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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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TrastuzumalDeruxtecan(T-DXd) vs Trastuzumab
Emtansine (IDM1) in Patients with HigiRisk Human
Epidermal Growth Factor ReceptocRositive (HER2+)
Primary Breast Cancer with Residual Invasive Disease

After Neoadjuvant Therapy: Interim Analysis of
DESTINBreast05

Geyer CE et al.
ESMO 2025;Abstract LBAL.
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DESTINBreastll: Neoadjuvant Trastuzumab

DeruxtecanAlone (FDXd) or Followed by Paclitaxel +
Trastuzumab Pertuzumab(T-DXdTHP) vs SOC for
High-Risk HER2+ Early Breast Cane®(}

Harbeck N et al.
ESMO 2025:Abstract 2910
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HERZ2 testing in BTC: who, when, and how

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

WHEN: At diagnosis
A 1stline trials!

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

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

‘ What it detects ‘ HER2 protein ERBB2 DNA ERBB2 DNA

‘ What it indicates ‘ HER2 overexpression ERBB2 amplification ERBB2 amplification
* # 6

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

Tissue and/or b lood -based
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Case Presentation: 5@ear-old woman with metastatic
HERZpositive gallbladder cancer who receives
gemcitabine/cisplatin/durvalumab with partial response

DrJeremy LorberBeverly Hills, California)
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Case Presentatiorb /-year-old man with metastatic
HERZow (IHC 2+) gallbladder cancer who receives
pembrolizumab/cisplatin/gemcitabine

Dr Brian Mulherin (ndianapolis, Indiana)

RTP

RESEARCH
TO PRACTICE



Management of HERPositive Gl Cancers

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

B Data Review: Biliary Tract Cancers

Case 3Dr Gandhic 56-year-old man

Case 4Dr Guptag 62-year-old woman

B Data Review: Colorectal Cancer

Case 5Dr Peleg; 55-year-old man

Case 6DrApuri ¢ 62-year-old man

Case 7Dr Rudolphg 61-year-old man

B Data Review: Gastroesophageal Cancer

RESEARCH
YO PRACTICE




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 ofHaley 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



HERZ2 amplification/overexpression spans all BTC subtypes

71 Intrahepatic
cholangiocarcinoma
(ICCA)

- ~3-5%

______

Extrahepatic
cholangiocarcinoma
K| ” — (eCCA)

- e ~10-20%

| Perihilar cholangiocarcinoma

Gallbladder cancer
(GBC) -

~15-250 ' -
15 35 /0 Gallbladder cancer

Distal cholangiocarcinoma

A HERZ2 positivity is associated with a worse prognosis in advanced BTC

Courtesy ofHaley 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

HC Expression Levels Across Cancer Tyf

1004

90+

Patients (%)

304

204

10+

Urothelial

HN-salivary gland
Endometrial

CUP = cancaf unknownprimary, HN =headandne

HNSCC keadandnecksquamouscell carcinoma HNACC = adenoiglysticcarcinomaof headandneck

176 =
45
127
2,611
33
21
208
54
13
122
32
85
14
67
577
23
14
50
23
31
10
37
19
56
14

I 3+
m 2+
| 1+

CUP
HN-Other

——)

CCA
HCC

Ovarian/FT

Gastric/GEJ
Cervical
Pancreas
Colorectal
Peritoneal
Appendiceal
Small bowel
Prostate
Sarcoma
Renal cell
Thyroid
Melanoma

mm) | Gallbladder

ck CCA =holangiocarcinomaHCC Hhepatocellularcarcinoma FT Hallopiantube; -
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HERIZOMBTCO1 Trial: Zanidatamab Mechanism of Action and Backgrounc

Zanidatamab:

Dual HER2-Targeted Bispecific Antibody

* 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®

cORR= confirmed objective response rate; OS = overall survival

RTP

RESEARCH

Pant S et al. ASCO 2024:Abstract 4891 SY et al. ESMO 2024;Abstract 516 MO biviic



Phase lIb HERIZGBIICO1 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
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Pant S et al. ASCO 2024:;Abstract 4091.



HERIZOMBTCO1: 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 ca@®#= intrahepatic cholangiocarcinoma

MercadeTM et al. ESMO 2024:Abstract 62TiP.
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Phase IIb HERIZGBICO1: 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 llb HERIZGBICO1: Overall Survival (OS)
(Cohort 1¢ HER2 IHC 2+ or 3+)

Survival | 6-month 0S 12-month 0S
probability, Cohort 1z 80 3 (69 87.6) Cohort 1: 56.2 (44 3, 66. 5)
. °IH02+ 417( 4) °|HC2+:208(51 43 )

100 - Median 0S, months (95% CI):

Cohort 1: 15.5 (10.4, 18.5)
e IHC 3+: 18.1 (12.2, 23.2)
e IHC 2+: 5.2 (3.1, 10.2)

90 -

80 -

70 -

60 -

50 4

40 -

0S probability (%)

30 A

20 4

10 +

0 -

e —— ———— — ——— —————— — —— ——— ———— ——— — ]

o

9 12 15 18 21 24 27 30 33
Time from treatment start (months)

Q) = = . e e ———————— — —
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Phase llb HERIZGBICO1: Overall Safety (Cohorts 1 and 2) N = 87
. Aigades |  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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Pant S et al. ASCO 2024:Abstract 4091.



HERIZOMBTCO1: 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. W



HERIZONBTC302 Ongoing Pivotal Phase Ill 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?

RESEARCH
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DiscovHERANZ206: Phase 4umourAgnostic Study of
Zanidatamab in Patients With Previously Treated Humat

Epidermal Growth Factor Receptoc@verexpressing
SolidTumours

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

PartA (N=160) PartB

fcacy and oleable
00 40 patints wil
Cohort 1 (n=80) veated apart Cohort 1(n=40)
" sobdtumour solid tumour
Petients WAL (BT B eh) (@65t BTG, BC, 30 GEA)
No prior HER2-

Cohort2 (n =40) Zanidatamab
ad whohave no i
. Prie heragy with T-OXd required
options vthconfrmed
benefit

Patients with BTC Cohort3(n= - Prop v
excluded 54 il b sumiisted bfoe very ancitamab usion

Prie theragy with T-0Xd required

and second 3 months aer 1
sl D s .o sy oy otius oty ptars

Ei oo gued macbon ; ooy o magn; P, s G O3 vy s o0 ey & e OOV vy ek EGIST V11

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)
0]
25 4
€
A o
% (n/N) K
E
10 4
37 (31/83) 5
0
O e 2657
e P o
o
ryem e

Subbiah V et al. ESMO 2025;Abstract 1028eTiP

. GTPase, HRAS,
Criera i Sk Tmcurs versio 1.1; ROST, ROS froto-ancogene 1; T-DK4, astieumat denacecan,

)] DiscovHER PAN-206 Study Status

DISCOVHER

|Colorado Iiinois|

1site 1site —

— ] yoted ttes Michigan|
16 sites 1 site

Republic of Korea

Seoul
' [Ponnsylvania) 5 stes
1 site
. [Virginia

| 1ste

|Tennessee

| 2sites
[Fiorida

Arizona 4stes

| 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

ernca: 1, 20 K ot Bt R 2008120162 b, . A o i 204743352 Ungurtak B, o, Am O 2334111105464 Kok . o o, 0t
s Dsich Sark

5. fection.
6. Meri-BermstoenF et al.J Oin Oncol 2004,42(1)47-53. 7. Whisser NE, f o Asture Comrur,
10

25 Y154 BN b Lol s 2o necs Package nsert. - e ez Coplos o i poster cbtsined hrough OR codeare o
lmnml.uym LTS Sat o L7 personal use only and may not be reproduced without 1
s e o D o e St . o O OSSTS -
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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 aBMC Cance2025;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 aBMC Cance2025;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]

Kanwal W et aBMC Cance2025;25(1):382.
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DESTINPanTumor02 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
feasible (ASCO/CAP gastric

3?% Ovarian cancer

(ﬁ{ Biliary tract cancer .

« Prior HER2-targeting therapy Conpr = ‘
allowad planned P T .
(Cohorts with no objective
- ECOG/WHO PS 01 responses in the first 15 patients

were to be closed) a

Other tumors®

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.
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DESTINPanTumor02: Survival and Efficacy in Biliary Tract Cancer (B
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s -‘t ~—e— Biliary tract cancer: IHC 3+ 7.4 (2.8-12.5)
100 é. 0.8 — ~——e— Biliary tract cancer: IHC 2+ 4.2 (2.8-6.0)
xR A e ) 3 ~—e— Biliary tract cancer: Total 4.6 (3.1-6.0)
=S 120 4 ) o
an 30 L 04 4
£ 100 - - >
=  80- = L o2 -
= = 70+
O |
L 60 % 60 - 56.3 T T T T T T T l.I
- 40 - o 0 3 6 9 12 15 18 21 24
(75) © 50 4 g . ;
= 20 "E’ Time Since First Dose (months)
= = .
= 0 y— 40
— === 1.0 - Median OS in months (95% Cl)
.E —20 8 30 =l ——e— Biliary tract cancer: IHC 3+ 12.4 (2.8-NR)
% -40 B _‘? 0.8 — —e— Biliary tract cancer: IHC 2+ 6.0 (3.7-11.7)
20 = &, 3 -—o— Biliary tract cancer: Total 7.0 (4.6-10.2)
g —60 E g 0.6 -
(i} 10 -
= -80 =
= 0 = 0.4 -
= n= 41 16 14 o 02 4
(3=]
= BTC

T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30

Time Since First Dose (months) RTP

RESEARCH
TO PRACTICE

Meric-Bernstam F et all Clin Onc&@024 January 1;42(1):458.



Management of HERPositive Gl Cancers

Introduction: Assessment of HER2 Status
Case 1Dr Lorber¢ 50-year-old woman

Case 2Dr Mulherin¢ 67-year-old man

B Data Review: Biliary Tract Cancers
Case 4Dr Guptag 62-year-old woman

B Data Review: Colorectal Cancer

Case 5Dr Peleg; 55-year-old man

Case 6DrApuri¢ 62-year-old man

Case 7Dr Rudolphg 61-year-old man

B Data Review: Gastroesophageal Cancer
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Case Presentation: 5¢gear-old man with HERositive
metastatic rectal cancewho experienceslisease progressio
on T-DXd and on capecitabine/tucatinib/trastuzumab

Dr Sunil Gandhi (Lecanto, Florida)
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Management of HERPositive Gl Cancers

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

B Data Review: Biliary Tract Cancers
Case 3Dr Gandhic 56-year-old man

Case 4: Dr Gupta62-year-old woman

B Data Review: Colorectal Cancer

Case 5Dr Peleg; 55-year-old man

Case 6DrApuri ¢ 62-year-old man

Case 7Dr Rudolphg 61-year-old man

B Data Review: Gastroesophageal Cancer
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Case Presentatior82-year-old woman with recurrent
HERZ2positive rectal adenocarcinoma who receivesDIXd

Dr Ranju Gupta (Bethlenem, Pennsylvania)




Management of HERPositive Gl Cancers

Introduction: Assessment of HER2 Status
Case 1Dr Lorber¢ 50-year-old woman

Case 2Dr Mulherin¢ 67-year-old man

B Data Review: Biliary Tract Cancers
Case 3Dr Gandhic 56-year-old man

Case 4Dr Guptag 62-year-old woman

Case 5Dr Peleg; 55-year-old man

Case 6DrApuri¢ 62-year-old man

Case 7Dr Rudolphg 61-year-old man

B Data Review: Gastroesophageal Cancer
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MOUNTAINEER Phase |l 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

Strickler J et al. ASCO 2024:Abstract 3509.



