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COCTAB HA OCHOBE MOHOKJIOHAJIBHOI'O AHTHUTEJIA K RSV

ITEPEKPECTHAA CCBIJIKA HA POJACTBEHHBIE 3AABKU
Hacrosimas 3asBka ucrnpammsaeT NIPUOPUTET MO NPEABAPUTENBHON 3asBKE HA NTATEHT
CHIA nog cepuitabiv Ne 62/465379, noganHo#i 1 mapra, 2017 roga, kotopast BKIIOYEHa B

JIaHHBIN AOKYMEHT MOCPEACTBOM CCBLIKH.

ITEPEYEHb [TOCJIEJOBATEJIbHOCTENA

JlaHHas 3as1BKa COZIEPKUT NepedeHb OCIeI0BaTeIbHOCTEH, OJaHHBIH B
3J1eKTpOoHHOM opme mocpencTsoMm EFS-Web B BenoMcTBO Mo maTeHTaM U TOBAPHBIM 3HAKAM
CILIA B Buzne TekcroBoro daitna ¢ konuposkoit ASCII nox Hazsanuem "490-
00050201 _ST25.txt", mmeromero pa3mep 12 kunoOaiit u cozgannoro 28 ¢espainst 2018 roxa.
Wndopmanms, cogeprkaiiascs B epevyHe NOCIEN0BATENbHOCTEH, BKIIIOYSHA B JAHHBIN

AOKYMEHT NTOCPEACTBOM CCBLIIKHU.

OBJIACTh TEXHHKH, K KOTOPOU OTHOCUTC S U3OBPETEHUME

Hacrosimee mn3o0peTeHne OTHOCHUTCS K COCTaBy Ha OCHOBe aHTHTena k RSV, B
YaCTHOCTH COCTABY Ha OCHOBE MOHOKJIOHAJIbHOrO anTutena k RSV, u nytsam ero npumeHenus.
Hacrosimee n3zo0pereHne TakKe OTHOCUTCS K BBIZEJIEHHOMY MOHOKJIOHAJIBHOMY aHTHUTENy K

RSV u nyTam ero npumeHeHus.

IMPEAITOCBIJIKW U30BPETEHU A

Pecnmpatopubiii  cuHnmuTuanbhblii  Bupyc (RSV) sBnsercss BHPyCOM MNpPOCTYABIL,
MpUHAJIeKAIIUM K CEeMENCTBY MapaMUKCOBHUPYCOB. RSV sBnsercs BUPYJIEHTHBIM, JErko
NepeNaloLINMCs, U OH SBJsieTCs HaubOoyiee pacnpOCTPAHEHHOH NPUYHMHON 3aboseBaHus
HIDKHUX JbIXaTeNbHBIX Iy TeH y neTeil B Bo3pacte muaztie 2 net. Jlo 98% nereil, mocemaronmx
AeTcKuil can, OynyT mHGUIMPOBAHBI 32 OAUH Ce30H pacnpoctpanerus RSV. Ot 0,5% > no
3,2% nereit ¢ wuHbekuwmedt, BbI3BaHHOW RSV, TpeOyror rocmurtammsammm. B CIIIA
peructpupoaiu npumepro 90000 ciyuaeB mocTyruieHHs B JiedueOHbIe 3aBeneHust U 4500
cnyudaeB cMepTd B roa. OCHOBHBIMH (PaKTOpaMH PHCKa JJIsl TOCIIUTATN3ANN B CBsi3H ¢ RSV
SBJISTFOTCSI TIPEXKIEBPEMEHHbIE POJIbI, XPOHUYECKOE 3a00I€BaHNE JIETKHUX, BPOKIEHHBIN TTOPOK
cepaua, OciabNeHHbIH UMMYHHUTET U BO3PACT MEHee 6 HeZenb y 370POBbIX, B OCTAJIBHOM,
nereii. CymecTByeT HEOOXOAMMOCTh B AOIMOJHUTEIBHOM JieueHHH RSV-nonoskurenpHOro

6pOHXI/IOJ'II/ITa NMNOMUMO MNOAACPNKHUBAKOIICTO yYXOAa B BHAC HAAJCKAIIHUX IMUTAHUA U
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KUCJIOPOHOW Tepamuu. [[nsg NpPOTUBOBUPYCHBIX TEPANEBTUYECKUX CPEACTB, TAKHX Kak
pubaBupuH, He OblIa MOATBEpKAeHA 3(P(PEKTUBHOCTh B OTHOIIEHWH MH(EKIMH, BbI3BAHHON
RSV. OnHO MOHOKJIOHAIBPHOE AHTUTENO, MaJuBU3yMad (Takke HaszbiBaeMoe Synagis<®>),
3apETUCTPUPOBAHO KaK MPOQUIAKTUYECKOE CPEeICTBO MPOTUB MH(pEKUNH, Bbi3BaHHONH RSV.
INanuBusyma® mpexncraBisier coOOW MOJyd4eHHOE crnoco0aMM TI'eHHOW HWHXKEHEPUU
(ryMaHM3UPOBAaHHOE) MOHOKJIOHAJIbHOE aHTUTENO K Oenky RSV, orBewaromemy 3a criusiHue.
Xors mamuBm3ymMad Obul  BechbMa  3(PPEKTHBHBIM  MPOPHIAKTUYECKUM  CPEICTBOM,
NPEUMYIECTBEHHBIMH OyAyT aJbTEpPHATHUBHBIE AHTHTENA M TEPAINeBTUYECKHE CPENCTBa,
o0ecrneunBaroIue JOMOJHUTENBHYO 3alIUTy TPOTHB RSV,

B pesynbraTe TOro, 4To M303JaeKTpUUIecKas Touka (pl) psaa MOHOKIOHAIBHBIX AHTHTEI
k RSV Haxonmutcst B mpenmoututensHoM (papmaneBTHdeckoM auamnazoHe pH coctaBoB st
oenkoB (pH ot 5,5 no 7,5), 3T MONEKyJIbl CO3IAI0T Criel(UIHbIE MPOOTIEeMbl B OTHOLICHHU
COCTaBa.

Konnounnass HecrabmnbHOCTE B pl MOJEKynl mNPOUCXOAMT U3-32 OTCYTCTBUS
3JIEKTPOCTATHYECKOTO 3apsiia Ha MOJIEKYJie, 4TO o0ecrieunBaeT Ooiee TeCHbIe OeI0K-0eIKOBbIe
B3aUMOZEHCTBUS (Tak Has3biBaeMasl ''camoaccouuanus"), KOTOpble NPUBOIAT K CIyYasiM
¢usnueckoit HectabunbHOcTU. [lo 37Ol MpuunHe 3HaueHue pH OenkoBOro cocrasa OOBIYHO
BBIOpPAHO TaK, YTOOBI OHO COCTABIISIO Ha 1O MeHbIned Mepe 1 equany pH menbie pl Genka.
Oto HampaBieHO Ha oOecneuyeHue KOJUIOWAHON CTaOWUJIBHOCTH U, TakuM 00pas3oM,
NpenoTBpaLIeHUe CilyyaeB (PU3NUECKON HECTaOMIBHOCTH, TAKMX KaK arperauus, OCaKAeHUeE,
onajecueHIums, pasaenenue (a3 u/mimm odpasoBaHUe YaCTHULL.

B coorserctBun ¢ npasuioM "Ha 1 emuHuny pH Menbie" aHTHTENna ¢ HU3KOH WM
HewirpanbHoi pl, Hampumep pl mpu pH or 5,5 mo 7,5, Takum o0Opa3oM HOJKHBI OBITH
coctaBiieHbl B coctaB ¢ pH BHe amamasona ot 5,5 mo 7,5. OpHako 3a mpexenamMu 3TOTrO
AMana3oHa MOTYT HaOMOaThCs IOMOJHHUTENbHBIE ciydyan HectabmimbHOCTH. [lpu Oonee
kucioM pH wmoker HaOMIOOAThCs MOBBILIEHHAs CKOPOCTh (pparMEeHTAlH, CHU)KEHHAsI
KOH(pOpMaLIMOHHAas CTAOMIIBHOCTD M NIOBbIeHHas arperams. [Ipu 6onee ocHoBHOM pH nmeer
MECTO BO3MOKHOCTh HAJIMY U1 TIOBBIIIEHHOTO OKUCICHHS, Ie3aMUIUPOBAHNS U (PparMeHTalny,
a TaKk’Ke HECOBMECTHMOCTH CO CTEKJITHHBIMU KOHTEITHepamH.

Vka3aHHBIE BBILIIE CIy4an HECTaOWJIBHOCTH OCOOEHHO mNpoOJeMaTHYHBl B TAaKUX
COCTaBax Ha OCHOBe aHTHTeNa K RSV, rie aHTuTeno npucyTCTByeT B KOMMepUYeCKH TpeOyeMoit
KOHLIEHTpaLH, Hanpumep SO Mr/mit 1 BbILIE.

CrnenoBarenbHO, CYIIECTBYET MOTPEOHOCTh B CO3JAHMU YJIYUIIEHHOIO COCTaBa JJIs

antutena Kk RSV ¢ Huskoii wnu He#rpanpHOi pl. B wacTHOCTH, CyliecTByeT moTpeOHOCTD B
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CO3JJaHUM CTA0MIIBHOTO cocTaBa i aHtuTena K RSV ¢ Huskol mnm HelTpanpHOH pl H, B
YaCTHOCTH, TAaKOrO COCTaBa, KOTOPBIH XapakTepU3yeTcss KOMMep4eckH Tpedyemoi

KOHLIEHTpaL1el aHTUTENA.

KPATKOE OIITMCAHUME U30BPETEHM A

Hacrosiee uzobperenue npeaycMaTpuBaeT HOBBIH COCTaB Ha OCHOBe aHTuTeNia K RSV,
B YaCTHOCTH HOBBIM COCTAaB Ha OCHOBE MOHOKJIOHaJbHOTro aHtutena Kk RSV. B wacTtHoCcTH,
COCTaB MO HACTOSIIEMY H300PETEHHIO 00ECTIeYUBAET CPENCTBA YIS YIIyUIIEHHs KOJJIOUIHOM
CTaOUJIPHOCTU ISl QaHTHTEN ¢ HU3KON wim HeurpanbHOl pl. Takum oOpa3om, Hacrosiee
u300peTeHne npeaycMaTpuBaeT ajabrepHaTuBy npasuwity "pH Ha 1 Menbine" nist obecniedeHus
KOJUTOUIHOM cTabunbHOCTH. Takmm oOpasoMm, HacTosiiee M300peTeHHe NaeT BO3MOXKHOCTH
COCTaBJISITh aHTUTENA C HU3KOW uiau HeutpanbHOW pl B mpenenax 1 emmnmuer pH ot pl
antuTena. Takum oOpa3oM, HacTosIee H300pETEHHE MO3BOJSIET COCTABIIATh TAKHE AHTUTENA B
nuanasone pH ot 5,5 1o 7,5 u npu kOMMep4YeCKH MPUMEHUMON KOHLEHTPALUH, B TO K€ BpEMs
dakxTiueckn usderas ciydaeB HECTAOMJIBHOCTH, CBSI3aHHBIX C Oojiee KUCIBIMU WM Oolee
OCHOBHBIMU 3HaueHusiMu pH.

Hacrosimee nzobperenue Takke rnpeny cMaTpusaeT HoBoe antuteso k RSV MEDI8897.
CocraBneHue yJyduIeHHOro (apMaleBTHUECKH IMOAXOASIIEr0 COCTaBa Ha OCHOBE HOBOTO
antutena k RSV MEDI8897 obnerdaercss cocTaBieHHMEM aHTHUTENAa B COOTBETCTBUU C
KOHLIETILIMEeH HACTOAIIEro H300peTeHHs.

B wactHOCTH, HacTosIIee N300peTeHne OTHOCHTCS K aHTUTeNnaM K RSV ¢ Hu3koit win
HelTpanbHOH pl, B wactHocTu k antureny MEDI8897. MEDI8897 mpencrasnser coboit
MoHOKJIOHabHOe auTuTeNo I[gG1k-YTE uenoseka, HanpassieHHoe npotus Oenka RSV-F.

MEDI8897 numeer NoIHOpa3MEPHYO MOCIEA0BATENbHOCTD TSDKENON enu Ha durype 1
(SEQ ID NO: 2) u noHOpa3MepHYO MOCIeI0BATEIHbHOCTD Jierkoit tienu Ha urype 2 (SEQ ID
NO: 1).

MEDI8897 comepxur mnocnenosateibHoctd CDR: CDR-L1  gjerkoit uenu
QASQDIVNYLN (SEQ ID NO: 3), CDR-L2 nerkoii nenu VASNLET (SEQ ID NO: 4), CDR-
L3 nerxoit nerm QQYDNLPLT (SEQ ID NO: 5), CDR-H1 Tspxenoit uenu DYIIN (SEQ ID
NO: 6), CDR-H2 tsxenoii nerm GIIPVLGTVHYGPKFQG (SEQ ID NO: 7) u CDR-H3
msoxenol nenmu ETALVVSETYLPHYFDN (SEQ ID NO: 8). Ha ¢urypax 1 u 2 6 CDR
MOJYEPKHY THL.

MEDI8897 comep:kHUT MOCIENOBATENbHOCT BapHaOeNbHONW 00IaCTH JIETKOH LIeTH U3

AMMHOKHCIIOTHBIX O0cTaTKOB OT 1 10 107 Ha purype 1 (SEQ ID NO: 9) u nocnenoBaTenbHOCTb
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BapuabenbHOI 00IACTH TSKEION e U3 aMHUHOKHUCIIOTHBIX OCTaTKoB OT 1 10 126 Ha ¢urype
2 (SEQ ID NO: 10).

pl MEDI8897 usmepsinu ¢ nomowsto clEF, u oHa cocrasmsina 6,4-6,7 ¢ riaBHbIM
mukoM nipu 6,4. Taxum oOpasom, pl mepekpbiBaercst ¢ TpeOyeMbIM auanasoHoM Oydepos
(papMaLeBTHYECKOTO COCTaBa M IPEAINOJIAraeT BO3MOXKHBIE TPYAHOCTH C HM3TOTOBJICHHUEM,
COCTABJICHHEM M CTaOMJIPHOCTBIO TPU XPAHEHHHM IPU COCTaBIEHHM B IpeAesiax JaHHOTO
UaIa3oHa.

Hacrosimee n3o0pereHne npeaycMaTpuBaeT COCTaB, CONEpIKaIlni:

1. MOHOKJIOHaJIbHOE aHTuTeNo K RSV u

il. HOHHOE BCIIOMOIaTeJbHOE BEIECTBO;
Il€ MOHOKJIOHAJIBHOE AHTUTEJIO MPUCYTCTBYET B  KOHLEHTPALMH, COCTABJSIOLIEH
npubmusutensHo S0 mr/ma wiu Oosblie (Hampumep, OT npubmusutesnbHO S0 Mr/mn o
npubnu3uTensHo 200 MI/Mi1), MU HMOHHOE BCIIOMOTATENIbHOE BELIECTBO IPHCYTCTBYET B
KOHIIEHTPAINH, COCTABJIIOIIEH OT mpuOm3uTebHo S0 10 150 MM, 1 cocTaB XapaKkTepu3yeTcs
pH, cocTaBnsroMM OT MPUOTU3UTENBHO 5,5 10 MPUOIU3UTENBHO 7,5,

B onHOM BapuaHTe OCYyINECTBJIEHHS MOHOKJIOHaJIbHOE aHTuTeno Kk RSV
XapaKTEepU3yeTCsl HU3KOW WJIM HEHTpaJbHON pl, Hampumep HaxonOALIEHCs B JHUANa3OHE OT
npubnusutensHo pH 5,5 no npubnusurensno pH 7,5. B ogHOM BapuaHTe OCYINECTBIICHHS
MOHOKJIOHAJIbHOE aHTUTENO Xapakrepusyercs pl, Haxopsamencs B OuManasoHe OT
npudmusurensio pH 6,0 no npubmusurensao pH 7,5. B ogHOM BapuaHTe OCYLIECTBIICHHS
MOHOKJIOHAJIbHOE€ ~ aHTUTENO Xapakrtepusyercss pl, Haxopdweics B AMana3oHe OT
npubmusutensHo pH 6,3 no nmpubnusurensno pH 7,5. B omHOM BapuaHTe OCYINECTBIICHHS
MOHOKJIOHAJIbHOE aHTUTENO Xapakrepusyercs pl, Haxopsmeics B [auManasoHe OT
npubnmusutensHo pH 6,4 no npubnusurensHo pH 7,5. B omHOM BapHuaHTe OCYINECTBIICHHS
MOHOKJIOHAJIbHOE aHTUTENO Xapakrepusyercs pl, Haxopsameics B [auanasoHe OT
npubnusutensHo pH 6,4 no npubnusurensHo pH 6,7. B onHOM BapuaHTe OCYINECTBIICHHS
MOHOKJIOHAJIbHOE aHTHTEJIO XapakTepusyercs pl, coctasmstoeli npudmmurensHo pH 6,4. He
KeJast ObITh CBSI3AHHBIMH TEOPHEH, HU3Kasl WM HehTpanbHas pl MOXKET MMEThb MECTO s
OenKoB, rne uMeercs TU00 YUCTBIN OallaHC MPOTUBOIIOIOKHO 3aPSKEHHBIX (TIOJIOKUTENIbHBIX
AMHHOTPYII U OTPHLATENbHBIX KapOOKCHUIIATHBIX TPYII) aMHHOKHCIIOTHBIX OOKOBBIX LIETEH
Ha Oenke, MO0 pa3HbIe JOMEHBI UMEIOT B IIEJIOM IMPOTHUBOIIOJIOKHBIN 3apsii, HAXOAAIUXCS B
nuanasone pH ot npubmusurensHo 5,5 mo npubnmsutensHo 7,5. OnsTh ke, He kejasi ObITh
CBSI3aHHBIMH TEOPHUEH, BO3MOXKHO, YTO HOHHOE BCIOMOraTEeIbHOE BELIECTBO B COCTaBE IO

HACTOSLIEMY H300PETEHUIO SKPAHHUPY €T STHU MPOTUBOIOJIOKHBIE U MPUTSITUBAIOIIHUECS 3aPsIIbl,
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KOJUTOMIHO CTabMIu3upyst TakuM o0pa3om Oeku ¢ pl B mpenenax JaHHOTO Auana3oHa. TakKum
oOpazom,  Hacrosuiee  H300peTeHHE  MpenycMaTpuBaeT  INPUMEHEHHE  HMOHHOTO
BCIIOMOTATEJIbHOIO BEIIECTBA B COCTABE HA OCHOBE AHTUTEJA C LIEJIbI0 U3MEHEHHsI COCTOSTHHUS
3apsia WM paclpeneNieHus aHTuTesa B coctaBe. HacTosiuee m3oOpereHune NOMOJTHUTETbHO
npeayCcMaTpUBaeT NMPUMEHEHHE HOHHOTO BCIIOMOIaTENIbHOIO BEILIECTBA B COCTABE HA OCHOBE
aHTUTEJNA C LEeJIbI0 KOJUIOUAHONW CTAaOMIIN3aLiH AHTHUTEIA B COCTABE.

B onHOM BapuaHTe OCYIIECTBJICHUS MOHOKJIOHAJIBHOE AHTUTENIO MPUCYTCTBYET B
ONMMCAHHBIX B JAaHHOM JOKYMEHTE€ COCTaBaX B KOHLIEHTPALMH, COCTAaBJIAIOLIEH
npubau3uTeNbHO 75 Mr/mMa wiu Gosblie  (Hampumep, OT MPUONU3UTENBHO 75 Mr/mMil 10
npubausuTensHo 200 Mr/mit). B omHOM BapuaHTe OCY LIIECTBICHNS MOHOKJIOHAJIBHOE aHTHTEJO
NPUCYTCTBY €T B OMMCAHHBIX B JAHHOM JOKYMEHTE COCTABaX B KOHIIEHTPALIUH, COCTABIISIOIIEH
npubnmusutensHo 100 mr/mn wim Oonbime. B omHOM  BapWaHTe  OCYINECTBIIEHHS
MOHOKJIOHaJIbHOE aHTUTeNO0 K RSV mpucyTcTByeTr B ONMMCAaHHBIX B JTAaHHOM JIOKYMEHTE
cocTaBax B KOHIIEHTPAIMH, COCTaBJsIrOmEd oT mpudnausutenbHo 100 mr/mim 1o
npubau3uTenpbHo 165 Mr/mi. B oqHOM BapuaHTe OCYIIECTBICHNS MOHOKJIOHAJIBHOE aHTUTEIO
k RSV npucyrcrByer B KoHIIeHTpauuy, coctassttomeii mpudnmsurtensHo 100 mr/mi. B ogaoM
BApUAHTE€ OCYINECTBJIEHUS HOHHOE BCIIOMOTraTENbHOE BEIIECTBO NPUCYTCTBYET B
KOHIICHTPAINH, COCTABIISIIOLIEH OT npubnusurenbHo 75 MM no mpubnmsurensuo 100 MM. B
OJTHOM BAapUaHTE OCYINECTBJIEHUS HOHHOE BCIIOMOTaTeJbHOE BEIIECTBO IPUCYTCTBYET B
KOHLIEHTPALMH, COCTaBJIAOLIeH npubnmsutensHo 75 MM. B onmHOM BapuaHTe OCy eCTBIEHHS
HMOHHO€ BCIIOMOTAaTeNIbHOE BEINECTBO MPUCYTCTBYET B KOHLEHTPALMM, COCTaBIIAIOLIEH
npubau3uTensHO 80 MM,

B ogHOM BapuaHTe OCYIIECTBIICHUS] MOHOKJIOHAJIBHOE aHTUTEJNO MPENCTABIAET COOOH
MOHOKJIOHaJibHOe  aHTHTeno IgGl.  Takum  oOpasoM, Hacrosimee  H300peTeHHe
NpeyCMaTPUBAET COCTAB, CONEPIKAIUN:

1. MOHOKJIOHaJbHOE anTuteno IgG1l k RSV u

il. MOHHO€E BCIIOMOIaTEJIBHOE BEIECTRO;
r1¢ MOHOKJIOHAJIbHOE AaHTUTEN0 MPUCYTCTBYET B KOHLEHTPALHUH, COCTaBISFOIIEH
npubmusutensHo S0 mr/ma wiu Oosblie (Hampumep, OT npubnusutensHo S0 Mr/mn 1o
npubnu3uTensHo 200 MI/Mi1), MU HOHHOE BCIIOMOTATENIbHOE BELIECTBO IPHCYTCTBYET B
KOHLIEHTPALIMH, COCTABJISIOIIEH OT npuOmm3uTenbHo S0 1o npubnusutensHo 150 MM, 1 cocTas
xapakrepusyercst pH, COCTaBISIFOIIMM OT MPUOIU3UTETBHO 5,5 10 MPUOIU3UTENBHO 7,5.

B onmHOM BapmaHTe OCYLIECTBIEHMs ONMCAHHBIE B JAHHOM JOKYMEHTE COCTaBbI

xapaktepusyroTcs pH, Haxomsdmmmcs B auamasoHe or mnpubmmsurensHo pH 5,5 nmo
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npubnusutensHo pH 6,5. B onHOM BapmaHTe OCYINECTBJIEHUS] ONHMCAHHBIE B ITaHHOM
JIOKYMEHTE COCTaBbl XapakTepusyrorcs: pH, HaxondmumMes B 1uana3oHe OT NPUOJIH3UTEIBHO
pH 5,7 no npubnusurensuo pH 6,3. B oqHOM BapuaHTe OCyLIeCTBIEHNUSs ONMCAHHBIE B JAHHOM
JOKYMEHTE COCTaBbl XapakTepusytorcsi pH, HaXoasmmuMcs B AUana3oHe OT NPHOIM3UTETBHO
pH 5,7 no mpubmmsurensro pH 6,1. IlpeamodrurenbHble COCTaBbI XapakTepusyroTcst pH,
COCTAaBJISIFOLIMM MPUOIU3UTENBHO 5,8. Jlpyrue npeArnoYTUTeIbHbIE COCTABbI XapaKTePH3y OTCS
pH, cocTaBnsroIMM MpUONIU3UTENBHO 6,0.

B omHOM BapuaHTe OCYILIECTBJIEHHUS MOHHOE BCIIOMOTaTebHOE BELIECTBO
NPEICTaBJsIET COOOW 3apsDKEHHYK0 aMUHOKHCIOTY. B OIHOM BapuaHTe OCYINECTBIICHHS
HMOHHOE BCIIOMOTATENIbHOE BEINEeCTBO MpeAcTaBysieT coboil nm3uH. B japyrom BapuaHTe
OCYIIECTBIIEHHSI HOHHOE BCIIOMOTATENIbHOE BEIIECTBO MPEACTABISAET COOOH apruHHH.

B omHOM BapuaHTe OCYILIECTBJIEHHsS MOHHOE BCIIOMOIaTEIbHOE  BELIECTBO
npeAcTaBisieT coboi cojb. Takum 00pa3oM, HacTosinee H300peTeHHe MpPEeayCMaTpPHUBAET
COCTaB, COAEP KLU

1. MOHOKJIOHaJIbHOE aHTHTENO0 K RSV, KoTopoe onpeneneno rae-nmmdo B JTaHHOM

JOKYMEHTE; U

il. COJIb;

Il€ MOHOKJIOHAJIBHOE AHTUTEJIO MPUCYTCTBYET B  KOHLEHTPALMH, COCTABJISIOLIEH
npubnusutenbHo S0 mr/mMn uiau Oonblie, M CONb IPHUCYTCTBYET B KOHIEHTPALUH,
cocTaBisiroliedd ot mnpuOnusutensHo S50 nmo  mpubmmsurensHo 150 MM, u  cocTas
xapakrepusyercsi pH, COCTaBISIOIIM OT IPHOIM3NUTENBHO 5,5 10 npubau3uTensHo 7,5.

B opHOM BapuaHTe OCYLIECTBJIEHHS COJb TNPUCYTCTBYET B KOHLIEHTPALUH,
COCTABJISIIOLIEH OT mpuOu3uTenbHO 75 MM o npubmmsurensao 100 MM. B onHOM BapuaHTe
OCYIIECTBIIEHHsI COJIb TMPHCYTCTBYET B KOHLEHTPALMH, COCTABISIOMIEH MPHOIU3UTEIBHO
75 MM wnu npubamsurensHo 80 MM.

B omHOM BapuaHTe OCYIIECTBIEHHSI COJb MPENCTaBIsieT COOOH apruHUHA
TUAPOXJIOPU, HANPUMEpP, B KOHLEHTPALUH, COCTABISIOIIEH OT MpUOIM3UTENbHO 75 MM 1o
npubnmusutensHo 100 MM,  COOTBETCTBEHHO B KOHLEHTPALMH,  COCTaBIIAIOLIEH
npubnusuTensHo 80 MM.

B onHOM BapuaHTe OCYIECTBJIEHHs COCTaB JOMOJHUTENBHO colepkuT caxap. Cpeau
APYTUX W3BECTHBIX IPEUMYLIECTB MPUCYTCTBUE caxapa MOXET YJY4YlIUTb TOHHYHOCTb
cocTaBa. JTO  JKE€NaTeJIbHO, IOCKOJNbKY IMPEANOYTUTENbHbIE COCTaBbl  SIBISIOTCS

M30TOHUYECKHUMH MJIH MOYTH M30TOHHYECKUMHU. B OOHOM BAPHUAHTE OCYILIECTBJICHNA HOHHOC
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BCIIOMOTATEJIbHOE BELIECTBO MPENCTABISAET COOOM COJb, U MPH 3TOM COCTAB AOMOJHUTENIBHO
COJZIEPIKUT caxap.

Takum oOpa3om, HacTosIIEe H300pPETEHUE ITPENYCMATPUBAET COCTAB, COAEPIKALIIMNA:

1. MOHOKJIOHaJIbHOE aHTuTeNno K RSV, xoropoe ompeneneHo rae-nubo B

JAHHOM JOKYMEHTE,

ii. HMOHHOE BCIIOMOTATEJIbHOE BELIECTBO (HANPUMEP, COJIb), KOTOpPOEe

OTpeneNieHo rae-1ud0 B TaHHOM JIOKYMEHTE,

iii. caxap, KOTOpbIi onpenesieH rae-iudo B JTaHHOM JOKYMEHTE; U
rI€ MOHOKJIOHAJbHOE AaHTUTENO [MPHUCYTCTBYET B KOHLEHTPALWH, COCTaBIISIIOIIEH
npubau3uTeNbHO SO MI/Mu vin OoJTbIIe, 1 FOHHOE BCTIOMOTATEJIbHOE BELIECTBO MPUCYTCTBY €T
B KOHIIEHTPAIUH, COCTABJISIIOIIEH OT mpubnusurenbHo 50 mo mpubnusurenpHo 150 MM, u
cocTaB XapakTepusyeTcsi pH, COCTaBISIOIUM OT HIPUOTH3UTENHHO 5,5 10 MpUOIH3UTENBHO 7,5,

B onHOM BapuaHTe OCYyILI€CTBIEHHUS COCTAB IOMOJHUTENBHO COEPKUT caxap, 1 HOHHOE
BCIIOMOTaTeJIbHOE BELIECTBO MPUCYTCTBYET B KOHLEHTPALIUU, HAXOASIIENCs B AMANa3oHe OT
npubmm3utensHo 75 MM 1o menee 150 MM. B ogHOM BapmaHTe OCYIIECTBIICHUSI COCTaB
JOTIOJIHUTENBHO CONIEPXKUT Caxap, U MOHHOE BCIIOMOTaTeNIbHOE BEIIECTBO MPHUCYTCTBYET B
KOHLIEHTPALNH, HaXOSIIENCs B AUANa30He OT MPUONNU3UTENBHO 75 MM 10 npHOIU3UTENBHO
100 MM. B onHOM BapuaHTe OCYIUECTBJIECHHs COCTaB IOMOJHUTEIBHO COAEPKUT caxap,
KOTOPBIM NPUCYTCTBYET B KOHLEHTPALMM, HAXOIAMIEHCS B JUANa3OHe OT NMPHOIU3UTENBHO
100 MM no npubnusurensHo 140 MM, 1 HOHHOE BCIIOMOTATEIbHOE BELIECTBO MPUCYTCTBYET B
KOHLIEHTPALMH, HAXOAIIeics B AUana3oHe OT NpuOIu3uTeabHo 75 MM 10 npuOIU3UTENbHO
100 MM.

B ogHOM BapHaHTe OCYILECTBIIEHHSI caxap MPenCcTaBsieT COOOH caxaposy, HarpuMep,
B KOHIIEHTPALIUHU, COCTABIISIIOLIEH oT nmpubnusureapbHo 100 MM 1o npubnusurenpHo 140 MM,
COOTBETCTBEHHO B KOHIIEHTPALINH, COCTABJISFOINEH mpubau3uTenbHo 120 MM.

B ongHOM BapuaHTe OCYLIECTBJIEHUS COCTaB JOMOJHUTEIBHO COAEPKUT OAMH WU
HeCcKoJbko OydepoB. B onmHOM BapuaHTe OCYLIECTBICHHS OAMH WM HECKOJIBKO Oydepos
NPeACTAaBISIIOT coboit Oydep, comepskammii THCTUAUH. B OMHOM BapuaHTE OCYIIECTBIICHUS
ONIMH WJIK HECKOJbKO OydepoB BbIOpaHbl M3 Oydepa, comepskamero rUCTHAWHA CYKIUHAT,
TUCTHIMHA alleTaT, THCTHANHA UTPAT, THCTUINHA XJIOPU WM F'UCTUANHA cyibdar. B ogroM
BApUAHTE OCYIIECTBIEHHs OIUH WM HECKOJBKO Oy(epoB MPEACTaBISIOT COOOM T'MCTHINH,
TUCTHIMHA THAPOXJIOPHI MM UX KOMOMHauMi (TUCTUAMH/TUCTUAMHA Truapoxyopun). B
OITHOM BapUaHTe OCYLIECTBJIICHUS ONWH WIH HECKOJbKO OydepoB mpencrasisitor coboi L-

TUCTUIUH/L-rucTUiMHA TUAPOXJIOpHUAA MOHOTMApPAT, HANpUMep, B  KOHIEHTPALUH,
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cocTasisiroe ot npudmmsurenabHo 10 MM 1o mpuOnusurensHo 50 MM, COOTBETCTBEHHO B
KOHIICHTPAINH, COCTaBsIroel npudnusurenbHo 30 MM. byneT nonstHo, uto Oydep cam no
cebe MOkeT ObITh HOHHBIM BCIIOMOTATENIbHBIM BelllecTBOM. Takum 00pa3oM, B OMHOM BapHAHTE
ocyuiecTBieHHs Oydep npencrasisier cOO0H HOHHOE BCIIOMOTaTeIbHOE BEIecTBO. B naHHOM
BapUaHTE OCYLIECTBJCHUS KOHLEHTpauusi Oydepa momkHa Obith Bbime S0 MM, T.e. B
COOTBETCTBUHM C KOHIICHTPALMEl HMOHHOIO BCIIOMOTAaTEIbHOTO BEINECTBA, PACKPBITOTO B
IaHHOM JOKyMeHTe. JlpyrMMu cjoBaMH, B OIHOM BapHUaHTE OCYIIECTBIICHHS HOHHOE
BCIIOMOTraTeJbHOE BEIECTBO TAK)Ke BBIMONHSET (yHKUUIO Oydepa B coctaBe. B maHHOM
BapUAHTE OCYIUECTBJCHHUSI JOMOJHHUTENbHBI Oydep MOKeT NpucyTCTBOBaTH WM HE
NPUCYTCTBOBATb.

B oxHOM BapuaHTe OCYIIECTBICHHUS COCTAB AOMOJIHUTEIBHO COIEPIKUT MOBEPXHOCTHO-
AKTHBHOE BEIECTBO. B OHOM BapHaHTe OCYIIECTBJIEHHUS MOBEPXHOCTHO-AaKTHBHOE BELECTBO
npeAcTaBsieT codoi monucopOaT, B TOM YHCe, HarmpuMep, moucopoar-80.

B ongHOM BapuaHTe OCYILIECTBJICHHsI COCTAB JOMOJHHUTENbHO COAEPIKUT caXxap U ONUH
WIN HECKOJbKO OydepoB. B 0oqHOM BapuaHTe OCYIIECTBJICHHUS HMOHHOE BCIIOMOTATEIbHOE
BELLECTBO MPEACTaBIIAET COOOI COJb, 1 COCTaB AOMOJHUTEIBHO CONEPIKHUT caxap U OOUH WJIH
HECKOJIbKO Oy epos.

B onHOM BapuaHTe OCYIIECTBICHHUS COCTAB AOMOJIHUTEIBHO COIEPIKUT MOBEPXHOCTHO-
aKTMBHOE BEIIECTBO, caxap M OAMH WIM HecKoibko OydepoB. B omHOM Bapuante
OCYLIECTBJIEHHsI HOHHOE BCIIOMOTATEJIbHOE BELIECTBO NPENCTaBIsieT COOOM COb, M COCTaB
JOTOJIHUTEIBHO COAEPIKUT TOBEPXHOCTHO-AaKTUBHOE BEIIECTBO, CaXap M OJMH MM HECKOJIBKO
Oydepos.

Takum 00pa3om, HacTosAIIEee H300PETEHUE MPEIYCMAaTPUBAET COCTAB, CONEP KALIHA

1. MOHOKJIOHaJIbHOE aHTHuTe 0 K RSV, xoTopoe onpeneneHo rae-nmudo B
JAHHOM JIOKYMEHTE;
ii. MOHHOE BCIIOMOTaTebHOE BEIIeCTBO (HAMPUMEP, COJIb), KOTOPOE
OTIPENEeNIEHO Ie-IM00 B JTAHHOM JIOKYMEHTE;
iii. caxap, KOTOPbIH OnpeneseH rae-1ud0 B JAHHOM JJOKYMEHTE;
v. OIMH WJIN HECKOJBbKO Oy(depoB, KOTOpBIE OMpeneNeHbl rae-amudo B
IAHHOM JIOKYMEHTE; U
\2 HeOoOs3aTeNIbHO ~ MOBEPXHOCTHO-aKTUBHOE  BELIECTBO,  KOTOPOE
OTIPENIeNIeHO I7e-IU00 B TAHHOM JIOKYMEHTE,

IZI€ MOHOKJIOHAJbHOE AaHTHUTEJO NPUCYTCTBYET B KOHIEHTPALMH, COCTaBJISIIOLICH

npuOIM3UTENIbHO SO MI/MIT HiTH OOJTBIIIE, 1 HOHHOE BCIIOMOTAaTEJIbHOE BELIECTBO MPUCYTCTBY €T
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B KOHLIEHTPALMH, COCTAaBJSAOLIEH OT mpudimsurensHo S0 no mpubmmsurensHo 150 MM, u

cocTaB XapakTepusyeTcsi pH, COCTaBISIOIUM OT IPUOIU3UTENBHO 5,5 10 MpuOIH3UTENHHO 7,5.

Hacrosiiee n3o0pereHue Takke npeayCcMaTpuBaeT COCTaB, COAEP KA

1.

ii.

1ii.

iv.

MOHOKJIOHaJIbHOE aHTuTeNo Kk RSV, copepxkainee nocnenoBareabHOCTD
CDRI1 BapuabenbHON 00JACTU TSKENIOW LIETH, MPEeayCMaTPUBAOILY O
MIOCJIeIOBATENIbHOCTD, KOTOpasi Ha 1o MeHbIuel Mepe 70% HuaeHTH4Ha
nocienoBatenibHOCTH CDR1 BapuabenbHONM OONACTH TSKENOW Leru
MEDI 8897, u mnocnenoBarenbHocTh CDR2 BapuabenbHON o0nactu
TSDKEJION LeTH, MPeayCMaTPUBAIOLIYIO MOCIEAOBATEIbHOCTD, KOTOpast
Ha mo MmeHblelr mepe 70% wupgeHTuyHa nocnenosarenbHocTd CDR2
BapuabenpHONM  obOmact  Tsokenod  uwenu  MEDI 8897, w
nocnenoBarebHOCTs CDR3 BapuabenpHON 00OMACTH TSDKENIOW LemH,
MpeyCMaTPUBAIOINY IO MTOCIIEAOBATEIbHOCTD, KOTOPast Ha 1O MEHbIIEH
mepe 70% wunentnuHa nocaenosarensHocTn CDR3  BapuabenpHOH
obnmactu Tspkenoit e MEDI 8897, u mocnenoBatenbHOocTh CDRI
BapuaOeqpbHOW  O0NacTH  JITKOW  IenH, NpeayCMaTPUBAIOIIYIO
MOCJIEA0BATEIbHOCT, KOTOpasi Ha Mo MeHbliel Mepe 70% uaeHTHUYHA
nocnenoBatenbHOCTH CDR1  BapuabenbHOU oOnacTu jierkoi menu
MEDI 8897, u mnocnenosarenbHocTe CDR2 BapuabenbHO# obnactu
JIETKOM LieTy, Mpey CMaTPUBAIOLIYIO NTOCIIeI0BATEIbHOCTb, KOTOPask Ha
no Mmenbleii Mmepe 70% wupentnuHa mnocnenosarenpbHocTH CDR2
BapuabenpHOM  obOmacti  yerkodt uemm  MEDI 8897, wm
nocienoBatenbHOCTs CDR3  BapuabenbHO 00nacTu JIETKOHW 1emw,
MpeayCMAaTPUBAIOILYIO MOCIEA0BATEIbHOCTD, KOTOPAst HA MO MEHbIIEH
mepe 70% wunentnuHa nocienosarenbHocTn CDR3  BapuabenbHOH
obnactu jerkoi nermu MEDI 8897,

MOHHOE BCIIOMOTaTeJIbHOE BEIIeCTBO (HAMPUMEp, COJIb), KOTOPOe
OTIPENIeNICHO I1e-IU00 B TaHHOM JIOKYMEHTE,

caxap, KOTOPbIH OnpeneseH rae-1ud0 B JAHHOM JJOKYMEHTE;

ONWH WJIN HECKOJbKO Oy(depoB, KOTOpbIE OMpeneseHbl rae-aiudo B
JAaHHOM JOKYMECHTE, U

HEOoOsI3aTeNIbHO ~ MOBEPXHOCTHO-aKTUBHOE  BEIIECTBO,  KOTOPOE

OTIPENIeNIEHO I7e-IU00 B TAHHOM JIOKYMEHTE,
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rl€ MOHOKJIOHAJbHO€ AaHTUTEJIO MPUCYTCTBYeT B  KOHLEHTPALUH, COCTaBIISIOIIEH
npubnmusutensHo S0 mr/ma winu Oosblie (Hampumep, oT npubnusutenbHo S50 Mr/mn 1o
npubausuTensHo 200 MI/mi), U HMOHHOE BCIIOMOTATENbHOE BEILIECTBO IPHCYTCTBYET B
KOHLIEHTPALMH, COCTaBJISIFOIIEH OT nmpubuzutenbHo 50 1o npudbnusutensHo 150 MM, u cocTas
xapaktepusyercss pH, COCTaBISIFOIIMM OT MPHONU3UTENBHO 5,5 mo mpubnusutensHo 7,5. B
OTHOM BapuaHTe OCYLIECTBJICHMS MOHOKJOHaJIbHOEe aHtuTeno Kk RSV copepxur
nocaenoBatebHOCTh CDR1 BapuabGenbHOM 00MaCTH TSDKEIOW LEMH, MPeayCMaTPUBAIOLIY O
MIOCJIEIOBATENBHOCTh, KOTOpasi Ha 1o MeHbInel Mepe 80% uIeHTHYHA MOCIeN0BaTeIbHOCTU
CDR1 BapuabenbHoii obmactu Tskenod nermn MEDI 8897, u mocnenosarenpHocTe CDR2
BaprabenbHON 00JaCTH TSIKENION LETH, PeIy CMaTPHBAKOIIYIO MOCIE0BATEIbHOCTD, KOTOPAst
Ha 1o MeHbliel mepe 80% mnentnyHa nocnenoareabHocTH CDR2 BapmnabenpHON obnacTu
soxenod nermn MEDI 8897, u mocnenosarensrocTs CDR3 BapuabenbHON 001aCTH TSKEIOH
LEeny, MPeayCMaTPUBAIOMIIYIO TMOCIENOBATEIbHOCTh, KOTOpasi Ha mo MeHblieir mepe 80%
unentuyHa nocnenosatenbHocTd CDR3 BapuabenpHOl obnactu Tsoxenoi nenu MEDI 8897,
u niocnenoBateibHOCTE CDR1 BapuabenbHO# 00nacTu JeTkol Lenu, mpeayCcMaTpHBAIOIIY O
MOCJIEIOBATEIBbHOCTb, KOTOpasi Ha 1o MeHblued Mepe 80% MAEeHTHYHA MOCIEN0BATENbHOCTU
CDR1 BapuabenpHOl oOmactu serkoii umeru MEDI 8897, u mocnenosarensHocts CDR2
BapuabenbHON OONACTH JIETKOHM LIeNH, MpPeayCMaTPUBAIOIIYIO IOCIEA0BATENbHOCTD, KOTOpast
Ha 1o MeHbluel mepe 80% unentuyHa nocnenosarenbHocT CDR2 BapuaGenpHOMN oOnactu
nerkoi nenu MEDI 8897, u mocnenosatensHocTh CDR3 BapuabenbHOI oOnacT Jerkoi nemnu,
NpeayCMaTPUBAIOIIYIO TIOCIIEI0OBATEIbHOCTD, KOTOpast Ha 10 MeHbInel Mepe 80% uneHTHuHA
nocaenosatenbHocTH CDR3 Bapuabenbhoit obnactu nerkoit nenu MEDI 8897. B omgHoM
BapHaHTe OCYIIECTBIEHHs MOHOKJIOHAIbHOE aHTUTeNo K RSV conepskut nocnenoBareabHOCTh
CDRI1 BapuabenbHOI 00JACTH TSHKEOW LIEMH, TPEIyCMaTPUBAIOIIYIO TMOCIEN0BATEIbHOCTD,
KOTOpasi Ha Mo MeHble mepe 90% wupentnyHa nocienosatenbHocTH CDRI1 BapuabenpHOM
obnactu Tsxenon e MEDI 8897, u nmocnenoBatensHocTs CDR2 BapmnabenbHOM 00nacTu
TSDKEJION LeNH, MpelyCMaTPUBAIOLIYIO TIOCIeI0BaTENbHOCTh, KOTOpasl Ha MO0 MEeHblIeil Mepe
90% wunentnyHa nocnenosarenbHocTH CDR2 BapmaGenbHol obnactu Tsokenoit nenu MEDI
8897, w mocnenoBarenpHOCT CDR3  BapuabenbHOIl  o0macTu  TSKENOH — Iemw,
Mpeny CMaTPUBAIOIIY IO TOCIEA0BATENBHOCTD, KOTOPasi Ha 1o MeHbluel Mepe 90% uneHTnuyHa
nocnenoBatenbHocTH CDR3  BapmabenbHON oOnactu Tsokenoit nerm MEDI 8897, u
nocnenoBatenbHOCTE CDR1 BapuabenbHON 00MacTH JIETKOH LEMH, TPEeayCMaTPHUBAOIIY O
NOCJIEI0BATENbHOCTD, KOTOPasi Ha 1o MeHblueld Mepe 90% uaeHTHYHa MOCIeN0BATEIbHOCTU

CDR1 BapuabenpHON oOmactu serkoit uenu MEDI 8897, u mocnenosarensHocts CDR2
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BaprabenbHOI OONACTH JIETKOHM LN , MPeayCMaTPUBAIOIIYIO IOCIEA0BATENbHOCTD, KOTOPast
Ha 1o MeHblel mepe 90% unentuyna nocneposarenpHocTH CDR2 BapuabenbHON oOnactu
nerkoii nenu MEDI 8897, n nocnenosarensHocth CDR3 BapnaOenbHol 0bacTu erkoii nemny,
IpeayCMaTPHUBAOLIYIO TIOCIIEA0BATENILHOCTD, KOTOPask Ha MO MeHbliel Mepe 90% uneHTH4IHa
nocnenosarenbHoctd CDR3 BapuabenbHOW obOnactu jerkoit nemu MEDI 8897. B omnom
BapHaHTe OCYIECTBJICHH MOHOKJIOHAJIbHOE aHTUTeN0 K RSV conepskut nocnenoBaTeabHOCTD
CDRI1 BapuabenbHOI 00JACTH TSDKEIOW LIEMH, MPEayCMaTPUBAIOIIYIO TOCIEN0BATEIbHOCTD,
KOTOpasi Ha MO MeHblel Mepe 95% wunentnydHa nocienosatenbHocTd CDR1 BapuabenbHOM
obnactu Tsokenon neru MEDI 8897, u nmocnenoBatenpHocTs CDR2 BapuabenbHON o0nacTu
TSDKEJION LeTH, TPEeayCMaTPUBAOINYIO MTOCIEN0BATEIbHOCTh, KOTOPAsi HA TI0 MEHbLIEH Mepe
95% wunentnuyHa nocnenoBarenbHocTH CDR2 BapmaGenbHol obnactu Tsokenoit nenu MEDI
8897, wm mocnenoBarenbHOCTH CDR3  BapuabenpHOll obmactu  Tspkenol  wemnw,
Mpeny CMaTPUBAIOINY IO TOCIEA0BATENBHOCTD, KOTOPAsi Ha O MeHbluel Mepe 95% uneHTnyHa
nocnenoBatenbHocTH CDR3  BapmabenbHOW oOnactu Tskenoit nemm MEDI 8897, u
nocienoBatenbHOCTe CDR1 BapuabenbHON 00MacTH JIETKOH LEMH, MpPeayCMaTPUBAIOIIYIO
MOCJIEI0BATENBHOCTD, KOTOPasi Ha MO MeHbIlel Mepe 95% uneHTUYHa MOCIeN0BaTeIbHOCTU
CDR1 BapuabenpHOl oOmactu serkoii umeru MEDI 8897, u mocnenosarensHocts CDR2
BapuabenbHON OONACTH JIETKOHM LIeNH, MpPeayCMaTPUBAIOIIYIO IOCIEA0BATENbHOCTD, KOTOpast
Ha 1o MeHblel mepe 95% unentuyna nocnenosarenbHocT CDR2 BapuabenpHON oOnacTu
nerkoi nenu MEDI 8897, u mocnenosatensHocTh CDR3 BapuabenbHOI oOnacT Jerkoi nemnu,
NpeayCMaTPUBAIOIIYIO TIOCIIEIOBATEIbHOCTD, KOTOPast Ha 1O MeHbInel Mepe 95% uneHTnuHa

nocnenosarenbHoct CDR3 BapuabenbHoii oOactu nerkoii uenu MEDI 8897,

Hacrositiee n3o0pereHne Takke nmpeayCcMaTpUBaeT COCTaB, CONEPIKAIIHA:

1. MOHOKJIOHaJIbHOE aHTuTeo K RSV, conepikaiee nocienoBaTenbHOCTD
CDRI1 BapuabenbHON 00JIACTH TSIKENION IIENH, KOTOPasi OTJIMYAETCS] HE
Obonee wem 1 amuHOKMCIOTOH OT mnociuenoBatensHocTH CDRI
BapualenpHONM  obOmactu  Tsokenod  uenu  MEDI 8897, w
nocnenoBarebHOCTs CDR2 BapmaOenpHON 00OMACTH TSDKENOW Lemy,
KOTOpasi OTJM4YaeTcss He Oosee 4YeM | aMHHOKHCIOTOM OT
nocnenoBarenpbHocTH CDR2 BapuabenbHO 00MacTU TSDKENON Iernw
MEDI 8897, u mnocnenoBarenbHocTs CDR3 BapmuabenbHON obnactu
TSDKEJION e, KOTopast OTJI4YaeTcsi He OoJiee ueM 1 aMHHOKHCIIOTOM OT
nocnenoBarenbHocTi CDR3 BapuabenbHOI 00macTu TsDKENON Ienw

MEDI 8897, u mnocnenosarenbHocts CDRI1 BapuaGenbHO# obnactu
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JIETKOH 11enH, KOTopast OTJIn4aeTcst He Oosiee 4yeM | aMHUHOKHUCIIOTOH OT
nocnenoBatenbHOCTH CDR1  BapuabenbHOU oOnacTu jierkoi menu
MEDI 8897, u mocnenoarenbHocTe CDR2 BapuabenbHOI obnactu
JIETKOM 11eTn, KOTopasi OTJIn4aeTcst He Oosiee 4yeM | aMHUHOKHUCIIOTOH OT
nocnenosarenbHoctd CDR2  BapuabenbHON 007acTH JIETKOH LU
MEDI 8897, u nocnenoBarenbHoctb CDR3 BapuabenbHoit obnactu
JIETKOM 1enu, MpeayCMaTPUBAIOIIYIO IOCIENOBATEIbHOCTh, KOTOpast
orTinyaetcs He Ooyiee yeM | aMHUHOKHCIIOTOH OT MOC/IEAO0BATEIbHOCTH
CDR3 BapuabenbHoii obactu nerkoii nenu MEDI 8897,
ii. MOHHOE BCIIOMOTaTebHOE BEIIECTBO (HAMPUMEP, COJIb), KOTOPOE
OTIPENIeNIeHO I1e-IU00 B TaHHOM JIOKYMEHTE,
iii. caxap, KOTOPbIH OnpeneseH rae-1ud0 B JAHHOM JJOKYMEHTE;
v. ONWH WJIN HECKOJbKO Oy(depoB, KOTOpbIE OMpeneNeHbl rae-amudo B
JAHHOM JTOKYMEHTE; U
V. HEOOsI3aTeNIbHO ~ MOBEPXHOCTHO-aKTUBHOE  BEIIECTBO,  KOTOPOE
OTIPENIENICHO I71e-IU00 B TAHHOM JIOKYMEHTE,
IZI€ MOHOKJIOHAJbHOE AaHTHUTEJO NPUCYTCTBYET B KOHIEHTPALMH, COCTaBJSIIOLICH
npubnusutensHo S50 mr/ma winu Oosblie (Hampumep, oT npubnusutenbHo S50 Mr/mn 1o
npubmusutensHo 200 MI/MJI), ¥ HOHHOE BCIIOMOTaTEJbHOE BEINECTBO INPHCYTCTBYET B
KOHLIEHTPALMH, COCTaBJISIFOIIEH OT nmpubuzuTenbHo 50 1o npudbnusutensHo 150 MM, u cocTas
xapakrepusyercsi pH, COCTaBISIOIIM OT IPHOIU3UTENBHO 5,5 10 NpuOIM3UTENBHO 7,5.
Hacrosituee n3o0pereHne Takke npeayCcMaTpUBaeT COCTaB, CONEPIKAIIHN:
i. MOHOKJIOHaJbHOE anTuTeno K RSV, conepxkamee 6 CDR MEDI 8897,
ii. MOHHOE BCIIOMOraTeJbHOE BEIIECTBO (HAMPUMEP, COJIb), KOTOPOE
OTIPENENIEHO Te-IM00 B JTAHHOM JIOKYMEHTE;
iii. caxap, KOTOPbIH ONpeneseH rae-1udo B JAHHOM JJOKYMEHTE;
v. ONMH WJIN HECKOJbKO Oy(depoB, KOTOpbIE OMpeneseHbl rae-audo B
JIAHHOM JIOKYMEHTE; U
V. HEOOsI3aTeNIbHO ~ MOBEPXHOCTHO-aKTUBHOE  BEIIECTBO,  KOTOPOE
OTIPENENIEHO Te-IM00 B JAHHOM JTOKYMEHTE,
IZl€ MOHOKJIOHAJbHOE AaHTHUTEJIO NPUCYTCTBYET B  KOHIEHTPALMH, COCTaBJISIIOLICH
npubnusutensHo S0 mr/ma winu Oosblie (Hampumep, OT npubnusutenbHO S0 Mr/mn 1o

npubmm3utensHo 200 Mr/mit), ¥ HMOHHOE BCIIOMOTATENIbHOE BEINEeCTBO MPUCYTCTBYET B
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KOHLIEHTPALINH, COCTABJIIIOIIEH OT npuOmmu3uTenbHo S0 1o npubnusutensHo 150 MM, u cocTas
xapakrepusyercsi pH, COCTaBISIFOINNM OT MPUOIU3UTETBHO 5,5 10 MPUOIU3UTENBHO 7,5.

Takum oOpaszom, HacTosIIee H300peTeH e PeNyCMaTPUBAET COCTAB, COACPIKAIIUIL:

1. MOHOKJIOHaJIbHOE aHTuTeno k RSV, conepxainee nocnenoBaTenbHOCTH
VH u VL MEDI 8897;
ii. HMOHHOE BCIIOMOTATeJIbHOE BELIECTBO (HAMPUMEP, COJb), KOTOpPOEe

OTpeneNieHo rae-1ud0 B TaHHOM JIOKYMEHTE,

1. caxap, KOTOPbIi OnpeneseH rae-1udo B JAHHOM JJOKYMEHTE;

v. ONMH WJIU HECKOJbKO Oy(depoB, KOTOpble OmpeneseHbl rae-audo B

IAHHOM JJOKYMEHTE; U

V. HEOoOsI3aTeNIbHO ~ MOBEPXHOCTHO-aKTUBHOE  BEIIECTBO,  KOTOPOE

OTIPENEeNIEHO Te-IM00 B JAHHOM JTOKYMEHTE,
rl€ MOHOKJIOHAJbHOE AHTUTENO TMPUCYTCTBYET B KOHLIEHTPALMH, COCTaBJISIOLIEH
npubnu3nuTenbHO SO Mr/mit wim Gosble, 1 HOHHOE BCIIOMOTaTeJIbHOE BEIECTBO MPUCYTCTBY €T
B KOHLEHTPALUU, COCTABJSIOIIEH OT mpuOnmsutrenbHo 50 mo mpubmmsurensHo 150 MM, u
cocTaB xapakTepuszyercs: pH, COCTaBIISIFOIIUM OT MPUOIU3UTENBHO 5,5 10 MPUOIU3UTENBHO 7,5.

Taxum oOpa3om, HacTosIIee H300pETeHUE MTPEeNyCMAaTPUBAET COCTAB, COAEPIKALIIMA:

1. MOHOKJIOHaJIbHOEe aHTuUTeno k RSV, copepskaiee mosHOpasMepHbIe

MOCJIEIOBATENIbHOCTHU TsKeJION U ierkon ueneit MEDI 8897

ii. HOHHOE BCIIOMOTaTeJIbHOE BEILIeCTBO (HANPUMEp, COJib), KOTOpPOe

OIpeAeJIeHO IIe-ITH00 B JTAHHOM JOKYMEHTE;

iii. caxap, KOTOpbIi onpenesieH rae-1udo B JAHHOM JJOKYMEHTE;

iv. ONMH WJIM HECKOJbKO Oy(depoB, KOTOpble OmpeneseHbl rue-audo B

DIAHHOM JIOKYMEHTE; U

V. HEOoOsI3aTeNIbHO ~ MOBEPXHOCTHO-aKTUBHOE  BEILIECTBO,  KOTOPOE

OTIPENEeNIEHO TIe-IM00 B JAHHOM JTIOKYMEHTE,
rl€ MOHOKJIOHAJBbHOE AHTUTENO TMPUCYTCTBYeT B  KOHLIEHTPALMH, COCTaBJISIOLIEH
npubnusutenbHo S0 Mr/mn win Oonbiie (Hampumep, OT mnpuOmmsuTenabHo SO Mr/mm mo
npubnusutenbHo 200 MI/mil), ¥ HMOHHOE BCIIOMOTATEIbHOE BEIIECTBO NPUCYTCTBYET B
KOHIIEHTPALIH, COCTABIISIOIIEH OT mpuOIm3uTeapHo S0 1o npubnusurensHo 150 MM, 1 coctas
xapakrepuszyercs pH, COCTaBIAIOLIIM OT MPUOIU3UTENBHO 5,5 10 NPUOIM3UTENBHO 7,5.

Taxum oOpa3om, HacTosIIee H300pETEHNE MTPENyCMAaTPUBAET COCTAB, COAEP KALIIHA:

1. MOHOKJIOHalIbHOE anTuTeno k RSV MEDI 8897,
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1. HOHHOE BCIIOMOTaTeIbHOE BEILIECTBO (HAMPUMEP, COJIb), KOTOPOE

OTIpeNIeNIeHO I7e-IU00 B TaHHOM JOKYMEHTE,

1. caxap, KOTOpbIH onpeneseH rae-1udo B JAaHHOM JJOKYMEHTE;

iv. ONVH MM HECKOJbKO Oy(epoB, KOTOpBIE ONpenesieHbl Iae-Tudo B

JTAHHOM JIOKYMEHTE; U

V. HeOoOs3aTeNIbHO ~ NTOBEPXHOCTHO-aKTHBHOE  BEINECTBO,  KOTOPOE

OTpeIeNIeHO re-1ud0 B TAHHOM JIOKYMEHTE,
Il MOHOKJIOHAJIbHOE AaHTUTENO0 NPUCYTCTBYET B  KOHIEHTPALMH, COCTAaBJIIOLIEH
npubmusutensHo SO mr/ma wiu Gosblie (Hampumep, OT Npubmu3uTesibHo S0 Mr/mi 1o
npubmu3uTensHo 200 MI/MiT), MU HMOHHOE BCIIOMOTATENIbHOE BELIECTBO TNPHCYTCTBYET B
KOHLIEHTPALIMH, COCTABJISIFOIIEH OT nmpuOmmn3uTenbHo S0 1o npubmusutensHo 150 MM, 1 cocTas
xapakrepusyercs pH, COCTaBISIOMIM OT MPUOIU3UTENBHO 5,5 10 NMPUOIU3UTENBHO 7,5.

Hacrosiiiee n3o0pereHue npeaycMaTpuBaeT COCTaB, COASPIKALIMA

1. MOHOKJIOHAJIbHOE aHTUTENIO K RSV,

1. apTUHUHA TUAPOXJIOPUL,

1. caxaposy;

v. L-ructuans/L-ructuauHa TuapOXJIOpruaa MOHOTHAPAT U
V. nojrcopdar-80,

Il€ MOHOKJIOHAJIBHOE AHTUTEJIO MPUCYTCTBYET B  KOHLEHTPALMH, COCTABJSAIOLIEH
npubnmusutensHo 50 Mr/min mnm Oosbiue (Hampumep, OT mpuOIU3HTENbHO SO0 MI/mMim 1o
npubnmusutensHo 200 MI/MiT), U aprUHMHA THAPOXJIOPUA HPUCYTCTBYET B KOHLIEHTPALIUH,
cocTaBysirouiet  or mpubmmsuresbHo S0 mo  mpubmmsurensHo 150 MM, u  cocTaB
xapakrepusyercsi pH, COCTaBNSIOMUM OT NPUONTHU3UTENBbHO 5,5 1o mpubnusurensHo 7,5. B
OJTHOM BapHuaHTE OCYIIECTBICHHUSI MOHOKJIOHaIBbHOE aHTUTENO K RSV conepsxur 6 CDR MEDI
8897. B onmHOM BapuaHTe OCYIIECTBJIICHHS] MOHOKJIOHaJbHOE aHTUTeNno K RSV conmepxur
nocnenosarenpHocTy VH u VL MEDI 8897. B onHOM BapuaHTe OCYILIECTBJIEHUS
MOHOKJIOHaJbHOe aHTuTeno kK RSV conmepxutr mnongHopazMepHble MOCIEN0BATENbHOCTU
Tskenon u jgerkoi neneid MEDI 8897. B ogHOM BapuaHTe OCYLIECTBJICHUS MOHOKJIOHAIBHOE
anrurenio k RSV mpexncrasnser coboit MEDI 8897.

Hacrosiiee n300pereHue npeaycMaTpUBaeT COCTaB, COASPIKALLUN:

1. MOHOKJIOHAJIbHOE aHTUTENIO K RSV,
ii. apruHuHA TUAPOXJIOPUL;
1. caxaposy;

iv. L-ructuans/L-ructuanHa ruipoxaopuaa MOHOTHAPAT U
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V. nosrcop6ar-80,

rl€ MOHOKJIOHAJbHOE AaHTUTEIO MPUCYTCTBYeT B  KOHLEHTPALUH, COCTABIISIOIIEH
npubnausutensHo 100 Mr/mi, U apruHUHAa THUAPOXJIOPUA MPUCYTCTBYET B KOHLEHTPALUH,
cocraBisirouiei npubnusurensHo 80 MM, u coctaB xapakrtepusyercst pH, cocraBistonum
npubmusutenpHo 6,0, Caxapo3a NpEeANOYTUTENBHO XapaKTePU3yeTCs KOHLEHTpalueid,
cocrapysirouiet  mpuOnusurenbHo 120 MM, L-ructuaub/L-rUcTUariHa — THAPOXJIOpHIA
MOHOTUIpAT  MPEANOYTHTENBHO  XapakTepu3yeTcs  KOHLEHTpalHed, COCTaBISIOIIeH
npubmu3uTensHo 30 MM. TlonucopbaT MpeAnoUTUTENPHO XapaKTePH3yeTCsl KOHLEHTPALHEeH,
cocrapysitonieit or 0,02% mno 0,04%, Gonee MpeaNOYTHUTENILHO KOHIEHTPALUS COCTABJISIET
0,02%. B ogHOM BapmaHTe OCYINECTBJICHHsS] MOHOKJIOHaNbHOE aHTUTENo K RSV comepxur 6
CDR MEDI 8897. B onHOM BapHaHTe OCYILECTBJIEHHs] MOHOKJIOHalbHOE aHTuTeno Kk RSV
conepxut nocaeposarensHoctd VH u VL MEDI 8897. B onHOM BapuaHTe OCyLIECTBJICHUS
MOHOKJIOHaJibHOe aHTUTeno kK RSV comepxur mnojgHOpasMepHble IOCIEeI0BaTENbHOCTH
Tskenon u gerko neneid MEDI 8897. B ogHOM BapuaHTe OCYLIECTBJICHUS] MOHOKJIOHAIBHOE
anrurenio k RSV npexncrasnser coboit MEDI 8897.

OnucaHHble B JaHHOM JOKYMEHTE COCTaBbl TakK€ MOIYT BKJIKOYAaTb OJHO WJIHU
HECKOJIBKO JOTOJIHUTENbHBIX BCIIOMOTATENbHbBIX BELECTB, B TOM YHUCJIE, HAIIPUMED, OHO WU
HECKOJIbKO W3 C€axapoB, COJIeH, aMHHOKHCIOT, IOJHOJIOB, XeJIaToOOpasyroIIUX CPenCTB,
SMYJIbraTOPOB W/WIIN KOHCEPBAHTOB.

CocTaBbl MO HACTOSILEMY H300PETEHUIO MPEANOYTUTENIBHO IMPENCTABISIIOT COOOM
(dapMareBTUYECKHE COCTAaBBI.

Hacrosimiee nzo0perenue npenycMaTpuBaeT BbIIEIEHHOE MOHOKJIOHAIBHOE aHTHTENO,
conep:xkatee nocnenosareabHoctu CDR nerkoit nenu: CDR-L1 ¢ SEQ ID NO: 3, CDR-L2 ¢
SEQ ID NO: 4, CDR-L3 ¢ SEQ ID NO: 5, u nocaenosareabHocTu CDR Tsikenoit nenu: CDR-
H1 ¢ SEQ ID NO: 6, CDR-H2 ¢ SEQ ID NO: 7, CDR-H3 ¢ SEQ ID NO: 8. Hacrosimee
U300peTeHne TPEeayCMaTPUBAET BBIICJICHHOE MOHOKJIOHAJIBHOE AHTHUTENO, COAepIKaliee
TOCJIEIOBATEIBHOCTh  BapuadenbHON oOnactu Jjerkod nemu ¢ SEQ ID NO: 9 wu
NIOCJIEIOBATENBHOCTD BapuabenpHoil obmactu Tsokenoit nenu ¢ SEQ ID NO: 10. Hacrosimee
M300peTeHrne MpeNyCMaTPUBAET BbIIEJICHHOE MOHOKIIOHAJIBHOE aHTUTENO, COAEpIKallee TPH
CDR nocnenosarenbHOCTH BapuadbenpHo# obnactu erkoit uenu ¢ SEQ ID NO: 9 u tpu CDR
NIOCJIEIOBATENBHOCTH BapuadenbHOi obnactu Tsoxenoi nern ¢ SEQ ID NO: 10. Hacrosimee
n300peTeHne NPEeayCMAaTPUBAET BBIIECJICHHOE MOHOKJIOHAIBHOE AHTHUTENO, COAepIKallee
nocjienoBaTeIbHOCTD Jerkoi nenu ¢ SEQ ID NO: 1 u mocienoBaTeIbHOCTb TSDKENIOH LEMH C

SEQ ID NO: 2. IlpeamoyrurenbHO, aHTUTENO mnpeacrasiser codoit anrureno IgGl.
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Hacrosimee wu3o0pereHune MpeayCcMaTpuBaeT HOBbIE U OPUTHMHAJbHbIE MOHOKJIOHAJbHBIE
AHTUTEJNIA per se Ha OCHOBE HOBOI'O M OPUTMHAJIBHOTO MOHOKJIOHajdbHOro anrurena MEDI-
8897, packpeiToro B HaHHOM JokyMeHTe. Hacrosiee wusoOpereHue mnpenycMaTpuBaeT
rubpuaOMy, CIIOCOOHYIO K SKCIIPECCHPOBAHHIO BBIAEIEHHOTO MOHOKJIOHAJIBHOTO aHTHUTENA B
COOTBETCTBUM C HAcTOsAIUM u3o0perenueM. Hacrosimee mn3oOpereHune mpenaycMaTpUBaeT
HYKJIEMHOBYIO ~KHCJIOTYy, KOIUPYIOIIYIO) BBbIIEJIEHHOe MOHOKJIOHAJIbHOE AaHTUTENIO B
COOTBETCTBUM C HACTOSIIUM u3o0perenueM. Hacrosiiee n300pereHHe MpeayCcMaTpUBaeT
BEKTOP OKCIIPECCHH, COAEPKAIMi HYKJIEHHOBYIO KHUCJIOTY B COOTBETCTBHH C HACTOSIIIHUM
m3obperenrieM. Hacrosiiee n3o0pereHre mpeaycMaTpuBaeT KJIETKY-XO35HHA, COIEPIKALIYIO
BEKTOP 3KCIIPECCHH B COOTBETCTBHHU C HACTOALIMM H300pereHreM. Hacrosiee n3obpereHue
npenycMaTprBaeT Crocod PEeKOMOMHAHTHOTO TMOJIy4YeHHUs! BBIIENIEHHOTO MOHOKJIOHAJIBHOTO
aHTUTENIa B COOTBETCTBHM C HACTOSIIUM H300pEeTEHHEM, BKJIFOYAIOIIMN KyJbTHBHPOBAHHUE
KJIETKH-X035MHA B TAKUX YCIOBHSX, MPU KOTOPBIX aHTUTENO 3KCrpeccupyercsi. Hacrosimee
n300peTeHre MpeayCcMaTpUBAET BbIACJICHHOE MOHOKJIOHAJIbHOE AHTUTENO, OMpENeieHHOE B
JIaHHOM JIOKYMEHTe, Uil IPUMEHEHHUs B KayeCTBe JIEKApCTBEHHOro mpemnapata. Hacrosimee
n300peTeHre MpeayCMaTpUBaeT BbIACJICHHOE MOHOKJIOHAJIbHOE aHTUTEJNO, OMpENeIeHHOE B
JaHHOM JIOKYMEHTE, IJIsl IPUMEHEHUs B JiedueHuu 3aboneBanus. Hactosimee mszoOpereHue
npeaycMaTpuBaeT Crocod JiedeHuss 3a0ojieBaHUsl Yy CyOBeKTa, BKIIIOYAIOINUN BBEACHHE
CyOBEKTY BBIIEIEHHOTO MOHOKJIOHAJBHOTO aHTHTENA, ONPEAETICHHOTO B JAHHOM JIOKY MEHTE.
Hacrosimee n3obperenue npenycmarpusaeT papMaleBTHUECKy 0 KOMIO3ULHIO, CONEPIKALIY O
BBIIEJIEHHOE MOHOKJIOHAJIPHOE aHTUTEJNO, ONpeNesIeHHOe B TaHHOM JoKyMeHTe. Hacrosimee
n300peTeHe npeaycMaTpuBaeT GpapMaleBTHIECKY 0 KOMIIO3UIIMIO, ONPEIEIEHHY IO B TAHHOM
IOKYMEHTe, [l TpPUMEHEHHs B KadeCTBe JIEKAPCTBEHHOro rmpemapara. Hacrosimee
n300peTeHre npeaycMaTpuBaeT papMaLeBTHIECKY 0 KOMIIO3UIIHIO, ONPEIEIeHHY 0 B TAHHOM
IOKYMEHTe, IUIsl TpPUMEHEHUss B JieueHWu 3aboneBanHusi. Hacrosimee wu3zoOperenue
npeayCcMaTpuBaeT Crocod JiedeHuss 3a0oNieBaHUsl Yy CyObeKTa, BKIIIOYAIOINUN BBEHICHHE
cyOBeKTy (papMaLeBTUIECKOM KOMITO3HULIUH, ONPEAEIeHHON B JAHHOM JIOKYMEHTE.

Hacrosiiiee usobperenue npeaycMmatpuBaet papMalieBTUUECKH COCTAB, OMUCAHHbII
rae-nm1u00 B JAaHHOM JOKyMEHTE, JUIsl TPUMEHEHHsI B Ka4eCTBe JIEKaPCTBEHHOTO Mpernapara.

Hacrosiiee usobperenue npeaycMmarpuBaeT (papMalieBTHUECKH COCTaB, OMUCAHHbIN
rae-mi00 B JaHHOM JOKYMEHTE, Ui NPUMEHEHHS B JICYEHHH WIH TpPeNyIpexKaeHUu
3a0o0neBaHMs.

Hacrosiee m3o0pereHne npenycMaTpuBaeT Crocod JIeHeHHs! WU MPeayIpesKaeHuUs]

3a0oneBaHus y CyOBeKTa, BKIIOYAIOIINM BBeNEeHHE CYyOBEKTy (hapMaleBTHUECKOrO COCTAaBa,
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OINMCAHHOTO TAE-THO0 B JAaHHOM JOKyMeHTe. Takke B JaHHOM JOKyMEHTE MpPEayCMOTPEHBI
criocoObI JISYSHUs WJTH TIPEy IPEsKIeHHs 3a00eBaHus Y CyObeKTa yTeM BBEACHHS CyObeKTy
TepaneBTHYeCKU 3((PEKTUBHOIO KOJHUYECTBa (hapMaLieBTHUECKOrO COCTaBa, ONMHCAHHOTO THe-
7100 B TAHHOM JOKYMEHTE.

B onHOM BapuaHTe OCyLIEeCTBIEHHs Cy OBEKTOM SIBJISIETCS YesloBeK. B omHOM BapuaHTe
OCYLIECTBJIEHHsI CyOBEKTOM SIBIISIETCSl YeJOBEK B BO3pacTe A0 2 jeT. B omHOM BapuaHTe
OCYILIECTBJIEHHsI CyObEKTOM SIBJISIETCS] HEOHOIIEHHBINH peOeHOK B BO3pacTe 0 6 HENEb.

B onHOM BapuaHTe OCyIIeCTBIECHHUS 3a00JieBaHHE MpPEACTaBIsieT coOoi 3aboneBanue
HUXHUX ObIXATCJIIbHBIX HYTGI\/‘I.

B ongHOM BapuaHTe OCyecTBieHHs 3a00JIeBaHKME MPENCTaBIsIeT COOOM MH(QEKIHIO,

BbI3BaHHYIO RSV.

KPATKOE OITMCAHUE T'PAOUYECKUX MATEPHUAJIOB

Ha ¢ur. 1 nokazaHa HyKJIEOTHIHAS TTOCIEAOBATEIPHOCTD Tsikenoi neru MEDI8897 u
TpaHCIALUS.

Ha ¢ur. 2 nokasana HyKJICOTHIHAS TOCIEAOBATENBHOCTD Jierkoit nermn MEDI8897 u
TpaHCIALUS.

Ha ¢ur. 3 nokazana ctabunpHOCTh coctaBa Ha ocHoBe MEDI8897 B Teuenue nepuona

Bpemenu 3 mecsua npu 5°C, 25°C u 40°C.

ITOAPOBHOE OITMCAHUWE U30BPETEHM A

Bcnencreue Toro ¢akra, 4To psii MOHOKJIOHAJIBHBIX aHTHTEN oOnanaer pl, Onuskon K
¢usnonormueckomy pH, T.e. pH, oObrHO TpeOyroumemMycsi Uil BBEIEHHsS] YEJIOBEKY,
BO3HUKAIOT TPYJHOCTH NPHU COCTABJIEHUH 3THUX MOHOKJIOHAJbHBIX aHTUTeN. B oTHOmeHuu
TAKUX MOHOKJIOHAJIbHBIX AHTUTEJ HACTOsALIee W300peTeHHe BIEpBble OOECIeYnBaeT
MOTHUBALMIO JUII COCTAaBJICHUS] 3TUX "CIOXKHBIX" aHTUTEN B KauecTBe (papMaleBTUUECKUX
npenapaTtoB. /{0 HacTosIero M300peTeHus] TaKue aHTUTENa MOTJIM OBbITh HCKIIFOYEHBI H3
paccMOTpeHUsl B KadyecTBe KaHAMJATOB Ha JIEKAPCTBEHHbIE CPEACTBAa M3-3a OTCYTCTBUS
MOAXOMSIIEeH CTpaTeruy COCTAaBJIEHUs ISl COCTAaBJI€HHUS B KOMMEPUECKH NPUMEHUMOMN
KOHLIEHTpaLH U B IIpefiesiax KOMMepUYeCKd IPUMEHUMOro auanasosa pH.

Hacrosimee wuw3o0pereHne  mpenycMaTpuBaeT HOBBI  COCTaB HAa  OCHOBE
MOHOKJIOHaJpHOro aHturena. COOTBETCTBEHHO, COCTaB xapakrepusyercs pH, kortopoe
HaxonuTcs B mpenenax 1,0 enunuubl pH HUKe M3037€KTPUYECKON TOYKH MOHOKJIOHAJIBHOTO

AHTHUTCIIA.
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Hacrosimee — m3oOperenwe  mpemycMmarpuBaeT — cocTaB,  cogepxamuid: (1)
MOHOKJIOHaJIbHOE aHTHTeNio K RSV u (i1) MOHHOE BCIIOMOTraTeNbHOE BEIECTBO (Hampumep,
COJIb); IJl€ MOHOKJIOHAJIBbHOE AHTUTENO IPUCYTCTBYET B KOHLIEHTPALMH, COCTAaBIIAIOLIEH
npuOIM3uTeNbHO SO MI/MJT Witk OOJIbILIIE, ¥ HOHHOE BCIIOMOTaTeJIbHOE BEIECTBO IPUCYTCTBY €T
B KoHUeHTpauuu oT 50 mgo 150 MM, u cocrtaB xapaxrtepusyercs pH, cocraBmsromum ot
pUOIU3UTENBHO 5,5 10 MpUOIU3UTENBHO 7,5.

Hacrosimee n3o0pereHre JOMOJHUTEIBHO MPEeNyCMaTPUBAET COCTAB, coaepKamuii: (i)
MOHOKJIOHaJIbHOE aHTHTeN 0 K RSV u (i1) HOHHOE BCIOMOraTelibHOEe BELIECTBO (HAMpPUMED,
COJIb); TZl€ MOHOKJIOHAJBHOE AHTUTENO MPHCYTCTBYET B KOHLEHTPALUH, COCTAaBIIAIOLIEH
npubmu3uTensHo SO mr/ma wiu Oosblie (Hampumep, OT npubmusuTesnbHo SO Mr/mn 1o
npubmu3uTensHo 200 MI/MIT), MU HMOHHOE BCIIOMOTATENIbHOE BELIECTBO IPHCYTCTBYET B
KOHLIEHTPALIMH, COCTABJISIFOIIEH OT nmpuOmmu3uTenbHo S0 1o npubnusutensHo 150 MM, 1 cocTas
xapakrepusyercsi pH, COCTaBJISIFOIINM OT MPUOJU3UTEIBHO 5,5 10 MpUOIU3UTENbHO 7,5; U TIe
CKOPOCTb arperaliid MOHOKJIOHAJIbHOTO aHTUTENAa B COCTaBe CHI)KEHA IO CPABHEHHIO CO
CKOPOCTBIO arperaiiMd TOTO K€ aHTUTeJa B TOM JK€ COCTaBe, HO 0€3 MOHHOTO
BCIIOMOTATEJIbHOTO BEIECTBA.

CkopocTh arperaniii MOKeT OBITh HM3MEpeHa B COOTBETCTBHU CO CTaHOAPTHBIMHU
METOIMKAaMH, ONIMCAHHBIMHU B JAaHHOM JIOKyMeHTe. HeoxxunanHo ObUI0 MPOAEMOHCTPUPOBAHO,
YTO COCTaBbl B COOTBETCTBUHU C HACTOSIIMM H300pETEHMEM XapaKTepU3YIOTCs XOpoIuei
CTaOUIIBHOCTBIO M XapaKTePH3YIOTCS YMEHBIIEHHOI camoarperaiyeii, HanpuMep, MposiBIISTIOT
<2,0% arperauuu B cily4ae XpaHEHUs IIPU KOMHATHOM TeMIepaTrype B TeueHHe 3 MeCsLEB.
Takum oOpa3oMm, HacToslee H300pEeTeHHe MPEenyCMaTPUBAET MNPUMEHEHUE WOHHOTO
BCTIIOMOTATEJIbHOIO BEIIECTBA B COCTABE HA OCHOBE AHTHTENA C LEJIbI0 MOBBIIEHHS
CTa0MJILHOCTH  aHTHTENa B  cocraBe. Hacrosiimee  u300peTeHHE  AOMOJHUTENIBHO
npeyCcMaTPUBaeT MPUMEHEHHE HOHHOTO BCIIOMOTATEIbHOTO BEIIECTBA B COCTABE HA OCHOBE

AHTHUTEA C UEJIBO YMCHBIICHUA CaMOarperaliii aHTuTEla B COCTaBE.

Anmumeino

CocraBbl 0 HacTosIEMY H300PETEHHIO, B YACTHOCTH, MPUMEHHMBI Uil aHTUTEN K
RSV ¢ Huskoli wunu HeWrpanbHO!l pl, Hanpumep, Haxopsiielcs B JIUaNa3oHe OT
npubnmusutensHo pH 5,5 no mpubmmsurensro pH 7,5, or mpubmusurensno pH 6,0 mo
npubnmusutensHo pH 7,5, or npubnusurensHo pH 6,3 no mpubmusurensuo pH 7,5 wnmm ot
npubnusutensHo pH 6,4 no npubmmsurensro pH 7,5. pl anTHTENa MOXET OBITH U3MEPEHA B

COOTBETCTBUU CO CTAaHAAPTHBIMU MCTOAUKAMH, HANPpUMEP C TMOMOMIBKO KaIMHUJUIAPHOTO
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m3oanektpuueckoro ¢okycupoanust (cIEF). Takum obOpasom, Hacrosimee wu3oOpeTeHHE
NpeayCMaTPUBAEeT COCTaB, COAep Kaiiwii: (1) MOHOKJIOHAJIBbHOE AHTUTENIO C HHU3KOH WU
HeliTpanbHOH pl 1 (i1) MIOHHOE BCIIOMOTaTeNbHOE BEIECTBO; I7Ie MOHOKJIOHAJIBHOE aHTUTEJO
NPUCYTCTBYET B KOHLEHTPALMH, COCTABISIOIIEH mpuOmusurenbHo SO0 Mr/mn wiu OoJblie
(Hanpumep, ot mnpubmmsurenbHO S0 Mr/mn mo npuOnmsuTenbHO 200 MI/MIT), U HOHHOE
BCIIOMOTATeJIbHOE BELIECTBO IPUCYTCTBYeT B  KOHIEHTPALUW, COCTaBJBSIOLIEH  OT
npubnmusutensHo S0 no mpubmmsurensHo 150 MM, u coctaB xapaktepusyercs pH,
COCTABJISIFOLINM OT MPUOTU3UTENBHO 5,5 o mpubausutenbhHo 7,5. Takum 00pa3oMm, HacTosIIIee
u300peTeHre JOMOTHUTEIFHO MPeIyCMaTPUBAET COCTaB, COAEpsKaIIHii: (1) MOHOKJIOHAJIbHOE
AHTUTENIO C HU3KOH Wiu HewrpanpHOH pl u (11) MOHHOE BCIIOMOIaTENbHOE BELIECTBO, THE
MOHOKJIOHAJIbHOE aHTHTEJIO MMPUCY TCTBY €T B KOHLIEHTPALIMH, COCTABJISIFOINEH MPHOIU3HTENBHO
50 Mr/mun uim Oosbllie, U HOHHOE BCTIOMOTaTEIbHOE BEIIECTBO MPUCYTCTBY €T B KOHIICHTPALIUH,
cocTaBysiroliet  or mpuOmmsurensHo S0 mo  mpuOmmsmrensHo 150 MM, u  cocTaB
xapakrepusyercsi pH, COCTaBJISIFOIINM OT MPUOJIU3UTEIBHO 5,5 10 MpUOIM3UTENbHO 7,5; U T
CKOPOCTb arperalud MOHOKJIOHAJbHOIO aHTUTENA B COCTaBe CHI)KEHA IO CPABHEHHIO CO
CKOPOCTBIO arperaiid TOTO K€ aHTUTeJla B TOM JK€ COCTaBe, HO 0€3 MOHHOTO
BCIIOMOTATEJIbHOTO BEIECTBA.

B ogHOM BapmaHTe OCYLIECTBIEHUS MOHOKJIOHAJbHOE aHTUTENO XapakTepusyercs pl,
Haxonsuiencs B nnanasone ot pH 6,4 no pH 7,5.

B onHOM BapuaHTe OCYINECTBIICHNS MOHOKJIOHAJIbHOE AHTUTENIO MPEACTaBiIsieT coOoit
MoHOKJIoHanbHOe anTuteno IgGl wm IgG4. HanbGonee npennoYTuTeIsHO, MOHOKJIOHAJIBHOE
AHTHUTEJIO NIPEACTABIISIET COO0M MOHOKJIOHAIbHOE aHnTuTeNo IgG 1. Takum 0Opa3om, HacTosIIEe
u300peTeHre Mpeay CMaTPUBAET COCTaB, coaep kaluuii; (1) MOHOKJIOHaIbHOe anTuTeno IgGl k
RSV ¢ nmskoit mmm HelitpanbhHOi pl m (1) MOHHOE BCIIOMOTATENILHOE BEIIECTBO, IJIE
MOHOKJIOHAJIbHOE aHTHTEJIO MMPUCY TCTBYET B KOHLEHTPALIMH, COCTABJISIFOINEH MPHOIU3HTENIBHO
50 Mr/Mn wnu Gonbiue (Hampumep, OT NpHOIM3UTENbHO SO MI/MuI 1O MPHONIU3HTENHHO
200 Mr/mMi1), ¥ HWOHHOE BCIIOMOTATENIbHOE BELIECTBO MPHUCYTCTBYeT B KOHLEHTPALHH,
cocTaBisirolied  or mpuOmmsurensHo S0 mo  mpuOmmsmrensHo 150 MM, u  cocTaB
xapakrepusyercsi pH, cocTaBIsrOIUM OT IPUOTH3UTENBHO 5,5 1o nmpudnausutenbHo 7,5. Takum
oOpasom, Hacrosimee n300peTeHne AOTOMHUTEIBHO MPENYCMATPUBAET COCTAB, COAEPIKAIIHIA:
(1) moHokynoHanbHOEe aHTUTeNO IgGl ¢ HM3KOM wiu HelrpanpHOW pl u (ii) WOHHOE
BCIIOMOTATEIbHOE BELIECTBO; I71€ MOHOKJIOHAJIBHOE AHTHTENIO MPUCYTCTBYET B KOHLIEHTPALIUY,
cocTaBisiroLIe npubnusuTenbHo S0 Mr/mi wiu Oonblie (Hanmpumep, OT MPHOIU3UTENBHO

50 mr/Mn  no mnpubmmsurensHo 200 Mr/mi1), M HMOHHOE BCIOMOTaTeNbHOE BELIECTBO
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NPUCYTCTBYET B KOHLEHTPALNH, COCTABIIAIONIEH OT MpuOMM3uTeNbHO SO0 10 MPHOIU3UTENBHO
150 MM, u cocrtaB xapakrtepusyercss pH, cocTaBmsfiommM OT NpHONM3UTENBHO 5,5 10
npuOIU3UTENBHO 7,5; M Te CKOPOCTb arperanuyd MOHOKJIOHAJIBHOTO aHTUTENA B COCTaBe
CHI)KEHA MO CPABHEHMIO CO CKOPOCTBIO arperaliy TOro JKe aHTUTENa B TOM e COCTaBe, HO 0e3
HMOHHOT'O BCIIOMOIaTEJIbHOIO BELIECTBA.

B wactHOCTH, HacTosLIIee M300peTeHHe OTHOCUTCS K COCTaBaM, COAEPIKALIUM aHTHTEIIO
MEDI-8897 unu ero BapuaHThl. B OIHOM BapuaHTe OCYINECTBJICHHMS MOHOKJIOHAJIbHOE
antutesnio k RSV conmepxkut nocnenosatenpHocTe CDR1 BapuabenbHOM 005acTH TSKENOM
Leny, MNpeayCcMaTpUBAIOIIYIO IOCJIEeN0BaTeNIbHOCTh, KOTOpast Ha Mo MeHbineld mepe 70%
unentuyHa nocnenosarenbHocTd CDR1 BapuabesnpHOU obnactu Tsokenol nenu MEDI 8897,
u nocnenoBateibHOCTE CDR2 BapuabenpHOM 00JaCTH TSIKEION LEMH, MPeay CMaTPUBAIOIIY O
MOCJIEI0BATENBHOCTh, KOTOpasi Ha 1o MeHbluel Mepe 70% uIeHTHYHA MOC/IeN0BaTeIbHOCTU
CDR2 BapuabenpHoii obnmactu Tsekenod nermn MEDI 8897, u mocnenosarensHocTs CDR3
BaprabenbHOI 00JIaCTH TSIKENION LETH, Pey CMaTPHBAOIIYIO MOCIE0OBATENbHOCTD, KOTOPAst
Ha 1o MeHbliel mepe 70% mnentnyHa nocnenosareabHocTH CDR3 BapmnabenpHON obnacTu
soxenol nern MEDI 8897, u mocnenosarensHocTe CDR1 BapuabenbHo#t oOnacTu jerkoi
Leny, MNpeayCMaTpUBAIOLIYIO TMOCJIEeI0BAaTeNbHOCTb, KOTOpas Ha Nmo MeHblueld Mepe 70%
unentuyHa nocienosatenbHocT CDR1 Bapuabenbhoit o0nactu nerkoit nenn MEDI 8897, u
nocnenoBatenbHOCTE CDR2 BapuaGenbHON 00nacTH JIETKOM Lemu, NpeayCcMaTpHUBAIOLIY O
IIOCJIEZIOBATENBHOCTD, KOTOpPasi Ha 1Mo MeHblel mepe 70% WIeHTHYHA MOCNIeN0BaTEIbHOCTH
CDR2 BapuabenbHoii obnactu jerkoi e MEDI 8897, u mocnenosatensrocth CDR3
BapuabenbHON OOJIACTH JIETKOM LIETH, MPeayCMaTPUBAIOIIYIO MOCIEA0BATEIbHOCTD, KOTOpast
Ha 1o MeHbliel mepe 70% unentnyHa nocnenosareabHocT CDR3 BapuabenbHON oOnacTu
nerkoi uenu MEDI 8897,

B npyrom BapuaHTe OCyIIeCTBJIEHHUs MOHOKJIOHanbHOe aHTuTeno k RSV comepxur
nocienosatebHOCTE CDR1 BapuabenpHONM 00MaCTH TSDKENOW LENH, TPeayCMaTPUBAIOIIY O
MIOCJIEI0BATENbHOCTh, KOTOpasi Ha 1o MeHblnel Mepe 80% uIeHTHYHA MOCIeN0BaTeIbHOCTU
CDRI1 BapuabenbHoit obmactu Tspkenoi uenn MEDI 8897, u mocnenosatensHocTe CDR2
BaprabenbHOI 00JaCTH TSKENIOH LETH, IPeIy CMaTPHBAKOIIYIO MOCIE0BATENbHOCTD, KOTOPAst
Ha 1o MeHbliel mepe 80% mnentnyna nocnenoareabHocTH CDR2 BapmnabenpHON obnacTu
soxenol nermn MEDI 8897, u mocnenosarensrocTs CDR3 BapuabenbHON 00acTH TSKEIOH
Leny, MNpeayCMaTpUBAIOLIYIO IOCJIEeI0BaTeNIbHOCTb, KOTOpas Ha nmo MeHbiuel Mepe 80%
unentuyHa nocnenosarenbHocTu CDR3 BapuadenpHOl obnactu Tsoxenoi uenu MEDI 8897,

u niocnenoBateibHOCTE CDR1 BapuabenbHO# oOnacTu Jerkol 1enu, mpeayCcMaTpHBAIOIIY O
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NOCJIEI0BATENBHOCTD, KOTOPasi Ha 1o MeHbllel Mepe 80% uaeHTHYHa MOCIeN0BaTENIbHOCTU
CDR1 BapuabenpHOl oOmactu serkoit uneru MEDI 8897, u mocnenosarensHocts CDR2
BapuabenbHOI OONACTH JIETKOM LieNH, MpeayCMaTPUBAIOIIYIO0 IOCIEA0BATENbHOCTD, KOTOpast
Ha 1o meHbiied mepe 80% unentnyHa nocnenosareabHocTd CDR2 BapmaGenpHO#T obnactu
nerkoii nenu MEDI 8897, u mocnenosatensHocTh CDR3 BapnabenbHOI o0nacTu Jerko nemnu,
NpeayCMaTPUBAIOIIYIO TOCIIEIOBATEIbHOCTD, KOTOpast Ha o MeHbIuel mepe 80% uneHTHuHA
nocnenosarenbHoctd CDR3 BapuabenbHoit oOactu nerkoit uenu MEDI 8897,

B onHOM BapuaHTe OCyLIECTBJIEHMS MOHOKJIOHanbHOe aHTuTeno k RSV copmepxur
nocnenosatenbHocTe CDR1 BapuabenpHO 0071acTH TSOKENON LETH, MPeayCMaTPUBAIOILY O
MOCJIEI0BATENBHOCTh, KOTOpasi Ha 1o MeHbInel Mepe 90% uneHTHYHa MOCIeN0BaTeIbHOCTU
CDRI1 BapuabenwHoii obnmactu Tspkenod nenu MEDI 8897, u mocnenosarensHocTe CDR2
BaprabenbHOIN 00JaCTH TSIKENION LETH, Peay CMaTPHBAOIIYIO MOCIE0BATENbHOCTD, KOTOPAst
Ha 1o MeHbliel mepe 90% mnentnyHa nocnenoareabHocT CDR2 BapnabenpHON obnacTu
soxenol nermn MEDI 8897, u mocnenosarensrocTs CDR3 BapuabenbHON 00J1aCTH TSKEIOH
LEeny, MPeayCMaTPUBAIOIIYIO TOCIENOBATEIbHOCTb, KOTOpasi Ha Mo MeHblieil mepe 90%
unentuyHa nocnenosarenbHocTd CDR3 BapuadenpHOl obnactu Tsoxenoi uenu MEDI 8897,
u niocnenoBatebHOCTE CDR1 BapuabenbHO# 00nacTu Jerkol 1enu, mpeayCcMaTpHBAIOIIY O
MOCJIEI0OBATENBHOCTD, KOTOPasi Ha 1o MeHblueld Mepe 90% uaeHTHYHa MOCIeN0BaTEIbHOCTU
CDR1 BapuabenpHOM oOmactu serkoit uenu MEDI 8897, u mocnenosarensHocts CDR2
BapuadeNbHOI 00JIaCTH JIETKOH LIeIH, MpeyCMaTPUBAIOLIYIO OCIEI0BATEIbHOCTb, KOTOPAst
Ha 1o meHbled Mepe 90% nnentuuHa nocnenosareabHoctd CDR2 BapuabenpHO# obnactu
nerkoii uenu MEDI 8897, u nocnenosarenbuocts CDR3 BapuabenbHOI 006acTH IETKO# LernH,
npeny CMaTPUBAIOIIY IO TIOCIEN0BATEIBHOCTD, KOTOpask Ha 1o MeHbluel Mepe 90% uneHTnyHa
nocnenosarenbHoctd CDR3 BapuabenbHoit oOactu nerkoit uenu MEDI 8897,

B onHOM BapuaHTe OCYLIECTBJIEHHS MOHOKJIOHanbHOe aHTuTeno k RSV comepxkur
nocienosatenbHocTe CDR1 BapuabenpHOI 0071acTH TSOKENON LETH, MPeayCMaTPUBAIOILY O
MOCJIEI0BATENBHOCTh, KOTOPasi Ha 1Mo MeHbIlel Mepe 95% uieHTHYHa MOCieN0BaTeIbHOCTU
CDRI1 BapuabenpHol obmactu Tskenod nermn MEDI 8897, u mocnenosarenpHOocTe CDR2
BaprabenbHOI 00JaCTH TSKENIOH LETH, IPeIy CMaTPHBAKOIIYIO MOCIE0BATENbHOCTD, KOTOPAst
Ha 1Mo MeHbluel mepe 95% mnentnyna nocnenoareabHocTH CDR2 BapnabenpHON obnacTu
soxenol nermn MEDI 8897, u mocnenosarensrocTs CDR3 BapuabenbHO 00aCTH TSRKEIOH
Leny, MNpeayCMaTpUBAIOLIYIO TMOCJIEeI0BAaTENbHOCTb, KOTOpasi Ha MO MeHblleld Mepe 95%
unentuyHa nocnenosarenbHocTu CDR3 BapuadenpHOl obnactu Tsoxenoi uenu MEDI 8897,

u niocnenoBarenbHOCTE CDR1 BapuabenbHO# oOnactu Jierkol Lenu, mpeayCcMaTPUBAIOIITY O
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MOCJIEI0BATENBHOCTD, KOTOPasl Ha MO MeHbIlel Mepe 95% uaeHTUYHa MOCIeN0BaTeIbHOCTU
CDR1 BapuabenpHOl oOmactu serkoit uneru MEDI 8897, u mocnenosarensHocts CDR2
BapuabenpbHON OONACTH JIETKOM LI , MpeayCMaTPUBAIOIIYIO TOCIEA0BATENIbHOCTD, KOTOpasi
Ha 1o MeHbled mepe 95% upentnyHa nocnenosarenbHocTH CDR2 BapuabenbHO# oOnactu
nerkoii nenu MEDI 8897, u mocnenosatensHocTh CDR3 BapnabenbHOI o0nacTu Jerko nemnu,
NpeayCMaTPUBAIOIIYIO TOCIIEIOBATEIbHOCTD, KOTOPasi Ha 1O MeHbIuel Mepe 95% uneHTuuHa
nocnenosarenbHoctd CDR3 BapuabenbHoit oOactu nerkoit uenu MEDI 8897,

B npyrom BapmaHTe OCYINECTBJIEHUs MOHOKJOHAaNbHOE aHTHTENO K RSV comepxur
nocienosatenbHOCTe CDR1 BapuabenpHON 00JaCTH TSKENIOHN LenH, KOTOopasi OTJIMYAETCS He
Oonee yem 1 amuHOKHCIIOTOH OT mocnenoBaTenbHOCTH CDR 1 BapuabenpHON 001aCTH TSDKETON
nerru MEDI 8897, u mocnenoBatensHOocTe CDR2 BapnabenpHON OONACTH TSKENOW LiemH,
KOTOpasi oTin4aercs He Oojee deM | amuHOKHCIOTOH OT mocienosarenbHocTd CDR2
BapuabenpHON oOmactu Tspkenod uenu MEDI 8897, u mocnemoBarenmsHOoCcTh CDR3
BapradeTbHON 00JIaCTH TSKENION 1erH, KOTopasi oTindaeTcst He Oosee yeM | aMUHOKHUCIIOTOU
ot mocnenoBarenbHocT CDR3 BapmabenbHOl obnactu Tsokenoi uenu MEDI 8897, u
nocnenosarenbHocTe CDR1 BapuabenpHOI 007acTH JETKOH LienH, KOTOpasi OTIMYAETCS He
Oonee uem 1 ammuHOKHCIOTOM OT nocnenoBaTenbHocTH CDR 1 BapnabenbHOM 0bmacTu Jerkoit
neriu MEDI 8897, u mocnenosarensHocth CDR2 BapuaGenbpHON obnactu jerkoil memnw,
KOTOpasi oTjiu4aercs He Oojee deM | amuHOKHCHoTOH OT mocienosarenbHocTd CDR2
BapuabenbHON oOnactu Jjerkoit uenmu MEDI 8897, u mnocnenosarenbhHocts CDR3
BapuadeNnpHOI 00IaCTH JIETKOH LeIH, NMpeayCMaTPUBAIOLIYIO TOCIEIOBATEIbHOCTb, KOTOPast
oTnn4aercs He Oosee ueM | aMHHOKHUCIIOTOH OT mocnenoBareabHocT CDR3 BapuabenbHO
obnactu nerkoit uenu MEDI 8897.

B npyrom BapmaHTe OCyIIECTBICHHsI MOHOKJIOHaNbHOE aHTUTENO K RSV comepxur 6
CDR MEDI 8897.

B npyrom BapmaHTe OCYyIIECTBICHHUsSI MOHOKJIOHANBbHOE aHTUTENO K RSV comepsxkur 6
CDR MEDI 8897 B couerannu ¢ 70% HUAEHTUYHOCTBIO C MOCAEAOBATEILHOCTMH KapKaCHOU
obmactu MEDI 8897.

B npyrom BapmaHTe OCYIIECTBICHHsI MOHOKJIOHANIBbHOE aHTUTENO K RSV comepxur 6
CDR MEDI 8897 B couerannu ¢ 80% HAEHTUYHOCTBIO C MOCAEAOBATENILHOCTIMH KapKacHOU
obmact MEDI 8897.

B npyrom BapuaHTe OCYIIECTBICHHUsI MOHOKJIOHANbHOE aHTUTENO K RSV comepsxkur 6
CDR MEDI 8897 B couerannu ¢ 90% HAEHTUYHOCTBIO C MOCJIEAOBATENBHOCTMU KapKacHOU

obnactu MEDI 8897.
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B npyrom BapuaHTe OCYIIECTBJICHHUsSI MOHOKJIOHANbHOE aHTUTENO K RSV conepsxur 6
CDR MEDI 8897 B coueranuu ¢ 95% HUAEHTUYHOCTBIO C MOCIEA0BATENLHOCTMH KapKacHOU
obiactu MEDI 8897.
B onHOM BapuaHTe OCyIIECTBJIEHUs] MOHOKJIOHaJIbHOE aHTuTeNno kK RSV comepxkut 6
CDR MEDI 8897 coBMeCTHO ¢ HM3MeHeHUssMH B oOyactu Tspkenoil nemu MEDI 8897,

BBIOPAHHBIMH U3 TE€X, KOTOPBIE IIOKa3aHbI HIDKE B Tabumie 1.

ITonoxenue orHocutenbHo SEQ ID | AMuHokucioTa
NO: 2
28
30
31
37
61
81
82
84 I
106 T

T T | T Z R T

B onHOM BapuaHTe OCYIIECTBJIEHUS] MOHOKJIOHAJbHOE aHTuTesno k RSV conmepxur 6
CDR MEDI 8897 coBmecTHO ¢ m3MeHeHUssMH B obnactu Tspkenod nenu MEDI 8897,

BBIOPAHHBIMH U3 TE€X, KOTOPBIE MOKa3aHbI HIKE B TabJmLe 2.

ITonoxxenue orHocutenbHo SEQ ID | AMuHOKHCIIOTA
NO: 2
28
30
31
61
106 T

> Z| R

B onHOM BapuaHTe OCYIIECTBJICHHS MOHOKJIOHaJbHOE aHTuTe0 kK RSV conmepxur 6
CDR MEDI 8897 coBmecTHO ¢ uM3MeHeHUssMH B obnactu Tspkenoid nenu MEDI 8897,

BBIOpPAaHHBIMHU M3 T€X, KOTOPbIE MOKa3aHbI HIKE B Tabmume 3.

INonoxenne orHocurenbHo SEQ ID | AMuHOKHCIOTA
NO: 2
28 P
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30 R
31 N
45 L
61 A
106 T

B onHOM BapuaHTe OCYIIECTBJICHHS MOHOKJIOHaJbHOE aHTuTe0 K RSV comepxur 6
CDR MEDI 8897 coBMecTHO ¢ HM3MeHeHUssMH B oOyactu Tspkenoid nenu MEDI 8897,

BBIOPAHHBIMHU M3 T€X, KOTOpPbIE MOKa3aHbl HIXKE B Tabuie 4.

IMonoxenne otHocurenbHo SEQ ID | AMuHOKHCIOTA
NO: 2

19 K
23 K
28 T
29 F
30 S
31 N
45 L
61 A
106 T

B oxgHOM BapuaHTe OCyINeCTBJIEHHs MOHOKJIOHaJIbHOe aHTuTeNo K RSV conepxur 6
CDR MEDI 8897 coBmecTHO ¢ HM3MeHEHUsIMH B oOyactu Tspkenod uend MEDI 8897,

BBIOPAHHBIMHU M3 T€X, KOTOPbIE MOKa3aHbl HIXKE B TabuIe S.

AT T I A i

TTooxeHue OTHOCUTEIBHO

NO: 2
28 P
106 T

B onHOM BapuaHTe OCYIIECTBJICHHS] MOHOKJIOHaJbHOE aHTUTEN0 K RSV comepxur 6
CDR MEDI 8897 coBmecTHO ¢ uM3MeHeHUssMH B obnactu Tspkenoid nemu MEDI 8897,

BBIOPAHHBIMHU M3 T€X, KOTOPbIE MOKa3aHbI HIKE B Tabsue 6.

INonoxenne orHocurenbHo SEQ ID | AMuHOkucOTA
NO: 2
28
106
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109 R

B onHOM BapuaHTe OCYIIECTBJICHUS] MOHOKJIOHAJbHOE aHTuTesno k RSV conmepxur 6
CDR MEDI 8897 coBmecTHO ¢ m3MeHeHUssMH B obnactu Tspkenod nenu MEDI 8897,

BBIOPAHHBIMU U3 TE€X, KOTOPBIE MOKa3aHbl HIKE B Tabumie 7.

ITonoxxenne otHocutenbHo SEQ ID | AMuHOKHCIIOTA
NO: 2

19 K

23 K

77 S

82 H

98 R

106 T

B onHOM BapuaHTe OCYIIECTBJICHHS] MOHOKJIOHaJbHOE aHTuTe0 K RSV conmepxur 6
CDR MEDI 8897 coBMmecTHO ¢ M3MeHeHUssMH B obnactu Tspkenoid nemu MEDI 8897,

BBIOPAHHBIMHU M3 T€X, KOTOPbIE MOKa3aHbI HIKE B Tabnune 8.

IMonoxenue ornocutenbuo SEQ ID | AMuHokuCIOTa
NO: 2

19 K

23 K

82 H

106 T

B onHOM BapuaHTe OCYIIECTBJICHHS MOHOKJIOHaJbHOE aHTuTes0 kK RSV conmepxur 6
CDR MEDI 8897 coBMecTHO ¢ HM3MeHeHUssMH B obyactu Tspkenod nemu MEDI 8897,

BBIOPAHHBIMHU M3 T€X, KOTOPbIE MOKa3aHbl HIXKE B Tabuie 9.

INonoxenne otHocurenbHo SEQ ID | AMuHOKHCTOTA
NO: 2
19

77
106

K
23 K
S
T
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B onHOM BapuaHTe OCYyIIECTBJICHUs MOHOKJIOHaJbHOE aHTuTesno k RSV conmepxur 6
CDR MEDI 8897 coBmecTHO ¢ um3MeHeHUssMH B obyactu Tspkenod nenmu MEDI 8897,

BBIOPAHHBIMU U3 T€X, KOTOPbIE NMOKa3aHbl HUXKe B Tadmuue 10.

ITonoxenne otHocurenbHo SEQ ID | AMuHOkucOTa
NO: 2
19 K
23 K
S
H

77
82
106 T

B npyrom BapuaHTe OCyIlIeCTBJIEHHUs MOHOKJIOHalbHOE aHTUTeNno K RSV conmepxur
nocnenosarenpbHoctTd VH u VL MEDI 8897.

[IpennoyruTenbHO, aHTUTEINO MpencTaBisieT coboit antureno IgGl.

[IpennoururenbHO, MOHOKJIOHANBbHOE aHTUTENo K RSV, ompenenenHoe rae-mmbo B
TaHHOM JTOKYMEHTE, CoAep KuT nocienonareabHocTh CDR3 BapnabenbHO obnmactu TskeIon
e ETALVVSETYLPHYFDN (SEQ ID NO: 8).

B onHOM BapuaHTe OCYINECTBJIEHHS] MOHOKJOHAJbHOrO aHtutena k RSV,
ompeneseHHOro rnae-nmubo B maHHOM nokyMmeHte, CDR3 Tspkenol menu HeE CONEPIKHT
nocnenosarenbHocte  ETALVVSTTYLPHYFDN. IlpennoururensHo, 00OH  BapuaHT
nocnenosarenbHocTeld CDR3 BapuabenbHo# obnactu Tskenoi uenw (1. €. Bapuantsl SEQ ID
NO: 8) B MmoHOKJIOHATBHOM aHTUTENE K RSV, onpenenennom rae-mubo B JaHHOM OKY MEHTE
congepxxut E B monoxenuu, ormedenHoM *: ETALVVS*TYLPHYFDN. IIpennouturesnsHo,
moboi BapuaHT nocnenosareabHocTeli CDR3 BapuabenbHOl oOnactu Tspkeon nenu (T. €.
Bapuantsl SEQ ID NO: 8) B MoHOKJIOHanbHOM aHTUTENe K RSV, onpenenenHom rue-nmubo B
JaHHOM  JIOKyMEHTe, He cojepxur 1 B TMOJNOXKEHUH, OTMEUEeHHOM  *:
ETALVVS*TYLPHYFDN.

B onHOM BapuaHTe OCYyLIECTBJIEHHS MOHOKJIOHanbHOe aHTuTeno k RSV comepxur
moaudunrpoBaHHyto Fc-00nacTe, rine ogHa MM HECKOJIIBKO aMUHOKUCIIOT OBLIH BCTABIIEHBI,
yIaJEeHbl WM 3aMEHEHbl TaK, YTOObI yBEJWYHTb BPeMsl MOJYKHU3HH aHTHTENa. B omHOM
BapMaHTE OCYINECTBJIEHHs] MOHOKJIOHanbHOe aHtuTeno Kk RSV coxmepxxur Tpu
AMMHOKHUCIIOTHBIX 3aMeHbl (M252Y/S254T/T256E; naseiBaemble YTE) B CH2-o6nactu Fe-

JOMCHaA.
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B npyrom BapmaHTe OCYyINECTBJIEHUS MOHOKJIOHaNbHOE aHTUTENno Kk RSV comepixur
MOJIHOPAa3MEPHbBIE€ MOCIEA0BATENLHOCTU TsKeNno u nerko uenei MEDI 8897, Anrturena x
RSV mnpenycmarpuBaroT (pyHKIMOHAJNbHBIE YacTH AHTHUTEN, HAIpUMEp aHTHUTENAa WU HUX
AHTUTEHCBS3BIBAIOLINE (DparMEHThl, BAPUAHTBHl MJIM MpPOM3BOAHBIE. AHTHTena Kk RSV
JOTOJIHUTEIBHO BKJIIOYAIOT O€3 OrpaHuYeHus NOJNUKIOHAJIbHBIE, MOHOKJIOHAJbHBIE,
4eJoBeUeCKre, I'YMaHU3UPOBAaHHbIE WM XMMEPHbIE AHTHUTENA, OJHOLIENIOYEUHble AHTUTENA,
Oucnernupuyeckre aHTUTENA, SMUTOMN-CBs3bIBatoLIe (parmenTs, Hanpumep Fab, Fab' wu
F(ab')2, Fd, Fv, ognouenoueunsie Fv (scFv), onHonenovyeunnsie antutena, Fv, coequHeHHbIE
nucyabduaabiMu MocTrkamu (sdFv), dparmentsl, cogepkamue 6o VL-, mubo VH-nomeH,
(bparMeHTHI, MOJTy4aeMble U3 SKCIpecCuoHHON Onbmuoreku Fab. Monekyibl scFv n3BecTHBI U3
YPOBHS TEXHUKM M omnucaHbl, Hanpumep, B mnareHte CIIIA Ne 5892019. Monekybl
UMMYHOTJIOOYJIMHOB MJI QHTUTEJ, OXBAThIBAEMbIE HACTOSIIUM H300PETEHHEM, MOTYT OBIThH
moboro tuna (Hanpumep, 1gG, IgE, IgM, IgD, IgA u IgY), knacca (manpumep, IgGl, 1gG2,

IgG3, IgG4, IgAl u IgA2) nnu nopkiacca MOJIEKYJIbI UMMY HOTJIOOY JIMHA.

Konuenmpayus anmumena

CoOTBETCTBEHHO, MOHOKJIOHAJIbHOE AHTHUTENO NMPUCYTCTBYET B ONHCAHHBIX B JTAHHOM
JOKYMEHTE COCTaBaX B KOHIIEHTPALWH, COCTaBJAIOLIeH oT mpubmusutensHo 50 mr/mm mo
npubausutensHo 300 mMr/mi, ot npubausurenabHo S0 Mr/mn g0 npubnusurensHo 200 Mr/mi,
or mnpubmmsurensHo 100 mr/man go mpubmusurensHo 200 Mr/miu, OT  NPHUOJIUBUTEIBHO
100 Mmr/Mmn  no  mpuOnusutensHo 165 mr/mn, ot npubmusurensHo 100 mr/mi 1o
npubau3uTensHo 150 Mr/mn winn npubau3uTesabHo SO Mr/mit, NpHOIM3UTENBHO 75 Mr/mi,
npubmusuTensHo 100 mr/mu, npubnusutensHo 105 mr/mn, npubnusutensHo 110 mr/m,
npubnmusutensHo 115 mr/mun, npubnusutensHo 120 mr/mu, npubnusutensHo 125 mr/mu,
npubmusuTensHo 130 mr/mut, npubnusutensHo 135 mr/mi, npubnusutensHo 140 Mr/mu,
npubnmu3uTensHo 145 mr/mu, npubnusutensHo 150 mr/mi, npubnusutensHO 155 Mr/mu,
npubnmusuTensHo 160 mr/mu, npubnusutensHo 165 mMr/min, npubnusutensHo 170 Mr/mu,
npubnmusutensHo 175 mr/min, npubnusutensHo 180 mr/min, npubnusutensHo 185 Mr/mu,
npubnusuTensHo 190 mr/mut, npudmmsurensro 195 mMr/mn nim npubnusurensao 200 mr/mi,
BKJIFOYAsl 3HAUEHUS M AMAIIA30HbI B IIPENeNax dTHUX JHANa30HOB.

CoOTBETCTBEHHO, MOHOKJIOHAJIbHOE AHTHUTENO NMPUCYTCTBYET B ONHCAHHBIX B JJAHHOM
JOKYMEHTE COCTaBaX B KOHLEHTPALMH, COCTaBILsFOINEH oT mpubnusutenbHo 100 mr/mmm mo

npubmm3uTenbHo 165 mr/min. COOTBETCTBEHHO, MOHOKJIOHAJIBHOE AHTUTENIO MPHUCYTCTBYET B
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ONMCAHHBIX B JAHHOM JOKYMEHTE€ COCTaBaX B KOHLEHTpPAaUuH, COCTAaBJSIOLIEH

npubnusuTensHo 100 mr/mi.

pPH

COOTBETCTBEHHO, ONMMCAHHBIE B JAHHOM JIOKYMEHTE COCTaBbl XapakTepusyrorcs pH,
HAXOJSIIIUMCS B TUana3one ot npubmusutensHo pH 5,5 no npubamsurensuo pH 6,5, ¢ nemnbo
o0ecrevyeHrs: MOYTH ONTUMAJIBHOW WJIM ONTUMAJIBHONH XUMHUYECKOH CTaOUIBHOCTH (THAPOIIH3,
Je3aMHIUPOBaHNE, H30Mepu3alysi). B 0HOM BapraHTe OCYIeCTBIICHHUs OMTMCAHHbBIE B TAHHOM
JOKYMEHTE COCTaBbl XapakTepu3yoTcs: pH, HaxonsummMces B Uana3oHe OT NMPUOIH3UTEIBHO
pH 5,7 no npubmmsurensro pH 6,3. B oqHOM BapuaHTe OCYLIECTBICHHS OMMCAHHBIE B TAHHOM
JIOKYMEHTE COCTaBbl XapakTepu3yroTcs: pH, HaxonsdmmMes B 1uana3oHe OT NPUOIH3UTEIBHO
pH 5,7 no npubnusurensHo pH 6,1. IIpenmoururensHble COCTaBbl XapakTepusyroTcs pH,
COCTABJISIFOLIMM MPUOIH3UTENBHO 5,8. J[pyrHe npeaArnouTHTENbHBIE COCTaBbl XapaKTEPU3Y FOTCSI
pH, cocTraBnsrommM npuOIU3HTENBHO 6,0.

CoOTBETCTBEHHO, ONUCAHHBbIE B JJAHHOM JOKYMEHTE COCTaBbl Xapakrepusyrorcs pH,
HaxXOIAIMUMCS B auamna3oHe or npudmmsurensHo pH 5,5 mo mpubmumsurensHo pH 6,0, ot
npubnusutensHo pH 5,7 no npubmmsurensuo pH 6,0 mnm cocTaBisAOIUM NPHOIU3UTEIBHO
pH 5,5, nmpubmmsurensuo pH 5,6, mpubnusurensno pH 5,7, npubGmmsurensHo pH 5.8,
npubnusutensHo pH 5,9, npubnusurensHo pH 6,0, mpubnusurensho pH 6,1, mpubnuszurenbHO
pH 6,2, npubnusurensuo pH 6,3, npubauzurensro pH 6,4 wim npubamsurensHo pH 6,5. B
BapHaHTax ocyecTsieHus pH npenycMOTpeHHBIX B JaHHOM JOKYMEHTE COCTABOB COCTABJISIET
ot 5,7 no 6,0, Gojee MPEANMOYTUTENILHO COCTaBbl XapakTepusyroTcs pH, cocraBisromum
npUOTU3UTENBHO 5,8.

3nauenue pH cocraBa, Onuskoe k mpubnusurenapbHo pH 7,4, Takke MOKeT OBITh

HGO6XOI[I/IMI>IM AJI1 MIEPEHOCUMOCTU B MECTC MHBEKLIUU.

Honnoe écnomozamenvnoe eenjecmeo

TunuuHble HMOHHBIE BCIIOMOIATENbHBIE BEINECTBA MJII NPHUMEHEHHs B COCTaBax
BKJIFOYAIOT COJIM U 3apsKEHHbIE aMUHOKHUCIIOTHL. IOHHOE BCITOMOraTebHOE BEIEeCTBO MOIJIO
ObI conepskaTh KOMOMHALIMIO M3 COJIb U 3aPSKEHHON aMHUHOKUCIIOTHI.

Tunuunble 3apsyKEHHBIC AaMUHOKHUCJIOTHI BKJIFOYAKOT APTUHHUH U JIN3HH.

Tunuueele COMM  BKJIKOYAKOT COJIM  3apPsKEHHBIX  aMUHOKHCIIOT, HAampumep

CYKIIUHATHBIC, alICTATHBIC U Cy.]'[b(i)aTHbIe COJIM apTUHUHA U JIU3UHA.
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Kpome ToOro, THMUYHBIMU COJIIMU SIBJISIFOTCS] T€, YTO ONUCAHBI B JAHHOM JOKYMEHTE,
BKJIIOUass Oe3 OrpaHMYeHMs XJIOPUJ HATPHUs, a TaKXKe APYTHUe CONM C HATPHEM, KajHeM,
KaJbLIUEM, MArHUEM U T. I1., TAKHE KaK XJOPUIbI, KAPOOHATHI, CYJIb(AThI, ALI€TATHI, ITIOKOHATBHI,
JIaKTaThl, MajJaTbl M JApPyIHe BCIIOMOTraTeNlbHblE CPEACTBA M T. I, KOTOPBIE SIBJISIOTCS
OOBIYHBIMH B 00JIaCTH MapeHTepaitbHOro BBeaeHus. COOTBETCTBEHHO, COJb BBIOpaHa W3
xynopuna Hatpusi (NaCl), nusuHa TUAPOXJIOpUAA W aprUHUHA THApOXJopuma. B omHOM
BapMaHTe OCYINECTBJCHHsS CoOJib TpexacTaiser coboir NaCl. B  nmpyrom Bapuanrte
OCYILECTBIIEHHSI COJIb TIPEICTABIIIET COOOH aprUHIUHA THIPOXJIOPHI.

KoHueHTpalyss HOHHOrO BCIOMOTATEIbHOIO BEIIECTBAa, COOTBETCTBEHHO COJIH, B
OINMCAHHBIX B JAHHOM JIOKYMEHTe (PapMalleBTUYECKHUX COCTaBaX, KaK MPABUIIO, HAXOAUTCS B
auarnasoHe ot npudansuTensHo S0 MM no npubmusurensHo 300 MM, Oornee MpeAnoUTUTETBEHO
ot npubnusutensHo S0 MM o nmpubnmsurensHo 200 MM, ot mpubmusutensHo 50 MM 1o
npubnmusutensHo 150 MM, ot mpubmmsurensHo 50 MM no mpubGnusurensHo 100 MM, or
npubnmusutensHo 60 MM 1o mpubnmsurensHo 80 MM MM COCTaBISIET TMPHOIU3HTEIBHO
50 MM, mnpubmmsurensro 55 MM, npubnusutensHo 60 MM, mnpuOnusuTenbHO 65 MM,
npubnmusutensio 70 MM,  nmpubnusurensHo 75 MM,  mpubnusurensHo 80 MM,
npubnmusutensHo 85 MM, mpuOmusurensHo 90 MM, nmpubmusutensHo 95 MM mim
npubnusutensHo 100 MM, Bkirouas n0Oble TUANa3OHbl WM 3HAYEHUs] B IpEAeNax 3THUX
AMana3oHoB. B oAHOM BapuaHTe OCYLIECTBICHHUS HOHHOE BCIIOMOTATENbHOE BEILECTBO
NPUCYTCTBYET B KOHLEHTPALMM, COCTaBisitomedl ot mnpubmusurenbHo S0 MM 1o
npudnm3uTensHo 125 MM.

B omHOM BapuaHTe OCYINECTBJIEHHS] MOHHOE BCIIOMOTaTEeIbHOE  BEILECTBO
NPUCYTCTBYET B KOHLEHTPALMH, COCTaBJsifomed oT mnpubmmsurenpHo S50 MM o
npubmu3uTensHo 100 MM.

B omHOM BapuaHTe OCYINECTBIEHHS] MOHHOE BCIIOMOTaTENIbHOE  BEILECTBO
NPUCYTCTBYET B KOHLEHTPALWH, COCTABIsIOIIEH OT mnpubnmsurensHo 75 MM o
npubmusuTensHo 100 MM.

B moaxonmsmux BapuaHTaX OCYLIECTBIICHUs Ccoyib mpencrapisier coboit NaCl,
HarpuMep, B KOHLEHTPALIUH, COCTABJIIIOLIEH OT mpubin3nTenpHo SO0 MM 10 pUOIH3UTEIBHO
100 MM, COOTBETCTBEHHO B KOHIIEHTPAIIMH, COCTABJISIIOIIEH mpubm3utensHo 70 MM,

B moaxonsdmmx BapMaHTax OCYLIECTBJIEHMS COJIb TPENCTABISAET COOOW apruHUHA
TUAPOXJIOPU, HANPUMEpP, B KOHLEHTPALUH, COCTABIsIOINEH OT mpubnusutensHo S0 MM o
npubnmusutensHo 100 MM,  COOTBETCTBEHHO B KOHLEHTpALMM,  COCTaBJIAIOLIEH

npubnusuTensHo 80 MM.
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Bydrepur

OmnucaHHble B JAHHOM JOKYMEHTE COCTaBbl COOTBETCTBEHHO COZAEPKAT OAMH HIIU
Heckobko Oydepos. Ilpumensemblii B naHHOM JAOKyMeHTe "Oydep" oTHocHUTCS K
BCIIOMOTaTeJIbHOMY BellecTBy s noanepxanust pH cocraBa. Tummusbie Oydepsr mis
NPUMEHEHHS B TIPENyCMOTPEHHBIX B JaHHOM JOKYMEHTE COCTaBax BKIIOUYAIOT 0e3
OTpaHMYEHUs] TMCTHAWH, ructuauHa ruppoxiyopun (rucruamHa HCl), Hatpus cykimHar,
HATPHS aLlETaT, CMECh HATPHS aleTaT/yKCcycHas kuciorta, HaTpus docdar, uurpar, dpocdar,
CYKLMHAT, TJIUIMH U auetat. B ogHOM BapuaHTe ocyuecTBieHus Oydep i NpUMEHEHUE B
ONMMCAHHBIX B JAHHOM JIOKYMEHTE€ COCTaBax NPEACTaBIsieT COOOW CMeCh HaTpHs
areTaT/yKCyCHasl KUCJIOTa. B OTHOM BapHaHTe OCYLIECTBISHHS OJUH WIH HECKOJIBKO Oy hepoB
NPEACTAaBISIIOT coboit Oydep, comepskammii THCTUAUH. B OMHOM BapuaHTE OCYIIECTBIICHUS
ONIMH WJIK HECKOJbKO OydepoB BbIOpanbl u3 Oydepa, comepskamero ruCTHIMHA CYKIHHAT,
TUCTHIMHA alleTaT, THCTHANHA LUTPAT, THCTUANHA XJIOPUJ WM TUCTUANHA cyibdar. B ogHOM
BapHAaHTe OCYINECTBJICHHs] OAMH WJIH HECKOJBbKO Oy(epoB MpencTaBisiioT cOOOW TMCTUAWH,
TUCTHIMHA THAPOXJIOPHI MM UX KOMOMHauMK (THCTUAMH/TUCTUAMHA Tuapoxyiopuna). B
OITHOM BapUaHTE OCYLIECTBJIICHUS ONWH WJIH HECKOJbKO OydepoB mpencrasisitor coboi L-
TUCTUIUH/L-rucTuanHa ruApoXIOpruaa MOHOTUAPAT.

Konnenrpauus Oydepa, COOTBETCTBEHHO CMECH HATPUs alleTaT/YKCyCHasi KHCJIOTa, B
OIMCAHHBIX B JAHHOM JIOKYMEHTe (papMalleBTHYECKHUX COCTaBaX, KaK MPaBUIIO, HAXOAUTCS B
auana3oHe oT npudamsuTensHo 10 MM o npubmausurensHo 100 MM, Gonee npennoYTUTENTHHO
ot npubnmsurenbHo 15 MM no mpubnmsurensHo 80 MM, ot mpubnmsurensHO 25 MM 1o
npubnausutenpHo 75 MM, ot mpuOnusurensHo 30 MM mo mpubnusutensHo 60 MM, oT
npubmusutensHo 40 MM o mpubnusutensHo 60 MM, ot mpubnusurensHo 40 MM o
npubau3uTensHo S0 MM mim coctasisier npuoIm3uTeIbHO 15 MM, npubnmusurensao 20 MM,
npubnmu3utTenbHo 25 MM,  mpubnusurensHo 30 MM,  mpubnusurenpHo 35 MM,
npubnmusutensHo 40 MM,  npuOnusutensHo 45 MM,  mpubmmsutensHo 50 MM,
npubnmusutensHo 55 MM,  npubnusutensHo 60 MM,  mpubmmsutensHo 65 MM,
npubmusuTensHo 70 MM uimu pubnusuTenbHo 75 MM, BKIFOYast JIFOOBIE THAMA30HbI HITH
3HAYEHHUS B TIPEAEIIax 3TUX AUANA30HOB.

B onHOM BapumaHTe OCYINECTBJIEHUS OAMH WM HECKOJBKO Oy(epoB MpencTaBisIOT
coboii L-ructunun/L-rucTuinHa rUapoXJIopuia MOHOTHIAPAT, HAPUMED, B KOHIEHTPALIUH,
cocTasisiroLie or npudamsurenabHo 10 MM 1o mpuOnusurensHo 50 MM, COOTBETCTBEHHO B
KOHIIEHTPALNH, COCTaBJIsOIEelH npubmm3urensHo 30 MM.

3nauenue pH Oydepa npenmoututenbHO HaxoauTcs B nuanasone ot pH 5,5 no pH 6,0.
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byner mousitHO, uto Oydep cam 1o cede MOKeT ObITh MOHHBIM BCIIOMOTATENIbHBIM
BemecTBOM. Takum 0Opa3oM, B OTHOM BapHaHTE OCYINeCTBIIEHUs Oydep npencrapisieT coOo
MOHHOE BCIIOMOTATeJIbHOE BEIeCTBO. B MaHHOM BapHaHTE OCYINECTBJICHUS KOHLEHTpALHs
Oydepa momxHa ObiTb Bbime 50 MM, T. €. B COOTBETCTBHH C KOHLEHTpalUMeHd HOHHOTO
BCIIOMOTaTEJIbHOTO BEIECTBA, PACKPBITOrO B IaHHOM JAOKYMeHTe. llpenmodrurenbHbIe
KOHLIEHTpauuu aysi Oydepa B JaHHOM BapHaHTE OCYIUNECTBJICHHUS SIBIISIIOTCS TAKMMH, KaK
PaccMOTpeHBI IIe-T100 B JAHHOM JTOKY MEHTE 10 OTHOLIEHHIO K HOHHOMY BCIIOMOTATEIbHOMY
BEILECTRY.

JIpyruMu CJIOBaMH, B OJHOM BapHaHTE OCYLIECTBJIEHHs HOHHOE BCIIOMOTATeIbHOE
BEIECTBO TAaKXXe BBHINONHAECT (yHKUMO Oydepa B cocraBe. B naHHOM BapuaHTe

OCYILECTBIIEHHSI JOTIOJHUTEIbHBIN Oy(ep MOKeT MPUCYTCTBOBATh UJIH HE TIPUCY TCTBOBAT.

Caxapa u nosepxnocmmo-axmuemnsle seuiecmed

OmnucaHHble B JaHHOM JOKYMEHTE COCTaBbl COOTBETCTBEHHO COIEpIKaT caxap,
Harpumep 0e3 OrpaHuueHH s TPerajgo3y, JaKTo3y, MAHHUT, MeTHON03Y, MEIe3UTO3Y, pahuHO3y,
MaHOTPHO3Y, CTAXHUO3y M caxapo3y. B Apyrux BapraHTax OCYLIECTBJICHHS MOJHOJ, TAKOH KaK
TPEXaTOMHBIE UJIU BHICOKOMOJIEKY JIIPHbIE CaXapHbIE CIIUPTHI, HAIIPUMEP TNIULIEPUH, IEKCTPaH,
SPUTPUT, TIIULEPHH, apaOuT, KCHJIUT, COPOUT W MaHHUT. [IpuMepbl BOCCTaHABIMBAIOIIHUX
caxapoB BKJIIOYAIOT 0e3 OrpaHHuYeHMS TJIIOKO3y, MAJbTO3y, MalbTyJIO3y, U30MAaJbTYJO3y H
JakTyno3y. I[IpuMepbl HEBOCCTAHABIMBAIOIIMX CAaXapoOB BKIIOYAOT 0€3 OrpaHu4eHUs
Tperaio3y, HEBOCCTAHABIMBAIOIINE TJIMKO3HMIbI MOJUTUAPOKCHCOSINHEHHH, BBIOPAHHBIE U3
CaxapHbIX CIIUPTOB U IPYTUX MOJUCIUPTOB C MPsIMOH Lenbro. IIpumepr! caxapHbIX CIUPTOB
BKJIFOUAKOT 663 OTrpaHUYCHHA MOHOTJIMKO3UAbI, COCAUMHCHUA, ITOJTYYECHHBIC BOCCTAHOBJIICHUEM
AKMCaxXapuIoB, TAKMX KaK JIAKT03a, MaJIbT03a, JIAKTYJI03a U MajibTyJi03a. [ muko3uaHas OokoBast
IpyIna MOXKET SBJIATbCA JIMOO TIIFOKO3UAHOH, JMOO ranakTo3uaHo. JlomonHuTenpHbIe
NpUMEPDBL CaxapHbIX CIIUPTOB BKJIHOYAKOT 663 OrpaHUYCHUSA TJIFOUUT, MAJIbTHUT, JIAKTUT U
M30MaJIbTyJ103y. B OTHOM BapuaHTe OCY LIECTBJICHUS CaXxap BbIOpaH U3 TPYIINbI, COCTOSLIEH 13
Tperano3bl, JaKTO3bl, MaHHHTA, pa@UHO3bI M caxapo3bl. B KOHKPETHBIX BapHaHTaX
OCyHIECTBJICHHUA B OINHUCAHHBIX B HAHHOM JOKYMCHTE COCTaBaxX TPErajo3dy IMPUMCHAKT B
Ka4eCTBE caxapa. B KOHKPETHBIX BapHAaHTaX OCYILICCTBJICHNMSA B OINHNCAHHBIX B JaHHOM
JOKYMEHTE COCTaBax caxapo3y MPUMEHSIOT B Ka4eCTBE caxapa.

COOTBETCTBEHHO, KOJIMYECTBO caxapa, HalpUMep TPEraio3bl, B OMUCAHHOM B JAHHOM
JOKYMEHTE COCTaBe COCTABJISIET OT MpuOm3uTeNbHO 1% (Bec/o0bem) no npudimsurensHo 10%

(Bec/00bem). Ecnin He yka3aHO WHOE, TO MPOLEHTHAS 10Js1 KOMITIOHEHTa (%), UCTIONb3yeMasi B
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TAaHHOM JIOKYMEHTe, yKa3biBaeT % Ha Bec/oObeM (Bec/o0beM). B THUNMMUHBIX BapuaHTax
OCYLIECTBJICHHsI KOJIMYECTBO Caxapa B OMHUCAHHOM B JAHHOM JJOKyMEHTe (papMaLeBTHYECKOM
COCTaBe COCTABJISIET OT MpHUOIH3UTENBbHO 1% (Bec/o0bem) no npudnusutenbHo 8% (Bec/o0bem)
win ot npubmusurenbHo 2% (Bec/oObem) nmo mnpubmmsutensHo 6% (Bec/oObeM), OT
npubau3uTensHo 2% (Bec/00beM) 1o mpubnusutenbHo 5% (Bec/00beM), OT MPUOITU3UTETHHO
3% (Bec/0O0bemM) o npubamsuTeabHo 5% (Bec/oobeM) wu npudausurensHo 1% (Bec/o0bem),
npubmu3uTensHo 2% (Bec/oObem), mpubnusurensHo 3% (Bec/00beM), npudam3uTensHo 4%
(Bec/00beM), npubmmzutrensHo 5% (Bec/oObeMm), mnpubmM3UTENBHO 6% (Bec/0ObeM),
npubmusuTensHo 7% (Bec/o0bem), mpubnusurensHo 8% (Bec/oObeM), mpudamsuTensHo 9%
(Bec/00bem) mu npudnusurepHo 10% (Bec/oObeM), BKITIOUast JTF0ObIe 3HAYSHUS U TUATIA30HbI
B MpeJesiax 3TUX JUaNa30HOB.

OmnucaHHbIe B JTaHHOM JOKYMEHTE COCTaBbl COOTBETCTBEHHO COZIEPIKAT MIOBEPXHOCTHO-
AKTHBHOE BELECTBO.

TepMuH "MOBEpXHOCTHO-aKTUBHOE BELECTBO", UCIIONb3YEMbIil B JaHHOM JIOKY MEHTE,
OTHOCHTCS K OpraHHMYECKHM BEIIECTBAM, XapaKTEpU3YIOLIMMCS aM(QUIATHYECKUMH
CTPYKTYpaMH, a HMEHHO, OHH COCTOAT W3 TPYNI MPOTUBOMOJOXHBIX TEHACHLHH
PacTBOPUMOCTH, OOBIYHO MAaCJIOPACTBOPUMON YIIIEBOAOPOIHON LENMU U BOJOPACTBOPUMOM
WOHHOHM rpynmel. B 3aBUCHMOCTH OT 3apsiia MOBEPXHOCTHO-aKTHBHOTO KOMIIOHEHTA
NOBEPXHOCTHO-AKTHUBHBIE BEINECTBA MOIYT OBbITh KJIACCH(UIMPOBAHBI HA AHUOHHBIE,
KaTHOHHBIE WM HEHOHHBbIE ITOBEPXHOCTHO-aKTHUBHbIE BeINeCTBa. [lOBEpXHOCTHO-aKTUBHbIC
BEIIECTBA YacTO MNPHMEHSIOTCS B KA4eCTBE  CMAYMBAIOIIMX, OMYJbTHPYIOLINX,
COMIOOMIM3UPYIOIIMX W TUCIIEPTHPYIOMIMX CPEACTB Ul Pa3IMYHbIX (papMaleBTUIECKUX
COCTAaBOB M MpENaparoB OMOJOrMYECKUX MaTepHasiioB. B OMUCAHHBIX B JaHHOM JOKYMEHTE
(papMaLeBTHYECKUX COCTaBaX MOTYT TMPUMEHSTHCS (PapMaleBTUYECKH MPUEMIIEMbIE
NIOBEPXHOCTHO-aKTHBHBIE BELIECTBA, TaKHe Kak rmonucopbatel (Hampumep, monucopdatst 20,
40, 60 wmm 80), mnonmokcamepbl (Hampumep, moiokcamep 188); TpuUTOH, HaTpus
OKTWITJIUKO3UA, JIaypWil-, MUPUCTHJI-, JIMHOJEWI- MU CTeapuicyibpoOeTanH; Jaypui-,
MHPHUCTWI-, JHHOJEWI- WIH CTEaPUJICAPKO3MH, JHHOJEHI-, MUPUCTUII- WK LETUIOETauH;
JIay pOAMHUIONPONUI-, KOKAMHUAOMPOIWI-, JHHOJEAMHUIONPOIII-, MHPUCTAMHUIONPOIIII-,
NaJbMUZONPOIIII- WM H30CTeapaMHUIONponuIOeTant (Hampumep, JaypoaMHUIONpPOIHI);
MHPHCTAMHUAONPOIII-,  NaJbMHAONPONWI- WJIH  H30CTeapaMUAONPONIIIUMETUIAMUH;
HATPUHMETWIKOKOUJI- WIM JUHATpuiiMeTuinoneunraypar, a Takke cepun MONAQUA™
(Mona Industries, Inc., [Tatepcon, Hero-/I>xepcu), MOMMA THIITINKOIb, TTOJUTIPOIMITINKOIb U

COIOJIMMEPBl 3TWJIEHA M MPONWIEHITHKONSA (Hanpumep, mmopoHuky, PF68 u T.1m.).
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CoOTBETCTBEHHO, TOBEPXHOCTHO-aKTUBHOE BEINECTBO IMPENCTaBisieT CO0Ooi mosmcopoar,
BKJIIOYas, Hanpumep, noiucopbar-20, nonmucopdar-40, monucopdbar-60 u nonucopbar-80. B
OITHOM BapUaHTE OCYINECTBJICHHS MMOBEPXHOCTHO-aKTUBHOE BELIECTBO IMPENCTaBISET COOOMU
nonucopoar-80.

CoOTBETCTBEHHO, OMHUCAHHbBIE B TAHHOM JIOKYMEHTE COCTaBbI COAEPIKAT TOBEPXHOCTHO-
AKTHUBHOE BEILECTBO (COOTBETCTBEHHO MOJUcOpOaT-80) B KOMUUYECTBE, COCTABJISIOLIEM OT
npubmuzutenbHo 0,001% no mpudausutenbho 0,5% (Bec/o0beM), Ooniee MPEANOYTHTETHHO OT
npubmusutensHo 0,002% no npubnmsurensHo 0,1% MOBEPXHOCTHO-aKTHBHOTO BELIECTBA,
Harpumep oT npudmsutenbHo 0,01% no npubmusurtensHo 0,2%, ot npubnusutensHo 0,02%
no mpudmmsutensHo 0,1%, ot mpubmmsurensho 0,02% no npubmusurensHo 0,07%, ot
npubmmsutensio  0,03% mo npubmmsurensHo 0,06%, ot npubmusurensHo 0,04% mo
npubmm3utensio  0,06% wmm  mpudmmutensio  0,02%, mpubmmsurensro  0,025%,
npubnmusutensHo 0,03%, npudbnusurtensHo 0,035% npudnusurtensHo 0,04%, MpHOTU3UTETBHO
0,045%, mnpubmusurensHo 0,05%, npubnusurensHo 0,055%, npubmmsurensHo 0,060%,
npubmm3utensio  0,065%,  mpubnumsurensno  0,07%,  npubmmsurensHo  0,075%,
npubmm3uTensHo 0,08%, mpudnusurensao 0,085%, npubdnusurensao 0,09%, npubIM3UTETHHO
0,095% wunu npudnusurensHo 0,1% NOBEPXHOCTHO-AKTHUBHOI'O BELIECTBA, BKIIIOYAS JIFOObIE
JMaTa30HbI WK 3HAYCHHS B MpeaeiaX dTUX JHAra30HOB.

OmnucanHble B JAHHOM JIOKYMEHTE COCTaBbl COOTBETCTBEHHO COZIEPKAT MOBEPXHOCTHO-
aKTUBHOE BeleCTBO U caxap. OmucaHHbIe B JAHHOM JOKYMEHTE COCTaBbl COOTBETCTBEHHO
COZepIKaT MOBEPXHOCTHO-AKTUBHOE BEIECTBO U OJIUH UJIH HECKOJIbKO Oy hepoB. OnrcaHHbIE B
JAHHOM JIOKYMEHTE COCTaBbl COOTBETCTBEHHO CONEPIKAT caxap U OJUH WM HECKOJbKO
OydepoB. OmnucaHHble B JaHHOM JOKYMEHTE COCTaBbl COOTBETCTBEHHO COIEpIKaT
MOBEPXHOCTHO-aKTUBHOE BEIECTBO, CaXxap W OJUH WK HECKOJBKO Oy (hepoB.

OnucaHHble B JAaHHOM JOKYMEHTE COCTAaBbl TAK)KE€ MOTYT BKIKOYATh OIHO WU
HECKOJIbKO JOTOJIHUTETBHBIX BCIIOMOTATEIbHBIX BEIECTB, B TOM YHUCJIE, HATIPUMED, OJTHO WU
HECKOJIbKO U3 CaxapoB, COJieH, aMHUHOKHCIIOT, IOJIMOJIOB, XeJaTOOOpasyIoIUX CPeNCTB,

SMYJIbIaTOPOB W/WIIN KOHCEPBAHTOB.

Dapmayeemuyueckoe npuMeHeHue

CocTaBbl MO HACTOSIEMy H300PETEHUIO MPEANOYTUTENIBHO IPENCTABISIIOT COOOMH
¢dapmaneBruyeckne coctaBbl. COOTBETCTBEHHO, OINUCAHHbIE B JAHHOM JIOKYMEHTE
dapMarieBTUYECKHE COCTaBbl SIBIAIOTCSA '(PapMaleBTUUECKU TNPUEMIEMBIMH' |, TaKUM

oOpazom, OylyT COOTBETCTBOBATh HEOOXOAMMBIM YTBEP KIEHHBIM TpeOOBaHUAM, TPeOyeMbIM
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Perymupyrommm opranom @enepanbHOrO MPAaBUTENBCTBA WIIM NPABUTENBCTBA INTATA WU
nepeuncinenHelM B @apmaxonee CIIIA, Esponeiickoii ¢Qapmakornee wmm apyroi
oOmenpu3HaHHON (papMakoriee ¢ TeM, YTOObI TOAJIeKAaTh MPUMEHEHHUIO Y )KHBOTHBIX, a Ooee
KOHKPETHO Y JIOAEH.

Hacrosimee nsobperenue npeaycmarpuBaet papMaleBTUUECKHH COCTaB, OMUCAHHBIHN
rae-mbo B TAaHHOM AOKYMEHTE, AJISi IPUMEHEHHs B KaueCTBe JIEKAPCTBEHHOT'O Iperaparta.
Hacrosimmee m3o0pereHune mpemycmarpuBaeT (papMaleBTHUYECKHUI COCTaB, OMHCAHHBIA TIe-
b0 B JAHHOM JOKYMEHTe, JJisi TPUMEHEHus B JedeHnHn 3a0oneBaHus. Hacrosimee
u300peTeHrne NpeayCcMaTpuBaeT Crocod JedeHusi 3a00yieBaHUsl Y CyObeKTa, BKIFOYAROIIMMA
BBeJIeHHEe CyOBbekTy (hapMaleBTHYECKOrO COCTaBa, OMHCAHHOIO TrAe-Tu00 B JaHHOM
nokyMeHTe. Takke B JAHHOM JJOKY MEHTE MPEIy CMOTPEHBI CITOCOOBI JieueHHs! Cy ObeKTa My TeM
BBEICHUSI CyOBEKTy TepaneBTHUeCKH >(PQPEKTHBHOIO KonudecTBa (HapMaleBTHIECKOTO
COCTaBa, OMMMCAHHOTO IAe-THO0 B JAHHOM AOKYMEHTE.

Hcnonb3yeMblii B JAHHOM JOKYMEHTE TEPMHH "CyOBeKT" BKIIFOYAET JIF000€ KUBOTHOE,
NpeCTaBIIIoNee COOOH YeIOBeKa, TN OTIMYHOE OT YeJIOBEKa JKUBOTHOE. TepMUH "OTIINYHOE
OT YeJIOBEKAa JKMBOTHOE" BKJIIOUAET BCEX IIO3BOHOYHBIX, Hampumep Oe3 OrpaHUYeHUs
MJIEKONIMTAIOIIMX M OTJIMYHBIX OT MJEKOMUTAONINX, TaKUX KaK HEYEeIOBEKOOOpa3HbIE
NPUMATBHI, OBIIBL, COOAKH, KOIIKH, JIOLIA!, KOPOBBI, LIBIIISATA, 36 MHOBOIHbIE, PENITUIINN U T. 1.
B onHOM BapHaHTe OCYIIECTBIEHUS CyObEKTOM SIBIISIETCS YEJIOBEK.

Hacrosimee n3o0peTeHne mpenycMaTpuBaeT Crioco0 JEYSHUs! MM MpeaynpekaeHns
3a0oneBaHysl y CyObeKTa, BKJIIOYAIOMNN BBeAEHHE CyOBEeKTy (hapMaleBTHIECKOTO COCTABa,
OMHUCAHHOTO TAE-THO0 B JaHHOM JOKyMeHTe. Takke B JaHHOM JOKYMEHTE MpPeayCMOTPEHBI
CHIOCOOBI JICYSHUS WK TIPEy peKaeHust 3a00eBaHus y CyOBeKTa MyTeM BBEACHUS CyOBbEKTY
TepaneBTHYECKU 3(P(PEKTUBHOIO KOJHMUECTBA (hapMaLleBTHYECKOTO COCTAaBa, OMHCAHHOTO THe-
100 B TAHHOM JIOKYMEHTE.

B onHOM BapHaHTe OCYIIECTBICHHUS CyOBbEKTOM SIBIISIETCS YeJIOBEK. B OHOM BapHuaHTe
OCYIIECTBIIEHHsSI CYOBEKTOM SIBJISIETCSl YEJIOBEK B BoO3pacrte a0 2 yeT. B ogHOM BapuaHTe
OCYILECTBIIEHHSI CYyOBEKTOM SIBJIIETCS] HEAOHOIIEHHBIH peOEHOK B BO3pACTe 10 6 HEAEIb.

B BapuaHTax OCyIIECTBJIEHHsSI COCTaB BBOIAT CYOBEKTY MOIKOKHO HIIM C MOMOIIBIO
UHBEKLIHH.

COOTBETCTBEHHO, COCTAaBbI MPEACTABISIFOT COOOH JKUAKUI COCTAB MIIH 3aMOPOKEHHBIN
COCTaB.

Takxke B  [aHHOM  JIOKYMEHTE  IpPENYCMOTPEHBbl  CIIOCOOBI  TOJyYEHUs

dapManieBTUYECKONH KOMIIO3MLIMY, BKJIIOYAIOLINE TMOJNyueHHe (papMaleBTUYECKOro COCTaBa,
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OMUCAHHOTO B JAHHOM JOKYMEHTE, U MOIXOISIIeH 3arpy3ku (papMareBTH4eCKOro CocTaBa B
puI ¢ 00pa3oBaHUEM MPEABAPUTEIHHO 3aMIOJHEHHOTO IITTPHIIA.

CoOTBETCTBEHHO, OMHCAHHbIE B JAHHOM JOKyMeHTe (hapMaleBTUUECKHE COCTaBbI
TMOJIyY€Hbl B CTEPUJIBHON BOJE WU PECyCIeHIUPOBAHbI B CTEPUIBHON BOJE ISl MHBEKIUH B
TpeOyemom oObeme.

B TUNUYHBIX BapHaHTaX OCYLIECTBJICHHUS (PapMaLleBTUUYECKUE COCTABbI HMEIOT 00BEM,
cocraBisitouuii - ot  mpubausutenbHo 0,1 Ma go  mpubnusurensHo 20,0 mui,  Gonee
NPEANOYTUTENIbHO OT mpuOamsurensio 0,5 v go  mpubmmsurensno 15,0 mn,  oT
npubmusutensHo 0,5 Mt 1o mpubnusurensHo 12,0 mu, ot mpubnusurensHo 1,0 M 1o
npubmm3utensHo 10,0 M, ot nmpubnusurensHo 1,0 Mn go npubnmsutrensHo 5,0 M, OT
npubnmusutensHo 1,0 mo  nmpubmusurensHo 2,0 Mm  wim mpubnusutensHo 0,5 M,
npubmm3uTensHo 0,6 Mit, mpudausutenbHo 0,7 M, npubnusutenbHo 0,8 MIT, TPUOITU3UTETHEHO
0,9 mn, npubmmsutensho 1,0 v, npubnusurensHo 1,1 M, npubmusurensHo 1,2 M,
npubnu3uTensHo 1,3 mut, mpubnusutensHo 1,4 M npuOnm3uTensHo 1,5 MII, MPHOIM3UTENBHO
1,6 mn, mpubmusurensro 1,7 o, npubnusurenpHo 1,8 M, npubmusurensHo 1,9 Mo,
npuOIM3UTENBHO 2,0 MJI, TPUOIU3UTENBHO 2,1 M1, MPUOTU3UTENHHO 2,2 MII, TPUOITU3UTEITEHO
2,3 i, npuOIU3UTENBHO 2,4 MJI, TPUONUBHTENBHO 2,5 MJI, TPHOIM3UTENLHO 2,6 MII,
npuOmm3uTeNbHO 2,7 My1,  mpuOmm3uTeNsHo 2,8 My,  mpuONMM3UTENbHO 2.9 M WM
npuOIM3UTENBHO 3,0 MJI, BKJIFOUAsl 3HAYSHHSI M TUATIa30HbI B TIPEJiesiaX STUX JHATIa30HOB.

X0oTa B MOAXOISIINX BapUaHTaX OCYLIECTBJIEHUS ONMCAHHBIE B JAHHOM JOKYMEHTE
(apMarieBTUYECKHE COCTABbI MPENCTABISIOT COOO0I KUIKHUE COCTABBI, T. €. (hapMaLeBTHYECKUE
COCTaBbI, TIOJyYE€HHBIE B CTEPUIIBHON Boe i Boae aist uabekuuii (WFI), papmanestrueckue
COCTaBbl  TaK:K€  MOIYT  SIBJISATbCS ~ 3aMOPOKEHHBIMH ~ COCTaBaMH  WJIM  paHee
O UTU3UPOBAHHBIME COCTABAMH.

Hacrosiimee n3o0pereHne Takxke OTHOCUTCS K JIMOPUIM3UPOBAHHOW Macce, KOTOPYIO
MO3KHO PaCTBOPSTH C HCIOJIB30BAHUEM TOJBKO CTEPUJIBHONU BOIBI C MONTyYEHHEM COCTaBa B
COOTBETCTBUM C HACTOSIIIMM H300pEeTeHHeM, OIMMCAHHBIM B JaHHOM JOKyMeHTe. byner
MOHATHO, 4YTO COOTHOIIEHHWE AHTHUTEJIO.MIOHHOE  BCIOMOTATEIbHOE  BEIIECTBO B
nruoUIN3UPOBaHHASL Macce OyIeT TaKUM ke, KaK U B COCTaBe MOCJie pacTBOpeHus.. B ogHOM
BapHAHTE OCYIIECTBJICHUS COOTHOIICHWE AHTHTEJIO:MOHHOE BCIIOMOTATENIbHOE BELIECTBO
HaxoauTcss B amamasone ot 450:1 go 40:1. B cnyuae ecnu coctaB ObUT THOQIITU3UPOBAH,
MPEJCTaBJICHHbIE B JAHHOM JOKYMEHTE KOHLEHTPALUU JJII COCTaBa MPEACTABIISTIOT COOOMU
KOHIICHTPALIUH TIOCJIE PACTBOPEHHUS, a CJIEAOBATEIBHO MPENCTABISIOT COO0N KOHLIEHTPALIUHU B

TaK Ha3blBA€MOM 'JIEKapCTBEHHOM IpoAykTe'. B kadecTBe npumepa, €Cid NPUMEHSETCs
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CTpaTerysi MOJIOBUHHOTO PACTBOPEHMS (B CIydae €CJiv MOJIOBHHA 00bEMa BOBL, Y AAJIEHHOH BO
BpeMs TMO(UIM3aLNH, BO3BPALIAETCS BO BPEMsI PACTBOPEHMs), TO 3aTE€M I1OCIIE PACTBOPEHHS
KOHLIEHTpALsI aHTUTeNa Oy IeT B [iBa pa3a Ooublile, YeM A0 JTHOPUIN3ALUY, T. €. YeM OHa ObL1a
B TaK HA3bIBAEMOH KOMIIO3MLIUU C "JIEKAPCTBEHHBIM BEINECTBOM" 10 JHO(MIH3ALUY.
CnemoBarenbHo, OyneT TOHATHO, 4YTO HAcTosimiee M300pEeTeHHE  JOMOJIHHTENIbHO
NpeyCcMaTPUBAET KOMITO3HIIMIO, KOTOPasi MOKET ObITh JTHMOPHIN3NPOBAaHA ¢ 00pa30BaHUEM
MO UITN3UPOBAHHONW MAcChl, TIe JHO(PHIN3UPOBAHHASI Macca MOXKET OBITh PacTBOpEHa C
UCTIOJIb30BAHHEM TOJIbKO CTEPUJIBHON BOABI C IOJyUYE€HHEM COCTaBa B COOTBETCTBUU C
HACTOSIIIUM H300pEeTeHHEeM, OMHCAHHBIM B JAHHOM JOKyMeHTe. [lomxopsigue CTpaTeruu
pacTBOopeHHss OyayT W3BECTHBI CHENHMAJNCTaM B JaHHOW oOmactu. B BapumaHrax
OCYILECTBIIEHHS JKETATENBbHO MOy YUTh 3aMOPOKEHHBIE COCTABBI IyTEM IOy YSHHUS KHIKOTO
(apManieBTUYECKOTO COCTaBa, KOTOPBIM ONMUCAaH B AAHHOM JOKYMEHTE, M 3aMOPa’KHBAHHUSI
COCTaBa B COOTBETCTBYIOIIMX YCIOBHsX. Hampumep, 3aMOpPOKEHHbIE COCTaBbI MOTYT OBITH
MOJTy4EHBbI MyTeM 3aMOPAXUBAHMS JKUIKHX COCTaBOB N0 Temmepatypbl MeHee 0°C, Oomnee
NPEANOUTUTENBHO 10 npudmmuTensHo -20°C, npubnusurensHo -40°C, npuOIU3UTENBHO -
60°C unm cooTBETCTBEHHO 110 npubam3uTenapHo -80°C. PapmanieBTHIECKUE COCTaBbI TAKXKE
COOTBETCTBEHHO IOJYyYAIOT B BUAE JKUAKHUX COCTABOB M XPAHAT INPH TEMIIEpaType OT
npubnusutensHo 2°C no npubnusutensHo 8°C unn npubnusutensHo 2°C, MpUOIU3UTENBHO
3°C, mpubmusurensHo 4°C, npubnusurensHo 5°C, nmpubnusurensHo 6°C, mpuOIU3HTETHEHO
7°C nnu npubnusurensHo 8°C.

[Togxonsmue  NPOTOKONBI M CHOCOOBI  MOJyYeHUs  JTHOQUIN3UPOBAHHBIX
(apMaleBTUYECKUX COCTABOB W3 JKUAKHX W/WJIN 3aMOPO’KEHHBIX COCTABOB HM3BECTHBI M3

YPOBHS TEXHUKHU.

Cmabunvnocms cocmagos

B TUMMUHBIX BapuaHTaX OCYIIECTBJIEHHS ONMHCAHHBIC B JAHHOM JTOKYMEHTE COCTABbI
SBJISTFOTCSL  CTAOMJIBHBIMH B TEUYCHUE JUIMTEIbHBIX IEPUONOB XPAHEHUS TPH KOMHATHOM
TEMIIepaType WK B AUANa30He TeMIepaTyp ot npudiamsurenasHo 2°C no npubnusurensHo 8°C,
npeanoutuTenbHo npu npudmmsurenasHo S°C. Kak ucmonbp3yercss B JaHHOM JOKYMEHTE,
KOMHATHAasi TeMIeparypa OOBIMHO HAaXOOUTCS B auamna3oHe oT npuommsurensHo 22°C mo
npubmusutensHo 25°C. Tlogxonsmme QapMaleBTHUECKHE COCTaBbl CTAOWJIBHBI IOCTE
XpaHeHUs1 MpH TeMneparype oT npudmusurensHo 2°C no npudmmsurensao 8°C (Hampumep,
npu 5°C) B TedeHMe MO MeHblIeld Mmepe mectu (6) Mmecsnes. Mcmonb3yemblii B JaHHOM

NOKYMEHTE TepMHUH "cTaOWibHBIE" B TeueHUe mepuona xpaHeHus (win "craOUiabHOCTHL"
y
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UCTIONB3YeTCs Il YKa3aHUsl TOTO, YTO COCTaBbl NMPOTHUBOCTOAT arperamyu, paspyllieHHo,
oOpazoBanuto nojyantuTen u/nin gparmenranny. CTaOMIBHOCT MOHOKJIOHATBHBIX aHTUTEI
MOXXHO OLEHHTb IO CTENEHU arperaiuy, paspylIieHus, oOpa3OBaHMs IOJNyaHTUTEN WIIH
¢dparmMeHTany, YTO U3IMEPSIETCS C IOMOIIBIO BBICOKOA(P(EKTUBHON HKCKIIO3HOHHOM
xpomarorpadpuu  (HPSEC), crarmyeckoro cBetopaccesiHust (SLS), wunbpaxpacHoii
cnekrpockonuu ¢ npeodpaszoBanrem Pypoe (FTIR), kpyrosoro nuxpomsma (CD), meronuk
pa3BepPTHIBAHUS C MCIIOJIb30BAHHEM MOYEBHHBI, (JIyOpeCLEHIIMH COOCTBEHHOrO TPpUNTOdaHa,
middepeHIManbHON CKaHUPYIOIEH KaJIOPUMETPUHM W/WIM MeTONUK CBsibiBaHHs ANS mo
CPABHEHHIO C 3TAJIOHOM.

OO0mast cTabrIbHOCTH (hapMaIeBTHYECKOTO COCTABA, COAEPIKAINEr0 MOHOKJIOHATbHBIE
aHTUTENIa, MOXXHO OLEHHTh C TIOMOLIBIO PA3JIMYHBIX HMMMYHOJIOTHYECKHX AHAJIU30B,
BKJIIOUaromux, Hanpumep, ELISA u pannonMMyHOaHaIN3 ¢ UCMOJIB30BAHUEM BbIIEICHHBIX
MOJIEKYJ1 aHTUT€HOB.

Hcnonp3yemass B AaHHOM JOKyMeHTe (ppaza "ypOBHM arperaudd OT HHU3KOrO [0
HEBBIIBJISIEMOT0" OTHOCUTCS K (DapMaleBTUYECKMM COCTaBaM, COAEPIKALIUM He Oosee uem
npubI3uTeNbHO 5%, He Oonee yem npudau3uTeNbHO 4%, He 60Jee YeM npudIM3UTENHHO 3%,
He Oonee yem npuOmmM3uTENbHO 2%, HEe Oonee deM nmpuOnusuTenbHo 1% wnu He Oornee yem
npubnusutensHo 0,5% arperatoB mo Becy Oenka, YTO H3MEPSIOT C MOMOIIBIO METOAMK
BbICOKO3(ppekTuBHON sKCKIO3nOHHONW Xpomatorpadpuu (HPSEC) wnm craTuueckoro
ceetopaccesiaust (SLS). CooTBeTCTBeHHO, (hapMaleBTHYECKHE COCTaBbl MPOSBISIIOT < 5,0%
arperaruu, 6osee npeanoyrutenbHo < 4,0% arperauuy, < 3,0% arperauuu, < 2,0% arperauuu,
< 1,0% arperauu win 0,5% arperaumuu. COOTBETCTBEHHO, XHIKHUE (hapMaLeBTHUECKUE
COCTaBbI M/MJIM 3aMOPO’KEHHbIE (hapMaLIeBTHUECKHE COCTaBbl MPOsBILIIOT < 5,0% arperauumu,
Oosiee mpenmoutuTeNibHO < 4,0% arperanvu, < 3,0% arperamnuy, < 2,0% arperauuu, < 1,0%
arperaiuu wim 0,5% arperamun.

Hcnonb3yemblii B JaHHOM JOKYMEHTE TEpMHUH "yPOBHU (pparMEHTALUH OT HIU3KOTO JI0
HEBBIIBJISIEMOT0" OTHOCHUTCS K (papMaieBTUYECKIM COCTABaM, COAEPIKALIIM PAaBHOE UM OoJiee
npubmusuTensHo 80%, npubiamsurensHo 85%, npubmmusurensHo 90%, npubdbausurensHO 95%,
npubnusutensHo 98% wim npubmusuTensHO 99% KONMMYECTBO OT OOINEro KOJHUYECTBa
MOHOKJIOHAJIbHOTO aHTHUTENA, HAPUMEP, B OAHOM ITHKE, YTO onpeaessitoT ¢ nomorusio HPSEC
win 3ekTpodopesa B BoccTaHasmBaromeM kammusipaoM rene (rCGE), npencrasisiromero
co0oii Hepa3pyIIEeHHOE MOHOKJIOHAJIbBHOE aHTUTEIIO WM €r0 Hepa3pyIleHHbIH (pparMeHT, U He
COZepIKALINM APYTUX OTAENbHBIX IMHUKOB, MPEAyCMaTPUBAIOIINX Oojiee YeM NMPHOIM3UTEIBHO

5%, Oonee uyem mnpubmusurenbHo 4%, Oosee uvem mnpubnusurenpbHo 3%, Oojee ueMm
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npubnusuTensHo 2%, 6onee ueM npudausutensHo 1% umn 6onee yem npudnusutensHO 0,5%
OT 0011Iero conepskaHusi MOHOKJIOHAJIBHOTO aHTuTeNna. dparMeHTaiusi MoxeT ObITh H3MepeHa
COOTBETCTBEHHO B MOHOKJIOHAJIbHBIX aHTUTeNNax 1gG4.

He xenass ObITh CBS3aHHBIMH TEOpHEH, IMOJATalOT, YTO CHIDKEHHE Camoarperauuu
NPOUCXOJUT BCIIEACTBUE YJIYUIIEHHOH KOJJIOMAHOW CTAOMJIBHOCTH, O Y€M CBHIETEIbCTBYET
MOBBIIIEHHOE 3HaueHue kJ{a.

B TUMUYHBIX BapHaHTaX OCYIIECTBJICHHs ONMHCAHHBIE B TAHHOM IOKYMEHTE COCTABbI
XapaKTEPU3YIOTCS MOHMKEHHOW OMajieCleHIell M YMEHbUICHHbIM pasnesieHuemM (a3 mpu
OTpENEeNIEHUH C TMOMOINBI BU3YAJIbHOTO HAOJIONEHHS, CBETOPACCESHUS, He(PEeIOMETPHH U
TYypOHIUMETPHYECKUX CIIOCOOOB.

JIOTIOTHUTETbHBIE BAPHAHTHI OCY IECTBIICHUS, TPU3HAKH U MPEHMYIIECTBA BAPUAHTOB
OCYIIECTBIIEHHs, a TaKK€ CTPYKTypa U OCYIIECTBICHHE pPAa3JIMYHBIX BApPHUAHTOB
OCYIIECTBIEHHUsI MOAPOOHO OMMCAaHBI HIDKE CO CChUIKOH Ha mpuiaraeMele rpaduueckue

MaTEpHalbl.

INPUMEPDBI

IHPUMEP 1. Coctas Ha ocHoBe IgG1

MEDI8897 mpencrasnsier coboit moHoknoHanpHOe aHTUTeNno IgGli-YTE uenoseka,
HarnpasjieHHoe npotus Oenka RSV-F. Tpu amunokucnoTHbIx 3amensl (M252Y/S254T/T256E;
HasbiBaeMble Y TE) B CH2-o6nactu Fc-gomena BBOAMIIN TS y BEJIMYEHUSI IIEPHOJA TIOJTY )KU3HU
MEDI8897 B cbiBopoTke KpoBu. MHpopmaums o mnocienosarenbHoctu ansi MEDIS897
npencrasieHa Ha purypax 1 u2. pl MEDI8897 usmepsiau ¢ nomomsto cIEF, u oHa cocTasisiia
6,4-6,7 ¢ rinaBHbIM NIHKOM TIpH 6,4. pl mepekpbiBaeTcs ¢ aAuana3zoHoM Oydepos cocrasa (5,5-
6,5), YTO mpeamojiaraeT BO3MOXHBIE TPYJHOCTH C W3TOTOBJICHHEM, COCTABJIEHHEM M
CTa0MJIBHOCTBIO TIPU XPAHEHHH.

Tepmuueckyro cradmnpHOCTE MEDI8897 m3mepsiiu ¢ momoibio nuddepeHnantbHONR
ckaHupyrome kajgopumerpun. OOHapyxunn, 4ro 3HadeHne Tm1 cocrasmio 61°C, Torna kak

Tm2 coctasuno 82°C. 3nauenue Tm1 61°C coorBercTByeT kpurepusim CDTP Tm1 > 50°C.

0630p cmabunsnocmu
[Tocne nonyuerns MEDI8897 B crannapTHOM nposiBouHOM Oydepe (25 MM ructunu,
7% caxapo3ssl, pH 6,0) Habmonanu paspenenue ¢a3z npu 2-8°C. Cioli cynepHaTaHTa UME

KOHLEHTpanuio Oenka 75 mr/mi, Torga kKak HIkHMHA cinoit umen - 125 mr/mn. Ilocne
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ypaBHoBewmmBaHus pu 25°C nBe pa3nuyHbIX (Has3bl HCUE3NN 1 HAOIIOAAH TOJIBKO OHY (asy.
ITonaratoT, uro pazgenenue ¢as npu 2-8°C npoucxoamno usz-3a pl MEDI8897, koropas 6mu3ka
k pH cocraBa, coctasisromeMmy 6,0. bbulo Ha4aTO MCCIENOBATENBCKOE U3YUYEHUE C LENbHO
noucka Oojee moaxonsuiero cocraBa Oydepa mns oueHku cradunpHOocTH MEDI8897,
HAIPaBJIEHHOTO Ha COCTOSIHHE, KOTOPO€ MOAMEP’KUBAJIO PACTBOPUMOCTh M IPENOTBPALLAIO
paznenenue paz MEDI8S897 mpu 100 mr/mt.

CocraBieHue B CTaHAAPTHOM MposiBOUHOM Oydepe (25 MM ructuaus, 7% caxapo3bl)
npu pH < 5,9 wnu > 6,7 ¢ ymenbiuenuem pasnenenust ¢a3. Jodasnenue 75 MM NaCl B
nposiBouHbll Oydep or pH 5,0 mo 6,7 takke ymenewmano paszpenenue (a3. Haxower,
anieraTHbIll 1 QocdaTHbiil Oydepnl npu 3HaueHUsx pH B cTropoHy oT pl Takke yMeHbIIaIH
paznenenue ¢pa3. Ha oCHOBaHUM 3THX CKPHHUHTOBBIX UCCIIEIOBAHUN U MPEIbINY X CBEACHUN
o mAb c pl B mpocTpaHCTBE cocTaBa, It OLEHKU ObLT BBIOPAH alIbTEPHATUBHBIN MPOSIBOYHBIN

oydep (25 MM His/HisHCI, 75 MM NaCl, 4% caxapossl, 0,02% PS80, pH 6,0).

Hccneoosanus ¢ onpedenenuem x/la

Jlns mepBOro CKpUHHMHIA B OTHOIIEHWH K/la BCce oOpasubl OIEHHWBAIM B OCHOBHOM
Oydepe, 25 MM ructuanna, pH 5,5, ¢ 2-10 mr/mn ipu 25°C. Drot Oydep Obu1 BEIOpaH BMECTO
pH 6,0 noromy, utro MEDI8897 Gonee pactsopum npu pH 5,5, obneruas usmepenust DLS,
KOTOpPBIE Uy BCTBUTEIIbHBI K HEPACTBOPUMbIM HacTHLiaM. IOHHBIE BCIOMOraTeNbHbIE BELIECTBA,
Brirouast apruanH-HCI, musun-HCl u NaCl, ouenuBanu npu koHueHTpauusix 10, 25, 50, 75 u
100 MM. Kpome toro, mpomuH, amanuH, Na:SOs4 U TUCTUAMH OLEHUBAJIU TOJIBKO IIPH
koHueHTpauuu 100 MM. Hakonen, 2, 4 u 6% caxapo3bl OLIEHUBAJIH, YTOOBI OINPEIENUTH,
BIMSET JIM Caxapo3a Ha Oeyok-OesKoBble B3aUMOAEHCTBUS. Bce yClOBHS CpaBHHMBAIHU C
OydpepupiM koHTpOJEM (25 MM ructuguna, pH 5,5).

KonTponpHble  00pasubl MNPOAEMOHCTPUPOBAIN  OTYETJIHMBBIE  O€JIOK-OEIKOBbIE
B3aUMOJICUCTBYs, MPUYEM FHIPOANHAMUYECKUN PaiuyC yBeIuduBaics ¢ 6,2 no 7,8 HMm npu 2-
10 mr/mn.  ApruauH-HCl, musua-HClI u NaCl nponeMoHCTpupOBadu CHIKEHHE OeoK-
OenKOBBIX B3aUMOACHCTBUI, HAYMHAS C KOHLEHTpaumi 25 MM, O 4eM CBUIETENbCTBYET
OTCYTCTBHME YBEJIMYEHHUs] TUAPOAMHAMUYECKOTrO pasMepa B JUala3oHe KOHLIEHTpauui 2-
10 mr/mn. Kakux-nubo gomonHuTenbHbIX 3¢ ¢extoB Mexny 25 u 100 MM He Habmoaanocs.
Ilpn xonuentpaumu 100 MM npomuH u ananuH npogeMoHcTpupoBanu PPIL, cxopneli ¢
KOHTposeM, Torna kak NaxSOs4 u ructuausH ymesbwianu PPI. Hakonern, koHLeHTpauus
caxapo3bl He MPOAEMOHCTPUPOBAia Kakoro-mubdo BiausiHus Ha PPI. DTH naHHbIe MOKa3bIBAIOT,

4TO 3apsbkeHHble BcriomorarenbHble BemecTBa (Arg-HCI, Lys-HCl, ructumun u Na2SOs)
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CMSITYAIOT O€JIOK-OEIKOBBIE BSaHMOHeﬁCTBHﬂ, B TO BPEMA KakK HeﬁTpaJ’Ibele BCIIOMOTI'aTCJIBHBIC
BeIecTBa (caxaposa, MposvH, anaHuH) He yMmeHbinatoT PPIL. CrnenosarenbHo, noGasieHue

MOHHBIX BCIIOMOTaTeNbHBIX BeuecTs pu pH 5,5 nonmkano pasaenenue gas npu 100 mr/mi.

Oyenka cmabunenocmu npu 40°C
Ha ocHOBaHMM CKpUHMHTA B OTHOIIEHHNH K/{a, HECKOJIBKO Y CIIOBHI ObLIH BBIOPAHbI AJIS
oueHku crabuipHocTu npu 40°C. B Tabnume 11 nmpuBeneHbl yCIOBUS COCTaBa M CKOPOCTH

paspylienust B TedeHue 1 mecsiia, Habmogaembie mpu 40°C.

Ta6auua 11. [okazarenun crabuabHocTH mpu 40°C, ckpuHHHrOBOe HcciaenoBaHue 1
COCTABA - CKPUHHUHT BCIIOMOTaTeJILHOI0 BElecTBa

Homep Bcnomora- | Konn. (MM) % wmon./mec. | % arr./mec. | %
TeJbHOe ¢ppar./mec.
BelecTBO
1 NaCl 25 -5,9 42 1,8
2 NaCl 75 -6,1 4,1 1,9
3 NaCl 95 -5,4 3,5 1,9
4 NaCl 120 -5,4 3,5 1,9
5 Arg-HCI 25 -5,4 3,5 1,8
6 Arg-HCI 75 -4.8 2,8 2,0
7 Arg-HCI 95 -4.5 2,6 1,9
8 Arg-HCI 120 -4.8 2,8 2,0
9 Lys-HCl 25 -5,7 3,9 1,9
10 Lys-HCI 75 -5,0 2,7 2.3
11 Lys-HCI 95 -5,1 3,1 2,0
12 Lys-HCI 120 -49 2,9 2,0

OcHoBHbIM Oy (hepoM IJIst 3TOrO UCCIenoBaHus siBysuics 25 MM ructuauna, pH 6,0

JlaHHO€ WCCIIEOBAaHNE WJUIIOCTPUPYET, YTO APrUHUH M JIM3UH SBJSIIOTCS Ooee
crabmmmsupyrommmy, deM NaCl. Kpome Toro, 75MM  u  BblIEé TO-BUAHMOMY
cTa0mIn3npoBaHbl NpoTHB arperauni. OCHOBBIBASICH HA 5TOM HCCIIEAOBAHUH, APTUHUH OBLT
BIOpaH B KadecTBe HaubOojee CTa0WIMBUPYIOMIEro, COACWCTBYIOMEro JHO(In3anu

BCIIOMOTATEJIbHOTO BEIECTBA, U ObLI MIEPEHECEH B CIEAYIOLIYIO CEPHIO UCCIIEIOBAHMN.
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Cmabunvnocmuo JIEKAPCMBEHHO20 npooykma Ha 3AKI0YUMENTbHOM yuxie

TUOPUAUBAYUSY MUNUYHBIH MAMEPUAT

CTaOuibHOCTD OLICHHMBAJIM B HAYYHBIX UCCIIEOBAHUSAX O COCTaBaX, YTOOBI JOMOJIHUTD
UCCIIeIOBaHMS CTAOMIIBHOCTH, obecnieunBaroiue IND, mockosbky 3T0 ObUT epBbIA TUITHYHbBIA
MaTepuall, 3aBepIIuBIIN cTaanio Tnodunnsaunn. Tpu Mecsina coOMpaiy TaHHbIE I COCTaBa
nociae pactBopenuss 100 mr/mn B 30 MM L-ructuguHa/L-ructuauHa  TUAPOXJIOPUAA
moHoruzpare, 80 MM L-apruauna rugpoxiopuna, 120 MM caxapossl, 0,04% (Bec/oObem)
noyucopbara 80, pH 6,0. Pesynbrarel mokasanel Ha ¢urype 3. Xpanenue mnpu 2-8°C
NPOJIEMOHCTPUPOBAJIO TMPAKTUYECKH OTCYTCTBHE KAKUX-THOO W3MEHEHWH B TEUEHHE 3-
MECSIYHOTO TIEPHOJA, YTO MOATBEPIKAAET MPUTOJHOCTh COCTABA U LMKJIA JTUOPUIH3ALNN TSI
KJIMHAYECKOrO NMpUMeHeHUs1. TakuMm o0pa3om, 5TH AaHHbIE JEMOHCTPUPYIOT TO, YTO COCTaB
o0ecreynBaeT MOAXOIAINYI0 CTAOMIBHOCT U PACTBOPUMOCTD U ITOJXOANT B KAUECTBE COCTaBa

s nukia 1.

Tabauua 12. KpaTkoe u3jio’keHHe JaHHbIX 0 CTAOUJIBHOCTH JIEKAPCTBEHHOI 0
NPOAYKTA 3a 3 Mecsila

HIAC HIAC E < B
Temneparypa | (10 25 HOJIOTHYeCKHH pems VI KF
aHaJIH3 pacTs.
MKM) MKM)
2-8°C 216 108 97% 2mun. | <STDI 1,3%
25°C 522 90 97% 3mun. | <STDI 1,4%
40°C 126 0 90% 3mun. | <STD2 1,7%

Bce noxyMeHTBI, MaTEHTBI, CTATbU B HAYYHBIX JXypHajaXx U JpyTrue MaTepuasbl,
YIOMSHYTBIE B HaHHOﬁ 3as4BKE, BKIIFOUYECHBI B I[aHHbeI AOKYMEHT NIOCPEACTBOM CCBIJIKH.

XoTst HacTosiiee n300peTeHre ObUIO B MOJHOM Mepe OMUCAHO BMECTE C HECKOJIbKUMHU
BapUAHTAMHU €r0 OCYLIECTBJIEHHsI CO CChUIKOH Ha MpHJararourecs rpaguyeckie MaTepHabl,
CICAYET MOHUMATD, YTO PA3JIUYHbIC U3MCHCHUA U MOI[I/I(bI/IKaL[I/II/I MOTYT 6bITb OYEBUOHBI IJIA
CTHEeLMAIMCTOB B JaHHOU obOnacTu. Takue n3MeHeHus1 1 MOIU(UKALIUH CIEey€eT NOHUMATh KaK
BKJIFOUYEHHbIE B 00BEM HACTOSIIETO W300pETEHHs], KOTOPBIA OMpPENeNsaeTcs] MPUIararoeincs
(dbopMy IOl H300peTeHuUs, €CJIU TOJBKO OHU HE OTKJIOHSIFOTCS OT HETO.

Hacrosiee nsobperenne MoxeT ObITh TOMOJIHUTEIbHBIN OMPENeIeHO ¢ MOMOIIBIO CChUTKH Ha
ClieAyrOIIKe TIPOHY MEPOBAHHBIE TTYHKTHL.

Ilynkr 1. Cocras, copepxaluii:
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1. MOHOKJIMHaJNbHOE aHTuTeso K RSV u
i. HOHHOE BCIIOMOIaTeJIbHOE BEIECTBO;
rI€ MOHOKJIOHAJIBHOE AHTHUTEJO TPUCYTCTBYET B KOHLEHTPALMM, COCTABISAIOLIEH
npuOnm3uTensHo S0 Mr/mut unn Gosnble (Hanpumep, OT npudIM3HTENBbHO SO MI/MIT 10
npuOmmsutensHo 200 Mr/min, 10 npubau3uTensHO 175 Mr/mi, m0 npuOIUSUTENBHO
165 mr/mn, no nmpubmmsurenapro 150 Mr/n wnu 1o npubnusutensHo 125 mr/min), u
MOHHOE BCIIOMOTaTeNIbHOE BELECTBO MPHUCYTCTBYET B KOHIIEHTPALUS], COCTABIISAIOLIEH
ot npubmusurensbHo S0 no npudnusurensHo 150 MM, u coctaB xapaktepusyercst pH,
COCTABJISIFOLIMM OT MPUOM3UTENHHO 5,5 10 NpUOIM3UTENBHO 7,5.
IlyHkT 2. CoctaB B COOTBETCTBUM C NYHKTOM 1, IZlé MOHOKJIOHAJbHOE AaHTHUTEIO
xapakrepusyercs pl, Haxonsawmelicsa B quanasone ot pH 6,4 no pH 7,5.
IlyHkT 3. CoctaB B COOTBETCTBUHU C MYHKTOM | WM MyHKTOM 2, I/leé MOHOKJIOHAJIBHOE
aHTUTENO XapakTepusyercs pl, Haxopsimeiicst B mpenenax npuonusurtensHo pH 6,4.
Ilynxkr 4. CoctaB B COOTBETCTBUM C JIIOOBIM W3 MPEObIAYIINX IYHKTOB, TI7I€
MOHOKJIOHAJIbHOE aHTUTEJIO PEACTABIsIET COOOH MOHOKJIOHaNBbHOE aHTuTeno IgGl.
ITyHkT 5. CoctaB B COOTBETCTBUM C JIIOOBIM W3 TMPEObIAYLINX IYHKTOB, TI7€
MOHOKJIOHAJIbHOE aHTHUTEJIO ColepkUT nocneaosarenbHoctu CDR nerxoii nenu:
CDR-LI1 ¢ SEQ ID NO: 3,
CDR-L2 ¢ SEQ ID NO: 4,
CDR-L3 ¢ SEQ ID NO: 5,
u nocaenosarenabHoctu CDR Tspxenoii nenu:
CDR-H1 ¢ SEQ ID NO: 6,
CDR-H2 ¢ SEQ ID NO: 7,
CDR-H3 ¢ SEQ ID NO: 8.
IlyHKkT 6. CoctaB B COOTBETCTBUM C JIIOOBIM W3 TMPEObIAYLINX IyHKTOB, TIJI€
MOHOKJIOHAJIbHOE aHTUTENIO CONEPKUT IMOCIIENOBATENIbHOCTh BapruabeabHON 00JIacTH JIeTKOM
uerw ¢ SEQ ID NO: 9 u nocnenoBaTeibHOCTh BapuadebHOM obnactu Tsokenon nenu ¢ SEQ
ID NO: 10.
Ilynkt 7. CoctaB B COOTBETCTBUM C JIIOOBIM W3 TMPEObIAYLINX IYHKTOB, TI7I€
MOHOKJIOHAJIbHOE aHTUTEJIO COIEPKHUT MOCIEN0BaTENbHOCTD Jierkoi nenu ¢ SEQ ID NO: 1 u
MOCJIEIOBATENIFHOCTD TsikeJion neru ¢ SEQ ID NO: 2.
ITynxkr 8. CocraB B COOTBETCTBMM C JIIOOBIM M3 TPENbIIyIIUX MYHKTOB, THE
MOHOKJIOHAJIbHOE aHTUTENIO NMPUCYTCTBYET B COCTaB€ B KOHLIEHTPALIUM, COCTABJSIOLIEH OT

npubnusutensHo 100 mr/min o npubnusurenbHo 165 Mr/m.
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IlyHkT 9. CoctaB B COOTBETCTBUM C IYHKTOM 8, IZle MOHOKJIOHAJBHOE AHTUTENO
NPUCYTCTBYET B COCTABE B KOHLIEHTPALIMH, COCTABIIAOLIEH npubnusurensHo 100 mr/m.
Ilynxr 10. CocTtaB B COOTBETCTBUU C JIOOBIM W3 MPEBIAYIIUX IYHKTOB, 7€ COCTaB
xapakTepusyroTcss pH, Haxomsmmmcss B auamasoHe OT mnpubmusutensHo pH 5,7 no
npudnusurtensHo pH 6, 1.

Ilynkr 11. CocraB B coorBercTBUU C NMyHKTOM 10, roe cocrtaB xapakrepusyrorcs pH,
COCTABJISIIOLINM MpuOM3uTensHo pH 6,0.

ITynkT 12. CoctaB B COOTBETCTBHH C JIFOOBIM M3 MPEObIAYLINX IyHKTOB, TA€ HOHHOE

BCIIOMOTaTCJIbHOC BEIIECCTBO MPEACTABIIACT c000i1 COJIb.

Ilynkr 13. CocraB B COOTBETCTBHH C Iy HKTOM 12, rie oMb npencTaBisieT COO0H apruHUHA
TUPOXJIOPHUL.
Ilynkt 14. CoctaB B COOTBETCTBUU C JIOOBIM W3 MPEABIAYIINX IMYHKTOB, I7le€ HOHHOE

BCIIOMOIaTE€JIbHOE  BELIECTBO MNPUCYTCTBYET B  KOHLEHTPALMM, COCTaBISIOIIEH  OT
npubnusuTensHo 75 MM o npubnmurensHo 100 MM.

Ilynkr 15. CocTtaB B COOTBETCTBUU C TyHKTOM 14, rae HOHHOE BCIIOMOTaTeIbHOE BEILECTBO
NPUCYTCTBY €T B KOHLIEHTPALNH, COCTABIISIFOIIEH pubmusuTenbHo 80 MM.

Ilyskr 16. CocTtaB B COOTBETCTBUU C JIOOBIM W3 MPEbIAYINUX IYHKTOB, INl€ COCTaB

AOIMOJIHUTEIIbHO COACPIKUT Caxap.

Ilynkr 17. CocraB B COOTBETCTBHHM C NyHKTOM 16, rae caxap mpencraBiseT coOoii
caxaposy.
IlynkT 18. CocraB B COOTBETCTBHH C JIIOOBIM M3 TyHKTOB 16-17, roe caxap mpUCyTCTBYeT

B KOHIIEHTPAIMH, COCTaBJIsOEN oT mpudu3uTesnbHo 100 MM o npubnusurensHo 140 MM.
Ilynxr 19. CoctaB B COOTBETCTBHM C MNyHKTOM 18, rhme caxap MNpPUCYTCTBYET B
KOHLIEHTPALMH, COCTABJIIIOLICH mpuOnm3uTenbHo 120 MM.

IIynxT 20. CoctaB B COOTBETCTBUU C JIFOOBIM W3 TPEABIAYIIUX IYHKTOB, INl€ COCTaB
JOTIOJTHUTETBHO COAEPKUT OIUH HITH HECKOJIbKO Oy (hepoB.

Ilynkr 21. CoctaB B COOTBETCTBUHM ¢ MyHKTOM 20, re OOWH HJIM HECKOJBKO Oydepos
BBIOpAHBI U3 TUCTHIWHA, THCTUIMHA THAPOXJIOPUAA U TUCTHINHA/TUCTUANHA THAPOXJIOPUA.

IlynxT 22. CoctaB B COOTBETCTBUHM C NMyHKTOM 21, rae OOWH WM HECKOJBKO Oydepos
NPEeACTaBISIIOT co00i L-ructnans/L-rucTuanHa ruapoxaopuia MOHOTHIPAT.

CoctaB B COOTBETCTBHH C JIFOOBIM U3 NMyHKTOB 20-23, rae OXWH WM HECKOJIBbKO Oydepos
NPUCYTCTBYIOT B KOHLEHTpAIMM, COCTaBJsiomed ot mnpudbmmurensHo 10 MM o

npubau3uTensHo S0 MM.



44
Ilynxkr 23. CocTaB B COOTBETCTBUU C MYyHKTOM 23, TAe OOUH WM HECKOJbKO Oydepon
NPUCYTCTBYIOT B KOHLIEHTPALMH, COCTABIAIOLIEH MpuOMu3nTesnbHo 30 MM.

Ilynxr 24. CocTtaB B COOTBETCTBUU C JIOOBIM W3 MPEBIAYIIUX IYHKTOB, 7€ COCTaB
JOTIOJIHUTENBHO COAEPIKUT MOBEPXHOCTHO-AKTUBHOE BEILLECTBO.

Ilynkr 25. CocTtaB B COOTBETCTBHUHU C IyHKTOM 25, I/ie TOBEPXHOCTHO-aKTHBHOE BELIECTBO
npenacTasJsier coboi monmucopoar.

IlyHkT 26. CocTaB B COOTBETCTBHUHU C IYHKTOM 26, I7l€ MOBEPXHOCTHO-aKTHUBHOE BEIIECTBO
npenacrasJsier codoi monmcop6at-30.

IlynkT 27. CocraB B COOTBETCTBHH C JIFOOBIM M3 MYyHKTOB 25-27, rne MOBEPXHOCTHO-
AKTHUBHOE BELIECTBO IPUCYTCTBYET B COCTaB€ B KOHLEHTPALMH, COCTABJISAKOLIEH OT
npubmmsutensHo 0,001% (Bec/o6bem) no npudbnusureasHo 0,07% (Bec/00bem).

IlyHkT 28. CocTtaB B COOTBETCTBUU C MMyHKTOM 28, r/ie IOBEPXHOCTHO-aKTUBHOE BEILECTBO
NPUCYTCTBYET B COCTaBE B KOHLEHTpAaLUWH, cocTaBisomeil npubnusutensHo 0,02%
(Bec/0Obem).

IlynxT 29. CoctaB B COOTBETCTBUU C JIIOOBIM W3 TPEABIAYIIUX IYHKTOB, INI€ COCTaB
JOMOJHUTENBHO COAEPKUT OJHO MM HECKOJBKO JOMOJHUTEIBHBIX BCIIOMOIaTENIbHbIX
BELIECTB, B TOM YMHCJIE, HAIIPUMEDP, OJHO WUJIM HECKOJBKO M3 CaxapoB, COJEH, aMUHOKHUCIIOT,
HIOJIMOJIOB, XEJIATOOOPA3YIOLINX CPENCTB, SMYJIBI'ATOPOB HU/MUIIU KOHCEPBAHTOB.

Ilynkt 30. CoctaB B COOTBETCTBHUH C JIIOOBIM M3 MyHKTOB 1-29, KOTOPBIN NpeACTaBiIseT
coboii apmarieBTUYECK i COCTAB.

Ilynkr 31. ®apMaLEeBTUYECKUI COCTAB B COOTBETCTBUU C MyHKTOM 30 /11 IPUMEHEHHUS B
Ka4yeCTBe JIEKAPCTBEHHOIO Mpernapara.

IlynkT 32. PapmaleBTUYECKUI COCTaB B COOTBETCTBUM C IMyHKTOM 31 1 npUMeHEeHUs B
Je4eHNH 3a00JIeBaHUS.

ITynkr 33. Cnoco0 nedyeHwss WM TpenymnpexneHus 3abojeBaHusi y CyObekTa,
BKJIFOUAIOLINI BBEACHUE CyOBEKTY (papMalieBTUYECKOrO COCTaBa B COOTBETCTBHU C MYHKTOM
31

IlynkT 34. BrineneHHOe MOHOKJIOHAJIBHOE AHTUTEINO, COAEpIKallee MOCIEeN0BATENIBHOCTH
CDR nerkoii uemnu:

CDR-L1 ¢ SEQ ID NO: 3,

CDR-L2 ¢ SEQ ID NO: 4,

CDR-L3 ¢ SEQ ID NO: 5,

u nocienosarenbHoctd CDR Tspxenoit nenu:

CDR-HI ¢ SEQ ID NO: 6,
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CDR-H2 ¢ SEQ ID NO: 7,

CDR-H3 ¢ SEQ ID NO: 8.

IlyHkT 35. BrinenenHoe MOHOKIJIOHAJIBbHOE AHTUTENIO B COOTBETCTBUU C IyHKTOM 35, rae
MOHOKJIOHAJIBHOE aHTUTEJIO COAEPKUT IMOCIIEeNOBATEIbHOCTh BapuadenbHONH 00IacTH JIETKOH
uernu ¢ SEQ ID NO: 9 u nocnenoBaTenbHOCTh BapradesibHOM obnacTu Tsokenon neru ¢ SEQ
ID NO: 10.

IlyHkT 36. BrineneHHOe MOHOKJIOHAJIbHOE AHTUTENO B COOTBETCTBUM C MyHKTOM 35 uiu
MYHKTOM 36, I7lé MOHOKJIOHAJIBHOE aHTUTENIO COAEPKUT MOCIEAOBATENBHOCTD JIETKON LIENH C
SEQ ID NO: 1 u nocnenoBarenbHOCTD Tspkesol menu ¢ SEQ ID NO: 2.

IlynkTt 37. BrIeneHHOe MOHOKJIOHAJIBHOE aHTHTENIO B COOTBETCTBUH C JTIFOOBIM M3 ITYHKTOB
35-37, roe anTHUTENO NpeacTaBisieT coboi antuTeno IgGl.

IlyHkT 38. dapmaneBTUYECKass KOMIIO3ULMS, COAEpIKalas BBbIAEJIEHHOE AHTUTEIO,
KOTOPOE OTMPEAENIEHO B TFOOOM U3 MyHKTOB 35-38.

IlynkT 39. BriienieHHOE MOHOKIIOHAJIBHOE aHTHTENIO B COOTBETCTBUH C JIFOOBIM M3 ITYHKTOB
35-38 wn papmaneBTHUEeCKast KOMIIO3ULUSI B COOTBETCTBUU C IyHKTOM 39 11l IPUMEHEHUS B
Ka4yeCTBE JIEKAPCTBEHHOIO Mpernapara.

Ilynkt 40. BrienieHHOE MOHOKIIOHAJIBHOE aHTHUTENIO B COOTBETCTBUH C JTIFOOBIM M3 ITYHKTOB
35-38 unu papmaneBTHUecKass KOMIIO3ULUSI B COOTBETCTBUU C IyHKTOM 39 111 NIPUMEHEHUS B
JeueHnH 3a00JIeBaHuUs.

IMynkT 41. Croco® neveHuss wiaM mnpenynpesknaeHus 3a0oneBanust y  cyObekTa,
BKJIFOYAIOLIHMH BBEZICHNE CYOBEKTY BbIIEJIEHHOTO MOHOKJIOHAIBHOTO aHTUTEJIA B COOTBETCTBUH
¢ MOOBIM U3 yHKTOB 35-38 min papMaleBTHYECKONW KOMITO3ULIMU B COOTBETCTBUH C Iy HKTOM
39.

IlynkT 42. JInodpunmszupoBaHHast Macca, KOTOPYIO MOXKHO PaCTBOPSITh C UCTIOIb30BAHUEM
TOJIbKO CTEPHUJIBHON BOJIBI C MOJIyYEHHEM COCTaBa, KOTOPBIA OnpeaeseH B IIOOOM U3 MyHKTOB
1-31.

IlynkT 43. Komnosunusi, KOTOPYH MOXKHO JHOPWIN3HPOBaTH € 0Opa3oBaHUEM
TMOPUIN3UPOBAHHON MAacCChl, IA€ JHODMIM3UPOBAHHYI0 MAacCy MOXHO pacTBOPSTH C
HCIOJIb30BAHUEM TOJIBKO CTEPUJIBHOM BOABI C MOJYYEHHEM COCTaBa, KOTOPBIA ONpPEAENEH B

M0O0M U3 MyHKTOB OT 1-31.



D®OPMYVYJIA H3OBPETEHUA

1. CocraB ans mpenymnpeskaeHuss 3a00JieBaHUSI HIDKHUX JIbIXATEJIbHBIX MyTEH,
BBI3BAHHOT'O PECIUPATOPHBIM CUHIMTHANBHBIM BUpycoM (RSV), y cyObekra, Hy knarommerocs
B 3TOM, COAEP KaLIU:

MOHOKJIOHAJIbHOE aHTUTEJIO K PeCITUPaTOPHOMY CHHIUTHaNIbHOMY Bupycy (RSV); u

HMOHHOE BCIIOMOTaTeIbHOE BEIIECTBO, COAepIKallee apruHUH WIH JIU3HH,

IZle MOHOKJIOHAJIbHOE AHTHTEJIO CONEPXKUT BapuabenbHYH 00JacTh JIETKOH Iemny,
CoNep KaIlyo MOCIEN0BATEIbHOCTD, HMEIOLIY IO TTO MeHbInel Mepe 95% unentudHocts ¢ SEQ
ID NO: 9, u BapuabenbHYI 00JIACTh TSKEJION IETH, COAEPIKAIYI) MOCIEIOBATEIHHOCTD,
UMEIOINYIO0 1o MeHblel mepe 95% unentuunocts ¢ SEQ ID NO: 10;

r7l€ MOHOKJIOHAJIbHOE AHTHUTENI0 MPHUCYTCTBYe€T B KOHLEHTpAaLUH, COCTaBISIOLIEH
npubau3uTeNbHO SO Mr/mut ninu 6obLIe;

rle HOHHOE BCIIOMOTAaTENbHOE BELIECTBO IPUCYTCTBYeT B  KOHLEHTpaLUy,
cocTaBJsIrOLIeH OT mpubnusuTensHo S0 MM 1o npubnusurensao 150 MM; u

rIe CcocraB xapakrtepusyercss pH, coCTaBisOIIUM OT NPUONHM3HTENBHO 5,5 10
npuOIU3UTENBHO 7,5.

2. CocraB mo m. 1, rae MOHOKJIOHAJIBHOE AHTUTENO COAEPKUT KOHCTAHTHYIO
obmacte Tspkenon nenu IgGl, comepskamnyro Fc-nomeH, comepskamuii MOAU(UIIMPOBAHHYO
CH2-vo0nacts.

3. CoctaB mo mn. 2, rae woaupuuupoBannas CH2-vobnacte comepkur
AMUHOKHUCJIOTHBIE 3aMeHbl M252Y, S254T u T256E.

4. CocraB mo mobomy w3 mm. 1-3, rae MOHHOE BCIIOMOTaTeNIbHOE BEIIECTBO
COJZIEP>KUT apTrUHUHA THAPOXJIOPH.

S. CocraB mo mrobomy w3 mm. 1-4, rae MOHHOE BCIIOMOTATEIbHOE BEIIECTBO
NPUCYTCTBYET B KOHIEHTPALMHU, COCTaBBomedl ot mnpubmusutenbHo S50 MM o
npubmu3uTeNpHo 125 MM.

6. CocraB mo mrobomy w3 mm. 1-5, rae MOHHOE BCIIOMOTAaTEIbHOE BEIIECTBO
NPUCYTCTBYET B KOHLEHTPALWH, COCTaBIsIOIIEH OT mnpubiamsurenbHo 75 MM o
npubmuzuTensHo 100 MM.

7. CocraB no m. mobomy u3 mm. 1-6, rae MOHHOE BCIOMOTATENbHOE BEIIECTBO
NPUCYTCTBY €T B KOHLIEHTPALNH, COCTABIISIFOIIEH pubausuTensHo 80 MM.

8. CocraB mo moOomy u3 mm. 1-7, IOMONHUTENBPHO COAEPIKAIUMHA OAMH WIIH

HECKOJIbKO Oy epos.



9. CocraB mo m. 8, rme OoguH WM HECKONBKO Oy(depoB comepikaT T'MCTUAMH,
TUCTHIMHA TUIPOXJIOPUA WM UX KOMOMHALIUIO.

10. Cocras no . 8 unu 1. 9, rae OAMH WIN HECKOJIBKO Oy(epoB MPUCYTCTBYIOT B
KOHLIEHTPALMH, COCTABJISIOLIEH OT mpubnu3utenbHo 10 MM 1o mpubnusutenbHo S0 MM.

11.  CocraB mo mobOomy wu3 mmn. 8-10, rme OxMH MM HECKOJNbKO Oydepos
MPUCYTCTBYIOT B KOHIEHTPALIMH, COCTABJISIIOIIEH puOin3uTeibHo 30 MM.

12.  CocraB no jgro6omy u3 . 8-11, rae oguH WM HECKOJbKO OydepoB comepkat
L-ructuaun, L-ructuanza ruapoxIopuaa ik UX KOMOUHALIHIO.

13. Cocras o nrodomy u3 . 1-12, TONOJTHUTETHEHO COAePIKAIUN caxapo3y.

14. Cocras o n. 13, rae caxapo3a NpUCYTCTBYET B KOHLIEHTPALIMH, COCTABIISTIOIIEH
ot npubnusutensHo 100 MM 1o npubnusurtensHo 140 MM,

15. CocraB mo n. 13 wnu n. 14, rae caxapo3a NpHUCYTCTBYET B KOHLIEHTpPALWH,
cocrapsironieit nmpudnusureapHo 120 MM.

16.  Cocras no mobomy u3 . 1-15, nonmonmHUTENHEHO copepskatnmii momucopodbat-80.

17.  CocraB mo mn. 16, rme mnomucopOar-80 mNpPUCYTCTBYET B KOHIEHTPALUH,
cocraBysiroiet or mpubmmsurensHo 0,02% (Bec/obbem) nmo mpubmmsurensHo 0,07%
(Bec/oObem).

18.  Cocras o 1. 16 unu 1. 17, rue nonucop6ar-80 MpUCYTCTBY €T B KOHIIEHTPALIUH,
cocraBisiroumieit  npubmmsurensHo  0,02%  (Bec/oOvem) wnm  mpubnusutensHo  0,04%
(Bec/oObem).

19. Cocras no modomy 13 mi. 1-18, rie MOHOKJIOHABHOE AHTHTENIO TIPUCYTCTBY €T
B KOHLEHTPAIMH, COCTaBJsIIOIEH OT mnpuOmusuteapbHo 100 Mr/min [0 NpHOIH3HTETBHO
165 mr/mu.

20.  Cocras o mobomy u3 mm. 1-19, rae MOHOKJIOHAIbHOE aHTUTEJO IPUCYTCTBY €T
B KOHLIEHTPALIMH, COCTABJISIIOLICH mpuOim3nuTenbHo 100 mMr/mt.

21. CocraB mo mobomy wu3 mm. 1-20, rme cocraB xapakrtepusyercss pH,
HAXOMSIIIUMCS B AWAa3oHe ot npudimsutenbHo pH 5,7 no npubnusurensHo pH 6,3.

22. Cocras mo mobomy m3 mmn 1-21, rame cocraB xapakrepusyercsi pH,
COCTaBJISFOLINM MpuOIm3uTeNnsHo pH 6,0.

23. CocrtaB nans mpeaynpexneHust 3a00JeBaHUs] HIDKHHX JIBIXaTENbHBIX IyTeH,
BBI3BAHHOTO PECIUPATOPHBIM CHHIUTHAIBLHBIM BHpPycoM (RSV), y cyOpekTa, Hy)aaromerocs

B 5TOM, COAEP KALLHIM:



MOHOKJIOHaJIbHOE aHTUTeNI0 K RSV, coneprkaiee BapradeapHy 0 001aCTh JIETKOMN LeMH,
coZlep Kallyo MOCJeI0BATENbHOCTD, UMEIOLIY 0 IO MeHbIel Mepe 95% nnenTudHocTh ¢ SEQ
ID NO: 9, u BapuabenbHyr0 00JaCTh TSDKEJIOW LIEMH, CONEP KaLIyl0 MOCIeNOBATEIbHOCTD,
UMeIoIIyIo 1o MeHblueil Mepe 95% unentuanocts ¢ SEQ ID NO: 10; rne MOHOKJIOHAJIBHOE
AHTUTEJIO IPUCYTCTBYET B KOHLEHTPALIMH OT NMPUOIU3UTEIBHO 75 MI/MII 10 MPUOIU3UTENBHO
200 mr/mur,

aprUHMHA THAPOXJIOPHI B KOHLEHTpaluu OT mnpubmusutenbHo 50 MM 1o
npubausuTensHo 150 MM

THCTUJIMH, TUCTHIWHA TUAPOXJIOPHUA WIM WX KOMOMHALMIO B KOHLEHTPALMH OT
npubmusuTensHo 10 MM o npubnmurensHo S0 MM,

caxapo3y B KOHIeHTpauuu ot npudinmsutenbao 100 MM o npubmmutensio 140 MM,

nonucopbar 80 B koHuUeHTpauuu OT mnpudausurenbHo 0,02% (Bec/oObeM) 1O
npubnmsutensHo 0,07% (Bec/00bpem);

rne cocrtaB umeeT pH ot npuOnu3uTeNbHO 5,7 10 npUOIU3UTENBHO 0,3 .

24. Cocras no mro6omMy u3 nm. 1-23, KOTOpbIH ABJISIETCS TUOPHITU3UPOBAHHBIM.

25. Cocras no mobomy u3 nm. 1-23, KOTOpbI NpeacTaBisieT COO0H JKUIKOCTb.

26. Cocra mno moOomy wu3 mm 1-25, koropblii mnpexncraBisieT coOoM
dapmanieBTUYECKUI COCTaB.

27.  IlpumeHeHue (apMaleBTHUECKOrO COCTaBa MO M. 26 JUId NpenynpexaeHHs

3a00IeBaHMsI HIDKHUX JBIXATENbHBIX MyTe, BbI3BAaHHOTO RSV,
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