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HarpuMmep HerpoiaudepaTHBHONW AMA0ETHMYECKOW PETHHOIATHH, MyTEM IOCIEeJ0BaTEIbHOIO BBEICHUS
HecKoIbkuX 103 antaroHncrta VEGF manmenty. CriocoOBl IO HACTOAIMIEMY H300pPETEHUIO BKIIOYAIOT
BBesleHHE 2 Mr adumbeprienta myTeM WHTPaBUTPEATEHONH MHBEKIMHU pa3 B § HEIENb IMOCIE TPEX HIIH
IATH HAa4aJbHBIX MECAYHBIX 103 (2q8) mmm 2 Mr pa3z B 16 Henmenp mociie TpeX Ha4aJbHBIX MECSYHBIX
03 U omHOTO §-HemenpHOTO MHTEpBaia (2q16). Kpome Toro, Hactosmiee m3o0peTeHne 0OecIeunBacT
Croco0BI peBepcHH WM OocTaHOBKM mporpeccupoBanust NPDR no PDR (manpumep, mocpeacTBom
kotopbix DRSS ymenbiaercs Ha 2 uinu 3 ypoBHS) HITH IPEIOTBPAICHHUS BOSHUKHOBEHUS HJIU IIOBTOPHOTO
BO3HUKHOBEHHMS YTPOKAIOIIETO 3PEHUIO OCIOKHEHNUS ITyTEM BBEJCHUS aauOepuenTa B COOTBETCTBHH CO
CXeMOM BBEJICHUS /103, ONMCAHHON B HACTOAIIEM H300pETCHHUH.
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2420-576300EA/011
INPUMEHEHUWE AHTAT'OHUCTA VEGF AJIsA JIEYEHUA AHTHOT'EHHBIX
I'JIA3HBIX 3ABOJIEBAHUI

Hacrosiimass 3asiBka HCIpallnBaeT NpUOpPUTET mpenaBapuTenbHbix 3asBoK CIITA NeNe
62/593033, monmannoit 30 HOsOps 2017 roma; 62/644425, noganHoii 17 mapra 2018 roma; u
62/748782, nonmanHoi 22 okTsOpsi 2018 roga; kakmash M3 KOTOPBIX BKJIIOYEHA B HACTOSIIYEO
3as1BKY MOCPECTBOM CCBUIKH BO BCEH MOJHOTE.

O0JacTh TEXHHKH, K KOTOPOIl 0THOCHUTCH H300peTeHHe

Hacrosimmee nzoOpereHne OTHOCUTCS K OOJIACTH TEPANeBTUYECKOTO JICUEHHs TJIa3HBIX
3aboneBanuii. bonee KOHKPETHO, U300pETEeHEe OTHOCUTCS K BBeeHUI0 aHTaroHuctoB VEGF ms
JICYEHHS TJIA3HBIX 3a00JIeBaHU, BBI3BAHHBIX HJIN CBSI3AHHBIX C AHTHOT€HE30M.

IIpeanochLiku co3aaHust H300peTeHUs

Hekoropele rnasHble 3a00J€BaHUS CBS3aHBl C TATOJIOTUYECKHM AHTHOTEHE30M.
Hanpuwmep, pasBurue BO3pacTHOH AereHepaunu sxkeiroro msatHa (AMD) cBs3aHO ¢ mpoueccom,
Ha3bIBa€MbIM XOpHuouaanpHoi HeoBackyssipusauueit (CNV). IIponoreBanue n3 CNV BbI3bIBaeT
MAaKyJISIPHBIH OTEK M CKOIUICHHWE JKHUAKOCTH MOJ MAaKyJIOH, YTO NPHUBOAHUT K IMOTEPE 3PEHHUS.
Huaberndecknii MakyJsipHblii otek (DME) siBnsieTcst eme OfHUM IJIa3HBIM 3a00JIEBAaHUEM C
aHTHOTeHHbIM KoMIoHeHTOM. DME sBnsiercs Hambonee pacnmpOCTPaHEHHOW NPUYUHON
YMEpPEHHOH NOTEepU 3PEHUsl y NALUeHTOB ¢ 1uabeToM M SBJIAETCS PaCIpPOCTPAHEHHBIM
OCJIOXKHEHHEM NHAa0eTHYECKOW peTHHOmaTHu - 3a00JIeBaHMs, MOPAKAOLIEr0 KPOBEHOCHBIE
cocynbl cetyatku. Knunndecku 3naunmbiii DME BO3HMKaeT, KOraa >KUAKOCTb MPOCAYMBAETCS B
LEHTP JKEeNTOro IIATHA, KOTOPOE SIBISETCS CBETOUYYBCTBUTENBHONW YacThIO CETYATKH,
OTBEYAIOLIEH 3a OCTPOTY LIEHTPAIbHOro 3peHus. JKMOKOCTh B Makyje MOXET NPUBECTH K
Cepbe3HOil morepe 3peHust win cienore. Erme ogHMM ria3HbIM 3a00J€BaHHEM, CBS3aHHBIM C
aHOMAaJIbHBIM aHI'HOT€HE30M, SIBJIIETCS] OKKJII03Us LeHTpainbHOU BeHbl ceruaTku (CRVO). CRVO
BBbI3BIBAETCS OOCTPYKIMEH LEHTPAJIbHOW BEHBI CETYATKH, YTO MPUBOAUT K CKOIUICHHIO KPOBH U
KUOKOCTH B cerdatke. (Cerdyarka TakKe MOXKET CTaTh HMIIEMHYECKOW, YTO MPHBOAHMT K
HETPUEMJIEMOMY POCTY HOBBIX KPOBEHOCHBIX COCYZOB, YTO MOJKET BbI3BATH AAJbHEHULIVIO
NIOTEPIO 3peHUst U OoJiee cepbe3Hble OCIOKHEHMs. BricBOOOKACHNE (hakTOpa pocTa SHAOTENHUS
cocynoB (VEGF) cmocoOcTByeT TIOBBIIIEHHIO MPOHULIAEMOCTH COCYIOB B [Jay W
HETPUEMJIEMOMY POCTy HOBBIX COCYAOB. TakuM o00pa3oM, HHrHOMPOBAaHHE AHTHOT€HHO-
crumynupyromux coiicte VEGF sBnsiercs s dexTuBHON cTparerneii jie4eHns aHTHOTCHHBIX
IJIa3HBIX 3a00JIEBaHMIA.

Onobpennbie FDA nedeHHsi aHTHOTEHHBIX TJIa3HBIX 3a0oyieBaHUi, Takux kak AMD u
CRVO, BxirouaroT BBeneHue antu- VEGF anTuTena, HazpiBaemoro pannbousymadom (Lucentis®,
Genentech, Inc.) exxeMecsYHO MyTeM HHTPABUTPEATbHON HHBEKIIUH.

CriocoObl 17151 IeueHust T1a3HbIX 3a00JeBaHn ¢ UCTIONb30BaHnEeM aHTaroHucToB VEGF
ykazaHel, Hanpumep, B US 7303746, US 7306799; US 7300563; US 7303748, u US
2007/0190058. Tem He MeHee, B NaHHOW OOJACTH OCTAETCS HEOOXOMMMOCTb B HOBBIX CXE€Max

BBCACHHA JIA JICUCHHA AQHT'MOICHHBIX TJIa3HBIX 3a6OHeBaHHﬁ, 0COOEHHO B TEX, KOTOPHBIC



MO3BOJIIIOT OCYILECTBJISITh MEHEE 4acTO€ BBEACHHE C MOAJEp)KAaHUEM IpPU 3TOM BBICOKOTO
ypoBHsI 3 (PEKTUBHOCTH.

CymHocTb n3o0pereHust

Hacrosimee m3obperenne obecrieunBaer criocoObI JUIsl JICUEHUS aHTMOTE@HHBIX TJIa3HBIX
3aboneBanuii (Hanpumep, nUaOETUYECKON PETHHONATUH, HANpumep HenponudpepaTUBHON
nuabernyeckoil peruHonatuu). CrnocoObl MO HM300PETEHUIO BKIFOYAKOT TMOCIIEIOBATENbHOE
BBEJICHHE HECKOJNbKUX 103 aHTaroHucra VEGF nanueHTty B TeueHue HekoTOporo BpeMeHu. B
YaCTHOCTH, CIMOCOObI MO HM300PETEHHI0 BKIIIOYAIOT TOCJIEA0BATEbHOE BBEACHUE MALUEHTY
onHON HauanpHOW 103l aHtaroHucra VEGF, ¢ nocnepyromeil oqHON WM HECKOJIbKUMU
BTOpUYHBIMU fAo3amu aHtaronucra VEGF, ¢ nocnepyromeidl ogHON WM HECKOJIbKUMU
TpeTUYHbIMH n03aMu aHTaroHucToB VEGF. ABTOpBI HacTosiero m3o0peTeHus K yIUBJICHUIO
OOHapyKWiM, dYTO ONaronpusTHbIE TepaneBTHYECKHue 3PQPEKTbl MOTyT JOCTUraTbCs Y
NAMEeHTOB, CTPAJAOIIUX AHIMOT€HHBIMH TJIA3HBIMU 3a00J€BaHUSAMH, TIyTEM BBEICHUS
antaronncra VEGF mammenty ¢ wactoToii onuH pa3 B 8 uim 6onee Heneb, OCOOEHHO KOrjaa UM
MPEeALIEeCTBYIOT MPUMEPHO TPU AO3bl, BBOAMMBIEC MALMEHTy C 4YaCTOTOM NPUMEPHO pa3 B 2-4
Hemenu. Takum 0Opa3oM, B COOTBETCTBHHM CO CHOCOOAMU MO HACTOSILIEMY H300PETEHUIO,
KaKAyl0 BTOpu4Hyl0 pao03y aHraroHucta VEGF BBomsar 4yepes 2-4 Hemenu moclne
HEMOCPEICTBEHHO MPEALIECTBYIOMEH A03bL, U KaXAYH TPETHUUHYIO 103y BBOAST MO MEHbLIEH
Mepe uepe3 8 Helenb IOCJE HENOCPEACTBEHHO MpealecTByromel ao3bl. Ilpumep cxembl
BBEICHUS N103 10 HACTOsIeMy H300pereHnio mnokazaH Ha @wur. 1. OnHUM NpenMyIecTBOM
TAKOM CXEMbI BBENEHHUs 103 SBJIAETCS TO, YTO sl OONblLIed 4YacTH Kypca JedeHus (m.e.
TPETUYHbIE 103bI) OHA TO3BOJIIET OCYIIECTBIIATh BBEACHUE MEHEe YacTo (Hanpumep, OOVH pa3 B
8 Henmenb) MO CPaBHEHUIO C PaHEE HCIOJIb3YEMBbIMH CXE€MaMM BBEIEHHs ISl aHTHOT€HHBIX
IJIa3HbIX 3a00N€BaHUM, KOTOpbIe TPEOYIOT BBEICHHS pa3 B MeCAL] Ha NPOTSKEHUH BCEro Kypca
nedenusi. (Cm., nanpumep, THCTPYKLHIO 1O MpUMeHeHuIo npenapata Lucentis® [panndusymad],
Genentech, Inc.).

Crioco0bl MO HACTOSIIEMY W300PETEHHIO MOXKHO HCIIOJIb30BATh MJISL JICUEHHUsS JIFOOOTro
AHTMOTEHHOT'O TJIa3HOTO 3a00JIeBaHUs, BKIIIOYAs, HANPUMED, BOSPACTHYIO IETCHEPALIUIO KEJITOrO
NSTHA, JUAOETHYECKYH0 PETUHOMATHIO, AHA0ETUYECKHI MAaKYJSIPHBIH OTEK, OKKJIFO3HIO
LIEHTPaJIbHON BEHBI CETYATKH, HEOBACKYJIIPU3ALIUI0 POTOBULIBI U T 1.

Crioco0bl MO HacTosAIEMY H300pPETEHHIO BKIIIOYAIOT BBEIEHHE JIFOOOr0 aHTAaroHUCTA
VEGF naumenty (nanpumep, TyTeM HHTPAaBUTPEATbHONH WHBEKIMH). B omHOM BapuaHTe
ocymectsieHus: aHTaroHucT VEGF BxirouaeT OfHYy MM HECKOJBKO XMMEPHBIX MOJIEKYJ Ha
ocHoBe VEGF penenropa (Takke ykasanbl B Hacrosimen 3asBke kak "VEGF-Trap" wmu
"VEGFT"). Tlpumepom anrtaronucta VEGF, KoOTOpbIi MOXKHO HCMONB30BaTh B KOHTEKCTE
HacTosImero  m3oOpereHws, sBisercs  MyabTuMmepHbli  VEGF-cs3bBaromuii - Oenok,
BKJIFOUAOLIMH ABe WK Oosee XuMepHble MoJieKyJibl Ha ocHoBe VEGF penenropa, ykasaHHBIH B
Hacrosimeit 3asBke kak "VEGFR1R2-FcAC1(a)" nnu "adpnubepuent”.

IIpenycMOTpeHbl pa3nudHble INMyTH BBEAEGHUS ISl WCIONB30BAHUSA B CIOCOOaX I10

HACTOALIEMY I/I306peTeHI/IIO, BKJIKO4as1, Hanpumep, MECTHOC BBCACHUEC WM BHYTPUIIIA3HOC



BBENIEHHE (Hanpumep, UHTPABUTPEATbHOE BBEICHHE).
Adpmubepuent (EYLEA™

HostOpe 2011 roma nst JiedeHUs] TALMEHTOB C HEOBACKYJIIPHOW (MOKpOiI) BO3pacTHOMH

, Regeneron Pharmaceuticals, Inc) Opmm1 omobpen FDA B
JereHepalne >KeATOro MATHA, C PEeKOMEHAOBAHHOM J030M 2 MI, BBOAMMON IyTEM
UHTPABUTPEAIbHOW HWHBEKLIUU pa3 B 4 Henenu B TeUeHHE IMePBbIX TPEX MECSLEB, C
NOCJIEAYIOLINM BBEIEHHEM 2 MT' ITyTE€M MHTPABUTPEAJIbHON MHBEKIIUH OJIUH pa3 B 8 Heslelb.

Hacrosimmee wu3oOperenue ofecneunBaer crnocod st JjieueHus auabeTHUecKoit
peTHHONaTHH JII0OON CTENEeHW TSDKECTH, HarnpuMmep, HenpoJudepaTuBHON AuabeTHYecKou
perunonatiu (NPDR) (nanpumep, NPDR 0T yMepeHHOH CTenmeHM TSDKECTH N0 TSKEIOH,
Hampumep, xapakrepmsyromerics yposHem mno Illkame Ouenku Tsokectn Jmabermdyeckoi
Perunonatin oxono 47-53, uanpumep, 47 wnm S53) y nauueHra (Hanpumep, YeNOBeEKa,
Hampumep, Bo3pacta 18 jer wnm crapiue, manpumep, uMeromero nuaber 1 wim 2 Tuma),
HYKIAIOLIEroCss B TAKOM JIEYEHWH, TPU STOM VKa3aHHBIH CrMOCOO BKIOUAET BBEACHUE
(nanpumep, myTeM UHTPABUTPEATbHON HHBEKLNH), B TJ1a3 MALUEHTA,

(1) 3 BBOAMMBIX pa3 B MECSI] 103 C IMOCIEAYIOIeH OHON TN HECKOJIBKUMH BTOPUYHBIMU
no03amMH pa3 B 16 Hepmenb, MpU 3TOM MNEPBYI0 BTOPUYHYIO 03y BBOIAT uepe3 8 Henmenb IMocie
TpeTbell MecsTuHON 103kl (Henens 16) u 3aTeM MpoAOJIKAI0T BBEACHUE Yepe3 Kakable 16 Henenb
(nanpumep, Tie no3y BBOIAT Ha Henene 32, 48, 64 u 1.1.) (eMm., nanpumep, @ur. 2), nin

(i1) 3 wim 4 WK 5 BBOAUMBIX Pa3 B MeCSII 103 C MOCIEAYIOUIeH OHON HITH HECKOJIbKHMHU
BTOPUYHBIMU J03aMHU pa3 B 8 Henesb, IPU 3TOM BBEACHHE BTOPHUYHBIX 103 HAUYMHAKOT uepe3 8
HEJEJIb MOCJIe KOHEYHOHN U3 3 Wiu 4 WK 5 MECSIYHBIX 103 U 3aTE€M NPOJAOJLKAKT BBEICHHUE YEPE3
Kaknble 8 Henelb,

okoso 2 mr antaronucta VEGF, koropeiii npeacrasisier coOOH, HarpuMep, XUMEPHYIO
mosiekysty Ha ocHoBe VEGF penenropa, Hampumep, kotopas BkaodaeT (1) KOMIOHEHT
VEGFR1, Bxmovatouuii amunokucinorsl 27-129 SEQ ID NO:2; (2) xomnonent VEGFR2,
BKJIFOHarouii aMuHOKHUCIOTEl 130-231 SEQ ID NO:2; u (3) KOMIOHEHT MYJbTHMEPH3ALIHH,
BKJIFOUAIOLINI  aMuHOKHCIOTHL 232-457 SEQ ID NO:2. Hanpumep, B OZHOM BapuaHTe
ocyuiecTBiieHus: u3ooperenus: antaronuct VEGF npencrapnsier codoit Adnubepuent. B ogHom
BapuaHte ocymectnieHus: n3odperennst anraronuct VEGF sxmouaer VEGFR1R2-FcAC1(a),
KOAMpYeMblil HykyeoTHIHON mnocnenosaTensHocTeio SEQ ID NO: 1. B omHoM BapuaHTe
OCYIIECTBIIEHHs] M300PETeHUsI MALIEHT XapaKTepU3yeTcss KaK He CTPaaroIuil 1uabeTH4ecKum
MaKyJSIPHBIM OTEKOM, HMEIOINMH 0a30ByI0 OLIEHKY MAaKCHMAaJbHOH OCTPOTBI 3pEHHUS C
koppekuneri(BCVA) mo OyksenHoi cucreme ETDRS 69 wnm Oosbine, uMerOmuil ocTpoTy
3penus no tabmuue CHemtena 20/40 wim nydine; He CTpagaeT HEOBACKYJIAPU3ALUEH CEeTYaTKU,
HE CTpaJaeT HeoBacKyJsipu3anueidl mepennero cermenra rtnasa (ASNV), He cTpamaer
KPOBOHM3JIMSIHUEM B CTEKJIOBHIHOE TEJO, W/WIIN HE CTPAaJaeT TPAKLIMOHHONW OTCIIOWKOHN CETYaTKH.
B omHom BapuanTe ocymectBieHus uzoOperenus “neuenne”’ NPDR y mnanmenra, kak
o0cy»K1aeTcst B HACTOSIIIEH 3asiBKe, OTHOCHUTCS K JOCTHIKEHHIO 110 MEHBLIEH Mepe yaydIleHHe Ha
2 crynenu no DRSS (umkana oueHkH TsDKeCTH AMAaOETHUYECKONW pPEeTMHONMATHH) OT 0a30BOro

ypoBHs (nepen nepBbiM BBeAeHneM aHTaronnucta VEGF), nanpumep, k nenene 24 win 48 wnn 52



(TI0 cpaBHEHUIO € T€M, KOT/Ia HauaJloch nepsoe BBeneHue antaronucrta VEGF).

Hacrosimmee wus3oOperenune obecrneunBaeT crocod Aisl JieUeHUs WIM TPOPUIAKTHKH
nponudepatuBHoi nuadernueckoil peruHonatuu (PDR) y mauwmenra (nampumep, venoseka),
HYKJAIOLIErocss B TakOM JICUEHHUH WIM NpoQUIAKTHKE, WIH s NPEeAOTBpPAIlEeHUs
nporpeccupoBanust  HerpoiudepatuBHoi — nuabermueckoit  peruHomatuu  (NPDR)  nmo
nponrdepaTuBHON AMabETHYECKONl PETHHONATHH, HEOBACKYJSIPU3ALMU IEPEIHEro CerMeHTa
rmaza  (ASNV), nmabGernyeckoro wakymsapHoro oteka (DME) wim  3arparuBaroinero
LEHTPAJIbHYK 4acTh auaberndeckoro MakyisipHoro oreka (CI-DME), npu sTOoM mnanueHra
CHavyaja JiedaT OT HempoiudepaTUBHONH anabeTHYecKOH peTHHOnaTuu (Hanpumep, Kornaa
nanyeHT uMmeer nuadet 1 wiu 2 Tuna;, umeeT remorioouH Alc okoino 8,5; umeer ETDRA BCVA
OLIEHKY OKOJIO 82; MMeeT TOJILUHY LEHTPAJIbHON YaCTU CETYATKU OKOJNO 247 MKM; HUMeEeT
OLIEHKY TsDKeCTH nuabeTnueckoi pernHonaTtuu 47 win 53; u/uinmu UMeeT BO3pacT OKOJIO 56 ner),
IpU 3TOM VYKa3aHHBIA Crnoco® BKIIOYAET BBEACHWE B TJla3 MalMeHTa (Hanpumep, TyTeM
UHTPABUTPEATbHONW HHBEKLINH)

(1) 3 BBOAMMBIX pa3 B MECSI] 103 C IMOCIEAYIOIeH OHON TN HECKOJIBKUMH BTOPUYHBIMU
no3aMu pa3 B 16 Hexenb, IPU 5TOM TEPBYIO BTOPUYHYIO 03y BBOAAT uUepe3 8 Henmesnb Mocie
TPEeThel MeCSIHOM N03bI (Henes 16), win

(i1) 3 wim 4 WK 5 BBOAUMBIX pa3 B MeCSII 103 C MOCIEAYIOUIEH OTHON HITH HECKOJIbKHMHU
BTOPHYHBIMHU J1I03aMH pa3 B 8 HeZeb,

okoino 2 wmr anrtaronucta VEGF, wuanpumep, xoropeii sikmouaer (1) KOMIOHEHT
VEGFRI1, Bkmouaromuii amuHokuciorsl 27-129 SEQ ID NO:2; (2) kommonent VEGFR2,
BKJFOHaroit aMmuHOkuCaoTel 130-231 SEQ ID NO:2; u (3) KOMIOHEHT MYJbTHMEPH3ALHH,
BKJIFOHAOLNH aMUHOKHUCIOTHI 232-457 SEQ ID NO:2 (nanpumep, apnudepuenra). Hanpuwmep, B
OZTHOM BapHaHTe OCYILIECTBJIECHHs M300peTeHHUs, MALMeHTa Je4aT B TEeYCHUE 10 MEeHbLIeH Mepe
okoJio 24 Henenb, 52 Henenb unu 100 Hexenb, Hanpumep, MAIMEHT NMPUHUMAET OT OKOJO 3 IO
OKOJIO 5 MHBEKLUH 3a 24-HeeNbHbIN nepuoa. B 0MHOM BapuaHTe OCYIIECTBICHUS U300pETeHUs
NALMEHTA JIeUaT, Hanpumep, B TeueHue OKoJo 24 wnu Oosee Henenb, U JOCTUTAETCs] OMH WU
HECKOJIBKO U3 CIICAYIOLINX TOJOKUTENbHBIX PE3yJIbTaTOB:

(1) ynydmieHde 1Mo MeHbIIEH Mepe Ha 2 CTYNMEHH OT HUCXOOHOTO YPOBHS OLEHKH I1O
IIKaJie OLEHKH TshkecTH nuaberndeckort perunonatin (DRSS);

(1) yny4meHwe Mo MeHbIIEH Mepe Ha 3 CTYNEeHH OT HMCXOJHOTIO YPOBHS IO IIKaJe
OILIEHKU TsDKeCTH nuadernyeckoit peruHonatuu (DRSS);

(1i1) yny4ineHHe MaKCHUMAaJbHOH OCTPOTBI 3PEHHSI C KOPPEKIHeH MO0 MEHbIIeH Mmepe
npuMepHO Ha 1,9 OykBbI,

(1v) HEe UCTIBITHIBAET CHMIKEHUSI MAKCUMAIIbHONH OCTPOTHI 3PEHHUSI C KOppeKuuel Ooblie
4yeM Ha 4 OyKBBI,

(V) He pa3BUBaeTCS AMA0ETUYECKUI MaKYJISIPHBIN OTEK;

(vi) He pa3BUBaeTCA 3aTPArHBAIOIIUIN [EHTPAIbHYIO YacTh AMAOETUYECKUN MaKyJISIPHBINA
OTeK;

(vil) HE HCIIBITBIBAET YIPOKAIOIIETO 3PEHUI0 OCJIOKHEHHS



(viil) He pa3BuBaeTcs npoyudepaTuBHas TUadeTHYECKasi PETUHONATHS,

(1x) He pa3BHBAETCs] HEOBACKYJISIPU3ALIUS ITEPETHETO CErMEHTa IJ1a3a;

u/mnn (X) MPOUCXOIUT YMEHbIIEHHE TOJIIMHBI LEHTPAIbHON YacTH CETYaTKH Ha OKOJIO
19 wmxkm. Takum oOpa3oM, Hacrosiiee H300peTeHHe Takke O00ecrnednBaeT CrocoObl,
obecrieunBarOIye  TOCTIDKEHHE MMALMEHTOM ¢  HempoaudepaTuBHON  anabeTHyeckoit
pPETHUHOMATHEN OJTHOIO MJIM HECKOJIBKHUX U3 CIAENYIOIINX MOJIOKUTENbHBIX PE3YJIbTATOB

(1) yny4iieHue o MeHbLIeH Mepe Ha 2 CTYIeHU OT HCXOIHOTO YPOBHSI 10 IIKaJe OLEHKH
TsokecTH quadbernyeckoit petuHonatuu (DRSS);

(i1) yny4imeHwe Mo MeHbINEH Mepe Ha 3 CTYNEeHH OT HMCXOJHOTIO YPOBHS IO IIKaje
OLIEHKH TsDKeCTH nuabetndeckoit peruHonatuu (DRSS);

(iil) yny4ineHHe MaKCHUMAaJIbHON OCTPOTBI 3pPEHHSI C KOPPEKIHMeH MO MEHbIIeH Mmepe
npuMepHO Ha 1,9 OykBBI,

(1iv) HEe UCTIBITHIBAET CHMIKCHUS! MAKCUMAIIbHON OCTPOTHI 3PEHHUSI C KOppeKLueh Ooblie
4yeM Ha 4 OyKBBI,

(V) He pa3BUBaETCS AMA0ETUYECKHUI MaKYJISIPHBIN OTEK;

(vi) He pa3BUBaETCA 3aTPArHBAOIIUN HEHTPATBHYIO YacTh AMA0ETUYECKUN MaKyJISIPHBINA
OTeK;

(vil) He HCIIBITBIBAET YIPOIKAIOIIETO 3PEHUI0 OCIOKHEHUS,

(viil) He pa3BuBaeTcs npoyudepaTuBHas TUadeTHYECKash PETUHONATHS,

(1x) He pa3BHBAETCs] HEOBACKYJIIPU3ALIUS ITEPETHETO CErMEHTa IJ1a3a;

u/unu

(X) MPOUCXOAUT YMEHbIIEHUE TOJIINHBI IEHTPAIBHON YaCTH CETYATKU Ha OKOJIO 19 MKM;
nytem BBeneHus anraroHucra VEGF B coorBercTBuM CcO cxeMol BBEIEHMs 103, OMHMCAHHOMN
BBILIE.

Hanpumep, Hactosimmee wu3oOpeTeHne obecnedynBaeT Crnocod, KOTOPBIH BbI3BIBAET
YMEHBbLICHUE WJIW TMPEeJOTBPAIIEHHE TMOBBIIIEHUS] YPOBHS MO IIKAaJle OLEHKH TSKECTH
nnabernueckoi perunonatuu (DRSS) (em., nanpumep, ®@ur. 18) (nanpumep, no mMeHbluel Mepe
Ha 2 wmm 3 ypoBHsA) HenpoiudepaTMBHON AMA0ETHYECKOW PETHHOMATUH Y TALUEHTa,
BKJIFOUAOLIMI BBEJICHHE, B I1a3 MALUEHTA (Hanpumep, MyTeM HHTPABUTPEATbHON HHBEKIIH),

(1) 3 BBOAMMBIX pa3 B MECSI] 103 C MOCIEAYIOIeH OHON TN HECKOJIBbKUMH BTOPUYHBIMU
no3aMu pa3 B 16 Henesb, IPU 5TOM MEPBYIO BTOPUUHYIO 03y BBOJAT uUepe3 8 Henmesib Mocie
TPEeThel MeCSYHOM 1036l (Henes 16), wiu

(i1) 3 wim 4 WK 5 BBOAMMBIX pa3 B MeCSIII 103 C MOCIEAYIOUIEH OTHOW HITH HECKOJIbKHUMHU
BTOPHYHBIMHU JI03aMH pa3 B 8 HeNeb,

okoino 2 wmr anrtaronucta VEGF, wuanpumep, xoropeni skmouaer (1) KOMIOHEHT
VEGFRI1, Bxmouaromuii amuHokucinorsl 27-129 SEQ ID NO:2; (2) kommonent VEGFR2,
BKJFOHaromuii aMuHOKHCIOTEl 130-231 SEQ ID NO:2; u (3) KOMIOHEHT MYJbTHMEPH3ALHH,
BKJTFOU A0 aMUHOKUCTOTHI 232-457 SEQ ID NO:2 (nanpumep, apnubepuerna).

Hacrosimee wm3o0perenne Takke oOecmeunBaeT Croco0 Juist  JIGUEHUS WU

npeaoTBpalcHs BO3HUKHOBCHUS WM IOBTOPHOIO BO3HUKHOBCHHS YI'PDOXAKOMICTO 3PCHUIO



OCJIOXKHEHHUS] WJIM CIIETIOTHI B TJla3y CyObekra (nampumep, 4enoBeka), ria3 KOTOPOro HMEET
HenpoaudepaTHBHYI0 TUA0ETHUECKYI0 PETHHONATHIO, BKJIIOYAIOIIUN BBelneHHe (Hanpumep,
IyTeM MHTPABUTPEATbHON MHBEKLHUH), B TNIa3 CyObekTa (Hanpumep, MyTeM HHTPABUTPEATbHON
uHBEKIUH), (1) 3 BBOAMMBIX pa3 B MECALl 103 C TMOCIENYIOIIEeH OOHOW WM HECKOJIbKUMHU
BTOPUYHBIMU J103aMH pa3 B 16 Hexemnb, MPU 3TOM IMEPBYIO BTOPUYHYIO O3y BBOIAT uepe3 8
HeJleJb TI0CNe TPeTheil MecsiyHON 103kl (Hexenst 16), unu (i1) 3 win 4 wim 5 BBOOIUMBIX pa3 B
MecALl 103 C MOCNeAYIoLIed OJHONW WM HECKOJbKMMM BTOPHYHBIMU J103aMH pa3 B 8 Henelb,
okojio 2 mr antaronucta VEGF, koTopblit npeacraBiiseT co00i XUMEPHYO MOJIEKYJTY HA OCHOBE
VEGF peuenropa. Heobsi3aTenbHO, B [pyroi ria3 cyobekTa Takke BBOAST aHTaroHuctT VEGF,
Ja’ke el OH He MOpaskeH Moao0HBIM 00pa3oM, mopaskeH ¢ Oonee HU3KUM ypoBHeM DRSS wmu
NOpa’ke€H APYTMM aHTHOTEHHBIM TIJIa3HbIM 3a0osieBaHrieM. Hampumep, B OJHOM BapHaHTe
ocyectsieHust n3ooperenus anraroHuctT VEGF npencrasisier coboit XUMEPHYIO MOJIEKYJy Ha
ocHoBe VEGF penentopa, xotopas (1) Bkimovaer (1) xommonent VEGFRI, Brirodaromuii
amuHOKUCIOTH 27-129 SEQ ID NO:2; (2) komnonenT VEGFR2, Brurouarommii aMHHOKHCIIOTBI
130-231 SEQ ID NO:2; u (3) KOMIOHEHT MYJbTHMEPH3ALNH, BKIFOYAOLIINA aMUHOKHCIOTHI
232-457 SEQ ID NO:2; (i1) Bximouaer (1) nmmyHornoOynmun-nogobusiii (Ig) nomen 2 nepsoro
VEGF penenropa u (2) Ig nomen 3 Broporo VEGF peuentopa u (3) MynbTUMEpU3YIOIIUT
KOMIIOHEHT; (1i1) nmpeacraBisieT coboi apnubepuent; wiu (1v) NpeacTapisieT codol KOHOepIenT.

OnuH acriekT n300peTeHust MPENCTaBIAET COO0H YIIaKOBKY, BKIIFOUYAIOIIYIO:

KOHTEWHEP C JIEKAPCTBEHHBIM CPENICTBOM; U

UHCTPYKLMH TIO TPUMEHEHUIO JIEKAPCTBEHHOTO CPEACTBA ISl JIEYEHUs WU
NpoQHUIAKTUKN TUAOETHYECKONH PETHHONATUHU y MAIMEeHTa, HYXAAIOLIErocs B TAaKOM JICUEHUH,
IPU 3TOM MHCTPYKIHUM YKa3bIBAIOT NPUMEHEHHE JIEKAPCTBEHHOI'O CPEJCTBA IyTEM BBEACHUS
JIEKapCTBEHHOT'O CPEJICTBA B IJIa3 MAallMeHTa

(1) 3 BBOOMMBIX pa3 B MECHI 103 € MOCIENYIOIIeH OJHON MM HECKOJIBKUMH BTOPHYHBIMU
no3amMu pa3 B 16 Hemesb, IPU 5TOM MEPBYIO BTOPUUHYIO 03y BBOJAAT uepe3 8 Henmesb Mocie
TPEThel MeCsSYHOM 1036l (Henes 16), wiu

(i) 3 wau 5 BBOAMMBIX pa3 B MeCSI[ 03 C MOCIEAYIOIeld ONHOW MM HECKOJbKHUMHU
BTOPUYHBIMU J103aMHU pa3 B 8 Hexenb, okojio 2 Mr anraronucta VEGF, kotopslii npeacrasnser
co0oit xumepHyr Monekyny Ha ocHoBe VEGF penenropa.

Eme onuH acnekT n300peTeHus npeacTaBisier CoOOOH yrnakoBky, rae antaroHuct VEGF

(1) Bximouaer (1) kommonenT VEGFR1, Brimouatomuii amunokucnorsl 27-129 SEQ ID
NO:2; (2) xomnonent VEGFR2, Brmouatomuii amuaokuciaoter 130-231 SEQ ID NO:2; u (3)
KOMITOHEHT MYJITUMEPHU3ALUH, BKIIFOYAIINN aMmuHOKUCIOTHI 232-457 SEQ ID NO:2;

(11) Bxmouaer (1) mmmynornoOyanH-nogoOHei (Ig) momen 2 nepsoro VEGF penenropa
u (2) Ig nomen 3 Broporo VEGF penenTopa, u (3) MyJIbTHMEPH3YIOIIHIA KOMIIOHEHT;

(1i1) mpexacraBisier cobol apubepuent; uiu

(1v) mpencrasinsier coO0# KOHOEPIIENT.

Eme onun acnekt u3oOpereHust mnpencTaBisieT COOOM YIAKOBKY, i€ HMHCTPYKIUH

YKa3bIBAKOT, YTO JICKAPCTBEHHOC CPEACTBO BBOIAAT IIYTEM HHTpaBI/ITpeaJIbHOﬁ HUHBCKIHNH.



Eme onmH acnext u3o0OpereHHs] mpencTaBisieT COOOH YIAKOBKY, i€ HMHCTPYKLUH
YKa3bIBaOT BBEICHHE 3 WIM 5 BBOJUMBIX pa3 B MeCALl 103 JIEKAPCTBEHHOI'O CPENCTBa C
NOCJIEAYIOLIEe OAHON MIIM HECKOJIBKUMU 103aMU pa3 B 8 HeNlelb.

Eme onun acnekt u3oOpeTeHHs] NpencTaBisieT COOOM YIAKOBKY, i€ HMHCTPYKIHUH
YKa3bIBAIOT BBEAEHHE 3 BBOAMMBIX Pa3 B MECsL A03 JIEKAPCTBEHHOI'O CPEACTBA € MOCIEAYIOIEeN
OJTHOW WUJIM HECKOJIbKMMU BTOPUYHBIMM JI03aMHM pa3 B 16 Henesb, IpU 3TOM NEPBYIO0 BTOPUYHYIO
703y BBOJSIT Yepe3 8 HesleNb Mocie TPETbel MeCsTaHOM 103k (Henens 16).

Eme onuH acnekt u3oOpereHusi mpencTaBisieT COOOM YMAKOBKY, /i€ HMHCTPYKIUH
YKa3bIBAIOT, YTO BBOJAT OJIHY 103y JIEKAPCTBEHHOI'O CPENICTBA pa3 B 8 HE/elb.

OnuH acriekT u300peTeHust MPEaCTaBIsAeT COO0H YIIaKOBKY, BKIIFOYAOIIYIO:

KOHTEWHEP C JIEKAPCTBEHHBIM CPENICTBOM; U

UHCTPYKLUMH TIO TPHUMEHECHUIO JIEKAPCTBEHHOTO CPEACTBA UL JICYCHUS WU
npodHIaKTHKN TposndepaTHBHON AMa0eTUIECKOH PeTHHONATHHN Y MALIUEeHTa, HY KJAFOIIEerocs B
TAKOM JICUYEHHWH, NPH 3TOM HMHCTPYKIHH YKa3bIBAIOT NMPUMEHEHHUE JIEKAPCTBEHHOTO CPEACTBA
NyTEM BBEIEHHSI JIEKAPCTBEHHOT'O CPENICTBA B IJ1a3 MAL[HEHTa

(1) 3 BBOAMMBIX pa3 B MECSI] 103 C MOCIEAYIOIEH OHON TN HECKOJIBKUMH BTOPUYHBIMU
7o03aMH pa3 B 16 Hezmenp, MpU 3TOM MNEPBYI0 BTOPUYHYIO 03y BBOIAT uepe3 8 Henenb IOcie
TPEeThel MeCSIHOM 103kl (Henes 16), win

(i) 3 mau S5 BBOAMMBIX pa3 B MeCSI[ O3 C MOCIEAYIOIeld ONHOW WM HECKOJbKHMHU
BTOPUYHBIMHU J103aMHU pa3 B 8 Hexenb, okojio 2 Mr anraronucta VEGF, kotopslii npeacrasiser
co0oit xumepHyro MoJiekysry Ha ocHoBe VEGF penenropa.

Eme onun acnexT u3o0peTeHus npeacTasisieT COOOH ynakoBky, rae antaroHuct VEGF

(1) Bxmouaer (1) komnonent VEGFR1, Bimrouaromumii amuHokuciaotsel 27-129 SEQ ID
NO:2; (2) xomnonenT VEGFR2, Brirouaromuii amuHokuciaorsl 130-231 SEQ ID NO:2; u (3)
KOMIIOHEHT MYJIbTUMEPU3ALINH, BKIIFOUAO TN aMuHOKUCIOTHI 232-457 SEQ ID NO:2;

(i1) Brmouaer (1) mmmynornoOyauH-nogooHsi (Ig) nomen 2 nepsoro VEGF penenrtopa
u (2) Ig nomen 3 Broporo VEGF penenTopa, u (3) MyIbTHMEPH3YIOMIHI KOMIIOHEHT;

(iii) mpexacraisieT coboli apubepuent; uiu

(iv) mpencrasinsieT coO0# KOHOEPIIENT.

Jlpyrue BapuaHTBl OCYINECTBIIEHHsI HACTOSILIEro H300peTeHus: OynyT OYEeBHIHBI TIPH
PAcCMOTPEHUH CJIENYIOIIETO Aajiee MOAPOOHOTO OMUCAHHUS.

Kpartkoe onucanune yeprexei

@ur. 1 mnoKa3bpIBa€T WUIIOCTPATUBHYKO CXEMy BBEICHUS 03 IO HACTOSIIEMY
u3o0perennio. B 3Toil cxeme ogHOKpaTHYIO "HadanpHyro no3y" anraronucra VEGF ("VEGFT")
BBOAST B Hauajie pexuma tepanuu (T.e. Ha "Henmene 0"), ABe "BTOpUUYHBIE JO3bI" BBOIST HA
Hezene 4 u 8, COOTBETCTBEHHO, U IOCJE 3TOrO BBOAST MO MEHbIEH Mepe LIeCTb "TPETUUHBIX
no3" onuH pa3 B 8 Henmenb, m.e. Ha Henene 16, 24, 32, 40, 48, 56 u T.1.). DTa cxema BBEIEHUS
antaronrncra VEGF cocTaBisieT 4acTh HaCTOSIIIEro U300peTeHusl.

@dur. 2 nmoxa3plBa€T BTOPYI0 WUTFOCTPATHUBHYIO CXEMY BBEIEHHS 103 10 HACTOSLIEMY

n300perennto. B aroit cxeme Tpu mecsunble 10361 ("Q4wk nosbr") anraronucra VEGF BBogsT B



Hadajie pexxuma Tepanuu (T.e. Ha Henene 0, 4 u 8), 3aTeM BBOASIT OTHOKPATHYIO O3y 4depe3 8
Henenb nocie nocienHedt Q4wk noser ("Q8wk noza") (T.e. Ha Hexene 16), ¢ MOCIENYIOLTUMHU
TpeMsl 1 OoJiee TOTOJTHUTENbHBIMU 103aMH, BBOAUMBIMH depe3 16 Henenb nocne Q8wk mo3bl
U 1ocJie 3Toro oauH pas B 16 Henmens ("Qlo6wk noser") (T.e. Ha Hepene 32, 48, 64 u T.1.). OTa
cxema BBeneHust antaronncta VEGF cocraBiisieT 4acTh HACTOSIIIEro N300peTeHus!.

@ur. 3 B 0000meHHOM BHAE TNpeACTaBisieT IUIAaH a3bl 3 JBOWHOIO CIIENOro
paHIOMU3UPOBaHHOIO KOHTpoaupyemoro ucciaenosanuss PANORAMA. IManuentsr ¢ NPDR or
YMEPEHHOH CTEeTNeHU TSHKECTH A0 TSDKENoW monydanu (1) UMUTAM0 WHbeKIuH (“UMuTarms’),
(i1) 3 MecsUYHBIX NO3BI C TIOCIEOYIOIIEeH OMHON HJIM HECKOJIbKUMU BTOPUYHBIMU J103aMHU pa3 B 16
Henesb, IPHU 3TOM IMEPBYI0 BTOPUYHYIO O3y BBOIAT 4epe3 8 Henenb Mociie TPeTbel MeCTYHON
no3bl (wemenst 16) (“I'pymma 17), wmm (iil) 5 MecsiUHBIX J03 € TMOCHENYHOLEH ONHOW WM
HECKOJIbLKUMH BTOPHYHBIMU 103aMU pa3 B 8 Henenb (“T'pymnma 27).

@ur. 4 B 0000LUIEHHOM BHUAE NPEACTABIACT CXEMy BBEICHHS /03 B HCCIEIOBAHHU
PANORAMA nna rpynn umurauuy, I'pynnsl 1 u I'pynner 2. X=HHBEKLUH aKTHUBHOIO
BemecTBa, O=MMUTAIIH HHBEKIIHH.

@ur. 5 onuCHIBAET paCHpeeNieHHe U OCHOBHbIE AeMOrpaduuecKue TaHHbIE HCCIEeNYEeMON
nonynsasuuu B PANORAMA B kaxkaoli [030BOM TIpymne BKIodas: umutauuio, ['pynmy 1,
I'pynmy 2 u kombunamro 'pynmer 1 u I'pynmst 2 (All TAI). IAI=MHTpaBuTpeanbHas HHbEK LS
apubepuenra.

@ur. 6 onMCHIBAET OCHOBHBIE XapAaKTEPUCTHKH 3a00JI€BaHUS UCCIIEAYEMON MOMYJIISALUN B
PANORAMA B xaxaol [1030BOH rpymme, BkJIwo4as: uMmurauuto, I'pynny 1, I'pymny 2 u
xomOuHarmo I'pynmer 1 u I'pynmst 2 (All IAI).

@ur. 7 npencTaBiseT KOJIUIECTBO UHBEKIHH, nonyueHHbIX cyObektamu B PANORAMA
B Ka)K1o# n030Bo# rpymnme (umutarus, ['pynna 1, I'pynna 2 u komOunanwst I'pynmst 1 u I'pynmsr
2: “All IAT).

@dur. 8 mnokasbBaer npornopuuto (%)MAMEHTOB B KaKAOH TO30BOH  rpymme
PANORAMA (umutarms, I'pynma 1, I'pynna 2 u All IAI (komOuamnpoBanHas I'pynma 1 u 2),
JOOCTHTAIOIIMX YJIYYIIEHUS HAa >2 CTYMEHH OT MCXOJHOTO YPOBHS IO INKaJe OLEHKU TSDKECTH
nuabernyeckoi peruHonatuu (DRSS).

@ur. 9 mnokaspiBaeT mnponopimio (%) NANMEHTOB B KaXKOOW JIO30BOH rpymme
PANORAMA (umuramus, I'pynma 1, I'pynna 2 u All IAI (komOuanpoBanHas I'pynma 1 u 2),
IOCTHTAIOIINX YJIYULIEHUs HAa >3CTYMEHH OT MCXOAHOTO YPOBHS IO IIKAJe OLEHKH TSIKECTH
nuabernyeckoit peruHonatuu (DRSS).

@ur. 10 mnoxkasbBaer npornopuuto (%) NALMEHTOB B KaXIOH [O30BOH rpymme
PANORAMA (umuramms, I'pynma 1, I'pynna 2 u All IAI (komOuanposanHas I'pynma 1 u 2),
UMEoINX yrpoxkaromue 3peHuro ochoxHeHus (VTC; mponudeparuBHas auadeTudeckast
peruronatusi  (PDR)/HeoBackymsipuszanmss mepennero cermenra rnasa (ASNV))) w/wmm
3aTparuBarOIINi LEHTPAIbHYIO YacTh nuadberndeckuil MakyJsipHelii orek (CI-DME) BruioTs 1o
Heznenu 24.

@ur. 11 B 00001mEeHHOM BUAE NIPENCTABINISAET CPEAHEE U3MEHEHNE OLIEHKU MAaKCUMAJIbHON



octpoTsl 3peHust ¢ koppekuueit (BCVA) (uccnemoBanHne paHHEro JieueHUs] AMAOETHYECKON
perunonatiu (ETDRS), Oyksbl) ansg kaxnoi nozoBoit rpynmel PANORAMA  (umwurarus,
I'pynna 1, I'pynna 2 u xomOunarms I'pynner 1 u I'pynmst 2: “All IAI”) Briots 1o 24 Hepnenb.

@ur. 12 B 000011I€HHOM BUIE MTPENCTABIISAET CPEIHEE U3MEHEHUE TONIIUHBI LIEHTPAIbHON
yactu cetyatku (CRT, Mxm) ans kaxnoit nozosoit rpynnsl PANORAMA (umuranus, ['pynmna 1,
I'pynma 2 u All IAI (komOuuanpoBannas ['pynna 1 u 2) Bunots 1o Hepenu 24.

@ur. 13 B 0000mEHHOM BHIE TPENCTABIAECT HEKENaTeJIbHbIe IJIa3HbIE SIBIICHUS,
BO3HHMKIIME B Xxoze wuccieayemoro jeuenus (TEAE) B rpymmax wmuraumu u All IAI
(xomOunampoBanHas ['pynma 1 u 2) PANORAMA Bmiote 1o vepenn 24. FAS/S AF=nonHbii
HaOOp JAaHHBIX IUIS aHAJIN3a/Ha0Op AAHHBIX IS AHAJIN3a Ha O0€30MacHOCTh

@dur. 14 B 00OOImEHHOM BHAE TPEACTABIACT CEPbE3HbIE HEXeNaTeNbHbIE TIJIa3HbIe
SIBJIEHHsI, BOHUKIIHNE B Xozae uccienyemoro yeueHus: (TEAE) B rpynmax uMuTanuy BBEISHHUS U
All TAI (xomOunmpoBanHass I'pymma 1 u 2) PANORAMA Bmiote a0 Henmenu 24.
FAS/SAF=nonne1ii Habop AaHHBIX TSI aHAINU3a/HA00p NAHHBIX JJIsl aHAJIN3a Ha O€30MacHOCTb.

@ur. 15 B 00001eHHOM BHI€ IPEACTABIISIET UCCIICAOBAHUE BHYTPHUIIIA3HOTO BOCTIAICHHUSI
B HccaenyemMoM rnaszy B rpymmax mmutanud U All IAI (komOmampoBanHast ['pynma 1 u 2) B
PANORAMA BmuioTs 10 Henenu 24.

Qur. 16 B 00OOIEHHOM BHIE NPEACTABISAET PE3YJIbTaThl COBMECTHOIO aHAJN3a
aatutrpomdbonurapaoii tepanuu (APTC) B rpynnax umuraumu u All IAI (komOmHMpOBaHHAs
I'pynmna 1 u 2) B PANORAMA Bjiots 10 Hepenu 24.

Qur. 17 B 0000mEHHOM BHIE TNPEACTABISAET IAaHHBIE CMEPTHOCTH CyOBEKTOB B
PANORAMA Brnnots f0 Henenu 24.

@ur. 18 npexncrasnser B BuAe NMoapoOHON TaOnmuubl MeXIyHapOAHYIO KIMHUYECKYIO
IIKaJIy OLIEHKH TsDKecTH auadernueckoi peruHonaruu (DRSS).

@ur. 19 npencrasusier oboOmmeHHble pe3ynabraThl ucccaenosanusi PANORAMA uepes
52 Henmenb - MPOLIEHT MALMEHTOB B KAXIOW TPYIIE JICYSHUs, OIIYLIAOIIUX YJIyYIIEHHE IO
MeHblIeli Mepe Ha 2 crynmend nmo DRSS, u mporeHT cyOBbeKTOB, Yy KOTOPBIX pa3BUBAJIUCH
yrpoxaromue 3peHuro ocnokHeHus (VTC) w/mmm 3arparuBaroliMi  LIEHTPAJIbHYIO 4YacTb
nnabernueckuii Makysipablil otek (CI-DME).

@ur. 20 B 000OImEHHOM BHUAE TPEACTABIACT KOJUYECTBO HMHBEKLUUI AKTUBHOTO
BEIIECTBA, MOJy4YaeMbIX CyOBEKTaMH B IpyMIax UMUTALMK BBeneHus, 2q16 (u3 6) u 2q8 (u3 9)
BILIOTH 10 Heaenu 52.

@ur. 21 B 000OIIEHHOM BHIE MNPEACTABISET MPOMOPIHMI0 MALMEHTOB, B TPyIIax
umuTanuy, 2q16 u 2q8 ¢ ynydiueHueM no MEHbIIEH Mepe Ha 2 CTYNEeHH OT UCXOAHOIO YPOBHs
no mkajne DRSS k nepmenun 52. LOCF=ucnonb3oBaHue MOCIEAHETO IOKYMEHTHPOBAHHOIO
3Ha4YeHus K Hexene 52.

@ur. 22 B 00OOIIEHHOM BHIE MPENCTABJSIET MPOLEHT CYOBEKTOB B KAKIOW TpPYIIE
neuenns (mmvuranyst, 2q16 u 2q8) ¢ ynydineHneM 1o MeHbLIeH Mepe Ha 2 CTYIIEHH OT HCXOJHOTO
ypoBHs no wkane DRSS k nenene 8, 12, 24, 40 u 52.

@ur. 23 B 0000LEHHOM BHAE MPENCTaBJsIeT MPOLEHT MAIMeHTOB B KAKIOW TpyIIIe
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neuenns (umuranus BBeneHus, 2q16 u 2q8), y KOTOPBIX Pa3BUBAIMCH YIPOKAIOIIHNE 3PEHUIO
ocnoxHenus: (VIC) w/unu 3aTparuBaroIiuii HEHTPATbHYIO YacThb AHMA0ETHYECKHH MaKyJIIpHBIN
orek (CI-DME), k nenene 52.

@ur. 24 npencrasisier rpadpuk Kannana-Meiiepa BEpOSTHOCTH Pa3BUTHUSL YIPOIKAIOIIETO
3PEHHUI0 OCJIOXKHEHUS] B TEUEHHE OIPEAENICHHOrO BPEMEHH IJIsi CyOBEKTOB B KaXIOH rpyrre
nedenust (umuranms, 2ql6 u 2q8). VITE=VEGF Trap eye. VTC=yrpoxarouiee 3peHHUI0
OCJIOKHEHHE.

@ur. 25 B 00001meHHOM Buze npenctasiseT Bpems 10 passutusi CI-DME s cyObekToB
B Ka)XXIO# rpymme JedeHus (umuranus, 2q16 u 2q8).

@dur. 26 B 0000IIEHHOM BHUAE TPEACTABISIET CpPEAHEE HM3MEHEHHE MaKCHUMAJIbHOU
octpoTsl 3peHusi ¢ koppekuuern (ETDRS OykBbl) st CyOBEKTOB B KaKAOH TPYIIIE JICUCHUS
(mmutanms Beenenus, 2q16 u 2q8) B TeueHue 52 Heneb.

@ur. 27 B 000OLIEHHOM BHIE MPENCTABISAET NAHHBIE TOJIIMHBI LIEHTPAJIBHOH YacTH
ceTyaTku (MKM) sl CyOBEKTOB B KaKIOW rpymnme jedeHus (mvmuranwms, 2q16 u 2q8) B TeueHue
52 Hepens.

Qur. 28 B 000OLIEHHOM BHIE MPEACTABISET MAHHBIE O HEKENATEeNIbHBIX TJIa3HbIX
SABJIEHHUSX, BO3HUKIIUX B xofe seueHus: (TEAEs), ncneiTbiBaeMbIx cyOBEeKTaMH B TIOBEPTAEMOM
JICYSHHIO TJ1a3y, B KaXK0H rpymme sedenns (mvuranys, 2q16 u 2q8) uepes 52 Henensb.

Qur. 29 B 0000ImEeHHOM BHAE MPEACTABISET HaHHBIE O CEPHE3HBIX HEXKEJIATEIbHBIX
ITIa3HBbIX SIBJIEHUSX, BO3HUKIMX B xoxe JedueHus (TEAEs), ucnbiThiBaeMbIX CyOBEKTAMH B
NOJBEPraeMOM JICUEHHUIO TJla3y, B KaKAoH rpymnmne suedeHus (mmuranys, 2q16 u 2q8) gepes 52
HEZEb.

@ur. 30 B 00001IEHHOM BUIE€ TPEACTABISIET AAHHBIE O CIIy4Yasx IJIA3HOTO BOCTIAJICHHUSI,
UCTIBITBIBAEMbIX CYOBEKTAMHU B IOJIBEPraeMOM JICYEHHIO IJa3y, B KAKIOH TIpyIIe JieueHHs
(mmuranyst, 2q16 u 2q8) uepes 52 Henens.

@ur. 31 B 0000ImEHHOM BHIE MPENCTABJSET MAaHHbIE, HAa OCHOBAHHH COBMECTHOTO
aHanmu3a antutrpombormrapaoii Tepanuu (APTC), o coOBITHSIX, UCTIBITHIBAEMBIX CYOBEKTAMH B
NOJIBEPraeMOM JICYEHHUIO TJla3y, B KaKAOH rpymnmne jedenus (umuranus, 2q16 u 2q8) yepes 52
HeZeNb.

@ur. 32 B 0000IIEHHOM BUI€ MPEACTABIISIET MPOTIOPIMIO MALMEHTOB ¢ YJIyYIIEHUEM Ha
TPH CTYINEHH WK OOJIbINE B KAKAOH rpymrme jJeueHus (umuranus, 2q16 u 2q8) yepes 52 Henenb.

IToapoGHoe onucanue n3odpeTeHust

Hacrosimmee wn3o0pereHne BKIIIOYAET HMCKIIOYUTEIBHO 3(PGEKTUBHBIA Crmocod s
NPEAOTBPALICHUS] TPOTPECCHPOBAHUS HEMponudepaTuBHON nruabeTHUecKol peTHHomaTnu Oe3
IMa0eTHYECKOro MaKyJIIPHOTO OTeKa y MaLUeHTa 10 0ojiee TSHKENBIX U YIPOXKAKOMINX 3PEHUIO
pPacCTPOMCTB, TakuUX Kak mnposmdepaTnBHas nuabeTudeckass PETUHOMATHS, IHAOSTHUECKUN
MAaKyJISIPHBIH OTE€K W/WJIM HEOBACKYJISIpH3aLMs MEPEeIHEero CerMeHTa riasa. JleHcTBUTENnbHO, Y
NAlMEeHTOB C HenpoiudepaTuBHON nuaOETHUECKOW PETHHONATHEH OT YMEPEHHOH CTemneHu
TSDKECTH 10 TSDKEJIOH, MPUHUMAIOIUX adauOepLuent B COOTBETCTBUU CO CXEMOW BBEAECHUS 03

10 HACTOSIIEMY H300pETeHHIO, NPOMCXOAMIIA PEeBEePCHsl IpOorpeccupoBaHusi 3a0oieBaHHs C
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noctkenneM ynyudmenust DRSS ypoBast Ha nBe crynenu wiu Oonbine. B riazax y cyObekTos,
NPUHUMAOIIUX JIEUEHHWE B COOTBETCTBUM CO CXEMOW BBEIAEHHS 03 [0 HACTOSIIEMY
M300pEeTEeHNI0, TaKXke HAOMIOAANOCh YMEHbIIEHHE BO3ZHHUKHOBEHHUS YIPOXKAIOUINX 3PEHUIO
OCJIO’KHEHUH 110 CPAaBHEHUIO C IJIa3aMHU, HE MOJBAPraeMbIMU JIeUeHUI0. Takoe npeaoTBpalleHne
nocturaercs nyreM BeeneHus anraronucta VEGF, takoro kak agnubepuent, B rja3 mauueHTa ¢
UCIOJIb30BAHUEM CX€EM BBEJCHHS 103, ONIMCAHHBIX B HACTOSALIEH 3asBKe.

Ilepen Tem, kak OyZer OMMCAHO HACTOsLIEe H300pETEHHUE, CIIEAyeT MOSCHUTh, YTO
HacTosilee H300peTeHHue He OrpaHUYMBAETCS KOHKPETHBIMU ONHMCAHHBIMU CIOCOOaMU U
YCJIOBUSIMH SKCIIEPHMEHTOB, IOCKOJBKY TaKHe CIOCOOBI M YCJIOBHS MOTYT BapbUPOBATHCSL.
Taxke HOKHO OBITH MOHATHO, YTO MCTIONb3yeMasi TEPMHUHOJIOTHS NIPEeIHA3HAYeHA TOJBKO IS
OMMCAaHUs KOHKPETHBIX BApUAHTOB OCYLIECTBJICHUs M HE NpeJHa3HaueHa A OrpaHUueHHs,
NOCKOJIBKY OOBEM HACTOSIIEro M300peTeHHs AOJDKEH OTPaHUYHMBATHCS TOJIBKO MpHIIaraeMoin
dbopmyoit m3odpeTeHusl.

Ecnn He yka3aHO uHOe, BCe TEeXHUYECKHE U HaydHble TEPMUHBI, HCIOJb3yeMble B
HACTOSIIIEN 3asBKE, UMEIOT TO K€ 3HA4YeHHEe, KOTOpOe OOBMHO MOHHUMAKOT CIIEIHATUCTHI B
00JIaCTH TEXHHUKH, K KOTOPOH OTHOCHTCSI JAHHOE M300peTeHne. B KOHTEKCTe HACTOsIIeH 3asIBKU
TEPMUH "OKOJO", TPU HCTOJB30BAHUH B CBA3HM C KOHKPETHBIM MPUBEIECHHBIM YHCJIOBBIM
3HaYEHHEM, O3HAYaeT, YTO 3HAUEHHE MOXKET OTIMYATBhCS OT MPUBEACHHOrO 3HAYEHHUs He Oolee
yeM Ha 1%. Hampumep, kak HCMONb3yeTCs B HACTOsIIIEH 3asBKe, BbIpakeHue "oxosio 100"
BKurouaer 99 u 101 u Bce 3HaueHust Mexkay HuUMu (Harpumep, 99,1, 99,2, 993,994 u T.11.).

Xots nmo0ple crocoObl U MaTepuasbl, MOAOOHBIE WM 3KBHUBAJICHTHBIE TEM, KOTOpbIE
OMMCaHbl B HACTOSIIEH 3asBKE, MOTYT HCIOJB30BATbCA NMPHU MPAKTUYECKOM NMPUMEHEHUH WU
UCTIBITAHUN HACTOSLIEr0 M300pEeTeHHs, MPEANIOUTHTENbHbIE CIIOCOObI M MaTepUalibl OMHCAHBI
HUDKE.

CyObexkToM WM TNAaLMEHTOM MOXET OBITh MIIEKONHUTAIOLIEe, HAlpHMep, YeJOBEeK
(Hampumep, 4esoBek B Bo3pacte 50, 55, 60, 65 wnu 70 jer wnm crapiie), KpOJHK, MBbIIIb,
NPUMAT, He SIBJISTFOIIUICS Y€JIOBEKOM, 00e3bsiHa MJTH KpbICa. B OTHOM BapuaHTe OCYIIECTBIICHHUS
n300pereHust CyOBEKT WIM MALMEeHT paHee mojydan apyroe jedenne DR, Hampumep PDR
(HampuMmep, MaHPETUHAIBHYIO (POTOKOATYJISIIMOHHYIO (JIa3epHYIO) Tepamnuto). B oqHOM BapuaHTe
OCYIIECTBJICHUS] U300peTEeHUs] MpeabIayIlee JieYeHHe He ObLIO TOCTATOYHO (P(DEKTUBHBIM st
neuennss DR. B omHOM BapmaHTe OCYIIECTBJIEHHS W300pETEHUs] MALMEHT WIH CYyOBEKT He
crpanaer DME w/unu CI-DME. B ogHOM BapuaHTe OCYIIECTBJIEHHS H300peTeHUs! CyOBbEKT WITN
MALMEHT CTpajaeT AnaderoM (Hanpumep, 1 Thna iy 2 Tuma).

Cxembl BBe/IeHHS /103

Hacrosimmee m3obperenne obecrieunBaeT CriocoObI JUIsl JICUEHUSI aHTMOTEHHBIX TJIa3HBIX
3a0o0neBaHMi, TAaKUX Kak AuaOeTHuUecKash PEeTHHOMNATHs JIF00OH CTENMeHM TSKECTH, Hampumep,
nponudepaTuBHas win HenpoiudeparnsHas nuaderndeckas perunonartus (NPDR), nanpumep
ymepeHHo Tspkenass NPDR wnu Tsokenmass NPDR. CnocoObl o M300peTE€HHIO BKIIFOYANOT
NIOCJIEIOBATENILHOE BBEICHUE B IJ1a3 CYOBEKTA MIIM MAaLMeHTa (Hanpumep, 4eoBeKa, TaKoro Kak

yeyoBek Bo3pacta 18 yer wminu crapiie) Heckodbkux n03 aHraronucra VEGF (manpumep,
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apubeprenta). B omHOM BapuaHTe OCYIIECTBJICHUS H300peTeHHs] MAleHT uMmeeT auader
(nanpumep, Tnna 1 wnm Thma 2). B KOHTEKcTe HacTOALIeH 3asBKH 'MOCIENOBATEIBHOE
BBEICHHE" O3HauaeT, uTo Kaxayro no3y anraronucra VEGF BBondaT B rnas maiuenra B pasHoe
BpEMsi, HaNpumMep, B pa3Hble AHU C NMPEABAPUTENLHO YCTAHOBJIEHHBIM MHTEPBAJIOM (Hanpumep,
HECKOJIbKO 4YacoB, JTHEH, Hemenb win Mecsues). Hacrosiuee nzoOpereHne BKIIOYAET CIOCOOBL
KOTOpbI€ BKJIIOYAIOT IOCIENOBATEIbHOE BBEJEHHE B IJIa3 NALMEHTAa OJHOW Ha4daJbHOW N10O3BI
anraronucra VEGF, ¢ nocnenyromeil onHON WIM HECKONbKMMM BTOPUYHBIMU J03aMHU
antaronucra VEGF, c¢ mnocnenyromel omHONW WMIM HECKONbKUMH TPETUYHBIMU J1O3aMHU
antaronucra VEGF.

Hacrosimmee m3o0perenne obecnednBaeT crnocoObl At JIeUEHHUs] WA TPOQHIAKTHKH
AHTHOTEHHOTO ri1a3Horo 3adonesanus (nanpumep, NPDR); npenoTBpaiueHust mporpecCupoBaHuUs
DR (nanpumep, NPDR) no Gonee Tsoxenoln ee GOpMbl WIH OCIOXHEHUs, Hanpumep, 1o PDR,
ASNV, DME w/unu CI-DME; ymenbinenust ouenku NPDR mo mkane DRSS; nedyenust wnu
NPEAOTBPALICHNS BO3HUKHOBEHHsI WJIM TIOBTOPHOTO BO3HWUKHOBeHUss VTC wimm crnenorsl, y
cyObeKkTa, BKIIOUAIOIINE BBEACHUE, B IJ1a3 CyOBEKTa, TPEX WM YEThIPEX HIIM MATH HadaJlbHbIX
BBOAMMBIX pa3 B Mecsi 103 antaronucta VEGF (wanpumep, apnubepuenta) ¢ mocneayromei
ONHOW WJIM HECKOJbKHMH BTOPHWYHBIMH J03aMH pa3 B BOCEMb Henelb. B OIHOM BapuaHTe
OCYIIECTBIIEHHUsS] M300pETeHHs B TIJia3, CTPANAIOIIMN PacCTPOHCTBOM, BBOIST AHTArOHUCT H,
HeoOsI3aTeNIbHO, APYroi IJ1a3 TaKKe JiedaT ¢ HCIOJIb30BAHUEM TaKOHW K€ MM JIPYroil CXeMbl
BBEICHHUS 103, AK€ €CJIM PAcCTPONCTBO HE MPOSBUIOCH B 3TOM TIJla3y, WM €CIIU MPOsIBUIIACH
MeHee Tshkenasi popMa pacCTPOMCTBA, WM €CIU IPYroil riia3 MopakeH APYTUM aHTMOTE€HHBIM
riasHbIM 3a0osieBaHueM. Hacrosimee uzoOpereHue, Takum o0Opa3oM, obecrneunuBaeT CrocoOsbl,
BKirovarome BeBeneHne 0,5 wmmu 2 mr po3el antaronucta VEGF  (nanpumep, nyrem
MHTPABUTPEATbHON MHBEKLNH) B IJla3 cyObekTa (HarmpuMep, denoBeka) B Buae 3 wind 4 uimm S
7103 pa3 B MeCsLl, C MOCIEAYIOIUM BBEACHUEM JIO3bl pa3 B 8 HeNlesb, CUUTAsl OT MOCIEAHeN U3
HA4YaJbHBbIX 3 WK 4 Win 5 MeCsiUHBIX 103. B OMHOM BapuaHTe OCYIIECTBIIEHHsI M300pETeHUs B
rJia3, CTPAJArOIIUN PACCTPONCTBOM, BBOIST AHTArOHHUCT M, HEOOS3ATENBbHO, APYTOH TJia3 TaKKe
JieyaT ¢ UCMOJb30BAHUEM TAKOW K€ MJTH IPYrod CXEMbl BBEICHHS 103, IaXKe €CJIU PacCTPOHCTBO
HE TPOSIBUJIOCH B 3TOM IJI1a3y, WIH €CJIH MPOSIBIJIACH MEHee Tsokenas popma paccTpoicTBa, WK
€CNIM JPYrol Trjia3 TMOpakeH IPYyrMM AaHTMOTeHHBIM TIJIa3HBIM 3a0ojeBaHueM. B omHOM
WITFOCTPATHBHOM BapUaHTE OCYIIECTBJICHUS HACTOSIIETO M300pPETeHHs] ONHY HAYAJIBHYIO O3y
anraronucra VEGF (nanpumep, 2 wmr) BBOmsT B TJa3 mnauueHta (nanmpumep, TyTeM
UHTPABUTPEATbHOW HWHBEKLWH) B TEPBbI JeHb pekuMa Tepanuu (m.e. Ha Hemene 0), ¢
NOCJIEAYIOLUIUMH IBYMsI BTOPUYHBIMH J03aMH, C BBEICHHMEM KaXKIOH uepe3 dYeTblpe HeIeNu
MOCJie HEeTMOCPENCTBEHHO MpEeAIIecTBYomed a03bl (m.e. Ha Henmene 4 u Ha Hemene 8), C
MOCJIEAYIOLUINMH 110 MEHBIIEH Mepe 5 TPEeTUYHBIMH J103aMH, C BBEIEHUEM KaXKAOH depe3 BOCEMb
HeJIeJb MOCIe HETIOCPENCTBEHHO MpeaIIecTBYIOmel no3bl (m.e. Ha Henene 16, 24, 32, 40 u 48).
BBenenne TpeTWYHBIX 03 MOXKET MPOAOIDKAThCA (C MHTEpBasaMu 8 Hemenb WM OOnblie) B
TE€YEHHE HEONPEIEICHHOIO BPEMEHH B Kypce JIeUeHHs. JTa WIIIOCTPATHBHAS CXeMa BBEIEHHS

rpaduuecku npencrasieHa Ha dur. 1.
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Hacrosimee m3o0peTeHne Takke BKIIOYAET CIIOCOOBI JUIS JIEUEHHs WM MPOQUIAKTHKH
aHTMOTEHHOT O Ii1a3Horo 3adoneBanus (nanpumep, NPDR); npenoTspameHust mporpeccupoBaHus
DR (nanpumep, NPDR) no Gonee Tsxenoii ee GopMbl WiIn ocloxxHeHus1, Hanpumep, 1o PDR,
ASNV, DME w/umu CI-DME; ymenbinenuss ouenku NPDR no mkane DRSS; newennst wnu
NPEAOTBPALIEHNs] BO3HUKHOBEHHsI WJIHM TOBTOPHOrO BO3HUKHOBeHUss VTC wmnm crnenorsi, y
cyOBeKTa, MpU 3TOM CIOCOOBI BKIFOYAIOT BBEAEHHE (Hanpumep, TyTEeM HWHTPABUTPEATbHOM
UHBEKLIMH) B TJ1a3 CyObekTa!

(A) Tpex Ha4YaIbHBIX, BBOAMMBIX pa3 B MeCsL 103 (Hanpumep, ONUH pa3 B 4 HEOENU WU
"Q4wk") antaronucta VEGF (nanpumep, 2 Mr); ¢ mocieayommm

(B) BBemeHuem B a3 CyObeKTa ONHOKPATHOW O3Bl (Hanpumep, 2 Mr) aHTAarOHHCTA
VEGF 4epe3s 8 Hemenb mocie HeMOCPenCTBEHHO mnpexnmectsyromend no3bl ("Q8wk"), ¢
MOCJIEAYIOLTUM

(C) BBemenmeM B TJa3 CyObEeKTa OJHOW WJIM HECKOJBKUX JIOMOJHHUTEIBHBIX
(monnepxuBaromux) no3 (nanpumep, 2 wmr) anraronucra VEGF (nanpumep, adpnmbepuenta)
yepe3 16 Henmenp Mocje HeNOCPEACTBEHHO MPEAIIeCTBYIOUIEH N03bl U OAWH pa3 B 16 Hexenb
("Q16wk") mocne storo (Ha Henmene 32, 48 m 64 u T.4., cuuTas OT MEPBOH W3 HAYAJIBHBIX
MecssaHbIX 103). Cm., Hampumep, Pur. 2. Crocod Mo HAcTOsIMEMY H300PETEHHIO BKIFOUAET
BeeneHne antaronncta VEGF B Buze (1) 3 BBOOMMBIX pa3 B MeCSI] 103 C MOCIEAYIOLIeH OqHON
WIM HECKOJIBKIMH BTOPHUYHBIMH J03aMHU pa3 B 16 Henenb, IpU 3TOM MEPBYK0 BTOPHYHYIO I03Y
BBOASIT 4Hepe3 8 HedeNlb IMOCie TPeThbell MecsuHOW no3bl (Hemenst 16). B omHOM BapuaHTe
OCYIIECTBIIEHUsI H300pEeTeHUs] B TIJla3, CTPAAAOLIUIl PacCTPONCTBOM, BBOIAT YKa3aHHBIN
AHTArOHUCT U, HEOOs3aTeNbHO, APYIOH IJla3 TaKXKe JieuaT C MCIIOJNb30BAaHHEM TAaKOHM K€ WU
APYToi cXeMbl BBEIECHHUS J103, 1aXKe €CIM PaCCTPONCTBO HE MPOSBUIIOCH B 3TOM IJIa3y, WK €CIU
NPOSIBUIIACH MeHee Tshkenas (opMa pacCTpOWCTBA, WM €CIU JAPYIOil Iiia3 MOpaskeH APyruM
AHTHOT€HHBIM T'NIa3HBIM 3200JI€BAaHHEM.

B 0nHOM MJUTIOCTPATUBHOM BapHaHTE OCYILECTBJICHUS HACTOSILIErO M300pETeHHs MOCie
HA4YaJIbHOM MePBUYHOMN J03bI KAXKIYI0 BTOPUYHYIO 03y BBOIAT uepes 2-4 (nanpumep, 2, 2Y2, 3,
3% wnu 4) HemeNu Mocyie HEeMOCPENCTBEHHO MPENUISCTBYIOMEH N03bl, U KAXKAYK TPETUYHYIO
J03y BBOMST MO MeHbInel mMepe uepe3 8 (nanpumep, 8, 85, 9, 9%, 10, 10%, 11, 11%, 12, 12,
13, 13'%, 14, 14% wunu Oonblie) HeNENb IMOCHE HEMOCPENCTBEHHO MPEAIIECTBYIOMIEH T03bL
ANBTEpPHATUBHO, TIOCJIE BTOPHYHBIX 103 aHTaroHucT VEGF BBOIST Mo Mepe HeoOXxopuMocTw/pro
re nata (PRN) Ha OCHOBaHMM pE3yJIbTATOB BHU3yaJbHOH W/MJIM AHATOMHYECKOW OLEHKH,
OCYIIECTBIISIEMON JIeYAIlUM BPauyOM MM JPYIMM KBAIM(UIUPOBAHHBIM MEIUIIMHCKUM
pabOTHUKOM.

Hacrosimee m3o0peTeHne Takke BKIIOYAET CIIOCOOBI JUIS JIEUEHHs WM MPOQUIIAKTHKH
AaHTMOTEHHOT O ri1a3Horo 3adonesanus (nanpumep, NPDR); npenoTspameHust mporpeccupoBaHus
DR (nanpumep, NPDR) no Gonee Tsoxenoli ee GopMel WiIH OCNoXHEHUs, Hanpumep, 1o PDR,
ASNV, DME w/umun CI-DME; ymenbinenuss ouenku NPDR mo mkane DRSS; nedyennst wnu
NPEAOTBPALICHNS] BO3HUKHOBEHHsI WM TOBTOPHOTO BO3HUKHOBeHHMss VTC wmnmm crnenotsl, y

CcyObekTa, NMpU 3TOM CIIOCOObI BKJIIOYAIOT BBENEHHUE (Hanpumep, TyTEM HHTPABUTPEATbHON
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MHBEKLIUH) B TJIa3 CyObeKTa!

(A) Tpex HayaIbHBIX BBOIMMBIX pa3 B Mecsl 103 (Hanpumep, ONUH pa3 B 4 HENeIn Win
"Q4wk") antaronucra VEGF (nanpumep, apnubepuenrta nnu xonGepuenra, nanpumep, 0,5 mMr
i 2,0 Mr); ¢ MOCIeAYIOINM

(B)

* BBEJICHHEM B IJIa3 CyOBbEKTa OFHOW MIIM HECKOJbKHX 103 aHTaroHucta VEGF uepes 3
Mecsila T0C/ie HEMOCPEACTBEHHO NpenUIecTBYroIel 103l (Min pa3 B 12 Hemenp wiu pas B
KBapTaj), WIH

» BBezieHneM antaronucta VEGF B riiaz cyObekra mo mepe HeOOXOOUMOCTH/pro re nata
(PRN) Ha OCHOBaHMM BH3YaJbHOH W/HJIN aHATOMUYECKOH OLIEHKH, OCYINECTBIISIEMON JieUallum
BPAYOM HJIU IPYTHM KBATU(PUIIMPOBAHHBIM METUIIMTHCKUM PAOOTHHKOM.

Tepmunbl "HavanbHast no3a", "BTOpUYHBIE NO3bI" U "TPETHUHBIC AO3BI" OTHOCATCS K
BpPEMEHHOH MocnienoBaTeabHOCTH BBeneHust aHtaronucra VEGF. Takum obpa3om, "HauanpHas
no3a" mpencraBisieT coOOi 103y, KOTOPYIO BBOIAT B Ha4alle pekuMa Tepamnuu (Takke yKa3aHa
Kak "ucxomHas 103a"); "BTOPUYHBIE AO3bI" TPEACTABISIIOT COOON 03B, KOTOPBIE BBOAAT IOCIIE
HAYaJIbHOM NO3BI, a "TpeTHUHBbIC NO3bl" MPEACTABIAIOT COOOH JO3bI, KOTOPbIE BBOAST IOCIHE
BTOpUYHBIX 103. HauanbHasi, BTOpUYHbIE U TPETUUHBIE 103bl MOTYT BCE COAEPKaTh OJMHAKOBOE
xonndecTBo aHTaronucta VEGF, Ho, kak npasmiio, OyayT OTIIHYAThCS APYT OT IpyTra MO 4acToTe
BBeZIeHNs. B HEKOTOPBIX BapHaHTax OCYILIECTBJIEHUs, OJHAKO, KoanuecTBo aHTaronucra VEGF,
COZepKALIerocss B HAYAJIbHOW, BTOPUYHON W/WMIM TPETHYHOW n03ax, OyJdeT BapbHpPOBATHCS
(nHanpumep, CKOPPEKTUPOBAHHOE B OOJIBIIYIO MJIM MEHBIIYIO CTOPOHY, 0 Mepe HEOOXOIUMOCTH)
BO BpeMsl Kypca JIeUeHusl.

®pasza "HEMOCPENCTBEHHO NPENLIECTBYIOLIAs 032" B KOHTEKCTE HACTOSIIEH 3asBKU
O3Ha4aeT, B MOCJEJOBATENbHOCTU HECKOJNBKHUX BBeleHMH, no3y aHtaronucra VEGF, xotopyro
BBOZAST B IU1a3 MALIMEHTa Mepes BBEACHUEM MMEHHO CIEAYIOLIEH A03bl B MOCIEA0BATEIbHOCTH
0e3 KaKux-JU0O0 MPOMEKYTOUHBIX H03.

B onHOM BapuaHTe oOCylIecTBieHHs H300pereHusi BBeneHue anraronucta VEGF B
COOTBETCTBUU C OMMCAHHOW CXEMOI BBEAEHUS OCYLIECTBIISIIOT B TeueHue 24, 48, 52, 96 umu 100
Henesb (vu OobIe).

B onHOM BapmaHTe OCYINECTBJICHUS] M300pETEHHs MAIMEHThI (Hanpumep, CTPaAarolIue
NPDR), nmiast KOTOpBIX NPHUMEHSIOT TAaKYK) CXEMy BBEICHHUS, NEMOHCTPUPYIOT B TIJa3y IO
MEHbIeH Mepe yiydiieHue Ha 2 cryneHn no Inkajge DRSS (mkama omeHKW TsokecTH
nrnabeTHYecKol PEeTHHOMATHH) OT 0a30BOro YPOBHS (IO Hayana jedeHus) K Henene 24 wumu 48
win 52. B ogHOM BapuaHTe OCYIIECTBIIEHUS] H300PETEHUs B TJIa3y OIIYINAeTCs yJIydIleHue Ha 3
CTYIIEHHU.

CriocoObl MO0 M300peTeHHI0 MOTYT BKJKOYAaTh BBEAEHHE B TJla3 MAMEHTa JI0OO0ro
KOJINYECTBA BTOPUYHBIX W/WMIM TpeTH4yHbIX 103 aHtaroHucra VEGF. Hanpumep, B HEKOTOpPBIX
BAapPUaHTaX OCYILECTBJIECHUs TOJbKO OAHY BTOPUYHYIO J03y BBOAST B IJa3 NalueHra. B apyrux
BapHaHTaX OCYIIECTBIIEHUs ABe win Oonee (Hanpumep, 2, 3,4, 5, 6, 7, 8 unu 6oiee) BTOPUIHBIX

103 BBOAAT rya3 mauueHta. [logoOHbIM 00pa3oM, B HEKOTOPBIX BapUAHTAX OCYIIECTBIICHUS
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TOJIbKO OIHY TPETUYHYIO 03y BBOJAT B IVIa3 MauueHTa. B npyrux BapuaHTax OCYLIECTBJICHHUS
nse wiu Oonee (nanpumep, 2, 3, 4, 5, 6, 7, 8 unu Ooyee) TPETUUYHBIX 103 BBOASAT B TJia3
NaLUeHTa.

B BapuaHTax OCYyLIECTBJIEHUS, BKJIIOUAIOLINX HECKOJbKO BTOPUYHBIX 03, KaXAYIO
BTOPUYHYIO 703y MOXXHO BBOAMTb C TaKOH K€ 4acTOTON, KaKk M JAPYyrWe BTOPUYHBIE IO3BI
Hanpumep, xaxnyr0 BTOPUYHYIO 103y MOXHO BBOAUTH B IJ1a3 NALMEHTa 4Yepe3 4 HeAeNlu Mocie
HETOCPECTBEHHO NpeauecTByromei 103bl. [logoOHpIM 00pa3oM, B BapuaHTaxX OCYLIECTBIICHUS,
BKJIFOYAIOLINX HECKOJBKO TPETUYHBIX /103, KAKIAYI0 TPETUYHYIO 03y MOXHO BBOJUTH C TaKOH
)K€ YaCTOTOM, Kak M Apyrue TpeTuuHble 103bl. Hampumep, kakayr TPEeTUYHYIO 103y MOXKHO
BBOAUTH B IJIa3 MalLMeHTa 4depe3 8 Helelb IOCje HEMOCPEACTBEHHO MPEAIIeCTBYIOIEeH A03bL.
ANBTEPHATUBHO, YaCTOTAa, C KOTOPOW BTOPWUYHBIC W/WIM TPETUYHBbIC IO3bl BBOIST B TIJa3
NalyeHTa, MOXET BapbHpPOBATbCs HAa MPOTSDKEHUU pekuMa Tepanuu. Hanpumep, HacTosiee
n300peTeHne BKIFOYAET CIOCOOBI, KOTOpBIE BKJIIOYAIOT BBEACHHE B TIJIa3 MALMEHTa OJHON
HavajnbHOU no3bl aHTaronucra VEGF, ¢ mocneayromei oqHOM UM HECKOJIbKUMU BTOPUYHBIMU
nozamu anraronucta VEGF, ¢ nociaeayroumumu no MeHblnedl Mepe 5 TpeTUYHBIMHU J103aMU
antaronucra VEGF, rne mepBrle 4eTbipe TPETHUHBIX J03bl BBOAAT depe3 8 Henenb MoCe
HEMOCPEICTBEHHO MpPELIeCTBYIOLIEH A03bl, U IA€ KaKAYIO MOCIENYIOUIYI0 TPETUYHYIO 03y
BBOAST d4epe3 8-12 (mampumep, 8, 8%, 9, 9%, 10, 10%, 11, 11'%, 12) Hememp mnocie
HEMOCPEICTBEHHO MPEALIECTBYOIIEN N03bl. YacTOTa BBEIEHUS TAKXKE MOXKET KOPPEKTUPOBATHCS
BO BpeMsl Kypca JIEYeHHs JIeUalllUM BpPAuoOM B 3aBHUCHMOCTU OT MOTPEOHOCTEH KOHKPETHOTO
MalMEHTA MOCIe KIMHIYECKOro 00CIeOBAHUS.

B oxgHOM BapuaHnTe ocymectBieHus n3ooperenus antaroHuct VEGF BBogsT cyObekTy B
COOTBETCTBUH CO CXEMOH BBEIEHUS 103 MO HACTOSIIEMY H300pPETeHUIO B COYETAHUU C APYTUM
TEparieBTUUECKUM CPEINCTBOM (Hanpumep, BUTAMHUHOM WIM NHIIEBOH a00aBKOW) win
TepaneBTUUECKONH MpOLenypoill (Hampumep, Jla3epHOW Tepamueld WIM XUPYPTHUECKOH
npoueaypoii). Hanpumep, B OTHOM BapHaHTe OCYLIECTBIIEHUST U300peTEeHUs] CYOBEKT MPUHUMAET
JIA3epHYIO TEPaIHIo, TAKYI0 KaK MaHpeTHHAIbHAs (POTOKOATYJISIMOHHAS (JIa3epHast) Tepanusi, B
coyeranuu ¢ anraronuctoM VEGF. B ogHOM BapuaHTe OCyIIecTBiIeHUs] U300peTeHust CyOBeKT
paHee MoJiydals JIa3epHYI Tepamnuio, Hampumep, s jedenus DR (nanpumep, PDR), HO Obln
NMepeKroueH Ha cxemy BBeneHusi aHraroHucta VEGF B cooTBercTBHM ¢  HacTOsALUM
n300peTeHNEM.

Tepmun "B coueTaHuu ¢" yka3bIBaeT Ha TO, YTO KOMITOHEHTHI, aHTaroHucT VEGF BmecTe
C IPYTUM TEPANeBTUYECKUM CPEICTBOM, MOTYT OBITb COPMYJIUPOBAHBI B OJHY KOMIO3ULHIO,
HapuMep Uil OOHOBPEMEHHON NOCTaBKH, WIH OTHEIBHO C(OPMYJIHPOBAHBbI B BE WM Oosee
KoMno3uuit (nanpumep, nabop). Kaxxaplli KOMIOHEHT MOXKHO BBOIOUTH CYOBEKTY BO BpEMS,
OTJIMYHOE OT BPEMEHHU BBEIEHUs APYTUX KOMIIOHEHTOB, HampuUMep, KaKAO€ BBEIAEHHE MOKHO
OCYIIECTBIISITh HE OJJHOBPEMEHHO (HAIpPUMep, Pa3AeiIbHO MU TOCIEA0BATENbHO) C HHTEPBAIAMHU
B T€UYEHUE ONPEENEHHOro nepuoaa spemeHu. Kpome Toro, oraenbHble KOMIIOHEHTBI MOXKHO
BBOJIUTH CYOBEKTY OJJHUM U TEM K€ WIN Pa3HBIMH ITyTSMHU BBEACHUS.

AnTaronuctsl VEGF
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CrocoObl 1m0 HacTosAlIeMy H300PETEHUIO BKIIIOYAIOT BBEIEHHE B IJIa3 IAlMEHTa
antaronucra VEGF B coOTBeTCTBUM C ONpENENEeHHbIMU CXEMaMM BBEAEHMs], ONHUCAHHBIMU B
HacTosiei 3asBke. B koHTekcTe HacTosel 3asBku Belpaxenue "antaronuct VEGF" oznauaer
moOyl0 MOJIeKyJly, KoTopas OJIOKUpYET, YyMeHbLIAeT WIN MPENnATCTBYeT HOPMAaJbHON
ouonornyeckoit akrusHoctu VEGF.

Antaronuctel VEGF BKTIOUAIOT MOJIEKYJIbI, KOTOpbIE NMPEMATCTBYIOT B3aUMOJEHCTBUIO
mexny VEGF u npuponueim VEGF penenropom, nanpumep, Monekyibl, KOTOPbIE CBA3bIBAIOTCS
¢ VEGF wumu peuentopom VEGF u mpenoTspamiator wim WHbIM 00pa3oM MPEMsSTCTBYIOT
B3aumozeiicteuo mMexxny VEGF u peuenropom VEGF. KonkperHble nmpumepbl aHTaroHHCTOB
VEGF rumouaroT autu-VEGF aHTHTENna M MX aHTHreH-CBsA3bIBAIOIINE (parMeHThl (Hanpumep,
Fab umu F(ab)), anturena x peuentopy VEGF u ux aHTUreH-CBs3bIBAIOLIUE (hParMEHTHI,
onHouenoveunsle aHturena k VEGF u x peuenropy VEGF, Oucnenuduueckue aHtHTena k
VEGF u k penentopy VEGF u ux anturen-csseiatomue pparmentsi, antu-VEGF u anTu-
VEGF penenrop DARPins (CKOHCTpyHpOBaHHBIE O€NKH C AHKHPUHOBBIM TIOBTOPOM) H
XuMepHble MoJieKyJiel Ha ocHoBe VEGF penenropa (Takke ykasaHHbIE B HACTOSIIEH 3asiBKE KaK
"VEGF-Traps").

XumepHble Monekyidpl Ha ocHoBe VEGF penentopa BKIIOHAOT XHUMEpHbIE
MOJIUTIENITH/IBI, KOTOPbIE BKJIFOYAIOT JBa Win Oojiee nMMyHOrTo0ynH (Ig)-nogoOHbIX JOMEHOB
VEGF penenropa, takne kak VEGFR1 (Taxxe ykaszan kax Fltl) n/umn VEGFR2 (Takxe ykazan
kak Flk1 mmm KDR), u Ttakke MOryT comepaTh MyJIbTUMEPU3YIOIIUN noMeH (Hanpumep, Fc
JOMeH, KOTOPBIIl CIOCOOCTBYET MYJIBTUMEPU3ALIUY [Hanpumep, TUMEpU3alnu]| AByX WiH Oonee
XUMEpHBIX mnosunentuaoB). HWimocTpaTtuBHass xumepHass Mosekyna Ha ocHose VEGF
peuenTopa mpexacTasisier coboit Monekyay, ykasaHHyo kak VEGFRIR2-FcACI1(a), xotopas
kopupyercss HykieotuaHod mocnenoBatenbHOCTEI0O SEQ ID NO:1. VEGFRIR2-FcACl(a)
BKJrO4aeT Tpu kommoHeHTa: (1) komnonenr VEGFRI, Bkmrovaromuii aMMHOKUCIOTHI 27-129
SEQ ID NO:2; (2) xomnonent VEGFR2, Bxirouarommii amuHokucaotsl 130-231 SEQ ID NO:2;
u (3) xomnoneHT myasrumepuzauuu ("FcAC1(a)"), Brirouarommii aMuHOKUCTIOThI 232-457 SEQ
ID NO:2 (C-xonuesass amuHokuciora B SEQ ID NO:2 [m.e. K458], koropasi MOxeT ObITb
BKJIIOYEHA WM He BKIoYeHa B aHtaroHuct VEGF, wucnonb3yembiii B crnocobax 1o
u3obperennto; cm., nanpumep, nateHt CIIA Ne 7396664). Amunokuciots! 1-26 SEQ ID NO: 2
NPEACTABISIIOT COOOM CUTHAJIBHYIO MOCJIEA0BATEIbHOCTD.

Antaronuct VEGF, ucnone3yembiii B Ilpumepax, ONMUCaHHBIX HUKE, IMPEACTaBISET
coboii monekyay, Brmouaromyw VEGFRIR2-FcAC1(a) monekyny (Harpumep, €€ ToOMOAUMED),
U ykasaH B Hacrosuued 3asBke kak "VEGFT". JlononHuTenbHble XHMEpHbIE MOJIEKYJbI Ha
ocHoBe VEGF peuenrtopa, KOTOpble MOXKHO HCIOJb30BaTb B KOHTEKCTE HACTOSLIErO
n300perenus, packpeITel B US 7396664, 7303746 u WO 00/75319.

B onHOoM BapmanTe ocymectBieHuss m3oOperenust anraroHuct VEGF mnpencrasnser
coboit xumepHyro Moiyekysny Ha ocHoBe VEGF penentopa, koropas mpencrarisier coOoi
NOJUNEeNTH T (FJIH €r0 TOMOIUMED), KOTOPBIH BKITFOYAET:

(1) mmmynornoOynus-nonooHsiit (Ig) nomen 2 nepsoro VEGF peuenropa (nanpumep,
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VEGFR1);

(2) Ig nomen 3 Broporo VEGF peuenropa (nanpumep, VEGFR2); u

(3) MynIBTUMEPU3YIOLINI KOMIIOHEHT (Hanpumep, Fc unn ero BapuaHr).

B onnom BapuaHTe ocymecTtBieHuss u3obperenusi antaroHuct VEGF mnpencrasnser
coboit xumepHyro Mosekyiqy Ha ocHoBe VEGF peuenrtopa, xoropas mpexacraBisier coOoit
MOJUNEeNTH T (HJIU €r0 TOMOIUMED), KOTOPBIN BKIIFOYAET:

(1) mmmynornoGymuH-nionoOHsii (Ig) nomen 2 nepsoro VEGF peuenrtopa (nanpumep,
VEGFR1);

(2) Ig nomen 3 Broporo VEGF peuenropa (nanpumep, VEGFR2);

(3) ummynornodynun-nopobusiii (Ig) nomen 4 Broporo VEGF peunenropa (nanpumep,
VEGFR2); u

(4) MyJIBTUMEPU3YIOLINI KOMIIOHEHT (Hanpumep, Fc uin ero BapuaHr).

IIpumepsr anTaronuctoB VEGF, koTopble MOXHO HCHOJIB30BaTb B KOHTEKCTE
HACTOSIIET0 M300peTeHms, BKIOUAOT, Hanpumep, VEGF mini-Trap (cm. uanpumep,
US7087411), admubepuent, antu-VEGF DARPin, takoe kak AOumumnap Ilerom DARPin),
ogHouenoveuHoe (nanpumep, VL-VH) antu-VEGF anturteno, takoe kak Opomynuzymad
(RTH258), moHocnenupuyeckoe, MynpTucneunpudeckoe win oucnenuduyueckoe antu-VEGF
AHTUTEJIO WU €r0 aHTUT€H-CBSI3bIBAIOLINNA (PPAarMeHT, HanpuMep, KOTOPOE TAKKE CBI3bIBACTCS C
ANG?2, takoe xak RG7716, pannbuzymad (LUCENTIS) mmu OeBammzymad (AVASTIN), u
KOHOepIenT.

AHrHOreHHbIE IJIa3HbIe 3200/1eBaHUs

CriocoObl O HacTOsIIEMY HM300PETEHUI0O MOXKHO HCIIONB30BaTh MJIS JICYSHUS] WU
npo(UITAKTUKY JIFOOOT0 AaHTMOTEHHOT'O IIA3HOTO 3a00NIeBaHUs ITyTeM BBEICHHUS B a3 CyObeKTa
TepaneBTiuecku 3pdexruBHoro koamuecrBa anraronucta VEGF  (wanpumep, 2 wmr
aduubeprienta) B COOTBETCTBHM CO CXEMOW BBEIEHHs 103, KOTOpas ONKMCAaHA B HACTOSIIEH
3asiBKe. BhipakeHue "aHTMOT€HHOE TIJa3HOe 3a0ojieBaHMEe" B KOHTEKCTE HACTOSIIEN 3asiBKU
o3Hauyaer Jr00Ooe 3aboneBaHHWe TJIa3, KOTOpPOE BBI3BAHO WJIM CBS3aHO C POCTOM WU
nposudepanueii KPOBEHOCHBIX COCYJOB WJIM MPONOTEBAHMEM KPOBEHOCHBIX cocynoB. He
OrpaHUYMBAIOLINE MPUMEPbl AHMMOT'€HHBIX TJIa3HBIX 3a00JIEBaHUN, KOTOPBIE MOXHO JIEYHTh C
UCTIONIB30BAHUEM CIIOCOOOB MO  HACTOALIEMY HW300PETeHWIO, BKJIFOYAIOT  BO3PACTHYIO
JEeTeHepaIHio JKeNToro mnsaTHa (nanpumep, Mokpyio AMD, skccymatuBayro AMD u T.1.),
okkro3uio BeH cerdatku (RVO), okkmo3uro nenTpaibHoil BeHbl cerdatku (CRVO; nanpumep,
makyssipHbiid otek nocie CRVO), okkio3uro BeTBu BeHbI cetdatku (BRVO), nuabernyeckuii
makyJsipelii - orek  (DME), xopuounpanbhyto HeoBackymsipm3aimto (CNV;  umanpumep,
muonuieckyro CNV), HEOBaCKyJIApH3aLMIO Paay>KHOH OOOJIOUKH, HEOBACKYJISIPHYIO TJIAYKOMY,
nocjeonepanroHHbIil pudpo3 mpu riaykome, nponndepatuBHyo surpeoperuHonatiio (PVR),
HEOBACKYJSIPH3AaLIMIO  JUCKA  3PHUTEIBHOIO  HEpPBA,  HEOBACKYJSIPU3ALMIO  POTOBHIIBL,
HEOBACKYJSIPU3ALMIO CETYATKH, BUTPEATbHYIO HEOBACKYJISPH3ALMIO, TAHHYC, NTEPUTUYM,
COCYJUCTYIO PETHHONATHIO M AHAaOeTHUYECKHe PETUHONATHH, TaKue Kak HenpoiudepaTuBHas

auadeTnyeckasi pETUHONATHS U NponudepaTuBHas uabeTndeckas peTHHOMATHS.
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Junaberndeckass PETUHONATHs MPEACTABIsIET COOOH INPOrpeccCHpYIOLIee COCTOSHUE,
KOTOpPO€ MOXKET BO3HHMKATh y JIOJeH, cTpamaromux nuaderoMm. Kak mpaBuio, 3TO BbI3bIBAET
IPOTpeCCUpyIoIee MOBPEXKICHUE CEeTUATKH, CBETOYYBCTBUTEIbHON OOOJOUKM B 3a1HEH 4yacTu
rnaza. Jlnabernueckass peTHHONATHS SIBIISIETCS] CEPBE3HBIM YIPOXKAIOLINM 3PEHUI0 OCIIOKHEHUEM
nuabera. Co BpeMeHeM AradeT MOBpekaaeT KPOBEHOCHBIE COCY/IbI B CETYAaTKe, M AHa0eTHIeCcKast
PETUHOMNATHs BO3HUKAET, KOIJa 4epe3 3TH KPOLIeUHble KPOBEHOCHBIE COCYIbl IPOCAYMBAETCS
KpoBb M apyrue >xuakoctu. CocrosiHue oObIMHO mopaxkaeT oda rinasza. Yem nonblne 4enoBek
Ooneer nuaberoMm, TeM OOJbIIe BEPOSITHOCTb pa3BUTHs auabeTudeckoil peruHomatuu. [lpum
OTCYTCTBHH JieueHHsI [uabeTHuecKasi pETHHONATUS MOXKET BbI3BaTh CJICTIOTY.

CuMnTOMBI THA0ETHYECKOI PETHHOMATHU MOTYT BKJIFOYATh!

* MSITHA WJIM TIJIABAKOLINE “MYIIKN Tepen rlia3amMu

* 3aTYMaHEHHOE 3pEHUE

* TEMHOE HJIH TIyCTOE IATHO B LIEHTPE 3PEHHUS

* TPYAHOCTH XOPOLIO BHIETh HOUbIO

Takum oOpasom, mJisi COXpaHEHHUS! 3PEHHUs BAXKHO OCTAHOBUTH WIIM TPETSATCTBOBATH
NPOTPECCUPOBAHMIO IHAOETHYECKONW PETHHONATHH N0 OoJee YrpoXKaroIluX 3PEHHUI0 MO3JHUX
cTaguii, Hampumep mnpoiudepaTHBHON IUAOETHUECKON PETUHONMATHH, AHA0ETUYECKOTro
MaKyJISIPHOTO OTeKa WWiu HeoBackyssipuzanmu mnepennero cermenra (ASNV). Klein ef al,
Changes in Retinal Vessel Diameter and Incidence and Progression of Diabetic Retinopathy,
Arch. Opthamol. 130(6): 749-755 (2012).

HeoBackynsapusarnus NepeaHero CerMeHTa rja3a  TpeAcTaBisgeT  coOoM
HEOBACKYJISIPU3ALMIO PAAy>KHOH 00OJIOUKH W/MJIM XapaKTEPHYI HEOBACKYJSIPU3ALUIO Paly KHO-
POTOBHUYHOTO yTJIa.

ITo mepe mnporpeccupoBanusi AMAOETUYECKOH PETHHONMATHHM OHA JOCTHraer oOosee
NO3[IHUX CTaJUi, BKIIFOYas ClIEeAYIOLINe:

1. Jlerkas ¢opma HemponudpepaTUBHONW PETUHOMATHH. JTa CTaAHs XapaKTEPU3YeTCs
HeOONBIIMMU y4YaCTKaMH OaJlJIOHOMONOOHOTO OTeKa B KPOLIEYHBIX KPOBEHOCHBIX COCYAax
CeTYaTKH, KOTOpbIE HA3BIBAIOTCS MHKPOAHEBPH3MAMU. OTH MHUKPOAHEBPH3MBI MOTYT
NPOMYCKATh KUJIKOCTh B CETUATKY; 3aTEM

2. VYwmepeHHas HemposudepaTuBHas peTuHomatus. Ilo Mepe mpOrpeccUpoBaHUS
3a00NeBaHsT KPOBEHOCHBIE COCYZBL, KOTOPBIE THTAKOT CETYaTKy, MOIYT ONyXaTb W
nepopmupoBatecsi. OHU Takke MOTYT TEPATb CIOCOOHOCTh TPAHCHMOPTUPOBATH KpoBb. Oba
COCTOSIHUSI BBI3BIBAIOT XapaKTEPHbIE HW3MEHEHHMs BHEINHET0 BHAA CETYATKH W MOTYT
crocoOCTBOBATh THA0ETUIECKOMY MAaKYJIIPHOMY OTEKY; 3aTeM

3. Tsxemas HemposmdeparuBHas pernHomatus. Ha 3Toil cragmm MHOro Apyrux
KPOBEHOCHBIX COCYZIOB OJIOKUPYIOTCS, JUIIAsi 00JaCTH CeTYaTKH KPOBOCHAOKEHUs. DTH 00IacTu
CEKPETUPYIOT (aKTOPBl POCTa, KOTOPbIE MEPEAAI0T CHUTHAJIBI CETYATKE, BBI3BIBAIOIIHUE POCT
HOBBIX KPOBEHOCHBIX COCY/IOB; & 3aT€M

4. IlponudeparusHas nuadernueckas peruHonatus (PDR). Cum. Huxe.

Henponudeparusnas nuaberuueckass peruHonatus (NPDR) mnpencrasmser coboit
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PaHHIOI PETHHONATHI) Yy TANMEeHTOB ¢ AuadeToM, KOTOpas HE XapaKTepu3yercs
HEOBaCKyJisipU3alued, U CTaausi KOTOPOH Takke MOXeT ObITh OLEHEHAa B COOTBETCTBHH CO
IIKaJIOW OIEeHKH TshkecTu auaberndeckod peruHonatuu (DRSS). Cramum NPDR Bkirouaror,
HanpUMep, PaHHIOK, YMEPEHHYIO, YMEPEHHO TSDKEYIO U TsKeIyro. B BapuaHTe oCyIecTBiIeHHs
u3obperenust NPDR oT ymMepeHHO TsDKEJION 10 TSUKEIOH COOTBETCTBYET CTETEHU TSKECTH OT 47
1o 53 (manpumep, 47 wnu 53). B Bapuanrte ocyuiecteiaenus uzodperenus naueHt ¢ NPDR ot
CpenHel TsKeCTH 0 TSDKENOW (HampuMep, desioBek, Hanpumep 18 ner wim crapiue ¢ quaderom
tumna 1 umm tumna 2) XxapakTepu3yeTcsi OJHUM WU HECKOJIBKUMH U3 CIEAYIOIINX

* 0e3 MaKyJISIPHOTO OTeKa (HampuMep, YrpoXKaIoLEero HEHTPY MaKyJibl);

* MOXKeT 0€30MacHO OTJIOKUTh TAHPETUHAIBHYIO (POTOKOATYJISILIUIO IO MEHbIIEH Mepe Ha
6 MecCsI1IeB;

* uMeeT 0a30BYI0 OIEHKY MaKCHMAJbHOH OCTpOTHI 3peHust ¢ koppekuuer (BCVA) no
OyksenHol Tadmuue ETDRS 69 wnu Bbime (Hanpumep, octpora 3perus no Caesuteny 20/40 wiu
Jaydine);

* 0e3 HEOBACKYJSIPU3ALNHU CETYATKH;

+ Oe3 HeoBacKyJsIpu3anuu nepeaHero cermenra (ASNV);

* 0€3 KPOBOM3JIMSAHUS B CTEKJIOBUAHOE TEJIO; 1/HIIN

* 0e3 TPaKLMOHHON OTCJIONKON CeTUaTKU.

IIpommudeparnBras nuaberuueckass peruHonatuss (PDR) mpencraBisier coboii Oomnee
TsDKeNyo Gopmy nuaberndeckoil peruHonatiu. Ha 3Toii cTagny HOBbIE XPYIIKHE KPOBEHOCHBIE
COCYZbI MOTYT HauyaTh PACTH B CETYATKE U B CTEKJIOBUIHOM TeJe - IeJIeNOAO0HON KHUIKOCTH,
KOTOpasl 3aloJIHAET 3aJHIOI0 4acTb Iyaza. HoOBBINM KPOBEHOCHBI COCYZ MOXKET MpPOIyCKaTh
KPOBb, IPOCAYMBAIOLIYIOCS B CTEKJIOBUIHO TEJIO, 3aTyMaHUBasi 3pEHHUE.

Takum oOpa3oMm, HacTosiliee H300pETeHHE BKIIIOYAET CHOCOObI Ui JICYSHUS WU
npoduIakTUKy AUabeTHYECKOH PETHHONATHH B IJ1a3y CyOBeKTa, He3aBUCHMO OT TOTO, MOPakeH
rma3 cyobekta ymepeHHo Tsokenoii NPDR - (wemponudeparuBHOl — nmabetndeckoi
peruHomnatuei) wiu Tsokenod NPDR (nanpumep, or yMEpeHHOH CTENEHU TSHKECTH 0 TSKEJOH
NPDR) unu PDR (nponudeparuBHoii nuabeTuueckoil peruHonatueit), Hanpumep, rae DRSS
OLIEHKa NHUabeTUYeCKON peTHHOMATHH y CyOBekTa coctaBiser 47 wiam 53, MyTeM BBEIEHUS
anraronucra VEGF (nanpumep, 2 wmr apnubepuenta) B ria3 cyObekTa B COOTBETCTBUU CO
CXEMOW BBEAECHMs A03, ONMCAHHON B HACTOsINEH 3asiBKe. B OnHOM BapuaHTe OCyLIECTBJIECHUS
n300peTeHnst CyOBEKT HE CTpajaer AuadeTHHecKMM MakyysipabiM oTekoM (DME) w/mmm
3aTParuBarOIIUM LEHTPAIBHYIO YacThb AMa0eTHYecKHMM MakyJsipHbiM oTekoM (CI-DME). [lns
NalnMeHTa ¢ Hempoiu(epaTuBHON AHMa0eTHYECKON PETHHOMATHEH CXEMbl BBEIEHUS, ONMCAHHBIE
B HACTOSIIEH 3as1BKE, MOYKHO HMCIIOJIb30BATh JJIsl PENOTBPALEHNUs] IPOTrPECCHPOBaHUs 10 Ooee
Tspxenon popmel NPDR mm 1o nponugepatuBHoi nuaderndeckoii peruHonatuu, ASNV, DME
u/umn CI-DME. JleficTBUTENIbHO, CXeMbI BBEISHUS 03 MO HACTOSAIIEMY H300PETEHHIO MOXKHO
UCTIONB30BATh U1 U3MEHEHHUS B MPOTHBOIIOJIOKHYO CTOPOHY TEHAEHLUHU K MOBBILICHUIO (WIIH
npenoTspatieHus nosbimeHns) DRSS ouenku y maumenTta, crpanpatomero NPDR (nanpumep,

kotopsiil He cTpagaer DME w/unu CI-DME), Hanpumep, Ha 2 ypoBHs wiu Oonblie, Hanpumep 3
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YPOBHSL.

MesxnyHaponHasi KIMHHYECKasl IIKaja OLEHKH TSDKECTH MUaOeTHYECKOW PEeTHHONATHH
(DRSS), BrirO9ast ee ypoBHH, MOAPOOHO onucaHa B Tadnuie Ha ur. 18.

CyOpexTsl, crpanmatomnie NPDR, rmonBepskeHbl pPHCKY  PasBUTHUS  Pa3JIMYHBIX
yrpoXawIux 3peHuro ocioxuHeHudt uian coOwituii (VIC) u cnenorsl (Hampumep, CIENOTSHI,
BTOPUYHOH 1O oTHOUEHMO K TakuM VTC). Yrpokaromue 3peHUI0 OCIOKHEHHST ONPEeIIOTCS
KaK COBOKYMHbIH pe3ynbsraT PDR (BKJIOUAsi MALMEHTOB C KPOBOM3JIUSHHUEM B CTEKJIOBHIHOE
TEJO WM TPAKLHUOHHOW OTCIIOMKOHN CeTYyaTKH, KOTOpbIe, Kak cuurTaercsi, cBs3aHbl ¢ PDR) u
ACHB. ASNYV omnpenensieTcst Kak HEOBACKYJISIpU3ALUs Paay KHOM 000JI09KH (TI0 MEHbBIIEH MepE,
2 KyMYJSITUBHBIX TIOJIHBIX 4aca) W/HWJIM XapakKTepHasl HEOBACKYJISIPHU3ALMS UPHI0-KOPHEATbHOTO
yraa. [IpenioxeHHble CXeMbl BBEISHHs CHIKAIOT YaCTOTY BO3HHKHOBeHUs Takux VTC w/mmm
cnenoTel 'y cyowbekToB, crpamaromux NPDR. Takum oOpa3om, Hacrtosimee u300peTeHHe
obecrieunBaeT CrnocoObl MPENOTBpAINEHHs] BOSHUKHOBEHHUS] WM MOBTOPHOI'O BO3HHUKHOBEHHS
(mocne OOHOrO WM HECKOJNbKHX HadaimbHbIX cinydaeB) VIC w/wnm crnenotel y CyOBeKTa,
KOTOpBIH, Hampumep, crpamaer NPDR wumm PDR, nyrem BBenmeHus, B rya3 CyObekTa,
anraronucra VEGF (admubeprenra, Hanpumep 2,0 Mr) B COOTBETCTBHH CO CXEMOI BBEICHHS
703, ONMHMCAHHOW B HACTOsIeH 3asBKe. Takue crnocoObl MOTYT BKJIIOYATh HE TOJBKO CTAJIUIO
JeueHus ofHoro rnasa, crpajgatrouero VIC, HO Takke jeueHue Ipyroro rinasa, Aaxke €clu B
apyrom riasy He Obuto VTC w/unu cnenotsl, yToOb! npeporBpatuth VI C u/umu cnenory.

dapmaneBTHYECKHE KOMITIO3HIIHH

Hacrosimee nzoOperenue Bimouaer crocoObl, B koTopeix aHTaroHUCT VEGF, xotopbiit
BBOJAT B I'JIa3 MALIUEHTA, COAEPXKUTCA B (papMaleBTUUECKOW KoMmno3uuuu. PapmarieBTuyecKas
KOMITO3UIIMST MOXeT conepkath aHtaroHuct VEGF Bmecre mo MeHblell Mepe ¢ OIHUM
HEAaKTUBHBIM MHIPETUEHTOM, TAKUM KaK, Hanpumep, papMarieBTUUECKH IPUEMIIEMbIIl HOCUTEITb.
Jlpyrue BemectBa MOTYT OBITh BKJIIOUEHBI B (hapMaLEBTHYECKYH) KOMITO3HLIMIO IS
obecrieyeHns1 YJIyYIIEHHOTO TME€PEeHOCa, JOCTaBKH, MEPEeHOCMMOCTH H T.OI. TepMuH
“(bapMalIeBTHYECKH  MPUEMJIEMbIi’  O3HA4aeT OJOOPEHHBI  PEryJHMPYIOLIMM  OpPraHOM
(benepasbHOrO MPAaBUTENBCTBA WM MPABUTENBCTBA IITATA MM YKa3aHHbIH B @apmakomnee CIITA
WIN JIpyroil oOImenpu3HaHHON (papMakornee sl IPUMEHEHUST Ha JKUBOTHBIX U, B YACTHOCTH, Ha
monax. TepMuH “HOCHTENB’ OTHOCHTCS K pa30aBUTENIO, aTbIOBAHTY, OSKCLHUIHEHTY WU
HATIOJIHUTEIF0, C KOTOPbIM BBOAAT AHTHTENO. MHOKECTBO MOIXOISIINX KOMIO3HLUNA MOYHO
HAWTH B CIIPaBOYHMKE, U3BECTHBIM BCEM XHUMHKaM-(apmanesram: Remington's Pharmaceutical
Sciences (15-e m3n., Mack Publishing Company, Easton, PA, 1975), ocobenno B riase 87 Blaug,
Seymour. 9T KOMIIO3ULIMH BKIIOYAIOT, HATIPIMEP, TOPOLIKH, MMACThI, Ma3H, JKeJie, BOCKH, Macia,
JUMUABL, CONIEpKalluMe JUNuAbl (KaTHOHHbIE WM AaHWOHHBIE) BE3UKYNBl (Takue Kak
LIPOFECTIN™), JTHK xonbiOraThl, O€3BOJHBIE aOCOPOLMOHHBIE MACThI, 3MYJbCUU MAaCJIO-B-
BOJIE M BOJA-B-Maclie, SMYJbCHH KapOOBaKC (TOJMATHIICHIIIMKOIN PAa3IMYHON MOJIEKYJISPHON
Macchl), TONYTBEpAbIe TelNM M TONyTBEPAble CMeCH, coaeprkamue kapOosakc. JlroOas u3
BBILIETIEPEUNCIEHHBIX CMECEH MOKET OBITh MOAXOAIIEH B KOHTEKCTE CIIOCOO0B IO HACTOSALIEMY

u3o0peTeHnio, npu ycioBuu, 4ro aHtaroHUCT VEGF He uHakTHBHpyeTCS KOMIIO3MLUEH, U
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KOMITO3ULUS SIBISIETCS (PU3HOJIOTMYECKH COBMECTUMON U MEPEHOCHMOH ¢ rmyTeM BBeneHus. Cu.
taxxe Powell e al. PDA (1998) J Pharm Sci Technol. 52:238-311 u coxepkaiuecs B HEM
CCBUIKHM JJIsl JOTIOJHUTENbHON WH(pOpPMALMM, CBI3aHHOM C SKCLUUIIMEHTAMH U HOCHUTEISIMHY,
XOpOLIO U3BECTHBIMH XMUKaM-(papMarieBTaM.

dapmaneBTUUECKHE KOMIIO3ULUH, MOAXOASLINE [ BBENEHHs IyTeM WHBEKIHH, B
KOHTEKCTe€ HACTOSINEero M300peTeHHss MOTryT OBITb TIOJNy4eHbl IyTEM PAaCTBOPEHUS,
CYCHEHIUPOBaHMs WK 3MyJbrupoBanus anraronucra VEGF B crepunpHOll BogHON cpene wnu
MACIISTHOM cpene, OOBIMHO HCIOJNB3YeMOW MJisi MHBEKIHH. B kadecTBe BOMHOH cCpembl st
UHBEKLUUH MOXKHO YKa3aTbh, Hampumep, (PU3NOJIOTHUECKUH COJIEBOW PacTBOp, M30TOHHUECKUH
pacTBOp, CONEp KAINUIl TIFOKO3Y U IPYyTHe BCIIOMOTATEJbHbIE areHThl M T.J., KOTOPbIE MOXHO
UCTIOJIb30BaTh B KOMOMHALIUHU C MOAXOISIIAM COMOOMIN3UPYIOIUM ar€HTOM, TAKHM KaK CITUPT
(HampuMmep, 3TAaHOJ), MOJUCTHPT (HANpPUMEp, MPONMMICHIJIUKONb, MOJHSTHIEHTJIHKOJb),
HEMOHHOE TOBEPXHOCTHO-aKTHBHOE BemecTBO [Hampumep, mnosmcopdbar 80, HCO-50
(moymmokcusTUieH (50 MoNb) amAayKT THAPOTEHU3UPOBAHHOIO KAcCTOpPOBOro macia)] u T.a. B
Ka4eCTBE MACIISTHON Cpeabl MOJKHO HCIIONB30BATh, HAIPUMEDP, KYH)KYTHOE MAclio, COEBOE MAacCio
U T.1., KOTOPbIE MOKHO HCIIOJIb30BaTh B KOMOMHALIMHU C COJFOOMIM3UPYIOIIUM areHTOM, TaKUM
Kak OeHzundeH3oar, OeH3WIOBBIN cnupT U T.1. [lonmyueHHON TakuM 0Opa3oM KOMITO3ULIUEH ISt
UHBEKLUH TPH JKENAHUH MOJKHO 3aITOJIHUTh COOTBETCTBYIOIIYIO AMITYJIY.

B BapmanTe ocymecTBieHHs n300peTeHus (papmaneBTHYecKas KOMITO3ULHS, BBOIUMAs
cyObekTy, BKIOYaer adumbepuent, Hanmpumep, okojo 40 mr/mn adpaubepnenra, B 10 MM
docdara matpust, 40 MM xnopuna Hatpust, 0,03% mommcopbara 20 u 5% caxapossl, pH 6,2

B BapmanTe ocymecTBieHHs n300peTeHns (apmaneBTHdecKas KOMITO3ULHS, BBOJUMAs
cyOwexry, BkitovaeT antaronuct VEGF (manpumep, adpnubepuenT win KoHOepLEenT, Harnpumep,
npu 40 mr/mn) u:

(a) mupodocdar (manpumep, 5-250 mMM). B BapumanTe ocymecTBiIeHUs M300peTeHHs
KOMITO3UIHS TOTIONHUTENbHO BKIroYaeT NaCl, uuTpat HaTpus, JUMOHHYIO KHCJIOTY, MAHHHUT U
nonucopOat 80, marmpumep, pH 5,2;

(b) Oydep, Takoii kak rHCTHAUHOBAsI CoOJib, Hampumep ructuauH-HCl wmu ructuguH-
anerar (Hanpumep, npu 10 MM o 50 MM), Hanpumep, pH 5,7-6,2; caxap, Takoi Kak caxaposa,
Tperajgo3a, MaHHUT WIHM TIOKo3a (Hampumep, Oonee 6%, HO He Oonee 10%, Hampumep, 2,5-
10%); ¥ TOBEPXHOCTHO-aKTHBHOE BEINECTBO, Takoe kak mnojucopdar 20 m mommcopbar 80
(rarmpumep, 0% nmm 0,01%-0,03%);

(c) ructuguH-conmepkamuii Oydep, Takoil kak L-TUCTHIWH/TUCTHOWH THIPOXJIOPHL;
HEMOHHOE MOBEPXHOCTHO-aKTUBHOE BELIECTBO, Takoe kKak moijmcopdar 20 (mampumep, 0,03%),
HEOPTaHUYECKYI0 CcoJib, Takyro kak NaCl (amampumep, 40 MM), 1 yrieBOI, TaKOH Kak caxaposa
(marmpumep, 5%), mHarpumep, pH 6,0-6,5 (Hanpumep, 6,2 nin 6,5);

(d) Oydep, cocrosimmii U3 TUCTUOAUHOBOW CONU (HAMpPUMEp, TI€ TUCTUAWMHOBASI COJb
npeacrasisier coboit ructuauH-HCl mnm ructunuu-anerar, Hampumep, 10 MM-50 MM) u
umerotii pH B nmamasone ot 5,7 mo 6,2; caxap, BbIOpaHHBIH W3 TPYMIbI, COCTOSLICH M3

caxapo3bl, Tperajo3bl, MaHHHUTAa W TJIIOKO3bl (Hampumep, Oonee 6%, HO He Oonee 10%);
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MIOBEPXHOCTHO-aKTHBHOE BEIECTBO, BLIOPAHHOE M3 TPYIIIBI, COCTOsAIEeH u3 monucopbara 20 u
nosiucopbara 80 (Hampumep, ot 0% 1o 0,1%);

(e) numonHyI0 Kucnoty (Hampumep, S MM, 10 MM, 15 MM, 20 MM, 25 MM umu 30 MM),
caxaposy (Hanpumep, 1%, 2%, 3%, 4%, 5%, 6%, 7%, 8%, 9% wmu 10%), apruaun (Hanpumep, 5
MM, 10 MM, 15 MM, 20 MM, 25 MM, 30 MM, 35 MM, 40 MM, 45 MM mmu 50 MM wu 100 MM)
u nonucopdar 20 (manpumep, 0,01%, 0,02%, 0,03%, 0,04%, 0,05%, 0,06%, 0,07%, 0,08%,
0,08%, 0,09% unu 0,10%);

(f) Oydep, Takoit kak ¢ocdar, TUCTUIUH, aleTaT, CYKLHUHAT, [UTPAT, [JIyTaMaT W/ UJH
naktat (Hampumep, npu 5-20 wim 5-50 MM); HEMOHHOE TOBEPXHOCTHO-AaKTHBHOE BEIIECTBO,
Takoe kak noyucopbart (Hanpumep, PS20 unu PS80), noaenunosblil 3Gup MOJUI THIEHTJIUKOJIS,
nonokcamep, 4-(1,1,3,3-TeTpaMeTHNOY THI ) PEHII-TIOTUI THIICHT TUKOb,  ANKWICAXapHI WU
ANKUJITIIUKO3H, PETYJSITOP TOHWUYHOCTH, TAKOH KakK TOJHMOJ I aMHHOKHCIIOTA, HANpUMEp
caxaposa, Tperayios3a, COpOUT, MAHHHT, TJHLEPHH, NMPOJHH, aprHHUH, METHOHUH, TJIUIHUH A
JVM3WH, TA€ KOHEYHas OCMOJISIIBHOCTh KOMIO3MIUHU cocTaBiisier okojo 300 mOcm/kr, u rme
KOHLIEHTpaLUsl XJIOPUI-aHUOHA COCTaBJIsIeT MeHee yeM okoJio 10 MM; pH 5,0-6,5;

(g) auerar Hatpusa (Hampumep, 10-15 MM); caxaposy (Hampumep, 7%) HIN Tperajuo3y
(marmpumep, 8%); u monmcopdat 20 (Hanpumep, 0,03%), pH 5,5; nnn

(h) mobo#i u3: 10 MM ¢dochara Hatpuss, 40 MM xmopuna Harpusi, 5% (macc./00.)
caxapo3bl, 0,03% (macc./00.) monucopbarta 20, pH 6,2; 10 MM ¢ocdara matpus, 9% (macc./00.)
caxaposel, 0,03% (macc./00.) momucopbara 20, pH 6,2; 10 MM c¢ochary nmatpusa, 40 MM
xjopuna Hatpus, 2% (macc./00.) nponuHa, 0,03% (macc./00.) momucopbata 20, pH 6,2; 10 MM
docdara Hatpus, 3% (macc./06.) mponuna, 0,03% (Macc./00.) monmucopbara 20, pH 6,2; 10 MM
docdara vatpus, 9% (macc./00.) Tperanossi, 0,03% (macc./00.) monucopbdara 20, pH 6,2; 10 MM
ructuauHa, 3% (macc./06.) mponuna, 0,03% (macc./06.) momucopbara 20, pH 6,2; 10 MM
rucruanga, 9% (macc./00.) caxaposbl, 0,03% (macc./00.) nomucopdata 20, pH 6,2; umu 10 MM
anerara, 9% (Macc./00.) caxapossr, 0,03% (Macc./00.) monucopbara 20, pH 5,2

Cnoco0bl1 BBeeHUs1

Awntaronnct VEGF (wnmn dapmaneBTH4eCKyr0 KOMITO3ULHIO, BKIFOYAKOLIYI aHTATOHUCT
VEGF) MOHO BBOIUTH MAIMEHTY C KCIIOJIb30BAHHEM JIFOOOW M3BECTHON CHCTEMbI JTOCTABKU
u/wnm crocoba BBeneHus. B HEKOTOpBIX BapuaHTax ocyuiectsieHus aHtaroHuctT VEGF BBogsT
MAIlMeHTy TyTeM TIJIa3HOW, BHYTPUIIJIA3HOW, WHTPABUTPEANbHON WM CYOKOHBIOHKTHUBAJIBHOMN
UHBbEKUMU. B npyrux BapuaHtax ocymectsieHus aHTaroHucT VEGF MOXXHO BBOOUTH MaLIUEHTY
NyTEM MECTHOTO BBEACHUS, HANpUMep, B BUAE TJIAa3HBIX Kanellb WIH JAPYrod JKUIKOCTH, Telis,
Ma3u WIH JKUAKOCTH, KOoTopble coxepkar antaroHucT VEGF um koTopble MOXXKHO HaHOCHTH
HETIOCPEACTBEHHO Ha TIyia3. BBeneHue B r71a3 manueHTa WM CyOBEKTa OTHOCHUTCS K JIFOOOMY
npuemiieMoMy crioco0y nocraBku aHtaroHucra VEGF (mampumep, adpnmbepuienta) B TKaHH
rjla3a TMalyMeHTa WM CcyObekTa (HampuMmep, WHTpaBUTpeaibHas WHBbEKUWs). B Bapuanre
OCYIECTBIIEHHs] N300pETEeHUs] BBEIEHUE B IJ1a3 CYObEKTa WU MALMeHTa OTHOCUTCS K JJOCTaBKe
anraronucra VEGF B rna3, crpagaromuii aHrMOT€HHBIM IUIa3HBIM 3a0ojieBaHueM (Hanpumep,

Kak obcyxnaercss B HacTosiiiei 3asiBke), TakuMm kak NPDR, u, HeoOsi3aTeNbHO, K TOCTaBKE B
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Apyrod rias, Aake €clid OH He TNopakeH nomnoOHbIM obpazom. B omHOM Bapuanrte
OCYILECTBIIEHHsI M300pETEHNsI BBEACHUE MPEACTABIACT COOOH MHTPABUTPEAIBHYI0 HHBEKLUIO C
UCIOJb30BAHUEM IINPULIA C WUIVION i MHbekuui pasmepoMm 30G 2 aroiima. Hampumep, B
BapUAHTE OCYILECTBIIEHHs N300peTeHust 0KoJIo 50 MKJI BBOAST UHTPABUTPEAIBHO IS JOCTaBKU
okoio 2 mr antaronucra VEGF (nanpumep, adnubepuenta; HarnpuMep, B GpapMareBTUHECKON
KOMITO3HLIMH, BKJIIOHaroei agiudepuent, Hanpumep, okoio 40 mr/mia apnubepuenta, B 10 MM
docdara Hatpusi, 40 MM xnopuna Hatpust, 0,03% monucopbara 20 u 5% caxapossl, pH 6,2). B
BapUaHTe OCYLIeCTBIeHHs u300pereHust B a3 BBogaT 0,5 wimm 2,0 mMr koHOepuenrta B
(bapManeBTHYECKONW KOMITO3UIMH, BKJFOYAIOLIEH KOHOEpLenT, JUMOHHYIK KHCIIOTY, Caxaposy,
apruHuH U nonucopodar 20.

Jlpyrvue BO3MOXHBIE TIyTH BBEJEHHUs BKJIIOYAIOT, HAIMpUMep, BHYTPUKOXKHBIN,
BHYTPUMBILIEYHBIM, WHTPANEPUTOHEAJbHbIN, BHYTPUBEHHBIN, MOJKOXKHBIN, WHTPAHA3AJIbHBIN,
SNUAYPaJbHbIA W mnepopaibHbiii. Ecin ucnone3yercss Takoll MNyTh BBENEHUS, AOCTaBKa
OCYIIECTBIISIETCS HE B IJ1a3, a B APYI'YIO TKaHb, TAKYIO KaK KOXa, MbIIIEYHAsl TKaHb, OPIOIINHA,
BEHA, IOJKO)KHAS KJIETYaTKa, HOCOBOH MPOXO, TBEpAast MO3ToBasi 000JI0UKa UITH POT.

Beoaumoe kosinuectso antaronucta VEGF

Kaxnas nosa anrtaronucra VEGF (nanpumep, 0,5 mr wmm 2 wr, Hampumep
apmubepuenta), BBOAMMAs B TJla3 NAlMEHTa HA NPOTSDKEHHHM PEXKAMAa TEPArUU, MOXKET
CoZiepKaThb OAMHAKOBOE WM MO CYLIECTBY OAMHAKOBOe KosiudecTBo aHrtaroHucra VEGF.
AnprepHaTuBHO, konuuecTBo aHTaronucra VEGF, conepskaineecss B MHAMBUAYAJIbHBIX 103X,
MO>KET BapbUpPOBATbCsl HA MPOTSKEHUH pekuMma Tepanuu. Hanpumep, B HEKOTOPBIX BapHaHTax
OCYLIECTBJIEHUsI NepBoe KoiauuecTBO aHTaroHucra VEGF BBOAAT B HawanbHOM A03€, BTOPOE
konuuecTBo aHtaronucta VEGF BBOAAT B BTOPUUHBIX 03aX, & TPEThE KOJIMUECTBO AHTATOHUCTA
VEGF BBOmsT B TpeTuuHbIX n03ax. Hacrosimee wuzoOpereHne NpenycMaTpHBaeT CXEMbI
BBE/IEHUS 7103, B KOTOpBIX KonudecTBo aHtaronucra VEGF, copepakaliieecs B MHAUBUYAIbHbIX
703aX, YBEJIMYUBAETCS C TEUSHUEM BPEMEHH (Hanpumep, Kaxaasi MOCIeAyIoIas 103a COAePKHUT
Oonbure anraronncra VEGF, yem mpenpiayinas), CHIKAETC B TEYEHHE HEKOTOPOTO BPEMEHHU
(Hanpumep, ¥axnmas TOCHenyrOLIas 1n03a coaepkurT MeHbine aHtaronucta VEGF, uem
NpeAbIAyINas), CHavajla YBEJIMYMBACTCS, 3aTEM YMEHBIIAETCs, CHadajla YMEHBIIAETCs, 3aTeM
yBEJIMYHUBAETCS, UJIM OCTAETCS] OJMHAKOBBIM Ha NMPOTSIKEHUU BCETO Kypca JIeUeHus.

Komnuectso antaronncra VEGF, BBoguMoe B IJ1a3 manueHTa B KaKAOH 103e (Hanpumep,
0,5 mr wimn 2 mr, Hanpumep adumbeprenta win KoHOepuenTa) SIBIsIeTCs, B OOJNBLIMHCTBE
CJIy4aeB, TepaneBTHIECKH 3(PPEKTHBHBIM KOINYeCTBOM. B KOHTEeKkcTe HacTosIe 3asBku (pasa
"TepaneBTndyecku 3(pdexTHBHOE KonmyecTBO"' O3HawdaeT no3y aHraroHucra VEGF, kortopas
IPUBOAUT K ONpPEAENsieMOMY YIIYUIIEHHUIO OJHOTO MJIM HECKOJBKUX CUMITOMOB WJIM NMPU3HAKOB
AaHTMOTEHHOT0 IJIa3HOro 3abonesanusi, win n03y aHraronucra VEGF, koropas uHrubmpyer,
NPEeNOTBpALlaeT, YMEHbLIAeT WIM 3aMeJisieT IPOrpecCUpPOBAHUE AHTMOTE€HHOTO TIJIA3HOTO
3a0oneBanus. B cnyuae antu-VEGF antuTena mnm xumepHoit mosekynsl Ha ocHoBe VEGF
peuentopa, Takoii kak VEGFRI1R2-FcACl(a), tepameBTuueckn 35¢(eKTHBHOE KOIUYECTBO

MOKET COCTaBJIATH OT Ok0Ji0 0,05 Mr no okono 5 mr, wanpumep, oxono 0,05 mr, okosno 0,1 wmr,
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okoJio 0,15 mr, okono 0,2 mr, okono 0,25 mr, okoso 0,3 mr, okono 0,35 mr, okosio 0,4 Mr, OKoJIO
0,45 wr, okosio 0,5 mr, okosio 0,55 mr, okono 0,6 mr, okosio 0,65 mr, okoso 0,7 mr, okoJio 0,75
mr, okojo 0,8 mr, okono 0,85 mr, okosio 0,9 mr, okono 1,0 mr, okono 1,05 mr, okono 1,1 wmr,
okoJio 1,15 mr, okono 1,2 mr, okono 1,25 mr, okosno 1,3 mr, okono 1,35 mr, okosio 1,4 mr, okoJio
1,45 wmr, okomno 1,5 mr, okosno 1,55 mr, okono 1,6 mr, okojno 1,65 mr, okono 1,7 mr, okomno 1,75
mr, okoio 1,8 mr, okoso 1,85 mr, okoso 1,9 mr, okono 2,0 mr, okoJyio 2,05 mr, okojo 2,1 wmr,
0K0J10 2,15 Mr, 0k0J10 2,2 MI, OKOJIO 2,25 Mr, 0K0Jio 2,3 MT, OKOJIO 2,35 Mr, 0OK0JIO 2,4 MTI, OKOJIO
2,45 Mr, OKOJIO 2,5 MT, OKOJIO 2,55 Mr, OKOJIO 2,6 MI, OKOJIO 2,65 Mr, okoyio 2,7 mr, okoso 2,75
Mmr, okojio 2,8 mr, okojo 2,85 mr, okojo 2,9 mr, okono 3,0 mr, okono 3,5 mr, okoyio 4,0 wmr,
0KO0JI0 4,5 Mr wiu oko1o 5,0 Mr aHTUTeNa UM XUMEPHOH MOJIEKYJIbI HA OCHOBE PELENTopa.

Konunuectso anrtaronucra VEGF, copmepkaieecs B MHAWBHAYAJbHBIX 033X, MOXKET
OBITh BBIPAKEHO B MIULIMTPAMMAaX aHTHUTEJIA HA KHJIOTPAMM MAcChl TeJia MalnueHTa (m.e. Mr/kr).
Hamnpumep, antaronnct VEGF moxxHO BBOAUTH nmanueHTy npu aose ot okojo 0,0001 go oxono
10 Mr/Kr Maccel Teja MalUeHTa.

Honyasinus v 3¢peKTHBHOCTD JIeYeHH s

Crioco0bl MO HACTOALIEMY M300PETEHUIO MOJIE3HBI JJIsl JICUSHHS] aHTMOTE€HHBIX TJIA3HBIX
3a00/IeBaHMl y TMALKUEHTOB, y KOTOPBIX IHATHOCTHPOBAHO WJIM y KOTOPBIX HMEETCSl PHUCK
pPa3BHUTHS AHTHOTEHHOrO Iia3Horo 3aboneBanusi. Kak mpaBuio, crnocoObl MO HACTOSIIEMY
U300pETEeHUIO IEMOHCTPHPYIOT 3(P(PEeKTUBHOCTh B TeueHue 104 Hemenb mocie Hadajga pexuma
Tepanuu (C BBEJEHHEM HadalbHOH 103bl Ha "Hexene 0"), manpumep, K KOHLy Hexenn 16, k
KOHIY Henesnu 24, Kk KOHLy Henenu 32, k koHuy Henenu 40, k KOHIY Heaenu 48, K KOHIY Helenu
52, k KOHLlY Heaenu 56 U T.A.

B omHOM BapuaHTe OCYyLIECTBIICHHsSI HM300pETEHHUs, B KOHTEKCTE CIOCOOOB JICUSHHSI
AHTMOTEeHHBIX TJIa3HbIX 3a0ojeBanuii, Takux kak DR, PDR, NPDR, AMD, CRVO u DME,
"3¢(hexTUBHOCTL" O3HAYAET, YTO, OT HAa4aja JIEYESHHUs], TALUEHT IEMOHCTPHPYET:

* orepro 15 unu menble (Hanpumep, 14,13, 12, 11, 10,9, 8, 7,6, 5, 4, 3, 2 unu 1) Oyks
B TaOJuIle MPOBEPKU OCTPOTHI 3PEHUS B HCCJAEIOBAHUH PAHHETO JICYEHHUS NHA0ETHYeCKOMH
perunonatuu (ETDRS);

* yAyYllIeHHe Ha OIHY WM HECKONbKO (Hampumep, 1,2, 3, 4,5, 6,7, 8,9, 10, 11 wnu
6onbure) 6yks B Tabmuue ETDRS;

 noanepxkanue wiu ynydwenue DRSS onenxu, manpumep, ymensinenue DRSS nHa 2
Uiy 3 CTyNEHY,

* YMEHBIIEHUE CJy4YaeB WIM NPEIOTBPAIICHUE YIPOXKAIIUX 3PEHUI0 OCJIOXKHEHUH
(VTC) w/unu cnenoTel W/WiIH 3aTPAardBarOIIEro IEHTPAJbHYI) YacTh OUAOETHYECKOTO
MaKyJISIPHOTO OTeKa; W/WIH

* YMEHbBIIECHUE UJIM COXPAHEHHE TOJLIUHBI [IEHTPAJIbHON YaCTH CETYATKH,

* HaIpUMep, KOraa OJHA UJIH HECKOJIBKO TaAKUX LIEJIeH JOCTUTAIOTCS B T€UEHUE TPUMEPHO
24 wnu 52 Henenp MOCe Havasa JeUYeHHs.

Ynakosku

Onun acriekT n300peTeHus MPeaCTaBIsAeT COO0H YIIaKOBKY, BKJIIOUYAIOIIYIO:
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KOHTEWHEP C JIEKAPCTBEHHBIM CPENICTBOM; U

UHCTPYKLMH TIO TPUMEHEHUIO JIEKAPCTBEHHOTO CPEACTBA Ul JIEYEHUS WU
npoQHUIAKTUKN TUAOETHYECKONH PETHHONATHUH y MAIMEeHTa, HYXAAIOLIErocs B TAaKOM JICYEHUH,
IPYU 3TOM HMHCTPYKLMHU YKa3bIBAIOT NMPUMEHEHHE JIEKAPCTBEHHOIO CPEACTBA IyTEM BBEIEHHS B
rjia3 MalyueHTa

(1) 3 BBOOMMBIX pa3 B MECSI 103 € MOCIENYIOLIeH OJHON MM HECKOIBKUMH BTOPHYHBIMU
703aMH pa3 B 16 Hemenb, MpU 3TOM NEPBYI0 BTOPUYHYIO A03y BBOIAT uepe3 8 Henenb IMOCie
TPEThel MeCsSYHOM 10361 (Henes 16), wiu

(i) 3 wiu 5 BBOAMMBIX pa3 B MeCSI[ 03 C MOCIEAYIOIeld OTHOW MJIH HECKOJbKHUMH
BTOPHYHBIMHU JI03aMH pa3 B 8 HeZEb;

okoJio 2 mr antaronucta VEGF, koTopblii mpeacTaBisieT cOO0M XUMEPHYIO MOJIEKYJy Ha
ocHose VEGF peuenropa.

Eme onuH acnekT n300peTeHus npeacTaBisier CoOOOH yrnakoBky, rae antaroHuct VEGF

(1) Bximouaer (1) kommonenT VEGFR1, Brimouatomuii amunokucnorsl 27-129 SEQ ID
NO:2; (2) xomnonent VEGFR2, Brmouatomuii ammuaokuciaotel 130-231 SEQ ID NO:2; u (3)
KOMITOHEHT MYJIbTUMEPU3ALINH, BKIIFOYA NN aMmuHOKUCIOTHI 232-457 SEQ ID NO:2;

(11) Bxmouaer (1) mmmynornoOyana-nonoOHei (Ig) momen 2 nepsoro VEGF penenropa
u (2) Ig nomen 3 Broporo VEGF penenTopa, u (3) MyJIbTHMEPH3YIOIIHIA KOMIOHEHT;

(ii1) mpexncraBisier cobol apubdepuent; uiu

(1v) mpencrasnsier coOO# KOHOEPIIENT.

Eme onun acnekt u3o0pereHHs] mpencTaBisieT COOOM YIAKOBKY, i€ HMHCTPYKIHUH
YKa3bIBAIOT, YTO JIEKAPCTBEHHOE CPENICTBO BBOIAT IIyTEM MHTPABUTPEATBHON UHBEKIIUH.

Eme onmH acmekt wn3o0peTeHMs] MpeAcTaBisieT COOOH YMNAKOBKY, TA€ HMHCTPYKLIUH
YKa3bIBaIOT, YTO BBOAST 3 WIM 5 MECSYHBIX J03 JEKAPCTBEHHOI'O CPEACTBA C IMOCIEAYIOLIEH
OJIHOM UJIM HECKOJIbKUMHU A03aMHU pa3 B 8 HEAeNb.

Eme onuH acnekt u3oOpereHusi mpencTaBisieT COOOM YMAKOBKY, /i€ HMHCTPYKIHUH
YKa3bIBAIOT, YTO BBOJASAT 3 MECSYHBIX JO3bI JIEKAPCTBEHHOTO CPEICTBA C MOCIEAYIOLIEeH OIHOM
WA HECKOJBKHMMH BTOPHUYHBIMH J03aMHU pa3 B 16 Henenb, IpU 5TOM MEPBYK0 BTOPHYHYIO I03Y
BBOJST Yepe3 8 Henesb Mocje TpeTbel MeCsSYHOM 1036l (Henest 16).

Eme onmH acnext u3oOpereHHs] mNpencTaBisieT COOOM YIMAKOBKY, I7I€ HHCTPYKIUH
YKa3bIBAIOT, YTO BBOAAT OJIHY 103y JIEKAPCTBEHHOI'O CPEACTBA pa3 B 8 Hemeb.

AcnekT n300peTeHuns npeacTaBiIsieT cCOO0H YIAaKOBKY, BKIFOYAKOLIYIO:

KOHTEWHEP C JIEKAPCTBEHHBIM CPENICTBOM; U

UHCTPYKLUHUH TIO TPHUMEHEHUIO JIEKAPCTBEHHOTO CPEACTBA U1 JICYEHUS WU
npodrIaKTHKU TposndepaTHBHON AMa0eTHYECKOH peTHHONATHHY Y MALIUEeHTa, HY KJAIOIIEerocs B
TAKOM JICUYEHWH, NPH 3TOM HMHCTPYKIHM YKa3bIBAIOT NMPUMEHEHHUE JIEKAPCTBEHHOTO CPEACTBA
IyTEM BBEJEHHS B IJ1a3 MAIIHEHTa

(1) 3 BBOAMMBIX pa3 B MECHI] 103 C MMOCIEAYIOIeH OHON MIIN HECKOJIBKUMH BTOPUYHBIMU
no3aMu pa3 B 16 Henenb, IPU 5TOM MEPBYI0 BTOPUUHYIO 03y BBOAAT uUepe3 8 Henmesnb IMocie

TPEeThel MeCIYHOM 1036l (Heness 16), win
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(i) 3 mau 5 BBOAMMBIX pa3 B MeCSI[ 03 C MOCJIEAYIOIeld ONHOW WM HECKOJbKHMHU
BTOPUYHBIMU 103aMHU pa3 B 8 HeAeNb,

okoJio 2 mr antaronncta VEGF, koTopsiii npeacrasisier coOO0 XUMEPHYIO MOJIEKYJTy Ha
ocHoBe VEGF peuenropa.

Eme onuH acnekt nzo0pereHus npeacrasiseT co0oi ynakoBky, rae antaroHuct VEGF

(1) Bximouaer (1) kommonent VEGFR1, Brimouatomuii amunokucnorsl 27-129 SEQ ID
NO:2; (2) xomnonentr VEGFR2, Brxmouaromuii amuHokuciaotel 130-231 SEQ ID NO:2; u (3)
KOMITOHEHT MYJIbTUMEPH3ALNH, BKIIFOYAOIINN aMuHOKUCI0TH 232-457 SEQ ID NO:2;

(i1) Brmouaer (1) mmmynornoOyana-nogooHsei (Ig) nomen 2 nepsoro VEGF penenropa
u (2) Ig nomen 3 Broporo VEGF penenTopa, u (3) MyIbTHMEPH3YIOMIHIA KOMIOHEHT;

(iii) mpexacraisieT coboli apubdepuent; uiu

(iv) mpencrasinsier coO0# KOHOEPIIENT.

MPUMEPHI

Crnenyromue mpuMepbl MPHUBENEHBI ISl TOTO, YTOOBI MPEAOCTABUTH CIIELUAINCTAM B
OaHHOHN 00JacTH TMOJIHOE PACKPBITHE W OMNHMCAHUE OOECHeueHHs] W NMPUMEHEHHUs! CrocoO0B U
KOMITO3ULIMI 1O HM300pETEeHHI0, U HEe TPEeAHA3HAYEHbI IJIsI OrpaHu4YeHHus oObeMa TOro, 4TO
aBTOPBI M300PETEHHs CUUTAIOT CBOMM HM300peTeHHeM. ABTOPBI M300pETEeHUs MpennpHHUMAIN
yewnust Ui o0ecreueHus: TOYHOCTH, YTO KacaeTcsl HCIOJIb3YeMbIX duces (Hampumep,
KOJIMYECTBA, TEMIeparypa U T.JI.), HO CJIE€NyeT YUYHTHIBATH HEKOTOPBIE SKCIIEPHUMEHTAJIbHBIE
OWMOKHN U OTKJIOHEHHUs. Eciy He yka3zaHO MHOE, 4acTH NMPEeACTaBILIIOT coOOi "acTh mo macce,
MOJIEKYJISIpHAasi Macca MPeCTaBIsieT COOOHM CPEOHIO MOJEKYJSPHYI0 Maccy, TemIeparypa
ykazaHa B rpaaycax Llenbcus, a naBneHue paBHO aTMOc(hepHOMY WIH OJM3KO K HEMY.

HNnmoctpatusHbiii antaronuct VEGF, ucnonpdyembiii BO BCeX NPUBEIEHHBIX HUXKE
npuMepax, IPencTaBisieT coOoH (ecau He yKa3aHO MHOE) IUMEPHYIO MOJIEKYJy, HMEIOIIYIO JIBe
¢dynkmoHanpHble cBsibiBatomue VEGF enunniel. Kaxnast ¢yHKIMOHANIBHAS CBS3BIBAIOIIAS
enuHuna coctout u3 Ig-nomena 2 us VEGFR1, cnuroro ¢ Ig-nomenom 3 uz VEGFR2, xotopsii,
B CBOIO OYepellb, CIIUT ¢ MapHUpHOU obnacteio Fc-momena yenosedeckoro IgGl (VEGFR1R2-
FcAC1 (a); komupyercs SEQ ID NO: 1). Orot antaronuct VEGF yka3aH B npuBeIeHHBIX HIKE
npumepax kak "VEGFT". Jlns ueneit cnenyromux mTpUMEPOB BBeAeHHE "pas B mecsd”
SKBHUBAJICHTHO BBEICHUIO OAIVH pa3 B YETbIpE HEACIH.

IIpumep 1: ®aza | KIMHMYECKUX HCOBITAHMH MHTPABHUTPEAJbHO BBOAHMOH
xumepHoii MmoJiekyJbl Ha ocHoBe VEGF peuentopa (VEGFT) y cy0obekToB ¢
HeoBacKyJsipHoit AMD

B stom wmccnenosanum @aser I, 21 cybwekt ¢ HeoBackyisipHolk AMD momydanu
onHokpatHyro uHTpasurpeanbHyo (IVT) nosy VEGFT. Kaxknas w3 msitu rpynm, BKIFOYAFOIINX
no Tpu cyOwekra, nmonydana audo 0,05, 0,15, 0,5, 2, mubo 4 mr VEGFT, a mecras rpymmna u3
mectn cyopekToB monmydana 1| mr. He cooOmanoch HU O KakMX CEPbe3HBbIX HEXKEIATEIbHBIX
COOBITHSIX, CBSI3aHHBIX C HCCIENYyEeMbIM JIEKAPCTBEHHBIM CPEIACTBOM, U HH O KaKOM
OTpeAeNIseMOM BHYTPUIJIA3HOM BocnaneHuu. lIpenBaputenbHble pe3yabTaThl MOKA3ald, 4TO

nocyie nabeknu VEGFT nabmonanu ObicTpoe yMeHblIeHHe (POBEaTbHON TONIIUHBI U 00beMa
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JKEJITOTO MMTHA, KOTOPOE COXPAHsUIOCh HAa NpoTskeHuu 6 Henenb. K JIHio 43 BO BCEX OO30BBIX
rpyImnax cpenHsisi H30bITOUHAS TOJNIIMHA CeTUYATKU [M30bITOUHAS TONLINHA CETUYATKH = (TOJIINHA
ceruatku - 179Mkm)| Ha onruueckoit korepentHolt Tomorpaduu (OCT) ymeHbIIamach OT
119MkM 10 27MKM, Kak OBUIO OLIEHEHO METOAOM OBICTPOrO CKAaHUPOBAHUS MAaKyJbl, U OT
194mMkM 10 60MKM, Kak OBLIO OLIEHEHO C HCIOJb30BAHHEM OJHOKPATHOTO CKAHUPOBAHMUS
3agHero nomoca. CpenHee yBelIUdeHNe MAaKCUMAJIbHOM OCTPOTHI 3peHust ¢ koppekuueii (BCVA)
coctaBmio 4,75 O6ykebl, 1 BCVA Obuia crabuibHON WK yay4dmanack y 95% cyOwekro. B 2
rpyImnax BBeAEeHUs HawBbiclIuX 103 (2 u 4 mr) cpennee yBenudenune BCVA cocrasmino 13,5
OYKBBI, TIPU 3TOM 3 U3 6 CyOBEKTOB MMOKA3aJH YIy4IIEeHHE > 3 CTPOKH.

IIpumep 2: ®a3a Il KIHMHNYECKHX HCNBITAHHH MOBTOPHBIX 103 HHTPABUTPEAJIbLHO
BBOAMMOI1I xuMepHOii mMoJiekyabl Ha ocHOBe VEGF peuentopa (VEGFT) y cy0obekToB ¢
HeoBacKyJsipHoit AMD

DTO HCCIenOBaHUE TPEACTABISLUIO COOOW JBOWHOE CIeTnoe PaHIOMH3UPOBAHHOE
uccienosanne 3 103 (0,5, 2, u 4 mr) VEGFT, ucnbireiBaeMbix ¢ 4-HeneiabHbIMUA w/uiu 12-
HeNeJbHBIMH HWHTEPBAJIAMU MEXAY BBENCHUSAMHU. B 3TOM mccrnemoBaHmM OBUIO S5 ClEOyROLINX
rpymn gedenust: 1) 0,5 mr pa3 B 4 venenu, 2) 0,5 mr pas B 12 Henens, 3) 2 mr pa3 B 4 Henenu, 4)
2 mr pa3 B 12 Hemens u 5) 4 mr pas B 12 Hemenb. CyObeKTaM OCYLIECTBISUIM BBEIEHHE C
(pUKCHPOBAHHBIM UHTEPBAJIOM B TEUEHHE MEPBBIX 12 Hememb, MOCie Yero uX OLEHUBAJIN pa3 B 4
HelleNn B Te4YeHHEe 9 MecsleB, B TEUE€HHE KOTOPbIX BBOJWIM JOMNOJHUTENbHbIE 03Bl HA
OCHOBAHUU TPEIBAPUTEIHHO YCTAHOBIEHHBIX KpUTEpHEB. Bcex CyOBbEKTOB 3aTeM OTCIIEKUBAIN
B TeueHue onHoro roxa nocye nociaeaHeit no3sl VEGFT. IlpeasaputenbHble naHHBIE 3apaHee
3aIJIAHUPOBAHHOTO IMPOMEXYTOUHOro aHanm3a mnokasand, 4ro VEGFT coorsercTBOBaN
NEePBUYHON KOHEUHOM TOYKE CTATUCTUYECKH 3HAYMMOIO YMEHbIIECHUS TONINHBI CETYATKU Yepes3
12 Henenb MO CPaBHEHHIO C UCXOAHBIM YPOBHEM (BCE IPYIIIbI, B3ATbIE BMECTE, YMEHbIIEHNE Ha
135 mxm, p <0,0001). CpenHee HM3MEHEHHE OCTPOTBI 3PEHMs IO CPABHEHHMIO C HCXOJHBIM
YPOBHEM, SIBJSIIOLIEECS] KJIFOUEBOM BTOPUYHON KOHEYHOM TOYKOM HCCIEAOBAHUS, TaKkKe
NPOEMOHCTPUPOBAJIO CTATUCTHYECKH 3HAYMMOE YJy4lleHHe (BCE TPYIIbI, B3SIThIE BMECTE,
yBenuuenne Ha 5,9 Oyksbl, p <0,0001). Kpome TOro, y maumeHTOB B TpyIIax, MOJYYaBIINX
TOJIBKO OZIHY Z103Y, B CPEIHEM HaOJIOAaOCh YMEHbIICHHE M30BITOYHON TONIIUHBI CETYATKH (P
<0,0001) u mnosbimenne octpotsl 3peHus (p=0,012) uepe3 12 nemenp. He Obuto HHMKaKUX
Cepbe3HBbIX MOOOYHBIX 3((PEKTOB, CBI3AHHBIX C MPUEMOM JIEKAPCTBEHHBIX CPENCTB, U JICUCHUE
anraronucramu VEGF B nenom xopomo mnepenocminoch. Haubosee pacnpocTpaHeHHBIMU
HE)KeJIaTeIbHBIMU SIBIICHUSAMHU OBLUTH T€, KOTOpble OOBIMHO CBS3aHbI C HHTPABUTPEATbHBIMU
UHDBEKLUSAMU.

IIpumep 3: ®Pa3a | KIMHHYECKHX HCIBITAHHH CHCTEMHOr0 BBEICHHSI XHMMEPHOH
MoJiekyJibl Ha ocHoBe VEGF peunentopa (VEGFT) y cy0bekToB ¢ HeoBacky.asipHoit AMD

OTO0  WcchaenoBaHWE — NPEACTABISUIO  coOOW  Iuranebo-KOHTpOoNMpyemoe,  Ha
MOCJIEIOBATENbHBIX TPYIINAaX, C [MOBBILIEHUEM J[O03bl, MCCIEAOBAHUE MEPEHOCUMOCTH U
ouoapdexra VEGFT npu BBemeHMM myTeM BHYTPUBEHHOM HHQY3UH y CYOBEKTOB C

HeoBacKyJsipHoit AMD. I'pyninam u3 8 cyObeKTOB, yIOBIETBOPSIOIINX KPUTEPUAM BKIIFOUESHUS B



28

UCCJIEZIOBAHME, 4YTO Kacaercs CcyOdoBeanbHON xopuoupanbHOW HeoBackyJsipmsamuun (CNV),
cBsi3aHHON ¢ AMD, Ha3Hauanu 4 BHyTpuBeHHBIX HHbekMH VEGFT mnu nmnanebo npu ypoBHIX
no3b1 0,3, 1 wiu 3 Mr/kr B TeueHue 8-HeneabHOro Mepuoaa.

bonpumHCcTBO MOO0UHBIX 3¢ dexToB, koToprie Obutn cBsizanbl ¢ VEGFT, Obin oT nerkoit
70 YMEPEHHOM CTENeHU TSHKECTH, HO 2 M3 5 MalMeHTOB, MOJYYaBIIUX 3 MI/KT, HUCIBITHIBAIU
I0300rpaHuYMBarOIyl0 TOKCHYHOCTh (DLT) (ommH ¢ rumepreHsueil 4 CTeneHH U OOUH C
NPOTEUHYpPHEH 2 CTeMeHH), MO3TOMY BCe CYOBEKThl B TpyIme ¢ A030i 3 MI/Kr He Obuin
BKJIFOUEHBI B UccyieioBaHue. CpenHue MpoLeHTHbIe H3MEHEHHsT N30BITOYHON TONLIMHBI CETYATKH
cocraBuin: -12%, -10%, -66% u -60% njst mnane6o, 0,3, 1 u 3 MI/Kr 1030BBIX TPy B A€Hb 15
(ANOVA p <0,02) u -5,6%, + 47,2% u -63,3% nnsa mianedo, 0,3 u 1 Mr/kr A030BbIX TPy B
nerb 71 (ANOVA p <0,02). IIpousomno konmdectBeHHoe ynyuumieHne BCVA y cyObekTos,
nonyyaBmmx VEGFT. Kak u crnenoBano okumaTh B TakOM HEOOJBIIOM UCCJIEIOBAaHUMU,
pe3yabTaThl He OBLIH CTATHCTHYECKH 3HAYNMBIMU.

IIpumep 4: Paza 11l k1uHHYecKUX HCHBITAHUH 3¢ (PeKTUBHOCTH, 0€30MACHOCTH H
NepeHOoCHMOCTH MOBTOPHBIX 103 HHTpaBuTpeajbHoil MHbeknuu VEGFT y cy0bekToB ¢
HEOBACKYJISIDHOI BO3PACTHOM /lereHepaluy JKeJIToro nsiTHa

A. Ilean, runoTe3bl 1 KOHEYHbIE TOYKH

OcymecTBisin  ABa TapajuleJbHBIX  KIMHWUYECKWX ucmbitanuss  ¢asel [ s
uccnenoBanus npumeHeHus VEGFT s neueHust manyieHTOB € HEOBACKYJSIPHOW (opMmoit
BO3pacTHOH nerenepanun sxentoro nsaTHa (Mccnenosanne 1 u Mccnenosanue 2). OCHOBHAs 1e7b
STHX HCCIIENOBAHUN 3aKiovanach B OLEHKe 3()()EKTHUBHOCTH HHTPABUTPEATBHOIO BBEACHUS
VEGFT no cpaBuenuro ¢ panndusymadom (Lucentis®, Genentech, Inc.), B mapagurme “ne xyxe
KOHTpOJIS”, OISl TPENOTBPALICHUS YMEPEHHOW TMOTepu 3peHHss y CyOBEKTOB CO BCEMH
NOJATUIIAMU HEOBAcKyJIsspHO AMD.

BropuunbiMu niensiMa Obutd (a) OlleHKa 0€30MacHOCTH U MEePEHOCUMOCTH MOBTOPHOTO
untpasurpeanbHoro BBeneHuss VEGFT y cyOBEKTOB CO BCeMH MOATHIIAMH HEOBACKYJISIPHOMN
AMD B Teuyenue nepuonoB 10 2 jet;, u (b) oueHka 3pdexra MOBTOPHOrO MHTPABUTPEATHHOTO
BBeneHnst VEGFT Ha cBsizanHOe cO 3peHHeM kadecTBO ku3HH (QOL) y manueHToB CO BCEMU
MOATHUIIAMU HeoBacKysipHO AMD.

[lepBuyHasi rumoTe3a 3THX HCCIENOBAHHMN COCTOSUJIA B TOM, YTO JOJNS CYOBEKTOB,
nony4yaBimnx VEGFT co ctabunpHoii wu ynyuinenHoi BCVA (morepst <15 OykB), aHaorndHa
noje cyOBeKTOB, MOJYYaBIINX PAHUOM3YyMad, KOTOpbIE HMEIOT CTAOWIBHYIO HIIH YJIYYIIEHHYEO
BCVA, TemM caMbIM I€MOHCTPHPYS HE MEHBIIYIO 3()()EKTHBHOCTD, U€M Y KOHTPOJIS.

ITepBu4HON KOHEYHOH TOYKOW JUIsl 3TUX HCCIENOBAHUN OBLIO MpPeNOTBpaIleHue MOTepU
3peHusi Oombine wim paBHod 15 OykBam mo tabmmue ETDRS, mo cpaBHEHHIO ¢ HCXOIHBIM
ypoBHeM, depe3 52 Henenu. BropuuHble KOHEYHbIE TOUKU OBLIM CIEAYIOLIUMHU: (2) U3MEHEHHE
ot 6a3oBoro ypoBHs k Henene 52 ouenku no OyksenHoit tabmune ETDRS; (b) mpubaska x
Henene 52, mo cpaBHeHMIO ¢ 6a30BbIM ypoBHEM, 15 OykB nnm Gombiue o tadbmuue ETDRS; (c)
n3MeHeHue ot OGasosoro yposHs k Henene 52 oOmeii NEI VFQ-25 ouenku; u (d msmenenue ot

6azosoro yposHs kK Henene 52 momanu CNV.
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B. ILnan uccjenopanus

JUtsi  Kakooro HCCIEeNOBaHUS CYOBEKTOB CIy4aliHBIM O0pa3oM paclpenessifi B
cootHomeHnu 1:1:1:1 s neyenus B coorseTcTBUM C 1 U3 4 cxeMm BBeneHus 103: (1) BBeneHue 2
mr VEGFT pa3 B 4 nenenu (2Q4); (2) seenenue 0,5 mr VEGFT pa3 B 4 "enenu (0,5Q4); (3)
BeeneHue 2 mr VEGFT pa3 B 4 Henenu no Hexenu 8, a 3areM pa3 B 8 Henenb (¢ UMUTaIMein
BBEJICHUS] MHBEKLMMU IPU IMPOMEXKYTOUHBIX BHU3MTaxX uepe3 4 Henenw, KOrna HCCIeayeMoe
JeKkapcTBeHHOe cpencTBo He BBomwin (2Q8); u (4) BBenenne 0,5 mr panubusymada pas B 4
Henenu (RQ4). CyObektsl, pactpenesennbie B (2Q8), mosy4and HHBEKIUIO 2 MT pa3 B 4 Heleu
10 Henmenu 8, a 3aTeM MMUTALMI0 WHBEKLUUU TMPU MPOMEKYTOUYHBIX BH3UTaxX uepe3 4 Henenu
(xorma wuccrnenyeMoe JIEeKapCTBEHHOE CPENCTBO HE BBOIWJIM) B TEUCHHE NEPBbIX 52 Hemenb
uccnenoBannii. (Hukakux mMuTarmii ”HbEKLUU Ha Hexese 52).

Jns kakporo cyObekTa Oblia 3aIUlaHUPOBAHA MPOAOCJUKUTENBHOCTh UCCIenoBaHUs 96
Henesb IUTIOC MEepUoN 3a4uciieHus B ucciienoBaHue. B teuenne mepsbix 52 Henmenb (Iom 1)
CcyObekThl mony4yanu HuHTpaBuUTpeanbHylo (IVT) HMHBEKIMI0O WM HMMUTALMI WHBEKLIUU B
uccienyemsblii a3 pa3 B 4 Henenu. (Hukakux umuranmii UHbeKIIMU Ha Henene 52). B Teuenue
BTOPOTO TOJla UCCIIEOBAHUS CYOBEKTOB ClIelyeT OLeHUBAaTh Kaxnable 4 Henenu u BBoauth [VT
UHBEKIUIO HCCIIEAYEMOro JIEKapCTBEHHOIO CpEACTBA C MHTEpPBAlaMU, ONpeEeNsseMbIMH B
COOTBETCTBHUH CO CIELUPUUECKUMHU KPUTEPUSIMU BBEIEHUs 103, HO HE Peke OHOro pasa B 12
Henenb. (B TedeHme BTOpOro ropa mcciaenoBaHusl He OyAyT BBOOUTH UMHUTALMM MHBEKIM). B
TE€4YEeHHEe 3TOr0 Mepruoia MHBbEKIIMM MOXKHO BBOAUTH C HACTOTOM pa3 B 4 HeZeNU, HO HE PeKe, UeM
pa3 B 12 Henenb, B COOTBETCTBHU CO CIEAYIOIIMMU KpUTEepHsMU: (1) yBETHMUEHHE LIEHTPAIbHON
TONILIUHBI ceTyaTKy >100 MKM IO CPaBHEHUIO C CaMbIM HU3KUM MPEABIAYLINM 3HAYEHUEM, KaK
U3MEPEHO MeTOoNOM onTudeckoil korepeHtHod Tomorpadpuu (OCT);, mmm (ii) moreps, mo
CPAaBHEHMIO C Jydllei mpenpiayineli OykBeHHOW oueHKo#, He meHee 5 Oyks mo ETDRS B
COYETAaHUH C PEKYPPEeHTHOH JKMAKOCThIO, Kak mokaspiBaeT OCT; wnm (iii)) HOBas win
NEePCUCTUPYIOIIAst KUAKOCTb, Kak mnokasbiBaer OCT, wmm (iv) HOBas KjacCcHuecKas
HEOBACKYJISIpU3aLHsl WM HOBOE WJIM MEPCUCTHUPYIOLIee MPONOTEBAHUE, ONPENEIEHHOE METOIOM
droopecuentHor anruorpaduu (FA), wnu (V) HOBOe MakKyJsipHOE KPOBOMBJIMSHUE, WU (Vi)
npouuio 12 Hexgenb ¢ MOMEHTa TMpeAbAyLIed HHBEKUUMU. B  COOTBETCTBUM C JaHHBIM
IPOTOKOJIOM, CYOBEKThI JOJDKHBI MOJIy4aTh HHBEKLHUIO MO MEHbINEH Mepe pa3 B 12 Henelb.

CyOBeKTOB OLICHMBAIM C MHTEpBAJaMH B 4 Heneian Ha 0€30MacHOCTh U MAaKCUMAJIbHYIO
octpoty 3penus ¢ koppekuueit (BCVA) ¢ ucnonbzobanueM nportokojia ETDRS ¢ paccrosiHuem
4 merpa. Kauectso xu3uu (QOL) ouenuBamu npu nomoru onpocauka NEI VFQ-25. OKT u FA
o0cIeoBaHMsI OCYIIECTBIISUIN TEPUOIMUECKH.

B uccnenosanue 6vu10 3auncierHo npuMepHo 1200 cyOBeKTOB, ¢ HEEBbIM 3a4UCICHUEM
300 cyOBeKTOB Ha IPYIITY JIEUEHHSL.

UroObl MMETh NMPaBO yYaCTBOBATH B 3TOM HCCIENOBAHWUU, CYOBEKTHI IOJUKHBI OBLIH
umMeTh cyOdoBeanmbHy0 xopuonnanbHyr HeoBackysipmsamuio (CNV) Ha ¢ore AMD.
“Cybdoseanpnass” CNV ompenessuiach kKak Haiudue cyOQoBeasbHON HEOBACKYJISIPU3ALNY,

AOKYMEHTAJIbHO HO):[BTGp)K)IGHHOfI METOAOM FA, UM HAJIUYUEC TOpaXCHUA, KOTOPOEC
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pacnonokeHo mnepudoBeanbHO, KaK MOKa3bIBAaeT aHruorpadus, HO TOpaxkaeT (POBEONIPHYIO
30Hy. IlpuemnemMocTs cyObeKkTa MOATBEPKIANIM HA OCHOBAHUU AHTMOTPAPHUYECKHX KPUTEPHEB
10 paHIOMU3ALHH.

Tonpko omuH rna3z Obul 00O3HAa4YeH Kak uccienyembliil rnas. Jlins cyObeKkToB, KOTOpBIE
COOTBETCTBOBAJIM KPUTEPHSIM MPUEMIIEMOCTH B OOOUX IJa3ax, Ij1a3 ¢ XyAlleld OCTpOTON 3peHus
(VA) Obin BeIOpaH B kKadecTBe uccieayemoro riasa. Ecnu oba riasa uMenn OgMHAKOBYIO VA,
ObL1 BRIOpaH rna3 ¢ HauboJee MPO3PaYHON JIMH30H 1 IIa3HOH Cpenoi 1 HaMEHBIINM Pa3MepoOM
cyodoseanbHoro pyoua wnu reorpadudeckoii arpodun. Eciu He Obuio 0ObEKTUBHONH OCHOBBI
s BbIOOpAa HMCCIIEAyeMOro rjlasa, Npu  BbIOOpe YYUTHIBAIM Takue (HaKTOphL, Kak
JIOMHHHPOBAHHUE J1a3a, APYras MaToJOrHs TJ1a3a U MpearnovTeHus CyObeKTa.

Kpurepun BrimoueHus: Ajisi 000MX UCCIENOBAHUN ObLIH ClenyromuMu: (1) TOAMUCAHHOE
uHpOpMUpOBaHHOEe coriacue; (ii) Bo3pacT He MeHee S50 jer; (iii) aKTUBHBbIE TEPBUYHBIE
cyodoseansubie CNV mopakenust Ha ¢ore AMD, Bkimrouass nepudoBeabHbIe MOPAKEHUs,
KOTOpBIE MOPakaroT (POBEOIIPHYIO 30HY, O UeM cBHIeTeNbCTBYET FA B nccnenyemom rnasy; (iv)
CNV mno menbwmeit mepe 50% ot olmero pasmepa mopaxkeHus, (V) MakCHMaJbHash OCTPOTa
3peHHsi ¢ KOpPpeKLUHeidl B HCCJIENOBAHUM JieueHHs IUaOeTUYeCKOW PETHHOMATHH Ha PaHHUX
cragusix (ETDRS): ot 20/40 no 20/320 (OykBeHHas oueHka ot 73 110 25) B HCCIENyEMOM IJ1a3y,
(vi) xenaHue, 00s3aTeIbHOE WCIIOJIHEHUE U CIIOCOOHOCTh BO3BPAINATHCS JJISI BCEX MOCEIIEHUH
KJIMHUKHA U 3aBEPIIEHHs BCEX NMPOLEAYP, CBSI3aHHBIX C UCCIIEAOBAaHUEM; U (Vil) MOXET YUTaTh,
NOHUMAaTh U UMEET JKelaHue moxamucath (Gopmy MHPOPMUPOBAHHOTO coryacus (WK, €Cli He
MOXET 4YHUTaTh H3-3a HAPYLICHUI 3pEeHHs, TO €My 3TO YHTaeT JIMIO, KOHTPOIUpYIOLIee
NOANUCAHNE UHPOPMHUPOBAHHOTO COTJIACHSI, HITU YJIEH CEMbH).

Kpurepun wuckmouenus mis oboux wucciaenoBanuii Obutn cnepyromumu: 1. JroGoe
IpeAIIecTBYIOIIee IJIa3Hoe (B UCCIEAYEMOM IJ1a3y) MM CHCTEMHOE JIEYeHUE WM OIepauus o
NOBOAy HeoBacKyJsipHo AMD, 3a UCKIIFOUEHHEM NpHeMa MUIIEBbIX 100ABOK MM BUTAMHHOB.
2. JIroOast mpeAecTBYOLIast WK COMyTCTBYIOLIAs TEPAITHs APYTHM UCCIIEAYEMbIM MperapaTom
IS JiedeHust HeoBackyJsipHoii AMD B ucciienyeMoM riasy, 3a HCKIFOUEHHEM MPHeMa MMUIIEeBbIX
nobaBok wiu BuTaMuHOB. 3. [IpeninectByroinee neuenne antu-VEGF cpenctBamu, kak yka3aHo
nanee: (a) mpeALIeCTBYIOLIEe JeueHne ¢ ucnoab3oBaHneM antu- VEGF Tepanuu B uccienyemom
rnasy He gomyckajiock, (b) IIpenmectByroinee nevenue ¢ ucnonap3oanuem antu-VEGF tepanuu
B JIPYrOM IJIa3y HCCieayeMbIM cpenctBoM (He onoOpenHbiM FDA, Hanpumep, 6eBaumzymadom)
ObLIO pas3peleHo He MO3JHee YeM 3a 3 Mecsila A0 MepBOW J03bl B HCCIEJOBAHHH, U TAKOE
JeYeHWe He paspelajoch BO BpeMsl HccienoBaHus. [lpeniuecTByroinee JiedeHHE C
UCToJib30BaHueM onobpenHoi antu-VEGF Tepanum Ha Apyrom riasy ObUio pasperieHo; (c)
IIpenmectByromas cucremHass aHtu-VEGF  Tepanus, wuccnenyemass wim  ogoOpeHHas
FDA/MunncrepcTBoM 3apaBooxpaneHns Kananel, Opita pasperieHa TOJbKO HE TMO3THEE YeM 32
3 Mecsima 10 MEpBOM O3Bl U HE JOMyCKalach BO Bpemsi uccienoanusi. 4. OOwmuii pasmep
nopaskeHus > 12 momaneii aucka (30,5 MM?, BKJIroUast KPOBb, PyOLIbl U HEOBACKYISPU3ALIMIO),
Kak ompezneneHo meronoM FA B uccinenyemom rnasy. 5. CyOpeTHHanbHOE KPOBOHMBIIHSIHHUE,

coctasisironiee 50% wmnm Oonee oT oOmIel MUIOIAAN MOPAKEHHs], WIN €CJIU KPOBb HaXOAMUTCS
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nox ¢osea u 1Mo pa3Mmepy cocraBisier | miam Oojee ruiomanel AMCKAa B HUCCIEAYEMOM TJasy.
(Ecnu kpoBp Haxomutcsi mox (osea, To ¢oBea nmomkHa OBITE OKpyxkeHa Ha 270 rpanycos
Bugumoit CNV.) 6. Pyben wmm ¢ubpos, cocraBmsromme > 50% oOmero mnopakeHus: B
uccienyemom rnasy. 7. PyGern, ¢pubpos wiu atpodus ¢ mopakeHneM LeHTpa (poBeaTbHON 30HbI.
8. Hanmuumne mepdopaumii uiaM pa3pblBOB NMUTMEHTHOTO SIUTENHS CETYATKH, 3aTPArvBaIOLINX
MakyJy, B uccienyeMom riaszy. 9. Mcropust mo0Ooro KpOBOM3IMSAHHS B CTEKJIOBUIHOE TEJO B
teueHne 4 Hexmenb 10 Busura 1 B ucciaenyemom rnaszy. 10. Hamuume npyrux npuumH CNV,
BKJIFOYAsl MATOJIOTHUECKYIO OMM30pPYKOCTh (chepuueckuii 3KBUBAJICHT -8 muonTtpuil uim Oonee
OTPULATENIbHBIN, WJIM OCeBasl UIMHA 25 MM WiIH 0oJiee), CHHAPOM IJIa3HOTO THCTOIMJIA3MO3a,
AHTUOMIHBIE TIOJIOCHI, Pa3pbIB XOPHOUIEH WA MYJIbTH()OKAIBHBI XOPHOUAHUT B UCCIEAYEMOM
rmazy. 11. Hcropuss wiaum KIMHMYECKHE TPU3HAKA  JUAOETUUECKOW  PETHHOIATHH,
nnabeTUYecKoro MakyJIIpHOrO OTeKa WM Jo00ro APyroro COCYAHCTOro 3a0oJieBaHUs,
NOpaskaroIero cer4atky, kpome AMD, B moOom rnasy. 12. IlpeamecTByromas BUTPIKTOMHUS B
uccienyeMom rinasy. 13. Mcrtopust OTCIIOEHUs CETYATKU WIIN JIEYEHUs] WIH ONEePaLUK MO MOBOAY
OTCJIOEHHS CETYATKU B UccieayeMoM rinasy. 14. Jlrobas ucropus nepdopanun ceTyaTku CTaauu
2 u BBILIE B UcclieayeMoM riasy. 15. Jlro0ast HHTpaOKyIsipHAsi WJIM NIEPHOKYJISIPHAs ONepanus B
TeueHue 3 mecsaues 10 /Ha 1 Ha uccaeayemMoMm riasy, 3a UCKJIKOYEHHUEM ONEpalMy Ha BEKE,
KOTOpasi MOIJIa He NPOBOANUTHC 3a 1 Mecsy no [us 1, npu ycaoBuM, 4YTO OHA BPsAJ JIU TOMEIIAeT
uHbekuuu. 16. Ilpenmectpyromas TpabeKyISKTOMES WIH APYyrast (UiIbTpaliiOHHAs ONepanys Ha
uccnenyemMom rnasy. 17. Hexonrponmpyemas riaykoma (OmpenenseTcss Kak BHYTPHUIJIa3HOE
JaBJIEHUE, TNPEBBILIAIOIIEE WM paBHOE 25 MM PT.CT., HECMOTpsl Ha JieYeHUE IpenapaToM OT
IJIAyKOMBI) B HCCIENyeMOM ria3y. 18. AKTHMBHOE BHYTPUIJIA3HOE BOCTAJIEHUE B JIFOOOM TIJiasy.
19. AKkTHBHas rJa3Hasi WK NEPUOKYJIsipHAst HHpEKLHs B moOoMm rnasy. 20. Jlrobas riazHast win
NEepPHOKYJIsIpHAast HHPEKIHs B TeUSHHE MOCIEAHNX 2 Heslesb O CKPUHMHTA Ha JIo0oM riasy. 21.
JIrobast ucropusi yseuta B JEOOOM ria3y. 22. AKTHUBHBIA CKJIEPUT WM STHUCKJIEPHUT B JIFOOOM
rnazy. 23. Hanmuuue wiM HWCTOpUs CKJIEPOMANSIIMU B JoOOM rnasy. 24. Adakus wiu
niceBnoakusi ¢ OTCYTCTBHEM 3aHEH KarcCyJibl (€CIM 3TO HE MPOHM3OLUIO B pe3yJbTaTe 3aJHei
KarcyJOTOMUH C TPHMEHEHHEeM Jia3epa Ha UTTpUEeBO-altOMUHHEBOM rpaHare [YAG]) B
uccienyemom rnasy. 25. IpenmecTByromas Jy4deBasi Tepanusi B 00JIACTH UCCIEAYEMOTro Tjiasa.
26. HcTopusi TpaHCIUTAHTALMH POTOBHULIBI WJIM JUCTPO(GUU POTOBHUIIBI B UCCIENYEMOM Ta3y. 27.
3HauuTeNbHbIE IOMYTHEHUSI CPEAl, BKJIIOUAsl KaTapakTy, B UCCIENYyEMOM TIla3y, KOTOpble MOTYT
NOBJIMSITH HA OCTPOTY 3PEHUs], OLEHKY Oe30MacHOCTH WM BH3YAJIM3ALUIO TJIA3HOro 1Ha. 28.
JIroboe comyTCTByIOIEE BHYTPUIJIA3HOE COCTOSTHHE B HCCIENYyeMOM TJa3zy (Hampumep,
KaTapakTa), KOTOpOe, MO0 MHEHHIO HCCIIENOBATENs, MOXET NOTpeOOBaTh METUIIMHCKOTO HIIN
XUPYPTUIECKOrO BMEIIATENbCTBA B TEUEHHE 90-HEeNEeNbHOTo neproaa nccienosanus. 29. Jlroboe
COINYTCTBYIOILIlEe TIJIa3HOe 3a0oyieBaHHE B HCCIEAYEMOM TJlazy, KOTOpPOe, II0 MHEHHUIO
UCCIIEIOBATENSI, MOKET JINMOO YBEIMYUTh PUCK IS CYOBEKTa CBEPX TOTO, UTO CIEAYET OKHIATh
OT CTaHAAPTHBIX MPOLENYP BHYTPUIIIA3HON MHBEKINH, JTUOO MHBIM 00pa30M MOXET MOMeEIIaTh
nporenype MHbEKUHUU UM oueHke 3¢ ¢exktuBHocTH Mim OezonmacHoctu. 30. Mcropus npyroro

3aboneBanust, Merabonmueckass AUCPYHKIUS, pe3yabTaTbl (PU3UUECKOro OOCTEeNOBAHUS WU
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TaHHbIE KIMHIUYECKUX JIA0OpPATOPHBIX WCCIIEAOBAHHM, NAIOIIHE OCHOBAHHE K MOJO3PEHHI0 Ha
3a00neBaHNe WJIM COCTOSHHE, NMPU KOTOPOM IMPOTHUBONOKA3aHO MPUMEHEHHE HCCIENyEeMOro
npenapara, Wik KOTOpPble MOTYT MOBJIUATh HA UHTEPIPETALUIO PE3YJIETATOB UCCIIEIOBAHNS WU
IPUBECTH K BBICOKOMY PHUCKY OCJIOKHEHMH TpH JieueHuu cyObekTa. 31. Ydactue B kadecTse
cyOBpekTa B JIIOOOM KIMHHUYECKOM HCCleNoBaHHM B TedeHue 12 memenb no [us 1. 32. JlroGoe
CHUCTEMHOE WJIH IT1a3HOE JICUEHUE UCCIENYEMbIM CPEICTBOM B T€UEHUE MOCIEAHHUX 3 MECSLEB 10
Jdusa 1. 33. IlpumeHeHHe CTEpOMAOB JUIMTENBHOIO AEHCTBHSA, JHOO CHCTEMHBIM, JHOO
BHYTPUIJIA3HBIM IyTeM, 3a 6 MecsiueB a0 Aus 1. 34. JIrobast uctopust ajuiepriy Ha MOBUAOH-HON.
35. U3BecTHa cepbe3Hasi ajuteprusi Ha (hJIyopeciierH HaTpus JJisl MHBbEKUUI MPU aHTHOTrpagum.
36. Hamuume mroOBIX MPOTHMBONOKA3aHWH, YKa3aHHbIX Ha opoOpenHoil FDA sTukerke nist
parnubusymabda (Lucentis®). 37. bepeMeHHbIe MM KOPMSIIUE KEHIIUHBI, WU SKEHIIUHBI C
JETOPOAHBIM MMOTEHLMAJIOM, HE JKEJIAIUINe NPUMEHATh aIeKBATHbIE METOAbl KOHTPALICILIMKA Ha
NPOTSKEHUU BCEro HCCIEeNOBaHMs. AJEKBAaTHblE Mepbl KOHTpPALENLUU BKIIOUYAIOT OpajibHbIE
KOHTpALeNTUBB! (CTAOMJIbHOE TMPUMEHEHHE B Te4YeHHe 2 MM 0ojiee LIMKIOB 1O CKPHHHHIA),
BHYTPUMATOYHBIN  KOHTpauentuB, Depo-Provera®; wummnanratel cuctembl Norplant®;
IBYCTOPOHHIOKO ~ TEPEeB3KYy  MATOYHBIX  TPyO,  BAa3dKTOMHIO,  NpPE3EPBATUB  HWIH
NPOTHBO3a4aTOYHBIN KOJIAYOK IUIFOC MPOTUBO3a4aTOUHAs TyOKa, TIeHa WITH JKeTIe.

CyOBekTaM He paspelanoch MPUHUMATh KaKHe-THOO CTaHOAPTHBIE WM HUCCIEAYyEMbIe
npenapatsl 17 nedeHuss AMD B uccneayeMom riasy, KpoOMe Ha3HauY€HHOTO UM HCCIIEAyEMOro
neuenns npenapatoM VEGFT wnn pannOusymadom, kak yka3aHo B IPOTOKOJIE, IO TOCIETHETO
BU3UTA/ TIPEKAEBPEMEHHOTO 3aBEPIIEHHUS] MHCCIIEAOBAHUS. JTO BKIOYAET JIEKAPCTBEHHbBIE
CpeAcTBa, BBOAMMBIE JIOKaNbHO (Hampumep, IVT, MeCTHBIM, CIHU3UCTO-CKJIEPAbHBIM MU
nepuopOUTaNbHBIM TIYTEM BBENEHHs), & TAKXKE Te€, KOTOPble BBOISATCS CHCTEMHO C IIEJIBIO
JIe4eHHs ICCIIeyeMOro W/ WX IPyToro riasa.

ITpouenyps! uccnenoBaHus B 00IIEM BUAE SBJISIOTCS CIEAYIOIUMH:

MaxkcumasibHasi OCTPOTa 3PEHHsI ¢ KOPPEKUUei: 3puTeNbHy0 (YHKLUIO HCCIeTyeMOro

riasa ¥ Jpyroro rja3a OLEHUBaNM ¢ ucnoib3oBaHueM mnporokona ETDRS (I'pynma mo
u3ydeHuto 3(QPEeKTUBHOCTH PAaHHETO JieueHUs TUabeTUYeCKON PEeTUHOMATHU) HA PacCcTOsSHUU 4
MeTpa. CrienuanucThl, OLIEHUBAIOIINE OCTPOTY 3PEHUs, MPOIILIN aTTeCTALUI0, TaPAaHTUPYIOIIYIO
npaBwibHOe n3Mepenne BCVA. Cneunanuctel, oueHnBaomue VA, TODKHBI ObUTH OCTaBaThCS
HEOCBEOMJIEHHBIMU O Ha3HAUEHUs JIEUEHUSI.

OnTuueckas KOrepeHTHaA TOMOFDad)I/IﬂI CeTanKy U TOBPCKACHUA OLCHHUBAJIU C

ucnions3oBanueM OCT Ha uccnenyemom rnasy. Ilpu ckpurmHroBom Bu3ute (BU3UT 1) Obun
TIOJTy4YeHbI U miepeanbl n3odpaxkenus anst oboux ria3. Bece OCT uzobpakerust ObUTH MOTyYESHBI
¢ ucronp3zoBaHueM Zeiss Stratus OCT™ ¢ Bepcuel mporpaMMHOTO OOeCrieueHHs 3 WK BBILIE.
OCT wu3o0paskeHns ObLUTH OTIPABJICHBI B HE3aBUCUMBII LIEHTP pacIIn(pOBKU N300paKeHHH, rie
N300paKeHNsI CUUTBIBATMCH KaK OOE3JIMYEHHbIE JaHHBIE BO BPEMsSl BH3UTOB, Iie TPeOOBAINCH
OCT. Bce OCT 31eKTpOHHO apXUBHUPOBAJIH B UCCIENOBATEIbCKOM LIEHTPE KaK 4acThb UCXOIHOMU
nokymenraiun. IlogmaoxkectBo OCT  mn3obpaxenuit cunmtbBamu. Texnuueckue OCT

CHEIHAJIMCTBI TOJDKHBI ObUTM TPONTH aTTECTALMI0 B LEHTPe paciu(pOBKH, TrapaHTUPYIOIIYIO,
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YTO OHU TMPABUJIBPHO M KA4YECTBEHHO BBIMOJHSIOT pPaldOTy, CBA3aHHYI) C TMOJyYeHHEM
n300parkeHui. bputH pennmpuHATH BCe Mepbl 1J1st Toro, utods! TexHndeckne OCT cnennamucTsl
Ha MECTE OCTABAJIMCh HEOCBEAOMJIEHHBIMH O HA3HAYEHUS JICUCHMUS.

dororpadus mnasHoro aHa U duroopecuenrtsas adruorpadus (FA): AnatroMuueckoe

COCTOSIHUE COCYJUCTOM CEeTH CeTYaTKu HCCIeNyeMOro rjas3a OLEHHBAJIM IPU MOMOIIU
dynnockonuu, Gororpaduu rmasHoro nquHa u FA. Ilpu ckpunuHrosom Busure (Busur 1) Obutu
HIOJTy4YeHbI U MePeAaHbl JaHHbIE (PHIOCKOMUYECKOro UcciaenoBanus, Gororpaduu ria3Horo gHa
u FA nns oboux rna3. CHUMKM TJIa3HOTO JHA M aHTHOrpaduveckue H300paskeHUs ObLTH
OTIPaBJCHbl B HE3aBUCHMBIH LEHTP pacu@poBKU H300pakeHUl, rae u300pakeHus
CUMTBIBAIUCh KaK OOe3Mu4eHHble naHHbie. [[eHTp pacimudpoBKU U300pakeHUI MOATBEPIKIAI
NPUTOAHOCTh CYOBEKTa Ui Y4acTHs B HCCJICAOBAHUM HA OCHOBAHUU aHTHOTpapUUecKux
KpPHUTEPHEB 10 paHnoMu3auuu. Bee m3obpaxkenns FA u rmazHoro qHa ObUTH 3aapXHMBUPOBAHBI HA
caiiTe KaK 4acTb MCXONHOW MokyMeHTauuu. Cnenmanuctbi-pororpadsl AOKHBI ObUTH TMPOUTH
aTTeCTAllMI0 B LIEHTPE paciiu(ppOBKH, TAPAHTUPYIOIIYIO, YTO OHM IPABIJIBHO U KAaYECTBEHHO
BBIMOJIHSIOT paloTy, CBA3AHHYIO C MOJY4YeHHEM H300paskeHWi. Bbutn mpennpuHSATHI BCe MEpbI
IUIL TOTO, YTOOBI BCE CIEHATUCTBI-QoTorpadpl Ha MECTe OCTABAJIHCHh HEOCBEAOMIIEHHBIMH O
HA3HAUEHUs JICUCHHSI.

KauecTBO XH3HH, CBs3aHHOE cO 3peHueM: KadecTrBo JKU3HH, CBA3AaHHOC CO 3PCHUEM,

OLIEHUBAJIN C UCIOJB30BAHUEM BOIIPOCHHKA UL OLIEHKU 3PUTEIbHON (PYHKIUH 1O 25 MyHKTaM
National Eye Institute (NEI VFQ-25) B 3amaBaemom untepBbioepoM ¢opmare. NEI VFQ-25
OIIPOC OCYLIECTBIIAICA KBATH(DUIPOBAHHBIM IEPCOHAIOM B KOJUI-LIEHTPE, ¢ KOTOPBIM ObLI
3aKytoueH 7oroBop. Ilpu CKPUHHMHTOBOM BH3UTE B HCCIENOBATEILCKOM ILIEHTPE IOMOTajH
CyOBEKTY U MHULMUPOBAJIU NEPBBIA 3BOHOK B KOJUI-LIEHTpP, 4TOOBI COOpaTh BCIO KOHTAKTHYIO
urpopmanuro cyonekra u BeinoaHUTh nepBblii NEI VFQ-25 no tenedony no panmoMusanuu u
untpasurpeanpHol (IVT) unbekiun. UYrto kacaercss BCeX MOCIEAYIOIIMX BHU3UTOB, U3 KOJUI-
LIEHTPa 3BOHWIU CyOBbekTy 1o Tenedony, 10 IVT uabekumu, 4ToObl 3aMOJHUTD AHKETY.

BuytpurnasHoe naenenue: Buyrpurnasnoe pnasnenue (IOP) wuccnemyemoro riasa

U3MEpsUIM C KCIOJIb30BaHMEM aNIUIaHALMOHHON ToHOMeTpuHu uinu ToHoneHa. McmonbzoBamu
omuH W TOT e Meron usmepenuss IOP y xkaxmoro cyObekTa Ha TPOTSIKEHHHM BCErO
UCCIIEIOBAHMS.

C. O606meHHbIe pe3yJbTaThl (IaHHBbIE HA Heaesro S52)

IlepBuuHasi KOHedHast ToYka (MPEAOTBPALICHWE YMEPEHHOW WM TSDKEJNOH IOTepH
3peHusi, KaKk onpeneneHo Bbime) pocruranack Bcemu Tpemss VEGFT rpymmamu (2Q4, 0,5Q4 u

2Q8) B 3TOM HccaenoBanuu. Pe3ynbraTel 000X HccenoBaHui npueeneHs! B Tabmure 1.
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Tabauna 1
Pannbuzymab VEGFT VEGFT VEGFT
0,5 mr pa3 B 0,5 mr pa3s B 2 Mr pa3 B 2mrpa3B8
MECSILL MECSILL MECSILL nenennb? (2Q8)
(RQ4) (0,5Q4) (2Q4)

IMonnep:xanue 3penus™ (% nmauueHToB ¢ mortepel <15 OykB) k Henmene 52 MO CPaBHEHHIO C
HCXOIHBIM YPOBHEM

Hccnenosanue 1 94 4% 95,9%%** 95,1%%** 95,1%**
Hccnenosanue 2 94,4% 96,3%** 95,6%** 95,6%**
Cpennee ynyuinenue 3peHus™ (OykBbI) yepe3 52 Heaesu 1Mo CPaBHEHUIO ¢ UCXOIHBIM YPOBHEM
(p-3HauenHue vs RQ4)***

Uccnenosanue 1 8,1 6,9 (NS) 10,9 (p<0,01) 7,9 (NS)
Uccnenosanue 2 9.4 9,7 (NS) 7,6 (NS) 8,9 (NS

2l TToce Tpex HaYaNbHBIX MECSUYHBIX 103

* OcTpoTy 3peHusl U3MepsUTd Kak odlnee KOJMYeCTBO OYKB, MPOYHUTAHHBIX MPABHIBHO O
tabnuie ucciaenoBaHusi 3(PQPEKTUBHOCTH pAHHETO JICUSHHs] JHAOETUYeCKOH PEeTHHOMATHU

(ETDRYS).

** CTaTUCTUYECKH HE XYK€ Ha OCHOBAaHHMHM Ipenena He MeHblueh sddexruBroctu 10%, ¢

UCTIOJIb30BaHUEM JnoBepuresibHOrO mHTepBana (95,1% u 95% npna Hccnenoanmst 1 u

HccnenoBanus 2, COOTBETCTBEHHO)

*#*% McnplTaHUE HA TIPEUMYIIECTBO

NS=ne3HaunMBbI

B Uccnenosanun 1 maumentsl, nonyyaromue VEGFT 2mr pa3 B mecsan (2Q4), nocturanu
Ooyee CTaTUCTUYECKH 3HAYMMOIO CPEOHEro YIYUILIEHHs OCTPOTHI 3peHHs K Hexmene 52 mo
CPAaBHEHHMIO C MCXOAHBIM YpPOBHEM (BTOpMYHAs KOHEYHAas TOYKAa), IO CPAaBHEHUIO C
panubusymabom 0,5mr pa3 B mecsin (RQ4); natments, nonyvatomue VEGFT 2mr pas B mecsi,
B cpenHeM npubasasisin 10,9 OykB Mo cpaBHEHHIO CO cpenHuM npudasneHuem 8,1 Oyks mpu
BBeleHnU paHnOusymaba 0,5mr pas B mecsu (p<0,01). Bce npyrue nososbie rpynnsl VEGFT B
Hccnenosanuu 1 u Bce no30Bble rpymnmsl B MccaenoBanumn 2 CTaTUCTUYECKU HE OTIMYAINUCH OT
paHnbu3ymabda B 3TOH BTOPUYHON KOHEYHOH TOUKE.
B uenom GnaronpusitHeiid ipoduis Oe3onacHoct Habmonaics kak gt VEGFT, Tak u

s paHuOmymadba. B o0oux wHCCnenoBaHUSX YacTOTa BO3HUKHOBEHHS HEXKeNaTeJbHBIX
SIBJIEHHH, BO3HUKAIOIIUX MPH JICYSHUH TJ1a3, Oblla COATAHCHPOBAHHON BO BCEX YETHIPEX IPYIIIax
JeYeHHs, TpUYeM HauOojee duacTble COOBITHS OBUIM CBS3aHBI C MPOLEAYPOH WHBEKIHH,
OCHOBHBIM 3a00OJIeBaHMEM W/WIM TpoLeccoM ctapeHus. Haubonee wyacTbIMH TJIa3HBIMH
no0ouYHBIMU 3¢ dexTamu ObUTM KOHBIOHKTHUBAJIBHOE KPOBOM3JIMSHUE, AETE€HEpalys JKEeJITOro
ISITHA, OOJb B TJ1a3aX, KPOBOM3JIMSHUE B CETYATKY U TUIABAOLINE MOMYTHEHUS B CTEKJIOBUIHOM
tene. Hanbonee wacTeie cepbe3Hble HE OPTAIbMOJOTHUECKHE HEXKENATENIbHbIE SIBICHHS ObLIH
TUMHUYHBIMU U3 T€X, O KOTOPBIX COOOIIAJIOCh B 3TOH MOXHMJIOW MOMYJISLUH, KOTOpas Mojydaja
UHTpaBUTpEAbHOE JieueHHe oT MOKpol AMD; HamOonee 4acThIMM Clly4dasiMu ObUIM TaJeHUS,
THEBMOHMSI, UH(PAPKT MUOKapAa, MepLATelbHas apUTMHs, PaKk MOJOYHON KeJe3bl U OCTPBIN

KOpOHapHbI cuHApoM. He ObL10 3aMeTHBIX pas3anyuil cpenu UCCIeyeMbIX TPYIII.



35

IIpumep S: Paza 11 kaunuveckoro wucnoitanuss VEGFT y cy0bexkToB ¢
AnabeTHYeCKUM MaKyJasipHbIM oTexkom (DME)

B sTom uccnenosanuu 221 nanuenta ¢ kauHUYeCKH 3HaunMbiM DME, 3aTparusaroimum
LIEHTPAJIbHYIO YaCTh MAaKyJIbl, CIy4aiiHbIM 00Opa3oM pacnpenensii B rpymmbl JiedeHus, u 219
NALUEHTOB JICYUJIU NPU NPONOPLHUOHATIBHOM paclpefeseHnu 1o nsaTu rpynnaM. KoHTposbHas
rpyImma nojydaa Ja3epHyr TEpPanur MaKyJIPHOIO OTEKa B Havaje UCCIIEeIOBaHMs, U MaLlUEHThI
UMeNIM TpaBO HAa IOBTOPHOE JIa3epHOE JIEYeHHe, HO HE 4alle, 4eM C 16-HenenbHbIMU
uHTepBanamu. OcranbHble ueTelpe rpymnnbl nonydanu VEGFT nyrem uHTpaBuTpeanbHON
UHBEKLUHU clieayromuM obpasom: ase rpymmbl noaydanu 0,5 winu 2 mr VEGFT omgun pa3 B
yerbipe Hemenu B TedeHue 12-mecsunoro mepuoma (0,5Q4 u 2Q4, coorBercTBeHHO). [IBE
TPYIIBI MONy4Yaid TpU HadanbHbIX A03bl 2 Mr VEGFT onuH pa3 B dereipe Henenu (T.e. Ha
UCXOIHOM YpOBHE U 4 U 8 Hemensix), 3aTeM BIUIOTh 0 Heaenu 52 BBOAWIN JIMOO OIUH pa3 B 8
Henenb (2Q8), mbo mo HeoOXOAMMOCTH ¢ OYE€Hb CTPOTMMHU KPUTEPUSIMU MOBTOPHOTO BBEICHUS
(PRN). CpenHee mOBBIIIEHHE OCTPOTHI 3PEHHUSI MO CPABHEHUIO C HCXONHBIM YPOBHEM OBLIO

TaKuM, Kak nmokasaHo B TaOnuiie 2:

Tabauuna 2
CpenHee uaMeHeHHE OCTPOTHI Cpennee n3ameHeHmne
3peHus Kk Heaene 24 no OCTPOTBI 3p€HHUs K Heaene 52
CPaBHEHHIO C UCXOIHBIM 10 CPAaBHEHHIO C UCXOIHBIM
n ypoBHeM (OyKBBI) ypoBHeM (OyKBbI)
Jlazep 44 2,5 -1,3
FT 0,5
VEGET 05 wrpas s |, 8,6+ 11,0%%
mecs (0,5Q4)
FT 2
VEGET 2 wrpas 5|, 11,44 13,1%%
mecs (2Q4)
VEGFT 2 wmr pa3 B 8
42 8,5%* TH*
nenens (2Q8) ’ ®
VEGFT 2 wmr mo
neobxomumoctu 1| 45 10,3%%* 12,0%*
(PRN)

2l TTocne Tpex HauaMbHBIX MECSYHBIX 103
** p <0,01 Mo CpaBHEHHIO C JTa3€POM

B sTOM uccnenosann ynydineHue ocTpoThl 3peHus, Jocturaemoe npu seeaeHnu VEGFT
K Henene 24, MOAAEPKUBANIOCH WIM KOJMYECTBEHHO YJY4YINAJOCh BIUIOTH 1O 3aBEPLICHUS
uccienoBaHus k Henene 52 Bo Beex rpynnax uccinenosanust VEGFT, Bkurouas rpynny BBefeHUsI
2 Mr pa3s B 1Ba MecsLa.

Kakx nponemoHcTpupoBaHO B mpeactaBieHHbIX Bbilie [Ipumepax, BBenenue VEGFT
NAalMeHTaM, CTPAJAOIIUM AaHTHOTeHHbIMU TIJIA3HbIMU 3a0ojieBanusiMu (Hanpumep, AMD u
DME), ¢ uactoTo#i onuH pa3 B 8 HeneNb, OCIe OMHOW HAYaIbHON 03Bl M ABYX BTOPHYHBIX 1103,
BBOJUMBIX C UHTEPBAJIOM B YETBIPE HENENH, MPUBOAUIIO K 3HAYUTEIBHOMY NPEAOTBPALLECHUIO

YMEPEHHOHN WIH TSKEJIOU MOTEPH 3PEHUS UIIH YIIyYLIEHUSIM OCTPOTHI 3PEHUSI.
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IIpumep 6: PaHaoMH3HpPOBAHHOE MHOIOLECHTPOBOE ABOHHOE CJIENOE HCIBITAHHE
JiedeHHsl paHee HeJlIeYeHHbIX MAIHeHTOB ¢ MAKYJSAPHbIM oTekoM Ha (one CRVO

B »TOM paHmOMH3MPOBAHHOM [BOWHOM CJIeNIOM HcchaenoBaHuu Paspl 3 MALMEHTHI
nojiy4yanu 6 MHBEKLHUH pa3 B Mecal jmbo 2 mr unrpaBurpeanbHo VEGFT (114 nmammenTos),
mbo umuraumio uHbeKuuid (73 nanuenroB). Haumnas ¢ Henmenu 24 no Henmenu 52 Bce
nauuentsl nonydamu 2 mr VEGFT no mepe neob6xomumoctu (PRN) B coorBercTBumM C
KPUTEPUSIMH TIOBTOPHOro JiedeHus. Takum oOpas3oM, "NHAlMeHThI, IOJy4YaBLINE HMHTALHIO
UHBEKIMU'"' O3HA4YaeT, YTO MAaLMEeHThl MOJyYaJd HWMUTALUH WHBEKLUUH OAMH pa3 B YEThIpe
Henenu, HauuHasg ¢ Henmenu O Brore 10 Henmenu 20, ¢ MOCHENYHOIIUM HHTPABUTPEAbHBIM
BenenneM VEGFT mno mepe neoOxommmoctu, HaunHas ¢ Hemenn 24 ot 1o Hemenmm 52.
"TlonygaBmme VEGFT manwenTsl" O3HaUaeT, 4TO MALMEHTHl MOJy4Yajdd WUHTPABUTPEATbHBIC
unbekun VEGFT onun pa3 B derbipe Hepenu, HaunHas ¢ Henenu O Bmnots 1o Henenu 20, ¢
NOCJIENYOINM UHTpaBuTpeanbHbiM BBeneHHeM VEGFT mo mepe HEoOXOOUMOCTH, HauuHas €
Henenu 24 Brmnote no Hemenmu 52. TlepBudHOl KOHEWHOH TOYKOW ObLTa JOJS MAIMEHTOB C
npubasnennem >15 Oyks mo ETDRS or 6a3oBoro yposust k Henene 24. Takke oueHuBanu
BTOPUYHbIE PE3YJIbTAThI, ONpeeisieMble BU3yalbHO, aHATOMUYECKH U HA OCHOBAHUU ONPOCHHUKA
Quality of Life NEI VFQ-25, k Henene 24 u 52.

K Hepene 24 y 56,1% nonyuaBmux VEGFT mamuentoB mpubasismiocs >15 ETDRS
OykB oT 6a3oBOro ypoBHs vs 12,3% nauueHToB, Moiy4aBIINX IMHTALHIO HHBeKIuH (£<0,0001).
ITonobubiM obpaszom, k Hemene 52 y 55,3% nonyuasmmx VEGFT maumentoB mpubaBisiiocsh
>15 OykB vs 30,1% naumeHTOB, noay4aBmnx uMutaunio uabekimu (P<0,01). K Henene 52 y
nonyuasmux VEGFT nanuenros npubasisiioch B cpeqHeM 16,2 Oyks vs 3,8 OyKB y MaLMEHTOB,
NOJIy4aBIIMX UMHUTaLUI0 uHbekuuu (£<0,001). CpenHee KOIUUECTBO MHBEKLUN cocTaBmio 2,7
s nonydaBmux VEGFT nanuentoB vs 3,9 nnsd nmauyeHTOB, TMONYyYaBIIUX HMHUTALHIO
uHbekuuu. CpeqHee U3MEHEHNE TONIIUHBI LIEHTPAJIbHOM YacTH CeTYaTKU COCTaBMIIO -413,0 MKkM
st nonydaBmnx VEGFT nanuenToB vs -381,8 MKM 1151 ALIMEHTOB, MOJyYaBIIMX UMHUTALHIO
uHbeKIuK. J{ons manueHToB ¢ riasHoN HeoBackyJssipmsauuen k Henene 24 cocrasnsima 0% st
nonyuaBmnx VEGFT nmauuentoB u 6,8% 11 MallMeHTOB, MOJYYaBIIUX WMUTALUIO WHBEKLINH,
cootBercTBeHHO; K Henene 52, nmocie nonyuenust VEGFT PRN, nonst manmentos cocrasuia 0%
u 6,8% nns monmyuaBmux VEGFT u umuraumioo unbekimy, coorserctBeHHO. K Henene 24,
cpenHee m3MeHeHHe OT 0a30BOro ypoBHsi oOmieit ouenku VFQ-25 cocraBuno 7,2 vs 0,7 mist
rpynmn, nony4daBunx VEGFT u umuranuio nabekuny;, k Henene 52 ouenku coctaBnsanu 7,5 vs
5,1 nnst rpynn, nonydaBuux VEGFT u uMuTtanuio MHbEKIMH.

Otor Ilpumep noATBEp)KIAET, YTO BBEACHHUE €XKEMECAYHO 2 MI HWHTPaBUTPEANbHOMN
VEGFT unbexkiMu NpUBOAUIIO K CTATUCTUYECKU 3HAUYUMOMY YJIYYIIEHHUIO OCTPOTHI 3pEHHs K
Henene 24, kotropoe nopaep:KUBaJOCh BIUIOTH a0 Heaenu 52 npu PRN BBeaenuu, mno
cpaBHeHuro ¢ umurauuei-PRN nedennem. VEGFT B OCHOBHOM syullle NepeHOCUIICS U B
OCHOBHOM HMMeJI OJIarOnpUsTHBIN MPOQib OE30MacHOCTH.

IIpumep 7: CxeMbl BBeAeHHS 103

KOHerTHbIe HE OrpaHHYUBAOLINE TPUMEPBI CXEM BBCACHHsA 103, OXBATbIBACMbIX
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00BEMOM HACTOSIIEr0 H300PETEHMSI, SIBJITIOTCS CISTYOITIMHE:

VEGFT 2 wmr (0,05 mi1), BBOAUMBII IyT€M WHTPAaBUTPEANbHON MHBEKIIMU OJUH pa3 B 4
Henenu (pa3 B MeCsII).

VEGFT 2 wmr (0,5 mi1), BBOAMMBII IyTe€M HHTPaBUTPEAIbHON MHBEKIIMU OAMH pa3 B 4
Helesln B TEUeHHE MEepPBbIX 8 Henenb, ¢ mnocienyromuM BBeneHueM 2 mr (0,05 mun) mytem
MUHTPAaBUTPEAIIbHON MHBEKLIMU OZIUH Pa3 B 8 HEZeb.

VEGFT 2 mr (0,5 mu1), BBOIUMBII IIyT€M WHTPABUTPEATbHOW MHBEKLUUH OAMH pa3 B 4
HeneJqu B TEYeHHE TEepBbIX 8 Hemenb, ¢ nochenyromuMm BeeneHuem 2 mr (0,05 mu) myrem
UHTPABUTPEATbHOW WHBEKLIMHM MEHEee 4YacTO Ha OCHOBAHHM PE3YyJbTaTOB BU3YaJbHOW W/WIN
AHATOMHYECKOW OLEHKHU (OmpenessieTcsl JIeYalluM BPauoM WM JAPYTHM KBAJTH(HUIMPOBAHHBIM
MEAUIIMHCKUM PaOOTHUKOM).

VEGFT 2 wmr (0,5 mu1), BBOAMMBII MyTeéM HHTPaBUTPEATbHOW MHBEKIIMU OIHMH pa3 B 4
HeleJqn B TEYEHHE MeEepBbIX 8 Henenb, ¢ mocienyromuM seeneHuem 2 mr (0,05 mi) myrem
UHTPABUTPEATbHOW HMHBEKINH, BBOAUMOH pro re nata (PRN), Ha OCHOBaHMH pe3yJIbTATOB
BU3YaJIbHOW W/MJIM aHATOMHYECKOW OLEHKH (OINpenensercsl JeyalluM BpauoM WJIH IPYyTUM
KBaJTH(PULIUPOBAHHBIM MEIUIIMHCKUM PAOOTHHKOM).

VEGFT 2 wmr (0,5 mi1), BBOAUMBII MyTeéM HHTPABUTPEATbHOW MHBEKIIMUA ONMH pa3 B 4
Helejqn B TeUeHHe MepBbIX 12 Henmenb, ¢ mocneayromuMm BeeneHneMm 2 wmr (0,05 mu) mytem
WHTPaBUTPEAIbHON HHBEKIUU OJIUH pa3 B 8 HeNeb.

VEGFT 2 wmr (0,5 mi1), BBOAUMBII IyTeéM HHTPaBUTPEATbHOW MHBEKIIMU OAMH pa3 B 4
HeleJau B TeUeHHe NepBbIX 12 Henmenb, ¢ mocneayromuM BeeneHueMm 2 wmr (0,05 mu) myrem
UHTPABUTPEATbHOW HHBEKLUHM MEHee 4YacTO Ha OCHOBAHMM pE3YJbTaTOB BU3YaJbHOW /WK
aHATOMHYECKON OLIEHKHU (ONpenessieTcsl JIeyalluM BpauoM WM APYIMM KBaJH(DHUIUPOBAHHBIM
MEIULUHCKIM PaOOTHUKOM).

VEGFT 2 mr (0,5 mu1), BBOIUMBIN IIyT€M WHTPaBUTPEATbHOW MHBEKLUUH OfMH pa3 B 4
Henejqu B TeUeHHWe MepBbIX 12 Henmenb, ¢ mocneayrommm BeeneHueMm 2 wmr (0,05 mu) mytem
UHTPABUTPEATbHOW HMHBEKINH, BBOAUMOIN pro re nata (PRN), Ha OCHOBaHHH pe3yJIbTATOB
BU3YaJIbHOW W/MJIM aHATOMHYECKOW OLEHKH (OMpenessercsi JedyalluM BpauoM WIH IPYyTUM
KBaJTH(PULIUPOBAHHBIM MEIUIITHCKUM PAOOTHHKOM).

VEGFT 2 wmr (0,5 mu1), BBOAMMBII MyTeéM HHTPaBUTPEATbHOW MHBEKIIMU OHMH pa3 B 4
HeleJqn B TeUeHHe MepBbIX 16 Henmenb, ¢ mocieayromuMm BeeneHneMm 2 wmr (0,05 mu) mytem
WHTPaBUTPEAIbHON HHBEKIIUU OJIUH pa3 B 8 Henelb.

VEGFT 2 wmr (0,5 mi1), BBOAUMBII MyTeéM HHTPABUTPEATbHOW MHBEKIIMHU OIHMH pa3 B 4
HeleJqn B TeUeHHE MepBbIX 16 Henmenb, ¢ mocneayromuM BeeneHneMm 2 mr (0,05 mu) mytem
UHTPABUTPEATbHOW WHBEKIUHM MEHEee 4YacTO Ha OCHOBAHMM pE3YJbTaTOB BU3YaJbHOW W/WIN
AHATOMHYECKOW OLEHKHU (ONpenessieTcsl JIeYalluM BPauoM WM JAPYTHM KBaJTH(DHUIUPOBAHHBIM
MEAUIMHCKIM PaOOTHUKOM).

VEGFT 2 wmr (0,5 mi1), BBOAHMBII IyTeéM HHTPaBUTPEATbHONW MHBEKIIMU OAMH pa3 B 4
HeleJqu B TeUeHHe IMepBhIX 16 Henmenb, ¢ mocneayromuM BeeneHueMm 2 wmr (0,05 mu) nmytem

UHTPABUTPEATbHOW MHBEKIHNH, BBOAUMON pro re nata (PRN), Ha OCHOBaHMM pe3yJIbTaTOB
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BU3yaJIbHOW W/MJIM aHATOMHYECKOW OLEHKH (OIpenessercsl JeyalluM BpauoM WIH IPYyTUM
KBaJTH(PULIUPOBAHHBIM MEIUIIMHCKUM PAOOTHHKOM).

VEGFT 2 wmr (0,5 mi1), BBOAMMBII MyTe€M HHTPaBUTPEATbHOW MHBEKIIMU OAMH pa3 B 4
Heneau B TeueHHWe nepBbIx 20 Henmenb, ¢ mocneayromuM BeeneHueMm 2 mr (0,05 mu) mytem
MHTPAaBUTPEAIIbHON MHBEKLIMY OZIUH Pa3 B 8 Henelb.

VEGFT 2 wmr (0,5 mi1), BBOAMMBII IyTe€M HHTPaBUTPEAIbHON MHBEKLIMU OAMH pa3 B 4
Henenu B TeueHue rnepsbix 20 Henmenb, ¢ nocieayromuM BBeaeHueM 2 mr (0,05 mur) mytem
UHTPABUTPEATbHOW WHBEKLHMHM MEHEee 4YacTO Ha OCHOBAHHM PE3YyJbTATOB BU3YaJbHOW W/WIN
AHATOMHYECKOW OLEHKHU (OMpenessieTcsl JIeYalluM BPauoM WM JAPYTHM KBaJTH(HUIMPOBAHHBIM
MEAULIMHCKUM PaOOTHUKOM).

VEGFT 2 wmr (0,5 mu1), BBOAMMBII MyTeéM HHTPABUTPEATbHOW MHBEKIIMU OIHMH pa3 B 4
Heneian B TeueHHe nepBblx 20 Henmenb, ¢ mocieayromum BeeneHreMm 2 wmr (0,05 mur) mytem
UHTPABUTPEATbHOW HMHBEKINH, BBOAUMOH pro re nata (PRN), Ha OCHOBaHHH pe3yJIbTATOB
BU3YaJIbHOW W/MJIM aHATOMHYECKOW OLEHKH (OINpenessercsl JeyalluM BpauoM MWW IPYyTUM
KBaJTH(PULIHUPOBAHHBIM MEIUIIMTHCKUM PAOOTHHKOM).

VEGFT 2 wmr (0,5 mi1), BBOAMMBII MyTeéM HHTPABUTPEATbHOW MHBEKIIMU OAHMH pa3 B 4
HeleJqn B TeUeHHE NepBBIX 24 Henmenb, ¢ mocieayromuM BeeneHneMm 2 mr (0,05 mu) mytem
WHTPaBUTPEATbHON HHBEKIUU OJIUH pa3 B 8 HeNelb.

VEGFT 2 wmr (0,5 mi1), BBOAMMBII MyTeéM HHTPaBUTPEAIbHOW MHBEKIIMU ONMH pa3 B 4
Helejqu B TeUeHHe NepBBIX 24 Henmenb, ¢ mocneayromuM BeerneHueMm 2 mr (0,05 mu) mytem
UHTPABUTPEAbHOW HHBEKLUHM MEHee 4YacTO Ha OCHOBAHMM pE3YJbTaTOB BU3YaJbHOW W/WIN
AHATOMHYECKOW OLIEHKHU (OmpenessieTcsl JieyalluM BpauoM WM APYTMM KBaJH(DHUIUPOBAHHBIM
MEIULUHCKIM PaOOTHUKOM).

VEGFT 2 wmr (0,5 mi1), BBOAMMBII IyTe€M HHTPaBUTPEAIbHON MHBEKLIMU OAMH pa3 B 4
Helelu B TeueHue MepBbhIXx 24 Henmenb, ¢ nocieayomuM sBeaeHueM 2 mr (0,05 mur) mytem
UHTPABUTPEAbHOW HMHBEKINH, BBOAUMON pro re nata (PRN), Ha OCHOBaHHH pe3yJIbTATOB
BU3YaJIbHOW W/MJIM aHATOMHYECKOW OLEHKH (OMpenessercsi JjedyalluM BpauoM W IPyTUM
KBaJTH(PULIUPOBAHHBIM MEIUIITHCKUM PAOOTHHKOM).

VEGFT 2 wmr (0,5 mi1), BBOAMMBII MyTeéM HHTPABUTPEATbHOW MHBEKIIMU OHMH pa3 B 4
HeleJqn B TeUeHHe MepBbIX 28 Henmenb, ¢ mocieayromum BeeneHreMm 2 wmr (0,05 mu) mytem
WHTPaBUTPEAIbHON HHBEKIUHU OJIMH pa3 B 8 HeNlelb.

VEGFT 2 wmr (0,5 mu1), BBOAUMBII MyTeéM HHTPABUTPEATbHOW MHBEKIIMA OIHMH pa3 B 4
Helejqn B TeUeHHe MepBbIX 28 Henmenb, ¢ mocieayromuM BeeneHneMm 2 wmr (0,05 mu) mytem
UHTPABUTPEATbHOW HHBEKIMHM MEHEee 4YacTO Ha OCHOBAHMM pE3YJbTaTOB BU3YaJbHOW W/WIN
AHATOMHYECKOW OLEHKHU (OTpenessieTcsl JIeYalluM BPauyoM WIIM JAPYTHM KBaJTH(DHUIUPOBAHHBIM
MEAUIMHCKUM PaOOTHUKOM).

VEGFT 2 wmr (0,5 mi1), BBOAMMBII MyTe€M HHTPaBUTPEATbHOW MHBEKIIMU OAMH pa3 B 4
Heleau B TeueHHe NepBbIX 28 Henmenb, ¢ mocneayromuM BeeneHueMm 2 mr (0,05 mu) mytem
UHTPABUTPEATbHOW MHBEKINH, BBOAUMOHN pro re nata (PRN), Ha OCHOBaHHM pe3yJIbTaTOB

BU3yaJIbHOW W/MJIM aHATOMHYECKOW OLEHKH (OIpenensercsl JeyaluM BpauoM HIH JPYyTUM
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KBaJTH(PULIUPOBAHHBIM MEIUIIMTHCKUM PAOOTHHKOM).

VEGFT 2 wmr (0,05 M), BBOAUMBII MyT€M HUHTPABUTPEATHHON MHBEKIIMU B BHJE OFHOM
HA4aJbHOW A03blI, C MOCJENYIOIIMM BBEJEHUEM ONOJHUTENBHBIX 103, BBOJUMBIX pro re nata
(PRN), Ha OCHOBaHHMM Pe3yJbTATOB BU3YAJIbHON W/ MM aHATOMHUYECKOH OLIEHKH (ONpenessercs
JIeYaluM BpauoM UJTU JPYTUM KBaJU()ULHPOBAHHBIM MEIUIIMHCKUM PAOOTHUKOM).

V3MeHeHUs] ONMMCAHHBIX BBILIE CXEM BBEIECHHUS 03 OyAyT OYEBHIHBI CHEIMAIHNCTAM B
OaHHOW OONAaCTH M TaKXKe OXBaTBIBAIOTCA OOBEMOM HacTosiero usoOpereHus. Hampumep,
xonudyectBO VEGFT w/wmn 00beM KOMIO3UIMK, BBOAMMON MALEHTY, MOXKET BapbUPOBATHCS B
3aBHCUMOCTH OT XAapPAKTEPUCTHUK MALUEHTa, TSHDKECTH 3a00JIEBaHUS M JPYTUX JTHATHOCTUYECKUX
OLIEHOK, KaK OTPeAessieTCs JeYaluM BpadyoM WM APYTHM KBATU(UIIMPOBAHHBIM METUIIMHCKUM
pabOTHUKOM.

JIroOyro M3 MPeCTABICHHBIX BBILIE CXEM BBEICHUS MOXKHO HMCIIOJIB30BATDH IS JICUEHUS,
Hanpumep, BO3PACTHOHN JIereHEepaLuy JKENTOTO MATHA (Hanpumep, Mokpoir AMD, skccynaTHBHON
AMD wu T.1.), okkmro3un BeHbl cetdaTku (RVO), OKKIIFO3MM LEHTPaJbHOW BEHBI CETYATKU
(CRVO; nanpumep, makynsproro oreka Bciaencrsue CRVO), okkito3un BETBH BEHBI CETYATKU
(BRVO), nmnabermueckoro makymsapHoro oreka (DME), xopuonnaibHON HEOBaCKyJsIpU3aLUN
(CNV;  nanpumep, wmonmueckori CNV), HeoBacKyJspH3alH pPaayXKHOH  0OOJOYKH,
HEOBACKYJISIPHOM TJIAYKOMBI, TTOCJIEONEPALMOHHOr0 (pubpo3a mnpu riaykome, mpoiudepaTuBHONR
BUTPEOPETUHONATHH (PVR), HEOBACKYJIIpU3aLuU JUCKA  3PUTEIBHOTO HEpBa,
HEOBACKYJISIpU3aLUH POTOBHUIIB, HEOBACKYJISIpU3aLUU CETUYaTKH, BUTpPEAJIbHON
HEOBACKYJISIPU3aLMH, TAHHYCA, ITEPUrHyMa, COCYAUCTON PETUHONATUH U T.1.

IIpumep 8: dasza 3 ABOMHOIO CJENOr0 PAHAOMH3ZHPOBAHHOIO HCCJIEI0BAHUS
3¢ pexTHBHOCTH U 0€30NIACHOCTH HHTPaBUTpeaabHOro seeaeHus IAl y nanuentos ¢ NPDR
OT YMepeHHOii cTeneHH TsikecTH 10 Tsikeaol (PANORAMA) - pesyabstarel k Henene 24 u
52

Oro Obuta ¢asza 3 OBOWHOrO CJENOro PaHAOMU3UPOBAHHOTO  HCCIIEAOBAHHUS
s¢pextuBHocTH U Oe3onacHocTH VT (MHTpaBUTpeanvHol nabekipn) adandepuenta (IAD) ns
oOneruenusi Henponu(pepaTUBHOW IHAOETHMYECKOW pPETHHOMATHH OT YMEPEHHOHW CTeleH!
TsokecTH 10 Tsikesioit (NPDR). DT maHHBIe OTHOCSTCS K pe3yJbTaTaM, JOCTHUraeMbIM depes 24
Henenu u 52 Henenu.

VY 1OBAETBOPAIOLINX KPUTEPUSIM MALMEHTOB 3a4UCsAnu B 1 u3 3 rpynm Jiedenus B 1:1:1
CXeMe PaHJOMHU3ALUHU U CTPATU(PULIHPOBAIN HA OCHOBAHUH OLICHKH I10 LIKAJE OLEHKH TSIKECTH
mnabernyeckoii pernHonatiuu (DRSS) (yposens 47 vs. ypoHs 53) (cm. @ur. 5 u @ur. 6).
Tonpko 1 rna3 BeIOMpay B KA4eCTBE HCCIETYEMOTO IJ1a3a.

IInan nccaenoBanus

ITepBuuHbIM KpuTepreM 3(P(HEKTHUBHOCTH B MCCIEIOBAHUH SIBJIIETCS JOJIS MALUEHTOB, Y
KOTOPBIX OBLIO yJydIIeHHe Ha >2 CTYyNeHH OT UCXOAHOro ypoBHs mo DRSS B oObenuHeHHBIX
2Q8 u 2Q16 rpynmnax k Henene 24, u B kaxxaoii rpymnme otaenbHo k Henene 52.

[TaupenToB oueHuBaroT Ha JS(PPexTHBHOCTE (MakCUMajbHAs OCTPOTAa 3PEHHUST C

xoppekuueln [BCVA] ¢ ucnonp3oBaHreM NpOTOKOJA HCCHeNoBaHUsA 3PPEKTHBHOCTH PAHHETO
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neuennss nuabermueckoit perunHomatuu [ETDRS] ¢ paccrosanem 4 wmerpa, crnekTpaibHON
IOMeHHOH ontudeckoii korepenTHoH Tomorpaduu [SD OCT] u ¢payopecuenTHoi anruorpadun
[FA]/Bm3yanu3anun rnassoro nHa [FP]), a Takxke Ha 0€30MacHOCTh AJISL 3pEHHS] U CUCTEMHYIO
Oe3onmacHOCTh (BKJIIOYass O(TaIbMOJIOTHUYECKOe OOCIIeNOBaHUe, IPOBEPKY IO 3pEeHUs U
nabopaTopHbIe UCCeNOBaHuUs) BILIOTH 10 Henenu 100.

Bropuunsle kputepun 3QpPEeKTHBHOCTH TaKke TeCTUPYIOT K Henene 52, u oHM ABIAIOTCS
CJIEAYIOIIUMHU:

(1) [onsg mamMeHTOB, Y KOTOPBIX pPa3BHBAIKMCH YIPOXKAIOLINE 3PEHHI0 OCIOKHEHHUS
(VTC) B pe3ynbraTe nuabeTHUECKON PeTUHOMATHN BILJIOTh A0 Hexesu 52. Yrposkaroiue 3peHHIO
OCJIOXKHEHHS] ONpPENeNsoTCs Kak KOMOMHUpOBaHHBINA pesynbraT PDR (BKiIFOUas mauueHTOB ¢
KPOBOHM3JIMSHUEM B CTEKJIOBHUIHOE TEJIO MJIM TPAKLMOHHON OTCIOWKOH CEeTYATKH, KOTOPBIE, KaK
CUMTAIOT, sBIsEOTCS  pesynstatoM  PDR)  uw ASNV.  ASNV  onpemensiercs  Kak
HEOBACKYJISIpH3aLUs PagyKHOH 00O0JIOYKH (TI0 MEHbLIEH Mepe 2 KyMYJSITUBHBIX IMOJIHBIX 4Yaca)
W/WIN XapaKkTepHast HEOBACKYJISIPU3ALUS Py KHO-POTOBHYHOTO yTJla

(2) Hons marmenTos, y kotopeix passuaics CI DME Bmnots 1o venenu 52

(3) Bpemst 1o pa3BUTHS YTPOKAIOLIETO 3PEHHUIO OCIOKHEHHSI BIUIOTh 10 Heeu 52

(4) Bpems no passutrus CI DME (3arparuBaromuii neHTpanpHyo dyactb DME) BmioTs
10 Henemu 52

(5) Hons mamueHToB, KOoTOpbie mosydanud PRP (manpernHanbHYIO (OTOKOATYIISIIIHIO)
BIUIOTh [0 HeAeNnu 52, BKIIOYas MALMEHTOB IEPEHECIINX BHUTPIKTOMHIO C SHAOJNA3EPHON
KOaryJsiquen

(6) Ilnomanps nmox xpusoit (AUC) nns usmenenuss BCVA or 6azoBoro yposHs k Henene

52.

I'padux nposeaeHus: ucciie0BaHUs

Jensb -21 1o -1: CKpUHUHTOBBIN BU3UT (BU3UT 1)

Henb 1: McxonHblil BUSUT (BU3UT 2)

Henenst 24: TlepBuunblii kputepuii s¢dextuBHoctn (2Q8 & 2Q16 obObennHEeHHbBIE)
(Bu3uT 7)

Henenst 52: TlepBuunenii kpurepuii 3¢pdexruBroctn (2Q8 & 2Q16 ormenpHO) M Bce
BTOpHYHBIE KpuTepuu 3¢ dexrusroctu (Bu3ut 11)

Henens 100: 3aBepuenne uccnenoBanus (Bu3uT 18)

Kputepnn wucknrouenusi: IlanmeHTs, KOTOpbIE COOTBETCTBOBAIM JIFOOOMY U3
CIEAVIOIINX KpUTepHel JuOO MPH CKPUHUHTOBOM BH3HTE, JIMOO B J€Hb 1, UCKIIOYAINCh U3
UCCIIEOBAHMS:

(1) Ipucyrcreue DME, yrpoxatomero neHtTpy Makysbl (B mpenenax 1000 MUKpOH OT
(hoBeaNbHOTO IIEHTPA) B HCCIIETyEMOM TJ1a3y,

(2) IlonTBep:kaeHNe HEOBACKYJISIPU3AIMU CETYATKH NPU KIMHHYECKOM OOCIeIOBaHUU
wi FA (¢pnyopecuenTHol anrnorpadpun);

(3) JIroOas mpenmecTyromas (poKanbHas UM CEKTOpaJbHAS Jla3epHast POTOKOArYIIALUS

(B mpemenax 1000 mMukpoH OT (oBeasbHOrO LeHTpa) uiau Jrdoe mpemmectsyromeii PRP B
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HCCIIElyEMOM TIJ1a3y,

(4) JIroboe mpemmectyromee cuctemHoe peeneHue aHTH-VEGF wnmm IVT BBenenue
antu-VEGF B uccnenyemsiii rnas;

(5) JIroboe mpenmecTByOIIee BHYTPHUITIA3HOE BBEACHHE CTEPOHMIOB B HCCIIENYEMbIH
rJ1a3; NEPUOKYJSIPHOE BBEJEHUE CTEPOUAOB B UCCaenyeMblil ra3 3a 120 nueit no Aus 1,

(6) UcTopust BUTpEOpETHHAIBHON XUPYPrUUeCKON MPOLEyPhl B HCCIEyEMOM IJIa3y,

(7) Baytpurnasnoe nasnenue (IOP) >25 MM pT.CcT. B UCCIeAyeMOM Tiasy;

(8) INonTBeprkeHne aKTUBHOTO MH(EKUHMOHHOTO OnedapuTa, KepaTuTa, CKICPUTA WU
KOHBIOHKTHBHUTA B JIIOOOM IJ1a3y;

(9) JIroGoe BHyTpHria3HOE BOCHajeHHE WM HHPEKIUs B JIOOOM Iyla3y B TEYEHHUE 3
MECSILIEB 0 CKPUHUHTOBOTO BU3UTA;

(10) TIpucyrcrBue ASNYV, KpOBOM3IHSHUS B CTEKJIOBHIHOE TEJO WM TPAKLHOHHOU
OTCJIONKH CETYATKH, HAOIIOJaeMbIX MTPU CKPUHUHTOBBIX OLIEHKAX B HCCIIEIYEMOM IJiasy;

(11) I'ma3HbIe cpeabl HEAOCTATOUYHOTO KA4eCTBa AJIs TIONYyUEHUs] N300pakeHUH TJIa3HOTO
nHa W onTHdeckod korepeHtHoi Tomorpadgum (OCT) B mccinenyemMoMm riasy; ajuleprusi Ha
¢yopecLienH, HCKITIOYAIOIIast BO3MOXKHOCTD (JIyOpeCLEeHTHOH aHrnorpaduu;

(12) I'emornodun Alc (HbAlc) >12% wnu, ecnu HbAlc cocrasmsier <12%, caxapHbIi
nradeT He KOHTPOJIHUPYETCsI, IO MHEHHIO UCCIIE0BATENIS,

(13) HexoHTpOJHMpyeMOe apTepHAIbHOE AaBJIEHHE (ONpenesieMoe Kak CHCTOJIHMYECKOE
>160 MM PT.CT. WJIM TUACTOJMYECKOE >95 MM PT.CT., KOl MAIIUeHT CHUINT),

(14) Uctopus nepeOpOBaCcKyISIPHOIO OCJIOKHEHUs UM MH(pApKTa MUOKAapAa B TEUEHUE
180 mueit mo gH: 1;

(15) IToueuHast HEAOCTATOUHOCTD, JUAIN3 UJIM UCTOPHUS TPAHCIUIAHTALIH MTOYKHY,

(16) sxkeHIIMHBI, KOTOpbIE KOPMSAT TIPYJAbI0 MWJIM HMEIOT IOJOXHUTEIbHBIM TeCcT Ha
6epeMeHHOCTD cbiBOpoTOUHBII hCG/MOUa Mpy CKPUHUHIOBOM WJIM HCXOJHOM BH3HTE,

(17) JIroboe comyTCTByIOIIEE TMIa3HOE 3a00JIEBAaHUE B HCCIEAYEMOM IJ1a3y, KOTOPOE, IO
MHEHHUIO UCCIIEOBATENS, MOXKET JIMOO YBEJIHMUYUTh PUCK JUIA CYOBEKTa CBEPX TOTO, YTO CIEAyeT
OKUJIaTh OT CTAHOAPTHBIX MPOLENYP BHYTPUIJIA3HOW HHBEKLHH, JIMOO MHBIM O00pa3oM MOXKET
MOMEIIATh MPOLEAYPE UHBEKLUHU HITH OLeHKe 3(H(HEKTUBHOCTH HIIH O€30MaCHOCTH;

(18) Hcropuss mpyroro 3aboneBaHus, MeTaOoguuecKass AUCHYHKIHS, pPE3yIbTaTh
¢dusndeckoro oOCnenoBaHUS WM JaHHBIE KJIMHUYECKUX JJAOOPATOPHBIX MCCIIEIOBAHUM, AOIINe
OCHOBaHHE TIO03peBaTh 3a00JieBaHHWE WU COCTOSHHE, NPU KOTOPOM IPOTHBOIOKA3aHO
NPUMEHEHUE HCCIIeNyeMOro mpemnapara, WiId KOTOPble MOTYT MOBJIHMATh HAa HHTEPIPETALIUIO
PE3yJBTATOB HCCIENOBAHUS WM TPUBECTH K BBICOKOMY PHCKY OCJIOXKHEHHH, CBSI3aHHBIX C
JieueHueM, y CyObeKTa,

(19) VYyactme B KauecTBe MAIMEHTa B JHOOOM MHTEPBEHIIIOHHOM KIMHHYECKOM
HCCIIeIOBAHUHU B TeueHue 12 Heqenb 10 MHs 1 uccienoBaHus;

(20) CekcyanbHO aKTHBHBIC MYKYHHBI* WIN JKSHIIMHBI C A€TOPOAHBIM MOTEHIIHAIOM™* ¥,
KOTOpbIE HE JKENAal0T NPUMEHSTh aJEeKBATHYIO KOHTPALETLHMIO 1O HA4daJbHOM J03bl/Hadana

NEPBOro JICHCHUsI, BO BPEM UCCICAOBAHHA U B TCUCHUEC I1O MEHbIIeHn MEpEe 3 MecsIeB Iocie
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NoCJIeqHeH M03bl. AZEKBaTHbIE MEPbl KOHTPALENIHU BKJIOYAIOT CTA0MIIBHOE HCIIOIb30BAHNE
OpaJIbHBIX KOHTPALENTHBOB WJIHM JPYTUX PELENTYPHBIX (hapMaleBTHUECKUX KOHTPALENTHBOB B
TeyeHne 2 wiu Oojiee MEHCTPYyaJbHbIX LMKJIOB IIepel CKPUHHHIOM; BHYTPHUMATOYHOE
YCTPONCTBO; MABYCTOPOHHSS TEpeBsi3ka MATOYHBIX TPYO, Ba3dKTOMHUH, MPE3€pPBATHB ILTIOC
NpPOTHUBO3a4YaTO4YHAs TyOKa, MeHa WIN >Keje, WIM IPOTHBO3AYaTOUHBbIH KOJMAYOK ILTKOC
NPOTUBO3a4aTOYHAsS I'yOKa, eHA WIH JKele.

* Konrpauenuus He TpeOyercss Al MY)XYMH C JOKYMEHTAJIbHO IOATBEPIKACHHON
Ba33KTOMHUEHN.

** YKeHIMHBI B MOCTMEHOMNAY3€ JOKHBI UMETh aMEHOPEIO B TEUSHHE 10 MEHbIIEH Mepe
12 wmecsiueB, YTOOBI HMX HE pacCMaTPUBAIM KaK WMEIOIIUX JETOPOAHBIA MOTEHIMAJ.
TectupoBanne Ha OepeMEHHOCTb W KOHTpALEMNus He TPeOyITCs Ui JKCHIIMH C
JIOKYMEHTAJIBHO TMIOATBEPKACHHON MMCTEPIKTOMIEH HITH MEPEBSI3KON MATOYHBIX TPYO.

(21) TMaumentsl, koTOpble mody4aroT cucreMHoe aHTU-VEGF nedenne (To ectb
OeBaumsymad, 3uB-aduubepuent) s JieUEeHWs OHKOJOTMH (eciu TalMeHTy Tpelyercs
cucremHoe anTu- VEGF nedenne Bo BpeMst HCCIIEIOBAHMSI, TTALIMEHT JTOJDKEH ObITh UCKITFOUEH).

Cxema jevenusi: [l 3 rpynn JiedeHUs] MCHONb30BAIN CIEAYIOIHUE CXEMbl BBEACHMUS
103 ¢ s 1 no Henenu 48:

2Q8: apmubepuent 2 mr Q8 no Hemenu 48 (mocie 5 HAYANBHBIX MECSUHBIX 103), C
NoCJenyLe ruOKoit cxeMoil iedueHus ¢ 2 Mr adaudepuenTa nocie Henenu 52;

20Q16: apmubepuent 2 mr Q16 no Hemenu 96 (mocie 3 Ha4aTBbHBIX MeCsIYHBIX 103 U 1 Q8
UHTEPBAJIA);

Umuranms: nMutaunyd nHbeKIUN pas B 4 Hegenu (Q4) no Hepenu 16, ¢ mocneayoUumMu
uMHUTaIUAMU uHbeKkIu Q8 no Henenu 96.

IIpencraBneHHble NaHHBIE MOTYT OTHOCUThCA k 2Q16 1030BOM rpymme, yka3aHHOW Kak
“I'pynma 17; 2Q8 no3oBoit rpymme, ykazanHoil kak “I'pynma 27, u rpynme ¢ uMuTanuen
BBENICHUsI, YKa3aHHOH Kak “Mmurarus”.

Cwm. @ur. 3 u Qur. 4.

KonnuecTBO WHBEKLMH, MONYYEHHOE KaXXKIOW NO30BOM rpynmoil yepes3 24 Heaenw,
MOKa3aHO Ha Pur. 7, a KOMUYECTBO UHBEKLNN Uepe3 52 Henenu nokaszano Ha Pur. 20.

Jlis moanepskaHus CJIernoro peskuMa UCClIeOBaHNUs UMUTALUN UHBEKIUI OCYIEeCTBIISIIOT
st 2Q8 1 2Q16 rpynm mpu BU3UTAX BO BPEMs JISUEHUsI, BO BPEMsI KOTOPBIX MAIIMEHTHI He OyayT
NOJIy4aTh UHBEKLMIO aKTUBHOTO BEIECTBA BILJIOTh 0 Helenu 96, 1 npu BCeX BU3UTAX BO BpEMs
JieueHus JUIsl TPYIIbl MMUTALUKM BBEJEHUS] OT UCXOAHOIO BU3MUTA 10 Hedenu 96. Crnenoil pesxxum
UCCIIEIOBAHMS MTOACPIKUBAIOT 10 3aBeplueHus uccienosanus (aenens 100).

BcnomorarenbHoe JedeHue B HcciaeayemMoM ruasy. IlanmeHTOB, y KOTOpPBIX
pasBuBaercss PDR, ASNV wmm 3arparuBarommii nenrpanpHyto dacte DME (CI DME) B
UCCJIEIlyeMOM TIJIa3y, JIEUUT, €CIU 3TO CUMTAETCs MOAXOMALIUM, Bpau, HE OCBEIOMJIEHHBIH O
Ha3HAYCHHOM uccieayeMoM Jiedennn. Jist modoro u3 3tux ocioxHeHwit FP (Busyanmsammro
IJIA3HOTO JHA) OCYLIECTBIISIIOT IO BCIOMOTaTeIbHOTO JISYEHHUS.

ITarmentsl, vy kotopbix pasBuBaerca CI DME, npunumaror IVT adunubepuent wmm
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Ja3epHy0 (OTOKOAryJsIui0O W Oonblle HE NPHHUMAKOT PAaHAOMH3HPOBAHHO HA3HAYEHHOTO
JeyeHus.  BcrmomorarenbHOE — JIEYEHHE — OCYINECTBIJIAETCS  OCBEAOMJIGHHBIM  WJIH  HE
OCBEIOMJIEHHBIM 00 MCCIIEyeMOM JICUEHUH BPauOM.

ITarmentsl, y koropeix pasBuBaercss PDR  w/munmun ASNV, mnomyuator PRP  unm
BUTPIKTOMHUIO C SHJOJIA3€pHON KOAryJsilUel, eciu HeoOXOIUMO, HO OCTalTCs Ha CXeMe
PaHAOMM3MPOBAHHO HA3HAUEHHOro JedeHus. [laHpernHanmbHas — (OTOKOATYJSIIUS — WIIH
XUPYPTUYECKOE BMELIATEHCTBO OCYIIECTBISIETCS] OCBEIOMIIEHHBIM MJIH HE OCBEIOMJIEHHBIM 00
uccienyeMom JiedeHnu BpadoM. Kpome Toro, BBOmAT | mHBEKIMIO aduubeprienta, KOTOPYIO
JOJKEH BBOJUTH OCBEJOMJICHHBIH O JICUEHHH Bpay.

Ecnu ocymecteisiror neuenne DME, ASNV wmm PDR, nanuble 0 mauueHTe sIBISIOTCS
LIEH3YPHPOBAHHBIMU CO BPEMEHH JICUEHHs JUIsl IEPBUYHOTO aHAJIH3A.

Hccnenyemas nonyasiuust

B uccnenosanue 6010 3auncieHo 402 manueHToB.

[Tomynsiums MAaMEeHTOB BKIIOYAIa MYKYHH WIH JKEHIIUH C caXxapHbIM auaderom 1 mmm 2
tumna, kortopele uMenn NPDR or ymepenHo Tsokenoit mo Tsokenod crenenu (6e3 DME,
yIrpOXKAIOIIEro LEHTPY Makyjbl), y Kotopbix PRP MokHO 0O€30macHO OTKJIanbIBaTh Ha IIO
MeHnbluei mepe 6 mecsueB. Cm. @ur. 5 u Our. 6. Okono 75% naunento umenun DRSS 47, u
oxoJio 25% umenu DRSS 53.

JUIsl MaleHTOB, KOTOPBIE YAOBIETBOPSIOT KPUTEPUSAM IPUEMIIEMOCTH JUIsl OOOUX TJ1a3, B
KauecTBe HCCIIeAyeMOro riia3a BbIOpaH ria3 ¢ Haubojee cepbesHoii ouenkoir DRSS, Ecnmu oba
rjla3a UMEIOT OIMHAKOBbIE OLEHKH, IPH BBIOOPE YYHUTHIBAIOTCA Takue (aKkTopbl, Kak
JOMUHHUPOBAHHUE TJ1a3a U NPEATIOUTEHHS NALEeHTA.

Od¢ranbmonornueckue npoueaypbl (3¢ ¢GpeKTUHBHOCTD H 0€30MACHOCTD)

MaxkcumanbHast octpota 3peHus ¢ koppekuueit (BCVA): 3putenpHyro (QyHKLHIO
HCCJIEIlyeMOro Ijla3a U JAPYroro rjiasa OLEHHBAIOT ¢ ucrnojb3oBaHueM nporokoiga ETDRS
(I'pynna uccnenoBanust 3QpPEKTUBHOCTH PAaHHETO JieueHus auadeTudeckoit peruHonatuu 1985)
Ha paccrosHuM 4 MeTpa TMpH KaXKIOM MPEIyCMOTPEHHOM HCCJIEAOBAHHUEM BH3UTE.
CrienamncThl, MPOBEPSIFOIINE OCTPOTY 3PEHUS, IPOXOAMIN aTTECTALMIO, YTOOBI FrapaHTUPOBATH
npaBwibHOe m3Mepenne BCVA. Cnenuanuct, nposepsiroiuii VA OCTaeTcsi HEOCBEIOMIICHHBIM
O Ha3HAueHWs JedeHUs. MaKCUMaJbHYI0 OCTPOTY 3pPEHHUs C KOppeKUHeH MpOBEPSIOT A0
OCYIIECTBIIEHHSI KAKUX-JINOO IPYrUX OPTAIbMOJOTHUECKUX MPOLETYP.

BaytpurnasHoe /[lasnenune (IOP): BHyTpurnasHoe naBiIeHHE HCCIEAYEMOro TIJjas3a
U3MEPSIOT TPH KAKAOM BHU3UTE C HCIOJb30BAHMEM AaNIUIAHALIMOHHON TOHOMETPUH TI0
Tlompamany wiu ToHomeH™. Takoit ke crmocod usmepenuss IOP ucnonb3yroT B XOone BCero
UCCIIEIOBAHMS JUISl KQXKIOTO MHAMBUAYAIBHOTO ManreHTa. BHyTpurnasHoe naBineHne u3MepsieT
nepen BBeAeHHWeM mnpernapata (OuiarepanbHO) Bpad (MM HAa3HAYEHHOE JIMIO), He
OCBEIOMJICHHBII O HA3HAYEHUU JIEYEHUsl, U NpUMEpHO uepe3 30 MUHYT NOCHIE BBEACHUS
npernapara (HcclieyeMblid T71a3) Bpad (MM Ha3HAYEHHOE JIUIO), OCBEAOMJICHHBIH O Ha3HAUYEHUU
JICUSHMS.

Hccneposanne ¢ ucnosib3oBaHueM 1ieneBoill jammbl:  HcciaenoBaHue CTPyKTYpHI
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nepenHeld KaMepbl IJla3a U TJIA3HOM aJHEeKCHM Yy MAaIMeHTa OCYINECTBJISETCS OuiarepajbHO
mepen BBEACHHWEM Iperapara Npu KaKIOM NPEeAyCMOTPEHHOM HCCIEIOBAHUEM BH3HUTE C
UCIIONIb30BAaHUEM INEJIEBOM JIAMITBI HCCIIENOBAaTeNeM, HE OCBEAOMIIEHHBIM O Ha3HAYeHUU
JICUESHMSI.

I'onnockonust. IlaneHTOB OLIEHMBAIOT HA PAa3BUTHE HEOBACKYJISIPU3ALMU PaIyKHO-
POTOBHYHOIO yIJla METOAOM TOHHOCKONHMHM B COYETAHHMM C OMOMMKDOCKONHUEH C MLIeJeBOi
namnoii. O6caenoBaHue OCYINECTBISIFOT TOJBKO HAa HCCIENYEMOM IJa3y Iepel NPUMEHEHHEM
MHUIPUATHYECKUX CPEACTB UK MIPH HAJUYIHH SIBHOTO pyOeosa.

Obparnass odtampmockonus: OOcnenoBaHue 3agHEro MoMoca U nepudepruuecKon
CeTYaTKH y TMAIeHTa OCYINECTBISIETCS METOIOM OOpaTHOH OQTaTbMOCKONHUH TMPH KaKIOM
NPEeIyCMOTPEHHOM HCCJIEJIOBAaHHEM BHU3UTE IMEpel BBeNeHHEM IpernapaTta (OunarepaibHO)
UCCIIeIOBATEIEM, HE OCBEIOMIIEHHBIM O HA3HAUEHHH JICUEHHs, W TMOCJE BBEACHMS Ipernapara
(vccienyeMslii r1a3) UCCIEAOBATENEM, OCBEOMIICHHBIM O Ha3HAYeHUH JedeHus. OLeHKyY moce
BBEJICHUSI TIpemapaTta OCYLIECTBISIIOT Cpa3y IOCiHe HHBEKUUH (AKTUBHOE JIEKAPCTBEHHOE
CPEACTBO WJIM UMUTALINSA).

Busyanmuzauus  rmasHoro  gHa  (FP)/®@nyopecuentHass  anrworpadus  (FA):
AHaTOMHUYECKOE COCTOSHHE COCYAUCTOM CeTH ceTdaTku u ypoBeHb DRSS oneHuBaroTcs
metonom FA u FP.

CrektpanbpHasi JOMeHHasi onruyeckas korepeHtHas Ttomorpadus (SD-OCT):
XapakTepUCTUKHU CETYATKU OLIEHMBAIOT MpPH KaXAoM BuU3UTe ¢ ucnoib3zoBanuem SD-OCT.
[Mony4aroT ¥ mepechUIalOT U300pakeHus: IJisi o0omx riia3. M300paskeHus MmepechuialoT B
HE3aBHCUMBIA LIEHTP pPacIIU(ppPOBKH H300pa’ke€HHi, I7le MX CUYMUTBHIBAIOT KaK OOE3JIMYEHHbIE
nanHbie. Bce OCT 531eKTpOHHO apXMBHPYIOT B MCCIENOBATENbCKUX ILIEHTPAaX KaK YacTb
UCXOAHOHM NOKyMeHTaluu. TeXHH4YeCKHe CHeLUaTUCThl B O0NACTH ONTHYECKOW KOT€PEeHTHOM
TOMOTrpadpuH TOJDKHBI IPOHTH aTTECTALUIO B LIEHTPE pacIn(ppOBKHU, TAPAHTHPYIOIIYIO, YTO OHU
NPAaBWIbHO M KAYECTBEHHO BBIMNONHAIOT PabOTy, CBA3AHHYIO C TOJYYEHHEM H300paskeHHIA.
[IpennpunuMaroTcsi Bce Mepbl st TOro, utoObl TexHudeckne OCT cneumanucTtol B
UCCIIEIOBATEIBCKOM LIEHTPE OCTABAINCh HEOCBEIOMIIEHHBIMH O HA3HAYECHUS JICUCHUSI.

TectupoBanmne monst 3penusi: lloje 3peHHsT OLIEHMBAETCS Ha HUCCIEOYEeMOM TIJla3zy ¢
UCTIONIb30BAHUEM aHAJIHM3aTOpa MO 3peHuss XaM(ppH B LEHTPaX, ISl KOTOPBIX JOCTYITHO 3TO
ycTpoiicTBO. TeXHMYeCKHe CHEeLHaTUCThl OJDKHBI TMPOHTH aTTeCTAlMI0 ANl OoOecreydeHHs
COTJIACOBAHHOCTH M KAa4YeCTBEHHOTO  OCYINECTBJIICHUS  TPOLEAYP  TECTHPOBAHUSL.
[IpennpuHUMAlOTCST BCE Mepbl Uil TOrO, 4YTOOBI TEXHUYECKHE CIELMAIUCTBI B
HCCIIEIOBATEIbCKOM IIEHTPE, OLICHHUBAIOIIHE MOJIE€ 3PEHHs], OCTABAINCh HEOCBEIOMIIEHHBIMH O
Ha3HAYEHUs JICUCHUS.

He0aaronpusituble siBienus (AE)

Obmass 0e30MacHOCTh OLEHUBAJACH IYTEM OICHKH HEXENATeIbHBIX SIBIICHUM,
BosHukaomux npu Jedennn (TEAE), ¢dusmdeckoro oOcnenoBaHus, 3JIEKTPOKapAHOrPaAMM
(OKI'), nokaszarenell >KU3HEHHO BaXXHbIX (PYHKIUI U Ja0OPAaTOPHBIX AHAJIN30B KIMHUYECKON

Oe3omacHocTH (remMaroyiiorusi, Xumusi Kposu, remorjioomH Alc [HbAlc] u ananm3 mouu) B
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pa3sHble MOMEHTbI BPEMEHU.

TEAE omnpenensiercst kak coObiTre (Wi 00OCTpeHHE paHee CYLIECTBOBABIIETO COOBITHS
B TEYECHUE MEPUONA JIEYEHHs), KOTOPOe HAOMIOJAeTcs WIM O KOTOPOM COOOImaercs mocie
IIEPBOro MpUemMa HUCCIEAYEMOro JIEKapCTBEHHOTO CPEACTBA U HE Mo3aHee, yeM depe3 30 nHei
IIOCJI€ TIOCJIETHETO BBEIECHUS HCCIENYyEeMOro JIEKapCTBEHHOTO CpencTBa (MHBEKLUS aKTHBHOTO
BEIECTBA MJIM UMHUTALMS HHBEKIUN).

HccnenoBatens (MM Ha3HaueHHOE UM JMNo) peructpupyer Bce AE, kortopsle
BO3HHMKAIOT ¢ MOMEHTA MOAMKICAHUS MHPOPMHUPOBAHHOTO COTJIacHsl 10 KOHL@A uccienoBanus. O
BCEX CEPbE3HbIX HEXeNaTeNbHbIX sBIeHUsX (SAE), He3aBUCHMO OT OLEHKH NPUYHHHO-
CJIEZICTBEHHOW CBS3M C HCCIENYEeMbIM JIEKAPCTBEHHBIM CPEICTBOM, HEOOXOIMMO COOOIaTh B
TeueHue 24 4acos.

Jlpyrue coOBITHsI, O KOTOPBIX HEOOXOAMMO cOOOIaTh B TeueHHe 24 4acoB, BKIFOYAIOT
CHMIITOMATHYECKYIO TIEPEI03UPOBKY HCCIENYEMOT0 JIEKAPCTBEHHOTO CPEACTBA (CIy4YaiiHyIO WIN
IpeJHAMEPEHHYI0 TIEpPEelO3UPOBKY, IO MeHblle Mepe B 2 pa3a MPEeBbINAKLIYIO
IpeIoiaraeMyro 103y MCCIeAyeMOro JeKapCTBEHHOIO CPEACTBa B Ipesesiax NpeanoaaraeMoro
TeparneBTHYECKOro OKHa, eCiii OHa cBsizaHa ¢ AE) u OepeMeHHOCTb.

CreneHb TSKECTH  HEXKEJATENbHbIX  sBIEHMH Oyder KiIacCUpUIMPOBATBCS B
COOTBETCTBUU CO CIEAYIOLIEN IKAJIOM:

Jlerkoe: He oxas3biBaeT CYIIECTBEHHOIO BIMSIHMS Ha HOPMAaJbHbI ypPOBEHb
(YHKIIMOHHPOBAHMS TALIMEHTA. JTO MOXeT ObITh pasnapakeHue. OTmycKaeMble MO PeLenTy
JIEKapCTBEHHbIE CPEACTBA OOBIMHO HE HYXKHBI JJIsI OOJNIErdYeHUs] CUMITOMOB, HO MOTYT OBITh
Ha3HAu€Hbl B COOTBETCTBUU C MHAUBHUYAJIbHBIMU OCOOCHHOCTSIMH MaLIUEHTA.

Ymepennoe: Bb3biBaeT HEKOTOpOE€  HapylleHHEe (PYHKLMOHMPOBAaHHUS, HO He
IPECTABISIET OMACHOCTH ISl 30POBB. JTO SBJIAETCS HEYyJOOCTBOM I moMmexoi. JledeHue
CHMITTOMOB MOXXET OBITh HEOOXOMMO.

Tsokenoe:  BeI3biBaeT  3HAUMTENbHBIE  HApyIIEHWs  (YHKUMOHMPOBAHUS WM
TPYAOCHIOCOOHOCTH W SIBJISIETCS  SIBHOM  yrpo30H sl 3A0pOBbsl  manmeHTa. Mosker
OCYIECTBIISITHCS JIEUEHHE CUMIITOMOB, H/HJTH MALIUEHT MOXKET OBbITh TOCTIUTATU3UPOBAH.

Pe3yabTaThl H BHIBOABI

J1oJ1s1 MAIMEeHTOB ¢ yJydmeHueM Ha > 2 crynern o DRSS Obiia 3HaunTepHO OOJTbIIE B
IAI rpynnax mo cpaBHEHHIO ¢ rpynmamMu umutanuu BBeneHus. Cm. @ur. 8, 19, 21 u 22.
[TanneHTHI Takke NOCTUranu yiydlieHue Ha > 3 cryneHu B IAl rpynmax vs rpynn UMHTaluu
BBeneHust. Cm. @ur. 9 u 32.

TAI cHmxana KOMMYECTBO MalueHToB, y KoTopbix paszsuBanuck VIC u CI-DME. [Jlons
naruentoB ¢ VIC w/unmu DME x vepene 24 u 52 nokasana Ha dur. 10 u 23. Ananus Kamnauna-
Metiepa BepositHocTH pazButust VIC unu CI-DME y nanueHToB B KaKAOH Ipymie JeueHus B
TeYeHHe BpeMeHH Moka3zaH Ha @ur. 24 u 25. VYrpoxaromee 3peHuto ocinoxuaerne (VTC)
npeAcTaBisieT coOOH MporpeccupoBaHue 10 NpoiudepaTHBHON AMabeTHYECKON peTHHONATHH
(PDR) u HeoBackysipu3aLuy rnepegHero cermenTa riasa (ASNV).

W3meHeHnst MakCUMalbHOW OCTpPOTHI 3peHus ¢ koppekuueid (BCVA) y manueHTOB B
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Ka)XI0M rpynne jedeHus K Henene 24 u 52 nokaszanel Ha @ur. 11 u 26. MI3MeHeHUs TONIIUHBI
LEHTPAJIbHON YaCTH CETYATKHU B KAXKIOU IPyIIe Je4eHus noka3anel Ha ur. 12 u 27.

PesynbraTe! oueHkH 3¢pPpekTUBHOCTH ObLIM ONMHAKOBBIMU B rpynmax 2Q16 (I'pymma 1) u
2Q8 (I'pymma 2).

IIpencraBneHsl HesKeNATENbHbIE [NIA3HBIE SIBJICHNS, BO3HUKINNE B XOJI€ JICUEHUs K Heflele
24 u 52 (TEAE) (@ur. 13 u 28, cooTBeTcTBeHHO), cepbe3Hbie rnasubie TEAE k nenene 24 u 52
(®ur. 14 u 29, COOTBETCTBEHHO), BHYTPHUIIIa3HOE BocnaneHue k Henene 24 u 52 (®@ur. 15 u 30,
COOTBETCTBEHHO), U COOBITHS, ONpeeIEHHbIE HA OCHOBAHUH PE3yJIbTATOB COBMECTHOTO aHAJIN3a
anturpombonurapuoii repanuu (APTC) x Henene 24 u 52 (@ur. 16 u 31, COOTBETCTBEHHO), U
cinydau cMepTH Kk Henene 24 (Pur. 17). K nenene 52 Obuto B 001meid cnosxknocta 7 cmepteit (7 B
rpymnmne umutaimu jiedenus u 1 B q8w rpynme neuennsi). (APTC: cm. Antithrombotic Trialists’
Collaboration. Collaborative overview of randomized trial of antiplatelet therapy - II:
Maintenance of vascular graft or arterial patency by antiplatelet therapy. Br Med J 1994;
308:168-171; u Antithrombotic Trialists’ Collaboration. Collaborative meta-analysis of
randomised trials of antiplatelet therapy for prevention of death, myocardial infarction, and
stroke in high risk patients. Br Med J 2002; 324:71-86).

HOCJIEAOBATEJBHOCTHU

SEQ ID NO:1 (mocnenoBarensHocth JIHK, comepkamast 1377 HyKI€OTHAOB):
ATGGTCAGCTACTGGGACACCGGGGTCCTGCTGTGCGCGCTGCTCAGCTGTCTGCTT
CTCACAGGATCTAGTTCCGGAAGTGATACCGGTAGACCTTTCGTAGAGATGTACAGT
GAAATCCCCGAAATTATACACATGACTGAAGGAAGGGAGCTCGTCATTCCCTGCCG
GGTTACGTCACCTAACATCACTGTTACTTTAAAAAAGTTTCCACTTGACACTTTGATC
CCTGATGGAAAACGCATAATCTGGGACAGTAGAAAGGGCTTCATCATATCAAATGC
AACGTACAAAGAAATAGGGCTTCTGACCTGTGAAGCAACAGTCAATGGGCATTTGT
ATAAGACAAACTATCTCACACATCGACAAACCAATACAATCATAGATGTGGTTCTG
AGTCCGTCTCATGGAATTGAACTATCTGTTGGAGAAAAGCTTGTCTTAAATTGTACA
GCAAGAACTGAACTAAATGTGGGGATTGACTTCAACTGGGAATACCCTTCTTCGAA
GCATCAGCATAAGAAACTTGTAAACCGAGACCTAAAAACCCAGTCTGGGAGTGAGA
TGAAGAAATTTTTGAGCACCTTAACTATAGATGGTGTAACCCGGAGTGACCAAGGA
TTGTACACCTGTGCAGCATCCAGTGGGCTGATGACCAAGAAGAACAGCACATTTGTC
AGGGTCCATGAAAAGGACAAAACTCACACATGCCCACCGTGCCCAGCACCTGAACT
CCTGGGGGGACCGTCAGTCTTCCTCTTCCCCCCAAAACCCAAGGACACCCTCATGAT
CTCCCGGACCCCTGAGGTCACATGCGTGGTGGTGGACGTGAGCCACGAAGACCCTG
AGGTCAAGTTCAACTGGTACGTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAG
CCGCGGGAGGAGCAGTACAACAGCACGTACCGTGTGGTCAGCGTCCTCACCGTCCT
GCACCAGGACTGGCTGAATGGCAAGGAGTACAAGTGCAAGGTCTCCAACAAAGCCC
TCCCAGCCCCCATCGAGAAAACCATCTCCAAAGCCAAAGGGCAGCCCCGAGAACCA
CAGGTGTACACCCTGCCCCCATCCCGGGATGAGCTGACCAAGAACCAGGTCAGCCT
GACCTGCCTGGTCAAAGGCTTCTATCCCAGCGACATCGCCGTGGAGTGGGAGAGCA
ATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCCCGTGCTGGACTCCGACGGC
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TCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAGAGCAGGTGGCAGCAGGGGAA
CGTCTTCTCATGCTCCGTGATGCATGAGGCTCTGCACAACCACTACACGCAGAAGAG
CCTCTCCCTGTCTCCGGGTAAATGA

SEQ ID NO:2 (nonunentuaHas ocleI0BaTeIbHOCTD, coaeprxkamas 458 aMUHOKUCIIOT):

MVSYWDTGVLLCALLSCLLLTGSSSGSDTGRPFVEMY SEIPEIIHMTEGRELVIPC
RVTSPNITVTLKKFPLDTLIPDGKRIOWDSRKGFIISNATYKEIGLLTCEATVNGHLYKTNY
LTHRQTNTIIDVVLSPSHGIELSVGEKLVLNCTARTELNVGIDFNWEYPSSKHQHKKLVN
RDLKTQSGSEMKKFLSTLTIDGVTRSDQGLYTCAASSGLMTKKNSTFVRVHEKDKTHT
CPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQ
PREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSD
GSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

Ob0beMm Hacrosiero u300peTeHHs] HE OrPAHUYMBAETCS KOHKPETHBIMH BapUAHTAMHU
OCYIIECTBJICHUS], ONMMCAHHBIMU B HACTOSIIIEH 3asiBKe. JIeHCTBUTENbHO, pa3iuHble MOAU(UKALIUN
n300peTeHNs B JOMOJHEHHE K TeM, KOTOPbIE OMHMCAHBI B HACTOSINEH 3asiBKe, OyIyT OYEeBUIHBI
CHeMaINCTaM B JAHHOW OOJACTH W3 TPEACTABJIEHHOTO BBIIIE OMUCAHUS W MPUIAraeMbIX
yeprexeil. [Ipeanonaraercs, 4Tto Takue MOAM(UKAIIMN OXBATHIBAIOTCS OOBEMOM MPHUIAraeMOU

(bopMyJIbI H300pETEeHUSI.
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®OPMYJIA U3OBPETEHUS

1. Cioco6 neuyennss nuabeTHUECKOW PEeTHMHONATHUN Y MALUeHTa, HY>KAAIOMErocss B TAKOM
JeYeHUH WM NPO(UIAKTHKE, NMPU 3TOM YyKa3aHHBIN MALMEHT HE CTPAJAeT 3aTParuBarOLINM
LEHTPAJIBHYI0 YacThb AMA0ETUYECKHM MAaKYJSIPHBIM OTEKOM, INpHYEM YKa3aHHbIH Ccrocod
BKJIFOYAET BBEJICHHUE B IJ1a3 MAIMEHTA,

5 BBOIUMBIX pa3 B MeCsl] 103 C MOCJIEAYIoLIel OfAHOM MM HECKOJbKHMMU BTOPHYHBIMU
no3amu pas B 8 Henmenb npuMepHo 1o 2 mr anraronucta VEGF, xoroperii npencrasnser coboit
XUMEPHYIO MOJieKysny Ha ocHoBe penenrtopa VEGF, comepxkamnyro (1) uMMyHOrIOOHMH-
nonoOueii (Ig) momen 2 VEGFRI u (2) Ig nomen 3 VEGFR2 wu (3) KOMIOHEHT
MYJIbTUMEPU3ALINH.

2. Cocob mo 1. 1, rae:

(a) anraronuct VEGF

(1) conepxur (1) komrnonenT VEGFR1, conepskammii aMuHOKHCIIOTHI ¢ 27 o 129
SEQ ID NO:2; (2) xommnonent VEGFR2, conepskamuii amuuokucioter 130-231 SEQ ID NO:2;
¥ (3) KOMIIOHEHT MYJIBTUMEPU3ALNH, CONepsKamuii aMuHOKUCIOTHI 232-457 SEQ ID NO:2;

(11) mpencrasisier coboii agubepuent; win

(111) stBIISIETCS] KOHOEPLIENITOM, W/WITH

(b) anTarornct VEGF BBOZAT myTeM HHTPaBUTPEATbHON HHBEKLINH.

3. Criocob mo nm. 1 wiu 2, rae:

(a) mammeHT cTpanaer HenpoauepaTUBHON AHa0ETHUECKON PeTHHOMATHEH,

(b) mammeHT cTpamaer OT YMEPEHHO TSDKEIOW OO0 TsDKeNod HempoudepaTuBHOM
Ina0eTHYeCKON peTHHONAaTHE

(c) mammeHTt crpagaer HenponudepaTUBHONW MuUAabETUUECKON peTHHOmaThel, KoTopas
XapaKTepU3yeTCsi YPOBHEM O IIKaJe OLEHKU TsbKecTH auadernueckor peruHomnatuu (Diabetic
Retinopathy Severity Scale) 47 umm 53 ;

(d) mammeHT MMeeT OLIEHKY MaKCHUMAaJbHOW OCTPOTHI 3peHus ¢ koppekuueir (BCVA) mo
OyksenHol Tabnue ETDRS, paBuyto 69 wnu Oonbiue; w/unm

(e) 3peHue MalMeHTa XapaKTepu3yeTcsi OCTPOTOM 3penus no Tadbaune Cuemnena 20/40 wu
JydIe.

4. Criocob mo mrobomy w3 mm. 1-3, rae:

(a) maIMeHTOM SIBJISIETCSI YENIOBEK; MITH

(b) marieHTOM SIBNISIETCS YETIOBEK B Bo3pacTe 18 et u crapie.

5. Cniocob no rodomy u3 . 1-4, rae maluueHT He CTpajaeT:

* HEOBACKYJISIPU3ALIEH CETUATKH;

* HEOBACKyJsIpU3anuei nepeaHero cermenta rinasa (ASNV);

* KPOBOUBIIMSIHUEM B CTEKJIOBHIHOE TEJIO; W/ TN

* TPAaKLIUOHHOM OTCJIOWKOU CETYATKU.

6. Crioco0 mo mrobomy u3 mm. 1-5, roe:

(a) mammeHT umeer HemponudepaTuBHyH auadetndeckyro pernHomnaturo (NPDR) Oes

3aTParuBaroIlero HeHTPAIbHYIO YaCTh THA0ETHYECKOTr0 MaKyJIAPHOTO OTEKA, 1/



49

(b) marment:
(1) umeer nuaber;
(11) umeet remorioOuH Alc okoro 8,5;
(111) umeer ETDRA BCV A ouenky oxoo 82;
(1v) uMeeT TOJNIIUHY LIEHTPAJIbHON 4aCTH CETYATKU OKOJIO 247 MKM,;
(V) umeer oueHKy TspkecTu nuadeTrndeckoit perunonatiu 47 uimm 53; u/vnm
(Vi) ©MeeT BO3pacT OKOJIO 56 JeT.
7. Cniocob no nmrodomy u3 mm. 1-6, rae naumenty BBoast antaronuct VEGF B Teuenne mo
MeHbLIeH Mepe 24 Helenb, 1 JOCTUTaeTCs OJTHO WK OoJiee U3 CIeNyOIIero:
(1) yaydieHue o MEHbIIeH Mepe Ha 2 CTYNEeHH OT MCXOAHOTrO YPOBHSI MO INKaJe OLEHKH
TsokecTH nuabernyeckoit petrHonatuu (DRSS);
(1) ynydiieHre mo MeHbLIeH Mepe Ha 3 CTYIEeHH OT HCXOAHOTO YPOBHS IO HIKAJIE OLIEHKH
TsokecTH nuadbernyeckoit petrnHonatuu (DRSS);
(1i1) yayd4imeHHe MaKCHMAJIbHOW OCTPOTBHI 3pPEHUS C KOPpPEKUHEeH MO MEHbLIeH Mmepe
npuMepHO Ha 1,9 OykBbI,
(1iv) He TPOMCXOINT CHIDKEHHUs] MaKCUMAJIbHOW OCTPOTBI 3pEHMsI C KOppeKuueil Oosbine
4yeM Ha 4 OyKBBI,
(V) He pa3BUBAETCS AMAOETUYECKII MaKYJISIPHBIN OTEK;
(vi) He BOZHHKAET yrPOKaroLIee 3pSHUI0 OCIOKHEHHE,
(vil) He pa3BuBaeTCs nposudepaTuBHas AuadeTHYecKasi PeTHHOMATHS,
(viil) He pa3BHBaeTCs] HEOBACKYJIIPU3ALINS TIEPEIHETO CErMEHTa IJ1a3a;
u/unu
(1X) MPOMCXOAUT YMEHbLIEHHE TOJIIMHBI LIEHTPAIbHON YaCTHU CETYATKH HA OKOJIO 19 MKM.
8. Cmnoco6 mno mobomy wu3 mnm.l-7, rme anraromuct VEGF mnpencraBmsier coOoi
adubepuent.
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OUl.3

lnaH uccnepoBaHus

®a3a 3 ABOMHOrO CNenoro paHao0MU3MPOBAHHOr0 KOHTPONUPYEMOrO UCCNe10BaHNA
AHTpaBuTpeanbHOE BBEEHNE NHLEKLIMA acpinbepLienTa vs. UMUTALIMN MHbEKLINK
[MauneHTbl ¢ NPDR 0T yMepeHHOW CTeneHmn TSHXKeCTH A0 Tshkenon (yposeHb no DRSS 47 n 53)

N=402

“ prnna1 |
IAl 2 mr Q16 Hepennt
N=135

Amutaums
N=133

| ['pynna 2 | .
|Al 2 mr Q8 Hepenu
| N=134 .”,“-f”

A'4

Henens 24
1°EP - % ¢ yny4weHnem Ha >2 ctynenmn no DRSS
[pynnbl 1 1 2 06beANHEHHbIE

Hepens 52
1°EP - % C ynyyweHnem Ha >2
cTynenu no DRSS
[pynnbl 1 1 2 nHAMBMAYANIbHO

Henensa 100
(BTOPUYHBIE KOHEYHbIE TOYKN)

t nocne 3 mecsuHbIX 003 1 1 g8 uHTEpBana
* ocne 5 MecAYHbIX 103, r’mbKasa cxema nevyeHus nocne Heaenn 52
** NauneHTbl JOMKHbI ObITb CTPATU(IULIMPOBAHBI HA OCHOBAHUN NCXOHOIO

BropuyHble KOHEYHbIE TOYKHM
* % MaLMEHTOB, Y KOTOPbIX Pa3BNBAIOTCS

YIPOXAIOLLE 3PEHUI0 OCIOXHEHNS:
PDR, ASNV

* % NAUUEHTOB, Y KOTOPbIX Pa3BUBAETCH
Cl DME

« Bpemsa no passutna PDR/ASNV unu Cl
DME

* % nauneHToB, KOTOpble nony4arT PRP

* MNIOWAAb NOA KPUBOW ANS U3MEHEHNA
BCVA 0T MCXOAHOM0 YpOBHS

ypoBHst DRSS

¢t



OUl.4

Cxema BBepenusa o3 PANORAMA

J J

Hepens: BL 4 8 12 16 20 24 28 32 36 40 44 48 352 &6 ..100

UMUTALMA © © & © O 0 O O 0 O
[pynma1* X X X [0} X O X O X O
[pynna2* X X X X X X X X X +
\ v / +pynna 2 (Q8) rpynna
Pa3Huua Tonbko B 1 103y mMexay npogonxaet PRN no
rpynnoit 1 v rpynnon 2 1o Hepenu 24 Hegenu 100 Ha OCHOBaHUM
ypoBHA DRSS

* MauwmenTsl, y koTopbIx passusaetcd PDR/ASNV unu CI-DME, moryT nony4ats scnomorarensHoe niedequne (Al unu nasep),
Nno YyCMOTPEHNo uccneposatens. [laHHble Ana nauneHToBs, NPUHUMAIOLLIMX BCNOMOraTeSibHOe Jie4eHue, LeH3ypupoBanu co
BPEMEHM Hayasia BCOMOraTesibHOro jie4eHus

X= UHbEKLMSA aKTUBHOrO BeLlecTBa, O=MMUTALMA NHBEKLWN

ctly



OUI.5

Pacnpenenenne u 0CHOBHbIE iemorpachuyeckue aaHHble

= [AMUTaLNSA

=== [pynna 1

— [pynna 2

---------- Bcero

Kos-BO NaLneHToB, 3aBepLUUBLLINX
nccnenoBaHue K Hegene 24

119 (89.5%)

132 (98.5%)

380 (94.5%)

[lnabet 2 Tuna

123 (92.5%)

121 (89.6%)

124 (92.5%)

245 (91.1%)

368 (91.5%)

N (FAS/SAF) 133 : 135 | 134 269 | 402
BospacT(s ropax (SD)) 55.8 (10.31) 55.4 (11.13) 55.8 (10.19) ? 55.6 (10.66) ? 55.7 (10.53)
KeHuwmHb! # (%) 64 (48.1%) 60 (44.4%) 53(39.6%) | 113 (42.0%) | 177 (44.0%)
Paca # (%) : : ? i
Benoit pacel 107 (80.5%) | 99(73.3%) | 104 (77.6%) ; 203 (75.5%) ; 310 (77.1%)
"epHoi packl wv achpoamepukanLl | 13 (9.8%) F 16 (11.9%) | 12(9.0%) | 28(10.4%) | 41(10.2%)
Asuatbl 4(3.0%) | 12(89%) | 7(5.2%) § 19 (7.1%) § 23 (5.7%)
[pyrue 9(6.8%) [ 8(5.9%) i 11(82%) | 19(7.1%) | 28(7.0%)
Femorno6ut A1C (%) 8.5(1.54) | 86(1.69) | 84(1.64) ; 8.5 (1.66) ; 8.5 (1.62)
MpogomkuT. Anadera(s rogax (SD))| 15.5(9.34) | 13.7(8.61) | 14.0(9.69) ; 138(9.15) | 14.4(9.24)
z s ; i

[pynna 1: 3 meca4HbIx 0o3bl U 1 8 uHtepsan, ['pynna 2: 5 MecAYHbIX 103

4%



OUI.6

XapakrepucTuku 3abonesaHus Ha UCXOHOM YpOBHE

= [Amutaums ----Tpynma1 -—Ilpynna2  --- AlllAl — Bcero

N (FAS/SAF) 133 135 134 ! 269 § 402
i i

ETDRS BCVA (6YyKBbl) | |
Cpentee 3Haderne (SD) 82.7 (6.03) 82.2 (6.63) 82.3(5.15) | 823(593) | 824 (596)
IKBUBANEHT CHeMMeHa 20/25 20/25 20/25 i 20/25 i 20/25
CRT(MUKpPOHbI) 249 .4 246.0 2468 246 4 247 4
CpeaHee 3HaveHue (SD) (38.41) (34.34) (31.59) (32.94) (34.82)

OueHKa TSHKecTu
OnabeTN4ecKoil peTuHonaTum
(DRSS)

YpoBeHb 47

99 (74.4%)

102 (75.6%)

101 (75.4%)

203 (75.5%)

302 (75.1%)

YpoBeHb 53

34 (25.6%)

33 (24.4%)

['pynna 1: 3 Meca4HbIX A03bl 1 1 q8 uutepsan, I'pynna 2: 5 MecAYHbIX 403

33 (24.6%)

66 (24.5%)

100 (24.9%)

¢€/l9



OUl.7

WUcnbiTaHne nevyeHus

# NHLEKLMA aKTMBHOIO BELLECTBA
(w3 4 pna l'pynnbi 1 n 5 ana Mpynnel 2)

5.0 4.9 §
'S 4.0- :
= "
= 7
) i
T 3.0 :
= P
o i
@ :
& 2.0- :
@ :
~n ¥
= =
0.0 a , T~
NmuTaums [pynna 1 ['pynna 2 All 1Al

[pynna 1: 3 Meca4HbIX A03bl ¢ nocneayowmmu 1 q8 uHtepsanamm, [pynna 2: 5 MecA4HbIX 103
Nmutauma n=133, I'pynna 1 n=135. I'pynna 2 n=134, All IAl n=269
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OUI.8

Jlons naumeHToB ¢ yNy4leHneM Ha >2 cTyneHn oT ucxogHoro yposHa no DRSS

70% - :

[SHAYEHUE]*

60% - [BHAYEHWE]* | [SHAYEHVE]”

‘ ........

50% -

40%-

30%-

Jlong nauueHToB

20%-

DN

Umutauns rpynnal lpynna2  AIlIA

6.0%

\\74/13

10% -

8/133 821135 .

0%

[pynna 1: 3 meca4HbIX 003bl ¢ nocneayowmmn 1 g8 uHtepsanamu, I'pynna 2: 5 MeCAYHbIX 403 *p < 0.0001
LOCF; Umutauus n=133, l'pynna 1 n=135. 'pynna 2 n=134, All IAl n=269 VS. UMUTaLun

ct/8



oUlr.9

10% 4
9% -
8% -
7% -
6% A
5%+
4% -
3% -
2% -
1% -

Jlonga nauueHToB

Jlons nayMeHToB ¢ yNy4LweHuem Ha >3 CTyneHu oT ucxogHoro yposusa no DRSS

SHAYEHWE]

| [SHAYEHWE]

[3HAYEHVE]

6.0%

1133

S~

0%

Wmvtauns ’ ’ All 1Al
p = 0.0004 p = 0.0007 p = 0003

VS. umuntagmn VS. umutagymn VS. umutagummn

[pynna 1: 3 meca4HbIX 0o3bl ¢ nocneayowwmmu 1 g8 untepsanamu, ['pynna 2: 5 Meca4HbIX 403
Nmuntauma n=133, I'pynna 1 n=135. ['pynna 2 n=134, All Al n=269
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OUlr.10

Jlons nauneHToB, Y KOTOPbIX pPa3BUBAETCA YrpoXatoLiee 3peHuto 0CNoXHeHne
unu CI-DME BnnoTb fi0 Hepenu 24

Nmutauma 77 Tpynna 1 K Mpynna 2 LN All Al

VTC* Unn

: B +
050y . 25.6% CI-DME vie | CI-DME
20% - |
2] i
o |
(= i
i | o
= 15%+ . 13.5% | 14.4%
< i ]
= ; i
= i
S 10%- |
= !
4.4% 2% 48% 3 .
oo 34/13376/13507/134313/269)—+—{18/133 77 st L{18/125 72/129 16/128 1! |
p<0.0001 p<0.0001 p<0.0001 p=0.0002 p<0.0001 p<0.0001 p=0.0014 p=0.0085 p=0.0002
VS. UMUTAUNA VS. uMuTaLmy vs. umuTagimm VS. UMUTaLMA vS. umntaLim vs. nMnTagmn VS. UMUTALMA VS, uMuTawmi vs. nmutagim

[pynna 1: 3 meca4HbIX 403kl ¢ nocneayowmumn 1 g8 untepsanamu, [pynna 2: 5 Mecsa4HbIX 103

“VTC=yrpoxatoLlee 3peHnio ocnoxxHenne, PDR/ASNY

+CI-DME oueHmBaemas nonynsumusa UCKKYana nauyueHToB, KOTOpble HA MCXogHOM ypoBHe umenn CRT >300 Mkm 1 nmenu
kavecTBeHHOe noaTeepxaeHne Cl-DME cornacHo Tomy, Kak onpeaeneHo B LIEHTPE N0 pacLundpoBke n306paxeHuil
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OUI .11

Cpeanee namenenne BCVA Bnnotb fo Hegenu 24

5.0

ETDRS 6ykBbl

~O=/IMuTaums
~3[pynna 1
-&-[pynna 2
~o-All 1Al

Hepens

p =0.0057 All 1Al vs. umuntarmm

[pynna 1: 3 meca4HbIX 0o3bl ¢ nocneayowwmmu 1 g8 untepsanamu, I'pynna 2: 5 mecauHbix 0o3 p = 0.0194 [pynna 1 vs. umutaymm

LOCF; Mmutauus n=133, I'pynna 1 n=135. I'pynna 2 n=134, All 1Al n=269

p = 0.0139 [pynna 2 vs. umutaymm

¢t/



OUI.12

CpepHee namexenue CRT snnotb Ao Hepenu 24

100- =O-/IMUTaLmA
-3 pynna 1
-2-[pynna 2
-o- All 1Al
50~
E smmeeeeruseel e
= oY
50 ~
-100 : : s : s s
0 4 8 12 16 20 24

Hepens p < 0.0001
All vs. umutaymn

[pynna 1: 3 Meca4HbIX A03bl ¢ nocneayowmmu 1 g8 uHtepsanamu, [pynna 2: 5 MeCAYHbIX 103
LOCF; Umutauus n=133, I'pynna 1 n=135. 'pynna 2 n=134, All IAl n=269

49



QU113

'masubie TEAE B uccnegyemom rnasy snnotb 0 Hepenu 24 (=3%)

mres [ AMUTALINS

=== All'lAl

N (FAS/SAF)

133

Kon-Bo naumentos = 1 AE, n (%)

44 (33.1%)

77 (28.6%)

[Na3Hble pacCTPONCTBA

42 (31.6%)

76 (28.3%)

KOHBIOHKTUBANbHOE KPOBON3/NSAHME 4 (3.0%) ; 32 (11.9%)
TﬂgﬂaeBaromme NOMYTHEHWA B CTEKNIOBUHOM 1(0.8%) | 14 (5.2%)
[lnabeTnyecknin 0Tek CeTYaTKK 18 (13.5%) | 11 (4.1%)
Bonb B rasax 2 (1.5%) | 11 (4.1%)
[lnabeTnyeckas peTMHONATHS 4 (3.0%) : 1 (0.4%)

ceiel



oUlr.14

CepbesHble rna3ubie TEAE B uccnegyemom rnasy BnaoTb 0 Hefenu 24

= [\ MUTALMS === All Al
N (FAS/SAF) 133 269 ?
j
i
Kon-Bo naumeHTos ¢ = 1 AE, n (%) 1(0.8%) 0 |
{
HeoBackynapusaumua pagyxHoin 060104ku 1 (0.8%) 0 |

ceivl



OUI.15

[ma3Hoe Bocnanexue B UCCNEAYeMOM rnasy BNoTh 10 Hefienu 24

~ [IMUTaLNA -=- Al lAl
N (FAS/SAF) 133 269 :
}
|
# UHbEKLMN 0 1182 |
}
aQ
ButpeanoHble KNeTku 0 1 (0.4%) §
|

(0.08% Ha nHbEKLNIO)

¢t/



OUI.16

APTC cobbiTia BNAOTH 10 Hepenw 24

e AMUTALINSA === All 1Al

N (FAS/SAF) 133 269 !

i
Kon-o naunentos ¢ = 1 AE, n (%) 2 (1.5%) 1 {0.4%) !
He cmepTenbHbI yaap 0 1{0.4%) 5
0cTpoe HapyLLUEHMEe MO3rOBOr0 E
KPOBOQOpALLEHNS 0 1{0.4%) |
Cocyaucras cmepTb 2 (1.5%) 0 |

i
OcTaHoBKa cepaua 1(0.8%) 0 i
MHchapkT Muokapaa 1 (0.8%) 0 E

¢€/9l
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Cny4au cmepTi BNIOTb 10 Hepenu 24

Maunent | [lHn ¢ nepsoro n ocﬂ:::ero MpepnouytutenbHbid TepMud ;| PesepBHoe/
I'pynna neyewma | Bo3pact/ | neyveHus fo neveHns 1o ana AE co cmepTenbHbIM HEOoTNOXHOE
non/paca CMEpTH CMEDTH UCX00M nevyeHue
43K/ OcTtpas AbixatenbHas OTcyTcTBUE
VMuTaus 6en0ii 59 23 He10CTaTO4YHOCTb peseps. ne4eHns/
OTCYTCTBUE
pachbl JleroyHas runepTeH3ns HEOTNOX. NIeYeHus
65/M/6enoi OTCyTCT. peseps.
NmuTaums ACHH 73 13 OcTaHoBKa cep/ua NEYEHNS/0TCYTCT.
p HEOTJ10X. Ne4YeHnA
73/M/6enoit OTcyTcT. peseps.
NmunTaums pach| 86 4 NudhapkT mnokapaa neyveHns/2

HEOT/10XK. J1Ie4eHNA

cCiL)



QU183

MexayHapoHas WKana oLeHKN TAHXECTU KNMHUYECKMX NPOSABNEHN AnabeTHYecKon
petunonatuu (DRSS). MoapobHas Tabnuua

[Llkana oueHkn DRSS nonyyena n3
ETDRS, 1 ee ucnonb3yloT aist OLEHKM
Tsxectn DR u onucanmns nameHeHus

TSXKECTU C TEYEHNEM BPEMEHN

[porpeccup. PDR, rnasHoe AHO YaCTUYHO 3aTEMHEHO, LIEHTP MaKy/bl He OTCNaNBaeTCs
[porpeccup. PDR, 3a0HA8 4acTb rNa3HOro [iHa 3aTeMHeHa, Unu 0TCN0NKa LiEHTpa Makynb!
Henb3s knaccugouumpoBsatb, Aaxe [0CTaTO4HO Ana yposHaA 81 unu 85

YPOBEHb | TAXECTb
10 DR otcytcTByeTt
20 T0NbKO MUKPOAHEBPU3MbI
35 Cna6as NPDR
43 YmepenHaa NPDR
47 NPDR 0T ymepeH. 10 TAXenoun
53 Taxenas NPDR
61 Cnab6as PDR
65 YmepeHHas PDR
71 PDR BbiCOKOro pucka
73 PDR BbICOKOr0 pucka
81
85
20

ETDRS Tpynna, #12 19971

ct/8l



OUI.19

PANORAMA, pe3ynbTaTtbl K Hepene 52

% NALMEHTOB C YNY4LIEHHEM HA >2 CTYNEHHU
no wkane DRSS ot ucxogHoro ypoBHs

100%-
80%:-
60%-

40%:
sl 15.0%

0% | |

Amuntauns

Jlong nauueHToB

% NaLUeHToB, Y KOTOPbIX Pa3BUBACTCS:

VTG nnu
VTC -
rogop  40%-36.8%| CLDME Sl
. 8}
0 30%: 23.2%
200, 20.3% :
01 - *
10% 8 9% 10.4% N . 6.39 7.8%
%, 3.7% 3.0% s
/’é 0% ///;" XNrere /% ,
298
*n < 0.0001 *n < 0.001

LOCF; Umutauna n=133, 2q16 n=135, 208 n=134  vs. ymurauum

cti6l

VS. UMUTAUMN

» Jlons naumeHToB C yNyylieHnem Ha >2 cTynenu no wkane DRSS 6bina 3HaunTenbHO Gonblie B rpynnax BeeaeHns adnnbepuenta

M0 CPaBHEHWIO C UMUTALMEN UHBEKLMN

- [poueHT Gbin 60onbLUe B 208 rpynne no cpaBHeHnto ¢ 216

» Yrpoxatowme 3peHuto ocnoxuenus (PDR/ASNV) u Cl DME 6binn y 3Ha4uTeNbHO G0MbLUEr0 NPOLIEHTA NALMEHTOB, NONYYaBLLINX

NMUTALNIO NHBEKLINA

- [TpOLeHTBI ObINK CXOXMMU MeXaY rpannamu nevenus 2q16 u 2q8
* HUKaKnX HOBbIX CUrHANIOB, KacatoLmMXcs 6630NaCHOCTH, HE BbISBIIEHO
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OUI.21

Jlong nauueHToB

100% A
90%+
80% 4
70% -
60%
50%
40% A
30% +
20% 1
10%

0%

15.0%

Jlons NaLMeHToB ¢ YNy4LIEeHUEM Ha >2 CTYNEHH No
wkane DRSS oT ucxoaHoro ypoBHA K Hepene 52

79.9%"

20/133

07/1 ,S,Z/é

Amutauns

LOCF; Mmutaums n=133, 2q16 n=135, 298 n=134

208
*0 < 0.0001
VS. ummTaLm
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OUI.22

Hona nauu C ynyyw 2 cTyne
DRSSo conoovpo Hepen e52
WmuTauua 2(16
100%
90% -
80% -
S 70%
(=
S 60%-
~~
8 50%-
=
= 40%-
(=]
= 30% X
Q
20%] = S 2 13
P T e R

N

q8

& OOOOMN\\ree

2 Mannmnny ez

2 AN 5 2%

Hepena: 8 12 24 40 52 8 12 24 40 52

LOCF; Umutaumsa n=133, 2916 n=135, 298 n=134

¢elec
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Jlong nauueHToB

40%

35%-
30%-
25%-
20% -
15% -
10%-

5%+

0%

Jlona naumeHToB, y KOTOPbIX Pa3BUBAETCA YrpoXaloLlee 3pEHUI0 0CJI0KHEeHHe
(VTC) unu 3atparusatowuii ueHtpanbHyto yactb (Cl)-DME Bnnotb g0 Hepenm 52

YTC unm VTC CI-DME"
Ci-DME
0% 1 /MuTaums
5 ; 2016
5 | 248
? | 23.2%"
; 20.3% |
49/133 N12/1353.14/134 ; ;
VTC=yrpoxatoLiee 3peHuto ocnoxHeHne, PDR/ASNV *n < 0.0001

+CI-DME oueHuBaemas nonynsauns ucknoyana nauneHToB, KOTOPbIE HA UCXOAHOM ypoBHe  VS- UMUTaLun
umenn CGRT >300 mkm 1 nmenun kavecTeeHHoe noarsepxaeHne Cl-DME cornacHo Tomy, Kak
ONpefeneHo B LEHTPE MO paclupoBKe N300paKeHNit

¢eied



OUI .24 Bpemsa 0 pa3suTua yrpoxatowero spednio ocnoxuenus (VTC)
' ®ur. 14.02.08/2a Bpemsa 00 pa3BuTMs 10600 HEOBACKYNIAPHOr0 YrPOXKAOLLEro 3PEHNI0 0C/I0XKHEHNS
(PDR/ASNV) Bnnotb [0 Hefenum 52 (Habop AaHHbIX AN NOHOI0 aHanusa)

(DakTn4ecKoe NeveHne
---------------- Vimutauns (N=133)
e TE 2Q16(N=135)
------- VTE 208(N=134)

o  Mmutaumsa (N=133)
o VTE 2Q16(N=135)
% VTE 2Q8(N=134)

HeadihekTMBHOCTD

B~~~ £
337 365 393 449
JleHb
KonnyectBo Cy6beKTOB C BbICOKUM PUCKOM
VIMI/ITaLlI/Iﬂ(N=133)’¥33 130 127 118 113 107 99 93 88 84 1
VIE 2Q16(N=135} 135 134 133 132 129 128 125 123 119 86 1
VIE 2Q8(N=134) 134 133 133 132 132 131 128 128 123 89 O

Mpumeyanue: VTE 2Q8: acdonubepuent 2 mr Q8 no Hepenn 48 nocne 5 HavanbHbIX MecsuHbIX 003; VTE 2Q016: adnubepuent 2 mr
Q16 nocne 3 HayaNbHbIX MECAYHbLIX 103 U 1 8-HeaeNbHOro MHTepBana

[launeHTbl, y KOTOPbIX He OblN0 HUKAKOT0 COObITUA, ObINK LEH3YPUPOBAHbI MPYW X NOCNEAHEM BU3UTE BO BPEMS UK 10 BU3NTA HA
Hepene 52

VTC=yrpoxatoLLee 3peHuto ocnoxHeHne, PDR/ASNV

+CI-DME oueHnBaemas nonynsaumsa CK0Yana naumMeHToB, KOTOPbIe Ha ncxogHom yposHe umenu CRT >300 Mkm 1 umenn
kayecTBeHHOe noaTeepxaeHne Cl-DME cornacHo Tomy, Kak onpeaeneHo B LEHTPe N0 paclundgpoBke n3o6paxeHuil

ceive



Bpemsa po passutus CI-DME

QU .25 our. 14.02.08/3a Bpemsa A0 passutua Cl-DME BnnoTe [0 Heaenn 52 (Habop AaHHbIX A1 NOHOTO aHann3a)
1.0

DakTn4ecKoe neveHne
094 Nmutaumnsa (N=133)
= 084 — VTE 2Q16(N=135)
S .74 - VTE 2Q8(N=134)
E 0.8 o  Mmurauma (N=133)
E o5 o VTE 2Q16(N=135)
& g4l * VIE208(N=134)
% 0-3.:
L ]
< 0.2-
0.1-
0.0- , i ; I | | | | | |
1 29 57 85 M3 169 225 281 337 365 393 449
Konu4ectso cy6beKTOB C BbICOKUM PUCKOM fletib
wurauns (N=133) 125 121 116 107 102 96 90 86 78 59 1
VIE 2016(N=135) 128 127 126 125 122 120 117 114 108 79 1
VIE208(N=134} 128 126 124 123 122 120 115 115 110 80 O

[pumeyanue: VTE 2Q8: adonnbepuent 2 mr Q8 o Hegenw 48 nocne 5 HavanbHbIX Mecsa4HbIX 103; VTE 2Q16: adnnbepuent 2 mr Q16 nocne 3
Ha4anbHbIX MECAYHbIX 103 U 1 8-HeLeNbHOr0 MHTEpBana

Bkntoyaet Bcex FAS nauneHToB, y KOTOpbIX He passusancs GI-DME [0 nepsoro BBeLeHUA UCCNEaYeMOro NeYeHNs 1 y40BNETBOPSAIOLLMX
no6omy 13 cnegyrowmx yenosuid: 1. CRT <= 300 HM Ha ucxogHom yposHe; 2. GRT > 300 MkM Ha MCX04HOM YPOBHE W MHTPAPETUHANbHAS
KUOKOCTb He ABNAETCA ‘BbIPAXEHHOM, 3aTPArnBaeT 0651acTb HIKE LIEHTPANbHON 30HbI', U LUCTONAHbIE MPOCTPAHCTBA HE ABNAOTCS
‘BbIPAXXEHHbIMI, 3aTPArKBAOT 06NACTb HUKE LEHTPANTLHON 30HbI', U CyOPEeTUHANbHASA XNAKOCTb (SSRD) He ‘NpUCYTCTBYET, COrNACHO TOMY,
KaK OMpefeneHo B LIHTPe Mo pacLunpoBKe n306paxKeHnil.

[auneHTsl, y KOTOPbIX HE ObIN0 HUKAKOIO COOLITIA, ObIIN LIEH3YPUPOBAHBI MPYU UX NOCNEAHEM BU3UTE BO BPEMSA UN [0 BU3UTA HA Hefene 52
VTC=yrpoxatoLLee 3peHnto ocnoxHenue, PDR/ASNV

+CI-DME ougHuBaemas nonynauus UCKM0Yana naumeHToB, KOTOpble Ha MCXOAHOM ypoBHe umenu CRT >300 MKM 1 UMEeN1 Ka4yeCTBEHHOE
nogTeepxxaeHue GI-DME cornacHo ToMy, Kak OnpeeneHo B LEHTPE No pacLunpoBKe N306paxeHuil
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CpenHee H3MEHEHWEe MAKCUMaNbHOW OCTPOTbI 3PEHUS C KOppeKLuen

8.0+

—— AMUTaLNA
-{1-- 2016

_ 6.0+ 2q8

.

m

=

=

o

L 401

(]

[

LLJ

g E?' ““““““““““““““ S .

20 24 28
Hepens

p =0.0494 2q16 vs. umutaymm

=0.0895 2q8 vs. umuraymm
LOCF; Umutauus n=133, 2q16 n=135, 298 n=134 P ¢ .
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CpeaHee U3MEHEHUe LIeHTPanbHOM TONLLMHBI CETYATKK

100+
—— [IMUTaLNA
-{1=- 2016
50+ i 218
=
=
=
=50+
-100
O 4 8 12 16 20 24 28 32 36 40 44 48 52
Hepens p < 0.0001

2q16 n 2q8 vs. umutaymm
LOCF; Umutaumsa n=133, 2q16 n=135, 298 n=134

¢ClLC



OUI.28

'nasHbie TEAE B uccnegyemom rnasy BnioTb 40 Hefenu 52

—e [iMUTALMA  =-=- 216 — 208
N (FAS/SAF) 33 F 135 134
Kon-so nauueHtos = 1 AE, n (%) 67 (50.4%) 58 (43.0%) E 60 (44 .8%)
[11a3HbIe PAcCTPONCTBA 64(48.1%) £ 57(422%) | 59 (44.0%)
KOHBIOHKTBANHOE KPOBOM3NMAHME 7 (5.3%) 16 (11.9%) § 23(17.2%)
[InaBeTUYeCKmil OTEK CETYATKM 32 (24.1%) 8(5.9%) 1§ 12(9.0%)
ﬁgaCBTae%“Bemggmpgﬁgﬂ 3 (2.3%) 6 (4.4%) 12 (9.0%)
Bonb B rnasax 4 (3.0%) 10 (7.4%) E 3 (3.7%)
PeTHanbHbIE 3KCyaaThl 5 (3.8%) 5(3.7%) 7 (5.2%)
Brecpapu 1 (0.8%) 2 (1.5%) & (4.5%)
0TCN0MKa CTEKNOBMAHONO Tena 1(0.8%) 4 (3.0%) 4 (3.0%)
Kartapakra 1 {0.8%) 3 (2.2%) E 4 (3.0%)
CHHAPOM CyXOr0 rnasa 4 (3.0%) 3(22%) | 4(3.0%)
[InaGeTnyeckas peTMHoNaTs 13 (9.8%) 2 (1.5%) 3 (2.2%}
VXyALLEHNE 3peHNs 0 1(0.7% | 4(3.0%)

¢€/8¢



OUI.29

CepbesHbie rnasHbie TEAE B uccnegyemom rnasy BnnoTb 10 Hefienu 52

=~ |AMUTaLMA -men 2016 — 208
N (FAS/SAF) 133 nnnnnnnnnnnn 1 35 134
Kon-Bo naumeHToB ¢ =1 AE, n (%) 1 (0.8%) 0 1(0.7%)
CHWXeHe 0CTPOTbI 3peHus 0 0 1(0.7%)
KpoBou3nusHue B CTEKNOBUAHOE TENO 0 0 1{0.7%)
HeoBackynspu3aLusa panyXHoit 060104KM 1(0.8%) 0 0

¢€l6¢



OUI.30

[nasHoe BocnaneHue B uccnepyemom rnasy BnioTh f0 Hegenu 52

= |MUTALMS ==ex 2016 e 2018
N (FAS/SAF) 133 : 135 : 134
# MHBeKLVIA 0 749 : 1158
5 1(0.7%) 5 1(0.7%)
] > 0 0 : :
Kor-80 nauwenTos ¢ = 1 AE, n (%) :  (0,13% Hamnbekumo) 11 (0,09% Ha nHbekLmio)
KneTo4yHas onanecLeHLus B nepeaHei 0 : 3 : 1 (0.7%)
Kamepe rnasa : :
Mpu 0 | 1(0.7%) | 0

1 nononHuUTeNbHOE COBbITHE, CBA3AHHOE C BUTPEANbHbIMU KNETKAMK, ObINO BKNKOYEHO B |01, HO 6bINO onpepaenexHo, 41o

0HO He asnaetca 101 cobbiTrem

¢C/0€
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APTC co6biTHa BNNOTb A0 HEAenu 52

e [ MUTALNS anen 20116 — 208
N (FAS/SAF) 133 : 135 § 134
Kon-B0 NaLMEeHTOB C N0 MEeHbLUEN . ! . § .
mepe ofHUM Takum AE, n (%) 5 (3.8%) ; 4 (3.0%) ; 2 (1.5%)
He cMepTenbHbIn yaap 2 {1.5%) g 3 (2.2%) : 1(0.7%)
He cMepTenbHbI MHAAPKT MUOKapAA 0 § 1{0.7%) : 0
CocynmucTas cMepTb 3 (2.3%) : 0 : 1(0.7%)

ce/LE
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Jlons naumeHTos ¢ yny4leHnem Ha >3 cTyneHn oT HCXOJHOr0 YPOBHS
no DRSS k Hepene 52

50%+
45% -
40% -
35%
30%
25%+
20%4
15%+
10%

5%

0%

Jlong nauueHToB

Z

—

2
248

08%  1/133

Amntaums

*HOMUHAbHOE 3HayeHne p <0,001

LOCF; Mmutaumsa n=133, 2q16 n=135, 298 n=134 VS. umuTaymn
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PATENT COOPERATION TREATY

PCT

INTERNATIONAL SEARCH REPORT

(PCT Article 18 and Rules 43 and 44)

Applicant's or agent's file reference FOR FURTHER see Form PCT/ISA/220
REGN-026 WO ACTION as well as, where applicable, item 5 below.
International application No. International filing date (day/month/year) (Earliest) Priority Date (day/month/year)
PCT/US2018/063025 29 November 2018 (29-11-2018) 30 November 2017 (30-11-2017)
Applicant

REGENERON PHARMACEUTICALS, INC.

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.

5

This international search report consists of a total of sheets.

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:

the international application in the language in which it was filed

|:| atranslation 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. 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. [ ] unity of invention is lacking (see Box No Ill)

4. With regard to the title,
the text is approved as submitted by the applicant
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