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HHCTPVYKLIUA
1O MEJULITMHCKOMY ITPUMEHEHHIO JIEKAPCTBEHHOI'O ITPETTAPATA

JIVUEHTHC®

PErmCTPALIMOHHBIN HOMEP: JICP-004567/08

TOPIrOBOE HAUMEHOBAHHME: Jlyuentuc®

MEXIYHAPOJAHOE HEHATEHTOBAHHOE HAUMEHOBAHME (MHH): panu6uzymat
JIEKAPCTBEHHASI ®OPMA: pacTBOp /ISl BHYTPUIJIA3HOTO BBEACHHUS

COCTAB:

1 My pacTBOpa U1 BHYTPUITIa3HOTO BBEIACHUS/(pIakoH/MpeBapUTENBHO 3aMOJIHEHHBIN IINPHULL
COJCPHKMT:

Oelicmeylowee eeujecmeo: panubuzymad — 10/2,3/1,65 mr;

6CNOMOCameNibHble  6eujecmeq.  o,Q-TPeragos3bl  JUTCKAPAT, TUCTUIMHA  THIAPOXJIOpHIA
MOHOTHUAPAT, TMCTU/IMH, nosucopbaT 20, Boaa i HHbEKLIMH.

ONUCAHUE: npo3pauHBIi MM Cllerka OMNaJeCLUpPYIOLHiA, OeCUBETHBI WM O4YeHb Clabo
OKpaIIEHHBIH pacTBOpP.

®APMAKOTEPANIEBTUYECKASL TPVIIIIA: CpeacTBa, MPENsSTCTBYIOIIHE HOBOOOPa30BaHUIO
COCYJIOB.

Koa ATX: SO1LA04

DAPMAKOJIOTMYECKHUE CBOMCTBA

Mexanu3sm oeiicmeusn

Pannubusymab spisercs ¢parMeHTOM TIyMaHU3UPOBAHHOIO aHTHUTENa K OSHAOTENHAIbHOMY
dakropy pocra cocynoB A (VEGF-A) u oskcnpeccupyercsi peKOMOMHAHTHBIM IITaMMOM
Escherichia coli. On u3buparensHo ceszeiBaercs ¢ VEGF-A (VEGFi10, VEGF 121, VEGF165) 1
NPEOTBPAIIAET €ro B3aUMOJECHCTBUE C pPELENTOpPaMU Ha TMOBEPXHOCTH KIETOK SHAOTEIMS
(VEGFR; n VEGFR2), uTo npuBOAMT K MOJIABJIECHHIO HEOBACKYJISpU3aLMU M Tposiudepaluu
9H/IOTEIHAIBHBIX KJIETOK.

DapmakoouHamuka

[lonaBnas nponudepauuio SHAOTENHATBHBIX KJIETOK, POCT HOBOOOpa30BaHHBIX COCY/I0B
XOPHOMZAEH M DJKCCYyJalMI0 M3 HHUX, paHuOu3ymad ocTaHaBIMBAaET MPOrpPEeCCHPOBAHUE

HEOBACKYJISIPHOM (B1aXHOH) Gopmbl Bo3pacTHOM MakysipHOM aereHepauuu (HBMJI), pa3sutue
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XopuonjanbHoi HeoBackynspuzauuu (XHB), Bxkimouas XHB BciexacTBue mnarosiormyeckoit
muonuu (IIM), wu ymenbmaer wmakymspueiid orek (MO) BcnencTBue aMabeTHUYECKOM
perunonatuu (/IP) wnm okkmosum (tpom6oza) Ben ceryatku (OBC), compoBoxxaarouuiics
CHWXKEHHEM ocTpoThl 3peHus (O3).

Heosackynapuas (enasicnas) ghopma 803pacmuoi Makyiaphol 0eceHepayuu

BesonacHocTe M 3¢ dekTHBHOCTL MpUMeHeHHs paHuOu3zymaba npu HBMJI oueHuBanace B Tpex
ucciaenoBanusx: MARINA, ANCHOR u PIER.

KnoueBblie ganHble olleHKH 3¢ dexTHBHOCTH 0TOOpaXkeHbl B Tabauie 1 u pucyHke 1.

Tabnuua 1. O6001meHHbIe KIo4YeBbie pe3ynbTathl K 12 u 24 Mecsuam uccienosanuii MARINA
1 ANCHOR (*p <0,01)

MARINA ANCHOR
OueHka Mecsu Umuraums Panubuzymab | BOJT* Panu6uzymab
3¢pPEeKTUBHOCTH WHBEKLIUH 0,5 Mr, | (n=143) 0,5 MT,
(n=238) (n=240) (n=140)
[Toreps <15 | 12 mecsy 2% 95% 64% 96%
6yKB (%)? 0 (] ( °
(nepBuuHas 24 mecsnl
KOHEYHasi 53% 90% 66% 90%
TOYKa)
Viyumenue O3 | 12 mecsn 5% 34% 6% 40%
>15 6ykB (%)* | 24 mecan 4% 33% 6% 41%
Cpennee 12 mecsu -10,5 (16,6) +7,2 (14,4) -9,5(16,4) | +11,3(14,6)
usmeHenue O3 [Hy MecAL
(6yks) (CO)? -14,9 (18,7) +6,6 (16,5) -9,8 (17,6) +10,7 (16,5)

* BO/IT — poroaunamuyeckas Tepamnus ¢ BeprenopHUHoOM

Pucynok 1. Cpennee usmenenue O3 k 24 mecsiy B ucciegoanusx MARINA u ANCHOR.
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MARINA ANCHOR
-# Panubusymab 0,5 mr (n=240) - Panubuaymab 0,5 mr (n=140)
~- iMuTauus uHbekuum (n=238) & BOAT (n=143)

[lo naHHbIM 00OMX MCCI€IOBaHWI TNPOJOJDKEHHE Tepanuu paHuOM3yMaboM OKa3bIBajlo
NOJIOXKHUTENbHBIN  3(dexT y mnauueHToB ¢ morepeit >15 OykB 0T MaKcMMalbHOM

KOppHUrUpOBaHHOM ocTpoThl 3peHuss (MKO3) Ha npoTskeHUU MEepBOro roja Je4eHus.
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B 24-mecsyHom wucciaenoBanud PIER mnocne wu3HavyaneHoro mnoebimeHuss O3 Ha ¢oHe
TPEXKpPaTHOTO €XKEMECSYHOro BBENCHUS paHMOM3ymaba, Ha (oHe HanbHEHIEro NMpUMEHEHUs
npenapata 1 pa3 B 3 mecaua O3 cHuxanach BIUIOTH 0 NME€PBOHAYAIbHOIO ypoBHs K 12 Mecsiy
tepanuu. [lauueHTsl, nonydaBumie paHUOM3ymMad, B CpeAHEM 3a MEPUOJ HCCIIEAOBaHMS
nonyyun 10 wuubekiumid. JlaHHble npuUMeHeHHs paHMOM3ymMaba y OrpaHHYEHHOro YMCIa
MalLMEHTOB, KOTOPBIM HW3HAYaJbHO MPOBOJMIM WMMTALMIO MHBEKLMH, a 3aTeM IMepeBeld Ha
paHubu3ymao,

NpeAnoJoXUTCJIbHO  YKa3blBaltOT Ha TO, YTO paHHEC Ha4yaJo JICYCHUA

obecnieunBaeT ny4luii pesyabrar no O3.

CHudicenue ocmpomul 3peHus, céA3aHHOe ¢ OUAbemuyeCcKUM MAKyJIAPHLIM OMEKOM
besonacHocTe M 3 dekTUBHOCTH NMpUMeHeHUs1 paHuOu3ymaba npu /IMO oueHHBanace B Tpex
uccnenoBanusx (RESTORE, RESTORE Extension u RETAIN). Bce naieHTsI B UcClieIOBaHUN
RESTORE Extension nosny4yanu panubuzymat 0,5 Mr B pesxume «Io notTpeOHOCTHY.

KmoueBpie naHHble oueHkH 3¢¢ektuBHoctH B uccnenoBanusx RESTORE u RESTORE
Extension oToOpaxkeHsl B Tabnuie 2 U pucyHke 2.

Tabnuua 2. Ouenka sddextuBHocTd K 12 Mecsauy (RESTORE) u x 36 mecsuy (RESTORE

Extension). # p<0,0001

Ounenka >¢pdexrnBHocTH K | Panubusymab 0,5 mr, | Pauu6uszymaé 0,5 mr | JIK,

12 mecsiny (RESTORE) n=115 + JIK, n=118 n=110
Cpennee usmenenne MKO3 " "

K 12 mecsty (CO) +6,1 (6,4) +5,9 (7,9) +0,8 (8,6)
Cpeanee usmenenne MKO3 " "

k 12 mecany (CO) +6.8 (8,3) +6,4 (11,8) +0,9 (11,4)
Viayumenue O3 >15 Oyks

i MKO3 >84 6yke Ha 12 22,6 22,9 8,2
mecsit (%)

Cpennee 5 KOJIMYECTBO 7.0 6.8 7,3
WUHBEKLMIHA (umMuTaLMSA)
Ouenxa >¢pdpexTnBHOCTH K | Panee panuGusyma6 | Panee panu6usyma6 | Panee JIK*
36 mecsiny no cpaBHenuio ¢ | 0,5 mr 0,5 mr + JIK* n=74
HCXOAHBIM cocTosiHHeM | n=83 n=83

RESTORE Extension)

Cpennee usmenenne MKO3

Ha 24 mecante (CO) +7,9 (9,0) +6,7 (7,9) +5,4 (9,0)
Cpennee u3menenne MKO3

53 36 mecsne (CO) +8.0 (10,1) +6,7 (9,6) +6,0 (9.,4)
Viayumenue O3 >15 Oyks

wim MKO3 >84 GykB Ha 36 2l 30,1 21,6
mecsite (%)

Cpennee KOJINYECTBO

uHbeKkumit (12-35 mecsiipl) 6,8 6 0,0

CO — crangapTHOE OTKJIOHEHHE

JIK — na3epHas koarynsius
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Pucynok 2. Cpennee uzmenenue O3 B uccnenopanuu RESTORE.
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Kimouessie nqannsie oieHku 3¢ dekruBHocTH B ucciaenoBannn RETAIN otobpaxens! B Tabauue

3

Ta6nuua 3. Ouenka sdpdexkruHoctu B uccnenopanuu RETAIN. ? p<0,0001

Onenka Paun6uzyma6 0,5 wmr | Panudbuszymab 0,5 mr Pann6usymab 0,5 mr
s dextuBHocTH | +JIK «JIEUEHHE U MPOJUIEHUE» | «I0 MOTPEOHOCTHY
«1e4eHue W mpopsieHue» | n=125 n=117
n=117
Cpennee
U3MEHEHHE
MKO3 3a +5.9(5,5) ¢ +6,1 (5,7)? +6,2 (6,0)
nepuoa ¢ 1 no
12 mecsiy (CO)
Cpennee
U3MEHEHUE
MKO3 3a +6,8 (6,0) +6,6 (7,1) +7,0 (6,4)
nepuoa ¢ 1 no
24 mecsu (CO)
Cpennee
U3MEHEHHE
MKO3 « 24 +8,3 (8,1) +6,5 (10,9) +8,1 (8,5)
mecsiy (CO)
Vnydwenue O3
>15 OykB wuiu
MKO3 >84 25,6 28,0 30,8
Oyke Ha 24
mecste (%)
Cpennee
KOJIMYECTBO 12,4 12,8 10,7
UHBEKLUMHU

CHuorcenue ocmpombl 3pPpeHUA, B6bl36AHHOE MAKY/IAPHbLIM OMEKOM 8cneocmeue OKKIIO3UU BeH

cemyamxu

bezomacHocte u 3¢ddextuBHOCTE mpuMeHeHus paHubusymaba npu MO Beaeacreue OBC
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ouenuBanace B wuccienoBaHusx BRAVO (MO npu OKKIIO3MM BETBU LEHTPAJIbHOW BEHBI
ceruyatki, OBIIBC) u CRUISE (MO npu okkimo3uu neHTpansHoit BeHsl cetuatku, OLIBC).
KmoueBbie jnaHHble oueHkH d¢¢exTuBHOcTH B ucciaegoanuix BRAVO u CRUISE

otobOpakeHsI B Tabnuie 4 U pucyHkax 3a, 36.

Ta6nuua 4. Ouenka 3¢ pexruBHoct Ha 6 1 12 mecsiiax (BRAVO u CRUISE). @ p<0,0001

BRAVO CRUISE
Umuranus / | Panubuzymab | Umuranms /| Panubuzymab
panubuzymab* | 0,5 mr panubuzymad® | 0,5 mr
0,5 mr (n=132) | (n=131) 0,5 mr (n=130) (n=130)
CpenHee u3MeHEHME
O3 Ha 6 Mecsue +7,3 +18,3 +0,8 +14,9
(6yxs)
CpenHee u3MeHEHHE
O3 Ha 12 wMecsue +12,1 +18,3 +7,3 +13,9
(Gyks)
Vnydymwenue O3 >15
OykB Ha 6 wMmecsue? 28.8 61,1 16,9 47,7
(%)
Vaydywenune O3 =15
OykB Ha 12 wmecsue 43,9 60,3 33,1 50,8
(%)
[TauueHTsl, KOTOPHIM
norpebopanacey JIK B 61.4 344 NA NA
TeyeHue 12 MecsieB
(%)

* Jlo 6 Mecsla MalMeHTHl MOJy4Yand ruiane6o uiaM paHuOu3ymal, jaajee MalMeHTHl TPYIIbI

UMMTALUHN UHBEKLMH NIEPEBOIUINCE Ha paHuOu3ymab 0,5 mr

Pucynok 3a. Cpennee usmenenne MKO3 B uccnenoranuu BRAVO.
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Pucynok 36. Cpennee usmenenne MKO3 B uccnenopanuu CRUISE.
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Otnanennele pe3ynbTaTel 0Oe30macHOCTH M 3(GEKTHBHOCTH TNpPUMEHEHHs paHuOu3ymaba

oueHuBanuce B uccrenoBanuax BRIGHTER (MO npu OBIIBC) u CRYSTAL (MO npu

OLIBC).

KmoueBbie naHHble oueHKU d¢dekruBHocT B ucciaenoBanusx BRIGHTER u CRYSTAL

otoOpaxkeHb! B TabauLe 5.

Tabnuua 5. Ouenka s¢pdexruBHocTr k 6 1 24 mecsiuam (BRIGHTER u CRYSTAL). ? p<0,0001

BRIGHTER CRYSTAL
Panubuzymab g%ﬂzfmyr% TIK JIK* Panubuzymab
0,5 mr, N=180 N’=l 78 > | N=90 0,5 mr, N=356
&;ﬁg};ee H3MCHCHH§ 1148 1148 +6.0 .
(6y«s) ((Iz(og Mmuy (10,7) (1L13) (14.27) (13.95)
Eﬁ(eg};ei 21131\:46;?2;3 +15,5 +17,3 +11,6 +12,1
(6yks) (CO) (13,91) (12,61) (16,09) (18,60)
g;,(y: fgi”;ecggy ?’}3 52.8 59.6 433 49,2
55?235;‘2%”5‘;’ - (;,18"11) 11,3 (6,02) NA 13,1 (6,39)

*Haumnas ¢ 6 mecsina jgomyckanock npuMeneHue 0,5 Mr panuGuzymaba (24 nauueHTam
nposoauiack Toabko JIK)

?p<0,0001 B BRIGHTER Ha 6 mec. a5 cpaBHeHHIi KaX/10# U3 TPy Tepanuy paHubusymaba ¢

rpynnoi tepanuu JIK, B CRYSTAL Ha 24 wMmec. ais cpaBHEHHs C NperiosaraeéMbiM

OTCYTCTBUEM U3MEHCHUSA OT UCXOJHOIO.
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Crudicenue ocmpomol 3peHus, bI36aAHHOE XOPUOUOAILHOU HEOBACKYIAPUSAYUCT

BeszonacHocTs U 3¢ deKTUBHOCTD NpuMeHeHus paHuOusymadba npu XHB, ne obycnosnenHoii

BBM/I w/unu IIM, ouenuBanach B ucciaegoannd MINERVA.

KmoueBble naHHble OUeHKH s>(dekrtuBHoctn B uccnenoBanuu MINERVA oroGpaxeHsl B

tabnuuax 6, 7 u pucyHke 4.

Tabauua 6. Ouenka s¢dpexkruBroctr Ha 2 Mecsue (MINERVA). @ p<0,001

Panu6uszyma6 0,5 mr NmMutanus HHbEKIHH

(n=119) (n=59)
Cpennee usmenenne MKO3 ko 2 mecsny 495 0.4
(6ykB) (mpeaen cpeanero) * ’ ’
Vnyumenue O3 >10 6yks wnu MKO3 >84 424 14.0
6ykB (%) ’ ’
OtcyrctBue mnorepu > 10 OykB ko 2 992 912
mecsny (%) ’ ’
VYMeHbIIEHHe  TOJIIIMHBI  LIEHTPAJIbHOM
30HBI CETYaTKU KO 2 wMecsany (MKM) 77 -9.8
(npenen cpeaHero) ®

Tabmuua 7. O6wmit s3¢dext Tepanuu ¥ 3PGEKT Tepanuu B 3aBUCUMOCTH OT 3THOJIOTHH KO 2

mecsny (MINERVA).
IddexT JIeYeHHusl no | KonnyecrBo mnaunueHtroB (B
CpaBHEHHIO ¢ mJ1anedo (0ykB) | ofeHx rpynnax cpaBHeHHs)
Bce noarpynrsl 9,9 175"
AHTHOMIHEIE TT0JIOCHI 14,6 27
[TocTBOCHanuTenbHAs 6.5 27
XOPHOPETUHOTATHSI
IlenTpanpHass ~ cepo3Has 5.0 23
XOpPHOPETHHONATHS
HNnuonatuyeckas 114 62
XOpPHOPETHHONATHS
Jlpyrue natonaoruu 10,6 36

* KonyecTBO MalMeHTOR C JAaHHBIMH, JOCTYIIHBIMU JIA aHAJIn3a
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Pucynok 4. Cpeanee usmenenne MKO3 3a 12 mecsaues (MINERVA)*.
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* Co BTOpPOro Mecsiia BCE MALMEHTHI MOJIy4alid Teparuio paHKOK3yMaboM «I10 MOTPEOHOCTHY.
[lepBuyHas KOHEYHas TOYKa OLIEHMBAJACh I10 HM3MEHEHHIO MKO3 ko BTOpOMYy MecsLy OT
UCXOIHOM.

MMeroTcsl orpaHMYeHHbIe JaHHbIE 110 6e30MacHOCTH MPUMEHEHHs Npernapara y nojapocTKoB 12-
17 net co cHMKeHHEM 3peHus, BbizBaHHbIM XHB. B uccienoBannu npuMeHeHus panubusymaba
B 103¢ 0,5 MI MO0 MHIMBMIYaJbHON CXeMe, OCHOBaHHOM Ha OLIEHKE aKTMBHOCTH 3a00jieBaHus
(camxenue O3, HajMuWe UHTPa-/CyOpeTHHATBHON KUAKOCTH, FeMOPParuy MM SKCCyaaums), y 5
nanMeHToB B Bospacte oT 12 1o 17 net co cumkenuem O3 Beaencteue XHB ynyumenne MKO3
coctaBuio oT 5 10 38 Oyke (B cpeanem, 16,6 Oyks) no tabnuue ETDRS. Viayumenue 3penus
COMPOBOX/ANOCH CTaOWIIM3alMed MM YMEHBLUIEHHEM TOJIIMHBI UEHTPAIbHOW 30HBI CeTHATKH
Ha NpoTsxeHuH 12 Mecsues. B cpeiHeM 3a BpeMst MCCIeIOBaHHA NMOTPeOOBaNoch NpoBeieHue 3

WHTPaBUTpeabHBIX HHBEKLIMI B UCCIIEYyEMBIH ras.

CHudicenue ocmpomol 3peHus, 8bi36AHHOE XOPUOUOALHOU HeOBACKYApU3ayuel, 00yCcl061eHHOU
namo0eu4eckol Muonueu

BezonacHocte M 3¢dekTHBHOCTH TNpuMeHeHHus panubOuzymadba npu XHB BcaenctBue 1M
oueHuBasack B uccnenopanu RADIANCE.

Kmouesble naHHbie oueHkd sddextuBHocti B ucciegoBaHud RADIANCE oroOpaxeHbl B

Tabnuue 8 ¥ Ha pUCYHKE 5.
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Ta6bmuua 8. Ouenka s¢pdextuBHoctd 3a 3 U 12 mecsaues (RADIANCE). ? p<0,00001

CpaBHEHHMIO C IPYMIOH 3.

I'pynna 1 I'pynna 2 I'pynna 3
Panubuzymab 0,5 mr | Panu6uzymab 0,5 mr BO/IT
«CTaOMIIBHOCTD «aKTUBHOCTb
3peHus», (n=105) 3aboJsieBaHus», (n=116) | (n=55)
3 mecsin
Cpennee usmenenne MKO3
+
3a 3 mecsua® (6yks) (CO) 10,5 HIS 2,2
Vnyymenue O3 >15 Oyks 0 o o
wii MKO3 >84 6yks (%) S5k w3l 0
12 mecsing
KonnuecTBo nHbekuuii 3a 12 4.6/4.0 3.5/2.5 N/A / N/A
MeCsILeB: CpeiHee/MeMaHa
Cpennee usmenenne MKO3
3a 12 mecsuer?® (6yks) (CO) Has HES B
Vnyymenue O3 >15 Oyks 53.3% 51.7% N/A

wiu MKO3 >84 6ykB (%)

Pucynok 5. Cpeaunee usmenenne MKO3 3a 12 mecsues (RADIANCE).
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+e+e [pynna 1(n=105) ssa  [pynna2(n=116)

I'pynna 3 o BBeAEHUA

E&% papubusymaba (n=55)

L = Y

pynna 3 nocne BBegeHUA

paHubuzymaba (n=55)

Jleuenue nponughepamuenoii ouabemuyeckou pemurnonamuu (I11{P)

1o

Knunuyeckas Oe3zonacHocts U 3¢dextuBHOCTh y mnauveHtoB ¢ [IJIP ouenuBanace B

uccienoBanuu Protocol S nmpumenenus panubusymaba 0,5 Mr B cpaBHEHMH C NaHPETUHAIBHOM

nazepkoaryssiuend (ITPJIK). /lunamuka TspkecTd 3abojieBaHUsl OLlEHUBANAch 1o ¢ororpadusm

rJIasHOro JaHa C HMCIOJIb30BAHUEM IIKaJIbl OUCHKH TSXCCTH nua6eTuqecxoﬁ PETUHOIIATUH

(DRSS).
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KirouyeBble aHHBIE OlEHKM >(QeKkTuBHOCTH B HccienoBaHuu Protocol S oroOpaxeHbl B

Tabnuue 9.

Tabnuua 9. Vinyumenne Ha >2 wiu >3 mara no mkane DRSS 3a 1 rox B uccnegoBanun
Protocol S (MeTox mepeHoca JAHHBIX MOCIEAHEr0 HAOMIOAEHWA BIEpEd s 3aMELIeHHS

nponyieHHbIx 3HaueHuit, LOCF meton).

Protocol S

Panu6uzymab 0,5 mr | ITPJIK Paznuuus B gone

(N=189) (N=199) (%), N
Vny4menue Ha >2 mara n (%) 79 (41,8) 29 (14.6) 27,4 (18,9; 35,9)
Vny4menue Ha >3 wmara n (%) 54 (28.,6) 6 (3,0) 25,7 (18,9; 32,6)
Vxynmenue Ha >2 mara n (%) 3(1,6) 23 (11,6) -9.9 (-14,7; -5,2)
Vxymmenue Ha >3 wmara n (%) 1(0,5) 8 (4,0) -3.4 (-6,3; -0,5)

B 1 rox ucciemoBanus Protocol S yayumenne Ha >2 mara no mkane DRSS B rpymnne
NpUMeHeHus paHuGu3ymaba Obuto conocraBumo y mauuentoB 6e3 JIMO (39,9%) u ¢ IMO
(48,8%).

AHanu3 JaHHbIX uccieaoBaHus Protocol S 3a 2 roaa mokasain, uto y 42,3 % (n = 80) rnas u3
rpynmbl Tepaniu paHubu3ymMaboM 3aperucTpUpOBaHO yjlydlleHHe Ha > 2 CTYNEHH IO LiKaje
DRSS ¢ Hauana uccnenoBanus no cpasHenuto ¢ 23,1 % (n = 46) rnas u3 rpynnsl I[1PJIK. B
rpynne paHubusymaba HabIOAaNoCh yaydlleHHe Ha > 2 cryneHu no mkaine DRSS ¢ navana
rccnenoBanus y 58,5 % (n = 24) a3 ¢ BeisiBaeHHsiM JIMO Ha ucxogHoM ypoBHe Uy 37,8 % (n

= 56) rua3 6e3 JIMO Ha HCXOIHOM YpOBHE.

Jleuenue pemunonamuu y neoonoutennvix oemei (PH)
Knunndeckas 6e3onacHocTh U 53GPEeKTUBHOCTL MPUMEHEeHUs paHuOu3ymaba 0,2 Mr Ui JiedeHus
PH oueHMBasack 10O pe3yJibTaTaM pPaHJOMH3UPOBAHHOIO  OTKPBITOrO  KJIMHHYECKOTO
MCCIIEI0BAHMs 110 JI0Ka3aTelbCcTBY Oosiee BBICOKOW 3((HEKTUBHOCTH € TpeMs Mapaie/ibHbIMU
nunusamu Tepanun H2301 (RAINBOW) 3a 6 mecsues. B uccienoBannu CpaBHUBAIM TEPAIHIO
panubusymabom B go3upoBke 0,2 mr u 0,1 Mr B Bu/ie HHTPABUTPEAIbHOW MHBEKLIUH H JIa3ePHYIO
koarynsiuio  (JIK). TlaumeHTsl A0/KHBI OBUIM HMMETH OJMH W3 CJEAYIOIIMX IPU3HAKOB
MOpaXKeHUsI CETYATKH Ha KaXk/IOM Iiasy:

e Cragusa 1+, 2+, 3 wim 3+ B 30He I,

e Cramus 3+ B 30He I,

e 3anusas arpeccuBHas PH.

B naHHOM MccienoBaHuu 225 mauueHToB ObUIM paHAOMH3MPOBaHbl B cooTHOweHuM 1:1:1 Ha
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IpyNMbl, B KOTOPHIX MPOBOAWIN HHTPAaBUTPealbHOEe BBEIeHME paHuOuzymaba B jpoze 0,2 mr
(n=74), B no3e 0,1 mr (n = 77) unu nasepHyro Koaryasuuio (n = 74).

Tepaneptuueckas  >(PeKTHBHOCTb,  OmpeaeNseMas  OTCYTCTBMEM  akTuBHOW PH m
HEOIArONpPHUATHBIX CTPYKTYPHBIX MCXO/IOB B 00OMX Iia3ax 4yepe3 24 He/esu IMocie MolyqeHus
TepBoro JieueHus, Oblia HauboIbLIei NPH MpUMeHeHuH paHuOuzymaba B no3e 0,2 mr (80 %) mo
CpaBHEHHIO ¢ Tepanueil nazepom (66,2 %) (cM. Tabnuuy 10). BonbIIMHCTBY MalUEHTOB
(78,1 %), nonyyaBmmux panubusymab B go3e 0,2 Mr, He noTpeGoBanach MOBTOPHBIX MHBEKLUN
panu6uzymaba. Pasnnuune B odpdpekTMBHOCTH Mexay Tepanueit panubuzymadom u JIK sBsercs
KJMHMYECKMM 3HAYMMBIM C OTHOlIeHueM wmaHcoB 2,19 (95% JU 0,9932, 4,8235).
CTaTHcTHYECKas 3HAYUMOCTh JIUISl IEPBHYHON KOHEYHOW TOUYKH He Oblia JJOCTUTHYTA.

Ta6muua 10. Pesynsratel Ha 24-it Heene (RAINBOW)

TepanesTuyeckas
3¢ PeKTUBHOCTh
Tepamnus n/M ( %) JAN 95 % Cpasuenue | OtHowenue | AW 95 % 3HaYeHue
LLIAHCOB p°
(oun?
Panu6uzymat 56/70 (0,6873— | Panubusymab 2,19 (0,9932—- 0,0254
0,2 Mr (80,0) 0,8861) 0,2 Mr o 4,8235)
(N=174) CPaBHEHHUIO €
JIK
JlazepHast 45/68 (0,5368—
KoaryJasius (66,2) 0,7721)
(N=T14)

JIN — nosepuTeNbHbIN HHTEpBaI; M — 0fliee YHCIIO MALMEHTOB C HATHIMEM 3HaY€HHsl OCHOBHOTO MOKa3aTels

3 deKTHBHOCTH (BKJIIOYAs yCIOBHBIE 3HAYEHHU); N — YACIIO MALKUEHTOB C OTCYTCTBUEM aKkTUBHOM PH 1
HEGIAroNpPUATHBIX CTPYKTYPHBIX HCXOJOB CO CTOPOHBI 00OMX I71a3 yepe3 24 He/IeNH MOCiIe NEPBOro NPUMEHEHHUs
HCCIIEYEMOTO JIeYeH s (BKIIFOYAsi YCIIOBHbIE 3HAYECHHU).

B cryuae cMepTebHOrO MCX0/a MalHeHTa W CMEHBI UCCIIeyeMOH Tepanuu 10 24-i HeJlei BKIIKOYUTEEHO
€ro OTHOCHJIM B KaTETOPHUIO MALMEHTOB ¢ akTUBHOW PH 1 HeGIaronpuATHEIMHE CTPYKTYPHBIMU HCXOJaMH Ha 24-i
Hejiene.

8: OTHOILEHKE IIAHCOB PACCUMTHIBAIN C UCIIONB30BaHUEM KpuTepus Koxpana-ManTtens-XeH3es ¢ y4eToM
30ubl PH Ha nepeuunom Busute (30Hs1 | 1 I no MPK) kak ¢akropa cTpaTHdHKaLUu.

3Ha4yeHue p- 41 TIOTNIAPHOTO CPABHEHUS SBJIETCS OJHOCTOPOHHMM. 11 NEPBUYHON KOHEYHON TOYKH
TpeIBAPUTENLHO 3a1aHHbIN YPOBEHb 3HAYUMOCTH JUIS ONHOCTOPOHHETO p-3HavyeHus — 0,025.

V MeHbIIEro Yucjia NalMeHTOB B rpymnmne Tepanuu paHubuzymabom 0,2 Mr Oblna nposeieHa
CMeHa Tepanuyd Ha APYTyK TEpaneBTHYECKYIO OILMIO BCIEJACTBUE OTCYTCTBHMs OTBETa Ha
JIeYeHHe 10 CPABHEHMIO C Ipymnoii asepHoi koarymsiuuu (14,9 % u 24,3 % cOOTBETCTBEHHO).
He6naronpusTHele CTPYKTYPHBIE MCXO/BI PeXe BCTpeyaluch B rpymnrne paHubusymaba B 103€
0,2 mr (1 maumenrt, 1,4 %) Mo cpaBHEHMIO C TPYINION Jla3epHOW Koaryisiuuu (7 MalMeHTOB,
10,1 %).

Kpome Toro, y 75% nauueHToB OBUIO JOCTUTHYTO pa3pelleHHe «II0C-00/Ie3Hn» B TeyeHue 8
nHew npu npumeHenun 0,2 Mr panubusymaba. B rpynne JIK addekr paspupaincs B Teuenue 22,5

JTHEH.
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DapmakoKkunemuka

Bcacwvisanue

Ilpu wHTpaBuTpeanbHOM BBeleHMM npenapata (1 pa3 B Mecsin) y mnaumeHtoB ¢ HBMJ]
MaKcuMallbHas KOHUEHTpauus paHuOuzymaba (Cmax) B MIa3Me KpoBU Oblla HHU3KOM W
HEI0CTATOYHOM /11 MHruOupoBaHust Owonorudeckoit aktuBHoctH VEGF-A nHa 50% (11-
27 Hr/™Mn MO JaHHBIM  MCCIIEIOBAHMI  KJIETOYHOM mnponudepauun in  vitro). Ilpu
MHTPABUTPEaIbHOM BBEJCHUM paHuOu3zymaba B auanazoHe 103 oT 0,05 mr g0 1,0 Mr Cmax B
MaasMe KpoBU Oblla MNpomnopuvoHanbHa pao3e. OXHIaeTcs, 4YTO NPH HHTPABUTPEATHHOM
BBefleHud | pa3 B mecan Cmax paHuOu3ymaba, KOTOpas AOCTHraeTcsi 4yepe3 CyTKM IOcCie
BBeJIeHUS, OyJeT B OCHOBHOM HaxXoAuThCcs B auanazoHe 0,79-2,90 Hr/mMia, MUHUMAJbHas
KOHUeHTpauus — B auanasone 0,07-0,49 ur/mn. CelBOpoTOYHAsl KOHLIEHTpaLUs paHuOu3ymaba y
nauueHToB ¢ /IMO u OBC cxoxa ¢ TakoBoii y nmaineHtoB ¢ HBM/I.

Pacnpeodenenue u svigeoenue

[To nanHeiM (apMaKOKMHETMYECKOrO aHalM3a W, yYWTbIBAas BbIBEACHUE paHHOU3ymaba u3
Ila3Mbl KPOBM, CpeIHMH Iepuoj noaysbiBeAeHHs (a03a 0,5 Mr) M3 CTEKJIOBHAHOrO Tejla B
Cpe/IHEM COCTABIISUT OKOJIO 9 HEH.

Konuenrtpauus panubusymaba B riasme kpoeu npubiumsurensio B 90000 pas Huxke TakoBoii B
CTEKJIOBHJIHOM TeJle.

Ocoobie zpynnbl nayuenmos

Lemu (neoonowennwvie demu ¢ PH)

B pesynbrate MHTpaBUTpealbHOro BBeAeHHs paHuOu3ymaba B mo3e 0,2 Mr (B OAMH ria3z)
HE/IOHOLICHHBIM JIeTM ¢ PH, ero koHueHTpauus B CBIBOPOTKE KPOBH Oblla BBILIE, YeM MPH
BBeieHuu 0,5 MI' B OJMH IJla3 y B3pOCIHbIX MAaLMEHTOB ¢ HeoBackyispoit BMJI. C yuetom
MOMYJIALMOHHOrO (papMaKOKMHETHYECKOrO aHalu3a pa3andus B 3Ha4eHUAX Cmax 1 AUCins 6p11H
npu6aK3uTENBLHO B 16 1 12 pa3 Bhie cOOTBETCTBEHHO. KaXKyluuiics epro/ noyBbIBEIEHHS U3
CHCTEMHOI0 KpOBOTOKAa cocTaBistn 6 naHedl. B naHHoM aHamu3e He ObLIO yCTaHOBJIEHO
B3aUMOCBSI3H MEXK/ly CUCTEMHBIMU KOHLIEHTpauusiMu panudbusymaba u VEGF.

Iayuenmor ¢ napywenuem @ynkyuu nouex

Y  DNauueHToB ¢ HapylleHHeM (yHKUMM TI0YeK CreluaibHble  (papMaKOKMHETHUYECKHE
MCCIIeIOBAHUSl TIPUMEHEHMsT paHHOM3ymMaba He mpoBoauiuck. Y 68% (136/200) mauueHToB €
HBMJI, BKIIOYEHHBIX B (hapMaKOKMHETHYECKHIl aHaIN3, HMEUCh HapyIIeHUs (yHKIMU TOoYeK
(46,5% — nerxoi crenenu TsbkectH, 20% — cpeaHel creneHu TsxkecTd M 1,5% — TsKeNOM
crenenu). Y 48,2% (253/525) naumentoB ¢ OBC umenuch HapyuieHus QYHKUMHM MOYeEK

(36,4% — nerxkoi creneHM TsKECTH, 9,5% — cpeiHel creneHu TskecTH M 2,3% — TSKENOM
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crenenn). Ha ¢oHe seyeHus npemapaToM y TNalMEHTOB C HapylleHHWEM (YHKUMHM MOYeK

OTMEYaJIOCh MUHHUMAJIBHOC CHHMXXCHHUE KIIMPEHCa paHH6H3yma6& HE UMCEKLICEC KIIMHHUYECKOIo

3HA4YCHMUA.

Ilayuenmoi ¢ HapyuieHuem GyHKYyuu neveHu

V mnanMeHToB ¢ HapylieHHeM (YHKUMM TEYeHH CrieluasbHble  (hapMaKOKMHETHYECKHe

HcclleIoBaHus IPUMEHEHUs] paHUOU3ymMaba He NPOBOIMIIKCE.

IIOKA3AHUSA K IPUMEHEHUIO

®

I[Mpenapar JlyueHTHc" MOKa3aH y B3pOCIIBIX JJIS:

[Ipenapar JlyueHntuc

JleueHus HEOBACKYJSPHOM (BlakHOM) (OpPMBbI BO3PACTHOM MaKyJSPHOH JiereHepaluu
(uBMI).

JleyeHUsI CHMIKEHMSI OCTPOTHI 3PEHHMs, CBS3aHHOIO C JMAOETUYECKUM MaKyJsAPHBIM
otekom (JIMO).

Jleuenus nponudepatuBHoil truabernyeckoit perunonatuu (IT71P).

JleueHUs CHMOKEHMS OCTPOTHI 3pEHMs, BBI3BAHHOTO MakylspHbIM oTekoM (MO)
BCiIeACTBUE OKKIHO3MM BeH cetdyatku (OBC, LeHTpalbHOM BEHBI CETYATKH WM €€
BETBEN).

Jleuenus CHUXKEHMS OCTPOTBI 3peHus, BBI3BAHHOT'O XOpUOUJATBHON
HeoBacKysipuzauueit (XHB).

® nokasaH y HeJIOHOIIEHHBIX JETeH IS

Jleyenus peruHonatun HepoHoweHHslx (PH) 1+, 2+, 3 mmm 3+ craguu B 30He I, 3+

ctaauu B 30He I u 3agHeii arpeccuBHoi PH.

IIPOTUBOIIOKA3AHUA

[NoBbllIEHHAs: YYBCTBUTEILHOCTh K paHMOM3yMaly WM 1000MY ApYroMy KOMIIOHEHTY
npemnapara.

[loaTBepKEHHBIE WM [peanonaraemMble MHQEKUMH rjaza Wid  MHOEKUMOHHBIE
NPOLIECChl MEPUOKYISIPHOM JIOKAIU3aLIMK.

AXKTHBHBIN UHTPAOKYJISIPHBIN BOCTIAJIUTEIBHBIN MPOLIECC.

Jlerckuii Bo3pacT g0 18 ner (3a HCKIIOYCHHEM PETUHONATUM HEJIOHOIIECHHbIX)
(>bdexkTuBHOCT, W 0O€30MacHOCTh NPUMEHEHMs Mpenapara y JIaHHOW KaTeropuu
NALMEHTOB HE YCTAHOBJICHBI).

BepeMeHHOCTE M EPHO/ IPYAHOTO BCKAPMIIMBAHUS.
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C OCTOPOXHOCTBIO:
e 1pM HAJIMYMM B aHAMHe3€ MHCY]IbTAa WM TPAH3UTOPHOH MIIEMMYECKOH aTaku B CBA3M C
PHMCKOM pa3BUTHs apTepHaIbHBIX TPOMOOIMOOIMUECKHX SBIICHHH;
e Yy NALMEHTOB C FMIIEPUYBCTBUTEILHOCTHIO B AHAMHE3E;
e y namueHtoB ¢ HBMJI M BEISBICHHOH OOWIMPHOH W/WIK BBICOKOM OTCIIONKOM
MMUTMEHTHOTO SMUTENNs CETYATKHM,

® Yy INAIIMCHTOB C PUCKOM pa3BUTHA pCFMaTOFCHHOﬁ OTCJIOMKH CETUYATKH.

IIPUMEHEHME [P BEPEMEHHOCTHU U B IEPUO/ I'PYHOI'O BCKAPMJIMBAHUA

JKenuwgunol ¢ coXpaneHHvim penpoOyKmugHsIM ROMEHUUATOM, KOHMPAUECRYUA Y HCCHULUH
YKeHIMHAM ¢ COXPaHEHHBIM PeNpOAyKTUBHBIM MOTEHLMATIOM NPH NPUMEHEHHH paHubu3ymaba
cle/lyeT IPUMEHSTh Ha/Ie)KHbIE METO/Ibl KOHTpauenuuu. MiHTepBan Mex/1y OKOHYaHHEM JIEUCHHs
M 3a4aTHeM JIOJDKEH OBITh He MeHee 3 MeCSLEB.

Ilpumenenue npu depemennocmu

OTCYTCTBYeT JIOCTaTOYHBIH OOBEM JaHHBIX O TNPUMEHEHHH paHuOusymaba BO BpeMms
OepeMEeHHOCTH Y KEHLIMH.

[Ipy Wccne0BaHMM Ha SBAHCKMX MaKakaX HE BbIABICHO MPSAMBIX MM  KOCBEHHBIX
HeGIaronpUATHBIX BO3AEHCTBHI Ha GEPEeMEHHOCTh WM pa3BUTHE SMOpUOHA/IUI0AA.

CucteMHOe BO3/eiicTBME paHuOM3ymaba Mociie ero MHTPAOKYJISIPHOrO BBEACHHs HU3KOE, HO,
MPUHMAMas BO BHMMAHME MEXaHM3M JeHCTBMS Mperiapata, paHuOu3ymab —Jo/mKeH
paccMaTpuBaThCs KaK IMOTEHUUAIBHO TEPATOreHHOE M SMOPHO-/eTOTOKCHYHOE JIEKapCTBEHHOE
cpeactBo. [[pumeHeHue npenapata Bo BpeMst 6€pEMEHHOCTH MPOTHBOIOKA3aHO.

I'pyonoe eckapmaueanue

Hen3BeCcTHO NPOHMKAET JM paHMOM3ymalb B TIpyAHOE MOJOKO y 4ejoBeka. I[IpumeHeHHe
paHuGu3ymaba B MepHo IPpyAHOTO BCKapMIIMBAHUS MIPOTHBONOKA3aHO.

DepmunbHocmo

OTCYTCTBYIOT JIaHHbIE O BJIMSHUM Mpenapara Ha penpoayKTUBHYIO QYHKLHIO.

CrnioCcob NIPUMEHEHMS U 103bI

BBoauTh npenapar JO/KeH TOJBKO  O(TanbMOJIOr, HMMEKOMMA  ONBIT  BBINOJIHEHMS
MHTPaBUTpPeaIbHBIX MHBEKLIUH, C COOJIIOIEHUEM MPABUIT aCCTITHKH.

Pesxxum go3npoBaHus

Jeuenue nBMJ, IMO, IITP, MO ¢creocmeue OBC, XHB

Pekomenayemas j03a npenapara Jlyuentuc® y B3pocibix cocTaBiset 0,5 Mr, 4To COOTBETCTBYET

0,05 mn pactBopa, B BH[E MHTPaBUTpealbHOW MHBbEKUMH. Mexay BBEACHUSAMM Ipenapara B
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OJIMH 713 ClielyeT coOII0AaTh MHTEPBA He MeHee 4 Hellelb.

Jleyenne npenapatom Jlynentnc® y B3pOCIBIX HAuMHAIOT C OJHOW MHBEKUMH B MECAll H
MPOIOIDKAIOT [0 JOCTHXEHHs MAaKCHMajbHOHM cTabunbHod O3 w/Wid 10 MCYE3HOBEHHS
TMPU3HAKOB U CHMMIITOMOB aKTHBHOCTH 3a00JieBaHUs, T.e. OTCYTCTBHA M3MEHECHHUS O3 u apyrux
TNPU3HAKOB M CHMITOMOB 3aboneBaHus Ha (oHE MPOLODKAIOLIETOCs JICUECHHUS. Crabunuzauus
3a607eBaHMs ONpe/IENseTcs Kak OTCyTcTBHe ynyulnenus O3 1/vin aHaTOMUYECKUX [TapaMeTpoB
CeTYaTKH B TEYEHHE OIHOTO MECSLA MOCIE MOCIEAHEN eXKEMECIYHOH HHBEKUMH. Y MALMEHTOB C
uBM/, IMO, IIJJP u MO ecneocmeue OBC nns 10CTHKCHUS crabuwinzauuu 3a00jieBaHuUs
M3HaYaJIbHO MOXKET notpeboBaThesi 3 mim Oojiee Mocien0BaTe/IbHbIE €XKEMECSUHbIe HHBEKIMH
npenapara JIyuentuc®.

[Tocne nocTHkeHUs cTabuim3auuu 3aboeBaHus Ha (OHE €XEMECIYHOro BBEJICHUS Mpenapara
NIEPUOMYHOCTE KOHTPOJIBHBIX OCMOTPOB M BPEMEHHOW HWHTEpBal MEXAy HHBEKUMAMH
YCTAaHABJIMBAET Bpad B 3aBUCMMOCTH OT aKTMBHOCTH 3a0o0JeBaHMs, oleHuBaemoii o O3 w/niu
aHAaTOMHYECKUM MapaMeTpaM.

B ciyuae eciu, 0 MHEHHIO Bpaya, OCHOBaHHOM Ha oueHke O3 W aHaTOMHYECKHMX MapameTpoB
CeT4YaTKW, HeT YJYyYIUeHHs OT MPOBOAMMOrO JIEYEHHMs, TEPaNHiO MpernapaToM Jlyuentuc®
cneayer npekpatuth. [lpu nevennn nBM/] u IITM npenynpexaenue cHwkenus O3 paxe npu
OTCYTCTBUM €€ YIYYIIEHHs CJIeLyeT CUMTAaTh IMOJIOXKHUTEIbHOW IMHAMHKOH, 1O CPaBHEHHIO C
€CTECTBEHHBIM T€YE€HHEM 3a00JIeBaHUS.

KoHTpoJIb aKTHBHOCTH 3a00JIeBaHUsS OCYIIECTBISAETCS IMYTEM OLEHKM KIMHUYECKHUX JaHHBIX,
JIaHHBIX (YHKIMOHAIBHBIX TECTOB, @ TAKXKE CHELUATBHBIX METOJI0B BU3yalM3alH (ONTHIECKOH
xorepentHoii Tomorpapuu (OKT) wnm ¢ayopecuentHor anruorpapuu (®AID’)). Ouenka
>pPEKTUBHOCTH JIeYeHHsT MOXET OCHOBBIBAThCS Ha Tokasarensx O3 WiM aHaTOMHYECKHX
napameTpax (aKTMBHOCTH 3aboJieBaHMs Ornpejensercs Kak cHwkenue O3 w/wiM yxyameHue
AHATOMUYECKMX TapaMeTPOB CETYATKU; OTCYTCTBUE AKTUBHOCTH 3a00/1€BaHUs ONPEIENAETCs KaK
orcyrcTBue M3MeHeHHMss O3 WM aHATOMMYECKMX IApaMETPOB CETYATKU B TEYEHHE OJHOIO
Mecsilia NocJie NocaeHel UHbEKLMHU).

[Ipy MCHO/B30BaHUH PEXHMMA «IEUYEHHE W MPOJJICHHEe» T0CiIe J0CTHXKEHUS MakcuManbHoi O3
W/WITA TIPH OTCYTCTBHMH NMPU3HAKOB aKTUBHOCTH 3a00JIEBaHUsI BO3MOXHO MO3TAITHOE yBEIMYCHHE
MHTEPBAJIOB MEXJy BBEJECHHEM MpernapaTa 0 MOBTOPHOro cHuxeHUs O3 Wi BO3HMKHOBEHUS
NPU3HAKOB aKTHBHOCTH 3aboneBaHus. Kaxaplii HMHTEpBan MeXIY HWHBEKUMAMH CIEyeT
yBEIMYMBATH He GoJiee ueM Ha 2 Hezenu npy JedeHur HBMJ] v He Gonee yeM Ha | Mecsin pu
nedenuu cruxcenus O3, ceazannozo ¢ JIMO. llpu nevenun IIJJP v cnuoicenua O3, 6b136anno20
MO ecneocmeue OBC (ueHTpaJbHOM BEHbI CETYATKU MM €€ BETBEH) BO3MOXKHO IOJTalHOE

YBEJIMYCHHUE UHTEPBAJIOB, O/THAKO Ha JIaHHBIA MOMEHT HEJOCTAaTOYHO JAaHHBIX IJId onpeacJICHus
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BEJIMYMHBI UHTepBajoB. [Ipu peakTuBaumu 3a00/eBaHHMs YKOPOYEHHE HHTEPBAJIOB CJIEAYET
MPOU3BOJIUTD C TEM XK€ LIaroM, YTO U yAJTHHEHHE.

Pexxum neuvenuss nipu cuudsicenuu 03, evizeannom XHB, noaduparoT WHAMBUAYAIBHO IS
Ka)kJIOTO MallMeHTa, OCHOBBIBAasCh Ha aKTUBHOCTH 3a0oJsieBaHus. HEeKOTOpBIM MaleHTaM MOXeT
noTpebOBaThCS TOJNBKO OJHA MHBEKIMS B T€YEHHE MEPBOro roja JEUEHHUs, APYTMM XKe MOTyT
notpeboBaThcs 60Jiee YacThle MHBEKIMH, BKITIOUAs €KEMECSIUHbIE.

s nedyenust cruscenusa 03, evizeannozo XHB, obycnoenennou IIM, MHOTMM NalMeHTaM
MOXET MOHAA00MThCs OJJHA UM JiBE MHBEKIMU B TEYEHHUE MIEPBOTO ro/ia JEUEHHUS.

Tepanus npenapamom JIyyenmuc® 6 covemanuu c JIK cemyamxu npu JIMO u OBL[BC

B KJIMHHYECKMX McClie/JoBaHMAX Tepanus npenapatom Jlynentuc®

coyeTanach ¢ MPUMEHEHUEM
JIK y nauuwentoB ¢ JIMO wu mnaumento ¢ OBIIBC (B ToM wuyucie y mauMeHTOB C
npeawectrytomen JIK). IIpu npuMeHeHnn oOOMX METOJOB Teparnuud B TEUEHHE OJHOTO JHS,

®

npenapart JlyueHtuc” cineayeT BBOAUTH cnycTsl Kak MUHUMYM 30 MunyT nociue JIK.

Her ombITa 0/JHOBpEMEHHOTO NpUMeHeHHs npenapata Jlyuenruc®

¢ BepTenoppHHOM.

Jleuenue PH y neoonowennbix oemeii

Pekomenayemas 103a npenapata Jlynentuc® y HenoHomeHHBIX aeTeit coctaBaser 0,2 Mr, yTo
cootBercTByer 0,02 M pactBopa, B BUAE MWHTpaBUTpeaslbHOM uWHbekuuu. Jledyenne PH
HAUMHAIOT C BBEJEHHS OJHOM /103bl, IPU STOM UHBEKLIMK MOXHO MPOBOJAUTH B 00a rias3a B OAUH
neHb. B TeyeHue 6 MecsleB nocie Hayajla JIeYeHUs MPU MPU3HAKaX aKTUBHOCTH 3a00JIeBaHUA
MOXeET OBITh MPOBEJIEHO /0 TPEX WHBEKLUMH B KaKIbld INa3. B KIMHHUECKUX HCCIeJOBaHMAX
O6onbpmMHCTBY nauueHToB (78%) ObUIO MPOW3BEACHO OJHOKpPAaTHOE BBEJEHHE IMperapara B
Kax /bl rnas. [Ipopenenue 6onee 3 uHbEKUMIA B OMH I1a3 He u3y4vanock. [Ipomexyrok Mexay
BBE/ICHUSIMH JIBYX /103 B OJIMH IJ1a3 JOJDKEH COCTaBJIATh HE MeHee 4 He/lelb.

JlaHHBIE O AONTOCPOYHON G€30MacHOCTH y HEJIOHOIICHHBIX JETe OTCYTCTBYIOT (CM. paszaen
«OcoOble yKazaHUsI»)»

Ocobbie zpynnsl nayuenmos

Iayuenmul ¢ Hapyuwenuem yHKyuu neveHu

[IpumeHeHue npemnapata y NAalLKMEHTOB C HapylleHWeM (QYHKUMH IEYEHH He H3Y4dasoch.
VuuTeIBas HE3HAUMTENBPHYIO KOHLEHTpauMio paHuOu3ymaba B IM1a3Me KpPOBHM, HM3MEHEHUs
pekuma J03MpOBaHUs NpenapaTa He Tpedyercsl.

IHayuenmor ¢ napywenuem yHKkyuu novex

[TaumenTam ¢ HapymeHueM GYHKIMHU MOYeK He TpeOyeTcss KOPPEKIMHU J03bI Mpernapara.
Iayuenmot mnaoute 18 nem

I[lpumenenue npenapata Jlyuentuc® y nmereit mo 18 neT (3a MCKIIOYEHHEM PETMHONATUM

HCILOHOHICHHBIX) IMPOTUBOIIOKA3aHO B CBsA3U € HCAOCTATOYHOCTBIO AAHHBIX I10 0€30MacHOCTH y
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JAHHOW KaTeropuu mnauuMeHToB. OrpaHuYeHHble [aHHBIE O MPUMEHEHUM paHuOU3ymaba y
NOAPOCTKOB B Bo3pacte oT 12 1o 17 nert co cHmxkenuem O3, Bei3BanHbiM XHB, npencrapiens: B
paszene « @apmaxonozuveckue c8oUCMEa».

Iayuenmu 6 603pacme 65 nem u cmapute

ITaumenram B Bo3pacte 65 neT U crapiie He TpeOyeTcs KOPpPEeKLUH 0361 Mpernapara.

Cnocoo npumenenusn

@akoH (111 NPUMEHEHUS y B3POCIIBIX MALMEHTOB U HEJJOHOLICHHBIX JETei) U NpeJBapUTeIbHO
3al0JIHEHHBIA NpHUL (TOJBKO U1 IPUMEHEHHUsI y B3POCIIbIX MAalMEHTOB) MpeaIHa3HA4YeHbl IS
OJIHOKPaTHOTO MIPUMEHEHHUSI.

ITockoneky ob6beM pacTBopa Bo ¢uakoHe (0,23 M) MpeBbIAET PEKOMEHIOBAHHYIO 103y
(0,05 M1 1 B3pocasix 1 0,02 M1 115 HEAOHOIIEHHBIX JIE€TEH), YaCTh PacTBOPA, COAEPIKAILETOCS
BO (iakoHe, clielyeT yTHUIW3UPOBAThH O MpOBeaeHHUs HHbeKUWH. [IpoBeneHue Gosiee omHOM
MHBEKIMU C UCIIOJIb30BAHHEM OJHOrO (lakOHa MOXKET MPUBECTH K KOHTAMHHALMK PAacTBOpa U
MOC/IEAYIOLUIEMY PAa3BUTHIO BHYTPUTIa3HOW UH(EKIIMH.

[Ipenapart JlyueHTuc® npuMEHSIIOT TOJILKO B BU/IE HHTPABUTPEAJIbHBIX MHBEKLIMIA.

Ilepen BBenenuem npenaparta Jlyuentuc® ciesyer npoKOHTPOIMPOBAThH KAYECTBO PACTBOPEHHSA
¥ uBer pactBopa. IIpenapar Henb3s NpUMEHATH MPU U3MEHEHHH LIBETA pacTBOpa M MOSBICHUU
HEpacTBOPUBLIMXCS BUIUMBIX YaCTHIL.

WHTpaBuTpeanbHyl0 MHBEKLMIO Ipenapara ClelyeT MPOBOAMTH B aCENTHYECKHX YCIIOBMSX,
BKJIFOYAIOLIMX XHMPYPrHUecKyro 00paboTKy pyK MEIULMHCKUX paOOTHHKOB, HCIIOJIb30BaHHE
CTEPUJIBHBIX TEPYATOK, MPOCTBHIHEH, BEKOpacIMpUTENs (WM ero aHanora). B kauectBe Mepsl
NPEIOCTOPOKHOCTH CJIEAYET MOATOTOBUTh CTEPUIBHBIN HAOOp HHCTPYMEHTOB IS MapalieHTe3a.
Ilepen npoBeneHueM mnpoueayphl cleayeT o0s3aTelIbHO MPOBECTH COOp alieprojoru4eckoro
aHamHe3a. [lepen mnpoBeneHHMEM HMHTPABUTPEATbHON MHBEKIMM HEOOXOAUMO 00ecreYuTh
aJICKBaTHYIO aHECTE3MIO, NIPOBECTH Je3MH(EKLMIO KOXKH BEeK, 00JacTH BOKPYT Va3 U IJIa3HOM
NIOBEPXHOCTH C HCIOJIb30BAHUEM MECTHBIX OaKTepULMIHBIX CpEJICTB LIMPOKOro CHEKTpa
JIeWCTBHUSL.

V B3pocnbix npenapar Jlyuentuc® cieyer BBOAUTB B CTEKIOBHAHYIO KaMepy Tla3a Ha 3,5-4 MM
K3a14 oT numOa, u3beras rOpU30HTAIIBHOTO MEPUAMAHa M HAIPaBJIAS UIJIY K LEHTPY IJ1a3HOIO
abnoka. O6bem uHbekuuu coctapnser 0,05 mi. Cleayrollyr0 HHBEKLHIO Mpernapara clieayer
NPOM3BOJUTE B APYTOH yHacTOK CKJIEPHI.

Y HenoHOWeHHBIX AeTei npenapat Jlynentuc® cieyeT BBOAUTE B CTEKIOBHIHYIO KaMepy Iia3a
Ha 1-2 MM K3a14 OT A1MMOa, HampaBisisi UIy B CTOPOHY 3pUTeNbHOrO Hepa. O0beM WHBEKLIUMU

coctaset 0,02 mu.

V B3pocCibIX 3a OJHY Npoueaypy BBeaeHue npenapara JlyueHTuc® npoBOAAT TONBKO B OAMH
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rias.

KOHTpONb COCTOSIHMS TMAlUMEHTa B TMEPHOA /0 W IOCe MPOBEJIEHHS MPOLEAYPBI JOJDKEH
BKJIFOYATh CJICAYIOIME STallbl:

- mepel MpoBelAeHHEM IMpoueaypsl M B Tedenue 30 MMHYT TOcjie MHBEKLUHMH Mperapara
Jlyuentuc® ceayer KOHTPOIMpPOBaTh BHyTpHUriasHoe Aasienue (BID):;

- HEMOCPEACTBEHHO TMOC/e TpPOBE/ICHUs WHBCKLMH ClIEJlyeT OLEHMTh mephysuio aucKa
3pUTEILHOIO HEPBa;

- Ha 2-7 feHb TOCHe TMpPOBEJEHHS HMHBEKUMH ClIeyeT TNPOBECTH OHOMUKPOCKOMHIO M

O(bTaHbMOCKOHH}O C LI€JIbKO PAHHEIr0 BBISIBJICHUSI BO3MOXKHOI'O HH(beKLII/IOHHOFO rnpouecca.

ITOBOYHOE JENCTBUE

Ce00Has xapakmepucmuka 6e30nacHocmu npenapama

BonpmmHcTBO HexenarenbHeiX peakuuid (HP), oTmeueHHBIX mMpu NPUMEHEHWH Iperapara,
CBA3aHBI € MPOLEYPOH MHTPABUTPEATbHOW HHBCKIIMH.

HauGosnee 4acTo mocie BBEACHHMS Mperapara OTMEeYaauch: O0sib B riasy, MOKpacHEHUE riasa,
noBeiiene BI'J], BocmajgeHuWe CTEKJIOBUAHOIO Teja, OTCJIOMKA CTEKJIOBMIHOIO Telna,
peTHHaIbHOEe KPOBOM3JIMSHUE, 3PUTE/IbHBIE HApYLICHWs, TMOMYTHEHME CTEKJIOBHHOIO Tela,
KOHBIOHKTHBAJILHOE KPOBOM3IIUSIHIE, Pa3/ipaKeHHUE IJ1a3a, YyBCTBO «KMHOPOJHOrO Tesia» B riasy,
cie3oTeueHue, 61edaput, CHHIPOM «CYXOroy» riasa, 4yBCTBO 3y/a B riaszy. Haubonee yacTeiMu
HP, He CBA3aHHBIMH C OPraHOM 3pEHHUs, SIBJISIOTCS: TOJIOBHAsA 60/1b, HA30(apUHTHUT U APTPAITHSL.
Bonee cepbe3HBIMM, HO MeHee YacThIMM SBISIOTCA: SHAO(TANbMHUT, CIIENOTa, OTCIOHKA
CeTYaTKH, pa3pbiB CETYATKHU U ATPOreHHas TPABMAaTHUYECKas KaTapakTa.

K HP oTHeceHBI HeXenaTeNbHbIE ABJIEHHUS, KOTOPBIE BCTPEYaIMCh Yalle (kak MUHUMYM Ha 2%) B
rpyrnme NpUMeHeHUs paHUOU3yMaba 10 CPaBHEHHIO C IPYNIOH KOHTPOJIs (MMUTALMS HHBEKLIMHU
win npumenenue B®JIT). HP, orMeueHHble B KIMHUYECKMX UCCICIOBAHUAX, CIPYNIIMPOBaHbl B
COOTBETCTBMH ¢ Kiaccuukauuei opraHoB u cucteM opraHoB MedDRA. B mpenenax kaxuaou
rpynmsl OpraHoB W cucteM opraHos HP nepeuyucieHbl B MOpsiike YMEHBLIEHHS 4aCTOThI
BCTpevaeMocTH. B npejenax Kaxaoi rpynmbl 4acToTel Bctpeyaemoctd HP ykasanbl B mopsake
YMEHBLICHHUS UX TSKECTH.

JU1si OLEHKM 4YacTOThl MCIIONB30BaHBI CIEAYIOIHE KPUTEpUM: oueHp vacto (>1/10); wacro
(>1/100; <1/10); wnewacto (=1/1000; <1/100); peaxo (=1/10000; <1/1000); oueHs peaxo
(<1/10000).

Hugpexyuonnvie u napazumaphvie 3a6071€6aHUs: 04eHb YACMO — HA30(APUHTHUT; Yacmo — TPUMIL,
MHPEKLMH MOYEBBIBOJALLMX MyTEH™.

Hapywenus co cmoponbvl Kpoeu u 1umM@pamuyeckoi CucmeMmsl. 4acmo — aHeMHusl.
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Hapywenusi co cmopoHsi UMMYHHOU CUCHIEMbL. YACMO — PEAKIIUS THNEPYyBCTBUTEILHOCTH.
Hapywenus ncuxuxu: 4acmo — TpeBora.

Hapywenus. co cmoOpOHbl HepeHOU CUcmeMbl. O4YeHb 4Yacmo — TOJIOBHAs 6onb; Hewacmo —
WHCYJIBT.

Hapywenus co cmopoHbl 0peana 3peHus. O4eHb 4acmo — WHTPAOKYJSPHOE BOCIHANCHHE,
BOCMAJIEHHE  CTEKJOBMAHOrO  Tella, OTCIOWKAa  CTEKJIOBHIHOTO  Tela,  PETHHAIIBHOC
KpOBOM3/IMsIHME, 3PUTENIbHBIC HApylleHMs, O0/b B I7a3y, NOMYTHEHME CTEKJIOBMAHOIO Tea,
KOHBIOHKTHBAJILHOE KPOBOM3IIMSHUE, pa3paXKeHHE I1a3a, YyBCTBO «MHOPOJAHOIO TeJia) B riuasy,
cnezoreueHue, 6edaput, CHHAPOM «CyXOro» rjasa, IoKpacHeHue rjasa, 4yBCTBO 3y/a B rasy;
yacmo — JereHepaTUBHbIE W3MEHEHHsI CEeTYaTKH, MOpaXKEHWe CETYaTKH, OTCIIOHKA CETYaTKH,
paspeIB CETYATKH, OTCIIONKA MUIMEHTHOTO STUTEINMS CETYATKU, Pa3phbliB MUIMEHTHOTO SIHUTEINSA
ceTyaTku, cHwkenue O3, KPOBOM3IHUSHHE B CTEKJIOBUIHOE TeJIO, NMOPAXEHHE CTEKIIOBUIHOIO
Tena, yBEUT, UPUT, HPUIOLMKIINT, KaTapakTa, CyOKancynapHas Karapakra, OMyTHEHHE 3a/iHeH
Karcyjisl XpycTaliKa, TOUEYHBIH KEpaTWUT, 3pO3usi POTOBMIbI, KJIETOYHAs OMNAJIECUCHUHUS B
nepeiHeld Kamepe [la3a, HEYETKOCTh 3PEHMsS, KPOBOM3JIMAHME B MECTE€ HMHBEKLHWH,
KPOBOM3/IMSIHAE B IJ1a3, KOHBIOHKTUBUT, aJlJIEPrUYeCKuii KOHBIOHKTUBHUT, BbIIC/ICHUS U3 riasa,
doToncus, cBeTOGOA3Hb, YyBCTBO AMCKOM(DOpTa B TIiasy, OTEK Beka, OOJE3HEHHOCTh BEKa,
UIepeMHs  KOHBIOHKTMBBI, Heuacmo — CIeNoTa, OJHAO(TalIbMUT, TMIONHOH, TrHbema,
KepaTomnaTusi, CHHEXUH Pajly’KKH, OTJIOXEHHsl B POrOBHILC, OTEK POrOBMIIbI, CTPUH POrOBHLIBI,
60/1b B MECTe WHBEKLUH, pazpakeHHe B MECT€ WHBEKLMH, aTUMMYHbIC OLLYIIEHHsA B Triasy,
pa3/ipakeHHUe BEK.

Hapywienus co cmoponsl ObIXamelbHOU CUCHEMbl, OP2AHOE 2PYOHOU KIeMKU U CPeOOCMEH U
yacmo — KalleJb.

Hapywenusi co cmopoHbl Jiceny00uHO-KuueyHo20 mpakma: 4acmo — TOHOTA.

Hapywenusi co cmoponbl KOM*CU U NOOKOJICHbIX MKAHEU: 4acmo — allepru4eckue peakuuu
(chinb, KpanUBHULIA, 3Y/l, JPUTEMA).

Hapywenus co cmopombl CKelemHO-MbIUEYHOU U COeOUHUMENbHOU MKAHU: OYeHb 4aACmo —
apTparus.

Jlabopamopuvie nokazamenu: 0ueHb 4acmo — NOBbILIEHHE BHYTPUTIIA3HOTO 1aBJIEHHS.

* - HabJIIOIAIMCH TOJIBKO Y ManueHToB ¢ JIMO.

Hapywenus co cmopoHbl cepoeyHo-cocyoucmou cucmembl
B wuccnenopanusx y nauueHtoB ¢ HBMJI  obwmas wacrora Heo(TaabMOJOrHYEeCKUX
KPOBOM3JIMSHUN (HEXKENaTebHOrO SBJIEHUS, KOTOPOE MOXKET OBbITh CBSI3aHO C CHUCTEMHBIM

nonaeienreM aktuBHoct VEGF) y manueHToB, nofay4aBLIMX paHUOM3yMal, Oblia HECKOJIBKO
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noseimeHa. OIHaKo KaKoi-1ubo0 4eTKO# MpocieXuBaroLieiics 3aKOHOMEPHOCTH KPOBOU3TUSAHUM
Pa3HOro THIIA BBISIBUTH HE yJAJIOCh.

Ilo nmanHbIM paboueil rpynmsl ucciemoBarteneil aHTUTPOMOOLMTApHBIX mNpernapaToB (1994 r)
CYLIECTBYET CBSA3b MEX/y Pa3BUTUEM apTEPHATBHBIX TPOMOOIMOOIHUUECKUX OCIIOKHEHHIH (B T.4.
CMEPTENILHBIE UCXO/IbI B CBA3HM C COCYAUCTBIMU NPUYMHAMH, HH(DAPKT MUOKapaa Oe3 JIeTaJbHOro
UCX0/1a, FeMOPparvYeCcK|ii UM UIIEMUYECKUH UHCYNBT 0e3 JIETabHOrO UCXO0/1a) ¥ CUCTEMHOM
OMOJOCTYMHOCTBIO  BBICOKOAKTMBHbIX  MHruOuropoB  VEGF.  Yactora  pa3ssurus
TPOMO05MOOIMYECKHX OCJIOXKHEHHI B TE€YEHHE MEPBOro rojia JieYeHWs B IPYIIE MalHUEHTOB,
nonyyasuux npenapar Jlyuentuc® B no3ax 0,3 mr u 0,5 mr, cocraBuia 2,3% 1o CPaBHEHHIO C
1,3% B xoHTposBbHOM rpynme. B ogHOM 3 MccieoBaHmii JaHHBIN MoKasaTesb coctaBuia 3,0%
10 CpaBHEHMIO ¢ 3,2% B KOHTPOJILHOM IPYIIINe B TEYEHHE BTOPOTO rojia JICUeHHs! [IPerapaToM.
HmmyHnozennocmo

Kak u npu npuMeHeHHH IpYruX TepaneBTUYECKUX MpenaparoB GEKOBOrO MPOUCXOXKICHHUS Y
TMAlMEHTOB, MOJyYarolkX JedeHue npenapatom Jlyuentuc®, cyuecTByer puck pa3BUTHSA
MMMYHHBIX peakuui. JlaHHble, OTpaalolMe KOJIMYECTBO MALMEHTOB, Y KOTOPBIX C
UCIIOJIb30BAHUEM  Pa3jIMYHBIX HMMMYHOJIOTHYECKUX JHAarHOCTUYECKUX TECTOB  BBISABJICHBI
aHTHUTENa K paHMOM3ymaly, CyIIECTBEHHO 3aBHUCAT OT CHELM(UYHOCTH W 4YyBCTBUTEIBHOCTH
yKa3aHHbIX TECTOB.

B uccnenosanuax nedyenus HBMJI y B3pociblX 4acToTa pa3BUTHS WMMYHHBIX peakluii Ha

BBefeHue npenapara Jlynentuc®

Ha JTarne IpeaBapUTesIbHOro nedeHust cocrasimsuia 0-3% Bo
Bcex rpymmnax. Ilocne exemecsyHOro BBeAeHHs TNpenapaTta Ha NMPOTSHKEHUW 12-24 mecsiues
aHTuTeNa K paHuou3ymady Obuti o6HapykeHsl mpumepHo y 1-8% nauuentos ¢ HBMJI.

B uccrnenoanuax nedenus cHikenus O3, cszanHoro ¢ JIMO, yacTtoTa pa3BUTHS MMMYHHBIX
peakuuii Ha BBeieHHe npenapara Jlyuentuc® Ha Tane npeaBapuUTENBHOTO JIEYEHHs COCTABIIsIA
0-2% Bo Becex rpynnax. locne exemecsiuHOro BBeACHMs Npenapara Ha NpoTsSHKeHUH 12 Mecsues
aHTuTena K paHuOusymaby Obutn oOHapyxkeHbl npuMepHo y 2-4% nauuentoB ¢ JIMO. B
uccieoBaHusAX JeyeHus: cHukenus O3, BeizBanHoro MO Beneactsue OBC, yactora pa3BuTus
MMMYHHBIX peakuuii Ha BBeieHre npenapara Jlynentuc® Ha sTane npeBapUTeNBHOrO JICUEHHS
cocrapjisiia 2-3% Bo Beex rpynmnax. [Tocne exxemecssuHOro BBeAEHHMs Mpenapara Ha MPOTSKEHUH
12 mecsiueB anTUTeNNa K paHUOU3yMaly ObLIn 0OHApYKeHBI IPUMEPHO Y 4-5% BCeX MaLUEHTOB C
MO Bcneacteue OBC.

KimHuueckas 3HaYMMOCTh UMMYHOPEAKTUBHOCTH K Tpenapary Ha JAaHHBI MOMEHT OCTaeTcs
HEBBISICHEHHOM.

Mera-ananu3 COBOKYNMHBIX [JaHHBIX 10 O€30MAaCHOCTH BbISBWI, 4YTO TMPH [PUMEHEHHH

panubuzymaba B jgoze 0,5 wmr y nauwentoB ¢ JIMO, uacrora  ciydyaes
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MHOUIMPOBAHUSA/BOCTIATIEHHS HETIA3HBIX PaH, He OTHOCANIMXCS K CEPbe3HBIM, ObliIa BBILIE, YeM
B rpynne koutpois (1,85/100 naumenro/ner mpotus 0,27/100 naumento/ner). IlpuuunHo-
CJIE/ICTBEHHAs CBSA3b C paHUOU3yMaboOM HesICHa.

ITayuenmvl ¢ pemuronamueii HeOOHOULEHHbIX

BesomacHocTh paHMOM3ymaba wu3ydand B KiIWHH4eckoM ucciefosanun  (RAINBOW)
MPOIOIIKUTENLHOCTBIO 6 MeCSLEB, B KOTOPOE ObUTM BKJTIOYEHBI 73 HEJOHOIUCHHBIX peOeHKa ¢
PH, nonyuuBmux panubusymatb B n1o3e 0,2 Mr. OdranbsMon0ruyeckiue HexenaTe/IbHbIe SABICHUA
y HEJOHOLIEHHBIX JeTeil ObUIM aHAJIOIMYHBI TAKOBBIM BO B3pOC/IOW TMOMYJIALUMH TpH
npuMeHeHnH panudusymatba B 1o3e 0,5 mr. Heodranemosoruyeckue Hexenare/bHbIC SBICHUA B
JIaHHOM KJIMHUYECKOM MCCJIEJIOBAHUM B 1IEJIOM, COIJIaCYIOTCS € OXHIAEMBIMH B JIaHHOW
MOMyJSALMK  [MALMEHTOB,  XapaKTepH3YIOLIEHCss  MHOXECTBEHHBIMH  COMYTCTBYIOLINMH

3360)1€BaHl/I}IMI/I, CBsI3aHHBIMU C HCJOHOIECHHOCTBIO.

Ecnu nmobvie us ykazanuvlx 6 uHcmpykyuu nobounvix s¢ghexkmos ycyeybnaiomcs, unu Bol
3amemunu n106vie Opyzue nobounvie 3¢hghekmol, He YKA3AHHbIE 6 UHCMPYKYUU, CO0duume 00
Imom epauy.

IIEPEJJO3MPOBKA

B KJIMHMYECKUX MCCJIEJIOBAaHUSX M TPH MPUMEHEHWM TMpernapara B KJIMHUYECKOW IPAKTHKE
OTMEYAJIMCh CJlyYad HemnpeJHaMEPEeHHOM Mepeao3upoBKM Npenapara (BBeAeHHE OOJbIIEro
obbema, yem pekoMeHaoBaHHBIA — 0,05 mu1). B ykasaHHBIX ciy4asX @pd MepeI0o3UpOBKE
panuOu3ymaba Haubojee 4YAacTO OTMEYalMCh TOBBIIIEHHWE BHYTPHUIJIA3HOTO JIABJICHHMS,
npexoisuias cienora, cHwkenrne O3, oTek poroBHisl, 00i1b B poropuie U 0onb B rinasy. B
cliyyae TepeJO3MPOBKM Tperaparta cieayeT oOs3arenbHo KoHTpoauposate BITJl; mpu
HEeOOXOIMMOCTH MAlMEHT J0JDKEH HaXOUThCs 10/ HabII0AeHHEM Bpaya.

B KIMHUYECKHMX MCCIIEI0BaHMAX /1032 paHuOu3ymada y nauuentoB ¢ HBM/JI u cHmkennem O3,
cBsa3aHHbIM ¢ JIMO, nocturana 2 Mr B BU/I€ MHTPAaBUTpeaIbHOM MHbeKUMU 00beMoM 0,05 M U
0,10 ma. YacToTra BOBHMUKHOBEHHMsS M XapaKTep MECTHBIX M CHUCTEMHBbIX MOOOYHBIX 3(dexkToB
COOTBETCTBOBAJIM TAKOBBIM IMpU npumeHeHuu 0,5 Mr paHuOuzymaba B BUJl€ MHTPAaBUTPEAIbHOM

uHBeKIUU 00beMoM 0,05 M.

B3AMMOJIENICTBME C JIPYTUMHU JJEKAPCTBEHHBIMU CPEJICTBAMUA

Biaumogeiicteue npenapata Jlyuentuc® ¢ JpyruMu JIeKapCTBEHHBIMM TMperapaTaMd He
U3y4ajoch.

B KJIMHMYECKMX MCCIEJOBAHUAX OJHOBPEMEHHOE NpPUMEHEHUWEe paHuOu3ymaba A/ JieyeHHs

cumxenus O3, ceszanHoro ¢ /IMO, ¢ npou3BOAHBIMU THA30JIMAMHAMOHA HE OKa3bIBaJIO BJIUSHUSA
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Ha pe3yNbTarT JiedeHus: B OTHOIEHUH O3 ¥ TOJIIMHBI LEHTPATbHON 30HBI CETHATKH.

Ipenapar He clieyeT CMEIMBATh C KAKUMHU-IMO0 APYTUMH JIEKApCTBEHHBIMH NpenapaTaMi Uik
PacTBOPUTEIISIMH.

OTCYTCTBYIOT JIaHHBIE 0 PUMEHEHHIO paHnOu3ymMaba oaxoBpemMerHo ¢ BO/IT y mauueHToB co

cHwxkenneM O3, BezBanHbiM XHB npu [IM.

OCOBBIE YKA3AHUS

[IpOBOAMTH JIEYEHHE TIPenapaToM JODKEH TOJIBKO 0(TaibMOJIOr, UMEIOIIMH OMBIT BBINOIHEHUS
UHTPaBUTPEAIbHBIX MHBEKLIUH.

Peaxyuu, cés3anHble ¢ UHMPAGUMPEAIbHOU UHbEKYUET

[Ipy NpoBeJEHMH WHTPABUTPEANbHBIX MHBEKIHMI BO3MOKHO pa3BUTHE OSHAO(TANTBMHTA,
BHYTPHUIJIA3HOTO BOCHAJEHHUs, PErMaTOT€HHOM OTCJIOWKM CEeTYaTKH, pa3pbiBa CETHATKH H
ATPOTeHHOW TpaBMaTHYECKOW KaTapakThl. BBeaenue mpenapara Jlyuentuc® cnenyer Bceraa
MPOBOJMTH B acenTHYeckuX ycnoBusx. Kpome Toro, B TeyeHue | HeJenu mocie MHbEKLMH
npenapara HeoOXOAMMO HaOMOAaTh MalUMEHTa € UEJIbIO PAaHHEro BBISABICHHA BO3MOXHOIO
MECTHOr0 MHQEKUMOHHOrO Mpouecca W MpOBeJeHHs CBoeBpeMeHHON Tepanuu. Crenyer
MHOPMUPOBATL MALMEHTAa O HEOOXOAMMOCTH He3aMeIIMTENbHO coobuaTh Bpayy 000 Beex
CUMINTOMAX, KOTOPbIE MOTYT CBHETEILCTBOBATH O PA3BUTUM SHAODTAIbMHUTA, MIIM JIHOOBIX
BBILLIETIEPEYUCIICHHBIX SBJICHUAX.

Apmepuanvras mpom60s3m601us

[Ipu uHTpaBUTpeanbHOW WHBEKIMU UHTHOMTOpoB VEGF-A BO3MOXHO pa3BuTHE apTepUaTbHBIX
TPOMBOIMOOIMYECKUX OCIOKHEHNH. B KIMHUYECKOM MCCleIoBaHMU y mauueHToB ¢ HBMJI
4acTOTa apTepUabLHON TPOMOGOIMOOIIMH TIPU NPUMEHEHHH paHHOKM3yMaba Obla CONocTaBUMa ¢
KOHTPOJIBHOM IPYIIION.

YacToTa MHCYJILTOB ObUla BbIIE B IpyIne NpUMeHeHUs paHuOusymaba B 1o03e¢ 0,5 mr, no
CPaBHEHHMIO C TaKOBOW B IpyIe NpuMeHeHHs paHuOusymaba 0,3 mr uiau rpynne miauebo,
0/IHAKO JTO pa3/MYMe CTATUCTHYECKH HE 3HAYMMO. PUCK pa3BUTHS MHCY/IbTA MOXKET OBITh BbILLIE
npy HalMyud (aKTOPOB PUCKA, BKIIIOYAs NEPEHECEHHBIH paHee MHCYJIBT WM TPaH3UTOpPHbIC
HapylIeHHs: MO3rOBOr0 KpoBooOpalleHHs B aHamHese. Jleuaiemy Bpady ciiefyeT TIIATEIbHO
OLIEHUTh COOTHOIIEHHE T0JIb3a/PUCK Y MALIMEHTOB JaHHOM IPYIIIIbIL.

HmmyHnozennocms

[Ipenapar o6nazaer MMyHOreHHbIMU cBoiicTBamu. Tak kak y nmaumenToB ¢ JIMO cymectByer
BEPOSITHOCTH TMOBBILIEHHOTO CHUCTEMHOIO BO3JAEHCTBHS, B JAHHOW MOMYISLMH NAalMEHTOB HE
MOXeT ObITh MCKJIFOYEH MOBBILIEHHbIN PUCK Pa3BUTHs peaKUMi MMIIEPYyBCTBUTEILHOCTH.

Cneayer npeaynpeauTh TMalMeHTa O HEOOXOAMMOCTHM coo0ware Bpayy O MpU3HAKax,
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CBUJIETEJILCTBYIOLIMX O Pa3BUTHM HMHTPAOKY/IAPHOINO BOCHAJICHMS, YTO MOXET YKas3hlBaTh Ha
MHTPAOKYJIApHOE POPMHPOBAHME AHTHUTE K IIpenapary.

OonospemenHoe npumenenue npenapama Jyyenmuc® ¢ Opyeumu  1eKApCMEeHHbIMU
npenapamamu, oxaszvieaowumu uneubupyiowee enuanue na VEGF (0na mecmnozo unu
CUCMEMHO20 NPUMEHEHUS])

OZHOBpeMeHHOe npuMeHeHue npemapata Jlyuentuc® ¢ APYrHMH  JeKapCTBEHHBIMH
npenaparamu, OKa3blBalOLIMMKM HHrubupylouee BiausHue Ha VEGF (ansi MECTHOTO WM
CHUCTEMHOTO MIPUMEHEHHUS ), HELOIYCTHMO.

Tpuocmanosnenue mepanuu npenapamom Jlyyenmuc® y 63pocvix

OuepeaHylo MHbeKLMIO nperapata Jlyuentuc® crieayeT OTMEHHTh M HE MPOM3BOAMTH [0
ClIeAyIOLIeH 3arIaHMPOBAaHHOM MHBEKLIMHU B CIIEAYIOIIUX ClIyYasX:

* camkenne MKO3 Ha >30 6yKkB 10 CpaBHEHHIO € MOCIEAHUM ONPEAEIICHUEM;

* BI'JI >30 m™m pr. cT.;

* pa3pbIB CETYATKHU;

* cyOpeTHHaIbHBIE KPOBOM3IMSAHMUS, 3aTparkBaloIiie LEHTPaIbHYO YacTh (hoBea, UM Miomaib
KpPOBOM3/IUsIHUSA cocTaBsieT >50% muowmaam nopaxeHus;

* B Te4yeHHue 28 AHel 10 WK Nocie MHTPAOKY/ISIPHOTO XMPYypPru4ecKoro BMEIIATe1bCTRA.

Paspwieé nuzmenmno2eo snumenus cemiamru

Cneayer cobrofaTh OCTOPOXKHOCTH NpPU TPUMEHEHUH Mpenapara y nauueHToB ¢ HBMJI u
noTeHuManbHo ApyruMu popmamu XHB ¥ BBIsIBICHHON OOIIMPHOM M/WIIM BBICOKON OTCIOMKOMN
MUTMEHTHOTO STHUTENIMsl CEeTYAaTKH, TaK KaK y MalMeHTOB NAHHOW KaTeropuu IOBBIIIEH PHMCK
Pa3BUTHS Pa3pbIBOB MUTMEHTHOTO SIUTEHS.

Peemamozennas omcnoiika cemyamku Ui MakyisipHoe omeepcmue y 63pOocivix

[lpenapar crieayer NPUMEHSTH € OCTOPOXKHOCTBIO Yy MALMEHTOB C PUCKOM pPa3sBUTHUSA
perMaToreHHOM OTCJIONKM CeTYyaTKU. Y MalMEeHTOB ¢ PErMaTOr€HHOW OTCIIOMKOM CeTYaTKH MU
MaKyJIspHbIM OTBEpCTHEM 3, 4 craauu neyenue mnpenapatom JlyueHTHC® [OKHO ObITh
NpEKpaILEeHO.

Hosviwenue Hympuenasnoco 0asneHus

V B3poCHBIX NMALMEHTOB Mocle BBeleHHs npenapata JlyneHTHc® OTMeuanock BpeMeHHoe (B
TeueHue 60 MUH nocie uHbekuK) noseimenre BI'J]. Takke oTMevanuch ciiydan yCTOWYHUBOIO
noeeimenuss BIJI. Ha ¢one npumenenus npenapata Jlyuentuc® pekomeHayeTcs
KoHTposiipoBaTh BI'JI W mepdy3uro aucka 3pUTENBHOrO HepBa W TMpPHU HEOOXOAMMOCTH
NPOBOJAUTD HA/JIE)KaLIee JICYECHHUE.

Bunamepanvnoe npumenenue

®

W3 orpaHuuYeHHBIX [aHHBIX MO WHBbEKUMsAM mpenapata Jlyuentuc® B oba rnasa (Bkatoyas
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WHBEKLIUU B OJIMH JICHb) HE CIEYEeT, YTO PUCK CUCTEMHBIX HEXeNIaTeJIbHBIX SBJICHUH MPU 3TOM
BBILLIE, YEM B Clly4ae UHBEKLIMN B OJIMH IJa3.
Jlazepuas xoazynayus cemuamku

®

Bo3moxxHo INPpUMEHEHHUE IIperiapaTta H}’HCHTI/IC KaKk B MOHOTCpallih, TaK U B COYETAHHUHU C

npeamectBytomeit JIK. [lpu npumeHeHun oO6ouMX METONOB Teparuv B TEYEHUE OJHOTO IHS,

npenapar Jlynentuc®

clieyeT BBOAUTH CIycTs Kak MUHUMYM 30 munyT nociue JIK.
Oepanuuennvie oanHvle

OnbiT npumeHeHus npenapara Jlyuentuc® orpanuued y nauveHtos ¢ JIMO BcneacTsue
caxapHoro auabera (CJI) | Tuma; y nmauueHTOB, paHee MOJIy4YaBIIMX JICUSHHUE MperapaTaMu s
MHTPAOKYJIIPHOTO BBEJCHUSA; y TMALUMEHTOB C AaKTHUBHBIMM CHUCTEMHBIMM HHQEKUHAMH; Y
MAalMEHTOB C COMYTCTBYIOUIMMU HEUH(PEKUMOHHBIMU 3a00JieBaHUSIMM TIJla3, TaKUMH Kak
OTCIIOMKA CEeTYATKH WM MaKylspHoe oTBepcTve. OnbIT npumeHenus npenapara Jlyuentuc® y
nauueHToB ¢ CJI ¢ koHueHTpauued riMkupoBaHHoro remorsiobuna (HbAlc) Gonee 12%
OTrpaHHMY€H U OTCYTCTBYET Y MALMEHTOB C HEKOHTPOJIUPYEMOM apTePHAIbHOM THIEPTEH3UEH.
OnsiT npuMeHeHust npenapara Jlyuenruc® orpanuyen y nauuentos ¢ [IM, panee GesycnemHo
noaseprasmuxcss BDJT. Hecmorps Ha To, 4ro y mnauumeHToB ¢ cyOdoBeanbHON H
roKcTaOBeaIbHOM JIOKaIM3alMel MOopaXKeHHsh OTMevalcs CXOAHBIA 3(QEKT, HeI0CTATOYHO
JaHHBIX JUISl BBIBOJOB OTHOCHTENBHO 3()(eKTUBHOCTH npuMeHeHus npenapara Jlynetuc® y
nauueHToB ¢ [IM ¢ skcTpadoBeaibHOM TOKanU3aUKei MOpasKeHHSI.

Kenwunor ¢ coxpanennvim penpooykmusHsiM NOMEHYUAIOM

[Ipu npoBeneHun Tepamuu mnpenapatoM JlyueHTHc® JKeHIMHAM ¢ COXPaHEHHBIM
PENpOAYKTUBHBEIM MOTEHLIMATIOM CJIEIyeT MPUMEHSTh Ha/Ie)KHBIE METOABI KOHTPALICTILIHH.
Pemunonamus y nedonowenHvIx

Ilpenynpexnenrs u Mepsl NPEJOCTOPOXKHOCTH Ui B3POCHBIX TakXe OTHOCATCS K
HeJOHOWEHHBIM  eTaM. [Ipodune OGe3onmacHocTH npM  JONATOCPOYHOM NPUMEHEHHH Y

HEJOHOULIEHHBIX JIETEH He YCTAHOBJICH.

BJMAHUE HA CIHOCOBHOCTb  VIIPABJISITb  TPAHCIIOPTHBIMM  CPEJICTBAMU U
MEXAHU3MAMHU

Ha ¢one npumeHeHns paHuOusymada BO3MOXHO pa3BHTHE BPEMEHHBIX HAPYLICHHH 3peHus,
OTPHMLIATEIbHO BIIMSIOIMX HA CHOCOOHOCTh YMpaBJATh TPAHCIIOPTHBIMH CPEICTBAMH W
MexaHu3Mamu. [Ipy BO3HMKHOBEHMM TAaKMX CHMITOMOB MallMEHTaM HE CJIEAYET YIPaBIATh
TPaHCIOPTHBIMHU CPEACTBAMU MWJIM MEXaHW3MaMU /10 CHHIKEHHUsSI BBIP@KEHHOCTH BPEMEHHBIX

3pUTEIbHBIX HAPYLICHHH.
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®OPMA BBIITYCKA

PactBop /i BHYTpUria3Horo BeeieHus, 10 mMr/mi.

I. TTo 0,23 mMn Bo ¢uakoH u3 OeCLBETHOro CTeKJa, YKYNOPEHHBIH pEe3MHOBOH MPOOKOH,
oOKaTaHHOM aIFOMUHHMEBBIM KOJIMIAYKOM C OTILEIKMBAIOIIEHCS KPBILIKOM.

ITo ongHOMY (akoHY BMeCTe ¢ MHCTPYKUHMEH MO MEIULMHCKOMY TMPUMEHEHHIO B KapTOHHYIO
MayKy Wik 1Mo 0JHOMY (JIaKOHY B KOMIUIEKTE C UIJI0H, CHaO)KeHHOW (UIbTPOM, U1t U3BJICYECHUS
npenaparta u3 (aakoHa, BMECTe ¢ MHCTPYKLMEH N0 MEAULMHCKOMY NPUMEHEHHIO B KAPTOHHYIO
NayKy WM 10 OAHOMY (JIaKOHY B KOMILJIEKTE ¢ UIJIOH, CHaOKEHHON QHIIbTPOM, Uil U3BJICUEHHS
npenapata u3 ¢akoHa, IINPULIEM, WIJIOW Ui WHBEKUMHA BMeCTe € MHCTPYKLHMEH o
MEIULMHCKOMY NMPUMEHEHHIO B KAPTOHHYIO MauKy.

II. ITo 0,165 mn npenaparta B npeABapUTEIBHO 3aII0OJIHEHHOM LUMPHULE U3 CTEKIA, YKYTIOPEHHOM
PE3UHOBO# MPoOKOiA ¢ GeNoi MOIUNPONUIEHOBON KPBILIKOH KOHTPOJISI IEPBOTO BCKPBITHS.

[To ogHOMY mpesBapUTENBHO 3aMOJIHEHHOMY IIMNPULLY B OnucTepe, CHAOXKEHHOM ATHKETKOM,

BMECTE C HHCprKuI/leﬁ 0 MEAUULUMHCKOMY MPUMEHCHUIO B KAPTOHHYIO NMAYKYy.

YCi10BUsI XPAHEHUS
B 3amuimenHoM ot cBeta Mecte npu TeMneparype ot 2 10 8°C. He 3amopaxuBats.

XpaHl/ITb B HEAOCTYITHOM JJIs JIETEeM MecTe.

CPOK I'OITHOCTH
3 roaa.

He IIPUMEHATH IMOCJIC UCTEYCHHUA CPOKaA TOJHOCTH.

YCI0BUA OTIIYCKA

OTnyckaroT 1Mo peuenry.

HAUMEHOBAHUE M AJIPEC IOPWJIUYECKOIO JIMIIA, HA WMMS KOTOPOI'O BBIJJAHO
PEIT’MCTPALIMOHHOE Y/ IOCTOBEPEHUE

HoBaptc ®apma AI', Jluxtmrpacce 35, 4056 bazens, IlIeeinapus / Novartis Pharma AG,
Lichtstrasse 35, 4056 Basel, Switzerland.

ITPOU3BOUTEJIb
IIpon3BoacTBO roTOBOI JIeKapcTBeHHOI (OPMBI H MEPBHYHAS YIIAKOBKA

Dnakonwi:
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Hoeapruc ®apma Ilteitn AL, 1lladdxaysepmrpacce, 4332 Illreiin, Illseiiuapus/ Novartis
Pharma Stein AG, Schaffhauserstrasse, 4332 Stein, Switzerland.

IpedsapumenvHo 3aN0JIHEHHbIE UWNPUYLL.

Berrep ®apma-®eprurynr I'm6X u Ko. KI', Aisenbanmrp., 2 - 4, 88085 r. Jlanrenapres,
I'epmanus/ Vetter Pharma-Fertigung GmbH & Co. KG, Eisenbahnstr. 2 - 4, 88085 Langenargen,
Germany.

Bropuunasi/norpeduTeIbCKAas YNIAKOBKA H BbINYCKAIOMIHUA KOHTPO/Ib Ka4eCcTBa

Hopapruc @apma Ilreitn AT, llapdxaysepurpacce, 4332 Illreiin, Llseiiuapus/ Novartis
Pharma Stein AG, Schaffhauserstrasse, 4332 Stein, Switzerland.

OPIrAHM3ALIMA, YIIOJJHOMOYEHHAS JIEPXKATEJIEM PETHCTPAIIMOHHOI'O YAOCTOBEPEHMS
HA IIPUHSITHUE IIPETEH3UI OT IOTPEBUTEJIA

000 «Hosaptuc ®apmar

125315, r. MockBa, JIeHUHIpaICKU#i POCTIEKT, A0M 72, Kopmyc 3;

ten. (495) 967 12 70;

daxc (495) 967 12 68.

www.novartis.ru

YKA3AHUA 110 IPUMEHEHHIO
DnakoH (014 NPUMEHEHUA Y 63POCbIX U HEOOHOUWIEHHbIX 0emeil)
HeBckpbIThiii (1akoH MOXKHO XpaHUTh 1pH TeMnepartype 25°C He 6oee 24 4acoB.
®nakoH TnpeaHa3Ha4yeH I8 OAHOKpaTHOro npumeHeHus. [locne mnpoBeneHHs HHBEKLUH
HEMCII0JIb30BAHHBIH Mpenapar clielyeT yTUIM3UPOBaTh B COOTBETCTBUU C MPUHATHIMM HOPMaMH.
®nakon crepuieH. He ucronp3oBaTh (pakoH npu MOBPeXICHUU YNakoBKU. CTepUIIBHOCTD
¢rakoHa He MoxkeT OBITH rapaHTHpoOBaHa B Ciydyae, €CIM YMakoBKa noBpexaeHa. He
UCTIONIB30BaTh ()JIaKOH, €CJIM U3MEHEH LBET pacTBOpa, €CAM pacTBOP MYTHBIM MM COAEPKHUT
HEpacTBOPEHHBIE YaCTHLIbI.
JInsi MOArOTOBKM K MHTPABUTPEAIbHOW WHBEKUMH MOTPEOYIOTCS CIEIyOLIHe OJHOPAa30BbIE
MEIMLIMHCKUE U3IEITUs:

e wuria, cHaOxeHHas ¢punbTpom 18G (pa3mep nop 5 MKm),

® [INPHI] BMECTUMOCTBIO | M1,

e yria aua uapekumii 30G x 1,2.

HCpC‘iI/IC.ﬂCHHHC MEIUIMHCKHUEC U3ACIIHA HE BXOAAT B COCTAB YIIAKOBKH, conepx(amel‘/'l TOJIBKO
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(bnakoH.

B KOMIIIEKT yIIAKOBKH, COepKaiiel (pIakoH U UIily, CHaOXKEHHYIO GUIILTPOM, /IS U3BJICYEHHUS

COACPKHUMOIro M3 (bIIaKOHa, HE€ BXOIUT CTepMHbeIﬁ LITpHL,, BMECTHUMOCTBHIO 1 M1 u

HHBCKIIMOHHAs HIJia.

HpPIFOTOBJIeHI/lC pacTtBOpa mnpenapara i HHTpaBHTpCaHLHOﬁ UHBEKIUHU CIEAYET NMPOBOAUTH

CIIeAYIOUMM 00pa3oM:

12

1. Tlepen BckpbiTHEM (akoHa ¢ MpenapaToM IOBEPXHOCTh
Pe3UHOBO# NMPOOKHU ceayeT Npoae3nHULMPOBATD.

2. B acenrthuyeckux  YCJIOBMSX  COECOMHSIOT  ILIIPHIL
(BMeCTUMOCTBIO | MIT) ¢ UrJIoM, cCHaOXXeHHOM GUILTPOM (pazmep
nop 5 Mkm). Uiy, cHaOxeHHYIO GUILTPOM, BBOAAT BO (hi1akoH
yepe3 ILEHTPaJIbHYIO YacTh PE3MHOBOW MPOOKM (KOHEL| MIJIBI
JIOJDKEH JIOCTUTHYTh HA (JIaKOHa).

3. Bce comepxxumoe ¢rakoHa HaOMpalOT B IUMPHUL, YAEPXKUBas
(baakoH B BEPTUKAIBLHOM TMOJIOKEHUM M CJIETKa HAKJIOHSSA €ro

(7151 TOJTHOTO W3BJIEYEHMS PACTBOPA).

el = il

4. Tlocne u3BievYeHUs npernaparta u3 ¢akoHa NOpLIEHb MNpULIA
cleayeT OTOABUHYTH Ha3aj (10 otmetku 0,8-0,9 min) 11 monHoro
nepexozia pacTBopa U3 UrJibl, CHAOKEHHOM QUIIBTPOM, B LUMPHLL.
5. 3areM wuriy, CHaOXEHHYO (QUIBTPOM, OTCOEAMHSIOT OT
INpHLa ¥ ocTaB/sitoT Bo ¢akoHe. [Tocne n3pneuenus pacteopa
u3 ¢QrakoHa, uriay, cHaGXeHHYIO QHUIBTPOM, YTUIM3HPYIOT
HaJlJIe)KaIUM 00pa3oM.

! Buumanue: wuriay, cHa0KeHHYH QHIBTPOM, HeJb3sl

HCIOJIB30BaTh AJIi HHTPABUTPEA/JIbHOI'0O BBCACHHS.

TR fB— )

au WA UL UL B = E—

e

6. B acenTuyeckux ycJIOBUSAX LIIPHIL IJIOTHO COEAUHSIIOT C UIJION
st uibekuuu (30G x 1,2).

7. AKKypaTHO CHUMAIOT KOJIMAYOK € MIJIBI JUIsl UHBEKUMI (Uriaa
JIOJDKHA OCTAaThCsl IPUCOEAMHEHHOM K LUTTPULLY).

! BHuUMaHHe: NpPH CHATHH KOJNA4YKa ¢ HIVIbI [
HHTPABHTPEA/IbHOH HHBEKIHH, cJIeJyeT KacaTbCsl TOJbKO

KaHKJIH HIJIbI.
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8. AKKypaTHO yAaisiOT BO3JyX M3 LUNPHLA W YCTaHABIMBAIOT
NopLIEHs Ha COOTBeTCTBYOIIeH oTMerke. Jlo3a npenapara ais
B3pocieix  coctapaser 0,05 mn.  Jlosa mpemapata  Juid

HejoHoImeHHbIX Aetel coctaiseT 0,02 M. Tonbko mocie 3Toro

MO>XHO BBOJMTH IpenapaT B CTEKJIOBUAHYIO KaMEpy Ija3a.

! BuumMaHue: HeJIb3sl NpHKacaTbCsd K HIJI€ NJIs HHbEKIHH H

OTOABHIaTh NMOPIICHb Ha3a/.

UHbeKIMOHHAs UIJIa BBOJMTCA B CTEKJIOBMAHYIO Kamepy riasa Ha 3,5-4 MM K3a1u OT 1umba,
u36eras rOPM3OHTAIBLHOTO MEPUIMAHA W HaNpasisis My K LEHTpY riasHoro sbioka. O6bem
uHbekuuu coctasiser 0,05 M1, ciaeayrolas MHbEKLUS BBINOIHAETCS B JPYrOd y4acTOK CKIIEpPbI.
Y HenoHOWeHHBIX aeTeil mpenapat Jlyuentuc® ciemyer BBOAMTH B CTEKIOBHAHYIO KaMepy Iia3a
Ha 1-2 MM K3aaM OT jiuM6a, HampasJisis ULy B CTOPOHY 3pUTENBHOrO HepBa. OO0beM MHBEKLIMH

cocrasiset 0,02 mu.

IIpeosapumensro 3anonnenHbli winpuy (Mo1bKO ONA NPUMEHEHUA ) 63POCTIbIX)

HeBCKpHITYIO yMakoBKY C TPEABApUTEIbHO 3allOJHEHHBIM LINPUIIEM MOXHO XPaHWTh TpH
temnepatype 25°C He 6onee 24 yacos.

[NpeaBapuTeIbHO 3aMOTHEHHbIN LIMPULL IPEHA3HAYEH /1 OZIHOPa30BOr0 MPUMEHEHHUS.
[IpeaBapuTeIbHO 3amOJHEHHbIM 1mpul  crepuneH. He ucnons3oBate npeaBapUTeIbHO
3ar0JIHEHHbIN LIMPHUI TIPU NMOBPEXKIACHUH yakoBKU. CTEpUIILHOCTL NapaHTUPOBaHA TOJIBKO MPH
OTCYTCTBUH MOBpexX/eHUi Onucrepa. He nmpUMeHATh B cllyyae M3MEHEHHMs LIBETA, MIOMYTHEHHS
pacTBOpa MM MOSIBJICHUS BKIIIOUEHUI/0ca1Ka.

[IpuroToBneHrde pacTBOpa mpenapara Ui WHTPaBUTPEAJbHOW WHBEKLMM Clie/lyeT MPOBOAUTH

CIIeaYIOLM 00pa3oM:

BHUMaTEIBbHO MPOYMTANTE STY MHCTPYKLIMIO MEpe/l TeM, KaK Ha4yaTh IPUMEHEHHE Ipernapara.
Heo6x01uMo0 coOM0IeH|e MPaBUJI aCENMTHKU MPU NMPOBEICHUH UHBEKIUH Npernapara.

! Buumanue: Heo6xoaumMo ycTaHOBHTH NopiueHb Ha ormerke 0,05 mai.
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OnucaHue Koanagok 318 JImuans Vnopmi A18
HAKOHEYHHKA  QTMeTKH naibijeB
NnpeaABaprUTEIbHO mopHana 0.05 »a
3arMoJIHEHHOI'O
—
umputa Al ——f =
| 1 - e
HaxkoHe9HBK Pe3mHOBBIHE HiTox
Tana "JIyep-JIox" orparmuUETeIB NOPmMHSA
X0Ja NOPMHA
ITogroropka 1. PaCKpOﬁTC YNAaKOBKY LIIMpHIA, YAAaJIUB

C Hee IJICHOYHYIO KPBILIKY.
2, OcCTOpOAKHO U3BJIEKUTE

MpeABaAPpUTEIIBHO 3ar0JHEHHbIA HITTPpULL

u3  Omucrepa, cobmogas  mpaBuia
ACETTHKH.
[MpoBepbTe wmpur | 3. Y6enurech, 4To:

- KOJIa4YoK 1Jid HAKOHCYHHKa HE

OTCO€JIMHEH OT HAKOHEYHHWKA THMa
«Jlyep-Jlok»;

- LINpPHLL HE TIOBPEXKIEH;

- pacTBOp Mpenapara MNpO3payHbIi HIIH
clierka OomnajJecuUpyroLUHi, OeclBETHBINA

WO O4YeHb cJ1ado OKpalHCHHbIﬁ, U HE

COZIEPXKUT KaKUX-JIMOO BKIFOUEHHH.

4. [lpu oOHapyXeHHMH OHHOroO M3
BBILIENIEPEUNCIICHHBIX MPU3HAKOB
cienyer YTHIIM3UPOBATH

npeaBapUuTEJIbHO 3ar0JTHEHHbIA mmnpuyi 1

UCII0J1b30BaTh HOBBIH.

Vanute KoJmayok
U1 HaKOHEYHMKa

LINPULIA

S OTyiiomuTte (He MOBOpayuBas M He
OTKpYy4HBasi) KOJIMAaYyoK st
HaKOHEeYHHUKa mmmnpuua (cM. puc. 1).

6. VY nanure KOJIMa4v0K JUTst

HaKOHEYHMKa IINpuULa (cM. puc. 2).
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[Tpucoeaunure

Urity

7. [Ipucoenrnure Uriy JUIs1

HHBCKIUH K npeaBapyuTeIbHO

3aroJIHEHHOMY HINPHLLY, TJIOTHO
NPUKPYTHB K HAKOHEUHUKY Tvmna «Jlyep-
Jlok» (cM. puc. 3).
8. AKKYpaTHO CHMMHTE C MIJIbI
3alMTHBIA KOJIMAYOK, MOTAHYB €ro B10JIb
UIJIBI OT INMpULA (CM. puc. 4).

! Bunmanue: He nporuparb uriay ajis

HHBEKIHH.

Vnanure u3
INpHULIA MYy3bIPEKH

BO31yXa

9. Vnepxusaite HITPULL B
BEPTHKAILHOM IOJIOXKEHHH.

10.  Ecau BBl 3aMETHIM  IY3BIPHKH
BO3/yXa B IIMNPHIIE, CJIerKa MOCTY4YHTE
najbleM MO LIMPULLY, YTOOBI My3bIPbKH

BO3/1yXa IMOJIHSIMCh HaBepX (CM. puc. 5).

OTtmepbTe 103y

11. VaepxuBasi LIMNpULL Ha YpPOBHE
rja3, OCTOPOXHO HaJaBUTE Ha MOPILICHb
JI0 TeX TOp, MOKa HWKHUK KpaH KyroJja
PE3MHOBOIO OrpaHUYMTENS X0/1a MOPILIHS
HE CpaBHSiETCd C JIMHUEH OTMETKH
0,05 mu (cM. puc. 6).

Takum  oOpazom,

Oynyt  yzaaneHsl

My3bIpbKM BO3/yXa M JIMIIHUHA 00BEM

pacTBopa, a TaKKe OTMepeHa
pekoMeHayeMas fA03a Ipenapara -
0,05 ma.

! Buumanue: Pe3HHOBBIN

OrpaHHYMTE/Ib X04a NMOPINHHA H HITOK
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nopwHst ~ He  coeluHeHbl (s
npeaorBpauenust 3abopa Bo3ayxa B

LINPHL).

BrinonHuTe
WHTPABUTPEAIBHYIO

HUHBCKILHIO

12.  Tpemapar Jlyuentuc® cieamyer
BBOJMTH B CTEKJIOBHIHYIO Kamepy riasa
Ha 3,5-4 MM Kk3aau ot smumba, u3beras
FOPU30HTATBHOTO MepHIuaHa 7
HanpaBjiss WMy K LEHTPY TJIa3HOro
s6noKa.

13. MeajieHHO BBEAMTE OTMEPEHHYIO
no3y pactopa (0,05 mi), HajaBiuMBas Ha
NOpLIEHb 0 TeX TOp, MOKa PE3MHOBBIN
OrpaHMyYUTeNb  XOJa  [OpIIHA  He
JIOCTUTHET JIHA LUMPHIIA.

14. Crenyiolyl0 MHBEKLMIO Ipenapara
clieayeT  TPOU3BOAMTE B JPYryio
MOJIOBUHY CKJIEPHI.
15.Heucnonb30BaHHbIM pacTBop
npenapara  CleAyeT  yTHIW3UPOBATh

HaJUIeKaIIUM 00pa3oM.

HUBanos B.A.

EHEDKED 110 PEeryJITOPHBIM MPOEKTaM

000 «Hosaptuc ®apma»
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