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ofel, ¥ g AES UMY BAHOE ART 5 iz B e AT
Ak, $5E g R G R oh e Wk ARNYL o Aok 5
£3H8 2= A iHE el = Felstol, ¥ g2 st

o] AAR A

EEER

B e shepa 12 EAEE eke] 8 T adhehiz Fura Aol o i
A28 oo TS AT S FH 0w Fr)

SEF e A AME | A 459 ol Al AR o ol 7l Heko] = 5
Fashs iAol oy Ei ARG oS 2YES AT AL BH O
o).

By 7] 3ehA 18 BAE S el B8 watelt e Yo g
FHAA o = ARG o 2SS AT

X-X0-X5-X - X5-X - X5
271 Aol A, X-& 3ZE ¥ (Proline),

E 2243} o] &= 5 A]-L-3Z & 9 (Trans-4-hydroxy-L-proline),
E 2243} o] = FA]-D-3Z & & (Trans-4-hydroxy-D-proline),
=2
=

>

| 22-4-35F @ 2-L-3 & % (Cis-4-fluoro-L-proline),
4,4,-t] & F 2 &-L-2 F ¥ (4,4-difluoro-L-proline),
4-m &l &l -L-3% = & (4-methylene-L-proline),
4,4-t] W] €l .L-3Z = %1 (4,4-dimethyl-L-proline), 2
E W 2-4-0bv] e L-3Z F #(Trans-4-amino-L-proline) & & o] 0] Z1 ol A A el
olu] - Ako| a1,
X, =8 Al(Glycine)©] 11,
X3+ = FEFYl(Glutamine) %= D-=FEFRI(D-Glutamine)©] 21,
X, o} 2~ 3 2 €] o] E(Aspartate), D-0} 223} 2 ]| o] E(D-Aspartate),
= FE}) o] E(Glutamate), 2 D-=FEFH| o] E(D-Glutamate) & ©] F0 7 o-of] A
A opumAkol A,
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[23] X5 B =4 o} = 4H(non-polar amino acid)©] 37,
[24] X2 gAY, 721(Leucine) B=+= D-F41(D-Leucine)©] 31,
[25] X2 9 A, ¢eld(Alanine), D-2HE}(D-Alanine), 2
el o] 4 3T 2 9 of] 2~ E]] 2 (Alanine-isopropyl ester) = O] F0] X ol A A Bl E
olu] - Ako| a1,
[26] o 71, X0l = -9, X, 5= gl
[27] A AAEf Foll A, 7] Aol A X, & W (Proline),
E W 2~-4-8Fo| =5 A|-L-3Z F ¥ (Trans-4-hydroxy-L-proline),
E 2243} o] = FA]-D-3Z & & (Trans-4-hydroxy-D-proline),
Al 22-4-5F @ 2 -3 5 ¥ (Cis-4-fluoro-L-proline),
4,4,-t] & F 2 &-L-2 F ¥ (4,4-difluoro-L-proline),
4-m &l &l -L-3% = & (4-methylene-L-proline),
4,4-v] v & -L-3Z = 21 (4,4-dimethyl-L-proline), %
E W 2-4-0bv] e L-3Z F #(Trans-4-amino-L-proline) & & o] 0] Z1 ol A A el
o] 1e4ko] 3,
[28] X, =8 Al(Glycine)©] 11,
[29] X3+ = FEFY(Glutamine) %= D-FEFRI(D-Glutamine)©] 21,
[30] X, o} 23 2 €] o] E(Aspartate), D-0} 223} 2 ]| o] E(D-Aspartate),
= FE}) o] E(Glutamate), 2 D-=FEFH| o] E(D-Glutamate) & ©] F0 7 o-of] A
A opumAkol A,
[31] X5 =8 21(Glycine), ¥ 'd-= 2] Xl (phenyl-Glycine), &2} (Alanine),
9l (Valine), 72! (Leucine), tert-7+ 2! (tert-Leucine) 2
2-o}u] - 0] A H-E] 2 4kH(2-aminoisobutyric acid) 0. & o] Fo X ol A M el g
o] 1e4ko] 32,
[32] X2 gAY, 721(Leucine) B=+= D-F41(D-Leucine)©] 31,
[33] X2 9 A, ¢eld(Alanine), D-2HE}(D-Alanine), 2
el o] 4 3T 2 9 of] 2~ E]] 2 (Alanine-isopropyl ester) = O] F0] X ol A A Bl E
oful Akl == QlaL, o] 714, Xsol §l= 8-, X, 5 sl
[34] A AAEf Foll A, 7] Aol A X, & W (Proline),
E W 245 o] = F A -L-32 F © (Trans-4-hydroxy-L-proline),
E 2243} o] = FA]-D-3Z & & (Trans-4-hydroxy-D-proline),
Al 22-4-5F @ 2 -3 5 ¥ (Cis-4-fluoro-L-proline),
4,4,-t] & F 2 &-L-2 F ¥ (4,4-difluoro-L-proline),
4-m &l &l -L-3% = & (4-methylene-L-proline),
4,4-v] v & -L-3Z = 21 (4,4-dimethyl-L-proline), %
E W 2-4-0bv] e L-3Z F #(Trans-4-amino-L-proline) & & o] 0] Z1 ol A A el
olu] - Ako| a1,
[35] X, =8 21(Glycine)©] 3L,
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[36]
[37]

[38]
[39]
[40]

[41]

[42]
[43]
[44]

[45]

[46]
[47]

[48]

X, 2 % (Glutamine) T D-2 7 B (D-Glutamine)©] 3L,

X, o} 2~ 3 2 €] o] E(Aspartate), D-0} 223} 2 ]| o] E(D-Aspartate),

¥ ofn] =A4bol o,
X5 B =4 o}1] =4H(non-polar amino acid)©]
Xe2 421 (Leucine) B-5= D-F2l(D-Leucine)©|
X, ¢ el (Alanine), D-4 2 (D-Alanine), 2

ehefd-o] 4 3L 2 9 of] 2~ H]] 2 (Alanine-isopropyl ester) 2 O] 0] X1 -0l A

ofn] =Akd 4= gltt
A AATEf ol A, A7 2 el A X2 ZE # (Proline),

E 2243} o] &= 5 A]-L-3Z & 9 (Trans-4-hydroxy-L-proline),

E 2243} o] = FA]-D-3Z & & (Trans-4-hydroxy-D-proline),

Al 22-4-5F @ 2 -3 5 ¥ (Cis-4-fluoro-L-proline),

4,4,-0Y] &5 Q 2 -L-3 & 71 (4,4-difluoro-L-proline),

4-m &l &l -L-3% = & (4-methylene-L-proline),

4,4-v] v & -L-3Z = 21 (4,4-dimethyl-L-proline), %

o

al,
al,

E W 2-4-0bv] e L- 3 E F (Trans-4-amino-L-proline) & & o] 5] Z1 o] 4]

o] w2k o] a1,
X, =& 21(Glycine)©] AL,
X, 2 27 b (Glutamine) %5 D-2 7 EF# (D-Glutamine)©] 32,

X, o} 2~ 3 2 €] o] E(Aspartate), D-0} 223} 2 ]| o] E(D-Aspartate),

Sl

&1 ofn] s 4bo] an,
X5 =8 21(Glycine), ¥ 'd-= 2] Xl (phenyl-Glycine), &2} (Alanine),

9l (Valine), 72! (Leucine), tert-7+ 2! (tert-Leucine) 2

ey

2-0}1] o] & 3-E] 2 2H(2-aminoisobutyric acid) &2 o] Fo] X ol A A el

ofr] :Akol ar,,

Xe2 41 (Leucine) B=5= D-F2!(D-Leucine)©] 3L,

X, & el (Alanine), D- & EF(D-Alanine), 3
ehefd-o] 4 3L 2 9 of] 2~ H]] 2 (Alanine-isopropyl ester) 2 O] 0] X1 -0l A
obr] =4t = Stk

A AA e} el A, 7] Aol A X2 & (Proline),
E W 245 o] = F A -L-32 F © (Trans-4-hydroxy-L-proline),
E W 2-4-3F 0] = F A|-D- 22 & ¥ (Trans-4-hydroxy-D-proline),
| 22-4-35F @ 2-L-3 & % (Cis-4-fluoro-L-proline),
4,4,-t] & F 2 &-L-2 F ¥ (4,4-difluoro-L-proline),
4-m &l &l -L-3% = & (4-methylene-L-proline),
4,4-t] W] €l .L-3Z = %1 (4,4-dimethyl-L-proline), 2

>

A

12l
EH
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= FE}) o] E(Glutamate), 2 D-=FEFH| o] E(D-Glutamate) & ©] F0 7 o-of] A
A EN

5

= FE}) o] E(Glutamate), 2 D-=FEFH| o] E(D-Glutamate) & ©] F0 7 o-of] A

-?»_1
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[55]

[56]
[57]

[58]

[59]
[60]
[61]

[62]
[63]
[64]

[65]
[66]
[67]

E W 2-4-0bv] e L-3Z F #(Trans-4-amino-L-proline) & & o] 0] Z1 ol A A el
ofr] ;4ko] a1

X, =8 Al(Glycine)©] 11,

X; 2 = FEH (Glutamine) 5-+= D-=FEF(D-Glutamine) ©] 32

X, = FEH4| o] E(Glutamate) H=+= D-= FEFH| o] E (D—Glutamate) o] a1

X5 2-0}1] o] 4~ H-E] 2 4H(2-aminoisobutyric acid)©] 2L

Xe & 72l (Leucine) =+ D-+41(D-Leucine)©] 2L

X, 2 ¢l (Alanine), D-2 2 (D-Alanine), 2
el o] 4 3T 2 9 of] 2~ E]] 2 (Alanine-isopropyl ester) = O] F0] X ol A A Bl E

ofn] =Akd 4= gltt

Vo 2AAEE AIHE 1 WA 459 ofn| mal D E o] F-of X ol A
A o= st e] Heto| =8 28 4 o, kA sHAl = A A S 439
olH| Al A= o] Fol X HEto| =& S = 9]

< Trg o] flEtel Bz wiE T d A Y(CNY)= xﬂ &t 55 gt

oy o] S AL A Sk A, A Sba A B QA b o R
o] Fofx o 2REH A st o] g = 2

Vg 2 ahr] shebA 12 A ¥ flEe] =5 SRk A A shE zh= T Aol
Folete= A2 et ubi A of X w2 Al E ekt

(44 1]

Xi-X5-X5-Xy-X5-X6-X5

A7) 2o A, X2 Z &= (Proline),
E 2243} o] &= 5 A]-L-3Z & 9 (Trans-4-hydroxy-L-proline),
E 2243} o] = FA]-D-3Z & & (Trans-4-hydroxy-D-proline),
Al 22-4-Z F @ 2 -L-3 Z 7 (Cis-4-fluoro-L-proline),

4,4,-0Y] &5 Q 2 -L-3 & 71 (4,4-difluoro-L-proline),
4-m &l &l -L-3% = & (4-methylene-L-proline),
4,4-v] v & -L-3Z = 21 (4,4-dimethyl-L-proline), %
E W 2-4-0bv] e L-3Z F #(Trans-4-amino-L-proline) & & o] 0] Z1 ol A A el
ofH] = Ako] a1

X, =8 Al(Glycine)©] 11,

X; 2 = FEH (Glutamine) 5-+= D-=FEF(D-Glutamine) ©] 32

X, = of 2~ 3k 2 H| o] E(Aspartate), D-0} 2= 3} 2 H]| o] E(D-Aspartate),

e}l o] E(Glutamate), & D-=FEF] ] E(D-Glutamate) 2 ©] 501 %1 -0l A

’dEﬂ ¥ o] = Abo] 4,

X5 B =4 o}7] =4Hnon-polar amino acid)©] 3l

Xe2 GIAY, 7 21(Leucine) B=+= D-41(D-Leucine)©] 3L

X2 ALY, &l (Alanine), D- 2 EHd (D-Alanine), 2
el o] 4 3T 2 9 of] 2~ E]] 2 (Alanine-isopropyl ester) = O] F0] X ol A A Bl E
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opn] 12ko] 1,
[68] o714, Xsol Rl 4, X, 5= 3ot
[69] H w0 Aby] Al

- [e)
0] B wwe ] sheh 1R EAIEE Wetel 58 Eghs Fuagel AR
L =
=

[71]

LS

721 ] sebel iz S48 gl R SANE HAu, Fuuge] Fa
W 18191 Wk WA A O] ASHE S Rk Tpg oA,
stk A o] o d} = X =2 93 583514 A8 5 )

[73]
=R gt dd

[74] 1 ¥ %2 B oy o] HElo] = o] CNVel o)) F FFA(Fundus Fluorescein
Angiogrpahy) 7 2 CTF(Corrected Total Fluorescence) 42+& 2 3 & el L],

[75] 539 545 2oy o] fEro] = o] CNVell o gk OCT(Optical coherence
tomography) 574 X CNV ¥ =7] At& A 75 vepdlt)

[76] %5 g o] fieto] =9 CNVoll tf g * 7 9] 5= 73 Al(Electroretinography)
Ashe e,

[77] Y6 R 7 B kg o A A o] 43(002-175)2] FHEFO] = H o] > ghat
kel o] CNVel off ¢k FFA(Fundus Fluorescein Angiogrpahy) =74 %
& > (vascular leakage) 4 %3} 2 3} & Y EFAT

[78] T8 2 X o= B g o] A4 43(002-175)2] FEfol = H o] 5 ¥ 3=
kel o] CNVell off F OCT(Optical coherence tomography) <73 2 CNV ¥ 1
A7) A AaE vERdIT

[79] S0 =11 & HLUﬂQ] 2 A ¢l 43(002- 175)«] v‘“E]rO]‘: = 556{}3 A

O.u

[50]
gl A E A A4 FH

811 olsh AR @ LW Fasto] ¥ wgo] Sz /|4 Yokl A Bge] 442
7H7 A 7h ol sl AN S S s Bele] AN 3 AN ol B g3
Mg, T B e ole] hx JulR FHE 5 gor o]yl dysts
A A e % A A ool 345 A) ok,

821 R FAA AACNA, oW Rio] oW T4 LA EI Ak & o,

o .



~1

WO 2023/113300 PCT/KR2022/019093
831 unge ] et 18 BAEE AeelnE Ealehis A2 5H 0w s
Fura el oy i N m g ot 2Y B AT B
841 [3kehA 1)

[85] Xi-X0-X5-X - X5-X6-X5
[86] A7) Ao A X2 3 E ¢ (Proline),
E @l 4.3} 0] & 5 A]-L-32 & H(Trans-4-hydroxy-L-proline),
E @l 4.3} 0] &= 5 A|-D-3Z & & (Trans-4-hydroxy-D-proline),
A 2mg-EF Q2L E%%(Cls—4—ﬂuoro—L—proline)
4,4,-0Y] &5 Q 2 -L-3 & 71 (4,4-difluoro-L-proline),
4-E L2 5 (4—methylene—L—prohne),
4,4-t] W] €l .L-3Z = %1 (4,4-dimethyl-L-proline), 2
E W 2-4-0bv] e L-3Z F #(Trans-4-amino-L-proline) & & o] 0] Z1 ol A A el
o] = Akol L

[87] X, =8 Al(Glycine)©] 11,

[88] X;2 = FEH (Glutamine) 5-+= D-=FEF(D-Glutamine) ©] 32

[89] X, o 2~ 3 2 €] o] E(Aspartate), D-0} 23} 2 E| ]E(D—Aspartate),
= FE}) o] E(Glutamate), 2 D-=FEFH| o] E(D-Glutamate) & ©] F0 7 o-of] A
Hengl ofu] Aol v

[90] X5 B =4 o}7] =4Hnon-polar amino acid)©] 3l

[91] X2 Y, 741 (Leucine) B3 D-FAl(D-Leucine)©] 2l

[92] X,2 g7, <Hekd (Alanine), D-2EFd (D-Alanine), 2
el o] 4 3T 2 9 of] 2~ E]] 2 (Alanine-isopropyl ester) = O] F0] X ol A A Bl E
ofu] x-Ako] a1

[93] 7|4, X0l gl 49, X, 5 gl

[94] 2 g o] lelol == 8] 3 19| FlEfo]| =2 o] Foj X F o 2 RE Adly
Aelo] =9 2= 9T},
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[95]
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ERIEER o] w4k 4 A

ol = HE
He

1 |002-053 Hyp Gly | Gln | Asp Val 1
2 1002-074 Hyp Gly Gln | Asp Leu 2
3 1002-075 Hyp Gly | Gln | Asp Ala 3
4 1002-103 Hyp Gly |D-GIn | Asp Gly 4
5 [002-104 Hyp Gly | Gln |D-Asp| Gly 5
6 |002-085| D-Hyp Gly Gln | Asp Gly 6
7 002-076 Hyp Gly Gln | Asp Val Leu 7
8 [002-077 Hyp Gly | Gln | Asp Leu Leu 8
9 |002-078 Hyp Gly Gln | Asp Ala Leu 9
10 |002-105 Hyp Gly |D-GIn | Asp Gly Leu 10
11 |002-106 Hyp Gly | Gln |D-Asp| Gly Leu 11
12 1002-107 Hyp Gly | Gln | Asp Gly |D-Leu 12
13 {002-090{ D-Hyp Gly | Gln | Asp Gly Leu 13
14 |{002-055 Hyp Gly | Gln | Asp Val Leu | Ala | 14
15 |002-080 Hyp Gly Gln | Asp Leu Leu | Ala | 15
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16 1002-081 Hyp Gly Gln | Asp Ala Leu | Ala | 16
17 |002-084 Hyp Gly | Gln | Asp Gly Leu [Ala-IP| 17

E

18 [002-108 Hyp Gly |D-GIn | Asp Gly Leu | Ala | 18

19 1002-109 Hyp Gly Gln |D-Asp| Gly Leu | Ala | 19

20 |002-110 Hyp Gly | Gln | Asp Gly |D-Leu| Ala | 20

21 |002-111 Hyp Gly | Gln | Asp Gly Leu |D-Ala| 21

22 002-086( cis-4F-Pro | Gly | GIn | Asp Gly 22

23 |002-087| trans-4NH,- | Gly Gln | Asp Gly 23
Pro

24 1002-088(4,4-difluoro-| Gly | GIln | Asp Gly 24
Pro

25 ]002-089|4-methylene| Gly Gln | Asp Gly 25
-Pro

26 |002-100(4,4-dimethyl| Gly | GIn | Asp Gly 26
Pro

27 1002-091| cis-4F-Pro | Gly Gln | Asp Gly Leu 27

28 002-092| trans-4NH,- | Gly Gln | Asp Gly Leu 28
Pro

29 1002-093(4,4-difluoro-| Gly | GIn | Asp Gly Leu 29
Pro

30 |002-094|4-methylene| Gly Gln | Asp Gly Leu 30
-Pro

31 |002-101(4,4-dimethyl| Gly | GIn | Asp Gly Leu 31
Pro

32 1002-095| D-Hyp Gly Gln | Asp Gly Leu | Ala | 32




33
34
35
36
37
38
39
40
41
42
43
44
45

Ala
Ala
Ala
Ala
Ala
Ala
Ala
Ala
Ala

Leu
Leu
Leu
Leu
Leu
Leu
Leu
Leu
Leu
Leu
Leu

PCT/KR2022/019093

Gly
Gly
Gly
Gly
Val
Leu
Val
Gly
Leu
Val
Aib
phenyl-
Gly

tert-Leu

Asp
Asp
Asp
Glu
Glu
Glu
Glu
Glu
Glu
Glu
Glu
Glu
Glu

Gln
Gln
Gln
Gln
Gln
Gln
Gln
Gln
Gln
Gln
Gln
Gln
Gln

10

Gly
Gly
Gly
Gly
Gly
Gly
Gly
Gly
Gly
Gly
Gly
Gly
Gly

-Pro
Pro
Hyp
Hyp
Hyp
Hyp
Hyp
Hyp
Hyp
Hyp
Hyp
Hyp

002-096| cis-4F-Pro
002-102|4,4-dimethyl

002-130
002-170
002-167
002-165
002-175
002-177

34 |002-099|4-methylene

39 |002-168
40 |002-132
42 |002-166
44 1002-176

33
35
36
37
38
41
43
45
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[100]

[101]

[102
[103
[104
[105
[106
[10
[108
[109
[110
[111
[112
[113
[114
[115
[116
[117
[118

~J

e e b e e b e e e b d e b e e e

2 A o] E e ol A2 P Y, F A2
ko] AE, 24 Ei= /3 2 BAEE A s, A e

oA g e Tl e A" ks o gt el A gk A

o -

ol A AREgECNVY 5 & X P& #o] A &5 Al 2~ ¥l (Laser slit system)-S
85F¢] C5TBL/6 wh--2=2] W& atol] #| o] A (laser) & ZAFsto] W& 758
G-2= Zdo|th 1979 A& 7w d dlo] A 5% CNV ZE&

T

H(photocoagulation)-& A}-8-3} <]
doe] A 9o s =
U= Aol A Abg "EF ol A Ay
“d(wet AMD) I} 2H A & B 7} FrAlstot, BEgE, A7) o] A f- 5 CNV
= A8 E v AMDol th g B E W3] A IAHVEGE) X =9 914
|23 vl A3 glo, 71& A 745 i G Ao A &85 =
&= 2. A o]t (Gong Y, LiJ, Sun Y, Fu Z, Liu C-H, Evans L, et al. (2015)
Optimization of an Image-Guided Laser-Induced Choroidal Neovascularization Model
in Mice. PLoS ONE 10(7)).
B vl o] | Proi= 3 & ¢l (Proline)©] 3L,
Hypt E # ~-4-3}o] =5 A]-L-3 & & (Trans-4-hydroxy-L-proline) ©] 37,
D Hypi= E 7l 2-4-8}0] =5 A]-D-2L 3 ¥ (Trans-4-Hydroxy-D-proline) ©] 3L,
cis-4F-Pro= A 22-4-2F 2 2 -L- 3 & ¢ (Cis-4-fluoro-L-proline) ©| 11,
4,4-difluoro-Pro= 4,4,-U] & F 2 2 -L- 3 = ¥ (4,4-difluoro-L-proline) ©] 27,
4-methylene-Prot= 4-H| & #ll-L-3Z & 3 (4-methylene-L-proline)©] 37,
4,4-dimethyl Proi= 4,4-Tt] W &l -L- 3 & &1 (4,4-Dimethyl-L-proline) ©] 31,
trans-4NH,-Proi= E $ 22-4-0} 7] %= - 3 = 2 (Trans-4-amino-L-proline) ©] 37,
Glyt =] 21(Glycine)©] a7,
Gln2 = FEF (Glutamine)©] 31,
D-GIni= D-= B (D-Glutamine)©] 3L,
Alat= € 2Hd (Alanine)©] L,
D-Ala+= D- %2} (D-Alanine) ©] 3L,
Val& "¢l (Valine)©] 3,
Leui= 74l (Leucine)©] 3L,
D-Leui= D-¥+21(D-Leucine)®] iL,

Ilei= ©] 44l Isoleucine)©] a1,

= (Bruch) @] UHg 2LEHA]A W et
RO Z, A28 gho] wl2h ol A 1
HeEAdgw A, S

¢

(L oX oX oo
o rlo (& o gt [

s
=

i

0 o

ool Mool nf o o HO
u
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[119] Meti= || E] 2. (Methionine)©] 3L

[120] Tert-Leu<> tert-+1 2! (Tert-Leucine)©] 14,
L- &3} -tert-+ ¥ = 2] Al (L-o-tert-Butylglycine) ©] 3L,

[121] AibT 2-0}1| o] A FE] 2 AH2-aminoisobutyric acid)©] 11,

[122] Isopropyl ester (IPE)+= o} Al et 7] of] o] &3 & 3 of] 2~ H] 2 (Isopropyl
ester) 2 A| ¥ F-L A o] a1,

[123] Ser< A| & (Serine)©] 3L

[124] Thr< E 7 2. (Threonine)©] 3L

[125] Cyst Al 22 H| ?1(Cycteine)©] 2L

[126] Asni= o} 22312171 (Asparagine)©] 21

[127] Phei= ¥ d &2} (Phenylalanine)©] a1

[128] Tyr< E] 241 (Tyrosine)©] 3L

[129] Trp= E ¥ E(Tryptophan)©] 21

[130] Lys+= 2] Al(Lysine)©| L,

[131] Argi= o} 2 7] (Arginine)©] 2L

[132] His+= 3] 2~¥| H (Histidine)©] 3L

[133] AspT o} =32 | o] E(Aspartate) = o} 2232 E LAF(Aspartic acid)©| 21

[134] D-Aspi D-o} =3} 2 H| o] E(D-Aspartate) =+ D-o} =3 2 EAKD- Aspartlc
acid)©] L

[135] Glui= & FEh| o] E(Glutamate) == = F B4H(Glutamic acid)©] 3L

[136] D-Glui= D-&=FEh| o] E(Glutamate) %= D-= 5 B 2HGlutamic a01d) o]t}

[137] B b of| Al =-A4) o} 1| = Ak(polar amino acid)< o}V =4Fe] S}Et 24 1
AAEol S-S 2E= obn| =A4kE 9| v S| Thr, Ser, Cys, Asn, Gln, Asp, Glu,
His, Lys, Arg7} 35 o] ol $+4 =] %] gk+=1t.

[138] B 'k of| A H] =A) o} 1| Ak (non-polar amino acid)-2 o} V] =4ke] 3} 8k 24
1 AAEo] A 2EA] e ol = 4kE 9] W] | Met, Leu, Pro, Ala, Gly, Val,
Ile, Aib7} =, of o] ghA ¥ #] ¢h=1},

[139] g o] ARGE Bof neinE 2 E O] Fofo o] Azl S oA
T A7 = BE A9 E et A5 2445 Folol oa) Azt
o4 W ke Jf A o] FAtol W A Y ol FA MAH = BE 9 E ov gt

[140] olal A Ao & Fato] & W& Ul & AAlstAl dwE st aat s, 8ho) @
Aol = 2] A o] 542 93 Zloly Lol Mg o] W9 & S stara ah+=
A& olyth

[141]

[142] [Al 2]

[143]

[144] 229 fleto] == 7] &l 54

12

o] TR ¥ A4 NE}o] = 3141 H (Solid Phase
Peptide Synthesis, SPPS)& 7|WF o2 A1 a1, Al 2342 3l7] 2] @A &
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R e

[145] @A LEAd EY 2 2]

[146] WA 2: 32 A) /S $1Elo] = 3141 *H (Solid Phase Peptide Synthesis, SPPS)

[147] A 3. g H 53t H feto]l = $14d(Global cleavage)

[148] WA 4 12 AA R 55723 A B 5=

[149] A F2Hx

[150] A1 A S ERol = A H(SPPS)-2 A A ol n] =4S #H xle =Y sl
o] = AF N- Bk 9] Fmoce ® B & F o} =4k A ol upe} ofw| =it A £ 9 &
8hal, 7] B35 3k H %E]roltb GRS o A A E = bl S 2 3Hgh
G A7) ol A AE " S AWAA ofv| qks dxlol] 21 5 ofw| 4k
N-29] Fmocs Al 78k @A vhe &5 5 &l & A7 sk d31&
Al Sh= @A el whef thg ofn] mAke] A E P& XA ekE WA whg-
o5 5 Gl E A Skl Y21 Ml H et @Al o] & FHF of | mAal A d o]
AdE w7bA] Qo] B & wHEshE 9 AE 23Sl

[151]  Zofu]m=Ake] &t ofnl 2F-& §17]9l] oF&F Fmoe 1H 2 & B 33} ¥o] 1L,
AArE o] 2H7) = Aboll oFgh 1F 0 ' H 3 3} Ho] 9t Gly, AibE A 9§
BE ol =4k L-configuration©| ™, 1 & T3} o] ¥ 7}#] o}n| =4k
Hyp(tBu), Glu(tBu), GIn(Trt):= & /-2 R 3 1F& 7FA| 3L 1t 18] A Ala, Leu,
Aib, Gly# & oW =4S-S ZALE S HS 7| & 7HA L A et whetbA
Al 2eof] whe} opu| A4t A& 9FRE ¥ Crude WEO| 25 7] 9] &
Heol Bl A B X RSV & A AT 1% A R 553 471xE
ol AAle 1 WA 459] flEtol = 318 =& 58T

[152]

[153] [A &4 1]

[154]  feto|l=o Wgurd fAal A Qixﬂ % 37t CNV 59 9] 33 3(CTF;
Corrected total fluorescence) =4

[155]

[156] B kg o] SEto| = o] Wl g uka] #HA AI(CNV; choroidal neovascularization) € 4|
552 H7hs] 918 sh7] sk ol A gL FAsATh

[157]  7-85% €] C57BL/6 m}-5-220l) *&%xﬂ £ Fetste] &2 278t al Ketamine(50

mg/Kg) 2} Rompun(23.32 mg/Kg)& &7 Ul FALsko] nl3 51 Sl T}, Slit-lamp laser
injection system2 ©] 83} # o] 1 ahg-22 2] Z) Qo] HlEh ko] 124], 34,
6], OA] Wk o B 4HA ALl TE, o) wf #| o] A A} 2712 532 nm, 80 msec,
240mW = 3l dlol A AR A5 A RIA| & o] -&3fo] PBSell <1 10 mg/mL
59| FlElol =, == 20 mg/mL 55 2] of = 2l B 4l E(aflibercept) & -2 A
Woll 242t 1 ul*/‘] ‘Zr/\} }Oﬂu} oF=- Eroq 109 % “}‘or/\g‘ k= O}j 5780l 2%
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[158]

A7) R ¥ Fs S8 /AL &Fol & ol 7] 9l3te] background &
A A S 5 2 Z M CTF(Corrected total fluorescence)= 4AF&=36lo] 2+ 722 41-&
B SR B& Al el A= HAt + 7 HAE YER AL, one-way ANOVA
2 Kruskal-wallis testE ©]-8-3lo] 724 & A58t
A7l A A E 7] 12,9 =1 2 200 YEFH AT
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[159] [3E2]
ERREEN o] 14k A CTE*
of] A=
He

1 |002-053| Hyp Gly | GIn | Asp Val +++
2 |002-074| Hyp Gly | GIn | Asp Leu +
3 |002-075| Hyp Gly | GIn | Asp Ala +
4 1002-103| Hyp Gly |D-GIn | Asp Gly +
S |002-104| Hyp Gly | GIn |D-Asp| Gly +
6 [002-085| D-Hyp Gly | GIn | Asp Gly +
7 1002-076| Hyp Gly | GIn | Asp Val Leu ++
8 1002-077| Hyp Gly | GIn | Asp Leu Leu ++
9 1002-078| Hyp Gly | GIn | Asp Ala Leu ++
10 |002-105| Hyp Gly |D-GIn | Asp Gly Leu +
11 |002-106] Hyp Gly | Gln |[D-Asp| Gly Leu +
12 |002-107| Hyp Gly | Gln | Asp Gly |D-Leu +
13 |002-090| D-Hyp Gly | GIn | Asp Gly Leu ++
14 1002-055| Hyp Gly | GIn | Asp Val Leu | Ala ++
15 |002-080| Hyp Gly | GIn | Asp Leu Leu | Ala ++
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16 |002-081| Hyp Gly | GIn | Asp Ala Leu | Ala +
17 1002-084| Hyp Gly | Gln | Asp Gly Leu |Ala-IP| ++

E

18 |002-108| Hyp Gly |D-GIn | Asp Gly Leu | Ala +

19 1002-109| Hyp Gly | GIn |D-Asp| Gly Leu | Ala +

20 |002-110f Hyp Gly | GIn | Asp Gly D-Leu| Ala +

21 |002-111| Hyp Gly | Gln | Asp Gly Leu |D-Ala| +

22 |002-086 |cis-4F-Pro | Gly Gln | Asp Gly +

23 |002-087|trans-4NH | Gly | GIn | Asp Gly ++
2-Pro

24 |002-088|4,4-difluor| Gly | GIn | Asp Gly +
0-Pro

25 |002-089|4-methylen| Gly | GIln | Asp Gly +
e-Pro

26 |002-100|4,4-dimeth| Gly | GIn | Asp Gly +
yl Pro

27 1002-091|cis-4F-Pro | Gly | GIn | Asp Gly Leu +++

28 |002-092|trans-4NH | Gly | GIn | Asp Gly Leu +
2-Pro

29 |002-093|4,4-difluor| Gly | GIn | Asp Gly Leu +
0-Pro

30 [002-094|4-methylen| Gly | Gln | Asp Gly Leu +
e-Pro

31 |002-101|4,4-dimeth| Gly | Gln | Asp Gly Leu +
yl Pro

32 |002-095| D-Hyp Gly | GIn | Asp Gly Leu | Ala +
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33 [002-096|cis-4F-Pro | Gly | Gln | Asp Gly Leu | Ala +
34 1002-099|4-methylen| Gly | Gln | Asp Gly Leu | Ala +

e-Pro
35 |002-102|4,4-dimeth| Gly | Gln | Asp Gly Leu | Ala +

yl Pro
36 |002-130| Hyp Gly | Gln | Glu Gly +
37 |002-170| Hyp Gly | Gln | Glu Val +
38 |002-167| Hyp Gly | GIn | Glu Leu Leu +
39 |002-168| Hyp Gly | GIn | Glu Val Leu +
40 |002-132| Hyp Gly | Gln | Glu Gly Leu | Ala +
41 |002-165| Hyp Gly | Gln | Glu Leu Leu | Ala +
42 |002-166| Hyp Gly | Gln | Glu Val Leu | Ala +

43 |002-175| Hyp Gly | Gln | Glu Aib Leu | Ala ++
44 |002-176| Hyp Gly Gln | Glu |tert-Leu | Leu | Ala +
45 002-177| Hyp Gly | GIn | Glu |phenyl-G| Leu | Ala +
ly
PBS -
of] & 2] ¥ 4l E (aflibercept) +
*CTF %k | + |: 300,000 ~ 800,000

[160]

++

: 200,000 ~ 300,000

++

: 100,000 ~ 200,000
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[161]

[162
[163
[164
[165

[166]
[167]

[168]

[169]
[170]

471 382, 3 51 R 200 YERYL BEe) gho], CNV -9 o] 3 ate A4 A
Hoabg o] Slglo] =iz CNV A &35 2H= 218 3l 9lar, 53] 2 A 9
1(002-053), 41 Al <l 7(002-076), %Al ol 8(002-077), 2L Al o] 9(002-078), 4 Al o]
13(002-090), 4 Al ] 14(002-055), 2 Al ] 15(002-080), 2 A| o] 17(002-084), 2 A] <
23(002-087), 2 Al <l 27(002-091), Z 2 Al ol 43(002-175)<] FEFo] =7} w5
G-3 A a5 YERAIY.

whebA] B o] flElol B S CNY A S5 2 s & Atk

[~ & 4 2]
Hetol= o AR AN A 55 H 7} FH4H GF FF(Optical
Coherence Tomography)

B.dbw o] N E}o] = o] CNV(choroidal neovascularization; ®} & 218 741 A1) & ]
B8 W] A a9 gol AR e A,

7857 9 C5TBL/6 TH-5-220l] AL A & A bsle] & &8 23l Ketamine(50
mg/Kg) ¢} Rompun(23.32 mg/Kg)< &7 W] Al vt3 5191t Slit-lamp laser
injection system=- ©]-§38to] # o] A & wp--2 9] 7} bR o] whEkuto] 124], 34],
6A], 9A] ek o B A A ZAFSEI T o]l & o] A A} 271+ 532 nm, 80 msec,
240mW = 3l dlol A AR A5 A RIA| & o] -&3fo] PBSell <1 10 mg/mL
Fro] e =, i 20 mg/mL &5 2 off & 8] ¥ Al E(aflibercept) & F 2] A
Woll 747} 1w FARS ST 9 ol 109 F v v s, vl o] el
ojste] F ¥ CNV -2 ZF 31/ (burn)d OCT beam< 5 3A] A Imagel
program ©] 830 um? 0 & AbEeto]l e RITE BE Al f o] Ak Hat +
FHAE YERY AL, one-way ANOVA 2 Kruskal-wallis testE ©] -85}
T A g A=3E9 T}

Bl A9 AaE s 3, 2 =3 3 400 HERR AT
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[171] [3E3]

ERIEED o] ik A TEE
o |Z=WHZ 7]
(um?)
1 002-053 Hyp Gly | Gln | Asp | Val 5,636
3 [002-075 Hyp Gly | Gln | Asp | Ala 6,491
7 002-076 Hyp Gly | Gln | Asp | Val | Leu 6,046
13 1002-090| D-Hyp Gly | GlIn | Asp | Gly | Leu 6,395

14 1002-055 Hyp Gly | Gln | Asp | Val | Leu | Ala | 5,407

15 1002-080 Hyp Gly | Gln | Asp | Leu | Leu | Ala | 6,672

17 1002-084 Hyp Gly | Gln | Asp | Gly [ Leu |Ala-IP| 5,978
E
34 1002-099 [4-methylene| Gly | Gln | Asp | Gly | Leu | Ala | 8,603
-Pro
37 1002-170 Hyp Gly | Gln | Glu | Val 5,775

41 1002-165 Hyp Gly | Gln | Glu | Leu | Leu | Ala | 4,960

42 1002-166 Hyp Gly | Gln | Glu | Val | Leu | Ala | 6,102

43 1002-175 Hyp Gly | Gln | Glu | Aib | Leu | Ala | 5,393

PBS 10,428

of] & 2] ¥ 4l E (aflibercept) 5,437

[172] 7] 3,2 5 32 49 Yepl vle} o], NV o] 27|12 =43 A},
< g o] Jleto| =8 FAM 4§ CNV Rl 2] A7]7F Fashs AS

Fltgict, upeha] g o) flEte| S 4 ONV oA 55 S 2 Al
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[173]
[174]
[175]

[176]
[177]

[178]

[179]
[180]

[181]

[A1 g o 3]
Hefol 2o ML P AAMA oA 5% P}
32} A 9] = 7 Al(Electroretinography)

B wkrg o] $E}o] = 2] CNV(choroidal neovascularization; ™ &2+ A1 A & A
52 Brtstr] sl st ek Zol A3 g Akt

7-85 % €] C5TBL/6 mH-5-220l] 45 A & A ¢tslo] &35 243l Ketamine(50
mg/Kg) ¢} Rompun(23.32 mg/Kg)< &7 W] Al vt3 5191t Slit-lamp laser
injection systemg ©]-83}o] @ o| X & w92~ 9] 7+ Qb whEkuke] 124], 34],
6A], 9A] ek o B A A ZAFSEI T o]l & o] A A} 271+ 532 nm, 80 msec,
240mW = Sttt # o) A &AL A5 AR A & o] &3t PBSOl 521 10 mg/mL
59| FlElol =, == 20 mg/mL 55 2] of = 2l B 4l E(aflibercept) & -2 A
ol 217} 1 uLA FAFSEI T A 9 2 A S lste] 12417kl g
Al ), A o A 1}9-~ 5 A 8FAL v $F 3 Ground electrode™ AL#],
Reference electrodes= ™ @] “1¢] 31 Corneal electrodes= 22}l ZH2F 7 = A
%mﬂ A= HAALE A Y 3}03 T} 0.9 cd - sec/m? Flash intensity 2| T W A1 33 0 2
Ab=eto] WEE-4L-S A a1 a-wave o] F ol A B b-wave o] A 7MA| = A
tod ol & Wt V5o A BE HIbel vt BE Ao A= Har
2 YEFY A2, one-way ANOVA 2 Kruskal-wallis testE ©] -85}
: o},

OE

R
T
{0

o mlo

{

_II}J'
ool d
0

-
kKl
N

> o &
SN

do

o
— ox
d

0%
N
L

ok
i
ot
i
N
=3
N
A,

il ol\

R 5 500 YER AT

o
'+

>

#efo] o] 12k A 2 b5
A== Z1Z(uV)

_&NZ

—

(O8]
~]

002-170 |Hyp | Gly | Gln | Glu | Val 400

N
[y

002-165 | Hyp | Gly | GIn | Glu | Leu | Leu | Ala 510

~
[\

002-166 | Hyp | Gly | Gln | Glu | Val | Leu | Ala 380

~
W

002-175 | Hyp | Gly | GIn | Glu | Aib | Leu | Ala 371

Naive 353

PBS 240

of] & 2] ¥ 4l E (aflibercept) 398

5ol LHERL vk e} o], b 712
3 45 b3} 21 Zo] Frhetis

2 u}
fEfo] =i 948 ONV o4 £35S 2 AL ¢ 5 gk,
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kol 2o 44 B}

_ — — — —

=l

sl

=z

Gl A 40 °C, 552 75%, 7t

C18 (4.6 T 250 mm, 5 pm, YMC Hydrosphere)

Zhed:

10 puL. / 0.8 mL/min

O A=,
/T2

N (83:17)

wg B3l

25

|

L

ol
oH

T e

2l

0

_— —

(%)

0.438

o
<

NH

1

0.600
0.355

0.605

0.439

(%)

95.685
97.555
96.562
97.785
98.147

96.123
98.155
96.917
98.390
98.586

002-132

002-165

002-175

002-176

002-177

40
41

43

44
45

5ol Lheul vheh ol ek &

7 E
o 3

2

[195]

] 2 A] ol 43(002-175)°]

[A]1E o] 5]

_ — — — =

[201]

E 10 mLol €31 20+ 5°Co) A 587t} 30

Z01gs

o]
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[202] A7l A A E 5] 7% 60 YEF AT
[203] [36]
2 A &) FElol= HE &3l 5 (mg/ml)
40 002-132 330.0
43 002-175 500.0
44 002-176 100.0
[204] 271 & 6ol YERYL vl e} o], a5 S Ay oy o] HElo] ==
98 S =5 YEFHR AL, 53] A A] o 43(002-175)°] 71 -5 =&
ER ST whela] B e o] flElo] == -3 S S e Al s

[205
[206
[207
[208
[209

—t e e e

[210]

[211]

et =8 Tt At BRI AN JA 55 F7}

7NN Dl E T8l 53 el 22 Felwl A A d 43(002-175)& - 8s8h=
7 okl o] CNV(choroidal neovascularization; ™ 243 #AAY) S A §5&
B7retr] 8l st ek 2ol AE At

7-85 % | C57BL/6 -0 g A & A eteto] &35 2shal Ketamine(50
mg/Kg) ¢} Rompun(23.32 mg/Kg)< &7 W] Al vt3 5191t Slit-lamp laser
injection system=- ©]-§38to] # o] A & wp--2 9] 7} bR o] whEkuto] 124], 34],
6], 9A] HFako B 4HA ZALSLSI T}, o] u) #) o] A ZAF Z 72 532 nm, 80 msec,
240mW = 3T, dl o] A AR 3 3 of & Fo] W AR X E o] &3] PBSO
%91 20 mg/mL & 5 2] o &2 ¥ 4 E(aflibercept) & -2 A Well Z-2F 1 ulA
FABEG o, s & 2 A 8 oF 52 1Y 23](5 ul/eye, AM: 9:00 FM 04:00)%
11U 3F etol]l Heotsl i, glol A f-5 6, 10, 149 Fof vp-$-25 nl3 &tz
el 2% fluoresceing o1 3Fe] & -2 ¢ 28} T}, Fluorescein ¢ 2~3+%-%
12 ZFstglt). Hol Aol o ste] f- X CNV B ¥ image) program-S
gatol 2171 2 FPahS Z A5G AA Aol & Fol 7] 915ho]
background & A A 3l 5 S 24 CTF(Corrected total fluorescence)& 4F=E 3] 7+
o] Zhe mlask ek, gk, Hol A f 126, 10, 149 Fof] npg-2~ 5 npF 5o,
glo] Aol ofste] =¥l CNV B # 2 2} 3He(burn)d OCT beam S 2+ A] A
Imagel program-S- ©]-83lo] um2 2. 2 AFE38te] JER T & Al g o] Aa=
Het + F7HAE Y ERU AL, one-way ANOVA 2 Kruskal-wallis testsS ©] -85} ¢]
oS AT e, A4 AHE = 6 WA 9ol LFERHATH

56 270 e vk} o], CNV 91 9] A 34kS S48 A, U o
AT el 43(002-175) FEFo| =5 E et QoS 73 CNV oA 555

{0

O o

O



WO 2023/113300 PCT/KR2022/019093

[212]

[213]

[214
[215
[216
[217
[218

—t e e d

[219]

[220]

[221]

a3}

iy
o
=
32
o
X
g
ol
rom
o &
=
e
o
=
rir
ol
>~
=
BN
SN
rO
:.%
FUL
e
I
,
[
_%g
E

t
o, 1t
y
o0
WA
O
3
i
uf
o
I
f0
N
o
“(3 .
Z
<
oF
(g
lo,
A
N
mlm
N
o
rot
i,
i)
s

Wl 2177} et S Selstg o, 53]
o) = ﬂﬂ”EﬂmL&ﬂv4P$%%4
waﬁﬁ-

Aol =8 st Aot WAL oA &5 A7}

Aol T2 "t I F2(retinal angiomatous
proliferation; RAP)©] ™, o] = Al 2 etel M A E A shabdA] $hxjo] oF
12~15%91 4 WEbd ek 36, Vidiro] Q13 b o] V54 $E #3434 =
3}1/}?._ el F o, A7 Vidir7t 55 ob--(knockout(-/-)) ¥ vh--220l| A wHta}

oA $ B oF SA o] YEbd T wheh A, A E B SRk A
A3 FE EAQ Vidlr knockout (-/-) F-25 Ul 0.2 AJ7] Ao & &3

o fetol =2 Fhely A Ao 43(002-175)& X 3ok Aokl A
Boe Hketr] flal shrl ek Aol A& A8 A

672 (P42) Y- E] 1458 (P98)71 4] Vidir+ 1F§-2ol] 21 Al o 43(002-175)2
F 3l Helo] = AHotal e 12 23] Aolst o, kA X0 E 20 mg/mL
&5 9] of &2 ¥ 4l E(aflibercept) & 657 & wh--2= 2] A Well 242t 1 ul™ 13]
SH- W FAFSEATE whg- 28] QbRofl AbE A & A tsto] & FAIR &
Ketamine(50 mg/Kg) 2} Rompun(23.32 mg/Kg)S 57 W FAL8le] nb# 3laL 2%
fluoresceing 57 W FAFS] & A8t Wt 3E 2 55H]
ol H| Z]*E‘ %] 53}a1, imagel program=- ©]-8-35Fo] B & & 4F
AWRE 210 2 119 YERR S

510 % 110 ‘/}E]r‘% upel o], A -9 5 A= e A3 At
NS AEMRE 78 & £ 157§ ¥ A7 5
510 1hpa9), 27 A E A3 T Skshed 8 24
vehicle 7 -3 - ARSE 7] & L ERH ATH(P98). WHH, - 1
43(002 175) J“E]_O] == J.GPO}L ] o]-oﬂ 0 1= 04 ‘_L S
At o, Fol 85 - WH ol AV[7F A H AL =

whehA], B g o] A A o 43(002-175)9] el =5
ARG A 555 2= 21 o 5 v

= R A

-

é

m

%
=

o

—~



24

WO 2023/113300 PCT/KR2022/019093
Z o
AT
8rd 1 sl Bk 1R A E s JEel RS e Ale S0 R ok
bRl o = AR 8 o 2=
[3}5H4] 1

[

[

€

€

Q_—rL

Q_—rL

&

&

2]

3]

i#ﬂﬂﬁiﬁbi%%

FA4BFQRL-EEY,
L-ZEH 44-vvd L2 54,

L-ZEHOE o] Folzl oA AEg ofn] xsto]

How

Efl2e4-0br| =

X,i= = Ao,

Xy & S FEY i D-2FEFYl o] 4L,

Xz o= T2 EH o] B, Dot A2 o) E, R ol E, 2

D-Ehul o] B & o] 0] 7] ol 4] A el o] wabo] 1L

Xe= AL, 72l == D ,
prﬁﬂ+“ﬂﬂD%ﬁﬂlgﬁﬂ%ﬂiEi%ﬂ*ﬂEi
O] Fo] X ol A A B H o)
ﬂﬂﬁxﬁﬁﬁéﬁ%&Eﬁ%.
A 1ol oA,

A7) Al A, X & ZEH
E W4 to| EFA]D-2 ,
44T ZF Q2 L- 25 4 g L-ZF , B
EflA 4ol L-ZE 0 & o] Fo| 7] F ﬂﬁﬁﬂﬁdﬂiPﬂﬂ
X =gl Aol an

X;& = FEN = D-=2F el o] 11

Xz of a2 o] E, D-o} A~ 2H| ol E, S FEH|o| B, E

-2 FEfH| o] EE o] Fol X o Al A B ofn] iibo] AT,

Xs= =g, dld-=8 4], &, o= {240 tert- Al 2

2-0H| o] AR E ZAL O B o] Fof ] ol A A E ofH| r4ko] 5L
X2 QAW 41 B D-Falo] L,
X2 gAY, eebd, D-¢ekd, B ke
1Tﬁﬂ%%wﬂ_ﬂ%0hﬂ A

i AR g O AL

13l 2lolA,
ol

2

to ¢
B

(&l

p
S
i

m

i

Al
A7
1=

2o A, X2 25, ENs4-so| HAL- T &3,
%*4&1 EHEAD-ZEYU A L4-SFLEL- LS,
4 U EFLLEL-2 %%4ﬂ%%Lj%%AAﬂﬂ%uE%%§



25

WO 2023/113300 PCT/KR2022/019093

[7d - 4]

(%453 5)

EWfAgopu] - EHO

Xoi= 2 Alolar,

Xy & S FEY] s D-2FERY o] AL,
Xz o= 2 H| o] B, D-o} a2 H| o] E, & F B o] B, U
D-=FEfH| o] E R o] Fol Xl ol A A el E ofn| x=4bo] a1,
Xs+= Bl =40 opu] mqbol o,

X2 FAl miE=ED-Falolar

70 ol 4] A8 g o wsto] 3

1
i
s
i
s
-

SERIELE S

A 18kel] Aoy A,

]|
D-EZEYU, A 24 ERQ B LB

s N EE-a- = T —=%,

44,0 2F 02 L- X514 AL 259, 4 4. EL- 25, 2
Efflg-opy| -2 F R0 2 o] Fol 3] ol M A ElE ofu]wmAtola
X, =gl 4lola,

X532 = FEH B D-= 5 el o] a1

Xz of a2 o] E, D-o} A~ 2H| ol E, S FEH|o| B, E

D-Z FEM o] E& o] Fof 7] ol A Ay ofu] Alo] 51

Xs= =g, dld-=8 4], &, o= {240 tert- Al 2
2-ob o] AR E| ZAL S 7 o] Fof X ol A A B o] Ako] AT,
Xe2 FAl = D-FAlo]

X2 detd, D-gdetd, 2 defd-o] AL 2 Ho AH 2R o] Fol X
ol A e E ofm =4kl 1S 5 07 sk, bR A o) i

A &g ofst 2=

Al18kel] Lo A,

A7) Ao M, X & LTEY, ENA4 B EEAL-ZEH,
EWA4So|EFAD-ZEH A L4 ZFQEL-ZEH,
44-C1EF0 2 -2 5 4vdAL-ZE5H 44 vve -2 5 2
EWfigol e - EHO R o] F oy Frof| A AElH olu| - ito] a1
X, =l alo]aL,

Xy & S FEY i D-2FEFYl o] 4L,

X 2 FE 0] E EE D-2 e o] E o] 51,

Xs5i= 2-0}H] 5o A FE] 24ko] 51,

Xeiz 741 3= D-FAlol i,

X2 detd, D-gdetd, 2 defdo] A R H o A 2 E o] Fofx
ol A A ofm| ARl A 5 0 ' b=, Al o
A &g ofst 2=

2

2



26

PCT/KR2022/019093

WO 2023/113300

ol A

Zojzl

of JloAM, AT 1 WA 459] o} v il A= o]

&

A1

5} 6]

Q_—rL

[

hel ol =

D

"o

X ER
2

&l

ol Weto] = g

o] ofn] Al A & of

AT 43

ol 9101, A

&

A1

7]

Q_—rL

[

|

2

Q_—rL

[

ACNVYE o A5t

s

7

@l

A1

5} 9]

Q_—rL

[



177

WO 2023/113300 PCT/KR2022/019093

HHEX (7 R91X) ISAKR



217
WO 2023/113300 PCT/KR2022/019093
[5=2]

A 3 ok ok

3k ok 2k
kK Xk k Xk
*k %k k
t
4000000 - 3¢ ok o
ol
— 3000000
o
e
=
S. 2000000

——

1000000

*
£ v
3%"

[002-175]

HHEX (7 R91X) ISAKR



3/7

WO 2023/113300 PCT/KR2022/019093
[£4]
XK kK Xk Xk
* %k %k Xk
%k %k %k %k
% %k X%k %k
|
o 290007 g nk
L Hrr
= 200004 o
T .
sy 15000 e |
pa M
~ 10000+ 4
'?ﬁ"i 5000 o % é ‘
T & "
0 | | ] | 1 1

& 4 ,V@ ,V@“ ,V,s“’ ,v&

%3,3? & & & &

XY *++1p<0.0001 vs. PBS.

HHEX (7 R91X) ISAKR



477

WO 2023/113300 PCT/KR2022/019093

[5=5]
__ 600~
i; 500 -
400 -
300 -

! 200-

100-

*P<0.05 vs. PBS
***x Pe0.0001 vs. PBS

002-175 ( = 2ol )

PBS 1% 5% 10% *1%(F) ofZHAE

*1%(F): 1% 002-175 ok A)A|
HEX (73 H91X) ISAKR




577

WO 2023/113300 PCT/KR2022/019093

[5=7]
1500000 -

4 1000000- é ] = PBS

;.f Eé #=5 1%

~ E 9’( ; T} mm BY

'{l— g g E é;j H‘;{ ...... 5%

ik 500000 = E% u=w; =§ é'g 2% 10%

! . =7 1 = £ | m azasac

oy, N o S
ol fE = U %
*p<0.05, **p<0.01, ***p<0.001, ****p<0.0001 vs. #Ho|x Fr 24 =
*1%(F): 1% 002-175 ok A #|

[5=8]

002-175 ( A CFH )

5% 10% * 1%(F)

oHEZHAE

*1%(F): 1%4 002-17S Aok A A

FEEX (+& M91X) ISA/KKR



6/7

WO 2023/113300 PCT/KR2022/019093
9]

4000000
mm PBS

‘ s 19

3000000 4%, . L. 1%
wi B%
o 10%

m— *1%(F)
w NSeHAE

HENRERNUERUARIUNEEREEE—

JNEnnERmOEENE—

Ay
-, 1000000 7 27
e Z 27
5 7 =7
¥ ;,g =7
0
o, N o o
ﬁy@ g@ \%@ \ﬁt@
Holx fE = U
*p<0.05, **p<0.01, ***p<0.001, ****p<0.0001 vs. #Ho|x RE 2¢ =

2 D ivehicte}

002-175 (4%)

(Sug)

HHEX (7 R91X) ISAKR



71

WO 2023/113300 PCT/KR2022/019093

1.5
-0~ 2 0livehicts)

-l 002-175 (4%)

-k AF WY 2% (Sugm

2]
[ 0.5

0.0 1 1 I 1 1 1 1 1 1
P42 P49 P56 P63 P70 P77 P84 P91 P98

A

U
M
o=
o
e
¥

HHEX (7 R91X) ISAKR



INTERNATIONAL SEARCH REPORT

International application No.

PCT/KR2022/019093

A.

CLASSIFICATION OF SUBJECT MATTER

A61K 38/08(2006.01)i; A61P 27/02(2006.01)i; CO7K 7/06(2006.01)i

According to International Patent Classification (IPC) or to both national classification and IPC

B.

FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols)

A61K 38/08(2006.01); A23L 1/305(2006.01); A61K 38/00(2006.01); A61K 39/395(2006.01); A61P 27/02(2006.01);

CO7K 7/06(2006.01)

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched

Korean utility models and applications for utility models: [PC as above
Japanese utility models and applications for utility models: IPC as above

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used)

eKOMPASS (KIPO internal) & keywords: ¥ 1FH 4] (macular degeneration), % E}- ] =.(peptide), = 2%} & 721 A8 (Choroidal

neovascularization, CNV)

C. DOCUMENTS CONSIDERED TO BE RELEVANT
Category™ Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.

KR 10-2017-0115731 A (EYEBIO KOREA) 18 October 2017 (2017-10-18)

Y See claims 1-6; and paragraphs [0011]-[0030]. 1-6,8-9

A 7
KR 10-2020-0134175 A (EYEBIO KOREA) 01 December 2020 (2020-12-01)

Y See claims 1-22; and table 1. 1-6,8-9
KR 10-2018-0126406 A (YUYU PHARMA, INC.) 27 November 2018 (2018-11-27)

Y See claims 1-21. 1-6,8-9
KR 10-1721059 B1 (EYEBIO KOREA) 30 March 2017 (2017-03-30)

A See entire document. 1-9
US 2012-0076787 A1 (ADAMSON, P. et al.) 29 March 2012 (2012-03-29)

A See entire document. 1-9

D Further documents are listed in the continuation of Box C.

See patent family annex.

®

WA

“pr
“g»

“p

“«o”

«p»

Special categories of cited documents:

document defining the general state of the art which is not considered
to be of particular relevance

document cited by the applicant in the international application

earlier application or patent but published on or after the international
filing date

document which may throw doubts on priority claim(s) or which is
cited to establish the publication date of another citation or other
special reason (as specified)

document referring to an oral disclosure, use, exhibition or other
means

document published prior to the international filing date but later than
the priority date claimed

wr

D&

wyr

g

later document published after the international filing date or priority
date and not in conflict with the application but cited to understand the
principle or theory underlying the invention

document of particular relevance; the claimed invention cannot be
considered novel or cannot be considered to involve an inventive step
when the document is taken alone

document of particular relevance; the claimed invention cannot be
considered to involve an inventive step when the document is
combined with one or more other such documents, such combination
being obvious to a person skilled in the art

document member of the same patent family

Date of the actual completion of the international search

03 March 2023

Date of mailing of the international search report

06 March 2023

Name and mailing address of the ISA/KR

Korean Intellectual Property Office
Government Complex-Daejeon Building 4, 189 Cheongsa-
ro, Seo-gu, Daejeon 35208

Facsimile No. +82-42-481-8578

Authorized officer

Telephone No.

Form PCT/ISA/210 (second sheet) (July 2022)




INTERNATIONAL SEARCH REPORT International application No.
PCT/KR2022/019093

Box No. I Nucleotide and/or amino acid sequence(s) (Continuation of item 1.c of the first sheet)

1. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search was
carried out on the basis of a sequence listing:

a. forming part of the international application as filed.
b. D furnished subsequent to the international filing date for the purposes of international search (Rule 13zer.1(a)),

D accompanied by a statement to the effect that the sequence listing does not go beyond the disclosure in the international
application as filed.

2. D With regard to any nucleotide and/or amino acid sequence disclosed in the international application, this report has been
established to the extent that a meaningful search could be carried out without a WIPO Standard ST.26 compliant sequence
listing.

3. Additional comments:

Form PCT/ISA/210 (continuation of first sheet) (July 2022)



INTERNATIONAL SEARCH REPORT

Information on patent family members

International application No.

PCT/KR2022/019093

Patent document

Publication date

Patent family member(s)

Publication date

cited in search report (day/month/year) (day/month/year)
KR 10-2017-0115731 A 18 October 2017 AU 2017-247626 Al 29 November 2018
AU 2017-247626 B2 29 August 2019
AU 2019-200063 Al 24 January 2019
AU 2019-200063 B2 31 October 2019
CN 109310731 A 05 February 2019
CN 109310731 B 29 March 2022
CN 110025765 A 19 July 2019
CN 110025765 B 29 March 2022
EP 3441081 Al 13 February 2019
EP 3441081 Bl 15 July 2020
EP 3539559 Al 18 September 2019
EP 3539559 Bl 26 August 2020
ES 2819030 T3 14 April 2021
ES 2822289 T3 30 April 2021
JP 2019-065013 A 25 April 2019
JP 2019-519597 A 11 July 2019
JP 6640311 B2 05 February 2020
JP 6770169 B2 14 October 2020
KR 10-1798183 Bl 15 November 2017
KR 10-1810158 Bl 19 December 2017
KR 10-1810163 Bl 25 January 2018
KR 10-2017-0115729 A 18 October 2017
KR 10-2017-0115733 A 18 October 2017
KR 10-2017-0115737 A 18 October 2017
us 10532084 B2 14 January 2020
us 10709768 B2 14 July 2020
us 2019-0100572 Al 04 April 2019
us 2019-0111112 A1l 18 April 2019
WO 2017-175963 Al 12 October 2017
KR 10-2020-0134175 A 01 December 2020 AU 2020-277930 Al 09 December 2021
BR 112021023477 A2 15 February 2022
CA 3139411 Al 26 November 2020
CN 114269769 A 01 April 2022
EP 3974441 Al 30 March 2022
JP 2022-533991 A 27 July 2022
KR 10-2022-0062252 A 16 May 2022
SG 11202112276 A 30 December 2021
WO 2020-235932 Al 26 November 2020
KR 10-2018-0126406 A 27 November 2018 AU 2018-281617 Al 05 December 2019
AU 2018-281617 B2 30 June 2022
BR 112019024040 A2 24 September 2020
CA 3063842 Al 09 December 2019
CN 110945012 A 31 March 2020
EP 3643723 Al 29 April 2020
JP 2020-520372 A 09 July 2020
KR 10-2021-0097670 A 09 August 2021
RU 2019141646 A 17 June 2021
RU 2019141646 A3 28 July 2021
SG 11201912110 A 30 January 2020
us 2021-0024577 Al 28 January 2021

Form PCT/ISA/210 (patent family annex) (July 2022)




INTERNATIONAL SEARCH REPORT

Information on patent family members

International application No.

PCT/KR2022/019093
. Patf‘/nt document Publication date Patent family member(s) Publication date
cited in search report (day/month/year) (day/month/year)
WO 2018-225961 Al 13 December 2018
KR 10-1721059 B1 30 March 2017 KR 10-2016-0079983 A 07 July 2016
us 2016-0215018 Al 28 July 2016
us 9695218 B2 04 July 2017
WO 2016-104964 Al 30 June 2016
uUs 2012-0076787 Al 29 March 2012 AR 076796 Al 06 July 2011
AU 2010-251966 Al 22 December 2011
BR PI1013807 A2 24 September 2019
CA 2763469 Al 02 December 2010
CN 102458471 A 16 May 2012
EA 201190273 Al 28 December 2012
EP 2435075 A2 04 April 2012
IL 216260 A 31 January 2012
JP 2012-528112 A 12 November 2012
KR 10-2014-0014405 A 06 February 2014
MX 2011012691 A 19 April 2012
SG 176202 Al 29 December 2011
™ 201106963 A 01 March 2011
Uy 32665 A 31 December 2010
WO 2010-136492 A2 02 December 2010
WO 2010-136492 A3 24 February 2011
ZA 201108586 B 29 May 2013

Form PCT/ISA/210 (patent family annex) (July 2022)




= A AR LA EETL
PCT/KR2022/019093
A. o o] £31E 7| &R F(F A 53 EF(IAPC))
A61K 38/08(2006.01)i; A61P 27/02(2006.01)i; COTK 7/06(2006.01)i
B. ZAME &of
AL H AT (EA S8 575 71 AD
A61K 38/08(2006.01); A23L 1/305(2006.01); A61K 38/00(2006.01); A61K 39/395(2006.01); A61P 27/02(2006.01);
CO7K 7/06(2006.01)
ZALE 7w okl fate HAwd o] 9o £
s EA 8T B Sk F A B AIME L AL FH AE g el 71 A" IPC
A2 HAEAMNTE 3 EF /WA SLPTH: AL FH A @l 7] A IPC
T A ZALel o] 8- A4 do] e u o] A(dl o] H wo] Ao WA B A M3 s A5
eKOMPASS(E5-3] 4 5 A A 28 & 7] Y= 30HH A (macular degeneration), 3 E}©] =.(peptide), =25} & 721 A8
(Choroidal neovascularization, CNV)
C. d &9
F}el a2 * gwdd B Ad FAE e A )9l 71 A = ATg
KR 10-2017-0115731 A (72 ] A} o}o]Hle] & FE] o}y 2017.10.18
Y A% 1-6; T [0011]-[0030] 1-6,8-9
A 7
KR 10-2020-0134175 A (2] ¥ A} olo]v}o] @ F ] o}) 2020.12.01
Y A 122, 32 1 1-6,8-9
KR 10-2018-0126406 A (F 2 3] A} 771 €F) 2018.11.27
Y 7121 1-6,8-9
KR 10-1721059 B1 (=4 ] A} o} o] w}o] @ 7 E] o}y 2017.03.30
A AA 2= 1-9
US 2012-0076787 Al (ADAMSON, P. 5 2012.03.29
A AA &4 1-9
(57t 4ol ciAzel 71 A=} gt e Es|o] Phat MAE B4 S
ol gy Tale] 5
“A” 53] #ael O N EFES A T FAEZYY B FAY Fo gAY ER R, FH93) 4F3)
8 13 X gk e dtrg o] 7] &7} ¥ v} o] 28 ol &3ty $lel o
e T &8 v
B mAEddun Bhe SAd BT S AdS T TAFAY o smg pee] ot B Y Y B Shivon P w o
o] o] THE AE Y Ei= 53 %5& AR e R H A o] 9y A 0w B},
S 0N Fe] oS A|7|EhE B e EE rhE Qg R 7 N _ T
o L L R et a e ot Y ST Blo] Sl £ sl £l shi o) b £33}
sawa e b et AR 3 o] Bedatel Al A e B A
o . e ARAo| gl Ao 2}
07 TF AL ARE, A B 7| g ek e w . o i i
P A o) Fol FAHYO ZAZAY oA AR HR & TALASEATA Sk
TA| ZAe] AA SR T A AL A R
20233032034 (03.03.2023) 20234032064 (06.03.2023)
ISA/KRS| 97 B $AF2 A AR
el = 55 A
(35208) A F A AT HALZ 189, 4% (EAE, A H U CEX
A=A h
M~ H 5 +82-42-481-8578 A 3} H 5. +82-42-481-5373

XA PCT/ISA/210 (- A 27y (202213 78)




Z AR A FAZ
PCT/KR2022/019093
AIAZE  BG7] WEE obvl e ALE A 79 Led] A%
1. TAEY /A A 7] e opv] gk A E TR sk, TA|ZALE ThEel 7] 28] A H ST
a [/] E9A AR AR TE S NS S
b [] =AzA2 8102 24299 o] 5ol AZE A LSS 139)3.1()
[ Ad=sc 294 sA2de AN HS w ethis AX Y A E A
2 [] :?xﬂ 1ol A BAke 7] B/ ofu] Ak A ol Thal, B K A= WIPO B ST.262 2531 A d 2o
glol fa e 2AE T 5 gl Wl LA E A
3. F7h oA

A2 PCT/ISA210 (3

A &2 ] A1) 20224 79)




A Z AR A TAZYHE
WS 5ol #e B u PCT/KR2022/019093
jﬁglﬂ%%“] A 27)9) e Es 2 27)9)

KR 10-2017-0115731 A 2017/10/18 AU 2017-247626 Al 2018/11/29
AU 2017-247626 B2 2019/08/29

AU 2019-200063 Al 2019/01/24

AU 2019-200063 B2 2019/10/31

CN 109310731 A 2019/02/05

CN 109310731 B 2022/03/29

CN 110025765 A 2019/07/19

CN 110025765 B 2022/03/29

EP 3441081 Al 2019/02/13

EP 3441081 B1 2020/07/15

EP 3539559 A1l 2019/09/18

EP 3539559 B1 2020/08/26

ES 2819030 T3 2021/04/14

ES 2822289 T3 2021/04/30

JP 2019-065013 A 2019/04/25

JP 2019-519597 A 2019/07/11

JP 6640311 B2 2020/02/05

JP 6770169 B2 2020/10/14

KR 10-1798183 B1 2017/11/15

KR 10-1810158 B1 2017/12/19

KR 10-1810163 B1 2018/01/25

KR 10-2017-0115729 A 2017/10/18

KR 10-2017-0115733 A 2017/10/18

KR 10-2017-0115737 A 2017/10/18

US 10532084 B2 2020/01/14

US 10709768 B2 2020/07/14

US 2019-0100572 Al 2019/04/04

US 2019-0111112 A1 2019/04/18

WO 2017-175963 Al 2017/10/12

KR 10-2020-0134175 A 2020/12/01 AU 2020-277930 Al 2021/12/09
BR 112021023477 A2 2022/02/15

CA 3139411 Al 2020/11/26

CN 114269769 A 2022/04/01

EP 3974441 Al 2022/03/30

JP  2022-533991 A 2022/07/27

KR 10-2022-0062252 A 2022/05/16

SG 11202112276 A 2021/12/30

WO 2020-235932 Al 2020/11/26

KR 10-2018-0126406 A 2018/11/27 AU 2018-281617 Al 2019/12/05
AU 2018-281617 B2 2022/06/30

BR 112019024040 A2 2020/09/24

CA 3063842 Al 2019/12/09

CN 110945012 A 2020/03/31

EP 3643723 Al 2020/04/29

JP  2020-520372 A 2020/07/09

KR 10-2021-0097670 A 2021/08/09

RU 2019141646 A 2021/06/17

RU 2019141646 A3 2021/07/28

SG 11201912110 A 2020/01/30

US 2021-0024577 Al 2021/01/28

A2 PCT/ISA210 (H]-8-5-3] F=7F8-#]) (2022 79)




A Z AR A TAZYHE
WS 5ol #e B u PCT/KR2022/019093
jﬁglﬂ%%“] A 27)9) e Es 2 27)9)

WO 2018-225961 Al 2018/12/13

KR 10-1721059 B1 2017/03/30 KR 10-2016-0079983 A 2016/07/07
US 2016-0215018 A1l 2016/07/28

US 9695218 B2 2017/07/04

WO 2016-104964 Al 2016/06/30

US 2012-0076787 Al 2012/03/29 AR 076796 Al 2011/07/06
AU 2010-251966 Al 2011/12/22

BR PI1013807 A2 2019/09/24

CA 2763469 Al 2010/12/02

CN 102458471 A 2012/05/16

EA 201190273 Al 2012/12/28

EP 2435075 A2 2012/04/04

IL 216260 A 2012/01/31

JP 2012-528112 A 2012/11/12

KR 10-2014-0014405 A 2014/02/06

MX 2011012691 A 2012/04/19

SG 176202 Al 2011/12/29

TW 201106963 A 2011/03/01

UY 32665 A 2010/12/31

WO 2010-136492 A2 2010/12/02

WO 2010-136492 A3 2011/02/24

ZA 201108586 B 2013/05/29

A2 PCT/ISA210 (H]-8-5-3] F=7F8-#]) (2022 79)




	Page 1 - front-page
	Page 2 - description
	Page 3 - description
	Page 4 - description
	Page 5 - description
	Page 6 - description
	Page 7 - description
	Page 8 - description
	Page 9 - description
	Page 10 - description
	Page 11 - description
	Page 12 - description
	Page 13 - description
	Page 14 - description
	Page 15 - description
	Page 16 - description
	Page 17 - description
	Page 18 - description
	Page 19 - description
	Page 20 - description
	Page 21 - description
	Page 22 - description
	Page 23 - description
	Page 24 - description
	Page 25 - claims
	Page 26 - claims
	Page 27 - claims
	Page 28 - drawings
	Page 29 - drawings
	Page 30 - drawings
	Page 31 - drawings
	Page 32 - drawings
	Page 33 - drawings
	Page 34 - drawings
	Page 35 - wo-search-report
	Page 36 - wo-search-report
	Page 37 - wo-search-report
	Page 38 - wo-search-report
	Page 39 - wo-search-report
	Page 40 - wo-search-report
	Page 41 - wo-search-report
	Page 42 - wo-search-report

