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AMTERZ] A 2K GENA-104 L/O Oz =9 o & A E

GENA-104 &2t 7 O|=2) Potential L/O Deal Case Reference

INVESTOR RELATIONS 2025

iTeos — GSK Innate-AZ/Medimmune  Arcus — Gilead MacroGenics—Incyte Biond — Sanofi
SSME A s3ME 58 A g4 2ol A A< ctOold & Aot ctOold & A lef
(2021.06) (2015.04) (2020.05) (2017.10) (2021.01)

AH ok CHAL Belrestotug Monalizumab Zimberelimab (Anti-PD-1 mAb) Retifanlimab BND-22
(Anti-TIGIT mAb) (Anti-NKG2A mAb) Domvanalimab (Anti-TIGIT mAb) (Anti-PD-1 mAb) (Anti-ILT2 mAb)

Etrumadenant (A2A/A2B Rec
Antagonist)
Quemliclustat (CD73 Inhibitor)

At HZ2 Al Ao 1y Aot 24 A 1 A 1d 24 IND ME
JHEEHA Ao 24
A= $625M $250M $175M $150M $125M
OUAE Z|CH $1,450M x| $775M x| CH $1,775M+ x| $750M Z|CH $1,000M
Atz $2,075M $1,025M $1,950M+ E $900M $1,125M
EZE| (Ol= 4}) Tiered (& 44) Tiered, double- Tiered royalties Tiered, double-digit
royalties, Z[CH digit royalties Tiered, double-digit royalties (15%~24%) royalties
20%
7| E} (0]=) 50:50 = (7 &) 50:50 =< B2  $200M X2 FX} A< N/A N/A
o HiZ A A $100|v| HE K2
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CNTN4 Target and potential dual application as novel ICPi and ADC GENA-

-7 | ICPi
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GENA-104 — Novel ICPi
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PD-L1 High H|"FS 2tX}0f| A A CNTN4 20| ==

e PD-15 0 22 ?{Yeti A2 E T &4
Overall Response Rate (ORR) of patients Proportions of responders and non-responders within
subgrouped by median expression levels of CNTN4—-low and —high groups
CNTN4 and CD274
100
CNTN4
o -
ORR S 80
2
o 60—
=
N = 40-
=
> Low 7.1% 25% X 20-
(1/14) (2/8)
0_
-
PD-L1 High 2X}7F CNTN4S CNTN4 High &X
HeistH 2-pD-10| CHS 2347t 1S g-PD-10]| CH$
N Y J
PD-1 H| 23 XS0 M2 7}58 =l

Student’s t-test for CNTN4 levels between responders and non-responders, and chi-squared test for CNTN4 levels (high and low according to median value) and responsiveness (responders and non-responders)
Kim, S. T. et al. Comprehensive molecular characterization of clinical responses to PD-1 inhibition in metastatic gastric cancer. Nature Medicine 2018 24:9 24, 1449-1458 (2018).

G&
Co 8



CNTN4

O AHXxe 3t =
2 MEF0L A2 &
Overall Survival
100 —_— LOW
=
= —— High
- -
0 p=0.011
S
= 50— CNTN4 30| &2 Bhx}
E
cd nn_nn
o - CNTN4
o
o
(0] | I I |
0] 10 20 30 40
Time (Month)
G
Anti PD-1 2 X2 5 22 L SHXI0A], CNTN4 Hol0| =2 Z2 MEE0| A

Kim, S. T. et al. Comprehensive molecular characterization of clinical responses to PD-1 inhibition in metastatic gastric cancer. Nature Medicine 2018 24:9 24, 1449-1458 (2018).
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INVESTOR RELA]

2ZE CNTN4 Y3 E (IHC 24) YHMEZAH XM CNTN4 Hod
Chor B0 A CNTN4Zt = A Hoigt
- N gl L -y, . 0
E3] g7HK| AYZO| A= Body systems Specific positive tissues (IHC), %
CNTN47} 70% O| 4 L & |
100 = < > Circulatory 0%
] =3 1+case 90 90
. . 0
< o 3 2+ case 78 78 80 80 82 10.p o Digestive 0 %
o — —
Py 4 @@= 3+ case 7O hak ik bod || kek Lok Endocrine 0%
T 59 61 64 S B0.§ | 30.0
— - 55 3.5 £ | _—
® R = % Immune 0%
= 124 [1OF [OT s i — —
-g [ 1 B F4F kol bod kab Integumentary 0%
o
— o ] eop | Muscular 0%
L 17.0 P71 hap o s 1 [ | [ | :
43,1 o.b bo b P32 OO | | Nervous 67 % (2/13)
1 1 1 5 5 5 rria Reproductive 0%
X, X, X, X, X, X, X, X, X, X,
o ou M ou v Ou Mo Sv Sv v Ov Qv .
S0 % Ko o WAV G R Ko Jo Respiratory 0%
% 0 w3 R P _
0V RY \/Zo Urinary 0 %
&-
Total 30 tissues examined 6.7% (2/30)

Tissue cross reactivity study results using GENA-104A16
*Sample size for each human cancer type — Esophagus 48; GIST 50; Skin 39; Ovary 55; Kidney 50; Lymphoma 10, Cervix y y 9

60; H&N 62; Lung 58; Breast 58; Thyroid 49; Sarcoma 57; Colon 52; Bladder 10; Prostate 49; Melanoma 9; Liver 69;
Endometrium 10; Stomach 55; Pancreas 10; Gallbladder 10
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o Gallbladder cancer Stomach cancer Liver cancer g Melanoma Prostate cancer Colon cancer Sarcoma Thyroid cancer Breast cancer
Z 3] g E q E q k| -
55 §
T i ' yr— ] S R— ' S # ] ] ] E
E ] = i E : S i > i
o Pancreas cancer 52 3 o Bladder cancer _5 E o 3 o 3 ,Z_, 3 E E
Z 3] =z 513 - 524 2Z 31 T %] Z % =z 4 C %29 %53
+— 1] HZE o E — D.g: 4—-25_ Hg; wg; 95:
S ] < %7 Z 34 < E [=gE [=§+E =R T ti
Qi O 317 O — D 3 O 37 O © 317 Qi
e — B G Ft— . pe S - 5
o CNTN4 PD-L1 At % é_ O CNTN4 PD-L1 E : i o Qggg é
;Endometrium cancer | . CNTN4 PD-L1
SFNdOMELUM cancerts E <Z:' Prostate cancer E E gg
£ Eg ) gg CNTN4 PD-L1 CNTN4 PD-L1
T T E — i : H&N cancer E=1 £ I ; 3 1 GIST Esophagus cancer
- E @ - ; ; ;
o CNTN4 PD-L1 CNTN4 PD-L1 ] 3 Q. CNTN4 PD-L1 CNTN4 PD-L1 CNTN4 PD-L1 ] 3
Lung cancer Cervix cancer £ Ovary cancer g Ovary cancer Skin cancer E ]
E CNTN4 PD-L1 3 = 1 ]
3 E Kidney cancer E Ropt S ] 3
E E E E T . . : E ] é
] E 5 E o CNTN4 PD-L1 2 Z 4 o
3 E 3 it — c %2 Z 2
O. E O E — E — é O 23 e ymp oma = E E () ]
E 3 . 157 E ] Z 3 Fr—{ E = 3
Ezgz 24 S i 5 - = & B g
5 5 Z8 o - m— I £ 8 : o
=t =5 — G 03 Qi T S - E 3 E
Q i S8 = ¥ Qi @ CNTN4 PD-L1 i , ] ] -
: E I CNTN4 PD-L1  #1 :
]  —— E — CNTN4 PD-L1 §
Eg CNTN4 PD-L1
CNTN4 PD-L1 :CN'TN4 —~ "CNTNZ PD.L1 CNTN4 PD-L1 CNTN4 PD-L1 17 TMA slides containing about 900 human tumors; SP142 (Ventana) for PD-L1
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Heat Map of CNTN4 and PD-L1 Expression Scores (0 ~ +3) through IHC Analysis for Each Cancer Patient
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CNTN4 o| 28 7|H

/00\4
2000 — 70/74//\
—— gt?/g‘/ g"éyg
* > S
—~ 1500 — - [
___E_ -
m ok
£ 1000- —
N
=
X' s500-
e | | | | T | | |
O O 50 100150200 50 100150200 (nM)
a-CD3 PD-L1 CNTN4
(4 pg/mL) +a-CD3 +a-CD3

<
CNTN4= PD-L1 ECF T M| ZQo| 2Hd = ASHA YA g

Comparedto -CD3 only *, p < 0.05; **, p < 0.001, *** p < 0.005; **** p < 0.0001; Compared to the same concentration of PD-L1 #, p < 0.05; ##, p < 0.001; KO: knockout, 7| &= KAttt
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CNTN4 BHr0f [HE =2 202l GENA1042| &2 1}

CNTN47} &aisl= CT260| A CNTN4 &3i0] M2 CT1260] A

CNTN47| &

SHx| &

or...

= MC380]| A

1200=
—e— higG4, 3mg/kg 2500—7 —e— higG4, 10mg/kg
GENA-104A16, 1mg/kg GENA-104A16, 1mg/kg
GENA-104A16, 3mg/kg GENA-104A16, 3mg/kg
900 2000-] =—+— Atezolizumab, 10mg/kg
A —
£ E
= S
~— 1500
o 80% 2
% 600— Zg_OobAo-I 7CE)F g
> AL >
5 A& 5 1000
€ £
=)
= =
300+
500
* %k
e 1 e ¥ 1 ot T Tt T4
0 2 4 6 8 10 0 2 4 6 8 10 12 14

Days after treatment Days after treatment

The data are displayed as means + SD;
*P < 0.05, **P < 0.001, ***P < 0.0001 vs. control group (hlgG4) by multiple comparison using two-way ANOVA.

CNTNA 28l A| 3 SYHT RIS 80%

Tumor volume (mm?)

4000

—e— hlgG4, 3mg/kg
GENA-104A16, 1mg/kg T
—e— GENA-104A16, 3mg/kg
—e— GENA-104A16, 10mg/kg
3000
2000
1000 -

O=—T— 1 T ‘F T 1 | B —
0O 2 4 6 8 10 12 14
Days after treatment

CNTN4 £30| Qi2 Al > 21t ¢
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2024 2025~2027 2028~
« AAEIZIADCE A 5800 2 M ER] HASHA K| GENA-104 « AFEZI ADC YA EHA O M 2]
AMFEFZ T2 7|&0|™ - Debiopharm 7|2 0|™ => Ellipses Pharma o 7[=0[H
SHObR| 12~1871f & _Z'., 2 #EHZIADC £ - Upfront 1000 %} O| & =&
7|A0|X_| ADC 2 X E ™ A THA O A
i G E O 2 7| 20| H
GENA104 ADC, GENA120, GENA 121, GENA 122 &
- {03 UIQ) FAYE - {07 (UIQ) IHEE - FO|2 (UIQ) A=
- 249 0= 24 4% o4 - Of= 7004 & - O 1,500 O|4Af EHM
- =g EE XY - YE AE K-Beauty 53 T - 2, 0= 362 3H9| NES;
- AR AE 2 NS - 0|3 A% Amazon BE 2 HE Bl 60%
- 02 Amazon TIZ ZH| 2& REG AN R =4 gu
Microbiome
S puiel _
«  Probiotics 47| A « Probiotics 17| A « Probiotics 747|A| O = 1000Y =&
- 0|7 AE/2MM ALY THE L - 0|=: 3-57 |2 GRAS S& - 0|=: 0= 500
Q. S
dgEd - H7|A 2tH|/ 2 O = 5004 - = Li: 0= 500
. [e} = =
- =L DA AT|A] 3T =4 S JHEOIE AT Al ZA|
X 7|&, A5HLE &
Cg 17
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SHAK| 29| M2 Standard2 AtE|& 20 Big Pharmall 2= §58= ADC

INVESTOR RELATIONS 2025

Deal Licensor Licensee Deal Summar Deal Size
Date (Acquiree) (Acquirer) y (USD)
2024. LigaChem Ono - Ono= LCB2| LCB970| Ot =24 =57 20| MA HE| =E $700 million
10.10 Biosciences Pharmaceutical « Ono= LCB2| ConjuAll™ ADC E31 & && Ct= At ADC 973 3l =29 =3 A g
2024. Foreseen —lpsen Blophamma- oo Forseenol @14t 14 Z=H| £H| FS0010] CiSt 224 S 2to|MA Hz| g $1.03 billion
07.11 Biotechnology ceuticals = = B B '
2024. Medilink . « BioNTech= MediLink2| TMALIN™ ADC % HES =X 229 2lo|MA M st i
: BioNTech s = ——— & $1.825 billion

05.26 Therapeutics « MediLink= BioNTech?t 58 ADC N & 20| Ciet &= =53 2to|MA e =
2023. . « Pfizer= Seagen 2/~ E3l oncology L}O| Z2}QI 28 2HEt .

S Pf . e .= — 43 billion
03.13 eagen 12et - ADCs, small molecules, bispecifics, immunotherapies & & 607 T2 23 $

- « At Daiichi Sankyo2| DXd ADC 35°0f| tiet 22 A2  X| G 7 2/d d=t d = -
2023 pajichi Sankyo Merck&Co & l orts oo OL e Hu‘fﬂ 1= &= 3 L c|>|EH5 < i‘,kif'oﬁ $22 billion
10.19 « FAls €2 M2l T XG53 7HE /S /=t Daiichi Sankyo= €& =3 72/ @St
ﬁZBBd ImmunoGen Abbvie + Abbvie= ImmunoGen @/=E &9l Elahere® (FRa ADC / 'HHAQh) U XHMCH ADC R EZE =2 $10.1 billion

. « LALZt Systimmune2| BL-B01D10j CH$t 7H A et
2023. Bristol-Myers . X o TE= JUHL/A HE AR AFAFOISL OI == -
12.11 Systimmune Squibb ZAtE Ol 0| M BL-B01D1S S& W&/ Yot Systimmunes &= 724t/ ¢ 2zt 8 = 2| $8.4 billion
XSG dih3eS 5, BMSE 0|5, &= 9-| LI K| X[ GOl 7H 22 &=t

2023. i - Amgene Synaffix?] ADC ZHEZS &8, 1742 ADC THEX /M st £ He| Y & .
01.05 Synaffix Amgen a7§2] ADC SR /AI RS EX 2M a| B9 $2 billion
2023. LIgathem — janssen Biotech « Janssen LCBO| 24k 1/244 EH7) LCB8AO| Thet 222 L/A @3t 2lo| M~ 4 Ha g $1.7 billion
12.22 Biosciences - = - '

Co 19
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Monoclonal Antibody Linker Payload
ADC LxZ 0 E0|He= Holst= Payload?t 2K E HZ . AMETE ZFIHOZE FQ
3FES Antigen0f| 28 > PayloadE &
= xXog MY
Selectivity: ‘g4 Z= 2| CHH SerumOj| A= 2HE « Favorable® &%= vs. &8
—_ =AMl =2 HH UNZOME IR O R profile
Hf; - = Internalization: & =% 4%t = payloadE 2|
- 2AHQ LiT=t2 g STH3}
Low immunogenicity (Anti-drug Ab)
N J

< =

Novel targetOi| CHet L|= S 7t
O|H|O| M| 5RM0| = L=
=O01d o= o4

7| linker, payload 0| £3] 2t2. 48 ZHZ &l linker, payload 2&7ts
Z| Al proprietary linker-payload 28 7ts (Lonza, Gene Quantum, Lotte B &)
=249 X L2A &7 MRASE Sl 7= LR =t

.

> O[cH[0]Ho TRE0| YNz HigtHe e = oy
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£l 722 HO|2E9| 55
2024

Kof TN I I

Exatecan Mesylate

Deruxtecan

MMAE
SN38
DM1
DM4
MMAF

7| Z2] Linker-Payload =2 5917} 2| YU AHLE =0
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CHFoE XA 9| Proprietary Linker-Payload 7| &< CDMO Toolbox& &8 7ts

Lonza’s Toolbox

Wuxi’s Toolbox

INSAF

Cysrebridging
and engineered Cys

v In-house Proprietary
Conjugation Technology

SBL’s Toolbox

E Ml i E, ADC 3MICH FH’
«Od I:IEI-”I.xI KHI QI'E”

Protein e - [
e optimization 5 = -
m‘; ¥ and expression . WUXI_DABX

e +
am Cys Payloads
.ﬁﬁ conjugation and linkers ) “‘
v" External Partnerships
DARB . N
fogab ) - Proprietary conjugation
conjugation
Lonza Glycan J?Synofﬁx to improve homogeneity (;’ GeneQuantum Healthcare /@“t‘dBiU
Bioconjugation remodeling . stansaompory + Multiple choices of bicc B B E & L -
Toolbox . methods R . o |
Bioorthogonal Enzymatic - Common Payloads and :SchoI:'Ian =20 ) {gﬁfgmﬁb::ﬂg‘i | We are committed to staying at the foreffont of advanced ADC technology by making active investments
ety goualcn Inventory (non-GMP an Dependent Conjugation) DAR4 through the Samsung Life Science Fund.
- ILDC (intelligentLigase = Combo with WUXiDAR4
Affinity -based Hipssbed Dependent Conjugation) 1o achieve DAR2
conjugation -
Iw | . araris & NIMEDBIO @BrickBio
: o3 Intocell  § Muttitude HySlink ’
Innovative linker-payload toolbox and Cutting-edge ADC Protein engineering
*.Singzyme = Novel payload-inker - Proprietary T-Moiety conjugation technology development technology technalogy for ADC
S technologies linker technologies

/

.

CDMO+ In-house £ M&A/Partnership= & ol Al

e | O] MH|A HSSH 2
CHFSH Proprietary Llnker—Paonad 7|& Bt SI0 MH|A K& St
G& The copyright is owned by Genome & Company. Its purpose is solely for the discussion with our current and potential partners. It is not to be shared with any 3rd party or copied to other file without Genome and Company’s prior written consent
CO Copyright © Genome & Company. All Rights Reserved.
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CHESE | A 9| Proprietary Linker-Payload 7|

..... : AIMEDBIO e—e g@gﬁﬁ&

==2 XA |icense-inS £56

INliSTO12 RELAT%%%

71

oY EHt0| 2, hFIARI X FY ADC "SEHY"

abl YSynaf-ﬁx

medicineforabetterlife & connec

{3rnOTBIO
—® S CELLTRION ocELl.T RION ®—® XDC

The Bioconjugation Leader

0| =HO| 2, PR} | S
ADC “_6_%7HHI-”

ed Bioy= 19% TH-AF FUHADC) HE $HO0I2 W BN K (GeneQuantum)D =IFY ZX ADC AMB302 E/HY A

AR GEN USS YHEE $5 AMB3022 VY NEF DEAI YUY UH0 PUS= 20| FECH IMB AN FUE FAEK
22

h RRFH HE E O8% NN BHL DAL YHHOE TLIIE
o F2EFHYHD A

o gSH0I2 CTO= oY A% ALE $9 NP BY DU QS ¥ X 0T WEC

T(@n Gang) DHE BYFOIX CEOE VHEO| XRAD A= YA-HOIZE FAEX ¥= AUNF ¥ ¢ Uz ABEHO2s HHe

Almed Bio = FGFR3 °U<1| M=
GeneQuantum'— 2AH-I 0|2
ADC SHE x' ‘AMB302' &&712f
2022. 4.

Aimed Bio --- Gene Quantum FAtZt
Z|CH 55 ADC SSHLE =%

2023. 6.

7|1

OfjojH| ¥, EX} AlLEA 0| SEH ADC’ 7| EEY

2|0 370 OIF 34 ADC 70, 719} MR8 ¥IB71."2025\ A ADC 0|58 Z2ME IND HEF 04

1
ofjo|H|M, EX} ALI=A O] FEHH|
ADC 7|EE°'

3 2719 0fl0|B| FH0| 2(ABL Bio)7t AHMICH AT & SEZ M ADC 7I&E B OIFEN EA-
antibody-drug conjugate, ADC) 7ROl LHACH

OjolB|FEI0|R = 7R L EE ADC EUE A ] HE 2 (Synaffix BVIZ2RE| ADC 7|28 S 20K 3742
ADC 7Hgo] B83ts HIST 7lgS Ao NEHCID SAIHCE

P1) MOl AAEIZH
3'/4501 A58 ot

ToP1 RSiAE BRUAE 41 i 388 73t 2 Agel Hol
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DS-8201a, Phl, 2015
DESTINY-Br01, Ph2, 2017
DESTINY-Br02, Ph3, 2018
DESTINY-Br03, Ph3, 2018
DESTINY-Br04, 2018

DESTINY-Br09, Ph2, 2021

1K} X| 2 K|

2 2K} X| 2 K|

> 3kt X| 2|

IMMU-132, Ph1/2, 2012

ASCENT, Ph3, 2017

ASCENT-03, Ph3, 2022

1K} X| 2 K|

> 2k} X| 2H|

IMGN853-0401, Ph1, 2012
FORWARD II, Ph1b/2, 2016
FORWARD I, Ph3, 2016
SORAYA, Ph3, 2020
MIRASOL, Ph3, 2019

NCT04606914, Ph2, 2021
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S diot 1stline Enhertu

Anti-HER2 Ab Deruxtecan

(TopoAl € Payload)

T2 2nd-line ADC option 1

*

Topo A€ E=
CtZ Payload

Anti-HER2 Ab

2 2nd-line ADC option 2

N *

Novel target Ab Topo A€ E&=
CtE Payload

Anti-HER2 — Topo PayloadE 1X2 B O 2 ALE T SHXLO0f| A
&2 HER2E EtZIC 2 283l= ADC| 2&& F8&8H2
Novel target ADCO]| H|3}| & 0{7Z
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As of January 2025

Developmental Status

Modality Pipeline Target -
Target Hit Lead Noncl'|n|cal IND enabling Phase |
candidate
Debio 0633 Hide \ 2024.05 ) License-Out ‘ Debiopharm
GENA-104  CNTN4 |
GENA-120 N/D | |
ADC
GENA-121 N/D >
GENA-122 N/D )
ADC Programs N/D
mAb GENA-104  CNTN4 | QA IND S ) License-Out
(Immuno- i
oncology) GENA-119 APP \ KDDF 2023~2025 M=
NCE GENC-116 N/D |

N/D, not disclosed; mAb, monoclonal antibody; ADC, antibody-drug conjugate; NCE, new chemical entity
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INVESTOR RELA]

2ZE CNTN4 Y3 E (IHC 24) YHMEZAH XM CNTN4 Hod
Chor B0 A CNTN4Zt = A Hoigt
- N gl L -y, . 0
E3] g7HK| AYZO| A= Body systems Specific positive tissues (IHC), %
CNTN47} 70% O| 4 L & |
100 = < > Circulatory 0%
] =3 1+case 90 90
. . 0
< o 3 2+ case 78 78 80 80 82 10.p o Digestive 0 %
o — —
Py 4 @@= 3+ case 7O hak ik bod || kek Lok Endocrine 0%
T 59 61 64 S B0.§ | 30.0
— - 55 3.5 £ | _—
® R = % Immune 0%
= 124 [1OF [OT s i — —
-g [ 1 B F4F kol bod kab Integumentary 0%
o
— o ] eop | Muscular 0%
L 17.0 P71 hap o s 1 [ | [ | :
43,1 o.b bo b P32 OO | | Nervous 67 % (2/13)
1 1 1 5 5 5 rria Reproductive 0%
X, X, X, X, X, X, X, X, X, X,
o ou M ou v Ou Mo Sv Sv v Ov Qv .
S0 % Ko o WAV G R Ko Jo Respiratory 0%
% 0 w3 R P _
0V RY \/Zo Urinary 0 %
&-
Total 30 tissues examined 6.7% (2/30)

Tissue cross reactivity study results using GENA-104A16
*Sample size for each human cancer type — Esophagus 48; GIST 50; Skin 39; Ovary 55; Kidney 50; Lymphoma 10, Cervix y y 9

60; H&N 62; Lung 58; Breast 58; Thyroid 49; Sarcoma 57; Colon 52; Bladder 10; Prostate 49; Melanoma 9; Liver 69;
Endometrium 10; Stomach 55; Pancreas 10; Gallbladder 10

G&
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GEMA-104416 {1 pgimL}

& GENA-104A18 2 pgimL)
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IGEAAE, MMAF (05 poiml)
hlgG4AC MMAF 1 pgimL)

FUGGEA-C, BB (3 o miL )
FUGGEA-C, AR (4 pamiL )
GEME-104A16C MMAF (0.5 pgimL)
GEME-1D4A16T MMAF (1 pgimL)
GEMA-1D4A1E-T MMAF (2 poimL)
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HT1080/CNTN4 Fibrosarcoma CDX Model

Tumor volume (mm?3)

2000=

1600+

=
N
o
o
1

800+

400+

0

3

DXd & Exatecan (high DARS)

12 15 18 21 24 27 30

6 9
Days after starting treatment

@ Control

GENA-104A16-

GGFG.A.Dxd (High
©® DAR) 10mg/kg, QW
X2, iv

TGI/ TR (D28): 100%

GENA-104A16-

'@ MBGGFGO.Ex (High

DAR) 10mg/kg, QW
X2, iV

TGI/ TR (D28):
100%

Efficacy of DXd or exatecan (high DAR)-conjugated GENA-104A16-ADCs in a CDX
model using CNTN4 overexpressing HT-1080 human fibrosarcoma cell line (HT-

1080/CNTN4).
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CNTN4 as a Novel Target for Solid Cancer with Antibody-Drug Conjugate

Mi Young Cha, Hyunkyung Yu, Hyunuk Kim, Mira Kim, Youngeun Ha, Kitae Park, Seungmin Byun, Gyeongyeon Kim, Bu-Nam Jeon, Soo-Jung Moon, Han-Sel Ki
Genome & Company, Gyeonggi-do, Republic of Korea

Introduction
As a novel immune checkpoint, we previously confirmed that contactin 4 (CNTN) requlates
T cell activity negatively by binding to amyloid precursor protein (APP) on T cells. CNTNA is
highly expressed in various types of tumors, including galibladder, pancreas, stomach,
endometium, fiver, prostate, biadder cancer, melanoma, and other tumors through
immunohistochemistry analysis in contrast to low-level expression in nomal tissues. Based
on the tumor-specific expression profile of CNTN4, wmmmmmmﬂacnmu
a novel target for antibody-drug conjugate (ADC). For investigation of the potential of
targeting CNTN4 using ADC, clinically validated various linker-payloads (MMAE, MMAF, SN-
38, and exatecan derivate) were conjugated to GENA-104A16 using thiol maleimide
conjugation.
CNTNG

cells as novel target of ADC
Represantative mages for CNTNA I staniog of tumors
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Concept of ADCs for anti-CNTN4 antibody (GENA-104A16 ADCs)
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sN38

< Exatecan
derivate

Binding affinity (Indirect ELISA and cellular) for conjugates of GENA-104A16
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Efficacy study of conjugates of GENA-104A16 in patient.derived xenograft (PDX) model
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Summary

expression of CNTNA in various tumors, coupled with its absence in normal tissue and

immune cells, suggests its potential as a highly promising ADC target for cancer treatment.

+ ADCs targeting anti-CNTN4 were developed using cinically validated linker-payloads
(MMAE, MMAF, SN38, and exatecan derivatives), with maintained high binding affinity and
intemalization efficiency for CNTN4 even after jugation.

~|nvmomoenonmteammmcymonwo1m MMAF conjugate of the anti-
CNTN4 antibody, outperforming other conjugates. In the Pan02 pancreatic orthotopic
mouse mode!, treatment with the MMAF conjugate showed promising efficacy, highlighting
the potential of CNTN4 as a novel ADC target. Ongoing efficacy studies using a patient-
derived xenograft model with pancreatic tumors aim to further validate the therapeutic
potential of targeting CNTN4 with ADCs in cancer treatment strategies.

Introduction

s a navel immune checkpoint we previously confirmed that
contactin 4 (GNTNA) requlates T oel activty by binding
{a"armyloid precursar protein (APP) on T cells’. CNTN4 is highly
expressed in various types of fumors, including gallbladder,
panoress, stomach, endometrium, fiver, prostate, blsdder cancer.
melanoms, and other wmors through  immunchistocherristry
analysis in contrast 1o low level expression in normal tissues. Based
on the tumor-speciic expression profile of CNTHY, we evaluated
the potential of CNTN4 as a novel target for antibody-drug
conjugate (ADC).

CNTNd Expression in Cancer Types

=
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Basitive rata
(%, IHC score 2+ and 3+ |
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SYp

In Human Normal Tissues  In Human Immune Cells

Body  Speciioposive | Immunecell  CNTHA
systems  fissues (IHC, %) T oell
; co+
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Digesive 0% o~ Negative
Endocrine 0% rre— =
Immune 0% Difrentan M1 Negative
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Anti-CNTN4 ADC

Slicaty vabdated payioat. includng NMAZ, UMAE St
exatecan exdteman

an ant-CNTN4 hl.na ized monoslonal ansibedy in the IND-
approved stage using thiol-makeimide conjugation and evaluated in
bath in vitro and in vvD systems.

exatecan )
- Linker -Payioad
< e

Pan02/Cntn4 Pancreatic Cancer
Orthotopic Mouse Model
1. Efficacy of MMAF & DXd (low DAR) Conjugates
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HT1080/CNTN4 Fibrosarcoma CDX Model
4, Efficacy of DXd & Exatecan (high DAR) Conjugates
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Summary

+ Based on the tumorspeciic expression profle of CNTNA,
identfied as 3 nowel immune checkpoint, we evsluated fts
potenfl 3= a target for ADC.

= The MMAF conjupste demonstrated promising efficacy in a
pancrestic: orthotopic syngensic mouss model and  pancrestic
POX madel.

= Even low DAR conjupates with nxd.-md.mmiumamk
afficacy on their own, sh anii-umor effect
i comtinge i PO therapy m = _challenging

‘TR g ey
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(Pan02/Cntnd).

= High DAR conjugates with topoisomerase | mhlhm:u's. such as
D¥d_or zxim = slmllar effect and
dema nfi-tumor _effect in 2
Fvosarcoma xenograf mouse model (HT 1 0B0ICNTHA).

= Future studies wil focus on expanding PDX madels and refining
the therapeuic potential of the exatecan conjugste, unm us

closer to developing = viable CNTH&fsrget=d therapy

treatment
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