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2420-576648EA/085
KAIMWLJISAPHOE U303JIEKTPHYECKOE ®OKYCHPOBAHHME C
JETEKTUPOBAHMEM HEINOCPEJACTBEHHO B KAIIMJJIAPE JIJISA AHAJIU3A
BAPUAHTOB BEJIKA B MATPUIE OBPA3LA

INEPEKPECTHAS CCBUIKA HA PO/ICTBEHHBIE 3ASBKI

[0001] Hacrosiei 3asBKOM HCIIpAIIMBAETCS IPUOPUTET 10 IIPEABAPUTEILHON 3asBKE Ha
narent CIHA c cepuitapim Ne 62/547602, nonannoi 18 asrycra 2017 r., KOTOpast MOJHOCTHIO
BKJIIOYCHA B HACTOSIIHI JOKYMEHT ITyTEM CChIJIKH.

[IEPEYEHb ITOCJIEJOBATEJIBHOCTEN

[0002] PaccmarpuBaemasi B  JaHHBII MOMEHT 3asBKa COJAEPKMT  IIEPEUYECHD
MOCTEI0BATENBHOCTEH, KOTOpBIN ObLT TipeacrasieH B (opmate ASCII nocpenctsom EFS—Web u
BKJTIOYEH B HACTOSIIMH JOKYMEHT B ITOTHOM 00BEME IMTOCPEACTBOM CCBHUIKH. YKa3aHHAs KOIMHS B
dopmate ASCII, cozmannas 15 asrycra 2018 r., HaszeiBaetcss REGE—-005 001WO _ST25.txt u
umeer pasmep 4214 Gaiita.

OBJIACTb TEXHUKN

[0003] O6nacTe IPUMEHEHUST HACTOSIIETO PACKPBITUS OXBATHIBAET CIIOCOOBI M CHCTEMBI
IUIs aHAITM3a BapUaHTOB 3apsija Oenkos, Takux kak VEGF Trap, B matpuiie obpasua.

YPOBEHb TEXHUKHA

[0004] Anaim3 oTiMyaOLIUXCs 3apsAJOM BapHAHTOB 4YacTO SBISAETCS JKEIATEIbHBIM JUIs
pasIMYHBIX OEJIKOB, HCIIOJIb3YeMbIX B KauecTBe OnodapManeBTHYECKUX IIPerapaToB, OCKOJIbKY
TaKMe HM3MEHEHHS MOTYT BJIMATH HA AaKTUBHOCTb, CTa0MIBHOCTP M B HEKOTOPBIX CIydasx
6ezonacHocTh manueHTa. OObIYHBIE CIIOCOOBI, HCIONB3YEMbIE€ B IIPOMBIIUIEHHOCTH JJIs
UACHTU(QHUKALMKA M XapaKTePUCTUKH  OTJIMYAIOLUMXCSH  3apsAA0M  BapHaHTOB, BKJIIOYAIOT
HOHOOOMEHHYIO XpoMaTorpaduio, reapb—3JeKTpodope3 ¢ H30IEKTPUIESCKUM (POKYCHPOBAHUEM
U KaWUIPHOE M303JIEKTpHYecKoe (okycupoBaHue. KammumpHOe H303JIEKTPUUECKOEe
(doKycHpOoBaHHME C JICTEKTHPOBAHHWEM HEIOCPEACTBEHHO B KalUspe ObUIO TPU3HAHO
NPUMEHUMBIM BBHJY €r0 BBICOKOH paspemaroiieil CrocoOHOCTH, YMEHBIICHHOTO O0beMa
BBIOOpKM W OBICTPOro BpeMEHH BBINONHEHHS. COOTBETCTBEHHO, CIOCOOBI ¥ CHCTEMSI,
HCTIONIL3YIOIIME  KAIMUISPHOE HM30JIEKTPHUECKOE (POKyCcHpOBaHME C  JICTEKTHPOBAHUEM
HETIOCPEJCTBEHHO B KalWJUBIPE U ONpPENCNCHUS OTIHYAIOMIMXCS 3apsAAoM BapHAHTOB s
takux 0enkoB, kak VEGF Trap, Obiii ObI TI07€3HBIMHU.

CYINHOCTD U30BPETEHUA

[0005] B HacrosimieM JOKYMEHTE OIHMCaHbl CrocoObl M CHCTeMBI JJis aHalu3a
OTJIMYAIOIIMXCS 3apsiIOM BaApHAHTOB pa3iMuHbIX 6enkoB. Hampumep, crioco0sl M CHCTEMBI MOTYT
OBITH TIPUMEHUMBIMH JUIA aHAM3UPOBAHUS OTiMYaromxcs 3apsaoM BapuantoB VEGF Trap.
BmecTo TOro, 4yTOOBI MPEAOCTABINATH PE3yAbTaThl O PACHPEACTICHUH OTIMYAIOMIMXCS 3apsaoM
BapHUAHTOB ITyTE€M TPYIITHPOBAHUSA MOJIOC 3—9 B M303JIEKTPHUECKOM (DOKYCHPYIOIIEM Telie, YTO
ABJIsiTCS 0I0OPEHHBIM B HacTOsIIee Bpems criocobom anaimmsuposanus VEGF Trap, crioco6s! 1
CHCTEMBI, OIIMCAaHHBIE B HACTOSILEH JOKYMEHTE, OOBIUHO MCIONB3YIOT KalMJUIIPHOE

H303JICKTPHUYCCKOC CI)OKYCI/IpOBaHI/Ie C ACTCKTUPOBAHUECM HCIIOCPCACTBCHHO B KalTHIUIAPE, YTOOBI



JaTh 3aKIIOYEHHE O INeTEPOreHHOCTH 3apsfja B IMPOLEHTAX M30(OpPM OTIHYAIOLIMXCS 3apsaoM
BapUaAHTOB, U I'PYIIHUPYIOT UX B TPU pasivyHble 001aCcTH 3eKTpodoperpaMMel. DTOT MOIAXOMI K
BbIJIa4€ PE3YJIBTATOB MOXKET OBITH 00JIee UYBCTBUTEIBHBIM K H3MEHEHHUAM, KOTOPbIE HAOJII01al0T
B u3zodopmax obpasos VEGF Trap.

[0006] Kak yxasaHo BbIlIe, BapHaHThl OCYLIECTBICHUS HACTOSAILIETO PACKPHITHS
HAaIpaBJIEHbl Ha CIIOCOObI, CHCTEMBl M YCTPOWCTBA Ui OIPEHENCHHUS OTIIMYAIOLMXCSA 3apsAaoM
BapUaHTOB O€lKa, M, B YAaCTHOCTH, aHAJINU3 C IIOMOLIBIO KAIMJUIIPHOTO H303JEKTPUYECKOTO
doxycupoBanus C JeTeKTHpoBaHHEM HenocpencrBeHHo B kamwpiipe (iICIEF) ans onenku
IUCIIEPCHH 3apsa TaKHX OENKOB, KaK HHTHOUTOP COCYAMCTOrO SHAOTENHANbHOro (hakropa
pocta (VEGF), umenyemsiii B manbueiimiem «VEGF-Trapy». iCIEF sBusiercs anbTepHATHBOM
000OpPEHHOMY B HACTOSIIEE BpPEMs METOAY Ha OCHOBE H303JIEKTPHYECKOro (POKYCHpOBaHUS
(IEF) mnst ananuza ornuyaronuxcs 3apsgom Bapuantos VEGF-Trap.

[0007] Bapuantsr ocymectsienus ICIEF cOOTBETCTBYIOT MeETOAMKAM, KOTOpBIE
pa3AensIoT OTIMYAIOIIMECS 3apAI0M BapHaHTHl OEJIKa Ha OCHOBE WX M303JIEKTPHYECKOH TOUKU
(pl). Hampumep, B HEKOTOpBIX BapHaHTaX OCYILECTBICHHUS oOpasern Oeika 3arpyxaiT B
pa3feNHuTeNbHBIA  KamWjuiip, COAepKamMi  cMmech  aM(pONUTa—HOCHTENs  (Harmpumep,
Pharmalyte™), MeTHIILEIUTIONO3B] U CTAOMIIM3HUPYIOIICH 100aBKH (T.e. MOoueBHHBI). Hanpsokenue
M0Jal0T B TEYCHME 3apaHee OINpPEeICHHOrO IEepHoAa BPEMEHH, B pe3yinbTaTe yero amQpoauT—
HocuTenb obOpasyer rpagueHT pH B mperenax kamwuisipa. B HEKOTOpBIX BapuaHTax
OCYIIECTBICHUS HAMPSHKCHHUE MOJAI0T B TEUEHHE BTOPOro, Oojee MpoA0IDKHTENBHOTO Ieproa
BPEMEHH, COOTBETCTBYIOLIETO BpPEMEHH «(OKYCHPOBAHHS». ITO MPHUBOAUT K TOMY, YTO
OTJIMYAIOIMECS 3apsiioM BapuaHThl Oejika MUTPUPYIOT B IIpefesax Kamuuispa BIUIOTH [0
JIOCTHXKEHHS TOUKH, B KOTOPOM OOILMIt 3apsi/] BADHAHTOB ABISACTCA HEUTPAIBbHBIM (T.€., UX pl).

[0008] B mnonoOHBIX BapuaHTax OCYIIECTBICHHMS KamUIIp (KOTOPBIM IOKPBIBAIOT
¢dropyrneponom (FC)) coemunen ¢ umdpposoit (manpumep, CCD) kamepoi, koTopas aenaer
BO3MOKHBIM IPSIMO€ JE€TEKTUPOBAHHE U KOJIMUYECTBEHHOE OIPEACIHCHUE OTIMYAIOIUXCS
3apsilOM BapHaHTOB Oenka. B wactHOCTH, mocne Bpemenu ¢okycupoBanus CCD kamepa
HACTpOeHa Ha W300paxkeHue Kanwuisgpa (IIPeIIIOYTHTEIbHO B PEXKUME PEaIbHOTO BPEMEHHU) [UIS
JNETEKTUpOBaHUs Oenka B Mpeienax Kamwuisipa. [leTrexTupoBaHue, B HEKOTOPBIX BapHaHTaX
OCYIIECTBIICHHS TPOUCXOAMUT TpH [UIMHE BOJHBI NpubmmsutensHo 280 um. [lapamerpsr 3Toi
METOJMKH BKJIIOYAIOT:

— MapKy ¥ KOHLEHTpAIHo aM(poIuTa,

— TUI M KOHIIEHTPALMIO MPUMEHIEMBIX 100aBOK U

— Bpemst (poKycHpOBaHUS M KOHIICHTPALUIO 00pasua.

[0009] Arperammst ¥ ocaxieHue Oelka B TpeAenax Kaluuigpa HAHOCHUT YIIepo
BOCIIPOM3BOAMMOCTH 3JekTpodoperpammel. C 3TOH HENbI0 MOTYT HCHOJIB30BAThCH HOOABKH,
TaKHe KaK MOYEBHHA, YTOOBI IOMOYb CTAOMIM3HPOBATH M COJIOOMIM3UPOBATH OEJIOK, TTOCKOJIBKY
OH HaxomuTcs B pokyce.

[0010] CooTBeTCTBEHHO, B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS IIPEIIAraeTcsi Criocoo

AHAJIMBUPOBAHUA OTIIMHAIOHIUXCHA 3apalOM BapUaAHTOB COCYAHUCTOIO SHAOTCINAIILHOTO cbaKTopa



pocta VEGF-Trap, u 3T0T crioco0 BKJIIOHaeT 3arpy3ky oOpasma Oenka B pa3JeiuTeNbHBIH
KaIwuisip, KOTOPBIH MMEET CMECh, 110 MEHbIICH Mepe, aM(pOIUTa—HOCUTEIS, METHIILEIIIIOIO3bI U
cTabunu3upyromen 100aBKH, TNPUKIAJBIBAHUE IIEPBOrO HAINPSHKEHUS B TEYCHHE IIE€PBOTO
3apaHee OIpeIeNICHHOr0 IIepHo/ia BpEMEHHU, TAKOT0, 4TO aM(OJIMT—HOCUTEIb 00pa3yeT rpaJiueHT
pH B npexenax xamwuisgpa, IPUKIAIbIBAHUE BTOPOTO HAIPSDKEHHA B TEUCHHE BTOPOTO 3apaHee
OIPEIEICHHOT0 IEepruoJa BpEeMEHM Uit (DOKYCHPOBAHHS MHIPAIHMU OTIHUYAIOLIMXCSA 3apsaoM
BapuaHTOB Oeiika K uX cooTBercTByromedl pl u pgerexktupoBaHue, U KOJIMYECTBEHHOE
OIpeIeNICHUE OTIMYAIOLIMXCS 3aPsJOM BAPHAHTOB OEJKa.

[0011] B momoOHBIX BapuaHTax OCYILECTBICHHUS JETEKTHPOBAHHE M KOJIMUECTBEHHOE
ONpEACNCHHE OTJIMYAIOIIMXCSA 3apsifioM BapUaHTOB BKJIIOYACT HW3MEPEHHE IOTJIOLICHHUS
MHOXECTBa M30(OpPM OTIMYAIOIIMXCS 3apsiiOM BAPHAHTOB, pa3lClICHHE MHOXECTBA U30(OpM
OTIMYAIOILMXCSH 3apAA0M BApHAHTOB HAa M30JMPOBAHHBIC 00JACTH, BKIIOYAIOIIHNE, 110 MEHBIICH
Mepe, IEPBYI0 KHCITYI0/KUCcToTHYI0 o0nacTs (R1), BTOpyio HeitTpansayio obnacts (R2) u TpeThio
ocHOBHYO/menounyo o6nacts (R3), u ompeaenenue mnporeHTa W30(OPM OTIHYAIONIHUXCS
3apsiOM BApPHAHTOB, MOTMAJAIOIINX B TIPECNbl Kax10i u3 oonacteit R1, R2 u R3.

[0012] Jns momoOHBIX BapHAaHTOB OCYILECTBICHHMS aHAIN3 HM300paXKCHUS JUISA
JIETEKTUPOBAHHS ¥ KOJMYECTBEHHOTO OIPE/ICIHCHUS MOXKET OBITh BBIIOJIHEH B COOTBETCTBUH C
TPaJUIIMOHHBIMH CIIOCOOAMH M CHCTeMaMH (HaIlpuMep, MporpaMMHOe 0O0ecTieYeHUe Ut aHAIH3a
M300pasKeHMit).

[0013] B nipuBeieHHBIX BBILIE BApHAHTAX OCYLIECTBICHHUS MOXKET OBITh BKIIFOUEH JIFO00i
U3 CHEAYIOUMX JIOMOJMHUTEIBHBIX MPHU3HAKOB/(DYHKIMOHAIBHBIX BO3MOKHOCTEH (IIpUBOAS K
JONOMHUTENBHBIM  [IaTEHTOCIIOCOOHBIM ~ BapMaHTaM  OCYLIECTBIECHMS), OJHAKO, CIEIyeT
OTMETHUTB, YTO 000 oxuH MM Oojee M3 ITHX IPU3HAKOB MOXKET OTIMYATBCSA M BCE XKe
HAXOJHUTHCS B Ipeienax oO0beMa HACTOSIIEr0 HM300peTeHHs — NPUBEICHHBIH HIDKE CITHCOK
npejcTaBiseT COOOMH JIMIIb OJAMH BAPUAHT OCYILIECTBIICHUS:

— OCYIIECTBISIOT JETEKTUPOBAHME M KOJIHMYECTBEHHOE OIPENCICHHE OTIMYAIOIIUXCS
3apsiI0M BapHaHTOB;

— JETEKTHPOBAHME OTJIMYAIOIIMXCSA 3apAIOM BapHAHTOB MPOUCXOJUT MPH JJUHE BOJIHEI
npubimsuTensHo 280 HM;

— KOHHIEHTpamms Oelika, 3arpyXKeHHOTO B KallMJUILp, cOCTaBiseT npubmusurensao 2,0
MI/MUT,

— crabunmsupyromas 100aBKa COAEP)KUT MOYECBHHY;

— KOJIMYECTBO MOYEBHHBI B CMECH COCTABJISACT MPUOIH3UTEILHO 2M;

— cMech conepkuT npubnu3utenpao 0,35% METHIIEIITIONO36I;

— niepBoe Harpsbrkenue coctasisier 1500 B;

— IIepBOE 3apaHee ONPEACTCHHOE BPpeMs COCTaBISET IMPUOTU3UTENHHO | MUHYTY;

— BTOpo¢ HanpskeHue cocrasisier 3000 B;

— BTOPOE 3apaHee OIPENSIEHHOE BPEMs COCTABIIACT IMPUOIU3UTEIHHO 7 MHHYT;

— KOHILIEHTpalus Oelka, 3arpy’>kKeHHOTO B KalMJUIAp, COCTaBIseT Npubau3uTensHo ot 1,0

1o 8,0 mr/mu;



— KOJIMYECTBO MOYEBHHBI B cMecH cocTasiisieT Oonee 0 M u menee npubnusurensao 8 M;

— cMmech Brimoudaer ot npubmmsurensHo  0,01% npo  mpubmumsurensro  0,35%
METUJILEIUTIONO03BI MITH HAXOAUTCS B JIIOOOM IIPOMEKYTOUHOM HHTEPBAJIC;

— IIepBOE HAMPSKEHHE COCTaBisier OoT npubnusurenso 1 B go oxonmo 3000 B wmm
HaXOJUTCs B JIIOOOM IPOMEXKYTOYHOM MHTEPBAJIE;

— IIEpPBOE 3apaHee OIPEHCICHHOE BPEMs COCTaBISIET OT MPUOIM3HUTENBHO | CeKyH/IBI 10
HNpUOTU3UTENILHO 5 MUHYT MIIH HAXOJUTCS B JTIOOOM IIPOMEKYTOUHOM HHTEpBAJIC;

— BTOpPOE€ HarpspKeHue cocrapisier or okoso 1 B nmo npubmusurensao 3000 B wnm
HAXOJIUTCS B JIFOOOM NMPOMEXKYTOYHOM WHTEPBAIIC; W/HIH

— BTOpOE 3apaHee OINpPEeNICHHOS BPeMs COCTABISAET OT MPUOMM3HUTENBHO 1 MUHYTHI 710
NPUONU3UTENHLHO 14 MHHYT WM HAXOAMTCS B IIOOOM IPOMEKYTOYHOM HHTEPBAJIC.

[0014] B HekoTOpbIX BapHaHTax ocyuecTieHust mnpemraraercs kamwoisip 1CIEF,
CKOH(MTYPHPOBAHHBIN /sl IPUMEHEHHSI B aHAIM3€ OTIMYAIOIIMXCS 3apsaom BapuanToB VEGF—
Trap, u OH BKIIOUAeT KamWUISP, CKOH(GHUTYPHPOBAHHBIM s TONydeHHs Oenka, u
CKOH(DUTYPHUPOBAHHBIN co CMECBIO amponuTa—HOCUTENS,  METWILEIIONO036l U
crabmnu3upyiomei 100aBku. Kamisip Takke MOXET CoepKaTh PTOPYTIIEPOIHOE MOKPHITHE.

[0015] B mHexkoTopslx BapuaHTax ocymiecTBieHus npemiaraercs Habop 1CIEF,
CKOH(UTYPUPOBAHHBIHN /ISt IPUMEHEHHS B aHAJIM3€ OTIHYAIOLINXCS 3apsaoM BapuanToB VEGF—
Trap, u oH COACPXUT OAMH WM OOJee KaMUIAPOB, CKOH(PHUIYPHPOBAHHBIX [UIS TOJYyYCHHS
O6enka M CKOHOQHUI'YPHPOBAHHBIX CO CMEChIO aM(OIUTa—HOCHTENS, METHJILEIUIION03bl |
cTabuIM3upyomen 100aBKH, IPUYEM KaIMUISIP COAEPKUT (PTOPYTIAEPOIHOE MOKPHITHE.

KPATKOE OIIMCAHUE 'PAOUYECKHMX MATEPHUAJIOB

[0016] ®uryper 1A-1F wusobpaxaior snexrpodoperpammsl  VEGF  Trap ¢
ucronb30BaHueM pasHelx amponutoB. Ha ®urype 1A, amdonur mnpencrasuser coboi
Pharmalyte™, mmeromunit pl, kotopas Haxoaurcs B nuanaszone 3—10; nva @urype 1B amdonut
npeacrapisier coboit komOunanuio Pharmalyte™ c pl, kotopast HaxoauTcst B [uanasone 5—8, u
Pharmalyte™, nmerommii pl, koropas Haxoautcst B nuanasone 8—10,5; va @urype 1C amdonur
npenctasisier coboi Servalyt™, wumeronmii pl, KoTropas HaxomuTCs B Auarna3zoHe 2-9; Ha
®urype 1D amdonur npexncrasnser coboit Servalyt™, umerommii pl, koTopas HaxoguTCs B
mranasone 4-9; na @urype 1E amdonut npencrasnser coboit Biolyte™, umerommuii pl, koropas
Haxoxutcst B auanazone 3—10; u na ®@urype 1F amdonur npeacrasusier coboil KoMOHHAIMIO
Pharmalyte™, wumeromero pl, xoropas nHaxomutcs B [uanasone 3—10, u Pharmalyte™,
nmetoiero pl, koropast HaxoauTCst B Auanasone 6,7-7.

[0017] Ha ®urype 2A-2E noka3ano cpaBuenue snekrpopeporpamm VEGF Trap mpu
pa3aMUHbIX KOHIIEHTPALUSX MOUEBHHEI.

[0018] Ha ®urype 3 mnokazano cpaBHeHue osnekrpodeporpammel VEGF Trap,
MIONYYEHHOW C IMPUMEHEHHEM CIIOCOOOB H303JEKTPHUECKOro (POKYCHPOBAHHS M KAIMIUIIPHOTO
M303JIEKTPUYECKOT0 (POKYCHPOBAHUS C JETEKTHPOBAHHEM HETIOCPEACTBEHHO B KaIMUIsIpE.

[0019] ®urypsr 4A-4G wimoctpupyior aHanu3 ¢pakuun OFFGEL VEGF Trap

(ppakmun  Ne5-NelO) ¢ mpuMeHEHMEM CIIOCOOOB H303JIEKTPUUYECKOTO (POKYCHPOBAHUSA H



KaIWLISIPHOTO M303JIEKTPHUECKOT0 (POKYCHPOBAHUSL C JCTEKTHPOBAHUEM HETOCPEACTBEHHO B
Karnujuispe.

[0020] Duryper SA-SF wmmoctpupyior snexrpodoperpammel RS VEGF Trap c
¢paxuusmu OFFGEL VEGF Trap B kauectBe BHyTpenHero cranjpapra (ppaxmun Ne5—NelO),
npoananusuposannsie Ha Our. 4A-4G.

[0021] Ha durype 6 moka3zaHo CpaBHEHHE DIEKTPO(EpPOrpaMmbl XOJOCTOH IMPOOBI H
VEGF Trap ¢ He3aBHCHUMBIM MapKepOM B Ka4eCTBE BHYTPEHHETO CTaHAapTa.

[0022] durypa TA  wunocTpupyeT  AneKrpodeporpamMmy  KarWUISPHOTO
H302JICKTPUYECKOTO (POKYCHPOBAHUSL C JCTEKTHPOBAHHMEM HEMOCPEICTBEHHO B KaIMIUISIPE
obpasna RS VEGF Trap ¢ o6o3naueanbiMu obnactssmu 1, 2 u 3.

[0023] ®urypa 7B  wunocTpupyer — pasiMude B BbIade  pE3yJbTaTOB
3NeKTpodeporpaMMbl  MEXIY CHOCOOOM H303JIEKTPHUYECKOTO (POKYCHPOBAHHS M CIIOCOOOM
KaIIISIPHOTO M303JIEKTPHYECKOTO (POKYCHPOBAHUSL C JCTEKTHPOBAHUEM HETOCPEACTBEHHO B
KarnuJuispe.

[0024] ®durypa 8 npeacTaBiseT AaHHBIE, MOJYYEHHBIE C IPUMEHEHHEM KallMJUIIPHOTO
M303JIEKTPUYECKOTO (POKYCHPOBAHHS C JACTCKTHPOBAHMEM HETOCPEACTBEHHO B KaIMIUIIspPE, 110
cpasHeHmio co crabunbHOCThIO VEGF Trap.

[0025] Durypa 9 mpexacraBiseT JaHHbIE CTAOMIBHOCTH, MONYYEHHBIE C IPUMEHEHHEM
KalWUIAPHOTO HM303JIEKTPHUECKOro (POKYCHPOBAHUS C JICTEKTHPOBAHHWEM HEIOCPEACTBEHHO B
Kalwuisipe, OCYIIECTBIsIEMOT0 Ha MO/ABEPraBIINXCS NPHHYAUTEILHOMY Pa3IoXKeHHIO obpas3iax
VEGF Trap.

[0026] ®uryper 10A-10C wuOCTpUPYIOT  CTATUCTHMYECKUH  AHAJIN3  JIAHHBIX
KallWUIAPHOTO M303JIEKTPHYECKOro (POKYCHPOBAHUS C JIETEKTHMPOBAHHWEM HEIOCPEACTBEHHO B
Kanuwuspe, npeaiaraeMsix Ha durype 9.

[0027] dwurypa 11 mnpexncraBisier AaHHbIE, OTHOCAILIMECS K JHMHEHHOCTH criocoba
KaITWIIAPHOTO H303JICKTPUYECKOr0 (POKYCHPOBAHHUS C JICTEKTHPOBAHUEM HETOCPEACTBEHHO B
KarnuJuispe.

[0028] Ha ®urype 12 moka3aHO CpaBHEHHE OSJIEKTPOPEpOrpaMM KarWLISIPHOTO
H302JIEKTPUYECKOTO (POKYCHPOBAHHSA C ACTEKTHPOBAHHEM HETOCPEIACTBEHHO B KAaIMIUIIPE TPEX
obpazuoB amponuTa.

[0029] @urypst 13A-13D wUIIOCTPUPYIOT  CTATUCTHYECKMH  aHAJM3  JIAHHBIX
KalUISIPHOTO HM303JIEKTPHYECKOr0 (POKYCHPOBAHUS C JCTEKTHPOBAHHWEM HETOCPEACTBEHHO B
Karmusipe, MOJIydYeHHBIX U3 ucTopuyeckux oopasuos VEGF Trap.

ITOZAPOBHOE OITMCAHUE U30BPETEHUA

[0030] B wHacTosmeM JOKYMEHTE OIHMCaHbl crmocoObl M CHCTEMbI JJisi aHaM3a
OTIIMYAOIIUXCS 3apsSA0M BapHAHTOB pa3in4HbIX Oenkos, Hanpumep, VEGF Trap. VEGF Trap
npeAcTaBisier coboil CIuTHIH OeNloK, COJEpXKaIMil IOCIEeNOBATEILHOCTD, IOKa3aHHYIO B
Tabmue 1. Bmecro Toro, uroOsl BblaBaTh pe3yibTaT O pacHpelesIeHHH OTIHYAIOLIHXCS
3aps/IOM BapUaHTOB ITyT€M T'PYIIIHPOBAHUSA 10JOC 3—9 B M30IEKTPHUECKOM (OKYCHPYIOLIEM

IClic, 4TO ABJACTCHA O,HOGpGHHLIM B HACTOALICE BPCMA CII0CO00OM AHAJIIM3UPOBAHUA VEGF Trap, B



criocobax M CHCTEMax, OIMCAaHHBIX B HACTOSIIEM JOKYMEHTE, OOBIYHO HCIIONB3YIOT
KaIlIISIPHOE  M303JIEKTPUYECKoe (POKYCHUPOBAHHME C JETEKTHPOBAHMEM HEIMOCPEICTBEHHO B
Kanwuisipe, YToObl M3MEPUTh TeTEPOTreHHOCTH 3apsiia B IPOLICHTaX M30(OpM OTIMUAIOLIMXCSH
3apsiIoM BapHaHTOB, M IPYNIUPOBATh HX B TPU pasjIMyHbIE 00JaCTH IEKTpodoperpaMmsl. ITOT
IOJIXO/ K BbIJaue Pe3ysIbTaTOB MOXET ObITh 00jiee YyBCTBUTENIBHBIM K M3MEHEHHUAM, KOTOpbIE
HabmonaoT B n3opopmax obpasnos VEGF Trap, kak ynoMuHaiIoCh paHee.

Tadauua 1 — [MocaenoBareabnocts VEGF Trap
Beao IMocnexoBaTeabLHOCTDH SEQ

K ID NO
SDTGRPFVEMYSEIPEITHMTEGRELVIPCRVTSPNI
TVTLKKFPLDTLIPDGKRIIWDSRKGFIISNATYKEIGLLTC
EATVNGHLYKTNYLTHRQTNTIDVVLSPSHGIELSVGEK
LVLNCTARTELNVGIDFNWEYPSSKHQHKKLVNRDLKTQ
SGSEMKKFLSTLTIDGVTRSDQGLYTCAASSGLMTKKNS
TFVRVHEKDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLM 1
ISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTK
PREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKAL
PAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLV
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSK
LTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPG

VEG
F Trap

[0031] Cnenyromue abOpeBHaTYphl HCIIOIB3YIOTCS 10 BCEMY HACTOSAIIEMY PACKPBITHIO!

— 1CIEF — xamwuispHOE H30IEKTPUYECKOe (OKYCHPOBAHHE C JICTEKTHPOBAHUEM
HETIOCPECTBEHHO B KaIIMILISAPE

— IEF — usoanexrpuyeckoe GOKyCHpOBaHHE

— pl — u303MIEKTpHYECKAs TOUKA

— RS — cranpaptabIil 06pazen

— DS — nekapcTBeHHast CyOCTaHIIS

— DSI — unrepmenuar jieKapcTBEHHON CyOCTaHIINU

— FDS — nexapctBennas cyOcTaniys B COOPMHPOBAHHON CMECH.

[0032] CrocoOsl ananu3upoBaHust OTHHYarouIuxcs 3apsigom BapuantoB VEGF Trap
OOBIYHO BKJIFOYAIOT 3arpy3Ky oOpasua Oelika B pa3fenuTeIbHBIH Kalnuisip, KOTOPBIH COAEPKUT
CMeCh, IO MEHbBHICH Mepe, aMQOIMTa—HOCHTENs, METHILEIUIION036I U CTaOMIM3UPYIOIIeH
n00aBKH, MPHUKIAJBIBAHUE TIEPBOTO HANPSHKCHHS B TEUCHHE TIEPBOr0 3apaHee OIpPEAeNICHHOIrO
Iepuojia BPEeMEHH, Takoro, uto amponuT—HOcHTeNb oOpasyer rpamueHt pH B mpenenax
KaIuisipa, MPUKIaJIbIBAHNE BTOPOTO HAIPSHKCHHUA B TEYCHUE BTOPOTO 3apaHee ONPEAECICHHOTO
Hepuo/ia BpeMEHH Uit GOKYCHUPOBAHHS MUIPAIIMH OTIMYAIOIIMXCS 3apsiloM BapHaHTOB O€Jika B
npefenax Kamwuisipa, Takoro, 4ro OOMIMIl 3apsii BapuUaHTOB SBJISAETCS HEHTPAIbHBIM, H

ACTCKTHUPOBAHUEC U KOJIMUCCTBCHHOC OIPCACIHCHNEC OTIIMHAIOIUXCH 3apsA/IOM BapuaHTOB Ocika.



[0033] B pasgenurenbHbll  Kamuusip MokeT Obith 3arpyxxen VEGF Trap B
KOHICHTPALMU, KOTOpas HAXOMUTCS B AMana3oHe or okoino 0,5 Mr/Mi 10 OKojno 2 mr/mi.
Hanpuwmep, B pasaenurenbHbli kanmmusip MoxeT ObITh 3arpyxed VEGF Trap B koHIEHTpanuu
okono 0,5 mr/mu, okomo 1,0 mr/mu, okomo 1,5 mr/mu unu okono 2 mr/mi. B HeEKoTOpHIX
BapMaHTaxX OCYIIECTBICHUS B pa3lelnuTeNpHbll Kanmwuwip 3arpyxkaioor VEGF Trap B
KOHIIGHTpaLuu okoJo 1,0 Mr/mur.

[0034] KonuuecTBO METHIIIEILIIONO3bI B CMECH MOXKET HAXOIUTHLCS B JIMANA30HE OT
okono 0,01% mo oxono 0,35%. Hampumep, KOJIWYECTBO METHIILIEIUTIONO3BI B CMECH MOXKET
cocrasiisith okosio 0,01%, oxono 0,05%, oxoino 0,10%, oxono 0,15%, oxono 0,20%, oxoino
0,25%, oxomno 0,30% wnu oxono 0,35%. B HEKOTOPHIX BapHaHTaX OCYHIECTBICHHUS KOJIHMYECTBO
METHIJILEIUIIONIO3b] B cMecH cocTasiisieT okoJjio 0,35%.

[0035] Uro xacaercs 1epBOro HAIpPsDKCHUS, OHO MOKET HAXOAMTHCS B JIMANA30HE OT
npubmisutensHo | B po mpubnmsurensuo 3000 B. Hampumep, mepBoe HanpsHoKeHHE MOXKET
cocrasiisiTe okoyio 1 B, oxosno 100 B, oxosio 500 B, oxosio 1000 B, oxosio 1500 B, oxosio 2000
B, oxono 2500 B wmnu okono 3000 B. B HekoTOphIX BapHaHTaxX OCYILECTBIEHHUS IEPBOE
HarpsbkeHue cocrasisieT okosio 1500 B.

[0036] Bropoe HampspKeHHE TAKKE MOXKET HaXOIUTHCSA B TUATIA30HE OT MPHOIH3UTEIBHO
1 B o oxono 3000 B. Hanmpumep, BTOpoe HAIpPsHKEHUE MOKET COCTaBIIsTh 0Koyio 1 B, oxomno
100 B, oxomxo 500 B, oxosno 1000 B, oxono 1500 B, oxono 2000 B, oxono 2500 B wiu oxoso
3000 B. B HexkoTOpBIX BapHaHTaX OCYLLECTBJICHHS BTOPOE HaIpsbkeHue cocrasiisieT okosio 3000
B.

[0037] IlepBoe 3apaHee OINpEeAEICHHOE BPEMsI MOKET HAXOJUThCSA B JHAIIa30HE OT OKOJIO
1 cexynmsl no oxono 5 muHyr. Hampumep, nepBoe 3apaHee OIPEIEICHHOE BpPEMs MOMXET
cocTaBisTh 0K0JIO 1 cexynsl, okoio 10 cexynn, okono 20 cexynn, okono 30 cekyna, okoso 40
cexyHJ1, okoio 50 cexynn, okosno 1 Munytsl (60 cexynn), okono 1,5 munytst (90 cexynu), okomo
2 munyT (120 cexynm), okono 2,5 munytsl (150 cexynu), oxono 3 munyt (180 cexyHn), OKoOJO
3,5 munytsl (210 cexkynn), okono 4 munyt (240 cexynn), oxono 4,5 munytsl (270 cekyHn) win
okono 5 munyr (300 cexynm). B HeKoTOphIX BapHaHTax OCYHISCTBICHHS IEPBOE 3apaHee
OTIpEICTICHHOE BPEMsI cOCTaBIIsieT 0koJio 1 MuHyThI (60 cexyHn).

[0038] Bropoe 3apanee onpeaescHHOE BpeMsi MOXKET HaXOAUTHCS B JHAa30HE OT OKOJIO
1 munytsl 10 okono 14 munyr. Hampumep, BTOpOe 3apaHee ONPEICIHCHHOE BPEMS MOXKET
COCTaBIIATh OKOJIO | MUHYTBI, OKOJIO 2 MUHYT, OKOJIO 3 MHHYT, OKOJIO 4 MUHYT, OKOJIO 5 MHHYT,
OKOJIO 6 MHHYT, OKOJIO 7 MMHYT, OKOJIO 8 MHHYT, OKOJIO 9 muHyT, okosio 10 munyr, oxomno 11
MHUHYT, OKoJo 12 MuHYyT, okono 13 munyr mnu okosio 14 muHyr. B HekoTOphIX BapmaHTax
OCYILIECTBJIEHHS BTOPOE 3apaHee OINPEAEIICHHOE BPEMS COCTABISAET OKOJIO 7 MUHYT.

[0039] B cmecu moxeT OBITH UCTIONB30BaHA JIF00As MOoAXOoAsMIIas [o0aBka. B HEKOTOPHIX
BapHAHTAaX OCYIIECTBICHUS B KauecTBE J00aBKH MOXET OBITh BBI'OJHBIM HCIOJIH30BAHUE
MoueBHHBI. Hampumep, MOkeT OBITh BBINOJHBIM BKIIFOYaTh B cMech 2 M moueBuHy. B cmech
TAK)K€ MOXHO BKJIIOYATh pa3iiMuHbie peareHThl (aM(oiuThl), Kak Ooliee MOAPOOHO ONMHCAHO

Hiwke. B ogaoM Bapuante ocyuiectsiieHus VEGE Trap 3arpyxaroT B Kanmuisip B KOHLCHTPALUH



1,0 Mr/mi ¥ aHaIM3UPYIOT C IPUMEHEHHMEM CI0oco0a KarWUIIPHOTO HM303JEKTPHIECKOrO
($oKycHpOBaHMSA C JCTEKTHPOBAHHEM HEIOCPEJACTBEHHO B KAIMUIApE, KOTOPBIH HCIOIb3YeT
cmeck 0,35% mermnnennonossl, 2 M moueBunbl 1 3% amdomnuta, koropas umeet pl 3—10.

[0040] Peacenmuor u o6opyoosanue. Tabmuua 2 HIKE NPUBOIUT peareHTh! (aM(OIUTHI)
1 00opyoBaHKE, NIPUMEHAEMOE B COOTBETCTBUM C HEKOTOPBHIMHM BapHAHTaMH OCYILECTBIICHUS
HACTOSIILIEr0 PACKPBITUA. B NpuBeIeHHBIX IpUMEpaxX UCIIOIb3YETCS aHAIN3ATOP OTIMYAIOLIHXCS
sapsinom BapuaHToB 1CE3 (ProteinSimple®). Ecim He yxa3aHo uHOe, mnpu pa3paboTke H
XapaKTEePUCTHKE CIOCO0a B KAYECTBE MCCICAYEMOro Iperapara HCIIONb30BaJM CTaHIAPTHBIN
obpazery VEGF-Trap (RSVITV-5).

Tab6auua 2 — [Ipumep peareHTOB U APYTrUX NPUMEHSIEMbIX KOMIIOHEHTOB
Oo0pa3seu Pearent

Pharmalyte™ 3—-10
Servalyt™ 4-9
Servalyt™ 2-9
Pharmalyte™ 5-8
Pharmalyte™ 8-10,5
Pharmalyte™ 6,7-7,7
Biolyte™ 3-10, 40%

Mouesnna

MeTtunmemnonosa
Mapxep pl (5,12, 7,05, 7,65)
1CE3 ProteinSimple®

Ilpumep, no menvuieil mepe, HEKOMOPHIX APUAHIOE OCYULECMGNIEHUSA:

[0041] CxpuauHr amdonnTa NepBOHAYAILHO OCYLISCTBIISIOT HA OCHOBE [Iuara3oHa pl u
ucToynuka amdonutoB. Yersipe amponuTa, KaKIbld U3 KOTOPBIX OXBATHIBACT YHHUKAJIHHBIN
auanazoH pl, 3akymailoT M3 TpeX pa3HBIX MCTOYHMKOB. AMGDOIUTH aHAMBUPYIOT C
UCTIOJIb30BAHMEM CIIEIYIOIMX UCXOIHBIX JaHHBIX:

— KoHIeHTparwms Oenka 2,0 Mr/mi,

— 2 M MoueBHHa,

—0,35% METHUIIIEILIIONO035I,

— 1 munyra npeasaputensHoro ¢poxycuposanus pu 1500 B u

— 7 munyT ¢poxycuposanus npu 3000 B.

[0042] Durypst 1A-F wwmmoctpupyiorT osnektpodeporpamMmy, TOTYYCHHYIO C
NpPUMEHEHHEM IIeCTH [uara3oHoB amponuros ¢ anammszaropoMm 3apsiga 1CE3. Hcmnonssyior
CIICIYIOILHE {Mara30Hbl aM(OITHTOB!

®urypa A — Pharmalyte 3—10 ®urypa B — kombunuposanusiit Pharmalyte 5-8/8—10,5

@urypa C — Servalyt 2-9 ®urypa D — Servalyt 4-9

®urypa E — Bio—Lyte 3-10, 40% ®urypa F — 3-Blend 3—-10 u Pharmalyte 6,7-7,7



[0043] BoiOpanHblii 0esok. AMpONUTHI, KOTOpbIe HaxonaTcs B auanaszone pl 3-10,
BbIOMpaioT B KayecTBe obuiero nmpodwmis snexrpodeporpammsl iCIEF, Tak kak onu Hambosee
ONM3KO HANIOMHHAIOT SJIEKTpodeporpaMMy U3 OJ00OpEHHONH B HACTOSILEE BpeMs IpPOLEAypHl
aHanu3a oTiMyaronmxcs 3apsgaom BapuantoB VEGF-Trap (cmorpu, Hanpumep, u3obpaxeHnue
IEF nokasano na @urype 3).

[0044] OnTuMuzanusi MouyeBHHbLI. OnTummsaims crnocoba, B COOTBETCTBHH C
HEKOTOPBIMU BApHUAHTAMH OCYILECTBIECHHUS, TAKKE BKIIOYACT HM3MEHEHHE KOHLCHTpALUU
MOYEBHHBI (OT OTCYTCTBHS MOYeBHHBI 10 8§ M). ®urypsr 2A-2E WUIIOCTPUPYIOT BIIUSHUE
MOJI0OHOTO M3MEHEHHSI KOHICHTPAIIMH MOYEBUHBI Ha 3ekTpodeporpamme odpasua RSVITV-5
VEGF-Trap. XoTs CHW)XEHHE KOHIEHTPAIMM MOYEBHHBI OOBIYHO YIIYYIIACT Pa3pEIIAOLIYI0
CIIOCOOHOCTH, OBUIO OOHAPYKEHO, YTO YBEJIMYCHHBIH YpPOBEHb MOYEBHHBI (8M) MpHUBOAHMT K
CHIKEHMIO paspemaromeii criocodrnocti. Oquako, VEGF-Trap, noBTOpHO pacTBOpPEHHBIH MpH
€CTeCTBCHHBIX YCIOBHMAX (0€3 MOYEBHHBI), HMEN CXOXHE TIPOOJIEMBl CO CHIKCHHOMN
paspemramne CrnocoOHOCTbIO M HEHOCTATOYHOH BOCIPOU3BOAMMOCTHI0. (COOTBETCTBEHHO,
O0IIMii MaTTePH MHKOB M pa3peraroinas CriocOOHOCTh OB COTIOCTABUMBI IPYT C IPYTOM JUIs
VEGF-Trap npu BeIIeI€HHH C IPUMEHEHUEM KOHIICHTPAUU MOYEBHHBI [-3 M.

[0045] JlonomHUTENbHBIE SKCIIEPUMEHTBI IIPOBOJMIN C NPUMEHEHHEM 2 M MOuE€BUHBI
IVt ONTHMHM3ALMKM KOHUEHTpauun amdonura 3-10 u xonuentpammu Oenka. Purypa 3
WUTIOCTPUPYET 3IEKTPOQeporpaMmsl, MojiydeHHbIe ¢ mpuMeHeHueM 2 M mouesunsl, 0,35%
meruinenonossl U 3% amdomura 3-10 npu  konumentpammu Oenka 1,0 mr/mon
Onexrpopeporpammy 1CIEF cpaBHuBamu ¢ apyroit anekrpodeporpamMmort u  Jaenainu
npeaBapuTensHoe obo3HadeHue nukos (Purypa 3).

[0046] XapakTepucTuka Meroaa. IIpodwmis oOwmero 3apsja ¥ HAaTTEPH IIHKOB,
HOJYYSHHBIX ¢ IpuMeHeHneM metoza ananusa iCIEF, Ol cornocTaBUMBI € POGUIIEM TTOJIOCHI
IEF (xak moxazano Ha ®urypax 2A-2E). Tem He meHee, 4TOOBI JOMONHHUTEIBHO IMOHATH H
COIIOCTaBUTh TMaTTepH Iojoc Meroja ananu3a IEF ¢ marrepHoM nHKOB, MONYyYEHHBIX C
npuMenenneM ananuza iCIEF, 6su10 nposesneno ¢pakuunonnposanne OFFGEL o6pasna VEGF-
Trap. @paxkiuu OTAEHBHBIX OTJIMYAIOIIMXCSA  3aps/JOM BAapUAHTOB, IIOJNYYEHHBIX M3
anekrpodopesa OFFGEL, ananusupyior ¢ npumenenuem meronos ananuza IEF u iCIEF. [Ins
¢pakauonuposanus cranpapraoro oopasua VEGF-Trap ¢ ero m303J1eKTPUYECKUMH TOYKAMH,
npumeHsroT (pakuuonarop Agilent 3100 OFFGEL, a otnensable H30OPMBI, U3BJICUYCHHBIC B
BUJC KHIKHX (pakuuil, aHAIM3HPYIOT C npuMmeHenueMm 1Byx crocobos, IEF u iCIEF. RS
VEGF-Trap ¢hpakiuoHUPYIOT ¢ UCMOIBL30BAHUEM TIOJIOCOK ¢ (PHKCHPOBAHHBIM rpaaueHToM pH
(monockn IPG) ¢ pH 6-9, xoropslil mokpeiBaer auanaszoH pl omimMuaronmxcs 3apsgoM
BapuanToB, HaOmonaemeix st VEGF-Trap. [logpoOnas cxema >KCIIEpUMEHTa M pa3/eiCHHUs
BBITJISLIAT CHEIYIOIIM 00pa3oM:

[0047] 1) mcxomuslit pacTBOp MoONy4aroT myteMm oboseaunenus 2,3 mu 50% rimnepuna,
230,4 mxn 6ydepa IPG (pH 6-11) u 16,64 M Boas! i noirydenus obmero oosema 19,2 .

[0048] 2) pactBop VEGF Trap nonyuator myrem nobasnenust 73 mxr VEGF (4,2 mr)

12 Mt ucxoqHOTO pacTBOpa U 3 Ml BOJBI.
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[0049] 3) pactBop mns perugparanuu nojocku IPG monyuaioT B U30BITKE MyTeM
obwvemunenus 1,15 M Boas ¢ 4,6 MIT HCXOAHOTO PACTBOPA.

[0050] 4) renesrie nonocku IPG, nuanazon pH 6-9 (24 cm), pacnonararor Ha Kaxiou
APYroi TOPOKKE JBYX MHCTPYMEHTAIBHBIX JIOTKOB M 24 paMKH JYHOK (PMKCHPYIOT HaJ HHUMHU.
JUida peruaparanuy IOJIOC, 3arpy3KH aHTHUTEIN, 3arpy3KH JIOTKOB HAa MHCTPYMEHT IIPUMEHSIOT
crangapTHbiii nportokon Habopa OFFGEL (cMotpm, pykosonctso mnons3oBaresnss OFFGEL:
Agilent 3100 OFF GEL Fractionator Kit quick Start Guide, 5th Edition Sep 2010).

[0051] 5) npumenstor  Temmeparypy  miatdopmel  20°C.  CraHgapTHBIH
HHCTPYMEHTANBHBIN cr1oco0 ¢okycupoBanus Oeiika st YCTAaHOBKM HA 24 JIYHKH MPOBOIUIICS C
HCIIOJIb30BaHUEM IIOCTOSIHHOTO ToKa 50 MKA ¢ HacTpoikoi MakcuManbHOro HarmpspkeHus 8000
B u nHactpoiikoit MakcumansHOM MoiHocTH 200 MBT.

[0052] 6) ciiycTst 34 4 PppakIMOHMPOBAHHSL, IPOTOH OCTAHABIMBAIOT U MOAOOHBIE HOMEpA
JTYHOK C KXIOH JOPOXKH [UIf JIYHOK C 3 10 12, 00beIMHSIOT, TIOCHE Yero 3aMEHSIOT BOJOU H
KOHIIGHTPHUPYIOT TIepel aHATM30M MPUOIHU3UTENHHO B 5 pas.

[0053] 7) xonwmuecTBa aHTUTEN B KaxAOW (pakimuu OMPEIACNSIOT IMyTeM H3MEPEHHS
nornomeanss Ha Nanodrop mpu 280 uM ¢ ko3ppummentom skcrunkuuu 1,15. Opma u3
HHCTPYMEHTOB OTIpE/ICICHUS KOHLIICHTPAIMH (PpaKiim, a 3aTeM yMHOKEHHE oObeMa (ppakiuu Ha
KOHLIEHTPALHUIO.

[0054] Bxpatue, 4,2 mr RS VEGF-Trap ¢pakunoHupyioT ¢ npumMeHeHueM 12 mojaocok
IPG B Teuenue 32 yacoB; oTAeNbHbIC (PAKIUU U3 KAKIOH MOJIOCKH, COOTBETCTBYIOIINE TOMY Ke
caMoMy Juana3oHy pl, oObEAMHSIOT M KOJMYECTBEHHO OIpelesiioT rocie auanusa. [locne
($pakuMoHMpOBaHUsS B OOIIEH CIOXXKHOCTH aHAIM3UPYIOT cemb (pakuuil (Ppaxmuu 4-10),
KOTOpBIE MMM JIOCTaTOYHOE BOCCTaHOBIeHHE, ¢ ucnoib3zoBanueM IEF u 1CIEF. ®pakmun
aHaM3KUpYIOT aByMs myTsmu: Otaensubiil anamus ¢pakiuit OFFGEL (4-10) ¢ npuMenenuem
meronoB ananmusa IEF u iCIEF (cMmotpu ®urypy 4) u ¢ 100aBJICHUEM B Ka4eCTBE BHYTPEHHETO
crangapra ppakuuit OFFGEL (5-10) 8 RS VEGF-Trap ¢ nocnenyrommm anaau3omMm o0pasios C
BHyTpeHHUM cranaaprom ¢ npumenenuem IEF u iCIEF (®urypa 5). Tabnuna 3 mpuBomut
(dpakuuy ¥ COOTBETCTBYIOIEE KOMUYECTBO, MOJIYYCHHOE B MCCIICAOBAHMH (PPAKLHUOHUPOBAHUS
OFFGEL.

Tabanua 3
Opaxius OFFGEL Neo Komnt. 6enka (mr/mn) [MomyueHHBIH 00BEM (MKIT)
3* 1,229 15
4 1,628 98
5 1,884 104
6 2,909 113
7 3,498 124
8 3,56 124
9 3,326 124
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10 2,098 110
11* 1,235 94
12* 2,574 15

[0055] B nononuenue x ananuzy ¢ppakuuit OFFGEL ne3aBucumo ¢ npumenenuem IEF u
ICIEF, ¢paxuuu (5-10), xotopsie gamu 6osee BBICOKOE BOCCTAHOBIICHUE, MMEIH BHYTPECHHUI
cragnapt ¢ coornomenueM 1:0,1 (RS VEGF-Trap : ¢pakuus) 1 uX aHAIM3UPYIOT C TIOMOILBIO
ABYX CIIOCOOOB aHaM3a OTIMUAIOIIMXCA 3apsaaoM BapuaHToB. durypa 5 uinocTpupyeT naHemb
anekrpopoperpamm ¢ RS VEGF-Trap B kauecTBe BHYTPEHHEro cranjpapra ¢ (pakmusMu
OFFGEL (5-10) VEGF-Trap, xoTopsle aHaIU3UupYIOT ¢ IpuMeHeHneM Mero1o8 ananusa iCIEF
(Bepxusis nanenb) u IEF (mwkuss nanens). s xaxmpoi m3 ¢pakuuit OFFGEL B kxauectse
BHYTpPEHHEro cTangapta B RS, cooTBeTcTByIommii KOHTponsHBIH RS (6€3 BHYTpeHHEro
cTanjgapra) HaknaaeBaioT Ha Meronsl ananm3a IEF u iCIEF. IlepexpwiBanue o00pa3ioB ¢
BHYTPEHHUM cTaHmaproM u 6e3 BHyTrpenHero crangapta (RS+OFFGEL u RS) momoraer B
BHU3YyalH3allMy U MOHMMAHUU KOPPEJSLUM MaTTEPHOB IMKOB Mexay Meronamu aHaiusa IEF u
ICIEF. B xax/10ii maHenu yCUJICHHE BH/IOB 3apsI0B, COOTBETCTBYIOIMX (DPAKIHH C BHYTPEHHHUM
CTaH[IAPTOM, BBIICICHO CTPENIKOH, HauWHaromedcs oT kucheix (pakmuit (Purypa 5A) no
ocHOBHBIX (pakunii (Purypa SF).

[0056] Koppensiust mexay narrepaoM nosiocsl IEF Ha ocHOBe renst ¥ maTrepHOM IHKa
1CIEF na ocnoBe xamwuisipa Obita oueBuaHa u3 aHanmsa ¢ppakunit OFFGEL. U3 ®@uryp 4 u 5
(aHaNMM3 OTENBHBIX (pakLMil BMECTE C (PpaKUUAMH C BHYTPEHHUM CTaHAAPTOM) MOKHO CIENaTh
BBIBOJ], YTO pasjesieHue u30(popM 3apsiga, KOTOPOE IOCTUIal0T C IIOMOLIBI0 OJ0OpPEHHOrO B
HacTosee BpeMs Merona Ha ocHose reins IEF, sBiseTcss CpaBHUMBIM M CXOKHM C NATTEPHOM
IIMKOB, TIOJYYEHHBIM C IIPUMEHEHHEM criocoba Ha ocHoBe Karniuwsipa iCIEF s VEGF-Trap.

[0057] Bsblaaua pe3yabTaTOB O pacnpefe/JleHMd OTIHYAKINUXCHA  3apsioM
BapuaHTOB ¢ npuMeHenueM Metoaa iCIEF. Ono6pennsiit B Hactosiee Bpemst meto IEF s
pacnpeneneHus omMuaronuxcs 3apsaom BapuaHtoB VEGF-Trap ykaspiBaeTr Ha MpOLEHT
JMCIIEPCHUU 3apsijia ImyreM rpynnuposanus noixoc 3—9 8 rene IEF. [IpouenTs! minomann nonoc 3—
9 0600maTcs W MPUBOASTCS C HCIOJIB30BAHMEM, HAIPHMEP, MHUOTIOOMHA (HE3aBHCHMOTO
Mapkepa Oellka) B KauyeCTBE PYKOBOJICTBA MJisi OINpPEHEIICHHS YHCIa TIOJOC Ha OCHOBE pl
muornobuna. Kpurepuil npHeMiIeMOCTH B COOTBETCTBHHM C JCHCTBYIOIMMH TEXHHYECKUMHU
tpeboBanusmu (SPEC) st merona IEF cocrasnsier 82% (monocsr 3-9).

[0058] Ananormunsiii moaxox ObUT MpHHAT Ans HOBoro meroaa anammsa ICIEF, rae
He3aBUCHMBIH Mapkep u3 ProteinSimple, pl 7,05 Marker kat. Ne 102226 nob6asnsiror B Mactep—
mukc (master mix) iCIEF B kauectBe BHyTpeHHero cranpapra (2 M wmouesuna, 0,35%
MeTrnenono3sl, 3% amdonura 3-10). Dnekrpodeporpamma iCIEF ¢ mapkepom 7,05 B
KauecTBe BHYTPEHHETO CTaHJapTa B MacTep—MHKcCE Ioka3aHa Ha Durype 6 (BepxXHsist IaHEIDb),
IUIst KaJTMOPOBKM MCIIONB3YIOT orpaHuumBaromue mapkepsl pl 5,12 u pl 9,50 B macrep—muxkc.
Hwxnsiss manens Ha Purype 5 wwnoctpupyer snekrpodeporpammy iCIEF RS VEGF-Trap,

HATOKCHHYIO Ha XOJIOCTYI0 IpoOy, cojepskamryro Mapkep 7,05 B kadecTBe BHYTPEHHETO
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CTaHJapTa, KOTOpBIN OyayT npuMeHsTh Uit uaeHTudukanum [uka 5 B npodune obpasia iCIEF
VEGF-Trap. ITuk 7,05 mapkepa murpupyert npu pl mexay nukamu 4 u 5 1 3170 OyIeT CIyKUTh
JUTsE OTIPE/ICIICHHsI OCHOBHOTO THKa 6 B kiactepe ocHOBHBIX n3odopm VEGF-Trap (ITuxu 5, 6 u
7).

[0059] Bmecro Toro, utobsl aemoHcTpupoBarh nuku 3-9, kak B merone IEF, meron
iICIEF (B COOTBETCTBMM C HEKOTOPHIMH BAapHAHTAMH OCYLIECTBICHHS) IEMOHCTPHPYIOT
reTeporeHHocTh 3apsna obpasna VEGF-Trap B npoueHTax u30(OpM OTIHYAIOLIUXCS 3apsiioM
BapHUAHTOB, CTPYIIIMPOBAHHBIX B o0nacTh 1 (Kuciyo), obnacts 2 (HEHTpanbHyI0) H 06JacTh 3
(ocnoBuyio). Knactep u3 Tpex OCHOBHBIX IHMKOB (HOMepa TMKOB S5, 6 u 7) Ha
anekrpopeporpamme 1CIEF VEGF-Trap, xotopble MUTPHPYIOT BOKPYT HEHUTPaJIbHOTO
nranazona pl M KOTOpBIE COOTBETCTBYIOT Haubonee 3aMeTHBIM wm3odopMam, Oyayr
CTpYIIHPOBAaHBl Kak obnacTs 2 (HeiTpansHas). Cpeau KiacTtepa U3 TPEX IMHKOB Pa3THYAMYIO
130(OpMy, COOTBETCTBYIOLIYIO TIJIABHOMY IHKY 5, KOTOPBIH MHUIpPHpPYET K KOHKpETHOH pl,
HACHTUPHUIHPYIOT C MCIONB30BAaHHEM HE3aBHCUMOTro Mapkepa pl 7,05 B kauecTBe BHYTPEHHETO
CTaHIapTa B MHBEKIIMH XOJNOCTOH MpoOsI, Kak mokasano Ha Purype 7. O6macts 1 (xucnas) B
obpasue iICIEF VEGF-Trap yka3sIBaeTcsi Kak rpyiia IMMKOB, KOTOPBIE SBJIAIOTCS OTHOCHTEIILHO
KHCIBIMH 110 CPaBHEHHMIO C KJIacTepoM H3 Tpex OCHOBHbIX nukoB (Iluku 5, 6 u 7) Ha
anexrpodeporpamme VEGF-Trap. O6macts 3 (ocuHoBHasi) B obOpasue iCIEF VEGF-Trap
YKa3bIBAa€TCH Kak rpyIlia MHKOB, KOTOPHIE SABJIAIOTCS OTHOCHUTENIBHO OCHOBHBIMH 10 CPABHEHHIO
C KJ1acTepoM u3 Tpex ocHOBHBIX mukoB (ITuku 5, 6 u 7) na snekrpodeporpamme VEGF-Trap.

[0060] IToxxon k BwIgA4e pe3yNbTATOB C HCIOJb30BaHWeM obnactu 1, 2 u 3 pgaer
IpEeUMyIIecTBO 0ojiee KECTKOro KOHTpOJNs Haja H30(popMaMHM OTIMYAIOIUXCA 3apsiIoM
BapHaHTOB IIOCPEICTBOM MOHHTOpHHra Tpex obnacreit (O6mactu 1, 2 m 3) B orinmuue OT
TpaJuLMOHHOrO TrpynnupoBanus mnoigoc 3-9 wmerona IEF wa ochose rens. durypa 7B
WUIIOCTPUPYET pasiuuus MexXAy Bbliayeil pesynbraroB IEF u Belmadenn pes3ysibTaToB B
COOTBETCTBHM C BapuaHTamu ocymiectsiieHuss Metofa iCIEF mo Hacrosiuemy pacKpbITHIO.
Kpome Toro, Beigada pe3ynbTaroB B cirydae obnacreit 1, 2 m 3 maer merony ananusa iCIEF
YHHUKaJIBHOE TIPEMMYIIECTBO B €r0 UYBCTBHTEIBHOCTH K W3MEHEHHSIM B u30popmax
OTIMYAIOMIMXCS 3apsi/IoM BapHAHTOB HAMHOI'O paHbIIE, Y€M B TPAJUIMOHHOM IOAXO0JE. IDTO
nenaer ananu3 1ICIEF mamuoro Oonee YyBCTBHUTENLHBIM B €r0 IOKA3aHUAX H JyYIIUM
MoKa3zareneM CTaOWJIBHOCTH, YeM Tpensiayinas rnpoueaypa ananmmusza IEF. B Tabmune 4 mmke
NpUBEIACH TMpHUMEp CTaOMILHOCTH, YKa3blBag HA CIIOCOOHOCTH HOBOTO TMOAXOJa K
TPYIIITMPOBAHUIO, IPUHATOTO Uit MeToaa aHanu3a iCIEF B oTiimume oT TpaauLMOHHON BBIJAYH
pesynbratoB 3-9 anaimza IEF. O6pasust VEGF-Trap, ucrnonb3yemple B YCKOPEHHBIX
HCIILITAHUAX Ha CTaOMJIBHOCTB, AHATU3UPYIOT C TnpuMmeHeHuneM HoBoro anamm3a ICIEF c
MOMOILBIO JBYX TOJXOMOB K OTUETHOCTH — TpPYNIHPOBAaHHUIO 10 objacTsM M mukam 3-9
aHasiornyHo Mmeroany aHanusa IEF u B cpaBHEHMH ¢ HCTOPMUECKHMHU pe3ysibTaTaMH M3 METOAa
ananusa IEF.

[0061] B Tabnuiie 4 (H1Ke) MOXKHO BHIETH, YTO TIOJXO0/I K TPYIIMPOBAHUIO 10 00IaCTIM

1, 2 ¥ 3 sBuseTCS HAMHOrO Ooliee YYBCTBUTCIIBHBIM H CBHICTCILCTBYCT 00 HM3MCHECHHUSAX B
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pacrpeieleHuH OTIMYaroIuXcs 3apsaaoM BapuanToB obpasua VEGF-Trap. Meron IEF noka3zain
M3MEHEHHE B paclipe/ie/IeHHH 00ILIero 3aps/ia ¢ ymeHblueHneM Ha 2% B cirydae rnosioc 3-9 u 31o
M3MEHEHHE ObLIO COMOCTaBUMO C pesyibTaramu Mmerona ananusza ICIEF npu rpynmupoBanuu c
UCTIOJIb30BaHUEM Toaxona uis nukoB 3-9. Tem ne Menee, u3 Tabmuusl 4 BHIAHO, YTO AJS
obpasua VEGF-Trap, wucnonp3yeMoro B YCKOPEHHBIX HCIBITAHHSAX CO CTPECCOBBIM
BoszeiictBueM 25°C, 5% ysenuuenue B obnactu 1 (MM KHCIIBIX BAPUAHTOB) M COIYTCTBYIOILIEE
CHIDKEHHE NpUMEpHO Ha 5% st ob6macT 3 (OCHOBHbBIE BapHaHThl) HAOIIONAIOT C IPUMEHEHUEM
ananusa ICIEF. Dra rennennus, Habmonaemas B pacrpenesnennn 3apsaa VEGF—Trap B ananmmze
1CIEF, sBnsieTcst TOYHBIM OTPaXCHHEM IPUPOABI H3MEHEHUI, Tpoucxousiux B oopasue VEGF-
Trap, Ha OCHOBE €ro CTPYKTYPBI M CIOXKHOCTH IaTTepHa 3apsaa, 00yCIOBICHHON €ro pa3inuHOn
CTETICHBIO CHAMPOBAHUS. YBEIHYCHHE KUCIOTHBIX BapuaHToB (O6nacte 1 — BBICOKAs CTENCHb
cuanupoBaHHbIx yactui) obpasma VEGF-Trap ¢ npumenenuem wmeroma amnanusza ICIEF B
YCKOPEHHBIX HCIBITAHUSAX C TEPMHUECKHUM CTPECCOBBIM BO3JECHCTBHEM OTpaXaeT BO3MOXKHOE
Je3aMUINpOBaHue B coueTaHud ¢ arperauueii. C JOpyrodl CTOPOHBI, TPYIIIMPOBAHHUE C
MCIIOJIb30BaHUEM TPAJULMOHHBIX 1osioc 3—9 ¢ nomousio Merona IEF Mackupyer He3ameTHbIE
M3MEHEHHMS, TPOUCXOAAIINE B OTHYaommuxcs 3apsaoM uzodpopmax VEGF-Trap u ocrasiser
MaJIO MECTa It KOHTPOJISt pa3JIMYHBIX BUIOB 3apsijia, [€ias ero He CTOJb YyBCTBUTEIbHBIM, KaK
Croco0 eTEeKTHPOBAHUS HE3aMETHBIX W3MEHEHHH B IeTepOreHHOCTH 3apsija obpasua VEGF-
Trap.

[0062] VEGF-Trap wumeer pmecsaTh cailToB rimko3uinupoBanus. llenu rimkaHosB,
IPUKPEIUICHHbBIE K OJTHM CaliTaM, $ABJIAIOTCA DPAa3BETBICHHBIMU, a KaxJas BETBb MOXKET
3aKaHYMBATHCA WJIM HE 3aKaHYMBATHCA OTPHLATENBHO 3apSHKEHHBIM CaxapHBIM MOHOMEDPOM,
CHAJIOBOH KHUCJIOTOH. EcTecTBEHHOE H3MEHEHHE IIPUCYTCTBHSA TPYIIl CHAJIOBOH KHCIIOTHI Ha
KOHI[aX INIMKAHOBBIX LENEeH MPUBOIUT K aHCAMOJIIO OTIMYArOIIKUXCs 3apsiiom BapuanToB VEGF—
Trap, uMerOmMX [JUANA30H I[OJIHOro 3apsnaa. Ilpomopuums STUX 1OJIOC BappUpyercs B
3aBHCHUMOCTH OT OOWIMS IPUCYTCTBYIOIIMX 3apsOKEHHBIX BHUIOB. Takum oOpa3oM, HOBBIH
IOJIXO/ K OTUETHOCTH O TPYIIIMPOBAHUU PA3IMYHBIX BUJIOB 3aps0B, OCHOBAaHHBIX Ha 00JIacTIX
1 (cunpHO CHAIMPOBAHHBIX), 2 (YMEPEHHO CHAJIMPOBAHHBIX) M 3 (HAMMEHEE CHAIMPOBAHHEIC)
nenaer axanu3 1CIEF Oomee 9yBCTBUTENBHBIM K M3MEHEHHSM, KOTOPBIC IPOUCXOIAT B

cuamibHBIX popmax obpasua VEGF-Trap.

Taoauna 4
Ycnosue crpeccoBoro iCIEF IEF iICIEF
BO3JICHCTBHS % R1 % R2 % R3 % nonoc 3-9 | % nukos 3-9
VEGF 25°C 1 mecsix 31,90 43,09 25,01 82,94 87,48
VEGF 25°C 3 mecsima 33,85 43,28 22,87 82,11 87,86
VEGF 25°C 6 mecsua 37,25 42,47 20,28 80,42 85,15
Paznuiia (%) 5,35 —0,62 4,73 -2,52 -2,33

[0063] CTaduabHOCTBh, yKa3bIBaKOLIasi Ha cnocoOHocTh Merogaa aHaausa iCIEF.

O6pazen DP VEGF-Trap anst 1oIrocpoyHOro MCIBITAaHUS CTaOMIBHOCTH (BBIACPKUBAIOT IPHU
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Temieparype 2-8°C) aHanu3MpyrOT C I[PUMEHEHHEM 7 HE3aBHCHUMBIX BPEMEHHBIX TOYEK,
OXBaTHIBAIOIMX TepuoJ BpemeHu 24 wecsna; TaGmupma 5 (HiOKE) WUIIOCTPHPYET AaHHBIE,
COOTBETCTBYIOILIHE 3TOMY HccienoBanuio. Vcropuueckue panusie IEF mns atux ob6pasios
VEGF-Trap npeanarator [uis cpaBHeHus M cpaBHuBaioT ¢ JaHHbiMM 1CIEF VEGF-Trap us
IpYIIMpPOBaHUs oOnacTell U BblIauK pe3yibTaToB NHKOB 3—9. [Ipu ycinoBuM XpaHEHUs B peKUME
peanbHoro Bpemenu 2—8°C s o6pasuoB VEGF-Trap HabmogaoT HE3HAYUTEILHOE H3MEHEHNE
WIM OTCYTCTBHE M3MEHEHHS, OCHOBBIBAsICH HA UCTOpHYECKHUX NaHHBIX IEF, ananornunsiii Tpenn
HaOJIFOMAI0T TIPU BBIJAYM PE3yNbTaTOB C ucosbp3oBanueM noaxona iCIEF k mukam 3-9.
Tabauua 5 — O6paszeny VEGF-Trap, npoananusupoBanublii ¢ npuMeHenuem iCIEF

B pCKHME peajJIbHOI0 BpEMCHHU

Yeaosue | Bpems %R1 %R2 oy | T (R3] ICIER

9) (%3-9)
5°C 3 Mecana 33,67 46,49 19,84 8921 85,45
5°C | 6mecsmes | 32,90 47,14 19,96 87,09 85,26
5°C | 9mecsmes | 33,20 46,99 19,81 88,78 85,23
5°C | 12 mecsmen | 33,71 47,05 19,24 91,37 85,12
5°C | 15 mecsmen | 33,71 46,80 19,49 89,92 85,05
5°C | 18 mecsmen | 33,89 47,00 19,11 88,27 85,25
5°C | 24mecnma | 34,14 46,87 18,09 89,79 85,03

[0064] ®urypa 8 mwumoctpupyer noaoop npsmoit % obnacreit 1, 2 u 3 VEGF-Trap 3a
nepuo Bpemenu 24 mecsna ¢ npuMmenenneM 1CIEF. HeGomnbioe, HO ycToiunBoe yBelndeHue
obmactu 1 ¢ ymenbeHHeM 00J1acTi 3 BUIHO Ha TpaduKax.

[0065] JlornonHuTeNbHBIH aHAMM3 C IPUMEHEHHEM II0BEPraBLIIErOCs IPUHYIUTEIBHOMY
paznoxenuto oopasua DS VEGF-Trap ocyiiecTBisior ¢ npuMeHEHHEM HOBOI'O METO/1a aHalH3a
ICIEF. [Ins sTOro wucciemoBaHHs TEpMHUYECKH pasnoxkeHHbll oOpazery DS VEGF, xoropsrii
pa3daBisUIM M TIOABEPTalM CTPECCOBBIM BO3JCHCTBHsM mpu Temreparype 45°C B TedyeHue
nepuona 15 naueit, ananuzupyior B MoMeHTsI Bpemenu 0, 3, 9 u 15 nHel ¢ npuMeHeHHeM MeTo/1a
1CIEF (mo obnactsm u 3-9). M3 Tabmums! 6 (HKe) BUIHO, YTO HE3HAUUTEIBHOE YBEIIMUYCHHE
BapHAHTOB KHCIOTHOTO 3apsiia (obmacts 1) mabmromaior anst Mertoma ananusa iCIEF mpu
IPYIITHPOBKE C UCIIOIB30BAHUEM TIOXO/a 110 O0JIACTSIM 110 CPABHEHHUIO C BBIZAUEH pe3ynbTaToB
st mMkoB  3-9 B ropa3mo Oonee paHHMIT MOMEHT BpPEMEHHM JUIsi IOJBEPraBIIETOCs
NpUHYIATENBHOMY pasnoxkeHuio obpasna VEGF-Trap. B To Bpemst kak BbIJaua pe3ysbTaToB
st % 3-9 nemonctpupyer 2% H3MEHEHHE B PACIpEeICHHU OOIIEero 3apsijia mo mukam 3-9,
obnacte 1 mpH TeX ’k€ YCHOBHMSX IOKa3blBaia yBenuueHue Ha 7%, Torma kak oOyacTs 3
IIOKa3bIBaJIa CONYTCTBYIOIIEE CHMKEHUE Ha 8% c TeueHuem Bpemenu. @urypa 9 wnmocrpupyer
sneKTpodeporpaMmy IOABEPraBIIerocs MPUHYAUTEIBHOMY pasiiokeHuto oopasua VEGF-Trap
c npuMmeHenneM Metosa ananusa iICIEF; yBenuuenne KMCIbIX BUJOB BUIHO U3 MPODHUIIS.

Tabnuua 6 — IlpoueHTHOe pacnpeae/ieHHe NMOABEPraBlIIerocs NPHUHYAUTEIbLHOMY
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pasiaoxeHuo oOpasua VEGF-Trap, npoananusupoBanHoro c¢ mnpuMeHenuem ICIEF

(TepMHUYecKOe CTPeccoBOe BO3eiiCTBHE)

VYcoBue cTpeccoBoro 1ICIEF iICIEF
BO3/JEHCTBHUA % R1 % R2 % R3 % mukos 3-9

DS VEGF 45°C Jlens 0 28,66 44,30 27,04 84,54

DS VEGF 45°C [lens 3 29,47 44,60 25,93 83,90

DS VEGF 45°C [lens 9 31,83 45,88 22,29 83,56

DS VEGF 45°C [lens 15 35,65 45,35 19,00 82,44

Pazunma (%) 6,99 1,05 -8,04 -2,10

[0066] Cratuctnueckuit ananmu3 % pacrnpeaeneHus Tpex odnacrei ais oopasna VEGF—
Trap, moaBepraBIIErocs CTPECCOBOMY BO3JCHCTBUIO, OCYIICCTBISIOT IyTEM CPaBHEHHS C
COOTBETCTBYIOIIUM IPOICHTOM ITHKOB JUIS HE IOABEPraBIIETrOoCs CTPECCOBOMY BO3/ICHCTBUIO
obpasiia VEGF. Ha ®urype 10A-10C moka3an CTaTUCTHYECKHI aHAIM3 TOABEPTaBIICTOCH
cTpeccoBoMy Bo3aeicTBuio oOpasna VEGF-Trap mis nanusix iCIEF. CtaTucTrdecku 3HAUNMOE
M3MEHEeHHe HabmoaaroT 17t obsacteit 1 U 3, COOTBETCTBEHHO.

[0067] Ha ocHOBe maHHBIX XapaKTEPUCTHKW W onTuMmu3anuu mertona anammsza iCIEF,
MONIy4aloT TapaMeTphl aHaiu3a M MpUBOIAT WX B Tabmuie 7 (Hike). DTH YCIOBHS METOAa
OLIEHUBAIOT HA JIMHEHHOCTH, TOUHOCTD, IPEIU3HOHHOCTD U BHYTPHIA00PATOPHYIO IMOTPEITHOCTS.

Tadanua 7 — Kputuueckue napaMeTpbl MeTOAA, HOJTy4eHHbIE U3 IKCIIEPUMEHTOB MO

pa3paldoTkKe ¥ ONTHMHU3ALMHA

Mouesuna 2M
MeTumieniaono3a 0,35%
am¢pomut 3-10 3%
VEGF-Trap 1,0 Mr/mi
[NpexBaputensHOe (POKYCHPOBAHHE 1 mus. ipu 1500 B
dokycupoBaHue 7 muH. ipu 3000 B

[0068] Ammecmauyus memooa ananuza iCIEF. Jluueiinocts metona anamusa iCIEF,
JIMHEeHHOCTh METO/Ja OLEHMBACT OJHH AaHAIUTHK. PacTBopel 00pa3smoB TOTOBWIH C
HCIIONb30BaHueM crangapTHoro oopasma VEGF-Trap npu pa3iauuHslX KOHICHTpamusx Oelika
0,5 mr/mn, 1,0 mr/mn, 1,5 mr/mon u 2,0 Mr/min. B 3ToM 3KcniepuMeHTe, KOHIICHTPAIHIO Oelka B
Matpuile obpasia usMeHsoT ot 0,5 10 2 Mr/mii, coXpaHsst TOCTOSTHHBIMH JIPYTHe KOMIIOHEHTHI
matpuisl npu 3% ampomura 3—-10 u 0,35% mernnuernumnonossl. Bpems (poKycHpoBaHHS TakxKe
OCTaeTCs MOCTOSTHHBIM Ha ypoBHE 1+7 munyt. B Tabmmue 8 060011eH nponeHT pacipeaeieHus
obmacre#t 1, 2 u 3 mus obpasua VEGF-Trap B nuneitnom nmanazone ot 0,5 mo 2,0 mr/mo.
Jluneinsli TpaduK KOHIEHTPALKUK 3aBUCHMOCTH OT TOKa3arenei ruromasan it oopasua VEGF-
Trap npeutaraercs Ha @urype 11.

Tabamnua 8 — 1mHeliHoCTL MeToa aHanu3a ICIEF
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RS VEGF-Trap (Mr/ma) % R1 % R2 % R3
0,5 29,51 46,44 24,05

0,5 29,79 46,38 23,84

1 29,66 45,88 24,46

1 30,03 45,94 24,02

1,5 30,27 45,83 23,91

1,5 29,68 45,95 24,37

2 29,54 46,31 24,15

2 29,57 46,26 24,17

[0069] Ananu3 1eMOHCTPHPYET MPUEMIIEMYIO JIMHEHHOCTh B JAHAIa30HE KOHLICHTPALUU
6enka ot 0,5 mr/mn g0 2,0 mr/mi ¢ R2 > 0,99 Ha ocHOBaHHMM perpecCHOHHOro aHanusza. Kpome
TOTO, pachpeeneHie n30opMbl OCTACTCS HEU3MEHHON B STOM K€ [HAIa30He KOHICHTPALHA.
DTO yKa3bIBaeT Ha TO, YTO AHAJM3 CIIOCOOEH OOECIEYHTH COTIIACOBAHHBIE PE3YJIBTAThl KaK IO
TUIOMIA/IU TTHKA, TaK | TI0 pacipe/eieHnio 130GopMbl B TUaria3oHe KOHIeHTpanuit 6enka ot 0,5
10 2,0 Mr/mir.

[0070] Tounocts Merona anaymsza ICIEF. ToyHocTs MeTOMA OLICHMBAIOT HAa OCHOBE
MPOTMOPLUHOHANLHOCTH TIPH Pa30aBICHUU C HCIIONB30BAHHEM [aHHBIX O JIMHEHHOCTH IyTeM
CpaBHEHHSI ¢ HOMHHAIBHON KoHIleHTpanuei 1,0 mr/mi. BoccranoBnenue pa3Be/ieHUsT Ha OCHOBE
JaHHBIX JTMHEHHOCTH TI0Ka3aHo B Tabmuie 9 Hike. [IponeHT BOCCTaHOBICHUS PACCUUTHIBAIOT C

ucnosb3oBanueM = (IIpouent obnactu nzmepenuit/IIpouent HomuuansHoOM twromaa) X 100%.

Tabmuuma 9 - Touwocrs anaausa iCIEF VEGF-Trap Ha ocHoBe
NPONOPLHOHAILHOCTH IPU Pa30aBIeHUH
Cpennuit % % BOCCTaHOBJICHUS
RS VEGF-Trap
(mr/mi1) % R1 % R2 % R3 % R1 % R2 % R3
0,5 29,65 46,41 23,95 99,35 101,09 98,78
1 29,85 45,91 24,24 HomunansHOE
1,5 29,98 45,89 24,14 100,44 99,96 99,59
2 29,56 46,29 24,16 99,03 100,82 99,67

[0071] BoccranoBneHne Ha OCHOBE MPOIOPIHMOHATLHOCTH MpHU pa30aBlieHUH B
nuarna3oHe KoHueHTpanuu 6enka ot 0,5 mo 2,0 mr/mn st obpasna VEGF-Trap cocrasmsiio B
npenenax 98%—101% s Tpex obnacreit.

[0072] Ananus BHYTpHIIa00paTOpHOIt MOTPELIHOCTH MeTo/1a iCIEF.
BrytpunabopaTopHyi0 IOrpeIIHOCTh OIEHMBAIOT JBa pas3HbIX aHamuTHka (A, B) ¢
IIPUMEHEHHUEM IIPENapaToB Ha OCHOBE HX COOTBETCTBYIOILMX pEarcHTOB M HUCIOJB3Yys JBa
yCTpoOicTBa /i aHAIM3a OTJIMYAIOUMXCs 3apsiaoM BapuanToB 1CE3 yepe3 uerwsipe AHS AJs

obpasua RS VEGF-Trap. Pesynbrare! ananuza npuseaens! B Tabmuue 10 Huxe.
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Tabauua 10 — PesyabTaThl aHAAM32 BHYTPUIA00PAaTOPHOI NOIPEIIHOCTH

AHanmuTHK % obnactu 1 % obmactu 2 % obnactu 3
29,44 45,87 24,69
A 30,53 45,08 24,39
29,71 45,83 24,46
29,91 45,98 24,11
A 29,50 46,18 24,31
29,76 46,14 24,10
28,78 46,65 24,57
B 29,40 46,22 24,38
29,61 45,85 24,54
29,56 46,10 24,34
B 30,01 45,85 24,15
29,50 45,89 24,61
Obmee cpennee 29,64 45,97 24,39
Cr. oTKIL 0,42 0,37 0,20
% OCO 1,40 0,80 0,81

[0073] IIpemnaraemsrii Mmertox wuccnenosanus 1CIEF VEGF-Trap pemoncrpupyer
IPUEMIIEMYIO TIPEUHU3HOHHOCTD ITIPH BBIITOJHEHUH PAa3HBIMH AHAIMTHUKAMM C UCIIOIBb30BAHHUEM
pa3HBIX IIpernapaToB Ha OCHOBe peareHToB. PaccumthiBaior obuee OCO (OTHOCHTENBHOE
CTaHJapTHOE OTKJIOHEHHE) B % M oHO coctasisier B mpenenax OCO 2% s Bcex Tpex
obnacreii.

[0074] PobGactrocts Metoma ananu3a 1CIEF. Heckonbko 31€MEHTOB pPOOACTHOCTH
METO/a aHajHu3a OICHUBAIM C IIOMOIIBIO PA3NUYHBIX JKCIEPHMEHTOB. DTH 3KCIIEPHMEHTHI
npusenensl B Tabuuue 11.

Tabauua 11 — KpaTkoe n310keHne IKCIIEPUMEHTOB 110 POOACTHOCTH MeTO/1Aa
IJKCMEePUMEHTHI N0 POOACTHOCTH OueHka NpoU3BOAUTEIBHOCTH

IlocrostHCcTBO PacipCacCiiCHUA I/ISO(i)OpMI)I B
CrabunbHOCTH HPUTOTOBJICHHOI'O paCTBOpa TeucHue 24 4acoB 110 CpPaBHCHHIO CO BPEMCHCM

T=0

[ToctostrcTBO B 0611eM Tpoduie u %
Ouenka npyrux obpasnos amdonuta 3—10
pacrpeeieHus 1o TpeM o0JacTsM

Bimsinue crpeccoBoro BO3A€MCTBHS Ha
JlaHHBIC MHIUKAIMKM CTAOMIBHOCTH
pacrpezeneHue H30PpopMbI

[0075] CrabunbHOCT HPUIOTOBICHHOIO pacTBOpa B ycTpoiictBe. CTaOHIBHOCTDH
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pacTBOpa OLEHHBAIOT IIyTeM IIOJIyyeHus: o0pasua U3 cTaHiapTHoro odpasua B Marpuie oopasua
u ananm3a obpasa ¢ npumenenuem i1CIEF. O6pazen xpaust B npubope s i1CE3 nmocne ananmsa
npu temmneparype 10°C B wMarpuue, cocrosimedt u3 3% amdomura 3-10, 0,35%
MeTHIEIUIoN036! M 2 M moueBuHy. OOpaserl aHanu3upyIOT €Ile pa3 uyepes3 Mpuoau3uTensHo 24

yaca. Pacnipenenenne m3opopMbl A KaxI0ro aHaiusa IpeicraBisioT Huxe B TabGmume 12

HHXKE.
Tadnuua 12 — PesyabTarbl cTa0HAbHOCTH NpurorosiaeHHoro odpasua iCIEF B
yCTpPOMCTBE.
Haszpanue obpasua % obnactu 1 % obnactu 2 | % obnactu 3
nabvekuus 1 RS VEGF B MomenT Bpemenu
0 29,49 45,72 24,80
unbseknus 2 RS VEGF B MmomenT Bpemenu
0 29,88 45,62 24,50
unbekus 1 RS VEGF B moMmenT Bpemenu
29,52 45,92 24,56
24 yaca
nabsekuus 2 RS VEGF B MmoMmenT Bpemenu
29,95 45,74 24,31
24 yaca
% pazHuibl 0,46 0,30 0,49

[0076] AOcConOTHYIO paszHHUIly MEXAYy OOpas3IoM, IMPOAHAIM3HPOBAHHBIM B MOMEHT
Bpemenn T=0, ©u 1npoaHanM3MpPOBAHHBIM €Ll pPa3 B MOMEHT BpeMmeHu T=24 wyacos,
paccuMThIBalOT Ha OCHOBE jauanasoHa (Makcumym M MuHuMyM), HaOIIOJAaEMOro B KaXKIbIi
MOMEHT BpeMeHH. AOCONOTHAs pa3HHLa Obula paBHOM My coctasisuia MeHee 0,5% s Tpex
obnmacreif. DTO CBHICTENBCTBYET O TOM, 4YTO OOpaselr sBISAETCS CTAaOWIBHBIM B MaTpHIE B
TeyeHue 10 24 4YacoB IIpU YCIHOBHM XpaHeHus Iipu Temieparype 10°C B anammzaTope
oTIHYaromuxcs 3apsiom BapuanTos iCE3.

[0077] Ouenka o6pasuo amdonuta (3—10). AHaTM3UPOBAIM HECKOJIBKO O00pa3ioB
amponura 3—10 u3 oxHoro ucroynuka. OOmMA MPOQUIL OTIMYAIOLINXCS 3aPSIOM BAPHAHTOB
obpaziia VEGF-Trap, mnpoaHanH3UpOBAHHBIH C WCIOJIB30BAHUEM pPa3HbIX 00pa3noB, ObLI
conoctaBuM. He3HauuTenpHbIE pa3nuyus B Ipodmie >IeKTpodeporpaMMbl ¢ TOYKH 3PEHUS
naTTepHa MUKOB HAOMOAaH B 0065acTy 1 Uit HEKOTOPHIX 00pa3noB aM(oiInTa, OAHAKO MPOICHT
pacripenenieHust ObUT CXOJHBIM M HAXOIHIICSA B TIpeJiesiaX BapbUPOBAHUS PE3yJIbTATOB aHAIM3A.
PenpesenTaruBHbie 35eKTpodeporpaMmsl 3 Tpex oOpas3ioB am¢ponuTa mpuBeaeHsl Ha Purype
12.

[0078] IIpumep— AHauau3 ucropudeckux odpasuos Bapuanra VEGF-Trap (DS, FDS
u DSI) ¢ npumenenneM HoBoro Meroaa anaausa iCIEF

[0079] B mensix panpHeimero ycranoslieHus pobactrHocta mertona ananmmsa 1CIEF, c
npumenenueM 1CIEF, ncnons3ys asa o6pasua amdonura, aHaTU3UPOBAITH B OOIIEH CIOXKHOCTH

37 ynuxkanpHBIX ucTOpuyeckux obOpasuoB VEGF-Trap, xoropble HE CBf3aHBI CBOUM
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npoucxoxaeHueM. Anamu3 Brmoyan 15 DSI VEGF-Trap (unTepmenuar exapCTBEHHOMN
cyOcTanuuu, BoaHBIH OydepHsiit pactBop, pH 6,2, conepxanmit 5 MM docdara natpus, 5 MM
murpara Harpust u 100 MM xnopuga Hatpusi), 10 o6pasuoB DS VEGF-Trap (iekapctBenHas
cyocranius C701 SPEC, Bounusiit 6ydepnsiit pacrsop, pH 6,2, cogepxxkaumii 10 MM ¢ocdara
Hatpus) u 12 obpasuoB FDS VEGF-Trap (nexapcrBenHas cyOcraHuus B cpopMUPOBaHHOH
cmecn, BoaHbl Oydepusiit pactBop C713 SPEC, pH 6.2, comepxaumii 10 MM, ¢ocdara
Harpust, 40 MM xnopuma Harpus, 0,03% (macc./006.) mommcopbar 20 u 5% (macc./00.)
caxapossl). Otu 00pasusl VEGF-Trap ananusupoanu ¢ npumeHenuem meronaa ananusa iCIEF,

[0080] AmdonuTsl TpeACTaBIsIOT COOOH CMECh pa3HbBIX T'OMOJIOTOB aM(OTEPHBIX
COCMHEHHI CO CIIEKTPOM H303JIEKTPHUECKUX To4dek Mexay 3 u 10, xoropble IOMOrawmT
yCTAaHOBHTH rpaaueHT pH mox BozgedicTBHeM sieKkTpuueckoro rmnoist. Amdonur 3-10,
npuMensieMslii B Metoze ananusa iCIEF nprobperanu U3 0QHOr0 MCTOYHHKA, KOTOPBIH 0OBIYHO
npou3BOMUT TapTHsMH. OCHOBBIBasSChb HA PEKOMEHJAIMH ITOCTABIIMKA BMECTE€ C HAIIMMH
npakTHdecKuMy 3HaHusMHu 110 anamusy ICIEF mns npyrux 6enkxos, HaOmogaoTcss HEOONbIINE
pasiMuMs MEXIy PpasiHuHbIMH OOpasuamM, U 3TO Heu3OexHo. CremoBaTenbHO, YTOOBI
yCTaHOBUTH pobacTHOCTs HOBoro anammsa 1CIEF B pasnumusbsix amdomuTHBIX 00pa3iax,
aHAM3HUPYIOT 1Ba obOpasua amdonuta. O6pasust VEGF co craguu npoaykros DS, DSI u FDS
aHAITM3UPOBAIIM C HMCIIOJIB30BAHHEM IIPEJIAraeMoro Moaxo/a K IPYyMIHUPOBAaHUIO 110 001acTsm
(R1, R2 n R3), a Takke Ha OCHOBE IPYIIIMPOBAHUA MUKOB 3—9, aHAJIOrMYHOT0 METOY aHaJIM3a
IEF. ®urypst 13A-13C neMOHCTPHpYIOT CTAaTHCTHYECKMH aHanu3 obOpas3noB amdoiurta B
kayecTBe pyHkunn % obnactu 1, 2 u 3 u nmuxos 3—9 mus obpasuos DS, DSI u FDS VEGF-Trap.
Haunsie, coorsercrByromme 37 obpasuam VEGF-Trap, npemnaratorcs B Tabmuue 13 mns
oJHOro u3 obpasuos am¢ponura. Tabnuus! 14—-16 npeanaraioT noiaHbI HabOp HaHHBIX s 37
00pas1os.

Tadnuuma 13 - MHWcropuueckue obpasunt DSI, DS u FDS VEGF-Trap

AHAJM3MPOBAJIM C MPUMeHeHHeM npouenypsl aHanu3a iCIEF

Oopasen DSI % or3m09

VEGF Trap 7Rl R 7R3 IMMKOB
1 29,7 43,6 26,7 82,7
2 28,5 43,6 28,0 83,5
3 28,0 44,3 27,7 84,2
4 28,1 44,2 27,8 83,9
5 28,7 44,9 26,4 84,6
6 27,6 44,2 28,2 84,0
7 23,7 41,8 34,6 81,7
8 26,8 43,1 30,1 82,9
9 28,5 45,2 26,4 85,0
10 27,2 44,1 28,7 84,0
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11 28,5 45,2 26,4 85,0
12 27,9 44,3 27,8 84,4
13 28,0 43,7 28,3 83,7
14 27,8 42,9 29,3 83,3
15 29,2 44,7 26,1 84,3
16 29,0 44,0 27,0 84,2
17 28,9 43,7 27,4 83,8
18 30,6 443 25,1 84,1
19 29,7 43,9 26,4 83,8
20 29.9 43,7 26,4 83,3
21 29,1 43,9 27,1 84,1
22 27,1 44,8 28,1 85,3
23 30,4 44,7 24,9 84,8
24 28,3 43,7 28,1 83,2
25 27,3 433 29,5 83,2
26 28,0 423 29,6 81,8
27 27,2 45,2 27,6 85,8
28 30,1 43,4 26,5 84,1
29 29,2 44,1 26,7 84,0
30 29,8 43,4 26,8 83,3
31 29,7 44,7 25,7 84,6
32 32,3 45,3 22,4 84,5
33 33,4 44,4 22,2 83,8
34 33,6 45,2 21,1 84,5
35 31,0 45,2 23,8 85,3
36 33,8 42,1 24,1 81,3
37 29,2 42,2 28,6 82,2
38 28,2 41,9 29.9 81,8
39 28,7 42,9 28,4 82,8
Tadauua 14 — maptun DS, npoanamu3uposannsie 1o odpasuam Pharmalyte
O6pasubl DSI VEGF Trap %R1 %R2 %R3 voor3ae?
NMHKOB
1 30,2 43,1 26,7 87,9
2 27,8 44,4 27,8 88,8
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3 28,0 44,5 27,6 88,9
4 27,9 44,4 27,8 88,7
5 28,8 44,8 26,4 85,3
6 27,5 44,3 28,2 87,1
7 23,7 41,4 34,9 89,7
8 26,9 42,9 30,2 88,4
9 28,5 45,1 26,4 89,3
10 27,6 43,9 28,4 88,7
11 28,3 44,9 26,8 88,3
12 28,1 44,6 27,3 87,8
13 28,2 43,7 28,1 87,8
14 27,6 43,5 28,9 87,9
15 29,3 44,7 26,0 89,2
Tabdauua 15 — naptuu DS, npoanamusuposannsie mo oopasnam Pharmalyte
Oopasusl DS VEGF Trap %R1 %R2 %R3 oor3ned
NHUKOB
1 28,8 44,7 26,4 89,3
2 294 44,3 26,3 89,2
3 29,2 44,5 26,2 88,9
4 27,3 43,4 29,2 88,2
5 29,6 44,0 26,4 88,9
6 28,3 43,8 27,9 88,8
7 26,7 45,3 28,1 89,8
8 30,2 45,1 24,7 90,1
9 30,5 44,5 25,0 89,3
10 29,1 43,9 27,0 89,3
11 279 42,5 29,5 87,5

Tadauua 16 — maptuu FDS, npoananusupoBanusie mo odpasiam Pharmalyte

%0 IIHKOB € 3

Oo6pa3ubl FDS VEGF Trap %R1 %R2 %R3 no9
1 27,5 45,0 27,5 90,0
2 30,0 43,5 26,5 88,7
3 29,1 43,7 27,2 89,1
4 30,2 43,0 26,7 88,4
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5 29,8 44,6 25,6 89,8
6 32,5 45,4 22,1 90,3
7 33,3 44,7 22,0 89,6
8 33,6 45,4 21,0 90,9
9 30,7 45,5 23,8 90,1
10 34,2 41,7 24,2 87,2
11 29,0 42,4 28,6 87,2
12 28,4 41,3 30,3 86,5
13 28.5 42,5 29,1 87,6

[0081] Ananus cornacoBanHblX nap (Purypa 13D) ocymiecTsisiny Ha OCHOBE JaHHBIX,
coOpannbIX Ui 00pazuoB amdonuta it odmactu 1, 2 1 3 U moaxoja K rpyninupoBaHuio 3-9.
AHanu3 JaHHBIX OT COTJIACOBAHHBIX Hap MPHUMEHSJIN JUIsi CPAaBHEHHUS CPEIHUX 3HAUCHUH MEXIY
IByMst aM(OIUTaMH M JUIS OLCHKH JIFOOO0H Pa3sHMIBI B BbIAa4de PEe3yIbTaTOB aHAJH3a, KOTOPHIE
MOTYT HaOJIIOJIaThCst M3—3a BHYTPEHHHX pasnnumii B oOpasmax amponutos. OCHOBBIBasCh Ha
JaHHBIX, MOKHO CIENaTh BBIBOJ, YTO MaKCHMalbHas HaOJromaeMas CpelHss pasHUIA MEXIY
obpasmamu mnst Tpex obnacteit R1, R2 u R3 cocraBnser menee 0,1%, ecnmu ykaswiBaercs B
cirydae ¢ obnactsamu. Kpome TOro, Ha OCHOBaHWHM 3HAYEHHS P MOXKHO CHENATh BBIBOA, 4TO %
pacripenenenus 1o obmactu 1, 2 u 3 Mexay aByms oOpasuamu aM(pOIUTOB C HCIIOIb30BAHUEM
10/1X0/1a 110 00JIACTSAM HE SBJIACTCS CTATHCTUYECKH 3HAUMMBIM.

[0082] Opnaxo, xorma Habop nanusix VEGF-Trap mnst obpasuos DS, DSI u FDS
aHAJIM3UPOBAJIU C UCIIOJIB30BAHUEM IIOJXO0JA K I'PYNIIHPOBAHHIO ITUKOB 3-9 aHAIOTHYHO METONY
ananu3a IEF, mexny HexoropeiMu oOpasunamu amM(oJuTOB HaOMIOAAETCS CTAaTHCTHYECKH
3HauMMas pasHuna. Hampumep, Mex1y HEKOTOPHIMH 0Opasuamu, CpelHss pasHHIA JOCTHUTACT
4,8%, ecnu yka3pIBaeTCs B ciyyae ¢ nukamu 3—9 s metona ananusa iCIEF. @urypsr 13A-13D
nemonctpupyer mnpodunu 1CIEF, mnonydeHHsle C NPUMEHEHHEM pPa3IMYHBIX 00pa3IoB
amdonnTa, a U3 U300pKEHUI BHIHO, YTO M3MEHYHMBOCTH, HaOIOJaeMas MExay oOpaznamu
amQonuTa, OrpaHH4YeHa KUCION 00NacThio M IyTeM rpyrmnupoBanus obmacteid 1, 2 u 3 sra
M3MEHYMBOCTh MACKHPYETCs. DTO AeNaeT IOAXOJ IO 00JacTsM K BblAAa4Ye PE3YNbTATOB TS
ananu3a iICIEF poGacTHBIM U BOCIIPOM3BOIHMBIM MOIXOIOM.

[0083] Hdamnsie u3 amanmsa oOpasua DSI, DS u FDS c¢ npumenenumem o0pasios
amQonnTa, OCHOBBIBasICh Ha rpynmnupoBanuu % obrnacreit 1, 2 u 3, nenaror ananu3 iCIEF Gonee
poOaCTHBIM METOIOM aHAIIH3A.

[0084] CootBercTBeHHO, cuctema, criocodsl u ycrpoiicrBa iCIEF, npeacrasnennsie B
3TOM PaCKpPBITHH, KOJHUYECTBEHHO OIPENENIAIOT MPOQHIb OTINYAIOLIMXCA 3apAI0oM BapHAHTOB
nexapcTBeHHOM cyOcranumun VEGF-Trap, wuHTEepMeamara JEeKapCTBEHHON CyOCTaHIIHH,
JEKapCTBEHHON cyOCTaHuMd B COHOPMHPOBAHHON CMECH M JIEKAPCTBEHHOTO TIPOJIYKTA.
[Tono6HbBIe BapHaHTHI OCYILIECTBICHUS MOTYT CIIYXKHTb I 3aMEHBI 0I00PEHHOTO B HACTOSILEE

Bpems meroza IEF Ha ocHOBe rens [uid aHanu3sa rereporentocty 3apsana VEGF-Trap.
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[0085] Ornuuaronecs 3apsitom Bapuantel VEGF-Trap, ¢paxuuonnpoBanHble C
ucrosnb3oBanueM  ¢pakumonaropa OFFGEL 3100, mo3BonsioT  HMPOAEMOHCTPHPOBATH
KOPPENSAILHMIO MEX Y ITMKaMH, oTy4eHHbIMH B MeToe aHanu3a iICIEF Ha ocHOBe Kanuiuisipos, C
110J10CaMH, pa3pelIeHHbIMU B TIpoueaype aHanu3a IEF na ocnose rens. I[lytem ananusza gpaxunit
VEGF-Trap B anexrpodopese OFFEGEL 1o oTnensHOCTH M C IMOMOIBI0 PE3KUX CKAYKOB B
HCCIIECIOBAHHUAX JIOCTHUTAIOT MpsiMoe cpaBHeHHe oTaenbHbX 1mkoB ICIEF ¢ momocamu
ornuuatowuxcs 3apsgaoMm BapuantoB IEF VEGF-Trap. UccnenoBanust noaTBepauiim, 4To HOBas
npouenypa ananmmsa iCIEF crnocobGHa pasgenuts Bce HM30(OPMBI OTIMYAIOIIUXCS 3apsSaoM
BapMaHTOB, paHEE pa3JeleHHbIX C ucnoinb3oBanuem werona IEF wHa ocHoBe rens
9KBHMBAJICHTHBIM U 00Ji€€ TOUHBIM METOJIOM.

[0086] CoOTBETCTBEHHO, HEKOTOpBIE BapHaHTBI OCYILECTBICHHUS 3TOr0 I0JAXO0Ja K
pe3ynbTaTaM Ha OCHOBE pacipeiesieHus mpoueHTa obnacreil 1, 2 u 3, pacKpbITBIX B HACTOSIIIEM
JOKYMEHTE, MO3BOJIIOT KOHTpOIHpoBaTh Bce uzopopmel VEGF—Trap u nenaior ananuz Gosee
YyBCTBHTEJIBHBIM, [TO3BOJISIS €MY ObITH POOACTHBIM aHAIN30M CTAOMIIBHOCTH.

[0087] Kammmursipel s npumeneHust ¢ Meronamu iICEF Taxoke ommcansl B HaCTOSIIEM
nokymente. B obmem, kammuisp iCIEF, ckondurypupoBaHHblil [isi IPUMEHEHHS B aHalH3e
oTnuyamomuxcs  3apsgoM  BapuaHtoB  VEGF-Trap, u  oOH  BKIIOUaeT  Kanujumsp,
CKOH(UTYPUPOBAHHBIN [UIf TIOJXY4YEHHUS OesiKa, 1 CKOH(MHUTYPUPOBAHHBINH CO CMEChIO am(oInTa—
HOCHTEIIs, METHJIICIUTIONO3bl M crabwimmsupytomieit nobasku. Kamuuisp Takke MOXeET
CoZIepXKaTh PTOPYTIAEPOIHOE TIOKPHITHE.

[0088] B mHexkoTopslx BapuaHTax ocyiuecTBieHus npeiaraercs Habop 1CIEF,
CKOH(UTYPUPOBAHHBIHN /IS IPUMEHEHHs B aHAJIM3€ OTIMUAIOIINXCs 3apsaoM BapruanToB VEGF—
Trap, u oH comepXUT OAMH WM OOjee KanWUIApOB, CKOH(PHUIYPHUPOBAHHBIX [UIf ITOJYYEHUS
Oenka HM CKOH(HIYPHPOBAHHBIX CO CMECBIO aM(OIUTA—HOCHTENS, METHJIIIEIUTION03bl |
CTaOMIM3HUPYIONIEH N0OaBKH, IPHUYEM KAIIHIUIAP COACPKHUT (PTOPYIIEPOAHOE OKPHITHE.

[0089] HecmoTpst Ha TO, YTO pa3IMYHBIC MATEHTOCIIOCOOHBIE BAPHAHTHI OCYIIECTBICHHS
ObUIM ONMHUCAHbI M TPOMJUTIOCTPHPOBAHBI B HACTOSIIEM JOKYMEHTE, CIEIHATHCTHl B JaHHOMN
00JIaCTH TEXHHKHU JIETKO OIPENeNAT MHOXECTBO [PYIMX CIHOCOOOB, W/HIH CTPYKTYp JUIS
obecrieyeHust (YHKIMH, W/WIM TIONYyYCHHS pPE3YyIbTaTOB, W/WIAM OJHOTO WM Ooree
NPEUMYIIECTB, ONMCAHHBIX B HACTOSINEM JOKYMEHTE, M KaKIbI M3 TaKHX BapHAHTOB /WA
MOJIU(HUKAIMHA CUNUTACTCS HAXOIAIIMMCS B Ipenesiax o0beMa BapHAaHTOB OCYLIECTBICHHS
OIMCAaHHOTO B HACTOSILEM JOKYMEHTE H300peTeHus. B menom, crienuanucTsl B JaHHOH 00JIacTH
TEXHHMKH JIETKO MOMMYT, UTO BCE NapaMeTphl, KOJUYECTBA, IPOLIEHTHI, KOHLEHTPALMH, Pa3MEPHI,
MarepHaibl ¥ KOH(QUIYpaliy, OIMHCAHHBIE B HACTOSILEM JIOKyMEHTE IMOJpa3yMeBaiOT, YTO
(akTHUECKHE TTapaMeTphl, KOIHMYECTBA, MPOLEHTHI, KOHIICHTPALNH, Pa3MEphl, MaTepHAaIbl H/HITH
KOH(purypauun OyAyT 3aBHCETh OT KOHKPETHOTO NMPHUMEHEHHUS MM MPHIOKCHHH, s KOTOPBIX
HCTIOJIb3YIOTCS TTATEHTOCIIOCOOHBIE HaeH. CIeMaIuCT B JaHHOH 00NacTH TEXHUKH TONMET WITH
OyZeT B COCTOSHUHM OIPENCNIUTh MHOXKECTBO OKBHMBAJICHTOB KOHKPETHBIX BapHAHTOB
OCYIIECTBICHUS U300pETEHYs, ONMCAHHBIX B HACTOAIIEM JOKYMEHTE, C IPUMEHEHHEM He Oolee

HUEM PYTHUHHBIX 3KCHCPUMCHTOB. CHGHOB&TGHLHO, CJICAYCT INIOHMMATb, YTO BBIICHU3JIOKCHHBIC
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BapUaHTHI MPEIOCTABICHBI HCKIIOYUTEIBHO B KauecTse mpuMepa. [larentocrnocobHbie BapuaHThI
OCYIIECTBIICHHS, PACKPHITHIC B HACTOSIIEM JIOKYMEHTE, MOT'YT OBITh peaiM30BaHbl HA MPAKTHKE
HMHBIM 00pa30oM, 4eM 3TO OIHKCAHO M 3asBiieHO. IlareHToCrocOOHbBIE BapHAHThI OCYLECTBICHHS
110 HACTOAILIEMY PACKPBITHIO TAK)K€ BKJIIOYAIOT OT/EJbHBIC IIPU3HAKH, CHCTEMY, IIperapar,
Mmarepuai, Habop M CrocoObl, ONMCaHHBIE B HacTosueM JokymMeHTe. Kpome Ttoro, sobas
KOMOUMHAIMS U3 JBYX WK 0OJiee TaKMX NPU3HAKOB, CUCTEM, IIpeNapaToB, MaTepHaioB, HAOOPOB
M CIocOo0OB TaKkKe SBISETCS IIATEHTOCIIOCOOHOHM (€CnM OHH HE SBISIIOTCS  B3aHMMHO
HECOBMECTUMbIMHM). HekoTopsle  BapMaHThl  OCYILIECTBICHHS MOTYT  OTJIMYAThCH  OT
MPEIIIECTBYIOLIETO YPOBHS TEXHHMKH, TEM, YTO B YAaCTHOCTH OTCYTCTBYIOT OJMH HJIU Ooiee
MIPHU3HAKOB/3JIEMEHTOB/(DYHKIIMOHATIBHBIX BO3MOXKHOCTEH (TO €CTh MpPETCH3WH, HAINPaBJICHHBIC
Ha TaKWE BApHAHTbI, MOTYT BKIIOYATh OTPHLATEIILHBIC OPAHHYCHHS ).

[0090] Kpome TOro, Kak OTMEUYECHO, pa3JIHYHBIC MM H300PETEHHS MOTYT OBITH
BOILIOLICHBI B KA4yeCTBE OAHOTO WiH Ooiiee crocoOoB. JeHCTBHS, BBINONHSAEMBIC KaK 4acTh
METO/1a, MOT'YT OCYILIECTBISTHCS JTHOOBIM MOAXOISMIIUM c11oco00M. COOTBETCTBEHHO, MOTYT OBITH
IIOCTPOEHBI BApHAHTHI OCYIIECTBICHHS, B KOTOPBIX JACHCTBHS BBIIOJHAIOTCS B IIOPAIKE,
OTJIMYHOM OT HPOMJUIFOCTPUPOBAHHOIO, YTO MOXET BKIIOYATh BBIOJIHEHHE HEKOTOPBIX
NEUCTBUII OJHOBPEMEHHO, JaXe €CIM OHM II0Ka3aHbl Kak IIOCIENOBaTENIbHBIE ACHCTBHSA B
WUIIOCTPaTUBHBIX BApUAHTaX OCYILECTBICHUS.

[0091] JIxoOble 1 BCe CCBUIKM Ha MyOJIHMKALKMU WIK IPyTrHe JOKYMEHTBI, IPECTaBICHHbIC
rae—aub0 B HACTOSAILICH 3asBKE, BKIIIOYEHBI B HACTOSILUN JIOKYMEHT IIOCPEICTBOM CCBIIKH BO
Bcell ux nosHore. Kpome T0ro, cienyer oHUMaTh, YTO BCE ONPEHEICHHUs, KaK OHU OIPEEIICHBI
M HCIOJIB3YIOTCS B HACTOSILEM [JOKYMEHTE, KOHTPOJIMPYIOT OIIpENCHCHHS U3 CloBaps,
OIlpeJeNieHUs] B JOKYMEHTaX, BKIIOUYEHHBIX B Kaue€CTBE CCBUIKHM, W/WJIM OOBIYHBIC 3HAYEHUS

OIPCACTICHHBIX TCPMHUHOB.
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OOPMYVYJIA U3OBPETEHUSA

1. Croco0 aHanM3UpOBAHUS OTIMYAIOLIMXCS 3apsiloM BapHaHTOB O€JKa COCYAUCTOIO
snporenmanbHoro (akropa pocra (VEGF)-Trap, comepxkamero nocienoBarensHocts SEQ 1D
NO: 1, Ha OCHOBE KaNWJUIIPHOTO H303JICKTPUYECKOrO (POKYCHPOBAHHUS C JETCKTUPOBAHHUEM
nenocpeacteenno B kamwuipe (ICIEF), rae ykasannslit crioco0 BKIIIOYAET:

3arpy3ky oOpasua Oeika B pa3JelUTeNbHbIA KalWUIAP, KOTOPBIA COAEPKUT CMECh, 110
MEHBIIEeH Mepe, aM(OJINTa-HOCUTES], METHIILICIUTIONIO3b] 1 MOUCBHHBI;

NPUKJIAJABIBAHUE TICPBOTO HANPSDKCHHSI B TCYCHHE IICPBOTO 3apaHEe OIPEICICHHOTO
NepUoJia BPEMEHH TaKUM 00pa3oM, 4To aM(OJIMT-HOCUTEIb 00pasyeT rpaaueHT pH B mpeaenax
Karuusipa;

NPHUKJIAABIBAHAE BTOPOTO HANPSHKCHHA B TCYCHHE BTOPOTO 3apaHee OIpPEACICHHOTO
Neproia BpEMEHU U (POKYCUPOBAHHS MHUTPALMU OTIUYAIOLINXCS 3apsAA0M BapHaHTOB Oenka
VEGF-Trap B mpejenax Kanusuispa TakuM oOpa3oM, yTo OOIuMil 3apsiji BapUaHTOB SIBISETCS
HEHUTpaIbHBIM; 1

JCTEKTHPOBAHUE M KOJUYCCTBCHHOE OIPECIICHUE OTIMYAIONINXCS 3apsiIOM BapHaHTOB
ocinika VEGF-Trap, Bximogaroniee:

(1) M3MepeHue MOTIIOMICHUSI MHOKECTBA N30()0PM OTIMYAIONINXCS 3aps/IOM BapHAHTOB;

(i) pa3mencHHE MHOMKECTBA H30()OPM  OTJIMHAIOUIMXCS 3apsyIoM BapUaHTOB Ha
M30JIMPOBaHHBIC 00JaCTH, BKJIIOYAIONIHE, IO MEHBIICH Mepe, MEPBYIO KHCIYIO/KHUCIOTHYIO
obmacts (R1), Bropyro neiitpaiibayio odnacts (R2), copepxaiiyio Tpu riaBHBIX TTUKA, U TPETHIO
OCHOBHYW/IIeNouHyl0 ob6macte (R3), rae yKkasaHHble TpW TIABHBIX TIHMKAa HMEIOT
n303eKTprudecKyro Touky (pl) mexnay 6,90 u 7,22; n

(1i1) ompeziesieHre MPoLEeHTa N30(POPM OTIIMYAIOIINXCS 3apsAI0M BAPHAHTOB, TTOTIA/1AI0IINX
B IIpeziesibl Kax10if u3 obmacreit R1, R2 u R3.

2. Cnoco0 1o 1. 1, ryie IeTeKTHpOBaHUE OTIMYAIOIIMXCS 3apsI/IOM BapUAHTOB IIPOUCXOUT
IIPY JUTHHE BOJHBI 280 HM.

3. Cnioco® 1o 1. 1, riae koHneHTpanms Oenka, 3arpy>KeHHOro B Kanuuisip, cocrasiser 2,0
MT/MJL.

4. Crioco06 110 1. 1, e KOIH4IeCTBO MOUYEBHHBI B CMECH cocTasiisier 2 M.

5. Cnocob mo 1. 1, re emech copepkut (,35% MeTUIIesTon035L.

6. Cnioco6 mo 1. 1, rae mepBoe HanpsbkeHue cocrasiser 1500 B.

7. Cnioco0 no 1. 1, rie mepBoe 3apaHee OINpeieTICHHOE BPEMsI COCTaBIIsSIeT | MUHYTY.

8. Cnoco6 mo 1. 1, rae Bropoe HanpskeHue coctanisier 3000 B.

9. Cnocob mo 1. 1, rae BTopoe 3apaHee ONPECTICHHOE BPEMs COCTaBIIseT 7 MUHYT.

10. Crioco6 mo 1. 1, rjie KoHIeHTpanus 0eJKa, 3arpy»KEHHOTO B KaluJuIsp, COCTABIISAET OT
1,0 no 8,0 Mr/Mi wim HaXOoAUTCS B JIFOOOM ITPOMEKYTOUHOM HHTEPBAJIE.

11. Cnoco06 o 1. 1, riie KoJIn4uecTBO MOYEBHHLE B cMecH cocTaBiseT bonee 0 M u MeHee
8 M unu HaXoUTCs B JTFOOOM MPOMEKYTOYHOM HHTEpBAJIe.

12. Cooco6 mo m. 1, roe cmech comepxkutr ot 0,01% no mpubmusurensuo 0,35%

MCTHJIICIUIIOJIO3bI MJIW HAXOAUTCA B TH000M IMPOMCIKYTOYHOM MHTCPBAJIC.
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13. Crioco0 no 1. 1, rie nepeoe Hanpsxkenue cocrasisier ot 1 B go 3000 B unu naxogurcs
B J1II000M IIPOMEKYTOUHOM HHTEpBAJIE.

14. Cnoco6 1o 1. 1, rae nepBoe 3apaHee ONpeACICHHOE BPEMS COCTABIISIET OT 1 CEKyH/IbI
10 5 MUHYT WJIM HAaXOAUTCS B JIOOOM IIPOMEXKYTOYHOM MHTEPBAJIC.

15. Croco6 no 11. 1, rae BTOpoe HanpsixeHue cocrasisget ot 1 B mo 6000 B nnn naxoaures
B JII000OM ITPOMEKYTOUHOM MHTEpBAJIE.

16. Crioco6 1o 1. 1, rie Bropoe 3apaHee OIpeeIeHHOE BpeMsl COCTABIAECT OT | MUHYTBI
70 14 MUHYT WIM HaXOJUTCS B JIIOOOM IIPOMEKYTOYHOM HMHTEpBAJIC.

17. Crioco6 1o 1. 1, rae cmecs BriouaeT 0,35% Merriieiunoiiosst, 2 M moueBuHEL U 3%
amponura-Hocuress, umerorero pl 3-10.

18. Crioco6 mo 1. 1, rae kanuwuisip BKIIOYaeT PTopyriiepoHOe OKPBITHE.

19. Crioco6 o 11. 1, rae:

a) cMech conepkut 2 M mouesunsl, 0,35% metuienmono3sl u 3% amdonuta-HOCHTEITS,
nmetotrero pl 3-10;

b) nepBoe nHanpspkenue cocrasisier 1500 B u mepBoe 3apanee oOmpeeiicHHOE BpeMs
COCTaBJISIET 1 MUHYTY; H

¢) Bropoe HampsbkeHue cocrasiger 3000 B u BTOpoe 3apaHee ompenielicHHOE BpeMs
COCTAaBJISIET 7 MUHYT.

20. Croco0 mo m. 19, rme konuentpauus VEGF-Trap, 3arpykeHHOro B Kalujuisip,
cocrasiser 1,0 Mr/miL.

ITo noBepennoctu
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Applicant
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This international search report has been prepared by this International Searching Authority and is transmitted to the applicant
according to Article 18. A copy is being transmitted to the International Bureau.

This international search report consists of a total of q sheets.
El It is also accompanied by a copy of each prior art document cited in this report.

1. Basis of the report
a. With regard to the language, the international search was carried out on the basis of:
IZ] the international application in the language in which it was filed.

|:] a translation of the international application into which is the language of
a translation furnished for the purposes of international search (Rules 12.3(a) and 23.1(b)).

b. D This international search report has been established taking into account the rectification of an obvious mistake
authorized by or notified to this Authority under Rule 91 (Rule 43.6bis(a)).

c. IZ] With regard to any nucleotide and/or amino acid sequence disclosed in the international application, see Box No. I.
2. @ Certain claims were found unsearchable (see Box No. II).
3. D Unity of invention is lacking (see Box No. I11).

4. With regard to the title,
the text is approved as submitted by the applicant.
I:l the text has been established by this Authority to read as follows:

5. With regard to the abstract,
[Z] the text is approved as submitted by the applicant.

D the text has been established, according to Rule 38.2, by this Authority as it appears in Box No. IV. The applicant may,
within one month from the date of mailing of this international search report, submit comments to this Authority.

6. With regard to the drawings,
a. the figure of the drawings to be published with the abstract is Figure No. 1A
IZ] as suggested by the applicant.
D as selected by this Authority, because the applicant failed to suggest a figure.
D as selected by this Authority, because this figure better characterizes the invention.

b. D none of the figures is to be published with the abstract.
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1. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search was
carried out on the basis of a sequence listing:

a. forming part of the intemational application as filed:
m in the form of an Annex C/ST.25 text file.
D on paper or in the form of an image file.

b. D furnished together with the international application under PCT Rule 13¢er. 1(a) for the purposes of international search
only in the form of an Annex C/ST.25 text file.

c. D furnished subsequent to the international filing date for the purposes of international search only:
[] in the form of an Annex C/ST.25 text file (Rule 13¢er. 1(a)).
D on paper or in the form of an image file (Rule 13zer.1(b) and Administrative Instructions, Section 713).
2. In addition, in the case that more than one version or copy of a sequence listing has been filed or furnished, the required

statements that the information in the subsequent or additional copies is identical to that forming part of the application as
filed or does not go beyond the application as filed, as appropriate, were furnished.

3. Additional comments:
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This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

1. I:] Claims Nos.:

because they relate to subject matter not required to be searched by this Authority, namely:

2. D Claims Nos.:

because they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

3. Claims Nos.: 21

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. Il  Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

I. D As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

2. D As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment of
additional fees.

3. D As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

4. D No required additional search fees were timely paid by the applicant. Consequently, this international search report is
restricted to the invention first mentioned in the claims; it is covered by claims Nos.:

Remark on Protest I:l The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee.

D The additional search fees were accompanied by the applicant’s protest but the applicable protest
fee was not paid within the time limit specified in the invitation.

D No protest accompanied the payment of additional search fees.
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