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COEJJUHEHUA JJIsI MEAUIIAHCKUX MTPUMEHEHHAM

JATA IIOJAYHN

[0001] DOra 3asBKa CBsA3aHA C U UMEET MPUOPUTET ABCTPAJIHIICKON MaTeHTHOH 3asaBKU No
2015904895, momannoii 20 HosiOpst 2015 roma, MONHOE COAEp:KAHUE KOTOPOW BKIIFOYEHO B
JAHHOE ONUCAHUE NTOCPECTBOM CCHUIKU.

OBJACTDH U3OBPETEHUA

[0002] DTa 3asiBKa OTHOCHUTCS K COEAUHEHUSM Ui MEIULIMHCKOrO TMPUMEHEHUs, B
YaCTHOCTH JUIsl JIEYEHUS WIM TNPOQUIAKTUKH BHPYCHBIX HWHQEKIUH. IJTa 3asBKa TaKKe
OTHOCHTCSI K CITOCOOaM MOJYYEHHUSI COETUHEHHH.

NPEJIIIECTBYIOIWN YPOBEHb TEXHUKH

[0003] ['pumnn siByIsIeTCST pecIUpaTOPHON WH(EKIHeH, KOTOPOH €XEeroJHO 3aparkaeTcs
5%-25% nacenenus CIIA, u u3 Hux npudmmsurensHo 200000 TpebyeTcst rocnuTanuzanus, u
25000 ymwuparot. I'punmosHast uHPEKIMS MPOIOIKAET OCTABAThCA IOCTOSHHOW yrpo30H s
3/I0pOBBsI 4UeJIOBEKa M OOpeMeHsSTh Cy»Obl 3apaBooxpaHeHus. CoBceM HelaBHEE NOsBIICHHE
BbICOKONATOreHHbIX BUpycoB HSN1 u BupycoB H7N9Y, HCTOUHUKOM KOTOPBIX SIBJIAIOTCS] MTHLIBI,
U UX MOTeHLHAJ NPUOOPETeHUsI CHOCOOHOCTH NepenaBaThbCsl YEJOBEKY YBEJIHYMIN PHCK,
CBSI3aHHBIH C TPUNNO3HON HHGekiuend. XOTs BaKLUHbI OCTAIOTCS KPAaeyroJbHbIM KaMHEM
npenynpexaeHus, TpeOyercs 3HAYUTeNbHOE KOJMYECTBO BPEMEHHM JUId  pa3paboTKu
3¢ (GeKTUBHONW BaKLUMHBI TPOTUB YaCThIX MyTalMid JIFOOOrO HOBOrO IITaMMa BHUpYCA.
[IpOTHBOrPUNTIO3HbIE  JIGKAPCTBEHHbIE CPEACTBA, TAaKHe KaK WHTUOMTOpPbI  BUPYCHOH
HelipamuHuaasel (MHruOuTOpl NA), B ToM uucie 3aHamuBup (Relenza) m ocempramuBHp
(Tamiflu), u 6mOKaTOPHI MOHHBIX KAHAJOB M2, SBISIONIMECS MPOW3BOIHBIMU AJaMAHTAHOB, B
TOM YHCJI€ aMaHTaJUH U PUMAHTAANH, TOCTYIIHbI U MTOCTABJAIOTCS HA PHIHOK B T€UEHHE CBBILIE
20 net, HO UX 3(pPEeKTUBHOCTH OrpaHHUeHa MeXaHU3MOM JeiicTBusi. Ux sddexTuBHOCTH MOKET
TaKXKe OcCNabisAThCs HW3-32 MyTallMM BUPYCOB W PA3BHUTHUsS TOCIEAYIOMIEH JIEKapCTBEHHOU
YCTOHYUBOCTH.

[0004] Harmpumep, OnokaTopel HOHHBIX KaHatoB M2 B HacTosllee BpeMs He
PEKOMEHYIOTCsI [JIs1 IPUMEHEHUs], TOCKOJIbKY ITOYTH BCE LUPKYJIUPYIOLINE CE30HHbBIE BUPYCHI A
(sxmouast HINipcim09) necyt ToukoByro Mmyranuio S3IN B reHe M2, koTopas MOpOXKIaeT

YCTOfIqHBOCTb KaK K aMaHTaJAUHY, TaK U K pUMaHTaAUHY. 3T10 MMPUBEJIO K CHJIbHOM 3aBUCHMOCTHU
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OT aJIbTePHATHBHBIX HHIUOUTOPOB NA, TAaKUX KaK 3aHAMUBHUD, OCEIbTAMUBHUP U IIEPAMUBHUD.

[0005] Muruburopsr NA BO3AEHCTBYIOT Ha COOPKY M IOYKOBAHHE BUPYCOB Ipumma A B
JKM3HEHHOM LIMKJIe BUpyca. /[ BeIXO#Aa BUPHOHOB OTOMCTBA U3 KJIETKU HeiipamuHunasa (NA)
JOJDKHA OTLICIUIATh IPYMIY CHUAJIOBOM KHUCJIOTBI OT TJIMKONPOTEHMHOB XO35IMHA, YTO SIBJISETCS
B&XHBIM JUI PACIpPOCTPAHEHUs] BUpPyCa U IOBTOPHOrO HHGUIMpoBaHus. Takum obpazom,
OnokupoBaHue (PYHKLUMU HEHMpaMHHUAA3bl CHenuPUIeCKMMH WHTUOMTOpaMH (MHTHOUTOpaMHU
NA) npencrasisier coboii crocod nedenus rpurmna. OTHAKO MOCKOJIbKY TaKOe MHTHOUPOBAHME
NPOUCXOAUT Ha MOCTETHEH CTaauM KMU3HEHHOTO IUKJIAa BUPYyca (TO €CTh IMOCHE BXOXKACHHUS
BUpYCA, PEIUIMKALNK, COOPKH M TOYKOBAHHS HA TIOBEPXHOCTH KIJIETKH), KIJETKE y)K€ HaHECeH
Oompmiori  ymepd. bBomee Toro, mnoaBepraTtbCsi BO3MEHCTBHIO MOTYT TOJBKO BHPYCHI,
MOYKYyIOLIMecss Ha NOBepXHOCTU kieTku. HecaepskuBaemMoe BHPYCHOE IIOTOMCTBO MOXKET
UHQHULIMPOBATh HOBBIE KIETKH. JTO NMPUBOIUT K IPOTPECCHPOBAHMIO TSDKECTH 3a00JIEBaHUS.
UroObl 0cnabuTh TSHKECTh 3a00JI€BaHUS, ONTUMANIBHBIM TEPATIEBTUYECKIM OKHOM JIJIs JISYEHUS
JIEKapCTBEHHBIMU CPEICTBAMH, MPEACTABISIOIINMHU CO00H MHIHONTOPBI NA, sIBIIsSIeTCS IEPUO B
Hayaje TIporpeccHpoBaHusi 3aloneBaHus. TeM He MeHee, TaK KakK TeparneBTHYecKas
3¢ (}EeKTUBHOCTD aHHOTO AKTUBHOI'O areHTa OOBIYHO OIPENeNseTcsl MEXaHH3MOM JAEHCTBUS,
JIEKapCTBEHHBbIE CPEACTBA, sBISAIOLINECs UHruouropamu NA, CUYHTAIOTCS OTHOCHUTEIBHO
MSITKUMU U IPUHOCSALIUMH OFPaHUYEHHYIO KJIMHUYECKYIO MOJIB3Y.

[0006] MmeeTcst mOTpeOHOCTH B HOBBIX MOAXO0AX K JICUSHHUIO PHUIIIA.

[0007] J)Ku3HeHHBIH LUK BUPYyCa rpUNa A BKIIFOYAET B ce0s1 HECKOJIBbKO CTaANH:

(a) Bupyc rpunma A uMeeT JMIUAHYI IBYXCIOHHYIO OOOJIOYKY, BHYTPH KOTOPOIi
HaxonsATcss BoceMb TIeHOMHbIX PHK-cermMeHTOB, Kakaplii M3 KOTOPBIX aCCOLMHUPOBAH C
tpumepHnoii BupycHoii PHK-momumepaszoit (PB1, PB2, PA) u mOKpPHIT MHOXXECTBOM
HykJjeonporenHoB (NP) mnst obpazosanust VRNP (BupycHbie puboHyKIeonpoTensl). Buemnui
CJIOW JUMHUIHOW OOOJOYKH TPOHM3aH MHOXKecTBoM komud HA (remarrmotunuH), NA u
HeOonmpIIMM KojiuecTBoM M2, a monekyiel M1 ynep:xkuBaror VRNP mnpukperieHHbIMH K
BHYTPEHHEMY CJIOIO.

(6) BupycHbIii MOBEPXHOCTHBIN TIMKONMPOTeMH HA CBSI3BIBAETCSI C MOBEPXHOCTHBIMU
peLienTopaMy CHaJIOBOI KHUCJIOTBl KJIETKU-XO3iMHA, U BUPYC TPAHCIOPTUPYETCS B KIETKY B
SH/IONMTO3HBIX Be3uKynax. Huskuit pH B sHHOCOME HHUIIMMPYET KOHPOPMAITMOHHOE U3MEHEHNE
6enxa HA, xoTopoe NMpUBOAMT K CIMSHHUIO BUPYCHOM M 3HAOCOManbHONH MeMmOpaH. Huskuit pH
TaKke MHULUUPYET MOTOK NMPOTOHOB B BUPYC 4€pe3 MOHHBIN KaHal M2, B pe3yJbTare 4ero
npoucxoautr auccoumaruss VRNP u3 marpukcHeix OenkoB M1. Korma wmonekynsr Ml

auccounupyrores, VRNP, kotopble BBICBOOOKAAIOTCA B LMUTOILIA3My, TPAHCIOPTUPYIOTCS B



AOPO TOCPEACTBOM PACHO3HABAHUS TMOCieAoBaTeNnbHOCTEl simepHOi nokanusanuu (NLS) Ha
HYKJIEONIPOTEUHAX.

(8) B sanpe BupycHas mnonumepasa uHuUIMHUpyeT cuHTe3 BupycHoii MPHK ¢
ucnojb3BanueM 5’-kanupoBaHHbIX PHK-¢parmentos, ormerusiemsix ot npe-MPHK xo3siuHa.
CyObenunnna PB2 ceaseiBaercs ¢ 5’-kanom npe-MPHK xo3sinHa, 1 5HIOHYKII€a3HbIH JOMEH B
cyobenunuie PA pacmeruisier npe-MPHK B Touke ot 10 mo 13 HykjeoTHaa HUXKE K3IIa.
Bnocnencreun uHunuupyercs tpaHckpunius upycHoit MPHK or ormennenHoro 3’-koHLa
korupoBaHHOoro PHK-cermenTa. Ota “kpaxa koma” TPOUCXOAWT HAa PACTYLIMX LEMAX Ipe-
MPHK.

(r) Bupycubsie MPHK TpaHCTIOPTHUPYIOTCSI B IMTOILIA3My ISl TPAHCIISILIUK B BUPYCHBIE
O6enku. IloBepxHocTHhle Oenku HA, M2 wu NA mnoaBeprarloTcs MNPOLECCUHTY B
sHAomIa3MaTudeckoM perukyiayme (ER), riukoswnmpyrorcs B ammapare [ONbIKH U
TPAHCIIOPTHPYIOTCS B KJIIETOYHYIO MEMOpaHy.

() benmok NS1 Bupyca rpunma A wurpaer pemarmyld poJib B IOJABIEHUU
nponyuupoBanust MPHK xo3smmua, narnOupys npoueccunr 3’-koHna npe-MPHK xossiuna u B
pesyabTate Onokupys npoayuuposanne MPHK xo3simHa, B Tom uncie MPHK unTepdepona-. B
ommmune ot npe-MPHK xoszsuna BupycHeie MPHK He TpeOyroT mporeccunra 3’-KOHIa IO
MEXaHU3My KIeTku-xo3uHa. Takum oOpasom, Bupycubie MPHK Ttpancnoprupyroorcs B
uurorasmy, a cuare3 MPHK xo3smHa npenmyinecTBeHHO OJIOKHPYETCsI.

(e) Bupycnas monumepasa OTBETCTBEHHa He TOJIbKO 3a cuHTe3 MPHK, mpumuposanHoit
x>mmpoBanHoi PHK, Ho u 3a HenpumuposanHyto pernkanuio BPHK crenyromum obpazom:

(-) BPHK — (+) kPHK — (-) BPHK.

JUtst 3TUX NBYX CTaauil PEruTMKALUN TPeOYIOTCS MOJIEKYJIbI HYKJIEONPOTEUHOB, U OHHU
nenonnpyrotcst Ha KPHK u BPHK Bo Bpemsi cuntesa PHK. OO6paszosaBmmecs VRNP 3arem
TPAHCTIOPTUPYIOTCS B IUTOIUIA3MY TMPU TOCpeAHWYecTBe Komruiekca MI1-NS2, koropsii
ces3piBaeTcsi ¢ VRNP; NS2 B3aummopericteyer ¢ Oenxom CRMI1  denoBeka, KOTOpBIH
skcnioptupyet VRNP u3 sapa.

(cx) VRNP npocturaroT KiIeTOYHOW MeMOpaHbl Uil BCTPAMBAHHUS B HOBBIE BHPYCHI,
KoTopble oTnoukoBbiBatoTCs. benku HA 1 NA B HOBBIX BUpycax coepKaT KOHILIEBbIE CHAJIOBbIE
KUCJIOTBI, KOTOPBIE BBI3bIBAIOT (PUKCUPOBAHHE U TPHUKPEIUICHHE BHPYCOB K KJIETOYHOH
noBepxHOCTH. NA BHOBb 0O0Opa30BaBIIUXCS BHPYCOB PACIIEIUISIET OCTAaTKH 3THX CHAJIOBBIX
KHCJIOT, TEM CaMbIM BBICBOOOKIAst BUPYC U3 KJIETKU-XO35HHA.

[0008] Bo Bpemsi cragmii (a) u (0) >KM3HEHHOrO LUWKJIA BUpyCa TPUINA BUPYCHBIN

NOBEPXHOCTHBIN ruKonporenH reMarrmoTuHud (HA) cBs3biBaercs ¢ penentopamu CHaloBOMH



4

KHCJIOTBl Ha KJIETKEe-XO3dMHE, IIOCJIE€ Yero MNPOUCXOAUT PELEeNTOPHO-ONOCPEIOBAHHbIN
SHIOIMTO3 BHUpyca B kierky. Huskuii pH B sHpocome wuHMLMHpPYeT KOH(POPMALMOHHOE
n3meHeHue B Oenke HA, koTopoe NpUBOAUT K CIMSAHUIO BHUPYCHOW U SHIOCOMAJBHOM
meMOpanbl. B To xe Bpemsi, Hu3kuii pH Takke MHMIIMHPYET MOTOK NMPOTOHOB B BUPYC uepe3
VOHHBIA KaHaa M2, B pe3yJbTaTe 4ero BHPYCHBIH MeHETHYECKMH MaTepHaj BbICBOOOXKAAETCS
SAPO JUTS 3aIyCKa BUPYCHOTO MH(PEKIIMOHHOTO MPOLIeCca B KIIETKE.

[0009] ITonsTHO, YTO BO3AEHCTBHE HA BUPYC HU3KOro pH BO BHEKJIETOYHOM OKPY>KEHUH
WHAKTUBUPYET BHUpYC. bpUIO mMOKa3aHO, YTO WHTpaHa3ajbHbIE rejeBble crpen ¢ Hu3kuM pH
NIOJABJISIIOT BUPYCHI TPHUIIIA /77 Vifro Y 3aIIMIIAI0T XOPbKOB OT IPUNTIO3HOHN nHpekun. OTHAKO B
TAKUX HCCIENOBAHUSAX 3 (EeKTUBHAsT KOHLEHTpAIMs KHCIOT cocTaBisier npumepHo 0,15M
(mpubmm3urensHoe 3HaueHue pH 3,5). Kpome Toro, mms ocyIiecTBieHHS MPOTHBOBHUPYCHOTO
IEeWCTBUSI HEOOXOIUM KOHTAKT C BHPYCOM. [[OMONHUTENBHO, 3TH CIIPEH MPOAEMOHCTPHUPOBAIN
3¢ (eKTUBHOCTh TOJNIBKO BO BPEMsl PAaHHMX CTaJud BUPYCHOH mH(pekuuu. Xors 3HaueHue pH,
Onmu3koe K 3,5, MOXKET AOCTHraThes NpU BBeAeHNH 3a0ydepeHHoro HazampHOro cnpes ¢ pH 3,5,
CYIIECTBYET OrpaHMYEHHE 3TOH HAa3aJbHOW JOCTABKH, KOTOpas OOECIeYrBaeT OTHOCHTEIBHO
KOPOTKO€ BpeMsl yIEpKUBAaHMsI NMPOAYKTa B HOCY BCJIEACTBHE MYKOLMJIHUAPHOIO KIJIHUPEHCA.
HopmanbHOE BpeMsl HAaxXOXACHWs HA3aJbHO BBEAEHHOI'O PACTBOpPA y YEJIOBEKAa COCTABISIET
npumepHo 12-15 muHyT.

[0010] Kpome Toro, B ciydae sedeHUs BUPYCHOW uHpexkmmu Oyner HeoOXomum
KUCIIOTHBIN Oydep At mocTaBku riIyOOKO B AbIXaTeNbHbIE MyTH. BeposTHO, YTO KUCIOTHAs
npupona Takoro Oydepa Oyaer BBI3BIBATH pa3fApaKEHHE M HENEPEeHOCHMOCTb Yy JIIOJEH.
CrnenoBarebHO, KHCJIOTHBIE HHTPAHA3AJIbHBIE CIIPEU MOTYT OBbITh HEMOAXOISIIMMHU B KAa4eCTBE
TEPANeBTHYECKUX areHTOB JIS JIeYeHUs HH(EKIMY, BbI3BIBAEMO BHPYCOM TPUIINA, MOCKOJIbKY
OHH CYIIECTBEHHO OrPaHMYEHbI U HECTIELU( UIHBI.

[0011] [TonuaHMOHHBIE COENMHEHUsT B KadecTBe areHToB npotuB BUY mpossisioT
aTTpakTHUBHbIE CcBOMCTBA. CHEKTp MPOTUBOBUPYCHOM aKTUBHOCTH IOJMAHUOHOB PaCIIUpEH IO
pa3HOOOpa3HBIX BHPYCOB B OOOJIOUKE, BKIIOYAIOIINX OPTO- M Iapa-MUKCOBUPYCHI (BHPYC
rpunma). beuto mMoKa3aHO, YTO TakWe TMOJNMAHUOHBI MHTHOUPYIOT PEIUTUKALMIO BHPYCOB B
KyJIbTypax Kj1eTok B KoHIeHTpauu ot 0,1 no 1 mxr/mu. IIpenMyInecTBeHHO, TaKue COSTUHEHHSI
SIBJISTFOTCSI HETOKCUYHBIMU JJaJKe B KOHIIEHTPALUSAX BIUIOTH A0 KoHLeHTpamuid B 10000 pa3 Gonee
BBICOKMX. OnHaKO STH  Bel[eCTBA  CTPAAAOT  psSAOM  (PAPMAKOKHMHETHUECKHX U
TOKCHKOJIOTMYECKUX HENOCTATKOB, KOTOPBIE MO BCEH BEPOSTHOCTH KOMIPOMEHTHUPYIOT HX
KJIMHUYECKYHO TPUMEHUMOCTh. Hanpumep, npexae 4em 10CTUYb MeCTa UX ACUCTBUSL, OHU MOTYT

YACPKUBATHCA B KPOBOTOKE PA3JIMYHBIMHU OenKaMu IIa3Mbl KpOBH. KpOMe TOro, U3BCCTHO, 4TO



HEKOTOpBIE cyibpaTupoBaHHbIE MOJICAaX apUAbI HPOSIBJISIFOT HEKENATEeNbHYIO
AHTHUKOATYJITHTHYIO aKTHBHOCTb.

[0012] CymecTByeT noTpeOHOCTP B HOBBIX IPOTUBOBUPYCHBIX areHTax, KOTOpbIE
3¢ ¢eKTUBHBI MPOTHB TPHUMNA. B YaCTHOCTH, CyLIECTBYeT MOTPEOHOCTb B  HOBBIX
IPOTUBOBUPYCHBIX areHTax, KOTOPbIE MPOSBILSIIOT OAHO MM OoJiee U3 CIeAyroIero: 1) Bricokas
CHJia EHCTBUS MPOTUB BUPYCOB TpHIma, 2) ObICTpoe AeWcTBHE Asi OOpbObI ¢ MHGpEKLuid, 3)
IIUPOKHUH CHEKTP MPOTUBOBUPYCHOW aKTMBHOCTU (BKJOYas rpunn A, B, nruumii rpunm), 4)
5 (}EeKTUBHOCTh TPOTHB YCTOWYMBBIX K JIGKAPCTBEHHBIM CPEICTBAM INTAMMOB, S5) HU3Kas
TEHACHIMsI K JIEKAPCTBEHHOH yCTOMYMBOCTH, ©) VYBEJNIWYEHHAs NPONOJIKHTEIbHOCTD
3¢ (GeKTUBHOCTH, 7) BBICOKAs CEJIEKTUBHOCTb, 8) YBEIMYEHHOE TEPareBTHUECKOE OKHO, 9)
HU3Kash TOKCHMYHOCTh, 10) wmeHbme mnoOouyHbIX 3¢pdexroB w/mmm 11) nopxomsar ans
TEPANEeBTHYECKOTO U MPOPHUIAKTHUECKOTO MPUMEHEHHS.

CYIIHOCTDB U30BPETEHUA

[0013] CornacHo HacTOsIIIEMYy H300PETEHUIO MPEMJIOKEHbI COCOUHEHUS U CIOCOOBI
JICUSHHS W/ WITN TIPEAYTIPEKISHHUS TPUTITIO3HON MH(PEKIIUH.

[0014] CuuTaercs, dYTO COENMHEHUS IO HACTOSIIEMY H300PETeHUIO, TaKKe
YIOMHHAEMbIe KaK ‘“MOIUPULUPYIOLINE MOBEPXHOCTb COSAMHEHHS , M3MEHSIIOT MOBEPXHOCTH
BUpYyCa, Inpeolpa3ysi TOBEPXHOCTb B MUKPOKHMCIOTHYKO/aHHOHHYIO Cpedy, CEJeKTHBHO
NPENATCTBYIOIYIO JKU3HEHHOMY LIUKJIy BHpYCa, BKJIFOYas cTaguu (a) u (0), N3JI0KEHHBIE BBILIE.

[0015] IIpennonaraercs, 4YTO OTO JAOCTUTAeTCs COCAUHEHUSIMH IO HACTOALIEMY
M300pEeTeHNI0, KOTOpble OOBEOUHSIOT IPYIIy, KOTOpas CBSA3bIBAETCS C BUPYCOM TPUINA U C
KUCJIOTHOM(bIMM) WJIM AHUOHHOW(BIMH) TpPYyMNOH(aMu), MNPENsATCTBYIOLIUMH CBS3bIBAHHUIO
TeMarmIlOTHHUHA C KJIETKOW. DTO JaeT MPEeUMYLIECTBO, TaK KaK COEIMHEHUs 10 H300pETeHHIO
NPEAOTBPALIAOT MHOUIUPOBAHUE KJIETKH U OKAa3bIBAIOT CBOE ACWCTBHE BHEKJIETOYHO. ITO
no3BoJsieT n30exkaTb HEOOXOAUMOCTH B TNPOHUKAHWUM MOJIEKYJbI B KJIETKY, YTO JIOJDKHO
MPUBOAUTH K CHIKEHUIO TOKCHYHOCTH W/UJTH MEHBITUM TTOOOYHBIM 3 (heKTam.

[0016] B ogHOM acrniekTe M300peTeHUs MPEIIOKEHO COSNMHEHNE, COoMepIKallee MepBhiid
Y BTOPOIl JOMEH,

NpUYeM TMEPBBIH TOMEH COAEPKUT IO MEHbLIEH Mepe ONHY SKOPHYIO TPYIIy, KOTOpas
CBSI3bIBAETCSI C IOBEPXHOCTHIO BUPYCA IPUNIIA; U

BTOPOH IOMEH COIEPIKHUT MO MEHbINEH Mepe OHY aHUOHHYIO TPYIIY;

Wi ero (apMaLeBTUYECKH TMpHEMJIEMblE COJIb, COJbBAT, MPOJEKAPCTBO WM
CTEpPEOU30MeED,

I7ie IEPBBIA U BTOPON JOMEHBI KOBAJICHTHO CBSI3aHBI.
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[0017] B npyroM acnekTe NpeniO:KE€Hbl COCAWUHEHUs, A€ MEpPBbIi U BTOPOU ITOMEHBI
KOBAJIEHTHO CBsI3aHbI IIOCPEACTBOM 10 MEHBLIEH MEPE OAHOIO ABYXBaJIEHTHOIO JIMHKEPA.

[0018] B nmpyrux acmekTax COEOMHEHUS IO H300pPETeHUI0 ONMOJHHUTEIBbHO MOTYT
CoZlepaKaThb MHOTOBAJICHTHYIO KAPKACHYIO IPYIIIY.

[0019] B npyrom acniekTe npenjioxeHbl coequHenus popmyisl (I):

A—L' ] B [ L12—cC
n p
®opmyna (1)
WM UX (papMarieBTUYECKH MIPUEMIIEMBbIE COJIb, COJIBBAT, MPOJIEKAPCTBO M CTEPEOH30MED, TIE:

A B K&XIOM ClIy4ae MpeacTaBisieT COO0H SIKOPHYIO TPYIy,

B nmpencrasnsier co00i MHOTOBaJICHTHYIO KaPKACHYIO TPYIIY;

C B KaXXI0OM Cily4dae IpeicTaBiseT coO0H aHHOHHYIO TPYIIIY;

L' u L’ B kasxmom cilydae IpeACTaBISIIOT COOOH ABYXBAJIEHTHBIE JIMHKEPHL,

n O3Ha4aeT 1ejoe yuchio ot 1 1o 4; u

P O3Ha4aeT Leyoe Yucio ot 1 go 3.

[0020] B npyrux acnekrax mpemioskeHbl (papMaleBTHUECKHUe KOMIIO3ULIUH, CONlEepIKaIne
COEAMHEHHE IO H300pEeTeHHI0 WM ero (papmManeBTUYECKH TNpPUEMIIEMblE COJb, COJIbBAT,
MIPOJIEKAPCTBO WJIM CTEPEOU30OMep. B NOMOIHUTENBHBIX aCNeKTax MNPEAJIOKEHO NPUMEHEHUE
COENMHEHUs] N0 H300peTeHHI0 MM ero (apMaleBTUUECKH MPUEMIIEMBbIX COJH, COJbBAaTa,
IIPOJIEKAPCTBA WIIM CTEPEOU3OMEPA B U3TOTOBJIEHUH JIEKAPCTBEHHOT'O CPENCTBA IS JICYEHUS UITU
npeaynpexaeHust UHQEKIUH, BHI3BIBAEMON BUPYCOM TPHIIIIA.

[0021] B nmpyrux acmekTax MpemjIo:KEHbI CIIOCOOBbI JIEUEHUS WU TPEenyrnpeskaeHus
UH(EKIMY, BbI3BIBAEMON BHPYCOM TPHIINA, BKJIIOYAIOLINE BBEIECHHE HYKIAIOIIEMYCS B 3TOM
CYyOBEKTYy TepaneBTH4YeCKU 3(()EKTHBHOIO KOJMYECTBA COETUHEHUS MO M300PETEHUI0 WU €ro
(apManeBTHYECKH MPUEMIIEMbIX COJIH, COJIbBATA, MPOJIEKAPCTBA HITH CTEPEOH30MEPA.

[0022] B HekoTOpBIX acnekTax MH(EKIHs, BbI3bIBA€Masi BUPYCOM I'PUIINA, MPEICTABIISAET
coboii rpunm A, rpunn B, nTHUMA rpunn WM YCTOHUYMBBIA K JIEKAPCTBEHHBIM CPENCTBAM
LITAMM TPUIIA.

[0023] Ecniu HE n[aHO WMHOrO ONpPEAENICHUs, BCE TEXHUYECKHWE U HAay4YHbIE TEPMHHBI,
UCTIOJIb30BAaHHBIE B JAaHHOM JOKYMEHTE, WMEIOT 3HA4YeHUs, KOTOpPbIE OOBIYHO IOHSTHBI
CHELUANNCTY B 00JIACTH, K KOTOPOH JaHHOE N300peTeHNne OTHOCUTCS.

[0024] Ccbiika Ha mNpeAIIECTBYIOIIMNM ypOBE€Hb TEXHUKM B JAHHOM OIIMCAaHUM HE

SABJILIETCA M HE MOOJDKHA BOCIPUHHUMATBCA KaK TMMOATBEPKACHUC WA KaKasi-inoo (bopMa
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NPEATIONIOKEHUsS, YTO YPOBEHb TEXHUKH SIBJISIETCS YACThIO BCEOOIIEro 3HAHUS.

[0025] Bce nokyMeHTBI, IPOLUTUPOBAHHBIE B JAHHOM OINMCAHUM, BKJIFOYEHBI B HETO BO
BCEH MX MOJHOTE NOCPEACTBOM CCBIIKH.

KPATKOE OITIUCAHUE N'PAOHYECKHUX MATEPHAJIOB

[0026] ®ur. 1: Kparkas unpopmanus o BapuabenbHBIX YCIOBUSX INPEIBAPUTEIbHON
obpabotku Bupyca (A/Sydney/250/99 umu A/Sydney/5/97) TecTupyeMbIMU COETUHEHUSIMH 10
uHpuumposanus kierok MDCK.

[0027] Dwr. 2: [IpenBapurenbHast  obpabotka  Bupyca  (A/Sydney/250/99)
TECTHPYEMBbIMHU COoequHEeHUsMHU 10 uH(puuuposanus kierok MDCK coenunenusimun A) MD348,
B) MD345 u C) 3aHaMuBUpOM (KOHTPOJIB).

[0028] ®wur. 3: IlpensapurenbHas obpadorka Bupyca (A/Sydney/5/97) tectupyembiMu
coenuHeHusiMA 10 nHbuUuposanus kietok MDCK coenunennsmu A) MD348, B) MD345 u C)
3aHAMHUBUPOM (KOHTPOJIb).

[0029] ®dur. 4: IlpensapurenpHast oOpaborka Bupyca (A/Sydney/250/99) MD345
(TecTHpyeMoOe COeNMHEHHE) W 3aHaMHUBHUPOM (KOHTPOJb) B TEUEHHE BaPBHPYEMBIX IMEPHUONIOB
BPEMEHH U YCJIO0BUsA 10 nHpuuposanus kierok MDCK.

[0030] ®ur. S: CpaBHeHue npoTuBOBUpPYCHON akTuBHOCcTU MD314-1 u MDO021-7
npotuB A/Sydney/5/97 (H3N2).

[0031] ®ur. 6: CpaBHeHue npoTUBOBUPYCHON akTuBHOCcTU MD314-1 u MDO021-7
npotus A/Mississippi/03/01 (HIN1) nukoro Tumna.

[0032] ®ur. 7: CpaBHeHue npoTUBOBHPYCHOH akTuBHOCTH MDO021-7 u MDO051-3
npotuB A/Mississippi/03/01 (HIN1) nukoro tuma.

[0033] ®ur. 8: CpaBHeHue npoTtuBoBHpPYCHON axkTuBHOCcTH MDO021-7 u MDO051-3
npotuB A/Mississippi/03/01 (HIN1) H274Y (ycTOHYMBBII K OCETbTAMUBHPY ).

[0034] ®ur. 9: CpaBHeHue npoTuBoBUpPYCHON akTuBHOCcTH MD314-1 u MDO021-7
npotuB A/Mississippi/03/01 (HIN1) H274Y (ycTOHYMBBIA K OCETBTAMUBHDY ).

[0035] ®ur. 10: Kparkas wuHpOpMamus O CpOKax BBENEHUS COEIMHEHHH,
uHQUIUpOBaHNH W cOOpe OpPraHOB Ui OLEHKH CKOPOCTEH KIMpEHCa BUPYCa B JIETKUX H
HOCOBBIX PaKOBHHAX Yy MbILIEH.

[0036] ®ur. 11: CpaBHuTenbHbIE TUTPBHl BUpPYCa B JIETKUX Y MbIIEH [Js OLEHKU
CKOPOCTeH KJIMpeHca BUpyca ¢ ucnoiab3osanneM MDO021, 3anamusupa u PBS.

[0037] ®ur. 12: CpaBHuTenbHbIE TUTPBl BUPYCAa B JIETKUX Y MbIEH [Js OLEHKU
CKOpOCTEeN KJIMpeHca Bupyca ¢ ucnosibzopanueM MDO021, 3anamuBupa u PBS B nuu 1, 3, Su 7

nocje HHPUIUPOBAHUS.
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[0038] ®ur. 13: CpaBHUTENBbHBIN TUTP BUPYCA, BBIPAXKEHHBIN B MPOLIEHTAX OT CPEIHEro
3HaueHus Ans rpynnsl PBS-koHTpOms.

[0039] ®ur. 14: CpaBHUTEIbHAS MOTEPST MACCHI T€JIAa Y MBIIIEH AJI OLIEHKH CKOPOCTEH
KJIMpEeHca Bupyca ¢ ucnonb3osannem MDO021, 3anamusupa u PBS.

[0040] dwur. 15: Heitrpamuszauus A/California/7/09 (pan HIN1) in vitro.

MNOJAPOBHOE OTUCAHUE U30BPETEHUSA

[0041] Kak oOcyxmanoce BbIIIE, CYUTAETCS, YTO COENMHEHHs [0 HACTOSIIEMY
U300pEeTEHHI0O  M3MEHSIOT ~ TOBEPXHOCTb  BHPyCa,  mpeodpasyss  MOBEPXHOCTb B
MHKPOKHCJIOTHYIO/aHHOHHYIO CPEy Ul CEJIEKTMBHOTO MPEINSTCTBOBAHMS CTAAMSIM JKU3HEHHOTO
IIMKJIa BUpPYCa.

[0042] CuuTaercs, 4TO KHUCJIOTHBbIE/aHUOHHBIE TPYIIIBI COSAMHEHUN MO HACTOSIIEMY
n300peTeHn0  MpeoOpasyloT MOBEPXHOCTh BHPYCa B MHUKPOKHCIOTHYIO/aHHOHHYIO Cpendy,
KOTOpasi CHIDKAET WJIM MHAKTHBUPYET BHPYCHYIO aKTUBHOCTb. Kpome Toro, cumraercs, 4to 3Tu
COEAMHEHUs] AEHCTBYIOT BHEKJIETOYHO H, CIIENOBAaTEIbHO, MOTYT OOYCJIAaBIMBATh CHUKEHHE
MHIHUIAEHTHOCTH MOOOYHBIX 3()(PEKTOB, CHIKEHNE TOKCUYHOCTH W/WJIM CHIDKEHUE TEHICHLMH K
pa3BuUTHIO ycToiumBocTH. bonee monmpoOHO, cUMTAETCs, YTO COEAMHEHUs 1O HACTOALIEMY
M300pETEHNI0 JEHCTBYIOT BHEKJIETOUYHO BO MHOJKECTBE LIEJIEBBIX TOYEK >XM3HEHHOTO LHKJIA
BUpYCa, B TOM 4YHCIIe, 0€3 OrpaHUueHHs:

¢ KucnoTHble/aHHOHHBIE TPYIIBl CO3Mal0T Hu3kuil pH Ha moBepxHOCTH BHpycCa, 4YTO
VMHULIHUPYET MpeXIeBpeMEeHHOe KOH(POPMALMOHHOEe U3MeHeHne Oenka remarrimotuHuHa (HA),
KOTOpO€ BIIOCJEICTBUU MOXKET CHIDKATh WM 33J€p>KUBATh CIUSHHE BUPYCa M KIETOK. JTO
U3MEeHEeHUe sBJsieTcsl creruuyaHbIM s ctanuu (0) )KU3HEHHOTO LIUKJIA BHPYCA, YIOMSHYTON
BBILIIE.

o JIOTIOJTHUTENIPHO, CYMTAETCS, YTO CO3NaHHE cpenbl ¢ HU3KMM pH Ha MOBEpXHOCTH
BUpyca BO30Y)KIAeT MOTOK NMPOTOHOB B BUPYC 4epe3 HMOHHBIM KaHail M2, KOTOpPBIA MOMKET
BBI3BIBATh  BBICBOOOXKIEHHE TI'€HETUYECKOrOo MaTepualia BHE KJIETOK. OJTO  SIBJISETCS
cneunuIHbIM 11 cTaguu (0) )KU3HEHHOTO LIUKIJIA BUPYCa, YIIOMSHYTOH BBILIE.

¢ CunTaercs, YTO SKOPHbIE TPYIIBI COEAUHEHHH MO M300PETEHUI0 MOTYT MEPEKPECTHO
ces3biBaTh NA/HA wu arpermpoBaTh BHUPYCHBIE YACTHIBI, YTO CHIDKAET NOABM)KHOCTb U
UH(EKTUBHOCTb BUPYCOB. DTO SBJSIETCS CrIeU(UIHBIM 1Jis1 cTafuii (a) u (0) )KU3HEHHOTO LIUKJIA
BUPYCA, YIIOMSHYTHIM BBILIIE.

e Cynraercsi, 4TO SKOPHBIE TPYIIIbl MHTUOMPYIOT (yHKuMIO HelipamuHHgasel (NA),
CHIDKAsI WM TIpeAynpexaas BbICBOOOXKIEHHE HOBBIX BHPYCOB M3 KJIETOYHOH MeMOpaHbl. ITO

ABJSIETCA CeNM(UIHBIM K CTaZANU (3K) )KU3HEHHOTO LIUKJIA BUPYCA, YIIOMSHYTOH BbILIE.
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[0043] Cuuraercs, uro nmpepsiBaHue cTanauii (a) u (0) )KU3HEHHOTO LIUKJIAa BUPYCa MOXKET
CHIDKATh MOTEHIHAIBHYIO TSXKECTh MH(PEKIUH 32 CUET CHIDKEHUS BUPYCHOM MH(EKTHBHOCTH, B
TOM UYHCJIE€ 3a CYET CHWIKEHMs IPOHMKAHUS BHUPYCAa B KIETKH, BHUPYCHOIO HapyLUEHUs
HOPMaJIbHBIX (DYHKIMH SiAep KJIETOK W/WiM perumkanuu Bupyca. COOTBETCTBEHHO, CUHUTAETCH,
YTO BBEJEHHE COEIMHEHHWH II0 HACTOALIeMYy H300pEeTeHHI0 MOKeT olecrnedynBaTh Ooiee
a¢pexTuBHOE NIeueHre BUPYCHOM MHPEKIMH 1/1iu Oojiee OBICTPOE BbI3IOPOBIIEHUE MAIUEHTOB,
4YeM BBEJEHUE JAOCTYIIHBIX B HACTOSLIEE BPEMsl JICKAPCTBEHHBIX CPENCTB, SIBISIOLINUXCS
uHruouropamu NA. Cuuraercsi Takke, YTO COSAMHEHHUS MO HACTOSIIEMY H300PETEHHIO MOTYT
OBITh NCTIOJIB30BAHBI MPOPUITAKTUIECKU B IPEAYIPEKIESHUH TPUITIO3HON MH(PEKLNH.

[0044] CooTBeTCTBEHHO, B OIHOM AacCIEKTe HACTOSIIEro HM300peTeHUs MPEIIONKEHO
COEIMHEHNE, COAepIKalLlee NePBhId U BTOPOU IOMEH,

IIPUYEM MEPBBIM AJOMEH CONEPKUT MO MEHbIIEH Mepe OHY SKOPHYIO Ipymmy, KOTopas
CBSI3BIBAETCS C MOBEPXHOCTBK) BUPYCOB IPUNIIA; U

BTOPOU JOMEH COAEPKUT IO MEHBbIIEH Mepe OAHY AaHUOHHYIO TPy,

wii  ero (apmMauneBTUYECKU TMpPUEMIIEMbIE COJIb, COJbBAT, MPOJEKAPCTBO WM
CTEPEOU30Mep,

I/ie IEPBBIA U BTOPON JOMEHBI KOBAJICHTHO CBSI3aHBI.

[0045] B HekOTOpBIX acmekTax MepBbIi U BTOPOH JOMEHBI MOTYT OBbITh KOBAJEHTHO
CBsI3aHbI [IOCPECTBOM I10 MEHbILIEH Mepe OJTHOTO ABYXBAJIEHTHOIO JMHKepa. B npyrux acnekrax
COEIMHEHUS 10 M300PETEHHIO NOMOJIHUTEIBHO MOTYT COAEPKaTh MHOTOBAJIEHTHYIO KapKaCHYIO
rpymny.

[0046] B npyrom acrniekTe n3o0peTeHus npeniokeHbl coenuueHus: popmyJbi (I):

A—L! ] B [ L12—cC
n p
®opmyna (1)

WM uX (papMareBTUYECKH MPUEMIJIEMbIE COJIb, COJbBAT, MPOJEKAPCTBO, CIOXKHBIA 3dup wim
CTepeou3oMep, rue:

A B K&XIOM CITy4ae MpeaCcTaBsieT cOOO0H SKOPHYIO TPy,

B npencrasnsier co00i MHOTOBaJIEHTHYIO KAPKACHYIO TPYIIY;

C B KaXXI0M Cilydae IpeacTaBisieT coO0 aHHOHHYIO TPYIIIY,

L' u L’ B kasxmom cilydae IpeACTaBISIIOT OO0 ABYXBAJIEHTHBIE JIMHKEPHL,

n O3HA4aeT 1ejoe yuchao ot 1 1o 4; u

P O3Ha4aeT Lesoe 4yucio ot 1 go 4.
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[0047] B nmanHOM onucanuu u3o0peTeHHs "COoeoUHEHHEe MO W300peTeHur0" wWin
"coenunenne ¢opmynbl (I)" o3Hawaer coenmHeHwe WM ero (papMaleBTHUECKH PHEMJIEMbIE
COJIb, COJIBBAT, NMPOJIEKAPCTBO, CIOKHBIA 3(PHUpP WM CTEPEOU30OMep WM €ro (pU3NOJOTHYECKU
(YyHKIIMOHATIBHOE MPOU3BOHOE.

[0048] Tepmun “sxkopHas rpymma” B JaHHOM JOKYMEHTE OTHOCUTCA K JIOOOH
MOIXOSIIeN TPpyIe, KOTOpasi CBA3BIBAETCS C MOBEPXHOCTHIO BUPYCOB rpumma. B HEKOTOPBIX
BOIUIOLICHUSIX SIKOpHAsi TpPyMIa TMPencTaBisieT COOOW TpyImy, KOTOpasl CBSI3bIBAETCS C
HEMpaMHHUIA30M, TaKyl KaKk MHTHMOMTOp HEWpaMUHHIA3bl WM €ro Mpou3BonHoe. IIpumepsl
NOIXOMSIINX TPYII BKJIIOYAIOT, 0€3 OrpaHHUYEHHs], CHAIIOBYIO KHUCJIOTY WJIN €€ MPOU3BOIHOE, B
ToM uucie N- wimm (J-3aMeleHHble TPOM3BOAHBIE HEHMPAMHHOBOW KHCJOTBL, TaKHE Kak
3aHAMUBUDP WM JIAHWHAMHUBUD, OCEIbTAMUBUp, NEPaMUBHP, 2,3-AH(TOPCHATOBBIE KHCIOTHI
(DFSA) ux mpousBomHbie. B Apyrux BOIJIOMEHUSX SIKOPHAS TPYIIA COACPKUT aHTUTEJIbHBIN
CBSI3bIBAIOINUI TOMEH, KOTOpBIH crenu(uyeckn CBsA3bIBAaeT HelipamuHunasy. IIpumepst
MOAXOJALIEH SIKOPHOM TPYNIbI, COAEPIKAILEH AHTUTEJbHbBIA CBS3BIBAKOLIMI JTOMEH, KOTOPbIN
cneunpUvIecKl  CBsI3bIBA€T  HEHWpaMHMHHUAA3y,  BKJIOYAOT  aHTUTeno  (Ab)  wm
AHTUT€HCBS3BIBAIOIIUH (DparMeHT aHTHUTeJa, ONHOIETIOYeUHbIi (parmMeHT antutena (scFV)
onHonomeHHoe antureno (dAb).

[0049] Tepmun “kapkacHas rpynma’ B JaHHOM JOKYMEHTE€ OTHOCUTCS K JIFOOOH
NOAXOASALIeH MHOTOBAJEHTHOH TpymIe, K KOTOPOW NMPHCOCAMHEHbI OfHA WM Ooyiee STKOPHBIX
TPYII ¥ OAHA WK OOJiee KUCIOTHBIX MIIM aHUOHHBIX IPYMIl. B HEKOTOPBIX acmekTax KapKacHas
Ipylnna MOXET MPeACTaBIATh COOOH TPEXBAJCHTHYIO Ipymmy. B apyrux acmekrax KapkacHast
IpyIna MOXeT MpPeIACTaBIATh COOOW YeThIpEeXBAJEHTHYIO rpymnmny. IIpuMepbl MOAXOASLINX
KapKaCHBbIX TPV BKJIKOYAOT, O€3 OrpaHUYeHUs, BO3MOXKHO 3aMeIleHHbI mpomnaH-1,2,3-
TPUKapOOKCHIIAT, BO3MOXKHO 3aMEIIEHHBbIW LUKJIOreKcaH-1,3,5-TpukapOoKCHIaT U BO3MOKHO
3aMeleHHbIi Oen3o-1,2,4,5-TerpakapOoKcuar.

[0050] TepmuHbI “KUCIOTHAS WJIM AHUOHHAS rpynmna’ W “KUCJIOTHAs/aHUOHHAs Tpymma’
OTHOCATCSL K J000HM momxopsmed (yHKIMOHAIBHOW TpyIIe, MMEIOLIeH KUCIOTHBIE W/WIN
AHUOHHBbIE CBOICTBA, KOTOpas MAEHCTBYET, NPENATCTBYsl CBS3bIBAHUIO TIE€MAarrlOTHUHUHA C
kjeTkoil. KoHkpeTHO, TepMuH "aHHOHHasA" OMNUCBHIBAET CyMMAapHBIN OTpULIATENIbHBIN 3apsia
(YHKUMOHATBHON TPYINIbI UM BemecTBa. JIOKHO OBbITh MOHSTHO, YTO AAHHOE OTPULIATEIBHO
3apsUKEHHOE BELIECTBO MOKET HMETh OAWH WM Oojiee TOJOXKHUTENbHO 3apsKEHHBIX
NPOTUBOMOHOB, ACCOLMUPOBAHHBIX C HUM, WIH HaoOopor. B pactBope orpunarensHo
3apsKEHHOE BEIIECTBO MOXET HMMETh OJUH MM Oojee AMCCOLMHMPOBAHHBIX ITOJIOKUTENBHO

3apsPKEHHBIX IIPOTUBOUOHOB, € KOTOPbIMU OHO aCCOLUHUPOBAHO. B AaHHOM OOKYMEHTC TECPMHUH
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"aHUOHHBIN" HCIONb30BaH ISl OMUCAHUS CBOICTBA 3TOro BellecTBa WK (PYHKLUHUOHAIBHOM
IpyTNIbl, 2 He 00IIero KOMILIeKca ¢ OAHUM WU Oojiee MPOTUBOMOHAMM, KOTOpPbIe OOBIMHO Oy Ay T
JleNaTth KOMIUIEKC HeWTpalbHbiM. [TOHSATHO, YTO mpu pa3nuuHbiX 3HadeHusix pH HekoTopbie
(GYHKIIMOHAJIBHBIC TPYNIBI  SBISIOTCS OTPUIATENIFHO 3apsDKCHHBIMH, HEHTPAIbHBIMU - HITH
MOJIOKUTENBHO 3apAXEeHHBIMU. SIBISETCS JIM BEIIECTBO AHHUOHHBIM, OMpPENENseTcsl UCXOAS W3
CYMMBI 3THX 3apsiioB. Hampumep, B pamkax o0Obema M300peTeHHs KUCIOTHAas WM aHWOHHAas
rpynna MoXeT BKJIK4YaTh OAHY HIAM Oosee U3 cleAyroluX (QYHKLUMOHANBHBIX [PYIII:
KapOOHOBbIC, CYJb(OHOBBIC, (ochoHOBbIE U (POCPUHOBBIE KUCIOTHI U MX HM30CTEPHl WIIK
ovonsoctepbl. [lprMepbl MOAXOAAIINX KUCIOTHBIX WM aQHMOHHBIX TPYNN  BKJIIOYAIOT
KapOOHOBBIE KHUCIOTHI, aMUHOKHCIOTBI, AUMENTHABI, TPUNENTHAB WK MOJUNENTHABl WIH UX
MPOU3BOHbIC, UMEIOIINE KUCIOTHBbIC W/HIM aHUOHHBIE CBOMCTBA, Takhe KaK acrapardHoOBas
KUCIOTA, 1IMCTEUHOBAs KWCIO0Ta, [JYyTaMUHOBAs KHCJIOTA WJIM TENTH/Ibl, [OJy4yaeMble U3
acriaparuHOBOM KMCIIOTHI, IUCTENHOBOM KUCIIOTH! W/WITM TITy TAMMHOBOW KUCIIOTHI.

[0051] TepmuH “cuanoBas KucioTa” IMOHSTEH B JAHHOW 00JIaCTM U OTHOCUTCS K 9-
YIIepOA-MOHOCAXapuay, B YaCTHOCTH K INPOHM3BOAHBIM HEHpaMHHOBOH KucioThl. [Ipumepsl
NOJXOAALIMX TPYIN BKIIOYAIOT, 0€3 OrpaHHYeHHs, BO3MOXKHO 3aMeIleHHbIE MOHOCAXapHbl,
nojy4aemsblie B pesyJjbrare N- u/unu O-3amelenus N-auetunHeidpaMmuHoBoil kuciotel (NeuSAc)
u N-rnukonuiHeipamMmuHoBoii kuciiotsl (NeuSGe).

[0052] Tepmun “wHrHOMTOP HEWpaMHHWAA3LI” OOMIEW3BECTEH B JAaHHOW 00JacTH |
OTHOCUTCSI K KJaccy COeAWHEHUU, KOTopble OJIOKUPYIOT (GEpPMEHT HelipamuHuAasy. B
HEKOTOPBIX BOIUIOIICHUSAX SKOpPHas TPYINa MOXeT TMpeAcTaBlsTh coboit WHrHOUTOp
HelipaMUHKa3bl WIK €ro Mpou3BoiHoe. [IpruMepsl MOAX0AAINNX HHIMOUTOPOB HEHpaMUHHU 1a3bl
BKJTIOYAIOT, 0€3 OrpaHuyeH s, CHAIOBYIO KUCIIOTY MJIM MPOU3BOIHOE CHATOBOI KUCIIOTHI, TAKOE
Kak 2,3-pudropcuanoBasi kuciorta. Jlpyrue noaxoisuie HUHrUOUTOpPbI  HeWpaMUHMIA3bI

BKJIIOYAIOT:

3aHaMUBHp OcenbraMuBup
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JlanunamuBHp ITepamuBup

U UX [IPOU3BO/IHBIE.

[0053] Tepmunsl "cnennduueckoe cBsi3bIBaHUE" WK "ClIeUUPUUECKH CBSI3bIBAIOIINH",
HCIIOJIb30BAHHBIE B JaHHOM JIOKYMEHTE, IIpH YIIOMUHAHUH B3alMOIEHCTBHSI AHTUTEJA CO BTOPOI
XAMUYECKOW T'PYIMIION, 03HAYAIOT, YTO B3aMMOJEUCTBUE 3aBHUCHUT OT MPUCYTCTBUS KOHKPETHOU
CTPYKTYpbI (Hampumep, aHTUIC€HHOW AETePMMUHAHTHI WM 3UTONA) HA XUMUYECKOW rpyIle;
HaAIPUMEpP, aHTUTEJIO PACIO3HACT U CBA3LIBACTCS C KOHKPETHON OCJIKOBOHW CTPYKTYpOi, a HE C
Oemkamu BooO1IIe.

[0054] Tepmun "aHTHTENO", WCHOIB30BAaHHBIH B JAHHOM JOKYMEHTE, B IIHPOKOM
CMBIC/IE OTHOCHUTCS K JIIo0OH Mosiekysie ummyHoryioOynnna (Ig), cocrosimiedd U3 deTbipex
MOJUTNIENTUAHBIX Henei, AByX TsokenbiX (H) neneit n apyx gerkux (L) wmerneid, uiu K J00bIM ee
(YHKIMOHATLHBIM  (DparMEHTOM, MYTaHTaM, BapuaHTaM WM WX IPOU3BOJHBIM, KOTOPHIC
COXpaHSAIOT HEOOXOMMBIE AIUTOICBSI3BIBAIOIINE XapaKTepucTUku wmoJiekysbl [g. Taxwne
dbopMaTsl MyTaHTOB, BAPUAHTOB WJIW MPOU3BOJIHBIX aHTUTEJIA U3BECTHBI B JaHHOM oOmactu. Mx
BOTUJIOIIEHUS, HE SBJIIONINECS OTPAHUIUBAIONITAMH, OTIHCAHBI HHXKE.

|0055] B moaHOpasMepHOM aHTHTeNe KaKaas TshKenas Lelb COCTOMT M3 BapHaOelbHOI
obmactu Tskenoi menu (cokpamenHo HCVR wiu VH) u koHCTaHTHOM 001acTu TsDKeIOoH 1emnu.
Kouncrantnas obsactb Tsxkenol 1ienu cocrout u3z tpex aomenon, CH1, CH2 u CH3. Kaxnas
Jerkas UMb COCTOUT U3 BapuabenbHOU obnactu jerkoit nenu (cokpamernHo LCVR wmn VL) n
KOHCTaHTHOU obnacty nerxkod uenu. KoHcranTHas o0JiacTh JIEFKOW LENU COCTOUT U3 OIHOrO
nomena, CL. O6nactn VH u VL Moryt OBITh JOMONHHUTEIGHO TOAPA3/IC/ICHBl Ha 00JiacTh
runeppapuadenbHOCTH, WMEHYEeMBIMH OOJacTsIMHU, OMNPEACISIIONMMHA  KOMIUTEeMEHTaApPHOCTD
(CDR), wuwepenymomumucs ¢ 00JacTIMHU, KOTOpble SBISAIOTCA OoJiee KOHCEPBATHBHBIMH,
uMeHyeMbIMH KapkacHbIMU oOnacTaMu (FR). Kaxnas w3 VH u VL coctout u3 tpex CDR un
ueTbipex FR, pacnonioskeHHbIX OT aMMHOKOHIIA K KapOOKCHKOHILy B clieaytouieM nopsjke: FRI,
CDRI, FR2, CDR2, FR3, CDR3, FR4. Monekynbl IMMYHOTJIO0YJINHA MOTYT OBITh TIOOOTO THUMA
(ranpumep, 1gG, IgE, IgM, IgD, IgA u 1gY), knacca (Hanpumep, 1gG1, 1gG2, 1gG 3, 1gG4, 1gAl

u [gA2) unu nojkiacca.
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[0056] TepmuH "aHTHUreHCBSI3BIBAIOLINI JOMEH" WM “aHTUICHCBS3BIBAIOIINN (PparMeHT”
aHTHUTENa B JAHHOM JIOKYMEHTE OTHOCHUTCS K OAHOMY Hin Oonee (pparMeHTaMm aHTUTENA WU
OenKa, KOTOpbIE COXPAHSIOT CIIOCOOHOCTD CeLN(UIECKU CBA3BIBATHCS C AHTUI'CHOM (Hampumep,
IL-12). Tloka3aHo, YTO aHTUI'€HCBS3bIBAIOIAs (DYHKLUS aHTUTENIa MOXKET OBITh OCYIIECTBJIEHA
(dparmMeHTaMH TOJHOPA3MEPHOIO AHTHTENA. BOIUIOIIEHMSIMH TaKOro aHTHTENAa MOTYT ObITh
Takke Oucneuupuveckue, AyanbHble Crenuduyueckre win MyJbTUCTenduueckue Gopmarsl,
crneun(pUYecKd CBSI3bIBAIOLINECS C ABYMs MJIM OoJjiee pPasHBIMH aHTHIeHaMu. [lpumepsl
CBSI3BIBAIOLINX (DParMeHTOB, OXBAUYEHHBIX TEPMUHOM "aHTUT'CHCBS3BIBAIOIIMNA  y4acTOK"
anTturena, BkmodaroT (1) Fab-pparmeHnTt, oqHOBaNEHTHBIN ()parMeHT, COCTOSIIIMEI U3 JOMEHOB
VL, VH, CL CHI; (2) ¢parment F(ab')2, GuanentHbiii pparment, comepkamumii asa Fab-
(dparmeHTa, CBSI3aHHBIX AUCYJIb(QUAHBIM MOCTUKOM B ImapHUpHOH obnactu; (3) Fd-pparmenr,
cocrosituii u3 gomeHoB VH u CHI, (4) Fv-dparment, cocrosimuii u3 nomenoB VL u VH onHoii
BerBu aHtutena; (5) dAb-pparment (Ward et al. 1989 Nature 341 544-6, Winter et al,
nyonukanust PCT WO 90/05144 Al, BximroueHHas B JTaHHOE ONMHMCAHUE MOCPEICTBOM CCHUIKH),
KOTOPBII CONEP’KUT €OMHCTBEHHBIH BapuaOenbHbI nOMeH; W (6) M30JIMPOBAaHHYK 00JacTh,
onpenensromyo komruiementapHocts (CDR). Kpome Toro, xotst nBa nomena Fv-¢parmenra,
VL u VH, xonupyroTCsi OTENbHBIMA T€HaMH, OHU MOTYT OBITh CO€AMHEHBI C MCIIOJIb30BAHUEM
PEKOMOMHATHBIX METO/IOB CHHTETUYECKUM JIMHKEPOM, KOTOPBIN MO3BOJISET MOJYy4aTh UX B BUJIE
enuHOll OenkoBoi memu, B kKoTtopoil obmactu VL m VH B mape oOpasyroT OIHOBaJIE€HTHBIE
MOJIEKYJIbl (M3BEeCTHbIE Kak onHouenodeuHbii Fv (scFv); (cmorpu, Hanpumep, Bird et al. 1988
Science 242 423-6; Huston et al. 1988 Proc Natl Acad Sci USA 85 5879-83). Takue
ONTHOLIETIOYEYHbIE AHTUTENIAa TaK)KE€ OXBAu€Hbl TEPMUHOM "aHTUT€HCBS3BIBAIOIIMMA y4aCTOK"
antutena. [Ipyrue (opMbl OIHOLIENIOYEUHBIX AHTHTEN TAaKXKe OXBadeHbl. Jlpartenma sIBISOTCS
OMBaNEHTHBIMU, OHCIEIUPUUECKUMH aHTUTENaMH, B KOTOpbIX aomensl VH u VL
5KCIPECCUPOBAHbI HA OJHOW MOJIMMENTUIHON LENH, HO C MCMOJb30BAHUEM JIMHKEpA, KOTOPBIN
CJINIIKOM KOPOTKHH JJIS TOTO, YTOOBI JIBa JOMEHa MOTIJIM OOpa3oBBIBATh Mapy HAa OIHOHW U TOH
K€ LeNH, U TO3TOMY JIOMEHBbl BBIHYKACHBI OOpa3oBBIBATH Mapy C KOMIUIEMEHTapHBIMHU
JOMEHaMU APYrod Lenmd M CO3[aBaTh JBA aHTUT'CHCBS3BIBAIOIINX CaiiTa (CMOTPH, HampuMep,
Holliger, P, et al., 1993, Proc. Natl. Acad. Sci. USA 90:6444-6448; Poljak, R. J., et al., 1994,
Structure 2:1121-1123). Takue cBA3BIBAIOIINE YYACTKH AHTUTEN M3BECTHBI B JAHHOW oOmacTtu
(Kontermann and Dubel eds., Antibody Engineering 2001 Springer-Verlag. New York. 790 pp.,
ISBN 3-540-41354-5).

[0057] B onHOM M3 BOIUIOLICHM SIKOPHAsI IPyNIa B KKIAOM Cllydae SIBJSIETCS JIEOOOMU

MOAXOAAIIEH SKOPHOM TPYIIOH, KOTOpast CBA3BIBAETCS C MOBEPXHOCTBIO BUpyca rpunmna. B
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HEKOTOPBIX BOIUIOLIEHMSAX SKOPHAs IPyMNa B KaKAOM CiIydae IMpencTaBisieT coOOH rpymmy,
KOTOpasi CBSI3bIBAETCSI C HEHPaMUHHMIA30M, BKJIKOYAas WHTMOMTOP HelpaMHHMIA3bl WIH €ro
NpON3BOJHOE. B HEKOTOPBIX BOIUIOIIEHUSAX SKOPHAs IPyINa NPEACTaBIsieT cOOOW MHTHOUTOP
HeWpaMUHHMIA3bl WM €ro IPOU3BOIHOE, BbIODAHHBIE W3 CHAJOBOH KHCJIOTBI, TAaKOH Kak
3aHAMMBHp WM JJAHWHAMUBHP, 2,3-11(TOpCHANIOBON KHCIOTBI, OCENbTAMUBUPA, NIEPAMHUBUPA
UX TPOU3BOAHBIX. B Ipyrux BOIUIOLIEHUSX SKOpPHAs TpyIna B KaXXAOM CIydyae CONEPIKUT
AHTUTEJIbHBIA CBSA3BIBAIOIIMN JOMEH, KOTOPBIA CHeUU(pUUEcKU CBS3bIBAECT HelipamMuHHIasy. B
HEKOTOpBIX ~BOIUIOLICHHUSX, TI/I€ SKOPHAs TPyIna NpeAcTaBisieT Co0O0H  aHTUTENbHBIN
CBSI3bIBAIOINUI TOMEH, KOTOPBIA Crien(UIECKH CBA3BIBACT HEHpaMUHHMIA3y, SKOPHAs TpyIa
BbIOpaHa W3 TPYIIBL, COCTosimeld u3 aHtutena (Ab), aHTUreHCBsi3bIBaroIero (Qparmenrta
aHTHTeNa, ogHouenoueyHoro pparmenta antutena (scFV) u onHonomenHoro anturena (dAb).
CoenuHeHusi 1Mo HM300PETEHMIO MOTYT COAEpP)KaTb B CyMMe OT 1 10 6 SKOpPHBIX TpyIII,
NPEATIOYTUTENBHO OT 2 A0 4 SKOPHBIX rpymIl, 00J1ee MPEANnOYTUTENBHO 2 SKOPHBIE TPYIIIBL

[0058] B npyrom BOIUIOIIEHHH SIKOPHAS TPYMIa MPEACTABIseT COOOW OJHOBAJIEHTHBIN
pamuKal, mojydaeMelid U3 rpynims! popmysl 11

U4

O/’h E4
| /[j/
T1)km

1

(o] 1ILE

(Dopmyna ll)
rpymmsl popmysl 111

E,

iy
@)
KT

G
(Qopmyna I11)
rpymms! popmysl IV



OH  ORg
//,/I O E1
OH
HN x
S "R
Rg
T 0 .
(Dopmyna IV)
u rpynmnbl Gpopmysier V
ORg
e Ris'
2 Ris
R47
(Qopmyna V)
rne E; BeiOpan u3 rpymmsl, cocrosimedd u3 -COOH, COOHRg, -SOsH, -POsH,,
-PO(ORg)»;
G1 BbI6paH nu3 -NHz, -CHzNHz, -(CHz)zNHz,
NH i
NH2> N
}& XY % \l/ YN NHz/ \r }’(\N)]\
NH Ha CHs

T, BbIOpaH U3 rpynel, cocTOsIIEH 13 BO3MOXKHO 3amereHHOro C-Cgalkuia, BO3MOXKHO
3amelreHHOro C;-CgajKkeHnIa Uik BO3MOKHO 3aMelieHHOTro C,-CeaIkuHmIa;

U, BbiOpan u3 rpymisl, cocrosiuei uz -CHyR~, -(CH,),R~, -CH,CHR7CH;R7;

R~ BBIOpan u3 rpymmsl, cocrosieit u3z H, -OH, -OCHj3, -OAc, -NH; unu -SH;

kakabii U3 Rg u Ry He3aBUCHUMO BBIOpAaH W3 TPYMIbI, COCTOsIENH u3 Bomopona -Nj,
-CN, -CH,;NH,, ryanununo wim -NRjgR;

Ry BeIOpan w3 Bomopoma, B0o3MOXHO 3amenieHHOro Ci-Csankuia, BO3MOXKHO
3ameleHHOro C,-CgaakeHna Wil BO3MOKHO 3aMelleHHOTO C,-CgalkuHMIIA;

kaxapii m3 Ryp m R, He3aBucumo BbIOpaH W3 TPYNIbL, COCTOSIIEH W3 BOIOPOIA,
BO3MOKHO 3amemieHHon Ci-CeankunpbHOl rpymmbl, BO3MOXHO 3amerneHHoro C-Csanmna,
-C(NH)NHz, -CH2COOH, CHzCHzOH i -CH2CH(R12)(R13);

kaxabiid u3 Ri; 1 Ry3 He3aBucumo BoidOpan u3 O u RyyN=; u

R4 BBIOpaH w3 rpymmel, cocrositei us sogoponaa, -OH, -OCHj3, -NH; u -N(CHj3),;

kaxabiid u3 Rys 1 R s> He3aBucumo BoiOpan u3 Bogopona u CO;Rg;

R mpencrasmsier codoit H mu Bo3moskHO 3amereHHbiit C-Coanku,
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R7 BeiOpan u3 NH; u -NHC(=NH)NH,;
CH3
HN—<
< °
G, npexcTaBsier coboit CH(CH2CHa), .

R 3 BBIOpaH U3 rpymIibl, COCTOSLIEH U3 BOXOPOAA, BO3MOKHO 3amerneHHoro Ci-Ceanmkuia,

BO3MOJKHO 3amelneHHOro C,-Csankenusna 1 BO3MOkHO 3aMelieHHOro Cy-Ceankununa.
[0059] B npyrux BOIUIOIIEHHSIX SIKOPHAS TPYIIA B KAXKIOM Cliy4ae BbIOpaHa U3 TPYIIIbI,

cocroswiel u3 rpymnmns! popmyasl VI u rpynmst popmynsr VI

%

o) COOR?
HO |
HO
R3HN
R1
(Dopmyna V1)
OH
(o) COOR?
HO
> 1
HO
R3HN
R1

(Qopmyna VII)
1 .
rme R° BeiOpan w3 rpymmbl, cocrosimmedi u3 -NR,, ryammmuno, -ONR,, rme R
npencrasisier codoit H um Bo3mMokHO 3amerneHHbin Ci-Ceanku,
2 .
R BeIOpan w3 rpymmel, cocrosmeit m3 H, Bo3moxkHo 3amemenHoro C,-Csankuna u
BO3MOJKHO 3aMEILEHHOI0 apuia; u
3 .
R’ BeiOpan u3 rpymmel, cocrosmedt n3 H, Bo3moxuo 3amemeHHoro Ci-Ceankuia,
BO3MOJKHO 3aMEILEHHOro apuia u Bo3MoxkHO Ci-Csaninna.
[0060] B npyrom BOTUIOIIEHNH SIKOpPHASI TPYIIIA MPEACTABIISIET COOOU rpymnmy (hOpMyIIbl

(VIa):
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%

o COOH
HO |
HO
AcHN
HN YNH
NH,
Dopmyna (Via)

[0061] B eme onHOM BOIUIOLIEHHH SIKOPHAS TPYIIA MPENCTABISAET COOOH rpymmy

¢dopmynsl (VIla):

OH
o COOH
HO
s
HO
AcHN
OH
Dopmyna (Vlla)

[0062] B Boromenun uHkep (Takoii kak L' w/mmu L B coenuuennu dopmyst I) B
KQXJIOM Cly4ae IMpeACTaBiseT cOoOONW NOAXONAIINM ABYXBAJEHTHbIM JuHKep. B omgHOM
BOIUJIOLIEHUH JIMHKEP B KAKIOM CJIyyae HE3aBUCHMO BbIOpaH U3 CBSI3U, BO3MOXKHO 3aMELEHHOTO
Ci-Cpankunena, -C(O)-NR-, -O-C(O)O-NR-, -C=N-O-, -C=N-NR-, -SO,-NR-, nucynsduna,
-C(O)-NR-(CH3)x-NR-, -(CH3)x-NR-, -(CH,)-(O-(CHa)y-).-, BO3MOxHO 3amereHHoro -C=N-O-,
BO3MOKHO 3aMEIEeHHOTO -C=N-NR-ankuieHa, BO3MOKHO 3aMeIIeHHOTIO
ANKUJICHCYJTb()OHAMU/IA, BO3MOXKHO 3aMEIICHHOrO alKujieHaucynbduna, rae R HezaBucumo
npenctasisier cobot H wmn Ci-Ceankun, U rae KakAbld U3 X, Y U Z O3HAYaeT IEeJIoe YHUCIIO,
He3aBUCHUMO BbiOpaHHOoe u3 0, 1,2, 3 u 4.

[0063] B onmHOM W3 BOIUIOIIEHHH, TA€ SKOpHAsl IPyIa MPENCTaBJIseT COOOW Tpymiy
dopmymsr (VI) mmn dopmynsr (VIa), murkep L' B coemmmenmu popmyner (I) BbiOpan u3
-C(0)-NR-(CH2)x-NR-, -(CH,)«-NH- u -(CH;)-(O-(CH,)y),, Tie Kaxablii U3 X, y H Z O3Ha4aeT
LIeJI0e YHCII0, He3aBUCUMO BbiOpanHoe u3 0, 1, 2, 3 u 4. B npyrom BoriomeHuy, rae ssKopHas
rpynma mpencrasaser coboit rpymmy dopmyast (VI umm dopmynsr (VIIa), mumxep L' B

coequHennu ¢opmyinl (I) mpencrasnsier codoit -(CH,),-NH-, roe X o3HauaeT menoe 4ucio,

2

BoIOpanHOe M3 0, 1,2, 3 u 4.

[0064] B oxroM u3 Bomowtenuii smHkep L° B coemuuennn popmyust (I) npeacrasiser
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co0oii CBsI3b.

[0065] B BomomeHnn kapkacHas rpymra IpeiacTaBisier coOON OO0y MOIXOISIIYIO
MHOTOBAJIEHTHYIO Tpynmy. B ogHOM U3 BOIIOLIEHUI KapKacHasi TPyma MpeacTaBisieT coOoi
TPEXBAJICHTHYIO KapKAaCHYIO Ipynmny. B npyroMm BOIIIOIIEHUM KapKacHasi Tpynna MpencTaBliseT
co00# YeTBIPEXBAJTEHTHYIO KApKACcHYK Ipynmny. B OgHOM U3 BOIUIOLIEHWI KapKacHasi rpymra
BbIOpaHAa W3 BO3MOXKHO 3aMEINEHHOW TPUKAPOOKCUJIATHOW TPYIIbI, BO3MOXHO 3aMEIEeHHON
TETPaKapOOKCUJIATHOW TPYyMMbl WM MHOTOBAJEHTHOrO TNeNTHaa. B APyrux BOIUIOLIEHHSIX
KapKacHasi Tpynma BbIOpaHa M3 BO3MOXKHO 3aMeLIeHHOro mnpomnas-1,2,3-tpukapOokcunara,
BO3MOJKHO  3aMeEIIeHHOro mpon-l-en-1,2 3-TpukapOoKcunaTa, BO3MOMKHO  3aMEIIEHHOTrO
uKJonpomnat- 1,2, 3-rpukapbokcunara, BO3MOKHO 3aMEIIEHHOTO nukorekcan-1,3,5-
TpukapOOKCMIaTa, BO3MOXKHO 3aMeleHHOro OeH3oi-1,3,5-TpukapOokcuiara, BO3MOXKHO
3aMEIIEHHOTO MeTaH-TeTpakapOOKCUIaTa, BO3MOKHO  3aMEIIEHHOIrO 1,2,3,4-0yTaH-
TeTpakapOOKCHIIaTa, BO3MOXKHO 3aMeIleHHOro 3TwieH-1,1,2,2-reTpakapOOKCHIaTa, TaKOTO Kak
sTuieHaIuamMuHTeTpaykcycHas kuciora (EDTA), BO3MOKHO 3aMeIeHHOTO LUKJIOTeKcaH-1,2.4,5-
TeTpakapOOKCHJIaTa ¥ BO3MOXKHO 3aMelneHHoro Oenszon-1,2,4,5-rerpakapOokcunara. B apyrux
BOIUIOINEHUSIX KapKacHasi TPyIa BbIOpaHa W3 BO3MOXKHO 3aMEIIeHHOro mpomnaH-1,2,3-
TpuKapOOKCHIIaTa, BO3MOXKHO 3aMEIIEHHOTO LUKJIOrekcaH-1,3,5-TpukapOokcuiara, BO3MOXKHO
3amereHHoro Oen3on-1,2,4,5-rerpakapbokcuiaTa, BO3MOXKHO 3aMEIIEHHOH MUPOMEUIUTOBOU
KUCJIOTHI 1 BO3MOXKHO 3aMEIIeHHON AU-MMPOMETHILIOBOM KHCIOThI, 00pa30BaHHON MOCPEICTBOM
ces3u -C(O)-NH-NH-C(O)- (5,5 -(runpasun-1,2-nukapoonmn)ouc(benson-1,2,4-tpukapOoHoBas
KUCJIOTa). B Ipyrux BOIUIOIIEHUSX KapKacHas IPyMa MPeiCcTaBiseT coO0i MHOrOBaJEHTHBIN
MENTU/.

[0066] B BOmIOImIEHNN KUCIOTHASI WJIM aHUOHHASI TPYIINa MPencTaBisieT coOoil by
NOIXOASINYK (DYHKIMOHANBHYIO TPYINY, UMEIOIYI0 KHUCJIOTHbIE W/WJIM aHUOHHBIE CBOKCTBA,
KOTOpasi JACHCTBYET, MPEMATCTBYS CBS3BIBAHUIO TEMArTIIOTUHWHA C KJIETKOW. B HekoTopbix
BOTUIOIIEHUSIX KUCJIOTHAST WJIM AHUOHHAS Tpymma MPencTaBjsieT coOOW 0Oy MOAXOISIIYIO
IPYIINY, COAEPIKALIYIO0 ONHY MM OoJyiee (PYHKIIMOHAIBHBIX TPYII, BBIOPAHHBIX U3 KapOOHOBBIX
KUCJIOT, CYJIb()OHOBBIX KHUCIIOT, (POCHOPHBIX KUCIOT U (POCHPUHOBBIX KHCIOT U UX U30CTEPOB WU
Oron3ocTepoB. B HEKOTOPHIX BOILIOUIECHUSIX KHUCJIOTHAS WM aHMOHHAS TPYIA MPEaCTaBisieT
co0oif JFOOYI0 MOAXOASINYK) AMUHOKHUCIIOTY, IHIENTHA, TPUNENTHI, TMOJUIESNTUI WIA HUX
MIPOU3BOAHBIC, CONEPIKALIe OMHY MIIN OoJiee KHUCIOTHBIX (PYHKIMOHAIBHBIX Tpymil. B ogHOM 13
BOTUIOIIEHUH KUCJIOTHAsI UM aHUOHHASI TPYIINA MPeaCTaBisieT COO0M acraparuHOBYIO KHUCIIOTY,
LUCTENHOBYIO KUCJIOTY, TJIyTAMUHOBYIO KUCJOTY WJIM HENTHU.bL, SIBJSIOIINUECS MPOU3BOAHBIMU

aCHapaFHHOBOﬁ KHUCJIOTHI, HHCTGHHOBOﬁ KHCJIOTBI W/ UIH FHYTaMHHOBOﬁ KHCJIOTHI.
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[0067] B BOIUIOIIEHNH COENMHEHUsS MO M300PETEHHIO COAEp)kaT B CyMMe OT 2 1o 26
KUCJIOTHBIX/aHUOHHBIX OCTAaTKOB, IPEANOYTUTENbHO OT 4 1m0 10 KHCIOTHBIX/aHHOHHBIX
ocratkoB. Hampumep, eciau KHUCIOTHas WJIM AHUOHHAs TPyIIa COMAEPXKUT AUKapOOHOBYIO
KHCJIOTY, TO OYEBHMIHO, 4YTO Takass TIPYIIHUPOBKA  COAEPXKUT JBAa  OTAEJIBHBIX
KUCJIOTHBIX/aHHOHHBIX OCTaTka. B kadecTBe mpuMmepa, CCbUIasCb Ha peNpe3eHTATHBHBIC
NpUMEPbI COSANHEHUH MO U300peTeHHIo, CleayeT OTMeTuTh, uTo MD349 conepkuT B cymMme
JEBSITh KHCJIOTHBIX MJIM AHUOHHBIX OCTaTKOB (ISITh OCTATKOB KapOOHOBBIX KUCJIOT M YEThIpe
ocraTka Ccyib(POHOBBIX KHCJIOT), MD348 comepkUT B CyMMe CeMb KHCJIOTHBIX WJIM aHUOHHBIX
OCTaTKOB (YEeThIPe OCTaTKa KapOOHOBBIX KHCJIOT M TPU OCTATKa CYJIb(OHOBBIX KHCIOT), MD345
COIEPIKUT B CYMME BOCEMb KHCJIOTHBIX WJIM AHHOHHBIX OCTAaTKOB (OJUH OCTaTOK KapOOHOBOH
KUCJIOTBI M CEMb OCTaTKOB CyJIb(OHOBBIX KucioT), MD352 comepkuT B CyMMe [I€BSTh
KUCJIOTHBIX WJIM AaHHUOHHBIX OCTaTKOB (IBa OCTaTKa KapOOHOBBIX KHCJIOT M CEMb OCTATKOB
CyIb(OHOBBIX KUCIOT), MD356 conmep:kuT B CyMMe IIeCTh KUCJIIOTHBIX MJIH AHUOHHBIX OCTaTKOB
(mBa octaTka KapOOHOBBIX KHUCJIOT U YETBIPE OCTaTKa CYJIb()OHOBBIX KHCIOT), MD357 comepxut
B CYMM€ MIECTb KHCJIOTHBIX WJIM AHHOHHBIX OCTaTKOB (ABa OCTaTKa KapOOHOBBIX KHCIIOT U
4eThIpe OCTaTKa CyJIb(OHOBBIX KHCIOT), MD358 comepxuT B CyMMe BOCEMb KHMCJIOTHBIX HIIU
AHMOHHBIX OCTATKOB (BOCEMb OCTAaTKOB KapOOHOBBIX KuCIOT), MD359 comepxur B cymMme
BOCEMb KHCJIOTHBIX WJIM AHHOHHBIX OCTaTKOB (Z1Ba OCTaTka KapOOHOBBIX KHUCJIOT U LIECThb
OCTaTKOB CyJb(GOHOBBIX KucioT), MD373 comepkur B CyMMe BOCEMb KHCIOTHBIX WIH
AHMOHHBIX OCTaTKOB (BOCEMb OCTATKOB KapOOHOBBIX KHCJIOT), 1 MD376 comeput B cymMme
AECSTh KUCIIOTHBIX MJIM AaHUOHHBIX OCTATKOB (AECATH OCTATKOB KAPOOHOBBIX KHUCIIOT).

[0068] B npyrom BOIUIOIIEHHWH KUCJIOTHAsI WM aHHMOHHAsS TPYIa MpefcTaBiseT coOou

rpymny ¢opmyast VIIL:

/’\_’\lﬁ:\
o R*
u
I [ 1
NH
OYL(\/)’ R
t
| J,
\L—/,
R5
(Dopmyna VIII)

rac
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R' B KkaxIOM cllydae HE3aBHCHMO BbIOpaH 3 rpymmbl, cocrosmeii 3 -COOH,
-SO3H, -NHCH,SOsH, -CONH-Cya, -CONH-Asp, -CONH-Asp(-NHCH,SOs;H)y, u -CONH-
Asp(-NHCH,POsH)y,, rne w o3nauaert nenoe yucyio 1 wim 2,

R’ BeIGpaH 13 rpymmel, cocrosmeit n3 -OH i -NHCH,SO;H;

U O3Hauaer 1enoe yucio ot 0 1o 3;

t o3Ha"aeT nenoe uucio ot 0 1o 3;

r 03Havaer nejoe yucio ot 0 g0 6;

V O3HA4aeT 1esnoe yucio ot 1 go 12.

[0069] B Bomuiomenuu n o3HavaeT menoe 4uciao ot 1 go 4. B aApyroMm BOIUIOIIEHUH N
O3HayaeT nenoe yucino ot 1 go 3. B HekoTophIx BOmoOWEHUsAX n o3Hadaer 1. B gpyrux
BOIUIOLIEHUSAX N O3HadaeT 2. B apyrux BOIUIOWIEHUSX N O3HaydaeT 3. B JOMONHUTENBHBIX
BOILJIOLIEHUSAX N O3Ha4aeT 4.

[0070] B Boruiowmenuu p O3Ha4aeT Lesnoe 4uciao oT 1 go 4. B ApyroMm BOIUIOIIEHUU P
O3HayaeT nenoe yucino ot 1 go 2. B HekoTophIx BOmowWEHUsX p o3Hadaer 1. B gpyrux
BOIUIOLICHUSAX p O3HaudaeT 2. B apyrux BOIUIOLIEHUSX P O3HaydaeT 3. B [OMOJHUTENBHBIX
BOILJIOLIEHUSAX P O3Ha4aeT 4.

[0071] JonOAHUTENBHO WJIM AJIBTEPHATUBHO, B HEKOTOPBIX BOIUIOLIECHUSX COEAWMHEHMUS
dbopmysl (I) moryT ObITh MOIUGUIIPOBAHBI THOO 10, TUOO BO BpeMs, JINOO mocie COOPKHU IJIs
YCUJICHHSI WJTH MOJU(UIIMPOBAHUS OMOIOTNYEeCKOI aKTUBHOCTU W/Win apUHHOCTH CBS3bIBAHHS
C TIOBEPXHOCTBIO BUpycCa rpumnmna. B BomiomeHuu, rae KUCJIOTHBbIE WIM AHUOHHBIE TPYIIIBI
CoZiepKaT OHY U3 KapOOHOBBIX KUCJIOT, BKJIIOUYAs aAMUHOKHCJIOTHI, KApOOHOBAsI KMCIOTa MOKET
ObITh MOmU(UIPOBaHA TyTeM CyibhaTupoBanus, HOcHOpHIUPOBAHMS, B3aUMOIPEBPAILIECHUS
(YHKIIMOHAJBHBIX TPYII W/UJIM MPUCOSTUHEHHs] OOKOBBIX Iieneil. Hampumep, eciiu KHCIOTHbIE
WM aHUOHHBIE TPYIIIBI COAEPKAT KaPOOHOBYIO KHCIIOTY, TO KapOOHOBAsi KMCJIOTa MOXKET OBITh
MoauduuupoBaHa A0 O0Opa30OBaHUS aMUAa WU CyJIb(QaTHPOBAHHOIO aMUAd, BKJIKOYAs -
C(=0O)NH(CH,),SOsH. AnbrepHaTHBHO WJIH JOMOJHUTENLHO, €CIIU KUCIOTHBbIE MM AaHUOHHBIE
IPYIIIBI CONEPKAT AMUHOKHUCIIOTY WitH rentuy, C-KOHEeI MOXKeT ObITh MOAU(PHUIMPOBAH C LEIIbIO
BBEJICHUSI JIbTEPHATUBHBIX ()YHKIIMOHAJIBHBIX TPYIII, HAIPUMEP IMyTEM MPEBPAIleHUsT KOHLIEBOM
KUCJIOTHI B aMU]] WK CYJIb(paTupoBaHHbIi amu, Bkmodas -C(=0)NH(CH,),SOsH.

[0072] B orHOmenun coepmHeHuii Gopmynbl (I), pacKkpbITbIX B JAHHOM JOKYMEHTE,
MPeayCMOTPEHbI cenyrouue komOuHauu odoro u3 (1)-(7):

(1) A mpencragnsier coboii popmyiny (Ila), wim

A mpencrasisier codoit popmyny (Illa),

(2) B mpencrasnsier codoit npomnas-1,2,3-TpukapOOHOBYIO KUCIIOTY, HIIH



21

B npencrasnsier coboit nukiiorekcan-1,3,5-tpukapOoKCcuiaT, win
B npencrasnsier coboii O6enszon-1,2,4,5-rerpakapOoKCHIaT;

(3) L' npencrasnser coboii -C(0)-NH-, mm
L' npencrasmsier co6oit -C(0)-(CH,),-NH-, umn
L' npencrasmsier coboit -C(0)-(CH,)3-NH-, umn
L' npencrasisier coboii -C(0)-(CH,)4-NH-, niu
L' npencrasisier coboii -C(0)-(CH,)s-NH-, niu
L' npencrasisier coboii -C(0)-(CH,)s-NH-, miu
L' npencrasisier coboii -C(0)-(CH,);-NH-, wiu
L' npencrasisier coboii -C(0)-(CH,)s-NH-, miu
L' npencrasisier coboii -C(0)-(CH,)o-NH-, miu
L' npencrasisier coboii -C(0)-(CH,),-NH-, min
L' npencrasisier coboii -C(0)-(CH,)1,-NH-, mim
L' npencrasmsier co6oii -(CH,)s-NH-, mitu
L' npencrasisier coboii -(CH,)s-NH-, mu
L' npencrassier coboii -(CH,)o-NH-, mu
L' npencrasisier coboii -(CH,)10-NH-, miu
L' npencrassier co6oii -(CH,)1,-NH-;

(4) L” mpencraBnsier co6oit CBA3b;

(5) C mpencrasinsier coboit L-acnapariHOBYIO KUCJIOTY, HITH
C npexcrasisier coboii D-aciaparnHOBYIO KUCJIOTY, UJIH
C npencrasisier coO0H L-1IUCTENHOBYIO KUCIOTY, UJIH
C npencrasisier coOol D-LIMCTEMHOBYIO KUCIIOTY, WU
C npencrasisier coboi -(L-Asp),-OH, nnu
C npencrasisier coboit -(D-Asp),-OH, nnu
C npencrasisier coboii -(L-Cya),-OH, nnu
C npencrasisier coboit -(D-Cya),-OH, nnu
C npencrasisier coboit -(L-Asp);-OH, nnu
C npencrasisier coboit -(D-Asp);-OH, nnu
C npencrasisier coboit -(L-Cya)s;-OH, nnu
C npencrasisier coboii -(D-Cya);-OH, nnu
C npencrasisier coboii -(L-Cya);-OH, nnu
C npencrasisier coboii -(D-Cya)7-OH, nnu

C mpencrasmsier codoii -(L-Asp-L-Cya)s-OH, unmu
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C npencrasisier coboii -(L-Asp-L-Cya),-OH, nnn

C mpencrasmsier codoit -[L-Asp(L-Cya)]3-OH, nnnm

C npencrasnsiet co6oii -[D-Asp(D-Cya)];-OH, unu

C npencrasnser coboii -[L-Asp(L-Cya)]4-OH, unu

C npencrasisier codoii —[(L-Asp)s-(L-Cya);]-OH, nnn

C npencrasisier coboii -[(D-Asp)s-(D-Cya);]-OH, unu

C npencrasnser coboii -[L-Asp(L-Cya)]3-OH, umu

C npencrasnser coboii -[D-Asp(D-Cya)];-OH, unu

C npencrasisier codoti -[L-Asp(L-Cya)]4-OH, nnm

C npencrasisier coboii -[D-Asp(D-Cya)]s-OH, nmu

C mpencrasisier codoit L-Asp(NHCH,SO;H),, win

C mpencrassier codoit D-Asp(NHCH,SOsH),, wnn

C mpencrasisier codoii -[L-Asp(NHCH,SOs3)]3- NHCH,SO:H, wnu

C mpencrasisier codoit -[D-Asp(NHCH;,SOs3)]3- NHCH,SOs H,

(6) n o3HavaeT 2, win

n O3Havaer 3,

(7) p o3Hauaer 1, wm

p O3Havaer 2.

[0073] ns ymoOcTBa MM CCbUIKM B PENpPE3EHTATUBHBIX MPUMEPAX COEAMHEHUH IO
U300peTeHn0o  MOryT OBITh HCIONB30BaHbI ~COKpamieHus. Hampumep, B  KOHTEKCTe
penpe3eHTaTUBHBIX MPUMEPOB AJisi ynoOCTBa CCBUIKM SIKOpHas Tpymnmna (BKJIOUaroImas A B
dopmyne (1)) u nunkep (Bkmrouarommii L; B dopmyne (I)) B kakgom ciaydae MOTYT ObITh
yKa3aHbl B BUI€ €IMHON Ipymnbl, 0003HaueHHO! Zy uimn Sy KOHKpeTHO, ecnu coemquHeHus 1o
n300peTeHno comepikaT rpynmy ¢Gopmyibl Zy, TO TaKHe TPYMIbl MPEICTAaBISIOT COOOH
NPOM3BOJAHBIE CHAJIOBOM KHUCJIOTB, B KOTOPBHIX (PYHKIMOHAJIbHAs rpynna (aMHHO WK
I'YaHUAMHO) 3aMelaeT THAPOKCHIIbHYIO TPYMIY B TMOJOXEHHH 4 KOJbIa CHAJIOBOW KHCJIOTHI
Takas Momudukammst mMo3BoNsieT  rpymmaM  GopMmynbl  Zy  B3aUMOZIEHCTBOBATH  C
HepaMMHHIAa3aMH BHUPYCOB TPHUIINA, HO HE C HEWPAMHHHAA3aMH MIIEKOMUTAIOLINX. JTO
o0ecrieynBaeT acmekT Oe30MacHOCTH MPH  BBEIEHUH COEOUHEHHH 10 H300pETEeHHIo
MJIEKOIIUTAIOIINM, BKJrouast moaei. I'pynmer Gpopmymsr Sy cBsi3aHBI Yepe3 2-THAPOKCUTPYIIITY
cuanioBol KHCIOThL. KOHKpETHO, COBMECTHO C SIKOPHOH rpymmoil B gopmyne Sy HCHONB3YIOT
THUO-TJIUKO3UIHYIO JIMHKEpHYI rpymnmy, Takyio kak 2-S-(CH»)nNHR, kotopas ycroiumsa k
(bepMeHTaTUBHOMY TUAPOJU3Y B OTIMYUE OT SKBUBAJIEHTHBIX 3(PUPHBIX JINHKEPOB, TAKUX KaK 2-

O-(CH;)mNHR. JIns1 ynoOcTBa CCHUIKU CTPYKTYPbI Zy WM Sy H300paKeHbl HUXKE:
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OCHZONH(CHZ)XNH-é-
o COOH
HO”
|
AcHN I
HN. _NH
T
NH,
Dopmyna Zy
Crpykrypa | CoxpameHnue
Zy
X paBHO 0 Z,
X paBHO 2 Z;3
X paBHO 3 Ly
X paBHO 4 Zy
X paBHO 5 Zy
X paBHO 6
X paBHO 7 Zy
X pasHO 8 Zy
X paBHO 9 Zn
X paBHo 10 Zyo
X paBHO 12 Z1

Qopmyna S,
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Crpykrypa | Cokxpamenue
Sy
Y paBHO 6 Se
Y paBHO 8 Sg
Y paBHO 9 So
Y pasuo 10 S1o
Y passo 12 S12

[0074] [ns ynoOcTBa MM CCHUTKHM, B KOHTEKCTE PENpPE3eHTATUBHBIX IPUMEPOB IS

COEMHEHUH, U3 KOTOPBIX MOXKET OBITh MMOJyYeHa KapKacHas rpymma B B coenuHeHMsX hopMy bl

(I), ncrionp30BaHbI CIENYIOLINE COKPAILEHHS:

Cokpamenue Crpykrypa Ha3zBanmue
CHTCA COOH yuc-13,5-
[UKJIOTEKCAHTPUKAPOOHOBAS
KHCJIOTA
HooC COOH
TCA COOH TpuxapOboHOBasi KuCIOTA
HOOC COOH
PYR IIupomennurosas KUCIOTA
HOCC COOH
HOGC CocH
PYR-NH-NH- o HOOC COOH | JTu-mupOMeITUTOBAs
PYR HOOG /n kuciora co cBszbro C(O)-
coo
N " | NH-NH-C(0)
o}

HoOC COOH 5,5 -(runpasun-1,2-
nukapOoHmT)onc(OeH30I1-
1,2,4-tpukapboHoBast
KHCJIOTA)

[0075] Anst ymoOcTBa MM CCHUIKH, B KOHTEKCTE PENpPe3eHTATUBHBIX MPUMEPOB IS

SIKOPHOW Tpynnel A, IUHKepa L' u KapkacHoll rpynnsl B B coenunenmsx ¢opmyst (I) moryr

OBITh HCIIOJIL30BAHBI CIIEAYIOLINE COKPALIECHUS:
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Cokpamenue Crpykrypa Cokxpamenue CrpykTypa
PK2 TCA(ZX)Z ’ﬁx PK1 TCA(ZX)z Hi‘H
HOOC COZy Z,0C CoZy
PK1 PYR(Z, PK2 PYR(Z« Zy0 O
(Zx)> HOOG coZy (Zx)> X CO%
Z,0C COOH HOOC™ COOH
HTCA(S
Zy0c* f "COZy 5y0C7 i “Cosy
PK2 TCA(Sy), Hc:y PK1 TCA(Sy), KT:H
HOOC COsy 5,0C COSy
PK1 PYR(Sy), PK2 PYR(Sy),
HOOCUCDS? Sy0 cOosy
HOOG™ COOH
5y0C COOH
CHTCA(Z,)(Sy) COCH CHTCA(Zy)»(Sy) COs,
$y0C” i Y CcozZ, zxocb\cozx
PK1 zocC COOH PK2 $y0C OCH
PYR(Z)(Sy) :@( PYR(Z.)x(Sy) KIC
$y0C coZ, Zoc

coz,
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PK2PYR(Z,),(NHCH,SO;H), o
0
| |
HOSCHANH <" NHCH,SOH
e
'8} 0

[0076] [Ans ymoOcTBa MM CCBUTKHM, B KOHTEKCTE PENpPE3eHTATUBHBIX MPUMEPOB IS
COEUHEHHH, W3 KOTOPBIX MOTYT OBbITh MOJyYEHbl KHCIOTHBIE WM AHHOHHBIC TPYIIbI B

coequHeHUsx (popmyibl (1), UCTTONB30BAHBI CIEAYIOIINE COKPAIIICHUS |

Cokpamenue CrpykTypa Ha3zBanmue
Cya NH, LlucrenHoBas kucmora
Cya-SOsH D\\\])\/so.‘,,|.|
OH
L-Cya NH, L-IlucrenHoBas kuciaora
L-Cya-SOsH WSOSH
OH
D-Cya Hy D-IMucrenHosas kucuora
D-Cya-SO;H W%H
CH
Asp NH, O AcnaparuHoBasi KMUCJIOTa
O
OH
OH
L-Asp NH, @ L-AcnaparuHoBast KMCIIOTa
G\/‘\)‘\
‘ OH
OH




(D-Asp); nmn

NH

4
X
O
g
2

o]
s

D-Asp %le o D-AcnaparuHoBasi KucioTa
%K\)\OH
QH
(L-Asp); unu N g
L-Asp-L-Asp-L- (\MOH
Asp

D-Asp-D-Asp-D-
Asp

1z
.
N

" Z X
- :
i
O
i

Q

o
s
OH
A
-
OH
OH
(L-Cya); unu NH,
SO;H
L-Cya-L-Cya-L- V\/ ©
Cya

(D-Cya); unmun

3

=
I

E_§
0
L
T

SO3H

o]
xI

[ L
I\;I:

D-Cya-D-Cya-D-
Cya

Q
T

SO;H

f

=
x

SO4H
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(L-Cya);-OH NHy
o C\L/k/ SOzH
H
(YI\/%H
M
YK/S%H
NH
CYl\/S% H
NH
W%H
NH
W%H
NH
W%H
OH
(D-Cya)-OH ;
(D-Cya);




L-Asp(L-Cya)-L-
Asp(L-Cya)-L-
Asp(L-Cya)-OH
WITH

[L-Asp(L-Cya)]s

D-Asp(D-Cya)-D-
Asp(D-Cya)-D-
Asp(D-Cya)-OH
WITH

[D-Asp(D-Cya)]s

ASp(NHCHzSO3H)-
ASp(NHCHzSO3H)-
ASp(NHCHzS()3H)2

WNHCH SO,
Cﬁ)\/“\NHCH SO,H
IK]/K/K NHCH,SOzH

SO,H




L-(Asp)(B)-L- W o

[
(Asp)(B)-L-(Asp) OYV"\NH
' 0

D-(Asp)(B)-D- NH

(Asp)(B)-D-(Asp) OY\)!\
oo

L-(Asp)(B)-D- NH
(Asp)(B)-L-(Asp)

OH

D-Asp(L-Asp)-D-

NHy o
Asp(L-Asp)-D-

Q
Asp(L-Asp) MNH
NH MOH
0 CH

[0077] Penpe3eHTaTUBHBIE TPUMEPBI COSAMHEHUIT 110 M300PETEHNIO IPUBEAECHbBI HHXKE.
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Ccbuiou- | Coxpamenue CrpykTypa
HBIH No
MDO021 CHTCA(Z),-L- H
A o) N
sp Y\COOH
Mou. COOH
macca
4 Z
1243
(o) (0]
MD154 CHTCA(Zy),-L- 0
H
(NH N SO3H
Mo ASp CstO3 v 3
(0]
macca H),
1485 © NH HN
SOzH
Zo ZO
le) (0}
MD155 CHTCA(Zy),-D- 0 9’
N SO5H
Mon ASp(NHCHzSO3 ?/
macca H),
0 \\\
1485 >
NH HN—\
SO3H
ZO ZO
(o) (0]
MDO012 CHTCA(Z)2(S¢) OH
M (o} COOH
oL HO R _(CHp)eNH 0
S s
macca HO
l 534 AcHN -

Ollin

H
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Ccbuiou- | Coxpamenue CrpykTypa
HbII No
[L-Asp-L-Asp] o H
N
Monx. o o
macca
0 HOOC
1318 N
H
Z HOOC
MD185 PK2PYR(Z,)2[( SOH o
> Q
Asp)(NHCH,SO N o
Moun. 3)2]2 H
N
macca
1852 SO;H O P
MD314 CHTCA(Zy)-L- o o]
Asp(L-Cya)-L- 24 2,
Monn. Asp-(L-Cya)-L-
Macca Asp(L- Cya)
SOzH
1982 o NH ©O
ON OH
N
H sosH
NH O o]
N
H sosH
NH O o]
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Ccbuiou- | Coxpamenue CrpykTypa
HbII No
MD317 PK2 TCA(Z),- o) 0
[D-Asp-D-Asp] ° /(N/(CHz)sNH
Moug. HO oH
macca HO /
1318 AcHN .
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Ccbuiou- | Coxpamenue CrpykTypa

HbII No

MD342 PK2 TCA(Zy),- 0O O
[D-Asp-D- Z, Z,
Cyal]4-OH

Moun.

macca o

2208 \H

(0] : COOH
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Ccbuiou- | Coxpamenue CrpykTypa
HbII No
MD343 PK2 TCA(Zy),- 0O O
[D-Cya];-OH Z, Zo
Moun.
macca 0
1597 NH
o] : SO3H




Ccbuiou- | Coxpamenue CrpykTypa
HbII No

MD344 PK2 o O
TCA(Zo)[(D- z, z,
Asp)sD-Cya)s]-

Mo OH

Macca o

2058 g”

o S COOH




Ccbuiou- | Coxpamenue CrpykTypa
HbII No
MD345 PK2TCA(Zy),- 0 0 O o

[D- )I\ (CH2)sNH )I\

HN(H,C

Cya(SOsH)]- o™ Sy e
Mo OH ° cOooH H =
macca HO
2201 RoN

NH; NH SOzH NH,
OYE\/soaH
NH
OY?\/SO:,H
NH
OYE\/soaH
NH
o H SO3H
HN
o 2 SO3H
NH
o 2 SO;H

OH




CcbL104- Cokpamenue Crpykrypa
HbIH Ne
MD348 CHTCA(Zy),-
[D-Asp(D-Cya)- 0 o
D-Asp(D-Cya)- /[k
Mout. D-Asp(D-Cya)]- 0 H/(CHz)aNH
OH o COOH
Macca HO l
1982 HO
AcHN ;
Hﬁ NH
Y o
HoN
o)
ng\)‘\ o OH
N
OH o
MD349 | CHTCA(Zo)[D- o 5
Asp(D-Cya)-D-
Asp(D-Cya)-D- Z; Z,
Mon. Asp(D-Cya)-D-
Asp(D-Cya)]-
Macca OH o
2248 o N0 g‘/
H " OH
N
H sosH
Hg [o) o)
o ; o OH
N
M0 o
o : \\ OH
N
H sogH
NH o] o]
o : . OH
s i"/
H
OH fo)




39

Ccbuiou- | Coxpamenue CrpykTypa
HbII No
MD352 PK2 (o] o]
PYR(Z,),[D-
Cya];COOH
Z Z
Mon. " "
macca HO ':‘H
1994 z
®) o =
o) SOzH
NH
OYE\/SO;,H
NH
o) H SO5H
NH
OYE\/SO;;H
NH
o 2 SOzH
HN
o i SOzH
H

OH

iz

SO;H
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Ccbuiou- | Coxpamenue CrpykTypa
HbIH Ne
MD356 PK1 PYR(Z,),- OH
Cya]» HO,S Y o}
Monn. H
HN
macca /\/K
1940 HOS - o
s o o)
Hlfl Z,
z, NH
0 0 %
o = SOsH
NH
OYE\/SO:,H
OH
MD357 PK2 PYR(Z,);- O 9
D-Cya-D-Cya],
Z, Z,
Mou.
HN NH
macca
1854 g

HO,S

o
(o}

SO4H

%

I

anpZz

HN
Hoss\/k NSO
COOH HOOC
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Ccbuiou- | Coxpamenue CrpykTypa
HbII No

MD358 PK1 OH
PYR(Zy)[L-
Asp-L-Asp-L- HOOC o

Mou. Aspl, o

macca

1940 HOOC o]

HN

HOOC O
o] (0]
V4

HN

n

NH
o] OQ;%/A\\//COOH
NH
Q§7//!\\//COOH

NH

O§§r/1\\//COOH
OH

Z,
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Ccbuiou- | Coxpamenue CrpykTypa
HbII No
MD359 PK1 OH
PYR(Zy)[(D- PPN
Cya);-OH]» HO3S Y o]
Moun. H
HN
macca /\/K
2158 HO3S Y o
HN
Hoas/\E/Ko
Z 0 o]
HN Z,
z, NH
o] o ﬁo/—z\/soaH
NH
OYE\/SOp,H
NH
OYE\/S%H
OH
MD371 PK1 PYR(Z,),- OH
[D-Asp-D-Asp]» /\/K
HoOC Y o]
Monx. H
HN
macca /\/&
1710 HOOC = o]
Z 0 o]
HN Z,
z, NH
o o £

COOH

K

Wiz
I

COOH

?

@]
I
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Ccbuiou- | Coxpamenue CrpykTypa
HbII No
MD373 PK1 PYR(Zy),-
[D-Asp-D-Asp- /\/J\
D-Asp]» HoOC Y
Moun. ]
HN
macca /\/&
1940 HOOC H 0]
HN
HOOC/\E/KO
Z 0 o]
HN z,
z, NH
0 o £

COOH

Y\/COOH

COOH

()]
X
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Ccbuiou- | Coxpamenue CrpykTypa
HbIH Ne
MD376 | PK1 PYR(Zy)- OH
[D-Asp-D-Asp- /\/K
D-Asp-D-Asp], HOOC Y o]
Moun. =
HN
mMmacca /\/K
2170 HOOC E o
HN
HOOC/\E/KO
HN
HOOC/\E/KO
o) o
HN
z, NH
o oﬁo’/-z\/COOH
NH
o} A COOH
NH
o H COOH

Z
I

COOH

(@]
I

[0078] Tepmun "ankun", UCIOIB30BAHHBINA caM MO ceOe Win B KOMOMHALIUU, B JAHHOM
JOKYMEHTE OTHOCHUTCSI K HAaChILIEHHON YIJIEBOJOPOAHOMN IpynIe ¢ NPsMON WM Pa3BETBIECHHON
ueneto. Tepmun "Ci.pankun" OTHOCHUTCA K TakOH Tpymme, coaepskameid OT OAHOro [0
ABEHAALIaTH aTOMOB yriepoga, ¥ "HM3MMH ankuin" oTHocuTcd K C)6alKUIBHBIM TpyIINam,
COIIEp>KaIlM OT OJHOTO IO IIECTH aTOMOB yriepona, TakuMm kak metwi ("Me"), stun ("Et"), u-
IPOTNJI, U3OMPOIINJL, H-OyTHII, H300yTUI, 6mop-0yTHi, mpem-OyTHI U T.11.

[0079] Tepmun  "mukioankuia"' OTHOCUTCA K  HACBILEHHBIM  HEAPOMATUYECKUM

kapOonukiam. K nmpumepy, k Takoi rpyrme oTHOCUTCS TePMUH " CyolTUKIIOATKII", UMEIOIIHUHA OT
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4 no 9 atomos yriaepozna. [IpuMeps! BKIIOYAIOT HUKJIOOYTHII, IUKIIONIEHTUI U [IUKJIOT€KCHIL.

[0080] Tepmun "ankeHun" OTHOCUTCA K MPSMOMY WJIM Pa3BETBIEHHOMY YIJIEBOIOPOAY,
coziepkaleMy OfHY MM Oojiee IBONHBIX CBsI3€H, MPENNOYTHTENbHO OAHY WJIM ABE ABOWHBIX
cesizu. K mpumepy, k Takol rpynme otHocutcs: TepMuH "C,.paikeHun", cogepKammii OT ABYX
70 ABEHAALATU aToMOB yruepona. IIpumeprl ankeHuna BKJIOYAKOT AW, |-METUIBUHUI,
Oyrenwn, wuszo0yrenwn, 1,3-Oyramuenmn, 3-merun-2-Oyrenwn, 1,3-Oyraguenwn, 1,4-
neHTagueHus, l-nenreHun, l-rekceHu, 3-rekceHws, 1,3-rekcagueHun, 1,4-rekcagueHusl U
1,3,5-rexcatpueHun.

[0081] Tepmun "ankuHUI" OTHOCUTCS K MPSIMOMY WJIM Pa3BETBJICHHOMY YIJIEBOAOPOIY,
cozeprKalieMy OIHY WM Oojiee TPONHBIX CBSA3EH, MPEANOUTHUTENIBHO OIHY HJIM JIBE TPOWHBIX
ces3u. K mpumepy, k Takol rpynmne oTHOCUTCA TepMUH "C,.jpaIKHHU', COIEp ANl OT BYX
70 IBEHAALATH aTOMOB yriiepoaa. [Ipumepsl BKIIFOYAOT 2-MPONUHII U 2- WK 3-0yTHHUIL

[0082] Tepmun "amkokcu", WCIONB30OBAHHBIA caM MO ce0e Win B KOMOWHAIINH,
OTHOCHUTCSl K QJIKWJIbHOW TPYIINE C NPSAMOM WIM Pa3BETBJICHHON LENbIO, KOBAJIEHTHO CBSI3aHHOMU
nocpencTsoM kuciopopHoit cBszu (-O-), u tepmuHbl "Cjeankokcn" W "HU3MMNA amKOKCH"
OTHOCSITCSI K TAKUM TpyIIaM, COAEPKallMM OT OAHOIO A0 IIECTH aTOMOB YIJIEPOAA, TAKUM Kak
METOKCH, 3TOKCH, TIPOIIOKCH, U3OMPOIIOKCH, OYTOKCH, mpem-0yTOKCH U T.I1.

[0083] Tepmun "uuKIOANKEHUI" OTHOCUTCS K LUKJIWYECKUM AJKEHWIBHBIM TpyIIam,
HUMEIOLINM €JUHCTBEHHOE LIUKINYECKOEe KONbLO UM HECKOJIbKO KOHEHCUPOBAHHBIX KOJIEL U IO
MEHbIIEH Mepe OJUH LIEHTP BHYTPEHHErO HEHACBILICHMs], U MPEANOYTUTEIbHO COAEPKALIUM OT
4 no 11 aromos yrunepoga. Ilpumepsl NOAXOAAIINX LUKJIOAIKEHUIBHBIX TPYII BKJIIOYAKOT, K
npuMepy, LHHUKJIOOYT-2-€HWI, LUKJIONEHT-3-€HWJI, LHUKJIOTeKC-4-€HWJI, UKJIOOKT-3-E€HHII,
WHJICHUT U T.I1.

[0084] Tepmun  "ammn"  otHocutrcs k  rpynmam  H-C(O)-,  ankun-C(O)-,
ukoankuia-C(0)-, apun-C(O)-, rerepoapun-C(O)- u rereporukmn-C(O)-, rme amkuin,
LUKJIOAJIKWJI, apHJI, TeTepoapuil U reTePOLMKIINII TaKHe, KaK OMMCAaHO B IAHHOM JIOKYMEHTe.

[0085] Tepmun "apun" OTHOCHTCS K KapOOLMKINYECKUM (HEreTepOLUKIMYECKIM)
apOMaTHYeCKUM KOJbI[AM MJIM KOJBLEBBIM CHCTeMaM. ApOMaTHYecKHe KOJbLlda MOIYT
NPEACTaBIIATh COOOH MOHO- M OMIIMKIMYECKHE KOJbLIEBbIE CUCTEMBL. APOMATHUECKUE KOJbLA
WUIM KOJIbIIEBBIE CHCTEMbI OOBIMHO comepkaT oT S5 mo 10 aromoB yraeponma. Ilpumepst
NOAXOMAIINX APUJIBHBIX TPYIMIT BKJIIOYAIOT, Oe3 orpanudenus, ¢enwn, Oudennn, nHadpTu,
TeTparuapoHaTUI U T.II.

[0086] TepmMun “ankuiaeH’ OTHOCUTCS K  HACBHILIEHHOMY, PAa3BETBJICHHOMY WU

NPSIMOLIENIOYEYHOMY WJIM  LMKJIMYECKOMY YIJIEBOAOPOAHOMY paauKaly, WMEKILIEMY JBa
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OJHOBAJICHTHBIX PAJUKAIBHBIX LIEHTpa, IOJy4aeMOMYy B pe3yJbTaTe YAaJeHUs ABYX ATOMOB
BOJIOPOAA € OAHOTO M TOrO K€ aTroMa yIjepoja WM C ABYX pPa3HbIX aTOMOB yIjepona
ponuTensCkoro ankana. Hanpumep, ankuieHoBas rpymnna MoxkeT umerb or 1 no 20 atomos
yraepona, ot 1 1o 10 aromoB yrnepoaa wnu ot 1 10 6 aToMOB yriaeposa. TUnuuHbIe alKUIeHOBbIE
pangvkaibl BKIOYAKOT, Oe3 orpaHuuenusi, MetwieH (-CHp-), 1,1-stun (-CH(CH3)-), 1,2-3Tun
(-CH,CH,-), 1,l1-mpormmn  (-CH(CH,CHj3)-), 1,2-mpomun  (-CH,CH(CH3)-), 1,3-npomun
(-CH2CH2CH2-), 1,4-6yTI/IJI (-CH2CH2CH2CH2-) Hu T.II.

[0087] Tepmun “‘ankeHusieH” OTHOCUTCS K HEHACHIIIEHHOMY, PAa3BETBIEHHOMY WU
NPSMOLIETIOYEYHOMY MM LMKJIMYECKOMY YIJIEBOJOPOJHOMY pajauKaly, HMEIIeMy JBa
OITHOBAJIEHTHBIX PAJUKAIBHBIX LIEHTPa, IOJy4aeMOMYy B pe3yJbTaTe yAalieHHus ABYX aTOMOB
BOJIOPOZAa € OAHOTO M TOrO K€ aTroMa yriepoja WM C ABYX pPa3HbIX aTOMOB yrjepona
pOIUTENBCKOro ajikeHa. Hampumep, ankeHuneHoOBas rpymnmna MoxeT uMmerb or 1 gpo 20 atomos
yraepoga, or 1 nmo 10 aromoB yriepoma wid oT 1 go 6 aromoB yraepopa. TunuyHble
AJIKEHWJICHOBBIE PAIUKAITbI BKIFOUAIOT, Oe3 orpanudenusi, 1,2-srunen (-CH=CH-).

[0088] Tepmun “anmkuHUIEH” OTHOCUTCA K HEHACBIIIEHHOMY, Pa3BETBJIEHHOMY WJIH
NPSMOLIETIOYEYHOMY MM  LMKJIMYECKOMY YIJIEBOJOPOJHOMY pajauKaly, HMEIILEMy JBa
OJHOBAJIEHTHBIX PAJUKAIBHBIX LIEHTpa, IOJy4aeMOMYy B pe3yJbTaTe YAAJNeHUs ABYX ATOMOB
BOJIOPOZA € OAHOTO M TOrO K€ aTroMa yriaepoja WM C ABYX pPa3HbIX aTOMOB yrjepona
poauTenbckoro ankuHa. Hampumep, ankuHMIIeHOBas rpynna MokeT uMeTb oT 1 o 20 aromoB
yraepona, or 1 po 10 aromoB yraepona wiu or | go 6 aromoB yruepoma. TunuuHble
AIKUHWJICHOBBIE pPAJMKalbl BKJIOYAIOT, 0Oe3 orpanuuenus, auerwieH (-C=C-), mnpomaprun
(-CH,C=C-) u 4-nertunun (-CH,CH,CH,C=CH-).

[0089] Tepmun “‘apuner” OTHOCHUTCSI K apPWIBHOMY paauKally, HWMEILEMy ABa
OHOBAJIEHTHBIX PAJUKAIBHBIX LIEHTPa, IOJy4aeMOMYy B pe3yJbTaTe yAaleHHus ABYX aTOMOB
BOJIOPOZia C OAHOTO M TOTO JK€ aTOMa YIJIepoja WM rerepoaroMa WiM C JIByX pPa3HbIX aTOMOB
yIJIepOJa WK reTepOaTOMOB POIUTEIBbCKON apUJIbHOM IPYIIIbL

[0090] Tepmuns! "rajoreHo" u "ranoreH" OTHOCATCS K rpymnmam ¢ropa, xjopa, Opoma u
nona.

[0091] Tepmun "ranoreHankuiapHas" TPyIa UMEET ONWH WM OOJiee aTOMOB BOZOPONA
Ha aJIKMJIBHOM IpyMIie, 3aMEeLIeHHbIX TaJOreHaMH.

[0092] Tepmun  "rerepoapun”  OTHOCHUTCS K  OJHOBAJIEHTHOM  apoMaTH4ecKOH
KapOOLUKINYECKOH TPYIIe, CoAepsKallel mpenmnodTuTenbHo ot 2 1o 10 aromMoB yriepoaa u ot 1
10 4 rerepoaToMOB B KOJbLlEe, BBIOPAHHBIX M3 aTOMOB KHCIOPOAA, a30Ta U CEephl.

IIpennouturensHO, reTepoaToOMOM SIBJIAETCS aTOM a30Ta. Takue rerepoapuibHble IPYIIIbl MOTYT
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UMETh €IUHCTBEHHOE KOJBIO (HampuMmep, MUPUANI, MUPPOIMI UM (PYypHUI) HIIM HECKOJBKO
KOHJIEHCUPOBAHHBIX KOJIeLl (HarpuMep, HHAOIN3UHIII, OEH30THEeHIT Wi OeH30(pypaHu).

[0093] Tepmun "rerepouUMKINI" OTHOCUTCS K OJHOBAJIEHTHOW HACBHIEHHON WU
HEHACBILIEHHON IpyIIie, UMEIoLed eMHCTBEHHOE KOJIbLO MJIM HECKOJIBKO KOHJEHCHPOBAHHBIX
KOJIeL], cozieprkallel NpearnoYTuTesabHo oT 1 1o 8 aromoB yriepona u ot 1 10 4 rerepoaTtoMoB B
KOJIbLIE, BLIOPAHHBIX U3 aTOMOB a30Ta, CePbl, KUCIOPOoa, ceyieHa uiu gochopa.

[0094] TepmuH "BO3MOXXHO 3aMEIEHHBIH" O3HA4YaeT, YTO TPYINa MOXET BKIKOYaTh B
ceOst omuH miu Oosee 3amectuteneil. OquH uim Oosiee aTOMOB BOIOPO/Ia HA TPYIIIE MOTYT OBITh
3aMEHEeHbl TIPYNIIAMU-3aMECTUTENISIMHI, HE3aBUCHMO BBIOPAHHBIMH M3 TaJIOT€HOB (HAIMPHMED,
rajoreHankmi, Takoit kak -CFs umn -CF;H), Cisankuna, Cysankenuna, CysalKMHIIIA, TPYIII -
(CH,)yC;s.7umkmoanku, -(CH;),C4./uMKII0ATKEHIT, -(CH;)yapwn,
-(CH,)yrerepouuknun, -(CH)rerepoapun, -CsHiS(0)(Ciganxun, -C(Ph);, -CN, -OR, -O-
(CHy)16-R, -O-(CH»)16-OR, -OC(O)R, -C(O)R, -C(O)OR, -OC(O)NR'R", -NRR", -NO,,
-NRC(O)R', -NRC(O)NR'R", -NRC(S)NRR", -NRS(O)R', -NRC(O)OR', -C(NR)NR'R",
-C(=NOR")R, -C(=NOH)NRR", -C(O)NR'R",  -C(=NCN)-NR'R",  -C(=NR)NR'R",
-C(=NR’)SR", -NR'C(=NCN)SR", -CONRSO,R, -C(S)NRR", -S(O),R, -SO,NRR",
-SO;NRC(O)R!, -OS(O)R, -PO(OR); u -NO3; rae v o3Hauaet 0-6, q o3Hayaer 0-2, 1 Kaxblil 13
R, R' u R" mnesaBucumo BbiOpan u3 H, Cieankuna, Ceankenmna, Crsamkunumna, Cs.
suukioankuia, Cs7LUKIOANKEHUNIA, apyuiia, rerepouukianna, rerepoapuna, Ci.sankunapuna, C.
cankunarerepoapmia U Ci.caJKUITeTePOLUKINIIA, T71e aJKWUJL, aJKEHW, aJKUHWI, LUKJIOAJIKUI,
LUKJIOAJIKEHWII, apwii, rereporukini, rerepoapui, Cjcankunapui, Ci.ealkuirerepoapui Win
C1-6KMITETEPOLMKITII BO3MOXKHO MOTYT OBITh 3aMEIEHbl OJHOW-IIECThIO OAMHAKOBBIMU WU
Pa3HBIMH TPYMIIAMH, BBIOPAHHBIMH M3 TAJOr€HA, TUAPOKCH, HU3IIETO aJKHUIa, HU3LIETO aJKOKCH,
-CO,H, CF3, CN, dennna, NH; u -NO,; unu korna R' u R" npucoequHeHbl K ONHOMY U TOMY Ke
aToMy a30Ta, TOrJa OHHM BMECTE€ C aTOMOM, K KOTOPOMY OHH TPHCOENUHEHBI, MOTYT
00pa3oBbIBATh 5-7-4JICHHOE a30TCOAEPIKALIEe TeTEPOIMKINIECKOE KOJIBIIO.

[0095] B cruckax BO3MOXKHBIX (DYHKIMOHAJIBHBIX TPYII, KOTOPBIE OINpPENelIeHbl B
JAaHHOM OIHMCAaHWHW, €CJM JaHHas TPYIa COAEPXKUT ABE WM Ooyiee MOATPYIII, HAampuMep
NOATPYIII, KOTOPBIE MOTYT OBITh Mepednciensl B popmate [moarpynma A][noarpynmna B], kak B
ankunapune, wiu [noarpynna A][moarpynna B][moarpynma C], xak B apuUIOKCHAJKUIE,
MOPSIIOK TIOATPYTII, B KOTOPOM OHHU TEPEUNCIIEHBI BBILIE, HE OTPAHUYEH MOPSIKOM, B KOTOPOM
OHU TIpencTaByieHbl. Tak, rpynma ¢ ABYMs MOATPYIIIAMH, OINpPENeNeHHbIMH Kak [MmoArpymnmna
A][moarpynna B], Hanpumep ankunapui, NpeANnoiaraeT TaKXKe CCbUIKY HA TPYNNy C JBYyMs

NOATrPYNIaMH, OTIpeAeNIeHHbIMU Kak [moarpynna B][moarpynna A], HanmpuMep apuiIagkul.



48

[0096] Tepmun “xupanbHbIi”’ OTHOCUTCS K MOJIEKYJaM, KOTOpPblE€ HMEKT CBOMCTBO
HEHAJIOXKEHNsI Ha CBOE 3€pKaibHOE OTOOpa’keHHe, a TePMHH ‘aXMpaJbHBI  OTHOCHUTCS K
MOJIEKyJIaM, KOTOpPbI€ HAKJIabIBAIOTCS HA CBOE 3€PKaIbHOE OTOOpakeHHeE.

[0097] Tepmun “crepeom3oMepbl”’ OTHOCUTCS K COEIAMHEHUSM, KOTOPbIE MMEIOT
UACHTUYHBIN XUMUYECKUH COCTaB, HO OTJIMYAOTCS APYT OT APYyra pacHoJIOKEHUEM aTOMOB WU
TPYIII B IPOCTPAHCTBE.

[0098] Tepmun “muacrepeoMep” OTHOCHTCS K CTEPEOU3OMEPY C IBYMs WU Ooiee
LEHTPAMU XHPAJIbHOCTH, YbH MOJICKYJIBI HE SIBJISTFOTCSl 3€PKATBbHBIMH OTOOPAXKEHUSIMH JIPYT
apyra. Jlnacrepeomeprpl UMEIOT pasHble (PU3MUYECKUE CBOHCTBA, HANPUMEDP TOYKU IUIABJIICHHS,
TOYKA KHIICHHUS, CHEKTpaJbHbIE CBOHCTBA W  peakUuOHHble crocobHocTH. Cmecu
IMAaCTEPEOMEPOB MOTYT OBITh Pa3[eNeHbl aHAJUTUYECKMMH METOIAMH BBICOKOTO Pa3peLIeHHS,
TAaKUMH Kak 3JekTpodopes u xpomaTorpadusi.

[0099] Tepmun “sHaHTHOMEpBI”  OTHOCHUTCS K  CTE€PEOHM3OMEpaM  COEAUHEHMs,
3epKajbHbIE OTOOPaKEHUsI KOTOPBIX HE HAKJIAIBIBAIOTCS IPYT HA pyTa.

[00100] Crepeoxumuueckue OIpeneeHuss U KOHBEHLIMH, HCIOJb30BAaHHBIE B
TIAHHOM OIHMCAaHMH, Kak npaBuio, cootBercTByoT S. P. Parker, Ed., McGraw-Hill Dictionary of
Chemical Terms (1984) McGraw-Hill Book Company, New York; u Eliel, E. and Wilen, S.,
Stereochemistry of Organic Compounds (1994) John Wiley & Sons, Inc., New York. Muorue
OpPraHUYeCKHe COEAMHEHHUS CYILIEeCTBYIOT B ONTHYECKH aKTHBHBIX (pOpMax, T.e. OHH O0JamaroT
CIOCOOHOCTBIO BpAIlaTh MIOCKOCTh MUIOCKOMOIIPU30BAHHOIO cBeTa. [Ipu onucanuu onTH4ecku
akTMBHOTO coenuHeHust npepukcsl D m L mom R m S wmcnonmesyroress s o003HaueHHs
aOCOMIOTHOH KOH(UTypaIlyu MOJIEKYJIbI BOKPYT ee XupaibHoro(bix) uenrta(os). ITpeduxcer d u |
Wi (+) ¥ (-) UCTIONB3YIOTCS ISl 0003HAYEHHSI 3HAKA BPAIICHUS MIOCKOMOJISIPH30BAHHOTO CBETA
COEMHEHUEM, NP 3TOM (-) WM | O3HAYAIOT, YTO COCOUHEHUE SIBISIETCS JICBOBPALIAFOIIUM.
Coenunenue ¢ npedpukcom (+) wiau d siBasieTcs: mpaBoBparnaromuM. Jis TaHHOH XUMUYECKOM
CTPYKTYPBbl 3TH CTEPEOU30MEPHI SIBJISIIOTCS WACHTUYHBIMU 32 HCKJIIOYEHHEM TOro, 4YTO OHH
SBJISTFOTCST 3€PKaJbHBIMH OTOOpakeHUsIMH Ipyr apyra. KOHKpETHbIH CTepeonsoMep MOXKET
TaK)K€ Ha3bIBaThCsl 3HAHTUOMEPOM, U CMECh TAKUX U30MEPOB YaCTO HAa3bIBAETCS SHAHTHOMEPHOMN
cmecbto. Cmech SHaHTHOMEPOB B cooTHoIIeHHnH 50:50 Ha3pIBaeTCs paLleMUYECKOW CMECBHIO WU
paueMaroMm, W Takas CMeCb OOpa30OBBIBATHCS IPH OTCYTCTBHH CTE€PEOCENEKTUBHOCTH WU
crepeocnennpUIHOCTH B XUMHUYECKOW peakuy WJIM B XHUMHUYECKOM mporecce. TepMHHBI
“palieMuyecKasl CMeCb U “‘palieMaT’ OTHOCATCSA K SKBHMOJISIPHON CMECH ABYX SHAHTHOMEPHBIX
MOJIEKYJI, JIMIIEHHON ONTUYECKON aKTUBHOCTH.

[00101] B nmaHHOM AOKyMeHTe, B TeX CydYasix, KOrga 3TO HeOOXOIHWMO, Ha3BaHUS
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AMMHOKHCIIOT U UX TPOU3BOAHBIX MOTYT OBITh YKa3aHbl COKPAIIEHHO C HCIOJb30BAHHEM HX
COOTBETCTBYIOIINX TPEXOYKBEHHbIX MM OAHOOYKBEHHBIX KOnA0B. Hampumep, unucrenmHoBas
kucaora Moxer ynomuHatbes kak Cya, Cyst unm Cyst-SOsH, acnaparuHoBast kuciota MOXKET
YIIOMMHATBCS Kak Asp.

[00102] Comn coenuHeHW MO UW300PETEHHIO MPEAINOYTUTENBHO  SIBIISIFOTCS
(apMaleBTHYECKH TPUEMJIEMBIMH, HO CJIEAyeT T[OHHMAaTh, YTO He(hapMaleBTHUECKU
NPUEMJIEMBIE COJIM TAKXKE BXOIST B 00bEM HACTOSIIErO M300PETeHHsI, TOCKOJIbKY OHU TOJIE3HbI
B KQUECTBE MPOMEXKYTOYHBIX COCAMHEHU B MONyYeHHH (PapMaLeBTHUECKH MPUEMIIEMBIX COJIEH.

[00103] Crnenyer mOHUMATh, YTO COCOMHEHUS 1O M300PETEHHIO U UX COJH MOTYT
ObITh mpencraBieHbl B ¢dopMme (papManeBTUYECKH MPHEMIIEMbIX MPOH3BOIHBIX. TepMUH
"(apManieBTUYECKH TpUEMIIEMOE MPOU3BOAHOE" OXBATBHIBAET (hapMALEBTHUECKU IMPHEMIIEMbIE
CJIOJKHBIE 3(DUPBI, TPOIEKAPCTBA, COMBBATHI M UAPATHI coennHeHui Gpopmyisl (I) nmm ux comnei.
dapmaneBTUUECKH TPUEMIIEMbIE IMMPOU3BOAHBIE MOTYT BKJIIOYAaTh JHO00H (hapMaleBTHUECKH
NpUEMJIEMBI THAPAT WK JIEOOOE IPyroe COeAMHEHHE WM TPOJIEKapCTBO, KOTOPOE IOCIHe
BBEJICHUsI CYOBEKTY CIIOCOOHO MpPEeBpaIaThCs (HAMPSIMYIO HIJIM OMOCPEIOBAHHO) B COCTUHEHHE
10 U300PETEHHIO WIIH €T0 aKTUBHBIN MEeTaOOINUT MITH OCTATOK.

[00104] DapMaLEeBTUYECKH TNPUEMIIEMBIE COJIM BKJIKOYAKOT COJIM NPUCOECIUHEHHUS
KUCJIOTBI, COJIM MPHUCOEIUHEHUs] OCHOBAHMSA U COJIM YETBEPTUYHBIX aMUHOB U NMHUPHUAUHHEBbBIE
comu. ConM TPHUCOEOUHEHHs] KUCJIOThI OOpa3ylTCs M3 COCOUHEHHs] IO H300PETeHHIO H
¢dapmaLeBTHYECKH TPUEMIIEMON HEOPTaHMYECKOH WM OpPraHW4eCcKOW KHCJIOTHI, BKIOYas, Oe3
OTpaHUYEHUs, COJISTHYIO, OpOMOBOIOPOAHYIO, CepHYIO, (ocopHyro, MeTaHCyIb(POHOBYIO,
TONYOJCYJIb(POHOBYIO, O€H30JICYIb(POHOBYIO, YKCYCHYIO, TPOMHOHOBYI, aCKOPOHHOBYIO,
JUMOHHYI0,  MaJIOHOBYIO,  (YMapoByIO,  MAJEHHOBYI),  MOJIOYHYIO,  CAJIULHJIOBYIO,
cyb(haMUHOBYIO, BAHHYIO KHCJIOTBI WJIM AMHHOKUCJIOTHI. [IpOTHBOMOHBI UETBEPTHYHBIX AMUHOB
U IPUIMHUEBbIE COJIM BKITFOYAIOT XJIOpua, Opomun, womun, cyisdart, pocdar, MmeraHcynbhoHaT,
LUTPAT, aleTaT, MajoHar, ¢pymapar, cyiabdamar u TapTpaT. CoNu MPUCOETUHEHUsT OCHOBAHUS
BKJIFOYAIOT, 0€3 OrpaHUuYEHUs, CONM HATPUs, Kajusl, KaJbLUs, JIUTHs, MarHus, aMMOHHUS U
ankujaMMoHus. Kpome TOro, OCHOBHBIE a30TCOAEpIKALINEe TPYMIbl MOTYT  OBITH
KBATEPHU3UPOBaHbl TAKMMH AreHTaMH, KaK HU3LINHA aJKHWJI-TAJIOT€HU/bL, TaKHe KaKk METHII-,
STHJI-, TIPOTWI- W OyTHUI-XJIOPUABL, -OpOMHIBI M -HOAWIBI, TUANKUI-CYJIb(aThl, TaKHe Kak
IUMETWI- U IU3TUI-CyabdaT, U apyrue. Coau MOryT OBITh MOJIy4€HBbI M3BECTHBIM CIIOCOOOM,
HampuMep TmyTeM oOpabOTKM COEOUHEHUs MOAXOMAIIeH KHCIOTOM WM IOAXOASIIUM
OCHOBaHHEM B IIPUCYTCTBUU MOAXOSALIETO PACTBOPUTETIS.

[00105] CoenuHeHuss MO W300PETEHUI0 MOTYT HAXOAWTHCS B KPUCTALIIMYECKOHN
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dopme w/mnu B BHAE CONBBATOB (HANpHUMEp, T'MAPATOB), U 00 (OPMBI BXOAAT B 00BEM
Hacrosmero u3odperenus. Tepmun "conpBar" mpexncramiseT coOOH KOMIUIEKC BapuabeabHON
CTEXHOMETPHUH, OOpa3OBaHHbIM pACTBOPEHHBIM BeIIECTBOM (B JAaHHOM H300peTeHUHn
COeIMHEHUEM IO M300pEeTeHHI0) U pacTBopuTeneM. Takue pacTBOPUTENN HE JOJDKHBI BIMATH HA
OMONOrMYECKYI0 AKTHBHOCTb PACTBOPEHHOIO BeINEeCTBA. PacTBOpUTENsSMH MOTYT OBITh, B
Ka4eCcTBE TMpHMEpa, BOAA, OTAHOJA WM yKCycHas kuciaota. CnocoObl  cobBaTallUH
00IIen3BEeCTHBI B TAaHHOH 00JIaCTH.

[00106] TepmuH "mponekapcTBO" UCHOJB30BaH B €r0 CAaMOM LIMPOKOM CMBICIE U
OXBATBIBAET T€ MPOU3BOAHBIE, KOTOPBIE /71 ViVO TIPEBPAILAIOTCS B COETMHEHUS IO H300PETEHUIO.
Takue NpPOM3BOIHBIE M3BECTHBI CIIELUAINCTAM B JAHHOW OOJIACTH M BKJIIOYAIOT, HANPUMEP,
COEIMHEHUs, B KOTOPbIX CBOOOAHAs THUAPOKCUTPYINA IMpeBpalleHa B CIOXKHO3(HpPHOE
NPOM3BOJHOE, MJIM KOJIBIIEBOH aToOM a3oTa mpespaiueH B N-okcua. IIpumeps! criokHO3PUPHBIX
NPOM3BOJHBIX BKIIFOYAIOT AJKHJIOBBIE CIOXKHBbIE 3QUpHl, ¢ocdaTHbE CIOXKHBIE 3PUPHI U TE,
KOTOpble O00pa3yroTCss W3 aMHUHOKHCIOT, NPEANOYTUTENbHO BajuHa. JoOoe coenuHeHue,
KOTOpOE SIBJIIETCS MPOJIEKAPCTBOM COCIUHEHHUS MO0 M300PETeHHI0, BXOAUT B 00BEM U 3aMbICE
M300peTeHMNsI.

[00107] Tepmun "(apmaleBTHUECKH NPUEMIIEMBIH CIOXHBIH 3¢Qup" oxBaTbIBaeT
OMONOTMYECKH TPUEMIIEMBIE CIIOXKHBIE 3(QUPBI COEOUHEHHs IO H300PETEeHHI0, TakKue Kak
NPOU3BOJHbBIE CYJIb(OHOBBIX, POCPHOHOBBIX U KAPOOHOBBIX KHCIIOT.

[00108] Takum oOpa3oMm, B JApYyroM acrmekTe U300peTeHUsT MPEASIOKEHO
NPOJIEKAPCTBO MJIM  (hapMaLeBTHYECKU TPHEMIIEMBIN CIOXKHBIA 3(up coemuHeHus 1Mo
U300PETEHHIO HJTH €r0 COJH.

[00109] CrenyeT MOHMMATD, YTO COENMHEHUS 1O U300PETEHUIO UMEIOT MO MEHBIIEH
Mepe OMH aCUMMETPUYECKUH LIEHTP U, CIEAOBATENIbHO, CIIOCOOHBI CYIECTBOBAThH B Oojiee uem
OIHOU cTepeon3omepHoil Gopme. M300peTeHre pactpoOCTpaHSETCs Ha KAKAYI U3 3TUX (Hopm
WHIUBUAYAIBHO M HA UX CMECH, BKJIFOUAsl pareMatbl. 13oMepbl 0OBIMHO MOTYT OBbITh pa3neieHbl
XpoMarorpa@u4ecKiMi METOAaMU MM C  HCIOJb30BAHMEM  PA3IENIOLIEro  areHra.
ANBTEpHATUBHO, WHOWBUIYaJbHBIE M30MEPBl MOIYT OBITh TIOJNY4YE€HbI B  pe3yJbTare
ACHMMETPUYECKOTO CHHTE3a C HCIIOJIb30BAHHEM XUPAJIbHBIX MPOMEKYTOUHBIX COCTUHEHUN.
Ecnu coennaeHne nMeeT no MeHbILIEH Mepe OHY YIJIEPOA-YTIEPOAHYIO ABOWHYIO CBS3b, TO OHO
MOXeET CylecTBoBaTh B Z- U E- popmax, npuuem Bce n3omepHbie GOPMbI COETMHEHUI BXOIAT B
00BEM HACTOSIILETO M300pETEHMUS.

[00110] H3o0pereHne Takke OXBATbIBAECT, B TE€X CIy4asX, KOrZa 3TO BO3MOXKHO,

COJIb WA Q)apMaHeBTI/ILIeCKI/I NpUEMIIEMOEC TMPOU3BOAHOEC, TAaKOE€ KakK (1)apMaL[eBTI/ILIeCKI/I
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NPUEMJIEMBIH CIIOXKHBIN 3(QUp, COMbBAT W/WIN MPOJEKAPCTBO BBILIEYNOMSHYTHIX BOILIOLIEHUH
N300peTeHMsI.

[00111] B ngpyrom acmekte u300pereHusi mnpenjiokeHa (papmaleBTHUYECKas
KOMITO3MLIMSI, COAEpIKallasl TepaneBTU4ecKH dS(P(EeKTUBHOE KOJMYECTBO OJHOrO Wiu Ooiee
BBILIEYTIOMSHYTBIX CO€AMHEHHH WM MX (hapMaleBTHYECKH MPUEMJIEMbIX COJIEH, BKJIIOYas MX
(bapMalieBTHYECKH MpHEeMJIeMble MPOU3BOAHbBIC, U BO3MOXKHO (DapMaLeBTHUECKU MPUEMIIEMbIN
HOCHTEJTh WJTH pa30aBUTEND.

[00112] B ngpyrom acmekTe u300peTeHUsT TMpEemNIOKeHbl (hapMalleBTHYECKHE
KOMITO3ULIMH JUIsi UCIIOJIb30BAHUS B JICUCHHM WM TPEAYNPEkKIEeHUH WH(PEKLIUH, BbI3BAHHOM
BUPYCOM TpHIINA, conepkamue 3p(GEeKTHBHOE KOJUYECTBO COSAMHEHUS MO0 M300PETEHUIO WU
ero (papMalLeBTHUECKH NPUEMIIEMONH COJH, BKJOYas €ro (apMaleBTHYECKH MPHEMIIEMOe
NPOM3BOJHOE, U BO3MOKHO (hapMarieBTHUECKH MPHEMJIIEMbIIl HOCUTENb WX pa30aBUTENb.

[00113] Tepmun "xomnozunwmsi' BKIOUAaeT B cebs  mpemapar  aKTHBHOIO
UHIPEIUEHTA C MHKATICYJIUPYIOIINM BEIECTBOM B KAUeCTBE HOCHTEJSI, 00pa3yroIuM Karcyiy, B
KOTOPOI aKTUBHBIA MHIPENUEHT (C APYTUM HOCUTENEM WM 0e3 APYroro HOCHUTENsS) OKPYIKEH
HOCUTEJISIMU.

[00114] PapmMaLeBTUYECKUE KOMIIO3ULUU WJIM MpPEnapaTbl BKIKYAKOT T€ U3 HUX,
KOTOpBIE SIBJISIFOTCSL MOAXOASIIUMU AJI NEPOPAIbHOrO, PEKTaJbHOIO, HAa3aJbHOTO, MECTHOTIO
(Bkyrouasi TpaHCOYKKaJIbHOE M CYOJMHIBAJIbHOE), BArMHAJIBHOTO WM MApEeHTEPaJbHOTO
(BKJIFOUAsi BHYTPUMBIIIEUHOE, TOAKOXKHOE W BHYTPHBEHHOE) BBEICHUS, WIH B (opme,
NOAXOASALIeH ANl BBENEHUs HHraymsiiueil niam uHcyddusimmueii. B ogHOM H3 BOIIIOIIEHHH
COEMHEHUs] MO M300PETeHUI0 TPUTOTOBJIEHBI B (OpPME JJIsl HMHTAISIHOHHOTO BBEICHUS,
NEPOPaIbHOTO BBENEHHUS, HWHTPAHA3aJbHOIO BBEAEHHS, WHTPAIEPUTOHEATIbHOIO BBEICHMUS,
BHYTPUBEHHOT'O BBEICHUS UM BHYTPUMBIIIEYHOTO BBEICHMUSI.

[00115] OO0mee paccMOTpeHHE MPUTOTOBJIEHHS W/ MM W3TOTOBJICHHS AarcHTOB
(dapMareBTHYECKMX KOMIO3ULIUHA MOXHO HaiTh, Hampumep, B Remington’s Pharmaceutical
Sciences, Sixteenth Edition, E. W. Martin (Mack Publishing Co., Easton, Pa., 1980) u B
Remington: The Science and Practice of Pharmacy, 21st Edition (Lippincott Williams &
Wilkins, 2005).

[00116] B onHOM W3 BOMJIOLIEHHMI KOMIIO3MLMU M MOpenaparbl B COOTBETCTBUU C
M300peTeHNEeM MOJKHO BBOJAWUTH HYKIAIOIIEMYCsl B HUX CYOBEKTY JIOOBIM IOAXOASIINUM
UHTQIALAOHHBIM, HUHCY(QQISIIMOHHBIM  HJIM  MHTPAHA3aJbHBIM  CHOCOOOM  JTOCTAaBKH.
IMonxonsmue cnocoObl  MHTamsAUMM, WHCYQQIAMU WIM  HHTPAHA3AJIBHOTO  BBEICHUS

00Ien3BEeCTHBI CIIELUANUCTY B JAHHOI 0bnacTu.
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[00117] B onHOM u3 BOIUIOLIEHMN KOMMOO3HULIMM WJIM IpenapaTbl COCAUHEHUN MO
n300peTeHnI0 MoryT ObITh B (opme, mNoaxopsmieil A BBEACHUS UWHrajsioued wWim
uHcypPusanueit. Hanpumep, KOMIO3UILIMK WK NIPeNapaThl COEAMHEHUI N0 M300PETEHUI0 MOTYT
ObITb NPUTOTOBIIEHBI B BHIE CYXOro IOPOLIKA, PAaCTBOPA, CYCHEH3MM WM adpo30Js Ul
uHrasauuy win uHeygdusiunu yepes pot wiam Hoc. [Ipenaparsl, MOAXOASIINE sl BBEIEHHS B
BUJI€ a3PO30JIs WIIM CYXOro MOPOIIKA MOTYT ObITh MPUTOTOBJICHBI CTAHNAPTHBIMU CIIOCOOAMU U
MOTYT JOCTaBJISITBCS C APYTUMHU TEPANeBTHUECKUMH AareHTaMH, TaKUMH KaK COEOUHEHUS,
NpeXxae HCIOJb3yeMble B JIEYEHUH WM NpoduiakTuke HH(PEKUUH, ONMUCAHHBIX B JAaHHOM
JOKYMEHTe.

[00118] B onHOM U3 BOMJIOLIEHU KOMITO3UIIMK WJIM TMPEnapaTbl COCAUMHEHUM IO
M300pPETEHHI0O MOJKHO BBOAMTH ITOCPEACTBOM HHIAJIATOPA CYXOro mopomka. Moryt ObITh
WCTIOJIb30BAHbI MHTAJSITOPbI CYXOro TMOPOIIKA TeX THIIOB, KOTOPbIE PACKPBITBI B JAaHHOMN
o0yacTy, a TakXe MOTYT OBbITh HCIOJNB30BAHBI MUKPOHH3HPOBAHHBIE CTPYKKH M30CTATUYECKU
NPECCOBAHHBIX TAOJIETOK WM IUCKOB JIEKAPCTBEHHOT'O CPEACTBA C MHEPTHBIMH CBSI3bIBAIOIUMHU
BEI[ECTBAMHM WJHM Oe3 HUX, TaKUMH KaK JIaKTo3a. DTOT Crmocod BBENEHHS OOECreYrBaET
0CcOOEHHO OBICTPYIO TOCTABKY B Jierkoe. Koraa coequHeHne o n300peTeHUI0 TIPEeIOCTaBIISIIOT B
¢dbopMe Cyxoro Mmopolrka, OHO MOXKET OBITh NMPEAOCTaBJIEHO caMO MO cebe MM B CMECH C
NOAXOMAIIMM  (papMalleBTUYECKH TpUeMIIeMbIM  pa3baBuUTENeM, TakUM Kak Kpaxmal,
MIPOU3BOAHbBIE Kpaxmaia, TaKkue KaK TUAPOKCUIIPONUIMETHILIEIIHOIO03a WIH
nojuBuHWInupponuaud (PVP), mpousBoaHble caxapoB, Takue Kak MaHHUT WM JIAKTO3a.
[TopomkoBasi KOMIO3HIIUSI MOKET MPUCYTCTBOBATh B (pOPME CTAHAAPTHOW NIO3bI, HAMIPUMEDP B
KarcyJjiax WM KapTpUIsKaxX, HAMPUMED SKEeJATHHOBBIX, UJIH B C(POPMOBAHHBIX TUIACTUKOBBIX HJIH
OMUCTEPHBIX YITAKOBKAX, U3 KOTOPBIX MOPOLIOK MOKHO BBOIUTH MOCPEICTBOM MHTAISIIIHOHHOTO
YCTPOKMCTBA, WJIM B MHOTOZI030BOH (popMe U3, HaIpUMep, pe3epByapa ¢ MOPOLIKOM.

[00119] Jns MHransauuyd - Kamneiab, TYMaHOB M aj3poO30Jiel  JIETKOAOCTYITHBIMHU
SIBJISTEOTCSI PA3JINYHbIE YCTPOHCTBA, TaKMe Kak HeOyJai3epbl WJIM TE€HEpaTopbl a’po30Jis IOA
nasineHneM. Kpome TOro, Ttakue yCTPOWCTBA MOTYT OBITh JO3UPYIOIIMMH AJIsT OOECTIeUeHUs
OJTHOPOHOCTH JTO3UPOBAHUS.

[00120] Bce umHranaTopel MOryT ObITH CKOHCTPYHPOBAHBI M IMPHUCIIOCOONIEHBI IS
TOCTaBKHU JKUIKOCTH WJIM TBEPHbIX YaCTHLl B CIU3UCTYIO OOOJIOUKY HOCA, a TaKXKe B BEPXHUE
W/VJTH HUKHUE JIbIXATeJIbHbIC ITyTH.

[00121] B npyroMm BOMJOIIEHMM KOMIO3ULMU WM NOpenaparbl COCAMHEHUNU IO
M300pETEHHI0O MOXKHO BBOAMTb HHTasinued win uHCYy(pQusanueidl ¢ MOMOLIBI0 HHransTopa

BJIAYKHOTO a3po3oist. Hampumep, KOMIO3MLMK WM NpernapaTbl COENUHEHUNH MO M300pEeTEeHHI0
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MOTYT OBITH NMPUIOTOBJICHBI I BBEAEHUS WHTASIIMEH BIAKHOTO a3pO30Jsi M3 WHIAJSTOPA,
o0ecreYnBaroIero NpeIBapUTEIbHOE OTMEPHUBAHNUE 03I

[00122] B ngononHuTEnpHOM — BOIUIOLUEHMH  KOMIIO3ULIMM WM IIPErnapaThbl
COeMHEHUI 0 M300peTeH IO HaXoaATcs B (hopMe, MOAXOAIIEH sl BBEACHUS] HHTPAHA3aJIBbHO.
HHTpanasanbHble KOMIO3MLMM, PACKPHITBIE B AAHHOM JOKYMEHTE, MOXKHO BBOJAUTb B BUIE
cnpes wiu Karenb. COOTBETCTBEHHO, MOAXOASALIME TOBAPHbIE YIIAKOBKH, COIEpIKalle
WHTPAHA3aJbHBIN Mpenapar, MOTyT MPEACTaBISITh COOOM JF0O0H Crpeii-KOHTEHHED, U3BECTHBIN B
naHHOW oOnactu. B omgHOM wim Oosee BOIUIOLIEHHMSX TMpErnaparbl B COOTBETCTBHH C
n300peTeHreM MOXKHO BBOIUTH ITOCPEICTBOM PACHBUISIOIIEr0 YCTPOWCTBA WJIM KOHTEWHeEpa.
Pacnpusiromue  yCTpoicTBa B COOTBETCTBHHM C H300pPETEHHEM MOTYT TMPEACTAaBIIATH COOOH
CHUCTEMBbl OJHOKPAaTHOM CTaHAAPTHONH JO3bI WJIM MHOIOAO30BBbIE CHCTEMBI, HaIpUMEp
comepkamme (pIaKkoH, HACcOC W/WIM HWCIOJHHUTENbHBIA MEXaHM3M. Takue yCTpoiicTBa-
pacnbUIUTEIN KOMMEPYECKH NOCTYNHBL. [loaxoasmue koMMepUYecKrue yCTpOUCTBA-PaCIbUINTENN
BKJIFOUAIOT YCTPOMCTBa, moctynmHble oT Nemera, Aptar, Bespak u Becton-Dickinson. [pyrue
NOAXOASAIINE CpPEACTBA MJIs1 BBENECHMs KOMIIO3MLMM WM MpEenapaToB HMHTPAHA3AJIbHO B
COOTBETCTBHHM C H300pPETEHHEM BKIIOYAIOT KaMeNbHUIly, IIMPHUL, TUIACTUKOBBIA (JIaKOH U
moOble JApPYrHe CpeiCTBa, HM3BECTHblE B JAaHHOW OONACTH [JIsI HAHECEHUS JKUAKOCTH Ha
CJIM3UCTYIO O0OJIOYKY HOCA TOYHBIM U BOCTIPOU3BOAMMBIM 00pa30M.

[00123] CoenuHeHuss MO HACTOSLIEMY H300pPETEHUIO MOKHO TakK)Ke BBOJUTH B
Pa3sHOOOPa3HBIX MEPOPATBHBIX U MAPEHTEPATbHBIX JTO3MPOBOUHBIX (popmax. [t cennaniucTos
B JaHHOH oOmactu OyAerT OuYeBHIOHO, YTO YKa3aHHbIE HIKE O3HPOBOYHBIE (POPMBI MOTYT
comepKaTh B Ka4yeCcTBE AKTHBHOTO KOMIIOHEHTa JIMOO COEJUHEHHE IO H300peTeH o, JHOo
(apMaeBTUYECKH MPHEMIIEMYIO COJIb COSIMHEHUS TI0 H300PETEHHIO.

[00124] Kommno3numu wim npenaparbl COSAUHEHUN 10 H300PETEeHHI0 MOTYT OBITh
B (opMe CTEPHIBPHOIO HHBELUPYEMOro IMpernapara, TaKOro KaK CTEpHIbHAas HHBELHpyeMast
BOJHAsI MJIM MAcCJIsiHasl CYCHEeH3Wsl. JTa CYCHEH3Us MOXKeT ObITh NMPUTOTOBJIEHA CIIOCOOaMHU,
U3BECTHBIMH B JAHHOH OOJIACTH, C WCIOJB30BAHHUEM TEX IMOAXOISAIINX AMCHEPTHPYIOLUINX I
CMAUMBAKOIIUX AareHTOB M CYCHEHAUPYIOIIMX AareHTOB, KOTOPbIE YIOMSHYTBI B JaHHOM
ornucanny. CTepUIIBHBIA HMHBEHHPYEMBIH NpernapaT MOXKET TakKe NPEACTaBIsATh COOOi
CTEPWIbHBII HMHBELMPYEMBIM pPACTBOP WM CYCIEH3UI0 B HETOKCHYHOM MApEHTEPAJIbHO
npuemiieMoM pa30aBUTENe WM PACTBOPHUTENE, Hampumep pactBop B 1,3-OyranH-muone, wiu
MOXeT OBITh TMPHUIOTOBJIEH B BHAE JUOPHIN3UPOBAHHOrO mnopomka. Cpenu mpueMIeMbIX
pa3baBuTeneil U pacTBOPUTENEH, KOTOPbIE MOTYT OBITh HCIIOJIB30BAHBI, HAXOAATCS BOJA, PACTBOP

Punrepa u usoTroHMYeckwil pacTBop xJjopuaa Hartpus. Kpome toro, oObMHO MOryT OBITH
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HCIOJIb30BaHbl CTEPUIIbHBIE HEJETyUHe Macja B Ka4eCTBe PACTBOPUTENSI UJIH CYCIIEHAUPYIOLIeH
cpenbl. Iy 3TOM 1HenM MOKET OBbITh HCIOJB30BAHO 000 MATKOE HENeTydee Macio, B TOM
4HCJIe CUHTETHUYECKHe MOHO- WM Juriuuepunbl. Kpome TOro, »kKuUpHble KUCJIOTBI, TAaKHE Kak
OJIEMHOBAsl KHUCJIOTA, TaK)X€ MOTYT OBITh MCIOJB30BaHBI B IPHUTOTOBJICHUH HHBELUPYEMOIO
npenapara. bonee Toro, npenaparsl, NOAXOASALINE AJI MAPEHTEPAIBHOIO BBEAECHUS, BKIHOYAIOT
BOJIHbIE U HEBOAHBIE CTEPUJIbHbIE HHBEKIIMOHHBIE pPACTBOPBI, KOTOpPbIE MOTYT COAEpPXKaTb
AHTHOKCHJIAHTBI, OAKTEPUOCTATUYECKHE CPEACTBA M PACTBOPEHHBIE BEIIECTBA, KOTOPHIE AETA0T
npenapar M30TOHUYECKUM C KPOBbIO HAMEUEHHOIO PELUNHEeHTa, U BOAHBIE U HEBOJHBIE
CTepUJIbHbIE CYCIIEH3UU, KOTOPbIE MOTYT COJEPKaTh CYCIIEHAUPYIOIINE areHThl U 3aryCTUTEIH.

[00125] Komnosuiuu mnu npenaparbl COENMHEHHH 10 U300PETEHUI0 MOXKHO TaK»Ke
BBOJIUTH TepopanbHO. Hampumep, MOryT OBITh NMPUTOTOBIEHBI TAOJNETKH, MACTUIIKH, JIEIEHIBL,
BOJIHbIE WJIM MacJsiHble CYCIIEH3UH, IUCIEepPrUpyeMble MOPOIIKH WM TPaHyJbl, 3MYJbCHH,
TBEpAblE WIM MATKHE KalCyJibl, CUPOIBl WX 3IUKcUpbl. KoMnosuuuy, npeaHasHayeHHble AJis
NePOPANIbHOTO TPUMEHEHHUS, MOTYT OBITh MPHUTOTOBJIEHBI JIOOBIM CIIOCOOOM, H3BECTHBIM B
TaHHOM O0NacTH Uil M3TOTOBJIECHUS (apMalleBTHYECKHX KOMITO3ULMNA, W C LEJNBIO MOJYYEeHUS
NPUATHOTO HA BUJ M HAa BKYC IpenapaTa Takue KOMITO3ULH MOTYT COAep KaTh OAMH WiIH Ooee
areHTOB, BKJIIOYAIOIIUX MOACIACTUTENN, KOPPUTE€HThI, KPACUTEIN U KOHCEPBAHTHL

[00126] CoenuHeHus 1o U300pETEHNIO0 BMECTE C TPAJULIMOHHBIM BCIIOMOTAaTEIbHBIM
BELIECTBOM, HOCUTENeM WM pa3daBuTeNeM MOryT ObIThb TNPUIOTOBJEHBI B  (opme
(apmMaLeBTHYECKUX KOMIIO3UIMH M MX CTAHIAPTHBIX JIEKAPCTBEHHBIX (OpM, M B TakoW ¢opme
OHM MOTYT OBITb HCIOJB30BAHbI B BHUAE TBEPABIX BELIECTB, TAKUX Kak TaOJNETKH WK
3aTOJIHEHHbIE KaICyJIbl, WIA B BHUJE XKUIKOCTEH, TAKUX KaK PacTBOPBL, CYCIIEH3UH, 3MYJbCUH,
SJIMKCUPBI WM KAaICyJIbl, 3alOJIHEHHBIE MMM, BCE JJI MEPOPATIbHOrO NMPUMEHEHHUs; B (opme
CYNIO3UTOPUEB JUISI PEKTAJBHOTO BBEICHUS;, WIM B (POPME CTEPHIIbHBIX HHBEIHPYEMBIX
PacTBOPOB ISl MAPEHTEPAIBLHOTO (B TOM YHUCJIE TIOAKOKHOTO) IPUMEHEHUSI.

[00127] Takue apmaneBTHUECKIE KOMIIO3UIINH U UX CTaHAAPTHBIE JIEKAPCTBEHHbBIE
¢dopMBI MOTYT conepKaTh TPAOULHOHHBIE WHIPEAUEHTHl B TPATULMIOHHBIX MNPOMOPLHUAX, C
JOTOJHUTENbHBIMA AKTHBHBIMH COCOMHEHUSMH WM HadaJlaMd WM 0Oe3 HHUX, U TakKue
CTaHIAPTHBIE JIEKApPCTBEHHbIE (OPMBI MOTYT coaepkarh Jrodoe momxomsiee 3hdexTuBHOE
KOJINYECTBO aKTHUBHOTO WMHIPEIUEHTA, COOTBETCTBYIOLIEE HAMEUEHHOMY MJIs MCIOJIb30BAHMS
CYTOYHOMY IHamna3oHy no3upoBku. [Ipemapatei, comepskamme npecsatb (10) mMumurpamMmmosn
aKTUBHOTO MHIpenueHTa wiy, bonee mupoko, ot 0,1 no cra (100) MummurpamMmoB Ha TabJeTKy,
SIBJISIFOTCS, CJIEIOBATEINBHO, MOIXOASALIUMHU penpe3eHTaTUBHBIMU CTaHJAPTHBIMU

JIEKapCTBEHHBIMU (POPMAMHU.
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[00128] Jlns mpurotoBieHus papMaleBTUYECKUX KOMITO3ULMH M3 COEAMHEHHUH IO
HACTOsIIEMY H300peTeHur0 (apMaleBTUUYECKH MPUEMIIEMble HOCHUTENHW MOTYT IPENCTABIAThH
coboif o TBepAoe BeliecTBO, JUOO >KUAKOCTh. lIpenmapaTel B TBepmoi (opmMe BKIIOHAIOT
MOPOLIKH, TAONETKH, MHIIFOJIH, KarCyJibl, 00JaTKK, CYNIMO3UTOPHH U AUCTIEPTUPYEMbIE TPAHYJIbI.
TBepabiM HOcUTeNneM MOXKeT ObITb OAHO WM Oojiee BeleCTB, KOTOPbIE MOTYT TaKiKe
JeWCTBOBaTh B KayecTBe pa3daBUTENEH, KOPPUTEHTOB, CONIOOMIN3ATOPOB, CMAa3bIBAOLINX
BELECTB, CYCHNEHAUPYIOLIUX areHTOB, CBS3bIBAIOIIUX BEIIECTB, KOHCEPBAHTOB, AareHTOB,
PA3PBIXJIIOIIUX TAOJIETKH, HIIH HHKAIICYJIHPYIOIIErO BEIECTBRa.

[00129] B nopomkax HocHTeb MpeAcTaBisieT OO0 TOHKOM3METbYEHHOE TBEPHOE
BELLECTBO U HAXOJUTCS B CMECH C TOHKOU3MEJbUEHHBIM aKTUBHBIM KOMIIOHEHTOM.

[00130] B Tabnerkax akTHBHBIM KOMIIOHEHT CMEIIaH C HOCHTENIEM, HMMEIOIINUM
HEOOXOIMMYIO CBSI3BIBAIOILIYIO CIIOCOOHOCTh, B IMOIXOASIIUX TMPOMOPLUSIX U CIPECCOBAH B
KeJaeMyro popMy JKeJIaeMoro pasmepa.

[00131] IMopomku 1 TabNeTKH MPENMOYTUTEIBHO COAEPIKAT OT MATH WIIA ECSTH 10
CEMUJIECSITU NPOLIEHTOB AaKTHUBHOrO coeauHeHus. lloaxoasmumu HOCUTENSAMHU  SIBJISFOTCS
kapOOHAT MarHusi, CTeapaT MarHus, TajbK, caxap, JIAKTO3a, MEKTHUH, JEKCTPUH, Kpaxmal,
JKEJIATUH, TParakaHT, METHILENII0N03a, HATPpUH-KapOOKCHUMETHIILIEIUTION03a, HU3KOIUIABKUN
BOCK, MacJio kakao u T.1. TepMuH "npenapat” 0xBaThlBa€T KOMIIO3ULIUK aKTUBHOT'O COEIMHEHUS
C HMHKAIMCYJUPYIOIIUM BELIECTBOM B KadeCTBE HOCUTEJA, CO3JAIOLIMM KalCyjly, B KOTOPOH
AKTUBHBI KOMITOHEHT, C HOCHTEJSIMH WM 0€3 HUX, OKPY)KE€H HOCHTEJEeM, KOTOPbIH TaKuM
0o0pa3oM HAXOOUTCS B ACCOLMALMU C HUM. AHAJOTHYHO, OXBA4YeHbI OOJATKU M TMACTHJIKH.
TabneTku, MOPOLIKK, KAICYJIbl, MU0, OOJaTKH U MACTUIKUA MOTYT OBITh HCIIOJIb30BaHbI B
Ka4ecTBe TBePAbIX (POpPM, MOAXOMSAIINX ISl TEPOPATBHOTO BBEICHHUS.

[00132] JIns M3roToBJEHUs CYNIIO3UTOPUEB CHaudalia TUIaBAT HU3KOIUIABKUM BOCK,
TaKONH KaKk CMECh TJIMLEPUIIOB KUPHBIX KHUCJIOT WM MACJO Kakao, M aKTUBHBIA KOMIIOHEHT
TOMOT€HHO JUCIEPTUPYIOT B HEM NPHU NEPEMEIINBAHUM. PacriaBiIeHHYI0 FOMOT€HHYHO CMECh
3aTeM 3aJIUBAIOT B MOAXOASAIINE (POPMBI ONPENETCHHOTO pa3Mepa M OCTABIIOT OXJIAXKIATHCS 1,
CJIeIOBATEIbHO, 3aTBEPAEBATD.

[00133] Komnosuiuu, momxonsinue ajisi BardiHAJbHOTO BBEACHHS, MOTYT OBITh
npeAcTaBieHbl B (opMe meccapueB, TaMIIOHOB, KPEMOB, TeJIel, MacT, NMEHOK WU CIpEeB,
COZAEPIKAIINX MOMHUMO AKTUBHOIO MHIPEAMEHTA TaKHW€ HOCHUTENH, KOTOPbIE U3BECTHBI B JAHHOMU
00JIaCTH KaK MOAXOMSIIHE.

[00134] IIpenapatel B SKUAKOW (OpME BKIKOYAIOT PACTBOPBI, CYCIIEH3UH U

OMYJIbCUH, HAIIPUMEP BOAHLIC HWJIHW BOAHO-IMPOMUICHTIINKOJIEBBIE pPaCTBOPHI. Haan/IMep,
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NapeHTepaibHble WHBEKLHUOHHBIE JXHUIKHUE Mpenaparbl MOTYT OBITh TPUTOTOBJIEHBI B BHJE
PacTBOPOB B BOJHO-TOJUITUIICHITIUKOJIEBOM PAaCTBOPE.

[00135] CrepunbHble SKMIKHE KOMIIO3ULIUU BKJIIOUAIOT CTEPUJIBHBIE PacTBOPHI,
CYCII€H3UH, 3MYJbCUH, CUPOIBI U 3JIUKCUPBI. AKTUBHBIN MHIPEANEHT MOXXET ObITb PacTBOPEH
WIN CYCTIEHAUPOBAH B (hapMaLeBTHYECKU IIPHEMIEMOM HOCHUTENIE, TAKOM KaK CTEpUJIbHAs BOJA,
CTEPUWJIbHBIN OPraHUYECKUN PACTBOPUTEIb UIIU UX CMECh.

[00136] Taxum 00pa3oM, COENMHEHHs MO HACTOSIIEMY H300pPETEHUI0 MOTYT OBITh
NPUTOTOBJICHBI Ul TIAPEHTEPATbHOrO BBENEHUs (HampuMep, BBEACHUS MHBEKLHUEH, Harmpumep
OOIOCHON WHBEKIHMEH WU HeNmpepblBHOW WHCYy(dsiuneil) U MOryT ObITh MpPENCTABICHBI B
¢dopme cTaHmapTHOW O3Bl B aMIyJiax, MPEABAPUTENIHO 3alOJIHEHHBIX LIMpHUIax, HHOY3UH
HeOonpIIoro o0bemMa WM B MHOTOAO30BBIX KOHTEHHEpaX ¢ J00aBIEHHBIM KOHCEPBAHTOM.
Komno3nuun MOryT nmpuUHHMaTh Takue (OpPMbI, KaK CYCHEH3HH, PACTBOPBI WM 3MYJIbCHUH B
MAaCISTHBIX WJIM BOIHBIX Pa30aBUTENSIX, 1 MOTYT COIEPKaTh BCIIOMOTATENIbHBIE areHThI, TAaKHue
KaK CyCIEHANPYIOLINe, CTaOWIM3UPYIOLINE H/MIIM AUCTIEPTUPYIOIINE areHThl. AJIbTEPHATHBHO,
AKTUBHBIN MHIPEIMEHT MOXKET OBbITh B (pOopMe MOpOoILIKa, MOJYYEHHOTO MYyTEM acEeNTHYECKOro
BBIZIEJIEHHS CTEPHJIBHOTO TBEPOTO BELIECTBA MIIH JIMOPUIN3ALMU U3 PACTBOPA, AJIST Pa3BENECHUS
nepesn NPUMEHEHHEM MOAXOASALIUM HOCUTENIEM, HAIIPUMEP CTEPUIIbHOM, alTUPOreHHON BOIOM.

[00137] Bonnbie pacTBOpBI, MOAXOASAIIME MJI MEPOPATBHOIO NMPUMEHEHHs, MOTYT
ObITb MPUTOTOBJIEHBI MyTEM PACTBOPEHMS aKTUBHOTO KOMIIOHEHTA B BOZAE M JOOABJIEHHs, NPH
HEOOXOAMMOCTH, TOAXOMIINX KpacuTesed, KOPPUI'eHTOB, CTAOMIIM3HPYIOIIUX AareHTOB U
3aryCTUTENEH.

[00138] BonHble cycneH3uu, NOAXOAsIINE AJs MePOpPaJbHOrO MPUMEHEHUs], MOTYT
OBITh MOJIyYeHBI MyTEM JAUCTIEPIHPOBAHUS TOHKOM3MEJIBYEHHOTO aKTHBHOTO KOMITOHEHTA B BOJE
C BSA3KMM BEIIECTBOM, TAaKHUM KaK MPUPOAHbIE WM CHHTETUYECKHE KaMeau, CMOJIbI,
METWIILEIUTION03a,  HAaTPUH-KapOOKCHMETIILEIUIION03a  WIM  JApyrHe  OOIIen3BECTHBIE
CYCNEHIUPYIOLINE areHThL

[00139] OxBaueHbl TaKKe MpernapaTel B TBEPAOH (popMe, KOTOPbIE MPEAHA3ZHAYCHBI
IUIsl TIPEBPALICHUST HETIOCPEICTBEHHO TEpe]] MCIIONb30BAHUEM B Iperaparbl B JKUAKOH (dopme
IUIl TIEPOPaNIbHOrO BBeleHUs. Takue >Xupkue (GOpMBl BKIIFOYAIOT PACTBOPBI, CYCHEH3UH MU
SMYJIbCUU. OJTH Tpenaparbl MOTYT COAepkaTb, B JOMNOJHEHHE K AaKTUBHOMY KOMIIOHEHTY,
KpPacUTENH, KOPPUIEeHThI, CTaOMWIM3aTopel, Oydepbl, HCKYCCTBEHHbIE U  HATypaJbHbIC
MOJCIIACTUTEINH, PA3PBIXJIUTENH, 3aTyCTHTEIH, COMOONIM3UPYIOLIIE Ar€HThI U T.11.

[00140] JIist MeCTHOrO BBEINEHHS Ha SIMUACPMUC COSAUHEHHS IO H300PETEeHHUI0

MOTyT OBITh IIPpUTOTOBJICHBI B BHUIEC MaSGI\/'I, KpEMOB WK JIOCBOHOB HWJIKX B BHUIAC
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TPAHCIEPMAJILHOTO IUTACTHIPS. Masu W KpeMbl MOTYT ObIThb MPUTOTOBJICHBI, HANpPUMEP, C
UCTIOJIb30BAHUEM BOJIHOM WJIM MACHSTHOW OCHOBBI C A00aBlIEHHMEM MOAXOMSALINX 3aryCTUTeNeid
W/WITN KETUPYIOLIUX areHTOB. JIOCbOHBI MOTYT OBITh MPUTOTOBJIEHBI C UCTIONIB30BAHUEM BOJHOMN
WIM MAacClITHOH OCHOBBI M OyAayT, Kak MpaBWJIO, COAEPXKAaTb TaKXKe OIUH Wi Ooiee
SMYJIITUPYIOIIUX ~ areHTOB, CTA0MIM3HPYIOLIMX  areHTOB, JUCIEPrHPYIOIUX  areHTOB,
CYCIIEHAMPYIOIIUX areHTOB, 3aryIaIUX areHTOB UJIH KPaCALIUX areHTOB.

[00141] IIpenapatel, mogxonsiuiue Jis MECTHOTO BBEAEHUS B POTOBYIO TMOJIOCTb,
BKJIFOYAIOT JIENEHIIbl, COAEpIKALINe AKTHBHBI areHT B KOPPHUTHPYIOIIEH OCHOBE, OOBIYHO
caxapo3e U AapaBMIICKOW KaMenu WM TparakaHTe, MacCTWIKH, COAEp>Kallue AaKTHUBHbIN
UHTPEANEHT B UHEPTHOM OCHOBE, TaKOW Kak >KeJaTUH U TIULEpUH WIN caxapo3a U apaBUicKast
KaMelb, U MOJOCKaHUs, COAep Kallie aKTUBHBIN HHIPEIUEHT B MOAXOAAIIEM KUAKOM HOCUTEE.

[00142] PacTBOpBI MM CYyCHEH3UM HAHOCST HEMOCPEACTBEHHO B HOCOBYIO IOJIOCTH
TPAAULMOHHBIMUA CPEICTBAMH, HAIIPUMEP C MCTIOJIb30BAHUEM KareJIbHUILIBI, TUTMIETKU WA CTIPES.
Kommosuiimu MoryT ObITh MPENOCTaBICHBI B OIHO- HJIM MHOTrono30Bod (opme. B crmydae
KareJbHULIbl WU TUMETKU BBEICHHUE BBIMOJHACTCS MAllUEHTOM, BBOISIINM COOTBETCTBYIOIIHUI
NpeaonpeneNeH bl 00beM pacTBOpa MM CYCHEeH3MH. B ciydae cmpes 3TO JOCTHUraercs,
HampuMep, C TMOMOINBIO JO3UPYIOLIEro pacHbUIAOLIero cropeil Hacoca. [is  ynydiieHus
HA3aJbHOW JIOCTaBKM W  YAEP)KMBAHUS COENMHEHHs 10 H300pETeHHI0 MOIyT OBITh
MHKAICYJIUPOBaHbl C HCIIOJIb30BAHUEM LMKJIOAEKCTPUHOB WJIM MOTYT OBITh IPUTOTOBIIEHBI C
APYTUMHU areHTamH, KOTOPbIE, KaK O’KMIAETCs, YJIy4LIaloT JOCTABKY U YAEP>KUBAHUE B HOCOBOM
CJIU3HUCTON 00OJIOUKE.

[00143] Beenenue B ApIxaTesibHbIE MyTH TAKKE€ MOKHO OCYUIECTBIIATH MOCPEACTBOM
a’pO30JIbHOTO TIpernapaTra, B KOTOPOM aKTHBHBIM MHIPENUEHT IMPUCYTCTBYET B YIAKOBKE IOA
JaBJIEHHEM C TMOAXOSIIUM TMPOMNEUICHTOM, TakuM Kkak ruapodropankan (HFA) wm
xiopdropyrnepon (CFC), Hampumep nuxmopaudTopMeTaH, TpuxjoppTopMeTaH wiu
IUXJIOPTETPadTOPITAH, NUOKCHI yIiiepoAa WIM IPYrod MOAXONALIMHA ra3. A3po30ib A
ynoOCTBa MOXKET TakKXKe COAEP’KaThb MOBEPXHOCTHO-AaKTUBHOE BEIIECTBO, TAKOE KaK JICLIUTHH.
J103y eKapCTBEHHOIO CPEACTBAa MOXKHO KOHTPOJIMPOBATh MOJIO’KEHUEM JA03UPYIOLIEro KilanaHa.

[00144] AJBTEPHATUBHO, AKTUBHBIE MHIPEAMEHTHI MOTYT OBbITh NPENOCTABJICHbI B
¢dopme cyxoro mOpOLIKa, HANpUMep TMOPOIIKOBOW CMECH COEAMHEHUS B TOAXOIAIIEH
MOPOILIKOBOIl OCHOBE, TakOH Kak JIaKTo3a, Kpaxmal, IMPOU3BOJHBbIE Kpaxmasa, TaKhe Kak
THIPOKCHIIPOTIMIIMETHIILIEIUTION03a W nojuBuHWmmuppomuaon  (PVP).  Jlna  ymobcrea
NOPOLIKOBBIN HOCHTENb Oyner oOpa3oBblBaTh reilb B HocoBod mnojoctu. Ilopomkosas

KOMIIO3HUIMST MOXKET OBbITh MpencTaBiieHa B (pOpMe CTaHTAPTHOH O3B, HAPUMEP B KarcyJiax
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WIN KapTpUIKax, HAIpPUMEP SJKEIATUHOBBIX, MJIM B OJMCTEPHBIX YIMAKOBKAX, U3 KOTOPBIX
MOPOLIOK MOKHO BBOJUTH C IIOMOLIBIO HHTAJIATOPA.

[00145] B xoMno3unusax, nperHa3HauYeHHBIX [JIs1 BBEAEHUsI B AbIXaTENIbHbIE MyTH,
BKJIIOYAsi MHTPAHA3AJIbHbIE KOMIIO3UIMH, COEAMHEHHE OObIYHO OyJeT MMeTh YaCTHLbI MaJloro
pasmepa, Hanpumep mnopsinka 5-10 MUKpOH unau MeHblie. Takoil pasmep 4acTHL[ JOCTUTAETCs
croco0aMu, U3BECTHBIMH B TAHHOM 00J1aCTH, HAMTPUMEP MUKPOHHU3ALUEH.

[00146] Eciu  tpebyercs, MoOryr ObITh  HCHOJB30BAHBI ~ KOMIO3ULMH  C
BO3MOXKHOCTBIO JUIUTEJIbHOTO BBICBOOOIKICHHSI AKTUBHOTO MHTPEIUEHTA.

[00147] @apmaneBTUYECKHe  Mpenaparbl  NPEANOYTUTENBHO  HAXOAATCA B
CTaHIAPTHBIX JEKAPCTBEHHBIX (opmax. B Takoii popme nmpenapat noapasaeseH Ha CTAHIAPTHBIE
703bl, COAepKallli€ COOTBETCTBYIOIIME KOJMYECTBAa AKTUBHOro KommoHeHTa. CraHaapTHas
JeKapcTBeHHast (GopMa MOXKET MPEACTaBIsATh COOOH yNakOBaHHBI Npenapar B YIIAKOBKE,
cozeprKalieil TUCKPETHbIE KOJIMYECTBA Mperapara, HalpuMep YIIAKOBAHHbIE TAOJIETKH, KaICyJIbl
U TIOPOIIKH B BHAJaX WM ammyjiax. Takke CTaHmapTHas JieKapCcTBeHHast (opma MOkeT
NPEACTaBIATh COOOW caMy Karcyisy, TabjeTKy, MacTWIKY WJIH CaM JICAEHEL, WM OHAa MOXKET
NPEACTaBIIATh COOOH MOAXOALIEe KOINYECTBO JI0O0T0 U3 HUX B YIIAKOBAHHOH (opme.

[00148] H3o00pereHune Takxke OXBAaThIBAET COSIMHEHUS B OTCYTCTBHE HOCUTES B TEX
CJy4asix, KOTAa COeIUHEHUsI HAXOATCs B CTAaHJAPTHOMN JIEKapCTBEHHOMN (opMme.

[00149] KonuuectBo coenuHeHuss 1O M300pPETEHUIO, TNPEAHA3HAYEHHOE IS
BBEJICHUS, MOXXET HaXOAMUThCS B AuamnasoHe or npumepHo 0,01 mr go 2000 mMr B CyTKH B
3aBUCHMOCTH OT aKTHBHOCTH COCIMHEHUS U 3a00JI€BaHNS, TIOAJIEKALIETO JIEYEHHIO.

[00150] KonuvecTBo coenviHeHMs, HEOOXONMMOE [UIsi NMPUMEHEHHs] B JIEYCHHH,
Oynmer 3aBUCETb OT MYTH BBEACHUS, XapaKTepa COCTOSIHHs, KOTOpOE JiedyaT, U OT BO3pacra |
COCTOSIHUSI JKMBOTHOTO (BKJIFOYAsl MAILMEHTOB-TIOAEH) M, B KOHEYHOM cdyere, Oyner Ha
YCMOTPEHHH JIeHallero BeTepruHapa Uiu Bpaya.

[00151] Hampuwmep, mnonxonsmas no3a Oyner HAXOOUTHCS B JUANa30HE OT
npumepHo 0,1 Mr go 100 Mr/kr maccel Tena B CYyTKH, MPENNOYTHTEIBHO B Anana3zone ot 0,1 mr
10 50 MI/Kr/cyTKH.

[00152] B HekOoTOpBIX BOIUIOUIEHUSX MOO3UPOBKA MJIsi IMEPOPAIBHOIO BBENCHUS
MOXET HAXOAWThCS B AuamazoHe oT 1 mr/kr/cytkm to 100 mr/kr/cyrku. Jloza anis MHbEKIWH
MOXET HaXOAUTbCS B auamnasoHe or 1 mr/kr/cytku no 100 mr/kr/cytkm. Jlo3a anst mHramsimum
MOXeT HaxoauTbesi B auamazoHe oT 0,01 mr/kr/cytkm nmo 1 mr/kr/cytku. B HekoTOpBIX
NPEANOYTUTENBHBIX BOIUIOIIEHHSIX 1032 MOXKET HaXOAMTLCSA B AMArNa3zoHe oT 5 mr ao 50 mr/kr

AJisE IEPpOpaibHOTO HJIM MHBECKLUHMOHHOI'O BBCACHUS ABAa-TPpU pas3a B CYTKH B TCUCHUEC MEPHUOOA



59

BpeMeHH oT 1 10 15 cyTok, nmpeamnouTurensbHo oT 3 10 12 ¢yTokK, Oojiee MpeanodTUTENBHO OT 5
10 10 cyTok. B qpyrux npeanouTUTENbHbIX BOILUIOIIEHUSIX 1033 MOXKET HAXOAUTBCS B AUATIA30HE
0,1-0,5 MI/KT 11 MHTASIUUKM OIUH-TIATH pa3 B CYTKU B TeUeHHe mepuoaa Bpemenu ot 1 go 15
CYTOK, MPEANOoYTUTEIbHO OT 3 m0 12 cyTok, Oojiee MPEANOYTHTENHHO B TEYEHHE NEepHOAaa
BpeMeHH OT 5 10 10 cyTok. ANbTEepHATUBHO, B APYIOM HNPEANOYTUTENBHOM BOIUIOIIEHUU 1034
MOJKET HAXOAUThCsI B quamna3one ot 0,2 mr/kr 1o 0,4 MI/KT ajisi BBEIEHUST MHTaSIUeH OOUH pas3
B CYTKM Ha BCeM NPOTsDKeHHH JieueHHs. [IoHATHO, 4To TpeOyeMyro 103y MOXKHO BBOIUTH B
OIHOKPAaTHOM [03€ WIM B BUAE pPa3[EJeHHOM M03bl, BBOAMMON Yepe3 COOTBETCTBYIOILHE
UHTEPBAJIbI BPEMEHH, HAIIPUMEDP ABa, TPH, YeThIpe Win Oosee cy0103 B CYTKH.

[00153] Coenunenuss 1o u300pereHut0o ymoOHO BBOAUTH B  CTaHIAPTHOH
nekapcTBeHHOU (opme, Hanpumep coxmepskameit oT 0,1 no 10 Mr akTMBHOTO WHTPEIUEHTa Ha
CTaHIAPTHYIO JIEKAPCTBEHHYIO (hopMy.

[00154] XOoTs [y NPUMEHEHUs1 B Tepanmuud BO3MOJXKHBIM SIBJISIETCSI BBEICHHE
COEIMHEHUH B BUJAE CBIPHEBOIO XUMHUYECKOrO COCIUHEHMs], MPEANOUYTUTEIbHO MPENOCTABIATh
aKTUBHBIN MHIPEANEHT B BHJE (papmaneBTHdecKkoil koMno3unun. CorimacHo H300PETEHUIO TAKKe
npeasioskeHa (papmaneBTHUECKAs KOMIIO3MLIUS, COeprKallas COSIUHEHHUsI BMECTe C OHUM HIIN
Oonee GpapMarieBTUIECKH MPUEMIEMbIMA HOCUTENSIMU M BO3MOXKHO JPYTUMH TEPANIEBTUUYECKUMHU
u/unmm  npoUIAKTUYECKMMHU UHrpeaueHtamu. HocuTenb WM HOCUTENH JOJDKHBI  OBITH
"mpuemiieMbIMH" B TOM CMBICJIE, YTO OHHM JOJDKHBI OBITh COBMECTUMBIMH C JPYTMMH
UHIPEMEHTaMH KOMIIO3ULUU U HE TOJLKHBI HAHOCUTD BPEJ PELIUIIUEHTY.

[00155] @apMaleBTUYECKUE KOMIO3ULUN BKJIIOYAIOT KOMIO3ULIUU, MOIXOASIINE
I TePOPaNbHOTO,  PEKTaJbHOro, HA3aJlbHOIO WM  MapeHTepajbHOro  (BKIIOYAs
BHYTPUMBILIEUHOE, HHTPAJAEPMATIbHOE, TOAKOKHOE W BHYTPHUBEHHOE) BBEICHHs, WIH B (popme,
MOJXONAIIEeH JIJIsl BBECHHS B JKEJIyIOYHO-KULIEYHBIA TPAKT, WK B (HOpMe, TOAXOMALICH IS
BBE/ICHUSI B JbIXaTENbHbIC MyTH (BKIIOYAs HOCOBbIE PAKOBHHBI), HANPUMEp HWHraSILUEH N
uHCcy(pusAnmeit, uaM JUIT MHTPAaAEpPMAIbHOW WM TOAKOXHOM WMIUTAHTALMM, WA IS
TpaHCAEPMAJIBHOTO TUIacThIpsi. Kommosummu, ecnu 3To LenecoodpasHo, i ynoOCcTBa MOTYT
OBITH TIPENCTaBJIEHbl B IUCKPETHBIX IO3HMPOBOYHBIX (pOpMax M MOTyT OBITH MPHUTOTOBIICHBI
mo0bIMH  criocoOaMH, HM3BECTHBIMH B JaHHOW oOjacTu. Bce crmocoObl BKIFOYAKOT CTAIUIO
MPUBEACHUS] AKTUBHOI'O COEUHEHHUsI B KOHTAKT C HOCUTEJEM, TAKUM KaK KUAKUNW HOCUTEb WU
TOHKOM3MEJIbYEHHBIN TBEPABI HOCHUTENb MM MX KOMOWHALIMM, W 3aTE€M, €CJI HeOOXOIHMMO,
CTaIHIO MPUAAHUS MPOAYKTY (POPMBI JKeTaeMOro mpemnapara.

[00156] KuakocTy WM MOPOIIKM AJIT UHTPAHA3AJIbHOTO BBEAECHUS, TaONETKU WIH

KarcyJibl Ui NEPOPAJIbHOTO BBECACHUA U KUAKOCTU AJIA BHYTPUBCHHOI'O BBECACHUS SBJIIFOTCS



60

NPEANOYTUTENbHBIMU KOMITO3ULIMAMU.

[00157] dapmareBTHYECKUE TPenapaTbl COSANHEHHH 10 HACTOSIIeMy U300pETEHHIO
MOXHO BBOAWTH COBMECTHO C OJHUM wiu Oojee JpPyrMMH aKTUBHBIMU areHTaMu B
KOMOMHUpOBaHHOU Tepanuu. Hanpumep, ¢papmaneBTHueckuii npenapar akTHBHOTO COSAMHEHHS
MOXKHO BBOJUTb COBMECTHO (HampuMep, pas3liebHO, NMapajulelbHO WM MOCIENOBATENbHO) C
omHMM Wik Oojee  OPYTMMH  MPOTHBOBUPYCHBIMH  aréHTaMH, aHTUOMOTHKAMU U
NPOTUBOBOCTIAIUTENIbHBIMH JIEKAPCTBEHHBIMHU CPEICTBAMH.

[00158] Tepmun "repaneBTuueckn S(PGHEKTUBHOE KOMUYECTBO" OTHOCHTCS K
KOJINYECTBY, KOTOPOE SIBJSIETCS AOCTATOUHBIM IS 3()(HEKTUBHOTO JIeUeHHUs, KaK ONMpPEAEIICHO
BBILIIE, MPH BBENECHUH HYXIAKOIIEMyCs B TaKOM JIEUEHHH CYOBEKTy, TakOMy Kak
MJIEKONIUTAIOIIEe, BKIKOYast dYenoBeka. TepaneBrmdyeckn >(ddexrnBHOE KomuuecTBo Oyner
BapbUPOBATh B 3aBUCUMOCTH OT CYOBEKTa U OOJIE3HEHHOTO COCTOSIHUS, TOMAJIEKAIIETO JICUEHHIO,
TsDKeCTH OOJIE3HU U croco0a BBEIEHUS, M MOXKET ObITh ONPENesIeHO PYTUHHO CHELUAJINCTOM B
TaHHOM 00JacTH.

[00159] Tepmun "neueHue", UCMONB30BAHHBIN B JAHHOM JOKYMEHTE, OXBATHIBAET
moboe nedeHue 3a00neBaHus WM OOJIE3HH Y JKUBOTHOTO, MPENMOYTHTEIBHO MIIEKOIHUTAIOLIETO,
Oomee mNpenNoOUTHTENBPHO uYeloBeKka, M Bkiouaer: (1) mnpenynpexaeHHe BO3HUKHOBEHUS
3a00/IeBaHMs UM COCTOSIHHSI y cyOBekTa; (2) TopMmoxeHue 3a0oeBaHHsT WIN COCTOsIHES, (3)
ocnabnenue 3aboneBaHus WM cocTosHUSL wian (4) ocnabjaeHue COCTOSHUI/CUMITOMOB,
BBI3BaHHBIX 3a00JIEBAHNEM.

[00160] Tepmunsl “npenynpexaeHue” U "mpoduinakTuka' B JaHHOM JOKYMEHTE
OTHOCATCSI K BBENEHHUIO JICKAPCTBEHHOTO CpEACTBAa 3apaHee, 4YTOObl u30ekaTh WIH
NPEAOTBPATUTh MOSBIEHHE OJHOTO MJIM Oojiee CUMNTOMOB 3a00JIEBaHHSI WM PACCTPOWCTBA.
Crnenmamict B 00JacTH MENUIUHBI 3HAET, YTO TEPMHUH ‘‘TIpENyNpeknaaTh’ HE SBISIETCS
aOCOMIOTHBIM T€PMUHOM. [IOHSTHO, YTO B MEAWLIMHE OH OTHOCHUTCA K MPO(HIAKTHUECKOMY
BBEJICHUIO JIEKAPCTBEHHOTO CPEACTBA JJsl 3HAYUTEJIBHOIO CHIDKEHHSI BEPOSITHOCTH M|
CEPBE3HOCTH COCTOSIHUSI MJIM CHUMIITOMA COCTOSIHUSI U B 3TOM 3HAYEHHUHU IONPA3yMEBAETCS B
naHHOM ommcaHnH. Kak ucmonb3yercs B CTaHAapTHOM B AaHHOH obnactu Tekcre HactompHOrO
cnpaBouHnka Bpaua (Physician’s Desk Reference), tepmmubl “npenynpexnars’,
“npeaynpexnaromuil’ U “‘IpenynpekaeHue”’  MPUMEHUTENbHO K  PacCTPOWCTBY WU
3a00JI€BAaHUIO OTHOCATCS. K MPENOTBPALIEHHIO MNPUYHHBL, 3(P(EKTOB, CHMNOTOMOB WU
NPOrpeccUpoBaHusl 3a00JIEBaHUS WM PACCTPOHCTBA A0 TOro, Kak camo 3aboieBaHue WIIH
PacCTPONCTBO MOJHOCTBIO NPOSBUTCS.

[00161] TepmuHbl “BBOAUTH, “OCYIIECTBJIICHHE BBEAEHUs WIH “BBEAEHUE MPU



61

YIIOMHUHAHUU COEAMHEHUs, KOMIIO3UIMK WJIM Tpernapara Mo U300peTeHHI0 03HAYal0T BBEACHUE
COEMHEHUs] B CHCTEMY J>KHBOTHOrO, Hy)XKAaroluerocss B JyedeHuu. Korma coenuHeHue 1o
M300pETEHNIO TPEAOCTABISIOT B KOMOMHALIMM C OJHUM MM Ooyiee NPYyrMMU aKTHUBHBIMU
areHTaMM, TOTJa TOHSTHO, YTO TEPMHUH “BBEJEHHE W €ro BapHAaHThl BKJIIOYAIOT B ceOs
napaJulesIbHOe M/WMJN TIOCNIeI0BATEIbHOE BBEICHUE COSAMHEHNS U IPYTUX aKTUBHBIX areHTOB.

IMPUMEPBI

[00162] PackpbiTbie B [aHHOM OMNUCAHUM ACMHEKThbl JOMOJHUTEIBHO OMHCAHBI
NPUBEACHHBIMU HIDKE TIPUMEPaMH, He SIBJISTFOLIMMUCS OTPAaHUYHBAIOIIMMH.

Obwue memoost 1 NpUMEYaHUs

[00163] Ecnu He ykazano uHoe, AMP-cniekTpsl peructpupoBanu Ha Bruker Avance
300, Xwin-HMR Bepcust 3.5 nHa DPX 300A.

[00164] Ecin He yka3aHO HHOE, MacC-CIOEKTPbl PETrUCTPUPOBAIIA Ha Macc-
cnektpomerpe Waters Micromass ZMD ¢ OPU (snekTpopachblInTeNbHAST HOHU3ALMUSA) C
UCTIOJIb30BaHUEM MPOorpaMMHOro odecrieuenust Water Mass Lynx NT.

[00165] Ecmu He  yka3aHO WHOe, KOJIOHOUHYIO  (hidmi-xpomarorpaduro
ocymectsisi Ha cuiukarene 60 F245 (E. Merck).

[00166] Tonkocnoitnyro xpomarorpadpuro (TCX) BeImONHSNIM Ha IUJIACTHHAX,
npeaBapuUTeIbHO NOKPBITEIX cunkareneM (E. Merck).

[00167] Ecrm  He  yka3aHo  wWHOe,  BBICOKO((EKTHBHYKO  >KHUAKOCTHYIO
xpomarorpaduto (BDXKX) ocymectsisiim Ha pasmenurenbHoM moxayie Waters Alliance 2690,
UCTIONBb3Ys1 ABYXBOJHOBOM Y @-nerektop Waters 2487 UV u nporpammuoe obecrieuenune Waters
Millennium 32.

Obwue npasuna npoyeoyp ¢ 1adOPAMOPHLIMU HCUBOMHBIMU

[00168] PeneBaHTHBIE SKCIIEPUMEHTBI C UCIIOIb30BAHHEM JJA0OPATOPHBIX KHBOTHBIX
NPOBOAWIN B COOTBETCTBHHM C TMPAaBWJIAMH JTHKH, OAOOpeHHBIMH WHCTHTYLHOHAIBHBIM
KOMHTETOM TIO YXOAy W HCHONb30BaHUIO KUBOTHBIX (Institutional Animal Care and Use
Committee) COOTBETCTBYIOIINX HHCTUTYTOB/YHUBEPCHTETOB.

Obwas memooura ananu3a CHUNCEHUsL ONAUKO0OPAZ06ANUSL

[00169] Knerkm MDCK (kmetkm Manun-/lapbu modyek cobak) BbICEBAU B
IIECTHJIYHOYHBIE TUIAHINETBI JJISI KYJbTYPbl TKAHM W BBIPAIIUBAIA 0 KOH(IFO3HTHOCTH
CTaHAAPTHBIMH METONaMH. Bupychl rpumma pasBOAMIM B  MHHUMAJIbHOM  OObeMe
3abydepennoro docharamu ¢usnonormueckoro pacrsopa (PBS), momomnennoro 0,2% BSA
(Oprumii CHIBOPOTOUHBIN anbOyMHH), C monydeHHeM pacuérHoro tutpa ot 50 mo 100 BOE

(Onsiukoobpasyrommas equHua) Ha JyHKY. [Tocne abcopOruu Ha knerku MDCK B Teuenue 1 u
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npu 37°C B atmochepe ¢ 5% CO;, BUPYCHBII MHOKYJIAT aCIUPUPOBAIHM U 3aMEHsUIH BUPYCHOM
pocToBoli cpemoil (MuHUManbHas cpena Mria, nomonHenHas BSA, TpurncuHOM W WMHCYJIWH-
TpaHC(hEeppPUH-CENIEHOM), COIepsKallell arap Wi arapo3dy B KkonudectBe (0ObrHO 1-2%)),
AOCTATOYHOM JJIsl TOro, 4YTOOBI Cpefa oOpa3oBbIBajia Ieiib NPU KOMHATHOW TeMIepartype.
[Tnanmersr uakyOouposanu mpu 37°C B CO, atmocdepe 1o pasputusi Onsimiek (oObraHO 2-4
CYyTOK). bBnsmku BU3yaqM3UpOBAIU TOAXONAMM KpacuteneMm (Hampumep, 0,4%-HbiM
KPHUCTAJUTHUECKUM (PUOJIETOBBIM B (HOPMATbHOM (PU3UOJIOTHYECKOM PACTBOPE), MOCIE YEero MX
nocunteiBasu. [IporuBoBupycHyto s¢dextuBHocts (ECso) ompenensin Kak KOHLEHTPALUEO
COEMHEHHUS B Cpelle, CHIKAIOIIYIO YHCo Onsiinek Ha 50% OT 3HaueHus st HeoOpabOTaHHOTO
KOHTPOJISL.

Mamepuaner u oowan memooura onsa ananuza CPE (yumonamuuecxuii s¢hghexm)

[00170] TecTupyemMble COEUHEHNs PACTBOPSIN B CTEPUIIBHON BOAE U XPaHWIH IPU
-20°C. CoenuHeHHs 3aTeM pa3BOOWIHN B cpene s aHann3a (MEM + TpurcuH) o skelaeMbIX
KOHLIEHTPALUH.

[00171] Cpena nmna anamusa copepxkana cpeny Gibco 1 MEM (500 wmm),
noronHeHHyl0 1| MM MEM 3ameHuUMBIX aMHUHOKUCIOT, 50 en. meHMuWwuinHA-50 MKT/Mi
crpenromunuHa, 1 MM mnwmpyBata Hatpusa. Tpumncun (oOpaboranneni TPCK (N-¢penun-L-
(beHmIanaHNI-XJIOPMETHUIKETOHOM)) JOOABJSUIA B CPeAy N0 KOHEUHOH KOHLIEHTpAuu 1 MKI/MII,
MIOCJIE Yero NPOBOAMIIN AHAJIUS.

[00172] Knerku MDCK (ATCC (AmepukaHCKasi KOJUIEKLIHS THUIIOBBIX KYJIBTYD))
BeIpamquBaiu B poctoBoii cpene Gibco 1 x MEM (500 wmu), mononnennoir 1 mM MEM
3aMEHUMBIX aMHHOKHUCIOT, 50 en. meHumuinHa-50 MKr/mi crpentomunmiHa, | MM mupysarta
Hatpust u 10% FBS (¢deranbHast Obrubsi CHIBOPOTKA).

[00173] BupycHslii ucxogHeiii MaTepuai passoauwiu B PBS.

[00174] AHanu3 TPOBOAMIM C WUCHOJNb30BaHMEM Habopa Ui OmNpeneNieHus
kaerounoit mpomudepauun CellTitre 96 Aqueous One Solution Cell Proliferation Analysis
(Promega).

[00175] Ecnu He yka3aHO WHOe, ClENyOMMA OOIMMNA METON HCIOIb30BAIU IS
ananuzoB CPE:

1) Knetku MDCK BrIpamuBaiy 10 KOHQIIOIHTHOCTH B 96-TyHOUHBIX IUIAHIIETAX B
POCTOBOM Cpeae.

2) Cpeny ynamsuiu.

3) 46 MKJ pa3BeNEHHOTO BHpyca JOOAaBIANM HA JIYHKY, BKJIIOYAs JIOXKHO-

UHQULMPOBaHHBIE TYHKH.
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4) [Tnanmersr wHkyOupoBamu npu 37°C B teuenme 1,5 1. B 310 ke Bpems
MOATOTABJIMBAIN TECTUPYEMBIE COEUHECHUS.
5) UYepes 1,5 4 BUPYCHBIN HHOKYJIAT YAAJSIIH.
6) CoenuHeHus, mpeAHa3HAUYEHHBbIE MJII TECTUPOBAHUS, MOATOTABIHBAINA IyTEM
OCYLIECTBJIEHUS] CEPUITHOTO pa3BeAeHus 1:3 coequHeHul Ha BbIIEYTOMSHYThIX [IJIAaHIIETaX:
a) 100 mkJ cpenbl aist aHaM3a 100aBsuIH B IyHKH Psimos 3-11;
0) 150 Mk coenuuenuii nobaBsu B TyHku Psina 2;
B)  BbIMOJHsUTM TUTpoBanue S50 Mkn or Psma 2 mo 10, 3arem 50 wmkin
nexantuposanu u3 Psaa 10;

r) ayHkd Psima 11 cnyxuiam B KadecTBE MOJIOKUTEIBHOTO U OTPHLIATENILHOTO

KOHTPOJISL.

7) Kunerku nakyouposamu npu 37°C B Teuenune 48-96 u.

8) Uepes 48-96 1 mocyie nHPUITUPOBAHUS CPEAyY yAAJISUIIH.

9) Cpeny 3amensimn 100 MK cpenbl ajist aHAIM3a O€3 TPUIICHHA.

10)  Jobassmu 20 MK Ha JIYHKY T€TEKLIMOHHOTO PacTBOpa.
11)  IInanmersl nuakyouposanmu npu 37°C B Teuenue eme 1 4.

12)  Tlornouienue miaHmeToB u3Mepsutu pu 490 HM.

Ipumep 1: Ilpeosapumensnas odpabomka supyca mecmupyemviMu cOeOUHEHUAMU OO
unguyuposanus kiemox MDCK

[00176] PemnpesenratuBnbie coenunenust Gopmyinbl (I) UCHONB30BAIM i OLIEHKH
NPOTUBOBUPYCHOM akTMBHOCTU 10 uHpuimposanus kjierok MDCK. MD345 [(PK2 TCA(Zo),-
[D-Cya-SOsH)7-OH], MD345 [(PK2 TCA(Z),-[Cya);-OH], MD348 [(CHTCA(Zy),-D-Asp-(D-
Cya)-D-Asp-(D-Cya)-D-Asp-(D-Cya)-OH] u MD348 [(CHTCA(Z),-D-Asp-(D-Cya-SOs;H)-D-
Asp-(D-Cya-SOs;H)-D-Asp-(D-Cya-SO3;H)-OH] TectupoBanu B KadecTBe peNpe3eHTATHBHBIX
coenunenuii ¢popmynsl (I). TectupoBanu akTUBHOCTb MPOTHUB IBYX BHUPYCHBIX IITAMMOB,
A/Sydney/250/99 (HIN1) u A/Sydney/5/97 (H3N2). 3aHamMHBHp HCIIONB30BAIM B Ka4eCTBE
KOHTPOJISL.

[00177] YcnoBus aeranbHO U3JI0keHbI B Tabmuie 1 1 CyMMapHO TpeICTaBIeHbI Ha

Qur. 1.
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Tabauua 1: KpaTkoe nznoxkeHue ycJ0BHH /151 MpeABAPUTEIbHOI 00padoTKH BUpYyca A0

uHpuuuposanus kierok MDCK

Venosue 1

Bupyc B PBS npensapurtensno ancopouposanu Ha kinerku MDCK npu 37°C B
TeueHue | 4, CyCNeH3UI0 BUpyca yOasii, 3aTeM KieTku npombisainu PBS (x 1),
noGaBysM cpedy Juid aHanu3a ¥ uHKyOmposanu mpu 37°C B TeueHue 72 u.
TecTupoBaHHe OCYIIECTBISUIM METOJOM KOJIOPUMETPHUECKOTO aHaiu3a C
ucnonbzoBanreM MTT (3-(4,5-agumeruntuazon-2-mn)-2,5-nud eHu-TeTpasonus

Opomun).

Venosue 2

Bupyc obpabateBaiu PBS mpu xomuaTHON Temmneparype (K.T.) B TeueHue 60
MHHYT, 3aTeM mnpeancopouposanu Ha kiaetkn MDCK npu 37°C B Teuenue 1 u.
Cycnensuro Bupyca ynansuid. Knerku npombianu PBS (x 1), nobasmisuiu cpeny
i aHanu3a W uHKyOupoBanu npu 37°C B Tedenue 72 4. TectupoBaHue
OCYILIECTBIISUIM METOAOM KOJOPUMETPUUECKOTO aHalu3a C HCIOJIb30BAHUEM

MTT.

Venosue 3

Bupyc obpabarbiBanu tpuncuaoMm (11 tr/mu) npu k.T. B TeueHue 60 MUHYT,
3arem mnpeaacopOuposamu Ha kietku MDCK mpu 37°C B Teuenue 1 4,
CYCIIEH3HMIO BHUPYCa YIAJUIN, TOCHE 3TOro Kjerku mnpombiBaiu PBS (x 1),
no0aBnsANM cpeny Ui aHanu3a U uHKyOuposanu npu 37°C B TedeHue 72 4.
TecTupoBaHHe OCYIIECTBISUIN METOAOM KOJIOPUMETPHUUECKOTO aHalIu3a ¢

ucnoiab3oBanuem MTT.

Venosue 4

Bupyc obpabareiBanu TpurncuHoM (1 MKr/mi) mpu K.T. B TeueHne 30 MUHYT,
3aTeéM CMELIMBAIHN C COCJUHEHUEM MPH K.T. B TedyeHne 30 MHUHYT, TOCJIE 3TOrO
npeancopouposanu Ha kietku MDCK npu 37°C B Teuenue 1 4. CycrneH3uro
Bupyca ynamwuu. Kmerku npombiBamu PBS (x, 1), moGammsmm cpeny s
aHamm3a u wuHKyOmpoBaymm mnpu 37°C B Teuenme 72 u. TectupoBaHme
OCYILIECTBJISTM METOZOM KOJIOPUMETPHUYECKOTO aHAIN3a C HCIOJIb30BAaHHEM

MTT.

Venoeue 5

Bupyc oOpalareiBanu coenvHeHHEM NpH K.T. B TedeHHe 30 MHUHYT, 3aTeM
cvemuBany ¢ TpurcuHoM (1 Mkr/mun) mpu K.T. B TedeHue 30 MUHYT, mOCie
storo mpeancopbupoBaniu Ha kiaerku MDCK mpu 37°C B Teuenue 1 u.
Cycnensuro Bupyca ynamsuii. Knerku npomeianu PBS (x 1), noGasisuiu cpeny
i aHanu3a W uHKyOupoBanu npu 37°C B TedeHue 72 4. TectupoBaHue

OCYHIECTBJAJIN METOAOM KOJOPUMETPHUYECKOIO aHajin3da € MHCIIOJIb30BAHUEM
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MTT.

Yenosue 6 Bupyc, coennnenue u Tpuncus (1 MKr/mi) cMemmBaiy Ipu K.T. B TeueHue 1 4,
3areM mnpeaacopOuposamu Ha kietku MDCK mpu 37°C B Teuenme 1 u.
Cycnensuto Bupyca ynansuiu. Knerku npomsianu PBS (x 1), nobasmnsiiu cpeny
s aHanu3a W uHKyOupoBanmu npu 37°C B Teuenme 72 4. TectupopaHue
OCYLIECTBJISUTH METOZOM KOJIOPUMETPHUYECKOTO aHAIU3a C HCIOJIb30BaHHEM

MTT.

Venosue 7 Bupyc cmemmBanum ¢ coeauMHeHWEM INpU K.T. B TedeHWe | 49, 3areM
npeancopouposanu Ha kjaerku MDCK npu 37°C B TeueHue 1 4, CyCHeH3HIO
Bupyca ynamsuia. Knerku npomseisanmu PBS (x 1), nobassiu cpeny muist aHaan3a
n uHkyoupoBanu npu 37°C B teuenme 72 4. TecTupoBaHHE OCYIIECTBIISIN

METOAOM KOJOPUMETPUYECKOrO aHaju3a ¢ ucnojap3oBanuem MTT.

[00178] Pesynbrater s A/Sydney/250/99 cymmuposansl B Tabnuue 2 u Ha Pwur.
2A, 2B u 2C. Pesynbrate! 1t A/Sydney/5/97 cymmuposansl B Tabnnue 3 u Ha @ur. 3A, 3B u
3C.

[00179] PesynbpTaTel CBUIETENBCTBYIOT O TOM, 4TO coenuHeHus (opmyns (D),
MD345 u MD348, nefitpanuzoBanu Bupychl A/Sydney/25/99 (HIN1) u A/Sydney/5/97 (H3N2)
BHeksieTouHO. [IpenBapurenbHass o0pa0oTka BHPYCOB 3aHAMMBUPOM HE BIWsUIA Ha
UH(EKTUBHOCTb BUPYCOB.

[00180] ITocnenyromee cpaBHEHUE JOEHCTBUS B 3aBUCUMOCTH OT BPEMEHHU
coenuneHust MD345-2 u 3anamuBupa npotuB A/Sydney/250/99 mokasbiBaer, YTO COCTUHEHUE
MD345-2 HeliTpanusyer BUpPYC MeHee 4eM 3a | muHyTy. Pesynbrarel mis A/Sydney/250/99
cymmupoBanbl B Tabmuue 2 u Ha @Dur. 2A, 2B u 2C. Pesympratel st A/Sydney/5/97

cymmupoBansl B Tabmmne 4 u Ha ©wur. 4.

Tabnuua 2: IlpeasaputesbHasi 00padoTka Bupyca a0 nHuuuposanus kiaerok MDCK
Tectupyembie coenuuaenusi: MD348-2, MD345-2 u 3aHamMuBUp (KOHTPOJIb)

Tutp Bupyca: A/Sydney/25/99

MD348-2
YciaoBus Cpennee
3HAYEHHE
0,368 0,404 0,332 0,368
2 0,386 0,307 0,372 0,355
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3 0,361 0,347 0,326 0,345
4 1,963 2,507 2,44 2,303
5 2,501 2,386 2,444
6 2,301 2,26 2,29 2,284
7 2,083 2,407 2,413 2,301
HH%E?;;;‘;:SM 2.236 2,268 2.285 2.263
MD348-2
% 0T KOHTPOJIs1 (0OTCYTCTBHE
HH(PUIHPOBAHUSA)
1 16%
2 16%
3 15%
4 102%
5 108%
6 101%
7 102%
e | o
MD345-2
Venonua raemme
1 0,368 0,404 0,332 0,368
2 0,386 0,307 0,372 0,355
3 0,361 0,347 0,326 0,345
4 2,384 2,468 2,219 2,357
5 2,37 2,109 2,277 2,252
6 2,305 2,303 2,206 2,271
7 2,203 2,14 2,168 2,170
HHEL?JSZEEEM 2,236 2,268 2,285 2,263
MD345-2
% 0T KOHTpOJs (OTCYTCTBHE
uH}puUpoBaHNST)
1 16%
2 16%
3 15%
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Mpumeuanus: Coequnenust pacteopsii B H,O no 50 mxr/min. JlanbHelimre pa3BeneHus
nenmanmu B 1 x PBS mo 5 mkr/mi. Knerku BelmepskuBanm B cperde, comepskameil 1 Mir/min
TpHNCHHA. AHANMM3HPOBAIHN Yepes 72 | mocie nupuuuposanus. (1000 140711) 0,5 x 10 Bupyca

npe