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AMI068-pFB-scCMV-SV40-intron-kozak-Vh-Aflibercept-GC

1 E F 6 L s W L F L v A I L K G VvV Q C D
1 ATGGAGTTCGGCCTGAGCTGGCTGTTCCTGGTGGCCATCCTTAAGGGCGTGCAGTGCGAC
20T G R P F V EM Y s E I P E I I H M T E
61 ACCGGCAGACCCTTCGTGGAGATGTACAGCGAGATCCCCGAGATCATCCACATGACCGAG
40 G R E L v I pPp C R V T s P N I T V T L K
121 GGCAGAGAGCTGGTGATCCCCTGCAGAGTGACCAGCCCCAACATCACCGTGACCCTGAAG
6O K F P L D T L I P D G K R I I W D S R K
181 AAGTTCCCCCTGGACACCCTGATCCCCGACGGCAAGAGAATCATCTGGGACAGCAGAAAG
80 G ¥ I I S N A T Y K E I G L L T C E A T
241 GGCTTCATCATCAGCAACGCCACCTACAAGGAGATCGGCCTGCTGACCTGCGAGGCCACC
100 v. N G H L ¥ K T N Y L T H R @ T N T I I
301 GTGAACGGCCACCTGTACAAGACCAACTACCTGACCCACAGACAGACCAACACCATCATC
120 b VvV v L. S P S H G I E L s V G E K L V L
361 GACGTGGTGCTGAGCCCCAGCCACGGCATCGAGCTGAGCGTGGGCGAGAAGCTGGTGCTG
140N C T A R T E L N V G I D F N W E Y P S
421 AACTGCACCGCCAGAACCGAGCTGAACGTGGGCATCGACTTCAACTGGGAGTACCCCAGC
160 s K H 9 H K K L v N R D L K T Q S G S E
481 AGCAAGCACCAGCACAAGAAGCTGGTGAACAGAGACCTGAAGACCCAGAGCGGCAGCGAG
80 M K K F L 8 T L T I D G V T R S D Q G L
541 ATGAAGAAGTTCCTGAGCACCCTGACCATCGACGGCGTGACCAGAAGCGACCAGGGCCTG
200y T ¢ A A S S G L M T K KN S T F V R V
601 TACACCTIGCGCCGCCAGCAGCGGCCTGATGACCAAGAAGAACAGCACCTTCGTGAGAGTG
220H E K D K T H T ¢C p P C P A P E L L G G
661 CACGAGAAGGACAAGACCCACACCTGCCCCCCCTGCCCCGCCCCCGAGCTGCTGGGCGGL
240 P S VvV ¥ L ¥ P P K P K D T L M I S R T P
721 CCCAGCGTGTTCCTGTTCCCCCCCAAGCCCAAGGACACCCTGATGATCAGCAGAACCCCC
2600E Vv T ¢ v v VvV DV $S H E D P E V K F N W
781 GAGGTGACCTGCGTGGTGGTGGACGTGAGCCACGAGGACCCCGAGGTGAAGTTCAACTGG
280y v D G V E V H N A K T K P R E E Q Y N
841 TACGTGGACGGCGTGGAGGTGCACAACGCCAAGACCAAGCCCAGAGAGGAGCAGTACAAC
300s T Yy R V V S V L T V L H Q D W L N G K
901 AGCACCTACAGAGTGGTGAGCGTGCTGACCGTGCTGCACCAGGACTGGCTGAACGGCAAG
320 E Y K ¢ K VvV $S N K A L P A P I E K T I 38
961 GAGTACAAGTGCAAGGTGAGCAACAAGGCCCTGCCCGCCCCCATCGAGAAGACCATCAGC
340 K A K G ¢ P R E P O V Y T L P P S R D E
1021 AAGGCCAAGGGCCAGCCCAGAGAGCCCCAGGTGTACACCCTGCCCCCCAGCAGAGACGAG
360L T K N Q v s L T ¢c L Vv K G F Y P s D I
1081 CTGACCAAGAACCAGGTGAGCCTGACCTGCCTGGTGAAGGGCTTCTACCCCAGCGACATC
380 A V E W E S N G Q P E N N Y K T T P P V
1141 GCCGTGGAGTGGGAGAGCAACGGCCAGCCCGAGAACAACTACAAGACCACCCCCCCCGTG
400 L D s D G S F F L Y S K L T V D K S R W
1201 CTGGACAGCGACGGCAGCTTCTTCCTGTACAGCAAGCTGACCGTGGACAAGAGCAGATGG
420 Q9 G N V F 8 C S V M H E A L H N H Y T
1261 CAGCAGGGCAACGTGTTCAGCTGCAGCGTGATGCACGAGGCCCTGCACAACCACTACACC
440 K s L s L s P G K ~*
1321 CAGAAGAGCCTGAGCCTGAGCCCCGGCAAGTGA
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AMI119-pFB-scCMV-SV40-intron-kozak-Af-Aflibercept-GCRP (CCT)

1M V. §$s Y w Db T 66 V L L AL L s C L L L
1 ATGGTGAGCTACTGGGACACCGGCGTGCTGCTGTGCGCCCTGCTGAGCTGCCTGCTGCTG
22T 6 s 8 8§ 6 s D T G R P F V EM Y S E I
61 ACCGGCAGCAGCAGCGGCAGCGACACCGGCAGGCCTTTCGTGGAGATGTACAGCGAGATC
41 p £E I I H M T E G R E L v I P C R V T S
121 CCTGAGATCATCCACATGACCGAGGGCAGGGAGCTGGTGATCCCTITGCAGGGTGACCAGC
61 P N I T v T L K K ¥ P L D T L I P D G K
181 CCTAACATCACCGTGACCCTGAAGAAGTTCCCICTGGACACCCTGATCCCTGACGGCAAG
81 R I I w D S R K GG F I I 8§ N A T Y K E I
241 AGGATCATCTGGGACAGCAGGAAGGGCTTCATCATCAGCAACGCCACCTACAAGGAGATC
0166 L L T ¢C E A T V N G H L Y K T N Y L T
301 GGCCTGCTGACCTGCGAGGCCACCGTGAACGGCCACCTGTACAAGACCAACTACCTGACC
121 H R ¢ T N T I I D V V L S P S H G I E L
361 CACAGGCAGACCAACACCATCATCGACGTGGTGCTGAGCCCTAGCCACGGCATCGAGCTG
141 s v G E K L v L N ¢ T A R T E L N V G I
421 AGCGTGGGCGAGAAGCTGGTGCTGAACTGCACCGCCAGGACCGAGCTGAACGTGGGCATC
161 D F N W E Y P S S K H 9 H K K L VvV N R D
481 GACTTCAACTGGGAGTACCCTAGCAGCAAGCACCAGCACAAGAAGCTGGTGAACAGGGAC
187 L. K T ¢ S 6 S E M K K F L 8 T L T I D G
541 CTGAAGACCCAGAGCGGCAGCGAGATGAAGAAGTTCCTGAGCACCCTGACCATCGACGGC
200v T R 8 D ©Q 6 L Y T ¢C A A S S G L M T K
601 GTGACCAGGAGCGACCAGGGCCTGTACACCTGCGCCGCCAGCAGCGGCCTGATGACCAAG
221 K N s T ¥F V R V H E K D K T H T C P P C
661 AAGAACAGCACCTTCGTGAGGGTGCACGAGAAGGACAAGACCCACACCTGCCCTCCITGC
241 P A P E L L G G P 8 V F L F P P K P K D
721 CCIGCCCCTGAGCTGCTGGGCGGCCCTAGCGTGTTCCTGTTCCCTCCTAAGCCTAAGGAC
26l T L. M I S R T P E V T C Vv vV V D V S H E
781 ACCCTGATGATCAGCAGGACCCCTGAGGTGACCTGCGTGGTGGTGGACGTGAGCCACGAG
28 D P E V K F N W Y V D GG V E V H N A K T
841 GACCCTGAGGTGAAGTTCAACTGGTACGTGGACGGCGTGGAGGTGCACAACGCCAAGACC
301 K P R E E Q ¥ N S T Y R V V S V L T V L
901 AAGCCTAGGGAGGAGCAGTACAACAGCACCTACAGGGTGGTGAGCGTGCTGACCGTGCTG
321 H Q D W L N G K E ¥ K ¢ K v 8 N K A L P
961 CACCAGGACTGGCTGAACGGCAAGGAGTACAAGTGCAAGGTGAGCAACAAGGCCCTGCCT
341 A P I E K T I 8 K A K G Q P R E P O V Y
1021 GCCCCTATCGAGAAGACCATCAGCAAGGCCAAGGGCCAGCCTAGGGAGCCTCAGGTGTAC
31l T L P P S R D E L T K N @ V S L T C L V
1081 ACCCTGCCTCCTAGCAGGGACGAGCTGACCAAGAACCAGGTGAGCCTGACCTGCCTGGTG
381 K 6 F Y P S D I A V E W E S N G Q@ P E N
1141 AAGGGCTTCTACCCTAGCGACATCGCCGTGGAGTGGGAGAGCAACGGCCAGCCTIGAGAAC
40l N ¥ K T T P P V L D S D G S F F L Y S K
1201 AACTACAAGACCACCCCTCCTGTGCTGGACAGCGACGGCAGCTTCTTCCTGTACAGCAAG
421 L. T v D K 8§ R W ¢ ¢ G N V F S C S V M H
1261 CTGACCGTGGACAAGAGCAGGTGGCAGCAGGGCAACGTGTTCAGCTGCAGCGTGATGCAC
441 ¥ A L H N H Y T ¢ K S L S L S P G K *
1321 GAGGCCCTGCACAACCACTACACCCAGAAGAGCCTGAGCCTGAGCCCTGGCAAGTGA
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AMI120-pFB-scCMV-SV40-intron-kozak-Af-Aflibercept-GCRS (TCC), version 2

1M VvV s ¥ w D T GG V L L C A L L $ CUL L L
1 ATGGTGAGCTACTGGGACACCGGCGTGCTGCTGTGCGCCCTGCTGAGCTGCCTGCTGCTG
22T 6 s s s 6 8§ D T G R P F V E M Y s E I
61 ACCGGCAGCAGCAGCGGCAGCGACACCGGCAGGCCCTTCGTGGAGATGTACTCCGAGATC
417 P £ I I H M T E G R E L v I P C R V T S
121 CCCGAGATCATCCACATGACCGAGGGCAGGGAGCTGGTGATCCCCTGCAGGGTGACCTCC
el P N I T V T L K K F P L D T L I P D G K
181 CCCAACATCACCGTGACCCTGAAGAAGTTCCCCCTGGACACCCTGATCCCCGACGGCAAG
81 R I I wW D S R K G F I I s N A T Y K E I
241 AGGATCATCTGGGACTCCAGGAAGGGCTTCATCATC TCCAACGCCACCTACAAGGAGATC
01 6¢ L L T ¢C E A T V N G H L ¥ K T N Y L T
301 GGCCTGCTGACCTGCGAGGCCACCGTGAACGGCCACCTGTACAAGACCAACTACCTGACC
122 H R @ T N T I I D V VvV L 8 P S H G I E L
361 CACAGGCAGACCAACACCATCATCGACGTGGTGCTGICCCCCTCCCACGGCATCGAGCTG
141 s v 6 E K L v L. N ¢ T A R T E L N V G I
421 TCCGTGGGCGAGAAGCTGGTGCTGAACTGCACCGCCAGGACCGAGCTGAACGTGGGCATC
16l D F N W E Y P S S K H ¢ H K K L V N R D
481 GACTTCAACTGGGAGTACCCCTCCTCCAAGCACCAGCACAAGAAGCTGGTGAACAGGGAC
81 L K T ¢ §$ G s E M K K F L s T L T I D G
541 CTGAAGACCCAGTCCGGC ITCCGAGATGAAGAAGTTCCTGTCCACCCTGACCATCGACGGC
200v T R S D @ G L Yy T ¢ A A S S G L M T K
601 GTGACCAGGTCCGACCAGGGCCTGTACACCTGCGCCGCCTCCTCCGGCCTGATGACCAAG
221K N s T F V R V H E K D K T H T C P P C
661 AAGAACTCCACCTTCGTGAGGGTGCACGAGAAGGACAAGACCCACACCTGCCCCCCCTGC
241 P A P E L L G G P S V F L F P P K P K D
721 CCCGCCCCCGAGCTGCTGGGCGGCCCCTCCGTGTTCCTGTTCCCCCCCAAGCCCAAGGAC
26T L M I S R T P E Vv T C V V V D V S H E
781 ACCCTGATGATCTCCAGGACCCCCGAGGTGACCTGCGTGGTGGTGGACGTGTCCCACGAG
28l P E V K F N WY VvV D GGV E V HN A KT
841 GACCCCGAGGTGAAGTTCAACTGGTACGTGGACGGCGTGGAGGTGCACAACGCCAAGACC
301K P R E E Q ¥ N S T Y R V V 35 vV L T V L
901 AAGCCCAGGGAGGAGCAGTACAACTCCACCTACAGGGTGGTGTCCGTGCTGACCGTGCTG
321 H ¢ D W L N G K E Y K ¢C K vV 8s N K A L P
961 CACCAGGACTGGCTGAACGGCAAGGAGTACAAGTGCAAGGTGTCCAACAAGGCCCTGCCC
341 A P I E K T I s K A K G @ P R E P Q V Y
1021 GCCCCCATCGAGAAGACCATCTCCAAGGCCAAGGGCCAGCCCAGGGAGCCCCAGGTGTAC
31T L P P S R D E L T K N Q V s L T C L V
1081 ACCCTGCCCCCCTCCAGGGACGAGCTGACCAAGAACCAGGTGTCCCTGACCTGCCTGGTG
381K 6 F Y P S D I A V E W E S N G Q P E N
1141 AAGGGCTTCTACCCCTCCGACATCGCCGTGGAGTGGGAGTCCAACGGCCAGCCCGAGAAC
40l N ¥ K T T P P V L D S D G S F F L Y S K
1201 AACTACAAGACCACCCCCCCCGTGCTGGACTCCGACGGCTCCTTCTTCCTGTACTCCAAG
421 L. T v D K S R W © © G N V F S C S V M H
1261 CTGACCGTGGACAAGTCCAGGTGGCAGCAGGGCAACGTGTTCTCCTGCTCCGTGATGCAC
441 E A L H N H Y T @ K s L s L S P G K *
1321 GAGGCCCTGCACAACCACTACACCCAGAAGTCCCTGTCCCTGTCCCCCGGCAAGTGA
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AMI130-pFB-scCMV-SV40-intron-kozak-Af-Aflibercept-GCRP (CCG)

l1M V. 8 ¥ w D T 66 V L L. C AL L s C L L L
1 ATGGTGAGCTACTGGGACACCGGCGTGCTGCTGTGCGCCCTGCTGAGCTGCCTGCTGCTG
22T 6 8§ s s 6 8 D T G R P F V E M Y s E I
61 ACCGGCAGCAGCAGCGGCAGCGACACCGGCAGGCCGTTCGTGGAGATGTACAGCGAGATC
41 P £E I I H M T E G R E L VvV I P C R V T S
121 CCGGAGATCATCCACATGACCGAGGGCAGGGAGCTGGTGATCCCGTGCAGGGTGACCAGC
6l P N I T VvV T L K K F P L D T L I P D G K
181 CCGAACATCACCGTGACCCTGAAGAAGTTCCCGCTGGACACCCTGATCCCGGACGGCAAG
81 R I I w D S R K 6 F I I S N A T Y K E I
241 AGGATCATCTGGGACAGCAGGAAGGGCTTCATCATCAGCAACGCCACCTACAAGGAGATC
016 L L T C E A T V N G H L Y K T N Y L T
301 GGCCTGCTGACCTGCGAGGCCACCGTGAACGGCCACCTGTACAAGACCAACTACCTGACC
121lH R ¢ T N T I I D V VvV L S P S H G I E L
361 CACAGGCAGACCAACACCATCATCGACGTGGTGCTGAGCCCGAGCCACGGCATCGAGCTG
141 s v G E K L v L N ¢ T A R T E L N V G I
421 AGCGTGGGCGAGAAGCTGGTGCTGAACTGCACCGCCAGGACCGAGCTGAACGTGGGCATC
16l D F N w E ¥ P S S K H Q H K K L VvV N R D
481 GACTTCAACTGGGAGTACCCGAGCAGCAAGCACCAGCACAAGAAGCTGGTGAACAGGGAC
81 L. K T ¢ S 6 $S E M K K F L s T L T I D G
541 CTGAAGACCCAGAGCGGCAGCGAGATGAAGAAGTTCCTGAGCACCCTGACCATCGACGGC
200v T R $s D @ G L ¥y T ¢C A A S 8 G L M T K
601 GTGACCAGGAGCGACCAGGGCCTGTACACCTGCGCCGCCAGCAGCGGCCTGATGACCAAG
221 K N 8 T F V R V H E K D K T H T C P P C
661 AAGAACAGCACCTTCGTGAGGGTGCACGAGAAGGACAAGACCCACACCTGCCCGCCGETGC
241 P AP E L L G G P s V F L F P P K P K D
721 CCGGCCCCGGAGCTGCTGGGCGGCCCGAGCGTGTTCCTGTTCCCGCCGAAGCCGAAGGAC
26l T L M I s R T P E V T C V V V D V S H E
781 ACCCTGATGATCAGCAGGACCCCGGAGGTGACCTGCGTGGTGGTGGACGTGAGCCACGAG
281 D P E V K F N W Y V D G V E V H N A K T
841 GACCCGGAGGTGAAGTTCAACTGGTACGTGGACGGCGTGGAGGTGCACAACGCCAAGACC
301 K P R E E Q Y N S8 T Y R V V s Vv L T V L
901 AAGCCGAGGGAGGAGCAGTACAACAGCACCTACAGGGTGGTGAGCGTGCTGACCGTGCTG
32] H ¢ D W L N G K E Y K C€C K V S N K A L P
961 CACCAGGACTGGCTGAACGGCAAGGAGTACAAGTGCAAGGTGAGCAACAAGGCCCTGCCG
341 A P I E K T I S K A K G Q P R E P Q V Y
1021 GCCCCGATCGAGAAGACCATCAGCAAGGCCAAGGGCCAGCCGAGGGAGCCGCAGGTGTAC
36 T L P P S R D E L T K N QQ V S L T C L V
1081 ACCCTGCCGCCGAGCAGGGACGAGCTGACCAAGAACCAGGTGAGCCTGACCTGCCTGGTG
381 X 6 F Y P S D I A V E W E S N G Q P E N
1141 AAGGGCTTCTACCCGAGCGACATCGCCGTGGAGTGGGAGAGCAACGGCCAGCCGGAGAAC
40l N ¥y K T T P P V L D S D G S F F L Y S K
1201 AACTACAAGACCACCCCGCCGGTGCTGGACAGCGACGGCAGCTTCTTCCTGTACAGCAAG
421 L T v D K S R W Q o 6 N V F s C S V M H
1261 CTGACCGTGGACAAGAGCAGGTGGCAGCAGGGCAACGTGTTCAGCTGCAGCGTGATGCAC
441 F A L H N H Y T ¢ K S8 L S L s P G K ~*
1321 GAGGCCCTGCACAACCACTACACCCAGAAGAGCCTGAGCCTGAGCCCCGGCAAGTGA
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AAV,*VEGF-trap vs Commercial Aflibercept
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Fig. 18
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Fig. 20
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Fig. 30
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Fig. 31
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Fig. 32

Serum Sample

Qeular Tissue

ypmm———
— % ey # 7 3
’ “\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\
s
% % .&\«««“ﬂ\\m % -
j o O
% . Drtrrssesssnesesen)
1 =
¥ 2 -
¥
=
1 1 1 1
— 7 % % Digen |-
Wnittrd,
o |
% W % WYt 4
4 g,
% Srvvseiinl,
® | % “ wl
* |
-
I I I I
=4 =] = L= =
o2 = ] <

{dno afe/Bd) 1dedseqiyy

Ly T
o &, £
@, %, . ¥

o

%,

%, amww.

ﬂuﬂu@ ,Nm,w.

iy Y, V-

B, a4
Y T, s,
%, %, b

e P, W

CR
o, %, PB

%, %, .

Dy



WO 2022/217110

%

18608

-

61—

GO0 3

$008 30

Area {(pixels™)

1808

{

Day 7
Timepoint

37/55

“

Y

%

PCT/US2022/024101

Fig. 33

Ceroup 10 Sham Veotor
Crronp 3 ONV Positive Cfrl (AVMX-114, def

¥
vaieyel
Gaoup 3. AVME-116 20T vglewe
sroup & AVMI-LLS de8 verayve

Group &7 AVMX-116 Loeld vgieve




WO 2022/217110 38/55 PCT/US2022/024101




WO 2022/217110 39/55 PCT/US2022/024101

Fig. 35
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Fig. 36
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Fig. 37A
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Fig. 38A
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Fig. 39A
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Fig. 40A
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Fig. 41A
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Fig. 43
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Fig. 45
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Fig. 48A
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