTBOPUTEINEH;
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rae obiee KOJIMYECTBO, BBIPAXKEHHOE B MacC.%, BCIIOMOTaTEIbHbIX BEIIECTB B
yKa3zaHHOU cmecu cocrtasisier 100;

r7e MPeAnoOYTHTENbHO 00IIee KOJIUIYeCTBO THAPOPHIBHOTO(BIX ) TOBEPXHOCTHO-
AKTUBHOTO(BIX) BeIIeCTBA(BEIIECTB) SBJISETCS BhIlIE, OCOOEHHO MO MEHbIIEH Mepe
npudnnsutenbHo Ha 10 macc.% BeIme (IO OTHOUIEHUIO K COOTBETCTBYIOIIUM Macc.% B
CMeCH BCIIOMOTATEIbHBIX BEIIECTB), YeM 00Iee KOJIHMYECTBO COOTBETCTBYIOMEro(UX )
munoduibHOro(biXx) BCIOMOraTeibHOTO(bIX ) BelecTBa(BEIeCTB).

4) Jlpyroi BapuaHT OCYLIECTBICHHS U300PETEHUS OTHOCHUTCS K
(apManeBTUYECKUM KOMITO3ULUSIM B COOTBETCTBHH C JIFOOBIM U3 BAPHAHTOB
ocymecTByeHus 1) - 3), rae yka3aHHbIE KOMIO3HIIUU COAEPIKAT:

e coenuHeHue 2-(2,2-nudrop-nponun)-5-[1-(2-prop-6-merun-dennn)-

nunepuanH-4-un|-7-(2-tpudropmernn-6en3un)-2,4,5,7-rerparuapo-nupasono|3,4-

N
0

d]mupuMuINH-6-0H:

F

F
F

rne COEJMHEHUE naxonurcs B popme cBOOOAHOTO OCHOBaHUs, UJIK B hopme
(dapManeBTUYECKH PUEMIIEMON COJH (IPEANOUYTUTEIBbHO B popMe cBOOOIHOTO
OCHOBaHUA),

u

® CMeCh BCIIOMOTATEIbHBIX BEIIECTB, KOTOPAs COAEPIKUT:

> npubmauszurensbao 20 - 50 macc.% nunoQUIBHOrO BCIOMOTaTEJIbHOTO
BEILIECTBA, 1€ YKAa3aHHOE JUMO(HIbHOE BCIIOMOTaTeIbHOE BEI[ECTBO HE3aBUCHMO
BBIOpaHO M3

* rupodOOHBIX MOBEPXHOCTHO-AKTUBHBIX BEIECTB, BHIOPAHHBIX U3 1,2-
NPOMAaHAMOJOBBIX CIOKHBIX 3(UPOB MOHOKUPHBIX KHCJIOT CO CpEeIHEeH AIMHON Lenu U
INIMLEPUHOBBIX CJIOXKHBIX MOHO-/IH3(UPOB KUPHBIX KUCIOT CO CPEHEeH JIMHON LeNu;

niin
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" MacI000pa3HBIX BCIIOMOTATEIbHBIX BEIIECTB, BBIOPAHHBIX U3 TPUTIULEPHUAHBIX
MaceJ CO CpeHel NIMHON 1enu U 1,2-MponaHanoNIOBbIX CIOXKHBIX AU3(QHUPOB KUPHBIX
KUCJIOT CO CpeHEN AJUHOMN LEeNH,

> npudnuzutenbHo 30 - 80 macc.% ruapoduIbHOrO MOBEPXHOCTHO-
AKTHBHOT'O BELIECTBA, 1€ YKa3aHHOE THAPOPUIbHOE MOBEPXHOCTHO-AKTUBHOE
BEI[ECTBO HE3aBHUCUMO BBIOPAHO M3 MOJHITUJIECHIIUKOIb-IePUBATU3UPOBAHHBIX
JUTMUOB C JJIMHHOHN LIENbI0 U MOJHITUIICHTJIUKOJIb-1ePUBATH3UPOBAHHBIX
TJIMIIEPUHOBBIX CJIOKHBIX MOHO-/ITH3(UPOB KUPHBIX KUCIOT CO CPEAHEH JAIMHON ey,
u

> B 00mem konudecTBe npudnusurenpHo 0 - 25 mace.% ogHOrO WIIH
HECKOJBbKUX TUAPOQHIBHBIX COPACTBOPUTEINECH;

rae obiee KOJIMYECTBO, BBIPAXKEHHOE B Macc.%, BCIIOMOTaTEJIbHbIX BEIIECTB B
yKa3aHHOU cmecu coctasiisier 100;

r7ie MpeaNnoYTUTENbHO 00IIee KOJUIECTBO THAPOPUIBHOTO MOBEPXHOCTHO-
AKTUBHOTO BEILIECTBA SIBJISIETCS BbIIIE, OCOOEHHO MO MEHbLIEH Mepe NMPUOIH3UTEIBHO
Ha 10 macc.% BbIlIe (IO OTHOLIEHUIO K COOTBETCTBYIOIIUM Macc.% B CMecH
BCIIOMOTATENbHBIX BEIIECTB), YeM 00IIee KOJUYEeCTBO JUIOPUIBHOTO
BCIIOMOTATEJIbHOTO BEIECTBA.

Ecnu nns coenunenuit, conei, papmManeBTUUECKIX KOMIO3UIUH,
BCIIOMOTaTEJbHbBIX BEIECTB, 3a00JI€BAaHUN H T.I. UCIOJb3yEeTC MHOKECTBEHHAS
dbopma, 3TO Takke O3HAYAeT OJHO COCUHEHHE, COJb U T.II.

Jwoyrw ceoinky Ha COEJIMHEHUE crnenyeT moHUMAaTh Kak OTHOCSIIIYIOCS
Takke K coyisiM (M 0coOeHHO hapMaleBTHYECKU TPUEMIIEMBIM COJISIM) TaKUX
COEIMHEHUH, B 3aBUCUMOCTHU OT Cilydasi u 1esiecooOpasnoctu. [IpeanodrurenbHo,
COEJUHEHUME otHOCHTCS K ¢CBOOOJHOMY OCHOBAHUIO.

Tepmusn "papmaneBTHYECKH PUEMIIEMbIE COJIH" OTHOCUTCS K COJISIM, KOTOpbIE
COXPAHSIOT JKEJaeMyK OHOJOTHYECKYI0 aKTHBHOCTh PACCMAaTPUBAEMOTO COECIMHEHUS
U TIPOSIBJISIIOT MUHUMAJIbHBIEC HEXENATeNbHbIE TOKCHUKOJoTrnYeckue 3¢ dexTol. Takue
COJIM BKJIFOYAIOT COJIM NMPUCOEINHEHUSI HEOPTAHUYECKUX UIIM OPTaHMYECKUX KHCIOT
W/WJIM OCHOBAHUN B 3aBUCHUMOCTHU OT MPUCYTCTBHUSI OCHOBHBIX WU/UIIM KUCIOTHBIX TPYIIII
B paccMaTpuBaeMoM coenuHeHuu. Jns cipaBku cM., HanpuMmep, “Handbook of
Pharmaceutical Salts. Properties, Selection and Use.”, P. Heinrich Stahl, Camille G.
Wermuth (Eds.), Wiley-VCH, 2008; u “Pharmaceutical Salts and Co-crystals”, Johan
Wouters u Luc Quéré (Eds.), RSC Publishing, 2012.
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Tepmun "comepikamas" o3HaYaeT B KOHTEKCTE HACTOSINEr0 U300peTeHHs, YTO
COOTBETCTBYIOIIAsA KOMIIO3HUIUS COAEPKUT UHIpeaueHT(bl)/ BCrioMoratreabHoe(bie)
BeIleCcTBO(a) OMpEeneeHHOr0 THIa/ceMeicTBa (HampuMep, TPUTITULEPUIHOE MACIIO CO
CpenHel JUIMHOW LeNH ), TOJbKO YKa3aHHbIN(e) HHrpeaueHT(bl)/ BCrioMoraTebHOe(ble)
BelecTBO(a) (Hampumep, TPUTIUIIEPUIHOE MACTIO CO CpeHEeH NIMHON [enH, KOTOpoe
npeacTaBisieT coOOM rIMLepHs TPUKANPUIIAT/KANPaT) B YKa3aHHBIX OTHOCUTEIbHBIX
AWana3oHaxX WU KOJUYECTBAX, M HE COAEKHUT HUKAKOro(ux) uHrpeaueHTa(on)/
BCIIOMOTATENbHOTO(BIX) BELIECTBA(BEIIECTB) OJHOTO U TOTO JK€ THUIA/CeMeNnCTBa.
Takue KOMIO3ULIMH, OJJHAKO, MOTYT COAEPIKATh AOTOJTHUTEIbHBIE
UHTPEIUEeHTbI/BCIOMOraTeIbHbIE BEIIECTBA, T'I€ CIEAYET MOHUMATh, YTO TaKue
IOTIOJTHUTEJIbHbIE HHTPEINEHTHI/BCTIOMOTaTe/IbHbIE BELIECTBA HE JOJKHBI
NPUCYTCTBOBATh B KOJIUYECTBE, KOTOPOE OBl CYLIECTBEHHO U3MEHUJIO XapaKTEepPHbIE
CBOWCTBA COOTBETCTBYIOLIEH KoMno3uuu. Takum odpaszom, Hampumep, Oyaer
OXBATBIBATHCS 1OOABJIIEHNUE HOMOJIHUTEIBHOTO AKTUBHOTO HHIPEUEHTA, HIIH
TOTIOJTHUTENIBHBIX OOBIYHO MPUMEHUMBIX HHIPEANEHTOB UJIH 100aBOK, TAKUX KaK OIUH
VTN HECKOJIBKO MOJMMEPOB, BKIIIOUAs MOJUMEPHbIE HHTHOUTOPBI KPUCTAIIN3ALIHH,
OJIMIH UJIN HECKOJbKO AaHTHOKCHAAHTOB, OJHY MJIM HECKOJBKO KUCIOT, OJUH UJIU
HECKOJIBKO X€JIATUPYIOLIUX areHTOB, U T.A.. B 11enom, Tepmun "coneprkamas” cienyer
IIOHUMATh KaK OTHOCSIUIIUMICSA K COOTBETCTBYKOLIEH KOMIO3ULIMHA, KOTOpasi COCTOUT B
OCHOBHOM U3 YKa3aHHOTO(bIX) HHTpeaneHTa(0B)/BCIOMOraTeIbHOr0(BbIX)
BelecTBa(BEIIECTB) B YKA3aHHOM KOJIMYECTBE; MPEANOYTUTEIbHO (I TEPMHUHA
"comep:kamas ") B KOJUYECTBE MO MeHbInel Mepe 90, 0coOeHHO MO MeHbIel Mepe 95
mMacc.% oOuero KoIM4ecTBa YKa3aHHOW KOMITO3UIUH, T.€. JOMOJHUTEIbHbIE
UHTPEIUEeHTbI/BCIIOMOraTeIbHbIe BelecTBa He OyayT npesbimath 10, ocoOeHHO 5
mMacc.% o0mero KoIu4ecTBa COOTBETCTBYOIEH KOMITO3ULIUH.

dapmManeBTHIECKON KOMMO3HUIHENH B COOTBETCTBUU C HACTOSIIIUM U300peTeHHEM
OyIyT MpeANOYTUTENBHO 3AMOJHITh KaCyibl. B HacTosIeM H300peTEeHUN MOXKET
UCIIOJIb30BAaThCS MIOOOH THIT KANCYJI, KOTOPBIA OOBIYHO coneprkaT papMaLeBTHUECKUE
KOMIIO3HMIINHU B KUIAKOH Min monyTtBepaon ¢opme. Takue Kamncysisl MOTYT OBITh
KancyJjJaMy U3 TUAPOKCUIIPONMUIMETUIILEIITIONO03bI HIIH OCOOEHHO JKEeTaTHHOBBIMHU
KancyJaMy, TAKUMH KakK, HallpuMep, TBEPbIe JKEJIaTHHOBBIE KAICYJIbl UJIU MSATKUE
KEJATUHOBBIE KarcyJbl. [IpenoYTUTeIbHO, TAKUMHU KATICYJIbl SIBJISIIOTCS MSTKHUE
JKEJATUHOBbIE KarcyJbl. Kancyael MOXKHO 3aMOJHATh B aTMOCc(hepe HHEPTHOIO ra3a

(Takas kak atmMocdepa azora, atmochepa aprona). Takast armocdepa HHEPTHOTO rasa
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MOXET CHU3UTh OKMCIUTENbHBIN pacnag akTUBHOI'O HHTpenueHTa. Jlis
BBIIIEYKA3aHHBIX KAIlCyJ MOYKHO HCIIOJIb30BaTh OOBIUHBIE YIIAKOBOYHBIE CPEACTBA,
TaKkue Kak aJlOMUHUEBbIE OnucTepbl. B 0M1HOM BapuaHTe OCYLIECTBICHHUS HHEPTHBIN
ra3 (Takoil Kak a30T) UCMOJNB3YIOT JJIsI NIPOAYBKHU KHCIOPOAOM BO BpeMs CTaquU
oOpa3zoBaHus OIUCTEPOB.

KoMmno3uuuu B COOTBETCTBUH C H300PETEHHEM NPEACTABISIOT COOOMH
U30TPOIMHBIE CMECH, KOTOPbIEe OOBIYHO OBIBAIOT KUIAKUMHU UJIH TONTYTBEPABIMH, U
kotopbie conepxxkat COEJJTMHEHUE, npeanoytutensHo B Gopme CBOOOIHOTO
ocHOBaHUsA. K TaKUM HM30TPOMHBIM CMECSIM OTHOCATCS, MPEXKIE BCETO, Te, e
AKTUBHBIA MHTPEIHEHT PACTBOPSIIOT B CMECH BCIIOMOTaTEJIbHbIX BEINECTB, I/
BCIIOMOTATEJbHBIE BEIECTBA SABISIOTCS KUIKUMH UJIH ITOJYTBEPABIMU.
COEJAMHEHMUE wunu ero coib MOKHO HUCTIOJb30BATh JJISl MOJYYEHUS] KOMIIO3ULIUN B
COOTBETCTBUU C m300peTeHueM B amopdHOU GopMe, UK B OAHOW MU HECKOJIBKUX
KPHUCTAJINYECKHUX PopMax, HJIM B CMECSIX aMOP(PHBIX U KPUCTANIHIECKUX HOPM.
Kpucrannuueckaue ¢popmbl ceodbonnoro ocaosanus COEJAMHEHUWA,
COEJUHEHHWA B dopme conu, uiu COKPUCTAIIIBI CBOOOTHOTO OCHOBAHUS
COEJMHEHUMA wmoryT ObITh 0€3BOAHBIMU, WU B (POPME COTBBATOB UJIU T'HIIPATOB.
Takue conesbie popmbl U MOpdosiorndeckue GopMbl OXBAUUBAKOTCS 00BEMOM
COEAMHEHUA. ITpennoututensno COEJJMHEHUE ucnonp3yioT B
KPUCTAIINYECKOH popmMe cBOOOIHOTO OCHOBAHUSI, 0COOEHHO B O€3BOHOM
KPUCTAIINYECKOH popme cBOOOTHOTO OCHOBaHUA. KOMIIO3UIIMN B COOTBETCTBUU C
uzobperenuem oxsaunBaror COEJIMHEHUE B ocHoBHOM uncToi ¢popme. KonudecTBo
COEJMHEHUMA B macc.%, BO3MOXKHO, MOTpeOyeTcss OTPEryIupoBaTh, YTOOBI yUECTh
(paKTUUECKYI0 XUMHYECKYI YHCTOTY MJIM HAJU4YNUE COKPHUCTAIIIUYECKOTO
obpasoBarensi, coseodbpazoBaTesisi, TAKOTO KaK KUCJIOTa, COJMbBAT UJIM THIPAT.

Tepmun "nmunoduibHOE BCIIOMOTaTEIbHOE BEIIECTBO" B KOHTEKCTE HACTOSIIIErO
n300peTeHUst OTHOCHUTCA K THAPO(POOHOMY(BIM) MOBEPXHOCTHO-AaKTUBHOMY (BIM)
BellecTBy(amM) U Maca000pa3HOMY(bIM) BCTIOMOTATEIbHOMY(bIM) BeIIeCTBY(am),
BKJIFOUast TIOOYIO UX CMECh, KOTOPBIE SIBJISIFOTCS MOAXOAAIMUMHU JJISI COCTABIECHUS
komnozunuu SEDDS, SMEDDS unu SNEDDS. [IpeanouTuTenbHO TEpMUH OTHOCUTCS
K TuipooOHBIM MOBEPXHOCTHO-aKTHBHBIM BeIleCTBaM, OCOOEHHO K 1,2-
NPOMAaHIUOJIOBBIM CIOXHBIM 3(pUpaM MOHOXUPHBIX KHUCIOT CO CPeAHEN AJTMHON LEeMnu.

Tepmusn "runpodobHOE MOBEPXHOCTHO-AKTUBHOE BEIIECTBO" B KOHTEKCTE

HACTOsIIEero n300peTeHnsI OTHOCUTCS K OAHOMY HJIM HECKOJIBKUM IHAPO(POOHBIM
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MIOBEPXHOCTHO-aKTUBHBIM BEIECTBAM, KOTOPbIE ABIAKTCSA NOAXOAAIMMHU AJIs
cocraBnenusi kommno3unuu SEDDS, SMEDDS, unu SNEDDS; u MmoxeT, B 4aCTHOCTH,
OBITH ONpeseNieH KaKk OTHOCAIUICA K 1,2-IpOnaHanoI0BbIM CIOXKHBIM 3 upam
MOHOXHPHBIX KHCJIOT CO CpeAHeN NINHON nenu (IpeanoYTUTENbHO), MIULIEPUHOBBIM
CJIOKHBIM MOHO-/IM3(UpaM XKUPHBIX KUCIOT CO CpeaHeH IINHON LeTH, UIN CI0XKHBIM
supam copOuTaHa U KUPHBIX KUCIIOT.

Tepmun "mMacnooOpa3HOe BCIIOMOTraTejibHOE BEIIECTBO" B KOHTEKCTE HACTOSIIIErO
NU300peTeHUsI OTHOCHUTCS K OJJTHOMY HJIM HECKOJIbKMM HEPACTBOPHUMBIM B BOJIE
Macsiam/mMaciaoobpazHoMy(bIM) BCIOMOTraTeIbHOMY (BIM) BEIIECTBY(aM), KOTOpPbBIE
SIBIISTEOTCS] TIOAXOASAIMUMU 1JIsi cocTaBiaeHus kommno3uuuun SEDDS, SMEDDS, unu
SNEDDS; u MokeT, B 4aCTHOCTH, OBITh ONpeaesieH KaK OTHOCSIIUNHCS K
TPUTJIHLEPUIHBIM MacJiaM CO CpeIHEeN MJJIMHOMN Lenu, uiu 1,2-nponaHanoioBbIM
CIIOKHBIM AU3(UpaM JKUPHBIX KHCJIOT CO CPpeIHEeH IINHON Lemnu.

Tepmusn "ruapodunpHOE MOBEPXHOCTHO-AKTHBHOE BEINECTBO" B KOHTEKCTE
HACTOSIIIEero N300peTeHNs] OTHOCUTCS K OHOMY HJIM HECKOJIBKUM IHAPOPUIBHBIM
NOBEPXHOCTHO-aKTUBHBIM BEIECTBAM, KOTOPbIE ABIAKTCSA NOAXOAAIMMHU AJIs
cocraBnenus: kommno3unuu SEDDS, SMEDDS, unu SNEDDS; u MmoxeT, B 4aCTHOCTH,
OBITH ONpeeNieH KaK OTHOCAIIMUIICA K O3 TUICHTINKOJb-A€PUBATU3HPOBAHHBIM
JUIMUZIAM C JUIMHHOHN Lenblo (MPeAnouYTUTENbHO), MOJUSTHIEHITIUKOIb-
JI€PUBATU3UPOBAHHBIM TNIMIIEPUHOBBIM CIOKHBIM MOHO-/TU3(pUPAM KUPHBIX KUCIOT
CO CpeAHel NJIMHOM LeNH, UJIHN NOJU3TUIEHIJHUKOIb-1ePUBATU3UPOBAHHBIM CIOKHBIM
s¢pupam copOUTaHa U KUPHBIX KUCIOT. [IpeanoyTuTenbHble IPUMEpPBI TAKUX
ruApO(UIBHBIX MTOBEPXHOCTHO-AKTUBHBIX BEIIECTB MPEACTABISIOT COOOM
MOJUA TUIICHIJIMKOJIb-1€PUBATU3NPOBAHHbBIE TUMU/BI C AJUHHOHN I€NbI0, TAKHE KaK
MOJUA TUIICHTJINKOJIb-1€PUBATU3UPOBAHHBIE THIPOT€HU3UPOBAHHBIE KACTOPOBbIE
macina (takue kak ocobernno Kolliphor® RH40). JlonosHUTENbHBIE TPUMEPBI
MOJUA TUIIEHTJIMKOJIb-1€PUBATU3UPOBAHHBIX JUNUAOB C JJIIMHHON LIENbIO
NPEACTABISAIOT COOOH MONMUITUIICHTJINKOJb-1E€PUBATU3UPOBAHHBIE KACTOPOBBIE Macia
(Takome kak, B ocobennoctu, Kolliphor™ EL), sutamun E TPGS (d-a-
TOKOQEPUNMONU3 THIEHTIUKOIb 1000 CYyKIIMHAT), MJIM TOJTUSTUIICHTJITUKOJIb-
IepUBATU3UPOBAHHAS THIPOKCUCTEAPUHOBAS KUCIOTA (Takas Kak, B OCOOEHHOCTH,
Solutol® HS15).

OmnpeneneHHble BCIIOMOTaTeIbHBIE BEIIECTBA, UCIIOJIb3yEMbIE B 00BEME

HaCTOAIICTO I/I306peTeHI/I$I, MOT'YyT OBITH OnmpeaAcsICHbI KaK MOBEPXHOCTHO-AKTUBHBIC
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Bel[ecTBa. Taknue MOBEPXHOCTHO-AKTUBHBIE BELIECTBA MOTYT OBITh JOMOJHUTEIBHO
OTpeNesIeHbl MX COOTBETCTBYIOIIUM 3HaUeHHUEM THAPO(HIbHO-TUIOPUIBHOrO OalaHca
(HLB). 3nauenune HLB - 3T0 sMnupudeckuil napameTp, OOBIYHO UCIIOJNb3YEeMBbIH 115
XapaKTEPUCTUKU OTHOCUTENbHOHN rupoduIbHOCTU U rupoPOOHOCTH HEMOHHBIX
aMmpuuIbHbIX coennHeHUN. [IoBEpXHOCTHO-aKTHBHBIE BellecTBa ¢ 60Jiee HU3KUM
3HaueHneM HLB (koTopoe 0OBIYHO paBHAETCS UM HUXKE NMPUOJTU3UTETBHO 8)
saBIsAOTCA Oosee ruapodoOHbIME (TUAPOPOOHOE MOBEPXHOCTHO-AKTUBHOE BEIIECTRBO),
B TO BPeMsI KaK TOBEPXHOCTHO-aKTHBHbBIE BeI[eCTBA C 00OJiee BBICOKMM 3HAUYEHUEM
HLB (xoTopoe 00BIMHO paBHSIETCS MJIM BbiLIe MPpUONU3UTEIbHO 12) siBysiroTcst Oosee
ruApOQUIABHBIMU U TEMOHCTPHPYIOT O0Jiee BBICOKYIO PaCTBOPUMOCTD B BOJHOM cpene
(ruppodunbHOE MOBEPXHOCTHO-AKTHBHOE BEIECTBO).

B wactHOCTH, runpodoOHBIE MOBEPXHOCTHO-AKTUBHBIE BEIIECTBA, KOTOPHIE
SABISIOTCS MPUTOAHBIMH JUISI HACTOSIIETO U300pETeHMs, TaKHe KaK, B OCOOEHHOCTH,
1,2-nmponaHINOIOBBIE CIOXKHBIE MOHO3(UPHI JKUPHBIX KUCIOT CO CpeaHel MITNHON
enu (Hampumep, MPOMIIEHIITUKOIb MOHOKAMIPHIIAT), TIIUIEPUHOBBIE CIOKHBIE MOHO-
wiu qu3Gupsl Co cpenHel TIMHON Lenu XKUPHBIX KUCIOT (HanpuMep, MINLEePHJ MOHO-
/nu-KanpuiaT), UM CIOXHbIE 3QUPbl COPOUTAHA U XKUPHBIX KHCJIOT, UMEIOT 3HAYEHHE
HLB npubnusurenpHo 8 uiam HUXKe, 0COOEHHO mpubau3uTenbHo 6. Takue
ruapodoOHbIE MOBEPXHOCTHO-AKTUBHBIE BEIECTBA MOTYT, TAKUM 00pa3oM, ObITh
onpeneseHbl Kak JUMO(UIbHbIE BCIOMOTAaTEIbHbIE BEIECTBA.

Tax sxe, runpoduIbHBIE TOBEPXHOCTHO-AKTHBHbIE BEIECTBA, IIPUTOAHbIE IJIS
HACTOSLIEro N300peTeHus], Takue Kak OCOOCHHO MOJUITHIICHTJIUKOJb-
AePUBATU3UPOBAHHBIC JIUIUABI C JUIMHHON LENbIO, MOJUSTHISHIIUKOIb-
JIe€PUBATU3UPOBAHHBIE TJIMIIEPUHOBBIE CIIOXKHbBIE MOHO-/AU3(PUPBI KUPHBIX KUCIOT CO
CpeaHel JIMHON Lenu, UIH MOJUITHIEHIIIUKOIb-1ePUBATH3UPOBAHHbBIE CIIOKHBIE
3¢upel copOuTaHa U JKUPHBIX KUCJIOT, KaK MpaBmiIo UM T 3HaueHne HLB
npubIM3UTENbHO 12 MN BhIIIE.

[IpennouTUTENbHO, AJIs1 KOMIIO3ULHH B COOTBETCTBUU C HACTOSIIUM
nzo0pereHuem, odmiee KOIu4ecTBO ruAPOPHIBHOrO(bIX) MOBEPXHOCTHO-
aKTUBHOTO(BIX) BeLIeCTBA(BELIECTB) SIBJISETCS BhIIE, OCOOEHHO IO MEHbIIEH Mepe
npubanzutenbHo Ha 10 macc.% Beime (110 OTHOUIEHHWIO K COOTBETCTBYIOIIUM Macc.% B
CMECH BCTIOMOTATEJIbHBIX BEIIECTB), UeM 00Iee KOJUIECTBO COOTBETCTBYIOIEro(HX)

munouIbHOro(bIX) BCIIOMOTraTebHOTO(bIX ) BelmecTBa(BEIeCTR).
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HOBerHOCTHO-aKTI/IBHbIe BECIICCTBA, OCO6€HHO KOMMEPYECKHU NOCTYIIHBIC
NPOAYKTHI MOBEPXHOCTHO-AKTUBHOI'O BEIICCTBA, O6bILIHO HE ABJIAKOTCA YHMCTBIMU
COENMHEHHUSMH, HO MOTYT IPEACTABJIATh COOOI JOBOJIBHO CJIOKHBIE CMECH
COeNMHEHUH, COoleprKallue OJUH OCHOBHOW KOMIIOHEHT OCHOBHOI'O OBEPXHOCTHO-
AKTHBHOI'O BELIECTBA. DTH KOMMEPUYECKU JOCTYIHbIE TOBEPXHOCTHO-aKTHBHBIE
BELIECTBA MOTYT COJEPIKATh PAa3JUYHbIE KOJNYECTBA YKa3aHHOTO OCHOBHOI'O
KOMIIOHEHTA - MOBECPXHOCTHO-aKTHUBHOI'O BEICCTBA, U OCTABIIHUECA KOJIMUCCTBA
AOMOJHUTECIbHBIX KOMIIOHEHTOB, TaKHUX KaK, HANIPUMEDP, UX COOTBETCTBYHOIIHUE
CJIOJKHBIC (HO.HI/I-)E)(bI/Ipr JKUPHBIX KHCJIOT, WKW JKUPHBIC KUCJIOTHI, 4 TaAKXE Pa3JIMYHBIC
KOJHu4ecTBa paCTBOpHTeJ’Ieﬁ, TaKUX KaK BOJda, UJIU OPraHU4YCCKUE PaCTBOPUTEIIN,
TAaKHEC KaK 3TaHOJI, HJIU 1,2-HpOHaHI[I/IOJ'I, HUJIN, B CJIy4a€ KOMMEPUCCKHU JOCTYIMHBIX
NMOJIUSTUICHTIIUKOJIb-ACPUBATUBUPOBAHHBIX JTUIIUAOB C I[.]'II/IHHOI\/'I OEeIbKO, OCTAaBIIUECA
INOJIND TUJICHTJIUKOJI N (KOTOpre MOTYT 6bITI:> CBsA3aHBI C XUMHUYECKUM
NPOU3BOACTBEHHBIM npoieccoM). [Ipu Haau4yuu, od1as Macca OCTATOYHOTO
KOJIN4YECTBa AOMOJJHUTCIBHBIX KOMIIOHEHTOB (HO OTHOIICHUIO K 061_[[61\/'1 Macce
COOTBETCTBYIOINETO MPOAYKTA MOBEPXHOCTHO-AKTHBHOI'O BELIECTBA)
NPEANOYTUTENBHO SIBISETCS HUXKE MPUOIN3UTENbHO 55 Macc.%, 0COOEHHO COCTaBIIsIET
npubauzurenbHo 10 - 30 macc.%, B 3aBUCUMOCTH OT COOTBETCTBYIOLIETO
KOMMEPUECCKOTO MPOAYKTA. BbIHIeynOMﬂHYTbIe OCTAaTOYHBIC APYTH€ KOMIIOHCHTbI
OXBAaTBIBAIOTCS TEPMUHAMH «TUAPOPHIBHOE MOBEPXHOCTHO-AaKTUBHOE BELIECTBOY,
«MUNO(PUIBHOE BCIIOMOTATEIBbHOE BEIIECTBOY, THAPOPOOHOE MOBEPXHOCTHO-AaKTUBHOE
BELIECTBO», MACIIO», «MACI000pa3HOe BCIIOMOTaTeIbHOE BEI[ECTBO, KAK YKa3aHHO B
AAaHHOM OOKYMECHTE.

Ecnu siBHO He yKa3aHO MHOE, MPEATIONaraeTcs, 4YTO MOBEPXHOCTHO-aKTHBHbBIE
BELIECTBA, UCMOJb3yEeMbIe B pAMKaX HACTOSIIETr0 M300peTeH s, MPEeANOYTUTEIHHO
coacpxKar OCHOBHOM KOMITOHEHT TI'JIAaBHOTO MOBCPXHOCTHO-aKTHUBHOT'O BEIICCTBA B
KonuuecTBe Oonee npudnusurenapHo 45 macc.%, ocoO0eHHOo Gonee mpuOIU3UTENBHO 65
macc.%, ocobenno 6onee mpubnuzurenbro 90 macc.% ot obuieir Macchl
COOTBETCTBYIOIIErO MOBEPXHOCTHO-aKTHBHOI'O BeLIeCTBa. B 4acTHOCTH,
NMOBEPXHOCTHO-AKTUBHBIC BCIICCTBA MMPAKTUYCCKHU HE COACPIKAT CBO6OI[HI:;IX FKUPHBIX
kucioT (T.e. oHU comepikat MeHee 10 macc.% cBOOOMHBIX JKUPHBIX KHCIOT Ha OOLIYIO
MacCy COOTBETCTBYIOLIEr0 MOBEPXHOCTHO-AKTUBHOI'O BEIECTBA, OCOOEHHO MeHee S5

macc.%, ocobenno meHee 1 macc.%) u conepxkar meHee 15 macc.% (ocoOeHHO MeHee
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10 macc.%, ocobernHo MeHee 5 macc.%) 3TaHONa UK BOJBI HA OOIIYIO Maccy
COOTBETCTBYHOLIETO MOBEPXHOCTHO-AKTUBHOTO BEILECTBA.

Tepmun "xupHas KucjaoTa" B JTaHHOM KOHTEKCTE OTHOCUTCS K HACBIIIEHHBIM WUJIU
YACTUYHO HEHACBILIEHHBIM KapOOHOBBIM KHCJIOTAM C IPSIMOH LEMbI0, CONEPIKALIUM OT
6 10 28 aTOMOB yriepoaa, NpeAno4YTUTeNbHO OT 8 10 20 aTOMOB yriaepoja.

Tepmun "3¢up KUPHOIN KUCIOTbI" OTHOCUTCS K CJIOKHOMY 3QHPY, COCTOSAIEMY
U3 CIIUPTOBOTI'0 KOMIIOHEHTA, KaK SIBHO YKa3aHO [T.e. riuuepuHa, unu 1,2-
nponaHauoia (MIPOMUIICHTJIUKOJA)]; U OHOTO MJIM HECKOJIbKUX KOMIIOHEHTOB *KHUPHBIX
KHCJIOT, KaK yKa3aHO BbILIE, U KaK sIBHO YKa3aHO B JAHHOM JOKYMEHTE.

TepmuH «co cpenHel NJIMHON Lenu» B KOHTEKCTE JUIMHUAOB OTHOCUTCS K
JUNHUAAM, UMEIO UM YIJIEPOAHYIO Lenb JJIUHON OT 6 1o 12 atomoB yraepoaa. Takum
00pa3oMm, JKUPHBIE KUCIOTHI CO CpeaHel MIMHON e MOTYT UMeTh OT 6 10 12 aToMoB
yriaepoaa, npeano4tutensHo ot 8 1o 10 atomos yraepona. Ilpumepamu sBassroTCs
KanpuIoBasi KHCIOTA, KAIPUHOBAS KUCJIOTA UJIU JIAYyPHHOBAsI KUCIIOTA, OCOOEHHO
KaIlpUJIOBasi KUCJIOTAa U KallpUHOBAas KUCJIOTA.

Tak >xe TepMHUH «C JJIMHHON LENBbI0O» B KOHTEKCTE JUMUA0B OTHOCUTCS K
JUNHUAAM, UMEIOLIUM Pa3BETBICHHYIO UJIH NPSIMYIO YIJIEPOAHYIO LleNb C AJUHON
OCHOBHOM 1enu u3 14 unu Oosee aTOMOB yriepoaa, NpeaAnouTuTenbHo ot 14 1o 20
aToMoB yrieponaa. Cpeau >KMPHBIX KUCJIOT AJUHHOLENOYEUHbIE )KUPHbBIE KHUCIOTHI
MOTYT OBbITh OIpeneseHbl Kak uMmeromue 14 win 6osnee aToMoOB yriepona,
npeanouTuTeabHo oT 14 no 20 aromoB yraepona. [Ipumepamu sBasrOTCS
MUPHUCTUHOBAsA KUCJIOTA, NAJbMUTHHOBAS KUCJIOTA, CTEAPUHOBAsI KUCIOTA, 12-
rUAPOKCHUCTEaPUHOBAsI KUCJIOTA, PULIMHOJEBAas KUCJIO0Ta U apaxuHOBas KUCJIOTA.

JIMnuael ¢ JIMHHOW LENMbI0 MOTYT OBITh ONPEeNIeHbl KaK BKJIFOYAIO e
ITUHHOLIETIOYEYHbIE JKHPHBIE KIUCIOThl U UX BHYTPEHHUE CIOKHBbIE 3(QUpPHI (TaKue Kak,
Harpumep, 12-((12-ruapoKCcH-CTeapOor1)OKCH )-CTeapUHOBAsI KUCJIOTA), MOHO-, 1H- U
TPUTIULEPUIAHBIE CIOKHBIE 3UPHI JKUPHBIX KUCJIOT C IJUHHON 1enbto, 1,2-
NPOMAaHUOJIOBBIE CIOKHBIE MOHO- U U3 UPBI KUPHBIX KUCIOT C JJIMHHOH LEMNbIO,
JAJVHHOLIENIOYEYHble BOCKHU, U JJIMHHOLIENIOYEUHbIE )KUPOPACTBOPUMbIE BUTAMUHBI
(Takue xak B ocobeHHOCTH BUTaMHUH E, B TOM yncne cykuuHar suramusa E).

Tepmusn "1,2-mponaHuONOBBIA CIOKHBII MOHO3(UP KUPHOH KHCIOTHI CO
cpeaHel ANMMHON menu" OTHOCUTCS K TrUApOPOOHOMY MOBEPXHOCTHO-AaKTHBHOMY
BEIECTBY, B OCOOCHHOCTH B BHJ€ KOMMEPUYECKH JOCTYITHOT'O NPOAYKTA, COAEPIKALIETrO

B KaQ4YECTBEC I'JIaBHOI'O0O OCHOBHOI'O KOMIIOHEHTAa MOHO-TIPOMUJICHTJIUKOJIAT, COCTOS UM
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U3 CIIUPTOBOTO KOMIOHEHTa |,2-nmponannunona (MpONUIeHTJINKOIb) U OAHOTO
dparmMeHTa JKHPHOI KUCIOTHI CO CpeHel ANINHON enu (T.e. BTopas TUAPOKCUTPYIIa
1,2-nponannuona HezaMeeHa). [IpuMepoM sBJIsIeTCS IPONUIEHTJTUKOJIb
MoHOKanpuiat [Takoit kak Capryol™ (ocobenno Capryol™ 90)]. Bo uzbexanue
HEONPEeNeJIeHHOCTH, TEPMHUH «1,2-MPONaHANOIOBBIH CIOKHBIA MOHO3(HP KUPHOH
KHCJIOTBI CO CpeIHeN AJIMHON Lenu» BKJIYaeT MPOAYKTHI, KOTOPbIE COAEPIKaT
YKa3aHHbBINA MEPBUYHBII OCHOBHON KOMIIOHEHT, a B Ka4€CTBE BTOPHYHOTO KOMIIOHEHTA
- HeOoNbIY (QPaKIUID COOTBETCTBYIOIIETO CIOXKHOTO auddupa. 1,2-
[TponaHAMONOBBIE CIOKHBIE MOHO3(UPBHI JKUPHBIX KHCJIOT CO CPEeNHEH NINHONW LeNnH
COIep KaT YKa3aHHbIN TIaBHBI OCHOBHON KOMITIOHEHT B KOJIMYECTBE OOJIbINE, YeM
npubnu3zutenbHo 45%, ocobeHHo Oonbine, yeM mpubau3uTeapbHo 75 mMacc.%,
ocobenHo Oonbire, yem nmpubausuteapbHo 90 macc.% Ha 00y Maccy
BCIIOMOTraTeNbHOIO BellecTBa. IIponuneHrnukonb MOHOKaNpuiIaT, AOCTYIHbINA OT
KOMMEPYECKHUX MOCTABINMKOB, HCTIOJNB3YIOT I HACTOSIIEr0 N300 peTeHus,
npenmnoututeabHo B BuAe Capryol™ (ocobenno Capryol™ 90) ot Gattefossé.
ANbTepHATUBHBIMU KOMMEPYECKUMHU NMPOAYKTAMH SIBJISIOTCS, HApUMED,
Lauroglycol™ ot Gattefossé.

TepmuH "rnUnEepUHOBBIN CIOXKHBIA MOHO-/TU3QUP KUPHON KUCIOTHI CO CpenHel
IIUHOHN Henu" OTHOCUTCS K ruApOPpOOHOMY MOBEPXHOCTHO-AaKTUBHOMY BELIECTBY,
0COOEHHO B BHJI€ KOMMEpPYECKH JOCTYIMHOIO MPOAYKTAa, COAEPIKAIEro B KA4YeCTBE
IJIABHOTO OCHOBHOTO KOMIIOHEHTA MOHO- M/WJIM AU-TJIMLEPAT, COCTOSLINI U3
CIIUPTOBOTO KOMITOHEHTA riunepunHa (mpomna-1,2,3-Tpuoj) ¥ OOHOTO HJIH IBYX
(bparMeHTOB KUPHBIX KUCJOT CO CpeaHell NIMHOM 1enu (T.€. OJHA WU JBE
THAPOKCUTPYIIBI TJIHIEPUHA SBJISIOTCA He3aMeIleHHbIMH ). [IpennouTuTeabHbIMH
NPUMEPAMU TJIULEPUHOBBIX CJIOKHBIX MOHO-/TU3(QUPOB KUPHBIX KUCIOT CO CpeaHEH
IJTUHOHN LEeNHU SIBISTFOTCS KOMMEPUYECKHU NOCTYITHbIE MOHO-/AU-KAMPUJIATHI TJIHIEPHUHA
(takme xak Capmul® MCM npoussoacTsa Abitec). B To Bpems kak Bce Mapku
muHelkn npoaykToB Capmul® MCM noaxoasT Ayl HCTIOJB30BAHHS B HACTOSILIIEM
n300peTeHU , MOKET OBITh JKeJJaTeIbHO UCTIOb30BaTh copT o European
Pharmacopeia (EP), nockosnbky oH BkJIOUaeT 3% riuiepruHa, Toraa kak copt mo US
National Formulary (NF) Bkirouaer 7% riuuepuHa. AlbTepHATHBHBIMHA
KOMMEPYECKUMH NMPOAYKTaMHU sBJsitoTCs, HanpuMmep, Capmul® MCM C8 unu
Capmul® MCM C10, npouszBonumbie Abitec, Imwitor® 742 unu Imwitor® 988

npoussoactsa Sasol Germany GMBH.
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Tepmun "cnoxxable 3¢pupel COpOUTAHA U JKUPHBIX KUCJIOT" OTHOCUTCS K
ruapopoOHOMY MOBEPXHOCTHO-AaKTUBHOMY BEIIECTBY, OCOOEHHO B BHJ€ KOMMEPYECKHU
JOCTYIMHOI'O MPOAYKTA, COAEPIKAILEro B KaAUeCTBE NNIaBHOTO OCHOBHOIO KOMIIOHEHTA
copOuTaH, KOTOPHIN 3TepudUIHPOBaH (KaK MPABUIO, MOHOITEPH(PULIUPOBAH)
KUPHBIMH KHCJIOTAMH C OOJbINEH, 4yeM cpeaHssi, AnuHo# nenu (Hanpumep, Ciz) unu ¢
IIMHHON 1enbio. MoHomaypat copOuTaHa, MOHONIAIBMUTAT COpOUTaHA, MOHOCTEapaT
copOuTaHa, MOHOOJIEAT COPOUTAHA SABISIOTCS TUMTHYHBIMU KOMMEPYECKUMHU
npoAyKTamu, Hanpumep, npousBoaumMbeiMu Croda International, Takumu xkax Span®
20, Span® 40, Span® 60 u, coorBeTcTBeHHO, Span® 80.

TepMuH «TpUTIHLEPHUIHOE MACIO CO cpenHell nuunoi nenuy (macyuo MCT)
OTHOCHUTCS K MacJI000pa3HbIM BCIIOMOTATEIbHBIM BEIIECTBAM, OCOOEHHO B BUIE
KOMMeEpUYECKH AOCTYIMHOIO MPOAYKTA, COAEPkKAILEro B KaA4eCTBE NNIaBHOTO OCHOBHOTO
KOMITOHEHTA TJIMLEPUHOBBIN CIOXKHBIA TPUIPUP KUPHON KUCIOTHI CO CPEAHEH TIMHON
L[EMH, T.€. TIINLEPUH, KOTOPBIH 3TepUPUIINPOBAH HA KAXKIAOH U3 €ro Tpex
TUPOKCUTPYII KUPHON KUCJIOTON CO CpeAHEN AJUHON LenHu, rae CleayeT NOHUMATh,
YTO KUPHBIE€ KUCJIOTHI CO CPEAHEH NJIMHOW LeNHu, NIPUCOCINHEHHbIE K OJJHOU U TOHN XKe
MOJIEKYJIEe TJIIMI[EPHUHA, MOTYT ObITh OAMHAKOBBIMH MJIN PAa3HBIMH, U T CIEAYET
MOHUMATh, YTO TEPMUH OXBAaTbIBAE€T CMECH PA3JUUYHBIX I'IULIEPUHOBBIX CIOKHBIX
3(UpOB KUPHBIX KUCJIOT CO cpeaHelt nuuHoi nenu. Takue cMecu MOryT
IPUCYTCTBOBATbh B HEKOTOPBIX KOMMEpPUECKUX NMpoaykTax. IlpeanoyTurenbHbM
IPUMEPOM TAKOTO IIMIEPUHOBOIO CIOKHOIO TpU3pHUpa JKUPHOH KHCIOTHI CO CpeaHen
IJIVHOM LIENH SBJISIETCS TIULEPUN TpUKanpuaat/kamnpar. I TUUepUHOBBIN CIIOKHbIN
TpUdPUpP KUPHOU KUCIOTHI CO CPENHEH MIMHON LeNH, JOCTYMHBIH OT KOMMEpPUYECKHX
NOCTaBIIMKOB, MPeACTaBIsieT co00H, kak npasuio, macia Captex® MCT (Takue kak,
Hanpumep, Captex® 300, Captex® 350, Captex® 355 nmpoussoacTsa Abitec),
Miglyol®810, Miglyol®812, unu Miglyol®8108 nmpoussoncrsa Sasol Germany
GMBH; Neobee® MS5 ot kommanuu Stepan Company; Crodamol® GTC/C
npousBoactsa Croda Inc; u Labrafac® Lipophile WL 1349 npoussoncrea Gattefossé
Group. IIpennouturenpHbIM siBisieTcss Miglyol®812.

Tepmusn "1,2-mponmaHgUONOBBIA CIOKHBIN QU3 UP KUPHOH KUCIOTHI CO CpenHEH
IJTUHOHN menu" OTHOCUTCS K MacJoo0pasHOMY BCIIOMOTaTEIbHOMY BEINECTBY,
0COOEHHO B BHI€ KOMMEPUYECKH JOCTYITHOTO MPOAYKTA, COAEPIKALIEr0 B KAUeCTBE
IJ1aBHOI'O OCHOBHOTO KOMIIOHEHTA JUIPONUIEHIIUKOJAT, COCTOSLUI U3 CIUPTOBOTO

KOMIoOHeHTa 1,2-nmponananoa (MpONUJIEHErINKOJb). U 1BYX (ParMeHTOB XUPHBIX
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KHUCJIOT CO CpeaHel niuuHoi nenu (T.e. 00e TuApOKCUTpynHmbl 1,2-nponangnoia
3TepUPUIUPOBAHBI XUPHON KHUCJIOTON CO CpeHel NINHON Leny, rAe ClIeyeT
MOHUMATh, YTO KUPHBIE KUCJIOTHI CO CPEIHEeN AJIMHON LenHU, NIPUCOEIUHEHHBIE K TOU
e MoJsiekyJie 1,2-mpomaHanoa, MOTYT ObITh OAUHAKOBBIMU WU PA3HBIMH;, U T
clielyeT MOHUMATh, YTO TEPMHUH OXBAaTbIBAET CMECU PA3JIUYHBIX 1,2-IPONaHAUONOBBIX
CJIOKHBIX 3(UPOB KUPHBIX KUCJIOT CO CpeHel NIuHOM nenu). Takue cMeCH MOTYT
HCIIOJIb30BAaThCSl B HEKOTOPBIX KOMMeEpUECKUX npoaykTax. [IpennoyrurenbHbIM
IpPUMEpPOM Takoro 1,2-mpOomaHIuOIOBOTO CJIOKHOTO NU3pupa KUPHOH KUCIOTHI CO
CpeaHel MIMHOW LeNu SIBJISIETCS MPONMUIICHIJIMKOJb AUKanpuaar/qukamnpar. 1,2-
MPOMAHAUOJIOBBIN CIOKHBIA AUA(PUP JKUPHOU KUCIOTHI CO CpeaHel MIIMHOU IemnH,
OOCTYIHBIA OT KOMMEPYECKHUX MOCTABIINKOB, MPEATIOUYTHTEIBHO MPENCTABISIET COOOMH
Labrafac™ PG npoussoactsa Gattefossé Group u Captex® 200 npousBonactsa Abitec
Corporation.

TepMuH "NONMATUIEHTIUKOIb-I€PUBATU3UPOBAHHBIN TUNU] C AJUHHON LIeNnbio"
OTHOCHUTCS K TUAPOPHUIBHOMII TOBEPXHOCTHO-AaKTUBHOMY BEIIECTBY, OCOOCHHO B BHUJIE
KOMMEpUYECKH AOCTYIMHOIO MPOAYKTA, KOTOPbIA COAEPKUT B KaUeCTBE INIaBHOIO
OCHOBHOTO KOMITOHEHTA JIMNUJ C JIIMHHON IeNbl0 (TaKOM KaK AJIMHHOLETOYEIHbIE
JKUPHBIE KHUCJIOTHI, BKJIIOUYasi THAPOKCU3AMELEHHbIE AJINHHOLENOYEUHbIE JKUPHbIE
KHCJIOTHI, TaKHE KaK Kak 12-ruApOKCUCTEapUHOBAsA KUCJIOTA UJIK CMeCh 12-
rUAPOKCUCTEapUHOBON KUCHOTH U 12-((12-ruapokcucTeaponst)OKCH )-CTeapuHOBON
KHCIIOTBI, CYKIMHAT BUTaMuHa E, KacTopoBoe mMacio, min 0COOeHHO
T'HJIPOT€HU3UPOBAHHOE KACTOPOBOE MACJIO), e YKa3aHHBIH MU C JIIMHHON IeIbIo,
B CBOIO OYepeab, NepPUBATUIUPYETCs (OOBIMHO MyTEM XUMUUYECKONW PEaKIUu C
STHJICHOKCUAOM) Ha OOHOHN HJIM HECKOJbKUX CBOOOIHBIX THAPOKCH- U/ WU
KapOOHOBBIX KHCJIOTHBIX I'PYIIaX, KAK 3TO MOKET ObITh, C MOJUSTHJICHIJIUKOJIEM.
IIpumepamMu sBASIOTCA NOJUITUIEHIJIMKOIb-A€pUBATU3UPOBAaHHAs 12-
IUAPOKCHUCTEAPUHOBAST KUCJIOTA, NOJUA TUIEHTIMKOIb-1€PUBATU3UPOBAHHBIN
CyKLMHAT BUTaMuHa E, NOIMATUIEHTIUKOIb-1€PUBATU3UPOBAHHBIE KACTOPOBbBIE
Maclia ¥, B 0COOE€HHOCTH, MOJHITUIIEHTJIUKOIb-IePUBATU3NPOBAHHbBIE
rUJPOreHN3UpOBaHHbIE KAaCTOPOBBIE Macia. [loNu3TUNEeHTIUKOb-
JepUBaTU3UPOBAHHBIE JIMIIUABI C JIMHHON LENbI0, NOAXOASAIIME ISl HACTOSILIETO
nzo0pereHust, 00baHO MeroT 3HaueHne HLB npubnusurensno 12 unu Belwe,
ocobenHo Mexay nmpubiusutrenbHo 12 u 15. Yka3zanusie 3Hauenust HLB moryTt ObITh

XapaKTEPHBIMHU AJiA COOTBECTCTBYHOILICTO MPOAYKTA U OOBIYHO pa3an4varoTCsa AJiA
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Pa3HBIX KOMMEpPUYECKUX MPOAYKTOB, AaKE €CJIU OHU COJEePkKAT OJAHO U TO K€
MOBEPXHOCTHO-aKTUBHOE BEIECTBO KaK I'NIABHBII OCHOBHONH KOMIIOHEHT.
Hepusatusanuus NOJU3TUICHIJIMKONSA COCTOUT MpeanouTuTensHo us 5 - 60 moas PEG
Ha MoJib tunuaa, ocodenuo 10 - 50 mons PEG Ha M0Jb COOTBETCTBYIOIIETO JIUMUIA C
ATMHHOM 1enbio. OOBIYHO KOMMEpPYECKH JOCTYITHbIE MOJIUITUICHTJTHKOIb-
JA€pPUBATU3UPOBAHHBIE JIMIUABI C JUIMHHON LIENIbI0O MOTYT COJIEPIKATh pa3juyHbIe
KOJIMYeCTBAa CBOOOJHOTO MOJHUATHIEHTIUKOJIS.

IIpeanoyTUTENbHBIM IPUMEPOM TAKUX MOJUITUIIEHTTIHUKOJb-
AepUBAaTU3UPOBAHHBIX JIUMUJOB C AJTUHHOHN LENbIO ABJIAETCS "MOJUITUIEHTJIUKOIb-
JepUBaTU3UPOBAHHOE THAPOreHU3UPOBAHHOE KAaCTOPOBOE MAcjo", TEPMUH KOTOPOTO
OTHOCHUTCSI K HEHOHHOMY THIPO(HIBHOMY MOBEPXHOCTHO-aKTUBHOMY BELIECTBY,
0COOEHHO K KOMMEPUYECKH JOCTYITHOMY MOBEPXHOCTHO-aKTHBHOMY BEIECTBY B BUIE
NPOAYKTa, COAEpIKaIlero B KaueCcTBe INIaBHOIO OCHOBHOTI'O KOMIIOHEHTA
MOBEPXHOCTHO-aKTUBHOTO BELIECTBA TMAPOT€HU3UPOBAHHOE KaCTOPOBOE Maco, 1,2,3-
NPOMAHTPHOJIOBBIN CIOXKHBIA TPUIPUP KUPHON KUCIOTHI (TPUTTULEPUL), COCTOSLIUN
U3 CIIUPTOBOTO KOMIOHEHTa 1,2,3-nmponanTpuona u Tpex ¢parMeHTOB PULUHOJIEBON
KHCJIOTBI, KOTOpPBIE, B CBOIO O4Y€peab, TUAPUPYIOT U TPUTIULEPUA NEePUBATUZUDPYETCS
NOJU3TUIIEHIINKONEeM. [lepuBaTu3anus NOJU3TUIEHIJUKONA COCTOUT, B YaCTHOCTH,
u3 5 - 60 mone PEG Ha monb Tpurnuuepuga, ocodento 20 - 50, ocobenno 25 - 45
monb PEG Ha Monb Tpurnunepuna. IlpumMepamu Takux moJgu3TUIEHTJINKOIb-
AE€PUBATU3UPOBAHHBIX THAPOT€HU3UPOBAHHBIX KACTOPOBBIX MACEJ SIBISIOTCS
rUIpOTeHu3upoBaHHoe KacTopoBoe maciao PEG-20-, PEG-25-, PEG-30-, PEG-40-,
PEG-45-, PEG-50-, unu PEG-60; koMMepuecKHu JOCTYITHbIE, HAIPUMEP, KaK
Kolliphor® RH, panee na3piBaBmmiics Bapuantamu Cremophor® RH, xoropsie
BKJIFOYAIOT THIPOTEHU3HUPOBAHHOE KACTOPOBOE MACJO, TAKOE KaK OCOOEHHO
ruaporeHusupoBanHoe kacroposoe maciao PEG-40: Kolliphor® RH40 unu ero
SKBUBAaJEHTHI. [1ONUATUNEHTINKONb-1€PUBATU3UPOBAHHBIE THIPOT€HU3UPOBAHHbIE
KacCTOpPOBbIE MacJja NPeANOYTUTENbHO COAEPKAT yKa3aHHOE TJIaBHBII OCHOBHOM
KOMITOHEHT TOBEPXHOCTHO-AKTUBHOT'O BEIIECTBA B KOJMYECTBE, OOJNbINE UeM
npubauzurenbHo 45 macc.%, ocobeHHo Oonbine yem npubnusureabHo 75 macc. %,
ocobenHo Oonbire yem nmpudau3uTeabHo 90 macc.% Ha 0Oy Maccy
BcrioMorarenbHoro seuectsa. PEG-nepuBaTu3supoBaHHOE Ir'UpOreHU3UPOBAHHOE
KaCTOpPOBOE MAacJiO, AOCTYIMHOE OT KOMMEPUYECKUX MOCTABLUIMKOB, UCMONb3YIOT AJs

HaCTOAIIETO I/I306peTeHI/I$I; ONpeAnOUYTUTECIIBHO THAPOTCHU3NPOBAHHOEC KAaCTOPOBOC
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macio PEG-40 (takoe xak Kolliphor® RH40, panee na3siBaBmeecs Cremophor®
RH40 or BASF) ucnonb3yroT ISt HACTOAIIEr0 H300peTeHUs.

Jpyroii mpuMep MOJMA3TUIICHTJIUKOJb-1€PUBATU3UPOBAHHBIX JUIIUAOB C JJIMHHON
LIENbI0 MPEACTABIAET COOOH «IMOJUITUICHTIINKOIb-1ePUBATU3HPOBAHHOE KaCTOPOBOE
Macyio» (MakpOroNIJIMLEepUH PULMHONEAT UM OJHOKCUIKACTOPOBOE MACIIo),
KOMMEpYEeCKHU NOCTymHoe, HanpumMep, kak Kolliphor® EL, paHee Ha3bIBaBLIUICS
Bapuantamu Cremophor® EL, koTopoe BKJIIOYaeT KACTOPOBOE MAaCJO, TAKOE KaK
ocobenHo kactoposoe mMaciao PEG- 35: Kolliphor® EL wnu ero s5kBHBaleHTHI.

Jlpyro#i mpuMep MOJIHAITUICHTJIMKOJb-1ePUBATU3UPOBAHHBIX JUIHAOB C JJIMHHON
L[ENbI0 MPEACTABISAET COOOH MOJUATHIIEHIIUKOIb-IepHUBATH3NPOBaHHAs 12-
IUAPOKCHCTEapHHOBAs KHucioTa. KoMMepyecku HOCTYIHAs MOJUS THIIEHTJTUKOJIb-
IepUBATU3UPOBAaHHAS 12-THAPOKCU-CTEAPUHOBAS KUCIOTAa CONEPIKUT B KaUE€CTBE
OCHOBHOTO IMOBEPXHOCTHO-AaKTUBHOTO KOMIIOHEHTA CMECh MOJHITUIICHTINK OJIEBBIX
CIOXKHBIX 3pUPOB 1 2-THAPOKCHCTEAPUHOBONH KHCIOTHI U MOJUITHIIEHIITUKOJIEBbIX
cI0XHBIX 3¢upoB 12-((12-ruapoKcrucTeapons )OKCH )CTEapUHOBON KUCIOTHL. Kpome
TOTr0, TAKHE€ KOMMEPYECKU AOCTYIHbIE MOJUITUIICHTIUKOJIb-1€pUBATU3NPOBAHHBIE 12-
TUAPOKCUCTEAPUHOBBIE KUCIOTHI MOTYT COAEPKATh PA3INYHbIE KOJIMIECTBA
(manpumep, npudnuzurenpno 30 macc.% y Kolliphor® HS15) csobonnoro
NOJNMATUIICHTIUKOJA. KpoMe TOro, MOryT npucyTcTBOBaTh HEOObIINE KOTUYECTBA
12-runpokcucTeapUHOBON KHUCIOTHI, 3TepUPULUUPOBAHHON 1O 12-ruapoKCcUrpynmne
NONUATUIIEHTIUKOJeM. IIpennouTuTenbHO KOMMEpPYECKU NOCTYIIHBIM SIBJISIETCS
Kolliphor® HS15 (panee HasbpiBaembiii Solutol® HS15), koTopbiii OAyYarOT Mpu
peakuuu npubaU3UTENBHO 15 MOJb 3THIAEHOKCHAA ¢ 1 MOJIb 12-THAPOKCHCTEApUHOBOMH
KHCJIOTHI.

Jpyrum nmpumMepoM JTUMUAO0B C JJIUHHOU 1enblo siBisiercs Butamud E TPGS
(cykuunat d-a-rokodepunmonustunaenrnukons 1000).

TepMuH "TONMAI TUIICHTJIMKOJIb-1E€PUBATU3UPOBAHHBIE TIIMIEPUHOBBIE CIIOXKHbIE
MOHO-/TH3PUPBI JKUPHBIX KUCJIOT CO CPEHEH NIUHON Henu" OTHOCUTCS K
ruApopuIbHOMY MOBEPXHOCTHO-aKTHBHOMY BEIIECTBY, OCOOEHHO B BUIE
KOMMEPYECKHU TOCTYITHOTO MPOAYKTA, KOTOPBIA COAEPKUT B KAUECTBE TJIABHOTO
OCHOBHOTO KOMITOHEHTA JIMMHUJ TJIHIEPUHOBOTO CIOKHOTO MOHO-/Iu3dupa KupHOH
KHUCJIOTBI CO CpeIHeH AMUHON menu (Takoi Kak rIHIepHIMOHO-/au-
KanpuyiaT/Kanpar), rae yKa3aHHbIN JUIU] CJI0XKHOTO MOHO-/Au3dupa KUpHOH

KHCJIOTBI CO CPeIHEH AIMHOMN IIeNH B CBOIO OYepeab, AepuBaTU3upyeTcs (0ObIMHO
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NyTeéM XUMUYECKOH peakIuu ¢ TUJICHOKCHUAOM) Ha OMHOHN MJIU HECKOJIBKUX
CBOOOIHBIX TUAPOKCHU TPYNIAx U/HJIM Irpynnax KapOOHOBBIX KHUCJIOT, B 3aBUCHMOCTHU
OT cliydasi, HONUA3TUIICHTIUKOJeM. [1oNu3THIeHT TNKOIb-1epPUBATU3UPOBAHHbIE
TJIMIIEPUHOBBIE CIOXKHBIE MOHO-/AU3(PUPBI XKUPHBIX KUCIOT CO CpeAHEN AIMHON Leny,
NOAXOSIIUE I HACTOsIIero u3o0pereHus, 0ObIYHO UMeroT 3HaYeHne HLB
npubau3utenbHo 12 unu 6ospme, ocobeHHO Mexay npubausutensHo 12 u 15.
VYkazanuble 3HaueHust HLB MoryT ObITh XapaKTE€PHBIMHU JJIsI COOTBETCTBYIOIIETO
NPOAYKTA U OOBIYHO BAPBUPYIOTCS MEXKAY PA3TUYHBIMU KOMMEPYECKUMH MPOAYKTAMHU,
Ja)ke €CJIM OHU COAEP AT OJMH U TOT K€ OCHOBHOHN MOBEPXHOCTHO-AKTUBHBIN
KOMIIOHEHT. JlepuBaTHU3aLHs MOJUITHIEHTIUKONS IPEANOYTUTEIBHO COCTOUT U3 S -
20 moap PEG Ha monb nunuaa, ocoberHo 5 - 10 mons PEG Ha Monb
COOTBETCTBYIOIIErO JUMNUAA CO CPeAHENH NIUHBI Henu. Kak npaBuiao, KOMMEPUYECKHU
OOCTYIHBIEC TOJHATUICHTIIUKOIb-1€PUBATU3NPOBAHHBIE IIULIEPHHOBBIC CIOKHBIE
MOHO/IU3(QUPBI JKUPHBIX KUCJIOT CO CPEAHEH NIMHON IeNu MOTYT COAepPIKaATh
pa3IMYHBbIE KOJIMYECTBA CBOOOAHOTO MOJTUITHICHTIHKOIA. [I0MU3THIEHT TUKOB-
IePUBATU3UPOBAHHBIE TIIMIEPUHOBBIE CIOXKHbIE MOHO-/AN3(PUPBI KUPHBIX KUCIOT CO
CpeaHel MIMHON Lenu MPeANOYTUTENBHO CONEPKAT YKa3aHHOE IEPBUYHOE OCHOBHOE
NOBEPXHOCTHO-AKTUBHOE BELIECTBO B KOJHMYECTBE, NPEBHIIAIOIEM NPUOJIU3UTEITBHO
45 macc.%, ocobenHo Oonee mpubausuteabHo 75 macc.%, ocobeHnHo donee
npudansutenbHo 90 macc.% OT 001ei Macchl BCIOMOraTeIbHOTO BeliecTBa. Takue
HOJIN3 THJICHTJINKOJIb-A€PUBATU3UPOBAHHBIE TJINLIEPUHOBBIEC CIOKHBIE MOHO-/TU3QHUPBI
KUPHBIX KUCJIOT CO CpefHel NIMHON Lenu KOMMep4YeCKH NOCTYIHbI, HAalpUMep, Kak
NPOAYKTHI, COCTOSIIINE B OCHOBHOM M3 TJIMIEPUHOBBIX CIOXKHBIX MOHO- U THI(HUPOB
PEG-8 kanpunosoii (C8) u/unu kanpunopoii (C10) kucaoTel 1 HEOONbIIOH (paKIUH
MOHO-, TU- ¥ TPUriauLuepuaos, Hanpumep, Labrasol® ALF ot Gattefossé unu ero
5KBHBAJICHTOB.

TepMuH "TONMA TUIICHTJIMKOJb-1€PUBATU3UPOBAHHBIE CIIOKHBIE 3PHUPBI
copOHMTaHa U JKUPHBIX KUCJIOT" OTHOCUTCS K TUAPOPUIBHOMY NMOBEPXHOCTHO-
AKTUBHOMY BEIECTBY, OCOOCHHO B BHJ€ KOMMEPUYECKH NOCTYITHOTO NPOAYKTA,
KOTOPBIH COAEPIKUT B KAYECTBE IIIaBHOTO OCHOBHOTO KOMITOHEHTA
MOJIM3 TUIICHTJINKOJIb-1€PUBATU3UPOBAHHBIN COPOUTAH, KOTOPBIH, B CBOIO O4Yepelb,
ABJISAETCS 3TePUPUIUPOBAHHBIM (0OBIYHO MOHO3TEPUPULIMPOBAHHBIM) KUPHOU
KHCJIOTOM ¢ OoJnbIuel, yeM cpenHss, IauHoi nenu (Hanpumep, Ciz) Wi ¢ JIMHHON

OECIIbIO. I[epHBaTmaum[ MNOJITUITUJICHIJIUKOJIA NPEANIOYTHUTCIBbHO COCTOUT U3 20 Monb
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NOJIMATUIICHTJIMUKOJIS HAa MOJIb copOuTana, rae nonucopdar 20 (monuokcustuiex (20)
copbutanmoHonaypar), noixucopoar 40 (nmonuokcustuseH (20)
copOuTaHMOHONANBMHUTAT), nojucopbar 60 (moxnokcusTuiex (20)
copbutanMoHocTeapar), nonucopdar 80 (monuokcustuieH (20) copOUTaHMOHOOIEAT)
SBJISIOTCSI TPAAULMOHHBIMU KOMMEPYECKIUMU MPOAYKTAMH, HAlpUMeEp, TAKUMH KaK
npoaykuusi Croda International, kak, Hanpumep, ToBapsl Tween® 20, Tween® 40,
Tween® 60 u, coorBercTBeHHO, Tween ® 80.

[Monustunenriaukonb (PEG) OTHOCUTCS K OJIUTOMEPY UJIU MOJUMEPY
STHJICHOKCHUAA U €ro OOBIUMHO MOJYYarT MOJUMepU3annel sTuiaeHokcuna. Yucia,
00bIYHO BKJIOYaeMble B Ha3BaHUs PEG, yka3plBalOT Ha MX CPEIHIOI MOJIEKYJISIPHYIO
maccy (Hanpumep, PEG co cpenHeil MonekynsipHoil Maccout npubiauzurenbao 400
nanpToH Oyner obo3naueH kak PEG 400). Kak npasuno, PEG BKJIFOYaIOT MOJIEKYJIBI C
pacrpeneseHueM MOJEKYISIPHBIX Macc (T.€. OHM MONuAUCIepcHbl). Kuakue unu
NOJIyTBEPAbIE MOJUSTUIICHTIINKONHU, KaK MPaBUIIo, mpeacTasisitoT codoii PEG ¢ 6onee
HU3KOH MOJIEKYNsIpHOH Maccol, Takue kak PEG 400/makporox 400, u moryT
UCIIOJIb30BAaThCS B KAYECTBE THAPOPHUIBHBIX COPACTBOPUTENEH.

BcroMorarenpHble BEIECTBA, UCIOJIb3yEeMble B PAMKaX HACTOSLIErO
N300peTeHNUs], IPECTABISIIOT COOOH JKUAKOCTD MPU TEMIIEPATYPE NPHUOJU3UTEIBHO OT
40 no 50 °C. B wacTHOCTH, KOMIIO3HIIUSI BApUAaHTa OCyLIecTBIeHUs 1) oOpasyer
KUAKYIO M YUCTYIO U30TPOIMHYIO cMech (OOBIYHO pacTBOpP) MPHU TeMIepaType
npudansurenbHo 40-50 °C. B npyrom BapuaHTe OCYIIECTBIEHUs U300pETEHHUsI, B
ciydae, Kkoraa ¢papManeBTHYECKOH KOMIO3ULHEH 3aOHSIOT MITKHE XKeJTaTHHOBbIE
KancCyJibl, KOMIO3HMIUs BapHAHTA OCYINEeCTBIeHUs n3odperenus 1) obpasyer KUAKYIO
U YUCTYIO M30TPOMHYI0 cMeCh (OOBIYHO PACTBOP) MPH TEMIIEPATYPE MEXKAY
KOMHATHOW Temnepatypoil u npudnusurenbuo 40 °C (ocobeHHO Mexay
npubauzurenbuo 30 °C u npubauszurensHo 38 °C, ocobeHHO nmpu NPUOIU3UTENBHO 35
°C).

Bo usbexanne kakux-1ub0 HeIOpa3yMeHUH, KOIU4YecTBa B Macc.% OTHOCSTCS K
o01meMy KOJIMYEeCTBY COOTBETCTBYIOIIEro (KOMMEPUYECKH JOCTYITHOTO)
BCIIOMOTATEJIbHOTO BeIeCTBa, (KOMMEPUYECKH JOCTYIHOTO) THAPODUIBHOTO
COPAaCTBOPHUTENS, U T.1., KOTOPOE NO0ABISIOT K CMECH BCIIOMOTAaTEIbHBIX
BeleCcTB/(papMaLeBTUUECKON KOMIO3ULUH, U UX PACCUUTHIBAIOT IO OTHOLIEHHUIO K
ob1mei Macce cMecH BCIIOMOTaTeNbHBIX BelecTB/001mell Macce papMaleBTUUECKON

KOMITO3UIHUHU (B 3aBUCUMOCTH OT 00cTOsATENbCTB). Takum obpa3om, cienyer
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MOHUMATh, YTO JJIsl pacueTa KOJMYeCTBa B Macc.% OMpeaeIeHHOTO BCIIOMOTaTeIbHOTO
BeIeCTBa, JOObIe OCTATOYHbIE MOJUITUIECHTIUKOIN/PACTBOPUTEIU/ APYTHE X UMHUKATBI
(Takue xak ButamuH E), KOTOpble MOTYT IPUCYTCTBOBATb B TAKOM BEIECTBE
(Hanpumep, B TUAPOPUIBHOM MOBEPXHOCTHO-AaKTHBHOM BEIIECTBE) PACCMATPUBAIOTCS
KaK 4acThb YKA3aHHOTO BCIIOMOTATEJIbHOTO BEIIECTBA U BXOIST B Macc.% Takoro
BCIIOMOTATEJbHOTO BelecTBa. Tak ke, KOJUYeCTBO B Macc.% ruapouiIbHbIX
COPacCTBOPHUTEJIEH PACCUUTAHO Ha OCHOBE MaCCOBOI0 KOJIHYECTBA THAPO(GUIBLHOTO
COpacTBOpHUTENS, 100aBIEHHOTO K CMECH APYTHMX BCIIOMOTraTENbHBIX
BEIECTB/UHTPEIUEHTOB KOMITO3HI[UH.

Bo usbexanne kakux-au00 HeNOpa3yMEHUH, CIeAyeT MOHUMATh, YTO
bapmareBTHYECKast KOMITO3UIIKS, ONpeaeseHHas B JI0OOM W3 BapHAHTOB
ocymecTBiieHus: n3o0peTerus 1) - 36), MOKET JOMOJHUTEIBHO CONEPKaTh
JOTIOTHUTENIbHBIE OOBIYHO MPUMEHUMbBIE BCIIOMOTraTeIbHbIE BEIECTBA, HHIPEIUEHTHI
u/unu 100aBKH, KOTOPbIE MOKHO HCIOJb30BAaTh OTAEIbHO UM B KOMOMHAIIUH
(quantum satis, T.e. T1e MOXKET MOTPeOOBATHCA YMEHBIIUTh MaKCHUMAJbHBIE
KOJINYECTBA YKa3aHHBIX AOMOJHUTENbHBIX OOBIYHO MPUMEHUMbBIX HHI'PEIHUEHTOB HIIH
100aBOK W/UIU MaKCUMaJIbHbIE KOJHYECTBA COOTBETCTBYIOIIUX BCIIOMOTATEIbHbBIX
BEIIECTB, YTOOBI COCTABUTH O0IIEee KOJUYECTBO, BbhIpakeHHOE B Macc.%, u3 100).

JIOTIOTHUTENIbHBIE BCIIOMOTATEIbHbIE BELIECTBA, KOTOPbIE MOTYT HCIOJb30BATHCS
B (papManeBTHYECKUX KOMIO3ULMSIX COTJIACHO HACTOSIIEMY H300pETEeHHIO,
NPEeACTaBISAIOT cO00H OOBIMHO MPUMEHUMbIE HHIPEAUEHTHI UJIH NOOaBKH, TaKHUE KaK, B
0COOEHHOCTH, MOJUMEPBI U/ UM AHTHOKCUIAHTBI, U/UJIUA XEJATUPYIOIIHE areHThl U/ Uu
KHMCJIOTBI, KOTOPBIE MOKHO HCIIOJIb30BaTh MO OTAENbHOCTH MJIM B KOMOWHauwu. /laHa
CChUTKA Ha OOMIUPHYIO JUTEPATYPY MO 3TUM U APYyTrUM (papMarieBTHYECKU
IPUEMIIEMBIM BCIIOMOTATEIbHBIM BEIECTBAM M METOIUKAM, YIIOMSHYTBIM B JaHHOM
nokymente, cM., Hanipumep, R.C. Rowe, P.J. Seskey, S.C. Owen, Handbook of
Pharmaceutical Excipients, Sth edition, Pharmaceutical Press 2006; Remington,
Science and Practice of Pharmacy, 21st Edition (2005), Part 5, “Pharmaceutical
Manufacturing” [published by Lippincott Williams & Wilkins]. B koHTekcTe
HACTOSINEro N300peTeHusl Takue OOBIYHO MPUMEHUMBbIE HHTPEIUSHTHI UJIH JOOaBKHU
CYUTAIOTCSI BCIIOMOTaTeIbHBIMU BEIECTBAMU, T.€. B ClIy4ae, €CJIU MPUCYTCTBYIOT
Takue OOBIYHO MPUMEHHUMbIE HHIPEAUEHTHI HJIH JOOABKH, UX COOTBETCTBYIOIIHE
mMacc.% OOBIYHO clleyeT pacCMaTPUBATh MO OTHOLIEHHUIO K 00IIei macce

BCIIOMOTAaTCJIbHBIX BCIICCTB.
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B koHTEeKCTE HacTOsAIEero n300peTeHNUs] CMECh BCTIOMOTaTENIbHBIX BEIECTB, B
0COOEHHOCTH, COAEPIKUT OAUH MJIM HECKOJIbKO AaHTHOKCUIAHTOB.

TepMUH «aHTHOKCHIAHT» OXBAThIBAET BCE BUABI (papMaLleBTUUECKHU
NPHEMJIEMbIX aHTHOKCHAAHTOB, CIIOCOOHBIX HHIHNOUPOBATH OKUCIEHHE APYTUX
mosekyJs. Takue aHTHOKCUIAHTBI, KOTOPbIE MOAXOAT AJIsl UCIOJIb30BAHUS B
dapMaLeBTHYECKUX KOMIIO3UIUAX, XOPOIIO NU3BECTHBI B JaHHOW obnactu. B
KOMOWHALIMU MOKHO HCIOJb30BaTh 00Jiee OAHOTO U3 TAKUX aHTUOKCUIAHTOB.

B caydae, xoraga ucnonb3yoT 0ojiee OMTHOTO AHTHOKCHUIAHTA, IPEANOYTUTEIbHO
UCIIOJB3YIOT CMECh OJTHOTO MOTJIOTUTENSI KUCJIOPOAa U OTHOTO OOPBIBAOIIErO LEMb
areHTa. OUH WU HECKOJIBKO aHTHOKCHUIAHTOB MOXHO UCTIOJIb30BATh B COYETAHUU C
XENATHPYIOIUM areHToM. Ilorinorurenu kucinopoaa, oOpsIBalOIUE HEb areHThl W/ HIIH
XENATHPYIOIINE areHThl MOJKHO HCITOJIb30BaTh OTAEIBHO UIIH B 000 KOMOMHAIINY, U
UX COBMECTHOE HCIOJIb30BAHHE MOXKET UMETb JOMOJHUTENbHBIH 3P (eKT.

IToarpynnoil aHTHOKCUAAHTOB SIBJISIIOTCA MOTJIOTUTENH Kuciaopoaa. Takue
HOTJIOTUTENN KUCJIOPOAA, KOTOPBIE MOAXOAST JJISI HCTIOJNB30BAHUS B
(dapManeBTHYECKUX KOMIIO3UIHUAX, XOPOLIO U3BECTHHI B JAHHOHW 00JIACTH TEXHUKHU.
[Tpumepamu ABISIOTCS, B 0COOCHHOCTH, ackopOunoBas kuciaora (E300) u/unu ee
cioxkHble 3¢upel. [IpeanoyTuTeNbHBIM IPUMEPOM SBJISIETCS aCKOPOUINAIbMUTAT
(AP). ITornoturenb KUCIOPOaA, IPU €r0 HAJTUYUU, COAEPKUTCS B KOMIO3UIUU (10
OTHOIIEHHIO K o0mel Macce papManeBTHYeCKOH KOMITO3UIINHN) B KOJTUYECTBE HUXKE
npubauzutenbHo 2 macc.% (ocobenno npubauzurenbHo 0.1-1 macc.%, ocobeHHO
npubnusurenbHo 0.5 - 1 macc.%, B vacTHOCTH npubausurenbHo 0.1 macc.%,
npubnusurensHo 0.5 macc.%, wiau npubausutenbHo 1 macc.%).

Jpyroii moaArpynnoi aHTHOKCUAAHTOB SIBJISIIOTCS (paguKalbHbIe) OOPBIBAKO IIHE
1enb areHTel. Takue oOpbIBarOLINE IIENb Ar€HTHI, CIIOCOOHBIE OOPBIBATh PATUKATbHbBIE
L[ETTHbIE PEAKIUH U MOAXOASIINE JJIsl UCTIONB30BAHUS B (hapMaLleBTHYECKUX
KOMITO3HIIUSX, XOPOLIO U3BECTHHI B JAHHOH 00nacTu TeXHUKHU. lIpennoyrureapHpIMu
SABJISIIOTCSA T€, KOTOPbIe 00pa3yIT H30TPOINHYI0 cMeCh (0OBIUHO pacTBOPSIOTCS B HEH)
CO CMECBhI0 BCIIOMOTaTEJIbHBIX BEINECTB B COOTBETCTBUHU C HACTOSIIIUM H300pETEHUEM.
IMpumepamu sBisitoTes nponunrainat (PG, E310), rpeTnunsiii Oy THATHAPOXUHOH
(TBHQ), OyTunupoBaHHBIA THAPOKCUTONYOJ, TaKOH Kak 2,6-1u-Tper-OyTri-4-
metundenon (BHT, E321); u OyTunupoBaHHBIN r'HAPOKCHAHU30JI, TAKOH Kak
U30MepHasi CMeCh 2-TpeT-0yTun-4-rupokcuann3ona u 3-tper-oyrun-4-

ruapokcuanusona (BHA, E320). IlpeanouturenpusiM sasercs nponuiramiat (PG,
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E310). Apyrumu npeano4YTUTENbHBIMU IPUMEPAMU SIBISIIOTCS COEIUHEHHS CeMeicTBa
ButamMuHoB E/Tokodeponos, Takue kak anbda-tokodepon (E306). B HekoTOpbIX
CIy4asix BCIIOMOTraTeJIbHOE BEIIECTBO, OCHOBaHHOE Ha BUTaMuHe E (Hanmpumep,
Vitamin E TPGS), moxeT copepxath AOCTATOYHOE KOJIUYECTBO CBOOOIHOTO
ButamuHa E, npu xoTopom He TpebyeTcss JOMOJTHUTEIbHOTO
AHTUOKCHAAHTA/TIOTIOTUTENS Kuciaopoaa. [IpeanouyTurenbHbIM TPpUMEPOM TaKUX
0oOpBIBAIOIIUX L€ aT€HTOB ceMelicTBa BuTaMuHa E sBnsercs DL-anbda-
toko(pepunamerar (auerat ButamuHa E).

[IpennouTHUTENbHBIMH MOTJIOTUTESIMA KHUCIIOPOA SBJISIFOTCS T€, KOTOPbIE
00pa3yrT U3OTPOMHYIO CMeCh (OOBIYHO PACTBOPSAIOTCS B HEW) CO CMECHIO
BCIIOMOTATEJbHBIX BEIIECTB B COOTBETCTBUH C HACTOAIMUM nu3odbperennemM. Takue
oOpbIBaKOIHE LETb areHThl TAK)KE€ MOTYT HCIIOJIb30BAThCS B KOMOWHAIINY.
OOpeIBarOINi IeNb areHT, IPU HAJIHYHH, 1 COOEPKUTCS B KOMITO3ULHUH (110
OTHOWIEHHUIO K 001mell Macce ¢papManeBTUUECKOH KOMIIO3UIINH) B KOJTUYECTBE HUXKE
npubmauzurensao 0.3 macc.% (ocobenno mpubanzurenpHo 0.01 - 0.2 macc.%,
ocobenHo npudmmusurenpHo 0.05 - 0.1 macc.%, B yacTHOCTH NpUOIN3UTENBHHO 0.1
macc.% (manpumep, nas PG, BHT, unu BHA), unu npubnusurensno 0.05 macc.%
(manpumep, nasa DL-anbda-rokodpepunanerara, BHT, unu BHA)).

XenaTupymoume areHTol, TOAXOISIINE JI UCIIOJNb30BAHUS B (hapMalLeBTUYECKHUX
KOMITO3HUIUSX, XOPOLIO U3BECTHBI B JaHHOH oOnacTu. [IpennoyTuTenbHbIM IPUMEPOM
SABJISIOTCSI TUCTUAMH U 3TWIeHAnaMuHTerpaykcycHas kuciora (EDTA) nnn ux conu,
takue kak, Hanpumep, EDTA nu-natpusa. Takue xenaTupyrouinue areHTbl TaKKe MOTYT
UCIIOJb30BAaThCSI B KOMOUHAIUMY. XENaTUPYIOUIUN areHT IPU HAIMYHU CONEPIKUTCS B
KOMIO3HINHU (TI0O OTHOLIEHHIO K 001Iel Macce papMaleBTHUYECKON KOMIIO3ULIMH) B
obmeM konuvecTBe Hike mpudbausutenbHo 0.1 macc.%, ocobeHHO B 001IEM
KonnyecTBe Hike npudnusurensHo 0.01 macc.%. IIpennouTuTenpbHO XenaTUPYOIMHA
areHT He MPUCYTCTBYET.

JpyrumMu npuMepaMu TaKuX OOBIYHO MPHUMEHSIEMBIX HHTPEIHNEHTOB U 100aBOK
ABJISIOTCA MOTUMEPHI. [lomuMepsl MOTYT HCITOJIB30BAaThCS B (hapMaLleBTUUECKHIX
KOMITO3HMIUSX COTJIACHO HACTOSIEMY M300pETEHHIO, HAIPUMED, KaK MOJUMEpPHBIE
uHruourops! kpuctammuzanuu (PCI) nns crabunuszaunu nepeHachIIeHHOTO
COCTOSIHHS M 3aMEeIUICHUS IPoIecca OCakaeHus iekapcTBeHHoro cpencrea. PCI
ancopOUPYIOT Ha MOBEPXHOCTH SI/IEP U NPEMATCTBYIOT 00pa30BaHUIO

KpUCTANIN4YeCcKux siaep/pemerku [cM. Hanpumep: Simonelli, Mehta, Higuchi;
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"Inhibition of Sulfathiazole Crystal Growth by Polyvinyl Pyrrolidone.", J. Pharm.Sci.,
59, 633-638 (1970). Umesh S. Kestur, Lynne S. Taylor; "Role of polymer chemistry
in influencing crystal growth rates from amorphous felodipine"; CrystEngComm,
2010, 12, 2390 - 2397]. [Ipu Haau4uu, obiiee KOJIMIECTBO MOJUMEPOB, TAKUX KaK
ocobenno PCI (o oTHomeHuto k obuieit Macce papManeBTHUECKOH KOMIO3UIINH)
SABJISIETCS HUXKe mpubau3uTenbHo 15 macc.%, 0coOeHHO coCTaBNsIeT MPUOITU3UTEIBHO
4 - 7 macc.%. [Ipumepsl OOBIMHO MCIMOIB3YEMBIX MOJHUMEPHBIX HHTHOUTOPOB
kpuctaumuzaunu (PCI) npencrapisitoT o000 MPOU3BOIHBIE LEJTIONIO3bI C PA3HBIMU
MOJIEKYJIIPHBIMH MAacCaMU M PAa3JIMYHBIM 3aMEIIeHUEM, TAKUE KakK
rugpokcunponunmeruianeiroigoza (HPMC), metunuennronoza (MC),
aleTaTCYKIUHAT rugpokcunponuiMetunuesuiroiao3sl (HPMC-AS), anerarOytupatsl
nennono3sl (CAB), rugpokcunponunuemnnono3a (HPC), nonmusuaunanerat (PVA)
WU, 0COO€HHO, MPOU3BOAHBIE ModUBHHUINHppoaunona (PVP) ¢ pasnumunbiMu
MOJIEKYJIIPHBIMU MaccaMu. [IpeanoYTuTenbHO B KOMITIO3UIUHA B COOTBETCTBHH C
N300pETEHNEM HE UCIOJb3YIOTCS MOJUMEPHI.

JpyrumMu npuMepaMu TaKUX OOBIYHO MPUMEHHMBIX HHTPEIUEHTOB WJIH J00aBOK
ABJISAIOTCA KUCIOTHI. KHCIOTHI MOTYT HCTIOIB30BATHCS (HACTUYHO) IS
IPOTOHUPOBAHUS OCHOBHOTO a30Ta MOJIEKYJIbl AKTUBHOTO MHI'PEAUEHTA U, TAKUM
o0pa3oM, Takke MOTYT MOBBIIIATh XUMUYECKYI0 CTaOMIBHOCTD aKTUBHOTO
UHIpeueHTa B komno3uuuu. IlpumepamMu TakUxX KUCIOT SIBJISIOTCS JIMMOHHAs
KHCIJIOTa, IIPOMUOHOBAs KMCJIOTAa U MOJIOUHas kuciorta. [1pu Hanuyuu, obmmas Macca
KHCIIOT (110 OTHOIICHUIO K 001eil Macce CMeCH BCIIOMOTaTeIbHBIX BEIIECTB)
COCTaBJISIET HUKE MPUOIU3UTENbHO 5 Macc.%, ocoOeHHO mpubauzuTenpHo 0 - 2
macc.%. [IpeanoYTuTenbHO KUCIOTa OTCYTCTBYET.

AOGCONIOTHBIE KOTUYECTBA KAXKAOr0o (papMaleBTHYECKH IPUEMIEMOTrO
BCIIOMOTATEJIbHOTO BEIECTBA U KOJUYECTBA OTHOCUTENIBHO APYTUX (hapMaLeBTHUECKH
NPUEMJIEMBIX BCIIOMOTATEJIbHBIX BEIIECTB 3aBUCST OT JKEJIAE€MbIX CBOHCTB KaICyJIbl U
MOTYT OBITh BBIOPaHBI METOJIOM OOBIYHOTO SKCIEPHUMEHTUPOBAHUS.

Tepmun «ruaApOQUIBHBIA COPACTBOPUTEINBY OTHOCUTCS K OJHOMY HIJIH
HECKOJBKUM THAPOPUIBHBIM COPACTBOPHUTEINAM, KOTOPbIE MOTYT HUCIIOJIb30BATHCS B
CMEeCH BCIIOMOTAaTEJIbHbIX BEIIECTB, TAKUX KaK BOJAA, UJIU MPEANOYTUTEIHHO
ruApOQUIBHBIM OPTAaHUYECKUM PACTBOPHUTEINSIM, TAKOUM KaK OCOOEHHO
TpudTHiuTpat (Hanpumep, Citrofol® Al), 3TaHON, MM MOHO3THIIOBBIH 3(up

ausTuiNeHrukos (Hanpumep, Transcutol® HP); unu xpome Toro, aumMeTnianeTaMus
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(DMA), numeruncynspokcun (AMCO), rouuepuntpuanerat (TpuaneTus), N-MeTHII-
nuppoauauHoH (NMP), numerunuzocopoun (DMI), unu 1,2-nponanaunomn
(mponunenrnukoib). Kpome Toro, KOMno3uiuu B COOTBETCTBUH C H300peTEeHUEM
MOTYT COAEPKATh KUAKHE WM MOJyTBEPAble MOTUITUICHTIMKOJIU B KaUeCTBE
runpoduIbHBIX copacTBopuTenei [kak Hanpumep PEG 300 unu PEG 400], xoTopslie
UCIOJIB3YIOTCS OTAEIBHO UJIM B KOMOMHAIIMY C OAHUM HJIM HECKOJBKUMHU IPYTUMHU
ruApoQUABHBIME COPACTBOPUTENISIMU, KaK YKa3aHo Bbilie. [IpeanoYTUTEeIbHBIMU
rUAPO(QUIBHBIMU COPACTBOPUTENISIMH SIBJISIIOTCA TpUdTUILUTpAT (Hanpumep, Citrofol®
Al), sTaHON, MOHOSTUJIOBBIH 3 up MUATHIEHTIUKOIA (Hanpumep, Transcutol® HP)
win arodas ux cmech. Hanbonee npeAnodYTUTENBHBIM SABISETCS TPUSTHILHTPAT.

OO0mee koMM4eCcTBO TUAPOPUIBHBIX COPACTBOPUTENIEH, TOOABIEHHOE K
KOMMO3UILKHU, cocTaBisieT oT 0 1o 25 macc.%. OcobeHHo, koraa 100aBiasiOT
ruApOUIBHBIA COPACTBOPHUTEND, TO JOOABISIOT NpUOIN3UTENbHO OT 10 10 25 Macc.%
(ocobenno nmpubnusutenpHo 20 macc.%) ruapoUIBHOTO COPACTBOPUTEINS; TIE
yKa3aHHBIA TUAPOPHIBHBIN COPACTBOPUTENb MPENCTABIsIET COO0I OpraHuYecKui
pacTBOPHUTEINb, KaK ONPEAETIEHO BbIIIEe, OCOOEHHO TPUAITUILHUTPAT.

IIpu Hanuuuu, obiee KOJIMYECTBO BOJBI U/UIIN 3TaHOJA, TOOABIEHHOE K CMECH
BCIIOMOTATEJbHBIX BEIIECTB, B JAHHOM KOHKPETHOM CJy4ae HaKOIJIEHHBIX C
OCTAaTOYHOW BOJOM W/WUIIN 3TAHOJOM, KOTOPbIE MOT'YT COJIEPKAThCS B HACTH
NOBEPXHOCTHO-AKTUBHBIX BEIIECTB CMECH BCIIOMOTATEJbHBIX BELIECTB, COCTABIISAET
HuKke npubnusurenpHo 20 macc. %. Bo nzbexanue kakux-ando HeIOpa3yMeHHUH,
HampuMmep, B KOHKPETHOM cllydae, Koraa ruapoduibHble COPACTBOPUTENN BOIA W/UIN
STAHOJ MPUCYTCTBYIOT B CMECH BCIIOMOTATEIbHBIX BEIIECTB B KOJUYECTBE
npubauzutenbHo 20 Macc.%, MTOBEPXHOCTHO-aKTUBHbBIE BEIIECTBA CMECHU
BCIIOMOTATEJbHBIX BEIIECTB MOTYT HE COJEPIKATh JOMOJHHUTEIbHBIX OCTATOYHBIX BOJIBI
W/WUIN 3TAaHOIA.

OO6muii maccoBsIil mpoueHT (Macc.%) papMaLeBTHIECKON KOMIIO3UIIUH
cocrasuser 100.

Ecnu He uCONb3yeTCst B OTHOIIEHUH TEMIIEPATYP, TEPMUH KIIPUOITHU3UTEIBHOY,
yKa3aHHBIN Mepe] YUCIOBbIM 3HAUYCHHEM « X», OTHOCHTCS B TEKYIEM NMPUMEHEHUH K
uHtepBany oT X muHyc 10% ot X no X nmroc 10% ot X, U npeAnodYTUTENBHO K
uHTepBany oT X Munyc 5% ot X no X miroc 5% ot X (rae cienyer moOHUMATh, 4TO
3HaueHust HUke 0% u coorBeTcTBeHHO Bhille 100% He mpuMeHumbl). B ciydae, eciu

TEPMHH «NPUONU3UTENBPHO» YKa3aH Mepe] JUana3oHoM, COOTBETCTBYIOIINN HHTEPBAJ
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JOJDKEH MPUMEHSTHCS K 000MM 3HAaUE€HUSAM uana3oHa. B wacTtHocTH, B ciyyae
TEMIEPATyp TEPMUH «IPUOITU3UTENbHO», YKa3aHHBIN nepen TeMnepatypoit «Y», B
HAacTOsIIeH 3asiBKe OTHOCUTCS K MHTEPBaly, MPOCTUPAKINEMYCSl OT TeMIepaTypbl Y
MuHyc 10 °C no Y mmoc 10 °C; u npeanoYTUTENbHO, B ClIydae, €Cliu TeMieparypa
cocrapisieT no MeHbuiel mepe 30 °C, k unrepsany ot Y munyc 5 °C no Y nutoc 5 °C;
unu, ecau temmneparypa Huxe 30 °C, k unrepBany oT Y munyc 2 °C no Y miroc 2 °C.
B cnyuae, ecnu Takas TemnepaTtypa OTHOCUTCS K TeMIeparype MiIaBleHus, TepMUH
«IPUOTUZUTENIBHOY» OTHOCHUTCS K mHTepBady oT Y munyc 3 °C no Y mroc 3 °C. Ilon
KOMHATHOW TeMIlepaTypoll moapasyMeBaercs Temnepartypa npubdbauszutensuo 25 °C.
Korna B naHHOM 3asiBK€ TEPMHUH N 3KBUBAJEHTA(OB) HCMOJB3YIOT, I/I€ N - YHUCIO, B
paMKax JaHHOH 3asBKU MOJAPA3yMEBAETCS, YTO N OTHOCUTCS K MPHONH3UTEIBHOMY
YUCJY N, NPEANOYTUTENBHO N OTHOCUTCS K TOUHOMY UYMCIY N.

Korzaa cioBo «Mexay» WU «OT U 10» UCHOJB3YIOT JJIsl OMMCAHUS YUCJIOBOIO
Juana3oHa, cleAyeT NOHUMAaTh, YTO KOHEYHbIe TOUKH YKa3aHHOIO JHUala3oHa siBHO
BKJIIOUEHB! B 1uanazoH. HanpuMmep: ecnu onucaH auanaszoH temnepatyp ot 40°C no
80°C (umm ot 40°C no 80°C), 3To 03Hauaet, yTo koHeuHble Touku 40°C u 80°C
BKJIIOUEHBI B 1MANAa30H; WU €CJIM IepEeMEHHas ONpeeNeHa KaK LeJoe YUCiIo Mexay |
u 4 (wm ot 1 10 4), 5TO 03HAaYaeT, YTO MEPEeMEHHAsl SABISIETCS eJbIM Yucyiom 1, 2, 3
uiu 4.

TepMHH «KOTOPBIN COCTOUT B OCHOBHOM H3» B KOHTEKCTE HACTOAIIEr 0
n300peTeHNsI O3HAYAeT, YTO COOTBETCTBYIOINAsI KOMIO3HIMS COCTOUT U3 11O MEHbIIEH
Mepe 90, ocoOeHHO 1Mo MeHblIel Mepe 95, 0coOeHHO 1Mo MeHbInei Mmepe 99, u
ocobenHo B konuuectse 100 macc.% (T.e. B 3HaueHuu "cocrosiuuii u3")
COOTBETCTBYIOLIEH KOMIO3ULINU B KOJUYECTBE, KOTOPOE SIBHO YKa3aHO B
COOTBETCTBYIOLIEM BAPHAHTE OCYIIECTBJIEHU n300peTeHus. TepMuH «koTopas
COIEPKUT» MPEANOUYTUTENBHO CIeyeT MOHUMATh B 3HAUEHUHU KKOTOpasi COCTOUT B
OCHOBHOM HU3».

TepMuH «mo cyTu», HalpuMep, KOrAa OH UCIOJb3yeTCs B TEpMUHE, TAKOM KakK
«TIO CYTHU YHUCTBIN», TOHUMAETCA B KOHTEKCTE HACTOALIETO N300pETeHUs KaK
O3Ha4YaK U, B OCOOEHHOCTH, YTO COOTBETCTBYIOINAS KOMITO3UIHS/COCIMHEHNE U T.
1. COCTOMT U3 MO MeHbIIeil Mmepe 90, ocoOeHHO Mo MeHbInell Mepe 95, 1 0COOeHHO 1o
MeHbIel mepe 99 macc.% COOTBETCTBYIOIIEH YUCTOW KOMIO3ULNU/COSTUHEHUS H T.

a.
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IIpu onpeneneHNH HAJIUYKSA MUKA, HATIPUMEpP, B JHArpaMMe MOPOIIKOBOH
PEHTreHOBCKOH nudpakiuu, 00Ul MOaX0 COCTOUT B TOM, YTOOBI 1€NIaTh 3TO C
touku 3peHust otHomeHus S/N (S = curnan, N = mym). B cooTBercTBUM ¢ 3THUM
onpeneJeHNeM, KOrla TOBOPUTCS, YTO MUK JOJKEH NMPUCYTCTBOBATh B JUarpamMMme
NOPOLIKOBOH PEHTTEHOBCKOW AM(PAKIUK, CeNyeT MOHUMATh, YTO MUK B AHArpaMme
NMOPOIIKOBOW PEHTTeHOBCKOM nudpakiuu onpenensiercs coorHomenuem S/N (S =
curHas, N = myMm) , KOTOpO€ BbILIE, 4eM X (X - YUCJIOBOE 3HAUECHHUE, KOTOPOe
cocraBiyisieT 6osbe 1), 00bIMHO Bbile 2, 0COOEHHO BbIlIE 3.

B koHTEKCTE TOro, 4TO KpHUCTAJIn4YecKast Gopma Mo CyTH MOKa3bIBA€T KAPTUHY
MOPOIIKOBOW PEHTTEHOBCKOW AU pakiuu, Kak moka3aHo Ha dur. 1, COOTBETCTBEHHO
TEPMHH «I10 CYTH» O3HAYaeT, YTO MO MEHbIIEH Mepe OCHOBHBIC MUKU THATPAMMBI,
n300pakeHHON Ha YKa3aHHBIX QUTypax, T.e. T€, KOTOPble UMEIOT OTHOCHUTEIbHYIO
WHTeHCUBHOCTH Ooniee 10%, ocobenno 6omee 20%, mo cpaBHEeHUIO ¢ Hauboee
MHTEHCHUBHBIM MMUKOM Ha JHarpaMme, JOJKHbI MPUCYTCTBOBaTh. ONHAKO CIEIHAIUCT
B 00JIaCTH MOPOIIKOBOI PEHTT€HOBCKON AN PAKLHHU TOWMET, YTO OTHOCUTEJIbHBIE
MHTEHCHUBHOCTH B JIHarpaMMe MOPOIIKOBOI PEHTT€HOBCKONW AN(PPAKLIHH MOTYT
NOABEPraThCs CUIbHBIM U3MEHEHUSIM HHTEHCUBHOCTH U3-3a 3 PEeKTOB
NPEeANOYTUTENbHON OpPUEHTALNH.

Bripaxxenue «macc.%» OTHOCUTCSA K IPOLEHTHOMY COJIEPKaHUIO MO Macce Io
CpaBHEHHIO ¢ o0mel Maccoil paccMaTpuBaeMoil komnosunuu. Ecinu sBHO He yka3aHo
MHOe (HampuMep, CChlIKa Ha OOLIYI0 MacCy CMECH BCIIOMOTATeIbHbIX BELIECTB,
KOTOpasi MpeaCTaBiasieT coO0 KOMIO3UIUIO 0€3 aKTUBHOI'O UHTPEUEHTA), CYUTACTCS,
410 o0Imas mMacca - 3To o0mas Mmacca GpapmMaleBTHYECKON KOMIIO3ULIMHU, KOTOpasi
npeacTaBsieT COO0H KOMIO3ULIHMIO, BKIOYAOUIYI aKTUBHBIH HHTPEIHEHT.
Bripaxkenue (Macc./mMacc.), OTHOCAIEECS K COOTHOLIEHUIO, OTHOCUTCSI K MACCOBOMY
COOTHOUIEHHUIO COOTBETCTBYIOIHUX KOMIOHEHTOB. ClieyeT NOHUMATh, 4TO obImee
KOJINYECTBO, BhIpa)KEHHOE B «Macc.%» ompeneneHHol koMno3uuuu, pasao 100.

Bripaxxenue (Macc./mMacc), OTHOCSIEECS K COOTHOIMIEHUIO, OTHOCHUTCS K
MaCcCOBOMY COOTHOIIEHHIO COOTBETCTBYIOIIUX KOMIIOHEHTOB.

B cnyuae, ecnu onpeneneHHOe 3HaUCHUE 3aaHO KakK 3HaueHue B %o, Mpu
OTCYTCTBHUU JOMOJHHUTEIbHBIX YKAa3aHUI TaKOe 3HAYEHUE OTHOCHUTCS K Macc.%, Ui,
€CJIM B KOHTEKCTE YUCTOTHI, Mowmanb%, u3MepeHHas ¢ nomoubo BOXKX.

Tak xe BeipaskeHue 00./00. OTHOCHTCA K OOBEMHOMY COOTHOIIEHHUIO BYX

paccMaTpuBaeMbIX KOMIIOHEHTOB. BripakeHue «00.» o3HadaeT o0beMBl (B «i1»,
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HarpuMep, paCTBOPUTEIISI) B IepecueTe Ha MacCy (B «Kr», HAlPUMep, PEaKTHBA).
Hanpuwmep, 7 00. o3HavaeT 7 nutpoB (pacTBOPUTEINsI) HA KT (HAIpUMeEp, PEaKTHBA).

TepmuH «pasneneHue TBEpAOH U KUIKOH pa3pl» OTHOCUTCS K OOBIUHBIM
METOJaM pa3/esIeHUus] TBEPAOH U KUAKON (a3, XOPOILIO U3BECTHBIM CIELUATUCTY (CM.,
Hanpumep, Perry’s Chemical Engineers "Handbook, 7-e usnanue, Perry, R.H .; Green,
D. W. McGraw-Hill 1997). B yacTHOCTH, TEpMHH BKJIIOYAET TAKHE METOABI, KaK
¢unpTpanus, HeHTpUPYTrupoOBaHHUE U OCAKAEHUE MO JEHCTBUEM CHUJIbI TSIKECTH;
0CO00eHHO (PUIBTPALUIO.

Jlanee mpeacTaBIeHbl JOMOJHUTEIbHBIC BAPHAHTHI OCYLIECTBICHUS
n300peTeHus:

5) JApyroii BapuaHT OCYINECTBJIEHUS U300PETEHHUS OTHOCUTCS K
(apManeBTHUECKONW KOMIO3HIIUU B COOTBETCTBHUH C JIIOOBIM U3 BAPUAHTOB
ocymectBieHus 1) - 4), raoe

e ykaszanHoe(ble) nunodmibHOE(bIe) BCIOMOTaTeIbHOE(bIe) BemecTBo(a)
HE3aBUCHUMO BBIOpaHO(bI) U3 TuApodOOHBIX MOBEPXHOCTHO-AKTUBHBIX BEINECTB,
BBIOpaHHBIX U3 1,2-MPOMaHANOIOBBIX CIOXKHBIX 3()UPOB MOHOKHPHBIX KHCIOT CO
CpeaHeN NJIMHOU Lenu, u

ykazaHHoe(ble) THApOoduIbHOE(ble) MOBEPXHOCTHO-aKTHBHOE(bIE) BelecTBO(a)
HE3aBHCHUMO BBIOPaHO(bl) U3 MOJUITUIEHTJIUKONb-I€PUBATU3NPOBAHHBIX JIUIUOB C
JIJTUHHOW L[ENbI0 U MOJUATUJIEHIJIMKOJb-1€PUBATU3UPOBAHHBIX ITHLIEPHUHOBBIX
CJIOJKHBIX MOHO-/IU3(UPOB JKUPHBIX KHCIOT CO CPEAHEH AIMHON Lenu; HIH

e  ykaszaHHoe(bie) nunoduiabHOe(ble) BCrioMoraTenbHOe(bie) BelmecTBo(a)
HE3aBUCHUMO BBIOpaHO(bl) U3 MACJIO00PA3HBIX BCIIOMOTATEbHBIX BEIIECTB, BHIOPAHHBIX
U3 TPUTJHULEPUIHBIX Macelsl CO CpeaHel IIMHON nenu u 1,2-nponasguoioBbIX
CIIOKHBIX TU3(PHUPOB KUPHBIX KUCIOT CO CPeAHEH AJUHON 1enu; U

yka3zaHHoe(ble) THAPOPuIbHOE(ble) MOBEPXHOCTHO-AaKTHBHOE(bIE) BeIecTBO(a)
HE3aBUCHUMO BBIOPaHO(bI) U3 MOJHUATHIEHTINUKOIb-IePUBATU3NPOBAHHBIX JIUITUIOB C
IJIMHHOM LIETBIO.

6) lpyroii BapuaHT OCyUIeCTBICHUS] U300 PETEHUSI OTHOCUTCS K
(apmaneBTHUECKONW KOMIIO3UIIUN B COOTBETCTBHUH C JIFOOBIM U3 BAPUAHTOB
ocymecTtByeHus 1) - 4), raoe

e  ykazanHoe(ble) nunodpmibHOE(ble) BCIOMOTaTeIbHOE(bIe) BeImecTBo(a)

HE3aBUCUMO BbIOpaHO(bl) U3 ruipodOOHBIX MOBEPXHOCTHO-AKTUBHBIX BEINECTB,
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BBIOpaHHBIX U3 1,2-MPOMaHANOIOBBIX CIOXKHBIX 3(QUPOB MOHOKHUPHBIX KHCIOT CO
CpeaHeN NJIMHOU Lenu, u

ykazaHHoe(ble) TuApOoduIbHOE(ble) MOBEPXHOCTHO-aKTHBHOE(bIE) BelecTBO(a)
HEe3aBHUCHMO BbIOPaHO(bI) U3 MONTHITHIEHIJIMKOIb-IEePUBATU3UPOBAHHBIX JIMITHAOB C
JUITMHHOM IE€TbIO;, HUJIH

e  ykazanHoe(ble) munodunbHoe(bie) BCIOMOrareabHoe(ble) BemecTBo(a)
HE3aBUCHUMO BBIOpaHO(bl) U3 MACJIO00PA3HBIX BCIIOMOTATEbHBIX BEIIECTB, BHIOPAHHBIX
U3 TPUTJULEPUAHBIX Maces CO CpeAHEeN TJIMHON Lenu;, 1

ykaszaHHoe(ble) THApOoduIbHOE(ble) MOBEPXHOCTHO-AaKTHBHOE(bIE) BelecTBO(a)
HE3aBUCHUMO BBIOPaHO(bI) U3 MOJHITUIEHTJIUKOIb-IePUBATU3NPOBAHHBIX JIMIUOB C
JIUIMHHOM IIEIbIO;

e ykaszaHHoe(ble) nunoduibHOE(ble) BCIOMOTaTeNbHOE(bIe) BemecTBO(a)
HE3aBUCHUMO BbIOpaHO(bl) U3 TuApodOOHBIX MOBEPXHOCTHO-AKTHBHBIX BEIECTB,
BBIOpaHHBIX U3 1,2-MPOMaHANOIOBBIX CIOXKHBIX 3()UPOB MOHOKHUPHBIX KHCIOT CO
CpeaHeN NJIMHOW Lenu, u

yka3zaHHOe(ble) THApOoduIbHOE(bl€) MOBEPXHOCTHO-aKTHBHOE(bIE) BelecTBO(a)
HE3aBUCHUMO BBIOPaHO(bI) U3 MOJUITHUIEHTJIUKOIb-IEPUBATU3NPOBAHHBIX
TJIMIEPUHOBBIX CJIOKHBIX MOHO-/IM3(UPOB KUPHBIX KUCIOT CO CPEAHEH ANMHON Lenu;
WIn

e  yxkazanHoe(bie) nunodunbHoe(bie) BCIoMorareabHoe(ble) BelmecTo(a)
HEe3aBHUCHMO BbIOpaHO(bI) U3 MacI000pa3HbIX BCIIOMOTATENbHBIX BEIIECTB, BBIOPAHHBIX
u3 1,2-nponaHIuONIOBBIX CIOKHBIX THI(PUPOB KUPHBIX KUCIOT CO CpeaHEH NITHHON
LeNH; |

yka3zaHHoe(ble) TuApoduiIbHOE(ble) MOBEPXHOCTHO-aKTHBHOE(bIE) BelecTBO(a)
HE3aBUCHUMO BBIOPaHO(bI) U3 MOJHATHUIEHTJIUKOIb-IePUBATU3NPOBAHHBIX JIUIUIOB C
IJIMHHOH LIEIBIO.

7) Apyroii BapuaHT OCYLIECTBICHUS] N300 PETEHUSI OTHOCUTCS K
(apManeBTHUECKONW KOMIIO3UIIMU B COOTBETCTBUH C BAPUAHTOM OCYLIECTBICHHUS 4),
rae

¢  yKa3aHHOE JUMO(UIbHOE BCIIOMOraTeJIbHOE BEIIECTBO MPEACTABISAET COOO
ruapododHOE MOBEPXHOCTHO-aKTUBHOE BEIIECTBO, KOTOPOE MpeAcTaBisieT coboii 1,2-
NPOMAaHUOJIOBBIA CIOKHBII MOHO3(UP JKUPHOU KUCIOTHI CO CPpEeNHEN NINHON Lenu

(oco0eHHO MPONMIEHTINKOJIb MOHOKaNpuiaT, B 4acTHocTH Capryol™ 90); u
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yKa3aHHOE€ THAPO(PUIBHOE MOBEPXHOCTHO-aKTUBHOE BEIECTBO MPEACTABISAET
c0o0OH MOTUITUIIEHTITUKOJIb-IE€PUBATU3UPOBAHHOE THAPOTE€HU3UPOBAHHOE KaCTOPOBOE
macio (ocobenno PEG-40 runporeHu3npoBaHHOE KAaCTOPOBOE MAcCJjO, B YaCTHOCTHU
Kolliphor® RH40); unu

¢  yKa3aHHOE JUNOQUIBHOE BCIIOMOraTeJbHOE BEILIECTBO MPEACTaBIsAET COO0H
ruapodoObHOe MOBEPXHOCTHO-AaKTUBHOE BEIIECTBO, KOTOPOE MpeacTaBiisieT coboi 1,2-
NPOMAHIUOJIOBBIA CIOKHBII MOHO3(UP JKUPHOW KUCIOTHI CO CPEeNHEH MIMHONW Lenu
(ocoOeHHO MPONMMIEHTINKOJb MOHOKaNpHiaT, B 4acTHOCTH Capryol™ 90); u

yKa3aHHOE THAPO(PUIBHOE MOBEPXHOCTHO-aKTUBHOE BEIECTBO MPEACTABISAET
co00¥ MOJUITHIICHTINKOJIb-IEPUBATU3UPOBAHHOE KacTopoBoe Maciyo (ocobernHo PEG-
35 xacroposoe macio, B yactHoctH Kolliphor® EL); unu

¢  yKa3aHHOE JUMO(UIbHOE BCIIOMOraTeJbHOE BEIIECTBO MPEACTABISAET COOO
ruapododHOe MOBEPXHOCTHO-aKTUBHOE BEIIECTBO, KOTOPOE MpeAcTaBisieT coboii 1,2-
NPOMAaHUOJIOBBIA CIOKHBI MOHO3(UP JKUPHOU KUCIOTHI CO CPEeNHEH NINHON Lenu
(0oco0eHHO MPONMMIEHTINKOJb MOHOKaNpuiaT, B 4acTHOcTH Capryol™ 90); u

yKa3aHHOE€ THAPO(PUIBHOE MOBEPXHOCTHO-aKTUBHOE BEIECTBO MPEACTABISAET
c000# MOTUITUIEHTITUKOJIb-AEePUBATU3UPOBAHHBINA TJIMIEPUHOBBIN CJIOXKHBIH MOHO-
/musup KUPHOU KUCIOTHI CO cpenHelt nnunoi nenu (ocodbenno PEG-8
TJIMIEPUHOBBIN CIOXKHBIA MOHO- U JU3(QUP KANPHUIOBOHN W/UIN KAIPUHOBON KHUCJOTHI,
B yactTHocTH Labrasol® ALF); unu

e  yKa3aHHOE JUNO(UIBHOE BCIIOMOIaTeIbHOE BELIECTBO SIBISAETC
MacjI000pa3HbIM BEIIECTBOM, KOTOPOE MPeAcTaBsieT cOOOMH TIMIEPUHOBBIN CIOKHBIN
TpUd P UpP KUPHOU KUCIOTHI CO CPEeNHEH NINHON 1enu (0COOEHHO TIHIEePUI
TpUKanpuiat/kanpar, B yacTHocTu Miglyol®812); u

yKa3aHHOE THAPO(PUIBHOE MOBEPXHOCTHO-aKTUBHOE BEIECTBO MPEACTABISAET
c000¥ MOTUITHIICHTTUKOJIb-IEPUBATU3UPOBAHHOE THAPOTEHU3UPOBAHHOE KaCTOPOBOE
maciio (ocobenno PEG-40 runporeHu3npoBaHHOE KAaCTOPOBOE MACJjIO, B YaCTHOCTH
Kolliphor® RH40);

¢  yKa3aHHOE JUMO(PUIbHOE BCIIOMOTaTEeIbHOE BEIIECTBO SIBJISIETCS
MacJI000pa3HbIM BEIIECTBOM, KOTOPOE MPEeACTaBsIeT cOOOH TIHIEpHUHOBBIN CIOKHBIN
Tpud P Up KUPHOHU KUCIOTHI CO CpeNHel NINHON 1enu (0COOEHHO TIHIEePUI

TpUKanpuiat/kanpar, B yacTHocTu Miglyol®812); u
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yKa3aHHOE THAPOPUIbHOE MOBEPXHOCTHO-AKTHBHOE BEINECTBO MPEACTABISIET
c00O MOJTUITUIIEHTINKOJIb-IEPUBATU3UPOBAHHOE KacTopoBoe Maciyo (ocodernHo PEG-
35 xacropoBoe macno, B yactHocTH Kolliphor® EL); unu

¢  yKa3aHHOE JUNOQUIBHOE BCIIOMOIraTelbHOE BELIECTBO SIBJISETCS
MacJioo0pa3HbIM BELIECTBOM, KOTOpPOE MpeacTapisier coboit 1,2-nmponananoioBblii
CIIOKHBIN AUd(QUP KUPHOU KHCIOTHI CO CpeaHel niauHoM nenu (0coOeHHO
NPOMUJIEHTJIMKOIb TUKATPUIAT/ inKanpar, B yactHoctu Labrafac™ PG); u

yKa3aHHOe THAPOPUIbHOE MTOBEPXHOCTHO-AKTHBHOE BEINECTBO MPEACTABIISIET
c000¥ MOJUITHIICHTITUKOJIb-IEPUBATU3UPOBAHHOE KacTopoBoe Maciyo (ocobernHo PEG-
35 xacropoBoe macio, B yactHoctu Kolliphor® EL).

8) Jlpyroii BapuaHT OCYINECTBJIEHUS U300PETEHHUS OTHOCUTCS K
(dapMaLeBTUYECKO KOMIO3ULUH B COOTBETCTBHH C BAPHUAHTOM OCYILECTBJICHUS
u3obpeTeHus 4), rae ykazaHHOE JUMOPUIbHOE BCIIOMOraTeJbHOE BELIECTBO
npencrasisieT coboit runpodoOHOE MOBEPXHOCTHO-aKTHBHOE BEIECTBO, KOTOPOE
npencTasisier coboil 1,2-nmponananoIoBbIN CIOKHBIA MOHO3(HD KUPHON KHUCIOTHI CO
cpenHel JIMHOW 1enu (0COOEHHO MPOMUICHTTUKOJIb MOHOKAIIPUIIAT, B YaCTHOCTH
Capryol™ 90); u ykazaHHOe THAPOPUIbHOE MOBEPXHOCTHO-AKTHBHOE BEIIECTBO
npeacTaBiisieT cOOOH MOJUITHICHIINKOJIb-AePHUBATU3HPOBAHHOE
IrUAPOreHU3UPOBaHHOE KacTopoBoe Macio (ocobenHo PEG-40 runporeHusupoBaHHOe
KactopoBoe Maciyo, B yacTHocTH Kolliphor® RH40).

9) Tperuii acekT H300peTEHUSI OTHOCUTCS K (papMaLleBTUYECKUM KOMITO3HIUSAM
B COOTBETCTBHHU C JIIOOBIM M3 BAPUAHTOB OCYIIeCTBJIeHHs 1) - 8), KOTOpBIE COMEPIKAT:

¢ B 00mem konuuectBe npubauzutenbHo 0.05 - 5 macc.% (ocobeHHO B 001eM
konuuecTBe npubauzutensHo 0.075 - 4.5 macc.%, ocobenno npubnuzurenpuo 0.075 -
3 macc.%, B yactHoctu npubnusurensuo 0.075 mace.%, 0.15 macec.%, 0.75 macc.%,
1.5 macc.%, unu 3 macc.%) (B mepecuere Ha o0y Maccy papmaneBTUYECKOM
komnoszunuu) COEJJUHEHU A, rne COEJAVMHEHME - npennoututrensHo B Gopme
cBOOOIHOrO OCHOBaHMUs; WK B popMe GpapMaLeBTUISCKH IPUEMIIEMON COJIU; U

¢ B 00IIeM KOJNIMYECTBE MO MEHbIIeH Mepe mpubnusurenpHo 80 macc.%
(ocobenHo mo MeHbInel Mepe npudnusurtenpHo 90 Macc.%) [B mepecdeTe Ha OOIIYIO
Maccy (apMaieBTHUYeCKOH KOMIO3HIMHU] CMECH BCTIOMOTaTeJIbHBIX BEIIEeCTB, KaK
ompeneseHo B JI0OOM M3 BapUAHTOB OCYLIECTBIEHHs n3o0pereHus 1) - 8);

rae obiee KOJIMYECTBO, BEIpAXKEHHOE B Macc.%, hapMaLeBTHIECKOM

koMno3unuu cocrasysger 100.
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Bo usbexxanne HeonmpeneaeHHOCTH, Macc.% aKTUBHOTO UHTPEANEHTA,
npuBeAEHHBbIE 1 papMaLeBTHUYECKONH KOMIIO3ULIUY BaPUAHTA OCYIIECTBIEHUS
uzo0perenus 9) (u mutatis mutandis nns BapuaHTOB OCyleCcTBJIEeHUs n3obperenus 10)
- 36), npeacTaBIEHHBIX HUXE), COOTBETCTBYIOT B HACTHOCTH COIEPIKAHUIO
nexapctBeHHOTo cpenctsa 0.5 mr - 30 mr, npeanoytuTenabHo 0.5 Mr - 20 Mr
COEJUMHEHUA B dpopme cBoGomHOoTO ocHOBaHus (Hanpumep, COEJJMMHEHUE
MOKET MCIOJIb30BATHCS B O€3BOAHON KpUCTALIMYECKOH unu amopdHoit popme.), B
nepecyeTe Ha Kancyiy (Hampumep, *KeJaTHHOBYIO Kancyjay pasmepom S - 16,
ocobenHo pazmepom 8.5, 10 unu 12) (B wactaoctu 0.5 mr, 1 mr, 5 mr, 10 mr, unu 20
mr). B ciaydae, korna COEJIMHEHUE ucnonb3yoT B popme cosu Ui B popme
COJIbBATa WJIM COKpUCTaJsa., Macc.% aKTUBHOT'O UHTPEAUEHTA ClelyeT MOHUMATh, KakK
OTHOCSIIUECS K AKTHBHOMY MHTPEIUEHTY B COOTBETCTBYIOLIEH (OpMe, KOTOPYIO
HEMOCPEICTBEHHO MCIOJB3YIOT, T.€. K COJIH, K THAPATHONH KPUCTAUINYECKOH popme, B
cokpuctainuyeckoi popme. IloaTomy cooTBeTcTByromue Macc.%, He0OOXOQUMBIE IS
OOCTHIKEHUS ONPENEIEHHOTO COoNepKaHus JekapcTBeHHOro cpenctaa (0,5 mr, 1 mMr u
T. I.), MOTYT BapbUPOBATHCS B 3aBUCUMOCTH OT (POPMBI, B KOTOPOI HCTIOIB3YETCS
akTuBHBIA UHTpeaueHT. IIpennoururensHo ucnonp3dyrotr COEJUMHEHUE B dopme
(6e3BoIHOTO) CBOOOJHOTO OCHOBAHUSA.

Kpowme Toro, cienyer noHumars, 4To papmaneBTHUECKHE KOMIIO3UIINHU, KaK
ONpeNeNIeHO a JAHHOM JOKYMEHTE, MOTYT, €CJIM ABHO HE YKa3aHO MHOE, BKJIIOYATh
OOBIYHO MPUMEHUMBbIE HHTPEIUEHTHI WU N00aBKU (quantum satis, T.e. Tae
KOJINYECTBA CMECH BCIIOMOTATEJIbHBIX BEIIECTB MOTYT HYXXAAThCA B KOPPEKTUPOBKE J10
KOJINYECTBA YKa3aHHBIX OOBIYHO MPUMEHUMBIX HHT'PEAHUEHTOB HJIH 100aBOK,
NPUCYTCTBYIOIIUX B (apMaIleBTUYECKONW KOMITO3UIUHU IS TOJydeHust 001Iero
KOJIMYECTBA, BhIpakeHHOro B Macc.% 100 ¢papmManeBTUUECKONH KOMITO3ULIHH).
[IpenmoutuTenbHO 00IIEe KOTHIECTBO TAKUX JOMOJHHUTEIbHBIX OOBIYHO MPUMEHUMBIX
UHTPEIUEeHTOB MWIN 100aBok cocTaiseT oT 0 Macc.% 10 o0mero MakCUMaIbHOTO
KOJInyecTBa MpuOau3uTenpHo 5 Macc.% (ocobenno or 0 macc.% no B o0mem
KOJINYECTBE MPUOIU3UTENBHO 2 Macc.%), UK, B ClIydae MPUCYTCTBUS MMOJHMEPOB,
takux kak PCI, ot 0 macc.% 10 o01iero MakCuMallbHOT'O KOJIMYECTBa
npubmuzurensao 20 macc.%.

Takum oOpasom, B ciyyae, rae Takas ¢papManeBTUUECKass KOMIIO3ULIUS BapUaHTa
ocymecTBieHus n3odperenus 9) [u anajgoruyno 10) - 36), mpencTaBiIeHHbIX HIXKE|

comep:kuT B o0mem koauuectse npudausurenpHo 0.05 - 5 mace.% (ocoOeHHO B
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obmem konnuectse npudnusurenapbHo 0.075 - 4.5 macc.%, ocoOeHHO NPUOITU3UTENBHO
0.075 - 3 macc.%, B wactHOCTH mpubnusurenpHo 0.075 macc.%, 0.15 macc.%, 0.75
macc.%, 1.5 macc.%, unu 3 macc.%) (B mepecuere Ha OOIIYIO Maccy
dapmanesruueckoi komnozuuun) COEJJMHEHUW S, npeanoyTurenbHo cymmMa B
macc.% o0mero Koau4ecTBa yKa3aHHOW CMECH BCIIOMOIaTeNbHbIX BEINECTB, U, MPH
HaJIM4uH, 00Iero KoJU4ecTBa YKa3aHHbIX JOMOJIHUTEIbHBIX OOBIYHO NPUMEHHUMBIX
UHTPEIUEeHTOB WIH 100aBok B Macc.% cocrtasisier 100 macc.% mMunyc
coorBercTByromue macc.% COEJIMHEHU S [B yacTHOCTH npuOAU3UTEIBHO 95 - 99.95
macc.% (ocobenno nmpubnuzurensHo 94.5 - 99.925 macc.%, ocobeHHO
npubauzuTenbHo 97 - 99.925 macc.%, B yacTHOCTH pubIU3UTENBHO 99.925 Macc. %,
99.85 macc.%, 99.25 macc.%, 98.5 macc.%, unu 97 macc.%); rae odiee KOJIUUECTBO,
BBIpaXX€HHOE B Macc.%, ¢papmareBTHUeCKOH KoMno3unuu cocrtasisier 100].

B unnroctpaTuBHOM mpuMepe, Takas ¢papMalneBTHUIECKass KOMIIO3ULHS B
COOTBETCTBHUHU C HACTOSIIIUM H300PETEHNEM COAEPIKUT B OOIIEM KOJIMYECTBE
npubnusurensHo 0.75 macc.% COEAMHEHUWS, nornotuTens Kuciopona B o0mem
KOJInuecTBe NpuOanu3uTenpHo 1 Macc.%, u oOpBIBAIOLINH LIeNb areHT B 001 emM
KonuuecTBe npubausutenpHo 0.05 macc.% (1 HE COOEPIKUT HUKAKUX
JTOTIOJTHUTENBbHBIX OOBIYHO MPUMEHUMBIX HHTPEIHEHTOB UJIN 100aBOK, TAKUM 00pa3oM,
of1ee KOJIMYECTBO YKAa3aHHBIX JOMOJIHUTENbHBIX OOBIUHO NIPUMEHUMBIX
MHIPEIMEeHTOB UM 100aBOK cocTaBiseT npubausurenapHo 1.05 macc.%). B
pe3yibpTaTe, NOJyYeHHOE O0IIee KOJUYECTBO YKA3aHHOW CMECH BCIIOMOTATEIbHbIX
BELIECTB B COOTBETCTBHH C BAPHMAHTOM OCYINECTBJIEHUs N300peTeHust 9) cocTaBiuseT
npubauzurenbuo (100 - 0.75) - 1.05)) macc.% = 98.2 macc.%.

10) [Apyro#i BapuaHT OCYLIECTBICHHUS H300PETEHUS OTHOCHUTCS K
(apmManeBTHYECKONW KOMIIO3UIIUU B COOTBETCTBUH C BAPUAHTOM OCYILIECTBICHHS 1),
KOTOpast COAEPIKUT:

¢ B 00mem konuuectBe npubauzutensHo 0.05 - 5 macc.% (ocobeHHO B 00mem
konuuecTBe npubausutensHo 0.075 - 4.5 macc.%, ocobenno npubnuzurensuo 0.075 -
3 macc.%, B wactHocTu npubnusurenbuo 0.075 mace.%, 0.15 macec.%, 0.75 macc.%,
1.5 macc.%, unu 3 macc.%) (B mepecuere Ha o0y Maccy papmaLeBTHYECKOI
komnozunuu) COEJJMHEHU A, rne COEJAMHEHUE - npennoururensHo B hopme
CcBOOOZHOTO OCHOBAHHUS; WU B popMe PpapMaleBTUUECKH IPUEMIEMON COJH; U

¢ B 00IIeM KOJIMYECTBE MO MeHbIIeH Mepe nmpubnusurenpHo 80 macc.%

(ocobenHo mo MeHbInel Mepe npudausurenpHo 90 macc.%) (B mepecueTe Ha OO0
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Maccy papMareBTUYEeCKOW KOMIIO3UIIMN ) CMECH BCIIOMOTaTEIbHbIX BEIIECTB; Ie
yKa3aHHasi CMEChb BCIIOMOTATEbHBIX BEIIECTB COAEPIKUT:

> B 00mmeM konuuectBe npudansurensHo 20 - 50 macc.% nunodunapHOro
BCIIOMOTaTeJbHOIO BEIECTBA, I1le€ YKa3aHHOE JIUNO(PUIbHOE BCIOMOIraTeIbHOE
BELIECTBO MpeAcTaBisieT coboi 1,2-mponaHanoIOBEIH CIOKHBIA MOHO3(GUP KUPHOH
KHMCJIOTBI CO CpeaHel NInHOM nenu (0COOEHHO NMPOMUIIEHIIINKOIb MOHOKAIIPUJIAT, B
gactHocTu Capryol™ 90);

B o0mem konuuectBe npubauzutenpHo 30 - 80 macc.% ruapopuibHOTO
NMOBEPXHOCTHO-aKTUBHOI'O BEINECTBA, II€ YKa3aHHOE r'uApO(UIbHOE MOBEPXHOCTHO-
AKTUBHOE BEIIECTBO MPEACTABIAET COOOH MOTUITUIICHTIMKOJIb-AEPUBATU3HPOBAHHOE
IrUIPOTeHU3UPOBAHHOE KacTopoBoe Macio (ocobeHHo PEG-40 runporeHu3snpoBaHHOE
KacTopoBoe Macio, B yacTHocTH Kolliphor® RH40); u

B o0mmem konuuecTBe npudau3uTensHo 0 - 25 macc.% OgHOTrO WU OBYX
rUAPOUIBHBIX COPACTBOPUTEINEH;

> B 00meM konuuectBe npudnusutensHo 20 - 50 macc.% aunodunapHOro
BCIIOMOTaTEJIbHOIO BEI[ECTBA, Ie YKa3aHHOe JTUNO(PUIbHOE BCIIOMOTraTeIbHOE
BEIECTBO MpPeACTaBIsAeT CO00H 1,2-MPONaHANONIOBbIN CIOKHBIA MOHO3(UD KUPHOH
KHMCJIOTBI CO CpeHel AnuHON 1enu (0COOEHHO MPOMUIEHIIUKOIb MOHOKATIPHUIIAT, B
gacTtHocTH Capryol™ 90);

B 00mem konuyectse npubausurensHo 30 - 80 macc.% ruapoduiapHOro
NOBEPXHOCTHO-AaKTUBHOI'O BELIECTBA, e YKa3aHHOE THAPOPUIbHOE TOBEPXHOCTHO-
AKTHMBHOE BEINEeCTBO MPEACTABISIET COOOH MOTUITUIICHTINKOJIb-1€PUBATH3UPOBAHHOE
kactopoBoe macio (ocobenno PEG-35 kacTtoposoe macino, B wactHocTu Kolliphor®
EL);, u

B o0mem konuuecTBe mpuOau3uTesnpHo 0 - 25 macc.% OAHOTrO WU OBYX
rUApOUIBHBIX COPACTBOPUTEINEH;

> B o0mem konuuectBe npudausurensHo 20 - 50 macc.% aunodunabHOro
BCIIOMOTaTEJIbHOIO BEI[ECTBA, e YKa3aHHOe JTUNO(PUIBHOE BCIIOMOTaTeIbHOE
BEIECTBO MpPeACTaBiIsieT cO00H 1,2-MPONaHANONIOBbIN CIOKHBIA MOHO3(HD KUPHOH
KHCJIOTBI CO CpeHeH NMuHON 1enu (0COOEHHO MPONUIEHTINKOIb MOHOKAIIPHIIAT, B
gactHocTH Capryol™ 90);

B o0meM konuuectBe npudauzutensHo 30 - 80 macc.% ruapodunbHOTO
NOBEPXHOCTHO-AKTUBHOI'O BEINECTBA, I€ YKa3aHHOE r'uApOodUIbHOE MOBEPXHOCTHO-

AKTUBHOE BEIECTBO MPEACTAaBIAET COOON MONUITUIICHTINKOJb-1€PUBATU3UPOBAHHBIIHI
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TJIMIEPUHOBBIN CIIOXHBIH MOHO-/TU3(QUP JKUPHOH KUCIOTHI CO CPpEeNHEN TIIMHON LenH
(ocobenno PEG-8 rinuuepuHOBBIN CIOXKHBIM MOHO- M AU3(QHUP KAanpUIOBON W/HIIH
KanpUHOBOM KUCJIOTHI, B yacTHOCTH Labrasol® ALF); u

B 001mem koauvecTse npudan3utensHo 0 - 25 macc.% OQHOTrO MJIHM ABYX
THAPOPUIBHBIX COPACTBOPUTEIEH;

> B 00mem konudectse npubansurensHo 20 - 50 macc.% nunopuibHOTO
BCIIOMOTATEJIbHOTO BEIIECTBA, 1€ YKa3aHHOE JTUMO(IIbHOE BCIOMOTATEbHOE
BEIECTBO MPEACTABISAET COOOH rIULEPUHOBBIA CIOKHBIN TPUIPUP KUPHOH KHUCIOTHI
CO cpenHel niuuHoM nenu (0COOEHHO TIIUIEePU TPUKAMPHUIAT/KApaT, B YaCTHOCTH
Miglyol®812);

B o0meM konuuectBe npudausutensHo 30 - 80 macc.% ruapodunbHOTO
NOBEPXHOCTHO-aKTUBHOIO BEINECTBA, II€ YKa3aHHOE I'uApOo(UIbHOE MTOBEPXHOCTHO-
AKTUBHOE BEIIECTBO MPEACTABIAET COOOH MOTUITUICHTIHKOJb-AEPUBATU3HPOBAHHOE
IrUIPOreHU3UPOBAHHOE KacTopoBoe Macio (ocobeHHo PEG-40 runporeHn3npoBaHHOE
KacTopoBoe Macio, B yacTHocTH Kolliphor® RH40); u

B o0meM konuuecTBe npudausuTensHo 0 - 25 macc.% OAHOTrO WU OBYX
rUAPOUIBHBIX COPACTBOPUTEINEH;

> B o0mmeM konuuectBe npudnusurensHo 20 - 50 macc.% nunodunapHOro
BCIIOMOTATEJIbHOTO BEIIECTBA, I'1€ YKa3aHHOE JUNO(IIbHOE BCIIOMOTAaTEIbHOE
BELIECTBO MPEACTaBIsAeT COOOH TIIMLEPUHOBBIN CIOXKHBIH TPUIHUP KUPHONH KUCIOTHI
co cpenHeil muHOM 1enu (0COOEHHO rIULEepus TPUKAIpHIaT/KanpaT, B 4aCTHOCTH
Miglyol®812);

B o0mmem konuuectBe npubauzutenpHo 30 - 80 macc.% ruapoduibHOTO
MOBEPXHOCTHO-aKTUBHOI'O BEINECTBA, II€ YKAa3aHHOE r'uApOo(UIbHOE MOBEPXHOCTHO-
AKTUBHOE BEIIECTBO MPEACTABIAET COOON MONTUITUIICHTJIMKOJb-1ePUBATU3UPOBAHHOE
kactopoBoe maciyio (ocoberno PEG-35 kactopoBoe macio, B yactHocTu Kolliphor®
EL);, u

B o0mmeM konuuecTBe npuOau3uTenspHo 0 - 25 macc.% OgHOTrO WU OBYX
ruApOUIBHBIX COPACTBOPUTENEH; UITH

> B o0meM konuuectBe npudausutensHo 20 - 50 macc.% aunodunapHOro
BCIIOMOTATEJIbHOTO BEIIECTBA, I'I€ YKa3aHHOE JUMOPIIBHOE BCIIOMOTAaTEIbHOE
BEIECTBO MpPeACTaBIsAeT cO00H 1,2-MpONaHANOIOBbIN CIOXKHBIA AU QU KUPHOH
KHUCJIOTBI CO CpeaHel AMUHON nenu (0COOCHHO MPOMUISHTJIHKOJb

aukanpunar/aukanpar, B yactHocTu Labrafac™ PG);
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B 00mem konuuectBe npubauzurtensHo 30 - 80 macc.% ruapodunbHOTO
NOBEPXHOCTHO-aKTUBHOI'O BEINECTBA, I€ YKa3aHHOE I'uApOoUIbHOE TOBEPXHOCTHO-
AKTUBHOE BEIIECTBO MPECTABIAET COOOH MOTUITUIEHTIMKOJb-A€PUBATU3HPOBAHHOE
kactopoBoe macio (ocobenno PEG-35 kactoposoe macino, B yactHocTu Kolliphor®
EL); u

B o0mmemM konuuectTBe npudausutenbHo 0 - 25 macc.% OQHOrO UK IBYX
ruApOUIBHBIX COPACTBOPUTEINEH;

rae ob1ee KOJIMYECTBO, BRIPAXKEHHOE B MacC.%, BCIIOMOTaTEIbHbIX BEIIECTB B
yKa3aHHOU cmecu cocrtasiisieT 100; u

rae ollee KOJIUYECTBO, BhIpaskeHHOe B Macc.%, papmaneBTuyeckoit
koMno3uuuu cocrtasysier 100.

11) [pyro#i BapuaHT OCYIIECTBIEHHUS U300PETEHUSI OTHOCUTCS K
(dapmaneBTHUECKONW KOMIIO3UIIMU B COOTBETCTBUH C BAPUAHTOM OCYLIECTBICHHS 1),
KOTOpast COAEPIKUT:

e B 00meM konuuectBe npudanusutensHo 0.075 - 4.5 macc.% (ocobenHo B oOmem
konuuecTBe npubausurtensHo 0.075 - 3 macc.%, B yacTHocTH npudnusurensHo 0.075
macc.%, 0.15 macc.%, 0.75 macc.%, 1.5 macc.%, unu 3 macc.%) (B mepecuere Ha
obmyro maccy papmanesruueckoin komnodunun) COEJJMHEHUA; roe
COEJAUMHEHME - npeanoutuTenbHo B GopMe CBOOOJHOrO OCHOBAHMUS, WIH B GopMe
(dapMaLieBTUYECKU TPUEMIIEMOH COJIH; U

¢ B 001IeM KOJMYECTBE MO MeHbINeH Mepe npubnusurenpHo 80 macc.%
(ocobenHO Mo MeHbInel Mepe npudnuszutenbHo 90 Macc.%) (B mepecdeTe Ha OO0
Maccy GpapMaeBTUYEeCKOW KOMITO3HMIIMN ) CMECH BCIIOMOTaTEIbHBIX BEIIECTB, e
yKa3aHHAasi CMEChb BCIIOMOTATEJbHBIX BEIIECTB COAEPIKUT:

> B o0meM konuuectBe npudausutensHo 20 - 40 macc.% aunoduabHOro
BCIIOMOTATEJIbHOTO BEIIECTBA, I'I€ YKa3aHHOE JUMOPIIBHOE BCIIOMOTATEIbHOE
BEIECTBO MpPeACTaBIsieT CO00H 1,2-MPONaHANONIOBbIN CIOKHBIA MOHO3(GUDP KUPHOH
KHCJIOTBI CO CpeHel NMuHON 1enu (0COOEHHO MPONMIEHTINKOIb MOHOKAIIPHIIAT, B
gactHocTH Capryol™ 90);

B o0meM konuuecTBe npudausutensHo 40 - 70 macc.% ruapopunbHOTO
NOBEPXHOCTHO-aKTUBHOI'O BEINECTBA, I YKa3aHHOE I'uApOoUIbHOE MOBEPXHOCTHO-
AKTUBHOE BEIIECTBO MPEACTABIAET COOON MONMUITUIICHTJIUKOJb-1€PUBATH3UPOBAHHOE
IrUAPOTreHU3UPOBAHHOE KacTopoBoe Macio (ocobeHHo PEG-40 runporeHusupoBaHHOE

KacTopoBoe macio, B yacTHocTH Kolliphor® RH40); u
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HE€ COJEPIKUT T'UAPOPUIBHOTO COPACTBOPHUTENS, UIIH COAEPKUT
NPEeANOYTUTENBHO B 001meM konudecTBe npudausurenbuo 10 - 20 macc.% oxHOTO HIIH
ABYX THAPOQHMIBHBIX COPACTBOPUTENEH; 0OCOOEHHO BBHIOPAHHBIX U3 TPUITHILUTPATA,
5TaHOJIa, U MOHO3TUJIOBOTO 3(pupa TUITUIEHTIIUKOJIA;

> B 00mem konuyectse npubausurensHo 20 - 40 macc.% nunouIbHOTO
BCIIOMOTaTEJbHOI'O BEIECTBA, IIe YKa3aHHOe JIUIO(PUIBbHOE BCIIOMOTaTeIbHOE
BEIECTBO MpeAcTaBisieT co00H 1,2-MponaHanoIOBbIN CIOKHBIA MOHO3(GHD KUPHOH
KHCJIOTBI CO CpeHel AMuHON 1enu (0COOEHHO MPOMUIEHTJIUKOIb MOHOKATIPHUIIAT, B
gactHOocTH Capryol™ 90);

B o0mem konuuectBe npudauzutenbHo 40 - 70 macc.% ruapoduibHOTO
NMOBEPXHOCTHO-aKTUBHOI'O BEINECTBA, I€ YKAa3aHHOE I'UApO(UIbHOE MOBEPXHOCTHO-
AKTUBHOE BEIIECTBO MPEACTABIAET COOOH MOTUITUIICHTIHKOJb-AEPUBATU3HPOBAHHOE
kactoposoe maciyio (ocoberno PEG-35 kactopoBoe macno, B yactHocTu Kolliphor®
EL);, u

HE COJEPIKUT TUAPOPUIBHOTO COPACTBOPHUTENS, UJIH COAEPKHUT
NPEeANOYTUTENBHO B 00ImeM konudecTBe npudausurenbuo 10 - 20 macc.% oxHOTO HIIH
IBYX THAPOQIIBHBIX COPACTBOPUTENEH; 0COOEHHO BBIOPAHHBIX U3 TPUSTHILUTPATA,
5TaHOJIa, U MOHO3TUIIOBOTO 3(pupa TN TUIEHTINKOJIS,

> B 00mmeM konuuectBe npudansurensbHo 20 - 40 macc.% aunoduiabHOro
BCIIOMOTATEJIbHOTO BEIIECTBA, I YKa3aHHOE JUNO(IIbHOE BCIIOMOTAaTEIbHOE
BELIECTBO MpeacTaBisieT coboi 1,2-mponaHanoIOBEIH CIOKHBIA MOHO3(GUP KUPHOH
KHCIIOTBI CO CpeaHel NIMHOM nenu (0COOEHHO MPOMUIIEHIINKOIb MOHOKAIIPUJIAT, B
gactHocTH Capryol™ 90);

B o0mem konuuectBe npubauzutenpHo 40 - 70 macc.% ruapopuibHOTO
NOBEPXHOCTHO-AaKTUBHOI'O BEINECTBA, I€ YKa3aHHOE r'uApO(UIbHOE MOBEPXHOCTHO-
AKTUBHOE BEIIECTBO MPEACTABIAET COOOH MONTUITUIICHTJIMKOJIb-1ePUBATU3UPOBAHHBIHI
IJIMIEPUHOBBIN CIIOXKHBIH MOHO-/IU3QUP JKUPHOH KUCIOTHI CO CPEeNHEN NIIMHON LemnH
(ocobenHo PEG-8 rmuuepnHOBBIN CIOKHBII MOHO- B AU3(Up KanmpuUIIOBOH W/MIIN
KampUHOBOU KUCIOTHI, B yacTHOCTH Labrasol® ALF); u

HE COIEPIKUT TUAPOPUIBHOTO COPACTBOPHUTENS, UIIH COAEPIKHUT
NPEANOYTUTENBHO B 00ImeM koaudectBe npudausurenbuo 10 - 20 macc.% oxHOTO HIIH
ABYX THAPOQIIBHBIX COPACTBOPUTENEH;, 0OCOOEHHO BBIOPAHHBIX U3 TPUSTHILUTPATA,

3TAHOJIa, U MOHO3TUIOBOrO 3GUpa JUITUIEHTJIUKOJIS,
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> B 00mmeM konuuectBe npudansurensHo 30 - 50 macc.% nunodunapHOro
BCIIOMOTATEJIbHOTO BEI[ECTBA, I'Ie YKa3aHHOE JUNO(IIbHOE BCIIOMOTATEIbHOE
BEIECTBO MPEACTABIAET COOOH rMULEPUHOBBIN CIOXKHBIN TPUIPUP KUPHOH KHCIOTHI
co cpenHeil mnuHOM 1enu (0COOEHHO MIULEepUs TPUKAIPHIAT/KanpaT, B 4aCTHOCTH
Miglyol®812);

B 00mmeM konuuectBe npubauzutenbHo 40 - 70 macc.% ruapopuibHOTO
OBEPXHOCTHO-AaKTHBHOI'O BELIECTBA, € YKa3aHHOe THAPOQUIbHOE TTOBEPXHOCTHO-
AKTHUBHOE BEINECTBO MPEACTABISIET COOOH MOTUITUIIECHTJIMKOJIb-1€PUBATH3UPOBAHHOE
kactopoBoe maciyio (ocoberno PEG-35 kactopoBoe macno, B yactHocTu Kolliphor®
EL);, u

HE COAEPKUT THAPOPUIBHOTO COPACTBOPUTENIS, UIU COAEPIKUT
NPEeANnOYTUTENBHO B 00ImeM koaudyecTBe npudausurenbuo 10 - 20 macc.% oxHOTO HIIH
ABYX THAPOQPUIbHBIX COPACTBOPHUTENEH; 0COOEHHO BHIOPAHHBIX M3 TPUITHJILUTPATA,
5TaHOJIa, © MOHO3TUJIOBOTO 3(Upa TUITHICHTJIUKOJS, I

> B 00IIeM Konu4yecTBe NMpudan3uTenpHo 35 - 45 macc.% nunodunapHOro
BCIIOMOTATEJIbHOTO BEIIECTBA, I'I€ YKA3aHHOE JUMOPIIbHOE BCIIOMOTATEIbHOE
BEI[ECTBO MpPeACTaBIsAeT cO00H 1,2-MpONaHaNOIOBbIN CIOXKHBIA AUIQUDP KUPHOH
KHUCJIOTBI CO CpeaHel AnuHoi nenu (0COOEHHO MPOMUIEHTJIHKOIb
aukanpunar/aukanpar, B yactHocTu Labrafac™ PG);

B 001mem konuyecTse npudbnusutensHo 40 - 60 macc.% ruapoduiapHOrO
NOBEPXHOCTHO-AaKTUBHOI'O BELIECTBA, € YKa3aHHOE THAPOPUIbHOE TOBEPXHOCTHO-
AKTHBHOE BEINEeCTBO MPEACTABISIET COOOH MOTUITUIIEHTIJTUKOJIb-1€PUBATU3UPOBAHHOE
kactopoBoe macio (ocobenno PEG-35 kacTtopoBoe macino, B vactHoctu Kolliphor®
EL);, u

HE COAEPKUT THAPOPUIBHOTO COPACTBOPUTENIS, UIU COAEPIKUT
NPEeANOYTUTENBHO B 001eM koaudecTBe npudausurenbuo 10 - 20 macc.% oxHOTO HIIH
ABYX THAPOQUIbHBIX COPACTBOPHUTENEH; 0COOEHHO BHIOPAHHBIX M3 TPUITHJILUTPATA,
3TaHOJIa, © MOHO3TUIIOBOTO 3(pupa TN TUIEHTIUKOJIS;

rae oluiee KOJMYECTBO, BBIpAKEHHOE B Macc.%, BCIIOMOTATEJIbHBIX BEIIECTB B
yKa3aHHOU cmecu coctasiisieT 100; u

rae obiee KOJIMYECTBO, BEIPAXKEHHOE B Macc.%, (hapMaleBTHIECKOM

xkoMno3unuu cocrasysger 100.
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12) Ipyroii BapuaHT OCYLIECTBIEHUS U300pETEHUsI OTHOCUTCS K
dapMaLeBTHYECKOI KOMIIO3ULUH B COOTBETCTBUH C BAPUAHTOM OCYINECTBJIEHUS 1),
KOTOpast COAEPIKUT:

¢ B o0mem koauvectse npudausutenbHo 0.075 - 4.5 macc.% (ocobenHo B obmem
Koaumuectse npudbausurensbuo 0.075 - 3 macc.%, B yactHOCTH npubnu3utenpHo 0.075
macc.%, 0.15 macc.%, 0.75 macc.%, 1.5 macc.%, unu 3 macc.%) (B nmepecyere Ha
obmyro maccy papmanesrudeckoi komnosuiun) COEJJMHEHUSA; roe
COEJJUHEHME - npeanoutuTesbHO B opMe CBOOOJHOIO OCHOBAHHUS; WJIH B popMe
(apMaLeBTUYECKHU MPUEMIIEMOI COJIH; U

¢ B 00IIeM KOJIMYECTBE MO MEHbIeH Mepe mpubnusurenpHo 80 macc.%
(ocobenHo mo mMeHbIel Mepe npudnusurenbHo 90 macc.%) (B mepecueTe Ha OOIIYIO
Maccy (papMaleBTHUYeCKOH KOMITO3HIMH) CMECH BCIIOMOTATeIbHBIX BELIECTB; [/1e
yKa3aHHasi CMeCh BCIIOMOTATEIbHBIX BELIECTB COACPIKHT:

> B o0meM konuuectBe npudausutensHo 20 - 40 macc.% aunoduapHOro
BCIIOMOIaTEeJbHOIO BEIECTBA, I€ YKa3aHHOe JTUIO(PUIbHOE BCIOMOTaTeIbHOE
BEIECTBO MpPeACTaBIsieT cO00H 1,2-MPONaHANONIOBbIN CIOKHBIA MOHO3(HD KUPHOH
KHCJIOTBI CO CpeaHeH NInHOM nenu (0COOEHHO MPOMUIIEHIIUKOIb MOHOKAIPHUJIAT, B
gactHocTH Capryol™ 90);

B o0mmeM konuuectBe npubauzurtensbHo 40 - 70 macc.% ruapopuiabHOTO
NOBEPXHOCTHO-aKTHBHOI'O BELIECTBA, II€ YKa3aHHOE THAPOPUIbHOE TOBEPXHOCTHO-
AKTHBHOE BEIEeCTBO MPEACTABISIET COOOH MOTUITUIIEHTINKOJIb-1ePUBATH3HPOBAHHOE
TUAPOTEHU3UPOBAHHOE KacTOpoBoe Maciyio (ocobenHo PEG-40 rugporeHu3upoBaHHOE
KacTopoBoe macio, B yacTHocTU Kolliphor® RH40); u

HE COAEPKUT THAPOPUIBHOTO COPACTBOPUTENIS, UIIH COAEPIKUT
NPEeANnOYTUTENBHO B 001eM KoaudecTBe npudauzurenbuo 10 - 20 macc.% oxHOTO HIIH
ABYX THAPOQUIBHBIX COPACTBOPUTEEH, BHIOPAHHBIX M3 TPUITUILUTPATA, ITAHONA, U
MOHOA3TUJIOBOTO 3(upa austrineHrnukos (ocobenno 10 - 20 macc.% TpUITHIUTpATA
WJIU 3TAaHOJNA);

> B o0mmeM konuuectBe npudnusutensHo 20 - 40 macc.% aunoduapbHOTO
BCIIOMOIaTeJbHOIO BEIECTBA, Ie YKa3aHHOe JTUIO(PUIbHOE BCIOMOTaTeIbHOE
BEIECTBO MpPeACTaBIsieT cO00H 1,2-MPONaHANONIOBbIN CIOKHBIA MOHO3(UD KUPHOH
KHCJIOTBI CO CpeaHeH NINHOM nenu (0COOEHHO MPOMUIIEHIINKOIb MOHOKAIPHUJIAT, B

gacTtHocTH Capryol™ 90);
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B 00meM konuuectBe npubauzutensHo 40 - 70 macc.% ruapoduibHOTO
NOBEPXHOCTHO-aKTUBHOI'O BEINECTBA, I€ YKa3aHHOE I'uApOoUIbHOE TOBEPXHOCTHO-
AKTUBHOE BEIECTBO MPEACTABIAET COOON MONMUITUIICHTJIUKOJb-1€PUBATU3UPOBAHHBIIHI
TJIMIEPUHOBBIHN CIIOXKHBIH MOHO-/TU3(QUP KUPHOH KUCIOTHI CO CpeHEeN IMHON LenH
(ocobenno a PEG-8 riuuepuHOBBIH CI0KHBIH MOHO- M AM3(QUpP KaIPUIOBOH H/UIIN
KanpUHOBOM KUCJIOTHI, B yacTHOCTH Labrasol® ALF); u

HE COJEPIKUT TUAPOPUIBHOTO COPACTBOPHUTENIS, UJIH COAEPIKUT
NPEeANOYTUTENBHO B 001eM KoauvyecTBe npudnusurenbuo 10 - 20 macc.% OxXHOTO HIIH
IBYX THAPOQIIBHBIX COPACTBOPUTEINEH, BBIOPAHHBIX U3 TPUATHIILIUTPATA, STAHONA, U
MOHOA3THUJIOBOTO 3(pupa austrineHrnukos (ocobenno 10 - 20 macc.% TpUITHIUTpATA
WU 3TAaHONA);

> B 0o0meM konuuectBe npudausutensHo 30 - 50 macc.% aunodunapHOro
BCIIOMOTATEJIbHOTO BEIIECTBA, 1€ YKa3aHHOE JUMOPIIbHOE BCIIOMOTATEIbHOE
BEIECTBO MPEACTABISAECT COOOH rMULIEPHUHOBBIN CIOKHBIN TPUIPUP KUPHOH KHUCIOTHI
CO cpenHel nuuHoN nenu (0COOEHHO TIIUIEePUI TPUKAMIPHUIAT/KApaT, B YaCTHOCTH
Miglyol®812);

B 00meM konuuectBe npubauzutensHo 40 - 70 macc.% ruapodpuinbHOTO
NOBEPXHOCTHO-AKTUBHOI'O BEINECTBA, I YKa3aHHOE I'uApOoUIbHOE MOBEPXHOCTHO-
AKTUBHOE BEIIECTBO MPEACTABIAET COOON MOTUITUIIEHTIMKOJb-A€PUBATU3UPOBAHHOE
kactopoBoe Macyo (ocobenno PEG-35 kactoposoe macino, B uactHocTu Kolliphor®
EL);, u

He COAEPKUT THAPOPUIBHOTO COPACTBOPUTENS, UIIH COAEPIKUT
NPEeANnOYTUTENBHO B 001eM KoauvyecTBe npudausurenbuo 10 - 20 macc.% OXHOTO HIIH
IBYX THAPOQIIBHBIX COPACTBOPUTEINEH, BBIOPAHHBIX U3 TPUATHIILIUTPATA, STAHONA, U
MOHO3THJIOBOTO 3pHUpa AUITUICHTIHKOJA (B OCOOCHHOCTH HE CONEPIKUT
ruapoduabHOTO cCopacTBOpUTeENs, Wik coaepkut 10 - 20 macc.% MOHO3THIIOBOTO
s3upa IUITUIEHTIUKOJIA); HIH

> B 00IeM Konu4uecTBe MpuOInu3uTeNnbHo 35 - 45 macc.% aunodunapHOro
BCIIOMOTATEJIbHOTO BEIIECTBA, I'I€ YKa3aHHOE JUMOPIIBHOE BCIIOMOTATEIbHOE
BEIECTBO MPEACTaBIsAECT CO00H 1,2-MpONaHANOIOBBIN CIOXKHBIA AU PUpP KUPHOU
KHUCJIOTBI CO CpeIHel AMUHON nenu (0COOEHHO MPOMUISHTJIHKOJb
aukanpunar/gukanpar, B yactHocTu Labrafac™ PG);

B o0mmeM konuuectBe npubauzutensHo 40 - 60 macc.% ruapopuinbHOTO

MOBEPXHOCTHO-aKTUBHOI'O BELIECTBA, I'l€ YKa3aHHOe TUAPOPUIbHOE MOBEPXHOCTHO-
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AKTHBHOE BEINEeCTBO MPEACTABISIET COOOH MOTUITUIIEHIJIHMKOJb-1ePUBATU3UPOBAHHOE
kacrtoposoe maciyio (ocobenno PEG-35 kactopoBoe macno, B yuactHoctu Kolliphor®
EL), u

He COAEPXKHUT THAPOPUIBHOTO COPACTBOPUTENIS, U COAEPIKUT
NPEeANOUYTUTENBHO B 00IeM KonudecTse npubausurensHo 10 - 20 macc.% ogHOro Min
ABYX THAPOGUIBHBIX COPACTBOPUTEINEH, BBIOPAHHBIX U3 TPUATUILUTPATA, 3TAHONA, U
MOHOJ3THUJIOBOTO 3(pupa AUITHIECHTIUKONS (B OCOOEHHOCTHU HE CONEPIKUT
ruapodunbaoro copactBopurens, wik 10 - 20 macc.% 3TaHONa HJIM MOHOSTHJIOBOTO
3(upa TUITUIECHTIIUKOJIS);

rae oluiee KOJMYECTBO, BhIpAKEHHOE B Macc.%, BCIIOMOTATEJIbHBIX BEIIECTB B
yKa3aHHOU cmecu coctasisieT 100; u

rae ollee KOJIUYECTBO, BhIpakeHHOe B Macc.%, papmaneBTuyeckoit
koMno3unuu cocrasysier 100.

13) Apyroii BapuaHT OCYLIECTBICHUS U300PETEHUS] OTHOCHUTCS K
(dapMaLeBTHYECKOI KOMMO3ULUH B COOTBETCTBUH C BAPUAHTOM OCYIECTBIEHUS 1),
KOTOpasi COAEPIKUT:

e B 00meM konuuectBe npudausurensHo 0.075 - 4.5 macc.% (ocobenHo B oOuem
kosuuecTBe npubausutensHo 0.075 - 3 macc.%, B yacTHocTH npudnusurensHo 0.075
macc.%, 0.15 macc.%, 0.75 macc.%, 1.5 macc.%, unu 3 macc.%) (B nepecyere Ha
obmyr Maccy ¢papmanesruueckoit komnosuuun) COEAMHEHU A, roe
COEJMHEHMUE - npeanouturensHo B popMe CBOOOAHOrO OCHOBAHUS; WK B hopme
dapMaLieBTHYECKHU TPUEMIIEMOH COJIH; U

e B 00IIeM KOJIMUYECTBE MO MEeHbIIeH Mepe mpubiauzurenbHo 80 macc.%
(ocobenHo mo mMeHbIIel Mepe npudausurenbHo 90 macc.%) (B mepecueTe Ha OOIIYIO
Maccy (apMaieBTHYeCKOH KOMITO3HMIMH) CMECH BCIIOMOTATEIbHBIX BEIIECTB; I/1e
yKa3aHHasi CMECh BCIIOMOTATEIbHBIX BELIECTB COACPIKHT:

> B o0meM konuuectBe npudausutensHo 20 - 40 macc.% aunoduapHOro
BCIIOMOIaTEJbHOI'O BEIECTBA, Ie YKa3aHHOe JTUNO(PUIbHOE BCIIOMOTaTeIbHOE
BEIECTBO MpPeACTaBIsieT cO00H 1,2-MPONaHANONIOBbIN CIOKHBIA MOHO3(HD KUPHOH
KHCJIOTBI CO CpeaHel NIuHOM uenu (0COOEHHO MPOMUIIEHTJINKOJIb MOHOKAMPHUJIIAT, B
gactHocTH Capryol™ 90);

B o0meM konuuectBe npudauzutensHo 40 - 70 macc.% ruapopuibHOTO
NOBEPXHOCTHO-AaKTHBHOI'O BELIECTBA, I€ YKa3aHHOE THAPOGUIbHOE TOBEPXHOCTHO-

AKTUBHOEC BCIICCTBO NPEACTABIIACT coboii MNOJUITHUJICHTIJIUKOJIb-ACPHUBATU3UPOBAHHOC
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rUAPOTreHU3UPOBAHHOE KacTopoBoe Macio (ocobenHo PEG-40 runporeHu3npoBaHHOE
KacTopoBoe mMacio, B yacTHocTH Kolliphor® RH40); u

HE€ COJEPKUT TUAPOPUIBHOTO COPACTBOPUTENS, UIIU COAEPKUT
NPEeANOYTUTENbHO B 00IeM KonudecTse npubausurensHo 10 - 20 macc.% ogHOro Min
ABYX THAPOQUIBHBIX COPACTBOPUTEINEH, BBIOPAHHBIX U3 TPUITUILUTPATA, 3TAHONA, U
MOHO3THUJIOBOTO 3¢upa audTuieHrnukos (ocobenno 10 - 20 macc.% TpusTUILUTpPATA
UJIW 3TAHOJIA); WU

> B o0mmem konuuectBe npudausutensHo 20 - 40 macc.% aunoduiabHOro
BCIIOMOTATEJIbHOTO BEIIECTBA, 1€ YKAa3aHHOE JIUMOPIIbHOE BCIOMOTATEIbHOE
BEIECTBO MpeACTaBiIsieT co00H 1,2-MpOnanaNOoIOBbIN CIOKHBIA MOHO3(GHD KUPHOH
KHCJIOTBI CO CpeHel nMuHON 1enu (0COOEHHO MPONMIEHTINKOIb MOHOKAIIPHIIAT, B
gactHOCTH Capryol® 90);

B o0mem konuuectBe npudausutensHo 40 - 70 macc.% ruapopuibHOTO
NOBEPXHOCTHO-aKTUBHOI'O BEIECTBA, I€ YKa3aHHOE I'uApOo(UIbHOE MOBEPXHOCTHO-
AKTUBHOE BEIIECTBO MPEACTABIAET COOON MONUITUIICHTJIMKOJIb-1ePUBATU3UPOBAHHBIHI
TJIMIEPUHOBBIN CIIOXKHBIH MOHO-/IU3(QUP JKUPHOH KUCIOTHI CO CPpEeNHEN TIIMHON LenH
(ocobenno PEG-8 rinuuepuHOBBINH CI0KHBII MOHO- M AU3(QUP KAanpUIOBONH W/HIIH
KanpUHOBOM KUCJIOTHI, B yacTHOCTH Labrasol® ALF); u

HE COJEPKUT F'UAPOPUIBHOTO COPACTBOPUTENS, UIIH COAEPKUT
IPEeANOYTUTENbHO B 00ImeM konudecTse npubausurensHo 10 - 20 macc.% ogHOro Min
ABYX THAPOQUIBHBIX COPACTBOPUTEINEH, BBIOPAHHBIX U3 TPUITUILUTPATA, 3TAHONA, U
MOHOA3THUJIOBOTO 3(upa audstuiaeHrnukos (B ocobennoctu 10 - 20 macc.%
TPUSTHIILIUTPATA MJIM 3TAHOJA);

rae odiee KOJIMYECTBO, BRIPAXKEHHOE B MacC.%, BCIIOMOTATEIbHBIX BEIIECTB B
yKa3aHHOU cmecu coctasiisieT 100; u

rae obiee KOJIMYECTBO, BRIpAXKEHHOE B Macc.%, (hapMaleBTHYECKOM
koMno3uuuu cocrtasysier 100.

14) dpyroi#i BapuaHT OCYLIECTBICHUS U300PETEHUS] OTHOCHUTCS K
(dapmaneBTHUECKONW KOMIIO3UIIMU B COOTBETCTBUH C BAPUAHTOM OCYLIECTBICHHS 1),
KOTOpast COAEPIKUT:

e B 00meM konuuectBe npudausurensHo 0.075 - 4.5 macc.% (ocobenno B oOmem
konuuecTBe npubausutensHo 0.075 - 3 macc.%, B yacTHocTH npudnusurensHo 0.075
macc.%, 0.15 macc.%, 0.75 macc.%, 1.5 macc.%, unu 3 macc.%) (B mepecuere Ha

obmyro maccy papmanesruueckoin komnodunun) COEJJMHEHUWUSA; roe



10

15

20

25

30

56

COEJJMHEHME - npeanoutuTenbHO B GopMe CBOOOTHOrO OCHOBAHMUS;, WIH B popMe
dapmaneBTUUECKHU MPUEMIIEMOH CONIH;, U

¢ B 00IEeM KOJIMYECTBE MO MeHbILIel Mepe npubnusurenbHo 80 macc.%
(ocobGeHnHo no MeHbLIel Mepe npudauzuTeapHo 90 mMacc.%) (B mepecueTe Ha 00IIYIO
Maccy (papMaeBTHYeCKOH KOMITO3HMIINHN) CMECH BCIIOMOTaTeIbHBIX BEILIECTB; I/1e
yKa3aHHasi CMECh BCIIOMOTATEJIbHBIX BELIECTB COAECPIKHT:

> B o0mmem konuuectBe npudausutensHo 20 - 40 macc.% aunoduabHOro
BCIIOMOTATEJIbHOTO BEIIECTBA, 1€ YKA3aHHOE JTUMOPIIbHOE BCIOMOTATEIbHOE
BEIECTBO MpeACTaBIsieT CO00H 1,2-MpONananoIOBbIN CIOKHBIA MOHO3(GHD KUPHOH
KHCJIOTBI CO CpeHel NIUHON 1enu (0COOEHHO MPONMIEHTINKOIb MOHOKAIIPHIIAT, B
gactHOoCcTH Capryol™ 90);

B o0meM konuuectBe npudausutensHo 40 - 70 macc.% ruapopuibHOTO
NOBEPXHOCTHO-aKTUBHOI'O BEINECTBA, I€ YKa3aHHOE I'uApOo(UIbHOE MTOBEPXHOCTHO-
AKTUBHOE BEIIECTBO MPEACTABIAET COOOH MOTUITUICHTIHKOJb-AEPUBATU3UPOBAHHOE
IrUAPOTreHU3UPOBAHHOE KacTopoBoe Macio (ocobeHHo PEG-40 runporeHusnpoBaHHOE
KacTopoBoe mMacio, B yacTHocTH Kolliphor® RH40); u

HE€ COJEPIKUT TUAPOPUIBHOTO COPACTBOPUTENS, UIIH COAEPKUT
NPEeANOYTUTENBHO B 001eM konaudecTBe npudausurenbuo 10 - 20 macc.% oxHOTO MM
IBYX THUAPOQHMIBHBIX COPACTBOPUTENEH, BBIOPAHHBIX U3 TPUITHILUTPATA, S3TAHONA, U
MOHO3THJIOBOTO 3¢upa nusTuineHraukons (B ocodbennoctu 10 - 20 mace.%
TPUITUIILUTPATA WM 3TAHOJA),

rae oduiee KOJIMYECTBO, BBIPAXKEHHOE B Macc.%, BCIIOMOTaTE/IbHBIX BEINECTB B
yKka3zaHHOU cmecu cocrtasiisieT 100; u

rae obiee KOJIMYECTBO, BRIPAXKEHHOE B Macc.%, (hapMaLeBTHYECKOH
koMno3uuuu cocrtasysier 100.

15) [pyro#i BapuaHT OCYLIECTBIEHHUS U300PETEHUS OTHOCUTCS K
(apmManeBTHUECKONW KOMIIO3HIIUU B COOTBETCTBHUH C JIIOOBIM U3 BAPUAHTOB
ocymectByeHus 1) - 11), roe ykazaHHas CMeCh BCIIOMOTATEIbHBIX BEIIECTB HE
COAEPKUT THAPOPHUIBHOTO COPACTBOPUTEIS, HJIM YKa3aHHA CMECh BCIIOMOTAaTEIbHBIX
BEIECTB COAEPIKUT OJUH WJIU JIBA TUAPOQPIIIBHBIX COPACTBOPUTEINS, TIe
yKa3aHHBINA(bIE) THAPOPUIBHBIA COPACTBOPUTENb(M) HE3aBUCHMO BBIOpaH(bI) U3
TPUITHIILIUTPATA, TAHOJA, MOHO3THUJIIOBOTrO 3(pupa QUSTUIEHTINUKOIIS,
numetunaneramuna (DMA), numeruncynsdokcuna (AMCO), rmunepunrpuanerara

(Tpmauetun), N-merun-nupponuaunona (NMP), numerunuzocopbuna (DMI), 1,2-
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npomnaHauoia (IPOMUIICHTIUKOJb) U KUJKOTO HJIU MOJYyTBEPAOTO
MOJIMA TUIICHTIUKOJISA .

16) JIpyroii BapuaHT OCYILIECTBIEHUS U300pETEHUsI OTHOCUTCS K
(bapmaieBTUUECKONW KOMIO3UIIUN B COOTBETCTBUH C JIIOOBIM U3 BAPUAHTOB
ocymectByeHus 1) - 11), roe ykazaHHas CMeCh BCIIOMOTaTEJIbHBIX BEIIECTB HE
COZIEPIKUT TUAPOPUIBHOIO COPACTBOPUTEIISA, HIIM YKa3aHHAsA CMECh BCIIOMOTATENIbHBIX
BEIECTB COAECPIKUT OJUH WJIU JIBa TUAPOQPIIBHBIX COpacTBOpUTENs (0COOEHHO OMH
ruApOoUIBHBIA COPACTBOPHUTEND), II€ YKa3aHHBIH(bIE) THAPOPUIbHBIN(bIE)
COpacTBOPHUTENb(H), HE3ABUCHUMO BBIOpAaHHBIHN(bIE) U3 TPUITUILUTPATA, STAHOJA U
MOHO3THJIOBOTO 3pHUpa AUITUIECHTITUKOJIS.

17) Apyro#i BapuaHT OCYLIECTBIEHHS U300PETEHUSI OTHOCUTCS K
(apManeBTHUECKONW KOMIO3HIIUU B COOTBETCTBHUH C JIIOOBIM U3 BAPUAHTOB
ocymectBieHus 1) - 14), roe ykazaHHasi CMeCh BCIIOMOTATEIbHBIX BEIIECTB HE
COAEPKUT THAPOPHUIBHOTO COPACTBOPUTEIIS.

18) JIpyroii BapuaHT OCYILIECTBIEHHS U300PETEHUS OTHOCUTCS K
(dapmaneBTHUECKONW KOMIIO3UIIUN B COOTBETCTBUH C JIFOOBIM U3 BAPUAHTOB
ocymectByieHus 1) - 14), roe ykazaHHasi CMECh BCIIOMOTATEIbHBIX BEIIECTB COAEPIKHUT
OIMH TUuApOHIBHBINA COPACTBOPUTEND, KOTOPBIH NpencTaBiseT cobou
TPUITHIILIUTPAT, STAHOJ HJIM MOHO3THJIOBBIN 3(pUp TUITUIEHTIUKONISA; OCOOEHHO
TPUITHIILIUTPAT.

19) Ipyro#i BapuaHT OCYINECTBIEHHS N300PETEHHNSI OTHOCUTCS K
dapMaLeBTHYECKO KOMIIO3UIUH B COOTBETCTBUH C BAPUAHTOM OCYINECTBIEHUS 1),
KOTOpasi COCTOUT B OCHOBHOM H3:

e B 00mem konuuectBe npudausutensHo 0.075 - 4.5 macc.% (ocobenHo B oOuem
konuuecTBe npubauzutenpHo 0.075 - 3 macc.%, B yactHocTn npudnusurensHo 0.075
macc.%, 0.15 macc.%, 0.75 macc.%, 1.5 macc.%, unu 3 macc.%) (B mepecueTe Ha
obmyro maccy papmanesrudeckoin komnosunun) COEJJMHEHUSA; roe
COEJJMHEHME - npeanoutuTenbHO B (opMe CBOOOTHOrO OCHOBAHHUS;, WIIH B opMe
(dapManeBTHUECKH PUEMIIEMOH COJIH;, U

e B 00IIeM KOJNIMYECTBE MO MEHbIIeH Mepe mpubnusutenpHo 80 macc.%
(ocobenHo mo MeHbInel Mepe npudnusurtenpHo 90 mMacc.%) (B mepecdeTe Ha OOIIYIO
Maccy GpapMareBTUYEeCKOW KOMITO3HUIIMN ) CMECH BCIIOMOTaTEIbHbBIX BEIIECTB;, I

YKa3aHHass CMEChb BCIIOMOTATECJIbHBIX BCIICCTB COACPIKUT.
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> B 00mmeM konuuectBe npudansutensHo 20 - 40 macc.% aunoduapbHOro
BCIIOMOTaTEJIbHOIO BEIIECTBA, € yKa3aHHOe JIUNO(PUIBHOE BCIIOMOIraTeIbHOE
BEI[ECTBO MpPeACTaBIsieT co00H 1,2-MponaHaANONOBbIN CIOKHBIH MOHO3(UD KUPHON
KHCJIOTBI CO CpeaHeH NIuHOM nenu (0COOEHHO MPOMUIIEHIINKOIb MOHOKAIPHUJIAT, B
gactHOCTH Capryol™ 90);

B 00mmeM konuuectBe npubauzutenbHo 40 - 70 macc.% ruapopuibHOTO
MOBEPXHOCTHO-aKTUBHOIO BEINECTBA, Ie YKa3aHHOE ruapodUIbHOE MOBEPXHOCTHO-
AKTUBHOE BEIIECTBO MPEACTABIAET COOOH MOTUITUIICHTIMKOJIb-AEPUBATU3UPOBAHHOE
IUIPOreHU3UPOBAHHOE KacTopoBoe Macio (ocobeHHo PEG-40 runporeHu3upoBaHHOE
KacTopoBoe Macio, B yacTHocTH Kolliphor® RH40); u

HE COIEPIKHUT TUAPOPUIBHOTO COPACTBOPHUTENIS, UJIH COAEPKUT
NPEeANnOYTUTENBHO B 00ImeM koaudyecTBe npudausurenbuo 10 - 20 macc.% oxHOTO HIIH
IBYX THAPOQIIBHBIX COPACTBOPUTEINEH, BBIOPAHHBIX U3 TPUATHILUTPATA, STAHONA, U
MOHO3THUJIOBOTO 3¢upa AN3TUIEHTIHKOIA (B ocodernHocTn 10 - 20 macc.%
TPUSTHIILIUTPATA WU 3TAHOJA); WU

> B o0meM konuuectBe npudausurensHo 20 - 40 macc.% aunodunapHOro
BCIIOMOTaTEJIbHOIO BEI[ECTBA, € YKa3aHHOE JIUIO(PUIbHOE BCIOMOTATENbHOE
BEI[ECTBO MpPeACTaBIsieT CO00H 1,2-MpOnaHANONIOBbIN CIOKHBIH MOHO3(UD KUPHON
KHMCJIOTBI CO CpeHel NnuHOMN 1enu (0COOEHHO MPOMUIEHIJIUKOIb MOHOKAIPHUIIAT, B
gacTtHOCTH Capryol™ 90);

B 00mem konuyectse npudbnusurensHo 40 - 70 macc.% ruapoduiabHOrO
NOBEPXHOCTHO-aKTUBHOI'O BELIECTBA, 1€ YKa3aHHOE THAPOPUIbHOE TOBEPXHOCTHO-
AKTUBHOE BEIIECTBO MPEACTABIAET COOON MOTUITUIICHTJIMKOJIb-1ePUBATU3UPOBAHHBIH
TJIMIIEPUHOBBIN CJIIOXKHBIA MOHO-/TU3(UP JKUPHOH KUCIOTHI CO CPEeNHEN TIIMHON LemH
(ocobenno PEG-8 riauueprHOBBIN CIOKHBI MOHO- B AU3()Up KanpUIOBOH W/HIIH
KampUHOBOM KUCIOTHI, B yacTHOCTH Labrasol® ALF); u

HE COIEPIKUT TUAPOPUIBHOTO COPACTBOPHUTEIIS, UJIH COAEPKHUT
NPEeANOYTUTENBHO B 00ImeM koaudyecTBe npudnusurenbuo 10 - 20 macc.% oxHOTO HIIH
IBYX THAPOQIIIBHBIX COPACTBOPUTEINEH, BBIOPAHHBIX U3 TPUATHIILUTPATA, 3TAHONA, U
MOHO3THUJIOBOTO 3¢upa AN3TUIEHTINKOMA (B ocodernHocTn 10 - 20 macc.%
TPUSTIIILIUTPATA WJIA 3TAHOJA);

rae obiee KOJIMYECTBO, BIPAXKEHHOE B Macc.%, BCIIOMOTaTEIbHbIX BEIIECTB B

yKa3aHHOU cmecu cocrtasiisieT 100; u
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® He00SA3aTENBHO OJHOIO UJIM HECKOIBKUX JOMOJHUTENbHBIX OOBIYHO
IPUMEHUMBIX UHTPEAUEHTOB UJIN 100aBOK, BBIOPAHHBIX U3 OAHOTO MM HECKOJbKHX
AHTUOKCHUJIAHTOB, OHOT'O UJIM HECKOJBKHUX MOJUMEPHBIX HHI'HOUTOPOB
KPUCTAJIU3ALUY, OJHON MJIM HECKOJbKUX KUCJIOT, U/MJIN OAHOOTO MU HECKOJBKHUX
XeJaTUPYIOIINX areHTOB (0COOEHHO OAHOTO MJIM HECKOJbKUX AaHTHUOKCUAAHTOB,
OJIHOT'O MOJIMMEPHOTO MHTHOUTOpA KPUCTAJIN3AINHI, U/HIH OHOTO XeJaTUPYIOIIEero
areHTa, B YaCTHOCTH OJAHOTO WJIU IBYX AaHTHOKCHAAHTOB, KOTOPBIE MPEACTABISIOT
co00¥ OAMH MOTJIOTUTENb KUCIOPOAA W/ UK ONUH OOPBIBAIOINHI LIETb areHT);

rae obiee KOJIMYECTBO, BRIpAXKEHHOE B Macc.%, (hapMaLeBTHYECKOM
kommozuuu cocrasisier 100;

[roe mpeanmoYTUTENBHO CyMMa O0IIero KOJIM4eCTBa YKa3aHHOW CMeCcH
BCIIOMOTATENbHBIX BELIECTB, BHIPAXKEHHOTO B Macc.%, U, IpU HAIHMYUH, 00LIero
KOJINYECTBA YKAa3aHHBIX OOBIYHO MPUMEHUMBIX HHI'PEAHNEHTOB HJIH 100aBOK,
BbIpaKE€HHOTO B Macc.%, paBHsercsa 100 macc.% MuHyc cooTBeTcTByO1LIas macc.%
COEJJMHEHMA; Takum o6pa3om, cyMma O0LIero KOJIMYECTBA YKA3aHHOW CMeCH
BCIIOMOTATENbHBIX BEIIECTB M O0INEro KOJUYECTBA YKa3aHHOT'O OJHOTO WM JBYX
AHTHOKCHUJIAHTOB B OCOOEHHOCTH COCTAaBJIsIeT MPUOIU3UTENbHO 95.5 - 99.925 macc.%;
ocobeHHo npudnusurenpHo 97 - 99.925 macc.%, B 4aCTHOCTH NMPUOITU3UTETBHO
99.925 macc.%, 99.85 macc.%, 99.25 macc.%, 98.5 macc.%, unu 97 macc.%].

20) [Ipyro#i BapHaHT OCYIIECTBIEHHS N300PETEHUS OTHOCUTCS K
dapMaLieBTHYECKON KOMIIO3ULUH B COOTBETCTBUM C BAPUAHTOM OCYINECTBIEHUS 1),
KOTOpasi COCTOUT B OCHOBHOM U3:

e B 00mem konuuectBe npudausutensHo 0.075 - 4.5 macc.% (ocobenHo B oOuem
konnuecTBe npubauzutensHo 0.075 - 3 macc.%, B yacTHocTu npudnusurensHo 0.075
macc.%, 0.15 macc.%, 0.75 macc.%, 1.5 macc.%, unu 3 macc.%) (B mepecueTe Ha
obmyr maccy papmanesrudeckoin komnosunun) COEJJMHEHUSA; roe
COEJAMHEHME - npeanoutuTenbHO B (opMe CBOOOJHOIO OCHOBAHHUS; WIIH B opMe
(dapManeBTHUECKH PUEMIIEMOH COJIH;, U

e B 00IIeM KOJMYECTBE MO MEeHbIIEeH Mepe npubiauzurenpHo 80 macc.%
(ocobenHo mo MeHbInel Mepe npudnusurtenprHo 90 mMacc.%) (B mepecdeTe Ha OO0
Maccy GpapMareBTHYEeCKOW KOMITO3HUIIMN ) CMECH BCIIOMOTaTEIbHbBIX BEIIECTB;, Ie
yKa3aHHAasi CMECh BCIIOMOTATEbHBIX BEIIECTB COAEPIKUT:

> B 00mmeM konuuectBe npudnusutenvHo 20 - 40 macc.% aunoduabHOro

BCIIOMOTraTE€JIbHOTO BCIICCTBA, 1€ YKA3aHHOC J'II/II'IO(l)I/IJ'IbHOe BCIIOMOTIaTCJIbHOC
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BEIECTBO MpPeACTaBIsAeT CO00H 1,2-MPONaHANONIOBbIN CIOKHBIH MOHO3(UD KUPHOH
KHCJIOTBI CO CpeHel AnuHON 1enu (0COOEHHO MPOMUIEHIIUKOIb MOHOKATIPUIIAT, B
gactHocTH Capryol™ 90);

B 001mem konuyectse npudbansurensHo 40 - 70 macc.% ruapoduiapHOrO
NOBEPXHOCTHO-AaKTUBHOI'O BELIECTBA, II€ YKa3aHHOE THAPOPUIbHOE TOBEPXHOCTHO-
AKTHBHOE BEIEeCTBO MPEACTABISIET COOOH MOTUITUIIEHTJINKOJIb-1€PUBATH3HPOBAHHOE
TUIPOTeHU3UPOBAHHOE KacTopoBoe Macio (ocobenHo PEG-40 runporeHu3upoBaHHOE
KacTopoBoe macio, B yacTHocTH Kolliphor® RH40); u

HE COIEPIKUT TUAPOPUIBHOTO COPACTBOPHUTENIS, UJIH COAEPKHUT
NPEeANOYTUTENBHO B 001eM koaudecTBe npudnusurenbuo 10 - 20 macc.% oxHOTO HIIH
IBYX THAPOQIIIBHBIX COPACTBOPUTEINEH, BBIOPAHHBIX U3 TPUATHIILUTPATA, STAHONA, U
MOHO3THUJIOBOTO 3¢upa ANITUIEHTIHKOIA (B ocodernHocTn 10 - 20 macc.%
TPUSTHIILIUTPATA UJIM 3TAHOJA);

rae obiee KOJIMYECTBO, BBIPAXKEHHOE B Macc.%, BCIIOMOTaTEJIbHbBIX BEIIECTB B
yKa3aHHOU cmecu coctasiisieT 100; u

® He00SA3aTENBHO OJHOTO MUK HECKOIBKUX AOMOJIHUTENbHBIX O0BIYHO
IPUMEHUMBIX HHTPEANUEHTOB UJIM 100aBOK, BBIOPAHHBIX U3 OAHOTO MM HECKOJbKHX
AHTUOKCHUJIAHTOB, OHOI'0 UJIM HECKOJBKUX MOJUMEPHBIX HHIHOUTOPOB
KPUCTAJIN3ALUH, OTHON MJIM HECKOJbKUX KHUCJOT, U/ MM OAHOTO UJIU HECKOJBKHUX
XeJaTUPYIOLINX areHTOB (0COOEHHO OAHOTO UJIM HECKOJbKUX AaHTHUOKCHUAAHTOB,
OJTHOT'O MOJIMMEPHOTO MHTMONUTOpa KPUCTAJUIU3ALNH, U/HIJIH OJHOTO XeJIaTUPYIOIero
areHTa, B YaCTHOCTHU OJHOIO UJIHU JIByX AaHTHOKCHAAHTOB, KOTOPbIE MPEACTABISAIOT
co00¥ OAMH MOTJIOTUTENb KUCIOPOAa W/ UK OOUH OOPBIBAIOINUI LIENb areHT);

rae obiee KOJIMYECTBO, BRIPAXKEHHOE B Macc.%, (hapMaLeBTHYECKOH
kommo3uuuu cocrasisier 100;

[roe mpeanoYTUTENbHO CyMMa O0IIero KOJIM4eCTBa YKa3aHHONW CMecH
BCIIOMOTATENbHBIX BEIIECTB, BHIPAKEHHOTO B Macc.%, U, IpU HAIHMYUH, 00LIero
KOJINYECTBA YKa3aHHBIX OOBIYHO MPUMEHUMBIX HHT'PEANEHTOB HJIH 100aBOK,
BbIPAKEHHOTO B Macc.%, paBHserca 100 macc.% mMuHyc cooTBeTcTBylOLIast macc.%
COEJAMHEHMA; Takum o6pa3om, cyMma O0LIero KOJM4YeCTBa YKA3aHHOW CMeCH
BCIIOMOTATEJbHBIX BEIECTB M O0INEro KOJUYECTBA YKa3aHHOT'O OJHOTO WU JBYX
AHTHOKCUJIAHTOB B OCOOEHHOCTH COCTAaBJIsIeT MPUOIU3UTENbHO 95.5 - 99.925 macc.%;
ocobeHHo npubnusurenpHo 97 - 99.925 macc.%, B 4aCTHOCTH NMPUOIU3UTEIBHO

99.925 macc.%, 99.85 macc.%, 99.25 macc.%, 98.5 macc.%, unu 97 macc.%].
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21) [pyroii BapuaHT OCYLIECTBIEHHUS U300pPETEHUSI OTHOCUTCS K
dapMaLeBTHYECKOI KOMIIO3ULUH B COOTBETCTBUH C BAPUAHTOM OCYINECTBJIEHUS 1),
KOTOpasi COCTOUT B OCHOBHOM H3:

¢ B o0mem koauvectse npudausutenbHo 0.075 - 4.5 macc.% (ocobenHo B obmem
Koanuectse npudbausurenbuo 0.075 - 3 macc.%, B yactHOCTH npubnu3uTenbHo 0.075
macc.%, 0.15 macc.%, 0.75 macc.%, 1.5 macc.%, unu 3 macc.%) (B nmepecyere Ha
obmyro maccy papmanesrudeckoi komnosuiun) COEJJMHEHUSA; roe
COEJJUHEHME - npeanoutuTesbHO B opMe CBOOOJHOIO OCHOBAHHUS; WJIH B popMe
(apMaLeBTUYECKHU MPUEMIIEMOI COJIH; U

¢ B 00IIeM KOJIMYECTBE MO MEeHbIIEH Mepe npubiauzurenbHo 90 macc.% (B
nepecyere Ha o0y Maccy ¢papMaleBTUYECKONH KOMITO3ULINN) CMECH
BCIIOMOTraTEeJbHbIX BEI[ECTB; I€ YKa3aHHas CMEChb BCIIOMOTaTeIbHbIX BELIECTB
COIEPKUT:

> B 0o0meM konuuectBe npudausutensHo 20 - 40 macc.% aunoduapHOTO
BCIIOMOTATEJIbHOTO BEIECTBA, 1€ YKa3aHHOE JUMOPIIBHOE BCIIOMOTATEIbHOE
BEIECTBO MpPeACTaBIsieT cO00H 1,2-MPONaHANONIOBbIN CIOKHBIA MOHO3(HD KUPHOH
KHCJIOTBI CO CpeaHeH NInHOM nenu (0COOEHHO MPOMUIIEHIIUKOIb MOHOKAIPHUJIAT, B
gactHocTH Capryol™ 90);

B o0mmeM konuuectBe npubauzurtensbHo 40 - 70 macc.% ruapopuiabHOTO
NOBEPXHOCTHO-aKTHBHOI'O BELIECTBA, II€ YKa3aHHOE THAPOPUIbHOE TOBEPXHOCTHO-
AKTHBHOE BEIEeCTBO MPEACTABISIET COOOH MOTUITUIIEHTINKOJIb-1ePUBATH3HPOBAHHOE
TUAPOTEHU3UPOBAHHOE KacTOpoBoe Maciyio (ocobenHo PEG-40 rugporeHu3upoBaHHOE
KacTopoBoe macio, B yacTHocTH Kolliphor® RH40); u

HE COAEPKUT THAPOPUIBHOTO COPACTBOPUTENIS, UIIH COAEPIKUT
NPEeANnOYTUTENBHO B 001eM KoauvyecTBe npudausurenbuo 10 - 20 macc.% oxHOTO HIIH
ABYX THAPOQUIBHBIX COPACTBOPUTEIEH, BHIOPAHHBIX M3 TPUITUILUTPATA, ITAHONA, U
MOHO3THUJIOBOTO 3¢upa Au3TUIEHTIHKOoA (B ocodernHoctu 10 - 20 macc.%
TPUSTHIILIUTPATA WJIM 3TAHOJA);

rae oluiee KOJIMYECTBO, BBIpAXKEHHOE B Macc.%, BCIIOMOTATEJIbHBIX BEIIECTB B
yKa3aHHOU cmecu coctasiisieT 100; u

e HeoOs3aTeIbHO OJHMH HJIH ABA OOBIYHO MPUMEHUMbIX UHI'PEAHEHTA WU
n00aBOK, BBIOPAHHBIX U3 OJHOTO WJIH JBYX aHTHOKCHUIAHTOB, BIOPAHHBIX U3

> OJIHOTO MOTJIOTUTEJISI KUCJIOPOAa B KOJIMYECTBE HIKE NPUOIU3UTENBHO 2

macc.% (B mepecueTe Ha oOmMYy0 Maccy papManeBTHYECKON KOMIO3UIK) (0COOEHHO
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npubauszurensbuo 0.1-1 macc.%, ocobenno npudbauszurensuo 0.5 - 1 macc.%, B
JacTHOCTH npubnusurenpHo 1 macc.%), n/unu

> OAHOTO OOpBIBAIOLIETO LIEMb areHTa B KOJUYECTBE HUXKE
npubauszurenbHo 0.3 macc.% (B mepecuere Ha 00Iy0 Maccy hapmManeBTHYECKOI
komno3uiuu) (ocodbenno npubnusureapuo 0.05-0.2 macc.%, ocoOeHHO
npubauszurenbuo 0.05 - 0.1 macc.%, B yacTHocTH npudnusurenvuo 0.05 macc.% unu
0.1 macc.%);

[roe mpeanmoYTUTENbHO CyMMa O0IIero KOJM4eCTBa YKa3aHHONW CMeCcH
BCIIOMOTATEJbHBIX BELIECTB, BHIPAYKEHHOTO B Macc.%, U, IpU HAIHMYUH, 00LIero
KOJIMYECTBA YKa3aHHBIX OOBIYHO MPUMEHUMBIX HHI'PEAHUEHTOB HJIH 100aBOK,
BbIpaKEHHOTO B Macc.%, paBHsercs 100 macc.% MuHyc cooTBeTcTBYyOLIas Macc.%
COEJJMHEHMA; Takum o6pa3om, cyMma O0LIero KOJM4YeCTBa YKA3aHHOW CMeCH
BCIIOMOTATENbHBIX BEIIECTB M O0IIEro KOJUYeCTBA YKa3aHHOT'O OAHOT'O WJIU JBYX
AHTHOKCUJIAHTOB B OCOOEHHOCTH COCTAaBJIsIeT MPUOIU3UTENbHO 95.5 - 99.925 macc.%;
ocobenHo npubmmusurenpHo 97 - 99.925 macc.%, B 4aCTHOCTH MPHUOITU3UTEIBHO
99.925 macc.%, 99.85 macc.%, 99.25 macc.%, 98.5 macc.%, nnu 97 macc.%];

rae obiee KOJIMYECTBO, BBIpAXKEHHOE B Macc.%, (hapManeBTHIECKOM
koMno3uuuu cocrasisier 100.

22) B npyrom BapuaHTe OCYLIECTBJIEHUS, H300pETEHUE OTHOCHUTCS K
bapMaLeBTHYECKON KOMIIO3ULUH B COOTBETCTBUH C JIOOBIM U3 BAPUAHTOB
ocyuiecTBieHus n3obperenus 1) - 21), rae ykasaHHas papmaieBTHIECKas
KOMITO3UIUsI COCTOUT U3

e COEMHEHUNA,

® YKa3aHHOH CMECH BCIIOMOTATEJbHBIX BEIECTB (B COOTBETCTBUH C JIIOOBIM U3
BAPUAHTOB OCYINECTBJIEHUs n3obperenus 1) - 21)), u

® He00S3aTeNBHO OJHOTO UJIU HECKOJIBKUX OOBIYHO MPUMEHUMBIX HHI'PEIUECHTOB
wiu 100aBOK (B COOTBETCTBUH C JIOOBIM U3 BAPHUAHTOB ocyuiecTBiIeHUs 1) - 21) wnm B
COOTBETCTBHH C JIIOOBIM M3 BAPUAHTOB OCYINECTBJIECHUS U300peTeHus 23) - 28),
NPUBEACHHBIX HUXKE);

rae

> obmee konnuectso COEAMHEHUM A cocrasnser npubnusurensHo 0.07
— 0.08 macc.%; unu

> obmee konmmuectso COEJIMHEHUA cocraBnser npubnusurensuo 0.14

— 0.16 macc.%; unu
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> obmee konmmyectso COEAMHEHU S cocraBnser npubnusurenprao 0.7 —
0.8 macc.%; unu

> obmee xonnyectso COEAMMHEHUSA cocraBnser npubnusurenpro 1.4 —
1.6 macc.%; niau

e obmee konnuectso COEJJUHEHUSA cocTaBnser npubnusurenbHo 2.8 —
3.2 macc.%;

[roe monpasymeBaeTcs, 4TO, Kak CliecTBUE, CyMMa B Macc.%:

i. o0uero KoJU4YeCTBa YKa3aHHON CMECH BCIIOMOTATEIbHBIX BEIIECTB,
BbIpak€HHOE B Macc.%, u

il. TpU HATMYUHU, OOIErO KOJUYECTBA YKA3aHHOTO OJHOTO MIJIH HECKOJBbKHX
OOBIYHO MPUMEHHMbIX HHTPEJUEHTOB UJIU 100aBOK

cocrasysieT 100 macc.% munyc coorsercTByomas mace.% COEUHEHUA, kak
OTpeaeIeHO B ’TOM BAPHAHTE OCYINECTBJIECHUS U300peTeHHs 22); TAKUM 00pa3oMm,
yKa3aHHasi CyMMa COCTaBJISIET, COOTBETCTBEHHO, MpUOIN3uTENbHO 99.92 — 99 93
macc.%; unu npubnusutenbHo 99.84 — 99.86 macc.%; unu npubausuTenpHo 99.2 —
99.3 macc.%; unu npudnusurenpHo 98.4 — 98.6 macc.%; wnu npubaU3uTENBHHO 96.8 —
97.2 macc.%];

rae obiee KOJIMYECTBO, BEIpaAXKEHHOE B Macc.%, (hapMaLeBTHIECKOM
koMmnozuuuu cocrasysier 100.

KonuuecTBa, mpuBeieHHbIE B BAPUAHTE OCYLIECTBICHUS U300peTeHus 22),
NpeJHa3HAauYeHbl A1 JOCTUXKEHUs COAepkKaHUA JeKapCTBEHHOTo cpenctaa 0.5 mr, 1
mr, 5 mr, 10 mr, unu, coorBerctBeHHo, 20 Mmr COEJIMHEHM A B dpopme cBoOOIHOTO
ocHoBanus, rae B ocobennoctu COEIMHEHUE B kpucrannuueckoit popme
CcBOOOZHOTO OCHOBAHHS B COOTBETCTBUHU C JIOOBIM U3 BAPHUAHTOB OCYIIECTBIIEHHS
uzobperenus 37) - 42), npuBeASHHBIX HUXKE, UCTIOJB3YIOT IJIsl TOJIYYEeHUS TaAKOU
KOMITO3HITUH.

Hwke nmpuBeneHs! NOMOJHUTENbHBIC BAPHUAHTHI OCYIIECTBICHUS H300pETEHNUs,
OTHOCSIIUECS K KOMITIO3ULHSIM BapHaHTOB n3obperenus 1) - 22). Bo uzbexanue
KaKOH-THO0 HEONPENeIEeHHOCTH CIeAyeT MOHUMATh, YTO (papMareBTHIECKHE
KOMITO3HIINH, KaK ONPENEJIEHO B BAPHAHTAX OCYIIECTBICHUS n300peTeHus 1) - 22),
MOTYT AOTOJHUTENBHO COAEPIKATh OOBIYHO MPUMEHUMbIE HHIPEIUEHTHI UIIH 100aBKH,
r7ie yKa3aHHble OOBIYHO MPUMEHUMbIE HHTPEIUEHTHl HJIN 10OaBKU BHIOpPAHbI U3 OJHOTO
WJIM HECKOJIbKHMX MOJIMMEPOB, BKJIIOUYAs MOJUMEPHbIE HHIHOUTOPBI KPUCTAJIIN3 AN,

OAHOI0 MJIU HECKOJBKHUX daHTHOKCHUIAHTOB, OI[HOI\/'I HNJIN HECKOJIBKHUX KHCJIOT, 150470197
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OJTHOTO WUIM HECKOJIbKUX XEJNIaTUPYIOLIUX areHTOB, 32 UCKIIOYEHUEM CIy4aeB, KOTraa
SABHO YKa3aHO WHoe (quantum satis, T.e. T1e MAaKCUMAaJbHbI€ KOJUYECTBA CMECHU
BCIIOMOTATENbHBIX BELIECTB MOTYT HY)XAAaTbCS B YCTAHOBJIEHUHU HA KOJHUYECTBO
YKa3aHHBIX MMOJHUMEPOB, KUCIOT, W/ MJIM AHTHOKCHAAHTOB JJISl TOJy4eHHUsT 001ero
koamuectBa 100 macc.% (apmaneBTHUECKOH KOMITO3UIINH, 110 AHAJIOTUHU C IIPUMEPOM,
NPUBEJACHHBIM B BApUAHTE OCYLIECTBICHHUSI n3o0pereHus 9)).

23) [pyro#i BapuaHT OCYLIECTBJIEHHS U300PETEHUS OTHOCUTCS K
(apManeBTUYECKOW KOMIIO3HIIUU B COOTBETCTBHUH C JIIOOBIM U3 BAPUAHTOB
ocymecTByieHus 1) - 22), rae ykazaHHas papmaueBTH4YeCKass KOMIO3UIUS
JOTIOJTHUTEJIBHO COAEPIKUT JAOTOJHUTENbHbIE OOBIYHO MPUMEHUMbIE UHTPEIHEHTHI HIIH
no0aBKH, Tie YKa3aHHbIE OOBIYHO MPUMEHUMbIE HHTPEIHEHTHI HJIH JOOABKHU B
0COOEHHOCTH BBIOPAHBI U3 OJHOTO HJIM HECKOJbKHUX MOJIHUMEPOB, KOTOpPbhIE
NPEeACTaBISAIOT COO0H MOTUMEpPHBbIE HHTHOUTOPBI KPUCTAJUTU3ALUN, OTHOTO HIIH
HECKOJbKUX aHTHOKCUIAHTOB, OJTHOW MJIM HECKOJBKUX KHCJIOT, U/UIU OJHOTO UIIH
HECKOJIbKUX XEJATHPYIOLUIUX areHTOB.

B nmopBapmaHTe ocymecTBiIeHHs U300peTeHusl yKa3aHHas ¢papMaleBTUIeCcKas
koMno3uuus coctouT B ocHoBHOM u3 COEJIMHEHW S, cmecu BcmomoraTenbHBIX
BEIECTB, KaK YETKO ONpeaAeeHO (T.€. OHAa He CONEPIKUT KaKUX-JIU00 OOBIYHO
NPUMEHUMBIX UHTPEAHEHTOB UM 100aBOK). B Apyrom noaBapuaHTe OCyIIEeCTBIEHUS
n300peTeHus yKka3aHHas (papMareBTHIEeCKasi KOMIIO3ULHUS NPEANOUYTHTENBHO COCTOUT
B ocHoBHOM n3 COEJ/IMHEHUM I, cMech BCmOMOTaTeNbHBIX BEIIECTB, KaK Y€TKO
OmpeaeseHo, U, JOMIHUTEIbHO, OOBIMHO MPUMEHUMbIE HHI'PEAUEHTHI UJIH JOOABKH,
BbIOpaHHBIE U3 OJTHOTO WJIM HECKOJIbKUX MOJMMEPOB, KOTOPbIE MPEACTABISAIOT COO0M
NOJIMMEPHbIE UHTUOUTOPBI KPUCTAJLUTU3ALUU, OTHOTO HJIU HECKOJbKHUX
AHTUOKCHUJIAHTOB, OHOHN MJIM HECKOJbKUX KUCJOT, W/ HJIM OJHOTO HJIM HECKOJbKHUX
XENATHPYIOIMUX areHToB (0COOEHHO OJHOTO UJIM ABYX AHTHOKCUIAHTOB H
HeoOsI3aTeTbHO XEeJaTUPYIOIIEero areHTa) (T.€. KOTOpble He MPENCTaABISIOT COOO0M
yKa3aHHbIE OOBIYHO MPUMEHUMbIE HHTPEIUEHTHI I 100aBKH, B OCOOEHHOCTH OJMH
WU J1BA aHTHOKCHUAAHTA U HE00SA3aTENbHO XeNaTUPYIOIIUN areHT, YKa3aHHas
dapmaneBTHUECKAs] KOMITO3ULIHS HE COAEPKUT KaKUX-JIUOO NOMOJHUTEIbHBIX OOBIYHO
NPUMEHUMBIX HHTPEIHEHTOB U 100aBOK).

24) B npyrom BapuaHTe OCYLIECTBIICHHUS N300peTeHUsI, U300pETEeHNE OTHOCUTCS
K papManeBTHYECKONH KOMIIO3UIIMU B COOTBETCTBUHU C JIOOBIM U3 BAPUAHTOB

ocymecTByeHus 1) - 22), rae ykazaHHas papManeBTHIECKasi KOMIIO3ULIHS
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® HE COJEPIKUT XEeJATUPYIOIIEro areHTa; KUCJOThl;, NOJUMepa; U MOJTUMEPHOTO
uHruoburopa kpucramnuzauuu (PCI); u

® HE COJEPKUT AHTHOKCUAAHTOB, MJIM COAEPKUT OJUH MJIU 1BA AHTUOKCHUIAHTA.

25) JIpyroii BapuaHT OCYLIECTBIEHUS U300peTEeHUs OTHOCUTCS K
bapMaLeBTHYECKON KOMIIO3UIUHU B COOTBETCTBUH C JIOOBIM U3 BAPUAHTOB
ocymecTBieHus 1) - 24), rae ykazaHHas papmaneBTH4YeCKass KOMIO3HUIUS COAEPIKUT
MaKCHUMaJbHOE KOJUYECTBO OJHOTO HMJIM ABYX aHTHOKCHIAHTOB (OCOOEHHO OJHOTO
MOTJIOTUTENISI KUCIIOPOAa /U OJHOTO OOPBIBAIOIIErO LIEMb areHTa).

B nmopBapuaHTe ocymecTBiIeHHs] U300peTeHUsl YKa3aHHas papMaleBTHIeCKas
kommno3unus cocrout u3 COEJJMHEHU A, cmecn BcmoMoratenbHBIX BEIIECTB, Kak
YETKO OMpPENeNIeHO, U, JOMOJHUTEIbHO, OJHOTO HJIM ABYX aHTHOKCHUIAHTOB (OXHOTO
MOTJIOTUTENISI KUCIIOPOa U/ U OJHOTO OOPBIBAIOIIErO LIEMb areHTa), T.€. KOTOphIe He
NPEACTaBISAIOT COOOH YKa3aHHbIE aHTHOKCUIAHTHI, OHA HE CONEPIKUT KaKUX-JIHOO
APYrux OOBIYHO MPUMEHHMBIX HHTPEJUEHTOB MU N100aBOK.

26) B npyrom BapuaHTe OCYLIECTBIECHHUS U300peTeHUsI, U300pETEeHNE OTHOCUTCS
K papManeBTHYECKONH KOMIO3UIINU B COOTBETCTBUHU C JIOOBIM U3 BAPUAHTOB
ocymecTtByeHus 1) - 25), rae ykazaHHas GapMaeBTHIECKasi KOMIO3ULHS COAEPIKHUT

® O/IUH MOTJOTUTENb KHUCIOPOAA;, UIIH

® CMeCh OJHOT'O MOTJOTUTEN S KUCIOPOAa U OJHOTO OOPBIBAIOIIEro L[eMb areHTa.

27) B apyrom BapuaHTe OCYIIECTBJICHHS U300peTeHus, n300peTeHne OTHOCUTCS
K apmManeBTHYECKONH KOMIIO3UIIMU B COOTBETCTBUU C JIIOOBIM M3 BAPUAHTOB
ocymecTByieHus 1) - 26), rae, Npu HAJIUYUK, YKA3aHHBIA MOTJIOTUTEb KHCIOPOaa
(KOTOpBIH MPEANOUYTUTENBHO MpeacTaBsieT co00i acKOpPOUIMaTbMHUTAT)
NPUCYTCTBYET MO OTHOLIEHHIO K 001Iel Macce papMaleBTHUYECKOW KOMIIO3UIUH B
KOJIMYECTBE HIKE MpUOIu3uTeNbHO 2 Macc.% (ocobenno npubnauszurenpHo 0.1-1
macc.%, ocobenHo npubausurenpHo 0.5 - 1 macc.%, B 4aCTHOCTH NPUOIU3UTENBHO |
Macc.%).

28) B npyrom BapuaHTe OCYLIECTBICHHUS U300peTeHUsI, U300pETEeHNE OTHOCUTCS
K papManeBTHYECKOH KOMIO3UIINU B COOTBETCTBUH C JIOOBIM U3 BAPUAHTOB
ocymecTByeHus 1) - 27), rae, npu HATUYUH, OOPBIBAIOINNHN II€Mb areHT (KOTOPbIH
NPEennoYTUTEbHO npeacTasiisieT coboil DL-anpda-Trokodepunanerar, nponuiaraiiar,
BHT, unu BHA, oco6enno nponunrauiat win DL-ansda-Tokodepunamnerar)

NPUCYTCTBYET IO OTHOLIEHHIO K 001Iel Macce ¢papMaLeBTUUECKON KOMIO3UIUH B
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KoJquyecTBe Hike npudbnusurenbuo 0.3 macc.% (ocobenno npudbauzurensHo 0.05-0.2
macc.%, ocodenHo npubnusurenpHo 0.05 - 0.1 macc.%, B 4aCTHOCTU NPUOIU3UTENBHO
0.05 macc.% unu 0.1 macc.%).

29) B apyrom BapuaHTe OCYILIECTBJICHHS U300peTeHus, n300peTeHne OTHOCUTCS
K apmManeBTUYECKOH KOMIIO3UIIUU B COOTBETCTBUU C JIIOOBIM M3 BAPUAHTOB
ocyiecTByieHus 1) - 28), KOTOPOIi 3aNOJHAIOT Kancyyibl (0COOEHHO MSTKHE
JKEJTATUHOBBIE KAICYJIbl, B YaCTHOCTH MATKHE KEJATHHOBBIE KAICYJIbl pa3MepPOM 5 -
16, B wactHOCTH pazmepom 8.5, 10, wiu 12).

30) B npyrom BapuaHTe OCYLIECTBICHHS U300peTeHUs, NU300pETEHNE OTHOCUTCS
K apManeBTHYECKOH KOMIO3UIUU B COOTBETCTBUH C BAPUAHTOM OCYIIECTBIICHHUS
nzo0pereHus 29), rae ykazaHHbIE KaICyJIbl 3aNOJTHSAIOTCS B aTMOC(epe HHEPTHOTO
rasza (Takol kak, B ocoOeHHOCTH, aTMOcdepa a3ora uim arMmocdepa aprosa).

31) B npyrom BapuaHTe OCYLIECTBICHHUS N300peTeHUs, NU300pETEHNE OTHOCUTCS
K papManeBTHYECKONH KOMIO3ULIINU B COOTBETCTBUU C BAPUAHTAMHU OCYILNECTBICHUS
uzobperenus 29) wiu 30), rae papManeBTHIESCKON KOMIO3UIHEH 3aMOJHSIOT
KamcyJbl, 0OCOOEHHO MSTKHE JKEJaTHHOBBIE KAICYJIbl, IPU TEMIIEPATYPE MEXKAY
KOMHATHOH TeMnepaTtypoil u npudauzurenbuo 50 °C (ocoOeHHO Mexay
npubmuszurensbHo 30 - 40 °C, ocobenno npu npubauszurensHo 35 °C).

32) B npyrom BapuaHTe OCYLIECTBJIECHHUSA N300peTeHUsI, U300pETEeHNE OTHOCUTCS
K apmManeBTHYECKONW KOMIIO3HIIUU B COOTBETCTBUU C JIIOOBIM M3 BAPUAHTOB
ocymecTBieHus 1) - 28), rae papmaueBTHYECKass KOMIO3HIUS MPEACTABIIET COOOM
JKUJKOCTh MIPU TEMIIEPATYPE MEXKIYy KOMHATHON TeMIeparypoil u npudiau3uTenbHo 60
°C (ocobenno mexnay nmpubdnusutrenbHo 30 - 50 °C, ocoOeHHO nmpu MPUOIUZUTENBHO 35
°C).

33) B npyrom BapuaHTe OCYLIECTBICHHUS U300peTeHUs, NU300pETEHNE OTHOCUTCS
K papManeBTHYECKOH KOMIO3UIINU B COOTBETCTBUH C JIOOBIM U3 BAPUAHTOB
ocymectBieHus 1) - 32), rae, B ciydae, koraa ¢papManeBTUUECKOH KOMIO3UIUEH
3aMOJHSAIOT MSTKUE JKEJIATHHOBBIE KAICYJIbl, YKa3aHHOU (papMaleBTUUECKOM
KOMITO3HUIIEH 3aMONHSIIOT YKa3aHHbIE MATKHE JKEJTATUHOBBIE KAICYJIbI IPH
TeMIepaType MeXay KOMHAaTHOH Temmeparype u npubnusureiabno 40°C (ocobeHHO
mexay npudnusurenvHo 30°C u 38°C, ocobenno npu npubauszurensHo 35°C); u
dapmaneBTHUECKAs] KOMITO3ULIHS MPEACTABIsIET COOOM KUIKOCTh IPU TEMIIEpaType
MEKJly KOMHAaTHOU Temrepatypoi u npudbausurenbHo 40°C (ocobeHHO Mexay

npubnusurensHo 30°C u 38°C, ocobenHo npu npubauzurenpbHo 35°C).
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34) B uerBepTOM acnekTe, U300peTeHNE OTHOCUTCS K (papMaLleBTUYECKON
KOMITIO3UIIMU B COOTBETCTBUH C JIIOOBIM M3 BapUAHTOB ocyLiecTBIeHus 1) - 33), rae
ykazanHoe COE/IMHEHUE ucnonp3yercs B KpUCTANIHYECKON (hopMe, OCOOEHHO B IO
CYTH YHUCTOHN KPHUCTANINYECKONH popMe, IS MOJyUEeHUS YKA3aHHON KOMIIO3HUIIUH.

CnenyeTr moHMMATh, YTO KpUCTAIINYECKass GopMa, UCIIOIb3yeMas B
COOTBETCTBHH C BAPUAHTOM OCYIIECTBJIECHHS U300peTeHus 34), COnep uT
COEJJUMHEHME B kpucTamauyeckoi ¢opMe, KOTOpasi MOKET OBITh KPUCTANIHYECKOM
dbopmoit COEJJTMHEHUA B hopme cBOOOIHOTO OCHOBAaHUS, KPUCTAIIMYECKOU
dopmoiit COEJJUHEHUA B popme cBOOOIHOTO OCHOBAaHUS, T/I€ YKa3aHHAs
KpHCTaJIn4Yeckas (opMa nmpeacraBiseT coO0i COKPHCTAI, HJIH KPUCTAIIINYECKON
dopmoiit COEJJUHEHUA B popme papmaneBTHUECKH MPUEMIIEMONH COJHU, HIIH
coipBata 060 u3 3Tux popm. Kpome Toro, ykazaHHble KpUCTAIINYECKHE (HOPMBI
MOTYT COAEPKATh HEKOOPAUHUPOBAHHBIA W/HJIM KOOPIAUHUPOBAHHBIN PACTBOPUTEIb.
KoopauHupOBaHHBIN pacTBOPUTENb UCIIONB3YETCS B JTAHHOM JOKYMEHTE KaK TEPMUH
1151 0003HAYEHHS] KPUCTAJUNIMYECKOTO cobBaTa. Tak ke, HEKOOPANHHUPOBAHHBIN
pPacTBOPHUTEINb UCIOIb3YETCS B JAHHOM JOKYMEHTE KaK TePMHH 1151 0003HAYCHHS
¢usnocopOUpoOBaHHOrO UK PU3UUECKH 3aXBAUEHHOIO PacTBOpUTENS (ONpeneneHus B
coorBercTBuu ¢ Polymorphism in Pharmaceutical Industry (Ed. R. Hilfiker, VCH,
2006), Chapter 8: U.J. Griesser: Importance of Solvats). Takas kpucraninaeckas
(dopma MOKET MpencTaBIsATh CO0OI B 0OCOOEHHOCTH aHTUAPAT, T.€. OHA HE CONEPIKUT
3HAYUTEJNBHOIO KOJIMYECTBA CKOOPAUHUPOBAHHON BOJBI, UM FUApaT (TaKoH Kak
HOJIyTUAPAT, MOHOTHAPAT MIIM AUTHIAPAT), T.€. OHA COAEPIKHUT, HAPUMED,
npubau3uTenbHo 0.5 - 2 3KBUBAJIEHTOB KOOPAUHUPOBAHHOM BOJBI (B OCOOEHHOCTH,
HanpuMmep, 0.5, 1, unu 2 3KB. BOABI), U MOXKET CONEPKATH NOMOJTHUTETIbHBII
HEKOOPIMHUPOBAHHBIN PACTBOPUTENb, TAKOW KaK M30MPOINAHOJ, 3TAHOJI W/HIJIH BOJA,
0ocoOeHHO BOJA.

35) B npyrom BapuaHTe OCYINECTBJIEHUs, N300peTeHne OTHOCUTCS K
(apmaneBTHUECKONW KOMIIO3HIIUU B COOTBETCTBHUH C JIIOOBIM U3 BAPUAHTOB
ocymectBienus 1) - 34), rne COEJJMUHEHUE B ¢popme ¢cBOOOIHOTO OCHOBaHUS
UCIIONB3YIOT AJIS MOJyYEHHUs] YKA3aHHOW KOMITO3HMIUH.

36) B npyrom BapuaHTe OCYIIECTBJICHUs, N300pETeHNEe OTHOCUTCS K
(dapmaneBTHUECKONW KOMIO3UIIMN B COOTBETCTBHUH C JIIOOBIM U3 BAPUAHTOB

ocymectBieHus 1) - 34), rne ykazannoe COEJJMHEHUE B ¢opme cBoboaHOro
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OCHOBaHUS UCIIOJB3YIOT B KPUCTAIINYECKON (popme, 0OCOOEHHO B MO CYTH YUCTOH
KPUCTANINYECKON popme, sl MOTyUYeHUs YKa3aHHONW KOMIIO3UIIUU.

B nmpeanoutuTenpHOM MOABapHAHTE OCYIIECTBIEHUS U300peTEeHUs, Takas
kpuctannudeckas popma COEJMHEHUMA B popme cBoOOIHOTO OCHOBAHUS B
COOTBETCTBHH C BAPHUAHTOM OCYIIECTBIIEHHs n3o0peTeHus 36) npeacrasiuseT coOoi
aHTUApAT.

B npyrom noaBapuaHTe OCYINECTBJIEHUSI U300PETEeHHS, TaKas KPUCTAJIINIECKAs
dbopma COEJJMHEHUSA B hopme cBOOOIHOTO OCHOBAaHUS B COOTBETCTBUU C
BAPUAHTOM OCYILIECTBJICHUSI U300peTeHus 36) npencrapiseT coOOi TuaApaT, KOTOPBIH
copepxut npubausutenbHo 0.5 - 2 3kB. (ocoOeHHO npubAN3UTETBbHO 1 5KB.)
KOOPAWHUPOBAHHOMN BOJBI.

37) B uerBepTOM acmekTe, U300pETEHNE OTHOCUTCS K KPUCTAIIINYECKOH popme
COEIMHEHMNA, xoTopas oTiu4aeTcs NIPUCYTCTBUEM NMUKOB B JUarpaMmme
NOPOIIKOBOW PEHTTEHOBCKOH MU paKkuy NpHU CIEAYIOIMUX yriax pedpakuuu 26: 6.2°,
9.5°,u 14.4°.

38) Jlpyroii BapuaHT OCYIIECTBIEHUS U300PETEHUSI OTHOCUTCS K
kpuctainnuyeckoi popme COEJJMHEHM S B coOTBETCTBUH C BAPHAHTOM
OCyIeCTBJIEeHUs n300peTeHus 37), KOTOpas OTIMYAETCS MPUCYTCTBUEM IUKOB B
auarpaMme MOpPOLIKOBON PEHTI€HOBCKOHN Audpakuuy Npu CIenyOIUX yriax
pedpakuuu 20: 6.2°, 9.5° 14.4°, 15.7°, n 18.6°.

39) Apyro#i BapuaHT OCYINECTBIEHUS U300PETEHHSI OTHOCUTCS K K
kpuctamndeckoit popme COEJJMHEHMSA B cOOTBETCTBUHU ¢ BAPUAHTOM
OCyIIeCTBJIEHUs n300peTeHus 37), KOTOpask OTIMYAETCS MPUCYTCTBUEM MUKOB B
auarpaMme MOpPOLIKOBON PEHTI€HOBCKON AUPPAKLUU MPH CAEAYIOMMX Yriiax
pedpaxumu 26: 6.2°, 9.5°, 13.9°, 14.4°, 15.3°, 15.7°, 18.6°, 20.0°, 21.5°, u 23.6°.

Bo uszbekaHue kakux-au00 HEIOpPa3yMEeHHUH, KaAbli pa3, KOTAa OJUH U3
BbILIIEYKAa3aHHBIX BAPHAHTOB OCYLIECTBJIEHUS OTHOCUTCA K "MHUKaM B [Uarpamme
NOPOIIKOBOW PEHTIEHOBCKOHN AU pakiuy Mpu CIeAYIOIMNX yriax pedppakunu 26",
YKa3aHHYIO AUarpaMmy MOPOIIKOBOH PEHTTE€HOBCKOW AU PAKINH MMOJYyYAIOT MyTEM
ucrnonb3oBaHus komOunuposanHoro u3nyuenus Cu Kol u Ko2, 6e3 ynanenus Kao2; n
clielyeT MOHUMATh, YTO TOYHOCTb 3HaYEHUN 20, NpUBENEHHBIX B 1aHHOM JIOKYMEHTE,
HaxoauTcs B auamnasone +/- 0.1-0.2°. B ocobeHHOCTH, NIPU 3alaHUHU yria pedpaKkLuu
2tera (20) nns nuKa B BApUAHTAaX OCYINECTBJIEHUs U300peTeHus u popmye

n300peTeHus], IpUBEeHHOE 3HaueHue 260 cienyer NOHUMaTh KaKk HHTEpPBal OT
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yKa3aHHOTO 3HaueHus MUHYC 0.2° o ykazaHHOTO 3HaueHus miroc 0.2° (26 +/- 0.2°); u
NPEANOYTUTENBHO OT YKa3aHHOTO 3HaueHuss MuHyc 0.1° 10 ykazaHHOTro 3HaAYEHUS
wrroc 0.1° (26 +/- 0.1°).

40) Ipyroi BapuaHT OCYLIECTBIEHUS U300peTEHUs OTHOCUTCS K
kpuctannundeckoit popme COEJJMHEHM A B cOOTBETCTBHH € JIOOBIM U3 BAPUAHTOB
ocyinecTBieHUus n3obperenus 37) - 39), koTopas IO CyTH MOKAa3bIBAET KAPTHHY
MOPOIIKOBOW PEHTTeHOBCKOHN nudpakium, Kak mokazaHo Ha @ur. 1

41) [Apyroii BapuaHT OCYLIECTBJIEHHS U300PETEHUS OTHOCUTCS K
kpuctaimnyeckoi popme COEJJUHEHU S B cooTBeTCTBUH € JIIOOBIM U3 BAPUAHTOB
ocymecTByIeHus nu3obperenus 37) - 40), KoTopass UMeeT TeMIEPaTypy IMJIABICHUS
npubnusurensHo 163°C, kak onpeneneHo ¢ momMoubo nuddepeHunantbHON
CKaHUPYIOIIEH KaJOPUMETPHH, HAIPUMEP, UCIIONb3YsI METO/I, KaK OMHUCAHO B JTAHHOM
OOKYMeHTE (Tze clenyeT NMOHUMATh, YTO TEPMHH ‘TeMIleparypa NiaBJIeHUus
OTHOCHTCS K MUKOBOU Temmepatype, Habmonaemoit B DSC).

42) JIpyroii BapuaHT OCYLIECTBJIEHHUS U300PETEHUS OTHOCUTCS K
kpuctainnndeckoit popme COEJJMHEHU A B cooTBeTcTBUM € MOOBIM U3 BAPUAHTOB
ocymecTByieHUus: n3o0pererus 37) - 41), rae ykazaHHyo0 GopMy MOJTYyHarOT MyTEM:

a) cmemuBanuss COEJJMHEHUW A kxax amop¢HOro semecrna ¢
npubInM3uTENbHO 7 00. 3TaHONA,

b) HarpeBanus 1o IT (BHyTpeHHss Temneparypa) npubnuzurensHo 78 °C
(c oOpazoBaHHEM YHCTOTO PacCTBOPA);

c) oxnaxaeHus 1o IT npubnuszurensuo 0°C u nepeMeninBaHusl B TEYEHUE
o MeHblel Mepe 1 4 (0coOeHHO 1Mo MeHblel Mepe npubausutreabHo 10 1) npu 0 °C;

d) (GuUIBTPOBAHUS U MPOMBIBAHUS OCTATKA Ha PUIbTpPE ¢ moMoub0 2 00.
XOJIOHOTO 3TaHOJA; U

e) cymku npoaykra (ocobenno npu npubnuszurensuo 40 °C) npu
MOHMKEHHOM J1aByieHuu (ocobeHHo npu npubnusureabuo 10 mOap).

43) JIOmONHUTENbHBIH aCTIEKT U300PETEHHS] OTHOCUTCS K KPUCTAJITUYECKON
dopme COEJJUHEHUM S B cOOTBETCTBHU C JIFOOBIM U3 BAPUAHTOB OCYILIECTBICHUS
uzobperenus 37) - 42), nis IpUMEHEHHUS ISl H3TOTOBJICHUS (hapMaleBTHYECKOM
KOMIIO3MIINY, T7I€ YKa3aHHas papMaLeBTHIECKAas: KOMIIO3UIUS COAEPIKUT B KAaUECTBE
aktuBHoro unrpequenta COEJJMHEHUE, u no meHbiueit Mmepe oaHO
dapmMareBTHUECKH MPUEMIIEMOIO BEIeCTBa-HOCUTENA. B cOOEHHOCTH, 3TOT BapuaHT

OCyIeCTBJIEHUs N300peTeHus 43) OTHOCUTCA K KpUCTAINYECKOH Gopme
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COEJJMHEHMS B cOOTBETCTBHU C JIIOOBIM U3 BAPUAHTOB OCYIECTBJICHUS
nzo0perenus 37) - 42), 0 npuMeHEeHUs IJIs1 U3rOTOBIEHUA (papMaleBTUUECKON
KOMIIO3UIIMU B COOTBETCTBUH C JIIOOBIM M3 BAaPUAHTOB OCyLIeCcTBIeHHs 1) - 36).

Bo u3bexanue kakux-1ud0 HEAOPa3yMEHUN, aCIIEKThl BAPUAHTA OCYECTBICHUS
n3o0pereHust 43) OTHOCATCS K KPUCTANIMUECKON (opMe B COOTBETCTBUHU C JIIOOBIM U3
BAPUAHTOB OCYINECTBJIEHUs U300peTeHus 37) - 42), KOTopas sIBJISIETCS MOAXOASLIeH
11 U3TOTOBJICHUS (hapMaLeBTUUECKOW KOMIO3UIIMHU/KOTOPYIO UCTIONB3YIOT KaK
koHeuHywo ctaauto Beigesnenus COEAMHEHM A (nanpumep, st COOTBETCTBUSA
TpeOOBAHUSIM YUCTOTHI (PapMaLEeBTUUECKONW MPOAYKLHH ), TOT1a KaK KOHEUHAs
(apmaneBTHUECKas] KOMITO3ULIHS B COOTBETCTBUU C BAPUAHTOM OCYIIECTBIICHHS
nzo0pereHus 43) He CONEPKUT YKA3aHHYI0 KPUCTAIIINYECKYI0 GOopMy (ITOCKOIBKY
nepBOHaYaIbHYIO Kpuctamnuueckyw Gopmy COEAMHEHMA pactBopsioT B
dapmaneBTHUEeCKH TpueMIIeMOM(BIX) BelIecTBe(ax )-HOCUTENE(SX); TAKUM 00pa3oM, B
koHeuHOH (papmauneBTrueckoii komnozuunu, COEJJMHEHUE npucyrtcTByer B
pactBopeHHOI popme). JIF0OyI0 CCBUIKY Ha KPUCTAIIUYECKYIO GOopMy
COEAVHEHUA nns npuMeHEHHUs B U3TOTOBJIEHUU OMNPEACTIEHHON
(bapmaneBTUUECKON KOMIIO3UIIUHU CIEAYEeT MOHUMATh KaK TaK)Ke OTHOCSAILIYIOCS K
NPUMEHEHUIO YKa3aHHOW KPUCTAJIINYECKOH (GOPMBI AJIs MOJNYUEHHS YKa3aHHOM
(bapmaneBTUUECKON KOMIO3UIIUHU, U CIIOCOOY MOJNyUeHUsl YKa3aHHOH
bapMaLeBTHYECKOH KOMIIO3ULUH, KOTOPBIH BKJIIOYAET MPUMEHEHNE YKa3aHHOM
kpucrannunyeckoit popmer COEJJMHEHUA.

44) JIoTOJHUTENbHBIM BAPUAHT OCYINECTBIEHUs] U300pEeTEeHHs, TAKMUM 00pa3om,
OTHOCHUTCS K (papMaLleBTHYECKON KOMITO3UILIMH, CONEPIKaIeil B Ka4eCTBe aKTUBHOTO
unrpeauenta COEJJMUHEHUE [ocobeHHO Kk papmMarieBTU4ECKONH KOMIO3ULINH B
COOTBETCTBHU C JIIOOBIM M3 BAPUAHTOB OCYINEeCTBJEeHUs 1) - 36)], rae yka3aHHYIO
(apManeBTUYECKYI0 KOMITO3UIUIO MMOJYYAIT, HCIOJb3Ysl KPUCTAJUIHIECKYIO popmy
COEJJMHEHMA B cOOTBETCTBHU C JIIOOBIM U3 BAPUAHTOB OCYIECTBJICHUS
uzoOperenus 37) - 42), u mo MeHbLIEH Mepe OJHO papMaeBTHIECKN PHUEMIIEMOe
BEIECTBO-HOCUTEb.

OO0mmee KOTMYECTBO, BRIpAXKEHHOE B Macc.%, papManeBTHIECKONH KOMITO3ULIHH,
KaK ONpeNeseHO B JJI0OOM M3 BAPUAHTOB OCYINECTBIEHUS n3obperenus 1) - 36) u 44),
cocrasisiet 100.

Tepmun “papmaneBTrudeckas KOMIO3HUIMUA~ SBJSETCS B3aUMO3aMEHSEMBbIM C

TEPMHUHAMH “COCTaB”, UJIU “KOMIO3ULUS .
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dapmaueBTHYECKAass KOMIO3HIUA B COOTBETCTBHH C HACTOSIINM U300peTEHIEM
cyuTaeTcs PU3NUECKU «CTaOMIBHOI», €CJIN B TEUEHHE OINpPEeNeJIEHHOr 0 Iepuoia
BpeMeHU 1o MeHblueil mepe 70%, npeanoYTUTEeNbHO Mo MeHblueil mepe 80% u
HauboJiee MPEeANOUTUTENBHO O MEHbINeH Mepe 95% HM3HAYaIbHOIO COEPIKAHHUS
COEJIMHEHMUMS coxpaHsieTcs B TeUeHUE YKa3aHHOTO MepHuojia BpEeMEHU B
pPacTBOPEHHOM cOCTOsIHUU. KpoMe TOro, BHEIIHUN BUJ MOKHO pacCMaTpUBATh KAk
KpUTEpHUH s onpeneeHns: Gu3ndeckoi cTabuibHOCTH KOMIO3uLnu. Pusndeckas
CTa0UNIBHOCTD (PapMaLeBTUUECKUX KOMIO3HUIIUHA MOXKET OBITh TPOTECTHPOBAHA
OOBIYHBIM CITOCOOOM, HANPUMED, MYTEM U3MEPEHUs BHEIIHErO BUAA KOMITO3ULIHH
U/WJIH COAEPIKAHMs B HEH BOJBI;, HAIIPUMED, MOCJIEe XPAHEHHS NTPH ONPEAeIEHHOM
TEMIIEpPaType U OTHOCUTENbHON BJIAXKHOCTHU B T€YEHHE ONpeJeNIeHHbIX NepUOA0B
BpEMEHU.

Xumuueckasi cTabUJIbHOCTh (papMaEBTUUECKUX KOMIIO3UIUN MOXKET OBbITh
npoBepeHa oObIYHBIM criocobom, HanpuMmep, nyteMm usmeperns COEJJUHEHUA u
npoaykTos ero pacnazna. Conep:xanne COEJJMHEHUMA u nponykToB ero pacnazaa
MOJKHO OII€HUTH C MOMOINBIO TpaauunoHHo BOXX.

dapmaneBTHYECKAs] KOMIO3HUIUA CUUTAETCS XUMUYECKH «CTaOMIBHOWY, €CIIU B
TEUYEeHHUE ONPENEJIEHHOr0 epruoaa BpeMeHH 1o MeHbineil mepe 80%, ocoOeHHO 1o
MeHbeit mepe 95%, ocobenHo no menpweit mepe 98%, U NPEATOYTUTENBHO IO
MeHblnel Mepe 99% usznavanbHoro conepxkanus COEAMHEHUS coxpansiercs B
TEUEeHHE YKa3aHHOI'O Ieproja BpeMeHH Oe3 pacrnana.

[IpeanouruTenpHO, papmaneBTHUYECKHE KOMIIO3ULIMH JAaHHOTO H300peTeHus
OynyT XUMU4YeCKH U PU3NYECKU «CTAOUIbHBI)Y B TEUEHUE IO MEHbLIEH Mepe O,
NPEANOUYTUTENBHO B T€UEHHUE IO MeHbLIEH Mepe 12 Mecsales npu NOANepP)KaHUU
temnepatypsl 5 °C - 50 °C 1 OTHOCUTEIBPHON BIAXKHOCTU NPHONU3UTENBHO 75 % unu
HUKe. bonee mpeanodyTuTenbHO, OHU OYAYT CTaOMIIBHBI B TEUCHHE 110 MEHbIIEH Mepe
6 UM NPENNOYTUTENBbHO B TeYeHHUE 12 MecsALeB Npu NOoAAEpKAHUU TeMnepaTypsl 15
°C - 45 °C v OTHOCUTENBHOH BJIAXXHOCTH NpUOIU3uTENbHO 75 % mnu Huxke. Hanbonee
NPEeANOYTUTENBHO, OHH OYyAYT CTaOMIIBHBI B TEUEHHUE 11O MEHbIIEH Mepe 6 uinu
NpEeANnoYTUTEIbHO B TeueHUue 12 Mecsues npu noaaepxxkanuu remmnepartypsl 25 °C - 40
°C ¥ OTHOCUTENBHON BIAXKHOCTH NMpUOnmM3uTeapHo 75 % nnu HUxe, ocodenHo npu 40
°C ¥ OTHOCUTENBHON BIaXxHOCTH 75%.

B Gonee npenmouTUTENbHOM BapUaHTE OCYLIECTBICHHUS H300peTeHNUs,

(I)apMaI_IeBTI/ILIeCKI/Ie KOMITIO3UIIHU ABJAKTCA XUMHYECCKU U (I)I/ISI/ILIGCKI/I cTaOHUIbHBIMHU B
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Te4YeHUE ONPEAENIEHHOr0 Nepuoia BpeMEeHHU, TaKOro Kak 1 roa, U NpeAno4YTUTENBHO 2
roja.

Xumnyeckas U puzndeckas cTabMIbHOCTD (papManeBTHYECKUX KOMITO3U LM
MOJKeT OBITh MpOBepeHa OOBIMHBIM CIOCOOOM, HAIPUMED, TYTEM U3MEpEHHUS
COEJUHEHHMA u nponyKToB ero pacnajia; pacCTBOPEHUs, BpEMEHHU pacraja;
BHEIIHEr0 BHJAa U/MJIM MHUKPOCKOIUH, HATpUMep, mocje xpaneHnus npu 25°C u
orHocuTenbHON BaaxxHocTH (RH) 60%, w/unu xpaneuus npu 40 °C U OTHOCUTENBHOHN
BinaxkHocTH (RH) 75% B TeueHue onpeneneHHbIX NEPUOIOB BPEMEHHU; U MyTEM
U3MEPEHHs] CIOCOOHOCTH COCTaBa MOAAEPIKUBATDH COJNIOOUIN3ALHIO JIEKAPCTBEHHOTO
CpelCTBa U MpeNoTBpaIlaTh OCaXXAEHUEe NpU Aucnepcuu u aurectun. CoaepkaHue
COEJJMHEHHMA u npoayKToB ero pacrnaja MOXHO OL[€HUTb C TOMOILIbIO
TpaguuoHHoi BOXKX.

dapmaneBTHYECKHUE KOMIIO3UIIUU B COOTBETCTBUH C HACTOSAIUM H300peTeHHEM
MOTYT OBITh IMOJYYEHBI C UCIOJb30BAHUEM TPAAUIIMOHHBIX c10c000B. CriocoOsl
WHKAICYJIALUN B MSATKUH Telib WU TBEPAYI 000JIOYKY XOPOILIO U3BECTHBI B JAHHOM
obynacTu TeXHUKU. METOANKH, KOTOPBIE MOXKHO MCIIOIb30BATh, SBISIOTCS OOBIYHO
NPUMEHUMBIMH U XOPOIIO U3BECTHBIMHU B JAHHOI 00JACTH MM OCHOBAHBI HA TAKUX
XOpOLIO U3BECTHBIX METONHNKAX, HanpuMmep, onucanHbix B USP 23, General
Information, Pharmaceutical Dosage Forms 1151: 1942-1943 (1995); E.T. Cole,
“Liquid Filled Hard XXenatun Kancynas”, Pharm. Technol. Int., Sept./Oct. 1989; H.
Seager, Soft XKenatun Kancynas: a PactBop to Many Tableting Problems, Pharm.
Tech. 9 (1985).

Kamncynel MOryT pa3auyarbces MO pa3Mepy U MOTYT UMEThb, B 3aBUCUMOCTH OT
CONep KaHUs LeJeBOro JeKapCTBEHHOTO CPEACTBA U MOJy4aeMOTo KOJINYeCTBa
TpebyeMoil KoMIO3uI Uy, JII000M pasMep oT padmepa 2 - 16. [IpeanodTuTe TbHBIMU
SIBJITFOTCS KamcyJsibl pasmepom 7,5, 8,5, 10 u 12, Hanpumep, B popMe OBaJIbHBIX
karncys. Kamncynel corjacHo n300peTEeHUI0 MOTYT OBbITh OKpAII€Hbl U/ U MTOMEUEHBI,
4TOOBI MPUAATh HHAUBUAYAJIbHBIN BUA U CAENATh UX MTHOBEHHO Y3HABAEMbIMHU.

dapmaueBTHYECKHNE KOMIIO3UIIUU B COOTBETCTBUH C H300PETEHNEM MOKHO
HCIIOJIb30BaTh B KaYECTBE JIEKapCTBEHHOT'O CPEACTBA.

45) llecroit acnekT U300peTEeHMS, TAKUM 00pa30M, OTHOCUTCS K
(dapManeBTHYECKUM KOMITO3ULUSIM B COOTBETCTBUH C JIIOOBIM U3 BAPHAHTOB

ocymecTByieHus 1) - 36) unu 44), nug npegoTBpaiieHus/npoQUIaKTUKN UIIH JT€YEHUS
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3a00eBaHUN U PACCTPONCTB, CBSI3AHHBIX C NATOTCHETUYECKUMHU COOBITHSMH, KOTOPBIE
ONOCpPEeN0OBaHbl NOBBILIEHHBIMU YpOBHAMU C5a n/unu aktusanueit C5ak.

Takumu 3a00n€BaHUSAMH U PacCTPOHCTBAMH, KOTOPBIE CBSI3aHBI C
NAaTOT€HETUYECKUMHU COOBITUSMH, KOTOPBIE OMOCPEIOBAHBI TOBBIIIEHHBIMH YPOBHIMHU
C5a u/unu aktuBauueit C5aR, B 0COOEHHOCTH SIBJISTFOTCS ;

® BACKYJIUTHBIE 3a00JI€BaHNS UJIN PACCTPONCTBA,

® BOCMAJINTENbHBIE 3a00I€BAHUS WIN PACCTPONCTBA, BKJIIOYAOIINE
BHYTPHCOCYIUCTOE BBICBOOOKIEHUE MUKPOBE3UKYI,

e uMmMmyHOKoMILTIeKcHbIe (IC) 3a00aeBaHus UK pacCTPONCTBA,

e HeliponereHepaTuBHbIE 3a00J€BaAHUS UJIU PACCTPONCTBA,

¢ 00yCIIOBJIEHHBIE AKTHUBAIIMEH KOMIIJIEMEHTA BOCIAJNTENbHBIC 3a00JI€BAHUS HIIH
paccTpoiiCTBa,

e Oynne3Hble 3a00€BaHNs HJIH PACCTPONCTBA,

¢ 3200JI€BaHNS MJIM PACCTPONCTBA, CBSA3AHHBIE C MINEMUEH W/MIN UIIEeMUYECKUM
penep(dy3HMOHHBIM MOBPEKAECHHUEM,

® BOCMAJINTENbHBIE 3a00JI€BaAHUS WU PACCTPOICTBA KUIIEUYHHUKA,
® ayTOMMMYHHBIE 3a00J€BaHHS UJIM PACCTPONCTBA, UIIH, B OMOJHEHUE K

BBILIENEPEUYHCIEHHOMY,

® 3JJ0Ka4YeCTBEHHOE HOBOOOpa3OBaHUE.

IToMuMO mepeyvnciIeHHBIX BhIlIe 3a00JI€BAaHUI U PACCTPOICTB, APYTUMH
3a00JIeBaHUSMH U PACCTPOHCTBAMHU, KOTOPBIE CBS3AHBI C MATOT€HETHYECKUMHU
COOBITHSIMH, KOTOpPBIE OMIOCPEOBAaHbI MOBBIIEHHBIMU ypoBHsIMH CS5a u/uim
aktuBanueii C5aR, spasrorcs:

® Ipyrue BOCMAJIUTENbHbIE 3a00I€BaAHUS UM PACCTPONCTBA, CBSI3aAHHBIE C
NOBBIMEeHHBIM ypoBHeM CSa u/unu ¢ aktuBanueit C5aR, Takue kak HEHTPONEHHUS,
CEICHC, CeNTUYECKUH OK, HHCYJIBT, BOCMAJEHNE, CBA3aHHOE C TSIKEJIBIMH OKOTaMHU,
OCTE0apTPUT, OCTPhIi pecniupaTopHbiil nuctpecc cuaapom (OPJIC) (y B3pocnbix),
XpoHHYeckas oocTpykTuBHas 6one3ns gerkux (XOBbJI), actma (ocobeHHo
OpoHXHMaNbHAS aCTMa), CHHAPOM CHUCTEMHOT0 BocnanutenbHoro oreera (CCBO),
OTTOP’KEHHE TKAHEBOTO TPAHCIUIAHTATA, CBEPXOCTPOE OTTOPIKEHUE MEPECAKEHHBIX
OpTraHOB, CHHIPOM nojuopranaoit Hegocratounoctu (CITOH), nuabetnueckas
peTHHOMATHUs, ONTUKOHEBPOMUENHT U TNIOMEPYJOHEPPUT, BKIHOUast HEPPUT

Xelimana/MemMOpaHO3HbIH riaoMmepyiaoHedput, bonesus beprepa (IgA nHepponartuio) u
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apyrue ¢Gopmel rioMepyinoHedpuTa, Takue kak C3-raomepyaonaTusi, BKIIOYas
00JIe3Hb TJIOTHBIX JAEMO3UTOB;

a TaKxe

e reMaToJIornyeckue 3a00eBaHus, KOTOPbIe CBA3aHbI C aKTUBAL[UEH
Koarynupyromen 1 GUOpUHOIUTHIECKOH CUCTEM, AUCCEMHUHUPOBAHHOE
BHyTpHucocyauctoe ceepreianue (JIBC), mepHUINO3HAst aHeMHUs, TeIIOBast U
XO0JIOIOBast ayTOUMMYHHas remosutndeckas anemusi (AWUI'A), antudochomunuaHbiii
CHUHJIIPOM M CBSI3aHHBIE C HUM OCJIOXKHEHHSI, apTepUaJIbHbII UM BEHO3HBIH TpoMOO3,
OCJIOKHEHHUsI O€PEMEHHOCTH, TaAKUE KaK MOBTOPHBIA BBIKUABII U T'HOENb 104,
NpPEeIKIAMIICHS, TUIALEHTAPHAsI HEIOCTATOYHOCTh, 3aJiepKKa pocTa Miioja,
peMoIenupoBaHUe MIEHKN MaTKU U MPEXIAEBPEMEHHBIE POABI, HAUOMATHYECKAS
TpoMOouuronennueckas nypnypa (MTII), aTHnu4HBIA T€MOTUTHKO-YPEMHUYECKH I
cuapom (al'VC), mapokcusmanbHas HouHas remornodunypus (ITHI), anneprudeckue
TpaHC(PY3UOHHBIE PEAKI[UH, OCTPOE AHTUTENIO-OMOCPETOBAHHOE OTTOPIKEHHE
aJJIOTPAHCIIAHTATA MOYKH, OONE3Hb XOJOAOBBIX ArTJIIOTHHUHOB U TJIAYKOMA.

HacTosimue coequHeHUst MOTYT, KpOME TOTO, OBITh TOJE3HBIMU JJIS

® IpeIOTBpAIEHUE HJIU JIEUCHHS MaryOHbIX MOCIEACTBUNA KOHTAKTHOMN
YyBCTBUTEJBHOCTH U BOCIAJICHUS, BI3BAHHBIX KOHTAKTOM C UCKYCCTBEHHBIMH
NOBEPXHOCTSIMU,

® IpeOTBpAIlEeHNE UJIU JIEUEHHS MOBbIIIEHHONW aKTUBALUU JIEHKOLUTOB U
TpOoMOOLHTOB (M UX MPOHUKHOBEHHUS B TKAHM),

® IpeOTBpAICHUE HJIU JIEYCHHS MATOJOTHUYECKUX MOCHEACTBHI (TaKUX KaK, B
YaCTHOCTH, MPEIOTBPAICHUE HIIH JIEYCHHE PA3BUTHS MOBPEXKIASHUS TKAHH, OCOOEHHO
MOBPEKICHUS JIETOUHOUN TKaHH), CBSI3AHHBIX ¢ MHTOKCUKALMEN HIJIU MOBPEXKIAECHUEM,
TaKUM KaK TPaBMa, KPOBOTEUEHHUE, IIOK HJIH XUPYPTHIECKOE BMELIATEIbCTBO,
BKJIFOYasi TPAHCIJIAHTALMIO, BKJIIOYAs MOJHOPTaHHYy0 HegoctatouHocTh (ITOH),
CEeNTHYECKUH IIOK, IIOK U3-3a HHTOKCHKAINHU (HAlpUMep, MOK M3-32 3MEUHOTO 51/1a)
WJIN OCTPOE BOCMAIHUTEIBHOE MOBPEXKIEHUE JIETKHX;

® IpEeIOTBpAIEHUE WU JIEUCHHE NMaTOJIOTHUYECKUX MMOCIEACTBHIH, CBA3AHHBIX C
WHCYJNHO3aBUCHUMBIM CaXapHbIM JHA0ETOM;

¢ IpeNoTBpalleHne/CHUKEHHE prcka HH(papkTa MUOKapaa wiu TpomMO03a;
NpeaoTBpAIleHNEe WJIH JIEUeHHE OTEKOB UJIU MOBBIIIEHHONH MPOHNULIAEMOCTH

KaMuJJIspOB,
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® IpenoTBpalleHNne/YMEHbIIEHHEe KOPOHAPHOH SHAOTEeNNAIbHON Auc]yHKIIUN,
BBI3BAHHOH 3KCTPAKOPIOPaIbHBIM KPOBOOOpAIEHNEM U/UIN KapIUOTUIETHEN.

BackynuTHble 3a001€BaHNs UM PACCTPONCTBA BKJIOYAIOT, B YACTHOCTH,
BackyautT, AHI[A-accouunpoBanHbiii BacCKyJauT u riaomepynonedput (I'H, ocobenno
ovicTpo mporpeccupyromuii 'H), cazannbiii ¢ AHI[A-acconunpoBaHHbIM
BACKYJIUTOM, JIEHKOKJIACTUYECKUH BACKYJIUT, rpaHysieMaTo3 ¢ noauanruurom (I'TIA,
TaK>XKe Ha3bIBAEMBbIil FpaHyJIeMaTO30M Berenepa), MUKPOCKOTTMYECKHI MTOJUAHTUUT,
cunapom Yepnxa-Crpocca, nypnypa lllenneitna-I'enoxa, y3e1KOBbIN MOTUAPTEPUHT,
KpHOTI00yIHHEeMUs, TUTraHTOKJIeTOUHbIH apTepuut (I'KA), 6one3snpr bexuera u
cunnpom Taxkasicy (TAK).

BocnanurenpHble 3a00M€BaHNS UM PACCTPONCTBA, CBS3AHHBIE C
BBICBOOOKIEHNEM BHYTPHCOCYAUCTBIX MUKPOBE3UKYJI, BKIIOYAIOT, B YACTHOCTH,
TPOMOOTHUECKYIO MHUKPOAHTHOTIATHIO M CEPIIOBUAHO-KIETOYHYIO aHEMHUIO.

3aboneBanus unu paccrpoiicrea uMMyHHoro komrmiekca (MK) BkirogaroT, B
JaCTHOCTH, KpuoriodynuHeMuro, cuanpom Illérpena (u cBsA3aHHbIE C HUM
UMMYHOJIornueckue npoduiu), cuaapom I'ynnacuepa (601€3Hb aHTUTIIOMEPYISPHBIX
6azanpHbIX aHTUTEN) U rioMepysioHedput (I'H, ocobeHHO OBICTPO MPOrpeCcCUPYIO LU
I'H) unu neroyHoe KpoBOTEUEHHE, CBsI3aHHOE ¢ CUHApOMOM ['yamacuepa, u
IrUNEepYyBCTBUTEIBHOCTD.

HeiiponerenepatuBHbie 3a00€BaHUS U PACCTPONCTBA BKJIIOYAKOT, B YaCTHOCTH,
6oxoBoit amuorpoduueckuii ckiuepo3 (BAC), 6one3snp Anbirreiimepa, 00ne3Hb
IMTapxuHcoHa, OoNe3Hb XaHTUHITOHA, cCuHApoM [ uiteHa-bappe, HeBpomaTui u
CHUJKEHUE KOTHUTHBHOM (YHKLHH, CBSI3aHHOE C ONepalneil B yCIOBHIX
HUCKYCCTBEHHOTO KPOBOOOpAILIEHHSI U COMYTCTBYIOIHUMU MPOIENYPAMH.

BocnanurenpHbie 3a00MeBaHNS HJIM PACCTPONCTBA, CBA3AHHBIE C KOMILIEMEHTOM,
BKJIFOYAIOT, B YACTHOCTH, KOPOHAPHBIA TPOMOO3, OKKJIIO3HIO COCYIOB,
MOCJIEONEPAMOHHYIO MOBTOPHYIO OKKJIIO3UIO COCYZIOB, aT€POCKIJIEPO3,
TPAaBMaTHYECKOE MOBPEXKIECHUE LEHTPAJIbHON HEPBHONH CHCTEMbI, apUTMOTEHHYIO
KapIMOMHUOMNATHIO, OPOHXOCTa3M, OCTPBIH PECIUPATOPHBIN JUCTPECC-CUHIPOM
(OPAAC), xpoHndeckyw o0CTpyKTUBHYIO OoJe3nb jerkux (XOBbJI), koMmieMeHT-
OTOCPENOBAHHbIE TPOMOOTHUYECKINE MUKPOAHT HOTIATHH, BKJIFOYast aTUITUYHBIN

reéMOJIUTUKO-yPEMHUUECKUN CHHAPOM U Oone3Hsb [ ome.
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bynnesnsie 3ab01eBaHUs UK PACCTPONHCTBA BKIIOYAIOT, B YACTHOCTH,
Oynne3Hslii meMmpurons, npuoOpeTeHHbINH Oyes3, JUCTOBUAHYIO My3bIPUYATKY,
OOBIKHOBEHHYIO IMy3BIPUATKY, CyO3NuaepMaIbHble BOJIABIPU U THOMHBIN TUApPaSEeHUT.

3aboneBaHus WM PaCCTPOMCTBA, CBA3aHHBIC C MLIEMUEH W/WUJIN HIIEMHYECKUM
penepdy3MOHHBIM NOBPEXKACHUEM, BKJIIOYAIOT, B YACTHOCTH, HIIEMHYECKOE
penepdy3uoHHOE MOBpexkAeHHE (BKIOYAs HIIEMHYECKOe-penepPy3noHHOe
NOBPEKICHUE MUOKap/a U HIleMUuueckoe/penepy3noHHOEe MOBPEKICHHE B
pe3yJibTaTe TPaHCIUIAHTAINHU, BKJIOYasi TPAHCIUIAHTALUIO COJIUITHOTO OpPraHa),
UIIEMHUYECKUH KOJIUT U ULIIEMHIO CepALa.

BocnanurenpHble 3a00M€BaHMUS MJIM PACCTPONCTBA KMIIEYHHUKA BKJIFOYAIOT, B
YaCTHOCTH, CHHIAPOM pa3apa’KeHHOTO KHIIEYHUKA, SI3BEHHBIN KOJHT, Oone3Hb KpoHa u
BOCMaNTENbHOE 3a00neBanue kumeunuka (B3K).

AyTOMMMYHHBIE 3a00JI€BaHHS UJIH PACCTPONCTBA BKJIOYAIOT, B YACTHOCTH,
PEBMAaTOUIIHBIA apTPUT, OCTE0APTPHUT, CUCTEMHYIO KpacHY0 BosuaHky (CKB) u
rinomepynonepput (I'H, ocobenno OwvicTpo mporpeccupyromuii I'H), cBsi3aHHBIH ¢
KPacHOH BOJIYaHKOH (BOJYAHOUHBIH HEQPUT), BOTUAHKY LIEHTPAITbHONW HEPBHOM
cucremsl (LTHC), nepmMaTOMHO3HT, My3bIpUaTKa, CHCTEMHBIN CKIEpO3 (CKIEpOnepMusi),
ayTOMMMYHHbBIE T€MOJIUTHYECKHE U TPOMOOLIUTONIEHNYECKNE COCTOSHHUS,
MMMYHOBACKYJIUT, CMEIIaHHAasl KPUOTJIOOyINHEMUs, ATONMMYECKUN NePMaTHT,
XPOHHMYECKAasi KPAMMBHULIA, ICOPUA3, MUACTEHHS IPABUC U aHTH(OCH OTHITUTHbIH
CHUHJIPOM.

Jlpyrue BocmajduTeIbHbIe 3a00JI€BAaHUS UM PACCTPOICTBA, CBSI3aHHBIE C
noBbIEeHHBIM ypoBHeM CSa u/unu ¢ aktuBanueit C5aR, BKI0OYaOT, B 0COOEHHOCTH,
HEUTPOIEHHUIO, CETICUC, CENNTUYECKUN IOK, HHCYJIbT, BOCIAJEHHE, CBA3AHHOE C
TSKEJIBIMU OXKOTaMH, OCTEOAPTPUT, OCTPBIA PECTIUPATOPHBIA AUCTPECC CUHAPOM
(OPJC) (y B3pOCIHBIX), XPOHHUYECKYIO OOCTpYKTUBHYIO Oose3nb erkux (XOBJ),
acTMy, 0COOEHHO OpOHXHANBHYIO aCTMY, CUHAPOM CUCTEMHOTO BOCIAJHUTEIBHOTO
oreera (CCBO), oTTOpKeHNE TKAHEBOTO TPAHCIUIAHTATA, CBEPXOCTPOE OTTOPIKEHUE
nepecakeHHbIX OPraHOB, CHHAPOM mojuopranHoi HegocratouHoctu (CITIOH),
INa0eTHYECKYI0 PETHHOMATHS, ONTUKOHEBPOMHUEIHT U TJIIOMEPYJIOHEPPUT, BKIHOUAS
Hepput Xeiimana/MmeMOpaHO3HbIH riomepyinonedput, 6one3nr beprepa (IgA
HepomaTuio) u apyrue hopmel raomepynonedpura, takue kak C3-rinomepyionarus,

BKJIIOYasi 00JIE3Hb IMJIOTHBIX JACIIO3UTOB,
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TepMuH «310Ka4€CTBEHHOE HOBOOOPA30BaHMUEY, B HACTHOCTH, OTHOCUTCS K PaKy
KOXH, BKJIFOYasl MEJaHOMY, BKJII0O4Yasi METACTATUUECKYIO MEJIAHOMY, PaKy JErKHX,
BKJIKOYAsl HEMEJKOKJIETOYHBIN PaK JErKOro, paky MO4€BOro My3bIpsi, BKIIOYAs pak
MOY€BOI0 My3bIps, YPOTEIHAIbHO-KIETOUHY KapLUUHOMY; KAPLIUHOMBI NTOYEK,
BKJIKOYAsl TOYE€YHO-KJIETOYHYIO KAPLUUHOMY, METACTATUYECKYIO MOYEUHO-KIETOYHYIO
KapLUUHOMY, METACTATUYECKYIO CBETJIOKJETOYHYIO KapLUHOMY MOYEK; PaKy
ey JOYHO-KUIIEYHOTO TPaKTa, BKJIIOYAasl KOJOPEKTAJIbHBIN pak, MeTacTaTUUYeCKU
KOJIOpEKTaJbHBIN pak, ceMeiHbIll aneHomato3Hbiii monuno3 (CAIT), pak nuineBoa,
paK KeJlyJKa, pak JKeI4HOTO My3bIps, XOJaHTMOKAPLUHOMY, MeNaTOLEIOIAPHYIO
KapUUHOMY U paK MOJAXKEJIYyAOYHOM KeJe3bl, TAKON KaK aJeHOKapLUuHOMA
MOJIKENyJOYHOMN JKeJe3bl MU NPOTOKOBAsA KAPLUHOMA MOAKEITYyA0YHOHN XKeJe3bl, paKy
SHIOMETPUS, PaKy SMUHUKOB, PaKy IEHKN MAaTKH, HeHpoOiacToMe, paky MpoCTaThl,
BKJIFOYAsl KaCTPALMOHHO-PE3UCTEHTHBIN PaK MPEeACTATEIbHOMN XKee3bl, ONyXO0JHU
rOJIOBHOI'O MO3ra, BKJII0Yasi METACTa3bl B TOJJIOBHOU MO3T, 3JJ0Ka4Y€CTBEHHBIE IIUOMBI,
MYyJIbTHQOPMHYIO TIHO0IACTOMY, MENYJUIO0IaCTOMY, MEHUHTHOMBI, paKy IPyaH,
BKJIFOYAsl TPOMHOW OTPULIATENBHBIN PaK IPYAHU; OMYXOJHU MOJOCTH PTA; ONyXOJIHU
HOCOTJIOTKH;, paKy I'PyAHOHN KJIETKH; paKy IOJIOBBI U LI€H; JeHKO3bl, BKJIKOUYas OCTPbIN
MUEJOUAHBIN JIENKO3, T-KIE€TOYHBIN JIEHKO3 B3POCIbIX;, KAPLUHOMBI,
aJl€HOKApPLUHOMBI;, KAPLMHOMY LIUTOBUIHON JKeJe3bl, BKIYas NaNnuIspHYI
KapUUHOMY LIUTOBUJHOMN XKeJe3bl, XOPHOKapUuHOMY; capkoMy HOuHra;
ocTeocapkomy; pabaomuocapkomy; capkomy Kamomiu; numdpomy, BrIto4as TuMpomy
Bepkurra, numdpomy Xomxkkuna, mtuMmpomy MALT, MHOKECTBEHHbIE MUEJIOMBI; WU
OTYyXOJIM, HUHAYLHUPOBAHHBIE BUPYCAMH.

[Tpu UCTIONB30BAHUHU JJISI IPENOTBPALIEHU/TTPOPUIAKTUKN WU JIEYCHUS paKa
TaKO€ UCMOJb30BAHUE BKJIOYAET UCIOJb30BAHUE HACTOSLUX COEIMHEHUIN B Ka4€CTBE
OTZEJIbHBIX TEPANEBTUYECKUX areHTOB U UX MPUMEHEHHE B KOMOMHALMH C OJHUM HJIH
HECKOJbKUMH XMMHUOTEPANEBTUYECKUMHU areHTaMHU U/WUJU JIY4eBOH Tepanuei u/min
TapreTHO# Tepanueit (0COOEHHO B KOMOMHAILIMH C TAPTETHOH Tepanueii).

TepMuHBI «paguoTepanus» UiIN «Jy4deBas Tepanus» WU «JydeBas OHKOJOTHUS»
OTHOCSTCS K MEJUIIMHCKOMY MPUMEHEHUIO HOHU3UPYIOLIETro U3Jy4eHus AJs
npeaoTBpaIeHuss/mpoIakTHKY (aAbIOBAHTHAS TEpaIusi) U/ WU JICUSHUS PaKa,
BKJIFOYAasl BHEIIHIOO U BHYTPEHHIOI JIYUEBYHK) TEPAMUIO.

TepMuH «TapreTHas Tepanusy) OTHOCUTCS K NMPEAOTBPALIEHUIO/TPOPUITAKTHKE

(amprOBaHTHAS Tepamnusi) U/WIN JICUEHUIO paKa OJHUM U HECKOJbKUMH
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IPOTHUBOOIYXOJEBBIMU ar€HTAMH, TAKMMHU KaK HeOOJbIINE MOJIEKYJIbl HJIN AHTUTEINA,
KOTOpbIE NEHCTBYIOT Ha ONpeEeNIeHHbIe TUIIbI PAKOBBIX KJIETOK HJIM CTPOMAJIbHBIX
kyeTok. HekoTopsle MeTObI TapreTHON Tepanuu OJOKUPYIOT NeHCTBHE
onpeneneHHbIX GepMEeHTOB, O€IKOB MU APYTUX MOJIEKYJ, YYaCTBYIOIIHUX B POCTE U
pacrnpocTpaHEeHUH PaKOBBIX KJIETOK. JIpyrue BUABI TAPreTHONW Te€panuu MOMOTaT
UMMYHHOH cucTeMe yOMBaTh PAaKOBBIE KJIETKH (MMMYHOTEpAINHs); WM MOIABISATh
AHTHOTeHe3, POCT U 00pa30BaHUE HOBBIX KPOBEHOCHBIX COCYAOB B OMyXOJIH; HIJIH
AOCTABJISITh TOKCUYHBIE BEIIECTBA MPSIMO K PAKOBBIM KJIETKaM U YOUBATh UX.
[Tpumepom TapreTHOH Tepanuu, KOTopasi, B YaCTHOCTH, MOAXOIHT IJIsi COUETAHHS C
COEAMHEHUSMH 10 HACTOAIEMY U300PETEHUIO, SBISETCS HMMYHOTEpanus, 0COOEHHO
UMMYHOTEpAIusi, HapaBJIeHHAas! HAa pelentop | mporpaMMHPOBAHHOW CMEPTH KJIETOK
(peuentop PD-1) unu ero murang PD-L1.

IIpu UCTIONB30BAHUU B COUYETAHHUH C HACTOSAIINMHU COEAUHEHUSIMHU TEPMUH
«TapreTHas Tepanus» OCOOEHHO OTHOCUTCS K TAKUM areHTaM, Kak:

a) Wuruburops! penenropa snunepmaibaoro gakropa pocra (EGFR) nnn
Onokupyromue anturena (Hanpumep, ['eputuand, Dpnorunud, Adatunud,
Uxornnub, Jlanatuuud, [Tanurymymad, 3anyrymymad, Humorysymad, Martysymabd u
Herykcumad);

b) Nuruduroper nytu RAS/RAF/MEK (nanpumep, Bemypadenuo,
Copadenud, {adpadpenud, GDC-0879, PLX-4720, LGX818, RG7304, TpamernHutd
(GSK1120212), Kobumernnub_(GDC-0973/XL518), bunumetunund (MEK 162,
ARRY-162), Cenymetunubd (AZD6244));

c) Wuruburopel apomarassl (Hanpumep, Jk3emectas, Jlerposou,
Amnactposon, Bopozon, @opmectan, @agposon),

d) NHrubuTopel aHruorene3a, 0COOEHHO HHTHOUTOPHI Mepeavuu CUTHAJIOB
VEGF, rakue kak beBakyzumad (ABactun), Pamyuupymad, Copadenund nnu
AKCUTHHHO;

e) NHruOuTOpH UMMYHHBIX KOHTPOJIbHBIX TOYEK (HAIpUMeEp: aHTHUTENA
npotus PD1, Takue xak [TlemOponuzymabd (JlamOponuzymad, MK-3475), Husonymao,
Mupunuzymad (CT-011), AMP-514/MED10680, PDR0O0O1, SHR-1210; REGN2810,
BGBA317; 6enxu cnusiHus, HaneneHHbie Ha PD-1, Takoii kak AMP-224;
HU3KOMOJIEKYJIApHbIe areHThl npoTuB PD1, Takue kak, HanpuMep, COEIUHEHUS,
onucanHbie B W02015/033299, W0O2015/044900 1 W0O2015/034820; anTurena
npotuB PD1L, takue xaxk BMS-936559, arezonuzymad (MPDL3280A, RG7446),
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MEDI4736, aBenymad (MSB0010718C), nypsanymad (MEDI4736); anTuTena npoTus
PDL2, takue kak AMP224; anturena npotuB CTLA-4, takue kak ununumymao,
TpeMHiIMyMal; aHTUTeNa NpoTuB reHa akruBanuu aumponuros 3 (LAG-3), Takue kak
BMS-986016, IMP701, MK-4280, ImmuFact IMP321; anturena npotus T-
KJIETOYHOTO UMMYHOrJo0ynuna mynuHa-3 (TIM-3), Takue kak MBG453; anturena
npotu CD137/4-1BB, takue kak BMS-663513/ypenymab, PF-05082566; anturena
npotus T-kierok ummyHopeuentopa ¢ nomenamu Ig u ITIM (TIGIT), Takue kak
RG6058 (antu-TIGIT, MTIG7192A),

f) [Togxoasl K BaKUMHALMH (HaIpUMep, BAKLHHALHS JeHAPUTHBIMU
KJIETKaMU, TIENTUIHAS WU OeNKOBasi BaKIMHAUA (Hanpumep, nentunom gpl00 unu
nentunom MAGE-A3);

g) [ToBTOpHOE BBEECHHE MOJIYUYECHHBIX OT MAIlUEHTA MJIH aJUIOTEHHBIX
(4y’KHMX) paKOBBIX KJIETOK, TeHETUYECKH MOAU(PULHPOBAHHBIX ISl CEKPELIU
UMMYHOMOJYJIHPYIOIHUX (AaKTOPOB, TAKUX KaK I'PAHYJOLUTAPHO-MOHOIUTAPHBIN
kosioruectumyupyromui ¢pakrop (GMCSF) ren-tpancdennpoBaHHON BaKLIHHBI
npotus onyxoseBbix kieTok (GVAX) unu Fms-poncreennas tuposnnkunasa 3 (Flt-
3) BakUMHBI IPOTUB OMYXOJIEBbIX KJIETOK, TPAHCPUIUPOBAHHAS JIUTAHIHBIM I'€HOM
(FVAX), unu BakumHa Ha OCHOBe omyxoJieBbIxX kieTok GM-CSF, ycunennas Toll-
nopodueIM penentopoMm (TEGVAX);

h) ADONTUBHBIE HMMYHOTEPANUKU Ha OCHOBE T-KJIeTOK, BKiouas T-KJIeTkH,
CKOHCTPYUPOBaHHbIE C MOMOLIBIO XUMepHoro penentropa anturesa (CAR) (manpumep,
CTLO19);

1) Tepanusi HAa OCHOBE LUTOKMHOB MJIM UMMYHOLIUTOKUHOB (HamIpuMep,
unrepdepon anbda, uarepdepon Oera, uaTepHEPOH raMMa, UHTEPIEHKHUH 2,
UHTEpJIeHKkuH 15);

j) Aronuctel Toll-mono0usix penentopos (TLR) (Hanpumep, pe3ukBUMON,
UMHUKBHMOJ, TJIFOKOMUPAHO3UI TUNUA A, oiuroge3okcunykieotuasl CpG);

k) Amnanoru tanunomuna (Hanpumep, Jlenanugomua, Pomanugomun);

1) Nuaruburopsl ungoneamun-2,3-nquokcrenassl (IDO) u/unu TpunrodaH-
2,3-nunokcurenassl (TDO) (mranpumep, RG6078/NLG919/GDC-0919; Munokcumon/
IMT (1-metuntpunrtodan), INCB024360/3nakanocrar, PF-06840003 (EO0S200271),
F001287);

m) AKTHBATOPBI KOCTUMYJIUPYIOIIHNX penenTopoB T-kieTok (Hampumep,

anTu-0X40/CD134 (cynepceMeiicTBO peLenTopoB (pakTopa HEKpO3a ONMyXOJH, YJIeH 4,



10

15

20

25

30

80

takue kak RG7888 (MOXRO0916), 9B12; MEDI6469, GSK3174998, MEDI0562),
aHTu-0X40-nurann/CD252); ren, cBsazanHbil ¢ cemelictBoM TNFR, naayniupoBanHbIit
anturmokokoprukounamu (GITR) (rakue kak TRXS518, MEDI1873, MK-4166, BMS-
986156), antu-CD40 (unen 5 cynepcemeiicTBa peuentopos TNF) anturena (Takue
kak Jlaneryzymab (SGN-40), HCD122, CP-870,893, RG7876, ADC-1013, APX005M,
SEA-CDA40); antutena npotuB CD40-nuranna (takue kak BG9588); anTurena npoTus
CD27, takue xak Bapnunymad);

n) MonekyJibl, CBSI3BIBAIOIIHE OMyXOJeCneu(pUIeCKUl aHTUTEH, & TAKXKe
Mapkep T-KJIeTOYHOW MOBEPXHOCTH, TaKUe Kak Oucrnenuuyeckue aHTUTEa
(manmpumep, RG7802, nanenenusie Ha CEA u CD3) unu ¢gparMeHTsl aHTUTEN, OEJIKHU-
MHUMETHKHU aHTUTEJ, TAKUE KaK CKOHCTPYHPOBAHHBIE OEJIKH ¢ aHKUPUHOBBIMHU
noeropamu (DARPINS), npusnekatomuii T-kaetku oucnenuduyeckuii akTUBATOP
(BITE, nanpumep AMG103, AMG330);

0) AHTHTENA VI HU3KOMOJIEKYJIIpHbIE HHTMOUTOPBI, HAalleJIEHHbIEC Ha
peuenTop kKoysoHuecTumyupytoiero gakropa-1 (CSF-1R) (manpumep, Omakty3ymad
(RG7155), Kabupanuzymad (FPA-008), PLX3397);

p) ATeHTBI, HalleJIeHHbIE HA KOHTPOJIbHBIE TOUKH HIMMYHHBIX KJIE€TOK Ha
€CTECTBEHHBIX KJIETKaX-KUJulepax, TAKUe KaK aHTUTeNa MPOTHUB
UMMYHOTJIOOYIMHONONOOHBIX peuentopoB kuyiepHbix kierok (KIR), Hampumep
Jupunymab (IPH2102/BMS-986015);

Q) ATeHTBI, HalleJIEeHHbIE Ha aJICHO3UHOBbIE PELENTOPbI UJIN 3KTOHYKJI€a3bl
CD39 u CD73, xotopsie nipeBpamaroT AT® B aneHo3uH, Takue kak MEDI19447
(anTuteno npotus CD73), PBF-509; CPI-444 (aHTaroHUCT aJieHO3UHOBBIX
peuentopoB A2a).

[Ipu UCTIONB30BAHUU B COUYETAHHH C HACTOSAIMMHU COCTUHECHUSIMHU
NPEeANOYTUTEbHBI HHI'MOUTOPBI UMMYHHBIX KOHTPOJIBHBIX TOYEK, OCOOCHHO Te,
KOTOpbIe HauejeHbl Ha peuentop PD-1 unu ero nurang PD-L1.

H300peTeHne Takke OTHOCUTCS K crmoco0y Moaysiuuu (0COOEHHO MOAaBICHUS )
NOCJEACTBUNA aKTUBAIIUH KOMIUJIEMEeHTa (OCOOEHHO MyTEeM aKTHUBALIMHU BPOKIEHHBIX
KJIETOK) V CyOBEKTa, KOTOPBIA B 3TOM HYXKAaeTcCs [0COOEHHO y CyObeKTa, UMEIIETO
3a00eBaHNE UJIH PACCTPOICTBO, CBSI3aHHOE C MATOTE€HHBIMHU COOBITUSMH, CBA3aHHBIMHU
¢ moBbIIeHHbIME ypOBHsAMU C5a n/unu ¢ aktuBauuein C5aR; B wacTHOCTH, Y
cyObeKkTa, CTpafarInero BACKyJIUTOM HJIH BAaCKYJIUTHBIM HapyIIEHUEM,

BOCIAJINTENIbHBIM 3a00JIEBAHUEM HJIU HapymeHHueEM, BKIIIOHAO UM BLICBO60)KZ[eHl/Ie
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BHYTPUCOCYAUCTBIX MUKPOBE3UKYJI, 3a00JI€BaHINEM UJIM HAPYLIEHHEM UMMYHHOTO
komruiekca (IC), HeiiponereHepaTHBHBIM 3a00J€BaHUEM UJIN HApYyIIEHUEM,
BOCHAJUTENbHBIM 3a00JI€BAHHEM UJIM HAPYLIEHHUEM, CBSI3aHHBIM C KOMILIEMEHTOM,
Oynne3HbiM 3a00I€BaHHEM UM PACCTPOHCTBOM, 3a00JIeBAHUEM WIIH PACCTPOICTBOM,
CBSI3aHHBIM C MIIEMHUEH H/UIU UIIEMHYECKUM pernepdy3nOHHBIM MOBPEXKIACHUEM,
BOCMAJIUTENbHBIM 3a00JI€BAHUEM UJIU PACCTPONCTBOM KHINEUHUKA UITH
ayTOUMMYHHBIM 3a00JI€BAaHUEM HMJIM PACCTPOUCTBOM; HIJIH ¥ CYOBEKTa, MMEIOLIEr0
KOHTaKTHYIO 4yBCTBUTEJbHOCTh UJIM BOCTIAJICHHE, BBI3BAHHOE KOHTAKTOM C
UCKYCCTBEHHBIMU MOBEPXHOCTSIMU, MOBBIIIEHHAs aKTHBALUS JEHKOLUTOB U
TpoMOOLUTOB (M UX MPOHUKHOBEHHE B UX TKAHM); MATOJOTHYECKHE MOCIEACTBUS,
CBsI3aHHbIE C MHTOKCHKALMEH UM MOBPEKIEHHEM, TAKUM KaK TpaBMa, KPOBOTEUYEHHE,
IIOK WJIM OTIepalusi, BKJIIOYasi TPAHCIUIAHTALUIO, BKJIIOYasi MOJHOPTaHHYIO
HenoctatouHocTh (ITIOH), cenTuyeckuii moK, MIOK M3-3a UHTOKCHKAIUK (TaKO# Kak
IIOK M3-332 3MEUHOIO 51a) , HJIH OCTPOE BOCHAJUTEIbHOE MOBPEKICHHE JETKUX;
NATOJIOTUYECKHUE MOCIEICTBUS, CBA3AHHbBIE C HHCYJIHMHO3aBUCHMBIM CaXapHbBIM
nuaberom;, nHGAPKT MUOKapaa Uin TPOMOO3; OTEK HJIM MOBBIMIEHHASI TPOHUIIAEMOCTH
KaNMJIIPOB; UM CHU)KEHHE KOPOHAPHOI SHAOTEINAaIbHON NUC)YHKLHMH, BI3BAHHON
UCKYCCTBEHHBIM KPOBOOOpaILIeHUEeM U/HJIM KapaAuOoIjieriuei|, BKJIOUaOIHUil BBEIEeHNUE
YKa3aHHOMY CYOBEKTYy (papManeBTHUYECKH aKTUBHOTO KOJHMYECTBA COCAHMHEHUS
dopmynsr (I), kak onpenesneHo B IIOOOM U3 BApUAHTOB peanu3anuu u3odpereHus ¢ 1)
no 50). Bo u3bexxaHue HEONMpeAEeIeHHOCTH, TEPMUH «KMOAYJIALMS aKTUBAIIUN
KOMIUIEMEHTa» ClieyeT MOHUMATh KaK MOAaBJIeHHe/YMEHbIIEHUE aMILUTH(UKAITTN
UMMYHHOT'O OTBETA ¥ MOJaBJIEHNE/CHUKEHNE aKTHBALMH KOMILIEKCA aTaKH
MeMOpaHbl, yOUBaIOIIEl KJIETKH, OCOOEHHO MyTeM aKTUBALUU BPOKIEHHBIX KJIETOK.

Bo uszbekaHue kakux-au00 HEIOPAa3yMEHUH, €ClIM COeTUHEHUs/KOMIO3 UL U
OMKCAaHbI KaK MOJIE3HbIE IJIs MPEIOTBPAISHHS WU JIEYEHHs OTPeaeIeHHbIX
3a00JieBaHUI MJIM PACCTPONCTB, TAKUE COSAMHEHHUsI/KOMIIO3ULIUK TaK)Ke MOAXOIST s
UCIOJIb30BAHUS MIPU MPUTOTOBJIEHUH JEKAPCTBEHHOTO CPEACTBA JIsl PEAOTBPAaLIeHHUs
WM JICUEeHHS YKa3aHHBIX 3a00JIeBaHUIi; U MOAXOIUT AJIsl UCIIOIb30BAHUS B Criocobe
npoUIaKTUKN MM JIEYEHHS YKa3aHHBIX 3a00JIeBaHUMN, BKJIIOYAIOLIEM BBEICHUE
cyObekTy (0COOEHHO MJIEKOTHUTAIOILIEMY, OCOOEHHO YEJIOBEKY ), HYKIAIIIEeMyCs B
5TOM, (papMaleBTHYECKH aKTUBHOI'O KOJUYECTBA YKa3aHHOTO

COENVMHEHUS/KOMITO3ULIVH.
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TepMuH «pegoTBpaIaThy, IPEIOTBPALISHUE) UIIH IIPEAOTBPAINA0 UMY,
UCIIOJIb3yEMBbIH B OTHOIIEHUHU 3a00JIeBaHMs, O3Ha4YaeT Ju00 TO, YTO YKa3aHHOE
3a00yeBaHNE HE BO3HUKAET Y MAILUEHTA WIH )KUBOTHOTO, JUOO YTO, XOTS )KUBOTHOE
WIM ALMEHT NOPakeHbl 3a001€BaHUEeM, YAaCTUYHO UJIU MOJHOCTBIO. CUMIITOMBI
3aboneBaHus MO0 yMEHbBIIEHBI, IUOO OTCYTCTBYIOT. TEPMUH «IIPENOTBPALICHHUE
MOJKHO TaK)X€ MOHUMATh KaK O3HAYAIOIHHA «ITPO(HUIAKTUKAY.

TepMHUH «JICUUTbY», UJIU «JICUEHUEY», WU «JIeUallluil», UCIOJb3YEMBbINA B
OTHOIIeHUH 3a00JIeBaHUs, O3HAYAET JIUOO TO, YTO YKa3aHHOE 3a00JIeBaHUE U3JIEYEHO Y
NAaLMEeHTa WU JKUBOTHOTO, JUOO TO, YTO, XOTSI ’KUBOTHOE MJIM MALIUEHT OCTAETCS
NopaX€HHBIM 3a00JIeBaHNEM, YACTHYHO UJIU MOJHOCTBIO CUMITOMBI O00OJIe3HH JTHOO
YMEHBINAKTCS, THOO YCTPAHSIOTCS.

dapmaueBTHYECKAasE KOMIO3HIIUA B COOTBETCTBHU C HACTOSIINM H300peTCHHEM
MOTYT OBITh COCTaBJICHBI B BUE Kancyibl. Kancymner ¢ 1o3upoBkoit 0.5 mr - 20 mr
AKTUBHOTO BellecTBa (Hampumep (MSATKHE JKeJIaTHHOBBIE) KANCyJibl (OBaJIbHBIE,

pasMepom 12) u3 pacuera Ha Kancyyny 667 Mr) MOXKHO HMOJYYUTh CISAYIOIHM

obpazom:
BemecTBO Enunanuynas IIpouentHoe | DyHKuHS
A03a coaep:RaHHe
(mr/kancyaa) | (mace.%)

COEMHEHHUE 0.5-20 0.075 -3 AKTHUBHBII UHTPEIUEHT

(xonmuuecTBa A

cBOOOIHOTO

OCHOBAHUA)

BcroMmorarenpHble BeLECTBA

Capryol™ 90 180 - 210 27-31.5 JlunopunpHOE
BCIIOMOTATEJbHOE
BELIECTBO/
ruapodobHOe
NOBEPXHOCTHO-aKTUBHOE
BEIECTBO

Kolliphor® RH40 310 - 340 46.5 - 51 TunpodunpHoe
NOBEPXHOCTHO-aKTUBHOE
BEIECTBO

TpustTunuurpar 120 - 140 18 - 21 I'mapodunpHbIit
COPacCTBOPHUTEID

HeoOs3aTenbHble 0OBIMHO MPUMEHUMBIE HHIPEANEHTHI NN JOOABKH

AckopOminanpbMuTaT 0.5-10 0.075-1.5 AnTuoxcunant/
HOTJIOTUTENb KUCJIOPOaa

DL-ansda- 0.1-0.5 0.015 - 0.075 | AaTuokcunant/

ToKodepuianerar OOpBIBAIOIUI I[ETTb ar€HT
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O01mee KOIHYECTBO

quantum satis
A0 obmero
KOJIHYeCTBA
667

quantum
satis: o0mee
KOJHYeCTBO,
BBIPAKEHHOE
B Mmacc.%,

cocTaBJsieT
100

OcoObr1it mpumep (MSITKOM KeJATUHOBOMH ) KarcyJsibl (OBaJbHOH, pasMepom 12) u3

pacueTa Ha Kancyay 667 mr, KOTopas UMeeT COAepKaHUE JeKapCTBEHHOIO CPEeACTBa

NPUONIU3UTENIBHO 5 MI, MOXKHO MOJYYUTh CIEAYIO UM 00pa3oMm:

BemecTBO Ennauunas IIpouentHoe | PyHKUUA
A03a coaep:KaHHe
(mr/kancyJja) | (macc.%)

COEJMHEHHUE 5 0.75 AXKTHUBHBIN UHTPEIUEHT

(xonuuecTBa A

CBOOOJHOTO OCHOBAHMS)

Capryol™ 90 196.5 29.46 JlunopuneHOE
BCIIOMOTATEJbHOE
BemecTBo/ruapododHOE
NOBEPXHOCTHO-aKTUBHOE
BEIECTBO

Kolliphor® RH40 3275 49.10 TI'unpodunsHoe
NOBEPXHOCTHO-aKTUBHOE
BEIECTBO

TpusTunuurpar 131 19.64 I'mapodunbHbIil
COPacTBOPUTEIb

AckopOunmnanibmMuTat 6.7 1 AHTHOKCHAAHT/TIOTJIOTUTEb
KHCJI0pOaa

DL-anwda- 0.3 0.05 AHTHOKCHAAHT/

TOKOd eprianerar OoOpBIBAKOIUIT [IETTb aT€HT

O6mee KOJIHYECTBO 667 100

OcoObrit mpumep (MITKOH KEJATUHOBOH ) KarcyJibl (OBaJbHOM, pasMepoMm 12) u3

pacueTa Ha Kamncyay 667 mMr, KOTopasi UMEET COAepKaHNE JEKAPCTBEHHOIO CPEACTBA

npuOu3uTeNbHO 10 M, MOXKHO MOJYYHUTh CIEAYIO UM 00pa3om:

BemecTBO Ennnu4unas IIpouentHoe | PyHkuus
Ao3a cogep:RaHHue
(mr/kancyJja) | (macc.%)
COEJIMHEHHUE 10 1.5 AXKTUBHBIN UHTPEIUEHT

(xonmuuecTBa A
CcBOOOJHOTO OCHOBAHMS)
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BemecTBO Ennau4unas IIpouentHoe | DyHkuus
Ao3a coaepKaHHue
(mr/kancyJja) | (macc.%)
Capryol™ 90 195 29.235 JlunodpunsHoe
BCIIOMOTraTelbHOE
BeleCTBO/TuAPOPOoOHOE
MIOBEPXHOCTHO-aKTUBHOE
BEUIECTBO
Kolliphor® RH40 325 48.725 T'unpodunpHoe
MOBEPXHOCTHO-aKTUBHOE
BEIIECTBO
TpusTunuurpar 130 19.49 IuapodunbHbIi
COpPacTBOPUTEIIb
AckopOuanaipbMUTAT 6.7 1 AHTHUOKCHAAHT/TIOTIOTUTE T
KHCJIOpoaa
DL-anwda- 0.3 0.05 AHTHOKCHAAHT/
ToKod eprianerar OOpBIBAIOIUI [[ETTb AT€HT
Oobuee KoJIHYECTBO 667 100

KonugecTBa BCnoMoratreiabHBIX BCILICCTB MOXHO pEryjJupoBaThb AJIsd obecrneueHust

YUCTOTbI aKTUBHOTO UHTIPEANUCHTA, YTO MOXKET NMPUBECTU K YBEJIMUCHHUIO KOJITUYECTBA

COEJJMHEHUMA. Cnocob monydeHus ¢papMaLeBTHIECKOH KOMIIO3ULUH B popme

KarncyJq B COOTBETCTBUU C HACTOALIHUM I/1306peTeHI/IeM MOJKHO, B HaCTHOCTH,

OCYHECTBJIATH MO aHAJIOTUHU C HpI/IMepaMI/I. OH MOJXKeT BKJIYaThb CJICAYyIOMHUE CTaAuun.

cranus 0 (monyueHue), cragusi 1 (mojaydeHne pacTBOPOB AJISI MACCOBOTO 3aIMOJIHEHUS

Karcys), craaus 2 (mpouecc 3amoJHeHus KancyJ), cranus 3 (Ipouecc 3aneyaTbIBaHHs

Karcys), craaus 4 (COpTHPOBKA KaIcCyJs 10 Macce), U craaus S5 (ynmakoBKa); U MOXKHO

OCYIIECTBJISITh, HAIPUMEP, B COOTBETCTBUU CO CIEAYIOUIeH TEeXHOJOTHYECKOU CXEMOI:

Craausa | BemecTBoO

IIpouecc

O6opynoBanue

0

IIpenBapuTtenbHOE HarpeBaHUe
BCIIOMOTaTEJIbHBIX BEIIECTB

Ileus

BsBemuBanue Bcex
WHTPEAUEHTOB

CmemnBaHue NpU HarpeBaHUU
U IepeMeUINBAHUU

Comobunuzanus npu
HArpeBaHUM U MepEeMeIINBAHUU

COEJUHEHUE

Comobunuzanus npu
HArpeBaHUM U MEePEeMeIINBAHUU

PacTtBOp nyst maccoBOro
3aMOJHEHUs KaICyJl

2 Msrkue
JKeJIaTUHOBBIE
KaIcCyJIbl

MaccoBoe cMmelnuBaHue 1
HaneBaHI/Ie HpI/I 3aIIOJIHECHHU U
Kancyn KUOAKOCTBIKO

EmxocTh u3
HepKaBeHIIen
CTaJll C CUCTEMOM
HarpeBaHUs.
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3 3anevyaTbplBaHUE KancyJsa U ABTOMaTHUeCKas
CyIIKa MallMHa AJs
3aM0JHEHUS
KaICyJIbl
BakyyMm nnis BusyanbHOH OOGopynoBanue st
MpPOBEPKU 3ane4aTblBaHUs
MHKAICyJIUPOBAHON
KUJIKOCTH
MHUKPOPACHbLIEHUEM
HeynakoBaHHbIE KancCyJbl BakyymHas kamepa
4 CopTupoBKa KarcyJj mo Macce
5 [Tonustunenosrsie | YmakoBka CopTupoBImuk
NaKeThl WU KarncyJm
AFOMUHUEBbIE
OnucTepsl

Crnenyromue mpuMepbl MPUBEACHBI ISl AONOJIHUTEIbHON HILTIOCTPAUN
n300peTeHusi. DTU MPUMEPHI ABISAOTCA TOJIBKO UITIOCTPATUBHBIMH U HUKOUM 00pa3om
HE JTOJUKHBI PAaCCMATPUBATHCS KaK OTPAHMYHMBAIOLINE U300pEeTEHHE.

INPUMEPBI

CoIpbie BeIecTBa MOKHO IPUOOPECTH Yy KOMMEpPUYECKHUX MOCTABIINKOB. B
JaCTHOCTHU: ruaporeHusuposanHoe kactoposoe macio PEG 40 (Kolliphor® RH 40)
moxHO npuobpectu y BASF. IIponunenriaukons morokanpuiar (Capryol™ 90),
Gelucire® 48/16, Labratac™ PG, Labrasol® ALF, MoHosTunoBbI# 3¢up
nvstuneHrnukons (Transcutol®): Gattefossé. Tpuraunepunsl cpeaneit nenu
(Miglyol® 812): Hanseler AG. BHA (OytunupoBaHnHbIil ruapokcuann3on): Merck.
Tpustunuurpar: Jungbunzlauer.: Gattefossé. Kolliphor® EL, Buramun E TPGS,
Oranon, [Mponunrannar, EDTA (OTuneHnuaMuHTETpayKCyCHAsl KUCJIOTA),
AckopOounnansmurat u Toxkodepunanerar: Sigma.

Bce temmneparypsl ykazansl B °C. KoMMep4yecku HOCTYIHbIE HCXOHBIE BEIIECTBA
MOHO HCIIOJIb30BATh B TOM BHJE, B KOTOPOM OHU MOJIYYEHBI, 0€3 JOTOJIHUTEIbHOM
OYHCTKH.

Xapaxmepucmuxa coeoureHuli

CoenuHeHus1, ONMMCAHHBIE B H300PETEHNUH, MOTYT OBITh OXapaKTEPHU30BAHBI
nanabIMH JKX-MC (Bpemst yaepkaHus fr yKa3aHO B MUHYTax) u/umau AMP c
UCIIOJIb30BAHNUEM YCJIOBUM, ONMMMCAHHBIX HIKE.

Ananumuyeckas KX-MC:

KX-MC (Meton I): cucrema Waters Acquity UPLC i-Class ¢ OuHapHBIM

HacocoMm Waters i-Class BSM, MC-nerexkropom Thermo MSQ Plus u nerexkropom




10

15

20

25

30

86

Waters Acquity PDA. Dnroents! (kucnotabie yeaosusi): A: HyO + 0.04% TOV; B:
MeCN; rpaguent: 5% B — 95% B; Bpems BbimonHenus: 1.2 muH; notok: 0.8 my/mMuH;
nerexkruposanne: Y®/Vis + MC

Kononka Agilent Zorbax RRHD SB-aq, 2.1 x 50 mm, 1.8 Mkm

KX-MC (Meton II): cucrema Dionex Ultimate 3000 ¢ GuHapHBIM HACOCOM
Dionex HPG-3200RS, nerektopom Thermo MSQ Plus MS u nerekropom Dionex
DAD-3000RS PDA. Daroentst (kucinotHbie yenaosus): A: HO + 0.04% TOV; B:
MeCN; rpaguent: 5% B — 95% B; Bpems BbinojHeHus: 1.5 MuH; mOTOK: 4.5 MJI/MUH;
nerextupoBanue: Y®/Vis + MC

Kononka Agilent Zorbax SB-aq, 4.6 x 50 mm, 3.5 Mkm

BOJXKX 1

OO0pa3usl aHATU3UPOBAIM HEMOCPENCTBEHHO ¢ moMoinbio BOXKX Ge3
paszbaBnenus (oxxupaemas koHuerTpauus 1000 mxr/mur). ITnomanes BOXKX kaxkgoro
obpaboranHoro obpasna cpaBHHBAIH ¢ momanpo BOXKX sTanoHHBIX 00pa3mos.

Cucrema BOXX: cmemuBarmas mpu BbICOKOM naBieHnu Shimadzu Prominence
(B2XX 08 DAD); Ilotoxk: 1.5 mn/mun; Temneparypa xkononku: 50°C; Temnepatypa
aBrocamiuiepa: 25°C; O0wvem nnmkekunu: 3.0 mxi, Kononka: Waters XBridge BEH
C18 2.5 mxm 2.1*50 mm Column XP; JInuna Bonasl: DAD 260 um

PacrBopurens A: Bona + 0.05% mypaBbuHO# KUCTOTHI (00./00.)

PactBopurens B: Aueronutpun + 0.05% mypaBbuHO# kucioTs (00./00.)

I'panuent:

Bpewms (muH) % pactB-ib A % pactBoputeas B Bpemsa (muH) % pactBoputens A % pacTBopuTtens B

0.0 80 20 2.5 36 64
3.5 33 67 4.5 2 98
4.9 2 98 5.0 80 20
52 30 20

HMP cnexmpockonus:

Cnekrpometrp Bruker Avance HD ¢ 500 MI'ry Ultrashield™ Magnet u
kpuo3oHaoM 5 MM DCH unu cnexkrpomerp Bruker Avance II ¢ 400 MI'n Ultrashield™
Magnet u ronoBkoii 30512 BBO 5 mMm. Xumuueckue caBuru (0) yKa3aHbl B
MUJUTHOHHBIX JOJSAX (M.A.) OTHOCHTEJIbHO IPOTOHHBIX PE30HAHCOB, BOZHUKAKOIIHUX B
pe3yabTaTe HeNMOJHOro aentepuposanus AMP pactsopurens, Hanpumep, AJst

numetmicyiabdokcuna 6 (H) 2,49 m.a., nns xnopodopma & (H) 7,24 m.n. Cokpamenus
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s, d, t, Q ¥ m OTHOCSATCS K CHUHIJIETY, AyOJeTy, TPUILIETY, KBAPTETY, MYJbTHUILIETY,
COOTBETCTBEHHO M br - mupokuil. KoncranTsl B3aumoneicTsus J ykazansl B ['11.

Ananu3z ¢ ucnonwv3osanuem nopoutkoeoii penmeenosckoil ougparxyuu (XRPD)

KapTuHb! MOpomKoBONH pEHTI€HOBCKON AU pakiuu noayyaiu Ha
pentreHoBckoM nudpakromerpe Bruker D8 Advance, o0opynoBaHHOM AE€TEKTOPOM
Lynxeye, padortatomum ¢ CuKa-u3nydeHuem B pexxuMe OTpa’keHus (CBsI3aHBI Ba
tera/Teta). OOBIMHO peHTreHOBCKas TpyOka padotana nmpu 40 kB/40 MA.
IMpumensnucey pazmep mara 0,02° (26) u Bpems mara 76,8 ¢ B AuamnasoHe
ckaHupoBaHus oT 3 1o 50° B 26. llenn pacXxogUMOCTH OBLIN YCTAHOBJICHBI Ha
¢uxcuposanubie 0,3°. TTopomKyu cierka mpeccoBaliv B IepkaTeab oOpa3LoB U3
MOHOKPHCTAJIJIa KpeMHUs TyOuHo# 0,5 MM U BO BpeMsi u3MepeHust 00 pa3isl
MOBOPAYMBAJIA B COOCTBEHHOM MIOCKOCTH. [ pakiimOHHBIE TaHHBIE MPUBEIEHBI 0e3
npuMeHeHnus ynanenus Ko2. IIpusenennas B fJaHHOM JOKYMEHTE TOUHOCTb 3HAYEHUU
20 Haxonutcs B quamnasone +/- 0,1-0,2°, kak 3T0 00BIYHO OBIBAET ISl TPAAULUOHHO
3aMHUCAHHBIX KAPTUH MOPOIIKOBOW PEHTTE€HOBCKON AN PaKLIHH.

Ananus epasumempuueckoii copoyuu napos (GVS)

HNsmepenus npoBoasiT Ha MHoTonpoieccopaoM npudope SPS-100n (ProUmid,
Ulm, Germany), paboratomuiem B nmomarosom pexume npu 25 °C. O6pasuy maroT
YPaBHOBECUTHCS MPU OTHOCUTEJIBHOHN BJIaXKHOCTH 40% mepen 3anyCcKkoM IpOrpaMmbl
preaBapuTeNbHO 3aAaHHON BiaxkHOCTH (40-0-95-0-95-40% oTHOCUTENBHAS
BJIQXKHOCTB, waru 5% ARH u ¢ MakcuManbHbIM BpeMeHEM ypaBHOBeIIMBaHUA 24 Jaca
Ha 1mar). Mcnone3yroT npudnusutenbHo oT 20 no 30 Mr kaxkaoro obpasua.
l'urpockonuyeckas kinaccuukanms cuenaHa Ha OCHOBE TeXHHUYECKOro PyKOBOACTBA
EBponeiickoii papmakomnen (1999, ctp. 86), HanmpuMep, HETUTPOCKOMUYHBIN
yBenndeHue Maccol MeHee 0,2% Macc/mMace; He3HaYUTENbHO THIPOCKOIMHUYHO!
yBeJH4YeHHe Macchl MeHee 2% u paBHO unu Oosbiue 0,2% macc/Macc; THTPOCKONMHYHO:
yBenndeHue Maccel MeHee 15% u paBHO unu Oonbie 2% macc/macc. U3MeHeHne
Macchl MEXJy OTHOCHUTENbHOHN BlaXHOCTB040% 1 OTHOCUTENbHOMN BiIaxkHOCTBHIO 80%
YYUTBIBAETCS MPU MEPBOM CKAHUPOBAHUH aCOPOLIUH.

Hugppepenyuanvnan ckanupyrowas karopumempus (DSC)

Haunabie DSC cobupanu Ha cucteme Mettler Toledo STARe (monyne DSC822¢,
U3MepUTeNbHAsA AUeiika C KepaMUYECKUM AATYUKOM M BEPCHUsS IPOTPAMMHOIO
obecnieuenuss STAR 13.00), ocHameHHO#N 34-MO3ULHOHHBIM aBTOCOIMILIEpOoM. [Ipubdop

Obl1 OTKATUOPOBAH MO SHEPTUU U TEMIIEPAType C UCIOJb30BAHUEM
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ceprupuuupoBanHoro uHAUS. OOBIYHO 2 MT Kakaoro odpaslia B aBTOMaTUUECKHU
NpOThIKaeMOH alroMUHUEBOH nocyae Mettler oo6bemom 40 mxn Harpesanu npu 10°C
mun"', or -20 °C 10 320 °C. Han 00pa3LoM MoanepKUBAJIU MPOAYBKY a30ToM nipu 20
mi/MuH"

Ouucmra coeounenuii

CoenuHeHHs MOXXHO OYHMCTHUTH MO0 KOJOHOYHOH XpoMarorpaduei Ha
cunukarene, nu6o npemn. JKX-MC ¢ uCroap30BaHUEM yCIOBHI, OMUCAHHBIX HHXKE.

Kononounas xpomamozpagus

Kononounas xpomarorpadus (KX) MoxkeT ObITh BBIIOJIHEHA C UCTIOJIB30BAHUEM
npeaBapuTeNbHO ynakoBaHHbIX KapTpumkeld (SNAP UltraTM, SNAP KP-SILTM,
SNAP KP-NHTM, IsoluteTM Silica II unu IsoluteTM NH2) ot Biotage.

IIpenapamuenan JKX-MC:

Gilson 333/334 Prep-Scale BOXXX nacoc ¢ aBrocammiepom Gilson LH215,
nerazatop Dionex SRD-3200, mognurounsiii Hacoc Dionex ISO-3100A, nerekTop
Dionex DAD-3000 DAD u gerektop Thermo MSQ Plus Single Quadrupole MS.
ITorok: 75 mn/mun. [lerextuposanue: Y ®/Vis n/unu MC.

JlononHuTeNnbHasA HHPOpPMALIUS MO OYHUCTKE NPEJOCTaBlIeHa B Ta0IULle HUXKE CO
CIEAYIOLUIUMH OINpeNeIeHUIMU:

XBridge: xononka Waters XBridge C18, 10 mxMm, 30 x 75 Mmm

Zorbax: xononka Agilent Zorbax SB-aq, 5 mkm, 30 x 75 MM

Atlantis: kononka Waters Atlantis T3, 10 mxm, 30 x 75 MM

Kucnorusiii: smoant: A = H,O ¢ 0.5% HCOOH, B = MeCN

OcHoBublii: sm0adT: A = H,O with 0.125% NH4,OH, B = MeCN

Ouyenp munodunbHbli TpanueHT: 50% B — 95% B B Teuenune 4 muH, 3aTem
95%B B Teuenue 2 MuH

JlunopwmneHbid rpanueHt: 30% B — 95% B B Teuenue 4 mun, 3atem 95%B B
TEYEeHUe 2 MUH
Hopmanensbiii rpanuent: 20% B — 95% B B teuenue 4 muH, 3atem 95%B B Teuenue 2
MUH
ITonsipusiii rpagueHt: 10% B — 95% B B Teuenue 4 muH, 3atem 95%B B Teuenue 2
MUH
Ouenp nonspHelil rpagueHt: 5% B — 50% B B Teuenue 3 muH, 3atem 50% B — 95%

B B Teuenne 1 muH, u B KoHIle 95%B B TeueHue 2 MUH
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XBridge Zorbax Atlantis
KHCJOTHBIH OCHOBHBIH KHCJOTHBIH OCHOBHBIH
Ouens
JUNO(PHIAbHbIH Meton 10 MeTton 8 Meton 9 Meton 6
rpagueHT
Jluno(puabHbIH
Meton 4 Meton 5 Meton 2
rpajueHT
HopmanbHbii
Meton 3 Meton 1 Meton 11
rpagueHT
HonsipHbIil
Meton 7
rpajueHT
OuyeHb moasipHbIi
Meton 12

rpagueHT

Komnosuyusa cpeowst 0ns nepesapueanusi:

FaSSIF (pH 6.5)

FeSSIF (pH 5.0)

FaSSGF (pH 1.6)

Taypoxonat Harpus : 3
MM

Taypoxonar HaTpus :
10.00 MM

Taypoxonat HaTpus :
0.08 MM

JIlenmutun 0.75 MM

Jlenqutun 2.00 MM

JIlenutun 0.02 MM

Xnopun Hatpust 105.90
MM

MoHooneat rinunepuHa
5.00 MM

Xnopun Hatpus 34.20
MM

OnHoocHOBHBIH pocdar
Hatpus 28.40 MM

Onear Hatpus 0.80 MM

XJ1OpOBOAOPOAHAS
kucjaora 25.10 MM

I'mppokcun natpus 8.70
MM

Xnopupn Hatpus 125.50
MM

I'mppoxcun Hatpus 81.65
MM

ManeunoBas KucjioTa
55.02 MM

Cokpaujenusn (ucnojib3yemoie goiuie uiu oajiee):

Ac
AcOH
BOJIH.
Boc
KX
CDI
CDT

aLeTHI

YKCYCHasi KHCJIOTA

BOIHBIN
mpem-0yTUIOKCUKapOOHUIT
KOJIOHOYHast XpomaTtorpadus
KapOOHMIANUMHIA30J1

1,1'-xapbonun-gu-(1,2,4-Tpuaszon)
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AXM
ANOKCaH
DIPEA
DMA
JIM®A
JIMCO
DSC
JKB.

Et
EtOAc
EtOH
Et,O

r

IT

9

Hept
B3OXKX
10
KX-MC
MeCN
MeOH
Mr

MHH

MJT
MMOJTb

MC

90

IUXJIOpPMETaH

1,4-nuokcan

OUU3O0MPONUIITUIAMHH

OUMEeTHIIaleTaM U

auMeTunHopMaMua

OUMETHUICYIb(poKCcHa

HuddepennuanbHas CKAHUPYIOIAS KAJIOPUMETPHS
SKBHUBAJICHT(bI)

STUI

STHJIALETAT

3TAHOI

OUSTHIIOBBIN 3up

rpamMM(bl)

BHYTPEHHsISI TeMIepaTypa

gac(bl)

renTaH

BBICOKO3 (P ekTuBHAs KUAKOCTHASI XpoMmaTorpadus
MOHHU3ALIHS

KUJIKOCTHAas XpoMatorpadus - Macc-CeKTPOMETPHsI
ALETOHUTPUI

METaHOJ

MUJLTATPaMM(bI)

MUHYyTa(BbI)

MUJITATUATP(BI)

MUJITTUMOJTB( 1)

MacCC-CIIEKTPOCKOIHA

NaBH(OAc); TpuaneTokcuOoOpruapun HaTpUs

AMP

OAc

opr.

B TECY.HOYU

nper.

CHEKTPOCKONUS SIAEPHOr0 MAarHUTHOTO PE€30HAaHCa
anerar

OpPraHUuYeCKUi

B TECUCHHUEC HOYH

npenapaTuBHas

QuadraPure® MPA MOJIUCTUPOJIOBBIE IAPUKH, QYHKIIMOHAIU3UPOBAHHBIE

MepKanTo(eHUIaMUHOTPYIIIaMu
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pair. paneMuYecKui

KT KOMHAaTHAas TeMIeparypa

peaxu. peaxkuus

HACbIII. HAaCBILEHHBIN

SEM 2-(TPUMETHUJIICUIIIII )3 TOKCUMETHUII
p-p. pacTBop

TOA TPUITUIIAMHUH

TOY TpuTOPyKCYyCHAS KUCIOTA

TFE TpudTOp3ITAHON

TTo TeTparuapodypan

Ir BpeMsl yaepKaHUs

XRPD PeHTreHoBcKasi mopomrkoBasi ugppaKmus
I. Xumus

Cunte3z COEJIMHEHUW A u ero Ouonornvyeckass akTUBHOCTh B Ka4€CTBE
moxnyisitopa perentopa CS5a onucana 8 PCT/EP2019/050372.

Ecnu oHO He sIBI€TCA KOMMEPYECKU AOCTYIHBIM (KakK, Halpumep, 2-
(TpudTopMeTnn)0eH3UNOPOMHUN), CTPYKTYPHBIE OJIOKH MOJYyYalOT B COOTBETCTBHUH C
METOUKAMH, ONMUCAHHBIMHU HUXKE.

CHUHTE3 CJI0XKHOIO MEeTHJI0BOro sdupa S-uutpo-1H-nupason-4-kapOoHOBOU

KHUCJIOTBHI WM CJIOKHOIO MeTHI0BOro »dupa 3-uutpo-1H-nupaszon-4-xkapOboHOBOHI

KHCJIOTBI

K pactBopy 3-Hutpo-1H-nupazon-4-kapOoHoBO# KuCIOTH (1 3kB.) B 0€3BOIH.
MeOH (4 mu/mmonb) nobasnsaroT AcCl (3 5KB.) U pEaKIIUOHHYIO CMECh
nepeMmemnBaroT B TeueHne 2.5 4 npu 80°C. MeOH ynapuBaroT u 0CTaTOK pa3aessitoT
Ha yacTu Mexay Hachim. BonH. pacTBopoM NaHCO; u EtOAc. Opranuueckyro ¢asy
npoMbiBatoT 10% BoaH. pactBopoM Na,COs U CONSIHBIM PacTBOPOM, CyILIAT HAaj
MgSO4 1 KOHLIEHTPUPYIOT B BaKyyMe.

tg [Mun] (Metox XKX/MC): 0.55 (I); m/z [M+H]" 6e3 nonusanumu.

1H AMP (500 MI'u, AIMCO-d6) 6: 14.34 (s, 1 H), 8.60 (s, 1 H), 3.79 (s, 3 H).

CHUHTE3 CJI0XKHOIO METUJIOBOrO 3dupa 3-HUTPo-1-(2-TPUMETUICHUIIAH UJI-

sTokcuMeTua)- 1 H-nupaszon-4-kapOOHOBOU KUCJIOTHL

K cycnensuu cioxHOro MeTunaoBoro s¢upa S-autpo-1H-nupaszon-4-kapOoHoBoi

KHUCJIOTBI HUJIU CJIOKHOTO MeTHIOBOro 3dupa 3-uutpo-1H-nupazon-4-kapOoHOBOH
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kuciotsl (1 3xB.) u SEM-CI (1.3 3kxB.) B IXM (3.5 Ma/MMoIb) 1O KarisiM 100aBIsSOT
DIPEA (1.5 sxB.) npu 0°C. Peakiinonnyo cmech nepememusarT npu 0°C B TedeHune
0.5 9 u racar "Hacseil. BoAH. pactBopoM NaHCOs3. Cmech skcTparupyrot XM,
OpraHuYecKyro ¢a3sy MpoMbIBarOT Hackill. BOAH. pactBopom NaHCOs, cymat Hax
MgSO, u KOHIeHTpupyIoT B Bakyyme. Chbipoli npoaykT ouyumarT ¢ nomouipio KX ¢
ucnonb3zosanueM Hept/EtOAc.

tg [Mun] (Metox XKX/MC): 1.00 (I); m/z [M+H]" 302.15.

1H AMP (500 MI'u, AIMCO-d6) 6: 8.80 (s, 1 H), 5.54 (s, 2 H), 3.81 (s, 3 H), 3.61
(m, 2 H), 0.87 (m, 2 H), -0.03 (s, 9 H).

Cunres [3-HuTtpo-1-(2-TpuMeTniicuaadmi-3tokcumeru)- 1 H-nupaszon-4-unl-

MeTaHoJa

K pactBOpy C10XKHOTO METHJIOBOTO 3¢upa 3-HUTPO-1-(2-TpUMETHUICHIaHUIT-
sTokcumeTun)-1H-nmupaszon-4-kapOonosoii kucnotsl (1 5kB.) B cmecu TT'® (6.3
mi/mMmoins) u MeOH (0.8 ma/mmons) nopunsimu gobasisitor NaBHy (4 - 8 5xB.) npu
0°C. Peakuuonnyw cmech nepememnBatoT npu 0°C B TeueHue 3.5 4, BBUIMBAKOT B
BonH. Hackim. pactBop NH4Cl u skcrparupyrot ¢ nomouipio EtOAc. Opraanydeckyro
¢da3y nmpoMbIBAIOT CONSIHBIM pacTBOpoM, cymaTt Hag MgSO, U KOHUEHTPUPYIOT B
Bakyyme. Coipoii mpoaykt ounmarT ¢ nomombio KX ¢ ucnonezosanuem Hept/EtOAc.

tg [Muna] (Metox XKX/MC): 0.89 (I); m/z [M+H]" 6e3 nonusanun.

1H AMP (500 MI', IMCO-d6) &: 8.06 (s, 1 H), 5.51 (s, 2 H), 539 (t,J =54
I'm, 1 H), 4.66 (dd, J =5.4 T, 2 H), 3.59 (m, 2 H), 0.87 (m, 2 H), -0.03--0.01 (m, 9
H).

Cuntes 3-Hutpo-1-(2-TpuMeTUaCUIaHUAI-3TOKcuMeTna )- 1 H-nupazon-4-

KapbaJpaerunuaa

K pactBopy [3-HuTpO-1-(2-TpuMeTUICUTaAHUT-3TOKCUMeTH )- | H-tupaszon-4-un]-
metanosa (1 skB.) B 6e3soan. IXM (10 mn/mmouns) nopuusimu nodasnsaroT MnO; (9 -
10 sxB.) mpu KT u peakuuonnywo cmech nepememuparot npu KT B Teuenue 18 4.
Cmech GUIBTPYIOT Uepe3 MOAYIIKY LEJUTa U PUIbTPAT KOHUEHTPUPYIOT B BaKyyMe.

tg [Mun] (Metox XKX/MC): 1.00 (I); m/z [M+H]" 6e3 nonusanumu.

IH AMP (500 MI', AIMCO-d6) 6: 10.14 (s, 1 H), 8.82 (s, 1 H), 5.58 (s, 2 H),
3.62 (m, 2 H), 0.88 (m, 2 H), -0.02 (m, 9 H).
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CunTes cnoxxHoro mpem-0ytunosoro sdupa [1-(2-drop-6-bopmus-pernn)-

nunepunua-4-uil-kapOaMUHOBON KHUCIOTHL

K pactBopy 4-(Boc-amuno) nunepuauna (1 sxB.) u 2,3-nudprop-6eH3anpaernaa
(1.1 3xB.) B AMCO (0.9 - 1.5 ma/mmonb) nodasnsrot K,CO3 (2 3kB.) u cmech
HarpeBaroT 10 100 °C u nepememuBaroT B TeueHue 18 u. Cmech racar Bojoi u
SKCTparupyroT ¢ nomoinbo JAXM. Opranuvyeckyio a3y mpoOMbIBAIOT BOAOH U
COJIIHBIM pacTBOpoM, cymat Hax MgSOy4 u KOHUeHTpUpPYIOT B Bakyyme. Cripoii
NpOAYKT ounianT ¢ nomoupio KX ¢ ucnonb3zoanuem JIXM/MeOH.

tg [Mun] (Metox XKX/MC): 0.93 (II); m/z [M+H]" 323.20.

CunTe3 Cl0xHOro mpem-0ytuiosoro 3dupa [1-(2-dTop-6-ruApOKCUMETHU -

denn)-nunepunuu-4-uil-kapOaMUHOBON KUCJIOTHI

Cycnensuto cinoxHoro mpem-6yrunosoro s¢upa [1-(2-¢prop-6-popmun-penun)-
nunepunuH-4-uil-kapoamuaoBoi kucnotel (1 5kB.) B 0e3BogH. MeOH (2 mu/Mmotb)
oxyaxaarT 10 0°C u mopuusmu godasnsror NaBH, (1.2 - 1.3 skB.) mpu 0°C.
Peaknuonnywo cmech nepememnBaroT B TeueHue 1 4 npu 0°C aist nocTHIKEHUS
3apepueHus. CMeCh OCTOPOIKHO racsiT MOCPEACTBOM AOOABJIECHUS MO KAIJISIM BOJIBI
npu 0°C u skctparupyiot ¢ nomoinbio EtOAc. Opranndeckyro a3y mpoMbIBarOT
BOZIOH U COJITHBIM pacTBOpPOM, cymiaT Haa MgSO4 U KOHLEHTPUPYIOT B BAKyyMe.

tg [Mur] (Metox XKX/MC): 0.82 (II); m/z [M+H]" 325.24.

CuHntes cia0xH0oro 2-(4-tper-6yTokcukapOOHMIaAMUHO-TIMOEPUANH- ] -1j)-3-

bTop-0eH3UI0BOrO 3hUPa YKCYCHON KMCIOThI

PactBop cioxkHoro mpem-6ytunosoro sdupa [1-(2-pTop-6-runpoKcCuMeTHI-
benwn)-nunepuauH-4-mi|-kapoamunoBoit kuciaotsl (1 3kB.) 1 TOA (1.5 3kB.) B IXM
(0.5 - 5 ma/mmonp) oxnaxaarT 1o 0°C u AcCl (1.5 3kB.) mo kaniasaMm g00aBISIIOT TPH
0°C. PeakiiuoHHy0 cMech nepememnBatoT B Teuenue 1 1 mpu 0°C nist mocTHKEHUS
3aBepmeHus. Cmech pazdasisiror JAXM u npombiaroT 10% BOIH. pacTBOpOM
JUMOHHOW KUCJIOTHI, Hachlm. BOAH. pacTBopoM NaHCO; u conssHbIM pacTBOpOM.
Opranunueckyr ¢a3y cymar Hax MgSO4 1 KOHIIEHTPHUPYIOT B Bakyyme. Cripoi
npoaykT ounmarnT ¢ nomoupio KX ¢ ncnonb3zoanuem Hept/EtOAc.

tg [Mun] (Metox XKX/MC): 0.97 (II); m/z [M+H]" 367.25.

CunTe3 Ccl0KHOro mpem-0ytuiosoro 3dupa [1-(2-brop-6-MeTun-pernn)-

nunepunua-4-uil-kapOaMUHOBON KHUCIOTEL

CnoxHblil 2-(4-mpem-0yTOKCUKapOOHUIAMUHO-TUNIEPUANH- | -1)-3-pTOp-

OeH3unoBbIN 3¢up yKCycHOH KUCTOTHI (1 3kB.) pacTBOopsaroT B cMecbu MeOH (6



10

15

20

25

30

94

mi/mMmonb) U EtOAc (2 mi/MMonb) 1 K00y TPHIKABI BAKYYMHUPYIOT U MTOBTOPHO
HanonHAT azotroM. Wet Pd/C (0.08 5kB.) 100aBasAOT U KOJOY TPHIKIBI BAKYYMHUPYIOT
¥ IOBTOPHO HAMOJHSIOT BoAopoaoM. CyCHeH3UI0 THAPUPYIOT NMPU aTMOCHEpHOM
NaBJIEHUH B TeUEHHE 3 4 M PUIBTPYIOT uepe3 noaywky neiaura. Ocanok Ha GuiabTpe
npombiBatloT EtOAc u MeOH u GpunbpTpaT KOHUEHTPUPYIOT B Bakyyme. Chipoii
npoAyKT ounmarT ¢ nomouipio KX ¢ ucnonb3zoBanuem Hept/EtOAc.

tg [Mun] (Metox XKX/MC): 1.00 (II); m/z [M+H]" 309.16.

Cunres 1-(2-bTop-6-MmeTun-dheHnu )-UnepuanH-4-ujiaMmuaa

K pactBopy cnoxxkroro mpem-0ytunosoro s¢upa [1-(2-prop-6-meTun-penun)-
nunepuanH-4-mi|-kap6amMuHoBO# KUCIOTHI (1 3kB.) B JIXM (4 Ma/MMOJIB) MO KaruisiM
nobapisiroT TOY (1 MiI/MMOJIB) B PEAKIIUOHHYIO CMECh MePEMEIINBAIOT B Te4eHue 1 4
— 18 u mpu KT. Cmecp noamenauusaoT 1M BonH. pactsopoM NaOH no noctuxxkeHus
3HaueHus pH 12-13 u skcTparupyror ¢ nomomso JXM. O0bennHeHHbIE
opraanveckue ¢aszpl cymat Hag MgSO, 1 KOHIEHTPUPYIOT B BaKyyMe.

tg [Mun] (Metox XKX/MC): 0.62 (I); m/z [M+H]" 209.21.

Cunres [1-(2-dTop-6-MeTun-denun)-nunepuaui-4-uual-[3-aurpo-1-(2-

TPUMETHUICUIIAHUI-3TOKcUMeTH )- | H-nupaszon-4-unmerus]-amuga

K pactBopy 3-HuTpO-1-(2-TpUMeTHICUNIAHUI-3TOKCUMeTHN )- 1 H-nupazon-4-
kapOanpaeruna (1 sxB.) u 1-(2-prop-6-merun-penunn)-nunepuaua-4-mnamuna (1 -
1.153xB.) B TT'® (4 - 8 Mmsi/mmonb) nobasisaror AcOH (1.5 3kB.) 1 peaKIIHOHHYIO
cmech nepememnBaroT B TedeHue 20 mun npu KT. JlobaBnsoT nopuusimu
NaBH(OACc¢); (1.5 3xB.) u peakiiuoHHYI0 cMmech nepemennuBatoT npu KT B Teuenue 2
4. [Ipu HEOOXOAUMOCTH IJis AOCTHKEHUS 3aBeplueHus peakuuu npu KT nobasnsitoT
nonojauTeNbHY0 mopiuo NaBH(OAC); (1 2xB.). CMech pa3aensaroT Ha YaCTH MEXKIY
EtOAc u Haceim. BogH. pactBopoM NaHCOs3. Opranudeckyto a3y mpOMBIBAIOT
COJIIHBIM pacTBOpOM, cymat Haa MgSO,4 u KOHUEeHTpUpPYIOT B BakyyMme. Cripoit
npoAyKT ounmarnT ¢ nomoupo KX ¢ nucnons3zosanuem Hept/EtOAc/MeOH.

tg [Mun] (Metox XKX/MC): 0.94 (I); m/z [M+H]" 464.25.

Cunres [3-amuuo-1-(2-TpuMeTUICUNAHUI-3TOKCUMeTHa )- | H-tupazon-4-

uametu]-[ 1-(2-dTop-6-MmeTuy-bedua)-nunepuaut-4-uil-amuga

K pactBopy [1-(2-pTOp-6-MeTnn-penun)-nunepunun-4-uinl-[3-aurpo-1-(2-
TPUMETHUIICHIIaHUI-3TOKcuMeTn)- 1 H-nupaszon-4-unmerun]-amuna (1 sxB.) B EtOH
(3.5 - 7.4 ma/mmons) nobasmstor 10% Pd/C, yenaxuennsiit ~50% Boasr (0.02 3kB.) u

peakunoHHyr cMmech ruapupyroT npu KT npu armocpepHom nasnenun B TeueHue 18



10

15

20

25

30

95

4. Cmech QUIBTPYIOT Yepe3 MOAYIIKY HeauTa U QUIbTPAT KOHIEHTPUPYIOT B
Bakyyme. IIpu HeoOX0qUMOCTH, CHIPOH MPOAYKT OUMINAIOT ¢ nmoMombio KX ¢
ucnoab3oBanueMm [IXM/MeOH.

tg [Muna] (Metox XKX/MC): 0.85 (I); m/z [M+H]" 434.10.

Cunres 5-[1-(2-bTop-6-MeTni-penun)-nunepunug-4-unl-2-(2-

TPUMETUJICUIAHUI-3TOKCUMeTHI)-2.4.5.7-TeTparunpo-nupas3onol3.4-dlnupuMunug-6-

OHa

K pactBopy [3-amuno-1-(2-TpumeTnicunanmi-3Tokcumetun )- | H-nupazon-4-
wimetwi|-[ 1-(2-prop-6-metmin-penun)-nunepuaua-4-uil-amuHa (1 5xB.) B MeCN
(3.7 - 10 ma/mmouns) nobasmsitor CDI (1.2 - 2 3KB.) U peaKUHNOHHYIO CMECh
nepememnBaroT npu KT B Teuenne 1.5 4. [Ipn He0OXOAUMOCTH IJIs1 TOCTUXKEHHUS
3aBepIIeHUs peakuuu 100aBIAOT AonogHuTeNbHOe KonrmdecTBo CDI (0.5 - 1 3kB.).
PacTBopuTens ymapuBarT U OCTaTOK pas3aenstoT Ha yacTu Mexay EtOAc unu IXM u
Bonoi. Opranuyeckyio a3y NpOMBIBAIOT COJSHBIM pacTBOpoM, cymart Hag MgSO, u
KOHLEHTPUPYIOT B BakyyMe. CbIpoll IpOoAYKT ounInarT ¢ noMmoubo KX ¢
ucnosb3oBanueM Hept/EtOAc .

tg [MuH] (Metox XKX/MC): 1.16 (I); m/z [M+H]" 460.26.

Cunres 5-[1-(2-dTop-6-MeTun-dhenun)-nunepunut-4-uil-7-(2-tpudToOpMeTHI -

Oen3ua)-2-(2-TPUMETUIICUIAHUI-3TOKCUMeTH )-2.4.5. 7-TeTparuapo-nupas3onol3.4-

dlnupumuane-6-oHa

K pactBopy 5-[1-(2-pTop-6-MeTun-penun)-nunepuann-4-un]-2-(2-
TPUMETHIICHIAHUI-3TOKCUMeTUN)-2,4,5,7-TeTparuapo-nupasono[3,4-d|nupumMuanH-6-
oHa (1 skB.) B cMecu 6e3BoaH. TT'® (3 - 7.3 mu/mmons) u 6e3Boas. MDA (0 - 0.7
mi/mMmoutb) nobasisitor NaH (1.5 - 10 3kB., B Buge 60% agucnepcuu B MUHEPAIbHOM
macie) mpu 0°C. CycneH3uro nepemMemnBaroT B TeueHune 10 MuH u 100aBIsOT 2-
(Tpudpropmernn)oenszmndbpomun (1.1 - 1.5 s3kB.) mpu 0°C. PeakunoHHYO CMeCh
nepememnBaroT npu KT B Teuenne 24 4. [Ipu HEOOXOAUMOCTH IJIs1 TOCTHKEHHUS
3aBepUICHUs peakiuu A00aBISIOT nonojaHutebHoe KonndecTBo NaH (0.5 5kB., B BUIe
60% nucnepcuu B MUHEpPaTbHOM Maciie) u/unu opomuaa (0.5 sxB.). CMech racsr
BonOM uau Haceil. BoAH. pactBopoM NaHCOs3 u skcrparupyroT ¢ nomombro EtOAc.
O0penuHeHHBIE OpraHuveckre Gpa3bl MIPOMBIBAIOT COJSHBIM PACTBOPOM, CYLIAT HAJ
MgSO4 u KOHLEHTpUpYIOT B BakyyMme. ChIpoli NpoaAyKT ouuiaroT ¢ nomouipo KX ¢
ucnosnb3oBanueM Hept/EtOAc.

tg [MuH] (Metox XKX/MC): 1.31 (I); m/z [M+H]" 618.38.



10

15

20

25

30

96

Cunres 5-[1-(2-dTop-6-MeTui-Ghenun)-nunepuaui-4-uil-7-(2-tpudToOpMEeTHI -

Oensun)-2.4.5.7-rerparuapo-nupaszonol3.4-dlnupumunuu-6-oda

Cragus A (o6paborka TDVY):

K pactBopy SEM-3aImuIneHHOro npoMexXyTo4Horo coegunenus 5-[1-(2-¢prop-6-
MeTuI-¢ eHmn)-nmunepuanH-4-mi|-7-(2-tpudropmernn-6ensnn)-2-(2-
TPUMETUIICHIIAHUI-3TOKCUMETHN)-2,4,5,7-TeTparunpo-nupa3ono[ 3,4-dnupumuaun-6-
ona (1 skB.) B IXM (2 - 4 mn/MmMmob) no kamiasim nob6asisaroT TOVY (4 - 6 mi/MMOIBb).
PactBop nepememusarot npu KT B Teuenue 2.5 4, racar npu 0°C ¢ nomowmbio 32%
unu 1M BoaH. pactBopa NaOH no noctukenus 3Hauenust pH 7-8 u skcrparupyroT ¢
nomombo JIXM. O6benunennbie oprannueckue ¢pasel cymar Hag MgSOy4 u
KOHIIEHTPUPYIOT B BaKyyMe.

Cranus B (nomonmHutenbHas oOpadborka):

Ceipoit mpoaykt pactBopsitoT B TT'® (5 - 10 ma/mmonr) u oOpadaTeiBaOT
sTuNeHAnaMuHOM (3 3kB.) B Teuenne 30 MuH — 1 4 npu 60°C. PeakIuOHHYIO CMeChH
paszmenstoT Ha yacTu Mexay JIXM u Bonol B opraHu4Yeckyro (a3y mpOMBIBAOT
COJISIHBIM pacTBOpOM, cymaT Hax MgSO4 u KOHUEHTPHUPYIOT B Bakyyme. [lpu
HEOOXOIMMOCTH, ChIPOH MPOAYKT OUHINAOT ¢ noMombio KX ¢ ucnonp3oBanuem
Hept/EtOAc.

tg [Mua] (Metox XKX/MC): 1.14 (I); m/z [M+H]" 488.24.

IIpumep 1: Cunres 2-(2,2-auprop-nponui)-5-[1-(2-pTop-6-meTn-pennn)-
nunepuauH-4-uial-7-(2-rpudpropmern-oensuna)-2,4,5,7-rerparuapo-
nupa3zoao|[3,4-dlnupumuaun-6-ona (COEJUHEHMUE B amopduoii popme)

K cmecu 5-[1-(2-¢pTop-6-meTun-denun)-nunepuans-4-un|-7-(2-rpudropmernn-
Oenzun)-2,4,5,7-rerparuapo-nupasono|3,4-dnupumuaun-6-ona (1 3xB.) u 2,2-
nudropnponanona (1.5 - 2 3kB.) B Toayose (6 - 12 mu/mmons) nobapisot 1M
pactBopa (Tpudytundochopanmnugen)aneToHuTpuia B Tonyose (2 3kB.) B atmocdepe
aprona. PeakunonHyw cMmech HarpeBarT A0 110 °C u mepeMeminBarT B TeUEHHE S 4.
Cwmech racsat Bonoit u 3kcTparupyroT ¢ nomombio EtOAc unu IXM. OO6bequHeHHBIE
oprannveckue ¢$a3bl MPOMBIBAIOT COJSIHBIM pacTBOpoM, cymat Hag MgSO4 u
KOHIIEHTPUPYIOT B BakyyMe. CrIpol mMpOoayKT ouUuIarT ¢ nomommbo KX ¢
ucnosb3oBanueM Hept/EtOAc.

tg [Mun] (Metox XKX/MC): 1.24 (I); m/z [M+H]" 566.14.

XRPD-guarpamma: cm @ur. 2.
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IIpumep 2: Cunres 2-(2,2-gudprop-nponu)-S-[1-(2-¢pTop-6-meTna-denn)-
nunepuauH-4-ual-7-(2-rpudropmerunn-oensunn)-2,4,5,7-rerparuapo-
nupa3ono|3,4-djmupumMuann-6-0Ha B KpUCTAJLJIHYeCKOH popme 1

COEJJUMHEHME B amop¢Hoit popme, kak ero nonydeno B Ilpumepe 1 (20 r),
cycnenaupyroT EtOH (7 06.) u cycnensuro HarpesatoT no IT=78°C ¢ oOpa3zoBaHuem
gyuctoro pacrsopa. Pacrsop oxnaxaarot go IT=0°C u nepememusarot npu [T=0°C B
teueHue 11 4. [IpoaykT GuUAbTPYIOT, MPOMBIBAIOT ¢ moMombio 2 06. xonoguoro EtOH
u cymat B Bakyyme nipu 40°C. 16.5 r 2-(2,2-Audrop-nponmn)-5-[ 1-(2-pTop-6-meTui-
benwn)-nunepuaun-4-mi|-7-(2-rpudpropmerun-6ensun)-2,4,5,7-rerparuapo-
nupa3ono[3,4-d|nupuMuanH-6-0Ha B KpUCTALIHYECKOUW Gopme 1 moaydarT ¢
Beixo0M 82 %. Temneparypa nnasnenus: 163°C.

XRPD-guarpamma: cm. @ur. 1.

I'urpockonmuunocte COEJIMHEHUA B kpuctannuueckoi ¢popme 1 mo
nsMepeHussM GVS: HErUrpocKONnu4Hoe.

Tectuposanue crabunvnoctu COEJJMHEHWA B kpuctannudeckoi ¢popme 1:

YcnoBus XxpaHeHus B2XX 1 nnomaap 0o CpaBHEHUIO C 3TAJIOHOM,
IMpubnusurenprno 10 mr KOTOpBIN xpaHuics npu -20 °C B TedeHHUe TOro xe
nopoiuka B 4 mi Oenoi BpeMeHHU (npu 260 HM Ha TMOJHO-MAaTPUUYHOM
CTEKJISIHHOM NnpoOupke JIETEKTOpe)

Dopma 1 AmMopdHas
3akpbiTas npobupka B 100% 57%

teyeHue 30 qHEN npu
KOMHATHOW TeMIepaType
U THEBHOM OCBELIEHUHU

3akpbiTasi mpoOUpKa B 100% 79%
teuenue 30 nHel npu
40°C ¥ OTHOCUTEJbHOU
BJIaXXHOCTH 75% B
XPaHHUITUIIE

I1. buosiornyeckuii aHAJIU3

Ipumep 3: ananmus in vitro

Anre3uBHble kieTkH (uHUS KieTok Oera-appectmHa CHO-K1 C5ARI1,
DiscoverX, Kanudopuus, CIIIA) npomeBatoT PBS, oTnenstor nyrem nHkyOanuu ¢
noMombio Oydep mis aucconuanuu kiaetok (Gibco Cat # 13151-014, 2 mu Ha 165 cm2
JalIKy) B TeUeHUE 3 MUHYT, 3aTeM npombiBaoT 10 mu PBS (6e3 Mg ++ u Ca ++) u
noacuyuThBalOT. BeiceBaroT 7'500 knetok/384-nyHoK B 384-1yHOYHBIE MJIAHIIETHI

(nmnanwmer ans kynpTuBupoBanus kierok MTP384 white Polystyrene, Corning, Cat#
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3570) mo 20 mxa/nyHKy co cpenoit nis nmocesa kietok (F12 HAMs/10% FCS/1% P/S)
u nHkyoupytot npu 37 ° C/5% CO2/24 qaca.

5 MK AHTaroHucTa npu 6-KpaTHONH KOHEYHOW KOHLIEHTPALUU UJIU KOHTPOJIb
JAMCO no6aBnsitoT B cpeay Ajisi aHajiau3a, a 3ateM 5 Mk 1 - 10 HM aronucta CSa npu
0-KpaTHOIM KOHEUYHOW KOHUeHTpaunu. Knerkn neHTpudyrupyoT B TeueHne | MUH npu
1000 o6/muH u uukyOupyroT B Teuenue 1,5 4 npu 37 © C. [InanmeTs
YPaBHOBEIIMBAIOT MPHU KOMHATHOW TeMIEpPaType B TEUEHUE HECKOJIbKUX MUHYT 110
nobasienus 12 mxa/nynky pearenta (PathHunter Detection Kit, DiscoverX, Cat # 93-
0001). IInanmets! neHTpupyrupyoT B TeueHue 1 mun npu 1000 o6/mMun u
uHKyOupyroT B TeueHue 45 mun npu KT nepen usmepennem Ha Fluostar Optima,
BMG Labtech. 3nauennst ICsyp paccUUTBIBAIOT M3 AHANa30HA CEPUHHBIX pPa3BeICHUN
AHTAarOHHCTA C UCIOJIB30BAHUEM COOCTBEHHOI'O MPOrPaMMHOTO oOecredeHus: u
NPEACTABISIOT B HMOJIB/JI.

Paccuurannsie 3HaueHus [Csp MoryT konebaTbcsi B 3aBUCUMOCTH OT €KEeTHEBHBIX
pe3yJbTaTOB KJIETOUHOTO aHanu3a. KomebaHus Takoro posa M3BECTHHI CIIEUAIHCTAM
B naHHOH oOnactu TexHuku. Cpennue 3HaueHus 1Csyp U3 HECKOJNBKUX U3MEPEHUN
NpEACTaBICHBI KaK CPEIHNE T€OMETPUUECKHE 3HAUCHHS.

AnTtaronucruyeckas aktusHocte COEJIMHEHM S TecTupoBanace B 3TOM TeCTe
npu 11 aM.

II1. ITony4yenue ¢papManeBTHYECKHX KOMNIO3HLHI

COEJUHEHMUE ucnone3yroT B ciaenywumux [Ipumepax B KpuCTaINIECKOM
dbopme 1 IMpumepa 2.

Brnaxknast xxenaTuHOBast 000JI0UKa JJIsl BBIMIEYKA3AHHBIX KAMCYJ MOXKET,
Harpumep, ObITh COCTABJIEHA CIEAYIOIUM 00pa3oM: rjue cCieAyeT MOHUMATh, YTO
HeOOJIbIINe U3MEHEHHUS B COOTBETCTBYIOIINX KOJUYECTBAX MOTYT UMETh MECTO OT

MapTUU K NAPTHUH:

BemecTBO (mr/kancy | (macc.%) DyHKIHUA

Ja)
Kenatun 170.7 423 O06omnouka
ITonucop6 85/70/00 98.0 24.3 ITnactudukarop
OuuinenHast Boga 126.4 31.4 PacTtBOpuTtens
JAnokcua TutaHa 7.9 2.0 3aMyTHUTEIb
npudau3uTeNbHbINH 00mui | 403 100
BeC BJAKHOH 000104YKH
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Bcnomorarenbrbie cpenacTsa ajisi oOpaboTKU MpencTaBIsiOT cCoOoM
TPpUTTHULEPUABI CO Cpe)lHeﬁ I[.]'IPIHOfI oenu 1 JEHUUTUH, KOTOPBIC UCIIOJB3YKOTCA B
KaueCTBe CMa304YHBIX MAaTEPHAJOB.

CootBercTByrOLIas cyxas XKeJlaTHHOBast 000J04Ka, HAIPUMEpP, COCTABICHA

5 ciaeayruum odpaszom:

BemectBoO (Mr/kamncynaa)
Kenatun 171
IMonucop6 85/70/00 98
OuumenHas Boaa -

Jnokcun tTutaHa 8
NpuOIH3HTENbHBIN 00MHH Bec 277

cyxoii 060/10UYKH

B kauecTBe anbTEpHATUBBI, MOKPAsi JKEJIATHHOBAsT 000JI0YKA /IS

BBIIIECYKA3aHHBIX KalCyJl MOKET, HAIPUMED, COCTOATH U3 CICAYHOUIECTO!

BemecTBO (mr/ (Macc.%) DyHKIHUA
KancyJia)

Kenarun 169.9 42.15 O6omnouka

ITonucop6 85/70/00 42.3 10.5 ITnactudukarop

I'nuuepun 44.5 11.0

OuunineHHas Boja 138.5 34.35 PacTBopurenn

JAnokcua TutaHa 7.9 2.0 3aMyTHUTEJb

npubJan3HTeNbHbIH 00mui | 403 100

BeC BJAKHOH 000/104KH

10 BcnomorarenbHbie cpencTa st 00paboTKU MpeacTaBsiIoT coOOoM
TpUrIHULEpUAbI CO CpeﬂHeﬁ I[JII/IHOI\/‘I Henu U JEUUTHUH, KOTOPBIC UCITOJIB3YOTCA B
KauyeCcTBE CMa304YHBbIX MAaTEPHAJIOB.

CootrBercTByIOLIAs Cyxasl *KejJaTHHOBast 000J04Ka, HAIPUMEDP, COCTaBJICHA

CIEeIYIOUM 00pa3oM:

BemecTBoO (Mr/kamncyJa)
Kenarun 170
ITonucop6 85/70/00 42

I'munepun 45
OuunineHHas Boga -

Jlnokcun TutaHa 8
NpuOJIH3UTENbHBIN 00U Bec 265

Cyxo0ii 000J10YKH

15



Ipumep 4:

100

Msirkue xeJaTHHOBBIE KamncyJibl (OBaJibHbIE, pasMepoM 12) u3 pacuera Ha

Kancyiy 667 Mr noiydaroT CIeAyIIUM 00pa3oMm:

BemecTBoO Eannununasn IIpouenTtHoe DyHKUHA
A03a coaepxKaHHue
(Mmr/kancyaa) | (macc.%)
COEJIMHEHHUE 0.5 0.075 AKTHUBHBIM UHTPEIUEHT
Capryol™ 90 197.87 29.67 JlunodunsHoe
BCIIOMOTaTeNbHOE
BemecTBo/ruapododHOE
NOBEPXHOCTHO-aKTUBHOE
BEIECTBO
Kolliphor® RH40 329.77 49.44 TunpodunpHoe
NOBEPXHOCTHO-aKTUBHOE
BEIECTBO
TpusTunuurpar 131.87 19.77 I'mnpodunbHbIit
COpPacTBOPUTEIb
AckopOunnaipMuTaT 6.67 1 AHTHOKCHUIAHT
DL-aneda- 0.334 0.05 AHTHOKCUAAHT
Toko(depunamnerar
Oo6mee KoJIHYECTBO 667 100

IIpumep 4a:

B xauecTBe AJIBTCPHATUBBI, MATKHUEC KCJIIATUHOBBLIC KAIICYJIbI (OBaJ'IbeIe,

pasmepom 12) u3 pacueTa Ha Kancyjy 667 Mr MOJYy4aKT CAEAYIOIUM 00pa3oM:

BemecTBoO Eananunasn IIpouentHoe PyHKUHSA
a03a coaepxrRaHue
(mr/kancyJaa) | (macc.%)
COEJIMHEHHUE 0.5 0.075 AKTHUBHBI UHTPEIUEHT
Capryol™ 90 199.65 29.933 JunodpunsHoE
BCIIOMOTaTEJIbHOE
BemecTBo/runpododbHOe
NOBEPXHOCTHO-aKTUBHOE
BEIIECTBO
Kolliphor® RH40 332.75 49.888 TunpodunsHoe
NOBEPXHOCTHO-aKTUBHOE
BELIECTBO
TpusTunuurpar 133.10 19.955 I'mnpodunbHbIi
COpPacTBOPUTEJb
AckopOunnaipMuTaT 0.667 0.100 AHTHOKCHIAHT
DL-ansda- 0.334 0.050 AHTHOKCUIAHT
Tokodepunanerar
O6mee KoJIHYECTBO 667 100
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Kancyne! Ilpumepa 4 unu Ilpumepa 4a nony4aroT B COOTBETCTBUU CO
ClIeAYIOIEeN METOIUKOM:

B3BemuBaroT HeOOXOAUMBIE AJIS MTOJYUYEHUs ChIpble BemecTBa. Kaxnoe
BCIIOMOTaTEeJIbHOE BEIIECTBO B3BELUINBAIOT B OJJTHOM UJIU HECKOJbKUX OTAEIbHBIX U
uneHTuuIupoBaHHbIX KoHTeiHepax. Kolliphor® RH40, TBeproe BewmecTBo npu
KOMHATHOW TeMIepaType MpeBpaInaTbCs B KUIKOCTh B TEIJIOBOM TyHHese npu 55 °C
710 TOJIHOTO Pa3 KMIKEHHUs Mepes B3BEIIUBAHUEM.

3aTeM HaIOJIHEHHE OCYIIECTBISIOT Ha 3aKPbITONH CHUCTEME CMECUTEN -
romorenusaropa (Becomix RW15) B cOOTBETCTBHUH CO CIENYIOMUMU CTATUIMU:

e [Ilepenoc Kolliphor® RH40, Tpustunuurpara u Capryol ™ 90 nyrem
acnypaluy B MpeABapUTEIbHO HArPETYIO 3aKPBITYIO CUCTEMY CMECUTEN -
rOMOIre€HHU3aTopa.

e (MemuBaHHUE BCIIOMOTATEbHBIX BEUIECTB Mo BakyymoM npu 45 °C no
BU3YaJIbHO OAHOPOAHOM Macchl. OCylecTBsAETCS BU3YalbHbI KOHTPOJb Ha
OJHOPOJAHOCTb CMECH BCIIOMOTaTENbHbIX BEILECTB.

e Oxnaxnenue HanojaHeHus npu 35 °C.

e [lonydyeHue mpenBapUTENbHONH CMECH AHTHOKCHUAAHTOB/TPUAITUILIUTPATA.

e BakyyMHBIN IEPEHOC NPEABAPUTEIBHON CMECH
AHTUOKCHUIAHTOB/TPUSTHILIUTPATA B 3aAKPBITYIO CUCTEMY CMECHUTEJIs-
rOMOT€HHU3aTopa.

e (CwmemuBaHue cocTaBa noj BakyyMoM mpu 35 °C 10 BU3yasbHO OAHOPOAHOM
macchbl. Uepe3 1 yac mepeMeminBaHus IPOBOISIT OJOKHPYIOLIYI0O MHUKPOCKOITHIO
IJIs1 TOATBEPIKACHHS COJIFOOMIN3aMN aHTHOKCUIAHTOB.

e Bspemusanune COEJJMHEHM S ocymecTBASAIOT B 3alIUTHOM 00OpYyIOBaHUH
(M30JIATOpPE UIIM SKBUBAJIEHTE), MPEIBAPUTEIBHO CMEIIAHHOM C YaCThIO
amukBoThl Capryol ™ 90. DTy cMech MepeMenInBaT OJHOPA3OBBIM IIMATEIEM
710 TIOJIyY€HHUs] OJJHOPOJAHON CMECH BJIa)KHOIO MOPOIIKA.

o [IlpenBapurenbuyto cmecb COEJIMHEHUE/ Capryol ™ 90 mepeHOCsT nyTemM
acnupalyy B 3aKPBITYI0 CUCTEMY CMECUTENA-IOMOT€HU3aTOpa U IPOMBIBAIOT
npeaBapUTENbHYI0 cMech ocTaBmeiics yacTeio Capryol™ 90. OcymecTBisieTcs
BU3YaJIbHBIN KOHTpOJb nosHoro nepesoca COEJIMHEHUWS B 3akpriTyro

CUCTEMY CMECUTEIIA-TOMOTCHU3aTOPA.
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* ITepenoc ononackupanust Capryol™ 90 B 3aKpBITYIO CUCTEMY CMECHUTEIIS-
rOMOIre€HH3aTopa.
* [Tepenoc Capryol™ 90 B 3aKkpBITYIO CUCTEMY CMECHUTENA-TOMOTeHU3aTOPpa
NyTeM aCIHUPALUH ISl IPOMBIBKH F'MOKHUX TPYO.
CMemnBaHue 3aMOJHAIOMIEr0 COCTaBa 10 MOJHOTO PACTBOPEHUS
COEUHEHUMA. OcywmecTBusieTcss BU3yajibHas NMpOBEepKa Ha OTCYTCTBHUE
KPHCTAJIOB B BemecTe U Onokupyromas [PC nist mogTBepaeHus: aHATU30M
comobunuzanuu COEJJUHEHUWA.
Jleaspanus 3amoJHAKOINEr0 pacTBopa nojx BakyymoM. Ilpoussogurcs
BU3YaJIbHBIM KOHTPOJb Ha OTCYTCTBHE MY3bIPbKOB BO3/1yXa B HaIOJHUTEJE.
Hanonnenue 3anuBHO# cMecu B pecusep depes punbtp 100 MkM.
IToxpbITHE €EMKOCTH [JIsl XPAHEHUS a30TOM B OKUJAAHUU UHKAMCYJIALUHU.
Cragust MHKaNCyIsALUU
MamuHa 1 HHKANCYJIAMUU MPEeACTaBIsAeT cOO0H MalluHy THIA
poranuonHoro mramna. OHa obecrnednBaeT HEMPEPHIBHYIO ONEPALUI0
dbopmMoBaHUs, 3aNIOTHEHHUS H YKYIIOPKU.
MamnHa nutaercs oT ABYyX pecuBepoB. OAUH COOEPKUT PACIIaBIEHHYIO
reJIeByI0 Maccy JUisi o0Opa3oBaHuss 0OOJIOYKH, NPYroi COAEPIKUT HAMOJIHUTEb.

Temnepartypa KeJaTUHOBOIO pecuBepa NoAaepkuBaeTcsa B npeaenax 50 u

65°C.

PacnnaBineHHas rejeBas Macca Te4eT 4epe3 Harperble TpyOKH U MOMajgaeT B ABE

NOIOTPEBaEeMbIe paclpeaeuTeNbHble KOPpOOKH (PacCIIaBISeHHYIO reJIeBYIO

Maccy QUIbTPYyIOT Yepe3 HeiloHOBRIN GunbTp 200 MxMm). PacnipenenurenbHbie

KOpO6KI/I OOJHOBPEMECHHO OTJIHBAIOT KCJIATHOBYOH MAaCCy B IBE€ JICHTDI,

KOTOPbIE CMa3bIBAOT TPUTIIULEPUIOM cO cpenneit anmuHoi uenu (0,3% coesoro

nenutrHa 100aBasA0T K MCT s cMa3ku BHELIHEH MOBEPXHOCTHU JICHTHI) U
JOCTaBJISIIOT B POTALMOHHbIE IITAMIIBL.

JIBe (2) reneBble JIEHTHI MOJAOTCS MEXKAY IBYMs (2) pOTAallMOHHBIMHU
mramnamu. [lltamnamu conep:xkat napabie kapMmansl (12 oBan.), KOTOpbIe
00pa3yrT Gopmy Kamncyiabl U 00eCIeYnBaAIOT MEXaHU3M FepMETH3AIHH.

B TOT MOMEHT, Korja B€ MOJOBUHbBI POTALIMOHHBIX IITAMIOB COBNANAIOT,
3aMO0JHSIOUIeEe BEIECTBO BBOAUTCS Y€Pe3 KJIMH ISl HHKAINCYIALUN MEXAY

KCIaTUHOBBIMHA JICHTAMHU (3anonHm0Luee BECIICCTBO MMOA HeﬁCTBHeM CHIJIBI
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TSOKECTH Te4deT B OyHKep Ha BXOJ MHKAICYJIUpPYIoLero Hacoca. Hamonaurens

AOCTABJIIACTCA K MECTY 3aIllOJIHCHUA 3a CUHET NPAMOTO BBITCCHECHUS MOPUIHEBOTO

H&COC&). HamnonHeHue BBIMOJHAIOT MOJ a30TOM B COCya U A03aTOpP B TCUCHUC

BCETr0O MHKAIMCYJIUPOBAaHUAA.

e VmioTHeHHe 00pa3yeTrcst B pe3yibTaTe NaBJISHUS MEXAY LITAMIIAMHU U TeIIa,

MPUIOXKECHHOTO UHKAIICYJIUPYHOIIUM KJIUHOM.

e IlepBas cymka BOZHHKAET Cpa3y MOCJE MHKATICYJISIHUA B POTALIMOHHON

Cymmike, GU3NYECKH MPUKPEINICHHON K MHKANICYJIUPYIOm e MamnHe npu 32

°C = 5 ° C (cyxoi#i Bo3ayx). Kancynsl cymar B OapabaHHON CylIHJIKe B TEUEHUE

3apaHee OMpeeeHHOrO Meproaa BPEMEHH.

ITo ananoruu ¢ Ilpumepom 4, MITKHE KEJATHHOBBIC KAICyJbl (OBaJbHBIE,

pasMepom 12) u3 pacuera Ha Kancyyqy 667 Mr MONy4arT CIEAYIOIUM 00pa3oM:

Ilpumep S:
BemecTBO Ennnuunas | IlpouenTHoe DyHKIHUA
A03a coaepRaHue
(mr/ (macc.%)
KAaIMncyJia)
COEJJMHEHUE 1 0.15 AKTHUBHBIN UHTPEIUEHT
Capryol™ 90 197.73 29.65 JlunodpunsHoE
BCIIOMOTaTelbHOE
BemmecTBo/ruapododbHOE
NOBEPXHOCTHO-aKTUBHOE
BEIIECTBO
Kolliphor® RH40 329.47 49.40 TuapodunbHOE
MOBEPXHOCTHO-aKTUBHOE
BEIIECTBO
TpusTunuurpar 131.8 19.76 TuapodunbHbIii
COpPacTBOPUTEIIb
AckopOunnaipbMUTAT 6.67 1 AHTHOKCHUIAHT
DL-anwda- 0.334 0.05 AHTHOKCHAAHT
TOKOd eprianerar
O6mee KoIHYECTBO 667 100
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Ilpumep 6:
BemecTBoO Ennnanunasa | lIpouentHoe | @PyHKUus
A03a coaepRaHHue
(mr/ (macc.%)
KancyJia)
COEJMHEHHME 5 0.75 AKTHUBHBIN UHTPEJUEHT
Capryol™ 90 196.50 29.46 JlunodunpHOE
BCIIOMOTraTeJIbHOE
BenecTBo/runpododHOe
MOBEPXHOCTHO-aKTUBHOE
BEIIECTBO
Kolliphor® RH40 327.50 49.10 TunpodunsHoe
MOBEPXHOCTHO-aKTUBHOE
BEIIECTBO
TpusTunuurpar 131 19.64 I'mnpodunbHbIi
COpPacTBOPUTEJb
AckopOunnanpMuTaT 6.67 1 AHTHOKCHIAHT
DL-ansda- 0.334 0.05 AHTHOKCUIAHT
ToKod eprianerar
O0mee KOJIHYECTBO 667 100
Ilpumep 7:
BemecTBoO Enunnnuynas | IlpouentHoe | ®dyHKUIUsA
A03a coaepRaHue
(mr/ (macc.%)
KamncyJia)
COEJJMHEHHE 20 3 AKTHUBHBII UHTPEIUEHT
Capryol™ 90 192.0 28.79 JlunodunsHoE
BCIIOMOTIaTelbHOE
BeIEeCTBO/TUAPOPOOHOE
MOBEPXHOCTHO-aKTUBHOE
BEIIECTBO
Kolliphor® RH40 320 47.98 T'unpodunpHoe
MOBEPXHOCTHO-aKTHBHOE
BEIIECTBO
TpusTunuurpar 128 19.19 IuapodunbHbIit
COpPacTBOPUTEIb
AckopOunmnaipMuTaT 6.67 1 AHTHOKCHUIAHT
DL-anwda- 0.334 0.05 AHTHOKCUAAHT
Tokod eprianerar
O0mee KOJIHYECTBO 667 100




IIpumep 7a:
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B xauecTBe AJIBTCPHATUBBI, MATKHUEC KCJIIATUHOBBIC KAIICYJIbI (OBaJ'IbeIe,

pasMepom 12) u3 pacuera Ha Kancyyqy 667 Mr MOJydarT CIeAyIOIUM 00pa3oM:

BemecTBoO Eaunuunas | IlpouentHoe | dyHKkuus
A03a coaepKaHHue
(mr/ (macc.%)
Kancy.Jia)
COEJIMHEHHUE 20 3 AKTHUBHBIM HMHTPEIUEHT
Capryol™ 90 193.80 29.06 JlunodunsHoe
BCIIOMOTaTeNlbHOE
BemecTBo/ruapododbHOE
NOBEPXHOCTHO-AKTUBHOE
BEIIECTBO
Kolliphor® RH40 323.00 48.43 TunpodunpHoe
NOBEPXHOCTHO-aKTUBHOE
BEIIECTBO
TpusTunuurpar 129.20 19.37 I'uapodunpHbIi
COpPacTBOPUTEIb
AckopOunamnaipMuTaT 0.667 0.1 AHTHOKCHIAHT
DL-ansa- 0.334 0.05 AHTHOKCUAAHT
ToKod eprianerar
Ob6mee KOIHYECTBO 667 100
Ilpumep 8:
BemecTBoO Ennnnuynas | lIpouenTHoe DyHKUHsA
A03a coaepKaHHue
(mr/ (macc.%)
KamncyJa)
COEJIMHEHME 1 0.15 AKTHUBHBI UHTPEIUEHT
Capryol™ 90 199.5 2991 JunopunsHOE
BCIIOMOTATEJNbHOE
BemecTBo/runpododHOe
MOBEPXHOCTHO-aKTUBHOE
BEIIECTBO
Kolliphor® RH40 332.5 49 .85 TunpodunsHoe
MOBEPXHOCTHO-aKTUBHOE
BEIIECTBO
Tpustunuurpar 133 19.94 I'mnpodunbHbIi
COpPacTBOPUTEJb
AckopOunnajipMuTaT 0.667 0.1 AHTHOKCHIAHT
DL-ansda- 0.334 0.05 AHTHOKCUIAHT
Toko(epunamnerar
Oobmee KOJIHYECTBO 667 100
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Ilpumep 9:
BemecTBoO Ennnanunasa | lIpouentHoe | @PyHKUus
A03a coaepRaHHue
(mr/ (macc.%)
KarncyJia)
COEJMHEHHME 20 3 AKTHUBHBIN UHTPEJUEHT
Labrafac™ PG 258.529 38.76 JunopunpHOE
BCIIOMOTraTeJIbHOE
BelIeCTBO/Macioo0pas-
HbI€ BCIIOMOTATEJIbHOE
BEIIECTBO
Kolliphor® EL 323.162 48.45 TunpodunsHoe
NOBEPXHOCTHO-aKTUBHOE
BEIIECTBO
3TaHON 64.632 9.69 I'mapodunbHbIi
COpPacTBOPUTEJb
NPONUJITaJIaT 0.667 0.1 AHTHOKCUIAHT
O6mee KoIHYECTBO 667 100
IIpumep 10:
BemecTBO Enunnnuynas | [Ipouentnoe | @ynkuus
A03a coaepRaHue
(mr/ (Macc.%)
KancyJia)
COEJJMHEHUE 20 3 AKTHUBHBII UHTPEIUEHT
Labratac™ PG 258.529 38.76 JlunodpunsHoe
BCIIOMOTATENbHOE
BeIeCTBO/Macioo0pas-
HbI€ BCIIOMOTaTelbHOE
BELECTBO
Kolliphor® EL 323.162 48.45 I'unpodunpHoe
MOBEPXHOCTHO-aKTUBHOE
BEIIECTBO
Transcutol® HP 64.632 9.69 TuapodunbHbIit
COpPacTBOPUTEIb
NIPONUJITaJIaT 0.667 0.1 AHTHOKCUAAHT
Ob6mee KOIHYECTBO 667 100
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Ilpumep 11:
BemecTBoO Ennnununas | IlIpouentHoe DyHKUHSA
A03a coaepRaHHue
(mr/ (macc.%)
KarncyJia)
COEJIMHEHHUE 15 2.25 AKTHUBHBIN UHTPEJUEHT
Miglyol® 812 260.53 39.06 JlunodunpHOE
BCIIOMOTraTeJIbHOE
BelIEeCTBO/Macioo0pas-
Hbl€ BCIIOMOTraTeIbHOe
BEIIECTBO
Kolliphor® EL 325.696 48.83 TunpodunbHoe
MOBEPXHOCTHO-aKTUBHOE
BEIIECTBO
Transcutol® HP 65.099 9.76 I'mapodunbHbIi
COpPacTBOPUTEJb
MPONUITraiaT 0.667 0.1 AHTHOKCHIAHT
O6mee KoIHYECTBO 667 100
Ilpumep 12:
BemecTBO Ennnauunas | IlIpouentHoe DyHKUHSA
A03a coaepRaHue
(mr/ (Macc.%)
KarncyJia)
COEJJMHEHUE 15 2.25 AKTHUBHBIN UHIPEJUEHT
Labratac™ PG 260.530 39.06 JlunodpunrHoE
BCIIOMOTATENbHOE
BeIeCTBO/Macio000pas-
Hbl€ BCIIOMOTaTeJIbHOE
BEILECTBO
Vit E TPGS 390.795 58.59 I'unpodunbHoe
MOBEPXHOCTHO-aKTUBHOE
BEIIECTBO
NIPONUJITaJIaT 0.667 0.1 AHTHOKCUIAHT
O6mee KoIHYECTBO 667 100
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Ilpumep 13:
BemecTBoO Ennnauunas | lIpouentHoe | DyHkuus
A03a coaepKaHHue
(mr/ (macc.%)
KarmncyJia)
COEJMHEHHME 15 2.25 AKTHUBHBII UHTPEIUEHT
Labrafac™ PG 260.530 39.06 JunodunpHOE
BCIIOMOTATEJbHOE
BeIeCTBO/Maca000pas-
Hbl€ BCTIOMOTraTelbHOe
BEIIECTBO
Gelucire® 48/16 390.795 58.59 TunpodunbHOE
MOBEPXHOCTHO-aKTHBHOE
BEIIECTBO
NPONMUJITaJIaT 0.667 0.1 AHTHOKCUAAHT
O6mee Ko1H4YeCTBO 667 100
Ilpumep 14:
BemecTBO Ennnuunas | lIpouentHoe | ®dyHKuus
A03a coaepKaHue
(mr/ (macc.%)
KancyJia)
COEJJVMHEHUE 10 1.5 AKTUBHBIN UHTPEIUEHT
Miglyol® 812 262.531 39.36 JlunopunsHoE
BCIIOMOTaTelbHOE
BellecTBO/Maciaoobpas-
Hbl€ BCIIOMOTraTeJbHOE
BEIECTBO
Kolliphor® EL 393.797 59.04 TuapodunbHOE
NOBEPXHOCTHO-aKTUBHOE
BEIIECTBO
NPONUJITajIaT 0.667 0.1 AHTHOKCHAAHT
O6mee KOIHYECTBO 667 100
IIpumep 15:
BemecTBO Ennnnunas | lIpouentHoe | PyHKUHs
A03a coaepxKRaHue
(mr/ (macc.%)
KarncyJia)
COEJIMHEHUE 15 2.25 AKTUBHBIN HHTPEIUEHT
Labratfac™ PG 260.530 39.06 JlunopunsaOE
BCIIOMOTaTeNbHOE
BelecTBo/Macioobpas-

HBIE BCIIOMOTAaTCIbHOC
BCIICCTBO
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BemecTBoO Ennnanunasa | llpouentHoe | PyHKUus
Ao3a coaepRaHue
(mr/ (macc.%)
KarmncyJia)
Kolliphor® EL 390.795 58.59 Tl'uppodunsHoe
MIOBEPXHOCTHO-aKTUBHOE
BELIECTBO
NPOTNUJITaaT 0.667 0.1 AHTHOKCHIAHT
O6mee KOIHYECTBO 667 100

IV. ®duznueckas ¥ XUMHYECKAA XapakTepucruka komnosuuuu Illpumepos:

HDOBOKaLII/IOHHbIe HUCIIBITAHUA

JIns Bcex MPOBOKALIMOHHBIX TECTOB HauajlbHasl BpEMEHHasl TOUKA yKa3bIBAETCs
nociie mosHou comobunmmzaunu COEJJTMHEHW A,

Hcceneoosanus oucnepcuu

Hccnenosanus qucnepcuy NpoBOAAT AJSA NPOBEPKHU MOBEAEHUS COCTABOB MPHU
pazbasnenuu (orcyrcreue ocaxknennss COEJJMHEHWA). ccnenoBanune nucrnepcuu ¢
BoiOpanHbIME cocTaBamu COEJIMHEHUA nposoast B FaSSGF (pH1,6), FaSSIF
(pH6,5) u FeSSIF (pHS5,0). IIpubnusutenbHo 5 M1 cpeabl TOMEINAOT B KOJIOY H
npubauzuTenbHo 200 Mr 3aMONHAIOMEro cocTaBa J00ABISIOT K Cpee NPH KOMHATHOM
temneparype. IlonydyeHHas cmech sIBIAETCS BUXPEBON B HAUaJbHOM TOUKE BPEMEHHU, a
3aTeM NepUOANYECKH UHBepTUpPOBaHHON. OcakaeHue N1eKapCTBEHHOTO CpeCcTBa

IPOBEPAIOT B Te€UEHHUE IIEeCTH (6) 4aCOB MOA MUKPOCKOIIOM.

Hceneooeanue memnepamyprno2o yukida

HccnenoBaHue TeMIepaTypHOTO IIUKJAa IPOBOAST AJIsl OLEHKHU B YCKOPEHHBIX
ycnoBusix ocaxknenus COEAMHEHU A u pasnenenus a3 B cocTaBe Mpu U3MEHEHHUH
temrepatypsl. [IpubnusurensHo 5 r oroOpanubix cocrasoB COEJIMHEHUA B
Ka4yecTBe allbTepHATUBbI xpaHATcsa 24 yaca npu 2-8 °C u 37 °C, B TeueHue no
MeHbIel Mepe mecTh (6) queit. O0pas3ubl OCMATPUBAIOT BH3YAJIBHO HA MPEIMET
NPO3PAYHOCTH, TBEPABIX YaCTHUI U (Pa30BOro pa3aeaeHHs.

Hcceneoosanue spemenu 6v10epicusanis

HccnenoBanue BpeMEHHU BbIIEP)KUBAHUS MPOBOIAT AJIS MPOBEPKH JTHOOBIX
¢u3nUecKNX U3MEHEHUH BHEIIHEr 0 BHAA COCTaBa C TEUEHUEM BPEMEHH NpHU
KoMHaTHOU Temmnepatype. OtoOpanusie HanonHsomue cocrapel COEJIMHEHW A
XPaHATCS NPU KOMHATHOH TeMIlepaType B T€YeHHe, 10 MeHbluell Mepe, cemu (7) nHEH.

OO6pasupl uccieayIOT MUHUMYM OJWH pa3 B IeHb, HAIPUMED, AJS MPOBEPKH
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NPO3PAaYHOCTH, OCAKAEHUS JIEKAPCTBEHHOIO CPEACTBA, KPUCTANINU3ALUU
JE€KapCTBEHHOI'0 CPEACTBA U pasfeneHus Gpa3. DTOT TECT ABJIAECTCA HHIUKATOPHBIM B
OTHOIIEHUU KPAaTKOBpEeMEHHOHN puznyeckol ctabunbHOoCTU cocTaBa. Kpome Toro,
MOXHO BU3YaJIbHO NMPOBEPUTH PU3NUECKHE XaPAKTEPUCTUKU COAEPKUMOTrO KaICyJibl.

Boounoe nposokayuonnoe ucnvimanue

BongHoe NpoOBOKALIMOHHOE UCTIIBITAHUE NPOBOAUTCS AJIsl MPOBEPKU OTCYTCTBHUS
ocaxxnenuss COEIMHEHUW S npu MakcuManbHOM COAEPIKAHUU BOJBI, KOTOPOE MOXKET
MPUCYTCTBOBATh B 3aIOJIHSIOIIEM COCTaBe BO BpeMs IPOU3BOACTBA U XPaHEHUs
npoaykTa (BoAy He H0OaBJSAIOT B COCTaB B KAUYECTBE MHIPEIUEHTA, XOTsI 000JI04UKa
KaIcyJibl MOXeT cofepkaTb 10 8% BOABI, HEKOTOpPBIE U3 KOTOPBIX MOTEHIUATIBHO
MOTYT NepeTH B cocTaB 3amoygauTeNsA). OToOpaHHBIE 3aNIPaBOYHBIE COCTABBI
COEJIMHEHUM A npoBepsroTCs MPOBOKAIIMOHHBIM UCIIBITAHUEM MyTEeM H00aBICHUS
npuOIu3uTENBHO OT 6,5% 10 10% BOABI K COCTABY B 3aBUCHUMOCTH OT MOBEICHUS
COEJUHEHUA B coctase. [IpubnusurensHo 2,7 © BOAbI OTBEIIHBAIOT B KOJOY U
npubmauzutensao 0,3 T Boabl 70OABISAOT A1 nocTrxkeHust 10% BOABI B HATIOJTHUTEIIE.
KonOy BcTpsaxuBaroT B TeueHue necat (10) CeKyHI U OCTABISIIOT MPU OKPYIKAKO IUX
YCJIOBUSAX IJI1 OTCTauBaHUs B TeueHue nepuona a0 10 auen. Ilpoussoasarcs
BU3YyaJIbHblE U MHUKPOCKONHUYECKHE HAOMIOAeHUs (OCaXeHNe JIeKapCTBEHHOTO
cpencrsa, pasnejeHue a3, GU3NIECKUI aCIeKT).

lIposokayuonnoe ucnvimanue niacmugukamopa

ITpoBOKAIIMOHHOE HUCIIBITAHHUE MIIACTU(HHUKATOPOB MPOBOASAT AJISI HPOBEPKH
orcytctBus ocaxaenuss COEJJMHEHUWSA npu xyniuem ciydae, Korjna coaepskaHue
IaCTU(GUKATOPOB MOXKET MPUCYTCTBOBATh B COCTABE 3AMOJHUTENS H3-3a HX
nonaganusl U3 000J0YKH Karncybl. OToOOpaHHbIE 3aMOJHSIOIUE COCTABbI
COEJJMHEHM A noxBeprarT UCMBITAHUIO MyTeM A00aBICeHUS MPUOIU3UTEIbHO 3%
mnactudukaropa B coctas. [IpubnusurenpHo 2,9 r HAMOJHUTENSI OTBEIIUBAIOT B
kos0y u nobapistoT npudnusurensHo 0,1 r mnactudukaropa. OueHnBarOTC
rnunepud U noaucop6. Konby Berpsixusatot B Tedenue necsatu (10) cekyHa u
OCTaBJISIIOT B YCIOBUSAX OKPY KAKOUIEH Cpeabl AJs ocaxaeHus B TeueHue 10 qHei.
IIpou3BOST BU3yaJIbHBIE H MUKPOCKOTUYECKHE HaOMoneHus (OCakaeHue
JE€KapCTBEHHOTO CPEACTBA, pasaenenne (a3, GU3nIeCcKuil aCreKT).

Tecm na oucecmuio

DKCMEepUMEHThI Ha TUT€CTUIO i1 Vifro MOTYT OBITh BBINOJHEHbBI aHAJIOTUYHO

onucanHo# B nureparype meronuke (Cuiné J. et al. 2008. Evaluation of impact of



111

surface-active substance digestion on bioavailability of danazol after oral
administration of lipidic self-emulsifying formulations to dogs. J. Pharm. Sci. 97 (2),
995-1012). Tect Ha IUT€CTUIO MPOBOJSAT UL IPOBEPKU OTCYTCTBHS OCAXKIEHUS
COEUHEHHMA nocne nurectuu cocrapa «in-vitroy. [Ipubausurensro 0,5 r
BbIOpaHHOro 3anonustmero coctaba COEJJUHEHUA pacteopsitoT B 50 ma SIF
pactBopa. [lonyueHHYIO CMeCh NepeMeIlnBalT MAarHUTHEIM criocobom npu 37 °C B
teyeHnue 34. s nposepku ocaxaenus COEJUHEHWA nposoasT
MUKPOCKOMHYeCKre HaOmoaeHus. TecT Ha TUTeCTHIO TaK)Ke MPOBOJUTCS HA COCTAaBE
mnanebo (6es COEJJUHEHM A) napannenbHO B Ka4ecTBe 3TanoHa. [IponeHTHOE
conepxanne COEJJMHEHUN A, comoOnnn3npoBaHHOTO B BOAHON (pa3e alluKBOT
IUTECTHH, B3SITBIX BO BPEMsI SKCIIEPHUMEHTOB IO IUT'€CTHH, MOKET OBITh OMPENENIeHO C
nomMouso BOXX.

Oyenka cmadurbHOCMU paACmMEOPO8 6CROMO2AMENbHBIX GEUeCE

OO6pa3upl COCTaBOB AJIS MOCIEAYIOLIEr0 U3YUeHHUs] PU3NIECKON U XMMUYECKON
CTaOUIIBHOCTH MOTYT OBITh MPHUTOTOBJIEHBI H NPOTECTUPOBAHBI HA X UMHYECKYIO H
¢u3nyuecky cTabMIBHOCTD NMPU XpaHEeHUH, HanpuMep, npu 40 °C/oTHOCHTENBHON
BJIQXKHOCTH 75% B konbax U3 SHTAPHOTO CTEKJIAa B TeueHHue 1 mecsia, 3 MecsieB Uiu
12 mecsi1eB; ¢ UCMOJNB30BAHUEM AHAJIU30B 110 KOHTPOJIEM MUKPOCKONUYECKHUX
uccnegosanuii u BOXX.

Oyenxa cmaduIbHOCHU MASKUX JHCENAMUHOBHIX KANCY

CrabunpHocth npu 25°C/oTHOCUTENbHON BiaxHocTH 60% U
40°C/oTHOCUTEIBHOM BIAKHOCTH 75% Kamcyh, coaepskamux naptuu [Ipumepos
oneHnBarT ¢ nomoinbo BOXKX nns onpenenenus conepkaHusi U COOTBETCTBYIOLUX
BEIECTB C UCIOJIb30BAHUEM CIIEAYIOLIEr0 aHATUTUYECKOTrO METOA!

B32XX cucrema: Waters UPLC Acquity H-Class unu skBuBanent, [Torok: 1.5
mi/muH; Temneparypa kononku: S0°C; Temneparypa aBrocammiepa: 25°C; O6bvem
urkeknun: 3.0 Mk, Kononka: Waters Cortecs Shield RP18 1.6 mxkm 2.1%150 mwm;
JnuHa BonHbl: 250 HM; Konuenrpanus obpasua 20 mkxr/mi;, PactBopurens A: Boga +

0.05% T®Y (06./06.); PactBopurens B: Auetonurpun + 0.05% TOVY (06./00.);

I'panuent:
Bpewms (mun) % PactBoputens A % PactBopurtens B
0.0 98 2
20.0 5 95

20.5 0 100



10

15

112

27.0 0 100
27.5 98 2
32.0 98 2

Komnosunuu Ilpumepos 7, 7a u 8 1€eMOHCTPUPYIOT YBEJINYEHUE COAEPIKAHUS
npumeceil meHee ueM Ha 0,1 macc.% npu 25 °C/ oTHOCUTENbHOMN BiaaxxHOCTH 60% BO
BpeMeHHbIe TOUKHU 1, 3, 6, 9 u 12 mecsues.

Komnoszunuu Ilpumepos 7, 7a, u 8 1€MOHCTPUPYIOT YBEJIUUEHHUE COAEPKAHUS
npumeceii menee dyem Ha 0.1 macc.% npu 40 °C/oTHOCHTENbHOM BJIaXXHOCTH 75 % BO
BpE€MEHHbIE TOUKH 1, 3, u 6 Mecs1eB.

Komnozunuu [Ipumepos 7, 7a, u 8§ 1eMOHCTPUPYIOT CTAOMIbHBIC PE3YIbTATHI MO
conepskanuro mpu 25 °C/oTHocuTenbHOM BiaxxHOCTH 60 % BO BpeMeHHbIE TOYKH 1, 3,
6, 9 u 12 mecsies.

Komnosunuu [Ipumepos 7, 7a, u 8 1eMOHCTPUPYIOT CTAOMIbHBIEC PE3YIbTATHI MO
conepskanuro mpu 40 °C/0THOCUTENBHOU BIaXXHOCTH 75 % BO BpeMeHHbIE TOYKH 1, 3,
1 6 MECALEB.

ITosTOMYy, KamncyJiabl BCEX UCCIEAOBAHHBIX MAPTUH MOXHO CUUTATh CTAOMIbHBIMU
no MeHblIel mepe 12 mecsues npu 25 °C /oTHOcUTENbHON BraskHOCTH 60 % U 1o

MeHblnel Mepe 6 mecsiues npu 40 °C/oTHocuTenbHON BIaxkHOCTH 75 %.
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DOOPMVIJIA U3OBPETEHHNA

1. ®apmaneBTUUeCKass KOMIIO3UIUSI, KOTOpasi MPEeACTaBIsIeT COOOM
CaMOSMYJIbTHUPYIOLIYIOCS CUCTEMY AOCTaBKH JiekapcTBeHHOTo cpeactsa (SEDDS),

5 CaMOMHKPOIMYJIbTHUPYIOIYIOCS CUCTEMY AOCTABKH JIEKAPCTBEHHOTO CPEACTBA
(SMEDDS), unu caMOHaHO3MYJIbIUPYIOIIYIOCS CUCTEMY MOCTABKH JIEKAPCTBEHHOTO
cpencta (SNEDDS); npuyem yka3zaHHas ¢papMaieBTUUYECKass KOMIIO3UIIUS COAEPIKUT
coenunenue 2-(2,2-nudrop-nponun)-5-[1-(2-prop-6-metun-pennn)-nunepuans-4-

wil-7-(2-tpudpropmerun-0ensmn)-2,4,5,7-rerparunpo-nupasono| 3,4-d | nupumugun-6-
F
= N
LA

F
F

10 OH:

F ;
r7e yKa3aHHOE€ COeIMHEeHNe HaXOAUTCsA B popMe CBOOOAHOIO OCHOBAHMUS, UJIU B
bopme papManeBTUUECKU MPUEMIIEMO COJH,
rie ykaszanHas papMaleBTHUYECKass KOMIIO3UIIUS COAEPIKUT CMECH
15 BCIIOMOTATEJbHBIX BELIECTB, KOTOpPasi COAECPHKUT:
® OIHO HUJIN HECKOJIBKO JII/IHO(I)I/IJ'II:;HI:;IX BCITOMOTaTECJbHBIX BCIICCTB,

® OJJHO HJIU HECKOJIBKO FI/II[pO(I)I/IJ'IbeIX MOBEPXHOCTHO-AKTUBHBIX BCIICCTB, U

¢ He0OA3aTeNbHO OJHMH MM HECKOJNBKO rUAPO(QUIBHBIX COPACTBOPUTENEH.

20 2. ®apmaneBTUYeCcKass KOMIO3ULHUS IO 1. 1; KOTOpass COAEPKUT
e coenuHeHue 2-(2,2-nudrop-nponun)-5-[1-(2-prop-6-merun-dennn)-
nunepuanH-4-un|-7-(2-rpudropmernn-6en3un)-2,4,5,7-rerparuapo-nupasono|3,4-

d]mupumMuanH-6-0H:
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o

F
F

;

r7ie YKa3aHHOEe COeTMHEeHNEe HaXOAUTCA B popMe CBOOOAHOTO OCHOBAHHUS, UJIU B
dbopme papmManeBTHUECKHU TPUEMIIEMOH COJIH,

u

® CMECh BCIIOMOTATEIbHBIX BEIIECTB, KOTOPAs COAEPIKUT:

> B o0mem konudecTBe npudmusurenpHo 20 - 50 mace.% ogHOrO MIIN
HECKOJbKUX JUMO(UIBHBIX BCIIOMOTATEIbHBIX BELIECTB, IIe YKa3aHHOe(ble)
munoguinbHOe(bIe) BCoMoraTenbHOoe(ble) BelecTBo(a) HE3aBUCUMO BbIOpaHO(bI) U3
CIEAYIOLIUX

* ruipodoOHBIE MOBEPXHOCTHO-AKTUBHbBIE BELIECTBA, BbIOpaHHbIE U3 1,2-
IPOMAHUOJIOBBIX CJIOKHBIX MOHO3(UPOB KUPHBIX KUCIOT CO CpeAHEH MIMHOHN Lienu U
TJIMIEPUHOBBIX CJIOKHBIX MOHO-/ITM3(UPOB KUPHBIX KUCIOT CO CPEAHEH ANMHON Lenu;
u/unu

* MacJi000pa3Hble BCIOMOTATeNIbHbIE BEIECTBA, BBIOPAHHBIE U3 TPUTITHLEPUIHBIX
MaceJ CO CpeaHel NIUHON 1enu u 1,2-nponaHanoIOBbIX CIOXKHBIX TUI(QUPOB KUPHBIX
KHUCJIOT CO CpeHel AJNMHON LeNnH,

> B o0mem konudectBe npudnusurenbuo 30 - 80 macc.% ogHOrO WiIN
HECKOJIbKUX TUAPOQHIBHBIX MOBEPXHOCTHO-aKTHBHBIX BELIECTB, Ile YKa3aHHOe(ble)
ruapodunbHOE(bI€) MOBEPXHOCTHO-AKTHBHOE(BIEC) BEIIECTBO(a) HE3ABUCHMO
BbIOpaHO(bI) U3 MOJUATHIICHIIUKOJb-1EPUBATH3UPOBAHHBIX JINMUIOB C AJIUHHOH
L[EMbI0 M MOJUITHJICHTJIHKOJb-AE€PUBATU3UPOBAHHBIX MIULEPHHOBBIX CIOXXHBIX MOHO-
/nn3pUPOB KUPHBIX KUCIOT CO CpeAHEH NIMHON Lenu; u

> B o0mem konudecTBe npudmusurenpHo 0 - 25 mace.% ogHOrO WIIN
HECKOJBKUX TUAPOPUIBHBIX COPACTBOPUTEINEH;

rae obiee KOJIMYECTBO, BIPAXKEHHOE B MacC.%, BCIIOMOTaTEIbHbIX BEIIECTB B

yKka3zaHHOU cmecu cocrtasiisieT 100.
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3. ®apMaueBTHUECKAasd KOMIIO3ULUSA MO M. 1, KOTOpas COAEPKUT:

¢ B o0meM konmuectBe npubiausurenabuo 0.05 - 5 macc.% 2-(2,2-nudrop-
nponun)-5-[1-(2-¢prop-6-meTun-pennn)-nunepuaua-4-umnl-7-(2-rpudpropmernn-
Oensun)-2,4,5,7-rerparuapo-nupasono[3,4-d|nupumuaun-6-o1a B Gopme cBOOOIHOTO
OCHOBAaHUS, U

e B 00IIEM KOJIMYECTBE MO MEHbIIeH Mepe mpubausutenbHo 80 macc.% cmecu
BCIIOMOTATEJbHBIX BELIECTB; I/I€ YKa3aHHAs CMECh BCTIOMOTATEJIbHBIX BEIECTB
COHEPKUT:

> B o0meM konuuectBe npudausutensHo 20 - 50 macc.% aunoduapHOTO
BCIIOMOTATEJIbHOTO BEIIECTBA, I'I€ YKa3aHHOE JUMOPIIbHOE BCIIOMOTAaTEbHOE
BEIECTBO MpPeACTaBiIsieT cO00H 1,2-MpONananoNOBBIN CIOKHBIA MOHO3(GHD KUPHOH
KHCJIOTHI CO CpeAHEeN AJNHON LEMnHu,

B o0mem konuuectBe npudauzutensHo 30 - 80 macc.% ruapodunbHOTO
MOBEPXHOCTHO-aKTUBHOI'O BEINECTBA, I€ YKa3aHHOE r'uApOo(UIbHOE MTOBEPXHOCTHO-
AKTUBHOE BEIIECTBO MPEACTABIAET COOOH MOTUITUIICHTJINKOJb-1€PUBATU3UPOBAHHOE
TUAPOr€HU3UPOBAHHOE KACTOPOBOE MACIO; U

B 0o0mmeM konuuecTBe npudausuTensHo 0 - 25 macc.% OAHOTrO MU JBYX
rUAPO(UIBHBIX COPACTBOPUTENEH;

> B 00mmeM konuuectBe npudausurensbHo 20 - 50 macc.% nunodunapHOro
BCIIOMOTATEJIbHOTO BEIIECTBA, I'1€ YKa3aHHOE JUNO(IIbHOE BCIIOMOTAaTEIbHOE
BELIECTBO MpeAcTaBisieT coboi 1,2-mponaHanoIOBRIH CIOKHBIA MOHO3(GHP KUPHOH
KHUCJIOTBI CO CpeIHeN NJINHON LeMnHu,

B o0mmem konuuectBe npubauzutenpHo 30 - 80 macc.% ruapopuibHOTO
NOBEPXHOCTHO-aKTUBHOI'O BEINECTBA, II€ YKa3aHHOE r'uApOQHIbHOE MOBEPXHOCTHO-
AKTUBHOE BEIIECTBO MPEACTABIAET COOOH MOTUITUIICHTIMKOJIb-AEPUBATU3UPOBAHHOE
KacCTOPOBOE MacJo;

B o0meM konuuecTBe npuOau3uTenpHo 0 - 25 macc.% OgHOTrO MU IBYX
ruApO(UIBHBIX COPACTBOPUTEINEH;

> B o0meM konuuectBe npudausutensHo 20 - 50 macc.% aunodunapHOro
BCIIOMOTATEJIbHOTO BEI[ECTBA, 1€ YKa3aHHOE JUMOPIIBHOE BCIIOMOTATEIbHOE
BEIECTBO MpPeACTaBIsieT CO00H 1,2-MPONaHANONIOBbIN CIOKHBIH MOHO3(HD KUPHOH
KHCJIOTBI CO CpeAHEN NJIMHON LEeMNHu,

B o0mem konuuectBe npubauzutensHo 30 - 80 macc.% ruapoduinbHOTO

MOBEPXHOCTHO-aKTUBHOI'O BELIECTBA, I'/I€e YKa3aHHOe TUAPOPUIbHOE MOBEPXHOCTHO-
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AKTUBHOE BEIIECTBO MPEACTABIAET COOOH MOTUITUIICHTINKOJb-A€PUBATU3UPOBAHHBIN
TJIMIEPUHOBBIN CIIOXKHBIH MOHO-/TU3(UP KUPHONW KUCIOTHI CO CPEeAHEN NINHON LeNH,
u

B 001mem konauvecTse npudau3utenbHo 0 - 25 macc.% OQHOTO MJIHM ABYX
THAPOPUIBHBIX COPACTBOPUTEIEH;

> B 00mem konudectse npubansurensHo 20 - 50 macc.% nunopuibHOTO
BCIIOMOTATEJIbHOTO BEIIECTBA, 1€ YKa3aHHOE JTUMO(IIbHOE BCIOMOTATEbHOE
BEIECTBO MPEACTABISAET COOOH rIULEPUHOBBIA CIOKHBIN TPUIPUP KUPHOH KHUCIOTHI
CO CpeaHeN NJIMHOW Leny,

B o0mem konuuectBe npudauzutenpHo 30 - 80 macc.% ruapodunbHOTO
NMOBEPXHOCTHO-aKTUBHOI'O BEINECTBA, I€ YKAa3aHHOE I'UApO(UIbHOE MOBEPXHOCTHO-
AKTUBHOE BEIIECTBO MPEACTABIAET COOOH MOTUITUIICHTIHKOJb-AEPUBATU3HPOBAHHOE
THIPOT€HU3UPOBAHHOE KACTOPOBOE MAaCJO; U

B o0mmem konuuecTBe npuOau3uTensHo 0 - 25 macc.% OgHOTrO MU OBYX
ruApOUIBHBIX COPACTBOPUTEINEH;

> B 0o0meM konuuectBe npudnusurensHo 20 - 50 macc.% nunodunapHOro
BCIIOMOTATEJIbHOTO BEIIECTBA, I'I€ YKa3aHHOE JUNO(IIbHOE BCIIOMOTAaTEIbHOE
BEIECTBO MPEACTABISAET COOOH rMULEPUHOBBIN CIOXKHBIN TPUSIPUP KUPHOH KHCIOTHI
CO CpeaHeN NJIMHOU Lieny,

B 00mem konuyectse npubausurensHo 30 - 80 macc.% ruapoduiapHOro
NOBEPXHOCTHO-AaKTUBHOI'O BELIECTBA, € YKa3aHHOE THAPOPUIbHOE TOBEPXHOCTHO-
AKTHMBHOE BEINEeCTBO MPEACTABISIET COOOH MOTUITUIICHTINKOJIb-1€PUBATH3UPOBAHHOE
KacTOPOBOE Maclo; U

B o0mmemM konuuecTBe npudau3uTenpHo 0 - 25 macc.% OgHOTrO WU IBYX
ruApoUIBHBIX COPACTBOPUTEINEH; UK

> B o0meM konuuectBe npudausutensHo 20 - 50 macc.% nunodunapHOro
BCIIOMOTATEJIbHOTO BEIECTBA, 1€ YKa3aHHOE JUMOPIIBHOE BCIIOMOTATEIbHOE
BEIECTBO MpeACTaBisieT cO00H 1,2-nMponananoIOBbIN CIOXKHBIA AU3PUp KUpPHOU
KHCJIOTBI CO CpeAHEN AJMHON LEMNHu,

B o0mem konuuectBe npudauzutensHo 30 - 80 macc.% ruapodunbHOTO
MOBEPXHOCTHO-aKTUBHOI'O BEINECTBA, I€ YKa3aHHOE r'uApOodUIbHOE TOBEPXHOCTHO-
AKTUBHOE BEIIECTBO MPEACTABIAET COOON MONMUITUIICHTJIUKOJb-1€PUBATU3UPOBAHHOE

KaCTOpOBOE€ MaACJiO, U
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B o0meM konuuecTBe npubausutensHo 0 - 25 macc.% OgHOTrO MU ABYX
rUAPOQUIBHBIX COPACTBOPUTEINEH;

rae oduiee KOJIMYeCTBO, BBIPAXKEHHOE B Macc.%, BCTIOMOTaTeJIbHBIX BEIIECTB B
yka3zaHHOHU cMmecu coctasiser 100; u

rae oduiee KOJIMYECTBO, BBIpaXXeHHOE B Macc.%, papMareBTHIeCKOn

kommozunuu cocrasisier 100.

4. @apmaneBTUdeCcKass KOMIO3ULHUSA MO I. 1, KOTOpas CONEPKUT

¢ B o0mem konuuectBe npudausutensHo 0.075 - 4.5 macc.% 2-(2,2-gudrop-
nponun)-5-[1-(2-prop-6-meTun-pennn)-nunepuaua-4-unl-7-(2-rpudpropmern-
Oenzmn)-2,4,5,7-rerparuapo-nupasono|3,4-d|mupumMmuaun-6-ona B Gopme cBOOOTHOTO
OCHOBAHUS, U

e B 00IIeM KOJNIMYECTBE MO MEHbIIel Mepe mpudnusutenbHo 80 macc.% cmecu
BCIIOMOTATENbHBIX BEIIECTB; I/I€ YKa3aHHAsl CMECh BCIIOMOTATENIbHBIX BEIECTB
COIEPKUT:

> B 00meM konuuectBe npudansutensHo 20 - 40 macc.% aunoduabHOro
BCIIOMOTATEJIbHOTO BEI[ECTBA, I'I€ YKa3aHHOE JUNOPIIbHOE BCIIOMOTATEIbHOE
BEI[ECTBO MpPeACTaBIsAeT cO00H 1,2-MpONaHANONIOBbIN CIOKHBIH MOHO3(UD KUPHOH
KHCJIOTBI CO CpeAHEN NJIMHOMN LEeMNHu,

e B o0mem koauvectse npudausutenbHo 40 - 70 macc.% ruapoduiabHOTO
NOBEPXHOCTHO-aKTUBHOI'O BELIECTBA, 1€ YKa3aHHOE THAPOPUIbHOE TOBEPXHOCTHO-
AKTHMBHOE BEINEeCTBO MPEACTABIISIET COOOH MOTUITUIIEHTINKOJIb-1€PUBATH3HPOBAHHOE
TUIPOTeHU3UPOBAHHOE KACTOPOBOE MACJO; U

> HE COIAEPIKUT TUAPOPUIBHOTO COPACTBOPHUTEN S, UJIU COAEPKUT B 00IIEM
KonuuecTBe npubausutenpHo 10 - 20 macc.% ogHOTO WIIH ABYX THAPO(UIBHBIX
COpacCTBOpPHUTENEH, BBIOPAHHBIX U3 TPUITHJILHUTPATA, 3TAHOJA, © MOHO3THIOBOTO
s(upa AUSTUIEHT TUKOJIS

rae obiee KOJIMYECTBO, BBIPAXKEHHOE B Macc.%, BCIIOMOTaTEIbHbBIX BEIIECTB B
yKa3aHHOU cmecu coctasiisieT 100; u

rae obiee KOJIMYECTBO, BRIpAXKEHHOE B Macc.%, (hapMaLeBTHIECKOM

xkoMno3unuu cocrtasysger 100.
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5. ®apMaueBTUYECKAasE KOMIIO3ULUs MO M. 1, KOTOpast COCTOUT B OCHOBHOM H3:

¢ B o0mem konuuectBe npubnusurenvuo 0.075 - 4.5 macc.% 2-(2,2-ngudprop-
nponun)-5-[1-(2-¢prop-6-meTun-pennn)-nunepuaua-4-umnl-7-(2-rpudpropmernn-
Oensun)-2,4,5,7-rerparuapo-nupasono[3,4-d|nupumuaun-6-o1a B Gopme cBOOOIHOTO
OCHOBAaHUS, U

e B 00IIEM KOJIMYECTBE MO MEHbIIEH Mepe mpudbausutenbHo 90 macc.% cmecu
BCIIOMOTATEJIbHBIX BELIECTB B MepecyeTe Ha 00y Maccy ¢papMaleBTUYeCKOM
KOMIIO3MIINH; TJ€ YKa3aHHAsl CMECh BCIIOMOTATENbHBIX BEI[ECTB COAEPIKUT:

> B o0meM konuuectBe npudausutenspHo 20 - 40 macc.% aunoduiabHOro
BCIIOMOTATEJIbHOTO BEI[ECTBA, I'I€ YKAa3aHHOE JUMOPIIBHOE BCIIOMOTATEbHOE
BEIECTBO MpPeACTaBIsieT cO00H 1,2-MPONaHANONIOBbIN CIOKHBIA MOHO3(GHD KUPHOH
KHCJIOTHI CO CpeAHEeN AJNHON LEMnHu,

> B o0mem konudecTBe npudnusurenpuo 40 - 70 macc.% runpodunbHOro
MOBEPXHOCTHO-aKTUBHOI'O BEINECTBA, I€ YKAa3aHHOE I'uApOo(UIbHOE MTOBEPXHOCTHO-
AKTUBHOE BEIIECTBO MPEACTABIAET COOON MONMUITUIICHTJIMKOJb-1€PUBATH3UPOBAHHOE
TUAPOr€HU3UPOBAHHOE KACTOPOBOE MACIO; U

> HE COJEPIKUT TUAPOPUIBHOTO COPACTBOPHUTENS, UIIU COAEPKUT B 00IIEM
konuuecTBe npubausutensHo 10 - 20 macc.% ogHOTO MM ABYX THAPO(PUIBHBIX
COpacTBOpPHUTENEH, BBIOPAHHBIX U3 TPUAITUILHUTPATA, 3TAHONA, 1 MOHO3THJIOBOIO
supa IUATUIEHTIUKOJIS,

rae oduee KOJMYeCTBO, BBIPAXKEHHOE B Macc.%, BCIIOMOTaTEJIbHBIX BEIIECTB B
ykazaHHOU cmecu cocrtasiisieT 100; u

® He00S3aTeNIbHO OHOTO UJIU IBYX OOBIMHO MPUMEHHUMBIX UHTPEIHUEHTOB UIIH
n06aBOK, BEIOpAHHBI3 U3 OHOTO WJIU JBYX aHTHOKCHUIAHTOB, BHIOPAHHBIX H3:

> OJIHOTO TOTJIOTUTEJS] KUCJIOPOAa B KOJMYECTBE HIKE MPUOTU3UTETBHO 2
Macc.% B mepecueTe Ha OOIMYIO MacCy GapMaleBTUIECKOW KOMIO3UIIUH, ¥/ UJTH

> OJTHOTO OOpPBIBAIOLIErO LEMb areHTa B KOJUYECTBE HUKE
npubnusurensHo 0.3 Macc.% B mepecdeTe Ha o0y Maccy papmaneBTUYECKOM
KOMITO3UIINH;

rae obiee KOJIMYECTBO, BRIpAXKEHHOE B Macc.%, hapMaLeBTHIECKOM

xkoMno3unuu cocrtasysger 100.
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6. @apManeBTHUECKAasd KOMIIO3ULUSA IO M. 5, r1€ YKa3aHHbIN NOTJOTUTENb
KHCJIOPOJa MPUCYTCTBYET MO OTHOUIGHUIO K 00Meil Macce apMaeBTHIECKON

KOMITO3UIUHU B KoqndecTBe npudnuszurensuo 0.1 - 1 macc.%.

7. @apmaneBTUUECKasd KOMIO3ULUS 1O . 5 Ui 1.6, rie yKa3aHHbIN
OOpBIBAIOINUH IIeNb ar€HT NPUCYTCTBYET MO OTHOIIEGHHIO K 0o0mei macce

(bapmaneBTHYECKONW KOMIO3ULIUHU B KonndecTBe mpubnusutenbuo 0.05 - 0.2 macc.%.

8. dapmaneBTHYECKAass KOMIIO3ULUS MO OAHOMY M3 OI. 1 - 7, rae yka3aHHOU

(I)apMaLIeBTI/I‘{eCKOﬁ KOMHOSI/ILIPIeﬁ 3AaMOJIHAKT MATKUE JKCIATUHOBBIE KaIllCYyJIbI.

9. @apmaneBTUYECKass KOMIIO3HUIUS MO ogHOMy u3 . 1 - 8, rae 2-(2,2-gudrop-
nponun)-5-[1-(2-prop-6-meTun-¢pennn)-nunepuaua-4-unl-7-(2-rpudpropmernn-
Oenzmn)-2,4,5,7-rerparuapo-nupasono|3,4-d|mupuMuauH-6-0H B KPUCTAILTUIECKOU

dbopMe HCIONB3YIOT AJISl MOJTYYEHHS] YKa3aHHON KOMITO3UIIUH.

10. Kpucrannuueckas ¢popma 2-(2,2-gu¢prop-nponun)-5-[1-(2-prop-6-merui-
bennn)-nunepuaun-4-unl-7-(2-rpudpropmerun-6ensun)-2,4,5,7-rerparuapo-
nupasono|3,4-d|nupumMuanH-6-0Ha, KOTOpas XapakTepu3yeTcs: HaJIuIueM IUKOB B
AuarpaMme MOpPOLIKOBON PEHTIeHOBCKOHN Audpakuuy Npu CIenyoIINX yriax
pedpakuuu 20: 6.2°, 9.5° u 14.4°; rae ykazaHHy AuarpaMMy MOPOIIKOBOM
PEHTreHOBCKOHN Nu(paKuU MOJYyYaOT C TOMOIIBbI0 KOMOMHIPOBAHHOIO H3JIy4eHUS
Cu Kol u Ka2, 6e3 ynanenuss Ko2; u TO4HOCTh 3HaYeHU I 20 HAXOOUTCS B AUAMA30HE

20 +/-0.2°.

11. Kpucrannuueckas popma 2-(2,2-gudprop-nponun)-5-[ 1-(2-prop-6-metui-
bennn)-nunepuaun-4-mn|-7-(2-rpudpropmerun-6en3un)-2,4,5,7-rerparuapo-
nupasono|3,4-d|mupumMuanH-6-oHa o m. 10, KOTOpas XapakTepU3yeTcs HAIUYHEM B
auarpaMme MOpPOILIKOBON PEHTI€HOBCKON AUPPAKINHU MPH CAEAYIOMHX Yriiax
pedpakumu 26: 6.2°, 9.5°, 14.4°, 15.7°, u 18.6°; rae yka3aHHYIO AUArpaMmy
MOPOIIKOBOW PEHTIEHOBCKOHN U] paKkIuy MONy4a0T C TOMOLIbI0O KOMOMHUPOBAHHOTO
usnyuenus: Cu Kol u Ka2, 6e3 ynanenus Ka2; u To4HOCTh 3HaYeHHH 260 HAXOOUTCS B

nuamnasose 20 +/- 0.2°.
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12. Kpucrannuueckas ¢popma 2-(2,2-gudprop-nponun)-5-[1-(2-prop-6-metui-
bennn)-nunepuaun-4-unl-7-(2-rpudpropmerun-6ensun)-2,4,5,7-rerparuapo-
nupasono[3,4-dmupumMuanH-6-oHa no n. 11, koTopas UMeeT TeMnepaTypy IJIaBICHHUS
npubauszurenbuo 163°C, kak onpeaeneHo ¢ noMoub nuddepeHunaabHOl

CKaHUPYHOILEH KaTOPUMETPUH.

13. ®apmaneBTryecKkass KOMIO3ULUSA IO OAHOMY M3 IN. 1 - 9 1718 npUMeHEeHHUs B

Ka4e€CTBE JICKAPCTBCHHOI'O CpEACTBA.

14. ®apmaneBTryeckass KOMIO3ULUS IO OAHOMY U3 nn. 1 - 9 nns npumeneHus
IJIs IPeNOTBpaIleHUs/ PO UIAKTUKH UK JieueHUs 3a00JIeBaHUI U pacCTPOUCTB,
CBSI3aHHBIX C MATOT€HETHYECKUMH COOBITUSIMHU, KOTOPBIE OMOCPETOBAHBI

NOBbIIEHHBIMHU ypoBHsIMU CS5a u/unu akruBanueit C5ak.

15. ®apmanesTryeckass KOMIO3ULUS IO OAHOMY U3 nn. 1 - 9 nns npumenenus
IJIs IPeNOTBPAIleHUs/ TPOPHITAKTUKH HIIH JieueHUs 3a00JIeBaHUI U pacCTPOKNCTB,
BBIOpPAHHBIX U3 CJIEAYIOUINX: BACKYJUTHBIE 3a00JI€BaHUS WU PACCTPONHCTBA,
BOCIAJIMTENbHBIE 3a00JI€BaHUS WU PACCTPOICTBA, BKIKOUYAIOINE BHYTPUCOCYAUCTOE
BBICBOOOJKI€HE MUKPOBE3UKYJI, UMMyHOKoMIUIekcHbIe (IC) 3a0oneBanus unu
paccTpoiicTBa, HeHpoAereHepaTUBHBIE 3a00IeBaAHUS I PACCTPOHCTBA,
0o0yCJIOBJIEHHbIE aKTHUBAIMEH KOMIIJIEMEHTA BOCIAIUTENbHbIE 3a00I€BaAHNS UIIN
paccTpolicTBa, Oye3Hbie 3a00JIeBaHUS MJIH PACCTPOMCTBA, 3a00IeBaHUS U
paccTpOMCTBA, CBSI3AHHBIE C MINEMUEH U/UJIN UIIEeMUYECKUM penepdy3noHHbIM
MOBPEKICHUEM, BOCTIAJIUTENIbHbIE 3a00JI€BaHUS UM PACCTPONHCTBA KHINEYHHUKA,
ayTOMMMYHHbIE 3a00JI€BaHUs UM PACCTPONHCTBA, U 3JI0KAaYECTBEHHOE

HOBOOOpa3OBaHUE.
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