Antibody-Drug Conjugate
The Next Wave of Gastric Cancer Treatment
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EG junction cancer, adenocarcinoma, with liver metastasis, stage IV
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Possible stratification by biomarkers (experience in NCCHE)
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TCGA
classification

Molecular
characteristics

Clinical
characteristics

CD8' T cell
IFNy signalling
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Molecular Classification

Gastro-oesophageal
junction

n\_\ Fundus

I‘l

| Body
/
)

4

pylorus

EBV

Hypermethylation,
CDKN2A silencing
PI3KCA, ARID1A, and
BCOR mutation,
PD-L1/L2 expression,
CD8" T cell infiltration,
presence of M1
macrophages, IFNy
signature

Best prognosis in
patients with
resectable disease,
associated with
potential benefit
from anti-PD-1
antibodies

MsI

Hypermutation,
hypermethylation,
MLH1 silencing,
TIL infiltration

HM-SNV

Hypermutation,
POLE mutations

Associated with a
favourable
prognosis
following surgery, a
lack of benefit from
chemotherapy and
the highest level of
benefit from
anti-PD-1
antibodies

GS
CDH1 and RHOA

mutation,
CLDN18-
ARHGAP26/6 fusion

Lauren diffuse-type
(not completely
overlapped),
associated with the
worst prognosis in
patients with
resectable disease
and a lack of benefit
from chemotherapy

CIN

CIN-F CIN-B
TP53 mutations, Tumour supressor
whole-genome gene (cell cycle/
doubling, RTK WNT/TGFB)
mutations (EGFR, alterations,
ERBB2, ERBB3, FGFR2, mutations in RTKs
JAK2 and MET),

KRAS/NRAS, VEGFA
and cell-cycle gene
amplifications, AA > AC
mutational signature

Lauren intestinal-type (not completely
overlapped)
Benefit from adjuvant chemotherapy

Nat Rev Clin Oncol 18, 473-487 (2021).



HER2 Pathway

Extracellular

Intracellular

HER2 Dimer of EGFR receptor

Receptor of receptor family and HER2

EGFR family

PI3K
pathway mTOR

Pertuzumab

Trastuzumab N, )
Margetuximab e —
T-DM1 Z

T-DXd

Int. J. Mol. Sci. 2016; 17:2095
Int. J. Mol. Sci. 2023, 24, 11403



Prevalence of HER2+ GC in Taiwan

CGMH
All surgical specimens

Table 4. Literature review of HER-2 overexpression and HER-2 amplification in gastric cancer

2+ and FISH +)

% HER-2" Prognostic

Study Country n (definition) Association factor
Tanner et al. (2005) [8] Finland 131 12.2 (FISH +) Intestinal type Yes
Park et al. (2006) [16] Korea 182 15.9 (IHC 2+ or 3+) Intestinal type Yes
Kim et al. (2007) [12] Korea 248 22.6 (IHC 2+ or 3+) Differentiation Intestinal  Yes

type
Hoffman et al. (2008) [14] Germany, China, 168 13.6 (IHC 3+ or IHC Intestinal type Not done

Mexico 2+ and FISH +)

Barros-Silva et al. (2009) [10]  Portugal 463 93 (IHC 2+ or3+) Intestinal type Expansive Yes

type
Begnami et al. (2011) [15] Brazil 221 12 (IHC 2+ or 3+) Differentiation Intestinal ~ Yes

type
Hsu et al. (2011), current series Taiwan 1,036 6.1 (IHC 3+ or IHC Differentiation No

immunohistochemistry.

Abbreviations: FISH, fluorescence in situ hybridization; HER-2, human epidermal growth factor receptor 2; IHC,

HER2-positive, % 95% CI

Hong Kong _ 23.1 17.9-28.3
Thailand I > | 7.7 0.5-14.9
Vietnam —e— 115 7.1-15.8
China o 8.0 6.4-9.7
CMUH+ n=757
Taiwan } ¢ I 21.0 9.3-32.7
44.5% biopsy
. Overall | 9.7 7.8-11.7
55.5% excision L ———————

20 25 30 35

TCVGH mGC

HERZ2 overexpression, n/total n (%)

0, 1+, 2+

3+

225/262 (85.9)

37/262 (14.1)

Asia Pac J Clin Oncol. 2017 Jun;13(3):249-260.

Oncologist. 2011;16(12):1706-13

Clin Med Insights Oncol. 2022 Sep 18:16:11795549221123617



First Line Therapy
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First Line Management of Advanced GEA
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1. Murad AM et al. Cancer. 1993;72(1):37-41; 2. Vanhoefer U et al. J Clin Oncol. 2000;18(14):2648-2657; 3. Ajani JA et al. J Clin Oncol. 2010;28(9):1547-1553; 4. Van Cutsem E et al. J Clin Oncol. 2006;24(31):4991-4997; 5. Dank M et al. Ann Oncol. 2008;19(8):1450-1457;
6. Cunningham D et al. N Engl J Med. 2008;358(1):36-46; 7. Kang YK et al. Ann Oncol. 2009;20(4):666-673; 8. Guimbaud R et al. J Clin Oncol. 2014,32(31):3520-3526; 9. Shah MA et al. JAMA Oncol. 2017;3(5):620-627; 10. Bang YJ et al. Lancet. 2010;376(9742).687-697.

Presented By: paniel Catenacci, MD #ASCO21 gontefnt.of this p.resdefntation is the property of the author, licensed by ASCO. 2021 ASCO
ermission required for reuse. ANNUAL MEETING
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First Line Management of Advanced GEA
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Subsequent Negative Phase I1/1ll Studies in Advanced GC

First-line Studies

=  JACOB: capecitabine/cisplatin/trastuzumab * pertuzumab (N = 780)
— 0S:17.5vs 14.2 mo (HR: 0.84; P = .057)
= HELOISE: capecitabine/cisplatin + higher dose trastuzumab (N = 248)
= LOGIC: capecitabine/oxaliplatin + lapatinib (N = 545)
— No difference in OS (12.2 vs 10.5 mo; HR: 0.91)

Second-line Studies

= TyTAN: paclitaxel + lapatinib (N = 261)
=  GATSBY: paclitaxel or docetaxel vs T-DM1 (N = 415)
= T-ACT: paclitaxel + trastuzumab (N = 91)

Tabernero. Lancet Oncol. 2018;19:1372. Shah. JCO. 2017;35:2558. Randolph Hecht. JCO. 2016;34:443. E
Satoh. JCO. 2014;32:2039. Thuss-Patience. Lancet Oncol. 2017;18:640. Makiyama. JCO. 2020;38:1919. Slide credit: clinicaloptions.com
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http://www.clinicaloptions.com/

HER2+ Breast cancer
Phase lIl:EMILIA
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HER2+ Gastric cancer
Phase ll/lll: GATSBY
T-DM1 vs taxanes

Different Story of HER2+ BC vs. GC

80
60 —
LEONARDO TOBEY CAREY JOEL
DECAPRIO MAGUIRE MULLIGAN EDGERWFON
FROM THE DIRECTOR OF 40 —

ROMEO +JULIET AND MOULIN ROUGE

GATSIBYY

TAX Trastuzumab emtansine
(n=117) 24 mglkg qw
(n=228)

Median OS, months (95% Cl) 86 79

(7-1-11-2) (6-7-9-5)
Mumber of events, n (%) 71 (60-7) 164 (71-9)
Unstratified HR (95% Cl) weekly 1-15 (0-87-1-51)
trastuzumab emtansine vs TAX p=0-8589*

—— Trastuzumab emtansine
2-4 mg/kg qw

— TAX

Thuss-Patience OC, et al.Lancet Oncol. 2017

» T-DM1 did not improve OS compared with 2nd-line taxanes

» ORR 20% in GC vs. 44% in BC



Intratumoral Heterogeneity and
Incomplete Membrane Staining of HER2

Breast Cancer (HERA; N =1969)
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Gastric Cancer (ToGA; N =1453)

1+
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cells

s
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Hofmann. Histopathology. 2008;52:797. Modified slide courtesy of K. Shitara.
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Tumor
heterogeneity is
more common in
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" Incomplete
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with IHC is more
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Overexpression of HER2, EGFR, MET, FGFR
by IHC in 9%-25%
Coexpression in 19%
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Immune effects of Trastuzumab
observed in preclinical studies
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Janjigian KN811 ESMO 2023

KEYNOTE-811 Study Design crosstsazs)
Phase 3 Randomized, Placebo-Controlled
| HER2{Z§E+PD1%%E |

Key Eligibility Criteria
* Advanced, unresectable G/GEJ

, Pembrolizumab 200 mg IV Q3W +
adenocarcinoma

Trastuzumab and FP or CAPOX?

* No prior systemic therapy in
advanced setting

for up to 35 cycles

* HER2+ by central review (IHC 3+
or IHC 2+ ISH+)

Placebo IV Q3W +
Trastuzumab and FP or CAPOX?

for up to 35 cycles

*ECOGPS0Oor1

Stratification Factors
» Geographic region

*PD-L1 CPS <1 vs CPS 21
» Chemotherapy choice

Endpoints
*Dual primary: OS, PFS
«Secondary: ORR, DOR , safety

Trastuzumab: 6 mg/kg IV Q3W following an 8 mg/kg loading dose. FP: 5-fluorouracil 800 mg/m? IV on D1-5 Q3W + cisplatin 80 mg/m? IV Q3W. CAPOX: capecitabine 1000 mg/m? BID on D1-14 Q3W + oxaliplatin 130 mg/m? IV Q3W. PFS, ORR, DOR per
RECIST by BICR.




Janjigian KN811 ESMO 2023

Antitumor Response at A3

100+
Pembro (N =323) Placebo (N =321)

80

&0

| HER2#Z§L+PD1%% |

B0 - im0  m m

40

0

20

Change From Baseline (%)
Change From Baseline (%)

-40
40
80
100
Pembro Placebo
Response and Duration N =350 N =348
ORR, % (95% CI) 73 (68-77) 60 (55-65)
Best response, n (%)
CR 58 (17) 39 (11)
PR 196 (56) 170 (49)
SD 67 (19) 95 (27)
DCR, % (95% ClI) 92 (88-94) 87 (83-91)
DOR, median (range), mo 1.3 (1.1+ 10 49.7+) 95(14+1t048.7+)

Data cut-off: March 29, 2023. ORR at IA1 was 74% (11% CR) in the pembro gp vs 52% (3% CR) in the pbo gp (ORR difference: 22% [85% CI, 11-34];, P=0.00006). ORR at |A3 in CPS =1 was 73% in the pembro gp vs 58% in the pbo gp.
NE, post-baseline assessment not evaluable. NA, no post-baseline assessment available for response evaluation. + indicates no progressive disease at time of last disease assessment



Janjigian KN811 ESMO 2023

Progression-Free Survival at IA3: 38.5 months of follow-up?

RECIST V1.1, BICR

All patients
Pembro Placebo
Lk Median PFS, mo 10.0 8.1
90 - 95% ClI 8.6-12.2 7.1-8.6
80 - HR (95% ClI) 0.73 (0.61-0.87)
70
60 -
50 -
o
40 -
30 A 24%
20 - 17%
i)
10 15% e U S
¢ 11%
0 1 | ] 1] 1] 1] 1 1] 1 | 1 | ] | 1] 1 1] 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
No. at Risk Time, months

Pembroizumabgp 350 296 234 173 139 102 84 67 59 S3

Placcbogp 348 274 184 121 &3

Data cut-off: March 29, 2023. *Median follow-up. ®Not a prespecified endpoint.

M55 48 # 2 2B 2 17 5 4

4 N 4 A0 14 86 2:
2 0

PD-L1 CPS 21°

Pembro Placebo
100 Median PFS, mo 10.9 73
90 A 95% CI 8.5-12.5 6.8-8.5
80 4 HR (95% Cl) 0.71 (0.59-0.86)
70 -
60 -
o 50
[T
o.
40 -
30 4 25%
18%
20 1 H‘L"""-lu_lh_l_uu_u_u_u
10 14% 10%
0 1 1 1] 1 I 1 1] 1] 1 ] 1] | 1 ] 1 ]
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
No. at Risk Time, months
Pembroizumabgp 208 250 200 151 123 91 74 63 56 51 39 0 23 20 W & 2 1
Placsbogp 206 231 152 100 78 58 45 34 28 20 18 16 14 10 6 4 2 0



Janjigian KN811 ESMO 2023

Progression-Free Survival in Key Subgroups at |A3

Events/Patients, N HR (95% ClI) Events/Patients, N HR (95% Cl)
Overall 514/698 s B 0.73 (0.61-0.87) Primary Tumor Location
Age, years Stomach 344/466 il 0.70 (0.57-0.87)
<65 305/397 Hil— 0.67 (0.54-0.85) Gastroesophageal junction 1701232 - 0.85 (0.63-1.15)
265 209/301 i 0.84 (0.64-1.10) Histological Subtype
Sex i : -
Female o734 —M— 0.49 (0.32-0.74) DR e - eLiner)
Male 417564 - 0.83 (0.68-1.01) Intestinal 270/386 - 073 (0.67-0.92)
Race Indeterminate 149/192 i 0.81(0.59-1.12)
Asian 156/240 —H 0.85 (0.62-1.16) T e fars i)
Non-Asi 4 il 69 (0.56-0.84
il ot 0168 (0.05 0%) Yes 263/341 ] 0.71 (0.56-0.91)
Geograpiic Ragion N 233/328 0.74 (0.57-0.96
Eur/North Am/Aus 1721224 il 0.73 (0.54-0.99) ° Hi i a0
Asia 153/237 —_-—H 0.84 (0.61-1.16) Number of Metastatic Sites
Rest of world 189/237 - 0.65 (0.49-0.87) <2 269/377 . 0.71(0.56-0.91)
PD-L1 Status 23 245321 — 0.78 (0.61-1.00)
CPS 21 442/504 HlH 0.71(0.59-0.86) >
CPS <1 72104 —— 103065164 Prior Gastrectomy
— Yes 781114 — - 0.81(0.52-1.27)
Non-MSI-H 478/855 HElH 0.75 (0.63-0.90) No 436/584 i 0.72(0.58-0.87)
ECOGPS Chemotherapy Regimen
0 2021292 = 0.76 (0.58-1.00) CAPOX 433/506 -] 0.74 (0.61-0.90)
1 312/406 0.74 (0.59-0.92) = i - 073 (047-1.14)
L ) I 1
0.1 Favors Pembrolizumab 1 Favors Placebo 10 01 Favors Pembrolizumab 1 Favors Placebo 10

Data cut-off: March 29, 2023.

Group

A

Group

v

Group

Group

A

v



Overall Survival at IA3

Janjigian KN811 ESMO 2023

All patients v’ PD-L1CPS 212
Pembro Placebo Pembro Placebo
100 Median OS, mo 20.0 16.8 o Median OS, mo 20.0 15.7
90 1 95% ClI 17.8-22.1 15.0-18.7 90 95% CI 17.9-22.7 13.5-18.5
80 HR (95% CI) 0.84 (0.70-1.01) 80" HR (95% Cl) 0.81 (0.67-0.98)
70 - 701
_ 601 60 1
= =
8’ 50 1 g 50 1
40 4 40 1
30 - 30 1
20 - 20
101 10
0 1] 1] 1 ] 1 1 ] 1) | ] 1 ] 1 1 1] 1] 1] 1 0 1 1 L} 1 ] 1 1 ] 1 1 1] | 1] | 1 1 1] 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
No. at Risk Months No. at Risk Months
Pembrolzumabgp 350 339 311 281 243 220 182 156 12 105 38 69 61 48 37 23 7 2 0 Pembeolizumabgp 298 288 265 241 207 190 166 136 115 9% 78 64 58 & 37 23 7 2 0

Placcbogp 348 327 292 259 220 193 165 138 116 96 & S8 51 37 25 15

8

1

0

Data cut-off: March 29, 2023. OS did not meet the prespecified criteria for significance at IA3 and will be retested at final analysis. *Not a prespecified endpoint.

Placebogp 206 277 244 215 180 155 135 113 96 80 67 47 41 31 21 12 § 1 0



FDA amends pembrolizumab’s
gastric cancer indication

f Share = X Post = in Linkedin = % Email = &= Print

On November 7, 2023, the Food and Drug Administration revised the existing indication
of pembrolizumab (Keytruda, Merck) with trastuzumab, fluoropyrimidine, and platinum-
containing chemotherapy for the first-line treatment of patients with locally advanced
unresectable or metastatic HER2-positive gastric or gastroesophageal junction (GEJ)

adenocarcinoma. This updated indication, which remains approve& under
accelerated approval regulations, restricts its use to patients whose tumors
express PD-L1 (CPS = 1) as determined by an FDA-approved test.

The FDA also approved the Agilent PD-L1 IHC 22C3 pharmDx as a companion diagnostic

device to select patients with gastric or GEJ adenocarcinoma whose tumors express PD-L1
(CPS = 1).



53y/o Male EG junction cancer, adenocarcinoma, liver metastasis
T4bN+M1, stage IV. HER2 IHC:2+, ISH:amplification, PDL1 CPS:1
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Trastuzumab Resistance



Resistance to Trastuzumab in gastric cancer

Reported Anti-HER2 resistance

1.

o on

Intratumoral heterogeneity of HER2 expression
(Loss of HER?2 after Trastuzumab)

Activation of downstream pathway

(RAS-MAPK, PI3K/AKT)

Activation of totally unrelated pathway survival

(other RTK, etc MET, or cell signal)

Activation of the other HER pathway by other family members
(incomplete blockade of the HER family)

Activating mutations in HER2

Loss of the target (p95 HER2)

Mechanical blockade of target (mucins etc.)

NCCHE

» Intratumoral heterogeneity of HER2 expression is common
» Co expression with other RTKs are also common

Wulfkuhle, et al. Clin Cancer Res 2017; Wang et al, Gut 2018
Janjigian YY.et al. Cancer Discov 2018; Pietrantonio, et al.Clin Cancer Res 2017



Drug Resistance After Receiving Anti-HER2 Therapy

Intrinsic and acquired trastuzumab resistance

| .. . ERBB2 exon 16 deletion after Co-mutations in RTK/RAS/PI3K
ntrinsic resistance trastuzumab treatment pathway that bypassing the need of
ERBB2+ Top Quartile of expression (n=13) = HER2 aCt|Vat|0n
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Janjigian YY et al., Genetic Predictors of Response to Systemic Therapy in Esophagogastric Cancer. Cancer Discov. 2018;8(1):49-58.



The role of ctDNA

* Concordance between ctDNA and tissue-based HER2 amplification
* 61% (Maron Clin. Cancer Res. 2019;25:7098-7112.)
* 91.2% (Wang. Eur. J. Cancer. 2018;88:92—-100. )

H=GRN0" MBaseline MPD
New HER2amp <8 <50-
6% & zZ 401
@\ ©)
a 4 ¢ 301
= & 20
S 5 m
Non-HER2amp HER2amp = L 10;
23% 59% 0
A 0VoDoN Vo Do P00 oDoD A AN AYAD A
0 Baseline Treatment PD QQQQQQ‘&V?‘V?‘V?\&V?‘VQ‘@\%%%
Trastuzumab Resistance Clones at PD HER2 Copy Number at Baseline and PD

Wang. Gut. 2019;68:1152.



Trastuzumab Beyond Progression
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. Randomized, Phase Il Study of Trastuzumab
“Beyond Progression in Patients With

HER2-Positive Advanced Gastric or
Gastroesophageal Junction Cancer: WJ0G7112G

(T-ACT Study)

Akitaka Makiyama, MD, PhD?; Yasutaka Sukawa, MD, PhD?; Tomomi Kashiwada, MD, PhD?; Junji Kawada, MD?;
Ayumu Hosokawa, MD, PhD®; Yoshiki Horie, MD, PhDS; Akihito Tsuji, MD, PhD?; Toshikazu Moriwaki, PhD, MD?;
Hiroaki Tanioka, MD, PhD®; Katsunori Shinozaki, MD, PhD?; Keita Uchino, MD, PhD*!; Hirofumi Yasui, MD'?; Hireshi Tsukuda, MD'?;
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Post 1L
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Pre 1L
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PFS 3.7 mo 3.2mo 0.91(0.33)
_ 100 A Paclitaxel
g — 80 —— Paclitaxel + trastuzumab
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-
cg T 60 4 Stratifi . o
o tratified hazard ratio, 1.23 (95% CI, 0.76 to 1.99)
= o Stratified log-rank test P=.20
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Trastuzumab Beyond Progression?

Trastuzumab Combined With Ramucirumab and Paclitaxel in
Patients With Previously Treated Human Epidermal Growth
Factor Receptor 2—Positive Advanced Gastric or
Gastroesophageal Junction Cancer

2021 ASCO 2022 ASCO Gl

Chang Gon Kim, MD, PhD'; Minkyu Jung, MD, PhD' (%) ; Hyo Song Kim, MD, PhD' (&); Choong-kun Lee, MD, PhD' () ; Hei-Cheul Jeung, MD, PhD?
Dong-Hoe Koo, MD, PhD* () ; Woo Kyun Bae, MD, PhD*({%); Dae Young Zang, MD, PhD* (% ; Bum Jun Kim, MD, PhD® (&) ; Hyunki Kim, MD, PhD®;
Un-Jung Yun, PhD'7; Jingmin Che, MS™®(%; Sejung Park, PhD” (5); Tae Soo Kim, PhD’; Woo Sun Kwon, PhD’ (&); Juin Park, BS™*(%);

Sang Woo Cho, BS™'°(®; Chung Mo Nam, PhD"' (&; Hyun Cheol Chung, MD, PhD' (®; and Sun Young Rha, MD, PhD''° (%)

Phase Ib: RP2D

Phase II: Efficacy

Trastuzumab + Ramucirumab + Paclitaxel \ Trastuzumab + Ramucirumab + Paclitaxel> Tumor shrinka ge: 82%

for RP2D (N=3~6) with RP2D (N=50 including phase Ib)
ategory Frequency (N = 50)
Best response, No. (%)
Dose ™ 8omg/m? on on * EZJ
PR 26 (52)
level days 1,8, and 4mg/kg (loading 0 2 @)
(1) 15 dose) followed D 2@
8mg/kg on days
SR 1and 15
Dose ?Omg[mz on days 1- 8- 15: ORR: 54%
level days 1,8, and 22 DCR: 96%
(-1) and 15
Cycled every 28 days

A

(41/50)

100 B CRFR

H sD

m PD

“Ongoing response/disease control
CR

of Target Lesion (%)
o b2y

Best Change From Baseline
o

-100

J Clin Oncol. 2023 Sep 20;41(27):4394-4405.




Trastuzumab Beyond Progression?
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HER2 status before first line .......................

Response for first line

HER2 status before second line .......................

B HERZ IHC 3+ Complete/partial response for first-line treatment
M HER2IHC 2+, ISH + SD for first-line treatment
B HER2- PD for first-line treatment

e HER2- loss after 1st line treatment was
8/23(34.7%)

* Triplet regimen might cover various tumor
clones

* Novel agents? Re-biopsy?

RAINBOW trial 0S:9.6m

100 100
75 75
;; 50 - Median PFS = 7.1 months ~ 50 Median OS = 13.6 months
e (95% Cl, 4.8-9.4) 8 {95% Cl, 9.4-17.7)
a
25 - 25 -
— PFS — o0s
T T T T T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48
No. at risk: Time After Treatment (months) No. at risk: Time After Treatment (months)
— 50 28 11 4 2 1 1 1 0 — 50 44 23 1 7 1 1 1 0
100 A Median PFS 100 Median OS
—— HER2 maintain 7.2 maonths —— HER2 maintain 15.1 months
75 —— HER2 loss 6.4 months 75 | —— HER2 loss 12.2 months
P=.264 P=.554
50 - - 50
©» n
o o
25 25
0 6 12 18 24 30 36 42 48 1] 6 12 18 24 30 36 42 48
No. at risk: Time After Treatment (months) No. at risk: Time After Treatment (months)
—_ 15 9 4 1 0 0 0 0 0 —_ 1B 1 8 3 1 i 0 0 0
— 4 2 0 0 0 0 0 0 —_ 8 8 a4 1 1 0 0 0 0

J Clin Oncol. 2023 Sep 20;41(27):4394-4405.
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Trastuzumab deruxtecan (T-DXd) Was Designed With 7 Key Attributes

T-DXd is an antibody drug conjugate (ADC) composed of 3 components'2:

Paul Ehrlich: “Magic Bullet”

A humanized anti-HER2 1gG1 mAb with the same
amino acid sequence as trastuzumab, covalently linked to:

Mode of action of ADCs (2) Binding to target antigen presenting cells
.

Payload mechanism of action:
topoisomerase | inhibitora-!2

(3) Internalization

A topoisomerase | inhibitor payload, an exatecan derivative

A tetrapeptide-based cleavable linker High potency of payload 12

(4) Released payload

High drug to antibody ratio = 8 212

Humanized anti-HER2 Deruxtecan’2
IgG1 mAb'-3

A
' Lo 0 o \ Payload with short systemic half-life 1.2
H H
® o © 0 6 © ' Stable linker-payload 12
H
/,
Cleavable Tetrapeptide-Based Linker

Tumor-selective cleavable linker 12

F
Topoisomerase | Inhibitor payload
(DXd=DX-8951f derivative)

Bystander antitumor effect 14

aThe clinical relevance of these features is under investigation.

1. Nakada T, et al. Chem Pharm Bull (Tokyo). 2019;67(3):173-185. 2. Ogitani Y, et al. Clin Cancer Res. 2016;22(20):5097-5108. 3. Trail PA, et al. Pharmacol Ther. 2018;181:126-142. 4. Ogitani Y, et al.
Cancer Sci. 2016;107(7):1039-1046.



T-DXd 6.4 mg/kg as the recommended dose in HER2-positive gastric cancer

by Population Pharmacokinetic Modeling
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Population Pharmacokinetic study between breast vs gastric

Table 2. Summary of Model-Predicted Interstitial Lung Disease by Country/Race

Japanese Asian Non-Japanese Asian
End point Breast cancer 5.4 mg/kg Gastric cancer 6.4 mglkg Breast cancer 5.4 mglkg Gastric cancer 6.4 mglkg
Any-grade ILD over 90 days 3.9 (3.0-4.9) 4.1 (3.2-53) 0.5 (0.0-1.1) 0.7 (0.0-1.3)
Any-grade ILD over 180 days 9.7 (82-11.8) 10.2 (8.7-12.8) |.4 (0.0-2.8) 1.7 (0.0-3.4)
Any-grade ILD over 360 days 19.8 (17.4-23.3) 20.5 (18.1-24.6) 3.0 (0.0-6.0) 3.8 (0.0-7.5)
Grade >3 ILD over 90 days 0.9 (0.5-1.3) 1.0 (0.6-1.4) 0.9 (0.5-1.3) 08 (0.5-1.2)
Grade >3 ILD over 180 days 1.8 (1.1-2.7) 2.0 (1.2-3.0) 1.8 (1.1-2.7) 1.6 (0.9-2.5)
Grade >3 ILD over 360 days 23 (1.6-2.9) 25(1.8-3.2) 2.2 (1.5-2.8) 20(1.4-27)

> ILD incidence seems to be comparable between 5.4 in breast and 6.4 in gastric

Yoshihara K, et al. J Clin Pharmacol. 2023



DESTINY-Gastric0l: randomized phase 2 study

An open-label, multicenter, randomized phase 2 study

Primary cohort (HER2 positive [IHC 3+ or IHC 2+/ISH+])

- Progressed on trastuzumab-containing regimen

T-DXd (n = 125)
6.4 mg/kg, 3-week cycle

Patients

» HER2-expressing advanced gastric
or GEJ adenocarcinoma by central
assessment (in most recently
available tumor samples )

« 2 2 Prior regimens; must include
fluoropyrimidine and a platinum
agent

Physician’s choice (PC)
(irinotecan or paclitaxel) (n = 62)

Exploratory cohorts (HER2 low)
- Anti-HER2 treatment naive

_ Cohort 1: HER2 (IHC 2+/ISH-)
T-DXd (N = 20)
Cohort 2: HER2 (IHC 1+)
T-DXd (N = 20)

O——>» 0 -40—OMZ=DO

i

M= R %E Phase 1 study
6.4mg/kg 2 IER B L5.4mg/kg

Primary endpoint
* ORR by independent central review (ICR)

187 patients were randomized (T-DXd, n = 125; PC, n = 62)

Key secondary endpoint 76% of platients had HER? IHC 3+, ?0% frorTI Japan

. 0 to be statistically evaluated hierarchically The median nL{mber of prior systemic theraples was 2 (range, 2.-9)
if the primary endpoint was statistically significant ~ * 86% had received taxanes, 72% ramucirumab, and 33% anti-PD1
(overall a error was 5%)

[ ]

Shitara K, et al. N Engl J Med. 2020, ASCO 2020



DESTINY-Gastric01: T-DXd vs. chemo in pretreated HER2+ GC

80 - . ,
T-DXd ., | Best Percentage Change from Baseline in Tumor Size

40 -
20

0
-20
-40
60
-80

-100 ORR 51% vs 14%
Iri or PT%(O Confirmed ORR 43% vs 12%

60

40

20

£ 0
.20 -
40 -
60 -
-80 -
-100 -

n=117

%

» T-DXd significantly improved ORR and OS
» PFS also apparently favor T-DXd

Percentage of Patients

Percentage of Patients

mOS 12.5vs. 8.4 ms
HR 0.59 (95% Cl, 0.39-0.88)

Trastuzumab
deruxtecan

i Physician’s choice L
of chemotherapy
|

T i I I T T I |
3 6 9 12 15 18 21 24

Months
" mPFS 5.6 vs 3.5ms
HR, 0.47 (95% Cl, 0.31-0.71)

Trastuzumab
deruxtecan

Physician’s choice
of chemotherapy
1

|

|

|

I

|

|

I

I

| 1

| T | | | T |

3 6 9 12 15 18 21 24

Months

Shitara K, et al. N Engl J Med. 2020
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Overall Survival, %

DESTINY-GastricO01l: HER2 low cohort

40 - Cohort 1
IHC 2+/ISH- n=19
7
0 i
220 A
40 - I Prior irinotecan
" ORR 36.8%
hal Confirmed ORR 26.3%
-80 i
Overall Survival Events/n Median
— Cohort1 78 th
IHC 2+/ISH- 12120 -0 montns
100 1 (95% CI, 4.7 mo-NE)
20 | —— Cohort 2 17/298 8.5 months
IHC 1+ (95% CI, 4.3-10.9 mo)
60
o 0 . .
20 A
D T T T T T T T T
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Progression-Free Survival

Progression-Free Survival, %

100 1

80 7

60 1

40 1

207

0 Prioririnotecan

ORR 19.0%
Confirmed ORR 9.5%

Events/n Median
____ Cohort1
IHC 2+/ISH- 14/20 4.4 months
(95% Cl, 2.7-7.1 mo)
—— Cohort 2 15/29 2.8 months
IHC 1+ (95% Cl, 1.5-4.3 mo)
-
0 3 6 9 12 15 18 21 24
Months

Yamaguchi K, et al. ESMO 2020; JCO 2022



DESTINY-Gastric02: Second-line Trastuzumab
Deruxtecan for Advanced HER2+ GC/GEJ Cancers

= Phase Il, single-arm study of

Western patients with HER2+ Sl LGS o)
gastric/GEJ cancers Median follow-up duration, mo 10.2
= Patients progressed while on or Confirmed ORR, n (%) 33 (41.8)
after first-line, trastuzumab-based . CR n (%) 4 (5%)
therapy + PR, n (%) 29 (37%)
— HER2+ by ISH 3+ or ISH 2+/ISH+ Median OS, mo (95% Cl) 12.1(9.4-15.4)
post progression biopsy
12-mo OS rate 50.6%
= 1(96.2%) or 2 (3.8%) prior lines of ,
Median DoR, mo (95% Cl) 8.1 (5.9-NE)
therapy
Median PFS, mo (95% Cl) 5.6 (4.2-8.3)

= Primary endpoint: Confirmed ORR
» Confirmed ORR :42% in GC02 and 43% in GCO1

Ku. ESMO 2022. Abstr 1205MO0. » Median PFS 5.6ms in GC02 and 5.6ms in GC01 Slide credit: clinicaloptions.com E

e Dy O



http://www.clinicaloptions.com/

DESTINY-GCO1+GCO02 Safety Summary |[8wv-ai- i

=[Nl B S VAP 3> Bone marrow suppressions and mild Gl toxicities were common
TEAEs associated with: (n=125) (n=79) .
(but lower in GCO2 than GC01)

T-DXd related any AE 98% 100% Adequate
T-DXd related grade23 75% 30% antiemetics
Drug discontinuation 15% 13% ILD/Pneumonitis in GC-01

H 0 0 -
Dose reduction 32% 18% » 12 patients (9.6%) had T-DXd-related ILD/pneumonitis
Specific AEs DESTINY-GC01 | DESTINY-GC02 _ _ _ _
all grade /2G3: (n = 125) (n=79) 16 patients (+4 patients) with ILD at the updated analysis
Neutrophil count decreased 63% / 51% 17% | 8%  Median time to first onset , 102.5 days (range, 36-638 days)
Platelet count decreased 39% / 10% 18% / 3%  Most were grade 1-2 (G1-2, n=13; G 3, n=2; G 4, n=1)
Nausea 63% / 5% 67% 1 8%
Decreased appetite 60% / 17% 33% 1 5% ILD/Pneumonitis in GC-02
Malaise or Fatigue 4% /1% 42%14% o g patients (10%) with ILD at the updated analysis
Diarrhea 32%12% 36% /1 1%

-  Median time to first onset , 80.5 days
ILD / Pneumonitis 10% / 2% 10% / 1% + Most were grade 1-2 (G1-2, n=6; G5, n=2)
« Two TRD (ILD or pneumonitis)

Shitara K; et al. N Engl J Med. 2020; Yamaguchi K, et al. ASCO 2021, Van Cutsem E, et al. Lancet Oncol 2023



ILD Mechanisms

FIGURE 1 Lunginterstitial
inflammation associated with trastuzumab
deruxtecan (T-DXd) treatment in
cynomolgus monkeys. A, B, Inflammatory
cell infiltrates such as neutrophils

and lymphocytes in the alveolar wall,
intraalveolar fibrosis, alveolar edema, and
aggregates of foamy alveolar macrophages
were observed at 78.8 mg/kg T-DXd in
the 6-week toxicity study (A, H&E; B,
Masson-trichrome). C, D, Thickening

of the alveolar wall with lymphocytic
inflammation and fibrosis was observed at
30 mg/kg T-DXd in the 3-month toxicity
study (C, H&E; D, Masson trichrome). Bar,
100 pm

In monkeys model:
-Diffuse lymphocytic infiltrates and slight fibrosis
-DXD did not induce ILD but T-DXD did

-HER2 was not expressed at alveolar level

-Possibly target-independent uptake of T-DXd via Fc into alveolar
macrophages by mouse model

< &
IS /
A

Deconjugated
payload

A, ERBB2-dependent uptake of the ADC (asterisk). B, ERBB2-independent
uptake of the ADC in intra-alveolar immune cells. C, Bystander killing by free
payload released from targeted cancer cells. D, Deconjugated payload
circulating in the bloodstream. This image was created using Servier Medical Art
templates, which are licensed under a Creative Commons Attribution 3.0
Unported License.3?

Kumagai K, et al. Cancer Science 2020; Tarantino P, et al. JAMA Oncol 2021



Cumulative probability of ILD

Pooled Analysis of ILD from 8 single arm studies with T-DXd

Table 3. Adjudicated drug-related ILD/pneumonitis by tumor type and grade® 25 patients
n (%) Grade 1 Grade 2 Grade 3 Grade 4 Grade 5 Total
All patients (N = 1150) 48 (4.2) 89 (7.7) 14 (1.2) 1(0.1) 25 (2.2) 177 (15.4)
Breast cancer (n = 510) 32 (6.3) 51 (10.0) 7 (1.4) 0 15 (2.9) 105 (20.6)
HER2-positive breast cancer treated with T-DXd 9 (3.7) 22 (9.0) 2 (0.8) 0 7 (2.9) 40 (16.3)
5.4 mg/kg q3w (n = 245)"
Gastric cancer (n = 294) 5(1.7) 15 (5.1) 3 (1.0) 1(0.3) 1 (0.3) 25 (8.5)
Lung cancer (n = 203)" 7 (3.4) 16 (7.9) 2 (1.0) 0 6 (3.0) 31 (15.3)
Colorectal cancer (n = 107) 0 5 (4.7) 1(0.9) 0 3 (2.8) 9 (8.4)
Other cancer (nh = 34) 4 (11.8) 2 (5.9) 1(2.9) 0 0 7 (20.6)
Patients, n Hazard ratio®
0.25 . . Potential risk factor (N =1150) (95% ClI) Hazard ratio® (95% ClI)
Median time to onset 5.4 months Age group .
<65 years 754 1.56 (1.02-2.38) —.—i
0.20 4 265 years 396 Ref |
1 1 il , ——H— Country :
T 1 Japan 506 2.08 (1.45-2.98) ! ——
0.15 Non-Japan 644 Ref !
Lung comorbidities® ;
0.10 - Yes 81 1.75(1.03-2.98) e
: No 1069 Ref |
Baseline renal function®< |
Normal 470 Ref |
0.059 Mild decrease 458 1.24 (0.83-1.84) —C—t
Moderate/severe decrease 196 2.73 (1.65-4.52) I ——
0.00 4 Time since disease diagnosis® :
| | | T | , | | T , 0 to =4 years 624 Ref |
0 6 12 18 24 30 36 42 48 54 >4 years 403 1.82 (1.20-2.75) | —o—
Dose
Time to first ILD event, months 5.4 mglkg q3w 315 Ref :
— Pooled population (N=1150) —— HER2+ breast cancer (5.4 mg/kg q3w) (N = 245) 6.4 mglkg q3w 808 1.30 (0.85-1.99) "I-O—'
>6.4 mglkg q3w 27 2.92 (1.32-6.42) ——
Baseline SpO,° !
295% 1080 Ref :
<05% 57 2.14 (1.11-4.13) |——i
I 1 1 1 1 1 | I 1 1 |
0.050.1 02505 1 2 4 8 16 32 64

Powel CA, et al. AACR 2021; ESMO open 2022



Management of T-DXd
ILD/pneumonitis

Consultation with a respiratory disease expert

Before

e @ Medical interview/physical findings

@ Chest CT scan, chest X-rays, and peripheral oxygen saturation (SpO2) test
@ Blood test* (KL-6, SP-D, etc.)

% Confirmation the absence of any comorbidity or history of ILD

* if necessary

v/

( T-DXd administration

)

v/
Symptoms/physical findings Regular tests

@ Cough (especially dry cough) @ Chest CT scan/chest X-rays
@ Dyspnoea @ SpO2test

@ Pyrexia

@ Rales (especially crepitus) on chest auscultation

V/

Discontinuation of T-DXd

V/

When ILD

Is @ Chest CT scan (recommended for HRCT) 4 Blood test (blood cell count, CRP, LDH, KL-6, SP-D, etc.)

Suspoctod @ Arterial blood gas test # Differential diagnostic tests

% Pulmonary function test (including DLg) + Bacterials/acid-fast bacilli smear/culture/DNA analyses,CMV
@ Bronchoalveolar lavage (BAL) antigen, Pneumocystis DNA analyses, B-D glucan, etc.

+ Echocardiography, BNP, NT-proBNP, etc.

v/

T-DXd treatment should be permanently discontinued irrespective of the grade, and appropriate measures, such as

corticosteroid administration, should be taken.

Shitara K, et al. Gastric Cancer. 2021 Jul;24(4):780-789.




Updated guidelines (2019) for ILD monitoring and management in
clinical trials

STEP 1: Monitor

STEP 2: Confirm

STEP 3: Manage

Suspected ILD

L 4

Interrupt drug

Rule out ILD if a patient
develops radiographic
changes potentially
consistent with ILD or
develops an acute onset
of new or worsening
pulmonary or other
related signs/symptoms,

such as dyspnea, cough,

or fever.

Evaluations should include:

+ High-resolution CT
+ Pulmonologist consultation (infectious disease
consultation as clinically indicated)

« Blood culture and CBC. Other blood tests
could be considered as needed

+ Consider bronchoscopy and bronchoalveolar
lavage if clinically indicated and feasible

« PFTs and pulse oximetry
+ Arterial blood gasses, if clinically indicated

+ One blood sample collection for PK analysis as
soon as ILD is suspected, if feasible
All events of ILD, regardless of severity or

seriousness, should be followed until resolution
including after drug discontinuation.

5

J

Drug must be interrupted for any

ILD events regardless of grade

- Grade 1: Interrupt until fully resolved,
then:
— if resolved in 28 days or less from date of
onset, maintain dose

— if resolved in greater than 28 days from
date of onset, reduce dose one level

— however, if the event Grade 1 ILD occurs
beyond cycle day 22 and has not
resolved within 49 days from the last
infusion, the drug should be discontinued

- Grades 2-4: Permanently discontinue
treatment. Refer to toxicity management
guidelines for trastuzumab deruxtecan

Strong recommendation of pulmonologist/radiologist consultation (MDT approach)
Powel CA, et al. AACR 2021; ESMO open 2022




Updated guidelines (2019) for ILD monitoring and management in
clinical trials

Guidelines were updated to be more specific regarding steroid dose and duration.

» Monitor and closely follow-upin2to 7 « Promptly startand treat with systemic « Hospitalization required
days for onset of clinical symptoms steroids (e.g.. at least 1ma/ka/day prednisone Promptly initiate empiric high-dose
and pulse oximetry or equivalent) for at least 14 days or until

methylprednisolone IV treatment
(e.g.. 500-1000 ma/day for 3 days),
followed by at least 1.0 mg/kg/day of

complete resolution of clinical symptoms and
chest CT findings, then followed by a gradual
taperoverat least4 weeks

« Consider follow-up imaging in 1-2
weeks (or as clinically indicated)

- Consider starting systemic steroids prednisone (or equivalent) for at least
(€.g. atleast 0.5 mg/kg/day + Monitor symptoms closely 14 days followed by a gradual taper
prednisone or equivalent) until « Re-image as clinically indicated over atleast 4 weeks

improvement, followed by gradual
taperoveratleast4 weeks

» If worsening or no improvement in clinical or * Re-image as clinically indicated

diagnostic observationsin 5 days, « If still no improvement within3to 5
* If worsening of diagnostic - Consider increasing dose of steroids days,
observations despite initiation of (e.g., 2 mg/kg/day prednisone or « Re-consider additional work-up for
corticosteroids, thenfollow Grade 2 equivalent) and administration may be alternative etiologies as described
guidelines switched to intravenous (e.g. above
« If patient is asymptomatic, then methylprednisolone) + Considerotherimmanos
patient should still be ) « Re-consider additional work-upfor suppressants and/or treat per local
considered as grade 1 even if alternative etiologies as described above practice

steroid treatmentis given o o
+ Escalate care as clinically indicated

Strong recommendation of pulmonologist/radiologist consultation (MDT approach)

Powel CA, et al. AACR 2021; ESMO open 2022



Objective response rate (%)

100 -

51.3%

Biomarkers in DESTINY-GCO1

Primary cohort (T-DXd arm)

80 -

60 -

40 -

20 -

28.6% 23.5% § 81.2% 58.3%
Ml (s/28) (4117) B (13/16) (7112)
III-ISC'_?:/ IHC3+ Below Above | No Amp Below Above Below Above WT Mot WT Mot WT  Mut
9.7 amp 6.0" 144 ng/mL"
Tumor ERBB2 Plasma Plasma Plasma Plasma
Tumor HERZ ./ RNA ERBB2 ERBB2 SeUM  ERBB2GOF  KRAS/NRAS iasma PIK3CA
status . I HER2ECD . ) . 5 GOF mutation
expression | amplification copy number mutation mutation

= FDA urges biopsy of all
patients after trastuzumab
progression

~20% of patients with
esophagogastric cancer
have loss of HER2

= This analysis indicates that
ctDNA can be used if biopsy
is not feasible

55.1% [ 41.9% |§ 58.0% | 32.1% W 53.5% | 25.0% W 54.4% ;
(43(78)8 (13/31) Wl (47/81) ] (9/28) M(54/101 (2/8) M(56/103 ([
Below Above No Amp No Amp No Amp
20mutMp ~ @MP amp amp
Plasma Plasma Plasma
Blood TMB EGFR MET FGFR2
amplification  amplification  amplification

Error bar indicates 95%Cl range

ORR appears to be correlated with baseline HER2 level in both tissue (IHC/ISH and mRNA gene expression) and liquid (plasma ERBB2 copy number)

Shitara K, et al. Manuscript submitted. ESMO-GI 2021
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Treatment

Tissue collection
for HERZ2 testing

Probability of survival (%)

100

75

50 -

25 4

T-DXd

TPC

T-DXd TPC

After/during
first Tmab

mOS HR
(95% CI), months (95% Cl), months

Before Tmab, T-DXd arm
Before Tmab, TPC arm

12.1(8.6-14.3)
9.3 (7.0-13.6)
After/during Tmab, T-DXd arm 12.5 (8.3-21.2)
After/during Tmab, TPC arm 8.1(3.3-10.4)

0.76 (0.46-1.20)

0.28 (0.13-0.63)

12 15 19 21 24
Time (months)

* Tissue co
or after/during Tmab
didn’t inf
outcome of TDxd

lection before

uence the

Shitara et al. Nat Med (2024).



Efficacy of T-DXd and exposure to previous Anti-PD1 exploratory
analysis from DSGCO1

Prior ICI Therapy No Prior ICI Therapy
PC PC
T-_DXd Chemotherapy T-?)(d Chemotherapy
n=44 =17 n=81 - 45
Efficacy? o il
ORR, % 65.9 (29/44) 25.0 (4/16) 42.7 (32/75) 10.0 (4/40)
Confirmed ORR,? % 56.8 (25/44) 18.5 (3/16) 34.7 (26/75) 10.0 (4/40)
Median OS, months 16.6 8.6 10.3 8.4
95% CI 12.1-21.2 3.6-10.7 8.1-13.0 6.9-13.6

HR, 0.31(95% CI, 0.15-0.63) HR, 0.83 (95% ClI, 0.50-1.35)

e CXCL13 CXCLe PO-1
4 1 « Deoreased B d
» Increa s - .
el g e
= -
= . Mk
- 31 Ei . .
ars i - | L]
3 p ( .,.,_‘.,.. o 4 L]
3 L o B g (5 sl || 3
a to o, | S [T ela ] ¥
oY N T T e, TN N S ] . — 1
? 1 g o .] ] oly j- 4'
Lo . o :
Y =1 - el
] 5 5 ’
11 1
: £ .
| o “7
i L)
Lewer in patients Higher in patients
01 receiving IC| therapy receiving |Cl therapy .
T T T

log.fold (with/without prior ICI)

-2

1

0 1 2
@ Prior ICI therapy @ No prior ICI therapy

"{?‘
ra

Prior ICI therapy was received by 35.2%
of patients in the T-DXd arm and 27.4% of
patients in the PC chemotherapy arm

Patients treated with T-DXd had
significantly higher ORRs and confirmed
ORRs than those who received PC
chemotherapy, regardless of whether they
had prior ICl therapy

33 genes had a trend for higher
expression in patients who had received
prior |Cl

Differentially expressed genes included
those for immuno-oncology related
molecules such as CXCL13, CXCL9, and
PD-1

Shitara K, et al. ASCO-GI 2022



Phase 1/2 Study: T-DXd plus chemo +/- anti-PD1 (DESTINY-Gastric03)

Part 1 - Dose escalation (3 + 3)°

o000 Arm 1A: T-DXd + 5-FU q3w

Population : Endpoints
o Metastatic or unresectable HER2- I Arm 1B: T-DXd + C Pw * Primary: Safety and RP2D
positive (IHC 3+ or 24SH . Ond + Secondary: Confirmed
DEGRINS it Jot- 5 Bemtumaaty) S0 Arm 1D(a): T-DXd + 5-FU + oxaliplatin q3w ORR per RECIST v1.1,
by e Arm 1D(b): T-DXd + Cap + oxaliplatin q3 DoR, PFS, OS, PK
o 221 ing trashzumab- rm 1D(b): T- >ap + oxaliplatin q3w = I. . X c.tDNA r
containing therapy T * Exploratory: a
Arm 1C: T-DXd + durvalumab q3w tissue samples for candidate
Amn 1E(a): T-DXd + 5-FU + durvalumab q3w biomarkers

Amm 1E(b): T-DXd + Cap + durvalumab q3w

Part 2 - Dose expansion: RP2D from Part 1 (N=40 patients/arm)

000 Arm 2A¢: SOC (trastuzumab + FP? + platinum®) Endpoints
mﬂ\ - Primary: Confirmed ORR per

o Previously untreated metastatic or
unresectable HER2-positive (IHC Arm 2B°: T-DXd monotherapy’ q3w RECIST v1.1
zsgx'esnt“) pGC or%g e Arm 2C: T-DXd + chemo (FP? + oxaliplatin) i (SDGSC?)“K"GM Safety, DoR, PFS,
adenocarcinoma® :
A T-DXd + FPd) + | « Exploratory: ctDNA and tissue
o Straified by HER? status (IHC 3+ rm 2D: T-DXd + chemo (FP9) + pembrolizumab q3w sar?pl% f%rfycandidate
or IHC 2+/1SH positive) Arm 2E: T-DXd + pembrolizumab q3w biomarkers

D — ' > The RP2D dose was determined to be T-
DXd 6.4 mg/kg + Cap 1000 mg/m2 BID

2o ;== »ORR 71%/confirmed ORR 43% with

H ,;:'W 1 r = RP2D with Cape+T-DXd

gf 1 N2 L8

i i Rty = » ORR 67%/Confirmed ORR 50% with
- __ 5FU+T-DXd

T T T T T
0 ] 7] 18 b} ] ¥ Q & 2
Time since first dose (weeks)

Jajigian Y, et al. ASCO-GI 2022



Phase 3 Study: T-DXd vs. paclitaxel+ramucirumab (DESTINY-Gastric04)

Patients with HER2-positive Arm 1:
(IHC3+ or IHC2+/ISH+) GC T-DXd 6.4 mg/kg Q3W

or GEJ adenocarcinoma Day 1 of each 21-day cycle (n = 245)

Stratified by: : Arm 2: .
« HER2 status (IHC3+ vs IHC2+/ISH+) - Ramucirumab 8.0 mg/kg;
» Geography (Asia vs EU vs mainland Chinalrest of world) |WE7/4e7 72 SR MERCE ERc A Gy S

* Time to progression on first-line therapy (<6 months

Paclitaxel 80 mg/m?
vs 6 months)

Days 1, 8, and 15 of each 28-day cycle
(n = 245)

EU, European Union; GC, gastric cancer; GEJ, gastroesophageal junction; HER2, human epidermal growth factor receptor 2;
IHC, immunohistochemistry; ISH, in situ hybridization; Q3W, every 3 weeks; R, randomization; T-DXd, trastuzumab deruxtecan.

Major difference between Gastric01 and Gastric04

» Global trial vs Asian trial

» Second-line trial vs third or later line

»HER?2 + by fresh biopsy after PD on Trastuzumab is required

Shitara K, et al. ESMQ 2021. NCT04704934.



Real-World Evidence



Retrospective cohort study to evaluate the efficacy and safety of T-DXd in human epidermal growth factor
receptor (HER2)-positive unresectable advanced or recurrent gastric or gastroesophageal junction cancer:
EN-DEAVOR study Results

Koki Nakanishi About a third of patients (34.9%) received <4 cycles of T-DXd

q “
* Atotal of 312 patients were eligible for the analysis® * Intotal, 34.9% of patients received less than 4 cycles of T-DXd
* Median patient age was 70.0 years (range, 27—89 years) * T-DXd dose in Cycle 1 was:
* Atotal of 38 patients (12.2%) had ECOG PS 22, and 135 o >5.4-<6.4 mg/kg in 244 patients (78.2%)
(43.3%) has ascites o >4.4-<5.4 mg/kg in 50 patients (16.0%)
b - - — g o >3.2-<4.4 mg/kgin 17 patients (5.4%)
Baseline patient characteristics L .
I QT
Male sex, n (%) 235 (75.3)
Age (years), median (range) 70.0 (27-89)
ECOG PS 22, n (%) 38 (12.2) . .. .
T ——— e T-DXd dose in each treatment cycle (all eligible patients)
Site of primary lesions—stomach, n (%) 264 (84.6) 3209
Any surgeries for primary lesions, n (%) 107 (34.3) pom
Diffuse 79 (25 3)
Histological type of primary lesions, n (%)  Intestinal 170 (54.5) w240 - Fo r RW E
Others/unknown 63 (20.2) E 200 -
22 metastatic organs, n (%) 192 (61.5) E 0, : _
it e el S 78.2% start with 5.4-6.4 mg/kg
<2 161 (51.6) 8
) . 120 1
Number of previous lines, n (%) 3 73 (23.4) §
24 78 (25.0) Z 804
Taxane 290 (92.9)
Trastuzumab 288 (92.3) ]
Immune checkpoint inhibitor 131 (42.0) o4 — T T T T T T T T v
Ramucirumab 256 (82.1) Cycle Cycle Cycle Cycle Cycle Cycle Cycle Cycle Cycle Cycle Cycle Cycle Cycle Cycle Cycle Cycle Cycle Cycle Cycle Cycle Cycle Cycle Cycle Cycle
Previous therapies, n (%) o B (89.7) 1 2 3 4 5 6 717 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24
Tiasan 49 (15‘;{) >G4 ma/kg B >54-<6 4 mg/kg >4 4-=5 4 mg/kg >3 2-24 4 mgkg ®m<3 2 mg/kg
Pyrimidine fluoride 296 (94.9)
Others 42 (13.5)
Trastuzumab-free interval (months, n=286), median (range) 6.8 (0.1-70.6)
19 ASCO-GI 2024, Abstract #274

A total of 6 patients were excluded due to incorrect enrollment (from the total 318 patients that were enrolled). A total of 226 patients had target lesions.



Retrospective cohort study to evaluate the efficacy and safety of T-DXd in human epidermal growth factor

receptor (HER2)-positive unresectable advanced or recurrent gastric or gastroesophageal junction cancer:
EN-DEAVOR study
Koki Nakanishi

20

Median OS
6-month OS
12-month OS

Median rwPFS
6-month rwPFS
12-month rwPFS

Median TTF

6-month treatment
success rate

12-month treatment
success rate

Results

Treatment with T-DXd was efficacious in real world setting
OS, rwPFS, and TTF (all eligible patients)

Response rate (patients with target lesions)

ORR, n (%) 97 (42.9) [95% Cl, 36.4-49.7]
8.90 months (95% Cl, 7.95-11.04) Best overall response, n (%)
CR 5(2.2)
67.9% (95% ClI, 62.4—72.9) PR 92 (40.7)
40.0% (95% Cl, 34.3-45.5) " opr
4'57 months (95% CI’ 404_509) Th:‘QES"-»b Cl was estimated using the Clopper-Pearson method. . (49)
37.5% (95% ClI, 32.1-43.0) y
. . * ORRwas 42.9% (95% Cl, 36.4—49.7) and DCR was 81.4% (95% Cl,
13.2% (95% CI, 9.5-17.5) 75.7—-86.3) in patients with target lesions (n=226)
3.94 months (95% Cl, 3.42-4.17) * Most patients with target lesions recorded PR (40.7%) or SD (38.5%)
as BOR
27.5% (95% Cl, 22.7-32.6) * Median best percentage of change in the sum of diameters for all
target lesions was -24.7% (range: -100.0—-127.7)
8.0% (95% Cl, 5.3—11.4) » 4

ASCO-GI 2024, Abstract #274



Retrospective cohort study to evaluate the efficacy and safety of T-DXd in human epidermal growth factor

receptor (HER2)-positive unresectable advanced or recurrent gastric or gastroesophageal junction cancer:

EN-DEAVOR study
Koki Nakanishi

Results

No new safety signals were identified with T-DXd treatment based on this study

Most common (>4%) Grade 23 TEAEs (all eligible patients)

Patients with CTCAE grade 23 TEAESs, n (%) All eligible patients (n=312)*

Any grade 23 TEAESs
Hematotoxicity TEA
Neutrophil count
Anemia

151 (48.4)

For RWE

Patients with TEAEsSs,

n oLy

Most common (>5%) TEAEs leading to dose reduction,
interruption, or discontinuation (all eligible patients)

All eligible patients (n=312)

Dose reduction,

Dose
interruption?®

For clinical trial (6.4mg/kg)

5 (9.3) 106 (34.0) 74 (23.7)
Platelet count d¢ * . o) 3 (4.2) hn o 72 (23.1) 4(1.3)
Non-hematotoxicit Z G3 neUtropenla' 1966 (28.2) Z G3 neUtrOpenla' 35'8A) 60 (19.2) 1(0.3)
Anorexia . (9.3) 9(2.9) 3(1.0)
Malaise > G3 nausea : 4.2% 4.5) > G3 nausea : 6.8% 48 (15.4) 74 (23.7)
Interstitial pneu (4.5) 16 (5.1) 19 (6.1)
Nausea Z G3 “_D: 4.5% 4.2) Z G3 “_D: 2,4% 15 (4.8) 11 (3.5)
TEAEs were coded usi 8 (2.6) 10 (3.2)
Interstitial pneumonia 29 (9.3) 0 (0.0) 0(0.0) 29 (9.3)
TEAEs were coded using MedDRA version 26.0. AEs leading to dose reduction, interruption, or discontinuation with an incidence of >6% are
listed.
4 k. 4 )
* Grade 25 TEAEs were seen in 8 patients * The most common hematotoxicity TEAE that led to dose reduction,
o Interstitial pneumonia (n=5) interruption, or discontinuation was decrease in neutrophil counts
o Febrile neutropenia (n=1) (24.4%)
o Pneumonia (n=1) * The most common non-hematotoxicity TEAE that led to dose
o Pneumonia cytomegaloviral (n=1) reduction, interruption, or discontinuation was anorexia (17.6%)
\ J L J

21

Multiple selections were possible when reporting TEAEs.

ASCO-GI 2024, Abstract #274



Novel Therapy in HER2 Positive GC



Novel HER2-Directed Strategies

Combination with PD-1 blockade
»  With durvalumab, nivolumab, and pembrolizumab

«  KN811 study

Tyrosine kinase inhibitor
 Tucatinib (+chemotherapy, tras, and ramucirumab)

Antibody-drug conjugate
* Trastuzumab deruxtecan (T-Dxd)
« RC48-ADC, Trastuzumab duocarmazine etc.

« NJH 395 and SBT6050 with toll-kike receptor agonists

Monoclonal/bispecific antibodies

Margetuximab (+ PD-1 inhibitor).enhanced ADCC

ZW25 or KN026; targets two epitopes on HER?2

CDA47 inhibition with trastuzumab

HER2-41BB (PRS-343)or HER2-CD3 bispecific (BTRC4017A)

Newer Immunotherapy
*  Cellular therapy for HER2: CT-0508 and CYNK-101

« Vaccination against Her-2/neu



Margetuximab: Fc region optimized anti-HER2 mab to enhance ADCC

MARGETUXIMAB** Margetuximab+Retifanlimab

Fab MAHOGANY Cohort A part 1: Chemo free regimen

= Same specificity and affinity : ; :
" e N=41 (HER2 IHC3+, PD-L1+, and non-MSI-H)
\ WY 4 « Similarly disrupts signaling ype BHIGE g old-Change

as trastuzumab 158F Lower 661 A
CD16A e
158V Higher 47x 1t 70 < B GC (n=23)

Activating 60 - B GE) cancer (n=18)
Fc CD32A 131R Lower 6.1x| 38 ] #® First new lesion
« $Affinity for activating FeyRIIIA (CD164) 131H Higher - A . v 0'25“"5 _________
« |Affinity for inhibitory FcyRIB (CD328) 4 4|

Inhibitory (D328 2321 Equivalent 84x| -

MAHOGANY Study: a Randomized, Open-label Phase 2/3 Study

% Change From Baseline in Target
Lesion Measurements Over Time
o

Margetuximab + Anti-PD-1 (CTX-free Regimen) 7 T T T 7 T 1 B; T 1
0 10 20 30 40 50 60 70 80
Part ) Part2 Weeks Since Treatmaent Initiation
(odditional patients (¢ support B
(n=40) potentiol acceleroted approval) 90 -
Prima 80 B GC (n=23)
HER24+ (IHC 3+), Single Experimental Arm: Single Experimental Arm: End Po::t: £ 9 70 W GEJ cancer (n=18)
G -
PD-L1+ (21% CPS) margetuximab + MGA012 margetuximab + MGAD12 ORR 'E' g gg ] * Ongolng
w E
P
ORR and 2
Tolerability £ % Aot = — ~
o«
e
w £
S
5%
Margetuximab + CTX + MacroGenics Checkpoint Inhibitor s3
2%
Part 1 (up to 250 patients) ]
(n=50 per arm) & =
Standard of Care (Control Arm): Part 2 (up to 500 patients)
trastuzumab + CTX (n=250 per orm)

& s===—pm,
(IHC 3+ or margetuximab + CTX + MGAD12 trastuzumab « CTX
1HC 2+/A5H+)
oo B ORR 52.5%, mDOR 10.3ms, mPFS 6.4ms, mOS not reached
— 75;: - checkpeoint Inhibitor® . . '
RS o, B Enroliment for cohort A and cohort B (randomization part) is stopped

, because of change in treatment landscape
Catenacci DVT. et al. ESMO GI 2020: ESMO 2021



Zanidatamab: HER2-Targeted Bispecific mab

Pertuzumab

%, ﬁiparatopic binding targets two distinct HER epitopes

Trastuzumab
Margetuximab
T-DM1

a2 ) 1
_ //% » Same domains as trastuzumab (ECD4) and pertuzumab (ECD2) B N=
' Unique mechanisms of action designed to expand activity | ... »\, .........................

» Extended chain formation and dense HERZ receptor clustering
* Enhanced HER2 internalization and downregulation
* Increased tumor cell binding density and potent effector-mediated cytotoxicity
\ Enhanced blockade of ligand-dependent and ligand-independent tumor growty

Zanidatamab (ZW25) monotherapy for G/GEJ cancer

--------------------------------------------------------------------------------------------------

e —

W N=33, ORR 33%, mDoR 6 months, mPFS 3.6ms
B Any grade diarrhea 46% (G3 or higher 3%)
B Phase1 of ZW49 as ADC is also ongoing (NCT03821233)

s of Targel Lesions

in Sum of Di

-40

% Change from B

-100
IHC
FISH
ZDR
CA

80 +

80 4

40

20

0

-20

-60

.80 -

Zanidatamab (ZW25) +Chemo for G/IGEJ cancer

o FP
@ mFOLFOX6

W W WWF WWF WFWFWF WW
J E GG EG J J G J G JJJEGC

B ORR 75%, mPFS 12months

B Global phase 3 study (HERIZON-GEA-01) is ongoing to
evaluate chemo+Zanitadamab * tislelizumab

Meric-Bemnstam F et al ASCO-GI 2021, Ku G, et al. ESMO 2021



Systemic Treatment of GC

Chemotherapy Target Therapy Immunotherapy

Fluoropyrimidine HER?2 PD-1 inhibitor
Platinum Trastuzumab Nivolumab

Taxane Trastuzumab deruxtecan Pembrolizumab
VEGFR2

Ramucirumab(VEGFR2)
CLDN 18.2

Zolbetuximab

(FGFR2b)

Irinotecan
Epirubicin
FTD/TPI




53y/o Male EG junction cancer, adenocarcinoma, liver metastasis
T4bN+M1, stage IV. HER2 IHC:2+, ISH: amplification, PDL1 CPS:1

(53Y/M)
DOB:1969/09/29
Acc No:R4337172
001292803J

SL:-576.
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W:400 L:50
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GC HER2 IHC 2+ > 2024/7/11& &= o] 45{YHER2 ISH

2024/07/01

2910/12/31

Her-2/neu in situ
hybridization (
ISH)

R AR R A4 KE T2 (Her-2/neu) & 4 3 A 40 5k

W#ME 1. 3Lz invasive carcinoma(42 b ) ~ @M Fagm (KRB RiEES
R ) 2. RkBIHCR e R Wt EHiE > RTER/ER - 3. k@A »
Her-2/neu IHC score 2+ LMk B A (KB REHESEME) B4 -




Treatment of Advanced Gastric Cancer

First line Nivo/Pembro + Fluoropyrimidine + Platinum (CPS)
HER2(+) = Trastuzumab+Pembrolizumab + Chemotherapy (CPS>1)
Claudin 18.2(+) = Zolbetuximab + Chemotherapy

Second line REINMIEINEl R IIENE
Taxane
Irinotecan
MSI-H/dMMR, TMB-H = Pembrolizumab
HER2(+) = Trastuzumab Deruxtecan (recheck HER2)

Third line Nivolumab
TAS-102 Trifluridine/tipiracil
Irinotecan
Thank you!! HER2(+) = Trastuzumab Deruxtecan (recheck HER2)
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