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GNOCLE™ platform= &0l Ct=2| HYY e 2 EIASZ = HSHD AU F

As of November 2024

Developmental Status

Modality Pipeline Target ini
Target Hit Lead Noncl_lnlcal IND enabling Phase |
candidate
Debio 0633 Hide | 2024.05 ) License-Out () peviopharm 2024
GENA-104  CNTN4 |
GENA-120 N/D | |
ADC
GENA-121 N/D D
GENA-122 N/D >
ADC Programs N/D
GENA-104 CNTN4 \ | | KDDF 2022~2024 H| 24 ﬁ% IND S92l (MFDS)
mAb f
(Immuno- GENA-119 APP \ KDDF 2023~2025 1=
oncology)
GENA-105 TLT2 |
NCE GENC-116 N/D |

N/D, not disclosed; mAb, monoclonal antibody; ADC, antibody-drug conjugate; NCE, new chemical entity
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Target CNTN4 & Antibody GENA-104

INVESTOR RELATIONS 2024

MIAELA (CNTN4)=
THZ 242 99X GENA-104 — Novel ICP;j

- >
Tumor cell

Antigen :
GICP-104

T cell
receptor GENA-104

GICP-104: CNTN4

« CNTN4L QM| Z A 2sisH « Anti-CNTN4 (GENA-104) 2 CNTN4E x|
« CNTN47} Binding partner?! APP2}2] > T M =7}t 2-d 3 E| O
Astg SN T HES BHS AT S OLHEE APA|Z
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.
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[BFS 8] CNTN4 20| =2 SHXHO| M Anti-PD-1 X| = 0f| CH3H H|EHS(NR)O| &S

8 PD-12 FOf W2 YEA ATE T B
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

CNTN4

ORR g_

High Low )

>

64.3% =

N (9/14) =
AN . —_—
g =
Low 7.1% 25% L

(a/14) (2/8)

< >

PD-L1 High EX}7F CNTN4E CNTN4 High ?MFE O 2=
U SIH g-pD-10] CHSH S 117t IS

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).
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}

[MZEZ]CNTN4 2£30| 22+ Anti-PD-1 X|2A| ME=E0| HO{ &

CNTN4 vs. immune-related cytotoxic markers in PD-L1 high group Progression-free survival
CNTN4 + low =+ high
=-0.69, p=2e-04 R=-0.53, p=0.0098 R=-0.52, p=0.0108 R=-0.72, p<1e-04 1.00-
p =0.00042
:.-f. 6 %0,75'
M) ©
!G:J 6050-
9] " T Median PFS
= z
S & o251 Low: N/A
@]
- ol .
GZMB . 0.001 High: 9.73
T T T 0 5 10 15 20
0 1 2 Months
10.04 R=-0.54, p=0.0077 10] A=-0.55, p=0.0066 | R=-051,p=0.0128 Overall survival
. ° . CNTN4 — low = high
: ] : 1.00-
.&.) 8 p =0.072
c
o 2075 Median OS
] 6
N Boso Low: 5.47
o 4- 2
- g
CXCL10 CXCL13 . @ 0.25- ;
0 1 2 0 1 2 0 1 2 0 1 2 High: 2.10
0.00- !
Log2 (CNTN4+1) 0 5 10 15 20

PD-L1 High $Xt7} CNTN4E B +E HAYRH NEZSX CNTN4 High &A= & PD-1 X| &
O} o| etsio] Eo|E Ol=7t &<

[Gastric cancer] Pearson correlation test for association between CNTN4 and several immune-related cytotoxic markers. A significant negative correlation was shown between CNTN4 and immune-related cytotoxic
markers in the PD-L1 high group. Survival probability between CNTN4—low and —high groups (according to median value) and p-value was calculated by log-rank t-test

0x

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. 16/60
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*Sample size for each human cancer type — Esophagus 48; GIST 50; Skin 39; Ovary 55; Kidney 50; Lymphoma 10, Cervix 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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AACR 2021~2024 Poster

CNTN4 is a Novel Immune Checkpoint Protein that Inhibits Proliferation of T cell by

Interacting with APP

Mi Young Cha, Bu-Nam Jeon, Areum Jeong, Joo-Yeon Chung, Hyunsuk Yang, Kyung Mi Park, Hansoo Park, Genome & Company

Introduction

In the past decade. sirstegies for cortroling maignant wrmars using
rapidly. The inkibiters, mainly includ

of immune chaskpeint therapy remaing unsstisfacion.
targets is a hot research topic.

Contactin 4 (GNTN4. alias BIG-2) idenified by our GNOCLE™
memmes Company'’s platiorms for the discovery of

Anti-CNTN4 Antibody, GENA-104A07 Suppresses Tumor Growth in Murine Syngeneic -

Tumor Models by Regulating T Cell Function

Mi Young Cha, Youn Kyung Houh, Yun Yeon Kim, Hyunuk Kim, Joo-Yeon Chung, Kyung Mi Park, Hansoo Park, Genome & Company

Introduction

targats by approach) is a
(51 - anchored newronat memrans provein et nncsons 2= ool

g
we tried to find out the role of CNTNA in regulating the interaction
between T ozlis and tumor cells.

Bioinformatics data of CNTN4

Figure 1. The higher expression of CNTM, the lower the survival
. And

G&

mincrity of trasted patients. For his raason, Snormous sfors have

Contactin 4 (CNTN, alias Bl(;zy identifiad by cur GNOCLE™ (Gana
by approsch) is a g
- anchored neuranal mgmkzﬂrﬁ protein that funcions as oell adl
maintaining integrity and the synal
orosstalk with immune celis have not been Studied. Recenty we i
\mm.rmndllim protein. which is exprassed on tumor cals of cancer
In this study, we investigate the potential of CNTNA 32 3 canser immund
ANGENTNA aniibocy, GENA103AGT. = humanizad manoclonal antoo
molecule. Also, we demonsirate the improved anti-cancer eficacy
prapared duning the affinity maturation of GENA-104A0T.

Binding affinity & specificity of GENA-104
A GEMa-10es0T
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Novel immune checkpoint protein CNTN4 and the preclinical efficacy
of affinity matured anti-CNTN4 antibody GENA-104A16

Mi Young Cha, Hyunkyung Yu, Bu-Nam Jeon, Hyunuk Kim, Youngeun Ha, Yunyeon Kim, Joo-Yeon Chung, Soojung Moon, Hyunseong Youn, Han-sol Kim, Kyung Mi Park, Hansoo Pa
‘Genome & Company, Gyeonggi-do, Republic of Korea

Introduction
We previously suggested that contactin 4
(CNTN4), known 1o act as an axon guidance
molecule during neural development, is a
novel inhibitory immune checkpoint protein.
We also confirmed that CNTN4 is highly
expressed on the various types of human
tumor tissues, and ani-CNTN4 antibodies,
GENA-104A07 and GENA-104A11, show the
anti-tumor efficacy by enhancing T cell activity.

GENA

Here we describe the role of amyloid precursor protein (Al
as a binding partner of CNTN4 and the preclinical characte|

Novel immune checkp

INVESTOR RELATIONS

t inhibitor: In vivo and in vitro efficacy of anti-CNTN4 antibody, GENA-104A16
n the models with increased CNTN4 expression

i Young Cha, Hyunkyung Yu, Bu-Nam Jeon, Youngeun Ha, Hyunuk Kim, Seungmin Byun, Sungmin Cho, Gyeong-Yeon Kim, Gihyeon Kim, Changho Park, Kyung Mi Park, Hansoo Paj

Introduction
We previously suggested that contactin 4 (CNTN4) negd
activity through binding with amyloid precursor (APP) p
addition, we confirmed that CNTN4 is highly expressed i

Genome & Company, Gyeonggi-do, Republic of Korea

2024

Activation of transcription factors, p65 and NFATc1, mediated by WNT5a, induces up-regulation

of novel immune checkpoint CNTN4 expression in cancer cells

e : e E_ ‘ wn B_& targeting CNTN4 as an immune-cncology drug candidate fo| ~ tumors such as gallbladder, pancreas, stomach, endometri — - G Kyung Mi Park. Hansoo Park
CNTHS erprssion n gaste mm;ﬁ soharts of the Samsung APP expression on T cells bladder cancer and melanoma with positive rates (IHC i Young Cha, Bu-Nam Jeon, Hyeok-Gu Kang, Kyung Mi Park, Hansoo
et Gl () 3 Tre Carcer G A, TCGA B, e s : through immenchistochemistry analysis, Genome & Company, Gyeonggi-do, Republic of Korea
w""‘ AT 0 noema tssota. Nost o the anslyoed tissves
low sxpression levsl of CNTIS (x.scores « 5 red dortse Ine, datafrom | E GENA-IBAAGT forhumsn family  GEHAGAATT formouss famlly  F ) CNTNAAPP Axis: Introduction A B AF ™ et L o—— ome ous
BioGPS, Ut E9pies Afymelri microarmar). . MHC/TCR: Suppression of Teell | | A8 ) s en i e 1: ] o L
Sind. FONTNA (o h a T cell .- . Activation of T cell I CNTN4 is a GPl-anchored neuronal membrane protein that functions as cell “ e i [ l i o
inding o o human and mouse T cel i i adhesion, playing a key role in maintaining the mechanical integrity and signaling It it L 1 £ s | ms e
H ) —t properties of the synapse. However, the immune synapse formation and 2, o [~ = =] o i b i as -
i e~ Cancar cel x| immunomodulatory roles of CNTHA have not been elucidated. i T e e = ] e T -
o 1 We previously confirmed that contactin 4 (CNTN4) is highly expressed in the ' 5 v Do e i- s e it e )
— ey e . = various human tumor tissues and inhibits T cell activity by suppressing a cascade of B aeaes c _— £ | meor ] ) rteatss - smieros we A
S o oot e e T G| e e s b i v g o ek e sigalng processes associated with T cel achvation theough binding with amylord sl == il Il .
recombinant human and mouse CNTNG are with EC., in ELISA 52y T cells was and 0-CD2 precursor protein (APP) of T cells. However, the molecular mechanism on the e el o Y § = 4 =] / i
el e expression of CNTN4 in tumors have not yet been elucidated. Here, we investigated aLE-ENTIS premater s - T i § = A §;
53 orotein) Suppression of T cell activity by interaction of CNT| Wwhether the expression of CNTN4 is regulated by oncogenic ligands. [ I R — L 1 ™ 1 ]
« " o= -
Neutralization of CNTN4-induced T cell suppressio| APP WT or KO mT cell activity Results . .
P ———— P ——— m However, murine cancer cells expressed CNTN4 at a ver i, 1 1
. from human tumors or cancer cells. Therefore, it was limited A H H H 2"
R #=2) tumor efficacy by targeting CNTN4 in syngeneic mice H § H 3,
splesn 21 hackground, we have prepared CT26 murine cancer cells 3 3 3 ;
g L2 e o e NS e (s 050 wers vz ## | (CT26/CNTNM) and evaluated anfi-tumor efficacy by treati < H
! , F H
e & Compony, Sieon Pk B.6n 26 5. o 255b0ng) | ant-CNTNS humanized mab in the syngeneic model ) oo R T H
Characterization of CT26/CNTN4 tumors — ) . o - ' s r—
= ——] Figure 3. GNTN4 promoter binding of the transcription factors, NFATe1 and péS, and  pig 1o 5, CHTN4 expression in resistant B16F10/WNTSa tumor to anti-mPD-1 treatment
posan Enrichment plat ‘ Gene expression heatr mﬂz’éﬂ'z“;‘“"- “‘;‘:r) NFATe1 or pS E;P';:r‘“p‘::";em and reporier PST'““” Jie'e o and in vivo cvalualion of GENA-104A16 in CT26/WNTSa model. A) Tumor growth curves
sz | for G126 & tumors pathway of CT26 &€} . y y a reporter gene assay and RT were_performed. C) CNTI4 gene the treatment of migG1 or ant-mPD-1 in B16F10Mock or BIEF10/MNTSa
- Figure 1. Screening of oncogenic ligands that regulate CNTN4 expression. A) jpromoter strueture: peS binding site as green and NFATE1 binding site as biue. D) SW4S0 mmf ‘modsl- Bmm']" (Mnd:'ur WNTSa) B:\'r_e, cells were ,ﬂmm mmm:]’[:g;?:‘f
oy A P e b b ey iy " THF-g signaling Schematic diagram of encogenic ligand reaction using transcription analysis of CNTN4  cells wers treated with 200 M of WNTSa for 24 h, and the binding of NFATc1 and pBStothe  rice after 3 daye of cancer cell inoculation, mice were treated Lp. with 5 mghg of anf-mPD-
CTE cmmoime o orf promoter (- 2,000 bp ~ + 100 bp) luciferase gene (Luc) fusion constructs. After transfecting CNTN# prometer was confimed through ChIP and qRT-PCR. IgG and negative control 4 (ione no. 29F 1412, BioXCell) of MIgG1 5 times at 3 or 4 days intervals. 8) RT-PCR and
Genome & Company, Siicon Park B-&F, 35 Pangyo-ro 255beon-g w8 the reporier gens into HEKISIFT celis, oncogenic ligands wers treated for 24 1 and  region wers sed & negative control Of the antioody and the prmer, respectively. As & guco g ooy S SIS S IV R S TR DSREE L B
- luclerase acthity was measured. B) After transfecing the reporter gene info HEKZ93FT  resutt, The p65 and NFAT1 activated by WHTSa bound to the GNTNS promoter and  agiistered with ant-mPD-1. As a result, B16F10/WNTSa tumors were more resistant to
pomn cells, WINTSa was treated for 24 h by dose, and reperier gene assay and RT.PCR were  increased the GNTN4 gene expression. *p<0.05, p<0.01, *'p<0.005, <0001 (V. anti.PD.1 than BA6F10Mock tumors, and the expression of CNTNA was higher in the
ocomer pertamed. As a result, WIITSa mcreased expression of CNTNS MRNA i 3 oSt iock) and 9<0.05, %p=0 1, =4p<0.005, “=p=0. 001 {vs. 1.0) by one-way ANOVA most resistant fumor. C) Tumor images and relative tumor weight (%) by the treatment of
cren ) m"gf'&"z“ggﬁr _‘E,“'“f'ﬂmp‘” 91‘25 AN"B“VT‘ (¥s. PBS) and “p<0.05, e o migG1 or GENA-1D4A16 in CT26Mock or CT26MWNTSa syngeneic tumor models. CT26
Figure 2. CNTM4 inhibited T cell proffesation, IFNy secretion, and phosd o o P<0.001 s )Wu"e""w oy sern . o i) e (Mock or WNTSa) cancer cells were inoculated subcutaneously info mice. After 3 days of
molecules of APP WT mouse T calls in the activation condition with P} 0 25 50 100 30 40y fagiel) O35 50 100 20 40 by Mok WNTSS Mock WNTE w cancer cell inoculation, mice were freated ip. with 5 mg/kg of GENA-104A16 or migG1 7
However. CNTNA did not suppress the ity for APP KO mouse T csls | B i e W o O e oo s ot [ <. v ] : I w s [ w0 fimes at 3 or 4 days intervals. As a result, treatment of GENA-1D4A16 induced better in
P eSS e[ e o [ 2 o[ LS}z vive efficacy in CT26MWNT5a model with more CHNTN4 expression compared to
3 (s CT26/Mock. *p<0.05, **p<D.01 {vs. mIgG1) by one-way ANOVA
o e
atyp e w ot o Summary & Discussion
] oo v - T e « These results demonstrate that WNT5a and WHTSa specific transcription factors
il g OF *Zuscore was calculted sing og HH 2 i 1o pas upregulate the expression of CNTN in human and murine cancer cells.
- signaling via NF&B'. "Apoptosis”,  ang represerts expression paten s 2 it 8 S }
and “Inflammatory response” patiaay were B s = H i £ * Recently, it was reported the WNTSa signaling pathway is associated with anti-
downreguiated in CT25/CNTN than in CT26 3 Boxs R TR i PD-1_antibody resistance in melanoma. Sa was increased
tumors, i& ey g Lo e o™ | in the melanoma patients to anti-PD-1 antibody than
s S e in responding melanoma patients (Cell Rep. 2021 May 4; 36:108071).
Sy T
e e + We have investigated whether the expression of CNTNA is affected in the resistant
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CNTN4= L&t B 0M =7 225t ADC A BEXME 52 AE 3= 7IS

=20 A CNTN4 IHC FA

IHC scoring

IHC scoring

Colon cancer

N

-
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CNTN4 S EtH 22 ot X=X HE7ts &

ORX

Cancer type Core # High expression* (IHC), %
Stomach 55 62%
Liver 69 57%
Melanoma 9 56%
Endo-metrium 10 50%
Bladder 10 40%
Gallbladder 10 40%
Prostate 49 35%
Pancreas 10 30%
Lung 58 19%
Cervix 60 13%
Colon 52 12%

*Ratio of IHC score 2+ and 3+

Copyright © Genome & Company. All Rights Reserved.
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Ol 7t HAN| IO A{2] CNTN4 &3 (Protein Expression, FACS)

Body systems

Specific positive tissues (IHC), %

Circulatory 0%
Digestive 0%
Endocrine 0%
Immune 0%
Integumentary 0%
Muscular 0 %
Nervous 67 % (2/3)
Reproductive 0%
Respiratory 0%
Urinary 0%

Total 30 tissues examined

6.7% (2/30)

Tissue cross reactivity study results using GENA-104A16

| I Activat Populati CNTNA

mmune ce ctivation opulation 2022-ICPS-06  2022-1CPS-13

CDAT cell negative negative

No activation CDS8 T cell negative negative

T cell Treg negative negative

CDAT cell negative negative

Activation CD8T cell negative negative

Treg negative negative

M1 negative negative

Differentiation M2 negative negative

MoDC negative negative

Macrophage M1 negative negative

Maturation M2 negative negative

MoDC negative negative

NK cell - negative negative

No stimulation negative negative

B cell : . . .

Stimulation negative negative

pDC negative negative

No activation cDC1 negative negative

cDC2 negative negative

DC . .

pDC negative negative

Activation cDC1 negative negative

cDC2 negative negative

21



GENA-104A16 2 A= ADCEZ 2N 2| 52t 29l internalization O] 2 O E . e

Internalization of GENA-104A16

Internalization of
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CNTN4 as a novel target for solid cancer with antibody-drug conjugate

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

Introduction

As a novel i h '.t,we ly confirmed that contactin 4 (CNTN4)

T cell activity negatively by” di yloid protein (APP) on T cells. CNTN4 is

highly expressed in various tym of mmots including gallbladder, pancreas, stomach,
tri liver, p , bladder cancer, } , and other tumors through

immunohistochemistry ysis in to low-level exp ion in normal tissues. Based

on the tumor-specific expression profile of CNTN4, we evaluated the potential of CNTN4 as
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.

CNTN4 exp jon in t I Wi
Represantative images for CNTNA IHC ‘wnlng of tumors
Celoncancer

.| WH!IHIIIIIII ]
SRR BRE =
‘ TE

Hgh expression
(]

cells as novel target of ADC

Potential indications of targeting GNTN4

cancortype | coms | M oBen | cyneniyne | coree Gancertpe | Coree

Stomach ] 62 Bladder 10 s Lung ) 19%
Liver s s Galbioaser 10 s cervix w0 1%
Metanoma 5 £ Prostae s o Calon w2 125
Endomesriun 10 s Pancreas 10 0% RasaalNG sasre 3o are 20
GNTNA expression in normal tissue through TCR study  CNTNA expresaion In human immune celis by FACS
Beay systans Specitic positive tissues OHC, A mmne cel | ALOVMION | POPSINGE vy SaCeyrrryry
Circulatory o% o Tagotoe Hagatae
- ; Moackase  COE Hegetne Hegatve
e e Tean o e phiod
; e
Endocrine o% Actweson CO8 Negotve Negetne
Tn Hagadne Hagstan
e o% e ey et
Oferrteton M2 Negane Negetve
o Y oy e el Togutne Pogutan
Msscutar an fephige 1 Pagatww Tegntnw
Naturation " Negetwo Negatve
Nevows o7 % 23 ez Hoguine Heguire
K ced 5 Hagetie Negatne
e = o T ]
Sanssion agetne Ve
Respiratory % 0 Nogutnu Pegatne
. 3 actisoe €051 MNagntne egetne
bt S e 0%z Nagotee Hegotne
(Total 30 tissues POC L TagEW
&% (230) Actenten 1 Hagatn Hegatan
—— priss: Hagatae Hagate

Concept of ADCs for anti-CNTN4 antibody (GENA-104A16 ADCs)

MMAE

Blndhg affinity (Indirect ELISA and cellular) for conjugates of GENA-104A16

B8 ‘TAR: Drag4>-artody rate.

I i,
L] BM ECy. V)

GENA-1GeAS 20 1 \4

GENA-104A 14 MUAF 42 G 51 ot

GENA-104AT-MUAE 45 ons omr

GENA-104AT4-5N 38 42 oo m

GENA-104A14-Exatecan derivate 4 oote orsy

GENA-104A18-Exatecandenvate (highDAR) 1.5 o ars

NROL O RIB) T I 21804100 pavs ( ORMASILAM 0K 5| 10 tl)l. ST

GENA-1OLA - WMAF 0 8 .l‘\.;!l. RIL I

to CNTN4 and CNTN4 oversxpreessd csil line. (A)
AMX of GENA-104A16 and Alexa fuor™ 453 |abeled secondary antnody was

compared Sindng arity assessment
104A16 ADCs were prepared with 3 DAR range of 4.0 0 7.5, confirming by HIC-HPLC o LC-MS. Test articies werz than evaiuiag
C) Kinetic monitoing of GENA-104A16 and Its MMAF
a concenrafion of 0.5 10 4 were yeted 10 AS4SICNTNG cals.
demonstrated sMclent Intemalization

Supsaquently.
of GENA-104416 Into posifive cancer call linse
y for 104416 ADC8 104416,

Cell growth inhibition assay of GENA-104A16 ADCs in cancer cell lines

Human cances cell Mouse cancar ol Nocml call
CNTNA Negative CNTNG posiiive CNTNG Negatwe CNTNA possve GNTHA Positive +
Asas ASENCNTNG HT-1040 HT-1080CNTNG Pan02/Cniné ws27

CNTR4 Expression by FACS)
mrFp| ' WFI)

© GENAOWASS © SGGAVMAT —@- GEMAIOIATSMUMAS & HGLVIIAT - 8- GENA-MATEMIAT o HGGASHIE - @- GENA-1OAATS-SNIE

CNTNA paisive cances call CNTNA negmtnee cancar call Maemal cell

—— MR FaT HT-000 Ase he2r
GENA104A%% > 1.000 >1.000 > 1900 > 1000 > 1000 > 1000
MAF PG a2 b » 1000 » 1500 ] » 1900 » 1050
comugate  GENA-IMAYS 42 0045 Q152 0187 n am = 1000
WAE MGe a2 4@ >1.00) >1500 & > 1000 > 1000
conuate  GENAIMAN a 00%6 o6z ®|t 2 60 b
o hlaCe a9 21 %9 100 29 58 223
compugats  GENA-IMAM 40 0 177 18 23 465 21
Featacan  PhIGE a0 [ > 1000 > 1500 0 > 1.000 > 1000

Efficacy study of conjugates of GENA-104A16 in orthotopic mice model

Metpe oo 13 gnG
Ty ",

A

Turmar arem (me’)

ros. 3 0034108
Iratppe conbal WS4 “ 298200
A PO 3 a 1 a9a
unait o e e
Combiearise 0+ HE Ui
PH001 " 30 0601 . PO ok Lt Aok 121, g R e, P

Figurs 3. Mmum:w«mmmmmwmmm plnuunc
cancsr call line. The In W0 Was evaluted using an orthotopic mMice Madel Wi
eenne(-a;mm?mmmmwesmmmmmwummpummmm
then gained and HSE-staned IMagss. (A) Pancreatc fumar rea following 3AMInistration Of MMAF and exatecan
mmwwmiwmmwmmw and exatecan denvate conjugate demonsirated
efMcacy I 3 dose-dependent manner (B) EMCacy COMPaNson bEtween Mono and combinazon therapy Wil IMmune chackpaint
Innidiior; When combined with exatecan denvate cONJugate and IMmune Chackpolt Inhibitor, ant-PO-1 antibody, synergstic eMicacy
Was 00saved COmparad to MOnoEaDy.

Efficacy study of conjugates of GENA-104A16 in patient-derived xenograft (PDX) model

Representative images for IMC (200 x magnification)

Coreg comer 8T Lumg comer 2

mtwmuwmwmmwismpﬂ!«nmmmm Prior to efficacy study usng
PDX mods, the Was 35886560 Twough Immunchistochemistry mummmmm
were confirmed for 3l models, and

Summary
* The expression of CNTN4 in various tumors, coupled with its absence in normal tissue and
immune cells, suggests its potential as a highly promising ADC tatget for cancer treatment.

* ADCs targeting anti-CNTN4 were developed usmg lidated llnker yload:
(MMAE, MMAF, SN38, and exat: derivatives), with maintained high binding affinity and
intemalization efficiency for CNTN4 even after payload conjugation.

ZQ AR AD AACR 2024 2 &
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ADC=2| treatment line transition

Enhertu
O H} o}
T o O

Trodelvy

O H}ot
TTo o

Elahere
o o

1X} X| 2 X

> 2k} K| 2|

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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L HFOk 9nd line ADC M
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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&=
CHE payload

Anti-HER2 — Topo payloadS 1XtQH O 2 ALETH 2HAHO||A|
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Microorganisms (2022)
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i Meta-genomics

o GENOME &CO

2015 M M EI

A7t QN ZEHME -

~ B Genomics/Transcriptomics
1990~ 2003 . Diagnostic, treatment and prevention

&I Ef2Y et

Post-genome era

Evolution of NGS & Bioinformatics
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Ethical * Regulatory « Safety and » Dose finding » Confirmatory * Regulatory
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Medical Grade Probiotic & Atdl 1 : Pendulum - 7 & ‘

Pendulum Therapeutics “Double digit million $ sales, triple digit growth in 2023”
“Expect to surpass $100M in 2024 or 2025”

s K[ E FHM ' o+ 7|8 K| = : -
fl& 2 Akkermansia sp. @ %= 7|2 X F - Senior Executive at Pendulum
- HEHOL 20144
I PN EES PA San Francisco, CA =R} $100M sales (E)
sales
s OlIXIQIA o H .
SESECEe =1 1003 SEQUOIA I In 2024 or 2025
= NE khosla ventures
ﬁ;-T MAYO CLIMNIC
Glucose Control Akkermansia Metabolic Daily true lerttvran
Premium Masstige Masstige MERITECH
CAPITAL PARTNERS
I HALLE BERRY
:E‘ Series C
. i— Al Series B
- Medical Food grade for - Dietary supplement - Dietary supplement o
type 2 diabetes patients _ ¢ gg /hotle, 30 - $55 /bottle, 30 ANz >
- $165 /bottle, 60 capsules capsules

capsules 2014  2018~2019 2021 2023 2024~2025
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Medical Grade Probiotic & Atg 1 : Pendulum — &2 &3 ‘

12 weeks, placebo-controlled,

CH & kXY double-blinded, randomized trial Primary Outcome
Placebo Total AUC Incremental AUC HbA1C
(mg/dL/180min) (mg/dL/180min) (% glycated)
il f i & & ] ] i 80 4k [ 0
! . L I
WRBF-010 Placeh Pacebo Hlacetn

C. beijerinckii, C. butyricum, B. infantis

IWBF-10 I WRE-0N | WAF-010 I

WBF-011

- W W01 .
C. beijerinckii, C. butyricum, B. infantis, Ll 0 Wi
A. municiphila, A. hallii

'

l Glucose Control

. * Premium

- . YyolT A

Metabolic Daily

» Masstige
- YT &

Alkkermansia

* Masstige
- YHAT &
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Thank you

X| =M AT L| (gnc-ir@genomecom.co.kr)
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