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Cytotoxicity), BH|9|& HE=/J(CDC, Complement-dependent cytotoxicity)2 LIERHX|
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Dose escalation phase [3"‘3 design:l in all comers
{Total N=approx. 52)

Dose expansion pha se
{Total N=approx. 40)

GI-102: mg/kg, IV, Q3IW

Dose escalation (3+3)

———

GI-102: mg/kg, IV, Q3IW

' Solid cancer patients failed

Enrolling 0.45 mg/kg ¥ Additional patients ED on all available SOC (N=40)
(N=3-6) (N=up to 7) RCC (N=10)
T Melanoma (N=10)
0.24 mg/kyg | Additional patients
(N=3-6) (N=uptoT)
Primary objectives
T = Evaluation of safety and tolerability
- ) = Determine MTD and RP2D
0.12mglkg | Additional patients = Anti-tumor activity: ORR

(N=uptoT)

(N=3-6)

FPI 30 May 23T

0.06 mo'kg
{N=3-8)

For additional patients:
Baseline and on-treatment
biopsies are mandated.
Hot DLT evaluable.

Additional patients
(N=upto 7)

- _|_|
LElonal

Secondary objectives

= PK profiling per dose

= Anti-tumor activity: DCR, DoR, PFS
Exploratory objectives

= Discovery of pharmacodynamic biomarkers
= (Characterization of Immunogenic potential of GI-102

Xtg: X|0to|O|=H[o|d, OfZH

EE 5.G1-102 Y% ZA1(2024 ASCO)

« Asof 29 Mar 2024, 34 patients were efficacy evaluable

Melanoma (N=7)

Ovarian cancer (N=5)
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Cutaneous Melanoma
Cutancous Melanom {

olon i)
Esophageal cancar (AC)
Endometrial cancer
Cutancous Melanoma
Merkel Cell Carcinoma {
ian cancer
Cholangiocarcinoma
tucosal melanoma
Cholangiocarcinomsa (
Salvary giand cancer
NSCLC (AC)
RCC

] DOR: 2.5m
- DOR: 2.0m+

0.24 mg/kg
(N=10)

0.45 mg'kg
N=6)

Ongoing
Complete response (CR)
Partial response (PR}
Stable disease (SD)
Progression disease (PD)

Endometrial cancer
Uveal Melanoma

GRCC 2) -
Cutaneous Melanom (4]
Chordor
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Case #1: GI-102 0.06 mg/kg cPR, metastatic melanoma

Tumor TMB-Low, TPS 0%,
histology  metastatic cutansous
melanoma
Treatment 1L Pembrolzumab
history 2L Pembrolzumab.

3L Durvalumab + ATR
inhibitor

Targetinon  Lunglymph node, bone
~arget

lesion

Case #2: GI-102 0.24 mg/kg cPR, metastatic melanoma

Tumor

histology

BRAF mutation,
TPS 0%, metastatic
cutansous melanoma

Treatment 1L Pembroizumab

ipiimumab.

Targetinon  Axilary lymph nods/liver,
-target bone.

lesion

Case #3: GI-102 0.24 mg/kg cPR, metastatic merkel cell carcinoma
ERAF mutation,
metastatic merkel cel
carcinoma

1L Pembroizumab

Adrenal

Treatment discontinued due to clinical PD

0

xf2: Kloolo|wHol 4, otz

EE 6.G1-1029 Y= 34 At

Lymphocyte expansion after IL-2 treatment

Lymphocyte expansion after GI-102
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1) Lissoni P, Oncology. 1984; 2) Diab et al_J Clin Onoal 2023; 3) Sancfi R&D Day 2020 1235 8 5 i 5 & 15 L - 15

Cycle 1 Cycle 2 Cycle 3
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IL-29] M4 W 38 Higlle-f.lzose
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A8 = CD25-biased Low-dose Targeted IL-2 FX Y CD122-biased
To dlof| ket TrEg L3 IL-2 formulations IL-2 formulations %o IL-2 formulations

Teff 34 %31

Regulatory cell
proliferation and activation

Effector cell
proliferation and activation

A

Autoimmunity Healthy Cancer
K12 X[ofo|O]LH0] 4, OiLSH
tH 8.1L-2 3% mo|z=zfQl
0| Z2[Rlg XY = 2871H HE5 Bl
(594e) 223 19 Y4 39 AR
. Alkermes A+ IL-2/CD25 (IL-2Ra) fusion 29re, (ZAE) 213 59 LA 24 AIEf
Nemvaleukin affa e pural oncology 3% protein TMF, FHRY (FFRE) 209 28 Ay N
223 1Y FUAEE 2AF g H(Mural Oncology)
R oz 184 4% BMSO| 20[MA, 360iZ 7@
Bempegaldesleukin Nektar Fherapeudtics 3% - didorx  (BAE) 22\ 39 QA M drE JHeh FC
peavtedit=2 SHEES - Gliime 20w e o Hf B, hy e
Si uKarusp-atta Roche Q_AOt APAL-2v-fusio Befe- LOAC-)I AFY 213 20& _l_LéO Lg—i; t‘E xﬁL
. ) -2 fusi H Ak Qt HIAMZH R 178 3Y O AE HGOE ¢gle
Teleckin Philogen O R bzl vd i e
Cergutuzumab Roche A CEA-MAbB/IL-2v-fusion TIOA THOE 193 129 QAR 1AF B2 0T QlAF 919
NHS-IL2-LT/EMD Merck KGaA 14 -2/Ab fusion protein AMIEEQE LHOH 12 9 Z2. 0]W QA gl o
52_1_87% a a [ = O . T a E7N=]
Eciskafusp alfa Roche 1/2%  PD-1/Il-2vantibody  TI%d8 DEYL 203 5 U4 AEf
MDNAT1 ngr‘;'ggagﬁs 1/2% IL-2 Superkine Xiogg MEQt 21 8 QA AR
AU-007 Aulos Bioscience 1/2% -2 receptor agonist T4y NFY 223 4 AY AIE
XTX202 Xilio Therapeutics | 1/2% IL-2 receptor agonist  TI%YAY UFRL 229 12 AN AIEf
AVB-001 AVB-001 1/2%  IL-2receptor agonist = g A 22 12% Y ARf
STK-012 Synthekine 1a/1b’%  IL-2 receptor agonist ~ ZI%¥’d IR 22'F 1Y Qg AR

Xt2: EBioMedicine 90 (2023), Clinicaltrials, OfLH5#

EH 9. Eciskafusp alfaQl 70 244

Eciskafusp alfa®l 7Hg 714

IL2v preferentially activates effector T cells

PD1-IL2v (RG6279): Delivering IL2 variant to PD-1+ T-cells

1L2v delivery to PD-1+ T cells

Superior approach to exploit
tumor-specific T-cells vs. CPI alone

educe € 9
e @k r .
" Lo L B . %
reg v -1
© G wany L. nom o /
o - ® ) Resource
W o, T-cells PD1
N e \Q} s (stem-cell et PD-1 e
1 like, antigen- - {68 o
: Transient PPV " prnausted T-colis
STAT-5P Effectors

« IL2v engineered to eliminate binding to IL-2Ra
(CD25), inducing only IL-2RBy agonism,
thereby avoiding binding on endothelial cells
and preferential expansion of Tregs

+ PD1-targeting increases
towards PD-1+ cells

Collaboration with R. Ahmed & M. Hashimoto, Emory University, Atlanta
IL2v potency + PD1-IL2v treatment leads to greater expansion of
proliferative and cytotoxic effector cells compared to
non-PD-1-targeted IL2v and anti-PD-1

Xt&: Roche, Ot45H

Ol 5



&£ H 10.GI-301 Y1y 2

GI-301 A1 At 250l 2

Ciy| EOof|E AlLEID AASH —
- -+ 20000 : 1ot s :
- - oo < Saloh mmgien £ Charite Rt
E|m & G301 3mg/hg (N=8] Marcus Maurer 2=
IgE il 2 s Eelof? o35y
10000 U T
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# 5000 - El
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[+ | - fu' .
0 3 8 24 72 168240 336672 31 =
‘S0l 712 Uieh ™ (enzaz
IgE 44
N o H o 15 $ -3
B L] 718 1gE $A (ng/mL} 2 .
=0 221 Gl-3012 Fafof*of djsf of H#Eata
O 4264 £ 2215 (1777 £ 923 Wml) RRED ASEE IgE FHES 1R
G301 BO24 £ 2066 (3343 £ 861 IW/ml
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T E 11. £20{2} Legelizumab®l HIHUZ? zt0| - IgE-CD23 AL YA

Z|ojet Legelizumaij HiAHY Omalizumab works but not Ligelizumab in allergic asthma
=2 * I E CDZ3 6". Z % patient having an exacerbation in Ph 2 study' Mechanistic difference of omalizumpab vs Iigelizumab'
o _1 I.OI g g d ﬁ ﬂ Ligelizumab is 1%
<0 32-fold more !
potent to inhibit ¢
FceRl-induced S
5, degranulation z
3 of mast cell ®
| .
H o Praceta
f o] - upeicurems 240 g azw
] [ ——— c
1 Omalizumab is 5
: ! more potent in g1 —siTM .
# A inhibiting ,j“' - o
o IgE/CD23 J, ot
binding N B st
PR
" T r = -
T —T Omalizumat lgetzumat Omalzuma. osimmas
[ - Focrt coz
Ligelizumab has higher affinity for the IgE than Orrﬂllzurnal} and can block the interaction with IgER1a, but it is unable to block the
interaction between IgE and CD23, which i antigen pr ion to T cells?. Such binding profile has been

attributed to the failure of ligelizumab in allergic asiﬂma»’
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&5 12.IgE-FceRla Z¥2} IgE-CD23 ZAYQ Hlin

Organization and conformational rearrangements of the IgE-Fc GI-301:IgE or omalizumab:IgE complex
prevents binding of IgE to CD23

IgE-FceRla Z¢t IgE-CD23
Ao bl

-

&3350:
Asymmotric Fo-Ri. Site 1 e 400 200 1200 1600 2000 2400
et st - % Time (sec)
Sita 2 -
¥ o2z

x

- L4

+ The homodimeric IgE-Fc binds FceRIa asymmetrically, forming two non-equ
ivalent contacts with FceRla at the site 1 and site 2

- Conformational rearangements between open and closed states within the
Ce2—4 fragment, stabilized by FceRla and CD23 binding, respectively, aliow
FceRl and CD23 to function as reciprocal allosteric inhibitors

Binding 10 G301 (hm)
s
H

°
a

“w

s b
i

Binding to Omalizumab {nm)
B

4 o fhisE
o 40D 800 1200 180D 2000 2400

Nsture Communications 7: 11610 (2016) Time (sec)
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T H 13.IgE-CD23 ATS YASt= GI-301

| gE‘CDZ3 é%l-% g-‘x."-él.E GI-301 dissociates G1-301 disrupts

IgE from FceRl: IgE complex CD23:1gE complexes

GI-301 o

BT "

Binging to FeeRl-His (ns)
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% o] . E
2 - ER
£ - F oe]
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Wo o abe abo st o eo wne W wa me  ten  men  2a
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+ Binding was measured by BLI
« FceRla-his & CD23-his are immobilized, and injection of 100 nM higE is followed by the addition of emalizumab or GI-301.
+ G1-301 100 nM = 14.6 ug/mL, Omalizumab 100 nM = 14.9 ug/mL
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EYARM (-4 CHAHZR & (@901
2019 2020 2021 2022 2023 2019 2020 2021 2022 2023
o=l 4 1 6 4 5 QSR 41 16 134 73 48
BIESSIpR 0 0 0 0 0 SRt 37 15 130 64 45
{ES=Se][o] 4 M 6 4 5 Pale N 1 6 2 2 9
| 19 34 36 71 59 L EN 3 0 0 0
%goiolel 15) 3) 31) (68) (53) N IRNC 0 0 0 0
2822 (35) (46) (100) @ 4 7|EFR- SRt 1 1 4 9 3
S/ |Ea 1 @ (18) (10) @) B g-SXHLt 12 43 46 33 33
1= shael ol 0 0 ©) 0 1 SXRRE 2 35 32 19 17
KNiFolel (49 (76) (151) (80) (55) TRkt 0 6 6 3
SOl 0 0 0 0 0 SERRLE 3 8 1 11 9
H&ALRI0[2 (49) (76) (151) (80) (55) FERLE 0 1 2 2 2
FTHAR{0[Q] 0 0 0 0 0 7B QX 7 m 1 1 5
o7|40]2 (49) (76) (151) (80) (55) INE 53 59 180 106 81
HIX|HiZEFX|E 20]Q 0 0 0 0 0 S5 1 169 5 7 6
X|HF=F201 (49) (76) (151) (80) (55) = 0 167 1 1 1
X|HiFFX| 2 x20[Q] (49) (76) (151) (80) (56) Ofx= 0 0 0 0 0
NOPAT 15) (23) (€1)) (68) (54) 7|ELR- KR 1 2 4 6 5
EBITDA (15) (22) (28) (65) (50) Hl- o5 113 3 4 4 4
4%d(%) = 112 2 4 3 3
BETIESJReR N/A 1750 (45.5) (333) 250 7|35 2L 1 1 0 1 1
NOPATS 7+ x| x| x| HX| HX| X154 114 172 9 11 10
EBTDAZ7S XX x| XX s s X|djFFX| & 61) (112) 170 96 72
FYo|d57tE x| x| LS x| x| tEg 3 4 10 10 1
(R|uiFEF)eAB7HE x| x| x| HX| M| HEF%= 4 27 451 452 476
EPS37HE x| x| x| HX| M| 227 2 3 6 10 17
2914(%) 7 [EFZLO|Q) = |oH 0 0 ©) ©) ©)
ujE50|2E 100.0 100.0 100.0 100.0 100.0 SElle= (70) (146) (297) (377) (432)
EBTDAO|QIZ (37500  (200.0)  (466.7) (1,6250) (1,000.0) H|X|H| =X 2 0 0 0 0 0
Fo|as (3750)  (209.1)  (5167) (1,700.0) (1,060.0) X234 (61) (112) 170 9% 72
b ESUT ST (1,2250)  (690.9) (2,5167) (2,000.0)  (1,100.0) azgEry 76 153 (126) (60) (41)
FARIR HITER (9ioie)
2019 2020 2021 2022 2023 2019 2020 2021 2022 2023
X BE@) FYEs HaTs (16) (15) 27) (63) (1)
EPS (2676) (34790  (4337)  (1,9%) (1,278 G710 0 0 0 0 0
BPS (B,031)  (4,859) 4267 2,391 1,625 x5 (12) (19) (24) (58) )
CFPS (697) (886) (685)  (1,483) (996) YoMz 1 1 2 3 3
EBITDAPS (799) (994) (8200  (1,6200  (1,151) QA 0 0 0 0 0
SPS 191 505 161 87 123 x| 2 a0l ) ©) 1 ©) 0)
DPS 0 0 0 0 0 7|Ef (11 (19) (25) 61) (44)
FIHR| B(HH) TRILF IR IR @) 4 ©) O] 0
PER 0.0 0.0 0.0 0.0 9.4) EXgs dWgve (3) (11) (139) 63 2
PBR 0.0 0.0 0.0 0.0 7.4 SRR AEIE 0) (26) 21 23 10
PCFR 0.0 0.0 0.0 0.0 12.1) Xr257HE4) ) ©) oy ?3) O
EV/EBITDA 0.0 0.0 0.0 0.0 0.0 7|} 3) 18 (156) 43 13
PSR 0.0 0.0 0.0 0.0 98.0 2es Wavs 37 31 161 © 25
X} 24| (%) SERMEIHEL) 73 77 (166) ) )
ROE 80.7 67.6 (88.4) (83.5) (77.4) 2S7HEL) 0 23 430 1 26
ROA 925 (127.8) (83.9) (75.1) (68.2) I [ETFYS (36) 285 (103) 1 1
ROIC (153.6) (3428  (211.7) (369.4) (371.7) LISz = 0 0 0 0 0
S| & (1873) (1529 55 11.2 134 w3 3 @ 5 @ 0 6
=S & (1246)  (136.5) (73.9) 62.9) (57.8) Unlevered CFO (13) (19) (24) (59) (43)
O X gtfi& () (1236)  (1088)  (1088)  (1748)  (147.1) Free Cash Flow 18) 18) (30) (65) (42)
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