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1 EXECUTIVE SUMMARY

This BLA application seeks the approval of VEGF Trap-Eye administered intravitreally for the

- treatment of neovascular (wet) age-related macular degeneration (AMD). The proposed dose for
VEGF Trap-Eye is 2 mg administered by intravitreal injection once every 2 months, following 3
initial monthly injections of 2 mg. VEGF Trap-Eye may be dosed as frequently as 2’ mg once per
month.

The efficacy of VEGF Trap—Eye was supported by clinical data from two Phase-3 studies,
VGFT-OD-0605 (V IEW 1) and 311523 (VIEW 2). Both studies were randomized, double
masked, active comparator (0.5 mg ranibizumab) controlled study. Subjects eligible for the study
were men and women > 50 years of age with active primary subfoveal choroidal
neovascularization (CNV) lesions secondary to AMD. For each subject, one eye was designated
as the study eye. At screening, sub_pects had a best corrected visual acuity (BCVA) of 20/40 to
20/320 (letter score of 73 to 25) in the study eye; CNV in the study eye-were at least 50% of total
lesion size. Subjects were randomized to receive one of the four treatments: 2 mg VEGF Trap-

- Eye administered every 4 weeks, 0.5 mg VEGF Trap-Eye administered every 4 weeks, 2 mg
VEGF Trap-Eye administered every 8 weeks, and 0.5 mg ranibizumab administered every 4
weeks. Subjects with all three subtypes of AMD (occult, minimally classic, and predominantly
classic) were allowed to enroll in each VEGF Trap-Eye study. This reflected a synthesm of the
selection criteria of all pivotal trials of the ranibizumab development program. _

These two studies demonstrated that VEGF Trap-Eye is non-inferior to 0.5 mg ranibizumab with
_ respect to the proportion of subjects who maintained vision at week: 52, based on a pre-
determined non-inferiority margin of 10%. The maintenance of vision was defined as a loss,
relative to baseline, in visual acuity of less than 15 letters in the ETDRS letter score. In both
studies, nearly 94% of subjects treated with VEGF Trap-Eye and 0.5'mg ranibizumab maintained
-vision at week 52. The findings for 0.5 mg ranibizumab were similar to those from the pivotal
ranibizumab studies used to support its registration. Furthermore, the design and conduct of both
non-inferiority studies for the VEGF Trap-Eye program are considered adequate. =

Results from the analysis of secondary efficacy endpoints, including BCVA change from
baseline at week 52 and the proportion of subjects who gained at least 15 letters in the BCVA
score at week 52 compared with baseline, also supported the efficacy of VEGF Trap-Eye -
compared to 0.5 mg ranibizumab. Both VEGF Trap-Eye regimens and 0.5 mg ranibizumab were
associated with fairly similar change in BCVA score and proportion of subjects who gained at
least 15 letters in the BCVA score at week 52 compared with baseline. A summary of key -
efficacy results are presented in Table 1.

The analyses of the primary and secondary efficacy endpoints were conducted according to pre-
specified statistical methodology. The Reviewer concurred with the pre-specified statistical
methodology and confirmed the primary efficacy and key secondary efficacy results for visual
acuity. Additional analyses employing different statistical approach or different method to handle
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missing data were performed by the Reviewer. The results from these analyses were similar to
those presented in the submission. '

Table 1: Key efficacy results at week 52 - proportion of subjects who maintained vision, change
in BCVA score from baseline, and proportion of subjects who gained =15 letters in BCVA
- score from baseline (Full analysis set)

Study : Treatment Nl_lmbei' of Subjects who -Mean (SD): Gainof > 18
' subjects maintained - number of letters (%)
vision (%) letters
VGFT-OD- Ranibizumab 304 93.8% T 8.1(152) 30.9%
0605 (VIEW 1) 0.5Q4 ) ’
» ’  VIE2Q4 304 . 95.1% . 109(13.8) 37.5%
"VTEO0.5Q4 301 95.0% 69(13.4) - 24.9%
VTE 8Q4 301 - 94.4% 7.9 (15.0) - 30.6%
311523 _Ranibizumab 291 94.8% - 94(13.5) C34.0%
(VIEW 2) - 05Q4 : ‘ ,
VTE 2Q4 309 94.5% 7.6 (12.6) 29.4%
VTE 0.5Q4 296 . . 95.3% 9.7 (14.1) 34.8%
VTE 8Q4 306 95.4% 8.9(144) 31.4%

Note: Maintenance of vision was defined as a loss of <15 letters in the ETDRS letter score.
Source: VGFT-OD-060S (VIEW 1) CSR Tables 20, 22, and 23; 311523 (VIEW 2) CSR Tables 21, 24, and 285. »

Therefore, the efficacy of VEGF Trap-Eye regimens was supported by a non-inferiority
_comparison to 0.5 mg ranibizumab for the proportion of subjects who maintained vision at
week 52. Similar efficacy results observed with VEGF Trap-Eye and 0.5 mg ranibizumab in the
secondary visual acuity endpoints further substantiated the efficacy of VEGF Trap-Eye -
compared to 0. 5 mg ranibizumab for treatment of neovascular AMD.
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2 INTRODUCTION
2.1 Overview
2.1.1 Class and Indication

VEGF Trap-Eye was developed for the treatment of neovascular (wet) age-related macuilar
- degeneration (AMD). The proposed dose for VEGF Trap-Eye is 2 mg administered by

intravitreal injection once every 2 months, following 3 initial monthly injections of 2 mg. VEGF -
Trap-Eye may be dosed as frequently as 2 mg once per month, -

AMD is the most common degenexfative disease of the macula and is the most common cause of
blindness in the developed world. There are two forms of AMD, the dry and the wet form. The
dry form is more benigr and accounts for 90% of all AMD cases, but only for 10% of cases of
blindness due to AMD. There is no treatment for dry AMD. Antioxidants and vitamins have .
been shown in certain subgroups to reduce the risk of AMD progression. Dry AMD may develop
into wet AMD, also known as neovascular or exudative AMD, which is less prevalent. Wet
AMD affects 10% of the AMD patients and is the more aggressive form. If untreated, wet AMD
leads to rapld severe visual impairment and legal blindness. About 80% to 90% of patients with
severe vision loss due to AMD have wet AMD, :

The treatment paradlgms for wet AMD shifted tremendously when anti-VEGF treatment, notably

_ Ranibizumab (Lucentls ; Genentech-Roche/Novartis), was introduced. Ranibizumab was
approved for the treatment of wet AMD in U.S. in 2006 and since then, it has become the
standard of care in the treatment of wet AMD. .

In the pivotal ranibizumab studies, monthly intravitreal administration of ranibizumab
maintained vision, defined as loss of <15 letters, at 12 months in approxmately 95% of the
patients. Additionally, ranibizumab resulted in gain of >15 letters in at least 1/3 of patients in
these studies. Clinical meaningful unprovement was observed in mean visual acuity.

Intravitreal injection of rani-bizmhab poses potential serious risk; and monthly regimen is

" burdensome to patients, caregivers, ophthalmologists and the healthcare system. VEGF Trap-Eye
is developed as an alternative treatment of wet AMD, which is intended to offer similar efficacy
as ranibizumab, but a more convenient dosing scheme. According to the BLA submission, VEGF
Trap binds to VEGF, with binding affinity higher than does the native VEGF receptors.
Moreover, unlike other anti-VEGF molecules, VEGF Trap also binds to PIGF, with higher

* binding affinity than does its native receptor. The combination of these properties was expected
to potentially contribute to longer lasting action, thereby leading to a dosing interval longer than
once monthly and, possibly, to unproved visual acuity as compated to standard therapies without
similar properties. :

2.1.2 History of Drug Develnpment
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The dévelopment of VEGF Trap-Eye for the treatment of wet AMD was filed under IND 12462
on May 16, 2005 and opened on June 15, 2005.

* The clinical development program for VEGF Trap-Eye in support of the proposed indication |
_ started with two Phase-1 studies (VGFT-OD-0502 and VGFT-OD-0603) to assess the safety of -
single or repeated intravitreal injections of VEGF Trap-Eye at doses between 0.05 and 4 mg.

Phase-2 study VGFT-OD-0508 (completed on June 26, 2008) was a double masked, prospective,
randomized study for the safety, tolerability and biological effect of repeated intravitreal
‘administration of VEGF trap in patients with neovascular age-related macular degeneratlon
Approximately 150 eligible patients were randomly assigned with an equal chance to receive
ITV injections of VEGF Trap into the study eye at 4- or 12-week intervals over a 12-week
period. Treatment groups were as follows: ‘

Group A: 0.5 mg VEGF Trap at 12- week intervals.
Group B: 0.5 mg VEGF Trap at 4-week intervals
Group C: 2.0 mg VEGF Trap at 12-week intervals
‘Group D: 2.0 mg VEGF Trap at 4-week intervals

~ Group E: 4.0 mg VEGF Trap at 12-week intervals

Beginning at Week 16, subjects in all’ treatment armis were evaluated every 4 weeks for
subsequent PRN dosing at the randomlzed dose level for up to one year.

Visual acuity was assessed at Week 12. All treatment groups experienced improvements in

- visual acuity as early as Week 1, and these improvements were maintained through Week 12. -
The VA improvement was maintained during Weeks 16 through 52 (the PRN phase) with an
average of only two additional doses during thls time.

' Subjects enrolled in Phase-l or Phase-2 studies were allowed to continue treatment with VEGF.
‘Trap-Eye 2mg PRN in an ongoing Phase-2 long-term safety study (VGFT-0D-0702).

- Two Phase-3 studies were conducted to generate the pivotal support for the proposed mdication

The study protocol VGFT-OD-0605/ 14393 (VIEW 1) was first issued on January 15,2007 and
subsequently amended three times (Amendment 1 on May 24, 2007; Amendment 2on Janualy
16, 2008; and Amendment 3 on June 03, 2009):

The Applicant submitted a Special Protocol Assessment (SPA) request for VGFT-OD-0605
(VIEW 1) on January 18, 2007 (serial #060). The proposed design was a 2-year double-masked,
parallel, non-inferiority study of intravitreal VEGF Trap-Eye against ranibizumab for
maintenance of best-corrected visual acuity (BCVA) in patients with neovascular AMD. The
proposed dose arms for the first year were 4 mg every 4 weeks (4mgQ4), 1 mg every 4 weeks

 (1mgQ4), and 4 mg every 12 weeks with sham doses at interim monthly visits when VEGF
Trap-Eye was not administered (4mgQ12), or ranibizumab at 0.5 mg once every four weeks
(RQ4) In the second year, subjects were to be evaluated every 4 weeks, zmd recexve an
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intravitreal injection at least every 12 weeks. Injections could be given as frequently as every 4
weeks, but no less frequently than every 12 weeks, according to specific criteria. The proposed
pnmary endpoint was the proportion of sub_]ects who maintained vision. The maintenance of
vision was defined as loss of less than 15 letters in best-corrected visual acuity on the Early

- Treatment Diabetic Retinopathy Study [ETDRS] chart compared to baseline at 12 months.

" The proposed analysns was non-inferiority compared to ranibizumab, which was analyzed
sequentially for each of the VEGF Trap-Eye dose groups in the following order: 4mgQ4; .
followed by 1mgQ4, and then 4mgQ12. A confidence interval approach was planned for the non-
inferiority evaluation using a non-inferiority margin of 10%. Key aspects of the study design and
analysis plan were agreed upon by the Agency

The Applicant submitted a second SPA request (serial #074) on May 31, 2007 for Protocol
‘'VGFT-OD-0605 (VIEW 1). Changes were made to the VEGF Trap-Eye dose regimensto -
include 2.0 mg VEGF Trap every 4 weeks (2Q4), 0.5 mg VEGF Trap every 4 weeks (0.5Q4) and
‘2.0 mg VEGF Trap every 8 weeks (2Q8) (with three consecutive doses at Day 1, Week 4 and
Week 8), as well as ranibizumab0.5 mg every 4 weeks (RQ4). The proposed conditional
sequence for prlmary endpoint analysis was VEGF Trap 2mgQ4, 0.5mgQ4 and then 2mgQ8. In
addition, the primary endpoint would be at week 52 rather than week 48.

The choice of the final dose groups in the Phase-3 program, i.e., 0.5Q4, 2Q4, and 2Q8, was
based on.the results of Study VGFT-OD-0508. Over the first 12 weeks, 100% of patients in the
2Q4 treatment group and 0.5Q4 treatment group maintained vision (defined as losing less than
15 letters on the ETDRS scale). In addition, the improvements in visual acuity were similar in
 the two 2 mg groups at Week 8, suggesting that an 8-week dosing interval could potentially

maintain the effects of VEGF Trap-Eye in Phase-3 studies. The time course of improvements
also suggested that initiating treatment with three monthly injections was associated with a better
outcome than a single injection of either 2 mg or 0.5 mg. In the PRN phase, a greatér percentage

. of patients in the 2-mg group maintained vision than in the 0. 5-mg group, indicating that efficacy
of the 0.5-mg dose is more sensitive to dosing interval than efficacy with the 2-mg dose. Dosmg
with 4 mg did not result in greater efficacy than dosing with 2 mg

" In response to the Agency’s comments as part of the SPA for this protocol the Appheant

. amended the protocol (Amendment 2). Among the changes, the statistical section was updated to
include treatment by site interaction analyses for all sites (including calculations of confidence
mtervals for differences for all sites regardless of size).

Study 31 1523 (VIEW 2; VGFT -OD-0618) followed essentially the same design as the VGFT- -
0OD-0605 (VIEW 1) study. The difference between the two studies is that Study VGFT-OD-0605
(VIEW 1) was conducted primarily in North America, and Study 311523 (VIEW 2) was
conducted primarily in Europe, Asia, Australia and Latin America. At the tnne of the BLA
submission, the Phase-3 studies are still ongoing.

The present apphea_tnon is based on the data obtained through the end of the first year of
treatment of these two studies. The first year of the studies includes a direct comparison of a .
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fixed dosing every two months versus the comparator treatment ranibizumab which is given at
monthly dosing. One year of treatment was expected to provide clinically relevant information
on the efficacy and safety of the respective treatment group. After completion of the primary.
endpoints, the studies continue for another year. Year 2 was designed to evaluate the impact of
further prolonged dosing intervals and criteria-based flexible dosing on the maintenance of the
visual acuity and morpholog:cal benefits achieved in the first year.

A pre-BLA meeting was-held on September 8, 2010 to discuss clinical issues concerning the
planned BLA submission. It was agreed that the key analyses for the summary of clinical
efficacy would be derived from the 1-year analysis of each individual Phase 3 studies (VIEW. 1
and VIEW 2), the pooled analysis of the 1-year data from the two Phase 3 studies and the Phase

2 study VGFT-OD-0508. It was also agreed that, for each individual phase 3 study, subgroup
analysis for efficacy would be performed for the primary (loss of <15 letters) and secondary
visual acuity (mean change and 3-line gainers) endpoints. Sensm\nty analysns would be prowded
for primary and all secondary endpoints. . '

' 2.1.3 Specific Studies Reviewed

Two Phase-3 studies, Study VGFT-OD-OGOS (VIEW 1) and Study 311523 (VIEW 2), are
selected for full statistical review and evaluation.

‘Study VGFT-OD-0605 (VIEW 1) is a randomized, double masked, active controlled study of the
efficacy, safety, and tolerability of repeated doses of intravitreal VEGF Trap in subjects with '
neovascular age-related macular degeneratlon Subjects eligible for the study were men and
women > 50 years of age with active primary subfoveal CNV lesions secondary to AMD,
including juxtafoveal lesions that affect the fovea, as evidenced by fluorescein anglography
(FA). For each subject, only one eye was designated as the study eye and recexved randomized
treatment.

The planned sample size was 1200, and the subjects were to be recruited at multi-centers in USA
and Canada. At the conclusion of the study enrollment, a total of 1217 sub]ects from 154 sites
were randomized to one of 4 dosing rcglmens

« 2 mg VEGF Trap-Eye admm15tered every 4 weeks (2Q4, N=304),

« 0.5 mg VEGF Trap-Eye administered every 4 weeks (0.5Q4; N=304),
"+ 2 mg VEGF Trap-Eye administered every 8 weeks (2Q8; N=303), and

« 0.5 mg ranibizumab administered every 4 weeks (RQ4; N=306).

- Subjeets assigned to (2Q8) received the 2 mg -mjectlon every 4 weeks to week 8 (at day 1,
week 4, and week 8) and then a sham injection at interim 4-week visits (when study drug is not
administered) during the first 52 weeks of the study. No sham injection was given at Week 52.

The sfudy duration for each subject was scheduled to be 96 weeks. For the first 52 weeks
(Year 1), subjects received an intravitreal or sham injection in the study eye every 4 weeks.
During the second year of study, subjects were evaluated every 4 weeks and received an

10
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intravitreal injection at least every 12 weeks. During this period, injections were given as
frequently as every 4 weeks; but no less frequently than every 12 weeks, according to pre-
specified clinical criteria. Sham injections were not given durmg the second year of the study.

Subjects were evaluated every 4 weeks for safety and best corrected visual aculty (BCVA) usmg
. the 4 meter Early Treatment Diabetic Retinopathy Study (ETDRS) protocol. Quality of Life
(QOL) was evaluated using the NEI VFQ-25 questionnaire. Optical Coherence Tomography
(OCT) and Fluorescein Angxography (FA) examinations were conducted periodically. '

Study 311523 (VIEW 2)_followed essentially the same design as the VIEW 1 study. The study
was conducted primarily in Europe, Asia, Australia and Latin America, including 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).

The planned sample size was 1200 for the study. At the conclusion of the study enrollment, a
total of 1240 subjects from 186 study sites were randomized to one of 4 dosing regimens:

« 2 mg VEGF Trap-Eye administered every 4 weeks (2Q4; N=313),

+ 0.5 mg VEGF Trap-Eye administered every 4 weeks (0.5Q4; N=311),
* 2 mg VEGF Trap-Eye administered every 8 weeks (2Q8; N=303), and
» 0.5 mg ranibizumab adiinistered every 4 weeks (RQ4; N=313).

These two Phase studies generated the pivotal support for the proposed indication.
22 Data Sources

The BLA submission, including the Apphcant’s stndy reports and datasets for the cbmcal studies are

available on EDR at \\cber-fs3\m\eCTD Submnssnons\§m125387\0000

‘The study data, including the raw and analysis datasets, were provided electronically. Raw data
were created following Study Data Tabulation Model (SDTM) standards. Analysis (derived)
datasets were also submitted, along with the SAS programs used to generate these datasets.
These datasets are available on EDR at

\\Cber-fs3\m\eCTD Subnussmns\S’I’Nl25387\0000\rn5\_d_g asets

11
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3 STATISTICAL EVALUATION
For the most part, the conduct and analyses of the two pivotal Phase-3 studies, VGFT-OD-0605

(VIEW 1) and 311523 (VIEW 2), are identical. Figure 1 dlsplays the flow chart of these two
studies.

Figure 1 : General flow chart for pivotal Phase-3 studies (VIEW 1, VIEW 2)

Screening | Treatment Year 1 ' Treatment Year 2 !

! Fixed dose | SamedoseasYear!. - - :

: Fixed schedule : _ Flexible schedule based on'individual response |

I | ’ |

| Ranibizumab 05 mg - Q4 ) between Q4 and Q12 !

VEGF Trap-Eye 20 mg - Q4 ! _ befween Q4 and Q12 H

. - |

VEGF TrapEye 0.5mg - Q4 _ ! betwsen Q4 and Q12 E

. 1 1

VEGF Trap-Eye 20mg - 08 H between Q4 and Q12 :

. ] 2 R 1

] R I
Randomization Primary - End of
_ 1:4:1:1 .ndpg[nt study

Both studies compared three VEGF Trap-Eye regimens (0.5-mg and 2 mg desed monthly, and

2 mg dosed every two months) to ranibizumab 0.5 mg dosed monthly. The primary efficacy
'en'dpoint is the proportion of subjects maintaining vision at Week 52. The maintenance of vision
is defined as a loss, relative to baseline, in vxsual acuity of < 15 letters in the ETDRS letter score
measured at a 4 meter distance. .

The purpose of the studies is to establish non-inferiority of VEGF Trap-Eye relative to
ranibizumab in preventing moderate vision loss in subjects with all angiographic subtypes of
neovascular AMD, The evaluation of the non-inferiority of VEGF TrapoEyc to ramblzumab for -
each vaoml study was based on a non-inferiority margin of 10%. ‘

The choice of the non-inferiority margin was based on regulatory agreement and it was
supported by the observed efficacy results from ramblzumab studies.

The following sections wnll present detailed revxew of the two Phase-3 studies in VEGF Trap—
Eye development program :

12
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3.1 Data "and Analysis Quality

The BLA submission mcluded the raw and analysis datasets in electronic format. Raw data were
created following Study Data Tabulation Model (SDTM) standards. Analysis (derived) datasets
were also submitted, along with the SAS programs used to generate these datasets. Overall, the
quality of the data is a¢ceptable but not without issues. Several findings are noted below.

Analysis dataset ‘ADSL’ includes variable ‘COMPLFN’ as a l-year Completers Population ﬂag.
According to DEFINE.pdf document, COMPLEN = 1 if no discontinuation was recorded for the
subject (DSREAS is missing); otherwise COMPLFN = 0. However, 28 subjects in study
VIEW 1 and 23 subjects in VIEW 2 discontinued from the study during the 1% year (DSREAS is
not missing), but they were indicated as 1-year completers (COMPLFN = 1), Therefore, the
values of the variable COMPLFN were not denved properly accordmg to the speclﬁcatlon in
DEFINE.pdf.

While verifying the randomized treatment assignments, it was noted that a total of 36 subjects in
study VIEW 2 were classified as screemng failures in analysis dataset (ADSL) and their
randomization numbers were set to missing, even though they were randomized and assigned a
randomization number according to raw datasets. According to the protocol, subjects were not
randomized until their eligibility was confirmed, which means that they were not screening
failures. The issue was raised at the BLA filing meeting and communicated thereafter with the

" Applicant. The Applicant confirmed that these 36 subjects were randomized, but they were not
treated and were mistakenly classified as screening failures in the dataset ADSL. These 36
subjects were not included in safety, full analysis, and per-protocol populations or in any analysis
results. Therefore, the analyses results and conclusions will not be affected by this issue.

Because of the designation of aforementioned 36 subjects as screening failures and the omission
of their treatment assignments, dataset ADSL alone cannot be used to reproduce the subject
disposition table (Table 7 in VIEW 2 CSR). The reviewer had to use the raw data to create a new
dataset that corrected the mishandling of data in dataset ADSL. If the Applicant had consistently
programmed to create analysis datasets for two pivotal studies, this issue could have been easily
prevented.

3.2 Evaluation of Efficacy
3.2.1 Study Design and Endpoints

VGFT-OD-0605 (V IEW 1)isa multl-center, double-masked randormzed study. Subjects were
, randomly assigned in a 1:1:1:1 ratio to 1 of 4 dosing regimens:

+ 2 mg VEGF Trap-Eye administered every 4 weeks (2Q4), -
« 0.5 mg VEGF Trap-Eye administered every 4 weeks (0.5Q4),
« 2 mg VEGF Trap-Eye administered every 8 weeks (2Q8),

+ 0.5 mg ranibizumab administered every 4 weeks (RQ4).
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- Subjects aséi'gned to the 2Q8 regimen received the 2 mg injection every 4 Weeks to week 8 (at
day 1, week 4, and week 8) and then a sham injection at interim 4-week visits when study drug
was not administered during the first 52 weeks in the study. No sham injection was given at
Week 52. :

The study populatlon consisted of men and women > 50 years of age diagnosed with neovascular
AMBD. The planned enrollment for the study was 1200 subjects, 300 subjects. per group.
Assuming that 90% of subjects treated with 0.5 mg ranibizumab or VEGF Trap-Eye would
maintain vision, 191 subjects per group would provide 90% power to demonstrate non-inferiority
for a non-inferiority margin of 10% at a significance level of 0.049. The significance level was

. adjusted for Independent Data Monitoring Committee (IDMC) safety assessments (0.0001 for
each of the 10 assessments) to preserve an overall alpha of 0.05 for the study. Assuming a
‘dropout rate of approximately 30%, enrollment of 300 subjects per group was expected to
provnde adequate power:

Sub]ects were screened to determine their ellgxblhty for the study based on the mclusxon and
exclusion criteria within 21 days of dosing. Once subjects’ eligibility was confirmed and subjects
consented to participating in the study, subjects were enrolled and randomized accordmg toa
central randomization scheme.

Subjects started receiving treatment on day 1. During the first-year treatment period, intravitreal
or sham injections were given every 4 weeks. Subjects were evaluated at 4-week intervals for
safety and BCVA. Quality of life was evaluated using the NEI VFQ-25 at screening, weeks 12,
24, 36 and 52. Mandatory OCT examinations were performed at screening, day 1 and at weeks 4,
12, 24, 36, and 52. In addition, optional OCT examinations could be performed at weeks 1, 8, 16,
20, 28, 32, 40, 44, and 48. Fluorescein angiography (FA) examinations were conducted at
screening, and at weeks 24 and 52. Schedule of events durmg the first year is dnsplayed in
Table 2. .
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Source: Protocol VGFT-OD-0605.03

During the second-year treatment period, intravitreal injections were given as needed as
frequently as every 4 weeks, but no less frequently than every 12 weeks; evaluations and
assessments of efficacy, safety, and tolerability were made, and blood samples were taken.

Only one eye was designated as the study eye. For subjects who met eligibility criteria in both
eyes, the eye with the worse VA was selected as the study eye. If both eyes had equal VA, the

" eye with the clearest lens and ocular media, and least amount of subfoveal scar or geographic’

atrophy was selected. If there was no objective basis for selecting the study eye, factors such as
ocular dominance, other ocular pathology and subject preference were consndered in making the

' selectnon. The non-study eye was considered the fellow eye.

The primary endpoint for the study was the proportion of subjécts who maintained vision at.
week 52, where a subject was classified as maintaining vision if he/she lost fewer than 15 letters
in ETDRS letter score compared to baseline. Therefore, this study used the same primary '
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endpoint as the one in the plvotal rambnzumab studles to demonstrate non-inferiority of VEGF
Trap-Eye to 0.5 mg ranibizumab.

To substantiate the clinical benefits of VEGF Trap-Eye, the followmg secondary endpoints were
evaluated:

+ Change from baseline in BCVA as measured by ETDRS letter score at week 52. :

» Proportion of subjects who gained at least 15 letters of vision from baseline to week 52. -
+ Change in total NEI VFQ-25 score from baseline to week 52

o Change in CNV area from baseline to week 52.

Multiplicity arising from the comparison of each of the three VEGF Trap-Eye regimens to
ranibizumab was controlled using a conditional sequence of confidence intervals (CIs) for the
statistical evaluations of non-inferiority of VEGF Trap-Eye to 0.5 mg ranibizumab. The
- conditional sequence was as follows:

1. 2 mg VEGF given every 4 weeks (2Q4) versus 0 5 mg ranibizumab given every 4 weeks ‘
- (RQ4).
2 0.5 mg VEGF given every 4 weeks (0.5Q4) versus 0.5 mg ranibizumab given every 4
weeks (RQ4).
3.2 mg VEGF given every 8 weeks (2Q8) versus 0.5 mg ranibizumab glven every 4 weeks

RQ4).

The non-inferiority margin was set at 10%. At each step in the conditional sequence, VEGF
Trap-Eye was considered to be non-inferior to ranibizumab if the CI of the difference between
ranibizumab and VEGF Trap-Eye lay entirely below 10%, where a negative difference favored’
VEGF Trap-Eye. VEGF Trap-Eye was cons1dered to be superior to ranibizumab if the CI of the
difference lay entlrely below zero.

The statlst!cal evaluation proposals in the protocol are acceptable The study de51gn, study
endpoints, and duration of the evaluation (12 months for the primary endpoint and 24 months for
the study) are consistent with current thinking of the revxewmg medical d1v1s1on

31 1523 (V IEW 2) had the same design and was analyzed the same way as study VGFT-OD-
0605 (VIEW 1). A brief summary of key elements of these two studies are presented in Table 3.
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322 Patient Disposition, Demographic and Baseline Characteristics
3.2.2.1 Patient Dlsposmon

Study VIEW 1 enrolled a total of 1217 subjects from 154 sntes m USA and Canada. These
subjects were randomized to one of 4 dosing regimens:

» 2 mg VEGF Trap-Eye administered every 4 weeks (2Q4; N=304),

« 0.5 mg VEGF Trap-Eye administered every 4 weeks (0.5Q4; N=304),
« 2. mg VEGF Trap-Eye administered every 8 weeks (2Q8; N=303), and
« 0.5 mg ranibizumab administered every 4 weeks (RQ4; N=306).

‘Almost 93% of subjects completed the first year of the study. Among the 87 subjects who

- discontinued from the study prematurely, the primary reason for discontinuation was ’
“withdrawal by the subject” (30 subjects), followed by ‘adverse events’ (16 subjects) and ‘death’
(13 subjects). The reasons for and incidence of premature discontinuation from the study were

- comparable among the treatment groups ( Ifablg ).

Table 4: Study VIEW 1 - Subject stposmon (All randomlzed sub]ects)

. ' Ranibizamab - VEGF Trap-Eye
. Disposition/Reason -~ 0.504" 204 0.5Q4 - 208 Total

Randomized 306 (100%) 304 (100%) 304:(100%) 303 (100%) 1217 (100%)

Treated - : 304 (99.3%) 304 (100%) 304 (100%)- 303 (100%) 1215 (99.8%)

Safety Analysis Sét © 304 (99.3%) 304 (100%) 304 (100%) - 303 (100%) 1215 (99.8%)

Full Analysis Set 304 (99.3%) 304 (100%) 301 (99.0%) 301 (99.3%) 1210 (99.4%)

Per Protocol Set 269 (87.9%) 285 (93.8%) 270 (88.8%) 265 (87.5%) 1089 (89.5%)

Completed First Year of o B o .

Study 284 (92.8%) 293 (96.4%) "277 (91.1%) 276 (91.1%) 1136 (92.9%)

Discontinuation from Study . S ‘ )

within First Year : 22(7.2%) 11 (3.6%) 2789%) - 27(8.9%) 87 (7.1%)
Adverse Event 4 3 5 4 16 .
Death : 3 1 "2 7 13
Withdrawal by Subject 0 5 7 8. 30
Protecol Deviation 3 0 3 - 1 7
Lost-to-Follow-up 1 2 4 4 11
Treatment Failure 0 0 2 2 4
Other - 1 0 4 1 6

Source: Tables 7 and 9, Study VGFT-OD-OGOS CSR.

In study VIEW 2, conducted primarily in Europe, Asia, Australia and Latin America, a total of
1240 subjects from 186 study sites were randomlzed to one of 4 dosing reg:mens

~ «2 mg VEGF Trap-Eye administered every 4 weeks (2Q4, N=313), ,
~« 0.5 mg VEGF Trap-Eye administered every 4 weeks (0.5Q4; N=311),
» 2 mg VEGF Trap-Eye administered every 8 weeks (2Q8; N=303), and
« 0.5 mg ramblzumab admxmstered every 4 weeks (RQ4, N=313).

Slightly less than 90% of subjects completed the first year of the study (Table 5). Among the 125
subjects who discontinued from the study prematurely, the primary reason for discontinuation
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was “withdrawal by the subject” (50 subjects) as in study VIEW 1. Subjécts treated with VEGF
- Trap-Eye were more likely to discontinue from study due to ‘adverse events’ (6, 8, and 9
- subjects, respectively) compared to subjects treated with ranibizumab (2 subjects).

Table 5: Study VIEW 2 - Subject Disposition (All Randomized Subjects)

. Ranibizumab ' VEGF Trap-Eye . :
Dispesition/Reason - 0.504 204 0.5Q4 208 Total
Randomized 303 (100%) 313 (100%) 311 (100%) 313 (100%) 1240 (100%)
Treated 291 (96.0%) 309 (98.7%) 297 (95.5%) 307 (98.1%) 1204 (97.1%)
Safety Analysis Set - 291 (96.0%) " 309 (98.7%) 297 (95.5%) . 307 (98.1%) 1204 (97.1%)
Full Analysis Set 291 (96.0%) '309 (98.7%) 296 (95.2%) 306 (97.8%) - 1202 (96.9%)
Per Protocol Set 269 (88.8%) 274 (87.5%) . 268 (86.2%) 270 (86.3%) 1081 (87.2%)
Completed First Year of ' .
. Study 276 (91.1%) 28t (89.8%) 274 (88.1%) 284 (90.7%) 1115 (89.9%)
Discontinuation from Study
within First Year © 27(8.9%) 32(10.2%) 37(11.9%) 29 (9.3%) 125 (10.1%)
Adverse Event .2 6 8 ' 9 25
Death - . 1 3 2 1 7
Withdrawal by Subject .o 15 13 - 11 50
Protocol Deviation 2 1 1 0 4
Lost-to-Follow-up 4 1 2 2 9
Treatment Failure 0 0 1 1 2
Other 7 6 10 5 28

Source: Tables 7 and 9, Study 311523 CSR.

The number of subjects in each analysis set is included i in the above tables. The proportion of
subjects included in each analysis set was similar across treatment groups in both studles. The
following analysls sets were defined for the purpose of analyses.

The full analysis set (FAS) included all randomized subjects who received any study medication
and had a baseline and at least 1 post-baseline BCVA assessment. The FAS was used forall =
hypothesis tests of supenonty For completeness, statistical eva.luatxon of non-mfenonty was

also constructed using the FAS. v

The per protocol set (PPS_) included all subjects in the FAS who received at least 9 doses of study
drug (sham injections were counted as doses administered), and attended at least 9 scheduled
visits during the first year, except for those who were excluded because of major protocol
deviations. A major protocol deviation was one that might have affected the interpretation of the
study results (e.g., missing 2 consecutive injections before administration of the 9th injection).
The PPS also included subjects who discontinued the study because of treatment failure, without

a major. protocol devxa’uon, at any time dunng the first 52 weeks. : _ ‘

Treatment failure during the first 52 weeks of the study was defined as a decrease from baseline -
in BCVA by 15 or more letters at 2 consecutive assessments, 4 weeks apart. A subject who -
qualified as a treatment failure could be, but was not required to be, discontinued from the study.
If a subject did withdraw, he or she was required to complete the year 2 end-of-study/early
terrnination visit procedures.
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The PPS was used for the primary analysis (statlstxcal evaluation of non-mfenonty) Analysxs of
superiority using the PPS was also done for supportwe analyses.

All efﬁcacy analyses were conducted thh subjects as randomized.

The safety analysis set (SAF) was used for safety analyses. The SAF included all subjects who
recelved any study medlcatxon Safety analyses were conducted with subjects as treated.

3222 Demographlc and Baseline Characteristics

The demographic characteristics were comparable among the treatment groups for subjects in the
FAS of study VIEW 1 (Table 6). Subjects were 49 to 99 years old, with a mean of 78.1 years.
Most subjects were white (96.6%), non Hispanic or Latino (96.6%), approximately half were

- female (58.8%), and most had non-dark eye colors (65. 5%)

Similar observation was made for the demographnc charactenstlcs of the sub_'ects instudy -
VIEW 2 (Table 7). In the FAS, approximately half of the subjects (55. 5%) were female. Subjects
aged between 50 and 93 year with a mean of 78.1 years. The majority of subjects was White
(72.8%), not of Hispanic or Latino (82.4%), and had dark eye color (60.1%).
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Table 6: Study VIEW 1 - Demographics and baseline characteristics (Full analysis set)

Source: Table 12, Study VGFT-OD-0605 CSR.
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VEGF Trap-Eye
Ranibizumab ‘ . -
0.5Q4 204 05Q4 . 208 Total
) . (N=304) (N=304) (N=301) (N=301) (N=1210)
. Age (years) - ' o ,
Mean (SD) 782(7.60)  71.7(7.93) 784(8.08) 77.9(3.39) 78.1(8.00)
Median 790 79.0 80.0 ~79.0 79.0
Min : Max 56:99 51:94 '50:94 49% .94 . 49*%. 99
Sex (n[%)) S . R o
* Female 172(56.6%) 194 (63.8%) 167(55.5%) 178(59.1%) 711 (58.8%)
Male 132(434%) 110 (36.2%) 134 (44.5%) 123 (40.9%) 499 (41.2%)
Race (' (%)) S ' o o
White 296 (97.4%) - 295(97.0%) 291(96.7%) 287 (95.3%) 1169 (96.6%)
Black 1(0.3%) 1(0.3%) -0 1(0.3%) 3(0.2%)
Asian” | 0 . 3(1.0%) 5(1.7%) 4(1.3%) 12 (1.0%)
American Indian or Alaska 2(0.7%) 0 - 2(0.7%) 1(0.3%) - 5(0.4%)
Native : . . . -
Native Hawaiian or Pacific 1(0.3%) 0 .0 . 1-{03%) 2(0.2%)
Islander v -
Not Reported 4(1.3%) 5 (1.6%) 3(1.0%) 6(2.0%) 18 (1.5%)
Muttiple 0 0 0 1(0.3%) 1(<0.1%)
Eye Color (n [%]) }
Dark (Black/brown) 101 (332%) 107 (352%) 106 (35.2%) 99 (32.9%) 413 (34.1%)
Other - 203 (66.8%) 195(64.1%) 194(64.5%) 201 (66.8%) - 793 (65.5%)
_Missing 0 2 1. 1 ) 4
Weight (kg) ‘ S R . .
Mean (SD) 759 (17.75)  742(1632) 77.0(17.87) 74.4(17.67) 75.39 (17.43)
Median 74.8 73.5 i 748 . 72.6 73.5
Min : Max - 40:13% 41 :137 - 36:172 41: 143 36:172
Height (cm) ' ‘ : i '
Mean (SD) . 166.4 (9.83) .164,7(10.01) - 166.3 (10.24) 165.0 (10.55) 165.6 (10.18)
Median ' . 165.1 -~ 165.1 - 165t 165.1 "~ 165.1
Min ;: Max. 144 : 196 135:191 142 ;. 196 135:188 ° 135:196
Body Mass Index (kg/m®) N ‘ . ’
Mean (SD) C 27.3(5.2DH 27.4 (5.50) 278(5.66) 27.2(5.75) 274(553)
Median 26.8 26.4 270 ’ 26.6 26.6
Min : Max 15:45 15:47 17:56 17:71 15:71




Table 7: Study VIEW 2 - Démographics and baseline characteristics (Full analysis set)

Parameterivariable  Ranibzumab ______ VEGF Trap-Eye Total
: ‘ 0.5Q4 204 085Q4 208
(N = 291) (N = 309) (N = 296) (N=306) (N =1202)
Age (years) ) .
Mean (SD) - 73.0(9.0) 74.1(8.5) 747(86) 73.8(86) 739(87)
Median 740 ’ 75.0 76.0 75.0 750
Min: Max {50; 92] [50; 93] [51;93} . . [80; 93} [50; 93]
P-value?®/ P-value ® : 0.10/0.08 0.02/0.01 0.26/0.16___0.12/0.08
Sex (n [%]) : . ’
Female 169 (58.1) 176 (57.0) 147(49.7) .175(57.2) 667 (55.5)
Male - 122 (41.9) 133(43.0) 149(50.3) 131(42.8) 535(44.5) -
P-value®/P-value® 0.78/0.86 _004/0.04 083/0.91 0.14/0.11
Race (n [%]) a e _
White 213(73.2) 226(73.1) 219(74.0) 217 (70.9) 875(72.8)
Black or African American 1( 0.3) 0(00)  1(0.3) 2(07) 4(0.3)
Asian 60 (20.6) 67 (21.7) 61(20.6) ~ 69(225) 257 (21.4)
Missi ’ 17 ( 5.8) 16 ( 6.2) 15 ( 5.1) - 18( 5.9) 66 ( 5.5)
* “Ethnicity (n [%)) : R _ ) -
Not Hispanic or Latino - 239 (82.1) 259 (83.8) 241 (81.4) 251 (82.0) 990 (82.4)
Hispanic or Latino 52 (17.9) 50.(16.2) 55(1868) . 55(18.0) 212(17.6)
Eye color (n [%]) - - | _ '
Dark (black/brown) 177 (so.s) 117(57.3) 176 (59.5) 193(63.1) 723 (60.1)
Other 114(3 2) 132 (42.7) 120 (40.5) 113 (36.9) 479 (39 9)
Weight (kg)
Mean (SD) 69.83 (15.00) 70.29 (14. 35) 70.54 (14.38) 69.56 (14.36) 70 05 (14.51)
Median 68.0 69.0 : 70.0 68.0° 68.0
Min: Max . [40 0; 133.0] [32 0; 140.0] [37.0; 125.0] [41.0; 123.0] [32.0; 140.0]
P-value® / P-value® 0.69/0.64 055/056 _0.82/090 0.84/086
Height (cm)
‘Mean (SD) 162,56 (9.38) 163.3 (9.19) 163.8(9.34) 162.8 (9.22) 163.1 (9.28)
Median : 1626 163.0 163.4 163.0 163.0
Min: Max . [127; 184] [144; 195} [140; 198] [143; 190] [127; 198)
P-valua'/P-vglue" 0.31/0.29 0 11/0.11 0751071 0.38/0.38
Body mass index.(kg/m*)
Mean (SD) 26.34 (4.80) 26. 32 . 89) 26.22 (4.49) 26.18 (4 51) 26.26 (4.67)

Median 25.97 5.59 . 25.57 25. 25.71
: 15.8: 57.6] . 142 60.4). [15.6;42.8 17139 14.2: 60.4
G rap-Eyo column pair wise comparison versus ranibizumab and in total column alt 4 treat-
ment groups of analysis of variance, treatment group as fixed factor.
b -P-value in VEGF Trap-Eye column pair wise comparison versus ranibizumab and in total column all 4 treat-
ment groups of analysis, of variance, treatment group and region as fixed factors. -
¢ P-value in VEGF Trap-Eye column pair wise comparison versus ranibizumab (Chi-square teet) and in total
column all 4 treatment groups (Chi-squars test)
d P-vaiue in VEGF Trap-Eye column CMH-test region adjusted (pair wise comparison versus ranibizumab) and -
in total column CMH-test region adjusted (all 4 treatment gfoups)
Source: Table 13, Study 311523 CSR. - . ) '

In the FAS of study VIEW 1, the baseline disease characteristics were balanced among the
treatment groups (Table 8). The overall mean baseline BCVA score in the study eye was 55.1.
The most common lesion type was occult. The mean retinal thickness was 266.1 um, and the
mean CNV area was 6.6 mm’. Subjects in PPS had similar basclme d:scase characteristics to -
those in the FAS.
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Table 8 Study VIEW 1 - Baselme disease characteristics in the study eye (Full analysis set)

VEGF Trap-Eye
Ramblmab N
o 05Q4 2Q4 0.5Q4 208 Total
. . - (N=304) (N=304) (N=301) (N=301) (N=1210
Visual Acuity Letter Score ) -
n ) 304 304 ) 301 . 301 ~1210
Mean (SD) 54.0(13.41) 55.2(13.15) 55.6(13.07) 55.7(1277) 55.1(13.11)
Median 56.0 58.0 58.0 56.0 57.0
Min : Max - 10:78 11:81 18 ;85 15:83 . 10 : 85
Retinal Thickness (um) o
n 304 303 300 301 1208
Mean (SD) 266.8 (126.73) 261.8 (122.42)266.7 (139.15) 269.0 (133.34) 266.1 (130.40)
Median ' 2335 2360 . 234.0 2380 235.0
Min : Max - 51:822 65:71 " 66 : 1257 60 ; 845 511257
Area of CNV (mm*) v '
n ’ . 298 302 300 300 1200
Mean (SD) 6.5(5.25) 66(505) 65(445)  6.6(5.14)  6.6(4.98)
Median 5.2 - 56 59 54 . 55
Min : Max 0:29 0:30 0:25 0:33 0:33
Lesion Type . - :
Occuit 115 (37.8%) 110 (36.2%) 121 (40.2%) 118(39.2%) 464 (38.3%)
Minimally Classic 101 (33.2%) 105 (34.5%) 97 (32.2%) 110 (36.5%) 413 (34.1%)
Predominantly Classic 82 (27.0%) 87 (28.6%) 81 (26.9%) 71 (23.6%) 321 (26.5%)
Total Lesion Size - i _
n . 298 302 300 - 301 - 1201
Mean (SD) 6.99 (5.493) 6.98(5.388) 6.95(4.725) 6.89(5.225) 6.95(5.210)
- Median 552 5.86 6.23 ) 5.64 . 5.86 -
Min:Max 0.1:29.0 0.2:29.6 0.2:249 0.0:32.6 0.0:32.6
NEI VFQ-25 Total Score ' :
n 303 300 297 293 1193
Mean (SD) 71.8(17.16)  704(16.60) 7L.1(1777) 69.6(16.83) 70.7 (17.09)
Median 74.8 “72.1 74.5 71.6 73.4
Min ; Max 25:99 25:99 7:100 21:97 7:100

Source: Table 13, Study VGFT-OD-0605 CSR.

In the FAS of study VIEW 2, the baseline disease characteristics were similar across the
treatment groups (Table 9). The lesion type in the study eye was “occult” in 38.4% of the
subjects, “minimally classic” in 35.4% of the subject‘s and “predominantly classic” in 25.8% of
the subjects. The overall mean baseline BCVA score in the study eye was 52.4. The mean retinal '
thickness was 332.5 um, and the mean CNV area was 7.8 mm’. SubJects in PPS had similar
baseline disease characteristics to those in the FAS.

Comparmg to subjects in study VIEW 1, subjects in VIEW 2 had lower baselme BCVA score,
but greater baseline retinal thlckness, CNV area, and lesion size.

Exhibit 2098
Page 24 of 46

23




Table 9: Study VIEW 2 - Baseline Disease Characteristics in the Study Eye (Full Analysis Set) '

" Parameter/variable  Ranibizumab VEGF Trap-Eye Total
- 0.5Q4 204 0.5Q4 2Q8 :

(N=291) - (N =309) (N = 296) {N=306) (N=1202)

BCVA (‘E—‘ DRS letter score)

291 - 309 : 296 308 1202
Mean (SD) ) . 53.8(13.5) 528(139) 51.6(14.2) 51.6(139) 52.4(13.9)
Median . 56.0 . 550 . 54.0 52.0 55.0
Min: Max [10; 83] [10; 79] - [12; 79] [16; 76] [10; 83]
P-value* / P- value 0.38/0.39 006/0.06 006/0.06 0.17/ 0.17
“Central retinal thickness {(um) .
n ) 290 308 294 302 1194
Mean (SD) ] 325.9 (111.0) 334.6 (119.8) 326.5 (116.5) 342.6 (124. 0) 332.5(118.0)
Median . 309.5 309.0 -313.5 3276 315.0
Min: Max : [139;810] - [103;805] [107;793] [107;888]  [103;868].
P-value®/ Pvalue® v 0.37/0.37 095/095 008/0.09 0.26/0.27
7otal lesion size (mm") ‘ ‘ _ e
_ . 290 307 298 . 305 - 1198
Mean (SD) 8.01(5.74) 8.72(6.14) 8.17(5.51) 8.22(5.87) 8.28(5.82)
Median 6.60 7.30 7.10 - 8.70. 700
Min: Max [0.1;28.8] [0.1;30.0] [0.1;26.6] [0.0;26.7] [0.0;30.0]
P-value / P-value - ) 0.14/0.13 0.74/073 0.67/068 048/0.47
Area of CNV (mm ) . T . -
291 - 308 296 305 ’ 1200
Mean (SD) 759 (5.34) 8.25(5.77) 7.70(5.26) T7.756(5.52) 7.83(5.48)
Median ) 6.40 6.70 . 6.85 .6.40 6.60
Min: Max [0.1;28.8] [0.1;26.9] . [0.1;26.6] [0.0;24.9] [0.0; 28.8]
P-value® / P-value® _0.14/0.14 0.81/080 0.71/0.72 0.46/045
Lesion type .
Predominantly classic 70 (24:1) 72(23.3) . 80(27.0) 88(28.8) 310(25.8)
Minimally classic 104 (35.7) 112(36.2) ~ 103(34.8) 106 (34.6) 425(35.4)
Occult 116(39.9) 123(39.8) 113(38.2) 110(35.9) 462(384)
Missing- _ 1(0.3) 2(0.8) 0(00) - 2(07) 5( 0.4)
P-vaiue®/ P-valye . 098/098 072/072 039/040 078/0.78
NEI VI Q-25 total score ' o o .
.29 309 - 295 306 1201
: Mean (SD) . 72.90 (19.09) 70.27 (19.41) 74.04 (18.22) 71.30 (19.06) 72.10 (18.99)
Median : ' 78.60 74.80 78.40 - 73.70 - 77.00
Min: Max - [12.0;98.2] . [7.8:98.2] .[14.8;98.2] [19.4;98.0] ([7.8;98.2]
P-value*/ P-value® , - 009/0.08 _047/049 030/0.32 0.07/0.07
EQ- D score L . ] . ’ . :
291 - 308 295 306 1200
Mean (so) 0.80(0.21)  0.78(0.22) 0.79(0.22) 0.81(0.19) 0.80 (0.21)
Median | 0.80 0.80. 0.80 0.80 0.80
Min:Max - [0.1;1.0] [0.2,1.0] [03;1.0] [-0.1;1.0]  [-0.3:1.0]
‘P-value * / P-value®. 024/ogg . 082/077 0.34/032 0.19/0.16:

a 5-valuo in Vﬁ Tmp-Eyo column pair wise comparison versus ranibizumab and in total column all 4 treat-
ment groups of analysis of variance, treatment group as fixed factor.

b  P-value in VEGF Trap-Eye column pair wise comparison versus ranibizumab and in total column all 4 treat-
ment groups of analysis of variance, treatment group and region as fixed factars. .

¢ P-value in VEGF Trap-Eye column pair wise comparison versus ranibizumab (Chi-square test) and in total
column all 4 treatment groups (Chi-square test)

d P-value in VEGF Trap-Eye column CMH-test region adjusted (pair wise comparison versus ranibizumab)
and in total column CMH-test region adjusted (all 4 treatment grcupu) .

Source Table 14, Study 31 1523 CSR.
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3.23 Statistical Methodologies
Efficacy data were analyzed as randomized following the intent-to-treat principle.

For the primary and secondary endpoints, missing data at week 52 were imputed using the last
observation carried forward (LOCF) method. Baseline values were not carried forward. A
subject who withdrew from the study before week 36 due to treatment failure was considered a
non-responder. Otherwise, the last observation carried forward (LOCF) approach was used to
impute missing values.

The proportion of subjécts completing the first year of the study was above or near 90%. The

proportion of subjects remaining in the study by visits is displayed in Figure 2 for full analysis

set in studies VIEW 1 and VIEW 2. The number of subjects attending each visit is pmented in
Table 10.

Figure 2 Propomon of subjects remaining in the study by visits (Full analysis set)

Study VGFT-OD-0605 (VIEW 1) : Study 311523 (VIEW 2)
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Source: Reviewer’s analysis.
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Table 10: Number of subjects attending the study visits (Full analysxs set)

Week

BL 1 4 8 1216 20 24 28 32 "36_40__44__8_%

Study VGFT-OD-0605 (VIEW 1)

R 0.5Q4 (N=304) 304 304 295 293 203 288 284 285 279 280 277 201 212 213 213
VTE 0.5Q4 (N=301) 301 301 290 290 285 285 282 282 280 275 274 274 266 266 263
VTE2Q4 (N=304) 304 304 300 298 294 294 294 290 293 288 293 291 287 284 285

VIE208(N=301) 301 301 298 295 291 294 286 281 280 270 270 272 263 269 266
" Study 311523 (VIEW 2) :

R 0.5Q4 (N=291) 291 291 290 287 287 284 281 277 276 275 272 272 274 270 273
VTE0.5Q4 (N=296) 296 296 294 289 288 288 284 287 279 278 275 277 271 272" 268
VTE2Q4 (N=309) 309 309 308 305 301 295 296 .293 290 - 290 281 '281- 281 275 276

VTE 2Q8 (N=306) 306 306 305 -301 295 294 . 288 288 287 280 280 278 277 280 278
BL.: baseline, Day 1. _ B
Source: Reviewer’s analysis.

Both studies employed an Independent Data Monitoring Committee (IDMC) to review

_ periodically the ongoing safety of subjects. To preserve the overall probability of a Type I error
at 5%, a correction of 0.1% was made to the significance level in study VIEW 1 to account for
the IDMC safety assessments. However, the correction was not made in study VIEW 2.

To reflect the IDMC safety assessments performed during the study conduct and be consistent

_ across studies, an alpha adjustment of 0.1% was adopted in Reviewer’s analyses. The 2-sided p-
values will be compared to a = 0.049 and if applicable, two-sided 95.1% confidence intervals for
the treatment difference between VEGF Trap-Eye treatment group and ranibizumab will be
reported. Nevertheless, the correction of 0.1% makes negligible difference in the Cls.

3.23.1 anary Eﬁicacy Analyses

The primary analysis was to demonstrate the non—mfenonty of VEGF Trap-Eye treatment
regxmens to 0.5 mg ranibizumab with respect to maintaining vision at Week 52. Maintenance of
vision was defined as a loss of <15 letters in the ETDRS letter score from baseline at week 52.
The non-inferiority margin was set at 10%. The analysis included a step-wise conditional
calculation of the 95.1% Cls of the difference in the proportion of subjects who maintained
vision at week 52 between the group treated with 0.5 mg ranibizumab and each of the groups
treated with VEGF Trap-Eye. The conditional sequence was: 2Q4, 0.5Q4, and then 2Q8
compared to RQ4. The 95.1% Cls were used to account for an alpha adjustment of 0.1% as a

. result of the IDMC safety assessments

VEGF Trap-Eye was cons1dered to be non-inferior to ranibizumab if the CI of the dlﬁ’erence
(ranibizumab minus VEGF Trap-Eye) lay entxrely below 10%, where a negative difference
favored VEGF Trap-Eye. Once the non-inferiority was demonstrated, the superiority of VEGF
Trap-Eye to ranibizumab was examined. VEGF Trap-Eye was considered to be superior to
ranibizumab if the CI of the difference lay entirely below zero. -

According’ to Applicant’s analyses, the proportion of subjects who maintained vision was >94%
- in all treatment groups at week 52 in the PPS for both studies (Table 11). All VEGF Trap-Eye
. : ) 26
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treatment groups were non-mfenor to the rambxzumab treatment group (RQ4) as demonstrated
by the observation that the upper bound of the 95.1% CI was below the pre-specified non-
inferiority margin of 10%. However, the studies didn’t show superiority of any VEGF Trap-Eye
treatment group to the ramblzumab treatment group. These results were confirmed by the
Reviewer.

Table 11: Proportlon of Subjects who Mamtamed Vlslon at Week 52 (Per Protocol Set)

Study VGFT: -OD-0605 (VIEW 1)}
. Ranibizumab VEGF 'I'rap-Eye
05Q4 T 2Q4 , 0.5Q4 2Q8
: (N =269) (N'=288) (N=270) ° (N=265) -

Subjects with Maintained Vision 254 (94.4%) 271 (95.1%) 259(95.9%)  252(95.1%)
at Week 52 [1] . ] o
Difference (%) (95.1% CI) [2] :

First non-inferiority test : . -0.7(-4.4,3.1) )

Second non-inferiority test o . -1.5(-5.1,2.1)

Third non-inferiority test _ —-0.7(+4.5,3.1)

' ' Study 311523 (VIEW 2) -
Ranibizumab ' VEGF Trap-Eye
0.5Q4 2Q4 B 2Q8
(N=269) (Nanu) mjg;s) N ='Qz7o)

Subjects with Maintained Vision 254 (94.4%) - 262 (95.6%) 258 (96.3%) . 258 (95.6%)
at Week 52[1] - - : N .
Difference (%) (95.1% CI) [2] o

First non-inferiority test ' -1.2(-4.9,2.5)

Second non-inferiority test -1.8(=54,1.7)

Third non-inferiority test . -1.1(-4.8,2.6)

Note: Maintenance of vision was deﬂned as a loss of <15 letters in the ETDRS letter score,

[13: LOCF (bascline values were not carried forward)

[2]: Difference is ranibizumab minus VEGF Trap-Eye; CI was calculated usmg a-normal approximation,

Source: Table 18, Study VGPT -OD-0605 CSR; Table 19; Study 31 1523 CSR, and Reviewer’s analysis for 95.1% Cl for Study
311523.

The analyses based on FAS yielded similar results (Table 12)' .
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‘Table 12: Proportion of subjects who maintained vision at week 52 (Full analysis set)

Study VGFT-OD-0605 (VIEW 1) _
Ranibizamab : VEGF Trap-Eye
0.5Q4 204 0.5Q4 2Q8
o (N =304) (N =304) (N=301) - (N=301)
Subjects with Maintained Vision 285 (93.8%) 289 (95.1%) 286 (95.0%) . 284 (94.4%)
at Week 52 [1] _ _ -
Difference (%) (95.1% CI) [2] o 1.3 (-5.024) -1.3(-4.9,24)  -0.6(-4.4,32)
Study 311523 (VIEW2) o ’
VEGF Trap-Eye
vy Q4 0504 208
; - (N =291) - (N=309) - (N=296) (N =306)
Subjects with Maintained Vision 276 (94.9%) 292 (94.5%) 282(953%) 292 (95.4%)
at Week 52 [1] .
Difference (%) (95.1% CI) 2 . _ 04(:33,40) _ -04(40,3.1) _ -0.6(-4.1,29)

Note: Maintenance of vision was defined as a loss of <15 letters in the ETDRS letter score.
{1): LOCF (baseline values were not carried forward)
[2]: Difference is ranibizumab minus VEGF Trap-Eye; CI was calculated using a normal approxxmanon
- Source: Table 20, Study VGFT-OD-0605 CSR, Table 21, St.udy3 11523 CSR; and Reviewer's analysns for 95.1% CI for Study
311523,

In the Apphcant’s analyses, CI was calculated usmg a normal approxxmatlon w1thout adjustmg
for any baseline covariates. In BLA 125156 for ranibizumab, the proportions of subjects
maintaining vision were compared between each of the two ranibizumab dose groups and the
sham group using the Cochran-Mantel-Haenszel (CMH) test stratified by baseline CNV '
classification (Occult with No Classic CNV, Minimally Classic CNV or Prcdommantly Classnc
CNV) and baseline BCVA score (<54, >54 letters).

‘The Reviewer s reanalysis of the proportion of subjects who maintained vision at week 52 using
CMH test adjusting for baseline CNV classification (Occult, Minimally Classic CNV, -
Predominantly Classic CNV) and baseline BCVA score (<54 letters, >54 letters) showed results
similar to the Applicant’s analysis based on a normal approximation without adjusting for any
baseline covariates (Table 13 for PPS and Table 14 for FAS). There were no remarkable
differences among treatment groups with respect to outcomes for CNV type or baseline VA. This
is similar to the observation made with ranibiziimab that the visual-acuity benefit associated with
ranibizumab was independent of the lesion type or baseline visual acuity. '
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Table 13: Rev1ewer s analysis of proportion of subjects who maintained vision at week 52 [1]

using CMH test (Per protocol set)

Study VGFT-OD-0605 (VIEW 1)
- . Ranibizumab VEGF Trap-Eye
Baseline CNV  Baseline BCVA 0.5Q4 2Q4 .. 0.5Q4 2Q8
“Classification Score _(N=269) . (N=285) (N=270) (N =265)
Occult - <54 Letters 34/36 (94.4%) 29/29 (100%) 24/24 (100%) 29/30 (96.7%)

" Minimally <54 Letters 40/40 (100%) 38/43 (88.4%) - 35/37(94.6%) 46/48 (95.3%)
Classic ' : : : . , .
Predominantly <54 Letters 40/44 (90.9%) 48/51 (94:1%) 438/50 (96.0%) 37/41 (90.2%)
Classic ) E :

. Occult >54 Letters 63/65 (96.9%) 72/73 (98.6%) 81/83 (97.6%) 68/72 (94.4%) -
Minimally >54 Letters 46/52 (88.5%)  54/58 (93.1%) 48/51 (94.1%) 47/49 (95.9%)
Classic : .
Predominantly  >54 Letters 27/28 (96.4%) 28/29(96.6%) 23/25(92.0%)  25/25 (100%)
Classic ‘ ’

Difference (%) (95.1% CD [21 -0.8 (-4.6, 3.0) -1.5(-52, 22) 0.6 (-44,3.2)
Study 311523 (VIEW 2)
: Ranibizumab VEGF Trap-Eye

Baseline CNV  Baseline BCVA 0.5Q4 2Q4 0.5Q4 208

Classification Score (N=269) (N=274) "~ (N =268) (N=270)
Occult <54 Letters '31/33 (93.9%) 31/33 (93.9%) 37/38(974%)  43/44 (97.7%)
Minimally <54 Letters 38/40 (95.0%) 45/48 (93.8%) 54/57 (94.7%) 49/51 (96.1%) .
Classic. I
Predominantly <54 Letters 39/42 (92.9%) 42/43 (97.1%)  40/42(952%)  43/45 (95.6%)
Classic : : ‘ ) .
Occult >54 Letters 70/74 (94.6%) 74/77 (96.1%) 62/63 (98.4%) 51/55 (92.7%)

. -Minimally >54 Letters 53/54 (98.1%) 46/49 (93.9%) 35/38(92.1%) . 37/39.(94.9%)
Classic
Predominantly >54 Letters 23125 (92.0%) 22/22 (100%) 30/30 (100%) 33/34 (97.1%)
Classic ,

Difference (%) (95. 1% CI)[Z] -07(—43 3.0) 414(-50 2.2) -0.7 (-4.5,3.1)

[l] Maintenance of vision was defined as a loss of <15 letters in the ETDRS letter score. Missing data was imputed

using LOCF (baseline values. were not carried forward).

[2]: Difference is ranibizumab minus VEGF Trap-Eye, CI was calculated using a Cochran-Mantel-Haenszel test.
Source: Reviewer’s analysns.
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- Table 14: Rev:ewer s analysis of proportion of subjects who maintained vision at week 52 [l] "
using CMH test (Full analysis set) .

Study VGFT-OD-0605 (VIEW 1) _ _
. Ranibizumab ' VEGF Trap-Eye

Baseline CNV  Baseline BCVA 0.5Q4 2Q4 0.5Q4 2Q8

Classification Score _(N=304) (N=304) - (N=301) . (N=301)
Occult <54 Letters 36/40 (90.0%) 31/31 (100%) 30/31 (96.8%) 33/34 (97.1%)
Minimally <54 Letters 46/47 (97.9%) 38/43 (88.4%) 40/42 (95.2%) 54/57 (94.7%)
Classic S . . ’
Predominantly <54 Létters 47/51(922%)  52/55(94.5%)  53/55(96.4%)  39/43 (90.7%)
Classic L : . B
Occult >54 Letters 72115 (96.0%) 78/79 (98.7%) = 87/90 (96.7%) 79/84 (94.0%)
Minimally >54 Letters 48/54 (88.9%) 57/62 (91.9%) 50/55 (90.9%) 51/53 (96.2%)
Classic o . -
Predominantly >54 Letters - 30/31 (96.8%) 31/32 (96.9%) 24/26 (92.3%) 27128 (96.4%)
Classic '
Difference (%) (95.1% CI) [2] -13(-5.0,24)  -13(-5.0,24)  -09(<4.6,2.9)

Study 311523 (VIEW 2)
_ Ranibizamab VEGF Trap-Eye

Baseline CNV_  Baseline BCVA 0.5Q4 204 0.5Q4 2Q8 .

Cla_ssi_ﬁcation Score . (N=291) (N=309) (N=296) (N=306)
Occult " <54 Letters 35/37(94.6%)  35/39(89.7%)  43/44(97.7%)  49/50 (98.0%)

- Minimaily " <54 Letters 43/45 (95.6%) 54/57 (94.7%) 56/61 (91.8%) 59/61 (96.7%)
Classic ' B : S
Predominantly <54 Letters 42/45(933%)  47/49(95.9%)  45/47(95.1%)  -50/52 (96.2%)
Classic : : '

.Occult - >54 Letters 75/79 (94.9%) 81/84 (96.4%)  68/69 (98.6%) 55/60 (91.7%)
Minimally >54 Letters 58/59 (98.3%) 50/55 (90.9%) 38/42 (90.5%) 43/45 (95.6%)
Classic : ‘

Predominantly >54 Letters 23/25 (92.0%) 23/23 (100%) 32/33 (97.0%) 34/36 (94.4%)
Classic _ ‘ ' :
Difference (%) (95.1% CI) 21 09(27,45  02(38,33) -02(37,34)

[1] Malmenance of vision was defined as a loss of <15 letters in the ETDRS letter score. Missing data was lmputed
using LOCF (baseline values were not carried forward).

[2]: Difference is ranibizumab minus VEGF Trap-Eye; CI was calculated using a Cochran-Mantel-Haenszel test.
Source: Reviewer’s analysis.

The Apphcant conducted various senS1t1v1ty analyses on both the PPS and FAS to assess the
robustness of the main analysis results. These analyses used different approaches to handle
missing data, including using observed values, Worst Observation Carried Forward (WOCF)
method, and counting all drop-outs and treatment failures as non-responders. These sensitivity
analyses generated results similar to those in the PPS LOCF and supported the non-mfenority of
'VEGF Trap-Eye treatment regimens to 0.5 mg ranibizumab with respect to mamtammg vision at
Week 52. .
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Instead of filling in a single value for each missing value using LOCF or WOCF, multiple
imputation (MI) was explored as an alternative approach to handle the missing data. MI replaces
each missing BCVA score with a set of plausible values that represent the uncertainty about the
right value to impute. The multiply imputed data sets were then analyzed as complete data and
the results from these analyses are combined. Table 15 (PPS) and Table 16 (FAS) display the -
results from analyses after MI. A total of 10 complete data sets were generated using MI .
procedure. The Markov Chain Monte Carlo (MCMC) method was used with a parametric
method that assumes multivariate normality for the distribution of repeated BCVA measures.
These results were in general comparable to those from analyses using LOCF, even though the
ClIs tended to be wider and p-values were blgget These are expected because MI xncorporated
greater uncertainty in missing values. _

Table 15: Reviewer’s Analysis of Proportion of Subjects who Mamtamed Vision at Week 521
. Using Multiple Imputation (Per Protocol Set)

‘Study VGFT-OD-0605 (VIEW 1) .
Ranibizumab ‘ VEGF Trap-Eye .
- 0.5Q4 ' 2Q4 - 0.5Q4 208
_ (N=269)  (N=285) (N =270) (N =1265)
Subjects with Maintained Vision - 94.6% . 95.1% 96.0% 94.8%
at Week 52 [1] _
Difference (%) (95.1% CI) [2] ' 04(41,33)  -13(50,24)  -0.1(4.0,37)
_ Study 311523 (VIEW 2) : 2
Ranibizumab VEGF Trap-Eye
0.5Q4 204 0.5Q4 2Q8
. (N=269) N=274) . (N=268) N=270) .
Subjects with Maintained Vision . 943% 956%  962% 95.7%
at Week 52 [1] ' : o
Difference (%) (95.1% CI) [2] : -13(5.1,24)  20(56,1.7)  -14(52,24)

' [l] Maintenance of vision was defined as a loss of <185 letters in the ETDRS letter score. Mlssmg data was handled
using multiple imputation. '
[2]: Difference is ranibizumab minus VEGF Trap-Eye CI was calculated using a normal approxlmatxon
Source: Reviewer’s analysis.
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TaBle 16: Reviewer’s Analysis of Proportion of Subjects who Maintained Vision at Week 52 [1]
: Using Multiple Imputation (Full Analysis Set) . _

Study VGFT-OD-060S (VIEW 1)
Ranibizumab VEGF Trap-Eye
0.5Q4 2Q4 _ 0.5Q4 2Q8
(N=304) (N=304) (N=301) (N=301)
Subjects with Maintained Vision 94.4% 95.0% 95.3% 94.1%
at Week 52 [1] , . .
Difference (%) (95.1% CI) [2] -0.6(-4.3,3.1) -0.9 (-4.6, 2.8) 0.4(-3.5,42)
Study 311523 (VIEW 2) :
Ranibizumab ' VEGF Trap-Eye '
0.5Q4 2Q4 0.5Q4 2Q8
, - (N=291) (N=309) (N =296) (N = 306)
‘Subjects with Maintained Vision 94.5% - - 94.5% 95.3% 95.2%
at Week 52 [1} o . - .o
Difference (%) (95.1% CI) [2] -0.1(-3.9,3.8) -0.8(-4.5,2.8) -0.7 (-4.4,2.9)

[1] Maintenance of vision was deﬁned as a loss of <15 letters in the ETDRS letter score. Missing data was handled

using multiple imputation,
[2]: Difference is ranibizumab minus VEGF Trap-Eye Cl was calculated using a normal approxnmatxon
Source: Reviewer’s analysis. .

3.2.3.2 Secondary Efficacy Analyses

The secondary endpoint analyses were performed in the FAS and tested for superiority of VEGF
Trap-Eye over ranibizumab. Secondary efficacy endpoints included the following at Week 52:

. Change from baseline in BCVA as measured by ETDRS letter score,

+ Proportion of subjects who gain at least 15 letters of vision from baselme,

« Change in total NEI VFQ-25 score from baseline, ’ ’
. Change in CNV area from baseline.

The following sequence of analyses for supenonty of VEGF Trap-Eye over ranibizumab was to

- be performed if non-inferiority of all 3 groups treated with VEGF Trap-Eye to ramblzumab was
demonstrated (Table 17). o
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Table 17: Testing order of secondary efficacy variables in pivotal studies (VIEW 1, VIEW 2)

Endpoint category
Visual acuity Quality-of-life Morphology
BCVA as measured by Proportion of subjects  Total NELVFQ-25 Change in CNV area:
: ETDRS letter score: who gained 15 or more  score: Change from  Change from baseline to
Testing| Change from baseline to letters from baselineto - baseline to Week 52 Week 52
order Week 52 Week 52
1 20mg Q4 .
2 2.0mg Q4
3 2.0mg Q4
4 05mgQ4
5 0.5mg Q4 _
6 . 0.5mg Q4
7 20mg Qs - : '
8 20mg Q8
‘9 ' 20mgQs-
10 ’ ) 20mgQ4
11 0.5mg Q4
12 B , . 20mgQs

. Note: Entries denote the VEGF Trap-Eye dose group to be tested against 0.5 mg ranibizomab Q4

Analysis of proportions used the Pearson’s Chi-Square test for the pair-wise comj:arisons of
2Q4, 0.5Q4, and 2Q8 to RQ4. Analyses of continuous variables used analysis of covariance
(ANCOVA) model including the baseline measure as a covariate.

If applicable, two-sided 95.1% confidence intervals for the treatment difference of each VEGF
" Trap-Eye treatment group minus ranibizumab and two-sided nominal p-values will be reported
for the secondary analyses. The p-values will be compared to a = 0.049 after an adjustment for
the IDMC safety assessments. '

Change from baseline in BCVA at week 52

. BCVA score was comparable at baseline among treatment groups in the FAS. For all treatment
groups, improvement in BCVA was seen as early as week 1. The 1mprovement approached the
peak around week 24 and was maintained throughout week 52 (Figure 3, Table 18). A summary
of BCVA score and the change in BCVA score by visit is provided in Table A.l and Table A2.

At week 52 in study VIEW 1, the VEGF Trap-Eye 2Q4 showed a superior improvement in the
"ETDRS letter score compared to the RQ4 group (a mean of 10,9 letters; LS mean 10.97 letters
versus a mean of 8.1 letters; LS mean 7.82 letters) (LS mean difference = 3.15; 95.1% CI = 0.92
to 5.37; p = 0.0054). The improvement in BCVA score for 0.5Q4 and 2Q8 groups were
immericall-y lower than that of RQ4, but the difference was not statistically significant.
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By Week 52 in study VIEW 2, BCVA score had increased in all treatment groups.
Based on the least-squares means calculated from the ANCOVA adjusting for baseline BCVA
scores, the differences between the 3 VEGF Trap-Eye groups and the ranibizumab group were in
favor of the ranibizumab treatment. However, the difference was not statistically significant.
Thus, the sequential hypothesis testing for superiority of VEGF Trap-Eye to ranibizumab in a
confirmatory manner had to stop after the first step (comparison of 2Q4 vs. R05Q4) failed to
show statistically significant difference. Therefore, any subsequent statistical tests no longer

- served any confirmatory statistical hypothesis testing. 'I‘hey gave only descriptive indications for
potential treatment differences.

The changes of 8.1 letters and 9.4 letters in RQ4 group in these two studies were in lme with the
- observation made previously for ranibizumab.

Figure 3: Mean change from baseline through week 52 in ETDRS letter score (LOCF) (Full analysis set)

-

Exhibit 2098
Page 35 of 46

0 o
i 9 _ (g,/oﬁo-fewo:.g
‘ e et = e = o :‘-§‘/§; *—-«*——*-—*_{
0 et " o
P =t 5 1 /A—s/&"*—’m\x’
§° L LIS T ;
—— —
e - = ® 3 5
/}’ k]
i)
S 34
3
=
i
11 2 2 2 3 3 4 4 4 8 1
14 &8 2 @8 0 4 8 2 &6 0 4 8 2
‘Week 0
L J T T T ¥ T L T T T qeevegeerey
oo noamtvnmzmooemmmmm! O 4 8 12 16 20 N 28 2 B 40 4 4 52
' Wesk
‘ ¢ TR VRN
Source: Figure 3, Study VGFT-OD-0605 CSR; Figure 4, Study 311523 CSR.
BEST POSSIBLE
COPY
B
34




‘Table 18: Change from baseline to week 52 in ETDRS letter score (LOCF) (Full analysis set) v

Study VGF T-OD-0605 (VIEW 1)
" Ranibizamab VEGF Trap-Eye
0.5Q4 2Q4 0.5Q4 ~ 2Q8
(N =304) (N =304) . . (N=301) (N=301)
Baseline ‘ ’
n - 304 304 301 301
Mean (SD) : 54.0 (134D 55.2(13.15) 55.6(13.07 ~ 55.7(12.77)
Median ‘ - 56.0 580 58.0 56.0 .
Min:Max 10.0:78.0 11.0:81.0 18.0:85.0 15.0:83.0
Week 52 ’
n 304 ' 304 301 301
Mean (SD) 62.1(17.71) 66.1(16.17) -~ 62.4(16.45) 63.6 (16.85)
Median . 67.0 71.0 ’ 65.0 ’ 68.0
Min:Max 0.0:88.0 - 8.0:980 - 11.0:89.0 11.0:93.0
Change from buselme at week 52 '
n , 304 304 301 301
Mean (SD) 8.1(15.25) 10.9 (13.77) 6.9 (13.41) 7.9 (15.00)
Median 9.0 11.0 7.0 9.0
Min:Max -75.0:56.0 -37.0:61.0 -46.0:56.0 . = -48.0:54.0
LS mean difference [1] 3.15 _ -0.80 0.26
95.1% C.I. for difference . (0.92,5.37) (-3.03, 1.43) '(-1.97, 2.49)
p-value vs. RQ4 [2] 0.0054 - 0.4793 . 038179
: Study 31 1_523 (VIEW2) _ : :
Ranibizumab ' VEGF Trap-Eye
0.5Q4 T 2Q4 — 05Q4 " 2Q8
» N=291) (N=309) - (N =296) (N =306)
Baseline ) s . :
n 291 309 ) 296 306
Mean (SD) 53.8(13.5) 52.8(13.9) 51.6(142) 51.6 (13.9)
Median "~ 56.0 . 55,0 54.0 52.0
Min:Max - ) 10.0:83.0 . 10.0:79.0 12.0:79.0 16.0:76.0
Week 52 . .
n v 291 309 296 306
Mean (SD) 63.1(16.6) 60.4 (18.3) 613 (17.8) 60.5(17.5)
Median _ ' 67.0 65.0 65.0 64.0
Min:Max 8.0:90.0 - 4.0:92.0 0:89.0 7.0:93.0
Change from baseline at week 52 ' ' o o
n ) 291 - 309 296 306
Mean (SD) 9.4 (13.5) 7.6 (12.6) 9.7(14.1) . 8.9 (14.4)
Median ' 100 80 100 90
Min:Max . —47.0:56.0 -37.0:42.0 -52.0:45.0 -63.0:50.0
LS mean difference [1] - ) © =195 -0.06 ' -0.90
95.1% C.1. for difference : (-4.11;0.21) (-2.25;2.13) (-3.07;1.27)
p-value vs. RQ4 2] ) 0.0760 0.9555 0.4131

[1]: Difference is VEGF Trap-Eye minus ranibizumab. CI calculated using normal approximation.

[2}: ANCOVA main effect model, including baseline BCVA as a covariate.

Source: Table 22, Study VGFT-OD-0605 CSR; Table 24, Study 311523 CSR; and Reviewer’s analysis for 95.1% CI for Study
311523.
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The multiply imputed data sets mentioned earlier were analyzed for the change in BCVA from
baseline at week 52 by using ANCOVA model for complete data and the results from these
analyses were combined. Table 19 displays the results from analyses after missing data was
imputed with MI procedure: A total of 10 complete data sets were generated using MI procedure.

" As observed before, these results were in general comparable to those from analyses using
LOCF, even though the Cls tended to be wider and p-values were bigger.

Table 19: Change from baseline to week 52 in ETDRS letter score (mulnple nnputatlon)

(Full analysis set)
Study VGFT-OD-0605 (VIEW 1) _
Ranibizumab = . VEGF Trap-Eye :
0.5Q4 2Q4 T 0.5Q4 2Q8
(N=304) (N=304) (N =301) (N=301)
Change from baseline at week 52 ' ]
LS mean 8.07 11.06 - 731 : 7.96
LS mean difference [1] 298 0.77 -0.12
95.1% C.1. for difference 0.72,5.24) (-3.05, 1.52) (<2.41,2.17)
p-value vs. RQ4 [2]_ : . .0.0094 0.5083 0.9184
Study 311523 (VIEW 2) :
Ranibizumab - VEGF Trap-Eye -
0.5Q4 2Q4 - 0.5Q4 2Q8
(N=291) (N =309) (N =296) (N=306)
Change from baseline at week 52 o ‘
LS mean 9.70 : 1.79 9.93 9.04
LS mean difference [1] -1.90 0.10 - -0.74
95.1% C.L for difference (-4.14; 0.33) (-2.12; 2.32) (-2.93; 1.45)
p-valuevs. RQ4f2} 0.0939. 0.9261 0.5072

{1]: Difference is VEGF Trap-Eye minus ranibizumab. CI caiculated using normal approximation.
[2}: ANCOVA main effect model, including baseline BCVA as a covariate.
Source: Reviewer’s analysis.

Proportion of subjects wh aihed at least 135 letters of vision from baseline at week 52

In study VIEW 1, The proportion of subjects who experienced a gain in vision of > 15 letters at
week 52 was slightly higher in the VEGF Trap-Eye group dosed 2 mg monthly Q4 compared
to the RQ4 group (37.5% versus 30.9%). However, the difference between the treatment groups
was not statistically significant. As a result, the pre-specified conditional sequence of statistical
_hypothesis tests for superiority of VEGF T rap-Eye was interrupted for this study. All p-values
for the subsequent hypothesns tests were provnded for descriptive purposes only.

The 2Q8 group was similar to the RQ4 group, and the 0.5Q4 group had the fewest 15-letter
gainers.

The proportion of '15-1étter gainers was simi-lar in study VIEW 2. No statisticaﬂy significant
difference between the VTE Trap-Eye treatment groups and RQ4 treatment group was observed.
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Table 20: Proportion of subjects who gained >15 letters in the ETDRS letter score at Week 52

(LOCF) (Full snalysis set)
Study VGFT-OD-0605 (VIEW 1) ,
Ranibizumab . VEGF Trap-Eye
- 0.5Q4 : 2Q4 0.5Q4 2Q8
‘ : (N =304) (N=304) (N=301) (N=301)
Subjects who gained > 15 letters at 94 (30.9) 114 (37.5) 75 (24.9%) 92 (30.6%)
week 52 (n [%]) v : :
Difference (%) vs. RQ4 [1] - . 6.6 -6.0 04
95.1% CI for difference ' (-1.0, 14.1) (-13.2, 1.2) (-7.7,7.0)
p-value vs. RQ4 [2] » S 0.0873 0.0998 0.9244
Study 311523 (VIEW 2) '
Ranibizumab . VEGF Trap-Eye i
0.5Q4 - 2Q4 0. 2Q8
(N=291) (N-st) (Nfggs) (N‘-g%s)
Subjects who gained > 15 letters at 99 (34.0) 91 (29.4) " 103 (34.8) '96:(31.4)
week 52 (n [%]) ) :
Difference (%) vs. RQ4 [1] -4.6 . 0.8 2.7
95.1% € for difference (-12.1,2.9) (-6.9, 8.5) (-10.2,4.9)
p-value vs. RQ4 [2] : , 0.2290 0.8430  0.4904

[1] Difference is VEGF Trap-Eye minus ramlnzumab Cl calculated using normal approxnnatxon

2] Chi-Square Test (2-Sided).

Source: Table 23, Study VGFT-OD-0605 CSR; Table 25, Study 311523 CSR; and Revnewer s analysis for 95 1%
ClI for Sludy 311523.

'The proportion of 15-letter gainers was analyzed using the multiply imputed data sets. The
analysis produced comparable results to those from analyses using LOCF for study VIEW 1. In
study VIEW 2, the proportion of 15-letter gainers was higher for VTE 2Q4, but lower for VTE
0.5Q4 when the multiply imputed data sets were used and compared to LOCF results (Table 21).
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Table 21: Propornon of subjects who gamed >1 5 letters in the ETDRS letter score at week 52
(multiple imputation) (Full analysis set)

Study VGFT-OD-0605 (VIEW 1)
Ranibizamab - VEGF Trap-Eye
0.5Q4 20Q4 0.5Q4 2Q8
: (N=304) (N=304) (N=301) (N=301)
Subjects who gained > 15 letters at 32.1% 38.2%  25.3% 30.8%
“week 52 (%) A ‘
Difference (%) vs. RQ4 [1] . . 6.1 -6.8 . =13
95.1% CI for differenice - . -1.7,14.0) (-14.3,0.8) (-9.0,6.3)
p-value vs. RQ4 [2] S . 0.1243 0.0790 ©0.7295
' Study 311523 (VIEW 2)
Ranibizamab. - VEGF Trap-Eye .
0.5Q4' 2Q4 0.5Q4 ©2Q8
(N=291) (N =309) (N = 296) (N =306)
Subjects who gained > 15 letters at 34.3% . 29.9% 35.1% 324%
" week 52(m[%)) S
Difference (%) vs. RQ4 1] _ -4.5 -0.7 -19 :
95.1% ClI for difference - (-122,3.3) (-7.2,8.6) (-9.6,5.8) -
p-value vs. RQ4 {2] , 0.2570 _ 0.8540 - 0.6250

‘[1] Difference is VEGF Trap-Eye minus ranibizumab. CI calculated using normal approximation.

- [2} Chi-Square Test (2-Sided). :
Seurce: Table 23, Study VGFT-OD-0605 CSR; Table 25, Study 31 ]523 CSR; and Reviewer’s analysxs for 95.1%
CI for Study 311523, ’

3.24 Results and Conclusions

‘The Phase-3, randomized, double masked, actxve comparator (0.5 mg ranibizumab) controlled

studies, VGFT-OD-0605 (VIEW 1) and 311523 (VIEW 2), provxded the clinical data to assess
the efficacy of VEGF Trap-Eye. The Applicant conducted the primary and secondary efficacy
analyses according to pre-specified statistical methodology.

. These two studies demonstrated that VEGF Trap-Eye is non-inferior t0 0.5 mg ramblzumab with
respect to the proportion of subjects who maintained vision at week 52, based on a pre-
determined non-inferiority margin of 10%. In both studies, nearly 94% of subjects treated with
VEGF Trap-Eye and 0.5 mg ranibizumab maintained vision at week 52.

Results from the analysis of secondary efficacy endpomts, including BCVA change from ,
baseline at week 52 and the proportion of subjects who gained at least 15 letters in the BCVA

- score at week 52 compared with baseline, further supported the efficacy of VEGF Trap-Eye
compared to 0.5 mg ranibizumab. Both VEGF Trap-Eye regimens and 0.5 mg ranibizumab were
associated with fairly similar change in BCVA score and proportion of sub]ects who gained at
least 18 letters in the BCVA score at week 52 compared with baseline. -
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The Reviewer concurred with the pre-specified statistical methodology and confirmed the
primary efficacy and key secondary efficacy results for visual acuity. Additional analyses
employing different statistical approach or different method to handle missing data were

- performed by the Reviewer. The results from these analyses were similar to those presented in
the submission.

Therefore, the efficacy of VEGF Trap-Eye regimens was supported by a non-inferiority
comparison to 0.5 mg ranibizumab for the proportion of subjects who maintained vision at
week 52. Similar efficacy results observed with VEGF Trap-Eye and 0.5 mg ranibizumab in the
secondary visual acuity endpoints further substantiated the efficacy of VEGF Trap-Eye
compared to 0.5 mg ranibizumab for treatment of neovascular AMD.

3.3 Evaluation of Safety

For the evaluation of safety, pleésg refef 10 medicél officer Dr. Son#l Wadhwa’s review.
4 FINDINGS IN SPECIAL/SUBGROUP POPULATIONS

41 Gender, Race, Age, and Geogl_'aphic Region |

Subgroup analyses were performed for the following Qisual acuity efficacy variables:

» Proportion of subjects who maintained vision (<15 letters lost) (PPS and FAS),
» Change from baseline in BCVA at week 52 (FAS),
. Proportlon of subjects who gained at least 15 letters of vision at week 52 (FAS).

The subgroups were deﬁned by age (<65 years, >65 years to <75 years 2785 years), gender, race
(white, black or African American, Asian, American Indian or Alaska Native, Native Hawaiian
or other Pacific Islander; OR: white or non-white), ethnicity, baselme VA (better than 20/100
[=50 letters]) between 20/ 100 and 20/200 (235 to <50 letters), worse than 20/200 (<35 letters),
lesion size (>10.16 mm?® to <10.16 mm?, equivalent to 4 DAs [2.54 mm’ = 1 DAJ), and lesion
type (predominantly classic, minimally classw and occutlt), and country in study VIEW 2.

The results of the subgroup Emalyées were overall consistent with those in the tofal population,

Assessment of treatment-by-site interaction was performed using ANCOVA for continuous

variables, Pearson Chi-Square test for proportion. Pooling of s:tes was used to evaluate treatment
_effect by site.

4.2 Other Special/Subgroup Populations

No other special populations or subgroups were considered in this review;
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5 SUMMARY AND CONCLUSIONS
5.1 Statistical Issues and Collecﬁve Evidence

The Reviewer didn’t find any major statistical issues that impacted the analyses and overall
conclusions. The Applicant conducted the primary and secondary efficacy analyses in the pivotal
Phase-3 studies according to pre-specified statistical methodology. The Reviewer generally
concurred with the pre-specified statistical methodology and confirmed the primary efficacy and
key secondary efficacy results for visual acuity. Additionally, the Reviewer’s analyses
employing different statistical appreach or different method to handle missing data yielded
results similar to those presented in the submission. _

Both Phase-3 studies were designed as non-inferiority trials to demonstrate that VEGF Trap-Eye
regimens was not inferior to 0.5 mg ranibizumab by 10% or more with respect to the proportion
of subjects maintaining vision at Week 52. The selection of the 10% margin could be justified
using pivotal ranibizumab clinical trial data. . However, the justification was not provided in
either study protocols, or the BLA submission. .

"An IDMC was used to conduct safety assessments. Study VIEW 1 made an alpha correction of
0.1% for the efficacy analyses. Even though the same safety assessment procedure was
implemented in study VIEW 2, an alpha correct was not made. This caused discrepancy in
presenting the confidence intervals in two identically designed and analyzed studies.

5.2 Conclusions ahd Recommendations:

The BLA application was mainly supported by the clinical data from two Phase-3 studies,
VGFT-OD-0605 (VIEW 1) and 311523 (VIEW 2). These studies demonstrated that VEGF Trap-
Eye is non-inferior to 0.5 mg ranibizumab with respect to the proportion of subjects who
maintained vision at week 52, based on a non-inferiority margin of 10%. In both studies, nearly
94% of subjects treated with VEGF. Trap-Eye and 0.5 mg ranibizumab maintained vision at week
52. The findings for 0.5 mg ranibizumab were similar to these from the pivotal ranibizumab
studies used to support its registration. Furthermore, the design and conduct of both non-
inferiority studies for the VEGF Trap-Eye program are considered adequate.

Results from the analysis of secondary efficacy endpoints, including BCVA change from
baseline at week 52 and the proportion of subjects who gained at least 15 letters in the BCVA
score at week 52 compared with baseline, also supported the efficacy of VEGF Trap-Eye
compared to 0.5 mg ranibizumab. Both VEGF Trap-Eye regimens and 0.5 mg ranibizumab were
associated with fairly similar change in BCVA score and proportion of subjects who gained at
least 15 letters in the BCVA score at week 52 compared with baseline.
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In Reviewer’s view, the efficacy of VEGF Trap-Eye compared to 0.5 mg ranibizumab for
‘treatment of neovascular AMD had been adequately demonstrated in the Phase-3 studies
included in the apphcatlon
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6 APPENDICES

Table A.1: Summary Statistics for ETDRS Letter Score, Observed Values (VIEW 1; Full

Analysis Set)
Valic at Vit Thange Trom baselme at VIS
Tréatment Medi Meil
Group Visit n  Mean SD Min 1 an Q3 Max w» Mcan SD Mis Q1 an Q3 Max
R03Q4 SCREENING mm——ﬁm 3 160 491 37150
(N=304) BASELINE (DAY 1) . 304 540 1341 100 465 560 640. 780
. WEEK } 297 S74 1340 00 510 600 680 8RS0 297 35 805 440 -10 30 70 310
WEEK 4 298 598 1323 220 520 620 700 870 295 S8 873 20 10 50 90 430
WEEK 8 293 610 1333 200 530 630 710 360 293 1 995 240 10 70 110 460
WEEK 12 293 614 1423 140 $40 640 720 860 293 75 - 1080 330 20 6O 120 520
WEEK 16 288 622 1463 160 S30- 650 740 900 288 83 1128 -200 20 80 140 560
WEEK 20 284 625 1500 110 530 650 740 880 284 88 1158 460 20 80 155 500
WEEK 24 288 632 1541 00 340 670 750 900 285 93 - 1203 -250 20 90 160 540
WEEK 28 279 632 1547- 150 S30 660 750 890 219 90 1246 -340 30 80 160 520
WEEK 32 280 637 1504 70 $45 660 750 900 280 95 1239 290 30 90 160 $30
WEEK 36 277 634 - 1580 00 530 660 760 880 217 92 1287 -350 20 90 160 550
WEEK 40 271 63 1580 110 540 660 760 920 271 89 1303 380 20 90 150 350
WEEK 44 272 632 1644 80 530 670 765 910 272 90 1356 -360. 20 90 160 590
WEEK 48 273 631 1697 00 520 670 760 90 2713 89 1505 -720 -30 90 170 S60

Trestment
Gro Visie 2 Mean SD Min Q1 s Q3 Max
G
(N=304) BASELINE (DAY 1)
WEEK 1 29 36 176 240 -10. 30 80
WEEK 4 00 53 948 370 00 40 100
WEEK 8 298 75 1000 270 10 65 130
WEEK 12 294 88 1060 300 20 B0 150
WEEK 16 224 92 1169 -300 20 90 150
WEEK 20 294 98 1241 330 30 90 170
WEEK 24 290 102 1190 -240 40 100 170
WEEK 28 293 99 1303 400 20 100 180
WEEK 32 288 99 1298 390 310 100 180
WEEK 36 293 106 1277 -390 40 100 180
WEEK 40 291 105 1310 400 40 100 180

B8

- Medi
Visit n  Meas SD Min Qf am Q3 Max n Mean SD Min Q1 an . Q3 Max
X K X L .0 .
(N=301) BASELINE (DAY 1)~ 298 556 1314 130 480 580 650 850
WEEK 1 293 594 1317 150 S20 610 690 840 293 37 173 -290 -i0 30 80 380
WEEK 4 290 396 1425 150 510 620 710 850 290 4.1 913 -290 1.0 40 B8O 450
WEEK 8 290 601 1513 80 510 620 720 860 2% 48 1036 -33.0 -1.0 40 100 470
WEEK 12 285 613 1466 150 520 640 T30 860 285 58 1091 <290 00 . 50 110 500
WEEK 16 285 618 1524 150 S10 660 730 890 285 62 1142 300 00 60 120 500
WEEK 20 282 622 1S41° 110 520 660 740 890 282 69 1167 -370 00 25 140 S30
WEEK 24 282 622 1566 150 520 660 740 900 282 66 1239 -390 -10 70 140 3560
WEEK 28 280 626 1576 110 330 660 745 940 280 68 1236 470 035 60 140 590
WEEK 32 275 632 1548 170 530 670 750 900 278 73 1230 -410 10 380 140 540
WEEK 36 274 633 1561 140 540 670 750 890 274 79 1270 410 10 90 150 580
WEEK 40 . 274 634 1594 200 S4.0 665 770 870 274 78 1319 460 00 90 150 490
WEEK 44 266 643 1486 160 S30 680 760 890 266 85 1222 -350 00 90 150 S50
WEEK 48 266 645 1507 180 540 690 760 910 266 87 1259 330 30 90 160 590
WEEK 52 . 263 637 1566 150 550 660 760 890 263 80 1270 -360 0. B0 I50 560
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Table A.1: Summary Statistics for ETDRS Letter Score, Observed Values (VIEW 1; Full

Analysis Set)
Valne af visit Thange from Daschine at visif
Treatment Medi Medi
Group _ Visit n Mean SD Min Qf an Q3 Max o Mean SD Min QI am Q3 Max
VTE 2Q8 SCREENING D6 563 1196 220 500 590 665 830 - )
(N=301) BASELINE (DAY 1) 297 859 1265 150 S00 570 650 830
WEEK | . 293 S98 1292 160 530 610 690 870 293 41 77 230 00 30 80 370
WEEK 4 - 298 615 13.12 220 S40 640 710 870 298 58 946 -500 L0 40 10 450
WEEK 8 © 295 625 1450 170 540 650 740 900 295 68 L6 540 1.0 70 120 420
WEEK 12 291 633 1460 90 S40 670 740 950 291 76 1199 500 10 70 130 510 -
WEEK 16 294 632 1522 110 540 660 740 920 294 75 1189 480 10 70 140 -500
WEEK 20 286 634 1534 140 550 660 760 920 286 75 1213 530 20 70 140 470
WEEK 24 281 636 1512 180 530 670 750 920 281 74 1306 <500 00 70 160 490
WEEK 28 280 641 1532 140 S50 615 760 940 280 81 1307 460 15 15 160 450
WEEK 32 . 270 646 1827 60 360 680 760 930 270 84 1321 450 10 80 160 $30
WEEK 36 270 653 1532 10 570 670 780 880 270 93 1320 480 20 90 170 520
WEEK 40 272 651 1558 20 560 690 770 940 272 89 1391 490 20 85 170 520
WEEK 44 263 654 1568 40 570 680 780 910 263. 97 365 470 30 100 160 $20
WEEK 48 269 655 1540 . 200 570 690 770 910 269 95 1394 450 20 100 170 530
WEEK 52 266 651 1591 110 S$60 690 77.0 930 266 92 1420 -440 .20 95 170 3540

Source: VGFT-OD-0605 (VIEW 1) CSR Post-text Table 14.2.2/12.

Table A.2: Summary Statistics for ETDRS Letter Score, Observed Values (VIEW 2; Full |

QL Medin Q3 Max
20 10 30 19

WEEK ) 286 512 133 0 500 600 670 85 286 34 58 -17 00 30 60 bl
WEEK 4 290 586 139 17 500 600 - 690 84 29 48 14 19 00 50 100 40
WEEK 8 287 60.2 145 16 S0 62.0 710 92 2@ 65 86 <18 10 - 60 1o . 4
WEEK 12 ~ 287 62 150 6 S20 63.0 710 88 287 73 93 <28 20 20 140 42
WEEK 16 84 613 15.1 15 530 630 7S 85 14 6 104 0 1.0 30 140 47
WEEK 20 28t 620 143 2R 50 64.0 40 87 21 8.1 103 =30 20 80 140 42
WEEK 4 n 62.1 154 15 S50 64.0 756 87 2n 83 109 -22 20 80 - 150 423
WEEK 28 278 628 153 0 530 630 750 8 23 9.1 109 -3 30 20 160 43
WEEK 32 215 029 15.8 6 540 66.0 750 93 2715 91 iy - 34 20 90 170 43
WEEK 36 m 63.4 158 17 45 66.0 750 94 in 94 118 40 25 100 - 170 43
WEEK 40 m 63.1 16.1 16 = 5258 610 76.0 92 m 94 126 40 20 100 - (70 “
WEEK 4 M 633. 160 4 N0 670 760 2 M 96 126 42 30 100 170 48
WEEK 48 269 63 168 10 530 67.0 760 9t 269 95 139 49 30 110 170 49
WEEK 52 m 66 166 . 675 76.0 0 m 99 136 = 47 25 100 130 56
VIE2Q4(N=309) SCREENING 308 536 133 25 450 56.0 64.0 73 . 508 09 3 -4 -20 00 30 I9
- BASELINE 303 528 nBe i 430 $5.0 6.0 n .
WEEK | 08 558 1.6 16 420 380 6.0 80 - 308 3l 66 -20 00 20 (1] 30
WEEK 4 07 515 158 17 430 60.0 6.0 LI 47 83 . 22 <10 50 9% 40
WEEK 8 305 580 165 ¢ 500 60.0 700 87 0§ 53 92 - -50 10 50 100 3
WEEK 12 ot 586 165 £ 500 61.0 no 20 30 59 92 -2 10 50 110 29
WEEK 16 295 594 16.7 8 500 62.0 o 88 295 64 99 37 19 60 120 36
WEEK 20 2% 60 173 6 505 63.0 7130 % 2% 71 196 -9 20 70 130 41
WEEK 24 293 - 603 16.8 8 500 64.0 70 n 29, 3 10.6 -28 20 80 130 38
WEEK 28 2% 606 1 i1 S00 640 730 ” B % 112 27 10 80 140 L
WEEK 32 89 609 177 4 520 64.0 740 8 2 17 113 -R 20 - 80 150 4
WEEK 36 281 607 173 M4 500 640 Mo g0 23t %6 14 . D 190 30 150 4l
WEEK 40 281 612 171 13 560 650 740 91 281 39 {8 <33 19 30 150 43
WEEK 44 28 604 179 o 500 64.0 e 93 81 73 126 -0 00 70 150 41
WEEK 48 275 - 608 177 8 480 65.0 740 % 15 9 122 3] .10 8¢ 150 4
WEEK 52 26 605 184 4 48s 650 750 92 276 1.7 12.7 -37 00 30 13.5 42
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Table A.2: Sm'nmary Statlsncs for ETDRS Letter Score, Observed Values (VIEW 2 Full

Analysis Set)
Value at Visit C from Bascline .
I?mu froup Visit SD ﬁ QI Median Q3 Hn n Mean SD E qQl E Q3 Max
05Q4 29 135 440 350 60 M 298 08 67 -2l 20 00 40 - 28
{N=296) . .

BASELINE - 296 516 M2 ” 410 540 62.0 9.
WEEK 1 293 583 45 13 460 580 61.0 % 293 a7 b2 -4 00 30 70 n
WEEK 4 292 511 4.7 8 40 580 .0 s M 5.5 81 -3 s o 100 sl
WEEK S 289 583 146 1 500 90 700 2] 289 68 89 -17 20 T 60 1o 40
WEEK 12 88 593 153 17 500 61.5 no 8 288 13 98 -19 20 70 130 40
WEEK 16 3 597 162 12 #0 630 7.0 20 288 81 110 46 2s 80 140 “
WEEK 20 284 6.5 162 o sa0 &0 1o 89 2% 86 115 48 30 %0 140 45
WEEK 24 287 60.6 167 1 s00 50 40 18 287 98 123 57 20 0o 150 43
WEEK 28 29 608 170 1 500 640 740 % 2 93 - 127 57 30 90 150 46
WEEK 32 278 613 169 3 510 640 50 ‘9 M 93 127 -55 30 wo 160 43
WEEK 36 27 61.8 170 4 50 66.0 150 27 102 12.5 <54 30 1o 160 46
WEEK 40 mn 613 180 o 510 65.0 750 N m 9% 133 53 30 100 170 44
WEEK &4 2 616 176 0 50 65.0 76.0 u m 100 135 -50 30 110 170 5
WEEK 48 m 619 . 127 0 SLS 67.0 5.5 » mn 104 13.7 -50 30 1o 180 45
WEEK 52 268 624 173 6 530 6.0 760 89 268 10.7 135 -52 30 110 90 45
VTE2Q8 (N*=306) SCREENING 305 sl B3 25 410 530 &0 n 308 0.8 57 -38 -20 00 T30 20

306 51.6 B 16 420 20 630 % .
WEEK | 298 548 146 15 460 55.5 610 86 298 32 63 -2l -10 20 70 23
WEEK 4 308 562 1.7 4 6.0 380 63.0 87 308 4.5 83 4$ 00 40 100 s
WEEK 8 301 513 163 16 470 580 no 90 301 51 100 56 00 50 120 ag
WEEK 12 29 589 171 s 500 61.0 no 94 295 4 119 =59 00 70 140 4
WEEK 16 2% 93 165 5 S0 610 730 8" 294 3 14 51 10 80 150 45
WEEK 20 288 60.0 16.7 5 sas 625 7o 29 288 82 1n9 62 20 35 .150 43
WEEK 24 288 59.7 174" ) 500 620 s 90 288 82 129 60 20 90 150 46
WEEK 28 m 60.1 170 $ 500. 620 40 93 2 84 123 -5 20 90 160 46
WEEK 32 280 60.0 170 7 510 630 730 ‘89 280 84 130 64 20 80 160 46
WEEK 36 280 60.2 124 6 Slo 620 Hs 920 280 84 136 -6 10 90 170 45
WEEK 40 7 60.5 175 5 K] 6.5 40 83 271 88 137 - 10 100 180 4“4
WEEK 44 2717 603 174 7 50 63.0 710 % n 87 142 62 20 100 170 51
WEEK 43 280 6090 174 10 500 6.“ 0 730 94 280 84 M4 -6l 10 20 170 45
WEEK 52 bz 610 174 1 510 758 9 2m 94 HS 63 30 100 180 - 5
Source 311523 (VIEW 2) CSR Post-text Table 14.2. 2/7
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