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b. 7.09] %7] pH 24X % 6.99] A2 pH AHA];
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T3} 48
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oste] g FH

TE &3/ AY, G2F7F oF 1.5% WA oF 23%9] Ad] EREE ¥/ A}, SIGIF7F oF
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AT 49

]

A33F WA A45F T o= & ol dolA, GOF7F °F 7.0% olste] vl FH-=E EFstar/Av, GIF7E ©
=] =
R

19
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1.0% WA °F 6%, °F 1.0% LH A ek 5.5%, <F 1.0% WA <F 5.0%, °F 1.0% WA <F 4.5%, <F 1.0% WA
4.0%, <F 1.5% WA <F 6%, <F 1.5% WA ¥ 5.5%, 2F 1.5% HA ¥ 5.0%, <F 1.5% WA 2F 4.5%, 2F 1.5% i
A ok 4.0%, °F 2.0% WX ok 6%, °F 2.0% WA <k 5.5%, & 2.0% WA °F 5.0%, & 2.0% WA < 4.5%, L=
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XT3 58
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XT% 60

A503 WA A58 & o= gk doll lojA, st o] N-dA" ZExke] 7] Asn76 (T5)ol Ak, oF
5% WA ok 12%, °F 5% WA oF 11.5%, <F 5% WA <F 11%, °F 5% W= oF 10.5%, <F 5% WA <k 10%, °F 5.5%
WA oF 12%, °F 5.5% WA ok 11.5%, °F 5.5% WA °F 11%, ©F 5.5%6 WA 2k 10.5%, °F 5.5% WA °F 10%, °F
6% WA ok 12%, °F 6% WA oF 11.5%, <F 6% WA <F 11%, °F 6% W= °F 10.5%, F 6% WA <k 10%, °F 6.5%
WA ok 12%, °F 6.5% WX oF 11.5%, °F 6.5% WA ¢k 11%, °F 6.5% W= °F 10.5%, °F 6.5% WA <k 10%, °F
7% WA ok 126, oF 7% WA ok 11.5%, °F 7% WA < 11%, °F 7% WA °F 10.5%, wE= oF 7% WA o 10%<)
GeFel o FHEE Zddshe ZAA UH.

A% 61

AI50% WA AI58F F o= 7 Fell glolA, sk olide] N-Ad® Fe|Fke] 7] Asn76 (T5)l $A|skar, of
7.2% WA °F 9.8%, °F 6.3% WA 10.6%, Ei= oF 7.2% UlX] oF 10.6%] G2Fe] Ao FTHEE TS A
.

A7 62

A61gel oA, G2Fe] A FH-=7F oF 7.8%%1 W

AT 63
A508 WA A62d T o= 3 dol JojA, st olake] N-dAE ZFElzko] 7] Asnl08 (T7)ol $1Askar, <F
5% A oF 21%9] G2Fe] At FREE ¥FFshs A W

AT 64

A503 WA A623 T o= & dol]l oA, sht o] N-AA" SFExbe]l 7] Asnl08 (T7)ell $A|skar, oF
5% WA ok 21%, <k 5% WA F 20.5%, °F 5% WA °F 20%, °F 5% WA °F 19.5%, °F 5% WA °F 19%, °F 5.5%
WA ok 21%, °F 5.5% WX oF 20.5%, F 5.5% WA <k 20%, °F 5.5% W] °F 19.5%, °F 5.5% WA <k 19%, °F
6% WA <F 21%, <F 6% HA F 20.5%, °F 6% WA °F 20%, °F 6% WA °F 19.5%, °F 6% WA °F 19%, °F 6.5%
WA oF 21%, °F 6.5% WA F 20.5%, <F 6.5% WA °F 20%, °F 6.5% WA °F 19.5%, °F 6.5% HA F 19%, <F
7% WA Sk 21%, °F 7% WA F 20.5%, °F 7% WA °F 20%, °F 7% WA °F 19.5%, °F 7% WA °F 19%, °F 7.5%
WA oF 21%, °oF 7.5% WA ¢F 20.5%, <F 7.5% WA °F 20%, °F 7.5% WA °F 19.5%, °F 7.5% WHA F 19%, °F
8% WA ok 21%, °F 8% WA °F 20.5%, °F 8% WA °F 20%, °F 8% WA °F 19.5%, W& °F 8% WA °F 19%]
G2Fe] At THEE st A U,

A7% 65

A508 WA A628 F ol 3 ol lojA, Fu o]k N-AAE FEzke]l 7] Asnl08 (T7)ell $A|shar, <F
8.2% WA <F 14.1%, <F 8.0% WX <F 18.6%, Ex= ¢F 8.2% WA oF 14.1%9] G2F9] AU TREE ¥ 3= A
9l W,

A3 66
A658kol ol A], GRS A FRE7} oF 12.4% B
A7 67

637 WA A66F T o= T el lolA, G2F7F AEA-Guh-1,3-2ES RolojE (G2F-GaD)E F7H=E
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EF5L, G2P-Gale] oF 1.4% olshe]l vl FREE Ty 29 W,

A7 68
A67] JolA, G2F-Galo]l oF 1.0% WA oF 1.4%°] ol FHEE Xgsh= 219 W
AT 69
A7l ol G2F-Gale]l °F 0.4% W= <F 0.9%9] Ao} FTHEE Este 21 B

AT 70

A|508 WA A69st F o] s doll oA, sl o] e N-AAdE =E|xbe]l 7] Asn76 (T5)dl $IAshar, oF
29% WA oF 38%9] S1G2F9] ddl FHEE xshst= 3l W,

A3 71

A508 WA #A69F F oj= g ol glojA], st o] o] N-dZAH" =E|zke] Z7] Asn76 (T5)ell f1x|8far, oF
20% WA <k 38%, °F 29% WA °F 37.5%, °F 29% WA °F 37%, °F 29% WA °F 36.5%, °F 29.5% WA °F 38%,
oF 29.5% WA °F 37.5%, °F 29.5% WA °F 37%, °F 29.5% WA °F 36.5%, <k 30% WA °F 38%, °F 30% WA
oF 37.5%, °F 30% WA °F 37%, <F 30% WA <F 36.5%, <F 31.5% WA °F 38%, °F 31.5% WA °F 37.5%, °F
31.5% WA <k 37%, <F 31.5% WA °F 36.5%9] S1G2Fe] Ao THE=E X3t A W,

AT 72

A50% WA A69F T ol 7 el lojA, st ool N-Ad® Felrko] 7] Asn76 (T5)°l f1x|skaL, of
31.6% WA oF 35.1%, °F 31.3% WA °F 36.5%, Wi oF 31.3% WA °F 36.5%9] S1G2FY] dl FHEE L)

= A0 O

A3 73
A728kol o)A, S1G2Fe] At ZHR L7} oF 33,362 W
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AT 75

A508 WA A738 F o= 3 ol QdojA, Ft o] N-AAWE FE]Fro] F7] Asnl08 (T7)ol Yxlshar, oF
33% W= °oF 45%, °F 33% WA °F 44.5%, °F 33% WA oF 44%, °F 33% WA oF 43.5%, °F 33% WA oF 43%, °F
33% WA oF 42.5%, <F 33.5% W14 oF 45%, <F 33.5% WA F 44.5%, <F 33.5% WA <F 44%, <F 33.5% WA <F
43.5%, ©F 33.5% WA °F 43%, °F 33.5% WA oF 42.5%, F 34% WA oF 45%, <k 34% WA oF 44.5%, °F 34%
WA oF 44%, ©F 34% WA oF 43.5%, ©F 34% WA oF 43%, ©F 34% WA °oF 42.5%, <k 34.5% WA oF 45%, <F
34.5%6 WA oF 44.5%, <F 34.5%6 WX F 44%, <F 34.5% WA <k 43.5%, <F 34.5% WA <k 43%, wi <k 34.5%
WA oF 42.5%] S1G2F] Ad] FREE Egste A Y.

A7 76
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A50% HA A73F F o= & ol gloiA, sht o)l N-AdF Febel A7) Asnlos (T7)el A,
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SN
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AT 79

A 788 AoIA |, S1G2F-Galo] 2F 2.3% WA oF 4.7%2] A FTH=
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H
o
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AT 80

A 788k Qo] A, S1G2F-Galo] ©F 1.4% WA oF 1.8%2] Ao FXREE Fotsl=

=
ro
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z,
i

AT% 81

A508 WA A8 F o 3 doll JojA, st o] N-AAE ZEzke] 7] Asn76 (T5)ol] HXstar, <F
13% WA oF 25%9] S2G2F9] A TH=8 E&she AU WH.

AT 82

A508 WA A8 F o] gk ol glojA], Jft o] N-AAH ZFE|gto] %] Asn76 (T5)ell f1x|38far, <F
13% WA <F 25%, <F 13% WA F 24.5%, <F 13% WA <F 24%, <F 13% WA <F 23.5%, <F 13% WA F 23%, <F
13.5% WA °F 25%, °F 13.5% WA °F 24 5%, ©F 13.5% WA <F 24%, <F 13.5% WA <F 23.5%, ¢k 13.5% WA
ok 23%, °F 14% WA °F 25%, <k 14% WA °oF 24.5%, ¢F 14% WA oF 24%, °F 14% WA <k 23.5%, °F 14% WA
ok 23%, °F 14.5% WA oF 25%, °F 14.5% WA ok 24.5%, ¢k 14.5% WA <k 24%, ©F 14.5% WA °F 23.5%, °F
14.5% WA °F 23%, °F 15% WA °oF 25%, °F 15% WA °oF 24.5%, °F 15% WA <F 24%, <F 15% WA °F 23.5%,
ok 15% WA °F 23%, ¢F 15.5% WA ok 25%, °F 15.5% WA ok 24.5%, <F 15.5% WA ok 24%, °F 15.5% WA
oF 23.5%, & ¢F 15.5% WA F 23%¢] S2G2Fe] Av ERES xdee A .

3T% 83

A50 A A8 T o= 3 ol dojA], it o] N-dAAH ZFE|gko]l F7] Asn76 (ThH)ol Atz
18.1% WX <F 22.9%, <F 15.4% WA <F 20%, °F 15.4% WX °F 22.9%2] S2G2FS] ) TREE ¥ 3= A
W
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7] Asn76 (T5)ol 9Ixskar, <F 3.2% WA 6.6%, O—F 3.2% WA <F 4.6%, E& 3.2% WA °F 6.6%2] GOFS] ‘g

FRES ZFAT. A ZuA, GRS ) F

AR =wo| A Bl oo N-AAd ZFEghe Z7] Asnl08 (T7)o] A&k, ok 1.0% WA F 6%2] GOFS A
O FHEEE XY, A S, sl o] N-dZA® ek 7] Asnl08 (T7)ell f1xlskar, <oF 1.
WA ok 6%, < 1.0% WA 2k 5.5%, <F 1.0% WA 2 5.0%, °F 1.0% HA <k 4.5%, <F 1.0% WA 2F 4.0%,

A ok 5.5%, °F 1.5% WX ok 5.0%, ¢ 1.5% WA °F 4.5%6, °F 1.5% A

1.5% WA 2k 6%, <F 1.5% Ul o}
4.0%, <F 2.0% WA <F 6%, <F 2.0% WA oF 5.5%, °F 2.0% WA 2F 5.0%, °F 2.0% WA F 4.5%, T
2.0% LM oF 4.0%] GOFe] Zdl THE=E Esrh. AR FHolA, sh oo N-dAH ZEzke 7

, F 2.1% WA °F 4.0%, g 1.8% WA °F 3.5%, %= oF 1.8% WA 4.0%°] GOFeo] 4
THEE E%‘f&ﬂr. A Sl A, GOFel ] FH=E oF 3.4%¢]t}.

N P (N (N (4

A 5 o N-AZ% S22 7] Asn76 (TH)ell ARk, oF 5% WA °F 1299 G2Fe] dl
FTHEE XS, AR f;‘—?ioﬂ*i, Sl o ade] N-ddE FElke 7] Asn76 (TS5l $1x1sta, oF 5% WA
oF 12%, °F 5% WA °F 11.5%, °F 5% WA °F 11%, °F 5% WA <F 10.5%, <F 5% WA F 10%, °F 5.5% WA °F
12%, °F 5.5% WA ¢k 11.5%, °F 5.5% W= oF 11%, °F 5.5% WA ¢k 10.5%, 2k 5.5%6 WA °F 10%, °F 6% WA
oF 12%, °F 6% 1A F 11.5%, <F 6% WA <F 11%, °F 6% =] oF 10.5%, <F 6% NA <k 10%, <F 6.5% =] °F
12%, <F 6.5% WA <F 11.5%, °F 6.5% WA oF 11%, <F 6.5% HA <F 10.5%, °F 6.5% WA <F 10%, <F 7% WA
oF 12%, °F 7% WA °F 11.5%, °F 7% WA °F 11%, <F 7% WA °F 10.5%, %= °F 7% WA ok 10%°] G2F] A

o FReE Z3sict. AR SHgA | ) o]ite N-AZA" ZFzke 7] Asn76 (T5)0 x&kar, oF 7.2%
WA ok 9.8%, ¢k 6.3% WA 10.6%, T ok 7.2% A °F 10.6%] G2Fe AW FREE ¥3sict. g3 =9

oA, G2Fe A FHEE oF 7.8%°]t}.

N ZmoA, &t o] N-ddd FY2e 7] Asnl08 (T7)el 99Xskar, <k 5% WA <k 21%2] G2Fe] AFh
BES 33, AR SHoA, s o) N-dd® ZEzhe 7] Asnl08 (T7)oll f1xskar, oF 5% WA
2 oF 20.5%, <F 5% WA <F 20%, °F 5% W °F 19..5%, °F 5% WA °F 19%, °F 5.5% WA
2 5% WA ok 20.5%, °F 5.5% WA <k 20%, °F 5.5% WA °F 19.5%, °F 5.5% WA °F 19%, <k 6%
A oF 21%, °F 6% WA <k 20.5%, F 6% WA 2k 20%, °F 6% WA °F 19.5%, <k 6% WA F 19%, °F 6.5% U
oF 21%, °F 6.5% WA °F 20.5%, °F 6.5% WA °F 20%, <k 6.5% WX F 19.5%, °F 6.5% WA <k 19%, °F
7% WA ok 21%, °F 7% WA F 20.5%, °F 7% WA °F 20%, °F 7% WA °F 19.5%, °F 7% WA °F 19%, °F 7.5%
WA oF 21%, °F 7.5% WA <F 20.5%, <F 7.5% WA °F 20%, °F 7.5% WA °F 19.5%, °F 7.5% HA F 19%, °F
8% WA ok 21%, <F 8% WA °F 20.5%, °F 8% WA °F 20%, °F 8% WA °F 19.5%, W& oF 8% WA °F 19%°
G2Fe] Ad) THE=E Eg3. IF FSwolA, s oo N-dAd k-2 7] Asnl08 (T7)ell $IAshaL,
oF 8.2% WA ¢F 14.1%, °F 8.0% WA ¢F 18.6%, & oF 8.2% WA °oF 14.1%9] G2Fo Ao FRE

1 Z

22 12 19 o 1o

E%‘f‘%}. AH SHoA, G2FY Ad FHEE oF 12.4%0tk. A SHA A, G2Fe AFEA-U9-1,3-45
E2 BolojE] (G2F-Gal)E F71E E3Hetar, o714 G2F-Gale 9F 1.4% o3l Ao FHE=ES Z3sict. AR
Zmo| A, G2F-Gal< <F 1.0% WA ¢F 1.4%9 A TREE x3sic;, I3 ZwoA, GF-GalS <F 0.4% U

A ok 0.9%¢) ) FREE £

rot
2

A5 S A, 3h o] N-AAdE S A7) Asn76 (T5)ol fX|shaL, oF 29% WA 2F 38%<] S1G2FS] 7
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[0021]

[0022]

[0023]

[0024]

SIHS31 10-2023-0042125

g FREE EF3L. AF FwolA, s ol N-dZE FEzke 7] Asn76 (T5)ol AAskar, <oF 29%
WA ok 38%, <F 29% WA °F 37.5%, °F 29% WA °F 37%, °F 29% WA °F 36.5%, °F 29.5% WA °F 38%, °F
29.5% WA ¢k 37.5%, °F 29.5% WA F 37%, °F 29.5% WA °F 36.5%, <F 30% A <k 38%, °F 30% A <
37.5%, <F 30% WA <k 37%, °F 30% WA °F 36.5%, °F 31.5% W= °F 38%, °F 31.5% WA °F 37.5%, <F 31.5%
WA oF 37%, ©F 31.5% WA °F 36.5%°] S1G2Fe] o] FHEE EFett. AR SHAA, s o] do] N-dF
H ZEZe 27] Asn76 (T5)e] A8k, °F 31.6% u%x] oF 35.1%, °F 31.3% WA °F 36.5%, & °F 31.3%
WA oF 36.5%2] SIG2FO] Al TH-EE EFhett. AN S, SIG2FO] Al FH-E= oF 33.3%¢]t}.

AR Sl A, Bt ool N-did® Zejxhe 7] Asnl08 (T7)ell $1xI8kar, 33% WA oF 45%°] S1G2F9] ol
FTHEE X3, AR FHolA, s oA N-dAdd 2k 7] Asnl08 (T7)el $1Xsta, <F 33% W
2] oF 45%, ©F 33% WA °F 44.5%, ©F 33% WA °F 44%, °F 33% WA °F 43.5%, <F 33% WA °F 43%, °F 33%
WA oF 42.5%, °F 33.5% WA °F 45%, °F 33.5% WA oF 44.5%, °F 33.5% WA °F 44%, °F 33.5% WA <F
43.5%, <F 33.5% WA <F 43%, °F 33.5% UIA] <F 42.5%, °F 34% WA 2F 45%, <F 34% WA oF 44.5%, <F 34%
WA oF 44%, °F 34% WA oF 43.5%, ©F 34% WA oF 43%, ©F 34% WA °oF 42.5%, <k 34.5% WA <F 45%, <F
34.5% WA ok 44.5%, °F 34.5% WX oF 44%, <F 34.5% WA <k 43.5%, °F 34.5% WA <k 43%, W= oF 34.5%
W ok 42.5%9] SIG2Fe Al FHEE EE3T, AR FwddA, i oo N-dAdw FExke ]
Asnl08 (T7)ell $1x|&kar, ok 34.2% WA ok 37.7%, °F 35.5%6 WA oF 42.3%, W= oF 34.2% WX oF 42.3%<]
S1G2Fe] Al FHEE T3, Uy SwHolA, SIGFY A FHEEE oF 36.5%010. L =

TololE] (SIG2F-Gal)E F7I= xeslar, of7]A SIG2F-Gale < 4
WHo| A SIG2F-Gal& < 2.3% LM °F 4.7%9] Ad FHE=E

=8

2
=

¥y, Ay FHoA, o714 SIG2F-GalS oF 1.4% WA oF 1.8%2] Hd FFL=& ¥},

AR =wo|A], ) o)A N-dAdF | ZHE A7) Asn76 (T5)o] Y A8kar, <F 13% WA oF 25%9] S2G2Fe] AF
U FHREE 3. AR SHoA| 6}% oA N-9124% ZzFe 7] Asn76 (T5)o] YAlstar, <F 13%
Y2 ok 25%, <F 13% WA &F 24.5%, <F 13% WA <F 24%, <F 13% WA <k 23.5%, <F 13% WA oF 23%, <F

13.5% WA <F 25%, °F 13.5% WA °F 24.5%, °F 13.5% WA oF 24%, <F 13.5% WA oF 23.5%, °F 13.5% WA
oF 23%, ©F 14% WA °F 25%, °F 14% WA <F 24.5%, <F 14% WA F 24%, °F 14% WA °F 23.5%, °F 14% WA
oF 23%, °F 14.5% WX ok 25%, <F 14.5% WA <k 24.5%, F 14.5% WA <k 24%, <F 14.5% WA °F 23.5%, °F
14.5% WA <F 23%, °F 15% WA oF 25%, °F 15%6 U1x] <F 24.5%, <F 15% UlX] °F 24%, °F 15% U|A] °F 23.5%,
oF 15% WA ¢F 23%, ¢F 15.5% WA °F 25%, °F 15.5% WA °F 24.5%, <F 15.5% WA <F 24%, °F 15.5% WA
oF 23.5%, T °F 15.5% WA oF 23%¢] S2G2Fe] Adl FHREE XS U SHA, st o] N-dA4
B FE e A7) Asn76 (T5)o] Yxakar, oF 18.1% WX <k 22.9%, °F 15.4% A °F 20%, <F 15.4% W)= <F
22.9%9] S2G2Fe] Zddl FTHEE EFett. AR FHolA, S262Fe] Al FH-Ew= oF 18.5%¢] ).

A =W A, ) ol N-dZdE FEZHE A7) Asnl08 (T7)ell ¢x8kx, <F 18% WA <F 36%2] S2G2F2
Al FHEE E?ﬁ&ﬂ} AR Zdo| A, Fl o]Atel N-AdAR ZFHFHS 7] Asnl08 (T7)o] X&kar, <F
18% A oF 36%, <F 18% WA °F 35.5%, <F 18% WA °F 35%, <F 18% WA °F 34.5%, <F 18% WA <F 34%, <F

18% A oF 33.5%, oF 18.5% WA °F 36%, °F 18.5% WA °F 35.5%, °F 18.5% WA °F 35%, °F 18.5% WA °F
34.5%, °F 18.5% W= °F 34%, °F 18.5% WA <F 33.5%, °F 19% W= °F 36%, °F 19% W= °F 35.5%, °F 19%
WA ok 35%, °F 19% WA oF 34.5%, °F 19% WA °oF 34%, °F 19% WA °F 33.5%, <F 19.5% WA <F 36%, <F
19.5% WA oF 35.5%, °F 19.5% WA oF 35%, °F 19.5% WA oF 34.5%, °F 19.5% WA oF 34%, °F 19.5% WA
oF 33.5%, °F 20% WA °F 36%, °F 20% WA ¢F 35.5%, °F 20% WA <k 35%, °F 20% WA °F 34.5%, °F 20% W

A oF 34%, °F 20% WA °F 33.5%, °F 20.5% WA <F 36%, °F 20.5% WA °F 35.5%, °F 20.5% WA °F 35%, °F
20.5% WA <F 34.5%, °F 20.5% WX oF 34%, i oF 20.5% WA °F 33.5%] S2G2FO] Al FHEE
Zaich. AR SHelA, sk oo N-ddd =Rk 7] Asnl08 (T7)ol #iAshar, oF 23.2% WA of

I

33.8%, °F 20.8% WA <F 32.6%, & oF 20.8% WA 33.8%9] S2G2FS] A FHIEE 2t dF SW
A, S2G2Fe] A FH-EE oF 23.5%0] .

AR = A F} o] Ate] N-dAdd ZFExHe &) Asn76 (TH)ol xakar, < 2% WA oF 8%2] SIG3FS Adi
THEE Xget. 4y SHA, s o]ite] N-dZAE =82 7] Asn76 (TH)ell $1AIskar, ¢F 2% WA
oF 8%, °oF 26 WA F 7.5%, °F 2% WA o 7%, F 2% WA <k 6.5%, °F 2% WA <k 6%, °F 2% WA °F 5.56,
ok 2.5% WA °F 8%, °F 2.5% WA °F 7.5%, °F 2.5% WA °F 7%, °F 2.5% WA <F 6.5%, <F 2.5% WA <F 6%,
ok 2.5% WA °F 5.5%, °F 3% WA °F 8%, °F 3% WA °F 7.5%, °F 3% WA °F 7%, °F 3% WA °F 6.5%, °F 3%
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o_]l:

5

=

=

3.5% WA <k 7%,

H

el
=)

ok
-

3.5% WA °F 7.5%,

ok
-

3.5% =] <k 8%,

ok
-

3% WA °F 5.5%,

ok

o}
WA b 6.5%, oF 3.5% U1 ok 6%, oF 3.5% UIX oF 5.5%, oF 4% x| oF 8%, oF 4% ]| ok 7.5%, °F 4% ]

WA oF 6%,

1 ok 7%, °F 4% WA °F 6.5%, <F 4% WA °F 6%, T oF 4% WA oF 5.5%9] SI1G3F2

X

ok
-

1.1% WA

+7] Asnl08 (T7)ol $IA&kar, <F
o_]l:

Far, oF 4.4% WA oF 5.6% ==

0

gl

R
1.4% WA <F 2.2%,

QR ZH A, SIGIF)

staL, oF 0.5% WA oF 4%°] S1G3F2

[<)

A

A
of
o}
T}

FaL,
&t

o

3}
=

A

s

7] Asn76 (T5)°] ¢

L
a

J

3z g
i

+7] Asn108 (T7)l ¢

}7] Asnl08 (T7)el <
1.9%, T+ oF 1.1% W= oF 2.2%2] SIG3FS] Ao

oF 1.8%°]t}.

[e)
1% WA ¢F 3.5%, F 1% =] oF 3%, == oF 1% WA <F 2.5%2] S1G3F<]

4.6%°]}.

A,

[0025]

4%9] S2G4AFe] Ak

ok
-

Faz, ok 0.5% WA

]3]

X

Zk7] Asn76 (T5)el ¢

o] N-

)

1 ol

S

oA,

B
A

i

[e]

[0026]

0.5%
32,
ok
-

ok
ok
S

3
o 27 WA

s,
KX
3

29 WA

|

WX F 4%, °F 0.5% A F 3.5%, °F 0.5% WA °F 3%, °F 0.5% WA °F 2.5%, °F 1% WX °F 4%, °F 1% )

2] ok 3.5%, F 1% WA <F 3%, v &F 1% WA <F 2.5%9] S2G4F9]

=
ok
26 WA oF 28,
I1D)

e 2 HEe-A

ok
-

[e]

ok 14.62] & H]

el I1)

[e]

F7] Asn76 (T5)el ¢

gl

Ly
a

°f 28 WA °F 37,

SHel A, Eg-A]

[e]

.

(Z=Hel IV+V)

]_
olar, 0.90 WA oF 1.20 =+ ¢F 0.3 W] <F 1.29] NGNA

Folar, oF 8 Wx] oF 11¢] NANAY] & H|E zt

1PN
=
2

|

Akolar, ¢F 8.3 UlX] oF 11, ¢F 9.5 WA ¢F 10.1, &= ¢k 8.3

5 S A, NANAC] & W)= ¢F 10.09]t}.
Alekatolar, ¢k 0.1 WA <F 2.02] NGNAS] & H]

A
ok
=

|

KN

=

o)
A

.

T

sus

1
g
X

7t

2]

2]

ddd
29 =
o 13 WA °F 16,

[e]

.

AF SdelA, miAdEskE FYt (=H] D

32, EE °F 29 WA

el IV+V)

ok
-
b (=

ks

=1

o 31¢] & 1 .
27 YA o 33, o 26 WA o 33, °F 27 WA o 28] F v

28 WA
il

[e]

.

ok
2f
_]

D

WA oF 10.12] NANAS] & H]

2.3%°]t}.

2
=

[0027]
[0028]
[0029]

Al

2]

)

<0

st ol

o] o
=

x 23}

o SdelA, Seads)

o]
=4

[0030]

2]

2]

el

o

, CHO-DXB11 A|¥, @+ CHO-
= Wi o 24 CTLA4 ¢l

-
X

CHO-K1 Al

)

Ser139¢] ¢

L

/EE\_‘

=1]
=

Z+7] Ser129, Ser130, Ser136,

ol

fhn Y

[e]

L

Bkl
DG44 Al
= WA

=

[0031]

2]
el

)

o
rvze]

Ar

el
_~

=2zt

A2

Pt olael N-

S

seb @olel B3

bt olael of

S

Aol A ]
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ZIHSd 10-2023-0042125

A olE-ctHUAd ZFEzt F ShUE G2FQ WS ¥ adtl, AR Zwdo|r, o]F-otyuAd ZEHe GOF,
GIF, G2F, S1GIF, S1G2F, %/ S2GFE o] Fojzl Loz RE AMed A5 SH A, o]F-<tHUY =3
re HF HES 2 AT A4 a=ntEay] (IPLC-FLR)E S8 A9, 95 SwoA, CTLA4 -Fc
T3 @ Fe =H1e 54 A dddrr. dF SHA, He AENgr|ESY dwAdSs FASE
RAE F7I2 X, A5 SHolA, WY volys EZAI FAHS FI duEs Aygse e FME
Z3heitl, AR ZwoA, @43 ZAN A nlolel A 0.5% EE(Triton) X-1000.2 A€t}

[0032] YR SHA A, e dide] w285 A AS FUE XSt dF SddA, He duAs A

[0033] A = OBAEY NdAd" ZERke] dhky F2E AA . GleNAc (A &=
N-opqEZFFF20ldolt}, Man ()2 whw=zo|t}k. Gal (A4 A4d)e ZgE 20|}, NeuAc H=E NeubAc
(d) &= N-opEepiateltt, Fuc ()& Fazolth, = A w2zl AT, &= 1b B lew
GOF (RFies-3-N-olddSFZolql-4-FF ), GIF (Tes-3-N-oldFF a0l -4-AFEA-1-FFN),
G2F (Whe2a-3-N-olAd & :’*0}?1—4—%%Ei—2——ﬁrii), SIGIF (Rx-AlgEste Tres-3-N-olEe=F32
2eopHl-4-ZABE ~-1-F 5 2) | SIG2F (R -A]< 2-3-N-of D ZFE T ol 4-Z T EA-2-FFA)
S1G3F (Rx-A|2g3sly Ty A-3-N-ol e & Eiio}?l—z;—gaE*—S—Tﬂi), 2 S2G2F (T]-A1gEshd nhe
22-3N-opHE FF A0l -4- AR EA-2-F T 2) 9] AH TZE AAFT. = 1dE ol E A A9
Eo)z N-d49 Z¥AA3 29 (Asn76 A9 T5, Asnl08 2] T7, B Asn207 A2 T14)E A3, TR
ofA B opn 4t Aol EgE A AHE T

3
il
o
i
)
H‘

= 2a% 5L AEHFSToA Tekdt 2702 A Fo Hit AE AE dx (VD) Z=uAe] =& AAs
ok AlEE 24 22.4%9 0, AAX], 96417 T Al FF, 6.99 %7] pH, 0.15 x 10 el AE/mLe] =
7] AE AE W%, 0.45 x 1049 AE/mLe] 27 AE AT A% -1Ce AX L% o]% (36T, 33C, @

31C9 379 2% AAX), 7227k pH o] Elo|WX], A2 AAGA|oA e &% olF (37T, 33T, ¥ 32T),
2 A3 AR &= o] (37T, 34T, ¥ 31C)& £E3

:L

= obi= thekel olxpmel AW Fo] w Aeje] Wi 3 VD (1009 ME/mL), = VD @¥l (Dunnett) AA
p-3t, W A0-52 w7} AT (hrs), W7F A1ZF @9l AA p-gk, W A0-14% 1VCD (107He] AE /nl),
IVCD &9 HA p-gk, 2 VD Z=23YU 7S AASTH: 58 0, 22.4%2] 00, AAXE yedch, 7] Al

FEo 9eA oA ] A1 BTk, WS %] pHE 6.99) % pHolth. W& Z7] VCDE 0.15 x 10 719 Al
/Lo §% Wwolth, =& 2] VCDE 0.45 x 10709 AE/mLe 4% WEolth, @e Ax 2w 379
AR, =, 27 2x AAXZA 36T, A2 2% AAXZA 33C, @ A= & MAXZA 31CE A3
T rzRIYelty, 2 2k oolF 12 3o AAA, =, 7] 2% AAARA 7T, A2 2= HA

: :

=
o] g
A 33T, B HF 2% AAAZA 32CTE AT 2% olF Z2ydoelr}. v 2% o)F 2% 3719 A
2, &, 27 & AAXZA 37T, A2 €5 AAXNZA 34T, @ HEF & HAAXZA 31TE 2835 &

Foodl X rlo i
L U

of thEk Hat A AERET7] ALY ZEadS AAEY. ARE 202 22.4%9]

1
w
flo
N
N
1o
_)j‘_:l
)
4
il

0, A&, 96A17F T A1 &F, 6.99 Z7] pH, 0.15 x 10°0e] AE/mLe 27] A% A U, 0.45 x
107700 AE/mLe] 7] AFE AE 9E, -1Ce] AF <% o]%, 7247ke] pll o% Etolw x|, A2 A oA
9] &% o]% (37T, 33T, % 32T), @ A3 AAANA Y &% o]% (37T, 34T, ¥ 31C)E EFslr},

% da-4his ohulElES] e daw ABWE7] A AuUde] $8 v 2UaA dolHE A
9. E dat AU A 2 N-Q2E 29”269 =
e AR F Aole) v} W uAdgel HaE ANDY. B 05 22489 0, ARAES e,

7] Al FFL 96AIZF A 9] A1 FFoltf. W& 27 pHE 6.99 F% pHoltk. W& %=7] VCDE 0.15 x 10°

Mol ME/mLe] G5 BEolth, =& Z7] VODE 0.45 x 10709 AE/mLe] §% Dxolth, e Ax ewi
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[0034]

[0035]

[0036]

[0037]

[0038]

ZIHSd 10-2023-0042125

M HAA, F, 27] L5 ARANRA 36T, A2 X AAANZA BT, R HF 2= AGARA 31CE A
% 2% ols TRy, HE £k oF 1& I/fe] AAA (37T, 33T, R 2T)E A Sk oF
Tmapdelth,  we 2= ool 2% 3/l MAA (37T, 34T, ¥ 31C)E AT 2k olF ZEFUelr
W odeis A7 AlF 23S ARER 5L AEeT] AlE Aol AH Al el F-91 T5 R 170 EA S
GOF =e]zte] wAs AT, = dde 747 A 2d& AR 5L Auwker] Alx A 13 A
el -9 T5 8L T7e EAlsh= G2F F2ate] B4 & AAFT. = de 747 A 248 AHEE 51 A
Euhg7) Az Ade A Adele] ¥ 15 R T7e] EAISHE SIG2F FEl7ke] BAE AN, E 4
7A7He) A 2 AR 5L Awnker] Al Aol AR A4l o] w9l T5 8 T7e] EAk S262F 2
gz 2 & AAFT. = dg 7 Poll Az A4 A 2]
9]

7] %

T 5 N-dZd S Ast (=9l I, II, III, 2 IVHY), A8 9%, S5 Ax dud, 3 gund
el #E A6 71 wolHE AT, AL FA % 2

2
fon o]
(@)
av]
)
-
-]
=
=
i
-}
o

% Gat 5L PR AN o A9E 9 e wiE ANST. ® ebbct 29¥, o7
IOV, HCP, % DNASH EA, theel A% AEWSY) A A4 A wwge) Femus TEsas AN
o,

% 7o B4 sebE e wgd os 98 we 39 49 8ok ANwT
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SEQ ID NO: 1:
MHVAQPAVVLASSRGIASFVCEYASPGKATEVRVTVLRQADSQVTEVCAATYMMGNELTFLDDST
CTGTSSGNQVNLTIQGLRAMDTGLYICKVELMYPPPYYLGIGNGTQIYVIDPEPCPDSD

2ol AFEE 8o "CILA4-Ig" HE+= "CTLA4-Ig A" HEx "CTLA4Ig A" EE= "CTLA4-Ig

v
z
i)
)
Ir

"CTLA4Ig %&1 A" E= "CILAA-Fe'= 3 us7bsstAl ARE= ™, CTLAY A9 &rd] B ol ea2Ed =W

go] wi 19 RES zle Holx (TLAd-1g ZEHE=S 238t did B2 AH3. A3 SHoA,

9 Eo], CILA4-Ig *—EMHEL Aol MAAHEAS: 29 otk IS xFeh. 54 WA,

CTLA4 A9 Zrel 2 o]FmI2Bd B 9 T 19 FEL opgy, T Eddo|Ao Ay Wygd 4

Ath.  EdWolA CTLAd-1g ZPEI=x EAWolA CILA4 xausq EHls EFete CTLAd-Ig HE|E =0
- =

=
ok, EdwWolA CTLAdlg A= A= 5
Ml R ORI ERU B g mi 9 REe

L
o AR %Udoﬂxi, EAWolA CTLAA Al Ee] EWQle NEAEWs: 2, 3,
L}k

CTLA4 AlZe] Z=vela} Holk 75%, 80%, 85%, 90% 95%, 96%, 97%, 98%, i 99% FAT
o =2k H%ﬂg 7H 4 9l TEE EE 7k dd Eekle FtE 23 ¢ giok. CTLAd-Ig 24
= CTLAd-1g EE|RE =9 % As AT + 3, =& %ﬂ%‘m_/l chEA G, oA ol=A], AREA],
2SFA 5 (EE oE 1BAY 3)E AHT F 9 CTLA4-Tg A} @3 (D80 H/mi= (D86l Agtat

T A CTLA4 Ig 2@ 93 (oS E9o], olnle4lE) Y oqlb AGAEAE: 2, 3, 4, 5, 6, 7, 2 8 AAH
o}, AR S, olvlEMEE 1%@‘%%_@. 2,3, 4, 5,6, 7, 9 89 x|},
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[0046]

SEQ ID NO:2 [CTLA4-Ig o} 7] 1A 4] & ]
MGVLLTQRTLLSLVLALLFPSMASMAMHVAQPAVVLASSRGIASFVCEYASPGKATEVRVTVLRQ
ADSQVTEVCAATYMMGNELTFLDDSICTGTSSGNQVNLTIQGLRAMDTGLY ICKVELMYPPPYYL
GIGNGTQIYVIDPEPCPDSDQEPKSSDKTHTSPPSPAPELLGGSSVFLFPPKPKDTLMISRTPEV
TCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVS
NKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPEN
NYKTTPPVLDSDGSFFLYSKLTVDKSRWQQOGNVESCSVMHEALHNHYTQKSLSLSPGK

SEQ ID NO:3 [SEQ ID NO:29] o}r] =4k A & 25-383]
MAMHVAQPAVVLASSRGIASEFVCEYASPGKATEVRVTVLRQADSQVTEVCAATYMMGNELTEFLDD
SICTGTSSGNQVNLTIQGLRAMDTGLYTICKVELMYPPPYYLGIGNGTQIYVIDPEPCPDSDQEPK
SSDKTHTSPPSPAPELLGGSSVELFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVE
VHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQV
YTLPPSRDELTKNQVSLTCLVKGEFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVD
KSRWQOGNVFEFSCSVMHEALHNHYTQKSLSLSPGK

SEQ ID NO:4 [SEQ ID NO:29] o} ] =4t A< 26-383]
AMHVAQPAVVLASSRGIASFVCEYASPGKATEVRVTVLRQADSQVTEVCAATYMMGNELTFLDDS
ICTGTSSGNQVNLTIQGLRAMDTGLYICKVELMYPPPYYLGIGNGTQIYVIDPEPCPDSDQEPKS
SDKTHTSPPSPAPELLGGSSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTIEKTISKAKGQPREPQVY
TLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDK
SRWQQGNVESCSVMHEALHNHYTQKSLSLSPGK

SEQ ID NO:5 [SEQ ID NO:29] o} 7] :=AF A4 27-383]
MHVAQPAVVLASSRGIASFVCEYASPGKATEVRVTVLRQADSQVTEVCAATYMMGNELTFLDDS T
CTGTSSGNQVNLTIQGLRAMDTGLYICKVELMYPPPYYLGIGNGTQIYVIDPEPCPDSDQEPKSS
DKTHTSPPSPAPELLGGSSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVH
NAKTKPREEQYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYT
LPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFEFLYSKLTVDKS
RWQQGNVFSCSVMHEALHNHYTQKSLSTLSPGK

SEQ ID NO:6 [SEQ ID NO:29] o} :=AF A< 25-382]
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[0047]
[0048]

[0049]

[0050]

[0051]

[0052]

SIHS3S 10-2023-0042125

MAMHVAQPAVVLASSRGIASFVCEYASPGKATEVRVIVLRQADSQVTEVCAATYMMGNELTFLDD
SICTGTSSGNQVNLTIQGLRAMDTGLY ICKVELMYPPPYYLGIGNGTQIYVIDPEPCPDSDQEPK
SSDKTHTSPPSPAPELLGGSSVFLFPPKPKDTLMISRTPEVTICVVVDVSHEDPEVKFNWYVDGVE
VHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQV
YTLPPSRDELTKNQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVD
KSRWQOGNVEFSCSVMHEALHNHYTQKSLSLSPG

SEQ ID NO:7 [SEQ ID NO:22] o}u| =2t A & 26-382]
AMHVAQPAVVLASSRGIASFVCEYASPGKATEVRVTVLRQADSQVTEVCAATYMMGNELTFLDDS
ICTGTSSGNQVNLTIQGLRAMDTGLY ICKVELMYPPPYYLGIGNGTQIYVIDPEPCPDSDQEPKS
SDKTHTSPPSPAPELLGGSSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVY
TLPPSRDELTKNQVSLTCLVKGEFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFFLYSKLTVDK
SRWOOGNVFEFSCSVMHEALHNHYTQKSLSLSPG

SEQ ID NO:8 [SEQ ID NO:2¢] o}u] =2t Al 27-382]
MHVAQPAVVLASSRGIASFVCEYASPGKATEVRVTVLRQADSQVTEVCAATYMMGNELTFLDDST
CTGTSSGNQVNLTIQGLRAMDTGLYICKVELMYPPPYYLGIGNGTQIYVIDPEPCPDSDQEPKSS
DKTHTSPPSPAPELLGGSSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVH
NAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYT
LPPSRDELTKNQVSLTCLVKGEFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFFLYSKLTVDKS
RWQQOGNVEFSCSVMHEALHNHYTQKSLSLSPG
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[0053]

[0054]

[0055]

[0056]

[0057]

[0058]

[0059]

[0060]

[0061]

SIHS31 10-2023-0042125

Eof| ALgH "w=del ["S wALEsE =2 (AW GOF, GIF, ¥ G2F)& AAHsta, "=l [1"s Ee-
Agdstd 2 7F (dAY SIGIF 2 S1G2F)S X Asta, "=l (11" f-Alddsld 27k (A0 $262
P& AAstal, "=dd V' & "=vl Ve E-Addsid 2 HE-AGHsE FEre A A

o] AMgE &0 "HAE" 119 A FHOBRRE AAYE (dE B, dEE) L a3l AdFesE A
7E vE AL L=

8
QA AW MAEA EF T 8l v Folx 90% =, 91% 1, 92% {1, 93% U=,
94% N, 95% U=, 96% =, 97% flE, 98% f1E, 99% 1=, 99.5% §lE, WE 99.9% e CTLA4-Ig ¥4,
T CTLA4-Ig 21 Agd Hus Xsie 2AES AFST. "FAE S =3 19 2 s oziY
AAE I, 23le] AA-eR Axd thE ?*é}li A7 MAxA Ed Ee ug wix Holx 60% (=,
65% P, 70% SlE, 75% U, 80% $E, TE 85% §lE CTLA4-Ig B}, £ (TLA4-Ig BA1¢ Adag oS
ALk, dE B, AxFHoRE AskwEl CTLA4-1g @A Exlo] #3te], §of
2HE AAEZ, o we wd BAvE #4le] A AEAdis: 29 E2
: 291 EdWolA ZEWME=r} ofd waa Byl Hojk 90% ¢, 91% =, 92% $
=, 93% 1, 94% 1, 95% R, 96% ¢, 97% A&, 98% ¢, 99% 1E, 99.5% i, EE 99.9% (e
CTLA4—Ig gala Baps Ef}fﬁ}—‘g ZAES AAT 4 Uk, "AAR"S CTLAd-1g B2 (A olA) ¢} vk
£ CILAd-Ig #A (A0 A=A E3ES MASA et "AAE"S CILAd-Ig w349k 238 Aok
01%51t BA e SAS wjAstA] @, o714 CTLAd-1g Exbs 259 Hd d4oziy HsiA.
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EE Abed 3FE AASEE B 2 AN R 4% Qele 2719 4
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i SF3220 FEo duA Fad; (2) BE I opv|wAh, B SdA R 20709 ofmate] 71 EA Al

gst7] AlZ=HS (3) W w2 a7EE vE g/%E o8 f7] 5k (4) fE A B e

£ 5o dudih 2 6) " A&, 7|4 mH dae ddHeE vg v TR, %

= AR aHE ) Sk e A9 A das Xq«l% ogook% &

i%EM ghif ool AL AR AdYgHer nEFd 5 vk =
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e, s 5 Ag Agd, e 24, BE §' MEEYEH 52 T A JE B AE EFES
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oF 35%, <F 10% WA <F 30%, <F 15% WA <F 30%, <F 15% W= oF 25%, v oF 20% WA <F 250|t}.
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=
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T

x7] CO, A%

oA,
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1= 2F 10%
7] €0, A
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=

71 €Oy

=
AR FH A,
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el A,
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=7] C0,
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71 €Oy
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S (1) °F 35T WA oF 37T, <& Eol, °F 36T %7l &% AMAAA, 32T WA o

: o, o 33T Al2 &% AAA, & °F 30T WA °F 32T, & 5¢f, o 31T

2 Z (ii) oF 15% WA oF 25%, oS Eo], ok 15%, °F 16%, °F 16.8%, °F 17%, °F 22%, &=
E

W SN, BUL () BT A % AT, AR Sol, o W0 2] e ABA, 20 A o
c o

3 33CY A2 €= AAR, =D oF 30T WA oF 32T, oA o, ¢k 31C9 A3 &= A
A, (ii) pH 7.09] =7] pH A4 2 6.99 A2 pH AAX, & (iii) 2F 0.15 X 10°70e] A% WA oF 0.45 X
107709 AE (2 S0, 0.30 X 10709 A¥E)e] 27 A& AE UX (VD) HAAS £33

AR ZSmoA, HHE (i) 9F 35T WA ¢ 37C, dF B9, ¢ 36T %7] 2% HAX, 32T WA <
34T, 4B Zo], &F 33T A2 €% AAX, D oF 30T WA oF 32T, o S0, ¢ 31TC9] A3 &= A
A, R (ii) pH 6.99] %=7] pHl AAGAE EF3H).

AR S, HHL (i) o 35T WH <F 37C, & B9, < 36T %7] 2% AAA, 32T WA <F
34T, 42 S0, 9F 33T A2 &% A4, @ oF 30C WA oF 32T, d= Eo], ¢ 31T A3 &&= AA
2, (ii) pH 6.99] Z7] pH AR, 2 (iii) < 0.15 X 10709 AZE WA ok 0.45 X 104 AE (d=
o], 0.30 X 1070] AE)e 27 A= A A= (VD) AAAS T}

IR SHelA, P2 (i) oF 35T x| ¢F 37C, & &, ¢ 36T %7] 2% HAA, 32T WA oF
34T, dF Bo], & 33CY A2 &%= AAX, & oF 30C WA oF 32T, o2 5o, ¢ 31T A3 &= A
A, (i1) pH 7.0 %7] pH A& % pH 6.99] A2 pH AAX], == pH 6.99 7] pH AAGA, B (iii) ¢
15% WA <F 25%, <& £, <F 15%, °F 16%, °F 16.8%, °F 17%, <F 22%, Tt oF 22.4%2] %7] (0, AAAE
E3gheitt

A SHelA, W (1) o 35T WA °F 37C, dE Fol, o 36T 7] &= AAHA, 32T WA o
T o], 9F 33T A2 &% AAx, @ <k 30T WA ¢ 32T, 2 B9, & 31TCY A3 &= AA
, (ii) pH 7.09] Z7] pH AAA 2 pH 6.92] A2 pH A=, L= pH 6.99 Z7] pH AAX, (iii) ¢ 0.15
10°702) AE WA ok 0.45 X 10719 AE (2 So], 0.30 X 10719 A¥)e] 27 AE AT L= (VD)
AR D (iv) F 15% WA ok 256, dS 5o, <k 15%, <k 16%, °F 16.8%, °F 17%, °F 22%, Hi= ok 22.4%
o 7] 0, AAAE xEE e,

o

|\

o Aol A, WS (i) °F 35T Wx oF 37T, dE B, ¢ 36T %7 &x AAX, 32T Wz <
34T, olE 59, °F 33T A2 2% AAA, @ °F 30T WA °F 32T, <& E°f, ¢ 31T #13 2% AA
2], (ii) pH 7.09] %=7] pH AAA 2 pH 6.99] A2 pH A4, =& pH 6.99] %7] pH AR, (iii) °F 15%
WA ok 256, B Sof, oF 15%, <F 16%, °F 16.8%, °F 17%, ©F 22%, = oF 22.4%°] %7] €0, A%, 2

B
C,

(iv) <F 0.15 X 1070¢] AZ WA F 0.45 X 10719 AE (= S0y, 0.30 X 10719 AFE)e] 7] A= A
X WX (VCD) AAAE Egstr}.

dF SHelM, W (1) oF 35T WA of 37C, dE S, °F 36T %7 &&= AAA, 32T WA o
C °f 33T Al2 =%k AAA, B oF 30T Wix] of 32T, o1& 5°f, of 31T Al

34T, = 599, 3 == A
A, (i) pH 7.09 %7] pH AAX] 2 pH 6.9 #l12 pH A8X], T+ pH 6.99] %7] pH AAA] (714 27
pH AAXNEZRE A2 pH AAANZEY o]FL oF 96A| 7ol Ad); E (iii) °oF 15% WA °F 256, o Eof, oF

15%, °F 16% (& =0, oF 16.8%), <F 17%, <F 226, W= oF 22 4%9] %7] 00, AAXE x &3},

dF SHAA, WHS (1) oF 35T UlA of 37C, dF £°], 9F 36T z=7] % AAA, 32T A <

T, A2 S0}, oF 33T A2 2% AAA, D o 30T WA o 32T, oS E0], 9 31T A3 &% HA
A, (i1) pH 7.09] %71 pH A& 2 pH 6.99] A2 pH "G (4714 %7] pH A% ‘1i%‘—€1 A2 pH AAAZ
o] ol&Eo ok 96AIZ M) ® (iii) °oF 15% WA oF 25%, <& Sof, °F 15%, 16%, °F 16.8%, <} 17%,

oF 92%, W oF 22.4%9] 27| (0, AAA: D (iv) °F 0.15 X 10°71¢] AE WA °F 0.45 X 10709 AE (e

_ln, _1‘_‘_,

_38_
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M Fo @efelldel CH2 =wjle] -2 = Aol fA=H, S, ol Ighe] ofvliat 341258 opw]wit
447 B 446 (G 2al 277 wAlshs B9 B

=

= 445 (C-Ed 24l 2 Al A7)7F BAEE A=
AT, Edol AFEE Fe 992 Ao FFoly WolAl, T WolAl Fe (dE B0, ¥-AA-24A Fo)&
EeE A AL Fed = drk. # AANEY] WHS w3 CTLA4 =F1S Edhehes dudS AAsh=T|
etk 2 AEe] W Ed Fe FEd §3E ClLA4 =ddeS Aibshed f-838ith.  dF
SwollA], diide g3 gagolrt, AR FWHAA, §3 dlHS Fe FEg Xt AN SHAA, o
WAL opulellEo|tt, AR SHoA, @A MAAENG: 182 o]Fojy o RNEH MuHiE= IS
EEsit. dF SHoA, glAde AdAERs: 18 sy, 4R SHoA, aEe AdAEus: 2
2 el AR SHoA dmHe NIAEHT: 3& LI, AR SHolx, gmAe MIAHAS:
£ X3 AR SHolA, wWAL AGAENs: 55 E3 AdF SHoA, duEe
AL EHE: 68 ¥ ARG 7S @S A SHA, T

WAL 3l o] EdAWolE X3E 4 9ttt dF SHA, CTLAA-Ig &3 dHAL (a)
(obr) =2t Q1% 27¢] wWE]Sd R ofu:=gb Q)X 3824 ZE[4)e] olmwA AES Ze
L 5 A A 270 ME e Hoopn Al 912 383 g]4l)e] o}
el WA 912 260 dEbd 2 oofu] x4t 91X
3820 ZElal)e] ofmiAt MES Zhe (TLAd-Ig &3 @4, (d) MEEiE: 4 (obv]x=qt 91 260 <&
W o oopm ik 9]x] 3830 #al)e] obuical MEE ZHe CTLA4A-Tg &5 @d; (e) AEAERZ: 6 (o}v]
b 912 250 wWEled B oopr| Al 9% 3820 =419 obn|:At AMEE zZE= CTLAd-1g &3 9,
(f) MEAEAZ: 3 (ol YA 250 HE oW 2 ofmit 93] 3830 #41)e] olmwal IS
CTLA4-1g &3 widolty, AR =wolM | (TLAd-1g &3 @A L dr)olt}h: (a) CTLA4-1g ZE|HNE| =29
90%+= zH7] 2704 HWEQWOo R A AstE AEAEAS: 29 opv| At AES 2FFSlal; (b) CTLAA-Ig E3 3
HE=9o] ¢ 10%= 7] & 26004 debdoR AAstsE MEAEAS: 29 olueil AEE Estar; (
CTLA4-1g ZEHEI=9] ¢F 4% A7) HE 38304 Aoz FE5dE AGAEHS: 29 oueal AgS *3
stal, (d) CILA4-Ig ZEHEI=9] oF 96%= 7] WE 38204 Ao FEslE AA2EMS: 29 ofvx
b MEE x2FSRAL; ¢ol®, (e) CILA4A-Ig ZFE =S ¢F 1% HIREE 7] WS 2504 wEedog Al4st
= AgAEHS: 29 opn| At NEE EFFET.
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H FEZFS 27) Asn76 (TH)ell Yxsta, oF 3.2% A oF 4.6%2] GOFS Ad FREE ¥xdsir), i
oA, S} o] N-AAH |+ 7] Asn76 (T5)o $1xska, oF 3.2% WA 2k 6.6%2] GOFe] A =
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g ¥gsig, AR FWolA, sy o] N-AZd" =gk 7] Asnl08 (T7)ol Hx|shar, oF
A oF 4.0%, °F 1.8% WA °F 3.5%, X oF 1.8% WA 4.0%9] GOFS] Ao} TH=Z x3si},
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A, s o)) N-ZEE Sz 7] Asn76 (T5)oll Xk, oF 5% WA oF 12%2] G2F<] g
b ] o, s} o] N-dAE ZFEES 7] Asn76 (TH)el A sk, <F 5% WA
11.5%, °F 5% W= °F 11%, °F 5% WA °F 10.5%, <F 5% HA F 10%, °F 5.5% WA °F
12%, %k 5.5% xﬂx} 04 11.5%, °F 5.5% WA <F 11%, ¢F 5.5% WA °F 10.5%, °F 5.5% WA °F 10%, °F 6% HA
ok 126, °F 6% WA ¢k 11.5%, ©F 6% WA °F 11%, <F 6% HA] °F 10.5%, °F 6% WA <k 10%, °F 6.5% A °F
12%, °F 6.5% W= °F 11.5%, °F 6.5% WA F 11%, <F 6.5% WA °F 10.5%, °F 6.5% WA °F 10%, °F 7% HA
oF 12%, °F 7% WA °F 11.5%, <F 7% WA °F 11%, <F 7% W= °F 10.5%, %= °F 7% WA ok 10%°] G2F] A
O FTHEE E. AR SHolA, s ok N-dAd ZElHke 7] Asn76 (T5)ell HAstar, oF 7.2%

8%, ¢F 6.3% WA 10.6%, == oF 7.2% WA °oF 10.6%9] G2Fe] Ao FHEE XFSTH. dF

WAl ok 9 =Xl
ol A, s} o]ael N-aAdAd ZE|zhe 7] Asnl08 (T7)oll YIx3kar, <oF 5% WA oF 21%2] GoFe] A FHE=E
Zohsitl, AR SwHolA, W amdS Hold sjAE 2d F A= s, cﬂa So], oF 35C WA ¢ 37
T, dE 59, 9 36T 7] &% AAA, 32T WA & 34T, dF 59, oF 33C9 A2 2% HAAHA, E
ok 30C WA oF 32T, dE E°], ¢ 31T A3 = AR 27 3lolA HH st S XEetal, o714
g e oF 59 WA <F 12%2] GFe A FHREZ zte= 7] Asn76 (TH)oll N-AZ2® 2z, o4 E9, G2F
EA =

AR S, ) ojate] N-dAH TS A7) Asn76 (TH)o] YA, oF 5% WA <F 11.5%2] G2Fe] A+
O FREE Z3eE. AR SHA], s o] N-dA" FHE 7] Asn76 (T5)o JA 8k, oF 5% U
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SHellA, st o]l N-ddAd 282k 7] Asn76 (T5)ell 1Ak, °oF 7.2% Lﬂxl of 9.8%94 G2Fe] ]
HEE XA AN FUAA, sk o] N-dAE 2k 7] Asn76 (T5)l $1A|8kaL, °F 6.3% WA
o 10.6%°] G2Fol Adl FHE=E T, AN FHolA, st o] N-dAdE Sk 7] Asn76 (T5)°
AAskaL, oF 5% WA oF 21%9] GeFe] A FHEE EIIH

AE S A sy o] N-AZH" =gk 7] Asnl08 (T7)ol Y&k, oF 5% WA °F 21%, °F 5% WA
oF 20.5%, °F 5% WA °F 20%, °F 5% WA °F 19.5%, °F 5% WA °F 19%, °F 5.5% W= °F 21%, °F 5.5% WA
oF 20.5%, °F 5.5% WA <F 20%, °F 5.5% WA ¢k 19.5%, °F 5.5% WA °F 19%, °F 6% WA <F 21%, °F 6% W
2 <k 20.5%, <F 6% WA <F 20%, °F 6% WX °F 19.5%, °F 6% WA <k 19%, F 6.5% WA °F 21%, °F 6.5% W
A 9F 20.5%, °F 6.5% WAl F 20%, °F 6.5% WA °F 19.5%, °F 6.5% WA °F 19%, °F 7% WA °F 21%, °F 7%
WA <k 20.5%, °F 7% WX ok 20%, <k 7% WA °F 19.5%, °F 7% WA <k 19%, ¢k 7.5% WA °F 21%, °F 7.5%
WA oF 20.5%, °F 7.5% WA F 20%, <F 7.5% WA F 19.5%, °F 7.5% WA °F 19%, °F 8% WA °F 21%, <F
8% WA °F 20.5%, <F 8% WA °F 20%, <F 8% WA oF 19.5%, L= oF 8% WA oF 19%9] G2Fe AT FREES
DA A=

AR ZHo A, sl o] o] N-dAd® 222k 7] Asnl08 (T7)o YAskar, <F 8.2 LHX] ok 14.1%, <F 8.0%
%] ©F 18.6%, W °F 8.2% Lﬂx] oF 14, 1%° GZM *lrﬂ ZHLE 3 5]

E’%t‘&v}. IR —Z—Uﬂoﬂﬁ G2F-Gal2 2F 1.0% Lﬂzl ok 1, 4%4 At EREE 2, dF
Gale °F 0.4% WA ¢F 0.9%¢] Ao EH w2 x3si),

QR SWlA, FemUst TAUe s Este] FRESA-UR-13-LRES (Bvh-gl) 9D EFHA

ZHol| A, sl o)) N-AdAE ZE|Zhe 7] Asnl08 (T7)9] 9)x18Fa, oF 5% WA <k 21%2] G2Fe] Ao)
} 5 Sl A, s o] N-AdZE =2k 7] Asnl08 (T7)ell $IX|star, <F 5% WA
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A3 ZHoA] | Bl o] Ake] N-d A" FEghe &7 Asn76 (T5)ol 99Xskar, <k 29% WA <k 38%2] S1G2FE] 4
O FHEE ¥, A5 SddA, sk o] N-dZAW ZEzke 2] Asn76 (T5)ol $IXskar, oF 29%
WA oF 38%, <F 29% WA oF 37.5%, °F 29% WA <F 37%, °F 29% WA °F 36.5%, <F 29.5% WA °F 38%, <F
29.5% WA °F 37.5%, <F 29.5% WA <k 37%, °F 29.5% WA <k 36.5%, °F 30% WA <k 38%, <F 30% WA oF
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37.5%, °F 30% WA <F 37%, <F 30% W] °F 36.5%, °F 31.5% U)X <F 38%, <F 31.5% U)X °F 37.5%, <F 31.5%
A ok 37%, ©F 31.5% WA ¢F 36.5%9] S1G2FY] Ao EREZE T3},

& EFe. 4R SHAA, 3 7] Asn76 (T5)ol $)x&kar, <
29.5% WA oF 37.5%°] SIG2Fe] At FFEE et G5 SHolA, st oo N-ddd e A7
Asn76 (T5)ol $x1&ta, <F 29.5% WA <F 37%2] S1G2Fe] At EREE ¥g3tt, dF SHoA, st o)
o] N-91ZA" ZFEFre 7] Asn76 (T5)ol $x|ekar, o 29.5% WA oF 36.5%9] S1G2Fe] AW FRLEE
Fohsitl, AR Zwo A, st olate] N-AdZAW ZE|zhe @] Asn76 (TH)oll $xlskar, <F 29% WA <F 38%2]
S1G2Fe] dl FHE=E X3, AdE ZH A, 3 ke 7] Asn76 (T5)9l

Hol A, sl o] o] N-AZ2H =gk 27| Asn76 (T5)oll $Xskar, <F 29.5% WA <oF 38%<] S1G2F9]
1=} )
T .

.\_4
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AR, oF 29.5% WA °F 37.5%¢] SI1GF] Ao FH =5 . dF SHAA, skt o] o] N-AZHH
ZFEgre A7) Asn76 (To)oll x|akar, <F 29.5% WA oF 37%9] S1G2Fe] A FR =S E3er), AR S
A, By o] N-d A" ZERFe 7] Asn76 (TH)oll $1XI8Far, oF 29.5% WA oF 36.5%2] S1G2F2] Ao F5
=5 ¥, %‘ Zdo A, S o) e N-dZE FExke 7] Asn76 (T5)ell Ak, oF 30% WA <F
38%°] SIG2FS] Ao THE=E EF3r. AF SHolA, skt o]l N-AAd =Ih 7] Asn76 (T5)el ¢
28k, <k 30% Lﬂz] oF 37.5%2] S1G2FS] A THEE L3, Ay S, sl o] N-d AW 2
2k 7] Asn76 (T5)ol $1A18kar, oF 30% WA oF 37%2] S1G2F] Al THE=E Egg3btl. A FdoA, 3}
U ol N-aAAdd ZFEgre 27 Asn76 (TH)l $xakar, <F 30% WA <F 36.5%9] SIG2FY] At FR=2

gack.  dR FWolA, S ool N-dZE ke Y] Asn76 (T5)el 918k, °F 31.6% WX

35.1%, °F 31.3% WA <F 36. 5%, 55% ok 31.3% WA oF 36.5%2] SIG2FY] A FR=Z FIary, AR
oA, 3t o]de] N-dAdd 2 247] Asn76 (15)o] Yx8tar, ¢k 31.6% WA ¢k 35.1%<] S1G2F] Aoy
Frg 2§, odF 59 01]*1 o}Ur ovu N-AZ2ed 2|z 7] Asn76 (TH)ell AA8kar, oF 31.3% WA

Hol A, Sl} o] N-dZ=E =87k Z7] Asn76 (T

ok 36.5%%] S1G2Fe] Ao 3
5)ell Yx3kar, °F 31.3% WA

AN SHelAM, st ool N-dddE SRk 7] Asnl08 (T7)l $1A8kar, 33% W= °F 45%°] SIG2F9] 3ol
FREE ¥33T. AR SHoA, st o]k N-dAdd ZFEEE 7] Asnl08 (T7)el §X&kx, <F 33% W

oF 33% WA °F 44.5%, ©F 33% WA °F 44%, °F 33% WX °F 43.5%, °F 33% WA °F 43%, °F 33%
42.5%, °F 33.5% WA F 45%, <F 33.5% WA F 44.5%, <F 33.5% WA F 44%, <F 33.5% HA] oF
43.5%, oF 33.5% WX <F 43%, <F 33.5% WA <F 42.5%, °F 34% WX <F 45%, °F 34% WA <F 44.5%, <F 34%
WA oF 44%, °F 34% WA oF 43.5%, ©F 34% WA oF 43%, ©F 34% WA °F 42.5%, <k 34.5% WA oF 45%, °F
34.5% WA ok 44.5%, °F 34.5% WX oF 44%, <F 34.5% WA <k 43.5%, F 34.5% WA <k 43%, W= oF 34.5%
WA oF 42.5%9] SIG2FQ] A F=RE=E X33},

AR =do A, shh ol N-d 2" FE e Z7] Asnl08 (T7)eo] YAlatar, oF 33% WA <k 45%2] S1G2F 2
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O FHEE Toheth. AY SHolA, ) o]ike]
N-AZ2e %alﬁ% XP71 Asn108 (T7)°ﬂ %x}s}ﬂ, oF 33% WA °F 43.5%9] SI1GFS] A FHEE X33}
AE ZHol M, s} ol N-AZE FEZE 7] Asnl08 (T7)ol $1X8kar, oF 33% WA oF 43%2] S1G2F2]
dol FHEEE XFert. AR SHA, 3l oo N-AZ"E ZEzh 7] Asnl08 (T7)eo $Ix|&far, <oF
33% WA °F 43.5%°] S1G2Fe] o FHREE X, dF SHolA, st oY N-dAd" SR Y
Asn108 (T7)ol $1x1&tar, <F 33% WA oF 43%9] S1G2Fe] At EREE 23ec}l. AF SwHoA, sl o4
N- 259 Z87He 27] Asnl08 (T7)o] Y9A8bar, oF 33% WA oF 42.5%¢] SIG2FS] At EH T2 L33},

AE ZHol M, s} ol N-AZE FEZHE 7] Asnl08 (T7)ol $1X8kar, oF 33% WA oF 45%2] S1G2F2]
Aol FHEEE XFert. dF SHA, 3l oo N-dAZ"E Sz 7] Asnl08 (T7)o $Ix&bar, <oF
33.5% WA °F 44.5%°] S1G2F9] o) FHEE Edeirt. AR SHolA, skt o] N-d4dd ST 7]
Asn108 (T7)oll $)x|8tar, ©F 33.5% WA oF 44%2] SIG2FS] At ER T2 E3stt. A SdoA, sk o4k
o] N-ddZ® ZEz+e 7] Asnl08 (T7)o] $9x|8kar, oF 33.5% WA oF 43.5%2] S1G2Fe] A ERw=E *3H3t
o, AR S, st ol N-AZE ZFEZFE 7] Asnl08 (T7)ell Yxeta, <F 33.5% WA <F 43%<]
S1G2Fe} gd] FH=E s, dF SHA, s o] e N-dA= ?ﬂﬂ% Zt7] Asnl08 (T7)el $1=s}
ok ]

A
. y =
a1, 9F 33.5% WA oF 43.5%¢] S1G2Fe] At EREE %3, dF =9
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& ] Asnl08 (T7)ell $4x1&}ar, ¢F 33.5% Wx] <k 43%2] S1G2Fe Ad] TRES
st o) Aabe] N-dd®E ZFEzke 7] Asnl08 (T7)el $1xs8kar, <F 33.5% W= ©

_I

A, sl olabe] N-dZA® ZEzke 7] Asnl08 (T7)o $I1x1skar, oF 34% WA <F 45%2] S1G2Fe]
= =) 1} olate] N-adA® ZE|gke 7] Asnl08 (T7)o] YX|&fx, <
| .5%2] 1G2F4 Aol THEEE X, AR SHAA, i o]t N-dAH FA?P" Z7]
Asnl08 (T7)oll $)xakar, oF 34% WA <F 44%°] SI1G2Fo] 4+

o
N-d1Z% ZEzhe 7] Asnl08 (T7)e A8k, oF 34% WA ok 43 ZRes y3ar}
AR Zdo A, &} olae N-dAZd® ZYHS 7] Asnl08 (T7)ell §xeka, oF 34% WA <F 43%<] S1G2FE]
dol FHEEE X, AR SHoA, sl oo N-AZ"E |z 7] Asnl08 (T7)eol #Ix&kar, <oF
34% WA oF 43.5%9] S1G2F] A THEEE X3, dF SwolA, d o] N-AAE FERE Y
Asnl08 (T7)el $1A18taL, oF 34% WA oF 43%°] SI1GFS] At FHEE 23ddct. dF SHAA, st o]
N-d1Z® ZeElzhe 7] Asnl08 (T7)el A8k, oF 34% WA ok 42.5%9] S1GFS] A FREE x3sit}
AR Zwo|A | Bt o] N-AZd ZFEgre A7) Asnl08 (T7)el $x|akar, <F 34.2% WA <k 37.7%, <F
35.5% WA <F 42.3%, T oF 34.2% WA oF 42.3%2] S1G2Fe] Ad] FXREE ¥Fgsict, dF SdolA |
o] N-dZ2%E ZFE|zhS 7] Asnl08 (T7)o] YX8kar, oF 34.2% WA °F 42.3%2] SIGFe] At THEE =
ek, dF SHAA, s o] N-dAE IR 7] Asnl08 (T7)ell A8k, oF 35.2% WA °oF
42.3%2] S1G2F9] v THEE XFsth. Ly ZHA, sl o)t N-AAH =87k 27] Asnl08 (T7)el
Y x8kar, oF 34.2% WA ok 37.7%9] SIGFe At FRLE e}, YR =wdoA], SIGFE gai% o}
© o

-1, 3-ZEX Ho|olE (SIG2F-Gal)E F7F= E88la, oJ7]A S1G2F-Ga
Easitl, AR =woA, S1G2F-GalS ¢F 2 ok 4,
S1G2F-Gal< <F 1.4% WA oF 1.8%2] AU EXR=E ¥ aair),

AR =Ho|A], ) o)A N-ddE | ZHE F7) Asn76 (T5)o] Y A8kar, <F 13% WA oF 25%9] S2G2Fe] AF
U FHREES ¥y, AR FSHoA, F oo N-dZAH ZFEgkE 7] Asn76 (TH)ol IX8kaL, oF 13%
Y2 ok 25%, <F 13% WA &F 24.5%, <F 13% WA <k 24%, <F 13% WA <k 23.5%, <F 13% WA oF 23%, oF

13.5% WA <k 25%, °F 13.5% WA °F 24.5%, °F 13.5% WA oF 24%, <F 13.5% WA °F 23.5%, °F 13.5% A
oF 23%, ©F 14% WA °F 25%, °F 14% WA <F 24.5%, <F 14% WA F 24%, °F 14% WA °F 23.5%, °F 14% WA
oF 23%, °F 14.5% WX ok 25%, <F 14.5% WA <k 24.5%, F 14.5% WA <k 24%, <k 14.5% WA oF 23.5%, °F
14.5% WA <F 23%, °F 15% WA °F 25%, °F 15% WA F 24.5%, °F 15% WA <F 24%, °F 15% WA <F 23.5%,
oF 15% WA ¢F 23%, ¢F 15.5% WA °F 25%, °F 15.5% WA °F 24.5%, <F 15.5% WA <F 24%, <F 15.5% WA
ok 23.5%, T oF 15.5% WA oF 23%9] S2G2Fe] At EREE X3,

A, sl o] el N-dAd =27k Z7] Asn76 (T5)oll Hxskar, oF 13% WA <F 25%2] S2G2F2]
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U o]l N-d24® Zzhe 7] Asn76
I %’4231, °F 13% WA °F H ST A e el N
Pk 7] Asu76 (1)) SIX|Ska, oF 136 WAl oF 23.5%¢) S262F9) ) FREE Egath o
A, B ool N-AdE ZEZhe A7) Asn76 (T5)9] 913 o 23.5
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Elass 1*‘4 N-AZ2d ZEzke 7] Asn76 (T5)ol HAsfar, oF
SR A, sl o]4ke] N-dAdd St A7
THEE e, AR FWdA, s o

o N-dA" ZEzke @&7] Asn76 (T5)°l %‘16}1, oF 13.5% WA oF 23.5%2] S2G2F9] At FTH-E

AT, AE SHAA, s o] N-dAZdE =2 7] Asn76 (T5)el Xk, ©F 13.5% WA oF
23.5%°] S2G2Fe] ) THE=E X3t dF SHA, skt o] o] N-dHE SEF2 7] Asn76 (T5)¢
=5, oF 14% WX oF 25%9] S2G2Fe] vl EREES x3eitt, AR ZdoA], Lt o] N-AdE 24
ZHe 7] Asn76 (T5)el 91xakar, oF 14% WA oF 24.5%°] S2G2F] At FHEE ¥3sicl. AR SwofA,
st ool N-AdE ZE|zke 37] Asn76 (TH)ell 1XStar, oF 14% WAl oF 24%2] S2G2Fe] Ao THEE
gk, AR FHlA, sh ol o] N-dddE 2Rk 7] Asn76 (T5) fAIstaL, oF 14% WA oF 23.
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S2G2Fe] Aol FHE=E EFett.  dF SWolA, skt oo N-dA® S 7] Asn76 (T5)
AAsEaL, oF 14% WA <F 23.5%2] S2G2Fe] ) FTHE=E EFstl. AR SHAA, ) o] N-dAH =
Y+ 7] Asn76
sk o] o] N-914 o|

Eghetch, AR S , d FEzke 7] Asn76 (T5)oll f1x1&skar, oF 15% x| <F
S2G2Fo] Adl FHEE EFerr. AR SHolA, ﬂur ool N-¢1d® ZE|zke z7] Asn76 (T5)°ll
A8k, oF 15% WA oF 23.5%2) S2G2Fe] Ao THEE s, AR SHolA, oM ool N-1ZH =
2z 7] Asn76 (T5)ol H shaL, oF 15% WA °F 23.5%9] SZGZM qo FHEE
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AR ZHo A, s o]Ae] N-AZ" ZFElzke 7] Asn76 (T5)o $xIskar, oF 18.1% WAl <F 22.9%, <F
15.4% WA <F 20%, 2 <F 15.4% WA F 22.9%¢] S2G2Fe] Au] FREES ¥t ¥ SHo|A, g oA
o] N-dZ2%¥ ZFzFe 7] Asn76 (T5)el 1X8baL, <F 18% WA <F 24%, °F 18% WA <F 23%, = ok 19%
A oF 23%9] S2G2Fe] Aty %—"%EE B 5 Sl A, ’8} o]e] N-
(T5)ell IA|skar, °oF 18.1% WA °F 22.9%°] S2G2F9] oy

ﬂBw

A & A
THEE ¥t AR FSHA, sk o4kl N-
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ZIHSd 10-2023-0042125

o Alg¥ T4 5-L A AEW-E-7| o] 25 ulgpu|E S A A
= 0.45 x 10°70¢] A% /mLe)

71 2 AEE A4S Yehla, oF 86% AE AEHoR S1eET | o]= AX
(e}

L 1 L
=7 U 12 oo REste] Bu 12 £ AX AEYe AS5E 5 e AArET

& AT e w8 BAsit. A7) AR agoerREe Ads dxda vk dyl
b 371, A4 571 5 NANA, NGNA, B N-917 ko] it ghe &= dad] AAET. meQl IVHVE
A IV R =MV g FARA AEr. < 0.069 p-ghg zhe Ae dxaH fosA 2
DFHA. A4 NANA, NGNA, el 1, =<l 11, 8 =l 111 gk wza @3 frol@
Aol EhiA gk, BEEe] EERl IV g2 tiE gtell wiel fel g AbolE dEhliA etk 1Y
U, w2 A 28 8 de 25 ol 1 AR s tETd vle folsA o we Ee] =Hdl IivE
AbEatgich. m=elQl IV4vel Bzt DS W WAlE <16%0l™, mebA o] e AdE Fdd dE AdE A
718k ek AR aes dWERed vasks dEd 99 Ao Ry p-gt 94, e A4 47t
2ot A Q) g2 = 4bellA B & nh. < 0.059] p-te Rl Aol FHQT we %7
pll, W& %7] VD, ¥ W& A 2xE gz w& fosiA o we AUY 9rtE zhe Aow
debgtth, W 27 pll B 27 pll olF Blel® 2 diEwnth fofsll ¥ m MM Zte JoR
E‘IO%A}\

£ 11 5L A4 AE37] FAR FE FeH

s E AA = i
WCB 35 o2 5E, oA N/A? 25-55
Al
T xol A o] A FA] Ak <48 N/A
()

7°coﬂ Ao} WA A A2 <24 N/A

& A) (b

S E s =) (1067]]94 0.3 0.15-0.45

A 3 /mL)
F7] €% (°0) 36 35-37

%7] pH 7.0 69-7.1
z7] 29§39 (L) 2.5 24-26
pH 0% 27 %) 6.9 6.8-7.0
pH ©1%2] Elold (A 7hH 96 72 -120
A1 L% o] % AAH A (°C) 33 32-34
Al L5 o] 59] Eold (A]7h 144 120 - 168
A2 L5 o] % AA X (°C) 31 30 -32
A2 &5 o] F A Ao Eoln 240 228 -252
*17h

A6-82 FOFCO2 E3F ¥4 (% 16.8 112-224
23}
pH 2 CO, %3} z7ol| ulgk IM Na2CO3 N/A
A7
a3k (rpm) 240 N/A
sH- & 7] +% (mL/min) 30 N/A
A7) % (l/min) 40 NA
L£E 32 (%) 40 20-80
Al F5E 3719 Eolw (A17h 76 72-96
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[0247]

[0248]
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[0250]
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SIS 10-2023-0042125

T A= FANA 72-96 Ao A L N/A
T ousadv 2F T
799 45%° AR =YD

=2
B

oH

Z=a2 A7 [EF 32217200 gL 258 N/A
AF8-31 ﬁg/L-rJ R
%A 5stE <20gL% A

255 37}

ATE 7] £ 20 whE 3 WHel & Q1A (OFAT) WHo® F3sigion, 21‘21“’ 242 TAA gz e
g sheueE wekAc. 2emdst dold As: ® da-dhold ¥ vk 2z MRAE svs
2ol 2}
% 2
Ag gAd
Ag 2F EALYE 5 A= vl seta g ARz
gz ) N/A N/A
- o} 3
E&pCo2 2 " Sﬁﬁ%ﬂ‘_(qs)oz e 22.4%
77 A1 37 2 D 9621
@& %7 pH 2 %7] pH 6.90
AL 2F EALYEY A E v seta g AR
. AF AE AL A=
o =
¥ x7] VCD 2 (10570¢] A E/mL) 0.15
F& 27 VCD 2 Q%GAH% HE B 0.45
(107709 M E/mL)
z27] 2% (C) 36
R AR 2= 2 Al 2= olF HAA (T) 33
A2 & olF AAX () 31
27] pH °| % Etol™ 2 pH °]F 9] Bol® (Azh) 72
L 2&E oF 1 2 Al 2= olF HAX (C) 33
W 2% 0% 2 2 A2 2x olF AAA (T) 31
oy 47

ohEAE B o) N-Zelmdse] AdE 5ATEE ARWIIRTE A Fol SAsdh Ak

) AR S WA A SE A arers) WL ASBE gl AAsas ol E B 100
? 2 2 of > 4.0 g/Lo AF FEZ FEARAT. W4H

PMIEHIE BWAS B947)3, SABSI, EFA, oloiA Glucel o8] LA ERA-GLC £3ES
| 4

L
=
i)
b |
2
=
=

o

=
>
?
~
>
oo
_OL

= H

A AmrtEaFel s wejstal, AP SRl o8 HEsNivh. Aol FYRYP Y WESES 1 29
FFE =] FEH ol ARnETH 39 I WAS B BE FEIFPEHES FAE I3 WHoRE
= AoEREH ALttt FEE WEATIAL, FF ZA JIEE AMESte] ZAEAL, ool FF AES
zb= XS 94 a2viEadd A2yl (IPLC-FLR) ZAollA AES EAeksict. =87k GOF, G2F, S1GZF,
S2G2F S1G3F % S2G4FE ¥ 39S T B4t olF 6F9 =zt B49 ZAyE & dc4hllA &
T AT & dee oMFEMIE £2F 4] 15 9 T7 N-S#Z A8 F9jedlA 9 *JEH ZFRC2 B, GF 282
3ol qusL uéi# N %

A ﬂ iiU}EZﬂM Az B39 (LC-NS) AHES A A g}, 4de ofutelAE 2 o] T5

FHEE BIE, G2F SRy g Eéif NA AZrtE T -H
Ja”ﬂ (LC-MS) 7—24% AASE. = de OMHIERIE B} o] 15 H 17 N-2E]| 248t FloA el A THE
2 Buw, SIGF 2= i3k Hi A A=viEady-dE E23E (LC-NS) ZIE AATT. T 4
olHEFME Bx} Aol T5 @ T7 N-Ze|3ZA3 9o Me Ay TXRTz wuw, S26F ZEzdd ok =
NA Z2etE 2T -dg BGH (LC-MS) AFE AT, T 4ge ofulEHHE E2F A4 T5 2 T7 N-=8
Azt Bl A A FHER HaE, SIGF ZEZF] gk Ayt A ARvtEaY-dE H3H (LC-MS)
AE AAET, = 4his oMERAE ExF Ao T5 N-Z@ 38 F9loAe] Ao FHE2 R, S2G4F &

e

—n

m?ﬂ?mw
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[0253]

o

A

[0254]
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=

tol & n-2 Al

Ahg5
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=
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QF 3-L dAIZHA g
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Fol 2719 5-L A4k
3l

°©

Ahg

=

=

AEREE7]

=

Y% (VCD), pH ol% AAXA], PCO2 ©]

ST
X

o (% 5).
A4 3
S AE A

VCD,

[0255]
[0256]
[0257]
[0258]

wjr

4 shehle

ar
o

=
THSE 5-L AA2EZ 2 (Sartorius) @ U]~ (Finesse) £7]

~

TH

A
Al

ssie.
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6acll AA1E 6702 A W

tol 2278¢] A2l Apelel th

°©

3k
2

ST
X

0.15-0.45
35-37
6.9-7.1
2.4-2.6
6.8-7.0
72-100
32-34
120-168
30-32
228-252

Yol AlAlE wkeh o] 27)9] djas
— 59 —

AAA
/mL) | 0.3

36

7.0

25

6.9

96

144

240

—
2t

= (105711 9] A
A9 Eroly (A7h
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= -1
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A

A

A% A= A
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| Btold (117h

B

=0

=
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® Y. &7] DI o7 A WERS7] =4

AEW-37] | RF VCD | pH °l% | pCO2 AlLexE [A22x [A3zL=
D 106719 | ARH | °lF AR AR AR A
A Z/mL) AR °C) C) C)

180608-01 | 0.2 6.8 11.2 35 32 30

180608-02 | 05 7.1 224 37 32 31

180609-03 | 0.5 7.1 11.2 37 34 32

180608-04 | 0.2 7.1 224 35 32 30

180608-05 | 0.2 6.9 11.2 35 34 32

180608-11 | 0.2 6.8 224 36 32 32

180609-12 |05 6.8 224 37 34 32

180608-14 | 0.2 7.1 16.8 36 33 31

180608-15 | 0.2 6.8 11.2 36 34 30

180608-16 | 0.2 7 112 37 32 31

180608-21 |02 6.8 224 37 33 32

18060822 | 0.2 7.1 224 37 34 30

180608-24 |03 6.9 16.8 36 33 31

180608-31 | 05 6.9 224 35 32 32

180608-32 | 05 6.8 112 37 32 30

180608-33 | 0.3 6.9 22.4 37 32 30

180608-34 | 03 7.1 224 35 34 31

180608-36 | 0.3 6.9 16.8 36 33 31

180609-404 | 0.4 7.1 112 36 32 32

180608-405 | 0.5 6.9 224 35 32 32

180608-406 | 0.5 7.1 112 35 33 30

180609-407 | 05 6.8 1.2 35 34 31

180609-408 | 0.5 7 16.8 36 33 31
34 ggrEe fo% Fo ano 8ok & 7d AAH"ET. A g A 3 23 aie 34
A 2 AAE T2 g8 FAFeE fos Aoz daliry. AT yAle] 23 EE 22 aveE 34
&4 e 4 &4 F oz shvel JEFS M. 7] It dedEe 3 BE FE1 &4 F o=
Sl et Jes zhs oz AAFUTEH: HF V0D x Al 2% AAHA, AF VD x A3 = AAA, 5
VCD x #l2 &%= AAXR], A2 2% AAGA x pl0, AAA], A2 2% HAAA] x pH o]F A, & A3 2% o5
AR x pl o] XA
Al }\] gﬂ 4
CTILA4-IgE FEsl= B EFFE A¥Y 393 72 v
o] AAld& CTLA4-Ig &£Ae] LS 7]Algtt. o] AAlde] 7[Ald Wi fHld dwd, odg AlEFRR]
92 gs 3232 Ig HIAEEY FAAD) [g g dlde] RS x3ste Frld oid, 2 oyt
Ao = CHO MazolA e dojeo] duiids x3tsht ofo] Agte A= ke ofE @A Aike] dia] A§
Ha A2 4 9o,
g E2ta= (dE S0, A" ZFaa 2 dlEvtelof(Brlemmyer) Zehs=), & BHE, B Ax w&
CTLA4-Tg W1 Fg9 HE:w & dAlol AL83te sZ249 vo]d2HE MEIE d-ddo=z HAAIA 25,000-L
AETS7IE JEs] g 5% 79 AE AXE ATt

b wEg71edl i AFgck. 25,000
Shar, o]ojA oF 144417k (W54 A3 Ao
?oﬂ 36TColA 33CE 2% 01% (T- O]E)Oi zm gl 33C 252 oF 144A17F A ok 240A|17F §4

YESs FTEEFH OF 240417F o 33CelA 31TE A2 R HE =% olF (T-°]%)
Qo 2 RY FAZA A g,

i
2
o
o
o
S
S
—
=
==

M el A ABWSIIRH Y 722 A, dF Sof, A 8

T (Aamt, 0F nEGF AIE Fol2)E AMsYt. AL HLE U *ﬂE B Age 4
1% Agstel Fastel Wy sela AE GNE AEE ALTAAT. uAEe P2

BHES 2000 rpn (4T)oIA 208 Bok AAETe] AEE BTG, FYAS B 7] E R0kl A

m
me Ho
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[0271]

[0272]

[0273]

[0274]

[0275]
[0276]

[0277]

[0278]

[0279]

ZIHSd 10-2023-0042125

BARoR AAFEE Ve 9 Z2EFS AMEStY] olE oyt A, 532~ gHoE, FRE, 2§
EtHlo]E, pH, p0,, pCO,, & Yo}, 3 LDHO| ozl EA1383itt.

/KI}\‘IQﬂ 5

25,000 L AEBFE7])A] AWXHE CTLA4-1ge] S 243l 24

Gt ZAF S-S AN (ICIEF) & Fdste =8zt 353-& F43818 0. o ¥e 159 544 (pDI
ofgt chalde] Bl AMEETE. o] WA oMEMIE AEE B Wd AERA, SFHEAANA, 2 pl v
AR ~1 mg/nle HE FEE Axs, olojA SEMZH o) Aas RAH SHY EAAN A|2HE
(iCIEF) W= FAsI . A7|95 2 oAy dst wFol 7Nkste] EF o 23leka (FC) ZEE EAT W
o] pl FHE 3 AES BT, nAYG AN F, AL olFS AA ZH D Fhdgtel &) xzF35ka,
|39 AFH —Erd% ATE LZE oS ALEste] it Ay Ao EASE F FYIF Y NES
24 BRuEw, % 83-8h @ 9a-9bollA & 4= glt}.

25,000 L AEvFEo]o)A] AiE CTLA4-1ge] Fal =2

)
oy
&
re
Mz
L&

ohEES] N SeluAbeels enel (2emAs AV)S AU olhE o unA
Ftelo] =5 PNGase FEo] &% 7l5Radl o3 feAlzitt. f8 Seaxsteto| =g A7]5eHy 352 A}
89 1A% ol wEk AmvhEade (PR s Zzddudt. g mdel fulnAidls Tz

Jug muelel A HAE WA EE A

Hds Fx Bdo 5 Ayl AZo d&] Hrisit, AyE A9dE =
ErEolAe Y3 ZdlozREHe AedE Zdcle] HAME Az ox suEA Bagh,  =dQl I,
I1, 111, 2 VI+V A= &= 10a-10dolA £ 5 dok. A2 224 (NANA 2 NGNAQ] AdE= &= 10e E 10f9)

A= Ao

b

AA 6 6
P HES YA ES
Zx 34 (dE &9, PCT/US2006/049074°] 7A€ &4 =

3z 3 P
o A=Y opuiEAES] oFEES W] A% 9 AT
d 8% (307 IV FYe2A Fod 750 mg) Fo Fx &

BES] RES (PR)S Wwsty] A FAE AY-A, TG, B-1F, Bl

K Ao Avhe opubehgl=e] N-Feizk 249 Alofo
7 ZRadY el o3 AR, ol
3o FAE AFstET RIS

A A= CTLA4 G2F, SIGZF, H S2G2F ZE]3do] AAl o] xd=f 2 PRl dial 7 d&o] A
v, weEtA ol SEFhel dis &5 AV AFEATE (& 3). CTLA4 G2F+ PK A agol i
AR Qe ot Ee] gk Fash 4 SAdolvh. SIG2F= PRol tigk HA d3dS 7H
%‘{H— sl A=At AR 3 L AxE& E A G2Fo g 19 73 %
A= GOF, GIF, % S1GIFel ths] A|<t=A+=d], ©]
o) g —‘jr 17}%55 032‘%,% 74871 ek, F7he] A & 3o AlTE.

14 PK SeuE e Feizte] Aols ngsar. dhtel £49

o

AN o o
o o
Br o2 XL ox of

BN S o I rrop ok

=)
o2

a<) lo
X

o
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o
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¥ 3.
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e

GOF

<06.5%

WA T TATAE
dte A FHE IRYE
Az g ol 7)kalt,

19 o, ¥
o?L ool o
g, Mo
e
o
oh

GIF

<7.0%

1o o <)
o?L ool o
ya o

bl

o

oh

G2F

1.5% - 23%

19 on )y i 8
ox o o & =
o 1
o B
L
o
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e 1“>‘
oy,
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o
s
K
=
A~

yg Mo
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—
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4
1o

S1G1F

<12.5%

A= Fore AT AE
xgate TAF Y

J
Az Aol 7Rket,

19 ox ¥
o?L e ox
s, Mo o

S1G2F

32.0% - 49.0%

SIG2F= -84 A4, PK 2 3}e}
AREA v, A9 A=
F7te) FATAZE AAS Lt
FTAFRIEZNHY 4 9 Ax

ddlol Znkeket,

o

S2G2F

14.0% - 48.5%

S2G2F= =l Aas= Feztola,
PK A3lol] ot JHdAS 2=
TAE A= Frre ey A
P 2ot TAFRIZTHY
R Az Al 7)ia,

GlcNAc

Man
V/  Gal
% Neulc

1 - 7 Fuc
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5

=

=

H

e
[=)

N-2€zfqHE= g

qe= 2dsds EERRY opul it A

T5 Asn76 =94 2 GluC LTFLDDSICTGTSSGNQVNLTIQGLR

(SEQ ID NO: 9)

T7 Asn108 Ef4l 2 GluC VELMYPPPYYLGIGNGTQIY VIDPEPCPDSDQEPK
(SEQ ID NO: 10)

T14 Asn207 Ef4l 2 GluC EEQYNSTYR

EH1d

(SEQID NO: 11)
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[

=

=

H

e
[=)

EE2

AP gl o F YA JERHE7]) VCD ==Y

A
® o CO2 AR 240
16~ B
\ w1 BF 96 hr @
w2 7] pH6.9@D
n s 2 7] VCD 0.15 (10671 2} A Z/mL)®
w271 VCD 0.45 (10°6709) A Z/mL)©®
AR L= ACO
A i sl o] % Bhol W72 hr ®
3 w2 B2 0] 5 1 A7) 33 (C)O
£ 2= o)% 2 44X 31 (C)®
=
q \_O\x ....nmv\\
T
1 8
=l
B
T
!
=
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[

=

=

H

e
[=)

A g 93 33 VCD B A0-5¢ 7k A2 J A0-149 IVCD VCD 29l
vep(iobag W9 AR W AR a4 Voo wd A
AZimL) 7 (hrs) -8 A E-9/mL) -3 &
e 138 N/A 348 N/A 0.1 N/A N/A
%202 13.4 1.00 336 0.97 0.11 1.00 043
37 AL 37 14.0 1.00 333 0.85 0.12 1.00 0.58
we 27 pH 9.2 <0.01 411 0.01 0.07 <0.01 0.02
we 27] VCD 7.0 <0.01 348 0.95 0.05 <0.01 <0.01
& 27 VCD 14.5 0.98 377 0.80 0.12 1.00 0.52
F2 A 25 1.2 0.12 35.1 1.00 0.10 0.30 0.08
%7] pH © _
Vel 1% "7 0.27 37.2 0.83 0.10 0.2 0.04
o L% 0% 1 _
# 1% 129 0.93 33.0 1.00 0.1 0.98 0.41
o 0% )% _
A2 EE T2 133 1.00 36.3 0.98 0.1 0.90 0.62

=92
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AEH (%)

A

w002 AR %] 22.4D

p—- 40

A1 SF 96 hr @

s 2.7] pH 6.9@

27] VCD 0.15 (10%670¢] A= /mL)®
27] VCD 0.45 (10°670 9] A= /mL)®
s A A L% 1CO

wH 0] % BFo] g 72 hr®

w2 O] 1 AR A 33 (C)@

w2 O 5 2 AR 31 (C)®

&
SR
§\\

3

;\\

84 o

80—

76~

72w

i
8 10 12 14
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[

=

=

=

A149 ALY L N-92 =09l Ashe] FAH Hla

. — Q] )] [} Eig Q]
g7 NaNa  m@  NoNa g@ =0 gz =ML gm =9 BE S =dd
- A14g il A14g bl A14Y A14Y A14Y o)
A2 3 . b Ly 5 =4 il
Nada AR P~ NGNA  HR P~ EAA 50 =Ad A% p- =l AxP-  1vev A% p-
3 (MR} MR At AR ’
IR} % {MR} % I (MR} @ I (IR} @ TH IR} % pad @

N2z 550 255 2 13,45 2953 NA 155 3 1140 A
Fe
oo ST 5,73 D27 34,39 097 3050 4.9 100 1025 .17
ol
MM Al gz %58 270 0.55 3345 108 73 80 100 2645 037 10,96 035
=]

&
a 560 100 168 3155 ¢.39 3035 2780 529 1035 23
%7] pH

<
27 57 536 115 08 3045 613 7975 100 7545 519 1140 100
VLD
o
o Ay
27) S40 190 180 3475 81 2063 065 2420 087 1035 023
VD

mAIW.
A 530 558 280 140 3335 108 3545 100 3695 585 955 g0z
2=
Z%7] pH
)% .75 47 5 % 3170 302 457 7.4 873 1108 295
gl
Eas
e 250 180 475 227 3335 108 233 2555 t 340 G2
°lF 1

|._DI|
e 535 275 a7 3300 108 3330 652 2435 10 1035

% 2
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AR 1% R 2?1 Abol9) A149 47 9
H g9 EAH vl

_70_

] A149 97} A14d 57} Qp 94 74
. ye)
A 2L} Py AA p-7t Qp (pg/AE-%) -2t
X 243 WA 342 A
TS OO 344 1.00 267 092
F71 A1 BF 333 098 323 0.9%
v %7] pH .59 <3 31 458 1.0%
AP 25 R UHEZ 25 Apol9 A4 47 R
H QY44 9] A A vl
: Q o H14Y 97 Qp 94 #AA
22 Arad 47h 149 =7+ Qp (pg/A1Z-2) o
(gL a4 A4 p-g p-#
%L 27 VD 1.537 301 354 1.5%
B2 27D 330 .93 295 057
O A x
MW A 257 002 325 (.75
z=7 ° - .
mL DRI 338 100 4538 0.04
[+
3o 2% o5 1 348 160 420 922
%o 2% o]F 2 343 010 318 097

EH4p
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NS4

e
[=)

EH4c

SRR

3z
=

o] 41 ¢] GOF (P2100) 2823 A

H1

1

T3 T7
gz GOF & S
S 7 HE 9 S 3 o ZHEY Wz
HAE o] a4 p-3k = HAE o) a4 p-gk
%%} 5% (%5}
PHA WA 52 WA M4
33 1A 5.2 e 100
72 081 57 %7 TRt
5.4 -129 $.12 41 3 D14
234 0.5 41 214 .14
164 021 6.2 20.4 w14
24 10 51 BE] 1456
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ErH4d

_72_



¢ £le
=g TH

¥Ee

9%

£

T 2o
I3 oH

LAY

LN

faa
R

Lk
e

3

o

[

[

2o
HA |£=

Y]
[=d

L]

P

LaF

&
th
d

[¥%)

]

[

]
NG

%]

Lar
e
DN

[

10

b
W

i

=
bz

o
2

= Hf
g%

P

[%5)

e

ke
w2

s

L
R
LA

S

[ 233

I
e
b

100

)

29

o
]

5

LA
>l

L
ok

g

et

ol 2 Hr
i N ot rfo
e
2 A
= ]
[
L L
et 0
= [
ol 3
e «
- =
ot ]
N Lo
= o
Ln L
|
ot
b [
- ]
Lo Pa]

= 2
B o
=
@®
[9)
2|2 LS
(B S H—I °E
s

Vi e Winl 5
A (%)

Ev e B-d LR lodx SR

(a6 ~Fh Blat=e

(%)
lodt TR k=
bh&d=o

M
L-dh@
22t

_73_

2=l

£ & dgD1S

ZZlh

L3

bR 2ERE (1212d) 4291S B lrle

ZIHSd 10-2023-0042125



H4f

o o
ot rlo offt
Do H o

H

o

L

A

]
=

W

i

el
e

391

w0
Iné

LLHE

5T

o

=
L
A

ME
flo

[+2

oft

FeL

411

Y]

[
£
(€]

%

€1y

By

HA £
& 38

£91

I

)

e

R4

SO

= HE

B
S

A
[

6

82

[

LIt

N
]
[

.
< R

Zro D
pe
)

A8

=
)

ey
S

o

o
=
[

&
Pl

b

Lit

Fed
S

N

(AR

¥

e

fvel
W

Ty AL ol ot

b rlo

Py
A

o

ol N ot rlo

2 R

- o]

(]
ot Rt
S Rl
L Ll
RN [’
s e
[ bt
e ol
[ S
[ bad
[N} Lad

[

e o
L L
iy =
IS bl
[ [
e W

ke

M

&
25
BV
&
2 & d292S

_"ri.{o
| o B2
2 @Imgm

Ee

ar)
v e =
£ N
b ".EJ

g
g

£24}
ThH%
&
£ 8 d2938S

Vi
(%)
ol SRk
bh&="
2=

.

Wi
B-dar
2k

_74_

L1

EXw

i 2ERE (2312d) 4292S blvleEf L BTl

ZIHSd 10-2023-0042125



10-2023-0042125

5

=

=

H

e
[=)

Er4g

A14Y A BE A9 S1G3F (P3131) 223 A THE

TS5 T7
mwﬁmﬁ Q22 wwmwm g2z
A% Bd o=yeg  dgaw a2 LI =
g i AAE o] @Y p-R 2 SAE o] W p-&
= (%) THE (%)
(%) (%)
e 52 WA WA 24 WA WA
e . . .
mwﬁc 45 436 671 30 149 084
MM AL 43 426 571 25 149 .34
o -
HE 27 25 211 005 14 A4 407
pEH
9o 27 3z n s v ‘ e
[l 34 359 0025 1.2 Iy o0
..
.wmwumw 1 53 29 100 27 171 091
o A ) i ) )
Mm _ 34 34 pis3 14 426 006
Z7| pH . )
o_w_ p 46 233 617 14 319 h19
e ox
a% 1 41 204 527 19 213 .53
L 2x
ol % 2 4% -7E .95 2.1 -1 g 491
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A16Y 74 A N-92, HMW, HCP, 2 rDNA

N-d4 . rDNa
gy HOP@IES
}_ﬂ_ Euﬂ“’_] I ED““’_] b1 Euﬂ“)l Fidd Euﬂ“)l HAEW \Q!}j ng;;iﬂ_\} (g](}‘
%} %) £59) Y {00 e pgmiy
g 301204 30404 2810 1420 50584 81205
ES 15.6605 29520 s . . 4=
o 356505 29520 237:05 11401 20201 34s0s
e 3951 259206 2121 10:08 26732 35201 6=t
i T Gy T N 1 an
A 96202 214204 112201 34201
jo 3951 195201 206201  110:08 256304 35°

AT YW o= BARAL

z
Y #4284 x 10°2 1.0 x 10° pg/mLY

A16Y $A4 A N-@2, HMW, HCP 2 rDNAd Hig 94 AR
p-3# 243

p-#&
N-<2
27
MW HCP DN A
=l o o =9l
I Edd B Edd M L
33 A 6.0039 $1ED S.0014 1.0600 §.0059
57 Ao 00065 478 2.0001 GANES 60011
77 AA 5,0088 {1818 B.050032 G0834 0909 S5110
99 Ad 6.6005 1534 G.0001 [ €.8308 B.06E7 4858

_77_



10-2023-0042125

5

=

=

H

e
[=)

49 YRAA F $4 ety L 5373 89

s} g 23] AT 9
A% VCD (10871 ¢] A X/mL) 23 £.20-0 54
pH )% 2# )2 &% 558-7.1
pCO; o] F 2R X 88 112224
Al 2% AAA (T) 35 3537
A2 &&= AAA (T) 33 32-24
A3 2= AAFA (T) 3 30-32

EH6a

3

pHE 23X ¢ +£0.02 @9 oA Aol

_78_



N

[

291

&
E

ey
&

b

+

AN
Ble= BEB-N

=

[R5
e

B

e

L3
=l

A

2/

2

GL

01

6

~d
R ]

e

@
A

7L

~
[

et

R

w2

-

)

‘T Bl BR-N

o
it

‘
%

Tk= EB-N

-~

o,

5

=

Wi

433

Lad
&

e

b
]

o

=)

=23

=)

FAVH ROTI

DAV

(201

o~
)

o
)

2,
—
™
e

H

2.4

9%

i

“d

8%

~1
[

na

i

i
[

PYNEA RETI

327

2554

4y
{

Al
=

~d
B

W ROl

&

@
b

o

ke

~

a2
]

g

w BTl

o

CAVO YN

LA

il
R

o]
[~

e

LwRwe ROT
(B-E[/8d) dd

4

)

~

(N

[

TE

PE

¥l

5N

e
AR

fed

e
R
~

2 b
—
5 o
weoox
N
o
@ X
® &
S
9}
@
& i
e
had
da
& 5
[} ’(‘.‘3
e
©0
&
VI
]
-
- o
e
SN
= f’f
® s
-
-»A N
I
-
i
I )
W &
~! ety
w8
SIS
BoS
o

_79_

o
=

el

=

[

L
k)
B

ki

g%

L Es Bks

=

1=
=

5

10-2023-0042125



g g
P
Y R
o
R
]
ks %)
REAN-
& B

> e
G.: 0
b e
IO
[;,3‘ N
=
[\J _‘;;
-
& -
-

(3]

.
W
LW
= L&
=

ad ]
& ™

(%3
=
)

<

&F

b2
“~d

b
a

b

L

Pt aral Blm BR-N

[
(&

ot

[

v

B

1

BTT

pa
[y
[N

£1Z

7
e
)
ffl
2

b

~d

[§5)
=
W

e
&

w

G

by
Wy

[

91 Bl= BEB-N

W

P

Ry
il

P

it
[

g

5]

it
[
)

el

o
&
v

had

D

W B9T e

i YRV

AV VRE

'S
i,

¥

5D

B

L

BTl

%

¥.1e

Pl
i

[

d

o~

e

i
S

i

e

BSTlk

d

»

§Y N

L
=)

i3

=l

wd

fad

=~

~ed

Byl

F17

214N 35

e

by

[

=~
o0

g

pellr
L ReTl

A

i3

NI

v

143
DY

£

L

i

o

b

38

@8

8%

BITl
N ROTl

(R-Er/3d) dO
(1/8) ¢ BITlr

VY

i

o

o
[N

I8

=

[

A

2,

ol

8¢

L

v'g

¥

-
-l
G

N
by
i

A

v
G

-
on

o

w

w3

“

(%) 2t 2t

5
L

~

(=23
W
i

e

i

.
“a

&

£y

&

o
oy

AR

[

_80_

aGr S ¥af
“BEHIRT

“HHRET

Bar
~HOAGET

TE-RG50%T

FEHRGRT  TE-ROSOET

SL-8HRGST

252

~GRRGRT

) ¥ e BkeE bl

=

1=
=

5

10-2023-0042125



10-2023-0042125

5

=

=

H

e
[=)

fole F2 w9 2

3 378

I,
olo

74 44

=4 54

% VCD (1067 9] A|3E/mL)

pH o]5 A3 A

pCO; 05 AR X

Al &= AAA (T)

A2 £x 4AFA (T)

A3 2= ARA (T)

pVCD, #116¥ %7}, DNA

D5 4% 4%, PVCD, #A16<Y
47}, Qp

AW, DA

A164 9471, Qp, HMW, DNA

DNA, #A113-162 NANA, #A|16<Y

NGNA,

A16Y 971, HMW

A|8-149 NANA, #1169 HCP, A|16¥
DNA, T5_P2120, T5_P3131,
T7_P2120, T7_P3131

A113-169 NANA, A16¥ NGNA,
DNA, T5_P3131, T7_P2122,
T7_P3131,N-92d =¥ V&
IV+V

A

A11-129 & #1169 NANA, #1649
NGNA

N-94d =93 V

A|8Y NANA, #1129 NANA,
A|8-12Y NGNA
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3 AE T5_P2100 ([T5_P2110 TS_P2120 [T5_P2111 ([T5_P2121 |T5_P2122 (T5_P3131 [T5_P3132 [TS_P4142 [T5_NG
[F 551125 6.6 4.6 7.8 14.0 B2.3 17.9 “.5 6.5 1.6 4.2

[F 554526 6.4 .1 6.3 15.1 B1.3 20.0 4.0 6.9 1.6 .1

[F 554529 6.6 1.0 6.7 13.6 B1.8 20.0 42 7.0 1.7 .4

[F IAAV2291 5.9 5.3 10.5 12.6 B3.0 15.5 4.9 6.2 1.7 .5

[F IAAV2516 4.9 5.1 10.6 11.9 B4.5 15.5 5.2 6.2 1.7 .5

[F IAAV2805 [5.1 5.1 10.6 12.6 B3.1 15.4 5.4 0 1.8 1.8

il IAAX7512 W4 4.4 9.5 10.8 B3.1 18.1 5.6 7.7 2.3 4.2

il IAAZ4611 [3.2 3.7 7.2 10.4 B5.1 21.8 4.4 7.0 1.9 5.2

il IAAZ7138 4.6 5.1 9.8 11.8 Bl.6 18.1 5.4 7.5 2.3 3.8

i IAAZ9651 4.0 #.9 9.7 10.8 B3.3 18.5 5.5 7.1 2.4 3.7

i ABA0706 3.2 4.3 7.2 11.8 B2.7 22.9 .4 7.7 2.1 3.7

i IABA2568 4.4 #.4 7.8 11.1 B2.6 21.2 1.6 7.5 2.3 4.1

[F RM1 3.7 .1 10.4 11.4 B6.5 16.3 5.3 6.1 1.4 H.9

[F RM2 3.2 4.0 9.7 11.1 B4.8 18.3 5.5 5.9 2.1 H.4

[F 39 3.2-6.6 “H0-53 6.3-10.6 [11.1-151 [31.3-36.5 [154-200 HKH.O0-55 5.0 -7.0 1.4-2.1 H.1-49
i) 39 3.2-4.6 3.7-5. 72-98 104-11.8 [31.6-35.1 [181-229 H44-56 [10-77 1.9-2.4 B.7-52
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. 126957 130198} 1136470 g, 140041 .. - 149164 | 153245 156467 1507.08
159281
1451.03
g 1334.39 1524.05
#1225.32 1269.57  1301.98 146583 4.
3 % i .n., dals 1491.64 153245 156467 1597.08
1397.00 1451.03
1360.20 L
E 1334.39 p 1433.42 1524.05
1225.32 , :
{12308 126057 130198 } ww@mﬁm s, 100041 PSS 449164 } 1532.25 1586.71
562 61 :
1451.03
1360 .20
F awﬂmo 1433.42 {00 4n 1524.05
7 AMN%.“WN Ammww.mﬂ ‘_moh 98 ‘_mwm.wo WQ»WA.MQ . mm 1408.20 Pm»rf K.mm B84 m‘_muw.mm Ammw.ﬁ»
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IF 551125 B.5 3.5 10.0 10.3 37.3 29.0 1.2 2.1 1.1 1.5 S 0

IF 554526 3.4 3.3 9.0 11.3 35.3 31.0 1.2 2.3 1.4 1.5 0.4 0.0

IF 554529 B.5 2.9 8.0 10.5 35.2 32.6 1.1 2.3 1.5 1.8 0.5 0.0

IF IAAV2291 3.4 4.0 15.1 7.1 39.1 24.3 1.5 2.2 0.9 1.5 0.8 0.0

IF IAAV2516 2.7 3.9 18.0 2 40.3 21.5 1.9 2.2 0.8 1.5 0.9 0.0

IF IAAV2805 2.8 4.2 18.6 5.4 39.9 20.8 1.9 2.3 0.7 14 0.9 0.0

\ IAAX7512 3.5 3.6 112 .0 37.7 27.2 2.0 3.4 1.6 2.6 1.0 0.1

U IAAZ4611 2.1 2.7 8.2 5.3 35.9 33.8 1.4 2.7 1.8 W.7 1.1 0.2

I\ IAAZT7138 K.0 4.9 13.9 0.6 36.5 23.5 2.2 3.3 1.6 2.3 1.2 0.1

i} IAAZ9651 3.4 4.9 14.1 0.6 37.0 23.2 2.2 3.1 1.5 2.7 13 0.1

U IABAO706 2.5 3.8 10.1 .3 36.4 30.2 1.7 3.1 2.0 2.8 1.0 0.1

U IABA2568 H.0 5.0 12.4 7.1 34.2 25.9 1.9 3.1 1.8 3.1 1.4 0.1

IF RM1 1.8 2.9 17.8 H.9 42.3 23.4 1.8 2.2 0.6 1.5 8 0.0

IF RM2 1.9 3.0 18.0 H.9 40.4 23.8 1.9 2.6 1.0 1.6 9 0.0

IF e 1.8-35 [29-42 B8.0-186 49-11.3 352-423 [208-326 (1.1-19 P1-26 [06-15 |14-18 [04-09 [0.0-0.0

) e 2.1-40 27-50 82-141 |53-71 [(342-377 [232-338 |14-22 27-34 |15-20 R3-47 [10-14 0.1-02
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SEQUENCE LISTING

<110>

<120>

<130>

<150>

<151>

<160>

<170>

<210>

<211>

<212>

<213>

Bristol-Myers Squibb Company

MANUFACTURING PROCESS FOR PROTEIN
3338.188PC01

US 63/066,122

2020-08-14

11

PatentIn version 3.5

1

124

PRT

Artificial Sequence

_91_
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<220><223> C(CTLA4 Extracellular

<400> 1
Met His Val Ala Gln
1 5

Ala Ser Phe Val Cys

20
Arg Val Thr Val Leu
35
Ala Ala Thr Tyr Met
50
Ile Cys Thr Gly Thr
65

Gly Leu Arg Ala Met

85

Met Tyr Pro Pro Pro
100
Tyr Val Ile Asp Pro
115

<210> 2
<211> 383
<212> PRT

<213>

<220><223> C(CTLA4-Ig amino acid

<400> 2
Met Gly Val Leu Leu

1 5

Leu Leu Phe Pro Ser

20

Domain
Pro Ala Val Val Leu
10
Glu Tyr Ala Ser Pro
25
Arg Gln Ala Asp Ser
40
Met Gly Asn Glu Leu
55
Ser Ser Gly Asn Gln
70

Asp Thr Gly Leu Tyr

Tyr Tyr Leu

Glu Pro Cys Pro Asp

120

Artificial Sequence

Thr Gln Arg Thr Leu

10

Met Ala Ser Met Ala

25

Ala Ser

Gly Lys

Gln Val

Thr Phe

60
Val Asn
75

Ile Cys

Gly Asn

Ser Asp

sequence

Leu Ser

Met His

Ala Val Val Leu Ala Ser Ser Arg Gly Ile Ala Ser

35

40

Tyr Ala Ser Pro Gly Lys Ala Thr Glu Val Arg Val

50

55

60

ZIHSdl 10-2023-0042125

Ser Arg Gly Ile
15

Ala Thr Glu Val

30

Thr Glu Val Cys
45

Leu Asp Asp Ser

Leu Thr

Lys Val Glu Leu

Gly Thr

110

Leu Val Leu Ala

15

Val Ala Gln Pro

30
Phe Val Cys Glu
45

Thr Val Leu Arg

_92_



Gln Ala Asp Ser

65

Gly Asn Glu Leu

Ser

Thr

Tyr

Pro

145

Thr

Phe

Pro

Val

Thr

225

Val

Cys

Ser

Pro

Val

Gly

Gly

Leu

130

Cys

Ser

Leu

Lys

210

Lys

Leu

Lys

Lys

Ser
290

Lys

Asn Gln

100
Leu Tyr
115

Gly Ile

Pro Asp

Pro Pro

Phe Pro

180

Val Thr

195

Phe Asn

Pro Arg

Thr Val

Val Ser
260

Ala Lys
275

Arg Asp

Gly Phe

Gln

Thr
85

Val

Ser

Ser

165

Pro

Cys

Trp

Leu
245

Asn

Glu

Tyr

Val Thr

70

Phe Leu

Asn Leu

Cys Lys

Asn Gly

135

Asp Gln

150

Pro Ala

Lys Pro

Val Val

Tyr Val

215

His Gln

Lys Ala

Gln Pro

Leu Thr
295

Pro Ser

Glu Val Cys

Asp Asp Ser
90
Thr Ile Gln
105
Val Glu Leu
120

Thr Gln Ile

Glu Pro Lys

Pro Glu Leu

170

Lys Asp Thr
185

Val Asp Val

200

Asp Gly Val

Tyr Asn Ser

Asp Trp Leu
250
Leu Pro Ala

265

Arg Glu Pro
280

Lys Asn Gln

Asp Ile Ala

Ala

75

Ile

Gly

Met

Tyr

Ser

155

Leu

Leu

Ser

Thr
235

Asn

Pro

Val

Val

Ala

Cys

Leu

Tyr

Val

140

Ser

Met

His

Val

220

Tyr

Val

Ser
300

Glu

Thr Tyr

Thr Gly

Arg Ala

110
Pro Pro
125

Ile Asp

Asp Lys

Gly Ser

Ile Ser

190

Glu Asp

205

His Asn

Arg Val

Lys Glu

Glu Lys

270

Tyr Thr
285

Leu Thr

Trp Glu

_93_

Met

Thr

95

Met

Pro

Pro

Thr

Ser

175

Arg

Pro

Val

Tyr

255

Thr

Leu

Cys

Ser

Met

80

Ser

Asp

Tyr

His
160

Val

Thr

Lys

Ser

240

Lys

Pro

Leu

Asn

ZIHSd 10-2023-0042125



305 310
Gly Gln Pro Glu Asn Asn Tyr

325

Asp Gly Ser Phe Phe Leu Tyr
340
Trp Gln Gln Gly Asn Val Phe
355
His Asn His Tyr Thr Gln Lys
370 375
<210> 3
<211> 359
<212> PRT

<213> Artificial Sequence

<220><223> amino acids 25-383 of SEQ ID NO:

<400> 3

Met Ala Met His Val Ala Gln
1 5
Gly Ile Ala Ser Phe Val Cys
20
Glu Val Arg Val Thr Val Leu
35
Val Cys Ala Ala Thr Tyr Met

50 55

Asp Ser Ile Cys Thr Gly Thr
65 70
Ile Gln Gly Leu Arg Ala Met
85
Glu Leu Met Tyr Pro Pro Pro
100
GIn Ile Tyr Val Ile Asp Pro

115

315
Lys Thr Thr Pro

330

Ser Lys Leu Thr
345

Ser Cys Ser Val

360

Ser Leu Ser Leu

Pro Ala Val Val
10
Glu Tyr Ala Ser
25
Arg Gln Ala Asp
40

Met Gly Asn Glu

Ser Ser Gly Asn
75
Asp Thr Gly Leu
90
Tyr Tyr Leu Gly
105
Glu Pro Cys Pro

120

Pro

Val

Met

Ser

380

Leu

Pro

Ser

Leu

60

Tyr

Asp

320
Val Leu Asp Ser

335

Asp Lys Ser Arg
350

His Glu Ala Leu

365

Pro Gly Lys

Ala Ser Ser Arg
15
Gly Lys Ala Thr
30
GIn Val Thr Glu
45

Thr Phe Leu Asp

Val Asn Leu Thr
80
Ile Cys Lys Val
95
Gly Asn Gly Thr
110
Ser Asp Gln Glu

125

_94_
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Pro Lys Ser
130

Glu Leu Leu

145

Asp Thr Leu

Asp Val Ser

Gly Val Glu
195
Asn Ser Thr
210
Trp Leu Asn
225

Pro Ala Pro

Glu Pro Gln

Asn Gln Val

275

Ile Ala Val
290

Thr Thr Pro

305

Lys Leu Thr

Cys Ser Val

Leu Ser Leu
355
<210> 4

<211> 358

Ser

Met

His

180

Val

Tyr

Val
260

Ser

Pro

Val

Met

340

Ser

Asp

Gly

His

Arg

Lys

245

Tyr

Leu

Trp

Val

Asp
325

His

Pro

Lys Thr

135
Ser Ser
150

Ser Arg

Asp Pro

Asn Ala

Val Val

215

Glu Tyr

230

Lys Thr

Thr Leu

Thr Cys

Glu Ser

295

Leu Asp

310

Lys Ser

Glu Ala

Gly Lys

His Thr

Val Phe

Thr Pro

185

Lys Thr
200

Ser Val

Lys Cys

Ile Ser

Pro Pro

265
Leu Val
280

Asn Gly

Ser Asp

Arg Trp

Leu His

345

Ser

Leu

170

Lys

Lys

Leu

Lys

Lys

250

Ser

Lys

Pro

Phe

155

Val

Phe

Pro

Thr

Val

235

Arg

Pro

Ser

315

Pro Ser Pro Ala Pro

140

Pro Pro Lys

Thr Cys Val

Asn Trp Tyr

190

Arg Glu Glu
205

Val Leu His

220

Ser Asn Lys

Lys Gly Gln

Asp Glu Leu
270
Phe Tyr Pro
285
Glu Asn Asn
300

Phe Phe Leu

Gln Gln Gly Asn Val

330

Pro

Val

175

Val

Pro

255

Thr

Ser

Tyr

Tyr

Phe

335

Asn His Tyr Thr Gln Lys

350

_95_

Lys
160

Val

Asp

Tyr

Asp

Leu

240

Arg

Lys

Asp

Lys

Ser

320

Ser

Ser
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<212> PRT

<213> Artificial Sequence

<220><223> Amino Acids 26-383 of SEQ ID NO:2
<400> 4

Ala Met His Val Ala Gln Pro Ala Val Val Leu Ala Ser Ser Arg Gly

1 5 10 15
Ile Ala Ser Phe Val Cys Glu Tyr Ala Ser Pro Gly Lys Ala Thr Glu
20 25 30
Val Arg Val Thr Val Leu Arg Gln Ala Asp Ser Gln Val Thr Glu Val
35 40 45
Cys Ala Ala Thr Tyr Met Met Gly Asn Glu Leu Thr Phe Leu Asp Asp
50 55 60

Ser Ile Cys Thr Gly Thr Ser Ser Gly Asn GIn Val Asn Leu Thr Ile

65 70 75 80
Gln Gly Leu Arg Ala Met Asp Thr Gly Leu Tyr Ile Cys Lys Val Glu
85 90 95
Leu Met Tyr Pro Pro Pro Tyr Tyr Leu Gly Ile Gly Asn Gly Thr Gln
100 105 110
Ile Tyr Val Ile Asp Pro Glu Pro Cys Pro Asp Ser Asp Gln Glu Pro
115 120 125

Lys Ser Ser Asp Lys Thr His Thr Ser Pro Pro Ser Pro Ala Pro Glu

130 135 140
Leu Leu Gly Gly Ser Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp
145 150 155 160
Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp
165 170 175
Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly
180 185 190

Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn

195 200 205

Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp
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210 215

Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser

225 230

235

Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys

245

250

Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Asp

260

265

Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe

275

280

Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu

290 295

Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe

305 310

315

220

Asn Lys Ala Leu

Gly Gln Pro Arg
255

Glu Leu Thr Lys

270
Tyr Pro Ser Asp
285
Asn Asn Tyr Lys
300

Phe Leu Tyr Ser

Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser

325

330

Ser Val Met His Glu Ala Leu His Asn His Tyr

340
Ser Leu Ser Pro Gly Lys
355
<210> 5
<211> 357
<212> PRT

<213> Artificial Sequence

345

335
Thr Gln Lys Ser

350

<220><223> Amino Acids 27-383 of SEQ ID NO:2

<400> 5

Pro
240

Glu

Asn

Thr

Lys

320

Cys

Leu

Met His Val Ala Gln Pro Ala Val Val Leu Ala Ser Ser Arg Gly Ile

1 5

10

15

Ala Ser Phe Val Cys Glu Tyr Ala Ser Pro Gly Lys Ala Thr Glu Val

20

25

30

Arg Val Thr Val Leu Arg Gln Ala Asp Ser Gln Val Thr Glu Val Cys

35

40

45

Ala Ala Thr Tyr Met Met Gly Asn Glu Leu Thr Phe Leu Asp Asp Ser

_97_
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Met

Tyr

Ser

Leu

145

Leu

Ser

Thr

Asn
225

Pro

Val

Val

50

Cys

Leu

Tyr

Val

Ser

130

Met

His

Val

Tyr

210

Val

Ser

Thr Gly

Arg Ala

Pro Pro

100
Ile Asp
115

Asp Lys

Ile Ser

Glu Asp

180
His Asn
195

Arg Val

Lys Glu

Glu Lys

Tyr Thr

260

Leu Thr

275

Thr

Met

85

Pro

Pro

Thr

Ser

Arg
165

Pro

Val

Tyr

Thr

245

Leu

Cys

Glu Trp Glu Ser

290

Ser
70

Asp

Tyr

His

Val

150

Thr

Lys

Ser

Lys

230

Pro

Leu

Asn

55

Ser

Thr

Tyr

Pro

Thr

135

Phe

Pro

Val

Thr

Val

215

Cys

Ser

Pro

Val

60

Gly Asn Gln Val Asn

Gly

Leu

Cys

120

Ser

Leu

Lys

Lys

200

Leu

Lys

Lys

Ser

Lys

280

Leu

Gly

105

Pro

Pro

Phe

Val

Phe

185

Pro

Thr

Val

Arg
265

Gly

75

Tyr Ile Cys

90

Ile Gly Asn

Asp Ser Asp

Pro Ser Pro
140

Pro Pro Lys

155
Thr Cys Val
170

Asn Trp Tyr

Arg Glu Glu

Val Leu His

220
Ser Asn Lys
235
Lys Gly Gln
250

Asp Glu Leu

Phe Tyr Pro

Gly Gln Pro Glu Asn Asn

295

300

Leu

Lys

Gly

Pro

Val

Val

Pro

Thr

Ser

285

Tyr

Thr Ile

Val Glu

95
Thr Gln
110

Glu Pro

Pro Glu

Lys Asp

Val Asp

175
Asp Gly
190

Tyr Asn

Asp Trp

Leu Pro

Arg Glu

255
Lys Asn
270

Asp Ile

Lys Thr
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80

Leu

Lys

Leu

Thr

160

Val

Val

Ser

Leu

240

Pro

Gln

Thr
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Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu

305

310

315

320

Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser

330

335

Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser

340

Leu Ser Pro Gly Lys

355
<210> 6
<211> 358

<212> PRT

345

<213> Artificial Sequence

<220><223> Amino Acids 25-382 of SEQ ID NO:2

<400> 6

350

Met Ala Met His Val Ala Gln Pro Ala Val Val Leu Ala Ser Ser Arg

1
Gly Ile Ala Ser
20

Glu Val Arg Val

35

Phe Val Cys Glu Tyr

25

Thr Val Leu Arg Gln

40

10

Ala Ser Pro Gly

Ala Asp Ser Gln

45

Val Cys Ala Ala Thr Tyr Met Met Gly Asn Glu Leu Thr

50
Asp Ser Ile Cys

65

55

Thr Gly Thr Ser Ser

70

Ile Gln Gly Leu Arg Ala Met Asp Thr

Glu Leu Met Tyr

100

Gln Ile Tyr Val
115

Pro Lys Ser Ser

130

Pro Pro Pro Tyr Tyr

105

Ile Asp Pro Glu Pro

120

Asp Lys Thr His Thr

135

60
Gly Asn Gln Val
75
Gly Leu Tyr Ile
90

Leu Gly Ile Gly

Cys Pro Asp Ser
125
Ser Pro Pro Ser

140

15
Lys Ala Thr
30

Val Thr Glu

Phe Leu Asp

Asn Leu Thr

80

Cys Lys Val
95

Asn Gly Thr

110

Asp Gln Glu

Pro Ala Pro

_99_
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Glu Leu Leu Gly Gly Ser Ser Val

145

Asp Thr Leu

Asp Val Ser

Gly Val Glu

195

Asn Ser Thr
210

Trp Leu Asn

225

Pro Ala Pro

Glu Pro Gln

Asn Gln Val
275

Ile Ala Val

290
Thr Thr Pro
305

Lys Leu Thr

Cys Ser Val

Leu Ser Leu

355

<210> 7
<211> 357

<212> PRT

Met

His
180

Val

Tyr

Val
260

Ser

Pro

Val

Met

340

Ser

165

His

Arg

Lys

245

Tyr

Leu

Trp

Val

Asp

325

His

Pro

150

Ser Arg Thr

Phe

Pro

Leu

Glu

170

Asp Pro Glu Val Lys

Asn Ala Lys

200
Val Val Ser
215

Glu Tyr Lys

230

Lys Thr Ile

Thr Leu Pro

Thr Cys Leu
280

Ser

295
Leu Asp Ser
310
Ser

Lys Arg

Glu Ala Leu

Gly

185

Thr

Val

Cys

Ser

Pro

265

Val

Asp

Trp

His

345

Lys

Leu

Lys

Lys
250

Ser

Lys

Asn Gly Gln

330

Asn

Phe
155

Val

Phe

Pro

Thr

Val

235

Arg

Gly

Pro

Ser
315

Gln

Pro Pro Lys

Thr Cys Val

Asn Trp Tyr
190
Arg Glu Glu
205
Val Leu His
220

Ser Asn Lys

Lys Gly Gln

Asp Glu Leu

270

Phe Tyr Pro
285

Glu Asn Asn

300

Phe Phe Leu

Gly Asn Val

Pro

Val

175

Val

Pro

255

Thr

Ser

Tyr

Tyr

Phe

335

His Tyr Thr Gln Lys

350

- 100 -

Lys
160

Val

Asp

Tyr

Asp

Leu

240

Arg

Lys

Asp

Lys

Ser
320

Ser

Ser
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<213> Artificial Sequence

<220><223> Amino Acids 26-382 of SEQ ID NO:2

<400> 7

Ala Met His Val Ala Gln Pro Ala Val Val Leu Ala Ser Ser Arg Gly

1 5 10 15

Ile Ala Ser Phe Val Cys Glu Tyr Ala Ser Pro Gly Lys Ala Thr Glu
20 25 30

Val Arg Val Thr Val Leu Arg Gln Ala Asp Ser Gln Val Thr Glu Val

35 40 45

Cys Ala Ala Thr Tyr Met Met Gly Asn Glu Leu Thr Phe Leu Asp Asp
50 55 60
Ser Ile Cys Thr Gly Thr Ser Ser Gly Asn GIn Val Asn Leu Thr Ile
65 70 75 80
Gln Gly Leu Arg Ala Met Asp Thr Gly Leu Tyr Ile Cys Lys Val Glu
85 90 95
Leu Met Tyr Pro Pro Pro Tyr Tyr Leu Gly Ile Gly Asn Gly Thr Gln

100 105 110

Ile Tyr Val Ile Asp Pro Glu Pro Cys Pro Asp Ser Asp Gln Glu Pro
115 120 125
Lys Ser Ser Asp Lys Thr His Thr Ser Pro Pro Ser Pro Ala Pro Glu
130 135 140
Leu Leu Gly Gly Ser Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp
145 150 155 160
Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp

165 170 175

Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly
180 185 190
Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn
195 200 205
Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp
210 215 220

Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro

- 101 -



225 230

235

240

Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu

245 250

255

Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn

260 265

270

Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser

275 280
Ala Val Glu Trp Glu Ser Asn Gly Gln Pro

290 295

Thr Pro Pro Val Leu Asp Ser Asp Gly Ser
305 310
Leu Thr Val Asp Lys Ser Arg Trp Gln Gln
325 330
Ser Val Met His Glu Ala Leu His Asn His
340 345
Ser Leu Ser Pro Gly
355
<210> 8
<211> 356
<212> PRT

<213> Artificial Sequence

<220

><223> Amino acids 27-382 of SEQ ID NO:

<400> 8
Met His Val Ala Gln Pro Ala Val Val Leu
1 5 10
Ala Ser Phe Val Cys Glu Tyr Ala Ser Pro
20 25
Arg Val Thr Val Leu Arg Gln Ala Asp Ser
35 40

Ala Ala Thr Tyr Met Met Gly Asn Glu Leu

50 55

285

Glu Asn Asn Tyr

300

Phe Phe Leu Tyr

315

Gly Asn Val Phe

Tyr Thr Gln Lys

350

Asp Ile

Lys Thr

Ser Lys

320
Ser Cys
335

Ser Leu

Ala Ser Ser Arg Gly Ile

15

Gly Lys Ala Thr Glu Val

30

GIn Val Thr Glu Val Cys

45

Thr Phe Leu Asp Asp Ser

60

- 102 -
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Ile

65

Gly

Met

Tyr

Ser

Leu

145

Leu

Ser

Thr

Asn

225

Pro

Val

Val

Pro

Cys

Leu

Tyr

Val

Ser

130

Met

His

Val

Tyr

210

Val

Ser

Thr Gly

Arg Ala

Pro Pro

100

Ile Asp

115

Asp Lys

Gly Ser

Ile Ser

Glu Asp

180
His Asn
195

Arg Val

Lys Glu

Glu Lys

Tyr Thr
260
Leu Thr

275

Thr

Met

85

Pro

Pro

Thr

Ser

Arg

165

Pro

Val

Tyr

Thr

245

Leu

Cys

Glu Trp Glu Ser

290

Pro Val Leu Asp

Ser
70

Asp

Tyr

His

Val

150

Thr

Lys

Ser

Lys

230

Pro

Leu

Asn

Ser

Thr

Tyr

Pro

Thr

135

Phe

Pro

Val

Thr

Val

215

Cys

Ser

Pro

Val

Gly

Gly

Leu

Cys

120

Ser

Leu

Lys

Lys

200

Leu

Lys

Lys

Ser

Lys

280

Asn

Leu

Gly

105

Pro

Pro

Phe

Val

Phe

185

Pro

Thr

Val

Arg

265

Gly Gln Pro

295

Ser Asp Gly Ser

Gln Val Asn Leu Thr

Tyr

90

Asp

Pro

Pro

Thr

170

Asn

Arg

Val

Ser

Lys

250

Asp

Phe

Glu

Phe

75

Ile Cys

Gly Asn

Ser Asp

Ser Pro

140
Pro Lys
155

Cys Val

Trp Tyr

Leu His

220
Asn Lys
235

Gly Gln

Glu Leu

Tyr Pro

Asn Asn

300

Phe Leu

Lys Val

Gly Thr

110

Gln Glu

125

Ala Pro

Pro Lys

Val Val

Val Asp

190

Gln Tyr

Gln Asp

Ala Leu

Pro Arg

Thr Lys

270
Ser Asp
285

Tyr Lys

Tyr Ser

- 103 -

Pro

Asp

Asp

175

Gly

Asn

Trp

Pro

Glu

255

Asn

Thr

Lys

Lys

Leu

Thr

160

Val

Val

Ser

Leu

240

Pro

Gln

Thr

Leu
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SIEdl

305 310 315 320
Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser
325 330 335
Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser
340 345 350
Leu Ser Pro Gly
355
<210> 9
<211> 26
<212> PRT
<213> Artificial Sequence
<220><223> TH
<400> 9

Leu Thr Phe Leu Asp Asp Ser Ile Cys Thr Gly Thr Ser Ser Gly Asn

1 5 10 15
GIn Val Asn Leu Thr Ile Gln Gly Leu Arg
20 25
<210> 10
<211> 35
<212> PRT
<213> Artificial Sequence
<220><223> T7
<400> 10
Val Glu Leu Met Tyr Pro Pro Pro Tyr Tyr Glu Gly Ile Gly Asn Gly
1 5 10 15
Thr Gln Ile Tyr Val Ile Asp Pro Glu Pro Cys Pro Asp Ser Asp Gln

20 25 30

Glu Pro Lys
35
<210> 11
<211> 9
<212> PRT

<213> Artificial Sequence

- 104 -
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<220><223> T14
<400> 11
Glu Glu Gln Tyr Asn Ser Thr Tyr Arg

1 5
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