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MNPOTUBOI'PUBKOBBIE U AHTUBAKTEPUAJIBHBIE ITPOJIEKAPCTBA HA
OCHOBE KOHBIOT'ATOB

POACTBEHHBIE 3AABKU

[0001] Hacrosimast 3asiBKa HCIPAIIUBACT IPUOPUTET B COOTBETCTBUM C OJHUM WU
Oonee maparpados u3 § 119(a)-119(d) paszaena 35 Ceoga 3axonos CIIIA Ha ocHOBaHHM
sasBku Ha mareHT Mumuu Ne IN 1770/DEL/201, nmomannoit 22 wurons 2011 r., u B
coorBercteun ¢ § 119(e) pasmena 35 Csoma 3akonoB CIHIA Ha OCHOBaHUH
npeasapureIbHOi 3assku Ha mareHT CIITA Ne 61/514305, momanuoii 2 arycra 2011 r.,
CoAepKaHue KOTOPBIX BKJIIOUEHO B HACTOSIIYIO 3asBKY BO BCEW MOJHOTE MOCPEICTBOM

CCBLIKU.
OBJIACTb TEXHUKH

[0002] Hacrosiiee nzobperenne OTHOCUTCS K 001aCTH CPEJCTB JTUYHOW TUTHEHBI.
B uactHOCTH, Hacrosimee H300pETEHHE OTHOCHUTCS K IPOTHBOIPUOKOBBIM U
aHTUOAKTEpPUATEHBIM MPOJIEKAPCTBAM Ha OCHOBE KOHBIOTATOB, TMOJYUYEHHBIM IyTEM
CBSI3BIBAHMSI MPOTHBOIPHOKOBOIO WM aHTHOAKTEpHATBHOTO areHTra cO JHUHKepoM(amu)
WIM HOCHTENeM(SIMH), W HAHOYACTUIIAM, COAEPKAIIUM YKAa3aHHbIE MPOJEKAPCTBA HA
OCHOBe KOHBIOraroB. Hacrosimee mzoOpeTeHue Takke OTHOCHTCS K KOHBIOTHPOBAHHBIM
npoiekapcTeamM B (popme HaHouacTur. Hacrosimee u3o0pereHHe TakkKe OTHOCHUTCS K
HEKOHBIOTUPOBAHHBIM MPOTHBOTPUOKOBBIM W aHTHOAKTEPHATIBHBIM areHTaM B (opme

HAHOYACTUL, Pa3MEILEHHBIX BIOJIb OJHOI0 UM HECKOIBKHUX JTUIHIOB.
YPOBEHb TEXHUKH

[0003] ITepxoTek mpexactarisier coOoit XpoHHUECKkoe 3ab0IeBaHNEe KOXKH TOJIOBBI,
KOTOpPO€ TMPUBOAWAT K MISTYIISHHIO W OTCIAWBAHUIO KOXKH. [IpHYIMHBI BO3HUKHOBEHUS
NEePXOTH 10 KOHLIA He M3yueHbl. B Hacrosimiee Bpemsi HanOojee BEPOSITHOW MPUYHHON
cuuTaercs pa3ButHe TpubkoB poma Malassezia (Dawson, Thomas L., J. Investig
Dermatol. Symp. Proc. (2007), 12:1519). Pocrt 3tux rpubkoB in Vitro CUIBHO 3aBUCHT OT
puemHux JumuaoB (Chen TA, Hill PV 2005, Vet Dermatol 16:4). JlunugHyro
3aBHCUMOCTb Malassezia MOKHO OOBSICHUTH BBIPAKEHHBIM HETOCTATKOM T'€HA CHHTA3bI
wUpHBIX KucioT (Jun Xu, et al PNAS, 2007, 104:18730). Kpome Toro, HeCocoOHOCTE K
CHHTE3Y >KUPHBIX KHUCIOT MOXKET ObITh KOMIICHCHPOBAHA HATMUUEM Psilia CEKPETHPY EMBIX

JWMna3, CrmocoOCTBYSI 00pa30BaHMIO JHMUIOB OpraHu3ma-xos3swiHa. ClieqoBarenbHO, MpH



MOMOIIHM TAKUX JIANA3 3T TPUOKH MeTabOMU3UPYIOT TPUITIELUPUIBL, COAepKALINecs B
KOXKHOM cajge, ¢ oOpa3oBaHHeM TNPOIYKTOB oOMeHa Jsunuaos. IIpoHHKHOBeHHE
HEeKOTOPBIX M3 TaKWX NMPOAYKTOB OOMEHA JIMMHIOB Uepe3 Hapy KHBIN CIIOH 3IHASPMHECA,
POrOBOM CI10M, MPUBOAUT K BOCHATIUTENBHON PeaKkiuy y BOCIPUMMUUBLIX JIIOASH, KOTOpast
HapyIaeT rOMEOCTas3, BhI3bIBAs PACCIOEHUE KIETOK POrosoro cios. Ileppuynoe nedeHue
NEePXOTH IpecTaBisieT cob0il MeCTHOe HaHeCeHHe MPOTHBOIPHOKOBBIX areHTOB, KOTOPEIE
CHIDKAIOT conep:kanue Malassezia Ha xoxe ronosbl. Kak mpaBmio, mpoTuBOrprHOKOBBIE
AreHThl HAHOCIT HA KOXY TOJOBbI B KAUECTBE KOMIIOHEHTA IIAMIYHSI WIH JApyroi
KOMIIO3MLIMU Ul yXoJa 3a BojocamMu. TeM He MeHee, CpeacTBa IPOTHB IIEPXOTH
HAxXOJATCI B KOHTAKTE C KOXKEU TOJIOBBI B TEUEHHUE KOPOTKOIO BPEMEHH, UTO IENacT
HEeoOXOJMMBIM ITPOJODKUTEIBHOE TTOBTOPSIONIEECs] IPIMEHEHHe KOMITO3HINH ISl yX0aa
3a Bomocamu. [Iporpecc B maHHOW 0OIACTH TEXHUKH 3aKIIOYAETCS] B OOeCHeueHuH

HaISKHOTO JICUCHUS NNEPXOTU C NJTUTCIBHBIM 3(1)(1)6KTOM.

[0004] C yueroM BBIIIEH3IOKEHHOTO CYLIECTBYET MOTPEOHOCTH B CPEACTBAX
MPOTHB MEPXOTHU, KOTOPBIe 00eCIeunBarOT 00jiee ATUTEIbHOE NEHCTBHE, a TAKOKE MPOCTHI

U HEJIOPOTHU B U3TOTOBJICHUM.
CYIMHOCTDb U30BPETEHUA

[000S] B HacTosimmeM JOKYMEHTE ONWCAHbI HOBBIE INPOTHBOIPHOKOBBIE H
aHTHOAKTEpUATBHBIE MPOJEKAPCTBA HA OCHOBE KOHBIOTATOB, MOJTYYEHHBIC MPU MOMOIIH
CBSIBBIBAHHSI IO MEHBIIEH MEpe OAHOI0 HpOTI/IBOFpI/I6KOBOFO nin aHTI/I6a.KTepI/IaJ'[I>HOFO
areHTa C 1o MeHbIIeH Mepe OJHUM JINHKEPOM W/WITH HocuTeneM. B HeKoTophIX BapuaHTax

peau3alny IpoIeKapCcTBO HA OCHOBE KOHBIOTaTa MMeeT 00Uy 0 hopMyy:
(AFA)-X-(L)y, rae:

AFA mpeacrasmser coboift MPOTUBOTPUOKOBBI WM aHTUOAKTEPUATBHBIN

areHr;
L npexacrassier coboit HOCUTENB,
X mpexcraeinser co0oi THHKED;,
m u3MeHsIeTCst 0T 2 10 10, u

n u3MeHsiercs ot 2 1o 10.



[0006] Kax mpasuio, m coctasisiet 2, 3, 4 uim 5. U, n cocrasmisier 2, 3, 4 wiu 5.

[0007] B HEKOTOPBIX BapHaHTaxX peaJn3alydy NMPOJIeKapCTBO HA OCHOBE KOHBIOTaTa

uMeeT 001y 10 hopMyTy:
[(AFA)y-X],-L, rae:

AFA mpeacrasmser coGodf NMPOTUBOTPUOKOBBIM WM aHTUOAKTEPUATBHBIN

arexr;
L npexacrasisier coboit HOCUTEND,
X mpexcraeiser co0oi THHKED;,
m' u3mensiercst ot 1 10 10; u
p u3Mmensiercs ot 1 go 10.

[0008] Kax mpasmio, m' cocrasnser 1, 2, 3, 4 wim 5. U, p cocrasnster 1, 2, 3, 4

unu S. B HekoTOpBIX BapuaHTax peanuzanuu oda m' u p cocrasiroer 1.

[0009] B HEKOTOPBIX BapHaHTaxX peau3aluy NPOJIEKapCTBO HA OCHOBE KOHBIOTaTa

uMeeT o0y 10 hopMyTy:
AFA-[X-(L)x]q. rae:

AFA mpeacrasmser coGoift NMPOTUBOTPUOKOBBIM WM aHTHOAKTEPUATBHBIN

arexr;
L npexacrasisier coboit HOCUTEND,
X mpexcraeiser co0oi THHKED;,
n' u3mensiercst ot 1 g0 10; u

q uaMmensiercst ot 1 10 10 mpu ycnoBuu, uto o0a n' ¥  OAHOBPEMEHHO He

COCTAaBJIIOET 1.

[0010] Kax mpasuio, n' cocrapnser 1, 2, 3, 4 wnm 5. B miennom, q cocrapmuser 1, 2,

3, 4 unu 5. B HEKOTOPHIX BapUaHTAX peaTu3alluy ( cocrapiser 1 u n' cocrapiser 2.



[0011] B HekOTOpBIX BapuUaHTAX Pealu3alud MTPOTHBOrPUOKOBOE MPOISKAPCTBO HA

OCHOBE KOHBIOTaTa MMeeT O0IIy 0 (hOpMyJIy:
(AFA)w-X, rae:

AFA mpeacrasnser coGod NMPOTUBOTPUOKOBBIM WK aHTUOAKTEPUATBHBIN

areHr;
X mpexcrasnsiet co6ol TUHKED; U
m" m3mensiercg ot 1 xo 10.

[0012] Kak mpaBuio, m" coctasuster 1, 2, 3, 4 wim 5. B HEKOTOPBLIX BapHaHTax

peanmzani m" COCTaBIISIET 2.

[0013] Ecnin xoHBIOTaT COAEPKUT JBAa WIM Oojnee NPOTUBOTPUOKOBBIX H/WIH
aHTHOAKTEPUATBHBIX AareHTOB, TaKHe AareHThl MOTYT OBbITh OJMHAKOBBIMH WM
Pa3TMYHBIMU. AHAJOTHYHO, €CITH KOHBIOTAT COJAEPIKUT JBa WK Ooliee HOCUTENEH, Takue

HOCUTEIU MOI'YT OBITH OAWHAKOBBIMHA WJIU PA3JTUIHBIMU.

[0014] B HacrosieM JIOKYMEHTE TaKXKe OMMCAaHbI KOMIOZULIMM sl JTHIHOU
THrHeHbl,  coxepkamue  d(QPEeKTHBHOE  KOJWYECTBO  NPOTHBOTPUOKOBOrO U
AHTUOAKTEPUANTBHOTO TPONIEKAPCTBA HA OCHOBE KOHBIOTATA, OMMCAHHOTO B HACTOSIIEM

JOKY MEHTE.

[0015] B mpyrom acriekTe HACTOSIIErO M300peTEH S MPELIOKEH CIOCO0 JTeUeHHUsI
WIW TPEeIOTBPALLICHMS] MEPXOTH, BKIIOYANIMINA HAHECEHHWE KOMIO3ULIMM sl JTUIHOU
TUTHEHBl, ONHCAHHOM B HACTOSANIEM JOKYMEHTe, Ha KOXY TOJOBHI TMAIMEHTa,

HY>KIAIOIIEr0Cs B TAHHOM JISUSHIH.

[0016] B mpyrom acriekre HACTOSIIEr0 H300PETEHUS MPEIOKEH CIOCO0 JTeUeHHSI
WO TpeJoTBpaIleHus] akHe, BKIIYAIIIUNA HAHECeHHE KOMIO3ULUA ISl JTHIHOU
TUTUECHBI, OIMMUCAHHBIX B HACTOSIIEM AJOKYMECHTE, Ha KOXY HalHuCHTA, HYKIAKOIICTOCs B

JAHHOM JICUCHHH.
KPATKOE OIIMCAHME YEPTEKEN

[0017] Ha ®@urypax 1A-21 npexacTaBieHbl MPOJEKAPCTBA HA OCHOBE KOHBIOTATOB,

HOCUTENHU U JIMHKEPBI, IPUBEACHHBIE B kauecTe NpuMepos. Ha ®@urypax 13 n 14 RC,0H



MOXKeT OBITh BBIOPAH M3, HO HE OTPAHMYMBAETCS] UMH, KApOOHOBOW KHCIOTHI, BEIOPAHHOMH
U3 HACBIIIEHHOW WM HEHACBHIEHHOW >KUPHOU KucCioThl, comepxameil or Cg 10 Cie
YIJIEPOAHYIO IIE€Mb, IOJHMEpPA C TEPMUHANBHON (yHKIMoHAIpHON rpymmoi -CO,H
(manpumep, CMI'K (conomaumep MoaouHO# 1 rivkoneBoit kuciot), [IMK (monumonounas
kuciaora), HO,C-I[IOI'-COH w t.1m.); aHTHOAKTEpHATEHOTO areHTa, COAEpIKallero
¢yaxkmmonansnyo rpymmy —CO,H; aneda-ruapokcukuciaoTer, OeTa-ruApOKCHKHCIOTHI,

a3eanHOBOM KUCIIOTHI; afanaieHa; INIMKOJIEBON KUCIOThI WX €€ MPOU3BOIHBIX (HOpMYJIBI

HO

comepxamuii pyHkimonanbHyto rpymmy —CO,H, win xapOboHOBYIO KHCIOTY, KOTOPYEO

, rme R' Moxker mnpeacraBmsite co0oif aHTHOAKTEPUATBHBIA — areHT,

MOJKHO HCIOIB30BarTh ISl PEryJUPOBaHUS THAPOPUIEHO-TUMIOPHILHOTO OanaHca’

koubtorara (Hanpumep, CMI'K); camuiumoBoii KUCIOTH WIH €€ MPOU3BOIHBIX (POPMYIIbI
HO_0

OR

, Tme R' MOJKeT mpeAcTaBIATh cOO0H aHTHOAKTEPHATLHBIA areHT, COAEPKaIIHit
¢yukuuonameHyto rpymny —CO,H, wim kapOOHOBYIO KHCIOTY, KOTOPYIO MOXKHO
UCTOJIB30BATh ISl PEryMpOBaHus ‘THAPOPUIbHO-TUIOGUIBHOrO OamaHca’ KOHBIOTATa

(manpumep, CMI'K);, amuHOKHCIOTH WK nienTuaa, 10-yHIeneHOBOW KHCIOTHIL, SIHTAPHOM

H
WCR‘

KHCJOTBI WIH €€ MPOU3BOIHBI (POPMYJIbI o , rae R" mpexacrasnsier coboit
anTUOAKTEpUANBHBIN areHT, coaepxamuii (QyHKunoHANbHY0 rpymmny —OH, wmm crmpr,
KOTOPBIH MOJKHO HCIIONB30BaTh ISl PEryJUPOBaHUS THAPODUIEHO-THIIO(IIEHOTO
Oananca’ koubtorara (Hanpumep, HO-ITOT'-OH). Ha ®urypax 17 u 20 R(CO,H), moxer
MPeCTaBIIsATh CO00M 00y 10 quKapOoHOBY 10 KucaoTy, Hampumep, R(COH), MoxkeT ObITh

BBIOpaH W

3
J\P
H OH
n , rme n cocraisier or 1 go 500, TI3I-gucykumHAT (OPMYJIBI

o o
HO O,
O OH
n
o} o}
o

o
HOJ\H’LOH
m

KHCNOTHI, monuMep ¢ pyHkuoHatsHOM rpymmnoit -CO,H Ha oboux koHuax (Hampumep,

A3eManHOBONH  KUCIIOTBL, JBYXOCHOBHBIE  OKCAKHCIOTBI  (POPMYJIBI

, Tae n cocrasiaser oT 1 1o 500; TUKUCTOTHI (HOPMYJIBI

, TIe m cocrasisier OoT 1 10 28; acmaparuHOBOW KHMCIIOTHI, [Ty TAMUHOBOM



HO,C-TI3TI'-CO,H); nnu npupoIHOro WK MCKYCCTBEHHOTO JIMHKEpa ¢ ()Y HKLIHOHAIBHOU

rpymmoit -CO;H Ha 060ux KOHIIAX.

[0018] durypa 22 mpexcraBiser co0oif  cxemarmueckoe —u300paskeHHe

KOHBIOTHPOBAHHOT'O MPOJEKAPCTBA COTTIACHO HACTOSIIEMY U300pETEHHUIO.

[0019] Ha ®urypax 23 m 24 mnpeicTaBiI€HO pacopeiesieHHe 10 pa3Mepam
HAHOYACTHUI], COAEPKAIMX YHASUWIeH KinHiamunuHa (Purypa 23) wu nmaypar

kuHAaMuiHa (Purypa 24), OMUCaHHBIE B HACTOSIIIEM JOKYMEHTE.

[0020] ®duryps1 25-27 mnpexncrtaBiasitoT coboit mukpodoTorpapum wamex s
uccreoBaHUN ¢ arapoBoif cpeiol KoHBIOraToB Ha ocHoBe TOIT (durypa 25),
KOHBIOTATOB HAa OCHOBE MeTWIeHa U dTwiieHa (Purypa 26), KMP (keTokoHa30/1-MeTHIIEH-
nanemutar) u KAH (kero-N-rexcagermi-aneramun) KoHbptoraros (®urypa 27).
HcnonbsyeMble KOHLIEHTPALMH JTEKAPCTBEHHBIX CPEACTB cOCTaBIsLIH OT 0,0625 MKr/Mi 10
16 mxr/ma (@urypa 25), ot 0,0625 Mxr/mMa 10 8 MKI/MJI COBMECTHO C KOHTPOJIbHBIMH
BeIeCTBAMU TS OTpeaeeHust pocra, puspactsopom u 1% pacreopom JMCO (®Purypa
26), u 0,125 mxr/min u 4 mxr/min (@urypa 27).

[0021] ®urypa 28 npexacrasisier coboli dororpaduro penpe3eHTaTHBHON 30HBI

HHTHOMPOBAHMSI, ONPeAETIEHHOM IPH MoMoIH crocoda auddysuu B arap.

[0022] durypa 29 npexacrasnsier coboll THHEHHBIA rpadUK, AEMOHCTPHUPY IOLIHH
CpaBHeHHE OMOIOTHUYECKOH aKTHBHOCTH, ONpenensieMOil pa3MepaMu 30H HHTHOUPOBaHUS,
JJIsI CTy4aeB KOHTPOJIBHOTO KETOKOHA30J1a, KeTOKOHa301-MeTwieH-nanbmutara (KMP) u
OTPHLIATENBHOrO KOHTPOs keTo-N-rexcanenui-aneramunoM (KAH). TlponekapcrBeHnsie
KOHBIOTATHI CONEPKAT CIOKHOADHUPHBIE CBSI3H, B TO BpeMs kak KAH comepxur amMuaHbie

CBA3U.

[0023] durypa 30 npeacraensier coboll THHEHHBIA rpadUK, AEMOHCTPHUPY IOLIHH
HCCIIeI0OBaHNE aKTUBHOCTH IO BpeMeHHU rubenut M. furfur B IPUCYTCTBUH KETOKOHA30J1a U

kerokoHazon-MeTmwieH-kanpuiara (KMC) B korumenTparun 0,25 MKT/ M.

[0024] durypa 31A npexacrasisier coOol TUHEWHBIH rpaduK, AEMOHCTPHUPY FOLMH
UCCIel0OBaHUEe AKTHUBHOCTUH TO BpeMeHHW rubemmn M. furfur B mupucytcrBun KMC B
pasauuHbIX KoHUeHTpauusix. Konuenrpauust nposekapctea KMC usmensuiace ot 0,125

MKI/MIT 10 1,0 MKT/MIT.



[0025] ®urypa 31B npencrasisier coboit TuHEHHBIH rpaduK, IEMOHCTPHPY IOLAN
UCCIeI0OBAHME AaKTHBHOCTH 1O BpemMeHH rubemu M. furfur B  HPUCYTCTBHH
HEKOHBIOTHPOBAHHOTO KETOKOHA307a B pPa3sMHuUHbIX KOHLeHTpauusx. KoHuenTparus

MpoJieKapCTBa KETOKOHA30/1a u3MeHsiack ot 0,125 mkr/mi 10 1,0 Mxr/mut.

[0026] ®urypni 32A-32C mnpencrasisiroT coOol cXxeMaTudyeckoe H300pakeHue
BHYTPU(DOJUTUKYJIIPHOTO ~ VIAEP)KUBAHUS HAHOYACTHL W YJIYUIIEHUS YCBaWBaHUS
JEeKapCTBEHHOTO CpeacTBa TIpuOKaMu WO MuKpoopraHusmMamu. @Purypa 32A
npeacraeiasier coboil cxemaruueckoe M300paKeHHe MOMEPEYHOro CEUSHHsS! BOJIOCSHOIO
dommukyaa ¢ MPUCYTCTBHEM MHKPOOPTaHM3MOB B DPOroBOM cioe. Takke MoKa3aHbl
HAHOUYACTULBL, YyAEpKUBAaeMble BO BHYTPU(POLIHKYISPHOM MPOCTPAHCTBE BOMU3H
SIMUACPMUCA, KOTOPBIE MCAJICHHO U HENPECPBIBHO NPOCAYUBAIOTCS HAPYIKY BMECTE C IIOTOM
U KO)XkHbIM canoM. ®Purypa 32B mpencrasiasier coOolf cxeMaTwueckoe IpeacTaBiIeHHe
B3aMMOJCHUCTBHSI COXPAHUBIIMXCS HAHOYACTHL, BBICBOOOKIAIOIIUX JIEKAPCTBEHHOE
CpeaCTBO W JIMIIHUIHBIC (bpa_r MEHTBI, C MHUKPOOPraHu3MaMH. HpI/ICYTCTBI/Ie JIMITU AHBIX
(parMeHTOB (KOTOpBIE BBICTYMAIOT B KAUECTBE MUTATEBHOW Cpelbl AJISl JUHIO(UIBHBIX
MHKpPOOPTaHM3MOB)  YJYUIIAET YCBAWBAaHHE COXPAHMBINUXCS HAHOYACTUL  H/HIH
BBICBOOOKAEHHOTO JISKAPCTBEHHOI'O CPEICTBA, UTO NMPHUBOJHUT K rubenu kieTok. Purypa
32C mpencraBnsier coboif  cXeMaTWveckoe TNPEACTABICHHE BapUAHTA peATH3aLUN

HAHOYACTHUIIBI, ONTMCAHHOT'O B HACTOSIIIIEM JOKY MEHTE.
IHHOAPOBHOE OIIMCAHME U30BPETEHUA

[0027] B HacTosillieM AOKYMEHTE ONKMCAHBI HOBBIE MPOTHBOTPUOKOBBIE W/WIH
aHTHOAKTEPUANTBHBIE TPOJEKAPCTBA HA OCHOBE KOHBIOTATOB, TIONYYEHHBIE IyTeM
CBSI3BIBAHMS MO MEHBIIEH Mepe OJHOrO MPOTHBOIPHOKOBOTO WM AHTHOAKTEPHATBHOTO
areHTa ¢ 1o MeHbIIEeH Mepe OHUM HOCHUTEIEM, CBSI3aHHBIM HAMPSIMYIO WIH Yepe3 JUHKED.
Take B HACTOSIIEM  JOKYMEHTE  ONMCAaHbl  HAHOUYACTHULIBL,  COAEpKalue

HEKOHBIOTUPOBAHHBII MPOTUBOIPHOKOBBII WM aHTUOAKTEPUATBHBIN areHT U JIUIHIA.

[0028] Kommo3uiiiu, OMUCAHHBIE B HACTOSIIEM JOKYMeHTe, (Hampumep,
IPOTUBOrPUOKOBBIE WM AHTHOAKTEPUATBLHBIE KOMITO3WUIIMA HA OCHOBE KOHBIOTATOB,
HAHOYACTULBL, COAEpJKAIME TAaKue KOMIO3ZHWLMM, M HAHOYACTULEL, COAEpIKaIue
HEKOHBIOTHPOBAHHBIN MPOTUBOTPUOKOBLIM WM AHTHOAKTEPUATbHBIM areHT W JIHIIKN)

MOXKHO TMpPHMEHSTh sl JieueHuss TPUOKOBBIX WM OakTepuanbHBIX HHQEKIHi.



KOMHOSI/II_[I/II/I, OMACAHHBIC B HACTOAIIEM JOKYMCHTE, MOXHO HNPUMCHATH JIOKAJIBHO

(HampuMep, MECTHO) HJIH CHCTEMHO.

[0029] KoMmo3uiuy, OnucaHHble B HACTOSIIEM JOKYMEHTE, MOKHO NPUMEHSThH B
KQueCTBE KOMIIO3ULIMHM ISl JIMYHOM TMTHMEHBI, TaKMX KaK KOMIIO3MLMH IS yXoJa 3a
BOJIOCAMH M KOMITO3HUITUH IJIs yX0Ja 3a Koxkel. Takue KOMIOZULMK TSl THIHOW TUTHEeHBI
MOXHO NPUMCHATH I JICYCHUS HWIHW HOPSeAOTBPALICHUS TIICPXOTH. KOMHOSI/IL[I/II/I,
ONHMCAHHBIC B HACTOAIIEM JOKYMEHTEC, TAKXKE MOXHO HNPUMEHATH I JICUCHUS WIN
MpPEeIOTBPAIICHUS akHE. B HEKOTOPBIX BapHUAHTAX PEATH3ALUN KOMIIO3UIINIO, OMUCAHHY IO
B HACTOSAIIEM JOKYMEHTE, MOXKHO TIPUMEHSTh [UIS JieueHHs TPUOKOBOH HIH
OaxrepuanpHoOl uH(pexkuuu. Hampumep, KOMIIO3UIHIO, OMHCAHHYI0 B HACTOSIIEM
JAOKYMCHTC, MOXHO HNPHUMEHATH I JICUCHUS OpaJ'II:HOFO/BaI‘I/IHa.]'[I:HOFO KaHanua03a,
nepMmatopuTosa (TumaitHbeX 3a001eBaHUI BOTOCUCTHIX YUACTKOB TENA U T'OJIOBBI, 4 TAKKE

00poabI, MaxoBOW 00MACTH U CTOM), HHDEKIHI HOTTel, YVIIHBIX HH(pEeKIni 1 T.11.

[0030] B HEKOTOPBIX BapUaHTaX PeATU3aLUU NPOJIEKAPCTBO HA OCHOBE KOHBIOTATa

uMeeT 00IIy 10 HopMyTy:
AFA-X-L, rae:

AFA mpeacrasmser coGoif NPOTUBOTPUOKOBBI WM aHTUOAKTEPUATBHBIN

areHT,
L npeacrasisier cob0it HOCUTEND;, U
X npexacrasnsier OO0l JTHHKeP.

[0031] B HekoTOpRIX BapHAHTAX pPEaTU3aldd  NPOTUBOTPUOKOBOE  WIIH

AHTHOAKTEPUATBHOE MPOJEKAPCTBO HA OCHOBE KOHBIOrara HMeeT 001y 0 (hOpMy.Iy:
AFA-X-AFA, rxe:

AFA mpeacrasmser coboif NPOTUBOTPUOKOBBIM WM aHTUOAKTEPUATBHBIN

areHT; U
X npexncrasnsier co00I THHKeP.

[0032] He xemast ObITh  CBS3aHHBIMH C  TEOpHeEH, [OJAralT, uTO

KOHBIOTUPOBAHHBIE IPOJIEKAPCTBA COINIACHO HACTOSINEMY H300peTeHHIO 00ecreunBaroT



psi MPEUMYILECTB MO CPABHEHUIO C HEKOHBIOTMPOBAHHBIM MPOTUBOIPHOKOBBIM H/HJIH
aHTHOAKTEPUATBHEIM areHToM. Hampumep, COCTaB KOHBIOTMPOBAHHBIX IPOIEKAPCTB B
(dopMe HAHOUACTHUI] MO3BOJSIET OOECHEUUTh Jyullee yIEPKUBAHUE B MHUKPOTPEIIHHAX
KOXKH TeJIa U TOJIOBBL. JTO, B CBOIO OUEPEb, MO3BOJSIET YIIYUIIUTE BPEMsI Y AePIKUBAHHSI
HA KOXXE€ Tela WWIH TOJNOBBI, YTO NMPHBOTUT K CHHKEHHIO TPeOyeMoro KOIHYeCTBa
aKTUBHOTO areHra W yJIy4maer OHOAOCTYMHOCTh. JIMHKED W/WIM HOCHUTETb MOTYT
obecrnieunBaTh cuHepreTrueckuii 3gdexr. Kpome Toro, JMHKEp W/UIA HOCHTEIb MOTYT
CocoOCTBOBATE MPOHUKHOBEHHIO. KOHBIOTHPOBAHHBIE MPOIEKAPCTBA TAKKE MOTYT
obecrieunBaTh 3aMeIeHHOe BBICBOOOKICHUE MPOTHBOTPHOKOBOTO WIH

AHTHOAKTEPUATBHOTO areHTa, TeM CaMbIM 00eCTIeurBast JIy Iy 0 (PapMaKOKHHETHKY .

Hanouacmuywi

[0033] ITponekapcTBa HA OCHOBE KOHBIOTATOB W  HEKOHBIOTMPOBAHHBIE
MPOTUBOTPUOKOBBIC HTH aHTHOAKTEPHATBHBIE ar€HThI MOXKHO TOIYYaTh B (DOPME YaCTHI,
HampuMmep, HaHO- wid Mukpodactull. IlonyueHue mposekapcTB Ha OCHOBE KOHBIOTATOB
WM HEKOHBIOTMPOBAHHBIX JIEKAPCTBEHHBIX CPEACTB B (JOPME YACTHI[ MOXKET SIBISITHCS
NpeanouTuTenbHelM. Hampumep, wacTHLBI  MOTYT — JOy4dlle  33JepKUBATBCS B
MHUKPOTpPEIIMHAX KOXH TeJa WM TOJIOBBL, TakuM oOpa3om obecrieuwBas HaISKHBIH
ITUTENbHBIN 3 dekT. COOTBETCTBEHHO, 3TO JaeT BO3MOKHOCTh HCIOJIB30BATH MEHBIIINE
KOHIIEHTpallMK MPOTHBOIPHOKOBBIX WM aHTHOAKTEPUATBHBIX areHTOB IO CPABHEHUIO C

OOBIYHBIMU HpOTI/IBOFpI/IGKOBLIMI/I nin aHTI/I6a.KTepI/IaIH:HI>IMI/I arcHTaMu.

[0034] TepMuH «HAHOYACTHULIA», MCIOJB3YEMbIH B HACTOSIIEM JOKYMEHTE,
OTHOCHUTCS K YACTULIAM PasMepoM OT 10” wm OJHON MWLIMapAHONU MeTpa A0 10 w1
MIWLTHOHHONW MeTpa. TepMHUH «HAHOYACTHIA» BKJIIOUAST HAHOC(EPBI, HAHOCTEPIKHH,
HAHOOOOJIOUKM M HAHOMIPH3MBI, M 3TH HAHOYACTHMIILI MOTIYT OBITh YAacThbIO HAHOCETH.
TepMuH «HAHOYACTHUIIBD) TAKKE BKIIOUAET YACTHUIIBI TUTTOCOM H JIUITHIOB HAHOMETPOBOTO
pa3zmepa. Yactuiipl MOTyT ObITh, HAPUMEP, MOHOIUCIIEPCHBIMY WX TOIHIUCIEPCHBIMH,
a U3MEHEHHE TuaMeTpa YacTUL] JAHHOW TUCHEPCUHU MOXKET HU3MEHSTHCS, HAIPUMED, OT

npumepHo 0,1 10 COTEH HM.

[0035] He orpanuumBasiCb, MOXXKHO MOJydYaTh IO MEHbIIEH Mepe CeMb BHJIOB

HaHovacTull. (1) HAHOYACTHLILI, TIOTYUSHHBIE U3 MOJIMMEpa WIH APYTroro Marepuana, Ha
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KOTOPOM TIPOJIEKApCTBO HAa OCHOBE KOHBIOrara adcopOupyercs/ancopOupyercs Wiu
o0pazyeT TMOKpBITHE Ha sApe HAHOYACTUIBI, (2) HAHOYACTHUIIBL, MOJTyUYEHHBIE U3 SApa,
00pa30BaHHOrO MPOJEKAPCTBOM HA OCHOBE KOHBIOTATA, KOTOPOE MOKPBLITO IOJHMEPOM
Wid ApyruM marepuaiom; (3) HAHOUACTHIBI, MOIYUYEHHBIE W3 MOJUMEPA WU JIPYroro
Marepuaaa, ¢ KOTOPBIM KOBAJIEHTHO CBSI3AHO MPOJIEKapCTBO HA OCHOBE KOHBIOTara, (4)
HAHOUACTHUIIBI, TIONYUEHHbIE W3 TPOJEKApCTBA HA OCHOBE KOHBIOTATAa WM JPYTHX
MOJIeKyJI; (5) HAHOUACTHIIBI, MOy YEHHbIE TAKUM 00pPa3oM, UTO OHH COJEpIKAT, B LEIOM,
TOMOTEHHYI0 CMECh IIPOJIEKApCTBA HA OCHOBE KOHBIOTATA ¢ HAHOYACTUI[AMH WU APYTHMH
HEJIEKAPCTBEHHBIMH CPEACTBAMH; (6) HAHOYACTHIILI YHUCTOTO JIEKAPCTBEHHOTO CPEACTBA
WIH CMECH JIEKApPCTBEHHBIX CPEICTB C MOKPBITHEM siApa MpPOJeKapcTBa HA OCHOBE
koHbrorara, u (7) HaHOYACTHIIBI, MOJTHOCTHEO COCTOSIIME M3 IPOJEKAPCTBA HA OCHOBE
KoHBIOTaTa. IlomMumo HAaHOYACTUL, ONMUCAHHBIX BBIIIC B OTHOWICHHNU KOHBIOTMPOBAHHBIX
OpONEKApCTB, TaKXKe MOKHO TIONydYaTh AHAJOTHYHBIE BHIBl HAHOYACTHI[ C

HEKOHBIOTIHPOBAHHBIMHU HpOTI/IBOFpI/I6KOBI>IMI/I niImn aHTI/I6aKTepI/IaIII>HI:IMI/I ArCHTaMH.

[0036] B HEKOTOPBEIX BapHaHTax peaau3aluy pa3Mep HAaHOYACTHL] COCTABJSIET OT
npumepHo 1 HM 10 npumepro 1000 HM, oT mpumepHo 50 HM 10 npumepHo 500 HM, OT
npumepHo 100 HM 10 npumepHOo 250 HM win ot npuMepHo 200 HM 10 npumepHo 350 HM.
B oaHOM M3 BapuaHTOB pealu3alydy pa3Mep HaHOUYACTHL COCTaBjsieT oT mpumepHo 100
HM 10 npumepHo 1000 mmM. B apyroM BapuaHTe pealu3aquu pa3Mep HaHOYACTUIL
cocrasisier oT npumepHo 80 HM g0 npumepHo 200 HM. B omHOM u3 BapuaHTOB
pearnzalyy pa3Mep HaHOUACTHULl COCTaB/IsIeT 0T npuMepHo 50 HM 10 npuMmepHo 500 M. B
HEKOTOPBIX BapHUaHTax peaiu3alyy pa3Mep HAHOYACTHL COCTaBJISIET MPUMEPHO 158 HM,
npumepHo 218 M win npumepHO 305 HM. B HEKOTOPBIX BAPUAHTAX pPealTu3aluu pasMep
HAHOYACTUL[ COCTABJSIET NpUMEpHO 337 HM, NpUMEpHO 526 HM, NpUMEpHO 569 HM,
npuUMepHO 362 HM, npuMepHo 476 HM, npuMepHO 480 HM, TpuMepHO 676 HM, IPUMEPHO
445 uM, npumepHo 434 HM, npumepHo 462 HM, npuMepHO 492 HM, npuMepHO 788 HM,

OpUMEPHO 463 HM WU OPUMEPHO 65 HM.

[0037] Kax npaBmio, HAHOYACTHULIBI, ONIUCAHHBIE B HACTOSIIEM JOKYMEHTE, HMEIOT
y3KO€ pachpelencHHe [0 pa3MepaMm, ompeaensieMoe B Buae Kkod(uiueHta
noauaucnepcHocty (Km). TepmuH «ko3pUIHMESHT TOJUAUCTIEPCHOCTIY, UCTIOIB3Y EMBIH B
HACTOSIIEM JOKYMEHTE, SIBJSISTCSl MEPOM IMIMpOTHI paclpeacieHuss IO pa3Mepam B
oOpasie, U OOBIYHO OMpeHensieTcsl KaKk OTHOCUTEIbHAs IHUCIEPCHSI KOPPETSIHOHHOTO

pacnipenenenust k03(QOUIMEHTOB 3aTyXaHWs, KAaK H3BECTHO CIELUAIUCTY B JaHHOM
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obmactu texuuku. CMm, B J. Fisken, “Revisiting the method of cumulants for the analysis
of dynamic light-scattering data,” Applied Optics, 40(24), 4087-4091 (2001) nus
oOCyKIeHus] ~ KyMyJSSHTHOrO  JuaMerpa W HOJMHIOUCIEPCHOCTH. B menom,
MOMUIUCIIEPCHOCTE HAHOYACTHUL], OIMMCAHHBIX B HACTOAIIECM JOKYMCHTEC, COCTaBJISIET
MeHble, yeM npumepHo 0.8. B HEKOTOPBIX BapPHAHTAX PEATH3ALUU MOJUIAUCIECPCHOCTD
HAHOUACTHUL COCTABJSIET MeHbIe, 4yeMm mnpumepHo 0,5, MeHbine, ueM npumepHo 0.4,
MeHblle, yeM npumepHo 0,3, MeHblue, yeM npumepHo 0,25, meHble, yeM npumepHo 0,2,
MeHble, yeM npuMepHo 0,15, mensie, uem npumepHo 0,1 Win MeHbIle, YeM NPUMEPHO
0,05. B HEKOTOPBIX BAPHAHTAX PEATHU3ALUH NOJUIUCIEPCHOCTh HAHOYACTUL[ COCTABIISIET
npumepHo 0,072, mpumepHo 0,1, npumepHo 0,149, or npumepno 0,236, npumepno 0,165,
npumepHo 0,221, npumepno 0,177, npumepno 0,213, npumepro 0,264, npumepno 0,241,
npumepHo 0,251, npumepno 0,273, npumepno 0,211, npumepro 0,181, mpumepno 0,249,
npumepHo 0,298, npumepno 0,348 unu npumepno 0,282,

[0038] He orpannumnBasicb, HAHOUACTULA MOXKET COAEPKATh APYTHE KOMIOHEHTHI
B JIOTIOJTHEHHE K KOHBIOTaTy INPOJEeKapCTBa, OMMCAHHOTO B HACTOSIIEM JOKYMEHTe, WU
HEKOHBIOTUPOBAHHOMY JIEKAPCTBEHHOMY CpeAcTBy. Hampumep, HaHOUacTHLA MOKET
cofepkaTh OuH WK 6ojee MOIMMepOB, aHHOHHBIX ITOJIMMEPOB, KATHOHHBIX TTOJTUMEPOB,
amM(pupUIBEHBIX MTOJTUMEPOB, MTOBEPXHOCTHO-aKTUBHBIX BEIIEeCTB, JIUTIAIOB,
¢dochomunmuaoB, KATHOHHBIX JHUMHUAOB, aM(pUPUIBHBIX JUIHAOB, BCIOMOTATETBHBIX
BEIIeCTB U T.I.. B ciayuae NMpUCYTCTBUS B HAHOUYACTHLE, KAKABIM M JOMOTHUTEIBHBIX
KOMITOHEHTOB MOJKET COJepKarbCs B KOJIMUYECTBe B Amama3oHe ot mpumepHo 0,01% mo
npumepHo 90%, Hanpumep, ot npumepHo 0,01% xo npumepro 80%, ot mpumepHo 0,01%
1o npumepHo 70%, ot mpumepno 0,01% nxo mpumepno 60%, ot mpumepHo 0,01% o
npuMmepHo 50%, ot mpumepHo 0,01% no mpumepno 40%, ot mpumepro 0,01% no
npumepHo 30% wmu ot mpumepHo 0,01% no mpumepHo 25% ot oOmmiell maccel
HaHo4yacTUIEL [lOHATHO, WTO CcoAep:kaHWe KOMIOHEHTa HE 3aBUCHT OT COXSpIKaHUS

BTOPOro KOMIIOHCHTA B JIMIIOCOME WUJIU MY JIbCUU.

[0039] B HekOoTOpbIX BapuaHTax pealu3alMud JOMOJTHUTEIbHbII KOMIIOHEHT
MpeacTaBisieT co0ol coenuHeEHre BIaA cTeapuHoBast kucaora-I19I-cTeapuHoBast KMCI0Ta

WJIN JICIIUTHH.

[0040] [ToBEPXHOCTHO-aKTHBHOE BEIIECTBO, KOTOPOE MOKET OBITh MOOABJIEHO K
HAHOYACTHUIE, MOJKET MPEJCTaB/IsATh COOOH 000N aHMOHHOE, KaTHOHHOE, aM(pOIUTHOE

WIn HCHOHOI'CHHOC MOBEPXHOCTHO-aKTHUBHOEC BCIICCTBO. HpI/IMepI:I AHHOHHBIX
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MOBEPXHOCTHO-aKTHBHBIX BENIECTB BKJIIOUYAIOT CIIOKHBIE JKHPHBIE D(QHUPBI, TaKWE Kak
cTeapaT HATPHs, OJieaT KANUs U HEMOJHOCTHIO OTBEPIKIAIOMIMNICS KUPHOKUCITBIA HATPUIA;
ANKWICYIb(arel, Takhe Kak gogeuuicyabdar HaTpus, Joaeruwiacybdar Tpu(2-
THIPOKCHATHI)aMMOHHMSI M OKTaaelicyibdar Harpus, OeH301Cy1b()OHATHI, TakKHe Kak
HOHWIOEH30MCY 1b(oHAT HATpHsL, J0AenI0eH30ICy b OHAT HATpHSL,
OKTanenmI0eH30/ICy Tb(poHaT HATpusl W TU(PESHWIOBBIH >GUp KOASHUIIUCYIb(pOHATA
HaTpus; HaTAIUHCYIb(POHATHL, TaKWe KakK JoJdenuaHaTaIuHCy I bGOHAT HATPHUS U
MPOIYKTHI KOHIEHCAIUU (dhopmanbaeruga u Ha(TATUHCY b OKUCITOTHI;
CyJIb(OCY KIIMHATEL, TaKue KaK T TOJIEIAITCY TE(OCY KIIMHAT HATPHS "
JTAOKTAIOJCIIICY Ib(OCYKIMHAT — HATPUS; TMOJHOKCHATHIICHCYIb(AThI, Takue Kak
MOTHOKCUATHICHIOJELMIOBBIH dQUp Cynb(ara HATpus, MOTHOKCHITHIECHIOSLAIOBbINA
a¢up cyabdpara TPu(2-rUAPOKCUITHI)AMMOHHS, MOJTHOKCHITHISHOKTAEIIUIOBBIN 3dup
cyibhara HATPUS WM TMOJHOKCHITWICHIOASUMI(PEHUIOBEH >Qup cyiabdara HATpUs, U
docharer, Takue kak gomemmiadochar kamust um okragenmiadochar Harpus. [Ipumepsr
KaTHOHHBIX MOBEPXHOCTHO-AKTUBHEIX BEIIECTB BKIIOUAIOT CONTHA ATKHJIAMUHOB, TAKHE KaK
aLeTaT OKTAASLIJIAMMOHHS W aMHHOAIETaT KOKOCOBOTO MAacla;, W YETBEPTHUHbBIE COJH
aAMMOHMUS, TaKue KaK XITOPHUT JOJEIUITPUMETHIAMMOHHUS, XJIOPU
OKTQAEIMITPUMETUIAMMOHHKS,  XJOPUJ JAUOKTAISHWIIAMETHIAMMOHUS W XJIOPUZ
nofenuadeH3wIAnMeTHIaMMOHMs.  [IpuMepbl  aM(ONHUTHBIX MOBEPXHOCTHO-AKTHBHBIX
BEIIECTB BKTIOYAIOT aJKUIOETANHbI, TAKUE KaK JOASIMI0eTanH U OKTaI0AeNUIOeTanH, U
AMUHOOKCHJIBI, TaKWe Kak JIOASIMIIMMETHIAMHHOOKCH. IIpUMephl HEHOHOTEHHBIX
MOBEPXHOCTHO-aKTHBHBIX BEINECTB BKTIOUAIOT ATKWIOBBIE 3(DHPBI MOTHOKCHITHIIEHA,
Takue KakK  JOJSUUIOBBIA  3(GUP  MOJHOKCHITHIEHA, TeKCaaeluIoBbiii  3dup
MOJTHOKCHATHIIEHA, OKTAIEIMIOBEIN 2P UD MOJTMOKCHAITHIEHA U 9-0KTaIelleHUIOBBIN d(hup
MOTUOKCHATHIIEHA, (DeHHIOBEIE 3(UPBI TMOTHOKCUITHIEHA, TAKUE KAK OKTWI()EHUIOBBIH
3(pUp MOMUOKCUITUJIEHA W HOHWIPEHWTOBBIA 3(UP TOMHOKCHITHIEHA, OKCHPAHOBBIE
HNOJMMEPBI, TaKWe KAk MOJMITHIEHOKCHI H  COMOJIMMED  OTHJIEHOKCHAA |
MPOMIIEHOKCH A, CIOXKHBIE 3(PHUPLI COPOUTAHA M KUPHBIX KUCIOT, TAKHE KAK CIOXKHBIN
3¢up copbutaHa U JOIEKAHOBON KHCIOTHI, CIOXKHBIA dpup copOUTaHA M TeKCaTeKaHOBOM
KHMCJIOTBI, CIOKHBIM 3(GHp cOpOMTAHA M OKTAAEKAHOBON KHCIOTBHI, CJIOXKHBIA 3(up
copOuraHa u 9-OKTageleHOBOW KHCIOTHI, CIOXKHBIM Tpmddup copbutana u 9-
OKTAJeLCHOBOM KHCIOTBI, CAOXKHBIA 3(QUp MOTHOKCHITHIEHCOPOUTAaHA M J0JSKAHOBOMU
KUCIIOTBI, CIOXKHBIA S(PUpP MOJMOKCUITUICHCOPOUTAHA M TeKCAASKAHOBOW KHUCIOTHI,

CJIOJKHBIM 3(Hp MOJTHOKCHITUIEHCOPOMTAHA M OKTAJEKAHOBOW KHCIOTBI, CIIOMKHBIM
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TpudPHUpP  MOTHOKCHITHIECHCOPOUTAHA W  OKTAHOBOW  KHCIOTHI, CIOXHBIH  3dup
MOJTUOKCHATHIIEHCOpOUTaHA ©  9-OKTaAeUEHOBOH KHCIOTBI W CIOXHBIA  Tpuadup
MOJTHOKCHATHIIEHCOPOUTAaHA U 9-OKTaIeleHOBOM KHUCIOTHI, CIOKHBIE d(UPBI copOHUTa U
KUPHBIX KHUCJIOT, Takhe KaK CIOXHBIA TeTpadpup MOIHOKCHAITHIEHCOpOuTa U 9-
OKTAJIEIEHOBON KHCJIOTHI, CIOXKHBIE d()UPBI TIMIEPUHA U JKUPHBIX KUCIOT, TAKHE Kak
CITOXKHBIHN 3(hUp MIHIEPUHA U OKTAIEKAHOBOW KHCIOTHI U CIIOKHBIN 3dup riauuepuHa u 9-
OKTQJElEHOBOW KHUCIOTBL, MOJHATKIJIEHOKCHIHBIE ONOK-COMONMMEPBL, TaKhe Kak

TONOKCaMeph! (KOMMEpUeCKH JOCTY IIHbIE IO ToBapHbIM 3HakoM PLURONIC® (BASF)).

[0041] [Toaxomsiyie KOMMEPUYECKH MOCTYIHBIE aM(pOTEPHBIE IOBEPXHOCTHO-
AKTUBHEIE BEIEeCTBA BKJIIOUAIOT, HO He orpanmumBaioTcs mmu, MIRANOL® HMA
naypoampoanerar Harpust (38% TtBepaoro Bemiectsa) 1 MIRANOL® ULTRA L32
naypoamdoanerar Harpus, npomsBoaeiMbiii Rhodia Novecare (Cranbury, N.J.).
IMoxxonsmue KOMMEPUYECKH AOCTYITHBIE 3TOKCHIATHI JTUHEHHBIN CIIUPTOB BKIIIOYAIOT, HO
He orpanmunBaioTcs uMu, SURFONIC® L12-6 mecTr-MOIbHBINA 3TOKCHIAT JTHHEWHOTO
nepuuHOro crmupta ¢ 10-12 atomamu yriepoaa, noctymHslii o Huntsman Performance
Products (The Woodlands, Tex.). [Iloxxoasmme KOMMEpYECKH JOCTYIIHBIC
AIKWICYIb(arkl BKIIOYAOT, HO He orpandumBarorcs umu, POLYSTEP® B-29
okTUCYbdar Harpusi, noctymnHbii oT Stepan Company (Northfield, 111.). TToaxonasiiue
KOMMEPUICCKHU JOCTYIMHBIC HCUOHOTCHHBIC ITOBEPXHOCTHO-AKTUBHBIE BEIIIECTBA BKIIIOYAIOT,
HO HE OrpaHUYUBAIOTCS WMH, MOJHUIIHKOIEBEIE S(UPBl OKCOCHUPTOB, TaKHe Kak
GENAPOL® UD 070 CI nosurmukonessrit a¢gup 1-okcocrupta (7 EO), mocTymHeId OT
Clariant Corporation (Cranbury, N.J.). TToxxoasiue koMMepUYeCKH NOCTYITHBIE TUHEWHBIE
ATKUIOSH30/IbI  CYJIb()OKUCIOT M WX COMM BKJIIOUAIOT, HO HE OTPAHHYMBAIOTCS HMH,
NAXSOFT® 98S JOJeTHIOSH30.ICY Tb(DOKUCTOTY u  NAXSOFT® 408

nofenuaden3oncy nbdonar Harpusi, roctynHbsie oT Nease Corporate (Cincinnati, Ohio).

[0042] B HEKOTOpBIX BapHAHTAX PEATU3ALMH NOBEPXHOCTHO-AKTUBHOE BEIIECTBO
npencrasisiet cobott [121-35 ruaporeHN3NpPOBaHHOE KACTOPOBOE MACIO, mojTokcamep 188

WK J1ay peTcyib(ar HaTpusL.

[0043] HexoTopele mpuMepsl, MaTepUanoB, KOTOPbIE MOTYT BBICTYIIATh B KaUeCTBE
BCIIOMOTATEIbHBIX BemecTB, BkmouarnT: (1) caxapa, Takhe Kak MaHHUT, JAKTO3a,
MajIbTO3a, TJIIOKO3a W caxapo3a; (2) KkpaxMalbl, Takde Kak KyKypy3HBIH Kpaxmal Hu
kaprodenbHbii  kpaxmam, (3) Ueunoa03y M €€ NPOM3BOJAHBIE, TakWe Kak

Kap6OKCI/IMeTI/IHL16HJIIOJ'IOSa HaTpus, MECTHUILCIIII0JI03a, STUJILCIUIKOI03a,
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MHUKPOKPHUCTAITHYECKAS [IEJLTI0I03a W alleTaT /U036, (4) MOPOIIKOBEIM TparakaHT,
(5) comom; (6) sxemartuH; (7) CMa3bIBAIOIHE AareHTHI, TaKHMe Kak cTeapar MarHus,
Jay puiacyas(ar HaTpus U TaabK; (8) BCroMorare/ibHbIE BEIIECTBA, TAKHE KaK MacIO Kakao
¥ BOCKH JJIsI CYMIO3UTOpUEB; (9) Macia, Takue Kak apaxucoBOe Macjo, XJIOMKOBOE MacJo,
cadopoBoe Macio, KyH:KYTHOE Maclio, OJIMBKOBOE MAcClo, KYKYPYy3HOE Macio U COEBOE
macio; (10) rmkom, Takue Kak MpOMHISHTTHKOIE, (11) moamonel, Takue Kak TIuIepyH,
copbut, MauHuT H mnoamdTWIeHrMKOIb (I190); (12) ciaoxkHBIE 3(DHPBL, TaKHe Kak
stunonear u stwuiaypar;, (13) arap, (14) OydepHble areHThl, Takve Kak THAPOKCHI
MarHusl U TUApokcua anroMmunust, (15) anbruHOBYH KUCIOTY; (16) anupOreHHy BOIY;
(17) mzoronmueckutii conepoit pactsop; (18) pactsop Punrepa; (19) atunoserii cimpt; (20)
pH Oydepusie pactBopel; (21) crnokHbie NOMMAIGUPBL, HOIMKAPOOHATHI  W/HJIH
NOMUAHTHAPUABL, (22) 00beMO00Opa3yIoOIMe areHThl, TaKWe KakK TMOJUNEHTHIb U
AMUHOKHCITOTHI, (23) KOMITOHEHTHI CHIBOPOTKH, TaKHe KakK ChIBOPOTOUHBIN aah0yMuH,
JITIBIT (rumomnpoTrenH BICOKOM m1oTHOCTH) 1 JITIHIT (rmonpoTenH HU3KOM MITOTHOCTH);
(22) C,-Cy, cnupthl, Takue Kak 3TaHoI;, U (23) ApyrHe HETOKCHUYHBIE COBMECTHUMBIE

BEIICCTBA, MPUMCHSIEMBIC B (l)apMaL[eBTI/I‘{eCKI/IX cocTraBax.

[0044] B HexkoTOpBIX BapHAHTAX pPEATU3ALUH BCIIOMOraTeIbHOE BEIECTBO

MpeacTaBsieT COO0 MaHHUT.

[0045] He orpaHuumBasicb, KOHBIOTAT MOKHO IMOJIy4YaTh B (opme THOOBIX
HAaHOUYACTUIL], BKJIIOUAsl, HO, HE OrPaHUYUBASIC WMH, JMIOCOMBL, 3MYJbCHH,
MHKpPOAMYJIbCUH, HAHOAMYJBCHH, CHUCTEMBbl JOCTABKH JISKAPCTBEHHBIX CPEACTB C
CaMOMpPOU3BONLHEIM  (popMupoBaHueM Mukpodmyibcun (SMEDDS), mnomumepHbie
HAHOYACTULBL, TBEpJbIC JUIHIHBIE HAHOYACTUIIBI, HAHOCTPYKTYpPHPOBAHHBIC >KUIKHE

KpUCTAJUIBI M T.II.

[0046] B HEKOTOpPBIX BApUAHTAX pEATU3ALUU KOHBIOTUPOBAHHOE IPOJEKAPCTBO
WA HEKOHBIOTHPOBAHHOE JICKAPCTBEHHOE CPEICTBO MOKHO IOJYYaTh B (DOPME JTHITOCOM.
TepMHH <« JIMIOCOMA», WCIONB3YEMBI B HACTOSIIIEM IOKYMEHTE, OXBAaThIBAET JIOObIE
BEILIECTBA, 3AK/IIOUEHHbIC B JIMOUIHBIN CIOW, KOTOPBIA MOXKET SIBJISITHCS OJHOCIOWHBIM
WIH ABYXCIOWHBIM. JIMIOCOMBI MOKHO XapaKTEPU30BATh MO TUIY U pasMepy MeMOpaHEI.
B nmannHOl 007aCTH TEXHWKH JMIIOCOMBI TAKOKe BKIIIOUAIOT JIAITOCOMHBIE BE3HKYJIBL
JlunmocoMel 00pa3yIOTCS M3 MOJEKYJ JHNUAOB, COASPKALINX YIJIMHEHHBIE HEMOJspHbIE
(ruapodoburie) U nossipubie (ruapoduibHbie) yacTu. [uapodoOHbIe U TUAPOPUIBLHEIE

JaCTH MOJICKYJIBI, MPEANOYTUTE/IBEHO, PaCnoIOKEeHbI Ha JIBYX KOHIAX y,H,JIHHGHHOfI
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MOJIEKYJISIDHOH CTPYKTyphL [lpm JOHUCHEeprupoBaHWM TAaKUX JMIKUAOB B BOAE OHH
CaMOIPOU3BOJIBLHO 00pa3syoT ABYXCIOWHBIE MeMOpaHBL, Ha3bIBAEMbIE JaMelUIaMH, WU
CaMOyIOPSIIOUSHHBIE BE3UKYJIbL. JlaMemIbl COCTOSIT M3 ABYX OIHOCIOHHBIX CTEHOK W3
MOJIEKYJT TUIH0B, HEMOIsIpHbIe (THapodoOHbIe) TOBEPXHOCTH KOTOPBIX OOpaIleHbl APYT
K Jpyry, a mosspHble (ruapouibHbIe) MOBEPXHOCTH OOpamieHsl K BOXHOU cpexe.
Membpanel, 06pa3oBaHHBIE JIMITAIAMH, OXBATHIBAIOT YaCTh BOAHON (ha3bl MOAOGHO TOMY,
KaK KJIeTOYHble MeMOpaHbl OXBATBIBAIOT COJAEPKUMOe KiIeTok. Takum obpasom,
IBYXCJIOMHAsS JUIOCOMA MMEeT CXOJACTBO C KIETOUHOH MeMOpaHOH, 3a HMCKIIOUeHHeM

OTCYTCTBUS OEIKOBBIX KOMIIOHEHTOB, IIPHCY TCTBYIOIMX B KIIETOUHOW MeMOpaHe.

[0047] JIurioMOCHI, HCITO/IB3Y EMbIE B HACTOSIIIIEM U300PETEHNH, TIPEATIOUTHTENBHO,
MONTYyYAOT W3 JHIUAOB, KOTOpble O0pa3yIT OTHOCHTENBHO CTaOHIbHBIE BE3UKYJHL B
JaHHOH OONacTH TEXHHWKM W3BECTHO OIPOMHOE MHOXKECTBO JIMIAIOB, KOTOPBIE MOMHO
UCIIONB30BATh AJIsI MOy YeHHs Takux JunocoM. [IpeanoururensHble UIAABI BKIOYAIOT,
HO He OrPaHWYHMBAIOTCS UMM, HEUTpaIbHBIE WJIH OTPULATENLHO 3apsDKeHHBIE
bochomumuap! WM CHUHTOIUITUIBI U CTEPHHBL, TAKHE KaK XolecTepuH. B nemom, BIOOp
JWIUAIOB ONPEAESNSIETCSl ¢ YUETOM, HalpuMep, pasMepa JUIMOCOM M MX CTaOWIBHOCTH B

KOMITO3HUITAH JJISI IMYHOM TUTHUEHEL.

[0048] JIumocoMbl BIJIIOUAIOT MOHOJIAMEIUISIPHBIE BE3UKYJIbI, KOTOPBIE COCTOST U3
OJHOTO CJIOS JIMIMUAOB M, KaK IPAaBWIO, UMET auamerp oT 20 xo 100 HaHOMETpOB. U
Oonpliiie MOHOJAMeEUIsIpHbIe Be3ukyael (BMB), kak mmpaBWIo, HMEIOIIME THAMETP
Oombmre, uyem 100 HM, KOTOpble MOXKHO IMOAyYaTh MNpPH TIOMOIIM BO3ASHCTBUS
yJABTPA3BYKOM HA MYJIBTHIAMEISPHBIC TUNOCOMBL. B HEKOTOPBIX BAPUAHTAX PEATU3ALUAN

JUIIOCOMBI UMEIOT JUAMETP B auana3oHe oT 20 HM 10 400 HM.

[0049] Takke JTUMOCOMBI MOTYT COAEPIKATH OAMH HJIH 00jiee JAOMOJHUTETBHBIX
JUNHUIO0B W/WINA JPYyTHX KOMIOHEHTOB, TAKUX KaK CTEPUHBI, HANMPUMED, XOIECTEPHH.
JlonmoTHUTEIbHBIE JUIHALI MOXXHO BBOJHTH B JINIOCOMAJIbHBIE KOMIIO3HIIUH C
Pa3IMYHBIMH LEMSIMU, TAKUMHU KaK MPeJOTBPAalllEHHe OKHCAEHHS JTUMUAA, CTaOMIH3aIHs
OuCII0s, YMEHBIIIEHHE arperaiy B mpouecce 00pa3oBaHus WU MPUKPEIUIEHHE HOCUTEIEi
K MOBEPXHOCTH JIMIIOCOMBL. MOXKHO HCHOIB30BATh JIIOOBIE JOMOTHHUTETBHBIE JTATHIBI
/WM IPyTHe KOMITOHEHTHI, BKIIOUasd aM(pumarnueckue, HEWTpalbHbIE, KATHOHHEBIE,
AHWOHHBIE JIMMUABI U JIMIKABI C HIPOrPAMMHUPY EMBIM CIHMSIHHEM. Takue JUMHIbI W/UIH

KOMITOHCHTBI MOXKHO HUCIIOJB30BATH IO OTACJIBbHOCTH WUJIH B KOM6I/IHa]_[I/II/I.



16

[0050] JIunocoManbHble KOMIO3ULUKA MOXKHO MOJY4aTh NPU MOMOLIU PA3IUUHBIX
croco6o0B, U3BECTHBIX B AaHHOH oOnactu TexHuku. Cum., Hanpumep, mateHThl CIITA NelNe
4235871, 4737323; 4897355 u 5171678, onyOauKOBaHHBIE MEKIYHAPOIHbIE 3asBKH Ha
nateHT WO01996/14057 u WO1996/37194; Felgner, P. L. et al., Proc. Natl. Acad. Sci.,
USA (1987) 8:7413-7417, Bangham, et al. M. Mol. Biol. (1965) 23:238, Olson, et al.
Biochim. Biophys. Acta (1979) 557:9, Szoka, et al. Proc. Natl. Acad. Sci. (1978) 75: 4194,
Mayhew, et al. Biochim. Biophys. Acta (1984) 775:169, Kim, et al. Biochim. Biophys.
Acta (1983) 728:339, u Fukunaga, et al. Endocrinol. (1984) 115:757, conepxkanue

KOTOPBIX BKIIFOYCHO B HACTOAIIY O 3asIBKY BO BCEH MOJIHOTE MOCPEACTBOM CCBLUIKU.

[0051] B HekoTOpBIX BapHaHTaxX pealIu3ali KOHBIOTHMPOBAHHOE IMPOJEKAPCTBO
WA HEKOHBIOTHPOBAHHOE JIEKAPCTBEHHOE CPEACTBO MOKHO MOIy4arh B opMe IMYJILCHH.
TepMUH <«OMyIbCUSD), HCIOAB3YEMBIH B HACTOSIIEM JOKYMEHTE, OTHOCHTCI K
TeTEPOreHHOM CHUCTEME, B KOTOPOM OIHY JKMIKOCTbH JUCIIEPTUPYIOT B APYroM B (hopme
karesb. OOBIYHO dMYJIBCHU MPEACTABISIIOT COO0M MBYX()a3HbIE CUCTEMBI, COIEPIKAILIUE
JABC HECMCIIHBAIOIIHUECsS dKUIKHUE (1)a31>1, TIIATCJIBHO NEPEMEIITAHHBIC U TUCIICPTUPOBAHHBIC
apyr B apyre. Kaxnast uz §a3 sMyIbCul MOKET SIBISITHCS IOy TBEPAOI MM TBEPIOH, KaK
B CIY4asiX SMyJbCHI Ha Ma3eBOH OCHOBE M KpeMoB. KOoHBIOraT MO;KeT MPUCYTCTBOBATH B

BUJE PaCTBOpA B BOAHOM (haze, MacisiHOH (paze Wi B BUIE OTAETBHOM (hasbL

[0052] B HEKkOTOpBIX BapWaHTAX peaTH3alH KOMIIO3WLUHU IMOMyYaloT B (hopme
HaHOAMYJIbCHI. TepMUH “HAHOIMYJILCUS O3HAYAET IMYJIbCHIO, YACTUIILI KOTOPOH MMEIOT
HAHOMETPOBBIE  pa3Mepbl. HaHOOMyJIBCHH TaKke BKIIOYAIOT TEPMOIAHAMUYECKH
CTaOW/IbHBIE, OUCIEPCHHM JBYX HECMEUIUBAIOIIMXCS JKUIAKOCTEH, He COAepIKaliue
H30TOMOB, KOTOPBIE CTAOMIH3UPOBAHBI MPU MOMOITH MeK(pa3HBIX MJIEHOK OBEPXHOCTHO-
aKTHUBHBIX MOJeKyJ1. IIpuMeHeHHE COCTaBOB B (OpPME OMYJIbCHH IPH ITOMOIIH
JepMaTOJOTHYECKOT0, MEPOPATLHO W TAPEHTEPATBHOTO CIOCOOOB BBEINEHHWS, a TaKKe
croco0Obl X MOJYYEeHHs! OMMCAHBI B IUTeparype, Hanpumep, cM. Idson, in Pharmaceutical
Dosage Forms, Lieberman, Rieger and Banker (Eds.), 1988, Marcel Dekker, Inc., New
York, N.Y., volume 1, p. 199; Rosoff, in Pharmaceutical Dosage Forms, Lieberman,
Rieger and Banker (Eds.), 1988, Marcel Dekker, Inc., New York, N.Y., volume 1, p. 245;
u Block, in Pharmaceutical Dosage Forms, Lieberman, Rieger and Banker (Eds.), 1988,
Marcel Dekker, Inc., New York, N.Y ., volume 1, p. 335, conepxaHie KOTOPBIX BKITFOUESHO

B HACTOSIILY IO 3asIBKY BO BCEM MOTHOTE MOCPEACTBOM CCBUIKH.
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[0053] B HEKOTOpPBIX BApUAHTAX pEATU3ALUU KOHBIOTUPOBAHHOE MIPOJEKAPCTBO
WIH HEKOHBIOTHPOBAHHOE JIEKAPCTBEHHOE CPEICTBO MOKHO TOJAydYaTk B (opme
MOJIUMEPHBIX HaHOUAacTUL. TEepMHH «IOJIMMEpHAas HAHOYACTHULA», HCHOJIb3YEMBIM B
HACTOSAMEM JOOKYMCHTE, OTHOCUTCI K CHUCTEME HOCUTECIS, B KOTOPOM KOHBKOraT
MPOJNIEKapCTBa  VIASPKUBACTCS, WHKANCYJIUpPyeTcss wWin  ancopbupyercs. TepmuH
MOJTUMEPHBIE HAHOYACTHIIBI MOXKET OBITh WCHOJIB30BAH i1 00O3HA4YeHHsI HaHOCHEp U
HaHokarcys1. HaHochepbl 00pa3oBaHbl MOJUMEPHOM MaTpHileld, B KOTOPOM KOHBIOTAT
MPOJIEKAPCTBA Y ASPKUBASTCS, WHKANCYJIupyercss win ancopOupyercs. Hanoxarcysl
00pa3oBaHbI MOJUMEPOM, OXBATHIBAKOINAM SIAPO, B KOTOPOM KOHBIOTAT MPOIEKApCTBA
MOXeT OBITh PAacTBOpEH, YASp:KaH WM ITUCHEPrHupOBaH B sApe W/WIN aacopOMpoOBaH Ha

MOJIUMEPHOU CTEHKE.

[0054] B wmemom, crnocoObl MOMy4YEeHUS! MOJMMEPHBIX HAHOYACTHI[ MOTYT OBITH
K1acCH(UIUPOBAHBI HA CIIOCOOBI OMTMMEPU3AIMN B PEAKIMOHHONW Cpese WIN CIoCcoOBI C
UCMOMB30BAHUEM TPEIBAPUTEIBHO TOMYUEHHBIX MHOMUMEpPOB. [loamMepbl, OOBIYHO
UCIONb3yeMble TPU TMONYUYSHWH HAHOYACTHL, NPEACTABISIIOT coOoH, Hampumep,
MOJWIAKTU], TOMUIAKTUATIUKONN], TONUTIIUKONN], TOIUKANPOIAKTOH, MOJIHAMUIBL,
HOJUAHTUAPHUIBI, TTOJTHAMHHOKHCIOTBI, CIOXKHBIE NOMHI(DHUPBL, MOTHIMAHOAKPUIATHI,
nonudocdazuHel, CIIOJKHBIE noiudocdoddupsl, CITOYKHBIE apupamMuIbL,
NOJHIMOKCAHOHBI, NMOJHALESTATH, MOIULETATH, NOTHKapOOHATH, MOIHMOPTOKAPOOHATHL,
JerpagupyeMble  MOJUYPeTaHbl, XWUTHHBL,  XHTO3aHBL,  MOJUTHAPOKCUOYTHUPATHL,
MOJTUTHAPOKCUBANEPATEI, MOJIUMAIEHHOBY 10 KHCTIOTY, MO ATKAIEHOKCATAThL,
MOTHATKWISHCYKIIMHATEI, COMOJMMEPHI THAPOKCHOYTHPATOB W THAPOKCHBAIEPATOB H
COMOJMMEPEI, TEPIOIUMEDPBI, OKUCISHHYIO LE/UTIONO03Y, a TaKKe KOMOUHAIMY WA CMECH
YKa3aHHBIX coeauHeHnd. HekoTopeIMM mommMmepamy, TNPEACTABISIFOIUMH  OCOOBIH
uHTEpec, sBIsOTCs moju-e-kamponakton (ITKJI, wampumep, mnonu-E-kamponakToH 65
Kd—Sigma Aldrich); comonmumepsl MeTakpmioBOH KHCIOTBI M METaKpHiIaTa WIH
CIOKHBIX akpwioBbiX 3(upoB (Hanpumep, EUDRAGITS®), nomuankuaiMeTaKpuiar;

noauMeTniIMerakpuiar (Hanpumep, [IMM).

[0055] IMonumepHbIEe HAHOYACTHUIBI MOJKHO MOIYUYaTh, HAPUMEp, pu moMoIH (i)
CocO0OB  MOJMMEpH3AlMd  MOHOMEPOB  (J1arekca) B PEakIMOHHON cpeae WM
JVCTIEPTUPOBAHKS TMPEABAPUTENBHO TOMYUYEHHBIX MOJUMEPOB (TICEBIOIATEKC WM
UCKYCCTBEHHBIN narekc), kak omucaHo B De Jaeghere F et al. Nanoparticles. In:

Mathiowitz E, ed. The Encyclopedia of Controlled Drug Delivery. New York, N.Y.: Wiley
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and Sons Inc; 1999: 641-664 u Couvreur P, et al. Controlled drug delivery with
nanoparticles: Eur J Pharm Biopharm. 1995; 41: 2-13; (i1) cmocoba BwImapuBaHUs
SMYJIbCUH TSI UCTIOMB30BAHUS B (papMaLleBTHUECKHX LIESX, BIEPBBIE MPEIOKEHHOTO B
Gumny R, Peppas N A, Harrington D D, Banker G S. Development of biodegradable and
injectable lattices for controlled release of potent drugs. Drug Dev Ind Pharm. 1981; 7: 1-
25, ocHoBanHOM Ha mnareHTe CIIA Ne 4177177, ¢ uUCHOAB30BAHHEM MOJIUMEPA,
PaCTBOPEHHOI'O B JIETKOJIETYUeM OPraHuYeCKOM PacTBOPHUTENE, KOTOPBIN HE CMEIINBAESTCS
¢ Bomoii. OpraHuyeckwii pacTBOp IUCIEPTUPYIOT B BOAHOU (aze, coaepkareit
OMyJIBIaToOp M areHThl, objerdarmmue oOpa3oBaHUE 3MyJIbCHM Macio/Boaa. Takke
MOJIUMEPHBIE HAHOYACTUIIBI MOJKHO IMOMydarb mpH moMmormu (iiil) cmocoba OCakKIeHHS
NPEABAPUTENBHO TMOTYyUYSHHBIX MOJMMEPOB HA TPaHMLy pasaena (HaHOOCAKIEHHS), Kak
omucano ®eccu (Fessi) ¢ coasropamu B marente CIIIA Ne 5049322, CoxepikaHue Bcex
CCBUIOK, TPUBEJCHHBIX B JAHHOM a03alle, BKJIIOUEHO B HACTOSINYIO 3asBKY MOCPEACTBOM

CCBIIIKH.

[0056] Anst modydeHHs] HAHOYACTHL MOMKHO  HCIOJB30BaTh  CIEAYHOLINE
OpraHUYecKHe PACTBOPHUTENN: HHU3IIME CIUPTHI (METAHON, STAHOJ, M30MPOTAaHOI U T.11.),
HU3IIHE KETOHBI (l[ETOH, METUIDTHIKETOH U T.IL), JIETYUUE YIJIEBOAOPOIBI MM CMECH
JETyUHX YIJIEBOAOPOA0B (reKcaH, MeTpoieiiHblil 2Qup | T.1.), JETyune XJIOPUPOBAHHBIE
YIIEBOAOPOABI (XJI0pOohOpPM, METHISHTUAPOXIOPU, TPUTHAPOXTOPUIITHICH U T.I1.) WIH
JpyTUe pacpOCTPAHEHHBIE JIETYUHUE PACTBOPUTENHU, TAKUE KAK ALIETOHUTPUI, JUOKCAH U

T.I. ALIETOH TMpeaCTaBsieT HauOO BN HHTEPEC.

[0057] OObMHO ¢ wempl0 YCTPAaHEHHsl Aarperaiuyd 4YacTHL[ TMPH XPaHEHUH
UCIONB3YIOT MOBEPXHOCTHO-aKTUBHBIE BemecTBa. [IpuMeprl MOBEPXHOCTHO-AKTUBHBIX
BEIIECTB, KOTOPBIE MOXKHO HCHOIB30BATh, BKIIOUAIOT. JIEHUTHHBL, HCKYCCTBEHHBIE,
aHWOHHBIE (HAMpUMep, Jay puicyib(ar HaTpus), KATHOHHBIE (HAIPUMED, YETBEPTHUHBIM
AMMOHHH) WM HEMOHOT'eHHBIE (HAallpuMep, CI0KHBIE MOHOX(HPBI copOHTa, coaepKaiue
WIN HE COAEP:KAIlUe MOTMOKCHATHIEHOBBIE OCTAaTKU, 3(UpPhL, 00pa3oBaHHBIE U3 JKUPHBIX
CIHPTOB ¥ TMOJMITWICHITIUKONS, IOJHOKCHITIICH-TIOJUIPOIISHIIMKOIL W T.IL)
coenuHenus. KoMOuHamu, npeacTaBisomne 0coOblii HHTEpeC, COAePKaT TUHOPUITEHBIE
NOBEPXHOCTHO-AKTHBHBIE  BEIIECTBA C  HH3KHMH  3HAYCHUSIMH  TUAPODUIBHO-
manodunsaoro Gananca (I'JIB) (mampuwmep, cioxsele 3¢upsl copbuta—Span 20 wnu
Span 60) 1 ruApPOPHUILHBIE TOBEPXHOCTHO-AKTUBHBIE BEIECTBA C BHICOKMMH 3HAYSHUSIMU

I'JIB  (3roxcuiampoBaHHBle ClokHBIE dQupbl copdura-Tween 80) wWiInm  TOJBKO
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UHIUBUAY ATBHOC HEMOHOTICHHOC MOBEPXHOCTHO-AKTUBHOEC BEIECTBO, UMCHOIIEE BBICOKOC

sHauenne ['JIb (takoe xax, Tween 80).

[0058] B HekoTOpBhIX BapuUaHTax peaU3aldd KOHBIOTAT MPOJIEKAPCTBA MOXKHO
Moy4YaTh B (pOPMe CHCTEMBI JOCTABKH JIEKAPCTBEHHBIX CPEICTB ¢ CAMOIPOU3BOIBHBIM
tbopmupoanreM Mukposmyascud (SMEDDS). Cucrema JIOCTaBKH JIEKAPCTBEHHBIX
CPEACTB C CaMOIPOHM3BOJBHBEIM (DOPMUPOBAHHEM MHUKPOIMYJILCHH MPENCTaBIsieT COoOOH
ONTHYECKH M3OTONMHYIO0 CHCTEMy Macia, I[IOBEpXHOCTHO-aKTMBHOTO BEIIeCTBa W
JeKapCTBEHHOT'O CPEACTBA, KOTOpasi oOpa3yeT MUKPOIMYJIBCHIO BHIA MACIO-B-BOAE INPH
OCTOPOJKHOM TepeMEelINBAHUKM B MPUCYTCTBHM BoAbl. Takum oOpazom, SMEDDS s
(apMaLEeBTHUECKOTO MPUMEHEHHUS! MPEACTABIsIET COOON KOHLEHTpar, KOTOpPBIH OBICTPO

JUCTIEPTUPY €TCS MPU BBEIEHUH B OPraHu3M ¢ 00pa30BaHUEM MHUKPO3IMY TbCHU.

[0059] B HekoTOpBIX BapHWaHTax pealu3aldd KOHBIOTAT MpOoJIeKapCTBa MOXKHO
nojyuarh B popme TBepaOi JUMHUIHON HAHOYACTHIBL TBEp/bIE UMM IHBIE HAHOYACTHIIBI
MOXKHO TOJIy4arh JIOOBIME PACpPOCTPAHEHHBIMU CIOCOOAMHE, UCIOIb3Y eMbIMH B JAHHOM
o0iacTH TEeXHWKH, Hampumep, Takumu kak omucanbl B Stuchlik, M. and Zak, S. (Lipid-
Based Vehicle for Oral Delivery, Biomed. Papers 145 (2): 17-26, (2001)). Teepabie
JIUTIU AHBICS HAHOYACTULIbI MOKHO IIoJIy4arb npu IIOMOIIIHU cnoco6a FOqueﬁ
rOMOreHu3anyu mnmyTeM TOMOTCHU3AlUMNU PACTOIUICHHBIX JIMIIKAOB IIpU MOBBIIIIEHHONU
temneparype. B maHHOM cmocobe TBepiable JHWMUABI PACTAIUTUBAIOT W KOHBIOTAT
MPOJIEKAPCTBA PACTBOPSIOT B PACTOIICHHOM JIMMUJE. 3aTeM MPEABAPUTEIEHO HArPETYIo
JUCIIEPCUOHHY 0 CPeay CMEIIMBAIOT C PACTOIUIEHHBIM JIUIMHUIOM, B KOTOPBIH MOIPYKEH
KOHBIOTAT, W CMECh CMEIIMBAIOT TMPH MOMOIIM TOMOTEHHM3aropa C 0O0pa3oBaHHUEM
KPYTHOAUCHEPCTHOH MPeaBaAPUTEIBHON dMYIBCHH. 3aTeM MPOBOIIT TOMOT€HHU3ALUIO IO
BBEICOKUM JaBJIEHHEM IIPH TEMIIEparype BEHIIIE TeMIlepaTyphl IUIABJISHHS JHIHAA C
MOJTy UEHHEM HAHOAMYJIBCHH Maclio-B-BoJe. HaHOIMYIbCHIO OXJIaKIAIOT 10 KOMHATHOMN

TEMIICPATY PbI C TOJTY UEHUEM TBCPABIX JTUIMMUAHBIX HAHOYACTHUIL.

[0060] ApTEepHATHBHO, TBEPABIE MU IHBIE HAHOYACTHIIHI MOJKHO TOyYaTh MPH
noMOITH Crocoba XOJI0JHOM roMoreHm3aund. B atoM crmocobe numua pacTamiuBalT U
KOHBIOTAT MPOJICKAPCTBA PACTBOPSIIOT B PACTOILICHHOM JIMITUAE. 3aTeM JIUMUJ, B KOTOPBIi
MOTPY>KE€H KOHBIOTAT, OTBEPAKIAIOT MPU MOMOIIM KUAKOTO a30Ta WIM CYyXOro JbJAA.
TBepayio cMech MPONEKAPCTBO-THUIUA HU3MENBLYAIOT APOOHIKE ¢ 00pa3oBaHHEM YACTHL

pazmepom 50-100 Mxm. 3areM 4YaCTUIBI JUMUAA AUCIEPTHPYIOT B XOJOXHON BOXHOI
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HHCHepCHOHHOﬁ Cpeac u roMOTrCHU3BUPYIOT MpPHU KOMHAaTHO TEMIIEPATYPE WIU HHUKE C

IMMOJIYYEHHUEM TBEPABIX JIMIIAAHBIX HAHOYACTHUILI.

IIpomueoepudrossie azenmnoi

[0061] TepmuH «mPOTHBOTPUOKOBBIN AareHT», WCIOIB3YEeMBI B HACTOSIIEM
JOKYMEHTEe, 03HauyaeT BEIeCTBO, CIIOCOOHOE MHrHOMpOBATh WM NPEJOTBPAIIATH POCT,
’KHU3HECTIOCOOHOCTh /WM BOCIPOM3BOJCTBO TI'PHOKOBBIX KiIeTokK. [IpeamournrenbHbie
NPOTUBOrPUOKOBBIE areHTHl CIOCOOHBI MPEeJOTBPAIaTh WIHW H3JIeYHBATh TI'PUOKOBEIE
UH(pEKUUN y KUBOTHBIX WM pacteHuid. [IpeamouruTenbHbI MPOTUBOTPUOKOBEIA areHT
npeacTaeisier co60i mpOoTUBOrPUOKOBBIN AreHT IMHUPOKOr0 CHEKTpa NpHMeHeHus. TeM He
MEHee, MPOTHBOTPUOKOBBIA areHT TAKKE MOKET OBITh CHELM(DUUHBIM MO OTHOIIEHHIO K

OJJHOMY WJIH OOJiee KOHKPETHBIM BHIAM I'PHOKOB.

[0062] IMpumeps MPOTUBOTPHOKOBBLIX areéHTOB BKITFOUAIOT, HO HE OTPAHUUHBAIOTCS
UMM, a30ibl (Hampumep, (IYKOHA30J, H3aBYKOHA30J, HTPAKOHA30J, KETOKOHA30I,
MHKOHA301, KJIOTPUMA30j, BOPUKOHA30J, MOCAKOHA30J, PaBYKOHA301 U T.IL.), MOIUEHBI
(HampuMep, HATAMUIWH, JYIEH3OMHUIMH, HHCTAaTHH, aMmporepuiud B u T.1m),
SXMHOKAHAWHBI (HampuMep, KaHCHJAc), NPaIUMUIMHBI (HampuMep, OeaHOMHLIHBL
HUKKOMULIWHBI, COPIAPUHEI, AUTHJIAMHHBI U T.11.), TPUKJIO03aH, MUPOKTOH, (heHnponumMopd,
TepOMHAQUH, a TaKkke MNPOW3BOTHBIE W  AHAIOTH YKA3aHHBIX  COEXUHEHH.
JlonoTHUTENbHEIE TPOTUBOTPUOKOBBIE Ar€HTHI ONMMCAHBI, HAIPUMED, B OITy OJTMKOBAHHBIX
MexayHapoaabix nareHtax NeNe WO02001/066551, W02002/090354, W0O2000/043390,
WO02010/032652, W02003/008391, W02004/018485, W02005/006860,
WO02003/086271 u W02002/067880; B omyOnukoBaHHBIX 3asBkax Ha mareHtsl CILIIA
NeNe  2008/0194661, 2008/0287440, 2005/0130940, 2010/0063285, 2008/0032994,
2006/0047135 u 2008/0182885; u B marentax CIITA NoNe 6812238; 4588525; 6235728;
6265584; 4942162 u 6362172, comep:kaHue KOTOPBIX BKIOUYEHO B HACTOSIIIYIO 3asIBKY

MOCPEACTBOM CCBLIKHU.

[0063] B HexoTOpBIX BapuaHTaX peaTH3alld  MPOTHBOTPHOKOBEIA  areHT
npeacTaBiasieT  coboil  mpOTHBOrpHMOKOBBI — areHT Ha  OcHOBe asona. [lox
NPOTUBOrPUOKOBBIM areHTOM Ha OCHOBE a30ja IMOAPAa3yMeBaeTcsl MPOTHBOrPHUOKOBBIi

areHT, KOTOPBbIA CONEPKUT MO MEHbUIEH Mepe OIUMH a30J1 B CBOEH CTPYKTYDE.
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[MpeamoururenbHble 43016l BKIIOYAIOT MMUAA30JIBI U TpHA3oiabl [IpoTuBOrpuOKOBEIE
areHThl Ha OCHOBE a30/1a, IPUBEACHHBIE B KayecTBE IPHUMEpa, BKIIOYAIOT, HO HE
OTPAaHWYMBAIOTCS UMM, (DIYKOHA30J, HM3aBYKOHA30J, WTPAKOHA30J, KETOKOHA30I,
MHKOHA30J1, KIOTPHUMAa30J, BOPHKOHA30J, MOCAKOHA30J M PaBYKOHA30J. B HeKOTOpBIX
BAPUAHTAX PEATH3ALMH NPOTHBOIPUOKOBBIN areHT Ha OCHOBE a30J1a CBSI3aH CO JHMHKEPOM

WU HOCHTENIEM TI0 aTOMY a30Ta, BXOASIIEMY B KOJbLO (hparMeHTa azoda.

[0064] B HexOTOpBIX BapHAHTAX PEATU3ALHNU HPOTUBOTPUOKOBEINA AareHT CONEPIKUT
10 MeHbIell Mepe OJHy CBOOOJHYIO THMAPOKCHIBHYIO rpynmy. [IpuBeneHHbIe B KauecTBe
npuMepa MPOTHBOTPUOKOBBIE areHThI, KOTOPBIE COAEPKAT CBOOOIHYIO T'MAPOKCHIBHYIO
TPyIIy, BKJIIOYAIOT, HO HE OrPaHHUYMBAIOTCS WMH, LHKIOMHUPOKC, (HIyKOHA301,
BOPHKOHA30JI, NUPOKTOH, TPUKIO3aH, PABYKOHA301 M HU3aBYKOHA301. B HEKOTOpBIX
BAPUAHTAX  peaIu3aludd  HPOTUBOIPUOKOBBIH  areHT, cojepkammid  CBOOOIHYIO
THAPOKCHIBHYIO TpPyNIy, CBSI3aH CO JIMHKEPOM WIM HOCHTENeM [0 YKa3aHHOU

TUAPOKCUIBHOU IpyIIIe.

[0065] B HexkoTOpBIX BapWaHTaX peaIu3alud TPOTHBOIPUOKOBBIA  areHT
IpeACTaBIseT co00H MpOTUBOTrPUOKOBEIN menTul. [IpOTHBOrPHOKOBEIE MENTHALI XOPOIIO
U3BECTHBI B MaHHOU obOmactu Texuuku (cM., Hanpumep, De Lucca et al., Rev. Iberoam.
Micol. 17:116-120 (2000)). TTpoTHBOrpHOKOBBIA MENTHI MOXET SBISTHCS NPUPOIHBIM
MENTHAOM WIH €r0 aHAJIOrOM, WIH OH MOJKET SIBJISITBCS HUCKYCCTBEHHBIM IENTHAOM.
TepMuH «aHATOTr», UCIONB3YEMbIH B HACTOSIIEM TOKYMEHTE, OTHOCHTCS] K MPHPOTHOMY
MPOTHBOIPUOKOBOMY MENTHAY, KOTOPbI ObLT XUMHUYECKA MOAU(DHUIMPOBAH C LETBIO
NOBBIIIEHHsT ero 3((EeKTHBHOCTH W/WIN CHIDKEHUSI TOKCHYHBIX/TIOOOUYHBIX 3((PeKTOB.
IMpoTuBorpuOKoOBEIe MENTHABI, MPUBEISHHBIE B KAUYECTBE MPUMEPa, MOTYT BKIIFOUATH, HO
HE OrPAaHMYMBAIOTCS WMH, CHPHHTOMHLMHBEL, CHPHUHTOCTATHHBI, CHPHHTCOTOKCHHBI,
HUKKOMHIIMHBI, JXHHOKAHIWHBI, MTHEBMOKAHAWHBI, aKyJealldHbl, MYJyHIOKaHIAHbI,
UEKpOonuHbL,  amb(a-nedeHsunsr, Oer-Ae(eH3MHBI, HOBHCIHUPHHBI W KOMOHMHAIUH
VKa3aHHBIX COeqMHEeHWH. Jlpyrue mpOTUBOTPUOKOBBIC MENTHUILI OTHMCAHBI, HAPUMED, B
narenre CIHA Ne 6255279 u B omyOnmkoBaHHBIX 3asBkax Ha mareHT CIHIA NeNe
2005/0239709; 2005/0187151; 2005/0282755 u 2005/0245452, conmepxaHue KOTOPBIX

BKJIFOYCHO B HACTOAINY IO 3asABKY IIOCPEACTBOM CCBLIKH.

[0066] Tepmutbl «rpuOOK» WIHM «TPHOKKM», HCIONb3yEMbIE B HACTOSIIEM
JOKYMEHTE, BKIIOYAIOT PA3IHYHBIE SAPOCONSPKAlINE, CIHOPOHOCHBIE OPTaHW3MBI, B

KOTOPBIX OTCYTCTBYeT Xiopodmui. [Ipumepsl BKIIOUAOT APOXIKEBbIE I'PUOKH, IpUOKH
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MIJIIBIO, TUIECHEBBIE TPUOKH, PIKABUMHHBIE TPUOBI M INUISMOYHBIE TPUOLL IIprMeps
rpuOKOB BKIIOYAIOT, HO HE OTPaHUUMBAIOTCS UMM, Aspergillus fumigates, Aspergillus
flavus,  Aspergillus  nidulans, Candida albicans, Candida glabrata, Candida
guilliermondii, Candida krusei, Candida lusitaniae, Candida parapsilosis, Candida
tropicalis,  Cryptococcus  neoformans,  Issatchenkia  orientalis,  Coccidioides,

Paracoccidioides, Histoplasma, Blastomyces u Neurospora crassa.

[0067] B HekOTOpBIX BapWaHTaxX peaju3aliud TPUOOK OTHOCHTCS K POIY
Malassezia (manpumep, M. furfur, M. pachydermatis, M. globosa, M. restricta, M.
slooffiae, M. sympodialis, M. nana, M. yamatoensis, M. dermatis u M. obtuse).

[0068] He sxemas ObITh CBSI3aHHBIMH C TeOpHel, MOJaralT, 4YTO BUIAMHU
Malassezia , BBI3BIBAIOIUMH OOJIBIIUHCTBO KOXHBIX 3a00J€BAHHUN y JIIOAEH, BKITFOUAs
Hanbosee pacrpoCcTpaHeHHbIe CIydal NepXoTH U ceOOpeHOro AepMaTuTa, SIBISIFOTCS M.
globosa (x0Ts Taloke B 3TOM y4acTBYIOT M. restricta v M. furfur). KoxXHyI0 ChIIIb NpH
pa3HOIBETHOM Jyninae (Pa3HOIBETHOM MHUTHUPHA3E) TAKKE BBI3BIBAIOT JAHHBIE T'PUOKH.
IMockonbky ast pocra rpubKH HyKIAIOTCS B JKUpPe, OHM Haubolee pacrpoCTpaHEeHbl Ha
yUYacTKax Tena ¢ OOJIBIIMM KOJMUECTBOM CATBHBIX JKejle3: Ha KOKe TOJIOBBI, Ha JIUIE U B
BepHelt uactu Tena. Ecmu rpubok pacTeT CIMIIKOM OBICTPO, €CTeCTBEHHOE OOHOBIIECHHE
KJIETOK HapyLIaeTCsl U MPOSIBISETCS MEPXOTh € 3yA0M (aHATOTHYHBIA MPOLIECC MOXKET

HaOMI0AaThCsl M B CIIyUae Apyrux rpuOKos win Oakrepuii).

[0069] CooTBETCTBEHHO, B HEKOTOPBIX BapHAHTaX peanuszanuu
NPOTUBOTrPUOKOBBIM ~ areHT  mpeicraBiaseT  coOoW  NpPOTUBOIPUOKOBBIM  areHr,
s¢dexTuBHBI npoTHB TpubKOB poma Malassezia. B HEKOTOpPBIX IPYTHX BapHaHTaX
peaau3alii HACTOSIIEr0 H300pETeHUs MPOTHBOTPUOKOBBIM areHT MPEACTaBIsIeT co0Ooit

NPOTUBOrpUOKOBEIA areHT, 3 dexTuBHbI npoTus rpudka M. globosa.

[0070] B HexkOTOpBIX BapHaHTaX peaIu3alldd IIPOTHBOIPUOKOBBIA  areHT

peaACTaBJISIET coboii HUHTPAKOHAa30JI WJIN KECTOKOHA30JI1.

Anmubaxmepuaibible azenmol

[0071] Tepmun «aHTUOAKTEPUATBHBIN AareHT», HCHONB3YEMbIH B HACTOSIIEM

JIOKY MEHTe, O3HauJaer COeIMHEHNE, obnagaromee OaKTEPUIIHIHBIM WIH
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HakrepuocrarnueckuM >(P(PEeKToOM B OTHOIIEHHH KOHTAKTHPYIOLIMX C COEAWHEHHEM
Oakrepuii. TepmMuH «OaKkTepUIMIHBINY, HCIONB3YEMBIi B HACTOSILIEM JOKYMEHTE,
O3HAUAeT IPOSIBJICHHE PA3PyIIUTENBHOTO AEHCTBUS, MPHUBOLIIIEro K rudemu Gakrepuid.
TepMuH «0akTepUOCTATHUYECKUI), HCIONB3YEMBbIIl B HACTOSINEM XOKYMEHTE, O3HA4YaeT

pOsIBIICHHE HHIUOUPOBAHUS pOCTa OaKTepHid.

[0072] TTpumeprl  aHTHOAKTEepUATBHBIX ~ areHTOB  BKJIIOYAIOT, HO  HE
OrpaHUYUBAIOTCS HWMHU, MAKPOJUABI WJIHW KETOJUABL, TaKUC KaK OPUTPOMULIUH,
Q3UTPOMUIIMH, KIAPUTPOMHUIIMH W TETUTPOMHIMH, OeTa-TakTaMbl, B TOM YHCIIE
NEHUIWUIAH, [eaJlocnopul W KapOaleHeMbl, TakHe Kak KapOameHeM, HMHUIIEHEM H
MEPONCHEM, MOHOJIAKTAMBbI, TaKHC KaK NCHUIWIJINH G, INCHUIUJIJINH V, MCTHLUJIIUH,
OKCAIIWJIJIUH, KJIOKCALUJIJINH, JUKJIOKCALWIINH, HaQIWLTHH, AMIUIWINH,
AMOKCHIIMILTHH,  KapOSHUIW/UTHH, THKAPIW/UTHH, ME3JIONMWIHH, THIEPaUUINH,
Q3MOLMJUTUH, TEMOLWJUTHH, uedanotud, uepanupuH, uedpaauH, uedaropuanH,
uedaszonun, uepamangon, uepypokcum, uedanekcuH, uedmpozmn, uedaxiop,
aopakapbed, nedpokcutun, unedpmerazon, unedorakcuMm, uHePTHIOKCHUM, IePTPHAKCOH,
uedonepason, uehrazuauM, uepukcum, unedpmozoxcum, nedrubyreH, uedaUHHD,
neprnupom, nedpenuM ¥ a3TpeoHaM; XUHOJOHBL, TaKHe KAaK HATHMAWKCOBAsS KHCIOTA,
OKCOJNMHOBAsI KUCIoTa, HOpQIoKkcauH, medaOKCAMH, JHOKCALMH, O(IOKCALNH,
neBodaokcanuH, unpodaokcanuH, TemadaokcanuH, nomedaokcaiyH, (ISpOKCAIVH,
rpenaduiokcanuH, cnapdaokcanuH, Tposadrokcays, KiuHa(IOKCAMH, raTu()IOKCALNH,
MokcupIokcanuH, cutadIoKCaMH, rane(IoOKCalH, reMU(IOKCALIMH | a3y PIIOKCALMH;
aHTubaKkTepUaTbHbIE CYJIb(QOHAMUIBI W AHTUOAKTEPUATBHBIE CYJIb(OHUIAMUIBL, B TOM
qKCIe napa-aMuHOOEH30MHY 1O KHCTOTY, cyab(haanaszvH, CyJIb()U30KCA30I,
cyabhamerokca3on U cyabdaramTuauH, aMUHOTJIMKO3U/BI, TaKHe Kak CTPEenTOMHIINH,
HEOMHLMH, KAaHAMHULWH, TAPOMHUIWMH, TEHTAMHLMH, TOOPAMHUIIMH, AaMHKAIWH,
HCTHWIMHIIMH, CIICKTHHOMHWUIIMH, CUCOMMUIIUH, I[I/I6eKaJ'II/IH " U3CaMHULUH, TECTPaIUKIUHBI,
TaKue KakK TETPALIUKIIUH, XJIOPTETPALUKIINH, JACMECKIIOIUKIINH, MUHOITHUKJINH,
OKCUTETPAIIUK/INH, METAUKINH, TOKCUIMKINH, pru(aMHUIUHBI, Takue Kak prdaMIuiuH
(Takke Ha3bpIBAEMBIM pudamnuH), pudaneHTud, pudhadyTuH, OeH30KCAZUHOPUDAMULIUH U
qu)aKCHMHH; JJHMHKO3aMHObI, TAKHEC KaK JUHKOMHMIWH H KIHHIAMHWIHWH, TTTUKONCIITHABI,
TaKUC KAK BAHKOMHUIUH U TeﬁKOHJ’[aHHH; CTpEeOTOrpaMuHbI, TAKUC KaK XUHYIIPUCTUH H
Ja(IONPUCTHH, OKCA30JMIUHOHBL, TaKhe KakK JMHE30JHI; MOJUMHUKCHUH, KOMUCTHH H

KOJTUMULIAH; TPUMETONPUM, OaltuTpanuH u ¢pochOHOMHUIIHH.
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[0073] B HeKOTOpBIX BapHaHTaxX PEATU3ALNH AHTUOAKTEPHATBLHBINA AreHT SIBISIETCS

3¢ dexTuBHBIM IPOTUB P. acnes.

[0074] B HexoTOpHIX BapHaHTaX pealu3alddl AHTHOAKTEPHATBHBI  areHT
npeacTasiasieT coboii areHT npoTHB akHe. TepMUH «areHT MPOTHB aKHE », MCIIOIb3Y MBI
B HACTOSIILEM IOKYMEHTE, OTHOCHTCSI K JIIOOOMY XUMHYECKOMY COSIMHEHHIO, KOTOPOe
SIBJISICTCS Sd)(beKTI/IBHLIM IpH JCUYCHUUN aKHE I/I/I/IJ'II/I CBSI3AHHBIX C HUM CHUMIITOMOB. ATEHTBI
IMPOTUB AKHE XOpPOIIO M3BECTHBI B Z[aHHOﬁ O6.]'IaCTI/I TECXHUKU W OIMUCaHbl, HAITPUMEDP, B
omybaukoBanHO# 3asBke Ha mareHT CIIIA Ne 2006/0008538 u B marente CHIA Ne
5607980, coaep:kaHue KOTOPBIX BKIIOUYEHO B HACTOSILYIO 3aSBKY MOCPEACTBOM CCBUIKH.
HpI/IMepLI Ar¢HTOB INPOTHB AKHE, MOAXOIAIINUX ISl NMPUMECHCHUS, BK/IIOYAKOT, HO HE
OrpaHUYUBAIOTCSI UMHU, KEPATOJMTUKH, TAKUC KAK CATUOUIOBASA KUCJI0TA, MPOU3BOAHBIC
CATUIIIIOBONH KHUCJIOTBI M PE3OPLMH, PETUHOWIBI, TAKHe KaK PETUHOEBasl KUCIOTa,
TPETUHOMH, ajanaieH, Ta3aporeH; D- m L-aMUHOKHCIOTEL, COAEpKalue cepy, W HX
MMPpOU3BOAHBIE W COJIK, JIMIIOEBYK KHUCIOTY, aHTI/I6PIOTI/IKI/I u aHTI/I6aKTepI/Ia.]'II:HI>Ie
CpeACTBa, TaKWe KaK MepOKCHA OeH30WIa, TPUKIO3aH, XJIOPreKCHIWH TJIIOKOHAT,
OKTONUPOKC, TeTpauukivnH, 2.4,4'-rpuxmop-2'-rugpoxcuaudenniossiii >¢up, 3,4,4'-
TPUXJIOPOAHUIN, HUKOTHMHAMHUA, MAclo dYaiiHOro jepesa, podekoxkcuO, aseganHOBAs
KHCJI0TA U €€ TPOU3BOAHBIE, PEHOKCUITAHOI, (PEHOKCUIIPOaHO, (PEHOKCHHU3OMPOIaHOII,
STWIANETar, KIUHIAAMULIUH, SPUTPOMULWH U MCKIIOIUKIIUH, CG6OCTaTI/IKI/I, TaKHEe KakK
(bnaBoHOMIBI, W COJMHM JKETYHBIX KHCIOT, TakWe Kak CyJib(ar COUMHOIA H  €ro
NPOU3BOJHBIC, AEOKCHUXOJAT W XOJIaT; U KOMOMHAIMU YKa3aHHBIX coenuHeHmil. Takue

AréHThI XOPOMIIO U3BECTHHI U IIHUPOKO HUCIIOJB3YIOTCS B 00J1aCTH JTUYHOM THTHEHBL.

[0075] Kpome TOro, areHT TPOTHB aKHE MOXKET MPeACTaBIsSITE COOOM
aHTUOAKTEpUANbHBIM  menTuna, o0JamaroluMii  aKTHBHOCTBIO MOpPOTUB  P.  dacnes.
AnTrOaKTepUaTbHBIE TENTHAbI MMOBCEMECTHO PACIPOCTPAHEHBI B MPHUPOAE U HMEIOT
BAXKHOE 3HAUEHWE BO BPOXKIACHHOW MMMYHHOU cucteMe MHOruX BUAOB (Zasloff, Nature
415:389-395 (2002) u Epand et al., Biochim Biophys Acta 1462:11-28 (1999)).
AHTHOAKTEpPUATBHBINA MENTU SBISTHCS MPUPOTHBIM MENTHIOM WU €ro aHATOTOM, HIIH
OH MOYKET SIBJSITBCSI MCKYCCTBEHHBIM MENTHUAOM. TE€PMHH «aHAJIO», HCIOJb3YEMbIH B
HACTOSIIIIEM JOKYMEHTE, OTHOCHTCS K HPUPOIHOMY aHTHOAKTEPHATBLHOMY TMENTHIY,
KOTOPBIH ObUT XMMHYECKH MOAW(DUIMPOBAH C IEILIO TMOBBIIEHUS ero 3(h(HEeKTUBHOCTH
W/ CHIDKEHHUS! TOKCHYHBIX/TIOOOUYHBIX 3((eKkToB. AHTUOAKTEPHUATBHBIN MENnTH]

SBISTBCS  mentuaoM, dS(PQEeKTUBHBIM TPOTHB  IPaM-TIOTOKUTEIBHBIX  OaKTepHid.
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HeorpannunBaromue npuMepsl BIJTIOUAIOT JTAHTHOMOTHKH, TAKHE KAK HU3WH, CyOTHIIHH,
SMUACPMUH U TALITUACPMHH, Jde(pEH3WHBI, aTTAllMHBl, TaKWe KaKk CapKOTOKCHUH,;
LIEKPOIUHBI, TAaKWE KaK LEKPONUH A, OakTEpUIUAWH, W JEMUIONTEPAH, METraHHHHBI,
MEJIUTTHHBI, THCTATHHBI, OPEBUHUHBI, 1 KOMOWHAIIMK yKa3aHHBIX coenuHeHuid. Kpome
TOr0, AHTUOAKTEpUANbHBIE TENTUIBL, OOMATAIINE AKTUBHOCTBIO TPOTHB P. dacnes,
OIMCaHBI, HAIIpUMEp, B Oy OTMKOBAaHHBIX 3asBKax Ha marteHT CIIIA NeNe 2005/0282755;
2005/02455452 u 2005/0209157 u narenre CIIIA Ne 6255279, comep:xkaHue KOTOPBIX
BIJIIOUEHO B HACTOSIIYIO 3asBKY MOCPEACTBOM cchutkd. [loaxonsmme mpuMepsl
AHTUOAKTEPUANBHBIX TIENTUI0B, O0NIAJAIOIINX VCTAHOBJISHHON aKTHMBHOCTBIO MPOTUB P.
acnes, BKIIIOUYAIOT, HO HE OTpaHUYIUBArOTCS UM, HoBHCTIUpHuHBI (Hogenhaug, cm. Beime) u
MENTHIBI, ONMHCAHHBIE B OMyOnukoBaHHOU 3asiBke Ha mareHT CIIIA Ne 2007/0265431,

CoACPIKaHUuE KOTOpOﬁ BKIIKOYEHO B HACTOAIIY IO 3asiBKY IMOCPEACTBOM CCBLIKHU.

[0076] B HekoTOpbIX BapWaHTaX peaju3aldd AHTHOAKTEPUATBHBIA  areHT

MpeaCTaB/sieT COOOM KIIMHIAMHIINH.

Hocumenu

[0077] C nporuBOrpuOKOBEIM WM AHTHOAKTEPHATBHBIM areHTOM  MOMKHO
CBSI3BIBATH PA3HOOOpPA3HBIE COEIWHEHWs, Hampumep, HocuTenaw. Hocurennm MOryT
BKJIIOYATh NPUPOAHBIE MOJICKYJIbI, peKOMGI/IHaHTHI:Ie WJIn HUCKYCCTBCHHBIC MOJIEKYJIBL
Hocurenn  MoryT  BKIIOYarb, HO HE  OTPAHUYUBAIOTCS  WMH,  IOJHMEPBIL,
KapOOKCHMIMPOBAHHBIE TOJUMEPBL, THUAPOKCHIMPOBAHHBIE TIONUMEPBI, TaKUE Kak
noamdTwienrkon  (ITOI0); mono- wnum  aukapOoxcuiupoBanubie [T,  xkupHBIE
kuca0Thl, copepkaiime Cg-Coe ankui, KOTOPBI BO3ZMOIKHO 3aMEINEH W/WIH COIAEPKHUT B
LENHU FeTepoaToM, apujl, FeTepOapwI, UKW WIH TEeTePOUUKINT, CIUPTHL, COASPKAIIIE
C6-Co6 ankuiI, KOTOPBIA BO3ZMOXHO 3aMeIlleH W/WIH COAEPIKUT B LIEMH TeTepoaroM, apui,
rerepoapui, MMKIWI HWIA TeTEPOUUKIWI, T[IHIEPHH, MPOU3BOIHBIE TIIHUIEPUHA,
AMHHOKHUCJIOTEBI, HYKJICHHOBBIC KHUCJIOTEIL, aHTI/I6a.KTepI/Ia.]'II>H]>Ie Arc¢HThI,
MPOTHBOTPUOKOBBIE  AreHTHI,  adb(a-TUAPOKCHKHUCIOTHI,  OeTa-TUAPOKCHKUCIIOTEHI,
JUKUCITOTHI, TBYXOCHOBHBIE OKCAKHUCIOTHI, TENTUIBI;, MENTHAOMUMETHKH, TOJIIN3HH,
KaruoOHHBIC T'PYNIIbI, CIIEPMUH, CICPMUIAWH, IMOJIUAMHUH, TUPOTPOIIHNH, METaHOTPOIIUH,
JICKTUH, TTIMKONPOTECUH HOBerHOCTHO-aKTHBHbIﬁ 66.]'[01( A, MYLUWH, TTIMKO3WJINPOBAHHBIC

NOJMAMUHOKHUCIIOTEL, TpaHc(eppHH, antamep, MMy HOITTOOYIMHBI (HaIpuMep, aHTUTENA),
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UHCYJUH, TpaHcheppuH; aapOyMuH, caxap, JTUIOQHIBHBIE MOJIEKYIbl (HampuMmep,
CTEPOHIBI, JKETUHBIE KHCIOTHI, XOJECTEPUH, XOJEBYIO KUCIOTY W JKUPHBIE KHCIOTBI);
sutamuH A; ButamuH E; sutamun K; suramun B; ponuesyto kucnoty; B12; pubodaasum;
6I/IOTI/IH; MUPUAOKCAIIb, BUTAMHUHHBIC KO(l)aKTOpr; Jnonoarucaxapua, TOPMOHBI H
PELEnTOpPbl TOPMOHOB; JIEKTHHBI, YIJIEBOBI, MMOJHBAIEHTHBIE YIJIEBOBI, PAJIHOAKTHBHO
MeueHble MapKepbl; (IyOpecleHTHBIE KpPacuTeIH U JTo0ble KOMOWHAIMH YKA3aHHBIX
coeaunenuii. Hocutens Moker ObITh 3aMeleH OTHHM HiIu Oojee (HampuMep, OTHHM,
JBYMS, TPEMSI, UETBIPbMSI, MSITHIO, IIECTHIO, CEMBbI), BOCEMBIO, AEBSTHIO, AECSTHIO WU
bonmee) 3amecrurensiMu. Hocurens Moxer mnpencraBiasiTk coOOH TepaneBTHUYecKOoe

CpencTro.

[0078] B HEKOTOPBIX BapUaHTAX PEATHU3ANUH HOCUTENb COIEPKHUT CBOOOTHYIO
KapOOKCUJIBHYI0 WM CBOOOAHYIO THAPOKCHIBHYIO rpymmy. Takass kapOOKCHIBHAST WK

THIAPOKCHJIBHAS I'PyIIa MOXKET SBJISITECS MECTOM IMPUCOCAUHCHUS JIUMHKEPA.

[0079] B HexoTOpBHIX BapUAHTAX pPEATM3ALMHA HOCHTENb MpeicTaBisier coboi
JKAPHYIO KHUCIOTY, COAEpKaIlyr 6-25 aromMoB yriaepoga. B HEKOTOPBIX BapuaHTax
peanu3alii HOCUTENb MPeICTaBIseT COOON KUPHYIO KHUCIOTY, BBIOPAHHYIO W3 TPYIIIBL
COCTOSIIIEN W3 KanpUIOBON KHUCIOTHI, NETAPHOHOBOW KHUCJIOTHI, KAIPUHOBON KHCIOTHI,
YHACLHWJIOBON KUCIOTHI, Jay PUHOBOM KHMCIIOTBI, TPUACLMIOBOW KHUCIOTHI, MUPUCTUHOBOM!
KUCJIOTBI, NEHTAAELUIOBOM KHUCIOThl, NAIbMUTHHOBOM KHCJIOTHL, TIe€NTaAEKaHOBOU
KHCJIOTBI, CTEAPUHOBON KHMCIOTHI, HOHAHAELUUIOBOH KHCIOTBIL, apaxUJOHOBOH KHCJIOTEIL,
TEHOUKO3UIOBOU  KHCJIOTHI, 0OereHOBOM  KHCJIOTBI,  TPUKO3WIOBOM  KHCIOTHI,
JUHTOLEPUHOBON  KHUCIOTBHL, TEHTAKO3WJIOBONH KHCIOTBHI, LEPOTUHOBOW  KHUCIOTHI,
TENTAKO3WIOBOM  KUCIOTBI, MOHTAHOBOM KHCIOTBL, MHPUCTOJIEHHOBOH  KHCIIOTBI,
NaTbMUTOJEUHOBOU KHCIOTHI, CAIUEHOBOM KUCIOTHL, OJEHHOBOW KHUCIOTHI, 371auAUHOBOMN
KHUCJIOTBI, BAKLIEHOBOU KHMCIIOTHI, TMHOJIEBOU KUCIOTHI, TPAHC-TPAHC-IMHOJEBOU KUCIIOTHI,
O-TUHOJICHOBOM  KHUCJOTBL,  Y-IMHOJIEHOBOM  KHUCIOTBI, AapaxWIOHOBOM  KHUCIOTHI,
SUKO3AMEHTACHOBOM KUCIOTHI, 9PyKOBOM KHCIOTHI, JOKO3areKCaeHOBON KUCIOTHL, yuc-11-
OKTaJELEeHOBONU KHUCIOTHI, yuc-11-31K036HOBOU KUCIOTHI, YHASUUICHOBONH KUCIOTHI, YUC-
13-10K03€HOBOM  KHCIIOTBI, HEOTENTAaHOBONW KHCIOTHI, HEOHOHAHOBOW  KHCIIOTHI,
HEOJEKAHOBOW KHCIOTBI, H30CTEAPUHOBOM KUCIOTHL, 10-yHAEHEHOBOH KHUCIOTBI U

aganajicHa.

[0080] B HexoTOpBHIX BapuUaHTAaX peATU3AlMHA HOCHTENb MPeICcTaBisieT cobon

ankuiaoBbiii criupT, Hampumep, C¢-Cis ankunoBblii cnupT. B HEKOTOpBIX BapuaHTax
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peann3anu HOCHTENb HMPeAcTaBisier coO0i aIKHIOBBIA CIUPT, BHIOPAHHBIA W3 TPYIIIBL
COCTOSIIEH U3 YHASKAHO/A, JIay PIIOBOTO CIHPTA, MHPUCTHIOBOIO CIHUPTA, LIETHIOBOIO

CHHPTa U OJISWJIOBOTO CITHUPTA.

[0081] B HexoTOpBIX BapUAHTAX pPEATM3ALMHA HOCHTENb IpeICTaBisieT coOon
noau3THIeHnKoIb (ITOT0), ero anamor win mpou3soaHoe. [19I° HOCHTEIE MOKET UMETh
oomyt dopmyny -O-CH,CH,OCH,CH;],R, roe a cocraBmaser 1-500, a R wmoxer
npeacrasisate  codor H, OH, O-agxkun (Hanmpumep, O-CH;), amuHOrpymmy,
ATKWIMPOBAHHYI0 AaMHUHOTPYIIMY, 3allUIIeHHY amuHorpynmy. Iloaxoasmue [I90
BKITIOUAIOT, HO He orpaHmumBaroTcs umu, [1OI' co cpeaHel MOIeKyIsIpHON Maccod B

JauanasoHe ot mpumepHo 200 r/Moie 1o npuMepro 30,000 r/MoJIb.

[0082] B HExOTOpBIX BapUAHTAX pPEATM3ALMHA HOCHTENb IPEICTaBIsieT coOon
OorocoBMecTUMBINH TouMep. TepMUH «OHOCOBMECTUMBII», HCIOJIB3Y MBI B HACTOSIIEM
JAOKYMEHTEC, O3HAYACT OTCYTCTBHUE HUTOTOKCUYHOCTHU WJIX UMMYHOI'CHHOCTH IIPU KOHTAKTE
C JKUIAKOCTAMU U TKAHSIMH OpPraHu3Ma. TepMI/IH (IMOJIUMEDP», PICHOHI:SyGMI:Iﬁ B HACTOLAIIEM
JOKYMEHTE, OTHOCUTCS K OJMrOMepaMm, COOJUIOMEpaM, MOJUMEPaM M COMOJUMEpaM,
HAIpUMED, CTaTHCTHYECKUM 6710K-comommMepam, My JITHOIOK-COTIOTMEPaM,

3B63£[006pa3HI>IM, MPUBUTHIM, I'PAIUEHTHBIM COIIOIMMEPAM U UX KOM6I/IHaI_[I/I$IM.

[0083] TepmuH «OHOCOBMECTUMBIN IMOJUMEP», HCIONB3YEeMbId B HACTOSIIEM
JOKYMEHTE, OTHOCHUTCI K IIOJUMEepaM, SBISIIOIMMMUCS HETOKCUYHBIMHM, XUMHUYECKH
WHCPTHBIMU U, 110 CYWIECTBY, HCUMMYHOI'CHHBIMU, IIPU UCITIOJIB30BAHUU BHYTPU Cy6’beKTa,
U, MO CYLIECTBY, HEPACTBOPUMBIMH B KPOBU. BHOCOBMECTHMMBIN MOJUMEP MOXKET OBITh
HeOWoAerpaIrpy eMBIM HJIH, MPEeINOUTHTEIBHO, Oroaerpaaupy eMeM. [IpennouTuTensHo,
OMOCOBMECTHMBIN TIONIUMED TAKXKe HE BBI3BIBAET BOCHAJIEHHN MPH HCIOIB30BAHUHM HA

MecTe 00pa30BaHUsI.

[0084] Buoaerpaaupyemble MOJMMEPBI OMHCAHBI B JAaHHOW 0071aCTH TEXHHUKH.
[MpuMepsl  MOAXONAINUX  OWONErPagMpPYeMBbIM  IMOJUMEPOB  BKJIIOYAKOT, HO HE
OrpaHUYUBAIOTCST HUMH, MIOJUMEPHI C HOpMEU'H:HOI\/'I OEeNbKO, TaKHEC KaK IIOJIUIaKTHIBI,
TIOJTUTJIMKOJIUBL, TIOJUKANPOSAKTOHBL, COMOJIUMEPHI IMOJIUMOJOUYHON U TMOJUTIUKOEBOI
KUCJIOT, IOJUAHTHAPUIBL, MOIUINCWIOHKAMPOAAKTOH, MOJIHMAMUABL, IOJAYPETAHBI,
CJIIOKHBIC HOHHS(praMH,Z[LI, CJIOKHBIC HO.]'[I/IOpTOSq)I/IpI:I, NOJIUIUOKCAHOHBI, ITOJTHALICTAIH,
MOJIMKETAITH, noarKapOboHaTHL, MOJOPTOKAPOOHATEL, MOJUAUTUAPOIUPAHBI,

nonudocdaseHst, MOJTUTHIPOKCHOY THPATEL, TIOJIUTH IPOKCUBATIEPATHI,
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MOTHAJTKMIEHOKCAATHI, MOJMATKUIEHCY KITMHATHI, noUsIOIOUHY 1O KUCIIOTY,
MOJTMAMUHOKUCIIOTEI, TIOTMBUH U PPOTUIOH, MOJIMATHIEHTJTAKOJTb,
HOTUTHAPOKCHULIEIUTIONO3Y, TOJHMETHIMETAKPUIAT, XHTHH, XHTO3aH, COMOJHMEPSI
MOJUMOJIOYHON UM TMOJHUIIMKOJIeBONM kuciaoT, nojuruneponcebanmaar (IMI'C) u
COTIOJIMMEPBI, TEPIIOIUMEPBI M COMOIUMEPBI, COAepIKaIe OJHO Win 0ojiee COeTMHEHHUS
U3 TIEPeUrCIeHHBIX BhIle. J[pyrue OnoerpaanpyeMble MOJUMEPEI BKITIOYAKOT, HapuMep,
JKeJIaTHH, KOJUTAreH, eIk, XUTO3aH, aTbIMHAT, UELTI0I03Y, MOJUHYKIEHHOBbIE KUCIOTHI

U T.II

[0085] TToaxoasiue  HebuWomerpamupyeMbie  OMOCOBMECTHMBIE  IIOTHMEPHI
BKIIIOYAIOT, B KAUeCTBE IPUMEPOB, AalleTaThl LEII0NI03bI (B TOM UHCIIE THALIETAT
UEILTIONO3bI), TOAUATUJICH, TOJUMNPONUISH, MNOAUOYTHIEH, MOMUITHISHTepe(hTAIAT
(IOT), NOAUBHHUIXJIOPUA, TMOJUCTHPOJ, WOIHAMHUIBI, HEHIOH, MOMUKApOOHATHI,
TOJUCY TB(UIBI, MTOTUCY Tb(HOHBI, THAPOTENH (HAPHUMED, AaKPUIHKH ), MOJHAKPHIOHUTPII,
MOJTUBHHHUIIAIIETAT, alleToOy TUPAT LELTIOI03bI, HUTPOILIEILIII03Y, COMOJIUMEPDI YPEeTaHa |
kapOoHaTa, COMOMUMEPLI CTUPOJNA W MAJEHHOBONH KHUCIOTHI, MOJUITHISHUMUHA,
WIOpoHUK (mookcamepsl 407, 188), rmanypoH, remapuH, araposy, MNOyJUIyJaH H
COTMOJIUMEDEI, COIepIKallhe ONHO WM Oojiee COENWHEHHS! M3 TEPEUHCIEHHBIX BEHIIIE,

TaKue Kak COMoIMMEpPHI 3TiieHa 1 Buamiosoro cnupra (IMBC).

[0086] B HekoTOpBIX BapHaHTax pealn3auud OHOCOBMECTHMBIA HOJIHMED
OpeAcTaBaseT Cco0oif  comonmuMep TMOJMMONIOYHON W TOJMIITUKOJEBONH  KHCIIOT,
noauruieposcedaunar (II'C), moaud TUIeHUMUH, TWIOPOHUK (Tookcamepsl 407, 188),

THaJIy POH, TeNapyH, araposy WM My LTyJIaH.

[0087] B HEKOTOpBIX BapHaHTaX peaTM3alMd HOCHTEIb MNPEACTABISET COOOM
AMUHOKHUCJIOTY WX NenTua. TepMHUH «IEeNTH Iy, UCIOIB3Y EMBIA B HACTOSIIEM TOKY MEHTE,
OTHOCHUTCS K IBYM WK 00Jiee aMUHOKHCIIOTAaM, COETUHEHHBIX APYT ¢ IPYTOM aMUIHBIMU
CBSI3SIMH, MOTU()UIMPOBAHHBIX aMHUAHBIX CBSI3eH WM MOAM(DHLIMPOBAHHBIX MENTHIHBIX
cesizeil. [lenTUAHBIM HOCHTEIb MOJKET OBITH CBSI3aH IO KOHIEBOMY N aMUHOTPYIIIEL,
koHueBoMy C KkapOOKCHIBHOM Tpynmbl WiH (YHKUHOHATBHOH rpymnme (Hampumep,
AMHUHOTPYTIIE, TUIPOKCHUILHOW, THOJBHOU, KapOOKCHUIBHOHN rpymme) OOKOBOW Ienu
AMHHOKHUCJIOTHI NMENTHAA. B HEKOTOpBIX BapHaHTAX peaIu3aluyd NENTUAHBIA HOCUTENb
cBsizaH o koHUeBoMy C kapOOKCHUIBHOM Ipymmbl. B HEKOTOPBIX BapUaHTaxX pealn3aluu
nentuja comepkut 2-20 aMHUHOKHMCIOT. B OJHOM M3 BapHaHTOB peaIH3alMuyd NEeNTUX

cozepxkut 2-10 amuHOKMCHOT. [lenTra MoXeT conepKare aMHHOKHCIOTY, BBIOPAHHY IO W3
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IPYIIBL, COCTOSIIEH W3 ANaHWHA, APTMHUHA, ACMaparvHa, aclaparnHOBOH KHCIOTEHI,
UCTENHA, T[IYTAMHHOBON KHCIOTBI, TyTaMHHA, TJIWIMHA, THCTHIWUHA, H30JeHIMHA;
JelHa;, JU3WHA, METHOHWHA, (EeHWIATAHWHA, TMPOJHMHA, CEPUHA, TPEOHHHA;
TpunrodaHa, THPO3WHA, BaaWHA, TroMmolucTenHa, (Qochocepuna; GochoTpeoHUHa;
dochoTpo3nHa; THAPOKCHUIIPONMHA, Y-KapOOKCHITyTamMara, TUIIYPOBOH KHUCIOTHI,
OKTaruAPOUHI0-2-KapOOHOBOW KUCIOTHI, crathHa, 1,2,3.4, -TeTparuapon30XHHOINHA-3-
kapOOHOBOI KHCIOTBI, NeHuuwLIamMuHa (3-mepkanto-D-pamuna), opuutuHa (Orn);
UTPYJUIHHA, anb(pa-MeTHIATAHUHA, napa-6en3onneHnnaTaHIHA, napa-
amuHO(eHmnanannHa; n-proppeHnnananuna; (GEHWITTHLOUHA, NPONAPTWITIUINHA; N-
METUIITTTHIMHOB (CapKo3uH, Sar);, v mpem-0y TAITTHIUHA, THAMAHOMACISTHON KUCTOTHI,
7-TUAPOKCUTETPArH IPOU3OXMHOJIMHKAPOOHOBOM KHCITOTEI, Ha(TUTATAHWHA,
Ou(eHunanaHuHa, UUKJIOTEKCHIATAHWHA, aMUHOM3OMACIsiHONW  kucmotel  (Aib);
HopBanuHa, HopieWnuHa (Nle); mpem-nelnuHa; TeTparuApON30XHHOIUHKAPOOHOBOH
KHCIIOTHI, MUMEKONUHOBON  KUCIOTEI; (beHUIIIHINHA; roMo(eHuIaIaHAHA,
UKJIOT€KCUITIHIIAHA, JeruapoeHlIHa, 2,2- T3 TUITIAIIAHA, 1-amuuO-1-
LUKJIONMEHTAaHKapOOHOBOM  KHCIOTHI,  1-aMuHO-I-1uKIIOreKcaHkapOOHOBON — KHCTIOTHI;
aMUHOOEH30HHOH  KHCIOTB, AaMHHOHA(TOWHONH KHCIOTBL, raMMa-aMHHOMACISTHOM
KHUCIOTHI, Au(TOppeHunataHiHa, HUMEKOTHUHOBOW KHCIOTH, N-o-HMHIA3071yKCY CHOM
kuciaotel (IMA); THeHuIanaHwHa, (-Oy TWINIHIIMHA, Ae3aMUHO-TYT;, aMUHOBAIEpPHUAHOBOM
KuCa0Thl (Ava), mUporayTaMuHOBOM KuciaoTel (<Glu); a-aMHMHOM3OMACISHON KHCIOTHI
(aAib), y-amuHOMacistHON KUCTOTHI (YAbu), a-amuHOMACHSHON KuCIOTBI (tAbu); ay-
AMMHOMACISTHOW KHMCIOTHl (oyAbu); 3-mupuamnanasuna (Pal); m3onponmi-o-N°aus3una
(ILys); nadprunananuna (Nal); o—nadprunananuna (o—Nal);, f-nadprunananuna (F-Nal);
anerwi-f-HaptunanannHa  (Ac-f-HadTHIaTaHUHA), o, f-napTunananuna;  N°—
MUKOTOM/UTU3HHA (PicLys); 4-ramoreHeHna; 4-nuponuaMHaTaHUuHA,
M30HHUITEKOTHHKAPOOHOBOM KHUCIOTHI (inip); OeTa-aMUHOKHUCIOT; KX H30MEPOB, aHAIIOTOB U
MPOUM3BOHBIX, W JHOOBIX KOMOMHAIMI YKA3aHHBIX coenuHeHuit. CrenuanucTy B JaHHON
00J1aCcTH TEXHUKU M3BECTHO, UTO JAHHOE OmpeneneHue BKIodaeT D- u L-aMHUHOKHCIOTEI,
amea- u OeTa-aMUHOKHCIOTBI, XHMHUECKH MOIM(UIHPOBAHHBIE AMHHOKHCIOTEI,
NMPUPOAHBIC HEMPOTCOrCHHBIC AMHWHOKHUCIIOTHI, PEAKUC AMHWHOKHCIIOTBI U XUMHYECCKU
CHHTE3UPOBAHHBIE COCIUHEHHS, KOTOPbIe WMET CBOWCTBA, XapaKTepHbIE ISl

AMHUHOKHMCJIOT.

[0088] KpoMe TOro, TepMHH «aMHUHOKHCIOTA», HUCMOJIb3YEMbIH B HACTOSILEM

JOKYMEHTE, BKIIOUACT COEJUHEHMS, UMEIOIHE CTPYKTYPY, OTJIUYHYIO OT HPHPOJHBIX



AMHUHOKHCJIOT, HO, MO CYIIECTBY, MMEKOIIHE CTPYKTYPY AMHUHOKHUCIOTBL, TaK YTO OHH
MOTyT OBITb 3aMEIIeHBl NEeNTHAOM C COXPAHEHWEM aKTUBHOCTH, HaIlpuMep,
OMOTOrMYECKOM aKTUBHOCTH. Tak, HampuUMeEp, B HEKOTOPBIX BapuUaHTaX peaadu3aldu
AMUHOKHUCIOTHI TAIOKe BKIIOYAIOT AMHHOKHCIOTHL, MMENHE MOAUDUIHPOBAHHYIO WIH
3aMeIIeHHY 0 OOKOBYIO II€Tb, U POACTBEHHBIC OPraHUYECKUe KUCIOTHL, aMuabl U T.1. bes
OTPaHUYCHUN, AMUHOKHUCJIOTA MOXKET SIBJISITBCSI MPOTEOTEHHOM WM HEMPOTEOreHHOM.
TepMuH «IIPOTEOTEHHBIN», HWCHONB3YEMBIA B HACTOSIINEM XOKYMEHTE, VKa3bIBAET, UTO
AMHHOKHUCIOTA MOXKET OBITh BKIIOUEHAa B O0EOK B KJIETKE MPU IOMOIIH XOPOIIO

M3BECTHBIX META00IMUECKIX IMPOLECCOB.

[0089] B HEexOTOPBIX BAPHAHTAX peATU3aLUU NENTUIHBIA HOCUTEIb COACPIKUT IO
MeHbIei Mepe oxny (Hanpumep, 1, 2, 3,4, 5, 6,7, 8,9, 10 uiu 6onee) D-aMUHOKUCTOTY.
D-aMHHOKHCIIOTa MOXET HaxOAWTHCS B mentuae B MroOoM monoxkeHnd. B ciayuae
COAepKaHHUs HECKONBKUX D-aMHHOKHCIOT, OHM MOTYT PAacCHOJaraTbCsi PSaOM HIH He
psimoM Ipyr ¢ Apyrom. B cayuae conepkanust Tpex win Oonee D-amuHOKHCITOT,
HEKOTOpble U3 D-aMHHOKHCIOT MOIYT pacmojararbCsi pstaioM ¢ apyrumu  D-
AMHUHOKHUCJIOTAMH, B TO BPeMsl KaK HEKOTOPbIE U3 D-aMHHOKHCIOT MOTYT PaCHoIararbCst

HE PsIIOM C ApyruMu D-amMuHOKHCIOTaMU.

[0090] B HEKOTOPBIX BAPHAHTAX PEATU3ALUU NENTUIHBIA HOCUTEIb COACPIKUT IO
MeHbIIel Mepe omuy (Hampumep, 1, 2, 3, 4, 5 6, 7, 8, 9, 10 wm 06onee)
MOIM(UIUPOBAHHY IO TENTHIHYIO CBSI3b TSl CBSI3BIBAHUSI BMECTe JBYX aAMHHOKHCJIOT B
nentuae. MoauduiuupoBaHHast MENTHIHASL CBSI3b MOXKET HAXOAUTHCS B MENTHAE B JTHOOOM
nojoKeHnn. B ciayuae coaepxkaHusi HECKOIbKMX MOAU(DUIMPOBAHHBIX TEMTHIHBIX
CBsI3el, OHM MOTYT pacmojarateCs psiaoM (Hampumep, Ha OOeMx CTOpPOHAX JaHHOM
AMHHOKHUCJIOTBI) HIIM HE PSIOM IPYT C APYroM (Hampumep, TOIBKO OJHA CTOPOHA JaHHOM
AMHHOKHUCIIOTBI CBSI3aHa CO CIAEAYIOUIeW aMHHOKHCIOTOH 1Mo MOIU(HUIIMPOBAHHOM
TNENTUIHON CBsi3u). MOTu(pHUIIMPOBAHHBIE MENTHAHBIE CBSI3H, MPUBEACHHBIC B KAUECTBE
MpPUMEPA, BKIKOYAIOT, HO HE OTPaHUYHUBAIOTCSI UMHU, BOCCTAHOBJICHHYIO IICHUIICTITHUIHY IO
CBSI3b, MOUEBHHY, THOMOYEBHHY, KapOamar, CyJb(pOHUIMOYEBHHY, TPUPTOPITHIAMUH,
OpMO-aMUHOANKUIT() EHUITY KCY CHY O KHCTIOTY napa-aMuHOANKUI()EHUTY KCY CHY 1O
KHCJIOTY, Memda-aMAHOATKWI(DEHWTYKCY CHYI0 KUCIOTY, THOAMHJ, TETPa30j, CIOKHBIM

3¢up 6OPOHOBOI KHCIOTHI U 0J1e(UHOBY O TPYIIITY.

[0091] B HEexOTOPBIX BAPHAHTAX PEATU3ALUU NENTUIHBIA HOCUTEIb COACPIKUT IO

MeHbIIel Mepe omny (Hampumep, 1, 2, 3, 4, 5, 6, 7, 8, 9, 10 wm OGosnee) Oera-



AMUHOKHCIIOTY. bera-aMHHOKICIIOTA MOKET HAXOAUTHCSI B IENTHAE B TIOOOM MOJIOKESHUM.
B ciyuae conepkaHusi HECKOJIBKUX O€Ta-aMUHOKUCIOT, OHU MOTYT PaclojararbCsl psiioM
WK He PSIIOM JPYT ¢ ApyroM. B ciyuae conepkanus Tpex win Oojiee GeTa-aMUHOKHUCIIOT,
HEKOTOpble M3 OeTa-aMHHOKHCIOT MOTYT pacmojararbcs psaoM ¢ JApyruMu Oera-
AMUHOKHCIOTAMH, B TO BpeMs Kak HEKOTOpble W3 0era-aMHHOKHUCIOT MOTYT
pacnoiaratbCsi HE psiAOM C ApyruMu OeTa-aMHHOKUCIOTaMH. bera-aMHHOKHCIIOTHL,
NpUBEAEHHbIE B KauecTBE IMPUMEPA, BKIIOUYAIOT, HO He OrPaHUYUBAIOTCS HMH,
THAPOXJIOPUT L-f-romonponuHa,; (£)-3-(Boc-amuno)-4-(4-0ueHnnna) MacsiHy 10
KHCIOTY;  (*)-3-(pMok-amunO0)-2-permwamnponnonosyto kucaory, (1S,3R)-(+)-3-(Boc-
AMHHO )IIUKJIOPOITaHKapOoOHOBY0  KUCIOTY; (2R 3R)-3-(Boc-aMuHO)-2-THAPOKCH-4-
benunmacisayo  kuciory;  (2S5,3R)-3-(Boc-aMuHO)-2-TUAPOKCH-4-(PeHHIMACIISHY FO
kuciaotry; (R)-2-[(Boc-amuuo)metun|-3-peHnanponuoHoByo  kucioty;, (R)-3-(Boc-
AMHHO)-2-METWIMPOIMUOHOBYD  KHCIOTY,  (R)-3-(Boc-aMuHO)-2-()eHUIPOTHOHOBY KO
kucnoty; (R)-3-(Boc-amuHo)-4-(2-HahTHI)MACAIHYIO KHCTOTY; (R)-3-(Boc-aMuHO)-5-
(heHUIIEHTAHOBYIO KUCIOTY; (R)-3-(PMok-amuH0)-4-(2-HadhTHI)MACIIHYIO KUCIOTY; (R)-
(—)-mupponunaHu-3-kapOoHOBY IO KHCIOTY; (R)-Boc-3.4-mumerokcu-f-Phe-OH; (R)-Boc-3-
(3-mupuamn)-f-Ala-OH; (R)-Boc-3-(tpudropmernn)-f-Phe-OH; (R)-Boc-3-timano-f-Phe-
OH; (R)-Boc-3-merokcu-5-Phe-OH; (R)-Boc-3-metun-S-Phe-OH; (R)-Boc-4-(4-nupumun)-
f-Homoala-OH; (R)-Boc-4-(tpudropmerun)-p-Homophe-OH; (R)-Boc-4-
(rpudpropmerun)-S-Phe-OH;  (R)-Boc-4-6pom-f-Phe-OH; (R)-Boc-4-xnop-f-Homophe-
OH; (R)-Boc-4-xnop-f-Phe-OH; (R)-Boc-4-mmano-S-Homophe-OH; (R)-Boc-4-tmano-f-
Phe-OH; (R)-Boc-4-ttop-f-Phe-OH; (R)-Boc-4-merokcu-f-Phe-OH; (R)-Boc-4-merui-p-
Phe-OH; (R)-Boc-f-Tyr-OH; (R)-bmok-4-(3-mupuaun)-S-Homoala-OH;  (R)-pmox-4-
¢rop-p-Homophe-OH; (S)-(+)-mupponuaus-3-kapOoHOBY IO KUCTOTY; (5)-3-(Boc-aMHHO)-
2-METWINPONHOHOBYIO KHCIOTY; (S)-3-(Boc-amuHo)-4-(2-HadTHI)MACISHYIO KHCIOTY;
(S)-3-(Boc-amuHO)-5-(h eHUITIEHTAHOBY O KHCJIOTY ; (S)-3-(pmok-amuHO)-2-
METWIIIPOIIMOHOBY0  KUCITOTY; (S)-3-(PpMOoKk-amMuHO)-4-(2-HahTUIT)MACTSIHYIO KUCIIOTY;
(5)-3-(pmok-amMHHO)-5-TeKCeHOBYI0 KUCTOTY; (5)-3-((hMOK-aMUHO)-5-PEHUITIEHTAHOBY kO
KHCJIOTY ; (5)-3-(pmox-amMHHO)-6-(heHUIT-5-TEKCEHOBY 1O KHCJIOTY (S)-Boc-2-
(Tpudropmerun)-f-Homophe-OH; (S)-Boc-2-(tpudropmernn)-S-Homophe-OH; (S)-Boc-
2-(tpudropmetua)-f-Phe-OH;  (S)-Boc-2-nano-f-Homophe-OH;  (S)-Boc-2-metui-f-
Phe-OH; (S)-Boc-3,4-numerokcu-$-Phe-OH;  (S)-Boc-3-(tpudptopmerwn)-f-Homophe-
OH; (S)-Boc-3-(tpudropmermn)-f-Phe-OH; (S)-Boc-3-merokcu-f-Phe-OH; (S)-Boc-3-
metui-f-Phe-OH; (S)-Boc-4-(4-mupuann)-f-Homoala-OH; (S)-Boc-4-(tpudropmerun)-5-



Phe-OH; (S)-Boc-4-6pom-4-Phe-OH; (S)-Boc-4-xmop-f-Homophe-OH; (S)-Boc-4-xa0p-4-
Phe-OH; (S)-Boc-4-umano-f-Homophe-OH; (S)-Boc-4-tmano-f-Phe-OH; (S)-Boc-4-¢rop-
[-Phe-OH; (S)-Boc-4-uoa-p-Homophe-OH; (S)-Boc-4-metun-$-Homophe-OH; (S)-Boc-4-
metui-f-Phe-OH; (S)-Boc-f-Tyr-OH; (S)-Boc-y,y-mudennn-p-Homoala-OH; (S)-pmok-2-

merun-f-Homophe-OH; (S)-dmoxk-3,4-muprop-F-Homophe-OH; (S)-bmok-3-
(rpudpropmernn)-Sf-Homophe-OH;  (S)-pmoxk-3-mmmano-f-Homophe-OH;  (S)-pmox-3-
Mmetui--Homophe-OH; (S)-pmok-y, y-mudennn-F-Homoala-OH; 2-(Boc-
AMUHOMETH ) (PEHITY KCY CHY IO KHCTIOTY 3-amuHO-3-(3-06pod eHUT)IPONUOHOBY 1O

KHCI0TY; 3-amMuHO-4,4,4-TpuTOpMACISIHYI0 KHCIOTY, 3-aMUHOMACISIHYIO KUCTOTY; DL-
3-aMHHOM3OMACISHYI0 KHCIOTY, dncTYy® DL-f-amuHoM3oMacnsiHyto kuciaoty; DL-f-
romoneiiimn;, DL-f-romomernonun;, DL-f-romodenunananun; DL-f-neitiun; DL-S-
(denmnananuy, rugpoxiopun L-f-romoanaHuHa;, THAPOXJIOpUA L-f-roMoriy TaMUHOBOMH
KHCJOTBI, THApoXJopu] L-S-romorayramMuna; rugpoxiopus L-f-roMoruapokcunpoiInHa;
ruapoxaopua L-f-romousoneiinuaa; ruapoxaopus L-S-romosienyuna; amruapoxaopus L-
[-TOMOIM3KHA, THAPOXJIOPUA L-f-rOMOMETHOHHHA, THAPOXJIOPHA a/LTHIOBOrO a¢upa L-
f-romodenunanannta;, ruapoxaopun L-f-romodenunananuna, L-f-romocepun; L-f-
TOMOTPEOHHUH;, ruxpoxjopun L-f-romorpuntodana; ruapoxaopun L-f-roMoTupo3uHa;
rugpoxaopus L-f-neiimmna; Boc-D-f-Leu-OH; Boc-D--Phe-OH; Boc-f*-Homopro-OH:;
Boc-p-Glu(OBzI1)-OH; Boc-f-Homoarg(Tos)-OH; Boc-f-Homoglu(OBzI)-OH;
TexHuueckass comb  Boc-f-Homohyp(Bzl)-OH  aunuxnmorexcunammonust;  Boc-f-
Homolys(Z)-OH; Boc-f-Homoser(Bzl)-OH; Boc-f-Homothr(Bzl)-OH; Boc-f-
Homotyr(Bzl)-OH; Boc-f-Ala-OH; Boc-$-GIn-OH; Boc-f-Homoala-OAll; Boc-5-
Homoala-OH; Boc-f-Homogln-OH; Boc-f-Homoile-OH; Boc-p-Homoleu-OH; Boc-f-
Homomet-OH; Boc-f-Homophe-OH; Boc-f-Homotrp-OH; Boc-f-Homotrp-OMe; coxnb
Boc-p-Leu-OH; Boc-p-Lys(Z)-OH aunukinorekcunammonust, Boc-$-Phe-OH; stui-3-
(6emsumanvuHo)nponmonar; dmok-D-A-Homophe-OH; ®@mok-L-£’-romonpomis; ®Mok-
[-D-Phe-OH; ®wmok-5-GIn(Trt)-OH; ®moxk-5-Glu(OtBu)-OH; dmoxk-S-Homoarg(Pmc)-
OH; ®wmoxk-4-Homogln(Trt)-OH; dmox-S-Homoglu(OtBu)-OH; dwmox-f-Homohy p(/Bu)-
OH; ®dwmox-S-Homolys(Boc)-OH; ®dwmok-f-Homoser(tBu)-OH; ®wmok-S-Homothr(tBu)-
OH; ®mok-fF-Homotyr(tBu)-OH; ®dmok-f-Ala-OH; dmok-£-Gln-OH; ®mok-5-Homoala-
OH; ®wmok-f-Homogln-OH; ®dwmox-f-Homoile-OH; ®dmox-f-Homoleu-OH; ®wmok-5-
Homomet-OH; ®mox-f-Homophe-OH; ®mok-S-Homotrp-OH; ®moxk-f-Leu-OH; dmok-
p-Phe-OH; N-anerun-DL-f-penunanannn; Z-D-p-Dab(Boc)-OH; uucrteiii  Z-D-f-
Dab(®mok)-OH; Z-DL-f-romoananun; Z-f-D-Homoala-OH; TexHuueckuii Z-f-



Gluw(OBu)-OH; Z-p-Homotrp(Boc)-OH; uucteiii Z-5-Ala-OH; uncteiii Z-5-Ala-ONp,; Z-
p-Dab(Boc)-OH; Z-p-Dab(®mox)-OH; Z-f-Homoala-OH; f-ananun; f-amanns BioXtra;
THAPOXJIOPHI 3TUIOBOTO 3(upa f-araHuHa, THAPOXJIOPHI METHIOBOTO 3dupa [-anaHuHa;
THAPOXJIOPUA [-TJIy TAMUHOBOM KHCITOTBI, THAPOXJIOPU] YUC-2-aMHUHO-3-IIMKJIOTIEHTEH- 1 -
KapOOHOBOI KHCIOTHIL; yuc-3-(Boc-aMUHO)IUKIOTEeKCAHKAPOOHOBYIO KHCIOTY W yuc-3-

(dMOK-aMHHO )IUKIIOTEKCAHKAPOOHOBY O KHUCIIOTY.

[0092] B HEKOTOpBIX BapUaHTaX pEeATIM3aLUU MENTHJ COASPKUT AMHUHOKHUCIOTHI,
BbIOpaHHBIE W3 TpyHnbl, coctosimeii u3 Lys, Arg, His u mro0bix koMOuHaIMi yKa3aHHBIX
coequHeHnil. B HeKOTOpBIX BapHaHTaX peaTu3auud aMHUHOKHCIOTA, CBSI3AHHAS CO
JWHKEPOM, BhIOpaHa u3 rpynmsl, cocrosimei u3 Tyr, Ser u Thr. CooTBETCTBEHHO, MENTHA
Moxker coxepkars Tyr, Ser win Thr Ha koHueBoM N wian koHUEBOM C ISl CBSI3BIBAHUS C
OCTANbHOM 4YacThl0 KOHBIOTaTa. B OJHOM W3 BapUaHTOB pealH3alliy TENTHIHBIA

HOcHUTeNb mpeacrasaser codoii Lys-His-Lys-His-Lys-His rekcanentin.

[0093] B HexoTOpEIX BapUAHTAX pEATH3AUMKA HOCUTENb BBIOpaH W3 TPYIIIBL
COCTOSIIIE M3 YHACLHWJICHOBOM KHCIOTHI, NAITbMUTUHOBOM KHCIOTBL, OJEUHOBOU
KHCJIOTBI, JIMHOJEBOM KHCIOTBL, JaypuHOBOM kucaoTel, Lys-His-Lys-His-Lys-His
rekcanentuaa; L- wiu D-tuposuna; L- unu D-cepuna; L- unu D-TpeoHuna; nentuaa us 2-
10 aMMHOKHUCIIOT, XUTO3aHa, MyJLTyIaHa U JTFOObIX KOMOWHAIMN YKA3aHHBIX COSIUHEHUN.
B HexkoTOpBIX BapWaHTaxX pealu3alyd HOCHUTENb MpeAcTaBiser coboit mentun uz 2-10
AMUHOKHCIIOT, TJe aMUHOKHCIOTA C KOHIEBBIM N Wi KOHIEBbIM C MpeacTaBisier coOoit
L- nau D-tuposun, L- win D-cepun wniu L- uaum D-TpeoHMH; XUTO3aH, MyJUTyJaH U

J00BIe KOMOWHAIIMY YKA3AHHBIX COSTUHESHHI.

[0094] HocuTene MOXKHO TMPUMEHSITH Al TOMYyYEHHs] KOHBIOTHPOBAHHOIO
npoJeKapcTea B (popMe HaHOUACTHL. Hampumep, HOCHTENb MOXKET MPeACTaBIsITh COOOH

(parMeHT, KOTOPEI 00ecneunBaeT CaMOOPraHMU3aALHUI0 ¢ 00Pa30BAHHUEM YACTHII,

[0095] Hocutens MoOXeT MpeACTaBIsITH COOON MOJIEKYJy, HAMpUMED, MOJUMEpPa,
KOTOPBII MOXKHO MOJy4yars B (opMe renms, Hampumep, THAPOTENs] WIH OPraHoTesL
TepmMuH “rugporens” yKa3blBaeT Ha CIIUTHIM, HEPaCTBOPUMBIM B BOJAE MaTepualn,
comep:karuii Bogy. I'maporenn 001amal0T MHOI'MMH CBOMCTBAMHM, JKETAT€IbHBIMH IS
OMOMEINIIMHCKOTO TNpUMeHeHus. Hamprmep, OHH MOTYT OBITH HETOKCHYHBIMH U
COBMECTUMBIMH C TKAHBIO, a TAKXKE€ OHHU, KAK MNPaBUJIO, JEIrKO NPOHULACMBI IJIsI BOABI,

HOHOB U MAJIBIX MOJICKYJI.



[0096] OObruHO Tremu coxepXar TBEpPAYIO, CIOUTYIO IOIUMEpPHYI CETKY,
crocobHy0 00pa30BBIBATH CTAOMIBHYIO CHCTEMY B PABHOBECHUH C B3aHMOIPOHUKAIOIIUM
areHToM HaOyxaHus. B 1aHHOW 00JacTH TEXHUKA W3BECTHBI MHOTHE MOJUMEPEI,
obpasyromue remu. [loaxonsmivie remd BKIIOYAIOT MOJUMEPBI, CONMOJIMMEPHI W ONOK-
CONOJHMMEPBl HA OCHOBE MOHOMEpOB, COASPXAIMX WOHU3UPYEMble TPYHIbl I
NOTHMEpU3yeMble ABOIHBIE CBS3M. MOHOMEpBI, NpPUBEAEHHBIE B KauecTBE INPUMEPA,
BKJIIOUAIOT, HO HE OrPAaHWYMBAIOTCS WMH, AKPWIOBYIO KHCIOTY, METHIMETaKpHJIaT,
METaKPWIOBYIO KHCIOTY, OTHJIAKPHIAT, BHHHIICYJIb(OHOBYIO KHCIOTY, CTHPOI,
CTUPONCYAb(DOHOBYO  KUCIOTY  (HampuMmep,  M-CTUPOJCYJIbHOHOBYIO  KHCIOTY),
MAJIEHHOBYIO KHCIOTY, OYTEHOBYIO KHCIOTY, BUHII(ochar, BUHIWI(HOCPOHAT, ITHIEH,
OpONUNIEH, CTUPOJ, BHHIJIMETWIOBBI 3(QHp, BHUHWIALETAT, BHHWIOBBIH CIHUT,
akpuwionutpwia,  akpwiamuna, —N-(C-C¢  amkmn)akpumamug — (takodt  kak,  N-
W30NpONMIaKpunaMun, N-f-OyTwiakpunamu[) W T [end moaydarT NpH MTOMOIIH
TOMOTIOMMEPU3ALUH WIN COMOJMMEPH3aUUH JIOOBIX MOHOMEPOB U3 IPUBEISHHBIX
BhIlIe. J[pyrue moaxomsiiue MaTepHasibl Ui rejieil MOTyT BKJIIOYATh albrHHAT, XUTO3aH,
KOJUIareH, JKeJIaTuH, TUalypoHar, ¢GuOpWH, arapoly ¥ NPOU3BOAHBIE YKA3aHHBIX
coequHeHuii. ['emb MOXKET TMpencTaBIsTH COOOW COMOMUMEp, KaK OMHUCAHO BHIIIE, B
KOTOPBIH B Ka4eCTBEe OJHOTO COMOHOMEPHOI'0 KOMIIOHEHTA BKIIOUEHO KOHBIOTHPOBAHHOE

IIPOJICKApPCTBO.

[0097] T'enb  MOXKET SIBAATBCS CIIMTBIM, YTO OOecrmeunBaer (UINIESCKU
CTaOWIBHY 10 (POPMY MPY CHIPATALUU WK Aeruaparanun. [1oaxoasiee CIMBaHUE MOKET
ObITh OOeCleueHo mpu IMOMOIINM BKIIOUEHHs] B reab orT mpumepHo 0,5 macc.% 1o
npumepHo 1,5 macc.% nuHkepa. ClIIMBaHUE TAKOKe MOXKET ObITh 00€CIIEYeHO MPHU MOMOIIH

BIJIIOUEHHUSI B refik OT mpumepHo 0,01 mom.% no npumepHo 15 mon. % nunkepa.

[0098] IToaxoasiue JUHKEPHl BKIOYAIOT COCAWHEHMS, MOJEKYJIbl KOTOPBIX
UMEIOT MHOXKECTBO PEaKIMOHHOCMOCOOHBIX Trpymm. Takue MOJEKYJISPHBIE JTHHKEPHI
MOTYT TpeacTaBisITe coboit N N'-merunen-Onc-akpunamua win ausuHuiOen3on (/IBB),
STUJICHIIUKOIbIUMETAKPUIAT, AUBUHWIKETOH, BUHWIMETAKpWIAT U JUBUHUIOKCAIAT.
Taioke MOXeT ObITh HCIOJIB30BAHO HOHHOE CIIMBAHHWE, MPH KOTOPOM HCIOIB3YIOTCS
HOHBI, Takue Kak HOHBI MeTaLIoB. Takke BO3MOXKHO CIIUBAHUE C MPUMEHEHHUEM
3JIEKTPOMArHUTHBIX BOJIH, TAKAX KaK raMMa-u3iydeHne. Taxke CIIUBAHUE MOMKET OBITh
OCHOBAaHO HA  JJIEKTPOCTATUYECKUX  B3aUMOJESHCTBUSIX, BOAOPOJHBIX  CBSI3SIX,

ruapo(oOHBIX B3aMMOEHCTBUSIX WM 00Pa30BAHUN MHUKPOKPHCTALIOB.



[0099] MoHHO clIuMBaeMble DOJUMEPBI MOIYT SIBIASTBCS AHUOHHBIMU WU
KaTHOHHBIMH W BKIIOYAOT, HO HE  OrPAaHMYMBAIOTCS  HWMH,  IIOJHUMEpHI,
GyHKINOHATM3UPOBAHHBIE KAPOOKCHIBHBIMH, CyJb(AaTHBIMH, T'HIPOKCIJIBHBIMH HWIH
aMuHHBIME Tpynmnamy. CIIWBAarOIIHe WOHBI, MCIOIb3YEeMble TSl CIIWBAHWS MOJIHMEPOB,
MOTYT SIBISITbCS AHWOHAMH WM KATHOHAMHM B 3aBUCHMOCTH OT TOTO, SIBJISIETCS! JIH
CIIMBAGMBbIi MOJMMEP AHWOHHBIM HWIH KaTHOHHBIM. [loaxonsiue CIIMBArOIINE HOHBI
BKJTIOYAIOT, HO HE OTPAHMYMBAIOTCS MMH, KaTHOHBI, BEIOpAHHBIE M3 IPYIIIBL, COCTOSIIEH
U3 UOHOB KalbLIUsl, MAarHusi, 0apus, CTpOHLsI, O0pa, OSpULTUSI, ATIOMUHUS, JKENe3a, MEH,
koOanbTa, CBUHLIA U cepebpa. AHHOHBI MOTYT OBITH BEIOpAHBI U3, HO HE OTPAHIMUUBAIOTCS
eif, rpynmel, cocrosimeii u3 moHOB (ocdara, murpara, Gopara, CyKIHMHATA, Maeara,
amumnara u okcanara. B 6oiee mmpoxom cMbICIe, aHHOHBI IOy 9al0T U3 MHOTOOCHOBHBIX
OpPraHUYeCcKHX WM HEeOPraHWYeCKUX KHUCIOT. [IpeArnouruTenbHble CIIMBAIONINE KATHOHBI
NPEACTABISIIOT COOOH MOHBI Kaiblys, Xkene3a u Oapus. Hambomee mpeamouturenbHbIe
CUIMBAIOIIME KATHOHBI TMPEACTABISIOT coOoi WOHBI Kambims U Oapus. Hamboree
MPEINOUYTHTEIbHBIN CIIMBAIOIIMY KaTHOH mpencTaBiaseT coboii ¢ocdar. CimuBanue
MOKHO MPOBOTUTH ITyTEM NMPHUBEISHHS B KOHTAKT MOJUMEPOB C PACTIBUIEHHBIMY KaIlISIMU,
COAEpKAIMMH pPAcTBOPeHHble HWOHBL Hampumep, KeIarWHHpPOBAHHE KOJUIAareHa M
IBPTUHATA MPOHCXOAUT B TPHUCYTCTBUM HOHHBIX JIMHKEPOB WM JBYXBAJIEHTHBIX

+ + +
kartuoHoB, Taxux kak Ca’’, Ba®" u Sr*".

Jlunkepuol

[00100] TepMuH «IUHKEp», HCHOONB3YEMBIH B HACTOSIIEM JOKYMEHTE,
OTHOCHUTCSI K OPraHH4YeCKoMy ()parMeHTy, KOTOPbIM COEIUHSIET IBE YaCTH COSAUHEHHUSL.
JIuukepbl OOBIYHO COXEpXKAT MPSMYIO CBSI3b, aTOM, TAKOW Kak KHCIOPOX WA Cepa,
(parMeHT, TaKoN KaK NR', C(0), C(O)NH, SO, SO,, SO,NH, unu 1iens aroMOB, TaKy kO
KaK 3aMEIIEHHbIM MJIM HE3aMEIIEHHBbIM aIKWI, 3aMEINEHHBIH WIH He3aMellSHHbII
AIKEHW, 3aMEIIEHHBbIM HIM He3aMENIEHHbIM aNKHHWI, apUIATKWI, apuIaTKeHW,
APUITATKAHUIT, reTepoapIaIKIlI, reTepoaApPUIATKEHII, reTepoapuIaTIKIUHII,
TeTePOLUKTHIANKII, TeTePOLUKIHIATKSHII, TeTEPOLMITHIATKHHII, apUI, TETepOapu,
TETePOLUKIII, LUKIOATKII, UUKIOAUTKSHIWI, aIKWIAPWIAIKII, aJKATaApHTATKESHIT,
ANKUIAPWIATKAHW, aTKEHUTAPHIANKII, ATKEHWIAPWIATKEHWT, aJKeHUIAPUIATKHHI,
a.]'IKI/IHI/IJ'IapI/IJ'IaI[KI/IH, aJ'IKI/IHI/IJ'IapI/IJ'[aI[KeHI/IJ'I, a.]'IKI/IHI/I.]'IapI/IJ'IaIIKI/IHI/IJ'I,

ATKUITeTCPOapUIATIKUIL, ATKWITCTCPOAPUTATIKCHUT, ATKAJITCTEPOAPUTATKUHAII,



ATKCHWITCTEPOAPUTIATIKWIL, AJIKCHWITCTCPOAPUITAIKCHWI, AJTKCHUJITCTCPOAPUITATIKNHAIL,
ATKUMHWITETCPOAPUIATIKIWTI, AJIKUHWITCTCPOAPUIATIKECHNUT, QJIKHHUITCTCPOapUIaIKUHUIL,

AUTKWITCTCPOUUKITIIAIKUAII, aJIKWITCTCPOUUKIHIAIKCHIWI, QJIKWITCTCPOUKIUIATIKIHAIL,

AIKEHUITeTeP OLNKITMTATKAT, ANKEHUJITeTeP OLMIKITATATKEHUIL,
ANTKEHWITeTEPOLUKITATATKIHILL, ATKUHUITETEPOLIUKITAIAIKILL,
ANKUHIITETEPOLUUKIUIATKEHIT, ANKUHUITETEPOLUKINTATKIHIIL, ANKUIAPUII,
TKSHUJIapHIL, ATKWHUATIAPUIT, TKIITETePOAPHII, AIKSHUJITETEPOaPHIL,

AUTKHHWITETEPOApuI, A OAUH UJIA 60.]'[66 METHUJICHBI MOT'YT 6I)ITI: COACPIKATh B LICIIU UIIN
okanumatbcs O, S, S(0), SO, N(R'),, C(0), pacuemisieMoif JTHHKEPHOM TpyIIION,
3aMEIEHHBIM HWITH  HEe3aMEISHHBIM apWIOM, 3aMelIeHHbIM WIH He3aMelleHHbIM
reTepoapuIoM, 3aMElICHHBIM WIH  HEe3aMeIeHHBIM reTepoudiimioM; rxe R

MPeCTaBsIET COOOM BOAOPO, alliil, aTtu(aruueckyo WiH 3aMEIEHHY 0 aTu(paTHIeCcKy o

rpymmy.

[00101] Jlunkep MoOkeT ObITh MPUCOESTHUHEH K KOJBIEBOMY aroMy a3oTa
(¢parmMeHTa  azosia  OPOTHBOIPUOKOBOrO WM aHTHOAKTEPHAIBHOTO  AreHTa.
ANbLTEPHATUBHO, JUHKEDP MOMKET OBbITh TPUCOEAWHEH K THUAPOKCHIBLHOW WM
KapOOKCUIIBHOM IpyIIIe MPOTUBOrPHOKOBOrO HJIM AQHTHOAKTEPHAILHOrO areHta. JIMHKep
TaKke MOXKET OBbITh MNPHCOEIUHEH K TeTepoaToMy MPOTHUBOTPHOKOBOTO WM

aHTUOAKTEpUANBHOTO areHTa, Hanpumep, O, S wiu N,

[00102] B HekoTophIx BapuaHTax peaau3aldd JHUHKEp COACPKHUT TI0
MEHBIIEHl Mepe ONHy PacIIeIUIIEMY0 JTHHKEPHYIO TPYIIIY, T.€., JTHHKEDP MPEICTaBISIET
co0oii pacuiemisiembiii juHKep. He skenast ObITh CBS3aHHBIMU C TEOPHEU, MOJArarT, UTO
UCMONB30BAHUE  PACIIEIUIIEMOrO JIMHKEpAa TMO3BOJISET OOECMEeYnTh 3aMENIEHHOE
BBICBOOOJKAEHHE MPOTHBOIPHOKOBOTO HJIH AHTHOAKTEPUATBLHOTO areHTa M3 KOHBIorara.
Oto ofecrmeunBaeT JydllMe Tokazatenud (QapMmMakokuHeTukd. Hanpumep, mpu
UCIIONB30BAHUN  JTHHKEPOB, pACHIEIIIIEMbIX JTHIMA30W, B OTCYTCTBHE TPHOKOB He
HaOmromaercss  WiM  HAOMIOJAaeTcs  He3HAYWTeNbHOe  pacuiervienue.  [lostomy
JEKApPCTBEHHOE CPEACTBO He OyAeT BBICBOOOKIEHO WIM OyJeT BBICBOOOKIEHO B
HESHAYUTECJIBbHOM KOJIHUYECCTBE, UTO NPUBOAUT K CHMKCHUIO TOKCUYHOCTHU JICKAPCTBECHHOI'O

cpeacTna.

[00103] Paciiemisiemast  JIMHKEpHAsT IPymma  MPEACTaBIsieT  COOOi
JUHKEPHYIO TPYyIIy, KOTOpasi SIBISIETCS NOCTATOYHO CTAOMIBHOM, HO PACINEIUTSIETCS B

KOHKPETHBIX  YCJIOBUSIX WIM  MOJ  JSWCTBUEM  KOHKPETHBIX  (epMeHTOB. B



MPEeJNOYTUTEIBHOM  BApUaHTe pealu3allud  pacluervisieMas JMHKEpHas TIpynma
pacmenuisiercst o MeHblel Mepe B 10 pa3 u 6onee, mpenouTUTEIBHO, [T0 MEHbIIeH Mepe
B 100 pa3, ObICTpeii B KOHKPETHBIX YCIOBHSIX MM B HEPBOHAYAIBLHO 3aJaHHBIX Y CIOBUSIX
(xoTopble, HampuMep, MOryT OBITb BBIOPaHBI JISI WMHUTAUUHM MM BOCCO3IAHUS

BHY TPUKJIETOUHBIX Y CIOBHIT), UeM NPHU HOPMAITBHBIX Y CJIOBUSIX.

[00104] JluHkep MOXeT CcOoAep:KaTh PACLIEIUISIEMY0 JIMHKEPHYIO TPy,
KOTOpasl pacuiervisiercsl mon naeiictBue KoHKpeTHoro ¢epmentra. Tum pacieruisieMoi
JUHKEPHOW TpyNIbL, BKIIOUEHHOW B JIHMHKEp, 3aBUCUT OT LEIEBOro INPUMEHEHHUS.
Hanpumep, M. globosa ucrons3yeT BOCeMb Pa3IMUHBIX THUIIOB JIMIA3, A TaKKe TPH
dochonaunazel s pacIleryieHuss Macen Ha Koxe rojoBel. COOTBETCTBEHHO, JIHMHKED,
cofepxamuii  CIokHO3(pUpHBIE CcBsi3u, Oyner Oonee 3(PpdexkTHBHO pacCIIEIUIITECS B

npucyTcTBuu M. globosa 1o cpaBHEHHIO ¢ OTCyTCTBUEM M. globosa.

[00105] PaciuennsiemMble THHKEPHBIE TPYIIIBI MOTYT OBITH Uy BCTBUTETLHBIMH
K areHTaM pacliemyieHus, Haopumep, pH, OKUCIUTEIBHO-BOCCTAHOBUTENBHOMY
MOTEHLMATY WIA MPUCYTCTBUIO JIECTPYKTHBHBIM MOJEKyJaM. B menom, areHTsl
pacmeruieHust 6osee pacIpoCTPAaHEHBI, COASPKATCs B OONBINNX KOJHUYECTBAX H SIBIISIFOTCSI
Oonee aKTHBHBIMH BHYTPH KJIETOK IO CPaBHEHHIO C CBIBOPOTKO# MWW KpoBblO. [Iprmepsl
TaKUX areHTOB JAECTPYKLUUH BKIIOYAKOT. OKHCIUTENBHO-BOCCTAHOBUTEIBHBIE Ar€HTBL,
KOTOpble MOAOHMPAOT IS KOHKPETHBIX CyOCTpaToB, WM KOTOpble HE HMEIOT
criemmpuUHOCTH K cyOcTpary, B TOM 4HCIE, HampuMep, OKUCIHTEIbHbIE WIH
BOCCTAHOBUTENbHEIE (EpMEHTBl WM BOCCTAHOBUTENBHBIE AareHThl, Takhe Kak
MEPKAaNTaHbl, COASPIKAUECS B KIETKAX, KOTOPbIE MOTYT PACIICILIATh OKUCIUTEIbHO-
BOCCTAHOBHUTEJIBHO PACIICIUIIEMYK) JIMHKEPHYK) TIpPYIIy IIyTEM BOCCTAHOBJICHMUS,
3CTepasel, aMUA3bl; 3HIOCOMBI MJIM areHThl, KOTOPBIE MOIYT CO34aTh KHUCIYH Cpendy,
HampuMep, KOTopble obecnieunBaroT pH, paBHBI MSTH WKW MeHbLIE, PepMEHTHI, KOTOpEIE
MOTYT THAPOJU30BBIBATE WIH PACIIEIUISITh JUHKEPHYH TIPYOIy, PaCIIEIUISIEMY O
KHCJIOTOM, MyTeM IeHCTBHUS B KadecTBe OOMmEH KUCIOThI, MENTHAA3BI (KOTOpash MOMKET

HMETh CIEMU(PHIHOCT K CyOCTpaTy), mporeassl Wik Gocharassl

[00106] B HEKkoTOpBHIX BapuaHTaxX peaTu3aluu pacLeUisieMasl JUHKEPHas
rpymmna paciiervisieTcs o Mensiueid mepe B 1,25, 1,5, 1,75, 2, 3, 4, 5, 10, 25, 50 uiu 100
pa3 ObICTpeill B mpHUCYTCTBUH (parMeHTOB Malassezia 1O CPaBHEHHIO C OTCYTCTBHEM
(bparmentoB Malassezia. B HEKOTOPbIX BapuaHTax peaau3aliy paclierisiemMast

JUHKEpHAas IpyIna pacueruisiercs: MeHee, uem Ha 90%, 80%, 70%, 60%, 50%, 40%, 30%,



20%, 10%, 5% wmu 1% npu ocryTcTBuu (parMeHToB Malassezia Mo CpaBHEHHIO C

npucyTcreueM (pparmentos Malassezia.

[00107] B HekOTOpBIX BapHaHTaX pPeaTU3allid JUHKEP MPeACTaBIsieT COO0it

BCIIOMOTATEIBHOE BEIIECTBO, MPU3HAHHOE B 11e10M Oe3BpenHbiM (GRAS).

[00108] B HekOTOpBIX BapHaHTaX pealu3alli JUHKEDP MPEACTaBseT co00it
—CHR"Y-, rne R! mpexcrasmsier coboit H mm C)-Cy ankui, KOTOPbI MOKET OBITh
3aMelleH WK COAEPKUT B LeNH OJWH WIH OoJiee reTepoaToMOB, apuiioB, FeTepOapHIOB,
LMKJIAIOB WM TeTepOIMKIIOB. B OfHOM M3 BapmaHTOB pearmsarmu R' ykasaHHOro
JHHKEpa mpeacrasisieT coooit H wmu metui, T.e., auHKep mpeacrasisieT coooit —CH,- unu
—CH(CH3)-. Kak mokazano Ha ®urype 1, eciu Takoil JTWUHKEP HCIOIB3YETCS sl
CBSI3BIBAHMSI NTPOTHBOTPHOKOBOTO MM AHTHOAKTEPHATBHOTO areHTa Ha OCHOBE a30ya C
KapOOKCHUTMPOBAHHBIM HOCHTETEM, KOHBIOTAT MOXKET TMOABEPrarbCsl CIIOHTAHHOMY
PACIIEIUIEHHNIO B Pe3yJbTaTe PaCLIEIIeHHUs! CBSI3M CTepa3oil ¢ BHICBOOOKISHHEM areHTa
HA OCHOBe a3oja W (popMmaabieruaa WiH aneTaabieruia. AHAJOTHYHOE CIIOHTAHHOE
pacIleIIeHue MOXKET OPOUCXOIWUTh, €CJAU JUHKEpP HCIOIb3YETCSl AJsl CBSI3BIBAHUS 10
HEKOJIBLIEBOMY aTOMy a30Ta MPOTUBOTPHOKOBOrO WM AaHTHOAKTEPHATBHOTO areHra.
HexoTopsle KOHBIOTATHI, IPUBEEHHBIE B KAUECTBE IPUMEPa, COAEPIKALIE TAKOU JIUHKED,
npuBeneHsl Ha ®Purype 1. Konbiorarel, cozepkamue YKa3aHHBIA JTUHKEp, MOTYT OBITh
MOJIyYEHBl ¢ WCIOMB30BAHMEM aabAeruaa, Hampumep, Gopmanapaernaa, aneraabIeruia,
napadopMaibIeruaa Wik napaisaeruia. Xors Ha ®durype 1 mokasaHo, 4TO yKa3aHHbBIE
JHUHKEPBI MPUMEHSIIOTCS J/1sI CBSI3BIBAHMSI IO KOJIBIIEBOMY aToOMy a30Ta (hparMeHTa a3ojia
areHTa, TaKue JIMHKEPhI TaKKe MOXKHO MPUMEHSTH ISl CBS3BIBAHUS 1O HEKOJIBILEBOMY
aToMy asora areHta. Bropoii pparMeHT, CBI3aHHBINA TAKUM JTUHKEPOM, MOKET COASPKATh
KapOOKCHIIBHYI0 MM THAPOKCHIBHYIO TIpymmy. Takum oOpasom, J000i (hpparMeHrT,
coAepKaiuii CBOOOIHYIO KapOOKCHIBHYH HJIM CBOOOJHYIO THAPOKCWIBHYIO TPYIIY,
MOXeT OBbITh KOHBIOTHPOBAH ¢ areHToM. COOTBETCTBEHHO, TaKOH JIMHKED MOXKHO
UCHOJIB30BATh /I CBSI3BIBAHHSI BTOPOTO JIMHKEpa (HAmpuUMep, JUHKEPA, COAEPKaIlero
CBOOOIHYIO KapOOKCHIBHYIO /WM CBOOOJHYIO THIPOKCUIBHYIO TPYIIY) C areéHTOM, Kak

nokasano Ha ®Purypax S-7.

[00109] JluHkep MOXKeT MpeacTaBisiTh codor (ButamuH Be) unm ero anamor

wm npon3BoaHoe. COOTBETCTBEHHO, B HEKOTOPHIX BAPUAHTAX pEATH3ALHU JINHKEP
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mpeacTaBiasieT co0oil THAPOKCHUI-3AIMUTHY TPYIIY; R”® npenactasnser coboit C;-Ce
ATKWJI, KOTOPBIH BO3ZMOXHO 3aMeIleH WIM COACPKUT B ILend OAWH wim Oonee
reTepoaToMOB, ApHWIOB, TeTePOAPMIOB, IMKIHIOB WIH TeTepomuKimioB; u RN
orctyctByer win npeacrasisier coboit H, C1-Ce ankunm wim amui, KakIblii U3 KOTOPBIX
HeoOs3aTenbHO 3aMelleH. B HEeKOTOPBIX BapuaHTax pealu3alddl  JUHKepa R*
npeacTasisier coGoif arIbHy0 rpymy, T.e., C(O)R™, rae R* npexcrasiser co6oit C -
Ce anxkwi. B oxsoM m3 BapuanToB peanmsaumn R* mpexcrasmser coGoit C(O)CHs.
IMpeanoururensHo, R? npeacrasisieT codol MeTHn Wi ST [Ipu Hamauu RY JINHKED
COJEPKUT MPOTHUBOAHUOH. [IPOTHBOAHMOH MOXKET mpeactapisitek coboi Cl°, Br', I wim
(dapMareBTHUECKH TIpUeMJIeMbIii aHnOH. HeKoTophle KOHBIOTATHI, COASPIKAIINE TaKOH
JUHKEp, NMPUBEAEHHBIE B KauecTBe Ipumepa, npuseacHbl Ha Purype 2. KoHwrorarel,

coJepKallie TaAKON JTUHKEP, MOTYT OBITh MOy Y€HBI C UCIOIb30BAHUEM MUPHIOKCHHOB.

[00110] B HexoTOpBIX BapHaHTaX peaM3alluyl JUHKEP MPEACTaBsIeT coboit
noaudTHiIeHnKo b (IT9I0) win ero ananor mwnu npouspoxHoe. I13I, BeICcTynaromuii B
Ka4uecTBe JUHKEPa, MOKeT uMeTh 001yt Gopmyay -CH,CH,[OCH,CH,],OHC,CH;-, rae
a cocrasisier 1-500. IMoaxoasimue I BOUaOT, HO HE orpanuuuBaroTcs umu, I[131° co
cpexHeil MoneKyJsipHOH Maccod B amamazoHe oT mpumepHo 200 r/MOIb X0 MPHUMEPHO
30000 r/monb. Kowwrorarel, comepxaniue [191, BrICTymaromuii B KauecTBe JUHKEPA,
MOTYT OBITH TONY4YEHBI C HCIOJIB30BAHMEM AUTHIAPOKCHIHpOBaHHBIX [13T dopmysl

HOCH,CH;,[OCH,CH,],OHC,CH,0H, rae a cocrapnser 1-500.

[00111] B HexOTOpBIX BapHaHTaX pealu3allii JUHKEDP MPEACTaBseT co0oit
—CH,C(R¥*¥*R*™)CH(OR*)C(O)N(R**)-(CH,)y-, rze R* u R* nesaBucumo mpeacrasisior
coboit H man C;-Cg ankui, KOTOPHIH BO3MOKHO 3aMeIeH WIN COAEPKUT B LIENH OAWH I
GoTee reTepoaToMOB, APWIOB, TETEPOAPHIOB, IMHKIAIOB HIH TeTepOLHKIAIOB, R
npeacrasiasier coboit H wmu Hocurens, R npeacrasisier coboit H, amxui, ankeHu,
AIKWHWI, TUKJIW, TeTePOLUKIIII, apyil WIK TeTepoapuil, KaKIbli U3 KOTOPBIX BO3ZMOYKHO
3amemen; u b cocrasster 1-10. R* u R MOTYT OBITH OZMHAKOBBIMH WIIN Pa3IMYHBIMA. B
OIHOM u3 cryuaeB 06a R™ u R MPEACTAaBISIIOT cO00i MeTni. B HEeKOTOPBIX BapHaHTax

peaqusali TaKOro JHWHKepa b cocraBisier 2 Wid 3. YKa3aHHBIM JIMHKEP MOMKHO



40

UCHONB30BATh  JUIS  CBSI3BIBAHHMS ~ BMECTE€  JBYX  IPOTHBOTPUOKOBBIX WU
aHTHOAKTEPUATLHBIX areHToOB. B ciyuae MCHOIB30BaHUS IJIS1 CBS3BIBAHHUS BMECTE IBYX
MPOTHBOIPUOKOBBIX HJIM QHTHOAKTEPHAIBHBIX AareHTOB, HOCHTEIb MOXKET OBITh
MPUCOEINHEH MO THUAPOKCUIBHON rpymme. KoHbloorarel, coaepxaiiue TakoW JUHKED,
MOXHO TOJy4Yarb C WCIOJB30BAHUEM aQIbJErHAa, Hampumep, napadopManbaeruia,
NapalbJeruaa, NAaHTEHONA WIN AUTHAPOKCUINpOBaHHBIX IIDI. JIMHKepBI Takoro TUIa

MpeTepreBarh pacileryieHne mo AeHCTBUEM BOIBL.

[00112] B HekOoTOpBIX BapHaHTaX peaTU3alluyl JUHKEDP MPEACTaBIsIET OO0kt

NE
[t

P c

, TIe R* npeacrasisier coboit rajgored, CN, CF;, ankum, amkeHun,

WKL, TeTepoluKiIn, apwi, rerepoapwi, NO,, OR®, OC(O)R*, OC(O)OR*, N(R*),,
NHC(O)R*, NHC(O)OR*, C(O)R*, C(O)OR*, SR* mm SO,R*, xarknplii H3 KOTOPBIX
MosKeT GBITh 3aMemen; R* B kak1oMm ciyuae He3aBHCHMO TpeacTaBser coboit H, amxum,
AIKCHWI, AJIKUWHWI, OUKJTWI, TeTCPOLUKIINTI, apul WA reTepoapull, K&)K,Zlblﬁ U3 KOTOPBIX
MOXeT ObITh 3aMeIleH; u ¢ COCTaBseT OT 0 10 4. B 0AHOM M3 BapHAHTOB PEATU3AUH C
cocrasisier 0. KoHbroorare, coaepKallue TaKOW JIMHKEP, MOXKHO MOIy4aTb C
UCIIONBb30BAHUEM  M-THAPOKCHOSH3WIOBBIX  CIUPTOB.  HeEKoTopele  KOHBIOTATHI,
coJeprKalue TaKoll TMHKep, IPUBEACHHBIE B KAUECTBE IIPUMeEpa, IpUBeAeHbI HAa PHrypax
3 m 4. Kak nokazano Ha Purypax 3 H 4, paclielyIeHUe TakOoro JUHKEpa MPUBOIAUT K

00pa3oBaHUIO N-THAPOKCHOSH3UIOBOTO CIUPTA WK €r0 aHAJIOTA MU MPOH3BOIHOTO.

[00113] B HekoTOpbIX BapUaHTaxX pean3alyy JUHKED MOJIyUeH Ha OCHOBE
rmukosts, Hampumep, —CH,CH(R®)-, rze R npencrasisier coboit H wmu C;-Ce amxmi,
KOTOpPBIH BO3MOXKHO 3aMEIIeH WM COJNEPKUT B LEMHM OAMH WiIu Ooliee reTepoaToMoB,
apUIOB, TETepOapuOB, LUKIWIOB WIH TIETEPOLUKINIOB. B OJHOM HU3 BapHaHTOB
peanu3alud TaKoro JUHKEepa R® npeacrasisier coboit metwn. Ecmu Takoit JTUHKEp
UCHOJIB3YETCS TSI CBSA3BIBAHUSI MPOTHBOTPUOKOBOTO MIIM AHTUOAKTEPHAIEHOTO areHTa Ha
OCHOBE a3oma C KapOOKCWIMPOBAHHBIM HOCHUTEJIEeM, KOHBIOTAT IOABEpraercs
CIOHTAHHOMY pACLICILUICHUIO B  pe3yjbTare pacIlelVIeHusl CBSI3H 3CTepazodl ¢
BI:ICBO60)K,Z[6HI/IGM TJIUKOJIA. KOH’I:IOFaT, co/:[epmamm‘/i TaKou JIMHKECP, MOXKHO IIOJYyYaThb C

WCITOIBb30BAHUEM TIIMKOJISI BUIA HOCH2CH(R6)OH.

[00114] JluHkep MOXkeT OBITh OJyYeH HA OCHOBE ab(a-THIPOKCUKUCIOTHI

Win €€ aHajlora wWihn NOpOU3BOIHOIO. COOTBG’TCTBGHHO, B HCKOTOPBIX BapHAaHTAX
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peanmsaumy JuHKep mpeacrasuser coboit —CH(R')C(0)-, rae R’ npexcrasmsier coboii H,
Ci1-Cs anxun, apwi, rerepoapwi, LUKIWI WIH TETEPOLUKIWI, KaKIbIA U3 KOTOPBIX
BO3MOJKHO 3aMeIleH WIH COASPXKHUT B LEMH OJWH HIH 0ojiee reTepoaroMoOB, apuiioB,
reTepoapHIIOB, UKIMIOB WIH TeTePOLUKINIOB. B oqHoM 13 Bapuantos peammsauun R’
npeacTaBaser coboi MeTua. B 1iemoM, yKa3zaHHBIN JTHHKED TPUMEHSIOT TS CBA3LIBAHUS
HOCHUTEJISI IO THAPOKCHIBHOM rpyTime. Eciu Takoi THHKEP UCTIOIB3YeTCsl /IS CBSI3BIBAHUS
NPOTUBOrPUOKOBOTO WJIM AHTHOAKTEPUATLHOTO areHTa Ha OCHOBE a30/ia C HOCHTEJEM,
COMEPIKAIEr0 THAPOKCHIBLHYIO TPYIIY, KOHBIOTaT TOABEPraercs CIOHTAHHOMY
PACILIEIUIEHHIO B PE3yJIbTaTe PACIIEIVICHUS CBSI3U CTEPa3ol ¢ BBICBOOOKAEHHEM ab(a-
THIPOKCHKHCIOTHI, HATPUMED, MOJOUHONW KHUCIOTHI WM €€ aHAJIora WIH IMPOHM3BOIHOTO.
Konslorarel, coaep:kaniie Takoi JHHKEP, MOXKHO MONYyYaTh C WCHOJb30BaHHEM aibda-
TUAPOKCUKHUCIIOT, TAKHUX KaK TIMKOJEBAs KHCIIOTA, MOJJOYHAsI KUCIOTAa U MHUHIAJTbHA

KHCJIOTA.

[00115] B HeKOTOPBIX BapHaHTaX PeaTU3allid JUHKEP MPEICTaBIsIET COO0M
~CHR*»OC(0)-L’-C(0)0-, rze R® npencraeisier codoit H mwmu C;-Ce amxmn, u L7
MPECTaBIsIeT COOOM ATKMI, KOTOPBI BO3MOXKHO 3aMEIISH WU COASPKUT B LEHH OJUH
Wi 0ojiee TeTepoaToOMOB, ApPWUJIOB, TeTEPOAPWUIOB, LHUKIWIOB WIH T'eTEPOLUKIHIOB,
KaXIblii U3 KOTOPBIX BO3MOXKHO 3aMelleH. B 0IHOM W3 BapHaHTOB peaH3al[di TaKOro
muakepa L’ npeacrasnsier codoit —(CH,OCH,)¢-, tae d cocrasnsier ot 1 1o 500. B npyrom
BAPUAHTE pealn3auud Takoro jamHkepa L’ mpexacrasnsier coboit —(CHy)e-, rme e
cocrapmsgser or 1 mo 28. B apyrom BapuWaHTe peaTuzallid Takoro JmHKepa L’
npezacrasister coboii —CHMN(R™),)-(CHR™®)-, rne R® npexncrasnser coboit H win C)-
Ceamxmu, RN B xaxnom clydae HE3aBUCHUMO MpencTaBisieT coboii H, amkui, amkeHun,
QIKHHW, [AKJIAT, TETePOLUKITIN, apyjl WIH TETEPOAPHIT, KAKIBIH U3 KOTOPBIX BO3ZMOXKHO
samemien; u f cocrasmster 1-10. IlpemmourwmrensHo, f cocraBaser 1, 2 wam 3.
IMpeanoururensHo, R™ npeacrasiaser coboit H wimm merwn. B omHOM W3 BapuaHTOB
peammsamuu RY mpeacraemser coGoit Mermn. B apyrom BapmanTe peammsamui L’
npexacrasisier co6oit —O-CH(R®)-, rae R® npexcrasmsier cooit H wmm C-Cg anxmr. B
OJHOM W3 BapUaHTOB peaIU3aLUU R® IpeacTaBaser coboil Mmerua. B oxHom wu3
BapuaHTOB peanmuszanuu L° mpexacrasmsier  coboit  —CH,CH,C(0O)O-|CH,CH,0]-
#C(O)CH,CH,-, rae f* cocraBnsier ot 1 1o 500. Takoit TUHKEP MOXKHO MCIOIB30BATh JJIsI
CBSI3LIBAHHSI  HOCHTENEH, COoAepKalMX THAPOKCHIBHBIE Tpynmbl  KOHBIOTATHI,
coJep KaIlue Takoi JTHHKep, MOKHO MOJIyUarb ¢ UCIOIB30BAHUEM aTbIerua, HalpuMep,

napadopMaTbIEruaa WIK MapaibIeruia, U AMKapOOHOBOM KHUCIOTHI, TAKON KaK KUCIOTHI,
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MpUBEICHHBIE HA PHUrype S, U KaKk KHUCIOTHI, MPUBEACHHBIE B HACTOSIIEM IOKYMEHTE.
HekoToprie KOHBIOTaTHL, COAEpKAILUE TAKOH JTUHKEDP, IPUBEIACHHBIC B KAUECTBE IPUMEDPA,
nokaszanel Ha ®durype S. B oiHOM W3 BapHaHTOB peaau3allud JHUHKEp MPeACTaBiser

coboit a3eTanHOBY IO KHCIIOTY.

[00116] B o1HOM M3 BapHAHTOB PEaTU3al[UH JHHKED MIPEACTABISIET COO0M —
CH(R’)OC(0)-, -CH(R’)OC(0)-L’- wmm -CHR’)OC(0)-L’-Y-C(0)-, rze R’
npencraeisiet coboit H wnu C;-Ce anxw;, Y mpexacrasisier coboi O, S wmu NH; u L’
MPEACTABISIET COOOM ATKMII, KOTOPBIM BO3MOXKHO 3aMEIeH WM COMEPKHUT B IEMH OJUH
Wi 0ojiee TeTepoaTroOMOB, ApPWUJIOB, TeTEPOAPWIOB, IHUKIWIOB WU T'eTEePOLUKIHIOB,
K@KIBIA M3 KOTOPBIX BO3MOJKHO 3aMeleH. B OJHOM M3 BApHAHTOB PeaM3alldH TaKOIro
nuHkepa L™ mpeacrasasier coboit —(CH>,OCH,),CH»-, rae g cocrasaser ot 1 mxo 500. B
JpyroM BapHaHTe pealu3aludl Takoro JuHKepa, L’ mpeacrasmser cobod —
(CH,CH,0),CH,CH»-, rae g cocrasaster ot 1 1o 500. B apyrom BapuaHTe peanusaluu
takoro nuHkepa L’ mpeacrasisier coboii —(CH,)CH,-, rae h cocraeaser or 1 10 28. B
IPYyroM BapuaHTe peaTu3aluyd Takoro JuHkepa L° mpencrasiser coboit  —
CH(N(RM)(CH(R);, rae R npexacrasmsier coGoit H win Bo3moxkHO 3amernenHsii Ci-Ce
amkmr, RN B kaxaom cllydyae HE3aBUCHUMO MpeacTaBiser codoit H, ajgkwum, ajakeHm,
AIKUHWI, UKW, TETCPOUMKIWII, apuI WIH IreTepoapull, Ka)K,Z[LIﬁ 13 KOTOPBIX BO3MOXKHO
3amerieH; u i cocrapnsier 1-10. [Ipeamoururensro, i coctasnser 1, 2 wiu 3. B ogHoMm u3
BAPUAHTOB peaIu3aluu RY npeacrasmsier coboit Mermn. B omxHOM W3 BapmaHTOB
peammammi R* mpencrapnsier coGoit H wnm Mertun. B apyrom BapHanTe peatH3alun
takoro L’ mpexacrasisier coboit —O0-CH(R®)-, rze R® npenactapnsiet coboit H uin Ci-Cg
anku. B oxHOM u3 BapuanTos peammsauuu R* mpexcrasiaser co6oit Metwt. B ogHoM 13
BAPUAHTOB peanuzanuu L IPEACTABISIET coboii —CH,CH,C(0O)O-
[CH,CH,O];:C(O)CH,CHs-, roe i° cocrasisier ot 1 10 500. B HEKOTOPBIX BapuaHTax
peaau3aliy TaKoro JUHKEpa 1 cocTaBisieT. B 01HOM M3 BaApHAHTOB peanu3alui JTUHKEP
npencraeisier codoit —CH(CH;3)-OC(0)O-|CH,CH,0];;CH,CH»-, tne 1° cocraBnser ot 1
10 500. B oxHOoM m3 BapmaHTOB peanm3zauuu JuHKep npexcrasisier coboit —CH(CHj3)-
0OC(0)0O-[CH,CH,0];yCH2CH»-, rae i° cocrasisier ot 1 10 500. B 01HOM U3 BapHaHTOB
peanuzaru JuHKep npeacrasisier codoit —CH(CH;3)-OC(0)0-|CH,CH,0];;CH,CH,-, rae
1" cocraBnsier 1, 2, 3, 4, 5, 6, 7, 8, 9,10, 11, 12, 13, 14 uau 15. B apyrom Bapuante
peanmzamu JuHKEp mnpeacrasiasier coboit —CH(CH;3)-OC(0)0O-[CH,CH,0];CH,CH,-
OC(0O)-CH(CHj3)-, rme i° cocraBasier ot 1 1o 500. B ogHOM M3 BapHaHTOB peaiH3allMH
auHkep — mpeacrasiasier  coboit —CH(CH;3)-OC(0)O-[CH,CH,0];y CH,CH,-OC(0)-
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CH(CHj3)-, tae i’ cocraBnsier 1,2, 3,4,5,6,7,8,9,10, 11, 12, 13, 14 wu 15. B apyrom
BapHaHTE peanu3anun JuHkep npeacrasiser coboit —CH,-OC(0)0-(CH,)w-C(O)-, rae h’
cocrasjsier 1, 2,3, 4,5,6,7,8,9,10, 11, 12, 13, 14 unu 15. Konbrorarel, cogepkaiiye
YKa3aHHBIM JHHKEP, MOXKHO TMOJAy4YaTh C HUCIOJIb30BAHUEM albJIETua, HAIPUMED,
napadpopMaTbISrHIa WIH MapaTbAeruaa, U KapOOHOBOW KHCIOTHI, TAKOW KaK KUCIOTHI,
KaK TMOKazaHo Ha durype 6, WM C WUCHOJIB30BAHHEM CIOXKHBIX |-TaTOT€HATKHIOBBIX
2(UpoB, HAIpUMEDP, COEAMHEHHUS . B HEKOTOPHIX BApHAHTAX PeaTH3alUM CIOKHBIA 1-
raJOreHATKIIOBEIA 3(Up MOXKET MPEACTaBIATh COOOM CIOMKHBIN 1-XJIOPITUIOBBIN 3dup.
HexoToprle, KOHBIOTATEL, COAEpPKAIIUE JTUHKEPHL, MPHUBEICHHBIE B KAYECTBE MpUMEpa U

ONMMCaHHBLIE B JAaHHOM ab3arle, mpuBeaeHsl Ha Purype 6.

[00117] B HekOTOPBIX BapHaHTAX peau3alliyl JUHKEDP MPeACTaBseT co0o0it
—CH(R'™)0OC(0)-L’-C(0)OCH(R'®)-, rae R'* u R'® nesaBucumo npeacrasnsor co6oii
H wmn C1-Cg ankut, Kak Il U3 KOTOPBIX BO3MOKHO 3aMmelnieH; i L™ mpeacrasisier coOoi
QIKWJI, KOTOPBIM BO3MOMKHO 3aMEIIeH WIA COAEPKUT B LEMHd OJWH Wik OoJjee
reTepoaToMOB, ApPUIIOB, TETEPOAPUIIOB, LUKIWIOB WKW TETEPOLMKIMUIOB, KAXKABIA W3
KOTOPBIX BO3MOKHO 3amemten. R'* y R'® MOTYT OBITh OJAWHAKOBBIMH WJIH PA3TUIHBIMH.
B ogHOM M3 BapuaHTOB peammammu oba R'™ u R!%® NPEACTaBISIOT OO0l Merun. B

10 10 .
* 1 R'® npencrasmsor coboit H. B oxmom n3

OTHOM M3 BapHAHTOB peanu3anuu 0da R
BAPMAHTOB pealu3aluu Takoro guHkepa L’ mpexacrasaser coboit —-(CH,OCH»)j-, rae |
cocrapmsier or 1 po 500. B gpyrom BapumaHTe peanu3anuu Takoro JauHKepa L’
npeacrasisier coboit —(CHy)x -, tme k cocrasmster or 1 mo 28. B mpyrom BapuaHTe
peanmsauun Takoro jnuHkepa L mpexcrasaser coGoit —CHIN(R™M)(CHR'™), rze R'™
npezacrasiasier coboit H mmu Bozmoxkuo 3amemensblid Ci-Cg anku; RY B kakgom ciIyJae
HE3aBUCUMO NPEACTaBIsieT coOoi, H, amkui, ankeHu, alkKuHUI, TUKITHI, TeTePOLIUKIII,
apuil WM TreTepoapuil, KakIblii U3 KOTOPBIX BO3MOXKHO 3aMmeleH; u t cocrasmser 1-10.
IMpeanoururensHo, t coctaisier 1, 2 uan 3. B 0AHOM M3 BapHAHTOB peaTH3ALUU RY
npexcraBisier coboif mermn. B oxHoM u3 BapmanToB peammsarmu R'* mpexcrasiser
coboit H mwmu merun. B nmpyrom Bapuante peanmusanuu L’ mpeacrasisier coboit —O-
CH(R')-, rze R'™ npencrasaser coboit H nin C1-Ce anxkun. B 0HOM U3 BapHaHTOB
peammsanun R' mpencrasiser coGoit mermn. B ogHOM M3 BapHaHTOB peanmsari L’
npencrasisiet codoit —CH,CH,C(0)O-|CH,CH,0]¢C(O)CH,CH,-, rae t” coctaBnster ot 1
a0 500. B ogrom m3 BapmaHTOB peanmmzammu L’ mpencrasmsier coboit —CH,-OC(0)-
(CH,)-C(0)O-CH;-, rae k’ coctaBnsier 1, 2, 3,4, 5,6, 7, 8,9, 10, 11, 12, 13, 14 vmn 15.

B oaHOM W3 BapuaHTOB peajiu3auud JHHKep mpencrasiser coboi . Konswlorarsl,
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CoJepKaIue TaKOH JIMHKEP, MOXKHO IMOJIYYarhk C UCIOIB30BAHUEM AIbIETUAA, HAIIPUMED,
napadopMaTbISrHIa WIH MapaIbISTuIa, U ANKApPOOHOBON KHCIOTHI, TaKOH KaK KHACTIOTHI,
npuBeAeHHONW Ha Purype 7, WK Kak KUCIOTHI, MPUBEICSHHONW B HACTOSIIEM TOKYMEHTE.
HEKOTOpI:Ie, KOHBIOTAThl, COIACpKAIIUC TaKOH JIUHKEP, MPUBEACHHBIC B KauCCTBE

npuMepa, NpuBeacHEl HA Purype 7.

[00118] B HeKOTOPBIX BapHaHTaX pealu3alli JUHKEDP MPEACTaBseT co0oit
—C(0)-L’-C(0)-, -C(0)-L’-, -C(0)-L’-Y- unu —C(0)-L’-Y-C(O)-, rae Y mpencrasiser
coboii O, S wm NH; u L’ mpexacrasnsier co00i amkui, KOTOPBIA BO3MOXKHO 3aMEIIEH HIH
COJEPKUT B LIEMH OJUH WK OOJiee reTepoaroMoB, apUiIOB, TETEPOAPUIIOB, LIUKIHIIOB HITH
réTepOUKIUIIOB, Ka)KﬂLIﬁ N3 KOTOPBIX BO3MOXHO 3aMCIICH. B OOHOM H3 BapUaHTOB
peanuzaru takoro auHkepa L° mpencrasnsier coboit —(CH,OCH,), -, rae a’ cocraBisieT
or 1 1o 500. B nmpyrom BapwaHTe peamu3aliui Takoro juHkepa L” mpencraenser coboii —
(CHy)p-, tme b” cocrasiaster or 1 mo 28. B HekoTOphIX BapuaHTax peanusanuud L’
npeacrasisier coboit C;-Ce ankui, HampuMep, METWI, DTHJ, MPONWI, OyTH/I, MEHTHI,
TeKCHJT WK 3TWiIeH. B apyrom BapmanTe peatm3alud Takoro JuHkepa L’ mpencrasiser
coboit —CHIN(RM,(CH(R" )¢, rze R' mpencrasmser coboii H mwm BO3MOKHO
3amemeHHbiit Ci-Cq amkui; RY B kakaom clydae HE3aBHCHMO IpeiacTasisier coboii H,
AUIKWI, AIKCHWI, aJIKUHWI, UKW, FCTCPOLUKIWI, apu/l WJIH T'eTepoapull, K&)K,Z[I:Iﬁ u3
KOTOPBIX BO3MOXKHO 3aMeleH; 1 ¢ cocrasiser 1-10. [IpeamoururensHo, ¢ cocTaBiser 1,
2 win 3. B 04HOM U3 BaPUAHTOB peaTn3alun RY npezacrasisier coboit Metrnn. B oxHoM U3
BapuaHToB peammauuu R''C mpencrasnser coboit H mmm Metun. B apyroM Bapuante
peanmsauuu L mpeacrasnser coboit —O-CH(R'Y)-, rae R npexcrasaser cooit H win
C1-Co anxm1. B o1HOM U3 BApHAHTOB peaTU3aAINH R npeacTaBiasieT coboii mermn. B
OMHOM W3 BapuaHToB peamusanuu L’ mnpeacrasmasier coboit  —CH,CH,C(O)O-
[CH,CH,0]4:C(O)CH,CH;-, rae d” cocrasisier or 1 g0 500. Konbrorarsl, coaepsKaiime
TaKou JIMHKEP, MOXKHO NOJydYarbk € HUCIIOJIB30BaHHUEM ,Z[I/IKap6OHOBI>IX KHCJIOT, TAKUX KakK
IaBeieBass KHUCJIOTa, MAJTOHOBAsS KHCIOTA, SIHTapHAS KHUCIOTAa, TIyTapoBas KHCIOTA,
AIUMIUHOBAST KHUC/IOTA, MHMEIMHOBAS KHCIOTA, CyOSpHHOBAs KHUCIOTA, Aa3elanHOBast
KHCNIOTa, Ce0alHOBAs KHCIO0TA, YHISKAHOBAsI KUCIOTA M JOJeKaH IMKapOOHOBAs KHCIOTA.
Kp OME€ TOro, KOHBIOTATHI, coaepxkammue TaKoit JIMHKED, MOXHO IIOJIy4aTb C
UCIIOJIb30BAHMEM JTUKHUCIOT, NpHUBEACHHBIX Ha Purypax 11 m 12, Hexortopsle,
KOHBIOTATHI, CONEPKAINNES TAKOW JTMHKED, MPUBEICHHBIE B KAUECTBE MPUMEPA, TPUBEICHEI
Ha Purypax 11, 12 u 17-21. JIuHKEpHI TAKOrO TUIA MOMKHO IPUMEHSITh ISl CBSI3bIBAHUS

BMECTE JBYX MPOTHBOTPUOKOBBIX W/IIH aHTUOAKTEPUATBHBIX areHTOB, KaK MOKAa3aHO Ha
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®urypax 17-21. [Ipa npoTUBOrpHOKOBBIX W/HIIN AHTHOAKTEPUATBHEIX areHTa, CBSI3aHHBIX

BMECTC MOI'YT OBITH OAUHAKOBBIMHU WU PA3TUYHBIMU.

[00119] B HeKOTOPBIX BapHaHTAX peaU3alliyl JUHKEDP MPeACTaBseT co00it
—C(0)-L’-C(0)O-|CH,CH,0]+-, rae v’ cocraBasier 1-500, u L™ mpexacrasnstier coboit Ci-
Cy0 amkui, KOTOPBI BO3MOXKHO 3aMellleH WIM COJEPKUT B IeNd OAWH Wiu Oonee
reTepoaTroMOB, apUIIOB, TETEPOAPHIOB, LUKIWIOB HIW TE€TEPOLMKINIOB, KaKAbIA M3
KOTOPBIX BO3MOXKHO 3aMmerieH. B 0qHOM W3 BapHAHTOB pealn3allii TAaKoro juHKepa L’
npencraeisiet coboit —(CH,OCH,)e -, tae e cocrabmster ot 1 10 500. B npyrom BapuanTe
peaausaiuu Takoro juHkepa L’ mpencrasiaser coboit —(CHy)e-, rae £ cocrasasier ot 1 10
28. B HexoTopbIx BapuaHTax peammsanuu L’ mnpencrasisier coboit C;-Ce  amium,
HAmpUMEpP, METHI, STHI, TPOMui, OyTHJ, TEHTWI, TeKCHI WK JSTHIeH. B apyrom
BApPHAHTE peaTH3alMK TaKOTro JuHKepa L’ mpencraeisier coboit —CH(N(RN)z(CH(Rm)g’,
rae R' npeacrasmsier coboit H mmu Bo3moskuo 3amentennsii C-Cg amxmm; R B kaxaoM
Cllyuae HE3aBUCHMO mpeacrapisier coboit H, ankwn, ajikeHwWn, alKWHWAI, TUKIA,
TETEPOLUKINI, apUJI WIH TETePOapuiI, KAKIbIM U3 KOTOPBIX BO3MOXKHO 3aMEIIeH; U g
cocrasisier 1-10. IpexnmouturensHo, g coctasisieT 1, 2 wiu 3. B oqHOM U3 BapHaHTOB
peammsauu R™ mpencraiser coboit Mermn. B oaHOM M3 BapuaHTOB peanmsarmi R'*
npeacrasisier coboit H unu metwn. B apyrom Bapuante peanusanmu L° mpencraBiaser
co6oii —O-CH(R"™Y)-, rae R npencrasnsiet coboii H wmn C1-C¢ ankun. B ogHoMm u3
BAPUAHTOB peanu3anuu R'% npencraeiser coboit metmn. B OgHOM W3 BapHAHTOB
peamusaruu L’ npencraeiser codoit —~CH,CH,C(O)O-[|CH,CH,0]yC(O)CH,CH;-, rae h’
cocrasisier oT 1 10 500. KoHbIoratel, coaepskamue Takod JHUHKep, MOXKHO IOJIydark C
UCIIONB30BaHUEM TUKapOOHOBBIX KucIOT U [1OI. HekoTophie, KOHBIOTATHI, CoaepIKaIine

TaKOU JIMHKEP, MPUBEISHHBIC B KAUECTBE IPUMEPA, IpUBEACHEI HA Purype 16.

[00120] JluHkep MOKET NpPEACTaBIsITh COOOM JUKAPOOHOBYHO KHCIOTY.
JukapOOHOBBIE KHCJIOTBHI, TPHUBEASHHBIE B KAuyeCTBE NpPUMEpPA, BKIIOYAIOT, HO HE
OTPaHUYHMBAIOTCS VIMH, alETOHINKAPOOHOBYH) KUCIOTY, AUETHICHKAPOOHOBYIO KHCIOTY;
N-aneruarayraMmadoByo  kuciaory; AL (1-amuHounukionenTas-1,3-aukapOoHOBY 10
KHCJIOTY), QAWIUHOBYIO KHCIOTY, aibAapOBYI0 KHUCIOTY, MOAyaabAeru] 2-aMHHO-3-
KapOOKCUMY KOHOBOW KHCJIOTHI, aib()a-aMHUHOAAUITHHOBY K0 KUCIOTY, 2-aMHHOMY KOHOBY FO
KHCJIOTY,  aCHaparmHOBYK  KHCJIOTY,  a3eJamHOBYI0  kucmory,  4,4'-a3o0muc-4-
[UAHOMEHTAHOBY IO KHCIOTY; OAlMUTUTHON, OWLMHXOHHHOBYIO KHCIIOTY, KaM(pOpHYIO

KHCIOTY, KapOaMOHJIaCaparnHOBYIO KHCIOTY, KapOOLMCTEMH, LUKOPHEBYIO KHCIOTY;
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[IIACTATHH, KIHHOGUOpAT, THAMHHOMHMETMHOBY O KHCIOTY, MWTJIHKOIEBYIO KHUCIIOTY,
JMTHIPOKCUMATOHOBY K KUCIOTY, HAMEPHYIO KHCIOTY, TUMEPKANTOSHTAPHYO KHUCIOTY;
JUNHUKOIUHOBY IO KHCJIOTY, IOKA3aHIMKAPOOHOBYI KHCIOTY; [IOJEKAHIMKApOOHOBYIO
KHCI0TY; (onueByio Kucnory;, (ymapoByl KuUCIOTY, (ymapuianeroanerar;, 2,5-
by paHauKapOOHOBYIO KHCIOTY; TTYTAKOHOBYIO KHCJIOTY; TYTAMHHOBYIO KHCIOTY; 4-(y-
LIy TAMHJIAMUAHO )MACTSIHYFO KUCITOTY, TIYTapOBYIO KUCIOTY, 3-THAPOKCHUACTIAPATHHOBY KO
KUCIOTY; alb(a-TiAPOKCUTTYTAPOBYO KHCIOTY; THIOOTJIHMUIHH B, HMHHOIHYKCYCHYIO
KHACIIOTY, HWHIMKAKCAHTHH, W30(TATEBYI0 KHCIOTY,; WTAKOHOBYIO KHCIIOTY, aibda-
KETOAIUITMHOBYIO KHCIOTY, alb(pa-KeTOryTapoByO KUCIOTY, JEMUIONUT, MATEHHOBY O
KHUCIIOTY, MANEUTYKCYCHYIO KHCIOTY, SIOJOYHYHK) KHCIOTY; MAaTOHOBYK KHCIOTY;
MEKOHHEBYIO KHCIIOTY; MErTIYTOJ, ME3aKOHOBYIO KHCJIOTY; ME3OKCAIEBYHO KHUCIOTY; N-
MeTui-D-aciaparnHoOBy 0 KHUCITOTY; 3-METH/ITIY TAKOHOBYIO KHCIOTY; METHIMAIOHOBY O
KHCJIOTY, MyKOHOBYI0 KHCJIOTY; HEIOKPOMIIT, IIABENEBYIO KUCIOTY; IABETEBOYKCY CHY O
KHUCJIOTY, OKCATMITAAMUHONPOIIMOHOBYI0  KHCIOTY, N-OKCATMITIWLIWH, aMOBYIO
kuciaory; PCCG-4 ((2S,1'S,2'S,3'R)-2-(2'-kapOokcuii-3'-(peHUILMKIOMPOTIHI )TJIHIIKH ),
(raneByr0 KHCIOTY, MHMEIMHOBYIO KHCIOTY, MPeheHOBYIO KHCIOTY; XHHOJIWHOBYTO
KHCJIOTY, Ce0alMHOBYK KHCIOTY, CTH30I000BYIO KHCIOTY, CyOEepPHHOBYH KHCIIOTY;
SIHTAPHYIO KUCIOTY, BUHHYK KHCIOTY; TApPTPOHOBYIO KHCIOTY; Tepe(TaleByr KHUCIOTY;
THOSOIOYHYIO KHCJIOTY, THIMALUWK U TPAaBMATHHOBYIO KHCIOTY. Kpome Toro, Takke B
KaueCTBE JIMHKCPOB, TaKHUX KakK I[I/IKap6OHOBI>Ie KHUCJIOTBI, MOXHO HCIOJB30BaTh
MOJIMMEPBI, COJEpKaIMe JBe wWin Oonee KapOOKCHIBHBIE Tpymmbel. HekoTopsie,
KOHBIOTATHI, COJepKale TUKapOOHOBYIO KHUCIOTY B KauecTBe JMHKEpa, MPHUBEISHHbIE B

KauecTBE IpUMepa, mpuseaceHsl Ha Purypax 17-21.

[00121] B HexkOTOPBIX BapHaHTaX peaTU3aIlluy JTUHKED MPEACTaBIsIeT OO0t
0era-ruaPOKCHKUCIOTY. [IpuMephbl OeTa-ruAPOKCHKHCIOT, KOTOPBIE MOKHO HCIIOIB30BATh
B KaUeCTBE JIMHKEPOB, BKIIOYAIOT, HO HE OIPAaHUYUBAIOTCS] UMU, 3-THAPOKCH- | -aIKaHOBbBIE
KHCJIOTBI, TAE aJKaH BBIOpAaH W3 AJKAHOB, COASPKAIIMX OT 3 A0 MPUMEPHO 25 aTOMOB
yriaepoaa. Hexoropeie 6era-ruIpPOKCHKUACTOTHI MPEICTABIISIIOT coboit 3-
TUAPOKCUMACISIHY FO KUCIOTY, 3-THAPOKCUIIEHTAHOBYIO KUCIOTY, 3-THAPOKCHKATIPOHOBY IO
KHCJIOTY, TPOIMOBYIO KHCIOTY W TPETOKAHOBYIO KuCiaOoTy. [pyrue momxonsiue Oera-
THAPOKCUKUCTOTHI onucankl B mareHTe CLIA Ne 5665776. OaHol U3 MpeAnOUTUTEIEHBIX
0eTa-THAPOKCUKUCIIOT A1 TMPUMEHEHUS B KAueCTBE JIMHKEPA SIBJISIETCSl CATHIAIOBAS

KHCJIOTA.
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[00122] Bera-ruapoxcukucnorel (BI'K) sBISIOTCS MacinopacTBOPUMBIMH.
CootsercreenHo, BI'K oueHB X0poIIo yCTpaHsIoT 6€1yI0 U YEPHYIO YTPEBYIO CHIMb Ty TEM
INPOHUKHOBEHHSI BHYTpPb TIOP, KOTOPbIE 3a0UTHI KOJKHBIM CAIOM M CKOILIGHHEM MEPTBBIX
kiaerok. BI'K sBasroTcss MOIIHBIM SKC(OIMAHTOM, KOTOPBIH pa3pylIaeT 3aKyMmOpKH B
nopax u cmocobeH mNpoHMKaTb B HHQUIMPOBaHHBIE TOpBl riIyOxke, ueM aibda-
TUAPOKCUKUCIOTHL. biaromapss mpotuBoBocmanurensHoMy Aeiictsuro BI'K obmagaer
MOHWKEHHBIM PHUCKOM BO3HUKHOBEHHSI KOXHBIX pazapaxkenuil. BI'K moxer cHuxKarb
o0pa3oBaHue TISITEH Ha KOXKe, MOBPEXKISHHON coTHIeM. Bo3MoskHbIe mOG0UHEIE 3¢ eKTh
BI'K Bxirouaror 3y, OoeBble OIIyIIEHHs, ¥ KEHHE U MOKpacHeHue. Puck oOpazoBanus

pyOILIOB BBIIIE IS JIFOAEH CO CMYTIION KOMKEH.

[00123] Omnoit w3 BI'K, mpuBexeHHOIl B KauecTBe NpUMepa, SBISIETCS
camnumioBast kucnora. CamumuioBast KHCIOTa sBISIETCS S((GEKTHBHOW ISl Y MEHBIIEHHS
WIM YCTPaHEHHs. MO30Jieli, SK3eMbl, IICOpHUa3a, KOXKHBIX HAPOCTOB U HNEPXOTH.
CamnuminoBast KUCI0Ta ASHCTBYET IMyTeM CTHMYJIMPOBAHUS IIETYIISHHs TOBPEKISHHBIX
KIIETOK KOXHW U POCTY HOBBIX KIICTOK. Ona NOAACPKUBACT MOPBI B YUCTOM COCTOSIHUHU,
TakuM 00pa3oM, MUHHUMH3HPYS 3aCOPEHHE W AaKTHBHO YCTpaHsisi Bce (OpMBI aKHe.
CamunuiioBasl KHCIOTa OTCIAMBAeT CyXHE M IOBPEXKAEHHbIE YYACTKH KOXHU IIyTeM
pasMAruyeHUs1 GenKa SIuACpMHuCa, KeparuHa. Ona ocraerca Ha IMOBEPXHOCTU KOXHU
JOCTATOYHO JOJTO AJs ycnelHoi o0padorku mop. Camuiuiosast KucioTa 6e3onacHa Jjist
YyBCTBUTEIBHON KOKH M 00Na1aeT He3HAUUTEIbHBIME MOO0UHBIMH 3 dexramu, BKIIOUas

CYXOCTB, JICTKOC OIIYy HICHUE AOKCHUS, IOKPACHCHUC U ISy HICHHUEC.

[00124] B HeKkOTOPBIX BapHAHTAX PEATU3AUK JTUHKEDP MPEIACTABIsET OO0t
NOJTUTHIPOKCUKHUCIOTY, KOTopass OOBIMHO IpencraBisieT coboif  opraHmueckoe
kapOOHOBOE COeOWHEHME, CcoAepskamiee B MOJEKyJe 10 MeHbIIeH Mepe 1Be
THPOKCUIBHBIE TPYTIIBI M IMEEST IPEAIIOUTUTENBHY 0 MOJIEKY JISIPHY IO MAacCy B JHAra3oHe
ot mpumepHo 100 no mpumepHO 300. [TOIUrHAPOKCHKICIOTHI MOTYT OBITh MOAPA3AETIEHBI
HA aJIbJOHOBBIE KUCJIOTHI, ATbJAPOBBIe KUCIOTHI U ajlbAy POHOBBIE KHCIOTHL. Y Ka3aHHBIH
HOJUTHAPOKCUKUCIOTHl  BKIIOYAIOT TJIIOKOHOBYIO KHCIOTY, PHOOHOBYIO KHCIOTY,
TATaKTOHOBYI KHUCIOTY, INIIOKOTENTOHOBYIO KHCIOTY, INIIOKYPOHOBYK —KHCIOTY,
TATAKTYPOHOBYK)  KUCJIOTY, TIJIIOKAPOBYK  KUCIOTY, TalakTapoOBYK  KHCJOTY,

JaKTOOMOHOBY 0 KUCIOTY H T.1I.

[00125] Anbdha-ruApOKCHKUCTOTEI (ATK) JIeHCTBYIOT myTeM

MIPeJOTBpAILEHHs IPIINNAHNS KJIETOK APYT K Apyry Ha nmosepxHocTu Koxku. AKIT moryT
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BBI3bIBATH IIEyIIEHHE U OCHIIAHNE BEPXHErO CII0SI KOXKH, 0CBOOO0XKAast HOBYIO H IIAAKY O
koky nog HuUM. AKID siBistroTCst 3 eKTUBHBIMH IIPH Y CTPAHEHUH NMPOoOIeM KOKHU, TAaKUX
KaK 3K3eMa, [ICOPHa3, aKHE U BO3PACTHBIE IISITHA, a TAKKE IIOMOTal0T CTUMYJIUPOBATh POCT
KotareHa B Kietkax. OOHMM W3 OCHOBHBIX moOouHBIX 3ddexroB AKI sBasercs
YBEIUYEHHE YyBCTBUTEIBLHOCTH K COJHEYHBIM JTydaM OOpaOOTaHHBIX YYACTKOB KOXKH.
AKI' MOryT BBI3BIBATH pasApakeHUE, MOKPACHEHHE, 3yJ WM JKKEHHE KOXXH M MHOIAA

MOTYT IPUBOAUTE K 00pa30BaHHIO PyOIlOB HA CMYTJION KOKE.

[00126] Omnoit u3 AI'K, mpuBeaeHHOIl B KauecTBe NpUMEpa, SBISIETCS
IJIMKONeBass Kuciaora. [mkoneBas KucaoTa o0MamzaeT HPEBOCXOJHOW CHOCOOHOCTHIO
NPOHUKATE B  KOXKY. [JHWKOIEBass KWUCIOTa YMEHbINAeT MOPIOUHBL,  pyOLsL,
TUNICPIIATMEHTAUI0 U MHOI'UC ApYyrue 3a6OJ'IeBaHI/I$I KOXH, TaKHE KaK AKTHHUYECKUI
Keparos, THUmepkeparo3, ceOopelHbIl KepaTo3, W MOXKET OBITh HCIOIB30BAHA IS
YJIyULICHHs] BHEIIHErO BUJA U TEKCTYPhI KOXKHU. [ JTMKONIEBasi KUCIOTA B3aUMOAEUCTBYET C
BEPXHUM CJI0E€M JIUAepMHCa, 0CaaljIsisl CBSI3BIBAIOIIME CBOMCTBA JIMIUIOB, KOTOPBIE
YACPKUBAIOT BMECTC MECPTBBIC KJICTKH KOKH. 910 NPUBOAUT K OTC/IAUBAHUIO POTOBOI'O
CJIOS U OCBOOOAECHUIO KHBBIX KIETOK KOXH. [JTHKONEBas KUCIOTAa MOXKET SIBJISThCS

pa3apaKUTETIEM KOXKH.

[00127] Hpyroit AI'K sBasercs MuHzagbHas Kuciaota. MuUHganbHAsS
KkucaoTa obmamaer aHTHOAKTEPUANBHBIMH CBOIMCTBAMH M HCIIOJNB3YETCS B KAueCTBE

AJIbTEPHATUBBI TJIMKOJIEBOW KHUCIOTHI IPH YXO€ 3a KOKEH.

[00128] B 1o Bpems kax AI'K mpencraenstioT co0oii MONEKYIBI B BHIE
OJHOI HUTH, YTO MO3BOJSIET OBICTPO MPOHHUKATH B KOXY; MOJUruApokcukucaotsl (ITFK)
MPEICTaB/ISIIOT CO00M MOJIEKY Bl B BUIE HECKOJNBKMX HHUTEM (1 OONbIIEro pasMepa), uro
3amenansieT npoHukHoBeHne B Koxky. [II'K ancopOupyroTcst ¢ MeHbIIeld CKOPOCTBIO, UTO
yMeHbIIaeT no6ouHble 3 exTsl, Takue Kak xkeHne win pasapaxenne. [1IK cunrarorcs
crenyroumM  nokoierneM AIK, mockompky OHH MOryT OBITb NPHPOAHBIMH |
HeTokCcHYHBIMU. [IT'K MoryT peryupoBaTh KepaTHHU3ALMUIO U PA3BUTHE KJIETOK BEPXHEro
CJIOST KOKH, a TaKyKe HOPMAIHU3YIOT MPOIECC OTCIOEHHUS POTOBOIO CIOSI M €r0 TOJIIHHY.
Msirkoe MecTHOe MPOHMKHOBEHHE CHIKACT 4yBCTBHTENBHOCTH M puckomdopr. TITK,
NMPUBEJCHHBIE B KA4ueCTBE MpPHMEpa, BKIIOYAOT, HO HE OrPAHUYMBAIOTCS HMH,

JaKTOOMOHOBY 0 KUCJIOTY, TATAKTO3Y U TJIFOKOHOBYIO KUCJIOTY.
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[00129] JakToOuonoBas kucjaora npeacrasisier codoii [I'K, nmonydyenHyo
U3 JIAKTO3bI KOPOBBETO MOJIOKA (ITIOKOHOIAKTOH + TranakTo3a). OHA MPeBOCXOIUT APyTHe
VBJIQKHUTENH, TAKUE KaK MIHLEPHH, COPOUT U TJIMKONEBas KUCIOTa, Oaroaaps HATHIHIO
BOCbMHM THIAPOKCUJIBHBIX TPYIII, KOTOPBIC CBS3BIBAIOT 60.]'[]:1].[66 KOJIUYECTBO BOJBIL
JlakroOmoOHOBAs KHCIOTA 001aJaeT AHTHOKCHAAHTHBIMU CBOMCTBAMH, 00ECIISUNBAOLIAMH
OnmoxmpoBaHne CBOOOAHBIX pPATUKATOB KHCIOpPOda, OOpasymoImuUXCs B PE3yJIbTare
NOBpeXKaeHus] TkaHeil. JlakToOMoHOBas KHCI0Ta O0pasyer TeleByl0 IUIEHKY, KOTOpas
CBSI3BIBAETCS C KOXKei, uTo obecreunBaeT OOJNEYTONSIONIEE U JeueOHOEe NeiCTBHE U
NOBBIIACT  yBIaXHeHWe W HaOyxanue. JlakroOmoHOBass kuciaota oOmajgaer

MPOTHUBOBO3PACTHLIM JefiCTBAEM, 0COOEHHO B OTHOIIESHUH UyBCTBUTEIbHOH KOXKH.

[00130] lanaxro3a mpeacrasnsier coboii [NT'K, sBSFOIIYIOCS XUMHUECKH
HelirpanbHoOi. ["amakTo3a crmocoOCTBY ST 3AKUBICHHIO PaH M CHHTE3y OenkoB. ["ajgakTosy
UCMOMB3YIOT B CHHTE3e KOJUTareHa W MUTPALUU KIETOK, KOTOPble CIOCOOHBI VJIyUlINTh

SAKUBJICHUEC paH.

[00131] I'mokonosast kuciaora coboit III'K, koropas, kak H3BECTHO,

obecrieunBaer 6JaronpusTHOE NSHCTBUE HA KOKY.

[00132] Korma Haxozsmmiics B HOEpPBOM MOJOKEHHH aroM yriepoaa
VIJICBOJA, TAaKXKE Ha3bIBAGMOr0  aIbJ030M, OKHCISIETCST OT  QIbJETHAHOM 10
KapOOKCHJIBHOW TPYMIEL, MPOIYKT HA3BIBAKOT aTbAOHOBOW kuciaoToM. Hampumep, xoraa
OKHCJIISICTCA HﬂXO,Z[SILL[HﬁCH B NICPBOM IMOJOKCHHUU aTOM YIrjepoaa IJIFOKO3bI, IPOAYyKT
MPeCTaBIsIeT COOON TIIIOKOHOBYIO KHCIOTY. AJIbIOHOBEIE KHUCIOTHI OOBIYHO COISPIKAT
HECKOJIBKO THAPOKCHIIBHBIX TPYII. AJTJOHOBBIC KHCIOTHEI MOTYT CYIIECTBOBATEL B (hopMe
crepeomsomepoB, Takux kak D, L mw DL wim R, S u RS. MHorue ajgpIoHOBEIE KHACIOTHI
00pa3yIoT BHYTPHUMOJIEKYJISIPHBIE JAKTOHBI, ajbJIOHOJAKTOHBI, MyTEM YAAJIEHUs OIHOTO
MOJSI BOIBI MeXAy KapOOKCHJIBHOW TpymHIod W OJHOH THAPOKCHIBHOW TpPYIIOHN.
AJBIOHOBBIE KHUCIOTHI, MPHUBEIACHHBIE B KAueCTBE MPHUMEpPa, BKIYAIOT 2,3-
JUTHIPOKCUIIPONAHOBY FO KHUCIIOTY (TTHLEPUHOBY 1O KHCIIOTY); 2.3,4-
TPUTHAPOKCUMAC/ISIHBIE ~ KHCJIOTBI  (CTEPEOM3OMEPBI,  DPUTPOHOBYKD  KHCIOTY U
3PUTPOHOJIAKTOH, TPEOHOBYIO KHCIIOTY 54 TPEOHOJIAKTOH); 2,3.4,5-
TETPArnIpPOKCUTIEHTAHOBBIE KHCIOTHI  (CTepeon3OMephl, pHOOHOBYIO KHCIOTY |
pUOOHONIAKTOH, apaOMHOBYIO KHCIOTY M apaOMHONAKTOH, KCHJIOHOBYIO KHCIOTY |
KCHUJIOHOMAKTOH, JIUKCIOHOBY IO KUCIIOTY 5 JHUKCOHOJIAKTOH ), 2,3,4,5,6-

NEeHTAruJPOKCUTEKCAHOBBIE ~ KHCIOTHI  (CTEpeOM30MEpPBI, AUIOHOBYKD  KUCIOTY H
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AUTOHOJNAKTOH, AJBTPOHOBYHK) KHCIOTY WM AIBTPOHOJAKTOH, DIIOKOHOBYH) KHCIOTY H
[JIFOKOHOJAKTOH, MAaHHOHOBYIO KHCIOTY M MAaHHOJAKTOH, TyJOHOBYIO KHCIOTY H
TYJIOHOJIAKTOH, HJAOHOBYIO KHCJIOTY M HJIOHOJAKTOH, TaJaKTOHOBYIO KHCIOTY H
FAJTAKTOHOJIAKTOH, TAIOHOBYIO KHCTIOTY 5 TaIOHOJIAKTOH), 2,34,5,6,7-
TeKCaruAPOKCUTENTAHOBBIE KHUCIOTHI (CTEPEON3OMEPHI, AIOTENTOHOBYH) KHCIOTY |
AJUTOreNTOHOJIAKTOH, ATBTPOrENTOHOBY IO KUCTOTY u ATBTPOrEeNTOHOIAKTOH,
[JIFOKOTENTOHOBYIO KHCJIOTY M TJIFOKOIeNTOHOJAKTOH, MAaHHOTENTOHOBYIO KHUCJIOTY H
MaHHOT€NTOHOJAKTOH, I'yJIOTeNITOHOBY 0 KUCIOTY U IyJIOT€NTOHOJIAKTOH, HAOTENTOHOBY IO
KUCJIOTY M UAOTENTOHOJAKTOH, FaJakTONEeNTOHOBYI KHUCIOTY M TalaKTOrenTOHOJAKTOH,

TATOIrCIITOHOBY IO KUCJIOTY U TaJ'IOFeHTOHOJ'IaKTOH).

[00133] AnbnapoBbie KHUCJIOTBI 0OBIYHO cozepxkar HECKOJIBKO
THAPOKCUIBHBIX TPYMI, NMPUCOENMHEHHBIX K YITIEPOIHOH LeNH, 3aKIIOYeHHOH MeXIy
IByMsI KapOOKCHIBHBIMH TpynmamMu. MHOTHe anbIapoBble KHCIOTHI  00pasyroT
BHYTPUMOJICKYJISIDHBIC JIAKTOHBI, aJIbAAPOJIaKTOHBI, ITYTEM Y IAJIECHUS OAHOTO MOJISI BOABL
MEXIy OJHOW M3 ABYX KapOOKCHIBHBIX TPYIH U OJHON THAPOKCHIBHOMN TPYIITON, TaKkue
KaKk TJIOKapOJakTOH U3 TJIIOKApOBOM KHCIOTBL ~AJBAApOBBIE KHUCIOTBI MOTYT
CyIIecTBOBaTh B (popMme crepeonsomepos, Hampumep D, L u DL win R, S u RS dopm.
AJ'[I:I[B.pOBI:Ie KHCJIOTBI, HNPUBCACHHBIE B KadyeCTBC IIpUMEpa, BKIHOYAKOT, HO HE
Or'PaHUYHUBAIOTCS HMH, 2. 3-nuru apokcuOy tan-1,4-1uxapOoHOBBIE KHCJIOTBI
(crepeom3oMeprl;  JSPUTPAPOBYKD  KHCIOTY W TPeapoByK  KUCIOTY), 2.3.4-
TPUTHAPOKCHIIEHTAH-1,5- THKAPOOHOBBIE KHCIIOTHI (CTEPEOU3OMEDHI, PUOAPOBYIO KUCIIOTY
U pubaponakToH, apabapoBYIO KHUCIOTY W apabapolakTOH, KCHJIAPOBYIO KHCIOTY H
KCUJIAPOJIAKTOH, JTUKCAPOBY K KUCIOTY M JIUKCAPOIAKTOH); 2,3,4,5-TeTparupoKCUrekcaH-
1,6-muKapOOHOBBIE KUCIOTHI (CTEPEOM3OMEPHI, AJUIAPOBYIO KHCIOTY W a/UTAPOJIAKTOH,
AIbTPAPOBYIO KHCIOTY H AIbTPAPOTIAKTOH, IIYKAPOBYIO KHUCIOTY H TNIyKapOJaKTOH,
MAHHApPOBYIO0 KHCIOTY ¥ MaHHApPOJAKTOH, TYJApOBYI KHCJIOTY W TyJapOJIaKTOH,

UIApPOBYIKO KHCIIOT U HAAPOJaKTOH, TrajJaKTapOBYI KHCJIO 1 TralaKTapOIaKTOH,
Y 5

TAJIapOBYIO KHUCIIOTY U TalapoIaKTOH); 2.3,4,5,6-nieHTaruApoKcurenTan-1,7-
IUKapOOHOBBIE  KHUCIOTBI  (CTEPEOHM30MEPHI; AIOTeNTApOBYI0  KHCIOTY u
AIJIOTENTAPONIAKTOH,  ANIbTPOreNnTapOBYK)  KHCAOTY M albTPOrenTapoIaKTOH,

TIIOKOrenTapoByK KHCIOTY U TJIHOKOTCHTApPOJIaKTOH, MAaHHOICITAPOBYIO KHCIOTY H
MaHHOI'€NTApPOJIAKTOH, I'YJIOICHNTApPOBYO KUCIOTY H I'YJOr€nTapoJIakKTOH, UAOTCITAPOBY IO
KHCJIOTY U HUAOrCHTApOIaKTOH, TaJIAKTOICIITAPOBYIO KHCJIOTY H TalaKTOTrCNTapOJIaKTOH,

TAJIOT€NTAPOBY IO KUCIOTY U TAIOT€NTAPOIAKTOH).
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[00134] AJTb Iy POHOBBIE KUCITOTBI OOBIUHO MOy YarT U3 YIJIEBOJO0B, alba03,
MyTeM OKHUCIEHUS! KOHIIEBOrO aroMa yrjiepoaa A0 KapOOKCHIBHOW TpyIIbl MpH
COXPaHEHUH HAXOJSIIErOCs B MEPBOM MOJOKEHUH aToMa YIJIEPOAA B BUJAE aIbJETHIHOU
TPYTIIBI, HAPUMED, TIIOKYPOHOBYIO KHACIOTY U3 ITI0K03bL [1o aHajgornm ¢ ajmb10HOBBEIMEI
U aTbJApPOBBIMH KHCIOTAMH AaJbIypPOHOBBIE KHCJIOTHI TaKXKe€ COAEPKAT HECKOIBKO
TUAPOKCUWIBHBIX TPYNI, MPUCOCAMHEHHBIX K YIVIEPOAHON LEMU, 3aKIIOUEHHOU MEKIy
IBYMsI (pyHKHOHATBHBIMH TPYNIIAMH, B JAHHOM ClIydae, MEXKIy OTHON aibIerHIHOW U
OMHOU KapOOKCWIBHON rpymmamMud. MHOTrHe ajibAypPOHOBBIE KHCIOTHI 00pasyoT
BHYTPUMOJIEKYJISIPHBIE JIAKTOHBI, aIbIypPOHOJAKTOHBL, TaKHWE KaK TIJIFOKYPOHOJAKTOH,
MOJTy YCHHBIN U3 TTIFOKY POHOBOW KUCIOTEL AJIbIYPOHOBBIE KUCIOTEI MOTYT CYILECTBOBAThH
B popme crepeonsomepos, Harpumep D, L u DL uinu R, S u RS ¢opmax. AnbaypoHOBbIE
KHCIIOTHI, IPUBEICHHBIC B KAUEeCTBE MPUMEPa, BKIIOYAIOT, HO HE OTPAHUYHUBAIOTCS MMH,
SPUTPYPOHOBYIO KHCIOTY W TPEYPOHOBYK KHUCIOTY, pHOYPOHOBYIO KHCIOTY H
pubypoHOIaKTOH, apalypPOHOBYIO KUCIOTY U apalypOHOIAKTOH, KCUIY POHOBYIO KHCIOTY
U KCUJIyPOHOJAKTOH, JUKCYPOHOBYID KHCIOTY U JIMKCYPOHONAKTOH, LIy POHOBYIO
KHCIOTY ¥  aUIypOHONAKTOH, aJbTPYPOHOBYIO KHCJIOTY M albTPypPOHOJAKTOH,
[JIOKYPOHOBYIO  KHUCIOTY M TIJIOKYPOHOJAKTOH, MaHHYPOHOBYIO  KHUCIOTY H
MaHHY POHOJAKTOH, T'yJIyPOHOBYIO KHCIOTY M TYJIYPOHOTAKTOH, HAYPOHOBYIO KHCIOTY H
Wy POHOJAKTOH, TalakTyPOHOBYIO KHCIOTY M TaJaKTypPOHOJAKTOH, TaJIypPOHOBYIO
KHCJIOTY W TaIypPOHOJAKTOH, A/UIOTeNTYPOHOBYIO KHCIOTY H ALIOTeNTypPOHOJAKTOH,
ANBTPOTENTYPOHOBYIO  KHCIOTY M AlbTPOreNnTYPOHONAKTOH, TJIIOKOTENTYPOHOBYIO
KHCIIOTY u [JIFOKOTENTY POHOJIAKTOH, MAaHHOT€IITY POHOBY 1O KHUCIIOTY u
MaHHOTEINITY POHOJIAKTOH, TYJIOTENTYPOHOBYIO KHCIOTY ¥ TYJIOTeNTYpPOHOJAKTOH,
UIOTENTYPOHOBYIO KHCIOTY W HIOTENTYPOHOJIAKTOH, TAIAKTOTENTYPOHOBYIO KHUCIOTY U

rajJaKkTOrerTy pOHOJIAKTOH, TATOTCIITY POHOBY O KUCIOTY U TAJIOr€ITY POHOJIAKTOH.

[00135] B HeKOTOpBIX BapHaHTaX pealu3alliyl JUHKEDP MPEACTaBaseT co00it
IpsAMYH0 CBS3b. KOH”bIOl"aTI:I, CoAcCpIKaIUe CBsA3b B KAYECTBC JIMHKCPA, NPUBCACHHBIE B
KaueCTBE NPUMEPA, BIJIIOYAIOT KOHBIOraT KJIWHAAMULIMH-JIAY PHHOBAsI KUCIOTA, KOHBIOrar
KJIMHAAMHULMH-4JANaIeH U KOHBIOTaT 3pUTPOMULIMH-1ay PHHOBASI KUCJIOTA, IIPUBEICHHbBIE

Ha @urypax 16 u 17.

[00136] B HexoTOpBIX BapHaHTaX peaTu3aliyl JUHKEP MpeacTaBaseT coboit

CMIK (comoaumep MOI04HOM U rukoieBoi kKuciaor), [IMK (ToJTuMOJOUHY IO KUCIOTY ).
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Konwrorar, coaepxkamuii CMI'K B kadectBe JHMHKEpa, NPUBEACHHBIA B KauecTBE

npuMepa, npusejeH Ha Purype 17.

[00137] B HeKkOTOPBIX BapHaHTAX pPeaTU3alliyl JUHKEDP MPEACTaBseT co00it
pa3BETBICHHBIN JuHKEp. Touka pa3BETBICHUSI PA3BETBICHHOIO JHHKEpPAa MOXKET
NPEACTABIATL COOOU MO MEeHbIIEH Mepe TPEXBACHTHBIN, a TaKKe YeThIPEXBAIEHTHBIN,
MSITUBAJIEHTHBIA WM IIECTUBAJIGHTHBIM, aTOM WM TCpyldy, COACP)KALLYI0 TaKue
MHOXKECTBCHHBIC BAJICHTHOCTH. B HEKOTOPBIX BapuaHTax peanunsanumn TOYKa
pazBeTBieHust mpexacrasisier coboit -N, -N(Q)-C, -O-C, -S-C, -SS-C, -C(O)N(Q)-C, -
OC(O)N(Q)-C, -N(Q)C(0)-C unu -N(Q)C(0)O-C; rae Q B KaxKI0M CIy4ac HE3ABHCUMO
npeacrasiasier coOoki H uim BO3MOJKHO 3aMeElleHHBbI ankuil. B HEKOTOPBIX BapHaHTax

peaau3aliy TOUKa Pa3BETBICHUS MPEACTABISIET COOO0M TITUIEPUH WU €ro MPOU3BOIHOE,

[00138] JIuHKephl, ONUCaHHbIE B  HACTOMIIEM JOKYMEHTe, MOXKHO
HCIOJIB30BaTh COBMECTHO ¢ 0Opa3oBaHueM 0ojiee NTMHHOIO JIMHKEPA, COAEPIKAIIEero aBa
win 0ojiee JMHKEPOB, OMMCAHHBIX B HACTOSIEM aoKkyMeHre. Hampumep, muHKep —
CH(R')- tuma moxer ObITH CBSI3aH CO JIUHKEPOM HAa OCHOBE MOJIEKYJBI KapOOHOBOU
KHCJIOTHI. OI[HI/IM U3 TaKUX PACIIUPEHHBIX JIMHKCPOB, IPUBCIACHHEIM B KAUSCTBE IIPUMEPAQ,
ssasercst ~CH(R’)OC(0)-, —CH(R’)OC(0)-L’- wm -CH(R’)OC(0)-L’-Y-C(0)-, xak

OIMUCAHO BBIIIC.

[00139] B HeKkoTOpBIX BapuaHTax pealu3alud INPOJeKapCTBa HAa OCHOBE
KOHBIOTATa COTJIACHO HACTOSIIEMY H300PETEHHI0 MOTYT COJAEpKaTh ABE WM Oojee
MOJIEKYJIbI HOcuTENne. B ciyuae comep:kaHusl B KOHBIOTHPOBAHHOM IPOJIEKAPCTBE IBYX
i 6ojiee HOCHTEIeH, BCE HOCUTETH MOTYT OBITh OAHHAKOBBIMU, PA3TUIHBIME WA MOTYT
SIBJISITECSI COUETAaHHMEM OJWHAKOBBIX M Pa3JUuHbIX HocuTened. be3 orpanmyeHuil, Bce
HOCHUTEIN MOI'YT 6]>ITI> CBsI3aHbl AHAJIOTUYHBIMU JIMHKEpaMU WX JJUHKEpaMH pa3InYHbIX

THIIOB.

Komnosuyuu 0Jis1 Tu4HOl 2UusueHvl

[00140] KonbtorupoBanHble  OpojeKapcTBa  COIJIACHO  HACTOSILIEMY
U300pPETeHHI0 MOXKHO TMPHMEHSTh B KOMIO3HMIUSX ISl JHUYHOW THUTHEHBI, TAKMX KaK
KOMIO3ULMH I YXOJa 32 BOJIOCAMHA M KOMIIO3ULIMM AJIsI yX0J4a 3a Koxked. Kommosuus

JUIE JIMYHOM THUTHEHBl COIVIACHO HACTOSIIEMY H300peTeHHI0 coaep:kut >(pdekTuBHOE
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KOJIMYIECTBO IO MEHBIIIeli Mepe 0JHOTr0 MPOJIeKapCTBa HA OCHOBE KOHBIOTATa, B JHANA30He
or npumeprao 0,001% mo mpumepHo 10%, mpemmoururensHOo, oT mpumepHo 0,1% mo
npuMepHo 5% u, Oojiee MPEAMOUTUTENBLHO, OT mpuMmepHOo 0,5% mo mpumepHo 3% 1o
Macce OTHOCHTEIBHO O0Iell MacChl KOMMO3UIUH. TepMuH «3((EKTUBHOE KOJTHUECTBOY,
UCIOJIB3YEMBIM B HACTOSIIIEM JTOKY MEHTe, O3HA4YaeT KOJIMUYECTBO MPOIeKapCTBa HA OCHOBE
KOHBIOTATA B KOMITO3UIMH [UIsl JMYHOW THTHEHBI, HEOOXOmuMoe s JOCTHKEHUS

TpeOyeMOro yJIy YlieHusl.

[00141] B nononHeHne K NpoJIeKapCTBY HA OCHOBE KOHBIOrara KOMITO3ULUS
IUIsI JIMYHOM THTHEHBI COTJIACHO HACTOSIIEMY H300PETeHHMI0 TaKKe MOXKET COJIepiKaTb
Apyrue (bapMaueBanecme WIN MECTHBIC arc¢HTbl IJIsd 066CHe‘IeHI/I$I CUHCPIeTUICCKOIro
Wil CHUHEPIrUuUCCKOIro ,Z[GﬁCTBI/IH. (I)apMa]_[eBTI/I‘{eCKI/Ie uin Apyru€ MECTHBIE CpPCACTBA,
KOTOPBIE MOTYT OBITh BKJTFOUEHBI B KOMITO3UIUH, BKTFOYAIOT ar€HThI, KOTOPBIE YTy YIIAI0T
COCTOSIHME WJIH YCTPaHSIOT BO3PACTHBIE ISITHA, KePaTro3bl M MOPIIHAHBI, MECTHBIE
AHAJIBI'CTUKU U aHCCTCTHUKHU, arcHThI IIPOTUB aKHE, aHTI/I6aKTepI/Ia.]'II:HLIe AréHThI; ar¢HThI
NPOTHB APOMCKEBBIX IPUOKOB; MPOTUBOTrPUOKOBBIE Ar€HTHI, MPOTHBOBUPYCHBIE ATEHTEHI,
areHThl OPOTUB NEPXOTH, AreHTHl NPOTUB AEPMATUTA, MPOTUBOTMCTAMUHHBIE CPEACTBA,
CpeACTBA IMPOTHUB 3yJAd, NOPOTUBOPBOTHBIE CPEACTBA, CPEACTBA OT YKAYMBAHHUS,
MPOTUBOBOCIIATUTEIbHBIE CPEICTBA;, CPEeACTBAa MPOTUB THIIEPKEPaTo3a, CPeAcTBa MPOTUB
NOTa, CPEACTBA MPOTHB MCOPUA3a; CPEICTBA MPOTUB ce0open; KOHAUIMOHEPHI TSI BOJIOC
U CPEeACTBA A1 JIEUEHUS BOJOC, OMOJIAKUBAOIINE CPEACTBA U CPEACTBA IPOTHB MOPLINH;
CONTHIIE3AIIUTHBIE CPEACTBA; CPEACTBA, OTOEIMBAIOINME KOXKY, IEMHTMEHTHPYIOLIHe
CPEACTBA, BHTAMHHBL, KOPTHKOCTEPOUIBI, CpeICTBA, CHOCOOCTBYIOIIME  3arapy;
YBJIQKHUTEN, TOPMOHBI, PETHHOUIBI, CPEACTBA TS TeucHus 3a001€BaHUM NECEH WK st
yX0Ja 3a IOJOCTBK PTa; CEPACUHO-COCYAUCTBIE CPEACTBA JUIsi MECTHOTO MPUMEHEHHS,
cpencTea ISl yAATSHHS] MO30Jel, KOKHBIX HApoOCTOB M OOpOJABOK M CpeAcTBa s

y IATEHHSI BOJIOC.

[00142] ITpumepel cpeacTs, NPHUBEACHHBIX BBINIE, BKIKYAKOT, HO HE
OrPaHUYMBAIOTCS HMH, a3€TadHOBYIO KHCIOTY, TPHUKI03aH, aib(a-TUAPOKCHKUCIOTHI,
TJIUKOJIEBYIO KHUCJIOTY, MHHIAIBHYIO KUCIOTY, OeTa-TUAPOKCHKHCIOTHI, CATUIHIOBY O
KHCJIOTY, MOMUTHAPOKCUKHUCIOTEL, JAaKTOOMOHOBYK KHCIOTY, TalaKTO3y, TITFOKOHOBYHO
KHCJIOTY, ajamajeH, abaxaBup, anebyTo0d, aneTaMHHO(PEH, AaleTaMHUHOCAJION,
aleTa3onaMul, — aleTOTHAPOKCAMOBYIO  KHCIOTY,  aUETWICATUIIWIOBYI0  KHCJIOTY,

AIUTPETHH, aKJI0BAT, aKPUBACTHH, aKTUK, allMKJIOBUD, afanajieH, ane(oBupa JTUMUBOKCUI,
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aneHo3uH, anbOyTepost, anb(y303UH, ALIONMYPHHON, AUIOKCAHTHUH, AJIMOTPUITAH,
anmpaszonaM, ATIPEHOJION, aleTaT ATOMUHHS, XJIOPUA ATIOMHHUS, XJIOPTUIPOKCH]
ATIOMHHHUS,  THAPOKCHA  QIIOMHHHUS,  aMaHTamdH,  aMWIOpUI,  AaMHHAKPUH,
amunoOeH30itHy0 kucaoTy (ITABK), aMHHOKAnmpOHOBYIO KHCIOTY, aMHHOCATHLIHIOBY O
KUCIOTY, aMHOJApOH, AMUTPHNTHIMH, AaMIOJMINH, AaMOKap3WH, AaMOJHAKBUH,
amMoposiuH, aMoKcanuH, aM(peTaMiH, aMIULMUIAH, aHArPeIu, aHACTPO30J, aHTPAIUH,
anoMophuH, ampenuraHt, apOyTHH, AapUIMIPA30J, AaCKOPOMHOBYI  KHCIIOTY,
acKOpOM/INATBMUTAT, AaTa3aHABHpP, AaTeHOJO], ATOMOKCETHH, AaTPOINUH, a3aTHOIPHUH,
a3eJaMHOBYIO KHCJIOTY, Aa3€l1acTHH, a3uTPOMHUIMH, OamurpaimH, OekjIoMeTra3oHa
JUIIPONUOHAT, OeMmerpun, OeHazenmpui, OeHapodaIyMeTHasua, OEH30KaHH, OEH30HATaT,
OenzodeHon, OensTporuH, Oenpumwi, OeramMera3zoHa JWIPONHOHAT, OeTaMeTa3oHa
Banepar, OpuMoHHIWH, OpomdeHupamun, OynuBakauH, OynpeHopduH, OympOMUOH,
Oypumamuz, Oyrenapus, OyTokoHa3071, KabepronmH, KOPEHHOBYIO KHCIOTY, KodeuH,
KTBIHUIOTPUEH, Kamdopy, KaHIecapraHa IMJIEKCETHI, KalCaulMH, KapOaMasenuH,
tehauTopeHa MuBOKCWI, nedenum, nedrnoIoKcuMa IPOKCETHI, LEIEKOKCHO, IIETHPU3HH,
LOEBUMEC/IIMH, XHWUTO3aH, XJIOPAUA3CIOKCHUI, XJIOPIreéKCUIAWH, XJIOPOXHUH, XJIOPTUA3HA,
XJIOPOKCHJICHON, XJIOpGEHHpaAMUH, XJIOPHPOMA3HH, XJOPIPOMAMH[, LHKIOMHPOKC,
IMJIOCTA3001, IMMETUAWH, LHUHAKATBTET, LUNPOQIOKCAIMH, LUTATIONpPAM, JUMOHHYIO
KHCJIOTY, KIAQAPHOWH, KIAPUTPOMMIIMH, KJIEMACTUH, KIMHIAMHIUAH, KIHMOXUHOI,
K100eraszoa IponHoHaT, KIOMU(EH, KIOHHIUH, KIOMAAOTPEN, KIOTPUMA301, KIO3aInH,
KOKAaWH, KOJIEHMH, KPOMOJHH, KPOTAMHTOH, LMKJIM3UH, LUKIOOSH3ANPHH, LUKIOCEPHUH,
muTapabuH, gakapOasuH, Janb()ONPHUCTHH, MAllCOH, MANTOMHIMH, JayHOpPYOHIIMH,
nedepoKcaMiH, JIerHIPOINMHAHIPOCTEPOH, AETABUPAWH, AE3UMPAMHUH, AE3T0paTaIuH,
JI€CMOTIPECCHH, 1€30KCUMETA30H, IeKCAMETa30H, JeKCMEeIeTOMUANH, JeKCMEeTHI(eHN AT,
JeKCPa30OKCaH, JekcTpoamderamMuH, JAa3enam, JIALTUKIIOMHFH, JTTAaHO3HH,
JIATUAPOKOJEUH, IUTUAPOMOPOUH, IHITHA3eM, 6,8-IMMEepPKaNTOOKTAHOBYIO KHCIOTY
(TUTUAPONMIIOEBYO  KHCIOTY), AuU(EHruapaMuH, Au(EHOKCHIAT, IUIHPUIAMOI,
au30omUpamMu, 100yTaMuH, T0(GeTHIna, 10TaceTpoH, TOHENe3mI, CIoKHbIe dYPUps! 10da,
nopamua,  godamMuH,  JOP30JAMHI,  MOKCENWH, JOKCOPYOHWIMH,  JTOKCHUIIMKIIHH,
JTOKCWJIAMHH, JOKCHITUH, AyJOKCETHH, AUKJIOHUH, 3KOHA30J], ()IOPHUTHH, 3JIETPUNTAH,
SMTpUUUTAOWH, SHATANpWI, 3penput, snuHepUH, STUHUH, dnUpyOuluH, sntududarua,
OProTamHH, J3PUTPOMHULMH, OJCLHUTAIONPAM, OICMOJON, H30MENpPa3os, ICTPasosam,
3CTPAAMON, OSTAKPHHOBYK  KHCIOTY, OTHHWIICTPAIMON, OJTHUAOKAWH, OSTOMHIAT,

damuukiosup,  ¢amotumuH, (Qenoaunun,  ¢deHtaHwn,  (epyNOBYH0  KHCIOTY,
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dexcodpenanun, Gaexaununa, ¢GaykoHazon, (GayUUTO3WH, (HIYOIUHONIOHA AIlETOHHU/,
¢younnonun, S-propypaumt, diayokceruH, ¢uydeHasus, daypaszenam, (ayBokcamuH,
(bopmoTtepo, pypoceMua, raTakTapoJakToH, TATAKTOHOBYIO KUCIOTY, TATaKTOHOJAKTOH,
rajaHTamuH, rataaokcanuH, reuruHuO, reMiuTadhH, TeMUIOKCAIUH, TJIHKOIEBY O
KHCJIOTY, Tpu3eo(yIbBUH, IBalipeHe3nH, ryaHeTHauH, N-Ty aHUITHCTAMUH, TaIONePUI0I,
TaJIOTIPOTHH, TeKCUITPE3OPIIHOI, rOMaTPOTIHH, roMocaar, TUApaIa3yH,
THAPOXJIOPOTHA3HA, THAPOKOPTU3OH, THUIPOKOPTH30H 21-amerar, TUAPOKOPTHU30H 17-
OyTupar, TUAPOKOPTH3OH 17-Bajepar, TUAPOMOP(OH, THAPOXMHOH, MOHOI(DUp
THOPOXHUHOHA, THAPOKCH3MH, THOCHMAMHH, THUIOKCAHTUH, HOynpodeH, WXTHOI,
UAapyOUIMH, WMaTUHUO, WMUIPAMHH, WMHWKBHUMOJ, WHIWHABHP, WHIOMETAIVH,
upbecaprad, HWPUHOTEKAH, W303TApHH, H3OMPOTEPEHON, WTPAKOHA30M, KaHAMULVH,
KETaMUH, KETAHCEPUH, KETOKOHA30/, KeTompodeH, KeToTU(eH, KOMEBYK KHCIOTY,
1a0eTanxon, MOJOYHYIO KHCIOTY, JAKTOOMOHOBYIO KHCJOTY, JAMUBYAUH, JaMOTPUIKUH,
JAHCOMPO30J, JETPO30Jd, JeWnponua, JeBatOyTepos, JIeBO(IOKCAIMH, JHIOKAWH,
JVHE30JUA, JTOOENUH, JONMEpaMu, JIO3apTaH, JIOKCAMWH, TUITHIAMHJ JTH3€PTUHOBOU
KHACTOTHI, MadeHua, SOIOUHYH KHCIOTY, MaTbTOOHOHOBYIO KHCIOTY, MHHIATBHYIO
KHCJIOTY, MAaNpOTHIWH, MeOeHIa30J, MEKaMIUIAMUH, MEKJIU3WH, MEeKJIOIHKIIHH,
MEMAaHTHH, MEHTOJI, MENepUANH, MEITUBAKAWH, MEPKAITTOIY PHH, MECKAJTUH, MeTaHe(puH,
METANPOTEPEHO, MeTapaMUHO, MeT(HOPMHUH, METAIOH, MeTaM(pETaMUH, METOTPEKCAT,
METOKCAMUH, CJIOKHBIE aupsr meTuaaoda, METUII0TaMUI, 3,4-
METHJIEHANOKCHMETaM() eTaMUH, METHIMOJIOUHY FO KHCJIOTY, METHTHUKOTHHAT,
METHI(EHUIAT, METHICATUIIIAT, METHAMHIA, METOJa30H, METOIMPOJIO, METPOHHUIA30,
MCKCHWJICTHH, MHKOHAa30J1, MHOA30J1aM, MUIOOAPUH, MUIJTY CTaT, MHUHOILIMKJIUH,
MUHOKCUIWI, MHUPTA3alliH, MHUTOKCAHTPOH, MOJ3KCHUIPWUIAT, MOJJIHWHIOH, MOHO6eH30H,
MOpUH, MOKCH(IOKCAIIMH, MOKCOHUANH, MYTUPOIMH, Haaouoa, HapTudun, Hanby duH,
HanMe(eH, HAJTOKCOH, HAmpoKceH, He(has3omoH, Hel(pHHABHP, HEOMUILIUH, HEBHUPAIIMH,
HUKapIUuIluH, HHUKOTHH, HI/I(l)e,Z[I/IHI/IH, HHUMOIOHUIIUH, HUCOJIAUIINH, HU3aTUOWH,
HOp3HI/IHe(1)pI/IH, HUCTATUH, OKTOIIaMHH, OKTPCOTUA, OKTHWJIMECTOKCUIIMHHAMAT,
OKTWJICATUIMIAT, O(IOKCAIIMH, OJAaH3aNWMH, OJMECcapTaHa MEIOKCOMMI, OJOMATHUIMH,
OMEIPa30l, OHJAHCETPOH, OKCHKOHA30J, OKCOTPEMOPHH, OKCHOEH30H, OKCHOYTHHUH,
OKCHKOJIOH, OKCHMETa30iuH, mazumar (O, NaloHOCETPOH, MAHTOTEHOBYIO KHCIIOTY,
NMAaHTOWJIJIAKTOH, MAPOKCETUH, NMEMOJIMH, MEHIUKIOBUD, NCHUIIWUIAMUH, NCHULULIUHBI,
MEHTA30LWH, MeHTO0apOuTajI, MEHTOCTATHH, MEHTOKCU(DIUIHH, TePronI, IEPHHIOTPHL,

nepMeTpuH, (QEHUUKIUIVH, (eHensuH, (eHupamuH, ¢QeHmerpasus, (eHobapOuran,
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denon, Qenokcubenzamun, ¢eHronamus, GeHWOpPUH,  PEHUIPONAHOIAMUH,
denuronH, GU3OCTUTMIH, MUITOKAPIINH, TUMO3UA, MUHAOION, MUOTIUTA30H, THIAMAa3HH,
MUIEPOHUIOYTOKCU A,  NHPEH3ENuH, NOAOPHIOKC, MOAODUIIMH,  MPAMHUIIEKCOI,
NPaMOKCHH, IIPA303HH, NMPEIHU30H, NPEHAITEPON], NPWIOKAWH, IMPOKAUHAMUJ, NPOKAWH,
npokap0asuH, MPOMAa3WH, MPOMETA3HH, MNPOMETa3MHa MNPOMHOHAT, mponadeHoH,
NpOnOKCH(EH, NPOmaHOoIoNa, MPONMITHOYPALI, NPOTPUNTHIMH, ICEBI0d(DEepUH,
NUPETPUH, TMUPWIAMHH, MHPUMETAMUH, KBETHANWH, XWHANPWJ, XWHETA30H, XUHUIWH,
XMHYPUCTHH, pabenpasos, pe3epnuH, pe3OpUdH, pPeTHHAIb, 13-yuC-pEeTHHOEBY IO
KUCJIOTYy, PpETHHOEBYID KHCIOTY, PETHHOJN, pPETHHWIALETAT, PETHHIWINAIbMUTAT,
pubaBupuH, pUOOHOBYK) KHCIOTY, pHOOHONAKTOH, pudaMnuH, pudaneHTuH,
pudaKkCHMUH, PUIYy30J, PUMAHTAINH, PH3EIPOHOBYIO KUCIOTY, PUCIEPUIOH, PUTOAPHH,
PUBACTHUTMUH, DPHU3ATPUNTAH, PONMHHUPOJ, POMHUBAKAWH, CATHLMIAMHUI, CATHIHUIOBYIO
KUCIIOTY, CaIMETepoJ], CKOMOIAMHUH, CENErWIuH, CylabQua CeneHa, CepOTOHHUH,
CepPTUHJOM, CepTpaTHH, CHOYTpPaMUH, CHIASHA(DHI, COTAION, CTPENTOMHLH, CTPUXHUH,
CYJIKOHA30.1, cyabpabens, cyabphabenzamun, CyabhadpoMMeTasuH, CyJabdaleraMun,
Cy b axIopIUPHUIA3HH, cyabdanuTus, cynbhannasux, cy1b(haTMMETOKCHH,
cyabdazokcuH, cyasdaryaHon, cyasdaneH, cyabdamernson, cynbpamerokcazosn,
cynedhaHunamMua, cyasbanupasuH, cyibGamupuanH, cyibdacanasuH, cyabhazoMuson,
cyabdarnazon, cyabhu30Kkcaszon, Taganadui, TaMCyJI03MH, BUHHYIO KHCIOTY, Ta3apoTeH,
Teracepos, TETUTPOMHUIMH, TEIMHCAPTaH, TeMo30JoMuI, (eHodoBHpa IH3OMPOKCHII,
Tepazo3nH, TepOmHaduH, TepOyTanMH, TEpKOHA301, TepdeHamuH, TeTPaKauH,
TETPALMKINH, TETPAAPO30IHH, TeoOpoMuH, TeohwnH, THAaOeHIAa30J, THOPHIA3HH,
THOTUKCEH, THUMOJ, THaraOWH, TUMOJOJ, THHHAA30JI, THOKOHA30j1, TupodudaH,
TU3AHUAWH, TOOPAMHIIMH, TOKAUHU, TOJA30JUH, TOJOyTamMu1, ToaHa(TaT, TONTEPOANH,
TPaMaaoJ, TPAHWILUIPOMHH, TPA30JOH, TPHAMIMHOIOHA AUETOHWA, TPUAMLIMHOIOHA
JMANETaT, TPUAMIMHOJIOHA TeKCAeTOHHJ, TPHAMTEPEH, TpUa3ojdaM, TPHKIO3aH,
Tpu(IynpOMa3uH, TPUMETONPUM, TPUMHIPAMUH, TPHUMETEHHAMUH, TPUIPOIUIUH,
TPOMETAMUH, TPOMNOBYK KHCJIIOTY, THUHPAMUH, YHACHWICHOBYIO KHCJIOTY, MOUCBUHY,
YPOKAaHHHOBYO KHCJIOTY, YPCOIUOI, BapaeHadu, BeHnadgakCchH, BepanamMui, BUTaMUH E-
anmeTar, BOPHKOHA30j, BapdapwH, KCaHTHH, 3adupiIyKacT, 3al1elUIOH, HUHK-IHPHTHOH,

SUMNIPACUOOH, 3OJIMUTPHUIITAH U 30JIIMAIACM.

[00143] AzenmamHOBass ~ KHCIOTa  mpeacrasisier  coboii  mpupoaHyIO
IUKapOOHOBYIO KUCIOTY. A3ENanHOBasl KHCIOTa crocoOHa mHrubmposarb cunTe3d JJHK

KEPpaTUHOLIUTOB U SIBJISICTCSI KOMGI[OHOJ'II/ITI/I‘ICCKOI\/'I. A3zenanHOBasl KHMCJIOTa OKAa3bIBAET
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JI0303aBUCUMOE aHTUOAKTepuaabHOe neiicTBue Ha S. epidermidis u P. acnes. B Oonee

BBICOKHX KOHICHTpAIMsIX a3/ IanHOBAsA KHCI0TAa MOKET BEISBIBATE JKIXKCHHUC.

[00144] Tpuxmosan mnpeacraBisier co0oif aHTHOAKTEpHABLHBIM  AreHT,
COJIEPIKALIUICS B Psiie XO3IMCTBEHHBIX TOBAPOB, TAKUX KAK KPEMbI NEPBOM IOMOIIH,
OTOJIACKMBATENH JUISl TOJOCTH PTa, AE30J0PAHTHL, 3yOHBIE MACTBL, MBUIA JISI PYK H
ounniaronte cpexncrea 1 ymbeBaHusi (Clearsil). Tpukiozan ycTpaHsieT CKOILIEHUS
OakTepuii U3 MOBEPXHOCTHOrO CI0s KOXH. OCHOBHBIM MPEUMYINECTBOM TPUKIO3aHA
SIBIISIETCSl €r0 CIIOCOOHOCTh OCTaBAaThCSI HA KOXKE B TEUEHHWE INTENbHBIX IEPUOJOB
BpeMeHH. TpHKJIO3aH MajIopacTBOPHM B BOJE M HMEET MPOAOIKUTEIBPHOE BpeMs
Pa3NOXKEeHUsl, YTO TO3BOJIIET €My OCTaBaTbCsd HAa KOXe W MpOAOUKATH pa3pyLIaTh
Oakrepuu mocie ymbIBaHus. UpesMepHOe UCTONB30BaHUE MOXKET MPUBOJHUTE K PA3BHTHIO
HOBBIX IITAMMOB OakTepuii, YCTOMUMBBIX K AHTUOMOTHMKAM, M MOXKET MPEICTaBISThH
OIMaCHOCThL Uil OKpyxKawmeii cpensl. Tpukio3aH siBiasercss HauOomee d(P(HEKTUBHBIM B
COYETAaHWH C TPOAYKTAMH, COAEPKAIIMMHU TMepeKich OeH30WIa WM CATHUIHIOBYIO
KUCIOTY. TpUKIO3aH MOXET BBICTYHArb B Ka4deCTBE 3alUTHOIO AareHTa, KOTOPBIA

YBEIUYHBALT IPONOJLKATENEHOCTD U 3()(DEKTHBHOCTD APYTHX c1OCOOOB JICUSHHUS aKHE.

[00145] Anbha-rTuIPOKCHKUCTOTEI (ATK) JEHCTBYIOT Iy TeM
NPEeIOTBpAILEHHS] PIIHIAHUS KIETOK APYT K ApyTy Ha noBepxHoctu koxu. AKI moryr
BBI3BIBATH IIEyIICHHE U OCHINIAHNE BEPXHErO CII0SI KOXKH, 0CBOOO0KAasi HOBYIO U INIAAKY O
koxy mox HuM. AKID siBasrorcst 3 GeKTHBHBIME IPU yCTPAHEHUH NMPoOiIeM KOXKH, TaKHUX
KaK 3K3eMa, ICOPHa3, aKHe U BO3PACTHBIE MSITHA; a TAKKE MOMOTAI0T CTHMYJIHPOBATH POCT
KoutareHa B kiaerkax. OZHUM u3 OCHOBHBIX moOouHBIX d(dextoB AKI sBisorcs
YBEJIUYECHHE UyBCTBUTEIBLHOCTH K CONHEYHBIM JydaM OOpaOOTaHHBIX YUYACTKOB KOXKH.
AKI' MOryT BBI3BIBATH Pa3IpakKeHUE, NMOKPACHEHHE, 3y WIN JKKEHHE KOXKH U HHOIAA

MOTYT MPUBOIUTE K 00pa30BaHUIO PyOIIOB HA CMYTJION KOXKe

[00146] Omnoit u3 AI'K, npuBeaeHHOIl B KauecTBe NpUMEpPA, SIBISIETCS
TJMKOJeBas Kuciora. [JIMKoneBas KHCIOTa oOnamaeT MPeBOCXOOHOM CIOCOOHOCTBIO
NPOHUKATE B  KOXY. [7UKOnmeBass KUCIOTa YMEHBbINAeT MOPIUUHBL,  pyOLEL
TUIEPIIUTMEHTALIUI0 U MHOTHE Jpyrue 3a00JEBaHUS KOXKHW, TAKAE KaK AKTHHHYECKHI
Keparos, THIIEpKeparo3, ceOopeiliHblii KepaTo3, M MOKET OBITh HCIOIb30BAHA IS
yJIydIIEHHs] BHEIIIHETO BHAA M TEKCTYPbI KOKH. [ TMKOJIeBasi KUCIOTa B3aMMOIENCTBYET C
BEPXHUM CJI0E€M JIUAepMHCa, OCIalssisi CBS3BIBAIOIIUME CBOMCTBA JIMMUIOB, KOTOPBIE

YACPKUBAKOT BMECTC MEPTBBIC KJIICTKU KOXH. C4\) MPUBOAUT K OTCIAUBaHUIO POroOBOI0
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CJI0sI | OCBO60)K,E[GHI/IIO JKUBBIX KJIETOK KOXH. I'JTHKOJIeBas KHCIOTa MOMKET SBJISATHCS

pazapakuTENeM KOXKH.

[00147] Hpyroii AI'K sgBasercs MuHzambHas Kuciaota. MuHganbHAsS
KuCa0Ta OOMamaer aHTHOAKTEPUANBHBIMH CBONCTBAMH M HCIIOJNB3YETCS B KAuECTBE

aJbTEPHATUBBI TJIMKOJIEBOW KHUCIOTHI MPH YXO/I€ 3a KOKEH.

[00148] Bera-ruapoxcukucnorel (BI'K) sBISIOTCS MacinopacTBOPUMBIMH.
CootrsercreenHo, BI'K ouenp Xopo1mo ycTpaHsoT Oenyio U YepHy 10 YIPEBYIO ChIIb ITyTEM
IPOHHKHOBEHHSI BHYTpPb TIOP, KOTOPBIE 3a0UTHI KOKHBIM CAIOM M CKOILIEHHEM MEPTBBIX
kiaerok. BI'K sBasroTcss MOIIHBIM SKC(HOIMAHTOM, KOTOPBIH pazpylliaeT 3aKyMmOpKH B
nopax u cmocobeH mNpoHMKATb B HHQUIMPOBAaHHBIE MOpBHI CiIyOxke, deM aibda-
THAPOKCUKHCIOTHL. braromapss mpotuBoBocmanurensHoMy neiictsuro BI'K obmanaer
MOHIKCHHBIM PUCKOM BO3HUKHOBEHHUSI KOXHBIX paszapaxkeHuil. BI'K moxer cHuxarb
o0pazoBaHue TSITEH HA KOXKe, MOBPEXKIEHHON COTHLIEM. Bo3MokHbIe TOGOUHBIE S EeKThI
BI'K Brumrouarot 3y, O0JieBbIe OIIYIIEHUs, *IKEHHEe U MOKpacHeHue. Puck oOpazoBaHus

pyOIIOB BBIIE JIST JIIOAEH CO CMYTIION KOMKEH.

[00149] Omnoit w3 BI'K, mpuBeneHHOIl B KauecTBE MNpUMEpPA, SBISETCS
cannuuioBast kucnora. CamuuuioBast KHCIOTa sBISIETCS 3((GEKTHBHOW 11l Y MEHBIISHHS
WIM YCTPaHEHHST MO30Jeli, SK3eMbl, IICOpUa3a, KOXHBIX HAPOCTOB W MNEPXOTH.
CamunuioBasl KHCI0TA JSHCTBYeT IlyTeM COACHCTBHSI LIEIYIISHHIO ITOBPEXKIEHHBIX
KIIETOK KOXH MU POCTY HOBBIX KIICTOK. Ona NMOAACPKUBACT MOPBI B YUCTOM COCTOSIHUMU,
TakuM 00pa3oM, MUHHUMH3HPYsS 3aCOPEHHE W AaKTHBHO YCTpaHsisi Bce (OpMBI aKHe.
CamumuiaoBasl KHCIOTa OTCIAMBAET CyXHE M IOBPEXKAEHHbIE YYACTKH KOXHU IIyTEM
pasmsirueHust Oenka smuaepmuca, keparmHa. OHa OCTaeTcsl Ha TMOBEPXHOCTH KOXKH
JOCTAaTOYHO JOJr0 AJsl ycnemHoi o0padorku mop. Camuiuiosast KucioTa Oe3onacHa Ajist
Yy BCTBUTEIBHON KOKH M 00NIa1aeT He3HAYUTEIbHBIME MOOOUHBIMH 3] dexramu, BKIIOUast

CYXOCTB, JICTKOEC OIIYICHUE HOKCHUS, TOKPACHCHUE U STy HICHUE.

[00150] B 10 Bpems xak AI'K mpencraBnsiioT co0oif MONEKYIbI B BHIE
OJHOIM HUTH, YTO MO3BOJsIET OBICTPO MPOHUKATH B KOXY; MOMUruApokcukucaotsl (ITFK)
MPEICTaBISIOT COO0M MOJIEKYIBI B BHUIE HECKOJBKHX HHTEM (1 OONBIIEro pasMepa), uro
3amennsieT npoHukHoBeHue B kKoxky. [II'K azcopOupyroTcst ¢ MeHbIIel CKOPOCTBIO, UTO
yMeHbIIaeT no6ouHbIe 3 eKThl, Takne Kak xokenne win pasapaxenne. [ITK cunratorcs

cienyromuM mokoideHueM AIK, mockonbky OHH MOryT OBITE NPUPOIHBIMH H
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HeTokcHIHBIMU. [II'K MOTyT peryimpoBaTh KepaTHHHU3ALUIO U PA3BUTHE KIIETOK BEPXHETO
CJIOSI KOKH, & TAKKe HOPMAIHU3YIOT MPOLECC OTCIOEHUS POTOBOTO CIIOSI H €r0 TOIIIVHY.
Msirkoe MeCTHOE MPOHHUKHOBEHHME CHHJKAET 4yBCTBUTEIBHOCTE M auckompoprt. IMTK,
NMPUBCACHHBIC B KauECTBC IIPpUMEpaA, BKIHOYAKT, HO HE OIpaHUYUBAIOTCI HMU,

.]'Ia.KTO6I/IOHOBy10 KHCJIOTY, TAJIaKTO3Y U INTIOKOHOBY IO KHUCJIOTY .

[00151] JlakToOnoHOBast kuciaoTa npeacrasisier codoii II'K, monyuennyo
U3 JIAKTO3BI KOPOBBETO MOIOKA (TITIOKOHOMAKTOH + rajakro3a). OHa MpeBOCXOUT APyTHE
VBIAKHUATETH, TAKAE KaK TITHIEPHH, COPOUT U TIIMKONEBast KMCIOTa, Oaroaaps HaTuIuio
BOCBMH THAPOKCHUIILHBIX TPYII, KOTOPHIE CBS3BIBAIOT OOJbIIEe KOTHMIECTBO BOJBL
JlakToOrOHOBAST KMCI0TA 00JIa1aeT AHTHOKCHIAHTHBIMHE CBOMCTBAMH, 00ECIIEUHB A0 IIUMU
OnmokupoBaHue CBOOOAHBIX PATUKATOB KHUCIOPOAa, OOpasyIOIMUXCS B PE3yJbTare
MOBpEXKAeHUST TKaHel. JlakroOuoHOBash KHCI0TAa 00pasyer releByl0 INIEHKY, KOTopas
CBSI3BIBAETCS C KOXKei, uro oOecreuwBaeT OOJEYTONSIONIEE U JIeUeOHOE ISHCTBHE H
MOBBLINIAET  yBJIaKHeHWe W HaOyxanue. JlakroOmoHOBas — kuciaota  obnangaer

MMPOTUBOBO3PACTHBIM ﬂeﬁCTBHeM, 0COOEHHO B OTHOILIEHUH ‘-IYBCTBI/ITCJ'II:HOI\/'I KOXH.

[00152] lanakro3a mpeacrasisier coboi INT'K, sBISFOIIYIOCS XUMHUYECKH
HelitpanbHoit. ["anakTo3a CrmocoOCTBYET 3KUBICHHUIO PaH W CUHTE3y OenkoB. I ajgakTosy
UCTOJB3YIOT B CHHTE3€ KOJUTareHa W MHUTPALUU KJIETOK, KOTOPBIE CIOCOOHBI YTy UIIUTh

SKUBJICHUE PaH.

[00153] I'miokonoBast kuciaora coboit III'K, koropas, kak H3BECTHO,

o0ecrieunBaeT ONarompusiTHOE NEHCBYE HA KOXKY.

[00154] VCeTaHOBAEHO, UYTO  ajamajeH  moBbimiaer  3(PPEeKTHBHOCTH
KJIMHIAMULMHA, TIPEMEHsieMoro MecTHO. HaHneceHue anananeHa B popme rens Ha KOXKY 3a
3-5 MHUHYT 10 HAHECEHUs KIMHAAMUIMHA YCHJIMBAST MPOHUKHOBEHHE KIWHIAMHUIIMHA
yepe3 KOXY. AganajeH oOnagaeT OTHIETYIIMBAIOIAM W MPOTHBOCHATUTETEHBIM
neiictBueM. Agjamaied MoOxeT ObiTh Oonee 3(h(EKTUBHBIM IPH JIEUEHHH AaKHE I10

CPaBHEHUIO C TpeTHHOHHOM B popme 0,025% remst.

[00155] Komnosuumu s JUYHOM TUTHEHBI COMVIACHO HACTOSIIEMY
U300pETEeHNI0 MOTYT JOMOJHHUTENBHO COAepKaTh OMUH WU 00jiee JOMOJHUTENbHBIX
KOMITOHEHTOB, IPUMEHSIEMBIX B CPEACTBAX AT YXOJa 3a BOJOCAMH WJIHM CPEACTBAX IS

JUYHOU THTHEHBI npu yCJIOBUH, UYTO AJONIOJTHUTCIBHBIC KOMIIOHEHTHI SIBJISIFOTCS q)HSI/IquKI/I
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U XUMHYECKH COBMECTUMBIMU C OCHOBHBIMU KOMITOHEHTAMH, OMMMCAHHBIMU B HACTOSILEM
JOKYMEHTE, WIN He yXyALAT CTa0MIBbHOCTh, 3CTETHYSCKUH BHUJ M KaUeCTBO CPEACTBA.
HWnnuBuayanbHble KOHLEHTPALMM TAaKUX JOIOJHUTENBHBIX KOMIIOHEHTOB MOTYT
HaxoauTeCs B auanazoHe oT mnpumepHo 0,001% nxo npumepro 10% mo wmacce

KOMITO3HUIIUH.

[00156] Heorpannuuparomye npuMepbl J0NOJIHUTENbHBIX KOMIIOHEHTOB AJIsI
MPUMEHEHHSI B KOMIIO3ULIMK BKJIOYAKOT CPEACTBA, CIOCOOCTBYIOIIUE OCAXKIASHHIO,
KaruOHHBIC TMIOJIUMEPBI, HEHOHOTEHHBIC IOJUMEpPhl, AUCIEPTUPOBAHHBIC YACTHIIBL,
KOHIUIMOHEPH! (CHIMKOHBI W OPraHWuYecKWe OUHINAKOIINE MAacia), YBIAKHHUTENH,
CYCIICHAUPYIOIMUE arcHThl, AJOIMOJHUTC/IBHBIC AKTUBHBIC AarcHThl IIPOTHUB IIEPXOTH,
MOTU(PUKATOPBI BSI3KOCTH, KPACUTENH, HENETYYHe PACTBOPUTENH WX pa30aBUTEIH
(pacTBOpUMBIE B BOJE W HE pacTBOpPUMBIE B BOJE), MEpPIaMyTpPOBbIe a00aBKH,
NeHoo0pa3oBaTeNld,  JOMOJNHHUTENbHbIE  MOBEPXHOCTHO-AaKTUBHBIE  BEIIECTBA WM
HEUOHOI'CHHBIC BTOPUYHBIC ITOBEPXHOCTHO-aKTUBHBIE BEIICCTBA, CpeacrBa MPOTHUB
NEeAUKYJIe3a, PeryysTopsl pH, OTAyIIKH, KOHCEPBAHTHI, XENATHPYIOIIHE areHTHl, ONlKH,
areHThbl, JACUCTBYIOIIME HA KOXKY, COJHIE3AIIUTHBIE CPEeACTBa, noraoturenun Y d-
U3MYYEHUs], BUTAMUHBL, AHTHOKCHAAHTHI, KOHCEPBUPYIOILIUE CPEICTBA, HAMOJIHUTENH,
MMOBEPXHOCTHO-AKTUBHBIC BCUICCTBA, COMTHUEC3AIMTHBIC CPEACTBA IMPOTUB y(D-I/IBJ'IYIIEHI/ISI
A wumu Y®-uzgyuenuss B, apomaruzaropbl, 3aryCTUTENIH, CMAYMBAIOIIUE AareHTHI,
AQHWOHHBIE  TIOJIMMEPBI, HEWOHOTEHHBIE  MOJUMEpPHL,  aM(pOTEPHBIE  MOJIUMEPHI,
CTabHMIH3aTOPBI BSI3KOCTH/TIEHBI, oTaNecupy OIIHe/ TIepiaMy TPOBBIE J00aBKH,
KOMILTIEKCOOOpasy IOLHe areHThl, CTabWIN3HPYIOIIHE areHThl, KOHIUIIMOHEPHI JJIST BOJIOC,
VBJIAKHUTENH, AHTUCTATUYECKUE areHThl, aHTu(pu3bl, Oy(epHble areHThl, KPACHTENU H
MUTMEHTBL. Takue BCIIOMOTraTelbHBIC BEIIECTBA XOPOLIO H3BECTHBI B KOCMETHUECKOI
o0acTh M ONHCaHbl BO MHOTHX NyOnuMKaunusx, cM., Hampumep, Harry's Book of

Cosmeticology, 8th edition, Martin Rieger, ed., Chemical Publishing, New York (2000).

[00157] Komnosuumu a8 JUYHOM TUIMEHBl COMVIACHO HACTOSILEMY
N300pEeTEeHNIO MOTYT COAEpKaTh CPeiacTBa, cmocobcTByromue ocaxaeHnioo. Cpencrsa,
CIOCOOCTBYIOLIHE OCAKASHUIO, T00aBISIOT sl 3P (HEeKTUBHOTO YBETMUSHHs OCAKIESHUS
KOMIIOHEHTOB KOMIO3WIMN st JWU4HOM ruruensl.  Cpeactsa, CrnoOCOOCTBYIOIIUE
OCQXKISHUIO, MOTYT COAEPKaTh JTIOOBIE MaTepHajbl, KOTOPbIe CIIOCOOHBI YBEINYMBATH
OCaKIEeHNEe KOMIIOHEHTOB KOMITO3UIHUH ISl TUYHON TMTHEeHBI HA BOJIOCHI, KOXKY T'OJIOBBI U

tena. [IpeanouTHTeIbHO, CPEACTBA, CIOCOOCTBYIOIIE OCAKACHUIO, IPEICTABISIIOT COOO0i
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KaTHOHHble monuMepbl. KOHLEHTpauuu CpencTs, CHOCOOCTBYIOIIMX OCLKIACHUIO, B
KOMITO3ULUSIX AJIsl JUYHOH TMIMeHBl XOCTarouHble il 3((EeKTHBHOTO YBEIMUESHHUS
OCaKJIEHUSI KOMIIOHEHTOB OOBIYHO HAXOMSITCS B auamnazone ot mpumepHo 0,05% mo
npumepHo 5%, mpeamouyTHTensHo, oT npumepHo 0,075% mo mpumepHo 2,5%, Oonee
npeanoyTuTensbHo, or npumepHo 0,1% po mpumepno 1,0%, mo macce KOMIO3ULMM AT

JIMYHOU I'MTHEeHbI.

[00158] KoMmo3umuu  COTIacCHO  HACTOSIIIEMY  M300PETEHHI0  MOTYT
cojep:arhb KaTHOHHBIN noiumep. KOHLEHTpaluy KaTHOHHOTO MOJUMEPA B KOMITO3ULIIH
OOBIYHO HAXOAUTCS B guamasoHe oT mnpuMmepHo 0,05% 10 mnpumepHo 3%,
OpeAnouTuTensbHo, ot mpuMepHo 0,075% mo mpumepno 2,0%, Goee MpeANOYTHTENLHO,
ot mpumepao 0,1% mo mpumepro 1,0%, mo macce xommozunmu. [IpeamouTuresnsHbIe
KATUOHHBIE IOJUMEPHl UMEIT IUIOTHOCTh KATHOHHOTO 3apsiia MO MEHBIIeH Mepe
npumepHo 0,9 MOKB/T, MpemnoOYTUTENHHO, O MeHbIIel Mepe mpuMepHO 1,2 MOKB/T,
Oonee MpEANMOYTHTENBFHO, O MeHbINEH Mepe mnpuMepHo 1,5 MOKB/T, a TaKKe,
NPEANOYTHTENBEHO, MEHee, YeM NpuMepHO 7 MOKB/T, 0ojee MpeAmouTHTENbHO, MEHee,
yeM npuMepHo S5 MOKB/T. pH KoMmo3unuu, HpeanojaraeMoil K NPHUMEHEHUIO, Kak
MpaBWIO, HAXOAWUTCS B auanazoHe oT npumepHo pH 3 mo npumepno pH 9,
MpeanoUYTHTENRHO, OT mpuMepHo pH 4 no mpumepro pH 8. CpexHsist MonekyisipHast Macca
TAKUX MOIXOASIINX KATHOHHBIX HOJTUMEPOB OOBIYHO HAXOIUTCS Mexay mpumepHo 10000
u 10 MWIIMOHAMH, NPEANOYTUTENBHO, Mexay mnpumepHo 50000 u npumepHo 5
MIJUTHOHAMH, Oo0Jiee TPEANOUTHTENLHO, Mexay mnpumepHo 100000 u npumepHo 3

MUWJITTHOHAMMH.

[00159] [Toaxoasmme KarMOHHBIE TMOJAMMEpPHl AJsi TNPUMEHEHUS B
KOMIIO3HMLHUSX COTJIAaCHO HACTOSIIEMY H300PETEHHIO COAEpsKAT (PparMeHThl, COAEPKAILIHE
KaTHUOHHBINA aTOM a30Ta, TAKUEC KaKk (bpaFMeHTI:I YCTBCPTUYHOI'O aMMOHUS WJIW KaTUOHHBIC
MPOTOHUPOBaHHBIE (pparmMeHThl aMuHOB. KaTHOHHBIE TPOTOHMPOBAHHBIE AMUHBI MOTYT
SIBIISITHCSl TIEPBUYHBIMH, BTOPUYHBIMH WM TPETUYHBIMH aMUHAMH (IIPEAMOYTHUTETBHO,
BTOPUYHBIMH HJIM TPETUUYHBIMH) B 3aBUCHMOCTH OT KOHKPETHBIX BHUIOB KOMIIO3HIIMU H
BeIOpanHoro pH. B coueraHun ¢ KaTHOHHBIMH MOJMMEPAMH MOXHO MPUMEHSTH JTIOObIe
AHUOHHBIE TPOTUBOUOHBI MPH YCIOBUH, YTO COXPAHEHUS MOJIUMEPAMU PACTBOPUMOCTH B
BOJE, B KOMITO3HIIUH WIH B KOAIEpBAaTHON (pa3e KOMITO3HUIIMH, a TAKXKE MPH yCIOBHH, UTO
MPOTHBOUOHBI SIBIISIIOTCS (DM3HMYECKH W XMMHYECKH COBMECTHMBIMH C OCHOBHBIMH

KOMIIOHCHTAMU KOMITOZUIIUHU WJIN HE YXY AIAIOT Ka4€CTBO, CTa0UIBLHOCTE U DCTETHUECKUM
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BUI CpPECACTBA. HeOFpaHI/IU[I/IBaIOH_II/Ie NPUMEPBI TAKUX IMPOTUBOUOHOB BKITHOYAKOT T'dJIUAbI

(mampumep, xyopua, Gropua, OpoOMHI, HOAHL), CYIb(PAT U METHIICY Ib]AT.

[00160] Heorpannuupamoinyue NpuMepbl KATHOHHBIX MOJIUMEPOB OMHCAHBI B
cnpaBouyHuke kocmernueckux uHrpeaueHtos CTFA (Cosmetic Toiletries and Fragrance
Association — Acconpaiuu mo nap(roMepHO-KOCMETHUYECKMM TOBapaM H Iy IIHCTHIM
Bemiectsam), 3rd edition, edited by Estrin, Crosley, and Haynes, (The Cosmetic, Toiletry,
and Fragrance Association, Inc., Washington, D.C. (1982)).

[00161] Heorpannunsaromue MIPUMEPHI IO AXOSIIIHAX KaTHOHHBIX
IMOJIUMEPOB BKJIHOUAKOT COITOJIMMEPEI BHHHUJIOBBIX MOHOMEPOB, CoAeCpKalInux
q)YHK]_[I/IOHa.]'II:HI:Ie rpynnbl KATHOHHBIX NPOTOHUPOBAHHBIX AMHWHOB WJIN YCTBCPTUUHOIO
AMMOHUSI, C PACTBOPUMBIMU B BOJIE CIICHCEPHBIMA MOHOMEPAMHU, TAKUMHU KaK aKpUJIaMUJ,
METAKPIWIAMUJ, AIKWI- U AUATKWIAKPWIAMUABL, AIKWI- U JAHATKAIMETAKPUIAMUIBL,

ATKWIaKpUWIarT, ATKWIMETAKpUWIaT, BUHUWIKAIIPOJIAKTOH WX BUHUIIIAPPOIUIAOH.

[00162] MoHOMEpEl ~ KATHOHHBIX  NPOTOHHUPOBAHHBIX ~ AMUHOB WU
YETBEPTUYHOIO AMMOHUS, NOAXOISIIME JJIsl BKJIIOUEHUS B KATUOHHBIE IIOJIUMEPHI
KOMITO3UILINH, OIMCAHHOH B HACTOSAMEM JOKYMEHTE, BKIIIOYAIOT BUHUJIBHBIC COCTUHCHUS,
3aMEIIEHHbIE  JIUATKHJIAMUHOAIKWIAKPUIATOM,  JUATKAIAMUHOAIKAIMETAKPUIATOM,
MOHOUIKUIAMHUHOAIKAIAKPUIATOM, MOHOAIKAIAMUHOAIKWIMETAKPUIATOM,
TPUATKAIMETAKPIIOKCHAIKAIBHON  COMBIO  aMMOHHS, TPHUANKIJIAKPHIOKCHATKHIBHON
COJIBKO aMMOHUS, AUAUIUJIBHBIMU COJISIMA YETBEPTHYHOIO AMMOHHUSI W BUHWUIBHBIMU
MOHOMEpaMH UETBEPTHUHOIO AaMMOHHS, COACPXKAIMMMH KOJbLA C KOJbLEBLIMU
KaTHOHHBIMHM aTOMaMH a30Ta, TAKUE KAK MUPUIUHUN, UMUIA30IMH U KBATEPHU30BAHHBII
MUPPOINAOH, HAOpUMEp, COMM AIKWIBHHWIAMHA3OMHUS, AIKWIBUHHINUPUINHUAL,

ATKWJIBUHWINUPPOIUIOHA.

[00163] Hpyrue moaxoasinue KaTHOHHBIE IMOJUMEpBI IS TMPUMEHEHHUS! B
KOMIIO3HMLHUSX BKJIIOYAIOT COMOJIUMEPBI |-BUHHI-2-TUPPOIMIAOHA WU COJMH  |-BHHMI-3-
METWJIUMHUIA30/Ms  (Hampumep, Xjaopuaa) (Ha3bIBaeMble B MPOMBIILIEHHOCTH
accorpanedi mo mapPrOMEPHO-KOCMETHUSCKAM TOBAapaM M JYIINCTHIM BEIISCTBAM,
“CTFA”, nmnonukBarepuuyM  16);  comomumepsl  |-BHHWI-2-IUPPOJIHIOHA |
JAMETUIaMUHOI THJIMETaKpUIaTa (HazpBacMbBIE B MIPOMBILLIEHHOCTH CTFA
MOJIUKBATEPHUY M 11); momumepsl, coacpKalMe  KATHOHHBIA  TUALTHIBHBIN

YETBEPTUYHBIN AMMOHHH, BKJTIOYAs, HanpuMmep, TOMOITOJIUMED
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JUMETHII THAUTHIAMMOHUMXIOpU A, COTIOTMMEPHI aKpuiamMuia 5
IUMETHILIHALTIIAMMOHANXIOpAa  (HaseBaemble B mpowmbiinieHHoctn  CTFA
MOJIUKBATEPHUYM 6 U MOJHKBATEPHUYM 7, COOTBETCTBEHHO), aM(pOTEPHBIE COMOTUMEPDI
AKPUIOBOMI KHUCJIOTEI, BKJIFOYast COITOJTUMEDPEI AKpUIOBOU KHCJIOTBI 5
JUMETWIANATIIAMMOHUNXIOpUAa  (HaseBaemble B mpowbiipieHHoctn  CTFA
MOJIMKBATEPHUY M 22), TEPIOIUMEPHI aKpUIIOBOH KHUCJIOTBI c
AMETHTANAJUTHIAMMOHUAXTIOPAIOM U aKpHUIaMUAOM (Ha3bIBaeMbIe B MPOMBIILIEHHOCTH
CTFA  nonukBarepHuyM 39) W TepmoauMepbl  aKpWIOBOW  KHUCIOTBI €
METAKPUIAMHIOTPOMMITPHMETHIAMMOHHIXIOPUOM H METUIAKPUIATOM (Ha3bIBAEMbBIE B

npomeiienHocTH CTF A monmuksarepamyM 47).

[00164] Hdpyrue moaxonsinue KaTHOHHBIE MOJMMEphbl IS MPUMEHEHHUs B
KOMITO3ULHUSIX BKJIIOYAIOT TMOTHUCAXAPUIHBIE TMOJUMEpBL, TaKHEe KaK KaTUOHHBIC
MPOU3BOHBIE MEJIIJI03bI U KaTHOHHBIE MPOM3BOJHBIE Kpaxmana. [IpeamodtrurenbHbIe
KaTHOHHBIE TTOJTIMEPBI LEJUTIONIO3EI MPEACTABIISIOT co0oif COTH
THAPOKCHUATIIILEIUTIONO3b], MPOpPEearupoBaBIIield ¢  TPUMETHIAMMOHHUH-3aMEIIeHHBIM
snmokcuaoM, obOo3Hauaembix B mpombinuieHHOCTH (CTFA) kaxk mojmksarepHuit 10 u
npousBoauMeix Amerchol Corp. (Edison, N.J., USA) B cepusix nonumepos Polymer LR,
JR u KG. Jlpyrue moaxodsiiue THUIMBI KATHOHHBIX MOJMMEPOB LELTI0I03bI BKIIOUAIOT
MOJIUMEPHBIE  COJHM  YETBEPTHYHOIO  aMMOHHS W THAPOKCHUITWILIEUTIONIO3EL,
MpopearupoBaBLIeit c Jay pUWILANMETUIAMMOHU-3aMEIeHHBIM 3MOKCHIOM,
obo3nauaemeie B mpombiiieHHocTH (CTFA) kak monukearepumii 24. Takue marepHaisl

npomseoasrcs Amerchol Corp. mon Troproeoii mapkoit Polymer LM-200.

[00165] Jpyrue noaxonsmue KaTHOHHBIE MOJIMMEPB] BKIOUYAKOT KATUOHHBIE
MPOU3BOAHBIE T'yapOBOM KaMenW, Takhe KaK XJIOPUJ TyapruApOKCHNPONHITPUMOHUS,
KOHKpETHbIE NMPUMEPbI KOTOPBIX BIJIIOUAOT COEAWHEHMsI cepuil Jaguar, BhINycCKaeMble
Rhone-Poulenc Incorporated n cepuii N-Hance, Bbmmyckaemble Aqualon Division of
Hercules, Inc. [Ipyrue moaxozsiye KaTHOHHbBIE ITOJUMEPBI BKIIOUAOT CIOKHBIE 3PHUPHI
LEJTION03bI, COAEPIKAINE YETBEPTHUHBIN a30T, HEKOTOPBIE MPHUMEPBl KOTOPBIX OMHCAHBI
B marente CIIIA Ne 3962418. Jlpyrue moaxomsiie KaTHOHHBIC MOJUMEPHI BKIIOUYAIOT
CONOJIMMEPHI STEPUPUIHPOBAHHON LEJUTIONO3bL, Iyapa U KpaxMala, HEKOTOPbIe PHUMEPhI
KOTOpBIX omucansl B mareHTe CIITA Ne 3958581. KaTnoHHBIE MOTUMEDEL, ONMCAHHBIE B
HACTOSIIEM AOKYMEHTE, SIBJISIFOTCS PACTBOPUMBIMH B KOMIIO3ULUM HJIH B KOMIUIEKCHOU

KoarepBaTHol (paze B KOMIO3MIMK, 00Pa30BAHHONW KATUOHHBIM MOIMMEPOM H aHHOHHBIM,
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an)OTepHI:IM H/Wn OBUTTCPUOHHBIM MOBEPXHOCTHO-AKTUBHBIM BEIIECTBOM, OIMUCAHHBIM
B HACTOSIIIEM OOKYMCHTC BBIIIC. KomiutexcHbie KoaepBarbl KaruOHHOI'O IIOJHUMEpa

TaKKe MOTYT ObITh 00Pa30BaHbI C APYTHMH 3apsDKEHHBIME MaTepHajaMy B KOMIIO3UIIHH.

[00166] TMonMuaTKUIEHTTUKOMA ¢ MOJEKYJISIPHON Maccod Oomblne, ueMm
npumepHo 1000, SBASIOTCS MOAXOASIIMMHA ISl MPUMEHEHHS B HACTOSIIEM H300pPETEHNH.
HOJ'II/IaIIKI/IIIeHFJ'[I/IKOHI/I, noaxodamue IOjisi IPUMCHCHHSI B HaCTOSIIEM I/I306peTeHI/II/I,
npeacrasasitoT coboit [TOI-2M (Tarke HazeiBaeMblil Polyox WSR® N-10, Bbimy ckaeMblit
Union Carbide, u I13I'-2,000); T13I'-5M (taxxe HaseiBaemblii Polyox WSR® N-35 u
Polyox WSR® N-80, srimyckaemeie Union Carbide, IT2I°-5,000 # mOJH3THIEHIIUKOIb
300,000); TIOT-7M (tarke Ha3biBaeMblii Polyox WSR® N-750, Beimyckaembiii Union
Carbide); T19I'-9M (taicke HazeiBaembiii Polyox WSR® N-3333, Beimyckaemsiii Union
Carbide) u [13I'-14 M (Takxe HazbiBaeMblii Polyox WSR® N-3000, By ckaemsiii Union
Carbide).

[00167] KoMmo3uist  cOrTacCHO  HACTOSIIEMY  H300PETEHHUI0  MOXKET
coIepKaTh JUCIEPrUpOBaHHbIC vaCTULBL. KOMIIO3MLIMKM  COTJIACHO  HACTOSLIEMY
HU300pETEHNIO MOTYT COAepsKaTh 1Mo MeHbinel Mepe 0,025% mo Macce qUCIIEPrHPOBAHHBIX
yacTull, Oo/iee MPeaNOUYTUTENBHO, M0 MeHbIneil Mepe 0,05%, 0ojiee MPEANOUTUTENBHO, 1O
menbineii Mepe 0,1%, Oonee mpeamouTuTeapHO, MO MeHbIne mepe 0,25% wu, Oojee
MPeJIOUYTHTENBHO, IO MeHbllel Mepe 0,5% mo Macce IUCIeprupoOBAHHBIX 4acTwll. B
KOMIIO3HMILIUSIX COTJIACHO HACTOSIIIEMY H300pPETEHHIO, MPEANOUYTUTENLHO, COAEPKATh HE
Oonee, uem 20%, MO Macce AMCIEPTHPOBAHHBIX YACTHI], OOJiee MPEAIOUTUTENLHO, HE
6onee, uem 10%, Ooaee nmpeanouruTensHO, He Oosee, yeM 5%, Gojiee MPEAMOUTUTENBHO,
He Oomee, uem 3%, u, Oonee mpeamoutuTensHO, He Oomee, uem 2%, mO Macce

AUCIIEPrUPOBAHHBIX YACTHIL.

[00168] KonauuuoHepsl  BKIIOYAIOT  JIIOObIE  Marepuanbl,  KOTOPHIE
UCHONB3YIOT sl 3(eKkra KOHAUIUOHUPOBAHUS BOJOC W/WiHM KOXH. KOHAMIIMOHEpHI,
NOAXOMSINUE TSI TIPHMEHEHHs] B KOMIO3UIMSIX COTJIACHO HACTOSIIEMY H300peTeHHIo,
OOBIYHO COAEPIKAT HEPACTBOPHUMBIE B BOJE, IUCIEPTHPYEMble B BOJE, HENETyUHe
KHUJIKOCTH, KOTOpble 00pa3yIOT 3MyJIbTHPOBAHHBIE JKUIKHE YACTHIIBI WM MHIIEJIBI,
CONMIOOUITH30BAHHBIE MTOBEPXHOCTHO-AKTHBHBIME BEINECTBAMH B aHHOHHBIX OUHIAFOIIHX
MOBEPXHOCTHO-aKTHBHBIX ~ KOMITOHEHTaX  (OMHCAHHBIX  Bbille).  KOHAWIMOHEPHI,
MOAXOSINUE sl TPUMEHEHUsT B KOMIIO3HIMH, TMPEACTABISIIOT COOOM CHIMKOHBI

(Haan/IMep, CHUJIMKOHOBBIC Macja, KAaTHOHHBIC CH/IMKOHBI, CHJIUKOHOBBIC Kay4yKH,
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CWJIMKOHBI C BBICOKAM TIOKA3aTejleM TPEIOMISHHS U  CHJIWKOHOBBIE  CMOJIBI),
OpraHMYecKHe KOHIULMOHHPYIOIIHEe Macna (Hampumep, YIJIEBOZOPOIHBIE Macia,
MOHOJe(HHBI U CIOXKHBIE KHUPHBbIE d(DUPBI) WM KOMOMHALIMK YKA3aHHBIX COETHHEHUM,
WUJIW KOHOUIIUOHEPHBI, KOTOPHIC 06pa3y10T JKUIAKUE YaCTUIbI, JUCTICPTUPOBAHHLBIC B BOI[HOI\/'I

MaTpule NOBEPXHOCTHO-aKTUBHOI'O BEIIECTBA COIIaCHO HACTOSIICMY I/I306peT6HI/IIO.

[00169] Konaummonepsl U3  KOMIIO3ULIMM  COTJIACHO  HACTOSILIEMY
U300pPETEHUIO MOTYT MPEACTAB/ISATh COO0M HEPACTBOPUMEIE CHJTUKOHOBBIE KOHAUITHOHEPEI.
YacTuipl CUIMKOHOBBIX KOHAULMOHEPOB MOTYT COJAEPKATH JIETY YN CHJIMKOH, HENETY Udi
CWJIMKOH WU MX KoMOMHAMH. [TpeanouTHTENEHBIME SIBIISIOTCS HENETY Ule CUITHKOHOBBIE
KOHIUITUOHEPHIL. He'ryqne CUJIMKOHBI, KaK IIpaBHUJIO, HCIIOJB3YIOT B KaueCTBe
pPacTBOpHUTENS WIM HOCHTENS IS KOMMEPYECKd MOCTYMHBIX (DOPM HHIPEAUEHTOB
HEJIETYUMX CWIMKOHOB, TAaKUX KAaK CHJIMKOHOBBIE KaydyKd H CMOJbL YacTuibl
CWIMKOHOBBIX ~ KOHAMIIMOHEPOB MOIYT COAEPXKATh KOHAWLMOHEPHI HAa OCHOBE
CHUJIUKOHOBOI KUAKOCTH, a TAKXKE MOTYT COACp:KAarb APYIU€ HMHIPCAUCHTBI, TAKHE KakK
CUJIMKOHOBBIE CMOJIBL, I YJIyUYIICHUSA Sq)(I)GKTHBHOCTI/I OCAKACHU A CUJIUKOHOBOM

AKHUJIKOCTH WJIH Y CUIIEHUS! Ol1ecKa BOIOC.

[00170] KoH1nenTparust CHIMKOHOBOTO KOHIUITMOHEPA OOBIMHO HAXOMUTCS B
muanazoHe ot mpumepHo 0,01% no mpumepno 10% mo wmacce KOMITO3HIUH,
npeanouTuTensHo, oT npuMepHo 0,1% no nmpumeprHo 8%, Gonee MpeanovTUTENBHO, OT
npumepHo 0,1% mo mpumepHo 5%, Gonee mpexmoutuTenasHo, oT mpumepHo 0,2% 10
npumepao  3%. HeorpannumBarommpe — mpuMepsl  MOAXOISIINX  CHIIMKOHOBBIX
KOHJUIIMOHEPOB U JOMOJHUTENBHBIX CyCHEeHIUPYIOIMNX areHTOB ISl CHIMKOHA OIMMCAHbI
B nepensganHoM narente CILIA Ne 34584, marenre CLLIA Ne 5104646 u narenre CIITA Ne
5106609. CumuKOHOBBIE KOHAWLMOHEPH ISl MPUMEHEHHUS B KOMIIO3HILHUSX COTJIACHO
HACTOSIIEMY H300pETEHHIO, MPEANOUTUTENBHO, UMEIOT BSI3KOCTh, H3MepeHHyo npu 25°C,
ot npumepro 20 no npumepro 2000000 cantucrokc (“cCrt”), Gonee NpeAnoOYTUTENBHO, OT
npumepHo 1000 mo mpumepno 1800000 cCrt, Oonee mpeArOYTHTENBEHO, OT IHPUMEPHO
50000 mo mpumepno 1500000 cCt, Gonee mpeamouTHTENLHO, OT mpuMepHo 100000 mo

npumepro 1500000 cCr.

[00171] JucneprupoBaHHble  YACTUIBI  CHJIMKOHOBBIX — KOHAMLIMOHEPOB
OOBIYHO HUMEIOT CpeqHuii 00BeMHBIN mTuamMerp B auama3oHe oT mpumepHo 0,01 MKM 10
npuMmepHo 50 MxM. B ciayuae HaHeceHHsI Ha BOJIOCH! MaJbIX YACTHL, CPeIHUN OOBeMHBIN

JraMeTp OOBIMHO HAXOOUTCS B Auama3oHe oT npumepHo 0,01 MM 10 mpumepHo 41 MKM,
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OpeanouTuTensHo, or mnpumepHo 0,01 MM 10 npumepHo 2 MkM, Ooree
MpeANnOYTUTENbHO, 0T npuMepHO 0,01 MM 10 mpumepHo 0,51 MxMm. B ciyuae HaHeceHust
HA BOJIOCHI YACTHIl OONBIIETO pa3Mepa, CpeaHuil 00beMHbBIN TUaMeTp OOBIYHO HAXOMAUTCS
B JWAaNa3oHe OT NPUMEPHO 5 MKM [0 NPUMEpHO 125 MKM, HPEeANOUYTUTEIBHO, OT
npumepHo 10 MkM 10 npuMepHo 90 MKM, OoJiee MPeAnOUTHTENBHO, OT IPUMEPHO 15 MKM
1o nmpuMepHo 70 MM, Oosee mpennouYTuTeNsHO, 0T mpuMepHO 20 MKM a0 mpuMepHo S50

MKM.

[00172] CrpaBouHble MaTepHaibl MO CUIMKOHAM, B TOM YHCIE DPa3Jenbl
Kacamoluecss CHJINKOHOBBIX JKUAKOCTEH, Kay4dyKOB M CMOJ, a TakkKe MOIyUeHus
CWIMKOHOB, coaepxarcsi B Encyclopedia of Polymer Science and Engineering, vol. 15, 2d

ed., pp 204-308, John Wiley & Sons, Inc. (1989).

[00173] CHIUKOHOBBIE  JKUAKOCTH  BKJITIOUAIOT  CHJIMKOHOBBIE — Macia,
MPEICTaBIISIONINE COOOM KUAKOTEKYUMe CHIIMKOHBI C BSI3KOCTBIO, U3MepeHHoi mpu 25°C,
mensine, yeM 1000000 cCt, mpeamouTuTenbHO, OT mpumepHo 5 cCT A0 TpUMEpHO
1000000 cCrt, 6onee nmpexnourutensHo, oT npuMepHo 100 cCt xo mpumepro 600000 cCr.
[NpeanouTuTenbHble CHIMKOHOBBIE MAacia ISl MPUMEHEHUS B KOMIIO3HLHUSIX COTJIaCHO
HACTOSIIIEMY H300PETEHHIO BKIIOUYAIOT MMOJUATKHICHIOKCAHBI, MMOJIUAPUICHTOKCAHBI,
MOTUATKHIAPUICHIOKCAHBL, COTOMMEPB MOMUI(PUPCUIOKCAHOB M CMECH YKAa3aHHBIX
coenuHeHuil. Takke MOXKHO MPUMEHSITH JPYTHE€ HEPACTBOPUMBIC, HENETyUue

CUJIMKOHOBBIC JKUIKOCTH, 06J1az[a101une CBOMCTBaAMH KOHIUIMUOHUPOBAHUSI BOJIOC.

[00174] Hdpyrue CUIMKOHOBBIE Macia, MOAXOMSIIHUE Al NPUMEHEHHUS B
KOMIIO3MLUSIX ~ COIJIACHO  HACTOSIIEeMY  HM300peTeHHIo,  IPEACTABISIIOT  COOOM
HepacTBOpPHUMbIE CHJIMKOHOBBIE Kaydykd. Takume KaydyKd TIpeICTaBsIOT —CcoOor
MIOJTMOPTaHOCHIOKCAHBI C BSI3KOCTBIO, m3MmeperHoit npu 25°C, He menee 1000000 cCr.
CunukoHoBble Kayuyku onmcansl B mareHte CIIIA Ne 4152416; Noll and Walter,
Chemistry and Technology of Silicones, New York: Academic Press (1968), u B
crnenuUKanUsIX MO CHIMKOHOBBIM Kayuykam kommanuu General Electric SE 30, SE 33,
SE 54 u SE 76. KoHkpeTHbIe HEOT PAHNYMBAIOIINE IPUMEPBI CHITNKOHOBBIX KaydyKOB IS
OPUMEHEHHs] B KOMIIOZULIMSAX COIVIACHO HACTOSIIEMY H300PETeHHI0 BKIIOYAIOT
MOTUAUMETHICHIOKCAH, COMOINMEp MOTHMAUMETHICHIOKCAHA U METHJIBHHUJICHIOKCAHA,
COTIOJIIMEP TOIHIUMETHICHIOKCAHA, AU(EHWICHIOKCAHA W METWIBHHWICHIOKCAHA H

CMECH YKa3aHHBIX COeIUHEHUN.
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[00175] Jpyrue HeneTydue, HEpPaCTBOPUMBIE KOHIAMLMOHEPBI HA OCHOBE
CIJIMKOHOBBIX JKHIKOCTEH, MOAXOJSINUE TSl MPUMEHEHHS B KOMIIO3HLHUSIX COTJIACHO
HACTOSIIEMY H300pETeHHI0, MPEACTaBISIOT COOOH CHIMKOHBI C BBICOKHM IIOKa3areneM
MPETOMIICHHS], UMEIOIUE MOKA3ATENb NPEIOMICHUS 0 MEHbIIeH Mepe mpumepHo 1.46,
NPEANOUTHTENBHO, MO MeHblIell Mepe mpumepHo 1,48, Gojee mpeamoYTHUTENBHO, IO
MeHbIIIell Mepe nmpuMepHo 1,52, Gonee mpeAnoUYTUTENRHO, IO MEHBIIEH Mepe MPUMEPHO
1,55. Tloka3zareas mpeaoMIeHHs! TOJUCHIOKCAHOBBIX KUIKOCTEH, Kak MPaBUIO, MEHBIIIE,
yem npumepuo 1,70, oObuHO Menbmie, uemM 1,60, B 1JaHHOM KOHTEKCTE,

IMOJTUCUJIOKCAHOBBIC <GKHIKOCTH» BKIHOYAKT Macjia, a TAKXKE Kay Iy KHU.

[00176] CHUIUKOHOBBIE JKHIKOCTH, TOAXOMSIINE ISl TIPUMEHEHUs B
KOMIIO3ULHUSIX COTJIACHO HACTOSIIEMY u300peTeHuto, omucanbl B mareHTe CIIIA Ne
2826551, marente CIIIA Ne 3964500, marente CIIIA Ne 4364837, mnareHTe
Benukobpuranuu Ne 849433 u B Silicon Compounds, Petrarch Systems, Inc. (1984).

[00177] B cuIMKOHOBBIE KOHAWLIMOHUPYIOIIWE KOMIIO3ULUU COTJIACHO
HACTOSIIIEMY H300pPETEeHHI0O MOTYT OBbITh BKJIFOUEHBI CHIIMKOHOBBIE CMOJIBL Y Ka3aHHBIE
CMOJTBI TIPEICTABNSIIOT COOO BBICOKOCHIMTBIE TONHMEpPHBbIE CHIOKCaHbl CINMBaHUE
OCYILECTBIISIETCSI MyTeM BBeAeHHUsS! TPUPYHKIHOHATBHBIX H TeTpadyHKIHOHATBHBIX
CHJIAHOB BMECTE ¢ MOHO(YHKIMOHAILHBEIMUA WIH OU(YHKIHOHATBEHBIMU, WIH U TEMH, H

JPYTUMH, CUTAHAMU B MPOLIECCE MOy YeHUS] CHITUKOHOBOM CMOITBL

[00178] CUIMKOHBI M, B YAaCTHOCTH, CHJIMKOHOBBIE PE3HHBI MOTYT OBITH
HA3BaHbl MPH TOMOIIM YAOOHOW CHUCTEMBI COKpPAIEHHBIX HA3BAHUHM, W3BECTHOMN
cenuatucTaM B JMaHHOW oOmactu TexHuku, kak “MDTQ” nomenkmarypa. CoriacHo
JAHHOW CHCTeMe, CHWJIMKOH HA3BIBAIOT B COOTBETCTBHH C TPUCYTCTBHEM Pa3THIHBIX
MOHOMEPHBIX CHJIOKCAHOBBIX 3BEHbEB, 00pasymoomuxX CHIUKOH. Bkparie, cumBon M
obo3nauaeT MoHO(yKkmoHaapHOE 3BeHO (CH3)3S1005; D o0o3HauaeT qudyKIHOHATEHOE
3BeHo (CH3)2Si0; T o6o3nauaer tpudykunonansHoe 38eHO (CH3)S1015 u Q obo3Hauaer
KBagpa- Wik TterpadpykiuoHaapHoe 3BeHo Si02. Illtpuxu mnpu CHMBOJAX 3BEHBEB
(mampumep, M', D', T' u Q') o0o03HAUAIOT 3aMECTUTEIH, OTIMYHBIE OT METHIA, U

KOHKPETHO ONMPECACTISAOTCA IJIsI KAXKI0TO CIIyvas.

[00179] IMpeanoutuTenbHble CUJIMKOHOBBIE CMOJBI AJISI TPUMEHEHUs B
KOMIO3ULHUSIX COTJIACHO HACTOSIIEMY M300PETEHHIO BKITIOYAOT, HO HE OTPAHHYHBAIOTCS

uvu, MQ, MT, MTQ, MDT u MDTQ cMoibl. MeTua SIBISIETCSl MPEANOUTUTENBHBIM
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3amectuTeaeM B CwinkoHe. OCOOEHHO MPEAMOUTUTEIBHBIE CHJIMKOHOBBIE CMOJIBI
MpeacTaBisitoT coboii MQ cMOJBL, B KOTOpPBIX cooTHOmeHHe M:Q cocTaBiseT OT
npumepHo 0,5:1,0 mo mpumepno 1,5:1,0, a cpeansis MojeKyJsipHasi Macca COCTaBjsieT

npumepHo ot 1000 xo npumepno 10000.

[00180] Konpumuonupyronme  KOMIIOHEHTBl  KOMIO3ULMN  COIVIACHO
HACTOSIIIEMY H300PETEHHUIO TAKXKE MOTYT coaepkarh oT mpumepHo 0,05% 10 mpuMepHO
3% mo Macce KOMIO3UINH, MPEANOUYTHTENbHO, OT npuMepHo 0,08% no mpumepno 1,5%,
Oonee mpenmourutenbHO, 0T mpuMmepHo 0,1% o mpumepHo 1%, Mo MeHbIIeH Mepe
OJHOr0 OPraHWYECKOr0 OUHMIIAIOIIET0 MAacCiaa B KaueCTBE KOHAWLHMOHEPA WHAWBUIY ATBHO
Wi B COUCTAaHHU C APYIrUMH KOHIUIMOHEpaMH, TAKUMH KaK CHJINKOHBI (OHI/IcaHHBIe

BBIIIIE).

[00181] Oprannueckre OYHIIAIONTHE MaCa, MOAXOMAIINE I TPUMEHEHUS
B KAa4yecTBE KOHIUIMOHEPOB B KOMITO3HIMSIX COIJIACHO HACTOSIIEMY H300PETEHHIO,
BKJIIOUAIOT, HO HE OrPaHMYMBAIOTCSI UMM, YIJI€BOJOPOIHBIE Macaa ¢ Mo MeHbleld mepe 10
aToMaM#  YTJIepojaa, Takhe Kak NHKIWYECKHe YIJIEBOAOPOIbl, atuparndyeckue
YIJIEBOAOPOIBLI C MPSIMOM LENbIO (HACHIIEHHBIE WM HEHACBIIIEHHBIE) U anu(aTnyecKue
YIJIEBOAOPOABI C PAa3BETBIEHHON IEMbI0 (HACKHIIIEHHBIE WM HEHACBIIIEHHBIE), BKJIHOUASI
MOJIUMEPBL, M CMECH YKa3aHHBIX COeIuHEHHi. Macna yrieBoIOpoaOB C IMPSIMON IIETbIO,
OpeAnouTHTeNnbHo, npeacraBastoT coboit or C 1o Cie. Macna yrieBomoponos ¢
Pa3BETBIIEHHOM LIEMBIO, BKIKOUYAS MOJUMEPHI YIIIEBOAOPOI0B, OOBIYHO COAEpKAT OOJIbIIIE,

yeM 19 aromoB yriepoza.

[00182] KoHnkperHbie HEOrPaHUYMBAOIINE IIPUMEPHI TaKUX
YIJIEBOAOPOAHBIX Macel BKIHOYAOT mnapa@UHOBOE MACIO, MHHEPAIBHOE Macio,
HACBIIIEHHbII U HEHACBHILIEHHBIM JOJE€KAH, HACHIIIEHHBbII M HEHACBHIIIEHHBIN TpUIEKaH,
HACBIIIEHHBII W HEHACBHIIIECHHBIM TETPAIEKaH, HACBIEHHbI W HEHACBHILIEHHBIA
MEHTAJAeKaH, HACBHIIEHHBIA W HEHACBHIIEHHBIH TeKcaaeKaH, MOIuOyTeH, MOJHIENEH H
CMEeCH YKa3aHHBIX COeqUHEeHHUU. Takxke MOKHO MPUMEHSITh U30MEPBbI JaHHBIX COSAMHEHUN
C Pa3BETBIIEHHBIMHU LIEMSIMU,  TAKOKE YIVIEBOAOPOIBI C OOMbIIEH ITHHON IeMU, MPHMEPHI
KOTOPBIX BKJIOUAIOT CHJIBHO Pa3BETBJICHHBIE, HACHIIIEHHBIC WM HEHACHIIIICHHBIC AJTKAHBI,
TaKue KaK IepMeTUI3aMellleHHbIe H30MePhI, HalpUMep, TepMeTHI3aMelleHHbIE H30MEePhI
rekcajgekaHa W »5iko3aHa, Takue kak 2.2.4.4,6,6,8,8-mumernn-10-MeTUIyHACKaH W
2.2.4.4,6,6-tuMeTHI-8-METHTHOHAH, JOCTYTTHBIE or  Permethyl Corporation.

YTIneBoIOpOAHBIE TIOJUMEpPLI , TakWe Kak mMmoMuOyTEH H TOIUACLEH, SBJSIOTCS
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MPEINOYTHTETBHBIME. [IpeInOUTHTEIBHBIN MOJMMED YIIEBOAOPOAA PEACTAaBsIET OO0
noauby TeH, TaKoH Kak conomMep n3o0yTuieHa u OyreHa. [IpOMBIIIIEHHO BBITY CKAGMBIM

COEMHEHHEM TaKOro THIA siBjsiercs moaudyTen L-14 ot Amoco Chemical Co.

[00183] OpraHdueckue  OYMINAMOLIAE Macjaa Uisi IPUMEHEHHUS B
KOMIIO3UIMSIX COTJIACHO HACTOSIIEMY H300PETEHHIO TaKXKe MOTYT COJEepKaTh KUIKHE
nonuoNepuHsl,  Oonee  MPEANMOYTHTENBHO, JKUAKHE  MOJIH-a-ONepHHBL,  Ooiee
IpEANIOYTUTEIIBHO, TUAPOT€HU3UPOBAHHBIC JKUIAKUE HOJ'[I/I-a-OJ'Ie(I)I/IHI:I. HOHHOHeq)PIHI:I JJIsT
MPUMEHEHHS! B HACTOSINEM HM300pETEeHHH MOMYyYarT MyTeM moaumepusanuu oT Cy4 10
npumepHo Ci4 OneHUHOBEIX MOHOMEpPOB, NPENNOYTHTETBLHO OT mnpuMepHo Cg 10

mpumepHo Cip.

[00184] Heorpannumnsaromue mnpuMepsl ONe)HHOBBIX MOHOMEPOB  JUIs
OPUMEHEHHUS. IJIS TOJNYyYEHHs JKUAKHX IOJHOTE(PHHOB, OIMHCAHHBIX B HACTOSIIEM
JOKYMEHTE, BKJIIOYAIOT 3THJIEH, mpomuieH, 1-OyteH, 1-nenren, l-rekced, l-okreH, 1-
JeneH, 1-goxeneH, 1-terpaaenieH, U30Mephl C Pa3BETBASHHON LIENbIO, TaKUe Kak 4-MeTui-
l-neHTeH, W CMeCH YKa3aHHBIX CcoeauHeHWd. Tawke sl NOOMydYeHUs KUIKHUX
MOTHONE(PUHOB MOAXOAST COAEpKaIlue ONe(pUHBI ChIpbe I HedTemepepaboTKU WK
He(bTeBO,Z[SIHI:Ie CTOKH. Hpe/:[nhonTeanLIe MOHOMEPBI THUAPOrCHU3UPOBAHHBIX a-
071e(pUHOB BKJTIOUYAKOT, HO HE OTPAHUYMBAIOTCS MU OT 1-rekceHa 1o 1-rekcaieneHa, ot 1-

OKTEHa 10 l-TerpajeneHa u CMecH YKa3aHHBIX COSIMHSHUMH.

[00185] Jpyrue opraHuyeckue OUUIIAIOIINE Macaa A NPUMEHEHUs B
KauecTBe KOHLMIMOHEpAa B KOMIOZULMSIX COIJACHO HACTOSILEMY H300pETeHUIO
BKJIIOUAIOT, HO HE OrPAaHWYMBAIOTCS UMM, CIOKHBIE KUPHBIE 3(QUPBI, COAEpKalue 10
MmeHbieii Mmepe 10 aromoB yriepoaa. Takue ClIOKHBIE JKHUPHbIE S(DHPbI BKIOYAOT 3(PHUPEI
C YIVIEBOAOPOJHBIMH IIEMSIMHA, IOJYUYEHHBIMH U3 JKHPHBIX KHCIOT WIH CIIHPTOB
(HampuMep, CIOXHBIX MOHOX(HPOB, CIOXKHBIX 3(PHPOB MHOTOATOMHBIX CHHPTOB U
CIIOKHBIX 3(UPOB AW- U TPUKAPOOHOBEIX KUCIOT). YTIIEBOJOPOAHBIE PATUKAIBI CIOXKHBIX
KUPHBIX 3(PUPOB MOTYT BKITIOYATH HJIA MOTYT OBITh KOBATEHTHO CBS3aHHBIMH C IPYTHMH
COBMECTHUMBIMH (DYHKIIHOHATBHBIMHU TPYIMIIAMH, TAKAMH KaK aMUIHBIE U AIKOKCHIbLHBIE

(dparmMeHTHI (HarpuMep, 3TOKCH WIH S(PUPHBIE CBSI3H U T.I1.).

[00186] KoHkperHble nOpuMepel NPEANOUYTUTENBHBIX CIOXKHBIX JKUPHBIX
3(UpoB BKIIOYAIOT, HO HE OIPAHUUMBAIOTCS UMHU: M30NPOMIIA30CTeapar, reKCULIaypar,

H30reKCuIIay part, HU30rcKCUINaIbMHUTAT, HU30NPONUINIAIEMHUTAT, ACHUJIOJICAT,
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H30aCHUI0ICaT, rexkcagenuicreapar, ACOUJICTEapar, JAUTCKCUIACHUIAINIIAT,
JIay puJUIaKTar, MHUPHUCTUJLIAKTAT, LHETUIAKTAT, oJIeujIcTeapar, OJICUJIOJICAT,

OJICUJIMUPUCTAT, JIay pujialeTar, UETUIIPOIMMOHAT U OJICHWIaauIIaT.

[00187] Jpyrue cloxHble KUPHBIE SPUPBI 1T TPUMEHEHHSI B KOMIIOZULHSIX
COITIACHO HACTOSINEMY H300pDETEHHMIO IIPEACTABISIOT COOOM  CIOKHBIE  3(PHPEI
MOHOKapOOHOBBIX kucioT obmel hopmyasl R'COOR, rae R' u R mpeacrasnstor coboit
ATKUIBHBIE W aJIKEHUIBHBIE PaJuKaisl, a obliee KoJarnuecTBo atoMoB yrinepoga B R'u R

COCTAaBJISIET IO MeHbIIEH Mepe 10, IPeAnOYTUTENEHO, IO MEHBIIEH Mepe 22.

[00188] Jpyrue CloXHbIE JKUPHBIE 3QUPBL, MOAXOISIIIHE TS IPUMEHEHHS B
KOMIO3HUIHUSIX COTJIACHO HACTOSIIEMY U300pPETEHHIO, MPEICTABISIOT CO00M CIOXKHBIE -
U TPHUAJKWIBHBIE W AJIKEHUJIBHBIE 3(PUPBl KapOOHOBBIX KHUCIIOT, TAKUE KaK CIOKHBIE
a¢upel  C4-Cg  aumxapOoHOBBIX KucaoT (Hampumep, C;-C  ciaoxkHble S(HPEL,
npeanoururentHo, C;-Cq, SHTApHON KHUCIOTHI, TIYTApOBOW KHCIOTHI W AXAITHMHOBOI
kuCa0Th). KOHKpETHBIE HEOrPAaHUUUBAIOIIHE TPUMEPBI CIIOKHBIX TU- U TPHATKUIBHBIX H
ATKEHWIBHBIX S(UpPOB KapOOHOBBIX KHCJIOT BKJIIOUAIOT H3OLETUJICTEApHICTEapar,

AUUSONPONUIaInIIaT U TPUCTCAPUIILUTPAT.

[00189] Jpyrue CloxHbIe JKUPHBIE 3QHUPBL, MOAXOSIIIIE TSI TPUMESHEHUS B
KOMITO3HLUSIX COTJIACHO HACTOSIIEMY HM300pETEHHI0, HPEACTABISIOT COOOH CIOKHEBIC
5¢UpBl MHOTOATOMHBIX CIUPTOB. Takue ClIOXKHBIE 3(UPEl MHOTOATOMHBIX CIHPTOB
BKJIIOUAIOT CJIOKHBIE S(HUPHl ATKWIESHTIHKONEH, Takhe KaKk MOHO- W JAW3aMelleHHbIe
CIIOXHBIE 3()HUPBI ITUISHITIHUKONS M )KUPHOW KUCIOTHL, MOHO- U JH3aMELICHHbIE CIOKHBIE
3(hUPEI IU3TUISHIIAKOIS U KUPHOH KUCIOTHL, MOHO- U JU3AMELIEHHBIE CIOKHBIE 3(PUPHI
HOMUATUICHIVIAKONS M JKUPHOW KHCIOTHI, MOHO- M JHM3aMEIeHHbIe CIOXKHBIe 3(PupsI
MPONUIECHTITIUKOMS U )KUPHOU KUCIOTHI, TPOMUIEHITITUKOIBMOHOO0IEAaT, NPONUISHITIUKOIb
2000 mMoHOCTEapaT, TOKCUWIMPOBAHHBIM MPONWIESHIVIMKOJABMOHOCTEAPAT, ININLEPUIbHbBIE
MOHO- U JM3aMeIlEHHbIE CI0KHBIE 3(QUPBI JKUPHON KUCIOTHL, TIOIN3aMEIEHHBINA CIIOKHBIE
3¢UpPbI NOTUITHLIEPUHA U KUPHOI KUCIOTHI, STOKCHIMPOBAHHBIN TTTHIIEPHIMOHOCTEapar,
1,3-0y THIEHITUKOIBMOHOCTEApar,  1,3-Oy TUIEHITIMKONbANCTEApaT, CIOXKHBIA  dHp
NOJTHOKCUA THISHITONHONA U KHUPHOH KUCIOTHI, COPOUTAHOBBIE CIOKHBIE 3(DUPBI JKUPHBIX

KHCJIOT U MTOJHOKCHITHIICEHCOPOUTAHOBBIE CIIOKHBIE 3(UPBI KUPHBIX KUCIOT.

[00190] Jpyrue CloxHbIe JKUPHBIE 3QHUPBL, MOAXOISIIHE TSI IPUMEHEHHS B

KOMIIO3UIIUSIX COTJIACHO HACTOSIIIEMY H300pETEHHUI0, MPEACTABISIOT COOOM TIIHLEPUIBI,
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BKJIIOYASL, HO, HE OrPAHUUYUBASICH UMH, MOHO-, JU- U TPUIIULEPUBL, MPEAIOUTUTENBHO,
IW- W TPUTIHMLEpUAbL Oojee MpeamouTHTENbHO, TpUrIumepuisl. llpeamoururensHo,
JIALEPUABL Ul IPUMEHEHUS] B KOMIIO3HLMSIX, ONMCAHHBIX B HACTOSIIEM IOKYMEHTE,
OPEACTaBISIOT  COOOM  CIOKHBIE MOHO-, JOH- W TpWdQUPBl [IHLEpHHA U
JITMHHOLIETIOYEYHBIX KapOOHOBBIX KUCIOT, Takux Kak Ci9-Cp» kapOOHOBBIE KHCIOTEHL
Paznuunble coeauHEHUs! JaHHBIX THIIOB MO)KHO IOIy4YaTh U3 PACTUTENBHBIX U )KHUBOTHBIX
KHPOB W Maces, TaKUX Kak KacTOpoBOe Macio, cadopoBOE MAcio, XJIOMKOBOE MAacio,
KyKypPy3HO€ Macji0, OJUBKOBOE MACJO, XKUP MEYEHH TPECKH, MHHIAIBLHOE MAaCIO, MaciIo
aBOKAaNoO, NAJIBMOBOE MAacjl0, KyHXKYyTHOE€ MAacjaO, JIAHOJMH M COEBOE  MAaclo.
Cunternueckue Macna BKIIOYAIOT, HO HE OrPAHUYMBAIOTCS HWMH, TPHONEUH- W

TPUCTEAPHUHTITULIEPUIIIAIAY PaT.

[00191] Jlpyrue CloxHbIe JKUPHBIE 3QHUPBL, TOAXOISIIIIE TSI IPUMESHEHUS B
KOMIIO3MLHUSX  COIJIaCHO  HACTOSIIEMY  H300pPETEHHIO,  MPEACTABISIOT  coDOi

CHHTETUYECKHE JKUPHBIE d()UPBI, HEPACTBOPUMEIE B BOJE.

[00192] KoHKpeTHBIE  HEOrpaHUYMBAKOUIUE NPUMEPBl  CHUHTETHYECKHX
KHUPHBIX 3(pHUPOB, MOAXOMIIIMX [JIs1 IPUMEHEHHUS! B KOMITO3ULUSIX COTJIACHO HACTOSIIEMY
nzo0perenunto, BKIOUAOT. P-43 (Cs-Cyo croxkuslit Tprmdup TpuMetniaonnponana), MCP-
684 (cmoxubiii Terpaddup 3,3-amdTanon-1,5-nenraguona), MCP 121 (Cs-Cjp ClOXHBIM

I3 up aTUNUHOBOM KHCIOTHI), Mpou3BoanMble kommnanueir Mobil Chemical.

[00193] Konaummonepsl, Takke MNOAXOIAIIME sl TNPUMEHEHUs B
KOMIO3ULUSIX, OMUCAHHBIX B HACTOSIIEM TOKYyMEHTE, OMUCAHbl KoMmaHuel Procter &
Gamble B marenrax CIIHA NeNe 5674478 wu 5750122, KoOHAWIMOHEPHI, TaKKe
MOAXOSIIIHE /11 IPUMEHEHHSI B KOMITO3UINSIX, ONMHACAHHBIX B HACTOSIIEM IOKYMEHTE,
omucanbl B mareHTe CIIIA Ne 4529586 (Clairol), marente CIIIA Ne 4507280 (Clairol),
natenre CIITA Ne 4663158 (Clairol), marente CIIIA Ne 4197865 (L'Oreal), marente CIIIA
Ne 4217914 (L'Oreal), marente CIITA Ne 4381919 (L'Oreal) u nmatente CIIIA Ne 4422853
(L'Oreal).

[00194] KoMmo3ummu  COTIaCHO  HACTOSIIEMY  H300pPETEHHI0  MOTYT
COAEPKaTh YBIAKHUTETh, Y BIAKHUTEN, OMMCAHHBIE B HACTOSIIEM JOKYMEHTE, BBIOPAHEI
W3 TPYIIIIbI, COCTOSIIEN U3 MHOTOATOMHBIX CHUPTOB, ATKOKCUJIMPOBAHHBIX HEHMOHOT€HHBIX
MOJIMMEPOB, PACTBOPUMBIX B BOJE, U CMECEH YKAa3aHHBIX COCIAMHEHUH. Y BIAKHUTEIH,

HUCIIOJB3YEMBIC B HACTOMAIEM AOKYMECHTE, NPEANOUYTUTCIBHO, IPUMEHAKT B KOJIUYCCTBE
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ot npumepro 0,1% 1o npumepuo 20%, Gonee mpeaAnOUYTHTEIBHO, OT mpuMepHO 0,5% 1o

npuMepHO 5% 1Mo Macce KOMIIO3UIHH.

[00195] MHoOroaroMHble CHOUPTHL, MOAXOASIIME JJIsi TPUMEHEHHUS! B
HACTOSIIEM  JOKYMEHTE, BKIIOUYAIOT  [IHLIEPHH, COPOUT,  MNPONHJISHTIHKOIE,
Oy THIIEHITIHKOJIb, T'€KCHJIEHIIHKOIb, JTOKCHIMPOBAHHYIO IJIFOKO3y, 1,2-reKCaHguol,
TEKCAHTPUOJI, JUIPOMIWICHIVINKOJIb, SPUTPUT, TPETAIO3Y, UIVIMLEPUH, KCUIUT, MAJIBTHUT,
MajIbTO3y, IIIOKO3Y, (pPyKTO3y, XOHAPOUTHHCYJIb(AT HATPHS, THATYpPOHAT HATpPHS,
aneHo3uH(pochaT HaTpUs, JAKTAT HATPHUS, MHUPPONHIOHKAPOOHAT, TIFOKO3AMUH,

OUKIIOACKCTPUH U CMECH YKa3aHHBIX COeTUHEHHUH.

[00196] ATKOKCUJTUPOBAHHBIE HEHMOHOTEHHBLIE IOJIUMEPHL, PACTBOPUMEBIE B
BOJE, MNOAXOAsINME [ IPUMEHCHHs] B HACTOSILEM JOKYMEHTE, BKJIHYAOT
MOJIUATUICHIVINKONA W MOJUMPONUISHITIMKOIN C MOJIEKYJISIPHOM MacCOd BIUIOTH JO
npumepro 1000, takue kak coeamueHusi, HazBaHHble CTFA T13I'-200, I13I-400, IT2T-

600, IT3I'-1000, 1 cMecu yKa3aHHBIX COeIUHEHUN.

[00197] KoMmo3unuud  COTIaCHO  HACTOSIIIEMY  H300PETEHHI0  MOIYT
JOTIOJTHUTEIBHO CONEPIKATh Cy CIISHTUPY IOIIHIA areHT B KOHIEHTpauuH, d(pdexTuBHOMN 1151
CYCIISHAMPOBAHUSI Marepuajga, HEPACTBOPUMOTO B BOJE, B AUCHEPCHONW ¢opMmMe B
KOMITO3ULIMKA WX JJi1 HU3MEHEHUS] BS3KOCTH KOMIIO3ULMH. Takue KOHLIEHTPALUuu
cocrapysiior oT mpumepHo 0,1% mo mpumepHo 10%, mpeamouTHTENHHO, OT HMPHUMEPHO

0,3% mo mpumepHo 5,0% 1m0 Macce KOMITOZUITUIL

[00198] IMoaxoasmme Cy CIEHIUPY IOIHE areHThI BKJIFOUAKOT
KPUCTAUTHYECKHUE CyCIIEeHIUPYIOIINe areHThl, KOTOPbIe MOTYT OBITh KIACCH(HUIINPOBAHBIL,
KaKk anWuJIbHBIC MPOU3BOAHBIC, MAIWHHOLCIIOYCYHBIC AMHWHOKCHUABL, HWIN KOM6I/IHa.I_II/II/I
yYKa3aHHBIX coefnHeHul. Takue cycneHaupyoomue areHTsl onucansl B narenre CIITA Ne

4741855.

[00199] KoMmo3uiuu cOriacHO HACTOSIIEMY H300PETEHHIO TaKkKe MOTYT
COJEpKaTh BUTAMHMHBI U AMUHOKHCJIOTHL, TAKUE KAaK. BUTAMHHBI, PaCTBOPUMEIC B BOJE,
takue kak Bl, B2, B6, B12, C, nmantoreHoBasi KMCJI0TA, NAHTOTEHHIITHIOBBIA (HD,
MMaHTCHOJI, 6I/IOTI/IH nu MIPOU3BOIHBIC YKa3aHHBIX COE,Z[PIHGHI/Iﬁ, AMHHOKHUCJIOTHI,
PacTBOPUMBIC B BOAC, TAKHME KaK acCriaparvuH, aJaHUuH, UHIOJI, rIIyTaMHUHOBAS KUC/IOTA U

COJIK YKa3aHHBIX COGI[I/IHGHI/II\/'I, BUTAMUHBI, HCPACTBOPHUMBIC B BOJC, TAKHE KaK BUTaAMUH A,
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D, Eu MNPOU3BOAHBIC YKA3aHHBIX COG,Z[I/IHGHI/II\/'I, AMHWHOKHCIIOTBI, HEPACTBOPUMBIC B BOJAC,

TaKHC KaK TUPO3HH, TPUIITAMUH U COJIM YKA3aHHBIX COGHHHGHHﬁ.

[00200] KoMmno3uiuu coriacHO HACTOSIIEMY H300PETEHHIO TaKkKe MOTYT
COAEpXKAaTh MHUITMEHTBl, TaKWe KaKk HUTPO30, MOHOA30, [AHA30, KAPOTHHOUJ,
Tpu(EeHUIMETAHBI, TPUAPWIMETAHBI, KCAHTEHBI, XHHOJWHBI, OKCA3WHBI, Aa3WHBI,
AHTPAXUHOHBI, UHIUTOHUObI, TUOHMHINUT OUABbI, XUHAKPUIOHBI, (bTaJ'[OL[I/IaHI/IHLI,
PaCTUTCIIEHBIC u OpUPOAHBIC IMUTMCHTEI, BKJIKOYAadA KOMITOHEHTHI KpacheneI‘/i,
pacTBOpHMBIX B BoAe. KoMmmosuimu coriacHo HacTOseMy H300pETeHHIO TakKe MOTYT

COZePKaTh XEIaTHPY IOIIIe areHThI.

[00201] Komnosuumu [jisi TUYHON TMTHMEHBI XOPOLIO WM3BECTHBI B JTAHHOU
obmactu Texnuku. Cwm., Hampumep, mareHTel CIIIA Ne 6274150; Ne 6599513; Ne
60969169; Ne 4735742, Ne 6451300; Ne 4942161; Ne 5456851; Ne 5854246, Ne 6099870;
Ne 7094422; Ne 7732450; Ne 6663875; Ne 6812238; Ne 7732450; Ne 5654293; Ne 6099870;
Ne 6375939; Ne 6451300; Ne 6616941 ; Ne 6649155; Ne 6974569, Ne 6491902; Ne 6524594,
Ne 6419913, Ne 6284234; No 6908889; No 6495498 u Ne 6514,490, omyOnukoBaHHBIS
3asBku Ha mateHT CIITA Ne US2010/0183539; Ne US2009/0317502 Ne US2006/0269501;
Ne US2003/0003070; Ne US2008/0107749; Ne US2008/0200539; Ne US2003/0206958; Ne
US2002/0176894; US2006/0110415; Ne US2010/0104646; Ne US2010/0040697; Ne
US2010/0215775; Ne US2009/0214628; Ne US2007/0110700 u Ne US20080152611 u
onyONUKOBaHHBIE 3asBKM Ha MexAyHapoAHbli mateHT Ne WO2001051014; Ne
WO02001066551; Ne W02002090354; Ne WO2003006009; Ne W0O2000043390; Ne
WO02001032652; Ne W0O2001066551; Ne WO02002090354; Ne W0O2003008391; Ne
W02004028502; Ne W02004018485; Ne WO2005006860; Ne WO2010138674; Ne
WO02003086271; Ne W02002067880; Ne W02010/051918; Ne W02006109642; Ne
WO02009006212; Ne W02007021789; Ne WO2008006712; Ne W02010149424; Ne
WO02010127924; Ne W02009071408; Ne WO02009053431; Ne WO2008006712; Ne
WO02008003677, Ne W02004035015 u Ne WO02002067880, coaep:xaHue KOTOPBIX

[~

=)

BKJIIOUEHO B HACTOSIIYIO 3aSBKY IMOCPEACTBOM CChUTKHM. KOMIO3MIINY, YKa3aHHBIE BBIIIE,
MOJKHO TOJy4aTh C COJAep/KaHHEeM KOHBIOTHPOBAHHOTO TIPOJEKApCTBA  COTIIACHO
HacToseMy u300peTennio. Hampumep, akTUBHBIN WHIPEIUEHT KOMITO3UIINHN, OTIMCAHHBIX
BBIIIIE, MOXKET ObITh 3aMEHEH Ha KOHBIOTHMPOBAHHOE MPOIEKAPCTBO COTIACHO HACTOSIIEMY

HU300pETEHNIO.
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[00202] B HEKOTOpBIX BApHAHTAX peATH3ALMH KOMIIO3ULUU JJIsi JUYHOU
THTHEHBl MIPECTABISIOT COOO0H KOMITO3MLIMH AJIsl yXoaa 3a Bosocamu. Kommozummu asist
yX0Ja 3a BOJOCAMH MOXKHO IIPUMEHSTh IS YCTPAaHEHUS WIH IPEXOTBPAILEHHUS
obpazoBanust mepxotn. COrjgacHO HACTOsIIel 3asBKe KOMIO3WIMHM ISl yXOZa 3a
BOJIOCAMH TIPEICTABISIFOT COOOW KOMITOZWIIMK [UIsl JIEUSHHs BOJIOC, BKJIIOUAs, HO, HE
OTPAaHUYMBASICh UMM, IIAMITYyHH, KOHIWIHUOHEPHI, ONOJIACKUBATENH, JOCBOHBL, a3pO30JIH,
reqd, Mycchl M Kpacku Asl Bonoc. Kommosumuu A1st yxXoma 3a BOJOCAMH COTJIACHO
HacTosimieMy u300peTeHHI0 conxepxar 3(pQekTuBHOEe KOTMUYECTBO MO MEHbIIEH Mepe
OJHOTO TPOJIEKApCTBA HA OCHOBE KOHBIOrara (HampuMmep, MPOTHBOTPHOKOBOTO
IIPOJEKAPCTBA HA OCHOBE KOHBIOIAaTa) B KOJMHMUYECTBE B AuanasoHe oT mpumepHo 0,001%
1o npumepro 10%, mpeamourutensuo, ot npumepuo 0,1% mo npumepHo 5% u, Oonee
NPEANOUTHTENBHO, 0T npuMepHo 0,5% 10 mpumepHO 3% MO Macce OTHOCUTENBHO odIen
Maccel KoMIo3uun. TepMuH «3(pPEeKTUBHOE KOTUYECTBOY, HCIOIB3Y MBI B HACTOSIIIEM
JOKYMEHTE, O3HAuaeT KOJMUYECTBO HPOTUBOTPUOKOBOrO IPOJEKapCTBA HA OCHOBE
KOHBIOTaTa B KOMIIO3MLUM IJIsI yXOJa 3a BOJOCAMH, HEOOXOAMMOe IJIs1 JOCTHKEHHSI

TpeOyeMOoro yIy uIieHHs.

[00203] B nonosiHeHHWE K MPOJIEKapCTBY HA OCHOBE KOHBIOTara KOMITO3HUIIHUS
UTST yXOJa 3a BOJOCAMH MOXET COIEPKaTh KOCMETHYECKH MPHEMIIEMYIO Cpeay IS
KOMIIO3ULUNA A1 yXO0JAa 34 BOJIOCAMM, IPHUMEPbl KOTOPBIX ONMCAHBI, HANPUMED, B
nareHTax CIITA Ne 6280747; Ne 6139851 u Ne 6013250, comepxaHue KOTOPBIX BKJIFOUCHO
B HACTOSIIYIO 3asBKY MOCPEACTBOM CChUIKH. Hampumep, Takue KOMIIO3ULIMK ISl YXOJa 32
BOJIOCAMH MOT'YT SIBJISITBCSI BOOHBIMHU, CIHUPTOBBIMU WJIH BOIHO-CIIMPTOBBIMHU PACTBOpaMH,
OpUYEM CIHUPT, TPEANOUYTUTEIBHO, MPEACTABIIeT COOON ITAHOJ WM W3OMPOMAHOJ, B
mponopHuy 0T mpuMepHo 1 1o mpumepHo 75% Mo Macce OTHOCHUTENBHO OOIIei MacChl B
ClIyyae BOAHO-CIUPTOBBIX pacTBOpoB. Kpome TOro, KOMno3uuuu Ajst yxXo4a 3a BOJOCaMU
MOTYT  COAepXarb OAHY WIM 0Oojee  TPAAUIMOHHBIE  KOCMETHUYECKHE WM
JEpMaTOJIOTHUSCKUE MO00ABKM WM BCIIOMOTATEIbHBIE BEIIECTBA, BKJIIOYAs, HO, HE
OTPAaHUYMBASICE HMMH, AHTUOKCHUIAHTHI, KOHCEPBUPYIOIIME CPEACTBA, HAIMOJHUTEIH,
MIOBEPXHOCTHO-AKTUBHBIC BEIECTBA, CONHLE3AIIUTHBIE CPEACTBA NPOTUB Y D-m3TyueHus
A w/wmu Y®-uzgyuenuss B, apomaruzaropbl, 3aryCTUTEIH, CMAdYMBAIOIIUE AareHThI,
AHUOHHEBIC OJIUMEPBI, HCEHOHOT'CHHBIC TMMOJIMMEPDI, an)OTeprIe MMOJIMMEPBI,
CTabWIN3aTOPHI BSI3KOCTH/TICHBI, OTIAIECIIUPY IOLIHE/ TIepIaMy TPOBBIE Jn00aBKH,
KOMITTIEKCOOOPa3y IOIIHe areHThl, CTabUIN3HPY IOIIHE areHThl, KOHIHIUOHEPHI IS BOJIOC,

VBIAKHUTENH, AaHTUCTATHYSCKUE areHThl, aHTU(Qpu3bl, Oy(epHbIle areHThbl, KPACUTEIU H
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NUrMEHTHL. Takue BCIOMOTaTelbHBIE BELISCTBA XOPOIIO HM3BECTHBI B KOCMETHUECKOH
obmacTd W OmHUCaHbl BO MHOIHX NyOiamkauumsix, cM., Hampumep, Harry's Book of

Cosmeticology, 8th edition, Martin Rieger, ed., Chemical Publishing, New York (2000).

[00204] IMporuBorpuOKoBOE MPOIEKAPCTBO HA OCHOBE KOHBIOraTa MOXHO
MpUMEHSTE B popMme mammyHsl. [1oaxoasIie KOMITO3UINH IAMITY HSI XOPOIIIO H3BECTHEI B
JaHHOW 00nacTh TeXHUKU. Hampumep, KOMIIOHEHTBI KOMITO3HMLUI LIAMITYHSI OIHCAHBI
Vomacom (Wells) ¢ coaBropamu B marente CIIIA Ne 6930078, IMarenem (Patel) ¢
coasropamu B mareHte CIIIA Ne 5747436 u Haiimuxkom (Niemiec) ¢ coaBTOpamu B
natenre CLIIA Ne 6908889. Kommo3unus mamiryHst MOXKET SIBJISITBCS BOAHBIM PACTBOPOM,
BOJHO-CITUPTOBBIM PACTBOPOM WIIHM dMyJIbCUEN TUIa «Macio B Boae» (M/B) unu «Boxa B
Mmacie B Boge» (B/M/B). Kommo3uuusi mammyHsl COTIACHO HACTOSIIEMY H300pEeTEHHIO
comepkutr 3(dexkTuBHOE KONMMYECTBO NPOTHBOIPHOKOBOrO MPOJEKAPCTBA HA OCHOBE
KOHBIOTATa, cocraBstonee ot mpumepHo 0,001% mo mpumepro 10%, mpeanmodTHTENBHO,
ot npumepHo 0,1% 10 npumepHo 5% u, Oosiee MPeANOUTUTENBHO, OT pumMepHo 0,5% 10
npumepHo 3% Mo Macce OTHOCHUTENBHO 00mIei Maccel koMmo3unuu. COCTaB IIaMimy Hst
cOanaHCHPOBAaH JKUJKUM BELIECTBOM-HOCHTENIEM, TIOBEPXHOCTHO-AKTUBHEIM BEIIECTBOM H
apyrumu no6askamu. OOBIYHO JKHUAKOE BEIECTBO-HOCHTENIb CONCPIKHUT BOAY M ApYTHe
pPacTBOPUTENH, KOTOPbIE MOTYT BK/IIOYATh, 0€3 OrpaHHuYeHHii, MUHEpaIbHbIE Macia U

JKUPHBIE CIIUPTBHL

[00205] IToBepXHOCTHO-aKTHUBHBIE  BEIIECTBA  SIBJISIFOTCSI  OCHOBHBIMH
KOMIIOHCHTAMH B KOMITO3UIIHAX LHaMHYHeﬁ. KomamuecTBo NEPBUYHOI'0 MOBEPXHOCTHO-
AKTUBHOI'O0 BELICCTBA, KaK MNPABWUIO, HAXOAUTCA B AUAIIA30HE OT NMPUMEPHO 10% u a0
npumepHO 20% 1O KOHEUHOH Macce KOMIIO3MLUH, Oollee TUMHYHO, OT IMPHUMEPHO 8§ 10
npumepao 18%. Taxke MOXKET IpPUCYTCTBOBATH BCIIOMOTATENBHOE ITOBEPXHOCTHO-
AKTUBHOE BEIIECTBO, KAaK TMPAaBWIO, B Auama3zoHe oT mpumepHo 0 mo mpumepHo 6%.
[ToBepXHOCTHO-aKTHBHBIC BEIIECTBA B KOMIIO3ULHUSX IIAMIIYHEH COTJIACHO HACTOSIIEMY
M300pETeHNIO0 MOTYT BKITIOUATh OHO WU 00JIee aHMOHHBIX, HEHOHOTEHHBIX, aM()OTEPHBIX
WIM KAaTHOHHBIX MMOBEPXHOCTHO-aKTHUBHBEIX BEIIECTB WJIH KOMOHHAIMH YKa3aHHBIX
COG,Z[I/IHGHPIfI. HpI/IMepLI AHUOHHBIX MMOBEPXHOCTHO-aKTUBHBIX BEIISCTB BKIHOYAIOT, HO HE
OTPaHUYMBAIOTCS UMM, MbLIa, aukuiael W agkwngupcynbsdarer u  ambsda-
oneduncynbdonatel. [IpeAnOYTHTENEHBIME ~ aHHOHHBIMEH — [TOBEPXHOCTHO-aKTHBHBIMH
BEIIECTBAMH  SIBJISIFOTCSA  JaypwicyJb(arbl (aMMOHUS, HATpus, TPUITAHOJIAMHH-,

OUATAaHOJAMHMH- | Jiayper- (HaTpusi W amMMoHus)). BcmomorarenbHble aHUOHHBIE
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NOBEPXHOCTHO-AKTHBHBIE BELIECTBA BKJIIOYAIOT, HO HE OrPAaHHYMBAIOTCS HMH,
cy1b(hOCyKIMHATEI, JHHEHHBIE ankuiOeH301Ccynb(oHaTel, N-aumuiMeTuaTayparsl, N-
AIMICAPKO3WHATHI,  AIWIN3OTHOHATHI,  IPOAYKTHI  PEaKIWHd  KOHJeHcauuu  N-
ALMTIOTUIETITHAOB, MOTHATKOKCHIHPOBAHHBIE TITUKOJIEBEIE 3¢upsl,
MOHOTTTHIEpUACYIb(aTel, CyabpOHATBI MNPOCTBIX TJIHLEPHIOBBIX 3()HUPOB KUPHBIX
KUACIOT. IIprMeprl HEHOHOT'CHHBIX ITOBEPXHOCTHO-aKTHBHBIX BEIIECTB BKIOYAIOT, HO HE
OTPaHUYMBAIOTCS. MMM, JXKHPHBIE ATKAHOJAMHUIABL, AMHHOKCHIBL, MOTHMEpPHBIE 3(PupEL,
nonmucopbar 20, TI9I-80 copbutan u HoHOkcwioHbL [lpumepsl amdoTepHBIX
MOBEPXHOCTHO-AKTHBHBIX BEIECTB BKIIOYAIOT, HO HE OrPAHUYHMBAIOTCS MMH, OETaWHBL,
ANKHI3aMeIleHHbIe AMHHOKHCIIOTHI (J1ay paMHHOTIPOITOHAT HATpHsI u

Jlay pPUMHAHOIIPOTINOHAT HATPHST).

[00206] KoMmno3umust mamiry Hsl COTJIACHO HACTOSIIIEMY H300PETEHUIO TAKKe
MOJKET COJepKarb CTaOMIM3aTOPBI BSI3KOCTH M TEHBI, KaK IPABHIO, B KOJIUYECTBE OT
npumepro 1,5 1o mpumepHo 5% mno koHeuHOH Macce kommos3mnuu. KoHKperHbie
npUMeprl CTaOWIM3aTOPOB BSI3KOCTH/TIEHBI BKJIIOYAIOT, HO HE OTPAHUYUBAIOTCS HMH,

ANMKaHOJAMUIBI (TaKue KaK KOKAMHIMOHOITAHOJIAMHUH ).

[00207] Kpome TOro, KOMITO3HUILIMSI IIIAMITY HSI MOKET COAEPKATh HEOONBIITNE
KOJIMYECTBA OHOTO WU 0O0Jiee TPATUIIMOHHBIX KOCMETHUECKUX WU JEPMATOTOTHISCKUAX
n00aBOK WM BCHOMOTATENBHBIX BEIIECTB MPH YCIOBHH, YTO OHH HE OKAa3bIBAIOT
HEraTUBHOI'O BJIMSHHSI HA LIEJEBBIC MOKA3ATENU MSTKOCTH, Ka4eCTBa MM 3CTETUUECKHUX
XapaKTEPUCTHK  KOHEYHBIX  MpoAaykToB. OOmas  KOHIEHTpauus  100aBJIeHHBIX
UHTPEANEHTOB OOBIUHO COCTaBiIsieT MeHee 5%, MPEAmOYTUTENLHO, MeHee 3% M0 Macce
KOMITO3ULIMU. Takue BTOPOCTENEHHBIE KOMIIOHEHTHI BKJIIOUAKOT, HO HE OTPAHUYUBAIOTCS
MU, OMATeCIUPY IOLIHe/TIepIaMy TPOBbIE areHThl, TAKUe KaK MPOM3BOJHEIE CTEAPUHOBOU
KHCJIOThI  (HampuMep, STUISHIJUKOIBMOHOCTEAPAT WM ASTHIEHTJIHKOIbANCTEAPAT),
PACTBOPUTENHU; KOMILIEKCOOOpAsyIOIMe AareHThl, TaKhe Kak JWHATpUeBas COJb
STUIIEHAHNAMUHTETpayKCy CHOH KUCIOTHl (JJATA) m ero comm, JUMOHHASI KHUCI0TA WA
noiaudocdarsr;, CTAOUITM3UPYIOIINE ArEHTHI, 3aryCTUTEIH, TaKHe KakK COad (HampHMmep,
XJIODHUJ HATpWs WIH XJIOPHUJ AaMMOHHUSI) aHHOHHBIX cocraBoB;, [IOI-120-guonear
MeTurmioko3sl u [190-150-nenTaspurprirerpacreapar sl aHHOHHBIX/HEMOHOTEHHBIX
COCTaBOB; KOHAULMOHEPHI ISl BOJIOC, TAKUE KAK KATHOHHBIE MOJIUMEPHI OJUKBATEPHUY M
10 (momumepsl cepun Ucare), karnonneiii ryap (Jacquar C-261N), monuksatepHuyM 7

(monmumepsl cepuu Merquat) ¥ CHITMKOHBI, TaKHe KaK JUMETUKOH U aMHHOIMMETHKOH,
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VBJIQKHUTETH,  AHTHCTATHYECKUE  areHThl,  aHTudpu3bl, Oy(depHBIE  areHThI;
aatnokcuaantel, Takue kak BHT, BHA wu Toxodepon, mormorurenu Y d-uszmyueHus,
Takhue Kak OeH30(eHOH, KOHCEPBAHTHI, TaKWe Kak mapadeHbl, apoMaTH3aTOPbl H
KpacuTeIH WU NUrMeHThL Takue 1o6aBKu XOpOIIO W3BECTHBI B KOCMETHYECKOH 00macTu
W ONKCAaHBI BO MHOrUX myOnukanusix, Hanpumep, B Harry 's Book of Cosmeticology,

MPUBEIECHHOH BBIIIE.

[00208] IMocnenHuM BaXHBIM  KOMIIOHEHTOM KOMIIO3ULIUM  LIAMITY HSI
SIBIIIETCSL BOJA, KOTOpas ofecreurMBaeT BOJAHYIO Cpedy, oOecneumBaroulyro OamaHc
koMno3unuu mammyHs. OOBMHO COAepKaHWe BOABI HAXOJWTCS B JHANA30HE OT
npuMepHo 53% no npumepHO 95%, MpeArnouTHTENsHO, OT mpuMepHO 68% 10 IpUMEpHO
92% wu, Oojee MpPeaNOYTHTENBHO, OT mpuMmepHo 80% mo mpumepHo 87% mo Mmacce

HOqueHHOﬁ KOMITO3HUIIUH LIaMITy Hsl.

[00209] KoMmmozunuu 1iammyHe# COrJIaCHO HaCTOSIIEMY H300PETEHHIO
MOXKHO TIOJIyYaTh HPH MOMOLIM TPATULHMOHHBIX CIOCOOOB MOMYYESHUS W CMELIMBAHUSL
Ecnn tpelyercss miaBieHHEe WIH pACTBOPEHHE TBEPABIX IOBEPXHOCTHO-AKTHBHBIX
BEIECTB MJIM BOCKOB, X MOJKHO JOOABISITH K IPEABAPHTENBHO MPUTOTOBISHHOW CMECH
MTOBEPXHOCTHO-AKTHBHBIX BEIIECTB WM HEKOTOPOW YACTH ITOBEPXHOCTHO-AKTHBHBIX
BEIIIECTB, CMEIIMBATh W HarpeBaTh AJIs IUIABJIEHUS] TBEPJBbIX KOMIIOHEHTOB, Halpumep,
npu npumepHo 50°C-95°C. 3areM Takyr cMechb MOKHO 0OpabarhiBaTh Ha MEIIANKE C
OOMBIIMMH CABUTOBHIMH YCHIMSIMH M OXJ&KIaTh, a 3areM J00aBisITe B CMeCh
OCTaBIIMeCs KOMIIOHEHTBI. Kommozuumu OOBIMHO HWMEKT KOHEUHYIO BSI3KOCTH OT
npumepHo 2000 mo mpumepro 20000 cIl (cantumyas). Bs3KOCTE KOMIIO3ULIMKA MOXHO
peryJIupoBaTh MPHA MOMOIIM TPAAMIHOHHBIX CHOCOOOB, BKIIOUAs N00aBJIEHHE XJIOPHAA

HATPUsI WK KCHIOJICY Tb(OHATA AaMMOHHS TI0 Mepe HEOOXOIMOCTH.

[00210] Komnosuumst st yxoza 3a BOJOCAMH TakKe MOXKET COAEPIKATh
omuH Wik Oojee areHTOB TMPOTHB MEPXOTH. TEepPMHH «areHT WpPOTHB MEPXOTH»,
UCMONB3YEeMBbIi B HACTOSIEM JOKYMEHTE, OTHOCHTCS K JIOOOMY XHMHYECKOMY
COEMHEHUIO, YPPEKTHUBHOMY MPH JICUSHUU MIEPXOTH U/UITH CBSI3AHHBIX C HEW CUMIITOMOB,
ATeHTBI POTUB MEPXOTH XOPOIIO U3BECTHHI B COOTBETCTBYIOMIEH 00macTu TexHUuKu. CM.,
HanpuMep, onyOnukoBaHHYK 3asBky Ha mnareHT CIHA Ne 2004/0202636 u Ne
2003/0003070 u marent CIIA Ne 6284234, conepskaHue KOTOPBIX BKIIOUYEHO B
HACTOSIIYIO 3asiBKY IOCPEeACTBOM ccbUlkd. Kak mpaBmio, areHT IpPOTHB TNEpPXOTH

npeacrasiasier  coOol  mpOTUBOrpUOKOBBIA  areHT, S QeKTHBHBIA NPOTUB TpHOKa
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Malassezia. TIoaXOISIHE areHTLI MPOTHB MEPXOTH BKJIIOYAIOT, HO HE OTPAHHUHBAIOTCS
UMM, COJTH MUPUIMHTHOHA, TaKhe KaK KaJbIIEBbIEe, MarHUEBbIE, OApUEBbIE, CTPOHIIUEBBIE,
OUHKOBbIE W LHMPKOHUEBBIE COMM MUPUIAMHTHOHA, a30jbl, TaKWe Kak KinmM0a3on,
KETOKOHA30J, HTPAKOHA30J, MUPOKTOHOTAMHH (OKTOMHMPOKC); YHICLHISHOBYIO KHCIOTY,
yuaaeuwieHamugonpornmwioerans  (AMPHORAM U®), KaMeHHOYTOJBHYK) CMOIY
(NeutrogenaT/rens, Ne CAS 8030-31-7); camummmoByro kucnoty (lonil T); cyasduz
cenena (Selsun Blue), sxcrpakt yaiiHOro gepeBa M CMECH YKa3aHHBIX coequHeHuil. OnHa
U3 Ccojledl MHUPUIMHTHOHA MPEACTABIsieT CO0OM IMHKOBYH COJMb  |-THApOKCH-2-
MUPUANHTHOHA (TAKKe HA3bIBAEMYH TMHPHIMHTUOHAT [[UHKA). Takue MpOTHBOTPUOKOBBIE
areHThl, KaK TMPaBWIO, JIOCTYIMHBI W3 KOMMEPUECKHX WCTOYHHMKOB. Hampumep,
MUPUIHHTHOHAT HUHKA Tpou3BoauTcst koproparmei Olin (Norwalk, Conn.); okromupoxc
npomssogurcsi Hoechst AG (Frankfurt, Germany); AMPHORAM U® mnpouzsomurcs
CECA Arkema Group (France) u keroxonazon npoussogutcs Alfa Chem (Kings Point,
N.Y)).

[00211] B HEKOTOpBIX BapHaHTAX peaTU3alUU KOMIIO3ULUSL ISl JTUYHOU
THTHEHBI IPEACTaBIIseT cOOOH KOMIO3MLIMIO TSI yXoaa 3a Koxkeil. CoracHo HacTosiiei
3asIBKe KOMITO3HIIMHN TSI YXOJa 32 KOKeH MPEACTaBISIOT COO0H KOMITO3HLIUH JJTSI JTEUESHHSI
KOXXH, BKJIKOYAsl, HO, HE OIrpaHUYUBAsICh UMHU, KOHIULHUOHEPHI i1 KOXH, YBJIAKHUTCIHU,
TOHAJIBHBIC KPEMBI, CPCACTBA MPOTUB MOPIIHWH, OUYHIIAKOIIHUE CPEACTBA AJIS KOXKU U
cpeacTBa ANs MBIThI Teda. KoMmosumum Ais yxoda 3a KOKeH COINIACHO HACTOSIIEMY
N300pETEeHNIO BKITIOYAIOT JIIOObIe KOMITO3HIMH, KOTOPBIE MOXXHO MECTHO HAHOCHTH Ha
KOXY, BKJIKOUYasl, HO, HC OrpaHU4YUuBasiCb MU, JTOCBOHBI, KPEMBI, I'¢JId, KOCMCTUUYCCKUEC
KapaHaam, Cripeyu, Masu, OUNIIAMNE JKUAKOCTU AJIsI YMBIBAHUS, OUUIIAOINNE TBEPALIC

MBLJIa, TTACTHI, TEHBI, TOPOIIKH, KPEMBI IJ1s1 OPUTHS U ca(eTKH.

[00212] Komnosuumu aast yxoga 3a KOXell COIVIaCHO HAacTOSILIEeMy
U300pPETeHHI0 MOTYT COJEepkKAaTh HECKOAbKO THIIOB KOCMETHUECKH MPHEMIEMBIX
HOCHUTENEH AJIs1 MECTHOTO MPUMEHEHUS], BKJIFOUAs, HO, HE OTPAHUYUBASICE UMH, PACTBOPEL,
KOJUIOHIHBIE CYCIEH3HWH, MAWUCHEPCHH, 3MYJIbCHH (MHKPOIMYJIBCHH, HAHO3MYIIbCHH,
MHOXKECTBCHHBIC 1 HCBOIHBIC 3My.]'II:CI/II/I), TUApOre/ini U BE3UKYJIbI (.]'[I/IHOCOMI:I, HHUOCOMBEI,
HOBacoMbl). KOMOOHEHTBI # CHOCOOBI TOMYUYEHHSI MOIXOASIIUX KOCMETUUYECKH
MPUEMIIEMBIX HOCHUTEIEH A1 MECTHOIO0 IPUMEHEHHsSI XOpOILIO H3BECTHBI B JAHHOM
0051acT! TEXHUKH U OMUcaHbl, HarpuMep, B marente CIIA Ne 6797697, oy OMMKOBaHHBIX

sasBkax Ha mateHT CIIIA Ne 2005/0142094 u Ne 2005/0008604 u omyOaHKOBaHHBIX
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3asBKaX Ha MexAyHapoaHblid mareHT Ne 2006/029818 m Ne 2000/062743, coxep:xanue
KOTOPBIX BKJIIOUEHO B HACTOSIIYIO 3asiBKY IOCPEACTBOM CcbUIkH. Crmenuanucram B
JAHHOM 00JaCTH TEXHHUKH M3BECTHBI PA3IHUYHBIE CIIOCOOBI MOJYUEHHUS] TakuxX (Gopm

BBIITy CKA.

[00213] Komnosuumu ams  yxoga 3a KOXell COTJIacHO HAacTOSIIEeMYy
uzo0peTeHno  coxepxkar 3PQPeKTHBHOE KOJIHYECTBO IO MEHBIIeH Mepe OTHOTro
MPOJEKAPCTBA HA OCHOBE KOHBIOrara (Hampumep, aHTUOAKTEpUATBHOTO MPOIEKapCcTBa Ha
OCHOBE KOHBIOTATa) B KOJTUUECTBE B quarazoHe ot npumepHo 0,001% mo mpumepro 10%,
npeanouTuTenbHo, oT npuMepHo 0,1% 10 npumepro 5% u, Gonee MPeaNmOUTUTENBHO, OT
npumepHo 0,5% 10 nprmepHo 3% MO Macce OTHOCUTENBHO OOLIEH MAcChl KOMIIO3UIIUH.
TepMmuH «3¢PeKTHBHOE KOTUIECTBOY, HCIIOIB3YEMBIN B HACTOSIIEM JOKY MEHTE, 03HAUAET
KOJIMYECTBO IMPOJIEKAPCTBA HA OCHOBE KOHBIOTATa B KOMITOZHIMM Ui YXO0Ja 3a KOJXKEH,

HEeoOX0MMOe IJIs1 TOCTIKEHUSI TPeOy eMOT0 YTy UIEHHSI.

[00214] Kak npaBuio, kocMeTHUECKH MpuemiieMasl cpefa Uisi KOMIO3ULUN
JUISL YXOJa 34 KOKEeH COASPIKUT BOAY U APYTHE PACTBOPUTEIN, KOTOPBIE BKIIOUAKOT, HO HE
OTFPAaHWYMBAIOTCS WMH, MHHEPAIbHBIE Macna M JKHUpHBIE Couptel. KocMmermuecku
mpuemiemasl cpefa cocraeiast or npumepHo 10% o mpumepHo 99,99% mo macce
KOMITO3ULINY, TMPEANOUYTHTEIbHO, OT mpuMmepHo 50% mpo mpumepHo 99% mo Macce

KOMITO3UIIUU U ITPU OTCYTCTBUU APYTHUX z[06a1301< nmpuaaBaTb OamaHc KOMITO3UIIHH.

[00215] TepMUH «KOCMETHYECKH MpHeMIeMasl CpeAa», HUCIOAb3yEMBbIi B
HACTOSIIEM JOKY MEHTE, OTHOCHTCS K COCTABAM, KOTOPBIE MPUMEHSIIOT JUISI JICUSHUS] KOXKHU,
BOJIOC W/WIW HOITE W KOTOphIe coJaepkar oOAMH uiIu Oonee WHIPEIUEHTOB,
HCITIOTB3Y @MBIX CIIEIHATICTAMU B JAHHON 00IACTH TEXHUKH TSI MOy YEHHS CPEACTB IS
JeueHus] KOu, BoOnoCc u/umu Horrell. Kocmeruuecku mnpuemiemas cpeaa MOXKET
HAXOMUThCS B 000N moaxomsmeit gopme, T.e., B BUAE KUIKOCTH, KpeMa, 3MYJIbCHH,
rejsl, 3aryCTHTEBAIOIIEro JOCHOHA WM IOPOIIKA, U OOBIMHO COAEP:KUT BOAY, a TAKKe
MOJKeT COJepKaTb KOCMETHYECKH NPHEeMIeMBIi PacTBOPHUTENb W/HIM OXHO Wiu Ooiee

TMMOBEPXHOCTHO-AKTUBHBIX BEIICCTB.

[00216] Kocmernueckn mnpuemnemass cpeda MOXKET  JOIMOJHUTENbHO
coJepkarb OCHOBHOE KOCMETHUYECKOE CBIphe, BKJIIOYAs, HO, HE OTPAHUYHBASICH HMH,
YIJIEBOJAOPOABL, CIOXKHBbIE 3(UpPBI, KUPHBIE CIOUPTBL, 3MYJBraToOpbl, YBIAKHHTEIH,

MOAU(HUKATOPBI BI3KOCTH M MATEPUATBI HA CHITUKOHOBOW OCHOBE. KOMIO3HIIMU COTIacHO
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HACTOSIIIEMY HM300PETEHHI) MOTYT COASPXKATh IIMPOKHI CHEKTP TaKUX OCHOBHBIX
KOMIOHEHTOB. O0mas KOHIEeHTpauusl J00aBIEHHBIX KOMIIOHEHTOB OOBIYHO COCTaBIISIET
menee 50%, mpexnmoututeabHO, MeHee 20% u, Oonee mpeamoururenbHo, menee 10% mo
obmeit macce kommosuimu. CroenmanTucraM B JAaHHOM 00JaCTH TEXHWKH ITOHSITHBI
Pa3MYHBIE KOHLEHTPAIIMM W KOMOWHAIIMM JUTSI TPUMEHEHUS! TaKUX OCHOBHBIX

KOMIIOHEHTOB C IIE/IBI0 JOCTHKECHUS [eJICBOH (bOpMLI npoayKra.

[00217] IMoaxoasmue yrieBogopoAbl, KOTOPbIE MOKHO HCIOIB30BATH B
KOMIO3HUIHUSIX COTJIACHO HACTOSIIEMY M300PETEHHIO, BKJIIOUAIOT, HO HE OTPAHHYUBAKOTCS
WMH, MHUHEpaJbHOE MAacio, H30reKkcajekaH, CKBaJIaH, T'HAPOTeHU3UPOBAHHBIN

MOAUH300yTEH, MeTPOJIaTy M, napadGut, MUKPOKPUCTALIHYECKUAN BOCK U MTOJHUITHJIEH.

[00218] IMoxxoasmme cnokHbBIE 3(PUPBI, KOTOPBIE MOKHO HCIIONB30BATh B
KOMITO3MIMSIX COTJIACHO HACTOSIIIEMY M300PETeHHUIO, BKIIOYAIOT, HO HE OrPAaHUUUBAIOTCS
UMH, H30NPOMIINAIBMUTAT, OKTUICTEAapaT, KalpHUIOBBIH/KAPUEBBI TPUIIHLEPUA,
pacTurenbHele BOCKM (KaHzenwna, KapHay0a), pacTUTenbHbBle Macia (IPUPOIHBIE

TJIULIEPUIBI) U Macia KyJbTY PHBEIX pacTeHui (3xox06a)

[00219] IMogxopsimue >KUpPHBIE CIOUPTHI, KOTOPBIE MOKHO HCIOIb30BAaTh B
KOMIIO3ULIUSIX COITIACHO HACTOSIIEMy H300pETeHHUI0, BKIIOUYAIOT, HO HE OIPAHHYUBAIOTCS
UMU, MUPUCTHJIOBBIA CIIHUPT, LETUIOBBIA CIUPT, CTEAPWIOBBIM CIHPT, U30CTEAPUIOBBIN

CIUPT U OETEeHWIOBBINA CIHPT.

[00220] IMogxonsmue 3MyJIBraTopbl, KOTOPBIE MOXKHO HCIOAB30BATH B
KOMITO3HLIUSIX COTJIACHO HACTOSIIIEMY M300pETeHHIO, BKIIOYAIOT, HO HE OTPAaHUYUHBAKOTCS
umu, anuoHHele (TOA/K creapar (TpusTaHo/IaMuH/CTeapar Kaaus), JaypuicTeapar
HATpUs, IeTeapwicyjb(par HaTpuss U MUSTUHBIH BOCK/OOpaKC), HEHMOHOT'EHHBIE
(rmuuepunucreapar, [1917 (moguaTuieHrmkone)-100 creapar, moaucopbar 20, creaper-
2 u creaper-20), KATHOHHEIE (IUCTEAPUIAUMETHIAMMOHUINXTOPU, OereHATKOHUITXITOPH T
U xjopun creamupus), noaumepHbie (akpuia/Ciozo QTKHI aKPHIAT KPOCCHOIUMED,
MOTHAKPWIAMU, TOJTUKBATEPHHUY M-37, IPOMIEHIIMKOb, AuKanpuiat/qukanpar u [T
(MOMUMPONUIIEHTTUKOMB)-1  TpuAeneT-6) MaTepuanbl, Marepualbl HAa CHJIMKOHOBOWM
OCHOBE (anxuMoaupUIpPOBaHHbIE JVMETHKOHCOIIOTHOJIBI), CIIOKHBIE

MOJTUTTTUHECPHUIIOBEIC 3(1)I/IpI>I " CJIOKHBIC OTOKCUTIUPOBAHHBIC KU PHBIC ,Z[I/IE)(I)I/IpI:I.
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[00221] VBIQKHUTENN, TPUBEICHHbIE B  KAauyecTBE MpuUMepa, IS
IPUMEHEHHS] B KOMIIO3MLUSIX COIJIACHO HACTOSIIEMY H300peTeHHIo, BKIIOYAIOT, HO HE
OTPAaHUYMBAIOTCSI UMH, MPOMUIEHIIUKOIb, COPOUT, OYTHIEHITINKOb, TeKCHISHIIAKOIE,
auneramug MOA (auerwmataHonavus), Meq u Harpuit [1IKK (2-mupponungonkapOokcunar

HATpHsI).

[00222] Moaudukatopsl BSI3KOCTH, KOTOPbIE MOXKHO HCIONB30BaTh B
KOMIIO3UIIUSIX COTJIACHO HACTOSIIEMY H300pETeHHUI0, BKIIOYAIOT, HO HE OrPAHHYHBAIOTCS
UMM, KCAaHTOBYI KaMelb, AQIIOMOCWIMKAT MAarHus, LEUIIOIO3HYK Kamenab U

THAPOTCHU3HUPOBAHHOC KaCTOPOBOE MaCJIO.

[00223] Kpome TOro, kOMmo3uuuu Ajasi yXoAa 3a KOXeW MOTyT COAEp:KaTb
omHO wiau  Oolee  TPAmUIMOHHBIX  (DYHKIMOHATBHBIX  KOCMETHUYECKHUX  HJIH
JepMaToJOTHYECKUX NO0OABOK HMJIM BCIIOMOTATENbHX BEIECTBX MPH YCIOBUH, UTO OHU HE
OKA3LIBAIOT HETATUBHOI'O BIIMSIHHUS HA IEJIEBBbIe MOKA3ATENM MSTKOCTH, KAYeCTBA WM
JCTETHUYECKHX XAPAKTEPUCTHK KOHEUHBIX NPOAYKTOB. B International Cosmetic Ingredient
Dictionary and Handbook, Eleventh Edition (2006) CTFA (Accouuanmuu 110
napproMepHO-KOCMETUIECKAM TOBAPaM M Ay IIUCTHIM BEIIECTBAM, TEMEPh U3BECTHOM, KaK
COBET MO KOHTPOJI CPEACTB Asi JuuHON ruruensl) u B McCutcheon's Functional
Materials, North America and Internationals Editions, MC Publishing Co. (2007) onucan
IIUPOKUHA CIEKTP KOCMETHYECKHX W  (DApMAEeBTHUSCKUX WHTPEAUESHTOB, OOBIYHO
MPUMEHSIEMBIX B KOMITIOZHLIMSIX JUTSI YXOJ2 32 KOKeU, KOTOPbIE MOAXOST 1/l IPUMEHEHUS
B KOMIIO3MIHUSX COTJIACHO HacTosieMy u3o0pereHuto. Kommosuimu corjiacHo
HACTOSIIEMY M300PETEeHHIO0 MOTYT COAEPKATh IHPOKHI CIIEKTP TaKUX JOMOTHUTEIBHBIX,
HEOOs3aTEMbHBIX KOMITOHEHTOB. (O0masi KOHIEHTpausl 100aBJICHHBIX HHTPEIHNEHTOB
00bIuHO cocraBiasieT MeHee 20%, mpeamoutuTensHo, MeHee 10% wu, Oosee
MPeanoUYTHTEIbHO, MeHee 3% mo oOimeil Macce KOMIO3WLMH. Takue KOMIIOHEHTHI
BKJIIOYAIOT, HO HE OrPAaHUYMBAIOTCS HMH, IOBEPXHOCTHO-AKTUBHBIE BEIIECTBA,
CMSITUANOINNE BEIIECTBA, YBIAKHUTEIH, CTAOMIN3aTOPBL, TUIEHKOOOPA3yIOIIe BEIleCTRa,
apoMaTU3aTopbl, KPaCUTENU, XeJaTUPYIOIIUe areHThbl, KOHCEPBAHTHI, AHTHUOKCHIAHTEHI,
peryasitopsl pH, aHTHOAKTEpUATBbHBIE areHThl, BOJOOTTAIKUBAIOIINE areHThI, BEIIECTBA,
PETYJHUPYIOIINE CYXOCTh KOKH, BUTAMHUHBI, PACTUTEILHBIE SKCTPAKTHI, THAPOKCUKUCIOTHI
(rakme kaxk anb(pa-THAPOKCHKHUCIOTHI M 0eTa-TUAPOKCHUKUCIOTE) M CPEACTBA ISl

UCKYCCTBEHHOTO 3arapa. [IpuMepbl pPacHpOCTPAHEHHOTO ChIPbS M MOAXOSIIUX
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BCIIOMOTATC/IBHBIX BCINECTB 11 KOMIIO3HULMS I JICUCHHUA AKHE OIIHCAHblI BBIIIC

Betimepom (Beumer) ¢ coasropamu u Pobuncorom (Robinson) ¢ coaBropamu.

Cnocobul neuenus

[00224] B HacrosemM n300peTeHnH Takke MPEAIOKEH CIIOCO0 JSUeHUs T
npexoTBpamieHuss rpubkopod miam OaxtepuanbHOM uHpekmmu y cyObekra. Crocod
BKJIIOYAET BBEICHHE CyOBEKTy, HYKIAIOMEMYCS B TAaKOM JICUCHHWH, KOMIIO3UIINH,
OINMUCAHHON B HACTOSIIEM NOKyMeHTe. be3 orpanuuenuii, rpuOkoBast Wik OakTepuaibHast
uHpekuns Moxer ObITh BBIOpaHA W3 TPYIIBI, COCTOSIIEH W3 OPATbHOI'0/BArMHAIBEHOIO
KaHIUA03a, JdepMarouro3a (TUmadHBIX 3a00JI€BaHUI BOJOCHCTHIX YYACTKOB Tela H
rOJIOBBI, a TaKkKe OOpOoIbl, MAaxoBOW 0OOmacTH W CTOI), MH(EKUUM HOTrTEH W YIIHBIX
uHpexuuit. Kpome TOro, cyOBEeKT MOMKET SIBISTHCS UYETOBEKOM WM JKHBOTHBIM, HE
SIBJISIFOLUMCSI YeJIOBHKOM (HampuMep, IpH NPUMEHEHHH KOMITO3ULIHN B BETEPHHAPHM),

T.C.

[00225] TepMUH «BBeIEHHE», MCHOJB3YEMBbIM B HACTOSIIIEM JOKYMEHTE,
OTHOCUTCSL K Croco0y WIM TyTH JOCTaBKH KOMITO3UIIMM, OIHMCAHHOW B HACTOSIIEM
JOKyMEeHTe, oOOecleuuBaromeMy @0 MEHbIIed Mepe YaCTHYHYI0 JIOKATHA3ALUIO
KOMITO3MLIUU B LeIeBOd o0mactu opraHmsma cyObekta. KOMIO3ZHIHIO, OMHCAHHYIO B
HACTOSIIEM JOKYMEHTE, MOKHO BBOJUTH MPU MOMOIIH JHO00r0 MOAXOMSIIEr0 crnocoda,
KOTOpBIN oOecrneunBaer 3(pdexTuBHOE JeueHne CyObeKTa, T.€., BBEASHHE HPUBOIUT K
JOCTABKe IO MEHbIIeH Mepe YaCTH KOMITO3UIMH K LIeleBOoi 001acTu opranusma cy Obekra.
[MpuMmepsl criocoOOB BBeNEHHs! BKIIOYAIOT, HO HE OrPAHUUYMBAIOTCS HMH, HHBEKIHIO,
uH(}Y3UI0, UHCTHUTSIAIO WIH MporjarbiBaHue. be3 orpaHuueHuit, TEpMUH «HUHDBEKIIHS
BKJIFOYAET BHYTPUBEHHY 10, BHY TPUMBILLIEUHY O, BHYTPHAPTEPUAIBHY IO,
BHY TPHOOOIOUEUHY 10, BHY TPIKETY IOUKOBY 1O, BHY TPUKAIICYJISIPHY 1O,
BHYTPHUIJIQ3HUYHYI0,  BHYTPHUCEPASUHYIO,  BHYTPHKOKHYIO,  BHYTPUOPIOIIMHHY IO,
TPaHCTpaxeaTbHY 10, TOJKOKHY 0, BHY TPUKOKHY 10, BHY TPHCY CTABHYI0, CYOKaICyISIPHY IO,
cyb6apaxHOUAATBHY 1O, BHY TPHUIIO3BOHOYHY 10, HUHTpaEPeOpOCIUHATBHY IO u
BHY TPUTPY JMHHY 0 MHBEKIUIO U UHPY3UI0. be3 orpaHnueHunii, BBeIeHHE MOXKET SIBJISThCS

MECTHBIM HJIN CHCTECMHBIM.
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[00226] B HEKOTOPBIX BAPUAHTAX PEATU3ALUY BBEICHUE SIBJISIETCSI MECTHBIM,

HarmpuMep, KOMIIO3UIUIO MECTHO HAHOCAT Ha LEJICBY IO 061acTb.

[00227] B HacrosiiieM n300peTeHnH TakKe MPEAIOKEH CIIOCO0 JSUSHUS HITH
NPEJOTBPAIICHUSI MEPXOTH, BKIIOYAIOIIWNA HAHECEHWE KOMIO3MLIMM ISl yXOJa 3a
BOJIOCAMH, COJEpIKallel 10 MEHBIIeH Mepe OJHO MPOTHBOIPHOKOBOE IPOJEKAPCTBO HA
OCHOBE KOHBIOTATa, KaK OMMCAHO B HACTOSIIIEM JOKYMEHTE, Ha KOXY TOJIOBBI CyOBEKTa.
KOMHOBI/IL[I/IIO A yXo4a 3a BOJIOCaMU MOYKHO CMBIBATh € KOXKHU I'OJIOBBI UJIN OCTABJISITH HA
KOYK€ TOJIOBBl B 3aBHCUMOCTH OT THUIA HOpUMEHseMOoW kommozuuuu. Kommnosunmw,
ONMCAHHBIE B HACTOSINEM JOKYMEHTE, MOKHO HAHOCUTh HA KOXKYy TOJIOBBI IIPH MOMOIIU
pa3sInIHbIX CHOCO6OB, BKIOYAOIIUX, HO, HC OrpPpaHUYMBAIOIIUXCI HUMH, PaCIBUICHUC,

HAHECEHUE KUCTOUKOU UM HAHECEHUE BPY UHY 0.

[00228] B gpyrom acmekre OpPENIOKEH  CIIOCOO  JEUEeHHs  MIIH
MpeIOTBPAIEHNs aKHe, BKITIOUAIOIINA HAHECEeHHWe KOMITO3WLMH U yXO0Aa 3a KOXKeH,
ONMHMCAHHONH B HACTOSINEM IOKYMEHTE, Ha KOXY CyOBeKTa, HY)KIAIOWEerocs B TaKOM
nedyeHud. [lociie HaHECEHUS] KOMIIO3UIINIO JJIsI YXO04a 34 KOXKEeH MOXKHO CMBIBATh C KOXKBI
WIM OCTaBJISITh HAa KOXE B B3aBUCUMOCTH OT THNA MPUMEHSIeMOW KOMIIO3ULIMM.
KOMHOSI/II_II/II/I AL yXoaa 3a KOJKeil MOJKHO HAaHOCUTH Ha KOXY IpU NOMOIIU PASTUYHBIX
Croco0O0B, BKIIYAMIIUX, HO, HE OTPAHMYUBAIOIIMXCS WMH, PACHbUICHHE, HAHECCHUE

KHUCTOYKOM WJIH HAHECEHUE BPY UHY IO.

[00229] TepmuH «CyOBEKT», HCHONB3YEMBIA B HACTOSILIEM JOKYMEHTE,
obo3Hauaer uyegoBeka WIM KUBOTHOe. OOBIMHO JKMBOTHOE NpeaCTaBisier CoOOM
MO3BOHOYHOE JKMBOTHOE, TAaKOoe KAk IPHUMAaT, TPBI3YH, AOMAIHEe JKUBOTHOE WM
MPOMBICTIOBOE KHBOTHOE. [IpmMaTel BKIOYAIOT IIMMIAH3e, SIBAHCKHUX MAakKak,
naykooOpasHbIX 00e3bsiH U Makak OOBIKHOBEHHBIX, HAIpHMEp, MaKak-pe3ycoB. ['pbI3yHBI
BKJTIOUAIOT MBIIIEH, KPBIC, CYPKOB, XOPBKOB, KPOJIUKOB U XOMSKOB. JloMallIHNE JKUBOTHbBIE
U TPOMBICTIOBBIE JKMBOTHBIC BKTIOYAIOT KOPOB, JOIIAAEH, CBUHEH, OJieHel, OM30HOB,
OyHBOJIOB, JKUBOTHBIX CEMEHCTBA KOIIAUbHMX, HAPHMEp, IOMALIHUX KOIIEK, ’KHBOTHBIX
ceMeiicTBa IMCOBBIX, Hampumep, coOak, JHCHUL, BOJKOB, NTHL, HANpPUMEpP, KYPHL, 3MY,
crpaycoB, u pbIO, Hampumep, (openeii, comoB u mococeil. IlarMeHT HIH CYOBEKT
BKJIIOUAIOT JIOObIE IIOJMHOKECTBA IIEPEUMCICHHBIX BBILIE BHJOB, HAIpUMeEp, BCe
MEePEUNCAEHHBIE BBIIIE BUABL, 32 HCKIIOUEHUEM OJHON MM HECKOJIBKUX TPy WIN BUAOB,
TAKUX KakK JIOAW, NMPUMAaThl WM TPY3yHbBL. B KOHKpPETHBIX BapHaHTaxX pearn3aliuu

ACMEeKTOB, ONUCAHHBIX B HACTOMINEM JOKYMEHTe, CYOBEeKT MpeacTaBisier coboii
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MJICKOMMUTAOIICEC, HAIIPUMEP, MpUMATd, HAIpHUMEP, UYUCIOBCKA. TepMI/IHI:I (IAHUCHT» U
<(Cy6”beKT)> HCIOJB3YOTCS B HACTOSAIIECM ITOKYMCHTC B3aUMO3aMCHSCMO. Cy@beKT MOKET

OBITE MYKCKOI'O HJIH KEHCKOr'oO I10Jj1a.

[00230] IpennoururensHo, cyOBekT SIBJISIETCS MJIEKOITUTAOIIUM.
MiekonuTaromee MOXKET SIBISTBCS YETOBEKOM, APYTHM IPHMATOM, MBIIIBIO, KPBICOH,
c00aKoii, KOIIKOM, TOMANBI0 WIH KOPOBOii, HO HE OrPAaHUYMBAETCS JTAHHBIMHU MPHUMEPAMHU.
Mnexonmafoume, OTJIMYHBIE OT YCJIOBEKA, MOIYT OBITE YCHeuHO MCIIOJb30BaHbl B
KayecTBe CyOBEKTOB, MPEICTABISIOMMX JKUBOTHBIE MOJIETH PACCTPOMCTB, CBS3aHHBIX C
ayTOMMMYHHBIMH 3200JI€BaHMSIMH WM BocnateHustMA. Kpome Ttoro, cmocoOel u
KOMIIO3UIIUH, OIMMCAHHBIC B HACTOSIEM NJOKYMCHTC, MOXKHO IPUMCHSTH Uil JICUCHUSI

OJOMAIIHCHHBIX KUBOTHBIX W/WJTA KOMHATHBIX JKHBOTHBIX.

[00231] B  HEKOTOpBIX BapuUaHTax pealu3aludd CyOBEKT  SIBIISIETCS
YETOBEKOM.
[00232] B  HekoTOpBIX BapuaHTax peamu3auud CyOBEKT  SIBIISIETCS

JKUBOTHBIM, HE SBJISIFOIIUMCSI UCTIOBCKOM.

[00233] CyOBEeKT MOXKET SIBIISITBCS CYOBEKTOM C paHee WM B HACTOSIIESE
BpeMsi JUAarHOCTHPOBAHHBIM  pACcCTPOMCTBOM, CBSI3aHHBIM C  T'pUOKOBOM WK

OaxrepranbHOM HHPEKIUEH.

[00234] B HekoTOpRIX BapuaHTax peamw3anud CyOBEKT HYXKITAeTCS B

JICYCHHUH IICPXOTH W/WIH aKHE.

[00235] B HekOoTOpBIX BapuaHTax peanu3aluud CyOBEKT HYyXKIAeTCSl B
JISYEHUN OpPaJbHOT0 WJIM BarMHAJBHOIO KaHAWAO3a, JAepMmarodpurosda (TUIIAHHBIX
3ab0seBaHN BOJOCHUCTBIX YUACTKOB TeJIa M I'OJIOBBI, A TaKke OOPOBL, MaxoBoit 00macTi u

CTOM), MH(pEKIMH HOrTell MK YITHBIX HH(EKIHA.

[00236] CyObekT MOXKET SBISTBCI CyOBEKTOM, B HACTOSIIEEC BpEMSI
HOABEPTralOIINMCS JICUSHHIO TEePXOTH, aKHe, OPATbHOIO HJIM BAarMHATBHOTO KAHIWI03a,
JepmaroduTosa (TUIIANHBIX 32001eBaHUK BOJTOCUCTBIX YUACTKOB TENA U TOJIOBBI, 4 TAKE

6oponsbl, maxoBoi 00macTu u cTomn), HHOEKIUi HOrTel Win YITHBIX HHPEKInH,

[00237] B HEKOTOpBIX BapHAHTAX pEATH3ALUN AaCIEKTOB, ONUCAHHBIX B

HACTOSAIEM OOKYMECHTE, crroco0 JAOMOJHUTECIBHO BKIHOYACT AUArHOCTHUKY MNAllMEHTA Ha
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Hamuuue TpuOKoBOMl WH(EKUMH nepei HavyaloM JIeUeHUs] HpH IOMOLIM crocoba,

ONHUCAHHOI'O B HACTOSIICM OJOKY MCHTE.

[00238] B HekoTOpBIX BapuaHTax pealu3aluy AaclekTOB, OMHCAHHBIX B
HACTOSIIEM JOKYMEHTe, CIoco0 NOMOJTHUTENBHO BKIKOYAST AWATHOCTHKY MAalKeHTa Ha
HAIMYHAE TEPXOTH, aKHe, OPAIBHOTO WIM BarMHATBHOTO KaHAUIO03a, JepMaTodpuro3a
(ymmaifHerx 3a001€BaHUIl BOJOCHCTBIX YUYACTKOB TElTa W TOJOBBL, a Taioke OOpOIEL,
naxoBoii obmacté m crom), WHpEKIMH HOrTed WM YINHBIX MH(peKkuuil mepen HavamoM

JICUCHUS TPU ITOMOILH cnocoGa, ONMHUCAaHHOI'0 B HACTOALICM TOKY MCHTE.

[00239] B  HeKOTOphIX BapuHaHTax pealu3aldd CyOBEKT  SIBIISIETCS
JKUBOTHBIM, T.€., KOMITO3UIIMM M CIOCOOBI, OMHUCAHHBIE B HACTOSIIEM JOKYMEHTE,

OTHOCATCS K BETEPUHAPUH.

Iponexapcmeo

[00240] He xenas ObITh CBS3aHHBIMH C TeOpWEl, MOIArarT, 4YTO
MpOJIEKAPCTBA HA OCHOBE KOHBIOrara, ONHWCAHHBIE B HACTOSIIEM JOKYMEHTE,
TPEACTABISIOT COOOM MPOTHBOrPUOKOBBIE WM AHTHOAKTEPUATBHBIE TMPOJIEKAPCTBA.
TepMUH «IIpONEKapCTBO», HCIONb3yEeMbIi B HACTOSIIEM JOKYMEHTE, OTHOCHUTCSI K
COCOAMHCHHUAM, KOTOPBIE B PE3YJIbTATE HCKOTOPBIX XUMHWYCCKUX WU (bI/ISI/IOJ'IOFI/I‘-IeCKI/IX
mpoueccoB (HampuMep, (epMEHTATUBHBIX TPOIECCOB M METa0OIMYSCKOTO THAPOJIH3A)
MOTyT OBITb TIpEBpallleHbl B AaKTUBHOE coeluHeHWe. Takum o0pa3oM, TEpPMUH
«IIPOJIEKAPCTBO» TaKKe OTHOCHUTCSI K (apMareBTHIEeCKH pHUeMJIEMBIM
npeaACCTBCHHUKAM 6I/IOJ'[OFI/IIIGCKI/I AKTHUBHBIX COGI[HHGHHf/i. HpOJ’IeKapCTBO MOZKET
SIBIISITBCSl HEAKTUBHBIM TPU BBENSHUHU CyOBEKTy, Hampumep, ObITh B (HOpPME CIOKHOTO
a¢upa, HO MPH DTOM OHO MOJKET MPEBPAIIATbCSI B AKTHBHOE COEIUHEHHE in Vivo,
HApUMEpP, B pe3yJabTare THAPOIM3a A0 CBOOOAHOM KAPOOKCHIBHOW TPYyIIIbl MM
CBOOOIHOM THAPOKCUIBHOM rpynmbl. [IposiekapcTBo 4acTo 00SCmeunBaeT MpeuMy IecTBa
B o0macT  pacTBOPUMOCTH, TKAHEBOW  COBMECTHMMOCTH WJIH  3aMeIJIEHHOTO
BLICBOOOJKAEHUS! B OpraHu3Me. TEepMHUH «IpOJEeKapCTBO» TAKKE BKJIIOUAET JTHOObIE
KOBAJICHTHO CBA3aHHBIC HOCHUTEC/IN, KOTOPBIC BLICBO60>K,Z[3,IOT AKTHUBHOC COCIUHCHHC in
Vivo Tpu BBEAEHHH TakKoro mpojekapcTtBa cyObekty. [lposekapcTBa aKTHBHBIX

COEIMHEHUII MOXXKHO IOIyuYarb IMyTeM NpOoBeAeHHs Momaupukanmii (yHKIMOHATBHBIX
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TPYII, IPUCYTCTBYIOIIMX B AKTMBHOM COEIMHEHHH TaKMM O0Opa3oM, uTO MOAU(HKALIIH
PACIIEIUISIIOTCST TIPH OOBIYHOM BO3ASHCTBHM WM in Vivo ¢ 00Opa3oBaHUEM HCXOJHOTO
AKTHBHOTO coeAuHeHus. [IponexapcTBa BKIIOUAIOT COSAWHEHHS, B KOTOPBIX T'MIPOKCH-,
AMUHO- U MEPKAIITOTPYIIILI CBA3aHBI C .]'[IO6I>IMI/I rpynmnamMu, KOTOpPbIC PaCICIUISOTCS IMPU
BBEICHUHU CyOBEKTY MPOJEeKapCTBA AKTHBHOIO COSTUHEHHs ¢ 00pa3oBaHHMEM CBOOOIHBIX
TUAPOKCH-, aMHHO- M MEPKaNmTOTPyHI, COOTBETCTBEHHO. [Ipumepsl mposexapcTs
BKJIIOUAIOT, HO HE OrPAaHHUYMBAIOTCS WMH, aleTarHele, (opMmMuaTHble W OeH30aTHbIE
MPOU3BOJHBIE CIUPTOBON (DYHKLMOHATBHOW I'PY MBI WK alleTaMuIHbIE, (hopMaMUIHbIE U
OeH3aMuIHbIE TPOM3BOAHBIE AMUHHON ()YHKIIMOHAIBHOM TPYMITBI AKTHBHOT'O COSIHHEHUSI
u 1. Cm. Harper, “Drug Latentiation™ in Jucker, ed. Progress in Drug Research 4:221-
294 (1962); Morozowich et al, “Application of Physical Organic Principles to Prodrug
Design” in E. B. Roche ed. Design of Biopharmaceutical Properties through Prodrugs
and Analogs, APHA Acad. Pharm. Sci. 40 (1977); Bioreversible Carriers in Drug in Drug
Design, Theory and Application, E. B. Roche, ed., APHA Acad. Pharm. Sci. (1987);
Design of Prodrugs, H. Bundgaard, Elsevier (1985); Wang et al. “Prodrug approaches to
the improved delivery of peptide drug” in Curr. Pharm. Design. 5(4):265-287 (1999);
Pauletti et al. (1997) Improvement in peptide bioavailability: Peptidomimetics and
Prodrug Strategies, Adv. Drug. Delivery Rev. 27:235-256; Mizen et al. (1998) “The Use of
Esters as Prodrugs for Oral Delivery of (3-Lactam antibiotics,” Pharm. Biotech. 11,:345-
365; Gaignault et al. (1996) “Designing Prodrugs and Bioprecursors I. Carrier Prodrugs,”
Pract. Med. Chem. 671-696; Asgharnejad, “Improving Oral Drug Transport™, in Transport
Processes in Pharmaceutical Systems, G. L. Amidon, P. I. Lee and E. M. Topp, Eds.,
Marcell Dekker, p. 185-218 (2000); Balant et al., “Prodrugs for the improvement of drug
absorption via different routes of administration”, Fuwr. J. Drug Metab.
Pharmacokinet., 15(2): 143-53 (1990); Balimane and Sinko, “Involvement of multiple
transporters in the oral absorption of nucleoside analogues™, Adv. DrugDelivery Rev.,
39(1-3): 183-209 (1999); Browne, “Fosphenytoin (Cerebyx)”, Clin. Neuropharmacol.
20(1): 1-12 (1997), Bundgaard, “Bioreversible derivatization of drugs — principle and
applicability to improve the therapeutic effects of drugs™, Arch. Pharm. Chemi 86(1): 1-39
(1979); Bundgaard H. “Improved drug delivery by the prodrug approach”, Controlled
Drug Delivery 17: 179-96 (1987);, Bundgaard H. “Prodrugs as a means to improve the
delivery of peptide drugs”, Arfv. Drug Delivery Rev. 8(1): 1-38 (1992); Fleisher et al.
“Improved oral drug delivery: solubility limitations overcome by the use of prodrugs”,
Arfv. Drug Delivery Rev. 19(2): 115-130 (1996); Fleisher et al. “Design of prodrugs for
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improved gastrointestinal absorption by intestinal enzyme targeting”, Methods Enzymol.
112 (Drug Enzyme Targeting, Pt. A): 360-81, (1985); Farquhar D, et al., “Biologically
Reversible Phosphate-Protective Groups™, Pharm. Sci., 72(3): 324-325 (1983); Freeman S,
et al., “Bioreversible Protection for the Phospho Group: Chemical Stability and
Bioactivation of Di(4-acetoxy-benzyl) Methylphosphonate with Carboxyesterase,” Chem.
Soc., Chem. Commun., 875-877 (1991); Friis and Bundgaard, “Prodrugs of phosphates and
phosphonates: Novel lipophilic alphaacyloxyalkyl ester derivatives of phosphate- or
phosphonate containing drugs masking the negative charges of these groups™, Eur. J.
Pharm. Sci. 4. 49-59 (1996), Gangwar et al., “Pro-drug, molecular structure and
percutaneous delivery”, Des. Biopharm. Prop. Prodrugs Analogs, [Symp.] Meeting Date
1976, 409-21. (1977);, Nathwani and Wood, “Penicillins: a current review of their clinical
pharmacology and therapeutic use”, Drugs 45(6): 866-94 (1993); Sinhababu and Thakker,
“Prodrugs of anticancer agents”, Adv. Drug Delivery Rev. 19(2): 241-273 (1996), Stella et
al., “Prodrugs. Do they have advantages in clinical practice?”, Drugs 29(5): 455-73
(1985); Tan et al. “Development and optimization of anti-HIV nucleoside analogs and
prodrugs: A review of their cellular pharmacology, structure-activity relationships and
pharmacokinetics”, Adv. Drug Delivery Rev. 39(1-3): 117-151 (1999); Taylor, “Improved
passive oral drug delivery via prodrugs”, Adv. Drug Delivery Rev., 19(2): 131-148 (1996);
Valentino and Borchardt, “Prodrug strategies to enhance the intestinal absorption of
peptides”, Drug Discovery Today 2(4): 148-155 (1997); Wiebe and Knaus, “Concepts for
the design of anti-HIV nucleoside prodrugs for treating cephalic HIV infection”, Adv.
Drug Delivery Rev.: 39(1-3):63-80 (1999); Waller et al., “Prodrugs™, Br. J. Clin. Pharmac.
28: 497-507 (1989), coaepskaHue KOTOPBIX BKJIIOUEHO B HACTOSIIYIO 3asIBKY BO BCEi

TMOJTHOTE MOCPEACTBOM CCBLUIKH.

Hanouacmuywl, cooeparcauiue aKkmueHblii a2eHm U Junuo

[00241] OIHUM U3 OCHOBHBIX OTPaHUYEHHI JOCTYIHBIX MTPOTHBOTPHUOKOBBIX
u a.HTI/I6aKTepI/IEU'IbHI>IX COCTaBOB IJIs1 MECTHOIO IIPUMCHCHUS SBJBICTCS  Majast
MPOJOUKUTEIEHOCTE OCTaTOYHOrO BpEeMEHH MPeObIBAHHS JIEKAPCTBEHHOTO CPEACTBA HA
obmactu HaHeceHus.. Hampumep, B ClTydae HAaHECEHHS! IAMITY HsI TPOTHB HMEPXOTH Ha KOXKY
T'OJIOBBI M BOJIOCHI aKTHBHOE JICKAPCTBEHHOE CPEACTBO CMBIBASTCSI C KOXKH T'OJIOBHI Cpasy
MOCIe MBIThST BOJOC. TakuMm o00pa3oM, JeKapCTBEHHOE CpeincTBO BO3JeiiCTByeT

HEJOCTATOYHO JONTO Uil MPOSIBICHUS] MPOTHBOrpuOKoBOro »ddekra. CiemoBarenbHO,
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CYIIECTBYET Hey JOBJIETBOPEHHAs! NOTPeOHOCTE B pa3paboTke cOCcTaBa, KOTOPBIH MO3BOIUT
JIEKapCTBEHHOMY CPEJCTBY OCTaBATHCSI HA KOXKE I'OJIOBBI B TEUSHUE AJTUTENBEHOIO BPEeMEeHH
Ui aedictBust Ha rpuOok. JIast pellieHuss DaHHOM 3aJaud B HACTOSIINEM H300pPETEHHH
NpeaaokeHa cucreMa B (popMe HAHOYACTHL C MOAXOISIINM AWAMA30HOM pa3MepoB,
MO3BOJISIIOLIMM HAHOYACTHIIAM Jy4Ulle yAepKHUBAThCS Ha o0OnacTH HaHeceHHs. B ciyuae
JeueHrs] TMEepPXOTH, MOCKOJIBKY IPEIIONaraeTcs, 4T0 HAHOYaCTUIBl OyAyT IONajarh B
MHKPOTPEIIMHBI KOKU TOJIOBBI 1 B BOJIOCSIHBIE (DOJLTHKYJIBI M Oy Ay T 3a1€PKUBATHCS B HUX
B TCUCHUC MNIUTCIBHOI'O BPEMCHU, NPHUMCEHCHUEC HAHOYACTHUL IIO3BOJIUT O6eCHe‘-II/IT]>
KOHTPOJIMPYEeMOe BBICBOOOKICHHE JEeKapCTBEHHOro cpeiacrsa. Kpome Toro, iunuaHas
3aBUCHMOCTb JHIIOQUIBHBIX T'PpHOKOB M Oakrepuil MoXeT OBITh HCIONB30BAHA ISl
pa3paboTku cHCTEMBI B (POpPME HAHOYACTHL, COJEpKaIlell MOAXOASIIMA HCTOUHUK
IMMUAOB (HApUMep, >KUPHBbIE KHCIOTBL, TPU-, AW- WIH MOHOTJHLEPHIBl WIH IpyTrHe
JHMMUABI), KOTOPBIE SBISIFOTCS muIueit it Mukpobos. Takum obpazom, cucrema B popme
HAHOYACTHI] YJIy4IIAET YCBAUBAHIE COXPAHUBIIMXCSI HAHOYACTHI WM BBICBOOOKIEHHOTO

JICKAPCTBEHHOI'O CPEACTBA IO CTPATETUH «KTPOSIHCKOT'O KOHSI.

[00242] COOTBETCTBEHHO, B JPYrOM acleKTe HACTOSILIero H300peTeHus!
IpeUIOKEHbl HAHOYACTHIBL, conepskamue: (1) IHepBbIii KOMIIOHEHT, BBIOPAHHBIM H3
HpOTI/IBOFpI/I6KOB]:IX Aarc¢HTOB, a.HTI/I6aKTepI/IaIII>HI>IX Ar¢éHTOB U KOM6I/IHaL[I/II/I YKa3aHHBIX
coequnHeHuii; u (ii) BTOpPOM KOMIOHEHT, BBIOPAHHBIM W3 JUNUAA, MOJUMEPA WM
KOMOWHAITUY YKA3aHHBIX coeauHeHni. TTOHATHO, YTO OMUCAHWE U BaPHAHTHI PeaTU3aIun

HAHOYACTHUL], OITMCAHHBIC BBIIC, TaAKKC IPUMCHUMEI K JaAHHOMY aCIICKTY.

[00243] IlepBblii © BTOPOH KOMIIOHEHTBI MOTLYT COJAEPKAThCS B
HAaHOUYACTULIAX B JOOBIX KonmmyecTBax. Hampumep, mepBelii M BTOPOH KOMIIOHEHTHI
HE3aBHCHMO MOTYT COAEPKaThCs B kommuecTBe oT mpumepHo 0,01 mace.% mo mpumepHO
99 macc.% B mepecuere Ha OOIIYH MacCy HAHOUYACTHUILI B HEKOTOPBIX BapHaHTaX
peaTu3ayy MepBblif WK BTOPOH KOMIIOHEHTHI COASPMATCSI B KOJIUYECTBE OT NMPUMEPHO
0,01 macc.% a0 mpumepHo 99 macc.%, ot npumepHo 0,01 macc.% a0 mpumepHo 90
macc.%, ot mpumepro 0,01 macc.% mo mpumepro 80 macc.%, ot mpumepro 0,01 macc.%
1o npumepHo 70 macc.%, or mpumepno 0,01 macc.% o mpumepHo 60 macc.%, oT
npumepro 0,01 macc.% no mpumepHo 50 macc.%, or mpumepno 0,01 macc.% no
npuMepHo 40 macc.%, ot nmpumepHo 0,01 macc.% a0 mpumepHo 30 macc.%, OT IpPUMEPHO
0,01 macc.% mo mpumepHo 25 macc.%, ot mpumepro 0,1 macc.% mo mpumepro 80

macc. %, or nmpumepno 0,1 macc.% mo mpumepno 70 macc. %, ot mpumepno 0,1 macc.% 10
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npumepHo 60 macc.%, ot mpumepno 0,1 macc.% no mpumepHo 50 macc.%, OT MpUMEPHO
0,1 macc.% mo mpumepno 40 macc.%, ot mpumepHo 0,1 macc.% a0 nmpumepro 30 macc.%,
or mpumepHo 0,0 macc.% mo mpumepHo 25 macc.% B mepecuere Ha OOIIYIO MaccCy

HAHOYACTULIBL.

[00244] B HekoTOpRIX BapuUaHTax pealu3alld NOEpBbIA WIH BTOPOU
KOMITOHEHTBI COAEPIKATCs B KOJIMUECTBE OT HIDKHETO MPENesia, COCTABIISIONMETO MTPIMEPHO
0,1,0,5,1,2,3,4,5,6,7,8,9,10,11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25,
26, 27, 28, 29, 30, 30, 50, 60, 70, 80 uwm 85 macc.%, U 10 BEpPXHEro Mpeaena,
COCTaBJISTIOIIEro puMepHo 2, 3, 4, 5, 6,7, 8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20,
21,22, 23,24, 25, 26,27, 28, 29, 30, 30, 50, 60, 70, 80, 85 unu 90 macc.% B nepecuere Ha

OOIIY 0 MacCy HAHOUACTHIIBI.

[00245] B HexkoTOphIX BapuaHTax pealu3aldd TepBbIM ©U  BTOPOH
KOMIIOHEHTBI MOTYT OBITh KOBAJIEHTHO CBSI3aHBI ApyT ¢ ApyroMm. Eciu mepBbiii 1 BTOPOIt
KOMIOHEHTBl KOBAJIEHTHO CBSI3aHBI APYr C JPYrOM, OHH MOTYT OBbITb B (opme
KOHBIOTHPOBAHHOI'O IPOJIEKACTBA, KaK OIMUCAHO BHINIE. AJIBTEPHATUBHO, NEPBBIA U

BTOPOU KOMITOHEHTHI HEKOBAJICHTHO CBSI3aHBI IPYT C IPYTOM.

[00246] HanouacTtuupl, coaepkaiiue nepsblii 1 BTOPOU KOMIOHEHTBI, MOTY T
ObITb BBHIOpaHBI W3 TPYNIBL, COCTOSIIEH W3 JUIOCOM, MNOJMMMEPHBIX HAHOYACTHILI,
HAaHOOMYJBCHH, CHCTEM MJOCTABKH JIEKAPCTBEHHBIX CPEACTB C CaMOMPOU3BOIBHBIM
(dopmupoBaruem Mukpodmyiscuu (SMEDDS), tBepabix munuaneix Hanouactui (TJIH),
HAHOCTPYKTYPHPOBAHHBIX JKHIKHX KPUCTAIOB, HAHOYACTHL HA OCHOBE albOyMHHA,
JeHIPUMEPOB,  YIJepOJHBIX  HAHOTPYOOK, HAHOCTPYKTYpPUPOBAHHBIX  JIMIHJHBIX

nocuteneit (HJIH), noauMepcoM, HAHOKPUCTAIIOB, HAHOIMYJILCHI U T.II.

[00247] B HEKOTOpPBIX BapHAHTAX PEAIU3ALMM HAHOUACTHULBL, COAEPIKALIUE
NEPBBIM M BTOPOM KOMIIOHEHTBI, MOTYT JOMOJHUTEIBHO COAEPKAaTh IOBEPXHOCTHO-
AKTHBHOC BCIICCTBO. HOBerHOCTHO-aKTI/IBHLIe BEIICCTBA, IPUBCIACHHBIC B Ka4YE€CTBE

MpUMEPA, ONKCAHBI BBIILIE.

[00248] B HekoTOpBbIX BapHaHTaxX peaju3allMd HAHOUYACTHULBL, COAEpKalue
NEePBBII U BTOPOM KOMIIOHEHTBI, MOTYT IOIOJHHUTEIBHO COJEpPKarh BCIOMOTaTelbHOE
BCIICCTBO. MOHeKyJ'IbI, NPUBCACHHBIC B KAYECTBE MPUMEPA, KOTOPBIEC MOXKHO IPUMCEHSTH B

Ka4eCTBE BCIIOMOraTCJbHBIX BCICCTB, OITHCAHbI BBIIIIC.
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[00249] B HekoTOpBIX BapuaHTaxX peaIU3alHd BTOPOH  KOMIIOHEHT
npeacrapiasier coboit munua. Jlunmua moxker ObITh BBIOpAH W3 TPYIBL, COCTOSILEH U3
KHUPHBIX KHCTOT, KHPHBIX CIHPTOB, INIMIEPOIHIHAOB (HAmpUMep, MOHOTJIUIEPHIOB,
JUCTWLIEPUIOB W TPUDIMUEPUAOB),  GochomunuaoB,  rauiepodochoumuaos,
CUHTOMUNKUIOB, CTEPUHOBBIX JUIHJOB, MPEHOJbHBIX JIMIHIOB, CAaxXapOJHUIUIOB,

MTOJTUKETHIOB U JIFOOBIX KOMOWHAITUN YKA3aHHBIX COETMHEHUH.

[00250] B HeKoTOpHIX BapHaHTaxX peaTu3aluy JUIHAI MOXKET ObITh BBIOpaH
U3 Tpynmsl, cocrosmeld u3 rmuuepuntpunamremurara (Tripalm), werera-10, saHOTO
JELMTHHA, COEBOrO JIEUTHHA, IunepuimMoHokanpuiara (Capmul MCM C8 EP), Capmul
MCM C10, TITULEPHHTPUKAN PUATATa/ Kapara (CAPTEX® 355 EP/NF),
rmunepunaucreapara (tuma [) EP  (Precirol ATO 5), naypuHOBON KHCIOTHI,
TPUACLWJIOBOM  KUCIOTBL, MHPUCTUHOBOM  KHUCJIOTBHI, TMEHTAACUUIOBOH  KHUCIIOTHL
MaJbMUTUHOBOM  KHCJIOTBI, MaprapuHOBOH  KHCJIOTBI, CT€APUHOBOU  KHUCIOTBI,
HOHAJELWJIOBOM KHUCIOTBHL, apaxuIUHOBOW KHUCIOTBI, TEHIUKO3UJIOBON KHCIIOTHI,
OereHOBOM  KHUCJIOTHI,  TPUKO3WJIOBOW  KHUCJIOTBI,  JIHHTOLIEPUHOBON  KHCIIOTHI,
MEHTAKO3WJIOBOM  KUCIOTBHL, LEPOTMHOBOM  KHUCJIOTBL, T[ENTAKO3WJIOBOM  KHCJIOTBI,
MOHTAHOBOH  KHUCJIOTBI, = HOHAKO3WJIOBOH  KHUCIOTBI,  MEIHUCCHHOBOM  KHCJIOTBHI,
TreHaTPUAKOHTIIOBOH KHCIOTHI, JTAlEPUHOBONW KHCIIOTHI, TCHLIACTEAPUHOBON KHUCIIOTEHI,
TeANOBOM KHUCIOTHL, IEPOILTACTOBOM KHCIOTHI, TeKCATPUAKOHTIJIOBOH KHCIOTBI, O~
JUHOJEHOBOM KHUCIOTBI, CTE€APUIOHOBOM KHCJIOTBL, 3UKO3aMEHTAEHOBONH KHCIOTHI,
JTIOKO3areKCaeHOBON KHUCIIOTBI, TUHOIEBON KUCIOTHI, Y-JTUHOJIEHOBON KHUCIOTHI, JTUT'OMO-)-
JUHOJEHOBON KHCIOTHI, apaxWJOHOBON KHCJIOTHL, OJEMHOBOW KHUCIOTHI, 3JaUAUHOBOM
KHCJIOTBI, 3IKO3€HOBOU KUCIOTBI, 3PYKOBOU KUCIOTBHI, HEPBOHOBOM KUCIOTBL, MHAOBOI
KHUCJIOTBl, MHUPHUCTOJICMHOBON KHUCIOTBHI, NATBMUTOJIEHHOBOM KHUCIOTHI, CAMEHOBOU
KHUCJIOTBI, OJIEMHOBOM KHCIOTBHI, 3JIaUJIWUHOBOM KHUCIOTHI, BAaKIEHOBON KHCIIOTHI,
JUHOJIEBOH KWCIOTHL, TPAHC-TPAHC-THHOIEBONH KHUCIOTBL, O-JTHHOJIEHOBONH KHUCIIOTHI,
ApaxuJOHOBOM  KHCIOTBI, OUKO3AMEHTACHOBOHM  KHUCIOTBL, 3PYKOBOM  KUCJIOTHI,
JOKO3areKCacHOBOM  KUCJIOTBHI, KANpHJIOBOH  KHUCJIOTBHL, TEJIAPrOHOBOM  KHCJOTHI,
KampyuHOBOM KHUCIOTHI, YHISUUJIOBOM KHCIOTHI, JIAypPUHOBOW KHMCIIOTBI, TPUACHUIOBOU
KHUCITIOTBl, MHPUCTUHOBON KHCJIOTBHI, TEHTAASIWJIOBOW KHCIOTHL, HATbMHTHHOBO
KHCIIOTBI, TeNTaIeKaHOBOW KHUCIOTHL, CTEAPUHOBON KHCIOTBHI, HOHAACLIUIOBOU KHUCIIOTEHIL,
apaxuIUHOBON KHCIOTHI, TE€HIUKO3WIOBON KUCIOTHI, OET€HOBOI KHUCIOTBI, TPHKO3UIOBOM
KHUCJIOTHI, TUHTOLIEPUHOBOW KHUCIIOTHI, IEHTaKO3UJIOBON KHUCIOTHI, LIEPOTUHOBOM KHUCIIOTHI,

TeNTaKO3WIOBOM  KHUCIOTBI, MOHTAHOBON KHCIOTB, MHPUCTOJIEHHOBON  KHUCIOTHI,
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MATEMUTOJEHHOBOM KHCIOTHL, CAIMEHOBOH KUCIOTHL, OJEMHOBOM KHUCIOTHL, 3J1auIUHOBOI
KHUCJIOTBI, BAKLIEHOBOU KUCIOTHI, JIMHONEBOU KUCIOTHI, TPAHC-TPAHC-TUHOJIEBOI KUCIIOTEL,
O~TUHOJICHOBOW  KHUCJOTBI,  Y-JTUHOJIGHOBOM  KHUCJIOTBI, apaxWIOHOBOM  KHUCIOTHI,
SUKO3aMEeHTAaeHOBON KUCIIOTHI, 9PyKOBOHM KHCIOTHI, JOKO3areKCaeHOBON KUCIOTHL, yuc-11-
OKTaJELEHOBOU KHUCIOTHI, yucC-11-31K036HOBOM KUCIOTHL, YHASHUICHOBONH KUCIOTHI, YUC-
13-10K03€HOBOM  KUCJIOTHI, HEOTeNTaHOBOM KHCJIOThI, HEOHOHAHOBOH  KHUCIOTHI,
HEOJEKaHOBOM  KHCIIOTBI, HW30CTEApUHOBOM KHUCIOTHI, 10-yHIELEeHOBOM KHCJIOTHI,
docharuaroit kucnorsl (hocharunara, ®K), pocharuaumstanonamuna (nedaiuna, ©3),
docharuaunxonuna (neuutnna, ®X), pocharnauncepuna (®C), pocharuaunuaozuTOIA
(®H), docharmaumuuosurondochara (OUD), docharmammrOznTONOHPOCHaTA
(®UB®), docharumununozurontpudpochara (OGUTD), uepamuadochopuIxoausa
(chunromuenuna, CM), uepamuadpochopuwidTaHosamuna (chuHromuenuta, uep-©9),
uepamMuAGochOpUIrIHIEPHHA, XOJECTAHOB, XOJAHOB, TMPETHAHOB, AaHAPOCTAHOB,
3CTPAHOB, XOJIECTEPUHA, KAIIPUJIOBOTO CIIUPTA, 2-3TIWITEKCAHOA, IEIaprOHOBOrO CIUPTA,
KalprHOBOTO CIHAPTA, YHACIIIOBOTO CIHPTA, JaypPUIOBOrO CHHPTA, TPHASLIIOBOTO
cnupra, MHPUCTHJIOBOrO CHOHPTA, MNEHTAACHUJIOBOIO CIIMpPTa, LETHJIOBOIO CIHPTA,
NATEMUTOJEWIOBOIO  CIUPTA, TENTAJCHWIOBOrO  CIHPTA, CTEAPWIOBOTO  CIHPTA,
U30CTEAPUIOBOTO CHOUPTA, 3IAUAWIOBOrO CHOUPTA, OJCWIOBOTO CHHPTA, JHHOJIEHIOBOTO
CIupTa, 3aUIOTHHOIEUIOBOTO CrupTa, JTUHOJIEHUIOBOT'O CImpTa,
3JaNA0THHOISHIIOBOTO CIUPTA, PHUIIMHOJEHIOBOTO CIHPTA, HOHAIEIIUIOBOTO CIHPTA,
ApaxuIUIOBOTO CHHUPTA, TEHIMKO3WIOBOrO CUPTA, OSreHUWIOBOTO CIHUPTA, SPYLHIOBOTO
COUpPTa, JIMTHOLIGPWIOBOTO  CIHPTA,  LEPWIOBOIO  CIOUPTA,  l-renrako3aHona,
MOHTAHHJIOBOTO CITUPTA, |-OKTako3aHOJa, |-HOHAKO3aHONA, MHPHIMJIOBOTO CIHPTA,
MEIHUCCHJIOBOTO CIUPTA, |-TOTPUAKOHTAHOJA, TEIAMJIOBOrO CIHPTA, LETEapUIOBOTO
CIHPTa, MPOMHISHIINKOIbANKANpPATa, 1,3-mponaHanoIIuKanpuiIaTa, CIOKHBIX 3(pupos
KampuIOBON/KAMPUHOBOM  KHCJIOTBI M HAChIIEHHOro kupHOro compra Cip-Cis,
MMPONUJICHIIMKOJIb AUKAITPUJIOKAITpaTa, MMPONUJICHITIMKOJIb IUKAIT pUJIOKaIIpara, 1 ,3 -
MPONAH N0 AUKANPUIATa/ IUKATIPaTa, CIULEPUITPUKATPUIATA/ TPUKAIPATA,
KalpUIOBOTO/KAPUEBOT'0  TPUTIHIEPUIA, TJIHIEPUITPUKATPUIATa/Karpara/aay para,
[IHLEPUITPUKANPUIATA/ TPUKAIPATA, KarpuIOBOT0/KaPUEBOTO TPUTTULEPUAA,
TITHOCPUITPUKAIIPUIT aTa/ Karipara, rMaepuiTpuanerara, TIHOCPUITpUKanpuiiara,

TPUOJIEHHA U TIOOBIX KOMOMHALNH YKA3aHHBIX COeTUHEHHUII.

[00251] CucreMbl B (opMe HAHOUACTHUI], OMHUCAHHBIE B HACTOSILEM

JOKYyMeHTe, O00ecreunBarOT HOBBIM CIMOCOO VIIYUIIEHHS! YCBaMBAHHUSI COXPAHUBIIHXCS
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HAHOYACTUL W/WIH BBICBOOOXKIEHHOTO JIEKapCTBEHHOI'O CPEeACTBa JHIIO(HUIBHBIMU
rpubkamMu u JunouiabHeEIMH OaktepusiMd. Takue cucteMbl B (opMe HAHOUACTHUI]
HOAXOASAT ISl JISUSHMs] TPHOKOBBIX M OakTepHanbHbIX MH(EKIuid y Toaeld W Apyrux
MITEKOMUTAIONUX. B HacTOsIIeEM M300pETEeHUN MPEAI0KEHBI HAHOUACTHIIBI, OOIIMA BUI

KOTOPBIX MPEACTABJICH HA Purype 32.

[00252] Cucrembl B (opMe HAHOYACTHUI, ONHUCAHHBIE B HACTOSIIEM
JOKYMEHTE, MOXKHO MOIy4YaTh B (hOpMe MONMMEPHBIX HAHOYACTHIL, TUTTOCOM, HAHOUACTHII
HA OCHOBe aTbOyMHHA, ISHAPUMEPOB, YIJIEPOTHBIX HAHOTPYOOK, TBEPIBIX JTHITHIHBIX
manouactur, (TJIH), mHanocTpykrypupoBaHHbIX JunuaHeix Hocureneit (HJIH), cucrem
JOCTABKH  JIEKAPCTBEHHBIX  CPEIACTB C  CAMOMPOM3BOJBHBIM  (DOPMHUPOBAHHUEM
mukpoamyabcun (SMEDDS), monumepcoM, HAHOKPHCTALIOB, HAHOAMYJIBCHA W T.II.
Takue HAHOYACTHIBI MOXKHO TOIyYaTh MPU MOMOIIH COCOO0B, OOBLIYHO MPUMEHSIEMBIX
CHELMATHCTAMH B JAHHOM O0O0JACTM TEXHUKHM ISl IOJYYEHHS PAa3IHUYHBIX THIIOB

HAHOYACTHII.

[00253] ITocne nonydeHus JuUCHEPCHM HA OCHOBE HAHOUYACTUL MOXKHO
HOABEPraTh BHICOKOCKOPOCTHOMY LEHTPU(DYTHPOBAHUIO ISl OCAKICHHUSI HAHOYACTHUL WJIH
KOHLIEHTPUPOBATh MPH IMOMOIIM YCTPOicTBA ISl LEHTPOOSKHOro (PUIBTPOBAHUS,
OUATU3HOW  MEMOpaHbl, CHCTEMBbI TAHTEHIUATBLHOW  (NEPEKPECTHOH) MOTOYHOIM
¢unbrpammu. KoHuEeHTpUpOBaHHBIE TUCHIEPCHU MOXKHO JTHO(PHINZUPOBATH NMPH MOMOIIH
KPUOIIPOTEKTOPOB C TIOJYYSHHEM HAHOYACTHII BBICOKOH chimydecTu. Jlucmepcuio
HAHOYACTHL WIH JHOQWIM3UPOBAHHBIM MOPOIIOK MOXHO HCCAEI0BAaTh HA OCHOBE
U300paKeHUi, MOMYUYESHHBIX NMPU TMOMOIIH CKAHUPYIOLIeH 3JIeKTPOHHON MHKPOCKOIUH
(COM) w/mnm npocseunBaromneii snexTpoHHod Mukpockonuu ([IOM) w/mnm aromHO-
cumoBoit Mukpockonuu (ACM) u apyrux crocoboB. Kpome Toro, HaHOYaCTHIBI MOKHO
nojIyuare B .]'[IO6I:IX JICKAPCTBCHHBIX (bopMaX B 3aBUCUMOCTH OT MCAHULUHCKOTO

MIPUMECHECHUS, BI:IGpaHHOFO Ha OCHOBC KOHKPCTHBIX KIIMHUYCCKUX MOKa3aHMi.

[00254] Hacrosiie nzo0perenne MOKET ObITh AOMOJHHTEIBHO OMHCAHO IPU

MOMOIIH OJHOTO WK GoJjiee caeAy FOIIIX MPOHY MEPOBAHHEIX ITY HKTOB.

1. TlIporuBorpuOKkoBOe WM aHTUOAKTEPUANTBHOE MPOIEKAPCTBO HA OCHOBE

KOHBIOTATa (HOPMYJIBL:
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1) (AFA)p-X-(L)n, toe: AFA mpeactasmser coGod MPOTUBOTPHOKOBBIA HIH
antubakTepuaneHblii  areHtr; L mpeacraeaser coboit  HocuTenms, X
MpeaCcTaBisieT coO0M THHKED; M u3MensieTcst oT 1 10 10 u n u3MeHseTcst oT

2 o 10;

(i1) [(AFA)w-X]p-L, roe: AFA mpeacraBmier coGoil MPOTUBOTPUOKOBBIN HIH
antubakTepuanbHBIl  areHT, L mpexacrtaBasier coboit  Hocutenp, X
npeacTaBisieT co0oit muHKep;, m” cocrassier oT 1 1o 10 u p cocraBisieT ot

1m0 10;

(i)  AFA-[X-(L)y]q, rme: AFA npeacrasmier coGoit MPOTHBOIPUOKOBBIA HIIH
antubakrepuanbHblii  areHT, L mpexacraBiasier coboit  Hocutenp, X
npezacrassier coOoit muHKep; n” cocrasnsier oT 1 1o 10 1 q cocrasisieT Ot
1 1o 10, mpu yca0BUH, UTO YTO 00a n' ¥ (| OMHOBPEMEHHO HE PaBHSIOTCS 1]

nin

(iv) (AFA)p-X, rme: AFA npeacrasmser cofoit TPOTHBOIPHUOKOBBIN HITH
anTubaKkTepuanbHBIl  areHT; X TmpeAcTaBiseT coOoi JuHKEp W m’’

cocrasJsier oT 1 10 10.

2. IIponekapcTBO Ha OCHOBE KOHBIOTATA IO M. 1, OTIMYAIOIIEECS TeM, UTO M’ | P

COCTaBJIIOET 1.

3. IIpoaexkapcTBO HAa OCHOBE KOHBIOTaTa mo I. 1, oTauuaromeecss TeEM, 4TO (

cocrasiisier 1 ©n’ cocrasisier 2.

4. TlponexkapcTBO HAa OCHOBE KOHBIOTara Mo M. 1, OoTIHUaromieecss TeMm, 4ro m’’

CcoCTaBJIsIeT 2.

5. TlpojaekapCcTBO Ha OCHOBE KOHBIOTara mo M. 1, oTiMyalouieecs TeM, UTO

MMPOJICKAPCTBO HA OCHOBC KOHBIOTATa MPEACTABJISCT coboit HAHOYACTUITY .

6. TlpojsekapCcTBO Ha OCHOBE KOHBIOTara mo M. S5, oTIMYamoLieecss TeM, 4YTO

HaHoyacTula uMmeer pazmep ot 1 aM 10 1000 HM.

7. IIposekapcTBO HA OCHOBE KOHBIOrara Io JiroOoMy u3 ILI. 1-6, oTjIMuaroiieecs
TEM, YTO MpPOJEKAPCTBO MOJYYAIOT B (pOpMe HAHOYACTHIBL, BBHIOPAHHOW W3 TPYIIIEL

COCTOSIH.Ieﬁ U3 JUNOCOM, IMOJUMEPHBIX HAHOYACTUILL, HaHOSMyJII:CHﬁ, CUCTEM O0CTaBKH
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JEeKapCTBEHHBIX CPEACTB C CaMONPOU3BOJBHBIM (POpPMUPOBAHHMEM MHKPOIMYJIBCHH
(SMEDDS), TBepAplXx JJIHNUIHBIX HAHOYACTUI, HAHOCTPYKTYPUPOBAHHBIX JKUAKHX

KPHCTAJUTIOB ¥ JIFOOBIX KOMOMHAIIUH yKa3aHHBIX COSAMHEHHM.

8. IIpoaexapcTBO Ha OCHOBE KOHBIOrara mo M. 7, OTIMYAIOIIEECS TEM, YTO

HaHouacTuua umeet pazmep ot 20 M 10 500 HM.

9. IponexapcTBO HA OCHOBE KOHBIOTAra MO JIOOOMY M3 ILI. 1-8, oTimuaromeecs
TEM, 4TO JHMHKED CBSI3aH IO aTOMy a30Ta, BXOJSINEMy B KOJIbLO (parMeHTa asoia
HNPOTHBOTPUOKOBOTO WJIM AHTHOAKTEPUATBHOTO areHTa, WIH JUHKeD CBS3aH 110

THAPOKCHJIBHOM TPYIIe MPOTHBOTPHOKOBOTO HJIH AHTHOAKTEPUATLHOTO areHTa.

10. TlponexapcTBO HA OCHOBE KOHBIOTaTa 1o JrodoMy U3 1.I. 1-9, orinuaromeecs

TEM, UTO JIMHKEP MPEACTaBIIeT cOOOU PaCIIENIIEMBII JTHHKED.

11. TIponexapcTBO HA OCHOBE KOHBIOrara no jrwodoMy u3 m.a. 1-10, otnuaromeecst

TEM, YTO JIMHKEP PACHICILISACTCS 10 JIeCTBHEM 3CTepaskl.

12. TIpoaekapcTBo Ha OCHOBE KOHBIOTara mo m. 11, oTauuatomieecst TeM, 4TO

acTepasa MpeaCTaBIsieT COOO0M THasy .

13. TIponekapcTBO HA OCHOBE KOHBIOTATa MO JTIo0oMy U3 .1 1-12, oTinvaromeecs

TEM, YTO JIMHKEP PaCIIeTIseTCs O ASUCTBUEM Juna3bl rpudka Malassezia.,

14. TlponekapcTBO Ha OCHOBE KOHBIOTara mo 1. 13, oTiuyarouieecst TeM, 4TO

rpuboK OTHOCUTCS K poay Malassezia spp.

15. TlponexapcTBO HA OCHOBE KOHBIOraTa 1o JrodoMy u3 ILIL 1-14, otnuaromeecst

TEM, UTO JIMHKEP BBIOpAH rPyMIbl, COCTOSIIEH U3

(1) —CH(RI)-, rae R' npencrasiser coboiit H mmm C;-Ce ankunm, KOTOpbIi
BO3MOJKHO 3aMeIlleH W/WIH COAEP:KUT B IeNH OJuH Wik Oolee

rerepoaroMoB, apuiIOB, reTePoaApuIOB, HUKINIIOB WKW I'E€TEPOLUKIIUIIOB,



(i)

(iif)

(iv)

W)

(vi)
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OR22 v ’
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T4 S 7y B R0
A G Y GNP NRe
R2b i R2b WK R2b . e R2a

npeacTaBnsieT coGoil TMAPOKCHI-3aMTHYI0 rpymmy; R? mpexcrasisier
coboit C;-C¢ anxui, KOTOPBI BO3MOXKHO 3aMeIleH WM COAEPKHUT B LENH
oaMH mWin Oojee reTepoaroMoB, APIIOB, I'eTEPOAPWUIIOB, LUKIAIOB WIN
TeTePOIUKIIIIOB;, U RY orctyctByer wian npeacrasisier coboit H, Ci-Ce

AJTKWJI I alf|JI, Kﬂ)KI[I:Iﬁ U3 KOTOPBIX BO3MOYKHO 3aMEIICH,

noaumdTHieHrmkost popmynsl -CH,CH,|OCH,CH,],OHC,CH,-, rae a

cocrassier 1-50;

~CH,C(R*™R™®)CH(OR**)C(O)N(R*)-(CH,)p-, rze R*® u R™ mezasucimo
npeacrasisitor coboit H unu C;-Cg aakuii, KOTOPBIM BO3MOKHO 3aMEIEH
W/UNMA  COAEPHUT B LENM OAWH WIKW Oo0Jiee TreTepoaroMoOB, AapuiioB,
reTepoapuiIoB, LHKIMIOB HIM TeTepoluKInios; R npeacrasiser coboit
H wm HOCHTEND, R¥ npeacraeiaser coboit H, anxui, aakeHWI, aJKuHIL,
OUKIWI, TeTePOLUKIII, apui WIN TeTepoapwi, KaKIbIM W3 KOTOPBIX

BO3MOKHO 3aMellieH; u b cocrassier 1-10;

N
| tR)
- F ¢ .

, tme R" mpencrasnsier coGoit ramoren, CN, CFj;,
ANTKUN, aJIKEHWI, MUKIWI, TeTepOrukini, apui, rerepoapui, NO», OR’,
OC(O)R*™ OC(0)OR* N(R*),, NHC(O)R* NHC(O)OR* C(O)R*,
C(0)OR™ SR* mmm SO,R*™, kKbl U3 KOTOPBIX MOKET OBITh 3AMEILEH;
R* B KaKIOM Cllydyae He3aBHCUMO MpeacraBisier coboit H, amkwmi,

AUIKCHWI, ATKUHWI, HUKIIWI, TCTCPOLUKIIWI, apWUJI WA T'E€TCpOapull, KEDKI[I:Iﬁ

M3 KOTOPBIX MOJKET OBITh 3aMEIleH; U ¢ COCTaBIseT OT 0 10 4;

—CH,CH(R®)-, rze R npexacrasisier co6oit H mmn C1-Ce a1, KOTOpBIi
BO3MOXKHO 3aMelleH W/WIA COAEPKUT B IEMH OJHH Win Oolee

reTepoaToMOB, aAPUIIOB, FETEPOAPHIIOB, IUKIIHIIOB WIH T€TePOLUKITHIOB;
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(viii)
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(xii)
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—~CH(RC(0)-, rae R’ mpexncrasmser coboit H, C-C¢ ankmm, apmui,
reTepoapul, UK WINA TeTEPOLMKIII, KK U3 KOTOPBIX BO3MOMKHO
3aMelleH H/WId COAEPIKHUT B LENH OJUH UK 00JIee reTepoaToMOB, apuiioB,

rerepoapuiIoB, HUKIIUIOB WIX I'CTEPOLUKITUIOB,

—CH(R*»OC(0)-L’-C(0)0-, rae R® mpeacrasaser coboit H mwm C;-Cg
amkn;, u L’ mpeacraenser co0oil ankui, KOTOPBI BO3MOXKHO 3aMelleH
WU CONEP)KUT B LENW OJWH WIN Oojlee TeTepoaroMoB, APUIIOB,
reTepoapmioB, LUKIWIOB WIA TeTEPOLMKINIOB, KAXKABIH M3 KOTOPBIX

BO3MOKHO 3aMCIICH,

—~CH(R’)OC(0)-, -CHR’)OC(0)-L’-, -CHR’)OC(0)-L’-Y- wum -
CH(R*)OC(0)-L’-Y-C(0)-, tne R’ mpexncrasusier coboit H mmm Ci-Ce
ankwia; Y mpeacrasiser coboit O, S wnu NH; u L° mpencrasiser coboit
AJNKWI, KOTOPBI BO3MOJKHO 3aMelleH W/WIH COAEPKUT B LIENH OJUH WU
Oolee  rerepoaroMOB,  APWJIOB,  TEeTEPOAPWIOB,  LMKIWIOB WU

reTePOLUKIIUIIOB, KaKIbIH U3 KOTOPBIX BO3MOKHO 3aMEIICH,

~CHR'"0OC(0)-L’-C(O)OCHR'®)-, e R u R!™ gesasucumo
npeacrasasitoT coboit H mmm C1-Cs ankui, Kakplii 13 KOTOPBIX BO3MOXKHO
3amerneH; u L’ mpexcrasisier coboit Ci-Cyo atkui, KOTOPBIH BO3MOXKHO
3aMelleH W/ WK COACPKUT B LeNu OJuH Wiu Oojee rerepoaToMoB, apuiioB,
reTepoapiioB, LUUKIHIOB WIA TeTePOLMKIIIOB, KAKABIA M3 KOTOPBIX

BO3MOKHO 3aMCIICH,

-C(0)-L’-C(0)-, -C(0)-L’-, —-C(0)-L’-Y- umu —C(0)-L’-Y-C(O)-, rne Y
npenacraeisier coboit O, S wim NH; u L’ mpeacrasisier coOoii ankw,
KOTOPBIA BO3MOJKHO 3aMEIEH W/ COAEPKUT B IEMUA OJWH WU Oolee
reTepoaroMoOB, ApPHJIOB, TETEPOAPUIIOB, LUKIHIOB WU TETEPOLUKIUIOB,

K@K IbIA U3 KOTOPBIX BO3MOYKHO 3aMellleH;

-C(0)-L’-C(0)O-|CH,CH;,0]y-, tme Vv’ cocraBaser 1-500, um L’
MpeaCTaBasIeT CO0OM ajKWI, KOTOPBIM BO3MOJKHO 3aMEIleH H/HIH
COIEPKUT B ILEMU OJUH WM 0OJIee reTepoaroMOB, apuiiOB, FeTEPOAPUIOB,

LUKIIUJIOB WX TCTCPOLUKIINIOB, KEDKI[I:Iﬁ 13 KOTOPBIX BO3MOXKHO 3aMECIIICH,

CMI'K;
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(xiv) mpsIMOl CBSI3H;

(xv)  mukapOOHOBOM KHMCIOTHI,

(xvi) OeTa-THIPOKCUKUCIOTHI,

(xvil) MOMUTHAPOKCUKUCIOTHI, U

(xviil) mr00BIX KOMOMHAINN YKAa3aHHBIX COCSIUMHEHHH.

16. TIponexapcTBO HA OCHOBE KOHBIOrara no JrodoMy u3 .. 1-15, otnuaromeecs

TEM, YTO MPOTUBOTPUOKOBBIA Ar€HT COJAEPKHUT (parMeHT a3oja WM THAPOKCIIIBHY IO

rpynmy.

17. TIponexapcTBO HA OCHOBE KOHBIOrara mo JrodoMy U3 ILIL 1-16, oTinuaromeecst
TeM, YTO HPOTHBOTPUOKOBBIM areHT BBIOpAH W3 TPYMIBI, cocrosiueil u3 (uykoHasona,
M3aBYKOHA30J1a,  WTPAKOHA30/1a,  KETOKOHA30J1a,  MHKOHA30/a,  KJIOTPHUMA30a,
BOPHMKOHA30/1a, TOCAKOHA30J1a, PABYKOHA30J1a, HATAMUIIMHA, JTy IEH30MULIMHA, HUCTATHHA,
amporepuiiuia B, JXWHOKAHAWHOB, KaHCHAACA, MPAAUMHUIMHOB, OEAHOMHIIMHOB,
HUKKOMHMIIMHOB, COPJAPHHOB, AJUTWIAMUHOB, TPUKIO3aHA, MUPOKTOHA, (eHmpormumopda,
TepOrHA(pHHA, NPOTHBOIPHOKOBOrO MENTHIA, A TakKe MPOH3BOJHBIX M AHAIOTOB

YKa3aHHBIX COETUHEHUN.

18. IlponexapcTBO HA OCHOBE KOHBIOrara no JwodoMy u3 ILIL. 1-17, otnnuaromeecst

TEM, UTO aHTHOAKTEPUATBLHBIN areHt sBaseTcs 3pdekTuBHBIM NPOTHB P. acne.

19. TlponekapcTBO HA OCHOBE KOHBIOrara mo Jjgwbomy u3 mm. 1-15 wmm 18,
OTJIMYAIOIIeeCsS TEM, YTO AHTHOAKTEPUATBHBIN areHT BBHIOpAH W3 TPYIIBL, COCTOSIIEH
HU3MaKPOIUAOB HIH KETONUAOB, TAKAX KaK SPUTPOMHLIUH, a3UTPOMULMH, KJIAPUTPOMULINH
U TEIUTPOMULIUH, 66Ta—.]'[aKTaMOB, B TOM 4YHC/IC TICHUIWLIHHA, ued)anocnopHHa, u
kapbameHeM, Takux Kak kapOarmeHeM, MMHUIEHEM M MEpOIeHEM; MOHOOAKTAMOB, TAKUX
Kak TeHuIULINH G, MeHUIWUIMH V, METHOWUINH, OKCAWLIHH, KIOKCAIMJUIHH,
JUKIOKCAUWUINH, HAQUWUIMH, aMOUOWUIAH, aMOKCHLIWLUIHH, KapOeHHLWILIHH,
TUKAPLWUTAH, ME3JOUWUINH, MUIEPAlWIUINH, a3TOMWUINH, TEMOUUUIHNH, HedaToTHH,
uehanupun, ueppaaun, uedaropuaus, uedasomun, uehamanmon, HedypoOKCHM,
nepagexkcun, 1nedpmposmwr, I1edakmop, Jopakapbed, uedokcurmH, 1edmerazon,
tedorakcuM, nepTU3OKCHM, HedTpuakcoH, unedomnepazoH, uedrasuauM, HehUKCHM,

nedmoxokcuM, uehTudyTeH, uedpauHup, uedpnupoM, nedenuM U a3TpeoHaM; XUHOJIOHOB,
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TaKUX KaK HATUAUKCOBASI KACIOTA, OKCOJHMHOBAS KUCIOTA, HOpQIOKCcauH, nedaoKcauH,
SHOKCAUWH, OQUIOKCAIVH, JeBO(IOKCAMH, UHMPOQIOKCANH, TeMadIOKCaIHH,
nomedokcaiud, (iaepokcanuH, rpenadaokcanuH, crnapdaoKcalyH, TpoBadIOKCAIMH,
knuHadIokcayH, ratu(I0KCAIUH, MOKCH(IOKCAIIUH, cuTadIoKcaliH, rane(I0KCaluH,
reMuaokcaiuH W na3y(IOKCaUWH, AaHTHOAKTepHATIBHBIX  CyJb(OHAMHIOB U
AHTHOAKTEPUATIBHBIX CYJIb(GOHWIAMHIOB, B TOM YHCIE NApad-aMAHOOSH30MHON KUCTOTBI,
cyabaanasuHa,  cyabu3okcazona,  cyiab(amerokcazona M cyiabaranuauHa;
AMUHOTTTUKO3WIOB, TAaKHX KaK CTPENTOMHUIIMH, HEOMHIIMH, KAHAMWIMH, MapPOMHUIINH,
TeHTAMULUH, TOOPAMHUIIMH, AMHKAIMH, HETUJIMHUIMH, CIEKTHHOMHUIIUH, CHCOMHIIHH,
IMOEKATMH M U3eTIaMULIMH; TeTPALMKINHOB, TAKUX KaK TETPALMKINH, XJIOPTETPALUKINH,
JeMEKTOLUKINH, MHHOLMKIWH, OKCHUTETPAUUKINH, METAUWKINH, JOKCULUKIINH,
prudaMHLKUHOB, TaKUX Kak pudaMmuuuH (Taloke Ha3bIBaeMblil pudaMnuH), pudaneHTHH,
pudabytun, OeHzokcazuHOpuamMuiuH u puGaKCUMUH, JTUHKO3AMHAOB, TaKUX Kak
JMHKOMHIWH U KIHHIAMUIUH, TTAKOMENTHIOB, TAKUX KaK BAHKOMHIIUH U TEWKOIIAHWH;
CTPENTOrPAMHHOB, TAKUX KaK XUHYHIPUCTUH M Ja(QIONpUCTHH; OKCA30JUANHOHOB, TAKUX
KaK JUHE30JHJ, TOJMMHKCHHA, KOJMCTMHA W KOJMMHLWHA, TPHMETONPHMA W

OanuTpanuHa.

20. IponekapcTBO HA OCHOBE KOHBIOTATa MO JII000oMY U3 ILIL 1-19, oTinuaromeecs

TEM, YTO HOCHUTENb COJEPIKUT KAPOOKCUITBHY F0 WM THUIPOKCHIBHY IO TPYIIY.

21. TponekapcTBO HA OCHOBE KOHBIOTATa MO JTI000oMY U3 ILIL. 1-20, oTanvaromeecs
TEM, YTO HOCHUTETh NPEACTABIsSET COOOW mMomuMep, KapOOKCHIMPOBAHHBIA MOJHMED,
THIPOKCIJIMPOBAHHBIA MOJUMeEp, TOJUITWICHITINKONG, KapboxcwinposaHHsiii [197;
KHUPHYIO Kucnoty, conepxauryto Ce-Cae amkui, KOTOPBI BO3MOMKHO 3aMellleH H/WIH
COACPKUT B LENHU TeTepoaroM, apwi, TIeTepoapwi, LUKIAT HWIH TIeTepOLUKINT,
AMUHOKHUCIIOTY, MNENTHUM, HYKJICHHOBYIO KHCIOTY, IJIMLOCPUH, 3aM6H16HHLIﬁ TIIUOCPUH,
aHTUOAaKTEpUATTBHBIN areHT, MPOTHUBOIPHUOKOBBIN areHT; anb(a-rHIPOKCHKHUCIOTY, Oera-
THIPOKCHKHCIIOTY, JBYXOCHOBHYIO OKCAKHCIIOTY WIH JIIOOBle KOMOWHALMH YKa3aHHBIX

COEIMHEHHIA.

22. TlponekapcTBO HAa OCHOBE KOHBIOTaTa 1o JIIo0oMy U3 ILIL 1-21, oTinuaromeecst
TEM, 4TO HOCHTEIb MPEICTAaBIsIeT COOOH JKUPHYIO KHUCIOTY, BBIOPAHHYIO W3 TPYIIIBL
BKJIIOUAIOINEH KapHIOBYIO KHCIOTY, NEIaprOHOBYIO KUCJIOTY, KalPHHOBYIO KHCJIOTY,
YHIELUIOBYIO KHCIIOTY, JIay PUHOBYIO KHCIOTY, TPUAELIIIIOBY IO KHUCIOTY, MUPUCTHHOBY O

KHCJIOTY, MNEHTAACHUJIOBYIO KHCJIOTY, MMAJIBMHUTHHOBYI) KHCJIOTY, TIC€NTAaACKAHOBYIO
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KHCJIOTY, CTEAPUHOBYIO KHUCJOTY, HOHAASLWIOBYIO KHUCIOTY, apaXUAUHOBYIO KHCJIOTY,
TeHAHKO3UIOBYI0  KUCIOTYy,  OEreHOBYIO  KHCIOTY, TPHUKO3WIOBYIO  KHCIOTY,
JIMHTOLIEPUHOBYIO  KHCJIOTY, IIEHTAKO3WJIOBYIO KHUCJIOTY, LEPOTHHOBYIO KHUCIOTY,
FCITAKO3UJIOBYKO  KHUCJIOTY, MOHTAHOBYI  KHCJIOTY, MHUPHUCTOJICUHOBYIO KHCIIOTY,
HNAJIbMUTOJEMHOBY IO KUCIOTY, CAlIUEHOBYIO KUCIOTY, OJT€UHOBYIO KHCIOTY, 3IAUHHOBY IO
KHCJIOTY, BAKIIEHOBY IO KHCIIOTY, JITHOJIEBY IO KUCJIOTY, TPAHC-TPAHC-THHOIEBY O KHCIIOTY,
O-JIMHOJIEHOBYIO  KHCJIOTY, Y-JIMHOJIEHOBYK)  KHCJIOTY, apaxuIOHOBYI)  KHCJIOTY,
SUKO3aMEeHTAEHOBY 10 KICIOTY, 9PYKOBY IO KHUCJIOTY, JOKO3areKCaeHOBY 10 KUCIOTY, yuc-11-
OKTaQAELICHOBY 10 KUCIOTY, Yyuc-11-3UKO3€HOBY IO KUCIOTY, YHASLHWICHOBY O KUCIOTY, YUC-
13-10KO3€HOBYIO ~ KHCJIOTYy, HEOTENTAaHOBYI KHCJIOTY, HEOHOHAHOBYI KHCJIOTY,
HEOJEKaHOBYI KHCIOTY, H30CTEaApPUHOBYK KHUCIOTY, 10-yHIELEHOBYIO KHCIOTY WIH

aJarajicH.

23. TlponekapcTBO HA OCHOBE KOHBIOTATAa MO JII0OOMY M3 ILIL 1-21, oTinuaromeecs
TEM, UTO HOCHTEb MPEACTABISIET COO0M MOMMMep, BHIOPAHHBIN M3 TPYIIILI, COCTOSIIEN U3
CMI'K, IIMK, II3I', xwuro3aHa, myJUIyJaHa, NOTWIAKTUAOB, IOJUTTIHKOINIOB,
MOJIMKAMPOJIAKTOHOB, CONOJMMEPOB MOJHMOJOYHOM M IOJHUITIMKOJIEBOM  KHUCIOT,
MOJIMAHTUAPUIOB, IMOJUINCUIOHKANPOIAKTOHA, MOJIUAMHUIOB, IOJINYPETAHOB, CIIOXKHBIX

noAMA(PUPAMHUIOB, CIOXKHBIX MOJTHOPTOI(PHUPOB, MOJUIUOKCAHOHOB, MOJHALETATEH,

mojMKeranedl,  MOJMKApOOHATOB,  MOJMOPTOKAPOOHATOB,  MOMUAUTHAPOITHPAHOB,
noaudochazeHos, MOJTUTAPOKCHOY THPATOB, MOJTUTHIPOKCHBAIEPATOB,
HOJTHATKIICHOKCAIATOB, MO ATKUIEHCY KITHHATOB, noMusIONOYHOMN KHCJTOTBI,
MOJTHAMHHOKHCIIOT, MMOJIMBUHUJIITUPPOJIMAOHA, TTOJIUITHIICHITITUKOJIA,

TIOJTUTH JPOKCHUIIEILTIOIO3bI, TONMMETHIMETAKPUIATA, XUTHHA, XUTO3aHA, COMOJIMMEPOB
MOJTUMOJIOYHON W TIOMUTJIUKONEBOH kucior, mnomurmuneponcedbanmnara (IMI'C) u
COTIOJTUMEPOB, TEPIIOIMMEPOB, JKEIATWHA, KOJUIAreHa, IIelKa, XWUTO3aHa, AJbI'MHATA,
LEJTIOI03bI, MOJIMHY KIIEHHOBBIX KHCIIOT, alleTaToB IEIII03bI (B TOM YKCIE TUalleTara
LEILTIONO3kI), MOMUATUICHA, MOJUMPONIISHa, MOMUOYTUICHA, MOIMdTHIeHTepedTanara
(IM9T), NOMMBHHWIXJIOPHUAA, MOJIUCTUPONA, TOJIMAMHUIOB, HEIIOHA, MOIUKapOOHATOB,
OJTUCY TP U 0B, MIOJIUCY JIb(DOHOB, ruaporeneit (Hampumep, AKPHIIHKOB),
MOJTHAKPUIOHUTPUIA, MOJTUBUHHUITALETATA, arero0y TUpara LEJLTIOJI03bI,
HUTPOLIE/UTIONIO3BI, COTOIMMEPOB YpeTaHa MW KapOoHaTa, COMOJUMEPOB CTHUPOIA H
MAJIEHHOBOIM KHCJIOTBHI, TOJMATHICHUMHHA, IUTIOpoHMKA (mojokcamepoB 407, 188),

THaay poHa, refapuHa, arapossl, MyJUTyJIaHa, COMOIMMEPOB STHIEHA U BUHIJIOBOT'O CIIUPTA
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(IBC) u comonuMepoB, COASPKAMX OAHO WU OOJiee COSTUHEHHUsS U3 MEPEUUCISHHBIX

BBIIIE.

24. TIponekapcTBO HA OCHOBE KOHBIOTaTa Mo JIrodoMy U3 L. 1-21, oTinvaromeecs
TEM, YTO HOCHTENb BBIOpAH M3 TPYIIBI, COCTOSIIEH H3 YHICLWIEHOBOH KHCIOTHL
MaJbMATUHOBOW KHUCIIOTBI, OJIEMHOBOM KHCIOTBI, JHUHOJEBOH KHCIOTHI, JaypPUHOBOM
kucnotel, Lys-His-Lys-His-Lys-His rekcanentuna; L- wim D-tuposuna; L- wiu D-

cepuHa; L- unu D-Ttpeonuna; nentuaa u3 2-10 aMMHOKUCIOT; XUTO3aHA U MyJITy/1aHA.

25. TlponekapcTBO HA OCHOBE KOHBIOTATA MO JTI00OMY M3 ILIL. 1-24, oTianvaromeecs
TEM, UTO KOHBIOTaT IMPEACTaBIISICT 000l KOHBIOTaThl KETOKOHA30JI-MCTHJICH-TITAJIbMHUTAT,
KETOKOHA301-1-3TUIEH-IATbMUATAT,  KETOKOHA301-METWISH-IAaypar,  KEeTOKOHAa301-1-
3TUJICH-JIAY ParT, KETOKOHA30/I-METH/ICH-Y HICLUIECHAT, KEeTOKOHA30I1- 1 -3THjen-
YHIELHICHAT, KETOKOHA30I-METWICH-0J1eaT, KEeTOKOHA30/- 1 -3THiIeH-01eaT, KeTOKOHA30-
METHJIEH-THHOJIEAT, KETOKOHA30J-1-3THIeH-THHOIeaT, KeTokoHa30a-MeTuineH-CMI'K,
KETOKOHA30/I-NMUPUAOKCUH-YHACLIWICHOBASL KUCIOTA, JUMEP KETOKOHA30JI-MAHTEHOJ,
KETOKOHA30/I-NIPONWICHIVINKOIb-TeKCAeNTH A, KETOKOHA30JI-MOJIOUHASI KUCIOTA-XUTO3aH,
KETOKOHA30/I-METUJIEH-OKCAKUCIIOTa-XUTO3aH, Jumep KETOKOHA30J1-METUJIEH-
JBYXOCHOBHAsI OKCAKUCJIOTA, JUMEDP KETOKOHA301-METHIEH-TJyTAMUHOBASI KHUCIOTA,
KIMHIAMULIH-TAY PUHOBAST ~ KHUCIOTA,  KIMHIAMHUIUH-rIuKoneBas — kuciaota-CMIK,
KIUHAAMUIMH-HTapHas kucnota-CMI'K,  kiMHaamMMIMH-afananeH, 3pUTPOMHLUH-
JAypUHOBAsI KUCJIOTA, JSPUTPOMHULUH-MOJIOYHAS-I1Ay PUHOBASL KHUCJIOTA, JIAy PUHOBAs
kuciaora-CMI'K-apurpomunus, ananajieH-TPUSTHWICHITIUKOH-3PUTPOMULIUH,  JUMED
KIMHIAMULMHA, JUMEP KIHHJAMULUHA C A3€JIaUHOBON KUCIOTOW, JUMEDP KIIMHIAMULIUHA
¢ kapbokcunuposanHbM [1317, 1uMep KIMHIAMUIMHA C TJIy TAMHHOBOIM KHCIOTOM, TUMep
KJIMHAAMULHA ¢ OKCUANYKCYCHOM KHCIOTOM, KIWHIAMUALWH-TPUKIO3aH, KINHIAMALUH-
[JIyTAMUHOBAS.  KHCIOTA-TPUKJIO3aH WM  KIMHAAMHLIAH-OKCUJUYKCYCHAsl  KUCJIOTa-

TPHUKJIO3aH.

26. Hanouacruna, cozep:xamiast (1) MEpBBIA KOMIIOHEHT, BBIOpAHHBIN U3
MPOTUBOrPUOKOBBIX areHTOB, aHTHOAKTEPHATBHBIX AT€HTOB MJIM KOMOMHAIMN yKA3aHHBIX
coequHeHuii; u (ii) BTOPOM KOMIIOHEHT, BBIOPAHHBIA W3 JUMUAA, MOJUMEPA WM

KOM6HHaL[I/II/I YKa3aHHBIX COCIUH SHHIA.
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27. Hanouactnna mo mn. 26, OTIMYAKOIIAICS TEM, YTO NEPBBII KOMIIOHEHT
coxep:xkurcst B koamuectse or mpumepHo 0,01 macc.% a0 mpumepHo 99 macc.% B

nepecuere Ha OOLIY0 MAacCy HAHOYACTHLIBL.

28. Hanowactuua 0o n.o. 26 win 27, OTIUYarIIAsICsl TEM, YTO JUMNUA COACPIKUTCS
B KomuecTBe oT npumepHo 0,01 Macc.% mo mpumepHo 99 Mace.% B mepecyere Ha OOy 1O

Maccy HaHOYACTHIIBL.

29. Konsbrorar no jroboMy w3 m.o. 26-28, OTIMYAIOIMHUNACS TEM, YTO TEPBLIA H

BTOPOU KOMITOHEHTHI HEKOBAJIEHTHO CBSI3aHBI APYT C IPYTOM.

30. Hanmowactuia mo awbomy u3 MO 26-29, OTIHYAIOIIAACS TEM, HYTO
HAHOYACTHUIY BBIOpPAH W3 TPYIIEL, COCTOSIIEH W3 JUMOCOM, MOJUMEPHBIX HAHOYACTHI,
HAHOXMYJIBCHH, CHCTEM JOCTaBKH JIGKAPCTBEHHBIX CPEICTB C CaMOIIPOWU3BOIBHBIM
(dopmupoBanrem Mukpodmyiscuu (SMEDDS), tBepabix munuanbix Hanouactui (TJIH),
HAHOCTPYKTYPUPOBAHHBIX JKAJKUX KPHUCTALIOB, HAHOYACTHI[ HA OCHOBE albOyMHHA,
JSHIPUMEPOB,  YIJEPOMHBIX  HAHOTPYOOK, HAHOCTPYKTYPHPOBAHHBIX  JTHUITHIHBIX

nocuteneit (HJIH), noauMepcom, HAHOKPUCTAIIOB, HAHOIMYJILCHIA U T.II.

31. Hanmowactuna mo mawbomy wu3 mm. 26-30, OTIHYAIOIIAACS TEM, 4YTO

HAaHOYACTULA UMEET pa3Mep OT npuMepHo 1 HM 10 npumepHo 1000 HM.

32. Hanowactuna mo awbomy u3 1o 26-31, oTIMYAOIIasCs TeM, 4YTO

HAHOYACTULA UMEET pasMep OT npuMepHo 20 HM 10 npuMepHO 500 HM.

33. Hamowactuna mo go0omy w#3 LI 26-32, OT/IMYAIOIIASCS TEM, HYTO

HaHOYaCTUIA AOTIOJTHUTECIBHO COACPKUT MOBEPXHOCTHO-AKTUBHOC BEIIECTBO.

34. Cnioco0 1o 1. 33, OTJMYAOIIMICS TEM, YTO IOBEPXHOCTHO-AKTUBHOE BEIIECTBO
comepkurcst B kojamuectBe oT mpumepro 0,01 macc.% go mpumepro 30 macc.% B

nepecuere Ha OOLIY 0 MacCy HAaHOYACTHIIBI.

35. Hamowactuia mo go0omy #3 ILO. 26-34, OTIMYAIOIIASCS TEM, HYTO

HaHOUacTula AOMOJTHUTECIBHO COACPKUT HOCUTE/Ib UJIW BCIIOMOTI'aTCJIbHOC BEIICCTBO.

36. Hanouactuna mo 1. 35, OTIHYaromascs TEM, UTO BCIIOMOTaTEILHOE BEMIECTBO
comepkuTcss B konmuectBe oT mpumepro 0,01 macc.% no mpumepno 30 macc.% B

nepecuere Ha OOLIYI0 MacCy HAHOYACTHIIBI.
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37. Hanouacruna mo m00OoMy u3 m.O. 26-36, OTIMYAKOIIASICS TEM, UTO UMK
BBIOpAH U3 TPYIILI, COCTOSIIEN U3 JKUPHBIX KUCIOT, JKUPHBIX CITUPTOB, TIALEPOTHIUIOB
(HampuMep, MOHOTJIMLIEPHIOB, AWIIALIEPHIOB H TPUDIHLEPHIOB), (Hochomunumos,
ruuepodochoIunuIoB, CHUHTOIUMTUAOB, CTEPHHOBBIX JTUIHIOB, MPEHOJbHBIX JTUIHIOB,

CaxapoIUIUIO0B, TOJTUKETHIOB U TFOOBIX KOMOWHAIIWI YKA3aHHBIX COSTHMHEHUIA.

38. Hanouacruna mo mwo0OoMy u3 I.0. 26-37, OTIHUYAOIIASICS TEM, YTO UM
BBIOpaH W3 TPymOblL, COCTOsmel w3 rauiepwitpunaismurara (Tripalm), nerera-10,
SIMYHOTO JICHUTHHA, COEBOTO JielUTHHA, rimuepuiMonokanpuiaara (Capmul MCM C8
EP), Capmul MCM C10, rimuepustpukanpunara/xanpara (CAPTEX® 355 EP/NF),
rnunepunaucreapara (turma [) EP  (Precirol ATO 5), naypuHOBOH KHCIOTHI,
TPUACHWJIOBOH  KUCIOTBI, MHPUCTUHOBOW KHCJIOTHI, TEHTAACHWIOBOH  KHCIIOTHI,
NAJIbMATUHOBOM  KHCIOTBI, MaprapMuHOBONM  KHCIOTBI, CT€APUHOBOM  KHCIOTHI,
HOHQJEIUIOBONH KHUCIOTBHI, AapaxuIWHOBOH KHUCIOTHI, TE€HAIUKO3UIOBONH  KHCIIOTHI,
OereHOBOM  KHCIOTHI,  TPUKO3WJIOBOW  KHUCJIOTHI,  JIHHTOLIEPUHOBON  KHCIIOTHI,
MEHTAKO3WJIOBONH  KUCIOTBHL, LEPOTMHOBOM  KHCJIOTBL, T[ENTAKO3WJIOBOM  KHUCIOTHI,
MOHTAQHOBOW  KHCJIOTBL,  HOHAKO3WJIOBOW  KHUCJIOTBI,  MEIHUCCHHOBONW  KHCJOTHI,
T€HATPUAKOHTHUIOBOH KHUCIOTHI, JALEPUHOBOU KHUCIOTHI, NMCULIACTEAPUHOBOW KHCIIOTHI,
reJA0BOM KHUCIOTHL, LEpPOIUIACTOBOM KHMCIOTBHI, TeKCAaTPUAKOHTUJIOBOW KHCIOTHI, -
JUHOJEHOBON KHUCIOTBHI, CTE€APUIOHOBOM KHUCJIOTBL, 3UKO3aMEHTAaGHOBON KHUCIOTHI,
JIOKO3areKCacHOBON KHUCIOTBI, JUHONEBOM KUCIOTBL, Y-JTUHOJIEHOBON KHUCIOTBI, JUTOMO-)-
JUHOJIEHOBON KHCIOTHI, apaxWUIOHOBON KHCIOTHI, OJEHHOBOH KHUCIIOTHI, 3JIaMAMHOBOM
KHUCJIOTBI, SHKO3€HOBOI KHCIOTBL, 3PYKOBON KHCIOTBL, HEPBOHOBOW KHCIOTHL, MHUIAOBOU
KUCJIOTBI, MHPHUCTOJICMHOBOM KHUCIOTBL, MAIbMHUTOJIEUHOBOW KHUCIOTHI, CAlUEHOBOU
KUCJIOTBI, OJIEMHOBOW KHCJIOTHL, JJAUAWHOBOW KHUCIOTBL, BAKLEHOBOW KHUCIOTHI,
JUHOJEBONH KHCJIOTHL, TPAHC-TPAHC-TUHOJIEBOU KHCIOTBI, O-THHOJIEHOBOW KHUCIIOTHI,
apaxuJOHOBOM  KHCIOThI, OHKO3AEHTACHOBOH  KHUCIOTBL, DSPYKOBOM  KHUCJIOTHI,
JOKO3areKCaeHOBOM  KMCIOTBI, KANpWwiIOBOM KHCJIOTBL, NEIAPrOHOBON  KHUCIIOTHI,
KAapUHOBOM KHUCJIOTHI, YHIASLUUIOBOM KHUCIOTHI, JAyPUHOBOM KHMCIOTBL, TPUAECLHIOBOU
KUCJIOThI, MHPHUCTHHOBOM KHCJIOTBI, TMEHTAACLMJIOBOM KHCIOThl, NaTbMUTHHOBOU
KHCIIOTBI, TeNTaIeKaHOBOW KHCIOTHI, CTEAPUHOBON KHCIOTHI, HOHAACIIMIOBOM KHUCIIOTEHI,
apaxuIUHOBON KHCIOTHI, TE€HIMKO3WIOBON KUCITOTHI, OETr€HOBOM KHUCIOTHI, TPHKO3UIOBOM
KHUCJIOTBL, TUHTOLEPUHOBON KHCIOTHL, MIEHTAKO3WIOBOI KUCIOTHL, HEPOTUHOBOIN KUCIIOTEL,
TeNTako3WIOBOM  KHUCIOTBI, MOHTAHOBON KHCIOTB, MHPHUCTOJIEHHOBON  KHUCIIOTHI,

MMAJTbMHTOJIEMHOBOM KHUCJIOTBI, CAITMEHOBOM KHCIOTHI, OJIEMHOBOM KHMCJIOTHL, 3J1aHIAHOBOM
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KHCJIOTBI, BAKIIEHOBOW KUCIOTHI, JIMHOJEBOW KUCIOTHI, TPAHC-TPAHC-THHOJIEBOI KUCIOTEL,
O-TUHOJICHOBOI ~ KHUCJOTBI, Y-JIMHOJICHOBOM  KHUCIOTBL, AapaxXUJOHOBOM  KHCJIOTBHI,
3UKO3aMEeHTaeHOBOU KUCIIOTHI, 3PYKOBOM KUCIOTHI, JOKO3areKCaeHOoBOM KUCIOTHI, yuc-11-
OKTaJELEeHOBONU KUCIOTHI, yuc-11-31K036HOBOU KUCIOTHL, YHASHUICHOBONH KUCIOTHI, YUC-
13-10K03€HOBOM  KUCIOTHI, HEOTENTAHOBOM  KHCIOTHI, HEOHOHAHOBOW  KHUCIOTHI,
HEOJCKAHOBOW KHUCIOTBHL, H30CTEAPUHOBOM KHUCJIOTHL, 10-yHACLIEHOBOM KHCIOTEL,
bocharuauoii kucnorsl (hocharunara, ®K), hocharunaunsranonamuna (nedaiuna, ©3),
docharuaunxonuna (neuutura, ®X), pocharuauncepuna (®C), pocharuaunuuozuTo
(®H), docharmaunuuosutonpochara (OGUD), docharuammrozuTONOUDOCHaTA
(®UBD), docharnmgununozutontpupochara (OGUTD), uepamuapochopuixonuya
(chunromuenuuna, CM), uepamuadpochopuidTanosamuna (chuHromuenuta, uep-®9),
uepaMuAGochOpuIrIuIEeprHa, XOJECTAHOB, XOJAaHOB, MPETHAHOB, AaHAPOCTAHOB,
3CTPAHOB, XOJIECTEPUHA, KAMPUJIOBOTO CIIUPTA, 2-3TWITEKCAHOIA, TEJIAPrOHOBOrO CITUPTA,
KapUHOBOTO CHHUPTA, YHIELWJIOBOIO CIHUPTA, JIAYPWIOBOTO CHUPTA, TPUACLIMIOBOTO
CHHMPTA, MHPUCTHIOBOI'O CIHPTA, NEHTAACHUJIOBOIO CIHPTA, LETHWJIOBOTO CIHPTA,
NaIbMUTOJAEWIOBOTO  CIOHPTA, TENTANeHWIOBOr0 CIHPTA, CTEAPWIOBOTO  CIHPTA,
M30CTEAPUSIOBOTO CIUPTA, 3JIAUAWIOBOrO CHUPTA, OJCWIOBOTO CHHPTA, JIMHOJISHIOBOTO
CIUPTA, 372U J0IUHOJEUIOBOTO CIupTa, JIMHOJICHWIOBOTO CIUPTA,
3aNA0TMHOJIEHIIOBOTO CITUPTA, PHUIMHOJIEHIOBOTO CIUPTA, HOHAIEIMIOBOTO CIHPTA,
apaxuIUIOBOTO CIHMPTA, TEHIMKO3UIOBOrO CIUPTA, OSreHUIOBOrO CIUPTA, dPYLHIOBOTO
COHUpTa, JIMTHOLIEPWIOBOTO  CIIMPTa,  LEPWIOBOIO  CIOHPTA,  |-renTako3aHona,
MOHTAHWJIOBOT'O CIUPTA, |-OKTako3aHOJa, |-HOHAKO3aHOMA, MHUPULIMJIOBOTO CIIHPTA,
MENMUCCHJIOBOTO CIUPTA, |-TOTPHAKOHTAHOJA, TEIAMIOBOrO CIUPTA, IETEapUIOBOTO
CIHPTA, MPONMICHIJMKOIbIUKANPAra, 1,3-mpomaHanoaIuKanpuiarTa, CIOKHBIX d(PHpPOB
KalprIOBOW/KAMPUHOBOM KHUCJIOTHI W HACHIIEHHOrO JkupHOro crmupra Cpp-Cis,
MPONUIEHTINKOIb AUKAIPUIOKAIPATa, MPONUIEHTJIUKOIbANKAI PUIOKAIpara, 1,3-
MPOIaH N0 AUKANPUIaTa/ JUKaIpaTa, CIULEPUITPUKATIPUIATA/ TPUKAIIPATa,
KalpUIOBOTO/KAPUEBOT0  TPUTIHIEPUIA, TIHIEPUITPUKANPUIaTa/Karpara/aay para,
CITULEPUNITPUKATPUIATA/ TPUKAIIPATA, KaIpHJIOBOTO/KAPUEBOTO TPUTIIULEPUAA,
TIHLEPUITPUKANPUIATA/KATIpaTa, JIALEPUITPUALIETATA, IMLEPUITPUKANIPUIATA,

TPUOJIENHA U TIOOBIX KOMOWHALNH yKa3aHHBIX COeTUHEHUIA.

39. Konwtorar mno mobOoMy u3 o 26-38, oTaMUaOIIMiicss TeM, UTo
HNPOTHBOTPUOKOBBII areHT BBIOpAH W3 TPYNIBL, COCTOSINEH W3 MHMHK-NIUPUTHOHA,

MUPOKTOHOIAMHUHA, aba(yHruHa, anbakoHa3071a, AJUTUIIHA, amopoJipuHa,
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anuaynadyHruaa, OEH30WHON KHCIOTHI C KEepaTOJHUTHYECKUM areHToM, OyreHadwuHa,
OyTOKOHA30/1a, Kacmo(yHIHHA, MUKIOMUPOKCa (ITUKIOMHUPOKCOIAMITHA), IIUTPOHEIIOBOTO
Macia, KJI0TPUMa3ojia, KOKOCOBOr0 Mac/a, KPUCTALTHUECKOr0 (PHOIETOBOrO, SKOHA30/14,
(dentukoHazona, (paykoHazona, GpayuuTozuHa Win S-PTOPUUTO3WHA, TI'pU3eOdyIbBHHA,
raJIONPOrHHA, W0Aa, W3aBYKOHA30/1a, W30KOHA30/1a, UTPAKOHA30/1a, KETOKOHA30/Ia, MUPTA
JUMOHHOT0, MUKayHTHHA, MHUKOHA307a, HapTuduHA, Macaa CeMsIH HHMa, 3KCTPAKTa
JHCTHEB OJMBKOBOI'O JEPeBa, OMOKOHA30J1a, AarlelbCHHOBOIO MAacia, OKCHKOHA30Ia,
nMajgbMa3apoBOr0 Macia, MauyJid, MOJUrOAMAN, M03aKOHA30/1a, PaBYKOHA30/1a, CENeHa,
CepTaKOHAa30j1a, CYJKOHA30ja, Macia uaiiHoro aepesa — ISO 4730 (“Macna waiiHOTO
Jepesa, TUIA TepuuHeH-4-oy1a”), TepOuHaduHa, TEPKOHA30/1a, THOKOHA30/1a, ToaHadTaHa,
YHIESHWJICHOBOW KHCJIOThI, BOPHKOHA30j1a, CMEIIAHHOTO CyJb(puaa cejleHa MW IMHKA,
¢ykoHazoJ1a, M3aBy KOHA30J14, UTPAKOHA30J1a, KETOKOHA30/1a, MHUKOHA30/1a,
KJIOTPUMA30j1a,  BOPHKOHA30/Ia,  MO3aKOHA30j1a,  PABYKOHA30j1a,  HATAMHIIMHA,
JYUEH30MHUIMHA, HHUCTaTHHA, amdoTepunmHa B, OSXMHOKaHIWHOB, KaHCHAACA,
MPagdMHUIMHOB, OEaHOMHMIMHOB, HHUKKOMHIIMHOB,  COPJAPUHOB,  QUIHJIAMHHOB,
TPUKJIO3aHA, MUPOKTOHA, (eHnponumopda, repbuHaduHa, MpoTUBOrPpHOKOBOTO MENTHAA,

a4 TaKKe MPOU3BOAHBIX U AHAIOIOB YKa3saHHBIX CO€MHEHUM.

40. Koustorar mo JOoMy u3 IO 26-39, OTIHYAIOLIUICS TEM, YTO
anTuOaKkTepUaATbHBI areHT BbIOpaH W3 TPYHIBL, COCTOSIIIEH W3 MAaKpOIHAOB MU
KETOJIMIOB, TAKUX KaK 3PUTPOMHIIMH, a3UTPOMMIINH, KIAPUTPOMUIIMH U TETUTPOMHIINH;
OeTa-1aKTaMoOB, B TOM UKCJIe TIEHHIMUTHHA, Ne(aToCIoprHa H KapOarneHeMOB, TaKUX KaK
kapOarmeHeM, WMHIIEHEM W MepOIeHeM; MOHOOAKTaMOB, TaKWX Kak MeHUmmamuH G,
INCHUIWJIJINH V, METUIUJIIINH, OKCalluJIJINH, KIIOKCAITUJIJIUH, JUKJITOKCAITUIJIHH,
HAQUUTHH,  aMOMIALINH, — AMOKCHIIWUTHH,  KApOSHWIWUTHH,  THUKAPIHJLIHH,
ME3TOLWUTHH, THWINEPAlUUIAH, a3MOUMINH, TeMOUWUINH, UedaaoTuH, uedamupuH,
uehpamun, uedasopuaun, uedaszonuH, mepamangoa, uepypokcuMm, uehaTeKCHH,
uehnposun, uedakmop, Jgopaxapbed, uedokcutuH, uUehMETa30a, IehOoTaKCUM,
uedTuzokcnyM, uepTpuakcoH, nedomnepazon, uedrazuauM, HePUKCHM, HEPIOTOKCHM,
uehTudyTeH, uehauaup, nepmupom, uehenuM H a3TPEOHAM; XHHOJIOHOB, TAKHX Kak
HATUIAKCOBAs KHWCIOTA, OKCOJMHOBAasS KHCIOTA, HOpPQJIOKcanuH, medI0OKCaIlHH,
JHOKCAMH, OQUIOKCAIMH, JeBO(IOKCAMH, UUMPOPIOKCAIUH, TeMa(IoKCalvH,
aomedaokcanuH, (aepokcanuH, rpenadaokcanuH, crnap@aokcanyH, TpoBadIOKCaIHH,
knuHadmokcanuH, rarudI0KCalliH, MOKCH(IOKCAIUH, cuTa(pIOKCAIHH, raHe(I0KCalUH,

reMupIoKcalMiH W na3y(pIOKCAlWH, AaHTHOAKTepHATIbHBIX  CyJb()OHAMHIOB U
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AHTHOAKTEPUATBHBIX CYIB(POHUTAMHIOB, B TOM UHCJIE Napa-aMAHOOEH30MHOM KUCIOTHI,
cyasdagnazvHa,  Cynb(u30Kcazona,  cyabpaMerokcasona W cyiabdaranmauHa;
AMUHOTTTUKO3MJOB, TaKUX KaK CTPENTOMULUH, HEOMHUIMH, KAHAMHLWH, MapOMHLUH,
TCHTaMHIIUH, TO6paMI/IHI/IH, aMHUKalliH, HECTHJIMHUIHWH, CHCKTHUHOMHIIMH, CHCOMMHIIHUH,
TMOeKaTHH ¥ W3ETAMHUITHH, TETPAITUKINHOB, TAKAX KAK TETPAIMKINH, XJIOPTETPAIUKIIHH,
JeMEKTOIMKINH, MHHOIMKIWH, OKCHUTETPALUKINH, METAUUKINH, JOKCHUIIUKIINH,
puaMHIIMHOB, TaKUX KaK puU(paMOuIuH (TakkKe Ha3bIBaeMblil pudaMIiuH), puaneHTuH,
pudabytuH, OeH30KCaZMHOPUPAMHLIUH U pPUDAKCHMUH; JTHHKO3aMHIOB, TaKUX KaK
JMHKOMHIMH U KJIHHIAMUITUH, TJIUKOMENTHIOB, TAKUX KaK BAHKOMMITHH U TEHKOILIAHWH;
CTPENTOrPAMHUHOB, TAKHUX KaK XUHYIPUCTUH M Ja(IONpUCTHH, OKCA30JHANHOHOB, TAKUX
KaKk JIMHE30JUA;, TOJUMHKCHHA, KOJUCTHHA ¥ KOJMMHULIMHA, TPUMETONPHMA U

OauuTpanuHa.

41. KoMmmo3uiiusi 1isl JIAYHOM THIHEHbI, coiepxxkamias YhHeKTHBHOE KOJIUYECTBO
MpoJIeKapCTBa HA OCHOBE KOHBIOTATA, MO JOOOMY U3 ILIL 1-25 WM HAHOYACTHIA IO

aobomy u3 .. 26-40,

42, KoMmmo3uumst I JUYHOH THTrHeHbl 1o m. 41, oTiamyaromascss TeM, YTO
KOMITIO3UIIUS AJOIIOJIHUTEIBHO CO,I[ep)KI/IT (l)apMaJ_[eBTI/I‘IeCKI/Iﬁ aAréHT wWin areHTr s

MECTHOI'O MIPUMCHCHU .

43, Kommo3umus sl JAYHOM TUTHEHBI mo M. 42, OTIMYAIoIascs TEM, YTO
(hapMalleBTHUECKUI areHT WM areHT AJIsi MECTHOrO MPUMEHEHHUsS! BbIOpaH W3 TPYIINbI,
COCTOSIIIEN W3 areHTOB, KOTOPbIE VJYUIIAIOT COCTOSIHHE WJIM YCTPAHSIOT BO3PACTHBIE
MSTHA, KEPaTO3bl U MOPLINHBL, MECTHBIX AHAIBIETUKOB U AHECTETUKOB, AreéHTOB NPOTHB
aKkHe, aHTHOAKTEpPHAIbHBIX AareHTOB, AareHTOB MPOTUB  JAPONIKEBBIX I'PHOKOB;
MPOTHUBOTPUOKOBBIX areHTOB, MPOTUBOBUPYCHBIX areHTOB, AreHTOB MPOTHUB MEPXOTH;
areHTOB IMPOTHUB JCPMATUTA, MPOTUBOTHCTAMUHHBIX CPEACTB, CPEICTB IPOTUB 3YJ4;
MPOTUBOPBOTHBIX CPEACTB; CPEACTB OT YKAUMBAHUS, IPOTUBOBOCIAIUTENBHBIX CPEICTB;
CpPeICTB MPOTHB THIIEPKEPaTo3a; CPEeACTB MHPOTHB IIOTA, CPENCTB IMPOTHB IICOPHA3A;
CPeICTB NPOTHUB CeOOpeH;, KOHIUIIMOHEPOB Ui BOJOC U CPEACTB ISl JIEUEHHUS! BOJIOC,
OMOJIQKUABAIOIINX CPEICTB W CPEACTB IPOTUB MOPIIMH, CPEACTB IPOTHUB 3arapa Hu
COJIHIIE3ALIUTHBIX CPEACTB, CPEICTB, OTOETHBAOINUX KOXKY, ISHHUTMEHTHPY FOIIUX
CPEeICTB, BHUTAMHHOB, KOPTHKOCTEPOUIOB, CpPEIACTB, CHOCOOCTBYIOIIMX  3arapy;
YBJIQKHUTEIEH, TOPMOHOB, PETUHOUIOB, CPEACTB sl jeueHus: 3a00eBaHi TeCEH WK

UL yXoda 3a MOJOCTBIO PTa, CEPACHYHO-COCY AUCTBIX CPEACTB Il MECTHOI'O IMPUMCHCHUSI,
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CpE€aCTB AJid Y AAJICHUA MOSO.]'IGI\/'I, KOXKHBIX HAPOCTOB U 60p0,ZlaBOK, CpEACTB I Y AAIICHU S

BOJIOC 1 JTFOOBIX KOMOWHAIWIA YKa3aHHBIX COSAUHEHUH.

44, KoMno3uiust sl JTAYHON TUTHeHBI 10 ILM. 42 Ui 43, OTANYAIOIasICs TEM,
4ro (hapMareBTHUECKU areHT WK areHT /It MECTHOTO TIPHMEHEHHSI BRIOpaH U3 TPy I,
COCTOSIIIEN M3 a3eTanHOBON KUCIOTHI, TPUKIO3aHA, ab()a-THIpOKCHKHCIOT, TIHKOIEBOM
KHCJIOTHI, MPIH,Z[aJ'[I:HOﬁ KHCJIOTBI, 66Ta—FI/I,Z[p0KCI/IKI/ICJ'IOT, Ca.]'[PIL[HJ'[OBOﬁ KHCJIOTHBI,
MOJTUTUAPOKCUKHUCIIOT, J'[aKTOGHOHOBOﬁ KHUCJIOTBI, TaTaKTO3EI, T[JIIOKOHOBOU KHUCJIOTEI,
ajanajeHa, abaxaBupa, arnebyTomona, aneraMuHO(eHa, aleTaMUHOCAIONA,
aletaszojaMua,  aleTOrHAPOKCAMOBOM  KHUCJIOTBI,  QUETHICATHIUIOBOW  KHCJOTHI,
alMTPETHHA, AaKIoBara, aKpHBACTHHA, aKTWKa, alWKIOBHMpa, ajananeHa, anedoBupa
JIWITABOKCHIA, aJeHO3WHA, ams0yTeposa, anb(py303uHa, aUTONyPUHONA, AUTOKCAHTHHA,
ATMOTPHUIITAHA, almpasojiama, ajlpeHonoa, alerara aToMHUHUS, XJIOpUIa ATIOMHHUS,
XJTOPTUAPOKCUAA QTIOMHUHUS, THIPOKCHIA ATIOMUHHS, AaMaHTaIWHA, aMUJIOPHIA,
amMuHaKkpuHa, amuHOOeH30MHOM kucaoThl ([TABK), aMHHOKAmpOHOBOM KHCIOTHI,
aMHHOCﬂJ’[HHHJ’IOBOﬁ KHCJIOTBI, aMHUOdapOHa, aMUTPUNITUIINHA, aMJIOAUIIUHA, aMOKap3nHa,
amMoJMaKkBUHA, aMopojiduHa, amMokcanuHa, amderamuHa, AMIUIWUTAHA, aHATPETH/a,
AQHACTPO30/1a, AHTPATMHA, anoMoppuHa, anpenwuTanta, apOyTHHA, aAPUIHMIPA30IA,
aCKOPOMHOBOM KHMCJIOTHI, aCKOPOMIAIEMHUTATA, aTa3aHaBUpPa, aTeHOI0Ia, AaTOMOKCETHHA,
aTpomnviHa,  a3aTHONPWHA, A3€NManHOBOM  KHCIOTBHI,  a3elacTHHA, A3UTPOMUIIMHA,
OauuTparuHa, OexmomMerazoHa JUMPOTIHOHATA, OGeMerpuma, OeHazenpuia,
Oengpodiymernasuma, OeH3okamHa, OeH3oHarara, OeH3o(eHOHa, OEH3TPOIIUHA,
Oempuanna, OeramerazoHa IUNPONUOHATA, OeTameTa3oHa Bajepara, OPUMOHHIWHA,
Opomdenupamuna, OynuBakamHa, OympeHopduHa, OympomwoHa, OypHUMaMHIA,
Oyrenapuna, OyTokoHazoja, KkabeproawHa, KO(QEHMHOBOH  KHUCITOTH, Ko(euHa,
KaTbLUIOTPUEHA, kKaM(Ophl, KaHIecapTaHa UJIEKCeTHIa, KalcanluHa, KapOaMasenuHa,
uehauTopeHa mNuUBOKcWIa, uedenuma, nedrnogOKCHMa MPOKCETHIA, LEIEKOKCHOA,
LOETUPU3UHA, HCBUMEIWHA, XUTO3aHA, XJIOPAUA3CTIOKCHUAA, XJIOPIeKCHUAWHA, XJIOPOXUHA,
XJTOPTHA3UIA, XJOPOKCHIIEHONA, XIopheHupamMuHa, XJOPIPOMA3HHA, XJIOPIPONAMHIA,
OUKITOMUAPOKCA,  IMJIOCTA30/1a, LUMETHUIWHA, IWHAKATBTETa, LUNPO(IOKCaUHA,
nurainomnpama, JIMMOHHOH KHCJIOTHI, KJ'Ia,Z[pI/IGI/IHa, KIapuUTPOMHUIIMHA, KJIEeMaCTUHA,
KIMHIAMUIMHA, KIHOXWHOJA, Ki1o0era3ona TpomuoHaTa, Kiomu(eHa, KIOHHIHHA,
KJIOMUI0TPENa, KIOTPUMA30J1a, KIT03aNnHa, KOKAHHA, KOJIEWHA, KPOMOJIMHA, KPOTAMHUTOHA,
LUKIM3HHA, LUKI00EH3aIpUHa, LUKIIOCEPHHA, uTapabuHa, nakapOasuHa,

nans(OMPUCTHHA,  JalCcoHa, MAanTOMHUIMHA, JayHOpyOunumHa, JedepokcamuHa,
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JIETHIPOIMTHAHIPOCTEPOHA, JeNaBupanHa, Je3UNpaMHHa, Je3oparauHa,
JIECMOITPECCHHA, JI€30KCUMETA30Ha, JeKcaMeTa3oHa, JEeKCMEIEeTOMUINHA,
JekcMeTwideHnaara, AeKcpa3okcana, nekcrpoamderamuHa, auazenama, JULHAKIOMUHA,
JUIAHO3HHA, JUTUIPOKOJEHHA, qUraapoMopduHa, JUITHA3EeMa, 6,8-
JTMMEPKANTOOKTAHOBOM  KHUCIOTHI  (AUTHIAPOIMITOEBON KHCITOTHI), JU(pEHTHIpaMITHA,
mudeHokcunaTa, — TUNHPUIAMONA,  JuU3omupaMuna,  goOyTtamuHa,  goderwnuaa,
J0JaceTpoHa, JOHENe3n1a, CI0KHBIX 23hupos goda, rodamuaa, gohpamMuHa, J0P30JaMHUIA,
JOKCENWHA, TOKCOPYOWITMHA, NOKCHUIMKINHA, NOKCHIAMHHA, MOKCHITMHA, XyJIOKCETHHA,
JIVKIOHWHA, OJKOHa30/a, J()IOPHUTHHA, OJJIETPUNTAHA, SMTPUIMTAOWHA, OSHANANpPHUIIA,
sbpenpuHa, osnuHepdWHA, OSNHMHUHA, OSnupyOuuwmHa, o>SnTudubaruaa, >proTamuHa,
SPUTPOMHULIMHA, 3CHUTATIONpPaMa, DCMOJIOIA, 330MEeNpas3ona, 3CTpa3ojiaMa, 3CTPaanoIa,
3Ta.KpPIHOBOI>i KHCJIOTBI, JTHHWISCTPAaAUOIa, 3TUAOKAMHA, STOMUIATA, q)aML[I/IKJ'IOBI/Ipa,
damoruauna, ¢enoaunuHa, (QeHraHwna, GepynoBoi KHCIOTHL (ekcodpeHaauHa,
tbnexananga, paykonazoma, GaymurosuHa, (hJIyOIHUHOIOHA AlleTOHUAa, (JIy OIMHOHUIA,
S5-bpropypammiaa,  (ayokceruna,  QuydenasuHa, ¢uaypazenama,  (payBokcaMuHa,
(opmorepona, dypocemua, raJakTapoakTOHa, raJlakTOHOB O KHUCJIOTBI,
TaJaKTOHOJIAKTOHA, rajaHTamuHa, rarudaokcanuHa, reduruHuba, remuuTabHUHA,
reMu(pIOKCaUHA, TIHKOJEBON KHUCIOTH, TPU3e0(yIbBUHA, TBaii(peHe3nHA, TYAHETH IUHA,
N-TyaHHJITHCTAMHHA, TATOMEPUI0/Ia, TaTOMPOrHHa, TeKCHIPE3OPIHONA, TOMATPOIMHA,
roMocajgara, THApalasuHa, THAPOXIOPOTHA3HMIA, THAPOKOPTH30HA, THAPOKOPTH3OH 21-
arerara, TUAPOKOPTH30H 17-OyTHpara, THAPOKOPTHU30H 17-Banmepara, ruapomopdoHa,
THIPOXUHOHA, MOHO3(Hpa THAPOXWHOHA, TUAPOKCHU3WHA, TMOCIUAMUHA, THITOKCAHTHHA,
ubynpodeHa, wuxTHONA, wuAAPyOUIMHA, WMATUHHOA, WMUNPAMUHA, HWMHKBHMOJAA,
WHIAHABUPA, MHIOMETAIMHA, HpOecapraHa, MPHHOTEKAHA, H303TAPHHA, H30MPOTEPEHOINA,
UTPAKOHA30j1a, KaHAMWIIMHA, KEeTAaMWHA, KEeTaHCEepPHHA, KEeTOKOHA30ja, KeTompodeHa,
kerotu(heHa, KOMEeBOM KHCIOTBI, Jaberanona, MOJOYHOM KHCIOTHI, JIAKTOOHMOHOBOI
KHCJIOTHI, JIAMMBYIWHA, JIAMOTPHUKHHA, JIAHCOMPO30Ja, JIETPO30Ja, JIEHITPOInaa,
neBanOyTepona, JaeBo(IOKCalMHA, JUAOKAWHA, JUHE30AMAa, J00eIuHA, JIOmepaMHuia,
J03apTaHa, JIOKCAlHHA, JUITHIAMHIA JM3EPTUHOBOM KHUCIOTHI, MadeHuma, SOI0THOM
KHUCITOTBI, MaJbTOOMOHOBOM  KUCJOTBI, MHHAATBHOW  KHCIOTHI,  MAampOTHIHHA,
MeOeHa301a, MeKaMUJIaMHHA, MEKIM3WHA, MEKIOIMKINHA, MEMaHTHHA, MEHTOa,
MEIEepUIUHA, MENMUBaKanHa, MEPKaNTOILy PUHA, MECKAIUHA, MeraHeppuHa,
MeTanpoTepeHoa,  MeTapaMHHOIa, MeTGopMHHa,  MeTaaoHa, MeramderamuHa,

METOTpeKcaTa, METOKCAMHHA, CIOXKHBIX 3(upoB Merwngoda, MeTwizomamMuaa, 3,4-
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MeTUIIeHAnOKCUMETaMpeTaMiHa,  METHJIMOJOYHOM  KHUCJIOTBI,  METHJIHHKOTHHATA,
MeTwideHngara,  METWICATHLIIATA,  METHAMHUAA,  METOJAa30Ha,  METONPONIoia,
METPOHHA30/1a, MEKCHJIETHHA, MHKOHA30/1a, MHIAa30J1aMa, MHUIOAPWHA, MUIJIYCTara,
MHUHOIUKIHNHA, MHHOKCHAWJIA, MUpTasannHa, MUTOKCAHTPOHA, MOSKCHUIIPHUIIATA,
MOJIMHIOHA, MOHOOEH30Ha, MOp(UMHA, MOKCH(IOKCAIIHHA, MOKCOHUIMHA, MYIHPOIIHHA,
Hagonona, Hadprudpuna, HANOYy puHa, HaTMe(deHa, HaJTOKCOHA, HAIMPOKCeHa, He(ha30q0Ha,
HeNl(pUHABUApPA, HEOMHULIMHA, HEBHPANUHA, HUKAPIWIWHA, HUKOTHHA, HU(EIUNUHA,
HUMOIWIIMHA, HHUCOJAUIINHA, HHU3aTHUIWHA, HOpC-)HI/IHe(l)pI/IHa, HHUCTATHHA, OKTOIIaMHHAa,
OKTPEOTH/A, OKTHIMETOKCHIIMHHAMATA, OKTHJICATUIMIATA, O(IOKCALMHA, OJaH3aIuHa,
OJIMecapTaHa MEIOKCOMMIIA, OJONMATHAMHA, OMEINpa3oja, OHJAHCETPOHA, OKCHKOHA30I1a,
OKCOTpPEeMOpHHA, OKCHOEH30HA, OKCHOYTHHHUHA, OKCHKOIOHA, OKCHMETA30/IMHA, MTaJuMaTa
O, najJoHOCETPOHA, MAHTOTEHOBON KUCIOTHI, MAHTOM/UIAKTOHA, MAPOKCETHHA, EMOJIHHA,
MEHIUKIOBHPA, TIEHUIWIIAMUHA, TEHUIWUTHHOB, TEHTA30luHa, MeHTodapouTania,
MEHTOCTATHHA,  MEeHTOKCH(PWITHHA,  Tepronuia,  NepUHIONpHIa,  NEPMETPHHA,
GbenuuknuaHa, (eHensuna, (QeHupamuHa, (eHmerpasuHa, (eHobOapOurana, ¢eHoa,
(penokxcubenzamuHa, (peHTronamuHa, GeHmwmIGpuHa, PeHunnponanosamMuHa, (HEHUTOUHA,
(busocTUrMuHa, THIOKAPIHWHA, THUMO3MIA, NHHIONOIA, TMHOTIWTA30Ha, TMHUAMa3HHa,
MUIEPOHMIOYTOKCH 1A, MHMPEH3ennHa, MNOA0(UIOKCa, MOXOPHUIMHA, IIPAMHIIEKCOIIA,
MPaMOKCHHA, TPa303WHa, NPEIHH30HA, MPEHAITEPONa, TPHIOKAWHA, MPOKAWHAMUIA,
mpokawHa, TmpokapOasMHa, TPOMasWHa, NPOMETA3MHA, TMPOMETA3WHA TPOMHOHATA,
npornadeHoHa, NPONOKCH(EHa, NPONAHON0Na, NPONWITHOYpPALWIa, HPOTPUNITHINHA,
nceBnod(eAprHa, MUPETPUHA, MHUPHIAMHUHA, MUPUMETAMHHA, KBETHUAIMHA, XHHAMPUIIA,
XMHETAa30Ha, XUHUINHA, XHHY IPUCTHHA, padenpasoa, pe3epruHa, Pe30oPIHHa, PETHHAS,
13-yuc-peTuHOEBOIl KHUCIOTHI, PETUHOEBOM KHUCJIOTBL, PETHUHOJA, pPeTUHWIALETara,
peTHHWINATBMHUTATA, pubaBUpHHA, pUOOHOBONH KHCIOTBHI, pUOOHONAKTOHA, prpaMnuHa,
pudanentiHa, pHdakCUMHHA, pHIY30J1a, PHUMAHTAOUHA, PH3EIAPOHOBOW KHUCIIOTHI,
pUCIIepUIOHA, PUTOAPUHA, PUBACTUIMHHA, PU3ATPUNTAHA, PONMHUPOJA, PONUBAKAWHA,
CAUTHILMIAMHUA, CATUIMIOBON KHCIOTHI, CAIMETEPOosa, CKOMOJAMHHA, CEIerminHa,
cyneduaa ceneHa, CEpOTOHHHA, CEPTUHIONA, CepTpainHa, cuOyTpaMuHa, CHIASHADHIA,
COTaNoNa, CTPENTOMHUIIMHA, CTPUXHUHA, CYJIKOHA30ja, cyibdadensa, cyanhabeH3amMua,
cyababpomMerasuHa, cCyabdarneramuna, Cyabhaxaopuupuiaa3ziHa, CyJb(paiuTuHa,
cyabdaanazuHa, CyabpaIdMeTOKCHHA, CyabpanokcuHa, cyabdaryaHosa, cyibdaneHa,
cyabhamMeTnsona, cyap(amMeToKcazona, Cyab(haHmIaMI A, CyJhanupasuHa,

Cyab(anvpuIHHA, cyashacanasuua, cyabhazoMu3oia, cyabharnasona,
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cyabhusokcazona, Taganaduia, TaMCyJI03MHA, BUHHON KUCIOTHI, Ta3apOTEHa, TEracepona,
TENUTPOMHUIINHA,  TEIMHCApPTaHa, TeMo3oJoMHuaa,  (eHodoBupa  AUZOMPOKCHIIA,
Tepa3o3uHa, TepOuHaduua, TepOyTaauHa, TEPKOHA307a, TepheHaauHa, TeTPaKauHa,
TETPALMKINHA,  TETPAAPO30JIHHA, TeoOpoMuHa, TeopUILTHHA, trabena3ona,
THOPHIA3MHA, THOTHKCEHA, THMOJIa, THarabWHa, THUMOJIOJa, TUHHAA30J1a, THOKOHA30Ja,
tupopubaHa, THU3AHWAWHA, TOOpPAMHUIMHA, TOKAWHWAA, TOJA30JMHA, TOJOyTaMuUaa,
ToaHadTara, TOATEPOAMHA, TPAMaIoaa, TPAHWILUIPOMIHA, TPA30J0HA, TPHAMIIMHOIOHA
aneToHuAa, TPUAMIIMHOJJIOHA Aualerara, TPUaMIMHOIOHA I'eKCAlCTOHNAA, TPUaMTEPEHA,
TpUazojama, TPHUKIO3aHA, TPUDIyMpPOMaswHa, TPUMETONPHUMA,  TPUMHIIPAMHHA,
TPUTIEIEHHAMUHA, TPUMPOJUINHA, TPOMETAMUHA, TPOMOBON KHUCIOTHI, THpPAMHUHA,
YHICHWJICHOBOM  KHUCITOTBI, MOYEBHHBI, YPOKAHMHOBOW  KHCJIOTBI, YPCOIHOIA,
Bapiaenaduna, BednadaxkcuHa, Bepamammia, BuTaMuH E-arerara, BOPUKOHA30Ia,
BaphapuHa, KcaHTHWHA, 3adupiayKacTa, 3aleluioHa, NUHK-TIUPUTHOHA, 3HIIPACHIOHA,

30JIMUTPHIITAHA, 30JIMHAEMA U JTIOOBIX KOMOUHAIMI YKA3aHHBIX COETUHEHHH.

45. KoMmo3unust Jj1sl JMYHOW TMTHEHBI 0 JI00oMy u3 m.i. 41-44, oTauyaromasicst
TEM, UYTO KOMIIO3HULIUS JOMOJHUTENBHO COASPIKUT MO MEHBIIEH Mepe OJHO KOCMETUIECKOe
ChIPbE WJIM BCIOMOTATENbHOE BEIIECTBO, BBIOPAHHOE W3 TPYIBL, COCTOSINEN W3
AQHTHOKCUIAHTOB, KOHCEPBUPYIOIIUX CPENCTB, HAIOJTHUTENEH, MOBEPXHOCTHO-AKTHBHBIX
BEIIECTB, COJHLE3ANUTHBIX CPeACTB NpoTuB Y ®-uznyuenust A w/umu Y @-uznyuenus B,
apoMaTu3aTopoB, 3aryCTUTENed, CMAuMBAIOIIUX AareHTOB, AHUOHHBIX IOJIUMEPOB,
HEMOHOTEHHBIX TMOMMMEPOB, aM(POTEPHBIX MOJUMEPOB, CTAOWUIN3aTOPOB BSI3KOCTH/TIEHBI,
OnaeCUpPy IOIIMX/IEPIAMyTPOBBIX ~ J00ABOK,  KOMILUIEKCOOOPa3yIOIIMX  areHToOB,
CTaOWIM3UPYIOLIUX AareHTOB, KOHAWIIMOHEPOB ISl BOJIOC, CMAYMBAIOIIAX CPEICTB,
AHTUCTATHUECKUX AareHToB, AaHTU(PU30B, Oy(EepHBIX areHThHl, KpacuTenel, MUTMEHTOB,
YIJEBOJOPOIOB, CIOXKHEBIX 3(QUPOB, KUPHBIX CIHUPTOB, JKUPHBIX KHCIOT, dMYJIbraTOPOB,
MOTU(PHUKATOPOB BSI3KOCTH, MarepHaioB Ha OCHOBE CHJIMKOHA, MOBEPXHOCTHO-aKTHBHBIX
BEIECTB, CMSTUAIOIINX BEIIECTB, VBIAKHUTEIEH, CTa0IN3aTOPOB, IEHKOOOPA3y FOIIUX
BCILLIECTB, AapOMAaTH3aTOpPOB, KpacuTeiaed, XeNmaTUPYIOIIMX AareHTOB, KOHCEPBAHTOB,
AHTHOKCUAAHTOB, perysitopoB  pH, BOXOOTTAIKMBAIOIIMX  areHTOB,  BEIIECTB,
PETYNHPYIOMINX CYXOCTh KOJKH, BUTAMHHOB, PACTHTEIBHBIX SKCTPAKTOB, THUIPOKCHKHUCIIOT,
OpPraHUYECKUX COJIHLE3AMUTHBIX CPEICTB, HEOPTAaHUUSCKUX COMHLIE3AIIUTHBIX CPEICTB,
HEOPTraHMYECKUX COJTHIE3AIUTHBIX CPEACTB HAa OCHOBE IMENTHAA M CPEACTB IS

HCKYCCTBCHHOI'O 3arapa.
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46. KoMmo3unust 151 JMYHOW TUTHEHBI 10 JIo0oMy u3 m.i. 41-45, orauuaromasicst
TEM, YTO KOMITO3HLUS JJIsl IMIHOH TUTHEHBI MPEACTABISIET COO0H KOMITO3HIIUIO T YXO01a
3a BOJOCAMH, BBIOPAHHYIO M3 TIPYIIbL, COCTOSINEH W3 IIAMIYHS, KOHIUIMOHEPA,

onoJIaCKuBaresst, JIOCbOHA, a3p0o30JIs, rejist, MyCcCa U KpaCKu J1sl BOJIOC.

47. Croco0 JjeueHHs HIH IPEJOTBPAIIEHHS IEPXOTH, BKIIOYAIOIIMNA CTAIUIO
HAHECEHUs] KOMOO3MIMU 10 Jo0omy u3 1i. 41-46 Ha KOKY TOJOBbI CyObekTa,

HYKIAIIETOCs B TAKOM JICUCHUU.

48. KoMmo3unust 4j1sl JMYHOM THIHEHBI 0 J00oMy u3 LI 41-45, orTauyarorasics
TeM, UTO KOMITO3ULHS /15l JMYHOU TMTHEHBI TPEeACTaBJIsieT co00M KOMITO3ULIMIO IS yxozaa
3a KOXKel, BBIOPAaHHYH U3 TPYMIbL, COCTOSIIEH W3 JOCHOHOB, KPEMOB, Telel,
KOCMETHYECKUX KapaHIAllleH, CIpeeB, Ma3el, OUMINAKIINAX KUIKOCTEH sl Y MBIBAHUS,

OUHINAOIINX TBEPABIX MBI, ITACT, IIEH, IIOPOIIKOB, KPEMOB Il OPUTHS U Cal(eToK.

49. Cnoco0 jeueHWs WIM NPEAOTBPALISHUs] aKHe, BKIIOYAIONUN CTaaUIo
HAaHECEHHs] KOMIO3MLMH 1o Jrobomy u3 mam. 41-46 wim 48 Ha KOXKy CcyOBekra,

HYXXIAIIETOCs B TAKOM JICUCHHUH.

50. Cmocob neueHHs WM TPENOTBPAICHHs] TPHOKOBOM HIM OakTepuanrbHON
uH(pEKIHH y CyOBbeKTa, BKIYAKINNN BBEISHHE KOMIO3MIMU IO J000My u3 ILm. 1-25

i 26-40.

51. Cmoco® mo m. 50, oTMyaroUIMiCsl TeM, YTO YKA3aHHOE BBEICHHUE SIBISIETCS

MECTHBIM HJIN CUCTCMHBIM.

52. Cmocod mo mm. 50 wiam 51, OTIMYAOIMMNCS TEM, YTO TpuOKOBasT WU
OakrepuansHas nH(peKkuus: BpIOpaHa U3 IPyIIbL, COCTOSINEH U3 OPATbHOI0/BArHHAIBHOTO
KaHauno3a, Aepmarodurosa (MMmaiiHeIx 3a007eBaHWN BOJOCHCTBIX YYAcTKOB Tela H
TOJIOBBI, & Takke OOPOABI, MaxoBOW OONACTH W CTom), WH(QEKIHM HOTTeH, YIIHBIX

uHpeKIui 1 TFObIX KOMOUHAIVI yKa3aHHBIX 3a001eBaHui.

53. Cnioco0 1o arobomy u3 .11, 50-52, OTAMYAOIIMKACS TEM, UYTO CYOBEKT SIBIISIETCS

MJICKOIIUTAIIUM.

54. Cioco0 1o arboMy u3 ILIL. 50-53, OTIMYAOIIMICS TEM, UYTO CYOBEKT SIBIISIETCS

YCIOBCKOM.
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55. Cnoco6 no modomMy 13 LI 50-53, OTIMYAIOIIUICS TEM, YTO CyOBEKT SIBISIeTCS

MJICKOIMUTAOIIUM, OTJIHYHBIM OT YCJIOBCKA.

56. IpuMeHeHre KOMIO3UIMU 1O M0O0MY U3 m.o. 1-25 mnu 26-40 mist meueHust

WM TIPeIOTBpaLIeHus rpuOKOBOH Min OakTepraabHOi HHPEKInn y cy ObeKTa.

57. TlpumeHenue m. 56, OTIMYAIOIIEECS TEM, YTO KOMITIO3ULHMIO HAHOCST MECTHO

WX BBOISIT CHCTEMHO.

58. Ilpumenenue mim. 56 wid 57, OTIMYAIOIIEECS TeM, YTO TPUOKOBAs HIIH
OakrepuansHas HHpekuus: BeIOpaHa U3 TPYIIIEL, COCTOSIIEN U3 OPATbHOTO/BArHHAIBHOTO
KaHIUA03a, JAepMarouro3a (UIIalHbIX 3a00/€BAHUI BOJOCHCTHIX YYACTKOB Tela W
TOJIOBBI, & TaKke OOpoapl, MaxoBod oOmacTu W crom), MHQEKIMH HOrTeH, YUIHBIX

uHpekuuit u T0OBIX KOMOUHALIMK yKa3aHHBIX 3a00IEBaHU.

59. Tlpumenenune a000r0 W3 M.I. 56-58, oTIMYarOIIeecs TEM, UYTO CyOBEKT

SIBJIACTCA MUICKOIMUTAKOIIHUM.

60. TMpumenenue ja000r0 w3 Mm.I. 56-59, oTIMUarOIIEecss TEM, UYTO CyOBEKT

SIBJISICTCS YCTIOBEKOM.

61. TMpumenenue j000r0 W3 Mm.I. 56-59, OoTIMYAKOIIEeCss TEM, YTO CyOBEKT

SIBJISICTCSI MUICKOIIUTAOIHUM, OTJIMYHBIM OT YUC/IOBCKA.

Onpeoenenus

[00255] st yao0CcTBa HEKOTOPBIE TEPMHUHBI, UCIIOAb3yEMbBIE B OMMCAHHH
HACTOSIEN 3asiBKHM, NMPUMEpax | mpuranaemoit ¢opmyne u3zoOpereHus, coOpaHbl B
JaHHOM paszene. Eciu He yka3aHO MHOE WM OTAENBHO HE OINpPENeNieHO B KOHTEKCTE,
CleqyIoIpe TEPMHUHBI U ()pasbl BKIIOUAIOT 3HAYEHHUs], TPUBEACHHbIE HIDKe. Eciu sSBHO He
yKa3aHO WHOE WM HEe OUEBUAHO U3 KOHTEKCTa, TEPMHHBI U (pa3bl, IPUBEISHHbLIE HIDKE,
HE HCKJIIOYAIOT 3HAYEHUsl, KOTOpbIe TepMUH WiH (ppaza MMEIOT B OOJACTH TEXHHKHU, K
KOTOpOH OHH oOTHOcsATcs. OnpeneneHus: NPUBOAATCS AIsl HOMOLIM B ONHCAHUU
KOHKPETHBIX BApPHAHTOB PEATH3AUMH M HE OTPAHWUYHMBAIOT H300peTeHHe, IMOCKOIBKY
00BbeM U300peTeHns] OrpaHYUBAETCsl TONBKO (hopMyJIoii uzooOperenus. Kpome toro, ecnu

HWHOC HE IMPEeAyCMOTPEHO KOHTCKCTOM, TEPMHUHBI B C€AWMHCTBCHHOM YHUCJIC BKIIHOYAKOT
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TEPMUHBI BO MHOXXCCTBEHHOM YHUCJIC U TCPMUHBI BO MHOXECTBECHHOM YUCIIC BKIHOYAKOT

TCPMUHBI B €IMHCTBCHHOM YHCIIC.

[00256] Ecnu He onpeneneHo WHOE, BCe TEXHUYECKHE U HAYUHbIe TEPMHUHBI,
UCIIONB3yEeMbIe B HACTOSIIEM JOKYMEHTE, MMEIOT 3HAYCHUs], AaHAIOTHYHBIE 3HAUSHHSIM,
OOBIYHO HCHONB3YEMBIM CHEHATACTOM B OOJACTH TEXHHKH, K KOTOPOH OTHOCHUTCS
nuzo0perenne. XOTs MPH peau3alli WM TECTHPOBAHUU HACTOSIIETO U300peTEeH s MOTYT
OBITb WCIOIB30BAHBl JIOObIE HW3BECTHBIE CHOCOOBL, YCTPOWCTBA M MAaTepHalbl, B

HACTOSIIEM JOKYMEHTE OMUCAHBI TTOIXOISIINE CIIOCOOBI, yCTPOMCTBA U MATEPHATIBL

[00257] TepMuH «coaepXKammi» WIM «COACPIKUT», HCHOAB3YEMBIM B
HACTOSIIEM JIOKYMEHTE, HPHUMEHSETCS B OTHOLIEHWH KOMIIO3HIUH, CIOcoO0B M HX
COOTBETCTBYIOLIUX KOMIIOHEHTOB, SIBISIOIIUXCS CYILIECTBEHHBIMUA [UISI HACTOSILErO
n300peTeHns], HO TakKe MOJKET BKJIIOYATh HEyKAa3aHHbBIE 3JIEMEHThI HE3aBUCUMO OT TOTO,

SIBJISIFOTCSL JTU OHU CYIIECTBCHHBIMU WJIA HET.

[00258] TepMuH «IIO CyLIECTBY COCTOSIIIMNA H3», HCHOAB3YEMBIA B
HACTOSIIIEM JOKYMEHTe, OTHOCHTCS K dJIEMEeHTaM, HeoOXOAMMBIM ISl JAHHOTO BapHaHTa
peamunsanuu. TepMI/IH nmoApasyMeEBACT BO3MOXKHOCTb MNPUCYTCTBHUS AONOJTHUTCIIBHBIX
3JI€MEHTOB, KOTOPBIE HE OKA3BIBAIOT CYLIECTBEHHOrO BJIMSIHUE HA OCHOBHBIE 3JIEMEHTHI U
HOBble WM (YHKUHOHAIBHBIE XAPAKTEPUCTUKMA MJAHHOTO BAPHAHTA peaTH3aluu

HACTOSIIIEr0 N300PETEHU S

[00259] TepMUH «COCTOSIIUN U3» OTHOCHUTCS K KOMITO3UIUSIM, CIIocobaM U
HUX COOTBETCTBYIOIIMM KOMIIOHEHTAM, OIMCAHHBIM B HACTOSIIIEM TOKYMEHTE, KOTOPBIE HE

coaepiKar MOOBIX 3JIEMCHTOB, HC OKA3aHHBIX B OIMMCAHUU JAHHOI'O BapyuaHTa peaiu3aliuin.

[00260] 3a UCKIIUYCHUEM MPUMEPOB WIH CIy4aeB, IIe YKa3aHO MHOE, BCE
YHCiia, BBRIPAKAKINHUE KOIHUYCCTBA HHIPCAUCHTOB HJIH ITIOKA3aTC/In yCJ‘IOBI/Iﬁ peaKuuu,
HCIOJB3YEMBIC B HACTOSIIEM IOKYMCHTE, BO BCEX CIydasdxX CICAYyET INMOHHUMATh, KakK
YU CJIOBBIC 3HAUCHUS C YUETOM NPUMEHCHHUS TECPMUHA KIIPUMECPHOY. HpI/I HUCIIOJBb30BAHUH B

OTHOIIEHUH MPOLEHTOB TEPMUH «ITPUMEPHO» MOKET 03HauaTh £ 1%.

[00261] TepMUHBI B ©IWHCTBEHHOM YHCJIE€ BKJIOUAIOT TEPMHUHBI BO
MHOKECTBEHHOM YHCIIE, €CIH B KOHTEKCTe SICHO He yka3aHo mHoe. Cxoxum obpaszom,

CJIOBO «HJIN» BKJIKOYACT CJIOBO «H», €CJIM B KOHTCKCTE SICHO HE YKAa3aHO UHOC.
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[00262] XoTs mpu peanu3aldd WIM TECTUPOBAHUU HACTOSILETrO OMUCAHUS
MOTYT OBITH HCIIOJB30BAHBI CIIOCOOBI M MAaTepHAIbl, AHATOTHYHBIE WM 3KBHBAJIEHTHBIE
ONMHUCAHHBIM B HACTOSILEM JOKYMEHTE, HIKE ONUCAHbI MOAXOMASIINE CIOCOOBI U
Mmarepuanbl. TepMHH «coXepkKuT» o3HawdaeT «BKmouaer». Cokpamenue “e.g.”
IMPOUCXOAUT OT JATHHCKOTO «exempli gratia» M UCIIONB3Yy€eTCsl B HACTOSIIIEM JOKYMEHTE B

KaueCcTBe HEOTPAHWUHMBAIOIIEro mpuMepa. Takum oOpazom, COKpameHue “‘e.g.” SIBISETCS

CHHOHMMOM TEPMHHA “HampuMep .

[00263] TepmuHbI «CHUKEHHBII, «CHWKEHUEY, «CHUJKATB» 51
«MHTHOMPOBATEY»  HCHONB3YIOTCSI B HACTOSIIEM JOKYMEHTe Juisi  0OO3HAYeHHs
CTATUCTHYECKH 3HAUMMOI'O CHIKeHUS. TeM He MCHEEC, BO I/I36e)KaHI/Ie COMHeHHﬁ, TEPMUHBIL
«CHYKEHHBIW», «CHIDKEHHE», «CHIDKATh» W «MHTUOWPOBATH» O3HAUYAIOT CHIDKEHHE II0
MeHbIned mepe Ha 10% mo cpaBHEHUIO C KOHTPOJIBHBIM YPOBHEM, HAIPUMED, CHUKEHUE
o MeHbIeH Mepe npuMepHo Ha 20%, o MeHbIel Mepe npumepHo Ha 30%, IO MeHbIIeH
mepe mpumepHo Ha 40%, mo MmeHsmeil mepe mpumepHo Ha 50%, mo MeHbIIeH Mmepe
npuMepHo Ha 60%, o MeHblIel Mepe npuMepHo Ha 70%, 1o MeHbIIel Mepe IPUMEpPHO
Ha 80%, mo meHblIel Mepe npuMepHo Ha 90% wmam BI1oTh 10 100% (Hampumep, monHOe
OTCYTCTBHE 10 CPAaBHEHHIO C KOHTPOJBHBIM OOpasmoM) WIM JTI000€ CHHKEHHE B

nuanasode 10-100% 110 cpaBHEHHIO C KOHTPOJIbLHBIM YPOBHEM.
y

[00264] TepMuHBI «YBEIUYCHHBIN», «YBEIHUUBATEY», «IOBBIATE» U
«aKTUBUPOBATH» HCIOMB3YIOTCS B  HACTOSIIEM JOKyMeHTe 1asi  0OO3HAuYeHHs
CTaTHCTUYECKH 3HAUYMMOTO YBEJIHUEHHsS; BO H30exkaHue JIOOBIX COMHEHHH, TEPMHUHBI
«YBENWYEHHBIN», «YBEIWYMBATB», «IOBBIIIATE» M  «AaKTUBHUPOBATH»  O3HAYAIOT
yBenuueHne mo MeHslnell mepe Ha 10% 1O CpaBHEHHIO C KOHTPOIBHBIM YDPOBHEM,
HanpuMep, VBEIWYCHHE 1O MeHblned Mmepe mpuMepHo Ha 20%, mo MeHbIIell Mepe
npumepHo Ha 30%, mo mMeHbIel Mepe npuMepHo Ha 40%, 1Mo MeHbIIeH Mepe IPUMEpPHO
Ha 50%, o MeHble Mepe npuMepHo Ha 60%, o MeHbIed Mepe mpuMepHo Ha 70%, 1o
MeHbIIell Mepe npumepHo Ha 80%, Mo MeHblIel Mepe npuMepHo Ha 90% Wiu BILIOTE 10O
100%, umu mroboe ysenuuenue B auanazoHe 10-100% mo CpaBHEHHIO C KOHTPOJBHBIM
YPOBHEM, WIH yBEIHYEHHE 10 MEHBIIEH Mepe B 2 pa3a, IO MEHbIIeH Mepe B 3 pasa, 1o
MEHBIIEH Mepe B 4 pasa, IO MEHbIIEH Mepe B 5 pa3 Wi o MeHblied mepe B 10 pas, uiun
a000e yBeTWUEHHE B AMANa3oHe MeXJy 2-KpaTHbIM M 10-kpaTHeIM miu Oonee 1o

CPABHEHMIO C KOHTPOJBHBIM YPOBHEM.
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[00265] TepMHUHBI «CTATUCTUYECKH 3HAYMMBINY» WINM «3HAYUTEIbHBIIN
OTHOCSITCSL K CTaTUCTUYECKOMY YPOBHIO 3HAUMMOCTH U, KaK IMPaBWIO, COCTAB/SIIOT IBA
cpearekBaaparuueckux oTkiaoHeHus (2CKO) Hike HOpMATBHON KOHIIEHTPALMKA MapKepa
wi Hiwke. TepMUHBI OTHOCSTCS K CTATHCTUUYECKOMY TOKA3aTeIbCTBY HATHUHUS Pa3HUIIBL
OHa ompeznensercs, KaKk BO3MOKHOCTb OIPOBEPKEHUSI HYJEBOW TUIOTE3bl, €CIH
(akTHUeCKH HyJeBasl THIIOTe3a SIBJISISTCS WCTHHHON. PemeHne 4acto MpUHWMASTCS MpH

IMOMOIIX P-3HAYCHMSI.

[00266] ITon «eueHnem», «HOPEAOTBpPALCHHEM) WIH (YJIyUYLICHHEM
COCTOSIHHSI» TTOpa3yMeBaercs 3aAep:KKa WIN NMPeJOTBpalleHne MOsBISHUS 3a00TeBaHHs
WIH pacCTpoicTBa, oOpaieHue, oOlerdyeHue, yiaydllleHHe COCTOSHHS, WHTHOMPOBaHHE,
3aMeJIeHHe I OCTAHOBKA Pa3BUTHS, OOOCTPEHHUS WIH XY ALISHUS] PA3BUTHSI M TSLKECTH
COCTOSIHMSI, CBSI32HHOTO C TakuM 3a00leBaHHEeM WIH paccTpoicTBoM. B ogHoM w3
BAPHAHTOB pEATM3alUHM 10 MeHbIIeH Mepe OAWH CHMITOM 3a00JeBaHUSl WM
paccrpotictBa obneruaercss mo MeHbineil Mmepe Ha 5%, mo MeHbiueld Mepe Ha 10%, 1o
MmeHbleil Mepe Ha 20%, o MeHsbel mMepe Ha 30%, no meHbieil Mepe Ha 40% wu 1o

MeHblei Mepe Ha 50%.

[00267] TepmuHbl «3)HEKTUBHBI) U «3()(PEKTUBHOCTEY, UCIONB3YEMBIE B
HACTOSIIEM  JOKYMEHTe, BKIIOYAT  (apMakoirorunyeckyro 3((pexkTuBHOCTH U
dusnonornueckyro OesomacHocTe. dapmaxomornueckas >(PPEKTUBHOCT OTHOCHTCS K
CMOCOOHOCTH JIeueHHsl C JOCTHKEHUEM LeNIEBOr0 OHOIOrHYeckoro 3ddexra y manuenTa.
dusnonornueckass OE30MACHOCTE OTHOCHUTCS K YPOBHIO TOKCHUHOCTH WM JIPYyTUM
HeXeJlaTeabHbIM  (QU3noJoTHUeCKUM 3(pdeKTaM Ha ypPOBHE KIETOK, OPraHOB W/ WM
opranu3ma (4acto OTHOCSIIUMCS K MOOOUYHBIM 3¢ (dexTaM), BOSHUKAIOIIUM B Pe3yJIbTaTe
ngeuenust. «Menee >((eKTUBHBIMN» O03HAUAET, YTO JEYEHHE IMPUBOAUT K MeEHee
TEpaneBTHYeCKd 3HAYHNMOMY YPOBHIO (dapmakomoruueckod 3(p(HeKTHBHOCTH W/HIH

TepaneBTHYecKkd OoJiee BLICOKOMY YPOBHIO HeXKeNarelbHbIX (pu3nonornueckux 3¢ dhexros.

[00268] Jast  mpocTOTBl  XUMHUYECKHE (DparMeHThl, OIpede/eHHbIE |
MPUBOJAMMBIE HAa TPOTSHKEHHM BCEro OObEeMa 3asBKH, MOTYT MPEACTaBISITE COOOi
OJHOBAJICHTHBIE XUMHYecCKkHe (parMeHTel (HampuMep, aiKWi, apuili W T.IL) WIH
MOJTUBAJICHTHBIE (PParMEeHTHI MTPH COOTBETCTBY FOIUX CTPYKTYPHBIX yCIOBUSIX, TOHSTHBIX
criequaTrcTaM B JTaHHOW oOnactu TexHukd. Hampumep, (parMeHT «aakuiay MOXKET
MPeCTaBIIsATh COO0M MOHOBaTeHTHBIHN pagukan (Hanpumep, CH;-CH,-) unu OuBaieHTHBIH

CBSI3BLIBAIOIIMMN (PparMeHT, B Cly4yae KOTOPOro CHEIUATUCTaM B JAHHON 001aCTH TEXHHUKH
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MOHSITHO, YTO aJKHI MpeacTaBisier codol OupaieHTHbIN pagukan (Hampumep, -CH,-CHs-
), KOTOpBIH JKBHUBAJIEHTEH TEPMHUHY «alkmwieH». CxoxuMm o0pazoM, B CiIydasx
noTpeOHOCTH B OMBANEHTHBIX ()parMeHTax TMPH  KCHOJIB30BAHMH  (AJTKOKCHY,
«ATKUIAMHUHOY», «ApWJIOKCH, «AJIKWITHO», «apUiIa», «reTepoapuiay, «reTepOolUKINIay,
CATKHATIQ», «AIKSHWIA», «AIKHHWIA», «ATA(ATHUECKOr0 ANKWIA» WIH «UIHKIOATKAID)
CIenuaTicTaM B JaHHOW OONACTH TEXHHKH MOHSTHO, YTO TEPMHUHBI AJIKOKCHY,
ATKUITAMHHOY», «apUIIOKCH», «AIKIITHO», «apHiI», «TeTepOapHDy, «TeTePOLUKINID?,
CUTKHTY, «QIKEHWD», «ATKAHID), «aTu(aTHuyecKuii alkun) WIH —«IHKIOATKID)

OTHOCSITCS K COOTBETCTBY IOILIM OMBATEHTHBIM ()parMeHTaM.

[00269] TepMuH «rajoreH» OTHOCHTCS K J0OoMy pamukany (pTopa, Xaopa,

Opoma wnu ionaa.

[00270] Tepmun «auum» OTHOCHTCSI K ANKUIKAPOOHUIBEHOMY,
LUKIOATKATKAPOOHUITEHOMY, apHUIKApOOHHUIBHOMY, T€TePOLUKITMIKAPOOHUIBHOMY MM
reTepoapuIKapOOHMITBHOMY — 3aMECTHTENI0, 000 W3  KOTOPBIX  MOXET  OBITh
JOTIONIHUTETBHO 3aMEIEH 3aMEeCTUTENSIMA. AIIIIBHEBIE TPy, PHBEIEHHbLIE B KAUeCTBE
npuMepa, BKIIOYAOT, HO He orpaHuunBatorcs umH, (Ci-Ce)anxanomn (Hampumep,
(opmu, areTus, NPONUOHKUI, Oy THPHII, BANEPHII, KAIPOMII, mMpem-0y THIAlETHa U T.I1.),
(C5-Co)mrmoankukapOoHII (mampumep, LUKIOMPOMUAIKAP OOHHUT,
IUKIT00Y TUNKApOOHMII,  LUMKIONSHTHIKAPOOHWI,  LHUKJIOTeKCHIKApOOHHI H  T.IL),
reTepOLUKIHYECKHN KapOOHW (HApUMep, MHPPOTHITHIIKAPOOHW, MUPPOTHI-2-0H-5-
KapOOHUI, MHUNEPH TTHUIKAPOOHIIT, MHUNEePa3HHUIKAPOOHII,
terparuapody paHunkapOOHuT u T.I.), apown (Hampumep, OEH30WJI) U TeTepoapui
(manpumep, THOEHWT-2-KapOoHMI, THOheHUI-3-kapOoHu, QypaHun-2-kapOoHH,
¢y panui-3-kapOoHHI, IH-tmmppounn-2-kapOoHmu, IH-tippou-3-kapOoHm,
Oenzo|b|ruodenun-2-kapobonun u T.m.). Kpome TOro, aakuabHBIN, MHKIOATKUIBHBIN,
reTepONUKITUIBHBIN, apUIbHBIA U TETEPOAPUIbHBIN (PparMeHTh! allUIBEHON TPy Bl MOTYT

IPEACTaBISATE cOOOH JM0OYI0 U3 TPYIIL, ONMCAHHBIX B COOTBETCTBY IOIIUX ONPEAETICHUSIX.

[00271] TepMHUH «aJIKII» OTHOCUTCS K HACBHIIIEHHBIM WM HEHACHILEHHbIM
HEAPOMATUYECKUM YTJIEBOJOPOTHBIM IEMsIM, KOTOPbIE MOTYT MPEACTaBISATh COOO
JVHEHHYI0 WIM DPa3BETBICHHYIO LENb, COACPKAIMYI YKAa3aHHOE KOJIHUYECTBO ATOMOB
yriaepoaa (OHU BKIHOYAIOT, 0€3 OrpaHHuEHHM, PO, a/UTHI WK MPOMAPTil), KOTOPhIE
MOryT gonojgHuTenbHO coxepikark N, O mmm S. Hampumep, C,-Cg 03HAUaer, uro rpynmna

MOXET COAePkKaTh OT 1 10 6 (BKIFOUUTENBLHO) ATOMOB YIIIEPOIA.
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[00272] TepMUH «aIKEHUT» OTHOCHUTCSI K AIKUIY, KOTOPBIA COASPIKHUT IO
MEHBIIEH Mepe OJHY ABOWHYIO CBSI3b. AJNKEHHIbHBIE I'PYMNIBL MPUBEICHHBIE B KAUECTBE
MpUMepa, BIJIIOYAIOT, HO HE OTrPaHWYMBAIOTCS HMH, HANpUMep, 3TEHWI, NPONESHHI,

OyTenun, 1-meTni-2-OyTeH-1-un u T.IL

[00273] TepMHUH «aTKUHWI» OTHOCUTCS K KUY, KOTOPBIA COASPIKHUT 10

MEHBIIEH Mepe OJHY TPOUHYIO CBSI3b.

[00274] TepMUH «TKOKCH» OTHOCUTCS K —O-aTKUIFHOMY PaAUKaTy.

[00275] TepMHUH «aMHUHOQJIKHI» OTHOCHUTCS K QIKWIy, 3aMelIeHHOMY
aMUHO.

[00276] TepmuH «MepkanTo» oTHOCUTCS K —SH paaukary.

[00277] TepMUH «THOATKOKCH» OTHOCHUTCS K —S-aJIKIJIBHOMY PaIUKATY .

[00278] TepMuH «apua» OTHOCHTCS K MOHOLMKIHYECKOH, OHIIMKITHYECKOMN

WM TPULIMKINYECKOW apoOMaTHYeCcKON KOIbLEBOH cucreme, B koTopoit 0, 1, 2, 3 unu 4
aromMa yriepoja KaXIOro KOJIbLa MOTYT ObITh 3aMelleHbl 3aMecTHTENeM. ApHITbHBIE
IPYIIIbL, OPUBEACHHBIC B KAUECTBE IMPUMEPA, BKIIOUAIOT, HO HE OTPAHUYMBAIOTCS HUMHU,
(hennn, HaTUI, aHTpALEHI, a3y IeHII, (PJIyOpPEeHMI, HHAAHWI, HHASHWT, HAhTHI, PeHu,

TeTparuApoHa(TUI U T.1.
[00279] TepMHUH «apUIATKHAT» OTHOCUTCS K ANKHIY, 3aMELIEHHOMY apHJIOM.

[00280] TepMUH «UMKIWT» WIA «UAKIOUIKUAT» OTHOCUTCS K HACBIIEHHBIM
W YACTUYHO HEHACBIIEHHBIM HUKIMYECKAM YIVIEBOAOPOAHBIM IPYIIIaM, COAEPKAIIUM OT
3 no 12 aroMoB yriepoza, HapuMep, OT 3 10 8 aTOMOB YIJIepoa, U, HampuMep, ot 3 10 6
aTOMOB YIJ€pOJa, B KOTOPBIX LUKJIOAIKWIbHAS TPYyINa BO3MOXKHO TOMOJHHUTEIBHO
3amenieHa. L{luknoankuibHble TPy IIbl, IPUBEJEHHBIE B KAYECTBE MPUMEPA, BKIOUYAIOT, HO
HE OTPAHUYMBAIOTCS MMM, IUKJIOMPOIMI, UKIOOYTHI, IUKIONMEHTH, ITUKIOTEHTEHMI,

IMUKJIOINCKCHJI, MUKIOINCKCCHMI, IUKJIOTCIITHII, TUKIOOKTHI U T.II.

[00281] Tepmun «rerepoapuwyl» OTHOCHUTCS K apOMaruyecKko 5-8-wieHHOR
MOHOITUKINYeCKOH, 8-12-uneHHol Onuukinueckoi win 11-14-uTeHHON TPUIMKINIECKOR
KOJIBLIEBOM cucTeMe, coiepikamied 1-3 rerepoaroMoB B Cilay4yae MOHOLMKJIMYECKOU

cucTeMbl, 1-6 rerepoaroMoB B Ciydae OMIMKIINYECKON CHCTEMBbI WiH 1-9 rerepoaroMoB B
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Clly4ae TPULUKIUYECKOW CHCTEMBI, IPUUYEM YKa3aHHBIE Te€TepoaroMel BeIOpaHsl u3 O, N
win S (Hanpumep, atomsl yriepoaa u 1-3, 1-6 unu 1-9 rerepoaromoB u3 N, O wnu S B
CJIy4ae MOHOLMKINYECKON CHUCTEMbI, OUIUKIMYSCKON HIA TPULUKIMUYECKOM CHCTEMBI,
coorBercTBeHHO), e 0, 1, 2, 3 wiu 4 aroma yriepoaa KaxAoro KOabla MOTYT OBITh
3aMelleHbl 3aMecTuTeneM. [ erepoapiibHbIe IPYIIIEL, MPUBEICHHBIE B KAUECTBE PUMEpa,
BKJTIOUAIOT, HO HE OTPAaHWYMBAIOTCS WMH, TUpuaui, Gypun win QypaHut, UMAIa30IwII,
OeH3MMHUJA30IMIT, MHPUMUAIMHUI, THO(DEHWT WIM THEHWI, HTHPUIA3HHHI, [THPA3HHUI,

XHHOJIWHHAJI, HHAOJIHUJI, TUA30JIUJI, Haq)TI/IpI/I,Z[I/IHI/IJ'I U T.II.

[00282] TepMUH «reTepoapUIalKWI» OTHOCHUTCS K QIKWUIY, 3aMelleHHOMY
reTepoapuioM.
[00283] TepMHH «TeTepOLUKIWI» OTHOCUTCS K HEapOMarudeckod 5-8-

WIEHHOM MOHOLMKJINYECKOW, 8-12-wieHHoil Ounmiimmueckoil wmm  11-14-wienHoit
TPULIMKINYECKONl KOJIBLEBOM cucrteme, coaepxameid 1-3 rerepoaroMoB B ciaydae
MOHOLIMKJINYECKOU CHCTEMBI, 1-6 reTepoaroMoB B cydyae OMLIUKINISCKOW CHCTEMBI MU
1-9 rerepoaromMoB B CiIy4ae TPULUKIUUECKOH CUCTEMBL, NIPUUYEM YKA3aHHBIE FeTepOaTOMBbl
BeIOpansl 13 O, N win S (Hanpumep, aroMel yriepoaa u 1-3, 1-6 win 1-9 rerepoaroMoB u3
N, O wiu S B Ciyuae MOHOLMKIAYECKOH CHCTEMBI, OMIIUKIAIECKON HIH TPUILIHKIHUSCKOU
CHCTEMBI, COOTBETCTBeHHO), rae 0, 1, 2 win 3 aToMa yriepoaa KaKIoro KOJbIa MOTYT
OBITh 3aMEIICHBI 3aMeCTUTENEeM. | eTepOIMKITHIbHBIE TPYTIIbI, MPUBEICHHBIE B KAUeCTBE
NpUMEPA, BKIOUYAOT, HO HE OrPAHHUYMBAIOTCS UMM, NUIMEPA3UHWI, NUPPOIUAUHUI,

JTUOKCAHWI, MOP(OIUHII, TeTparuapodypaHiI U T.II.

[00284] TepMHH «TrajlOr€HATKWI» OTHOCHTCSI K QIKWIBHOW TIpPYyIIe,
cofeprkaineil oauH, ABa, TPU WM OoJiee aTOMOB rajoreHa. [ aloreHaJKWIbHbIE TPY L,
MMPUBECACHHBIC B KAYECTBC MPUMEPA, BKIIIOYAKOT, HO HE OrpaHUYUBAIOTCA UMH, XJIOPMETUIT,

OpoMaTIIL, TPUPTOPMETHIT U T.1IN.

[00285] TepMUH «BO3MOXKHO 3aMEIIEHHBIM» O3HAYaeT, YTO YKa3aHHas
rpynna wix (parMeHt, Hampumep, QIKWIbHAs TPYINa, aIKeHWIbHAS TCPYIIa,
ATKHHUIBHAS TPYIINA, HUKIHIBHAS TPYTINa, FeTePOLUKINIbHAS TPYIINa, apUIbHS TPYIIa,
reTepoapiiIbHas IPyINa U T.II, SBISETCS HE3aMEIISHHOW WM 3aMEIleHHOW OXHUM HUIH
Oomee (oOblHO, 1-4) 3aMecTHTENsIMH, HE3ABUCUMO BBIODAHHBIMH W3  TPYIIIBL

3aMeCTHTeJ’IeI>i, NEPEUNCICHHBIX HUKEC B OIIPEACICHUU «3aMCCTUTECIIN, WX APYTHUX.
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[00286] TepMUH «3aMECTHTENN» OTHOCUTCS K TpPyIIe, «3aMEIlAInen»
ATKUIBHY O, ATKEHIWIBHY 10, ANKUHUIBHY 10, LIUKIOATKUIBHY O, ApUIBHY IO,
TeTEPOLUKIHIBHYIO WM TEeTePOAPUIbHYIO TPYNIYy MyTeM NpPUCOESAWHEHHS K JTH000MY
aroMy ykasaHHOH rpynmbl [loxxopasiupe 3aMecTUTENH BKIIOYAIOT, O€3 OrpaHHYeHHs],
rajoreH, THAPOKCH, OKCO, HUTPO, TaJOTCHANKWI, AJIKWI, ATKSHWI, ATKHHWI, ATKapu,
apui, AapajKWi, AaJKOKCH, AapWIOKCH, AaMHHO, AallWIaMHHO,  AJIKHIKapOaHOWI,
apuiIKapOaHOWI,  aMUHOQIKWI,  QJIKOKCHKApOOHMJ,  KapOOKCH,  THIPOKCHAIKHI,
ankancynb(GOHUI,  apeHCynb)OHWI,  apeHCYIbPOHAMHUIO,  ATKAHCYIbPOHAMHIIO,
ApATKWICY Tb(pOHAMHUIO, ATKIIKAPOOHW, alMIOKCH-, IHAaHO-WIN Ypeuao. B HeKoToprIx
CIyyasix JBa 3aMECTUTENISI BMECTE C aTOMaMH yIJIepoJa, K KOTOPbIM OHH IIPUCOEIUHEHBI,

MOTYT 00Pa30BBIBATH KOJIBIIO.

[00287] B OonpmmHCTBE CciaydyaeB B IpoLECcCe MOMYUYSHHsS COeIWHEHWH
COTJIACHO ~HACTOSIIEMY HW300pPETEeHHIO TPHUMEHSIOT 3alllUTHBIe Tpymmel. TepMmuH
«3alllMIIEHHBI» O3HAYAaeT, 4YTO K YKa3aHHOMY (parMeHTy NpHCOeJUHEHA 3alUTHAs
rpynna. B HeKOTOpBIX MNpPEeANnoOuTHUTENbHBIX BAPHAHTAX pEeATU3allid  HACTOSIIIErO
n300peTeHns COeTUHEHHsI COAePKaT OaHY wWin 0ojiee 3amuTHBIE Tpymmel. B cmocobax
COTJIACHO HACTOSIIEMY H300PETeHHI0O MOXKET OBITh HCHOJNB30BaH LIMPOKHH CIIEKTP
SAIUTHBIX T'PYIIL B LOEJI0OM, 3alllUTHBIC I'PYHIIbI ASTAI0T XUMUYCCKHUEC (1)YHKI_II/IOHa.]'II:HI>Ie
TPyl HHEPTHBIMH K KOHKPETHBIM Y CIOBHUSIM PEaKLMH U MOTYT ObITb IPUCOEAWHEHBI U
yIaleHbl ¢ TAaKUX (QYHKIMOHATBHBIX Ipynn 6e3 CyIecTBEHHOTO HOBPEKISHHSI OCTATBHON

JaCTH MOJICKYJIBL

[00288] PenpesenraruBHble 3aluTHBIE rpynmbl npuseneHsl B Greene and
Wuts, Protective Groups in Organic Synthesis, Chapter 2, 2d ed., John Wiley & Sons,
New York, 199. TIlIpumepsl THAPOKCHI-3AIMUTHLIX TPYII BKIIOUYAIOT, HO He
OTPAaHWYMBAIOTCS UMM,  mpem-0ytun,  mpem-OyTOKCUMETHS,  METOKCHMETHII,
TeTParuAPONUPAHIT, 1-3TOKCHAITHI, 1-(2-XITOPITOKCH)3TWI, 2-TPHMETHICHIHISTIIL, #-
xnoppenmn, 2.4-auauTpodeHun, Oenswn, 2,6-muxyopOeH3wn, AueHwIMeTwn, nn'-
JIUHATPOOSH3TUAPIII, 1-HATPOOSH3WI, TPUDEHUIMETII, TPUMETHICHINI, TPUITHICHINIL,
mpem-0y THI IAMETHIICHITIIL, mpem-0y THATA( SHUTCHUITAT, TpudeHUICIII,
OenzomwndopMuar, arnerar, XJopailerar, TpuUXJopaierar, TpudrTopalerar, MHBAIOAT,
6enzoar, n-peHuwndenzoar, 9-¢pyopeHmIMETHIKAPOOHAT, ME3WIAT U TO3WIaT. AMHHO-
3alUTHBIE TIPYINIbl, IPUBEICHHBIE B KadecTBe IpuMepa, BKIIOYAOT, HO HE

OTPaHUYUBAIOTCSI HMH, kapOamar-3aliTHbIe TPy MBI TaKue KaK 2-
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tpumerwncuammTokcukapbonun  (Teoc),  1-mermi-1-(4-OudeHrann)3TokcuKkapOoHIT
(Bpoc), mpem-6yroxcukapbonun  (BOC), ammmoxcukapbouun  (Alloc),  9-
¢y operunmeTraIoKCHKapOoHut ((pmMok) u OeHsmtokcukapoonua (Cbz); aMua-3aIMTHEIE
TPYIIIBL, Takue Kak (pOPMIIL, arleTHI, TPUTATOTEHAIETHII, OEH30MI W HUTPO( EHUITAETHT;
Cy1b(hOHAMU THBIE-3AITUTHBIE TPYIIIBI, TAKHE KaK 2-HUTPOOEH30ICY Ib()OHMIT, U UMHH- H

]_II/IKJ'II/IquKI/Iﬁ UMHI-3allIUTHBIC T'PYIIIILI, TAKUE KaK (I)Ta.III/IMI/I,Z[O U TUTHACY KITUHOMJT.

[00289] TepMun «u30Mep», HCIOONB3YyEMBIH B HACTOSIIEM JOKYMEHTE,
OTHOCUTCS K COEIUHEHMSM, HMEIOIIUM OAMHAKOBYIO MOJEKYJLSIPHYIO (GOpMyJTy, HO
OTJIHYAIOLINXCS 1O CTPYKTYpe. M30Mepsl, KOTOpbIe OTINYAIOTCSI TONBKO KOH(UTY parueit
W/WH KOH(OPMaIUel, Ha3bIBAIOT «CTEPEON30Mephl). TepMHH «H30Mep» TaKKe BKIIOUYAET

SHAHTHOMED.

[00290] TepMuUH  «3HAHTHOMEp» HCHOOJB3YIOT JUISI ONUCAHUS Hapbl
MOJIEKYJISIDHBIX W30MEPOB, SBJISIOMIUXCA 3€PKAIIBHBIM OTO6pa.>I<eHI/IeM ApyTr gpyra mu HE
COBMEIIAEMBIX B MPOCTPAHCTBE. JIpyrue TEpMUHBI, KCIOIB3YyeMBbIE s OO0O3HAYESHHS
SHAHTUOMEPOB, BIIIOUAIOT (CTEPEOU30MEphI» (IO MPUUYMHE PA3TUYIMid B PACIIOIOKEHUU
WIH CTEPEOXMMUU BOKPYL XUPAIBHOI'O LEHTPA, XOTSI BCE SHAHTHUOMEPHI SIBJISIFOTCS
CTEPEOU30MEPAMH, HE BCE CTEPEOM3OMEPHI SIBJISIFOTCSI SHAHTHOMEPAMH) HIIA ONTHUYECKHE
HU30MEPBD» (HO MNPpUYIUHE ONTHYECKOU AKTHBHOCTHU YUCTBIX OHAHTHOMEPOB,
3aKTIOYAOINEHCS B CHOCOOHOCTH  PA3MUYHBIX YHCTHIX SHAHTHOMEPOB  Bpallarh
TUIOCKOTMOISIPU30BAHHBIN CBET B PA3IMUHBIX HAMPABIEHUSX). DHAHTHOMEPBI OOBIUHO
UMEIOT WISHTUYHBIE (U3HYecKue CBOWCTBA, TakWe Kak TeMIeparypa IUIaBJIeHUs U
TeMIeparypa KWIIGHHS, a Taikoke UICHTUYHBIE CIEKTPOCKOIUYECKUe CBOHCTBA.
ODHAHTUOMEPEl MOTYT OTJIMYAThCsl JApPYT OT JApyra IO B3aUMOJICHCTBUIO C

IIJTOCKONOJISIPU3OBAHHBIM CBETOM U 11O OMOJIOTHYECKON aKTHBHOCTH.

[00291] O6GosHauennss «R» u  «S» wuCHOARYWOT s 0003HAUSHHS
abcomoTHONW KOH(pUrypammu XupaapHOro(blx) meHTpa(oB) Moiekyasl. (OO03HAUSHHS
MOIYT OBITh YKa3aHbl B (hopme mpedukca win ¢y hhukca; OHH MOTYT OBITh OTIENEHbI HIH
HE OTACJICHBI OT HA3BAHUS U30MEPa IPU IMOMOIITA ,ue(bnca; OHU MOI'YT 6I>IT]> OTACJIICHBI NJIN
HE pa3eNeHbl MPU TOMOIIH Aeduca; U OHU MOTYT OBITh 3aKJTIOUEHBI WK HE 3aKTI0YEHEI B

KPYTJIbIE CKOOKH.

[00292] OGoznauenuss win npedukcbl «(+) u (-)» HUCHONB3YIOT ISt

0003HaueHNsI 3HAKA BPAIIEHUS! IUIOCKOMOMSIPU30BAHHOTO CBETA COSAUHEHUEM, puueM (-)
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O3Ha4YacT, 4YTO0 COCAMHCHUE SIBJISICTCS JIEBOBPALIAOIIUM (BpaH.IaGT B.]'IGBO). CoenuHeHue C

npeduxcoM (+) sBISIETCS TPABOBPAILAIOIIAM (BPAIIaeT BIIPABO).

[00293] TepMuH «paneMudecKas CMEChY, «PaleMUUYeCKOe COSJUHEHUE) HIU
«panemar» OTHOCHTCS K CMECH ABYX JHAHTHOMEpPOB OJHOro coexuHeHws. MneanbpHas
pameMuyeckas CMeCh MpeacraBisger coboii 50:50 cmecs 00OMX SHAHTHOMEPOB
COSIWHEHUs, B KOTOpOW ONTHYECKOe BpauleHue (+)-3HaHTHOMEpa KOMIIEHCHPYET

ONITHYECKOE BpalleHue (-)-3HaHTHOMEDA.

[00294] TepMuH «paszgenstomuily WiIN «pa3feleHne», HCHOIb3YEeMbIH B
OTHOLIEHUM PAaleMUYEeCKO CMeCH, OTHOCHTCS K pa3lelieHHI0 palemMara Ha JBE €ro
sHaHTuOMepHbIe (opmel (T.e., (+) u (-); (R) u (S) dopmer). TepMuH TaKKe MOXKET

OTHOCUTBCSI K DJSHAHTHOCEJICKTHUBHOMY IIPCBPAIICHUIO OAHOI'O H3OMEpa palneMara B

OPOJIYKT.

[00295] TepMHH «PHAHTHOMEpHBI H30BITOK» WIA «3.H.» OTHOCHUTCS K
NPOAYKTY PEaKIMU, B KOTOPOM OJMH HAHTHOMEP COASPKHUTCS B M30BITKE IO OTHOLICHHUIO
K JpyroMy, W ompeaensiercss Iist cMecH (+)- U (-)-OHAHTHOMEPOB, MPHUYEM COCTAB
BBIPAKAIOT B MOJIbHBIX, MACCOBBIX Mn 00beMHBIX 105X Fiy 1 F(,) (roe cymma Foy u F) =
1). OnanTuoMepHsbIit H30BITOK ompenenstoT, kak *F)-F*, a sHaHTHOMEpHBII H30BITOK,
BBIPQKEHHBIA B MPOLGHTAX, onpenesitoT, kak 100 x *Fy-F,*. «Yucrory» sHaHTHOMEpA

OMHUCHIBAKOT TIPH MOMOIIH €r0 3.U. WK NPOLEHTHOr0 3HAUeHHs 3.1. (3.1.%).

[00296] TepMUHBI «OUMINEHHBIM 3HAHTHOMED», «UUCTBIA 3HAHTUOMEDY,
«pas3eNeHHbI YSHAHTHOMED)» WU «COeTUHEHHE B YHAHTHOMEPHOM HW30BITKE» O3HAUAIOT,
YTO OJMH DHAHTHOMEDP HAXOJUTCS B M30BITKE MO CPABHEHHIO C APYTHUM SHAHTHOMEPOM.
Takum o00pa3oM, KacaTelnbHO TMOAYUYEHHS] OJHAHTHOMEpA, MPOLIEHTHOE COAEPIKAHUE
OCHOBHOT'O DHAHTHOMEpa (HAmpUMEpP, B MOJBHBIX, MAaCCOBBIX WA OOBEMHBIX JOJSX)
U/WTH SHAHTUOMEPHBINA HM30BITOK, BBIPAKEHHBIA B MPOIEHTAX, OCHOBHOI'O DHAHTHOMEPA
MOIyT 6I>ITI: HCIIOJB30BaHbl IJIsI OPEAC/ICHUSI, TOI'O SIBJISCTCS JIU HOJ'Iy‘IGHHI:IfI npemnapar

npenaparoM OUUINCHHOr 0 SHAHTUOMEDPA.

[00297] TepMHUH «3HAHTHOMEPHAS! YHUCTOTA» WIH «UHUCTOTA SHAHTHOMEpPa»
n3oMepa OTHOCHUTCA K KAaYECTBEHHOMY H KOJUYCCTBCHHOMY H3MCPEHHUIO OYHIICHHOI'O
JHAHTHUOMEDA, mpuueM, OOBIYHO PE3Y/IbTAT U3MEPEHHUs BBIPAKAIOT HA OCHOBE J.U. HIIH

SHAHTHOMEPHOT0 H30BITKA.
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[00298] TepMuHBl «IIO  CYIIECTBY, OWYMINEHHBIM JHAHTHOMEP», «IIO
CYILIECTBY, pa3sdeleHHbII OJHAHTHOMED» WU «Ipernapar, MO CyLIeCTBY, OYHIIEHHOrO
SHAHTHOMEpa» O3HAUAIOT Mpemapar (HarmpuMmep, Moy YeHHbIH U3 ONTHYECKH HEaKTHBHOTO
HCXOTHOTO BellecTBa, cyOcTpara WM MPOMEXKYTOYHOTO COSITUHEHUS), B KOTOPOM OJWH
SHAHTHOMED COAEPKHTCS B M30BITKE IO CPABHEHUIO CO BTOPBIM JHAHTHOMEPOM, H, B
KOTOpPOM BTOpOH 3HaHTHOMEp, Ooliee NPeInOYTUTENBHO, COASPKHUTCS B KOJIMUYECTBE
menee 20%, Oonee npeanourutenbHo, MeHee 10%, Oojee MpeaAmnouTUTeasHO, MeHee 5%,
Oomee mnpeamouTHTENbHO, MeHee 2% TO Macce JHAHTHOMepa WIM Ipenapara

SHAHTHOMEpA.

[00299] TepmuHsl «OUUIIEHHBIN SHAHTHOMEDY, «pa3neneHHbI
JHAHTUOMED» U «IIPerapar OUUINEHHOr0 YHAHTUOMEPA» O3HAUAIOT Mpernapar (HampuMmep,
MOJYUEHHBIT W3 ONTHYECKH HEAKTUBHOTO WCXOJHOTO BeIIecTBa, cyOcTpara wim
MPOMEKYTOUHOTO COETWHEHHS), B KOTOPOM OXWUH OJHaHTHOMep (Hampumep, R-
3HaHTI/IOMep) COICPIKUTCSI B I/I36I:ITKe Mo CPaBHCHUIO CO BTOPBIM 3HAHTUOMEPOM, U, B
KOTOPOM BTOPOH DHaHTHOMEp (Hampumep, S-DHAHTHOMED), CONEPKHUTCS B KOJTHUYECTBE
menee 30%, mpeamourutenbHo, MeHee 20%, Oonee mpeamoururenbHO, MeHee 10%
(HampuMep, B JaHHOM KOHKPETHOM CiTydae R-sHaHTHOMEp, IO CYIIECTBY, HE COAEPKUT S-
SHAHTHOMEDA), OoJiee MPeAOUTHTEIBHO, MeHee 5%, 0osiee mpeanouTuTensHO, Menee 2%
nmo Macce mpemnapara. OUWINEHHBIH SHAHTHOMEpP MOJKHO IOJNydYarb, IO CYLIECTBY, He
CoAep KaIUM JPYTrOTO SHAHTHOMEPA, TAKKE OUYHIICHHBIM SHAHTHOMEDP MOXKHO IOJYYaTh
IOpU HOMOIMU CTEPEOCEIESKTHBHOIO CIIOCO0a € MOCASAYIONIMMH CTAIUSIMH Pa3aeiIeHusl,

KpOMe TOT0, OUHIIEHHBIH 3HAHTHOMEP MOKHO ITOJTy4aTh U3 PaleMHUIecKoii cMecH.

[00300] Tepmun «CTEPEOCENIEKTUBHOCTEY, TaKKe HA3bIBAEMBIN
COOTHOIIEHWEM DSHAHTHOMEPOB, O0O3HAUYeHHBIM cuMBOIOM «E», oTHOocHTCS K
U30MPATENbHOM CIOCOOHOCTH (hepMEHTa MPOU3BOAUTh M3 PALIEMUUYECKON CMECH MPOIYKT,
MPEUMYINECTBEHHO COJASPKAINUN OAWH DHAHTUOMED, APYTUMH CIOBaMH, 3TO Mepa
cmocobHocTH  (pepMeHTAa  pazaMyUaTh  dHAHTHOMEpHL  HecenexTwBHAsT — peaxiust
xapakrepu3yercss E, paBHbIM 1, B TO Bpems Kak MOAXOISIIMM ISl TIPUMEHEHUS s
CHHTE3a WU pa3jeieHus cuutaercs pazaeneHue ¢ E Gosbire 20. DHAHTHOCETEKTHBHOCTD
3aKIIOYAETCsT B PAa3HMIE B CTEMEHW KOHBEPCHH MEXKAY OJHaHTHOMepamu. [lojayuaroT
MPOAYKTHI PEAKIHU C MPEUMYIIECTBEHHBIM COISPKAHUEM OJHOTO M3 YHAHTHOMEPOB; W,
HA00OPOT, OCTANBHBIE CyOCTpaThl OTIMYAKOTCS MPEUMYIIECTBEHHBIM COJEpPIKaHHEeM

Ipyroro sHaHTthomepa. Jlasi MpakTHUEeCKWX Leield OOBIUHO JKEIaTeNbHO IOy UYEeHUE
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3HAUUTENBHOTO H30BITKA OAHOI'0 U3 SHAHTUOMEPOB. 910 AOCTUTACTCA TMPU TMOMOIIH

3aBepIIeHUs MPOIECCA MPEBPAIEHHSI TPU ONPEAETEHHON CTENeHn KOHBEPCHH.

[00301] TepmuH «(papManeBTHUISCKH TPHEMIIEMBIE COJIH», UCIIONB3YEeMBbIH B
HACTOSIIIIEM JOKYMEHTE, OTHOCHTCS K TPAJUIIMOHHBIM HETOKCHYHBIM YETBEPTHYHBIM
COJISIM aMMOHWUSI, HAIIPUMEP, HETOKCHYHBIX OPraHUYECKHUX MJIM HEOPTaHWIECKHX KHCIOT.
Takue coau MOXKHO MOJyuaTh 7 sifu B YCTPOMCTBE JUIsI BBEACHUS WIH IPU MOJIyUEHUU
JIEKApPCTBEHHOW (DOPMBI, a TaKiKe MyTEM OTAEIBHON pEaKiuu MeXIy OYHINEHHBIM
coequHEeHHeM B (hopMe €ro CBOOOIHOTO OCHOBAHHUSI WM KHUCIOTBI M TOIXOMASIIEH
OpraHMueCKOd WM HEOPraHMYECKOM KHUCIOTOM WIM OCHOBAaHHEM U BBIICICHHEM
oOpa3ylomieiicss ComM MNPy MOMOIIM MNOCHAeaymomeid  OouucTkd. TpaauiliOHHBIE
HETOKCHUYHBIE COJIM BK/IIHOYAKOT, COJIM, IOJYUYCHHBIC N3 HCOPTraHMYCCKUX KUCIOT, TaKUX
KaK cepHas, cyaepamuHoBas, (ocdopHas, a3oTHAI WU T.IL, U COJNHU, MOIYYESHHBIE H3
OpPTaHWYECKUX KHCJIOT, TAaKWX KaK YKCyCHas, MPONHOHOBAS, SHTApHAS, TJIMKOJIEBas,
CTeapUHOBAsI, MOJIOYHAsI, SIOJOUHAS, BUHHAS, JTUMOHHAS, aCKOPOMHOBASI, MaJIbMUTUHOBASI,
MaJIEHHOBAsl, THUAPOKCUMAJIEHHOBAs, (EHUIYKCYyCHAs, TJyTaMHHOBas, OeH30MHas,
CATUIIIIIOBA, CyJTb()aHUIOBAS, 2-alleTOKCHOSH30MHast, (hyMapoBasi, TOIyOJICY Ib(POHOBAS,
METaHCYIb(OHOBAS, STAHIANUCYJIb(MOHOBAS, IIABENEBAs, W30THOHOBasT W T.aI. Cm.,
nanpumep, Berge et al., “Pharmaceutical Salts”, J. Pharm. Sci. 66:1-19 (1977),
CoAepKaHue KOTOPOro BKJIIOUEHO B HACTOSILYIO 3asIBKY BO BCell MOJHOTE MOCPEICTBOM

CCBIIKH.

[00302] B HEKOTOpBIX BapHAHTAX pEATH3ALUUN ACHEKTOB, ONUCAHHBIX B
HACTOMIIEM JAOKYMCHTE, PEpE3CHTAaTUBHLBIC COJIn BKIIKOYAKOT FI/IZ[pO6pOMI/II[,
THAPOXJIOpUA, cyiabdar, oucynasdar, ¢pocdar, HUTpar, anerar, CyKUMHAT, Bajepar, ojear,
najgbMUTAT, CTeapar, jaypar, OeHzoar, Jjakrar, (ocdar, To3waar, ILUTpaT, Majear,
dyMapar, CykuuHar, TapTpar, HaQTHIAT, ME3WIaT, IIIOKOTENTOHAT, JaKTOOHOHAT,

Jay pUaCy b OHAT | T.1I.

[00303] TepMHUH «aHAJIOr», HCHOJAB3YEMBbIM B HACTOSILEM JOKYMEHTE,
OTHOCHTCSI K COEMHEHHIO, KOTOPOe MOIyYaeTcs B pe3yibTare 3aMelleHus], NepecTaHOBKH
WM yAQICHUS] PA3IMUHBIX OPraHUYECKUX TPYINI WIA arOMOB BOAOPOJA B HCXOAHOM
coenuHenud. TakuM 00pa3oM, HEKOTOPLIE MOHOTEPIIEHOUIBI MOJKHO CUMUTATh AQHATOTAMH
MOHOTEPIEHOB WJIM, B HEKOTOPBIX CIy4YasxX, aHAJIOraMH APYTHX MOHOTEPIIEHOWIOB,

BKJIIOYAsl MPOU3BONHBIE MOHOTEPIIEHOB. AHAIOT CTPYKTYPHO MNONO0EH HCXOIHOMY
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COCIUHCHHUIKD W MOXKCT OTIHYATBECA OaXKE€ BCCro JIMIIb OJTHUM 3JJICMCHTOM TOH Ke

BaAJICHTHOCTHU U I'PYIIIBI nepnozu/lqecxoﬁ Ta6.]'II/II_II>I, YTO U 3aMEHCHHBIA 3JIEMEHT.

[00304] TepMuH «IPOU3BOAHOE», UCIOIB3YEMBIN B HACTOSILEM JOKY MEHTE,
OTHOCUTCSl K XUMHUYECKOMY BEIECTBY, CTPYKTYPHO POJCTBEHHOMY IPYTOMYy BEIIECTBY,
T.€., «IEPBOHAYATBHOMY» BEILIECTBY, KOTOPO€ TAKKE HA3BIBAIOT «UCXOAHOE» BEIIECTBO.
«ITpon3BogHOE» MOXKHO IMOJIy4aTh U3 CTPYKTYPHO POJACTBEHHOTO MCXOIHOTO COSTUHEHHUS
B OIHY WIH Heckoinbko craguil. CroBocoueraHne «OMHU3KOPOACTBEHHOE IPOHM3BOIHOE)
O3HAuUaeT  MPOM3BOJHOE, MOJEKYJsSIpHas Macca KOTOPOrO0 HE TIPEBBIIIAET Maccy
UCXOMHOrO coequHeHuss Oomee, uemM Ha 50%. OOumme Qu3nueckne W XUMHUECKHE
CBOICTBa GIIM3KOPOICTBEHHOI'O MPOU3BOIHOTO TAKKe CXOXKH CO CBOWCTBAMH HCXOJHOTO

COEIMHEHHSL.

[00305] XO0Ts B HACTOSIIEM JOKYMEHTE MPUBEAEHBl U JNETATBHO ONUCAHBI
MNPpEANIOYTUTEC/IBHBIC BAaPUAHTHI pealu3alui, CreuuaiucramMm B ,Z[aHHOI>'I 06J'I3,CTI/I TCXHUKHA
MOHATHO, 4YTO MOIYT 6]>ITI> peaIn30BaHbl PA3JIAYHBIC MOZ[I/I(l)I/IKaJ_[I/II/I, JOIIOJTHCHUSI,
U3MEHEHHs U T.M. 0e3 OTCTYIUIEHHS OT CYIIHOCTH HACTOSIIEr0 M300peTeHus], U MO3TOMY
OHU OXBATHIBAKOTCS OOBEMOM HACTOSIIETO M300peTeHUs, Kak OmpeleseHo B (opmylie
n300peTeHus, MPUBEAEHHOM HIuKe. KpoMe TOTo, eClii 3T0 yiKe He YKA3aHO, CIIeUaIncTam
B ,[[a.HHOI>'I O6.]'IaCTI/I TEXHUKHU IMMOHATHO, YTO PA3JINYHBIC BAPUAHTHI pealn3anu, ONMNCAHHBIC
U TPOWLIIOCTPUPOBAHHBIE B HACTOSINEM JOKYMEHTE, MOTYT OBITh JOMOJHUTETBHO
MOTU(PHUIMPOBAHBI TaKUM 00pa3oM, 4TOObI BKJIKOUYATE OCOOEHHOCTH M3 JIIOOBIX APYTHUX

BAPpUAHTOB pan3alnuy, OMMMCAHHBIX B HACTOSIIEM JOKYMCHTE.

[00306] Crenyomme MHOpuUMepsl HUTIOCTPUPYIOT HEKOTOpBIE BAapHAHTHI
pealm3aliii ¥ acrmeKThl HacTosmero mnzobdperenus. CrenuanucrtaM B JAHHOW 00IacTH
TEXHUKHU MOHSTHO, YTO PA3JINYHBIC MO,Z[I/I(I)I/IKaLII/II/I, JAOMNOJHEHHUS, USMCHCHUS U T.II. MOT'YT
ObITb peanu3oBaHbl O€3 HM3MEHEeHWs CYIIHOCTH HACTOSIIEro H300peTeHus, W Takue
MOIM(UKAIIMM W BAPUAHTHI pPEATM3ALMU  OXBATBHIBAIOTCS OOBEMOM  HACTOSILErO
u300peTeHus:, Kak ompeaeneHo B (opmysie H300pPETEeHHs], MPUBEIECHHON HUKE.

Crenyroinue mpuMephbl He OTPAHUUIUBAIOT HACTOSIIEE N300pETeHre KaKUM-TH00 00pa3oMm.

IMPUMEPBI
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IIpumep 1: CHHTe3 KOHBLIOTATOB CJI0KHBIX 3(HPOB KeTOKOHA30JI-METHJICH-

SKHPHBIX KHCJIOT.

[00307] Konsbrorarel CIOKHBIX 3(QHUPOB  KETOKOHA30JI-METHIEH-KUPHBIX

kuca0T (3a-3h) moTyuamu, Kak moka3aHo Ha cxeme 1.

Cxema 1
o :
cl ‘g’c\/cI KeTtokoHason,
n CH;CN/Nal
R TOH 0 - R Q._-Cl 3
o Bu;NSO, (50% B H,0) (o]

NaHCO;, AXM/H,0 (1:1)

»KupHas kucnorta CrOXHbIA XSTOPMETUIOBLIN

'

E

H = 3¢pUp KUPHOW KUCNOTHI,

E 1a-1h 2a-2h

E o] : 1a = naypuHoBas E
' : kMucnoTa H
' R H H
H 2 : 1b = nanbMUTMHOBas .
. ¢ KMcnota :
: e ',@\_ i 1c = cTeapuHoBas :
: kN ! KUCnoTa '
E , 1d = 10-yHaeunneHoBasa E
i )ci . cl « kucnora :
: I\ o\ e = H
! N N < > o \)\/0 : 1e = oneuHoBas kucnota :
' n_/ ﬁ ¢l ' 1f = nuHoneBas kucnora |
: i 19 = kanpunosas .
' : KUCnoTa :
N KoHblorat cnoxHoro acoupa ke TOKOHa30mM-MeTUIIEH- - 1h = MN3M-AHTapHaa :
1 KkupHou kucnotbl (KMF), 3a-3h * KUcnota '

Konwrozcam xemokouason-memuneH-nasomumam (3b):

[00308] Cramun-1: Cunre3 XJIOPMETH/INAJILMATATA (2b):
nanbMUTHHOBY 10 Kucjaoty (0,3 r, 1,17 mmoinb) pactBopsiid B S5 mia auxiaopmerana (JIXM),
a 3areM noOaensuiu OukapOonar Hatpus (0,4 r, 4,68 MMomb), 5 M BOIBI U CyJjbdar
terpabytunammonnst (0,135 mi, 0,117 mmons). [logydeHHBI pPacTBOp HMHTEHCHBHO
nepevemmBany npu  0°C. Yepes 10 MHH B PEAKIMOHHYK) CMECh H00ABIISIH
xnopmerunxiaopeyasdhar (0,14 mia, 1,4 mmons) B XM u mojdydeHHBIH pacTBOP
WHTEHCUBHO IepeMelINBaIN 10 NOCTHKEHHS] KOMHATHOW Temmneparypsl. OpraHuyecKui
cioit sxcrparuposain JJXM, npoMbIBaI CONEBBIM PACTBOPOM H CYLIMIH HAJ CYJIb(HaTOM

HATpPHS C IOy YeHHEM YrcToro XjaopMermwimaabmutara (0,3 r, 85% BeIxoq).

[00309] Cragus-2: CHHTe3 KOHBIOraTa  KeTOKOHA30/I-METHJICH-

nansmurar (3b): Keroxonazon (0,26 r, 0,49 mmons), xnmopmerunnansmurar (0,3 r, 0,98
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mMoine) U uwomua Harpust (0,147 r, 0,98 MMOJB) CyCIIEHAMPOBATH B ALETOHUTPHIE H
NOJIy YeHHBIH pacTBOp Ipeiy IpU TeMieparype oOparHOW KOHASHCAIMH B TeueHue 4 4 B
arMoc(epe aprona. PeakilMOHHYIO cMeCh (QWIBTPOBATH M KOHLEHTPHUPOBATUA H OCTATOK
pacTHpand € JUITWIOBBIM 3(QHPOM ¢ TONYYEHHEM HEOUYHLIEHHOTO MpOAYKTA.
HeounmieHHBI# OPOAYKT OUYMINATM HPH I[OMOIIM KOJOHOUYHOH Xpomarorpaduu c
cumukarenem (60-120 mem), smroupytost 4-5% cvecsto MeOH/IXM, ¢ moayueHHeM
skenroro teepaoro Berectsa (0,3 r, 65% BbIXOX). 'H-SIMP (500 MI'y, CDCl;): 8y 0,885
(t,3H), 1,24-1,25 (bs, 24H), 1,668-1,73 (m, 2H), 2,157 (s, 3H), 2,28-2,31 (t, 2H), 3,07-3,14
(dd, 4H), 3,667-3,71 (d, 3H), 3,74-3,75 (d, 2H), 3,72 (m, 1H), 3,81-4,11 (m, 2H), 4,12-
4,413 (m, 1H), 4,856 (s, 2H), 6,0-6,117 (dd, 2H), 6,84 (d, /=9 I'y, 2H), 6,93 (d, J=9TI'my,
2H), 7,31-7,36 (m, 2H), 7,48 (s, 2H), 7,7-7,72 (d, J = 8,5 T'u, 1H), 9,9 (s, 1H). 9CHU-MC
(Macc-criekTpoMeTpHsl ¢ MOHU3ALUEH DIeKTpOpacbUieHueM), m/z Habmonanu 799,5 (M),

BBEIUHCIIEHO 799.4 (M).

[00310] Kpome Toro, apyrue KOHBIOTATHI CIIOKHBIX 3(PHPOB METHIIEH-
KHUPHBIX KUCIOT TAKKE MOJYUYATH U3 KETOKOHA30J1a MPY MOMOIIH CHoco0a, KaK OMHCAHO
Boimie st 3b.  JlaHHBIE Macc-COEKTPOMETPUH JJII HEKOTOPbIX U3 MOJIyUYEHHBIX

KOHBIOTATOB CJIOKHBIX 3(1)I/IpOB KETOKOHA30JI-MCTUJICH-)KUPHBIX KHCJIOT HIPHUBCACHLI B

Taoauue 1.
Taomana 1:
MC
Haszsanue coeqnnenns MC Habrogann
Borunciaeno
KerokoHaszon-meruneH-naypar, 3a 74333 743,58 (M)
Keroxonazomn-merunen-10-
yHzeuwenar, 3d 7273 727.4 (M), 462,2 (M/2)
Kerokonazon-metuiien-ojear, 3e 82541 825.7 (M). 412.2 (M/2)
Kerokonazon-merunen-nmunonear, 3f 823,39 823.71 (M)
KerokoHa301-MeTHICH-KaTpUIIAT, 687.2. 343.83 (M/2), 366,29
3 687,27
g (M/2 + 23)
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Ipumep 2: CuHTE3 KOHBIOTATOB CJIOKHBIX 3(PHPOB KETOKOHA30J-1-3THI/IEH-

SKHPHBIX KHCJIOT.

[00311] Konsbrorarel CIOXHBIX 3(QUPOB KETOKOHA30J- | -3THIEH-KHPHBIX

KuCIoT (6a-6g) monyyanu, kak onucaHo B Cxeme 2.

Cxema 2
Mapansaerug, ZnCl,,
Okcanunxnopug
R‘n’OH AXM/OMD R~n/°' CH3CN, mon. cuta (4A) R\[ron
—_— -
o o o
CROXHbIA 1-XNTIOP3TUNEHOBBLIA
>KupHasa kucnota Xnopua KkUPHON KUCROTHI, 3bUp KUPHON KUCTIOTI,
1a-1g 4a-4g 5a-5g
[o]
RN e
Q H
/L : 1a = naypuHoBas KucsroTta
(S] 'P 1b = nanbMuUTUHOBaA
1 KucnoTa

=
-

1¢c = MUPUCTUHOBAA
K

KeTokoHason,
CH;CN/Nal 0 ' KUuCnoTa
- )'L —\ o4 cl :
N N—@—o\)\,o «1d = 10-yHAe uuneHoBasn
A

_/ cl 1 KucrnoTa

1e = onenHoBas KUcnoTa

KoHbloraT crnoxHoro acmpa keTOKOHa3on-3TUNEH-
*upHo# kucnotel (KEF), 6a-6g

1f = nuHoneBas kucnota

1g = Kanpunoeas KucnoTa

Konwrozam xemokonason-1-smurennanomumam (6b):

[00312] Cragua 1: Cunres namsmuatownxjopuaa (4b). K pacrsopy
nanbMUTHHOBOM kucaoTel (0,2 1, 0,78 mmonb) B 6-7 ma XM mpu mepeMeinBaHdud
no0aBIsLIH OHYy Karuto qumetwipopmamuaa (JIM®), a 3arem oxcamunxmopus (0,087 mi,
1,014 mmonb). PeakiimOHHYIO CMECh TMEpPEMENIUBAIM MPH KOMHATHOW TEMIEpPaType B
TeueHrne 3 4. PacTBOpUTENb yIANSIN MOA BAKyyYMOM U IONTYyYeHHBIH HMpoaykT (85-90%
(hakTHUECKHIi BBIXOI) HCIIOIB30BAIM HA CHEAYIOUIEH cTaauu 0Oe3 MOMOIHUTETbHOM

OUHMCTKH.

[00313] Cragus 2: Cunre3 1-XJ10p3 THII-NAJILMHETATA (5b):
Manemuronnxiopun (2,0 ma, 6,6 MMOJNB) pacCTBOPSUTH B MHUHHMATBHOM KOJHUYECTBE
ALIETOHUTPIJIA W K TOJYyYeHHOH peakunoHHOH cmecu modammstin mapansaerny (0,3 mi,

2,2 MMonb), xmopua muHka (6e3s.) (0,027 r, 0,199 Mmonb) B kommuekce ¢ 4 A

’

,
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MOJIEKY ISIPHBIMU CUTaMH. PeakuMoHHYH cMech rpeiu mpu 60-65°C B TeueHue 2 4 u
PEAKIIMOHHYI0 CMECh OCTaBSUIM  OXJAXKAATbCd [0 KOMHATHONH  TeMIepaTypbl
[TodyueHHyl0 cMech pa3zbaBIsUI  IUXJIOPMETaHOM M (PUIbTpOBATM depe3 IIEJHT.
@duibTpaT KOHLUEHTPHPOBATA W OCTATOK OYHMIIATM NPH MOMOIIM KOJOHOYHOHN (uaim-
xpomarorpadpuu ¢ cuukarenem (60-120 memr). LeneBoit Genbiii moayTBEpAbI TPOIYKT

(0,84 r, 40% BBIXOX) MOy YaTH pu daroupoBannn 1-2 % cmeceio EtOAC/rekcan.

[00314] Cragus  3: CHHTE3 KOHBHrara KeTOKOHA30/I-1-3TH/Ien-
nansmutar (6b): Keroxonazon (0,1 r, 0,19 mmons), 1-xnop3tunmanemurar (0,121 r, 0,38
MMmojb) u momun Harpus (Nal, 0,057 r, 0,38 mmonb) cycmeHmupoBaid B 10 M
ALIETOHUTPIJIA U TIOJTy UEHHBIM PacTBOP IPENIU MPH TEMIIepatype 0OpaTHON KOHAEHCALWH B
TeueHne 4 4 B armocepe aproHa. PeaknMOHHYH CMech OXJIaXKIaTd, QHIBTPOBATH H
KOHIIGHTPUPOBATH ¢ TOJYUYSHHEM HEOUMINEHHOro ocrtarka. (OCTarok pacTHpaiu C
JVSTUIOBBIM 3()UPOM M OUHMINATUA MPU MOMOIIM KOJOHOYHOM (mam-xpomartorpadpuu ¢
cumukarenem (60-120 memn), smoupys 4-6% cmecero MeOH/IIXM, ¢ moayueHHeEM
xenroro Tepaoro Bemecrsa (0,1 r, 60% BeIxoxn). 'H-SIMP (500 MI'ti, CDCl3): 8y 0,894
(t, 3H), 1,24-1,3 (bs, 24H), 1,67 (m, 2H), 1,89-1,92 (m, 3H), 2,16 (s, 3H), 2,27-2,31 (m,
2H), 3,03-3,1 (dd, 4H), 3,62-3,65 (m, 2H), 3,77-3,808 (m, 4H), 3,81-3,942 (m, 2H), 4,3-
4,45 (m, 1H), 4,94-5,07 (m, 2H), 6,84 (d, J =9 T'u, 2H), 6,93 (d, J = 9 I'n, 2H), 7.31-7.36
(m, 2H), 7,48 (s, 2H), 7,7-7,72 (d, J = 8,5 T'w, 1H), 9,9 (s, 1H). DCU-MC, m/z nabroanu
813,73 (M), 407,3 (M/2), 428,18 (M/2 + 23), Beruucneno 813,41 (M).

[00315] Kpome Toro, Apyrue KOHBIOTATHI CIOKHBIX 3(UPOB STHISH-KUPHBIX
KHCJIOT TAKKE MOy YaIH U3 KETOKOHA30JIa TPU IOMOLIH crioco0a, KaKk OMMCAHO BBIIIE s
6b. [lanHblE MACC-CIIEKTPOMETPUU JJISI HEKOTOPbIX M3 TMOJYUYEHHBIX KOHBIOTATOB

KETOKOHA30JI-3THICH-KUPHAST KUCIIOTA MpruBeaeHb! B Tabmume 2.

Tabmana 2:
MC
Hazpanue coennHeHus MC Boruucjieno
Haomopann
Kerokonazo-1-atunen-iaypar, 6a 757,35 757,58
Kerokona3on-1-3tunen-mupucrar, 6¢ 785,38 785,35
Keroxonazon-1-3tunen-10-yHaenuneHar, 741,32 741,45, 371,55 (M/2),
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6d 391,69 (M/2 +23)
839,7,419,.31 (M/2),
Keroxonazoi-1-atunen-osear, 6e 839,43
440,59 (M/2 + 23)
Kerokonazom-1-3tunen-munonear, 6f 837,41 837,24
Kerokonazon-1->tunen-kamnpunar, 6g 701.3 701,26

IIpumep 3: CHHTE3 KOHBIOTATA KETOKOHA30J-/V-Tekcagenn-anetamun (8).

[00316] Konprorar kerokonazos-N-rekcaaenmn-aneramMuy (8) moJyuany,
kak mokazaHo Ha Cxeme 3. JlaHHoe coeIuHEHHE pacCMaTpPUBATM B KauecTBe
OTPUIIATENLHOTO KOHTPOIS B OTHOIIEHWH MPONEKAPCTBEHHBIX KOHBIOTATOB CJIOKHBIX
METHJIEHOBBIX M 3TUJIEHOBBIX Y(QHUPOB JKUPHBIX KHUCIOT. BHOJOrHYECKY:0 aKTHBHOCTB
JAHHOTO COEIUHEHHWS] 8 CpaBHUBANIKA C JAPYTMMH MPOJEKAPCTBEHHBIX KOHBIOTATOB

CJIO’KHBIX 3(HUPOB U KapOOHATOB.

Cxema 3
{ -
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5 XnopyKCyCHbIA H
: ;ﬁm_fpﬂ"ﬁh |;: KeTokoHason, E’ .i’) :
y s CH;CN/Nal 0, H
H NH? —_— \/(*P‘N (] —— R—‘ ‘F H
! \(Hﬁ’ ° \g/\ H =g :
i ct :
H <l H
: 7 " i
FekcageuMnamuH 2-Xnop-N- KoHbroraTt keTokoHason-N- ,
H rekcageuunaueTamug rekcageuun-auetamua :

[00317] Cragusa-1: Cunre3 2-xaop-N-rexcapemmiaameramua (7); K

pactBopy rekcanemmwiamuaa (0,4 r, 1,65 mmons) B 10 M JIXM npu mepemMermnBaHum
noGaensuin  4-muverunamuHonupuaud  (JIMAIL, 0243 r, 1,98 wmmons). Pacreop
oxnaxkgamd npu -15°C M B pPEaKUMOHHYI CMeCh IO KamjIsasM J00aBJIsId PacTBOP
xyopykeycHoro anruapuaa (0,24 r, 1,98 mmons) B JIXM, noxaep:kusast TemMmeparypy Ha
ypoeHe -15°C. TlomydeHHBI pacTBOpP OCTaBISUTM HArpeBarbCs OO0 KOMHATHOM
TEMIIEPATy PbI MOCTIE TIepeMEINBaHIS B TeueHre 5-6 u. PeakiMmOHHYI0 CMech Pa30aBisiin
JTHjALETaroM, OpoMbiBadu Bomoi, 1 H. pactBopom HCl um coneBeIM pacTBOpOM.

OObenHEHHBIN OpraHNYecKUid CIOW CYINWIM Had Cyiab()aToM HaTpusl U BBIIAPHBATIH C
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MOJIYUYCHUEM HCEOYUINCHHOTO KOPUYHEBOI'O0 TBEPAOTO BCIICCTBA. HonyquHoe TBEPAOC
BCIICCTBO MABISUIOCH IMOYTH YHCTBIM M €ro HCIOJIB30BATIH Ha cnez[yfomeﬁ CTaauun 6e3

JIOTIOTHUTETFHON OUMCTKH.

[00318] Cragusa-2: CHHTe3 KOHBIOTaTa KeTOKOHA30JI-N-rekcajenui-
aneramua (8): Keroxonazo: (0,15 r, 0,28 mmoins), 2-xaop-N-rekcagenmnaneramus (0,3 r,
0,946 mmoawr) u wmoaun Harpus (0,142 r, 0,946 mMmoab) cycmenaupoBaad B 10 M
ALIETOHUTPIJIA U TIOJTy YeHHBIA PacTBOP IPENU IPH TeMIieparype oOpaTHON KOHAESHCALUH B
Teuenne 4 u B arMocdepe aprona. PeakinuoHHy0 cMech (QUIBTPOBATH H
KOHIIGHTPUPOBATM M OCTATOK pACTHUPATH C AWITWIOBBIM JS(PHPOM C MOJIyUYSHHEM
HEOUHUIIEHHOr0 NpoAykTa. HeounieHHpld NpoAyKT OYMAINAIM OpU MOMOINU KOJIOHOYHOMN
xpomarorpadpuu ¢ cunukarenem, moupys 4-6 % cmecsio MeOH/IXM, ¢ monydyeHuem
Kenroro TBepaoro semecrsa (0,17 r, 65% Bbixox). 'H-SIMP (500 MI'u, CDCls): 8y 0,87
(t,3H), 1,23-1,25 (bs, 26H), 1,44-1,46 (m, 2H), 2,16 (s, 3H), 3,08 (q, 2H), 3,21-3,36 (m,
4H), 3,67-4,07 (m, 8H), 4,39-4,43 (m, 1H), 4,81 (s, 2H), 5,98 (s, 2H), 6,84 (d, J =9 I'Ly,
2H), 6,93 (d, J =9 I'u, 2H), 7,31-7,36 (m, 2H), 7,48 (s, 2H), 7,7-7,72 (d, J = 8,5 T'u, 1H),
9.9 (s, 1H). 9CHU-MC, m/z nabmonxamu 812,54 (M), 406,84 (M/2), 427,17 (M/2 + 23),
BeIuKcieHo 812,43 (M).

Ipumep 4: CuHHTe3 KOHBIOTATOB KapOOHATOB KeTOKOHA30J-1-3THJIeH-

SKHPHBIX KHCJIOT.

[00319] Konbrorarsl kapOOHATOB KETOKOHA30JI-1-3THIEH-KUPHBIX KHCIOT

(11a-e) noayuanu, kak nokazano Ha Cxeme 4.

Cxema 4
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: R-OH R-07 Y07 ¢l /—\ "{ >‘ i 1¢ = LeTUNOBBbI
: DXM, Et;N CH4CN, 80°C, 44 N : cnup:

: 60-70% H _
: : 1d = oneunnoesli
H R1=H unu Me 1 CnUpT

! KupHas kucnoTa XnopatunkapGonar KonbloraTbl kKapGoHaToOB KETOKOHA3OM- | 1g = MPEG

: 9a-9¢ KUPHOU KNCNOTHI, 3TUNEH-KMUPHBIX KNCIIOT, :

: 10a-10e 1a-11e

.

Cunmes _KoHwvlo2ama __KapboHama _KemoOKOHA30J1-1-3MUIEH-HCUPHOI _ KUCIOMbL

11b):

[00320] Cragusn-1: Cuarte3 1-xnopyrmiuiaypunkapéonara  (10b):
naypunoBsii cnmpt (1 1, 5,36 mmonb) pactBopsuiu B 6 min JIXM wu  npoGasisutu
tpustiiamun (1,2 w1, 8,58 mmoss). TTonyuennsiit pactop oxnaxiamu mnpu -15°C u B
PEAKIMOHHYI0 CMeCh MeIeHHO no0apisiim xjopatuaxiopdopmuar (0,75 mm, 6,97
MMOjb) B JIXM. TlonydeHHBIH pacTBOp MEpPEMENIMBAIN OO0 JOCTHKEHHS KOMHATHOM
Temneparypel. Uepes 8 u peakimoHHYI0 cMech pazdasisuiu JIXM, nmpombiBaiu BOJOH U
COJIEBBIM PACTBOPOM W CYIIMIM Hax cyibparoM Hatpusi. HeouHMIeHHYI KHIKOCTh
UCIONB30BAIA  HEMOCPEACTBEHHO Ha  CAEAyIOINed  CTaauM  KBaTepHU3AlUH  C

KETOKOHA30JI0M.

[00321] Cragusa-2: CHHTe3 KeTOKOHA30/-1-3THjIeHIaypuIKapooHaTa
(11b): Keroxonazoin (0,7 r, 1,32 mmoJ1b), 1-xmopatuiiay punkapoonar (1,1 r, 3,95 MMoJIb)
u woxux Harpus (0,6 T, 3,95 MMonp) cycmeHAMpoOBaTM B 15 M aueToHUTpHUIA U
MOJTY USHHBIN PACTBOP TPeNu MpH TeMIeparype o0paTHON KOHAEHCAIMK B TeUeHue 4 4 B
armocdepe aproHa. PeakimoHHYI0 cMeCh (DITBTPOBATA M KOHIIGHTPUPOBATH U OCTATOK
pacTupard C JUITWIOBBIM 3(PHPOM ¢ TOJYYEHHeM HEOUHIIEHHOTO IPOIYKTa.
HeounmieHHBIli TPOAYKT OUMINATIA TpPH MOMOIIM KOJOHOYHOI Xpomarorpapuu c
cumukarenem (60-120 mem), smoupys 4-5% cmecsto MeOH/IXM, ¢ monyueHHeM
xenroro TBepaoro semectsa (0,72 r, 60% BbIXOT). 'H-saMP (500 MI'i, CDCl3): 6y 0,9 (t,
3H), 1,27 (bs, 16H), 1,61-1,63 (m, 2H), 1,92-1,96 (dd, 3H), 2,18 (s, 3H), 3,17-3,23 (m,
4H), 3,82-4,20 (m, 11H), 4,4-4,43 (m, 1H), 4,89-5,06 (m, 2H), 6,84 (d, /=9 I'u, 2H), 6,93
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(d, J=9 T, 2H), 7,31-7,36 (m, 2H), 7.48 (s, 2H), 7.7-7,72 (d, J = 8.5 T, 1H), 9,9 (s, 1H).
OCHU-MC, m/z mabmrogamu 787,58 (M), Berunciaero 787,36 (M).

[00322] Kpome Ttoro, npyrue KOHBIOTarbl KapOOHATOB >KUPHBIX KHCIOT
TAKKE TOTYYaTH U3 KETOKOHA30/1a MPH MOMOINU crocoba, kak omucaHo Beime st 11b.
JlaHHBIE MacC-CHEKTPOMETPHH TSl HEKOTOPBIX M3 MOMYUYESHHBIX KOHBIOTATOB KapOOHATOB

KETOKOHA30I-KUPHBIX KUCIOT IpuBeaeHsl B Tabmnme 3.

Taomana 3:
MC
Ha3Banune coennHenus Ha6mwon | MC Berauciaeno
|
843,73 (M),
Konbrorar kerokoHa3o0.1-1-3TuieH-
843,42 674,22
rekcagenunkapoonara, 11¢
(pparmentup.).
Konbrorar keTokoHa30;1-1-3TuieH-onennkapooHara, 860,44 869.5 (M), 434.8
11d i (M/2).

IIpamep S: CHHTe3 KOHBIOTATOB KApOOHATOB KeTOKOHA30.-1-3THJIEH-

JOT/TIAT /MIT -xkupubix kucaoT 18a-d, 19a-d u 20a-d.

[00323] Konbrorarer kapboHaATOB KeTOKOHA30J-1-3Traen-A21/TOT/TIOI -

JKUPHBIX KucnoT 18a-d, 19a-d u 20a-d noryvanu, kak nokazaHo Ha Cxeme S.

Cxema 5
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KoHbloraT kap6oHaTa 1-xnopartun-
A3r-xkupHon kucnotsl (15a-15d)

KoHbloraT kap6oHara 1-xnopartun-
T3r-xkupHoM kKMcnoThbl (16a-16d)

KoHbloraTt kap6oHara 1-xnopartun-

CH;CN/Nal o
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Konblorat kap6oHaTa ke TOkoHa3orn-
A3r-xkupHon kucnotobl {18a-18d)

KoHblorat kap6oHaTa Ke TOKOHa30r-
T3l-kupHoW kncnotsl (19a-19d)

KoHblorat kapGoHaTa ke TOKoHa3orn-

1-XnopatunxnopdopmuaT

E 1a = kanpunoBas

: kucnota

: 1b = naypuHoBasn

! KucnoTa

i 1 = NanLMUTMHOBaA

N3r-xkupHom kucnotobl {20a-20d) : KucnoTta

M3r-kupHown kucnotbl (17a-17d)

-------------------------------------------------------------------------------------------------------- * KUcnoTa

Cunme3s KOHBIO2aMa KeMOKOHA30A-IAYPUImpusmuaeniuyepui-kapoonama (19b):

[00324] Cragua-1: Cunre3 (4b):

JaypuHoBoi kuciotel (1 r, 5,0 Mmvones) B 10 M1 TUXJIOpMETaHa MPH MepeMeEIInBaAHUH

JAYPHIXJIOPHIAA K  pacrBopy
JO00aBIISLTH OHY Karlio JuMetuagopmamMuia, a 3ateM nodasisuin okcamuixjaopun (0,556
M1, 6,48 MMonb). PeakimOHHY0 cMech NMepeMeIlnBAIN PpU KOMHATHOI TeMIeparype B
TeueHue 3 4. PacTBopuTens yaansuy moA BaKyyMOM H ITOJYUYEHHBIA MpoaykT, 0,98 r (85-

90% BBIXO), UCIOIB30BAIH HA CIIEAYOMIEH cTaquu Oe3 TOMOTHUTEIBHON OUUCTKH.

[00325] Cragusa-2: CuHre3 TpmiyTHWIeHrHnepwuiaypara  (13b):

tpuwdTIiieHrmukons (TO, 1,65 mi, 12,36 mmons) pacteopsita B 10 M1 JIXM u mobasiisutu
tpudTiiiamud (0,7 mi, 4,94 mmons). Xiaopanruapusa jiay puHoBoi kucaotsl (0,9 1, 4,12
MMOJIb) PACTBOPSUTH B MHUHHUMAIbHOM KojuuecTBe XM u MemneHHO A00aBisuiv K
peakuuoHHOM cMecu. llosydeHHBII pacTBOp MEPEMEINUBAIM IOPU  KOMHATHOHI
TEMIeparype B TeUeHHEe HOUYM B arMmocdepe aproHa. PeakunoHHyI0 cMech pazbaBisuiu
JIXM u npombiBanu u3dbiTkoM Boasl (2 X 10 1) u 0,5 u. pacteopom HCI (10 mi x 2) u
CYIIMIHA HaJ CyIb(paroM HATpPHs C MOJyYeHHEeM HEOUYHIICHHOr0 KOHEYHOTO TBEPIOTO
mpoaykra (0,9 r, 70% BBIXOX), KOTOPBIA HCHOB30BATH HEMOCPEACTBEHHO B PEAKIUH

xaopstumupoanust. 'H-SIMP (500 MT'w, CDCL3): 8y 0,874 (t, 3H), 1,25 (bs, 16H), 1,59-

:1d = onenHosasn
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1,64 (m, 2H), 2,31-2,35 (m, 2H), 2,96-2,98 (m, 1H), 3,62-3,77 (m, 10H), 4,23 u 4,31-4,32
(bs, 2H). 9CU-MC, m/z mabmrogamu 332,5 (M), Beramcieno 332,2 (M).

[00326] Cragna-3: Cunre3 1-
XJIOP3ITHLIAYPHIITPHAITHIEHIJIHIEPHIKAPOOHATA (16b): K pacTBopy 1-
xnopytunguxiaoppopmuara (0,2 mia, 1,95 mmonas) B 6 Mt JIXM npu nepeMelBaHuu 1Mo
KamissM  J00aBIsUTH  CMeCh  TpudTWiIeHrmuiepwuiaypara (0,5 1, 1,5 mMmoms) u
tpryTIiamuHa (0,3 mi, 2,1 mmone) B 10 Mt IXM, moaaepusasi TeMIiepatypy Ha ypOBHE
-15°C. PeakuuoHHY CMECh MEPEMENIMBAIM 10 IOCTHKEHHUS KOMHATHON TEMIIEPATY PbL.
Peaximonnyrw cMech pasodasisui JIXM, npoMeiBain u30bITKOB BOAbL, 0,5 H. pacTBOpOM
HCl wu conmeBelM pacTBOpOM W cymwin Han cyiabdarom Harpus. HeouwnmeHHBIH
MacasHUCThIN mpoaykT (0,46 1, 70%) MCHOAB30BAIM HEMOCPEACTBEHHO HA ClIEAyIONIEi

CTaauu AJisl KBATCPHU3AHUU ¢ KCTOKOHA30JIOM.

[00327] Cragusn-4: Cunre3 KOHBIOTaTa KeTOKOHA30J1-
JaypuiarpmTuiaenraanepuia-kapéonar (19b): Kerokonazon (0,454 r, 0,85 mmons), 1-
XJIOP3THILIAY PUNTpUATWICHrIunepuiakapbonar (1,12 r, 2,55 mMMons) W HOJAMI HATpUs
(0,39 r, 2,6 MMOJIb) CYyCIIEHAUPOBATH B 15 M AllETOHUTPHIIA U IOJYUYEHHBIM pPACTBOP
rpeNnu Mpu Temmeparype oOpaTHOM KOHAEHCAIMH B TeueHue 3-4 u B arMocdepe aproHa.
PeakumonHyro cMech (UIBTPOBATM W KOHIEHTPUPOBAIM M OCTATOK pPAaCTUPATH C
JVATHIOBEIM 3QUPOM ¢ TOyYSHHEM HEOUHIIEHHOTO MPOAYKTA. HEeOUnIeHHbINH TpOIyKT
OUHINATH IPU TOMOIIH KOJOHOYHOM Xpomarorpaduu ¢ cuaukareaeMm, dmoupys 4-5%
cmecbio MeOH/IXM, ¢ monydeHueM YuCTOro eaToro Teepaoro Bemiecrsa (0,5 r, 55%
BbIx07). 'H-SIMP (500 MI'y, CDCl3): 8y 0,875 (t, 3H), 1,25 (bs, 16H), 1,57-1,61 (m, 2H),
1,92-1,96 (dd, 3H), 2,18 (s, 3H), 2,3 (t, 2H), 3,07-3,13 (m, 4H), 3,63-4,04 (m, 12H), 4,14-
4,45 (m, 12H), 4,89-5,06 (m, 2H), 6,84 (d, J =9 I'u, 2H), 6,93 (d, J = 9 T'y, 2H), 7.31-7.36
(m, 2H), 7,48 (s, 2H), 7,7-7,72 (d, J = 8,5 T'w, 1H), 9,9 (s, 1H). DCU-MC, mv/z Habmozamu
933,8 (M), BeIumciaeHo 933,42 (M).

IIpumep 6: Cunres KOHBHI'ATOB AH-(KeTOKOHA30/1-1-3THIeH)]-

JOT/TIAT /MIIT -gukap6onar 23a-c.

[00328] Konprorarsr u-(kerokoHasou-1-atunen)|- A0/ TIT/TIAI -

nukapOoHar (23a-¢) moryJanm, Kak mokazano Ha Cxeme 6.
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Cxema 6
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23a-23c
Cunmes KOHBIO2ama [Ou-(kemoxoHazo-1-smuien) [-mpusmuieH2iuyepuil-
ouxapbonam (23b):
[00329] Cragns-1: Cunre3 (mm-1-x10pITHI)-

TpHITHIEHIInHepuaauKkapoonara (22b): K pacreopy 1-xmopatunxinopdopmuara (5,6
mi, 52 mvons) B 10 M XM npu mepeMelnuBaHUU MO KaruissM JOOaBISUTH CMEChH
tpudTIiernukons (3,0 r, 20 MMoss) 1 TpudTHIAMUHA (6,9 My, 50,0 MMOJTB), TOAASPKUBAST
TeMneparypy Ha yposHe -15°C. PeakIMOHHYKO CMeCh OXJKIAIM 10 KOMHATHOM
TeMmmneparypbl U IepeMeliuBaid B TedeHue 6-8 u. [Tlocie 3aBeplieHHs] pPeakLuu
peakiuoHHy0 cMech pazOamisuin JIXM, mpoMbeiBaiu BOIOW M COJEBBIM PACTBOPOM H
cymmad Hax cyiabdarom Harpus. OpraHuveckdil CI0H BBIMAPUBAINA C MOJYUYSHHEM
HEOUHINEHHOr0 mpoxaykra. Heouurnenusni mpoxykr (4,1 r, 65%) wucnoas3oBaiu

HEMOCPEACTBEHHO Ha Cleayrolneii cragiuu 0e3 TOMOTHUTENBHON OUMCTKH.

[00330] Cragua-2: CHHTe3 KOHBOrara [AH-(KeTOKOHAa30.-1-3THiIeH)]-

TPHAI THJICHTJIHIHEePHI-TAKAPOOHATA (23b): K pacTBopy oa-[1-
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xyopaTUITpHITHIEeHTTUIepunkapOonaral (0,3 r, 0,94 Mmvonb) B 10 M alleTOHUTPUIA TIPU
nepeMermmBannu qobasmsm noaua Harpus (0,35 r, 2,35 mMmoas) u kerokoHa3on (1,0 ,
1,88 mmomb). Peakumonnyro cmeck rpeau npu 85°C B Teuenme 4-5 u. IlosayueHHBIH
pPacTBOp OXJKIATH A0 KOMHATHOH TeMmeparypbl, GHUIBTPOBAIM M KOHLEHTPUPOBAIU C
MOJTy USHHEM HEOUHUINEHHOTO MpoaykTa. HeounIeHHbIi MpoayKT OYUIIAIH MPH MTOMOIIH
KOJIOHOUHOH (uduI-xpoMarorpahuu ¢ CHIMKareireM W JIupoBaHus 5-6% CMeChio
MeOH/IXM ¢ monydyeHHeM YHCTOrO sKearoro Teepaoro Bemectsa ¢ 50% (0,75 r)
(haKTHUECKUM BBIXOIOM. 'H-sIMP (500 MI'ti, CDCl;): 8y 1,86-1,93 (t, 6H), 2,15 (s, 6H),
3,09-3,27(dd, 8H), 3,62-3,97 (m, 32H), 4,15-4,367 (m, 4H), 4,86-5,0 (m, 4H), 6,6-6,67 (d,
2H), 6,84 (d, J =9 I'u, 4H), 6,93 (d, J =9 I'u, 4H), 7,31-7,36 (m, 4H), 7,48 (s, 4H), 7,7-
7,72 (d, J = 8,5 Tu, 2H), 9,9 (s, 2H). MALDI-TOF (Bpems-ipojiéTHass MOHHU3ALHUS
Ja3epHOM aecopOumel ¢ MCIONB30BAHUEM MATpHllbl), M/z HaOmwoxamu 14794 (M +

HOMUCTBII MPOTUBOMOH), BEIYUCIEHO 1352.4 (M).

Ipumep 7: CuHTE3 KOHBKIaToB CJIOKHBLIX 3(PHPOB IH-(KETOKOHA30JI-

MeTHJIEH-KAPOOHOBBIX KHCJIOT).

[00331] Kowbproratel  CIOKHBIX ~ 3QUPOB  AU-(KETOKOHA30J-METHIICH-

KapOOHOBBLIX KHUCIOT) (26) Moy dain, Kak mokaszaHo Ha Cxeme 7.

Cxema 7
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[00332] Cragus-1: Cuare3 caoxHoro  (am-1-XJ10pMeTH)I)-HOHAH-
amypupa (25): Azenannonyto kuciaoty (3,0 r, 15,94 mmoss) pactBopsuta B 50 M JIXM, a
3areM nobaemsun OukapOonar Harpust (10,71 r, 127,52 mmonb), SO M BOIBI U CyJb(aT
terpabytwiammonnst (3,7 w1, 3,19 mmoias). ITloayueHHBII pacTBOpP HHTEHCHBHO
nepemenmBand npu  0°C. UYepes 10 MHUH B pEaKUHOHHYK CMeCh J00aBIsIH
xnopmerunxiaopeyasdar (3,9 mn, 3825 mmons) B [IXM u monydeHHBIH pPacTBOP
WHTEHCHUBHO TMEPEeMENIUBAIN 10 NOCTHKEHHSI KOMHATHOW Temmneparyphl. OpraHudYecKHii
croii sxcrparupoBain JIXM, npoMbIBaay COEBBIM PACTBOPOM M CYILIHIH HAJ CYJIbHaTOM
HATPUSI C TOIy YEHHEM YKCTOr0 CIIOKHOrO au-(1-xmopmerun)-Honad-guddupa (3,8 r, 85%

BBIXOJ).

[00333] Cunte3-2: CHHTE3 KOHBIOTATA CJIOKHOTO [IH-(KETOKOHA30JI-
merujieH)|-nonan-qmpupa)(26): Keroxonazon (7,48 r, 14,08 mmons), caoxkHbii (qu-1-
xyopmeTun)-aoHaH-qmdup (2,0 v, 7,04 mmons) u noaua Harpust (2,1 r, 14,08 mmounb)
CYCIeHIMPOBATH B AallETOHUTPWIEC W TOJYUYEHHBIH PACTBOP Tpead IpU TeMmIeparype
oOpaTHOU KOHJIeHcauud B TeyeHue 4 u B arMocdepe aproHa. PeakiMOHHYIO CMeCh
(GUIBTPOBATH W KOHLEHTPUPOBATH M OCTATOK PACTHPAIA C AUITWIOBBIM J(PUPOM C
MOJIYYCHUEM HEOUYHMIIICHHOI'0 NPOAYKTa. HeO‘-II/IH_IeHHI)II\/'I IMPOAYKT OYMUINATIU ITPUA IMMOMOIIH
KOJIOHOUHOH Xpomarorpadpuu ¢ cunukarenem (60-120 wmemn), smroupyst 4-5% cMeckio
MeOH/JTXM, ¢ mosiyueHHem kearoro tBepaoro semecrsa (5 r, 50% seixox). 'H-SIMP
(500 MT', CDCl3): 8y 1,23-1,26 (m, 3H), 1,52-1,61 (m, 2H), 2,16 (s, 3H), 2,29 (q, 2H),

O 0
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3,07-3,14 (dd, 4H), 3,667-3,71 (d, 3H), 3,74-3.75 (d, 2H), 3,72 (m, 1H), 3,81-4,11 (m,
2H), 4,12-4,413 (m, 1H), 4,856 (s, 2H), 6,0-6,117 (dd, 2H), 6,84 (d, J = 9 T'w, 2H), 6,93 (d,
J=9Tw, 2H), 7,31-7,36 (m, 2H), 7,48 (s, 2H), 7,7-7,72 (d, J = 8,5 T'w, 1H), 9,9 (s, 1H).

IIpumep 8: CHHTEe3 KOHBHIaTOB CJI0KHBIX I (PHPOB HTPAKOHA3ZOJI-METHJICH-

SKHPHBIX KHCJIOT.

[00334] Konsbrorarel ClI0KHBIX 3(QUPOB UTPaKOHA3OI-METHIEH-KHPHBIX

KHCIOT (27a-g) nosyyanu, Kak nmokasano Ha Cxeme 8.

Cxema 8
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KoHbloraT cnoxHoro achmpa nTpakoHa3on-MeTUneH-
*kupHou kucnotel (KMF), 27a-27g 1 19 = KanpunoBas KUcnorta
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N , H
(o] ' 1d = 10-yHAaeuuneHoBan .
’[( M~ cl ! kucnota ;
i o/ D te= '
N/ : cl : € = ONleMHOBasA KUCNOTa :
H , H
L}
;
L}
4

Cunmes KOHBIO2AMOE UMPAKOHA30JI-MemuieH-kanpuiam (27¢):

[00335] Cragusn-1: Cunte3 xnopmernaxanpuiaara (2g). Kampumosyro
kuciaoty (5,0 r, 34,7 mmonb) pactBopsiiu B 40 mut JIXM, a 3atem noGaBnsiin OukapOOHAT
Hatpus (11,66 r, 138,8 mmonb), 40 M1 Bow! 1 cynb(har Terpaby Trmammonust (3,7 mi, 3,47
MMonb). TlonydeHHbIii pacTBOp MHTEHCHBHO mepememuBand npua 0°C. Yepes 10 mun B
PEaKIMOHHY 0 CMeCh H00aBIsLiu xiopMmeruixiaopeyabdar (4,2 mi, 41,6 mmoss) B IXM u

MOJIYYCHHBII pacTBOp HHTEHCHUBHO NEPEMEIINBAIN A0 JOCTHXKEHUS KOMHATHOM



138

temreparypel. Opranuueckuit cinoit skcrparupoBanu  JXM, nOpoMbIBaIN COJEBBIM
pacTBOpoM W CymIWIW Hax cyab(aroM Harpuss ¢ TOJNYYEHHEM  YHCTOTO

xnopmerunkanpuiaara (5,3 r, 80% BbIXOT).

[00336] Cragusa-2: CHHTE3 KOHBWrara HTPAKOHA30/I-MeTHJICH-
kanpunar_(27g): Uatpakonazon (3,67 r, 5,2 mMons), xiaopMerwikanpuaar (2,0 r, 10,41
mMMosi) U momua Harpust (1,56 r, 10,41 MMOJB) CyCIEHAUPOBATN B AUETOHUTPHIE H
NOJIy YeHHBII pacTBOp TpeiH MpU TeMieparype oOparHOi KOHASHCAMH B TeueHue 4 1 B
armMoc(epe aprona. PeakiimoHHy0 cMech QUIBTPOBATH M KOHLEHTPHPOBATA H OCTATOK
pacTupard C JUITWIOBBIM 3()HPOM C TOJYYEHHEM HEOUHMIIEHHOTO IpPOIYKTa.
HeounmieHHBIi TPOAYKT OUMINATA TPH TMOMOIIM KOJOHOYHOI Xpomarorpapuu ¢
cumukarenem (60-120 wmem), smoupys 4-5% cmecsto MeOH/IXM, ¢ monyueHHeM
xenroro Teepaoro Bemecrsa (2,7 r, 60% Beixox). DCU-MC, m/z wabmroxamu 8617
(M),Berunciieno 861,36 (M).

IIpumep 9: IlonyuyenHe MPoOJIEKAPCTBEHHbLIX KOHBIOFATOB Ha OCHOBE

KeTOKOHA30.1a B (JOpMe HAHOYACTHIL,

[00337] INponecc mnoaydeHUsT HEKOTOPBIX KOHBIOTATOB KETOKOHA30JI-
JKUPHBIX KHCIOT B (POpME HAHOUYACTHI[ HMCCAEIOBAIM IMPH MOMOIIM ABYX Pa3IHUHBIX

CrI0COOOB: HAHOOCAXKIEHHUS U IOy YUSHHsI HAHOOMYJILCHU.

[00338] Hanoocasxcoenue: B nanHoMm crocode cHauaia IposieKapCTBEHHbIM
KOHBIOTAT U PA3JIMYHBIC BHCIIHUEC aM(l)I/IHaTI/IquKI/Ie HOCHTECIIM, TAKHUC KaK JHIIUAbI HWJIHN
NOJMMEPBI, PACTBOPSUTH B pacTBope cMecu terparuapodypana u anerona (1:3), a 3arem
OpM HHTEHCHBHOM IMEPEeMEIMBAHUN IO KamsiM J00aBIsUIM K BOJE, CoOAepKaiien
MOBepXHOCTHO-akTHBHOE  BemecTBo  (0,1-0,25%). 3areM  KOHEUHBIM  PacTBOP
MEepeMEIUBATA NIPH KOMHATHOM Temmeparype B TeueHue 18-20 u nansl BeIApUBaHUS
OpPraHWYecKOro  pacTBOpHUTENs.  3areM  TOJYyYeHHBI  pacTBop  pa3basisuiy,
HeHTPU(PYTUpoBaAIM M HWCCASHOBATM MNPH IMOMOIIM AaHAIM3AaTOpa pa3Mepa YacThL C
MOJIyUeHHeM 3HAYeHWH pa3Mepa YacThI W OJHOpPOAHOCTH pactBopa. B Tadmaume 4
MpUBEAEHBI KOMIO3ULUK, pa3Mephl U moauaucnepcHocTs (PDI) HEKOTOPEIX HAHOYACTHLI,

MOJTy YUEHHBIX U3 KOHBIOTATa KETOKOHA30/1-MeTHieH-kampuiara (KMC).
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Ta6auna 4:
IToBepxHOCTHO-
IIponexapcTBeHHbIH
Bremnuii HoCHTENIB AKTHBHOE Z., am (PDI)
KOHBIOraT

Bemectso B H,O

252,3-277.6
15 mr CK-TIAT-CK 0,5% IIBC
(0,15-0,227)

185,5-210.4
0,1% Tween 80 0,25% momoxcamep

(0,15-0,2)

[00339] [Honyuenue nanosmyrvcuu: B 1aHHOM COCOOE MPOJEKAPCTBO PACTBOPSUIH
B JIAYPWJIOBOM CHHMPTE WJIM CMECH STaHoia U captex 355 (au/TpUriunepun KampuioBon
KUCIOTHI). Takoil pacTBOp Ha OCHOBE JIHUNUAA NO0ABISUIA B PACTBOP, COJESPIKAIIHHA
KOHKPETHOE KOJMYECTBO IOBEPXHOCTHO-aKTHBHOTO BemecTBa, Hampumep, [10I-35
ruaporeHusupoBannoe kacrtoposoe macio (Cremophor EL). 3arem cmech nunuaa u
MOBEPXHOCTHO-AKTHBHOTO BELIECTBA TUTPOBATM BOJOW 10 0O0pa30BaHUSI MyTHBIX
KHUIKOCTEH, TPEJONONOKHUTEIBHO COCTOSIIUX M3 TpyOoi smynbcuu. [lomyueHHBIH
pacTBOp HCCIENOBATH MPH MOMOINM AHAIM3ATOPA pasMepa dYacTUl C MOTy4YEeHHEM

3HAUEHWH pa3Mepa dYacTHL ¥ OJHOpoAHOCTH pactBopa. B Tabmamme 5 mnpuBeneHsl
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KOMITO3UIIMU U pasMEPBI 4YaCTULl HCKOTOPBIX HaHO3MYJII:CI/II>'I, IMOJIYUCHHBIX U3 KOHBIOraTra

KeToKoHa3o-MeTuneH-kampuiara (KMC).

Tabnanna S:
Paszmep
Macasinas IloBepxHOCTHO- Macno:nosepxnoctno- (| Boaa
KanJjiu
daza AKTHBHOE BEeIleCTBO | AKTHBHOE BEmIeCTBO % ()
HM

Jlay punoBsrit I121°-35
cripr.captex | THAPOreHU3UPOBAHHOE 1:2
355 (1:1) KacTOpOBOE Macjo

Ipumep 10: CuaTe3 AHTHOAKTEPHANBHBIX KOHBIOTATOB KJIHHIAMHIHHA.

[00340] KoHsbiorars! KIMHIAMADWH-KAPHBIX KACTOT, 32a-f, monyuamm, Kak

nokaszaso Ha Cxeme 9.

Cxema 9
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KoHblorat knuHAaMULIMH-XUPHaA KUcnoTta, 32a-f

Cunmes yuoeyunenama kaunoamuyuna (32q)

[00341] Cragnsa-1: Cunte3 aneronuaa wkiaumHgamunaaa (30): K
cycneHsuu ruapoxjopuaa knuHaamuimHa (1 r, 2,167 mMMmonws) B amneroHe (20 w)
nobasmsn rpanyisl Hoxa (0,220 r, 0,866 mmonbs) B armocdepe aproHa mpu KT.
Peaxkunonnyro cmecs nepemermmBamy npu KT B Tedenne 5-6 4. 3arem peakuuio ¢ Hoaom
racuM HACBHIIEHHBIM BOJHBIM PAaCTBOPOM THOCYjb(ara HATpus U U3OBITOK AlETOHA
BBIMAPUBAIA TIPU TMOMOIIM POTOpHOro wucmapurens. (OCTaBIIYIOCS BOIHYIO (azy
skcrparupoBad XM (3 x 15 mn). OObeqUHEHHBIH OPraHUYEeCKUN CJIOW MPOMBIBAITH
COJIEBBIM PacTBOPOM, CYLIHJIM Hal Oe3BOIHBIM CyNb(aToOM HATpHs M KOHIEHTPUPOBATH
noa BakyyMoM. IlomyueHHbIH OCTaTOK MPOMYyCKaId Uepe3 KOJIOHKY C CHJIMKareaem
(aaroent - MeOH:IXM; 0,2:9.8) ¢ moaydeHHEM aleTOHUAA KIMHIAMHUIMHA B (opme

pacceimuaroro 6eaoro mopomika. K¢ 0,6 (MeOH: [IXM; 1:9).

[00342] Cragua-2: CuHTEe3 aNeTOHHAYHICHWIEHATA KJINHIAMHIHHA
(31a): K pacropy yHzneunnenosoit kucnotsl (0,238 r, 1,292 mmons) B cyxom JIXM npu
nepeMernuBanuu Mo KamisiM godasasu JHUK (1,3-aunzonpomuikapooguumun) mpu 0°C.
Peaxmmmonnyio cMech mepememmBanu npu KT B Teuenme 15 mmH. 3areM Mo Karmisim
Jno0aBsLTH pacTBop aneronuga knuaaamuiuHa (0,5 v, 1,077 mmons) u JIMAIT (0,039 r,
0,323 mmoms) B JAXM mpu 0°C ®W mpoiomKaid TNEPEeMEIIMBAHUE B TEUSHUE
JONOJHUTEIbHBIX 4 4. PeakimoHHy0 cMech pasOapisiim JIXM, peakuur racHid
HACBIIIIEHHBIM BOJHBIM PAcTBOPOM xjopuaa ammonusi u 1 H. pacrtsopom HCIL
OObenviHEHHBINT OpPraHUYeCKHi CIOoW Cymmian ¢ Oe3BOOHBIM Cyab(aroM HaTpus H

KOHLIEHTPUPOBAIH IOJA BakyyMoM. ITodydueHHBIN OCTaTOK MPOIyCKAIA 4epe3 KOJOHKY C




142

cumukarenem (3aroert - MeOH:JIXM; 0,1:9,9) ¢ noiydyeHneM aneToHUAYHASIHIeHATa

KJIMHAAMUIHA B (pOpMe TUTKOTO Kentoro Bemecrsa. Ry 0,9 (MeOH: IXM; 1:9).

[00343] Cragna-3: Cunre3 ynaenmmieHara xkampgamuomHa (32a): K
pacTBopy aneroHuayHaeuuneHata kinHaamunmaa (0,713 r, 1,1308 mmons) B MeOH mpu
nepemMemmBanny mo karmisMm npu 0°C mobGammsim Bomueid pactBop HBF4 (1,34 ).
Peaxkimonnyto cmech nepememmsand npu KT B Teuenue | u. MeraHon BeIapuBaiu; K
ocratky no0assuii Boanyo cycnensuto NaHCO;, a 3arem axcrparupoBanu IXM (3 x 15
mi1). OObeIMHEHHBIH OpraHuvecKkuil ciaoi cymmiu ¢ 6e3BOAHBIM Cyib(aTroM HaTpus H
KOHLEHTPUPOBATH MO BakyyMoM. [TodyueHHBI OCTaTOK MPOIMyCKAId 4epe3 KOJOHKY C
cunukarenem (daroent - MeOH:IXM; 0,125:9.875) ¢ mnojyueHueM yHIAEIWIEHATA
KJIMHIAMUALMHA B opMe TSIrydero cBernio-xenaroro Bemecrsa. Ry 0,7 (MeOH:IXM; 1:9).
Su (500 MTI'i, CDCl3) 0,93 (3H, t, J 6,5), 1,25-1,45 (16H, m), 1,54 (3H, d, J 6,5), 1,66
(1H, m), 2,05 (2H, m), 2,11 (2H, m), 2,14 (3H, s), 2,41 2H, t, J 7.5), 2,45 (3H, s), 2,75
(1H, d, J 10,5), 3,09 (1H, dd, J 7,0 u 3,0), 3,25 (1H, brs), 3,67-3,69 (2H, m), 3,87 (1H, dd,
J9,51u10,0), 4,10 (1H, d, J 9,5), 4,20 (1H, dd, J 9,5 u 10,0), 4,72 (1H, q, J 7,0), 4,94 (1H,
d, J10,5), 5,00 (1H, d, J 17,0), 5,13 (1H, br s), 5,16 (1H, dd, J 5,5 u 10,0), 5,56 (1H, d, J
5,5), 5,79-5,87 (1H, m), 8,13 (1H, d, J 9,0). MCBP (macc-cekTpoMeTpusl BBICOKOTO
pasperenst), m/z Habmogam 591,2728, CroHsCIN206S" (M+H)' Bbrumcieno 591,3229.

[00344] CunTe3 naabMaTaTa KIAnHAaMumaHa  (32b): ITagsmurar
KIIMHAaMHULUHA IOy YaId U3 KIWHIAMUIIUHA CHOCOGOM, AHAJIOTUYHBIM OIMUCAHHOMY IJIsI
yHAeuwieHara kmnHaamuinuHa. oy (500 MI'n, CDCl;) 0,92 (6H, m, J 6.5), 1,25-1,52 (24H,
m), 1,53 (3H, J 6,5), 1,67 (2H, m), 1,95 (2H, m), 2,11 (2H, m), 2,12 (3H, s), 2,38 (2H, t, J
7.5), 2,42 (3H, s), 2,73 (1H, d, J 10,5), 3,08 (1H, dd, J 10,5 u 3,5), 3,23 (1H, br s), 3,67
(1H, br s), 3,85 (1H, dd, J 10,5 u 10,0), 4,08 (1H, d, J 10), 4,19 (1H, dd, J 8.5 u 10,0),
4,72 (1H, q,J 6,5), 5,10 (1H, br s), 5,16 (1H, dd, J 5,5 and 10,0), 5,55 (1H, d, J 5,5), 8,115
(1H, d, J 9,5), MCBP, m/z Habmoaam 663,6183, C3sHeCIN:O6S" (M+H)" BhIMMCIEHO
663,4168.

[00345] Kpome Toro, apyrue KOHBIOTaThl JKUPHBIX KUCIOT TAKKE MOy Yaau
U3 KIMHIAMHUIMHA [IPH IOMOIIMM crocoda, omucaHHoro Beimie mist 32b. JlanHble macc-
CIICKTPOMETPHUU JIsI HEKOTOPBIX IOJMYUYCHHBIX KOHBIOIaTOB KIMHAAMUIWH-KUPHA

KHCIIOTa puBeeHE B Tadmme 6.



Tabauna 6:
Ha3zpanue Monexkyasipaas
MC Haoiropann MC Borauncieno
COeHHEeHHs dopmyna
Jlaypar
C3()I‘IssclN206SJr
KJIMHIAMHIITHA N 607,2750 607,3542
[M+1]
(32¢)
Creapar .
C36H6801N2068
KJIMHIAMHIIMHA N 691.,4557 691.,4481
[M+1]
(32d)
Ouear .
C36H6601N2068
KJIMHAAMHUIIMHA N 689,4393 689,4325
[M+1]
(32¢)
JIunosear C36H64CIN2068Jr
R 687,4228 687,4168
ke aamuimHa (32f) [M+1]

IIpumep 11: CHHTE3 KOHBIOTATOB KJIHHAAMHIHH-CATHIHIOBAA KHCJIO0TA,

[00346] Konbtorarsl KIMHAaMULIMH-CATULIIIOBAS KHUCIOTA MOIyYaId, Kak

nokazano Ha Cxeme 10.

Cxema 10
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[00347] Cragua-1: Cuare3 aneronnaa xknuaaamuouHa (30): K

cycneH3ud ruapoxjopuna kauHgomuimaa (1 r, 2,167 mmons) B anerone (20 mia) B
arMocepe aprona mnpum KT noGaensuim rpanymel #oma (0,220 r, 0,866 MMOmb).
Peaxunonnyro cmecek nepememusany npu KT B Tedenune 5-6 u. 3areM peakuuio ¢ #oaom
raciJId HACBHIIIGHHBIM BOJHBIM PACTBOPOM THOCYJb(ara HATpus U H30BITOK aleToHa
BBIIAPUBAIN NPH TOMOIIM POTOpHOro wucmapurens. OcraBHIylocss BOXHYIO (asy
akcrparupoBaiu JXM (3 x 15 my). OObeqUHEHHBIH OPraHUYeCKUi CIOW MPOMBIBATH
COJIEBBIM PACTBOPOM, CYLIMJIH C O€3BOIHBIM CYJIb(HaTOM HATPHS M KOHLEHTPUPOBATH MOJ
BakyyMoM. [ToydeHHBIi 0CTaTOK MPOITy CKATH Yepe3 KOJOHKY C CHIHMKareiaeM (SJIIOeHT -
MeOH: IXM; 0,2:9,8) ¢ nojy4eHueM aleToHuaa KIMHIOMUIIMHA B (POpMe pacChimyaroro

Oenoro mopomka. Ry 0,6 (MeOH: IXM; 1:9).

[00348] Cragusa-2: Cunre3 ANEeTOHHAANECTHICATHIIHIATA
kanaaamuanuaa (35): K peakumonHoit cMmecH, coxepkamieii oxcamuaxiaopun (0,21 r,
1,666 mmone) B IXM, npu nepemeriuBanuu mo kamisim gooasistin JIM® (0,5 mi) mpu
0°C. Tlocae mpexpamienust OapOOTHpPOBAHMS AAHHYK CMECh TPU TEepPEeMEITUBAHUH
n00aBISLTH K peakIMOHHON cMecH, comepskameil anerwicamunmiar (acmmpun) (0,15 T,
0,833 mmonb) B JIXM, u nepeMernBaiy B TeueHue 2 4. Peakunonnyo cmech npu 0°C mo
KarisiM 100aB/IsUTA K PEAKIIMOHHOW CMECH, CoAeprKaliei aneronua kiuugamuiaa (0,351
r, 0,7575 mmone) u TOA (0,114 1, 1,1363 mmonb) B cyxom XM, u nepeMemuBaiy B

teuenne 3 u. PeakumoHHy0 cmeck mpomeiBamu 1 H. pactBopom HCIl u skcrparuposanu
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AXM. O6renuHEeHHBbIH OpraHuvyecKuil cnoil cymmnn ¢ 6e3BOAHBIM CyIb(haTroM HATPUsS H
KOHIIEHTPUPOBAIM MOJA BAaKyyMOM C TMOIYyYEHHEM KenToBaroro mnopomka. Ry 0.4

(EtOAc:Hex; 1:1).

[00349] Cragua-3: Cunre3 anermjicatnnmiara kinaaamuaounaa (36): K
PEaKIMOHHOW CMeCH, comaepkamieli aneToHumaneTwiIcaTumiar kmnagamuuaa (0,5 T,
0,7972 mmonb) B MeOH, npu nepeMemmmBanuu no kamwisim mpu 0°C moOaeyisiiv BOIHBIN
pactBop HBF,4 (1,5 mn) u nepemeniuanu B TeucHue 5 u. J[0OaBIsUTH HECKOJBKO Kareb
koH1. HCl u nepememuBany B TeueHue 72 4. MeTaHO1 BLIMAPUBAIU, JOOABISLTH BOIHY FO
cycnersuro NaHCO; wu asxcrparuposaan XM (3 x 15 wmim). OObexuHEHHBIH
OpraHuyecKuil CJIoW CyImin ¢ 0e3BOJHBIM CyJb(aTOM HATPUSI H KOHLIEHTPUPOBATIH MOJ
BakyyMoM. [Toay4yeHHbIH ocTaToOK MpOITy CKaTH Yepe3 KOJOHKY C CHIHKareineM (IIOeHT -
MeOH:IXM; 0,15:9,85) ¢ moayueHueM xenroBaroro mopomka. Ry 0,2 (MeOH:IXM;
0,2:9,8). &g (500 MI'u, CDCIs) 0,93 (6H, m), 1,250-1,411 (7H,m), 1,537 (3H, s), 2,005
(3H, s), 2,353-2,459 (1H, m), 2,485 (3H, br s), 3,014-3,038 (1H, m), 3,117 (1H, s), 3,298
(1H, m), 4,064-4,078 (1H, d, J 7), 4,437 (1H, m), 4,477 (1H, m), 4,553 (1H, m), 4,668
(1H, m), 4,668 (1H, m), 5,400-5,612 (2H, m), 6,886-6,917(1H, m), 6,961-6,977 (1H, m),
7,14-7,19 (1H, m), 7,448-7,464 (1H, m), 7,859 (1H, br s), MCBP, m/z naGmoganu
545,2108, C,5H3sCIN,0-S" (M-Ac+H)' Beranciaeno 545,2083.

[00350] AHAJIOTHYHO, JAPYTHe KOHBIOTAThl CIOKHBIX 3(PHUPOB METHIIEH-
JKUPHBIX KHCJIOT TAKKe MONyYaid M3 KETOKOHA30Ja MPH MOMOIIH Croco0a, OMUCAHHOTO

BBILIE IS alleTHICAIUIIIaTa KInagaMunHa 36.

Ipumep 12: CuaTe3 AHMepa KIHHAAMHIHH-A3€IAHHOBOH KHCJIOTDI.

[00351] JuMep KIMHIAMHUIIMH-a3€IanHOBOM KHUCIOTHI (38) mosyyanmu, Kak

nokaszano Ha Cxeme 11.

Cxema 11
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[00352] Cragns-1: Cuates ameronuaa iamHgamunuaa (30): K
cycneHsud ruapoxjopuaa knuagaamuimHa (1 r, 2,167 mMmoas) B aneroHe (20 w)
nobaensitn rpanyisl ioxa (0,220 r, 0,866 mmomb) B armocdepe aproHa mpu KT.
Peaxunonnyro cmecek nepememusany npu KT B Tedenue 5-6 u. 3areM peakuuio ¢ Hoaom
TacHIM HACBHIIMEHHBIM BOJHBIM pPAaCTBOPOM THOCYJIb(ara HaTpus W HU3OBITOK aleToOHa
BBIMAPUBAINA MPH TMOMOIIM POTOPHOrO wucmaputens. OCraBIIyiOCsS BOIHYKO (asy
akcrparupoBaiu JIXM (3 x 15 my). OObeIUHEHHBIM OPraHUYEeCKUi CIOW MPOMBIBATH
COJIEBBIM PACTBOPOM, CYLIHIH ¢ O€3BOAHBIM CYIb(PATOM HATPUS U KOHIEHTPUPOBAIU MO
BakyyMoM. [TosydeHHBIH OCTaroK MpOITy CKATH Yepe3 KOJOHKY C CHIIMKareireM (3TIOeHT -
MeOH: IXM; 0,2:9.8) ¢ moiayueHHeM alleTOHHAA KIMHIAMULIMHA B BHAE PACCHITYATOTO

Oenoro mopomka. Ry 0,6 (MeOH: IXM; 1:9).

[00353] Cragus-2: CuHTe3 aAEMepa AaneTOHHA KJIHHIAMHIAHA-
azennauHoBoi kucaothl (37): K pacrBopy azenamnoBoit kuciorsl (0,202 1, 1,077 MMob)
B cyxoM JIXM npu nepemermmBanun no kamwsiM go6asmsiin UK (0,380 r, 3,015 mmons)
npu 0°C. ITonyuennyro cmech nepememmsanu npu KT B Teuenne 15 mun. 3atem npu 0°C
0 KarisiM 100aB/IsuIH pacTBop aneTonuaa Kinaaomununa (1,0 v, 2,154 mmos) u JIMATI
(0,078 r, 0,646 mmoib) B JIXM u nepeMelnuBadue MpoAoLKaid B TeueHue 4 u. 3arem
PEaKLUIo TaCIIN HACHIILEHHBIM BOAHBIM PACTBOPOM XJIOPHJA aMMOHHUS U 1 H. pacTBOpOM
HCI u skcrparuposanmu IXM. OObeqrHEHHBIH OpraHUYecKHi 10 cynmian ¢ 6e3B0AHBIM
cynearoM HaTpus M KOHIEHTPHPOBAIM NOX BakyyMoM. [losydeHHBIH OCTaTOK
OpOMyCKaT 4epe3 KOJOHKY C cuimkareneM (AmoeHT - MeOH:IXM; 0,1:9.9) ¢
MOJyYeHHEeM LEJNeBOro MPOM3BOJHOIO KIMHAAMHUIMHA B BUAE OECHBETHOrO TBEPAOTO

BemecTBa. Ry 0,8 (MeOH:/IXM; 1:9).
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[00354] Cragua-3: CuHTe3 JuMepa KIHHIAMHIHH-A3€/IAHHOBOI
kuca0Tol (38) : K peakimoHHO# cMmecu, conepxKaiied JuMep aleToHua KIMHIaMULITHA
(0,690 r, 0,689 mMmonp) C a3enadHOBOM KHCIOTOH B Meranoje, mpu 0°C mpu
NMEpeMEIINBaHuU MO KamisiM  ao0aBiasuin  BoAHbii  pactBop HBFy (1,16 mim) wu
MEPEeMEIINBATH B TeueHHe 2 4. METaHON BBIMAPUBAIH, K OCTaTKy MOOABJISLUTH BOJHY O
cycnensuto NaHCOQ;, a 3arem skcrparmpoBanmu XM (3 x 15 ). OObenuHEHHBIH
OpraHuyecKkuil CJIoW Cymmiu ¢ 0e3BOJHBIM CyJNb(aToOM HATPUSI H KOHLEHTPUPOBATIH TOJ
BakyyMmoMm. [TosyueHHbIH OCTaroK MOy CKaTH Yepe3 KOJOHKY C CHIMKareineM (DII0eHT -
MeOH: IXM:; 0,1:9,9) ¢ noiy4yeHreM MeaeBOro MPOU3BOAHOTO TUMEpPA KIHHIAMHUIIMHA B
Bue OeciseTHOro TBepaoro semectsa. Ry 0,6 (MeOH:JIXM; 1:9). 6y (500 MI', CDCls5)
0,93 (6H, t, J 6,5), 1,27-1,35 (8H, m), 1,44 (2H, d, J 11,5), 1,54 (6H.d, J 7,0), 1,66 (2H,
m), 2,05 (4H, m), 2,11 (4H, m), 2,13 (6H, s), 2,41 (4H, t, J 7.5), 2,45 (6H, br s), 2,75 (2H,
d,J11), 3,08 (2H, dd, J 10,0 u 3,0), 3,25 (2H, br s), 3,69 (2H, m), 3,86 (2H, dd, J 10,0 u
10,0), 4,10 (2H, d, J 9,5), 4,19 (2H, dd, J 9,5 u 9,5), 4,73 (2H, q, J 6,5), 5,11 (2H, br s),
5,16 (2H, dd, J 5,5 u 10,0), 5,55-5,56 (2H, d, J 5.5), 8,12 (2H, d, J 9,0). 3CHU-MC, m/z
Habmogann 501,73, C4sHgoCLN4O S [(M+2H)/2] ™ Beramcieno 501,23

IIpumep 13: CuHTE3 KOHBLIOraTa KJIAHMHIAMHIHH-TPHKI03aH.

[00355] Konbrorar kivHIaMUNUH-TPUKI03aH (41) moayuanu, KaKk MoKa3aHo

Ha Cxeme 12.

Cxema 12
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[00356] Cragns-1: Cunre3 aneroHnAcyknuHaTa Kiinaaamuannaa (39): K
peaKkiMoHHON cMecH, conepxaieii sarapabii anruapuna (0,214 r, 2,154 mmons) B TT'O,
npu 0°C mpu mnepememmBaHuM 10 KamwsiM  gobasimsiim  pactsop JAMAIT (N,N’-
nuMerwtamuaonupuanaa) (0,052 r, 0,4308 mmoiis) B TT'® u nepemernuBanu B TeueHue 1
4. K peakmonHoi cmecu, onmcanHo# Boime, npu 0°C mpu nepeMemnBaHny MO KarwisiM
nobaensiiu pactBop aneronuaa kmaaamuinuaa (0,5 v, 1,077 mvons) u TEA B TT'® u
NepeMemuBaIn B TeueHne 18 4. 3atem peakiuoHHy0 cMechk rpenu npu 35°C B TedeHue
20 4. PeakuumoOHHYyH CMeCh IpU NEPEMELIMBAHUUA KOHLEHTPUPOBAIHU IOJ BAKYyMOM.
Ocrarok mpomeBaii 1 H. pactBopom HCl u skcrparmposamu XM (3 x 15 mm).
OObenHEHHBINT OpraHMYecKHi ClIoW cymmianm ¢ Oe3BOOHBIM CyabdaroM HATpHS H

KOHLEHTPUPOBATH 1o BakyyMoM. Ry 0,4 (MeOH:JIXM; 1:9).

[00357] Cragnsa-2: Cunre’ KIHHAAMHIHH ANeTOHHA-CYKIHHAT-
Tpukino3an (40): K peaxinmonHodl cMecH, coAep:Kailed — aneTOHUICYKLIHUHATA
wmmaaamumHa (0,323 r, 0,5715 mmons) B cyxom XM, mpu 0°C mpu nepeMeImnBaHum
o karisiM noGassisiid DIC (0,1 1, 0,8001 MMoJ1b) U epeMeniuBaii B TeueHue 10 MUHYT.
K peaxmmonHoit cmecu, onmcanaoii Bbime, nmpu 0°C mpu mepeMennBaHUM 1O Karlsm

nobaenstn  pactBop Tpukiaozana (0,165 1T, 0,5715 wmmons) uw JMAIT (N,N’-
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mumerwiavuaomupuanaa) (0,020 r, 0,1714 mmons) B cyxom JIXM u mepeMemuBaiy B
TeueHHe 3 4. 3areM peakLUMI0 TCacWIM HACBIIIEHHBIM BOJHBIM pAacTBOPOM XJIOPHAA
ammonust 1 1 H. pacteopoMm HCI u skcrparuposaiu XM (3 x 15 mii). O6beauHeHHBIMH
OpraHuvecKuii CIoi Cynman ¢ 0€3BOAHBIM CyIb(HaTOM HATPUsl U KOHLIEHTPUPOBAIH MOJ

BAKyyMOM C TIOJTy YeHHEM JIUIIKOTo JkenToro Bemecrsa. Ry 0,9 (MeOH: IXM; 1:9).

[00358] Cragna-3: CuHTe3 KIHHAAMHIHAH CYKIHHAT-TpHKJI03aHA (41):
K peaxkumonHOM cmecHu, coaepxaiiel KIMHIAMULWH AaleTOHHA-CYyKIUHAT-TPUKIO3aHa
(0,210 1, 0,2510 mmoss) B MeOH, mpu 0°C npu nepeMeImBaHuy M0 KaruisiM T00aBIIsIIH
BoxHbIid pacteop HBF, (0,4 1) 1 nepememuBain B Teuenre 18 1. MeraHoJ1 BbITAPUBAIIH;
nobaensin BogHyio cycrensuto NaHCO; wu  akcrparmpoBamd XM (3 x  wm).
OObenviHEHHBINT OpPraHUYeCKHi CIOoW Cymmian ¢ Oe3BOOHBIM Cyab(aroM HaTpus H
KOHLIEHTPUPOBAIH IO BakyyMoM. ITodyueHHBIN OCTaTOK MPOIyCKAIA 4epe3 KOJOHKY C
cunukareneMm (3aoedt - MeOH:JIXM; 1:9) ¢ moayueHHeM KeaToBaToro mopoiika. Ry 0,7
(MeOH: IXM; 0,2:9,8). & (500 MI', CDCl3) 0,90 (3H, m), 1,135-1,467 (7H, m), 1,514
(3H, s), 2,160(3H, s), 2,472 (3H, br s), 2,719-2,826 (3H, m), 3,039-3,077 (1H, m), 3,117
(1H, br s), 3,190-3,229 (1H, d, J 19,5), 3,663-3,688 (1H, m), 3,847 (1H, m), 3,979-4,011
(1H, m), 4,058-4,076 (1H, d, J 9), 4,152-4,169 (1H, d, J 8,5), 4,348-4,468 (2H, m), 4,686
(1H, br s), 5,159-5,149 (1H, br s), 5,489 (1H, m), 6,814-6,797 (1H, d, J 8,5), 6,875-6,857
(1H, d, J 9), 7,229-7,142 (3H, m), 7,449 (1H, s). OCU-MC, m/z nabrroaamu 797,07,
C54Hy3C1iN, 008" (M+H)+ BBIUKCIEHO 797,14,

Hpumep 14: CuHTE3 KOHBIOIaTa TPHKJIO3AH-KHPHAA KACJIOTA.

[00359] Kowbprorar TpukiozaH-kupHass kucnora (43) modayuamu, Kak

nokazano Ha Cxeme 13.

Cxema 13
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[00360] Cragus-1: Cunre3 jgaypara tpuxkiozana (43): K peakunoHHoM
cMecH, conepxkamel okcammrxiopua (2,534 r, 19,96 mmons) B XM, mpu 0°C mpu
nepeMerMBanud 1o  Kamisiv - gobasimsuin IM® (0,6 wmun). Tlocme mpekpaineHust
6apOoTHUpOBaHUs JAHHYIO CMeCh IPU NepeMeIInBaHIH J00ABISUIN K PEeaKIMOHHON CMecH,
conepxkarneii maypuHoByr kuciaory (2,0 r, 9,98 mmons) B JIXM, u mepememmBaniud B
teuenue 2 4. PeakimonHyo cMechk nmpu 0°C 1o KamisM 100aB/suid K PEaKIIMOHHON CMECH,
comepxareii Tpukioszan (2,64 r, 9,14 mmons) u TOA (2,09 r, 20,72 MMOJB) B CYXOM
JXM, u nepemelinBaIi B TeueHue 3 4. PeakiiMOHHY 0 CMECh TPOMBIBAIH 1 H. pacCTBOPOM
HCI u skcrparuposanmu JIXM. O0beqrHEHHBIH OpraHUYecKHi 10 cy i ¢ 6e3B0AHBIM
cyabhatoM HATpUs € KOHLEHTPUPOBAIM TMoJ BakyyMoM. [loMyueHHBIH OCTaToOK
MPOITY CKaJIu Uepe3 KOJOHKY ¢ cunukareneM (dmoent - MeOH: IXM; 0:10) ¢ monyueHHeEM
MacasiHUCTOM xuakocT. Ry 0,9 (MeOH:IXM; 0,2:10). &y (500 MTI'u, CDCl;) 0,881 (3H,
t,J6,5), 1,230-1,252 (16H, m), 1,632 (2H, quin, J 7, 7,5), 2,463 (2H, t, J 7.5), 6,838 (1H,
d, J 3), 6,856 (1H, d, J 3,5), 7,149-7,157 (1H, m), 7,186-7,191 (1H, m), 7,444 (1H, d, J
2,5). DCU-MC, m/z CypHyCli0; Habmomamu 501,73, CayHyoCLOs™ [(M+2H)/2]™

BeIunciieHo 501,23,

IIpumep 16: IlosryuyeHHe HAHOYACTHI] KOHBIOTATOB KJIHHAOMHIIHHA.

[00361] Hexotopele U3 NPOTEKAPCTBEHHBIX KOHBIOTAaTOB KJIMHAAMULIMHA
noixyvand B ¢popme HaHOUACTHI. HaHOUACTHIBI MOMyYaTy MPH IOMOLIH JBYX CHOCOOOB!
NOJMMEpHbIE HAHOYACTHLBI IMOTYyYaIH IPH MOMOIIM HAHOOCAKIGHHUS, a CcaMOCOOpPKY

HaHOYACTHUI] obecrieunBaIm IIpHU IMOMOIITH crocoba THAPATUPOBAHUS IVICHOK.

[00362] Honyuenue NONUMEPHBLX HaHoyacmuy npu nomowu
HaHoocaxcoerusa: YHaeuwneHat kiuHaamuimaa (25 mr) pacrsopsuiu B TI'® (1,0 mum).

3areM OaHHBIM pacTBOp MO KamisiM modasiasuin Kk 1% Bomnomy pactBopy IIBC mpu
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nepeMenmBaHuy co ckopoctbio 1200 o6/mun mpu KT. TlepemernnBanue npoaoxain B
teueHne 24 4 s yaainenust TI'®. 3arem gucnepcmio uentpudyruposann mpu 1000
06/mMuH B TeueHune 10 MuH s ymaneHms q0OBIX KpyHHBIX dactui. Kak mokasaHo Ha
®urype 23, nogyueHHas! JUCIEPCHSI UMENA CPeIHUN pa3Mep YacTUl] MpUMepHO 218 HM ¢

y3kuM pacupenenerneM (PDI = 0,149).

[00363] Camocbopra nanosacmuy npu noMoujit cnocoda euopamuposaniis
nileHoK: SIMYHBINA JenuTuH (3 Mr) u gaypar kmusaamuipaa (10 mr) pactBopstin B 4,0 M
JUXJI0pMeTaHa. PacTBOpHUTENb YAATSUTH MO BAKYYMOM U OCTAaTOK ruaparupoBain 1,0 mi
BoAbl [lodydyeHHYIO CMECh KPYTWIM Ha POTOPHOM HCHAPHUTENE MPU aTrMOC(hepHOM
JIABJICHUH TIPU 60°C B Teuenne 1 u ¢ MOy Y€HUEM HEOUHNIIEHHBIX CAMOOPTaHU3Y FOIITUXCSI
yactul (uu aunocomM). HeouniieHHbIE 4acTHIIBI POy CKaTu depe3 KojaoHKy Sephadex
G-25 nmas ynmanenust u30bITKA jaypara KIMHAAMHANUHA. MCXOmHBIE MyTHBIE (hpaKiuu
cobupantu, 0OObeTHHSITA M MPOIy cKaau uepes 3KcTpyaop (30 x B 00e croponsl) ¢ 200 HM
meMmOpanoii. [loaydeHHYIO0 JMIIOCOMHYIO CYCIIEH3UIO HCCIENOBaId MPU  MOMOIIH
aHamu3atopa pasmepa dactull Malvern ¢ mojyueHHeM paclpeieicHusl MO pazMepam.
ITonrydeHnHoe pacnpeneneHue SBISUIOCh V3KUM, a CPEIHHUHM pa3Mep JIMIMOCOM COCTAaBIISUT

npuMepHo 158 HM, kak noka3zaHo Ha Purype 24.

Hpumep 17: Uccaenopanne 6moiorudeckoii 3PpeKTHBHOCTH NOJyYEeHHBIX

NPOTHBOrPHOKOBBIX KOHBIOTATOB iN Vitro.

[00364] O PexkTHBHOCTE  MPOTHBOrPHOKOBBIX ~ KOHBIOTATOB  COTJIACHO

HACTOSIIIEMY M300pPETEHHIO, B OCHOBHOM, HCCIIEAOBATH TP IOMOLIH TPEX CIOCOOOB!

(3] OTpeneNeHnss MHHMMAIbHOW uHrubupyroomeii konuentpauun (MHUK)
NyTEM a) CEPUMHBIX pasBeleHHIl HA arapoBBLIX ILIAHIIETaX W b) mpU MOMOINK crnocoda

Makpo- U MUKPOPa3BEIACHUM B MUTATEIbHOU cpeae

(ii)  ompemenenuss 30HBI wmHrHOWpoBaHus (3M) mpu momomm a) cmocoba

nuddysun B arap u b) aucko-audpysuoHHbIX criocodos Kupou-bayaspa

(ili)  wmccnenoBaHWs AKTUBHOCTH MO BPEMEHH THOETM MpH MOMOIIM ajaMapa

CHHEro " criocoda moacyera )KU3HeCOCOOHBIX MUKPOOPTaHH3MOB
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[00365] Munumanvraa uneubupyrowas ronyenmpayus (MHUK): MUK B
HACTOSIIEM JOKY MEHTE ONpPeeNsieTcs, Kak MUHUMATbHAS HHIMOHPY IoIast KOHIEHTPaLus,
koTopast uHrudupyer 100% pocra rpuOKOB M SKBUBAJISHTHA MUHUMAJIBHOU (DY HTHITHIHOM

koHuentpanuu (MOK).

[00366] M. furfur KynbTHBHpPOBATM HA IUIAHIIETAX C arapoBOW Cpemoi,
KoTopyto mnonydand wu3 cpeasl Jlumunra u Hormana (JIH) [Jowrnal of Clinical
Microbiology (1987), 25:2017-9 u npuBeneHHbIE B HeM cchUikH |. st onpenenenus MUK
MpyA MOMOIIM Croco0a pa3BeACHUil B Uallke ¢ arapoBOW CPeaoil, COOTBETCTBYIOLIUE
COMIOOUITU3UPOBAHHBIE  MPOTHBOIPUOKOBBIE KOMITO3MLIMH B  Pa3IUYHBIX CTENEeHSX
pa3BeneHus B aBTOKIABHpYeMble LIIMHIAPHI, coiep:kamiue pacruiasieHayio JIH cpexy.
PactBoprl mepeMermmuBaT Ha BOpTEKCE M COAEPKUMOE BHOCHUIM B OTHAETbHBIE
crepwibHble vamke [lerpu, MapkupoBaHHBIE COOTBETCTBYIOIIMM oOpasoMm. [locne
OTCTaMBaHMs IUTAHIIETOB WHOKYJISIT, CoAepikaHue M.furfur B KOTOPOM IOBOIHIH 10
ompenenenHoro ypoBHs KOE/Mj, mTpuxoM 3aceBajd B arapoBbie IUIAHIIETHI |
uHKyOupoBaiu B TeueHue 2 aueii B armochepe CO,. [Mocne wHKyOalMu B TUTAHIIETAX
otueTnuBo Obln BHAEH pocT M. furfur. MUK onpenensiii, kak MHHAMAIBHYIO CTElEHb
paszBeneHHs] MPOTUBOIPHOKOBOM AKTUBHOM KOMITOZHINH, 0OECIIeUMBAIOLIYI0 OTCYTCTBHE
pocta rpubka. [TpoBomunu cpaBHenue 3HaueHuit MUK mporuBorpuOKoBO# akTUBHOI
koMno3uuu co 3HaueHueM MUK KOHTPOABHOrO COEAMHEHUS], KETOKOHA30Ja.
AKTUBHOCTb QHTHOAKTEPUAILHOW AKTUBHOW KOMITOZUIIUH OMNPEASTSIETCS 3HAUSHHUEM

MHUK.

[00367] Obopyoosanue u peacenmur. Muxkpoopranusm: Malassezia furfur
(MTCC 1374); arapoBast cpema: 60 mu cpensl Jlumuara w Hormana s kaxmoi
UCCIeNyeMOd  aKTHBHOM  KOMIIO3MIMM B  COOTBETCTBYIOIIMX  KOHIIEHTPALMSX,
pactBoputens.  JMCO  (mumerwicyabpoKcHI), BOAA U  JAPYTHE  MOIXOISIIUE
PACTBOPHUTENN ISl AaKTUBHBIX BEINECTB;, yaumiky [leTpu: 3 CTUPHIM30BAHHBIC YAINKH HA
KOKIYI0 KOHLEHTPAUMI KAKIOH uccaexyeMold  MpOTUBOIPHOKOBOH — aKTHBHOM

KOMITO3ULIMHU pazMepoM = 15 MM x 100 Mmm.

[00368] ITpouenypa IKCNEPUMEHma. JULSL HCCIEI0BAHUSL
AHTHOAKTEPUATBHON UyBCTBUTENEHOCTH HCIOMB30BATA OOBIUHBIE CIIOCOOBI pa3BeISHHS
MUATATENbHONW W arapoBoii cpexbl. CooTBeTcTBEHHO, Uit M3yueHuss MUK ucnoms3oBamu
ciocob pasBemeHuss Ha arapoBoM Iianmere ¢ JIH cpemoii. Kaxkapli skcnepumeHT

IPOBOIIIM TPH Pa3a, KaK ONMHCAHO HUKE:
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(3] JIH cpexy roToBUIN B COOTBETCTBUM C MHCTPYKIMSIMA U3TOTOBUTESL.

(i) Cpeay aprokmasupoBanu (121°C, 15 wmuH), oxjakgama g0 S0°C.
JobaBasuin aHTHOMOTHKH Xjopampennkos (mpumeHsiemast kKoHientpamust 0,25 Mr/mi) u
UKIOreKcuMu (mpuMensieMast koHueHTpauust 0,04 mr/min) u 2% OJIMBKOBOrO Macia,

COOTBETCTBCHHO.

(i) Tlocme OXNaxAEHUS CMECH pACCUUTHIBAIM TpeOyeMble KONIUYECTBA
MPOTHBOTPUOKOBONM KOMITO3UIIUH M KOHTPOJBHBIX PacTBOPOB. MarodHbele pacTBOPEI
MPOTUBOTPUOKOBOI KOMITOZHIIMKA M KOHTPOJIBHBIE PACTBOPBEI TOTOBHIM B KOHKPETHBIX
koHneHTpanusx B JAIMCO. HccnemoBanm amama3oH KOHIEHTPAIMS B COOTBETCTBHHU C

MUK mipoTHBOrprOKOBOI KOMITO3ULIHH.

(iv) W3 MaTouHBIX pacTBOPOB OTOHpAIH COOTBETCTBYIOLIME OOBeMBI (IS
HauOOIBIIEr0 Pa3BeNSHHs) U AONOTHUTENBHO pa3dasisuin JIH cpemoii mist AOCTHIKEHMS

TpeOyeMOoro quarnazoHa KOHISHTpPALUi B KOHEUHOM 00beMe pacTBopa.

(v) B kauecrBe mpumepa nepBoe pasdasieHue goBoawad mo 120 mi u
cvemmBatd B 200 MJI  aBTOKIABUPYEMOM LMJIMHAPE B CTEPHIBHBIX YCIOBHSIX,
MepPEMEINBAIA HA BOpPTeKce B TeueHue 20 cex U BHOCWIH 1O 20 MI B TPU CTEPUIIBLHBIE
qamky [leTpy, MapKUpOBaHHBIE COOTBETCTBYIOIIMM 00pa3oM. AHAIOTHYHO, B
COOTBETCTBUH C BBINIEONUCAHHONW IIPOLEAYPOH TOTOBHIM KOHTPOJIBHBIE COEAUHEHUSI.
Takum o0pa3zoMm, TPOBOAMIM BCE pa3BElEHUsT M TOTOBHWIM arapoBbie IUIAHIIETHI C

l'IpOTI/IBOI‘pI/I6KOBI>IMI/I KOMITO3ULIUSAMU U KOHTPOJBHBIMH COCIANMHCHUSIMUA.

(vi)  TlnaHIIeTsl OCTABIISLIA OTBEPXKAATHCS B OHOIOrMUECKH OE30MacHOM cpeje,
a TII0CIE OTBCPKACHUS IUIAHIICTHI 3ancuarblBAIA W XpaHWIW Uil OPOBCACHHS Ha

CIeayIUE ICHb MPOBEPKU HA ITPUMECH.

(vil) Ha cneayrouuii A1eHb TOTOBWIH HHAKYJISIT, MPHYEM IUIOTHOCTh HHAKYJISITA
Jopomuan mo 5.1 x 103, a TaKKe TOTOBUIM arapoBble IUIAHIIETHI C JIEKAPCTBEHHBIM

CpeacCTBOM, 3aCCSIHHBIM HITPHUXOM B aCCITUYCCKUX YCITOBUAX.

(viil) mnanHmers! uHKyOuposBamu B CO, unkyOGarope npu (30+2)°C u 5% CO, u

MPOBOJWINA CUATHIBAHUE Uepe3 KaKbIe 24 U B TEUEHHUE 6 THEH.

[00369] Ha ®urype 25 npexacraBieHbl penpe3eHTaTUBHBIE (poTOrpadum,

nonyuennele B uccaenosannn MUK kowwioratoB Ha ocHoBe TOIT Ha arapoBbx



154

wiaHmwerax. Ha d@®munrype 26 mpexacraBieHel penpeseHTarwBHble  (ortorpadum,
nojyueHHsle B ucciaenosannn MUK koHBIOraToB Ha OCHOBE METHIEHA M JTHIEHA Ha
arapoBbix maHmerax. Ha ®urype 27 mpeacrasieHbl penpe3eHTaTuBHbIE (oTorpadumu,

nonyueHHsle B ncciaenosannun MUK korwioraroB KMP u KAH Ha arapoBbIx IutaHInerax.

[00370] 3rauennss MUK 11 HEKOTOPBIX MPOIEKAPCTBEHHBIX KOHBIOTATOB

KETOKOHA30J1a, MPUBEIEHHBIX B KAYECTBE MpuMepa, npuBeneHsl B Tabaume 7.

Tab6nmuma 7: 3nadyennss MUK 11 HEKOTOPHIX KOHBIOTAaTOB KETOKOHA30J1Aa,

NPUBEACHHBIX B KAYECCTBE IpUMepa.

Konnlorar MUK
(MxM)
Keroxonazon-merunen-kanpuiar (KMC) 0,94-3,7
Keroxonazon-mermien-oaear (KMO) 1,88-7,5
Kerokonazomn-merunen-munosnear (KMLi) 7.5
Keroxonazon-merunen-naypar (KML) 1,88-3,7

KetokoHnazon-metunen-yuaemmnenar (KMU) | 3,7-7,5

Kerokxonazon-metunen-naasmurar (KMP) 1,88
Keroxonazon-stunen-kanpuiar (KEC) 1,88
Ketoxonazoi-1-3trnen-onear (KEO) 1,88-3,7
Kerokonazosn-1-srunen-naypar (KEL) 1,88-3,7
Keroxonazoin-1-3tunen-yuaenuienar (KEU) 1,88-7.5
KetokoHazoi1-1-3trnen-nansmurar (KEP) 3,7-7.5
Kerokonazoin-1-srunen-mupucrar (KEM) 1,88-3,7
Kerokonazon-1-3tunen-onennkapOoHar 1,88
(KCO)

KeToxoHa301-TpU3 TUIIEHTIULIEpHII- 0,94-3,7
KETOKOHA30

KeToxoHa301-01emT-TPU3TUICHT TULEPHIT- 7,5-15

kapboHaT
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[00371] Cpagnenumenvuvie UCCICO06AHUS KOHDBIO2AMOE KEMOKOHA301a HA
ocHoge uccneooeanus 301 uneubuposanua (3H): Malassezia furfur npencrasisier coOon
HOPMATBHYIO MHKPO(JIOPY KOXKH UETOBEeKa, CEKPETUPYIOIIYI) BHEKIETOYHBIE JIUMA3HIL,
KOTOpBIe BO3JEUCTBYIOT Ha CIOXKHO3(pUpHBIe/KapOOHATHBIE CBSI3W KUPHBIX KHACIOT B UX
OKpY KeHUH, oOecreunBasi muTanue, Heodxoaumoe Ai1sl uX BehkuBaHusl. CoenuHeHne sl
OTPHULIATEILHOTO KOHTpONsL, KeTro-N-rekcagemmianeramun (KAH), momywamm, kak
omucano B Ilpamepe 3. KAH BEICTYIIaeT B kauecTBe OTPHUIATEILHOTO KOHTPOJIS, TaK KaK
JIMHKCPOM MEXKAY KUPHBIMU KUCIOTAMU M KETOKOHA30JIOM SBJISIETCS aMUAHAsl CBA3b.
Jluna3zel He cOCOOHBI BO3EHCTBOBATE HA AMHIHYIO CBSI3b M PACIIEILISTH COSITUHEHHUE C
oOpazoBaHueM  KeTokOHa3ona.  CpaBHUTEIBHBIE  HMCCIENOBAaHHMSI  OMOJOTHYECKOH
3¢ (}eKTUBHOCTH MPOBOAWIM Ha KOHBIOrarax kerokoHazona (KMP) ¢ orpuuareasHbiM

koHTposeM (KAH) u momoKuTeTsHbIM KOHTPOJIEM (KETOKOHA30.T).

[00372] Onpenenenne 3W mpu momormm cmocoba muddysud B - arap

MIPUMECHSLIA 151 UCCIICAOBAHUS ITOJTHOT'O I/IHFI/I6I/IpOBaHI/I$I pocCTa MUKPOOPraHUu3MOB.

[00373] Obopyooeanue u peacenmor. Mukpooprauusm: Malassezia furfur
(MTCC 1374); arapoBas cpema: 60 mi cpenpl Jlumuura u HormaHa mist Kaxkmoi
HCCAeqyeMOoll  akTMBHOM  KOMIIO3MIMM B  COOTBETCTBYIOLIMX  KOHLEHTPALUSIX;
pacrBoputens: JMCO, Boma W apyrue MOAXOASIINAE PACTBOPUTEIN ISl AKTHUBHBIX
BELIECTB; yamkuy [letpu: 3 CTUPUIM30BAHHBIEC YAIIKHA HA KXY KOHLEHTPALUIO KAKI0H
HCCIETy EMOM MTPOTHBOrPUOKOBOM AKTUBHOM KOMIO3HIKU pazMepoM = 15 MM x 100 mm; u
CTepu/ibHbIe TPYOOUKHM AJIsi MPOOMBaHHUSI OTBEPCTHH (AuamMeTpoM 6 MM) B arapoBOM

IUTQHIICTE.

[00374] Iponenypa osxcnepumenma: omnpeneiaeane 3M mpu  moMomm
cnocoba mudpdy3ud B arap MNPUMEHSUTH IS BBIIBJACHUS WHTHOMPOBAHHS POCTa

MHUKPOOPraHu3MoOB. 3KCHepI/IMeHTBI MMPOBOOUIIH, KaK OIMUCAHO HUKE!

1) Cpeny nexcrpo3noro arapa Cabypo (SDA) roToBWIH B COOTBETCTBUHU C

HWHCTPYKIUAMU U3TrOTOBUTECIIS.

(i1) SDA cpeny asroxmaBupoBanu (121°C, 15 mun), oxnaxkgamd o 50°C.
Hobapasuiin  xyopampennkoa  (mpuMmeHsiemasi  KoHueHntpauust 0,25  Mmr/miu)
nukIorekcumu (mpuMensiemast kouentparmst 0,04 mr/mn) u 2% OJUBKOBOTO Macna,

COOTBETCTBCHHO.
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(i) TIlpw mOMOIIM TEMOLUTOMETPA TOTOBWIM WHAKYJIST, MPUYEM ILIOTHOCTH
3
uHaKyasta gosoamwmm a0 5.1 x 10°, a Takke TOTOBHIM arapoBble IUTAHIIETHI C

JICKAPCTBEHHBIM CPEACTBOM, 3aCCAHHBIM IOTPHUXOM B aCCIITHYCCKUX Y CJIOBHSIX.

(iv) Tlocne oxjaxkaeHHs Cpeabl MPUMEHSUTH CTePWIbHBIE TPYyOOUKH st

npoOUBaHUS 6 MM JIYHOK B arapoBbIX TUTIAHIIETAX.

(v)  PaccumthBanu Tpebyemble KOIHMUECTBA MPOTHBOIPUOKOBOI KOMITO3ULIUU U
KOHTPOJIBHBIX PAacTBOPOB. MaTOYHBIE PACTBOPHI HPOTUBOTPUOKOBOH KOMITO3MLIUH H

KOHTPOJbHBIE PACTBOPHI TOTOBIJIH B KOHKPETHBIX KOHIeHTpauusx B JIMCO.

(vi) M3 MarouHbIX pacTBOPOB C COOTBETCTBYIOIUMMH KOHIIEHTPALUSIMU
MPOJIEKAPCTB COBMECTHO C COSIUHEHUSIMHU TSI OTPULIATEILHOTO KOHTPOJsT oTOmpamm 60

MKJT AJIUKBOTBI.

(vii) TMTnanmersr naky6uposamu B CO, uaKybarope npu (30+2)°C u 5% CO, u
MPOBOAWIH CUNTHIBAHHE uepe3 Kaxkiple 24 1 B TeueHue 6 pHeil. 3 ompenensim, kak
HaMMEHBIIIY 10 KOHLIEHTPALUIO IIPOJIEKAPCTBEHHOTO CpeACTBa, MOJHOCTBIO

UHTUOUPYIOIYE0 M. furfilr BOKpYT JIyHKH.

[00375] Ha ®urype 28 npeacrasieHsl Gpororpadpun pernpe3eHTaTuBHbIX 3U,
OlpeaeieHHbIX Mpu mnoMmom crnocoda muddysun B arap. COrjiacHO JaHHBIM,
npuBeneHHbIM Ha dPurype 29, pazMmepsl 30H HWHTUOMPOBAHHS Ui KOHBIOTATOB
KETOKOHA30JIKAPHBIX KUCIOT M KETOKOHA30]a OKA3aINCh CXOXH. TeM He MeHee, ObUIo

BBISIBJICHO OTCYTCTBHUE 30HBIL I/IHFI/I6I/IpOBaHI/I$[ JIsI OTPULATCIIBHOTO KOHTPOJIS KAH.

[00376] Hccneoosanue axmugnocmu no @pemenu 2uben. SKCIEPUMEHTBI
DPOBOJMIM /ISl BBISBICHHSI MHTHOMPOBAHMS POCTA MUKpPOOPraHu3MoB. HccienosaHue
aKTUBHOCTH II0 BPEMEHH THOeIN HpeAcTaBisieT co0oil ompeneneHne rubenn H301sTa
JIPOKKEBBIX TPUOKOB MO BO3AEHCTBHEM OJHOTO WK 0OJiee MPOTHBOTPUOKOBBIX areHTOB
B KOHTPOJUPYEMBIX YCIIOBUAX. PeSyJ'II:TaTI:I HUCCICAOBAHUA AKTUBHOCTU IIO BPEMCHU
rubenu SIBISIFOTCS  Mepoidl  mpOoTHBOrpuOKOBOW/aHTHOAKTEpUaTbHOW 3] (HEeKTHBHOCTH.
OOBIYHO HMHTHOMPOBAHKWE POCTA IPUOKOB MPSMOMPONMOPLUMOHATBHO MPOTHBOIPHOKOBOM

3((peKTUBHOCTU UCCIIETY EMOTO POIEKAPCTBA.

[00377] KonOy, comepxamryio IEKCTPO3HYIO MuTareapHyo cpeay Cabypo

(SDB) ¢ 2% onuBKOBOrO Macia, WHOKyJupoBanu Malassezia furfur. 3arem B
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MUTATEBHYI0 Cpeay M00aB/IsUTH KOHKPETHhIE KOHIIEHTPALMM AKTHBHOTO MPONEKapCTBa
BMECT€ C KOHTPOJIbHBIM COeTWHEHHeM, KeTokoHazonoM. [IpoGer orOupamm u3 ko0l B
3aJaHHbIE MOMEHTHI BpeMeHH, pa30aBisLid CTEPUILHOU BOAOW W 3aCEBATH IITPHXOM Ha
arapoBbix ianmierax ¢ SDA. Tlocie wuHKyOanuu IUTAHIIETOB TPU ONpPeAEIeHHOM
TEMIEpaTy pe HaAOMIAATH POCT KOMOiHMA M. furfir. KomudecTBo HAOMIOTAEMBIX KOJTOHHN
MOJCYATLIBAIA W TEPEBOJIIA B KOJUYECTBO, BBIPAXKEHHOE B KOIOHHEOOPA3YIOIIHAX
eaununax Ha i, T.e. KOE/mn, SDB cpeapl. Takum o0pazom, ueM HHKE 3HAUCHHE

KOE/mi, TeM CubHBIE MPOTUBOTPUOKOBOE NEMCTBUE UCCIENY EMBIX COETUHEHUI.

[00378] Obopyooeanue u peacenmor. Mukpoopranusm: Malassezia furfur
(MTCC 1374); arapoBast cpema: 60 mi cpenpl Jlumuura u HoTmana st Kaxmoi
UCCIeNyeMOr  aKTHMBHOM  KOMIIO3WIMM B COOTBETCTBYIOINUX  KOHIIGHTPAIUSIX;
pactBoputens: JMCO, Boma W apyrue MNOAXOASIIUE PACTBOPUTEIU UISI AKTHUBHBIX
BelecTB; yamku [letpu: 3 CTUPUIM30BAHHBIC YAIIKHA HA KXY KOHLEHTPALUIO KK A0
HCCIEIy EMOM MPOTHBOrPUOKOBOM aKTUBHOM KOMIO3HIMHU pazmepoM = 15 mm x 100 mMMm; u

npobupku: 15 M crepunbHble npobupku Falcon.

[00379] IMpouexnypa sxcnepumenma: SKCOEPUMEHT MPOBOIUIN, KAK OIMMCAHO

HHXKE!:

(3] M. furfur npusomuwnu B Jor-gasy pocra ImyTeM KyJbTHBUPOBAHHS B
TeueHHe HOUM Ha arapoBbIX miaHmerax ¢ SDA. KoHneHTpamu KIeToK UCCIe10BATH NIPU
MOMOIIM TeMOLIUTOMETPA ISl ONpEeAeNeHus] UCXOAHON TIOTHOCTH WHOKYJISITA U K 9 M
SDB ¢ 2% OJMBKOBOTO Macia C COASPKAHMEM AHTUOMOTHKOB LHKIOTEKCHMHUAA W

xnopampernkona 106aBIsuH 1 M CKOPPEKTHPOBAHHOTO MHOKY JISITA.

(i) Tlocne moGaBneHWss MUTATETBHON Cpenbl INIOTHOCTh WHOKYJISITA CHIDKATH
10 ko3 unuenra pazbasnenus 1:10, HampuMep, HHOKYJIST C UCXOJHOM IUIOTHOCTBIO 5 X

10° KOE/mn pas6asmsumm 10 5 x 10* KOE/vu.

(i) 1,5 ma xaxa0#t pa30aBieHHON MUTATENBHON CpPeabl MHOKYJISITA 1OOABISUTH
B 15 mn npobupku Falcon. B 3tux npobupkax amst peakuuii roropuam 0,25 x MUK, 0,5 x
MUK, 1 x MUK, 2 x MUK, 4 x MUK u 8 x MUK koHUeHTpauuu mpojiekapcTBa U

npoOUPKU aKKYPATHO BCTPSIXHBATH.

(lv)  3amaHHBIE MOMEHTHI BPEMEHHU BBIOMpAIN COOTBETCTBYIOIIMM obOpasom. Ha

KOKIOM BPEMEHHOM HHTEpBAjTe MPH MOMOINU MmumneTku otdupamu 100 MK pacTBopa H



158

MepeMeIMBaIn HA BopTekce B TeueHne 30 cekyna. [Tpobupku st peakiuii BO3BpaIiaaIn

B uHKybarop ¢ 30°C u 5% CO», kak MOKHO CKOpeH.

) H3 100 mia pactopa 30 MK BRICEMBATIN HA arapoBbie IuTaHmeTsl ¢ SDA.
Komonun mnoacuuteiBaIM BPyuHYK uYepe3 48 dYacoB 1NOCie 3aceBaid IUTPUXOM H

UHKY Oalliy MIaHIIETOB.

[00380] CranzapTu3npOBaHHbIE rapaMeTpsl JUIs HCCIIETOBAHUS
IPOTUBOrpUOKOBOM aKTHBHOCTH IO BPeMEHH ruOeH APOAIKEBBIX I'PHOKOB MPHUBEICHEI B
Taonuue 8. Pe3yiabTaThl UCCIEAOBAHUS aKTUBHOCTH 1O BPEMEHUW T'MOeTd MpUBEAEHBI B
Tabnume 9 u Ha ®urypax 30-31B. [lanHbie Ha KpHBBIX Bpems-rudens ®urypour 30
MOKAa3bIBAIOT, uTO Jyuliee ycausanue 0,25 mr/min KMC no cpaBHEHHIO € KETOKOHA30J0M
Habmonaercst uepes 4 u. Takum ob6pazom, ObLT0 ycTaHoBieHo, yto npu 0,25 mr/mn KMC
JeficTByeT ObICTpeil, YeM KeTOKOHA301. JTO HaOMIOJeHHe CHPAaBEINBO Ul AUANA30HOB
kourenrpauuii (ot 0,125 mo 1,0 mr/mi) keroxonazona u KMC, kak moka3zaHo Ha

®urypax 31A u 32B.

Ta6nuna 8: CTaHaapTH3MPOBAHHBIA MPOTOKOJ HCCICTOBAHHA AKTHBHOCTH

N0 BPEeMEHH rHfe/ i JPOK:KeBbIX T'PHOKOB MO/ BO3AelCTBHEM NPOTHBOIPHOKOBBIX

arcHTUB

CIOCO0 UCCHEMOBAHMS ... eeieeeee e Hccnenosanne

AKTHBHOCTH 110 BpeMeHH rudeu ¢ Makpopazseaenuem (10 m)

nurarensHast cpeaa Cabypo (SDB) ¢ 2% onuBkoBoro Macia

TTIOTHOCTD MHOKYJIISITA ...t 5x 107
KOE/mn

VYcnosus uHKy Oaiuu (mUraranbHas Cpeaa)

TeMIL (PC) oo 35

TTPOIOMKHATETEHOCTD (M) ... 24

MoMeHTBI 0TOOPA OOPA3IIOB (M) .......ovvviveiieeiieeeee e 0,2,4,8,12u
24

OOBEM ATHKBOTBI (MEKJL) ......ooiiviiiiieiee e 30

[NMepememmBanme Ha BOPTEKCE MEpe] OTOOPOM O0Pa3LOB ................ Ha
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ATAPOBAST CPEIA ..ot JexcTpo3HbIi
arap Calypo

VYcnosus uHKy Oaruu (arap)

TeMIT. (PC) oo 35

TIPOIOMKHATETBHOCTD () ..., 48

IMpenen xommuectsernHoro obuapykeHust (KOE/MT) ..., 50
Interpretation

IMpotuBorprOKOBast IPPEKTHUBHOCTD ...........ccocoveeeeieieeieeieieieiiei 99.9% wunu 3-

logyo camkenne KOE/MIT 1o cpaBHEHHIO CO 3HAYEHHEM JJIST UCXOTHOTO HHOKYJISTA

Tabonuna 9: JlanHble HCCICI0OBAHHS AKTHBHOCTH N0 BPEMEHH TrHOeIHn 1Jid

KeTokoHa30/1a, KMC 1 npH 0TCYTCTBHH JIEKAPCTBEHHOT0 CPEACTBA

Konnenrpanmus ILaomams KoJIoHuii (M)
AHTHOAKTEPHATIHLHOTO
0u 2y 44 641
areHTa-(MKr/m)
OTCyTCTBHE ICKAPCTBCHHOTO 3,30E+06
1,00E+05 1,30E+06 2,30E+06
cpencTea
0,125 mxr/ma KMC 1.00E+05 1,00E+06 6.60E+05 1.70E+05
0,125 MKI/MJ KETOKOHA301a 1,00E+05 1,30E+06 6,80E+05 1,30E+05
0,25 mxr/mn KMC 1,00E+05 1,00E+06 1,00E+05 9,30E+04
0,25 MKI/MJI KETOKOHA3071a 1,00E+05 6,90E+05 6,10E+05 1,50E+05
0,5 mxr/ma KMC 1,00E+05 8,50E+05 4,30E+04 4,30E+04
0,5 MKT/MJ KCTOKOHA3011a 1,00E+05 6,30E+05 8,50E+05 6,60E+04
1,0 mkr/ma KMC 1,00E+05 4,90E+05 6,00E+04 2,00E+04
1,0 MKT/MI KETOKOHA30J1a 1,00E+05 8,00E+05 7,60E+05 1,80E+05
[00381] Tuoponuz Konv02amoe KemoKkonazo/ia, 00yciiO8eHHbll JIUNaA30i.

B JaHHOM HCCJICOOBAHHUU H3YYaId T'MAPOJIU3 KOHBIOIaTroOB KETOKOHAa30J1a, O6yCJ'[OB6HH]:II>i

JIMIA30i.

[00382] Obopyooeanue u peacenmor. Mukpoopranusm: Malassezia furfur

(MTCC 1374); cpena: 50 mx SDB ¢ aBymsi pa3iuuHbIMH KoHIeHTparmsyMu (125 u 250
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MI/MJI) HUCCIEAYyEMBIX AKTUBHBIX KOMITO3HUIIMM, paCTBOPHUTENb. Cpena, BOAA, APYTHE
MOIXOSIIINE PACTBOPUTETH ISl aKTHBHBIX KOMITO3UIHIA, U TPoOUpKHU: 15 MIT cTepUiIbHEIE

npobupku Falcon.

[00383] IMpouenypa sxcnepumenma: SKCIEPUMEHT MPOBOIUIN, KAK OIUCAHO

HHIKEC:

3] M. furfur npusomwnu B sor-pasy pocra MyTeM KyJbTHBUPOBAHHS B
TEUeHHe HOYM Ha arapoBbIX miaHmerax ¢ SDA. KoHIeHTpayy KIeToK UCCIeI0BATH MIPH

IMMOMOILIN reMOLUTOMETPA AJIsI OIIPEACTICHUSA HUCXOTHOM IJIOTHOCTH HHOKYJIATA.

(i1) K 10 mn SDB ¢ 2% onuBKOBOTrO Macia ¢ COAepKAHUEM aHTHOHOTHUKOB

MUKTOTeKCUMHIA W XJIopaM(peHuKosa W IpoekapcTBa B KOHIEHTpamwu 250 Mr/mi
5

noGaensuid 1 M HHOKYyIsTa, ckoppektupoBadHoro 10 107 KOE/mia. IonyueHHy0 CMECh

MEepeMEINBAIN HA BOpTEKce B TeueHue 30 cex.

(1) 5 mu cMecH, ONMMCAHHOHN BHINIE, MUMETKONH H00aBmsu B 15 M mpobupku
Falcon, mocimenoBarensuo mobaensuin 5 ma SDBO (SDB ¢ OJHMBKOBBEIM MACiIOM) ISt
MOTYyYeHHUs] KOHLEHTPANH MPONEeKapCTBa, PaBHOW 125 MI/Mi, W MONYYEHHBIH pacTBOP

MEePEeMEIIUBATIN HA BOPTCKCE.

(iv)  Cxoxum obpazom, orpuuareibHblii konTponb KAH no6asiasuin B SDBO
Cpeiy B TakoW )K€ KOHLEHTpPAUWH NPOJEeKapCTBA MPU OTCYTCTBHUHM HHOKYJSTA. 3areM
npobupku uHKYOnposamu mpu 32°C, 5% CO,. Ha 3 nmenp 1 M peakMOHHOW CMecH,
comepkamuii pacteop KAH, orbupamu u TPIKABI 3KCTPArMpOBATN STHIALETATOM JUIs
KOJTMUECTBEHHOT'O0 ~ HM3MEPEeHHs]  OCTaBIIEroCsl  NpPOJeKapCcTBa W MOJYYEHHOTO

JICKAPCTBEHHOI'O CPEACTBA B UACHTUYHBIX SKCIICPUMCHTAIBHBIX Y CJIOBUSX.

) OO0pasiibl  KOHIEHTPUPOBATH M aHATM3HpoBaIud Ipu momoimm BIXKX

(BBICOKO3 (D (hEKTUBHOM KUAKOCTHOM XpoMaTorpadun).

[00384] CornacHo paHHBIM U3 Tabaumesl 10, KOHBIOTATbl KETOKOHA30J1a
SIBIISIIOTCST O0Jiee UyBCTBUTENBHBIMH K BO3IEHCTBHIO JINMA3, CEKPETHPYEMBIX I'pHOKaMu,
[0 CpaBHEHHUIO ¢ amMHAHBIM KoHBIoratoM, KAH. Omnpeznenenne mpolieHTa pacuierieHus
poneKapcTea ¢ oOpa3oBaHHEM JEKAPCTBEHHOI'O0 CPEACTBA WCCIAEAOBATH NPH ITOMOIIU
B3XX. HccnenyembiM MukpoopranusmMoMm OwbL1 Malassezia furfur, a wucciemoBaHue

MPOBOJMIN JJIs1 OLIEHKHU THAPOJIN3a MPOJIEKAPCTB.
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HCUICAOBAHHE

pacmenicHu s

npoJeKapcTrse ¢

oﬁpasonaﬂneM JICKAPCTBEHHBIX CPEACTB, ONMOCPECAOBAHHOI'O JAeHCTBHEM JINNA3bI.

125 mMKr/ma 250 MKr/™MuI

KAH + uHokymsat Keto=19% KAH=80,4% HI. H.J.
KAH (6e3 unokynara) | Keto=17.3% KAH=82,6% H.J. H.J.
KEC + unoky st Keto=77,0% KEC=23% Keto=74,05% KEC=25,95%
KEC (6¢3 urOKymTa) | Keto=21,8% KEC=78,19% Keto=16,8% KEC=83,2%
KMC + urHOKY AT Keto=78,0% KMC=21,0% Keto=71,7% KMC=28,2%
KMC (6e3 unokymara) | Keto=22,8% KMC=77,1% Ket0=20,47% KMC=79,5%

IIpuamep 18: HUccnenoanne  3¢dekTHBHOCTH CHHTE3HPOBAHHBIX

AHTHOAKTEPHAJILHBIX KOHBLIOTATOB in Vitro.

[00385]

IMomumo MHOXecTBa Apyrux uHpeKmud S. aqureus BBI3BIBACT

KoxkHble MHpexmmu. OHa MOXKEeT BBI3BIBATH LE/UTIONUT (MHPEKUHI0 KOKH M TKaHH,
PacnoIoKeHHOH HEMOCPEACTBEHHO MOJ Koxkeil), pypyHKynbl (THONHHBIE WH(EKLUOHHBIE
MOPaKEHUsI BOJOCSHBIX (DOJUTUKYJIOB), THOMHHKH (CKOIUIEHHWE THOSI Ha KOXKE WIH TMOX
Kokeit), kapOyHKynbl (MH)EKUIMOHHBIE MOPAKEHHS, IPEBOCXOSIIUE MO pPasMepy
THOMHUKY, KaK [IPABUJIO, UMEIOLINE HECKOJIBKO OTKPBITHIX YUACTKOB HA KOXKE), HMIIETUTO
(KOKHYH0 MH(EKLHUIO, COMPOBOKAAIOIIYOCS THOMHBIMU BOJIBIPSIMA) U CHINb (MOSIBJIEHUE
KPaCHOBATBIX HJIM KPACHBIX Y4YacTKOB Ha koxe). [ns uccrnemoBanust 3pQexTHBHOCTH
CHHTE3MPOBAHHBIX KOHBIOTaTOB COTJIACHO HACTOSILEMY HM300PETEHHIO M HOATBEP:KACHUS
HOTHOTHI TIOAABJICHHUSI POCTA MUKPOOPTaHM3MOB IPOBOJAMIM PsiA SKCIEPUMEHTOB. B
HacrosimeM oJkcnepuMeHte ompeneasiin MUK mytem oueHku 3¢ exkTHBHOCTH
CHHTE3MPOBAHHBIX KOHBIOIaTOB MPU IMOMOIIHY OCIEI0BATENBHOTO pa30aBIeH sl arapoBbIX

IUTAHIICTOB.

[00386] Munumanvnaa  uneubupyrowas ronyenmpayus (MHK): MUK
MPeCTaBsIET COOO0M MHIEKC, KOTOPLIH onpenensieT 3p(HeKTUBHOCTL B OTHOIICHHUH YIpei.

B menom, yem Hmke 3HadueHus: MUK koMmo3ummu, TeM BbIMIE €€ aHTHOAKTEpHATBHAS

3((EeKTUBHOCTb, OMPEIEISIONIAsICS CIIOCOOHOCTBI0 KOMIIO3MLIUH IOJABJISITH POCT
Oaxrepwuii.
[00387] B macrosimeMm 3xcnepuMenTe S. aureus BHIPAIUBATN HA arapOBBIX

IUTAHIIIETAX, KOTOPBIE 3amoaHsuin cpenoit Yanmena [American Veterinary Research (1947)
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8:173]. Hdns ompenenenuss MUWK npu mnomomu cmocoba pa3daBieHuss B arape
COOTBETCTBYIOIIME  pa3baBjeHHbIE  PAcTBOPBI  AHTUOAKTEPUATBHBIX  KOMITO3UIIHIA
JI00aBJISUTH B QBTOKIABUPY EMbIe MEPHBIE LIWJIMHIPBI, COEpIKAIINe PACIUIABIEHHY O Cpeay
Yanmena (CM). LluwiuHapel mepeMemMBaid Ha BOPTEKCE, COASPKUMOE BBLIHBAIU B
OTJeNbHBIe CTePUJIbHBIE Yallky [leTpu, MapKUpOBAHHBIE COOTBETCTBYKOINUM OOpa3oM.
IMocne orcramBaHus TUTAHIIETOB MHOKYJISIT, COAEPKAHUE S. qureus B KOTOPOM JOBOIIIA
no onpeaenenHoro ypoBHst KOE/mu, mTpuxoM 3aceBaii B arapoBble IUIAHIIETHI U
WHKY OMpOoBaty B TeueHue 2 aHel B aHadpoOHOI kamepe. [Toce nHKyOaliy B IUIaHIIETax
otueTiuBOo ObLT BHAEH poct S aureus. MUK ompenensiim Kak MHUHHUMATBHYIO
KOHIIGHTPALIMI0  AHTHOAKTEPUATHHONH AaKTHBHOM  KOMIO3WLHH, OOECIEYHBAOIILY FO
orcyTcTBUe pocta rpudka. CpapauBamu 3Hadenus MUK anTuOakrepraabHBIX aKTHBHBIX
koMmrto3uui u 3HadeHns: MUK KOHTPONBHOTO COeTUHEHUS], KIHHIAMUIINHA. AKTHUBHOCTh

aHTUOAKTEPUATEHON aKTUBHONH KOMIIO3HMLIUK onpenesnsieTcs 3HaueHneM MHUK.

[00388] Obopyooeanue u peacenmoi. Mukpoopranmzm: S. aureus (MTCC
3160); ArapoBas cpema: 60 mua cpensl YanmeHa Aisl KKIOH HCClIexyeMod aKTHBHOM
KOMIIO3ULIMA B  COOTBETCTBYIOLIMX  KOHLEHTpauusix, pacrsopureis. JAMCO
(mavetnncy ib(OKCHA), BOAA, APYTHE MOAXOSIINE pACTBOPUTENIN ISl AKTUBHBIX
BEIIECTB, W CTePWIN30BAHHBIE YAk [leTpn B KoM4ecTBe Tpex INTYK IS KakTOH

UCCIey MO KOHIIEHTPALUU MPOTHBOrPUOKOBOM aKTHBHON KOMITO3UITUH.

[00389] IMTpouenypa IKCNEepuUMenma: JUIST HACCIIEIOBAHUS
aHTUOAKTEPUATEHON UyBCTBUTEIBHOCTH HCIOIB30BATH OOBIYHBIE CIIOCOOBI Pa3BeIEeHUs!
NUTATeNbHONH W arapoBoil cpeabl. [lns W3yueHWss MUHHMATBHOW WHTHOHpYIOIIEH
KOHLIEHTPALUY PUMEHSUTH cr1ocod pa30apieHust Ha IUIAHIIETax C UCIIOJIB30BAHUEM CPEIbI
Yanvena. Kaxknaprid 3KCHEpUMEHT MPOBOAWIN TPH pa3a. IKCIIEPHUMEHT IMPOBOIWI, Kak

OIMUCAHO HUXKEC:

) Cpeny YamMmeHa TOTOBHJIM B COOTBETCTBUHM C  HHCTPYKLIUSIMH

HU3TOTOBHUTECIIA.

(i)  Cpeny asroknasupoBamu (121°C, 15 mun), oxnaxzam xo 50°C, a 3arem

00aBISUIM AHTUOUOTHUKHU.

(i) Tlocme OXNaxAEHUS CMECH pACCUUTHIBAIM TpeOyemble KONIUYECTBA

aHTUOAKTEPUATEHON KOMIIO3MLIMM W KOHTPOJBHBIX pPacTBOPOB. MaTouHBIE PaCTBOPHI
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aHTI/I6a.KTepI/IEUH:HOI\/'I KOMITOBULIUHM W KOHTPOJIEHBIC PAaCTBOPBI I'OTOBUJIN B KOHKPETHBIX

koHUeHTpauusix B JIMCO.

(iv) Uz marouHBIX pacTBOPOB OTOMpaIN COOTBETCTBYIOIIME O0OBEMBI, KOTOPHIE
JOIOJTHUTENRHO pa30aBisiin cpenoi YanmmeHa mist JocTkeHHs TpeOyeMoro Iuana3zoHa

KOHIIEHTpaLHii B KOHEYUHOM 00BEME PacTBOpA.

(v) B xauectBe mnpumepa mnepBoe pazdaBieHue aoBOAMIH A0 120 M,
NEPEMEIINBATH B CTEPUIBHBIX Y CIOBUSIX, IIEPEMEIINBATIN HAa BOPTEKCE B TeueHue 20 cex U
BHOCHJIH 1O 20 MJI B TPH CTEPUJIbHBIE YalIKU [leTpu, MapKUpPOBaHHBIE COOTBETCTBY IOLIUM
o0pazoM. AHAIOTHYHO, B COOTBETCTBHUH C BBINICONMCAHHON MpoUeaypoil TOTOBIIH

KOHTPOJIBHBIC COCTUHECHUS.

(vi)  IlnaHmieTsl OCTABISUTH OTBEPKIAATHCS B OMOIOrMUecKd Oe30macHoi cpere,

a4 IMOCJIC OTBEPKACHUS IUTAHUICTHI 3acdarbIBaJId U XPaHWUIH.

(vil) Ha crnenyromuii 1eHb TOTOBIWIN WHAKYJIIT, MPHUYEM IUIOTHOCTh MHAKYJISITA
JOBOIUIN 10 TpeOyeMOoro 3HAYeHWs, W 3aCeBaIM INTPUXOM B arapoBble IIAHIIETHI,

coaecpKamue JEKAPCTBECHHOE CPEACTBO, B aCENITUUCCKUX Y CIIOBUSX.

(vill) mIaHIIeTsl WHKYOUpOBaTH B WHKyOarope npu (36+2)°C u B aHA3POOHBIX
YCIOBHSIX, M ONpeJelieHne KOIHuecTBa OakTepuil mpoBOIAWIM depe3 Kaxiable 24 yaca B
teueHue 6 aHeil. MUK omnpenensiiy, kak camyro HA3KYI0 KOHLIEHTPALUIO JISKAPCTBEHHOTO

CpeACTBa, TIPU KOTOPOH OTMeUajIH MOJTHOE MOJaBIEHHEe POCTa S. aureus.

[00390] 3nauenmst MUK HEKOTOPBIX WPOIEKAPCTBEHHBIX KOHBIOTATOB

KIMHIAMUIMHA npuBeneHsl B Tadmaume 11.

Taonuna 11: 3navenns MUK pa3ziuyHbIX KOHBIOraTOB KJIHHAAMHIHHA B

MKT/MJI.

Konsbrorar MUK (MKr/mJ)
KnungaMuuH-1maasMITar 128
Knunzamunus-i1aypar 128
Knunzamunus-creapar 32
Knuazamunun-10-yHaenunesHar 128
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KnuazamMunmH-cy KUMHAaT- 32
TPUKJIO3aH
IIpamep 19: Honyuenne HAHOYACTHI NPOTHBOrPHOKOBBIX H

aHTI/lﬁaKTepI{aJ'leBIX areéHToB

[00391] Hexortopsie nmpoTHBOrprOKOBBIE M AHTHOAKTEPUATBLHBIE areHTHI s
MECTHOTO NIpHMEHEeHUs moiydatd B ¢opme HaHowyacTHu. HaHouacTuipl momydanud npu
MOMOILIM JBYX IOAXOAOB. HAHOOCAKIACHHUS C INPUMEHEHHUEM OIHOrO IMOJUMEpa U ¢
NpUMEHEHHeM KOMOWHAIMKA monuMepoB. [lonyueHrne MOIMMEPHBIX HAHOYACTHL ITyTeM
HAHOOCKIEHHSI U TONOJHUTEIbHON 00paboTKU MOMydyaeMbIX AUCIEPCUH MOKa3aHO Ha

IMpUMEpPe UCITOJIB30BAHU NUPUTHOHA TUHKA B KAYSCTBE HpOTI/IBOFpI/IGKOBOFO arcHra.

Ioayuenus noiumepuvix nanowacmuy ZPTO

[00392] INMupuTrOH UKMHKA HApsSIAY ¢ KOMOWHALIUEH PA3IMUHBIX MOJIUMEPOB U
KHUPHBIX ~KHUCIOT/TUMMIAOB TPUMEHSUIM A1l TONYUYEHHsST HEeCKOJbKUX JWCHepCHi
HAHOYACTHI], HEKOTOPbIe M3 KOTOPBHIX IOJBEPrajll IOMOJHHUTEIBHOH 00paboTke wis
NOJyYeHUs] CBOOOZHOTEKYUYEro MOpomKka cO CcTaOWIBHBIMH  HAHOYACTULAMU H

SHAUYUTCIBHBIM COACPIKAHUEM JICKAPCTBEHHOT'O CPEACTBA.

[00393] Ocaoicoennvie Hanowacmuyvl ZPTO u noausununoeo2o cnupma
(IIBC): PactBop nuputuona muaka, [IMCO u TT'® no kamusm nobasisuid B 1% BOIH.
pacteop TIBC (ruapomuzoBanHoro Ha 80%) mpH NepeMEIuBaHUU CO CKOPOCTBEO
npumepHo 1200 06./mMuH. [lucnepcuio mpoaonKaid NepeMeIlnBarh B TeueHue 24 4acos
st ynanenust TT'®, a 3arem tenrpudyruposanu rnpu 1000 00./MuH. B TeucHue 10 MUHYT
AU Y AAICHUST KPYIIHBIX Y9acCTUll, €CJIM OHU NPUCYTCTBOBAJIHA. 3arem OpOBOAWIN aHAIU3
auHamudeckoro paccesHus cseta (JIPC) nomyuennoii cmecu [Zgy: 337 aM, PDI: 0,165] Ha
Malvern ZetaSizer ZS90.

[00394] Ocanxcoennvle HAHOYACUY bl ZPTO, MPUNATLMUMUNA
(eruyepunmpunanemumama) u [IBC: PacTBOp NHPUTHOHA LWHKA, TPHUIATbMUTHHA,
JAMCO u TT'® no xarmsm goGaensuia B 1% Boan. pacreop [MBC (ruapon3oBaHHOTO Ha

80%) mpu mnepeMelIMBAaHWU CO CKOpPOCTbEO mpuMepHo 1200 06./muH. [ducnepcuro
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NpOAOKANM TepeMellnBaTe B TeueHue 24 uacoB ans yjaineHuss TI'®, a 3arem
ueHrpudyruposanmu npu 1000 06./mMuH. B TedeHue 10 MUHYT Ui yIaISHHUS] KPYITHBIX
YaCTHI, €CTH OHH MPHUCYTCTBOBATH. 3areM mpoBoawan aHamm3 JIPC monaydeHHON cMecH

[Zcp: 526 am, PDI: 0,221].

[00395] Ocaoicoennvie  uanouacmuyvr ZPTO, Capmul MCM C8 EP
(enuyepurmonoxanpurama) u [IBC: PactBop muputHoHa nunka, capmul MCM C8 EP
(mpoussoactea Abitec), IMCO u TT'® no karuisim nobdasnsuin B 1% BoaH. pactBop [1BC
(ruzpommzoBanHoro Ha 80%) mpw mNepeMemdBaHUK CO CKOPOCTBIO mmpumepHO 1200
00./MuH. JTUCIEPCHIO MPOTO/LKAIH IEPEMEIINBATL B T€UeHHE 24 4acoB I VAajIeHHUS
TT' @, a 3atem uentpudyruposanu npu 1000 06./MuH. B TeueHue 10 MUHYT 17181 Y JaIeHUS
KPYIHBIX ~ YaCcTHL, €CIM OHM  OPUCYTCTBOBAIM.  HamocamouyHyw  JKHIKOCTb
KOHIIGHTPUPOBATH C MCIOJB30BaHUEM LEHTPU(Y KHBIX GuibTpos (50 x/la; mpous3BoacTBa
Millipore). 3arem npoBoaunu anamm3 JIPC KOHLIEHTPHPOBAHHON auctepcud [Zg,: 731 HM,
PDI: 0,349], ompenmensiiu 3>PQeKTUBHYIO KOHLEHTPALUIO JEKAPCTBEHHOTO CpelCTBa
(90%), GUOMOTHYECKYI0 aKTUBHOCTH MO cpaBHeHHIO ¢ ZPTO He B (popme HAHOUACTHIL
Haxonen, KOHUIEHTPUPOBAHHYIO  JUCHEPCHIO JUOGUIM3HPOBAIM C  Caxapo3oii,
HCIIONBb3yeMOH B KadecTBe KpHomporekTopa (5%), a Takke ONMpemessuii COIeprKaHue

JekapcTBeHHOro cpeacraa (7%).

[00396] Ocaxcoennvie Hanovacmuywvt ZPTO, CMI'K, Capmul MCM C8 EP u
IIBC: Pacteop nuputuona muaka, CMI'K, capmul MCM C8 EP (npousBoacrea Abitec) u
JIMCO mo xamisim goGasnsiiin B 1% Boan. pactBop [IBC (ruaposuzoannoro Ha 80%)
IPU TepeMeINBAHIH CO CKOPOCThIO mpuMepHO 1200 06./mMuH. [lucriepcuio mpoaoKaIu
nepeMennBaTh B TeueHue 24 yacos 1 y ganenust TT'®, a 3atem neHTpudyrupoBaiu npu
1000 00./mMmuH. B Teuenne 10 MHUHYT A8 yIOATEHHWS KPYHHBIX YaCTHL, €CJIH OHH
NPUCYTCTBOBAIH. 3arteM nposoauay aHamu3 JIPC nmomyuennoii cmecu [Zg,: 330 um, PDI:

0,176].

[00397] Ocaxcoennvie nanovacmuyvl ZPTO, CMI'K, Capmul MCM C8 EP u
SLES (naypemcynspam nampus): Pacreop nupuruona uuaka, CMI'K, capmul MCM C8
EP u IMCO mo xamnsim gobasisuim B 0,1% Boan. pacteop SLES npu nepememmBanuu o
cKopocThio puMepHOo 1200 00./MuH. JIucnepcuio MpoIoKaId epeMENINBaTh B TEUEHHE
24 yacos ans yaainenus TT'®, a 3arem nenrpudyruposantu npua 1000 00./MuUH. B TeueHHE
10 MuHYT 4781 yAaneHusl KPyIMHBIX YAaCTHL, €CIU OHU IpUCYTCTBOBanIM. Hamocanounyro

KUAKOCTh KOHLIEHTPUPOBAIM C HCHOB30BAaHHEM IEHTPU(YKHBIX GuibTpoB (50 k/la;
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mpousBoactea Millipore). 3arem mnpoBogunu aHamu3 [JPC  KOHIIEHTPUPOBAHHOM
mucnepcun [Zegy: 140nm, PDI: 0,231], onpenmensiiu 3¢ ¢eKTHBHYIO KOHLEHTPALIUIO
JekapcTBeHHOTo cpeactaa (48%), OMOIOrHUYeCKy 10 aKTUBHOCTH 0 cpaBHeHMI0 ¢ ZPTO He
B (hopme HaHouacTHU. HakoHel, KOHUEHTPHUPOBAHHYIO IUCIEPCHIO JTUOPUIM3UPOBATH C
MAHHUTOM, MCIIOJB3YEMBIM B KaueCTBE KPHOMpoTekTopa (2-5%), a Takke Ompenesiiun

coJepKaHHe JIEKapCTBEHHOTO cpeacTaa (8%).

[00398] B Tadonume 12 npuBeneHs! AaHHBIE TSI HEKOTOPBIX MPENaparoB Ha

OCHOBC HaHOYaCTHUL NMPUTUOHA HUHKA, MTPUBECACHHBIX B KAUCCTBE IMpUMEpPa.

Tabmapma 12: Pacopenesenne  cpeannx  pasmepoB  (Zg,), HHIEKC
nomaaucnepcaocta (PDI) m cocraBp xomMmo3umumii JJisi HEKOTOPHIX NMpenapaToB Ha

OCHOBE€ HAHOYACTHI IHPHTHOHA NHHKA.

Kon
Z,y; (M) PDI KommnonenTs1 mpenapara
npenapara
VZP-NP-028 337 0,165 | (ZPTO : AMCO : TT'®) + 1% INBC
VZP-NP-054 526 0,221 | (ZPTO : AMCO : TT'® : Tripalm) + 1% I1BC
VZP-NP-063 569 0,177 | (ZPTO : AMCO : TT'® : Ceteth-10) + 1% INBC
(ZPTO : IMCO : TT'® : Capmul MCM C10) + 1%
VZP-NP-068 362 0,213
IMBC
(ZPTO : IMCO : TT'® : Capmul MCM C8 EP +
VZP-NP-070 476 0,264 )
Precirol ATO 5) + 1% IIBC
(ZPTO : AMCO : TT'® : Captex 355 EP/NP) + 1%
VZP-NP-072 480 0,241
IMBC
(ZPTO : OIMCO : Trd : Tripalm) + 1%
VZP-NP-083 676 0,251
nojokcamep 188
(ZPTO : AMCO: Tr'd®d: Captex 355 EP/NP +
VZP-NP-092 445 0,273
creapuHOBas Kucnora) + 1% nonokcamep 188
(ZPTO : AMCO : TT'® : auunblii geuutud B TT'®)
VZP-NP-100 434 0,211
+ 1% INBC
VZP-NP-108 462 0,181 | (ZPTO : IMCO : TT'® : coeBelii netutud B TI'D)
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+ 1% IIBC

(ZPTO : IMCO : TT'® : Capmul MCM C8 EP) +
VZP-NP-112 492 0,249

1% INBC

(ZPTO : IMCO : Tr'® : Capmul MCM C8 EP +
VZP-NP-115 788 0,298

creapuHoBas kucinora) + 1% I[NBC

(ZPTO : IMCO : TI'® : Capmul MCM C8 EP +
VZP-NP-120 463 0,348

Capmul MCM C10) + 1% I1BC

(ZPTO : AMCO : CMI'K : Capmul MCM CS8 EP) +
VZP-NP-148 65,3 0,282

>

1% IBC




168

POPMYJIA U3OBPETEHUA

1. TIporuBorpubkoBOoe WM aHTUOAKTEPUATLHOE MPOJNIEKAPCTBO HA OCHOBE

KOHBIOTaTa (HOPMYJIBL;

(1)

(i)

(iii)

(iv)

(AFA)u-X-(L)y, rae: AFA mpencrapiser co0oii mpOTHBOIPHUOKOBBIN HIH
antubakTepuanbHbIl  areHT, L mpexacraBasier coboit  Hocutenp, X
npeacTaBisieT co0oM TUHKED; m u3MeHsieTcst oT 1 10 10 u n u3MeHseTcs oT

2 no 10;

[(AFA)w-X]p-L, rme: AFA mpeacrasisier co0oif mpOTHBOrpUOKOBBINA HITH
antubakTepuanbHbiii  areHt; L npeacraBaser coOoif  HocuTenb, X
npeacTaBseT codoit TuHKep;, m” cocrasisier oT 1 1o 10 u p cocraBnseT oT

1 10 10;

AFA-[X-(L)y]q, rme: AFA mpeacrasisier coOoif MpOTHBOrpHOKOBBIH MM
antubakTepuaneHblii  areHr, L mpeacraeaser coboit HOcuTenms, X
mpeacTaBisieT co0oit uHKep; n” coctaeisier oT 1 10 10 u q cocrasisier or
1 1o 10, mpu ycaoBum, uto uro 06a n' M  OTHOBPEMEHHO HE PaBHSIOTCS 1]

WIn

(AFA)n-X, toe: AFA mnpexncraeasier co0Ooif MPOTHBOIPUOKOBBIA MU
antubakTepuanbHbIil areHT; X mpeacraBiseT cobo JuHKEp W m’’

cocrasJsieT oT 1 10 10.

2. IlponexapcTBO Ha OCHOBE KOHBIOTATA IO M. 1, OTIMYAIOIIEECS TeM, UTO M’ | P

paBHstOTC 1.

3. IlposexkapcTBO Ha OCHOBE KOHBIOrara mo m. 1, oTiauuaromeecss TeM, 4To (

cocrasiister 1 U n’ cocrasisier 2.

4. TlpomekapcTBO HA OCHOBE KOHBIOTATa MO M. 1, OTIHMUAroIIeecs Tem, uro m’’

COCTaBJISIET 2.

5. TIpoaekapCcTBO Ha OCHOBE KOHBIOTara mo I. 1, OoTIMYaromeecs TeM, 4YTO

IIPOJICKAPCTBO HAa OCHOBC KOHBIOraTa nNpeacTaBjisIeT co0oif HaHOYaCTHULY .
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6. TlposekapcTBO Ha OCHOBE KOHBIOTara mo I. 5, OTIMYAIOLIEeCs TeM, 4YTO

HaHOYaCTUIa UMeeT pasmep oT 1 M 10 1000 HM.

7. IIponekapcTBO HA OCHOBE KOHBIOrara mo Jirodomy u3 I.o. 1-6, oTinuaroiieecs
TEM, YTO IPOJEKAPCTBO NMPUTOTOBJICHO B BHJE HAHOUYACTHUIIBI, BBIOPAHHOW W3 TPYTIIBL
COCTOSIIIEN M3 JTUIOCOM, MOJIMMEPHBIX HAHOYACTUL, HAHOSIMYJBCHM, CHCTEM IOCTABKH
JeKapCTBEHHBIX CPEACTB C CaMOMNPOU3BOJBHBIM (POPMUPOBAHHEM MHUKPOIMYJIBCHH
(SMEDDS), TBepApIX JIHNUAHBIX HAHOYACTUL, HAHOCTPYKTYPUPOBAHHBIX JKHUAKHX

KPHCTAILUIOB M JTIOOBIX KOMOMHALIMI YKA3aHHBIX COSIUHEHHIA.

8. IlponexapcTBO Ha OCHOBE KOHBIOrara mo Im. 7, OTJIMYAIOIIEECs TeM, 4TO

HaHoyacTuua uMeer pazmep ot 20 am 10 500 HM.

9. TponekapcTBO Ha OCHOBE KOHBIOTAra Mo JI0OoMy M3 ILI. 1-8, oTinuaromeecs
TEM, 4YTO JIMHKEP CBA3aH IO aroMy asoTa, BXOMIIIEMY B KOJIBLO (I)paFMeHTa as3oJja
HpOTI/IBOFpI/I6KOBOFO nin aHTHGaKTepI/IaJII:HOFO arcira, Wind JIMHKEp CBiA3aH TII0

THIPOKCHIBHOM IPyIIIIe MPOTHBOTPUOKOBOTO WJIH AHTUOAKTEPUATBHOTO areHTa.

10. TIponexapcTBO HA OCHOBE KOHBIOrara mo JrdoMy u3 m.o. 1-9, oranuarmeecs

TEeM, YTO JJMHKEP MPECTaBIseT COOO0M paciienisieMblil THHKED.

11. TIponekapcTBO HA OCHOBE KOHBIOTaTa Mo JTIo0oMy U3 1.1 1-10, oTinvaromeecs

TEM, 4TO JIMHKED PaCILEILISIeTCsI 3CTepa3oil.

12. TlpoaexkapcTBO Ha OCHOBE KOHBIOTara mo 1. 11, oTiuuarouieecst TeM, 4TO

acTepasa mpeACTaBIsieT Co00i Tumasy .

13. TlponexapcTBO HA OCHOBE KOHBIOrara no JwodoMy u3 .. 1-12, ortnnuaromeecst

TEM, UTO JIMHKEP PacIIeruIsieTCsl o AeiicTBHeM unasel rpudka Malassezia.

14. TIpoaekapcTBO Ha OCHOBE KOHBIOTara mo m. 13, oTauuaromeecst TEM, 4TO

rpudOK OTHOCUTCS K poay Malassezia spp.

15. TIponexapcTBO HA OCHOBE KOHBIOTaTa Mo JrodoMy U3 ILIL 1-14, oTnuaromeecs

TEM, UTO JIMHKEP BBIOPAH IPYIIIbI, COCTOSIIEH n3:



(i)

(iif)

@iv)

)
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—CH(RI)-, rie R! npencrasiser coboii H wmm C;-Ce ankunm, KOoTOpbIit
BO3MOJKHO 3aMeIleH W/WIN COACPKUT B Ienu OauH win Ooree

TETepOaTOMOB, aPUJIOB, FETEPOAPWIOB, LIUKIUIOB WIH MeTEPOLUKINIOB;

OR* < 4

bra | x bra | x R220 | =
NN RN Rz N NRN ZN Ny
R# , R# I R% . tme R®

npeacTaBnsier coGoi THAPOKCHI-3aMTHYI0 rpymmy; R> mpexcrasiser
coboit C;-C¢ anxumi, KOTOPBI BO3MOXKHO 3aMeIleH WM COAEPKHUT B LENH
oaMH min Oojee reTepoaroMoB, APIIOB, TeTEPOAPUIIOB, LUKIAIOB WIN
TeTePOIUKITIIOB;, U RY orctycTByer wian mpeacrasisier coboit H, Ci-Cg

AJTKWJI I alf|JI, Ka)K,HBIﬁ U3 KOTOPBIX BO3MOIKHO 3aMEIICH,

noaudTwieHrmkost popmynsl -CH,CH,|OCH,CH;],OHC,CH,-, rae a

cocrasisier 1-50;

~CH,C(R*¥R™®)CH(OR*)C(O)N(R*Y)-(CH,)y-, tae R*™ u R* mesasucumo
npeacrasiastotr codoid H mmm C;-Ce ankui, KOTOpBIi BO3MOXKHO 3aMeIleH
W/UNMA  COAEPXHUT B LENM OAWH Wi Oo0Jiee TreTepoaroMoOB, AapuiioB,
reTepoapwIoB, UKIHIOB WA TE€TEPOIHKIAIOB, R npeacrasiser coboit
H unm HOCHTEND, R¥ npeacraeiaser coboit H, ankui, aakeHuT, aJKHHHL,
LUKIAI, TETEPOLUKINI, apui WIM TeTepoapui, KaXKIbli W3 KOTOPBIX

BO3MOKHO 3aMellieH; u b cocrassier 1-10;

x ‘77{
| gtR)

= c \

, tme R" mpencraBnsier coGoit ramoren, CN, CFj;,

ANKWI, ATKSHWI, MUKIWI, TEeTePOUUKIWI, apui, rerepoapui, NO, OR®,
OC(O)R*™ OC(0)OR* N(R*),, NHC(O)R* NHC(O)OR" C(O)R®,
C(0)OR*, SR* mmu SO,R*, kakaplit U3 KOTOPBIX MOXKET OBITh 3aMEIIEH;
R*% B kaxzom clydae HE3aBUCHUMO TMpeiacTtaBisier coboit H, amxum,
ANKESHUT, ATKUHWI, MUKW, TETEPOLUKIH, AP WK TeTEPOAPUT, KaXKIBIH

M3 KOTOPBIX MOXKET OBIThH 3aMeITeH; B ¢ cocTtaBser oT 0 10 4;



(vi)

(vii)

(viii)

(ix)

(x)

(xi)

(xii)
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—~CH,CH(R®)-, rze R npexacrasisier co6oit H mmn C1-Ce ankm, KOTOpBIi
BO3MOJKHO 3aMeIleH W/WIN COACPKUT B Ienu OauH win Ooree

TETepOaTOMOB, aPUJIOB, FETEPOAPWIOB, LIUKIUIOB WIH MeTEPOLUKINIOB;

7 7 o
—CH(R")C(0)-, rae R’ mpencrasnser coboii H, C;-C¢ anxwmm, apwn,
reTepoapil, MUK WINA TeTEPOLUMKIII, KK U3 KOTOPBIX BO3MOMKHO
3aMeIleH W/WIH COAEPKUT B LIENH OJUH WK 00ee reTepoaToMOB, apuIioB,

rerepoapuiIoB, HUKIIUIOB WIX T'CTCPOLUKITUIOB,

~CH(R»OC(0)-L’-C(0)0-, rae R® mpeacrasaser coboit H mwm C;-Cs
amkan, u L’ mpeacraenser co0oil ankui, KOTOPBI BO3MOXKHO 3aMelleH
WU CONEPKUT B LENW OAWH WIN Oolee TeTepoaroMoB, APUIIOB,
reTepoapuioB, IMKJIWIOB HIM TeTePOLUKINIOB, KAKABIM W3 KOTOPBIX

BO3MOKHO 3aMCIICH,

—CH(R®’)OC(0)-, -CH®R’)OC(0)-L’-, -CHR’)OC(0)-L>-Y- wm -
CH(R’)OC(0)-L>-Y-C(0)-, rme R’ mpexcranser coboit H mmu C;-Ce
ankwia; Y mpeacrasiser codoit O, S wnu NH; u L° mpencrasiser coboit
ANKWI, KOTOPBI BO3MOXKHO 3aMelleH W/WIHU COIAEPKUT B LIEMH OJUH WU
Oolee  rerepoaroOMOB,  APWIOB,  TIEeTEPOAPWIOB,  LMKIWIOB WU

reTePOLUKIIUIIOB, KaKIBIN U3 KOTOPBIX BO3MOKHO 3aMEIIICH,

~CH(R'™0C(0)-L’-C(O)OCH(R'®)-, rze R u R!® gesasucumo
npeacrasasitoT coboit H mmm C1-Cs ankui, Kakaplii 13 KOTOPBIX BO3MOXKHO
3amenieHn;, u L’ mpeacrasiaser coboii C1-Cpo aakuj, KOTOPBIM BO3MOMKHO
3aMeIleH W/WIH COAEPKUT B LIENH OJUH WK 00ee reTepoaToMOB, apuIioB,
rerepoapuiIoB, LUKIWIOB WIA TCTCPOLHUKIUIOB, K&)K,E[I:If/i U3 KOTOPBIX

BO3MOKHO 3aMCIICH,

-C(0)-L’-C(0)-, -C(0)-L’-, —-C(0)-L’-Y- umu —C(0)-L’-Y-C(O)-, tne Y
npenacraensier coboit O, S wim NH; u L’ mpeacrasnsier coOoii ankw,
KOTOPBIA BO3MOJKHO 3aMEIEH W/WIH COAEPKUT B IEMU OJWH WU Oolee
reTepoaroMoOB, ApPHJIOB, TETEPOAPUIIOB, LUKIHIOB WU TETePOLHUKINIOB,

Ka)KI[LIﬁ 13 KOTOPBIX BO3MOYKHO 3aMEIICH,

-C(0)-L’-C(0)O-[CH,CH;0]y-, Ttme Vv’ cocrapmsger 1-500, m L’

MpeacTaBaseT Co0OM ajKWI, KOTOPBI BO3MOKHO 3aMEIleH W/HIx
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COACPKUT B LCTIM OAUH WUJIN Ooutee rerepoaroMoB, apuiioB, reTCPOAPUTIOB,

IUKJTAIOB WA TeTEPOLUKIHIOB, KAKIBIH U3 KOTOPBIX BO3MOXKHO 3aMeEIlEeH;
(xii1)) CMIK;
(xiv) mpsiMOi CBSI3H;
(xv)  mukapOOHOBOW KHCIOTHI,
(xvi) OeTa-THIPOKCUKUCIIOTHI;
(xvil) TOTUTHIPOKCUKUCIOTHI, U
(xviil) Jr00BIX KOMOMHAIMH yKa3aHHBIX COSAMHEHHM,

16. IIponexapcTBo HA OCHOBE KOHBIOTaTa 1o JrodoMy u3 L. 1-15, ortnuaromeecst

TEM, YTO MPOTUBOTPHOKOBEIA areHT COJNEPKHUT (PparMeHT a3ojia WIH THAPOKCHIBHYIO

rpynmy.

17. TlponexapcTBO HA OCHOBE KOHBIOrara no JwodoMy u3 L. 1-16, ornnuaromeecst
TEM, YTO MPOTHBOIPUOKOBBIA areHT BBHIOpAH M3 TPYMIBL, COCTOSIIEH U3 (IYKOHA30Ja,
M3aBYKOHA30J1a,  WTPAKOHA30/1a,  KETOKOHA30/1a,  MHKOHA30Ja,  KIOTPUMA3oa,
BOPHKOHA30J1a, MOCAKOHA30J1a, PABYKOHA30J1a, HATAMHUILIMHA, JIy IEH30MHULIMHA, HUCTATHHA,
amporepunuHa B, >XMHOKAaHIWHOB, KaHCHAAca, NPATUMHUIMHOB, OCAHOMHIMHOB,
HUKKOMHMIIMHOB, COPJAPUHOB, AJUTIIIAMUHOB, TPUKIO3aHA, MUPOKTOHA, (eHmpormumopda,
TepOnHa(pUHA, NPOTHBOIPHOKOBOrO MENTHAA, & TAaKKe MPOM3BOJHBIX M AaHAIOTOB

YKA3aHHBIX COEINHEHUH.

18. IponekapcTBO HA OCHOBE KOHBIOTATa MO JTI00oMy U3 L. 1-17, oTinuaromeecs

TEM, UTO aHTHOAKTEPUATBHBIN areHt siBisteTcst 3pdekTuBHEIM npoTHB P. acne.

19. TlponekapcTBO HA OCHOBE KOHBIOrara mo Jawobomy u3 miu. 1-15 wmm 18,
OTJINYAIOIEeCs] TEM, UTO aHTHOAKTEPHATBHBIM areHT BBHIOPAH W3 TPYIIBL, COCTOSILEH W3
Ma.KpOJ'II/II[OB WK KE€TOJIUAO0B, TAKHX KaK 3pI/ITpOMI/I]_[I/IH, aSI/ITpOMI/I]_[I/IH, I(J'IapI/ITpOMI/IL[I/IH nu
TEMUTPOMHUITHH, OeTa-TakTaMOB, B TOM 4YHCIE TMEHUIWIINHA, e(aToClopuHa Hu
kapOareHeM, Takux Kak kapOarmeHeM, MMUIIEHEM H MEPOIIEHEM; MOHOOAKTAMOB, TAKUX
Kak neHumuinH G, TeHWOWIIHH V, METHIWIIWH, OKCAIllWUINH, KIOKCAIUJUTHH,

JUKJIOKCAITUJIJIHH, Ha(b OUJIJINH, AMITHITUJIJINH, AMOKCHITUJIJIMH, Kap6eHI/IL[I/I.]'L]'II/IH,
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THKAPITU/UTAH, ME3TONMIIVH, MUIEPAlAINH, a3I0IMUINH, TEMOIMLIHH, e(aToTHH,
uedamupun, ueppaauH, uedaropuaunH, uedasoamH, uUehaMaHmoN, HeDYpPOKCHM,
uehanekcur, uedrpo3wa, uedakiaop, Jopaxkapded, uedokcutuH, uedhmMeTason,
uedorakcuM, nepTU3OKCUM, UepTpuakcoH, uedomnepazoH, uehTazsuauM, HSPUKCUM,
uednogokcum, negrudyreH, uedauaup, uehnupom, nehenuM U a3TPEOHaM; XUHOJIOHOB,
TaKUX KaK HATUIUKCOBAsI KUCIOTA, OKCOTMHOBASI KHCI0TA, HOP(DIOKCAH, e I0KCAIHH,
JHOKCAlUH, OQIOKCAMH, JeBO(IOKCAMH, HUIPO(QIOKCAHH, TeMadaIoKCalvH,
nomediokcaiiud, (aepokcanuH, rpemnadiokcanuH, crnapdaokcamnuH, TpoBadIOKCALVH,
kuHadIoKcamH, raTu()I0KCAIINH, MOKCH(IOKCAIIUH, CUTA(pIOKCAINH, raHe()IOKCALIUH,
remuaokcanns  w  masy(aoxcaumH, aHTHOAKTEPHATHHBIX  CYyJb()OHAMHIOB W
AHTUOAKTEPUANBHBIX CYJIb(HOHUIAMHUIOB, B TOM YHCIIE NAPA-aMUHOOEH30MHOM KHUCIOTHI,
cyabdaanazuHa,  cynb(uzokcazona,  cynb(amerokcazoia M cyabaranumuHa,
AMUHOTTTHKO3UIOB, TaKHX KaK CTPENTOMHUIIMH, HEOMHIMH, KaHAMWIMH, MapPOMHIINH,
TeHTAMHUIIUH, TOOPAMUIIMH, AMHKAIMH, HETUJIMUIVH, CIEKTHHOMHUIIUH, CHCOMHUIIVH,
IUOeKATUH U W3ENIaMULINH; TETPALUKINHOB, TAKAX KaK TETPALMKINH, XJIOPTETPALUKIIHH,
JCMEKITOIMNKIINH, MHUHOIIMKJINH, OKCUTETPALTUKIINH, METAIHKIINH, JOKCHITUKJIINH,
prudaMULIUHOB, TAKUX KaK pudaMmuiuH (TaKke Ha3blBaeMblil pudaMnuH), pudarneHTuH,
pudalOytun, OeH3oKCasuHOpH(pAMHLIMH H pPHPAKCUMUH, JHHKO3AMHIOB, TaKHX Kak
JJUHKOMHIIMH U KIIMHAAMHUIOHWH, TNIHKONCIITHUAOB, TAKHX KaK BAHKOMHIIMH 1 TEﬁKOHHaHHH;
CTpENTOrpaMrUHOB, TaKUX KAaK XUHYIPUCTHH U Z[aq)HOHpI/ICTI/IH; OKCa30JIHAUHOHOB, TaAKHX
KaK JIMHE30NMUA;, TMOJUMHUKCHHA, KONUCTHHA ¥ KOJMMHIIMHA, TPUMETONPHMA |

OanuTpaIuHa.

20. IponexapcTBO HA OCHOBE KOHBIOTaTa Mo JrodoMy U3 .. 1-19, orivuaromeecs

TEM, YTO HOCHUTENb COJAEPKUT KAPOOKCUITBHY IO WIH THAPOKCHIBHY O TPYIIY .

21. IponekapcTBO HA OCHOBE KOHBIOTaTa Mo JIIo0oMy U3 .1 1-20, oTiuvaromeecs
TEM, YTO HOCHTETh NPEACTaBIseT cOoOOU monmumep, KapOOKCHIMPOBAHHBIA MOIMMED,
THIPOKCHIMPOBAHHBIM IONUMEpP, IOJM3TUICHITINKONG, KapOokcuinposanHsiii [10T;
KUPHYIO KUCTOTY, comepkaiyto Ce-Cae aaku, KOTOPBIH BO3MOXKHO 3aMelleH H/HIH
COINEPXKHUT B LEMH TeTepoaroM, apwi, TeTepoapwy, LNUKIWI WIA TeTepOLHKINIT,
AMUHOKHCIIOTY; TEeNTHA;, HYKICHHOBYIO KHUCIOTY, DIHLEPHH, 3aMEIleHHbIH TIJTMLEpUH,
aHTUOAKTEpUANBHBIN areHT, MPOTHBOIPHUOKOBBIN areHT; anb(a-ruIpOKCHKHUCIOTY, Oera-
TUAPOKCUKHCIOTY, ABYXOCHOBHYIO OKCAKHCIOTY WIH OOV KOMOMHALIMIO yKa3aHHBIX

COEIUHEHUI.
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22. TIponekapcTBO HA OCHOBE KOHBIOTATA 1O TF0O0MY U3 0. 1-21, oTauuaromnieecs
TEM, YTO HOCHTENb MPEACTaBIsIeT COOOW KUPHYIO KHUCIOTY, BBIOPAHHYIO W3 TPYIIIHL
COCTOSIIIEN M3 KampUJIOBOH KHUCJIOTBI, HETaprOHOBOW KHCIOTHI, KaIPUHOBOM KHCJIOTHI,
YHAELUJIOBON KUCIOTHI, Jay PUHOBOM KHMCIIOTBI, TPUACLWIOBOW KHUCIOTHI, MUPUCTHHOBOM!
KHUCJIOTBI, TIEHTAASIIIOBONH KHUCIOTHI, NAJIBMHUTHHOBOH KHCJIOTBI, TeNTaleKaHOBOU
KHUCJIOTBI, CTEAPUHOBON KUCIOTHI, HOHAAELWIOBOH KHUCIOTBHI, apaxUIUHOBOH KHCIOTEL,
TeHAPHKO3UIIOBON  KHCJIOTHI, 0OereHOBOM  KHCJIOTBI,  TPHUKO3WIOBOM  KHCIOTHI,
JUHTOLIEPUHOBON  KHUCJIOTBL, TEHTAKO3WJIOBOM KHMCIOTHI, LEPOTHUHOBOW KHUCIOTHI,
TeNTaKo3WIOBOH  KHCJIOTBI, MOHTAHOBOW KHUCIOTBI, MHPUCTOJEHHOBOM KHCJIOTEHI,
NATEMUTOJEHHOBOU KUCIOTHL, CAIIUEHOBOU KUCIOTHL, OJEHHOBOW KHUCIOTHL, 371auAUHOBOM
KHUCJIOTBI, BAKLIEHOBOM KHMCIIOTBI, JUHOJIEBOU KUCIOTHI, TPAHC-TPAHC-TMHOJEBOU KUCIIOTHI,
O-TUHOJICHOBOM  KHUCJOTBL,  Y-JTUHOJIEHOBOM  KHUCIOTBHI, apaxWIOHOBOM  KHUCJOTHI,
SUKO3AMEHTACHOBON KUCIOTHI, 9PyKOBOIM KMCIOTHI, JOKO3areKCaeHOBON KUCIOTHL, yuc-11-
OKTaJeleHOBOH KHUCIIOTHI, yuc-11-31K036HOBOU KUCIOTHI, YHASIUISHOBOH KUCIOTHI, YUC-
13-m0K03eHOBOII  KHCJIOTBI, HEOTENTAHOBOM KHUCJIOTHI, HEOHOHAHOBOM KHCJIOTBHI,
HEOJEKAHOBOM KHUCIOThL, W30CTEAPUHOBOM KHUCTIOTHL, 10-yHIELEHOBOMH KHUCIOTHI WIH

azanajicHa.

23. TlponekapcTBO HA OCHOBE KOHBIOTATa MO JIIo0oMy U3 .1 1-21, oTinvaromeecs
TEM, UYTO HOCHUTEIb MPEACTABISIET OO0 MOMMMEp, BRIOPAHHBIN M3 TPYIIIbI, COCTOSIIEH U3
CMI'K, IIMK, TII9I, xwuro3zaHa, myJUlyJaHa, NOIWIAKTHUAOB, MOJUTIHKOINUIOB,
MOJIUKANPOJAKTOHOB, COMOJUMEPOB IMOJUMOJOYHOM U IOMUITIMKOIEBOM  KHCIOT,
MOJTUAHTHAPUAOB, TOIMAIICHIIOHKAIIPOJIAKTOHA, MOJHMAMUIOB, IOJNYPETAHOB, CIOKHBIX

noam>GUPaMHUIOB, CIOXKHBIX HOJTHOPTOI(PHUPOB, MOJMIUOKCAHOHOB, MOJTHALETATCH,

HOJUKETATEN,  MOMMKApOOHATOB,  MOJMOPTOKAPOOHATOB,  TOJHIUTHIPOITHPAHOB,
noaudochazeHos, MOJTUTHAPOKCHOY THPATOB, MOJIUTHIPOKCHBAIEPATOB,
MO ATKUIEHOKCAJIATOB, MOJUATKUJISH CY KIIUHATOB, MTOJTUSIOIOUHOM KHUCJTOTHI,
MMOJTMAaMHHOKHCIIOT, NMOJIMBUHUJITUPPOJIUAOHA, TTOJIUITHIICHIJIUKOJIA,

TIOJTUTH IPOKCUIIEILTEOIO3BI, TOMHMETHIMETAKPHIATA, XUTHHA, XWUTO3aHA, COMOJIMMEPOB
MOJUMOJIOUHOM M IOJUIJIMKOIEBOM Kucior, mnonurauneponcedanuuara (III'C) u
COIMOJIMMEPOB, TEPIOJIUMEPOB, IKEJIaTWHA, KOJLIareHa, IICJIKa, XHUTO3aHa, ajlbruHara,
LEJUTHOJIO3bI, MOJTUHY KIICMHOBBIX KHUCIOT, alleTaTOB LECIIKOJJI03BI (B TOM YUCJIC aualcrara
UEJLTIONO3bI), MOMUATUJICHA, MOJUIPONIISHa, MOMUOYyTWISHA, MOIMATIIeHTepedTanara
(IT9T), MONMBMHWIXJIOPHAA, MOJIUCTUPOJA, MOTHMAMHIOB, HEMIOHA, MOJUKApOOHATOB,

MOJHCY TBPHUIOB, MOJIMCY TE(POHOB, THApOTeNnen (Hampumep, AKPUJIAKOB),
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MO/ TMAKPUTOHUTPHIIA, MO TMBUHUITAIIETATA, arierodyTupara LEJLTIOJIO3bI,
HUTPOLIE/UTIONIO3B, COTOIMMEPOB ypeTaHa M KkapOoHaTa, COMOJMMEpPOB CTHPOIA H
MaJIEMHOBOM KHMCJIOTBI, MOJHITHIEHUMHHA, IUIIOpoHKKa (mojiokcamepos 407, 188),
rHajy poHa, relmapyuHa, arapo3bl, MyJUTyJIaHa, COMOIMMEPOB DTHIIEHA M BUHHJIOBOT'O CITUPTA
(TIBC) u comonuMepoB, COASPKAMX OAHO WU OOJiee COSTUHEHUsS U3 MEPEUNCISHHBIX

BBIIIE.

24. TIponekapcTBO HA OCHOBE KOHBIOTaTa Mo JII00oMy U3 ILIL 1-21, oTinuaromeecs
TEM, YTO HOCHTENb BBIOpAaH W3 TPYIIBI, COCTOSINEH M3 YHICUWIEHOBOH KHCIOTHL
MaJbMATUHOBOW KHUCIOTBI, OJIEMHOBOM KHCIOTHL, JHUHOJIEBOH KHCIOTHI, JaypUHOBOU
kucnotel, Lys-His-Lys-His-Lys-His rekcanentuna; L- wim D-tuposuna; L- wmu D-

cepuHa; L- unu D-Ttpeonuna; nentuaa u3 2-10 aMMHOKUCIOT, XUTO3aHA U IyJITy/1aHA.

25. TlponekapcTBO HA OCHOBE KOHBIOTATa MO JII0OOMY U3 IL.II. 1-24, oTinvaromeecs
TEM, UYTO KOHBIOTaT MPEACTaBIISICT c000l1 KOHBIOTaThl KETOKOHA30/JI-MCTHJICH-TIAJIBMHUTAT,
KETOKOHA30/1-1-3TUIEH-IATbMUATAT,  KETOKOHA301-METWISH-Iaypar,  KEeTOKOHAa301-1-
3TUJICH-JIAY ParT, KETOKOHA30/I-METU/ICH-Y HISLUICHAT, KEeTOKOHA30I1-1-3Tujen-
YHIELWISHAT, KETOKOHA30I-METUIECH-0J1eaT, KEeTOKOHA30/I- 1 -3THiIeH-01eaT, KeTOKOHA30-
METUJIEH-THHOJIEAT, KETOKOHA30-1-3THIeH-THHOIeaT, KeTokoHa3om-MeTuneH-CMI'K,
KETOKOHA30/I-NMUPUAOKCUH-YHACLIWICHOBASL KUCIOTA, JUMEP KETOKOHA30JI-MAHTEHOJ,
KETOKOHA30/I-MIPONWJISHIVINKOIb-TEKCAeNTH A, KETOKOHA30JI-MOJIOUHASI KUCJIOTA-XUTO3aH,
KETOKOHA30/I-METUJIEH-OKCAKUCIIOTa-XUTO3aH, Jumep KETOKOHA30J1-METUJIEH-
JBYXOCHOBHASI OKCAKHUCIOTA, JUMEP KETOKOHA301-METHISH-TJIyTAMUHOBASL KHUCIOTA,
KIMHAAMUIMH-TIAy DUHOBAST  KHUCIO0Ta,  KIMHAAMUIUH-TIHKoNeBass  kucinota-CMI'K,
KIUHAAMULIMH-sHTapHas  kucnota-CMI'K,  kiMHaaMMOMH-afananeH, 3pUTPOMHLUH-
JAypUHOBAsI KUCJIOTA, JSPUTPOMHULUH-MOJIOYHASI-IAy PUHOBASL KUCJIOTA, Jay pPUHOBAs
kuciaota-CMI'K-sputpoMunvH, — amananeH-TPUITHISHIIIUKOH-3PUTPOMHULAH,  AWMEp
KIMHIAMULMHA, JUMEP KIHHJAMULUHA C a3€JIauHOBON KUCIOTOW, JUMEDP KIIMHIAMULIUHA
¢ kapbokcunuposanHbM [1317, 1uMep KIMHIAMUIMHA C TJIy TAMHHOBOH KHCIOTOM, TuMep
KJIUHAAMULHA ¢ OKCUANYKCYCHOM KHCIOTOM, KINHIAMULWH-TPUKIO3aH, KINHIAMALUH-
[JIyTAMUHOBAS.  KHCIOTA-TPUKJIO3aH WM  KIMHAAMHLAH-OKCUJUYKCYCHAsl  KUCJIOTa-

TPHUKJIO3aH.

26. Hanouwacrunia, cozep:xam@ast (1) MepBbIi KOMIIOHEHT, BBIOpAHHBINA U3

HpOTI/IBOFpI/I6KOB]>IX arcHTOB, aHTI/I6a.KTepI/Ia.]'II>HI>IX ar¢HTOB WJIN KOM6I/IHaLII/II/I YKa3aHHbIX
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coequHeHuii; u (ii) BTOpPOM KOMIIOHEHT, BBIOPAHHBIA W3 JUMUAA, MOJUMEPA WM

KOM6HHaL[I/II/I YKa3aHHBIX COCIUH CHUH.

27. Hanouactuna mo m. 26, OTIMYAKOLIASICS TEM, YTO NEPBBII KOMIIOHEHT
coxep:kurcst B kojmuectse oT mpumepno 0,01 macc.% a0 mpumepHo 99 macc.% B

nepecuere Ha OOLIY 0 MacCy HAaHOYACTHIIBI.

28. Hanouactuua 0o n.0. 26 win 27, OTAWYAKLIAsICsl TeM, YTO JUNUA COACPIKUTCS
B komruectse ot nmpumepHo 0,01 macc.% mo mpumepHo 99 mace.% B mepecyere Ha OOy kO

MacCy HAaHOYACTHIIBL

29. Konsbrorar no jo00oMy u3 .0, 26-28, OTIMYAIOIIMNCS TEM, YTO TEpPBbIA H

BTOPOH KOMIOHEHTBI HEKOBATIEHTHO CBSI3aHBI APYT C APYTOM.

30. Hanowactuna mo mo0oMy u3 LI 26-29, OTIMYAKINASCS TEM, 4YTO
HAHOYACTHUI[A BLIOpAaHA W3 TPYIIBI, COCTOSIIEN U3 JIMITOCOM, MOJTHMEPHBIX HAHOYACTHIL,
HAHODIMYJILCHM, CHCTEM JOCTaBKH JIEKAPCTBEHHBIX CPEICTB C CaMOIMPOM3BOIBHBIM
(opmuposarrem Mukposmyascuu (SMEDDS), tBepabix munuanbix Hanouactui (TJIH),
HAHOCTPYKTYPUPOBAHHBIX JKUIKAX KPHUCTAIOB, HAHOYACTHI[ HA OCHOBE anbOyMHHA,
JEHIPUMEPOB,  VIJIEPOTHBIX  HAHOTPYOOK,  HAHOCTPYKTYPUPOBAHHBIX  JTHITHIHBIX

Hocureneii (HJIH), momuMepcoM, HAaHOKPHCTAUIOB, HAHOIMYTBCHI H T.11.

31. Hanowactuna mo mo0OoMmy wu3 Mo 26-30, OTIMYAKINASCS TEM, 4YTO

HAHOYACTULA UMEET pasMep OT npuMepHo 1 HM 10 npumepro 1000 Hm.

32. Hamowactuna mo mo0OoMmy wu3 ILI. 26-31, OT/IMYAKINASCS TEM, 4YTO

HAHOYACTULA UMEET pa3mep OT npuMepHo 20 HM 10 npumepHO 500 HM.

33. Hanowacrtuna mo mo0OoMy #3 ILI. 26-32, OTJIMYAKINASCS TEM, 4YTO

HaHOUYacTUa AOTMOJTHUTECIBHO COACPKUT MOBEPXHOCTHO-AKTUBHOC BEIIECTBO.

34. Cioco0 no 1. 33, OTAMYAOIIHNACS TEM, UTO TOBEPXHOCTHO-AKTHBHOE BEIIECTBO
comepkutcss B kojmuectBe oT mpumepro 0,01 macc.% mo mpumepno 30 macc.% B

nepecuere Ha OOLIY 0 MACCy HAHOYACTHIIBI.

35. Hamowacrtuma mo mo0OoMy #3 ILIL. 26-34, OTIMYAKINASCS TEM, 4YTO

HaHOUacCTula JAOIMOJTHUTECIBHO COACPKUT HOCUTE/Ib UJIU BCIIOMOI'aTCJIbHOC BEIIECTBO.
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36. Hanouactuna mo m. 35, OTIHYAKIIAsICSl TEM, UTO BCIIOMOTATENBEHOE BEIIECTBO
cogepxkurcs B koaumdectse oT mpumepHo 0,01 macc.% mo mpumepHo 30 macc.% B

nepecuere Ha OOIIY0 MacCy HAHOYACTHLIBL.

37. Hanouacruna mo mro0oMy u3 m.O. 26-36, OTIMYAKOIIASICS TEM, UTO UMK
BBIOpAH U3 CPYIIIbL, COCTOSINEH U3 JKHPHBIX KHCJIOT, KUPHBIX CIHPTOB, ITUIEPOIUIINIOB
(HarmpuMep, MOHOTJIMLIEPHIOB, IUIVIMLIEPHIOB H TPUDIHLEPHIOB), (Pochomunumos,
rnunepodocHomunuaos, CHUHTOIUIHUI0B, CTEPUHOBBIX JIUMUAOB, MPEHOIBHBIX JUMHAOB,

CaxapoIUIMUIO0B, TOTHKETHIOB U JTFOOBIX KOMOWHAIIWI YKA3aHHBIX COSTHHEHUIH.

38. Hanouacrunia mo mo0OoMy u3 M.0. 26-37, OTIMYAOIIASICS TEM, UTO UMK
BBIOpAaH W3 TPymmblL, cocrosimel w3 rauiepwitpunaiemurara (Tripalm), nerera-10,
SIMYHOTO JICLUTHHA, COEBOTO JieUTHHA, TimuepuiMonokamnpuiaara (Capmul MCM C8
EP), Capmul MCM C10, raunepaHTpUKanpuiaTa/Kamnpara (CAPTEX® 355 EP/NF),
rnunepungucreapara (turma [) EP  (Precirol ATO 5), naypuHOBOH  KHUCIOTHI,
TPUACLWJIOBON  KUCIOTBI, MHPUCTUHOBOW  KHCIOTHI, NEHTAACHWIOBOH  KHCJIOTHI,
NAIbMUTUHOBOM  KHUCIOTBI, MApPrapuHOBOM  KHCIOTBL, CT€APUHOBOM  KHUCJIOTHL,
HOHAIELUIOBOM KHUCIOTBI, apaxuIUHOBOW KHUCIOTHI, TE€HAIUKO3UIOBON  KHCIIOTHI,
OereHOBOM  KHCAOTHI,  TPUKO3WJIOBOW  KHUCJIOTHI,  JIHHTOLIEPUHOBON  KHCIIOTHI,
MEHTAKO3WJIOBON  KUCIOTBL, LEPOTMHOBOM  KHCJIOTBL, TENTAaKO3WJIOBOW  KHCIOTHI,
MOHTAHOBOH  KHCJIOTBI,  HOHAaKO3WIOBOH  KHCIOTBL,  MEIHWCCHHOBOM  KHUCIOTBHIL,
TEHaTPUAKOHTIIIOBOM KHUCJIOTHL, JTALEPUHOBOW KHUCIOTHI, MNCHLIACTEAPUHOBOU KHCIOTEL,
TeANOBOA KHUCIOTHL, IEPOILIACTOBONM KHCIOTHI, TeKCATPUAKOHTWJIOBONH KHCIOTHI, O~
JUHOJIGHOBOW KHUCJIOTBHI, CTE€APUIOHOBOW KHCIOTBL, JHKO3AIEHTAEHOBOW KHCIIOTHI,
JIOKO3areKCaeHOBOU KUCIOTHI, JUHOJEBON KUCIOTHI, Y-TUHOJEHOBOU KHUCIOTHL, TUTOMO-)-
JUHOJIEHOBON KHCIOTHI, apaxWJOHOBON KHCJIOTHI, OJEHHOBOWH KHCIIOTBI, 3JIaMAUHOBOM
KHUCJIOTBI, SHKO3€HOBOM KHUCIOTBI, 3PYKOBON KHCIOTHI, HEPBOHOBON KHCIOTHI, MUAOBOU
KHUCJIOTBI, MHPUCTOJICMHOBON KHUCIOTBHI, MNATBMUTOJIEHHOBOM KHCIOTHI, CAMEHOBOMU
KUCJIOTBI, OJEUHOBOW KHCIOTBL, JJIAWJIWHOBOM KHUCIOTBL, BAKIEHOBOM KHCIOTHI,
JUHOJEBOH KHCIOTHL, TPAHC-TPAHC-JIUHOJEBOM KHUCIOTBL, (-JTUHOJIEHOBOW KHCIOTHL,
apaxuJOHOBOU  KHCIOTBI, OUKO3ANEHTACHOBOH  KHUCIOTBL, JPYKOBOM  KHUCJIOTHI,
JOKO3areKCaeHOBOM  KHCJIOTBHI, KaNpHJIOBOH  KUCJIOTBHL, TEJIAPTOHOBOM  KHUCIOTEHL,
KApPUHOBOM KHUCIOTHI, YHIASLUWIOBOM KHUCIOTHI, JaypPUHOBOM KHMCIOTHL, TPUAECLHIOBOU
KHUCJIOTBI, MHUPUCTUHOBON KHCIOTBL, NEHTAACLMIOBOM KHUCIOTBHL, HATbBMHUTHHOBOM

KHUCJIOTHI, FeHTaﬂeKaHOBOﬁ KHCIIOTHI, CTeapHHOBOﬁ KHCJIOTHI, HOHaﬂeHHHOBOﬁ KHUCJIOTEBI,
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apaxuIUHOBON KHCIOTHI, TE€HIMKO3WIOBON KUCITOTHI, OEr€HOBOM KHUCIOTHI, TPUKO3UIOBOM
KHUCJIOTBI, TUHTOLEPUHOBON KHCIOTHL, IEHTAKO3WIOBOH KUCIOTHL, HEPOTUHOBOI KHUCIIOTEL,
TeNTaKO3WIOBOM  KHUCIOTBI, MOHTAHOBON KHCIOTB, MHPHUCTOJIEHHOBON  KHUCIIOTHI,
MATbMUATOJIEMHOBON KUCJIOTHI, CAITMEHOBON KUCIOTHI, OJIEMHOBON KHMCIOTHI, 371auJMHOBOH
KHCJIOTBI, BAKIIEHOBOW KUCIOTHI, JIMHOJEBOW KUCIOTHI, TPAHC-TPAHC-THHOJIEBOI KUCIIOTEL,
O-TUHOJICHOBOI ~ KUCJOTBI, y-JIMHOJCHOBOM  KHUCIOTBL, AapaxUJOHOBOM  KHCJIOTBHI,
3UKO3aMEeHTaeHOBOU KUCIIOTHI, 3PYKOBOM KUCIOTHI, JOKO3areKCaeHOBON KUCIOTHI, yuc-11-
OKTaJeLeHOBOU KHUCIOTHI, yuc-11-31MK036HOBOU KUCIOTHL, YHASHUICHOBONH KUCIOTHI, YUC-
13-10K03€HOBOM  KUCIIOTHI, HEOTENTAHOBON  KHUCIOTH, HEOHOHAHOBOW  KHUCIIOTHI,
HEOJCKAHOBOW KHUCIOTBL, H30CTEAPUHOBOM KHUCJIOTHL, 10-yHACLIEHOBOH KHCIOTEL,
tbocharuauoit kucnors! (hocharuaara, ®K), hocharuaunsranonamuna (nedaiuna, ©3),
docharugunxonuna (neuutura, ®X), pocharuauncepuna (®C), pocharuauanHozuTOMA
(®H), docharmaununosutonapochara (OGUD), docharuammmrozuToNOUPOCHaTa
(®UBD), docharumumurozurontpudochara (OPUTD), uepamuadochopHIXOTHHA
(chunromuenuuna, CM), uepamuadpochopuidTanosamuna (chuHromuenuta, uep-®9),
uepamMuAGochOpUIrIuIEepPrHa, XOJECTAHOB, XOJAaHOB, TMPETHAHOB, AaHAPOCTAHOB,
3CTPAHOB, XOJIECTEPUHA, KAIIPUJIOBOTO CIIUPTA, 2-3TWITEKCAHOA, TEIAprOHOBOrO CIIUPTA,
KanmpyuHOBOTO COMPTA, YHACIWIOBOrO CIHPTA, JIAypPHJIOBOTO CIHMPTA, TPUIELHUIOBOTO
CIUpTa, MHPHCTHIOBOrO CIHPTA, IEHTAAEWIOBOTO CHHPTA, LETHIOBOrO CIHPTA,
MATBMUTOJIEWIOBOTO  CIHPTA, TENTAajelWIoBOr0 CIHUPTA, CTEapWIoOBOTO  CHHPTA,
M30CTEAPUSIOBOTO CIUPTA, SIAUAUIOBOrO CHUPTA, OJCWIOBOTO CHHPTA, JIMHOJISHIOBOTO
CIIHpTA, 3J1aUI0TUHOJICUIOBOTO CIIUpTa, JIMHOJICHUJIOBOTO CIIUpTA,
3JaNA0TMHOJIEHIIOBOTO CITUPTA, PHUIIUHOJISHIOBOTO CIHPTA, HOHAIEIIIOBOTO CIHPTA,
aApaxuInUIOBOTO CIMPTA, TEHIMKO3UIOBOrO CMUPTA, OSTeHUIOBOrO CIHPTA, dPYLHIOBOTO
COHUpTa, JIMTHOLIEPWIOBOTO  CIHPTA,  LEPWIOBOIO  CIOHPTA,  |-renrTako3aHona,
MOHTAHWUJIOBOTO CHOHUpPTa, |-OKTako3aHoja, |-HOHAaKO3aHOJa, MHUPHULIMJIOBOTO CIHPTA,
MENUCCHJIOBOTO CIUPTA, |-TOTPUAKOHTAHOJA, TEIAMIOBOTO CIHPTA, LETEapUIOBOTO
COMpTa, MPOMWISHTIMKOAbAUKANpPATa, 1,3-mponaHanoIIuKanpuiaTa, CIOKHBIX 3(pupos
KAMpUIOBOW/KAMPUHOBOM KHUCJIOTHI W HACHIIEHHOrO JkupHOro crmupra Cpp-Cis,
MPOTHIEHTTHKOJIb AUKATPUIIOKApaTa, MPOTHIEHTTHKOJIb AUKA PHIIOKAIIPaTa, 1,3-
MPOIaH N0 AMKANPUIaTa/ JUKAIpaTa, CIULEPUITPUKATIPUIATA/ TPUKAIIPATa,
KampuIOBOTO/KAPUEBOT0  TPUTIHIEPUIA, TIHIEPUITPUKATPUIATa/Karpara/aay para,

[JIULEPUITPUKAIIPAIATA/ TPUKAIIPATA, KaIlpAIOBOT0/KaIPUEBOT0 TPUTIHMLIEPUAA,
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TIIUOCPUITPUKAITPUIT ara/ Karipara, TIIAOEPUITPpUALETATA, TIIAOCPUITPpUKAIIpUIATA,

TPHUOJIEWHA U JTIOOBIX KOMOMHAINH YKa3aHHBIX COSIMHEHUH.

39. Kowuwtorar mno moboMy u3 IO 26-38, OTIMYAIOLIMICS TEM, YTO
MPOTHBOTPUOKOBRINM areHT BBIOpAH W3 TPYMINBL, COCTOSINEH W3 I[UHK-THPHUTHOHA,
MHUPOKTOHOIAMIHA, abajyHruHa, anbakoHa30a, AUTHINHA, amoponguHa,
aHuynadyHriuHa, OEH30MHON KHCIOTBI C KeparoJHUTHYeCKUM areHToM, OyTeHaduHa,
OyTokoHa301a, KacmoyHruHa, TUKIONUPOKCa (LIUKIOMUPOKCOIAMIHA), LIUTPOHELIOBOTO
Macia, KJIOTPUMAa30y1a, KOKOCOBOTO MAaCia, KPUCTALIMUECKOTO (PHOIETOBOTO, S9KOHA301,
(enturonaszona, (aykoHazona, (GpaymuUTO3uHA WK S-PTOPUUTO3WHA, TPU3eO]yIbBHHA,
rajJonporuHa, foaa, W3aByKOHA30Ja, U30KOHA30J1a, UTPAKOHA30/1a, KETOKOHA30J1a, MUPTA
JUMOHHOTO, MuKayHrHHa, MUKOHA301a, HapTudUHA, Macaa CeMsiH HHMMa, SKCTPAKTa
JHMCTHEB OJNHMBKOBOI'O JepeBa, OMOKOHA30I1a, AalelbCHHOBOIO MAacia, OKCHKOHA307a,
NaJbMa3apoBOT0 Macja, MadyJd, HOJWTOAMAN, I103aKOHA30J1a, pPaByKOHA30J1a, CEleHa,
CepTakoHa30j1a, CYyJKOHA30/a, Macia JaiHoro aepera — ISO 4730 (“Macma wgaiitHOTO
JepeBa, TUIA TepnuHeH-4-o1a”), TepbuHaduHa, TepKOHA3071a, THOKOHA30 14, ToTHA(TAHA,
YHACLIICHOBONH KHCIOTBI, BOPHUKOHA30I1a, CMEIIAHHOTO Cyab(uaa ceneHa W LHHKA,
daykoHazoma,  M3aBYKOHA30/a,  WTPAKOHA30J1a,  KETOKOHA30.a, MHKOHA30J1a,
KJIOTPpUMAa30j1a,  BOPHKOHA30J7a,  MO3aKOHA30J1a,  paByKOHA30J1a,  HATAMULUHA,
JAYIEH30MHUIINHA, HHCTaTHHA, amdorepunmHa B, OXWHOKAHIWHOB, KaHCHIACA,
OpaIUMHUIIMHOB,  OEaHOMHUIIMHOB,  HHKKOMHUI[MHOB,  COPJAPUHOB,  A/UTHJIAMUHOB,
TPUKJIO3aHa, THPOKTOHA, (heHnmpomumopda, TepOrHaduHa, MPOTHBOIPHUOKOBOTO MENTHIA,

a TAKXKES MPOU3ZBOAHBIX U aHAJIOI'OB YKa3aHHBIX COE,Z[PIHGHI/Iﬁ.

40. Komstorar mo mobomy wu3 1. 26-39, OTIMYAOMIMNCS TEM, UTO
aHTUOAKTEpPUATEHBI areHT BBIOpAaH W3 TPYINBL, COCTOSINEH W3 MaKpOIUAOB HIH
KETOJIUAOB, TAKUX KaK SPUTPOMHIMH, a3UTPOMUILIUH, KIAPUTPOMHULIMH U TEJIUTPOMULIUH,
Oera-1aKTamMoB, B TOM YHCIIe NEHHUWLINHA, HedatocnopuHa U kapOarneHeMOB, TAKUX KaK
kapOarmeHeM, WMHIIEHEM W MEpOIEHeM; MOHOOAKTaMOB, TaKMX KaK MeHWUIMITuH G,
NeHUOWLIMH ~ V, MeTHIWUINH, OKCAIWUINH, KIOKCAWUIMH, JUKIOKCAIWUINH,
Ha(l)L[I/I.]'IJ'II/IH, AMITHIIUJIJINH, AMOKCHUITUJIJTHH, Kap66HI/IL[I/I.]'I.]'H/IH, TUKAPLUUJUINH,
ME3TOLWLUINH, NUINEPALIUUIUH, a3MOUWUINH, TeMOLWUINH, UedanoTHH, uedanupux,
uedppanun, uedamopuauH, uedaszomuH, uedpamangoa, uedpypokcuMm, uedaTeKCHH,
uebhnposuwn, uedaxmop, JgopakapOed, uehoxkcutuH, HehMETa30d, LEPOTAKCHUM,

ueTuzokcuM, uedTpuakcoH, uedonepazoH, uedprazuguM, HePUKCUM, HEPIOTOKCUM,
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nedrubyren, neauaup, nednupom, medenvM W A3TPEOHAM, XHUHOJOHOB, TAKHX Kak
HQJIMIAKCOBAST KHUCIOTA, OKCOJIMHOBAS KHCIOTA, HOpdIokcauuH, mnedaokcanuH,
JHOKCAlUH, OQIOKCAMH, JeBO(IOKCAMH, HUIPO(QIOKCAHH, TeMadaIoKCalvH,
nomediokcaiud, (iaepokcamn, rpenadaokcaiuH, crnap(aokcalyH, TpoBadIOKCAIHH,
kuHadmokcayH, ratTud)I0KCAIUH, MOKCU(IOKCAITUH, cUTadIOKCAINH, raHe()IOKCALNH,
remuaokcanns W masy(aoxkcaumH, aHTHOAKTEPHATBHBIX  CyJb()OHAMHIOB W
AHTUOAKTEPUANBHBIX CYJIb(HOHUIAMHUIOB, B TOM YUCIE NApA-aMUHOOEH30MHOM KHUCIOTHI,
cyabdaanazuHa,  cynb(u3oKcazona,  cynb(amerokcazoia W cyiab(aranumuHa,
AMUHOTTTMKO3HUJOB, TaKHX KaK CTPENTOMHUIIHH, HEOMHIIMH, KAHAMWIIMH, MapPOMHIINH,
TeHTAMHUIIUH, TOOPAMUIIMH, AMHKAIMH, HETUJIMUIVH, CIEKTHHOMHUIIUH, CHCOMHUIIVH,
IUOeKATUH U W3ENIaMULINH; TETPALUKINHOB, TAKAX KaK TETPALMKINH, XJIOPTETPALUKIIHH,
JCMEKITOIMNKIINH, MHUHOIIMKJINH, OKCUTETPALTUKIINH, MCTAIHUKIINH, JOKCHIIUKJIUH,
prudaMULKUHOB, TAKUX KaK pudaMnuiuH (TaKke Ha3bIBaeMblil pudaMnuH), pudarneHTuH,
puabyTuH, OeH30KCA3MHOPU(pAMHUIIMH ¥ pPU(AKCHMUH, JTHHKO3AMHIOB, TaKHX Kak
JVHKOMHLWH U KJIUHIAMUALUH, TTUKOMENTHIOB, TAKHX KaK BAHKOMHULIUH W TEHKOIUIAHWH;
CTPENTOI'PAMHUHOB, TaAKHUX KAaK XHHYIPUCTHH H Z[aq)HOHpHCTHH; OKCa30JIHAUHOHOB, TaAKHX
KaK JIMHE30NMUA;, TMOJUMHUKCHHA, KONUCTHHA ¥ KOJMMHIIMHA, TPUMETONPHMA |

OanuTpaIuHa.

41. KoMmo3uius Jyist TUYHONW TUTHEHBI, coiepxaias 3(Q(eKkTHBHOE KOIUMUECTBO
IIPOJEKAPCTBA HA OCHOBE KOHBIOrara mo JodoMy u3 ILI. 1-25 WM HaHOYACTHLY IIO

Jr000My U3 1L 26-40.,

42, KoMmmo3urus ajasi JUIHOM THUTHeHbl mo M. 41, OTJIHYarInascs TeM, YTO
KOMIIO3ULIUS JOMOIHUTENBHO COAEPKHUT (papMAaleBTUUECKW AareHT WM areHT s

MECTHOI'O IPUMCHCHUSI.

43, KoMmmo3uiys ajasi JUIHOM TUTHEeHbI mo M. 42, OTJIHYAIINAsCsS TeM, YTO
(dapMareBTHUECKUH areHT WM areHT IJIT MEeCTHOT'O NMPUMEHEHHUsS BLIOPaH W3 TPYIIIEI,
COCTOSIIIIE M3 areHTOB, KOTOpbIe YJIYUILIAOT COCTOSIHUE HWJIM YCTPaHSIOT BO3PAaCTHBIC
MSITHA, KepaTo3bl U MOPILUMHBL, MECTHBIX AHAJIBIETUKOB U AHECTETUKOB, areHTOB MPOTHUB
aKHe, AaHTHOAKTepHAIBHBIX AareHTOB, AareHTOB TPOTHB  JPOXCOKEBBIX  T'PUOKOB;
MPOTUBOIPUOKOBBIX AareHTOB, MPOTHBOBHPYCHBIX areHTOB, areéHTOB HPOTHUB MEPXOTH;
areHTOB MPOTHUB JAEepMAaruTa, MNPOTUBOTMCTAMHUHHBIX CpPEICTB, CPEICTB MPOTUB 3YyJa;
MPOTUBOPBOTHBIX CPEACTB; CPEACTB OT YKAUMWBAHUS, MPOTUBOBOCHAIUTENbHBIX CPEICTB;

CPeICTB TPOTHB THUIEPKeparo3a; CPeaCcTB MHPOTHB MOTA; CPEACTB HPOTHB MCOPHA3a;
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CPeICTB MPOTUB CeOOpEeH;, KOHIUIIMOHEPOB Ui BOJOC U CPEACTB ISl JIEUEHHUS! BOJIOC,
OMOJQKUABAIOIINX CPEACTB W CPEACTB IPOTUB MOPIIMH, CPEACTB IPOTUB 3arapa u
COJIHIIE3ALIUTHBIX CPEACTB, CPEIACTB, OTOETHBAIOIIUX KOXKY, JEHUTMEHTHPY FOIIUX
CPeICTB, BUTAMHHOB, KOPTHKOCTEPOUIOB, CPEIACTB, CHOCOOCTBYIOIIUX  3arapy;
VBJIQKHUTEJISH, TOPMOHOB, PETUHOUIOB, CPEACTB /s jeueHus! 3a00/EBaHi AECEH WITH
JUTSI YXOJ2 34 MOJIOCTBIO PTa; CepASUHO-COCY AUCTBIX CPEICTB JUISI MECTHOTO TPUMEHEHMUS;
CPEACTB IJIsl Y AAJIEHUST MO30JIel, KOKHBIX HAPOCTOB M OOPOAABOK, CPEACTB /IS Y AIEHUSI

BOJIOC U JTFOOBIX KOMOMHAIIWI Y KAa3aHHBIX COSTUHEHHIA.

44, Komnosuius JUisl JAYHON TUTHEeHbl Mo IL.I. 42 uiau 43, OTIUYaroIascs TeMm,
4To (papMaleBTHUECKUH areHT WM areHT IJ1s1 MECTHOTO PUMEHEHs! BRIOpaH U3 IPYIIIIEL,
COCTOSIIEN M3 A3eTAMHOBON KUCIOTHI, TPUKIO3aHa, alb()a-THIPOKCHKUCIOT, TIHKOIEBOM
KHUCIOTBI, MHHIATBHON KHUCIOTHI, OETa-TUAPOKCUKUCIOT, CATWIHIOBON KHUCIOTHI,
TOJTUTH IPOKCUKKUCIOT, JIAKTOOMOHOBOM KHUCJIOTBI, TaJaKTO3bl, TTIOKOHOBOW KHCJIOTHI,
ajanajiena, abaxaBupa, arnedyTonoa, aneraMuHodeHa, areTaMruHOCAIONa,
arerasojiamMua, — areTOrHAPOKCAMOBOM  KHCIIOTBHI,  AQIETHICATHIAIOBONA  KHCIOTHI,
alMTPETHHA, AaKIoBara, aKpHBACTHHA, AaKTHWKA, alWKIOBHpa, ajananeHa, anedosupa
JIWITABOKCUIA, aJeHO3WHA, als0yTepona, anb(py303uHA, AJUTONMyPUHONA, AUTOKCAHTHHA,
AMOTPHUIITAHA, alIpasojamMa, allpeHoIoja, anerara aTloMUHKS, XJIOPHIa ATOMHUHUS,
XJIOPTUAPOKCH A  AJTFOMUHUS, TUApPOKCHUIAa  ATFOMHHUS, aMaHTaJauHa, aMuIopuaa,
amMuHaKpuHa, amuHOOeH3ouHONW kucnoTel ([TABK), aMuHOKAmpOHOBONH  KHCIIOTHI,
AMUHOCAUIIJIOBOM KHUCIOTHL, aMHOJAPOHA, aMUTPUNITHINHA, aMIOJUITMHA, aMOKAP3HHA,
aMoJuaKBUHA, aMopojiduHa, amMokcamuHa, amderamMuHa, AMIUIWUTAHA, aHATPeTHa,
AHACTPO30JIa, AHTPAIWHA, anmoMOp(HHA, anpenuTanTa, apOyTHHA, AapPHIKITPA30Ia,
aCKOPOMHOBOM KHCIOTHI, aCKOPOUIAIEMHUTATA, aTa3aHaBUpPa, aTeHON0Ia, aTOMOKCETHHA,
aTpoONMiHA,  a3aTHONpPUHA, a3€NanHOBOW  KUCIOTBHL,  a3eJacThHA, A3UTPOMUIIMHA,
OauuTpaluHa, OexomerazoHa JUMPOTIMOHATA, Oemerpua, OeHazenpuia,
Oennpodnymernazumga, OeH3okamHa, OeH3oHarara, OeH3odeHOHa, OEH3TpPOIUHA,
Oempuania, OeramerazoHa IUNPONMOHATA, OeramerazoHa Bajepara, OpPHUMOHHIWHA,
Opombenupamuna, OynuBakauHa, OympeHopduua, OympomuoHa, Oypumammia,
Oytenajuua, OyTokoHa3oja, KabOeproauHa, KO(EHHOBOH  KUCIOTH, Ko(euHa,
KaJTbIUTIOTPHEHA, KaM(DOPBI, KaHaecapTaHa IMIEKCETHIA, KallCanllnHa, KapOaMasernnHa,
nedauTopeHa MNUBOKCWIA, nedennma, nedrmogoKCHMa MPOKCETHWIA, LEIeKOKCHOa,
LHETUPU3HHA, LIEBUMETUHA, XUTO3aHa, XJIOPIHA3ENMOKCHIA, XJIOPreKCHAWHA, XJIOPOXHUHA,

XJIOPTHA3UIA, XJOPOKCHIEHONA, XJopheHHpamMuHa, XJIOPHIPOMA3HHA, XJIOPIPONAMHIA,
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MUKIOMUPOKCA, LWIOCTA30/1a, [HMMETHUAWHA, [MHAKAIbTeTa, UUNPOdIOKCAlHA,
UTAJIONpaMa, JIUMOHHOM KHCIOTBHL, KIaApuOWHA, KIAPUTPOMUILMHA, KIEMACTHHA,
KIMHIAMULMHA, KIUOXHMHOJA, Ki1obeTazona NpoNMUOHAaTa, KiomHu(peHa, KIOHHIUHA,
KJIOMUAO0TPENa, KIOTPUMAa30/1a, KJI03aniuHa, KOKanHa, KOJIEHHA, KPOMOJIHMHA, KPOTAMUTOHA,
UKTH3UHA, IUKI00SH3anpyHa, LUKIIOCEPUHA, uTapabuHa, JakapOasuHa,
Jams(OTMPUCTAHA,  JANCOHA, JAaNTOMHUIMHA, JayHOpyOmmmHa,  JaedepokcammuHa,
JeTHIPO3MTHAHIPOCTEPOHA, JeNaBUPIHA, Je3UNpPaMUHa, Je3JI0paTauHa,
JeCMOIIPECCHHA, Je30KCUMETA30Ha, JeKCaMeTa30Ha, JEKCMeNEeTOMUINHA,
JeKcMeTHIpeHnaTa, AeKCpa3okcaHa, AekcrpoaMperaMuHa, Auazenama, AUIHKIOMUHA,
JUaHO3HHA, JUTHIPOKOICHHA, JUuraapoMopduHa, JUITHA3EMA, 6,8-
JUMEPKANTOOKTAHOBOM KHCIOTHI  (AUTHAPOJIMIIOEBON KHCIOTHI), AU(PEHTHIPaMIHA,
nudeHokcunara, JUIHPUIAMOIIA, IU30TTHUPaAMIIA, qo0yTaMuHa, noherunua,
J0JaceTPOHA, TOHEMEe3m1a, CI0KHBIX d(upoB noda, sodamMuaa, godamMuHa, JOP30JAMHUIA,
JOKCEMWHA, AOKCOpYOHWIHHA, AOKCUIUKINHA, TOKCHJIAMHHA, AOKCHUITHHA, XYyJIOKCETHHA,
JUKIOHWUHA, DKOHA30/1a, J(JIOPHUTHHA, OJJIETPUNTAHA, SMTPULHUTAOWHA, OSHANANpPUIA,
sdenpuHa, OSnuHeppHHA, ONHHWHA, OnupyOmumHa, o>ntudubaruma, >proTramuHa,
SPUTPOMHULIMHA, ICUUTATIONPaMA, SCMOJIOJIA, 330MENpa3oia, 3CTPa3onaMa, SCTPAAnoa,
STAKPUHOBOW KHCJIOTHIL, 3TUHWIACTPAAUONA, 3TUIOKAWHA, STOMHIATA, (PaMIMKIOBHPA,
damoruauna, ¢enoaunuHa, (QeHraHuna, (GepynoBoi KHUCIOTHL, (ekcodpeHanuHa,
¢dnexannuga, (aykoHazona, GayurosuHa, (JIyOILMHONOHA alleTOHUIA, ()IyOLMHOHKIA,
S5-propypammna,  (ayokcermna,  uaydenasuna, Guaypazemama,  (payBokcamuHa,
dopmoteporna, ¢dypocemua, rajJaKTapoNaKkTOHA, raJlakTOHOBOH KHCJIOTBI,
raJaKTOHOJIAKTOHA, rajaHTamMuHa, rarudaokcanuHa, redpuruHuba, remMuuTaOMHA,
reMu(IOKCalHA, TIMKOJEBOH KHCIOTHI, Tpr3eodyIbBUHA, TBalipeHe3NHA, Ty aHETH IUHA,
N-ryaHuIrHCTaMUHA, TATONEPUI0Ia, TATOMPOrHHA, TeKCHIPE30OPIMHONA, TOMATPOIHHA,
roMocajiara, THApaTa3uHa, THAPOXJIOPOTHA3HA, THAPOKOPTH30HA, THAPOKOPTH30H 21-
arerara, THAPOKOPTH30H 17-OyTmpara, THAPOKOPTH30H 17-Basiepara, ruapoMopdoHa,
TUAPOXHUHOHA, MOHOSq)Hpa THAPOXUMHOHA, TMAPOKCHU3NHA, r’MOoCHUaMiHa, T'MIIOKCAHTUHA,
ubynpodeHa, wuxrTHona, wuxapyOunmHa, wWMaruHHOA, WMHUIPAMUHA, WMHKBHUMOJA,
WHIUHABUPA, HHAOMETAIMHA, HpOecapTaHa, HPHHOTEKAaHa, U309TaApHHA, HU30MPOTEPEHONA,
UTPAKOHA30/1a, KAaHAMMIIMHA, KEeTaMHHA, KETaHCEPWHA, KETOKOHA30/a, KerompodeHa,
kerotu(eHa, KOMEeBOW KHUCIOTHI, Jaberanona, MOIOUYHOM KHCIOTHI, JTaKTOOMOHOBOM
KHACJIOTBI, JIAaMMBYJWHA, JIAMOTPHUKWHA, JIAHCONPO30Ja, JEeTPO30Ja, JEeHIPOoIuaa,

JaepanOyTepona, JeBo(IOKcalKHa, JIHIOKAWHA, JIMHE30IMAa, JI00eIuHa, JOMepaMHaa,
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J03apTaHa, JTOKCAlHHA, JUITHIAMHIA JM3EPTUHOBOM KHCITOTHI, MadeHuma, SOI0THOM
KHUCIOTBI, MaTbTOOMOHOBOM  KHCJIOTBI, MHHAAQTBHOW  KHCIOTHI,  MAampOTHIHHA,
meOeHaa301a, MEKaMUJIaMHUHA, MEKIM3MHA, MEKJIOMUKINHA, MEMAHTHHA, MEHTO/Ia,
MEIEepPUIUHA, MENMUBaKauHa, MEPKaNToOIly PHHA, MECKAINHA, MeranepuHa,
MeTanpoTepeHoa,  MeTapaMHHOIa, MeTGopMHHa,  MeTajioHa, MeramperamuHa,
METOTpeKCcaTa, METOKCaMHHA, CIOXKHBIX 3(upoB Merwinoda, merwimomaMuaa, 3,4-
METHIECHANOKCHMEeTaM(peTaMHHA,  METHJIMOJOYHOM  KHUCJIOTBL,  METHIHHKOTHHATA,
Merunenngara,  METHICATHIWIATA,  MeTHAMHIa,  METONA30HA,  METOIMPOJIONa,
METPOHMIA30/1a, MEKCHJIETHHA, MHWKOHA30/1a, MHIa30j1aMa, MHIOAPWHA, MUTJIYCTara,
MHHOLUMKINHA, MUHOKCHAWIA, MHPTA3alHA, MHTOKCAHTPOHA,  MOJKCHITPUJIATA,
MOJIMHIOHA, MOHOOEH30HA, MOpduHA, MOKCH(IOKCAIIMHA, MOKCOHUIWHA, MYyHUPOLIKUHA,
Hagonona, Hadprudpuna, HanOypuna, HatMedeHa, HaJOKCOHA, HaMpoKceHa, Heha30q0Ha,
HeNMm(pUHABHPA, HEOMHUIIMHA, HEBHUpANMHA, HUKAPIWIAHA, HUKOTHHA, HUA(EIUITHHA,
HUMOJWIINHA, HUCONJIWNUHA, HU3ATHAWHA, HOPIMHUHE(pPUHA, HUCTATUHA, OKTOMAMUHA,
OKTPEOTHAA, OKTHIMETOKCULIMHHAMATA, OKTHUJCATUIMIATA, O(IOKCAllMHA, OJIaH3aIiHa,
oJMecapTaHa MeIOKCOMMJIA, OJONATHUIAMHA, OMENpPa3ona, OHIAHCETPOHA, OKCHKOHA30/1a,
OKCOTpPEMOpHHA, OKCHOEH30HA, OKCHOY THHHHA, OKCHKOIOHA, OKCHMETA30/IMHA, TTaJruMaTa
O, maJOHOCETPOHA, MAHTOTEHOBON KUCIOTHI, MAHTOWLIAKTOHA, MTAPOKCETHHA, MTEMOJIHHA,
NEHIMKIOBUPA, TMEHUIWIAMAHA, [EHUIWUIMHOB, MEHTa301[MHa, meHTo0apOuTana,
INSHTOCTATHHA, HeHTOKCI/Iq)I/IJ'UII/IHa, neprojmaa, nepuHIOIIprIIa, NnEPMETPUHA,
denummauaa, (peHensuHa, (eHupamuHa, (eHmerpasuHa, (eHoOapOurana, ¢eHona,
(eHokcubensamuna, (enronamuna, GpeHwIPpuHa, GeHuwImponaHoaaMuHa, (EeHHTOUHA,
(bI/IBOCTI/IFMI/IHa, NUJIOKapNnuHa, IMUMO3WAAa, MNHUHAOJI0JAa, NHOIJIMTAa30Ha, IIUIIaMasuHa,
MUMEPOHUIOY TOKCH 1A, TMHPEH3ENHHA, TOXO(MUIOKCa, TONOMHUIUINHA, TPAMUTIEKCONA,
NpaMOKCHHA, TMPa303uHa, MNPEIHU30HA, TMpEHaITepoNia, MPHIOKaWHA, NPOKAWHAMUA,
NpoKaWHa, mnpokapOazMHa, TNPOMA3HHA, NPOMETa3HHA, MPOMETA3WHA MPOMUOHATA,
nponadeHOHa, MPOMOKCH(EHa, NPOMAHON0Ia, NPOMMITHOYPALWIa, TPOTPUNITHINHA,
nceBnod(eAprHa, MUPETPUHA, NMUPHJIAMHHA, MUPUMETAMHHA, KBETHUAINMHA, XHMHAMPUIIA,
XMHETa30Ha, XUHUIHHA, XHHY IPUCTHHA, padenpasoa, pe3epruHa, Pe30opIuHa, PETHHAS,
13-yuc-peruHOEBOl KHUCIOTHI, PETHUHOEBOM KHCJIOTHL, PETHHOJA, peTUHUJIALETAara,
PETHHUIAIBMUATATA, PUOABUPUHA, PUOOHOBOM KHCIOTHI, PUOOHOIAKTOHA, pH(paMIIMHA,
pudanentiHa, pudakCHMHHA, PHIY30J1a, PHMAHTATUHA, PH3EAPOHOBOH KHUCIOTHL
PUCTIEPUIOHA, PUTOAPHHA, PHBACTUTMHHA, PU3ATPUNTAHA, POMMHHUPONA, POMHBAKAMHA,

CATUIUIAMUA, CATULIUAIOBOH KHCIOTHI, CAIMETEpOIa, CKOImoJIaMHHa, CCICTHINHA,
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cyabdhuaa celeHa, CEPOTOHMHA, CEPTHHIONA, CEpTpanuHa, cuOyTpaMuHa, cuiaeHadua,
COTaNIoNa, CTPENTOMHUIIMHA, CTPUXHUHA, CYJKOHA30Ja, cyab(pabensa, cyasphabeH3amMua,
cyasabpommerasuHa, Cyabdaneramuga, Cyabhaxaopuupuiaa3ziHa, CyJb(paluTuHa,
cyabdaanasuHa, CyJabpaluMeTOKCHHA, CYabhaaoKkcuHa, cynbdaryaHomna, cyjbbaneHa,
cyabamMeTnsona, cyab(amMeToKcazona, Cyab(haHIIaMHI A, CyJib(hanupasuHa,
CyIb(anvpuanHa, cyasacanasuHa, cyae(hazomMu3oa, cyaeharnasona,
cyabduzokcazona, Tananaduia, TaMCyJI03MHA, BHHHOW KUCIOTBI, Ta3apOTEHA, TEracepoia,
TENUTPOMHUIIMHA,  TEIMHCApTaHa, TeMmo3oioMuaa,  (QeHodoBuUpa  AUZOMPOKCHUIIA,
Tepa3o3nHa, TtepOmHaduHa, TepOyTanmHa, TepKoHa3ona, TepdeHanuHa, TeTpakauHa,
TETPAUMKINHA,  TETPagpo30MHa,  TeoOpomuHa,  TeowinuHa,  THAOEHIA307a,
THOPHUJA3MHA, THOTHKCEHA, THMOJA, THAraOWHa, THUMOJIOJa, THHHAA30Ja, THOKOHA30a,
tupodpubaHa, TH3AHUAWHA, TOOpaMUIMHA, TOKAMHMIA, TOJAa30JMHA, TOJOyTaAMHIA,
toaHad)Tara, TOJATEPOANHA, TPaMaoia, TPAHWIIMIPOMIHA, TPA30I0HA, TPHAMITHHOIOHA
alleTOHUA, TPUAMIMHONOHA AWAlleTara, TPUAMIIMHOJIOHA TeKCAlleTOHU A, TPUAMTEPEHA,
TpUaszojama, TPUKIO3aHa, TPUPIYMpPOMasWHA, TPUMETONPUMA,  TPUMHIIPAMUHA,
TPUIEJICHHAMMHA, TPUIPONMAWHA, TPOMETAMUHA, TPOMOBOM KHCIOTBL, THPAMMHA,
VHAEIHUIEHOBOM  KUCITOTBI, MOYEBHMHBI, YPOKAHWHOBOM  KHCIOTBI,  YPCOMOIA,
BapiaeHapuna, BeHnadakcuHa, Bepamamwia, BuTamuH E-anerara, BOPUKOHA30Ia,
BaphapuHa, KcaHTHHA, 3adUpiayKacTa, B3alEIUIOHA, LWHK-THPUTHOHA, 3HIPACHAOHA,

30JIMUTPHIITAHA, 30JIMUIEMA U TIOOBIX KOMOUHAINN YKA3aHHBIX COEIUHEHHIA,

45. KoMno3unust 41l JMYHOM THIHEHBI 10 J0oMy u3 LI 41-44, oTaMyarorasics
TEM, YTO KOMITO3ULIUS JOIOJHUTCIIEHO COACPIKUT 10 MEHBIIEH MEpEe OAHO KOCMETHUYCCKOE
ChIPBC WJIH BCIIOMOTAaTC/IbHOEC BCILICCTBO, BbI6paHHOG U3 TIpynIibl, COCTOSIH.[Gﬁ u3
AHTUOKCHUIAHTOB, KOHCEPBUPYIOIIUX CPEJCTB, HAIOJHHUTENEH, MOBEPXHOCTHO-AKTHBHBIX
BEIECTB, COJHIE3AIMUTHBIX CPencTB MpoTuB Y ®-ms3nyuenus A w/wnn Y ®-usnyuenus B,
apoMaru3aropoB, 3aryCcTuTeNied, CMauyuBalOIIMX areHTOB, AaHUOHHBIX IOJUMEpOB,
HEUOHOI'CHHBIX TOJIUMEPOB, aM(bOTepH]:IX MMOJIUMEPOB, CTa6I/I.]'II/ISaTOpOB BHSKOCTI/I/HBHI:I,
OMAIeCHUPY IOIINX/TIEPIAMYTPOBBIX ~ 100aBOK,  KOMIUIEKCOOOPA3yIOIMUX  areHToB,
CTaOMIM3UPYIOINX AareHTOB, KOHAWIMOHEPOB IS BOJOC, CMAYMBAIONINX CPEACTB,
AHTUCTATHYECKUX areHTOB, aHTU(PU30B, Oy(PepHBIX areHTOB, KpacUTesei, MUrMEHTOB,
YIIEBOAOPOAOB, CIOXKHBIX 3(1)I/IpOB, JKUPHBIX CIIUPTOB, KUPHBIX KUCJIOT, SMYJIBI'aTOPOB,
MOIU(UKATOPOB BSI3KOCTH, MAaTEPHATIOB HA OCHOBE CHJIMKOHA, ITOBEPXHOCTHO-AKTHBHBIX
BEIECTB, CMSITYAIOIINX BEIIEeCTB, YBIAKHHUTEIeH, CTaOMIN3aTOPOB, IIEHKOOOPA3y IOIIHX

BEIIECTB, apoOMaru3aTropoB, Kpacheneﬁ, XCIaTUPYIOIUX areHTOB, KOHCEPBAHTOB,
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AHTHOKCHAAHTOB, PETyJISITOPOB pH, BOAOOTTAJTKHBAOIIUX arc¢HToOB, BCIICCTB,
PEryIupyromux CyX0oCTb KOXH, BATAMHUHOB, PACTUTCIIBHBIX SKCTPAKTOB, THAPOKCUKUCIIOT,
OPraHu4vYeCKUuX COJTHLE3AIUTHBIX CPEACTB, HECOPraHUYCCKUX COMHUC3AMMUTHBIX CPEIACTB,
HEOPraHUu4YeCKUX COJTHLEC3AMUTHBIX CpPEACTB Ha OCHOBE nenTtuiaa U CpeacCTB IAJisd

HCKYCCTBEHHOI'O 3arapa.

46. KoMmo3unust sl JMYHOW TUTHEHBI 0 JI00oMy u3 m.i. 41-45, orTauuarorasicst
TEM, UTO KOMITO3HUIIMSI TUYHOU TMTHEHBI MPEACTaBIsSET OO0 KOMIO3UIIUIO AJISl yXOaa 3a
BOJIOCAMH, BBIOPAHHYK) W3 TPYMIB, COCTOSIIEH W3 IIAMIYHS, KOHIUIMOHEPA,

onoJIaCKUBareist, JIOCbOHA, a3p0o30Jisd, rejisd, MyCCa B KPaCKH IJIsI BOJIOC.

47. Cnoco0 jeueHUs WKW TPEJOTBPAIIEHHUS TMEPXOTH, BKITIOUAIOIIMNA CTAAUIO
HAHECEHUsT KOMMIO3WIMU M0 Jodomy u3 1n. 41-46 Ha KOXY TOJOBHI CyOBEKTa,

HYXXIAIIETOCsI B TAKOM JICUCHHUH.

48. KoMmo3unust sl JMYHOW TUTHEHBI 0 JIo0oMy u3 m.o. 41-45, orauuaromasicst
TEM, YTO KOMITO3HLUS JJIsl IMIHOH TUTHEHBI MPEACTABISIET COO0H KOMITO3HUIIUIO /T YXO01a
3a KO)Ked, BBIOpPAaHHYIO M3 TIPYIIbI, COCTOSINEH |3 JOCHOHOB, KPEMOB, Telel,
KOCMETHYECKUX KapaHJallled, CrpeeB, Mazeu, OUMIIAKINUX KUIKOCTeH AJs Y MBIBAHUS,

OUHUINAKMIUX TBEPABIX MbLI, IACT, II€H, MOPOLIKOB, KPEMOB IJIs 6pI/ITI:$[ u CaJ'Iq)eTOK.

49. Cnoco0 JjeueHHs] WIM NPEAOTBPAIEHUs] aKHe, BKIOYAIONUN CTaIuIo
HAHECEHUs] KOMIO3WLUH 10 arodomy u3 nm 41-46 unu 48 Ha KOKy CyObekra,

HYKJAMCrocs B TAKOM JICUHCHUH.

50. Crmocob neueHHMs WIH NPeIOTBpAllleHHs] TPHOKOBON HIM OakTepUaTbHON
uHpeKIun y cyObeKTa, BKIIOYAINUN BBEISHHE KOMIO3MIMU MO J0oMy u3 mm. 1-25

wiu 26-40.

51. Cnocob mo m. 50, OTJIMYAIONIMICS TEM, YTO yYKa3aHHOE BBENEHHUE SIBIISIETCS

MCCTHBIM I CUCTCMHBIM.

52. Cmocod mo mm 50 wix 51, OTIMYAINMHCS TEM, 4YTO TpUOKOBas HIH
OakrepuansHas HH}pekuus: BeIOpaHa U3 TPYIIIBL, COCTOSIIEN U3 OPATEHOrO/BArHHAIBHOTO
KaHIUA03a, JAepMarouro3a (TUIIaiHBIX 3a00J€BAHUI BOJOCHCTHIX YYACTKOB Tela H
TOJIOBBI, a Takke OOpoapl, MaxoBOW 00MaCTH W CTOM), WH(EKIWH HOrTeH, YIITHBIX

uHpekunii 1 TF0OBIX KOMOUHALMK yKa3aHHBIX 3a00IEBaHU.
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53. Croco6 no mrodoMy 13 LI 50-52, OTIMYAIOIIUICS TEM, YTO CyOBEKT SIBISIeTCS

MJICKOIIUTAOIIIHM.

54. Croco0 no irodoMy 13 mL.IL 50-53, OTIMYAIOIIKICS TEM, YTO CyOBEKT SIBISETCS

YCJIOBCKOM.

55. Crmoco® no modomMy u3 .. 50-53, OTIMYAIOIIUICS TEM, UTO CyOBEKT SIBISETCS

MJICKOIIUTAOIIUM, OTJIMYHBIM OT YUCJIOBCKA.

56. IpuMeHeHne KOMITO3ULUK MO MOOOMY M3 m.o. 1-25 wunu 26-40 mist geueHus

WY TIPeIOTBpALIeHUs] FPUOKOBOM Win OakTepHaTbHOIN HHPEKINHN y Cy ObeKTa.

57. IlpumeneHue 0. 56, OTIMYAKOLIEECS TEM, YTO KOMITO3ULUIO HAHOCST MECTHO

HJIA BBOJSIT CUCTCMHO.

58. IlpumeHenne m.m. 56 wmu 57, OTIMUAOIIEeCs] TeM, 4TO T'PUOKOBAasl WU
OaxrepuanpHasi MH(EKIKs BbIOpaHa U3 TPy L, COCTOSIIEH U3 OpabHOr0/BariHAILHOTO
KaHaua03a, Aepmaroduro3a (uiraiHbIx 3a00/€BAHHI BOJOCHCTHIX YYAaCTKOB Tela W
TOJIOBBL, a Takke OOpoapl, MaxoBod oOmacTh W crom), WHOEKIMH HOTTeH, YUIHBIX

uH(pekuuit u To0BIX KOMOMHALIMK yKa3aHHBIX 3a001eBaHUI.

59. TlpuMenenue mo JOO0OMY W3 ILI. 56-58, oTinMyaromieecss TeM, 4To CyOBEKT

SIBJISICTCSI MIICKOITUTAOITHUM.

60. Ipumenenue Mo MOOOMY H3 ILI. 56-59, OTIMYAIOIIEECS TEM, UTO CyOBEKT

SIBJISICTCSI YCTIOBCKOM.

61. INpumenenne o mOOOMY U3 ILI. 56-59, oTmmuaromeecss TeM, 4TO CyOBEeKT

SIBJISICTCSI MUIICKOIIMTANOIIHAM, OTJIMYHBIM OT YC/IOBCKA.
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