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)_‘ijAnti—VEGF cevaplar

Erken Donem...Gec¢ Donem

AYLIK DUZENLI ENJEKSIYONLAR
YAPILMIS HASTALARDA!
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Anti-VEGF cevaplari
Erken Donem

COK iYi CEVAP (iLK 3 DOZ ILE SIVI YOK, GK1)
SUBOPTIMAL CEVAP (GK=1 SIVI{ TAM DEGIL)
STABILIZASYON

» LK 3 DOZ ILE SIVI AYNI GK: AYNI
CEVAPSIZLIK (iLK 3 DOZ ILE SIVIT VEYA GKU, Hemoraji (+))

HEMORAJIK CEVAP (ILK DOZLARDA GIDEREK ARTAN
HEMORAJILER)

KOMPLIKASYONLAR (RPE YIRTIGI, ATROFI)
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Anti-VEGF cevaplari
Erken Donem

COK IYi CEVAP (iLK 3 DOZ ILE SIVI YOK, GK1)
SUBOPTIMAL CEVAP (GK=1 SIVI! TAM DEGIL)
STABILIZASYON

e LK 3 DOZ ILE SIVI AYNI GK: AYNI

CEVAPSIZLIK (ILK 3 DOZ ILE SIVIT VEYA GK{, Hemoraji (+):
Aktivite skoru!)

HEI\/IORAJ@K CEVAP (ILK DOZLARDA GIDEREK ARTAN
HEMORAJILER)

KOMPLIKASYONLAR (RPE YIRTIGI, ATROFI)
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Anti-VEGF Cevaplari
Uzun DOnem

COK iYi CEVAP VERENLER: Yillarca ilave tedaviye intiyac duymayabilir.

YAVAS CEVAP VERENLER: >3 sira kazananlarin %8-13’0 3 -12. aya kadar
olmus (CATT, HARBOUR)

SIK TEDAVI GEREKTIRENLER
* Aylik tedaviye ragmen persistan sivisi olanlar
e [edaviye Iyl cevap verip sik reaktive olanlar

e RAP, Genis occult membranlar (RPE-alt|)

BASLANGICTA Y] CEVAP (ILK 3 DOZ ILE SIVI YOK)—GIDEREK AZALAN
CEVAP: TASIFLAKSI / TOLERANS
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ANTI-VEGF TEDAVIDE
ISTENMEYEN SONUC

« GORMEDE AZALMA!
» HER GORMEDE AZALMA CEVAPSIZLIK MIDIR?

» CEVAPSIZLIGI NASIL TARIF EDELIM?




Yas Tip YBMD
Dogal Gidis

 Dogal gidisten daha i1yl gorsel prognozu olan tum
durumlar tedaviye olumlu cevap gostergesidir.

* Dogal Gidis: MARINA & PIER

Holz ,F., et al. IOVS, January 2010, Vol. 51, No. 1- 405-412.
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Yas lip YBMD
Dogal Gidis

e GK de yilda 12.6 harf kayip ortalama dogal hastalk ®
progresyonu olarak tanimlanmistir.

e MARINA ve PIER deki sham tedavi hastalarindan:
hastalar arasi SD: 20 harf/yil!

e Yavas (5 harf/yil), orta (12.6 hart/yil), ve hizli (19
hart/yll) progresyon gdsterenler

Holz k., et al. IOVS, January 2010, Vol. 51, No. 1-
405-412.




ANTI-VEGF TEDAVI
CEVAPSIZLIK TANIMI

© e+« GORMEDE AZALMA? 2

©@ -+ OCT DE SIVIDA ARTIS? o

‘a\ -~ 1 C7Z\/AANINA DIINILIINAED ‘s’

| EZYON AKTIVITE SKORUNDA ARTIS OLMASI
- ' -

e ° SK TEDAVI| IHTIYACI DUYMA DURUMU? ©

Jli.

® ° CEVAPSIZLIGI NASIL TARIF EDELIM? ©




KLINIK |

=ZYON AKTIVIT
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Lezyon aktif deqil







ANTI-VEGF TEDAVI

_/ CEVAPLA

al

LEZYON AKTIF DEGIL GK{

» RPE ATROFIS

NV gerilemesi.... Dis retina katmanlarinda

iIskemi?

* Anti-VEGF: Noroproteksiyon (-)?

e FIBROZIS NEDENIYLE (ANTI-PDGF-Fovista!)
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ANTI-VEGF TEDAV|
CEVAPLARI
LEZYON AKTIF GKU

e Rekulrren, persistan veya ilerleyen exudatif hastalik

e LEZYON AKTIVITESI YUKSEK!
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ANTI-VEGF TEDAVIDE
ISTENMEYEN CEVAP

» SUBOPTIMAL CEVAP (GK=1 SIVI{ TAM DEGIL)

STABILIZASYON CEVABI (ILK 3 DOZ ILE SIVI VE GK:
AYNI)

CEVAPSIZLIK (ILK 3 DOZ ILE SIVIT VE GK! HEM.)

HEMORAJIK CEVAP (ILK DOZLARDA GIDEREK ARTAN
HEMORAUJILER)

TASIFLAKSI-TOLERANS

KOMPLIKASYONLAR (RPE YIRTIGI, ATROFI)
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ANTI-VEGF TEDAVIDE
ISTENMEYEN CEVAP
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Anti-VEGF Tedavide
Yavas Cevap Verenler

* NnYBMD'de ranibizumab tedavisi ile erken ve gec

>15 hart kazananla
ve CATT calismalar

« DreyerR, etal. ARVO, 2013 (poster)

- ANCHOR, MARINA, HARBOR

ndan retrospektif bir analiz

e Richard Gale, Jean Francois Korobelnik, Yit Yang, Tien Y. Wong.




Anti-VEGF Tedavide
Yavas Cevap Verenler

nYBMD calismalarinda aylik ranibizumab doz uygulamasi
ile erken ve ge¢ 215 harf kazanimi olan hastalarin orani

Erken kazananlar ™ Gec kazananlar

24

18 18
16 15 16 16

MARINA ANCHOR HARBOR CATT




Anti-VEGF Tedavide
Yavas Cevap Verenler

Ranibizumab PRN doz uygulama rejimi ile erken ve geg¢
215 harf kazanimi olan hasta orani

13

-

HARBOR
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ANTI-VEGF TEDAVIDE

,\9) [STENMEYEN CEVAP

e SUBOPTIMAL CEVAP (GK=1 SIVI{ TAM DEGIL)

» STABILIZASYON CEVABI (ILK 3 DOZ ILE SIVI VE GK:

AYNI)

CEVAPSIZLIK (ILK 3 ™~ Q‘? . VE GK1 HEM.)

| \?\?/$ |
HEMORAJIK CE\ © OZLARDA GIDEREK ARTAN
HEMORAJILER)

TASIFLAKSI-TOLERANS

KOMPLIKASYONLAR (RPE YIRTIGI, ATROFI)
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ANTI-VEGF TEDAVIDE
DIRENC

YANLIS TANI (%46.2)

-PCV, RAP, VITELLIFORM, SSKR

ASIFLAKSI-TOLERANS (%22)
CEVAPSIZLAR (%26.9)
HEMORAJIK CEVAP

KOMPLIKASYONLAR: RPE vyirtigi, atrofi, skar
olusumuna bagl gbrme kaybi (%11.6)

Manoj SM. Why does anti-VEGF treatment fail in AMD. Kerala Journal of Ophthalmology. 2011.




19.12.2012, 0S

HeEiDEwBer BAF 30° ART(9) HEIDELBEIG|
ENGINEENNG _ ENGINEENNG




YBMD nin alt tipi
Tum yas tip YBMD %8-13 (beyaz irk), %24-50 (asyal)
Drusen yok, Yavas seyir!

Peripapiller yerlesim gosteren turuncu renkli subretinal polipler,
dallanan dilate damarlar

Siklikla RPE alti kanamalar
TANI: ICG sart

TEDAVI: PDT+Anti-VEGF
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03/2013,VA: 0.3, IV Anti-VEGF
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12/2013,VA: 0.2
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16.12.2013, 0S
IR&OCT 30° ART [HS] ART(9) Q: 20 aHeeLBes
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YANLIS TANI
RAP

Yanuzzi 2001
Tdm yas tip YBMD %15’ (beyaz irk), %4.5 (asyal)
Evre 1: Intraretinal neovaskuilerizasyon

Evre 2: Subretinal neovaskulerizasyon

Evre 3: Klinik KNV

©
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YANLIS TANI
RAP

 Tip 3 KNV
* [edaviye daha direncli

e Kombine tedaviler?

« PDT

e Steroidler

* Anti-VEGF
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/\9) YANLIS TANI

VITELLIFORM LEZYONLAR

» PATERN DISTROFI

« AOVMD
e KELEBEK SEKILLI

. FUNDUS PULVERULENTUS —




HEIDELBEIrG
ENGINEENNG

HEIDELBEIG
ENGINEErNNG

19.12.2012, OS

Heipewser BAF 30° ART(9)

ENGINEErnNG
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Go6rme Duzeyi iyi

Sikayetleri yok (min
metamorfopsi)

Tesadufen tfarkedilir

Intraretinal/subretinal sivi yok B

Enjeksiyon yapiimig/
onerilmis olabllir

Daha seyrek KNV gelisebilir

IR&OCT 30° ART [HS] ART(10) Q: 23






SKR

3X lucentis GK
: 0,5

YBMD ici
MD icin 3X ENJEKSI
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13.ay: GK: 0.8



KRONIK SSKR

Drusen yok! &
FA: Genellikle bilateral multiodakli sizintilar, o
OCT: Subfoveal sivi ve PED (intraretinal sivi -)

¢

ICG: Koroidal hyperpermiabilite

L e
A

EDI-OCT: Kalin koroid

" :
‘.“I &tk 1

KVNM seyrek (Anti-VEGF

Tedavi: PDT &




® ANTI-VEGF TEDAVIDE
P DIRENGC
e YANLIS TANI (%46.2)

-PCV, RAP, VITELLIFORM, SSKR

e TASIFLAKSI-TOLERANS (%22)

« CEVAPSIZLAR (%26.9)
« HEMORAUJIK CEVAP

e KOMPLIKASYONLAR: RPE yirtigi, atrofi, skar
olusumuna bagl gbrme kaybi (%11.6)

————
Manoj SM. Why does anti-VEGF treatment fail in AMD. Kerala Journal of Ophthalmology. 2011.
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yGEC DONEMDE AZALAN
CEVAP... DIRENC?

Biyolojik ilaclarin uzun stre kullanimi sonrasi

etkinlikte progresit azalma

Tasiflaksi / Tolerans




9 TASIFLAKS

Keane PA, Liakopoulos S, Ongchin SC, Heussen FM, Msutta S, Chang KT et al. Quantitative
subanalysis of optical coherence tomography after treatment with ranibizumab for neovascular age-
related macular degeneration. Invest Ophthalmol Vis Sci 2008; 49(7):3115-3120.

Schaal S, Kaplan HJ, Tezel TH. Is there tachyphylaxis to intravitreal anti-vascular endothelial growth
factor pharmacotherapy in age-related macular degeneration? Ophthalmology 2008; 115(12):
2199-2205.

Forooghian F, Cukras C, Meyerle CB, Chew EY, Wong WT. Tachyphylaxis after intravitreal
bevacizumab for exudative age-related macular degeneration. Retina 2009; 29(6):723-731.

Eghoj MS, Sorensen TL. Tachyphylaxis during treatment of exudative age-related macular
degeneration with ranibizumab. Br J Ophthalmol 2012; 96(1):21-23.

Gasperini JL et al. Bevacizumab and ranibizumab tachyphylaxis in the treatment of choroidal
neovascularisation. Br J Ophthalmol. 2012

Tranos P et al. Resistance to anti-VEGF treatment in AMD.Drug Design, Development and Therapy
2013 (Review)

Binder S. Loss of reactivity in intravitreal anti-VEGF therapy: tachyphylaxis or tolerance? Br J
Ophthalmol 2012; 96(1):1-2. (editorial)




TASIFLAKSI

Biyoetkinlikte azalmar..

* Bevacizumab (2.5 mg)

100 L&)
"‘al < Bevacizumab (1.25 mg) + piTA (2.0 mg)
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Intravitreal Injections

e Schaal S, Kaplan HJ, Tezel TH. Is there tachyphylaxis to
Intravitreal anti-vascular endothelial growth factor
pharmacotherapy in age-related macular degeneration?
Ophthalmology 2008; 115(12):2199-2205.
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TASIFLAKS]

Forooghian F et al. Tachyphylaxis Following Intravitreal Bevacizumab for
Exudative ARMD. Retina 2009.

* NIH

Tasiflaksi

6/59 g6z: %10

Ort 8 enjek, ort 100 hafta

Eghoj MS, Sorensen TL. Tachyphylaxis during treatment of exudative age-related
macular degeneration with ranibizumab. Br J Ophthalmol 2012; 96(1):21-23.

e Tasiflaksi

. 20/1076 gbz: (%2)
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TASIFLAKS]

Doheny Eye Institute
26 gdzde tasitlaksi

Bazilarl 2-3 enjeksiyon, bazilari 10-11 enjeksiyon sonrasi

%81l diger anti-VEGF'e gecis ile bir miktar olumlu cevap ®

« Gasperini JL et al. Bevacizumab and ranibizumab tachyphylaxis in the treatment of

choroidal neovascularisation. Br J Ophthalmol. 2012

©
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GEC DONEMDE AZALAN

/Q) CEVAP

e Erken (2-3 enjeksiyon sonrasi): Tasiflaksi

» Gec (10-15 enjeksiyon sonrasi): Tolerans

® Binder S. Loss of reactivity in intravitreal anti-VEGF therapy: tachyphylaxis or
tolerance?! Br | Ophthalmol 2012; 96(1):1-2.

® Schaal S, Kaplan HJ, Tezel TH. Is there tachyphylaxis to intravitreal anti-vascular

endothelial growth factor pharmacotherapy in age-related macular degeneration!?
Ophthalmology 2008; | 15(12):2199-2205.

e




GUTF Calisma-Amag

Tachyphylaxis during ranibizumab treatment of

exudative age-related macular degeneration

Srbel Doguizi’, Sengul Ozdek~, Selcen Yuksel” Int J Ophthalmol, 2015

® Neovaskuler YBMDnin anti-VEGF lerle
tedavisi sirasinda taSiflaksi-tolerans
geliSme oranlari

® TasSiflaksi-tolerans geliSen hastalarin klinik
ozelliklerini belirlemek



Hastalar ve Method

® Retrospektif calisma: Neovaskuler YBMD
icin anti-VEGF tedavisi alan hastalarin
dosyalarinin incelenmesi
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Tanim

® Erken pozitif cevap (SFK veya PED
yuksekliginde azalma)

® Sonradan enjeksiyonlara ragmen tedaviye
cevabin glderek azalmas: (SFK veya PED
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3

® Olumsuz cevabin ge




Bulgular

® 206 goz (201 hasta)

® Joplam |6 gozde tedaviye cevapta azalma
goruldu (%7.7)

® Ortalama takip: 49.5 ay (36-63 ay)
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Medyan enjeksiyon sayisl
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® Tasiflaksi geliSene kadar: -
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4. Lucentis

3x Lucentis
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MEKANIZMALAR

® Uzun sureli kullanimda reseptorlerin desensitizasyonu
(tolerans)

® Cozum: Daha sik veya daha yuksek doz tedavi?

® Forooghian et al: high-dose IVB (2.50 mg) did not
restore the therapeutic response (Retina 2009)

® Farmakodinamik Tolerans: ArtmiS VEGF Expresyonu (Daha
stk veya daha yuksek doz tedavi)
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MEKANIZMALAR

® Diger anjiojenik faktorlerde bloke VEGF'i kompanze
etmek igin artis (fibroblast GF, PIGF)

o Aflibercept (VEGF-trap eye): blockage of another
pathway “plasental growth factor (PIGF)”:

dramatic responses in eyes refractory to
s A YBSUYR (Ratel ot ol Ere ) i




Cozim Onerileri
® Tasiflaksi:
® TJedaviye ara vermek
® Baska anti-VEGF’e gegis
® TJolerans:
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2014-Switch

| . Aflibercept




ANTI-VEGF TEDAVIDE

} DIRENG

e CEVAPSIZLAR (%26.9) (ILK 3 DOZ ILE SIVIT VEYA GK
AS!)

e HEMORAJIK CEVAP

s KOMPLIKASYONLAR: RPE yirtigi, atrofi, skar olusumuna
pagl gbrme kaybi (%11.6)

L — —————
Manoj SM. Why does anti-VEGF treatment fail in AMD. Kerala Journal of Ophthalmology. 2011.




CEVAPSIZLIK

© - YEW:ERLI VE DUZENLI AYLIK ENJEKSIYONLARA
RAGMEN!

©
TAKIPLERDE OCT SIVIT, GK1, HEMORAJIT,
©® > LEZYONBUYUYORSA...... ASV

© ° STABIL ISE (GK AYNI, SIVI AYNI, AS AYNI):
CEVAPSIZ DENEMEZ!....AYNI TEDAVIYE DEVAI\/I

+ GORME STABIL, SIVI AZALIYOR AMA (+): KISMI
@  CEVAP....AYNI TEDAVIYE DEVAM




CEVAPSIZLIK

« KNV TiPi (PCV, RAP)

* KNV MATURASYONU,

e GENETIK

e VMT-ERM VARLIGI

« Karaca EE, Kepez YB, Cubuk MO, Ozdek S. Epiretinal membranes in
neovascular age-related macular degeneration: effect on outcomes of
anti-VEGF therapy. Retina. 2015
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CEVAPSIZLIK

69Y, K, GK: 0.4

3X Avastin
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09Y, K, GK: 0.4

3X Avastin sonrasi GK: 0.3

Lucentis 3x; GK: 0.5




CEVAPSIZLIK

SWITCH

TA, Ressam, 64y, G: 0.7, AS: 7, IV Avastin (1.) (Kasim 09)




Ocak 2009, 2x Avastin, GK: 0.32, Subjektif GK|, AS: 9
(1. Lucentis)

TR s .
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o iee 04.03.2015,0S
2 MR IR&OCT 30° ART [HS] ART(9) Q: 20 eemere™
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Anti-VEGF Tedaviye
Cevapta Genetik Fakorler

e TUrk toplumunda CFH (Y402H) ve VEGF rs2146323,rs699947
SNP’lerinin anti VEGF tedavi etkinligine katkisi yoktur.*

« CFH genindeki rs1061170 polimorfizmi YBMD de anti-VEGF cevabinin
prediktorudir. (homozigot mutantlarda tedaviye cevapta 1.6x
azalma)**

« CFH, ARMS2, ve HTRAT genleri ile tedavi cevabl arasinda iliski yok™*

*Yildiz BK, Ozdek S ve ark. EKSUDATIF YASA BAGLI MAKULA DEJENERASYONUNDA ANTI-VEGF TEDAVI ETKINLIGININ
GENETIK POLIMORFIZM ILE ILISKIiSI. TOD Ulusal Kongre, 2013

**Chen H, Yu KD, Xu GZ. Association between variant Y402H in age- related macular degeneration (AMD) susceptibility
gene CFH and treatment response of AMD: a meta-analysis. PLoS One. 2012;7(8)

***Qrlin A, et al. Association between high-risk disease loci and response to anti-vascular endothelial growth factor treatment
for wet age related macular degeneration. Retina. 2012;32:4-9.
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Cevapsizlik

VM I-ERM Varhg

EPIRETINAL MEMBRANES IN
NEOVASCULAR AGE-RELATED MACULAR
DEGENERATION

Effect on Outcomes of Anti-vascular Endothelial
Growth Factor Therapy

EMINE ESRA KARACA, MD,*} BURCIN KEPEZ YILDIZ, MD,f MEHMET OZGUR CUBUK, MD.}
SENGUL OZDEK, MD:

Purpose: To investigate the role of epiretinal membrane (ERM) on outcomes of anti-
vascular endothelial growth factor therapy in patients with neovascular age-related macular
degeneration (NnAMD).

Karaca EE, Kepez YB, Cubuk MO, Ozdek S. Epiretinal membranes in neovascular age-
related macular degeneration: effect on outcomes of anti-VEGF therapy. Retina. 2015
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Cevapsizlik
VMT-ERM Varlig

L;_‘IO 0 um

14.01.2014, OS

IR&OCT 30° ART [HS] ART(10) Q: 26 HEIDELBENS
ENGINEENNG

e Karaca EE, Kepez YB, Cubuk MO, Ozdek S. Epiretinal membranes in neovascular age-
related macular degeneration: effect on outcomes of anti-VEGF therapy. Retina. 2015




Cevapsizlik
VMT-ERM Varligl

Table 1. Baseline Characteristics of the Patients in Three Groups
Group 1 (n=43) Group 2 (n = 29) Group 3 (n=18) P (ANOVA)

Age (years) 705 +1.3 703 1.3 69.11 + 1.3 0.919
Sex (M/F) 18/25 1118 6/12 0.274
CNV type (occult/classical) 34/9 20/9 13/5 0.651
Follow-up time (month) 315 +3.2 25125 29.72 + 0.4 0.274
BCVA (baseline) (logMAR) 0.5 (0.1-1 0.5 (0.1-1) 0.3 (0-1) 0.204
CFT (um) (baseline 10-6 ' o—1,00C 25E =60C 0.525
Lesior-siz€ (Ccm-) (baseline) 9.97 (0.21-71.37) 10.23 (0.65-33.12) 11.29 (1.38-37.3 B30
No. injections 8.32 + 4.7 6.87 + 3.3 11629 <0.001
Injection intervals (weeks) 7.59 (4-10.7) 7.2 (4-12.2) 6.12 (4-9.1) <0.032

est interval between injections (weeks) 10.7 12.2 9.1 <0.01

ANOVA, a i i : CFT, central foveal thickness; CNV, choroidal neovascularization.

« Karaca EE, Kepez YB, Cubuk MO, Ozdek S. Epiretinal membranes in neovascular age-
0 related macular degeneration: effect on outcomes of anti-VEGF therapy. Retina. 2015 G
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) ANTI-VEGF TEDAVIDE
> DIRENC

e YANLIS TANI (%46.2)
PCV, RAP, VITELLIFORM, SSKR
e TASIFLAKSI-TOLERANS (%22)
o CEVAPSIZLAR (%26.9) (ILK 3 DOZ ILE SIVIT VEYA GK{)
» HEMORAJIK CEVAP

e KOMPLIKASYONLAR: RPE virtiqi, atrofi, skar olusumuna
bagli gérme kaybi (%11.6)




¥) HEMORAJIK CEVAP

72y, Ocak 09, GK: 0.1, PED, IV Lucentis, AS:11




Subat 09, GK: 4mps, 2. Lucentis, AS: 13




Mart 09, GK: 3mps, AS: 13




HEMORAJIK CEVAP

1 1/2013







HEMORAJIK CEVAP

IV Lucentis+tPA+SF6+Yuzustu pozisyon

|5 gun sonra i




. ay:
GK:0.4
Lucentis

2. ay:

GK: 0.6
Lucentis

13.01.2014, OS

AR AN E G AEYE FRAC L AEYY s S B

17022014, 0S5

19.03.2014, 0S
IRSOCT 30° ART [HS] ART(9) @ 19




HEMORAJIK CEVAP




HEIDELBEr
ENGINEENNG

17 3 2014



Cerrahi: PPV-MP-ILMP-Subretinal tPA-Gaz

200 : Iyw-

TASBAS, NIGAR, 01.01.1939
2803 2014, 0D
IRSOCT 30" [HS] ART(9)Q 23

TASBAS, NIGAR, 01.01.1939
15.04. 2014, 00
IR&OCT 30° [HS] ART(9) Q: 28



Postop |.ay, GK:0.2, Ranibizumab’a devam

9/2015: Postop 1.5 Y
GK: 0.3 (11x Ranib.)




HEMORAJIK CEVAP

Prof. Dr. Sengiil Ozdek

.




%) ANTI-VEGF TEDAVIDE
= DIRENC

o YANLIS TANI (%46.2)

-PCV, RAP, VITELLIFORM, SSKR

s TASIFLAKSI-TOLERANS (%22)

* CEVAPSIZLAR (%26.9) (iLK 3 DOZ ILE SIVIT VEYA GKJ
AS!)

e HEMORAJIK CEVAP

e KOMPLIKASYONLAR: RPE yirtigi, atrofi, skar olusumuna
bagli gérme kaybi (%11.6)

N
Manoj SM. Why does anti-VEGF treatment fail in AMD. Kerala Journal of Ophthalmology. 2011.




ANTI-VEGF TEDAVIDE
KOMPLIKASYONLAR

Gorme Kaybi (%11.6)

 RPE yirtigl,

e RPE atrofisi,

e Skar olusumuna bagl




Doguizi S, Ozdek S. PIGMENT EPITHELIAL TEARS ASSOCIATED WITH ANTI-VEGF THERAPY:
Incidence, Long-term Visual Outcome, and Relationship with Pigment Epithelial Detachment in Age-
related Macular Degeneration. Retina. 2014 Jun;34(6):1156-62.

| PIGMENT EPITHELIAL TEARS
ASSOCIATED WITH ANTI-VEGF
THERAPY

Incidence, Long-term Visual Outcome, and
Relationship with Pigment Epithelial Detachment
in Age-related Macular Degeneration

SIBEL DOGUIZI, MD, SENGUL OZDEK, MD

Pumpose: To evaluate the prevalence of retinal pigment epithelium (RPE) tears
associated with anti-VEGF therapy and s rmlation with retinal pigment epithelial
detachment (PED).

Methods: A total of 226 patients with exudative age-related macular degeneration
treated with intravitreal anti-VEGF were included retrospectively in the study. The presence
of RPE tears; the effect of the presence, height, and duration of PED on the rate of RPE
tears; and change in visual acuity during follow-up were recorded.

Results: Among 226 study patients, 28 (12.3%) had RPE tears. The RPE tear rate was
significantly higher in patients with vascularized PED WPED) than in those without PED (19.7%
vs. 2.1%; P < 0.001). The change in visual acuity after the formation of RPE tear was not
statistically significant (on logMAR scale: 0.92 + 0.49 initially, 0.89 + 0.41 after the RPE tear,
0.96 + 0.45 at the last follow-up; P = 0.613). Pigment epithelial detachment height >580 m
(odds ratio = 69.4; 95% confidence interval = 16.7-288.1) and PED duration =4.5 months
(odds ratio = 166.7; 95% confidence interval = 15.2-1000) were found to be significant risk
factors for RPE tear formation.

Conclusion: The RPE tears are not infrequent among eyes treated with intravitreal anti-
VEGFs. The presence, increased height, and shorter duration of vPED are potential risk
factors for RPE tears associated with anti-VEGF therapy.

RETINA 0:1-7, 2013
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ANTI-VEGF TEDAVIDE
KOMPLIKASYONLAR

® Retrospektif analiz: 226 neovaskuler
YBMD hastasi, anti-VEGF tedavisi

® RPE yirtik orani; 28 goz (12.3%)

® RPE yirtik orani PED li gozlerde (7% 19.7)
PED siz gozlere gore (%2.1) daha fazla
(p<0.001).

® Takipte gormedeki degisimler



PED height
580 um /_/

o

Duration of PED:
4.5 months
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AUC=0.897
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1-Specificity

: RPE yirtigi
oluSmasinda risk faktorleri.

*PED duration predicts RPE tear risk with 77% sensitivity and 98% specificity.

*PED height predicts RPE tear risk with 85% sensitivity and 92% specificity



PED suresi

® RPE yirtqi ile iliskisini gosteren ilk calisma

® Neovaskuler olay taze: immatur damarlar
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GK: 0.3, Avastin, 2 hf sonra: RPE yirtigi

3x Avastin, GK: 0.3



PROGNOZ

® Major belirleyici: foveal tutulum sonucu RPE
siz ¢ciplak santral fovea varligi

VA(logMAR)

0,91 0,91

—4—\/A(logMAR)




L, 01.01.1947

EIDELBErC
ENGINEErNnNG

5

KURTULUS, EMEL, 01.01.1947
19.09.2014, OS
BAF 30° ART(40) HEIDELBEING

KURTULUS, EMEL, 01.01.1947
19.09.2014, OD

A N° AR



RPEYIRTIGI

141 25

VA: 0.6/0.7
RPE yirtigi sonrasi 13. ay

|_200 Hm

14/ 25

01.10.2015, OD
IR&OCT 30° [HS] ART(9) Q: 36

1200 pm =

01.10.2015, OS

IR&OCT 30° ART [HS] ART(9) Q: 32 HEIDELBEIG
ENGINEENNG



g RPEYIRTIGI

- Fovea ciplak kalmadikca, devam eden Anti-VEGF
tedavi ile 1yl sonuc!

- YUksek PED ve Taze PED: Risk daha yuksek!




ANTI-VEGF TEDAVIDE KOMPLIKASYONLAR

HEIDELBEIG
ENGINEEINNG

200 ym g
TASMACI, AHMET, 01.01.1944

28.03.2014, 0S
BAF 30° ART(9) [HR]

HEIDELBEI G|
ENGINEENNG




ANTI-VEGF TEDAVIDE KOMPLIKASYONLAR

1299 [ 4
|_200 Hm

TASMACI, AHMET, 01.01.1944
05.05.2014, OS TASMACI, AHMET, 01.01.1944

IR&OCT 30° [HS] ART(8) Q: 24 HEIDELBEIG| 09.07.2014, 0S
ENGINEENNG IDRNCT 20° THQ1 ART/ON N- 2N Leime e
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1200 pm Iﬂm um 1200 ym |§JG um
TASMACI, AHMET, 01.01.1944 TASMACI, AHMET, 01.01.1944
29.05.2014, OS 27.03.2015, OS

IR&OCT 30° [HS] ART(9) Q: 26 EHSIIREEELEFEK;E IR&OCT 30° [HS] ART(9) Q: 33 HEIDELBES

VALl: 0.05
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ASMACI, AHMET, 01.01.1944
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