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Clinical Study Synopsis

This Clinical Study Synopsis is provided for patients and healthcare professionals to
increase the transparency of Bayer's clinical research. This document is not intended
to replace the advice of a healthcare professional and should not be considered as a
recommendation. Patients should always seek medical advice before making any
decisions on their treatment. Healthcare Professionals should always refer to the
specific labelling information approved for the patient's country or region. Data in this
document or on the related website should not be considered as prescribing advice.
The study listed may include approved and non-approved formulations or treatment
regimens. Data may differ from published or presented data and are a reflection of
the limited information provided here. The results from a single trial need to be
considered in the context of the totality of the available clinical research results for a
drug. The results from a single study may not reflect the overall results for a drug.

The following information is the property of Bayer HealthCare. Reproduction of all or
part of this report is strictly prohibited without prior written permission from Bayer
HealthCare. Commercial use of the information is only possible with the written
permission of the proprietor and is subject to a license fee. Please note that the
General Conditions of Use and the Privacy Statement of bayerhealthcare.com apply
to the contents of this file.
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Clinical Trial Results Synopsis

Study Design Description

Study Sponsor: | Bayer Healthcare AG
Study Number: | 91689 (311523) EudraCT No. 2007-000583-25
NCT006373770
Study Phase: | III

Official Study Title:

A randomized, double masked, active controlled, phase 3 study of the
efficacy, safety, and tolerability of repeated doses of intravitreal VEGF
Trap-Eye in subjects with neovascular age-related macular
degeneration (AMD) (VIEW?2)

Therapeutic Area: | Ophthalmology
Test Product
Name of | VEGF Trap-Eye (BAY86-5321)
Test Product:

Name of
Active Ingredient:

VEGF Trap-Eye (Aflibercept)

Dose and
Mode of Administration:

Year 1 of the study (Baseline to Week 52):
¢0.5 mg VEGF Trap-Eye administered every month (4 weeks) [0.5Q4]
o2 mg VEGF Trap-Eye administered every month (4 weeks) [2Q4].

o2 mg VEGF Trap-Eye administered every 2 months (8 weeks) [2Q8]
plus a sham injection at interim 4-week visits (when study drug was
not administered), following 3 initial monthly doses.

Sham injections were not to be given at Week 52 and during Year 2 of
the study. The last mandatory IVT injection during Year 1 was to be
performed at Week 48.

Year 2 of the study (Week 52 to Week 96/100):

In Year 2 (beginning with Week 52, when the first injection according
to the modified quarterly dosing schedule was possible), injections
were given every 3 month (12 weeks), but could be given more
frequently (up to every month [4 weeks]) if pre-specified criteria were
met. The last possible study injection could be administered at Week
92. The applied dose per injection remained the same as in Year 1
(i.e. 0.5 mg or 2 mg). For reasons of consistency, the original
treatment group designations of the Year 1 of the study were carried
over and also used in the Year 2 of the study. No sham injections
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were applied in Year 2 of the study.
Route of administration: intravitreal (IVT)

Reference Therapy/Placebo

Reference Therapy:

Ranibizumab

Dose and
Mode of Administration:

Year 1: 0.5 mg administered every month (4 weeks) [RQ4].

During Year 2, ranibizumab was to be administered every 3 months
(12 weeks) with a criteria-driven option to dose more frequently up to
every month (4 weeks) (i.e. same treatment paradigm as for VEGF
Trap-Eye arms).

Route of administration.

IvT

Duration of Treatment:

Treatment duration of 23 months (92 weeks) in total

Studied period:

Date of first subjects’ first visit: 11 Apr 2008

Date of last subjects’ last visit: 11 Aug 2011

Premature Study
Suspension / Termination;

not applicable

Substantial Study Protocol
Amendments:

A total of 11 Amendments were implemented (3 global, 8 local
amendments)

The 3 global amendments specified the following major modifications:
Amendment 3 (dated 25 Jan. 2008)

e Deletion of exclusion criterion no. 17 (prior laser treatment for
glaucoma in the study eye)

e Reduction of the number of ECG readings during the study from
9to4

e Introduction of a more flexible timing of DNA blood sampling
(initially to be done at Baseline, now up to visit 6)

¢ Amendment 7 (dated 12 Nov. 2008)

e Specification of criteria for treatment discontinuation or
withholding according to the summary of product
characteristics of ranibizumab (Lucentis®).

e (requested by the Swedish Medical Products Agency [MPA]).

e Introduction of an 8-week safety follow-up and deletion of the
option of a VEGF Trap-Eye injection at Week 96.

e (requested by the Swedish Medical Products Agency, MPA).
e Introduction of a nasomucosal examination sub-study.

e (requested by the Swedish Medical Products Agency, MPA).
¢ Amendment 11 (dated 21 Sep. 2010)

e Further specification of two exploratory efficacy variables
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referring to “moderate” and “severe” vision loss according to
the ETDRS letter chart.

e Clarification that not every relevant laboratory abnormality or
SAE necessarily leads to the subject’s withdrawal from study
treatment, but only those that warrant withdrawal according to
the sponsor’s and investigator’s judgment.

e Correction of the duration of treatment from 24 months to 23
months (96 weeks to 92 weeks).

Study Center(s):

The study was conducted in the following countries (number of
recruiting study centers in brackets):

Argentina (6), Australia (7), Austria (3), Belgium (1), Brazil (4),
Colombia (4), Czech Republic (5), France (10), Germany (21),
Hungary (4), India (15), Israel (10), Italy (14), Japan (15), Latvia (2),
Mexico (7), Netherlands (4), Poland (7), Portugal (2), Singapore (4),
Slovakia (2), South Korea (6), Spain (16), Sweden (3), Switzerland
(4), United Kingdom (10).

Methodology:

This was a 2-year study. During Year 1, subjects received an IVT
injection (or sham injection, applicable only to the 2Q8 group) in the
study eye every month (4 weeks) according to a fixed-dose, proactive
treatment regimen until (including) Week 48. Primary efficacy data
were evaluated at Week 52, when patients were subsequently allowed
to enter Year 2 of the study.

From Week 52 onwards, the treatment interval was extended to 3
months (12 weeks) with an option to receive an injection in between,
but no more often than every month (4 weeks), if certain criteria were
fulfilled (modified quarterly dosing). Thus, while subjects were
exclusively treated proactively in Year 1, the treatment schedule in
Year 2 comprised a reactive component.

The primary analysis was an evaluation of non-inferiority of VEGF
Trap-Eye to 0.5 mg ranibizumab. Analysis of the primary variables
was performed on Week 52 data while the study was ongoing. Various
scenarios were applied as sensitivity analyses. The secondary efficacy
analysis was conducted in the full analysis set (FAS) population and
tested for superiority of VEGF Trap-Eye over ranibizumab.

Subjects who entered Year 2 of the study were evaluated every 4
weeks.

The last possible study injection could be administered at Week 92.
Afterwards, a mandatory follow-up period of 8 weeks after the last
injection was required by regulatory authorities, thereby resulting in
final visits at Week 96 (for those patients who had received their last
injection before Week 92) or Week 100 (for those patients who were
treated at Week 92).

All Year-2 analyses were performed in a purely exploratory fashion; no
confirmatory tests were planned. Subjects were evaluated every 4
weeks for safety and best corrected visual acuity (BCVA) using the 4
m Early Treatment Diabetic Retinopathy Study (ETDRS) protocol.
Quality of Life (QoL) was evaluated using the NEI VFQ-25
questionnaire. Overall state of health was assessed using the EQ-5D
Health Questionnaire. Optical coherence tomography (OCT) was
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conducted at each visit, and fluorescein angiography (FA) at
Screening, Week 24, Week 52, Week 72, and Week 96/100.

Only one eye per subject was enrolled in the study. If a subject’s
fellow (non-study) eye required treatment for AMD at study entry, or
during the subject’s participation in the study, the fellow eye was
allowed to receive any approved treatment for wet AMD (including
open-label ranibizumab). Although the fellow eye was allowed to
receive treatment, it was not considered an additional study eye.
Subjects who received treatment for the fellow eye remained in the
study. Safety for the fellow eye was monitored, and systemic adverse
events (AEs) were collected.

For determining systemic exposure after IVT administration of VEGF
Trap-Eye, blood samples were taken 1-4 h after administration at
Weeks 0 and 48, at Week 1 and prior to dosing Weeks 0, 4, 12, 48, 52
and 56 (pharmacokinetic [PK] sub-study).

Indication/
Main Inclusion Criteria:

Neovascular AMD of all subtypes

All ophthalmic eligibility criteria applied only to the study eye, unless
otherwise specified. The reading center confirmed subject eligibility
based on angiographic criteria prior to randomization.

Key Inclusion Criteria:
¢ Signed Informed Consent.
e Men and women = 50 years of age.

e Active primary subfoveal choroidal neovascularization (CNV)
lesions secondary to AMD, including juxtafoveal lesions that
affect the fovea as evidenced by FA in the study eye.

e ETDRS best-corrected visual acuity of: 20/40 to 20/320 (letter
score of 73 to 25) in the study eye.

e Willing, committed, and able to return for ALL clinic visits and
complete all study-related procedures.

e Able to read, (or, if unable to read due to visual impairment, be
read to verbatim by the person administering the informed
consent or a family member. Able to understand and willing to
sign the informed consent form.

e The area of CNV must occupy at least 50% of total lesion.

Study Objectives:

Primary:
To assess the efficacy of IVT administered vascular endothelial growth
factor (VEGF) Trap-Eye compared to ranibizumab (in a non-inferiority
paradigm) in preventing moderate vision loss in subjects with all
subtypes of neovascular AMD.

Secondary:
To assess the safety and tolerability of repeated IVT administration of
VEGF Trap-Eye in subjects with all subtypes of neovascular AMD for up
to 2 years.

To assess the effect of repeated IVT administration of VEGF Trap-Eye
in vision-related quality of life (QOL) in subjects with all subtypes of
neovascular AMD, as assessed using the National Eye Institute 25-
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item visual function questionnaire (NEI VFQ-25).
To describe systemic exposure to the study drug.

Evaluation Criteria:

Efficacy (Primary):
Primary efficacy variable (Year 1):

Proportion of subjects who maintained vision at Week 52, where a
subject was classified as maintaining vision if the subject had lost
fewer than 15 letters in the ETDRS letter score compared to baseline.

Efficacy (Secondary):
Secondary efficacy variables (Year 1):

e Change from baseline in BCVA as measured by ETDRS letter
score at Week 52

e Proportion of subjects who gained at least 15 letters of vision
from baseline to Week 52

e Change in total NEI VFQ-25 score from baseline to Week 52
e Change in CNV area from baseline to Week 52
Exploratory efficacy variables (Year 2):

The Year 2-specific exploratory efficacy variables included variables
referring to changes in BCVA, central retinal thickness (CRT), retinal
fluid status, several parameters measured by FA, and changes in QoL
(NEI VFQ-25 subscales and EQ 5D score).

Safety:
Safety assessments included ophthalmic examinations, the recording
and evaluation of clinical AEs, safety laboratory measurements, vital
sign assessments, and ECG recordings. Serum samples for potential
development of anti-VEGF Trap antibodies were analyzed. A specific
evaluation of potential nasomucosal side effects was performed in
Year 1 of the study as a sub-study in a subset of subjects from
selected centers (ENT substudy).

Pharmacokinetics:
Pharmacokinetic (PK) substudy

Other:

Pharmacogenetic substudy (optional) - Results will be presented
separately.

Nasomucosal examination(Ear, Nose and Throat [ENT]) substudy

Statistical Methods:

Efficacy (Primary):
Year 1 analysis

The primary analysis was a conditional sequence (a- priori ordered
hypotheses) of statistical evaluation of non-inferiority of VEGF Trap-
Eye to 0.5 mg ranibizumab. The non-inferiority margin was set at
10%. The methodological approach included conditional sequence of
calculations of the 95% confidence intervals of the difference between
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the proportions of subjects with maintained vision for the group
treated with 0.5 mg ranibizumab and the proportion of subjects with
maintained vision for each of the groups treated with VEGF Trap-Eye.
The conditional sequence was: 2Q4, 0.5Q4, and 2Q8. VEGF Trap-Eye
was to be considered non-inferior to ranibizumab if the confidence
interval of the difference lay entirely below 10%, where a positive
difference favors ranibizumab. These analyses were based on the per
protocol set (PPS). Analysis of the primary variables was performed
on Week 52 data while the study was ongoing. Various scenarios
were applied as sensitivity analyses.

Efficacy (Secondary):
Year 1 analysis

The secondary efficacy analysis was conducted in the FAS population
and tested for superiority of VEGF Trap-Eye over ranibizumab. A
conditional sequence of statistical hypotheses (a priori ordered
hypotheses) was to control for multiplicity for secondary endpoint
analyses.

Year 2 analysis

In contrast to Year 1 all Year 2 analyses were exploratory, and as such
there were no statistical hypotheses.

The efficacy analyses were performed in the FAS (for the study period
from Baseline to Week 96/100) or in the population of patients who
entered Year 2 of study (for the study period from Week 52 to Week
96/100). Exploratory tests for group comparisons vs. ranibizumab
with treatment contrasts and 95% Cls were performed where deemed
appropriate.

Safety:
Adverse events were analyzed with tabulated summaries in the SAF
for the period from Baseline to Week 96/100 and in the group of
patients who entered Year 2 of the study from Week 52 to Week
96/100.

Pharmacokinetics:
Pharmacokinetics (Year 1 analysis)

The VEGF Trap concentrations in plasma (free, adjusted bound and
total) were described with summary statistics (eg, arithmetic and
geometric mean, standard deviation and coefficient of variation and
median with minimum and maximum).

Other:
Other (Year 1 analysis)

Frequency tables of the proportion of subjects developing antibodies
to VEGF Trap as well as the proportion of subjects developing
neutralizing antibodies to VEGF Trap were generated by treatment
group. Subjects with detectable antibodies were listed and examined
descriptively.
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Number of Subjects: | Planned: Approximately 1200 randomized subjects with a target of
300 subjects per treatment arm.
Analyzed: The analysis sets are shown in the table below.
RQ4 | VEGF Trap-Eye Total
204 0.50Q4 | 2Q8
Randomized 303 | 313 311 313 1240
Safety set (SAF) 291 | 309 297 307 1204
Full analysis set 291 | 309 296 306 1202
(FAS)
Per protocol set (PPS) | 269 | 274 268 270 1081
Subjects
entering Year 2 276 | 281 274 284 1115
Subjects completing
the 2-year study 260 | 256 245 264 1025
Subjects completing
2 years of study
medication 256 | 256 243 262 1017
S R R R R R R R i
Study Results

Results Summary — Subject Disposition and Baseline

Year 1 analysis

A total of 2031 subjects were screened for this study (ie, provided written informed consent).
791 subjects were not randomized, most of them (n=678) were screening failures. Thus,
1240 subjects were randomized and 1204 received at least 1 dose of randomized study
medication. The number of randomized and treated subjects was similar across the 4
treatment groups.

Of the 1240 randomized subjects, 1115 (89.9%) completed Year 1 of the study.
Discontinuation rates were approximately 10% in all groups. The most frequent primary
reasons for discontinuation from study were specified as “withdrawal by subject” (50 subjects
or 4.0% in total) and “adverse event” (25 subjects or 2.0% in total). There were no relevant
differences among the treatment groups with regard to primary reasons for premature
discontinuation. Thirty-six of the 125 subjects who prematurely discontinued from study
during Year 1 had not received any study drug.

Completion of Year 1 was not necessarily associated with completion of study drug during this
period, ie, subjects who discontinued study drug were allowed to remain in the study and
undergo the planned evaluations.

The population of "subjects entering Year 2 of the study" comprised 490 (43.9%) male and
625 (56.1%) female subjects who, at Baseline, were between 50 and 93 years of age
(median: 75 years). Overall, the 4 treatment groups were homogenous with regard to the
analyzed variables. The only exception was the sex distribution in the 0.5Q4 group, where the
proportion of male and female subjects was identical, while all other groups included more
female subjects. In addition, subjects in the RQ4 group were on average approximately 1
year younger than in the other groups. These differences, however, were not considered
meaningful and were already present at randomization.
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All subjects who entered the Year 2 of the study had at least 1 finding in medical history. As
expected, the most frequent medical history findings referred to the Medical Dictionary for
Regulatory Activities (MedDRA) system organ class (SOC) “eye disorders”, which were
reported for 99.8% of the study population. Vascular disorders and surgical and medical
procedures were reported for 67.1% and 64.9% of the subjects, respectively. All subjects
used ophthalmologicals as prior and/or concomitant medication.

The overall discontinuation rate during the 2-year study period was 17.3% (215/1240
randomized subjects). The most frequent primary reasons for discontinuation from the study
were specified as "withdrawal by subject" (78 subjects or 6.3% in total) and "adverse event"
(53 subjects or 4.3% in total). The proportions of subjects who discontinued from the study
primarily due to adverse events were higher in the VEGF Trap-Eye groups than in the
ranibizumab group (4.2% - 6.8% in the VEGF Trap-Eye groups vs. 1.3% in the RQ4 group).
The differences, however, did not suggest a treatment effect with regard to primary reason for
premature discontinuation during either year of the study.

Results Summary — Efficacy

Year 1 analysis

The primary analysis was performed on the PPS applying the last observation carried forward
(LOCF) method. The proportions of subjects who maintained vision (less than 15 letters lost)
was 94.4% in the RQ4 group, 95.6% in the 2Q4 group, 96.3% in the 0.5Q4 group and 95.6%
in the 2Q8 group. Pairwise comparisons between the RQ4 and the different VEGF Trap-Eye
groups resulted in treatment differences of -1.2% (95% confidence interval (CI): -4.9 to
2.5%; RQ4 minus 2Q4), -1.8% (95% CI: -5.4 to 1.7%; RQ4 minus 0.5Q4), and -1.1% (95%
CI: -4.8 to 2.5%; RQ4 minus 2Q8). Thus the non-inferiority of all VEGF Trap-Eye treatments
(including the treatment in the 2Q8 arm with dosing every 2 months [8 weeks]) to the RQ4
treatment was statistically proven, because the 95% ClIs for the differences lay consistently
below the non-inferiority margin of 10%. In fact, the upper limits of the 95% CIs were all
<3%.

The secondary endpoint analyses (LOCF method) were performed in the FAS and tested for
superiority of VEGF Trap-Eye over ranibizumab. A conditional sequence of 12 statistical
hypothesis tests controlled for multiplicity. The confirmatory test procedure had to stop at the
first step (comparison of the change in BCVA as measured by ETDRS letter score from
Baseline to Week 52 between the 2Q4 and the RQ4 group), because no statistically significant
difference was seen (p=0.076 and p=0.074; Analysis of covariance (ANCOVAs) with and
without region-adjustment).

By Week 52, mean ETDRS letter score had increased in all treatment groups by approximately
8-10 letters (LOCF method). The mean increase in ETDRS letter score from Baseline at Week
52 in the FAS (LOCF) was 9.4 +/- 13.50n RQ4, 7.6 +/- 12.6 on 2Q4, 9.7 +/- 14.1 on 0.5Q4,
and 8.9 +/- 14.4 on 2Q8. Similar results were seen in the PPS. In this analysis set, the LS
mean changes from Baseline to Week 52 were 9.8 letters in the RQ4 group, 8.2 letters in the
2Q4 group, 10.5 letters in the 0.5Q4 group, and 9.2 letters in the 2Q8 group.

With regard to proportion of subjects who gained at least 15 letters of vision from Baseline: In
the FAS, 99 subjects (34.0%) in the RQ4 group, 91 subjects (29.5%) in the 2Q4 group, 103
subjects (34.8%) in the 0.5Q4 group and 96 subjects (31.4%) had gained 15 letters or more
in the ETDRS letter score at Week 52 (LOCF method, gain compared to baseline).
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In the FAS, the mean NEI VFQ-25 total score at Baseline was >70 in all treatment groups and
comparable among them. It was numerically the highest in the 0.5Q4 group (74.0 £ 18.2) and
the lowest in the 2Q4 group (70.3 £ 19.4); however, this numerical difference was not
clinically meaningful. Up to Week 52, the mean NEI VFQ-25 total score had improved in all
groups by approximately 5-6 points.

Mean CNV area at Baseline ranged between 7.58 mm2 (RQ4 group) and 8.24 mm?2 (2Q4
group). At Week 52, mean CNV area had decreased to < 3.5 mm2 in all groups. The mean
decrease was the lowest in the RQ4 group (-4.16 £ 5.90 mm2) and the highest in the 2Q4
group ( 5.95 £ 5.04 mm2).

Year 2 analysis

Note: All Year 2 analyses were strictly exploratory. Thus, the interpretation of these results
has to be done with caution and at a purely descriptive level.

In the exploratory Year 2 analysis of the original primary efficacy endpoint (subjects
maintaining vision from Baseline) the following proportions of FAS subjects who maintained
vision at Week 96 (LOCF) were found: RQ4, 93.5%; 2Q4, 91.3%; 0.5Q4, 92.9%; and 2Q8,
93.5%. These results were similar to those observed at Week 52, indicating that efficacy was
maintained through Year 2.

The mean increase in ETDRS letter score from Baseline at Week 96 in the FAS (LOCF) was 8.5
+/- 15.0 on RQ4, 6.0 +/- 14.9 on 2Q4, 8.1 +/- 15.8 on 0.5Q4, and 8.1 +/- 15.6 on 2Q8.

Results Summary — Safety

Year 1 analysis

The overall rates of both ocular and non-ocular treatment-emergent AEs/SAEs were similar
among the treatment groups. Most of the reported TEAEs were regarded as "mild" and
resolved within the observation period with no need to interrupt or permanently discontinue
the study treatment. The occasionally observed slight numerical differences (mostly by <5%-
points) were considered chance findings, which were clinically not relevant, since they were
rather small, and no consistent event pattern was found for these differences. The ocular
TEAEs in the study eye appeared to be mostly procedure-related events or associated with the
underlying study disease. No cases of endophthalmitis or uveitis were reported, and events
related to any eye infections and inflammatory reactions were uncommon.
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Adverse events from Baseline to Week 52 (SAF)

Ranibizum
ab

VEGF Trap-Eye

Number of 0.50Q4 204 0.50Q4 208 Combined
subjects with: (N=291) (N=309) ((N=297) (N=307) (N=913)
n (%) n (%) n (%) n (%) n (%)

Any TEAE 250 (85.9) 277 (89.6) 262 (88.2) 277 (90.2) 816 (89.4)

Any ocular TEAE 210 (72.2) 216 (69.9) 206 (69.4) 220 (71.7) 642 (70.3)
Study eye 187 (64.3) 191 (61.8) 182 (61.3) 198 (64.5) 571 (62.5)
Fellow eye 124 (42.6) 110(35.6) 118 (39.7) 123 (40.1) 351 (38.4)

Any drug-related

TEAE 26 ( 8.9) 23 ( 7.4) 30 (10.1) 34 (11.1) 87 ( 9.5)

Any drug-related

ocular TEAE in the

study eye 23 ( 7.9) 16 ( 5.2) 29 ( 9.8) 25( 8.1) 70 ( 7.7)

Any injection-

related ocular TEAE

in the study eye 93 (32.0) 101 (32.7) 90 (30.3) 89 (29.0) 280 (30.7)

Any severe ocular

TEAE 11 (. 3.8) 15 ( 4.9) 24 ( 8.1) 17 ( 5.5) 56 ( 6.1)

Any non-ocular

TEAE 181 (62.2) 231 (74.8) 206 (69.4) 213(69.4) 650 (71.2)

Any drug-related

non-ocular TEAE 4 (1.4 8( 2.6) 7( 2.4) 8 ( 2.6) 23 ( 2.5)

Any severe non-

ocular TEAE 15 ( 5.2) 19 ( 6.1) 25 ( 8.4) 27 ( 8.8) 71 ( 7.8)

Any AE-related

deaths* 2(0.7) 3( 1.0 2(0.7) 2(0.7) 7 ( 0.8)

Any SAEs 36 (12.4) 50(16.2) 42 (14.1) 50(16.3) 142 (15.6)

Any treatment 35 (12.0) 49 (15.9) 41 (13.8) 48 (15.6)

emergent SAEs 138(15.1)

Any TEAEs leading to

withdrawal from the

study 3( 1.0) 9( 2.9 10 ( 3.4) 10 ( 3.3) 29 ( 3.2)

TEAEs leading to

discontinuation of

study drug 4 ( 1.4 12 ( 3.9 14 ( 4.7) 10 ( 3.3) 36 ( 3.9)

Any APTC event 4 ( 1.4 4( 1.3) 5(1.7) 8 (. 2.6) 17 (1.9

Note: Percentage values (rounded to one decimal place) were calculated by author.
*: 2 of the total of 9 deaths were not considered “treatment-emergent” since the underlying fatal
event started >30 days after the last administration of the study drug
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Events potentially pointing to signs of systemic VEGF inhibition, such as non-ocular
hemorrhages or proteinuria were uncommon in their appearance and without apparent
differences. Likewise, events related to arterial hypertension occurred in similar frequency
across the treatment groups. Descriptively, slightly higher frequencies in the VEGF Trap-Eye
groups were seen for the SOC "cardiac disorders", but an additional analysis of arterial
thromboembolic events (ATE) events using the APTC endpoint did not show group differences.
Overall, the pattern/frequency distribution of non-ocular TEAEs was regarded as similar among
the treatment groups. Also the analyses of adverse events of interest did not show relevant
differences between VEGF Trap-Eye and ranibizumab. Overall, the pattern/frequency
distribution of non-ocular TEAEs was regarded as similar among treatment groups, and no
apparent dose-relationship was noted.

A total of 9 deaths were reported. The underlying AEs were not considered study drug-related
or injection-related. These deaths were equally distributed across the treatment groups, as
were the other serious ocular and non-ocular TEAEs. Serious ocular or non-ocular AEs
associated with the study drugs or the injection procedure (as judged by site investigators)
were uncommon.

Adverse events during Year 1 (safety analysis set)

A total of 1134 study subjects (94.2% of the 1204 study participants) experienced at least one
TEAE during the entire study period from Baseline to Week 96/100. An overview of the overall
adverse event experience over the entire study period of 2 years is provided in the following
safety table. Numerical differences of >5.0% between the ranibizumab group and the VEGF
Trap-Eye combined group were observed for "any non-ocular TEAES" (ranibizumab: 76.6% vs.
VEGF Trap-Eye combined: 81.8%). Overall, and in accordance with the previously reported 1-
year data, differences among treatment groups were small for the various categories of AEs,
and no dose-response was observed.
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Adverse events from Baseline to Week 967100 (SAF)

Ranibizum VEGF Trap-Eye

ab
Number of subjects 0.5Q4 20Q4 0.5Q4 208 Combined
with: (N=291) (N= (N = (N = (N = 913)
n (96) 309) 297) 307) n (96)
n (26) n (26) n (26)
Any TEAE 291 277 296
270 (92.8) (94.2) (93.3) (96.4) 864 (94.6)
Any ocular TEAE 251 242 248
243 (83.5) (81.2) (81.5) (80.8) 741 (81.2)
Study eye 228 212 229
222 (76.3) (73.8) (71.4) (74.6) 669 (73.3)
Fellow eye 154 152 161
158 (54.3) (49.8) (51.2) (52.4) 467 (51.2)
Any drug-related TEAE 32 (11.0) 33 (10.7) 43 (14.5) 42 (13.7) 118 (12.9)
Any drug-related ocular
TEAE in the study eye 25 ( 8.6) 23 ( 7.4) 37 (12.5) 33 (10.7) 93 (10.2)
Any injection-related ocular 112 103 103
TEAE in the study eye 105 (36.1) (36.2) (34.7) (33.6) 318 (34.8)
Any severe ocular TEAE 20 ( 6.9) 22 ( 7.1) 27 (_9.1) 26 (_8.5) 75 (_8.2)
Any non-ocular TEAE 257 233 257
223 (76.6) (83.2) (78.5) (83.7) 747 (81.8)
Any drug-related
non-ocular TEAE 8 ( 2.7) 11 ( 3.6) 11 ( 3.7) 12 ( 3.9 34 (_3.7)
Any severe non-ocular TEAE 29 (10.0) 37 (12.0) 42 (14.1) 46 (15.0) 125 (13.7)
Any AE-related deaths 4 (1.4 5(1.6) 10 (_ 3.4) 6 (2.0) 21 ( 2.3)
Any SAEs 64 (22.0) 81 (26.2) 71 (23.9) 80 (26.1) 232 (25.4)
Any drug-related SAEs 1(.0.3) 6 (1.9 1(.0.3) 6 ( 2.0) 13 ( 1.4)
Any TEAEs leading to
withdrawal from the study 7( 2.4) 19 ( 6.1) 29 (. 9.8) 18 ( 5.9) 66 ( 7.2)
TEAESs leading to discontinua-
tion of study drug 8 (2.7) 20 (_ 6.5) 28 (. 9.4) 17 (5.5 65( 7.1)
Any APTC event 7(24) 6( 1.9 10 (_3.4) 11 (_3.6) 27 (_3.0)

TEAE: Treatment-emergent adverse event

Page 12 of 14




B
[er=) Bayer HealthCare

The 3 most common ocular TEAEs in the study eye occurring in the total study population
(N=1204) from Baseline to Week 96/100 were "retinal hemorrhage" (17.2%), "visual acuity
reduced" (13.4%), and "macular degeneration" (11.1%). Individual ocular TEAEs in the study
eye were balanced among the treatment groups and were generally consistent with disease
progression, or expected adverse consequences of the injection procedure.

Overall, pattern and frequencies of non-ocular TEAEs were similar among treatment groups,
and no apparent dose-response was found.

In consistence with the analyses of all TEAEs, the analyses of drug-related ocular and non-
ocular events and injection-related ocular events or serious adverse events did not point to
clinically meaningful imbalances among the treatment groups.

Two deaths were considered drug-related by the reporting investigators: "cerebrovascular
accident" and "ischemic stroke", respectively. A review of the individual medical history of
these patients, however, revealed medical conditions that might serve as reasonable
alternative explanations for these fatal events. Overall, the absolute number of deaths was
too low to allow specific conclusions, but, based on the present data, deaths appeared to be
similarly distributed across all treatment groups and not unexpected in the study population.
The additional safety analyses using several sets of pre-specified adverse events of interest
and adjudicated APTC events over 2 years did not indicate relevant differences among the
treatment groups or specific risks of treatment with VEGF Trap-Eye in terms of potential
systemic adverse reactions.

As an overall conclusion for the comprehensive set of the adverse event subgroup analyses,
the results of the treatment group comparisons within subgroups were similar to those seen in
the entire study population (where sample sizes were large enough to allow for a reasonable
assessment).

Anti-Drug Antibodies (complete study period)

By the end of Week 96/100, a total of 47 subjects were positive in the antidrug antibody
(ADA) assay: 9 subjects (3.1%) in the RQ4 group, 17 subjects (5.5%) in 2Q4 group, 17
subjects (5.7%) in 0.5Q4 group, and 4 subjects (1.3%) in 2Q8 group. Treatment-emergent
positive responses were observed in 27 of these subjects (RQ4: 5 subjects [1.7%], 2Q4: 9
subjects [2.9%], 0.5Q4: 10 subjects [3.4%], and 2Q8: 3 subjects [1.0%]). The slight
increase from 42 positive subjects by the end of Year 1 to 47 positive subjects by the end of
Year 2 indicated that most subjects, who exhibited a positive response in the ADA assay, did
so within Year 1 of the study. Titers were low and stable, with minor increases in titers
observed in only a few subjects during Year 2. The maximum titer in Year 1 and in Year 2 was
1:960. No neutralizing antibodies were detected in any of the positive study subjects. As far
as assessable because of the relatively small number of subjects with positive ADA assays,
there were no obvious differences to the incidences and event patterns observed in all study
subjects, suggesting that the ADA assay-positive subjects were not prone to more or more
complicated adverse events.

ENT Substudy (complete study period)

The enhanced monitoring and AE reporting for ENT-specific AEs in 160 subjects (ENT sub-
study, performed by ENT specialist at baseline, Week 12, and Week 52) resulted in inciden-ces
and event patterns that were similar across the treatment groups and not indicative of any
increased risk of nasal mucosal affections associated with VEGF Trap-Eye. This observation
was supported by an additional modified standardized MedDRA term search for respective
symptoms in the remaining 1044 subjects, where no relevant differences among the
treatment groups were found up to Week 96/100.
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Results Summary — Pharmacokinetics

Year 1 analysis

The systemic exposure to free and adjusted bound VEGF Trap after IVT administration of 0.5
or 2 mg VEGF Trap-Eye was considered to be low that only minor parts of the available
systemic endogenous VEGF were expected to be bound to VEGF Trap, and that considerable
amounts of free endogenous VEGF were present systemically throughout the study period.
Consistent with these findings, there was no evidence of a dose- or exposure-related trend in
the safety data.

Year 2 analysis

In comparison to the Year 1 PK analyses, just one additional sample time point at Week 56
was added to the PK data base. The numbers of patients with free or adjusted bound VEGF
Trap plasma concentrations greater than the lower limit of quantitation as well as the
calculated mean plasma concentrations at this time were not relevantly different from the
preceding sample time points, and overall, the conclusions derived from Year 1 analyses were
still valid even after the inclusion of the Week 56 sample data.

Results Summary — Other

not applicable

Conclusion(s)

All VEGF Trap-Eye treatment regimens (2Q4, 0.5Q4 and 2Q8) were shown to be non -inferior
to the ranibizumab treatment (RQ4) in maintaining vision at Week 52. This similarity of
results was maintained up to Week 96, with overall approximately 5 fewer injections in the
2Q8 arm than in the Q4 arms.

The improvements in BCVA achieved during Year 1 (with fixed dosing) were largely maintained
through Year 2 (with modified quarterly dosing) in all VEGF Trap-Eye treatment groups.
However, there were on group level some slight declines in visual acuity and morphological
parameters observed, suggesting that a proactive dosing strategy delivers more stable and
predictable results than the modified quarterly dosing paradigm, which included some reactive
treatment component for those subjects that did not well under the quarterly (12-weekly)
interval.

Data clearly show that VEGF Trap-Eye treatment regimen 2Q8 is as efficacious as ranibizumab
treatment (RQ4). The analyses of exposure data of the second year of treatment support the
2mg dose at a dosing interval of every 2 months or even longer.

VEGF Trap-Eye was generally safe and well tolerated over 2 years of treatment, without
notable differences in the safety profile compared to ranibizumab 0.5Q4 in ocular or non-
ocular TEAEs. Most common TEAEs were typical of injection procedure or underlying disease

Publication(s): Heier JS, et al. Intravitreal Aflibercept (VEGF Trap-Eye) in Wet Age-Related Macular
" | Degeneration. Ophthalmology 2012; 119: 2537-2548. PMID: 23084240

Date Created or | 24 Jan 2013
Date Last Updated: Date of CSR
13 June 2012
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BAFALLUY, Joaquin | Oftalmélogos . CP i . .
1. Alfredo MD especialistas Urquiza 1288 S2000 ANJ-Rosario Argentina
2. MAYORGA, Eduardo Hospital Italiano Gascon 450 c1181 Capital Federal | Argentina
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TACITE, Domingo , Boulevard C.P. Coérdoba .
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AAQ
. . . Marcelo T. de C1122 . :
5. BADOZA, Daniel Instituto de la Vision S.A. Alvear 2261 AA Buenos Aires | Argentina
6 SCHLOTTMANN, Organizacion Médica de Uruauay 725 C1015 | PB Ciudad de Argentina
' Patricio Gerardo Investigacion (OMI) guay ABO | Buenos Aires 9
7. ARNOLD, Jennifer Marsden Eye Surgery Marsden Street 2150 | Parramatta Australia
Joan Centre 152
The Royal Melbourne Ward 4 South Vic . .
8. DANIELL, Mark D. Hospital Grattan Street 3050 Parkville Australia
Save Sight Institute
9. G”‘LIES‘ Mark University of Sydney — 8 Maquarie Street NSW Sydney Australia
Cederic . 2001
Eye Hospital
GUYMER, Assoc . Vic East .
10. Prof. Robyn Heather Centre for eye research | 32 Gisborne Street 3002 | Melbourne Australia
11, MCALLI'STER, Prof. C_harles Gard_ner Hospital 2 Verdun Street WA Nedlands Australia
lan Leslie Lion Eye Institute 6009
Westmead Hospital
12. MITCHELL, Prof. Level 4a, Block B, Eye NSW Westmead Australia
Paul L 2145
Clinic
13. | CHEN, Dr. Simon Vision Eye Institute 270 Victoria Avenue NSW Chatswood Australia
Level 4 2067
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Medizinische Universitat
Innsbruck
14. KRAUN.GER‘ Prof. Universitatsklinik fir AnichstralRe 35 A- Innsbruck Austria
Dr. Martina - 6020
Augenheilkunde und
Optometrie
e
ERFURTH, Prof. Dr. 9 X : Wahringer Grtel A- . .
15. Optometrie Wien Vienna Austria
Ursula Margarethe L . ... | 18-20 1090
Medizinische Universitat
MD -
Wien
SCHONHERR, Univ.- Egrr\rﬁ?r(;isp:algrueder A-
16. | Prof. Dr. med. Dr. p 9 Seilerstatte 2 Linz Austria
. - Linz 4021
med. Habil. Ulrich .
Augenabteilung
17. | RAKIC, Jean-Marie | Cenre Hsopitalier Avenue de 4000 | Liege Belgium
Universitaire de Liege I'Hospital
. Hospital das Clinicas Av. Bandeirantes CEP: | Monte Alegre,
18. gseSSTA Rogerio Faculdade de Medicina 3900, Campo 14048 | Ribeirao Preto, | Brazil
de Rieirao Preto-USP Universitario -900 Sao Paulo
. SP
Escola Paulista de Rua Botucatu .
19, |BELFORT, Rubens | o jicina 820/822/824 — vila | SEP* | sao paulo Brazil
Mattos Jr - . 04023
Hospital Sao Paulo Clementino 062
L Instituto da Visao CEP:
20. N.EHEMY’ Marcio 881, Floor 13, Santa Rua dos Otoni 30150 | Minas Gerais Brazil
Bittar A
Efigénia -270
SP,
PARANHOS, Augusto . . . Av. Albert Einstein, | CEP: .
21. Junior Hospital Albert Einstein 627/701, 20 subsolo | 05651 Sao Paulo Brazil
-901
22. ARANGO’ Santiago Cllnlcg de Oftalmologia Cra. 43 # 30-28 | Medellin Colombia
Vélez San Diego
23, | OCAMPO, Hugo Clinica de Oftalmologia | - 47 gr # 8C-94 | Cali Colombia
Hernan D de Cali
24. |RODRIGUEZ, Fundcion Oftamologica | o5 50 4 13-50 |Bogota Colombia
Francisco José Nacional
Instituto Nacional de
25. SANCHEZ, Juan Investigacion en Calle 57 # 46-43 | Medellin Colombia
Gonzalo ;
Oftalmologia
University Hospital Brno-
26. | KOLAR, Petr MD PhD | Bohunice Jihlavska 20 625 o Czech
e 00 Republic
Eye Clinic
< Fakulti nemocnice
27. R.E,HAK’ Assoc. Prof. Olomouc |.P. Pavlova 6 775 Olomouc Czech .
Jiri, M.D., Ph.D. SO 20 Republic
Ocni klinika
FISER, Ivan M.D., S U Spolecenské 140 Czech
28. PhD. Ocni klinika Lexum Praha zahrady 3 00 Praha 4 Republic
Fakultni nemocnice 100 Czech
29. | HAMOUZ, Jan MD Kralovske Vinohrady Srobarova 50 Praha 10 .
SO 34 Republic
Ocni klinika
Marasyk Hospital .
LIEHNEOVA, Ivana N 401 Usti nad Czech
30. MD Ophthalmology Socialni pece 12A 13 Labem Republic
Department
31. | DEVIN, Francios Ce“tr?‘ d OphFaIm_oIogle 433 rue Paradis 13008 | Marseille France
Paradis-Monticelli
32 GA_UDRIC, Prof. Dr. Hopl_tal L:a1r|b0|3|ere _ 2 rug Ambroise 75475 | Paris Cedex 10 | France
Alain service d'ophtalmologie | Paré
KOENIG, Francoise Centre de Pathologie .
33. MD Oculaire Medicale 26 Rue Crillon 69006 | Lyon France
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CHU de Bordeaux -
34 KOROBELNIK, Jean Hopital Pellegrin P[ace Amélie Raba 33076 Bordeaux France
Francois . ; . Léon Cedex
Service d’'Ophtalmologie
Centre Hospitalier
i National d’'Ophtalmologie
35. MOHAND-SAID, des Quinze-Vingts 28, rue de Chareton | 75571 | Paris Cedex 12 | France
Saddek ; 2
Centre D’Investigation
Clinique
QUARANTA EL .
36. | MAFTOUHI, Dr Centre Ophtalmologique | 15 14 e Rabelais | 69003 | Lyon France
Rabelais
Maddalena
37. | QUENTEL, Gabriel | G€Ntre Ophtalmologique | 11 Rue Antoine 75015 | Paris France
d’'Imagerie et de Laser Bourdelle
WEBER, Prof. Michel CHU de Nantes 1 Place Alexis Nantes Cedex
38. Clinique . 44093 France
MD PhD . Ricordeau 1
Ophtalmologique 6N
CREUZOT- A .
39. | GARCHER, gsrljiciog,'éa'h?ael&%ﬁ' o g;?ﬁeza”bourg 21033 | Dijon France
Catherine MD PhD P 9
40. | DELBOSC, Bernard H°p't?" Je:’:m Minjoz . | Boulevard Fleming | 25030 | Besancon France
Service d’Ophtalmologie
Eberhard-Karls-
41. AISENBR.EY‘ PD Dr. Universitat Tubingen Schleichstr. 12-16 72076 | Tubingen Germany
med. Sabine . o -
Universitéts-Augenklinik
42. HANSEN, Dr. Lutz Unlyersnats-AugenkIlnlk Kilianstr. 5 79106 | Freiburg Germany
Lothar Freiburg
Ophthalmologic
PAULEIKHOFF, Department . ..
43. Daniel St. Franziskus-Hospital Hohenzollernring 74 | 48145 | Miunster Germany
Minster
Universitatsklinikum
RICHARD, Prof. Dr. Hamburg-Eppendorf -
44, Gisbert Klinik und Poliklinik fair MartinistraRe 52 20246 | Hamburg Germany
Augenheilkunde
ROIDER, Univ.-Prof. | ;. ersitatsklinikum Kiel
45. | Dr. med. Johann A, . HegewischstraRe 2 | 24105 | Kiel Germany
: Klinik fiir Augenheilkunde
Baptist
Augenklinik Charité .
46. FOERS.TER‘ Prof. Dr. Campus — Benjamin Hindenburgdamm 12200 | Berlin Germany
med. Michael H ; 30
Franklin
Universitatsklinikum
WIEDEMANN, Prof. Leipzig _— A
47| Dr. med. Peter Klinik und Poliklinik far | W'€Pigstr- 10— 14 104103 | Leipzig Germany
Augenheilkunde
Department of
48. HOLZ, Prof. Dr. med. Ophthalmology Ernst-Abbe-Str. 2 53127 | Bonn Germany
Frank G. . .
University of Bonn
LOHMANN, Prof. Dr. | Klinikum rechts der Isar . .
49. Dr. Chris Patrick Augenklinik Ismaninger Str. 22 | 81675 | Minchen Germany
Department of
Ophthalmology
PFEIFFER, Prof. Dr. | University Medical .
50. med. Norbert Center, Johannes Langenbeckstr. 1 55131 | Mainz Germany
Gutenberg-University
Mainz
. Augenklinik
51. WALTER, Univ.-Prof. Universitatsklinikum Pauwelsstr. 30 52074 | Aachen Germany
Dr. med. Peter Aachen
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University of Essen
52. BORNFELD, Prof. Dr. Department of Hufelandstr. 55 45122 | Essen Germany
Norbert
Ophthalmology
University Hospital
Heidelberg Im Neuenheimer .
53. | DITHMAR, Stefan Department of Feld 400 69120 | Heidelberg Germany
Ophthalmology
Department of
Ophthalmology
54. | SANDNER, Dirk Medical Facullt’y Carl Fetscherstr. 74 01307 | Dresden Germany
Gustav Carus
University of Technology
Dresden
Universitatsklinikum
GAMULESCU, Maria- | Regensburg Franz-Josef-
55. Andreea Klinik und Poliklinik fur Strauss-Allee 11 93053 | Regensburg Germany
Augenheilkunde
Klinikum der Universitat
KIRCHHOF, Bernd zu KéIn KolIn-
56. MD Zentrum fiir Kerpener Str. 62 50924 Lindenthal Germany
Augenheilkunde
Klinikum Dresden
57. SACHS, I?D Dr. med. Friedrichstadt Friedrichstr. 41 01067 | Dresden Germany
Helmut Giinther S
Augenklinik
58. | GRISANTI, Salvatore | Universitatsklinikum Ratzeburger Allee | 53535 || jibeck Germany
Lubeck 160
Universitatsklinikum
59. | SEITZ, Dr. Berthold Saarland Kirrberg Str. 1 66421 | Homburg Germany
Augenklinik, Haus 22
Klinikum Darmstadt .
60. EMMERICH, .Prof. Dr. GmbH Heidelberger 64297 | Darmstadt Germany
med. Karl-Heinz - Lanstral3e 379
Augenklinik
Department of
61. HATTENBACH, Prof. Ophthalmology Bremserstr. 79 67063 | Ludwigshafen | Germany
Dr. Lars-Olof . .
Ludwigshafen Hospital
= Veszprem Megyei . Lz
62. GYORY, Dr. Jozsef Csolnoky Ferenc Kérhaz Szemészet, Korhaz 8200 |Veszprém Hungary
Ferenc ! u. 1
Non-Profit ZRT
KERENYI, Agnes Bajcsy-Zsilinszky Kérhaz, L ]
63. MD, PhD Szemészet Maglddi u. 89-91 1106 | Budapest Hungary
. Budapest Retina A
64. | SERES, Andras MD Associates Kit. Kérpét u. 62-64 1133 | Budapest Hungary
PAPP, Andras MD Semmelweis Egyetem L
65. PhD Szemészeti Klinika TOmO u. 25-29 1083 | Budapest Hungary
66. | DAS, Tara Prasad Bhubaneswar, L V. Patia Bhubaneswar 75102 Orissa India
Prasad Eye Institute 4
Regional Institute of 70007
67. | DATTA, Prof. Himadri | Ophthalmology 88 College Street 3 Kolkata India
Medical College
Dr. R. P. Center for 11002
68. | GARG, Sat Pal MD Ophthalmic Sciences, Ansari Nagar 9 New Delhi India
AlIMS
Post Graduate Institute of .
69. | GUPTA, Dr. Amod Education & Research, Sector 12 ;6001 gir:]andlgarh India
PGIMER
NARAYANAN, Dr L.V. Prasad Mar 50003 | Hyderabad,
70. . T L.V. Prasad Eye Institute | ;" - 9 Andhra India
Raja Banjara Hills 4 Pradesh

Page 4 of 11




For trials in scope of AMNOG.

Investigational Site List Template

Document Date: 2012-Jan-10

Appendix to Clinical Study Synopsis

=
F B

[=4= Bayer HealthCare

NATESH, Dr. Sri

Narayana Netralaya

Chord Road Rajaji

56001

L Bhargava 121/C Nagar, 1 st R-Block |0 Bangalore India
72. R.AMASWAMY’ Dr. Aravind Eye Hospital A Anna Nagar 62502 | Madurai, Tami India
Kim 0 Nadu
Vision Research Nungambakka .
73. | SHARMA, Dr. Tarun . College Road 18 m India
Foundation .
Chennai
NARENDRAN, Dr. . . . . 64101 | Coinbatore .
74. Venkatapathy Aravind Eye Hospital Avinashi Road 4 Tamil Nadu India
75, CHERIAN, Dr. Little Flower Hospital And Trust P.B. No. 23 Angamali India
Thomas Research Center Kerela
. . Near Shahibag
76. | NAGPAL, Dr. Manish Retina Foundation . Underbridge, 38000 Ahr_nedabad India
Aso-Palov Eye Hospital ; 9 Gujrat
Rajbhavan Road
Abhisega Pakkam
DHOBLE, Pankaja . . Road - 60500 . _
77. S Aravind Eye Hospital Tavalai Kuppam Pondicherry India
Yuoraj . 7
Junction
Cuddalore Road
Aditya Jyot Eye Hospital | Major Wadala
Pvt. Ltd. Parmeshwaran Rd | 40003 ! .
78. | NATARAJAN, DI S. | bt No.: 153, Road No.: | Opp. SIWS College, | 1 m:g’;z's'htra India
9 Gate NO.: 3
SHROFF, Dr. Rahul Shroff Eye Hospital 40005 | Bandra (West) .
9. Ashok Vision Research Centre 222'S. V. Road 0 Mumbai India
80 AGRAWAL, Dr. Dr. Shroff's Charity Eye | 5027 Kedar Nath 11000 | Daryaganj, India
" | Manisha Hospital Road 2 New Delhi
Department of
81. | CHOWERS, Itay mp | OPhthalmology P.0.Box 12000, 91150 | jerusalem Israel
Hadassash-Hebrew Ein-Karem
University Hospital
The Tel-Aviv Sourasky
GOLDSTEIN, Medical Center . .
82. Michaella MD Department of 6 weizman street 64239 | Tel-Aviv Israel
Ophthalmology
Goldshleger Eye Institute
83. | ALHALEL, Amir The Chaim Sheba 52621 |Ramat Gan | lIsrael
Medical Center at Tel
Hahomer
Department of
84. ZOLLACK’ Prof. Ophthalmology Post Office Box -1 76100 | Rehovot Israel
yala X
Kaplan Medical Center
Department of
AXER-SIEGEL, Ruth | Ophthalmology .
85. MD Rabin Medical Center 49100 | Petah Tikva Israel
Beilinson Campus
86. | SARTANI, Dr. Gil Ha’Emek Medical Center 18101 | Afula Israel
Department of
Ophthalmology e
87. | ETING, Eva MD Assaf Harofeh Medical 70300 | Zrifin Israel
Center
Department of . .
88. FERENCZ, Dr. Ophthalmology 29 Tchemichovski 95847 | Kfa Saba Israel
Robert Joseph . . St.
Meir Medical Center
Department of
89. | SHNECK, Marina MD | Ophthalmology Post Office Box 151 | 84101 | Beer Sheva Israel

Soroka Medical Center
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90.

MATHALONE, Nurit
MD

Department of
Ophthalmology
Carmel Medical Center

7 Michal St

34362

Haifa

Israel

91.

BALESTRAZZI, Prof.
Emilio

Policlinico Universitario
Agostino Gemelli
U.O. Oculistica

Largo Agostino
Gemelli 8

00168

Roma

Italy

92.

BOSCIA, Francesco
MD

Azeinda Ospedaliera
Ospedale
Clinica Oculistica

Piazzale Giulio
Cesare 11

70124

Bari

Italy

93.

VARANO, Monica MD

Divisione di Retina
Fondazione G.B. Bietti-
IRCCS

Va Livenz, n. 3

00198

Roma

Italy

94.

BANDELLO,
Francesco MD

Azienda Ospedaliero-
Universitaria

Santa Maria della
Misericordia

Clinica Oculistica,
Padiglione Petracco P.le

S. Maria della
Misericordia

33100

Udine

Italy

95.

GHIGLIONE, Prof.
Davidina MD

Azienda Ospedaliera San
Martino

Clinica Oculistica
Universitaria
Dipartimento di
Nueroscienze,
Oftalmologia e Genetica

Viale Benedetto XY,
5

16132

Genova

Italy

96.

GIOVANNINI, Prof.
Alfonso MD PhD

Azienda Ospedaliero-
Universitaria “Ospedali
Riuniti di Ancona”
Clinica Oculistica

Via Conca, 71

60020

Torrette di
Ancona

Italy

97.

MIDENA, Prof.
Edoardo

Azienda Ospedaliera
Universita die Padova
U.O. Oculistica

Via Giustiniani, 2

35128

Padova (PD)

Italy

98.

STAURENGHI, Prof.
Giovanni MD

Ospedale ,Luigi Sacco*,
Universita di Milano
Dipartimento di Scienze
Cliniche, Clinica
Oculistica

Via G.B. Grassi, 74

20157

Milano

Italy

99.

VIOLA, Francesco
MD

Fondazione IRCCS
Ca’'Granda
Ospedale Maggiore
Policlinico

Clinica Oculistica

Via M Fandi, 6

20122

Milano

Italy

100.

AZZOLINI, Claudio

Ospedale di Circolo
Fondazione Macchi
U.0. di Oculistica

Viale Borri, 57

21100

Varese (VA)

Italy

101.

GRIGNOLO, Prof.
Federico M. MD

Ospedale Oftalmico
Clinica Oculistica
Universita di Torino

Via F. Juvarra, 19

10122

Torino

Italy

102.

INTROINI, Ugo MD

Department of
Ophthalmology

San Raffaele Scientific
Institute

Via Olgettina, 60

20132

Milano

Italy

103.

REIBALDI, Prof.
Alfredo MD

Azienda Ospedaliero
Universitaria
Policlinico “Gaspare
Rodolico”

Clinica Oculistica

Via Santa Sofia, 78

95123

Catania

Italy
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UOSD Patologie
Retiniche
104. | RICCI, Federico MD Eondazmne Policlinico Viale Oxford 81 00133 | Roma Italy
or Vergata
Universita di Roma Tor
Vergata
OZAWA, Yoko, . . . . 35 Shinanomachi .
105. Lecturer Keio University Hospital Shinjuku-ku Tokio Japan
3-39-15 Showa-
. Gunma University machi
106. | KISHI, Prof. Shaoji Hospital 371-8511 Gumna Japan
Maebahsi-shi
. . . 1 Aza Kawasumi
107. OG_URA, Prof. Nago_ya City University Mizuho-cho, 467- Nagoya Japan
Yuichiro Hospital . 8602
Mizuho-ku
. Shiga University of Seta Tsukinowa-cho | 520- .
108. | OHJI, Prof. Masahito Medical Science Hospital | Otsu-shi 2192 Shiga Japan
Sapporo City General 1-1, Kita 11 nishi 13 | 060-
109. | OGINO, Tetsuo Hospital Chuo-ku 8604 Sapporo Japan
TANAKA, Prof. Juntendo University 2-2-1 Tomioka 279- .
110. Minoru Urayasu Hospital Urayasu-shi 0021 Chiba-ken Japan
111 TERASAKI, Prof. Nagoya University 65 Tsurumai-cho 466- Nagova Japan
" | Hiroko Hospital Showa-ku 8560 goy P
YOSHIMURA, Prof. . . . 54 Shogoin- 606-
112. Nagahisa Kyoto University Hospital Kawaharacho 8507 Kyoto Japan
o 1-8-13 Surugadai,
113, YQZAWA, Prof. Su_ruga(_jal N|h0r_1 Kanda 101- Tokyo Japan
Mitsuko University Hospital . 8309
Chiyoda-ku
. Fukushima Medical S 960- .
114.| IDA, Prof. Tomohiro University Hospital 1 Hikarigaoka 1295 Fukushima Japan
Kyushu University . . . i
115. ISHIBASHI, Prof. Faculty of Medicine, 3.1 1 Ma'daSh" 812 Fukuoka Japan
Tatsuro higashi-ku 8582
Dept. of Ophthalmology
Kagoshima University 8-35-1
116. SA.KAMOTO’ Prof. Medical and Dental Sakuragaoka, 890- Kagoshima Japan
Taiji ; ? X 8520
Hospital Kagoshima-city
. . 1750-1, Ikenobe,
117, SHIRAGA, Prof. Kagayva University Miki-cho 761- Kagawa Japan
Fumio Hospital . 0793
Kita-gun
Kansai Medical . .
118, | TAKAHASHI, Prof. University Hirakata 2-3-1, Shinmachi 573 | Osaka Japan
Kaniji . Hirakata-shi 1191
Hospital
119 OHGURO, Associate | Osaka University 2-15 Yamadaoka, 565- Osaka Japan
| Prof. Nobuyuki Hospital Suita-shi 0871 P
Paula Stradina Kliniskas
120. | LAGANOVSKA, Guna | Universitates slimnica Pilsonu iela 13 1002 |Riga Latvia
Oftalmologijas nodala
121. | ZARINOVA, lize avian-Amencan BYe | ralinas Street 93 1009 | Riga Latvia
Instituto de Oftalmoligia .
CANO-HIDALGO, > Chimalpopoca 14 ZC . . .
122. René Alfredo MD Fundaqlon Conde de Col. Obrera 06800 Mexico City Mexico
Valenciana |
MOHMED- Servicio de Oftalmologia | Avenida Francisco |I.
123. | HAMSCHO. Jesus Hospital Universitario Madero y C.P. Monterrey, Mexico
’ ! “Dr. Jose Eleuterio Gonzalitos s/n, Col. | 64460 | Nuevo Leon
PhD " -
Gonzalez Mitras Centro
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124 GOMEZ-CESPEDES, | Hospital CIMA de 7120 CP Chihuahua Mexico
" | Adriana Isabel Chihuahua Fraccionamiento 31238
Plaza las Haciendas
Centro Oftalmologico de . .
PADILLA-AILHAUD, . Avenida Americas Zapopan, .
125. Andres MD \C/Buadalajara, S.A. de C. 1200 Col. Altamira 45160 Jalisco Mexico
LEVINE- Fundacion Hospital
126. | BEREBICHEZ, Arthur | Nuestra Senora de la Luz | 135 Col. Tabacalera | 06030 | Mexico City Mexico
William MD I.A.P. Ezequiel Montes
Asociacion Para Evitar la
127 MORALES-CANTON, | Ceguera en Mexico IAP | Vicente Garcia CcP San Lucas Mexico
" | Virgilio MD Hospital Dr. Luis Torres # 46 Col. 04030 | Coyoacan
Sanchez Bulnes
128 VALLE CANTU, Dr. Oftalmolaser de # 2425 Penthouse CP Monterrey, Mexico
" | Javier del Monterrey Hidalgo 1102 Col. Obispado | 64030 | Nuevo Lebdn
Leiden University .
129. | DIJKMAN, Grietie | Medical Center Albinusdreef 2, PO | 53, | Rc Leiden The
Box 9600 Netherlands
Dept. of Ophthalmology
Ophthalmic Trialcentre Philips van . The
130. | HOYNG, Carel Nijmegen Leijdenlaan 15 6525 | EXNijmegen Netherlands
Erasmus MC Dept. of ,
131 XclnﬁaGni?; Ilgli(é;}]ko Ophthalmology g?;t\(/aerggir'rl](vsval 230 3015 | CE Rotterdam Lréfherlands
PO Box 2040 3000 CA I
HOOYMANS, University Medical The
132. | Johanna Martina Center Groningen PO Box 30.001 9700 | RB Groningen
X Netherlands
Maria Dept. of Ophthalmology
Ophthalmology Clinic
GRABSKA-LIBEREK, | Fostaraduate Centre of | ) oriakowska | 00-
133. lwona MD PhD ' | Medical Education 23'1 416 Warszawa Poland
SPSK im. Prof. W.
Orlowskiego
Klinika Okulistyki
Sziptal Kliniczny 02-
134. | KECIK, Prof. Dariusz | Dzieciatka Jezus ul. Lindleya 4 005 Warszawa Poland
Centrum Leczenia
Obrazen
KOCIECKI, Ass. Prof. gitue”‘lrtak'i Klinika 6L
135. | Jaroslaw Andrzej MD ulisty ul. Dluga1/2 Poznan Poland
Uniwersytetu 848
PhD ;
Medycznego w Poznaniu
Klinika Okulistyki
Samodzielnego S
136. MISIUK-HOJLO, Prof. Publicznego ul Chalubinskiego 50- Wroclaw Poland
Marta . . 2a 368
Szpitala Klinicznego nr 1
we Wroclawiu
Akademickie Centrum
Kliniczne — Szpital
137, | RACZYNSKA, Prof. | 5\ odemii Mdycznejw | ul. Debinki 7 80- | Gdansk Poland
Krystyna 952
Gdansku
Klinika Choréb Oczu
WYLEGALA, Prof. | Okregowy Szpital 40-
138. ! ' Kolejowy w Katowicach | ul. Panewnicka 65 Katowice Poland
Edward MD, PhD 760
S.P.Z.0.Z.
. Niepubliczny Zaklad
139. gﬁBUZNY’ Jozef MD Opieki Zdrowotnej ul. Modrzewiowa 15 221 Bydgoszcz Poland
“OFTALMIKA”
CARNEIRO, Angela Hospital de Sao Joao,
140. | Maria Veloso EPE Alamed_a Prof. . 4200- Porto Portugal
Hernani Monteiro 319

Guimaraes

Servico de Oftalmologia
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DA SILVA, Rufino

Azinhaga de Santa

3000-

141. Martins AIBILI Comba — Celas 548 Coimbra Portugal
. Alexandra Hospital
WAGLE, Ajeet . 378 Alexandra 15996 | .. .
142. Madhay Op_hthalmology & Visual Road 2 Singapore Singapore
Sciences
Singapore National Eye | 11 Third Hospital 16875 | .. .
143.| YEO, lan Yew San Centre (SNEC) Ave 1 Singapore Singapore
. Tan Tock Seng Hospital |11 Jlan Tan Tock 30843 | .. .
144. | TAN, Dr. Nikolle (TTSH) Seng 3 Singapore Singapore
. National University .
145, C_HEE, Caroline Ka Hospital (NUH) 5 Lower Kent Ridge | 11907 Singapore Singapore
Lin Road 4
Dept. of Ophthalmology
. 2. ocna klinika
146. IZAK, Milan MD Prof. Fakultna Nemocnica F.D. | Nam. L. Svobodu 1 |97517 Bans_ka Slovakia
PhD MD Bystrica
Roosevelta
Ocna klinika
147. STRMEN, Peter MD Fakultna nemocnica s Ruzinovska 6 821 Bratislava Slovakia
PhD S 06
poliklinikou
Seoul National University
148. | PARK, Kyu Hyung Bundang Hospital, Dept. | 166 Gumi-ro 463- | Bundang-gu, | South
707 Seongnam Korea
of Ophthalmology
149 YOON, Young Hee Asan Medical Center, 3881-1 Pungna, 2- | 138- Songpagu South
| MD Dept. of Ophthalmology | dong 736 Seoul Korea
. Seoul St. Mary’s Hospital | 505 Banpo-Dong, 137- South
150.| LEE, Won Ki Dept. of Ophthalmology | Seocho-Gu 701 Seoul Korea
YU, Hyeong Gon MD Seou! National University 101 Daehangno 110- South
155 pnp Hospital Chongno-gu 744 | Se0U Korea
Dept. of Ophthalmology gno-g
Gachon University Gil
152. | NAM, Dong Heun Medical Center 1198 Guwol-dong 405- | Namdong-gu, | South
760 Incheon Korea
Dept. of Ophthalmology
Korea University Guro
Hospital 152- South
153. | HUH, Kuhl Dept. of Ophthalmology 2-Dong, Guro-Gu 703 Seoul Korea
Guro
Instituto Clinico de
Imologi .
%Zig&?gll?nic I Area medico- .
154. | ADAN, Alfredo R administrativa, 2° 08028 | Barcelona Spain
provincial de Barcelona) is0
Casa maternitat, C/ P
Sabino Aran s/n
155, | ARMANDA Egjpltal Fniversiianola - paseo de la 28046 | Madrid Spain
"| MARESCA, Felix y | Castellana, 261 P
Servicio de Oftalmologia
IOBA-Instituto
Universitario de
156. | COCO, Rosa Maria Oftalmobiologia Aplicada | Paseo de Belén, 17 | 47011 | Valladolid Spain
Edificio IOBA-Campus
Miguel Delibes
Hospital General Avda. Tres Cruces
157. | CERVERA, Enrique Universitario de Valencia s/n ’ ' 146014 | Valencia Spain
Servicio de Oftalmologia
Hospital Universitario
ESTEBAN . _— s/n . .
158. GONZALEZ, Eduardo Vlrge_n_ Macarena _ Avda. Dr. Fetriani 21009 Sevilla Spain
Servicio de Oftalmologia
Instituto Tecnologico de Santiago de
GOMEZ-ULLA, Dr. Oftalmologia Avda. de las 9 .
159. : . 15705 | Compostela La | Spain
Francisco Hospital Nuestra Senora | Burgas, 2

de la Esperanza

Coruna
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RUIZ MORENO, José

Vissum, Instituto

Avda. De Denia, s/n

160. M. Oftalmologia de Alicante | Edif. Vissum 03016 | Alicante Spain
ALVAREZ GARCIA, VISSUM Hospital C/ Santa Hortensia, . .
161. Maria Teresa Oftalmologico Madrid 58 28002 | Madrid Spain
ALFONSO Instituto Oftalmologico Avda. Dres. Oviedo
162. | SANCHEZ, José 9 Fernandez-Vega, 33012 : Spain
Fernandez Vega (Asturias)
Fernando s/n
Clinica Universitaria de
163, | CARCIALAYANA, |\ varra Avda. Pio XIIl, 36 | 31008 | Pamplona Spain
Dr. Alfredo - . (Navarra)
Servicio de Oftalmologia
Institut de la Macula | de
. la Retina Area desp 117 C/ .
164.| ARIAS, Dr. Luis Centro Medico Teknon Vilana, 12 08022 | Barcelona Spain
Conultoris Vilana
165. | SARAROLS, Laura Instituto Oftalmologcio de | Avenida. Diagonal 08017 | Barcelona Spain
Barcelona 632
166. :thI\IIDERO’ Antonio MD Clinica Pinero (13Ior|eta Plus Ultra, 41013 | Sevilla Spain
Hospital General de
HERNANDO AYALA, | Malaga — Carlos Haya Plaza del Hospital .
167. Carlos (Hospital Civil) Civil s/n 29009 | Malaga Spain
Servicio de Oftalmologia
ROM Fundacion Bifurcacion Pio
168. NAVEA, Amparo MD Oftalmologica del Baroja — General 46015 | Valencia Spain
PhD - L
Mediterraneo Avilés, s/n
169. | ARIAS, Luis Instituto Oftalmologico de | Avenida Diagonal 08017 | Barcelona Spain
Barcelona 632
ALGVERE, Peep St Eriks 112
170. Viktor, MD PhD Retinamottagning Polhemsgatan 50 82 Stockholm Sweden
Linkdping University
171. Eﬁﬁsl\tli’:ESSON’ Hospital ggl Linkdping Sweden
Eye Clinic, Entrance 26
Orebro University 701
172. | JOHANSSON, Ingrid | Hospital Orebro Sweden
o 85
Eye Clinic, House A
173. KUR.Z'LEVIN' Dr. Un|vers|_ta_ts-Sp|taI Zurich Frauenklinikstr. 24 8091 | Zirich Switzerland
Malaika Augenklinik
Clinigue d’Ophtalmologie
POURNARAS, de Genéve Rue Alcide-Jenther N .
174. Constantin MD Hop. Cantonal 22 1211 | Genéve Switzerland
Universitaire de Géneve
175. SCHNEIDER’ Prof. Un|ver3|_ta_tssp|tal Basel Mittlere Str. 91 4031 | Basel Switzerland
Dr. med. Ulrike Augenklinik
Universitatsspital Bern
176, | WOLF, Prof. Dr. Dr. |\ hi ind Poliklinik fir | Inselspital 3010 |Bemn Switzerland
Sebastian !
Augenheilkunde
St. Paul’s Eye Unit L7 United
177. | BRIGGS, Michael Royal Liverpool Prescot Street Liverpool .
) . . 8XP Kingdom
University Hospital
King's College Hospital United
178. SIVAPRASAD, Dr. Department of Denmark Hill SES London Kingdom
Sobha 9RS
Ophthalmology
. NW1 United
179.| GEORGE, Sheena Western Eye Hospital Marylebone Road 50H London Kingdom
Aberdeen Royal Infirmary AB25 United
180. | LOIS, Dr. Noemi Ophthalmology Foresterhill 27N Aberdeen Kingdom
Department
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Southampton General United
181. LOTERY, Andrew Hospital Tremona Road SO16 Southampton, Kingdom
John . 6YD Hampshire
Southampton Eye Unit
Centre for United
Ophthalmology and Kingdom
182 CHAKRAVARTHY, Vision Sciences BT12 Belfast
" | Usha Institute of Clinical 6BA
Science
The Royal Hospitals
Torbay Hospital TQ2 United
183. | COLE, Mick South Devon Healthcare | Lawes Bridge Torquay Kingdom
. TAA
NHS Foundation Trust
Frimley Park Hospital GU16 . United
184.| MENON, Geeta V NHS Foundation Trust Portsmouth Road 7UJ Frimley Surrey Kingdom
Plymouth Hospitals NHS PL4 United
185. | RAMAN, Vasant S Trust Aplsey Road 6PL Plymouth Kingdom
Royal Eye Infirmary
Aston University, Aston United
Academy of Life Kingdom
186. GIBSON, Jonathan Sciences Aston Triangle B4 Birmingham
Mark - . TET
Academic Unit of
Ophthalmology
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