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[Fig. 5]
Wild type IL-2 form of GI101
Wild type IL-2 form of mGI101 mCD80 | Fe hiL-2
Wild type IL-2 form of GI101C2 | = hiL-2
Reverse form of GI101 hL-2M | Fc hCD80
Linker form of GI101 hCD80 linker hiL-2M
[Fig. 6]
SDS-PAGE
R M NR
kDa
190 - =
115-
80 - . —
70 - —
30 -
25-
15-
10 -




4/63

[Fig. 7]
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[Fig. 9]

[Fig. 10]
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[Fig. 11]
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[Fig. 13]
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[Fig. 15]
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[Fig. 17]
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[Fig. 19]
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[Fig. 21]
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[Fig. 22]
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[Fig. 23]
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[Fig. 24]
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[Fig. 25]
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[Fig. 26]
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[Fig. 29]
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[Fig. 31]
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[Fig. 33]
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[Fig. 34]
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[Fig. 35]
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[Fig. 36]
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[Fig. 37]

+ #02
£d¥xod
802
uo pajes
802
%00 %558 e % IS %6l | ¢
ueeidyoes (LM 2T (rired) (24-08004) (L9az1rat0saoy)  (Az1ro4-08@0y) sninwys oN
WYL upynz|oid o Loio LO-104-19D 209 LOL-19

(uyBrl 1) Apoqiue ¢ao-nuy



26/63

[Fig. 38]
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[Fig. 39]
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[Fig. 40]
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[Fig. 42]
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[Fig. 43]
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[Fig. 45]
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[Fig. 46]
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[Fig. 47]

2000+ -- NC, higG4 (4 mpk)
mGI-101 (1 mpk)
-4~ mGI-101 (4 mpk)
aPD-1 (5 mpk)
- mGI-101 + aPD-1 (4 + S mpk)

- -
(=] o
o o
T T

500+

Tumor volume (mm?)

0l 1 1 | | 1
1 3 S 7 9 11

Time after administration (days)

[Fig. 48]
Tumor Growth Inhibition
8- M <30%
M <50%
B <80%

Number of mouse
B >

N
N

o
L

NC mGI-101 mGI-101 aPD-1 mGI-101
(1mpk) (4mpk) (5mpk) +aPD-1



34/63

[Fig. 49]
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[Fig. 51]
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[Fig. 52]
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[Fig. 53]
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[Fig. 54]
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[Fig. 55]
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[Fig. 56]
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[Fig. 57]
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[Fig. 58]
LLC2
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[Fig. 59]

IFN-gamma expressing T cell was increased after GI-101 treatment

But, not increased regulatory T cell population in tumor
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[Fig. 60]

M1 macrophage was increased after Gi-101 treatment (LLC2)

M1/M2 ratio (normal lzed)
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[Fig. 61]
Dendritic cell population and antigen presentation effects were
Increased after GI-101 treatment (LLC2)
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[Fig. 62]
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[Fig. 64]
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[Fig. 65]
Tumor Growth Inhibition
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[Fig. 66]
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[Fig. 67]
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[Fig. 68]
Body weight (kg)
Sex: Male 0 3 10
mg/kg/day mg'kg/day mg'kg/day
Day(s) Relative to Start Date
- Mean 239 2.52 234
SD. 0.10 0.31 0.16
N 3 3 3
1 Mean 244 252 229
SD. 007 0.31 0.16
N 3 3 3
8 Mean 241 251 221
SD. 0.12 0.34 0.08
N 3 3 3
15 Mean 240 253 226
SD. 0.12 0.34 0.11
N 3 3 3

Statistical Test: Generalised Anova/Ancova Test  Transformation: [dentity (No Transformation)
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[Fig. 69]

£ £ £ t £ £ £ £ £ £ £ £ £ £ £ N

0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 'as

0O  00L  0OL  0OL  OOL  0OL  QOL OO  QOL  0OL OO O0OL  0OL 00 004 uesjy

00 00L 0OL  0OL O0OL Q0L OOL  OOL 0OL  OOL OO 0OL  0OL Q0L  O0) £ONErD

00L 00L  00L OO 0OL  QOL  QOL  OOL 0OL  OOL OO OOL  0OL QO  OOL ZONErD  AepByfu

00l 00L 11]8 001 00l 00l 001 00l 00L 00l 001 00l 11]8 001 00l LOMErD 0l

£ £ £ £ £ £ £ £ £ £ £ £ £ £ £ N

0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 'as

0OL  00L  0OL 00 0OL  0OL Q0L 0O 0OL  0OL  OOL  0OL  0OL Q0L OOL uesjy

00L 00L 0OL OOL OO 0OL  OOL  OOL Q0OL  OOL OO OOL  0OL QO  OOL £0NZr

11]8 001 [14]8 00l 1] 14]8 0oL [11]8 001 11]8 001 ot 14]8 001 [11]8 20MZrD  Aep/bybw

00l 00L 0oL 001 00l 0oL 001 001 001 00l 001 1] 00l 001 [11]8 LOWZrD g

€ £ £ £ £ £ € € £ £ £ 3 £ € £ N

0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 'as

0OL  00L  0OL 00  0OL  0OL  QOL 0O 0OL  OOL  OOL  OOL  0OL Q0L OOL uesjy

0oL 001 [14]8 001 oot 1] 001 001 0oL 4] 001 1] 0oL 001 11]3 gonErd

1]8 i [14]} 00l 1] 11]8 001 001 ool 0ol 00l 1] 14]8 001 0oL 20MLr)  Aepbybuw

0OL  00L 0OL  OOL OOL OOL OOL OO QOL OOL OOL OOL OO OO OOL LOWLFD 0

¥l £l 4! 3 0l 6 8 1 9 G 7 £ [4 } - "o dnaugy
feg [ewiy

(kep/B) pun e X9

uogdwnsuca pood € 3qe)

skayuojy snBjowouAD U 101419 Jo ApmS Ao 50 SNOUANRAU] XIIMT Y



51/63

[Fig. 70]
Sex: Male 0 5 10
mg/kg/day mg/ka/day ma'kg/day
Day(s) Relative to Start Date
%Retc. 2 Mean 0.75 140 0.93
(%) SD. 0.07 052 0.30
N 3 3 3
15 Mean 167 310 & 34 a4
S.D. 061 0.55 0.32
N 3 3 3
#Retic 2 Mean 440 819 55.1
(10:91) SD. 70 284 197
N 3 3 3
15 Mean 915 1716 a* 1615 4
SD. 336 323 17.2
N 3 3 3
PLT -2 Mean 404 380 380
(1043L) sD. 25 %0 28
N 3 3 3
15 Mean 501 522 601
sSD. 29 135 85
N 3 3 3
[Fig. 71]
Sex: Male 0 5 10
mg'kg/day mg/kg/day mg/kg/day
Day{s) Relative to Start Date
WBC -2 Mean 10.59 8.18 829
(10731L) SD. 1863 143 21
N 3 3 3
15 Mean 8.09 1208 16.52
S.D. 025 0.74 6.81
N 3 3 3
%Neut 2 Mean 381 231 236
(%) SD. 232 32 13.1
N 3 3 3
15 Mean 359 145 224
SD. 143 21 142
N 3 3 3
%Lymph 2 Mean 51.7 716 69.8
(%) sD. 1.7 28 137
N 3 3 3
15 Mean 596 81.2 69.5
SD. 131 14 150
N 3 3 3
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[Fig. 72]
Sex: Male 0 5 10
ma'kg/day mg'kg/day ma/kglday
Day(s) Relative to Start Date
#Neut 2 Mean 424 1.88 1.77
(103L) sD. 3.09 022 052
N 3 3 3
15 Mean 293 1.76 in
sD. 126 0.35 063
N 3 3 3
#Lymph 2 Mean 592 587 598
(1043/uL) S0. 1.78 1.24 254
N 3 3 3
15 Mean 480 9.80 1205
SD. 0.94 048 647
N 3 3 3
#Mono -2 Mean 0.36 0.37 045
(1043/uL) sD. 0.10 0.09 0.08
N 3 3 3
15 Mean 0.32 033 0.77 a*
sD. 0.1 0.0 0.26
N 3 3 3
[Fig. 73]
Sex: Male 0 5 10
mg'kg/day mg/kg/day mag'kg/day
Day({s) Relative to Start Date
AST 2 Mean 36 45 30
(un) SD. 19 21 7
N 3 3 3
15 Mean 24 u 33
SD. 5 5 8
N 3 3 3
ALT 2 Mean 58 72 34
(un) SD. 51 71 8
N 3 3 3
15 Mean 3 52 36
SD. 6 44 5
N 3 3 3
ALP 2 Mean 1511 1658 1972
(un) SD. 542 258 357
N 3 3 5
15 Mean 1395 1444 1565
SD. 365 35 235
N 3 3 3
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[Fig. 74]
Sex: Male 0 5 10
mg/kg/day mgkg/day mglkg/day
Day(s) Relative to Start Date
LD 2 Mean 255 289 292
(un) SD. 6 57 47
N 3 3 3
15 Mean 236 304 31 dda
$S.D. 15 A7 38
N 3 3 3
CK -2 Mean 132 140 182
(un) SD. 23 4 61
N 3 3 3
15 Mean 120 128 140
S.D. k]| 19 23
N 3 3 3
GLU 2 Mean 98 N 112
(mgdL) SD. 17 4 15
N 3 3 3
15 Mean 87 88 104
5.0 9 17 5
N 3 3 3
[Fig. 75]
Sex: Male 0 5 10
mg'kg/day mg/kg/day mg/kg/day
Day(s) Relative to Start Date
BIL 2 Mean 0.10 0.15 4t 0.10
(mgfdL) SD. 0.02 0.03 0.01
N 3 3 3
15 Mean 0.1 0.15 0.10
SD. 0.04 0.03 0.03
N 3 3 3
UN -2 Mean 19.1 154 18.8
{mg/dL) sD. 12 23 45
N 3 3 3
15 Mean 16.2 139 142
sD. 56 0.7 24
N 3 3 3
CRE -2 Mean 0.73 069 0.73
(mg/dL) S.D. 0.07 017 0.10
N 3 3 3
15 Mean 0.72 066 0.65
sD. 0.06 0.13 0.11
N 3 3 3
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[Fig. 76]
Sex: Male 0 5 10
mo/kglday mg/kg/day mg’kg/day
Day(s) Relative to Start Date

CHO 2 Mean 109 162 147
(mg/dL) s.D. 23 99 47
N 3 3 3

15 Mean 108 159 143

SD. 24 &5 3

N 3 3 3

TG 2 Mean 4 21 40
(mg/dL) SD. 24 12 2
N 3 3 3

15 Mean 35 29 3

SD. 2 14 14

N 3 3 3

PL -2 Mean 180 236 220
(mg/dL) sD. 48 43 65
N 3 3 3

15 Mean 164 216 195

s.D. K] 52 40

N 3 3 3

[Fig. 77]
Sex: Male 0 5 10
ma/kglday mgkg/day ma'kg/day
Day{s) Relative to Start Date

IP 2 Mean 5.16 5.14 5.00
(mg/dL) SD. 1.16 0.91 0.90
N 3 3 3
15 Mean 552 594 566
S.D. 0.61 0.61 0.94
N 3 3 3
CA -2 Mean 963 982 979
(magfdL) S.D. 0.59 055 0.19
N 3 3 3

15 Mean 945 948 931
SD. 057 025 0.03
N 3 3 3
NA 2 Mean 1528 1545 1539
(mEqlL) SD. 24 42 25
N 3 3 3
15 Mean 151.8 1535 1534
S.D. 33 20 33
N 3 3 3
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[Fig. 78]
Sex: Male 0 5 10
mg'kg/day mg/kg/day maglkg/day
Day{s) Relative to Start Date
K 2 Mean 428 417 390
(mEg/L} SD. 069 029 040
N 3 3 3
15 Mean 399 409 3.85
SD. 0.50 0.18 0.14
N 3 3 3
CL 2 Mean 123 1111 107
(mEglL) SD. 22 39 26
N 3 3 3
15 Mean 115 1096 110.2
SD. 07 37 28
N 3 3 3
TP -2 Mean 7.20 7.36 753
(g/dLl) SD. 0.59 042 0.22
N 3 3 3
15 Mean 6.99 1.22 7.30
SD. 0.62 037 0.11
N 3 3 3
[Fig. 79]
Sex: Male 0 5 10
mg/kg/day mg/kg/day mg/kg/day
Day(s) Relative to Start Date
ALB -2 Mean 418 411 414
(g/dl) SD. 0.34 045 0.19
N 3 3 3
15 Mean 409 398 388
SD. 0.36 047 0.17
N 3 3 3
AlG 2 Mean 139 127 122
sSD. 0.06 0.19 0.04
N 3 3 3
15 Mean 141 124 1.13
SD. 0.04 022 007
N 3 3 3
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[Fig. 80]
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[Fig. 81]
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[Fig. 82]
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[Fig. 83]
Sex: Male
Lymphocytes Absolute count (10A3/uL)
Animal (10*31uL) T cell CD4 T cell CDB T cell Regulatory T cell NK cell
Group No. Pre D15 Pre D15 Pre D15 Pre D15 Pre D15 Pra D15
0 cJim0l 740 5.60 304 298 207 184 1.12 0.76 0.10 0.09 284 208
mghg/day CJIM0Z 642 5.03 446 278 1.75 0% 229 153 0.05 0.04 117 1.53
CJIMO3 384 n 2.18 1.95 1.08 084 0.89 093 0.05 0.06 125 1.34
Mean 592 480 343 257 1.63 121 143 1.07 0.07 0.06 1.75 165
SD. 1.78 0.94 1.15 0.55 0.51 055 0.75 0.40 0.03 0.03 094 0.38
N 3 3 3 3 3 3 3 3 3 3 3 3
5 ch2mo1 50 9.42 314 5.62 1.25 161 161 333 0.05 0.19 130 279
mghkg/day CJ2MO2 729 1034 384 537 1.65 2M 181 265 0.06 017 198 356
CJ2MO3 532 9.63 325 5.11 0.92 166 2.02 3.51 0.04 025 101 205
dd®
Mean 587 980 KLY 5.57 1.27 176 181 316 0.05 020 143 280
S.D. 1.24 0.48 0.33 0.18 0.37 022 0.21 045 0.01 0.04 0.50 0.75
N 3 3 3 3 3 3 3 3 3 3 3 3
10 cJam01 838 1341 581 9% 1.27 241 367 591 0.07 0.34 143 202
mgkg/day CJIMO2 625 1773 408 11.70 1.15 294 244 6.61 0.04 0.34 1.00 21
CJIMO3 332 5.01 233 in 064 141 149 188 0.03 030 058 083
d' d' dd*
Mean 598 1205 407 8.26 1.02 225 253 480 0.05 033 1.00 185
S.D. 254 6.47 174 in 033 0.78 1.09 255 0.02 0.02 043 0.95
N 3 3 3 3 3 3 3 3 3 3 3 3
General Footnote: Pre: Pretest D15: Day 15
1 [d - Test: Dunnett 2 Sided p < 0.05) 2 [dd - Test: Dunnett 2 Sided p < 0.01)
[Fig. 84]
Sex: Male
Ratio to baseline (pretest, %)
Animal Teel CD4 T cell CDB T cell Regulatory T cell NK cell
Group No. Pre D3 D8 D15 Pre D3 DB D15 Pre D3 DB D15 Pre D3 D8 DI5 Pre D3 D8 DI5
0 CJIMOT 100 116 116 108 100 125 124 118 100 101 106 089 100 115 115 123 100 087 090 097
mgkg/day CJIMOZ 100 099 097 080 1.00 108 0593 070 1.00 0589 100 085 100 113 100 083 100 060 111 167
CJIMO3 100 128 1.10 093 1.00 141 1.09 081 1.00 120 1.17 1.10 100 131 1.00 115 1.00 052 091 112
Mean 100 114 108 094 100 125 109 090 100 103 108 095 100 120 105 109 100 066 097 125
SD. 000 0.5 0.10 014 0.00 0.17 0.16 025 0.0 0.16 009 013 000 0.10 009 018 000 018 0.12 037
N 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3
5 CJ2M01T 100 138 097 095 100 221 091 068 100 078 1.00 110 100 440 200 200 1.00 0.17 1.08 1.14
mgkg/day CJ2M02 100 144 105 098 100 181 107 085 100 114 103 103 100 450 325 200 100 023 106 126
C2m03  1.00 128 103 097 100 180 0S84 100 100 104 107 09 100 438 313 325 100 036 094 112
dd*  d' d'
Mean 100 137 1.02 097 1.00 194 097 084 100 089 103 103 100 443 279 242 100 025 103 117
SD. 000 008 004 002 000 023 009 016 000 019 004 007 000 006 069 072 000 0.10 0.08 008
N 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3 3
10 CJIMOT 100 117 106 101 100 215 1.20 118 100 079 1.04 101 100 513 375 313 1.00 038 082 088
mgkg/day CJ3M02 100 133 100 101 100 154 074 090 1.00 125 108 08 100 467 267 317 100 024 093 096
CJIMO3 100 128 109 105 100 243 124 147 100 075 1.00 084 100 760 460 590 1.00 017 061 094
d' dd* dd¢ 4 d'
Mean 100 126 105 102 100 204 106 118 100 093 104 094 100 580 367 407 100 026 079 093
SD. 000 008 005 002 000 046 028 029 000 028 004 009 000 158 097 159 000 011 0.16 004
N 3 3 3 3 3 3 3 3 3 3 3 3 3 3 2 3 3 3 3 3

General Footnote: Pre: Pretest
1[d - Test: Dunnett 2 Sided p < 0.05]

D3, D8 and D15: Days 3, 8 (prior to dosing) and 15

2 [dd - Test: Dunnett 2 Sided p < 0.01]
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[Fig. 85]
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[Fig. 87]
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[Fig. 88]
Day(s): 15 Relative to Start Date
Sex: Male 0 5 10
mg'kg/day mag'kg/day mg'kg/day
Liver Mean 415 427 421
(g) S.D. 09 71 586
N 3 3 3
Liver Mean 1.73 1.68 1.85
(%) S.D. 0.09 0.10 0.18
N 3 3 3
Spleen Mean 1.727 3358 3885 o
(g) s.D. 0520 0.758 1.087
N 3 3 3
Spleen Mean 0072 0.132 01711 &
(%) SD. 0023 0.025 0.040
N 3 3 3
Pancreas Mean 427 427 324
(g) 8.0 0.54 1.20 0.38
N 3 3 3
[Fig. 89]
A B
CDS8O0 IL-2
N-terminal N-terminal
Carrier Carrier
C-terminal C-terminal
IL-2 CD-80




