OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O ITPEITAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O ITPEIIAPATA

Ditnea, 114,3 Mr/mi1, pacTBOp ISt BHYTPUIIIA3HOTO BBE/ICHUSL.

2. KAMECTBEHHBINA U KOJJMYECTBEHHBIN COCTAB
2.1. O61ee onucanue

Admubepuent mnpexacraBiser co00H PEKOMOWHAHTHBIM THOPUIHBIA OEJIOK, COCTOSIIHA U3
(parMEeHTOB BHEKJICTOYHBIX [OMEHOB YEJIOBEYECKUX pELENTOpoB (hakTopa pOCTa JHAOTEIHS
cocynoB VEGF 1 u 2 (VEGFR-1 u VEGFR-2), cutsix ¢ Fe-pparmentom ummynornooysnsa 1gG1l
YenoBeka, W npoxyuupyemsiii B kietkax K1 smunuka kuraiickoro xomsuka (SIKX, CHO) mo
TeXHOJIOTHHU pekomOuHanTHo# JJHK.

2.2. KayecTBEHHBIH H KOJIHYECTBEHHDBIN COCTAB

JeiictBytomee BemecTBo: adubepuent.
Kaskzsrit Mt pactBopa conepxut 114,3 mr adimubeprenta.

Kaxnerit ¢nakon comepxut 30,1 mr admubepuenta B 0,263 Mmi pactBopa. D10 obecreynBaeT
HEeoOX0AMMOe KOJTMYECTBO LTS MOTyYeHHUs pa3oBoii 10361 0,07 Mi1, coneprkamieit 8§ Mr aprubepuenta.

BcnomorarenbHbIe BEIMIECTBA C H3BECTHBIM JICHCTBHEM

Kaxnaprit Mt pactopa copepxurt 0,3 mr nommcop6bata 20 (E 432).

[TonHbIi IepeyeHb BCIIOMOTaTeNbHBIX BEIIECTB IPUBEIEH B paznene 6.1.

3. JEKAPCTBEHHAS ®OPMA

PaCTBOp JUISL BHYTPUTJIA3HOT'O BBEACHUA.

ITpo3pauHblif UK cierka onanecHUUpyronui, OeCIBETHBINH WIN CBETIO-XKENITOro I[BETa PacTBOp, He
coZiepKaliuii BUUMBIX YaCTHUIL.

4. KINHUYECKHUE JAHHBIE
4.1. IlokazaHusi K NPUMEHEHHUIO

[Tpenapat Diinea moka3aH K IPUMEHEHHUIO Y B3POCIBIX IS JICUECHUS:

® HEOBaCKYJSIPHOH («BJIa)KHOW») (GOpPMBI BO3pAacTHOI MakyisipHO#l nereneparun (HBMJI) (oM.
pasnen 5.1.);

® YXyIIICHUS 3PCHHS, BBI3BAHHOTO 1Ha0eTHIeCKUM MaKyIsIpHbIM oTekoM (JIMO) (cm. pasmen 5.1.);

® YXYyAUWECHHUSA 3PCHHS, BBI3BAHHOI'O MAKYJIAPHBIM OTEKOM BCJICACTBUE OKKIIFO3UM BE€H CCTYATKH
(OBC) (oxkiIrO3HsI IICHTPAIBHOM BEHBI, €€ BETBEH, TeMUPETHHAIbHAS OKKII031s) (M. pasmern 5.1.).

4.2. PesxuM 103MPOBAHMSI M CIIOCOO MPUMeEHEHHUsI



IMpenapar Diinea JOJKEH BBOJUTH TOIKO KBATH()UIMPOBAHHEIH Bpay, UMEIOIHUH OBIT IPOBECHHS
MHTPaBUTPEANBHBIX HHBEKIH.

Pexxum no3upoBanus

Heosackynspras («enascuasny) @opma 603pacmuoi  MaxyiaspHou Oecenepayuu (HBMJ) u
Oouabemuueckuti maxyasapHui omex ({MO)

PexomennoBanHas 1o3a cocTtaBiseT § Mr admmbepuenta, yro skBuBajeHTHO 0,07 MII pacTBOpa.
Pexxum nozupoBanust no nokazanusMm HBM/I u IMO onunakoBbift. [l momydeHust no3bl 8 Mr
HEoOXO0IMMO HCIIOJIb30BaTh MperapaT Ditnea 114,3 mr/mi.

[TaunenTtaM, KOTOpBIE HAUNHAIOT JICYCHHE, BBOJT TPH MOCIEIOBATENBHBIX €KEMECIIHBIX HHBEKIHH
npenapara Jiinea. 3aTeM HHTEPBaJIbl MEXKAY HHBEKLIUSIMU MOTYT OBITh YBEJIMUCHBI 10 4 MecsAIeB Ha
OCHOBAHHH OLIEHKH PEe3yIbTaTOB U3MEHEHMSI OCTPOTHI 3PEHUS M/MII aHATOMHUYECKHUX IOKa3aTeneH
JeyanM BpadoM. BriocieacTBun MHTEpBaIbl MEXIY WHBEKIHUAMH MOTYT OBITH YBEIHUYEHHI 10 6
MECSIIEB, HAIIPUMeEP, B PEXKNUME (JICUHTh M yBEIMINBATh HHTEPBAID, IIPH YCIOBHHU MOIICPKAHHS
CTaOMIIBHBIX PE3YJIBTATOB I10 OCTPOTE 3PCHHUS W/MITH aHATOMHYECKUM IToKa3aTemsiM (cM. paszen 5.1.).

Jlnst manmeHToB, KOTOPBIE paHee MONydYand JiedeHHue IpenapatoMm Ditea 40 MIr/Mi wind ApyTHMH
antu-VEGF npenaparamu u nepeBoasTcs Ha npemnapar Diinea 114,3 Mr/mi, cxema Je4eHHs MOXKET
OTJIMYAThCS OT TOH, KOTOpast HCIOJNIB3YeTCs U1l MAIIMEHTOB, KOTOPHIE HE TIOJTy4Yall JeUeHHe paHee.
VHTepBanbl MEXIy MHBEKLUSAMU JOJDKHBI ONPENENAThCI Ha OCHOBAaHUHU PE3yJbTaTOB IO OCTPOTE
3pCHUS W/MITH aHATOMHYECKUM MOoKa3aTessiM (cM. pasmen 5.1.).

- YV nanueHToB co CTaOMIBHBIMU Pe3yJIbTaTaMH [0 OCTPOTE 3PSHUS M AHATOMHYECKHUM MTOKA3aTeIsIM
HpepIIyIie NHTEPBaIbl MEKAYy WHBEKLIHSIMH MOTYT OBITh COXpPAaHEHBI WM YBEIUYCHBI IOCIE
HepBoi MHBEKIMH npemnapara Jitnea 114,3 mr/mi, HanpuMmep, B peXkUMe «ICUUTh U yBEJIMYUBAThH
HHTEPBAI».

-V DanueHToB C HEJOCTAaTOYHBIMU pE3yNbTaTaMH II0 OCTPOTE 3PEHHS H/WIM aHATOMHYECKHM
MoKa3aTelssM JiedeHWe mpemaparoM Oimea 114,3 Mr/Mim MoXeT HauMHATBCI C  Tpex
MOCIIEZIOBATENbHBIX €KEMECSYHBIX HHBEKIHMH, II0CIe YEero HHTEPBAIBl MEXAY HWHBEKIHIMU
UHUBUIYaIU3UPYIOTCS, HAIPUMED, B PEKUME «ICUUTh U YBEIUUUBATh UHTEPBAID).

Ecnm pe3ynbpTaTsl O OCTPOTE 3pEHHS W/WIM aHATOMUYECKHM ITOKa3aTeNsIM yXyALIAIoTCA, CIeayeT
COKpPAaTUTh MHTEPBANBI MEXIY HHBEKIHIMH COOTBETCTBYIOIINM 00pa3oM IO YCMOTPEHHIO Bpada.
HHTepBan Mexmy AByMs HHBEKIMAMH JIOIDKEH COCTaBIIATh He MeHee 1 Mecsma.

Ecii pe3ynbrarTel 10 OCTPOTE 3pEHUSI W/MIIM aHATOMHYECKHM IIOKa3aTeisiM YKa3bIBalOT Ha
orcyrctBue  3ddexra OT MPOBOAMMOrO JICYEHHS] Y TAIWEHTa, TEPAlMI0  MpernapaToM
Diinea 114,3 mr/mi criemyer NpekpaTUTsb.

B uccnenopanusx PULSAR (HBM/I) u PHOTON (IMO) He u3y4anoch exeMecsidHOe TPUMEHEHNE
npernapara Diisiea B 03e 8 Mr [yist 6oiiee yeM 3 1ocieioBaTelbHbIX HHbEKIUH. JloCTyIHbIe JaHHbIE
MOJTBEPXKIAFOT BO3MOXKHOCTD MPOBEICHUs OoJiee 3 MOCIEeNOBATENbHBIX €KEMECSIHBIX HHBEKIHMA
JUTSL OIIPEICTICHHBIX MAIMEHTOB, OTHAKO HA HACTOSAIINNA MOMEHT 00hEM TaKHUX JaHHBIX OTPaHHYCH.

YacToTa KOHTPOIBHBIX 00CIIEIOBAHIN MEXIy BU3HTAMH JODKHA OMPENENATHCS B 3aBUCHMOCTH OT
COCTOSIHMSI TIAlIMEHTa M IO YCMOTPEHHIO Jedamero Bpaua. Ciydad, HpH KOTOPBIX CIIEAyeT
MPEKPaTHTh JI€UCHNUE, CM. B pazzene 4.4.

Oxxarozus een cemyamxu (OBC)

PexomennoBanHas 103a cocraBisietT 8 Mr aguubepienTa, uto skBuBaneHtHo 0,07 mut pactopa. Jis
HOJIy4eHHs JIO3bl § MI' HEOOXOJMMO HCIIOIb30BaTh npenapar Ditnea 114,3 mr/miL

[TaunenTtaM, KOTOpBIC HAYMHAIOT JICYEHUE, BBOJAT TPHU MTOCIEAOBATEIBHBIX SKEMECIUHBIX HHBEKIHN
npemnapara Jifnea. 3aTeM HHTEPBAIbl MEXIY HHBEKIHUAMH MOTYT OBITh YBEIHICHBI HA OCHOBAaHUH



OLICHKH DPE3yJIbTATOB M3MEHEHUs] OCTPOTHI 3PEHMS M/WIIM aHATOMHYECKHX II0Ka3aTelel JedamiuMm
BpadoMm (cM. paszen 5.1.).

JIns manmeHToB, KOTOpbIE paHee MOMydald JedeHHe mpenaparoM Jiiea 40 MI/Mil Win APYTHMH
antu-VEGF npenaparamu u nepeBoasarcs Ha npenapar Dinea 114,3 mr/mii, cxema JICYSHUST MOXKET
OTJIIMYATBCS OT TOH, KOTOpast UCIIONB3YEeTC s I MAIIMEHTOB, KOTOPHIE HE TIOJTy4YallH JeUeHHe paHee.
MHTepBansl MeXIy WHBEKIMAMH JIOJDKHBI OMPENEIATHECS Ha OCHOBAaHHU PE3yJIbTAaTOB IO OCTPOTE
3peHHs M/MIH aHATOMHIECKAM MoKa3aTessM (cM. pasner 5.1.).

- Y manueHToB co CTaOWIBHBIMU Pe3yIbTaTaMH II0 OCTPOTE 3pEHUS U aHATOMUYECKUM [0Ka3aTeIIM
IpEeABIAYyIINEe MHTEPBAIBl MEXAY HHBEKIUSAMH MOTYT OBITh COXPAHEHBI MM YBEIHYCHBI IIOCIE
HepBOi MHBEKLUN Ipemnapata Ditea 114,3 Mr/mi, Hampumep, B PeXXUME «JICUYUTh U yBEJIUYUBATh
HUHTEPBAT».

-V nanueHToB C HEJOCTAaTOYHBIMU PE3yJIbTaTaMU II0 OCTPOTE 3PEHHS H/WIM aHATOMHYECKHM
HOKa3aTelsIM JiedeHWe mpemaparoM Oimea 114,3 Mr/Mi  MOXeT HauMHATBCI C  TPEX
HOCJIEI0BATEIbHBIX €XKEMECSYHbIX HHBEKLUH, IIOCIE Yero WHTEpBalbl MEXKAY HHDBEKIUIMU
UHIUBUIYaIU3UPYIOTCS, HAIPHIMED, B PEKUME «ICUUTh U YBEIMUNBATh HHTEPBAID).

Ecnm pe3ynbpTaThl IO OCTPOTE 3pECHHS M/WIM aHATOMHUYECKHM ITOKA3aTels M yXYAIIAIOTCS, CICTyeT
COKPATHUTh HHTEPBAIBI MEXKY HHBEKIUSIMU COOTBETCTBYIOIIMM 00Opa30M [0 YCMOTPEHHIO Bpaya (CM.
paszen 5.1.). UaTepBan Mexk1y ABYMsI HHBEKIMSAMH JOJDKEH COCTABIISATh He MeHee 1 Mecsia.

Ecimm pe3ynbTaTel 1O OCTpOTE 3pPEHUS W/MIM aHATOMUYECKHAM IIOKA3aTeNsIM YKa3bIBAlOT Ha
orcyrcTBUEe 3((eKTa OT NPOBOAMMOrO JIEUEHHsS y NalHeHTa, TEpaluio MHpemapaTtoM Oiinea
114,3 mr/Mn ciemyeT npeKpaTHTh.

YacToTa KOHTPOJIBHEIX 00CIEI0BAaHUI MEXIy BH3UTaMH JOJDKHA ONPEACIATHCS B 3aBUCUMOCTH OT
COCTOSIHMS TNALMeHTa M II0 YCMOTPEHUIO Jyevamiero Bpawa. Ciiydanm, HOpPH KOTOPBIX ClEIyeT
IPeKpaTUTh JICUCHHUE, CM. B paszene 4.4.

Oco0ble rpyIIbI IAIKEHTOB

Hauueﬂmbl C NOYEeYHOU WU NeYEHOYHOU HeOOCMAMOYHOCMbIO

Hukakux crienuanbHbIX HCCIEA0BAHUIT ¢ yUacTHEM MAIMEHTOB ¢ HapyIIeHHeM (QYHKIUH TOYeK WIH
He4YeHH He NPOBOAMWIOCh. Ha OCHOBaHMM JOCTYIHBEIX JAaHHBIX, KOPPEKIMU 1036l IpenapaTa Diliea
TaKUM ManueHTam He Tpebyercs (cM. pasgen 5.2.).

ﬂuua nOJ#CUI020 603pacma

Ha ocnoBanum JOCTYIHBIX HAaHHBIX, KOPPEKUHUU 03Bl IpErapara Diinea TakuMm nmanueHTaM HE
Tpebyercs..

CTH

BesomacHocTh 1 3G PeKTHBHOCTE mpenapara Jitnea 114,3 Mr/mi y geteit u moapocTKoB 10 18 et He
n3ydanucs. 1o mokasanussm HBM/, IMO u OBC npenapar Ditnea 114,3 Mr/mit y TaHHOH TPYTIIBI
MALHEHTOB HE IIPUMEHSIETCS.

Cnoco6 npuMeHeHust

INpenapar Ditnea npexaHa3HaYeH TONBKO JUIS BHYTPHUTIA3HOTO BBEICHHS.

WuTpaBuTpeanbHble HMHBEKIMH JOJDKHBI IMPOBOJUTHCS B COOTBETCTBHM C MEAMLUHCKHUMH
CTaHJAPTaMHU U JICHCTBYIOIIMMHU PEKOMEHAAUUSIMH KBATU(UIIMPOBAHHBIM BPAuOM, UMEIOIIM OTBIT
IPOBEICHUS TAKUX HHBEKIMH. B menom HeoOXommmo oOecrieunTh afaeKBAaTHYIO AHECTE3HI0 H
ACeNTHYECKUE YCJIOBMA, BKIIOYas NPUMEHEHHE MECTHBIX OaKTepHLUAHBIX CPEACTB LIHPOKOIO
CIeKTpa AeHcTBHA (HaprMep, HAHOCHTH TOBUIOH-HO/] Ha KOXKY BOKPYT TIJIa3a, BEKO U MOBEPXHOCTh
rasa). Pekomenayercs xupyprudeckas Ae3UH(EKIUs PyK, MPUMCHEHHE CTEPHIIBHBIX IEPYaToK,
CTEPWIBHBIX Cal()eTOK M CTEPHIBHOTO PACIINPUTENS BeK (MJIH €ro SKBHBAJICHTA).



VHBEKIMOHHYIO UIITy cleayeT BBOAUTh Ha 3,5-4,0 MM K3a1u OT JIMMOa B HOJIOCTH CTEKJIOBHJHOTO
Tena, u30erasi TOPU30OHTAIBHOTO MEPH/IMAHA W HAIPABIIA WIIy B LEHTP INIA3HOTO s0J0Ka. 3aTeM
BBOJAT pacTBop B o6beme 0,07 mut. Criexyroniast MHbEKIUsSI IPOBOAUTCS B IPYTOH y4acTOK CKIICPHI.

Cpa3y mocje BHYTPHUIJIA3HOTO BBEJCHHUS TMALMEHTHI JTOJDKHBI HAXOAUTHCS MMOJI HAONIOACHUEM Ha
MIpEeIMET MOBBIIEHUS] BHYTPHUIJIA3HOTO [aBJICHUs. AJECKBAaTHbI MOHHUTOPUHI MOXKET BKJIIOYATh
MPOBEPKY Mepdy3uu AUCKA 3PUTEIBHOTO HEpBA WIH O(TaIbMOTOHOMETpHIO. [Ipn HeoOXoauMocTH
ClleTyeT 00eCIIeUUTh JOCTYITHOCTE CTEPHIIBHOTO 000pYIOBaHHUS LTS TTapalieHTe3a.

Tlocne MPOBEACHUA I/IHTpaBI/ITpeaﬂbHOﬁ HWHBEKIUU TNalueHTa CIACAyeT MNpeaynpeauTb o
HEOOXOAMMOCTH  0e30TiaraTtelbHO  coo0marh O Jr00BIX  CHMITOMAaxX, KOTOPBIE MOTYT
CBHJCTENBCTBOBATh O Pa3BUTHH dHA0(TaIbMuTa (HampuMep, 00Jib B Iia3dy, MOKpPAaCHEHHE IJlasa,
(orohoOust, mOMyTHEHUE 3PCHUS).

Kaxxgprit (bHaKOH CJIEAYET HUCIIOJb30BaTh g JICHEHHUS OAHOI'O rIJiasa. Ilocne WHBEKIHH BeCh
HEUCIO0JIb30BAHHBIN npernapar il OTXOAbl JOJIKHbBI OBITH YTWIU3UPOBAaHbl B COOTBETCTBHUU C
MCCTHBIMHA Tpe60BaHI/IHMI/I.

MHCcTpyKIIMU 110 00paIeHHUIO ¢ JIEKapCTBEHHBIM TIperapaToM Iepe]] BBEICHHEM CM. B paszene 6.6.
4.3. IlporuBonoka3aHus

e [HWmepuyBCTBUTENFHOCTE K aduuOepuenty WiH K JIIOOOMY W3 BCIIOMOTATENBHBIX BEIIECTB,
MepPEeUYUCIICHHBIX B pa3zaedie 6.1.;

® TJa3Has WK NEPHOKYJIspHAs HH(EKIUs;

® AaKTHBHOE TSDKEJIO€ BHYTPUIJIa3HOE BOCHAICHHUE.
4.4. Oco0ble yka3aHHs H MepbI PeI0CTOPOKHOCTH IPH MPUMEHEHHH

IIpocnexnBaeMocTb

Y1005l YAYHIIUTE OPOCICIKUBACMOCTDH OMOJIOrHYECKUX JICKapCTBCHHBIX Mperaparos, H606XOZ[I/IMO
YETKO 3allMChIBATh HA3BAHUC U HOMEP CEPHUU BBOAMMOI'O ITperiapara.

PeaKgI/II/I, 06YCHOBJ'ICHHI>16 VHTPABUTPEAITBHBIM BBEICHUEM

Breuta BeIgBIE€HA CBSI3b WHTPaBUTPCATIbHBIX HHBGKHHﬁ, BKJIKOYas MHBCKIUHU Npernapara 317mea, C
PpasBUTHEM 3H,Z[O(1)Taﬂ]>MPITa, BHYTPUIJIa3HOT'O BOCHAJICHUS, OTCIIOCHUA CETYATKU, pa3pbiBa CETYATKH
U TpaBMaTH4ecKoil katapakthl (cM. pasaen 4.8.). IIpu BBexenuu mpemapara Diiea Bceria cieayer
coOMIOIaTh  COOTBETCTBYIONIYI0 TEXHHKY acelTHYecKOro mpoBeneHus wuHbekuuid. Crexyer
HH(GOPMHUPOBATH MAIIEHTOB 0 HEOOXOAUMOCTH HEMEJICHHO COOOIIaTh Bpady O JIFOOBIX CHMITOMAX,
CBHUJIETENBCTBYIONINX O PA3BUTHH HAO(DTAIBMHTA HIIH JII000H IPYroi peakiiy, yKa3aHHOW BEIIIE,
a TaKKe MPUHUMATH HaJUTIEKAIIe MEPHI 110 UX YCTPAHEHHUIO B CITydae BOSHUKHOBECHUSL.

[loBblllIeHHOE BHYTPUTJIa3HOE JIABJICHHE

Ha6nronanucey citydan KpaTKOBPEMEHHOTO IIOBBILICHHSI BHYTPHUTIIA3HOTO MABIICHHS B IIEpPBbIE
60 MUHYT 1OCIIe HHTPABUTPEAIBHBIX HHBEKIHIA, BKIIOYAsi HHbEKIUH Tpenapara Jiirea (cM. pasien
4.8.). CiemoBarenbHO, HEOOXOIUM KOHTPOJIb KAK BHYTPHUTIIA3HOTO IABJIEHHS, TAaK U IIepQy3UH JUCKa
3pUTEIBHOTO HEPBA C TPHUHITHEM HAUIEKAIIUX TEPAIIeBTHYECKHX Mep B Cliydae HEOOXOIMMOCTH.
Ilpu nedyeHHHM MANMEHTOB C IUIOXO KOHTPOJHPYEMOW TIJIayKOMOW HEOOXOMUMBI OCOOBIC MeEpBbI
MPEIOCTOPOKHOCTHU (HE ClieIyeT BBOMUTH MpernapaT Diiiea NPy BHYTPUIITaA3HOM JaBJIeHHH > 30 MM
pT. CT.).

VIMMYHOT€HHOCTb

[Mockonbky admmubepuent mnpeacTaBiseT CcoOOH OeOK ¢ TepaneBTHUYECKHMMHU CBOMCTBaMH,
CYILIECTBYET BEPOSITHOCTh MPOSIBIICHHS HMMMyHOreHHoctd (cM. pasmen  5.1.). Crenyer
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I/IH(bOpMI/IpoBaTB ManucHTOB O HCO6XOHI/IMOCTI/I €000I1aTh Bpady O JIF00OBIX INpHU3HaKax WJIn
CHUMIITOMAaX BHYTPHUIJIa3HOI'O BOCIIAJICHUS, TAKUX KaK 6OIII), (1)0T0(1)06I/I$I WJIK NIOKPAaCHEHHUE, KOTOPLIE
MOr'yT OBITh KIIMHUYECKHMH MPOSBJICHUSAMHU 'MIIEPIYBCTBUTCIILHOCTHU.

Cucremnbie 3G HEKTBI

IMocie WHTpPaBUTpeabHBIX WHBEKIHMH uHrHOUTOpoB VEGF ObliM OTMEYEHBI CHCTEMHBIE
HEXeJIATENbHbIE SIBJIHUS, B TOM YHCI€ KPOBOM3JIMSHHUS BHE OpPraHa 3peHHs M apTepUaibHbIe
TpoMO0odMOOIHUeckre coObITUs. CyIIeCTBYeT TEOPETHUECKUH PHUCK CBSI3W JTUX SBICHUH C
unrubuposanuem VEGF (cm. pasnen 4.8.).

HmeroTcs orpaHUyYeHHBIE JaHHBIE 1O 0E30MacHOCTH MpH JieueHHH nanueHtoB ¢ HBMJI, JIMO u
OBC, nMeromux B aHaMHe3€ HHCYJIBT, TPAaH3UTOPHYIO HIIEMHYECKYIO aTaKy WK HHPapKT MHOKapa
B TeYCHHE MOCIeaHUX 6 MecsueB. [IpW JeYeHHHM TakMX MAlHEHTOB CICAYeT COOJI0aTh
OCTOPOXKHOCTb.

bunarepanbHOe BBeACHUE

besonacHocTh M 3 (EKTUBHOCTD OMIaTepabHOrO BBeIEHMs Npemapara Oimea 114,3 mr/mi He
usydamich (cMm. pasgen 5.1.). OgHoBpeMeHHOe OWiIaTEpajbHOE BBEIACHUE MOXET IPUBECTH K
MOBBIIICHUIO CHCTEMHOI 3KCIO3MLUM IpernapaTa, 4To, B CBOIO O4epelb, MOXKET IIOBBICUTh PUCK
BO3HHKHOBEHHS CHCTEMHBIX HE)KEJIATEIbHBIX SBICHUH.

OnHOBpeMeHHOe MpuMeHeHue ¢ apyrumu auTi-VEGF npemaparamu

HMmetorcst orpaHndeHHbIE JaHHBIE 00 OAHOBPEMEHHOM NPHMEHEHHHN TIpenapaTa Diiiea ¢ ApyTHMH
anti-VEGF nekapcTBeHHBIMU HpenapataMi (CHCTEMHBIMH HIIH TJIA3HBIMH).

IIpuocTaHoBieHuE JIeUeHUS

JleueHnne MOIDKHO OBITH TMIPUOCTAHOBJIECHO B ClIy4ae:

— CHIDKCHHUSI MAKCUMAIIbHO KOPPUTHPOBAHHO# 0cTpoThI 3perust (MKO3) > 30 OykB 1Mo cpaBHEHHIO
C HOC/IeIHeH OLIEHKOH OCTPOTHI 3pEHHS;

— perMaTroreHHOro OTCIOCHUSI CETYATKH MIIM TP MaKyJSIPHBIX nepdopanusax 3 wiu 4 craquu;,
— pa3pbiBa CETYATKH;

— CyOpeTHHAJIBHOTO KPOBOM3JIUSHUS, 3aTPAaruBAIOIIETO LEHTPATIBbHYIO SIMKY, WJIH €CIH pa3Mep
KpoBoM3usiHUS coctaBiseT > 50 % ot obuieii obnacTy mopaxeHus;

— TPOBENCHHOIO WM IUIAHHPYEMOrO0 B TEUYEHHE INPEObIAyNINX WIH Clenyomux 28 nHel
HWHTPAOKYJIIPHOTO XUPYPTUUECKOTO BMELIATEIbCTBA.

PaSDI)IB TITUTIMEHTHOTI'O SIHUTECINA CCTYATKH

@dakTOpH! pHUCKa, CBA3aHHBIE C HAPYIICHUEM LEJOCTHOCTH CJIOSl IMTMEHTHBIX KJIETOK ITOCIIE aHTH-
VEGF Ttepanuun HBMJI, BKIIO4YaloT OOMIMPHOE W/WIM BBIPAXKEHHOE OTCIOCHUE IUTMEHTHOrO
SNUTENHs ceTyaTku. B Hauvane Tepanuu adaubeplenToM cieayeT COOI0JaTh OCTOPOXKHOCTh MPH
Ha3HAYCHHWHM IIperapara HarueHTaM ¢ (akTopaMH pHcKa 00pa30BaHMs Pa3phIBOB NMUTMEHTHOIO
JIUTECIINSA CCTYATKHU.

}KCHQI/IHH C ACTOPOJAHBIM MMOTECHIUAIIOM

)KCHH.IHHBI C ICTOPOAHBIM MMOTEHIHAJIOM JOJIKHBI KCIIOJIb30BAaTh HAZACKHBIE METOAbI KOHTPaLCIIIUN
BO BpeMs Tepamnuu npenaparoM Diinea 114,3 Mr/mi u o kpaiiHel Mepe B TeueHHe 4 MECSILEB M0ce
BBEJICHHS MOCJICIHEH 103kl penapata Disea 114,3 mr/mi (cM. pasznen 4.6.).

HOHYJ’[H[[I/II/I C OrpaHUYCHHBIMU JTaHHbIMU

OmbIT JIeueHHs mpenapaToM Dilliea MAHEHTOB ¢ CaXxapHbIM THa0eTOM C YPOBHEM INIMKHPOBAHHOTO
remornobuna (HbALc) Gomee 12 % wnam ¢ uponudepatHBHONH AHAOETHYECKOH pETHHOIMATHEH



Or'paHUvCH.

[Tpumenenne mpenapara Difjiea y HMallMEHTOB C AKTUBHBIMU CHCTEMHBIMH HH(QEKIMAMH HIH Y
MaIIeHTOB C COINYTCTBYIONIMMH 3a00T€BAHUSMH TIJa3, TAKUMH KaK OTCIOCHHE CETYAaTKH WM
MaKyJspHas nepgopanys He n3ydanocs. OIBIT IedeHns npenapaToM Diijea MalueHTOB C CaXapHBIM
IabeToM M OJHOBPEMEHHOW HEKOHTPONUPYEMOH THHEPTeH3HeH OTCYTCTBYeT. OTO HOIDKHO
YUHUTHIBATBCA JIEYAIlUM BPa4oM IIPH BEJI€HUU TaKUX MallUEHTOB.

BcernomorareapHble BelliecTBA

JanHblil nekapcTBeHHBI npemapat coxepxuT 0,021 mr mommcop6ara 20 (E 432) B kaxnoit mose
0,07 mu, uro skBuBaseHTHO 0,3 Mr/mit. IToanucop6aThl MOTYT BBI3BIBATh AJUIEPIHYECKHUE PEAKIIUH.

4.5. B3aumopneiictBue ¢ JAPYrHMH JIeKADCTBEHHBIMM T@penapaTaMd M JIpyrue BHIbI
B3aHMO/JeiicTBHA

HccnenoBanus JIEKapCTBEHHbBIX B3aMMOJICHCTBUI HE MIPOBOANIUCE.

4.6. ®epTUILHOCTH, 6ePEeMEHHOCTD U JIAKTALHUS

)KCH! [MHBI C IETOPOJAHBIM NMOTEHIIXAIIOM

JKeHIHBI ¢ IeTOPOJHBIM HOTEHIIHAIOM JOJDKHBI HCIOJIB30BaTh HaJIe)KHBIE METO/IB KOHTPAISTIIINT
BO BpeMsl Tepanuu npenaparoM Diiea 114,3 Mr/mi u o kpaiiHe# Mepe B TeUeHHE 4 MECALEB MOCIe
BBEJICHHS TIOCIIeTHEH 103kl penapara Jitnea 114,3 mMr/mi.

bepemenHOCTD

Jlannsle o npuMeHeHuy adubepuenra y OepeMeHHbIX KEHIIUH OrPaHUYEHBL.
B nccneioBaHusx Ha )UBOTHBIX OOHApy’KeHa PEpOyKTHBHAS TOKCHYHOCTH (CM. paszen 5.3.).

Ipenapat Diinea 114,3 mr/mi He cieayeT IPHUMEHITh BO BpeMsi OEPEMEHHOCTH, 33 HCKITIOYCHHEM
CllydaeB, KOT/ia MOTeHIUaNIbHAs [T0JIb3a JIJIsl MATePH MPEBbIIIACT NOTEHIIMATIBHBIA PUCK IJIS TIJI0/A.

JlakTarus

OCHOBBIBasICh Ha OYEHBb OrpaHUYCHHBIX JaHHBIX Yy 4Y€JIOBCKaA, a(bnnﬁepuenT MOXKET BBIACIATHCA B
IpyIHOE MOJIOKO B HU3KHMX KOHICHTpauusax. AduudepuenT npeacraBiser codboi MojeKyiny Oenka
6oNBLIOTO pa3Mepa M OXKHIACTCs, YTO KOJUYECTBO JICKAPCTBEHHOTO IMperapara, MOCTYMAloIee
peOCHKY H3 TPYAHOTO MOJOKa, OyneT MUHHManbHBIM. Brnusaume admumbepuenta Ha
HOBOPOJK/ICHHBIX/MJIA/ICHLICB, HAXO/IAIIMXCS HA IPYJHOM BCKapMIIMBAHUH, HEU3BECTHO.

B kxauecTBe Mepbl NPEJOCTOPOKHOCTH HE PEKOMEHAYETCsl IPOBOIUTH IPyIHOE BCKapMIIUBAHHE BO
BpeMs IIPUMEHeHHs npenapara Ditnea 114,3 mr/mi.

PepTHIILHOCTD

Her nanubIx o BiusHuH adiubepuenta Ha GepTHIBHOCTD YeloBeKa. Pe3ynbTaTel HccieioBaHui Ha
JKUBOTHBIX C BHICOKOM CHCTEMHOM KCIIO3MIIMEH Mpernapara Mmoka3biBaloT, 4To adubepIent MoxeT
Hapyuiath GepTUILHOCTE 0CO0E MY)KCKOTO H )KEHCKOTo 1ona (cM. pasaen 5.3.).

4.7. BiusiHue HA CHOCOOHOCTH YNPABJIATH TPAHCHOPTHBIMHM CpeACTBAMH U PpabdoTaTth C
MeXaHU3MaMu

IIpenapar Ditnea oka3pIBaeT HECYNIECTBEHHOE BIMSHUE HA CIIOCOOHOCTD YIIPABIISATH TPAHCTIOPTHEIMH
CpeACTBaMH M paboTaTh C MEXaHU3MAMH BCIIEJICTBHE BO3MOXKHBIX BPEMEHHBIX HApyIICHHUH 3PSHUS,
CBSI3aHHBIX C HHBEKIIUEH MM ¢ Iponeypoit obcinenoBanus rinasa. [larueHTs! He JOJDKHBI YIPaBIATh
TPAHCIIOPTHBIMU CPEJCTBAMH MM PAabOTaTh ¢ MEXaHW3MaMH [0 JOCTaTOYHOT'O BOCCTAHOBJICHUS
3pUTEIBHON (QYHKIIH.



4.8. HexenateJbHbIE peaKkIuu

Pesrome H[!O{hHJ’IH 0e30IacHOCTH

CepbesHble HeXenaTeabHble Peakiun BKIro4any karapakty (7,1 %), moBbllieHne BHYTPUTIA3HOTO
nmasnenns (3,8 %), kpoBoreuenune B ceTyatky (2,8 %), kpoBomsnusiHue B cTekmoBuanoe Teio (1,1 %),
karapakty cyOkamcymsipayio (0,6 %), paspsB cerdarku (0,5 %), xarapakry simepuyio (0,4 %) u
orcioenne ceruatku (0,4 %).

Haunbonee pacrnpocTpaHeHHbIC HEXENATelbHbIE PEaKlHMH Y IalMeHTOB, MONYYaBIINX TEPAIHIO
npernaparom Oiinea 114,3 mr/mi, Brimrovanu katapakty (7,1 %), yMeHBIICHHE OCTPOTHI 3PCHHS
(4,3 %), kpoBoTeuenne B KOHbIOHKTUBY (4,0 %), HoBbIIICHHE BHYTpHUTIa3Horo aasnenus (3,8 %),
OTCIOMKY cTekoBuaHOrO Tena (3,5 %), oTiiokeHus B crekioBuaHoM Tene (3,2 %), KpoBoTeueHne B
ceryatky (2,8 %).

ITpoduns Ge3omacHOCTH, HAOIIOAABIIUKCS B 4 KIMHUYECKUX UCCIIEJOBAHHSX, OBII COOCTaBUMBIM
y NalMeHTOB, MoiydaBunmx npenapar Oiiea 114,3 mr/mn (N=1808) u npenapar Diinea 40 mr/min
(N=857), a Tarsxe y narentoB ¢ HBMJI, JIMO u OBC.

TabnuuHoe PE3IOME HEKEIATEIbHBIX [ZeaK!!I/Iﬁ

1808 nanueHTOB, MOTyYaBIINX TEpaIHio mpemnapatom Ditrea 114,3 Mr/mi 10 96 Hemenb, COCTaBUIN
MOMYJISIIAI0 [0 OICHKE Oe30MacHOCTH B 4YeThIpex KiamHuueckux uccienoBanusx /111 ¢dassr
(CANDELA, PULSAR, PHOTON, QUASAR).

JlanHble 1O 0€30MAacCHOCTH, NPHUBEACHHbIE HUXKE, BKIIOUAIOT BCE HEXKENATEIbHbIE PEAKLUH C
BO3MOXHOI IPUYMHHO-CIEACTBEHHON CBS3bI0 C IpPOLENYPOH BBEICHUS WM JIEKapCTBEHHBIM
HpenapaToM.

HexenarenbHble peakmUM IIEPEYNCIICHBl B COOTBETCTBHHM C CHCTEMHO-OPTaHHBIM KJIacCoM U C
4acTOTON BCTpedaeMOCTH. YacToTa onpenensercs caeayomuM oopa3oM: o4eHs yacto (>1/10), gacto
(>1/100, HO <1/10), Hewacto (=1/1000, HO <1/100), pemxo (>1/10000, Ho <1/1000), wacrora
Hen3BecTHA (Ha OCHOBAaHWH MMEIOIINXCS JAHHBIX OLIEHUTh HEBO3MOXKHO).

B npenenax kaxxaod Ipynmbl HEXKENaTeNbHbIE PEAKLMU CrPYNIMPOBAHBI 110 YAaCTOTE B IOPSIKE
YMEHBUIEHUS CTENEHH TKECTH.

Tabmuma 1: Bce HexenaTenbHbIE peaklUM, CBA3aHHBIE C Tepamuel, 0 KOTOPBIX COoo0IaIoch y
narueHtos ¢ HBM/I, IMO unn OBC, nonyuasmnx npenapatr Dinea 114,3 Mr/mit B HcCIeI0BaHUAX
II/111 dazbr witit Bo BpeMsi MOCTMapKETHHTOBBIX HAOTOICHUH

CucremHo-
. Yacrora HexenaTenbHasi peakuus
OpPraHHbIM KJace
Hapymenus co THIEPIyBCTBUTENPHOCTE®
CTOPOHbI UMMYHHOM Yacro
CHCTeMbI
Hapymemm co KaTapakTa, IOBBINICHHUEC BHYTPUIVIA3HOTO AABJICHHUSA, OTJIIOXKEHUS B
CTOPOHBI OPrana CTEKJIOBHZHOM  Tele,  OTCIOKa  CTCKIOBUIHOIO  Tela,
3peHust Yacto KPOBOU3IIUSIHUE B CTEKJIOBUAHOE TEJIO, KPOBOTEUCHUE B CETUATKY,

YMEHbIIEHHE OCTPOTHI 3peHHs, 00Nb B TIJa3y, KPOBOTECUCHHE B
KOHBIOHKTHBY, TOUEYHBII KEPATUT, CCAIIHA POTOBUIIBI

OTCIIOEHHE CETYATKH, Pa3pblB CETYATKH, DPa3pblB IHUIMEHTHOIO
SIMTEIUS CeTYATKH, OTCIOCHUE MUIMEHTHOTO MUTENHs CETYATKU,
YBEUT, HUPUT, UPUJIOLUKIUT, BUTPUT, KaTapakTa KOPTHKaJIbHasi,
KaTapakTa sjiepHasi, KaTapakTa CyOKarCyIspHasi, 3pO3usi pOTOBHIIBI,
IIOMYTHEHHUE B I10JI€ 3pECHHs, 0OJb B MECTE€ MHBEKIUH, OLIYyIICHHE
IPUCYTICTBUS HHOPOJHOIO Tela B IJa3y, TUIEPCEKPETOpHOE
CIIE300T/ENEHNE, KPOBOM3IMUIHAE B MECTE MHBEKLUH, THIIEPEMHUS
KOHBIOHKTHBBI, IEHTUKYJISIDHbIE IOMYTHEHUS, OTEK BEK, THIIEPEeMHUs

Heuacro




Tja3, pasapaxCHue B MECTC NHBCKIUA, ACTCHECpAl U CETYaTKH, OTCK

POTOBHIIBI
Penko CIIETIOTA, SHAOPTAIBMHT, PA3JPaKECHUE BEK
Yacrota | ckieput**

HCU3BCCTHA

* CoOOLICHHUST O PEaKLUUSIX TUIIEPYYBCTBUTEIBHOCTH BKIIFOYAIIH CIllb, 3Y/l, KPAIMBHHUILY.
** /I3 HOCTMAapKETUHTOBBIX COOOIICHHIA.

IIpenmonaraercs, 4ro mHpuH NpPUMEHEHWH mpemapata Oimea 114,3 Mr/mi, MOryT BO3HUKATb
ClIeyIOIINe HeXeJlaTeNIbHbIC PEeaKI[y, BO3HUKABIINE [IPY IPUMEHEHNUH Iipenapara Diinea 40 Mr/mir:
HEECTECTBEHHBIE OLIYNICHHs B IJa3y, AS(QEKTHl SIHUTENHs POTOBUIBI, ONAJIEeCLEHIHs INepeaHei
KaMepsbl, TpaBMaTHYeCKasi KaTapakTa, IMIOIHOH, TsDKelble aHaduIakTHYecKkue/aHadUIaKTONTHbIe
peaKum.

Omnmcanue OTACIBHBIX HEKCIIATCIbHBIX [QCaKgI/Iﬁ
Heorcenamenvhnovie peaxkyuu, xapakmepHbsie onst JIEKAPCMEBEHHbIX npenapamoe moeo asnce Kiacca

Aprepunansasie TpoMboambommaeckie coObiTus (ATC) SBIAIOTCS HEXENaTeNbHBIMA PEaKIMIMU,
MOTEHIMATFHO CBSI3aHHBIMH C CHCTeMHBIM MHTHOMpoBanueM VEGF. Teoperndeckn cymecTByer
puck ATC, Brmouas HHCYIbT W HMH(ApKT MHOKapAa, IIOCIe HHTPaBUTPEAIbHOTO BBEICHHS
naru6utopoB VEGF. B xmmanveckux uccnenoBanusx adiubepuenra y nanuenros ¢ HBMJI, IMO
n OBC HnaGmonanace Hu3Kas 4actora Bo3HHKHOBeHMs ATC. Ilo kakxmoMy M3 ToOKa3aHuil He
HaOJII0JaI0Ch 3HAYUTEIBHOM Pa3HULIBI MEX Ty TPYIIIaMHU ITAlIMeHTOB, TOTy4YaBIInX Mpernapar Diliea
114,3 mr/mi1, 1 mauMeHTaMK KOHTPOJIBHBIX TPYIIIL, MOMyYaBLIMX IpenapaT Jitnea 40 mr/mi.

Co00111eHIE 0 TT0I03PEBACMBIX HEXKEIATEIbHBIX PEAKIIUAX

BaxxHo coo0mars O [OJO3pEBAEMbIX HEXKENATEIbHBIX PEAKUUSAX II0CIe  PEeTHCTpaIluu
JISKQPCTBEHHOTO TpernapaTa ¢ LeNbl0 00eCHeueHHuss HEeNPEepbIBHOIO MOHHUTOPUHIA COOTHOIICHUS
«ToNb3a — PHUCK» JICKAPCTBEHHOI'O HpemapaTa. MEAWIMHCKMM pPAaOOTHHKAM PEKOMEHIyeTCs
€o00IIaTh O JIOOBIX MOA03PEBAEMBIX HEXKENIATENBHBIX PEAKIUAX JICKAPCTBEHHOTO MIperapara uepe3
HallMOHAJIFHBIE CHCTEMBI COOOWICHHS O HEKENATeNbHBIX pPEaKIHsAX TOCyJapcTB — UICHOB
EBpa3niickoro 3KOHOMHUYECKOTO COI03a.

Poccuiickas ®edepayus

DepepanbHas ciayk0a 1Mo Haa30py B chepe 3ApaBOOXpaHEeHHs

Anpec: 109012, r. Mocksa, CnaBsHCKas miiomias, 1. 4, cTp. 1

Tenedon: +7 800 550 99 03

OnexrponHas moyra: pharm@roszdravnadzor.gov.ru win npr@roszdravnadzor.gov.ru
Caiit: www.roszdravnadzor.gov.ru

Pecnybnuxa Kazaxcman

PI'TlI na IIXB «HauuoHanbHBIA LEHTP HKCIEPTU3BI JIGKAPCTBEHHBIX CPEICTB U MEIUIIMHCKUX
usgenuity Komurera MEAWIIMHCKOrO W (DapMaieBTUYECKOro KOHTpois MHHHCTepCTBa
3apaBooxpanenus Pecnyonuku Kazaxcran

Anpec: 010000, r. Acrana, paiion baiikonsip, yi. A. Mmanoa, 13 (BLl «Hypcayner 2»)
Tenedon: +7 7172 23 51 35

OnexrponHas noura: farm@dari.kz

Caiir: www.ndda.kz

Pecnybnuxa Benapyco



VII «llenTp sKcnepTU3 U UCHBITAHUN B 3/[paBOOXPAaHEHUN
Anpec: 220037, r. Munck, ToBapuieckuii nep., 2a
Tenedon: + 375 17 231 85 14

Dakce: +375 17 252 53 58

Tenedon otnena papmakonansopa: +375 17 242 00 29
OnexktpoHHas moura: repl@rceth.by, rceth@rceth.by

Caiir: www.rceth.by

4.9. llepeno3upoBka

CHUMIITOMBI

HepeﬂOSI/IpoBKa C BBCJICHHEM 6oubIIero odobema pacTBOpa MOXET HNPUBOAUTHL K IIOBBIIICHUIO
BHYTPUIJIa3HOI'O AaBJICHUS.

Jleuenue

B ciydae nepe103MpoBKH ClIeyeT KOHTPOIUPOBATh BHYTPUITIa3HOE JaBIEHHE, TPU HEOOXOIMMOCTH
JIeYalinii Bpay JOJDKCH HavaTh /IeKBATHYIO Teparnuio (CM. paszeinsl 4.4. 1 6.6.).

5. PAPMAKOJIOTMYECKHAE CBOMCTBA
5.1. dapmakoagnHAMIYecKHe CBOHCTBA

dapmakoTepaneBTHYeCKasl TpyINa: INpenaparbl, NpUMEHsAeMble B O(TaJbMOJIOTHH; CpPEACTBA,
IpPUMEHseMbIe TIpH 3a00JICBAaHUSAX COCYIHCTONH OOOJOYKM TJa3a; CPEeACTBAa, HMPEMSTCTBYIOLIHNE
HOBOOOPA30BAHUIO COCYIIOB.

Koxg ATX: SO1LAOS

Adnubepuent — 3TO pEKOMOMHAHTHBIM THOpUAHBIA Oelok, cocTosmuit H3  QparMeHTOB
BHEKJICTOYHBIX JOMEHOB ueinoBeueckux peuentopoe VEGF 1 (VEGFR-1) u 2 (VEGFR-2),
coenuHeHHbIX ¢ Fe-¢hparmenrom nmmyHornooyinuHa G (IgG1) yenosexka.

Admubepuent npousBoautTcs kietkamu Kl sMYHAKA KHTAWCKOrO XOMSYKA IO TEXHOJIOTHH
pekombunanTHo JTHK.

MexaHu3M JIeHCTBUS

Cocyaucrslii sHn0TenHanbHbIH (akrop pocta A (VEGF-A) u miauentapusiii pakrop pocta (PIGF)
SBJISAIOTCS WieHamu cemelictBa VEGF aHrnoreHHsIX ()akTOpOB, KOTOPBIE MOTYT OKa3bIBaTh MOIIHOE
MHUTOTEHHOE, XEMOTaKCHYECKOe JeHCTBUE B OTHOIIEHMM KJIETOK SHAOTEIMs U IIOBBIIIAThH
npoHuaeMoctb cocynoB. VEGF peiicTByer uepe3 nBa Tuma THPO3WHKHMHA3HBIX PELEHITOPOB,
VEGFR-1 u VEGFR-2, mpeicTaBleHHBIX Ha I[OBEPXHOCTH SHIOTEIHANBHBIX KieTok. PIGF
ces3biBaeTcst Toabko ¢ VEGFR-1, xoTopsle Take MPUCYTCTBYIOT Ha MOBEPXHOCTH JICHKOLUTOB.
M36pITOUHAs aKTHBAIMS 3TUX PELENTOPOB COCYIMCTBIM SHIAOTENHANBHBIM (PAKTOpPOM pocTa A
(VEGF-A) wMoxer mnpuBOANT K IMATOJNIOTHYECKON HEOBACKYyJIsApU3alUM W H30BITOYHOM
nporumaemMoctu cocynoB. PIGF moxer neiictBoBarh HeszaBucumo, aktuBupyd VEGFR-1 ms
CTUMYIHPOBAHHS BOCHATNTENPHOW PEAaKIWU B CETYATKEe, W, KaK M3BECTHO, AT YCHIICHUS TaKUX
MAaTOJIOTHYECKUX cocTossHMM, kak HBM/I, nmaGetmyeckas peruHomatus, [JMO U OKKIIO3US BEH
ceruatku (OBC).

(Da[ YMAKOJIMHAMUYCCKUC S!hjheKTBI

AdmbeprenT IefcTBYeT KaKk pacTBOPHMBIN PELENTOP-IOBYIIKa, KOTOpPhIi cBszbiBaeT VEGF-A u
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PIGF c 6oiee BbIcOKO# a)UHHOCTBIO, YEM HX €CTECTBEHHBIE PELEITOPEI, ¥, TAKUM 00pa3oM, MOXKET
MHTHONPOBATh CBS3BIBAHME M aKTHBALUIO 3THX poacTBeHHBIX VEGF perenrtopos.

B mccnenoBaHMAX Ha JKHBOTHBIX adiaubepuent ObUT CIOCOOCH MPEAOTBpalIaTh MAaTOIOTHYECKYIO
HEOBACKYJISIPH3ALMIO M TPAHCCYIALMIO TIPH PsJIe PA3IMYHBIX MOJIEIICH I1a3HbIX 3a00IeBaHuUil.

Heosackynspras («enasicnas») gpopma 603pacmuoi MaxyispHou decenepayuu (HBMJ])

HBMJI xapakTepusyercss MaTOJOTHYECKON XOpHOHMIadbHOW HeoBacKymsipuiammeil (XHB).
IIpocaurBanMe KPOBH M XKHUAKOCTU U3 ITATOJNIOTNYECKH HEOBACKYIIIPU3HPOBAHHON XOPHOUICH MOXKET
BBI3BATh OTEK CETYATKU Ila3a W/WIM CyO/MHTpapeTHHAJIbHOE KPOBOHM3JIMSIHHE, YTO HPHUBOIHUT K
CHI)KEHHUIO OCTPOTHI 3PCHUSL.

dapmakoguHamuyeckue 3¢ dexTsl apaudepuenta 114,3 mr/vi npu BBeaeHnn kaxasie 12 (8Q12) u
kaxapie 16 (8Q16) Henens mo nokazanuio HBM/I onucansl B cpaBHeHuH ¢ adunbeprientom 40 mr/mi
npu BBeaeHMH Kaxaple 8 Hemenb (2Q8). Otu 3¢hdekTsl BKIOYAIOT H3MEHEHHE pa3Mepa
XopruouaanbHoi HeoBacKyspu3anuu (XHB) k 12-i Hezmene o CpaBHEHHIO C HCXOJHBIM YPOBHEM;
YMEHBILICHHE OOLIeH IUIomany NOPaKeHUs MO0 CPaBHEHUIO ¢ UCXOIHBIM ypoBHeM K 48, 60 u 96
HEJIeNsIM; ¥ I3MEHEHHUEe TOJIINHEI IeHTpabHoH 30HbI ceTdaTkdl (TL3C) o cpaBHEHHUIO ¢ HCXOTHBIM
YPOBHEM.

B oObemuHEeHHOI TIpynne NAalMEeHTOB, MOMyYaBIIMX JedeHHe mo cxeme 8QI12 mmm 8Q16,
yMeHblIeHne pasmepa XHB (cpennee o meroay HanmeHbinnx KBaaparos (MHK), ocHoBanHOe Ha
CMeEIAHHO# MOJICIHN JUIsl TTOBTOPHBIX H3Mepenuii [CMITH]) Ha 12-it Hexene coctasmio -1,63 MM? 110
cpaBHeHHIO ¢ -1,17 MM? y NaLHEHTOB, OTYYaBLINX JedeHHe 110 cxeme 2Q8.

dapmakoguHaMuyeckue SP(EKTH B CpeTHEM COXPAHSIIUCE 10 156-i Hexenu.

Tabmuua 2: dapMakoANHAMIYECKUH MapameTp (MOMyIIALIS HOJTHOTO aHAN3a) B UCCIEIOBAaHUH
PULSAR

Jiinea 8Q12 | Diinea 8Q16 | Diisnea 2Q8

Hcxoasl no 3pdpexruBHOCTH Hepens
(N =335) (N =338) (N =336)

M3menenue obuieii N101a11 NOPa’KEeHUsI OTHOCHTEILHO HCXOHOI'0 YPOBHSI [MMZ]
Cpennee mo MHK A 12 -0,55 -0,30
Cpenuee apudmernyeckoe (SD), 0,4 (29) 0.2 (31) 0.1 (3.6)
HabII01aeMoe
Cpemnee mo MHK (SE) A 48 -0,46 (0,29) | -0,35(0,20) 0,09 (0,22)
Paznnna cperrnx no MHK -0,55 -0,44
(95 % 1) ~B (-1,04, -0,06) | (-0,94, -0,06)
Cpenuee apudmernyeckoe (SD), 05 (2.8) 04(32) 03(32)
HaOMo1aeMoe
Cpemnee mo MHK (SE) A 60 -0,48 (0,20) | -0,54(0,21) | -0,24(0,20)
Pasnunna cpeanux no MHK -0,24 -0,29
(95 % Jn) A8 (-0,72,0,24) | (-0,79, 0,20)
Cpennee apupmernyeckoe (SD), 03(33) 0332 0,2 (3,4)
HabI01aeMOoe
Cpemnee no MHK (SE) A 96 -0,43 (0,20) | -0,42 (0,20) | -0,18(0,20)
Paznnna cperanx no MHK -0,25 -0,24
(95 % 1) A8 (-0,72,0,21) | (-0,71,0,22)

A Cpennee no MHK, JIU u p-3uauenue ocuoBansl Ha CMIIU Ha MCXOJHOM YPOBHE B KauecTBE KOBAPMATBI, TPYIIbI
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JedeHus B KayecTBe (PaKTOpa, BH3UTE M CTPATH(OMKALMOHHBIX NEPEMEHHBIX, UCIONB3YEMBIX U PaHIOMU3ALHUH
(reorpaduueckuii pernoH, KaTeropuiHbIil nCXoaHbI ypoBenb MKO3) B kauecTBe (pHKCHPOBAHHBIX (AKTOPOB, a TaKkkKe
B KQueCTBE YCIIOBHIA JUIS B3AUMOCBSA3H MEX/y H3MEPEHHEM HA HCXOIHOM YPOBHE M BU3HTOM H JUIS B3AHMOCBS3H MEXTY
JICYEHHEM U BH3UTOM.

B A6comoTHas pasHuia — 310 rpynmsl Diinea 8Q12 mm Ditnea 8Q16 mumyc rpymmsr Ditnea 2Q8, COOTBETCTBEHHO

JIU: JloBepuTeNnbHBI HHTEPBAIT

SD: CranmapTHOE OTKJIOHEHHE

SE: CranmapTHas ommoka

Pucynoxk 1: CpenHee n3MeHEHHE TONIIMHBI IeHTpaidbHOH 30HHEI cetdatku (TLI3C), paccunranHoe

METOZOM HAWMEHBLIMX KBAaJIpaToOB, OT MCXOIHOTO ypoBHs 10 96-it Hemenu (IIOMyJISIHs HOIHOTO
ananu3a) B uccienpoBannu PULSAR

Juabemuueckui maxynapuwiii omex (JJMO)

JlnabeTnyeckuii MakyJIsApHBIH OTEK XapaKTepH3YeTCsl MOBBIIIEHHEM HPOHHIIAEMOCTH COCYAOB H
MOBPEXKICHUEM KaIMJUIIPOB CETYATKH, YTO MOXKET MPUBECTH K MOTEPE OCTPOTHI 3PCHHUSI.

dapmakoguHamuyeckue 3¢ dekTsl apaudeprenta 114,3 mr/vi npu BBeaeHun kaxasie 12 (8Q12) u
kaxpie 16 (8Q16) nenens mo mokazanuto MO onwcansl B cpaBHeHUH ¢ adubeprientom 40 Mr/mi
npu BBegeHMH Kaxaele 8 Henmenb (2Q8). Otu a¢ddexTbl BKIIOYAIOT H3MEHEHHE ILIOLIaIN
[IPOCauUBaHUs 110 CPAaBHEHHIO C UCXOJHBIM YpoBHEM K 48, 60 u 96 Hepensam.

dapmakoguHamMHIecKie 3G HEKTH B CpeTHEM COXpaHsUIHCh 10 156-i Hexeny.

Tabnuua 3: dapmakoauHaMU4ecKuil mapaMerp (MOMyJIsiKs MOJHOrO aHalin3a) B MCCICIOBAHUH
PHOTON

Jiiaea 8Q12 Jiiaea 8Q16 Jiiaea 2Q8
Hcxoanl no 3¢ppexTHBHOCTH Hepeasn
(N =328) (N =163) (N =167)
HM3MeHen e 10U NPOCAYHBAHNS * OTHOCHTEILHO HCXOAHOTO YPOBHS [MM’]
Cpennee apudpmeruyeckoe (SD), 48 -13,9 (13,91) -9,4 (11,50) -9,2 (12,11)
Habmonacmoe 60 -13,9 (13,54) 12,0 (13,26) | -14,4 (12,89)
96 -12,8 (10,98) -9,4 (10,61) -11,9 (11,26)

A OCHOBAHO Ha M3MEPEHHH METOOM (ITyOpeceHTHO anrHorpadun

SD: CranmapTHOE OTKJIOHEHHE

Pucynok 2: Cpennee u3MeHEeHUE TONIIMHBI HeHTpabHOW 30HBI cetuatku (TL[3C), paccuntannoe
METO/IOM HAMMEHBIINX KBaJPATOB, OT MCXOMHOTO YpoBHs 10 96-if Hemenu (MOMyIAIHMS MOTHOTO
ananu3a) B uccienosanun PHOTON
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HMMyHOZeHHOCmb

[Tocne BBenenus npenapara Disiea 114,3 mr/mi BIutoth 10 96 Henenb 00yCIOBICHHBIC JICYCHUEM
aHTuUTeNna K mpenapary Oinea 114,3 mr/mn Obimu oOHapyxkensl y 2,5 %—4,4 % mnanueHTtos,
noiydaBmuux Jedenue mo nmosoxy AMO u iBM/I. He naGmiomanock 10Ka3aTeIbCTB MO BIUSHUIO
AQHTUTEN K JIGKAPCTBEHHOMY IIpenapary Ha (papMaKOKHHETHKY, 3((QEeKTHBHOCTh U O€30IaCHOCTb.

Oxkxkniosus éen cemuamiu (OBC)

IIpu OBC pa3BuBaeTcs HILIEMHsI CETYATKH, YTO SBJISETCS CUTHAJIOM K BeicBoOOKAeHUI0 VEGF, uTo,
B CBOIO 04epe/ib, IPUBOAUT K AECTAaOMIN3aINH IUIOTHBIX KOHTAKTOB U CTUMYJIHpPYET Ipoludepariio
SHIOTENHMATIBHBIX KieTok. [loBprimenHas skcmpeccusi VEGF accommmpoBana ¢ HapymeHuneM
reMaToo(TaNbMHYIECKOro 6apbepa, a Io100HOe ITOBHIIIEHNE TIPOHUIAEMOCTH COCYIOB IIPUBOAUT K
OTEKy CeTYaTKH, CTUMYJIAILMN POCTA SHAOTENNAIBHBIX KIETOK M HEOBACKYIISIPU3aIiH.

Tabmuma 4: dapmakoanHAMUYECKHH Tapamerp (TOMYJISIUS MOJHOTO aHAIN3a) B HMCCIICIOBAaHUU
QUASAR

Jiisea 8Q8/3 Jiistea 2Q4
Hexonnl mo 3¢phekTuBHOCTH Hepnenst
(N =293) (N =301)

W3menenue TL3C oTHOCHTEIHHO HCXOHOTO YPOBHS [MUKPOH]
Cpensee apudmernyeckoe (SD), -365,9 (239,9) -397,3 (257.7)
HabmoaeMoe
Cpesice 1o MHK (SE) 36 -370,9 3,1) -370,8 (3,9)
Pasuma cpenrux o MHK (95 % JIN) A8 -0,1 (-10,0, 9,8)
Cpenuee apugmernyeckoe (SD), -355,5 (239,5) -373,0 (252,1)
HaOIr01aeMoe
Cpennee mo MHK (SE)* 64 -361,1 (4,3) -353,7 (5,2)
Pazuuna cpexaux no MHK (95 % JIH) A8 -7,4 (-20,7,5,9)

A Cpennee o MHK, 11 u p-3nauenue ocHosanbl Ha CMITU TomHe! ieHTpaitbHoii 308b1 cetuatky (TL3C) Ha ucxoa-
HOM yPOBHE B Ka4eCTBE KOBapPUATHI, IPYIIIbI JIEUCHHS B KauecTBe (DaKTOPa, BU3UTE U CTPATH(HUKALIMOHHBIX IEPEMECHHBIX,
HCIIOJIB3YeMBIX JUTS paHJoMHU3alHH (reorpaduuecKuii peruoH, KaTeropuitHeiil ucxoaubi yposenb MKO3 u tun OBC) B
KauecTBe QMKCHPOBAHHBIX (hAKTOPOB, a TAKIKE B KAUCCTBE YCIOBUH JJIs B3aMMOCBSA3H MEX Ty HCXOAHBIM ypoBHeM TI[3C
U BH3UTOM H JUISl B3aMOCBSI3U MEXK/LY JICUCHUEM U BU3HTOM.

B A6comoTHas pasauia — 310 rpynma Jiinea 8Q8/3 munyc rpyrma Diinea 2Q4.

JIU: JloBepuTenbHbI HHTEpBAI
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SD: CrangapTHOe OTKJIOHCHHE
SE: CranpaprHas onmbka

Pucynok 3: Cpennee n3MeHeHHe TONIMMHBI HeHTpanbHOH 30HB! cetdatku (TLI3C), paccunTanHOE
METOIOM HaNMEHBIINX KBaJ[PaTOB, OT HCXOAHOT'O YPOBHS 10 64-1 Henenu (OMyJIsys ITOJIHOTO aHa-
nu3a) B uccienoannn QUASAR

KJII/IHI/I‘ICCKEU[ ] CKTUBHOCTHb U 6C3OHaCHOCTB
HBMJT
umu MCCJZE()OBGHM

BezomacHocTts u 3 dhexTrBHOCTE IpenapaTa Jitnea 114,3 Mr/mi y paHee He JICUCHHBIX TAUCHTOB C
HBMJ] oueHuBamuch B pPaHAOMH3MPOBAHHOM MHOIOLIEHTPOBOM JIBOMHOM MacCKHPOBaHHOM
uccienoBanun ¢ aktTuBHBIM KoHTposieM (PULSAR).

[lepBuyHas nenb COCTOSIIA B TOM, YTOOBI ONPECTIUTh, 00SCIIEYUBACT JIM JICUECHHE MperapaToM Diinea
114,3 mr/mn ¢ uarepBanamu B 12 (8Q12) mu 16 (8Q16) Hexens HemeHblnyo 3)PEKTHBHOCTD B
OTHOIIEHNH U3MEHEHUSI MaKCUMAJIbHO KOPPUTHPOBaHHOM ocTpoTs! 3perust (MKO3) mo cpaBHEHHIO
¢ IedeHneM npemapaToM Ditrea 40 Mr/Mit kakaple 8 Hemenp y manueHToB ¢ HBM/I.

BropuunbiMu niensiMu ObUTH ONpe/ielieHne BIUSHUS penapaTa Diinea 114,3 Mr/mil o cpaBHEHHIO ¢
Ditnea 40 Mr/mi Ha aHaTOMHYECKHe U Apyrue QYHKIHOHAIBHBIC I0OKa3aTeNl OTBETA Ha JICUCHHE, a
TaKKe OI[eHKa 0€30I1aCHOCTH, UMMYHOTEHHOCTH M ()apMaKOKMHETHKHU adubeplenta.

TlepBu4HO# KOHEUHOI TOUKOI AP PexTrBHOCTH ObUTO H3MeHeHIe MKO3 0THOCHTENFHO HCXOTHOTO
YPOBHS, U3MEpeHHOe 0 OYKBEHHOH MIKane HCCIEIOBAHHS PAHHETO JICUECHHS AUa0eTHIeCcKOH
perunonaruu (Early Treatment Diabetic Retinopathy Study, ETDRS) na 48-ii Henerne.

KintoueBbIMM BTOPUYHBIMH KOHEYHBIMH TOoukamMu Obutn u3MeHeHne MKO3 Ha 60-if Hexmene
OTHOCHTEIIFHO UCXOJHOTO YPOBHS M OIS ITAIIMCHTOB C OTCYTCTBUEM WHTPAPETHHAIBHOMN KUAKOCTH
1 cyOpeTHHAIBHOM )KUAKOCTH B IICHTPaJIbHOM cyOmnoe Ha 16-if Henene.

JIONONHUTENbHBIMY BTOPUYHBIMUA KOHEUHBIMU TOYKAMHU OBLIM 1071 HAIUEHTOB, IPUOABUBIIHNX IO
Mmenbmelr Mepe 15 Oyks ETDRS nHa 48-if Hemene 1o CpaBHEHHIO C MCXOAHBIM YPOBHEM, JOJIS
MAIMEeHTOB, JOCTUTIIHX 110 OykBeHHOH mkane ETDRS He menee 69 (puOau3UTEIbHbIA SKBUBAIICHT
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20/40 o Cueiuteny) Ha 48-if Hezele, ¥ Cpey IPOUHX — U3MEHEHHe 001Iero 6auia o OnpocHUKY O
cocrosianu 3penust Harponansaoro O¢ransmonoruyeckoro Mucruryra (NEI-VFQ-25) na 48-ii
HeJIeNe 10 CPAaBHEHHIO C HCXOAHBIM YPOBHEM.

B uccnenoBanun PULSAR nonyuwnnu neuenne 1009 manumentoB. IlanmeHTs ObUTH pa3/eicHbI B
cooTHommeHuu 1:1:1 B oHy U3 3 mapauienabHbIX TPy JEUEHUS

1 Diinea 114,3 mr/mn kaxasie 12 nenens (8Q12)
2. Diinea 114,3 mr/mi kaxasie 16 nemens (8Q16)
3. Diinea 40 mr/mi kaxasie 8 Henens (2Q8).

Bce manueHTsl MONy4Yrin 1Mo 3 MepBOHAYAIBHBIX WHBEKIMA HA3HAUYCHHOW 03Bl C MHTEpBAIOM 4
HEJEIIN.

CorylacHO TPOTOKOJTy HCCIICOBAHMS, HHTEPBAIBl MEXIY MHBbEKIMIMHU B rpymmax 8Q12 n 8Q16
MOTJIN 6LITI) YMEHBUICHBI ITIPU BBINTOJIHECHUN 0601/IX 13 IBYX KPUTCPUCB!:

1. cHmkenue MKO3 Ha Oosnee 5 OyKkB 110 CpaBHEHHIO CO 3HaYCHUsIMU Ha 12 Henene,

2. yBenmuerne TL3C Ha Gonee 25 MUKPOH IO CpaBHEHHIO CO 3HAUCHUSAMHM Ha 12 Hemene MIH
HOBBIE CJIy4an KPOBOM3JIMSAHUS HIIM HEOBACKYIISIPU3aLMK B (hoBea.

He3aBucHMO OT TOT0, COXPaHSIKUCh HIIH COKPAILAINCh HHTEPBAIbl MEX/y HHBEKIUAMH Y NAllUCHTOB
B IIEPBBIH I'OJI, B COOTBETCTBHH C TIPOTOKOJIOM HCCIICIOBAHMUS BCE MALMEHTHI B rpymnax 8Q12 u 8Q16
HMeJH PaBo Ha YBEJIMUCHNE HHTEpBala MEX Iy MHBEKIMSIMU (C 1aroM B 4 HeJelIn), HauuHas ¢ 52-
i HeJlenn TIpH COOIONEHNH CIEYIONINX KPUTEPHEB!

1. cumkenne MKO3 Ha MeHee 5 OyKB 10 CpaBHEHHIO CO 3HaYCHHMU Ha 12 Henene,

2. OTCYTCTBHUE KUIKOCTH B IICHTPAIFHOM CyOIIOJIe 10 pe3yibTaTaM ONTHYECKOH KOTepEHTHOM
tomorpaduu (OKT),

3. OTCYTCTBHE HOBBIX CIIy4aeB HEOBACKYJISIPU3AIMH WU KPOBOUBIMSIHUSA B poBea.

Z[J'IS{ NMaqMUEHTOB, HE COOTBETCTBOBABHIMX KPUTEPHUAM COKpALICHUA WKW YUIMHCHUS HWHTEpBaJa,
HUHTEPBAJI MEXKAY HWHBEKUUIMU COXPaHSICH. MuHUMATTBHEBIH HUHTEpBaJl MEXKAY HWHBEKIUAMHU
COCTaBIISLI 8 HEAENb BO BCEX rpymnmiax.

TTauueHTs! ¢ GHIATEPANTBHBIM OPAYKCHHEM MOTIIH IIOJIY4aTh TEPAMHI0 BTOPOTO Ii1a3a MpernapaToM
Oitnea 40 mr/mi wim apyrum antu-VEGF npemaparom.

Xapaxmepucmuxu nayueHmos Ha UcCXxOOHOM YPOsHe

Bo3spacr marnenToB Bapsuposai ot 50 1o 96 nert, cpenuuii Bo3pacT coctaBmi 74,5 rona.

Oxoio 92 % (309 u3 335) u 87 % (295 u3 338) nmanueHToB, paHIOMU3UPOBAHHBIX B Tpynibl 8Q12 u
8Q16, cOOTBETCTBEHHO, OBLITH B BO3pacTe 65 JeT win crapiue, okoio 51 % (172 u3 335) u 51 % (171
u3 338) — B Bo3pacTe 75 NeT WM cTapiie.

Pesynromamul

TTanmentsr B rpynmax 8Q12, 8Q16 u 2Q8, 3aBepmuBmue 48-10 HeAe0, TOMYYHIA B MeAUaHe (B
cpennem) 6,0 (6,1), 5,0 (5,2) u 7,0 (6,9) UHBEKIUIA, COOTBETCTBEHHO.

Ha 48-it nenene B rpynme 8Q12 79,4 % marueHToB MONTydYain HHbEKIUKA ¢ nHTepBaioM Q12, B TO
BpeMs kak B rpymme 8Q16 76,6 % manueHTOB MOMyYand HHBEKIUH ¢ HHTepBaiom Q16.

Tanmentsr B rpymmax 8Q12, 8Q16 u 2Q8, 3aBepmmBimue 60-10 Hene o, NOMYYHIA B MeAUaHe (B
cpenuem) 7,0 (7,1), 6,0 (6,2) u 9,0 (8,8) urbekuuii, COOTBETCTBEHHO.

Ha 60-ii nenene y 43,1 % nauuenTos B rpynne 8Q12 nunTepBa JeueHus ObLI yUTMHEH A0 16 Heaeb,
a'y 38,5 % manuentoB B rpymnme 8Q16 nuTepBa seueHus Obl1 yAauHeH 10 20 Heelb.
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IManwments! B rpymnax 8Q12, 8Q16 u 2Q8, 3aBepmuBmre 96-10 HeAeN0, MOIYYWIH B MenuaHe (B
cpemrem) 9,0 (9,7), 8,0 (8,2) u 13,0 (12,8) nHBEKINI COOTBETCTBEHHO.

Ha 96-it nenene B o6beauHeHHbIX rpymmnax 8Q12 u 8Q16 y 71,0 % nauneHToB OBLIM JOCTUTHYTHI
HHTEpBanbl jedeHus >16 Hemens, y 46,8 % manmeHToB ObUIM JOCTHIHYTHI MHTEPBAJIBI JICUCHUS
>20 Hemens, a y 27,8 % mauuMeHTOB OBUIM TOCTUTHYTHI WHTEPBAJIBI JEUCHUS 24 Hemenu IpH
COXPaHEHHH PE3YNIbTaTOB IO OCTPOTE 3PEHUS H aHATOMHYECKUM MOKA3aTEIsIM.

Beuto mokaszaHo, uto jedeHne no cxemam 8QI12 u 8Q16 He meHee dQEeKTHBHO M KIMHHYECKU
SKBUBAJICHTHO JIEYEHHIO MO cxemMe 2Q8 ¢ TOUYKM 3peHHs MEepBHYHOM KOHEYHOW TOYKU
a¢ppextuBHOCTH «cpenHee n3menenne MKO3 Ha 48-ii Heaesne» M KIOYeBOi BTOPUYHON KOHSUHOMH
Touku d¢dexTuBHOCTH «cpeanee uzMeHenne MKO3 wna 60-ii Henene». Oddexr neuenus
npenapatoM Jinea 114,3 mr/mi B oTHOIIeHHH cpeanero u3menenuss MKO3 coxpansuics 1o 96-i
HEJIeTIH.

Kpome Toro, ObIIO MOKa3aHO, 4TO JiedyeHHE IpenapaToM OJiliiea (o0benuHeHHbIe rpynmsl 8Q12 u
8Q16) npeBocxoauT JieueHue 1o cxeme 2Q8 ¢ TOUKH 3peHust KIII0YEeBOIl BTOPUYHON KOHEUHON TOUKU
3¢ GEKTUBHOCTH «JJ0JIs MALIUCHTOB C OTCYTCTBHEM HHTPApETUHAIBHON HUIKOCTH U CyOpEeTHHAIBHOM

JKUIKOCTH B LIEHTPAJIbHOM CyOroiie Ha 16-ii Hexene» (cM. Tabnuity 5).

Ta6muua 5: Ouenka 3¢ pexrnBHOCTH HecnenoBannst PULSAR

Jiisiea 8Q12 Jiisiea 8Q16 Jiisea 2Q8

Onenka 3¢ ¢deKTHBHOCTH Heneas
(N =335 (N =338) (N =336)

N3menenne MKO3, u3mMepeHHoii 10 OYKBEHHO¥ LIKaJie ETDRSP, 0THOCHTE/ILHO HCXOHOTO YPOBHS
Cpennee apudmernyeckoe (SD), 6,7 (12,6) 6,2 (11,7) 7,6 (12,2)
HabIr01aeMoe
Cpemnee no MHK (SE) A 6,06 (0,77) 5,89 (0,72) 7,03 (0,74)
Pasnuna cpennnx no MHK 48 -0,97 -1,14
(95 % ) B (-2,87,0,92) (-2,97, 0,69)
p-3Ha4eHne (OHOCTOPOHHEE PABEHCTBO
3(h(HEKTUBHOCTH CPABHHBACMBIX 0,0009 0,0011
npenapaTos ¢ pasHuueii B 4 Gykssi) *°
Cpennee apupnmernyeckoe (SD), 6,6 (13,6) 6,6 (11,7) 7,8 (12,6)
HabII0aeMOE
Cpennee no MHK (SE) A 6,37 (0,74) 6,31 (0,66) 7,23 (0,68)
Pasunna cpexrnx mo MHK 60 -0,86 -0,92
(95 % ) A8 (-2,57, 0,84) (-2,51, 0,66)
p-3Ha4eHne (OHOCTOPOHHEE PABEHCTBO
3 PEKTHBHOCTH CPaBHUBACMBIX 0,0002 <0,0001
Ipenaparos ¢ pasHunei B 4 Gykser) B
Cpennee apupmernueckoe (SD), 5,9 (14,2) 5,6 (13,7) 7.4 (13,8)
HabIr01aeMOE
Cpennee no MHK (SE) A 96 5,59 (0,77) 5,52 (0,75) 6,60 (0,73)
Paszuuna cpenaux no MHK -1,01 -1,08
(95 % Jam) A8 (-2,82, 0,80) (-2,87,0,71)
ITauueHThI ¢ OTCYTCTBHEM HHTPAPETHHAIBHOI KHIKOCTH H CYOpPeTHHAIBHOI KHIKOCTH B
IIEHTPaJbHOM cy0moJie P
TIponopuus (LOCF) ‘ 16 ‘ 63,3 % 51,6 %
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CKOppeKTUpOBaHHAsI pa3HHIA B
HPOIOPIUH

(95 % Jn) BC

p-3HaueHue (OHOCTOPOHHUH TECT Ha

11,7 % (5,3 %, 18,2 %)

npeBocxocTBo) * € 0,0002
[Mponopuust (LOCF) 71,1% 66,8 % 59,4 %
S}I)cggggﬁ:ipoaaﬂﬂaﬂ pasHHMIIa B 48 11,7 % 75%
(95 % JIH) BC (4,5 %, 18,9 %) | (0,1 %, 14,8 %)

0
[ponopuus (LOCF) 74,6 % 72,2 % 74,6 %
S;ggggﬁiipmﬂm P 60 0,0 % 2.2%
(95 % JIH) BC (-6,6 %, 6,7%) | (-8,9 %, 4,4 %)
[ponopiwms (LOCF) 69,6 % 63,6 % 66,5 %
ponopu P % 3.0% 30%
(95 % JIH) BC (-4,1%, 10,1 %) | (-10,2 %, 4,2 %)

0
IMauueHTsl, fOCTUTINE 0 OyKBeHHOIi mKaje ETDRS He MeHee 69 (Ipu6am3uTeIbHbIi
skBuBaient 20/40 no Cuenieny) °
IMponopuus (LOCF) 56,9 % 54,3 % 57,9 %
S;ggggﬁ;iposaﬂnaﬂ pa3sHHLA B 8 0.2% 22%
(95 1y ILM) B.C ('6,6 %, 6,2 %) ('8,4 %, 4,0 %)

0
TIponopuus (LOCF) 56,3 % 54,6 % 58,2 %
mponoput T 60 1,1 % 23%
(95 % JIH) BC (-7,5%,53%) | (-8,7%,4,1%)

0
Ipomopuwust (LOCF) 53,3 % 53,1 % 56,7 %
CKOppeKTHpOBaHHAs pa3HHIA B 9% 27% 2.4%

HPOIOPIUH

(95 % am) BC

(-9,4%, 4,0%) | (-9,1%, 4,2 %)

IanuenTsl, npuéaBuBLINeE 10 MeHbIeii Mepe 15 6ykB ETDRS o cpaBHeHHIO ¢ HCXOHBIM

ypoBuem °
IMponopuus (LOCF) 20,7 % 21,7% 22,1 %
ggggggﬁzipomﬂﬂaﬁ pasHHIA B 48 17 % 0.9 %
(95 % JIH) BC (-7,8%,4,3%) | (-7,0%, 5,1 %)
0
IMponopuus (LOCF) 23,7 % 23,1 % 23,3 %
S;ggggz:;posaﬂnaﬂ pasHHIa B 60 0.1% 07 %
(95 % JTH) B° (-6,2%,6,3%) | (-6,9 %, 5,5 %)
TIponopuus (LOCF) 96 222% 22,8 % 242 %
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CKOppeKTUpOBaHHAsI pa3HHIA B
HPOIOPIUH

(95 % Jn) BC

2,4% 2,0 %
(-8,4%,3,6%) | (-8,0%,4,1%)

Ilocneonue 3an1aHUpPO6aAHHble UHMEPEAIIbl J1eHECHUA

IanuenTs ¢ METEPBaAIOM Jeuenns >Q12 &

IIporopust (00beANHEHHbIEC JaHHBIC
rpymi 8Q12 u 8Q16) 96

[Mponopuust 86,6 % ‘ 89,0 % H/T

87,8 % H/TI

ITauuenTsl ¢ HHTepBaIoM JedeHus >Q16 E

ITponopuwst (00beINHEHHbIEC JAHHBIC
rpynn 8Q12 u 8Q16) 96

[Ipornoprwst 63,6 % ‘ 78,4 % H/TI

71,0 % H/I

E
ITanuenTsI ¢ HHTEpBaIOM Jedenns >Q20

ITponopuust (06beIMHCHHBIE JAHHBIC
rpynn 8Q12 u 8Q16) 96

[Mponopuust 40,5% ‘ 53,1 % H/T

46,8 % H/I

E
IMauuenTsl ¢ HETepBaIoM Jedenus Q24

[Mpomopuust (00beANHEHHbIC TaHHBIC
rpynn 8Q12 u 8Q16) 96

[Mponopuust 24,7 % ‘ 30,8 % H/TI

27,8% H/TT

A Cpemnee mo MHK, JIU u p-3nauenue ocHoBaHbl Ha CMIIV MakCHMANbHO KOPPHTHPOBAHHOM OCTPOTHI
3penusi (MKO3) Ha HCXOIHOM YpOBHE B KauecTBE KOBAapHAThI, IPYIIIbI JICYCHUS B KauecTBe (hakTopa, BU3UTE
U CTPaTH(UKANNOHHBIX MEPEMEHHBIX, HCIOJIB3YyeMBIX ISl PaHAOMHU3anuH (reorpaduveckuii peruox,
KaTeropuiiHblii ucxonubiii ypoBenb MKO3) B kauecTBe (pUKCHPOBAHHBIX (HAKTOPOB, a TAKKE B KAYECTBE
YCIOBHH IS B3aUMOCBS3U MEXAy HUCXOAHBIM ypoBHeM MKO3 u BH3UTOM U 7Sl B3aUMOCBSI3H MEXIY
JICYCHHEM U BH3UTOM.

B A6comoTHas pasauma — 510 rpymmsl Diinea 8Q12 wm 8Q16 Mumyc rpymmsr 2Q8, COOTBETCTBEHHO.

€ Bspemennas pasuuma Tepamuu To MaHTemo-XeH3eMO ¢ HCIOML30BAHHEM —CTPATHOUKAIMOHHBIX
HEPEeMEHHbIX, MCHOJb3YeMbIX ISl PaHAOMHU3auuK (reorpa@H4ecKuil peruoH, KaTerOpHUHHBIN HCXOMHBIH
yposers MKO3), u /1M paccunTaHsl ¢ HCTIONB30BAaHNEM HOPMAIBHOTO IIPUOTHKEHHS.

P Tlomynsims MoiHOTo aHaTH3a.

EHOHyJ’IﬂHI/Iﬂ aHanu3a 0E30MaCHOCTH: TMAACHTBI PAaCCMATPUBAIOTCA KaK 3aBEPIIMBIINEC KWCCICAOBAaHUC B
COOTBeTCTBy}OH.H/Iﬁ MOMCHT BPEMECHHU.

JU: JloBepuTenbHbIM HHTEPBAT

LOCF: nepeHoc JaHHBIX [TOCICAHEr0 HAOMIOICHHS BIIEPE

SD: CraniapTHOE OTKIOHEHHE

SE: CrannaptHas ommoka

H/1: He npumernmo

WHTepBais! edeHns ObIIH MPOAHATH3NPOBAHBI IPELYCTAaHOBICHHBIM CIIOCOOOM HCCIICIOBAHNUS.

Pucynox 4: Cpennee msmenenne MKO3, n3mepenHoit no 6yksenHoit mkane ETDRS, paccuntannoe
METOZOM HAWMEHBIINX KBaJpPaTOB, OT MCXOAHOTo ypoBHs 10 96-if Hemenu (IOMyJIALMs HOJIHOTO
ananu3a) B uccienoBanuu PULSAR

17



Pucynok 5: T[locnennuii 3aniaHnpoBaHHbI HHTEpBAJ JICUCHUs Ha 96-ii Hexene

Admmbepuent Bo Beex mo03ax (8Q12, 8Q16, 2Q8) npoaeMOHCTPUPOBAT 3HAYMMOE YBEIHUCHUE 1O
CPaBHEHHUIO C MCXOJHBIM YPOBHEM B IPEJBAPUTEIBHO 3aJaHHOM BTOPUYHON KOHEUHOH TOUKOM
3} peKxTHBHOCTH OIpPOCHUKE O cocTossHMM 3peHHs HarmonansHoro OdTaabMONIOrH4ecKoro
Nnucruryra (NEI-VFQ-25).

He Oput0 00HApYXEHO KIMHWYECKH 3HAYMMBIX pasiuuuii Mexay rpymmamu 8Q12, 8Q16 u 2Q8 B
n3MeHeHusx obmero 6amwia mo NEI-VFQ-25 Ha 48-it u 96-ii Hexene MO CPaBHEHUIO C UCXOAHBIM
YPOBHEM.

Pe3ynbraThl 3)(heKTHBHOCTH B OLEHMBAEMBIX MOATPYIIIAX MO BO3pACTy, MOy, reorpaduaeckomy
PETHOHY, STHUYECKOH NPHHAIEKHOCTH, pace, ucxomHoMy ypoBHI0O MKO3 u Tumy mopaxeHus
COOTBETCTBOBAJIM PE3yIbTaTaM B OOIIEH MOMyIISIIHIH.

DhhEKTUBHOCTE B CPEIHEM COXPaHsIach 10 96-i Hemenu.

Pesynomamul npoodnernnoil pazol uccreoosanuss PULSAR

[lo 3aBepuieHMHM OCHOBHOW (a3bl HCClIeAOBaHHUS Ha 96-H Hexesne MAalMEeHTHl MOV TEPEHTH B
OTKPBITYIO IPOJJICHHYIO (ha3y HMCCIEeNOBAHMA MPOJOIDKUTENBHOCTEI0 60 Henenb. 417 manneHTros,
KOTOpBI€ NEepBOHAYaNbHO OBLIM pacipeneneHsl B rpynnsl 8Q12 u 8Q16, nmpoxomkany moiry4yars
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npenapar Oimea 114,3 Mr/mi, coxpaHss IIOCIEJHUE YCTAaHOBJICHHBIE WHTEPBAIbl MEXIY
nHBeKIMAME. 208 MalMeHTOB, KOTOPHIe MEPBOHAYAIBHO OBUIM pacrpeieieHsl B rpymmy 2Q8 B
Hayaye MCCIeN0BaHus, ObIIN IIepeBeaeHb! Ha penapat Jitnea 114,3 Mr/mi1, HauMHAs C HHTEPBAJIOB
B 12 Hezenb. IHTEpBABI MEX/TY TTOCIIEAYIOIMMH HHBEKIUIMH MOTIIH KOPPEKTHPOBATHCS JICHAIIM
BpauOM Ha OCHOBAaHMH OLCHKH pE3yJbTaTOB II0 OCTPOTE 3PEHUS] W/WIM aHATOMUYECKUM
HOKa3aTeNsAM.

Y nmanmeHToB, KOTOpBIE NIEpBOHAYAIBHO OBLIH pactpenenieHsl B rpymmsl 8Q12 u 8Q16, addekt ot
neyeHus mpenaparoM Jitnea 114,3 Mr/mi B menoM coxpaHsuics B TedeHue 3 jet (Henens 156). B
obbenuHeHHbIX Tpynmax 8QI12 um 8Q16 Ha 156-if Henmene cpenHee U3MEHEHHE, PAaCCUMTAHHOE
METOIOM HAaNMEHBIINX KBAJPaToB, IT0 CPABHEHHUIO C HCXOAHBIM YPOBHEM cocTaBmiIO +3,41 OykB 1o
nokasarento MKO3 u -148,05 muxposn o nokasarento TL3C.

YV manueHToB, KOTOpbIE IepBOHAYAIBHO OBLIN pactperneneHs! B rpymmy 2Q8, adgdexr ot nedeHus
npenapatoM Oitnea 114,3 mr/min Obut cxoxkuM. CpelHee H3MEHEHHE, PacCUUTaHHOE METOIOM
HaMMEHBIINX KBaJpaToB, 110 CPABHEHMIO C HCXOIHBIM ypoBHEM Ha 156-i Henmene coctaBmio +4,58
OykB 1o mokazatenro MKO3 u -145,21 mukpon no mokasaremnto TL[3C.

IManuments! B rpynmax 8Q12 u 8Q16, 3aBepmuBiue 156-10 Henenro, MOMY4YWIM B MeauaHe (B
cpexnem) 13,0 (13,5) u 11,0 (12,2) nHbekImii COOTBETCTBEHHO.

TlanmeHThI, KOTOpBIC OBUTH TNepeBeleHBl Ha mpemapaT Jinea 114,3 mr/mu u 3aBepurmim 156-10
HeJleNto, ody4unu B Meauane (B cpeguem) 18,0 (17,7) unbexuuit, u3 koropsix 5,0 (4,9) unbekiuit
OBLTH cZIeNaHbI MoCIIe Iepexoia Ha mpemnapar Diiea 114,3 mr/mi B TeueHue 60 Heleab TPOITICHHON
(a3bl uccieI0BaHMs.

OO0muit mpoduias 6e30IIacCHOCTH B MPOUICHHON (haze OBII CXOXK C mpoduieM, HaOMOAaBIINMCS B
OCHOBHOH (aze.

Tabmuna 6: Ilokasatenu 3¢ddexTuBHOCTH TpoaieHHOH ¢a3bl uccienoBanuss PULSAR wa 156-it
Hepene

8Q12, 8Q16, 2Q8, nepexon Ha
TPoIoJIKEeHH e NpoaoJIKEeHNe
NpUMeHeHue
Moka3arenn 3¢ppexTUBHOCTH TPUMEH eHH ST TpUMeEH eHHsI .
. . Jiisea 114,3 mr/mu
Jitaea 114,3 mr/ma | Ditnea 114,3 mr/ma (N = 208)
(N =185) (N =190) B
Wsmenenne MKO3 mo cpaBHeHHIO ¢
HCXOAHBIM YpPOBHEM (cpelHee MO +3,57 6yxB +3,23 OyxB +4,58 OyxB
MHK)
W3menenne TL3C no cpaBHEHUIO C
HUCXOAHBIM ypoBHeM (cpeanee 1o | -148,42 mukpon -147,54 mukpon -145,21 mukpon
MHK)
MocueaHuii 3a1IJIAHMPOBAHHBINA HHTEPBAJ JIeUeHUs A
>12 Henens 76,2 % 78,4 % 78,5 %
>16 Helenb 53,5 % 62,1 % 42,5 %
>20 "Henmenb 37,8 % 42,6 % 16,1 %
24 venenu 23,8 % 24,2 % u/m B

A Ha OCHOBEC JaHHBIX MallUCHTOB, 3aBCPINTUBIINX 156-10 Hepenio

B He NPUMEHMMO /11151 IALMEHTOB, M3HAYATIBHO PaHIOMU3MPOBAHHbIX B 2Q8, H3-3a AU3aiiHa UCCIle/I0BaHUS/ VTN TENBHOCTH
HCCIICIOBaHUS
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JIMO
Qeﬂu uccne()oeanuﬂ

BesonacHocts n addexruBHOCTh Npenapata Ditnea 114,3 mr/min y nanuentos ¢ JIMO oneHnBaIuch
B PaHAOMH3MPOBAaHHOM MHOTOLIEHTPOBOM JABOHHOM MaCKHPOBAHHOM HCCIICIOBAHUH C AKTHBHBIM
koutposieM (PHOTON).

IMepBu4Has [ETb COCTOSUIA B TOM, YTOOBI OMIPE/IeINTh, 00ECIIEYMBACT JIU JICYCHHE IpernapaToM Diiea
114,3 mr/mu ¢ uarepBagamu B 12 (8Q12) unu 16 (8Q16) HemeHbIry0 3 )eKTUBHOCTD B OTHOIICHUH
W3MEHEHHs MaKCHMAaJIbHO KOPPUTHpOBaHHOM ocTpoTs 3perus (MKO3) mo cpaBHEHHIO ¢ jedeHneM
npernaparom Diinea 40 Mr/mi Kaxple 8 Helelb.

BropuuHbBIME LiensIMH ObIIM OIpe/ieNICHNe BIUAHUA NpenapaTta Jiniea 114,3 Mr/mit mo cpaBHEHUIO ¢
npenaparoMm Diinea 40 Mr/MiI Ha aHaTOMHUYECKHE U Apyrue GyHKIMOHAIBHbIEC TIOKa3aTe/Id OTBETa Ha
JICYCHHE, a TAKOKE OIEHKa 0E€30MacHOCTH, IMMYHOT€HHOCTH 1 (hapMaKOKHHETHKH adundeprenta.

ITepBruHO# KOHEUHOU TOUKOI Y hexTrBHOCTH ObIO M3MeHeHne MKO3 0THOCHTENEHO HCXOHOTO
YPOBHS, W3MEpEHHOEe MO OYKBEHHOH MIKane HCCICIOBAHMS PAHHETro JICYEHHs ANaOeTHYECKOH
perunonaruu (ETDRS) na 48-ii Henene.

OpHOM W3 KIIOYEBHIX BTOPUYHBIX KOHEYHBIX Todek Obuio m3MeHeHne MKO3 Ha 60-if Hemene
OTHOCHTEIIFHO HCXOJJHOTO YPOBHSL.

JIOTIOJHUTEIBHBIMH BTOPUYHBIMU KOHEYHBIMH TOYKaMH OBUIH JIOJISI AL[MEHTOB, NPHOABUBLINX IO
Mmenblreli Mepe 15 O6yks ETDRS Ha 48-if Henmene mo CpaBHEHHIO C MCXOAHBIM YPOBHEM, IOJIS
MAIMEeHTOB, JOCTUTIIHX 10 OykBeHHOH mikane ETDRS He menee 69 (mpuOIU3uTEIbHbI SKBUBAICHT
20/40 no Cuenneny) Ha 48-ii Heese, U Cpey MPOYNX — H3MEHEHHE 00mIero 6aia 1mo orpocHUKY O
coctostHuM 3peHus HammonamsHOoro Odransmornorudeckoro Muctutyta (NEI-VFQ-25) Ha 48-it
HeJIeNe 10 CPAaBHEHHIO C HCXOAHBIM YPOBHEM.

B uccnenoBanin PHOTON monyunnu nedenne 658 maruenToB. IlaiueHTsl ObUTH pa3/ielicHbl B
cootHommeHny 2:1:1 B ogHy U3 3 mapauieNbHbIX TPYII JICUSHUS:

1. Diinea 114,3 mr/mn kaxasie 12 venens (8Q12);
2. Oiinea 114,3 mr/mia kaxasie 16 Hemens (8Q16);
3. Ditnea 40 mr/mut kaxpie 8 Henens (2Q8).

[MarmenTs!, mepeBeneHHble ¢ Apyrux aHTU-VEGF nexapcTBeHHBIX NpemapaToB Ha IIperapar
Oitnea 114,3 Mr/Mi1, MOMYYHIN MOCIEAHIOI HHBEKIUIO MPEANISCTBYIOMECH Tepaii Kak MHHIMYM
3a 12 Hezenp 10 Havaya MpUMEHeHHs npenapata Jitnea 114,3 mr/mir.

Bce manuents! B rpynnax 8Q12 u 8Q16 noiyuniu no 3 nepBoHavanibHbIX HHBEKIHUHU, BCE TAIIUSHTBI
B rpynme 2Q8 moay4niu 1o 5 nepBoHaYaIbHBIX HHBEKIUI ¢ HHTEPBAJIOM 4 HEelleIH.

CoracHo TPOTOKOIY MCCIENOBAaHMs, HHTEPBAI ME&X Ty HHbeKIUsAMH B rpynmax 8Q12 n 8Q16 mor
OBITH YMEHBIIECH IIPU BHIIIOJIHEHUU 000HX U3 JBYX KPUTEPHEB!

1. camxenne MKO3 Ha Gonee 10 6ykB 1o cpaBHEHHIO CO 3HaYCHHSMH Ha 12 Hezerne, CBsI3aHHOE
€0 cTabWIbHBIM Wi yxyamaronmmcest IMO,

2. yBennuenue TL3C Ha 6onee S0 MHKPOH 110 CpaBHEHHIO CO 3HAYEHHsIMU Ha 12 Hexene.

He3aBHCHMO OT TOT0, COXPAHSIINCh WM COKPAIIAIIICH MHTEPBAIIBI MEXKIy HHBEKIMAMH y AllHeHTOB
B IIEpBBIH I'0Jl, B COOTBETCTBHHU C IIPOTOKOJIOM HCCIIEIOBaHUs BCe MalueHTsl B rpymnmnax 8Q12 u 8Q16
MMeEJH IIPaBO Ha yBEJIMYECHHE NHTEpBajIa MEXK/y HHBEKINSIMY (C IIaroM B 4 HeJen), HauuHast ¢ 52-
1 HeJlen TIpY COOIIONCHNH CIISYIONINX KPUTEPHEB!

1. camkenne MKO3 Ha MeHee 5 OyKB 10 CpaBHEHHIO CO 3HaYCHHAMH Ha 12 Hezene,
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2. TH3C menee 300 MHMKpPOH IO pe3ylbTaTaM CIEKTPaIbHOM ONTHYECKOW KOIepeHTHOH
toMorpadun (nm Meree 320 MUKpPOH, IPH U3MEPEHUH BMECTE C MMMTMEHTHBIM JITUTEIAEM
CETUaTKH).

I[J'Iﬂ ManueHTOB, HE COOTBETCTBOBABUIMX KPUTCPHUAM YMCHBIICHUA WA YAJIMHCHUA WHTEpPBAla,
HUHTEPBATT MCKAY HWHBCKIUUAMU COXPAHSICH. MuHUMATBEHBIH HUHTEPBAI MEXAY WHBECKOUAMU
COCTaBIISLI 8 HEACJIb BO BCEX IpynIax.

[NaneHTs! ¢ OunarepaabHBIM MOPAKEHUEM MOIJIM MOJYyYaTh TEPANUIo0 BTOPOTo Tiia3a MpernapaTroM
Ditnea 40 mr/miL.

Xapaxmepucmuku nayuenmos Ha UcxoOHOM YPOBHE

Bo3spact narueHToB Bapsuposan ot 24 10 90 jert, cpenHuii Bo3pacT cocTaBui 62,3 rona.

Oxoino 44 % (143 u3 328) u 44 % (71 u3 163) maumeHTOB, PaHIOMHU3UPOBAHHEIX B rpymisl 8Q12 u
8Q16, cooTBeTCTBEHHO, OBIIM B BO3pacTe 65 yiet win crapiue, okoso 11 % (36 u3 328) u 14 % (14
u3 163) — B Bo3pacTe 75 JeT Wiy craplie.

Jlons manmMeHToB, KOTOphle paHee momydanu JiedeHue JMO, Obuta cOamaHcHpOBaHA MEXKIY
rpynmamu gedenns (43,6 % B rpymme 8Q12, 43,6 % B rpynme 8Q16, 44,3 % B rpymme 2Q8).

Pezynomamoi

[Manuments! B rpymmnax 8Q12, 8Q16 u 2Q8, 3aBepmuBmue 48-10 HEAENIO, MOIYYWIH B MenuaHe (B
cpemHeM) 6,0 (6,0), 5,0 (5,0) u 8,0 (7,9) HHBEKLIUIA, COOTBETCTBEHHO.

Ha 48-it nenene B rpymme 8Q12 91,0 % manuenToB coxpansuii uHTepBal Q12, B To BpeMs Kak B
rpynme 8Q16 89,1 % nauneHToB coxpansin uaTepBai Q16.

[Manuents! B rpynnax 8Q12, 8Q16 u 2Q8, 3aBepuBire 60-10 HeAeI0, MOTYYUIN B MeanaHe (B
cpennem) 7,0 (7,0), 6,0 (6,0) u 10,0 (9,8) unbekuwmii, coorBercTBeHHo. Ha 60-ii Henene y 42,6 %
HanueHToB B rpynmne 8Q12 uHTepBain MeX Iy HHBEKIMSIMU ObLT yBeaudeH 10 16 Hexens, a'y 34,2 %
nanueHToB B rpynie 8Q16 uHTepBas MeX Iy HHBEKIAMY ObL1 yBenudeH 10 20 Heelb.

[Manuents! B rpynnax 8Q12, 8Q16 u 2Q8, 3aBepiiuBLIve 96-10 HENENIO JIEYEHUS, NOJTYUHIH B
meauane (B cpexaem) 9,0 (9,5), 8,0 (7,8) u 14,0 (13,8) uHbEKIHI COOTBETCTBEHHO.

Ha 96-i1 Henene B o0bequueHHbIX rpynnax 8Q12 u 8Q16, y 72,4 % manueHToB ObIIIM TOCTUTHYTHI
HHTEpBaNbl jJedeHus >16 Hemens, y 44,3 % manueHToB ObUIM JOCTUIHYTHI MHTEPBAJIBI JICUCHHUS
>20 Hemenp, a 'y 26,8 % mnanueHTOB OBUIM IOCTHTHYTHI WHTEPBANBl JiedeHUS 24 Hemenmu IpH
COXpaHEHHH PEe3yJIbTATOB [0 OCTPOTE 3PEHMUS U AHATOMHUYECKUM ITOKa3aTEeIIsIM.

Br10 nokazano, 4To jgedeHue npemnapatom Oiinea (kak B rpymne 8Q12, Tak u 8Q16) He ycTynaeT u
KJIMHUYECKU 3KBUBAJICHTHO JICYEHUIO MO cxeMe 2Q8 ¢ TOUKU 3peHHUs NEePBUYHON KOHEUHON TOUKH
¢ pextuBHOCTH «cpenHee n3menenne MKO3 Ha 48-ii Heaesne» U KIOYEeBOi BTOPUYHON KOHSUHOMH
Touku d¢dexTuBHOCTH «cpeanee uzMeHenne MKO3 wna 60-ii Hemene». Oddexr neuenus
npenaparom Oinea 114,3 Mr/mi, ycTaHOBIEHHBIH 10 cpeaHeMy uzMenennto MKO3, coxpansics 1o
96-it Hemeny.

Tabmuua 7: Ouenka 3¢ pekruBHOCTH Hccnenoanuss PHOTON

Jiinea 8Q12 Jiinea 8Q16 Jiinea 2Q8

Ouenka 3¢ pexTHBHOCTH Hepneas
(N =328) (N =163) (N =167)

Mzmenenne MKO3, m3mepennoii no 6ykBennoii mxane ETDRS®, oTHOCHTeILHO HCX0AHOTO YPOBHS
Cpennee apudmernyeckoe
(SD), HabmoaeMoe 8,77 (8,95) 7,86 (8,38) 9,21 (8,99)
Cpennee no MHK (SE) # 48 8,10 (0,61) 7,23 (0,71) 8,67 (0,73)
Pasnnna cpenrux no MHK -0,57 -1,44
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(95 % ) ~B (-2,26, 1,13) (-3,27, 0,39)

p-3HaueHne (OXHOCTOPOHHEE

paBeHCTBO 3 eKTHBHOCTH

CPaBHUBAEMBIX IIPENAPATOB C <0,0001 0,0031

pasnuueii B 4 6ykssr) AP

(Cs‘gilﬂjjglp}gfaﬁx‘:“"“ 9,05 (9,27) 7,96 (9,14) 9,62 (9,58)
Cpemnee no MHK (SE) A 8,52 (0,63) 7,64 (0,75) 9,40 (0,77)
Pasuuna cpenanx o MHK -0,88 -1,76

(95 % JI) A® 60 (-2,67,0,91) (-3,71, 0,19)

p-3HaueHue (OHOCTOPOHHEE

paBeHCTBO 3 GEKTHBHOCTH

CPaBHUBAEMBIX IIPENIAPATOB C 0,0003 0,0122

pasnuueii B 4 6ykssr) B

(Cspgi“*;jglp}gfa“gg‘:ec“oe 8,82 (9,93) 7,50 (9,86) 8,41 (11,10)
Cpennee no MHK (SE) A 96 8,15 (0,63) 6,59 (0,77) 7,70 (0,89)
Paszuuna cpenaux no MHK 0,45 -1,11

(95 % ) A8 (-1,55, 2,45) (-3,27, 1,05)

ITanueHThbI, JOCTUIIIHE 10 OYKBEHHOM 11
skBuBajient 20/40 no Cuenieny) °

kaje ETDRS He menee 69 (npu6an3uTeIbHbII

Iponopuust (LOCF) 65,3 % 62,6 % 63,0 %
Comemmunrons | iy | pew | oo

_ 9 9 _ 9 9
(95 % II) °° (-6,47 %, 11,36 %) | (-11,16 %, 9,82 %)
Iponopuust (LOCF) 64,7 % 62,0 % 60,6 %
Coomemmupns | 6o | qun | 1eom

- ) 9 g 9 9
(95 % JI) BC (-4,72 %, 13,40 %) | (-8,91 %, 12,17 %)
I[ponopuus (LOCF) 66,9 % 61,3 % 63,0 %
CKOpPEKTHPOBAHHAsI pa3HHUIIA 9% 4,01 % 1,51 %

B TIPOIIOPLIUH

(95 % am) BC

(-4,99 %, 13,01 %)

(-11,91 %, 8,89 %)

IHanueHThl, NpUOABUBIIKE MO
YPOBHEM

MenbIneii mepe 15 6ykB ETDRS no cpaBHeHHIO ¢ HCXOTHBIM

Iponopuust (LOCF) 18,7 % 16,6 % 23,0 %
CKOppEKTHPOBaHHAsI pa3HHULA 48 4.64% 714%

B MIPONOPLIUH

(95 % JTH) B° (-12,30 %, 3,02 %) | (-15,45 %, 1,17 %)

ponopuus (LOCF) 21,5 % 16,0 % 26,1 %
CKOppeKTHpOBaHHAS PA3HUIIA 60 -5.01 % 1078 %

B IIPOTIOPIIMHI

(95 % am) BC

(-13,04 %, 3,02 %)

(-19,27 %, -2,29 %)
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[ponopuust (LOCF) 245 % 19,6 % 26,1 %
CKOppEKTHPOBaHHAsK pa3HHULA % 1,88 % 7.07%
B TIPOIIOPLIUH

- [ 9 i 9 )
(95 % JIH) B° (-10,03 %, 6,28 %) | (-15,94 %, 1,80 %)
Hocneonue 3annanuposannvle UHMEPEAIbL 1EUEHUSN
IanuenThi ¢ HHTEPBATOM Jedenns >Q12
TIponopuust (0ObEIMHEHHBIE 0
naunble rpynn 8Q12 u 8Q16) 96 929 % w/n
[Mponopmust 91,8 % ‘ 95,0 % H/I
TanuenThi ¢ HATEPBATOM Jedenns >Q16
[Mpomnopuust (00beANHEHHBIC 0
naxsble rpymn 8Q12 u 8Q16) 96 124% w/m
[Mponopuust 64,1 % ‘ 87,8 % H/I
ITanuenTsl ¢ HHTEpBaIOM Jedenns >0Q20 E
Iponopuus (06beANHCHHbIE 0
nansble rpymn 8Q12 u 8Q16) 96 443 % n/n
TIponopuust 43,0 % ‘ 46,8 % H/T
IMauuenTsl ¢ MHTEpBaIOM Jedenus Q24 E
Iponopuus (00beANHCHHbIE 0
nadsble rpymn 8Q12 u 8Q16) 96 268% n/n
[Mpomnopuust 23,8 % ‘ 32,4 % H/1

A Cpennee no MHK, JIU u p-3uadenne ocHoBanbl Ha CMITU MakcMMasibHO KOpPUIHPOBAaHHON 0cTpOThI 3perns (MKO3)
Ha HCXOJIHOM YPOBHE B KaueCTBE KOBApUAThl, IPYIIIIbI JIEUEHUs B KauecTBe (haKToOpa, BUUTE U CTPATU(DHKAIIMOHHBIX
TIEPEMEHHBIX, HCTIOIb3yEMBIX JUIS pAaHIOMU3AIMH (TeorpaduuecKuii peroH, KaTeropuitHbIi HCXoaHbIH ypoBens MKO3)
B KauecTBe (PMKCHPOBAHHBIX (hAKTOPOB, & TAKXKE B KAUECTBE YCJIOBUH JUIS B3AUMOCBA3M MEXIY MCXOIHBIM YPOBHEM
MKO3 u BU3UTOM H JUIs B3aHMOCBSI3H MEK/LY JICUCHHEM H BU3HTOM.

B A6comotHas pasauia — 310 rpynmsl Diinea 8Q12 mwm 8Q16 munyc rpymmst 2Q8, COOTBETCTBEHHO.

€ BspelleHHas pasHMI@ Tepanud 10 MaHTemo-XeH3eo ¢ HCIoJIb30BaHUEM CTPAaTH(UKALMOHHBIX [E€PEMEHHBIX,
HCHOJB3YeMBbIX UL paHIOMH3aLHH (reorpaduuecKuii peruoH, KaTeropwitHeii ucxomuslii yposens MKO3), n U
PACCUUTAHBI C MCIIOJIB30BAHHEM HOPMATbHOTO TIPUOIIKEHHUSL.

P Honynsius nonxoro anammsa.

E [Monynsuust amanusa Ge30MaCHOCTH; MALMEHTHI PACCMATPUBAIOTCS KAK 3aBEPUIMBIINE HMCCIENOBAHME B
COOTBETCTBYIOLINI MOMCHT BPEMCHHU.

JIU: JloBepUTEIbHBIN HHTEPBAT

LOCF: nepeHoc JaHHBIX MTOCIEAHET0 HAOIIOICHNS BIIEpEst
SD: CranmapTHOE OTKJIOHEHHE

SE: CranpapTHas ommoka

H/m: He npumennmo

I/IHTepBaHLI JIeYeHMSI OBLIN TIpOaHAIIN3UPOBAHBI TPEAYCTAHOBJICHHBIM CII0CO00M HUCCIICAOBaHUA.
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Pucynok 6: Cpennee m3menenne MKO3, n3mepenHoit no 6yksenHnoit mkaine ETDRS, paccuntannoe
METOJIOM HaWMEHBIINX KBaJPaTOB, OT MCXOAHOrO YpOBHs 10 96-i Hemenu (MOMYJIALMS MOIHOIO
ananu3a) B uccieaosanun PHOTON

Pucynok 7: Ilocnennuii 3aniaHnpoBaHHbIH HHTEpBaJ JeUeHUs Ha 96-ii Hexene

IIpenapar Diinea Bo Beex no3ax (8Q12, 8Q16, 2Q8) mpoaeMoHCTpHPOBa 3HAYUMOE YBEIUICHHE 10
CPaBHEHHUIO C MCXOJHBIM YPOBHEM B IIPEABApHUTEIBHO 3aJaHHOM BTOPHYHONH KOHEYHOH TOYKOH
3((pexTHBHOCTH ONpPOCHUKE O cocTosHMM 3peHHs HarmonansHoro OQTaabMONIOrHYEcKOro
Nucruryra (NEI-VFQ-25).

He 0put0 00HapyKeHO KIMHHUYECKH 3HAYMMBIX pasiauuuii Mexay rpymmamu 8Q12, 8Q16 u 2Q8 B
n3MeHeHusx obmero 6auta no NEI-VFQ-25 na 48-it u 96-ii Heiene no CpaBHEHHUIO C UCXOIHBIM
YPOBHEM.

Pe3ynbraThl 2)(eKTUBHOCTH B OLICHUBAEMBIX MOIATPYIIIAX MO BO3pacTy, MOy, reorpadguueckoMy
PETHOHY, STHHYECKOH MpPUHAUICKHOCTH, pace, ucxogHoMy ypoBHi0o MKO3, ucxomnoit TI3C un
npeauecTByronmeMy jedeHnro MO cooTBeTCTBOBAIM pe3yabTaTaM B OOLICH MOy IAIHN.

D¢ dexTuBHOCTS B cpeiHEM coXpaHsIach 1o 96-i Hexenu.
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9(1)(1)CKTI:I JICYEHUS B IIOATPYIIIC MNAUECHTOB, paHEEC IMOJYYaBIIUX JICUCHUE, OBLIH CXOXH C TCMU,
KOTOpbIC Ha6JHO,I[aJ'II/ICB Y DanMeHTOB, IOJYy4YaBIINX JIEYEHUE BIICPBLIC.

Pesynomamul npodaennoil gpazwol uccredosanus PHOTON

ITo 3aBepuieHUH OCHOBHOW (a3bl mcclienoBaHHA Ha 96-if Henene MAlMEHTHl MOIVIM TMEpeiTH B
OTKPBITYIO TIPOJUICHHYIO (ha3y HCCIEeNOBaHMS MPOJOKUTENBFHOCTRIO 60 Henenb. 195 manueHTos,
KOTOpBIE MEepBOHAYAJIbHO OBLIM pacmpezeneHs! B rpynmsl 8Q12 n 8Q16, mpomomkanu noiydats
nperapatr Oitnmea 114,3 Mr/mi, coxpaHss TMOCICAHHE YCTAHOBICHHBIC WMHTEPBAJIBI MEXKIY
UHBbEKIUAMU. 70 MAIMEHTOB, KOTOPbIE IEPBOHAYATIBHO ObUIM pacrpeiesieHs! B rpynny 2Q8 B Hayane
HCCIIeIoBaHus, ObIIM TepeBeleHbl Ha mpemnapar Oiiea 114,3 Mr/mii, HauuHas C MHTEPBAJOB B
12 nenmens. MHTEpBATBI MEXKIY MOCICAYIONMMU HHBEKIIHSIMH MOTIIH KOPPEKTHPOBATHCS JICUAIIAM
BpadyoM Ha OCHOBAaHMM OICHKH pPE3YyJbTaTOB II0 OCTPOTE€ 3PEHHS H/WIM aHATOMHUYECKHM
MOKA3aTeIIsIM.

V nmanueHToB, KOTOpbIE NIepBOHAYATIBHO ObLIH pactpeneneHs! B rpynnsl 8Q12 u 8Q16, addexr ot
neyeHus npenaparoM Jitnea 114,3 mMr/mi B 1enoM coxpassuicst B Tedenue 3 jet (Henens 156). B
oObenuHeHHbIX Tpynmnax 8QI12 u 8Q16 Ha 156-i Henmene cpenHee M3MEHEHHE, PACCUUTAHHOE
METOJIOM HauMEHBIIHNX KBAJPaTOB, II0 CPABHEHHUIO C UCXOIHBIM YPOBHEM COCTaBUIIO +7,2 OYKBBI IO
nokaszareno MKO3 u -192,4 mukpon no nokazateinto TI3C.

VY manueHToB, KOTOPEIE NMEPBOHAYAIBHO OBLIM pactpeneneHsl B rpymmy 2Q8, addekT oT nedeHus
npenaparom Oisiea 114,3 mr/mu 6bul cxoxuMm. CpenHee HW3MEHEHHE, PACCUUTAHHOE METOJOM
HAaMMEHBUIMX KBaJpaToB, [0 CPABHEHHUIO C UCXOJHBIM ypoBHeM Ha 156-i1 Henene cocraBuio +6,5
OykB 1o noxkaszarenro MKO3 u -197,4 mukpon no nokazatento TL3C.

[Mamments B rpymmax 8Q12 m 8Q16, 3aBepmmBimmue 156-10 Henmenro, MOMYYWIM B MeauaHe (B
cpemrem) 13,0 (13,2) u 11,0 (11,4) nHBEKIHIA COOTBETCTBEHHO.

[TareHTsl, KOTOpBIe OBbUTH HepeBeleHbI Ha mpemapar Oiiea 114,3 mr/mn u 3aBepmin 156-10
HeJlento, moay4miu B Meauane (B cpegaem) 19,0 (18,6) nabvexunii, n3 kotopsix 5,0 (4,8) nHbekui
ObUIM C/IeNaHbI TIOCHIE NIepexo/ia Ha npenapat Disea 114,3 mr/min B Teyenue 60 Heenb IpoIeHHON
(hasel uccenoBaHus.

O6mmii npodrtk 6e30MacHOCTH B NPOJUICHHOH (haze ObLI CX0X ¢ mpoduiieM, HaOIIOAABIINMCS B
OCHOBHO#H (a3e.

Ta6muma 8: INokazarenn sddexTuBHOCTH TpomteHHONH (asel nccaenoBanuss PHOTON na 156-i
Hezene

8Q12, 8Q16, 208, nepexon Ha
NPO/I0JIKEHN e NPOJI0JIKEHHE
npUMeHeHue
Ioxa3zarenu 3¢ppexTUBHOCTH NpUMEHeHus NpUMEHEHHUs .
. . Diinea 114,3 mr/ma
Jiinea 114,3 mr/mua | Diinea 114,3 mr/ma (N = 70)
(N =103) (N = 49) -

Usmenenne MKO3 1o cpaBHEHUIO €
UCXOIHBIM ypOBHEM (cpemHee IO +6,8 OyKB +8,1 OykB +6,5 Oyks
MHK)
Wzmenenne TL3C mo cpaBHEHHUIO C
UCXOJHBIM YPOBHEM (CpemHee TI0 -190,3 mukpon -198,1 mMukpon -197,4 Mukpon
MHK)
IocneaHuii 3aNIJIAHMPOBAHHBIN HHTEPBAJ JeYeHHUsS A
>12 "Henenb 85,4 % 91,8 % 82,8 %
>16 Hepenb 62,1 % 81,6 % 50,0 %
>2(0) HeJienb 40,8 % 63,3 % 19,0 %
24 wenenun 20,4 % 42,9 % H/m B

A Ha OCHOBE JIAHHBIX MAIMEHTOB, 3aBEPIIMBIIMX 156-10 Heemo
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B He npUMEHMMO /1715l TALMEHTOB, M3HAYATIBHO PAHIOMU3UPOBAHHbIX B 2Q8, 13-3a IU3aiiHa McClleI0BAHUS/ TN TENBHOCTH
HCCIICI0BaHUS

OBC
Lleau uccnedosanus

BesomacHocTh 1 3¢ GeKTUBHOCTS pemnapara Jiinea 114,3 Mr/mi y paHee He JeYeHHBIX MTAIIMEHTOB C
MaKyJSIpHBIM oTekoM Bcnenctsue OBC oreHuBanich B paHAOMH3MPOBAHHOM MHOTOIIEHTPOBOM
JIBOHOM MAacKHPOBAHHOM HCCIEI0BaHNH ¢ akTHBHBIM KoHTposieM (QUASAR).

IlepBuuHas 1eb COCTOSATA B TOM, YTOOBI ONIPEIEINTh, OOeCcIIeunuBaET JIU Ie4eHHe IIpenapaToM Difnea
114,3 mr/mMa ¢ untepBaiamu B 8 Hemens (8Q8) HeMmeHbINy0 3((PEKTHBHOCTH B OTHOIICHHH
HU3MEHEHHS MaKCHMAaJIbHO KOPPUIHPOBaHHOH ocTpoThl 3peHus (MKO3) o cpaBHEHUIO ¢ JedeHHEM
npernaparom Diinea 40 mr/mi kaxasie 4 Hemenu (2Q4) y manneHTos.

BropuuHbIe 1IeNu BKIIOYANIN ONpeeneHne, Tpebyercs JIu NpH jJedeHnu mo cxeme 8Q8 MeHbinee
KOJIMYECTBO MHBEKIMI 10 CpaBHEHHUIO co cxeMoil 2Q4, ompenencHue BIMSHUS Ipenapara Diliiea
114,3 mr/mMn no cpaBHeHuro ¢ Ditnea 40 Mr/mi1 Ha aHATOMHYECKHE M JApyrue (QyHKIMOHAIBHbIE
MIOKa3aTel M OTBETa Ha JICYCHHE, a TAKKE OLICHKY 0€30I1aCHOCTH U (papMaKOKMHETHKH adubeprenTa.

[epBruHOit KOHEUHOH TOUKOM 3 dexTrBHOCTH OBbUTO N3MeHeHHe MKO3 OTHOCHTENBHO HCXOJHOTO
YPOBHS, U3MEpeHHOe 0 OYKBEHHOH MIKane HCCIEIOBAHHUS PAHHETO JICYEHHs INaOeTHIECKOH
perunonaruu (ETDRS) na 36-it Henene.

KitoueBoit BTOpUYHON KOHEYHOW TOYKOW OBLIO KOJMYECTBO MHBEKIUH INperapara K 64-i Hemene
OTHOCHTEIIFHO HCXOJHOTO YPOBHSL.

JIONONHUTENBEHBIME BTOPHYHBIMUA KOHEYHBIMH TOYKAMU OBUTH KOJHYECTBO MHBCKIUIA Mpenapara K
36-if Heaene OTHOCUTENIFHO UCXOJHOTO YPOBHS, 0SS MAIIMEHTOB, MPUOABUBIINX 10 MEHBIICH Mepe
15 6yxs ETDRS Ha 36-ii Hezerne 1o CpaBHEHHUIO C HCXOJHBIM YPOBHEM, JIOJIS MAIIUCHTOB, JOCTHTIIINX
o OyksenHoii mxane ETDRS nve menee 69 (mpubnusntensHblii skBuBaneHT 20/40 mo CHemleHy) Ha
36-i Hemene, U CpeaM MPOYUX — W3MEHEHHE O0MmIero O6asmia Mo OMPOCHUKY O COCTOSIHUH 3PEHHS
Haunonansaoro Odransmonoruyeckoro Uucturyra (NEI-VFQ-25) na 36-if Henene o cpaBHEHHIO
C MCXOTHBIM YPOBHEM.

B uccnenoBannn QUASAR mnomyuwnnu nedenue 892 maunmenta. IlanmeHTHl ObUIM pa3fielieHBl B
cootHomenuu 1:1:1 B ogHy U3 3 napauleNbHbIX TPYII JICUESHUS:

1. Diiea 114,3 Mr/mit kaxsle 8 HesleNb MOCIIe TPeX MePBOHAYATIBHBIX HHBEKIUI C HHTEPBAJIOM
B 4 Henenu (8Q8/3)

2. Diinea 114,3 mr/mi kaxapie 8 Heieb MOCIIE MATH TEPBOHAYAIBHBIX MHBEKIUI C HHTEPBAJIOM
B 4 nenenu (8Q8/5)

3. Diinea 40 mr/mi kaxapie 4 venenu (2Q4).

Hauwnas ¢ 16-i nenenu (8Q8/3), 24-it nenenu (8Q8/5) u 40-ii Henenu (2Q4, ecnu paHnee HHTEPBAT
OB TipoyIeH 110 Q8), MalMeHTHl UMEJH MPABO HAa YMEHBIICHHE HHTEPBAJIA MEXK/Y HHBEKIIUSAMH Ha
4 HejieNM MIPH BBIMOJHEHNH HA TIPUEME 0OOMX 3 IBYX KPUTEPUEB:

1. cHmxenne MKO3 Ha Gosiee 5 OykB 110 CpaBHEHHIO C KOHTPOJIBHBIM BH3UTOM,
2. yBenndenne TI3C Ha Gonee 50 MUKPOH 110 CPaBHEHHIO ¢ KOHTPOJIBHBIM BH3HUTOM.

Hauunas ¢ 32-it mwepenn (2Q4 u 8Q8/3) mmm 40-ii Henenu (8Q8/5) nmomyckanoch yBelHMuEHHE
HUHTEPBajla MCKAY UHBCKIUAMHU C IIaroM B 4 HEICIU NTPU BBINIOJIHEHHUU HA MPUEME O6OI/IX u3 AByX
KPUTEPHUEB:

1 cumxenne MKO3 Ha MeHee 5 OyKB 110 CPaBHEHUIO C KOHTPOJILHBIM BU3UTOM,
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2. TI3C menee 320 MUKpOH MO pe3yiabTaTaM CHEKTPAJbHON ONTHYECKOH KOrepeHTHON
tomorpadpun (nm MeHee 300 MUKpPOH, ITPH U3MEPEHUH BMECTE C IIUTMEHTHBIM SIUTEIHEM
CETUaTKH).

KoHTposbHBIE BU3NUTBI COCTOSUIMCH Ha 12-it Henene st cxemsl 8Q8/3 u na 20-i Hexene i cxem
8Q8/5 u 2Q4.

Jnd manmeHToB, HE COOTBETCTBOBABIUMX KPUTEPHSAM COKpALEHMs MM YBEIMYECHUS HUHTEpBaa,
UHTEPBAJl MEXKIY HHBEKLMSAMH COXPaHAICS. MHHUMAaIbHBI HHTEPBAl MEXAY HHBEKUUSIMU
COCTaBJIIs 4 HEZeNU BO BCEX IpyMmax.

IMarueHTs! ¢ OMIIATEpAIbHBIM ITOpaXKEHHEM MOTJIM ITOTydYaTh TePaInio BTOPOro IJa3a IpernapaToM
Oitea 40 mr/min wim apyruM anTa-VEGF npemaparom.

Xapakmepucmuxu nayuenmos Ha ucxoOHOM YpOsHe

Bo3spacr manuenToB BapeupoBai ot 23 10 95 Jert, cpenHuil Bo3pacT cocTaBui 65,9 rona.

Oxomo 57 % (168 u3 293) u 57 % (170 u3 298) marueHToB, paHAOMH3UPOBaHHBIX B Tpyrbl 8Q8/3
u 8Q8/5, cooTBeTcTBEHHO, OBLIN B Bo3pacTe 65 seT win crapiue, okomno 26 % (76 u3 293) u 25 % (74
u3 298) — B Bo3pacre 75 JeT WK crapiie.

B uccnenosanue Obuin BKitoueHs! 425 (48 %) manueHToB ¢ OKKIIIO3UEN IIEHTPAIBLHON BEHBI CETYATKH
(OLIBC)/remuperrHanpHO# OKKiI03ueil BeH cerdatku (remuperunansaas OBC) u 467 (52 %)
NalMEHTOB C OKKJIIO3WeN BeTBeil neHTpanbHol BeHbl cerdarku (OBIIBC). oy manueHToB Mo
MOATUIIaM OBLTH CXOKUMH BO BCEX IPYIIAX JICYEHHUS.

Pezynomamoi

Bs110 mokazano, 4o jedenune npenaparom Jitnea 114,3 mr/mi He Menee 3G PEeKTHBHO U KITMHHYIECKH
SKBHBAJIICHTHO J€4eHHMIO 1o cxeme 2Q4 ¢ TOYKM 3peHMs] MEPBHYHOH KOHEYHOH TOUKH
sdpdpexruBroCcTH «v3MeHenre MKO3 0THOCHTENBHO HCXOJHOTO YPOBHS, H3MEPEHHOE 10 OYKBEHHOM
mkaige ETDRS ua 36-ii Heneney.

Kpome Toro, 651510 mOKa3aHo, 4To jedeHune mpenapatom Jitnea 114,3 Mr/Mir peBOCXOIUT JeUCHHE
1o cxeme 2Q4 ¢ TOYKH 3peHus KII0YeBOH BTOPUYHON KOHEUHOH TOUKH 3()(hEeKTUBHOCTH «KOJIHMUECTBO
MHBEKIUH Ipemapara K 64-1 Hexele OTHOCHTENBHO HCXOHOTO YPOBHSD.

IMauuentam B rpymmne Ditnea 8Q8/3 morpeGoBanock Ha 3,2 HHBEKIHH MEHbILE, YeM B rpyrie 2Q4.

Ha 36-it menene B rpymme 8Q8/3 y 93,9 % manmeHTOB OBIIM JOCTUTHYTHI WHTEPBANBI JICUCHHS
>8 HeleNb IPH COXPAHEHUH PE3YJIBTATOB MO OCTPOTE 3PCHUS M aHATOMHUYECKUM TTOKA3aTEIsIM.

Ha 64-it vemene B rpymnme 8Q8/3 y 56,1 % marmmeHTOB ObUTH JOCTUTHYTHI WHTEPBANIBI JICUCHHUS
16 Hemenb MU COXpAaHEHUH PE3yIbTATOB IO OCTPOTE 3PEHHS M aHATOMHYCCKUM MMOKA3aTEIISIM.

Ha 64-it menene B rpymme 8Q8/3 y 40,5 % marnumeHToB ObUIM JOCTUTHYTHI MHTEPBAJEI JICUCHUS
20 Heienb MPU COXPAHEHUH PE3yJIbTATOB M0 OCTPOTE 3PEHHS K AHATOMUYECKHUM [OKa3aTeIsIM.

Tabmuna 9: Onenka s dexrusHocTH uccnenoBannss QUASAR

Jiisrea 8Q8/3 Jiirea 2Q4

Ouenka 3(ppeKTHBHOCTH Heneas
Lt (N =293) (N =301)

o o A
H3smenenune MKO3, uzmepennoii no 6ykBennoii mkane ETDRS”, oTHOCHTEILHO HCXOTHOT0 YPOBHS

Cpennee apudpmeruueckoe (SD),

17,0 (11,8) 17,8 (13,1)
HaOJIr01aeMoe 36
Cpenuee no MHK (SE) & 17,4 (0,7) 17,5 (0,7)
Pazuunua cpenuanx o MHK (95 % JIN) B.C -0,1(-2,0,1,9)
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p-3HaucHHE (OJHOCTOPOHHEE PABEHCTBO

3 PEKTHBHOCTH CPaBHUBACMBIX <0,0001

npenapaTos ¢ pasHuueii B 4 Gykssr) & ©

Cpennee apudpmeruyeckoe (SD), 173 (127) 17.4 (146)

HabmonaemMoe

Cpenuee no MHK (SE) ® o 17,8 (0,7) 17,3 (0,8)

Pazuunua cpenunx o MHK (95 % JIN) B.C 0,5 (-1,6, 2,7)

OIBClzemupemunanvnas OBC P

E:;j:;:i::mm%cm D) 16,5 (12,7) 16,2 (14,7)

Cpennee mo MHK (SE) B % 16,6 (1,1) 15,9 (1,2)

Pasuuna cpennnx no MHK (95 % JIN) & © 0,6 (-2,6, 3,9)

Cpennee apudmernyeckoe (SD), 165 (138) 148 (168)

HabIro1aeMOE

Cpennee mo MHK (SE) B o 17,2 (1,2) 15,2 (1,3)

Pasumma cpemmmx mo MHK (95 % JIN) & ¢ 2,0 (-1,5, 5,6)

OBIJBCP®

Cpennee apudpmeruyeckoe (SD), 17.4 (109) 19.4 (11.0)

Ha0II01aEMOC

Cpennee no MHK (SE) & 3 18,3 (0,8) 19,0 (0,8)

Pasauna cpemaux 1o MHK (95 % JIH) & ¢ -0,8(-2,9, 1,4)

Cpennee apudmeruyeckoe (SD), 18.1(11.8) 20,1 (11.4)

Ha0oaemMoe

Cpennee no MHK (SE) ® o 18,4 (0,9) 19,6 (0,8)

Pasuua cpeauux o MHK (95 % 1) B © -1,1(-3,5,1,2)

ManuenTsl, focTurmue no 6ykenHoii mkajse ETDRS He menee 69 (mpudau3nTeIbHbIH IKBUBAJIEHT

20/40 no Cuenneny) *

[ponopims (OC) 36 72,7% 67,8 %
64 70,4 % 70,2 %

IanuenTsl, npuéaBuBLIMe 10 MeHbIeil Mepe 15 6ykB ETDRS mno cpaBHeHHIO ¢ HCXOHBIM

ypoeHem *

ITpomnopuus (OC) 36 58,8 % 59,8 %
64 61,7 % 60,4 %

IauuenTH, MOTEPSIBIINE 110 MeHbIIeil Mepe 15 Gyke ETDRS 1o cpaBHeHHIO ¢ HCXOAHBIM YpOBHeM

[ponopims (OC) 36 12% 1,5%
64 12% 2,4%

IManuenThI ¢ OTCYTCTBHEM ﬂHTpapeTHHaJIbHOﬁ KHAKOCTH H cy6peTuﬂaan0i‘l JKHIKOCTH B
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HEHTPAJIBHOM cyﬁno.ﬂe A

Iponopuust (OC) 36 81,2 % 83,7 %
64 76,3 % 66,0 %

KosmyecTBo MHHBbeKIUIi penapaTa

::;il:zz :hp;l;l;{)l;aemqecxoe (SD), 6.1(06) 8.8 (0.8)

Cpennee no MHK (SE) % 6,1 (0,0) 8,8 (0,0)

Pasuuna cpenuux no MHK (95 % JIN) ™ © -2,7 (-2,8, -2,6)

Cpenuee no MHK (SE) 8,5(0,1) 11,7 (0,1)

Pasnuna cpenunx no MHK (95 % JIN) ™ © 64 -3,2 (-3,5, -3,0)

p-3HaueHue (IBYCTOPOHHEE MPEBOCXOICTBO

3¢ PEeKTHBHOCTH CPaBHUBAEMOTO <0,0001

npenapara) & ©

Coxpanenue unmepeana mejicoy UHbEKUUAMU

TaumuenThl, COXPAHUBLINE HHTEPBAJ MEKTY HHbeKIusamu >Q8 &

I[Mpomnopuus 36 88,5 % u/n
64 88,1 % 70,0 %"

Iocneonue 3asepuiennvle unmepeansl 1eeHus

TaunenTsl ¢ HATepBajoM Jedennsi Q4 &

TTporopuus ‘ 64 48% 13,0 %

TlannenTrI ¢ HATepBaIoM Jedenns >Q8 &

TIporopuus ‘ 64 95,2 % 87,0 %

IMauuenTs! ¢ HHTepBaIoM JedeHus >Q12 E

Iponopuust ‘ 64 81,4 % 67,8 %

TauuenTHI ¢ HHTEpPBaIoM Jevenns Q16 &

[Mpomopiust ‘ 64 56,1 % H/n

Iocneonue 3annanuposannvie uLmMepeabl lewenus

TlauuenTHI ¢ MHTEPBAJIOM Jlevenns >Q8 &

[Mpomnopuust 36 93,9 % 75,6 %
64 95,9 % 92,2 %

IMauyuenTs! ¢ HHTEpBaIoM Jedenus Q12 E

Iponopuwst 36 69,1 % H/1
64 219% 27,8 %

ITauuenTs! ¢ HHTepBaIoM JedeHus >Q12 E

86,2 % 77,8 %

Tporopuus ‘ 64
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TlauueHThI ¢ HHTEPBAJIOM Jedenns >Q16 &

TIporopuus ‘ 64 ’ 64,3 % ‘ 50,0 %

IMauuenTs! ¢ uETepBaIoM Jedenus Q20 E

TIponopuust ‘ 64 ‘ 40,5 % ‘ H/u

A Tomy1sust TIOJHOO aHATH3a

B Cpemnee no MHK, IV u p-3nauenue ocHoBanbl Ha CMITU MakcHMasibHO KOPPUTHPOBAHHOI ocTpoThI 3perus (MKO3)
Ha UCXOJIHOM YPOBHE B KAaueCTBE KOBApUAThI, TPYIIIbI JICUEHUS B KauecTBE (DAKTOPaA, BUNTE M CTPATH(PHKAIMOHHBIX
HEePEMEHHBIX, HCIOJIB3YEMBIX UL paHioMH3aluy (reorpaduyeckuii periuoH, KaTeropuitHbIi HCX0aHbI ypoBeHs MKO3
u i OBC) B kauecTBe (UKCHPOBAHHBIX (PAaKTOPOB, a TAKXKE B KAUECTBE yCIOBUH JUIS B3AHMOCBSI3H MEXKIY HCXOMHBIM
yposHeM MKO3 1 BU3UTOM M JUIs B3aMMOCBSI3U MEXKTy JI€YEHHEM U BUSUTOM.

€ A6comoTHas pasHuia — 370 rpymnma Diinea 8Q8/3 munyc rpyrma 2Q4.

D Komuuectso narnuentos ¢ OLIBC/remupetunansaoiit OBC coctansno 134 u 152 B rpynmax nedenus 8Q8/3 u 2Q4,
coorBetctBenHo. KomudectBo marmentoB ¢ OBLIBC cocraBmsuio 159 n 149 B rpymmax seuennst 8Q8/3 u 2Q4,
COOTBETCTBEHHO.

E MMonmynsiuust ananu3a 0€30MaCHOCTH; MAIMEHTHI PACCMATPHBAIOTCA KAK  3aBCPIUMBIINE  HCCIEJOBAHHE B
COOTBETCTBYIONIUH MOMEHT BPEMEHU

F Cpennee mo MHK u JTV ocHOBaHBI Ha MpOLEAyPe MHOKECTBEHHON UMITyTalliK ¢ IPUMEHEHHEM MOJIETH JIHHeIHOi
perpeccun, ckoppektupoBanHod it MKO3 Ha mcxomHOM ypoBHE, TONIMHBI IeHTpansHOro cyomons (TLIC) ma
HCXOJJHOM YPOBHE, U CTPAaTH(UKALMOHHBIX EPEMEHHBIX, HCIIOJIB3YEMbIX JUIs paHIoMU3aLHH (reorpaduueckuil perioH,
KaTeropuiiHei ucxoxueii ypoBeb MKO3 u Tun OBC) s KaXmoro HMITyTHPOBAaHHOrO Ha0opa IaHHBIX C
HOCIEAYIONMM 00beIMHEHNEM PEe3yJIbTaTOB 10 NpaBuily PyOuHa.

C p-3HayYeHHE OCHOBAHO Ha MPOLE/LYPE MHOKECTBEHHON MMITYTALMH C IPUMEHCHHEM HENapaMeTPUIEeCKOro PAHIOBOrO
KOBapHAIIMOHHOTO aHaNu3a, ckoppektupoBanHoro it MKO3 nHa ucxomHoM yposHe, TonumHbl TLHC Ha ncxomHom
YPOBHE, U CTPaTU()HUKALMOHHBIX INEPEMEHHBIX, HCIOIB3YeMBIX Ul paHZoOMH3auH (reorpaduyeckuii  peruoH,
Kareropuiinpii ucxomusii yposerb MKO3 u tunm OBC) misi KaXmoro HMMITYyTHPOBaHHOrO Ha0opa IaHHBIX C
MOCIIEIYIOIMM 00BbeIMHEHNEM Pe3y IbTaTOB MO npaBuity PyOuHa.

H Maumentst, B rpyrne nevenns 2Q4, KOTOPBIM ObUT yBEIMUEH HHTEPBAI MEKLy HHBEKLMAME Ha 32-i HeJlene, H KOTOpbIe
noaepxkuBaiu narepsai >Q8 o 64-it Henenmm.

JIU: JloBepuTenbHBII HHTEPBA

ETDRS: HccnenoBaHue paHHETo Je4eHUs quabeTHYECKOW peTHHOMATHI

OC: HaGmrogaemble Cllydyad, JaHHbBIC IOCJIE BO3HHKHOBEHHS COIMYTCTBYIOIIETO COOBITHS ObUIM HCKIIOYEHBI B
COOTBETCTBUH C NEPBUYHON CTpaTeTHel OLeHKN

CMIIU: CmemanHas MOZIEIb JUIS TIOBTOPHBIX M3MEPEHMIT

SD: CranaapTHOE OTKJIOHEHHE

SE: CrannapTHas ommoka

H/m: He npumennmo
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Pucynok 8: Cpennee m3menenne MKO3, nsmepenHoit no 6yksennoit mkaine ETDRS, paccuntannoe
METOJIOM HaWMEHBIINX KBaJPaTOB, OT MCXOAHOIO YPOBHS 10 64-i Hemenu (TOIYJIALMS MOIHOrO
ananu3a) B uccnenoBannn QUASAR

Ipenapar Diinea Bo Bcex mo3ax (8Q8/3, 2Q4) mponeMOHCTPHPOBA 3HAYMMOE YBEIHYCHHE 110
CPaBHEHHUIO C MCXOJHBIM YPOBHEM B INPEABAPHUTEIHHO 3aJaHHOM BTOPHYHOW KOHEYHOH TOYKOM
95((GEKTUBHOCTH OINPOCHUKE O COCTOSHMM 3peHus HammonanbHoro OQTaabMOIOrn4eckoro
Nucruryra (NEI-VFQ-25). CreneHp 5TuX H3MEHEHH# COOTBETCTBOBAJIA JAHHBIM, PEICTABICHHBIM
B OIyOJIMKOBAHHBIX HCCIIEOBAHUSAX, U COMPOBOXKAAIAC YIIyUIICHUEM KauecTBa )KU3HH, CBA3aHHOTO
CO 3pEHHEM.

He 6buio 0OHApy:KEHO KIMHHYECKH 3HAYMMBIX paszinuuuii Mexnay rpynmamu 8Q8/3 u 2Q4 B
n3MeHeHusix obmero 6amwia no NEI-VFQ-25 na 36-if u 64-it Henene o cpaBHEHHUIO C UCXOHBIM
YPOBHEM.

Pe3ynbTaTsl 3 QeKTHBHOCTH B IIpeIBAPUTENHHO 33 JAHHBIX OLIEHUBAEMBIX ITOTPYIIIAX MO ITOTUIIaM
OBC, Bo3zpacry, noiy, reorpaguaeckoMy peTHOHY, STHIUYECKON IPHHAIIEXHOCTH, pace, HCXOJHOMY
ypoBHio MKO3 u ncxoxuoii TL3C cooTBeTCcTBOBaNN pe3yabTaTtaM B OOIIEH MOy JISIHN.

D(hHEKTUBHOCT B CPEIHEM COXPAHSIACH 10 64-if Hemenu.

[To mpenBapuTeNbHO 3aJaHHONW BTOPHYHOW KOHEYHON TOYKE «YYaCTHHKH, MOJYYaBIIUE JICUCHHE
Tonbko 1o cxeme 8Q8 no 36-ii Henenu B rpymme Ditnea 114,3 mr/mn 8Q8», 88,5 % manuenToB B
rpynme 8Q8/3 mpomomkand mosydarh Mpenapar coriacHO MEPBOHAYAIBHO ONPEIEICHHOMY IpPH
PaHIOMHU3AIMH HHTEPBATY MEX/Y HHBCKIMAMU KKbIe 8 HEeb MPH COXPAHCHUH PE3yIbTAaTOB IO
OCTpPOTE 3PCHUS U AHATOMUYICCKHM TIOKA3aTEeNIsM.
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Pucynox 9: Ilocneanuit 3anmaHupoBaHHbII HHTEpBAJ JIedeHUs Ha 64-i Henene

5.2. dapmakoKkHHeTHYECKHE CBOIiCTBA

A6cop6uus / Pacupenenenue

[Tocne uHTpaBUTpEANTBHOTO BBECHHUS ayInOEpILCTIT MEJUICHHO BCACHIBACTCS U3 TJ1a3a B CUCTEMHBIH
KPOBOTOK, I'/ic OOHapyKHBAETCs B OCHOBHOM B BHJIE HEAKTUBHOTO cTabmipHOro Kommiekca ¢ VEGF;
IIPU 3TOM TOJBKO CBOOOAHBIN ahnubepenT MOXKeT CBA3bIBaTh d9HA0reHHbIH VEGF.

ITocie 0THOCTOPOHHEr0 MHTPaBUTpPEaILHOro BBefieH!s 8 Mr aduinbepuenta cpentee 3HadeHue (SD)
Cmax cBOOOmHOTO aduubepuenta B miasme kpou coctaBmwio 0,25 (0,21) mr/m, a cpenHee Bpems
JOCTIDKCHHST MaKCHMaJIbHOI KOHIIGHTPAIMHU B IUIa3Me KPOBH COCTaBWIO | JeHb B 0OBEAMHEHHOI
nonyssitud HBMJ] u JIMO. Hakoruienue cBoOoaHoro adumbepienTa B mia3mMe KpoBH mocie 3
HaYalbHbBIX KEMECSIYHBIX 03 ObLIIO MHHHMAIIBbHBIM. BIIOCIEACTBIH qanbHEHIIero HaKOIICHHS He
HaOII0aI0Ch. DTH JaHHBIE TAKKe MOATBEPIKICHBI IONMYJIALMOHHBIMA (papMaKOKHHETHIECKUMHU
aHAJIM3aMH.

OTH q)apMaKOKI/IHeTI/I‘{SCKI/Ie PE3YIbTAThl COTJIACYIOTCA € JaHHBIMH, NMOJYYE€HHBIMU Yy MALlUEHTOB C
OBC.

DIUMUHAIASA

ITockonbky admubeprient — OeNKOBBIM Ipenapar, HUKaKUX HCCIEeNOBaHMN ero meraboimu3Ma He
MPOBOJNIIOCH.

Osxupaercst, 4to aduubeplenT MOABEPraeTcs MMUHAIMY KaK Yepe3 MHIICHb-OOCPE0BAHHOE
pacrpezeNeHie IIyTeM CBS3bIBaHUS co cBOOOAHBIM 3HuoreHHEIM VEGF, Tak n yepe3 merabommsm
nocpeAcTBoM — mporeonu3a.  CpeaHee  BpeMs  JOCTIDKGHUS — IOCIEAHEH — mojparoleics
KOJIMYECTBEHHOMY ONpE/EIEeHNI0 KOHIIEHTPalul CBOOOJHOTO adiubeprienTa B I1a3Me KPOBH IIPH
UHTPABUTPEATbHOM BBEJCHUH 8 MI' COCTAaBUJIO 3 HEJCIH.

Oco0ble TPYIIIbI MANKUEHTOB

Hapymel—tue d)yHKL}MM nouyex uiu neveHu
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Hukakux crienuaibHBIX UCCIENOBaHWIl mpernapara Dinea 114,3 Mr/mir ¢ y4acTHeM HAalIEHTOB C
HapyIIEHHOH (QYHKIHEl MOYeK WU MIEUYSHN He TIPOBOAMIOCE.

CucremHas 3Kkco3uIMA agaubepuenta y NauMeHToB ¢ HapylnIeHHeM (YHKIHUH IOYeK OT JETKOH 10
TSOKEJIOW CTENeHH ObUIa CXOXKEH ¢ TAaKOBOW Y MALMEHTOB C HOPMajbHOW (YHKIHEH TIOYeK.
OrpaHnuYeHHBIE JOCTYNHBIC NaHHBIC y MAalHEHTOB C IICYCHOYHOW HEIOCTATOYHOCTHIO JIETKOW
CTENICHN HE IMOKA3bIBAIOT BIMAHMSA HA CHCTEMHYIO SKCIO3UIMIO admbeplenrta Mo CpaBHEHHIO C
MalMeHTaMH ¢ HOPMaJbHOH (QYHKIHEH eYeHH.

5.3. JlaHHbIe JOKJIUHUYECKOIH 0€30NaCHOCTH

VY 06e3bsiH, nomyvaBmux aGpaudeplentT HHTPaBUTPEaIbHO, IPH CHCTEMHO# 3KCIIO3UIMH Hpernapara,
HPEBBIIIAIONICH MaKCHMAIbHYIO SKCIO3HLHIO Y 4YeJI0BEKa, OTMEYAIHCh CIy4Yal BO3HUKHOBEHHS
9PO3UH U U3BSI3BICHHUN PECIMPATOPHOrO SIUTEINS B HOCOBBIX pakoBHHaxX. IIpm 3TOM cucTeMHas
9KCIIO3HIUS CBOOOIHOTO aduubepiienTa Oblia TPHOIH3UTENBHO B 26 1 33 pa3a BbIlIe HA OCHOBaHHU
Cmax 1 AUC 1o CpaBHEHHIO C COOTBETCTBYIOLIMMHM 3HAUCHUSIMH y B3POCIBIX MAlUEHTOB IIOCIE
UHTpaBUTpeanbHOl 10361 8 Mr. [Ipu mo3e, He oka3bIBarolleil BUAMMOro HeKelIaTelbHoro a¢dexra
(NOAEL), 0,5 mr/rna3 y 06e3bsiH cucteMHast 9kcnosunus osuia B 3,2 v 3,8 pasa Bblllle Ha OCHOBAHUU
Cmax 1 AUC 10 CpaBHEHHIO C COOTBETCTBYIOLIMMH 3HAUYCHUSIMH Y B3POCIIBIX MAILUESHTOB.

HccnenoBaHuii ¢ [ENbIO  ONPEICNCHHS MYTareHHOTO WM KaHUEPOIeHHOr0 MOTEHIHaia
agmubepiienTa He TPOBOANIIOCH.

Bnusaune adnumbepuenta Ha BHYTPHYTPOOHOE pa3BHTHE OBLIO OIIGHEHO B HCCIEIOBAHHUAX
5MOPHOHATBHOTO Pa3BUTHS Y O€pEeMEHHBIX KPOJIMKOB IIPH BHYTPUBEHHOM (0T 3 10 60 MI/KT), a Tarke
noakoxxHoM (ot 0,1 mo 1 mr/kr) BBemeHnu. Matepunckas mo3a NOAEL cocraBmna 3 mr/kr wim
1 mr/kr cootBercTBeHHO. [103651 NOAEL, oka3pIBaromieil BIMAHIE Ha Pa3BUTHE, BEIABICHO HE OBLIO.
TIpu noze 0,1 Mr/kr cucreMHas 3KCHO3UIHMs cBoOOAHOrO adumbeprenta Ha OCHOBAHUU Cmax U
kymynstuBHOH AUC He 0TiIM4anach OT COOTBETCTBYIOIINX 3HAYECHUN Y B3pOCIIBIX MAMEHTOB ITOCIIE
HHTPaBUTPEAILHOM J103bI 8 MT.

BiusiHHe Ha MYXKCKYI0 M OKCHCKYIO (EpTHIBHOCTh OLCHHBAIOCH B paMKax 6-MeCS4YHOro
HCCcIIe0BaHus Ha 00e3bsHaxX IPH BHYTPUBEHHOM BBeZieHHH adumbeprienta B 103ax oT 3 10 30 Mr/kr.
OTCcyTCTBHE WM HEperyJsipHbIe MEHCTPYallWH, CBSI3aHHBIE C H3MCHCHHSIMH YPOBHS JKSHCKHX
PEIPOAYKTHBHBIX TOPMOHOB, @ TaKKe W3MEHEHHe MOP(OJIOTHH U TTOJBHKHOCTH CIIEPMATO30H/IOB,
HaOMoKammch pHu BeeX No3upoBKax. OcHOBBEIBasCh Ha Cmax 1 AUC cBoGomHoro admubeprenta,
HaONIOJaeMbIX TMPU BHYTPUBCHHOM BBEICHHH J[O03bI 3 MI/KT, CHCTEMHas OJKCIIO3WIHs ObLTa
npubam3uTenbHO B 377 pa3 u B 104 pasa BbIlIe, COOTBETCTBEHHO, UM AaHHBIC SKCIO3UIIMH Y JTFOACH
[0CJIe HHTPABUTPEaIbHOM 10361 8 Mr. Bee n3MeHeHust GbUTH 00paTHMBIMHU.

6. PAPMAITEBTHYECKHE CBOMCTBA
6.1. IlepeyeHb BCIOMOTaTeILHBIX BELIECTB

L-apruHuH MOHOTHIPOXJIOPH]T

L-ructuauna

L-rucTuiMH MOHOTUAPOXIIOPHUL MOHOTHPAT
caxaposa

nonucop6bar 20 (E 432)

BOJA JUIS MHBEKIIWI
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6.2. HecoBMeCTHMOCTH

B cBs3m ¢ OTCYTCTBUEM HCCIIEIOBAHUA COBMECTUMOCTH JaHHBIA HeKapCTBeHHBIﬁ npenapar HE
CJIEAYET CMEUIMBATDL C IPYTUMU JIEKAPCTBEHHBIMHU ITpEIiapaTaMu.

6.3. Cpok rogHocTH (CPOK XpaHEeHHs1)

3 roxa.

Cpok rofgHOCTH (QHIBTPOBATIBLHOM UIVIBL: 5 JIET.
6.4. OcoOble Mepbl MPEIOCTOPOKHOCTH NP XPAaHEHHH

Xpauuts B xonommibhuke (2—-8 °C).
He 3amopaxxuBarts.

Ilepex WHCHONB30BAaHUEM HEBCKPHITHIH (JIAKOH MOXKET XPaHUTbCS BHE XOJOJWJIBHHMKA IIPH
Temmeparype He Boiiie 25 °C 10 24 yacos.

XpaHuTh (pIaKoH B OPUTHHAIBHON yIIaKOBKE (KAPTOHHOM IMadKe) I 3allUTHI OT CBETA.

6.5. XapakTep M cojepxaHue YNAKOBKHM U CHEUUATbHOE 000py008aHue 014 UCNOIb306AHUA,
66e0eHUA UNU UMRIAHMAYUL

TIo 0,263 mu pactBopa Bo (uiakoHe (CTEKISHHBINA, TUIT |), YKYIIOpEHHOM 31aCTOMEpPHON MPOOKOI
(x510pOYTHII) ¢ 0GKUMHBIM ATFIOMHHHEBBIM KOJIIIAYKOM C OEI0H KPBIILIKOA.
1 paaxon u 1 ¢prmbTpoBampHas uria (18 G, 5 MUKpOH) BMeCTe C JIMCTKOM-BKITAIBIIIEM B KAPTOHHOM

nayke, UMEIOIIei KOHTPOJIb IEPBOTO BCKPHITHS (TIepdoparist W/WIM CTHKED).

6.6. OcoOble Mepbl MPEAOCTOPOKHOCTH NMPH YTHIIM3AIMHM HCIO0Jb30BAHHOIO JIeKAPCTBEHHOI0
npenapara HWJIH OTXO/I0B, IOJY4YeHHBIX MOcjIe MPUMEeHEeHHs JIEKAPCTBEHHOIO INpenapara u
Apyrue MaAaHUMYJISIHUHU C MPenapaTom

Diinea, 114,3 Mr/Mi1, pacTBOp Ul BHYTPUIIA3HOIO BBEICHUS

®driakoH npenHa3zHaueH sl OJJHOKPATHOrO MPUMEHEHUS IS JICYSHUS] OJJHOTO Tria3a. V3pneueHue
HECKOJIbKUX JI03 M3 OJHOr0 (pJlakOHAa MOXKET MOBBICUTh PUCK KOHTAMHHAIIMM U TOCIICIYIOLICH
UHQPEKIIH.

He CJIeayeT NpuMEHATh npenapar, €CJIM CPOK rOAHOCTH YITAKOBKH WJIK €€ KOMIIOHEHTOB UCTEK, OHU
TMOBPEKACHBI UIN ObLTH noaaciiaHbl.

TIpoBepbTe STHUKETKY Ha (akoHe, YTOOBI YOEIUTHCS, YTO y Bac Ta JO3MPOBKa mpenapata Jiiiea,
KOTOPYIO BBl HAMEPEBAIIMChH HCIIOIB30BaTh. JJIs MOMydeHHs 103bI 8 MI HEOOXOMMO HCIIOJIb30BaTh
¢axoH ¢ npenaparom Ditnea 114,3 mr/mir.

DunbrpoBasibHag uriia 18 G, 5 MUKpoOH:

— Tynas ¢unbrpoBanbHast (JUIS HANIOJIHEHNS) UIJIA HE TPEeHA3HAYCHA [T KOXKHBIX MHBEKIIUH.

- Tymas ¢unbTpoBanbHas (I HANOJNHEHWS) HIVIa HE HOMIEKHUT CTEPHWIM3ALUN METOJIOM
aBTOKJIaBUPOBAHUS.

- q)PlJ]prOBaJ'IbHaﬂ urjia HE NUPOTrCHHA. I/IFJ'Iy HE CIICAYyECT NPUMCHATH, €CJIM WHAUBUIAYyaJiIbHAs
YIIaKOBKa IMOBPEXKIACHA.

- Tocne ucnons3oBanust GUIBTPOBATIBHAS WA YTHIN3UPYETCS B COOTBETCTBYIOIMI KOHTEHHED
Ui cO0pa OTXOIOB.
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- IlpenynpexjeHue: MOBTOPHOE HCIOIb30BAaHHE (HMIBTPOBAIBHONH HINBI MOXET HPHBECTH K
Pa3BUTHIO HH(EKIUH WM IPYroMy 3a00JIeBaHHIO/TIOPAKEHHIO.

Jln1s vHTpaBUTpEaIbHON HHBEKIUH CIIEAyeT UCII0NIb30BaTh Uity A1t nHbekuun 30 G x Y2 mroiima (He
BXOAUT B KOMIUICKT). lcmonmp3oBaHME WINIBI MEHBIIEro pasMepa (Ooipliero kamubpa), dem
pekoMeHmyemast nHbeKIuoHHas uriaa 30 G x 2 moiimMa, MOXKeT MOTpeOOBaTh YBEIWICHUS yCHINI
JUTS IPOBEJICHHST HHBEKIINH.

1. | Ilepen mpuMeHeHHEM POBOASAT BH3YaIbHYIO HHCIIEKIUIO PACTBOPA JUISI MHBEKIHHA.

He cnenyet ucnonb3oBath (IakoH Mpu OOHAPYKCHUU BUIUMBIX YaCTHUI, TIOMyTHCHUH HJIH
00€eCI[BEeUNBAHUU.

2. | YaanstoT miacTUKOBBIH KOIMAY0K U AC3UHPUIIHPYIOT
BHEIIHIOI YacTh PE3UHOBOM MPOOKH (hrakoHa.

3. | Cobmrofast IpaBuiIa ACENTHKH, BHIONHSIIOT MIAard 3—
10.

[TpucoeqnHAIOT GUIBTPOBAIBHYIO U, BIOXKECHHYIO
B KapTOHHYIO Ia4Ky, K CTEpHJIbHOMY HINIPULYY Ha 1 M1
C JIF0OPOBCKMM HAKOHEYHUKOM.

4. | OuIbTPOBATBHYIO UINTy BBOASAT 4Yepe3 IEHTP NPoOKH (IakoHa O TeX MHOp, MOKa OHa
HOJIHOCTBIO HE BOWIET BO (pIaKOH U ee KOHel| He KOCHETCs JIHA MJIM HIDKHEro Kpas (IakoHa.

5. | 3Bnekaor Bce cojepxuMmoe (iakoHa ¢ mpernapatoM Oiiea B LINpPHI, Aepxka (IakoH
BEPTUKAIbHO, HEMHOIO HAKJIOHAS €ro /s MOJHOrO U3BJIeUeHMs IpenapaTa. Jlns
IPEeAOTBPAIlCHH ONaJaHUs BO3AyXa HEOOXOAUMO YOEIUThCS, YTO CKOC UIJIBI IIOTPYKEH B
skuaKocTh. Ilpu oTOope pacTBopa MPOAOIDKAIOT HAKIOHATH (IAKOH, CIEAs 3a TeM, YTOObI
CKOC WIJIBI OBLT MOTPYKEH B )KUAKOCTb.
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HeobxomnMo yOemuThes, 4TO INTOK MOPIIHA OCTATOYHO OTTSHYT Hasajg HpH 3abope
pacTBOpa U3 (IaKoHAa IS MMOTHOTO OMYCTOMIEHHUS (PUIBTPOBANBHOM UIIbL. [locie HHbEeKINI
BECh HEHCIIOIb30BAHHBIN Ipenapar JOKEH ObITh YTHIN3HPOBAH.

OUIBTPOBANBHYIO UIITy CHUMAIOT U YTHIIM3UPYIOT HAIIEKAIIM 00pa3oM.

IIpumeuanne: GuIbTpOBaIbHAS UIVIA HE HCIOJIb3YeTCs ISl MHTPAaBUTPEANbHOH HHBEKIUH.

ITnotHO npucoeauHsIOT Uiy s uabekuu 30 Gx 2
moiMa K KOHYMKY IINpHIAa C  JIIO3POBCKUM
HaKOHEYHHUKOM.

Jepxa mmpui uriaoi BBepX, NPOBEPSAIOT IIIPHUI HA
HaJIn4yMe My3bIpbKOB. ECiIM OHM UMEIOTCS, OCTOPOKHO
MOCTYKMBas MO LIMPUILY MaJbLEM 10 TeX IMOop, MoKa
BCE Iy3bIPbKU HE NOJHUMYTCS HaBEPX.

10.

MenneHHO HaIaBIMBask HA MOPIICHB TaK, YTOOBI €ro IIoCcKuid Kpai qoctur metku 0,07 mut Ha
LITIPHILIE, YAALIIOT BCe MY3bIPhKH M M30BITOYHBIN 00BEM Mperapara.
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Becb ocTaBmiics JeKapCTBEHHBIN NpenapaT U OTXOABl CIEAyeT YHUUTOXKHUThH (YTHIM3UPOBATh) B
COOTBETCTBMM C TPeOOBAaHMSIMU 3aKOHOJATENbCTBA TOCYAAapCTB — WiIEHOB EBpasuiickoro
SKOHOMHYECKOIO CO03a.

7. JEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUA

baiiep AT, Kaitzep-Bunsrensm-Amnee, 1, 51373 JlesepkyseH, ['epmanus
Bayer AG, Kaiser-Wilhelm-Allee, 1, 51373 Leverkusen, Germany

7.1. lIpeacTaBuTeb Aep:KaTe/s PErHCTPALMOHHOIO YI0CTOBEPEHHUsI

IIperensun morpeduTeneil HANPABIATH 110 AAPECY:
Poccuiickas ®edepayus

AO «BAUEP»

107113, r. Mockga, yn. 3-s1 Peibunckas, 1. 18, ctp. 2
Tenedon: +7 495 231 12 00

DekTpoHHas moYra: fu.communications@bayer.ru
Pecnybnuka Kasaxcman

TOO «baitep KA3»

050057, r. Anmatsl, yin. Tumupsizesa, 42, maBuiaboH 15, opuc 301
Tenedon: +7 727 258 80 40

Onexrponnas moura: Kz.claims@bayer.com

Pecnybnuxa Benapyco

220089, r. Munck, np. [Izepxunckoro 57, nomeuienue 54
Tenedon: +375 17 239 54 20

DnexrponHas moura: ptc.belarus@bayer.by

8. HOMEP (HOMEPA) PETUCTPAIIMOHHOTI'O YIOCTOBEPEHUS
JITT-Ne(010287)-(PT-RU)
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9. KATET'OPHUSA OTIIYCKA JIEKAPCTBEHHOTI'O ITPEITAPATA
JlexapcTBEHHBIH IperapaT OTHOCUTCS K KaTETOPHU OTITyCKa IO PEIENTy.
OO6miasi XapakTepUCTHKa JIEKapCTBEHHOTO IIpemapara Oiijea IOCTyIHa B EIUHOM peecTpe

3aperuCTPUPOBAHHBIX JIEKAPCTBEHHBIX CPEACTB EBpasmiickoro >KOHOMHYECKOTO COI03a U Ha
ohunuaIbHOM caiire YIOJIHOMOYEHHOT'O oprasa (3kcnepTHOH OpraHu3aluu)

(https:/Ik.regmed.ru/Registet/EAEU_SmPC). ( Kon nons usmenen

JlanHas Bepcus 00LIell XapaKTePHUCTHKH JIeKapCTBEeHHOIo Nnpenapara Jeiicreyer ¢ 26.06.2026
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