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Research

Feel free to submit questions now before the program
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ASCO 2005: Initial Presentations of Adjuvant Trastuzumab

Doxorubicin and Cyclophosphamide
Followed by Paclitaxel
with or without Trastuzumab
as Adjuvant Therapy for Patients with
HER-2 Positive Operable Breast Cancer

Combined Analysis of
NSABP-B31/NCCTG-N9831

Romond EH, Perez EA, Bryant J, Suman V, Geyer CE,
Davidson N, Tan-Chiu E, Martino S, Swain SM, Kaufman P,

Fehrenbacher L, Pisansky T, Vogel V, Kutteh LA, Yothers G,

Visscher D, Brown AM, Jenkins R, Seay TE, Mamounas E,
Abrams J, Wolmark N

Questions Asked

Does adjuvant trastuzumab improve
disease-free survival?

Should we give trastuzumab with
chemotherapy or following chemotherapy’
What 1s the appropriate duration of
trastuzumab therapy?

What is the price of trastuzumab therapy?

Discussant: George W Sledge Jr, MD

ASCO, Scientific Session, May 16, 2005

FIRST RESULTS OF THE
HERA TRIAL

A randomized three-arm multi-centre comparison of:
= 1 year Herceptin®

= 2 yecars Herceptin®

= or no Herceptin®
m women with HER-2 posifive primary breast cancer
who have completed adjuvant chemotherapy

Martine J. Piccart-Gebhart, MD, PhD on behalf of: |

The Breast International Group (BIG), NON-BIG participating
groups, Independent sites, F. Hoffmann — La Roche Ltd.
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Trastuzumab Deruxtecan (T-DXd) vs Trastuzumab
Emtansine (T-DM1) in Patients with High-Risk Human
Epidermal Growth Factor Receptor 2—-Positive (HER2+)
Primary Breast Cancer with Residual Invasive Disease

After Neoadjuvant Therapy: Interim Analysis of
DESTINY-Breast05

Geyer CE et al.
ESMO 2025;Abstract LBA1.
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DESTINY-Breastll: Neoadjuvant Trastuzumab

Deruxtecan Alone (T-DXd) or Followed by Paclitaxel +
Trastuzumab + Pertuzumab (T-DXd-THP) vs SOC for
High-Risk HER2+ Early Breast Cancer (eBC)

Harbeck N et al.
ESMO 2025;Abstract 2910.
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HER2 testing in BTC: who, when, and how

WHO: All patients with locally advanced or metastatic BTC (GBC, eCCA, iCCA)

WHEN: At diagnosis
e 1st]ine trials!

» Future direction: consider earlier testing for neoadjuvant/perioperative strategies

HOW: Immunohistochemistry In situ hybridization Next-generation
(IHC) A (ISH) — sequencing (NGS) @

‘ What it detects ‘ HERZ2 protein ERBBZ2 DNA ERBBZ2 DNA

‘ What it indicates ‘ HERZ2 overexpression ERBBZ2 amplification ERBBZ2 amplification

Courtesy of Haley Ellis, MD Javle et al. Cancer 2016 | Jacobi et al. Oncol Res Treat 2021

Tissue and/or blood-based
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Case Presentation: 50-year-old woman with metastatic
HER2-positive gallbladder cancer who receives
gemcitabine/cisplatin/durvalumab with partial response

Dr Jeremy Lorber (Beverly Hills, California)
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Case Presentation: 67-year-old man with metastatic
HER2-low (IHC 2+) gallbladder cancer who receives
pembrolizumab/cisplatin/gemcitabine

Dr Brian Mulherin (Indianapolis, Indiana)

RTP

ﬁESEARCH
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BTC harbor targetable genomic alterations

TP53 mutation (30%)
Ivosidenib o IDH mutations (20%)
Pemigatinib, futibatinib, _ FGFR2 fusions/
infigratinib, lirafugratinib rearrangements (20%)

CDKN2A/B loss (15%)

KRAS mutations (15%)

ARID1A mutation (15%)

BAP1 mutations (13%)
Larotrectinib, entrectinib —————o NTRK fusions (4%)

Dabrafenib-trametinib ————0 BRAF mutation (3%)

TP53 mutation (53%)

Trastuzumab-pertuzumab, HER2 ampliﬁcation/
- S 7
trastuzumab-deruxtecan, overexpression (20%)

zanidatamub
ARID1A mutation (13%)
KRAS mutations (10%)
CDKN2A/B loss (10%)

PIK3CA mutation (10%)
Dabrafenib-trametinb ——————o BRAF mutation (3%)

Larotrectinib, entrectinib ————————o NTRK fusions (4%)

Pemigatinib, futibatinib, FGFR2 fusions/
infigratinib, lirafugratinib rearrangements (3%)

Courtesy of Haley Ellis, MD

TP53 mutation (40%)
KRAS mutations (30%)
SMAD4 mutation (21%)
CDKN2A/B loss (17%)

ARID1A mutation (12%)

HER2 amplification/
overexpression (15%)

PIK3CA mutation (10%)

NTRK fusion (4%) o—— Larotrectinib, entrectinib

Trastuzumab-pertuzumab,
o—— Trastuzumab-deruxtecan,
zanidatamub

BRAF mutation (3%) o————————— Dabrafenib-trametinib

IDH mutation (3%) © Ivosidenib

I Intrahepatic cholangiocarcinoma (iCCA)
B Extrahepatic cholangiocarcinoma (perihilar [pCCA] + distal [dCCA])
B Gallbladder carcinoma (GBC)

Kehmann et al. ESMO Open 2024C



HER2 amplification/overexpression spans all BTC subtypes

— 7 Intrahepatic
= Q | cholangiocarcinoma
i (iCCA)
Intrahepatic cholangiocarcinoma | —] ~3-5%
\\‘% Extrahepatic

| Perihilar cholangiocarcinoma c h o Ia n g i ocarc I noma

e - (eCCA)

~ - j ~10-20%

Gallbladder cancer
(G BC) N | Distal cholangiocarcinoma | _ |
~1 5-35% Gallbladder canc;er

A HER2 positivity is associated with a worse prognosis in advanced BTC

Courtesy of Haley Ellis, MD Galdy et al. Cancer Metastasis Rev 2017 | Ayasun et al. Cancers 2023 | Lee et al. ASCO GI 2025 | Soreide et al. Eur J Surg Oncol 2025



Distribution of HER2 IHC Expression Levels Across Cancer Types

Patients (%)

1004

80+

704

60+

504

40+

304

204

10+

176 =

Urothelial

HN-salivary gland

45

127

Endometrial

2561

Gastric/GEJ

2n
208

CUP
HN-Other

——)

13

122

CCA
HCC

Ovarian/FT

32

14
67

Cervical
Pancreas
Colorectal

577

23
14

Peritoneal
Appendiceal

23

Small bowel

31

Prostate

10
37
19

Sarcoma
Renal cell

14

Melanoma

I 3+
m 2+
| 1+

CUP = cancer of unknown primary; HN = head and neck; CCA = cholangiocarcinoma; HCC = hepatocellular carcinoma; FT = fallopian tube;
HNSCC = head and neck squamous cell carcinoma; HN-ACC = adenoid cystic carcinoma of head and neck

Uzunparmak B et al. Ann Oncol 2023 November;34(11):1035-46.
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HERIZON-BTC-01 Trial: Zanidatamab Mechanism of Action and Background

Zanidatamab:
Dual HER2-Targeted Bispecific Antibody

4
%
% P

C
@0&\00 0%‘9/0\3
3 , %

cORR = confirmed objective response rate; OS = overall survival

BTC accounts for less than 1% of adult cancers and is
associated with a poor prognosis’?

After failure of first-line treatment, subsequent
chemotherapy is associated with a median OS of
approximately 6-9 months and poor tolerability**

Zanidatamab is a humanized, 1gG1-like, HER2-targeted
bispecific antibody that binds to 2 distinct domains on
HER2>

After a median follow-up of 12.4 months (data cutoff:
October 10, 2022), zanidatamab showed encouraging
antitumor activity (41.3% cORR) with rapid and durable
responses and a manageable safety profile in patients
with previously treated HER2-positive BTC®

RTP

RESEARCH

Pant S et al. ASCO 2024;Abstract 4091; Rha SY et al. ESMO 2024;Abstract 516 MO. Rblvsmi



Phase Ilb HERIZON-BTC-01 Study Design

Primary endpoint

(assessed in
Cohort 1)
28-day cycles
o Patients with I | SO
Eligibility criteria locally advanced, CT/MRI per
=18 years unresectable, RECIST

Select secondary

Received prior endpoints

gemcitabine-containing
treatment

or metastatic Day1 Day15 v1.108W
HER2-amplified
BTC | | : e DOR® o PFSP
e DCR® e QS

No prior HER2-targeted
therapies

=1 measurable target
lesion per RECIST v1.110
ECOG PS =1

e Cohort 1

(HER2-postive):

) e Safety and
IHC 2+ or 3+ Zanidatamab 20 mg/kg tolerability

e Cohort 2: IV Q2w outcomes (AEs,
IHC 0 or 1+ mandatory IRR SAEs, clinical lab
prophylaxis® abnormalities,
and dose
modifications)

RESEARCH
TO PRACTICE

Pant S et al. ASCO 2024;Abstract 4091.



HERIZON-BTC-01: Tumor Responses with Zanidatamab

cORR (%), (95% CI):
41.3 (30.4, 52.8)

Median DoR, months (95% CI):
14.9 (7.4, NR)

Percent change from baseline in sum of diameters

—80-
—100- BTC subtype: MeCCA M GBC " iCCA

eCCA = extrahepatic cholangiocarcinoma; GBC = gallbladder cancer; iCCA = intrahepatic cholangiocarcinoma

Mercade TM et al. ESMO 2024;Abstract 62TiP.
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Phase lilb HERIZON-BTC-01: Objective Response Rate
and Duration of Response (DOR)
(Cohort 1 — HER2 IHC 2+ or 3+)

: G Probability still
Disease Response Endpoints in response, | 16 weeks 6 months 12 months
Tp— % (5% Cl): | 931 (75.1,98.2) | | 72.2 (52.1,85.0) | | 60.7 (40.1,76.1)
cORR,” n (%) [95% CI] 33 (41.3) [30.4, 52.8] e . ; i
- | |
| | |
Complete response, n (%) 2(2.5) 90 - [ I ! .
i | : : Median DOR, months (95% Cl):
Partial response, n (%) 31(38.9) ! ! 149174, NR) montis
g 704 : | I
Stable disease, n (%) 22 (27.5) 2 60 - : : ,
_ . £ 50- I l l
Progressive disease, n (%) 24 (30.0) 2 | | | ;
5 404 I I :
DCR,° n (%) [95% CI] 55 (68.8) [57.4, 78.7] £ 30- I I |
| | |
20 1 I I I
CBR,% n (%) [95% ClI] 38 (47.5) [36.2, 59.0] 3§ : : :
*fficacy analysis (i.e., all patients in Cohort 1 who received any dose of zanidatamab) per ICR. ®One patient was not evaluable. “Best overall response of stable disease or 04 : : :
confimed complete response or partial response. “Stable disease =24 weeks or confirmed best overall response of complete response or partial response. T T t 1 T T T T T T T 1
BTC, biliary tract cancer; Cl, confidence interval; CBR, clinical benefit rate; cORR, confirmed objective response rate; DCR, disease control rate; 0 2 4 6 8 10 12 14 16 18 20 22
HER2, human epidermal growth factor receptor 2; ICR, independent central review. DOR (months)

Pant S et al. ASCO 2024;Abstract 4091. w



Phase Illb HERIZON-BTC-01: Overall Survival (OS)
(Cohort 1 — HER2 IHC 2+ or 3+)

Survival
probability,
% (95% ClI):

100 -

90 -

80 -

70 -

60 -

50 4

40 -

0S probability (%)

30 A

20 4

10 +

0 -

6-month 0S
Cohort 1: 80.3 (69. 4, 87.6)
e |[HC 3+: 90.1 (7¢
e IHC 2+: 41.7 (

12-month 0S
Cohort 1: 56.2 (44.3, 66.5)
e |[HC 3+:65.0 .6,

(51.6, 75
e |[HC 2+: 20.8 (5.1, 43.

.6)
7)

o

Al
|
|
|
|
I
I
I
|
|
:
:
|
|
|
|
|
I
|
|
I
|
|
|
|
I
|
|
|
s
I

Median 0S, months (95% CI):
Cohort 1: 15.5 (10.4, 18.5)

e |[HC 3+:18.1 (12.2, 23.2)

e [HC 2+:5.2 (3.1,10.2)

Pant S et al. ASCO 2024;Abstract 4091.

Q) = = . e e ———————— — —

12 15 18

21

24 27 30

Time from treatment start (months)

33
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Phase llb HERIZON-BTC-01: Overall Safety (Cohorts 1 and 2) N = 87
.| Augrades | Grades3-4

Most common TRAEs,® n (%)

Diarrhea 32 (36.8) 4 (4.6)
Infusion-related reaction 29 (33.3) 1(1.1)
Ejection fraction decreased 9(10.3) 3(3.4)
Nausea 8 (9.2) 1(1.1)
Alanine aminotransferase increased 6 (6.9) 1(1.1)
Aspartate aminotransferase increased 6 (6.9) 2 (2.3)
Vomiting 6 (6.9) 0 (0)

Fatigue 5 (5.7) 0 (0)

Anemia 4 (4.6) 3(3.4)

AESI, n (%)

Infusion-related reaction 29 (33.3) 1(1.1)
Confirmed cardiac events 5(5.7) 3(3.4)
Non-infectious pulmonary toxicities 1(1.1) 1(1.1)

30ne patient experienced a grade 4 TRAE (aspartate aminotransferase increased). ®Included alanine aminotransferase increased and aspartate aminofransferase
increased (both occurred in 1 patient), anemia, diarrhea, ejection fraction decreased, enteritis, infusion-related reaction, oral candidiasis, and pneumonitis (gach
occurred in 1 patient). *One was due to pneumonitis and the other was due to ejection fraction decreased. “Any-grade TRAE reported in =5% of patients or
grade =3 TRAE in =2 patients.

AESI, adverse event of special interest; TEAE, treatment-emergent adverse event; TRAE, treatment-related adverse event.

RESEARCH
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HERIZON-BTC-01: Author Conclusions

* In this long-term analysis, zanidatamab monotherapy demonstrated durable and sustained antitumor activity in
previously treated patients with HER2-positive unresectable, locally advanced, or metastatic BTC; these results
support the clinically meaningful benefit of continued treatment with zanidatamab

= The cORR was maintained (41.3%) and there are now 2 complete responses
= The median DOR increased to 14.9 months from the prior analysis
= Zanidatamab led to a median OS of 15.5 months (18.1 months in patients with IHC 3+ tumors)
* The safety profile remained manageable with favorable tolerability and infrequent discontinuations

* The efficacy (including OS) and manageable safety profile of zanidatamab is notable in this patient population
who historically have had poor outcomes and high unmet needs

* The clinical development of zanidatamab in the treatment of HER2-positive BTC continues with the ongoing,
global, randomized phase 3 study (HERIZON-BTC-02; NCT06282575) that is investigating zanidatamab in
combination with standard-of-care therapy in the first-line setting for patients with HER2-positive BTC

Pant S et al. ASCO 2024;Abstract 4091. %



HERIZON-BTC-302 Ongoing Pivotal Phase lll Trial Design

21-day cycles

Day 1 Day 8

O 5 _ _
Patients with Zanidatamab CisGem  CisGem End of Fﬂﬂp"lggl' Primary endpoint:
HER2-pu:‘.|twe + CisGem* stops treatment r PFS in IHC 3+
BTC -+ PD-1/L1 inhibitor® after visit 30-37 days
Randomised (1:1)° 8 cycles after last f{ﬁm Seconday endpoints:

PA P 1 S4weeks 0S and Safety

CisGem* CisGem

=+ PD-1/L1 inhibitor?

RESEARC
Harding J et al. Gastrointestinal Cancers Symposium 2025;Abstract TPS648. 16 rACtIcE



DiscovHER PAN-206: Phase 2 Tumour-Agnostic Study of
Zanidatamab in Patients With Previously Treated Human
Epidermal Growth Factor Receptor 2—Overexpressing

Solid Tumours

Subbiah V et al.
ESMO 2025;Abstract 1028eTiP.

POSTER SESSION



| DiscovHER PAN-206: Phase 2 Tumour-Agnostic Study of Zanidatamab in Patients With Previously Treated
lU28ehb Human Epidermal Growth Factor Receptor 2-Overexpressing Solid Tumours

Vivek Subbiah'*, Vicky Makker23, Do-Youn Oh?, Elizabeth Gardener, Elaina Gartner®, Funda Meric-Bernstam’

1Sarah Cannon Research Institute, Nashville, TN,

Graduate School, Seoul, Republic

Background

Us,

*Human epidermal growth factor receptor 2 (HER2) overexpression and/or amplification is
observed across many solid tumour types, ' making tissue-agnostic evaluation of
HER2-targeted therapy a valuable strategy for assessing potential clinical benefit in
HER2-expressing cancers that are too rare to study individually*

*While (T-DXd) has a

g

tic indication for previously

treated patients with advanced HER2-positive (immunohistochemistry [IHC] 3+) solid
tumours, its use may be limited by a safety profile that includes a risk for interstitial lung

disease?56

«There is an ongoing need for new, effective, and well-tolerated therapies that target

HER2-expressing solid tumours

Zanidatamab Structure and Targeted Binding

including”:

*Zanidatamab is a dual HER2-targeted bispecific
antibody that binds to 2 distinct sites on HER2,
promoting HER2 receptor crosslinking and driving
multiple antitumour mechanisms of action,

~ Facilitation of HER? internalisation and
subsequent degradation

~ Reduction of HER? cell surface ion and

*Presenting author

Memorial Sloan Kettering Cancer Center, New York, NY, USA; SWeill Cornell Medical Center, New York, NY, USA; “Seoul National University Hospital, Seoul National University College of Medicine, Seoul National University
Korea; 5Jazz Pharmaceuticals, Oxford, UK; Jazz Pharmaceuticals, Palo Alto, CA, USA; 7University of Texas, MD Anderson Cancer Center, Houston, TX, USA

DiscovHER PAN-206 Study Design
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ad whohave no i
. Prie heragy with T-OXd required
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inhibition of HER2 signalling pathways

~ Activation of immune-mediated effects
(complement—dependem cylnloxnculy as well as

et i

 DiscovHER PAN-206 (NCT06695845) is an ongoing, open-label, single-arm, multicentre, phase 2 study evaluating
the efficacy and safety of zanidatamab in patients with previously treated HER2-positive (IHC 3+) locally advanced,

phagnwloss)

cellular

and

*Zanidatamab received US Food and Drug
Administration accelerated approval for previously
treated, unresectable, or metastatic HER2-positive
(IHC 3+) biliary tract cancer (BTC) and conditional

ions in the EU and China based on the

Emm.m.m et SEiie  phase 2 HERIZON-BTC-01 trial (confirmed

2 sk, e i

objective response rate [CORR], 52%)%'"

Tissue-Agnostic Activity of Zanidatamab

=In a first-in-human phase 1 study of heavily pre(vealed patients wnh HER2-

or metastatic solid tumours (except BTC)

therapy No prior HER2-targeted therapy

Select DiscovHER PAN-206 Study Endpoints

Primary Endpoint

+ cORR per RECIST v1.1 as assessed by ICR
~ The proportion of patients with a best overall response of CR or PR

Select Secondary Endpoints.

+ cORR per RECIST v1.1 as assessed by the investigator

= Duration of response per RECIST v1.1 as assessed by ICR and by the investigator
«Time to response as assessed by ICR and by the investigator

« Disease control rate as assessed by ICR and by the investigator

* Progression-free survival as assessed by ICR and by the investigator

* Overall survival

« Safety and tolerability as assessed by the frequency of TEAES, SAEs, dose reductions, and treatment discontinuations as
well as patient-reported impact of treatment toxicity

ORR corse e R KR PR patl responses RECIST 1.1, Response Evakaton Cers it S umours version 1.1
SAE serious aherse event; TEAE, eaimend emergent aderse evint

*Responses will be evaluated by cohort and tumour type
Time-t¢ it will be ised using Kaplan-Meier estimates

Key Eligibility Criteria for DiscovHER PAN-206

v/ Inclusion Crit

X Exclusion Ci

+ Aged 218 years at the time of signing the informed «Cohort 1: prior HER2-targeted therapy
consent « Prior treatment with zanidatamab
 Locally advanced, unresectable, or metastatic solid « Prior treatment with systemic antineoplastic therapy,
tumours (exnepl BTC, deﬁl\ed as gallbladder cancer or mcamlg hormonal therapies for BC, or any

(IHC 3+, 2+ or 1+) or HER2-amplified in situ
tumours, zani promising

-positive) solid

activity and

safety across multiple tumour types, including BTC (cORR, 38%) colorectal cancer
(cORR, 38%), and a mixed group of other cancers (CORR, 36%)?

~ The similar efficacy across tumour types supports a tissue-agnostic approach for the

ongoing clinical development of zanidatamab

following 21 prior therapy within 4 weeks or 5 half-lives
systemic treatment 101 melas!aw: or advanced disease (whichever is longer) before cycle 1 day 1, except in the
and have no available treatment options with confirmed case of antibody-based anticancer therapy, which

benefit requires 24 weeks of washout

+Cohorts 2 (BC) and 3 (GEA): prior therapy with T-DXd is | « Known or suspected leptomeningeal disease and/or
required untreated brain metastasis

+HER2 IHC 3+ status, ined by a designated central or significant cardi disease
laboratory » Ongoing toxicity relalad to prior cancer maravy

+ Adequate tumour sample to submit for central HER2 « History of lif to
testing

antibodies or to recombinant proteins or excipients in the
« Presence of 21 measurable lesion as assessed by ICR drug formulation of zanidatamab
based on RECIST v1.1 * CRC with known KRASINRAS and BRAF mutations

*ECOG PS of Dor 1 « NSCLC with known ALK and EGFR mutations and ROST
« Life expectancy 23 months per the investigator's opinion fusion

AK . v

st nc €000 5,

R, 2, nchpandot
GTPase; NSCIC, T 1.1, Resperso Fvakaton

FIH Phase 1 Study Overall cORR = 37% (31/83)
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. GTPase, HRAS,
Criera i Sk Tmcurs versio 1.1; ROST, ROS froto-ancogene 1; T-DK4, astieumat denacecan,

)] DiscovHER PAN-206 Study Status

DISCOVHER
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1site 1site —
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16 sites 1 site

Republic of Korea
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| 1ste

|Tennessee
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| 1site | :"““
sites

This trial is actively enrolling patients at multiple sites in the US and the Republic of Korea, with plans to potentially
expand recruitment to additional countries across Europe
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Zanidatamab Clinical Development Across Multiple Tumor Types

Author/Unique Protocol Drugs Zanidatamab.Dose Tumors Included Number Investigations
Id; Phase; Trial No of
Patients

Harding et al. (HERIZON-  Zanidatamab 20 mg/kg IV.every 2 weeks  locally advanced or meta- 87 IHC
BTC-01); phase.llb;. static, HER2.+.ve.BTC (IHCh,
NCT04466891 ECC and GBC)
[44]
Lumish et al.; phase.ll;. Zanidatamab 20.mg/kg.IV.every.2 weeks  recurrent or persistent 16 IHC, FISH
NCT04513665 HER2.+ve endometrial carci-
[50] noma.and carcinosarcoma
Lee et al.; Phase 1b/2;. Zanidatamab.+chemother-  Cohort A: 30.mg/kg.lV, unresectable, locally. 71 IHC, FISH
NCT04276493 apy./ Zanidatamab+chemo- Cohort B: 1800 mg IV advanced, recurrent,
[48] therapy.+Tislelizumab (weight < 70.kg).or. 2400.mg.  or.metastatic HER2+ve.

IV.(weight =70 kqg) Breast Cancer or. Gastric

cancer or. GEJA

ZWI-ZW25-202, phase ll;  Zanidatamab + Palboci- NR unresectable, locally. 51 NR

NCT04224272 clib.+Fulvestrant
[46]

advanced, or metastatic
disease HER2 +ve breast
cancer

Kanwal W et al. BMIC Cancer 2025;25(1):382.



Zanidatamab Ongoing Studies

Author/Unique Protocol Id; Phase; Trial  Drugs Zanidatamab Dose Tumors Included Number
No of Patients
Meric-Bernstam et al.; phase |; Zanidatamab +chemotherapy 5 mg/kg to.30.mg/kg every. 1, 2, or 3.weeks locally advanced or metastatic, unresecta- 132
NCT02892123 ble HER2 +ve tumors, received all available
[49] approved. therapies, BTC, colorectal cancer,

breast cancer, ovarian.cancer, GEA, NSCLC
Tabernero et al.; phase lll; NCT05152147 Zanidatamab +chemotherapy / tras- 1,800.mg (patients <.70 kg at baseline). locally advanced or metastatic, unre- 714
[51] tuzumab.+.chemotherapy /. Zanidata- or.2,400.mg. (patients.>.70.kg.at baseline),  sectable, nonresponsive to.chemora-

mab.+chemotherapy.+tislelizumab intravenously.on day. 1.of each cycle diationHER2 +.ve GEA (gastroesophageal.

functional tumor, gastric neoplasms,

and esophageal adenocarcinoma)
Elimova et al.; phase Il; NCT06043427 Zanidatamab + Paclitaxel and Ramucirumab assigned at enrollment metastatic or. unresectable HER2 +ve GEA 168
[52] (stomach, gastroesophageal junction,

or esophagus)
Garfin et al.; phase Il; NCT03929666 Zanidatamab.+.chemotherapy NR locally. advanced, recurrent, or. metastatic, 74
[53] unresectable HER2 +ve GEA, BTC (ICC, ECC,

and GBCQ), and.colorectal cancer
JZP598-303; phase lll; NCT06435429 Zanidatamab + chemotherapy NR unresectable or metastatic, HER2 + ve. 550
[54] breast cancer
JZP598-302; phase I1I; NCT06282575 Zanidatamab +Cisplatin+PD-1/L1.inhibitor NR Locally. advanced unresectable or. meta- 286
[55] static HER2 +ve BTC (ICC, ECC, and GBC)
RHA et al.; phase II; NCT05270889 Zanidatamab. and.tislelizumab 1800.mg.IV. (weight < 70.kg).or. 2400 mg.lV.  advanced HER2 +.ve gastric cancer.or. GEJA 50

[56]

Kanwal W et al. BMIC Cancer 2025;25(1):382.

(weight>70.kg)

after first-line treatment



Zanidatamab Ongoing Studies (Continued)

Author/Unique Protocol Id; Phase; Trial  Drugs Zanidatamab Dose Tumors.Included Number.
No of Patients
Hurvitz et al.; phase 1b/2; NCT05027139 /Zanidatamab.+Evorpacept not provided unresectable, locally. advanced, or. meta- 52
[57] static HER2 +ve. breast, HER2 +ve breast
cancer.and HER2 overexpressing breast
cancer
cancer
Valero et al.; phase.ll; NCT05035836 Zanidatamab every 2. weeks (+3.days).forup to 6. doses  early. stage, low-risk HER2 + ve. breast cancer 20
[58]
Pohlmann et al.; phase |; NCT05868226  Zanidatamab +Tucatinib NR Metastatic HER2 +ve Breast Cancer 54
[59]
David et al.; phase lll; NCT05615818 Zanidatamab + Futi- 1800 mg. IV (weight < 70 kg). or 2400 mg IV De novo or recurrent, locally advanced 800
[60] batinib.+ Ivosidenib.+Trastuzumab + Ner- (weight >70.kg) unresectable or. metastatic intrahepatic,
atinib 4+ Encorafenib+ Binimetinib + Nira- HER2 +ve perihilar or distal cholangio-
parib carcinoma, or. GBC (ampullary. carcinoma.
excluded)
BGB-A317-290-LTE1; phase lli; Zanidatamab or Tislelizumab or Pamiparib NR advanced malignancies 300
NCT04164199 or.Sitravatinib.or BGB-15025 and others
[48]
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DESTINY-PanTumor02 Study Design

An open-label, multicenter study (NCT04482309)

* Advanced solid tumors not eligible %?@ Cervical cancer
for curative therapy

- 2L+ patient population % Endometrial cancer

* HERZ2 expression (IHC 3+ or 2+)

 Local test or central test by <
HercepTest if local test not Cﬁ{ Biliary tract cancer .
feasible (ASCO/CAP gastric

cancer guidelines™)? n=40 per % Pancreatic cancer .

3?% Ovarian cancer

* Prior HER2-targeting therapy cohort |

allowed planned .
(Cohorts with no objective
- ECOG/WHO PS 01 responses in the first 15 patients

were to be closed) a

Primary endpoint

Confirmed ORR
(investigator)®

Secondary endpoints

DORe®
DCRe
PFS¢
0S
Safety

Data cut-off for analysis:

Nov 16, 2022

aPatients were eligible for either test. All patients were centrally confirmed. PPatients with tumors that express HER2, excluding tumors in the tumor-specific cohorts, and breast cancer, non-small cell lung cancer, gastric cancer, and colorectal cancer.

°Investigator-assessed per Response Evaluation Criteria In Solid Tumors version 1.1.

2L, second-line; ASCO, American Society of Clinical Oncology; DCR, disease control rate; CAP, College of American Pathologists; DOR, duration of response; ECOG, Eastern Cooperative Oncology Group; HER2, human epidermal growth factor receptor 2;
IHC, immunohistochemistry; ORR, objective response rate; OS, overall survival; PFS, progression-free survival; PS, performance status; q3w, every 3 weeks; T-DXd, trastuzumab deruxtecan; WHO, World Health Organization.

1. Hofmann M, et al. Histopathology 2008;52(7):797-805.

Meric-Bernstam F et al. ASCO 2023;Abstract LBA3000.

RTP
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DESTINY-PanTumor02: Survival and Efficacy in Biliary Tract Cancer (BTC)

» Centrally tested as IHC 3+

120 4
100
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60 -
40 -
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—-20
-40

—100

Maximum Change in Tumor Size From Baseline (%)

Confirmed ORR (%)

100 -

41

56.3

16
BTC

Meric-Bernstam F et al. J Clin Oncol 2024 January 1;42(1):47-58.

IHC 2+
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PFS (probability)

0S (probability)
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k=

Median PFS in months (95% Cl)
——e— Biliary tract cancer: IHC 3+ 7.4 (2.8-12.5)
~—e— Biliary tract cancer: IHC 2+ 4.2 (2.8-6.0)
——e— Biliary tract cancer: Total 4.6 (3.1-6.0)

Time Since First Dose (months)

Median OS in months (95% ClI)
——a— Biliary tract cancer: IHC 3+ 12.4 (2.8-NR)
——e— Biliary tract cancer: IHC 2+ 6.0 (3.7-11.7)
- Biliary tract cancer: Total 7.0 (4.6-10.2)

T T T T T T T T T
6 9 12 15 18 21 24 27 30

Time Since First Dose (months) RTP

RESEARCH
TO PRACTICE



Management of HER2-Positive Gl Cancers

Introduction: Assessment of HER2 Status
Case 1: Dr Lorber — 50-year-old woman
Case 2: Dr Mulherin — 67-year-old man

B Data Review: Biliary Tract Cancers

Case 3: Dr Gandhi — 56-year-old man

Case 4: Dr Gupta — 62-year-old woman
B Data Review: Colorectal Cancer
Case 5: Dr Peles — 55-year-old man
Case 6: Dr Apuri — 62-year-old man
Case 7: Dr Rudolph — 61-year-old man

B Data Review: Gastroesophageal Cancer
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Case Presentation: 56-year-old man with HER2-positive
metastatic rectal cancer who experiences disease progression
on T-DXd and on capecitabine/tucatinib/trastuzumab

Dr Sunil Gandhi (Lecanto, Florida)

RT
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Management of HER2-Positive Gl Cancers

Introduction: Assessment of HER2 Status
Case 1: Dr Lorber — 50-year-old woman
Case 2: Dr Mulherin — 67-year-old man
B Data Review: Biliary Tract Cancers

Case 3: Dr Gandhi — 56-year-old man

Case 4: Dr Gupta — 62-year-old woman

B Data Review: Colorectal Cancer
Case 5: Dr Peles — 55-year-old man
Case 6: Dr Apuri — 62-year-old man
Case 7: Dr Rudolph — 61-year-old man

B Data Review: Gastroesophageal Cancer
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Case Presentation: 62-year-old woman with recurrent
HER2-positive rectal adenocarcinoma who receives T-DXd

Dr Ranju Gupta (Bethlehem, Pennsylvania)




Management of HER2-Positive Gl Cancers

Introduction: Assessment of HER2 Status
Case 1: Dr Lorber — 50-year-old woman
Case 2: Dr Mulherin — 67-year-old man
B Data Review: Biliary Tract Cancers
Case 3: Dr Gandhi — 56-year-old man
Case 4: Dr Gupta — 62-year-old woman
Case 5: Dr Peles — 55-year-old man

Case 6: Dr Apuri — 62-year-old man

Case 7: Dr Rudolph — 61-year-old man

B Data Review: Gastroesophageal Cancer
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MOUNTAINEER Phase Il Study Design

Key eligibility criteria

Study Endpoints

221 mCRC Cohort A (n=45) Cohort B (n=41) . _
« RAS wild-type Tucatinib 300 mg PO BID Tucatinib 300 mg PO BID Efficacy in Cohorts A+B
» Measurable disease per + + * Primary: cORR, RECIST v1.1 per
RECIST v1.1 Trastuzumabab: Trastuzumaba.b:¢ BICR
* Prior fluoropyrimidines, » Secondary: DOR and PFS per
oxaliplatin, irinotecan, BICR, and OS
and anti-VEGF mAb Expansion Safety:
» HER2+ per local o L iEEs
IHC/FISH/NGS testing Cohart £ (h=91) _ _
« No prior anti-HER2 Tucatinib 300 mg Biomarker Analyses:
therapy PO BIDP.cd « Clinical outcomes by HER2 testing
methods
RTP
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MOUNTAINEER: Final Efficacy Outcomes

Tumor Response over Time (n=80)2P

B Non-Responder
B Responder

Cohorts A+B

Final analysis
(n=84)

cORR, % (95% ClI) 39.3 (28.8-50.5)

Median DOR, mo (95% CI) 15.2 (8.9-20.5)

Median PFS, mo (95% Cl) 8.1 (4.2-10.2)

Median OS, mo (95% CI) 23.9 (18.7-28.3)

Percent change in tumor burden from baseline

* Median follow-up: 32.4 months

T I T T T T T

T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 3

T T T T T T T T T T

Month

RTP
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MOUNTAINEER: Safety Summary

Cohorts A+B
TEAE, n (%) (n=86)

Any TEAE 82 (95.3)
> Grade 3 TEAE 35 (40.7)
Any serious TEAE 20 (23.3)
Grade 5 TEAE 0
Tucatinib-related TEAE 64 (74.4)
Trastuzumab-related TEAE 59 (68.6)
TEAE leading to discontinuation of any study treatment 5(5.8)
Discontinued tucatinib 5 (5.8)
Discontinued trastuzumab 3 (3.9)
TEAE leading to tucatinib dose modification 25(29.1)
Held 23 (26.7)
Reduced 9 (10.5)

Strickler J et al. ASCO 2024;Abstract 3509.

Most Common TEAESs (215%)

100 } n=86
//

70, 98- = Grade =3
__ 60 4 mGrade 1-2
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o
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w

RTP
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MOUNTAINEER-03 Phase lll Study Design

Study Population

Measurable disease per
RECIST v1.1

ECOG PS 0-1

HER2+, RAS WT, mCRC
No prior treatment in

N=400°
metastatic setting

May have received adjuvant
treatment if completed

>6 months prior to

enroliment

Bekaii-Saab T et al. ASCO 2023;Abstract TPS3631.

Randomize 1:1

Treatment

Tucatinib experimental arm
Tucatinib 300 mg PO BID
Trastuzumab 8 mg/kg loading dose,
then 6 mg/kg IV (Q3W)
mFOLFOX6 (Q2W)

Standard-of-care control arm
mFOLFOX6 (Q2W), or

mFOLFOX6 (Q2W) + bevacizumab (Q2W),

or
mFOLFOX6 (Q2W) + cetuximab (QW)

Enu_:jpoints

Prima
PFS per RECIST v1.1 by
BICR assessment

Secondary
OS

cORR
PFS
DOR
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1O PRACTICE



DESTINY-CRCO2 Phase Il Study Design

Stage 1 Stage 2

Primary endpoint:

mmd 5.4 mg/k
e * cORR by BICR

Q3W IV
Secondary endpoints®:

Patients with HER2+, cORR by investigator

Primary analysis®

RAS wild-type or mutant, | | + DoR (Data cutoff:
BRAF wild-type, unresectable, ggg November 1, 2022)
recurrent, or mCRC - PFS
- 0S

Stratified by: Safety and tolerability

*« ECOGPSof0Oor1

* Centrally confirmed HER2 status:
IHC 3+ or IHC 2+/ISH+?

* RAS status (wild-type or mutant)

This study was not powered to statistically compare the two arms.

RTP
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DESTINY-CRCO2: Incidence of Interstitial Lung Disease (ILD)

T-DXd T-DXd
5.4 mg/kg Q3W 6.4 mg/kg Q3W

Adjudicated as drug-related
ILD/pneumonitis, n (%)

Any grade 4(9.8) 3(7.1) 7(8.4) 5(12.8)
Grade 1 1(2.4) 0 1 {12} 251}
Grade 2 3(7.3) 3(7.1) 6 (7.2) 2(5.1)
Grade 3 0 0 0 0
Grade 4 0 0 0 0
Grade 5 0 0 0 1(2.6)°
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First-Line Zanidatamab and Chemotherapy for Patients with
HER2-Positive Metastatic Colorectal Cancer

TR T 100 4 Treatment group: [l Zanidatamab + mMFOLFOX6-2
mFOLFOX6-2 + 80 1 I Zanidatamab + mFOLFOX6-2 + bevacizumab

Zanidatamab +

mFOLFOX6-2

(n=6) bevacizumab "
(n=5) ;g 001
CORR &8 4
n (%) 5 (83.3) 5 (100) 10 (90.9) 58
95% ClI 359 99.6 47.8, 100 58.7.99.8 £
n o
cBOR, n (%) gf
CR 0 (0) 0 (0) 0 (0) 5 o
PR 5 (83.3) 5 (100) 10 (90.9) 2
SD 1(16.7) 0 (0) 1(9.1) £ E
PD 0(0) 0(0) 0(0) 5%
DCR® -
n (%) 6 (100) 5 (100) 11 (100) L s m R B G 3 e
95% ClI 54.1. 100 47.8, 100 71.5. 100 He 2 2 opn & B O U0 BP 2 p B

FISH + + + + + + + + + + +

Median (range) duration of response:
Not reached (2.9+-16.7+) months

Dotted lines indicate 20% increase or 30% decrease in sum of diameters of target tumours.

cORR = confirmed objective response rate; cBOR = confirmed best overall response; DCR = disease control rate

Rha SY et al. ESMO 2024;Abstract 516 MO. 10 PRACTICE



Adverse Events with First-Line Zanidatamab in Combination
with Chemotherapy for Patients with HER2-Positive Metastatic
Colorectal Cancer

Zanidatamab +

Zanidatamab +

mroLroxs2 RS
(n=7)2

ay TEAE’bn 2) gisy) 2400 A  Two of 12 DLT-evaluable patients had
Ag‘:az':Afz' n (%) f ((gg_g)) Z ((g;’ﬂ)) 23(((511(_)2)) DLTs (diarrhoea) — 1 in each regimen
Grade 3-4 2(33.3) 3(42.9) 5 (38.5) v" Diarrhoea resolved with
Grade 5 0(0) 0(0) 0(0) concomitant medication
Serious TRAE,’ n (%) 1(16.7) 1(14.3) 2 (15.4) » Three serious TRAEs in 2 patients
i R et 0(0) 00) 00 7 Grpeimansine
Most common TRAES,?< n (%) Any grade Grade 3-4 Any grade Grade 3-4 Any grade Grade 3-4 ¥ on eyp afient exp enenced
Diarrhoea 4 (66.7) 1(16.7) 7 (100) 2 (28.6) 11 (84.6) 3(23.1) colitis and acute kidney injury
Nausea 4 (66.7) 0(0) 5 (71.4) 1(14.3) 9 (69.2) 1(7.7) « No discontinuations of zanidatamab
Peripheral sensory neuropathy 4 (66.7) 0 (0) 3 (42.9) 1(14.3) 7 (53.8) 1(7.7) due to TRAEs and no

Fatigue 1(16.7) 0 (0) 3 (42.9) 1(14.3) 4 (30.8) 1(7.7) treatment-related deaths
Infusion-related reaction 2 (33.3) 0 (0) 2 (28.6) 0 (0) 4 (30.8) 0 (0)

Stomatitis 3 (50.0) 0 (0) 1(14.3) 0(0) 4 (30.8) 0 (0)

Ejection fraction decreased 2(33.3) 0 (0) 1(14.3) 1(14.3) 3(23.1) 1(7.7)

Vomiting 1(16.7) 0(0) 2 (28.6) 1(14.3) 3(23.1) 1(7.7)

Rha SY et al. ESMO 2024;Abstract 516 MO.



A 2-Year Follow-Up of Zanidatamab + mFOLFOX6 =+
Bevacizumab in First-Line Treatment of Patients with
Human Epidermal Growth Factor Receptor 2 (HER2)-
Positive Advanced/Metastatic Colorectal Cancer

Rha SY et al.
ESMO 2025;Abstract 746P.
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746p | A 2-Year Follow-Up of Zanidatamab + mFOLFOX6 + Bevacizumab in First-Line Treatment of Patients With Human
Epidermal Growth Factor Receptor 2 (HER2)-Positive Advanced/Metastatic Colorectal Cancer

Sun Young Rha', Keun-Wook Lee?*, Soohyeon Lee?, Yoon-Koo Kang*, Sreenivasa Chandana®, Anrried Escalante®, Chengzhi Xie’, Phillip M Garfin®, Syma Igbal® *Presenting author

"Yonsei Cancer Center, Yonsei University College of Medicine, Yonsei University Health System, Seoul, Republic of Korea; “Seoul National University Bundang Hospital, Seoul National University College of Medicine, Seongnam, Republic of Kore: orea University Anam Hospital, Korea University College of Medicine, Seoul,
Republic of Korea; “Asan Medical Center, University of Ulsan College of Medicine, Seoul, Republic of Korea; “The Cancer & Hematology Centers, Grand Rapids, MI, USA; $ICEGCLINIC, Santiago, Chile; “Jazz Pharmaceuticals, Philadelphia, PA, USA; 8Jazz Pharmaceuticals, Palo Alto, CA, USA; °University of Southern California
Norris Comprehensive Cancer Center, Los Angeles, CA, USA

Plain Language Summary Results
@ did we perform this research? i v -
& . Table 1. and Baseline Di istics in Patients With Figure 3. Change in Target Lesion Size in Patients With HER2-Positive mCRC Table 3. Summary of Safety in Patients With HER2-Positive mCRC
[ frst Gagnosed HER2-Positive mCRC (Response-Evaluable Set)*
o o
5 How did we perfom this research? 1 5 Zaridatamab + MFOLFON-2 G,
Lo Ty ictamet aced e 3z = Zaidtamab + MEOLFONG 2+ aciaemay Zadatamab
mix of ), axalplatin, § (n=6)
. couid hep e these patents : E
|I What were the resuits of this research? H
= After 2 years of folow-up, the study showed that patents may beneft rom the additon Age, median, years (ange) gE Grade 1-2 3() 4(sn) 7(54
‘of zanidatamab to their treatment
- | |E=R L | oo
ne®) ) ) £
" St fo many s ik any e "
; L 1 R iy oo Malo,n (%) 3(50) 6(86) 9(69) .§ Serious TRAE.*n (%) 1(17) 1(14) 2(15)
ety Race, n (%) E, AEs leading to zanidatamab 10 o @
Asian 4(67) 6(86) 107 dose reduction, n (%)
Background Whto 239 1019) 3@ oy ooy ) 0 o
o cases Ethnicity, n (%)
and . treatment target? Hepanicor Latno 107 0 1® AESLn (%) Gnde12  Grde23  Gadet-2 Gade2d  Gadel2  Grade2d
. spanic or Latino 5(83) 7(100) 12(82) X Infusion-related reaction 3(50) 0 2(29) 0 5(38) 0
e ECOGPS, n (%) : o SR Nosinfectous pulmonary 10 ) 0 0 1@ 0
s 3% th et 0 2(33) 2(29) 4@ ( toxicties n ®
HER2-positve mCRC* 1 467 5@ 9(69)
: the first-ine (1L) setfing o0 ) 3 N ”
v Colon adenocarcinoma 3(50) 467 705 Figure 4. Treatment Duration and Response in Patients With HER2-Positive mCRC
Figure ochlsdwocrcinome 360) 3@ 66) (Response-Evaluable Set)
L Rodes m:&';;’s‘" et o i N Zanidatamab + mFOLFOX6-2 N Zanidatamab + mFOLFOXS-2 + bevacizumab itk ey iy S acn chonvac Wi loogee een Slesc o
rastuzumab of trastuzumab s pertuzumab! diagoosis, 0 (%) bl « No serious TRAES occurred in more than 2 paients
P
-mwmmmmm multiple * There: of any cause, and 1 duced
Yora e = 0 o @ s el
Facataton ofHi -
e L. (100 51 19 C ot Table 4. TRAEs Occurring in 220% of Patients With HER2-Positive mCRC
Roduction of HER? on the el urface and 5
intibiton of HER? signaling paiways Centrally confirmed HERZ L I e
Actvation of immune-mediated anttumour effects satos A OB 2 Zanidatamab + mFOLFOXB2+
(complement-dependent cyloloxicly as wed as. HC 2+FISHe . mFOLFOXE-2 bevacizumab Total
antibody-dependent cefutar cytotaxicity and (a=6) (n=1) (N=13)
phagocytosis) "‘C * 2+

e d ) m Gae Y ROt £ mm

uasmm(\)

SO APD @ Death

0ults with previously reated, unresectable, or e et o o ok Diarthoea 3(50) 1(1m 5@1) 2(29) 8(62) 32
[IHC] 3#) biary tract cancer (BTC) basad on the - 2+
phase 2 HERIZON-BTC-01 tiaP o W . o Nausea 467 0 4(5m) 104 8(62) 1(6)
* In a first-in-human, phase 1 study across a range of . Chie, Reput J , and the US)
ey o * Betwesn 3 May 2022 30 21 A 2023, 13 0 I T T T P S Padpbass emsery 569 0 @ 00 s@ 1@
P y——— 0ty (cORR, o MFOLFOX6-2, n = 6; zanidatamab + mFOLFOXE-2 + bevacizumab, n = 7) “Time from treatment start (months)
« Asof the st po 30 August 2025), follow-up was 392 (24.340.0) o ST 1 ecsr Ejection raction decreased 2 0 2@ 1014 4@ 18
3 . 3 forzanicatamab o i
o Combination wih mFOLFOX-2 and bavaciumab e et et et AN A S 4 o 5 568 5
o i (69%) gaints were sl on study at tme of ermination by the sponsor: prio {0 sty end, 3 (23%)
b it gy iy Sl i b ot e and 1 (3% pt " . ! uraton o foow-up: 362 [243-40.0) months) - — v o P 50 o
mwnmamm « Themed: 227 (8.1-3956), datamab +
MFOLFOXB-2 group and 10.2 (0-34.7) months i 3 of
Objective 235(3-42) for + mFOLFOXB-2 group and 11.0 (1-37) Fatigue 1017 0 2(29) 1(14) 3(29 16
When bevcizumab was chided Figure 5. Kaplan-Meier Analysis of PFS in Patients With HER2-Positive mCRC
years of 1L zanidatamab Vomiting 2(33) 0 1(14) 1014 32 18
LFOX6-2 with R2- ~—— Zanidatamab + mFOLFOX6-2 —— Zanidatamab + mFOLFOX6-2 + bevacizumab Overal
il count decreased 0 1(17) 1(14) 1(14) 1(8) 2(15)
Methods (CRC Cohort) Table 2. Patients With by Investigator 100 == (n 9 4 ® ()
Rasesimontpor RECIST V. (Response-Evaluable Patients)* e e e e R T o A e i W e
« This is 2 global, open-label, i bl ss-Evsbiable Petionts) ‘_\
S = * Diarrhoea was the most common grade 23 TRAE, occurring in 146 (17%) patients receiving zanidatamab + mFOLFOXE-2 and in
oesopagel adenocaronoma, BTC,and CRC Zanidstamab s 27 (29%) ptiens rcsiing zandtamab + mFOLFONE.2 + bevaczmsb

Zanidatamab + MFOLFOX6-2+

WFOLFOX6-2 bevacizumab Total

PFS probabilty (%)
o8 8 8 8

(0=6) =5 (a=11) sttt + mEOUEX62 NE (82 months- )
2arictamat + mFOLFONB.2 + evacrumad  NE (NE-NE) -
Contmed stfctn & o0 5(100) 1 (100) <o ows i NE (110 munhs 0E) Conclusions
o 0 3 8 9 12 15 18 21 24 27 30 3B 3B 39 42 * After 2 years of additional follow-up, d
Lot LI b o) 20 to demonstrate encouraging antitumour anda eraly manageable profile as 1L
Time o restment start (month) aing e =g
Confirmed best overall ” - treatment for patients with HER2-positive
response, n (%)  Ztaaes - o' s 4. 0 & A& 3 4 8 8 3 ¥ No patients discontinued zanidatamab due (o TRAES
Partal response 6(100) 5(100) 1(100) S s a2 1 e - Atthe lastpatiet last visi,the GORR was 100%,with an addiional partial esponse since the
Disease controlrate* n (%) 6(100) 5(100) 11(100) - A v U B B R R previously reported data cutoff (31 OGGW 2023)"
b k: 2 Median PFS and duration of response were not reached; there was 1 death reported
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Management of HER2-Positive Gl Cancers

Introduction: Assessment of HER2 Status
Case 1: Dr Lorber — 50-year-old woman
Case 2: Dr Mulherin — 67-year-old man
B Data Review: Biliary Tract Cancers
Case 3: Dr Gandhi — 56-year-old man
Case 4: Dr Gupta — 62-year-old woman
B Data Review: Colorectal Cancer

Case 6: Dr Apuri — 62-year-old man

Case 7: Dr Rudolph — 61-year-old man

B Data Review: Gastroesophageal Cancer
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Case Presentation: 55-year-old man with HER2-positive
metastatic GEJ adenocarcinoma who receives

FOLFOX/trastuzumab and achieves CR by imaging and
ctDNA testing
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Case Presentation: 62-year-old man with recurrent
HER2-positive, claudin 18.2-positive metastatic esophageal
adenocarcinoma (PD-L1 CPS 5)
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Case Presentation: 61-year-old man with HER2-positive
esophageal adenocarcinoma and isolated brain
metastases s/p SBRT

Dr Priya Rudolph (Athens, Georgia)
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FDA Approves Pembrolizumab for HER2-Positive Gastric or

Gastroesophageal Junction Adenocarcinoma Expressing PD-L1 (CPS 21)
Press Release: March 19, 2025

“The Food and Drug Administration granted traditional approval to pembrolizumab with trastuzumab,
fluoropyrimidine- and platinum-containing chemotherapy for the first-line treatment of adults with locally
advanced unresectable or metastatic HER2-positive gastric or gastroesophageal junction (GEJ)
adenocarcinoma whose tumors express PD-L1 (CPS >1).

Pembrolizumab previously received accelerated approval for this indication on May 5, 2021.

Efficacy was evaluated in KEYNOTE-811 (NCT03615326), a multicenter, randomized, double-blind, placebo-
controlled trial enrolling 698 patients with HER2-positive advanced gastric or GEJ adenocarcinoma not
previously treated with systemic therapy for metastatic disease.

In patients with tumors that were PDL1 CPS >1, median PFS was 10.9 months (95% Cl: 8.5, 12.5) in the
pembrolizumab arm and 7.3 months (95% Cl: 6.8, 8.4) in the placebo arm (Hazard ratio [HR] 0.72 [95% Cl:
0.60, 0.87]). Median OS was 20.1 months (95% CI: 17.9, 22.9) and 15.7 months (95% Cl: 13.5, 18.5) in the
respective arms (HR 0.79 [95% Cl: 0.66, 0.95]).”

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-pembrolizumab-her2-positive-gastric-or-gastroesophageal- Tv,‘%u
junction-adenocarcinoma W



KEYNOTE-811: A Phase Ill Study of First-Line Pembrolizumab
with Trastuzumab and Chemotherapy for HER2-Positive
Gastroesophageal Cancers

Key Eligibility Criteria
Pembrolizumab 200 mg IV Q3W +

* Advanced, unresectable Trastuzumab and FP or CAPOX?
gastric/GEJ adenocarcinoma

Treated until
unacceptable

» No prior systemic therapy in toxicity,

progression, or
withdrawal, for
a maximum of

advanced setting

« HER2+ by central review

(IHC 3+ or IHC 2+ [SH+) Placebo IV Q3W + 35 cycles
a
-ECOG PS 0 or 1 Trastuzumab and FP or CAPOX
Stratification Factors End Points
» Geographic region * Dual primary: OS, PFSP
» PD-L1 status (CPS <1 vs CPS 21) » Key secondary: ORR,? DOR,P safety

* Chemotherapy choice

FP = fluorouracil and cisplatin; CPS = combined positive score; OS = overall survival; PFS = progression-free survival; ORR = objective

response rate; DOR = duration of response RTP
10 PRACICE
Rha S et al. ESMO 2024;Abstract 128MO.



KEYNOTE-811: Survival by PD-L1 Combined Positive Score (CPS)

/ PD-L1 CPS >1 \ PD-L1 CPS <1
Pembrolizumab Placebo Pembrolizumab Placebo

n =298 n =296 n=52 nh=52
PFS, median (95% CI), mo 10.9 (8.5-12.5) 7.3 (6.8-8.4) 9.5 (8.3-12.6) 9.5 (7.9-13.0)
HR (95% CI) 0.72 (0.60-0.87) 0.99 (0.62-1.56)
0S, median (95% CI), mo 20.1 (17.9-22.9) 15.7 (13.5-18.5) 18.2 (13.9-22.9) 20.4 (16.4-24.7)

HR (95% Cl) \ 0.79 (0.66-0.95) / 1.10 (0.72-1.68)

Rha S et al. ESMO 2024;Abstract 128MO.



Phase Ill DESTINY-Gastric04 Study Design

Primary Endpoint
T-DXd * OS

* HER2+ (IHC 3+ or IHC 2+/ISH+)2 GC/GEJA 6.4 mg/kg Q3W
* HER2 status confirmed locally or centrally® on a

recent biopsy obtained after progression on
trastuzumab

Patient Population

Secondary Endpoints

* PFS(INV)e

* Confirmed ORR (INV)®
* DCR (INV)e

e ECOGPS0or1 RAM + PTXd * DOR (INV)®

* No clinically active CNS metastases® * Safety

Stratification factors Exploratory Endpoints
* HER2 status (IHC 3+ vs IHC 2+/ISH+) * PROs
* Geography (Asia [excluding mainland China] vs Western Europe

vs mainland China/rest of world)
* Time to progression on 1L therapy (<6 months vs 26 months)

1L, first-line; ASCO/CAP, American Society of Clinical Oncology/College of American Pathologists; CNS, central nervous system; DCR, disease control rate; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status
EORTC, European Organisation for Research and Treatment of Cancer; EQ-5D-5L, EuroQol 5-Dimension, 5-Level; FACT-Ga, Functional Assessment of Cancer Therapy-gastric; GC, gastric cancer; GEJA, gastroesophageal junction adenocarcinoma;
HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; INV, investigator; ISH, in situ hybridization; ORR, objective response rate; OS, overall survival, PFS, progression-free survival, PRO, patient-reported outcome; PTX, paclitaxel
Q3W, every 3 weeks; R, randomization; RAM, ramucirumab; RECIST v1.1, Response Evaluation Criteria in Solid Tumours, version 1.1

T-DXd, trastuzumab deruxtecan; VAS, visual analog scale

3As classified by the 2017 ASCO-CAP guidelines for HER2 testing in gastroesophageal adenocarcinoma. ®Study protocol originally mandated HER2 status be determined centrally but was later amended to allow local determination. “Clinically active CNS
metastases were defined as being untreated and symptomatic or requiring therapy with corticosteroids or anticonvulsants. Patients with clinically inactive CNS metastases could be enrolled. ‘RAM administered as 8 mg/kg on days 1 and 15 of each 28-day
cycle and PTX administered as 80 mg/m? on days 1, 8, and 15 of each 28-day cycle. ¢Determined by investigator-based assessment on RECIST v1.1. Based on EORTC EQ-5D-5L VAS and FACT-Ga subscales
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Phase lll DESTINY-Gastric04: Overall Survival (Primary Endpoint)

1004
83.5%
80— T-DXd Hazard ratio?: 0.70
o mOS: 95% ClI, 0.55-0.90
o~ 74.4% 14.7 months P value? = 0.0044
> 57.6%
= 60—
g A 3.3 mo
Q
o 404 48.9%
o RAM + PTX 29.0%
2 mOS: pa
o 20— 11.4 months H—— 4 ’
13.9% —h, ,
. fra
0
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
Patients still at risk Tlme, months
T-DXd 246 219 185 134 94 65 45 30 21 12 2 1 1 1 0
RAM + PTX 248 204 150 109 76 52 36 18 9 4 3 3 0

T-DXd demonstrated a statistically significant and clinically meaningful improvement in OS compared with
RAM + PTX in HER2+ GC/GEJA, showing a 30% reduction in risk of death

DCO, data cutoff, GC, gastric cancer; GEJA, gastroesophageal junction adenocarcinoma, HER2, human epidermal growth factor receptor 2; mOS, median overall survival; OS, overall survival; PTX, paclitaxel, RAM, ramucirumab; T-DXd, trastuzumab
deruxtecan
At DCO (October 24, 2024), the median duration of OS follow-up was 16.8 months for T-DXd and 14.4 months for RAM + PTX. Boundary for superiority: 2-sided P < 0.0228

aTwo-sided P value from stratified log-rank test and stratified Cox proportional hazards model adjusted for stratification factor: HER2 status (IHC 3+ or IHC 2+/1SH+)
© Copyright 2025
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Phase Il DESTINY-Gastric04: Progression-Free Survival

100
80 Hazard ratio?: 0.74
95% ClI, 0.59-0.92
® T-DXd :
& P value? = 0.0074
P &6 mPFS:
E 5 526% IRALCIUS
o
el
2 ‘| RAM + PTX R
= mPFS:
L 5.6 months 22.9%
* 20 H’“*‘L—._H__h
13.6% — : " . ' {
0 I I I | I | I 1 | I
0 3 6 9 12 15 18 21 24 27 30 33 36
Patients still at risk Time, months
T-DXd 246 173 102 51 30 17 10 7 4 2 1 0
RAM + PTX 248 144 68 25 14 6 5 3 1 1 1 1 0

T-DXd demonstrated a statistically significant improvement in PFS compared with RAM + PTX in
HER2+ GC/GEJA, showing a 26% reduction in risk of progression or death

GC, gastric cancer; GEJA, gastroesophageal junction adenocarcinoma; HER2, human epidermal growth factor receptor 2; mPFS, median progression-free survival;, PFS, progression-free survival; PTX, paclitaxel, RAM, ramucirumab; T-DXd, trastuzumab
deruxtecan

Boundary for superiority: 2-sided P < 0.0185

aTwo-sided P value from stratified log-rank test and stratified Cox proportional hazards model adjusted for stratification factor: HER2 status (IHC 3+ or IHC 2+/ISH+)

© Copyright 2025
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Phase Il Study of First-Line Zanidatamab and Chemotherapy
for HER2-Positive Advanced GEJ Cancers: 4-Year Follow-Up

Single arm trial:
Zanidatamab + clinician’s Primary endpoint
: choice of chemotherapy
Aged 218 years at the time of ol mabaE . Investigator-assessed

signing informed consent IV Q3W + CAPOX® CT/MRI scans confirmed ORR
HERZ2-expressing advanced or _ " Q6W
metastatic GEA Zopidio |

el IV Q3W + FPd RECIST v1.17 Select secondary endpoints

regardless of FISH status per « DOR

i b,e
local or central assessment Zanidatamab « PFS

. IV Q2W + mFOLFOX6f
Part 2: IHC 3+ or IHC 2+/FISH+ Plasma CtDNA % OS
per central assessment

Measurable disease per After the first 25 patients samples at baseline KEEEEIEE-1alo BV 1Yol FAVS
RECIST v1.1' e e R e and on treatment _
Baseline ECOG PS 0 or 1 antidiarrheal prophylaxisg using NGS testing Exploratqry gndpomt

No prior HER2-targeted was added for all . Potentlal_bloma_rkgrs for
treatment subsequent patients prognostic prediction

Eligibility criteria

aZanidatamab 30 mg/kg, 1800 mg (patients <70 kg) or 2400 mg (patients =70 kg); PChemotherapy was required for 6 cycles except for intolerability or disease progression. Patients who discontinued chemotherapy due to reasons not related to
zanidatamab toxicity without disease progression could continue treatment with zanidatamab monotherapy; “Capecitabine 1000 mg/m2 PO BID on days 1-14 Q3W + oxaliplatin 130 mg/m? 1V Q3W; 9Cisplatin 80 mg/m?2 IV Q3W + 5-FU 800 mg/m%day IV
on days 1-5 Q3W; €Zanidatamab 20 mg/kg, 1200 mg (patients <70 kg) or 1600 mg (patients »70 kg) IV Q2W; fLeucovorin 400 mg/m? IV Q2W + oxaliplatin 85 mg/m2 1V Q2W + 5-FU 1200 mg/mday continuous IV infusion for 48 hours Q2W;

9L operamide 4 mg BID starting on cycle 1 day 1 and continuing for =7 days.

5-FU, 5-fluorouracil; AE, adverse event; BID, twice daily; CAPOX, capecitabine plus oxaliplatin; CT, computed tomography; ctDNA, circulating tumor DNA; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance
status; FP, 5-FU plus cisplatin; FISH, fluorescence in situ hybridization; GEA, gastroesophageal adenocarcinoma; IHC, immunohistochemistry; IV, intravenous; mFOLFOX6, modified 5-FU plus oxaliplatin; MRI, magnetic resonance imaging;

PFS, progression-free survival; PO, by mouth; Q2W, every 2 weeks; Q3W, every 3 weeks; Q6W, every 6 weeks; RECIST v1.1, Response Evaluation Criteria in Solid Tumors version 1.1.

1. Eisenhauer EA et al. Eur J Cancer. 2009;45(2).228-247.
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Phase Il Study of First-Line Zanidatamab and Chemotherapy
for HER2-Positive Advanced GEJ Cancers: Objective Response Rate
— 4-Year Follow-Up

* Nearly all response-evaluable patients (90%) had a decrease in target lesions from baseline

100 -
- 80 -
= : “g;\? 60 — B Zanidatamab Q2W + mFOLFOX6 [l Zanidatamab Q3W + CAPOX Zanidatamab Q3W + FP
-0
cORR 25 404
n (%) 32 (76) 31(84) | o& 20
95% ClI 60, 88 68,94 | =% T
cBORn (%) 2 B 0-
CR 3(7) 3(8) S
PR 29 (69) 28(76) | §S -204
SD 5(12) 4 (11) ~:§ 40
PD 5 (12) 2 (5) e
DCRP Ss -604
n (%) 37 (88) 3595 |S©
95% Cl 74, 96 82, 99 -80
CBR°® -100 -
n (%) 33 (79) 32 (86)
95% ClI 63, 90 72,96

IHC 1+ 1+ 342+ 3+ 3+ 3+ 3+ 3+ 24+ 24+ 3+ 3+ 3+ 3+ 3+ 3+ 3+ 0 3+ 3+ 3+ 3+ 34+ 3+ 3+ 3+ 3+ 3+ 3+ 3+ 24+ 3+ 3+ 3+ 3+ 2+ 2+ 3+ 3+ 3+
FISH - — + — + + + + + + + + + + + + + + —“NA + + + + + + + + + + + + + + + + + + + + +

Response-evaluable patients were those who underwent at least 1 post-baseline response assessment per RECIST v1.1 or discontinued treatment due to clinical progression or death. One patient in the response-evaluable analysis set had a new lesion
detected (deemed PD) on an unscheduled visit before the first scheduled tumor scan; however, measurements of this lesion were not available. Hence, this patient was not included in the waterfall plot given the missing post-baseline measurements.

3BOR is defined as the best response documented between the date of first dose and the date of investigator-assessed objectively documented progression, the date of subsequent anticancer therapy, any-cause death, loss to follow-up, or study
discontinuation, whichever occurred first. Confirmed BOR is the BOR of a CR or PR per RECIST v1.1 confirmed =28 days after the first documentation; ®Disease control was defined as a BOR of SD or confirmed CR or PR; “Defined as achieving a BOR of
SD, non-CR, or non-PD for 224 weeks or confirmed CR or PR.

BOR, best overall response; cBOR, confirmed BOR; CBR, clinical benefit rate; Cl, confidence interval; cORR, confirmed ORR; CR, complete response; DCR, disease control rate; PD, progressive disease; PR, partial response; NA not available; SD, stable
disease.
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Phase Il Study of First-Line Zanidatamab and Chemotherapy
for HER2-Positive Advanced GEJ Cancers: DOR — 4-Year Follow-Up

Chemotherapy
regimen IHC FISH
mF 3+
mF 3+ 4+ A
P 3+

+

>

O
>

0

0
O

A Median time to first confirmed
a response,”.c months (range) 1.3 (1.3-1.4) 1.3 (1.3-1.4)

i Duration of response,® months
Median (95% CI) 18.7 (10.4,44.1) 204 (8.3,441)
212 months rate,? % (95% Cl) 57 (37, 72) 59 (39, 74)
224 months rate,? % (95% Cl) 40 (22, 58) 41 (22, 59)

of0op0opooooon e 0O OOOOOO O
>

>

i}

>

oooo
>
» >
3

4 At data cutoff, zanidatamab treatment was ongoing in 8 (17%) of
Time to tumour response or treatment duration end s 2
Time from cPR to cCR or treatment duration end patle nts (a” with ccHER2+ tumo I'S)

BTN RTORE e 5 RN Rt o * 19 (41%) patients overall and 18 (44%) patients in the ccHER2+
®cCR. OCPR A FD subset were in survival follow-up

Arrow indicates treatment ongoing

=0

3
2
w
+
I N T I O S T T T O N S A A e R R TR R R
>

> >

T T T T T T T 1

0 6 12 18 24 30 36 42 48 54 60
Time from treatment start (months)

aFrom the response-evaluable analysis set; response-evaluable patients were those who underwent at least 1 post-baseline response assessment per RECIST v1.1 or discontinued treatment due to clinical progression or death. One patient in the
response-evaluable analysis set had a new lesion detected (deemed PD) on an unscheduled visit before the first scheduled tumor scan; however, measurements of this lesion were not available. Hence, this patient was not included in the waterfall plot
given the missing post-baseline measurements. ®Defined as the time from first dose to the first documented complete response or partial response per RECIST v1.1 confirmed =28 days after the first observed response; “Assessed in the 32 patients
with a cCR or cPR (ccHER2+, n=31); ¢Kaplan-Meier probabilities.

C, capecitabine plus oxaliplatin; ccHER2+, centrally confirmed HER2-positive; cCR, confirmed complete response; cPR, confirmed partial response; mF, modified 5-fluorouracil/leucovorin plus oxaliplatin; NA, not available; PD, progressive disease.
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HERIZON-GEA-01: A Phase Il Study of Zanidatamab with
Chemotherapy with or without Tislelizumab for First-Line
Treatment of HER2-Positive Gastric and Esophageal Cancers

21-day treatment cycles

Arm A:
Trastuzumab +
chemotherapy (CAPOX or FP) Primary endpoints
s PES
e OS
Secondary
Arm =5 endpoints include:
Zanidatamab + Safety and survival « ORR
chemotherapy (CAPOX or EP) follow-up
* Frequency and
severity of AEs

e Changein
HRQOL from
baseline

Arm C:
Zanidatamab +
chemotherapy (CAPOX or FP) +
tislelizumab

Stratification factors:

¢ By geographic region, HER2
status, and ECOG performance
status
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MOUNTAINEER-02: A Phase lI/1ll Study of Second-Line Tucatinib, Trastuzumab,
Ramucirumab and Paclitaxel for HER2-Positive Gastroesophageal Cancers

Multi-cohort, Open-label Phase 2

HER2+ by
NGS of ctDNA or

IHC/ISH of tissue

Paclitaxel Dose Optimization
N=6—18
Pac 60 or 80 mg/m? +
TUC + Tras + Ram

HER2+ by ctDNA

HER2- by ctDNA,
HER2+ by tissue

Cohort 2A
N=30t
TUC + Tras + Ram + Pac

Cohort 2B (Exploratory)
N=30t
TUC + Tras + Ram + Pac

Double Blind, Placebo-controlled Phase 3*

\

\

HER2+ by ctDNA AELLLIEE

8:8:1

Arm 3A (Test, N=235)
TUC + Tras + Ram + Pac

Arm 3B (Control, N=235)
TUC placebo + Tras placebo + Ram + Pac

Arm 3C (N=30)

TUC + Tras placebo + Ram + Pac

>

* The SMC may recommend proceeding to phase 3 if the regimen is safe and tolerable and an ORR 236% is observed
in all response-evaluable patients treated at the Pac RD who have HER2+ disease by NGS assay of ctDNA.

ctDNA = circulating tumor DNA

Catenacci D et al. Gastrointestinal Cancers Symposium 2022;Abstract TPS371.

T Subjects in the dose optimization stage will
be counted towards the sample size for these
cohorts, if they received the recommended
dose and are response-evaluable.

Formal statistical comparisons to be made
between Arms 3A and 3B

Randomization stratified by Asia vs Rest of
World, Time to Progression, Prior Gastrectomy
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Cancer Q&A: Understanding the Role and Reality of CAR (Chimeric
Antigen Receptor) T-Cell Therapy for Non-Hodgkin Lymphoma

A Webinar Series for Clinicians and Patients,
Developed in Partnership with CancerCare®

______ Patients Clinicians

Wednesday, October 22, 2025 Wednesday, November 12, 2025
6:00 PM -7:00 PM ET 5:00 PM -6:00 PM ET

Faculty

Jeremy S Abramson, MD, MMSc
Loretta J Nastoupil, MD

Moderator —
Neil Love, MD W



Thank you for joining us!

Please take a moment to complete the survey currently
up on Zoom. Your feedback is very important to us.
The survey will remain open for
5 minutes after the meeting ends.

Information on how to obtain CME, ABIM MOC
and ABS credit is provided in the Zoom chat room.
Attendees will also receive an email in 1 to 3 business
days with these instructions.
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