Outcomes in Patients with Neovascular Age-related
Macular Degeneration Based on Dosing Intervals in
the Second Year of the VIEW Studies
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VIEW 1 & 2 Study Design Ewe

The VIEW studies evaluated efficacy and safety of intravitreal aflibercept injection (IAl)
compared with ranibizumab for treatment of neovascular AMD

Multi-center, active controlled, double masked trial
VIEW 1 N=1217; VIEW 2 N=1240

2457 Patients randomized
1:1:1:1

Intravitreal Aflibercept Ranibizumab

. 0.5mg g4 wks

Secondary endpoint:
Mean change in BCVA

2 mg g4 wks

) -

Dosing through Week 52

M;Htrgr?;%gg%ﬁ‘)c\)/linsti:on Modified quarterly dosing
through Week 96

A In the integrated VIEW 1 and VIEW 2 studies at week 52, all 1Al groups demonstrated similar
improvements in all visual acuity endpoints compared to Rg4

A Incidences of Antiplatelet Trialists6 Col | abor ati on defined arteri al
similar across treatment groups (2.4% to 3.8%) from baseline to week 96

t hr

*After 3 initial monthly doses
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VIEW 1 & 2 Study Design ( Cont 6d) \aw

A From weeks 52 through 96, patients received their original drug assignment with
monthly follow-up

A Need for additional dosing was based on the following protocol defined criteria:
A 12 weeks since previous injection
A New or persistent fluid on TD-OCT
A Increase in CRT of O 1 0OeOmcompared to the lowest previous value

ALoss of O5 ETDRS letters from the best previ
on TD-OCT

A New onset classic neovascularization
A New or persistent leak on FA

A New macular hemorrhage



Mean Change in Best-Corrected Visual Acuity
from Baseline Through Week 96

14 -

12 A

ETDRS letters

*Compared to baseline
LOCF,; Full analysis set; Rg4 n=595; 2gq4 n=613; 0.504 n=597; 298 n=607
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Methods egr

A During weeks 52-96 of treatment in the VIEW studies, two subgroups of
patients were defined who received treatment with either 0.5 mg
ranibizumab or 2 mg IAl at the following frequencies:

i Always received injections 012 week intervals*
(O0gql2 week)

I Received, at least once, an injection at a 4 or 8 week interval
(<ql2 week)

For each subgroup, the following were evaluated in the integrated data:
I Key disease characteristics at baseline and week 52
I Visual outcomes at week 96

T  Anatomic outcomes at week 96

* Approxi mately 3% of patients were dosed fAout of visit windowo at an interval > 12 weeks
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Proportion of Patients Who Received Injections at i
Og12 Week and <gq12 Week Intervals Gl

100% - 100% -
" >012 week <g12 week
& 80% 1 80% 1
.'C_U' V)
O 60% - 54% 489, 60% - R 52%
IS 43% ° 46%
(= 0f - 0/ -
S 20% A 20% A
o
b= :
0% N=218 N=284 N=245 0% N= 295 N=243 N= 266
mRg4 =204 m2Q8 mRg4 =204 m2Q8

FAS, Year 2 medication completer



JQ\EW ; Baseline Disease Characteristics
By Dosing Subgroups

Integrated

UEWY




LVEW

Integrated
leEw

Baseline Disease Characteristics

O0gql2 week <g12 week
@ ® ® ® @ [ _
RBZ 0.5q4 1Al 2q4 1Al 298 RBZ 0.5q4 1Al 294 1Al 298
n 218/513 (42.5%) 284/527 (53.9%) 245/511 (47.9%) 295/513 (57.5%) 243/527 (46.1%) 266/511 (52.1%)
BCVA (letters), mean (SD) 52.6 (13.35) 54.0 (13.37) 53.5 (13.71) 55.2 (13.09) 54.7 (13.62) 54.3 (13.02)
CRT (em) 317.5 (105.53) 322.2 (111.47) 331.3 (120.57) 322.3 (109.54) 327.2 (119.40) 333.6 (113.99)
CNV Area (mm?) 6.7 (5.42) 7.4 (5.29) 7.0 (5.28) 7.3 (5.44) 7.2 (5.56) 7.2 (5.27)

Total Lesion Size (mm?)

7.0 (5.75)

7.8 (5.82)

7.4 (5.54)

7.8 (5.76)

7.6 (5.80)

7.5 (5.47)

Total Lesion Size (%):

O 4 {816 mm?)

162 (74.3%)

209 (73.6%)

175 (71.4%)

211 (71.5%)

181 (74.5%)

194 (72.9%)

> 4DA (10.16 mm2)

53 (24.3%)

73 (25.7%)

69 (28.2%)

83 (28.1%)

61 (25.1%)

72 (27.1%)

Type of CNV (%):

Occult

69 (31.7%)

98 (34.5%)

88 (35.9%)

125 (42.4%)

98 (40.3%)

110 (41.4%)

Minimally Classic

81 (37.2%)

122 (43.0%)

80 (32.7%)

95 (32.2%)

68 (28.0%)

97 (36.5%)

Predominantly Classic

FAS, Year 2 medication completer

65 (29.8%)

62 (21.8%)

76 (31.0%)

74 (25.1%)

76 (31.3%)

58 (21.8%)




JQ\EW ; Disease Characteristics at Week 52
By Dosing Subgroups
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LOCF; Full Analysis Set

ETDRS Letters
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Best-Corrected Visual Acuity
Week 52
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Central Retinal Thickness
Week 52

hew?

350 - Ogl2 week <q12 week

325 -
300 -
275 -
250 -
225 -
200 -
175 -
150 -
125 -
100

m

176.2 173.6 178.3

N=218 N=284 N=245 - N= 295 N=243 N= 266

= Rg4 =204 =208

*Compared to baseline; LOCF; Full Analysis Set



Area of Choroidal Neovascularization

14 -

12

10 +

Week 52

we e k

Oq1l?2

<gl2 week

3.5 3.5

*Compared to baseline; LOCF; Full Analysis Set
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Total Lesion Area
Week 52

hew?

s Ogql2 week ;: <q12 week

12 -

10 -

mm?2

4 - : 3.4

| BE.

N=218 N=284 N=245 - N= 295 N=243 N= 266

= Rg4 =204 m 2038

*Compared to baseline; LOCF; Full Analysis Set



Type of Choroidal Neovascularization Qiew

Integrated

Week 52 &

Oql2 week: <gl2 week
100.0% -
S
o 80.0% -
(e
@
E 60.0% -
°
c  40.0% -
©
o)
S 20.0% -
o
o
0.0%

N=218 N=284 N=245 N= 295 N=243 N= 266

B Occult W Minimally classic Predominantly classic M Missing

LOCEF; Full Analysis Set, Year 2 Medication Completer



Proportion of Patients Without Fluid VEW

Integrated

Week 52 &

Ogl2 week ; <ql2 week

100% -
1% 83%
c  80% -
Q
© 60% 599
0]
O 0% | 0
e} 48%
C
2 40% -
o
(@}
O  20% -
o
0% :
N=218 N=284 N=245 N= 295 N=243 N= 266
= Rg4 =204 m 208

*Observed, FAS, Year 2 Medication Completer
ONi t hout Fluido defined by masked readi ng csabmetinalfludmas absence of both cystic retinal edema and

Time Domain OCT



JQ\EW ; Outcomes from Weeks 521 96
By Dosing Subgroups
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Mean Number of Injections
Weeks 52 - 96

hew?

Ogl2 week,; <ql2 week

0 14.0 -

(-

.g 12.0 -

(@)

L 100 -

=

S 8.0 - _
S 60 -
& .
S5 4.0 - 3.0 3.0 3.0 :
Z e . e — :
e | | B
= 00 E S

N=218 N=284 NEZES) N= 295 N=243 N= 266
= Rg4 = 204 =208

FAS, Year 2 medication completer. A minimum of at least 3 injections required with mandatory quarterly dosing
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Mean Change in Best-Corrected Visual Acuity
from Baseline Through Week 96

hew?
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2400912 week
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2094
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e :

0 14

W 124 <ql2week
10 - 9.1 Rqg4
8 - 8.1 208
6 - 77 294
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0O 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 96
Week

FAS, LOCF, Year 2 medication completer. O q12 week Rg4 n= 218, 294 n= 284, 0.50q4 n=217, and 298 n=245. <129g Week Rqg4
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Mean Change in Central Retinal Thickness
from Baseline Through Week 96

Week

0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 096

Liew%

-25 1 O0ql2 week
-75 A
-125 - 1306  Rg4
-139.8 2q4
1533 298
-175 -
=
= 0] 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 96
23 <ql2 week
-75 -
-104.2 Rq4
-115.6 2q4
-125 1 -116.3 298
-175 -

FAS, LOCF, Year 2 medication complete. © q12 week Rg4 n= 218, 2q9q4 n= 284, 0.59q4 n=217, and 298 n=245. <129g Week Rqg4



Proportion of Patients Without Fluid e
Week 96
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Ogl2 week <ql2 week

100% -

80% -
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*Observed, FAS,
ONVi t hout Fluido defined by masked readi ng csabnetinalfludms absence of both cystic retinal edema and

Time Domain OCT



