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36HPEH H3BEWTAJ 3A OCOEHHHTE HA IlEKOT 

1. 3AWTifiTEHO lfiME HA ME.QifiUifiHCKifiOT nPOifi3BO.Q 

LUCENTIS 1 Omg/ml pacT8op 3a 111HjeK~II1ja 

2. KBAillfiTATifiBEH 1;1 KBAHTifiTATifiBEH COCTAB 

EAeH ml COAP>KII1 10 mg ranibizumab (paHII161113yMa6). CeKoja aMnyna COAP>KII1 2.3mg Ha 
ranibizumab 80 0.23 ml paCT80p. 

Ranibizumab e cpparMeHT Ha xyMaHIJI3111p8HO MOHOKI10H811HO 8HTII1TellO npOII138eAeHO 80 
KI1eTKII1 Ha Escherichia coli co peKoM6111HaHTHa ,[J,HK TexHo11or111ja. 

3a ~ena 11111cTa Ha eK~II1nll1eHTII1, 8111A111 ceK~II1ja 6.1. 

3. c:DAPMAUEBTCKA c:DOPMA 

PacT8op 3a 111HjeK~II1ja 

CTep11111eH, 4111CT, 6e36oeH AO 6neAO >KOilT 80AeH pacT8op. 

4. KI11f1Hifi4KI;1 OC05EHOCT1;1 

4.1 TEPAnEBTCKH HHP,HKA/..lHH 

Lucentis e 111HAII1~111paH Kaj 803pacHII1: 
• 3a TpeTMaH Ha Heo8aCKYilapH111 (8na>t<Ha) AereHepa~ll1111 Ha MaKyllaTa no8p3aHII1 co 

803pacTa (AMD) (B111A111 Aell 5.1). 
• 38 TpeTMaH Ha OWTeTY881-be Ha 8111AOT nopaA111 MaKynapeH eAeM KaKO nOCileAII1~a Ha 

All1ja6eTec (DME) (B111A111 Aell 5.1). 
• 38 TpeTMaH Ha OWTeTY881-be Ha 8111AOT 38p8A111 CeKyHA8PHO H8CTaHaT M8KYilapeH 

eAeM np111 peTII1H811Ha 8eHCKa OKI1Y3111ja (RVO) (B111A111 Aell 5.1 ). 

4.2 P,03HPAibE H HA'-IHH HA YnOTPE/5A 

lucentis MOpa A8 6111Ae 8AMII1HII1CTp111paH OA K8811111cp111KY88H OcpTallMOilOr CO 111CKYCT80 80 
Aa8al-be Ha 111HTpa8111TpeanHa 111HjeK~II1ja . 

.Qo3upafbe: 
TpemMaH Ha ena>KHa AMD 

npenopa4aHa A03a 3a Lucentis e 0.5 mg (0.05 ml) AaAeHa eAHaw Mece4HO KaKo 
eAHOKpaTHa 111HTp88111TpeanHa 111HjeK~II1ja . 08a COOA8eTCT8Y88 Ha 80ilyMeH 38 
111HjeKT111pal-be OA 0,05 mi. ~=::::::::.-...... 

Tepan111jaTa ce Aa8a Mece4HO 111 npOAOil>t<y8a ce AYPII1 He ce nocTII1rHe MaKCII1 
81113yenHa OCTp111H8, OAHOCHO Ce AOAeKa 81113yellHaTa OCTp111H8 Ha na~ll1eHTOT e CT 
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BO TeK H8 Tp111 nOCileAOB8TeilHII1 MeCe4HII1 np01...1eHKII1 1113BpWeHII1 38 BpeMe H8 TpeTM8H CO 

r8nibizum8b. 

noT08 n81...1111eHTII1Te no OAHOC H8 COCTOj68T8 CO OCTp111H8T8 H8 BII1AOT Tpe68 A8 ce 

KOHTpOI1111p88T eAH8W MeCe4HO. 

TpeTM8HOT ce BOCnOCT8BYB8 nOBTOpHO KOr8 MOHII1TOpii1HrOT YK8>KYB8 ry6ett.e H8 

Bll13yeilH8 OCTp111H8 nop8A111 BI18>KH8 AMD. Bo TOj CI1Y48j nOBTOpHO Tpe68 A8 ce 

8AMII1H111CTp111p8 Tep8nll1j8T8 ce AYPII1 He ce nocTII1rHe CT86111IlH8 Bll13yenH8 ocTp111H8 np111 

Tp111 nOCileAOB8TeilHII1 MeCe4HII1 np01...1eHKII1 (WTO 111Mni11111...1111P8 MII1HII1MYM ABe 111HjeK1...1111111) . 

V1HTepB8IlOT noMer'y ABe A03111 He Tpe68 A8 6111Ae noKp8TOK OA 1 MeCel...l. 

TpemM8H Ha owmemy8afbe Ha 8uoom nopaou DME unu cewHoapeH MaKvnapeH eoeM 
3apaou RVO (8uou ucmo oen 5.1.) 

npenop848H8 A038 38 Lucentis e 0.5 mg (0.05 ml) A8AeH8 eAH8W MeCe4HO K8KO 

eA111HCTBeH8 111HTp8B111Tpe8IlH8 111HjeK1...1111j8. 0B8 COOABeTCTBYB8 H8 BOilyMeH 38 

111HjeKT111p8tt.e OA 0,05 mi. 

Tep8nll1j8T8 ce A8B8 eAH8W Mece4HO 111 npoAOil>f<YB8 ce AYP111 He ce noCTII1rHe 

M8KCII1M8IlH8 BII13Y9IlH8 OCTp111H8 , OAHOCHO ce AOAeK8 Bll13yeilH8T8 OCTp111H8 H8 

n81...1111eHTOT e CT86111IlH8 BO TeK H8 Tpll1 nOCileAOB8TeilHII1 MeCe4HII1 np01...1eHKII1 1113BpW9HII1 

38 BpeMe H8 TpeTM8H CO r8nibizum8b. AKO HeM8 nOA06pyB81-be BO OCTp111H8T8 H8 B111AOT 

BO TeKOT H8 npB111Te Tp111 111Hj9K1...1111111, He ce npenop84YB8 npOAOil>t<yB81-be CO TpeTM8HOT. 

noT08 n81...1111eHTII1Te no OAHOC H8 COCTOj68T8 CO OCTp111H8T8 H8 B111AOT Tpe68 A8 Ce 

KOHTpOI1111p88T eAH8W MeCe4HO. 

TpeTM8HOT ce BocnocT8BYB8 noBTOpHo KOr8 MOHII1TOp111HrOT yK8>f<YB8 ry6ett.e H8 

Bll13yenH8 ocTp111H8 nop8A111 DME 11111111 ceKYHA8peH M8KYI18peH eAeM nop8A111 RVO. Bo 

Toj CI1Y48j noBTOpHo Tpe68 A8 ce 8AM111HII1CTp111p8 Tep8nll1j8T8 ce AYPII1 He ce nocTII1rHe 

CT86111IlH8 OCTp111H8 H8 B111AOT K8j n81...1111eHTOT np111 Tp111 nOCI19AOB8TeilHII1 MeCe4HII1 

np01...1eHKII1 (WTO 111Mni11111...1111P8 MII1HII1MYM ABe 111HjeK1...1111111) . V1HTepB8IlOT noMer'y ABe A03111 He 

Tpe68 A8 6111A9 noKp8TOK OA 1 MeCel...l. 

Lucentis u nacepcKa (j)omoKoaevnauuja 80 DME u 80 ceKyHoapeH MaKynapeH eoeM 
3apaou RVO. 

V1M8 111CKYCTB8 cTeKH8TII1 np111 111CTOBpeMeH8 ynoTpe68 H8 Lucentis co Il8cep 

cpoToKo8ryi181...1111j8 (B1!1AII1 Aen 5.1) . Kor8 ce A8B88T BO 111CTII10T AeH , Lucentis Tpe68 A8 ce 

8AM111HII1CTp111p8 H8jM8IlKY 30 MII1HYTII1 no Il8CepCK8T8 cpOTOK08ryi181...1111j8 . lucentis MO>Ke 

A8 ce 8AM111HII1CTp111p8 K8j n81...11119HTII1 KOII1 npeTXOAHO A06111Ile Il8CepCK8 cpOTOK08ryi181...1111j8 . 
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5y6pe>KHU Hapywyeafba 
He e norpe6Ho npliiilaAOAyBatbe Ha A03ara Kaj na~l.1eHTI.1Te co peHai1HI.1 Hapywyeatba 
(BiiiAiil Aeil 5.2) 

,ae4a u aoonec4eHmu 
Lucentis He ce npenopa4yea 3a np1.1MeHa Kaj Ae~a 1.1 aAonec~eHTiil nopaAiil HeAocrar oK 
Ha noAaro~lil Ja ecp1.1KacHocra 1.1 6e36eAHOcra Kaj oeaa nonyna~1.1ja . 

nocmapu na4ueHmu 
He e norpe6Ho nplilnaroAyBatbe Ha A03ara Kaj eo3pacHI.1. nocro1.1 orpaHI.14eHo liiCKycreo 
Kaj na~lileHTiil nocrap1.1 OA 75 roAI.1HI.1 ~o DME. 

EmHU'-IKa epyna 
OceeH Kaj 6enara paca liiCKycreara OA np1.1MeHara Ha rerMaHoT Kaj c1.1re APYrlil 
nonyna~I.10HI.1 rpyn1.1 e orpaHI.14eHo. 

MeTOA Ha aAMI.1HI.1crpayl.1ja 
B1.1jana 3a eAHa 1.1HTpae1.1rpeanHa ynorpe6a. 

Lucentis npeA ynorpe6a rpe6a Bl.13yenHo Aa ce npoeep1.1 3a np1.1cycreo Ha 4eCTI.14KI.1 1.1 
AI.1CKonopa~l.1jara . 

npeA rperMaH, na~l.1eHTOT rpe6a caM Aa c1.1 craea aHTI.161.10TCKI.1 KanKiil (4eT1.1p1.1 nar1.1 
AHeBHO rp1.1 AeHa npeA 1.1 nocne ceKoja 1.1HjeK~I.1ja). 

npo~eAypara Ha 1.1HjeKT1.1patbe Mapa Aa 61.1Ae 1.13BeAaHa eo acenTI.14HI.1 ycnoe1.1 , Kalil 
BKI1y4yeaar Ae31.1HcpeK~I.1ja Ha pa~ere Ha AOKTopor, crep1.1I1HI.1 paKaBI.1~1.1 , crep1.1nHa 
raJa, crep1.1neH cneKYilYM 3a 04HI.1 Kana~lil (1.1!1111 eKBI.1BaneHT) 111 MO>KHOCT 3a crep1.1I1Ha 
napa~eHTe3a (aKa e norpe6Ho) . npeA 1.13BeA6a Ha 1.1Tpaeii!TpeanHara npo~eAypa 

BHI.1MaTei1HO Aa ce pa3meAa MeAI.1~1.1HCKa IIICTOplllja Ha na~lileHTOT 3a XlilnepceH31.1T1.1BHa 
peaK~Iilja Tpe6a (B1.1AI.1 A9I1 4.4) . nepliiOKYilapHaTa KO>Ka , 04HIIIOT KanaK Ill noBpWIIIHaTa 
Ha OKOTo rpe6a Aa ce Ae3111HQl1.1~1.1paar , aHecre311!paar 1.1 norpe6Ho e Aa ce ann1.1~1.1paar 
TOni.14HI.1 aHTI.161i10Tiil~lil CO WlilpOK cneKTap npeA IIIHjeK~IiljaTa . 

3a 1.1HcpopMa~l.11.1 3a noAroreyeatbe Ha Lucentis, BIIIAIII Aen 6.6. 

lt1mara Ha 1.1HjeK~I.1jara rpe6a Aa ce nocrae1.1 3.5-4.0 MM 3aA I11.1M6ycor eo npa3HI.1Hara 
Ha CTaKileHOTO Tei10(B1.1Tpeyc) , 1i136erHyBajKI.1 ro XOp1.130HTai1HIIIOT M9PIIIAI.1jaH Ill noafajKiil 
KOH ~eHTapOT Ha 04HOTO ja60I1KO. BonyMeHOT Ha IIIHjeK~IIIjaTa OA 0.05 ml TOraw ce 
ann1.1~1.1pa . 3a HapeAHI.1Te 1.1HjeK~Iillil rpe6a Aa ce Kop1.1crar pa3I11114Hiil Mecra Ha 
CKilepara (6enKara). 

4.3 KOHTPAHHt/HKA/..IHH 

Xl.1nepCeH3111TI.1BHOCT KOH aKTiiiBHaTa cyncTaH~a 1.1!1111 KOH HeKOj OA 9KC~I.1nl.1eHCI.1Te . 

na~lileHTIII CO aKTIIIBHa 111!1111 cycneKTHa IIIHcpeK~IIIja Ha 041/!Te 111!1111 OKOilY , ~ ~ 
'#'_<:- c'i BO 3.-q -r ~ 

na~I.19HTIII CO aKTIIIBHa TeWKa IIIHTpaoKyilapHa liiHcpeK~IIIja . (;""Jtl d~ ~~ 
\1!» s 4-k::"~ )>% 

~.\. ~~0CO~(.~ 
~C>,;.,. • * 
~~-i'l Ji-



4.4 nOCE/5HH MEPKH HA nPETnA3flHBOCT H nPE,O,YnPE,llYBAibE 

TpeTMaHOT CO lucentis e IIICKI1Y4111BO 3a IIIHTpaBIIITpeanHa IIIHjeK~IIIja. 

PeaKyllllll noBp3aHI/I CO IIIHTpaBIIITpeanHaTa IIIHjeKylllja 
VlHTpaBIIITpeanHIIITe IIIHjeK~IIIIII , BKily4yBajKIII ro TyKa Ill lucentis, ce noBp3aHIII CO 
eHAOQ>TanMI/ITIIIC, IIIHTpaoKynapHa IIIHcpnaMa~lllja, no4eTHO OAenyBatt.e Ha peTIIIHaTa, 
MaKynapeH OTBOp Ill jaTporeHa TpayMaTCKa KaTpaKTa (BIIIAIII Aen 4.8). CeKoraw nplll 
HIIIBHa aAMIIIHIIICTpa~lllja MOpa Aa Ce KOpiiiCTIII npaBI/InHa acenTIII4Ha TeXHIIIKa Ha 
IIIHjeKTIIIpatt:.e. ,lJ,ononHIIITenHo, na~l!leHTIIITe Mapa Aa ce MOHIIITOplllpaaT HeAenaTa nocne 
IIIHjeK~IIIjaTa 3a Aa Ce o6e36eAIII paH TpeTMaH Ha IIIHcpeK~IIIja AOKOnKy AOjAe AO Hej3111Ha 
nojaBa. na~llleHTIIITe Tpe6a TOa Aa 3HaaT co ~en Ha BpeMe Aa np111jaBaT nojaBa Ha 6111no 
KOj CIIIMnTOM KOj cyrep111pa Ha eHAOcpTanMIIITIIIC 111n111 6111n0 KOj OA ropeHaBeAeHIIITe 
cny4yBatt.a. 

3roneMyBatt.e Ha IIIHTpaoKynapeH npiiiTIIICOK 
3roneMyBatt:.e Ha IIIHTpaoKynapHIIIOT npiiiTIIICOK e 3a6ene>KaH BO 60 MIIIH OA IIIHjeK~IIIjaTa 
Ha lucentis (BIIIAIII Aen 4.8). nop8A111 TOa 38AOn>KIIITenHOTpe6a Aa ce MOHIIITOplllpa 
IIIHTpaoKynapHIIIOT npiiiTIIICOK Ill nepcpy3111jaTa Ha OnT1114KIIIOT HepB Ill COOABeTHO Ha 
cocToj6aTa Aa ce nocTanyBa. 

ol/lnaTepaneH TpeTMaH 
oe36eAHOCTa Ill AenOTBOpHOCTa Ha TepanllljaTa CO lucentis Ha ABeTe 04111 BO IIICTO 
BpeMe He e IIICniiiTYBaHa. ,lJ,OKOnKy 61!1naTepanHIIIOT TpeTMaH ce 1113BeAe BO IIICTO BpeMe 
MO>Ke Aa AOBeAe AO 3roneMeHa CIIICTeMCKa 1113nO>KeHOCT, KOja ro 3roneMyBa p1113111KOT Ha 
nojaBa Ha CIIICTeMCKIII HeCaKaHIII ecpeKTIII . 

VlMyHOnOWKIII peaKyllllll 
KaKO WTO e TOa cny4aj CO CIIITe TepaneBTCKIII npoTeiiiHIII , nOCTOIII MO>KHOCT 3a pa3BOj Ha 
IIIMYHOnOWKa peaK~IIIja nplll TpeTaH CO lucentis. na~llleHTI/ITe Tpe6a Aa Ce COBeTYBaaT 
AeKa Tpe6a HaBpeMeHo Aa ce jaBaT Ha AOKTop AOKony ce BnowyBa IIIHTpaoKynapHaTa 
IIIHcpnaMa~lllja , KOja MO>Ke Aa 6111Ae Klli/IH1114KIII 3HaK 3a cpopMIIIpatt.e Ha IIIHTaOKynapHIII 
aHTIIITena. 

KOHKOMIIITaHTHa ynoTpe6a CO AoYrlll aHTIII-VEGA (BaceynapeH eHAOTeneH d:>aKTop Ha 
pacT) areHCIII 
Lucentis He Tpe6a Aa ce aAMIIIHIIICTplllpa 3aeAHO co APYrlll aHTIII-VEGA (BacKynapeH 
eHAOTeneH cpaKTOp Ha paCT) areHCIII (CIIICTeMCKIII lllnlll OKynapHIII) . 

,lJ,o31!1patt:.eTo Tpe6a Aa ce 3anpe 111 TpeTMaHOT He Tpe6a Aa ce npOAOn>KIII nopaHo OA 
cneAHIIIOT nnaHI!IpaH TepMIIIH BO cny4aj Ha: 
- HaManyBatt.e Ha HajA06po KoperlllpaHaTa OCTpiiiHa Ha BillA (BCVA) 3a ;:::30 6yKBIII BO 

cnopeA6a CO nocneAHaTa KOHTpona Ha OCTpiiiHa Ha BillA; 
- IIIHTpaoKynapeH npiiiTIIICOK ;::: 30 mmHg; 
- a6na~111ja Ha peTIIIHa 
- cy6peTIIIHanHo KpBapett.e BO Koe e BKily4eHo 111 ~eHTapoT Ha cpoBeaTa 111n111 aKa 

KpBapett.eTo e ;:::50% OA ~enaTa 30Ha Ha ne3111ja ; 
- 1113BeAeHa 111n111 nnaHIIIpaHa IIIHTpaoeynapHa x111pypr111ja BO npeTXOAHIIITe 111n111 cneAHIIITe 

28 AeHa. 
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Pacyen Ha nlllrMeHTHIIIOT eni!ITen Ha peTI!IHaTa 
P1113111K Q>aKToplll KOIII ce noep3aHIII co pa3eoj Ha peTI!IHaneH nlllrMeHTeH eniiiTeneH pac~en 
nocne aHTIII-VEGA Tepanlllja 3a Bila>KHa AMD BKily~yeaaT roneMIII 111/IIIIllll BIIICOKIII 
nlllrMeHTHIII eni!ITeilHIII peTIIIHailHIII OABojyeatt.a. Kora ce 3ano~Hyea Tepan111ja co Lucentis, 
Kaj na~l/leHTIIITe Kaj KOIII Ce npi!ICYTHIII OBI!Ie p1!13111K cpaKTOplll JleKOT Tpe6a BHI/IMaTeilHO Aa 
ce KOpiiiCTIII . 

PeBMaTOreHO peTIIIHailHO OABOjyeatt.e IIIIllll MaKynapHIII OTBOplll 
TpeTMaHoT Tpe6a Aa ce npeKIIIHe Kaj na~l!leHTIII co no~eTHO peTI!IHanHo OABOjyeaH:.e IIIIllll 
3 Ill 4 CTaAIIIYM Ha MaKYilapHIII OTBOplll . 

nonynay111111 co orpaHI!I~eHIII noAaTOYIII 
1.1cKycTBaTa np111 TpeTMaH Ha na~llleHT!II co DME 3apaAIII Alllja6eTec Tllln I ce orpaHI!I~eHI!I . 
ny~eHTIIIC He e npoy~yBaH Kaj na~llleHTIII KOIII npeTXOAHO npiiiMI/IIle IIIHTpaBIIITpeanHa 
IIIHjeK~IIIja , Kaj na~llleHTIII CO aKTI/IBHIII CIIICTeMCKIII IIIHcpeK~IIIIII , npOill!lcpepaTI/IBHa Alllja6eTHa 
peTI/IHOnaTI!Ija, IIIIllll Kaj na~llleHTIII CO Ciliii~Ha COCTOj6a Ha OKOTO KaKO OABOjyeatbe Ha 
peTIIIHaTa IIIIllll MaKynapHIII OTBOplll . lf1CTO TaKa, HeMa IIICKYCTBO Ha TpeTMaH CO lucentis 
Kaj Alllja6eTIII~HIII na~llleHTIII CO HbA 1 C HaA 12% Ill HeKOHTpOillllpaHa XlllnepTeH3111ja. 
Oeoj HeAOCTaTOK Ha IIIHcpOpMa~llllll Tpe6a Aa ce 3eMe BO npeABIIIA OA CTpaHa Ha 
neKapoT np111 neKyeatt.e Ha oe111e na~llleHTIII 

npeTXOAHa IIICTOplllja Ha M030~eH vAap IIIIllll TpaH3111TOpHIII IIICXeMIII~HIII HanciAIII 
nocTOjaT orpaHIII~eHIII noAaTo~lll 3a 6e36eAHOCTa eo TpeTMaHoT Ha DME 111 MaKYnapeH 
eAeM nopaAIII RVO Kaj na~llleHTIII co npeTXOAHa IIICTOplllja Ha Mo3o~eH YAap IIIIllll 
TpaH3111TOpHIII IIICXeMIII~HIII HanaAIII. 6111AejKIII nOCTOIII noTeH~IIIjaneH p1!13111K Ha apTepiiiCKa 
TpoM6oeM6onl!lja no IIIHTpaBIIITpeanHa ynoTpe6a Ha VEGF (eacKynapeH eHAOTeneH 
cpaKTOp Ha paCT) IIIHXIII6111TOplll , Tpe6a Aa Ce BHI/IMaBa nplll TpeTMaH Ha TaKBIIITe 
na~l!leHTIII (BIIIAIII Aen 4.8) 

noeA eniii30lllll Ha RVO. 111cxeMIII~Ha rpaHKa RVO 111 yeHTpanHa RVO 
nocTOIII orpaHIII~eHO IIICKYCTBO CO JleKyBal-be Ha na~llleHTIII CO npeTXOAHIII eniii30AIII Ha 
RVO 111 Ha na~llleHTIII co IIICXeMIII~Ha rpaHKa RVO (BRVO) 111 ~eHTpanHa RVO (CRVO). 
Kaj na~l!leHTIII KaAe wTo RVO e co KiliiiHIII~KIII 3Ha~lll Ha HenoepaTHa IIICXeMIII~Ha 3ary6a 
Ha BIIIAOT, TpeTMaHoT He ce npenopa~yea. 

4.5 HHTEPAKLIHH 

He ce 1113BeAeHIII cpopMailHIII CTYAIIIIII co ~en Ha YTBPAYBatt.e Ha IIIHTepaK~IIIIII . 

3a npiiiMeHaTa Ha AOnOilHIIITeilHa Tepanlllja Ha eepTenopcpiiiH cpOTOAIIIHaMI/I~Ha Tepanlllja 
(PDT) Ill Lucentis, BI/IAIII Aeil 5.1. 

3a npiiiMeHaTa Ha AOnonHIIITenHa nacepcKa cpoToKoaryna~lllja 111 Lucentis , Kaj DMO 111 
BRVO, BIIIAIII Aeil 4.2. Ill 5.1. 

4.6 5PEMEHOCT H ,[IOEibE 

}f(eHIII BO penpOAYKTIIIBeH nepiiiOA / KOHTpayenylllja Kaj >KeHIIITe 

3a epeMe Ha TpeTMaHOT >KeHIIITe BO penpOAYKTIIIBHIIIOT nepiiiOA Tpe6a Aa KOpiiiCTaT 
ecpi!IKaCHa KOHTpa~en~lllja . 
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6peMeHOCT 
HeMa noAaT04~ 3a Kop~cTel-be Ha ranibizumab so TeK Ha 6peMeHOCT. HeMa H~ 
~cn~rysatt:.a Kaj >K~BOTH~ . CryA~~ so cynomolgus MajMyH~ He yKa>t<ysaaT Ha A~peKTH~ 
~Il~ ~HA~peKTH~ WTeTH~ ecpeKT~ BO OAHOC Ha 6peMeHOCTa ~Jl~ eM6p~oHaJlH~OT / 
cpeTanH~OT pa3soj (B~A~ Aen 5.3) . c~cTeMcKaTa eKcno3~4~ja Ha ranibizumab ce 
04eKyBa Aa 6~Ae MHOry H~CKa nOCJle OKynapHa 8AM~H~CTpa4~ja , HO nopaA~ 
MeXaH~3MOT Ha AejCTByBal-be, MOpa Aa ce CMeTa Ha HerOBOTO noTeH4~jaflHO 
TepaToreHo ~ eM6p~o/cpeTOTOKC~4eHo AejcTso. nopaA~ Toa, ranibizumab He Tpe6a Aa 
ce KOp~CT~ 3a BpeMe Ha 6peMeHOCT OCBeH AOKOilKY 04eKyBaHaT nOJ13a e noroneMa OA 
noTeH4~janH~OT p~3~K Ha cperycoT. )l{eH~Te KO~ caKaaT Aa 3a6peMeHaT, a KO~ 6~ne 
TpeT~paH~ co ranibizumab, ce npen0pa4ysa Aa no4eKaaT HajManey 3 Mece4~ no 
nocneAHaTa A03a Ha ranibizumab npeA 3a4Hysal-be Ha AeTeTo. 

noett:.e 
He e no3HaTo Aan~ Lucentis ce eKcpeT~pa so Maj4~HOTO MneKo. ,[J,oel-beTo He ce 
npenopa4ysa 3a speMe Ha TpeTMaHoT co Lucentis . 

¢>epT~Jl~TeT 

HeMa AOCTanH~ nOAaT04~ 3a Bfl~jaH~e Ha JleKOT Bp3 cpepT~Jl~TeTOT. 

4. 7 EcPEKTH HA flEKOT BP3 YnPABYBAibE CO MOTOPHO B03Hfl0 HflH 
MAWHHA 

TpeTMaHOT co Lucentis MO>Ke Aa npeA~3B~Ka np~speMeH~ B~3yenH~ Hapywysal-ba KO~ 
MO>KaT Aa ja HaManaT cnoco6HocTa 3a ynpasysal-be co MOTOpHo B03~no ~n~ Maw~Ha 
(B~A~ Aell 4.8) . na4~eHT~Te KO~ r~ ~MaaT OB~e 3Ha4~ He CMeaT Aa B03aT ~Jl~ Aa 
KOp~cTaT Maw~H~ ce AOAeKa B~3yenH~Te Hapywysal-ba He ce nosne4aT. 

4.8 HECAKAHH ~EJCTBA 

Pe3~Me Ha 6e36eAHOCH~OT npocb~n 
noroneM~OT Aen OA HecaKaH~ AejcTsa np~jaseH~ no aAM~H~cTpa4~ja Ha Lucentis ce 
nosp3aH~ co nocTanKaTa Ha ~HTpas~TpeanHo ~HjeKT~pal-be . 

Haj4ecTo np~jasysaH~ oKynapH~ HecaKaH~ AejcTsa no ~HjeKT~pal-be Ha Lucentis ce: 
6onKa so 04~Te, oeynapHa x~nepeM~ja , 3roneMeH ~HTpaoKynapeH np~T~COK , B~Tp~T~c. 
B~TpeanH~ Aeno3~T~ , OABojyeal-be Ha cTaKJleCTOTO Teno, peT~HanHa xeMopar~ja , 

B~3yenH~ Hapywyeal-ba, KOHjyHKT~eanHa xeMopar~ja , ~P~Ta4~ja Ha 04~Te , cTpaHo Teno 
ceH3a4~ja so 04~Te, 3roneMeHa naKp~Ma4~ja , 6necpap~T~c. cyeo oKo ~ OKOTO 
npyp~ryc . Haj4ecTo np~jaeyeaH~ He-oeynapH~ HecaKaH~ peaK4~~ ce rnaeo6onKa, 
Ha3ocpap~Hr~T~c ~ apTpanr~ja . 

nopeTKo np~jaeeH~ . Ho noeel<e cep~o3H~ . HecaKaH~ AejcTea BKfly4yeaaT 
eHAOcpTanM~T~c. cnen~no , peT~HanHo OABojysal-be, K~Hel-be Ha peT~HaTa ~ jaTporeHa 
TpayMaTCKa KaTapaKTa (B~A~ Aefl 4.8) 
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HI.1BHOTO BI.1AHO none, 1.1Ill.1 3rOileMeHa ~YBCTBI.1TeilHOCT Ha CBeTI11.1Ha. 
HecaKaHI.1Te AejcTea KOI.1 ce nojae1.1ne nocne aAMI.1HI.1CTpal..ll.1jaTa Ha Lucentis eo 
KI11.1HI.1~KI.1Te 1.1Cnl.1ryBatba e np1.1Ka>KaHa eo Ta6enaTa noAony. 

Ta6enapeH np1.1Ka3 Ha HecaKaHI.1Te AejcTea 
HecaKaHI.1Te AejcTea ce noApeAeH1.1 cnopeA opraHCKI.1 CI.1CTeMI.1 1.1 ~ecToTaTa Ha 
CileAHI.10B Ha~I.1H : MHOry ~eCTI.1 (<:::1/10) , ~eCTI.1 (<:::1/100 AO <1/10), noMailKY ~eCTI.1 
(<:::1/1000 AO <1/100) , peTKI.1 (<:::1/10.000 AO <1/1000) , MHOry peTKI.1 (<1/10.000), 
Hen03HaTI.1 ( He ce npeBI.1AeHI.1 BO 6e36eAHOCHI.1 nOAaTOL.I1.1) . Bo CI.1Te rpyn1.1 HeCaKaHI.1Te 
AejcTea ce nOAPeAeHI.1 cnopeA onaratbe Ha cep1.103HOCTa. 

lt1cm1TyBatbe 
MHoay1.1ecmo 3rOileMeH 1.1TpaOKYilapeH np1.1TI.1COK 

HapywyBatbe BO KpBTa M llMM~HMOT CMCTeM 
1../ecmu AHeMI.1ja 

HapywyBatba Ha HepBHMOT CMCTeM 
MHoay 1.1ecmo rnaeo6onKa 

Hapywyeatba Ha OliMTe 
MHoay1.1ecmo 

1../ecmu 

noManKy lleCmU 

81.1Tp1.1TI.1C, OAAeilyBatbe Ha CTaKileHOTO TeilO, Kpeapetbe 
BO peTI.1Ha, nopeMeryBatbe Ha BI.1AOT, 60I1Ka, B1.1TpeailHI.1 
Aen031.1TI.1 , KpBapetbe BO KOtbYKTI.1BaTa, 1.1p1.1Ta1...11.1ja, 
~YBCTBO Ha CTpaHO TeilO BO OKOTO, 3rOileMeHO C0113etbe, 
6necpap1.1TI.1C, cyeo OKO, x1.1nepeM1.1ja, ~ewatbe Ha OKOTO. 

AereHepa1...11.1ja Ha peTI.1Ha, Hapywyeatbe Ha peTI.1Ha, 
pac1...1en Ha peTI.1HaTa, OAAenyeatbe Ha nl.1rMeHTHI.10T 
eni.1Ten Ha peTI.1HaTa, peTI.1HaneH n1.1rMeHTeH eni.1TelleH 
paCL.Ien, HaMaileHa OCTp1.1Ha Ha BI.1AOT, KpBapetbe BO 
CTaKileHOTO TeilO, Hapywyeatbe Ha CTaKileHOTO TeilO, 
yeei.1TI.1C, 1.1p1.1TI.1C, 1.1p1.1AOL.II.1KI11.1TI.1C, KaTapaKTa, 
cy6cKanynapHa KaTapaKTa, onanecl..leHL.II.11.1 Ha 3aAHaTa 
Kan1.1cna , KepaTI.1TI.1C, a6pa31.1ja Ha KOpHea, 
npoceemyeatbe Ha npeAHa KOMopa, noMaTeH BI.1A, 
KpBapetbe Ha MeCTO Ha 1.1HjeKT1.1patbe, KpBapetbe BO OKO, 
KOtbYKTI.1BI.1TI.1C, anepr1.1CKI.1 KOtbYKT1.1BI.1TI.1C, cpOTOnCI.1ja, 
cpOTOcp061.1ja, OKynapeH AI.1CKOMcpOpT, OTOK Ha O~HI.1Te 

Kana1...11.1 , 6onKa eo o~HI.1Te Kana1...11.1 , x1.1nepeM1.1ja Ha 
KOtbYKTI.1Ba. 
Cneni.1I10, eHAOcpTailMI.1TI.1C, rHOetbe OA OKOTO, KpBapetbe 
eo npeAHa KOMopa(x1.1cpeMa) , KepaTonaTI.1ja , aTXe31.1ja Ha 
1.1p1.1COT, Aen030TI.1 BO KOpHeaTa, eAeM Ha KOpHeaTa, 
KOpHeailHI.1 CTp1.11.1 , 60I1Ka He MeCTOTO Ha 1.1HjeKT1.1patbe, 
1.1p1.1Ta1...11.1ja Ha MeCTOTO Ha 1.1HjeKT1.1patbe, a6HOpMai1Ha 
CeH3al..llr1ja Ha OKOTO, 1.1p1.1Ta1...11.1ja Ha O~HI.1Te Kana1...11.1 . 

PecnMpaTOpHM, TOpaKallHM M Me,QMjaCTMHallHM Hapywyeatba 
1../ecmu Kawi11.11...1a 
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racTpOMHTeCTMHallHM Hapywyeatba 
Llecmu Hay3ea 

KO>KHM M nOTKO>KHM Hapywyeatba 
Llecmu Ailepn1CKif1 peaK41fllf1 (oc1.1n , 4ewatbe, ypT1.1Kaplflja, 

4P8eHif1I10) 

MycKyllHOCeKlleTHM M CBp3HO TKMBHM Hapywyeatba 
MHoay llecmu ApTpanr1.1ja 

lf1H<PeK~MM M MH<PecTa~MM 
MHoayllecmu 
Lie emu 

Ha3ocpap1.1Hrlf1Tif1C 
111HcpeK41fllf1 Ha yp1.1HapeH TpaKT 

Hapywyeatba BO MMYHOllOWKIIIOT CMCTeM 
Llecmu Xlflnepce31.1Tif18HOCT 

ncMXMaTpMCKM Hapywyeatba 
Llecmu AHKCI.103HOCT 

HecaKaHifl peaK41fllf1 ce Aecp1.1H1.1paHif1 KaKo HecaKaHifl AejcT8a (8o HajMailKY 0,5 
np04eHTHif1 noeHifl OA na41.1eHTif1) KOifl ce CI1Y41.1Ile no n081f1COKa CTanKa (HajMailKY 2 
np04eHTHifl noeHifl) Kaj na41.1eHTifl KOifl np1.1MaaT TpeTMaH CO lucentis 0,5 mg, OTKOilKY 80 
OHifle KOifl A061.1Ile KOHTpOileH TpeTMaH (nna4e6o lflillfl 8epTenpocp1.1H PDT) . 
* 3a6ene>KaHo caMo 80 nonyna41.1ja co DME 

HecaKaHM peaKyMM 4Mja nojaea e noepaaHa co np111ponaTa Ha npoAyKToT: Bo 
CyYAifllflTe cpa3a Ill , Ce8KYnHaTa cppeK8eH41flja Ha HeOKYilapH1.1Te Kp8apetba, KaKO 
noTeH41fljanHo no8p3aHif1 co lf1HXI.161.141flja Ha ClflCTeMCKiflOT VEGF(vascular endothelial 
growth factor) e 3Ha41f1TeilHO 3roneMeHa Kaj na41.1eHT1.1Te TpeT1.1paHif1 co ran ibizumab. 
KaKo 1.1 Aa e HeMa 3aeAHif14Kif1 o6pa3e4 Mer'y pa3Illf14Hif1Te Kp8apetba. nocTolfl TeopeTCKifl 
p1.131f1K 3a apTeplflcKa TpoM6oeM6onlflja nocne lf1HTpa81.1TpeanHOTO KOplflcTetbe Ha VEGF 
lf1HXIf161.1TOp1.1 . HlflcKa lf1H41f1AeH4a Ha apTeplflcKa TpoM6oeM6onlflja e 3a6ene>KaHa 80 
lf138eAeHI.1Te Killf1Hif14Kif1 CTYAifllfl 3a Lucentis Kaj na41.1eHTifl co AM,Q, ,QME 1.1 PBO 1.1 HeMa 
roneMa pa3Illf1Ka noMer'y TpeT1.1paHI.1Te rpyn1.1 . 

4.9 nPEP,03HPAibE 

np1.1ja8eH1.1 ce cny4alf1 , Ha npeA031.1patbe, 1.1 Toa KaKo 80 TeK Ha lf138eA6aTa Ha 
Killf1Hif14Kif1Te CyYAifllfl 1.1 TaKa 1.1 80 nOCT MapKeTiflHWKiflOT neplflOA. np1.1 TOa 3a6eile>KaHa e 
noja8a Ha cneAHiflTe HecaKaHifl AejCT8a, 3roneMy8atbe Ha lflHTpaoKynapHiflOT np1.1Tif1COK, 
TpaH31f1TOpHO CilenlflilO, HaMaily8atbe Ha OCTplflHaTa Ha 81f1AOT, eAeM Ha KOpHea, 60I1Ka 
Ha KOpHea 1.1 60I1Ka 80 OKO. ,QOKOilKY AOjAe AO npeA031.1patbe, lf1HTpaoKyilapH1.10T 
np1.1Tif1COK Tpe6a Aa ce MOHif1TOp1.1pa 1.1 TpeT1.1pa OA CTpaHa Ha AOKTOp. 
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5.0 <I>APMAKOflOWKIII OC06EHOCTIII 

5.1 ti>APMAKOP,HHAMCKH CBOJCTBA 
<t>apMaKoTepane8TCKa rpyna: aHTII1Heo8aCKYllapeH areHc. ATC KOA: S01 LA04. 

Ranibizumab e cpparMeHT OA xyMaHO peKOM6111HaHTHO MOHOKllOHallHO aHTII1T9llO KOe 
Aeny8a npoTII18 8acKynapH1110T eHAOTeneH cpaKTop Ha pacT A (VEGF-A). Co 8111COK 
acpii1H111TeT ce 8p3y8a 3a 1113ocpopMaTa Ha VEGF-A (np. VEGF110, VEGF121 111 VEGF 1ss) co 
WTO ce npe8eH111pa 8p3y8att.e Ha VEGF-A 3a Hero8111Te pe4enTOp111 VEGFR-1 111 VEGFR-
2. Bp3y8att.eTo Ha VEGF-A 3a Hero8111Te pe4emop111 80A111 AO npon111cpepa4111ja Ha 
9HAOT9llHII1T9 Kl19TKII1 111 H908aCKYllap1113al..lll1ja, KaKO 111 8aCKynapHO 111CTeKy8att.e, a C9TO 
08a 80A111 AO nporpec111ja Ha H908ClCk:jllapH111T9 cpopM111 Ha MaKyllapHa AereHepa4111ja 80 
T9CHa no8p3aHOCT CO 803pacTa 111!1111 AO OWT9Ty8att.e Ha 8111AOT npeA11138111KaHO OA 
MaKYnapeH 9A9M KaKO nOCI19A111l..la Ha A111ja6eTeC 111llll1 C9KYHAapeH MaKYllapeH 9A9M np111 
RVO. 

TpeTMaH Ha 8lla>KHa AMLl 
Kllii1HII14KaTa ecp111KacHocT 111 6e36eAHOCT Ha Lucentis e 111cn111TaHa 80 Tp111 
paHAOMII13111paHII1 , A80jHO- Cllenll1, nlla4e6o 111llll1 aKTII18HO KOHTpOI1111paHII1 CTYA111111 Kaj 
na41119HTII1 co MaKynapHa AereHepa4111ja. BKYnHo 1.323 nal..I1119HTII1 (879 aKTII18HII1 111 444 
KOHTpOllH111) ce 8Kl1Y49HII1 80 081119 CTYA111111 . 

Bo CTYA111jaTa FVF2598g (MARINA) nal..III19HTII1Te co MII1HII1ManHa KJ1aCII14Ha 111n111 OKYilTHa 
6e3 80061114aeHII1Te 3Ha4111 Ha xop0111AanHa Heo8acKynap1113a4111ja (CNV) 6111ne TpeTII1paHII1 
eAHaw Mece4HO co Lucentis OA 0.3mg 111n111 O.Smg 111n111 nna4e6o 111HjeK4111111. BKYnHo 716 
nal..III19HTII1 6111ne 8Kl1Y49HII1 80 08aa CTYA111ja (ni1a4e6o) 238; Lucentis 0.3mg, 238 
nal..III19HT111 111 Lucentis O.Smg 240 na41119HT111) . np111Ka>KaHII1 ce noAaT04111Te ce AO 
3a8pW9TOKOT Ha 24 M9C9l..l. 

Bo CTYA111jaTa FVF2587g (ANCHOR), nal..III19HTII1Te co npeAOMII1HaHTHa KJ1aCII14Ha CNV 
ne3111ja np111Mane: 1. Mece4HO II1HjeK4111ja Luentis 0.3 mg 111 na>KeH PDT; 2.Mece4HO 
Lucentis 0.5 mg 111 na>KHO PDT; 111n111 3. na>KHa 111HTpa8111TpeanHa 111HjeK4111ja 111 aKT1118eH 
verteporfin PDT. na>KeH 111n111 aKTII18eH verteporfin PDT e AaAeH co 111HII14111janHa 111HjeK4111ja 
Lucentis, a noToa Ha ceKOII1 3 Mece4111 AOKOllKY co cpnypoc4eHTHaTa aHr111orpacp111ja 6111no 
YT8PA9HO nep3111CT111pa4KO 111n111 peKYpeHTHO 8acKynapHo 111CTeKy8att.e. 

WenoCHII1Te pe3ynTaTII1 ce npii1Ka>KaHII1 80 Ta6enaTa noAone. 

Ta6ena 1 Pe3ynTaTM BO 12 Mece~ M 24 Mece~ OA no~eTOKOT Ha CTYAMjaTa 
FVF2 98 (MARINA) 5 sg 

Pe3ynTaTII1 Mece4 na>KHo Lucentis 0.5Mr 
(6p=238) (6p=240) 

fy6ett.e Ha <15 Mece412 62% 95% 
6yK8111 80 OCTpii1Ha 

Mece4 24 53% 90% 
Ha 8111A (%)8 

np111A061118Ka Ha ~15 Mece412 5% 34% 
6yK8111 80 OCTpii1Ha 

Mece424 4% 33% 
Ha 8111A (%t 
oe33Ha4ajHII1 Mece1...112 -10.5 (16.6) +7.2 (14.4) 
npoMeHII1 80 
OCTpHaTa Ha 8111A Mece4 24 -14.9 (18.7) +6.6 (16.5) 
(C,Q)a ..r..---
8 p<0.01 ~+;~0·;4~ 
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Ta6ena 2 PeaynTaTM Ha 12 Mece~ M 24 Mece~ OA no~eToKoT Ha FVF2587g 
(ANCHOR) 

Pe3ynTaTI.1 Mece4 Verteporfin PDT Lucentis 0.5Mr 
(6p=143) (6p=140) 

ry6el-be Ha <15 Mece412 64% 96% 
6yKBI.1 BO OCTp1.1H8 Mece4 24 66% 90% 
H8 BI.1A (%)a 
np1.1A061.1BKa Ha ;;::15 Mece412 6% 40% 
6yKBI.1 BO OCTp1.1H8 Mece424 6% 41% 
Ha BI.1A (%)a 
6e33Hal.lajHI.1 Mece412 -9.5 (16.4) +11 .3 (14.6) 
npoMeHI.1 BO Mece424 -9.8 (17.6) +10.7 (16.5) 
OCTp1.1H8T8 Ha BI.1A 
(ct:ua 

C11MK8 1 6e3 3H8~8jHM npOMeHM BO OCTpMH8T8 H8 BMA OA OCHOB8T8 38 24 Mece~M 
eo CTYAMjaTa FVF2598g (MARINA) M CTYAMjaTa FVF2587g (ANCHOR) 

l.l5 15 

.. 10 
~ 

0 2 

Study F\fF2598g (MARINA) 

4 e a 10 12 14 15 1a 20 22 2..t 
Month 

Study FV F2S87g. (AI> CHOR) 

a .-5 

jjo ~~-----------------------
> '-:5 . ~--;..~ 

-~ -1 a · · +-+-w+++++·+-+-t-+ -sa 
c: 

£ -15 ~~~~~~~~~~~~~~ 
~ 0 
~ 

2 4 a e m 12 14 e ts 20 22 24 
Month 

MARINA ANCHOR 

+ 21.5 

>- +20.5 

I 
_./ 

--- LUCENTIS 0.5 mg. (n=240) 

_._ Sham (n=2:>8) 

--- UCENTIS 0.5 mg (n=140) 

MARINA 
LUCENTIS 0,5mg (n=240) 
Jla>t<HI.1 (n=238) 

-+- Verteporfin PDT (n=143) 
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ANCHOR 
LUCENTIS 0,5mg (n=140) 
Verteporfin PDT (n=143) 

Pe3ynTan1Te OA ABeTe ~cn~TYBatt.a yKa>KyeaaT AeKa np~MeHaTa Ha KOHT~Hy~paH 
TpeTMaH co ranibizumab ~cTo TaKa MO>Ke Aa 6~Ae OA non3a Kaj na1...1~eHT~ KO~ ~MaaT 

ry6~TOK 2: 15 6yKB~ Ha HajA06po-Koper~paHa OCTp~Ha Ha B~A (BCVA) BO npeaTa rOA~Ha 
OA TpeTMaHOT. 

EcpeKT~Te OA np~MeHaTa Ha Lucentis eo nep~OA noAonr OA 36 Mece1...1~ He ce 
~cn~TyeaH~ 

CTYA~jaTa FVF3192g(PIER) no A~3ajH paHAOM~3~paHa, ABOjHo-cnena, KOHTpon~paHa 
co nna1...1e6o, 6~na ~3BeAeHa co 1...1en Aa ce npo1...1eH~ 6e36eAHOCTa ~ ecp~KaCHOCTa Ha 
Lucentis Kaj na1...1~eHT~ co HeoeacKYnapHa AMD Kaj 184 na1...1~eHT~ . np~ wTo (79% OA 
na1...1~eHT~Te OA BKilyl.leH~Te ~Mane M~H~ManH~ KilaC~I.lH~ ~n~ OKYnTH~ AMD, 21% 
~Mane npeAOM~HaHTHa KilaC~I.lHa CNV KOMnoHeHTa) . na1...1~eHT~Te np~Mane Lucentis 
0.3 mg ~n~ 0.5 mg eo ~HTpae~TpeanHa ~HjeKI...I~ja ~n~ nna~e6o ~HjeKI...I~~ eAHaw 
MeCel.lHO BO Tp~ nocneAOBaTenH~ A03~ , a nOTOa ja np~Mane eAHaW Ha Tp~ MeCel...l~. 
BKYnHo 184 na1...1~eHT~ 6~ne BKilyl.leH~ eo oeaa CTYA~ja (Lucentis 0.3 mg, 61 na1...1~eHT; 
Lucentis 0.5 mg, 61 na1...1~eHT ~ nna~e6o 63 na1...1~eHT~) . OA 14 Mece1...1 OA CTYA~jaTa 
na>KHO TpeT~paH~Te na1...1~eHT~ nol.lHane Aa np~MaaT ranibizumab ~ OA 19 Mece1...1 6~ne 
A03BoneH~ nol.leCT~ TpeTMaH~ . na1...1~eHT~Te TpeT~paH~ co Lucentis eo PIER CTYA~jaTa 
np~M~ne 10 1...1enOCH~ TpeTMaH~ . 

Bo PIER CTYA~jaTa KpajHa TOI.lKa Ha np~MapHaTa ecp~KacHOCT 6~na rnaeHa npoMeHa eo 
OCTp~HaTa Ha B~A 80 12 MeCel...l 80 cnopeA6a CO nol.leTOKOT. nocne ~H~I...I~janHOTO 
3roneMyBatbe Ha OCTp~HaTa Ha B~A (no np~MeHaTa Ha MeCel.lH~Te A03~) . npocel.lHO, 
na1...1~eHT~Te KO~ 6~ne TpeT~paH~ eAHaw Ha Tp~ Mece1...1~ co Lucentis ja ry6ene 
ocTp~HaTa Ha B~AOT, ~ ce epal{ane Ha no4eTH~Te epeAHOCT~ nocne12 Mece1...1~. Oeoj 
ecpeKT ce OAp>Kan eo TeK Ha 24 MeCel...l~ (B~A~ Cn~Ka 2) . Bo PIER, HajroneM 6poj OA 
na1...1~eHT~Te TpeT~paH~ CO lucentis (82%) ja OAp>Kane OCTp~HaTa Ha B~AOT BO TeK Ha 
24 MeCel...l~ . noAaTOI...I~Te OA ecpeKT~Te OA npeM~Hyeatt.eTO Ha TpeTMaHOT CO 
ranibizumab Ha orpaH~4eH 6poj Ha na1...1~eHT~ nocne np~MeHa Ha noeel{e OA 1 roA~Ha 
OA na>KH~Te TpeTMaH~ cyrep~pa AeKa paH~OT HaepeMeH no4eToK co Tepan~ja 
OB03MO>t<yBa nOA06po OAP>t<yBatt.e Ha OCTp~HaTa Ha BI.1A, BO cnopeA6a KOra TpeTMaHOT 
3ano4Hyea OTKaKo 6onecTa Ke npeM~He eo noHanpeAHaT CTaA~yM . 

11'1 eo CTYA~jaTa MARINA ~ ANCHOR, noAo6pyeatt.eTo Ha B~AOT WTO ce nocT~rHyea 
co Lucentis 0,5 mg eo TeK Ha 12 Mece1...1~ e np~APY>KeHo co np~jaeeH~ noeonH~ ecpeKT~ 
OA cTpaHa Ha na1...1~eHT~Te OAPeAeHo co npawanH~KOT Ha Ha1...1~0HanH~OT ~HCT~TYT 3a 
B~3yenHa cpyHKI...I~ja (VFQ-25) cKop. Pa3n~K~Te noMery Lucentis 0,5 mg ~ ABe 
KOHTpOnH~ rpyn~ ce Ol...leHeT~ CO p-epeAHOCTI.1 KO~ ce AB~>KaT OA 0,009 AO <0,0001. 
Ecp~KaCHOCTa Ha Lucentis eo TpeTMaHOT Ha ena>t<Ha AMD e AOnonHI.1TenHo noTBpAeH 
eo AMD CTYA~~ cp~Han~3~paH~ AO A06~eatt.eTo Ha OA06pyeatt.eTo 3a cTaeatt.e Ha 
neKOT BO npoMeT. noAaTOI...I~Te OA ABeTe CTYA~~ (MONT BLANC, BPD952A2308 ~ 
DENALI, BPD952A2309) He noKa>Kane AOnonH~TeneH ecpeKT Ha KOM6~H1.1paHaTa 
aAM~HI.1CTpal...l~jaTa Ha verteporfin (Visudyne PDT) ~ Lucentis eo cnopeA6a co 
np~MeHaTa Ha Lucentis KaKo MOHOTepan~ja . 
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TpeTMaH Ha owTeryeaH:.e Ha OME 

Ecp~KaCHOCTa ~ 6e36eAHOCTa Ha Lucentis e 04eHeTo eo ABe paHAOM~3~paH~ . ABOjHo­
cnen~. nna4e6o-~n~ aKT~BHO KOHTpon~paH~ CTYA~~ CO Tpaelbe OA 12 MeCe4~ Kaj 
na4~eHT~ CO OWTeTyBalbe Ha B~AOT nopaA~ MaKynapeH eAeM nopaA~ A~ja6eTeC. 
BKYnHO 496 na4~eHT~ (336 aKT~BH~ ~ 160 KOHTpona) 6~ne BKI1y4eH~ BO OB~e CTyA~~. 
noroneM~OT Aen ~Mane T~n II A~ja6eTec, a 28 na4~eHT~ TpeT~paH~ co ranibizumab 
~Mane T~n I A~ja6eTec. 
Bo cpa3a II CTyA~jaTa 02201 (RESOLVE) 151 na4~eHT~ 6~ne TpeT~paH~ co 
ranibizumab (6 mg I ml, n = 51, 10 mg I ml, n = 51) ~n~ nna4e6o (n = 49) co Mece4HO 
8AM~H~CTp~paH~ ~HTpaB~TpeanH~ ~HjeK4~~ Ce AO MOMeHTOT Ha ~cnonHyBalbe Ha 
OAHanpeA Aecp~H~paH~Te Kp~Tep~yM~ 3a 3an~palbe Ha TpeTMaHOT. no4eTHaTa A03a 
Ha ranibizumab (0,3 mg ~n~ 0,5 mg) MO>Kena Aa ce YABOCTPY4~ eo ceKoe epeMe no 
npeaTa ~HjeK4~ja eo TeKOT Ha CTyA~jaTa. nacepcKa cpoToKoaryna4~ja 6~na A03BoneHa 
KaKO TpeTMaH 3a "cnacyealbe" OA Mece4 3 BO ABeTe HaCOK~ . CTyA~jaTa ~Mana ABa 
Aena: ~CTpa>KYBa4K~ Aen (npB~Te 42 na4~eHT~ aHan~3~paH~ BO 6 Mece4) ~ Aen Ha 
nOTBPAYBalbe ( OCTaHaT~Te 1 09 na4~eHT~ aHan~3~paH~ BO 12 MeCe4) . 

Ta6ena 3 Pe3ynTaTM Ha 12 Mece~ BO CTYAMjaTa D2201(RESOLVE) (BKynHa 
nonyna~Mja BKI1yl4eHa BO CTYAMjaTa) 

Pe3ynTaT~ ranibizumab na>KH~ (6p=49) 
(6p=102) 

3HaYL.nenHa npoceYHa npoMeHa eo +7 ,8 {7,72) -0,1 {9, 77) 
BCVA OA MeCell 1 AO 12 Mece4 eo 

cnopeA6a CO OCHOBHaTa (6yKB~) (SO) 
(OCHOBHa KpajH TOYKa) 

3HaY~TellH~ npoMeH~ eo BCVA eo +10,3 (9 ,14) -1,4 (14, 16) 
Mece4 12 (6yKB~) (CA) 

CTeKHyeatt.e Ha;:: 10 6yKe~ eo BCVA 60.8 18.4 
(%) BO MeCeL\12 

CTeKHyeatt.e Ha;:: 15 6yKe~ eo BCVA 32.4 10.2 
(%) BO MeCel.l 12 

p-epeAHOCT 0,0043 
P<0,0001 

Bo cpa3a Ill CTyA~ja 02301 (Restore) , 345 na4~eHT~ co owTeryeaH:.e Ha B~AOT nopaA~ 
MaKynapeH eAeM 6~ne paHAOM~3~paH~ 3a TpeTMaH CO ~HTpaB~TpeanHa ~HjeK4~ja Ha 
ranibizumab 0,5 mg KaKo MOHOTepan~ja ~ na>KHa nacepcKa cpoToKoaryna4~ja (n = 116), 
~n~ KOM6~H~paH TpeTMaH co ranibizumab 0,5 mg ~ nacepcK~ cpoToKoaryna4~ja (n = 
118), ~n~ na>KHO e6p~3ryealbe ~ nacepcKa cpoToKoaryna4~ja (n = 111 ). TpeTMaHoT co 
ranibizumab 3ano4Han co Mece4Ha ~HTpae~TpeanHa ~HjeK4~ja ~ npOAOn>K~n ce AO 
nOCT~rHyBalbeTO Ha CTa6~nHOCT Ha B~AOT BO Tpaelbe OA HajManKy Tp~ 
nocneAOBaTenH~ MeCe4H~ KOHTpOn~ . TpeTMaHOT 6e~nnOBTOpHO BOCnOCTaBeH KOra 
6~no 3a6ene>KaHo HaManyeaH:.e Ha BCVA nopaA~ OME nporpec~ja . nacepcKa 
cp0TOKOaryna4~ja 6~na cnpoBeAeHa Ha no4eTOKOT Ha ~CT~OT AeH, 6apeM 30 M~HYT~ 
npeA ~HjeKT~pa~t>e Ha ranibizumab, a noToa no noTpe6a ep3 ocHoea Ha Kp~Tep~yM~Te 
ETORS. 
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rnaBHMTe pe3ynTaTM ce cyM~;~paHM eo Ta6ena 4 If! Cnlf!Ka 2. 

Ta6ena 4 pe3yi1Tant Ha Mece~ 12 BO CTYAMjaTa 02301 (RESTORE) 

Pe3ynTaTM ranibizumab Ranibizumab 0,5 mg nacep (6p=11 0) 
0,5 mg + nacep (6p=118) 
(6p=115) 

3H8YiiiT9IlH8 npoceYHa +6, 1 (6,4) 5,9 (7,9) 0,8(8,6) 
npoMeHa BO BCVA OA 
Mece~ 1 AO 12 Mece~ eo 
cnopeA6a co OCHOBH8T8 
(6yKBiil) (SO) (OCHOBHa KpajH 
TOYKa) 
CTeKHyeatt:.e Ha 2! 1 0 6yKBiil 37,4 43 ,2 15,5 
BO BCVA (%) BO Mece~ 12 
CTeKHyeatt:.e Ha 2! 15 6yKBIII 22 ,6 22 ,9 8,2 
BO BCVA (%) BO Mece~ 12 
p-BP9AHOCT 0,0032 0,0021 
P<0,0001 

CllMKa 2 rnaBHa npoMeHa Ha OCTpMHa Ha BHA OA OCHOBaTa BO CTYAMjaTa 0 2301 
(RESTORE) 
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BL = OCHOBHa IlMHMja; SE = CTaHAaPAHa rpewKa Ha cpeAHaTa epeAHOCT 
* Pa3Illf!K8Ta BO HajMailey KB8Ap8THM M9AMj8HM , p < 0.0001/0.0004 Bp3 OCHOBa Ha 
6~;~naTepaneH cTpaTMcpMKyeaH Cochran-MaHTen-Haenszel TeCT 

EcpeKTOT e KOH3MCT9HT9H BO noeeKeTO nOArpynM. CenaK, nal..llf19HTM CO AOCTa A06pa 
ocHoea 3a BCVA (> 73 6yKBM) 389AHO co MaKynapeH eAeM co L..19HTpanHa peTMHanHa 
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Ae6em1Ha OA <300 J..! HeMaa noroneMa Kop~cT OA TpeTMaH co ranibizumab eo cnopeA6a 
co nacepcKa cpoToKoaryna'-'~ja 

noA06pyBatbeTO Ha B~3ye!1Ha OCTp~Ha OCTBapeHO CO TpeTMaH CO lucentis 0,5 mg Ha 
12 Mece'-'~· 6~no npocneAeHo co noeonH~ ecpeKT~ np~jaeeH~ OA na'-'~eHT~Te eo epcKa 
co noeeK:eTo cpyHK'-'~~ noep3aH~ co B~AOT OAPeAeHo co npawanH~KOT Ha 
Ha'-'~oHa!lH~OT ~HCT~TYT Ja B~JyenHa cpyHK'-'~ja (VFQ-25) cKop. 3a APYr~ cyncKan~ OA 
oeoj npawanH~K He 6~no MO>KHO Aa ce YTBPAaT pa3!l~K~ co TpeTMaHOT. Pa3!l~KaTa 
Mefy Lucentis 0,5 mg ~ KOHTponHaTa rpyna 6~na o'-'eHeTa co p-epeAHOCT~ Ha 0,0137 
(ranibizumab '-'PH0-6eno) ~ 0,0041 (ranibizumab + nacepcK~) Ja VFQ-25 KOMnoJ~TH~ 
noeH~ . 

Bo ABeTe CTYA~~. nOA06pyeal-beTO Ha B~AOT e npOCI19A9HO CO KOHT~Hy~paHO 
HaManyeal-be Ha MaeynapH~oT eAeM, WTO ce Mep~ co Ae6en~HaTa Ha '-'eHTpanHaTa 
peT~Ha (CRT.) 

TpeTMaH Ha owTeryeal-be Ha B~AOT nopaA~ ceKYHAapeH MaKynapeH eAeM nopaA~ RVO 

Kn~H~4KaTa 6e369AHOCT ~ ecp~KaCHOCT Ha lucentis Kaj na'-'~eHT~ CO OWTeryeatbe Ha 
B~AOT nopaA~ ceeyHAapeH MaKynapeH eAeM 3apaA~ RVO 6~na o'-'eHeTa eo 
paHAOM~3~paH~ ABOjHo cnen~ . KOHTpon~paH~ CTYA~~ BRAVO ~ CRUISE eo KO~ 6~ne 
BK!ly4eH~ BRVO (n = 397) ~ CRVO (n = 392) ~cn~TaH~'-'~· COOABeTHO. Bo ABeTe 
CTYA~~. na'-'~eHT~Te np~Mane ~!1~ 0,3 mg ~n~ 0,5 mg ~HTpae~TpeanHo ranibizumab 
~n~ nna'-'e6o ~HjeK'-'~~ - no 6 Mece'-'~· na'-'~eHT~Te OA rpynaTa Ja KOHTpona npeM~Hane 
Ha TpeTMaH co 0,5 mg ranibizumab. Bo BRAVO CTYA~jaTa, nacepcKaTa 
cpoToKoaryna'-'~ja KaKo "cnacyea4Ka" Tepan~ja, 6~na AOJeoneHa eo c~Te rpyn~ OA 
Mece'-' 3. 

Ta6ena 5 PeaynTan1 Ha 6 Ill 12-TM MeCel...l BO CTY.QMjaTa (BRAVO) 

PeJynTaT~ na>KH~fny'-'eHT~C ny'-'eHT~C(6p=131) 

o 5 Mr (6p=132) 
' 

3Ha4111TenHa npoce4Ha npoMeHa so +7,3 (13 ,0) 18,3 (13,2) 
B111AOT BO Mece4 6 (6yKB111) (SO) 

(OCHOBHa KpajH T04K8) 
3Ha4111Te11HII1 npoMeHI!1 so BCVA so 12,1 (14,4) 18,3 (11,46) 

Mece4 12 (6yKB111) (CA) 
CTeKHysatt>e Ha 2: 15 6yKBII1 so B111AOT 28,8 61 '1 

(%) BO MeCe4 6 
CTeKHysatt>e Ha 2: 15 6yKBII1 so B111AOT 43,9 60,3 

(%) BO MeCe4 12 
nponop4111ja (%) TpeTMaH Ha nacep 61,4 34,4 

KaKo cnacysatt>e 3a 12 Mece4111 
P<0,0001 
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Cm1Ka 3 rnaBHa npoMeHa OA OCHOBaTa BCVA Meceu 6 111 12 BO CTYA111jaTa 
(BRAVO) 
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BL = OCHOBHa m1HI!1ja; SE = CTaHA8PAHa rpewKa Ha cpeAHaTa speAHOCT 

Ta6ena 6 Pe3ynTaTII1 Ha 6 111 12-TII1 Meceu BO CyYA111jaTa (CRUISE) 

Pe3ynTaTI!1 na>KHII1fnyl.leHTII1C nyl.leHT111C(6p=131) 
0,5 Mr (6p=132) 

3HaYL.nenHa npoceYHa npoMeHa eo 0.8 (16.2) 14.9( 13.2) 
Blll,QOT BO Mece1.16 (6yKB111) (SO) 

(OCHOBH8 KpajH T04K8) 
3Ha41o1Te11Hio1 npoMeHIIl eo BCVA eo 7,3(15,9) 13,9 (14,2) 

Mece1.112 (6YKB1o1) (C,Q) 
CTeKHyeatt:.e Ha ;:: 15 6yKBII1 eo Blll.QOT 16,9 47,7 

(%) BO MeCel.l6 
CTeKHyeatt:.e Ha ;:: 15 6yKBII1 eo BlllAOT 33,1 50,8 

(%) BO MeCel.l12 
P<0,0001 
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CmtKa 4 rnaeHa npoMeHa OA OCHOBaTa BCVA MeCe4 6 M 12 BO CTYAMjaTa 
(CRUISE) 

-2 

TreatrnEr:t gro11p 

ct-..arr~otl!!:di'D.D 
Cf'DCCied..av·I!U' to n m tbl.zumab 

6 7 s g 1:! 11 :J 
M:lnltl 

£\mnn'Ralblllln-<ifi J.5!1T:g tn-13.~) 
Rartl:iZI!milb O.f. rng l,rt-HD) 

BL = ocHOBHa m1HII1ja; SE = cTaHA8PAHa rpewKa Ha cpeAHaTa epeAHOCT 
CTYA111ja FVF3192g (PIER) 
Bo ABeTe CTYA111111 , nOA06pyealbeTO Ha B111AOT e np111Apy>t<eHO OA KOHTII1HYII1P8HO 111 
3H8'-1111TeilHO HaMailyBalbe Ha MaKyilapH1110T eAeM, WTO Ce Mep111 CO 1..\eHTpailHaTa 
peTII1HanHa Ae6enii1Ha. 

Kaj nal..\111eHTII1 co BRVO (BRAVO 111 npow111peHaTa CTYA111ja HORIZON): no 2 rOA111HII1 , Kaj 
n81..\111eHTII1Te KOII1 6111I1e TpeT111p8HII1 CO Il8>KH8 111HjeKL\111ja BO npBII1Te 6 MeCel..\111 , a KOII1 nOTOa 
npeMII1Hane Ha TpeTMaH co ranibizumab 6111ne nocTII1rHaTII1 CI1111'-IHII1 noAo6pyealba Ha 
B111AOT (- 15 6yKB111) BO cnopeA68 CO n81..\111eHTII1 TpeT111p8HII1 CO ranibizumab OA nO'-IeTOKOT 
Ha CTYA111jaTa (- 16 6yKB111) . CenaK, 6pojoT Ha nal..\111eHTII1 np111 3aepwyealbeTo Ha 
nep1110AOT OA 2 fOA111HII1 6111!1 orpaHII1'-IeH 111 6111!10 1113BOAI1111BO A8 ce HanpBall1 CaMO 
KBapTaileH MOHII1TOp111Hr. 3aTOa BO MOMeHTOB HeMa AOBOilHO AOK83111 OA KOII1 6111 MO>K9Il0 
Aa ce AOHece npenopaKa 3a Toa Kora Aa ce 3ano'-!He co TpeTMaH Ha ranibizumab Kaj 
nal..\111eHTII1 co BRVO. 
Kaj nal..\111eHTII1 co CRVO (CRUISE 111 npow111peHaTa CTYA111ja HORIZON): no 2 rOA111HII1 , Kaj 
n81..\111eHTII1Te KOII1 6111I1e TpeT111p8HII1 CO I18>KH8 Tepan111ja BO npB111Te 6 MeCel..\111 , a noTOa 
6111ne TpeTII1paHII1 co ranibizumab He ce nocTII1rHane cnopeAf1111BII1 ecpeKTII1 eo nomeA Ha 
nOA06pyealbe Ha BI/1AOT (- 6 6yKB111) BO cnopeA6a CO n81..\111eHTII1Te K0111 6111I1e TpeT111p8HII1 
co ranibizumab OA no'-leTOKOT Ha CTYA111jaTa (- 12 6yKB111) 

noAo6pyealbeTo Ha B111AOT co Tepan111ja Ha ranibizumab eo TeK Ha 6 111 12 MeCel..\111 e 
np111Apy>t<eHO CO nOBOI1HII1 ecpeKTII1 np111jaeeH111 OA CTpaHa Ha nal..\111eHTII1Te OApeAeHO CO 
npaWailHII1KOT Ha H81..\1110H8IlHII10T 111HCTII1TYT 38 OKO 111 Bll13yenHa cpyHKL\111ja (VFQ-25) nOA­
CK8Illl1 noep3aHII1 co meAalbe 6Ilii1CKY 111 A8I1Ky. Pa3Ilii1KaTa Mer'y Lucentis 0,5 mg 111 
KOHTpOI1H8Ta rpyna 6111!18 01..\eHeTO CO p-epeAHOCTII1 OA 0,02-0,0002 H8 MeCel..\ 6. 

neAII1jaTpii1CKII1 nau111eHTII1 
oe36eAHOCTa 111 ecp111K8CHOCTa Ha ranibizumab ce ywTe He ce 1113y1..1yea Kaj neA111jaTp111CKII1 
nal..\111eHTII1. 
EeponcKaTa areHL\111ja 3a MeA1111..\111Ha ce OApeKyea OA o6epcKaTa Aa r111 AOCT8BII1 
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pe3yilT8Tio1Te Ha CTYA~~ CO lucentis BO C~Te nOAMHO>KeCTBa Ha AeTCKa nonyna4~ja BO 
HeoeaceynapHa AMD, owTeryeatbe Ha B~AOT nopaA~ A~ja6eTec MaKynapeH eAeM ~ 
OWTeryBal-be Ha B~AOT nopaA~ ceeyHAapeH MaeynapeH eAeM nOp8A~ peT~H8IlH8 

BeHCKa OKI1y3~ja (B~AeTe ro AeilOT 4.2 38 ~HcpopM84~~ 38 AeTCKa ynoTpe6a) . 

5.2 ti>APMAKOKHHETCKH CBOJCTBA 

noCile ~HTpaB~TpeanHaTa 8AM~H~CTP84~ja Ha Lucentis Kaj na4~eHT~ co 
HeoeaceynapHa AMD, KOH4eHT84~jaTa Ha ranibizumab eo cepyMOT reHepanHo 6~na 
H~CKa, CO M8KC~M8IlHO H~BO (Cmc>v) ri18BHO nOA H~BOTO KOe e HeOnXOAHO 38 
~Hx~6~pal-be Ha 6~nowK~OT aKT~BeH VEGA OA 50% (11-27 ng/ml , OAPeAeH eo in vitro 
KI1eT04HO npon~cpepaT~BHO ~cn~ryeal-be) . H~BOTO Ha Cmax 6~no nponop4~0H8IlHO Ha 
np~MeHa Ha A038 BO oncer OA 0,05 AO 1 ,Omg/OKO. 

8p3 OCHOB8 Ha 8H8Il~3~Te Ha cpapM8KOK~HeT~KaTa Ha nonyna4~ja ~ eJl~M~H84~jaTa Ha 
ranibizumab OA cepyMoT Kaj na4~eHT~ TpeT~paH~ co A03a OA O,Smg, npoce4H~OT 
nony>t<~BOT Ha en~M~Ha4~ja Ha ranibizumab OA B~TpeoycoT e oKony 9 AeHa. noCile 
~HTpaB~TpeanHa 8AM~H~CTpa4~ja Ha Lucentis O,Smg/oKo, MaKc~ManHaTa 

KOH4eHTP84~ja Cmax Ha ranibizumab BO cepyMOT ce AOCT~rHyBa 38 nep~OA OA 1 AeH 
nocne AaBatbeTO Ha neKoT ~ e eo rpaH~4~ Mefy 0,79 ~ 2,90 ng/ml , AOAeKa 
epeAHOCT~Te 38 M~H~ManHaTa KOH4eHTP84~ja Ha ranibizumab Cmin ce npemocTaeyea 
AeKa ce BO rpaH~4~ Mefy 0,07 ~ 0,49 ng/ml. CepyMCK8T8 KOH4eHTP84~ja Ha 
ranibizumab e oKony 90 , 000-eA~H~4~ noH~cKa eo cnopeA6a co KOH4eHT84~jaTa Ha 
ranibizumab eo B~TpeyMoT. 

na4~eHT~Te co 6y6pe>t<H~ owTeTyBatba: He ce ~3BeAeH~ CTYA~~ 3a ~cn~ryeatbe Ha 
cpapMaKoK~HeT~KaTa Ha Lucentis Kaj na4~eHT~ co 6y6pe>t<H~ Hapywyeatba. 68% (136 
AO 200) OA na4~eHT~Te BO ~3BeAeH~Te cpapMaKOK~HeTCK~ ~cn~ryBatba ~Mane 
6y6pe>t<H~ owTeryeatba (46,5% 6nara [50-80ml/min], 20% cpeAHa [30-SOml/min] ~ 1 ,5% 
TeWKa [<3Qml/min] . C~CTeMCK~OT Kil~peHC 6~Il He3H84~TeilHO nOH~30K ~ He e OA 
Kil~H~4KO 3H84etbe. 

XenaTailH~ Hapywyeatba: He ce ~3BeAeH~ CTYA~~ 3a ~cn~TyBatbe Ha 
cpapMaKoK~HeT~KaTa Ha Lucentis Kaj na4~eHT~ co xenaTail~ Hapywyeatba. 

5.3 nPETKflHHH4KH nOt:~ATOL.IH 3A CHrYPHOCTA HA flEKOT 

6~IlaTepailH8T8 ~HTp8B~TpeailH8 8AM~H~CTP84~ja Ha ranibizumab Kaj 4~HOMOilryC 
MajMyH~ Ha A038 OA 2,25 mg/OKO ~ 2,0 mg/OKO eAH8W Ha CeKoj 2 HeAeil~ , noBeKe OA 
26 HeAeil~, pe3yilT~pana co A03H0-3ae~ceH oeynapeH ecpeKT. 
LI1HT80KYI18pHO, 6~Il0 eB~AeHT~paHO A03H0-38B~CHO BOCnaileH~e BO npeAH8T8 KOMOpa 
~ 6poj Ha KI1eTK~ co n~K 2 AeHa nocne ~HjeK4~jaTa . Ja4~HaTa Ha ~HcpnaMaTopH~OT 
OArOBOp reHepailHO e H8M8IleH CO np~MeHa H8 nOH8T8MOWH~Te ~HjeK4~~ ~Il~ 38 
epeMe Ha 383ApaeyeatbeTo. Bo 38AH~OT cerMeHT, ~Mallo B~TpeanHa KI1eT04Ha 
~Hcp~IlTP84~ja, co A03H0-3ae~cHa TeHAe4~ja ~ reHepanHo oncTojyeane AO KpajoT Ha 
TpeTMaHOT. Bo 26 HeAeila OA CTYA~jaTa, ja4~HaTa Ha ~HcpnaMa4~jaTa eo B~TpeycoT 
6~I18 3rOileMeHa COOABeTHO Ha 6pOjOT Ha np~MeHeT~Te ~HjeK4~~ - Tpe6a A8 Ce 
Hamac~. AeKa e 3a6ene>t<aHa peeep3~6~IlHOCT nocne 383Apaeyeal-beTo. np~poAaTa ~ 
BpeMeTO H8 ~HQli18M84~jaTa Ha 38AH8T8 KOMOpa e nOCil ~""', rOBOp OA 
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1.1MYHOnOWKI.1 nocpeAyBaHaTa peaK~I.1ja CO npOAYK~I.1ja Ha aHTI.1Tena, WTO e OA Mana 
KI11.1HI.14Ka Ba>KHOCT. <f>OpM1.1patbeTO Ha KaTapaKTa KOja 61.1na 3a6ene>KaHa Kaj HeKOI.1 
>KI.1BOTHI.1 nocne penaTI.1BHO AOilr nep1.10A OA 1.1HTeH31.1BHa 1.1HcpeK~I.1ja , ynaTyeaaT Ha TOa 
AeKa npoMeHI.1Te Ha neKaTa ce ceKYHAapH1.1 1.1 ce nocneAI.1~a Ha TewKaTa 1.1HcpnaMa~l.1ja . 
nocT-A03HO TpaH31.1TOpHo 3roneMyeatbe Ha 1.1HTpaoKynapeH np1.1TI.1COK 61.1n 3a6ene>KaH 
no 1.1HTpaB1.1TpeanHaTa 1.1HjeK~I.1ja, He3aBI.1CHO OA np1.1MeHeTaTa A03a. 

M1.1KpocoKoncKI.1Te OKYnapH1.1 npoMeHI.1 61.1ne noep3aHI.1 co 1.1HcpnaMa~l.1jaTa 1.1 He 
yKa>KyeaaT pa3eoj Ha AereHepaTI.1BeH npo~ec. Bo HeKo1.1 OA TpeT1.1paHI.1Te >KI.1BOTHI.1 61.1ne 
3a6ene>KaHI.1 rpaHynoMaT03HI.1 1.1HcpnaMaTOpH1.1 npoMeHI.1 BO OnTI.14KI.10T AI.1CK. 0BI.1e 
npoMeHI.1 Ha 38AHI.1Te cerMeHTI.1 Ce HaManyeaaT, a BO HeKOI.1 cny4a1.1 1.1 ~enOCHO Ce 
noeneKyeaaT 3a epeMe Ha nep1.10AOT HCi 3a3Apaeyeatbe. 

no 1.1HTpaB1.1TpeanHaTa aAMI.1HI.1CTpa~l.1ja He Ce 3a6ene>KaHI.1 3Ha~l.1 Ha CI.1CTeMCKa 
TOKCI.14HOCT, CepyMCKI.1Te aHTI.1Tena 1.1 aHTI.1TenaTa Ha B1.1TpeycoT 3a ranibizumab 61.1ne 
npoHajAeHI.1 BO HeKOI.1 OA TpeT1.1paHI.1Te >KI.1BOTHI.1 . 

He ce AOCTanHI.1 noAaTO~I.1 3a Kap~1.1HoreHOCT, MYTareHOCT 1.1 penpOAYKTI.1BHa 1.1n1.1 
TepaTOnOWKa TOKCI.14HOCT. 

Kaj 6peMeHI.1 MajMyHI.1, TpeTMaHOT co ranibizumab pe3ynT1.1pan co MaKCI.1ManHa 
CI.1CTeMCKa eKCn031.1~1.1ja 0,9-7 naTI.1, BO HajnOW cny4aj Ha KI11.1HI.14Ka 1.13nO>KeHOCT, He 
npeAI.13BI.1Kan nojaea Ha eM6p1.10HanHa TOKCI.14HOCT 1.1n1.1 TepaTOreHOCT, 1.1 HeMan ecpeKT 
Bp3 Te>KI.1HaTa 1.1n1.1 CTpyKTypaTa Ha nna~eHTaTa , 1.1aKO, Bp3 OCHOBa Ha HerOBOTO 
cpapMaKOnOWKO AejCTBO ranibizumab Tpe6a Aa Ce CMeTa KaKO noTeH~I.1janHO TepaToreH 
1.1 eM6p1.1o/cpeTOTOKCI.14eH areHC. 

OTcycTBOTO Ha ranibizumab-nocpeAyBaHI.1 ecpeKTI.1 eo norneA Ha eM6p1.1o-cpeTanHI.10T 
pa3BOj rnaBHO ce AOn>KI.1 Ha HeMO>KHOCTa Ha Fab cpparMeHTOT Aa ja npeMI.1He 
nna~eHTaTa. CenaK, 3a6ene>KaHo e BI.1COKO cepyMcKo HI.1BO Ha ranibizumab Kaj MajKI.1Te 
1.1 np1.1CYCTBO Ha ranibizumab BO cepyMOT Ha cpeTYCOT, WTO yKa>KYBa AeKa aHTI.1-
ranibizumab aHTI.1Tena AejcTeyeaaT KaKo (Fe peri.10HOT COAp>KaT) TpaHcnopT-npoTei.1HI.1 
3a ranibizumab, co WTO ce HaManyea cepyMCKI.10T KI11.1peHc Ha MajKaTa 1.1 ce 
OB03MO>KYBa nna~eHTapeH TpaHCcpep. Co orneA Ha TOa WTO 1.1CTpa>KyBatbaTa 3a 
eM6p1.1o-cpeTanHI.10T pa3BOj ce 1.13BeAeHI.1 Ha 3ApaBI.1 6peMeHI.1 >KI.1BOTHI.1, a 6oneCTI.1Te 
(KaKO WTO ce Al.1ja6eTeC) MO>KaT Aa ja 1.13MeHaT MeKOCTa Ha nna~eHTaTa KOH cpparMeHT 
Fab, pe3ynTaTI.1Te OA CTYAI.1jaTa Tpe6a Aa ce TonKyeaaT co npema3n1.1eocT. 

6.0 CI>APMAUEBTCKII1 OC06EHOCTII1 

6.1 flHCTA HA EKC/..lHnHEHTH 
a,a-Tp1.1xano3a AI.1X1.1ApaT 
XI.1CTaAI.1H X1.1Apoxnop1.1A, MOHOX1.1ApaT 
XI.1CTaAI.1H 
noni.1COp6aT 20 
BoAa 3a 1.1HjeK~I.1ja 

6.2 HHKOMnATH6HflHOCTH 

Bo OTCYCTBO Ha noAaTO~I.1 CTeKHaTI.1 OA CTYAI.11.1 3a KOMnaTa61.1nHOCT, OBOj MeAI.1~1.1HCKI.1 
npOAYKT He cMee Aa ce Mewa co APYrl.1 MeAI.1~1.1HCKI.1 npOAYKTI.1. 
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6.3 POK HA TPAEibE 
Tp~ (3) roA~H~. 

6.4 HA 'IHH HA LfYBAibE 
.Qa ce 1.1yea BO cpp~>K~Aep (2°C- 8°C). 
,Qa He ce aaMpaHyea . 
.Qa Ce 4yBa aMnyilaTa BO HaABOpeWHa KapTOHCKa KYT~ja 3a Aa ce 3aWT~T~ OA 
CBeTil~Ha. 

6.5 nAKYBAibE 
0,23 ml pacTeop eo aMynna (T~n I K!laca) co aaTeopa4 (xnopo6YT~Il ryMa) , co 1 cp~nTep 
~rna. 

1 ~rna aa ~HjeK1..4~ja ~ 1 wnp~1..4 (non~npon~neH) . naKYBatt.eTo COAP>K~ 1 aMnyna. 

6.6 CnEI..lHJAflHH nPE,llYnPEIIYBAibA 3A OTCTPAHYBAibE 
B~jan~Te ce aa eAHOKpaTHa ynoTpe6a. 

3a noArOTOBKa Ha Lucentis aa ~HTpae~TpeanHa ann~Ka1..4~ja , Be MOil~Me cneAeTe r~ 
CileAH~Te ~HCTPYKL4~~ : 

1. npeA OTCTpaHyBatt.e, HaABOpeWH~OT ryMeH 3aTBOpa4 Ha aMnynaTa Tpe6a Aa ce 
Ae3~H¢~1..4~pa . 

2. Ce co6~pa 51Jm co cp~nTep ~rnaTa (AOCTanHa) eo 1 ml wnp~1..4 (AOCTaneH) KOp~cTejK~ 
acem~4Ha TexH~Ka . np~T~CHeTe ja ~rnaTa eo 1..4eHTapoT Ha ryMeH~OT aaTeopa4 ce 
AOAeKa BpBOT Ha ~r!laTa Hero A06pe AHOTO Ha B~ja!laTa . 

3. 0TCTpaHeTe ja 1..4ei1aTa Te4HOCT OA B~janaTa , Ap>KejK~ ja B~jailaTa BO ~cnpaBeHa 
nono>K6a, Heaa6ene>K~TeilHO HaKiloHeTa aa nonecHo 1..4enocHo npaaHett.e. 

4. Oc~rypajTe ce AeKa nOAB~>KH~OT Kil~n e AOBOilHO noene4eH aa epeMe Ha 
npaaHett.eTo Ha e~janaTa co 1..4en Aa ce ~cnpaaH~ ~ cp~nTep ~rnaTa . 

5.0cTaBeTe ja cp~nTep ~rnaTa eo e~janaTa ~ ~3BaAeTe ro wnp~1..40T OA ~rnaTa . noCile 
npaaHett.e Ha e~janaTa ~rnaTa Tpe6a Aa ce cppn~ ~ He Tpe6a Aa ce Kop~cT~ aa 
~HTpaB~Tpea!lHa ~HKe1..4~ja. 

6. lf1rnaTa aa ~HjeK1..4~ja Tpe6a cem~4K~ ~ 1..4BPCTO Aa ce np~Ka4~ Ha wnp~L.40T . 

7. BH~MaTeilHO Aa ce OTCTpaH~ Kana4eTO OA ~rilaTa 3a ~HjeKT~patt.e 6e3 Aa ce OABO~ 
~rnaTa OA wnp~L.40T . 

3a6enewKa: ,Qp>KeTe ja >KOilTaTa ocKa Ha ~rnaTa AOAeKa ro BaA~Te Kana4eTo. 

8. BH~MaTeilHO OCTpaHeTe ro B03AYXOT OA wnp~L40T ~ nOAeCeTe ro Ha A03a OA 0,05ml. 
Wnp~L.40T e noArOTBeH aa ~HjeKT~patt.e . 

3a6enewKa: He ja 6p~weTe ~rnaTa ~ Hero noeneKyeajTe wnp~L.40T (noAB~>KH~OT Kil~n) . 

C~Te He~CKOp~CTeH~ ~Il~ noTpOWeH~ MaTep~jail~ Tpe6a Aa Ce OTCTpaHaT BO 
cornacHocT co noKailH~Te 6apatt.a. 

7.0 1.1ME 1.1 A,QPECA HA nPOI.13BO,QI.1TEllOT 

NOV ARTIS Pharma AG, Weaj1..4ap~ja 
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8.0 5POJ ~ AATYM HA PEWEH~ETO 3A nPOMET 

15-663 1110 

9.0 AA TYM HA nPBOTO O.Q05PEH~E/05HOBA HA O.QOSPEH~ETO 

3 1.05.2011 

10.0 AA TYM HA (.QEflYMHA) PEB~3~JA HA TEKCTOT 

<t>eepyap1.1 2012 
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