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Baseline Demographics (Al patients’)

Al (n=27) HD (n=28) ALL (n=h5)

Sex

Male 9(33.3%) 12 (42.9%) 21 (38.2%)

Female 18 (66.7%) 16 (57.1%) 34(61.8%)
Ethnicity

Al 27 (100%) 28 (100%) 55 (100%)

HISPANIC OR LATINO 4(14.8%) 1(3.6%) 5(9.1%)

NOT HISPANIC OR LATINO 23 (85.2%) 27 (96.4%) 50 (90.9%)
Race

Al 27 (100%) 28 (100%) 55 (100%)

WHITE 21 (100%) 28(100%) 55 (100%)
Age (years)

Mean (SD) 76.1(8.90) 111 (7.86) 76.9(8.3)

Percentages are calculated based on N

FIG. 2
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Baseline Characteristics (Al patients)
Al {n=27) HD (n=28) ALL (n=55)
Mean (SD) BL BCVA in Study Eye
(ETDRS leters 57.1(9.24) 59.3(13.29) 56.2 (11.41)
Mean (SD) BL CRT in Study Eye
) 4740(222.18) 497.3 (127 66)
Mean (SD) Baseling I0P in Study E
(;;“Hé) |Bascine OPNSUOYEYe | yyeni & wrpm) | uep3
FIG. 3
Baseline Blood Presstre (Al patients®)
1Al {n=27) HD (n=26)
Systolic Pressure (Mean (SD) mmHg) + 126.27 (10.1) 1228(11.0)
Diastolic Pressure (Mean (SD) mmHg) i~ 71.73(9.7) 69.89 (9.9)

FIG. 4
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Mean Change from BL in CRT in Patients Completing Wk 16

S BL values:
& 2 |AI'; 492 ym ~o= Al ~»~HD
% 50 HD. 457 m Mean increase from Wk 12 -=-16:
£ 54 Al 45 {m
S -0
3 A5 13
2 B4 N =49
= 475 PP
§ 0 168 178
'{0} {4} {8} 12 16
Week

[Aln=22

HDn=27

Observed Values
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Mean Change from BL in BCVA in Patients Completing Wk 16
15+

ETDRS Lett

|Aln=22
HDn=27

Observed Values FIG. 6
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Treatment Exposure (All patients?)
1Al (n=27) HD (n=26)
Mean (SD) 41(1.07) 39(0.92)
Median 40 40
Q1.Q3 40:50 30:45

FIG. 13
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Summary of Ocular TEAEs in Study Eye

1Al (N=27) HD (N=27)
Number of Patients with at Least One Such AE, n(%) & 8 (29.6%) 4(14.3%)
CHALAZION 0 1(3.6%)
CONJUNCTIVAL DISORDER 0 1(36%)
CONJUNCTIVAL HEMORRHAGE 1(3.7%) 1(36%)
CONJUNCTIVAL HYPEREMIA 0 1(36%)
DRYEYE 0 1(3.6%)
EYE PAIN 0 1(36%)
MACULOPATHY 0 1(3.6%)
NEQVASCULAR AMD 0 1(36%)
PUNCTATE KERATITIS 1(3.7%) 1(36%)
RETINAL CYST 1(3.7%) 0
RETINAL HEMORRHAGE 1(3.7%) 0
RETINAL EDEMA 0 1(36%)
SUBRETINAL FLUID 0 1(3.6%)
TRICHIASIS 0 1(36%)
VISION BLURRED 0 1(3.6%)
VISUALACUITY REDUCED* 2(7.4%) 0
VISUAL IMPAIRMENT 1(3.7%) 0
VITREOUS DETACHMENT 2(7.4%) 2(7.1%)
CORNEAL ABRASION 0 1(3.6%)

* of these events is an SAE

FIG. 14
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Summary of TEAE 101 of Study Eye

A (N=27) HD (N=27)

Number of Patients with at Least One 0

Such AF, n (% 0
FIG. 15
Intraocular Pressure

Al {n=27) HD (n=28)
# pts with 210 mmHg Increase in pre-injection 0P from BL 0 1 (36%)
# of patients with 210 mmHg Increase in
post-injection [OP from pre-injection IOP at any visit 128 4(143%)
# pts with post-injection 10P > 25 mmHg at any visit 3(11.1%) 5(17.9%)
# pts with pre-injection [0P 2 25 mmHg at any visit 0 0
# pts with any visit 0P 2 35 mmHg at Any Time 0 0

Safety Analysis Set
Percentages are calculated based on N

FIG. 16
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Summary of Non-Ocular TEAEs (1 of 2)
A {N=27) HD (N=28)

Number of Patients with at Least One Such AE, n(%) 8(29.6%) 10 (35.7%)
DIARRHEA 1(3.7%) 1(36%)
GERD 1(3.7%) 0
SMALL INTESTINAL OBSTRUCTION 1(3.7%) 0
PERIPHERAL SWELLING 1(3.7%) 0
EAR INFECTION FUNGAL 1(3.7%) 0
SEASONALALLERGY 0 1(3.6%)
SINUSITIS 1(3.7%) 1(36%)
BACK INJURY 0 1(3.6%)
FALL 0 1(3.6%)
BACTERIAL TEST POSITIVE 0 1(3.6%)
HEPATIC ENZYME INCREASED 1(37%) 0

FIG. 17
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Summary of Non-Ocular TEAES (2 of 2)
Al (N=27) HD (N=28)
Number of Patients with at Least One Such AE, n(%) 8(29.6%) 10(35.7%)
URINE KETONE BODIES PRESENT 1(3.7%) 0
WHITE BLOOD CELLS URINE 0 1(3.6%)
TRANSIENT ISCHAEMIC ATTACK 0 1(3.6%)
COUGH 0 1(3.6%)
DERMATITIS CONTACT 0 1(3.6%)
HYPERTENSION 1(3.7%) 1(36%)
FIG. 18
Non-Ocular Serious Adverse Events
Al (N=27) HD (N=28)
Number of Patients with at Least One Non-Ocular SAE, n(%) 1(3.7%) 1(36)
Small Intestinal Obstruction 1
TIA 1
FIG. 19
Hypertension Adverse Events
Al (N=27) HD (N=28)
Number of Patients with at Least One Such AE, n(%) 1(3.7%) 1(36%)
Hypertension 1(3.7%) 1(3.6%)

FIG. 20
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Mean Systolic Blood Pressure

PCT/US2022/029462

T
140 - oA -5-HD
2 13- 129
[ G e S
s wiw W 125 18 Ty 1
“ -
105~
100 ; a s a s
0 4 8 9 12 16 20
Week
Nfumber 21 24 25 23 24 24 22 Al
0
FIG. 21
Mean Diastolic Blood Pressure
95.00 -
90.00 - o =
= 50 - I =~
=
§— 80.00 -
w00 70 69 nwom 69 o7
60.00 ; i : g a
0 4 8 9 12 16 0
Week
Nfumber 27 24 25 23 24 24 22 A
0
Patients 28 26 271 3 27 27 20 HD
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Mean Intraocular Pressure
5.0~
~o[Al ~=~HD
= 00~
E.
= ™ 144
145 0 e
14.0 125 .
10.0 ; : ; s ;
0 4 8 12 16 2
Week
Nfumber 27 25 25 25 24 22 (Al
0
Patients 28 26 27 27 27 21 HD
FIG. 23

Mean Intraocular Pressure, Change from Baseline

50~

Imean OP change from BL, mmHg

50~

0 4
Number 27 25
of
Patients 28 26

8 12 16 2
Wesk

25 25 24 22 1Al

27 27 27 21 HD

FIG. 24
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Individual Value Plot of Dose delivered (L) by Presentation
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Disposition and Exposure Through Week 16

Al HD Total
Total Number Randomized 53 53 106
Main Study 3B 3 76
Dense PK Substudy 1 15 30
Number of Patients Completing Week 16 o1 53 104
Number of Patients Who Discontinued 2 0 2
Adverse Event 0 0 0
Withorawal of consent by subject 2 0 2
Due to COVID-19 1 0 1
Exposure Al (n=53) HD (n=53)
Mean (D) number of injections
(of 3 planned) 29(0.47) 30(0.14)

FIG. 26
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Baseline Demographics
Al {n=53) HD (n=53) ALL (n=106)
Sex
Male 17(32.1%) 23 (43 4%) 40 (37 .7%)
Female 36 (67.9%) 30 (56.6%) 66 (62.3%)
Ethnicity
Al 53(100%) 53(100%) 106 (100%)

Hispanic or Latino IED 2 (38%) 6 (5.7%)

Not Hispanic or Latino 49 (92.5%) 51(96.2%) 100 (94.3%)
Race

White 51(96.2%) 52 (98.1%) 103 (97.2%)
Age (years)

Mean (SD) 117(827) 77.0(769) 17.4(7.9)

[ ——————————

FIG. 27
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Baseline Characteristics

PCT/US2022/029462

]

1Al (n=53) HD {n=53) Al (n=106)
Mean (SD) BL BCVAIn Study Eye, ETORS | 582(105) & 579(136) 58.0%(11.9)
leters ; :
Mean (SD) BL CRT in Study Eye, ym ‘ 488.1(2049) 516.2(175.64) § 502.1(190.6)
Mean (SD) Baseline P in Study Eye, mmHg 149(3.4) 148(3.4) 149 (34)
Mean (SD) Lesion Size, mm 19(6.21) 17(684) 78(6.50)
Mean (SD) CNV Size, mm 79(6.20) 15(6.86) 17(65)
Baseline FA classification [%] g ;
Qceult CNV b 22 (41.5%) 26 (49.1%) 48 (45.3%)
Minimally Classic 26(49.1% & 19(358%) 45 (42.5%)
Predominantly Classic A% o 861 12(11.3%)
Missing (1% 0 10.9%)

*38 ETORS letters ~20/60-20/70 Snellen visual actity

FIG. 28
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Baseline Blood Pressure and Medical History of
Hypertension (All patients)

Al (n=53) HD (n=53)
Systolic Pressure (Mean (SD) mmHg) 1254 (10) 1246 (10.6)
Diastolic Pressure {Mean (SD) mmHg) 10.7(9.0) 1.7(8.9)

Al {n=53) HD (n=53)
Medical History of Vascular Hypertensive
Disorders, n (%) 31 (58.5%) 26 (49.1%)

FIG. 29
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Summary of Intraocular Pressure Events Through Week 16

Al {N=53) HD (N=53)
# pts with 210 mmHg Increase in pre-injection [0P from BL 0 0
# pts with pre-injection I0P 225 mmHg at any visit 0 1(1.9%)
# pts with any visit 0P 235 mmHg at Any Time 0 0

Safety Analysis Set
Percentages are calculated based on N

FIG. 40
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APTC Events or Deaths Through Week 16
1Al (N=53) HD (N=53)
Number of Patients with at Least One Such AE, n 0 0
FIG. 41
Hypertension Adverse Events Through Week 16
IAI(N=53) HD (N=53)
Number of Patients with at Least One Such AE, n (%) 1(1.9%) 1(1.9%)
Worsening Hypertension 1(19%) 1(1.9%)

FIG. 42
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Patient Disposition
Afibercept2 mg § Afibercept 8 mg Total
Randomized patients, n h o) 106
Patients completing Week 16, n (%) 51(%) 53(100) 104 (%)
Patients completing Week 44, n (%) 49(9) 51(%6) 100 (%4)

FIG. 45
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Baseline Demographics
+ Mibercept2mg & Afiberoept 8 mg Total
N 1% I N 5 (N=106)
Sex, o) § |
Male TR T BB 40(37.7)
Female R 66 (62.3)
Race, n(%) § §
White booN(%2) 1 52(%) 103(97.2)
Ethnicity, n (%) ; E
Hispanic or Lafino LAy b 1Y) 6(5)
Not Hispanic or Lafino 49(92.5) 51(%.2) 100 (94.3)
Age, mean (SD), years 77783 & T70(1)) 14(80)

SD. standard deviation.

FIG. 46
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Baseline Characteristics - Study Eye

| Mbercept2mg | Abercept8mg | Tod
P b (eDd) (N=106)
BCVA, mean (SD), ETDRS lefers : ~ 582(105) ¢ 57.9(13§) 58.0a(119)
CRT, mean (SO}, um v 4881(2049) 1 H162(1756) 502.1(190.6)
|OP, mean (SD), mm Hg Coo4934) 1 148334 14.9(34)
Lesion size, rmean (D), mm2 7962 ¢ 77(68) 18(6.)
ONV size, mean (SD),mm2 ¢ 79(62) L 75(69) 17(6.5)
FA classfication, n (%) § ;
Occult PR 6(491) 48(45.3)
Minimally classic LooB1) 1 19(369) 45(425)
Predominantly classic LAY P 8(18) 12(13)
Missing P 1(19) 3 0 1(09)

*58 ETDRS letters ~ 20/60-20170 Snellen visual acuy.
CRT, central retinal thickness; IOP. intraocular pressure.

FIG. 47



WO 2022/245739 PCT/US2022/029462

47162

Treatment Exposure and PRN Treatment through Week 44

+ Affbercept 2 mg Afibercept 8 mg
Exposure E (n:53) E (n:53)
Mean number of aflberoept injections through Week 44 58 58
Proportion of patients who did NOT receive adational or 0 0
PRN treatment ; 2 ‘ B3
Total number of PRN injections given 3B 3

FIG. 48
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Ocular TEAEs in Study Eye Occurring in 22% of Pts

| W) 1 HD(EY
Number of Patients vith at Least One Ocular TEAE i Study Eve,n(o)) § 20(377%) 111 20(37.7%)
CONJUNCTIVAL HAEMORRHAGE 3 2(3.8%) E 3(5.7%)
DRY EVE D oopew 1)) 2068
MACULAR DEGENERATION ; 1(1.9%) : 1(1.9%)
NEOVASCULAR AGE-RELATED MACULAR DEGENERATION § 4(7.5%) E 2(3.8%)
PUNCTATE KERATITIS § 2(3.8%) E 1(1.9%)
RETINAL HAEMORRHAGE 3 2(3.8%) E 1(1.9%)
RETINAL TEAR D
SUBRETINAL FLUID T I
VISUALACUITY REDUCED {2(38%) E 1(1.9%)
VISUAL IMPAIRMENT § 2(3.8%) ' 1(1.9%)
VITREQUS DETACHMENT 4 2(3.8% E 4(7.5%)

FIG. 58
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Ocular Serious TEAES in Study Eye

T MNEY) T HD (S
Number of Patents with at Least One Qcular SAE i the Study Eye, n (%) &{ 1(1.9%) 2(38)
VISUAL ACUITY REDUCED E 1(1.9%) § 0
RETINAL TEAR i § 1(1.9%)
VISUAL IMPAIRMENT o0 1
*No Ocular SAEs occurred in the Fellow Eye
FIG. 59
Intraocular Inflammation TEAES in Study Eye
1 WS 11 RN
Nurmber of Patients with at Least One Such AE, n (%) i 0 ‘ 1(1.9%)
RIS o0 1

Iritis was characterized as mild cels in the anterior chamber which resolved within 1 month with topical therapy

FIG. 60



WO 2022/245739 PCT/US2022/029462

59/62

Summary of Intraocular Pressure Events

1Al (n=53) HD (n=53)
# pts with 210 mmHg Increase in ,
pre-njection OP from BL | 0fo1 E 2153 (38%)
# pts with pre-injection [P 225
mmHg atany vist U 2R3(38%)
#pts with any visit I0P 236
mmHg at Any Time L B
Seydndssset
Percentages are calculated based on N
FIG. 61
Mean Pre-Dose Intraocular Pressure, Change from Baseline
8.0+
=z 60 ~o-|Al ~e-HD
5 40
g 20~
2 il 03 U g5 46 05 41 07 01 U 4
S0 7O A8 08 40 8 40 49 48 49
S 40+
REENE
80
0 4 & 12 16 20 €4 B RN » N u
Week
Safety Analysis Set

FIG. 62
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Non-Ocular TEAES Occurring in 22% of Patients

"""""""""""""

| Wy (] HON)
Number of Patients with at Least One Non-Ocular TEAE, n(%) | (B3 1)1 28(28%)
DIARRHEA Lo L2068
GASTRITIS IR R
GASTROOESOPHAGEAL REFLUX DISEASE |2 0
NAUSEA R
CHEST PAIN |0 208w
COVID- | apsw i 20389
SINUSITIS | opsw) 1 119
URINARY TRACT INFECTION IRE R
FALL | opsw i 36T
ARTHRALGIA 238 0
CARPAL TUNNEL SYNDROME e 119
DIZZINESS T
HYPERTENSION I D

FIG. 63
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Non-Ocular Serious TEAES

IO DR
Number of Patients with at Least One Non-Ocular SAE, n(%) 4(75%) 5(9.4%)
ACUTE LEFT VENTRICULAR FAILURE 3 0 1(1.9%)
coLs REC 0
SMALL INTESTINAL OBSTRUCTION 1(19% 0
CHEST PAIN U IR L)
NON-CARDIAC CHEST PAIN 0 1(1.9%)
COVID-19 RN 0
FEMUR FRACTURE REC 0
LUMBAR SPINAL STENOSIS 0 E 1(1.9%)
HEPATIC ENCEPHALOPATHY : 0 1(1.9%)
TRANSIENT ISCHEMIC ATTACK 0 § 1(1.9%)
ACUTE RESPIRATORY FAILURE s 0 1(1.9%)

FIG. 64
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Hypertension TEAES
| NS T HD (=5
Number of Patients with at Least One Such AE, n (%) 1(1.9%) 1(1.9%)
Worsening Hypertension 1(1.9%) 1(1.9%)
FIG. 65
Adjudicated APTC Events and Deatﬁhﬂs ““““““““ o
4 A(NG3) i1t HD(N=5
Adudicated APTC Events, n 0 0
Deaths, n f 0 § 1*

*Death due to glioblastoma

FIG. 66



