OBILIASA XAPAKTEPUCTHUKA JIEKAPCTBEHHOTI O ITIPEITAPATA

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O IIPEITAPATA

Diinea, 40 Mr/mit, pacTBOp JUTsl BHYTPHUTIIA3HOTO BBEICHUS.

2. KAMECTBEHHBIN U KOJIMYECTBEHHBIN COCTAB
2.1. O0ee onucanue

Admubepuent — 3TO pPEKOMOWHAHTHBIM TUOPUAHBIA OENOK, COCTOSIIIMA U3 (parMeHTOB
BHEKJIETOYHBIX JIOMEHOB uyenoBedyeckux penenropoB VEGF 1 (VEGFR-1) u 2 (VEGFR-2),
coequHeHHbIX ¢ Fc-pparmenTtom uenoseueckoro ummyHorioOymuHa G (IgGl). Adnubepuent
npousBoautcs kierkamu K1 suynuka xutaiickoro xomsiuka (AKX, CHO) no Texnonoruu
pexkomOunanTHo JITHK.

2.2. KayecTBEHHBIN M KOJMYECTBEHHbINA COCTAB

JlelicTBytomee BemecTBo: agaudeprent.
1 M mpenapata coaepxkut 40 mr adaubepuenta.
Kaxnprit ¢paxon conepxut 11,12 mr admmbeprienta B 0,278 mi pactBopa.

N3Bnekaemblit 00beM oaHoro ¢uakoHa cocrasiser 0,1 Mia pacTBopa, YTO 3KBUBAJEHTHO 4 MT
adubepuenTa. J[aHHBINA U3BIIEKAaEMbI 00bEM PAacTBOpa MO3BOJIIET OOECIIEYUTh BBEJICHUE PAa30BOM
no3el 2 Mr admmbeprienta, 4to coctaiseT 0,05 M pacTBopa.

BcnomMmorareabpHEIE BENIECTBA C U3BECTHLIM IEHCTBUEM

Kasxxnprit Mo pactBopa conepxut 0,3 mr mosmcopbara 20 (E 432).

[TonHbIi TepeyeHb BCIIOMOTaTEIbHbBIX BENIECTB IPUBENIECH B pasaene 6.1.

3. JEKAPCTBEHHAS ®OPMA

PaCTBOp JJIA BHYTPHUIJIa3HOI'O BBEACHMS.

Hpo3paqHa;1 HJIK CJICTKa oIajJecuupyronias, 6CCI_IB6TH3$I HJIN CBETJIIO-KCJITOTO LIBETA X KUAKOCTD.

4. KIMHUYECKHUE JAHHBIE
4.1. Iloxa3zanusi K NPUMEHEHUIO0

[Ipemapat Diinea nmokazaH K IPUMEHEHUIO Y B3pOCTBIX ¢ 18 neT:

® s JIEYEHUs HEOBACKYISIPHOU («BIaKHOW») (hOpMBI BO3pAacCTHOW MaKyJSpHOH JereHepanuu
(«Bnaxknoi» popmbl BMI);

e ISl ICUCHUS YXY/IICHUS 3pEHUS, BBI3BAHHOTO MAKYJISIPHBIM OTEKOM BCIIEICTBHE OKKITFO3UU BEH
cetuatku (neHTpaipHoU BeHsl (OLIBC) unu ee BetBeli (OBLIBC));

® s JIGUCHUS YXYJIIEHUS 3PEHUS, BBI3BAHHOT'O IMA0ETHUECKUM MaKyJIsIpHBIM oTekoM ([IMO);

e Uil  JIEYEHUs  YXYALICHWS  3PEHHUs, BBI3BAHHOI'O  MHOIHMYECKOM  XOPHUOMIAIBHOMN
HeoBacKyJsipuzanueit (muonuueckoir XHB).



4.2. PexxuM 103MPOBAHUS U CNIOCO0 NMPUMeEHeHHUs!

[Ipenapat Dityiea 10MHKEH BBOJUTH TOJIBKO Bpad, UMEIOIIMIA COOTBETCTBYIOIIYIO KBATU(PHUKALNIO U
OIBIT UHTPABUTPEAIbHBIX UHBEKIIUMI.

PexxuM J1o3upoBanus

Heosacxynapnas («enasicnasy) popma 603pacmuoii MaKyIsipHol 0eceHepayuu («81axicHasy gopma
BM]I)

PexomennoBanHas 1o3a mpemnapara Jisiea cocTaBisieT 2 Mr adumOeprienTta, 4To SKBHUBAICHTHO
0,05 Mt pacTBOpA.

Jleuenne mpemaparoM ODilliea HAUYMHAIOT C BBEICHHUS TPEX IOCIEIOBATEIBHBIX E€XKEMECIUHBIX
WHBEKIIUH, TIOCIIE YeTO CIICAYIONIYI0 HHBEKIIUIO BRITIOTHSIOT Yepe3 Ba MecsIIa.

B nanpHeimeM AByXMeECSYHbIE MHTEPBAIBI MEXKIY MHBEKIUSMU Tpernapara Jilea MOryT OBITh
COXpaHEHBI WJIM YBEJIMYEHBI B PEKUME «ICUUTh W YBEIMYMBATh MHTEPBAI» HA OCHOBAHUU OIICHKU
pe3yIbTATOB U3MEHEHHUS OCTPOTHI 3PEHUS W/WIIM aHATOMHYECKHX TOKa3aTesiel JIeUalluM BpavyoM.
[Ipu ucnosb30BaHUU pEeXKUMA «JICUYUTh M YBEITUYMBATh MHTEPBAI» K MOCIEIYIOIIMM HHTEpBaJIaM
MEXIy HWHBEKIMSIMH TMpenapara Oiiea M00aBIsOT 1Mo 2 Wi 4 Hemenu i MOJAepKaHUS
JOCTUTHYTBIX CTAOMIIBHBIX OCTPOTHI 3PEHUSI U/MJIM aHATOMUYECKUX TTOKa3aTeleH.

B cnyuae yxymmeHuss ocTpoThl 3peHHS W/HMIIM aHATOMUYECKHX TOKa3aTeJell MHTEPBAIBI MEXIY
WHBEKITUSIMHU JJOJKHBI OBITh COOTBETCTBEHHO COKPAIIICHBI.

KonTtponbable 00cmeoBaHus MEXIY WHBEKIHAMH OOBIYHO HE TpeOyrOTCs, OJHAKO, €CIU Bpad
CUHTACT UX HEOOXOAMMBIMH, OHA MOTYT TIPOBOJUTHCS Yallle, YeM UHBEKIIUH.

HccnenoBanusi, B KOTOPBIX HHTEPBAJIBI MEXK/Ty MHBEKIIUSIMH MTpenapaToM Diifiea MPeBhIIIaIN YEThIPe
MecsIia WId ObLTH MEHEe YeThIpeX Hellelb, He MPOBOAMINCH (CM. paszmen S5.1.).

MaxynapHoliti omex, pazsusuwuiics 8cledcmeue OKKIO3UU 6eH cemyuamku (YeHmpaibHoUu GeHbl
(OL]BC) unu ee semseti (OBL[BC))

PexomennoBanHas n03a mpernapata Jiiyiea coctaBisieT 2 Mr adaubeprienta, 4TO 3KBUBAJICHTHO
0,05 mun pactBopa.

Ilocie HaydanmpbHOM WHBEKIHMH JICUCHHE IIPOBOAUTCA CKEMECCAYHO. I/IHTepBaJ'I MCKAY JBYM:A
WHBCKIHUAMHU JOJIXKCH OBITH HE MEHEE OJHOI'0O MEcCs1a.

Ecnu ne nabmiojaercs ymydlmieHHs OCTPOTHI 3pEHUS U AHATOMHUYECKHX IIOKa3aTeleil mocie
HEMPEePBIBHOIO JICUCHUS, JICUCHHE MTpenapaToM Difiea T0JKHO ObITh MIPEKPAILEHO.

Exemecsunbie HHBCKIUU IIPOAOJIKAIOT 40 JOCTHXKCHUA MaKCHUMAJIbHO BO3MOKHOH OCTPOTEI 3pCHUA
H/Uan OTCYTCTBHS IIPU3HAKOB aKTUBHOCTU 3a00eBaHus. Z[J'IH 3TOro HCO6XOI[I/IMO MMPOBCACHUEC TPEX
u OoJjiee MOCJIEOBATEIbHBIX €XKEMECIUHBIX HHBECKIIUM.

TepaHI/IH MOJKET OBITh MMPOAOJIZKCHA B PEIKUMCE «JICUUTDh U YBCIIMUUBATH HHTEPBAJD) IIPU ITOCTCIICHHOM
YBCIMUYCHUHN UHTCPBAJIa MEKAY HHBCKIUAMU I TOAACPIKAHUA JOCTUT'HYTBIX CcTaOMIIBLHBIX OCTPOThI
3pCHUA H/MIM  aHATOMHYECKHX HOKaSaTeHeﬁ, OOHAKO [JAaHHBIX, IIO3BOJIIOMNINX YCTAHOBUTH
JJIUTCIIbHOCTb MHTCPBAJIOB, HCIOCTATOYHO. B CJIyvdac yXyaAuIeHUusA OCTPOThI 3pCHUS U aHATOMUYICCKUX
MokazaTesei HHTCPBAJIbBI MCKIY UHBCKIUAMU JOJIKHBI OBITH COOTBETCTBEHHO COKpalICHbI.

MOHI/ITOPI/IHF u BBI60p CXCMbI JICUCHUA OCYILICCTBIAIOTCA JieHalllUM BpadOM Ha OCHOBAHUU
HHAUBUAYAJIBHOI'O OTBETA MAlUCHTA.

MOHUTOPUHT TPOSIBIEHUI aKTMBHOCTH 3a00J€BaHUS MOXKET BKJIIOYaTh B ceOs CTaHJIapTHBIN
o(ranbMoIOruYeckuii  0CMOTp, (QPYHKIMOHAIBHYIO TUarHOCTUKY WJIM MHCIOJb30BAaHUE METOJIOB
BU3YaJIN3aLUH (ONITHYECKON KOrepeHTHOM ToMorpaduu 1iu GIIroOpeclieHTHON aHruorpadun).

Jluabemuueckuti maxynapuwiti omex (J{MO)



PexomennoBanHas no3a mpemnapara Jitnea cocraBisier 2 Mr admaubeprenTa, 4To SKBUBAJIEHTHO
0,05 M pacTBOpa.

Tepanuto npenapatom Diijiea HAUMHAIOT C OJHON €XKEMECIYHON MHBEKIUU B TEUCHHE MEPBBIX MATH
MECSLEB, MOCIIE YET0 UHBEKIUHU MTPOBOJAT KaXKAbIE JIBA MECALIA.

JIByXMecsiuHble MHTEpPBaJIbl MEXy MHBEKUUSMHU Mpernapara Jijgea MOTYT ObITh COXpaHEHbI WU
HHTCpBAJIbI MOT'YT OBITH YCTAHOBJICHbI HWHAWBHUAYAJIbHO Ha OCHOBAHHMU OLCHKU PEC3YyJIbTAaTOB
M3MEHEHHsI OCTPOTHI 3PEHUS /WM aHATOMUYECKHX MTOKa3aTelel Jevamum BpadoM. Hanmpumep, npu
HCIIOJIB30BAHNHU PCKUMA «JICHHUTH W YBCIWYMBATHL MHTCPBAD» K MHTCPBAJIaM MCKAY HHBCKIUAMU
OOBIYHO MOOABIISAIOT MO 2 HEJENH Uil MOAJCPIKAHUS TOCTUTHYTHIX CTAOMIIBHBIX OCTPOTHI 3PEHUS
W/ aHATOMUYECKUX TIOKa3aTeniel. /laHHBIe M0 MPUMEHEHHUIO Tpernapara Dijiea ¢ HHTepBaIaMH
MCXKAY HHBCKUUAMHU, I[MPCBLIMIAIOIIMMHA YCTBIPEC MECALIA, OI'PAHUYCHBI. B ClIydyac yXyAlICHUA
OCTPOTHI 3pCHUA W/WIH aHATOMUYECKUX [TOKa3aTeIen HHTCPBAJIBI MCXK Y HUHBECKIIUAMU TOJIKHBI OBITH
COOTBETCTBECHHO COKpaliCHBI. I/ICCJ'IGI[OBaHI/ISI, B KOTOPBIX HWHTEPBAJIbI MCKAY HWHBCKUOUAMU
COCTaBJISUIM MEHEE YEThIPEX HEJENb, HE MPOBOAUIUCH (CM. pazzaen S.1.).

I'paduk KOHTPOIBHBIX 0OCIEAOBAHNUN COCTABIISAETCS JIeHalllM BPauoM.

Ecnu pesynbpTaThl OCTPOTHI 3peHUS] M AHATOMHUYECKHE IIOKa3aTeM YKa3bIBAIOT HA OTCYTCTBUE
s¢deKTa OT MPOBOIUMOrO JICUEHHUSI, TEPAIUIO MIpernapaToM Diiiea cleayeT MPeKpaTuTh.

Muonuueckas xopuouoanvras Heosackyisapuzayus (muonuyeckas XHB)

PexomennoBanHas no3a mpenapara Oijlea — OJHOKpaTHAas MHTPABUTPEAIbHAs WHBEKIUSA 2 MI
admubepuenTa, yto 3kBuBasIeHTHO 0,05 MIT pacTBOpA.

Ecou PE3YIbTATBl OCTPOTHI 3PCHUA W AHATOMHUYCCKUC IIOKA3aTCJIM YKa3bIBAIOT Ha COXPAaHCHUC
3360J’IeBaHI/IH, BO3MOXHO BBCJACHUEC JOIIOJIHUTCIIbHBIX HHBEKITUH. PCHI/I,I[I/IBBI JOJIXKHBI JICUUTHCA KaK
HOBOC ITPOABJICHUEC 3a00JIeBaHus.

I'padyik KOHTPOJIBHBIX OOCIIEIOBAHUIA COCTABIISICTCS JICUAIIUM BPauyoM.
HHTepBan Mexay I1ByMs 103aMHU JOJDKEH COCTABIISTH HE MEHEE OJTHOTO MEeCsIIa.

Oco0bl€e IpyImIbl TAaUEHTOB

Hauueﬂmbz C NeYeHOoYHOU U/ Ul NOYEYHOU He0OCMamoyYHOCHbIO

Huxaknx cnenuaibHBIX I/ICCJ'Ie,I[OBaHI/Iﬁ C y4aCTHEM IIAlIUCHTOB C MEYEHOYHOH W/WIM MOYEeYHOMH
HEAOCTAaTOYHOCTBIO, IMOJIyYaromuXx Ipemapar Sfmea, HE IIPOBOJUIIOCE.

Ha ocHOBaHWMM JOCTYNMHBIX JAHHBIX, KOPPEKIMH O3Bl y TaKMX MAIWCHTOB He Tpebyercs
(cMm. pasgen 5.2.).

.]]MMCI noJ#CUIoco so3pacma

CobmroieHs KaKuX-TM00 CHEIMAIbHBIX yCIOBHM He TpeOyercs. ONbIT JIedYeHHsI MalueHTOB CTapiie
75 net ¢ MO orpanuueH.

CTH

besonacHocth u 3hekTuBHOCTD MpenapaTa Ditnea He U3yyanach y aereit U noapocTkoB. [Ipenapar
Diiyiea He MOKa3aH K MPUMEHEHUIO Y JAHHOW I'PYIIIbI TAalUEHTOB.

Cnocob nmpuMeHeHus

HpenapaT Oiinea npeaAHa3Ha4YCH TOJIBKO JJII BHYTPUIJIA3HOT'O BBEACHH.

I/IHTpaBI/ITpeaJIbHBIe HHBCKIUU JOJIKHBI IIPOBOAUTHCA B COOTBETCTBUHM C MCEIAUIHUHCKHUMU
CTaHJapTaMu U HeﬁCTBYEMHMH PECKOMEHAaIUAMU KBaJ'II/I(l)I/IL[I/IpOBaHHBIM BpauoM, UMCIOIIUM OIIbIT
MMPOBCACHUA TAKUX HHBEeKIUNA. B 1enoMm HeO6XOJII/IMO o0ecreynTh AACKBATHYKO AHCCTC3UIO U
ACCIITUYCCKUEC YCJIOBUA, BKIIIOYasA HNPUMCHCHUC MCECTHBIX 6aKTCpI/II_II/IILHBIX CpCACTB IIHUPOKOI'o
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CIEeKTpa JIeiicTBUA (HampuMep, HAHOCUTH MMOBHJIOH-HO/] Ha KOXKY BOKPYT IJ1a3a, BEKO U IOBEPXHOCTh
rinasa). Pekomenayercs ne3undexuus pyk Xupypra, IpuMeHEHUE CTEPHIIBHBIX MIEPYATOK U Cal(eToK
U CTEPUIIBHOIO PACIIMPUTENS BEK (WIN €ro SKBUBAJICHTA).

NHBEKIIMOHHYIO UTITy ceayeT BBOAUTh Ha 3,5-4,0 MM K3aau OT JTUMOa B TIOJOCTh CTCKJIOBUTHOTO
Tena, u3beras rOpU30HTAIFHOIO MEpUANaHa U HAMpaBJsAs UTIY B IEHTp Ta3Horo si6moka. Oobem
BBOAUMOro pactopa 0,05 mi. Cneayroiasi HHbEKIUS MPOBOJIUTCA B IPYTON YYACTOK CKIIEPHI.

Cpa3y nocie MHTPaBUTPEATbHOW HHBEKIIUN COCTOSTHUE TAIUEHTa HEOOX0IMMO KOHTPOJIMPOBAThH Ha
MPEIMET TOBBILICHUSI BHYTPUIJIA3HOTO JABJICHUS. AJIEKBATHBII MOHUTOPUHI MOKET BKIIKOYATh
MPOBEpKy mepy3uu TUCKa 3pUTEIILHOTO HEepBa WM odTarbMOTOHOMETpHIO. [Ipn HeoOXoaumMocTn
cllelyeT 00eCeuuTh IOCTYITHOCTh CTEPHIIBHOTO 000PYI0BAHUS IS TIApaIeHTE3a.

[locne mpoBeneHWs WMHTPABUTPEATHHONH WHBEKIMH TAallMEHTa CJIEAyeT NpPeaylnpeauTb O
HeoOxoauMocT  Oe3oTiiaraTesbHO  coOOLIaTh O  JIIOOBIX  CUMIOTOMAax, KOTOpPbIE MOTYT
CBHUJICTEIICTBOBATh O Pa3BUTHUU HAO(TaNbMuTa (Hampumep, 00ib B II1a3y, MOKpPacHEHHWE IJIasa,
¢dotodoOus, MOMYTHEHUE 3PEHMUS).

Kaxnplii ¢nakoH criexyer HCHOIB30BaTh TOJNBKO Ui OJHOM HHTPaBUTPEANbHONM HWHBEKIIHU.
W3BneueHne HECKONBKUX J03 U3 OJHOro (hIakoHa MOMKET INPUBECTH K YBEIMYEHUIO pHUCKa
KOHTaMHUHAIMH U TOCIEAYIOUIEMY Pa3BUTHIO HH(EKIINH.

®dmakoH CcomepkHUT 03y aduuOeprenTta, MPEBHIIAIONIYI0 PEKOMEHAOBAHHYIO 103y 2 ML
(oxBuBaneHtHyto 0,05 miu pactBopa Juisl MHbeKIMHU). V3BnekaemMblii 00beM (rakoHa — 3TO 00bEM,
KOTOPBIM MOXET ObITh U3BJICUEH U3 (IaKOHA U HE UCIOJIB3YEeTCs MOJHOCThI0. M3BiiekaeMblil 00beM
¢naxoHa coctanisier He MeHee 0,1 mii. U30bITOYHBIN 00beM 10/17keH ObITH YAaJIeH 10 BBeleHus!
pexoMeHnxyeMoii 103blI (cM. pazaen 6.6.).

BBenenue noiaHoro oovema (uiakoHa MOXKET IPUBECTU K Nepeo3upoBKe. /st yaaneHus my3bIpbKoB
BO3/lyXa 1 U30BITOYHOT0 00beMa JIEKapCTBEHHOTO Mpernapara 13 MIPHIA CIeyeT MEeJYICHHO HaXKaTh
Ha TIOpIIEHb TaK, YTOOBI €ro IJIOCKWK Kpai moctur mMetku 0,05 mu Ha mmpuie (3KBHBaJICHTHOU
0,05 mu, 1.e. 2 mr aduubepuenta) (cm. pasaens 4.9. u 6.6.).

[Tocne MHBEKIIMN BECh HEHUCITIOJIb30BAHHBIH MpenapaT A0JKEH ObITh YTUIM3UPOBAH.

NucTpykuuu no oOpaiieHuIo ¢ JeKapCTBEHHBIM MpenapaTtoM mnepes BBEACHUEM CM. B pasjene 6.6.

4.3. IIpoTuBONOKA3aAHUSA

e [unepuyBCcTBUTENbHOCTh K adaubeplenty wid K JI0OOMYy W3 BCIIOMOraTeNbHBIX BEUIECTB,
MEepPEUYUCIICHHBIX B pa3jene 6.1.

e AKTHBHas WIH noao3peBacMasd HHTPA- UK IICPUOKYJIApHaA I/IH(I)GKI_[I/IH.
e AKTHMBHOE TSDKEJIOE BHYTPUI'JIA3HOC BOCIIAJICHUC.

e Bo3spact 10 18 ner.
4.4. Oco0ble yka3aHusi U Mepbl PeI0OCTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPOKHOCTBIO

® [P JICYCHUHU MALUEHTOB C MJI0X0 KOHTPOIUPYEMOH TI1ayKOMOH (He clieyeT BBOAUTH Mpenapar
DOiinea npu BHYTPUIJIA3HOM JaBlieHUH > 30 MM pT. CT.);

® y TAIMEHTOB, MEPEHECIIUX HHCYJbT, TPAH3UTOPHYI MIIEMUYECKYI0 aTaKky WM HHQPApPKT
MUOKapjaa B TeueHue mnocineanux 6 wmecsneB (mpu nedenun OLIBC, OBLIBC, MO wunu
muonudeckoir XHB);



® Yy MAIMEeHTOB ¢ (haKTOpaMH PUCKA HAPYIICHHS LEJIOCTHOCTH MUTMEHTHOTO SIHUTEIHSI CETUYATKH.

IIpocaexxuBaeMOCTh Iperapara

Crnenyer yeTko 0003HA4YaTh HAUMEHOBAHHME M CEPHIO BBOAMMOTO Ipernapara C Ielblo 00ecreueHHsI
MPOCIICKUBAEMOCTH OMOJIOTUYECKUX MTPETIapaToB.

Peakimmn, 06VCJIOBJICHHI)I€ HUHTPAaBUTPCAJIbHBIM BBECACHUECM

boina BbIfBIIEHA CBSI3b MHTPABUTPEATIbHBIX HHBEKLMH, BKIIOYas HHBEKUUU aduaubepuenta, c
pa3BUTHEM SHAO(DTATBMUTA, BHYTPUIIA3HOTO BOCIAJIEHUSI, PErMAaTOI€HHOI'O OTCIOCHUS CETYaTKH,
pa3pbiBa ceT4aTKH, TpaBMaTH4ECKON KaTapakThl (cM. paszzen 4.8.). Ilpu BBenenuu npenapara Ditnea
BCETJa ClexyeT COOMI0AaTh COOTBETCTBYIOIIYIO TEXHHUKY ACENTHUYECKOTO HMPOBEICHUS MHBEKIUH.
Kpome TOro, mammeHTHl JOJDKHBI HAXOIUTHCS IMOJ HAONIONEHHEM B TEUYCHHWE HENEeNd IMOocye
MIPOBEJICHHOW HWHBEKIUHU JUISl BBISBICHHS IEPBBIX NPU3HAKOB BOCHAJIEHUS M CBOEBPEMEHHOIO
Ha3HaueHus: HeoOxoauMoi Tepanuu. CrenyeT MHPOPMUPOBATH MAIMEHTOB O HEOOXOIMMOCTH
HEMEJIEHHO Ccoo0laTh Bpadyy O JIIOOBIX CHUMITOMAax, CBHJETENbCTBYIOIIUX O pa3BUTUHU
SHA0(PTAIBMUTA WM JIFOOOW IpYroi peaklny, yKa3aHHO! BBIILIE.

®dnakoH coAepKUT 103y adaubeprienta, MPEeBHIIAIONYI0 PEKOMEHJIOBAHHYIO 03y 2 MI (YTO
skBuBasIeHTHO 0,05 MJ1 pacTBOpa 11 nHBEKIUH). M30bITOUHBIN 00bEeM JIEKapCTBEHHOTO Mpenapara
JOJDKEH OBITH yJIaJIeH 10 HHBbEKIMH (M. pasmeinsl 4.2. u 6.6.).

Habmonanuchy ciydan MOBBIMIEHUS BHYTPUIJVIA3HOTO JaBlieHUss B mepBble 60 MUHYT mocie
MHTPAaBUTPEATbHBIX MHBEKIMHA, BKIIOYAas MHBEKIUH mpernapara Dinea (cMm. pazzen 4.8.). Ilpu
JICYEHWH TAIUEHTOB C IUJIOXO KOHTPOJUPYEMOM TJAayKOMOW HEOOXOAWMBI 0coOble Mepbl
MIPEIOCTOPOKHOCTH (HE ClelyeT BBOJUTH IMpernapar Oiiea Npu BHYTPUITIA3HOM JaBJICHUU
> 30 MM prt. cT.). Bo Beex ciydassx He0OXOAUM KOHTPOJIb BHYTPHIJIA3HOTO JABIICHUS U Mepy3un
JIMCKA 3pUTEILHOI0 HEPBA C HA3HAYEHUEM COOTBETCTBYIOILEH COCTOSHUIO TEPAIUU.

IMMyHOreHHOCTE

[Tockonpky mpemapaT Diiea TpeAcTaBiIsSeT cO00M OENOK ¢ TepareBTHUYECKHMMHU CBOWCTBaMH,
CYIIECTBYET BEPOATHOCTh TMPOSIBICHUS WMMyHOreHHoctd (cM. pasmen 4.8.). Cruenyer
WH(POPMHUPOBATh MAIMEHTOB O HEOOXOJAMMOCTH COOOIIaTh Bpady O JIOOBIX NpHU3HAKAX WIIH
CUMITOMAaxX BHYTPHUIJIa3HOTO BOCHAJIICHHUS, TAKUX Kak 0011k, (hoTooOUs UTH MOKpaCHEHHE, KOTOPbIE
MOTYT OBbITh KIIMHUYECKUMU MPOSIBICHUSIMHA TUIIEPUYBCTBUTEILHOCTHU K IIpEnapary.

Cucremusbie 3ddeKThI

[Tocne wuHTpaBUTpeanbHBIX WHBEKIMKA wuHrHOMTOpoB VEGF ObUM OTMEUeHBI cHCTEMHBIC
He)XKeJlaTeNIbHbIE SBJICHUS, B TOM 4YHCIIE KPOBOM3IUSHUS BHE OpraHa 3peHHs U TPOMOOIMOOHs
aprepuid. CylIecTByeT TEOPETHYECKHH PHCK CBSI3M ITUX sBIeHWN c uHruompoBanuem VEGF.
Nmerorcss orpaHuYeHHbIE JAaHHbIE N0 O€30MacHOCTH NMpHUMEHeHus adiaubeprenTa ManueHTaMu ¢
OLBC, OBLIBC, IMO unu muonunueckoit XHB, nmeromuMu B aHaMHEe3€ UHCYJIBT, TPAH3UTOPHYIO
UIIEMUYECKYIO0 aTaKy WM HH(ApKT MHOKapja 3a mepuoj B 6 MecdleB A0 Havana Tepanuu. [Ipu
JICYCHUHU TaKUX MAlUEHTOB CIEAYyeT COONI0IaTh OCTOPOKHOCTb.

IIpouee

Kak u B ciryyae uHTpaBuTpeaibHoro BeeneHus apyrux antu-VEGF npenapatos npu BM/I, OLIBC,
OBLBC, IMO u muonnueckoit XHB, cnenyer npuHATs BO BHUMaHUE CIEAYIOLIEE:

e besomnacHocTh U Y3PPEKTUBHOCTH MpenapaTa Jiliea mpyu BBEICHUH OJJHOBPEMEHHO B 00a riaza
CUCTeMaTUYEeCKU He u3ydainach (cMm. pazzmen 5.1.). OnHoBpeMeHHOe OunatepalibHOE BBEJICHUE
MO>KET MPHUBECTH K MOBBIIICHUIO CUCTEMHOM 3KCIO3HIIMH Mpernapara, 4To, B CBOK O4Yepe/lb,
MOBBIIIAET PUCK CUCTEMHBIX HEXKENATEIbHBIX SIBICHUM.

e OTCyTCTBYIOT CBEZICHUS 00 OJTHOBPEMEHHOM IIPUMEHEHUH IpenapaTa Diijiea ¢ IpyruMu aHTHu -
VEGF npenaparamu (CHCTEMHBIMU WU TJIa3HBIMU).
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e DakTOphl pUCKa, CBSI3aHHBIC C HAPYIICHWEM IEIOCTHOCTH CJIOSI MUTMEHTHBIX KJIETOK IMOCTe
antu-VEGF tepamuu «Bnaxuoi» gopmbr BM/I, BKIo4aoT 00MIKMpPHOE W/HIN BBIPOKEHHOE
OTCJIOCHHE TUTMEHTHOTO 3IUTENUs CeTYaTKU. B Havane Tepanuu npenaparom Diiea cieayer
cOOMI0ZaTh OCTOPOXKHOCTh TPH HAa3HAUCHHM IIperapara ManueHTtaM ¢ (akTopaMHu pUcKa
Pa3BUTHS Pa3pbIBOB MUTMEHTHOI'O SMUTENUS CETYATKH.

e [laneHTaM C perMaToreHHbIM OTCIOCHUEM CETYATKU WM C MAaKyJISPHBIMU pa3pbiBaMu 3 WU
4 ctaguu OT JIEYEHUsI CIIeAyeT BO3AECPKAThCSL.

e B ciydae pa3pbiBa CETYaTKH HMHBEKLUMS JOJDKHA ObITh OTMEHEHA, JICUEHUE HE CIEIyeT
BO300HOBJIATH JI0 a/ICKBaTHOTO BOCCTAHOBIICHUS Pa3phIBa.

e OT uHBEKUUHU CIENyeT BO3AEPKATbCS JO CIEAYIOLIEH 3alUIaHUPOBAaHHOM IO rpaduky
UHBEKIUU B CIIy4ae:

—  cHwkeHus MKO3 > 30 OykB 110 cpaBHEHHIO C MOCIIEAHEN OLEHKOM OCTPOTHI 3pEHMUS;

—  cyOpeTuHaNbHBIX KPOBOU3IUSIHHUM, 3aTparuBaroIlinX IEHTPAIbHYIO SMKY, WIH €CIH pa3Mep
KPOBOM3IHSIHUA cocTaBisieT > 50 % ot o0mieit o6macT mopaskeHusl.

e OT UHBEKIMH CJIETYET BO3IEPKATHCS HA TIEPHOJI 28 THEH 10 TUTAaHUPYEMOTO U 28 THeH mocie
MPOBEACHHOTO MHTPAOKYJISIPHOTO XUPYPrUIECKOTO BMEIIATEIHCTRA.

e [lpemnapar Diinea He cieyeT NPUMEHSATh IPU OEPEMEHHOCTH, 32 UCKIIIOUEHHUEM CITy4aeB, Korjaa
MOTCHIHAJIbHAA TII0Jb3a I MaTCepu IMPEBBIIIACT HOTGHI.[I/IaJ'IBHI)II\/II pUCK I 11044
(cMm. paszen 4.6.).

e JKeHIIMHBI pPENPOIYKTUBHOTO BO3pacTa JOJKHBI HCIONIB30BaTh 3((EeKTHBHBIE CpeAcTBa
KOHTpAIIENIUH B IEPUOJ JICUEHUS U IO KpallHE Mepe B TEUEHHUE 3 MECSILIEB MOCJE MOCIEeIHEN
HHTpaBUTpEAIbHOM HHbeKIKU adaudepienta (cM. paszaen 4.6.).

e OmnpiT neyenus naumeHToB ¢ umemuyeckon OLIBC nu OBLBC orpannuen. [Ipu Hanmuuum y
MAlMEHTOB KIMHUYECKUX MPU3HAKOB HEOOPAaTUMBIX M3MEHEHHM 3pUTENbHBIX (QYHKUMHA Ha
(dhone umemun Tepanus agrOepIenToM He peKOMEHI0OBaHa.

HOHYJ’IH![I/II/I C OIrpaHUYCHHBIMU JaHHBIMU

OmnpiT neuenus [IMO y mamueHTOB ¢ caxapHbIM Jua0eToM 1-ro Tuma, y MalMeHTOB C YPOBHEM
TNIMKUPOBAaHHOTO reMoriiobuHa Gomnee 12 %, y manueHToB ¢ npoiudepaTuBHON auabeTudyeckon
pEeTHHOIATHEH OrpaHUYEH.

[Ipumenenue mpemnapata Diljiea y HAalIEHTOB C aKTUBHBIMU CHCTEMHBIMH HWH(EKUMSIMH WU Y
MAIMEHTOB C COMyTCTBYIOUIUMHU 3a00JIEBaHUAMH TJ1a3, TAKUMH KaK OTCJIOCHUE CETYATKU WM Pa3phIB
Makyjbl He u3ydanoch. ONBIT JIeYeHHs IMpernapaToM Jiijiea MAlMEHTOB C CaXapHbIM JuabeToM U
HEKOHTPOJIMPYEMOM TUIEPTEH3UEH OTCYTCTBYET. DTO IOJKHO YYUTHIBATHCS JICHAIIUM BpayoM MPU
BEJICHUH TaKHX MaI[ICHTOB.

OnsIT npuMeHeHHs npenapata Ditnea i iedenus muonudeckoit XHB y mannenToB HeaznaTckoit
MOMYJISIUY, Y MAIMEHTOB, paHee MPOXOAUBIINX JeueHue muonudeckod XHB, a Takke y manueHToB
C TopakeHHueM dKcTpadoBeanbHON 007JaCTH OTCYTCTBYET.

BcnoMoraTenbsHbI€ BEIIECTBA

JlaHHBIH JIeKapCTBEHHBIN MpenapaT colepUT MeHee 1 MmoJb (23 Mr) HaTpus B pa3oBoi /103€, TO
€CTb, 110 CYTH, «HE COJEPKUT HATPUA».

JlanHblii nekapcTBeHHbIN npenapaT cogaepxut 0,015 mr nonucopbara 20 (E 432) B xaxxaoit no3e
0,05 M1, uro skBUBaieHTHO 0,3 Mr/mit. [TonucopOaTel MOT'YT BBI3BIBATh aJUIEPTUUYECKUE PEaKIUH.

4.5. B3aumojeiicTBue ¢ JAPYrHMH JIEKAPDCTBEHHBIMH HpenapaTamMM M [Jpyrue BH/bI
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B3aMMO/eiicTBHSA

HccenenoBanuil B OTHOLLIEHUH JIEKAPCTBEHHBIX B3aUMOJACHCTBUN HE IIPOBOIUIIOCH.

CoueranHoe npuMenenue poroaguHamuaeckoit tepanuu (O T) BeprenopduHoM u npenapara Diinea
HE U3y4aJioch, CIEI0BATEILHO, MPOdUIL 6€30MaCHOCTH HEU3BECTEH.

4.6. ®epTWILHOCTD, 0€PEMEHHOCTDH U JAKTALHSA

JKeHIUHBI ¢ IETOPOIHBIM ITOTCHIINAIOM

JXKeHmuHBI PenpoayKTUBHOTO BO3pacTa JOJDKHBI HCIIONB30BaTh d(P(QeKkTuBHBIE CpencTBa
KOHTpAIICTIIUK B TICPUOJ JICUCHUS U 1O KpailHel Mepe B TEUCHHE 3 MECSIICB ITOCIC TOCIEIHEH
WHTpaBUTpEATbHON HHBEKIUHU adubepienta (cM. pasaen 4.4.).

bepemMeHHOCTB

JlaHHble IO TpUMEHEHHUo aaubdeprienTa y 0epeMEeHHbIX KEHIIUH OTCYTCTBYIOT.
B nccnenoBanusix Ha )KUBOTHBIX Oblia MPOJIEMOHCTPUPOBaHA IMOPHO-(hETOTOKCUYHOCTb.

HecMoTpst Ha TO, YTO cHCTEMHAs SKCTIO3UIUS TTOCIIe BHYTPHUIJIA3HOTO BBEJCHUS TIpemnapara Ditnea
OYCHb MaJia, MperapaT He CIAeAyeT MPUMEHSTh P OEPEMEHHOCTH, 33 UCKITIOYEHUEM CITy4YaeB, KOT/1a
MOTEHITMATbHAS TTOJIh3a JJII MaTePH MPEBBINIACT MOTCHIIMAIBHBIA PUCK IS TT0a (cM. pasnen 4.4.).

JlakTanus

OCHOBEBIBasICH Ha OYEHL OrpaHNMYCHHBIX JAHHBIX Y YCJIOBCKA, a(me6epuenT MOXET BBIACIIATHCA B
TPYJIHOE MOJIOKO B HU3KUX KOHIIEHTpaIusax. Admubeprent npeacTaBisieT co0oil MoJieKyly Oenka
OOJIBIIIOTO pa3Mepa W OXKHIACTCS, YTO KOJIMYECTBO JICKAPCTBEHHOTO Iperapara, MOCTYHAroIee
peObeHKy W3 TPYAHOrO MOJIOKa, OyneT MHUHHUMalbHBIM. Bnusaue adnubepuenta Ha
HOBOPOXKICHHBIX/MJIA/ICHIICB, HAXOISAIIMXCS Ha TPYAHOM BCKapMIIMBAHUH, HEU3BECTHO.

B kauecTBe Mepbl MpeAOCTOPOKHOCTH HE PEKOMEHAYETCS MPOBOJIUThH IPYTHOE BCKapMIIMBaHHE BO
BpeMs MPUMEHEHUS Mpenapara Jidjea.

DepTHIBLHOCTE

Pe3ynbrarel MccreoBaHMN Ha JKMBOTHBIX C BBICOKOM CHCTEMHOM OKCIIO3MIIMEH Ipernapara
MMOKa3bIBAIOT, 4TO aduuOepIenT MOXKET Hapymarh (EpTUILHOCTh 0COOEH MYMXKCKOTO M YKEHCKOTO
nosia. Takue 3ppeKThl MaTOBEPOATHBI ITOCIIE BHYTPHUITIA3HOTO BBEJICHHUS Mperapara ¢ y4eToM OYCHb
HHU3KOM CUCTEMHOM SKCIO3HIINU.

4.7. BiusiHde Ha CHOCOOHOCTH YNPABJSTH TPAHCHOPTHBIMHU CPeACTBAMH M PadoTaTh C
MeXaHU3MaMH

HpenapaT Oiinea oOKa3pIBaeT cl1ad0e BIHAHHE HA CIOCOOHOCTH YOpaBJATh TPAaHCIIOPTHBIMHA
CpeacTBaMu U pa6OTaTL C MCXaHU3MaMHU BCJIICACTBUEC BO3MOKHBIX BPECMCHHBIX HapymeHI/HZ 3pCHUA,
CBA3aHHBIX KaK C PIH’beKLIHefI, TaKk U C HpOHGI[ypOﬁ O6CJ'I€I[OBaHI/IH. Ecau mocne IMPOBCACHUS
HHBCKIHUH Y IMAUCHTA BO3HUKIIM BPEMCHHBIC HAPYIICHUA 3PCHUA, TO MMAUCHTY HE PCKOMCHAYCTCA
YHpaBJIATb aBTOMOOMJIEM HJIN pa6OTaTL C MCXaHHU3MaMHU JO BOCCTAHOBJICHUA YCTKOCTU 3PpUTCIIbHOI'O
BOCIIpUATHUA.

4.8. HexenareabHble peakumn

Pesrome npoduiist 0e3onacHOCTH

3102 manuenTa, MpUHUMABIIKX yyacTHe B BOCbMHU HcciaenoBanusx 11 ¢a3pl, cocTaBuim nomynsuuio
1o oreHke 6e3onacHocT. M3 Hux 2501 manueHT noyryyan peKOMEH/I0BaHHYIO 103y 2 MT.
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Cepbesnble 0()TaIBMOJIOTHYECKUE HEXKEJIATeNIbHBIE PEAKIIMK, BOSHUKILINE B HCCICIYEMOM IJ1a3y U
CBSI3aHHBIE C ITPOLIEypOI BBEEHM I, OTMEUaIMCh MeHee 4eM B 1 ciyuae Ha 1900 uHTpaBUTpeaIbHbIX
MHBEKIMKA Tpenapata OJiiea W BKIIOYAIM CIEMOTY, S3HIAOMTAIBMHUT, OTCIOEHHE CETYaTKH,
TPaBMaTUUYECKYIO0 KaTapakTy, KaTapakTy, KpPOBOU3JIUSHHE B CTEKIOBHJHOE TE€JO, OTCIOUKY
CTEKJIOBUTHOTO TeJIa U MOBBIIICHUE BHYTPUIIIA3HOTO AaBieHUs (cM. pasnaen 4.4.).

Haubonee pacmpocTpaHeHHBIE HEKeNaTeslbHbIE peakiuu (1Mo KpaifHeil mepe y 5 % ManueHToB,
MOJyYaBIIMX TEPAIMI0 MpernapatoM Oiijea) BKIOYAIM KPOBOTCUCHHE B KOHBIOHKTHBY (25 %),
kpoBoteueHue B cetdatky (11 %), ymenbinenue octpotsl 3peHus (11 %), 6oap B riazy (10 %),
KarapakTy (8 %), MOBBILIEHUE BHYTPUIJIa3HOrO JaBieHUs (8 %), OTCIONKY CTEKJIOBUAHOIO Telia
(7 %) u otnoxxenus B crexioBuaHoM tene (7 %).

Pe3roMe HexenaTelIbHbIX PEAKIIUNI

Jlanubie 1O 0€30MacHOCTH, TNPUBEACHHBIE HIDKE, BKJIIOYAIOT BCE HEXENaTelIbHbIE pEeaKIIHH,
OTMEYEHHBIC B BOCbMHU uccienoBanusx |11 ¢as3pl mpu jieueHnn mo moka3zaHusM «BIIaXHas» Gopma
BM/JI, OIIBC, OBIBC, IMO wu wmuonuueckas XHB c¢ yka3zaHuem BO3MOXHOCTH HaJTHYUS
MPUINHHO-CIIEJCTBEHHOMN CBSI3U C MPOIEAYPOIl BBEJCHUS WU JICKAPCTBEHHBIM MPETIapaToM.

HexenarennHble pcakuun, NpcACTAaBJICHHBIC HHXKC, IMCPCUUCICHLBI B COOTBCTCTBHUH C JaCcTOTOU
BCTPEYACMOCTH B KJIMHHYECKHX HCCIICIOBAHUSIX W C CHCTEMHO-OpPraHHBIM KiaccoMm. Yacrora
BCTPEYAEMOCTH OTPEIEIAETCS CISAYIOMMM 00pa3oM: odeHb dacto (> 1/10), gacto (> 1/100, HO
< 1/10), Hewacro (= 1/1000, Ho < 1/100), peaxo (= 1/10000, vo < 1/1000), ouens peaxo (< 1/10000),
qacTOTa HEU3BECCTHA (Ha OCHOBAHUHN UMCHOIIIUXCS JaHHBIX OLICHUTH HeBOSMO)KHO).

B npenenax kaaoi rpynnsl HEKEIaTeNIbHBIE PEAKIIUU MPEJICTABICHBI B MOPSAKE YMEHBIIECHUS UX
TSKECTH.

Hapyuienust co cTOpOHBI MMMYHHOM CHCTEMBI
Heuacmo: TunepyyBCTBUTEILHOCTE ***
Hapymienusi co cTOpoHbI Oprana 3peHust

Ouenv yacmo: yMeHbBIIEHUE OCTPOTHI 3pPEHUS, KPOBOTEUCHHE B CETYATKy, KpPOBOTEUYEHHE B
KOHBIOHKTHBY, OOJIb B IJ1a3y.

Yacmo: Pa3pbiB IMT'MCHTHOI'O SITUTEIINA CeTLIaTKI/I*, OTCJIOCHUEC ITUT'MCHTHOI'O SIIUTCIINA CETUYATKU,
ACTCHEpaAlMs CECTYAaTKU, KPOBOMU3JIUAHNUE B CTCKIIOBUAHOC TEJIO0, KaTapaKTa, KaTapaKkTa KOPTHUKaJIbHad,
KaTapakTa sAACpHasA, KaTapaKTa CY6KaHCYJ'I$IpHa$I, 9po3usa poroBulbl, CCaaWHa POI'OBUIIBI,
IIOBBIIICHUEC BHYTPUIJIA3HOI'O OIaBJICHUSA, IOMYTHCHHUEC B I10JIC 3pCHUA, OTJIOKCHUS B CTCKIIOBUIHOM
TCIIC, OTCJIOMKa CTCKJIOBHUJHOI'O T€J1a, 0oL B MeCTe HHBCKIWH, OMYHICHUC IPUCYTCTBUA
HHOPOAHOrO TEJIa B I'1a3y, THICPCEKPETOPHOEC CIIC300TACIICHUC, OTCK BEK, KPOBOU3IUAHNUEC B MECTE
HMHBCKIUH, TOYCUHBIN KCPATUT, TUIICPEMUA KOHBbOHKTHBEI, THIICPEMUS I'J1a3.

Heuacmo: BHﬂO(i)TaHLMI/IT**, OTCJIOCHUC CCTUATKHU, PA3PBIB CCTUATKH, UPUT, YBEUT, UPUAOLHUKIIUT,
JICHTUKYJIAPHBIC IMOMYTHCHUA, ,Z[e(beKTBI OIUTCIINUSA POI'OBUIbLI, Pa3ApaXCHUC B MCCTC HMHBCKIHWH,
HCECCTCCTBCHHBIC OIIYLICHUSA B IJIa3y, pa3Apa)KCHUC BCK, ONAJICCHCHIHNA nepenHeP“I KaMECpbl, OTCK
POroBulbI.

Peoko: CJICIIOTA, TpaBMAaTUYCCKas KaTapaKTa, BUTPUT, T'MIIOIIMOH.

Yacmoma neuzgecmua: CKIeput****,

* CocTosHUS, CBSI3aHHBIC, KaK M3BECTHO, C «BIakHOW» ¢opmoit BMJI. Habmromanuchk TONBKO B MCCIEIOBAHUAX C
«BIAXHOW» Ppopmoit BM/I.

** NH(peKInOHHBI 1 HeMH(DEKITMOHHBINA YHT0(TaIEMUT.

*** B MOCTPETUCTPAIMOHHOM TMEPUOJIE COOOIIECHHUS] O PEAKNUAX TUICPIYBCTBHUTEIHHOCTH BKJIIOYANHA CHIIb, 3V,
KpanvBHUILY ¥ B OTAEIBHBIX CIIydasix — TsDKeNble aHa(IaKTHIecKrue/aHaruiIakTOnHbIE PEaKInH.
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**%% /I3 MOCTMapKETHHTOBBIX COOOIIICHUIA.

Onucanue OTJICNIbHBIX HEXKEIaTeIbHbBIX PEaKIIMi

B wuccnenoBanusix |l dassr npu «Bnaxuoi» (opme BMJl oTMEUEHO MOBBIIEHUE YaCTOTHI
BO3HUKHOBEHHUSI KPOBOTEUYEHUS B KOHBIOHKTHBY Y MAIlUCHTOB, MOTYYAIOIUX aHTUTPOMOOTHYECKHE
npenapathl. [loBbllIeHHE 4YacTOTHI BO3HMKHOBEHMS JAHHOI'O SIBJICHUS OBLIO COINOCTABHUMBIM Y
MalUEeHTOB, MOJTYYaloIUuX paHnOu3ymMad u npenapar Ditiea.

Aptepuanbubie TpomO0osIMbonnueckue coObitusd (ATC) ABIAIOTCS HEXENATEIbHBIMU SIBICHUSMU,
MOTEHIIMAIFHO CBSA3aHHBIMU C CUCTeMHBIM mHruOmpoBanuem VEGF. Teopermuecku cymiecTByer
puck ATC, Bkmo4as HWHCYIT W WHGAPKT MHOKapAa, ITOCIE€ HHTPABUTPEATHHOTO BBEICHUS
uaruouropos VEGF.

B knmuHM4eckux ucciieoBaHusX Npenapara Jilyiea y NalueHToB ¢ «BiIaxkHOI» popmoit BM/I, IMO,
OILIBC, OBIIBC n mumonuueckoir XHB naGmomanace Hu3kas gactora BosHuKHOBeHHS ATC. Ilo
KaKJOMY W3 MOKa3aHUM He HAONI0AaJoCh 3HAYMTEIbHOW Pa3sHUIIBI MEXAY IpylIamMu MalueHTOB,
MoJIy4aBIIMMU apIuOeplenT, U MallMeHTaMU COOTBETCTBYIOIUX KOHTPOJIbHBIX TPYTIIL.

Kax u Bce TepaneBTrueckue Oeku, mpenapar Jitiea 00J1a7aeT UMMYHOT€HHBIM MTOTEHITHATIOM.

Co00I1IeHHE 0 MOI03PEBAEMBIX HEXKEIATENbHBIX DEAKIIAAX

BaxHo coo0mars O MOJO3PEBAaEMBbIX HEKENIATENbHBIX PEAKLUUAX IMOCIE€  PErucTparu
JIEKapCTBEHHOI'0 Tperapara C LEeJbl0 OO0ecreueHusi HEeNpPEepbIBHOIO MOHUTOPHHIA COOTHOIICHMS
«I0JIb3a — PHUCK» JIEKAPCTBEHHOro Ipenapata. MeAWIUMHCKUM pabOTHUKaM pPEKOMEHIYEeTCs
coOO0IIATh O JHOBIX M0J03PEBAEMBIX HEXKEIATEIBHBIX PEAKIMAX JEKAPCTBEHHOT 0 Ipernapara 4epes
HalTMOHAJIbHBIE CHUCTEMBI COO6H1€HI/I$I 0 HCEXKCIIATCIIBHBIX PCaKIUiAX TroCydapCTB — YICHOB
EBpa3uiickoro s5KOHOMHUYECKOTO COI03a:

Poccuiickas ®@eoepayus

denepanpHas cinyx0a 1Mo Haa30py B cdhepe 3apaBoOXpaHEHUS

Anpec: 109012, r. MockBa, CnaBsiHcKas momais, a. 4, ctp. 1

Tenedon: +7 800 550 99 03

Dnexrponnas moura: pharm@roszdravnadzor.gov.ru wium npr@roszdravnadzor.gov.ru
Caiit: www.roszdravnadzor.gov.ru

Pecnyonuxa Kazaxcman

PI'TT na IIXB «HaunoHaJbHBIM LEHTP SKCHEPTU3bl JICKAPCTBEHHBIX CPEIACTB U MEIULIMHCKHX
maenuit»  Komurera MemunuHcKOoro W (GapMameBTHYECKOTO  KOHTpois  MUHHCTEpCTBA
3npaBooxpaneHus Pecnyonuku Kazaxcran

Anpec: 010000, r. Acrana, paiton baiikonslp, yi. A. Umanosa, 13 (BL] «Hypcayner 2»)
Tenedon: +7 7172 23 51 35

OnexrponHas noura: farm@dari.kz

Caiit: www.ndda.kz

Pecnybnuxa Benapyco

VII «LleHTp 3KCIepTU3 U UCIBITAHUMI B 3PABOOXPAHEHUMN

Anpec: 220037, r. Munck, ToBapuiueckuii niep., 2a

Tenedon: +375 17 231 85 14

@axc: + 375 17 252 53 58



Tenedon oraena dpapmakonanzopa: +375 17 242 00 29
DnekrponHas noyra: repl@rceth.by, rceth@rceth.by
Caiit: www.rceth.by

4.9. llepeno3upoBKa

CHUMIITOMBI

B xnMHHMYECKUX HCCIeI0BaHUAX IPUMEHSIIMCH 103bI 10 4 MI' ¢ HHTEpBaJIOM 1 Mecsl, HaOII0AaIuCh
OTJIEJIbHBIE CITyYau NePeJ03UPOBKU IIPU IPUMEHEHUHU JI03bI 8 MT.

[lepemo3upoBKa C BBEIECHUEM OOJBIIETO O00BEMa PACTBOPA MOXKET TPUBOAHUTH K IMOBBIIICHHIO
BHYTPHIJIa3HOTO aaBjieHus (cM. pasmenst 4.2. u 4.4.).

Jleyenue

B ciyuae nepe1o3upoBKy cliefyeT KOHTPOJIMPOBATH BHYTPUTIIA3HOE JIABJICHUE, TIPU HEOOXOAUMOCTH
Jeyaruii Bpad JOJKEH HavyaTh aJIEKBATHYIO TEPAMHIO MO0 €ro KOppeKiuu (cM. pazaen 6.6.).

5. DPAPMAKOJIOTTYECKHUE CBOMCTBA
5.1. ®apmakoaMHaMH4YecKHe CBOCTBA

®apmakoTepanepTuueckass rpymnmna: CpeactBa, NpHUMEHseMble B OQPTaJIbMOJIOTUH; CPEACTBA,
IpPUMEHsEMbIE TIpU 3a00JIEBAHUAX COCYAMCTONW OOOJOYKHM TJla3a; CPEACTBA, HPENATCTBYIOLIME
HEOBACKYJISIPU3ALIMH.

Kon ATX: SO1LAQ5

Admubepuent — 3TO pPEeKOMOWHAHTHBIA THUOPUIHBIA OCJNOK, COCTOSIIUH W3 (parMeHTOB
BHEKJICTOUHBIX J0MEHOB uenoBeueckux perenropoB VEGF 1 (VEGFR-1) u 2 (VEGFR-2),
coeauHeHHBIX ¢ Fe-pparmenTom uenoBeyeckoro mmmynornooyauaa G (1gG1).

Admubepuent npomsBoautcs kiaetkamu K1 suynwmka kutaiickoro xomsdka (AKX, CHO) mo
TexHoyioruu pekomounantaou JJHK.

AdnubeprienT AeHCTBYET KaK pacTBOPUMBIN pELENITOP-JIOBYIIKA, KOTOPhIH cBs3biBaeT VEGF-A
(cocyamcTslii SHAOTENHAIBHBIN (GakTop pocta A) u PIGF (mnamenrapusiii aktop pocra) ¢ 6osee
BBICOKOW a(@HUHHOCTBIO, YeM UX €CTECTBEHHBIC pELENTOPbl, M, TaKUM O0O0pa3oM, MOXKET
WHTUOMPOBATh CBSA3BIBAHME M aKTHBAIIUIO 3TUX poAcTBeHHbIX VEGF pernentopos.

Mexanusm JaelcTBUA

Cocyucthiii sHI0TeNHATBbHBIH (hakTop pocta A (VEGF-A) n manentapusiit haktop pocra (PIGF)
ABIAIOTCS wieHamu cemeiictBa VEGF aHruoreHHbIX (PakToOpoB, KOTOpbIE 00JaJal0T MOIIHBIM
MUTOT'CHHBIM, XEMOTAKCHYECKHM JICHCTBHEM B OTHONICHHM KICTOK JHIOTEIHMS M IOBBIIIAIOT
npoHuiaeMocts cocynoB. VEGF neiicTByer dvepe3 [Ba THIla TUPO3MHKUHA3HBIX PEICTITOPOB,
VEGFR-1 u VEGFR-2, mpeacraBicHHBIX Ha IIOBEPXHOCTH SHIOTEIHANbHBIX KieTok. PIGF
cBs3biBaeTcs Toabko ¢ VEGFR-1, koTopsie Takke MPUCYTCTBYIOT Ha TOBEPXHOCTH JIEHKOIUTOB.
N36biTounass aktuBanuss VEGF-A 3Tux penentopoB MOMKET NPUBOIUTH K IaTOJIOTHMUECKON
HEOBACKYJISIPH3allii M H30BITOYHOM MPOHHMIIAEMOCTH cOCyI0B. B atmx mporeccax PIGF moxer
nposBiATh cuHeprusm ¢ VEGF-A, a Taxoke cTuMynipyeT HHOUIBTPALUIO JIEHKOLUTOB U COCYAUCTOE
BOCHAJICHUE.

dapmakonnaamuueckue 3¢ dexTol / Kitmanuyeckas 3¢ deKTUBHOCTL U 0€301aCHOCTD

Heosackynapuas («enasicnasny) ¢hopma 603pacmuou MaKynapHou 0eceHepayuu («8LaxcHasy gopma
BM]])
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«Bnaxnas» ¢popma BMJ] xapakTepusyercss NaTOJIOTHYECKONH HEOBACKYJSpU3ALUEH XOPHOUICH.
[IpocaurBaHre KPOBH U KUAKOCTU U3 N1aTOJIOTNYECKH HEOBACKYJIIPU3UPOBAHHON XOPHUOUJEN MOKET
BBI3BATh YTOJIICHUE IeHTpaibHON 30HBI ceryaTku (L[3C) mnm oTexk /WM KpOBOW3IHUSHHUS B
CeTyaTKy/CyOpeTHHAIbHOE MPOCTPAHCTBO, YTO MPUBOJUT K CHIXKEHUIO OCTPOTHI 3pEHUSL.

besomacHocth u 3pdexTrBHOCTE Mpenapara Diiea npu «BiaxHoi» ¢popme BMJI onennBanach B
JBYX PpaHIOMU3HPOBAHHBIX MHOTOLIEHTPOBBIX JBOMHBIX MACKHPOBAHHBIX MCCIEAOBAaHUAX C
aktuBHbIM KoHTpoieM VIEW1 u VIEW2. B »stux wuccinegoBanusax 2412 mnauueHToB ObLIU
paHzoMu3upoBaHbl B cooTHomeHuu 1:1:1:1 Ha nomyyenue npenapata Ditniea (1817 nauuenToB) niu
paHnON3yMada B CICIYIONNX PEKIMAX:

1) Diinea 2 Mr kax/ple 8 He/leNb Mocie 3 MepPBOHAYAIBHBIX €XKEMECIYHbIX HBbeKIMH (Diinea 2Q8);
2) Diinea 2 mr kaxpie 4 Hepenu (Ditnea 2Q4);

3) Diinea 0,5 mr kaxapie 4 Heaenu (Diinea 0,50Q4);

4) Pannbuzyma6 0,5 mr kaxapie 4 Heaenu (pannousymad 0,5Q4).

B nccnenoBanus OpUH BKITFOUEHBI MTAIIMEHTHI B Bo3pacTe oT 49 10 99 net, cpenuii BO3pacT COCTaBUII
76 ner. Okono 89 % mnanuentoB (1616 n3 1817), pannoMU3UPOBAaHHBIX B IpyHIbl Diiiea, ObLIH B
Bo3pacte 65 net wim crapiie, okoio 63 % (1139 uz 1817) — B Bo3pacte 75 neT wim crapiie.

Ha BTOpOM rojy WcCCIIeOBaHHMA TAIMEHTHI MPOJOJDKAIM TOJydYaTh Mpenapatbl B TOW K€ JI03e,
KoTopas Obljla Ha3HAYCHA UM UCXOJHO, HO B MOJTU(PHUITUPOBAHHOM PEKHME JIO3UPOBAHUS, KOTOPBIH,
COTJIACHO TIPOTOKOJTY, OCHOBBIBAJICS Ha Pe3yJIbTaTaX U3MEHEHUS OCTPOTHI 3PCHHSI i aHATOMHYECKUX
MOKa3areyie, MpH 3TOM MaKCHMAaJIbHBIA WHTEPBAT MEXKIY HWHBEKIUSIMH COCTaBJSUT He Oolee
12 »enens.

B o0oux umccnenoBaHUsIX MEPBUYHON KOHEYHOM TOYKOW 3(PGEKTUBHOCTH ObLa OIS MAIMEHTOB,
COOTBETCTBOBABIINX TPEOOBAHUSAM IPOTOKOJA, Y KOTOPHIX MOAICPKUBAIACH OCTPOTA 3PEHHS, YTO
moapasymeBaio morepro meHee 15 6yks mo mkane ETDRS (Early Treatment Diabetic Retinopathy
Study, HccrnenoBanue paHHEro J€YeHHs TUAOCTHUYCCKOW PETHHONMATHH) HAa 52-i Hemene 1o
CPaBHEHHIO C UCXOJHBIM COCTOSTHHEM.

B uccnegoBanun VIEW1 Ha 52-i Henene octpota 3peHus nogaepxkusanack y 95,1 % mnanueHTtos,
MOJyYaBIIMX MpernapaTr Dijiea 2 Mr KaxIble 8 Helelb Mmociie 3 NmepBOHAYaJbHbIX €KEMECSYHBIX
UHBEKIUH, MO cpaBHeHHIO ¢ 94,4 % mnanueHToB, moyy4aBmuX paHuOuzymad 0,5 Mr kaxibie
4 yenenu.

B uccnegoBanun VIEW?2 Ha 52-ii Henene octpoTa 3peHus nojaepkuBaiack y 95,6 % mnanueHTos,
MOJyYaBIIMX MpenapaTr Diljiea 2 Mr KaxIble 8 Helelb mociie 3 mepBOHAYaJbHBIX €KEMECSYHBIX
UHBEKIUH, MO cpaBHeHHIO ¢ 94,4 % mnanueHToB, Mmoyy4yaBmuX paHuOuzymad 0,5 Mr kaxibie
4 yenenu.

B o6oux uccnenoanusx OblII0 MOKa3aHO, 4yTo Dilyiea u paHNOKU3yMal, mpuMeHsBiIuiics B 1o3e 0,5 mr
KaKJible 4 HEeJIeIH, COITOCTAaBUMBI 110 KITMHUYECKOH 3(PPEKTUBHOCTH.

[TonpoOHOE omucaHue pe3ynbTaTOB aHalIW3a OObEIUHEHHBIX JaHHBIX OOOMX HCCIeIOBAaHUN
npuseneHo B Tabnume 1.

Tabmuma 1: Ouenka »ddexkTuBHOCTH Ha 52-i u 96-if Hemene, KOMOMHHpPOBAHHBIC JaHHBIC
uccnepoanniit VIEW1 u VIEW?2

Onenka 3¢ GeKTUBHOCTH Olinea 2 Mr KaxxJple 8 HEJENb Pannbuzymab
nocie 3 nepBoHayYaNbHbIX
eKeMeCSUHbIX UHBEKIUI 0,5 mr xaxxaple 4 Henenu
(N=607) (N=595)

11



52 Henens

96 uenend

52 Henens

96 Henensa

Cpennee 4nucii0o HBEKIIHUMA

7,6

11,2

12,3

16,5

CpenHee  4yuCIO  MHBEKLIHH

4,2

4,7

(Henenu 52-96)

Jlons nanueHToB ¢ notepei < 15
OyKkB c MaKCUMaJIbHO
KOPPUTHUPOBAHHOM OCTPOTOM
3penust (MKO3) no cpaBHeHMIO €
HCXOJHBIM COCTOSIHUEM

95,33 % 92,42 % 94,42 % 91,60 %

Cpennee
MaKCUMaJIbHO
KOPPUTHUPOBAHHOM OCTPOTHI
spenuss (MKO3), wusMepeHHOU 8,40 7,62 8,74 7,89
o Kajie ETDRS o
CpaBHEHUIO c HCXOJTHBIM
COCTOSIHHEM

U3MCHCHUC

Jlonst manueHToB, MpUOaBUBIINX
>15 OyxB no mkaie ETDRS no
CPaBHEHUIO C HCXOHBIM
COCTOSIHUEM

30,97 % 33,44 % 32,44 % 31,60 %

VY manueHToB, MOJyYaBIIMX TEPAMHIO MpenaparoM Jiisiea (Mo OJHONW MHBEKIIMH KaKIble 8 Heelb
nociie 3 TNepBOHAYAJBHBIX €KEMECSYHbIX WHBEKIUH), TOJIIMHA LEHTPaJbHOW 30HBI CETYATKU
(TH3C) u cpeanuit pazmep 00JIaCTU MATOJOTUUECKONW HEOBACKYIISPHU3AlMA YMEHBIIUINCH BCKOPE
Mocjie Hayaja JIeYeHUs, 4YTO COOTBETCTBYET pe3yJjbTaTaM, IOJYyYEHHBIM MpH MPUMEHEHUU
pannbuzymada B mo3e 0,5 M Ka)XpIii MecCsIIl.

JloCTUTHYTOE YMEHBIICHHE pa3Mepa 30HbI MaToJIornyecko HeoBackyisipuzammu u  TL3C
OCTaBaJIOCh CTAOMJIBHBIM Ha BTOPOM T'OJTy MCCJICIOBAHMH JI0 TIOCIICIHEH OLIEHKH Ha 96-i1 Henene, mpu
3TOM 2-4% MarMeHToB TPEOOBAINCH BCE HHBEKIIMH Ha €KEMECIIYHON OCHOBE, a TPETH MAIIMEHTOB —
0 KpaliHel Mepe 0JIHa MHBEKIHS C HHTEPBAJIOM JICUECHHUS OMH MECHIII.

B 06oux HCCICIOBAHUAX OBUIO OTMEYEHO YMEHBIICHUE 30HBI I1aTOJIOrMYeCKOM HCOBACKYJIApHU3allun
BO BCEX I'pyIIiax ¢ pa3HbIMU pEXKHUMaMHU JO3UPOBaHM.

bezonacHocth 1 3pPekTUBHOCTH TPUMEHEHHS Tpenapara Diifiea o cXeMe «JICYUTh U YBEIHNUNBaTh
UHTEPBA» (C U3BMEHCHUEM MHTEPBaIa MEXKIYy HHBCKIIUAMU Ha 2 U 4 HEJIEIN) TIPH «BIAXKHOI» hopme
BM/I oneHnBanach B MHOTOIICHTPOBOM PaHIOMH3UPOBAHHOM OTKphITOM HccieaoBanuu ALTAIR
JUTUTEIILHOCTBIO 96 Henenb y 247 nanueHToB u3 SINoHuY, paHee He MOJYYaBIIuX TEPAIHIO.

B nccnenoBanuu Bce manueHThI IoJry4aliv 1o 1 HHBCKIUU IIpCIIapara Olijrea 2 MI' B TeUEHHE TpeX
OCICA0OBATCIBHBIX MCCALICB, 3aTEM 1 HHBCKIHUTIO YCPE3 2 mecsia. Ha 16-i HCACIIC MMAallMCHTHI ObLIH
PaHAOMU3UPOBAHbBI B COOTHOIICHHUU 1:1 nHa ABC I'pynIbl I IMOJYYCHHS IIpCriapara Diiea 1Mo
CJICAYIOIIUM CXEMaM:

1) JICUUTH U YBCIIMYUTH UHTCPBAJD» C UBMCHCHUCM MHTCPBAJIa Ha 2 HCACIIN,
2) «JICUUTH U YBCIIMYUTH UHTCPBAJD)» C UBMCHCHUCM MHTCPBAJIa Ha 4 HCACIN.

I/IHTepBaJ'H:I MCXKY MHBCKIUAMU YBCINYNBAJIN UM YMCHBIIAIM HaA OCHOBAHHUU KPUTCPUCB OLICHKU
OCTPOTHI 3PCHUA W/WIIH aHATOMUYECKUX HOKaBaTeHCﬁ, YCTAHOBJICHHBIX ITPOTOKOJIOM HUCCIICAOBAHU.
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MaxkcuMaabHBIN HHTEPBAT MEXK/ITy HHBEKIMSIMH B 00CUX IpyIIax COCTaBIsuI 16 Henelns.

[lepBUyHON KOHEUHOW TOUYKOH A(PPEKTUBHOCTH SBISJIOCH CPEJHEE H3MEHEHHE MaKCUMAalIbHO
KoppurupoBaHHoil ocTpoTsl 3peHuss (MKO3) x 52-ii Hexene 1o CpaBHEHUIO € HCXOIHBIM
COCTOSIHMEM. BTOpHWYHBIMH KOHEUHBIMH TOYKaMU SPQPEKTHUBHOCTH OBUIM 0N MAIEHTOB CO
CHIDKEHHEM OCTPOTHI 3peHHUs MeHee 4yeM Ha 15 OykB, W J0yi1 manmueHToB, y kortopeix MKO3
yBeJIMUMIIAach 10 KpaiiHel Mepe Ha 15 OykB k 52-i Hezelne Mo CPaBHEHHUIO C UCXOIHBIM COCTOSTHUEM.

Ha 52-ii Henene ynyulieHne 3peHUs OTHOCUTENBHO HCXOJHOI'O COCTOSIHMSI COCTABUJIO B CPEIHEM
+9,0 OyKB y HanMeHTOB B rPpyNIe ¢ M3MEHEHHEM MHTEPBAJIIOB MEXKIy WHBEKIHUAMU HA 2 HEelelu U
+8,4 OyKB y MalMEHTOB B TPyIIle ¢ M3MEHEHHEM HHTEPBAJIIOB MEXIY MHBEKIUSAMH Ha 4 HeIenu
(pa3HOCTB CpeHMX 3HAYCHUN M3MEHECHHUSI OCTPOTHI 3PCHUS, BRIPOKEHHAS B OYKBax M OIpe/IeICHHAsI
METOJIOM HauMeHbIuX KBaapatoB (95% JW): -0,4 (-3,8; 3,0), xoBapuanuoHHbIi aHanu3). Jlonu
MAIMEHTOB CO CHMKEHHEM OCTPOTHI 3p€HUs MEHee 4eM Ha 15 OykB ObLIM COMOCTaBUMBI B 00€UX
rpymnmnax (96,7% B rpynme ¢ I3MEHEHUEM UHTEPBAIIOB MEXIy UHBEKIUSIMU Ha 2 Heaenu u 95,9% B
rpynmne ¢ “3BMEHEHHUEM UHTEPBAIOB MEX/1y UHBbEKIUAMHU Ha 4 Henenu). Jlonst malueHToB, y KOTOPBIX
Ha 52-1 Heziene 3peHune yIyqImuiaochk Ha 15 u 6onee Oyks, coctaBuia 32,5% B rpyrie ¢ U3MEHEHUEM
MHTEPBAJIOB MEKy MHBbEKIUAMHU Ha 2 Heaenu u 30,9% B rpymnmne ¢ U3MEHEeHUEM MHTEpBAJoB Ha 4
Hezenu. J{ons manueHToB, y KOTOPBIX MHTEPBAJ MEXAYy MHBEKIMSIMU ObUT yBeIUYeH 10 12 Henenb
unu 6onee, coctaBuia 42,3% B rpynie ¢ U3MEHEHHEM HHTEPBAJIOB MEX/Ty MHBECKITUSIMU HA 2 HEJIETTH
u 49,6 % B rpyImme ¢ U3MEHEHHUEM MHTEPBAJIOB MEXIy MHbeKIUsIMH Ha 4 Henenu. Kpome toro, B
rpynme ¢ u3MeHeHneM nHTepBaia Ha 4 Henenu y 40,7% naieHToB HHTEPBaJIbl MEX/Ty HHBEKLINUAMU
OblTu yBesnmueHbl 10 16 Hemenb. Ha mocnenmnem Bu3uTe (10 52- Hemenw BKIIOYUTEIBHO) OBLIO
YCTaHOBJIEHO, 4TO Yy 56,8% u 57,8% marueHToB B Tpynmnax ¢ i3MEeHEHHEM HHTEepBaJia Ha 2 U 4 HeJlen
COOTBETCTBEHHO, CJIEIYIOIINNA HHTEPBAJl MEXKIy HHBEKIIUSAMU cocTaBisieT 12 Henenb u 6oJee.

Ha 52-i1 Henmene corjmacHO maHHBIM onTHYecKor KorepeHTHoM ToMmorpaduu (OKT) ormeuanoch
cpeanee ymensienne TIH3C Ha -134,4 u -126,1 MUKpOH y MAalMEHTOB B Ipynmnax ¢ U3MEHEHUEM
MHTEPBAJIOB MEXy UHBEKIMUSIMU Ha 2 U 4 HEJeNu COOTBETCTBEHHO; O MAllMEHTOB, Y KOTOPBIX
OTCYTCTBOBaJIa peTHHaIbHasA *kuakocth Ha OKT, coctaBmim 68,3 % u 69,1 % cooTBEeTCTBEHHO.

Ymenpmenne TI[3C coxpanssiock B 00ewx Trpynmnax u Ha BropoMm romy ucciemoBanus ALTAIR.
VYiyurieHue 3peHusi OTHOCUTEIIBHO HCXOAHOTO COCTOSTHUS TIOJICPKUBATIOCH 10 MOMEHTa (PMHATHLHOM
OIICHKU Ha 96-ii Hezelle U COCTaBUIIO B cpeaHeM +7,6 OyKB y MAIMEHTOB B T'PYIIE C U3MEHEHHUEM
HMHTEPBAJIOB MEXAY WHBEKIUAMHU Ha 2 Henenu U +6,1 OyKB y MAIMEHTOB B TPYMIE C U3MEHCHUEM
HWHTEPBAJIOB MKy MHBEKIUAMU Ha 4 Heaenu. Joyis ManyMeHTOB ¢ yBEIMYCHHBIMHA HHTEPBalaMU
MEXy MHBEKIIUAMH 10 12 Hexenb uim 6onee coctaBmia 56,9 % u 60,2 % cOOTBETCTBEHHO, a HA
MOCJICIHEM BU3HTE, MpEAlIeCTBYOmeM 96-ii Heaene, ObUIO ycTaHOBIEHO, 4To Yy 64,9 % u 61,2 %
MalKUeHTOB (B TpyImnax ¢ U3MEHEHHWEM MHTEpBaia Ha 2 ¥ 4 HEJCIU COOTBETCTBEHHO), CJICAYIOIIUMA
HMHTEPBaJl MEXIY HHBEKIMAMU COCTABISIET 12 Heaenb uiu oonee.

Ha Bropom rojy jeueHus MayeHThl B rpynax ¢ ©3MEHEHUEM UHTepBaia Ha 2 U 4 HeJeNu MOy YuITu
B cpenHeM 3,6 u 3,7 MHBEKIMI COOTBETCTBEHHO. 3a JIBa roja Tepanuy NAlUEHThl MOJYyYHJId B
cpeadeM 10,4 UHBEKIIMH.

[IpumeHenne Diinea COINIACHO CXeMe, HCIojiab30BaHHOW B uccienoBanuu ALTAIR, mokazano
COIOCTaBUMBIE pe3ybTaThl ¢ uccnegopanusmu VIEW 1 u VIEW 2.

ITpodwmiip Ge30macHOCTH B OTHOLIEHHM OQTATbMOJOIMYECKUX M CHUCTEMHBIX HEXeIaTelbHbIX
apneHnit B uccinepoBanuu  ALTAIR  Obi1  comoctaBuM ¢ mpoduieM  0e30MacHOCTH,
3aperuCTPUPOBAHHBIM B OCHOBHBIX uccienoBanusx VIEW 1 u VIEW 2.

9(1)(1)6KTI/IBHOCTB 1 0€30MMacHOCTh MMPUMCHCHUA IIpeIiapara Oiinea B PEKUME «JICHUTH U YBCIINUUBATDH
HUHTCpBAI», WHULIUUPOBAHHOM Ha IICPBOM ToAy TCEpallunu (HOCJ'IC 3 eKeMeCSIYHBIX 3arpy3049HbIX
WHBEKIIUN U 1 HWHBCKIONUH YCPEC3 2 MeCHLIa) B CpaBHCHUU C TAaKOBBIM, WHUIIMUPOBAHHBIM IIOCJIC
InepBOro roJa JCYCHUd TIIpHU «BJIAXKHOI» (bopMe BMI[, OLNCHUBAJIOCH B MHOTI'OLOCHTPOBOM
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PaHIOMU3UPOBAHHOM OTKPHITOM HCCIICIOBAaHMHM HEMEHbINEH 3(PQPEKTUBHOCTH M 0E30IacHOCTH C
akTuBHBIM KOoHTposieM ARIES mnrensHocTthio 104 Henenu y 269 nauneHToB, paHee He MOIy4YaBIINX
TEpaIuIo.

B pamkax 1aHHOTO HCCIIeI0OBaHUS Tak)Ke ObUIa MPOaHATM3UPOBaHA JIOJIS AIIMEHTOB C MOTPEOHOCTHIO
B MIPOBEACHUH 00Jiee YacThIX MHBEKLUI Ha OCHOBAHMHU PELICHHUs HccienoBarend. 62 manueHTa u3
269 monyyalyd MHBEKLUUHU Yalle, YeM KaxJble 8 Helenb IO KpallHeld Mepe OJMH pa3 B TEUEHHE
uccienoBanus. Takue NalMeHThl OCTABAINCH B UCCIIEIOBAaHUH U TIOJIyYalll JE€UEHUE B COOTBETCTBUU
C KJIMHMYECKOM OLIEHKOM HCClieoBaTesl, HO HE yallle 4yeM KaxkJple 4 Henenu. MHTepBasibl MEXIy
WHBEKIHUAMU JUIS JTUX IAlUEHTOB B JaJbHEUIIEM MOTJIH ObITh CHOBa yBenudeHbl. CpemHuit
MHTEPBAI MEXKJY MHBEKIUSAMH IOCIE NPUHATHS pelIeHus: 0 0ojiee 4acTOM BBEACHUH IIperapara
DOiinea jigd TaKUX IAIMEHTOB COCTaBUII 6,1 Hemenu.

Ha 104-it Hepene wmccienoBaHus y MAalMEHTOB C MOTPEOHOCTHIO B MPOBEACHUU OOJEE YaCThIX
WHBEKINH Diisiea o KpailHel Mepe OJIMH pa3 B TEUCHUE UCCIIEA0BAHUS, TOJIIWHA IIEHTPATLHON 30HBI
cetuatku (TL3C) ocraBanace BbIlIE 1O CPaBHEHUIO C OOIIEH KOTOPTOM, HO CpeHEE YMEHbILIEHUE
TH3C no cpaBHEHHUIO ¢ HCXOAHBIM COCTAaBHIIO -160,4 MUKpPOH, YTO OBUIO aHAJIOTUYHO TTOKA3aTEIsAM
MalMEeHTOB, MOJTYYaBIINX MPErapaT ¢ HHTEPBAIIOM MEXIY UHBEKIIUSIMU KaXK/Ible 8 HENIeh U PexKe.

Ha 104-it Henene wmccienoBaHus y MalMEHTOB C MOTPEOHOCTHIO B MPOBEACHUU OOJEE YaCThIX
MHBEKIUN N0 KpallHel Mepe OJIMH pa3 B TEUEHUE HCCIEA0BaHUS MAaKCHMaJIbHO KOPPUTHpPOBaHHAsS
octpota 3penus (MKO3) Obla HMKE MO CpPAaBHEHHUIO C MAI[MEHTaMU, KOTOPHIM HE TpeOOoBaIOCh
YBEJIMYEHNE MHTEHCUBHOCTH JIedeHUs. B TaHHOM noArpymnne nanueHToB cpennee namenenne MKO3
OT UCXOJHOI0 K KOHILY HCCieIoBaHus cocTaBmio +2,3 + 15,6 Oyks. Cpeay NalleHToB, MOoIyYaBIInX
OoJee yacToe JiedeHUe IpermapaTrom Jisea, y 85,5% mannueHToB 0TMEUYaaoch COXpaHEHHUE 3PEHUS, TO
ecTb oTcyTcTBUE CHIDKeHUs: O3 Ha >15 OykB; ynmyumieHue 3peHust Ha >15 OykB ormevanocs y 19,4%
HAIEeHTOB.

[Ipoduns G6e3omacHOCTH y MAIEHTOB, Y KOTOPBIX MHTEPBAJ MEXIY MHBEKLUUAMU IMpernapaTta ObLil
KOpode, 4yeM KaxKJble 8 Helelb, ObLI COMOCTaBUM C MpoduiieM Oe30MacHOCTH B MCCIIECIOBAHUSIX
VIEW 1 u VIEW 2.

Maxynapueiii omex, pazsusuiuiicss 8ciedcmeue OKKo3uu yeHmpanbhol eenvt cemuamku (OL[BC)
unu ee semsetl (OBL[BC)

[Tpu OLIBC u OBLIBC pa3BuBaeTcst UIIEMHUs CETYATKH, YTO SIBJSETCS CUTHAIIOM K BHICBOOOKICHUIO
VEGF, 4t0, B CBOIO 0OYepe/b, MPUBOIUT K JACCTAOMIM3AIMK TUIOTHBIX KOHTAKTOB M CTUMYJIUPYET
npoiudepannio HIAOTEIHAIBHBIX KiIeToK. [loBeimenHas skcrpeccus VEGF cBszana ¢ takumu
OCJIO)KHEHUSIMHU, KaK HapylleHHe reMaTtoo(TaibMHUECKOro Oapbepa, OTEK CETYaTKU BCIIEJCTBUE
MOBBIIEHHON MPOHUIIAEMOCTHU COCYA0B, HEOBACKYIISIpU3ALIHSL.

besomacHocth U 3pPekTUBHOCTD Tpenapara Diffiea OIEHUBAIUCH B JBYX PaHIOMH3WPOBAHHBIX
MHOTOIEHTPOBBIX JABOMHBIX MAacCKHPOBAaHHBIX KOHTposupyeMbix uccienoBanusix COPERNICUS u
GALILEO, BxitouaBuinx 358 manyeHToB ¢ MaKyJISIpHBIM 0T€KOM, pa3BuBiInMcs Beienctue OLBC.
B o0oux uccnenoBaHusX MalMEeHThl ObUIM PaHIOMU3HPOBAHBI B COOTHOIICHUH 3:2 JUIS TOJTYYCHUS
2 Mr mpenapara Diinea kaxnaele 4 Hemenu (217 mnamumentoB) (rpynma Oiinea 2Q4), unm B
KOHTPOJIbHYIO TPYIIILY VIS IIOTYYCHUSI UMUTAIIUH UHBEKIINH KaXKIble 4 HEeJIeH B TeUCHUE 6 MECSIIICB.

B uccnenoBanust ObuH BKITIOYESHBI MAIMEHTHI B BO3pacTe oT 22 110 89 neT, cpeHuii BO3pacT COCTaBUII
64 roma. B uccrnenoBanusix mo mokazanuto OLIBC mpumepno 52 % manumentoB (112 uz 217),
PaHIOMHU3HPOBAHHBIX B rpymity Jiisiea, ObLIH B Bo3pacTe 65 JieT uim crapiie, u npuMepro 18 % (38
u3 217) — B Bo3pacte 75 et uiu crapiie.

ITocne 6 mocnenoBaTeIbHBIX €KEMECIUYHBIX MHBEKIIMHM MAllMEHThl MPOJIOJDKAIM MOMyYyaTh JeUeHHe
TOJBKO B TOM ciyd4ae, €CId OHM COOTBETCTBOBAJIM 3apaHee ONpPEAEICHHBIM KpPUTEPHUSIM [UIs
NPOJOIDKEHHST Tepalnuy, 3a UCKIIOYEHHEM IallMeHTOB KOHTPOJIBHOW TpYHNbl B HCCIEIOBaHUU
GALILEO, kotopble mpoaoyKaily MONTy4aTh MMHTAUUMU HHBEKUUH a0 52-if Hemenu. C a3TOro
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MOMEHTA BCEM ITALIMEHTaM TEPAIKs IPOBOAMUIIACH B TOM CIIy4ae, €ClIM OHU COOTBETCTBOBAJIU 3apaHEe
OIPEIIEIICHHBIM KPUTEPUSIM.

B o0oux nccriegoBaHusIX NEPBUYHON KOHEUHOW TOUKOH 3((EKTUBHOCTH SIBJISIIACH J0JIS TAIIMEHTOB,
y KOTOpBIX MaKCUMaJbHO KoppurupoBaHHas octpora 3peHuss (MKO3) yBenmnuunace no kpaiHein
Mepe Ha 15 OykB depe3 24 HeAenu MO0 CPAaBHEHUIO C UCXOIHBIM COCTOSIHUEM. BTOpHYHOW KOHEUHOM
TOYKON ObLIIO U3MEHEHUE OCTPOTHI 3pEHUsI Ha 24-11 Hezlelie 10 CPAaBHEHHUIO C UCXOJIHBIM COCTOSIHUEM.

Paznmuus Mexy rpyrnmnamMu ObUTH CTaTUCTHYESCKH 3HAYMMBIMH B TIOJIB3Y TIpernapara Ditiea B 000ux
uccnenoBanusax. Yiayumenue MKO3 Obuto AOCTUTHYTO uepe3 3 Mecsla ¢ TMOCHeAyoIIeH
crabunm3arueit octpotsl 3peHus u TH3C o 6-ro mecsna. CTaTHCTUYECKU 3HAYMMEBIE Pa3IHuMs
COXPaHSJIUCH BIUIOTH A0 52-U HEJENH.

[Togpo6HOE omucanue pe3yNbTaTOB aHaIM3a 00OUX MCCleoBaHUM npuBeneHo B Tabmuie 2 U Ha
Pucynke 1.

Tabmuma 2: Onenka d¢pdexkruBHoctu B uccneaoBanusx COPERNICUS u GALILEO na 24-ii, 52-i
u 76/100-i1 Henene.

Orenka > peKTUBHOCTH Cpennee n3MeHeHUE
Jlomns nanueHToB, MKO3 116 mkae
npubasmBuIX 215 OyKs ETDRS mo cpaBHeHHIO
10 CPAaBHEHUIO C © HCXOMHEIM
UCXOIHBIM COCTOSTHHEM COCTOSIHI/I?M (COY
24 uenenu | Kontpons (N=73) 12 % - 4,0 (18,0)
Diimea 2 MI KaKIble 56 % 17,3 (12,8)
a 4 uenenu (N=114)
O
E 52 nepenn | Kontpons? (N=73) 30 % 3,8 (17,1)
i
3 Ditnea 2 mr (N=114) 55 % 16,2 (17,4)
@)
100 KonTtpoms?3 (N=73) 23,3 % 1,5 (17,7)
HEJelb
Ditnea®2 mr (N=114) 49,1 % 13,0 (17,7)
24 nenenu | Kontpons (N=68) 22 % 3,3 (14,1)
Diimea 2 MI KaXIble 60 % 18,0 (12,2)
4 nenenu (N=103)
g
= | 52 wenenu | Kontpons (N=68) 32 % 3,8 (18,1)
-
?D: Ditnea 2 mr (N=103) 60 % 16,9 (14,8)
76 nenens | Konrpons* (N=68) 29,4 % 6,2 (17,7)
Ditnea* 2 mr (N=103) 57,3 % 13,7 (17,8)

1) CO: cTangapTHOE OTKIOHEHUE

2) B uccnenosannn COPERNICUS narieHThI KOHTPOJIBHO# TPYTITH MOTIIH TIOy4aTh Jitea o HeooxoaumocTr (PRN)
KaXKIple 4 HeJIeNH B TeYeHHUE neproa ¢ 24 mo 52 HeAemro, alieHTH IIOCEIai Bpada Kax/aple 4 HeIemm.

3) B wnccnenoannun COPERNICUS n koHTponbHas rpymma, W rpymnma Jiiea 2 Mr noinydand Oinea 2 Mr 1o
neobxoaumoctr (PRN) kxaxsie 4 Henenu ¢ 52 mo 96 Henmenmio: mManueHTHl B 0043aTeIbHOM ITOPSAIKE MTOCENAaIn Bpada
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Ka)KI[BIﬁ KBapTaJl, HO Ipu H€06XOﬂI/IMOCTI/I MOTIJIM TPUXOJUTh Ha IPUCM KaXKIbIC 4 HCACIIN.

4) B nccnenoBannu GALILEO c 52 o 68 Hexemto 1 KOHTpOJIbHAS TPYMIa, ¥ Tpymma Diisiea 2 Mr nmoinyvain Jirea 2 Mr
mo HeoOxomumoctu (PRN) kaxmeie 8 Hemenb, MaMeHTH MPUXOMMIA HA MPUEM B O0SI3aTEIHHOM IMOPSIKE KaXKIIbIe
8 menenn.

Pucynok 1: Cpennee n3MeHeHHE OCTPOTHI 3pEHHUSI OT UCXOAHOTO COCTOSIHUSA A0 Hexenu 76/100 B
pasubix rpynmnax B uccinegoanusx COPERNICUS u GALILEO

beszonacHocth w3 dexkTHBHOCTL Tmpenapara Diiiea OIEHUBAIWCH B PaHIOMH3UPOBAHHOM
MHOTOIIEHTPOBOM  JIBOMHOM MAacKHpPOBaHHOM KOHTponupyemMoMm wuccienoBanun VIBRANT,
BKIoyaBmieM 181 mamueHTa ¢ MakyJspHBIM OTEKOM, pa3BuBlInMcs Beienctsue OBLIBC, B Tom
Yyclie TEMUPETUHAIBHYIO OKKIIO3UIO ILIEHTPaNbHOM BEHBI CeTYaTKH. B maHHOM wHcciaenoBaHUU
MaUeHThl ObUIM paHIOMHU3UPOBAHBI B COOTHOIIEHUU 1:1 s momyuyeHus mpemnapara Jiinea B 103€
2 Mr Kaxjple 8 Helenb mociie 6 MepBOHAYATNBHBIX €KEMECSUHbIX MHBEKIUN (91 manueHTt), uin B
Tpynny TMalydeHTOB, HW3HAYAIbHO TONYYaBIIMX JIA3€pPHYI0 KOaryjsauio (Tpymna aKTHBHOTO
KOHTPOJIS).

B nccnenoBanue ObIIM BKITIOUEHBI MAIIMEHTHI B Bo3pacTe oT 42 110 94 net, cpeiHuii BO3pacT COCTaBUII

65 ner. B wuccnenoBanuu mno mnokazanuio OBLIBC npumepno 58 % mnaunmentoB (53 u3 91),

PaHIOMU3MPOBAHHBIX B Tpynmny Oiinea, OblM B Bo3pacTe 65 jer mwiu crapiie, U npumepHo 23 %
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(21 13 91) — B BO3pacte 75 JeT WK CTapiie.

Ha‘-II/IHaH C 12-171 HCIOCIIN ITAllUCHTHI I‘pyngI AKTHUBHOI'O KOHTpOJBI MOTJIA HOJIy‘-IaTB I[OHOJIHI/ITCHBHYIO
JIA3epHYIO0 KOAryJyslyio, Ha3bIBAEMYIO «Tepalueld ChaceHus» ¢ MHUHUMAaJbHBIM HWHTEPBAJIOM
12 nenens. Hauunas ¢ 24-ii HeAenu MAIMEHTHI TPYIIBI aKTUBHOTO KOHTPOJIS, YAOBIETBOPSIONINE
3apaHee ONpPEIEIEHHBIM KPUTEPHSIM, MOIJIH MOIYy4aTh «TEPANUI0 CIACeHUs» Mpenaparom Oiliiea B
J103€ 2 MT KaKJple 4 HeAeaU B TEUECHHUE 3 MECSILIEB, 3aTEM Ka)KIbIe 8 HEEIb.

B wuccnenosanun VIBRANT nepBuuHOli KOHEUHOM TOUKOM 3((EKTUBHOCTH SIBISUIACH JIOJIS
nagueHToB, y koTopsix MKO3 yBenuuunace, o kpaiiHei mepe, Ha 15 OykB uepe3 24 Henenu 1o
CPaBHEHHUIO C UCXOJHBIM COCTOSIHUEM, 3TOT [10Ka3aTelb B Ipynie Jiliiea NpeBOCXOAMII IIOKa3aTellb B
Ipynmne akTUBHOTO KOHTPOJISL.

B unccnenosanun VIBRANT BTOpHuYHON KOHEUHOM TOUKOW OBLIO yJTydlIEHHE OCTPOTHI 3pEHUS Ha
24-ii Heene TI0 CPABHEHHUIO C HCXOHBIM COCTOSIHUEM, KOTOPOE OBUIO CTAaTUCTHYECKH 3HAYHMBIM B
[0JIB3Y Npenapara Diijea. YilydlleHne 3peHns: IPOUCXOJUIO ObICTPO U TOCTUTATI0 MAKCUMAIIBHOTO
3HaueHUs Ha 3-# Mecsll, ¢ OCIeAYIONINM COXpPaHEHHEM JIOCTUTHYThIX 3HaYeHHH 10 12-ro Mecsua.

Hauunas ¢ 24-it wegenu 67 TalMEHTOB TPYIIBI AKTHBHOTO KOHTPOJIA TMOJy4Yald «TEpPaIuio
craceHus» TmpemnaparoM Oiea (rpyrmna AKTUBHBIM KOHTpOJb / Diliea 2 Mr), 4TO TPUBEIO K
YIIYUIIIEHUIO OCTPOTHI 3pEHUS B CPETHEM Ha 5 OYKB ¢ 24-ii HeJienu mo 52-10 Heeto.

[Togpo6HOE onucanue pe3ynbTaToB aHanusa ucciaenaoBanus VIBRANT mpuseneno B Tabmure 3 u
Ha Pucynke 2.

Tabnuma 3: Ouenka 3¢pdextuBHocTy B uccienoBannu VIBRANT na 24-ii u 52-if Henene

Ornenka > peKTUBHOCTH Tons HALICHTOR Cpennee W3MEHEHUE
. : | MKO3 no mkane ETDRS
npuOaBuBmUX >15 OykB 10
o CPaBHEHUIO c
CPAaBHEHHIO  C  HCXOJHBIM
COCTOSHIEM UCXOJHBIM  COCTOSTHHEM
(COY
24 Diimea 2 MI KaKIble 52,7 % 17,0 (11,9)
wempenun | 4 wemenu (N=91)
AKTUBHBII KOHTPOJIb 26,7 % 6,9 (12,9)
(N=90)
52 Diimea 2 MI KaKIble 57,1 % 17,1 (13,1)
Hemenn | 8 Hezmens (N=91)2
AKTUBHBII KOHTPOJIb 41,1 % 12,2 (11,9)
/ Diinea 2 mr (N=90)*

1) CO: crangapTHOE OTKIOHEHUE

2) NaTtepBan nedeHust Ui BCeX MAMEHTOB TPYIIBI Diffiea ObUT yBENMUEH IO 8 HeOeNb B TeUEHHE Imeproaa ¢ 24-i mo
48-10 Heneno.

3) Hauunas ¢ 24 Hemenw MAaIMeHTHI TPYITHI aKTHBHOTO KOHTPOIIS, YIOBJICTBOPSIOIINE O KpaifHe Mepe OJHOMY W3
3apaHee ONpeAeICHHBIX KPUTEPHUEB, MOTIIN TONMYYaTh «TEPAITHIO CIIACCHUSD TIpermapaToM Jifrea (Bcero 67 mMalueHToB).
OUKCHPOBAHHBIN PEKUM «TEPalTUH CIIACEHUsD» TperapaToM Diinea - Diinea B 103¢ 2 MTI' KaxK1Ipie 4 HElend B TEUCHUE
3 MecsLeB, 3aTeM HHTPaBUTPEATbHBIC HHBEKIMH KaKIbIe 8 He/lelb.
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Pucynok 2: CpenHee M3MEHEHHE MAaKCHUMaJIbHO KOPpUIHpoBaHHOW ocTpoTsl 3peHus (MKO3) or
HCXOJHOI0 COCTOsIHUA A0 Heaenu 52 B uccnenoBanuu VIBRANT

VY nmanueHToB, NOJYYUBIIMX 6 MOCIEI0BATEIbHBIX €KEMECIUYHBIX MHBEKIIMI 2 MT Mpenapara Jujea,
OTMEUalICd CTOMKHUH, OBICTPHIH U BbIp@KEHHBIH Mopdonoruueckuii oTBeT (U3MepsieMblit
ynyumenueM cpeaaux mokazareneit TL3C). Ha 24-it nenene ymensmenue TI3C cratuctudecku
3HAYUMO NPEBOCXOJMIIO TaKOBOE B KOHTPOJbHOW TIpyIIEe BO BCEX TPEX HCCIEIOBAHUIX
(COPERNICUS (OLBC): -457 mukpon otHocuTenabHO -145 mukpon, GALILEO (OLBC):
-449 mukpon otHocuTenbHO -169 mMukpon, VIBRANT (OBLBC): -280 MukpoH OTHOCHUTEIBHO
-128 mukpon). octurayroe ymenniienne TI[3C coxpaHsioch 10 KOHIA KaXI0T0 UCCIEIOBAHUS:
1o 100 memens B uccienoBannu COPERNICUS, no 76 venens B ucciaemoBannu GALILEO u mo
52 "wenens B ucciaenosanuu VIBRANT.

Jluabemuueckuii maxynapuwii omex ([MO)

HHa6eTquCKHﬁ MaKy.]'IHpHI:Iﬁ OTCK pPAa3sBUBACTCA BCIICACTBUC ﬂHa6eTquCKOﬁ PCTUHOIIATUU H
XapaKTCpU3yeCTCA IMOBBIIICHHUEM ITPOHUITACMOCTHU COCYAO0B U IOBPEKIACHUEM KallUJIAPOB CETYATKU,
4TO MOXKET IIPUBECTU K ITOTEPE OCTPOTHI 3PCHUS.

bezonacHocth U 3¢ deKTUBHOCT MpenapaTa Jiijiea y MalUeHTOB ¢ AHa0eTHYECKUM MaKyJISpHbIM
OTEKOM OIICHMBAJIUCh B JIBYX PaHJAOMHU3UPOBAHHBIX MHOTOIIEHTPOBBIX JIBOMHBIX MAaCKHPOBAHHBIX
ucciaenoBaHusAX ¢ akTuBHBIM KoHTpojeMm, VIVID-DME wu VISTA-DME. Bcero O6buto
paHI0MU3UPOBaHO 862 ManueHTa, U3 HUX 576 manueHToB ObUTH PaHIOMU3HPOBAHBI B TPYMIIHI Diijea.
B kaxxqoM uccrieoBaHUM MalUeHThl ObLIN clydailHeIM 00pa3oM pacrpesiefieHbl Ha TPU TPYMIbI B
cootHomeHuu 1:1:1:

1) Ditea 2 Mr Kakaple 8 HeJleIb TOCIIe S5 MePBOHAYAIBHBIX €KEMECIYHBIX UHBEKIIHA;
2) Diinea 2 Mr Kaxasie 4 HEIEIH;
3) na3epHas KoaryJsius B MaKyJe (aKTUBHBIA KOHTPOIIB).

B nccnenoBanus ObLIM BKIFOUEHBI MAIMEHTHI B BO3pacTe oT 23 10 87 JieT, cpeiHuil BO3pacT COCTaBMII
63 rona. B uccnenosanusx Il ¢a3el no nokazanuto nuabeTHuecKuil MakyJIIpHBIA OTEK MPUMEPHO
47 % nanueHToB (268 u3 576), paHIOMU3UPOBAHHBIX B IpyMbl Dilsiea, ObLIM B Bo3pacte 65 jeT uiu
ctapie, u mpuMepHo 9 % (52 u3 576) — B Bo3pacte 75 €T uiM crapiie.

boapmuHCTBO HNalMECHTOB, BKIIIOYCHHBIX B 00a HUCCICA0BaHUsA, NMCIIN I[I/Ia6eT Il Trma.

Hauunas ¢ 24-i HCACIIN MalMCHTBI, YAOBJICTBOPAIOMIUC 3apaHCC OIPCACIICHHBIM IMOPOrOBbIM
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S3HAYCHUAM IMOTCPHU 3PCHUSA, MOIJIM IMOJYy4YaThb AOMOJHUTCIIBHYIO TCPAIIUIO: MAlIMCHTBI B I'pyIIIax
Diinea MOTJIH TOJIyYaTh JIA3EPHYIO KOAryJsUIO, a MAalMeHThl B KOHTPOJIBHOHN TpylIe — Teparuio
npenapaToM Diiea.

B o00oux wuccrneaoBaHUAX MEPBUYHONW KOHEYHOM TOUYKOH 3(D()EKTHBHOCTH SBISUIOCH CpEIHEe
3HAYEHUE U3MEHEHUS MaKCUMaJIbHO KOppUTrupoBaHHOU ocTpoThl 3peHust (MKO3) na 52-ii Hexene 1o
CPaBHEHHIO C UCXOAHBIM COCTOSIHHEM. [laHHBIN OKa3aTenp B rpynmnax Jijiea 2 Mr Kaxaple 8 Heelb
Mocjie 5 TepBOHAYAJIBHBIX EXKEMECSYHBIX HHBEKIUH W Difiea 2 Mr Kaxiaple 4 Hemenu Obul
CTATUCTUYECKU 3HAUYMMBIM M MPEBOCXOIAJI MOKA3aTEIN B KOHTPOJIBHOU TPyIIie. ITO MPEUMYIIECTBO
coxpansiioch 10 100-i Hexenu.

[TonpobHoe ommcanme pesynbraTtoB mcciemoBanuii VIVID-DME u VISTA-DME npusenero B
Tabmune 4 u Ha Pucynke 3.

Tabmuna 4: Ouenka >¢dextuBHocTr Ha 52-i1 u 100-i1 Henene B uccnenoBanusx VIVID-DME u
VISTA-DME

Orenka > peKTUBHOCTH Cpennee u3meHenue | Jons MAlUEeHTOB,
MKO3 no mkane ETDRS | mpubaBuBmmx >15 OykB 1o
o CpaBHEHUIO C | CPaBHEHHIO C HCXOJHBIM
WCXOJIHBIM COCTOSTHUEM COCTOSTHUEM
Diimea 2 Mr  KaxIble 10,7 33%

8 nenens! (N=135)

= | Dinea 2 Mr Kaxuable 10,5 32 %
:'%( 4 nenenu (N=136)
&
@ | AkTUBHBII KOHTPOJIb 1,2 9%
(;mazep)
=
) (N=132)
a
> Ohnea 2 Mr KaXIple 9,4 31,1 %
> 8 menens’ (N=135)
% Ohnea 2 Mr KaxXIple 11,4 38,2 %
q;,( 4 nenenn (N=136)
§ AKTUBHBIHI KOHTPOJIb 0,7 12,1 %
(;1azep)
(N=132)
Ohnea 2 Mr KaxXIple 10,7 31 %

8 nenens! (N=151)

Ohnea 2 Mr KaxXIple 12,5 42 %
4 nenenu (N=154)

AKTHUBHBIN KOHTPOJIb 0,2 8 %
(mazep)

(N=154)

VISTA-DME
52 Henens
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Dijlea 2 MI  KaxXIble 11,1 33,1%
8 menens! (N=151)
% Ofimea 2 Mr KaXIble 11,5 38,3 %
QE 4 uenenu (N=154)
§ AXTUBHBII KOHTPOJTb 0,9 13,0 %
(;azep)
(N=154)

1) IMocne 5 mepBOHAYATBHBIX EXEMECIUHBIX HHBEKIIUH

Pucynok 3: Cpemnee mamenenne MKO3 mo mkaile ETDRS B mccnenoBanusx VIVID-DME wu
VISTA-DME

B uccnenosanusx VIVID-DME u VISTA-DME 36 (9 %) u 197 (43 %) maiueHToOB COOTBETCTBEHHO
nosiydanu mpenmiectyromyo antu-VEGF tepanuio, ¢ mepuosom OTMBIBKH 3 Mecsua u Ooee.
O¢ddexTsl OT nedeHus B MOATPyNNaxX MalKWEHTOB, MOJYYaBIIMX MPEABAPUTEIbHYIO TEparuio
unruouropamu VEGF, Obutu cxoxxumu ¢ s¢dexramu, HaOII0AaBIIMMUCS Y MAIleHTOB, BIEPBbIE
MOJTy4yaBIIKX Tepanuto uHruontopamu VEGF.

[TaneHTsl ¢ OUIaTepadbHBIM MOpAXXEHUEM MOIUIK nostydaTh aHTH-VEGF Tepanuto apyroro riasa,
eCcaM JIeyaluii Bpad cuuTan 3To HeoOxomuMbiM. B uccnemosanmu VISTA-DME 217 (70,7 %)
nalyeHTam, MojyyaBIIuM Ipenapat Jilsiea, BHITOIHINCS HHBEKIIMY NpenapaTa Difsiea B 06a rinasa
no 100-it mepenu; B uccnenosanuu VIVID-DME 97 (35,8 %) naunentam, noxy4aBmuM mpenapar
Diinea, BHIOTHUIMCH MHBEKIIMM pa3nudHbIX aHTU-VEGF npenaparos B apyroii rias.
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[Tokazarenn »5¢ddekTuBHOCTH Tepanuu B Pa3IUYHBIX MOATPYyNIax (HampuMmep, HOATrPYIIIbI
NaIKUEHTOB, CTPATH(PUIIMPOBAHHBIX 10 BO3PACTY, MOy, pace, ucxoaHoMy ypoBHio HDALC, nucxoauoit
OCTpPOTE 3pEHUs, MpeIIecTBYyoneMy HasHaueHuto aHTH-VEGF Tepanumn) Obutn comocTaBUMBI C
MoKa3aTes MU Il OOIIe MOMyJISAINH, KaK B OTACIBHBIX HCCIEIOBAaHHAX, TAK U B 000OIEHHOM
aHaJn3e.

Bckope mnocne Havana TepanuMu y IAlMEHTOB, IOMyYaBIIMX TEpaluio IpenaparoMm OJiiea,
Habmroancs ObICTPHIN U BBIPAXKEHHBIN OTBET CO CTOPOHBI Mopdoornyeckux nokaszareneid (TL3C,
YpOBEHb IO IIKaJe ONEHKH TsoKecTH auaderndeckoi permHonatuu (DRSS)). B uccnenoBanmsx
VIVID-DME u VISTA-DME cpennee ymenpmenne TI3C mo cpaBHEHHIO € HWCXOAHBIMHU
mokazareisiMi Ha 52-if Hemene OBLJIO CTATUCTHYECKH 3HAUYMMO 0ojee BBIPQKCHHBIM B TpYIINE
npermapara Disea o CpaBHEHUIO ¢ TPYIIIOH J1azepHoi Tepanuu: -192,4 mukpon u -183,1 mukpoH B
rpynmne npenapara Jisea 2 Mr Kaxkble 8 HeZleIb 1ociie 5 NepBOHAYaIbHbIX €KEeMECIYHbIX MHBEKIINH
u -66,2 MUKPOH U -73,3 MUKPOH B IpyMII€ Ja3epHOI Teparuu COOTBETCTBEHHO.

B uccnenoBanusax VIVID-DME u VISTA-DME ynyumienue teuenus: tnabeTHUECKOW PEeTHHOATHH
(IP) ma 2 m OGomnee ypoBHs mo mkame DRSS omeHuBanoch mnpenBapuTeNbHO YCTaHOBICHHBIM
criocoooM. Y 73,7% wu 98,3% mamuentos B wucciaemosanusx VIVID-DME u VISTA-DME
COOTBETCTBEHHO, ObLJIa MPOM3BEICHA OIeHKA TspKecTH TeueHus J[P mo mkame DRSS. K 52-i1 Henene
uccienoBanus yydmenue Teaenus /P va 2 u 6onee yporHs 1o mikaie DRSS wabmonanocs y 27,7%
1 29,1% marnueHTOoB NMpy Tepanuu Jiiiea Kaxaple 8 HeJEeNb MOCe S MepBOHAYATBHBIX KEMECSIHBIX
uabeku u 'y 7,5% u 14,3% mnanuentoB, moiydaBmmx Tepanuio jazepom. Ha 100-i mHemene
UCCIIEIOBaHUM JaHHBIA MoOKa3arenb cocTaBui 32,6% u 37,1% B rpymmax Oilnea (mpoBeaeHHE
WHBEKINHN Kaxple 8 HeJeNb MOCcye 5 IepBOHAYATBHBIX €KEMECTIYHBIX UHBEKIN) U 8,2% u 15,6% B
KOHTPOJIBHBIX TPyTIIax.

B nezaBucumom cpasuutenbHoM uccienoBannu (DRCR.net Protocol T) mpumeHsics THOKHit pexum
JIO3UPOBaHUsA, OCHOBaHHBIM Ha cTporux kKputepusx OKT u m3MeHEeHMsX 3peHusl MpU MOBTOPHOM
nedeHuu. B rpynme nedyenns apaubepuenTom (224 narueHTa) pe3yabTaToM TaKOTO PeKUMa JICUCHUS
SBIISJIOCH TOJY4YEHHE MalMeHTaMu B cpelHeM 9,2 MHBEKIIHI, YTO COMOCTaBHUMO C MOJyYE€HHBIM
KOJIMYECTBOM HWHBEKIUW B rpynmnax Jijiea 2 Mr Kaxzable 8 HEJenb MOCie 5 MepBOHAYAIBHBIX
exemecsuyHbIX HHbeKIUi B uccinenopanusax VIVID-DME u VISTA-DME. O6mas s¢pdextuBHOCTD
B rpymme edeHus adumbeprentoMm B wuccieaoBanuu Protocol T Obuta Takke CpaBHHMaA C
3¢ deKTUBHOCTRIO B rpyInax Jiea 2 Mr Kaxable 8 Heeb 1MOocie 5 IepBOHAYATIbHBIX €KEMECIYHbIX
nabekuuit B uccienosanusx VIVID-DME u VISTA-DME. B wuccnemosanum Protocol T
HaOJI0JANIOCH Yiy4llleHHue 3peHust B cpeaHeM Ha 13,3 OykB, y 42 % 3peHue yaydluaoch o KpaiHei
Mepe Ha 15 OyKB MO CpaBHEHUIO C UCXOAHBIM cocTosiHMeM. OlieHKa 0e30MacHOCTH MoKa3aa, 4To
o011asi 4yacToTa BCTPEYaeMOCTH O(PTaIbMOJIOTUYECKUX U HEO(DTAIbMOJIOIrMUECKUX HEXKenaTeIbHbIX
SIBJICHUH (BKJIIOYasi apTeprayibHbie TpoMbosmoOomuieckue coobitus (ATC)) Obuta comocTaBuMa BO
BCEX TpyIMIax JEYSHUs B KKIOM HUCCIIEIOBAaHUH U MEX/IY HCCIEAOBAHUIMHU.

D¢ddexTrBHOCTD Mpemnapara Diiea 2 Mr y MalMeHTOB ¢ TUa0eTHYECKIM MaKyJISIPHBIM OTEKOM B TPEX
Pa3IMYHBIX PEKUMAX JO3HMPOBAHUS TOCIIE MPEIICCTBYOMIETO JICYCHUSI B GPUKCUPOBAHHOM PEKHME
(5 exxeMecYHBIX 3arpy30UHBIX HHBEKIIUH C TIOCIICAYIONINM BBEICHUEM KaXK/IbIe 2 MeCsIla) B TCUCHUE
MUHUMYM | TO/Ia OIICHWBAJach B PaHIOMU3UPOBAHHOM MHOTOIIEHTPOBOM OTKPBITOM HCCJICIOBAHUN
HeMeHbIeH dpdexTuBHOCTH ¢ akTHBHBIM KOHTpojieM VIOLET mmurensHocThio 100 HEnenb.

B wuccnenoBanuu cpaBHUBanach 3PQPEKTUBHOCTh PEKUMOB MPUMEHEHHS Tpernapara Diinea 2 mr
«J1eUUTh W YyBednuuBaTh uHTepBal» (2T&E, MuUHUMaNbHbIE WHTEpPBAJIbl MEXAY HHDBEKIUSIMU
COCTABJISUIM § HENEeNb W TOCTENEHHO YBEJIWYMBAIUCH B 3aBUCUMOCTH OT KIMHUYECKUX H
aHATOMUYECKUX MCXOJIOB) U MPUMEHEHUS MpemnapaTta Ditnea 2 MTI, BBOAUMOIO MO0 HEOOXOAMMOCTH
(pro re nata) (2PRN, mammeHThl HAOMIOJATHCH Kaxapie 4 HEASTH M MOJIyYald HWHBEKIIMH TI0
HE0OXOJMMOCTH B 3aBUCUMOCTH OT KJIMHHUYECKUX U aHATOMUYECKUX UCXO/I0B), C PEKUMOM BBEJICHUS
npemapata Ditnea 2 Mr kaxable 8 Henenb (2Q8) B TeueHre BTOPOTO U TPETHETO rojia Tepariu.
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PexomenayeMblil 1Iar yBEeIWYEHUS MHTEPBAJIOB MEXIY HUHBEKIMAMH B HCCIIEIOBAHUM COCTABUII
2uenemn. B rpynme 2T&E pemenune 00 yBenMYEeHMHM W YMEHBIICHHH HWHTEPBAIOB MEXKIY
MHBEKUHUAMHU OCTaBAJIOCh HA YCMOTPEHUE UCCIIEA0BATEIS.

[lepBuyHOif  KOHEYHOH  TOYKOW  3(P(PEeKTUBHOCTH  SBIAIOCH HM3MEHEHHE  MaKCHUMAaJbHO
KOoppurupoBanHoi octpotsl 3peHust (MKO3) k 52-i1 Henene Mo CpaBHEHUIO C UCXOJHBIM. JaHHBII
nokasarenb cocrasui 0,5 + 6,7 Oyksbl B rpynne 2T&E u 1,7 £ 6,8 6ykssl B rpynne 2PRN no
cpaBuennio ¢ 0,4 + 6,7 OykBel B rpynmne 2Q8, IOCTUTHYB CTaTHCTHYECKHM HEMEHbIICH
spdexruBHOCTH (p <0,0001 m1st 06enx rpymnm; NI B mpenenax 4 6yks). 3nauenus uzmenenns MKO3
Ha 100-i Hemene Mo CpaBHEHUIO C UCXOAHBIM YPOBHEM COOTBETCTBOBAIM PE3yiIbTaTaM S52-i HEJleH:
-0,1 £ 9,1 6yxB B rpynne 2T&E u 1,8 = 9,0 O6yks B rpynme 2PRN no cpaBuenwuro ¢ 0,1 + 7,2 OykBsI

B rpymre 2Q8.

Cpennee xonuuecTBo nHBeKIMM 32 100 Henens uccnenoBanus cocrasuio 12,3, 10,0 u 11,5 st 2Q8,
2T&E u 2PRN, cOOTBETCTBEHHO.

Ha 52-it u 100-i1 Henene, TO €CTh Ha BTOPOM U TPETHEM I'O/ly JICUEHUS], CPETHUE N3MEHEHHUS TONIUHBI
nentpanbHO 30HBI ceTdyartku (TI[3C) ObuM comocTaBUMBI IJIsi PEKUMOB BBEJICHHS IperapaTa
«J1euuTh M yBenuuuBaTh MHTepBa» (2T&E), pexxuMa BBeneHus npemnapara Mo HeEO0OXOAMMOCTH
(2PRN) u pexuma 2Q8, cooTBeTCTBEHHO, -2,1, 2,2 1 -18,8 Mukpon Ha 52-it Hexene u 2,3,-13,9 u
-15,5 mukpon Ha 100-ii Heznene.

[Ipodune Ge30macHOCTH B OTHOLIEHUH OQPTATBMOJIOIMUECKUX W CHUCTEMHBIX HeEXKelaTeIbHbIX
SIBIICHUN TPEX PEeXUMOB JO3UPOBAHUS ObLI CONIOCTABUM C MpoduiieM 0e30MacHOCTH, OTMEUEHHBIM B
peructpanroHsbix uccienoBanuax VIVID u VISTA.

Muonuueckas xopuoudanvras Heosackyiapuzayus (muonudeckas XHB)

Muonuyeckass XopuoWaadbHas HeoBacKyysipu3anus (muornmueckas XHB) sBnsercs wacToit
NPUYMHON TMOTEPU 3PEHHUS Yy B3pPOCIBIX C MaToJOrnyecko wmuonued. OHa MNposBISETCA
BO3HMKHOBEHHEM «JIAKOBBIX TPEIIMH», SBISIOLIMXCS CIIEACTBHEM pa3pblBOB MeMOpaHbl bpyxa, u
MpeicTaBiIseT co00i Hanboee yrposkaroliee 3peHu0 ABJICHNE MPY NaTOJIOTHYECKOH MUOTIHH.

be3onacHocTh 1 3pPexkTHBHOCTD TIpenapara Diijiea y paHee He TOJyYaBIINX JICUSHUE MMAIIHCHTOB C
MHOMUYECKOW XOPUOUAAIBHON HEOBACKYJISIpU3alME€l OIIEHUBAINCh B PaHAOMHU3UPOBAHHOM
MHOT'OIICHTPOBOM  JIBOWHOM MAaCKHPOBaHHOM KoHTpojupyemoM wuccienoBanun MYRROR.
[TaneHTHl OBUTM PaHIOMU3UPOBAHBI B COOTHOIIEHUHU 3:1 uIs mosydeHusl 2 MT mperapara Ditiea
WMHTPABUTPEATHHO WUJIHM U1 OTYyUYEHUS] UMUTAIUI MHBEKIUN €MHOXKIbl B HAUaJe UCCIEIOBaHUS C
JIOTIOJIHUTEIHHBIMU UHBEKIIUSMU B CITy4Yae COXpaHeHus 3a001eBaHus WK peuuauBa 10 24-it Hexemnu.
Hauunas ¢ 24-i1 Henenu nanueHThl, NOIy4YaBIINe UMUTAIMH UHBEKIUN, MOTJIM OIYYUTh NEPBYIO
703y npenapara Ditsiea. 3aTeM MaueHTsl 00erUX TPy MOTJIM MOTyYaTh JONOJHUTENbHbIE HHBEKIIUN
B CJIy4yae cOXpaHeHUs 3a00JeBaHMs WM PELUIUBA.

Bcero nomyuun neyenue u otieHeH Ha 3 dexktuBHOCTh 121 manueHT, u3 Hux 90 nanreHToB noxy4anu
npemnapat Ditnea. B uccienoBanue ObLIN BKIIOUEHBI MAIUEHTHI B Bo3pacTe oT 27 10 83 jet, cpeanuii
BO3pacT cocTaBui 58 net. B uccnenoBanuu no nokasanuto Muonudeckas XHB npumepno 36 % (33
u3 91) nmarueHToB, paHIOMU3UPOBAHHBIX B TPyMITy Diifiea, ObUTM B BO3pacTe 65 JeT uiu crapiie, u
npumepHo 10 % (9 u3 91) — B Bo3pacte 75 NeT uiu crapiie.

Paznuuuns Mexay rpynnamu ObUIM CTaTMCTUYECKH 3HAYMMBIMHM B TI0JIb3Yy Ipemnaparta Diijiea 1o
MepBUYHON KOHEeYHOM Touke (n3meHenne MKO3) u moATBep:KAal0NMMU 110 BTOPHYHON KOHEYHON
TOUKe (107151 MaueHToB, y kotopsix MKO3 yBennumiacs He MeHee ueM Ha 15 OykB) Ha 24-if Heznene
10 CPAaBHEHMIO C UCXOJHBIM COCTOSIHMEM. Paznmuuus mo o6erMM KOHEYHBIM TOYKaM COXPAHSUIUCH JI0
48-i1 Henenu.

[TonpoGHoe omucanue pesynbraroB uccienoBanuss MYRROR mnpuseneno B Tabnuie 5 u Ha
Pucynke 4.
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Tabmuna 5: Ouenka 3¢¢dextuBHOCTH Ha 24-i1 Hexene (MepBUYHBIN aHanu3) U 48-ii Hexene B
uccinepoannn MYRROR

Onenka 3 PeKTUBHOCTH MYRROR
24 uenens 48 "enens
Diinea 2 mr Nmuranms Diinea 2 mr Nmuranus
/
(N=90) UHBCKITUU (N=90) HHBEKLHH
(N=31) Ditniea 2 mr
(N=31)
Cpennee W3MEHEHUE
MKO3 no mkane ETDRS
o CPaBHEHUIO c| 12,1(8,3) -2,0 (9,7) 13,5 (8,8) 3,9 (14,3)
UCXOIHBIM  COCTOSIHHEM
(COY
Hons MaIEeHTOB,
npubaBuBmux >15 OykB
mo mmkare ETDRS 1o 38,9 % 9,7 % 50,0 % 29,0 %
CPaBHCHHIO C HCXOIHBIM
COCTOSTHUEM

1) CO: cTangapTHOE OTKJIOHCHUE

Pucynok 4: CpenHee m3MeHEHHE OCTPOTHI 3PEHHUS OT MCXOJHOIO COCTOSIHUSI A0 48-i Heaenu B
rpymnmax jedenus B uccienqoannu MYRROR

B wuccnenoanun MYRROR y mamnueHToB, moiydaBHIMX TEpaluio IMpemnaparomM Diinea (oaHa
MHBEKIINA B Hadaje Teparnui, ¢ J0MOIHUTEIbHBIMU HHBEKIMSAMH B CITydae COXpaHEHUs 3a001eBaHUs
wi peruausa), TI3C ymeHblIMIach BCKOpE IOCHE Hadana JeueHus, Ha 24-i Hexene ObLIO
CTATUCTUYECKH 3HAYMMO MTPEBOCXOISIIMM B rpyIe npenapara Jitnea (-79 u -4 MUKPOH JUIst TPYIIIIbI
npemnapara Jiiea 2 MI' 1 KOHTPOJIBHOM IpyHIIbl, COOTBETCTBEHHO) U COXPAHAIOCH 0 48-i HelemH.
Kpowme toro, causmiics cpennuii pasmep nopaxenns XHB.

5.2. apmakokuHeTHYeCKHE CBOICTBA
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[Ipenapar Diisiea BBOAUTCS HEMOCPEACTBEHHO B CTEKJIOBHJHOE TENO JJI OKA3aHHS JOKAJIbHOIO
BO3JIEMCTBU.

AOGcopbuus

[locne wHTpaBUTpealbHOrO BBEACHHA auuOEepHenT MEAJICHHO BCAaChIBACTCS B CHUCTEMHBIN
KPOBOTOK, TJic 0OHAPY>KUBAETCS B OCHOBHOM B BHJIE HEAKTHBHOTO cTabmiibHOTO Komiuiekca ¢ VEGF;
IIPH 3TOM TOJIBKO CBOOOIHBIN ahirbepienT MOKET CBsI3bIBaTh SHAOTeHHBI VEGF.

B uccnenoBannn (papMakOKMHETHUKU € YacTbIM OTOOPOM MpoO y 6 MalMeHTOB C HEOBACKYJISPHOMN
«BIIAXHOW» hopmoit BM/] MmakcuMalibHBIE IIa3MEHHBIC KOHIICHTPAIIUN CBOOOIHOTO adrubeprienTa
(cuctemnas Cmax) B TeueHuwe 1-3 mqHel mocie MHTPaBUTPEATbHOW HHBEKUUH O3B 2 MT ObUIH
HU3KUMH, B cpeqHeM npumepHo 0,02 mxr/mi (nmamazon ot 0 mo 0,054), u ObLTH HEONPEAETUMBI
qepe3 JIBE HEJIENH MOCTIe MHBEKIINY PAKTUIECKH Y BCeX MaMeHTOB. AQrudepuenT He KyMyJIHpyeT
B IUTa3Me KPOBU NIPY MHTPABUTPEATHLHOM BBEICHUH KaXK/Ible 4 HEIeTH.

Pacnopenenenne

CpenHre MakcUMallbHbIE TUIa3MEHHbIE KOHIEHTpAluu cBOOOAHOrO aduubepuenta npuMepHo B 50-
500 pa3 HMKe, YeM KOHIICHTPAIlMU, HEOOXOIUMBIE [Tl MHTMOUPOBAHUS OMOJIOTUUECKONW aKTUBHOCTH
VEGF B cucremom kpoBoToke Ha 50 % Ha >XMBOTHBIX MOJENAX, Yy KOTOPBIX H3MEHEHHUS
apTepHalibHOTO  JaBJICHHUA HAOMIONAINCh TOCHE€ JOCTHKEHHS KOHIIEHTpAaluu CBOOOJHOTO
adubeprienTa B CACTEMHOM KPOBOTOKE OK0JIO 10 MKr/miI, JaBieHHE BO3BPAIIAIOCH K HOPMATbHBIM
3HAYCHUSIM TIPU CHM)KCHUHW KOHIEHTpanuu Hike 1 MKr/mur. OKumaeTcsi, 9To CpemHss IIa3MeHHas
KOHIIGHTpanusi CBOOOAHOTO admubeprenTta IMoOciIe WHTPABUTPEATHHONH WHBEKIWHW 2 MT
adubepuenTta manueHTam Oyaetr 6osee yem B 100 pa3 Hipke, YeM KOHIEHTpamus adiaudepiienta,
HeoOXonuMmasi ISl CBSI3bIBaHWs MOJIOBHHBI cucteMHoro VEGF (2,91 wmkr/mi) y 310pOBBIX
n00poBoJIbIIEB. TakuM 00pa3oM, pa3BUTHE CHCTEMHBIX (papMakoauHaMH4ecKuX A(P(HEKTOB, TaKHX
KaK U3MEHEHUS apTepHabHOTO JaBJICHHSI, MaJIOBEPOSTHO.

Bemuunna cpemneit Cmax  cBoOOOmHOrOo adumbeprienta B IUTa3Me COIJIACHO — Pe3ysibTaTam
(hapMaKOKHHETHYECKUX JOTIOTHUTENBHBIX HccleoBanui ¢ yuactueM manueHtoB ¢ OLIBC, OBLIBC,
JAMO u muonmueckoit XHB naxomunace B nuanazone ot 0,03 mo 0,05 MKr/mii, uHANBUIYaTbHBIC
3HaueHus He mpesbimanu 0,14 Mxr/mi. BrocnencTBuu mia3MeHHBIE KOHIIEHTPAIMH CBOOOIHOTO
adubeplenTa CHUKAIUCH 10 3HAYCHUH HIKE WIIH OJIM3KUX K HIDKHEMY TIpeiey KOJMYECTBEHHOTO
ompeieeHus], KaK IPaBUIIo, B TEUCHHE OJHOM Henenu. [1o ncreuenuu 4 Henenb, mepes CIe Iy oM
MIPUMEHEHHUEM Y BCEX MAIMEHTOB KOHIICHTPAIIUU OBLITH HEOMPECIISIEMBI.

BI/IOTDaHCd)ODMaI_[I/IH

ITockonpky DOiilea — OENKOBBIM IpenapaT, HUKAKUX HCCIAEAOBAaHUN €ro mMeradojiu3ma He
MIPOBOJIMIIOCH.

OIUMHUHALIUS

CpoOoanbiii  admubepuent cBszbiBaetcss ¢ VEGF ¢ oOpa3zoBaHmeM cTaOMILHOTO HHEPTHOTO
KoMmIuiekca. Okupaercsi, 4To, Kak M JApyrue KpymHbIe OCNKH, W CBOOOJHBIM, U CBSI3aHHBIH
aduubepient OyeT BBIBOAUTHCS M3 OPraHU3Ma MyTeM IMPOTEOIUTHYECKOrO KaTaboau3ma.

Oco0Oble I'pyHIIbl MNAallMCHTOB

ﬂuua NOJCUN020 so3pacma

CoOmroieHus KaKuX-JIM0O0 CrelUaNbHbIX YCI0BUN He TpeOyeTcs. ONbIT NpUMEHEHUs y NallMeHTOB €
JAMO crapure 75 net orpaHvyeH.

Iayuenmsi ¢ napywienuem hyHkyuu novex

Hukakux crnenuanbHbIX UCCIEI0BAaHUNA C y4acTHEM MAllMEHTOB C HapylleHHOW (yHKIMeH IMouex,
MIOJIy4aoLUX Mpenapar Jiijea, He IPOBOANIIOCE.
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Ananu3 GapMakoKMHETHYECKUX NaHHBIX uccnenoanus VIEW?2 nokasan, uto y 40 % mauueHToB ¢
HapymeHusMu pyuakuun nouek (24 % — nerkoit crenenu, 15 % — ymepennoit crenenn u 1 % —
TSDKEJIOW CTENEeHM) TOCIEe MHTPABUTPEAIBHOTO BBEIACHUS Kaxkaple 4 win § Hemenb paziauyuuil B
TUTa3MEHHBIX KOHIEHTPAIUAX aKTUBHOTO BEI[ECTBA HE OTMEYAJIOCh.

Cxoxwue pe3ynpTarhl Obmi monydeHsl y maunumeHToB ¢ OLIBC B uccrnemoBanmu GALILEO, y

nanueHToB ¢ JJMO B uccinenoBanuu VIVID-DME u y naumenroB c¢ muonuueckoit XHB B
uccnepoBannn MYRROR.

CTH

[Ipemapar Diiea He MPUMEHSETCS Y JAHHON TPYIIIHI MAIMEHTOB 110 TIOKa3aHUSIM «BIIAXKHAS» opMma
BM/I, OLIBC, OBLIBC, IMO u muonuueckas XHB.

6. PAPMAIIEBTUYECKHE CBOVICTBA
6.1. [lepeuens BcoMoraTebHbIX BelleCTB

Hatpust nurunpodocdara Mmonoruapar
Hatpus ruapodocdara renraruapar
Harpus xnopun

Caxapoza

[Tomucop6ar 20 (E 432)

Bozaa m1sg uHnexmn
6.2. HecoBMeCTHMOCTH

B cBs3u ¢ OTCyTCTBMEM HCCIIEIOBAHUN COBMECTMMOCTH JAHHBIN JIEKAPCTBEHHBIM Mpernapar He
ClIeyeT CMEIINBATh ¢ JPYTHUMHU JIEKapCTBEHHBIMU MIpenapaTaMu.

6.3. Cpok rogHocTu (CpOK XpaHeHus1)
2 roja.
6.4. OcoOble MepbI MPEIOCTOPOKHOCTHU MPH XPAHEHUH

XpanuTh pu TemiepaTrype ot 2 10 8 °C B OpUrHHAIBLHOM yIIaKOBKE (KQpTOHHOM MavyKe) /IS 3l ThI
ot cBera. He 3amopaxuBaTh.

[lepen wucnonb30BaHMEM HEBCKPBITHIM (IIAKOH MOXET XpaHUThCS BHE XOJIOIWIbHHKA TpU
teMmiieparype He Bbimie 25 °C 1o 24 yacos.

6.5. XapakTep u coJep:kaHHe YNAKOBKH U CHeyUAibHOe 000pydosanue 01 UCHONb30BAHUS,
66€0eHUA UTU UMNIAHMAYUU

ITo 0,278 mn mpenapara Bo (1akoH M3 OeCLBETHOrO CTeKJa Tumna |, yKymopeHHBI mpoOKoil u3
OyTHIIKayyyKa C (TOPIOJUMEPHBIM MHOKPBITHEM, C OOXHUMHBIM aTIOMHUHHUEBBIM KOJIITAYKOM U
MTOJIUIIPOITUAIIEHOBOM KPBILIKOM.

ITo 1 ¢pnakony u 1 GpuabTpOBaATBEHON UTJIE C TMCTKOM-BKJIABIIIEM TOMEIIAIOT B KAPTOHHYIO MUKy,
MMEIOIIYI0 KOHTPOJIb IEPBOr0 BCKPHITUSA (1Iepdopalius U/1iu CTUKED).

6.6. Ocodble Mepbl MPeJIOCTOPOKHOCTH NMPH YTHIM3ALUH HCIO0JIb30BAHHOIO JIeKAPCTBEHHOI 0
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npemnapara wjin 0TxoaA0B, MOJYYECHHBIX MOCJI€ NMPUMEHCHUA JICKADCTBEHHOI'O IIpenapara, u
APYrue€ MaHMIyJSINUH C IMpernmapaTomM

Kaxnpiii prakoH ciieayeT ucnoiab30BaTh TOIBKO IS OJJHON HHTPABUTPEATbHON WHBEKIIHH.

@nakoH coAepkuT A03y aduubepuenTa, IPEBBINIAIONIYI0 PEKOMEHAOBAHHYIO 103y 2 MI
(oxBuBasieHTHYI0 0,05 M pacTBOpa A MHBEKUUH). M30BITOUHBI 00BEM JOJKEH OBITH YAAJICH JI0
BBEJCHUS PEKOMEHIYEMOM JO3BI.

[lepen mpuMeHeHHEM ClEAyeT BHHMATEIBbHO OCMOTPETh (iakoH. [Ipm HapymieHHH HEIOCTHOCTH
¢rakoHa, 3HAYUTETLHOM W3MEHEHHH [[BETA, IOMYTHEHUH, OOHAPYKEHUN BUAMMBIX YaCTHUI] IIpenapaT
JOJDKEH OBITh yTHUIIM3UPOBAH.

OuibTpoBalibHAS Wrja HE JOJKHA HWCIOJIB30BAThCS JUIsl MHBEKIMNA. DUIBTpOBAIbHAS WIJIa HE
MUPOTEHHA W HE TMOMJICKUT CTEPWIM3AIlMM METOJOM aBTOKJIaBuUpoBaHus. [Ipu HapymeHun
LIETTIOCTHOCTA HMHAMBUAYAJTbHON YMaKOBKH (UIBTPOBAIBHYIO UIIy TMPUMEHATH Henb3s. [locie
WCIIOIB30BaHUs (PUIIBTPOBAIbHAS UTJIA YTUIIM3HPYETCS B KOHTEHHED M1l cOOpa OTXOJ0B Kiacca A
(manoonacHeie oTxojbl). [ToBTOpHOE HCMONMB30BaHNE (UIBTPOBAIHHONW WTIIBI MOXKET MPHUBECTH K
Pa3BUTHIO HHPEKIIUU WU APYToro 3a00JeBaHUS/ TIOPAKEHUS.

JI1st ’HTPAaBUTPEATTbHOM MHBEKIIMM CIEAYET UCIIOIb30BaTh Uity g nHbekui 30 G x )2 qronmMa.

HHCTPYKIIMM 110 MCHOJIL30BAHUIO (hJIaKOHA

1. YpangooT NiaacTUKOBBIM KONMAYOK M JIE3MH(UIUPYIOT BHEUIHIOI YacTh PE3WHOBOW IMPOOKU
(bnakoHa.

2. [pucoeaunstor ¢puiabTpoBaibHyo Uriay 18 G, 5-MHKPOH, BIOKEHHYIO B KapTOHHYIO MaykKy, K
CTepUJILHOMY ILIIPHUILY HA 1 MII C JIFO3POBCKUM HAKOHEYHUKOM.

3. OWIBTPOBAIBHYIO UIIIy BBOJAT Yepe3 LEHTP MPOOKH (I1akoHa JI0 TeX MOp, OKa OHA MOJTHOCTbHIO
He BOWJET BO (pJIakOH U ee KOHELl He KOCHETCs IHA MM HIKHETro Kpas (piakoHa.

4. Cobmrozasi mpaBujia aceNTUKU, U3BJIEKAIOT COAEPKUMOeE (prakoHa ¢ rpenaparom Diijiea B MINPHIL,
nepxa (IakoH BEPTUKAJIbHO, HEMHOT'O HAKJIOHSSI €ro JUis MOJHOTO M3BJeueHHs mpemnapara. Jlms
NPEJOTBPALLICHUs] TONaJaHusl BO3/AyXa HEO0OXOAUMO YOEeIUTBCS, YTO CKOIIEHHBIH KOHEI| HIJIbI
MOTPYXEH B >KUIAKOCTh. IIpum oTbope pacTBOpa MpOJOIKAIOT HAKIOHATH (DIAKOH, Clels 3a TeM,
YTOOBI KOHEI] UIJIbI OBLT MOTPYXKEH B )KUKOCTb.
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5. Y0eauBIMHNCH, 4TO NITOK HOPUIHS JOCTATOYHO OTTSHYT Ha3aJ IpH 3abope pacTBopa U3 (hI1akoHa,
(UIBTPOBANBHYIO UIITY MOJTHOCTBIO OMYCTOLIAIOT.

6. @UIBTPOBATILHYIO UTJTy CHUMAIOT M YTHIIN3UPYIOT.
[Ipumeuanue: puiIbTpOBaJIbHAS UIJIa HE MUCTIONB3YETCS JJIl UHTPABUTPEAbHOM HHBEKIINH.

7. Cobmrofasi mpaBuiIa aceNTUKH, UriTy it uabekuu 30 G x %2 mroiimMa MmIOTHO MPUCOSAUHSIIOT K
KOHYMKY HIIpula ¢ JIO3POBCKUM HAKOHCYHUKOM.

8. Jepxa mmpuiy uriiod BBEpX, MPOBEPSIOT PACTBOP HA HAJIMYME My3bIpbKOB. Eciin oHM MMeroTcs,
OCTOPO’KHO BCTPAXUBAIOT IIIPHI], TOCTYKHBas TI0 HEMY MaJbLIEM JIO TEX 0P, MIOKa BCE IMy3bIPbKH HE
MOTHUMYTCS HaBEPX.

9. MemieHHO HaJaBiWBas Ha IMOPIICHb TaK, YTOOBI €ro IUIOCKUM Kpail goctur Metku 0,05 mi Ha
HITpULIe, YIAIAIOT BCE My3bIPbKHU U U30BITOUYHBII 00BEM Ipemnapara.
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10. ®naxoH npegHa3HAUYEH TOJIBKO /711 OTHOKPATHOT'O UCII0JIb30BaHUs. V3BlIeueHNE HECKOJIBKUX J103
U3 OAHOTO (hIaKOHA MOYKET MPUBECTH K YBEITHUYEHHIO PHUCKAa KOHTAMHMHAIMH U TOCIEIYIOUIeMY
pa3BuTHIO HH(peKIuU. Bech ocTaBImiics IekapCTBEHHBIH Mpernapar U OTXOIbI CIEAyeT YHUUTOXHUTh
(yTunu3upoBaTb) B COOTBETCTBUU C TPEOOBAaHUSAMHU 3aKOHOAATEIbCTBA I'OCYJApPCTB — YJICHOB
EBpa3suiickoro s5KOHOMHUYECKOTO COI03a.

7. AEPKATEJIb PETUCTPALIHMOHHOI'O YIOCTOBEPEHUA

I'epmanus

baitep AT’

Kaitzep-Bunsrensm-Aunnee, 1, 51373 JleBepkysen
Temedon: +49 214 30 1

7.1. IlpeacraBuTe/Ib AEpKATE/ISI PETHCTPALMOHHOIO YA10CTOBEPEHUs!

[IpeTen3un norpedbuTenel HaNpaBIATh MO aJAPeCy:
Poccuiickaa ®eodepayus

AO «BAWEP»

107113, r. Mocksa, 3-s1 Peiounckas yi., 1.18, ctp. 2
Tenedon: +7 495 231 12 00

DnekTpoHHAas mouTa: ru.communications@bayer.ru
Pecnyonuxa Kazaxcman

TOO «baiiep KA3»

050057, r. Anmatsl, yn. Tumupsizesa, 42, mas. 15, oduc 301
Tenedon: +7 727 258 80 40

DnexkrponHas moyra: kz.claims@bayer.com

Pecnybauxa benrapyco

220089, r. MuHck, np. I3epxunckoro 57, nomenieHue 54
Tenedon: +375 17 239 54 20

Dnexrponnas moura: ptc.belarus@bayer.by

8. HOMEP (HOMEPA) PETUCTPALHIUOHHOI'O YAOCTOBEPEHUSI

JITI-Ne(006553)-(PT-RU)

9. KATEI'OPUs OTITY CKA JIEKAPCTBEHHOI'O ITPEITAPATA
JlexapCTBEHHBIN ITpENapaT OTHOCUTCS K KATETOPUM OTITYCKa I10 PELIEITY.

OOmiast xapakTepuCTHKa JIEKapCTBEHHOTO Ipermapara Oiijea JOCTymHa B €IUHOM peecTpe
3apCTUCTPUPOBAHHBIX JICKAPCTBCHHBIX CPCIACTB EBpaSHﬁCKOFO 3KOHOMHYECCKOTO COKO3a U Ha
ounmansHOM caire YHOJIHOMOYEHHOI'O oprasa (3xcnepTHOM OpraHu3alvn)
(https://Ik.regmed.ru/Reqister/EAEU_SmPC).
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JlanHas Bepcus 001Iell XapaKTePUCTUKH JIEKAPCTBEHHOI0 npenapara aeicrayer ¢ 15.01.2026

29



