202291779 Al

(19) EBpa3unckoe 2 202291779 13 Al
naTeHTHOEe
Be4OMCTBO
(120 OMUCAHUE U30BPETEHUA K EBPABUMCKOM 3ASIBKE
(43) Aara ny6nukauum sasiskm (51) Int. Cl. A61K 39/395 (2006.01)
2022.11.09 CO7K 16/28 (2006.01)
CO7K 16/46 (2006.01)
(22) Aara nonauu sasBku
2020.12.09
(54) CTABUWIN3UPOBAHHBIE COCTABBI, COAEPXKXAIIUE BUCIHEIIU®UNYHBIE
AHTUTEJIA ITIPOTUB CD20xCD3
(31) 62/946,207 (72) Waobperatens:
(32) 2019.12.10 Ysu FQaup, Tan Csiommun (US)
(33) US _
(86) PCT/US2020/064025 (74) ;j’eeﬂ;;“:;el’;"ﬁ RU)
(87) WO 2021/119135 2021.06.17 Apenes B2
(71) 3assurens:
PUIKEHEPOH
DAPMACBIOTUKAJI3, UHK. (US)
(57) Uzobperenne OTHOCHTCS K CTAOMIBHBIM OKHAKHM (apMauCBTHYCCKHM COCTaBaM, COJCPYKAIIMM

OoucneuuuyHOe aHTHTENO YeJOoBeKa, KoTopoe creuuduyno cessbiBaeTcs ¢ CD20 yenosexka u CD3
YejoBeka. B OTHENbHBIX BapHaHTaX OCYILECTBICHUS COCTABBHI, IIOMHMO OHCIIELM(HYHOTO AHTUTEINA,
cozepxar Oydep, TOBEpXHOCTHO-aKTHBHOE BEIECTBO M caxap. dapManeBTHYecKne COCTaBbl COINIACHO
HACTOSIIEMY HW300PETCHHIO JIEMOHCTPUPYIOT 3HAYUTENIBHBIA YPOBEHb CTAOWJIBHOCTH aHTHUTENA B
CTPECCOBBIX YCIOBHAX ¥ PH XPAHESHHH.

IV 6LLI6TT0T



OIIMCAHHUE U30BPETEHHUSA
2420-574584EA/025
CTABWIN3UPOBAHHBIE COCTABBI, COAEPKAIIUE BUCIIEIIU®UYHBIE
AHTHUTEJIA ITPOTHUB CD20 X CD3

CCBLIIKA HA TIEPEYEHb ITOCJIEIOBATEJILHOCTENU

[0001] B HacTosyr0 3asiBKy IOCPEACTBOM  CCBUIKM  BKJIIOUYEH IepeueHb
IIOCJIEIOBATENIbHOCTEH, MOJAHHBIM B MallnHO4YMTaeMod ¢opme B Bume daitma 10664WO01-
Sequence.txt, cozmanroro 20 HosiOpst 2020 rona, pasmepom 25368 Gaiir.

OBJIACTb TEXHUKU

[0002] Hacrosimee wu300peTeHHe OTHOCUTCS K O0JacTH COCTAaBOB HAa OCHOBE
TEpaNeBTHYECKUX aHTUTEN. bojiee KOHKPETHO, HACTOsIIee U300pETeHne OTHOCHUTCS K 00JacTh
(bapMaleBTHUECKNX COCTABOB, COAEPIKAIINX OucnennPUIHOE AHTUTENO YEJOBEKa, KOTOpPOe
cnenuduaHo cpsizbiBaetrcst ¢ CD20 yenoseka u CD3 venoseka.

YPOBEHb TEXHUKHU

[0003] CocraBel Ha OCHOBE TEpANEBTHUECKUX MAKPOMOJEKYJ] (HarpuMep, aHTUTEN)
HeoOXxonmuMmo paspabaTeiBaTh TAaKUM O0pa3oM, YTOOBI MOJEKYJbl HE TOJBKO TMOAXONWIN IS
BBEJICHUS TMALMEHTaM, HO TAaK)K€ COXPAHsUIN CTAaOWJIBHOCTb NMPHU XPAHEHWH U TIOCIEAYIOIIEM
UCTIONB30BaHUN. Hampumep, TepanmeBTHUECKHE AaHTUTENa B JKHIKOM PacTBOPE CKIOHHBI K
PA3JIOKEHUIO, arperaniy W/ HEXKEeNaTeNIbHbIM XUMHUYECKUM MOIU(HUKALUAM, €CIH COCTaB
pactBopa He ObUT mogoOpaH HaIeKauM o0pasoM. CTaOMIIBHOCTh AHTUTENA B KUJAKOM COCTaBE
3aBHCUT HE TOJIBKO OT TUIIOB HCIIOJIb3YEMBIX B 3TOM COCTaBE€ BCIIOMOTATENIbHBIX BEIIECTB, HO U
OT KOJIMYECTB BCIIOMOTaTENbHBIX BELIECTB M COOTHOLICHWH Mexnay HuUMHU. Kpome Toro, mpu
NOJYYEHUH JKMIKOTO COCTaBa HA OCHOBE AHTUTEN MNOMHMO CTaOMJIBHOCTH HEOOXOIUMO
YUUTBIBaTE U Jpyrue ¢axrtopbl. Ilpumepsl Takux MOMOJHHUTENBHBIX (PAKTOPOB BKIIOYAIOT
KOHLIEHTPALIMIO aHTUTENA, KOTOpasi MOXKET ObITh oOecreueHa B JaHHOM COCTaBe, M BU3YaJIbHbIE
XapaKTePUCTUKU WM TPUBJIEKATENbHOCTb COCTaBa. TakuM oOpa3om, HeoOXomumo ¢ OoJbLION
OCTOPOKHOCTBIO TMOIAXOAUTH K pa3padoTKe cOocTaBa Uil TEPANEBTHUECKOTO AHTHTENA, YTOOBI
MOJIYYHUTh COCTaB, KOTOPBII COXpaHseT CTaOUIBHOCTh, CONEPIKUT TOCTATOYHYIO KOHLIEHTPALHIO
aHTUTeNa W O0JIaaeT IPYrMMU CBOWCTBAMHM, KOTOPBIE IO3BOJIIIOT HAIJIEKAIIUM 00pa3om
BBOJIUTh YKa3aHHBIN COCTAB MAL[HEHTaM.

[0004] CD20 npencraBnsier co0O  HErNTMKO3WJIMPOBaHHBIA  (pocdonpoTrens,
SKCIIPECCUPYEMbIl Ha KJIETOYHBIX MeMOpaHax 3penbix B-xierok. CD3 mpencrasnsier coOoi
FOMOAVMEPHBIN WM FeTEPOAUMEPHBIN AaHTUIEH, SKCIPECCUpPYeMbIid Ha T-KiIeTkax B acCoLaluu
¢ T-xnerounem perienrropabiM komruiekcoM (TCR), u neobxonum auist aktuBaunu T-kieTok.

[0005] Bucneunduunsie antutena k CD20 denoseka u CD3 4denoBeka SIBISIOTCS OJHUM
U3 TIPUMEPOB TEPANEBTHYECKH 3HAYMMBIX MAaKpPOMOJIEKYJ, KOTOpble TpeOyroT pa3padoTku
HAJUJIeKAIEro coctaBa. B KIMHMUYECKOW MPAKTUKE TAKUe aHTUTENAa MPUMEHSIOTCS, HalpuMep,
11 JIeYeHHs paka (HampuMmep, B-Ki1eTouHbIX pakoBbIX 3a00JI€BaHUM, TAKUX KaK (OJUTHKYIsIpHAs
miMmpoma, muddysnas B-kpynHokierouHas gumMdoma, MaHTUHHOKJIETOUHAas JHUMQpOMa,

auMdoma MapruHaaIbHON 30HBI UM JPYTUE HEXOMKKMHCKUE TUM(POMBI).



[0006] Hecmotps Ha To, uTo Oucnenuduansie anrurena npotus CD20xCD3 u3BecTHbI B
TaHHOM obOnactu TexHHUKH (cM., Hanpumep, WO 2014/047231), coxpaHsieTcss HEOOXOAUMOCTDb B
(dapmMaLeBTHYECKUX COCTaBax, coiepkammx Oucnenuduyasie antutena npotus CD20xCD3,
KOTOpbIe 00JIaJat0T JOCTATOYHOMN CTAaOMIIBHOCTBIO U MOJXOMAT JJIsl BBEIEHHS MTALUEHTaM.

KPATKOE OIIMCAHME U30BPETEHMA

[0007] TIpennoxenbl cTaOMIIbHBIE KUAKUE (papMaleBTUYECKHE COCTaBbI, COIAEpPIKALIUE
oucneunduunoe anruteno npotus CD20xCD3 u ogHO min Goee BCIOMOTaTeNbHBIX BEIECTB,
a Takke HabOpbl W €NUHUYHBbIC JICKAPCTBEHHbIE (POPMBI, COAEpIKAIINE TAKHE COCTABbI, M HX
NPUMEHEHUSI.

[0008] B oxnHOM acriekTe HACTOSINEro M300peTEeHUs MPENJIONKEeH CTAOWJIbHBIN SKUIKUN
(hapMaleBTHYECKUN COCTAB, COAepsKalmii: (a) OucnenupuIHOe aHTUTEIIO, COIepIKaIIee MEePBhINA
AHTUTCHCBS3BIBAIOIIHNN JOMEH, KOTOPBIH crietnpudHo cesi3biBaeTcst ¢ CD20 yenoBeka, 1 BTOpOH
AHTUTCHCBS3BIBAIOIIMN JOMEH, KOTOpbIH crenuduuHo cBssbiBaercs ¢ CD3 uenoseka, rae
NEePBbIi AHTUTCHCBS3BIBAIOIIUN IOMEH COIEPIKUT TPH OINPENEIBIIOINX KOMIUIEMEHTAPHOCTh
obnactu (CDR) tsoxenoiit nenu (A1-HCDRI1, A1-HCDR2 u A1-HCDR3), conepxkamuecs B
BapuabenpHONW obmactu Tsmkenod nemm  (HCVR), comepskameil  aMUHOKHUCIIOTHYEO
nociaenosarenbHocTh SEQ ID NO: 4, u tpu CDR nerkoit nenn (LCDR1, LCDR2 u LCDR3),
comepkammuecss B BapuabempbHoit  obmactum  gjerkoir  menmu  (LCVR),  comepskammeit
aMUHOKHCIIOTHYIO nocnenoBatenbHOCTh SEQ ID NO: 6, u BTopoii aHTUreHCBSI3bIBAIOIIUI TOMEH
cogepxut Tpu CDR Tsxenoit nenm (A2-HCDR1, A2-HCDR2 u A2-HCDR3), conepxxamguecs B
BapuabenpHONW obOmactu Tsokenod wmenu (HCVR),  comepkamieit  aMUHOKHCJIOTHYIO
nociaenosarenbHocTh SEQ ID NO: 5, u tpu CDR nerkoit nenn (LCDR1, LCDR2 u LCDR3),
comepkamuecss B BapuabenmbHOIl  obmactm  serkoii  memum  (LCVR),  conepsxarueit
aMHHOKHUCIIOTHYIO nocnenosatenbHocTh SEQ ID NO: 6; (b) Oydep, conepskarmmii ricTuans; (c)
OpPTaHUYECKUN COPACTBOPUTEIND, coaepkamuii nonucopdar; u (d) crabunmszarop, comep Kauuii
caxap; rae coctaB umeet pH 5,8+0,3.

[0009] B oxnHOM acriekTe HACTOSINEro M300peTEeHUs MPENJIONKEeH CTAOWIIbHBIN SKUIKUN
(hapMalleBTUYECKUN COCTaB, COAEpsKaImii: () OucCTeupUIHOE aHTUTEIIO, COIepIKaIlee MEePBhIHA
AHTUTCHCBS3BIBAOIIMIA JOMEH, KOTOPBIN ciennpudHo cBsi3biBaeTcst ¢ CD20 uenoBeka, 1 BTOPOit
AHTUTCHCBS3BIBAIOIIMN JOMEH, KOTOpBIH crneuuduuHo cBssbiBaercs ¢ CD3 uenoseka, rae
NEePBbIi AHTUTCHCBS3BIBAIOIIUN IOMEH COIEPIKUT TPH OINPENEIBIIOINX KOMIUIEMEHTAPHOCTh
obnactu (CDR) tsoxenoit nenu (A1-HCDRI1, A1-HCDR2 u A1-HCDR3), conepxkamuecs B
BapuabenpHON obnactu Tspkenoi uenu (HCVR), u tpu CDR nerkoit nenu (LCDR1, LCDR2 u
LCDR3), conepxammuecs B BapuaOenbHOil obmactu serkoir uemn (LCVR), u  BTOpO#
aHTUreHCBs3bIBAtOIINNA foMeH comepxut Tpu CDR Tskenoit nenm (A2-HCDR1, A2-HCDR2 u
A2-HCDR3), comepxxamuecss B BapuadenpHol obmactu Tspkenoit nermm (HCVR), u tpu CDR
aerxoit e (LCDR1, LCDR2 u LCDR3), conepsxamuecs: B BapuabenpHONW 0OIacTu JIerkoi
nenmu (LCVR), rme A1-HCDRI1, A1-HCDR2 u A1-HCDR3 conep:xaT aMHHOKHCIIOTHBIE
nocaegoBaTenbHOCTH, cooTBeTcTBeHHO, SEQ ID NO: 7, 8 u 9, A2-HCDR1, A2-HCDR2 u A2-

HCDR3 conep:kaT aMMHOKHUCJIOTHBIE MOCJEN0BAaTENbHOCTH, cooTBeTcTBeHHO, SEQ ID NO: 10,



11 u 12, u LCDRI1, LCDR2 u LCDR3 coxep:xaT aMUHOKUCJIOTHBIE MOCJIEI0BATEIbHOCTH,
coorserctBeHHo, SEQ ID NO: 13, 14 u 15; (b) Oydep, comepxamuii ructugus, (c)
OpPraHMYeCKUN COPaCTBOPHUTENb, coaepskammii nojucopdar; u (d) crabunmsaTop, comepsKarimii
caxap, rae cocras umeert pH 5,8+0,3.

[0010] B HekoTOpBIX BapHaHTaX OCYLIECTBICHUS KOHLIEHTPALMS AHTUTENA COCTABIISIET OT
1 mr/mMn+0,1 mr/mn mo 200 mr/mn£20 mr/miu. B HEKOTOpBIX BapHaHTax OCYLIECTBJICHHS
KOHLEHTpaLUsl aHTUTeNa coctaBisier 2 Mr/mi+0,2 wmr/mi. B HeKOTOpeIX BapuaHTax
OCYIIECTBJICHUS] KOHIIEHTpals aHThrejga coctaBiasier 20 mr/mia+2 mr/mi. B HEKOTOpPBIX
BapHaHTaX OCYIIECTBJIEHUS KOHLIEHTpauus aHTuTejaa cocraBisier 80 wmr/mia+8 wmr/mi. B
HEKOTOPBIX BapUaHTaX OCYIIECTBJIIEHUs KOHLIEHTpauus aHtutena cocrasysser 100 mr/mi+10
Mr/myi. B HEKOTOpBIX BapuaHTaX OCYIIECTBJICHUs KOHIIEHTpAlMs aHTUTeNa cocraBisieT 160
mr/ma + 16 mr/miu. B HEKOTOpBIX BapHaHTaX OCYINECTBJICHHS KOHLIEHTPALHsI aHTHUTENA
COCTABJISIET OT MPHUOJIM3UTEIBHO 2 MI/MIT 10 pubau3uTenbHo 100 mr/mit.

[0011] B HEKOTOpBIX BapHaHTax OCYIIECTBJIEHHUs] KOHLIEHTPAILHs THCTUANHOBOTO Oydepa
cocrapisier oT 5 MM+l MM po 15 MM+3 MM. B HEKOTOpPBIX ciy4asx KOHLEHTPALUs
ructuuHoBOro Oydepa coctamser 10 MM+l MM. B HekOTOpBIX BapuaHTaxX OCYILIECTBIEHHS
THCTHUIMHOBBIN Oydep comepkuT L-rucTuanH 1 MOHOTHIPAT MOHOTHApPOXJIopuaa L-ructuanna.
B Hekoropeix caydasx koHueHTpauus L-ructunmHa cocrasiser 3,65 MM £ 0,5 MM, a
KOHLIEHTpaLusl MOHOruApaTa MoOHoruapoxJygopuaa L-ructuauna cocrasisier 6,35 MM £ 0,5 MM.
B HekoTOphIX ciiyyasix rucTUAMHOBBIN Oydep comepxxut 0,57 + 0,05 mr/mn L-ructuauna u 1,33
+ 0,13 mr/mn MoHOTHApPaTa MOHOTHApOXJIopuaa L-ructuanna.

[0012] B HekoTOphIX BapuUaHTaX OCYIIECTBJCHHsS KOHIIEHTpalusi mojucopbara
coctasisieT oT 0,01%+0,005% no 0,5%=+0,25% (mac./00.). B HEKOTOPBIX Clly4yasix KOHLIEHTPALUs
nonucopbara cocrasiuster 0,1%+0,05% (mac./00.). B HEKOTOpBIX Clly4asx KOHLEHTPALUs
nonucopbara cocrasimsier 0,1+0,01% (mac./06.). B HEKOTOpBIX BapHaHTax OCYINECTBIIECHUS
nosiucopobat npencrasisieT codoit nogucopdar 80.

[0013] B HekoTOpbIX BapuaHTax OCYIIECTBJIEHUS caxap MpencTaBisieT coOOi caxaposy.
B HekoTOpBIX ciydasx KOHLEHTpauus caxapo3bl coctaBisier oT 5% =+ 1% mo 20%+4%
(Mac./00.). B HeKOTOpBIX Clydasix KOHIEHTpaIusi caxapo3bl coctaBisier oT 8%+0,5% o
12%+0,5% (mac./00.). B HekoTOphIX BapHWaHTaX OCYIIECTBICHHsS KOHIIEHTPALHs Caxapo3bl
cocrasysieT 10%+1% (mac./00.).

[0014] B HekoTOpbIX BapuaHTaX OCYIIECTBICHUS (hpapMalleBTHYECKas KOMITO3ULIUS
comepxkut: (a) 2 wmr/mn+0,2 wmr/mn anturena, (b) or 5 MM+l MM go 15 mMM+3 MM
ructunuHoBOro Oydepa, (¢) ot 0,01%+0,005% no 0,5%+0,25% (mac./06.) nonaucopbara u (d) ot
5%=+1% nmo 20%=+4% (mac./00.) caxapo3ssl, pu pH 5,8+0,3.

[0015] B HekoTOpbIX BapuaHTaX OCYLIECTBICHUs (HapMalleBTHUECKass KOMITO3HLIUS
comepxut: (a) 2 mr/mn+0,2 mr/mn anrutena, (b) 10 MM+1 MM ructununoBoro Oydepa, (c)
0,1%+0,01% (mac./06.) monucopdara u (d) 10%+1% (mac./06.) caxapossr, mpu pH 5,8+0,3.

[0016] B HexkoTOpBIX BapHaHTax OCYLIECTBJIEHHUs (apmaneBTUYeCKass KOMIO3HMLIUS
comep:kuT: (a) 2 mr/mi+0,2 mr/mi antutena, (b) 3,65 MM + 0,2 MM L-ructununa, (¢) 6,35 MM +



0,2 MM wmonorunpara MoHoruapoxjopuna L-ructupuna, (d) 0,1%+0,01% (mac./00.)
nosiucopbara u (e) 10%+1% (mac./06.) caxapossl, npu pH 5,8+0,3.

[0017] B HekoTOpbIX BapuaHTax OCYIIECTBJIEHUS (hapMaLleBTHUECKAs KOMITO3UIIHS
comep:kut: () 2 mr/mn£0,2 mr/min antutena, (b) 0,57 mr/mn + 0,05 mr/mn L-ructunusa, (c) 1,33
mr/mi = 0,13 Mr/mia MoHoTrHIpaTa MOHOTHApoxaopuaa L-ructuauna, (d) 0,1%+0,01% (mac./00.)
nojicop6bata u (e) 10%=+1% (mac./06.) caxapossl, npu pH 5,8+0,3.

[0018] B HexoTOphIX BapuaHTaX OCYLIECTBICHHs (hapMaleBTHUECKas KOMITO3HIMS
comepxkut: (a) 20 wmr/max2 wmr/mn antutena, (b) or 5 MMz=l MM mo 15 mMM£3 MM
ructuuHoBOro Oydepa, (¢) ot 0,01%+0,005% no 0,5%+0,25% (mac./06.) momucopbata u (d) ot
5%+1% no 20%+4% (mac./00.) caxapossl, pu pH 5,8+0,3.

[0019] B HekoTOpbIX BapuaHTaxX OCYINECTBJIEHUS (hapMaleBTHUYECKAs KOMITO3UIIHS
cogepxut: (a) 20 mr/mnt2 mr/mn anrturena, (b) 10 MM+l MM rucruguaOoBoro Oydepa, (c)
0,1%+0,01% (mac./00.) monucopdara u (d) 10%+1% (mac./06.) caxapossr, mpu pH 5,8+0,3.

[0020] B HekoTOpBIX BapHaHTaxX OCYLIECTBJIEHHUS (HapMaLeBTUUECKAs KOMITO3ULIHSI
conepskuT: (a) 20 mr/mn+2 mr/mn anturena, (b) 3,65 MM £ 0,2 MM L-ructuausa, (c) 6,35 MM +
0,2 MM wonorunpara MoHoruapoxjopuna L-ructumuna, (d) 0,1%+0,01% (mac./00.)
nonucopbata u (e) 10%+1% (mac./06.) caxapossl, mpu pH 5,8+0,3.

[0021] B HekoTOpbIX BapuaHTaX OCYIIECTBJICHUS (hapMaLeBTHUECKAs KOMITO3UIIHS
comepxurt: (a) 20 mr/mn£2 mr/mn artutena, (b) 0,57 mr/mn + 0,05 mr/mn L-ructununa, (c) 1,33
mr/mi £ 0,13 mr/mut moHOTHApaTa MOHOTHUApPOXJopuaa L-ructununa, (d) 0,1%+0,01% (mac./00.)
nosucopbara u (e) 10%+1% (mac./06.) caxapossl, npu pH 5,8+0,3.

[0022] B HekoTOpBIX BapHaHTax OCYLIECTBJIEHHUS (HapMaLeBTUUECKass KOMITO3ULIHS
comepxxut. (a) 80 wmr/mut8 wmr/mn anrturena, (b) or 5 MM+l MM nmo 15 MM+3 MM
ructuauHoBOro Oydepa, (¢) ot 0,01%+0,005% no 0,5%+0,25% (mac./06.) noaucopbara u (d) ot
5%+1% no 20%+4% (mac./00.) caxapossl, pu pH 5,8+0,3.

[0023] B HekoTOpbIX BapHaHTaX OCYLIECTBJIEHHUsS (HapMaLEeBTUYECKAs KOMITO3ULIHSI
cogepxut: (a) 80 mr/mn+8 mr/mn anturena, (b) 10 MM+l MM rucruguaoBoro Oydepa, (c)
0,1%+0,01% (mac./06.) monucopdara u (d) 10%=+1% (mac./06.) caxapossr, mpu pH 5,8+0,3.

[0024] B HekoTOpbIX BapuaHTaX OCYINECTBJIEHUS (hapMalleBTHUYECKAs KOMITO3UIIHUS
conepskut: (a) 80 mr/mn+8 mr/mi anturena, (b) 3,65 MM £ 0,2 MM L-ructuausa, (¢) 6,35 MM +
0,2 MM wmonorunpara MoHoruapoxjopuna L-ructumuna, (d) 0,1%+0,01% (mac./00.)
nonucopbata u (e) 10%+1% (mac./06.) caxapossl, mpu pH 5,8+0,3.

[0025] B HekoTOpbIX BapuUaHTaX OCYIIECTBJICHUS (hapMaleBTUYECKAsT KOMITO3HIIHS
conepsxut: (a) 80 mr/mn£8 mr/min antutena, (b) 0,57 mr/mn + 0,05 mr/mn L-ructununa, (¢) 1,33
mr/mi £ 0,13 mr/mun MoHOTHApaTa MOHOTHUApOoXJopuaa L-ructununa, (d) 0,1%+0,01% (mac./00.)
nosiucopbata u (e) 10%+1% (mac./06.) caxapossl, npu pH 5,8+0,3.

[0026] B HekoTOpbIX BapuaHTaxX OCYIIECTBJICHUS (hapMaLEeBTHUECKAs KOMITO3UIIHS
comepxkut: (a) 100 mr/mn£l0 wmr/mn anturena, (b) or 5 MM+l MM pmo 15 mMM+3 MM
ructunuHoBoro oydepa, (c) ot 0,01%+0,005% no 0,5%+0,25% (mac./06.) nonaucopbara u (d) ot
5%+1% no 20%+4% (mac./00.) caxapossr, mpu pH 5,8+0,3.



[0027] B HekoTOpbIX BapuaHTaX OCYIIECTBJICHUS (hapMaLeBTHUECKAs KOMITO3UIIHS
comepxut: (a) 100 mr/mn+10 mr/mn antutena, (b) 10 MM+1 MM ructuaunoBoro Oydepa, (c)
0,1%+0,01% (mac./00.) monucopOara u (d) 10%+1% (mac./06.) caxapossl, mpu pH 5,8+0,3.

[0028] B HekoTOpBIX BapHaHTax OCYLIECTBJIEHHUS (hapMaleBTUUECKass KOMITO3ULIHS
comep:kuT: (a) 100 mr/mi+10 mr/mn anturena, (b) 3,65 MM £ 0,2 MM L-rucrunusa, (¢) 6,35 MM
+ 0,2 MM w™onoruapara Monoruapoxiopuna L-ructupmna, (d) 0,1%+0,01% (mac./06.)
nonucopdara u (e) 10%+1% (mac./06.) caxapossl, npu pH 5,8+0,3.

[0029] B HekoTOpbIX BapuaHTaX OCYINECTBJEHHUS (hapMalleBTHUYECKAsT KOMITO3UIIHUS
cogepxurt: (a) 100 mr/mn£10 mr/mn anturena, (b) 0,57 mr/mn = 0,05 mr/mn L-ructuausa, (c)
1,33 mr/mn + 0,13 mr/mn monoruapara moHoruapoxsopuaa L-ructununa, (d) 0,1%+0,01%
(mac./06.) nomicopbara u (e) 10%+1% (mac./00.) caxapossl, mpu pH 5,8+0,3.

[0030] B HekoTOphIX BapHaHTaxX OCYLIECTBJIEHHUS (HapMaLeBTUUECKAs KOMITO3ULIHSI
comepxkut: (a) 160 mr/mn£xl6 wmr/mn anturena, (b) or 5 MM+l MM po 15 mMM+3 MM
ructunuHoBOro Oydepa, (¢) ot 0,01%+0,005% no 0,5%+0,25% (mac./06.) nomaucopbara u (d) ot
5%=+1% nmo 20%+4% (mac./00.) caxapossl, npu pH 5,8+0,3.

[0031] B HekoTOpBIX BapHaHTax OCYLIECTBJIEHHUS (HapMaLeBTUUECKAs KOMITO3ULIHS
comepxut: (a) 160 mr/mn+16 mr/mn antutena, (b) 10 MM=1 MM ructuguroBoro Oydepa, (c)
0,1%+0,01% (mac./00.) monucopdata u (d) 10%+1% (mac./06.) caxapossr, pu pH 5,8+0,3.

[0032] B HekOTOpBIX BapHaHTax OCYLIECTBJIEHHUS (HapMaLeBTUUECKAsT KOMITO3ULIHSI
comep:kut: (a) 160 mr/mi+16 mr/mn anturena, (b) 3,65 MM £ 0,2 MM L-ructununa, (¢) 6,35 MM
+ 0,2 MM woHorunpara MoHoruppoxjopuna L-rucruguna, (d) 0,1%+0,01% (mac./06.)
nosiucopbara u (e) 10%+1% (mac./06.) caxapossl, pu pH 5,8+0,3.

[0033] B HekoTOpBIX BapHaHTax OCYLIECTBJIEHHUs (hapMaLeBTUUECKass KOMITO3ULIHS
cogepxurt: (a) 160 mr/mnt16 mr/mn anturena, (b) 0,57 mr/mn = 0,05 mr/mn L-ructuausa, (c)
1,33 mr/mn + 0,13 mr/mn moHoruapata moHoruapoxjopuna L-ructuauna, (d) 0,1%+0,01%
(mac./00.) nomucopbara u (e) 10%+1% (mac./00.) caxapossl, npu pH 5,8+0,3.

[0034] B mro00oM U3 3TUX BapUaHTOB OCYIIECTBJICHUS MOIUCOPOAT MOXKET MPENCTABIISATh
coboti mosymcopbar 80.

[0035] B pasnuuHbIX BapuaHTax OCYLIECTBICHHS (PapMaleBTUYECKUX KOMITO3HLIUH,
00Cy»/1aeMbIX BBIIIE WJIH Jajie€ B HACTOSIIEM JOKYMEHTe, MO MeHbluel mepe 90% aHTutena
uMeeT HAaTHBHYK KoHpopmammio mnocie 1 Mecsua xpaneHuss npu 45 °C, mo IaHHBIM
SKCKJIFO3UOHHOH CBepXBBICOKO3(pekTrBHON skuakocTHONH xpomarorpadpuu (SE-CBOXX). B
HEKOTOPBIX CIy4asix MO MeHbIIeil Mepe 93% aHTUTENa NMeeT HaTUBHYIO KOH(popManuio nocie 1
Mmecsia xpaHeHus npu 45 °C, no ganHbsiM SE-CBOXKX. B HekoTOpeIX ciydasx MO MEHbLIEH
Mmepe 95% aHTHTENa MMeeT HaTUBHYI0 KoH(popmauuro rmocie 1 mecsiia xpanenus npu 45 °C, no
nauueiM SE-CBOXKX.

[0036] B pasnuyHbIX BapwaHTaX OCYIIECTBICHHUS (PapMALEBTHYECKUX KOMIIO3HIIHMA,
o0Cy»/1aeMbIX BBIIIE WM Jajiee B HACTOSINEM JOKYMEHTe, 0 MeHbluel mepe 95% antutena
UMeeT HAaTUBHYI0 KOH(popMammio mocie 3 MmecsneB xpaHeHus npu 25°C M OTHOCHUTENBHOM

BraxxHoctu 60%, mo maHHbIM SE-CB2XXX. B HekotophIx ciydasx mo MeHblueld mepe 97%



aHTHUTEla HWMEeT HATUBHYK KoH(popmamuio mnocne 3 wmecsueB xpaHeHus npu 25°C wu
oTHOocuTenbHON BiaskHOCTH 60%, mo manHbiM SE-CB2XX.

[0037] B pasnuuHbIX BapuaHTax OCYLIECTBICHHS (papMaleBTUUECKUX KOMITO3HMLIUH,
o0Cy»/1aeMbIX BBILIE WJIM Jajieeé B HACTOSIIEM JOKYMEHTe, MO MeHbluel Mepe 95% aHTurena
UMeeT HATHBHYI KOH(opmauuio mnocie 3 MecsueB xpaHeHuss npu 5 °C, nmo manHbiM SE-
CBDXX. B HekoTOpbIX ciydasx IO MeHblled Mepe 98% aHTHTENa MMEeT HAaTUBHYIO
koH(popmanuio nocie 3 Mecsues xpaHerus npu S °C, no nanasM SE-CBDXKX.

[0038] B pasnuuHbIX BapuaHTax OCYLIECTBICHHsS (PapMaLeBTUUECKUX KOMITO3HLIUH,
00Cy»/1aeMbIX BBIIIE WM Jajee B HACTOSIIEM JOKYMEHTE, COCTaB COAepkHT He Oonee 6%
BbICOKOMOJIEKYJIsIpHbIX (BM) coenunenwmii mocie 1 mecsina xpanenus: npu 45 °C, 1o JaHHBIM
SE-CB2XX. B HEKOTOpBIX Cllydasix COCTaB CONep:kUT He Ooee 5,6% BM coenuuenuii nociue 1
Mecsia xpadeHus rnpu 45 °C, no ganasiM SE-CB2XKX.

[0039] B pasnuyHbIX BapwaHTaX OCYIIECTBICHHUS (hapMALEBTHYECKUX KOMITO3HIIHIA,
00Cy KIaeMbIX BBIIIE WJIH Jlajiee B HACTOSIIEM JOKYMEHTE, COCTaB comep:kut He Oonee 2% BM
coeuHeHuil nocne 3 mecsuesB xpaHeHus npu 25°C u oTHocuTenbHOH BraxkHocTu 60%, mo
nauHbiM SE-CB32XKX. B HeKkOTOpBIX ciydasix cocTaB comep:kut He Oonee 1% BM coenunenuii
nocyie 3 mecsiueB xpaHeHus npu 25 °C u oTrHOcUTeNnbHOU BrakHOCTH 60%, mo manHbIM SE-
CBOXX.

[0040] B pasnuuHbIX BapuaHTax OCYLIECTBICHHS (papMaleBTUUECKUX KOMITO3HMLIUH,
00Cy’KIaeMbIX BBILIE WU Jajiee B HACTOALIEM JOKYMEHTE, COCTaB coaep:kut He bonee 1,5% BM
coequHeHunil nocine 3 mecsues xpaHeHus npu 5 °C, no ganHeiM SE-CBOXXX. B HexoTOpbIX
clydasix coctaB conepkuT He Oonee 1% BM coenunennii nocne 9 mecsaues xpanenus rpu S °C,
no nanHeIM SE-CBOXKX.

[0041] B pasnuuHbIX BapuaHTax OCYINECTBIEHUS JH000H u3 (apManeBTHUECKIX
KOMITO3HMLIMH, 0OCYXKIaeMbIX BBIIIE WM Jajiee B HACTOSIIEM IOKYMEHTE, aHTHUTENIO COAEPIKHT
A1-HCDRI1, A1-HCDR2 u A1-HCDR3, conep:kaiimne aMHHOKHCIIOTHBIE TTOCIIEIOBATEIbHOCTH,
cootBerctBeHHO, SEQ ID NO: 7, 8 u 9; A2-HCDR1, A2-HCDR2 u A2-HCDR3, conpepxarue
AMHHOKHCIIOTHBIE MOCNIeIoBaTeIbHOCTH, cooTBeTcTBeHHO, SEQ ID NO: 10, 11 n 12; u LCDRI,
LCDR2 u LCDR3, copepskaiue aMHHOKHUCIOTHBIE MTOCIIENIOBATEIbHOCTH, COOTBETCTBEHHO, SEQ
IDNO: 13, 14 u 15.

[0042] B HEekoTOpBIX BapHaHTaX OCYIIECTBIIEHUS MEPBbII AaHTUTE€HCBSI3bIBAIOIIUN TOMEH
conepxur HCVR, mno wmenpmeir wmepe Ha 90% UWAGHTHYHYHD aMHHOKHCJIOTHOM
nocnenosatenbHocTd SEQ ID NO: 4, u LCVR, no menbineli mepe Ha 90% HAEHTUYHYIO
amuHokucnoTHOH nocnenosarenabHocTd SEQ ID NO: 6, a BTOpoii aHTUT€HCBSI3bIBAIOIINNA TOMEH
conepxur HCVR, mno wmenpmeit wmepe Ha 90% UASHTHYHYHO aMHHOKHCJIOTHOMN
nocnenosatenbHocTd SEQ ID NO: 5, u LCVR, no menbiueli mepe Ha 90% HAEHTUYHYIO
aMUHOKHUCJIOTHON mnocrnenoBatenpHocTd SEQ ID NO: 6. B HekoTOpbIX BapuaHTax
OCYIIECTBJIEHUS NEPBbIN aHTUT€HCBA3BIBatOIUN foMeH copepxutr HCVR, no mensiueil Mepe Ha
95% wunenTuuHyr0 aMuHOKUCIOTHON mnocnenoBateiabHocTd SEQ ID NO: 4, u LCVR, mno

MeHblIeld Mepe Ha 95% uAEHTUYHYH0 aMUHOKHUCJIOTHOH nocnenosarenbHoctu SEQ ID NO: 6, a



BTOpOIl aHTUreHcBsi3biBaroluil aoMeH cofep:kuT HCVR, no wenbweii mepe Ha 95%
UIEHTUYHYI0 aMUHOKHUCIOTHON mocnenoBaTeiabHocTd SEQ ID NO: 5, u LCVR, no menblieit
Mepe Ha 95% UOEGHTUYHYI0 aMUHOKHUCJIOTHOW mnocieaosarenbHocTd SEQ ID NO: 6. B
HEKOTOPBIX BapHAHTAaX OCYINECTBJIEHUS MEPBbI AHTUICHCBS3BIBAIOLIMN JOMEH COAEPKUT
HCVR, no menbuiel Mepe Ha 99% WAEGHTHUHYIO aMUHOKHUCIOTHOW nocnenoBarenbHocTH SEQ
ID NO: 4, u LCVR, mno wmeHnbmeii mepe Ha 99% UIEHTHUHY0 aMHHOKHMCIOTHOMN
nocienosatenbHocTd SEQ ID NO: 6, a Bropoii anTureHcssspiBarouii nomeH conepskut HCVR,
1o MeHbIei Mepe Ha 99% HUOEHTUYHYI0 aMUHOKUCIOTHOH nocnenoBaTeapbHocTH SEQ ID NO: 5,
u LCVR, no menbieit mepe Ha 99% HUAEHTHUHYI0 aMUHOKHCIIOTHON nocnenoBarenbHocTd SEQ
ID NO: 6.

[0043] B pasnuuHbIX BapwaHTaX OCYLIECTBJCHHs JIFO0OW u3 (hapMalleBTHUECKHUX
KOMITO3UINH, OOCYy)XKJaeMbIX BBIIIE WJIM Jajleée B HACTOSIIEM JOKYMEHTE, TMepPBbIi
aHTUTeHCBs3bIBaroluii  gomeH  comepxur HCVR,  copepxkainyro  aMUHOKHCJIOTHYIO

nocneposatenbHocTe SEQ ID NO: 4, u LCVR, copepxallylo aMHUHOKHCIOTHYIO

>
nocnenosatenbHOCTh SEQ ID NO: 6, a BTOpOIt anTUTeHCBsI3bIBatO M 1oMeH coaepkuT HCVR,
coleprKaIlyro aMUHOKUCIOTHYIO nocienoBarenbHocTh SEQ ID NO: 5, u LCVR, conepxartiyro
aMUHOKHCIJIOTHYIO nocneaosatenbHocTs SEQ ID NO: 6.

[0044] B HexkoTOpBIX BapuHaHTaxX OCYLIECTBIEHUs AHTUTENO COAEPKUT KOHCTAHTHYIO
obnacte Tspkenon uenu IgG yenoseka, mpucoennHEeHHYO, coorBeTcTBeHHO, K HCVR kaxkmoro
U3 TIEPBOrO AHTUTEHCBSI3bIBAIOLIETO AOMEHAa U BTOPOIO AaHTUIEHCBS3bIBAIOLIETO AOMeHa. B
HEKOTOPBIX CJIydasiXx KOHCTaHTHAs OOJacTh TSDKENOH Lenmu oTHocuTes K usoruny IgGl. B
HEKOTOPBIX CJIyyasiX KOHCTaHTHAas OOJacTh TSDKENOW Lenmu oTHocuTcs K usoruny IgG4. B
HEKOTOPBIX BapHAHTaX OCYLIECTBJIEHUs KOHCTaHTHas 00JIACTb TSDKEJOHN LenH, MPUCOSTUHEHHAs
k HCVR nepBOro aHTUreHCBS3BIBAIOIIETO JOMEHA, MJIH KOHCTAHTHAsi OOJACTh TSDKENON ILIeTu,
npucoenuHeHHass Kk HCVR BTOporo aHTHUIreHCBS3BIBAIOLIETO AOMEHA, HO He 00e W3 HUX,
COAEPKUT aMUHOKUCIIOTHYEO MOAU(PHUKALIMIO, CHIDKAIOIIYIO CBSI3bIBAHUE OeiKa A O CPaBHEHHIO
C TSDKEJIOHW LeNmbI0 TOrO ke M30Tuma Oe3 ykasaHHoW moaudukanmyi. B HEKOTOpBIX Cityyasix
monudukams Bkirovaer 3ameny H435R (aymepanus EU) B Tspkenoit uenu mzoruna IgGl unm
IgG4. B Hekoropeix ciydasx moaupukauus Briaodaer 3ameHy H435R u 3ameny Y436F
(aymepanmst EU) B Tspkenoit nenm usoruna IgG1 nmm [gG4.

[0045] B HexoTOphIX BapMaHTAX OCYLIECTBJICHHUS AHTUTENO COAEPKUT XUMEPHBIHU
mapHup. Hanpumep, XuMepHbII LIapHUP COJEPKUT, B OAHOM BapUaHTE OCYILECTBIIEHMUS,
NEPBYI0  aMHHOKHCIOTHYIO  IIOCJNEOBATENbHOCTb  WJIM  «BEPXHIOK  IIAPHUPHYIO»
MOCJIEIOBATEIPHOCTD, MOJYYSHHYIO W3 MapHupHOU objactu IgGl uenoBeka WM IMapHUPHOM
obnactu IgG4 dyenoBeka, W BTOPYIO AMHHOKHCJIOTHYIO IOCIENOBATEIbHOCTh WM «HWKHIOKO
IIAPHUPHYIO» MOCIIEN0BATENbHOCTD, MONIYUYEHHYI0 U3 ImapHupHOi obmactu IgG2 uenoseka. B
OTHEJNbHBIX  BapUaHTax  OCYIIECTBJIECHMs  MepBas WM  «BEpXHAA  IIapHUpHAA»
MOCJIEAOBATENBHOCTh CONEPKUT AMUHOKHUCJIOTHBIE OCTAaTKH B MOJOXKEHUsAX ¢ 216 mo 227 B
cootBercTBuu ¢ HyMepauued EU. B HEKOTOpPBIX BapHaHTax OCYLIECTBJIEHHs BTOpas WIH

«HWKHsSL  HIAapHUpPHAs  MNOCJICAOBATCIbHOCTb  COACPIKUT AMUHOKHUCIIOTHBIE OCTATKU B



nosioxkeHusix ¢ 228 no 236 B coorsercTBuu ¢ HyMepauuedn EU. B HekoTOpbIX ciywasix, koraa
KOHCTaHTHas1 00JIaCTh TSDKEJION LIENH aHTUTeNla OTHOCUTCS K u3otuny IgG4, XuMepHbIi mapHup
COIEP>KUT BEPXHIOK MAPHUPHYIO MMOCIenoBaTebHOCTh U3 IgG4 yenoseka (mososxenusi ¢ 216 mo
227 B coorBercTBHU ¢ HyMepauuel EU) u HIDKHIOIO MapHUPHYIO MOCIeN0BaTeNbHOCTD U3 1gG2
yenoBeka (monoxkeHust ¢ 228 mo 236 B coorBerctBuM ¢ HyMmepauued EU). B Hexkoropbix
clly4asiX, KOrjja KOHCTaHTHasi o0JacTh TSDKENOH Lenu aHThTena oTHocutes K m3orumy IgGl,
XUMEpHBIN IAapHUP COAEP>KUT BEPXHIOK IIAPHUPHYIO MocienoBarenbHOCTh U3 IgGl denoseka
(monoxkenust ¢ 216 mo 227 B coorBercTBUU ¢ HyMepauueil EU) M HIDKHIOW LIAPHUPHYIO
nocienosarenbHocTh u3 IgG2 dvenoBeka (monoskeHust ¢ 228 mo 236 B COOTBETCTBHH C
Hymepaieii EU). B HekOTOpBhIX BapuaHTaX OCYINECTBJIEHHUS, KOTAa KOHCTaHTHasi OOJIaCTh
TSDKEJION 1enu oTHOocHuTcs K u3otuny IgGl, a anTuTeNno comepkUT XUMEPHBIN apHUp, AOMEH
CH2 koHCTaHTHOM 00JIaCTH TSDKENIOHN LeTH, B OCTAIbHOM uMeromnedt uzotun IgGl, oTHOCHTCS K
uzotuny IgG4. Ecnu He ykazaHo MHOeE, YIIOMIHAHUS KOHCTAHTHON oOnacTH Tspkenon nenu 1gG1
wii [gG4 BKIIIOYAIOT KOHCTAHTHBIE OOJIACTH TSDKEJIOW LIENH, COIepiKallie XMMEPHBIN apHUp
(HampuMep, BEPXHIOK MMApHUPHYIO mociienoBarenbHOCTh IgGl mmu IgG4, COOTBETCTBEHHO, U
HIDKHIOIO MIAPHHUPHYIO mocienosarenbHocTh [gG2). Hampumep, ynmoMuHaHWE KOHCTaHTHOH
obnactu Tspkenoit nenu IgGl Brirouaer KOHCTaHTHYIO obnacth Tspkenoi nenu IgGl, kortopas
CONEPKUT HIKHIOK IMIAPHUPHYIO TMOcCienoBaTeabHOCTh IgG2, a ynmoMuHaHuWE KOHCTAHTHOU
obnactu Tspkenoit nenu IgG4 BrirouaeT KOHCTaHTHYIO obnacth Tspkenoi nenu 1gG4, koropas
COZIEPIKUT HIDKHIOO MApHUPHYIO nocienosareabHocTh [gG2.

[0046] B HexoTOpBIX BapHaHTAaX OCYLIECTBJICHUS OUCTIEHIU(PUIHOE AaHTUTENO COHEPIKUT
KOHCTaHTHYIO O0JIaCTh TSDKENOH LienH, COAEep Kalyl0 aMHHOKUCIOTHYIO TOCJIEAOBATENbHOCTD,
BbIOpaHHyr0 U3 rpymmsbl, cocrosimen u3 SEQ ID NO: 16, 17, 18 u 19. B HekoTOpbIX BapuaHTax
OCyLIEeCTBJIEHUsI OMCHenn(pUIHOE AHTHUTENO COAEPKUT KOHCTAHTHYIO OOJACTh TSDKENOH LemH,
COZEpIKAIYI0 aMUHOKHCJIOTHYK mnocienoBaTenbHocTs SEQ ID NO: 16, m KOHCTaHTHYIO
00J1aCTh TSOKEJION LIEMH, COAep KaIlyr0 aMUHOKUCIIOTHYIO nocienoBaTenbHocTh SEQ ID NO: 17.
B HEKOTOpBIX BapHaHTaX OCYINECTBJICHUS OMCIEU(PHUYHOE AHTUTEIO CONEPKUT KOHCTAHTHYIO
00J1acTh TSOKEJION LIEMH, COAEePIKAIIy0 aMUHOKUCIIOTHYIO TiochenoBateibHocTh SEQ ID NO: 18,
Y KOHCTAHTHYIO O0JIaCTh TSDKEJIOHN LIeNH, COAep KAy aMHHOKHUCIIOTHYIO MOCIIEIOBATEIbHOCTD
SEQ ID NO: 19.

[0047] B pasnuuHbIX BapwaHTax OCYLIECTBJICHHs JIFOOOW u3 (hapMarleBTHUECKHUX
KOMITO3UINH, 00CY)KIaeMbIX BBILIE WM Jajiee B HACTOSINEM IOKYMEHTE, aHTHTEJO COAEPIKUT
NEPBYI0 TsDKENyr Lemnb, copepxkamyro HCVR nepBoro aHTUreHCBSI3bIBAIOLIErO JOMEHA, U
BTOPYIO TsDKENyr wLemnb, coaepxkairyro HCVR BTOporo aHTHreHCBsI3bIBAIOIIETO JOMEHA, TTIE
nepBas TshKeJas Uelb COAEPKUT OcTaTku 1-452 amuHokucnorHol nocnenosarenbHoctd SEQ ID
NO: 1

nocnenosarenbHocTH SEQ ID NO: 2. B HekOTOpBhIX BapuaHTaxX OCYLIECTBJEHUS AHTHUTENIO

, a BTOpas TsDKenas LeNb COAEPXKUT ocTaTku  1-448  aMHHOKHCIOTHOHN
JOTIOJTHUTEIPHO COIEPKUT OOMIyI0 JIerkyro 1enb, comepxamyro LCVR mepBoro u BTOpPOTO
AHTUTeHCBSA3BIBAIOIIMX JIOMEHOB, rae oOmas Jierkas Lenb COAEPKUT aMHHOKHCIOTHYIO

nocnegoBarenbHocTh SEQ ID NO: 3.



[0048] B pasnuuHbIX BapwaHTaX OCYLIECTBJICHHsS JIOO0OH u3 (papManeBTHIeCKIX
KOMITO3UIINH, O0CY)KJaeMbIX BBILIE WM Jlajee B HACTOSINEM IOKYMEHTE, aHTHTEJIO COAEPIKUT
NEepPBYI0 TsDKENyr 1emnb, comepxkamyro HCVR mepBoro aHTHUIreHCBS3bIBAIOINETO IOMEHA, U
BTOPYIO TSDKENyIO Lienb, conepskaimyo HCVR BTOporo aHTUreHCBs3bIBAOIIErO JOMEHA, IPUUEM
nepBasi TsDKeNash Lelb COAEPKUT aMHUHOKHUCIOTHYH nocienosatenbHocTh SEQ ID NO: 1, a
BTOpasl TsDKeNasi elb COAEP>KUT aMHUHOKHCIIOTHYIO mocienoBatenbHocts SEQ ID NO: 2. B
HEKOTOPBbIX BAPHAHTAX OCYINECTBJICHUS! AHTHUTENO JOMOJHUTENIBHO CONEPKHUT OOIIYIO JIETKYIO
uenb, coneprkamyro LCVR mepBoro u BTOPOro aHTUTECHCBS3BIBAIOIIMX JOMEHOB, rae oOiast
JIeTKasi LeTb COAEPXKUT aMUHOKHUCIIOTHYIO nocienoaTenbHOoCTh SEQ ID NO: 3.

[0049] B onHOM acmekTe HACTOSIILEro H300peTeHHs MNPeIJIoKeH (apMaleBTHUECKHUI
cocras, comepskammii: (a) 2 mr/mi = 0,2 Mr/mi OucnenuUYHOrO aHTHUTENA, COMEPIKAIIErO
NIePBbI AHTHTEHCBS3BIBAIO LI JOMEH, KOTOpPbIi cnerrduyaHo cesi3biBaercs ¢ CD20 uenoseka, u
BTOPOW aHTUT'€HCBS3BIBAIOIIUN JIOMEH, KOTOpbIid cnenuduyHo cesspiBaercst ¢ CD3 uenoseka,
r7e mepBbid aHTUreHCBsi3biBaromuii 1oMeH cogep:xkutr HCVR, comepxamiyro aMHUHOKHCIOTHYIO
nocnenosatenbHocTe SEQ ID NO: 4, u LCVR, copepxallylo aMHUHOKHCIOTHYIO
nocnenoBatenbHOCTh SEQ ID NO: 6, a BTOpOit anTUTeHCBsI3bIBatO M 1oMeH coaepkuT HCVR,
CoNeprKaIlyr0 aMUHOKUCIOTHYIO nocienoBarenbHocTh SEQ ID NO: 5, u LCVR, conepxaimyro
aMHHOKHUCIIOTHYIO0 mnocnenoBarenbHocTh SEQ ID NO: 6; (b) 10 MM+l MM ruUCTHIMHOBOTO
oydepa, pH 5,8+0,2, (c) 0,1%+0,01% (mac./06.) momucopbara 80 u (d) 10%=+1% (mac./00.)
caxapo3bl.

[0050] B HexoTOpBIX BapHaHTaxX OCYIIECTBJICHHs (papMaLleBTUYECKHUH COCTAB COCTOUT
u3: (a) 2 mr/mn £ 0,2 mr/min anrurena, (b) 3,65 MM + 0,2 MM L-ructununa, (¢) 6,35 MM + 0,2
MM moHoruapara MoHoruapoxjopuaa L-ructuauna u (d) 0,1%+0,01% (mac./00.) monucopbata
80, B Bome mpu pH 5,840,2. B HEKOTOpPBIX BapuaHTaX OCYLIECTBIEHHs (hapMaLeBTHUECKUN
coctaB coctouT u3: (a) 2 mr/mi £ 0,2 mr/mun anturena, (b) 0,57 mr/mn + 0,1 mr/mn L-ructuanna,
(¢) 1,33 mr/mn + 0,1 mr/ma moHoruapaTta MoHorunpoxjgopuna L-ructununa, (d) 1 mr/mn+0,1
mr/mi nosnucopbata 80 u (e) 100 mr/mn£10 mr/min caxapossl, B Boxe npu pH 5,8+0,2.

[0051] B onHOM acmekTe HACTOSIIEro H300peTeHHs! MpemiokeH (apMaleBTHUECKHUI
cocras, comepskamuii: (a) 20 mr/mu + 2 wmr/mi OucnenupuYHOrO aHTUTENA, COIEpPIKAIIero
NIepPBbI AHTUTEHCBS3BIBAIO LN JOMEH, KOTOpPbIH creruduyaHo cesizbiBaetcsi ¢ CD20 uenoseka, u
BTOPOW AHTUT'CHCBS3BIBAIOIIMUN JIOMEH, KOTOpbIi crenuduyuHo cBsizbiBaeTcss ¢ CD3 uenoseka,
r7ie TepBbId aHTUTreHCBsi3bIBaromui n1oMeH cogepxkutr HCVR, comeprxarnyto aMUHOKUCIOTHYIO
nocnenosatenbHocTe SEQ ID NO: 4, u LCVR, copepxallylo aMHUHOKHCIOTHYIO
nocnenosarenbHOCTh SEQ ID NO: 6, a BTOpO# anTUreHCBsA3bIBato i JoMeH conepskut HCVR,
coneprKaIlyro aMHHOKUCIOTHYIO nocienoBareabHocTh SEQ ID NO: 5, u LCVR, conepxaiyio
aMHHOKHUCIIOTHYIO0 mocnenoBarenbHocTs SEQ ID NO: 6; (b) 10 MM+l MM rucTHIUHOBOTO
oydepa, pH 5,8+0,2, (c) 0,1%+0,01% (mac./06.) monucopbara 80 u (d) 10%=+1% (mac./00.)
caxapo3bl.

[0052] B HekoTOpBIX BapHaHTaX OCYIIECTBJICHHS (papMaLleBTUYECKUH COCTAB COCTOUT
u3: (a) 20 mr/ma + 2 mr/mn anrurena, (b) 3,65 MM £ 0,2 MM L-ructuausa, (¢) 6,35 MM + 0,2
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MM MoHoruapara Mmonoruapoxyopuna L-ructununa u (d) 0,1%+0,01% (mac./06.) monucopbara
80, B Bome mpu pH 5,8+0,2. B HEKOTOpBIX BapuUaHTaxX OCYIIECTBJIECHUS (papMaleBTUYECKHN
coctaB cocTouT u3: (a) 20 mr/mi + 2 mr/min anturena, (b) 0,57 mr/min £+ 0,1 mr/mn L-ructununa,
(c) 1,33 mr/mn + 0,1 mr/ma moHoruapaTta MoHorunpoxjopuna L-ructununa, (d) 1 mr/mn+0,1
mr/mut nonucopOata 80 u (e) 100 mr/mi+10 Mr/ma caxapossl, B Boxe npu pH 5,8+0,2.

[0053] B oxgHOM acmekre HACTOSIIEro HM300peTeHHs NpensioxkeH (apMaleBTUYeCKUil
cocras, cozmepxaummid: (a) 80 mr/mm + 8 mr/min Oucneun(puUHOrO aHTHTENA, COAEPIKAILEro
NIepPBbIil AaHTUTE€HCBS3BIBAIOLIMI JIOMEH, KOTOPBIH creruduuHo csizbiBaercs: ¢ CD20 yenoBeka, u
BTOPOW AHTUT'CHCBS3BIBAIOIIUN JTOMEH, KOTOpbIi cnenuduyHo cesizpiBaercsi ¢ CD3 uenoseka,
r7ie TIepBbId aHTUTreHCBsi3bIBaromuii 1oMen cogepsxkutr HCVR, comeprkalnyto aMUHOKUCIOTHYIO

nocnenosatenbHocTe  SEQ ID NO: 4, u LCVR, cozmepxaiyrd aMHHOKUCIOTHYIO

nocienoBatenbHOCTE SEQ ID NO: 6, a BTOpOi#t aHTUTeHCBs3bIBatOIIMI 1oMeH coaepkuT HCVR,
coneprKaIyro aMUHOKUCIOTHYIO nocienoBarenbHocTh SEQ ID NO: 5, u LCVR, conepxamyro
AMUHOKUCJIOTHYO nocienoBatenbHocTh SEQ ID NO: 6; (b) 10 MM+l MM TrUCTHIUHOBOTO
oydepa, pH 5,8+0,2, (c) 0,1%+0,01% (mac./06.) monucopbara 80 u (d) 10%=+1% (mac./00.)
caxaposbl

[0054] B HekoTOpBIX BapWaHTaX OCYIIECTBJICHHS (papMaLlEBTUYECKUH COCTAB COCTOUT
u3: (a) 80 mr/mn + 8 mr/min anrurena, (b) 3,65 MM £ 0,2 MM L-ructununa, (¢) 6,35 MM + 0,2
MM MoHorunpara Mmonorunapoxyopuna L-ructununa u (d) 0,1%+0,01% (mac./06.) monucopbara
80, B Bome mpu pH 5,8+0,2. B HEKOTOpBIX BapuaHTax OCYIIECTBJIECHHUS (papMaleBTUYECKUH
cocraB cocTouT u3: (a) 80 mr/mu + 8 mr/mi anturena, (b) 0,57 mr/mn £+ 0,1 mr/mn L-ructununa,
(c) 1,33 mr/mn + 0,1 mr/ma moHoruapaTta MoHorunpoxyopuna L-ructununa, (d) 1 mr/mn+0,1
mr/mu nonucopOata 80 u (e) 100 mr/mi+10 Mr/ma caxapossl, B Boxe npu pH 5,8+0,2.

[0055] B oxgHOM acmekre HACTOSIIEro HM300peTeHMs NpensiokeH (papMaleBTUYEeCKUil
cocras, cozmepxamuit: (a) 100 mr/mn £ 10 mMr/mia GucnennpuYHOrO aHTHUTENA, CONEPIKAIIEro
NIepPBbIil AaHTUTEHCBS3BIBAIO LM JOMEH, KOTOpPbIi cnerrduyaHo ces3biBaercs ¢ CD20 uenoseka, u
BTOPOW aHTUI'CHCBS3BIBAIOIIUN JTOMEH, KOTOpbIid cnenuduyHo cesizpiBaercsi ¢ CD3 uenoseka,
r7ie TepBbIii aHTUTreHCBs3bIBatOM noMeH comepkut HCVR, copepskalnyto aMUHOKHCIOTHYIO

nocnenosatenbHocTe  SEQ ID NO: 4, u LCVR, copepxaiyto aMHUHOKHCIOTHYIO

nocnenoBatenbHOCTE SEQ ID NO: 6, a BTOpO#t aHTHUTeHCBsI3bIBatOIIMI 1oMeH coaepkuT HCVR,
coleprKaIyro aMUHOKUCIOTHYIO nocienoBarenbHocTh SEQ ID NO: 5, u LCVR, copepxkatryro
aMUHOKHUCJIOTHYIO TocienoBatenbHocTh SEQ ID NO: 6; (b) 10 MM+1 MM TUCTHIUHOBOTO
oydepa, pH 5,8+0,2, (c) 0,1%+0,01% (mac./06.) monucopbara 80 u (d) 10%=+1% (mac./00.)
caxapo3bl.

[0056] B HexoTOpBIX BapHaHTaX OCYIIECTBJICHHs (papMaleBTUYECKUN COCTaB COCTOHT
u3: (a) 100 mr/mn £ 10 mr/ma anturena, (b) 3,65 MM + 0,2 MM L-ructununa, (¢) 6,35 MM + 0,2
MM MoHoruapara MmoHorunapoxyopuna L-ructununa u (d) 0,1%+0,01% (mac./06.) momucopbara
80, B Bome mpu pH 5,8+0,2. B HEKOTOpBIX BapuaHTax OCYIIECTBIECHUs (papMaleBTHUECKUN
coctaB cocrout u3: (a) 100 mr/ma £ 10 mr/mn anrurena, (b) 0,57 mr/man + 0,1 mr/ma L-

ructunuHa, (c) 1,33 mr/mn £ 0,1 mMr/mn MoHoruapara MoHoruapoxjopuna L-ructuanna, (d) 1
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mr/mi+0,1 mr/mn nonucopbata 80 u (e) 100 mr/mn£10 mr/mi caxapossl, B Boge npu pH 5,8+0,2.

[0057] B HekoTOPBIX BapUaHTax OCYINECTBJICHUS (papMalleBTUUECKUN COCTAB CONEPIKUT:
(a) or 1 no 200 mr/mu anTUTENa (KaKk 0OCYXKIAaeTCs BBIIIE WU JJajiee B HACTOSLIEM JOKYMEHTE);
(b) 6ydep, conepskammii anerar win gocdart; (C) opraHmUecKuil COpacTBOPUTENh, COEPIKALTUI
nojucopbar; u (d) crabunusatop, comep:kamuii caxap, rae cocraB umeer pH 5,8+0,3. B
HEKOTOPBIX BapHAHTaX OCYINECTBJIECHUs (papMaleBTUYECKH COCTaB comepskuT: (a) oT 1 mo 200
mr/ma anturena (Hampumep, 2 mr/mi, 20 mr/mit, 80 mr/miu unu 100 mr/min), (b) ot 1 go 50 MM
aneraraoro wim ocdarHoro Oydepa u (d) 0,1%+0,01% (mac./00.) nomucopdara 80, B Bome mpu
pH 5,8+0,2.

[0058] B omHOM acriekTe HACTOSIIErO M300peTeHHs NpemsIoKeHa (apMaleBTHUECKAs
KOMITO3HULIMS, T7I€ KOMIIO3ULIUS COAEPIKHUT (hapMaLeBTHUECKUI COCTaB, Kak OOCYKaeTCsl BbIIIE
WIN J1ajiee B HACTOSIIEM JOKYMEHTE, U KOMIIO3ULIUSI COAEPIKUTCS B KOHTelHepe. B HeKOTOpbIx
BapHUAHTaX OCYILIECTBJICHHs] KOHTEHHEp MpeacTaBisieT coOor (akoH. B HEKOTOpBIX cityuasx
¢bnakon npencrasisier coboii ¢paakod | Thma U3 nmpo3payHoro crekyia oobemMom 2 mi, 5 mi, 10
v w20 mu. B HEKOTOpBIX BapHaHTax OCYINECTBIIEHHs] KOHTEHHEP MpPENCTaBIsieT COOOH
mnpun. B HEKOTOpBIX Cilydasix INMPHLl HM3TOTOBJIEH M3 CTEKJA C HU3KHM COAEpIKaHUEM
BosMb(ppamMa. B HEKOTOpBIX BapHaHTax OCYIIECTBJICHUS KOHTEHHEpP TMpPencTaBisieT CoOoit
NPEABAPUTENHPHO 3aNOJHEHHBIN MIPULL. B HEKOTOPBIX BapHaHTaX OCYLIECTBIEHHSI KOMITO3ULHS
COIEPIKUTCS] B ABTOMHBEKTOPE.

[0059] B ogHOM acniekre HaCTOSIIEro H300peTEeHHsI MPENJIOKEH HabOP, BKIFOUAROLIHH (1)
KOHTEHHep, COIepKalluii KOMITO3ULMIO, COAEpKayr (apMaleBTUYeCKUid COCTaB, Kak
oOcy»naercs BbIIE WIH JAajieeé B HACTOALIEM JOKYMEHTE, M MHCTPYKLHUH IO NPHUMEHEHHIO
KOMITO3MLIMM. B HEKOTOpBIX BapuaHTax OCYIUECTBJICHUS KOHTEWHep MpeacTaBisieT coOon
CTEKJISTHHBIN (py1akoH. B HEKOTOPBIX BapHaHTax OCYIIECTBICHUS] KOHTEHHEP MpeacTaBisieT coOoH
NpeABAPUTENbHO 3AMOJHEHHBINH IINPULl. B HEKOTOPBIX BapHaHTAax OCYIIECTBJIEHUS KOHTEHHep
npeAcTaBsieT coOOW aBTOMHBEKTOP. B HEKOTOPBIX Cly4asx B HHCTPYKLHUSX COREPIKUTCS
uHpOpPMaLIMSA O MOJKOKHOM BBEIEHHHM KOMITO3UIIMHU. B HEKOTOPBIX CIy4asx B HMHCTPYKLHUSIX
comepxkuTcss HHGOpMaLUs O BHYTPUBEHHOM BBEACHUN KOMITO3UIIHH.

[0060] B omHOM BapmaHTe OCYIIECTBICHHS HACTOSLIETO H300PETEHUs NPEAJIOKEH
KOHTEHHep, HeoOs3aTeIbHO MPECTABISIOIUN COOOH CTEKJISIHHBIA (DJIAKOH, COAEp KA 2 Mr
aHTHUTeNla B CTAaOMIIBHOM COCTaBe, Ilie cocTaB comepskut (a) 2 mr/mn £ 0,2 mr/mn anturena, (b)
0,57 mr/mn £+ 0,1 wmr/ma L-rucrumuna, (¢) 1,33 mr/mn + 0,1 wmr/mn MoHOTrHIpaTa
MoHoruapoxyopuaa L-ructuauna, (d) 1 mr/mn£0,1 mr/mn nonmucopbara 80 u (e) 100 mr/mn+10
mr/mi caxaposbl, B Boge npu pH 5,8+0,2. B ogHOM BapwaHTe OCYIIECTBJIICHHUS HACTOSIIETO
n300peTeHNs] TPEIUIOKEH KOHTEWHEp, HEeoOs3aTeIbHO MPENCTABISIOMIN COOOM CTEKIISTHHBIN
dnakon, conepxkamuii 20 mr, 80 mr wim 160 Mr aHTUTeNa B CTA0MJIBHOM COCTaBe, T COCTaB
comepskut (a) 20 mr/mi + 2 mr/mu anturena, (b) 0,57 mr/mn £+ 0,1 mr/mn L-ructununa, (¢) 1,33
mr/ma + 0,1 mr/mn mMoHoruapara MoHoruapoxjopuna L-rucruamaa, (d) 1 mr/mn£0,1 mr/mn
nonucopbara 80 u (e) 100 mr/mn+10 mr/ma caxaposss, B Boge mpu pH 5,8+0,2. B omnHom

BapUaHTE OCYLIECTBJIEHHMs HACTOALIEr0 M300pEeTEeHHUs MPEIJIOKEH KOHTEWHEp, HeoOsA3aTeNbHO
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NPEACTABILIIOIUN coO0l CcTekisiHHBIN (puakoH, comepxamuii 100 mr, 200 mr wimm 400 mr
aHTHUTeNa B CTAOUIIBHOM COCTaBe, Tae coctas copepkuT (a) 100 mr/mn £+ 10 mr/mn artutena, (b)
0,57 mr/mn + 0,1 wmr/mn L-rucrumuna, (¢) 1,33 mr/mn + 0,1 wmr/mn MoHOrHaparta
mMoHoruapoxyopuaa L-ructuauna, (d) 1 mr/mn£0,1 mr/mn nommucop6ara 80 u (e) 100 mr/mn£10
MI/MJ caxapo3sl, B Boze npu pH 5,8+0,2.

[0061] B opmHOM acmekTe HAcTOSINEro M300pETEHHS MPEIIOKeHA eIUHUYHAS
JeKapcTBeHHas: opMa, coneprkamas papMaleBTHUECKUN COCTaB, Kak 0OCYKIaeTcsl BbILIE MU
Jajee B HACTOSIIEM JJOKYMEHTE, I7le aHTUTEJIO NPUCYTCTBYET B kojudecTse OoT 0,1 mr 1o 500 mr.
B HEKOTOpBIX ciaydasx aHTUTENO NPUCYTCTBYET B KOJMYECTBE OT 2 A0 2,5 Mr. B HekoTOphIX
Cly4asiX aHTUTENO NPUCYTCTBYeT B kosudecTBe oT 10 go 11 mMr. B HekoTOphIX ciydasx
AHTUTEJIO MPUCYTCTBYET B KoJuyecTBe OT 20 no 25 Mr. B HEKOTOpPBIX Cllydasix aHTUTENO
MPUCYTCTBYET B Koau4decTse OT 80 1o 90 Mr. B HEKOTOPBIX Cily4asiX aHTUTENO NMPUCYTCTBYET B
kosimyectse OT 100 1o 125 mr. B HEKOTOpBIX Clly4asix aHTUTEIO MPUCYTCTBYET B KOJUYECTBE OT
160 no 180 mr. B HEKOTOPBIX Cily4asiX aHTUTENIO NPUCYTCTBYET B konu4decTse oT 190 o 210 mr.
B HEKOTOpBIX Cily4asx aHTUTENO MPUCYTCTBYET B KoaudecTtse OT 320 1o 360 mMr. B HEKOTOpPBIX
BapHaHTaX OCYIIECTBIICHUS €IWHUYHAs JIeKapCTBeHHass (Qopma mpencrasisieT CoOoi
CTEKJITHHBIA (pJIakoH. B HEKOTOpBHIX BapHaHTaxX OCYIIECTBJICHHs €IUHUYHAS JIEKapCTBEHHAsS
¢dopma mpencrasisieT coOOH MpenBapUTENBHO 3ANOJIHEHHBINH MIpHUI. B HEKOTOPBIX BapuaHTax
OCYIECTBIICHHsI EAMHUYHAS JIEKapCTBEHHAs (popma npeacTasisier cOO0H aBTOMHBEKTOP.

[0062] B mobbix u3 (hapManeBTUUECKUX KOMIIO3UIMA, HAOOPOB WJIM EIMHHYHBIX
JIEKapCTBEHHBIX (HOpM, 0OCYKIAeMbIX BBIIIE MM Jjajiee B HACTOSIIEM HOKYMEHTE, KOHTEHHep,
cozep Kalini (papMaLeBTHUECKUI COCTaB, MOXKET UMETh CBOOOTHOE MPOCTPAHCTBO, COAepIKALIee
ras, rje ra3 comepxut Menee 5 00.% kucnopona. B HEKOTOpBIX ciydasix ra3 Comep:kKuT MeHee 1
00.% kucnopona. B HekoTopbIx cinyyasix ra3 conepxut He donee 0,1 06.% kuciaopoaa.

[0063] B onmHOM acmekTe HacTOSIEro H300peTeHHsT NPEeNJIoKEeH KOHTeHHep,
conep KaIui (bapMaLeBTHUECKYIO KOMITO3UIIHIO, rae KOMIIO3HLIHS COZIEPIKUT
(apManeBTHYECKHI COCTaB, KaKk OOCY)KIaeTcsl BbIIIE MJIHM Jajiee B HACTOSALIEM AOKyMeHTe. B
HEKOTOPBIX CIY4asix KOHTEHWHep MPeACTaBisieT COOO0M mmpull. B HEKOTOPBIX Cilydasix KOHTEHHED
NPEACTABISIET COOOH MPeNBAPUTENBHO 3AMOJHEHHBIN MIPHUL. B HEKOTOPBIX Cily4yasix KOHTEHHEp
NPEACTaBIsieT COOON aBTOMHBEKTOP. B HEKOTOPBIX Clydasix KOHTEHHep MpencTaBiisieT coOoi
CTEKJISTHHBIN (JTaKOH.

[0064] B pasnuynHbIX BapuaHTaX OCYLIECTBJICHUs JHOObIe MPU3HAKUA WM KOMITOHEHTBI
BAPHUAHTOB OCYIIECTBIIEHHsI, OOCYK/Ia€MbIX BBIIIE MM J1ajJiee B HACTOALIEM HOKYMEHTE, MOJKHO
KOMOWHHUPOBATh, M YKa3aHHbIE KOMOMHALIMK BKJIIOYEHBI B OOBEM HACTOSIIETO H300pETeHMUS.
JIro6oe KOHKPETHOE 3HaYeHHE, 00CYKIAeMOe BBILIE HJIH J1ajlee B HACTOSIIEM TOKYMEHTE, MOKET
OBITh KOMOMHHMPOBAHO C IPYTMM B3aWMOCBSI3aHHBIM 3HA4YE€HHEM, OOCYKHA€MbIM BBIIIE HIIH
7lajnee B HACTOSALIEM AOKYMEHTE, [JIs ONpeNeeHNs] AUana30Ha, B KOTOPOM yKa3aHHbIE 3HAUEHMUsI
NPEACTABISIIOT COOOW BepXHUH WM HIDKHUI Ipenenbl AMAana3oHa, W Takhe AMANa3OHbl U BCE
3HAYeHMs], BXOJSINNME B TAaKHW€ IHMANa3OHbl, BKIIOUYEHbl B OOBEM HACTOALIETO H300pETEHHS.

Kamoe Hu3 3Ha"IeHI/II‘/'I, o6cy>1<;[aeMbe BBIIIC WU OAJIEC B HACTOALIECM AOKYMECHTC, MOKET OBITh
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yKa3aHo ¢ oTkjoHeHueM B 1%, 5%, 10% unu 20%. Hanpumep, xoHuentpauus 10 MM Mosker
ObITh ykazaHa kak 10 MM + 0,1 MM (otksonenue B 1%), 10 MM + 0,5 MM (oTkioHeHue B 5%),
10 MM + 1 MM (otknonenue B 10%) nmu 10 MM + 2 MM (oTknonenue B 20%).

[0065] [pyrue BapuaHTBl OCYLIECTBJICHHS OYAYT SICHBI TOCJE€ O3HAKOMJICHHS CO
CIIENYIOLIMM Jiajiee MOAPpOOHBIM OMHCAHUEM H300peTeHHsI.

MNOJAPOBHOE OITMCAHUE U30BPETEHUA

[0066] OOpamiasch Kk OMHMCAHUIO HACTOALIETO M300PETEeHUs, ClenyeT MOHUMATh, YTO
HacTosiee M300peTeHHe He OrpaHUYeHO KOHKPETHBIMH OIMMCAHHBIMU CIOCOOaMU |
SKCIIEPUMEHTAJbHBIMI ~ YCJIOBUSIMH, TaK KaK yKa3aHHbIE CHOCOOBI W YCIOBUS MOTYT
BapbUpOBaThCs. Takke CieayeT MOHMMAaTh, YTO HCIOJb3yeMas B HACTOSIIEM JOKYMEHTE
TEPMHHOJIOTHS TIPETHA3HAYEHA TOJBKO JUJIsI OMTUCAHUS YaCTHBIX BAPUAHTOB OCYLIECTBIICHHS U HE
NOJPA3yMEBAET OrPAaHMYUTENIBHOTO XapakTepa, TaKk Kak OObeM HACTOSIIEero H300peTeHHs
OrpaHUYEH TOJBKO MpUiIaraeMoi (opMyJiol H300pETEHMSI.

[0067] Ecnu He yka3aHO MHOE, BCE TEXHUUECKHUE U Hay4YHblE TEPMUHBI, UCIOJb3yEMbIE B
HACTOSIIIEM JOKYMEHTE, UMEIOT 3HA4YEHUs, OOBIMHO MOHUMAaeMble CIIELHAINCTOM B 00JacTH
TEXHUKH, K KOTOPOH OTHOCHUTCS HACTOsALIee H300peTeHne. B KOHTEKCTe HACTOSIIIEro JOKYMEHTa
TEPMUH TPUOJIM3UTENIBHOY, KOTZIa OH UCIIONb3YETCS sl OMHUCAHMS KOHKPETHOTO YKa3aHHOTO
YHCJICHHOTO 3HAYEHMs WJIM UAla30Ha 3HAYSHHH, 03HAYAET, YTO 3HAUYEHHE MOXKET OTKIJIOHSITHCS
OT YKa3aHHOTO 3HaueHus1 He Oojee yeM Ha 1%. Hanpumep, B KOHTEKCTE HACTOSALIETO JOKYMEHTA
BbIpakeHue «npudbmmsurenpbHo 100» Bkmowaer 99 m 101, u Bce 3HAa4YEHHUS MEXAY HUMHU
(Hampumep, 99,1, 99,2, 993,994 uT. 1.).

[0068] Xorst mroOble MeTOmBI M MaTepuaibl, MONOOHBIE WM SKBUBAJICHTHBIE TEM,
KOTOpbI€ OIMCAHbl B HACTOSINEM JOKYMEHTE, MOTYT MCIIONb30BaThCsA IPH IPAKTUYECKOM
OCYLIECTBJIEHMH WJIM WCHBITAHUM HACTOSILNEr0 H300peTeHHs, WJUTFOCTPATUBHBIE METOIBI U
Marepuael onucanbl gajee. ComepkaHue BCeX MATEHTOB, 3asIBOK M HEMATEHTHBIX MyOJIHKAINH,
YIOMSIHYTBIX B HACTOSIIIEM OIMHCAHUH, BKJIKOYEHO B HACTOSIIUI JOKYMEHT B IOJIHOM OOBbEeMe
MIOCPEICTBOM CCHUIKH.

PAPMAHEBTHYECKHE COCTABBI

[0069] B xoHTekcTE HACTOALIETO JOKYMEHTA BbIpakeHHE «(papMaleBTHUECKHI COCTaBY
O3HayaeT KOMOMHALIMIO MO MEHbIIEH Mepe OJHOrO0 AaKTUBHOIO HWHIpeAreHTa (Hampumep,
oucneuuduyanoro anrurena nporus CD20xCD3, xoTopoe MOKeT OKa3blBaTh OUOJOTHYECKUIA
3¢ ekt y yenoBeka WK KHUBOTHOTO, HE SIBJISFOLIETOCS YeJIOBEKOM) U 110 MEHbIIEH Mepe OTHOTrO
HEaKTHBHOTO HMHIPEINEHTa, KOTOPBIH Mocie OOBeNNHEHHsI ¢ aKTHBHBIM HHIPEIUEHTOM W/WIIN
OOHUM wWiIu Oollee IOMOJNHHUTEIbHBIMH HEAKTHBHBIMH HHIPEJUEHTAMH MOOXOAUT  JUIA
TEPANEeBTHYECKOTO BBEIEHUS YEJIOBEKY HJIU )KUBOTHOMY, HE SIBJIIFOLIEMYCS] 4eJIOBEKOM. TepMUH
«COCTaB» B KOHTEKCTE HACTOSINEro JOKYMEHTa O3HaudaeT «(papMameBTHHYECKHi COCTaB», €CIU
OTAENPHO HE YKa3aHO WHOe. B Hacrosimem n300peTeHuH NpeayioKeHbl (papMaleBTHUECKUE
COCTaBBl, COAEpXKallfe IO MeHbIIeH Mepe OAWH TepaneBTHueckuil monmnentuna. CoriacHo
OTAENbHBIM BapUaHTaM OCYIIECTBJIGHHS HACTOSIIEr0 HM300peTeHHs  TepareBTHYECKHUil

MOJIUTIENITHT  TIPEeNCTaBisieT cobol  OucrmeuupuyHOEe AHTUTENO, KOTOpOoe CrenupuIHO
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csizbiBaeTcss ¢ CD20 uenoBeka u CD3 denoBeka, MIIM €ro0 aHTUT€HCBS3BIBAIOIIUN (PparMeHT.
bornee xOHKpETHO, HacTosIee M300pETeHHE BKIIOYAET (hapMalleBTHUECKHE COCTaBbI, KOTOPBIE
comepkar: (1) bucnennduuHOEe aHTUTENIO YeJIOBeKa, KOTopoe crenudaHo cBsizbiBaercst ¢ CD20
yenoBeka u CD3 wuenoseka; (ii) Oydep, conmepxkamuii ructuguH, (ii1) OpraHUYECKHd
COpacTBOpHUTENb, copepskamuii momucopbar, u (iv) crabumusarop, conep:kamuii caxap. B
COCTaBbI COTJIACHO HACTOSALIEMY H300PETeHHI0 MOTYT OBbITh BKJIIOYEHBI IOIOJHUTEIbHbIE
KOMITOHEHTBI, €CII TaKhe KOMIIOHEHTbl 3HAYMMO HE YXYIIIAIT CTaOMJIBHOCTH COCTaBa.
KoHkpeTHbIe mNpUMepbl KOMIIOHEHTOB M COCTaBOB, BXOISIIUX B O0BEM HACTOSINETrO
nu300peTeHusi, MoapPOOHO OMHUCAHBI HUKE.

[0070] ®apmanieBTHYECKHE COCTABBI COTJIACHO HACTOSIIEMY M300PETEHUIO B OTAEIbHBIX
BApPUAHTAX OCYLIECTBJICHHS MOTYT MPENCTaBIATh COOOW TEKy4YHe COCTaBbl. B KOHTEKCTe
HACTOSIIIETO IOKYMEHTA BBIPAXKEHUE «TEKYUUI COCTaB» O3HAYaeT CMECh 10 MEHbLIEH Mepe ABYX
KOMITOHEHTOB, KOTOPast CYLIECTBYET MPEUMYLIECTBEHHO B TEKYYeM COCTOSIHHH NIPU TEMIIEpaType
ot mpubmusutensHo 2°C no mpubmusutensHo 45 °C. Texkydume cOCTaBbl BKIIIOYAKOT, CPEAH
NPOYEro, JKUAKUE COCTaBbl. TeKydne COCTaBbl MOTYT MMETh HU3KYIO, CPEIHIO HIIH BBICOKYIO
BSI3KOCTB B 3aBHCHUMOCTH OT X KOHKPETHBIX KOMITOHEHTOB.

BUCIHEIIU®UYBIE AHTUTEJA, CHEHU®UYHO CBA3BIBAIOIIUE CD20
YEJIOBEKA U CD3 YEJIOBEKA

[0071] ®apmaneBTHUECKHE COCTaBbI COMJIACHO HACTOSINEMY H300pPETEHUI0 MOTYT
comepxkaTh OucnenupuyHOEe AHTUTENO YeJIOBEKa WJIM €r0 aHTUT'€HCBSA3BIBAIOIIUN (parMeHT,
koTopoe(-biit) cieunduyaHo cBs3biBaeTcs ¢ CD20 uenoseka n CD3 yenoseka.

[0072] B uenom moapa3zymeBaeTcs, 4TO TEPMUH KAHTUTENO» B KOHTEKCTE HACTOSLIETO
JOKYMEHTA OTHOCUTCSI K MOJIEKYJIaM HUMMYHOTJIOOYJIMHA, COAEP KAIUM YeThIpe MOJIUIIENTHIHbIE
nernu - nase Tsokensle (H) memum u nBe nerkme (L) 1enu, COeAMHEHHbIE IPYr C APYroM
IUCYIb(GUAHBIMUE CBSI3SIMH, a TaKke UX MyJbTUMepaMm (Hampumep, IgM), Tem He MeHee,
MOJIEKYJIbl UMMYHOIJIOOYJIMHA, COCTOSIIUE TOJBKO M3 TSDKENbIX Ieneil (T. €. B KOTOPBIX
OTCYTCTBYIOT JIETKHE LIeTIH), TAK)KE BKJIIOYEHBI B OINpeIeNieHHe TepMHUHA «aHTuTenoy. Kaxknas
TsDKEJIasl LeTb CONEeP KUT BapruabebHYI0 00NaCTh TSKEION LEenH (COKpaIleHHO 0003HAYAEMYIO B
HactosmeM aokymeHnTe HCVR unmu VH) 1 KOHCTaHTHYIO 00nacTh Tsokeson nenu. KoHcTaHTHas
obnacte Tspkenon weru comepskut Tpu pomeHa, CH1, CH2 u CH3. Kaxknas nerkas unemnb
Conep>kuUT BapuadeNnbHYr O0JIaCTh JIETKOW Lenmu (COKpAaIlleHHO O0O3HAYaeMYK B HACTOSIIEM
nokymenre LCVR wmmun VL) u xoHCTaHTHYIO OOnacth jerkoil uenu. KoncraHTHas oOxacte
nerkoii menu coxepxut oguH nomeH (CL1). O6nactut VH u VL MoryT ObITh TOMOJHUTENTBHO
noApaszeNeHbl Ha  OONacTH  runepBapuadeNbHOCTH, HA3bIBAEMBIMH  ONPENEISIO MU
komrmuieMeHTapHocTh obnactsmu (CDR), kotopble mepemexarorcss Oojiee KOHCEPBATHBHBIMH
oOnactsimu, Ha3piBaeMbIMU KapkacHbIME obnactsaMu (FR). Kaxnas VH u VL coctouT u3 tpex
CDR wu uyerpipex FR, pacmojoeHHBIX OT aMHHOKOHIIA K KapOOKCHUKOHIy B CIEIYIOIIEM
nopsinke: FR1, CDR1, FR2, CDR2, FR3, CDR3, FR4.

[0073] B otnmenpHBIX BapuaHTax OCYLIECTBIEHHs H300peTeHns OucnenuduyHbie

anturena npotus CD20xCD3 cornacHo mM300peTeHUI0 SIBISAIOTCS aHTUTENaMu uesoseka. [lox
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TEPMUHOM «aHTHUTEJO YE€JIOBEKa» B KOHTEKCTE HACTOALIEr0 AOKYMEHTa MOJPa3yMeBaroTCs
aHTuTeNna,  BapuabenbHbIE M KOHCTaHTHbIE  OOJNACTH  KOTOPBIX  NOJYYEHbl U3
NIOCJIEIOBATENbHOCTEH HMMYHOIIOOYJIMHA 3apOABIIEBOI JTMHUN YelloBeKa. AHTUTENA YeJIOBEKa
COIJIACHO M300pETEeHMI0 MOTYT BKJIIOYaThb AMUHOKUCJIOTHBIE OCTAaTKH, HE KOJAHpPYyeMble
HIOCJIEIOBATENILHOCTSIMA ~ IMMYHOIJIOOYJIMHA ~ 3apOJBILIEBOH JIMHUM 4eJioBeKa (Hampumep,
MyTalLlUH, BBEICHHBIE B PE3yJIbTaTe CIYYAHHOrO WIN CalT-crienuduyeckoro MyrareHesa in vitro
WIM COMAaTHYeCKOW MyTaumu in vivo), Hanpumep, B CDR, u, B yactHoctu, B CDR3. Tem He
MeHee, TEPMHUH «aHTHUTEJIO 4YeIOBeKa» B KOHTEKCTE HACTOSINEro JTOKyMEHTa He IMOJpa3yMeBaeT
nox coboii aHTUTENa, B KOTOPBIX mocnenoBaTenbHocTd CDR, mosydeHHbIe U3 3apOABIIIEBOI
JUHUM JPYTUX BHUAOB MIIEKONMUTAKOLINX, TAaKUX KaK Mblllb, MPUBUTHl HAa KapKaCHBIE
NIOCJIEIOBATEIbHOCTA YeJIOBeKa. B pa3jnyHbIX BapHUaHTaX OCYIIECTBJICHUs OucnenuduyHoe
aatureno npotuB CD20xCD3 mpeacrasisier coboii antureno IgG venoseka. B pasnmuHbIX
BapHaHTaX OCYyIIECTBIeHUs Oucnenuduanoe anrureso nporus CD20xCD3 npencrasnsier codoit
antureno uvenoseka uzoruna IgGl, IgG2, IgG3 unu IgG4, unu cmemanHoro uzorumna. B
HEKOTOPBIX BapHUaHTaX oOcCyllecTBieHUs Oucneuuduunoe antuteno nporus CD20xCD3
npencrasisier codoii antureno IgG1 yenoseka (T. €. aHTUTENIO COAEPKUT KOHCTAHTHYIO 00J1acTh
Tskenol nenu IgGl uenoBeka, mpucoenuHeHHyro, coorBercTBeHHO, k HCVR kaxporo wus
NIEPBOTO AHTUTCHCBS3BIBAIOIErO JOMEHa M BTOPOrO AHTHIEHCBSI3BIBAIOIIErO0 JOMeHa). B
HEKOTOPBIX BapHUaHTaX OcCyllecTBiieHus: Oucneuuduunoe antuteno nporus CD20xCD3
npencrasisier codoit antureno IgG4 yenoseka (T. €. aHTUTENIO COAEPKUT KOHCTAHTHYIO 00J1acTh
Tskenol nenu IgG4 uenoeka, mpucoenuHeHHyr0, coorBercTBeHHO, k HCVR kaxgoro us
NIEPBOTO AHTUTE€HCBA3BIBAIOIIErO JOMEHA 1 BTOPOrO aHTHIE€HCBSI3bIBAIOLIETO IoMeHa). B mobom
U3 BApUAHTOB OCYLIECTBJICHUs, OOCY)KIA€MBIX BBIIIE WJIH Jajieeé B HACTOSIIEM IOKYMEHTE,
Oucneunduunoe antureno mnporuB CD20xCD3 MoxkeT conmepkaTh JIETKYIO —Karlma-Lemnb
yejqoBeka. B m00OM M3 BapHaHTOB OCYLIECTBICHHs, OOCYKIAeMbIX BBILNIE MM Jajiee B
HACTOsIIEM AOKyMeHTe, Oucneuudpuunoe antuteno nporuB CD20xCD3 mokeT comepkarh
JIETKYIO JIsIMO/1a-1IeTb YeIOBeKa.

[0074] B moObix BapuaHTax OCYINECTBJIEHUS OucCnelUuPUIHOE AHTUTENO MOKET
BKJIFOYAaTh MOAM(UKALMI ONHONH WM O0EMX TSDKENbIX wHenedl s OOJIerdyeHHust OYUCTKH
oucnerpguyHOro aHTHTENa (T. €. TeTepoauMepa) OT TOMOJUMEPHBIX mpuMeceil. B HekoTophIxX
BapHUAHTaX OCYLIECTBJICHUS OucnennpUuIHble aHTHTENA BKIIOYAIOT MEPBYIO U BTOPYIO TSDKEIbIE
nenu (T. e. Tsokenyro nernb CD20-cBsi3piBaroIIero mieda u Tsokeyio nenb CD3-cBsi3bIBarOIIero
IUIe4a), KOTOpbIe SIBISFOTCS MICHTHYHBIMU (Hampumep, ode oTHocsTcs kK m3otuny IgGl umm
IgG4), 3a uckmouenuem moaudukamuu B gomeHe CH3 omgHOW wim APyroi TSKENOW IenH,
CHIDKAIOIIEH CBs3pIBaHUE OucrenudpuyHOro anturena ¢ 0enkoM A MO CPaBHEHHIO C aHTHTEIOM
0e3 ykaszaHHOW Mmomudukanmu. B Hexoropbix cinydasx aomeH CH3 mepBoil Tshkenol wnemnu
(manmpumep, CD20-cBsi3pIBaroLIero mie4a) cBsizbiBaeT Oenok A, a nomeH CH3 BTOpoOii TspKenoit
nern (Hampumep, CD3-cBs3bIBAIOINEro IUIEYA) CONEPIKUT MYTALMIO, CHIDKAIOINYI HIIN
YCTPaHAIIIYIO CBsi3biBaHHE Oenka A. B HEKOTOPBIX ciydasx MyTalusl NPENCTaBlsieT COOOH

momudukammo H435R (mo nymepaumun EU; HO9SR no nymepamum sk3onos IMGT). B
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HEKOTOPBIX CIIydasX MyTalus npeacrasisier coboit mogudukammo H435R (o Hymepanuu EU;
HO5R no mymepaunu sx30H0B IMGT) u monudukamuro Y436F (nmo nymepanun EU; YO6F mo
IMGT). [pyrue monpudukanuu, KOTOPble MOIYT CoOAepxkaTbcsi BO BTOpoM naomene CH3,
BrirovaroT: D356E, L358M, N384S, K392N, V397M u V4221 no EU (D16E, L18M, N44S,
K52N, V57M u V82l no IMGT) B cayuae nomenoB CH3 IgGl; u Q355R, N384S, K392N,
V397M, R409K, E419Q u V4221 no EU (Q15R, N44S, K52N, V57M, R69K, E79Q u V82I no
IMGT) B ciiyuae nomenos CH3 IgG4.

[0075] B moObix BapuaHTax OCYINECTBJIEHHS OucnenuPUIHOE AHTUTENO MOKET
BKJIFOUATh XUMepHBbIN mapHup. IlogpasymeBaercs, 4TO TEPMUH «XHUMEPHBIN [IAPHUPY» BKIHOYAET
XUMEPHBIH OeJIOK, COep KaLIuil MEPBYI0 aAMUHOKHCIIOTHYIO MOCJIEA0BATEIbHOCTD, MOJYYSHHYIO
U3 IIApHUPHOH  obmacTm  OxHOW  MoJekysnel Ig, W  BTOPYIO  aMHHOKHCIIOTHYIO
NOCJIEIOBATEIbHOCTD, MOJYYEHHYI0 M3 INapHUPHON OONACTH APYroro Kjacca MM TOAKJIacca
monekynbl Ig. Hanpumep, XuMepHbIi MIapHUpP COAEPXKUT, B OHOM BapHaHTE OCYILECTBIIEHMUS,
NEPBYI0  aMHHOKHCIOTHYIO  IIOCJIEOBATENbHOCTb  WJIM  «BEPXHIOK  INAPHUPHYIO»
TIOCJIEIOBATEIBHOCTD, MOJIYYeHHYIO U3 MapHUpHOW oOmactu IgGl yenoBeka Wi ImapHUPHOU
obnactu IgG4 dvenoBeka, W BTOPYIO aMHHOKHCJIOTHYIO IOCHIENOBATEIBbHOCTh WM «HWYKHIOKO
IIAPHUPHYIO» TOCIIENOBATENBHOCTD, MONIYUYEHHYIO U3 ImapHupHOi obmactu IgG2 uenoseka. B
OTHEJbHBIX  BapuUaHTax  OCYLIECTBJIEHMUs  TIepBas WM  «BEpPXHssl  LIAPHUPHAs»
MOCJIEAOBATENBHOCTh CONEPKUT AMUHOKHUCIIOTHBIE OCTAaTKM B MOJOXKEHUsAX ¢ 216 mo 227 B
cootBercTBuu ¢ HyMepauued EU. B HEKOTOpBIX BapHaHTax OCYLIECTBJIEHHUs BTOpas WIH
«HWKHSI LIAPHUPHAs»  IOCNENOBATENbHOCTb CONEPKUT AMHUHOKHCJIOTHBIE OCTAaTKU B
MOJIOKEeHUSX ¢ 228 110 236 B cOOTBETCTBUU € HyMepauuen EU.

[0076] Amnrturena corjmacHO HM300pETEHMIO MOIYT, B HEKOTOPBIX BapUaHTax
OCYIIECTBJICHUS, NPECTaBIATh coboi PEKOMOMHAHTHBIE aHTHUTENA YeJIOBEKa.
ITonpasymeBaercsi, YTO TEPMHH «PEKOMOMHAHTHOE AaHTHTENO 4YeJOBEKAa» B KOHTEKCTE
HACTOSLIEr0 JOKYMEHTa BKJIIOYAaeT BCE AHTUTENa 4YeJOBEKa, KOTOpble IOJIyYeHbI,
SKCIIPECCUPOBAHBI, CO3JaHbl HWJIM BBIACJICHBl PEKOMOMHAHTHBIMH METONAMH, TaKHe Kak
aHTHUTENA, SKCIPECCUPOBAHHBIE C HUCIOIB30BAHUEM PEKOMOWHAHTHOTO BEKTOPA SKCIPECCHUH,
TPaHC(UIIUPOBAHHOTO B KIETKY-XO3fMHA, AHTHUTEJNA, BbIAEJEHHbIE W3 PEKOMOWHAHTHOU
KOMOMHATOPHOW OMONMOTEKM aHTUTEN YeJOBEeKA, AHTUTENA, BBIACJICHHBIE OT TPAHCTEHHOTO
JKUBOTHOTO (HAIIPUMEP, MBILIH), HIMEIOLIEr0 reHbl MMMYHOTJIOOYJIMHA YeJloBeKa (CM., Harlpumep,
Taylor et al. (1992) Nucl. Acids Res. 20:6287-6295), wnm aHTHTENa, TMOJNyYEHHbIE,
SKCIIPECCUPOBAHHbIE, CO3JAHHBIC WM BBIAENEHHbIE JFIOOBIMH APYTHMH CIOCO0aMH, KOTOPBIE
BKJIFOYAIOT CIUTAWCHHT TOCJIENOBATENIbHOCTEH T'€HOB MMMYHOIJIOOYJIMHA YellOBeKa B APYTrHUe
nocienosarenbHoct  JIHK.  Takme pexoMOWHAHTHbIE aHTUTENa UEJIOBEKAa COIEpKaT
BapuabenpHblE W  KOHCTaHTHBIE  OOJACTH, IIOJNyYeHHbIE W3  IOCJIEAOBATEIbHOCTEH
UMMYHOTJIOOYJIMHA 3apOJBIIIEBON JIMHUM YelOBeKa. TeM He MeHee, B OTJENbHBIX BapHUaHTaX
OCYIIECTBIIEHHs TaKH€ PEKOMOMHAHTHBIE aHTUTENA YeJOBEKa MOJBEPraroT MyTareHesy in vitro
(vnm, B ciiyyae MCMOJB30BAHMS TPAHCTEHHOIO KMBOTHOTO, UMEIOIIEro MOCIEA0BATENbHOCTH Ig

YeJioBeKa, COMATHYeCKOMY MyTareHe3y in Vivo), W, TakuM o0pa3oM, aMHUHOKHUCJIOTHbBIE
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nocjenoBaTeNbHOCTH obnactelt Vy M Vi peKOMOWHAHTHBIX AHTHUTEN NPEACTaBISIIOT COOOH
MOCJIEIOBATEIbHOCTH, KOTOpbIE, XOTs M IOJYyYEeHBbl U3 MOCIENOBaTeIpHOCTEM Vhy U Vi
3apOABIIIEBON JIMHUM 4€JOBeKa W POACTBEHHbI MM, HE MOTYT B INPUPOAE CYLIECTBOBATH B
penepTyape aHTUTEJ 3apOAbILIEBON JIMHUH YeJIOBEKa 1n Vivo.

[0077] TepMuHBI «aHTUTEHCBSI3bIBAIOLIASI YacTb» WM «AHTHTEHCBS3BIBAIOLIUI
¢dparmenT» aHTHUTENa (MM MPOCTO «4aCTh AHTHTENA» WM «()PAarMEHT aHTHUTENa») B KOHTEKCTE
HACTOSIIIETO JIOKYMEHTa OTHOCSTCS K OJHOMYy miu Oonee ()parMeHTaM aHTUTeNa, KOTOpbIe
COXPAHSIFOT CIIOCOOHOCTD crierudu4HO cBsi3biBaThes ¢ CD20 uvesioBeka uiu CD3 yenoBeka.

[0078] Ilom «BBIOENEHHBIM AHTHUTEJIOM» B KOHTEKCTE HACTOSIIEro JOKYMEHTa
MOJIpa3yMeBaeTcsl aHTUTENO, KOTOPOe MO CYIIEeCTBY HE COAEPKUT APyrue aHTUTeNa, UMEIoIne
OTJIMYAIOINHUECS] AHTUTCHHbIE CcrenupUIHOCTH (HampuMmep, BbIACIEHHOE OucnenupuaHoe
aHTHUTENO, KoTopoe crienndudHo csizbiBaeT CD20 yenoseka u CD3 uenoBeka, Mo CyIIECTBY HE
COIEPIKHUT AHTHUTEJ, KOTOPBIE CIEU(UIHO CBSA3BIBAIOT aHTUTEHBI, oTiaHuHbIe 0T CD20 yenoseka
u CD3 uenoseka).

[0079] Tepmun «cnenudu4HO CBSI3bIBACT» U T. 1. O3HAYAET, YTO AHTHUTENO WJIH €ro
AHTUTCHCBS3BIBAIOIIMN (PparMeHT o0pa3yer KOMIUIEKC C aHTUT€HOM, KOTOPBIA SIBJISETCS
OTHOCHTEJIbHO CTaOWJIBHBIM B (PU3HOJIOTHYECKHX yCIOBHsIX. Crienn(uIHOE CBA3BIBAHHE MOKET
OBITH OXapaKTEPU30BAHO KOHCTAHTOH IUCCOLMALINM, COCTaBJSIIOIIEH IO MeHbIIeH Mepe
NPUOITU3UTENBHO 1x10° M um Gonee. Criocobbl OIpEAEsIEHUsT TOrO, SIBJISIOTCS JIA JABE
MOJIEKYJIbl CIIELU(UYHO CBSI3bIBAIOLIUMICS, XOPOLIO M3BECTHBI B JAHHOW OOJNACTH TEXHHUKH U
BKJIFOUAKOT, HAIIPUMEpP, PABHOBECHBIN JUAIN3, TOBEPXHOCTHBIN MJIA3MOHHBIN PE30HAHC U TOMY
nonoOHoe. Beinenennoe anturesno, koropoe cneunpuyHo cesspiBaer CD20 uenoseka u CD3
YeJOBeKa, MOXKET, TeM He MeHee, o0JjanaTh MEePeKPeCTHOW pPEeaKTUBHOCTBIO C JPYTUMH
aHTUreHaMu, TaKUMHU Kak MoJekysbl CD20 unu CD3 ot apyrux Bunos (optonoru). B konTekcre
HACTOSAIIEro U300pEeTeHHsl CUNTAETCS, YTO MyJsbTUCTenuduyHbie (Hanpumep, oucnennpuyuHble)
aHTHTeNa, KoTophie cBsi3biBatoTCs ¢ CD20 yenoseka nu CD3 yenoBeka, a Tak:ke OTHUM Wiu Ooee
JOTIOJTHUTEJIbHBIX AaHTUIE€HOB, «creuupuyuHo cBs3biBatoT» CD20 uvenoeka u CD3 dyenoBeka.
Kpome Toro, BbIeI€HHOE aHTUTENO MOXET IO CYIIECTBY HE COAep KaTh APYrOro KJIETOYHOIO
MarepHuaia U/ XUMUYeCKUX BELIECTB.

[0080] ITpumeprr Oucneunduunabx anruren npotuB CD20xCD3, kotopblie MOTYT OBITH
BKJIFOUEHBI B (DapMaLleBTUYECKHUE COCTAaBbl COTNIACHO HACTOSINEMY H300PETEHHUIO, IPUBEACHBI B
nyomukamn WO 2014/047231, copepskaHue KOTOPOHW BKIIIOYEHO B TIOJHOM oObeMe
MOCPEICTBOM CCBLJIKH.

[0081] CornacHO OTHENbHBIM BapHaHTAM OCYLIECTBJICHHS HACTOSIIETO H300peTeHUs
oucnermpuunoe antureno npotuB CD20xCD3 wmnu ero aHTHUrEHCBSI3BIBAOLINI (PparMeHT
COIEPKUT TEPBBIA AHTHUIE€HCBSI3bIBAOIIUI JOMEH, KOTOpbIH crneuududHo ces3bBaer CD20
YeJIOBEKa, W BTOPOH AHTUTEHCBS3BIBAIOIIMN JOMEH, KOTOpPbI creruduuHo cBszbiBaeTr CD3
YeJOBeKa, TIA€ TMEpBbId  AHTUICHCBA3BIBAIOLMNA  JAOMEH  COMAEPKUT  ONpenesroLue
komrmieMeHTapHocTh obnactu Tspkeno nerm (CDR) A1-HCDRI1, A1-HCDR2 u A1-HCDR3,

COOTBETCTBEHHO, CoZlepKalliue aMUHOKHUCIOTHbIe nocnenoBaTeabHocT SEQ ID NO: 7,8 u 9, a
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BTOpOI1 aHTUTeHCBs3bIBaroIUi fomMeH conep:kut CDR Tsokenoit nenu A2-HCDR1, A2-HCDR2
u A2-HCDR3, coOTBETCTBEHHO, Conep Kallle aMUHOKUCIIOTHbBIE nocnenoBatenbHoct SEQ ID
NO: 10, 11 u 12. CornacHo OTAENbHBIM BapHAHTAM OCYLIECTBJICHHS HACTOSIIEro M300peTeHHs
oucnerduunoe antureno npotuB CD20xCD3 unu ero aHTUreHCBS3bIBAOIUN (PparMeHT
COepKUT o0Imue (I MEePBOr0 U BTOPOTO AHTUT€HCBSI3BIBAIOIIUX JOMEHOB) ONpEAEISIOLINe
KomruieMeHTapHocTh  obmactu  jerkoii wemu LCDRI1-LCDR2-LCDR3, cOOTBETCTBEHHO,
coieprKale aMUHOKUCIOTHBIE rocnenoBareabHocTd SEQ ID NO: 13, 14 u 15.

[0082] B ormenbHBIX BapHaHTaX OCYILECTBJICHUS OuCnennPUIHOE AHTUTENO MPOTHB
CD20xCD3 WUJIN €ero AHTUTEHCBSA3BIBAKO LU ¢dparmeHT COAEPKUT NEPBBIN
AHTUTCHCBS3BIBAOIIMIA JTOMEH, KOTOpbIi crnenuduuHo cesizpiBaeT CD20 yenmoBeka, u BTOPOId
AHTUTCHCBS3BIBAIOIIMN TOMEH, KOTOphId crenuduuHo cesi3piBaeT CD3 uenoseka, rae mnepBblid
AHTUTEHCBS3BIBAIOIIUN JOMEH CONEp:KUT BapuadenbHyro obnacte Tsokenod uenu (HCVR),

CONEpIKAIIY0 aMHUHOKHUCIOTHYIO mocnenosarenpHocTh SEQ 1D NO: 4, a Bropoit

>
aHTUreHCBs3bIBatoluii ~ gomedH  comepsxkur  HCVR,  conmepxamyro  aMUHOKHCIOTHYIO
nociaenosatenbHocTh SEQ ID NO: 5. B oTnenbHbIX BapuaHTax OCYIIECTBICHUS OucnenuduaHoe
antuteno npotuB CD20xCD3 uimy ero aHTHTEeHCBS3BIBAOIUN (PparMEHT CONEPIKUT OOLIYIO
BapuabenpHyro  obmacte Jyerkoir wemu (LCVR), comepkamyrd  aMHUHOKHCIIOTHYIO
nociaenosatenbHocTh SEQ ID NO: 6. B oTnenbHbIX BapuaHTax OCyIIecTBIeHUs OucnenuduaHoe
aatureno nporus CD20xCD3 wmnm ero aHTUT€HCBS3BIBAIOIIUI (PPAarMEHT COAEPIKUT MEpPBBIH
AHTUTEHCBSA3BIBAIOIUN JOMEH, COJEp’KAllMi Mapy aMHUHOKUCJIOTHBIX IOCJIE€I0BAaTENbHOCTEN
HCVR/LCVR, copepxamyro amuHOKHCIOTHBIE mocienoBarenbHoctn SEQ ID NO: 4/6, u
BTOPOU AQHTUTCHCBS3bIBAIO LU ZIOMEH, cozep Kalun napy AMHUHOKHUCJIOTHBIX
nocnenosarenbHocTeit HCVR/LCVR, conepikainyro aMHHOKHCIOTHBIE MOCJIEIOBATEIIbHOCTH
SEQ ID NO: 5/6. B HEKOTOpBIX BapHaHTaX OCYLIECTBICHHs OUCTenn(pHUIHOe aHTUTEJIO MTPOTHB
CD20xCD3 conepxxutr mapel nocnenoBatenbHocTeiit. HCVR/LCVR, yka3aHHbIE BbIlIE, |
KOHCTaHTHYIO o0sacth Tsokenon nernu [gG1 yenoBeka. B HEKOTOPBIX BapHaHTax OCYLIECTBICHHUS
oucnerppuunoe antuteno mnpotuB CD20xCD3  conmepKuUT mapbl MOCIEAOBATENBHOCTEH
HCVR/LCVR, yka3aHHble BbILIe, 1 KOHCTAHTHYIO 0OsacTh Tsokenod uernu IgG4 uenoseka. B
HEKOTOPBIX BapUaHTaX OCyllecTBieHus Oucneuuduunoe antuteno nporus CD20xCD3
cogepxut mapbl nocienoBatenpHocTeii HCVR/LCVR, ykazaHHbie BbIIIE, U KOHCTaHTHYIO
obmacte Tskenmoi wnenu IgG  denoBeka. B HEKOTOPBIX BapuaHTaX OCYIIECTBIICHHS
oucnermpuunoe antuteno mnpotuB CD20xCD3  conmepkuT mapbl TMOCIEAOBATENBHOCTEH
HCVR/LCVR, yka3aHHble BbIIE, U KOHCTAaHTHYIO obnacte Tsbkenod nernu IgGl wmm IgG4
4enoBeka. B HEKOTOphIX BapHaHTaX OCYLIECTBIEHHsS OuCrenupuyHOe AHTHUTENIO MPOTHB
CD20xCD3  comepXuT TEpBYK0  TSDKENYH  Lelb, COAEpKallyld  aMHUHOKUCIIOTHYIO
nocnenosaTenbHocTs SEQ ID NO: 1, BTOpyro TsKenyro Lelb, COAEPKalyl0 aMUHOKHCIIOTHYIO
nocienosatenbHOcTh SEQ ID NO: 2, 1 o0miyro JIerkyro Lemnb, COAep KAy aMHUHOKUCIOTHYIO
nocaenosarenbHocTh SEQ ID NO: 3. MmmoctpatnBHOe OucnenuduIHOE aHTUTENO IMPOTHB
CD20xCD3 ¢ mepBbIM aHTHUIEHCBSI3bIBAIOLIUM JOMEHOM, KOTOPBIM CIEU(PHUUHO CBSI3bIBAET

CD20 yenoseka u comepxxut HCVR, copepikalyto aMUHOKHCIOTHYIO MOCHIENOBATEIbHOCTD
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SEQ ID NO: 4, u LCVR, coaepaliyro aMUHOKUCIOTHYIO nocieaoaTenbHocTh SEQ ID NO: 6,
U BTOPOH AaHTUTEHCBS3BIBAIOIMUN JOMEH, KOTOpbIH crieruduyuHo cBszbiBaeT CD3 uenoseka u
conepxkut HCVR, copepskainyro aMUHOKHUCIOTHYIO mnocienoBareabHOCTs SEQ ID NO: 5, u
LCVR, cogpepxaimyro aMHHOKHCIOTHYIO mociienoBarenbHOCcTh SEQ ID NO: 6, obo3Hauaercs B
HactosimeM nokyMeHTe REGN1979. B HEeKOTOpBIX BapHaHTax OCYLIeCTBJIECHHs OucnernuduaHoe
AHTUTEJIO MMeeT NepByro Tspkenyro nenb (Bkmoudas HCVR, koropas cnenudguyHO CBS3bIBAET
CD20 uenoBeka), coAepskallyw aMHHOKHUCIOTHYH mnocienoBarenbHocTe SEQ ID NO: 1,
BTOpYIO Tskenyro 1enb (Bkiaouas HCVR, kortopas cnenuduuno cesizbiBaer CD3 dyenoseka),
COZEPIKAIYI0 aMUHOKHUCIIOTHYIO mocsienoBatebHOCTh SEQ ID NO: 2, u o0uiyro Jerkyr Lerb,
CONep KaIly0 aMUHOKHCIOTHYO mnocienoBarenbHocTh SEQ ID NO: 3. B HekOoTOpbIX clydasx
3penasi hopMa aHTUTENA MOXKET He BKIIto4YaTh C-koHueBble octaTku JusnHa u3 SEQ ID NO: 1 u
2. Takum oOpa3om, B HeKOTOphIX ciaydasix CD20-cBsi3biBaroliee IJIeUO AHTUTENA COIEPIKUT
TSDKENIYIo Lienb, cofepskamyro octatku 1-452 SEQ ID NO: 1, u CD3-cBs3biBarolee €40
aHTUTEJIA COAEPIKUT TSDKENYIO Lenb, coaepkamyto octatku 1-448 SEQ ID NO: 2.

[0083] KommuecTBO aHTHUTENA WM €ro  aHTUTECHCBS3BIBAIOINETO  (parMeHrTa,
comepxamieecss B (papMalieBTUYECKHX COCTaBaX COIVIACHO HACTOSIIEMY H300PETEHHIO, MOKET
BapbUPOBATHCS B 3aBHCUMOCTH OT KOHKPETHBIX CBOWCTB, KOTOPBIMH JTOJKHBI 00JIaIaTh COCTABBI,
a TaKXKe KOHKPETHBIX OOCTOATENbCTB M LENeH, Ui KOTOPBIX NPEANONaraercss NMPUMEHSTh
cocTaBbl. B OTHenpHBIX BapHaHTax OCYLIECTBICHUs (papMalleBTHYECKHE COCTaBbl MOTYT
comepxkath oT mpuOmmsuTenbHo 0,1 mr/mu no npubnusurensHo S00 Mr/mun aHTUTENna, OT
npubnusutensHo 0,5 mr/mn o npudnusurenbHo 400 MI/Mi aHTUTENa; OT NMPHOIM3UTENBHO 1
mr/mn o npudmmsurensHo 200 Mr/mu  aHTUTeNa, OT NPUONM3UTENHPHO 2 MI/MJI IO
npubmmsutensHo 100 mr/mur; ot nmpuOnusurenabHo 1 Mr/min g0 NpUOIH3HTENBHO S5 Mr/mi
aHtuTena; ot npubmmsurenpHo 10 mr/mn go npuOnusurtenpHo 30 Mr/mi aHTUTENa; OT
npuOIM3UTENBEHO 75 Mr/mi 10 npuOIM3uTeNbHO 125 Mr/mit, oT npuOIM3UTENbHO 5 MI/MIT 10
npubIu3nuTeNbHO S0 MI/MIT, WM OT MPHUOIM3UTEIBHO 2 MI/MIT A0 NMpHOIU3UTENbHO 160 Mr/mi
anturena. Hampumep, COCTaBbl COIMVIACHO HACTOSIIIEMY H300PETEHHIO MOTYT MpPEIACTABIISTh
co0OM JKUAKUE COCTaBbl, KOTOPBIE copep:kar mpudmusutenbHo 0,5 mr/mi;, npubmusutenbHo |
MI/MJI, TPUOTU3UTENBPHO 2 MI/MIL, NPUOIM3UTENBHO 3 MI/MII, MPUONU3UTENBHO 4 MI/MI;
npuOMU3UTENBHO S  MI/MJI, TNpPUOIM3UTENBHO 6 MIr/MiI;, TPUONU3UTENBHO 7  MI/mi,
npuOIM3UTeNbHO 8  Mr/my, mpuOmM3uTENbHO 9 wmr/mu, npubnmsutenpbHo 10 mr/m,
npubnusutensHo 11 wmr/mn;, npubnusurensHo 12 mr/mi, npubmmsurensHo 13 mMr/mi
npubmmsuTensHo 14 mr/mor; npubnusurenpHo 15 mr/mn;  mpuOnmsuTensHo 16 Mr/m
npubnusutensHo 17 wr/mn, npubnusurensHo 18 mr/mi;, npubmmsurensHo 19 mr/mi

npubmusurensio 21 mr/mor; npubnusutensHo 22 Mr/mi;

2

npubnusutensHo 20 Mr/mu;
npubnu3uTeNnbHO 23 Mr/mu, mpUOMM3UTENHHO 24 Mr/mi, npUOIM3UTENBHO 25 MI/MIL
npubnusuTensHo 26 Mr/mu, npuOIM3UTENsHO 27 Mr/mi;, npUOIM3UTENBHO 28  MI/Mmi
npubnusutensHo 29 wr/min;, npubnusurenpbHo 30 wr/mn;  npubnusutensHo 35 Mr/wu
npubnusutensHo 40 wr/mn, npubnusurenbHo 45 Mmr/mu, npubmmsurensHo 50 Mr/mi

npubnusuTensHo 55 wmr/min;, npubnusurenbHo 60 Mr/miu, npuOIM3UTENBHO 65 MI/MIL
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npubnusutensHo 70 wr/mn, npubnusurensHo 75 mr/mu, npubmmsurensHo 80 Mr/mi
npubmusurensHo 85 wr/mu;, npubnusurensHo 90 Mr/mu;, npuOnm3uTENBEHO 95 MI/Mmi
npubnusutensHo 96 wmr/min, npubnusurenbHo 97 Mr/miu, npuOaM3UTENHEHO 98  MI/mi
npubnusutensHo 99 wmr/mu; npubmmsurensHo 100 mr/mu; npubnusurensHo 101 mr/mo
npubmmsutensHo 102 mr/mn;, npubnusutensuo 103 mr/mur; npubmamsurensHo 104 mr/mu;
npubmmsutensHo 105 mr/mn;, npubnusurensHo 110 mr/mor; mpubmmsurtensHo 115 mr/mu,
npubnusutensHo 120 mr/mut; mpubnusutensHo 125 mr/mut; npubnusutensHo 130 mr/mig
npubnusutensHo 135 wmr/mut; mpubnusutensHo 140 mr/mur;, npuOmmsurensHo 145 mr/mi,
npubnusutensHo 150 wmr/mur; mpubnusutensHo 155 mr/mur; npubmusurtensHo 160 mr/m
npubnusutensHo 165 wmr/mur; mpubnusutensHo 170 mr/mur; npubmusurtensHo 175 mr/mig
npubnusutensHo 180 wmr/mur; mpubnusutensHo 185 wmr/mur; mpubmusurtensHo 190 mr/m;
npubnusutensHo 195 wmr/mor; wim  npubmmsurensHo 200 Mr/Mi aHTUTENa WIH - €ro
AHTUTeHCBS3BIBAIOIIETO (pparmMeHTa, kotopoe(-biif) cienuduano cesizbiBaercst ¢ CD20 yenoseka
u CD3 uyenoBeka. B oOTmenpHBIX BapHaHTaxX OCYIIECTBJICHUS (PapMalleBTHUECKHE COCTABBI
NPEACTABISIIOT COOON JKUAKHE COCTaBbl, KOTOPBIE MOTYT comep:karb oT 1+0,1 mr/mia go 200+20
Mr/ma antutena; ot 2+0,2 mr/mn go 10010 mr/mn antutena;, ot 1+0,5 mr/mn o 30+5 mr/mn
antutena; ot 10£1 mr/mn mo 30+£3 mr/mn anturena; ot 1+£0,1 mr/mn go 3+0,3 mr/mu aHTUTENA;
ot 15%1,5 mr/mn go 2542,5 mr/mi anturena;, ot 90+5 mr/mn go 110+£5 Mr/mi aHTUTENA, UK OT
150+7,5 mr/mn pgo 170+£7,5 wmr/mn anturena. B HEKOTOpBIX BapHaHTaxX OCYLIECTBIICHHS
(dapmaneBTHUECKHE COCTaBbI coiepkar 2+0,2 Mr/mi aHthrena. B HEKOTOPBIX BapHaHTaX
ocyliecTBIIeHUs] (papMaleBTUYECKHe COCTaBbl coxep:kar 20+2 mr/mi aHtutena. B HEKOTOpBIX
BapHaHTaX OCYIIECTBICHHUs (papMalleBTHUECKHE COCTaBbl comep:kar 80+8 mr/mu antutena. B
HEKOTOPBIX BapHAHTAX OCYLIECTBJIEHUs (papmalieBTU4decKne coctaBbl copepxkar 100+10 mr/mo
aHTUTENA.

buosxBuBaNeHTbI

[0084] Hacrosiimee u3oOpeTeHHe OXBATHIBAET AHTHUTENA, MUMEKOIINE aMUHOKHCIIOTHBIE
NIOCJIEIOBATEIbHOCTH, KOTOPBIE OTJIHYAIOTCS OT HJUIFOCTPATUBHBIX MOJIEKYJ, PACKPBITHIX B
HACTOSIIEM JOKYMEHTE, HO COXPaHSIOT CrnocoOHOCTH cBssbiBaTh CD20 uyenmoBeka u CD3
yenoBeka. Takue BapUaHTHBIE MOJIEKYJIbI MOTYT COAEpXkKaTh OAHO Win Oosee H0OaBIEHHIH,
AeNenuii WM 3aMeH aMHHOKHUCIIOT IO CPaBHEHHIO C HCXOTHOW IOCNIENOBATEIBHOCTHIO, HO
NPOSIBJIIIOT OMOJIOTMYECKYF0 aKTUBHOCTb, KOTOpasl MO CYILIECTBY SKBHBAJEHTHA AKTUBHOCTH
AHTHTEJI, ONTMCAHHBIX B HACTOSIIEM JTOKYMEHTE.

[0085] Hacrosimee wu300peTeHHe BKJIIOYAET AHTHIEHCBS3BIBAIOLINE  MOJICKYJIBL,
OMOSKBUBAJIEHTHBIE JTFOOOMY W3 WLIFOCTPATHBHBIX AHTHTEJN, TPEACTABICHHBIX B HACTOSLIEM
IOKyMeHTe. JlBa aHTHTENa CUYUTAOTCS OWOSKBUBAJEHTHBIMM, €CJIHM, HalpuMep, OHHU
NPEACTABISIIOT CO00H (papMareBTHUECKHE SKBUBAJIEHTHI N (PapMalieBTUIECKIE aTbTEPHATHBEI,
CKOPOCTh M CTENeHb a0COpOLMH KOTOPBIX HE IEMOHCTPUPYIOT 3HAYMMOH pa3HHULbI IpU
BBEJICHUU B TOH JX€ MOJIIPHOH 103€ B AHAJOTMYHBIX 3KCIEPUMEHTAJbHBIX YCJIOBUSX, KaK B
pa3oBOil n03€, Tak W B MHOTOKpaTHbIX po03ax. Hekoropele aHTuTEna OyayT CUYHMTATBHCS

OKBUBAJICHTAMHU HWJIH (bapMaI_IeBTI/ILIeCKI/IMI/I aAJIbTCpHATUBAMU, €CJIM OHU SKBUBAJICHTHBI IO
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cTernieHn ux abcopOLMHU, HO HE MO CKOPOCTU MX adcopOIuy, 1, TeM He MEHee, MOTYT CUHTAThCS
OMOSPKBUBAJIEHTHBIMH, TIIOCKOJIbKY TAaKHE pa3jn4yusi B CKOPOCTH aOCOpPOLMHU  SIBISIFOTCS
NpeAHAMEPEHHbIMU U OTPaKE€Hbl B MapKUPOBKE, HE HMMEIOT CYLIECTBEHHOTO 3HAUEHHs I
TOCTHOKEHUS 3(PPEKTUBHBIX KOHLIEHTPALMH JIEKAPCTBEHHOTO CPE/ICTBA B OPraHU3Me, Halpumep,
IPU JUTUTENIHOM NPUMEHEHUH, U CUUTAIOTCS C MEIULMHCKON TOUKU 3PEHUs] HE3HAUUMBIMU IS
KOHKPETHOI'O HCCIIelyEeMOro JIEKapCTBEHHOTO TIpenapara.

[0086] B omHOM W3 BapuaHTOB OCYILIECTBICHUsS [BAa AHTUTENA  SIBJSIFOTCS
OMOSKBUBAJIEHTHBIMH, €CJIM HE CYIIECTBYET KIMHUYECKH 3HAYMMbIX pa3jM4dii B HUX
6e30MmacHOCTH, YUCTOTE U 3P PEKTHBHOCTH.

[0087] B onmHOM w3 BapuUAHTOB OCYIIECTBJIEHUS JIBA AHTUTENA  SIBJSTEOTCS
OMOSPKBUBAJICHTHBIMH, €CJIM TALIMEHT MOXET OAMH MM HECKOJBbKO pa3 ObITh MepeBeieH ¢
pedepeHcHOro MponykTa Ha OUONOrHYECKUN MPOAYKT U HA0OOPOT 6€3 0KUAAEMOr0O YBETUICHHSI
pucka HeXenarelbHbIX 3(PQEeKTOB, B TOM HYHCHIE KIMHHYECKH 3HAYMMOIO H3MEHEHUS
UMMYHOT€HHOCTH, WJIM YMEHBIIEHUs 3(PQEeKTHBHOCTH, IO CPABHEHHIO C HETIPEPBIBHOM Teparueil
0e3 Takoro nepeBoja.

[0088] brio3KBHBaNIEHTHOCTH MOXKET OBITH MPOJEMOHCTPUPOBAHA C MOMOIIBIO CITOCOOOB
in vivo u in vitro. Ciocobsl OneHKH OMO’KBHUBAJEHTHOCTH BKJIFOYAIOT, HApUMep, (a) TeCT in
VIVO Ha JIFOMSIX WUTM IPYTUX MIIEKOMUTAIOINX, B KOTOPOM H3MEPSIOT AMHAMHUKY KOHLEHTPALUU
aHTHUTENa WM €ro MeTaboJMTOB B KPOBH, IUIA3ME, ChIBOPOTKE WJIHM APYrod OMOIOTHYECKOM
xunkocTy; (b) TecT in vitro, KOTOPBIN OBLT COOTHECEH C NAaHHBIMH O OMOAOCTYIMHOCTH Y JIFOJEH
in VIvO U MO3BOJISIET B Pa3yMHBIX IpeAesiaXx UX MPOTrHO3UPOBATH; (C) TECT 1N VIVO Ha JIIOIAX WU
APYTUX MIIEKOIUTAIOLINX, B KOTOPOM U3MEPSIIOT KPATKOCPOUHYIO TUHAMHKY COOTBETCTBYIOLIETO
(apMakoIOrn4eckoro AeicTBus aHTUTENa (MM ero MULIeHH); U (d) B XOpOIIo KOHTPOJIUPYEMOM
KJIMHUYECKOM HCCIIEIOBAHUH, B KOTOPOM YCTAHABINBAETCS 0€30MacHOCTb, 3 (EKTHBHOCT HIIN
OMOIOCTYMHOCTD HJIN OHOSKBHBAJIEHTHOCTh AHTHUIEHCBA3bIBAIOIIErO OeJKa.

BCIIOMOTI'ATEJBHBIE BEIIECTBA IJ1s1 COCTABA U pH

[0089] dapmaneBTHUECKHE COCTaBbl COMIACHO HACTOSIIEMY HM300PETEHHIO COIEpKaT
onHO WM OoJjiee BCIOMOTATENbHBIX BELIECTB. TEPMHH «BCIIOMOTAaTEJIbHOE BEINECTBOY» B
KOHTEKCTE HACTOSIEro JOKyMeHTa o0o3HadaeT Jr00OW  HEeTeparleBTUYECKHH  areHr,
nobaByisieMbli B COCTaB Uil OOECHEUeHHUs] JKeJaeMOH KOHCHCTEHIIMH, BS3KOCTH WJIH
crabunmsupyromiero 3¢ dexra.

[0090] B oTnenpHBIX BapuaHTax OCYIIECTBJICHUS (hapMaleBTHUECKHE COCTaBbl COTIACHO
HACTOSIIEMY U300PETEHUI0 MMEIOT BSI3KOCTh MeHee 15 cIl, uTo siBisieTcst OMaronpusiTHBIM TSI
JIOCTaBKM KOMITO3UIMHA W3 TMPEIBAPUTENIbHO 3alOJIHEHHOTO INMPHULA WIM aBTOMHBEKTOpa. B
HEKOTOPBIX CIy4asix (papMaleBTHYECKHUE COCTaBbI UMEIOT BsI3KOCTh MeHee 14 cll, menee 13 cIl,
menee 12 cll, menee 11 cll, meree 10 cll, menee 9 cll, menee 8 cll, menee 7 cll, mernee 6 cll,
meHee 5 cll, menee 4 cIl, menee 3 cll, menee 2 cIl unu menee 1,5 cIl npu 20°C npu usmepeHuu
C WCIIONIb30BAHMEM KaNWIIIPHOTO BUCKO3MMeETpa (HampuMmep, Kak OnucaHo B mpumepe 3). B
HEKOTOPBIX BapUAHTAX OCYLIECTBIICHHUs (papMalleBTUYECKHE COCTABbI HMEIOT BA3KOCTh MeHee 15

cIl npu xoHueHTpanusax anturena 10 150 mr/mia npu 20°C npu U3MepeHUH C UCTIONb30BAHUEM
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KalMWISIPHOTO BUCKO3UMeETpa (HarmpuMep, Kak OMHcaHo B mpuMepe 3). B HeKoTophIX BapuaHTax
OCYIIECTBIIEHHs (papMalleBTUIECKUE COCTaBbl UMEIOT BSA3KOCTh MeHee S5 cll mpu KOHIeHTpauusax
aaturena no 100 mr/ma mpu 20°C npu M3MEpeHHHM C HCIOJIb30BAHHEM KalUJUIIPHOTO
BUCKO3UMETpa (HampuMmep, Kak ONHMCAaHO B mpumepe 3). B  HekoTopbIX BapHaHTax
OCYILIECTBIIEHHsI (papMalleBTUYECKUE COCTaBbl UMEIOT BSA3KOCTh MeHee 2 cll mpu KOHIeHTpauusax
aatutena 10 20 mr/mn mpu 20°C mpu M3MEpeHHHM C WCHOJNIb30BAHHMEM KAaIMJUIIPHOTO
BUCKO3UMeTpa (Hanmpumep, Kak OIUCAHO B IIpuMepe 3).

[0091] B otnenbHBIX BapuaHTaX OCYIIECTBICHUS (hapMalleBTHUECKHE COCTaBbI COrJIACHO
HACTOSLIEMY U300PETEHHIO COAep KaT OJUH Hiu OoJjiee YriIeBOIOB, HAIIpUMeEpP, OOUH Win OoJjee
caxapoB. Caxap MOXeT TPEACTaBIATb COOOH  BOCCTAHABIMBAIOIIMK  caxap WM
HEBOCCTAHABJIMBAKOIIUI caxap. «BoccraHaBiIMBaroLIie caxapay BKIKOYAKOT, HAPUMED, caxapa ¢
KETOHOBOH WJIM  aNbJErHJHON TPYIIOH, KOTOpbIE CONEPKAT PEaKLUOHHOCIIOCOOHYIO
reMHUaleTaIbHY0 IPYIIY, KOTopast o0ecreunBaeT NeiicTBHE caxapa B KaUeCTBE BOCCTAHOBUTEIISL.
KoHkpeTHpIE TNpHMeEphl BOCCTAHABJIMBAIOIIMX CaxapoOB BKIKYAOT (PPYKTO3y, TIIFOKO3Y,
TIULEepaNbIeTul, JIAKTO3y, apaOWHO3y, MaHHO3y, KCHUJIO3y, pHOO03y, paMHO3y, TajlaKTo3y H
manbTo3y. HeBoccraHaBimBarolue caxapa MOTYT COAEpXKaTb AHOMEPHBIM aToOM yIJepona,
KOTOPBII SIBJIIETCSI ameTajieM W [0 CYIIeCTBY HE BCTYNAeT BO B3aHMMOJACHCTBHE C
AMHHOKHUCJIOTAMH WJIA TIOJHUMENTUAAMU IJIi WHULMUUAPOBAHUs peakuun Maiisipa. KorkperHbie
NpUMepPbl HEBOCCTAHABIMBAIOIIMX CAaXapoOB BKIIOYAKOT Caxapo3y, Tperajosy, copbosy,
CyKpasio3y, MenuuuTo3y U padpdunozy. CaxapHble KHCIOTHI BKIIOYAIOT, HAIPUMED, CaXapHCThIe
KHUCJIOTBI, TJIOKOHAT U JPYrHe IOJUTHAPOKCHCAaxXapa M HX CONU. B HEKOTOpBhIX BapuaHTax
OCYIIECTBIIEHHSI caxap MpeAcTaBisgeT coOol caxapo3y. B HekoTopsIx ciydasx caxap (Hampumep,
caxapo3a) BBICTYIAET B KAYECTBE TEPMHUUECKOr0 CTabUIM3aTopa A OucnennpuIHoOro aHTuTena
nporus CD20xCD3.

[0092] KonmuecTBo caxapa (HampuMep, caxaposbl), cofeprralieecs B (hapMaleBTHIECKIX
COCTaBaxX COIJIACHO HACTOALIEMY H300PETeHHIO, MOXKET BapbUPOBAThCS B 3aBUCUMOCTH OT
KOHKPETHBIX OOCTOSITENICTB U LIEJIeH, Al KOTOPBIX MPEAINoJiaraeTcs MPUMEHSITh COCTaBbl. B
OTAEJIbHBIX BAPHAHTAX OCYINECTBJIEHUS] COCTABBI MOTYT COnep:kaTh OoT mpudbiusutensHo 0,1% 1o
npubnusutensHo 20% caxapa; ot npubmusutenbHo 0,5% no npudmmsurensro 20% caxapa; oT
npubnusutensHo 1% no npubmusurensHo 20% caxapa; oOT mnpubnusutenbHo 2% 10
npubnusutensHo 15% caxapa; ot mpubnusurensHo 5% no npubmusutensHo 15% caxapa; oT
npubnusutensHo 7,5% no mpubmusurtensHo 12,5% caxapa;, wim oT npubmmsurensHo 9% mo
npubnusutensHo 11% caxapa. Hanpumep, ¢apmanieBTH4YeCKHE COCTABBI COTJIACHO HACTOSIIEMY
n300peTeHnI0  MOryT  coxepkatb  npuOmmsurensHo  0,5%; nmpubmmsurensho  1,0%;
npudm3uTensHo 1,5%; npubmmsutensho 2,0%; npubnmuzurensHo 2,5%; npubmmsurensHo 3,0%;
npuOIM3UTENBHO 3,5%; mpubmmsurensHo 4,0%; npubnusurensHo 4,5%; npubmusurensHo 5,0%;
npuOIM3UTENBHO 5,5%; mpubmmurensHo 6,0%; npubnusurensHo 6,5%; npubdmusurensHo 7,0%;
npudm3uTeNnsHo 7,5%; npubmmsutensHo 8,0%; npubmusurensho 8,5%; npubmusurensHo 9,0%;
npubnusutensHo 9,5%; mpubnusurensHo 10,0%; nmpubnusurensHo 10,5%; mpuOmmM3uTENbHO

11,0%; mnpubnusurensao 11,5%; npubmmsurensuo 12,0%,; npubnusurensHo 12,5%;
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npudmmsuTensHo 13,0%; npubnusurensro 13,5%; npubnusurensro 14,0%; npuOmM3UTENTsHO
14,5%; npubmmsurensuo 15%; unmu npubmmurensHo 20% caxapa (Hampumep, caxaposbl). B
HEKOTOPBIX BapUaHTAaX OCYLIECTBJICHUS COCTaBbl conep:kar mnpudmmsurenbHo 10% caxapa
(Hampumep, caxaposbl). Kaxmoe n3 NMpOLEHTHBIX 3HAYEHHH, YKa3aHHBIX BbIIIE, COOTBETCTBYET
NPOILIEHTY O Macce/o0beMy (Mac./06.). B HEKOTOpBIX ciy4asix cocTaBbl coaepkar ot 5% + 1%
1o 20% =+ 4% (mac./06.) caxaposbl. B HEKOTOpBIX ciyuasix coctaBbl comepxar ot 8% + 0,5% no
12% =+ 0,5% (mac./00.) caxaposbl. B HekoTOphIX ciy4asix coctaBbl comepxkar 10% =+ 1%
(mac./00.) caxapo3bl.

[0093] ®apmanieBTHYECKHE COCTaBbI COMVIACHO HACTOSIIEMY M300PETEHHIO TaK)Ke MOTYT
colepKaTh OAMH Wi OoJiee OPraHMYECKHX COPACTBOPHUTENeH (MM CTaOMIM3aTOPOB IPAHULIBI
paznena (a3) TAKOro TUIA U B TAKOM KOJIMYECTBE, KOTOpbIe obecrneynuBain Obl CTAOWIIH3ALMIO
oucnerpduunoro anturena npotus CD20xCD3 B ycnoBUSAX HEOCTOPOXKHOTO OOPALICHUS HIIH
nepeMelInBaHms, HampuMep, Ha OpOWUTaNbHOM Ieiikepe. B  HEKOTOpBIX BapHaHTaxX
OCYIIECTBJICHUS] OPraHUYECKUN COPACTBOPHUTENb MPEACTABISET COOOM MOBEPXHOCTHO-aKTUBHOE
BeleCTBO. B KOHTEKCTE HACTOSIIErO TOKYMEHTA TEPMHUH «MTOBEPXHOCTHO-AKTUBHOE BEILIECTBOY
O3HAYaeT BELIECTBO, KOTOPOE CHUKAET MOBEPXHOCTHOE HATSKEHHE JKUIKOCTH, B KOTOPOU OHO
pPacTBOPEHO, W/WIIM CHUKAET HATSDKEHHE Ha TpaHULe pas3zeiia MEeXAy MacioM H BOIOW.
IToBepXHOCTHO-aKTUBHBIE BEIIECTBA MOTYT OBITh HOHOT€HHBIMH WJIH HEHOHOTE€HHBIMU.
[Tpumepbl HEMOHOTEHHBIX MOBEPXHOCTHO-AKTUBHBIX BEIIECTB, KOTOPBIE MOTYT OBITh BKJIFOYECHBI
B COCTaBBI COTJIACHO HACTOSIILIEMY H300pETEeHHIO, BKJIFOYAIOT, HaTpUMep,
ANKWITOIH(3TUIICHOKCHUNT), ANKWIIOJIUTITIOKO3UABl  (Hampumep, OKTWJITJIFOKO3U U
JOeLWIMAaIbTO3H ), KUPHbIE CIHPTHL, TaKHMe€ KaK LETHJIOBbIM CHHPT U OJICHJIOBBIA CIHPT,
kokamug MDA (kokaMuJ MOHO3TaHOJAMUH), Kokamun JIDA (KokamMHua ITUITAHONIAMUH) H
kokamuny TDA (kokamun TpusTaHonamuH). KOHKpeTHbIe HEMOHOTEHHBIE TMOBEPXHOCTHO-
AKTUBHBIE BELIECTBA, KOTOPbIE MOTYT OBITh BKJIIOUEHbI B COCTABbI COIJIACHO HACTOSIIEMY
U300pETEHHIO, BKJIFOYAIOT, HAITPUMeEP, MOJIUCcopOaThl, Takue Kak monucopoar 20, mommucopoar 28,
nonucopdat 40, monucopbar 60, moaucopdat 65, monucopbar 80, monrcopdbat 81 u monucopodar
85; monokcamepsl, Takue kak nojokcamep 188 (takke HazpiBaeMmbili Pluronic F68), monokcamep
407, MOMUATHIIEH-TIOJUIPONIIIEHTIIUKONb, Wik nojudtuieHrmukons (I1900). TTonucopbar 20
takke u3BecteH kak TWEEN 20, copOutaHa MoHOIAaypaT W TOJUOKCU3ITHIIEHCOPOHMTAHA
MOHOJIaypaT. B HEKOTOpBIX BapUaHTaX OCYIIECTBJIEHUS TOBEPXHOCTHO-AaKTUBHOE BEIECTBO
npezacrasisier codboi moimucopbdar 80.

[0094] KommuecTBO  MOBEPXHOCTHO-aKTUBHOTO — BEIIECTBA,  COAEpKalleecs B
(bapMalleBTHYECKUX COCTaBaX COTJIACHO HACTOSIIEMY H300PETEHHIO, MOJKET BapbHUPOBATHCS B
3aBUCUMOCTH OT KOHKPETHBIX CBOMCTB, KOTOPBIMH IOJIKHBI O0JIamaTh COCTaBbI, a TaK¥kKe
KOHKPETHBIX OOCTOSITEBCTB M LIEJIeH, IJIsi KOTOPBIX MPEAIoJiaraeTcss MPUMEHSITh COCTaBbl. B
OTIEJbHBIX BaPUAHTAX OCYIIECTBJIEHUS COCTABBI MOTYT comep:karh oT mpudmausutenbHo 0,01%
1o npubnu3uTenbHO 1% MOBEpXHOCTHO-aKTHBHOrO BemnecTBa, oT nmpubnusutensHo 0,01% mo
npudmm3uTenbHo 0,5% NOBEPXHOCTHO-aKTHBHOTO BemnecTsa;, oT mnpudmmsurenbHo 0,05% no

npubnusutensHo 0,15%; ot npubnuzurensHo 0,08% no npubausurensHo 0,12% MOBEPXHOCTHO-
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AaKTUBHOTrO BemecTBa, wid oOT mnpudbmusurenpHo 0,09% no mnpubmusurensao 0,11%
NIOBEPXHOCTHO-aKTUBHOTO BemnecTsa. Hanpumep, cocTaBbl COrNIaCHO HACTOSIIEMY H300PETEHHIO
MoryT conepxarb npubnusutenbHo 0,01%; npubausurensHo 0,02%; npubnusurensHo 0,03%;
npubnusutensHo 0,04%; npudnusurensHo 0,05%; npubnusurensHo 0,06%; npubausHTEIBHO
0,07%; mnpubmmsureasno 0,08%; mnpubmsurensHo 0,09%; npubnusutensHo  0,10%;
npubmmsurensHo 0,11%; mpubnusurensho 0,12%; npudmusurensro 0,13%; npubausuTensHO
0,14%; mnpubmmsurensuo 0,15%; npubmsurensno 0,16%; npubmusurensHo 0,17%;
npubmsutenbio 0,18%; nmpubnusurensHo 0,19%; npudmusurenasro 0,20%; npuOIM3UTENBHO
0,21%; npubnusurensio 0,22%; npudmmsurensuo 0,23%,; mnpubnusurensHo 0,24%;
npubmmsuTensHo 0,25%; npubnusurensHo 0,26%; npudmusurenbro 0,27%; npuOIM3UTENBHO
0,28%; mnpubmusurenpbHo 0,29%; wnu npudmusurensHo 0,30% MOBEPXHOCTHO-AKTUBHOTO
BemecTBa (Hampumep, noiucopbara 80). B HEKOTOPBIX BapHaHTaxX OCYIIECTBJICHUS COCTaBbBI
cogepxkatr  npubmusutensHo  0,1%  MOBEPXHOCTHO-aKTUBHOIO  BeIeCTBA  (HAmpumep,
nonucopbara 80). Kakmoe M3 MPOLEHTHBIX 3HAYEHUH, YKA3aHHBIX BBIIIE, COOTBETCTBYET
MPOLIEHTY MO Macce/o0beMy (Mac./00.). B HekoTopbIx ciyuasix coctaBel comepkat ot 0,01% =+
0,005% mo 0,5% + 0,25% (mac./06.) nomucopbara 80. B HEKOTOPBIX ClIydasix COCTaBbI COAEPKAT
0,1% + 0,05% (mac./00.) monmucopbara 80. B HexkoTopbIx ciydasx coctaBbl copepkar 0,1% +
0,01% (mac./06.) monucopbara 80.

[0095] ®PapmanieBTHYECKHE COCTABBI COTJIACHO HACTOALIEMY M300PETEHHIO TaK)Ke€ MOTYT
comep:kath Oydep unmu OydepHyo cucreMy, Ciy)Kamue i noaaepkanusi craduimpHoro pH u
cnocobcTByromre crabmnuszaumu Oucnenuduunoro anturena mnporus CD20xCD3. B
HEKOTOPBIX BapHaHTaxX OcyliecTByieHus: Oydep mwiu OydepHas cucreMa COOEPKUT MO MEHbLIEH
Mepe oauH Oydep, KOTOpbI HMMeeT auana3oH Oy(epupoBaHUs, KOTOPBIH MOJHOCTBIO WU
4aCTUYHO MepekpbiBaeTcs ¢ auamnasoHom pH ot 5,5 mo 6,1. B oraenpHbIX BapuaHTax
ocyuiecTBieHuss Oydep comepkurT THCTHAMHOBBIN Oydep. B ormenbHbIX BapmaHTax
ocywectBieHust Oydep (Hampumep, TUCTHAWH) TMNPUCYTCTBYeT B KOHLEHTPALMH OT
npubnusutensio 1 MM no npubnusutensHo 40 MM, ot mpubmusutensHo 1 MM 1o
npubnusutensHo 30 MM, ot npubmmsurensHo 1 MM go mpubmmsurensHo 20 MM, oT
npubnusutensHo 3 MM o npubnmsurensHo 18 MM; ot mpubmmsutensHo S5 MM 1o
npubnusutensHo 15 MM; wimm ot npubnmsurensHo 8§ MM no mpubnusurensHo 12 MM. B
HEKOTOpBIX BapUaHTAaX oOCywecTBieHns Oydep (Hampumep, THUCTHOWH) TMPHCYTCTBYET B
KOHLEHTpauun npubnusutensHo 1 MM; nmpubmmsurensHo 2 MM, npuOnmusutensHo 3 MM,
npubnusutensHo 4 MM, npubnusurensHo 5 MM; npuOnu3uTensHo 6 MM npUOIM3UTENBHO 7
MM; mnpubmmurensHo 8 MM; npubnmsurenbHo 9 MM; mnpubnusurensHo 10 MM
npubnusutensHo 11 MM; npubnmsurensHo 12 MM; npubnusurenshio 13 MM; npuOausuTensHO
14 MM, npubmmsurensHo 15 MM, npubmmsurensHo 16 MM; mnpubnusurenshHo 17 MM;
npubnusutensHo 18 MM; npubnusurensHo 19 MM; mu npubnusurensHo 20 MM. B HekoTOpBIX
CJIy4asix COCTaBbl CONEPIKAT TUCTUANHOBBIN Oydep B KoHIeHTpawu oT S MM + 1 MM 1o 15 MM
+ 3 MM. B HEKOTOpBIX CIy4asix COCTaBbI COAEPKAT TUCTHINHOBBIN Oydep B kKoHUeHTpauuu 10

MM £ 1 MM. B HEKOTOpBIX BapHaHTax OCYIIECTBJIEHHs T'MCTUIUHOBBINA Oydep comepxwur L-
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TMCTHIMH W MOHOTHUApPAT MoHoruzapoxyiopuaa L-ructupmHa. B HekOTOpeIX — ciydasx
TMCTUIMHOBBIN Oydep comepxkur L-ructuamH B KoHUeHTpamuu 3,65 MM = 0,5 MM #u
MOHOTUAPAT MOHOruapoxaopuaa L-ructuamna B koHuentpauuu 6,35 MM = 0,5 MM. B
HEKOTOPBIX CIIydasix TMCTUAMHOBBIN Oydep comepxut L-ructunusn B koHueHTpauuu 3,65 MM +
0,2 MM u MoHOruapaT MoHoruapoxygopuaa L-ructuauna B koHuentpauuu 6,35 MM + 0,2 MM.
B HeKoTOpBIX BapHaHTax OCYIIECTBJIEHMS COCTaBbl COZAEPIKAT aleTaTHbIH Oydep (Hampumep,
npu Mo00H M3 KOHIEHTpauui, oOCy’KAaeMbIX BBIMIE WM Aajiee B HACTOAIIEM AOKyMeHTe). B
HEKOTOPBIX BapHAHTAX OCYLIECTBJICHUS COCTaBbI conepkar dochatHbiii Oydep (Hanmpumep, npu
mr000# U3 KOHIEHTpaLui, 00CYKAaeMbIX BBIIIE WM AaJiee B HACTOSIIIEM TOKYMEHTE).

[0096] B mpoiecce OYMCTKH aHTHTEIA MOMKET OBITh JKeNaTeIbHO WM HEeOOXOIMMO
3aMeHuTh oauH Oydep Ha Jnpyrod s JOCTKEHUST TpeOyeMbIX  KOHIEHTpPALU
BCIIOMOTATEJIbHBIX BELIECTB, KOHLEHTpauuu antutena, pH u . 1. 3amena Oydepa moxer ObITH
OCYIIECTBJIEHa, HANpHUMep, ¢ MOMOINbI yibTpaduisrpaiuu/muadistpauuu (YO/D) ¢
UCTIOJIb30BAaHUEM, HATIPUMED, MOIYIPOHULAeMON MeMOPAHBI JUIsl TAHT€HIIMAIBHON (PHIIbTPALIIH.
OnHako MCHOJIB30BAHUE TAKUX METONOB MOXET BbI3BaTh 3dpdexr I'nbbdca-/lonnana (Bolton et
al., 2011, Biotechnol. Prog. 27(1):140-152). HakoruieHue MOJOXKUTENBPHOTO 3apsga ¢ TOH
CTOpPOHBI MeMOpaHbl, T[€ HAXOIUTCS TPOAYKT, BO BpeMs KOHLEHTPUPOBAHHs Oelka
3JIEKTPUYECKH YPABHOBEIINBAETCS] MPEUMYIIECTBEHHBIM JABIKEHHEM IOJIOKUTEIbHBIX HOHOB K
NPOTHBOMNOJIOXHON CTOpOoHE MeMOpaHbl. lloTeHIMANBbHBIM IOCIENCTBUEM 3TOTO  SIBICHHS
ABIIIETCS TO, YTO KOHEUHBbIE KOHIIEHTPALMH HEKOTOPBIX KOMIIOHEHTOB (HampuMmep, TMCTHINHA)
MOTYT OBITH HIDKE MPEANONaraéMbIX LEJNEBbIX KOHIEHTPAUMH 3THX KOMIIOHEHTOB U3-32
3JIEKTPOCTATHYECKOTO OTTAIKHUBAHUS MOJOXKHUTEIBHO 3apSKEHHBIX BCIIOMOTATENbHBIX BEIIECTB
araduIbTpaMOHHOro Oydepa U MOJOKHUTENBHO 3apsSKEHHOT0 Oellka aHTHTeNa BO BPEMsI CTaIHH
Y®/A®P. Takum oOpa3oM, HacTosiimee H300peTeHHEe BKJIKOYAET COCTaBbl, B KOTOPBIX
KOHLIEHTpALs], HAIIPUMEpP, FMCTUANHA OTKJIOHSETCS OT YKa3aHHbIX B HACTOSIIEM JOKyMEHTE
KOJIMYECTB WM AMANa3oHOB u3-3a 3¢ dekra 'nddca-/loHHaHa.

[0097] WckmroyeHne oObeMa OMUCHIBAET COCTOSIHUE BBICOKOKOHIIEHTPHUPOBAHHBIX
00pa3uoB, MpU KOTOPOM 3HAYUTENIbHAsI YacTh BCEro o0beMa pacTBOpa 3aHITa PACTBOPEHHBIM
BEIIECTBOM, B OCOOEHHOCTH KPYIHBIMH MOJICKYJIAMH, TAKHMH KakK O€JNKH, C HCKIIOYEHUEM
pacTBOpPUTENST M3 3TOrO MPOCTPAHCTBA. IJTO NPUBOAUT K YMEHBIICHHIO o0Iero obobema
pacTBOpPUTENs, AOCTYIMHOIO JIJIsi PACTBOPEHHUs APYTUX BEINECTB, YTO MOXKET TNPUBECTH K
HEPAaBHOMY DAaCIPEeNIEHHI0 BEINECTB MO 00€ CTOPOHBbI YJIbTPadHIbTPALUOHHON MeMOpaHBI.
Takum oOpa3oMm, Hacrosiiiee H300pETeHHE BKJIOUAET COCTaBbl, B KOTOPBIX KOHIIEHTpPALIUS,
HAaNpuMep, THCTUAMHA MOXKET OTKJIOHATBCS OT KOJHMYECTB WJIM JUANa30HOB, YKA3aHHBIX B
HACTOSIIEM TOKYMeHTe, BCiencTBue 3pdexra UCKIFoUeHus oObemMa.

[0098] B mporecce nmpon3BOACTBa COCTABOB COTJIACHO HACTOSIIIEMY M300PETEHHUIO MOTYT
UMETh MECTO BapHallud KOMIIOHEHTOB COCTaBa. OJTH BapHaldd MOTYT 3aTparuBaTrhb
KOHLIEHTPALIMIO aKTUBHOT'O MHTPEINEHTa, KOHIIEHTPALIMIO BCIIOMOTaTeNbHbIX BeecTs u/nimm pH
cocrtaBa. Hacrosiiee n3o0pereHne BKIFOUAeT COCTaBbl, CoAeprkalye OncrnennupuyHble aHTUTENa

nporus CD20xCD3, koTopele SBISAIOTCS CTAOMJIBHBIMH M COXPAHSIOT AKTUBHOCTH IIPH
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OTKJIOHEHUH KOHLIEHTPALMM BCIIOMOIaTEIbHOIO BEIECTBA HA BEJMYMHY 10 MEHbLIEH Mepe 1o
10%. Hanpuwmep, Hactosinee H300peTeHHE BKJIIOHYAET COCTaBbl OMCHENM(PUUHOrO aHTUTENA
nporus CD20xCD3, rae Ha cTaOMIBHOCTb W aKTMBHOCTb COCTaBOB HE BIMSIET OTKJIOHEHUE
KOHLIEHTPALMK aHTUTENA, CaXapo3bl, THCTUAMHOBOrO Oy(epa n/nmm nonucopdara Ha = 10% wmnun
+20%.

CTABWIBHOCTDb ®PAPMANEBTHYECKHUX COCTABOB

[0099] dapmaneBTHUECKHE ~ COCTaBbI  COTJIACHO  HACTOSIEMY  HM300PETEHHIO
JIEMOHCTPHUPYIOT BBICOKHE YPOBHU CTaOMIBHOCTU. TepMUH «CTaOWUJIBHBIIN», HUCHOJIb3YEMbIH B
KOHTEKCTE HACTOSIIEro JOKYMEHTa MPUMEHUTENBHO K (hapMaleBTHYECKUM COCTaBaM, O3HAYAET,
YTO aHTUTENA B (hapMaAEBTUYECKIX COCTaBaX COXPAHSIOT HA MPUEMIIEMOM YPOBHE CTPYKTYPY,
w/wm  QyHKIUO, WWiM OHOJOTHYECKYH) AaKTHBHOCTh IIOCIE€ XPAHEHUS B TEUCHHE
omnpeneneHHoro nepuona BpeMeHH. COCTaB MOXKET ObITh CTAOMJIBHBIM, JaXKe €CJIU aHTHTEJO,
comepxaiieecss B HeM, He coxpanser Ha 100% CBOWO CTPYKTYpy, W/wiHu (QYHKIHIO, ¥/HIH
OHMOIOTNYECKYI0 aKTUBHOCTh TOCJIE XPAHEHHUs] B TEUEHHE ONPEAENICHHOrO Nepruoja BPEMEHH.
IIpu ompeneneHHBIX OOCTOSATENBCTBAX COXpaHeHUe npudmmsuTenbHo 90%, mpuUOIM3UTETHPHO
95%, mnpubmusutenbHo 96%, mnpubmusurenvHo 97%, npubmmsurensHOo  98% WM
npubnusuTensHo 99% CTPYKTYphl, W/WnM (PYHKUUH, W/WiIM OWONOTHYECKOW AaKTHBHOCTH
aHTHUTeJa NOCie XPaHEHHUs B TE€UEHHE ONpPEAESIEHHOrO Nepruosia BpEMEHN MOKHO PacCMaTpUBaTh
KaK MMPU3HAK «CTaOMIBHOCTHY.

[0100] CraGunbHOCTH MOXKET OBITH HM3MEPEHa, CPEeAM IMPOYEro, MyTeM OIpeneNeHHs
IIPOLIEHTHON IO HAaTUBHOTO aHTHUTENA, OCTaBLIENCS B COCTaBE IOCIE XPAHEHUS B TEUEHHE
OTPEAECNIEHHOr0 NEepUOAa BPEMEHM NpU AaHHON Temmepartype. IIpoulieHTHas 10isi HATUBHOTO
aHTUTENa MOXeT OBITh OmNpesieseHa, Cpefd Mpo4Yero, C MOMOLIBI0 SKCKIIO3HOHHOH
xpomarorpapuu  (Hampumep, OKCKJIFO3UOHHOM  BBICOKOA()(EKTUBHOM  JKUAKOCTHOM
xpomarorpadpuu [SE-BDOXKX]). BreipakeHue «mpuemseMblii ypoBeHb CTaOUJIBHOCTH» B
KOHTEKCTE HACTOSALIEro TOKYMEHTa O3HA4YaeT, uTo 10 MeHblueil Mepe 90% aHTHTEN B HATUBHOM
dbopme MokeT ObITh OOHApPYKEHO B COCTaBE IIOCIE XPAaHEHHs] B TEYEHHE OIMPEAENIEHHOTO
nepuosa BpeMEeHH IpU JaHHON Temreparype. B OTHenpHBIX BapuaHTaxX OCYLIECTBJICHHUS IO
MeHblIel Mepe npudmuzutenbHo 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% wnu
100% anTUTENn B HATUBHOH (opMe MOXKeT ObITb OOHApPY)KEHO B COCTAaBE IOCHIE XPAHEHHS B
Te4YeHNe ONpEeAeNIEHHOro Nepruoja BpeMeHHU Npu JaHHOH TeMriepatype. OnpeneneHHblil nepuoa
BPEMEHH, TIO MPOLIECTBUN KOTOPOTO U3MEPSIOT CTAOMIBHOCTh, MOXKET COCTABIISITh MO MEHbIIEH
Mepe 1 mecsn, no MeHblIel Mepe 2 Mecsila, 0 MEHbIIEH Mepe 3 Mecsla, 10 MeHbluel mepe 4
MecCsLa, N0 MEHbIIEH Mepe 5 MecsALeB, MO0 MEHbLIeH Mepe 6 MecsleB, IO MeHbLeHd Mmepe 7
MECALIEB, IO MEHbIIEH Mepe 8 MeCsLeB, IO MEHbIIeH Mepe 9 mecsues, no MeHbuen mepe 10
MecsLEeB, 0 MeHblueld Mepe 11 Mecsaues, no Menbliel Mepe 12 Mecsanes, no MeHbLIer Mepe 18
MECSLEB, 10 MeHbLIENH Mepe 24 mecsua, no Menpueln mepe 30 Mecsues, 0 MeHbLIen mepe 36
MmecsineB win Oonee. Temmepatypa, mpu KOTOPOH MOXKHO XPaHUTh (papMalleBTUYECKHI COCTaB
OpU OIEHKEe CTa0MJIBHOCTH, MOXET TMpPeNCTaBIATh co0oi moOyro  Temmeparypy OT

npubnusutensHo -80 °C mo mpubnusurenvHo 45 °C, Hampumep, TeMIepaTypy XpaHEHHs,
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cocTapsiroutyto npuommsurensHo -80 °C, mpubmmsurensHo -30 °C, mpubnmsurensro -20 °C,
npubnusutensHo 0 °C, npubnuzurensHo 4-8 °C, mpubnusurensho S °C, npubnusurensho 25 °C,
npudmmsutensio 35 °C, mpubnusurensro 37 °C wiu npubnusurensHo 45 °C. Hampuwmep,
(bapMaleBTHUECKHI COCTaB MOXKHO CUHUTATh CTAOUIIbHBIM, €CIIH TOCie 3 MECSALEB XPaHEHHs IIPH
5 °C meronom SE-BOXX obnapyskeno Oosee yem npubnusurenbHo 90%, 95%, 96% wnu 97%
HATUBHOTO aHTHTena. PapManeBTHUECKHH COCTAB TaKXKe MOXHO CUHTATh CTAOWJIBHBIM, €CJIU
nocne 6 wMecsueB xpaHeHuss npu S °C meromom SE-BDXKX oOHapyxkeno Oonee uwem
npubmm3uTenbHo 90%, 95%, 96% wnu 97% HatuBHOrO aHTUTeNa. PapMaleBTUYECKUI COCTaB
Tak)ke MOJKHO CUMTAaTh CTa0WJIbHBIM, eciiu mocje 9 mecsies xpaHeHus npu 5 °C merogom SE-
BDXX obHapyxkeHo Oonee dyeM mpubmusutenbio 90%, 95%, 96%, 96,5%, 97%, 97,5%, 98%,
98,5%, 99% wunu 99,5% wnatuBHOro aHturena. PapmareBTUYECKUM COCTaB TAaKXKE MOXKHO
CUMTaTh CTAOMIBHBIM, ecnu mocie 12 mecsueB xpaHenus npu S5 °C meromom SE-BOXX
oOHapy:xkeHo Oojyee yem mpudmmsurensHo 90%, 95%, 96%, 96.,5%, 97%, 97,5%, 98%, 98,5%,
99% wunmu 99,5% HaTuBHOro anturena. PapmMaleBTUUYECKUII COCTAB TaK)XXE€ MOXHO CUHTATh
cTabmbHBIM, ecnu nocie 24 mecsnes xpaneHus npu S5 °C merogom SE-BDXKX obHapyskeHO
bonee yem mpubmmsuTensHo 90%, 95%, 96%, 96,5%, 97%, 97,5%, 98%, 98,5%, 99% wunm
99,5% wnatuBHOrO aHTHTeNa. PapMalleBTHUECKUN COCTaB TaKXKe€ MOJKHO CUYHTAThb CTAOWIIbHBIM,
ecnu niocne 36 mecsnes xpaHeHus npu S °C merogom SE-BOXKX obnapyxkeno Oonee uem
npudmmsutTenbHo  90%, 95%, 96%, 96,5%, 97%, 97,5%, 98%, 98,5%, 99% wumu 99,5%
HATUBHOTO aHTUTeNna. PapMaleBTHYECKHH COCTAB Tak)Ke MOXHO CUHTATh CTAOWUJIBHBIM, €CIIH
nocine 3 mecsneB xpaHeHuss npu 25 °C wmeromom SE-BOXX obnapyxkeno Oonee uem
npudmmsuTenbHo  90%, 95%, 96%, 96,5%, 97%, 97,5%, 98%, 98,5%, 99% wumu 99,5%
HATUBHOrO aHThTena. PapManeBTHUECKHH COCTAB TaKXKe MOXHO CUMTATh CTAOWJIbHBIM, €CJIU
nocie 6 wmecsiueB xpaHeHus npu 25 °C meromom SE-BOXX oOHapyxkeHo Oonee dem
npubnusutensHo 90%, 95%, 96%, 96,5%, 97%, 97,5%, 98%, 98,5%, 99% wum 99,5%
HATHBHOTO aHTUTeNa. PapMaleBTHYECKHI COCTAB TaK)Ke MOXKHO CUHTATh CTAOMJIBHBIM, €CIIH
nocie 9 wmecsueB xpaneHuss npu 25 °C wmeromom SE-BIXX obnHapyxkeno Oonee uem
npubmmsutTensHo  90%, 95%, 96%, 96,5%, 97%, 97,5%, 98%, 98,5%, 99% wumu 99,5%
HATHBHOTO aHTUTeNa. PapMaleBTHYECKU COCTAB TaKXKe MOXHO CUHTATh CTAOMJIBHBIM, €CIIH
nocie 1 wmecsma xpanenuss npu 45 °C wmeronmom SE-BDXKX oOHapyxkeno Oonee uem
npudm3uTebHO 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97% wnu 98% HATUBHOTO AHTUTENA.
[0101] [nst oueHKH CTaOMIIBHOCTH COCTABOB COTJIACHO HACTOSIIEMY H300PETEHHIO MOTYT
OBITH WCIIONIb30BaHBl W APYrHe€ METONbL, TakKue Kak, Hampumep, auddepeHIrnanpHas
ckanupyromas  kanopumerpuss (JICK) nnst  onpemeneHust TepMHUYECKOH CTaOMIBHOCTH,
KOHTPOJIMPYEMOE TEePEMELINBAHNE Il ONPEAENCHHsT MEXaHHMYECKON CTaOMIIBHOCTH, a TaKKe
NOrJIOIeHNe NMpH NpuOIM3uTeNbHO 350 HM mim npuOnusutenbHo 405 HM [UIs OnpeneneHust
MyTHOCTH pacTBopa. Hampumep, cocTaB COrIacHO HACTOSAIIEMY H300PETEHHIO MOXKHO CUUTATh
CTa0MJIBbHBIM, €ciu Tmocne 6 wuim Ooyjee MecsleB XpaHeHUs TMpH TeMIeparype oOT
npubnusutensHo 5 °C no mpubnusutensho 25 °C nsmenenne Ollyps cocTaBa cocTaBisieT MEHee

yem npubsusurensao 0,05 (mampumep, 0,04, 0,03, 0,02, 0,01 umu menee) orHOcUTENBHO Ollsps
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COCTaBa B MOMEHT BpeMeHH t=0.

[0102] M3mepernne apdUHHOCTU CBSI3BIBAHUSI AHTUTENA C €0 MHUIIEHBIO TaKXKe MOXKET
OBITH MCIIONB30BAHO MJIsI OLEHKH crabuipHOCTH. Hampumep, coctaB cOriacHO HacTosIIEMy
300pETEHNIO MOXKET PACCMATPHUBATHCSA KaK CTAOUJIBHBIN, €CJIN MOCTIe XPAaHEHUs], HAIPUMeEp, MPH
-80 °C, -30 °C, -20 °C, 5 °C, 25 °C, 37 °C, 45 °C u T. A. B TeUeHUe OMNPEAEJICHHOr0 Nepuoaa
BpeMeHHU (Hanpumep, ot 14 nHei no 9 mecsaues) ducneunduyanoe antureno nporus CD20xCD3,
comepkaieecss B cocrase, ceszbBaercst ¢ CD20 uenoseka u CD3 uenoseka ¢ addhuHHOCTHIO,
KOTOpasi cocTaBiisieT o MeHblueir mepe 80%, 85%, 90%, 95% wnu Oonee ot adduHHOCTH
CBSI3bIBAHUSI AHTHUTENA 1O YKa3aHHOro XpaHeHus.. AQQUHHOCTH CBSI3bIBAHUS MOXKET OBITh
onpeneneHa JOObIM METOIOM, TakuM Kak, Hampumep, ELISA wiM mia3MOHHBIA pPE30HAHC.
buonornyeckass akTHBHOCTb MOXeT OBITh OMNpezesieHa ¢ MOMOLIbIO aHanu3a aktusHocTH CD20
win CD3, nHampumep, myTem mpuBeAeHUs KJeTkH, skcnpeccupyromein CD20 wnun CD3, B
KOHTAKT C COCTaBOM, coaepkammM Oucneunpuunoe antuteno mnpotu CD20xCD3.
Cps3pIBaHME aHTHUTENA C TAKOH KIETKOW MOXKET OBITh H3MEPEHO HAmpsIMyIO, HaIlpHMED,
metonoM FACS-ananuza.

[0103] CrabunbHOCTE MOXKET OBITH M3MEPEHa, CPEAM MPOYEro, MyTeM OIpeneNIeHHs
NPOLIEHTHONW MJOJHM aHTUTENa, KOoTopas oOpasyer arperatbl (BBICOKOMOJEKYJsipHble (BM)
COEAMHEHUs) B COCTaBe IOCIE XPAHEHUS B TEUCHHE OMNPEAENICHHOrO INMEepHuoja BPEMEHU IPH
OTIpENENIEHHON TeMITepaType, r7ie CTabMIbHOCTh 0OpaTHO MPONOPLUOHATIBHA MPOLEHTHON J10J1e
oOpaszoBaBmIMXCst arperatoB. lIpomeHTHast 1OJs arperMpoBaHHOrO AHTHUTENA MOXKET OBITh
ONpeneNieHa, CpPeAM TPOYero, METOIOM OSKCKJIO3MOHHOW xpomarorpadpum (Hampumep,
SKCKJTIO3UOHHON  BBICOKO3((PekTuBHOM kuakocTHOW xpomarorpaduu [SE-BOXKX] wnu
SKCKJIIO3UOHHON CBepxBbICOKO3(ekTuBHON skunkocTHON xpomarorpaduu [SE-CBIXX]).
BripakeHne «mnpuemieMblii ypoBeHb CTAOMIBHOCTH» B KOHTEKCTE HACTOSINEr0 JOKYMEHTa
O3Ha4aeT, 4To He Oosee 6% aHTUTENAa HAXOAUTCS B arperMpoOBaHHON (opme, OOHAPYKEHHOH B
COCTaBe TIIOCJ€ XPaHEHUs B TEUEHHE ONPENENIEHHOro IMepuofa BPEMEHM INpU JTaHHOU
Temneparype. B oTAenbHBIX BapHaHTAX OCYINECTBJICHUS NMPHEMIIEMbIH YPOBEHb CTaOMIBHOCTH
O3Ha4vaeT, uTo He Oojiee yeM npudbnusurespbHo 6%, 5%, 4%, 3%, 2%, 1%, 0,5% wumu 0,1%
aHTHUTENa MOXeET ObITh OOHApY)KEHO B arperupoBaHHON (OpMe B COCTaBE IOCIE XPAHEHUS B
Te4YeHHe ONpEeAeNIEHHOro Nepruoja BpeMeH! Npu JaHHOH TeMrieparype. OnpeneneHHbli nepuoa
BPEMEHH, IO MPOLIECTBUN KOTOPOTO U3MEPSIOT CTAOMIBHOCTh, MOXKET COCTABIISITh MO MEHbLIEH
Mepe 2 Henenu, Mo MeHbled Mepe 28 nHel, Mo MeHblued Mepe 1 Mecsu, no MeHbllel mepe 2
Mecslla, MO MeHbLIeld mepe 3 Mecsila, N0 MeHblled mepe 4 mecsna, N0 MEHbIIEeH Mepe S
MECALIEB, N0 MEHbLIEH Mepe 6 MecsleB, O MEHbIIEeH Mepe 7 MeCALEB, 10 MEHbLIEH mepe 8
MECSALEB, 10 MEHbIIEH Mepe 9 Mecsles, o MeHbluel Mepe 10 mecsaues, no menbmen mepe 11
MeCsLEB, IO MeHbIIEH Mepe 12 Mecsues, MO MeHbIel Mepe 18 mecsaues, Mo MeHblIel Mepe 24
Mecsilia, 1Mo MeHbinei mepe 30 MecsiiueB, Mo MeHblmed wMepe 360 MecsueB wiu Ooree.
TemmepaTypa, npu KOTOPOH MOXHO XpaHUTb (papMaleBTHUECKHH COCTAB IPH OLEHKE
CTaOMIIBHOCTH, MOKET MPEACTABIISATH COO0M JIFOOYI0 Temrieparypy ot npudiusurensao -80 °C no

npubnusuTensHo 45 °C, HanpuMep, TEMIIEPATYPy XPaHEHUs], COCTABIISIOINYIO MPUOIM3UTEIBHO -
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80 °C, mnpubmusurensHo -30 °C, npuOmmsurensho -20 °C, mnpubmmsurensao 0 °C,
npubnusutensHo 4-8 °C, nmpudmmsurensHo 5 °C, npubmusurensHo 25 °C, npuOnusurensbHO 35
°C, npubmsurensHo 37 °C unu npubnusurensHo 45 °C. Hanpumep, ¢papmaneBTHUECKHI COCTaB
MOJKHO CYHMTaTh CTaOWJIbHBIM, €CJIH IOC]Ee AEBATH MecsieB XxpaHeHus npu 5 °C meHee dyeMm
npubnusutensHo 2%, 1,75%, 1,5%, 1,25%, 1%, 0,75%, 0,5%, 0,25%, umu 0,1% antutena
Oo0Hapy>X€HO B arperupoBaHHO (opme. DPapMaleBTUUECKUI COCTAB TAKXKE MOXHO CUUTATH
CTaOMJIbHBIM, €CITH TOCIE TPeX MecsiieB XpaHeHus rmpu 25 °C U OTHOCUTENbHOM BiakHOCTH 60%
MeHee yeM mpubmusutenbHo 2%, 1,75%, 1,5%, 1,25%, 1%, 0,75%, 0,5%, 0,25% wumu 0,1%
aHTUTeNla OOHApYKEHO B arperupoBaHHON (opme. DapMaleBTUYECKHI COCTaB TaKKe MOXKHO
CUMTATh CTAOWJIbHBIM, eciii mocie 1 mecsia xpaHenus npu 45 °C MeHee 4eM NpUOIU3UTENBHO
6%, 5.9%, 5,8%, 5,7%, 5,6%, 5,5%, 5%, 4,5%, 4%, 3,5%, 3%, 2,5%, 2%, 1,5%, 1%, 0,5% wm
0,1% anTuTENna OOHapYKEHO B arpermpoBaHHON ¢opme. PapMaleBTHUECKUI COCTAB TaKXKe
MOJKHO CYHTATh CTAOUJIbHBIM, €CJTH Mocie Tpex MecsueB xpaHeHus npu -20 °C, -30 °C wnm -80
°C menee uem npubmmsurensHo 2%, 1,9%, 1,8%, 1,7%, 1,6%, 1,5%, 1%, 0,5% wm 0,1%
aHTHUTeNla OOHAPYIKEHO B arperupoBaHHON (opme.

[0104] CrabunbHOCTb MOXKET OBITh HM3MEPEHA, CPENM IPOYEro, MyTEM OMpPeAeNIeHHs
NPOLEHTHONW IOJHM aHTUTENa, KOTOpash MUTPUpPYeT B Ooyiee KUCIOH (pakuuud MpU HOHHOM
obOmene («kucnast popmay), yeM riaBHas ¢ppakuus aHTHTeNa («HopMa IJIaBHOTO 3apsiay), TAe
cTaOWIbHOCTL  OOpaTHO MPONMOpPUHMOHANBbHA (pakuuu aHTUTEeNa B kucioi ¢opme. He
OrpPaHUYMBASCh KAKOW-TMOO KOHKPETHON TEeOopHel, MoiararT, YTO A€3aMUANPOBAHNE aHTUTENA
MOJKET MPHUBOAMTH K TOMY, YTO AHTUTENIO CTAHOBUTCS OOJie€ OTPULATENBHO 3apsUKEHHBIM, U,
CJIEZIOBATENbHO, 0OJiee KHCIBIM II0 CPAaBHEHHMIO C HE J€3aMHIUPOBAHHBIM AHTUTENOM (CM.,
Hanpumep, Robinson, N., Protein Deamidation, PNAS, April 16, 2002, 99(8):5283-5288).
IIponieHTHasT [OMST  «3aKUCIEHHOTO» AaHTUTENa MOXET OBITh ONpenesieHa METOAOM
MOHOOOMEHHOH  Xxpomatorpadguu  (Hampumep, KaTHOHOOOMEHHOH  BBICOKO3((eKTHBHON
JKUAKOCTHOM xpomarorpaduu [CEX-B2XKX] WIH KaTHOHOOOMEHHOH
cBepXBBICOKOdpPexTuBHON skuakocTHOM xpomatorpapuu [CEX-CBDXX]). Belpaxenue
«TPUEMJIEMBIIl YPOBEHb CTAOMJIBHOCTH» B KOHTEKCTE HACTOSIILIETrO JOKYMEHTa O3HAYaeT, YTO He
Oonee 52% aHTHTENa HAaXOmUTCs B Oojiee KHCIOW (opme, OOHAPYKEHHOH B COCTaBe TMOCTe
XPaHEHHsI B T€YCHHE OMPEAENIEHHOrO MepHOoAa BPEMEHU IPH ONpENeeHHOW Temmeparype. B
OTHENIbHBIX BAPHAHTAX OCYLIECTBICHHS NMPUEMIIEMbIH YPOBEHb CTA0MIIBHOCTH O3HAYAET, YTO HE
bonee yem npubmm3uTensHO 52%, 50%, 45%, 40%, 35%, 30%, 29%, 28%, 27%, 26%, 25%,
20%, 15%, 10%, 5%, 4%, 3%, 2%, 1%, 0,5% wunu 0,1% anTHTENa MOXET OBITh OOHAPYKEHO B
KHCJION (opMe B COCTaBe MOCJIE XPAHEHUs] B TEUCHUE OMNPEAEICHHOTO NMEPHOia BPEMEHH MPHU
naHHOH Temneparype. OnpeneneHHbIi MepHoa BPEMEHH, MO MPOLIECTBUH KOTOPOTO H3MEPSIFOT
CTa0MIIBHOCTB, MOKET COCTABJISATh 110 MEHBIIEH Mepe 2 Helenu, 1o MeHblIed Mepe 28 mHel, 1o
MeHbLIEN Mepe | MecsL, O MEHbIIEH Mepe 2 MeCsLa, M0 MEHbLIENH Mepe 3 MeCsLa, M0 MEHbLIEH
Mepe 4 MecsiLa, 0 MEHbIIEH Mepe 5 MeCsLEB, 10 MEHbIIEH Mepe 6 MECSLEB, 10 MEHbLIEH Mepe
7 MecsLeB, 10 MEHbLIEH Mepe 8 MecsLeB, 10 MEHbLIeH Mepe 9 Mecsues, o MeHbluen mepe 10

MecsLEeB, 0 MeHbIueld Mepe 11 Mecsaues, Mo MeHblel Mepe 12 mecsaues, o MenbLen mepe 18
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MECALEB, 10 MeHbLIEH Mepe 24 mecsua, no Menbuenn mepe 30 Mecsues, 0 MeHbLIen mepe 36
MmecsiueB win Oonee. Temmeparypa, mpu KOTOPOH MOXKHO XPaHUTh (papMalleBTUYECKHI COCTaB
IpU OIEHKE CTa0MJIBHOCTH, MOXET TMpPeNCTaBIATh CcoOoW o0yl Temmeparypy OT
npubnusutensHo -80 °C mo mpubnusurenvHo 45 °C, Hampumep, TeMIepaTypy XpaHEHH,
cocraBisrouyro npudmmutensHo -80 °C, mpubmmsurensHo -30 °C, mpubmusurensHo -20 °C,
npubmmsutensHo 0 °C, npubiausurensHo 4-8 °C, npubmsurtensHo 5 °C, npubmusurtensao 25 °C
win  npubmmsurensHo 45 °C. Hampumep, ¢apmaneBTHUECKUH COCTaB MOMKHO CUHTATh
CTa0WIIbHBIM, ecliu Tocie Tpex mecsueB xpaHenus npu -80 °C, -30 °C wnm -20 °C meHee uem
npubnusuTensHo 29%, 28%, 27%, 26%, 25%, 24%, 23%, 22%, 21%, 20%, 19%, 18%, 17%,
16%, 15%, 14%, 13%, 12%, 10%, 9%, 8%, 7%, 6%, 5%, 4%, 3%, 2%, 1%, 0,5% wmm 0,1%
aHTHUTENa HaxomuTcst B Oonee kucion ¢opme. PapMaleBTHUECKUI COCTAB TaKXKe MOXKHO
CUNTATh CTAOWJIBHBIM, €CJIM TIOCJIE JeBATH MecsueB XpaHeHus npu S5 °C MeHee dyeMm
npubmsuTensHo 28%, 27%, 26%, 25%, 24%, 23%, 22%, 21%, 20%, 19%, 18%, 17%, 16%,
15%, 14%, 13%, 12%, 10%, 9%, 8%, 7%, 6%, 5%, 4%, 3%, 2%, 1%, 0,5% unu 0,1% anTuTENa
HaxonuTcss B Oomee kucnod Qopme. PapmaneBTHUECKUI COCTAB TaKXKE MOXKHO CUUTATh
cTabunbHBIM, ecyu mocie 28 nHelt xpaneHus npu 25 °C menee yem npudnusurensao 30%, 29%,
28%, 27%, 26%, 25%, 24%, 23%, 22%, 21%, 20%, 19%, 18%, 17%, 16%, 15%, 14%, 13%,
12%, 10%, 9%, 8%, 7%, 6%, 5%, 4%, 3%, 2%, 1%, 0,5% umu 0,1% aHTUTEIa HAXOOUTCS B
bonee kucnoit ¢popme. DapMaleBTHUECKHUI COCTAB TAKXKE MOXHO CUYHTATh CTAOWIIBHBIM, €CIIH
nocinie 28 nHeit xpanenus nipu 37 °C menee yeM npuOmmsutensHo 37%, 36%, 35%, 34%, 33%,
32%, 31%, 30%, 29%, 28%, 27%, 26%, 25%, 24%, 23%, 22%, 21%, 20%, 19%, 18%, 17%,
16%, 15%, 14%, 13%, 12%, 10%, 9%, 8%, 7%, 6%, 5%, 4%, 3%, 2%, 1%, 0,5% wumu 0,1%
aHTUTENIa HAxXOOuTCs B Oojee kucioi ¢opme. PapmaneBTHUECKHI COCTaB TaKKe MOXKHO
cunTaTh CTaOMIIBHBIM, eciu mocyie 28 nueli xpaneHnus: npu 45 °C mMeHee YeM NMPUOITU3UTENBHO
52%, 51%, 50%, 49%, 48%, 47%, 46%, 45%, 44%, 43%, 42%, 41%, 40%, 39%, 38%, 37%,
36%, 35%, 34%, 33%, 32%, 31%, 30%, 29%, 28%, 27%, 26%, 25%, 24%, 23%, 22%, 21%,
20%, 19%, 18%, 17%, 16%, 15%, 14%, 13%, 12%, 10%, 9%, 8%, 7%, 6%, 5%, 4%, 3%, 2%,
1%, 0,5% wunu 0,1% aHTUTENa MOKET OBITH OOHApPYKEHO B O0JIee KUCoi hopme.

[0105] Vkaszanue crabunpbHOCTH (hpapMaLEBTHYECKHUX COCTABOB «IIOCJE» KOHKPETHOTO
nepuosa BPeMEHH NOApPa3yMeBaeT, 4TO H3MepeHHe mapamerpa cTabmibHOCTH (Hampumep, %
HaTuBHOU (hopmbl, % BM coennnenuii win % Kucioi GopMbl) MPOBOIST MO 3aBEPLICHUH WJIH
NPUOIU3UTENFHO TIO 3aBEPIICHHH KOHKPETHOTIO MEPHOAAa BPEMEHH, M He MOAPa3yMEBAET, YTO
dapManeBTHYECKHIT COCTaB O0S3aTENIbHO COXPAHUT TaKOW K€ YPOBEHb CTAOMIIBHOCTH IS
U3MEPSEMOro napamMerpa mocie 3toro. Hampumep, ynmoMHHaHUE KOHKPETHOTO ONPEAETICHHOM
CTa0MIIBHOCTH Yepe3 9 MecsLeB 03HAYAET, YTO U3MEPEHNE CTAOMIIBHOCTH MPOBOIMIIN Yepe3 UITH
NpUOM3NUTENFHO 4Yepe3 9 MecsmeB Mocie Hadana HCCiIenoBaHus. JlONONHUTEIbHBIE METOMbBI
OLIEHKU CTaOMJIBHOCTU AHTHTENA B COCTABE MPOAEMOHCTPHUPOBAHBI B MPHUMEPAX, MPUBEIEHHBIX
nanee.

[0106] Kax mnpouyunroCTpUpOBAaHO B NPHUBEAEHHBIX Jajnee IpuUMepax, HacCTosLIee

n300peTeHne OCHOBAaHO, CPEAH IMPOYEro, Ha OTKPBITUH TOTO, UYTO KOMOWHAIUS 3asBJICHHBIX
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BCIIOMOTATEbHBIX BelIecTB U Oucnenuduynoro anturena nporus CD20xCD3 obecneunBaer
COCTaB, KOTOPBIH SIBJIETCS CTAOUIIBHBIM.

INPUMEPBI COCTABOB

[0107] CornacHo OZHOMY acMeKTy HACTOSLIEro H300peTeH s (hapMalleBTUIECKUI COCTaB
comepxut: (1) Oucneuuduunoe anruteno uenoseka nporus CD20xCD3, koTopoe crenuguyHo
csspiBaercs ¢ CD20 uenoseka u CD3 uyenoseka; (ii) Oydep, comepxammii ructunus; (iii)
OpraHMYecKHUH COPacTBOPUTENb, COlepIKaluii monucopdar; u (iv) ctabminsarop, copepskaruil
caxap.

[0108] B HekoTOpbIX ciy4asix CTaOWJIBHBIA KUAKANA (hapMalleBTUYECKHH COCTaB
comepskut (1) OucnenupuIHOe aHTUTENO YEeIOBEKA, KOTopoe crenuduyHo cBsizbiBaeTcst ¢ CD20
yenoBeka U CD3 dyenoBeka M COAEPKUT MEPBBIM AHTUNEHCBSA3BIBAIOLIUN JOMEH, KOTOPBIi
cneruduano csizbiBaeT CD20 yenoseka, conepxkaruii HCVR, conepkalinyro aMUHOKUCIOTHYIO

nocnenosatenbHocTe SEQ ID NO: 4, u LCVR, copepxailylo aMHUHOKHCIOTHYIO

2
nocnenosatenbHocTe SEQ ID NO: 6, u BTOpOH aHTUI€HCBSI3BIBAIOIIMM JIOMEH, KOTOPBIi
cneruduaHo cpsizbiBaeT CD3 venoseka, coaepxamuiit HCVR, conepskainyro aMHUHOKUCIOTHYIO

nocnenosatenbHocTe SEQ ID NO: 5, u LCVR, copepxallylo aMHUHOKHCIOTHYIO

>
nocnenosatebHOCTE SEQ ID NO: 6, B KOHIEHTpaluu OT MNPUONUZHTENTBHO 2 MI/MJ IO
npubnusutensHo 200 mr/mn;, (11) THCTHMAWMH B KOHLEHTPALMH OT NMPUOIM3UTENBHO 5 MM nmo
npubnusutensHo 15 MM; (ii1) monucopdar 80 B koHuHeHTpauuu ot npudmmsurensro 0,05%
(mac./06.) mo mpubmmsurensHo 0,15% (mac./06.); u (1v) caxapo3y B KOHLEHTPaLUU OT
npudm3uTeNnsHo 5% (Mac./06.) no npubnusurensao 15% (mac./06.), rne cocraB umeer pH 5,8 +
0,3.

[0109] B HekoTOpbIX ciy4asix CTaOWJIBbHBIA KUAKUNH (papMalleBTUYECKUNH COCTaB
comepxut (1) OucnennpuvHOEe aHTUTENIO YeJIOBEKa, KOTopoe crienuduyuHo cBsizbiBaeTcs ¢ CD20
yenoBeka U CD3 uenoBeka M COAEPXKUT IEPBBI AHTUT€HCBS3BIBAIOIIUN JTIOMEH, KOTOpPBIN
cnenuduuno cszbiBaeT CD20 yenoseka, conepxkainniit HCVR, conepkalinyro aMUHOKHUCIOTHYIO

nocnenoBatenbHocTe  SEQ ID NO: 4, um LCVR, copepxaiyto aMHUHOKHCIOTHYIO

2
nocnenosatenbHOcTs SEQ ID NO: 6, u BTOpON aHTUTI€HCBSI3BIBAIOIIMM JIOMEH, KOTOPBIi
cnenuduunHo cesizbiBaer CD3 uvenoseka, comepskamuii HCVR, conep:kainyto aMUHOKUCTIOTHYIO

nocnenosatenbHocTe SEQ ID NO: 5, um LCVR, copepxaiyio aMHUHOKHCIOTHYIO

,
nocnenosatebHOCTE SEQ ID NO: 6, B KOHIEHTpaluu OT MNPUONUZHTENTBHO 2 MI/MJ IO
npubnusutensHo 200 Mr/mul, TOE AHTUTENO WMEET KOHCTAHTHBbIE OOJIACTH TSDKENIOW LenH
m3otuna IgGl (Heobs3aTenbHO, TAE OAHA M3 JBYX TSDKENBIX Lened nMeeT MOIU(PUKALHUIO,
CHIDKAIOIIYIO CBSI3bIBAHUE Oellka A 1O CPaBHEHMIO C HEMOAM(PUIMPOBAHHON TSIKENOW LEMbIO
TOTO JXK€ M30THIA, M, HEOOs3aTeNbHO, TA€ OIHA MM 00€ M3 ABYX TSDKENbIX Lernell MMEKT
XUMepHBI ImapHup); (1) THUCTUAMH B KOHLEHTPaUMU OT MNpubmmsutensHo 5 MM 1o
npubnusutensHo 15 MM; (ii1) monucopdar 80 B koHmeHTpauuu ot npudamsurensro 0,05%
(mac./06.) mo mpubmmsurensHo 0,15% (mac./06.); u (1v) caxapo3y B KOHLEHTPAaLUU OT
npudm3uTensHo 5% (Mac./06.) no npubnusurensao 15% (Mac./00.), rne cocras umeer pH 5,8 +

0,3.
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[0110] B HekoTOpbIXx ciy4asix CTaOWJIBHBIA KUAKUH (papMaleBTUYECKUH COCTaB
comep:kuT (1) OucnerupuIHOe aHTUTENIO YeJIOBeKa, KOTopoe crennduyHo cBsizbiBaercst ¢ CD20
yenoeka U CD3 4yenoBeka U COAEPKUT MEPBbI AHTUICHCBA3BIBAIOLIMI JOMEH, KOTOpPbBIH
cnenuduano cesizbiBaeT CD20 wenoseka, conpepxatuii HCVR, coneprkalinyro aMUHOKUCIOTHYIO

nocnenosatenbHocTe SEQ ID NO: 4, u LCVR, coapepxalyr0 aMHUHOKHCIOTHYIO

2
nocienosarenbHocTh SEQ ID NO: 6, m BTOpOH aHTUIeHCBA3BIBAIOIMUN JOMEH, KOTODBIH
cneunduyno ceszbiBaer CD3 uenoseka, congepxamuiit HCVR, comep:kaiiyro aMHMHOKUCIOTHYIO

nocnenoBarenbHocTe  SEQ ID NO: 5, m LCVR, copmepxaiyio aMHUHOKHCIOTHYIO

,
nocnenosateibHOCTE SEQ ID NO: 6, B KOHIEHTpalud OT MNPUONUBUTETHHO 2 MI/MI 0
npubnusutensHo 200 Mr/mul, TOE aHTUTENO HMMEET KOHCTaHTHble OOJAacTH TSDKENOH Ienu
m3otuna IgG4 (HeoOs3aTenpHO, TA€ OAHA W3 IBYX TSDKENBIX LEerned MMeeT MOAU(HUKALHIO,
CHIDKAIOIIYIO CBSI3bIBAHUE O€jika A 1O CPaBHEHHMIO C HEMOAU(PUIMPOBAHHON TSIKEJION LETbIO
TOTO JK€ M30THIA, M, HEOOs3aTeNbHO, TA€ OIHA MM 00e M3 ABYX TSDKENBIX LeNeld HMEIT
XUMepHbI mapHup); (1) THUCTUAMH B KOHLEHTpPAUMH OT npudbmusutenpHo 5 MM 1o
npubnusutensHo 15 MM; (ii1) monmucopdar 80 B koHuHeHTpauuu ot npudmmsurensro 0,05%
(mac./06.) mo mnpubmmsurensHo 0,15% (mac./06.); u (1v) caxapo3y B KOHIEHTPAaLUUU OT
npudmm3uTenbHo 5% (Mac./06.) no npubnusurensHo 15% (Mac./00.), roe cocras umeet pH 5,8 +
0,3.

[0111] B HekoTOpbIX ciy4asix CTaOWJIBHBIA KUAKANH (papMaleBTUYECKUH COCTaB
comepskuT (1) OucnenupuIHOe aHTUTENIO YeJIOBeKa, KOTopoe crennduyHo cBsizbiBaercst ¢ CD20
genmoeka u CD3 denoBeka M CONEPXKUT TMEPBYIO TSDKENYIO LEMb, COXEPIKAILYIO
aMUHOKHCIIOTHYIO nocaeaosatenbHOCTh SEQ ID NO: 1, BTOpyro TsDKENyIO LieMb, COAepIKaIIyIo
aMUHOKHUCJIOTHYIO nocienoBatenbHOCTh SEQ ID NO: 2, u o0myro JIerKyro 1enb, COAepsKaIyo
AMHMHOKHCIIOTHYIO nocienosatenabHocTs SEQ ID NO: 3, B KOHUEHTpauuu Ot NpuOIU3UTENBHO 2
mr/mi 1o npudnusurenabHo 200 mr/mir; (i) THCTUAMH B KOHLEHTPALMU OT MPUOJIUSUTENIBHO S
MM no mpubmmsurenbro 15 MM, (iil) momucopOar 80 B KOHLEHTpAMU OT MPHOJIU3HTENIBHO
0,05% (mac./06.) no mpubmuzurensHo 0,15% (mac./00.); u (iv) caxapo3y B KOHILEHTpAI[UH OT
npubm3uTeNbHO 5% (Mac./06.) no npubdnusurenpHo 15% (mac./00.), roe coctaB umeet pH 5,8 £
0,3.

[0112] B HekoTOpbIX cCiy4asix CTaOWJIBHBIA KUAKAH (hapMaleBTUYECKHH COCTaB
comepskuT (1) OucnenupuIHOe aHTUTENIO YeIoBeKa, KoTopoe cneruduyuHo cBsizpiBaeTcs ¢ CD20
yenoBeka U CD3 dyenoBeka M COAEPKUT MEPBBbIH AHTUIEHCBSA3BIBAIOLIUN JOMEH, KOTOpBIH
cnenuduano csizbiBaeT CD20 wenoseka, conepxkamuii HCVR, conepkalinyro aMUHOKUCIOTHYIO

nocnenosatenbHocTe SEQ ID NO: 4, u LCVR, copepxailyto aMHUHOKHCIOTHYIO

2
nocnenosatenbHocTe SEQ ID NO: 6, u BTOpON aHTUI€HCBSI3BIBAIOLIMM JIOMEH, KOTOPbIi
cnenuduaHo cesizbiBaeTr CD3 uvenoseka, comepskamuiit HCVR, comepskamyro aMUHOKUCIOTHYIO

nocnenosatenbHocTe SEQ ID NO: 5, um LCVR, coapepxallylo aMHUHOKHCIOTHYIO

nocnenosateibHOCTE SEQ ID NO: 6, B KOHHIEHTpAalWH OT MNPUONM3HTENBHO 2 MI/MJ IO
npubnusutensHo 200 mr/mi; (11) TUCTUAWH B KOHIEHTPALUMU OT npuOnmmusurensHo 8 MM 1o

npubnusutensHo 12 MM; (ii1) monmucopOar 80 B koHUeHTpauuu ot npudiausurensHo 0,075%
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(mac./06.) no mpubmmsurensHo 0,125% (mac./06.); u (iv) caxapo3y B KOHLEHTPALMH OT
npudmmsuTensHo 8% (Mac./06.) no npubdnusurensao 12% (mac./06.), roe coctaB umeer pH 5,8 +
0.3.

[0113] B HekoTOpbIX ciy4asix CTaOWJIBbHBIA KUAKUNH (papMalleBTUYECKUH COCTaB
comepskut (1) OucnennpuuHOE aHTUTENIO YeNIOBeKa, KOTopoe crelduyHo cBsi3biBaercst ¢ CD20
gyenoBeka U CD3 uenoBeka M COAEPXKUT IEPBBIH AHTUT€HCBS3BIBAIOIIUN JTIOMEH, KOTOPBIH
cneunguyno cesizpiBaeT CD20 uenoseka, conepskamuiit HCVR, copepskaiiyo aMMHOKUCIOTHYIO

nocnenoBarenbHocTe  SEQ ID NO: 4, u LCVR, copepxaiyio aMHUHOKHCIOTHYIO

2
nocnenosatenbHOCTE SEQ ID NO: 6, u BTOpOH aHTUI€HCBSI3BIBAIOIIMN JOMEH, KOTOPBI
cnenuduuHo ces3biBaer CD3 denoseka, comepskamuiit HCVR, comepskamiyro aMUHOKUCIOTHYIO

nocnenosatenbHocTe  SEQ ID NO: 5, um LCVR, copmepxaiyio aMHUHOKHCIOTHYIO

)
nocnenosateibHOCTE SEQ ID NO: 6, B KOHIEHTpalMu OT NPUONMU3UTENIbHO 2 MI/MIT JIO
npubnusutensHo 200 MI/mul, TOE AHTUTENO HWMEET KOHCTAHTHBIE OOJIACTH TSDKENIOW LenH
m3oruna IgGl (HeobOs3aTenpHO, TAe OAHA W3 IBYX TSDKENBIX Lerned UMeeT MOAU(HUKALHIO,
CHIDKAIOIIYIO CBSI3bIBAHUE Oeflka A TO CPaBHEHMIO C HEMOAU(PUIMPOBAHHON TSIKENON LEMbIO
TOTO JXK€ M30THNA, M, HEOOs3aTeNbHO, TA€ OIHA MM 00€ W3 IBYX TSDKENbIX Lernell HMEKOT
XUMepHbI 1mapHup); (1) THUCTUAMH B KOHLEHTpPAUMH OT npudbmusurenpHo 8 MM 1o
npubnusutensHo 12 MM; (iii) momucopOar 80 B koHuUeHTpauuu ot npudmmsurensro 0,075%
(mac./06.) no mpubmmsurenvHo 0,125% (mac./00.); u (iv) caxapo3y B KOHIEHTpPAIMU OT
npudmmsuTensHo 8% (Mac./06.) no npubdnusurensao 12% (mac./06.), roe coctaB umeet pH 5,8 +
0.,3.

[0114] B HekoTOpbIX ciy4asix CTaOWJIBbHBIA KUAKUN (papMalleBTUYECKUNH COCTaB
comepsut (1) OucnennpuyHOe aHTUTENIO YeJIoBeKa, KOTopoe crienuduyHo cBsizbiBaercs ¢ CD20
gyenoBeka U CD3 uenoBeka M COAEPXKUT IEPBBI AHTUTCHCBS3BIBAIOIIUN JIOMEH, KOTOPBIH
cneunguyno cesizpiBaeT CD20 uenoseka, conepskamuiit HCVR, copepskaiiyo aMMHOKUCIOTHYIO

nocnenosarenbHocTe SEQ ID NO: 4, u LCVR, copepxamyrw aMHUHOKHUCIOTHYIO

2
nocnenosatenbHOCTs SEQ ID NO: 6, u BTOpON aHTUTI€HCBSI3BIBAIOIIMM JIOMEH, KOTOPBIH
cnenuduuHo cps3biBaer CD3 denoseka, comepskamuii HCVR, comepskamiyro aMUHOKUCIOTHYIO

nocnenosatenbHocTe  SEQ ID NO: 5, um LCVR, copepxaiyro aMHUHOKHCIOTHYIO

,
nocnenosateibHOCTE SEQ ID NO: 6, B KOHIEHTpaluu OT MNPUONU3UTENHbHO 2 MI/MJ IO
npubnusutensHo 200 MI/mul, TOE AaHTUTENIO WMEET KOHCTAHTHBbIE OOJIACTH TSDKENIOW LenH
m3otuna IgG4 (HeobOs3aTenbHO, TA€ OAHA W3 IBYX TSDKENBIX Lerned nMeeT MOAU(UKALHIO,
CHIDKAIOIIYIO CBS3bIBAHHE OeNka A TIO CPaBHEHMIO C HEMOIU(UIIMPOBAHHOH TSIKENOHN LETbIO
TOTO XK€ M30THINA, M, HEOOs3aTeNbHO, TA€ OIHA MM 00€ U3 ABYX TSDKENbIX Lernell MMEKOT
XUMepHbI 1mapHup); (1) THUCTUAMH B KOHLEHTpPAUMH OT npudbmusurenpHo 8 MM 1o
npubnusutensHo 12 MM; (iii) momucopOar 80 B koHUeHTpauuu oT npudnusutenbHo 0,075%
(mac./06.) no mpubnmsurensHO 0,125% (Mmac./06.); u (1v) caxapo3y B KOHLEHTpPALMU OT
npudmmsuTensHo 8% (Mac./06.) no npubdnusurensao 12% (mac./06.), roe coctaB umeer pH 5,8 +
0.,3.

[0115] B HekoTOpbIX ciy4asix CTaOWJIBbHBIA KUAKUN (papMalleBTUYECKUH COCTaB
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comepskuT (1) OucnenupuIHOe aHTUTENIO YeJIOBeKa, KOTopoe crennuduyHo cBsizbiBaercsi ¢ CD20
genmoeka u CD3 denoBeka M CONEPXKUT NEPBYIO TSDKENYIO LEMb, COIEPIKAIIYIO
aMUHOKHCJIOTHYIO nocaeaoBatenbHOCTh SEQ ID NO: 1, BTOpyro TsDKENyrO Lielb, COAepKaIIyIo
aMUHOKHUCJIOTHYIO TocienoBatenbHOCTs SEQ ID NO: 2, u o0myro JIerkyro 1erb, COnepsKallyko
aMHHOKHUCIIOTHYIO niocienosarenbHocTh SEQ ID NO: 3, B KOHLIEHTpALUK OT MPUOTU3UTETHHO 2
mr/mi 1o npudnusurenabHo 200 mr/mir; (i) THCTHMAMH B KOHLEHTPALMU OT NMPUOIU3UTEIHHO 8
MM no mpubmmsurenbro 12 MM, (iii) monucopbar 80 B KOHLEHTpPALUH OT MPHUOIH3UTETHHO
0,075% (mac./00.) no mpubausurtenbho 0,125% (mac./00.); u (iv) caxapo3y B KOHLIEHTPAIMH OT
npudm3uTeNnsHo 8% (Mac./06.) no npudnausureapHo 12% (Mmac./00.), rae coctaB umeet pH 5,8 £
0,3.

[0116] B HekoTOpbIX ciy4asix CTaOWJIBHBIA KUIKUH (papMalleBTHYECKHH COCTaB
comepskut (1) OucnenupuIHOe aHTUTENO YeJIOBEKa, KOTopoe crenuduyHo cBsizbiBaeTcst ¢ CD20
yenoBeka U CD3 dyenoBeka M COAEPKUT MEPBBbIH AHTUNEHCBA3BIBAIOLIUN JOMEH, KOTOpBIi
cnenuduano csizbiBaeT CD20 yenoseka, congepxkaruit HCVR, conmepskalinyro aMUHOKUCTIOTHYIO

nocnenosatenbHocTe SEQ ID NO: 4, u LCVR, copepxallylo aMHUHOKHCIOTHYIO

2
nocnenosatenbHocTe SEQ ID NO: 6, u BTOpOH aHTUI€HCBSI3BIBAIOIIMM JIOMEH, KOTOPbIH
cnenuduano cesizbiBaeT CD3 denoseka, comepskamuiit HCVR, comepskamyro aMUHOKUCIOTHYIO

nocnenosatenbHocTe SEQ ID NO: 5, um LCVR, copepxailyio aMHUHOKHCIOTHYIO

>
nocnenosatebHOCTE SEQ ID NO: 6, B KOHIEHTpauu OT MNPUOJMUZHTETBHO 2 MI/MJ IO
npubnusutensHo 200 mr/mur; (i1) ructuauH B KoHueHTtpaimu 10 MM; (ii1) mommcopbar 80 B
koHneHrpanuu 0,1% (mac./00.); u (iv) caxaposy B koHrentpauuu 10% (mac./00.), roe cocras
umeer pH 5,8 +0,3.

[0117] B HekoTOpbIX ciy4asix CTaOWJIBbHBIA KUAKUNH (papMalleBTUYECKUNH COCTaB
comepxut (1) OucnennpuvHOEe aHTUTENIO YeJIOBEKa, KOTopoe crienuduyuHo cBsizbiBaeTcs ¢ CD20
yenoBeka U CD3 uenoBeka M COAEP>KUT TMEPBbI AHTUTEHCBS3BIBAIOIIUN JTOMEH, KOTOpPBIH
cnenuduuno cszbiBaeT CD20 venoseka, conepxkainuii HCVR, conepkalinyro aMUHOKHUCIOTHYIO

nocnenoBatenbHocTe  SEQ ID NO: 4, um LCVR, copepxaiyto aMHUHOKHCIOTHYIO

2
nocnenosatenbHOCTe SEQ ID NO: 6, u BTOpON aHTUI€HCBS3BIBAIOIIUNA JOMEH, KOTOPBIH
cnenuduuHo ces3biBaer CD3 dvenoseka, comepskamuii HCVR, comepskamyro aMUHOKUCIOTHYIO

nocnenosatenbHocTe SEQ ID NO: 5, um LCVR, copepxaiyio aMHUHOKHCIOTHYIO

)
nocnenosatebHOCTE SEQ ID NO: 6, B KOHIEHTpaluu OT MNPUONUZHTENTBHO 2 MI/MJ IO
npubnusutensHo 200 Mr/mul, rOe aHTUTENO HMMEET KOHCTaHTHbIE OONACTH TSDKENOH wLenu
m3otuna IgGl (Heobs3aTenpHO, TA€ OAHA W3 IBYX TSDKENBIX LEerned nMeeT MOAU(UKALHIO,
CHIDKAIOIIYIO CBSI3bIBAHUE Oellka A 1O CPaBHEHMIO C HEMOAM(PUIMPOBAHHON TSIKENOW LEMbIO
TOTO XK€ M30THINA, M, HEOOs3aTeNbHO, TAe OfHA WM 00€ M3 JBYX TSDKENbIX Lerned HMEIT
XUMepHbI mmapHup);, (11) ructuauH B KoHUeHTpaumun 10 MM; (iii) mommcopbar 80 B
koHnentpanuu 0,1% (mac./00.); u (iv) caxaposy B koHrentpaimu 10% (Mac./00.), rae cocras
umeet pH 5,8 £ 0,3.

[0118] B HekoTOpbIX ciy4yasx CTaOWIBbHBIA JKUAKUNA (papMalleBTUYECKUH COCTaB

comep:kuT (1) OucnenupuIHOe aHTUTENIO YeJIOBeKa, KOTopoe creunduyHo cesizbiBaeTcst ¢ CD20
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yenoseka U CD3 dyenoBexka U COAEPKUT MEPBBbI AHTUINEHCBA3BIBAIOLIUN JOMEH, KOTOpPBIiH
cnenuduano cesizbiBaeT CD20 wenoseka, copeprxkaruit HCVR, conepkariyro aMUHOKHCIIOTHYIO

nocnenosatenbHocTe SEQ ID NO: 4, u LCVR, copepxallyl0 aMHUHOKHCIOTHYIO

>
nocnenosaTenbHOCTh SEQ ID NO: 6, U BTOpPOl aHTUI'€HCBS3BIBAIOIINI JOMEH, KOTOPBIH
cnenuduuno ceszbiBaer CD3 uenoseka, conepkamuit HCVR, comepskamyro aMUHOKUCIOTHYIO
nocienosarenbHocth  SEQ  ID NO: 5, m LCVR, conepxkaimyro aMHHOKHCIOTHYIO
nocnenosarenbHOCTh SEQ ID NO: 6, B KOHIEHTpanmuu OT NPUOIM3HTENBHO 2 MI/MI 10
npubnusutensHo 200 MI/mul, TOE aHTUTENIO WMEET KOHCTAHTHBbIE OOJIACTH TSDKEJIOW LenH
mzotuna IgG4 (HeobOs3aTenpHO, TA€ OAHA W3 IBYX TSDKENBIX Leneidl nMeeT MOAU(PUKALUIO,
CHIDKAIOIIYIO CBSI3bIBAHUE Oejika A 1O CPAaBHEHHMIO ¢ HEMOAU(PUIMPOBAHHOW TSIKEJION LEMbIO
TOTO XK€ M30THUIA, M, HEOOs3aTeNbHO, TA€ OIHA MM 00 U3 ABYX TSDKENbIX Lenedl HMEKT
XUMepHbI mmapHup);, (1) ructuauH B KoHUeHTpauumun 10 MM, (iii) mommcopbar 80 B
kounentpanuu 0,1% (mac./00.); u (iv) caxaposy B koHreHTpammu 10% (Mac./00.), rae cocras
umeet pH 5,8 £ 0,3.

[0119] B HekoTOpbIX ciy4asix CTaOWJIBHBIA KUOKANA (papMaleBTUYECKHH COCTaB
comepskuT (1) OucnenupuIHOe aHTUTENO YeJIOBeKa, KOTopoe crenuduydHo cBsizbiBaercs: ¢ CD20
genmoeka u CD3 denoBeka M CONEPXKUT TNEPBYI0 TSDKENYIO LEMb, CONEPIKAIIYIO
aMUHOKHCIIOTHYIO nocieaosatenbHOCTh SEQ ID NO: 1, BTOpyro TsDKENyrO LeMb, COAePKAIIYIo
AMUHOKUCJIOTHYIO TocienoBatenbHOCTh SEQ ID NO: 2, u o0myro JIeTKYIO IeTb, COAep KAy
aMHHOKHUCIIOTHYIO nocnenosatenbHocTh SEQ ID NO: 3, B KOHLEHTpauy OT NpUOIH3UTENBHO 2
Mr/ma 1o npubnusurtensHo 200 mr/mu, (1) ructuaul B KoHIeHTpauuu 10 MM, (ii1) momucopOat
80 B konuentpauuu 0,1% (mac./00.); u (1v) caxapo3y B koHuenrpanuu 10% (mac./00.), rmoe
coctas umeet pH 5,8 + 0,3.

[0120] B HekoTOpBIX Ciy4asx CTaOWJIBHBIA JKUAKUH (hapMaleBTHYECKUH COCTaB
comepxurt (1) OucnennpuvHOEe aHTUTENIO YeJIOBEKa, KOTopoe crienuduyuHo cBsizbiBaeTcst ¢ CD20
yenoBeka U CD3 dyenoBeka M COAEPKUT MEPBBIM AHTUNECHCBSA3BIBAIOLIUN JOMEH, KOTOPBIH
cnenuduuno cs3biBaeT CD20 yenoseka, conepskammiit HCVR, conepskalinyro aMUHOKHUCIOTHYIO

nocnenosatenbHocTe  SEQ ID NO: 4, u LCVR, copepxaiyto aMHUHOKHCIOTHYIO

2
nocnenosatenbHocTe SEQ ID NO: 6, u BTOpOH aHTUI€HCBSI3BIBAIOIIMM JIOMEH, KOTOPBIi
cnenuduunHo ces3biBaer CD3 uvenoseka, comepskamuii HCVR, comeprkainyto aMUHOKUCTIOTHYIO

nocnenosatenbHocTe SEQ ID NO: 5, um LCVR, copepxaiylo aMHUHOKHCIOTHYIO

nocnenosatebHOCTE SEQ ID NO: 6, B koHueHTpauuu ot 2 mr/mi + 0,2 mr/mi qo 200 mr/mn +
20 mr/mu; (ii) ructuaue B KoHUeHTparun 10 MM £+ 1 MM; (ii1) monucopdat 80 B KOHIIEHTpaLu
0,1% =+ 0,01% (mac./00.); u (iv) caxapo3y B koHnenrpauuu 10% + 1% (mac./00.), roe cocras
umeet pH 5,8 £ 0,3.

[0121] B HekoTOpbIX cCiy4yasix CTaOWJIBHBIA KUAKANA (papMaleBTUYECKUH COCTaB
conepskuT (1) OucnenupuIHOe aHTUTENIO YeIoBeKa, KoTopoe cneruduyuHo csizbiBaeTcs ¢ CD20
yenoseka U CD3 dyenoBeka M COAEPKUT MNEPBBbI AHTUINEHCBA3BIBAIOLIUN JOMEH, KOTOPBIH
cnenuduano cesizbiBaeT CD20 venoseka, copepxkammuii HCVR, coneprkalinyro aMUHOKUCIOTHYIO

nocienoBarenbHocTh  SEQ 1D NO: 4

2

u LCVR, coxepxaiyro aMHUHOKHCIOTHYIO



36

nocnenosatenbHocTe SEQ ID NO: 6, u BTOpOH aHTUI€HCBSI3BIBAIOIIMN JOMEH, KOTOPBIH
cnenuduano cesizbiBaeT CD3 uvenoseka, conepskamuiit HCVR, comepskamyro aMUHOKUCIOTHYIO

nocneposatenbHocTe SEQ ID NO: 5, um LCVR, coapepxallyt0 aMHUHOKHCIOTHYIO

nocaenosarenbHocTh SEQ ID NO: 6, B koHuenrpauuu 2 mr/ma + 0,2 mr/mi; (i1) TUCTHIUH B
koHueHtpauun 10 MM + 1 MM; (iii) nmosmucop6ar 80 B koHuenTpauuu 0,1% + 0,01% (mac./00.);
u (iv) caxapo3y B koHueHnrpamu 10% =+ 1% (mac./00.), rne cocraB nmeer pH 5,8 + 0,3,

[0122] B HekoTOpBIX Cly4asx CTaOWIBHBIA JKUAKHHA (hapMaLeBTHYECKUH COCTaB
comepskuT (1) OucnerupuIHOe aHTUTENO YeJIOBEKa, KOTopoe crienuduyaHo cBsizbiBaeTcst ¢ CD20
yenoBeka U CD3 dyenoBeka M COAEPKUT MEPBBI AHTUNECHCBSA3BIBAIOLIUN JOMEH, KOTOPBIi
cnenuduuno cszbiBaeT CD20 yenoseka, conepxkainuii HCVR, conepkaliyro aMUHOKUCIOTHYIO

nocnenosatenbHocTe SEQ ID NO: 4, u LCVR, copepxaiylo aMHUHOKHCIOTHYIO

2
nocnenosatenbHocTe SEQ ID NO: 6, u BTOpON aHTUI€HCBSI3BIBAIOIIMM JIOMEH, KOTOPBIH
cnenuduano cesizbiBaeT CD3 denoseka, conepskamuiit HCVR, comepskanyro aMUHOKUCIOTHYIO

nocnenosatenbHocte SEQ ID NO: 5, um LCVR, cogepxaiiyrldo aMHHOKUCIOTHYIO

nocienosatenbHocTh SEQ ID NO: 6, B koHuentpauuu 20 mr/mi £ 2 mr/mi;, (i) TUCTHANUH B
koHueHTpauun 10 MM + 1 MM; (ii1) momucopOat 80 B konuentpanmu 0,1% + 0,01% (mac./06.);
u (iv) caxaposy B koHIeHTpauuu 10% + 1% (mac./00.), rae cocras umeer pH 5,8+ 0,3.

[0123] B HekoTOpbIX cCiy4asx CTaOWJIBHBIA KUAKANH (papMaleBTUYECKUH COCTaB
comepskuT (1) OucnenupuIHOe aHTUTENIO YeJIOBeKa, KOTopoe crennduyHo cBsizbiBaercsi ¢ CD20
yenoseka U CD3 dyenoBeka M COAEPKUT MNEPBBbI AHTUIEHCBA3BIBAIOLIUN JOMEH, KOTOPBIH
cnenuduano cesizbiBaeT CD20 wenoseka, coneprxamuii HCVR, coneprkalinyro aMUHOKUCIOTHYIO

nocnenosatenbHocTe SEQ ID NO: 4, u LCVR, coapepxalyt0 aMHUHOKHCIOTHYIO

nocnenosarenbHocTh SEQ ID NO: 6, u BTOpPOl aHTUI'€HCBS3bIBAIOIIMI JOMEH, KOTOPBIH
cneuuduvHo cBszbiBaeTr CD3 uenoseka, conpepxxamuiit HCVR, comeprkalinyro aMUHOKHUCIOTHYIO
nocienosarenbHocts  SEQ ID NO: 5, um LCVR, coxmepxaiyrd aMHHOKHCIOTHYIO
nocienosarenibHocTh SEQ ID NO: 6, B konuenTpanuu 100 mr/min = 10 mr/mut; (i) THCTHIUH B
koHueHtpauun 10 MM + 1 MM; (ii1) monmucopdat 80 B koruentpanuu 0,1% + 0,01% (mac./00.);
u (1v) caxaposy B koHueHTpauuu 10% + 1% (mac./00.), rae cocras umeer pH 5,8 £ 0,3.

[0124] B HekoTOpbIX Ciy4asix CTaOWJIBHBIA KUAKUNA (hapMalleBTUYECKHH COCTaB
comepskut (1) OucnenupuIHOe aHTUTENO YeIOBEKa, KOTopoe crenuduydHo cBsizbiBaeTcs ¢ CD20
yenoBeka U CD3 dyenoBeka M COAEPKUT MEPBBbIM AHTUINEHCBSA3BIBAIOLIUN JOMEH, KOTOPBIi
cnenuduano csizbiBaeT CD20 wenoseka, conepxkamuii HCVR, conepkalinyro aMUHOKUCIOTHYIO

nocnenosatenbHocTe SEQ ID NO: 4, u LCVR, copepxallylo aMHUHOKHCIOTHYIO

2
nocnenosatenbHocTe SEQ ID NO: 6, u BTOpOH aHTUIE€HCBSI3BIBAIOIIMM JTOMEH, KOTOPBIi
cnenuduano cesizbiBaeT CD3 denoseka, comepskamuiit HCVR, comepskamyro aMUHOKUCIOTHYIO

nocnenosatenbHocTe SEQ ID NO: 5, um LCVR, copepxallylo aMHUHOKHCIOTHYIO

2
nocnenosatebHOCTE SEQ ID NO: 6, B koHueHnTpauuu ot 2 mr/mut + 0,2 mr/mn 1o 200 mr/mn +
20 wmr/mi, rae aHTUTENO HMEeT KOHCTaHTHble o0iacTu Tspkeiaod nernu wu3ormma IgG4
(HeoOs13aTeNbHO, TAE OAHA M3 JIBYX TSDKENBbIX Lernedl nuMeeT MONU(MHKAINIO, CHIKAFOLIYIO

CBsI3bIBaHHE Oellka A 1O CpPaBHEHUIO C HEMOAU(PUIMPOBAHHOW TSKEJIOH IeNbI0 TOrO Ke
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W30TUIA, W, HEOOs3aTeNbHO, I7ie OHA WM 00€ U3 NIBYX TSDKEJBIX LeNed MMEIT XMMEPHBIH
mapHup); (11) ructuanH B KoHueHTpauu 10 MM + 1 MM; (ii1) nonucop6ar 80 B KOHIEHTpALUH
0,1% + 0,01% (mac./00.); u (iv) caxapo3y B koHueHntpauuu 10% + 1% (mac./00.), rae cocras
umeer pH 5,8 +0,3.

[0125] B HekoTOpBIX Ciy4asx CTaOWJIbHBIA JKUAKUH (hapMaleBTHYECKUH COCTaB
comepsxut (1) OucnennpuuHOE aHTUTEINIO YeNIOBEeKa, KOTopoe crerpduyHo cpsi3biBaercs ¢ CD20
yenoBeka U CD3 uenoBeka M COAEPXKUT IEPBBI AHTUT€HCBS3BIBAIOIIUN JTIOMEH, KOTOpPBIH
cnenuduaHo cszbiBaeT CD20 yenoseka, conepxkarnniit HCVR, conepkalinyro aMUHOKHUCIOTHYIO
nocienoBarenbHocth SEQ ID NO: 4

2

u LCVR, cozxepxamyrd aMHUHOKHUCIOTHYEO
nocnenosatenbHOCcTe SEQ ID NO: 6, u BTOpON aHTUI€HCBSI3BIBAIOIIMM JIOMEH, KOTOPBIH
cnenuduuHo cps3biBaer CD3 venoseka, comepskamuii HCVR, coneprkainyto aMUHOKUCTIOTHYIO

nocnenosatenbHocTe  SEQ ID NO: 5, um LCVR, copepxaiylo aMHUHOKHCIOTHYIO

,
nocnenosatebHOCTE SEQ ID NO: 6, B koHuentpauuu 2 mr/mia £ 0,2 mMr/mi, rae aHTHTENO
UMeeT KOHCTaHTHbIE o0nacTu Tsokenol nenu uzotuna [gG4 (HeoOs3aTenbHO, Tie OHA U3 ABYX
TSDKENBIX LeTell nMeeT MOAN(HUKALIMIO, CHIKAIOLIYIO CBSA3bIBAHHE Oelka A MO CPaBHEHHUIO C
HeMOAM(DULIMPOBAHHON TSKENOH IETbI0 TOTO JK€ M30THUIIA, W, HEOOsI3aTeNIbHO, TIe OHA UITH 00e
U3 ABYX TSDKEJBIX LIENel MMEIOT XUMEPHBIN mapHup); (11) rucTUANH B KOHIeHTpauun 10 MM =+ 1
MM, (ii1) momucopdar 80 B konuentpauuu 0,1% + 0,01% (mac./06.); u (iv) caxaposy B
koHneHtpanun 10% + 1% (mac./06.), rae coctas umeer pH 5,8 = 0,3,

[0126] B HekoTOpbIX ciy4asix CTaOWJIBHBIA KUAKUNH (papMalleBTUYECKUH COCTaB
comepskuT (1) OucnenupuIHOe aHTUTENO YelioBeKa, KoTopoe cneruduuHo cBs3biBaercs ¢ CD20
yenoseka U CD3 dyenoBeka M COAEPKUT MNEPBBbI AHTUINEHCBA3BIBAIOLIUN JOMEH, KOTOPBIH
cnenuduuHo ceszbiBaeT CD20 yenoseka, copepxamuii HCVR, coneprkaliyro aMUHOKUCIOTHYIO
nocnenosarenbHocTe SEQ ID NO: 4, um LCVR, cozepxamyrw aMHUHOKHCIOTHYIO
nocnenosatenbHOCTE SEQ ID NO: 6, u BTOpON aHTUT€HCBSI3BIBAIOIIMMA JIOMEH, KOTOPBIH
cnenuduuHo ces3biBaer CD3 denoseka, comepskamuiit HCVR, comepskainyr0 aMUHOKHUCIOTHYIO

nocnenosarenbHocTe SEQ ID NO: 5, m LCVR, copepxaiyto aMHUHOKHCIOTHYIO

)
nocnenosateibHOCTE SEQ ID NO: 6, B koHueHTpauuu 20 Mr/mj = 2 Mr/mii, rae aHTUTEIO0 UMEET
KOHCTaHTHble oOyacTu Tspkenoi nenu m3ortuna IgG4 (HeoOsi3aTenbHO, rie OOHA W3 JABYX
TSDKEJIBIX LeTell nMeeT MOAU(UKALMIO, CHIKAIOLIYIO CBSA3bIBAHHE Oellka A MO CPaBHEHHUIO C
HeMOAH(DULIMPOBAHHON TSKENOH IETIBI0 TOTO JK€ W30THIIA, U, HeOOS3aTEeNbHO, I/Ie OJTHA WK 00e
U3 JABYX TSDKEJBIX LIETIel MMEIOT XUMEPHBIN mapHup); (i1) rucTuaAnH B KOHIeHTpauun 10 MM =+ 1
MM, (ii1) momucopdar 80 B konuenrpamuu 0,1% + 0,01% (mac./06.); u (iv) caxaposy B
koHneHtpanuu 10% + 1% (mac./00.), rae cocraB umeer pH 5,8 + 0,3.

[0127] B HekoTOpbIX cCiy4asix CTaOWJIBHBIA KUAKANA (papMaleBTUYECKUH COCTaB
comepskut (1) OucnenupuIHOe aHTUTENIO YeJIOBEKa, KOTopoe crenuduyHo cBsizbiBaercs: ¢ CD20
yenoseka U CD3 dyenoBexka M COAEPKUT MEPBBbI AHTUIEHCBA3BIBAIOLIUN JOMEH, KOTOpPBIH
cnenuduyHo cesizbiBaeT CD20 wenoseka, copepxkamuii HCVR, coneprkalinyro aMUHOKHCIOTHYIO

nocnenosatenbHocTe SEQ ID NO: 4, u LCVR, copepxalllyl0 aMHUHOKHCIOTHYIO

2

nocnenosarenbHOCcTh SEQ ID NO: 6, u BTOpPOl aHTUI'€HCBS3BIBAIOIIMI JOMEH, KOTOPBIH
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cnenuduano cesizbiBaeT CD3 uvenoseka, comepxkamuiit HCVR, coneprkainyto aMHUHOKHCIOTHYIO

nocnenosatenbHocTe SEQ ID NO: 5, um LCVR, coapepxalyro aMHUHOKHCIOTHYIO

)
nocnenosatenbHOCTE SEQ ID NO: 6, B konuentpauuu 100 mr/mn = 10 mMr/mii, rae aHTHTENO
UMeeT KOHCTaHTHbIe o0sacTu Tsokenol nenu uzotuna [gG4 (HeoOs3arenbHO, rae OnHa U3 ABYX
TSDKENBIX Lienell nMeeT MOAM(UKALMIO, CHUKAIOLIYIO CBSA3bIBaHME Oenka A 10 CPaBHEHHUIO C
HeMOIU(PHULINPOBAHHON TSKEJION LETIbI0 TOTO JK€ M30THIA, U, He0OA3aTeNIbHO, TAe OHa Ui 00e
U3 JIBYX TSDKEJIBIX LeTleil UMEI0T XUMepHBIi mapHup); (i1) rucTuanH B KoHIeHTpauuu 10 MM =+ 1
MM, (iii)) momucopbar 80 B koHueHtpamuu 0,1% £ 0,01% (mac./00.); u (iv) caxaposy B
koHueHtpanuu 10% + 1% (mac./00.), roe coctaB umeer pH 5,8 = 0,3,

[0128] B HekoTOpbIX cCiy4asix CTaOWJIBHBIA KUAKANA (PapMaleBTUYECKHH COCTaB
comepskut (1) OucnenupuIHOe aHTUTENIO YeIoBeKa, KoTopoe crenuduyuHo cBszbiBaeTcs ¢ CD20
yenoBeka U CD3 dyenoBeka M COAEPKUT MEPBBIH AHTUINEHCBSA3BIBAIOLIUN JOMEH, KOTOPBIH
cnenuduano csizbiBaeT CD20 wenoseka, conepxkaruii HCVR, conepkalinyro aMUHOKUCIOTHYIO

nocnenosatenbHocte SEQ ID NO: 4, u LCVR, copepxaiiyr0 aMHHOKHUCIOTHYIO

2
nocnenosatenbHocTe SEQ ID NO: 6, u BTOpOH aHTUI€HCBSI3BIBAIOIIMM JIOMEH, KOTOPbIH
cnenuduano cesizbiBaeT CD3 dvenoseka, comepskamuiit HCVR, comepskamyro aMUHOKUCIOTHYIO

nocnenosatenbHocTe SEQ ID NO: 5, um LCVR, copepxailylo aMHUHOKHCIOTHYIO

nocnenosatebHOCTE SEQ ID NO: 6, B koHUeHTpauuu ot 2 mr/mi + 0,2 mr/mi go 200 mr/mi +
20 mr/mi, Tie aHTUTENIO UMEET KOHCTAHTHBIe 00JIaCTH Tspkeson uenu nzotuna IgG4, u rne ogna
U3 JIByX TsDKENbIX Ierned nMeer mopudukanmo (Hanpumep, H435R u Y436F mo nymeparmu
EU) B nomene CH3, cHmwkarmmym CBs3blBaHHE C OelkoM A 1O CpaBHEHHIO C
HemoaupuuuposanabiM omeHoM CH3 IgG4; (i1) ructuaus B koHeHTpauuu 10 MM + 1 MM
(iii) momucopOar 80 B koHueHTpauuu 0,1% + 0,01% (mac./00.); u (iv) caxapo3y B KOHLEHTPALHH
10% + 1% (mac./06.), rne coctas umeet pH 5,8 £ 0,3.

[0129] B HekoTOpBIX Ciy4asx CTaOWJIBHBIA JKUAKUH (hapMaleBTHYECKUH COCTaB
comepskuT (1) OucnenupuIHOe aHTUTENO YeNIOBEKA, KOTopoe crienuuyaHo cBsizbiBaeTcs ¢ CD20
yenoBeka U CD3 dyenoBeka M COAEPKUT MEPBBbI AHTUNEHCBSA3BIBAIOLIUN JOMEH, KOTOPBIi
cnenuduaHo csizbiBaeT CD20 yenoseka, conepxkatnnii HCVR, conepkalinyro aMUHOKHUCIOTHYIO

nocnenosatenbHocTe SEQ ID NO: 4, u LCVR, copepxaiyto aMHUHOKHCIOTHYIO

2
nocnenosatenbHocTe SEQ ID NO: 6, u BTOpoN aHTUI€HCBSI3BIBAIOIIMM JIOMEH, KOTOPBI
cnenuduaHo cesizbiBaer CD3 denoseka, comepskamuii HCVR, conepskainyto aMUHOKUCTIOTHYIO

nocnenosatenbHocTe SEQ ID NO: 5, um LCVR, copepxalyto aMHUHOKHCIOTHYIO

nocnenosatenbHOCTE SEQ ID NO: 6, B koHuentpauuu 2 mr/mia + 0,2 mMr/mi, rae aHTHTENO
UMeeT KOHCTaHTHBIe 00J1acTh TspKenol nenu u3otumna IgG4, u rae onHa U3 ABYX TSKENbIX Lenei
umeer monubukanuio (Hanpumep, H435R u Y436F mo nmymepaumu EU) B momene CH3,
CHIDKAIOIIYIO CBSI3BIBAHHE C OEJIKOM A IO CpaBHEHMIO ¢ HeMonu(puuupoBaHHbIM foMeHoM CH3
IgG4; (i1) ructunue B koHUeHTpauwu 10 MM £+ 1 MM; (ii1) monucopOar 80 B KOHIEHTpaLUU
0,1% =+ 0,01% (mac./00.); u (1v) caxapo3y B koHueHrpauuu 10% + 1% (mac./00.), roe cocras
umeet pH 5,8 +0,3.

[0130] B HekoTopbIx ciydassx CTaOWJIBHBIA KUIKUH (papMaleBTUYECKH COCTaB
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comepskuT (1) OucnenupuIHOe aHTUTENIO YeJIOBeKa, KOTopoe crennuduyHo cBsizbiBaercsi ¢ CD20
yenoseka U CD3 dyenoBeka U COAEPKUT MNEPBbIM AHTUINEHCBA3BIBAIOLIUN JOMEH, KOTOPBIH
cnenuduano cesizbiBaeT CD20 wenoseka, copeprxkamuii HCVR, coneprkalinyro aMUHOKUCIOTHYIO
nocnenosatenbHocTe  SEQ ID NO: 4, u LCVR, copepxalllyl0 aMHUHOKHCIOTHYIO
nocnenosarenbHOCTh SEQ ID NO: 6, U BTOpOH AHTUI€HCBA3BIBAIOLIUN JOMEH, KOTOPBIN
cneuuduvHo cBszbiBaeT CD3 uenoseka, comepxxauuiit HCVR, copep:kaliinyro aMMHOKUCIOTHYIO
nocnenoBarenbHocTe  SEQ ID NO: 5, um LCVR, copmepxamyro aMHUHOKHCIOTHYIO
nocnenoBateibHOCTE SEQ ID NO: 6, B koHueHTpauuu 20 Mr/mit + 2 MI/mJ1, rae aHTUTEIO UMEET
KOHCTaHTHbIe 00J1acTu Tspkenoi nenu u3oruna [gG4, u rae ogHa U3 ABYX TSDKEIBIX LeTeil nMeeT
momudukammto (Hanpumep, H435R u Y436F no nymepaunu EU) B nomene CH3, cHmxaromyro
CBsI3bIBaHUE C OeNkoM A 1o cpaBHEHHIO ¢ HemonuduuupoBanHbiM aoMerHoM CH3 IgG4; (ii)
HCTUIMH B KoHIeHTpauuu 10 MM + 1 MM; (ii1) momucop6ar 80 B koHuentpauuu 0,1% + 0,01%
(mac./00.); u (iv) caxapo3dy B koHleHTpauuu 10% + 1% (mac./00.), rne cocraB umeer pH 5,8 +
0,3.

[0131] B HekoTOpbIX cCiy4asix CTaOWJIBHBIA KUAKANA (papMaleBTUYECKHH COCTaB
comepskuT (1) OucnenupuIHOe aHTUTENIO YeJIOBEKa, KOTopoe crennuduyHo cBsizbiBaeTcst ¢ CD20
yenoseka U CD3 dyenoBeka M COAEPKUT MEPBBbIH AHTUINEHCBA3BIBAIOLIUN JOMEH, KOTOPBIH
cnenuduano cesizbiBaeT CD20 wenoseka, conepxkamuii HCVR, conepkalinyro aMUHOKUCIOTHYIO
nocnenosatenbHocTe SEQ ID NO: 4, u LCVR, copepxailyto aMHUHOKHCIOTHYIO
nocnenosatenbHocTe SEQ ID NO: 6, u BTOpPON aHTUI€HCBS3BIBAIOIIMNI JTIOMEH, KOTOPBIH
cnenuduano cesizbiBaeT CD3 uvenoseka, conepskamuit HCVR, comepskamyro aMUHOKUCIOTHYIO
nocnenosatenbHocte SEQ ID NO: 5, m LCVR, copepxamyrd aMHUHOKHCIOTHYIO
nocnenosatenbHOCTE SEQ ID NO: 6, B xonuentpauuu 100 mr/mn = 10 mMr/mui, rae aHTHTENO
MMeeT KOHCTaHTHBIE 00JacTH Tskenoi uenu nzoruna IgG4, u roe onHa U3 ABYX TSDKENBIX Lernel
umeer monudukanuro (Hanpumep, H435R u Y436F mo nymepauumu EU) B nomene CH3,
CHIDKAIOIIYIO CBSI3bIBAHHE C OEJIKOM A IO CpaBHEHHIO ¢ HeMOonu(puIupoBaHHbIM foMeHoM CH3
IgG4; (ii) ructunuH B koHueHTpauu 10 MM £+ 1 MM; (iii) monucopbat 80 B KOHIEHTpaLUU
0,1% £ 0,01% (Mmac./06.); u (iv) caxapo3y B koHueHrpauu 10% + 1% (mac./00.), roe cocras
umeet pH 5,8 £ 0,3.

[0132] B HekoTOpbIX Ciy4yasix CTaOWJIBHBIA KUAKAH (papMaleBTUYECKHH COCTaB
comepskuT (1) OucnenupuIHOe aHTUTENO YeJIOBEKa, KOTopoe crenuduydHo cBsizbiBaeTcs ¢ CD20
genoeka U CD3 denoBeka M COAEPXKUT TMEPBYIO TSDKENYIO 1eMb, COAEPIKaLIYIO
aMUHOKHCIIOTHYIO nocieaoBatenbHOCTE SEQ ID NO: 1, BTOpyO TsDKENyIO LeTb, CONePIKAIIyIo
AMUHOKUCJIOTHYIO mocienoBatebHOCTh SEQ ID NO: 2, 1 o0myro JIeTKYI0 1eTb, COAepKaIIyo
AMUHOKHUCJIOTHYIO mocienoBarenbHocTh SEQ ID NO: 3, B koHueHTtpauuu ot 2 mr/mu + 0,2
mr/man no 100 mr/mn + 10 mr/mu; (i) ructuaue B KoHueHTpammu 10 MM = 1 MM; (iil)
nonucopbar 80 B xoHueHtpauuu 0,1% + 0,01% (mac./00.); u (iv) caxapo3y B KOHLIEHTPALUH
10% =+ 1% (mac./00.), rne coctaB umeet pH 5,8 + 0,3.

[0133] B HekoTophIX ciydassx CTaOWJIbHBIA KUIKUH (PapManeBTUYECKH COCTaB

comep:kuT (1) OucnenupuIHOe aHTUTENIO YeJIOBeKa, KOTopoe creunduyHo cesizbiBaercst ¢ CD20



40

genmoeka u CD3 denoBeka M CONEPXKUT TNEPBYIO TSDKENYIO LEMb, COIEPIKAIIYIO
aMUHOKHCJIOTHYIO nocaeaosatenbHOCTh SEQ ID NO: 1, BTOpyro TsDKENyrO LeMb, COAepKaIIyIo
aMUHOKUCJIOTHYIO TocienoBaTenbHOCTs SEQ ID NO: 2, u o0myro JIerkyro 1enb, COnepsKallyko
aMUHOKUCJIOTHYIO mocienoBaTenbHocTh SEQ ID NO: 3, B konuentpaunu 2 mr/mi + 0,2 Mr/mir,
(11) ructunuH B koHUeHTparuu 10 MM + 1 MM; (ii1) nonucopOar 80 B koHuenrpauuu 0,1% =+
0,01% (mac./00.); u (iv) caxapo3y B koHueHTparmu 10% + 1% (mac./00.), rae coctaB umeer pH
58+0,3.

[0134] B HekoTOpbIX cCiy4asix CTaOWJIBHBIA KUAKUNA (PapMalleBTUYECKHH COCTaB
comepskutT (1) OucnerupuIHOe aHTUTENO YEIOBEKA, KOTopoe crienuduyaHo cBsizbiBaeTcs ¢ CD20
yenmoeka W CD3  denoBeka M CONEPKUT TMEPBYK TSDKENIYID IEMb, COACPIKAIIYEO
aMUHOKHCIIOTHYIO mocieaoBatenbHOCTh SEQ ID NO: 1, BTOpyro TsDKENyrO LeMb, COAepKaIIyIo
AMUHOKHUCJIOTHYIO TocienoBateibHOCTh SEQ ID NO: 2, 1 o0y JIETKYI0 IeTb, COAePKaIIyo
aMUHOKUCJIOTHYIO nocienoBatebHocTh SEQ ID NO: 3, B koHuentpanuu 20 mMr/mi + 2 mMr/mi;
(i1) ructunmnH B koHUeHTpauuu 10 MM + 1 MM; (ii1) monucopOar 80 B koHuentpauuu 0,1% +
0,01% (mac./06.); u (1v) caxapo3y B koHueHntpauuu 10% + 1% (mac./00.), rne cocras umeer pH
5,8+0,3.

[0135] B HekoTOpbIX ciy4asx CTaOWIBHBIA JKUAKAH (PapMaleBTUYECKHH COCTaB
comepskuT (1) OucnenupuIHOe aHTUTENIO YeJIOBEKa, KOTopoe crenuduyHo cBsizbiBaeTcst ¢ CD20
genmoeka U CD3 denoBeka M CONEPXKUT TNEPBYI0 TSDKENYIO LEMb, COIEPIKAIIYIO
aMUHOKHCJIOTHYIO nocaeaoBatenbHOCTh SEQ ID NO: 1, BTOpyro TsDKENyIO LeMb, COAepKaIIyIo
AMUHOKUCJIOTHYIO mocienoBatenbHOCTE SEQ ID NO: 2, 1 o0myro JIeTKyr 1erb, COAep KAy
aMUHOKHUCJIOTHYIO TocnenoBatenbHOCTs SEQ ID NO: 3, B xonunentpammu 100 mr/ma + 10
mr/mi;, (11) ructuauH B KoHUeHtpanuu 10 MM £ 1 MM; (iii) nonucopOar 80 B KOHLEHTpaLUH
0,1% + 0,01% (mac./00.); u (iv) caxapo3y B koHueHtpauuu 10% + 1% (mac./00.), roe cocras
umeet pH 5,8 £ 0,3.

[0136] B HekoTOpbIX ciy4asix CTaOWJIBHBIA KUAKUNA (PapMalleBTUYECKHH COCTaB
comepskutT (1) OucnenupuIHOe aHTUTENO YeJIOBEKA, KOTopoe crienuduyaHo cBsizbiBaeTcst ¢ CD20
yenoBeka U CD3 dyenoBeka U COAEPKUT MEPBbIM AHTUTCHCBS3BIBAIOIIUN JOMEH, KOTOPBIH
cnenuduano cszbiBaeT CD20 yenoseka, conepxkatnuii HCVR, conepkalinyro aMUHOKUCIOTHYIO

nocnenosatenbHocTe  SEQ ID NO: 4, u LCVR, copepxaiylo aMHUHOKHCIOTHYIO

2
nocnenosatenbHOCTe SEQ ID NO: 6, u BTOpOH aHTUI€HCBSA3BIBAIOLIMM JIOMEH, KOTOPBIi
cnenuduaHo cesizbiBaeT CD3 denoseka, comepskamuiit HCVR, comepskamnyro aMUHOKUCIOTHYIO

nocnenoBarenbHocTh SEQ ID NO: 5

2

u LCVR, cozxepxamyro aMHUHOKHCIOTHYEO
nocienosarenbHocTh SEQ ID NO: 6, B koHueHTpauuu 2 mr/min + 0,2 mr/mi; (i) L-ructuans B
koHeHTpauun 0,57 mr/ma + 0,1 mr/mu; (ii1)) MOHOTHApPAT MOHOTUApOXJIOopuAa L-ructunvHa B
koHueHTpauun 1,33 mr/mn + 0,1 mr/mi; (1v) momucopOar 80 B xoHueHTparmu 1 mr/mi + 0,1
mr/mi;, 1 (v) caxaposy B kKoHIeHTpauun 100 mr/min + 10 mr/mi, B Boze, rae coctas umeet pH 5,8
+0,3.

[0137] B HekoTOpbIX cCiy4yasix CTaOWJIBHBIA KUAKUN (papMalleBTUYECKUN COCTaB

comep:kuT (1) OucnenupuIHOe aHTUTENIO YeJIOBeKa, KOTopoe creunduyHo cesizbiBaeTcst ¢ CD20
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yenoseka U CD3 dyenoBexka U COAEPKUT MEPBBbI AHTUINEHCBA3BIBAIOLIUN JOMEH, KOTOpPBIiH
cnenuduano cesizbiBaeT CD20 wenoseka, conepxammniit HCVR, coneprkalinyro aMUHOKUCIOTHYIO

nocnenosatenbHocTe SEQ ID NO: 4, u LCVR, copepxallyl0 aMHUHOKHCIOTHYIO

>
nocnenosaTenbHOCTh SEQ ID NO: 6, U BTOpPOl aHTUI'€HCBS3BIBAIOIINI JOMEH, KOTOPBIH
cnenuduuno ceszbBaer CD3 uenoseka, copepxkamuiit HCVR, conepskaiiyro aMUHOKHCIOTHYIO
nocienosarenbHoctb  SEQ  ID NO: 5, um LCVR, coxmepxaimyrd aMHHOKHCIOTHYIO
nocienosatenibHocTb SEQ ID NO: 6, B koHuentpamuu 2 mr/mi = 0,2 Mr/mi, Tae aHTUTENO
UMeeT KOHCTaHTHbIe 00nacTH Tspkesnol uenu uzotuna IgG1 (HeoOs3aTenbHO, Tae OHA U3 IBYX
TSDKENIBIX LIeTlell nMeeT MOAU(UKALNIO, CHUKAIOLIYIO CBSA3bIBAHHE Oellka A MO CPaBHEHHUIO C
HeMOAM(DULIMPOBAHHON TSIKENOH IENbI0 TOTO JK€ M30THUIIA, W, HEOOsI3aTeNIbHO, T1Ie OJHA MJTH 00e
U3 JIByX TSDKENbIX LIENeH MMEIT XUMepHbI mapHup); (i) L-ructunun B xoHuentpamwm 0,57
mr/ma £ 0,1 mr/mur; (ii1) MOHOTUAPAT MOHOTHApOXJIOopuAa L-ructunuHa B KoHUEeHTpauuu 1,33
mr/ma + 0,1 mr/mi;, (iv) nomucop6ar 80 B koHueHTparmu 1 mr/mia + 0,1 mr/mi; u (v) caxaposy B
koHnentpanuu 100 mr/mu £+ 10 mr/min, B Boge, rae cocras umeer pH 5,8 £ 0,3,

[0138] B HekoTOphIX cCiyudasix CTaOWJIBHBIA KUIKAHA (papMaleBTUYECKHH COCTaB
comepskuT (1) OucnenupuIHOe aHTUTENIO YeJIOBEKa, KOTopoe crennuduyHo cBsizbiBaeTcst ¢ CD20
yenoseka U CD3 dyenoBeka M COAEPKUT MEPBBbIH AHTUINEHCBA3BIBAIOLIUN JOMEH, KOTOPBIH
cneruduano cesizbiBaeT CD20 wenoseka, cogepsxkammiit HCVR, conmepskalnyro aMHHOKHCIIOTHYIO

nocnenosatenbHocTe SEQ ID NO: 4, u LCVR, copepxallylo aMHUHOKHCIOTHYIO

2
nocnenosatenbHocTe SEQ ID NO: 6, u BTOpPON aHTUI€HCBS3BIBAIOIIMNI JTIOMEH, KOTOPBIH
cnenuduuno cesizbiBaeT CD3 uvenoseka, comepxkamuiit HCVR, comepskamyo aMUHOKUCIOTHYIO

nocnenosatenbHocTe SEQ ID NO: 5, m LCVR, coapepxalyl0 aMHUHOKHCIOTHYIO

nocnenosateibHOCTE SEQ ID NO: 6, B koHuenrpauuu 2 mr/ma + 0,2 mr/mi, rae aHTUTENO
UMeeT KOHCTaHTHbIe o0nacTH Tspkenoi uenu uzotuna 1gG4 (HeoOsi3aTenbHO, TIe OHA U3 JABYX
TSDKEJIBIX LIeNel MMeeT MOIU(HUKALNIO, CHIDKAIOIIYIO CBsI3bIBAaHME Oeska A MO0 CPaBHEHHUIO C
HeMOAM(DULIMPOBAHHON TSIKENOH IeNbIO TOTO JK€ M30THUIIA, W, HEOOsI3aTeNIbHO, TIe OJHA MJTH 00e
U3 JIBYX TSDKENbIX LIETed MMEIOT XUMepHbId maphup); (i) L-ructunun B xoHuentpanmu 0,57
mr/ma + 0,1 mr/mur; (iil) MOHOTHApPAT MOHOTUApOXJIOpuAa L-ructunuHa B KOHHEeHTpauuu 1,33
mr/ma + 0,1 mr/mur;, (iv) nonucop6ar 80 B koHueHTparmu 1 mr/mia + 0,1 mr/mi;, u (v) caxaposy B
koHneHtpanuu 100 mr/mu £ 10 mr/mn, B Boge, rae cocras umeer pH 5,8 £ 0,3,

[0139] B HekoTOpbIX cCiy4dasXx CTaOWIBHBIA JKUOKUNA (hapMaleBTUYECKHH COCTaB
comepskut (1) OucnenupuIHOe aHTUTENIO YeJIOBEKa, KOTopoe crenuduyHo cBsizbiBaercst ¢ CD20
genmoeka W CD3 denoBeka M CONEPXKUT TNEPBYID TSDKENYIO LEMb, CONEPIKAILYIO
aMUHOKHCJIOTHYIO mocieaosatenbHOCcTh SEQ ID NO: 1, BTOpyro TsDKENyIo Lemb, COAEPIKALIYIO
AMUHOKHUCJIOTHYIO TocienoBatebHOCTh SEQ ID NO: 2, 1 o0myro JIETKYI0 1eTb, COAePKaIIyo
aMUHOKHUCJIOTHYIO mocienoBaTenbHocTh SEQ ID NO: 3, B kornenTpaunu 2 mr/mi + 0,2 mMr/mir,
(i1) L-ructunun B koHueHTpauuu 0,57 mr/mi £ 0,1 mr/mur; (1i1) MOHOTHIPAT MOHOTUIAPOXJIOPHIA
L-ructuanna B koHOeHTpauuu 1,33 mr/mn + 0,1 mr/mi; (iv) monucopdar 80 B koHIEeHTpauuu 1
mr/ma + 0,1 mr/mn; u (v) caxaposy B koHueHTpauuu 100 mr/ma + 10 mMr/mi, B Boze, rie cocTas
umeer pH 5,8 +0,3.
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[0140] B HekoTOpbIX ciy4asx CTaOWIBHBIA JKUAKAH (PapMaleBTUYECKUH COCTaB
comep:kuT (1) OucnerupuIHOe aHTUTENIO YeJIOBeKa, KOTopoe crennduyHo cBsizbiBaercst ¢ CD20
gyenoseka U CD3 dyenoBeka U COAEPKUT MNEPBBbIM AHTUINEHCBA3BIBAIOLIUN JOMEH, KOTOPBIH
cnenuduuno ceszbiBaeT CD20 venoseka, copepxaiuii HCVR, coneprkalinyro aMUHOKUCIOTHYIO

nocnenosatenbHocTe SEQ ID NO: 4, u LCVR, coapepxalyr0 aMHUHOKHCIOTHYIO

2
nocienosarenbHocTh SEQ ID NO: 6, m BTOpOH aHTUIeHCBA3BIBAIOIMUN JOMEH, KOTODBIH
cneunduyno cBszbiBaeT CD3 uenoseka, conepxxauuiit HCVR, comepikaiinyro aMHMHOKUCIOTHYIO

nocnenosarenbHocTe  SEQ ID NO: 5, m LCVR, cogepxamyo aMHUHOKHUCIOTHYIO

nocienosatenbHocTh SEQ ID NO: 6, B koHuentpauuu 20 mr/mn + 2 mr/mi;, (i) L-ructuaus B
koHuentpauuu 0,57 mr/ma + 0,1 mr/mur; (ii1)) MOHOTMApPAT MOHOTUApOXJIOpUAa L-ructunuHa B
koHueHTpauuu 1,33 mr/mn = 0,1 mr/mur; (iv) nonucopOar 80 B xoHueHTparwu 1 mr/mi + 0,1
mr/mit; u (V) caxaposy B koHueHTpauuu 100 mr/mn = 10 mr/mit, B Boze, rae cocras umeer pH 5,8
+0,3.

[0141] B HekoTOpbIX cCiy4asix CTaOWJIBHBIA KUAKAH (papMaleBTUYECKHH COCTaB
comepskuT (1) OucnenupuIHOe aHTUTENIO YeIOBeKa, KoTopoe cnerududHo ceszbiBaercs ¢ CD20
yenoseka U CD3 dyenoBeka M COAEPKUT MEPBbIH AHTUINEHCBA3BIBAIOLIUN JOMEH, KOTOpBIi
cnenuduano cesizbiBaeT CD20 wenoseka, conepxkamuii HCVR, coneprkalinyro aMUHOKUCIOTHYIO

nocnenosatenbHocTe SEQ ID NO: 4, u LCVR, copepxallylo aMHUHOKHCIOTHYIO

2
nocnenosatenbHocTe SEQ ID NO: 6, u BTOpON aHTUI€HCBS3BIBAIOIIMI JIOMEH, KOTOPBIH
cnenuduano cesizbiBaer CD3 denoseka, conepskamuiit HCVR, comepskamyro aMUHOKUCIOTHYIO

nocneposatenbHocTe  SEQ ID NO: 5, m LCVR, coapepxallyl0 aMHUHOKHCIOTHYIO

>
nocnenosateibHOCTE SEQ ID NO: 6, B koHuenTpamuu 20 Mr/mi + 2 Mr/mii, TAe aHTUTEJIO UMEeT
KOHCTaHTHble oOmactu Tspkenol wemm mzotmna IgGl (HeoOsi3aTenbHO, rme OfHA M3 JABYX
TSDKEJIbIX LeNell MMeeT MOIU(HKALMIO, CHIDKAIOUIYIO CBS3bIBAHHE Oeska A MO CPaBHEHHIO C
HeMOIU(PHULIMPOBAHHON TSsKENION LETIbI0 TOTO JKe U30THIIa, U, HeoOsI3aTebHO, I71e OHA WU 00e
U3 JIByX TSDKENbIX LENed MMEI0T XUMepHbId mapuup); (ii) L-ructunun B xoHuentpanuu 0,57
mr/ma £ 0,1 mr/mur; (iil) MOHOTUAPAT MOHOTUApOXJIOopuAa L-ructunuHa B KOHIEeHTpauuu 1,33
mr/ma + 0,1 mr/mur; (iv) nonucop6ar 80 B koruenTpanuu 1 mr/ma + 0,1 mr/mi; u (V) caxaposy B
koHeHtpanuu 100 mr/mu £ 10 mr/min, B Boge, rae cocras umeer pH 5,8 £ 0,3,

[0142] B HekoTOpbIX cCiy4yasix CTaOWJIBHBIA KUAKANA (hapMaleBTUYECKHH COCTaB
comepskuT (1) OucnenupuIHOe aHTUTENO YeJIOBEKa, KOTopoe crenuduydHo cBsizbiBaeTcs ¢ CD20
yenoBeka U CD3 dyenoBeka M COAEPKUT MEPBBbIH AHTUIEHCBSA3BIBAIOLIUN JOMEH, KOTOpBIH
cnenuduano csizbiBaeT CD20 wenoseka, conepxkamuii HCVR, conepkalinyro aMUHOKUCIOTHYIO

nocnenosatenbHocTe SEQ ID NO: 4, u LCVR, copepxailyto aMHUHOKHCIOTHYIO

2
nocnenosatenbHocTe SEQ ID NO: 6, u BTOpOH aHTUI€HCBSI3BIBAIOIIMM JOMEH, KOTOPBIi
cnenuduaHo cesizbiBaeTr CD3 uvenoseka, comepskamuiit HCVR, comepskamyro aMUHOKUCIOTHYIO

nocnenosatenbHocTe SEQ ID NO: 5, um LCVR, coapepxallylo aMHUHOKHCIOTHYIO

2
nocnenosatenbHOCTE SEQ ID NO: 6, B koHueHTpaunu 20 Mr/mit + 2 MI/mii, T aHTHTENIO UMEeT
KOHCTaHTHble oOyacTu Tspkenmod uenu usoruna IgG4 (HeoOsi3aTenbHO, rie OAHA U3 JABYX

TSDKEJIBIX LieTield uMeeT MOAM(UKALNIO, CHIDKAIOLIYIO CBsI3bIBAaHHE Oelka A 1O CPaBHEHHIO C
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HeMOAM(DULIMPOBAHHON TSIKENOH HEMbI0 TOro JKe M30TUIIA, U, HEOOsI3aTeNbHO, Te OHA UK 00e
U3 JIBYX TSDKENbIX LeNed MMEIT XUMepHbId mapHup); (ii) L-ructunun B xoHuentpanmu 0,57
mr/ma £ 0,1 mr/mur; (ii1) MOHOTUApPAT MOHOTUApoxIopuaa L-ructununa B kKoHHEeHTpauuu 1,33
mr/ma £ 0,1 mr/m; (iv) nonucop6ar 80 B koHueHTpauuu 1 mr/mia + 0,1 mr/mi;, u (v) caxaposy B
koHeHTpanuu 100 mr/min + 10 mr/mi, B Boge, rae cocras umeer pH 5,8 £ 0,3.

[0143] B HekoTOpBIX Ciy4asx CTaOWJIBHBIA JKUAKUH (hapMaleBTHYECKUH COCTaB
comepsxut (1) OucnennpuuHOE aHTUTENIO YeNIOBEeKa, KOTopoe creruduyHo ces3biBaercs ¢ CD20
gyeqoBeka W CD3  denoBeka M CONEPXKUT TMEPBYIO TSOKENYHO LEMb, CONEPIKAIIYIO
aMUHOKHCIIOTHYIO mocieaoBatenbHOCTh SEQ ID NO: 1, BTopyro TsDKENyro LeMb, COmepKaIlyo
AMUHOKHUCJIOTHYIO TmocenoBateibHOCTh SEQ ID NO: 2, u o0y JIErKyr [erb, COAEPsKaIIyo
aMUHOKHUCJIOTHYIO nocienoBateibHOCTh SEQ ID NO: 3, B koHueHnTpauuu 20 mMr/mi = 2 Mr/mit,
(i1) L-ructunun B koHueHTpauuu 0,57 mr/mia £ 0,1 mr/mur; (ii1) MOHOTHIPAT MOHOTHUAPOXJIOPUAA
L-ructuanna B koHUEeHTpauuu 1,33 mr/mi + 0,1 mr/mi; (iv) monucopdat 80 B kKoHIeHTpauuu 1
mr/ma + 0,1 mr/mi; u (v) caxaposy B koHueHTparmu 100 mr/mn = 10 Mr/mut, B Boze, TA€ COCTaB
umeet pH 5,8 £ 0,3.

[0144] B HekoTOpbIX cCiy4asix CTaOWJIBHBIA KUAKANA (papMaleBTUYECKUH COCTaB
comepskut (1) OucnenupuIHOe aHTUTENIO YeJIOBEKa, KOTopoe crennuduyHo cBsizbiBaercst ¢ CD20
yenoBeka U CD3 dyenoBeka M COAEPKUT MEPBbIH AHTUICHCBS3BIBAIOIIMM JOMEH, KOTODbIH
cnenuduano cesizbiBaeT CD20 wenoseka, coneprxkamuii HCVR, coneprkaliyro aMUHOKUCIOTHYIO
nocnenosatenbHocTe SEQ ID NO: 4, u LCVR, coapepxallylo aMHUHOKHCIOTHYIO
nocnenoBaTenbHOCTh SEQ ID NO: 6, u BTOpPOl aHTUI'€HCBS3BIBAIOIINI JOMEH, KOTOPBIH
cnenuduuno cesizbiBaer CD3 uenoseka, conepkamuit HCVR, comepskammyro aMUHOKUCIOTHYIO
nocnenosatenbHocTe  SEQ ID NO: 5, m LCVR, copepxalyt0 aMHUHOKHCIOTHYIO
nocienosatenbHocTh SEQ ID NO: 6, B konuentpauuu 100 mr/min £ 10 mr/mr; (ii) L-ructunus B
koHueHtpauun 0,57 mr/min + 0,1 mr/mi; (iil) MOHOTHAPAT MOHOTHApOXJOpUAa L-ructuauna B
koHueHTpauuu 1,33 mr/mn + 0,1 mr/mi; (iv) momucopbar 80 B xkoHueHTparmu 1 mr/mu + 0,1
mr/mit; u (v) caxaposy B koHueHTtpauuu 100 mr/mn = 10 mr/mit, B Boze, rae coctas umeer pH 5,8
+0,3.

[0145] B HekoTOphIX Ciydasix CTaOWJIBHBIA KUIKUH (papMalleBTUYECKHH COCTaB
comepskut (1) OucnenupuIHOe aHTUTENO YEIOBEKa, KOTopoe crenuduyHo cBsizbiBaeTcs ¢ CD20
yenoBeka U CD3 dyenoBeka M COAEPKUT MEPBBbIM AHTUINEHCBSA3BIBAIOLIUN JOMEH, KOTOPBIi
cnenuduano csizbiBaeT CD20 wenoseka, conepskammiit HCVR, conepskarnyro aMUHOKHUCIIOTHYIO
nocnenosatenbHocTe SEQ ID NO: 4, u LCVR, copepxallylo aMHUHOKHCIOTHYIO
nocnenosatenbHocTe SEQ ID NO: 6, u BTOpON aHTUI€HCBSI3BIBAIOIIMM JIOMEH, KOTOPbIi
cnenuduano cesizbiBaeT CD3 uvenoseka, comepskamuiit HCVR, comepskamyro aMUHOKUCIOTHYIO
nocnenosatenbHocTe SEQ ID NO: 5, um LCVR, copepxallylo aMHUHOKHCIOTHYIO
nocnenosatenbHOCTE SEQ ID NO: 6, B xonuentpaunu 100 mr/mn = 10 Mr/mii, rae aHTHTENO
UMeeT KOHCTaHTHbIe o0nacTu Tspkenoil uenu nzotumna IgGl (HeoOs3aTenpHO, rae OHa U3 ABYX
TSDKENBIX LIeTell MeeT MOAM(UKALINIO, CHUKAIOIIYIO CBSA3bIBAaHHE Oelka A 1O CPaBHEHUIO C

HeMOIU(ULMPOBAHHON TSKEJION LETbI0 TOTO K€ U30THIA, W, HeoOs3aTeNIbHO, Te OQHA W 00e
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U3 JIBYX TSDKENbIX LeNed MMEIT XUMepHbId mapHup); (ii) L-ructunun B xoHuentpanmm 0,57
mr/ma £ 0,1 mr/mur; (ii1) MOHOTHApPAT MOHOrUApoxuopuaa L-ructunuHa B KOHOEHTpauuu 1,33
mr/ma + 0,1 mr/mu; (iv) nonucop6ar 80 B koHueHTpamu 1 mr/mia + 0,1 mr/mi; u (v) caxaposy B
koHeHTpanuu 100 mr/mi + 10 mr/mi, B Boge, rae cocras umeer pH 5,8 £ 0,3.

[0146] B HexoTOpBIX Cly4asx CTaOWIbHBIH JKMAKUH (hapMaLeBTHYECKUH COCTaB
comepsxut (1) OucnennpuuHOE aHTUTEINIO YeNIOBEeKa, KOTopoe crerpduyHo cpsi3biBaercs ¢ CD20
yenoBeka U CD3 uenoBeka M COAEPXKUT IEPBBI AHTUT€HCBS3BIBAIOIIUN JTIOMEH, KOTOpPBIH
cnenuduuno csizbiBaeT CD20 yenoseka, coneprkarnuit HCVR, conepskaliyro aMUHOKUCIOTHYIO

nocnenosatenbHocTe  SEQ ID NO: 4, u LCVR, copepxaiyto aMUHOKHCIOTHYIO

2
nocnenosatenbHOCcTe SEQ ID NO: 6, u BTOpON aHTUI€HCBSI3BIBAIOIIMM JIOMEH, KOTOPBIH
cnenuduunHo cesizbiBaer CD3 denoseka, comepskamuiit HCVR, comepskamiyro aMUHOKUCIOTHYIO

nocnenosatenbHocTe  SEQ ID NO: 5, um LCVR, copepxaiylo aMHHOKHCIOTHYIO

)
nocnenosatenbHOCTE SEQ ID NO: 6, B konuentpaunu 100 mr/mn = 10 Mr/mii, rae aHTUTENO
UMeeT KOHCTaHTHbIE o0nacTu Tsokenol nenu uzotuna [gG4 (HeoOs3aTenbHO, Tie OJHA U3 IBYX
TSDKENBIX LeTell nMeeT MOAN(HUKALNIO, CHUKAIOIIYIO CBSA3BIBAHHE Oellka A MO CPaBHEHHIO C
HeMOAM(DULIMPOBAHHON TSKENOH IETbI0 TOTO JK€ M30THUIIA, W, HEOOsI3aTeNIbHO, TIe OHA UITH 00e
U3 JIBYX TSDKENbIX LENeH MMET XUMepHbId mapHup); (i1) L-ructunun B xoHuentpanmm 0,57
mr/ma £ 0,1 mr/mur; (ii1) MOHOTUApPAT MOHOTUApOoXJIopuaa L-ructunuHa B KOHOEeHTpauuu 1,33
mr/ma + 0,1 mr/mi; (iv) nonucop6ar 80 B koHueHTpamu 1 mr/mia + 0,1 mr/mi;, u (v) caxaposy B
koHneHTpanun 100 mr/mu £ 10 mr/min, B Boge, rae cocras umeer pH 5,8 £ 0,3,

[0147] B HekoTOpbIX cCiy4asx CTaOWIBbHBIA JKUAKUN (PapMaleBTUYECKUN COCTaB
conep:kuT (1) OucnenupuIHOe aHTUTENIO YeJIOBeKa, KOTopoe creunuyHo cesizbiBaercst ¢ CD20
gyenoseka u  CD3 uenoBeka M COMAEPXKUT MEPBYIO TSDKENYIO LEMb, COIEPIKAILYIO
aMUHOKHUCJIOTHYIO mocienoBaTenbHOCTh SEQ ID NO: 1, BTopyro TSDKENIYIO LeMb, COAepKaIIyIo
AMHHOKHUCIIOTHYIO nocienoBareabHOCTh SEQ ID NO: 2, u o0myto JIeTKyr0 1erb, COnepIKallyko
aMUHOKHUCJIOTHYIO mochenoBateibHOCTE SEQ ID NO: 3, B konuentpammu 100 mr/ma + 10
mr/my;, (i) L-ructunun B konHueHtpaumu 0,57 mr/ma £+ 0,1 wmr/mu; (iii)) MoOHOrMapaT
MoHoruapoxyopuaa L-ructuaunaa B konuentpauuu 1,33 mr/mi + 0,1 mr/mi; (iv) monucopOat 80
B KOHUeHTparuu 1 mr/mi £ 0,1 mr/mi;, u (v) caxapo3y B konuertpauuu 100 mr/mi + 10 mr/mi, B
BOJIE, e coctaB umeet pH 5,8 £ 0,3.

[0148] B nroboM W3 3THUX WIIFOCTPATUBHBIX COCTABOB «CTAOWJIBHBIN» MOXKET ObITh
orpeneneH Kak: (a) mo menbiei Mmepe 90% aHTHTENa NMEeT HATHBHYIO KOH(popMauuio nocie 1
Mmecsiia xpaHeHuss npu 45 °C, mO HaHHBIM SKCKIIIO3UOHHON CBEPXBBICOKO3()PEKTUBHOM
xunkocTHoit xpomarorpadpuu (SE-CBOXX); (b) mo menbuielr mepe 93% aHTuTena mmeer
HATHBHYIO KoH(popManmio mocne 1 mecsaua xpanenus npu 45 °C, mo ganabiM SE-CBIXX; (¢)
1o MeHbIIel Mepe 95% aHTUTENa UMEeeT HaTHBHYIO KOH(pOpMauuo mocie | mecsina XpaHeHHs
npu 45 °C, no marabpiM SE-CBDXX; (d) mo menseii mepe 95% aHTHTENa MMEET HATHBHYIO
koH(popmauuro nocne 3 mecsueB xpaneHus npu 25°C u otHocuTenbHOM BnaxkHoctu 60%, mo
narabiM SE-CBDXX; (e) mo meHnbiueli Mepe 97% aHTuUTENa UMEEeT HAaTUBHYIO KOH(OPMAILUIO

nocyie 3 mecsueB xpaHeHus npu 25°C u oTHocuteapbHOR BiaxkHOCTH 60%, mo naHHbiM SE-
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CBDXKX; (f) nmo menbmeii mepe 95% aHTHTENa MMeeT HATHBHYIO KOH(OpMauuio mocie 3
mecsiueB xpaHeHus npu S °C, nmo nanaeiM SE-CBOXX; (g) mo mensieit mepe 98% antutena
UMeeT HATHBHYIK KOH(popmauuio mnocie 3 Mecsue xpaHeHuss npu 5 °C, nmo manHbiM SE-
CBD2XX; (h) cocraB copepxxut He Oonee 6% BbicokoMonekysapHbIX (BM) coenunennii nocie 1
mecsina xpanenus mpu 45 °C, no nanaeiM SE-CB2XKX; (1) coctaB comepskut He Oonee 5,6% BM
coenuHennii nocne 1 mecsua xpanenus npu 45 °C, mo nmanaeiM SE-CBOXX; (j) cocras
comepxkutr He Oonee 2% BM coemmnenuii mocne 3 wmecsueB XxpaHenuss npu 25°C wu
OTHOCHUTENIbHOM BiaxkHOCTH 60%, o nanHbiM SE-CBOXKX; (k) coctaB comepxut He Gonee 1%
BM coenunenuii nmocne 3 mecsiues xpaHeHus npu 25 °C 1 oTHOCUTENbHOM BiakHOCTH 60%, 1o
nauabM SE-CBOXX; (1) cocras conepxut He Oonee 1,5% BM coenunennii mocie 3 Mecsies
xpanenus npu 5 °C, no ganaeiM SE-CBOXX; u/unu (m) coctaB comep:kut He Oonee 1% BM
coenuHeHuil nocne 9 mecsues xpanenus npu S °C, no gaaaeiM SE-CB2XKX.

[0149] B nro6oM U3 3THUX WLTIOCTPATHBHBIX COCTABOB OUCTIEIIU(PUIHOE AHTUTENIO MOKET
BKJIFOYAaTh MOAM(UKALMIO ONHOH WM O0EMX TSDKENbIX wenedl s OOJerdyeHus OYUCTKH
oucnerpuyHOro aHTHTENa (T. €. TeTepoaruMepa) OT TOMOJUMEPHBIX mpuMeceil. B HeKoTophIx
BapHUAHTaX OCYLIECTBJIECHUS OucnennpuIHble aHTUTENA BKIIOYAKOT MEPBYIO U BTOPYIO TSDKEIbIE
e (T. e. Tsokenyro nernb CD20-cBsi3piBaronero miedya U Tspkenyro nernb CD3-cBs3bIBaroImero
IuIe4a), KOTOpbIE SIBJISIIOTCS MIGHTHYHBIMU (Harmpumep, ode oTtHocsTcs k m3otuny IgGl umm
IgG4), 3a uckmouennem moaudukamuu B gomeHe CH3 omgHOM wim APyroi TSXKENOW IenH,
CHIDKAIOIIEH CBs3bIBaHUE OHCIEeUpUIHOro aHTuTeNna ¢ OeNKOM A 1O CPaBHEHHUIO C aHTUTEJIOM
0e3 ykaszaHHOW Momudukanmu. B Hekortopeix cnyuasx nomeH CH3 mepBoii Tsbkenoil menu
(marmpumep, CD20-cBsi3pIBaroLIero nie4a) ceszbiBaeT Oenok A, a nomeH CH3 BTOpOIi TsKenoit
uenu (Hampumep, CD3-cBs3bIBAIOINEro IUI€Ya) CONEPIKUT MYTALMIO, CHIDKAIOLIYIO WIIH
YCTPaHSIOIYIO CBs3bIBaHME Oenka A. B HEKOTOpBIX cilydyasx MyTalus NpeacTaBisieT coOoit
mogudpukaimo H435R (mo mymepaumnm EU; HO9SR no Hymepaumm sk3oHOB IMGT). B
HEKOTOPBIX CITydasix MyTalus npeacrasisier coboit mogudukammo H435R (o nymepauuu EU;
HO95R nmo nymepaunu 3k30H0B IMGT) u monudukamuio Y436F (no nymepauun EU; Y96F mo
IMGT). [pyrue monudpuKanuu, KOTOPbIE MOIYT COAepXkarbcsi BO BTOpoM naomene CH3,
BKirouaroT: D35S6E, L358M, N384S, K392N, V397M u V4221 no EU (D16E, L18M, N44S,
K52N, V57M u V82l mo IMGT) B cinyuae nomenos CH3 IgGl; m Q355R, N384S, K392N,
V397M, R409K, E419Q u V4221 o EU (Q15R, N44S, K52N, V57M, R69K, E79Q u V82I no
IMGT) B ciiyuae nomenos CH3 IgG4.

[0150] {onmonHUTENbHBIE HEOTPAHUYMBAIOLINE NMPUMEPH! (HapMaLEBTHUECKUX COCTABOB,
OXBAaTBHIBAEMBIX HACTOSIIUM H300pPETEHHEM, MPHUBEOCHBI B JAPYTHX pas3laeiax HaCTOSIIEro
JOKYMEHTA, BKJII04asl IEMOHCTPALMOHHbIE IPUMEPBI, IPEICTaBIEHHbBIE AaJiee.

KOHTEHWHEPBI I CHOCOBBI BBEJIEHUSI

[0151] dapmaueBTUYeCKHE COCTaBbI COIJIACHO HACTOSIIIEMY W300pPETEeHUI0 MOTYT
CoIepKaThCs B IIOOOM KOHTEHHEpE, MOAXOAALIEM ISl XPAHEHHUS JISKAPCTBEHHBIX MPENapaToB U
APYTUX TEepaneBTUUECKUX Kommo3uiuid. Hampumep, ¢apmaneBTuyeckue COCTaBbI MOTYT

COACPKATHCA B TCPMETUYHOM U CTEPHUIIN30BAHHOM IJIACTUKOBOM HJIU CTCKJITHHOM KOHTeﬁHepe,
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HMEIOIIEM OIPeNeIeHHbI 00beM, TAKOM Kak (DJIAKOH, aMIyJa, WIPHUL], KapTPHILK, OyThUIb UITH
MaKeT Al BHYTPUBEHHOTO (B/B) BiMBaHUA. [[ns XpaHEHHUS COCTaBOB COIJIACHO HACTOSIIEMY
N300pETEHNI0 MOXKHO TPUMEHSATb Ppa3JM4YHble TUIBI (PIAKOHOB, BKJIIOYAs, HAmpUMep,
Npo3payHble U HENMpO3payHble (HApUMep, U3 TEMHOIO CTEKJIAa) CTEKJISHHBbIE WJIN IUIACTHKOBbIE
(nakoHbI. AHAJOTMUHBIM O00pa3oM, Uil XpaHeHHs W/WIM BBeNeHUS (HapMaLeBTUYECKUX
COCTAaBOB COIJIACHO HACTOSIIEMY H300pPETEHHI0 MOXKHO NMPHMEHSTh JIOOOH TN mmmpuues. B
HEKOTOPbIX ~ BapUaHTaX OCYINECTBICHUS (hapMaLEBTHYECKHH COCTaB  CONEPXKHUTCS B
NPEABAPUTENILHO  3aMOJHEHHOM MmpHuie. B HEKOTOPBIX BapHAaHTaX  OCYLIECTBIICHHS
(apMaLeBTHUYECKHI COCTAB COAEPIKUTCS B PEABAPUTEIHHO 3aMIOJTHEHHOM HITIPHILIE ¢ HECHEMHOM
WTJION.

[0152] ®apmaneBTHUECKHE COCTaBbI COMIACHO HACTOSINEMY HW300pPETEHUI0 MOTYT
COIEPKATHCS B LINPHULIAX «C OOBIYHBIM COIEPKAHUEM BOJb(ppPaMay WIN B LINPHUIAX «C HU3KUM
comep kaHrueM Bosibppamay. Kak H3BECTHO CrienraniucTaM B JAaHHOH OONACTH TEXHHUKH, MPOLIECC
W3TOTOBJICHHUSI CTEKJSIHHBIX MIMPHLEB, KaK IPABHJIO, BKJIOYAET HCIOJb30BAHUE HArpPeTOro
BOJI(PAMOBOTO CTEPIKHSA, (PYHKIHMSI KOTOPOTO 3aKJIOYAeTCs B MPOKAJBIBAHUHM CTEKJA |
CO3JITaHUM TE€M CaMbIM OTBEPCTHs, Yepe3 KOTOPOE MOXKHO OTOHMpaTh M M3BJIEKATH KUIKOCTb M3
MNpUNA. JTOT MPOLECC MPHBOAWT K OCAKIACHHUIO CIIENOBBIX KOJHMYECTB BOJbppaMa Ha
BHYTPEHHE! NMOBEPXHOCTH Impuua. Jisi CHIKEHHs KOJM4YeCcTBa BOJNb(pamMa B INMPHIIE MOKET
OBITH HCIIOJIb30BaHA TMOCIEAYIOIIasi MPOMBbIBKA U Apyrue craguu oOpabotku. B koHTekcre
HACTOSIIIErO TOKYMEHTAa TEPMHH «C OOBIUHBIM COJIEPKAaHNEM BOJIb(paMay O3HAYAET, YTO IMITPHIL]
coxepxut 6osnee 500 uacteit Ha murapa (ppb) Bonedpama. TepMuH «C HU3KUM COfEepIKaHUEM
BOJIb(paMay O3HAYaEeT, YTO LINPHIL coaepkut MeHee S00 ppb Bonbdppama. Hanpumep, mmpur ¢
HHU3KUM COJep:KaHHEM BOJb(pamMa COTJIACHO HACTOSILEMY H300PETEHHIO MOXKET COAepHKAaThb
MeHee yeM npubamsurensHo 490, 480, 470, 460, 450, 440, 430, 420, 410, 390, 350, 300, 250,
200, 150, 100, 90, 80, 70, 60, 50, 40, 30, 20, 10 ppb Bonbhpama wN MeHee.

[0153] PesuHOBBIE MOPINHM, HCHOJb3yEMbIE B LIMPHUIAX, U PE3UHOBBIE NPOOKH,
UCTIONBb3YEMbIE Ui 3aKPBITHS TOPJBIIEK (PIAKOHOB, MOTYT HMETb TOKPBITHE IS
NPEAOTBPALICHUST 3arpsi3HEHUST CONEPIKAINerocss B WNpuie Win (HJIAKOHE JIEKAPCTBEHHOTO
npernapara W/ i COXpPaHEHHUs ero CTabmiIbHOCTH. TakuM 00pa3oM, papMaleBTHUECKHUE COCTABbI
COTJIACHO HACTOSILIEMY M300pPETEHHIO COTJIACHO OT/ENIbHBIM BAPHAHTAM OCYLIECTBIECHHS MOTYT
COIEpKAThCS B LIMPHIE, COAEPKAIEM MNOPIIEHb C MOKPBITHEM, WJIM BO (PJIAKOHE, 3aKPbITOM
pe3nHOBOI MpoOKoii ¢ mokpeiTieM. Hanpumep, mopiueHb wim npoOka MOTYT UMETh ITOKPBITHE,
npexacTasisiomee codoil GropyrieponHyo IuieHKy. llpumeps! mpoOOok w/mam mopiuHed ¢
NOKPBITHEM, TOAXOMALINX [JIsl TNPUMEHeHHs BO (JaKOHAX U LINPUIAX, COAEpIKAIIUX
(apmMarieBTHIECKHE COCTaBbl COTJIACHO HACTOALIEMY HM300pPETEHHIO, YIIOMSHYTBI, HalpuMep, B
narenTax CIITA NeNe 4997423, 5908686, 6286699, 6645635 u 7226554, conepaHne KOTOPBIX
BKJIFOYEHO B HACTOSALIMHM JOKYMEHT ITOCPEICTBOM CCBUIKM B TMOJHOM oObeMe. KoHkpeTHble
NpUMeEpPbl PE3WHOBBIX MPOOOK W TOPIIHEH C MOKPbITHEM, KOTOPbIE MOXXHO IpPHUMEHSTH B
KOHTEKCTE HACTOSIEro H300peTeHHs, KOMMEpPYECKH JOCTYNHbI IIOJ TOBAPHBIM 3HAKOM

«FluroTec®» or West Pharmaceutical Services, Inc. (Jlationsumn, IlencuneBanus). FluroTec®
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npeacTasisieT coboi nmpuMep GTOPYIIIEPOAHOTO MOKPBITHS, UCIIONB3yEMOTO Ui MUHUMHU3ALUH
WUIA TIPENOTBPAINEHUS MPHJIUIAHUS JIEKAPCTBEHHOIO Iperapara K Pe3NHOBBIM MOBEPXHOCTSIM.
CormacHo  OTHENBHBIM  BapHaHTaM  OCYLIECTBIEHMS  HACTOSIIEro n300peTeHus
dapMalieBTHUECKHE COCTaBbl MOTYT CONEP)KaTbCsl B IINPHUIE C HU3KUM COAEpIKaHHUEM
BOJIb(paMa, KOTOPBIN COAEPKUT MOPLIEHb ¢ PTOPYTIEPOTHBIM HOKPBITHEM.

[0154] ®apmanueBTHUYECKHE COCTaBBI MOTYT ObITh BBEAEHBI MALEHTY MapeHTEPaTbHBIMU
criocobamu, TAKUMH KaK UHBEKLUS (HalpuMmep, MOAKOXKHAS, BHYTPUBEHHAs], BHY TPHUMbILICYHAS,
BHYTPUOPIOWIMHHA M T. J.), WIH YPECKONKHBIM, YPECCIU3HCThIM, HWHTPAHA3AJIbHBIM,
WHTAJILMOHHBIM H/WJIH MIEPOPATbHBIM crioco0amu. MHOKECTBO MHOTOPA30BbIX LINPULIEB-PYUYEK
W/WJIN aBTOMHBEKTOPOB MOTYT TMPHUMEHSTHCS ISl TOAKOXKHON JOCTaBKH (hapMaleBTHUECKUX
COCTaBOB COIJIACHO HAcTosimeMy wu3o0pereHmo. [IpuMepsl BKIIIOYAOT, HE OrPaHHUYHBASIChH
nepeuncieHHbiM, AUTOPEN™ (Owen Mumford, Inc., Byncrok, BenukoOpuranus), mmpuu-
pyuky DISETRONIC™ (Disetronic Medical Systems, Bypraoopd, Ilseiinapus), mmpuu-pyuky
HUMALOG MIX 75/25™ mmpun-pyuky HUMALOG™, mmnpuu-pyuky HUMALIN 70/30™
(Eli Lilly and Co., Uanunananomuc, Uumuana), NOVOPEN™ [ II u III (Novo Nordisk,
Komnenraren, /lanus), NOVOPEN JUNIOR™ (Novo Nordisk, Konenraren, Jlanus), mmpui-
pyuky BD™ (Becton Dickinson, @pauxnun Jletike, Hoto-/Ixxepcu), OPTIPEN™, OPTIPEN
PRO™, OPTIPEN STARLET™ u OPTICLIK™ (sanofi-aventis, ®pankdypt, I'epmanus), u
apyrue. Ilpumepsl yCTpOHCTB Uil JOCTaBKM B BHIE OAHOPA30BBIX LINPHULEB-PYYEK W/WIH
ABTOWHBEKTOPOB, TMOAXOMSAIINX IJIsl MOAKOKHOH JOCTaBKH (hapMalleBTUYECKONH KOMITO3ULIUH
COIJIACHO HACTOSIIEMY M300pPETEHHUIO, BKJIIOYAIOT, HE OrPAaHUYNBASICh MEPEUHCICHHBIM, IITPHULI-
pyuky SOLOSTAR™ (sanofi-aventis), FLEXPEN™ (Novo Nordisk) u KWIKPEN™ (Eli
Lilly), aBrounsexkrop SURECLICK™ (Amgen, Taysaun-Oxc, Kamnpoprus), Mmmpuu-pyuxy
PENLET™ (Haselmeier, Iltyrrapr, [epmanus), EPIPEN (Dey, L.P.) u HUMIRA™ (Abbott
Labs, A66otT ITapk, MnnuHoiic), u npyrue. B HexoTopeix ciydasx (apMaleBTHYECKUil COCTaB
COIEPIKUTCS B IITIPULIE, CIISLIHATBHO MPETHA3HAYEHHOM JIJISl HCTIOJIb30BAHHMS C aBTOMHBEKTOPOM.

[0155] B HacrosiiueM AOKYMEHTE TakXkKe MPenyCMOTPEHO MPUMEHEHHEe MUKPOUH(Y30pa
IUTsL TOCTaBKU (hapMaLeBTHUECKUX COCTABOB COMIACHO HACTOSIIEMY H300peTeHHo. B koHTekcTe
HACTOSIIEr0 JIOKYMEHTa TEPMHH «MUKPOHMH(Y30p» O3HAYaeT YCTPOWCTBO ISl TOAKOXKHOM
IOCTAaBKH, MpeJHa3HAUYEHHOE ISl MEMJICHHOTO BBENEeHHsI OOJbIINX OOBEMOB (Hampumep, 10
npuOIM3UTENbHO 2,5 Mit, npubnusutenpHo 3,0 M win Ooyiee) TeparneBTUYECKOro COCTaBa B
TeYeHHe JJTNTENIbHOTO TMepuona BpeMeHu (Hampumep, npudmusurensHo 10, 15, 20, 25, 30 wiu
oonee munyT). C™m., Hanpumep, maTeHThl CIIIA NeNo 6629949, US 6659982; u Meehan et al., J.
Controlled Release 46:107-116 (1996). MukpouHdpy3opsl 0c0OeHHO 3¢ GEeKTUBHBI 11 AOCTABKU
OONBIINX 103 TEPaNeBTUYECKUX OEJKOB, COAEPIKAIIMXCS B BbICOKOKOHLEHTPHUPOBAHHBIX
(mampumep, npudmusurenbro 100, 125, 150, 175, 200 wnm Oonee MI/Mil) WWIH BS3KUX
pacTBopax.

[0156] B oTmenbHbIX BapuaHTaX OCYIIECTBJICHHs (PapMaleBTHUECKHI COCTAB BBOIAT C
MIOMOIIBIO B/B KamleJbHULBI, TAK YTO COCTAB Pa3BOIAT B MAKETE AJIs B/B BIUBAHHS, COEPIKAILEM

dusznonornueckn  mpueMieMblii  pacTBOp. B OOHOM  BapWaHTEe  OCYINECTBJICHHS
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¢dapmaneBTHUeCKass KOMIIO3UIHUSI TPEACTABISIET COOOW 3KCTEMIOPANbHBIA  CTEPHIIbHBIN
npenapar B MakeTe Ul BHYTPUBEHHOH HWH(Y3MH, TaK 4YTO Pa3OBYK O03y JIEKAPCTBEHHOI'O
npemapara pa3pogst B 100 mut, 250 mut (win B IpyroM nmogoOHOM KOJTMYECTBE, TOAXOSIIEeM JJIs
BHYTPUBEHHOTO KamneJbHOro BBeAeHUs) ¢usuonorndeckoro Oydepa (mampumep, 0,9%
(H3MOIOrHUECKOTO PacTBOPA).

[0157] dapmaneBTHUECKHE COCTABBI COITIACHO HACTOSINEMY M300PETEHHUIO TaK)Ke MOTYT
COIEpKaTbCsl B EOUHMYHON JiekapcTBeHHOW Qopme. TepMMH «emuHMYHAS JieKapCTBEHHAs
(dbopma» B KOHTEKCTE HACTOSIIIETO JOKYMEHTA OTHOCUTCS K (pr3uvecku 000COOIEHHOM eUHULIE,
MOJXOMSALICH B KQUeCTBE OJHOKPATHON MO3MPOBKH JUISl MALIMEHTA, TOJIEKALIETO JIEYSHHIO, T
KaXasi €IWHUIA CONEPKUT 3aJlaHHOE KOJMYECTBO AKTHBHOTO COCIUHEHMs, PACCUUTAHHOE
TakuM 00pa3oM, 4ToOBl O0ECTIeYNBATh JKEJIAeMbI TeparneBTUYeCKUil 3(PPeKT B KOMOMHALIUU C
HEOOXOMUMBIM  (PapMaLleBTUUECKUM HOCHUTENEM, pa30aBUTENeM WM BCIIOMOTaTEIbHBIM
BEIIECTBOM. B pasnMyYHbIX BapHaHTaxX OCYIIECTBICHUS EOMHHYHAS JIEKAPCTBEHHast (opma
COIEPKHUTCS B KOHTEHHEpEe, KaK OIMMCAHO B HACTOSIEM AOKyMeHTe. DakThdyeckue ypOBHU
IO3MPOBKH aKTHUBHOTO HWHIpenueHTa (Hampumep, OuCHenun(UYHOTO AaHTHUTENa IPOTUB
CD20xCD3) B cocraBax COIJIACHO HACTOSIIEMY H300pETEeHHI0 MOTYT BapbHPOBATHCS IS
NOJIYYEHHUS] KOJIMYECTBA AKTUBHOTO MHIPENHUEHTa, 3((PEKTUBHOTO Ui JOCTHKEHUS JKEAeMOTO
TEPANeBTHYECKOTO OTBETa Yy KOHKPETHOTO TMaLMeHTa, MJisl KOHKPETHOH KOMITO3HULIHMH U
KOHKPETHOTO crocoba BBENEHHS B OTCYTCTBHE HEXeNaTelbHOro s¢dekra y MauueHTa.
BriOpanHbIil ypOBEHb TO3UPOBKHU 3aBUCHUT OT psifia (papMakOKHMHETHUECKNX (PaKTOPOB, BKIFOUAs
AKTUBHOCTb KOHKPETHBIX NPUMEHSIEMbIX KOMIO3MLHUI COTJIACHO HACTOSIIEMY H300pETEHHIO,
crioco0 BBENEHMs, BpPEeMs BBENEHUS, CKOPOCTb BBIBEEHHS KOHKPETHOIO NPUMEHSIEMOrO
COEAMHEHUs], MPOAOJKUTENBHOCTD JIEYEHUs], APYrHe JIEKAPCTBEHHBbIE CPENCTBA, COENUHEHHS
W/WIM  BelecTBa, IMPUMEHsSeMble B KOMOHMHALMM C KOHKPETHBIMH IPUMEHSIEMbIMU
KOMITO3MLIUSIMU, BO3PACT, MOJI, MAaCCy Tela, COCTOsIHME, 00lnee COCTOSTHHUE 310POBbsl U aHAMHE3
MALMEHTa, JIeYeHHEe KOTOPOTO OCYIIECTBISIOT, M MPOYMX (PAKTOPOB, XOPOIIO H3BECTHBIX B
obactu menuuHbL. TepMuH «pa30aBUTENb» B KOHTEKCTE HACTOSINErO JOKYMEHTa OTHOCHTCS K
pacTBOpY, MOAXOISAIIEMY JJIsl U3MEHEHHs WM JOCTH)KEHUS] WUTIOCTPATHBHON miH TpeOyeMoit
KOHLIEHTPALUH MM KOHIIEHTPALUH, KaK ONMMCAHO B HACTOSIIEM JIOKYMEHTE.

[0158] B pasnuyHbIX BapHaHTaxX OCYINECTBJICHUS €IMHWUYHAs JIEKApCTBEHHas (opma
COIEPKUT KOJIMYECTBO AKTUBHOTO MHTpeNneHTa (HarnpuMep, OncnennpuIHOro aHTUTENa MPOTUB
CD20xCD3), mnpenHa3HaueHHOE U pPa3OBOrO MNPHUMEHEHHWsA. B  pa3iauyHbBIX BapHUaHTax
OCYIIECTBIIEHHSI KOJMYECTBO AKTUBHOIO WMHIPEINEHTa B €IUHUYHOW JIEKAPCTBEHHOH (opme
cocTasiisieT oT npuomsuTensHo 0,1 Mr o nmpubmmsurensHo S000 mr, ot mpubmmsurtensHo 100
mr o npubnusurensHo 1000 mr, u ot npubmusutensHo 100 Mr 1o npubnusurensHo 500 Mr, oT
npudmmsuTensio 100 mr go mpubmmsutensHo 400 wmr, or mpubmmsutenshHo 100 mMr mo
npubnusutensHo 200 mr, or mnpubmmsurenbHo 250 mr o npubmmsurensHo 350 Mr, OT
npubnusutensHo 125 mr po mpuGnusurensHo 175 wr, or npubmmusurensHo 275 Mr 1o
npubnusutensHo 325 wmr, ot mnpuOmmsurenpHo | Mmr o npubmmsurensHo 250 Mmr, oT

npubnusutensHo 1 Mr po mnpubmusurensHo 100 wr, or mnpubmmsurensHo 1 Mr go
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npubnusutensHo 50 wr, or mnpubmmsurensHo 1 Mr no npubausuTenbHO 25 Mr, OT
npubnusutensHo 1 Mr po mpuOmmsurensHo 10 wmr, or mnpubmusurensHo 1 Mr go
NpUONU3UTENPHO 5 MI, WIM HAaXOOUTCA B JAMANa30oHaX WM HHTepBaiax, o0Opa30BaHHBIX
yKazaHHbIMU 3HadyeHussMU. [logpasymeBaercs, UTO [MAma3OHbL, I[POMEXYTOYHbIE IIO
OTHOLICHHIO K YKA3aHHbIM BbIIIE 3HAYEHUSM, HAMpUMep, OT NPHONH3UTENbHO 2 MI 10
npubmmsutensHo 100 mr wnm ot 2 Mr go 20 Mr, Takke SIBISIFOTCS YaCThIO HACTOSIIEro
n3o0petenus. Hanpumep, nonpasymMeBaercs, YTO BKJIOYEHBI AUATIA30HbI 3HAYSHUH, TIOTyYeHHbIe
NPU HCIOJb30BAHUU KOMOMHALMHU JIOOBIX W3 YKAa3aHHBIX BbIIIE 3HAYEHUN (WM 3HAYEHUH,
COAEPALINXCS B YKA3aHHBIX BBINIE AMANA30HAX) B KA4YeCTBE BEPXHEr0 W/MJIM HUKHETO
npenenoB. B 4acTHOM BapuaHTe OCYLIECTBICHHS COCTAB YaCTO MOCTABJISIETCS] B BUE JKUAKOCTH
B €IUHHYHOW JIeKapCTBEHHOH (popme. B HEKOTOPBIX BapuaHTaX OCYINECTBJICHUS €IMHHYHAS
JekapcTBeHHas Gopma comepkut ot 2 10 2,5 mr wim ot 10 go 11 mr, ot 20 no 25 wmr, ot 80 1o
90 wmr, ot 100 go 125 wmr, ot 160 no 180 mr, ot 200 go 225 unu ot 320 go 360 mr. B HEKOTOpBIX
BAPUAHTAaX OCYLIECTBICHUS €IUHUYHAs JIEKapCTBEHHast (opMa COIJIACHO HACTOSIIEMY
U300pETEHNI0 TOAXOOUT Ul TMOAKO)KHOTO BBEINCHHs MALUEHTy (Hampumep, eIUHUYHAsS
JeKapCcTBeHHas (hopMa, CoIepsKaliasi aHTUTENO B KOHIEHTparwu npudmusutenbHo 100 mr/mo
i npubau3uTensHo 160 Mr/mo).

[0159] B omHOM BapmaHTe OCYIIECTBIEHHS HACTOSINEro H300PETEeHHs MpeIIoKeHa
€IMHUYHAs JIEKapCTBEHHAas popMa, copeprKaasi NpuOIU3UTENIbHO 2 MI aHTHUTENA B CTAOUIIBHOM
COCTaBe, I7le COCTaB COAEPKUT AaHTUTENO B KOHLeHTpauuu 2 mMr/mi + 0,2 mr/mu, (i) L-ructunun
B koHIeHTpamuu 0,57 mr/mn + 0,1 mr/mi; (111) MOHOrHPAT MOHOTHApOXJopHaa L-ructunuxa B
koHueHTparuu 1,33 mr/mn = 0,1 mr/mi; (1v) nonucopbar 80 B xoHueHTparuu 1 mr/mi + 0,1
mr/mit; u (v) caxaposy B koHueHTtpauuu 100 mr/mn + 10 mr/mi, B Boge, rae cocras umeet pH 5,8
+ 0,3. B ogHOM BapuaHTe OCYINECTBJICHHUS HACTOSIIErO M300PETEeHUs MPeIOKeHa eIMHUYHAS
JgekapcTBeHHass (opma, coxmepkamnas npudbausurenbHo 20 Mmr, npubmusutensHo 80 wr,
npubnusuTensHo 160 Mr ummu npubnusutenbHo 320 Mr aHTUTENa B CTAOWJIBHOM COCTaBe, TZe
COCTaB CONEPXKHUT AHTUTENO B KOHIeHTpauuu 20 mr/mn £+ 2 wmr/mu, (ii) L-ructugua B
koHuentpauuu 0,57 mr/mia + 0,1 mr/mur; (ii1)) MOHOTHApPAT MOHOTUApOXJIOopuAa L-ructunuHa B
koHueHTpauuu 1,33 mr/mn + 0,1 mr/mi; (iv) momucopOar 80 B xoHueHTparmu 1 mr/mi + 0,1
mr/mit; u (V) caxaposy B koHueHTpauuu 100 mr/mn = 10 mr/mit, B Boze, rae coctas umeet pH 5,8
+ 0,3. B ogHOM BapuaHTe OCYLIECTBJICHUS HACTOSIIETO M300PETEHUs MPeIOKeHa €IMHUYHAS
JekapcTBeHHass Qopma, comepskamnas npuOmmsutensHo 100 wmr, npubnusurensHo 200 wr,
npubnusutensHo 300 mMr nimm npubnusurensHo 400 Mr aHTHUTENa B CTAOMIIBHOM COCTaBe, IIe
COCTaB COHEPXKUT aHTUTeNo B KoHUeHTpaumu 100 mr/mm + 10 mr/mum;, (i) L-ructugue B
koHueHntpauun 0,57 mr/ma + 0,1 mr/mur; (ii1) MOHOTHApPAT MOHOTUApOXJIopuaa L-ructunvHa B
koHueHTpauun 1,33 mr/mn + 0,1 mr/mi; (1v) momucopOar 80 B xoHueHTparmu 1 mr/mi + 0,1
mr/mit; u (V) caxaposy B koHueHTtpauuu 100 mr/mn + 10 mr/mit, B Boge, rae cocras umeet pH 5,8
+0,3.

[0160] Hacrosimmee m3oOpeTeHHe TakXKe BKJIIOYAET CIIOCOOBI MOJyYeHUS €IUHUYHON

JeKapCTBeHHOH (opMbl. B MIUTIOCTPaTHBHOM BapUaHTE OCYIIECTBJIEHHS] CIOCOO IMOTyYESHHS
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dapmaneBTHUECKOH EIUHUYHON JIEKApCTBEHHOH (HOPMBbI BKJFOUAET CMEIIMBAHHE COCTaBa
CorylacHO JIOOOMY M3 TMpPEAIIECTBYIOLINX BAPHAHTOB OCYIIECTBJIEHUS B IOAXOISINEM
KOHTeliHepe (HanpuMep, B KOHTEHHepax, ONMMCAHHBIX B HACTOSIIEM JIOKYMEHTE).

[0161] B pasnuuHbIX BapHaHTax OCYLIECTBIEHHS (apMaLEBTHUECKUE COCTABBI
cozeparcsi B KOHTeWHepax (Hampumep, BO (hJlakOHE WJINM NPEABAPUTENBHO 3aMOJHEHHOM
IINIPULIE), KOTOpbIE MOTYT COAEPKaTh ra3 B CBOOOJHOM INPOCTPAHCTBE ¢ MeHee 4eM 5 00.%
OKHCJIIIOLIEro rasa (Hampumep, kuciopona). KoHueHTpanust OKuCisomero rasa (Hampumep,
KHCJIOpONia) B CBOOOIHOM MPOCTPAHCTBE KOHTEHHEpa MOXET COCTaBiATh MeHee 4,5%, MeHee
4%, menee 3,5%, menee 3%, menee 2,5%, menee 2% wuian menee 1,5% B pa3IMuHbBIX BapUaHTaX
OCYIIECTBIIEHHs.. B ONHOM BapuaHTe OCYIIECTBICHUS KOHLEHTPALMS OKHUCISIOLIEro rasa
(HampuMep, KUCJIOpOaa) B CBOOOIHOM MPOCTPAHCTBE COCTABJISIET MeHee npubnu3uTenbHo 1%. B
OJTHOM BapHaHTE KOHIIEHTPALMsI OKHUCISIOEro rasa (Hampumep, KHUCIOpoJa) B CBOOOIHOM
MPOCTPAHCTBE COCTaBysieT He Oonee mpudausutenbHo 0,5%. B onHOM BapuaHTe KOHIIEHTPALIHS
OKHUCJISIIOIIEro ra3a (Hampumep, KUCIOpoAa) B CBOOOIHOM NPOCTPAHCTBE COCTABIsieT He Oolee
npubnusuTensHo 0,1%. B pa3snuyHbIX BapHaHTax OCYIIECTBJICHUS] KOHLIEHTPALHS OKUCIISIOIIETO
raza (Hampumep, KHUCJIOpOAa) B CBOOONHOM MPOCTPAHCTBE KOHTEWHEpPA C JIEKapCTBEHHBIM
npenaparoM coctasiisier meHee 0,9%, menee 0,8%, menee 0,7%, menee 0,6%, menee 0,5%,
meHee Oonee 0,4%, menee 0,3%, menee 0,2% wmun menee 0,1%. B HekOTOpBIX ciydasix
KOHLIEHTPALUsI KUCJIOPOAa B ra3e B CBOOOJHOM IPOCTPAHCTBE COCTABJIAET OT MPHOIU3UTENBHO
0,01% no mpubnmsutenbHo 1,5%. B HEKOTOPBIX Ciy4asx KOHIEHTPAIHs KHCIOpOIa B rase B
CBOOOIHOM MPOCTPAHCTBE COCTaBIsIeT OT npudmusnurenbHo 0,75% no npubnusurensHo 1,25%.
B HeKOTOpBIX Cilyyasix KOHLEHTPALUs KUCIOPO/a B ra3e B CBOOOIHOM IPOCTPAHCTBE COCTABIIAET
or npubmmsurensHo 0,05% nmo npubnusurensHo 0,15%. B pasnuyHbIX  BapuaHTax
OCYLIECTBJICHHsS OKHUCISIOIUI ra3 (Hampumep, KHCIOpPOX) B CBOOOAHOM IPOCTPAHCTBE
3aMEHSIOT WM MO CYLIECTBY 3aMEHSIOT HMHEPTHBIM ra3oM, TaKUM Kak a30T, aproH, Tejui,
KCEHOH, HEOH, KPHUIITOH WK PaJoH. B OIHOM BapHaHTe OCYINECTBJICHUS HEOKUCISIOMIMN Ta3
npencraBisier coboi  a30T. B OmHOM BapuaHTe OCYIIECTBJICHHUS HEOKUCISIFOIIMNA a3
NPEACTaBIsIET COOON aproH.

NMPUMEHEHUSL DOAPMANEBTHYECKHUX COCTABOB B
TEPANNEBTHYECKUX IEJAX

[0162] ®apmaneBTHYECKHE COCTaBBI COTJIACHO HACTOSIIEMY H300PETEHHIO MOIXOJST,
Cpenu MpodYero, IJisl JICUCHUs, MPenynpeKIeHus W/ i OCiabieHus JIIo0oro 3a00ieBaHUs WJTH
paccTpoiCTBa, CBSI3aHHOTO C KJIETKOH, skcrpeccupyroieii CD20 uenoseka. MmrocTpaTuBHbIE
HEOrpaHMYHUBAKOIKE 3a00JI€BaHUA M PACCTPOICTBA, MOIUIEKAINUE JEUEHHIO IMyTEM BBEICHHUS
(bapManeBTHYECKNX COCTaBOB COIJIACHO HACTOSINEMY H300PETEHHIO, BKIIIOYAIOT B-KieTouHbIe
pakoBble 3a00JIeBaHMs, TaKWe KaK HEXOIKKMHCKHE JHM(POMBI, Harnpumep, (QOUTHUKYISIPHYIO
aumbpomy, nudpdy3Hyro B-KpymHOKIETOUHYIO JIUM(OMY, MAHTUHHOKJIETOYHYIO JTUMGPOMY H
muM(poMy MapruHaJIbHON 30HBL

[0163] Criocobbl niedeHust COrNIACHO HACTOSLIEMY H300PETEHHI0 BKIIIOYAIOT BBEACHHE

cyOBekTy JIro0oro cocrasa, comepskamero oucneruduynoe antureno nporus CD20xCD3, kak
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OMHUCAHO B HacTosAleM JoKyMeHTe. CyOBeKT, KOTOPOMY BBOIAT (apMaLleBTHUECKUH COCTaB,
MOJKET TPEACTaBIATh COOOH, Hampumep, JOOOro 4YejJoBeKa WIIM JKHBOTHOE, HE SIBIISIOINEECS
YeJIOBEKOM, KOTOPBIH(-0€) Hy»XKHaeTrcs B TakoM JiedeHHH. Hanpumep, cyOBeKT MOXKeT
NPEACTABIATh COOOH MHAMBUAYYMA, Y KOTOPOTrO AHMArHOCTUPOBAHO JIOO0€ M3 YKa3aHHBIX BBILIE
3a00JIeBaHMI WIIN PACCTPONCTB MIIM MMEETCsl pUCK UX pa3BuTusi. Hacrosinee nsobpereHue Takxke
BKJIIOYAET NPUMEHEeHHe JIOObIX (apMaleBTHYECKUX COCTABOB, OIMCAHHBIX B HACTOSLIEM
JAOKYMEHTe, Ul M3TOTOBJICHUS JIEKAPCTBEHHOI'O CPEACTBA IS JIeUueHHs JIF0OOro 3aboseBaHus
WJIH PacCTPOMCTBA, CBA3AHHOTO C KIIETKOH, skcmpeccupyromieii CD20 dyenoBeka, BKrOUast
JMr00bIe YIIOMSIHYThIE BBILIE TPUMEPHI 3a00JI€BaHUI, PACCTPOICTB U COCTOSTHHIA.

[0164] B HekoTOpbIX BapuUaHTaX OCYILIECTBJIEHUS HACTOSINErO H300peTeHUs
NPEeAJIOKEHbl HA0OpBI, BKIIOHAOIMUE (papManeBTUYECKUN COCTaB (HampuMep, KOHTEWHep C
COCTaBOM WJIM €IMHUYHYIO JIEKAPCTBEHHYIO (POPMY), KaK OMUCAHO B HACTOSLIEM IOKYMEHTE, U
YIIaKOBKY WJIM STUKETKY (HAampuMmep, JHCTOK-BKJIAIbIII B YIAKOBKY) C WHCTPYKLUSMH IIO
NPUMEHEHUIO (PapMaleBTUYECKOTrO COCTaBa Ul JIeUeHUs] 3a00JIeBaHUs UM PAcCTPOICTBA, Kak
ONMUCAaHO BbIE. B HEKOTOPHIX CiydasX MHCTPYKLUUH TPEAyCMAaTPUBAIOT TNPUMEHEHUE
€IMHUYHON JIEKAPCTBEHHOW (POPMBI, KaK OMHCAHO B HACTOSIIEM IOKYMEHTE, Ui JICUCHHUS
3a00NeBaHMS WM PACCTPOICTBA.

[0165] Kpatkuii 0630p mocnemoBarenbHOCTe W coorBercTByOmux SEQ ID NO,
YIIOMSTHYTBIX B HACTOSIIIIEM JIOKYMEHTE, NpHUBeeH B Tabnuue | Huxe.

Tabauua 1: CeoaHas uH(OpPMALIHS 0 MOCIAEI0BATEIbHOCTAX

SEQ ID NO: Onucanue
1 CD20-cneun¢uyHas TspKenas Lelb
2 CD3-cnenuduunas Tsokenas Henb
3 O6mas CD20- u CD3-crienuduynas nerkas nemb
4 CD20-cneuu¢uunas HCVR
5 CD3-cnetuduunas HCVR
6 O6urast CD20- u CD3-cnetuduunas LCVR
7 CD20-cneunguunas HCDR1
8 CD20-cneunguunas HCDR2
9 CD20-cneunguunas HCDR3

10 CD3-cniermudrunast HCDR 1

11 CD3-criermudrunass HCDR2

12 CD3-cnetudrunass HCDR3

13 O6mas CD20- u CD3-cnierudpuunas LCDR1
14 O6mast CD20- u CD3-cnetuduunas LCDR2
15 O6mas CD20- u CD3-cnenuduunas LCDR3
16 KoHncranTras obnacts Tspkesoi uenu 1gG4
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17 KoncranTtHast obnacte Tspkenoit uenu 1gG4 ¢ H435R/Y436F

18 KoncranTtHast obnacts Tspkenoit nenu IgGl

19 KoncranTtHas obnacte Tspkenoit uenu IgG1l ¢ H435R/Y436F
MNPUMEPHI

[0166] Crnenyromme npuMepbl TMPUBEAEHbI [Jisi TOrO, YTOOBI TMPEIOCTABUTH
CIeLUAIICTAaM B JAaHHOH O0ONacTM TEXHUKU IIOJIHOE€ PACKpPBITHE W ONHCAaHHE TOro, Kak
peannu3oBBIBaTh M MPUMEHATh CIOCOOBI M KOMIIO3UIMM COTJIACHO M300pEeTeHHI0, W He
NpeAHAa3HAYEeHbI I OrPaHUYEHHUs] 00beMa TOTO, YTO aBTOPbI JAHHOTO M300PETEHHs] CUUTAIOT
CO3MIaHHBIM UMM H300peTeHHeM. Bbuln MpennpuHATBHl yCUHs AJisi o0ecrieueHHuss TOYHOCTH B
OTHOILIEHHH HCIOJB3yEeMbIX YUCEN (HAampuMep, KOJUYECTB, TEMIIEPATYPhl U T. J1.), HO CIEAyeT
YUUTBIBATh BO3MOKHOCTb HEKOTOPBIX IMOTPEHIHOCTEH 3KCIEPUMEHTa M OTKJIOHeHWH. Eciam He
YyKa3aHO WHOE, YacTH NPEACTaBSIIOT COOOHW MaccOBble YAaCTH, MOJIEKYJSIpHAas Macca
NPEACTaBIsIET COOOW CPEOHIOK MOJIEKYJSIPHYIO MacCy, TeMmIeparypa ykKa3aHa B rpagycax
Lenbcusi, 1 gaBIeHNEe HAXOAUTCS HA YPOBHE HITH OKOJIO aTMOC(HEPHOTO.

[Ipumep 1. PazpadoTka cTA0MJIBHBIX (KHAKHX COCTABOB OHcHeM(PUIHOr0 AHTHTEJIA
nporus CD20xCD3

[0167] [esrenpHOCTH MO pa3palOTKE COCTABOB BKIJKOYANa OLEHKY Oydepos, pH,
OPTaHHUYECKUX  COPACTBOPHUTENEH, MOBEPXHOCTHO-AaKTUBHBIX BEIECTB M  TEPMHUYECKHX
CTa0MIIN3aTOPOB Uil OTPENENIEHHs] BCIIOMOTATENbHBIX BEIIECTB, MOBBIMAKIINX CTAOMIBHOCTD
Oenka. Pe3ynbTaThl, MOMy4eHHbIE B 3TUX UCCIENOBAHMAXK, a TaKKe 00CyKIaeMble B puMepe 2,
OBUIM HCHOJB30BaHbI Ui Pa3pabOTKH CTAOMJIBHOTO >KUAKOIO COCTaBa, MOAXOMASIIETO IS
KJIMHUYECKOTO IIPUMEHEHUS.

[0168] M3yuanu BrnusiHue Oydepa u pH Ha Tepmuyeckyro crabunbHocTh REGN1979 B
KHUAKUX cocTtaBax nmyreM uHKyOamwm 15 mr/mia REGN1979 mpu 45°C B Teuenue 28 nHeil B
pasHbIX OydepHbIX cucTeMax NnpH pasHbIX auanasoHax pH. beumm uccnenosansl cinenyromue pH
u Oydepnsie cucremsr: anerat (pH ot 4,5 1o 5,5), L-ructunun (pH ot 5,5 no 6,5) u pocdar (pH
or 6,0 no 7,0). CornacHo pesyibraram aHanmuza SE-CBOXX makcumasnbHas CTaOWIbHOCTB
Oenka nHaOmomanace npu Bkirodenndn REGNI1979 B cocraB mpu pH or 5,5 mo 6,0 B
ructuguHoBoM Oydepe (tabmmma 2). CornacHo pesynbratam anamusza CEX-CBDXX
MaKCHUMaJlbHasi CTaOMIBHOCTh Oenka Habmronanack npu Bkmodernn REGN1979 B cocraB mpu
pH ot 5,5 no 6,0 B ructuguaoBOoM Oydepe, mnmm npu pH ot 4,5 no 5,0 B auerarnom Oydepe. B
STHUX aHaliM3aX Takxke ObUIO ompeaeneHo, 4to (Qparmenrauus (T. €. oOpasoBaHue
HU3KOMOJIEKYJISIPHBIX COeTUHeHu ), obpazoBanue BM coenuHeHMit U BAPUAHTOB C U3MEHEHHBIM
3apsAOM SIBJSUIMCH OCHOBHBIMH NyTsIMH pasioxkeHus. [ ucruanHoBeiii Oydep Obut BIOpaH B
Ka4yecTBe pelenTypHoro Oydepa A COCTaBOB JIeKapcTBeHHBIX npenaparos (JIIT), mockonbKy oH
CBOIOWJI K MHUHHMyMY O0Opa3oBaHHME BBICOKOMOJEKYJSIPHBIX COEAMHEHHUI - MyTh Pa3JIOKEHUS,
KOTOPBIM BBbI3bIBAJI HAHOONBIIYIO 03a00ueHHOCTh. [t cocraBoB JIII Opu1o BHIOpaHO 3HAUEHUE
pH 5,8, mockonpky mpu 3TOoM 3HaueHun pH ObuO CcBemeHO kK MHHMMYMYy OOpa3oOBaHHUE

BBICOKOMOIJICKYJIAPHBIX COG)II/IHGHI/Iﬁ " BAPHUAHTOB C U3MCHCHHBIM 3apsA0OM. Ha ocHOBaHMHU 5THUX
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Pe3yJIbTAaTOB, a TaK¥Ke Pe3yJIbTaTOB, 00Cy:kaaeMbIX B mpumepe 2, mist coctasos JIIT REGN1979
Obu1 BIOpaH 10 MM ructuauHOBbIH Oydep ¢ pH 5,8.

[0169] Tepmuueckue cTaOMIM3aTOPBI, TAKHE KAK caxapo3a, 4acTo NOOABISIOT B COCTABbI
Ha OCHOBE AHTHUTEN Ul TMOBBINEHUs TepMudeckoil crabumpHocTH Oenka. REGN1979 B
KOHLIEHTPALUK 25 MI/MJI B )KUIKOM COCTaBe JEMOHCTPHPOBAJI MOBBIMIEHHYIO CTA0MIBHOCTD MPU
nobasnenun 10% caxapo3bl 1 MHKYOAI[MKM B YCJIOBHUSIX YCKOPEHHOrO pasnoskeHus (tabmuna 3).
IMocne nakybauuu npu 45°C B Teuenue 28 nuelt yposeHb BM coenunenuii ysenuumics Ha 0,6%
B cocraBe, copepxkamem 10% caxaposbl, a B cocraBe 0e3 caxapo3bl YBEJIUYEHHUE COCTABHIIO
1,4%. Ha oCHOBaHMU 5TUX pPE3yJIbTATOB, a TaKXKe Pe3yJbTATOB, OOCYKIaeMbIX B mpumepe 2,
caxapo3a Oblla BbBIOpaHa B KayecTBe TePMUYECKOro cradunmsaropa mis cocrtaBa JIIT
REGN1979.

[0170] Oprannueckne COpacTBOPUTENH, TAKHE KaK MOBEPXHOCTHO-AaKTHBHBIC BEIIECTBA,
94acTo NOOABISIFOT B COCTaBbl HA OCHOBE AHTHUTEI JJIS 3aIMUTHI O€JIKa OT arperaluy, BbI3BAHHON
nepemMelnuBaHueM. VccienoBany BIMsSHUE MOBEPXHOCTHO-AKTUBHBIX BELIECTB HA CTAOMIIBHOCTD
B CTPECCOBBIX YCJIOBUSX MEPEMEIINBAHUS U TEPMUIECKYI0 cTabuibHOCTD 25 Mr/mii REGN1979.
B stomM mpumepe ObuH OLIEHEHBI CIEOYIOLINE IOBEPXHOCTHO-akTHMBHBIE BemecTsa: 0,1%
nonucopbara 20 u 0,1% mnomucopbara 80. Pe3ynapTaThl HCCIENOBaHWI CTaOMJIBHOCTH B
CTPECCOBBIX YCJIOBUSX MEPEMEIINBAHIS U TEPMUUECKON CTaOMIBHOCTH MPUBENEHBI B Ta0nuue 4
u tabmmue S, coorBercTBeHHO. REGN1979 0OpIIO HEcTaOMIBHO NpH NEpeMEeIINBAHUU Ha
BOpPTeKce B TedeHHe 120 MHMHYT B OTCYTCTBHE IOBEPXHOCTHO-aKTUBHOIO BewllecTsa. B
OTCYTCTBHE MOBEPXHOCTHO-aKTHUBHOI'O BEIIECTBA COCTAB MPOAEMOHCTPUPOBAN 1,5-NpOLIEHTHOE
yBennueHue ypoBHsi BM coenunenuit nmo ganasiM SE-BOXKX (Tabmuma 4). O0a ucmbITaHHBIX
MOBEPXHOCTHO-aKTUBHBIX BemecTBa 3amumant REGN1979 or HecTaOMIBHOCTH, BBI3BAHHOM
nepeMeIInBaHueM, B OAMHAKOBOHW crenmeHn (tabmuua 4). bomee Toro, oba HMCHBITAHHBIX
MOBEPXHOCTHO-aKTHUBHBIX BELIECTBA CHUXKAIM TepMHueckyro crabunbHOocTh REGN1979 B
OIIMHAKOBOM CTENEHU, YTO IMpPOSBSUIOCH B yBenudeHuu ypoBHs BM coenunenuii, HM
COEAMHEHUI W INEJIOYHBbIX 3apsUKeHHBIX BapuaHTOB (Tabauua 5). Ha ocHOBaHMM 3THX
pe3yJIbTaTOB, a TAKXKe Pe3yJIbTaTOB, 00CyKIaeMbIx B mpumMepe 2, nonucopoat 80 Obut BRIOpaH B
KaueCTBE MOBEPXHOCTHO-aKTHUBHOTO BerecTna aiisi coctaBoB JIII REGN1979.

[0171] REGNI1979 mnpomeMOHCTPHPOBAIO MAaKCUMAJIbHYIO  CTaOWIBHOCTH  TIPH
BKJIFOYCHHH B COCTaB B NMPUCYTCTBHU T'MCTUAMHA, monmucopbara 80 u caxaposel mpu pH 5,8.
OCHOBHBIMH TYTSIMH  Pa3JIOXKEHMs, BBIABICHHBIMH TPU pa3paboTKe JKUAKHX COCTaBOB
REGN1979, 6pimn 00pa3oBaHue BBICOKOMOJIEKYJIISIPHBIX M HU3KOMOJIEKYJISIPHBIX COEIUHEHUH U
BAPUAHTOB C HM3MEHEHHBIM 3apsfaoM. Ha ocHOBaHUM pe3ynbTaTOB 3TUX 3KCHEPUMEHTOB U
pPe3yabTAaTOB, OOCYXKIAaeMbIX B INpHMepe 2, ObUIO YCTAHOBJIEHO, YTO HamOosiee CTaOMIbHBIM
SIBJISICSL BOIHBIN 3a0ydepeHHbiii cocras, comepkammii 10 MM ructununa, pH 5,8, 0,1%
(mac./06.) momucopbara 80, 10% (mac./06.) caxaposbl u 2-160 mr/mn (Hanpumep, 2 mr/mi, 20
mr/ma unn 100 mr/mun) REGN1979.

Tabauua 2. Bausinue 0ydepa u pH Ha craduiabHocth 15 mr/ma REGN1979 nocuie

uHKyOauuu npu 45°C B Teuenue 28 nHer
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Cocras

15 mr/mn REGN1979, 10 MM Oydepa

O6bem pacoBku

0,4 mn

Komnreiinep/cpen

CTBO YKYNOPKH

®nakod I Tuma u3 O0OPOCHIMKATHOrO cTeKjJa 00beMOM 2 MJ C

npoodxoi u3 3nacromepa 4432/50 ¢ noxkpeiTuem FluroTec®

Hsmenenue ypoBHs

MyTH % H3menenne YucToTel BApUAHTOB C
octs | benka, 1o naHHbIM SE- U3MEHEHHBIM
Uccnen
(VBen | BbImen CBOXXD 3apSIOM TI0 IaHHBIM
Howmep | oBanue
pH/ WYEHU | EHHOrO CEX-CBDXX*
550 MapTUU | LBETa U o i
ydep e MyTeM el
FDG | BHemHe Haru Kucn | I'nas
npu O0P- O4YHa
ro BUAA BM, | Baas | HM ast Hast
405 | CBOX s
% | dopm | % | bopm | hopm
HM) X (opm
a, % a,% | a,%
a, %
pH 4.5, | LI13- IIporin
0,01 98 52 | -6,0 0.8 -0.8 -7.4 8,2
anerar 529 €HO
pH 5.0, | L13- | Ilpoiin
0,00 99 LS | -1,9 0.4 6,3 -6,0 | -0,3
auerar 528 €HO
pH 5,5, | LI3- IIpoiin
0,00 97 L5 | -1.8 0,3 11,8 | -14,1 | 2.3
arerar 527 €HO
pH 5.5,
L13- Ipotig
TUCTUT 0,00 100 L5 | -1.,8 0.4 7.9 -7,1 | -0,8
546 €HO
UH
pH 6.0,
L13- IIpoiin
TUCTH] 0,00 98 1,2 | -1,6 0,3 13,5 | 9,1 | 45
545 €HO
WH
pH 6.5,
L13- IIpoiin
THCTHU 0,01 101 2,0 | -2,6 0,6 21,7 | -16,6 | -5,1
544 €HO
UH
pH 6,0, | L13- | Ilpoiin
0,01 100 L5 | -1.8 0,3 17,1 | -11,6 | -5.5
dochar 523 €HO
pH 6.5, | L13- | Ilpoiin
0,01 97 24 | -2.8 0.4 26,0 | -21,0 | -5,1
dochar 522 €HO
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pH 7.0,
dochar

L13-
521

CHO

IIpoiin

0,21

96

2.8

-3.2 0.4

41,1 | -33,2 | -7.9

2 Vka3zaHO Kak H3MEHEHHE YHCTOTbl OTHOCHUTEJIbHO MCXOIHOTO BemecTBa. McxomHoe

BellecTBO (0e3 mHKyOammu) comepskano > 93,3% mnuka HATUBHOrO aHTUTENA MO AaHHBIM SE-
CBOXX u > 64,6% rinasHoro nuka o nanasiMm CEX-CBOXXX st Bcex 9 cocTaBoB
Tabmuma 3. BuumsiHne caxaposbl Ha crtabwibHOCTh 25 Mr/min REGN1979 mocne

uHKyOamu npu 45°C B Teuenue 28 nHeit

CocraB 25 mr/mn REGN1979, 10 MM ructuauna, pH 5,5
Oobem
0,4 mn
dacosku
Komnreiinep/cpe
®nakoH I Tna u3 OOPOCHITMKATHOTO CTEKJIa 00BEMOM 2 MJI ¢ IPOOKOH 13
ACTBO
snactomepa 4432/50 ¢ mokperruem FluorTec®
YKYNOpPKH
H3meHeHne ypoBHs
H3menenue BAPHUAHTOB C
Hcen | MytH % YHCTOTHI 110 N3MEHEHHBIM
€l0B | ocCTb benxka, naHHbIM SE- 3apsiioM IO
Hom
anue | (yBen BBIZIEIIE CBOXX* nanabiM CEX-
€p
Crabumms IBET | MYEHH HHOTO CBOXX*
napT pH
aTop au e OI1 yTeM Har Ien
uu Kuc | I'mas
BHEUI | IIpHU OD- VBHA O4YHa
FDG nast | Has
Hero | 405 CBOX | BM, st HM, b o ST
op op
BUIA | HM) X % | dop | % dbop
Ma, | Ma,
Ma, Ma,
% %
% %
bes L13- | IIpoi
0,00 |54 92 4 |-19| 06 | 90 [-11,1]| 20
caxapo3sl | 676 | neHo
10%
L13- | IIpoi
(mac./00.) 0,01 |5,6 95 0,6 | -09 | 0,0 | 87 |-11,7| 3.1
677 | neHo
caxapo3bl

. Vka3aHO Kak H3MEHEHHE YHCTOTbl OTHOCHTEJIBHO MCXOZHOrO BemiecTBa. McxomHoe

BemnecTBo (0e3 mHKyOammu) comepskano > 97,1% mnuka HATUBHOTO aHTUTENA MO HaHHBIM SE-
CBOXX u > 65,4% raasHoro nuka no gadabiMm CEX-CBOXXX mni1st 060X cocTaBoB

Tabnuna 4. BiusiHue NMOBEPXHOCTHO-AKTHUBHBIX BEIIECTB HAa CTA0MJIBHOCTH 25 MI/mil

REGN1979 nocne nepememuBanus (120 MUHYT Ha BOPTEKCE)
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25 mr/mn REGN1979, 10 MM ructuanna, pH 5,5, u 10% (Mac./00.)

Cocras
caxaposbl
O6bem pacoBku 0,4 mn
Komnreiinep/cpe
®naxoH I Thna n3 GOPOCHIMKATHOrO CTeksIa 00BEMOM 2 MII C TPOOKOIT U3
ACTBO
anacromepa 4432/50 ¢ nokpeitueM FluorTec®
YKYNOpPKH
H3meHneHue ypoBHs
Myt Hsmenenne BApUAHTOB C
Uccne | HOCT % YUCTOTHI 110 MU3MEHEHHBIM
JIOBaH b benka, naHHbIM SE- 3apsiioM IO
Hom
ue | (yBen BBIZIEIIE CBOXXV nanabiM CEX-
IlosepxH ep .
LBeTa | W4eH HHOTO CBOXX
OCTHO- napT pH
u ue MyTeM Har Ilen
AKTUBHOE 15078 Kuc | I'nas
BHewH | OIl O®- WBHA O4YHa
Bemectso | FDG Jast | Has
ero npu CBOX | BM, ST HM, s
bop | dop
Buna | 405 X % | dop | % dbop
Ma, | Ma,
HM) Ma, Ma,
% %
% %
bes
MIOBEPXHO
CTHO- L13- | Ilpoit
0,00 | 5.5 99 L5 | -1.4 | -0,1 | -06 [ -02 | 0.8
aktuBHOr | 677 | neHo
0
BEIEeCTBA
0,1%
(mac./06.) | L13- | IIpoii
0,00 | 5.5 100 02|03 ]-011|02]-01]-01
noyucopd | 678 | nmeHo
arta 20
0,1%
(mac./06.) | L13- | Ilpoii
0,00 | 5.5 103 0,0 | 00 [ 00 | 00 | 00 | -0.2
nosucopd | 679 | neHo
arta 80

. Vka3aHO Kak H3MEHEHHE YHCTOTbl OTHOCHUTEJBHO MCXOOHOrO BemecTBa. McxomHoe

BellecTBO (0e3 mHKyOammu) comepskano > 97,1% mnuka HATUBHOTO aHTUTENA MO HaHHBIM SE-
CBOXXX u > 65,4% rnaBaoro nuka no ganubiM CEX-CBOXXX nis Bcex 3 cocTaBoB
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Tabnumna 5. BiusiHue NMOBEPXHOCTHO-AKTHUBHBIX BEIIECTB HAa CTAOMJIBHOCTH 25 MI/mil

REGN1979 nocne unkybaunu rpu 45°C B Teuenue 28 nHei

25 mr/mn REGN1979, 10 MM ructuanna, pH 5,5, u 10% (mac./00.)
Cocras
caxapo3sbl
O0bem
0,4 mn
pacoBxkn
Konreiinep/cpe
®nakoH I Tna u3 OOPOCUIMKATHOTO CTEKJIa 00BEMOM 2 MJT ¢ IPOOKOH 13
ACTBO
anactomepa 4432/50 ¢ nokpbrruem FluorTec®
YKYHNOPKH
H3menenue
OTHOCHUTEJIbHO
Hsmenenue
r'O YPOBHsI
% OTHOCHUTEJILHOTO
MyTHO COeIMHEHUH C
benxka, ypoBHs (HOpM C
Copacteo | Ho CThb Pa3IUYHOMN
Hccneno BBIIEN U3MEHEHHBIM
purens/ Mep (yBenu MOJIEKYJISIPHON
BaHHE €HHOT 3apSIOM IO TAHHBIM
MOBEPXHO | map YEHHE Maccou no
BETA U pH ) CEX-CBOXX*
CTHO- THU OIl nanabiM SE-
BHEIITHET nyTeM
aktuHoe | FD npu CBOXXY
0 BUJA O0-
BELIECTBO G 405 Kuc | I'nas
CBD (B | Hatu | H Ileno
HM) nast | Has
KX |M| BHas | M b b YHasl
op op
., | dopm | , bopm
Ma, | Ma,
% | a,% | % a, %
% %
bes
nosepxHo | L13
Ipotine 0, 0,
CTHO- - 0,01 |5,6 95 -0.9 87 |-11,7| 3.1
HO 6 0
akTuBHOTO | 677
BEIIEeCTBA
0,1%
L13
(mac./06.) Ipoiine 1, 0,
- 0,01 |5.6 95 -2,5 7,7 |-16,1 | 84
noyiucopo HO 9 6
678
arta 20
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0,1%
L13
(mac./06.) Ipoiine 2, 0,
- 0,01 |[5,6 97 2,7 8,8 |-17,2| 82
nosiucopo HO 0 7
679
arta 80

* VKa3aHO Kak M3MEHEHHE YHCTOTbI OTHOCHUTENBHO MCXONHOrO Belectsa. Hcxomuoe
BemiecTBo (0e3 mHKyOamu) comepkano > 97,1% nuka HATUBHOTO aHTUTENa Mo AaHHbIM SE-
CBDOXX u > 65,4% rinasuoro nuka 1o gaHasiM CEX-CBOXKX s Bcex 3 cocTaBoB

IIpumep 2. XpaHeHHe COCTABOB H UX CTAOHJIBHOCTb B CTPECCOBBIX YCJIOBHAX

[0172] bwun mnpoBeneHbl MOMCKOBBIE HWCCIENOBAHUS CTAaOWJIBHOCTH JUIS OLEHKHU
CTaOMIIBHOCTHU NP XPAHEHHH, B YCIIOBUSX YCKOPEHHOTO PA3JIOKEHUS U B CTPECCOBBIX YCIOBHSIX
coctaBoB JiekapcTBeHHoro npenaparta (JIIT) REGN1979. JIII, ucnonb3oBaHHBIA B MOMCKOBBIX
UCCIIEIOBAHUAX CTAOMJIBHOCTH, H3rOTaBIWBaIM mnyTeM ¢acoBkun 1,2 M wimm 5,5 M
JIEKAPCTBEHHOHN CYOCTaHIIMH, COOTBETCTBEHHO, B CTEKJIsTHHbIe (piiakoHbI I Trma oObeMoM 2 Mt
wm 10 wmn, mocne dero mnoxaBanmu ciod asora. JIII wmHKyOMpOBamM TpPH HECKOJBKUX
BBICOKOTEMIIEPATYPHBIX YCJIOBUSX. DTH YCIOBHS YCKOPEHHOTO Pa3JIosKeHUsT ObLTH BbIOPAHBI JJIsI
UMUTAIUK  yCaoBuid, kKotopbiM JIII MokeT ObITh MOABEPTHYT BO BpEeMsl MPOHM3BOICTBA U
oOpamieHusi ¢ HAM, a Takke A BesicHeHHs nyted aerpamauuu JIIT REGN1979 mon cnoem
asora.

[0173] CraOunbHOocTh mpuM XpaHeHMH: B Hacrosmiee Bpemsl IOCTYIHBI JIaHHBIE

uccnenoBanuii crabunpHOCcTH 32 9 Mecsnes nis JIII Bo ¢aakonax oovemom 2 mu u 10 M. B
obeux ¢acoskax JIII, JIIT REGN1979 Obin pusnueckun 1 XUMUYECKH CTaOMIIEH MPU XPaHEHUH
npu 5 °C B Teuenue 9 mecsues (Tadnuua 6 u Tabnuua 7). 3HauuMble H3MEHEHUS KaKHX-JIH00 U3
OTCJIe)KMBAEMbIX TapamMeTpoB (PU3NYECKONW WM XUMHYECKOH CTaOMIBHOCTH OOHApY)KEHbI HE
ObuIH.

[0174] CTaOuabHOCTh B YCIOBHSIX YCKOPEHHOTO pasiyioskeHus: Pesynbrarel aHanmmza JIIT

REGN1979 B 2 mn ¢nakone u 10 mMa rakoHe mocjie MHKyOaluu B yCJIOBUSX YCKOPEHHOTO
pa3JIoKeHUsl MPEACTaBNIeHbl B Tabnuie 8 u Tabnuie 9, coorBeTcTBeHHO. Jl1st 00eux dacosok JIIT
He HaOJIF0Ja)Ii 3aMETHOTO Pa3JIOKEHUs TIPH MHKyOalnu Oejka B TEYeHHE OIHOTO Mecsa mpu 25
°C, uto yka3pBaeT Ha TO, 4yTo 0b6a JIII REGN1979 mMoryT moasepratbcsi KOPOTKUM HEPHOAM
BO3ACUCTBUSI KOMHATHON Temmnepatypsl. [locne nnkyOanmu B Tedenne 28 nueit npu 45 °C Obuto
oOHapyxkeHO 3ameTHOe oOpasoBanne BM, HM coeawHeHWii M BapHaHTOB C W3MEHEHHBIM
3apsanoM. Pe3ynbrarhl, MmonydeHHbIE IS 3TUX YCJIOBHMM YCKOPEHHOTO pas3jio;KEHHs, MOKa3aly,
uyto obpaszosanne BM, HM coennHeHwMi 1 BApHAHTOB ¢ U3MEHEHHBIM 3apsiioM ObUTO OCHOBHBIM
nyTeM pas3nioskeHus 1ist 2 ma ¢uakona u 10 mi ¢aaxona JIIT.

[0175] CraOuibHOCTH B CTPECCOBBIX  VCIOBHSX: Pe3yiabTaThl  HCCIEIOBaHUS

crabmnpHOCTH B cTpeccoBbIx yenoBusx st JIIT REGN1979 B 2 mn ¢nakone u 10 M ¢pnakone
npeacrasieHbl B Tabmune 10 m tabmuue 11, coorsercrBenHo. OOe ¢acosku JIII Obun
bu3nUeckn U XUMHYECKH CTAOWIIBbHBI TP NepeMeIIuBaHNN (TIepeMELINBaHNE Ha BOPTEKCE MPU

TeMIepaType OKpyKarouel cpenpl) B TeueHne 120 MMHYT WM NPH MOABEPTaHUM 8 LIUKIAM
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3aMOpaXMBaHUS/pasMOpakuBaHus (3amopakusaHue mnpu -30°C u  pasmMopaxuBaHue MpU

KOMHATHOW TeMIiepaType). 3HauuMble H3MEHEHUs] KaKUX-JIH00 U3 OTCIEKUBAEMBIX MApPaMETPOB

bu3nvecKkoil MM XUMUYECKOH CTaOMIIBHOCTH OOHAPYKEeHbI HE ObLIH.

Tabnuua 6. MccnenoBanue crabuibHOCTH JiekapcTBeHHOro npernapara REGN1979 npu

xpaneHuu npu 5 °C

Cocras

2 mr/mi REGN1979, 10 MM ructuauna, 10% (mac./06.) caxapo3sbl,

0,1% (mac./06.) monucopbata 80, pH 5,8 (nox cioem azora)

O6bem pacoBku

1,2 mn

®nakons! | THIA U3 OOPOCUITMKATHOTO CTEKIIAa 0OBEMOM 2 MII C

Konreiinep/cpeacrTso
npobkamu West V2-F451W 4432/50 GRY B2-TR nuamerpom 13
YKYNOPKH
MM ¢ nokpeitTueM FluroTec®
[ponomxkurebHOCTH XpaHeHusi npu S °C (Mecsaubl)
AHanu3 0 1 3 6 9 12 18 24 | 36
Hccnenosanue usera u | Ilpon | IIpon | Ilpoit | Ilpon | Ilpoit | Ilpon | Ilpoit | Ilpoii
BHEIITHETO BHUJIA IeHO | neHo | meHo | meHo | geHo | meHo | geHO | AeHO
MyTHOCTB (yBENIUYECHNE
0,00 | 0,00 | 0,00 | 0,00 [ 0,00 | 0,00 | 0,00 | 0,00
OII ipu 405 HM)
pH 5.8 5.8 5.8 5.9 5.8 5.8 5.8 5.9
Anam3 | 2-10 mxm 272 HT HT 818 HT | 2632 | HT | 3169
pasmepa | >10 Mkm 7 HT HT 13 HT 27 HT 21
JaCTHULL
METOJIOM
MFI >25 MKM 0 HT HT 0 HT 0 HT 4
(wactury
M)
% benka, BLIIEIEHHOTO
100 104 101 100 101 101 101 99
nyteM OP-CB2XX
Hesoccrana
BJIMBAOIIHE
Yucrora | ycioBus,
97,7 | HT HT | 964 | HT | 96,8 | HT [ 96,8
o %
JaHHBIM | TJIABHOTO
MKD nuKa
Boccranasn
99,7 | HT HT | 999 | HT | 999 | HT | 99.9
WBAIOIINE
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YCIIOBWS,
%
TSDKEIONUHI
€rKOou Lienu
Uucrtora | BM, % 0,6 0,6 0,6 0,6 0,6 0.5 0,6 0,6
o Hartusnas
994 | 994 [ 994 | 994 | 994 [ 99,5 | 99,2 | 99,4
JaHHBIM | dopma, %o
SE-
HM, % 0,0 0,0 0,0 0,0 0,0 0,0 0,3 0,0
CB2XX
Anamz | Kucnas
140 | 144 | 16,3 | 14,1 | 13,6 | 158 | 143 [ 16,1
BapuaHt | popma, %
OB ¢ | 'nmaBHas
39,1 | 37,8 | 350 | 352 | 34,6 | 344 | 363 | 352
usMeHeH | dgopma, %
HBIM
3apsaoM
o IMenounas
469 | 47,8 | 48,6 | 50,7 | 51,8 | 49,8 | 494 | 4838
JaHHBIM | dopma, %
CEX-
CB2XX
Anamz | Kucnas
20,3 | HT HT | 198 | HT | 21,1 | HT | 21,3
BapuaHT | popma, %
OB ¢ [ I'naBHas
70,8 | HT HT | 71,7 | HT | 69,6 | HT | 68,9
usMeHeH | gopma, %
HBIM
3apsAoM
IMenounas
o 8,9 HT HT 8,5 HT 9.3 HT 9.8
dopma, %
TaHHBIM
iCIEF
% OTHOCHUTEJIbHOM
AKTUBHOCTHU mo| 92 HT HT 118 HT 108 108 77
Onoananmszy
CEX - «xarmonseii obOmen, JIC - gekapcrBenHas cybOcranoms; BM -

BbicokomouekysipHbli;, 1CIEF - nuHamuueckoe xanmmusipHoe u3osjekrpodokycuposanue; HM

- HU3KOMOJeKyJsipHbiii, MKO

MUKPOUHUIIOBBIA KaMWUIIPHBIA  3JieKTpodopes;

MFI

Busyanuzanust mukporotrokoB, HT - ne TtpeOyercsa; OIl - onrtudeckas miotHocts, OB -
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OTHOCHUTENbHAS BIXHOCTh, OD - oOpamenHo-¢paszosas (xpomarorpadusi); SE - skCkI03nOHHAs
(xpomarorpadust); CBOXKX - cBepxBbicOk03(hhexTnBHAs XKUAKOCTHAS XpoMaTorpadus
Tabmuua 7. MccnenoBanue crabMibHOCTH JiekapcTBeHHoro npernapara REGN1979 npu

xpaneHuu npu 5 °C

c 2 mr/mn REGN1979, 10 MM ructuauna, 10% (mac./06.) caxapossl,
0CTaB
0,1% (mac./06.) monucopbata 80, pH 5,8 (mox cinoem azora)
Oo0bem (pacoBku 5,5 mn
®nakonsl | THIAa U3 OopocUIMKAaTHOTO cTekIa odbemMoM 10 mit ¢
Komnreiinep/cpencr
npobkamu West VIOW-F597W 4432/50 GRY B2-TR nuamerpom 20
BO YKYNOPKH
MM ¢ nokpbitTueM FluroTec®
[ponomkutenbHOCTH XpaHenus npu S °C (Mecsaubl)
AHanm3 0 1 3 6 9 12 18 24 | 36
HccnenoBanue IIpo | Ilpo
Ilponi | IIpow | IIpou | IIpoi | IIpoi | IIpoi
IBeTa M BHEIIHEIrO WneH | ioeH
JIeHo | meHo | meHo | meHo | meHo | meHo
BHJIA o} o
MyTHOCTB
(yBenmueHue OIl| 0,00 0,00 0,00 0,00 0,00 0,00 | 0,00 | 0,00
nipu 405 HM)
pH 5.8 5.8 5.8 5.9 5.9 5.8 5,8 5.9
Anamuz | 2-10
299 HT HT 403 HT 865 HT | 3810
pasmepa | MKm
gactul | >10 MM 9 HT HT 7 HT 23 HT 6
METOIO0M
MFI
>25 MKM 3 HT HT 3 HT 2 HT 2
(wactury
M)
% benka,
BbIJIeJIeHHOro nyteM | 100 105 101 100 101 101 101 [ 98
OP-CBOXX
Hegocct
YucroTa | aHaBIIMBA
o FOTIIHe
96,8 HT HT 97,2 HT 97,0 | HT | 96,9
JaHHBIM | YCJIOBUS,
MKD %
TJIaBHOTO
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KA
Boccran
aBJINBAIO
e
yCJIOBHS,
. 99,5 HT HT 99,7 HT 99,9 HT | 99,9
0
TSKEJION
+Jerkoit
e
Yucrora | BM, % 0,6 0,6 0,6 0,6 0,6 0,5 0,6 0,6
o HartusHa
naHHbIM | st popma, | 99,4 99.4 99,4 99,4 99,4 99,5 1 99,2 | 994
SE- %
CB2XX | HM, % 0,0 0,0 0,0 0,0 0,0 0,0 0,3 0,0
Anamuz | Kucnas
BapuanT | Gopma, 14,8 15,5 15,8 14,0 13,2 15,6 14,8 | 15,0
OB c| %
n3MeneH | I'nmaBHas
HBIM dopma, 38.5 37,7 34,6 35,2 35,5 34,8 | 352 | 359
3apsaoM | %
o [Mlenoun
NaHHBIM | as
46,8 46,8 49,6 50,8 51,3 49,6 | 49,9 | 49,1
CEX- dopma,
CBD2XX | 9%
Kucmnas
Amnamus
dbopma, 21,8 HT HT 20,5 HT 21,0 HT | 20,9
BApUAHT
%
OB C
I naBHas
W3MEHEH
dopma, 70,2 HT HT 70,4 HT 69,6 HT | 69,3
HBIM
%
3apsiioM
Ilenoun
1o
ast
IaHHBIM 8.0 HT HT 9,2 HT 9,5 HT 9,8
. opma,
iICIEF

%
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%  OTHOCHUTENBHOM
AKTUBHOCTH no| 56 HT HT 95 HT 123 HT 78
Ouoananmnzy

CEX - «xaruonseii oOmen, JIC - gnexapctBeHHas cyOcranuus; BM -

BeIcokoMoneKkyJisipHbli;, iICIEF - nuHamuueckoe kanmuisipHoe usoanektpodokycuposanune; HM

- HU3KOMOJEKYJsipHbIH, MKD - MuKpouMnoBbIi KamwuisipHbld siaektpodopes; MFI -

Bu3yanu3anusi MukpornorokoB, HT - He TpeOyercs; OIl - ontudeckass miotHocth, OB -

OTHOCHUTEJNIbHAs BIXKHOCTh, OD - oOpamenno-daszoas (xpomartorpadusi); SE - 3KCKIH0O3UOHHAS

(xpomarorpadust); CBOIKX - cBepxBbicOk03(hhekTrBHAS JKUAKOCTHAS XpomaTorpadus

Tabmuua 8. HMccnemoBaHue CTaOMIBHOCTH JiekapcTBeHHOro mpemapara REGN1979 -

BIIUSTHUE YCJIOBUN YCKOPEHHOIO Pa3JIOKEeHUs

Cocras

2 mr/mn REGN1979, 10 MM ructununa, 10% (mac./00.)

caxapossl, 0,1% (mac./06.) mommcopbara 80, pH 5,8 (mon

CJIOEM a30Ta)

O6bem pacoBku

1,2 mn

®nakons! | THIA U3 GOPOCHIIMKATHOTO CTEKJIa OOBEMOM 2 MII €

Konreiinep/cpeacrso
npobkamu West V2-FA51W 4432/50 GRY B2-TR guamerpom
YKYHNOPKH
13 MM ¢ mokpeitueM FluroTec®
Xpanenue npu 25 Xpanenue npu 45 °C
°C/60% OB (mecsiubi) (MecsiubI)
AHaau3 0 1 3 6 0,5 1 3
UccnenoBanue usera u | Ilpoii | Ilpotin | Ipoiin | Ipoiin | Ilpotin | Ilpotia | Ipoiig
BHEIIIHErO BUJA JE€HO €HO €HO €HO €HO €HO €HO
MyTtHocTb (yBenuuenue OI1
0,00 0,00 0,00 0,00 0,00 0,00 0,01
ipu 405 HM)
pH 5.8 5.8 5.8 5.9 5.8 5.8 5.8
AHamm3 2-10 MM 272 HT HT 643 HT HT 996
pasmepa | >10 Mkm 7 HT HT 15 HT HT 38
YaCTHII
METOZIOM
MFI >25 MKM 0 HT HT 0 HT HT 5
(wactuy/m
)
% benka, BBIIEIESHHOTO
100 104 101 100 99 105 100
nyteM OP-CBOXX
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Hesoccranasiu
BAIOIINE
YCJIOBUS, 97,7 HT HT 95,1 HT HT 93,4
Yucrora
%  IJaBHOTO
o
n1Ka
JAHHBIM
Boccranasnuba
MKD
IOLIHE YCIIOBUS,
99,7 HT HT 99,2 HT HT 97,3
% TspKeNnon+
JIETKOW LieTH
Uuctora | BM, % 0,6 0,6 0,6 0,6 0,6 0,9 2,6
o Harusnas
99,4 99.4 99,4 99.4 99.4 98.8 96.8
JaHHBIM | dopma, %
SE-
HM, % 0.0 0,0 0,0 0,0 0,0 0,2 0,6
CB2XX
AHnanmms Kucnast ¢popma,
14,0 15,2 18,8 23,2 27,4 37,6 CP
BapuaHto | %
B ¢ | I'maBnas
39,1 374 30,7 26,4 23,9 17,3 CP
u3MeHeHH | opma, %o
BIM
3apsAaoM
no IMenounas
46,9 47,4 50,5 50.4 48,7 45,2 CP
naHHBIM | opma, %
CEX-
CB2XX
AHanmus Kucnas ¢popma,
20,3 HT HT 27,1 HT HT CP
BapuaHto | %
B ¢ | I'maBnas
70,8 HT HT 59,0 HT HT CP
u3MeHeHH | dopma, %o
BIM
3apsaoM
IMenounas
o 8,9 HT HT 13,9 HT HT CP
dopma, %
TaHHBIM
iCIEF
CEX - «xarmonseii oOmen, JIC - gnekapctBeHHas cyOcranums; BM - -

BbicokomouekysipHbll;, 1CIEF - nuHamuueckoe xanwisipHoe usosiekrpodokycuposanue; HM
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- HU3KOMOJEKyJspHbIH, MKD - MHKpOUMNOBBIA KanmmuIpHBIA snektpodopes; MFI -
Busyanuzanust Mukpororokos, HT - He TtpeOyercs; OIl - onrtuueckas morHocts, OB -
OTHOCUTENbHAs BIAXHOCT, OD - oOpamenHo-¢paszosas (xpomatorpadusi); SE - skCkIr03n0OHHAs
(xpomarorpadust); CBOXKX - cBepxBbicok03(hhexkTuBHAs XKUAKOCTHAS XpomaTorpadus
Tabmuma 9. MccnenoBaHue cTaOMIBHOCTH JekapcTBeHHoro mpemapara REGN1979 -

BJIMSIHHE YCJIOBHI YCKOPEHHOTO Pa3JI0KEHHsI
2 mr/mn REGN1979, 10 MM rucrununa, 10% (mac./00.)

Cocras caxaposbl, 0,1% (mac./06.) momucopbara 80, pH 5,8 (mon

CJIOEM a30Ta)

O6bem pacoBku 5,5 mn

®nakons! | THIA U3 OopocHIMKaTHOTO cTeksia o0beMoM 10 M
Konreiinep/cpencrtso

¢ npobkamu West VIOW-F597W 4432/50 GRY B2-TR
YKYNOPKH

nramerpoM 20 MM ¢ mokpbitieM FluroTec®

Xpanenue npu 25 Xpanenue npu 45 °C
°C/60% OB (mecsubi) (mMecsub)
AHanus 0 1 3 6 0,5 1 3

HUccnenosanue usera u | Ilpow | Ilpotin | Ilpovin | Ilpotin | Ilpoiin | Ilpoiin | IIpoiin

BHCIIHCI'O BUAA JACHO CHO CHO CHO CHO CHO CHO

MyTtHocTs (yBenuuenue Ol
0,00 0,00 0,00 0,00 0,00 0,00 0,01
npu 405 HM)
pH 5.8 5.8 5.8 5.9 5.8 5.8 5.8
AHanus 2-10 Mmkm 299 HT HT 351 HT HT 881

pasmepa [ >10 MM 9 HT HT 11 HT HT 21

YaCTHUI]
METOJIOM
MFI >25 MKM 3 HT HT 5 HT HT 3
(wactuy/m
)

% benka, BbIIEIEHHOTO

nyteM OP-CB2XX

100 104 101 100 99 104 100

HeBoccranasnu
Yucrora

BaIoI e
o

yCJIOBUS, 96,8 HT HT 95,5 HT HT 93,6
IaHHBIM

% [JIABHOT'O

MKD

MMHUKa
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Boccranasnusa
IOLIHE YCIIOBUS,
99,5 HT HT 99.9 HT HT 97.5
% TspRenon+
JIETKOM LIeTH
Uuctora | BM, % 0,6 0,6 0,6 0,6 0,6 0.9 24
o Hartusnas
99.4 99.4 99.4 99.4 99.4 98.9 97.0
JaHHBIM | opma, %
SE-
HM, % 0,0 0,0 0,0 0,0 0,0 0,1 0,6
CB2XX
AHanmus Kucnast ¢opma,
14,8 14,9 18,9 223 27.4 35.0 CP
BapuaHto | %
B ¢ | I'maBnas
38.5 38,6 31,9 27,7 242 19.4 CP
u3MeHeHH | dopma, %o
BIM
3apsaoM
no IMenounas
46,8 46,5 49,2 50,0 48,5 45,6 CP
naHHBIM | opma, %
CEX-
CB2XX
AHanmus Kucnast ¢popma,
21,8 HT HT 27.9 HT HT CP
BapuaHTo | %
B ¢ | I'naBHas
70,2 HT HT 57.6 HT HT CP
U3MeHeHH | opma, %o
BIM
3apsAoM
IMenounas
o 8,0 HT HT 14,5 HT HT CP
dopma, %
IaHHBIM
iCIEF
CEX - «xarmonsneli ob0men, JIC - gekapctBenHas cybOcranums; BM - -

BbIcokomouekysipHbli; 1CIEF - nuHamuueckoe kamuusipHoe u3osiekrpodokycuposanne; HM

- HuU3KOMoOJekyJsipHbii, MKDO

MUKPOYMITOBBIA KamWJUIAPHBIA 3nekTpodope3;, MFI -

Busyanuzanust MukporiotrokoB, HT - ne TtpeOyercsa; OIl - onrtuueckas miotHocts, OB -

OTHOCHUTEJNbHAs BIXHOCTD, OD - oOpamenHo-paszosas (xpomatorpadusi); SE - skckIr03nOHHAs

(xpomarorpadust); CBOIKX - cBepxBbicOk03(hhexTuBHAs XKUAKOCTHAS XpoMaTorpadus

Tabmuua 10. MccnenoBanue crabmibHOCTH JiekapcTBeHHOro mpemnapara REGN1979 -

BJIUSTHUE CTPECCOBBIX YCJTOBI/Iﬁ
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Cocras

2 mr/mn REGN1979, 10 MM rucrununa, 10% (mac./00.)

caxapossl, 0,1% (mac./06.) momucopbara 80, pH 5,8 (mox

CJIOEM a30Ta)

O0bem pacoBku

1,2 mn

®naxons! | THna u3 OOPOCHIMKATHOTO CTEKIAa OOBEMOM 2 MII C

KonTeiinep/cpeacrso
npobkamu West V2-FA451W 4432/50 GRY B2-TR auamerpom
YKYNOPKH
13 MM ¢ nmokpeitueM FluroTec®
[lepememmBanue 3amopaxkuBaHue/pam
(MHHYTBI) opa:kuBaHue (HKJIbI)
AHaau3 0 60 120 4 8
HUccnenosanne 1nsera u | Ilpoiinen
IIpotineno | IIpoiineno | IIpotineno | Ilpoiineno
BHEIIIHETO BHIA 0
MyTtHocTh (yBenmuuenne OI1
0,00 0,00 0,00 0,00 0,00
npu 405 HM)
pH 5.8 5.8 5.8 5.8 5.8
Anamms 2-10 MxMm 272 HT 268 HT 10327
pasmepa [ >10 MKM 7 HT 29 HT 75
YACTHI]
METOIAOM
MFI >25 MKM 0 HT 21 HT 16
(vactuy/m
)
% benka, BBIIEIEHHOIO
100 100 100 106 99
nyteM OP-CBIXX
HeBoccranaBimm
BaOII[1E
yCJIOBUSI, 97,7 HT 96,8 HT 96,8
Ywucrora
%  TJIaBHOro
o
KA
JTAHHBIM
BoccranapiauBa
MKD5
IOIIUE YCIIOBUS,
99,7 HT 99.8 HT 99,9
% TspKenont+
JIETKOM IenH
Yucrora BM, % 0,6 0,7 0,7 0.8 0,7
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no Harusnas
99.4 99.3 99.4 99.2 99.3
naHHbIM | dopma, %o
SE-
HM, % 0.0 0,0 0,0 0,0 0.0
CB2XX
Amnanus Kucnas dopma,
14,0 13,4 13,6 13,5 13,6
BapuaHro | %
B ¢ [ I'naBHas
39,1 35,1 35.0 35.9 35,3
u3MeHeHH | popma, %
BIM
3apsaoM
o [Mlenounas
46,9 51,6 51,4 50,5 51,2
JaHHBIM | dopma, %
CEX-
CB2XX
AHnanmus Kucnast ¢opma,
20,3 HT 20,9 HT 20,6
BapuaHto | %
B ¢ [ ' maBnas
70,8 HT 69,6 HT 69.6
u3MeHeHH | dopma, %
BIM
3apsAaoM
IMlenounas
o 8.9 HT 10,0 HT 9,6
dopma, %
TaHHBIM
iCIEF
CEX - «xarwonsneii obOmen, JIC - gekapctBenHass cyOcranmms; BM -

BbicokoMoutekysipublit; ICIEF - nuHammueckoe KanmuisipHOe U303jekTpodokycuposanue; HM
- HUBKOMOJEKYJsipHbIH, MKD - MHKpOUMNOBBIA KanmmuBIpHBIA 3nektpodopes; MFI -
Busyanuzanus mMukpororoko, HT - ne Ttpebyercs; OIl - onrtuueckas miotHocts, OB -
OTHOCHUTEJNbHAS BIXHOCTh, OD - oOpamenHo-daszosas (xpomartorpadusi); SE - 3KCKIFO3HOHHAS
(xpomarorpadust); CBOXKX - cBepxBbICOK03(h(hEeKTUBHAS JKUAKOCTHAS XpoMaTorpadus
Tabmuua 11. MccnenoBanue craOMIbHOCTH JiekapcTBeHHOro mpemnapara REGN1979 -

BJIMAHUEC CTPECCOBBIX YCJ'IOBI/II\/'I

2 mr/mn REGN1979, 10 MM ructununa, 10% (mac./06.)
Cocras caxaposbl, 0,1% (mac./06.) mommcopbara 80, pH 5,8 (mon

CJIOEM a30Ta)

Ob6beMm dacoBku 5,5 M
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®nakons! | THIAa 13 GopocmkaTHOrO cTekiaa oobemMoM 10 mit

Konretinep/cpencrso
¢ npobkamu West VIOW-F597W 4432/50 GRY B2-TR
YKYTIOPKH
arnamerpoM 20 MM ¢ okpbitueM FluroTec®
lepememnBanue 3amopaxuBanue/pam
(MHHYTBI) opa:kuBaHue (LMKJIbI)
AHanu3 0 60 120 4 8
Hccnenosanne usera u | Ilpoiinen
IIpotineno | Ilpoiineno | IIpoiineno | Ilpoiineno
BHEIIHErO BHJIA 0
MyTtHocTb (yBenmuuenue OI1
0,00 0,00 0,00 0,00 0,00
pu 405 HM)
pH 5.8 5.8 5.8 5.8 5.8
AHamm3 2-10 MM 299 HT 3742 HT 5606
pasmepa >10 MM 9 HT 21 HT 18
YaCTHII
METOIOM
MFI >25 MKM 3 HT 0 HT 0
(wactuy/m
)
% benka, BBIIEIESHHOIO
100 100 100 100 100
nyteM OP-CBOXX
Hesoccranasnu
BaIOLI1E
yCJIOBUS, 96,8 HT 97,8 HT 97,2
Yucrora
%  TIaBHOTO
o
UKa
TaHHBIM
BoccranaBnusa
MKD
IOIIHE YCIIOBUS,
99.5 HT 99,4 HT 99,7
% TsKEeTION+
JIETKOW LIenH
Uucrora |BM, % 0,6 0,6 0,6 0,6 0,6
o Harusnas
99.4 99,4 99,4 99.4 99.4
JaHHBIM | dopma, %
SE-
HM, % 0,0 0,0 0.0 0.0 0.0
CBDXX
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AHnanmms Kucnast ¢opma,
14,8 12,6 13,3 12,6 12,8
BapuaHto | %
B ¢ [ ' naBnas
38.5 36,7 36,1 36.7 36,4
u3MeHeHH | dopma, %
BIM
3apsAaoM
o [Mlenounas
46,8 50,8 50,6 50,7 50,8
JaHHBIM | dopma, %
CEX-
CB2XX
AHanmus Kucnas ¢opma,
21,8 HT 21,0 HT 21,9
BapuaHto | %
B ¢ [ ' naBnas
70,2 HT 69,8 HT 68.8
U3MEHEHH | dopma, %
BIM
3apsaaoM
IMenounas
o 8,0 HT 9,2 HT 9.3
dopma, %
TaHHBIM
iCIEF
CEX - «xaruonneii oOwmen; JIC - nekapcrBeHHas cyOcranums; BM - -

BoIcokoMonekyJisipHbIi; iICIEF - nuHamuueckoe xanmuisipHoe usoanekTpodokycuposanune; HM
- HU3KOMOJIEKYJsipHbIH, MKD - MuKpouMnoBbIi KamwuispHbId siektpodopes; MFI -
Busyanusanus mukpornorokoB, HT - ne Ttpebyercs; OIl - onrtudeckas miotHocth, OB -
OTHOCHUTEJNIbHAs BIXKHOCTh, OD - oOpamenno-daszoas (xpomartorpadusi); SE - 3KCKIO3UOHHAs
(xpomarorpadust); CBOXKX - cBepxBbIcCOK03(h(hEeKTUBHAS JKUAKOCTHAS XpoMaTorpadus

[0176] Pesynpratel wuccnenoBanuii CTaOUIBHOCTH TPH XPAHEHUHW, B YCJIOBHUSX
YCKOPEHHOTO Pa3JIOKEHUsS] U B CTPECCOBBIX YCIOBUSX yKa3bIBarOT Ha TO, uTo REGN1979 Gyner
CTaOMJIbHBIM B TIPOLIECCE TPOM3BONACTBA (M3TOTOBJIEHHWE COCTaBa, (pacoBKa/ymakoBKa U
HAHECEHHE STUKETKH) U MOTYT BBIIEPKHBATH KPATKOBPEMEHHOE XpPaHEHHE INPH KOMHATHOM
Temneparype 6e3 OTpULATEeTHbHOTO BIUSHIS HA (PU3UUECKYIO WM XUMHYECKYIO CTa0MIIBHOCTb.

[0177] bBeimu mpoBeneHBI JOMOJHUTENbHBIE 3KCIIEPUMEHTBI ISl  HCCIIEIOBAHUS
CTaOMJIBHOCTU JJIsi COCTaBOB, comepskammx 2 mr/mu, 20 mr/mur, 100 mr/mn u 160 mr/mo
oucnermduunoro anturena (REGN1979) ¢ 10 MM ructununa, 10% (mac./06.) caxapossl, 0,1%
(mac./06.) momucopbara 80 u pH 5,8. Pesyabprarsl moka3ansl B Tabmunax 12-27 wmwke. HC=He
cooburaercs; H/I=cteneHp pa3noskeHHs: He MO3BOJIMIA IPOBECTU aHAU3.

Tabmuua 12. MccnenoBanue craOuibHOCTH JekapcrBeHHoro mpemnapara REGN1979 c

koHIeHTpanueit 2 mr/mi (5% O2 B cBOOOJHOM MPOCTpaHCTBE) Mpu XpaneHuu npu 5 °C
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Cocras

2 mr/ma REGN1979, 10 MM rucruauna, 10% (mac./00.)
caxapo3sl, 0,1% (mac./00.) noaucopbara 80, pH 5,8, 5%

02 B ¢cB0O0OAHOM NPOCTPAHCTBE

O0bem pacoBku

1,2 ma

Konreiinep/cpeacrso ®aakonbl I THIA U3 GOPOCHIMKATHOIO CTeKJIa 00beMOM
YKYNOPKH 2 ma ¢ nmpooxkamu West V2-F451W 4432/50 GRY B2-TR
auametrpom 13 mm ¢ nokpbiTuem FluroTec®
[pogonxkurenbHOCTH XpaHeHus: npu S °C (mecsiubl)
AHanaus 1|2
0 1 3 6 9 12
81416

Hccnenosanue BeTa U

BHCIIHEI'O BUAa

Ilpoii | Ilpoi | Ilpoit | Ilpoit | Ilpont | Ilpon

JCHO JCHO JACHO JACHO JACHO JACHO

MytHocTte (yBenmuuenue OI1

npu 405 HM)

0,00 | 0,00 | 0,00 | 0,00 | 0,01 | 0,00

pH

5.8 5.9 5.9 5.8 5.8 5.8

Anamms >10 MKM

pasmepa
4acTHULl

METOAOM
HIAC >25 MKM

(vactuLy/mi

)

Ananms 2-10 MM

146 HT HT 847 HT 1076

pasmepa >10 Mxm

YACTHIL]

MCTOAOM

MFI >25 MKM

(wactury/min

)

% benka, BbIIETIEHHOTO TyTEM

OD-CBOXX

100 102 100 103 108 106
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Hucrora no | Hesoccranasiu
JaHHBIM BAKO L1
MK?D yCJIOBHS, 97,2 | HT HT 97,0 HT 97,2
%  riaBHOrO
1Ka
Boccranasnusa
IOLI[HE YCIIOBUS,
. . 98,3 HT HT 97,9 HT 98,5
%0 TSIKEON+
JIETKOH 1LIeTHn
Uucrora no | BM, % 0,8 0,8 0,8 0,8 0,8 0,7
FIAHHBIM HarusHas
SE 99,1 [ 99,1 | 99.1 | 99,2 | 99,2 | 99,2
- dopma, %
CB2XX
HM, % 0,1 0,1 0,1 0,0 0,0 0,0
AHnanmms Kucnast ¢opwma,
13,8 | 13,2 | 134 12,7 13,2 | 14,5
BapUaHTOB | %
c
I'naBHas
M3MEHEHHI 373 | 36,7 | 364 | 363 364 | 36,9
dbopma, %
M 3apsiioM
IO IaHHBIM IHenounas
opMma, %
CEX. $op 490 | 502 | 502 | 509 | 504 | 486
CB2XX
AHanmus Kucnast ¢opwma,
242 | HT HT 25,2 HT 27,0
BapUaHTOB | %
c
I'maBHas
M3MEHEHHDI . 61,7 HT HT 59.8 HT 59,2
dopma, %
M 3apsiioM
10 JTaHHBIM IHenounas
bopma, % 14,1 HT HT 15,0 HT 13,8
iCIEF
% OTHOCHUTEJIbHOMN
131 HT HT 103 HT 98
AKTUBHOCTH IO OMOAaHATTN3Y

CEX - xaruonsbii obmeH; BM - Beicokomonekynspubiil, 1CIEF - nunamuueckoe

KanmuwusipHOe n303JekTpodokycupoanue; HM - HuskomonekysspHbiii; MKD - MEUKpOYHTIOBBIH
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KanmwusipHeId snektpodopes; MFI - Busyanmzauus mukpornorokos; HT - e tpebyercs; OII -
ontHueckas IUOTHOCTH, OB - orHocuTenbHas BnaxHocTh, O® - obOpameHHO-(a3zoBas
(xpomarorpadus); SE - SKCKIIFO3HOHHAs (xpomarorpadus), CBDXKX -
CBEPXBBICOKO3 (P EKTUBHAS KUIKOCTHASI XpoMaTorpadus

Tabnuua 13. Hecsenosanne cTa0MIbHOCTH JekapcTBeHHoro npenapata REGN1979
¢ koHuenrpauue 2 mr/ma (5% O2 B cBo0OAHOM NPOCTPAHCTBE) - BJHSIHHE YCJOBHIl
YCKOPEHHOI0 Pa3JIo’KeHHUs!
Cocras 2 mr/ma REGN1979, 10 MM rucruauna, 10% (mac./06.)

caxapo3ssl, 0,1% (mac./00.) mosmcop6ara 80, pH 5,8, 5%

02 B ¢cB0OOOAHOM NPOCTPAHCTBE

O6bem acoBku 1,2 ma
KonTelinep/cpeactso ®daaxonsbl | THNA U3 GOPOCHIMKATHOIO CTeKJIa 00beMOM
YKYNOPKH 2 ma ¢ npooxkamu West V2-F451W 4432/50 GRY B2-TR
auametrpom 13 mm ¢ nokpbiTuem FluroTec®
Xpanenue npu 25 Xpanenue npu 45 °C
°C/60% OB (mecsibI) (Mecsiubl)
AHanus 0 1 3 6 0,5 1 3

Hccnenosanue L(BETA u | Ilpon | IIpoui | Ilponn | IIpotin | Ilpon | Ilpon | IIpotin
BHEIIHEr0 BUJa J€HO | A€HO | IEeHOo €HO JIEHO | Z€HO | eHo
MytHocte  (yBenmuuenue OI1 0.00 0,00 0,00 0,00 0,00 0,00 0,01
npu 405 HM) ,
pH 5.8 5.9 5.9 5.8 5.9 5.9 5.9
AHanus >10 MKM 6 HT HT 6 HT HT 13
pasmepa
4aCTHUII
METOZOM >25 MKM 1 HT HT 0 HT HT 1
HIAC
(wacTuny/mn)
AHanus 2-10 MKM 146 HT HT 2354 HT HT 522
pasvcpa >10 MKM 4 HT | HT 23 HT | HT | 29
4aCTHUIL
METonoM >25 MKM 0 HT | HT 10 HT | HT 0
MFI
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(wacTuny/mn)
% benka, BBIIEIEHHOIO MyTEM
O®-CBIXX 100 101 100 103 99 101 99
Yucrora 1o | HeBoccranasiu
JaHHBIM BAIOIIINE
MEKD yCJIOBUS, 97,2 HT HT 95,6 HT HT 89,9
%  TIaBHOTO
n1Ka
BoccranaBnusa
IOLIIKE YCIIOBUS,
. 98,3 HT HT 98.5 HT HT 97,7
% TspKenon+
JIETKOW Lienu
Uucrora 1o | BM, % 0,8 0,8 0,8 0,8 1,2 1,8 9,0
FIAHHBIM HaruBHas
SE-CBIKX | popma, % 99,1 | 99,2 | 99,1 | 992 | 98,6 | 98.0 | 90.3
HM, % 0,1 0,1 0,1 0,0 0,2 0,2 0,7
AHanmms Kucnas ¢opma,
BAPUAHTOB C | % 13,8 12,8 14,2 22,4 27,7 38.8 CP
M3MEHEHHbIM [ -
3APAIOM - TO | pwma, % 373 | 365 | 360 | 272 | 264 | 149 | cCP
TaHHBIM
eJIOYHas
CEX- -
dbopma, %
CB2XX 49,0 | 50,7 | 49,7 50,4 459 | 46,2 CP
AHanmus Kucnas ¢opma,
24,2 HT HT 30,0 HT HT CP
BapUaHTOB C | %
M3MEHEHHBIM |1
sapriow 1o [\, 61,7 | HT | HT | 494 | HT | HT | CP
TaHHBIM
IMenounas
iCIEF 14,1 HT HT 20,6 HT HT CP
dbopma, %

CEX - xaruonsbii obmeH; BM - Beicokomonekynspubiil, 1CIEF - nunamuueckoe
KanmuusIpHOe n303JieKkTpodokycupoanue; HM - HuskomonekysspHbiii; MKD - MUKpOYHTIIOBBIH

KanwusipHeli snektpodopes; MFI - Busyanmuszauus mukpornorokos, HT - e tpebyercs; OII -
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ontHueckas IUOTHOCTH, OB - orHocuTenbHas BnaxHocTh, O® - obOpameHHO-(pa3zoBas
(xpomarorpadust); SE - skckmosnonHas (xpomarorpadus); CP - cremeHp pas3iokeHUs He
no3Bojmia mposectd aHanmu3; CBOXX - cBepxBbicokod(pdexTuBHAS  KUIKOCTHAS
xpomarorpadus

Tabnuua 14. Hecsienosanne cTa0MIbHOCTH JekapcTBeHHoro npenapata REGN1979

¢ xoHueHrpauueii 2 mr/ma (5% O2 B cB00OAHOM NPOCTPAHCTBE) - BJHSIHHE CTPECCOBBIX

YCJIOBHI
Cocras 2 mr/ma REGN1979, 10 MM ructuauna, 10% (mac./06.)
caxapo3bl, 0,1% (mac./06.) moaucopdara 80, pH 5,8
(mox cjioem a3ora)
Oo0bem pacoBku 1,2 ma
KonTelinep/cpeactso ®nakonpl I THDa M3 OOPOCHIHMKATHOIO CTeKJa
YKYNOPKH od0bemom 2 mu ¢ npodkamu West V2-F451W 4432/50
GRY B2-TR gunamerpom 13 MM ¢ mnOKpbITHEM
FluroTec®
lepememnBanue | 3amopa:kuBaHue/pas
(uachi) MOpaKHBAHHE
(UMKJIBI)
AHanaus 0 24 48 4 8
Hccnenosanue BeTa u | Ilpoiinen | Ilpoiineno | Ilpoiinen | Ilpoiineno | Ilpoiinen
BHEIIHETO BUA 0 0 0
MyTtHocts (yBenuuenue Ol mpu 0.00 0,00 0,00 0,00 0,00
405 Hm) ’
pH 5.8 5.8 5.8 5.8 5.9
pasmepa
JaCTHUI]
METOI0M >25 MKM 1 HT 1 HT HT
HIAC
(wacTuny/mn)
AHATI3 2-10 MKM 146 HT 165 HT 1625
pasmepa >10 MKM 4 HT 2 HT 25
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YaCTHI]
meronoM MFI | >25 mxm 0 HT 0 HT 4
(wacTuny/mn)
% benka, BBIIENEHHOIO IMyTEM
Od-CBIKX 100 100 100 101 101
Uucrora no | HeBoccranasiu
JaHHBIM BAarOIne
MEKD YCJIOBUS, 97,2 HT 97,3 HT 97,1
% TJIaBHOTO
n1Ka
BoccranaBnusa
FOIIHE YCIIOBHS,
. 98.3 HT 98.5 HT 98,5
% Tspxenon+
JIETKOM 11enHr
Uuctora mo [ BM, % 0,8 0,8 0.8 0,8 0.8
FIAHHBIM HartusHas
SE-CBOXX | popma, % 99,1 99,1 99,1 99,1 99,1
HM, % 0,1 0,1 0,1 0,1 0,1
Ananus Kucnas ¢dopma,
BapuaHTOB ¢ | % 13,8 13,5 13,9 13,4 13,0
U3MCHCHHBIM [ naBHAs (bopMa,
3aPAAOM - TO | g 37.3 37.4 37,7 35,5 36,5
JaHHBIM
eJIoYHast
CEX- =
dbopma, %
CBOXX 49,0 49,1 48,4 51,1 50,4
AHnanmms Kucnas dopwma,
24,2 HT 24,0 HT 240
BapUaHTOB ¢ | %
U3MECHCHHBIM [ naBHas (I)opMa,
sapazom 10 | 61,7 HT 61,2 HT 61,9
JaHHBIM
i [Menounas
iCIEF 14,1 HT 14,8 HT 14,1

bopma, %
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CEX - xaruonsblii obmeH; BM - Beicokomonekyinspubiil, 1CIEF - nunamuueckoe
KamuIpHOE n303JieKkTpodokycupoBanue; HM - HuskomonekyisspHbiii; MKD - MUKpOYHTIOBBIH
KanmwusipHeli snektpodopes; MFI - Busyanmuszauus mukpornorokos; HT - we tpebyercs; OII -
ontudeckass IUIOTHOCTh, OB - orHocurenbHas BiaxHOCTh, OP - oOpameHHO-(a3oBas
(xpomarorpadusi), SE - SKCKJTFO3MOHHAS (xpomarorpadusi), CBDXX -
CBEPXBbICOKOd(P(PEeKTUBHAS KUAKOCTHAS X pOMATOrpadust

Ta6nuua 15. Hccoienosanne ctaduiabHOCTH JekapeTBeHHoro npenapata REGN1979
¢ KoHuUeHTpanuei 20 mr/mu npu xpanenuu npu S °C - ¢pacoska no 4,5 M1 B CTeKJISTHHBIH

¢paakon oobemom 10 Mo

20 wmr/mn REGNI1979, 10 MM rucrumuna, 10% (mac./00.)

Cocras

caxapossl, 0,1% (mac./06.) momucopdara 80, pH 5,8
Oo0bem pacoBku 4,5 mn

Onakonsl | Thma u3 GopocunukaTHOro crekiaa odvemom 10 mi ¢
Komnreiinep/cpencrso

npobkamu West S10-F451 4432/50 GRY B2-40 muamerpom 20 MM
YKYNOpPKH

¢ nokpseitieM FluroTec®

IIpogonxurenbHoCTh XpaneHust npu S °C (Mecsiubi)
AHanus 0 1 3 6 9 12 18 | 24 | 36

Hccnenosanue usera u | Ilpon | Ilpon | Ilpoit | Ilpon | Ilpon | IIpoi

BHCIIHCT'O BUAA JACHO JACHO JACHO JACHO JACHO ACHO

MyTHOCTS (yBENUYEHNE

0,00 | 0,00 | 0,00 | 0,00 | 0,00 | 0,00
OII ipu 405 HM)

pH 5.8 5.8 5.8 5.9 5,8 5.8

Ananuz >10 MKM 3 HT HT 16 HT 3

pasmepa

YaCTHI]
METOIOM

>
HIAC >25 MKM 0 HT HT 1 HT 1

(wactury/m
)
Ananus 2-10 MKM 293 HT HT | 3253 | HT 754

pazmepa

>10 MKM 3 HT HT 10 HT 2
YaCTHUI
METOOAOM
MFI >25 MKM 0 HT HT 2 HT 0

(wactuy/m
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)
% benka, BeIIEIEHHOTO
100 102 99 96 96 105
nyteM OP-CB2XX
Hesoccran
aBJIMBAIOLIL
ue
yCJIOBUS, 96,5 HT HT 96,4 HT 96,9
%
Yucrora [JIAaBHOTO
1o [IHKa
NAHHBIM BoccraHaB
MKD JINBAOLIME
yCJIOBWUSI,
% 98,2 HT HT 98,1 HT 98,0
TSHOKEJIONHIT
€rKou
LIETTH
Hucrora BM, % 1,2 1,1 1,2 1,2 1,2 1,2
ro Harusnas
NAHHBIM dopna, % 98,1 98.5 98,4 98,3 98,5 98,1
SE-
0
CBYKX HM, % 0,7 0,4 04 0,6 0,3 0,7
Amnanus Kucnas
15,1 15,3 16,6 17,8 16,8 15,8
BapuaHTo | popma, %
B ¢ | I'maBHas
333 334 29,6 32,2 30,1 30,8
U3MeHeHH | dopma, %
BIM
3apsiioM
no IMenounas
51,6 51,3 53,8 499 53,2 53,3
JaHHBIM | dopma, %
CEX-
CBOXX
Amnanus Kucnas
23.8 HT HT 23.8 HT 26,2
BapuaHTo | ¢opma, %
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B ¢ | I'maBHas
61,6 HT HT 61,6 HT 59,1
u3MeHeHH | ¢opma, %
BbIM
3apsAIOoM
IMlenounas
o 14,7 HT HT 14,6 HT 14,7
dopma, %
IaHHBIM
iCIEF
% OTHOCUTEIbHON
AKTUBHOCTU o 133 HT HT 106 HT 120
Ouoanamn3y

CEX - xaruonsblii obmeH; BM - Beicokomonekyssipubiil, 1CIEF - nunamuueckoe
KamuWuIpHOe n303JieKkTpodokycupoBanue;, HM - HuskomonekyisapHbii; MKD - MUKpOYHTIOBBIH
KamwusipHeId snektpodopes; MFI - Bmsyanmzauus mukpornorokos; HT - e tpebyercs; OII -
ontudeckass IUIOTHOCTH, OB - oTHocurenbHas BiaxHOCTH, O® - oOpameHHO-(a3oBas
(xpomarorpadus); SE - SKCKITFO3HOHHAS (xpomarorpadus); CBDXKX -
CBEPXBBICOKO3(pPEKTUBHAS KUIKOCTHASI XpoMaTorpadust

Tabauua 16. Hccsienosanne cTaduIbHOCTH JeKkapcTBeHHoro npenapata REGN1979
¢ KOHUeHTpauueit 20 mr/mu - ¢acoBka no 4,5 mJ1 B cTekJIsAHHBINH (uiakoH o0bemom 10 mur -

BJIHSIHHE YCJIOBHI YCKOPEHHOI0 PA3JI0KEeHHS
20 mr/mn REGN1979, 10 MM ructununa, 10% (mac./006.)

Cocras

caxapo3sl, 0,1% (mac./00.) momucopdara 80, pH 5,8
Oo0bem acoBkn 4,5 mn

®naxons! [ Tna n3 6opocunukarHoro crekna oovemoM 10 M
KonTeiinep/cpeacrso

¢ npobkamu West S10-F451 4432/50 GRY B2-40 nuamerpom
YKYNOPKH

20 mm ¢ nokpeitueM FluroTec®

Xpanenue npu 25 Xpanenue npu 45 °C
°C/60% OB (mecsubi) (MecsiubI)
Ananus 0 1 3 6 0.5 1 3

HUccnenosanue usera wu | IIpoii | Ilpoiin | Ilpoiin | Ilpoiin | Ipoiia | IIpoiin | Ipoiia

BHCIIHEIO BUIa JCHO CHO CHO CHO C€HO €HO €HO

MyTtHocTs (yBenmuuenne OI1
0,00 0,00 0,01 0,00 0,00 0,00 0,03
nipu 405 HM)

pH 5.8 5.9 5.9 5.8 5.9 5.9 5.8

Ananms >10 Mxkm 3 HT HT 4 HT HT 28
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pa3mepa
YaCTHUL]
METOLOM
>25 MKM 0 HT HT 1 HT HT 1
HIAC
(qactury/m
)
AHanus 2-10 Mxm 293 HT HT 2900 HT HT 3645
pa3mepa
>10 MM 3 HT HT 10 HT HT 42
YaCTHULL
METOLOM
MEI >25 MKM 0 HT HT 0 HT HT 0
(wactuny/
M)
% benka, BBIAEIEHHOTO
100 103 100 95 101 102 99
nyteM OP-CBIXX
HeBoccTranasnu
BaIOII e
yCJIOBUS, 96,5 HT HT 96,2 HT HT 90,2
Yucrora
% TJIABHOT'O
o
nKa
IaHHBIM
BoccranaBinsa
MKD
IOIIHE YCIIOBUS,
98,2 HT HT 97.8 HT HT 91,5
%% TSKEJION+
JIETKOU Llenu
YHucrora BM, % 1,2 1,1 1,2 1,3 1,7 2.8 9.9
1o HartusHas
AHHBIM bopmia, % 98,1 98,5 98,5 98.0 97.9 96,4 88,3
SE-
0
CBYKX HM, % 0,7 0.4 0.3 0,8 0.4 0.8 1,7
Kucnas dopma,
AHams opwa ol 162 | 198 | 225 | 258 | 30 Ccp
BapHAHTO %
B ¢ | I'maBHas
33,3 32,1 26,3 27,7 20,7 13,5 CP
m3menenn | Popma, %
BIM [lenounas 51,6 51,7 53,9 49.8 53,5 47,5 CP
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3apsimoMm | dopma, %
o
JaHHBIM
CEX-
CB2XX

Ananus Kucnas dopma,
23,8 HT HT 29,3 HT HT CP
BapuaHto | %

B ¢ | I'naBHas
61,6 HT HT 50,6 HT HT CP
u3MeHeHH | dopma, %

bIM

3apsiioM
IMenounas

o 14,7 HT HT 20,1 HT HT CP
dopma, %

JaHHBIM

iCIEF

CEX - xaruonsbli obmeH; BM - Beicokomonekynspabiil, 1CIEF - nunamuueckoe
KamuIpHOE n303JieKkTpodokycupoBanue;, HM - HuskomonekyisspHbiii; MKD - MUKpOYHTIOBBIH
KanmwusipHeId snektpodopes; MFI - Busyanmzauus mukpornorokos; HT - e tpebyercs; OII -
ontudeckass IUIOTHOCTH, OB - orHocurenbHas BiaxHOCTh, O® - oOpamenHo-(pa3oBas
(xpomarorpadust); SE - skckmo3noHHas (xpomarorpadus), CP - cremeHp pas3iokeHUs He
no3Bojmia mposectd  aHanmu3; CBOXX - cBepxBbicOkOd(pexTuBHAS  KUIKOCTHAS
xpomarorpadus

Ta6auna 17. UccnenoBanue cTa0MIBHOCTH JeKapcTBeHHoro npenapata REGN1979
¢ KoHUeHTpauuei 20 mr/ma - gacoska no 4,5 M1 B cTekJIsiHHBIN (JiakoH 00bemom 10 mur -

BJIMSIHHE CTPECCOBBIX YCJIOBHI
20 mr/mn REGN1979, 10 MM ructuauna, 10% (mac./00.)

Cocras
caxapossl, 0,1% (mac./06.) nomucopdara 80, pH 5,8
Oo0bem (pacoBku 4,5 ma
®nakonsl | THIA 13 GOpOCHIIMKATHOTO cTekaIa o0beMoM 10 mit ¢
Konreiinep/cpencrso
npobkamu West S10-F451 4432/50 GRY B2-40 muamerpom 20
YKYNOpPKH
MM ¢ nokpeitueM FluroTec®
IlepememmnBanue 3amopaxuBanue/pam
(uacni) opaxxuBaHue (LHUKJIbI)
Ananus 0 24 48 4 8

HccnenoBanue 1uBera u . . 5 5 5
IIpoiineno | Ilpoiineno | Ilpoiineno | Ilporineno | Ilpolineno
BHECIIHETO BUA
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MyTHOCTE  (yBENUUYEHUE
0,00 0,00 0,00 0,00 0,00
OII ipu 405 HM)
pH 5,8 5,8 5,9 5.9 5.9
AHam3 >10 MKM 3 HT 33 HT HT
pa3mepa
YaCTHIL
METONIOM >25 MKM 0 HT 1 HT HT
HIAC
(wactuymi)
AHaju3 2-10 MKM 293 HT 3580 HT 5563
pa3mepa
>10 MKM 3 HT 46 HT 15
YaCTHII
METOIOM
MFI >25 MKM 0 HT 3 HT 3
(wacTuny/mn)
% benka, BbIIEIEHHOrO
100 99 100 98 99
nyteM OP-CBIXX
Hegoccrana
BJIMBAIOIIHE
yCIIOBUS,
96,5 HT 96,7 HT 96,8
%
[JIABHOTO
Yucrora no
Ka
JIAHHBIM
Boccranasn
MKD5
UBAIOIIHE
YCIIOBUS,
98,2 HT 98,2 HT 98,2
%
TSDKEJI0H 1
€rKoM Henu
Yucrora no | BM, % 1,2 1,1 1,1 1.2 1,2
JIAHHBIM Harusnas
98,1 98,3 98,4 98,3 98,4
SE- bopma, %
CBOXX | HM, % 0.7 0.6 0.5 0.4 0.4
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AHanu3 Kucnas

15,1 13,4 15,2 15,6 15,3
BapuaHToB | hopma, %
c I'naBHas

33,3 32,5 30,6 33,5 33,2
U3MEHEHHbI | opma, %
M 3apsiioM
1o na"HeM | Ilenounas

51,6 54,1 54,2 50,9 51,5
CEX- bopma, %
CBOXX
AHnanmu3 Kucnas

23,8 HT 23,7 HT 23,3
BapuaHToB | hopma, %
c I'maBHas

61,6 HT 61,6 HT 62,5
U3MEHeHHbI | opma, %
M 3apsiioM

IMenounas

O JJaHHBIM 14,7 HT 14,7 HT 14,2
) dopma, %
iCIEF

CEX - xaruonsbli obmeH; BM - Beicokomonekyinsipubiil, 1CIEF - nunamuueckoe
KamuIpHOe n303JieKkTpodokycupoanue; HM - HuskomonekyisspHbiii; MKD - MEUKpOYHTIOBBIH

KanmwusipHeIi snektpodopes; MFI - Busyanmuszauus mukpornorokos;, HT - e tpebyercs; OII -

onTHyeckas IUOTHOCTh, OB - oTHocuTenpHast BnaxHocTh, O® - obOpameHHO-(pa3oBas
(xpomarorpadust); SE - skckmo3noHHas (xpomarorpadus); CP - cremeHb pas3ioxeHUs He
no3Bojmwia mnposectd aHanmu3; CBOXX - cBepxBbicokOd(pdexTuBHAs  KUIKOCTHAsS
xpomatorpadus

Tabnmuua 18. MccnenoBanue cTabuiabHOCTH JiekapcTBeHHOro mpemapata REGN1979 ¢
KOHIeHTpanueit 160 mr/mn npu xpaneruu nipu 5 °C - dacoBka mo 8,5 M B CTEKJISIHHBIN (IaKOH

obvemoMm 10 mun

20 wmr/mn REGN1979, 10 MM ructuauna, 10% (mac./00.)
Cocras

caxapossl, 0,1% (mac./06.) momucopdara 80, pH 5,8

Oo0bem (pacoBku 8,5 M

®nakonsl | Tuna u3 6opocuIukaTHOrO cTekia ooremom 10 mi ¢

Komnreiinep/cpeacrso

npobkamu West S10-F451 4432/50 GRY B2-40 nuamerpom 20
YKYNOPKH

MM ¢ nokpeitueM FluroTec®

IIpogonxkutenbHOCTL XpaHeHust npu S °C (mMecsinbi)
AHanus 0 1 3 6 9 12 18 | 24 | 36

Hccnenosanue usera u | Ilpoir | Ilpout | Ilponn | Ilpon | Ilpon | Ilpon
BHEILIHEr0 BUJA JI€HO | AEHO | ;meHo | neHo | AeHO | neHo
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MyTHOoCTh (yBEIHUYEHHE

0,00 0,00 0,00 0,00 0,00 0,00
OII ipu 405 HM)
pH 5,8 5,8 5,8 5,9 5,8 5.8
AHanm3 >10 MKM 1 HT | HT 4 HT 4
pa3mepa
YaCTHIL
METOLOM
HIAC >25 MKM 0 HT HT 0 HT 0
(wactuy/m
)
AHaymi3 2-10 MKM 724 | HT | HT | 1059 | HT | 690
pa3mepa
>10 MKM 34 HT HT 0 HT 2
YACTHI]
METOAOM
MFI >25 MKM 5 HT HT 0 HT 2
(wactury/m
)
% benka, BbIIeIeHHOrO
100 102 99 95 96 102
nyteM OP-CBIXX
Hesoccran
ABJIMBAOII]
ue
yCJIOBUS, 97,0 HT HT 97,0 HT 97,2
%
Yucrora
TJIABHOI'O
o
KA
JTAHHBIM
Boccranas
MKD
JIUBAOIIUE
YCIIOBUS,
97.8 HT HT 97.0 HT 97.6
%
TSDKEJIoH 1
€rKOH e
Yucrora BM, % 1,2 1,1 1,2 1,2 1.2 1,2
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o HartuBHas
98.2 98.5 98.5 98,2 | 98,5 98.4
TaHHBIM dopma, %
SE-
HM, % 0,6 0.4 0,4 0,6 0,3 0,5
CBDXX
AHnanus Kucnas
15,4 15,0 14,5 14,8 16,2 15,4
BapuaHTOB | dopma, %o
c I'maBHas
344 34,1 33,9 343 29,2 324
uU3MeHeHH | dopma, %
BIM
3apsIoM
o [Mlenounas
50,2 50,9 51,7 50,9 54,6 52,2
TaHHBIM dopma, %
CEX-
CBOXX
AHnanu3 Kucnas
24.0 HT HT 29.3 HT 26,2
BapuaHTOB | hopma, %o
c I'naBHas
61,6 HT HT 51,0 HT 60,0
u3MeHeHH | dopma, %
BIM
3apsAIoM
IMlenounas
1o 14,4 HT HT 19,7 HT 13,9
bopma, %
TaHHBIM
iCIEF
% OTHOCHUTEJIbHOMN
AKTUBHOCTHU mo | 115 HT HT 103 HT 119
OuoanamM3y

CEX - xaruonsblii obmeH; BM - Beicokomonekyisipubiil, 1CIEF - nunamuueckoe
KamuWuIpHOe n303JieKkTpodokycupoanue; HM - HuskomonekysapHbiii; MKD - MUKpOYHTIOBBIH
KamwusIpHeId snektpodopes; MFI - Bmsyanmzauus mukpornorokos;, HT - e tpebyercs; OII -
onThYeckas IIoTHOCTh, OB -

OTHOCHUTENIbHAsl BIAXHOCTh, O® - obpamenHo-(da3oBas

(xpomarorpadus); SE - SKCKITFO3MOHHAS (xpomarorpadus); CBDXX -
CBEPXBBICOKO3(pPEKTUBHAS KUIKOCTHASI XpoMaTorpadust

Tabmuua 19. MccnenoBanne crabuipHOCTH JiekapcTBeHHOro npemapata REGN1979 ¢
koHeHTpanuedt 160 mr/mn - ¢acoBka mo 8,5 M B cTekJIsiHHBbIA (iakoH odbemom 10 mi -

BJIMSTHUE YCJIOBHI YCKOPEHHOTO Pa3JIOsKEHUS
CocraB 20 mr/mn REGN1979, 10 MM rucruguna, 10% (mac./00.)
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caxapossl, 0,1% (mac./06.) momucopdara 80, pH 5,8

O6bem pacoBku

8,5 mn

®nakons! [ Tnna u3 6opocunukaTHOrO crekiaa ooremMom 10 mi

Konreiinep/cpeacrso
¢ npookamu West S10-F451 4432/50 GRY B2-40 nuamerpom
YKYNOPKH
20 MM ¢ nokpeitieM FluroTec®
Xpanenue npu 25 Xpanenue npu 45 °C
°C/60% OB (mecsiubi) (mMecsnbI)
Ananus 0 1 3 6 0,5 1 3
HUccnenosanue usera u | IIpoii | Ilpotin | Ilpotin | Ilpotin | Ilpoiin | IIpotin | IIpoiin
BHEIHETO BUA IeHO €HO €HO €HO €HO €HO €HO
MyTtHocTs (yBenmuenue OI1
0,00 0,01 0,01 0,00 0,00 0,00 0,03
npu 405 HM)
pH 5.8 5.8 5.8 5.9 5.9 5.9 5.8
AHanu3 >10 MKM 1 HT HT 3 HT HT 23
pasmepa
JaCTHUI]
METONOM >25 MKM 0 HT HT 0 HT HT 1
HIAC
(wacTuymi)
AHajmi3 2-10 Mxkm 724 HT HT 1357 HT HT 1654
pasmepa
>10 MM 34 HT HT 4 HT HT 9
YaCTHI]
METOZIOM
MEFI >25 MKM 5 HT HT 0 HT HT 0
(wacTuny/mn)
% benka, BbIIEIEHHOrO
100 103 99 95 100 101 99
nyteM OP-CBIXX
Hesoccrana
BJIMBAIOLIIIE
Uucrora no
yCJIOBHUSI, 97,0 HT HT 96,0 HT HT 91,5
TaHHBIM
% rnaBHOrO
MKD
UKa
Boccranasn 97.8 HT HT 97,9 HT HT 93,9
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HBAIOIIUE
yCJIOBUS,

%
TsDKEION+1e

CKOU 1enu

BM, % 1,2 1,1 1,2 1,2 1,7 2,7 10,1
Yucrora 10

HarusHas

TaHHBIM 98,2 98,6 98.5 98,2 97.9 96,5 88,2
bopma, %
SE-CB2XX

HM, % 0.6 0.4 0.4 0.6 0.4 0.8 1.8

AHnanmu3 Kucnas
15,4 16,2 19,8 23,2 254 38,8 CP
BapuaHToOB ¢ | hopma, %

U3MEHEHHbIM | [ 1aBHas
344 33,3 28.0 26,8 22,0 13,9 CP
3apanoM 1o | gpopma, %o

JAaHHBIM
IMenounas

CEX- 50,2 50,5 52,2 50,0 52,6 47,2 CP
bopma, %

CBOXX

AnHamz Kucnas

24,0 HT HT 24,1 HT HT Cp
BapuaHToB ¢ | Ppopma, %

U3MeHeHHbIM | I maBHas
61,6 HT HT 61,4 HT HT CP
3apsipom 1o | dopma, %

JaHHBIM [Mlenounas

_ 14,4 HT HT 14,6 HT HT CP
iCIEF bopma, %

CEX - xaruonsblii oOmeH; BM - Beicokomonekyinsipubiil; iCIEF - nunamuueckoe
KamuuIpHOe n303JiekTpodokycupoBanue; HM - HuskomomnekysapHbii; MKD - MUKpOYUTIOBBIH
KanmwusipHeId snektpodopes; MFI - Busyanmzauus mukpornorokos; HT - e tpebyercs; OII -
ontudeckass IUIOTHOCTh, OB - oTHocurenbHas BiaxkHOCTH, O® - oOpameHHo-(a3oBas
(xpomarorpadusi), SE - skckimrosnonHas (xpomarorpadus); CP - cremeHb pas3ioKeHHs He
no3Bojmia mposectd  aHanmm3; CBOXX - cBepxBbicokod(dexTuBHAS  KMIKOCTHAS
xpomarorpadus

Tabmuua 20. MccnenoBanne cTaOMIBHOCTH JieKapcTBeHHOro mnpemnapata REGNI1979 ¢
koHUeHTpanueit 160 mr/mn - ¢acoBka mo 8,5 M B cTeksiHHBIA (iakoH obbemom 10 mi -

BJIUSAHUE CTPECCOBBIX YCJ'IOBI/II\/'I

c 20 mr/mn REGN1979, 10 MM rucruguna, 10% (mac./00.)
0CTaB
caxapossl, 0,1% (mac./06.) momucopdara 80, pH 5.8

O0bem pacoBku 8,5 mn
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®nakonsl [ Tnna u3 6opocuukaTHOTO cTekiaa ooremMoM 10 mi

Konreiinep/cpeacrso
¢ npodkamu West S10-F451 4432/50 GRY B2-40 nuamerpom
YKYNOPKH
20 mm ¢ nokpeitueM FluroTec®
llepememnBanue 3amopaxuBanue/pam
(uacni) opa:kuBaHue (LHKJIbI)
AHanu3 0 24 48 4 8
HccnenoBanue 1Bera H
IIpoiineno | Ilpoitneno | Ilpotineno | Ilpotineno | Ilpoitneno
BHEIIHErO BHJIA
MyTtHocTs (yBenmuenue OI1
0,00 0,00 0,00 0,00 0,00
pu 405 HM)
pH 5.8 5.8 5.9 5.9 5.9
AHayu3 >10 MKM 1 HT 13 HT HT
pa3mepa
YaCTHII
METONOM >25 MKM 0 HT 1 HT HT
HIAC
(wacTuny/mn)
AHaymi3 2-10 MKM 724 HT 1658 HT 2340
pa3mepa
>10 Mxm 34 HT 9 HT 5
YaCTHII
metonoM MEL ~55 e 5 HT 0 HT 0
(vactuy/mi)
% benka, BbIIEIEHHOrO
100 99 103 100 99
nyteM OP-CB2XX
Hesoccran
ABJTBAFOLII
ue
YCJIOBUS, 97,0 HT 97,0 HT 97,0
Yucrota 1o
%
TaHHBIM
TJIABHOTO
MKD
TUKa
Boccranas
JINBAIOLIIHE 97.8 HT 97,9 HT 98,1
yCIIOBUS,
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%
TSKETOUHIT

erKoH Lienu

BM, % 1,2 1,1 1,1 1,2 1,2
Yucrora 10

Harusnas
IaHHBIM 98,2 98.4 98.4 98.4 98,3

dopma, %
SE-CBOXX

HM, % 0,6 0,5 0,5 0,4 0,5
Anans Kucmnas

15,4 14,3 14,8 15,1 15,4

BapuaHTOB ¢ | dhopma, %

U3MeHeHHbIM | I'maBHas

344 33,8 34,0 34,5 33,9
3apagoM 1o | popma, %
JTAHHBIM
Ilenounas
CEX- 50,2 51,9 51,1 50,4 50,7
dbopma, %
CBOXX
AHamm3 Kucnas
24.0 HT 25,1 HT 243
BapuaHToB ¢ | popma, %o
U3MeHEeHHbIM | ['maBHas
61,6 HT 60,2 HT 61,8
3apsimom 1o | opma, %
IAHHBIM Ilenounas
) 14,4 HT 14,7 HT 14,0
iCIEF dopma, %

CEX - xaruonsbiii oOmeH; BM - Beicokomonekyinsipubiil, iCIEF - nunamuueckoe
KanmuusipHOe n303JekTpodokycupoBanue; HM - HuskomosekynsapHbid; MKD - MUKpOYHIOBBIH
KanwusipHed snektpodopes; MFI - Busyanmzauus mukpornorokos, HT - e tpebyercs; OII -
ontudeckass IUIOTHOCTh, OB - oTHocuTenbHash BiaxkHOCTH, O® - oOpameHHo-(a3oBas
(xpomarorpadus); SE - SKCKITFO3HOHHAS (xpomarorpadusi); CBDXX -
CBEPXBBICOKOA(pPEKTUBHAS XKUIKOCTHAS XpOMaTorpadust

Tadauua 21. Hecsienosanne ctadUIbHOCTH JekapcTBeHHoro npenapata REGN1979

¢ koHueHTpauueii 100 mr/mu npu xpasesuu npu S °C

C 100 mr/ma REGN1979, 10 MM rucruauna, 10% (mac./006.)
0CTaB

caxapo3sl, 0,1% (Mac./06.) moaucopoéara 80, pH 5,8
Oo0bem pacoBku 2,5 ma

®aaxonbl I THIA U3 0OPOCHIHKATHOIO CTEKJAa 00beMOM S MJI €
Konreiinep/cpeacrso

npoboxkamu West S10-F451 4432/50 GRY B2-40 guamerpom 20
YKYNOpPKH

MM ¢ nokpbiTHeM FluroTec®
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IIpoaoaxurenbHoCTL XpaHeHust npu S °C (Mecsibl)

AHanu3 0 1 3 6 9 12 18 | 24 | 36
Hccnenosanue nsera u | Ilpon | Ilpon | Ilpoi | Ilpon | Ilpon | IIpoi
BHEILHETO BUJA JI€HO | AEHO | ;meHo | JeHo | nmeHo | ;eHo
MyTHOCTS (yBENUYEHNE

0,00 [ 0,00 [ 0,00 | 0,00 [ 0,00 | 0,00
OII npu 405 um)
pH 5.9 5.8 5.9 5.8 5.9 5.8
pasmepa
JaCTHUI]
METOZIOM
1 HT HT 1 HT 1
HIAC >25 MKM
(wactuy/m
)
Ananmmus 2-10 mxm | 3213 HT HT 3524 HT 4539
PAIMEPA | 10 Mrm 4 HT | HT | 48 | HT 15
JaCTHUI]
METOZIOM
MET >25 MKM 0 HT HT 6 HT 0
(vacTury/m
)
% bBenka, BLIIEIEHHOTO
100 102 99 100 100 97
nyteM OP-CB2XX
Hesoccra
HaBJINBAIO
mve
Hucrora
yCJIOBHUSI, 96,3 HT HT 96,3 HT 96,4
o
%
TaHHBIM
TJIABHOTO
MKD
n1Ka
Boccrana
98.3 HT HT 98.4 HT 98.4
BJIMBAIOLI]
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ue
yCJIOBUS,
%
TSDKEJIOU+
JIETKOH
JA(SI005
Yucrora BM, % 1,3 1,3 14 1.4 1.4 1,5
- Harupias 98.3 98.2 98,2 98,1 98.0 98,0
JIAHHBIM dopma, % 5 ) ) , , ,
SE-
CBIKX HM, % 0.4 0.4 04 0.4 0,6 0,5
Anamus Kucmnas
11,5 11,2 11,5 10,7 11,7 12,0
BapuaHTOB | hopma, %o
c
I'1aBHas
M3MEHEHH 374 35,9 37.4 38,7 37,0 34,2
dopma, %
BIM
3apsIOoM
o Ilenouna
JAHHBbIM s (bOpMa, 51,1 52,9 51,1 50,7 51,2 53,8
CEX- %
CBOXX
Amnanus Kucmas
23.8 HT HT 23.8 HT 26,5
BapuaHTOB | hopma, %o
c
I'1aBHas
3MEHEHH 59,9 HT HT 59,9 HT 58.6
dopma, %
BIM
SapAAoM [Mlenouna
o s dopma, | 163 | HT | HT | 163 | HT | 150
JIAHHBIM
%
iCIEF
% OTHOCHUTEJIbHON
aKTUBHOCTH o 114 HT HT 127 HT 102

Ouoananmuzy
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CEX - xaruonsblii obmeH; BM - Beicokomonekyinspubiil, 1CIEF - nunamuueckoe
KamuIpHOE n303JieKkTpodokycupoBanue; HM - HuskomonekyisspHbiii; MKD - MUKpOYHTIOBBIH
KanmwusipHeli snektpodopes; MFI - Busyanmuszauus mukpornorokos; HT - we tpebyercs; OII -
ontudeckass IUIOTHOCTh, OB - orHocurenbHas BiaxHOCTh, OP - oOpameHHO-(a3oBas
(xpomarorpadusi), SE - SKCKJTFO3MOHHAS (xpomarorpadusi), CBDXX -
CBEPXBbICOKOd(P(PEeKTUBHAS KUAKOCTHAS X pOMATOrpadust

Ta6nuua 22. Uccoienosanne cTaduIbHOCTH JekapcTBeHHoro npenapara REGN1979
¢ KoHueHTpauueii 100 Mr/mJ - BJIUsIHUE YCJIOBHIT YCKOPEHHOT'0 PA3JI0KeHHUS
100 mr/ma REGN1979, 10 MM rucruauna, 10% (mac./00.)

Cocras
caxapo3sl, 0,1% (Mac./06.) moaucopodara 80, pH 5,8
O6bem acoBku 2,5 ma
®daaxonsb! I THIIA U3 GOPOCHIMKATHOIO cTeKJIa 00beMOM S mul
Konreiinep/cpencrso
¢ npooxkamu West S10-F451 4432/50 GRY B2-40 auamerpom
YKYNOpPKH
20 mm ¢ nokpbiTHeM FluroTec®
Xpanenue npu 25 Xpanenue npu 45 °C
°C/60% OB (mecsubi) (Mecsiubl)
AHaaus 0 1 3 6 0,5 1 3
Hccnenosanue usera u | Ilpoiine | Ilpona | Ilporin | Ilpotin | Ilpoiin | Ilpotin | Ilpoiin
BHEIIHETO BUJA HO €HO €HO €HO €HO €HO €HO
MyTtHOCTh  (yBENUYEHUE
0,00 0,00 0,01 0,01 0,01 0,03 0,12
OIT ipu 405 HM)
pH 5.9 5.8 5.9 5.9 5.9 5.9 5.9
AHanus >10 MKM 4 HT HT 18 HT HT 11
pa3mepa
YaCTHUI]
METOI0M >25 MKM 1 HT HT 0 HT HT 0
HIAC
(wacTuny/mn)
Anamms 2-10 MKM 3213 HT HT 3524 HT HT 3667
pasvcpa >10 MKM 4 HT HT 21 HT HT 92
JaCTHUI]
MeTonoM >25 MKM 0 HT HT 6 HT HT 2
MFI
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(wacTuny/mn)
% Dbenka, BBIIEIEHHOIO
100 102 100 100 100 103 95
nyteM OP-CBOXX
HeBoccran
aBJIMBAIOLLI
ue
yCJIOBWUSI, 96,3 HT HT 95,1 HT HT 86,0
%
[JIABHOT'O
Yucrora no
UKa
IAHHBIM
BoccranaB
MKD
JIUBAIOLIUE
YCJIOBUS,
% 98,3 HT HT 97.9 HT HT 91,5
TSDKEIont+
JIETKOU
LEH
Uncrora 1o BM, % 1,3 1,5 1,7 1,9 3,3 5,6 20,3
JAHHBIM HarusHas
98,3 98,1 97,9 97.4 96,0 93,4 78,2
SE- dopma, %
CBOXX I HM, % 0.4 0.4 0.4 0.8 0.7 1.0 1,5
Ananus Kucmnas
11,5 11,0 12,4 21,4 25.6 33,7 CP
BapuaHTOB ¢ | hopma, %
W3MEHEHHBI
I'1aBHas
M 3apanIom dopua, % 37.4 35,8 36,1 27.8 24.6 16,1 CP
10 JJAHHBIM
: IMenounas
CEX 511 | 532 | 515 | 509 | 498 | 502 | cP
CBIXkX | bopma, %
AHATI3 Kucnas
. 23,8 HT HT 29.3 HT HT CP
sapuanTos ¢ | POPMR, %
HU3MCHCHHBI | ['j1aBHAas
59,9 HT HT 48.3 HT HT CP
M 3apsAaoM (l)opMa’%
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110 TaHHBIM | T]enouHas

iCIEF bopma, %

16,3 HT HT 224 HT HT CP

CEX - xaruonsbii oomeH, BM - Beicokomonekynspubiil, 1CIEF - nunamuueckoe
KanmuuisipHoe n303JekTpodokycupoanue; HM - HuskomonekysapHbiii; MKD - MEUKpOYHTIOBBIT
KanmusipHeld anekTpodopes, MFI - Busyanusauns mukponorokos; HT - wHe Tpebyercs; OII -
ontuveckass IIOTHOCTh, OB - oTHocuTenbHash BiaakHOCT, O® - obpaueHHo-(ha3oBas
(xpomarorpadust); SE - skckmosnoHHast (xpomarorpadus); CP - cTemeHb pa3jiokeHUsB He
no3Bojimiia  mpoectd  aHanmus; CBOXX - cBepxBbicOkOd(pdexkTHBHAS  KMIKOCTHAs
xpomarorpadus

Tabauua 23. Uccsienosanne ctaduabHOCTH JekapcTBeHHoro npenapara REGN1979
¢ KoHueHTpauueii 100 Mr/mJ - BJIUsIHHE CTPECCOBBIX YCJIOBHIl
100 mr/man REGN1979, 10 MM rucruguna, 10% (mac./06.)

Cocras

caxapo3sl, 0,1% (Mac./00.) moaucopodara 80, pH 5,8
O6bem pacoBku 2,5 ma

®aakonbl I THna 3 G0POCHIHKATHOIO CTeKJa 00bemMoM S
Konreiinep/cpeacrso

ma ¢ npookamu West S10-F451 4432/50 GRY B2-40
YKYNOPKH

auametrpom 20 mm ¢ nokpeiTuem FluroTec®

[lepememnBanue 3amopaxuBaHue/pam
(4acni) opaxuBaHHe (LHKJIBI)
AHanu3 0 24 48 4 8

Hccnenosanne 1nBera wu . . 5 5 y
IIpotineno | Ilpoitneno | Ilpotineno | Ilpoiineno | Ilpolineno
BHCLIHEIro BUaa

MyTtHOCTh  (yBENUUYEHUE

0,00 0,00 0,00 0,01 0,00
OIT ipu 405 HM)
pH 5.9 5.8 5.8 5.8 5.9
pasmepa
JaCTHUI]
METOZIOM

1 HT 1 HT HT

HIAC >25 MKM
(wacTurymin
)
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Anamus 2-10 MKM 3213 HT 202 HT 6318
pasmepa >10 MKM 4 HT 10 HT 8
YaCTHUL]
METOLIOM
MFI >25 MKkM 0 HT 2 HT 0
(vactuy/mi
)
% benka, BbIIEIEHHOrO
100 101 102 102 101
nyrem OD-CB2XX
HeBoccrana
BJIUBAIOIIE
yCJIOBHSI, 96,3 HT 96,3 HT 96,3
% TIJIaBHOTO
Yucrora MHUKa
IO MaHHBIM | B coranapn
MKD MBAIOLIHE
yCIIOBUS,
98,3 HT 98.4 HT 98.4
%
TsDKeJIon+iie
CKOH LIETTH
Uncrora BM, % 1,3 1,3 1,4 1.4 1.4
O AaHHBIM | HaTtuBHas
98,3 98,3 98,3 08,1 98,1
SE- dopma, %
CBIXX | HMm, % 0.4 0.4 0,4 0,5 0,5
Amnamus Kucmnas
11,5 12,1 12,1 11,4 11,7
BapuaHToOB | opma, %
¢ I'naBHas
BMEHEHH bopmia, % 37.4 38.7 39,5 353 37,6
BIM
3apAiom [Mlenounas
110 TAHHBIM bopmia, % 51,1 49,2 48,5 53,3 50,7

CEX-
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CBDXX
AHanmu3 Kucnas
23,8 HT 23,4 HT 24,1
BapuaHToB | opma, %
c
I'maBHas
H3MEHEHH 59,9 HT 59.9 HT 59,8
dopma, %
bIM
SapaRoM IMenounas
MO TaHHBIM 16,3 HT 16,7 HT 16,1
dopma, %
iCIEF

CEX - xaruonsblii obmeH; BM - Beicokomonekyisipublil, 1CIEF - nunamuueckoe
KamuusIpHOe n303JiekTpodokycupoBanue; HM - HuskomonekysapHbid; MKD - MUKpOYHTIOBBIH
KamwuBsIpHeId snektpodopes; MFI - Bmsyanmzauus mukpornorokos;, HT - e tpebyercs; OII -
ontudeckass IUIOTHOCTH, OB - oTHocurenbHas BiaxHOCTH, O® - oOpameHnHo-(a3oBas
(xpomarorpadus); SE - SKCKITFO3MOHHAS (xpomarorpadus); CBD2XKX -
CBEPXBBICOKOA (P EKTUBHAS KUIKOCTHAS XpoMaTorpadust

Tabnuua 24. Ucciienosanne ctaduabHOCTH JekapcTBeHHoro npenapata REGN1979
¢ KoHUeHTpauueil 160 Mr/mJ npu xpadenuu npu S °C
160 mr/ma REGN1979, 10 MM rucruguna, 10% (mac./00.)

Cocras
caxapo3ssl, 0,1% (Mac./06.) noaucopodara 80, pH 5,8
O0bem pacoBku 1,2 ma
. ®aakonbl I THHA U3 OGOPOCHIHMKATHOrO CTeKjJIa 00beMoM 2 MJ ¢
KonTeiinep/cpeacr

npooxkamu West S2 F451 4432/50 B2 40 auamerpom 13 mMm ¢
BO YKYNOPKH
nokpseiTHeM FluroTec®

[pogonxkutensHocTh Xpanenust npu S °C (Mecsiubi)

AHanus 0 1 3 6 9 12 18 24 | 36

Hccnenosanue
Ilponi | IIpow | IIpow | IIpoi | IIpoi | IIpoi | IIpoit
L[BETA W BHELIHEro
JE€HO | OeHO | IeHO | JIeHO | ;aeHo IEHO | OEeHO
BUJA

MyTHOCTB
(yBenmueHnue OIT | 0,00 | 0,01 0,00 [ 0,01 0,01 0,07 0,00
npu 405 HM)

pH 5.7 5.9 5.8 59 |59 5.7 5.8
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% benka,
BbIfeneHHoro mytem | 100 99 96 98 94 94 95

OD-CBOXX

BM, % 1,1 1.3 1.3 1.4 1.5 1.1 1.6

Yucrora
Hartusn
1o
ast
JaHHBIM 98,8 98,4 98.6 98.4 98,3 98.4 98,1
(opma,
SE-
%
CBDXKX
HM, % 0,1 0.4 0,1 0,2 0,2 0,6 0,2
Anams Kncnas
BAPHAHTO dopma, 12,0 12,0 13,0 12,5 13,3 13,8 12,6
%
B c

HU3MEHEHH | [ maBHAas
bIM ¢dopma, 38,0 37,2 38,6 39,7 39,7 39,1 39,2

3apsaaoM | %

Ho [Mlenoun
FAHHBIM |
s
50,0 | 50,8 484 | 47,8 47,0 | 47,1 48,2
CEX- bopma,
CBOXX | ¢,
CEX - karuonHblii 0OMeH; BM - BbicokoMonekysipHbii; HM - HU3KOMOJIEKYJISIPHBIH;
OIl - onruueckas miaotHOocTh, O® - obpamenHo-dasoBas (xpomartorpadusi), SE -
sKkcKMo3uoHHast  (xpomartorpadus); CBDOXKX - cBepxBbICOKO3(D(EKTUBHAS KUAKOCTHAS
xpomarorpadus

Tabmuua 25. MccnenoBanue cTaOuibHOCTH JiekapcTBeHHOro mpemnapara REGN1979 c

KOHIIeHTparuei 160 Mr/mi1 mocyie XpaHeHUs - BIMSHUE YCIOBUI YCKOPEHHOTO Pa3JI0KEHUS
160 mr/mn REGN1979, 10 MM ructuauna, 10% (mac./00.)

Cocras

caxapossl, 0,1% (mac./06.) momucopdara 80, pH 5,8
O6bem pacoBku 1,2 M

®nakons! | THIIA U3 OOPOCHIIMKATHOTO CTEKJIa 0OBEMOM 2 MII €
Komnreiinep/cpeacrso

npobkamu West S2 F451 4432/50 B2 40 nguametpom 13 MM ¢
YKYNOPKH

nokpeitueM FluroTec®

Xpanenue npu 235 Xpanenue npu 45 °C
°C/60% OB (mecsubi) (mMecsbI)
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AHanus 0 1 3 6 0,5 1 3

HUccnenosanue usera u | Ilpow | Ilponin | Ilpoiin | Ilpotin | Ilpoiin | Ilpovin | IIpoiin

BHCIIHCTO B4 JACHO CHO CHO CHO CHO CHO CHO

MyTtHocTs (yBenuuenue Ol
0,00 0,01 0,01 0,01 0,01 0,03 0,14

npu 405 HM)
pH 5,8 5,9 5,9 5,9 5.8 5.9 5.9
% benka, BBIIEIEHHOIO

100 98 94 97 97 99 93
nyteM OP-CB2XX
Yucrtora | BM, % 1,1 1,6 1,9 2,2 3.5 5.8 20,5

no Hatusnas
98.8 98,1 97,6 97,4 96,0 93,4 78.0
JaHHBIM | dopma, %

SE-

HM, % 0,1 0,4 0,6 0,3 0,5 0,6 1,6
CBOXX
AHanmms Kucnast ¢popma,

12,0 11,8 14,8 16,6 22,5 34,5 49.6
BapuaHto | %

B ¢ [ I'nmaBnas
38,0 | 36,6 36,9 359 24,2 17,6 15.5
U3MEHEHH | (hopma, %o

BIM
3apsoM
o IMlenounas
50,0 | 515 48,3 47,5 53,3 479 35,0
JaHHBIM | popma, %o
CEX-

CB2XX

CEX - xaruonHblii o0OMeH; BM - BbicokoMonekysipHbli; HM - HU3KOMOJEKYJISIPHBIH;

OIl - onruueckas miaotHOocTh, O® - obpamenno-dasoBas (xpomartorpadusi), SE -
SKCKIIFO3UOHHAsE  (xpomatorpadusi);, CBOXX - cBepxBbrICOKO3(p(pEKTUBHAS KUAKOCTHAS
xpomarorpadus

Tabauua 26. Ucciienosanne ctaduabHOCTH JekapcTBeHHoro npenapata REGN1979
¢ KoHueHTpauueii 80 mr/ma npu xpanennu npu S °C
80 mr/ma REGN1979, 10 MM rucruguna, 10% (mac./00.)

Cocras
caxapo3sl, 0,1% (Mac./00.) moaucopodara 80, pH 5,8

O6bem pacoBku 2,5 ma

KonTteiinep/cpeact | ®@aakonnl I THIa U3 0OPOCHIMKATHOrO CTekJa o0beMoM S Mu ¢

BO YKYNIOPKH npooxkamu West S10 F451 4432/50 B2 40 guamerpom 13 Mm ¢
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nokpeitieM FluroTec®

IIpogonxkutenbHOCTHL XpaHeHust npu S °C (Mecsiubl)

AHaau3

0 1 3 6 9 12 18 24

36

HccnenoBanue
IBETA ¥ BHEIIHErO

BHUOA

IIpoii | IIpont | Ilpoii | Ilpoii | IIponn | Ilpoii | Ilpoii

JCHO JCHO JCHO JAC€HO | A€HO JACHO ACHO

MyTHOCTB
(yBenuueHue OIl

npu 405 HM)

0,00 [ 0,00 | 0,00 | 0,00 [ 0,00 | 0,00 | 0,00

pH

5.8 5.8 5.8 5.8 5.8 5.8 5.8

% benka,

BBIACJICHHOIO MyTEM

100 101 103 99 97 99 98

OD-CBDOXKX
BM, % 1,1 1,1 1,0 1,1 1,2 1,2 1,3
Yucrora
HatusH
o
ast
JAHHBIM 98.9 98,6 98.8 98.5 98.6 98.5 98.6
(opma,
SE-
%
CB32XX
HM, % 0,1 0,3 0,2 0,3 0,2 0,3 0,2
Anans Kncnas

M
BapHUaHTO (bopua,

B C %

12,1 11,6 13,1 13,5 13,5 13.5 13,2

U3MEHEHH | [ 1aBHAs
BIM (opma,

3apsaaoM | %

369 | 374 | 387 | 39.0 | 390 | 392 | 39.1

1o

[lenoun
JAaHHBIM
ast
CEX- bopa,
CBOXX | ¢
0

50.9 51,0 | 482 | 475 47,5 473 47,7

CEX - xaruonHblii oOmMeH; BM - BbicokomonekynsapHbiil,; HM - HU3KOMOJEKYJISIPHBIH;

OIl - onruueckas muotHocTh, O® - oOpamenHo-¢asoBas (xpomartorpadus),

SE



SKCKIIFO3UOHHAsL  (Xpomatorpadusi);

xpomarorpadus

CB2XX -

100

CBEPXBBICOKOI((EKTUBHASL  KUIAKOCTHAS

Tabauua 27. Hecsienosanue cTa0MIbHOCTH JekapcTBeHHoro npenapata REGN1979

¢ KOHLEHTpauHeH

Pa3JoKeHHst

80 mr/mMa mocjie XpaHeHusl -

BJINSIHME YCJIOBHH YCKOPEHHOIo

Cocras

80 mr/mn REGN1979, 10 MM rucrumuna, 10% (mac./00.)

caxaposbl, 0,1% (mac./06.) monucopdara 80, pH 5,8

O6bem pacoBku

2,5 mn

®nakonsl | THNa U3 OOPOCUITMKATHOTO CTEKJIa OOBEMOM S MII €

Konreiinep/cpeacrTso
npobkamu West S10 F451 4432/50 B2 40 guamerpom 13 MM ¢
YKYNOPKH
nokpbiTueM FluroTec®
Xpanenue npu 25 Xpanenne npu 45 °C
°C/60% OB (mecsiubi) (MecsibI)
Ananus 0 1 3 6 0,5 1 3
HUccnenosanue 1usera wu | IIpoit | Ipoia | Lpoia | Ilpoiia | Ilpotin | Ilpotia | Ilpotin
BHEIIHETO BHJA IeHO €HO €HO €HO €HO €HO €HO
MyTtHocTs (yBenuuenue Ol
0,00 0,00 0,01 0,01 0,01 0,02 0,08
nipu 405 HM)
pH 5.8 5.8 5.8 5.9 5.8 5.9 5.8
% benka, BBIOEJIEHHOTO
100 99 103 100 101 100 98
nyteMm OD-CB2XX
Uucrora | BM, % 1.0 1,2 1,4 L5 2,3 3,7 14,7
o Harusnas
98,9 98.4 98.3 98,1 97.3 95.5 83,5
AaHHBIM | hopma, %o
SE-
HM, % 0,1 0,4 0,4 0,4 0,4 0,6 1,6
CBOXX
AHanmus Kucnast ¢popma,
12,1 11,6 14,6 25,6 22,8 34,1 25,3
BapuaHto | %
B ¢ | 'maBHas
36,9 36,9 374 27,2 24,5 17,3 19,5
U3MeHeHH | hopma, %o
BIM
3apsaaoM
IMenounas
o 50,9 51,5 48,1 472 52,7 48,6 55,2
dopma, %
TaHHBIM
CEX-
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CB2XX

CEX - xaruonHblii oOmMeH; BM - BbicokomonekyssipHblil; HM - HU3KOMONEKYJISIPHBIH;
OIl -

SKCKJIFO3UOHHAsA  (XpomaTorpadus);

obOpawmenHo-(a3oBast (xpomarorpadusi); SE -
CBOXX -

ONTUYECKAsl IUIOTHOCTh, Od -
CBEPXBBICOKOI((EKTUBHAS  KUIAKOCTHAs
xpomatorpadus

[0178] Bbutu npoBeneHbl JOMONHUTEIbHBIE UCCIEAOBAHHS CTAOMIBHOCTH C Pa3IMYHbIMU
APYTUMH BCIIOMOTATEJbHBIMH BELIECTBAMHU IPH KOHLEHTPALUU OHCIEHU(PUYHOTO aHTUTENA
(REGN1979) 100 wmr/mn. Pasmuunbie coctraBbl (F1-F13) mokasanbl B TaOnuue 28 Hubke.
Pe3ynbTaThl 3THX SKCIEPUMEHTOB IO UCCIIEIOBAHHIO CTA0MIIBHOCTH NPUBEIEHBI B Tabmumax 29-
41. B xaxaoM U3 3TUX 3KCIEPUMEHTOB KOHTEWHEP/CPENCTBO YKYIOPKH MPENCTABISUIH COOOM
¢bnakoH I Tuma u3 GOPOCUITUKATHOTO CTekJa 00beMoM S Mt ¢ mpodkoit West V2-F451W 4432/50
GRY B2-TR nuamerpom 20 mm ¢ nokpsiTieM FluroTec®.

Taonuna 28. /lonojiHUTENbHBIE OLIEHEHHbIE COCTABBI

CocraB Ne Bydgep IHoBepxHOCTHO- Cradunusarop pH
AKTHBHOE BEL[ECTBO
F1 10 MM ructuguHa 0,1% PS20 150 MM ArgHCI 6,0
F2 10 MM ructuanaa 0,1% PS20 5% copburta 5.5
F3 10 MM cykumHaTa 0,1% PS20 150 MM NaCl 6,0
F4 10 MM arerara 0,1% PS80 150 MM ArgHCI 6,2
F5 10 MM auerara 0,1% nonokcamepa 88 5% copOura 5.7
F6 10 MM ructumuHa 0,1% PS80 150 MM NaCl 5.5
F7 10 MM ructunuHa 0,1% PS80 5% copbura 6,0
F8 10 MM cykumnara | 0,1% nonokcamepa 88 | 150 MM ArgHCI 5.5
F9 10 MM cykuuHata 0,1% PS20 5% copbura 6,5
F10 10 MM aueraTa 0,1% nonokcamepa 88 150 MM NaCl 6,2
F11 10 MM anerara 0,1% PS20 10% caxapo3bl 5,2
F12 10 MM ructupuna | 0,1% nmomokcamepa 88 10% caxapo3bl 6.5
F13 10 MM cykuuHata 0,1% PS80 10% caxapo3bl 6,0

Tabauua 29. Uccaenopanue crabuibHocTH coctaBa F1 npu xpanenun npu 45 °C

Cocras

100 mr/ma REGN1979, 10 MM rucruauna, 150 MM
apruanna HCl, 0,1% (mac./00.) noaucopdara 20, pH 6,0

O6bem pacoBku

2,5

IIpogonxkutenbHOCTHL XpaHeHust npu 45 °C (mecsiubi)

AHajaus

0 0,5

1
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Hccnenosanue LBETa 51
IIporineno IIporineno He nponneno
BHEILHETO BUA
MytHocte  (yBenmuuenue OII
0,00 0,04 0,10
npu 405 HM)
pH 6,1 69 ]- 692
Amnanus 2-10 MKM 101 HT 563
pasMepa >10 MKM 5 HT 15
YaCTHUI]
METOZIOM
MFL >25 MKM 0 HT 3
(wactury/min
)
% benka, BbIENIEHHOrO MyTeM
100 98 100
OD-CB2XKX
Uucrora BM, % 2,5 8,2 14,8
10 AaHHbIM HatuBHas
91,1
SE- bopma, % 97,2 84,2
CB2XX
HM, % 0,3 0,7 1,1
Amnanus Kucnas  dopma,
26,0
BapUaHTOB | % 12,1 35,8
¢ I'maBHast Qopwma,
H3MEHEHH | o 353 22.3 14.8
BIM
sapsziom IMenounas
10 JaHHBIM (bopwa, % 517
CEX-
CB2XX 52,6 49,4

Tabauua 30. UccaenoBanue crabuibHocTH coctaBa F2 npu xpanenun npu 45 °C

Cocras

100 mr/ma REGN1979, 10 MM ructuauna, S% copbura,

0,1% (mac./006.) monucop6ara 20, pH 5,5

O6bem pacoBku

2,5
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IIpogonxkutenbHOCTL XpaHeHust npu 45 °C (mecsiubi)

AHanus 0 0,5 1
Hccnenosanue L[BETA u
IIporineno IIporineno IIporineno
BHEIIHETO BUIA
MytHocte  (yBenuuenue OII
0,00 0,01 0,2
nipu 405 HM)
pH 5.7 5.7 5.8
Amnamus 2-10 MKM 140 HT 1685
pasvcpa >10 MKM 11 HT 40
YaCTHI]
METOIOM
MFI >25 MKM 7 HT 13
(wacTuny/mn)
% benka, BbIAENEHHOIO MyTEM
100 95 99
Od-CBOXKX
Yucrora 1o | BM, % 2.4 4,5 7.4
FAHHbIM HatuBHas
SE 94,9
- ¢bopma, % 97,3 91,7
CB2XX
HM, % 0,3 0,6 0,8
AHanmus Kucnass ¢opwma,
29,6
BapUaHTOB C | % 12,5 37,6
M3MEHeHHBI [ dbopma,
Mo SApHIOM | g 34,0 17 12,5
10 JIaHHBIM
IMenounas
CEX- 52.5
dopma, % ’
CBOXX 53,5 49,9

Tabauua 31. UccaenoBanue crabuibHocTH coctaBa F3 npu xpanenun npu 45 °C

Cocras

100 mr/ma REGN1979, 10 MM cykumnara, 150 mM
xjJopuaa Harpus, 0,1% (mac./00.) moaucopdara 20, pH

6,0

O0bem pacoBku

2,5




IIpogonxkutenbHOCTL XpaHeHust npu 45 °C (mecsiubi)

AHanu3 0 0.5 1
Hccnenosanue 1[BETA u
IIporineno He nporineno He nponneno
BHEIIHETO BUIA
MytHocte (yBenuuenue OII
0,00 0,06 0,15
nipu 405 HM)
pH 5.9 5.9 6.0
Ananmmus 2-10 MKM 2256 HT 1299
YaCTHI]
METOZIOM
MFI >25 MKM 17 HT 15
(wacTuny/mn)
% benka, BbIIEIEHHOTO MyTEM
100 96 98
OD-CBOXX
Yucrora mo | BM, % 2,7 8,2 13,8
FAHHbIM Hatusnas
SE 91,9
- bopma, % 97,1 85.3
CB2XX
HM, % 0,3 0,7 1,1
AHanmus Kucnast ¢opwma,
25,3
BAapPUAHTOB C | % 12,8 36,4
W3MEHeHHbI [ bopma,
M 3apRIoM T g 33,5 219 14,2
10 JIaHHBIM
IMenounas
dopma, % ’
CB2XX 53,7 49,4

Tabauua 32. UccaenoBanue crabuibHocTH coctaBa F4 npu xpanenun npu 45 °C

Cocras

100 mr/ma REGN1979,

10 MM amerara, 150 MM

apruanna HCl, 0,1% (mac./00.) nonucopdara 80, pH 6,2

O6bem pacoBku

2,5
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IIpogonxkutenbHOCTL XpaHeHust npu 45 °C (mecsiubi)

AHanus 0 0.5 1
HccnenoBanue 1[BETA u
IIporineno IIponineno He nponneno
BHEIIHETO BUIA
MytHocTe  (yBenuuenue OII
0,00 0,04 0,08
nipu 405 HM)
pH 6,1 6,1 6,3
Amnamus 2-10 MKM 48 HT 1600
pasvcpa >10 MKM 11 HT 42
YaCTHI]
METOIOM
MFI >25 MKM 0 HT 7
(wacTuny/mn)
% benka, BbIIEIEHHOTO MyTEM
100 98 101
Od-CBOXKX
Yucrora mo | BM, % 2,6 7.4 13,0
FAHHbIM Hatusnas
SE 91,9
- bopma, % 97,1 85.9
CB2XX
HM, % 0,3 0,7 1,1
AHanmus Kucnast ¢opwma,
25,5
BAapPUAHTOB C | % 12,2 36,0
W3MEHeHHbI [ bopma,
M SapEAOM | o 34,2 229 51,6
10 JIaHHBIM
IMenounas
CEX- 14,8
dopma, % ’
CBOXX 36,0 49,2

Tabauua 33. UccaenoBanue crabuibHocTu cocraBa FS npu xpanenuu npu 45 °C

Cocras

100 mr/ma REGN1979, 10 MM aunerarta, 5% copowura,

0,1% (mac./00.) mosioxkcamepa 188, pH 5,7

O6bem pacoBku

2,5
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IIpogonxkutenbHOCTL XpaHeHust npu 45 °C (mecsiubi)

AHanus 0 0.5 1
HccnenoBanue 1[BETA u
IIporineno IIponineno IIponneno
BHEIIHETO BUIA
MytHocTe  (yBenuuenue OII
0,00 0,01 0,01
nipu 405 HM)
pH 5.7 5.8 5,7
Amnamus 2-10 MKM 40 HT 1798
pasmepa >10 MM 3 HT 25
YaCTHI]
METOIOM
MFI >25 MKM 3 HT 3
(wacTuny/mn)
% benka, BbIIEIEHHOTO MyTEM
100 96 99
Od-CBOXKX
Yucrora mo | BM, % 2,5 4,3 6,6
FAHHbIM Hatusnas
SE 95,2
- bopma, % 97,2 92,7
CB2XX
HM, % 0,3 0.5 0,8
AHanmus Kucnast ¢opwma,
26,4
BAapPUAHTOB C | % 12,6 37,8
W3MEHeHHbI [ bopma,
M SapEAOM | o 32,6 224 12,1
10 JIaHHBIM
IMenounas
CEX- 513
dopma, % ’
CBOXX 54,8 50,1

Tabauua 34. UccaenoBanue crabuibHocTH coctaBa F6 npu xpanenun npu 45 °C

Cocras

100 mr/ma REGN1979, 10 MM rucrtuguna, 150 mM

xjJopuaa Harpus, 0,1% (mac./00.) moaucop6ara 80, pH

5,5

O0bem pacoBku

2,5
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IIpoaonxuTenbHOCTL XpaHeHust npu 45 °C (mecsiubi)

AHanu3 0 0.5 1
Hccnenosanue L[BETA u
IIporineno He npoineno He npoiineno
BHEIIHETO BUJA
MytHocte (yBenuuenue OII
0,00 0,08 0,21
nipu 405 HM)
pH 5.7 5.8 5.8
Ananms 2-10 MKM 459 HT HI[
pasmepa >10 MM 13 HT HJ
YaCTHII
METOIOM
MFI >25 MKM 0 HT HI
(wacTuny/mn)
% benka, BbIIEIEHHOIO MyTeEM
100 96 99
OD-CBOXX
Yucrora no | BM, % 2,5 4,3 16,7
FAHHbIM HatuBHas
SE 95.0
- bopma, % 97,1 82,4
CBD2XX
HM, % 0,3 0.6 0.9
AHanmus Kucnast ¢dopma,
27,8
BAapPUAHTOB C | % 12,7 37,3
W3MEHeHHbI | bopma,
M SapIAOM | o 32,7 20 12,6
O JaHHBIM
IMenounas
dopma, % ’
CBOXX 54,6 50,1

Tabauua 35. UccaenoBanue crabuibHocTH coctaBa F7 npu xpanenun npu 45 °C

Cocras

100 mr/ma REGN1979, 10 MM rucruauna, S% copobura,

0,1% (mac./06.) monucop6ara 80, pH 6,0

O6bem pacoBku

2,5
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IIpoaonxuTenbHOCTL XpaHeHust npu 45 °C (mecsiubi)

AHanu3 0 0.5 1
Hccnenosanue L[BETa u
IIporineno IIponineno IIporineno
BHEILHETO BUJA
MytHocte (yBenuuenue OII
0,00 0,01 0,02
nipu 405 HM)
pH 6,1 6,2 6,2
Amnamus 2-10 MKM 71 HT 3745
pasmepa >10 MxMm 3 HT 15
JaCTHUI]
METOZIOM
MEFL >25 MKM 3 HT 0
(wactuy/m
)
% benka, BbIIENIEHHOIO MyTeEM
100 96 101
OD-CB2XKX
Yucrora BM, % 2,5 3,9 6,1
MO JAHHBIM [0
SE 95.6
- dopma, % 97.1 93,1
CB2XX
HM, % 0,3 0,5 0.8
AHanmus Kucnass dopwma,
25.9
BapUaHTOB | % 13,3 36,0
¢ I'maBHast Qopwma,
M3MEHeHH | o 3.6 22.9 14.1
BIM
sapsziom IMenounas
0
10 JaHHBIM (bopwa, %o 510
CEX-
CB2XX 54,1 49,9

Tabauua 36. UcciaenoBanue crabuibHocTH coctapa F8 npu xpanenun npu 45 °C

Cocras

100 mr/ma REGN1979, 10 MM cykuunara, 150 mM
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apruanna HCl, 0,1% (mac./06.) nonoxcamepa 188, pH

5,5

O0bem pacoBku

2,5

IponomxkutebHOCTL XpaHeHusi npu 45 °C (mecsiubi)

AHaau3 0 0,5 1
HccnenoBanne 1IBeTa u
IIpotineno He npoiineno He npoiineno
BHEIITHETO BH/IA
MytHocth (yBenmuenune OI1
0,00 0,09 0,24
npu 405 HM)
pH 5.5 5.5 55
Anamus 2-10 MKM 171 HT 1468
pasMepa >10 MKM 3 HT 15
YaCTHII
METOIOM
MEL >25 MKM 0 HT 7
(wactury/m
)
% benka, BBIIEJIEHHOTO MyTEM
100 93 95
O0P-CBOXX
Yucrora BM, % 2.4 3,9 28,1
MO IAHHBIM [
SE 95.3
- dopma, % 97,3 71,0
CBOXX
HM, % 0,3 0,6 0.9
Ananmus Kucnass  dopwma,
30,1
BapuaHTOB | % 12,7 39,7
¢ I'maBHast Qopma,
M3MEHEHH | o 325 17,3 10.5
BIM
sapsziom IMenounas
V)
10 JaHHBIM (bopma, % 52,6
CEX- 54,8 49,9
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Tabauua 37. UccaenoBanue crabuibHocTH coctaBa F9 npu xpanenun npu 45 °C

Cocras

100 mr/ma REGN1979, 10 MM cykuunara, S% copoura,
0,1% (mac./06.) moaucopbara 20, pH 6,5

Oo0bem pacoBku

2,5

[poxonxkurensHocTH XpaneHust npu 45 °C (mecsiubi)

AHanu3 0 0,5 1
Hccnenosanue LBE€Ta u
IIporineno IIporineno IIpotineno
BHELIIHETO BUA
MytHocte  (yBenmuuenune OIIT
0,00 0,02 0.04
npu 405 HM)
pH 6,3 6,3 674
Ananmus 2-10 MKM 272 HT 309
PasMePa 1510 mxm 34 HT 19
YACTHLL
METOZIOM
MFI >25 MKM 13 HT 15
(wacTuymi)
% benka, BBIIEIEHHOrO IMyTeM
100 99 105
OD-CBOXKX
Yucrora o | BM, % 3,0 5,1 7.8
FIAHHBIM Harusnas
SE 94 .4
- dbopma, % 96,8 914
CBOXX
HM, % 0,3 0,6 0.8
AHanmus Kucnass ¢dopwma,
27.9
BApUAHTOB % 13,4 36,7
¢ I'maBHast ¢opma,
H3MEHEHHbI | o 326 18,9 143
M 3apsiioM
IO TaHHBIM IHenounas 539
0 °
CEX- bopva, % 54.0 49.0
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Tabauua 38. UcciaenoBanue crabuibHocTu coctasa F10 npu xpanenuu npu 45 °C
Cocras 100 mr/ma REGN1979, 10 MM anerara, 150 MM xjiopuaa
Hatpus, 0,1% (mac./00.) nonoxkcamepa 188, pH 6,2
Oo0bem pacoBku 2,5
[pogosxurensHocTH XpaHeHust npu 45 °C (mecsubi)
AHanu3 0 0,5 1
Hccnenosanue 1[BE€TA u
IIporineno IIporineno He npoiineno
BHEIHETO BUIA
MytHocte (yBenmmuenune OI1
0.00 0.05 0,10
npu 405 HM)
pH 6.2 6,2 6.3
Ananmms 2-10 MKM 132 HT 1691
paswmepa >10 MKM 11 HT 32
JaCTHUI]
METOZIOM
MFI >25 MKM 3 HT 3
(wacTuymi)
% benka, BbIIENEHHOTO MyTEM
100 97 101
O®d-CBOXKX
Yucrora no | BM, % 3,0 6,9 11,0
FIAHHbIM Harusnas
SE 92,4
- dbopma, % 96,7 88,2
CB2XX
HM, % 0,3 0,7 0,9
AHanmus Kucnast ¢dopma,
26,4
BApPUAHTOB C | % 13,6 35,8
M3MEHEHHbl [ (bopMa,
M SapIIOM g 31,8 210 14,4
IO IaHHBIM
Ilenounas
CEX- 52,5
dopma, % 54,6 49.9
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Tabauua 39. Uccnenopanue crabuibHocTH coctapa F11 npu xpanenuu npu 45 °C

Cocras

100 mr/ma REGN1979, 10 MM auerarta, 10% caxapo3bi,
0,1% (mac./06.) noaucop6bara 20, pH 5,2

Oo0bem pacoBku

2,5

[poxomxkurensHocTh XpaneHust npu 45 °C (mecsubi)

AHanu3 0 0,5 1
Hccnenosanue LIBETa u
IIporineno IIporineno IIporineno
BHEIIHETO BHUIA
MytHocte  (yBenmmuenune OIl
0,00 0,01 0,09
npu 405 HM)
pH 52 52 5.3
Ananmms 2-10 MKM 184 HT 1091
pasmepa >10 MM 17 HT 5
YaCTHI]
METOAOM
MFI >25 MKM 7 HT 0
(wacTuymi)
% benka, BbIIENEHHOTO MyTeM
100 96 97
OD-CBIXKX
Yucrora no | BM, % 2.4 5,2 9,0
FIAHHBIM HaruBHas
SE 94,2
- dbopma, % 97.4 90,1
CBOXX
HM, % 0,3 0.6 0.9
AHanmus Kucnas ¢opwma,
32,6
BapUaHTOB C | % 13,4 41,9
M3MEHeHHbI [ bopma,
Mo SapAIOM ] g 33,0 102 10,1
0 TaHHBIM
Ienounas
CEX- 50,9
bopma, % 53,6 48,1
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Tabauua 40. Uccaenopanue crabuibHocTH coctapa F12 npu xpanenuu npu 45 °C
Cocras 100 mr/ma REGN1979, 10 MM ructuauna, 10%
caxapo3ssl, 0,1% (Mac./00.) nosioxkcamepa 188, pH 6,5
Oo0bem pacoBku 2,5
[pogosxurensHocTH XpaHeHust npu 45 °C (mecsub)
AHaau3 0 0,5 1
HUccnenoBanue  uBera U
IIporineno IIporineno IIpotineno
BHEIIHErO BHJA
MytHocte (yBenmmuenne OI1
0,00 0,01 0,03
npu 405 HM)
pH 6.5 6.6 6.6
Anams 2-10 MKM 249 HT 1639
paswmepa >10 MKM 55 HT 50
YaCTHI
METOAOM
MFI >25 MKM 11 HT 11
(wacTuymi)
%  benka,  BBIOEJIEHHOI'O
100 99 104
nyreM OP-CB2XX
Yucrora no | BM, % 2,7 3,8 5,7
FIAHHBIM Harushas
SE 95.6
- dbopma, % 97.0 93,5
CBDOXX
HM, % 0,3 0.6 0,9
AHnanu3 Kucnas
274
BapuaHToB | popma, % 13,1 38,0
¢ I'naBHas 3
U3MEHEHHBI dbopma, % 33.6 , 144
M 3apsIoM
1O JaHHBIM IHenouras 503
bopma, % ’
CEX- 53.3 47,6
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Tabauua 41. UccaenoBanue crabuibHocTH coctapa F13 npu xpanenuu npu 45 °C
Cocras 100 mr/ma REGN1979, 10 MM cykuunarta, 10%
caxapo3ssl, 0,1% (Mac./00.) noaucop6ara 80, pH 6,0
Oo0bem pacoBku 2,5
[pogosxurensHocTH XpaHeHust npu 45 °C (mecsubi)
AHanu3 0 0,5 1
Hccnenosanue 1[BE€TA u
IIporineno IIporineno IIpotineno
BHEIHETO BUA
MytHocte (yBenmmuenune OI1
0.00 0,01 0,01
npu 405 HM)
pH 5.9 5.9 6.0
Anams 2-10 MKM 73 HT 1108
JaCTHUI]
METOZIOM
MEFI >25 MKM 3 HT 9
(wacTuymi)
% benka, BbIIENEHHOTO MyTeM
100 96 101
O®d-CBOXKX
Yucrora no | BM, % 2,6 4,2 6,4
FIAHHbIM Harusnas
SE 95,2
- dbopma, % 97,1 92,8
CB2XX
HM, % 0,3 0,6 0.8
AHanmus Kucnast ¢dopma,
25.9
BApPUAHTOB C | % 12,8 37.8
M3MEHEHHbI [ - bopma,
M SaPAAOM | g 32.8 229 13,9
IO IaHHBIM
Ienounas
CEX- 51,2
dopma, % 54,4 48,3
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IIpumep 3. BsaskocThb cocTaBOB

[0179] U3mepenust Ba3skocTH BbINOAHsIM npu 20°C ¢ UCNOIB30BAHUEM KANMJIISIPHOTO
Buckosumerpa Rheosense m-VROC (Rheosense, Can-Pamon, Kamudopuus). OOpasubl c
paznuuHbiME KoHIEeHTparmsaMu REGN1979 B nuanazone ot 79,9 no 184,9 mr/mn rotosuiu B
peuentypHoM Oydepe, conepxkamem 10 MM ructuauna u 5% caxapossl (pH 5,8). Bce o6pasib
OT(UIBTPOBBIBAIM € MHCHOJBb30BAaHMEM 2 MKM LEHTPUQYKHBIX CIUH-(QUIBTPOB Iepen
u3MepeHueM. Pe3ynbTaThl U3SMEpeHHI PUBEACHBI HUKE B Ta0nue 42.

Tabauua 42. BA3KoCThb-KOHIEHTPAILIUH (ejTKa
Konuenrpauus 6esika (Mr/mu) B cocrase BsizkocTs npu 20°C 6e3 noHU3UTEISA

JekapcTBeHHo# cyocranumnu (10 MM BsizkocTH (cll)

rucruauHa, pH 5,8, 5% caxapo3sbi)

79.9 2.8
115,7 54
154.8 12,1
184.9 33.0

[0180] Bruio onpeneneHo, YTO JEKaPCTBEHHBIN IpeNapat, COAEPKAIIUI ONPEACICHHYIO
koHneHTpauuro REGN1979, L-ructunun (0,57 mr/mi), mMoHoruapar MoHoruapoxiopuga L-
ructunuHa (1,33 mr/mi), caxaposy (100 mr/mi), monucop6at 80 (1 mMr/mi) u Boxy A HHbEKLUUN
(USP), umeeT BSI3KOCTD, MOKAa3aHHYIO B TabmuIe 43 HIDKE.

Tabauua 43. BazkocTb JieKapCTBEHHOT 0 Npenapara

Konuenrtpauus REGN1979 Bszkocts (cIl)
2 M JIEKapCTBEHHOTO
2 Mr/mn 1.4

npenapara
80 mr u 160 mr

20 mr/mn 1,7
JIeKapCTBEHHOT O Mpenapara
200 Mr JIeKapCTBEHHOIO

100 mMr/mn 4,95
npenapara

[0181] Hwuzkas BszkocTh (Hampumep, MmeHee 15 cll), HaOiromaemasi y COCTaBOB,
KOHIICHTPALUS aHTUTENA B KOTOPBIX focTuraer 154,8 mr/mu, OxaronpusTHa AT UCTIONB30BAHUS
B IIPEABAPUTEIHHO 3ANIOJHEHHBIX IITPULAX WM aBTOMHBEKTOPAX.

[0182] O6pem HacTosIero n300peTeHUsT He OTPAHUYMBAETCS] KOHKPETHBIMH BapHAHTAMH
OCYILECTBIIEHHSI, ONTMCAHHBIMH B HACTOSIIIEM JOKyMeHTe. HanmpoTus, pasmuuHbie MoanpUKaLuu
n300peTeHNs] MOMHMO TEX, YTO OIMCAaHbl B HACTOSINEM JOKYMEHTe, OyIyT O4YeBUIHBI
CHEeLMAINCTAaM B JaHHOW OOJIACTH TEXHUKHU IOCJIE M3YYEHUS NMPUBEACHHOTO BBILIE OMUCAHMUSL
ITonpasymeBaercs, 4YTO Takue MOAU(PUKALMM BXOAST B OOBEM mpuiaraeMoil (HopmyJibl

n300peTeHus.
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®OPMYVYJIA H30BPETEHUA

1. CrabunpHbIi XUIKUHA papMalieBTUYECKHI COCTaB, CONEPIKAIINA:

(a) OucnenmpuyHOE AHTHUTENO, COAEpIKallee MEePBbIH AHTHICHCBSI3BIBAIOLINI JTOMEH,
KOTOpBIi crieruuvHo cBszbiBaeTcsi ¢ CD20 venoBeka, 1 BTOPOI aHTUTCHCBSI3bIBAIOIIHI IOMEH,
KoTOphIid cnermduuHo cesi3biBaercs ¢ CD3 uesnoBeka, e MHepBbIl aHTUTCHCBSI3bIBAKO LM
JOMEH COZEPKUT TPHU OMPEASISIFOIINUX KoMIuieMeHTapHOCTh obnactu (CDR) Tsoxenoit nenu (Al-
HCDR1, A1-HCDR2 u A1-HCDR3), conep:xamuecsi B BapuabenbHONH 00JacTH THKENON Lenu
(HCVR), u tpu CDR nerkoii memu (LCDRI1, LCDR2 u LCDR3), copepxkammecs B
BapuabesnpHOU oOnactu yerkoil nenu (LCVR), u BTOpOW aHTHUT€HCBSI3bIBAIOIIME JTOMEH
cogepxut Tpu CDR Tsxenoit uenn (A2-HCDR1, A2-HCDR2 u A2-HCDR3), conepxxarnuecs B
BapuabenpHON obnactu Tspkenoi uenu (HCVR), u tpu CDR nerkoit uenu (LCDR1, LCDR2 u
LCDR3), conepskamuecst B BapuabdenbHoit oonactu nerkoi uermu (LCVR), rme A1-HCDRI1, Al-
HCDR2 u A1-HCDR3 coxep:kaT aMHHOKHCJIOTHBIE TOCJIEIOBATEIbHOCTH, COOTBETCTBEHHO,
SEQ ID NO: 7, 8 u 9, A2-HCDR1, A2-HCDR2 u A2-HCDR3 coxpepkaT aMUHOKHCIIOTHBIE
nocaenoBarenbHocTH, cooTBeTcTBeHHO, SEQ ID NO: 10, 11 1 12, u LCDR1, LCDR2 u LCDR3
coneprKaT aMUHOKHUCIIOTHBIE TTOC/Ie0BaTENbHOCTH, cooTBeTcTBeHHO, SEQ ID NO: 13, 14 u 15;

(b) Oydep, conepsrarmii TMCTHIHH,

(c) opraHMYeCcKU COPACTBOPUTEIb, COAEPKAIIHIA MOIUCOPOaT; u

(d) crabunmsarop, comepkamuii caxap;

rae cocras umeet pH 5,8+0,3.

2. dapMaLEeBTUYECKUI COCTaB IO I. 1, rIe€ KOHUEHTpaLus aHTUTENIa COCTaBJseT OT |
mr/ma+0,1 mr/mun 1o 200 mr/mn£20 mr/mit.

3. ®apmaleBTUYECKUN COCTaB MO M. 2, Il KOHLEHTPALMs AaHTUTENIA COCTABJISIET 2
mr/mia+0,2 Mr/mi.

4. ®apmaueBTUYECKUI COCTaB MO I. 2, IZ€ KOHLEHTpauus aHTuTena cocrasiser 20
MI/MJIE2 MI/ M.

5. @apmaneBTUYECKUN COCTaB MO M. 2, Il KOHILIEHTpauus aHTurena cocrasiser 80
Mr/mi + 8 mMr/mi.

6. dapManeBTHYECKUI COCTaB MO M. 2, IZl€ KOHLEHTpauus aHtuTena cocrasysier 100
mr/miE10 mr/mot.

7. ®apMaleBTUYECKUN COCTaB MO M. 2, i€ KOHLUEHTpaLus aHTUTena cocrasisier 160
mr/mit £ 16 mr/mi.

8. dapmaleBTUYECKUNM COCTaB MO M. 2, IAe KOHLEHTpauush aHTUTEeNa COCTaBIsET OT
npUOIU3UTENBHO 2 MI/MI 10 puOIM3uTenbHO 100 Mr/mit.

9. ®@apmaueBTHUECKHII cocTaB mo Jrobomy w3 mnm.  1-8, raoe  KOHIEHTpauus
ructTunHOBOrO Oydepa cocrasisier o S MM+1 MM 1o 15 MM=£3 MM,

10. ®apmaneBTUYECKH COCTaB MO M. 9, rAe KOHLIEHTpauus TUCTUAMHOBOro Oydepa
cocrasisier 10 MM=£1 MM.

11. dapmaueBTuueckuii cocraB nmo m. 10, rae ructuanHOBBIA Oydep comepkut L-

TUCTUAWH U MOHOTHAPAT MOHOTUAPOXJIOpHUaa L-FI/ICTI/II[I/IHa.
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12. ®apmauestuueckuii cocras 1o 1. 11, rae ructuauHoBbI Oydep comepxkur 0,57 +
0,05 mr/mu L-ructunmnna u 1,33 £ 0,13 Mr/mu MoHOTHIpaTa MOHOTHAPOXJIopuaa L-ructuanna.

13. ®apmanesrudeckuii cocraB 1o JrbomMy u3 mm.  1-12, rae KOHLEHTpaius
nonucopbara cocraisier ot 0,01%+0,005% no 0,5%+0,25% (mac./006.).

14. dapmaueBTHUeckuil coctaB mo 1. 13, rae KOHUEHTpauus nonucopdara COCTaBsIeT
0,1%+0,05% (mac./00.).

15. ®apmaneBTHUYeCKHid COCTaB MO M. 13, roe KOHLEHTpauus: nonucopdara COCTaBIsIeT
0,1%+0,01% (mac./00.).

16. dapmareBTHUECKUN COCTaB Mo JI0OoMy u3 mm. 1-15, rae monucopOar npencrassier
coboti mosymcopbar 80.

17. @apmaneBTuyecKuii cocTas mo Jrodomy u3 mi. 1-16, rae caxap npencrasisieT coOou
caxaposy.

18. ®dapmarnieBTUYECKHI COCTaB MO M. 17, rae KOHLEHTpaLusl caxapo3bl COCTABJISET OT
5% =+ 1% no 20%+4% (mac./00.).

19. ®apmainieBTUYECKHI COCTaB MO M. 18, rae KOHLEHTpaLusl caxapo3bl COCTABISAET OT
8%+0,5% mo 12%+0,5% (mac./00.).

20. PapmMaLeBTUYECKUH cOCTaB MO N. 19, rae KOHLEHTpauus caxapo3bl COCTaBJIAET
10%+1% (mac./006.).

21. ®apmaueBTUYECKHI COCTaB MO 1. 1, comepkaiuii:

(a) 2 mr/mn+0,2 mr/mi aHTUTENA,

(b) or 5 MM+£1 MM g0 15 MM=£3 MM ructununosoro Oydepa,

(c) ot 0,01%+0,005% nmo 0,5%+0,25% (mac./00.) monucopOara, u

(d) ot 5%+1% no 20%+4% (mac./06.) caxaposbl,

npu pH 5,8+0,3.

22. @apManeBTUYECKHI COCTaB 1O 1. 21, comepskauii:

(a) 2 mr/m+0,2 mMr/mi aHTUTeNA,

(b) 10 MM=*1 MM ructununoBoro Oydepa,

(¢) 0,1%=+0,05% (mac./00.) monucopbara, u

(d) 10%+1% (mac./00.) caxapo3sbl,

npu pH 5,8+0,3.

23. ®apManeBTUYECKHI COCTaB MO 1. 22, COAep KAl

(a) 2 mr/mn+0,2 mr/mi aHTUTENA,

(b) 0,57 mr/mn £ 0,05 mr/mn L-ructununa,

(¢) 1,33 mr/mn £ 0,13 Mr/mi MoHOTMApaTa MOHOTUApOxIopuaa L-rucruanna,

(d) 0,1%+0,05% (mac./00.) monucopbara, u

(e) 10%=*1% (mac./06.) caxapo3sl,

npu pH 5,8+0,3.

24. ®apmaueBTUYECKHI COCTaB MO 1. 1, comepxaiuuii:

(a) 20 Mr/mn£2 Mr/mi aHTuTena,

(b) or 5 MM+1 MM g0 15 MM=£3 MM ructununosoro Oydepa,
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(¢) ot 0,01%+0,005% mo 0,5%=+0,25% (mac./00.) nonucopdara, u
(d) ot 5%+1% no 20%+4% (mac./06.) caxapossl,

npu pH 5,8+0,3.

25. ®apMaueBTUYECKH COCTaB M0 1. 24, Conep Kaluid:

(a) 20 Mr/mn£2 mr/mn aHTuTeNa,

(b) 10 MM=*1 MM ructunuHOBOTO Oydepa,

(¢) 0,1%=+0,05% (mac./00.) momucopOarta, u

(d) 10%+1% (mac./00.) caxapo3bl,

npu pH 5,8+0,3.

26. @apMaleBTUYECKHI COCTaB MO 1. 25, COAep KAl

(a) 20 Mr/mu£2 Mr/mi aHTUTeNA,

(b) 0,57 mr/mn £ 0,05 mr/mn L-ructununa,

() 1,33 mr/mu £ 0,13 Mr/mu MOHOTHApaTa MOHOTUApOXIopyaa L-rucrununa,
(d) 0,1%=0,05% (mac./06.) monucopbara, u

(e) 10%=*1% (mac./06.) caxapo3sl,

npu pH 5,8+0,3.

27. ®apmaueBTUYECKHI COCTaB MO 1. 1, comepxaiuii:

(a) 80 Mr/mn£8 mr/mu aHTUTENA,

(b) or 5 MM+1 MM g0 15 MM+3 MM ructununoBoro Oydepa,

(¢) ot 0,01%+0,005% mo 0,5%=+0,25% (mac./00.) nonucopdara, u
(d) ot 5%+1% no 20%+4% (mac./00.) caxaposbl,

npu pH 5,8+0,3.

28. @apManeBTUUECKHI COCTaB MO 1. 27, CONEpKALIUIL:

(a) 80 Mr/mu£8 Mr/mu aHTUTeENA,

(b) 10 MM*1 MM ructuauHOBOTO Oydepa,

(¢) 0,1%=+0,05% (mac./00.) monucopbara, u

(d) 10%+1% (mac./00.) caxapo3bl,

npu pH 5,8+0,3.

29. ®apmaneBTUYECKHI COCTaB MO 1. 28, COAep KAl

(a) 80 Mr/mu£8 mMr/mu aHTUTENA,

(b) 0,57 mr/mn £ 0,05 mr/mn L-ructununa,

(c) 1,33 mr/mu £ 0,13 Mr/mu MoHOTHApaTa MOHOTUApOXIopuaa L-rucruauna,
(d) 0,1%=0,05% (mac./00.) monucopbara, u

(e) 10%=*1% (mac./00.) caxapo3sl,

npu pH 5,8+0,3.

30. ®apmaneBTUYECKUNA COCTAB MO M. 1, COaep KAl Ui

(a) 100 mr/mn£10 mr/mn anTUTENA,

(b) or 5 MM+1 MM g0 15 MM=+3 MM ructununosoro Oydepa,

(¢) ot 0,01%+0,005% mo 0,5%=+0,25% (mac./00.) nonucopdara, u
(d) ot 5%+1% no 20%+4% (mac./00.) caxaposbl,
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npu pH 5,8+0,3.

31. ®apmanesTudeckuii cocras 1o m. 30, coaepKaLui:

(a) 100 mr/mn£10 mr/mn anTuTeNA,

(b) 10 MM=*1 MM ructununosoro Oydepa,

(¢) 0,1%=+0,05% (mac./00.) momucopOarta, u

(d) 10%=+1% (mac./00.) caxapo3sl,

npu pH 5,8+0,3.

32. @apmaneBTUYECKHI COCTaB 1o M. 31, cogep Kaluii:

(a) 100 mr/mn#10 mr/mn aHTuTeNA,

(b) 0,57 mr/mn £ 0,05 mr/min L-ructununa,

(c) 1,33 mr/mu £ 0,13 Mr/mu MOHOTHApaTa MOHOTUAPOXIOpUaa L-ructuauna,

(d) 0,1%=0,05% (mac./06.) monucopbara, u

(e) 10%=*1% (mac./06.) caxapo3sl,

npu pH 5,8+0,3.

33. ®apmaneBTUYECKUN COCTAB MO M. 1, COaep KalHii:

(a) 160 mr/mn£16 mr/min aHTuTeNA,

(b) or S MM+1 MM g0 15 MM+3 MM ructunuHoBoro Oydepa,

(¢) ot 0,01%+0,005% mo 0,5%=+0,25% (mac./00.) nonucopdara, u

(d) ot 5%+1% no 20%+4% (mac./06.) caxapossl,

npu pH 5,8+0,3.

34. ®apmaneBTUYECKUN COCTAB MO M. 33, COACPIKALIUI:

(a) 160 mr/mn£16 mr/mn anTuTena,

(b) 10 MM=*1 MM ructuauHOBOTO Oydepa,

(¢) 0,1%=+0,05% (mac./00.) momucopOara, u

(d) 10%=+1% (mac./00.) caxapo3sl,

npu pH 5,8+0,3.

35. @apmaneBTUYECKUN COCTAB MO M. 34, COAep KA

(a) 160 mr/mn£16 mr/mn aHTuTena,

(b) 0,57 mr/mn £ 0,05 mr/mn L-ructununa,

(c) 1,33 mr/mu £ 0,13 Mr/mu MoHOTMApaTa MOHOTUApOXIopyaa L-rucruauna,

(d) 0,1%=0,05% (mac./06.) monucopbara, u

(e) 10%=*1% (mac./06.) caxapo3sl,

npu pH 5,8+0,3.

36. @apmaneBTHYECKHI cocTaB o Jrodomy u3 nm. 21-35, rae monucopOat npencrasiseT
coboti moymcopbat 80.

37. ®apmaneBTudeckuil cocras o modomy u3 nm. 1-36, rae mo meHblnel mepe 90%
aHTHUTEJIa UMeeT HATUBHYIO KOH(popManuio nocie 1 mecsna xpanenus: npu 45 °C, mo naHHBIM
SKCKJIFO3UOHHOH CBEPXBBICOK03((eKTHBHOM kuaKocTHOH XpomaTtorpaduu (SE-CBIXKX).

38. ®apmaneBTHUECKHI cocTaB Mo M. 37, rae no MeHbliel mepe 93% aHTuTena umeer

HATHUBHYIO KoH(popMarmo rnocie 1 mecsna xpanenus npu 45 °C, no nanaeiM SE-CBOXX.
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39. ®apmarneBTHUECKHI cocTaB Mo M. 38, rae no MeHbliel mepe 95% aHTuTena umeer
HATHUBHYIO KOH(popMarmo nocie 1 mecsna xpanenus npu 45 °C, no ganaeiM SE-CB2XX.

40. ®apmaneBTUdeckuii coctaB no modomy u3 nm. 1-39, roe no menbliel mepe 95%
aHTUTENa HMeeT HATUBHYI KoH(opmauuio mnocie 3 MecsueB xpaHeHus npu 25°C wu
OTHOCHUTENBbHOH BiaskHOCTH 60%, o ganHbiM SE-CBOXX.

41. @apmaueBTuueckuii coctas 1o m. 40, rae no MeHblueil Mepe 97% aHTuTeNna UMeeT
HATUBHYIO KOH(pOpMAaIHo nocie 3 MecsueB xpaHeHus 1npu 25°C U OTHOCHTENIbHOH BIaXKHOCTH
60%, o nauubiM SE-CBOXKX.

42, ®@apmManeBTHYECKHi COCTaB mo modomy u3 mm. 1-41, rae mo meHbliel mepe 95%
aHTHTEJIa UMEET HATHBHYIO KOH(popmaruro mocie 3 mecsueB XxpaHeHus npu S °C, mo JaHHBIM
SE-CB2XX.

43. ®apmaueBTudeckuil coctas o M. 42, rae no MeHblueil Mepe 98% aHtuTena umeer
HATUBHYIO KOoH(popManwto mocie 3 mecsues xpanenus nipu S °C, mo nanabsiM SE-CB2XKX.

44, dapmaneBTUYECKUN COCTaB 10 JIoOoMy m3 T, 1-43, rae cocTtaB comepKuT He Ooee
6% BBICOKOMOJIEKYJIsIpHBIX (BM) coenunenuii mocie 1 mecsina xpanenus npu 45 °C, 1o TaHHBIM
SE-CB2XX.

45. dapmaueBTHUECKUH cOCTaB 1o M. 44, rme cocraB comepxkur He Oonee 5,6% BM
coenuHeHui nocne 1 mecsaua xpanenus npu 45 °C, no nanaeiM SE-CBOXX.

46. @apmaLeBTUYECKUN COCTaB 10 JIIoOoMy m3 T 1-45, rae cocTtaB comepKut He Ooiee
2% BM coenunenuii nocne 3 mecsues xpaHeHus npu 25 °C 1 0THOCUTENbHON BiaxkHocTH 60%,
no nanHbiM SE-CB2XKX.

47. dapmaneBTHUeCKHI cocTtaB mo m. 46, rae cocraB copepkuT He Oonee 1% BM
coennHeHuil nocne 3 MecsueB xpaHeHus npu 25 °C u oTHocuTenpHON BiaxHOCTH 60%, 1O
nanHbM SE-CBOXKX.

48. dapmaneBTHUECKUIN COCTaB MO JoOoMy u3 . 1-47, rae cocTaB comepKuT He OoJiee
1,5% BM coenunenuii nocne 3 mecsaues xpanenus npu 5 °C, no ganaeiM SE-CB2XKX.

49. dapmaneBTHYecKuil coctaB no m. 48, rme cocraB comepxkut He Oonee 1% BM
coenuHeHui nocne 9 mecsues xpanenus mpu S °C, no ganHeiM SE-CB2XKX.

50. ®apmaueBTuueckuii coctaB mo Jrbomy w3 nm. 1-49, rhme mepsbld
aHTUreHcsszpiBarouil qomeH copepxur HCVR, mo menbmeit mepe Ha 90% UAEHTUYHYIO
amuHokucyiotTHo nocnenoarenbHOocTH SEQ ID NO: 4, u LCVR, no menbineit mepe Ha 90%

UAEHTUYHYI0O aMUHOKHUCJIOTHONW mnocnenoBatensHoctd SEQ ID NO: 6, a Bropoii

>
aHTUreHcssspiBaroluil fomeH copepxur HCVR, mo menbiieit mepe Ha 90% uHAEHTUYHYIO
amuHokucyoTHoM nocnenoatenbHOocTH SEQ ID NO: 5, u LCVR, no menbineit mepe Ha 90%
UAEHTUYHYIO0 aMUHOKHUCIIOTHON nocnenosatenbHocTd SEQ ID NO: 6.

51. ®apmaneBrudeckuii coctas no M. 50, rae nepBblii AHTUIEHCBSI3BIBAKOIIUN JOMEH
conepxur HCVR, mno wmenpmeit wmepe Ha 95% UWAGHTHUHYIO  aMHHOKHCJIOTHOM
nocnenosatenbHocTd SEQ ID NO: 4, u LCVR, no menbiueli mMepe Ha 95% HAEHTUUYHYIO
amuHOkucI0THOH nocneaosatenbHocTd SEQ ID NO: 6, a BTOpOIi aHTUT€HCBSI3bIBAIOIIUN TOMEH

comepxxutr HCVR, 1o wMenpmeidr Mepe Ha 95%  UIEHTUYHYH) aMHHOKHCIOTHOM
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nocnenosatenbHocTd SEQ ID NO: 5, u LCVR, no mensiueli mMepe Ha 95% HAEHTUUYHYIO
aMHHOKHUCJIOTHOM nociengoBarenbHocTH SEQ ID NO: 6.

52. ®apmaneBTHYECKUI COCTaB Mo M. 51, rae mepBblii AaHTUIEHCBSI3BIBAKOIIUN JOMEH
comepxxutr HCVR, 1o wMenpmeir Mepe Ha 99%  UIEHTUYHYH) aMHHOKHCIOTHOM
nocnenosarenbHOocTH SEQ ID NO: 4, u LCVR, no menbmeli mepe Ha 99% HIEHTUYHYIO
aMHHOKHUCIOTHOM nocnenoBatensHocT SEQ ID NO: 6, a BTOpoii aHTUINeHCBSI3bIBAIOLINN TOMEH
cogepxkur HCVR, mno wmenbmelr wmepe Ha 99% UAGHTUYHYIO AMUHOKHCIIOTHOM
nocienoBateabHocTH SEQ ID NO: 5, u LCVR, no menbineit mepe Ha 99% HASHTHYHYIO
aMuHOKHcJIoTHOH nocienoBarenbHocTd SEQ ID NO: 6.

53. <®apmaueBTuueckuii coctaB mo Jrbomy w3 nm  1-52, rhoe  mepsbii
aHTUreHCBsi3bIBatoluii ~ gomedH  comepxkur  HCVR,  conmepxamyro — aMUHOKHCIOTHYIO

nocnenosatenbHocTe SEQ ID NO: 4, u LCVR, copepxaiyio aMHUHOKHCIOTHYIO

>
nocnenosatenbHOCTE SEQ ID NO: 6, a BTOpOit aHTUTeHCBsI3bIBatO M 1oMeH coaepkuT HCVR,
coneprKalyro aMUHOKUCTOTHYI0 nocienosarenbHOCcTh SEQ ID NO: 5, u LCVR, conepxaryro
aMUHOKHCIJIOTHYIO nocneaoBaTenbHocTs SEQ ID NO: 6.

54. @apmarneBTHUECKUN COCTAB IO M. 53, T7Ie aHTUTEJNIO COAESPKUT KOHCTAHTHYIO 00JIacTh
Tsbkenol nenu IgG udenoBeka, mpucoeqUHEHHYHO, cooTBeTcTBeHHO, k HCVR kaxporo us
NEPBOr0 AHTUT€HCBA3BIBAIOINErO JOMEHA U BTOPOTO aHTUT'€HCBS3BIBAIOIIErO JOMEHA.

55. ®apmaneBTHYECKHH COCTaB MO M. 54, rae KOHCTaHTHAst OOJACTh TSDKENOW LenH
otHocurcs k uzotuny IgGl.

56. ®apmaneBTHYECKUH COCTaB IO M. 54, rae KOHCTAHTHAsi OOJACTh TSDKENOW Lenu
otHocutcs k uzotuny IgG4.

57. ®apmaneBTuueckuil coctaB Mo JiroOoMy u3 mm. 54-56, rae KOHCTaHTHas oOnacThb
Tsokeno uenu, npucoenuHeHHas k HCVR mepBOro aHTUreHCBS3bIBAIOIErO JOMEHA, MU
KOHCTaHTHass ~ oOmactb  Tspkeno  wenun,  npucoenmHenHas k  HCVR  Broporo
AHTUTCHCBS3BIBAIOIIETO JIOMEHa, HO He 00e U3 HHX, COIAEPKUT aMHHOKHUCIIOTHYIO
MOIU(HUKALMIO, CHIDKAIOIIYIO CBSI3bIBAHUE O€ka A MO CPABHEHHIO C TSIKEJIOW IIETBI0 TOTO Ke
u3otumna 0e3 yKka3aHHON MOIU(UKALIIH.

58. ®@apmaneBTuyeckuii coctas mo 1. 57, rae Moaudukanus Bkirovaer 3ameHy H435R
(aymepanust EU) B Tspkenoit nenm m3oruna IgG1 nmm [gG4.

59. @apmaneBTHYECKHIT cocTaB 1o 1. 57, rae Monudukanus BkirodaeT 3ameny H435R u
3ameny Y436F (aymepanus EU) B Tsoxenoii nenu uzoruna IgG1 nmm IgG4.

60. ®apManeBTUYECKH COCTaB MO JHOOOMYy M3 mml. 54-56, rae aHTHTENO COAEPIKUT
KOHCTaHTHYIO O0OJIACTh TSDKENIOH LIeNH, COAEep KAIIy0 aMHHOKHUCIOTHYIO TOCIENOBATEIbHOCTD,
BbIOpaHHyt0 u3 rpymmsl, cocrosimedi u3 SEQ ID NO: 16, SEQ ID NO: 17, SEQ ID NO: 18 u
SEQ ID NO: 19.

61. dapmaneBTHUeCKHiA cOCTaB 1o 1. 60, rIe aHTUTENIO COAEPKUT KOHCTAHTHYIO 00J1acTh
TSDKEJION LIeTH, COAEp KAaIlyl0 aMUHOKHCJIOTHYH mnocienosarenbHocTh SEQ ID NO: 16, u
KOHCTaHTHYIO OOJIACTh TSDKEJOH IIeNH, COAEp KAIIyI) aMHUHOKHMCIOTHYIO IOCIEN0BATEIbHOCTD
SEQ ID NO: 17.
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62. dapmareBTHUECKHA cOCTaB 1o 1. 00, rIe AaHTUTENO COAEPKUT KOHCTAHTHYIO 00JIaCTh
TSDKEJION LIeTH, COAep KaIlyl0 aMUHOKHUCJIOTHYH mnocienoBaTenbHOocTh SEQ ID NO: 18, u
KOHCTAaHTHYIO OOJIACTh TSDKEJOH IIeNH, COAEp Kallyld aMHUHOKHMCIIOTHYIO IOCIENOBATEIbHOCTD
SEQ ID NO: 19.

63. ®PapMaleBTUYECKHUI COCTAaB MO M. 53, rae aHTUTENO CONEPIKUT MEPBYIO TSIKENIYIO
uens, copaepxkamyo HCVR nepBoro aHTUreHCBS3bIBAIOLIETO IOMEHA, U BTOPYIO TSKENYIO Lielb,
cogepxairyro HCVR BTOpPOro aHTUIreHCBSI3bIBAIOILErO JOMEHA, IJie IepBas TsDKeas Lelb
conepuT octaTku 1-452 amuuokucnoTHoU mocnenoBatenpbHocT SEQ ID NO: 1, a BTOpas
TsKeJast LeTb COAepKUT octaTku 1-448 amuHokucnorHolt nocnenosarensHocty SEQ ID NO: 2.

64. dapmaneBTHUECKUI COCTAB MO M. 63, TIAe aHTUTEJO COAEPIKUT OOIIYIO JIETKYIO LIeTIb,
conepskamyo LCVR mepBoro u BTOPOro aHTHIE€HCBSI3BIBAIOIIUX IOMEHOB, rjie oOImasi jerkas
L[eNb COAEPKUT aMUHOKUCIIOTHYIO nocnefoBarenbHocTs SEQ ID NO: 3.

65. ®apmaneBTUYECKUNA COCTAB, COAEPIKALMIMA:

(a) 2 mr/mMmn £+ 0,2 wmr/mn OucneuuUYHOTO aHTHUTENA, COMEPKAILIEro MEepPBBIN
AHTUTCHCBS3BIBAOIIMN JOMEH, KOTOPBIH ciennpudHo cBsi3biBaeTcst ¢ CD20 yenoBeka, 1 BTOPOit
AHTUTCHCBS3BIBAIOIIMN JOMEH, KOTOpbIH crenududHo ces3piBaercst ¢ CD3 dyenoseka, rae
MEePBbI aHTUTeHCBs3bIBarOIUN 1oMeH comepxxutr HCVR, comepikamyro aMHUHOKHUCIOTHYIO
nocnenosatenbHocTe SEQ ID NO: 4, u LCVR, copepxallylo aMHUHOKHCIOTHYIO
nocnenosatenbHOCTh SEQ ID NO: 6, a BTOpOit aHTUTeHCBs3bIBatO NI 1oMeH coaepkuT HCVR,
CoZleprKaIlyr0 aMHUHOKUCIOTHYIO nocienoBarenbHocTh SEQ ID NO: 5, u LCVR, conepxatnyro
aMUHOKHCIIOTHYIO nocienoBatenbHocTh SEQ ID NO: 6;

(b) 10 MM=*1 MM ructununosoro Oydepa, pH 5,8+0,2,

(¢) 0,1%=+0,01% (mac./00.) monucopbarta 80, u

(d) 10%=+1% (mac./00.) caxapo3bl.

66. ®apmaneBTU4eCKH COCTaB Mo M. 65, cocrosimuit u3: (a) 2 mr/mun + 0,2 mr/mn
anturena, (b) 3,65 MM = 0,2 MM L-rucrununa, (¢) 6,35 MM + 0,2 MM MoHorumpara
moHoruapoxyiopuna L-ructununa, (d) 0,1%+0,01% (mac./06.) noaucopdara 80 u (e) 10%+1%
(mac./00.) caxapossl, B Boxe npu pH 5,8+0,2.

67. @apmaneBTHYEeCKHI COCTaB Mo M. 65, cocrosmuit u3: (a) 2 mr/mu + 0,2 mr/mn
anturena, (b) 0,57 mr/mn £ 0,1 mr/mn L-ructununa, (¢) 1,33 mr/mi + 0,1 Mr/mun MoHOTHIpaTa
MoHoruapoxyopuaa L-ructuauna, (d) 1 mr/mnt0,1 mr/mn nomucopbara 80 u (e) 100 mr/mn£10
Mr/MIT caxapo3ssl, B Bone npu pH 5,8+0,2.

68. @apmaLieBTUYECKUN COCTAB, COAEPIKALLMIMA:

(a) 20 wmr/mn + 2 wmr/mn OucnenuPUUHOTO AaHTUTENA, COAEpPIKAIIero MePBBIN
AHTUTeHCBS3BIBAIOIIMN JOMEH, KOTOPBIH ciennudHo cBs3biBaeTcst ¢ CD20 yenoBeka, 1 BTOPOit
AHTUTCHCBS3BIBAIOIINN JOMEH, KOTOpBIH crneuuduuHo cessbiBaercs ¢ CD3 uenoseka, rae
MEePBbIl aHTUreHCBs3bIBatOLUN noMeH comepxxur HCVR, comepikamiyro aMHUHOKUCIOTHYIO
nocnenosatenbHocTe SEQ ID NO: 4, u LCVR, coapepxallyl0 aMHUHOKHCIOTHYIO
nocnenosaTeabHOCTh SEQ ID NO: 6, a BTOpoii anTUreHCBs3bIBatouii fomeH coaep:xut HCVR,

CoZleprKaIly0 aMUHOKUCIOTHYIO nocienoBaresbHocTh SEQ ID NO: 5, u LCVR, conepxainyro
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aMUHOKHCIIOTHYIO nochenoBatenbHocTh SEQ ID NO: 6;

(b) 10 MM=*1 MM ructununosoro Oydepa, pH 5,8+0,2,

(¢) 0,1%+0,01% (mac./00.) monucopdara 80, u

(d) 10%+1% (mac./00.) caxapo3bl.

69. ®apmarneBTudeckuii cocraB mo m. 68, cocrosmuit u3: (a) 20 mr/ma £ 2 mr/mn
anturena, (b) 3,65 MM + 0,2 MM L-ructupuna, (¢) 6,35 MM + 0,2 MM MoHOruagpara
MoHoruapoxyopuaa L-rucruanna, (d) 0,1%+0,01% (mac./00.) nomucopbata 80, u (e) 10%+1%
(mac./00.) caxapossl, B Boge npu pH 5,8+0,2.

70. ®apmaneBTudeckuii coctaB mo 1. 68, cocrosmui u3: (a) 20 mr/mu £ 2 mr/mn
anturena, (b) 0,57 mr/mn £ 0,1 mr/mn L-ructununa, (¢) 1,33 mr/mn + 0,1 Mr/mun MoHOTHIpaTa
mMoHoruapoxyopuaa L-ructuauna, (d) 1 mr/ma+0,1 mr/mn nomcopbara 80 u (e) 100 mr/mn£10
Mr/MIT caxapo3ssl, B Bone npu pH 5,8+0,2.

71. ®apmanieBTUYECKUNA COCTAB, COAEPIKALLMIA:

(a) 100 mr/mn £+ 10 wmr/mn OucnenuUYHOrO aHTUTENA, COAEPIKAIIEro IEepPBBIA
AHTUTeHCBS3BIBAIOIIMN JOMEH, KOTOPBIN criennpuyHo cBsizbiBaeTcsi ¢ CD20 yenoseka, u BTOpOi
AHTUTCHCBS3BIBAIOIIMN JOMEH, KOTOpbIH crenuduuHo cessbiBaercs ¢ CD3 uenoseka, rae
MEePBbI aHTUTeHCBs3bIBarOIUN 1oMeH comepxxutr HCVR, comepikamyro aMHUHOKHUCIOTHYIO

nocnenosatenbHocTe SEQ ID NO: 4, u LCVR, copepxallylo aMHUHOKHCIOTHYIO

nocnenosatenbHOCTh SEQ ID NO: 6, a BTOpOit aHTUTreHCBsA3bIBatOINi 1oMeH coaep:kut HCVR,
CoZleprKaIlyr0 aMHUHOKUCIOTHYIO nocienoBarenbHocTh SEQ ID NO: 5, u LCVR, conepxatnyro
aMUHOKHCIIOTHYIO nocienoBatenbHocTh SEQ ID NO: 6;

(b) 10 MM=*1 MM ructununosoro Oydepa, pH 5,8+0,2,

(c) 0,1%=+0,01% (mac./00.) monucopbarta 80, u

(d) 10%=+1% (mac./00.) caxapo3bl.

72. ®@apmaneBTHyYeckuii coctaB mo m. 71, cocrosimuii u3: (a) 100 mr/ma + 10 mr/mn
anturena, (b) 3,65 MM = 0,2 MM L-rucrununa, (¢) 6,35 MM + 0,2 MM MoHorumpara
moHoruapoxiopuna L-ructununa, (d) 0,1%+0,01% (mac./06.) nomucopbara 80 u (e) 10%+1%
(mac./06.) caxapossr, B Boge npu pH 5,8+0,2.

73. ®@apmaneBTHyeckuii coctaB mo m. 71, cocrosimuii u3: (a) 100 mr/ma + 10 mr/mn
anturena, (b) 0,57 mr/mn £+ 0,1 mr/mn L-ructununa, (¢) 1,33 mr/mn + 0,1 mMr/min MoHOTHApaTa
MoHoruapoxyopuaa L-ructuauna, (d) 1 mr/mn£0,1 mr/mn nonmucopbara 80 u (e) 100 mr/mn+10
Mr/MIT caxapo3ssl, B Bone npu pH 5,8+0,2.

74. ®@apManeBTUYECKHI COCTaB MO JOOOMY M3 mml. 65-73, rae aHTHTENO COAEPIKUT
KOHCTAHTHYIO 00yacTh Tsokenod mnenu IgG denoBeka, NMPUCOCIUHEHHYIO, COOTBETCTBEHHO, K
HCVR kaxnmoro u3 mepBoro aHTUTE€HCBS3BIBAIOIIETO IOMEHA i BTOPOTO aHTHTE€HCBSI3BIBAIOLIETO
JOMEHa.

75. dapmaneBTHUECKHI COCTaB IO M. 74, rae KOHCTAHTHAs O0JAacThb TSKENION Leru
otHocurcs k uzotuny IgGl.

76. dapmaneBTHUECKH COCTaB IO M. 74, rae KOHCTaHTHAas O0JacTb TSDKENION Leru

otHocurcs k uzotuny IgG4.
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77. ®apManeBTHYECKUI COCTaB IO JIOOOMY W3 mm. 74-76, rae KOHCTaHTHas 00JacTh
Tsbkenol nenu, npucoenuHeHHas Kk HCVR nepBoro aHTUIeHCBS3BIBAIOLIETO IOMEHA, WU
KOHCTaHTHass ~ oOmactb  Tspkenok — uenw, npucoenmueHHas k  HCVR  Broporo
AHTUIeHCBSA3BIBAIOIIETO JIOMEHAa, HO He 00€ U3 HHUX, COJEPXHUT aMHHOKHCIOTHYIO
MOAM(DUKALMIO, CHI)KAIOINYIO CBsI3bIBaHHE OeKa A IO CPaBHEHHIO C TSDKEJIOH LIEMBI0 TOTO JKe
usoruna 6e3 ykazaHHOH MoauduKariy.

78. @apmaneBTHYECKHUIT cocTaB mo 1. 77, rae moaudukanus BKiIodaer 3ameny H435R
(aymepanust EU) B Tspkenoi uenu n3oruna [gGl wim [gG4.

79. ®apmaneBTHUECKUH cocTaB No . 77, rae moaudukauus Bimovaer 3ameHy H435R u
3ameny Y436F (aymeparus EU) B Tsxenoii nenu uzoruna IgG1 wmm IgG4.

80. ®apmaneBTHYECKHN COCTaB MO JIOOOMYy W3 mm. 74-76, rie aHTHTENO CONEPIKUT
KOHCTAaHTHYIO O0JIACTh TSDKENIOH LIeNH, COAEepP ALY aMHHOKHUCIOTHYIO TOCJIENOBATEIbHOCTD,
BbIOpaHHyI0 u3 rpynmsl, cocrosimed u3 SEQ ID NO: 16, SEQ ID NO: 17, SEQ ID NO: 18 u
SEQ ID NO: 19.

81. dapmarneTrueckuii coctas o 1. 80, rie aHTUTENO COASPKUT KOHCTAHTHYIO 00JIACTh
TSDKEJION LIeTH, COAEPIKAIIy aMUHOKHCJIOTHYIO mnocienoatenbHOocTh SEQ ID NO: 16, u
KOHCTAaHTHYIO OOJIACTh TSDKEJOH IenH, COAEep KAyl aMHHOKHCIOTHYIO IOCIENOBATEIbHOCTD
SEQ ID NO: 17.

82. @apmaneBTruecKkuii coctas 1o 1. 80, rie aHTUTENO COASPKUT KOHCTAHTHYIO 00JIaCTh
TSDKEJION LIeTH, COAep KaIlyl0 aMUHOKHUCJIOTHYH mnocienoBaTenbHocTh SEQ ID NO: 18, u
KOHCTAaHTHYIO OOJIACTh TSDKEJOH IIeNH, COAEp Kallyld aMHHOKHMCIOTHYIO IOCIENOBATEIbHOCTD
SEQ ID NO: 19.

83. dapmaneBTHUeCKUN COCTaB MO JHOOOMY W3 mm. 65-73, rae aHTUTENO CONEPIKUT
NEepBYI0 TsDKeNyro Lemnb, copepxkamyro HCVR mepBoro aHTHUIreHCBS3bIBAIOINETO IOMEHA, U
BTOPYIO TsDKeNylo Lenb, copepxkamyro HCVR BTOpOro aHTHUreHCBS3bIBAIOINErO AOMEHA, TIe
niepBasi TsKesast LeTlb COEePIKUT OcTaTku 1-452 amuHOKUCIOTHON nocnenosarensHoctu SEQ 1D
NO: 1
nocienoarenbHocTy SEQ ID NO: 2.

, a BTOpas TsbKenas LeNb COAEPXKUT ocTatku  1-448  aMHHOKHCIOTHOHN

84. dapManieBTHUECKHI COCTaB IO 1. 83, Tie aHTUTENIO COMEPKUT OOLIYIO JIETKYIO LIEIb,
conepskamyo LCVR mepBoro u BTOPOro aHTHIEHCBSI3BIBAIOLINX JIOMEHOB, TJie OOIasi jerkas
LeNb COAEPKUT aMUHOKUCIIOTHYIO nocneaosarenpbHocTs SEQ ID NO: 3.

85. dapmaueBTHUECKUH cocTaB 1o Jrobomy u3 mi. 65-84, rae: (a) mo MeHbLIEH mepe
90% aHTUTENa UMeeT HaTHBHYIO KoH(popmamuio nocie 1 mecsua xpanenus: npu 45 °C; (b) mo
MeHblIeH Mepe 93% aHTuTeNna UMeeT HaTUBHYIO KOH(popManuio mocie 1 mMecsna XpaHeHHs TIPH
45 °C; (c) no menbluei Mepe 95% aHTHTENa UMEET HATHBHYIO KOH(popMamuo mnocie 1 mecsna
xpanenust npu 45 °C; (d) mo menbiieli mepe 95% aHTHUTENa UMEET HATUBHYIO KOH()OPMALHIO
nociie 3 mecsiteB XpaneHus npu 25°C 1 oOTHOCHTENBbHOU BIIAXKHOCTH 60%; () Mo MeHbInel Mepe
97% aHTUTENAa WMeEEeT HATHUBHYIO KOH(pOpMauuio mnocie 3 MecsneB xpaHeHus npu 25°C wu
oTHOcUTeNbHON BinaxkHocTu 60%; (f) mo menbielr mepe 95% aHTUTENa HMEET HATHUBHYIO

koH(popmaumro nocie 3 mecsaueB xpaneHus npu S5 °C; (g) mo mensineil mepe 98% anTutena
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MUMeeT HaTHBHYI0 KoH(popMmarwro nocne 3 mecsues xpanenus npu S °C; (h) cocras conepxut He
6onee 6% BrIcOKOMONEKyIsIpHbIX (BM) coenunennii nocie 1 mecsua xpanenus npu 45 °C; (1)
coctaB comepkut He Oosee 5,6% BM coenmnenuii nocie 1 mecsina xpanenus npu 45 °C; (j)
coctaB conepxur He Oonee 2% BM coenunenmii mocne 3 mecsueB xpaHeHus npu 25°C u
oTHocuTenbHON BnaxkHoctu 60%; (k) cocraB comepkut He Oonee 1% BM coenunenuit nocne 3
mecsiteB XxpaHenus ipu 25 °C u otHocuTenbHOM BiaxHocTH 60%; (1) coctaB comeput He Oonee
1,5% BM coenunenuii mocie 3 mecsueB xpaHenus: pu 5 °C; w/uiam (M) COCTaB COMEPIKHUT HE
oonee 1% BM coenunenwuii nocie 9 mecsiteB xpanenus npu S °C;

no nanabiM SE-CB2XXX.

86. @apmarieBTHYECKasi KOMITO3ULMS, I7l€ KOMIIO3ULIUSI COAECPIKHUT (hapMaLeBTHUECKHUI
COCTaB M0 JIoOoMy U3 . 1-85, 1 KOMIO3HIUS CONEPIKUTCS B KOHTEHHEpE.

87. dapmareBTHYECKash KOMIO3UIMUS MO M. 80, TIe KOHTEWHEp MpencTaBisieT coOoi
(baaxoH.

88. dapmareBTHYECKast KOMIO3UIMs 10 1. 87, rne (yakoH npencrasisier codol (rakoH
I Tuna u3 nmpo3paunoro creksna oobeMoM 2 M, S miu, 10 mut wm 20 Mt

89. dapmarneBTHYECKash KOMIO3UIMS MO M. 80, TIe KOHTEWHEp MpencTaBisieT coOoi
LITPULL.

90. ®dapmaueBTHYeCKass KOMIO3MLM MO M. 89, rae IWNpULl U3rOTOBJIEH U3 CTEKJA C
HU3KHUM COZIep KaHHeM BOJib(ppama.

91. dapmaneBTrueckass KOMIIO3UIUS MO M. 86, rle KOHTEHHEpP MPEeACTaBIisieT COOOMU
IIPEBAPUTENLHO 3alI0JHEHHbIH IIITPHLI.

92. MapmaneBTUUECKAs] KOMITO3ULMSA 1O I1. 86, coaeprKrallascs B aBTOUHBEKTOPE.

93. dapmaueBTHUUecKas KOMIIO3UIMS MO JtoOoMy u3 . 87-92, rne KOHTelHep umeer
cBOOOIHOE POCTPAHCTBO, CONEpIKALIee Ta3, IIe ra3 COAEePKUT Meree S5 00.% Kuciaopona.

94. ®@apmaneBTuyeckas Kommnosuuus mo m. 93, rme ras comepxkur menee 1 00.%
kucjopona wiu e 6onee 0,1 006.% xucnopona.

95. Habop, Bxjrovaromuii (i) KOHTEHHEp, COIMEpIKAIIMi KOMIIO3MIIMIO, COAEPIKAIIYIO
(dapmaneBTHUECKHI cocTaB mo Jodomy u3 . 1-85, M MHCTPYKUMHM IO TNPUMEHEHHIO
KOMITO3ULIUH.

96. Habop o 1. 95, rae KOHTeHHep MpeacTaBisieT COO0H CTEKIISTHHBIN (IIaKOH.

97. Habop mo 1. 95, rae KOHTeWHep MPeNCTaBIsieT COOO0M MPeNBapUTEBHO 3aMOTHEHHBIN
LITPULL.

98. Habop mo 1. 95, rae KOHTeHHep NpencTaBiisieT coO0i aBTOUHBEKTOP.

99. Habop mo m. 95, rae B HMHCTPYKLUSX COINEPKHUTCA WHPOPMALUSA O TOAKOKHOM
BBEJIEHUHN KOMITO3ULIUU.

100. Habop mo m. 95, rae B MHCTPYKIMSX CONEPKUTCS MHOOPMALWsI O BHYTPUBEHHOM
BBEJIEHUN KOMITO3ULIUU.

101. Habop mo mobomy u3 mm. 95-100, roe KoHTelHep uMeeT CBOOOIHOE MPOCTPAHCTBO,
coziepKaliiee ras, rzie ra3 cogepkur MmeHee 5 00.% kucnopona.

102. Habop mo n. 101, raoe ras coxepxut meHee 1 00.% kucnopona win He Oonee 0,1
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00.% kucmopona.

103. Enunanynas nexkapcTBeHHast dopMa, copeprkaiias (papManeBTUYECKHII COCTaB IO
mobomy u3 mm. 1-85, rae antuTeno npucyrcreyer B kKonuuectse ot 0,1 mr 1o 500 mr.

104. Epunuunas nexapctBeHHass ¢gopma mo mn. 103, rae aHTUTENO NPUCYTCTBYET B
KOJIMYECTBE OT 2 10 2,5 M.

105. Enunnvnas nekapcTBeHHast ¢opma mo m. 103, rae aHTUTENO MPUCYTCTBYET B
xonuuecTse oT 10 1o 11 mr.

106. Enmnuvnas nexapctBeHHas ¢opma mo m. 103, rae aHTUTENO TPUCYTCTBYET B
kojuuectse oT 20 10 25 mr.

107. EnmHuynas nexapctBeHHas ¢opma mo m. 103, rae aHTUTENO TPUCYTCTBYET B
konuuectse oT 80 1o 90 mr.

108. Epnmnanunas nexapctBeHHass ¢opma mo m. 103, rae aHTUTENO TPUCYTCTBYET B
koquuectse oT 100 no 125 mr.

109. Enmnanunas nexapctBeHHass ¢opma mo m. 103, rae aHTUTENO TPUCYTCTBYET B
konuuectse oT 160 no 180 mr.

110. Epnmnanunas nexapctBeHHas ¢gopma mo m. 103, rae aHTUTENO NPUCYTCTBYET B
konuuectse oT 190 no 210 mr.

111. Enmanunas nexapctBeHHass ¢opma mo m. 103, roe aHTUTENO NPUCYTCTBYET B
kosuuectse oT 320 1o 360 mr.

112. Enunnunas nekapcrBeHHas popma mo m. 103, mpeacrasisiroimnast COOON CTEKIJITHHBIN
¢raxoH.

113. Epunnunas nexkapctBeHHass ¢opma mno mn. 103, mnpexncrasmsmoomas coOoi

>
IIPEBAPUTENBHO 3aNI0JTHEHHbIN IIITPHLI.

114, Enunanunas nexkapcrBeHHas ¢opma mno m. 103, mnpencrasisomas coOoOH
aBTOMHBEKTOP.

115. Enunnunast jekapcrBeHHass gopma mo m. 112, rme crekisHHbIA (DIaKOH HUMeeT
cBOOOIHOE MPOCTPAHCTBO, COZIEpIKALIlee Ta3, Iie Ta3 COAEePKUT MeHee 5 00.% kuciaopona.

116. Enunnunas nekapctBeHHas ¢gopma mo m. 115, raoe ra3 comepxut menee 1 00.%
kuciopona wiu e 6onee 0,1 00.% xucnopona.

117. KonreiiHep, comepkamuii (papManeBTUYECKYI0 KOMIIO3HMLHIO, TA€ KOMIO3HMLIUS
COAEPKUT (hapMaLeBTHYECKHUI COCTaB 1O JIF00OMy U3 M. 1-85.

118. Konreiinep no n. 117, npexncrasmsromuii coO0# mmpui.

119. Konretinep mo n. 117, mpeacraBisiromuii coOOH NpenBapUTENbHO 3aIOTHEHHBIN
LITPULL.

120. Konreiinep no 1. 117, npexncrasmisomuii cob0it aBTOMHBEKTOP.

121. Konreiinep no n. 117, npencrasmsromuii co00# CTEKIISTHHBIN (IIaKOH.

ITo noBepenHocTn
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