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Background

e 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>*

o
=

Select DiscovHER PAN-206 Study Endpoints

Part A (N = 160) Part B

Analysis? to confirm sufficient efficacy and tolerable
safety. If confirmed, an additional 40 patients will
Cohort 1 (n =80) be enrolled in cohort 1 and treated in part B Cohort 1 (n =40)

Primary Endpoint

 While trastuzumab deruxtecan (T-DXd) has a tissue-agnostic indication for previously
treated patients with advanced HER2-positive (immunohistochemistry [IHC] 3+) solid

. o . . . . > - : Any solid tumour | Any solid tumour .
tumours, its use may be limited by a safety profile that includes a risk for interstitial lung Patients with locally (except BTC, BC, and GEA) (except BTC, BC, and GEA) CORR per RECIST v1.1 as assessed by ICR
disease2>6 advanced or metastatic No prior HER2-targeted therapy No prior HER2-targeted therapy — The proportion of patients with a best overall response of CR or PR
HER2-positive (IHC 3+)
* There is an ongoing need for new, effective, and well-tolerated therapies that target solid tumours, which

progressed following =1
prior systemic treatment
for advanced disease Cohort 2 (n = 40)
} _ _ _ and who have no Brio ?r?T OXd rectiirad
@ Zanidatamab Structure and Targeted Binding available treatment ORISR EEREEAEE
options with confirmed
benefit

Select Secondary Endpoints

HERZ2-expressing solid tumours

Zanidatamab
1800 mg (patients <70 kg) or
2400 mg (patients 270 kg) IV Q3W

* 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
» CT/MRI scans Q6W for the first 54 weeks, then Q9W until PD per RECIST v1.1

¢ Zanidatamab Is a dual HER2-targeted bispecific * Treatment until PD, unacceptable toxicity, or withdrawal of study consent * Time to response as assessed by ICR and by the investigator
: : ‘ot : Patients with BTC = » Prophylaxis for potential IRRs (corticosteroid, antihistamine, acetaminophen) o M : -

antlbOd.y that binas to 2 distinct .Slte.S on HER?’. excluded COhortG3Egl 40) will be administered before every zanidatamab infusion Disease control rate as assessed by ICR and by the Investigator

promoting FER2 receptor crosslinking and driving Prior th ith T-DXd required * Progression-free survival as assessed by ICR and by the investigator

multiple antitumour mechanisms of action, WUl IRt |

including’: * Overall survival

— Facilitation of HER2 internalisation and aTwo interim analyses will be performed in this study. The first and second interim analyses will take place approximately 3 months after 25 and 50 patients have been treated in cohort 1, ) Saf”ety anc:.tolfrablllti/ Zs.assestsegtby :he frte?uenf[:y of TEAES, SAES’ dose reductions, and treatment discontinuations as

- respectively. During these analyses, the study may continue enrolling patients. \"Y} Ient-r r IMm r men XICI
SUbsequent degradatlon BC, breast cancer; BTC, biliary tract cancer; CT, computed tomography; GEA, gastro-oesophageal adenocarcinoma; HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; ell as pa © epo © paC 0 eatme OXIC y
. i IRR, infusion-related reaction; 1V, intravenously; MRI, magnetic resonance imaging; PD, progressive disease; Q3W, every 3 weeks; Q6W, every 6 weeks; Q9W, every 9 weeks; RECIST v1.1,

— Reduction of HER2 cell surface eXpression and Response Evaluation Criteria in Solid Tumours version 1.1; T-DXd, trastuzumab deruxtecan. ORR. confirmed opioct o R o R, indeendent central reviou: PR. oarfia CECISTvi 1R valustion Criteria in Sojid T o
TR : : cORR, confirmed objective response rate; CR, complete response; ICR, independent central review; PR, partial response; v1.1, Response Evaluation Criteria in Solid Tumours version 1.1;
inhibition of HER2 Slgnalllng pathways SAE, serious adverse event; TEAE, treatment-emergent adverse event.
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_ Bettiarn o e s e eies] @ DiscovHER PAN-206 (NCT06695845) is an ongoing, open-label, single-arm, multicentre, phase 2 study evaluating R i uated by cohort and ¢ t
the efficacy and safety of zanidatamab in patients with previously treated HER2-positive (IHC 3+) locally advanced, esponses will be evaluated Dy conort and tumaour type
(complement-dependent cytotoxicity as well as . . . . . . . .
unresectable, or metastatic solid tumours (except BTC) * Time-to-event measurements will be summarised using Kaplan-Meier estimates

antibody-dependent cellular cytotoxicity and
phagocytosis)

e 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
authorisations in the EU and China based on the

DiscovHER PAN-206 Study Status

0¥ Key Eligibility Criteria for DiscovHER PAN-206

DISCOV

. fagment rysalsabe: HERZ, puman cpigemal gowtn phase 2 HERIZON-BTC-01 trial (confirmed v’ Inclusion Criteria K Exclusion Criteria colorad — PAN-206
factor receptor 2; scFv, single chain variable fragment. Objective response rate [CO RR] 52%)8'11 (;Osl'?e 0 lllinois
| | 1 site .
» Aged 218 years at the time of signing the informed « Cohort 1: prior HER2-targeted therapy United States M'f';:tgea“
- : . . : consent * Prior treatment with zanidatamab 16 sites
TISSUE'AQ nostic ACthty Of Zanidatamab * Locally advanced, unresectable, or metastatic solid * Prior treatment with systemic antineoplastic therapy, Republic of Korea
tumours (except BTC, defined as gallbladder cancer or including hormonal therapies for BC, or any o sites
e In a first-in-human phase 1 study of heavily pretreated patients with HER2-expressing cholangiocarcinoma) that progrgssed following ;1 prior inve.stigatior.\al therapy within 4 weeks or 5 haIf—Iivgs Seoul
(IHC 3+, 2+ or 1+) or HER2-amplified (fluorescence in situ hybridization-positive) solid systemic treatmgnt for metastatic or advapced dls:ease (whichever is longer) before cycle 1 day 1, except in the ‘ Pennsylvania / 5 sites
tumours, zanidatamab demonstrated promising antitumour activity and manageable and have no available treatment options with confirmed case of antibody-based anticancer therapy, which 1 site
safety across multiple tumour types, including BTC (cORR, 38%), colorectal cancer benefit requires =4 weeks of washout A —
(cORR, 38%), and a mixed group of other cancers (CORR, 36%) « Cohorts 2 (BC) and 3 (GEA): prior therapy with T-DXd is | « Known or suspected leptomeningeal disease and/or Virginia
— The similar efficacy across tumour types supports a tissue-agnostic approach for the required untreated brain metastasis ’ e
ongoing clinical development of zanidatamab « HER2 IHC 3+ status, determined by a designated central | e Unco.ntrollecll Qr significant ca.rdlovascular disease \
laboratory » Ongoing toxicity related to prior cancer therapy Tennessee
» Adequate tumour sample to submit for central HERZ » History of life-threatening hypersensitivity to monoclonal , 2 sites
FIH Phase 1 Stud — 270 testing antibodies or to recombinant proteins or excipients in the
y Overall cORR = 37% (31/83) * Presence of 21 measurable lesion as assessed by ICR drug formulation of zanidatamab _ Florida
based on RECIST v1.1 » CRC with known KRAS/NRAS and BRAF mutations A:'z?tfe'a Toxas 4 sites
8 PRs among 21 patients *ECOG PS of O or 1 * NSCLC with known ALK and EGFR mutations and ROS1 4 sites
with BTC * Life expectancy =3 months per the investigator’s opinion fusion
PD cORR = 38%
25 (21 /83) ALK, anaplastic lymphoma kinase; BC, breast cancer; BRAF, v-raf murine sarcoma viral oncogene homolog B; BTC, biliary tract cancer; CRC, colorectal cancer; ECOG PS, Eastern Cooperative . o _ _ _ _ . . . . _
PR Oncology Group performance status; EGFR, epidermal growth factor receptor; GEA, gastro-oesophageal adenocarcinoma; HER2, human epidermal growth factor receptor 2; ICR, independent e This trial Is act|ve|y enro”mg pahents at mu|t|p|e sites in the US and the RepUbllC of Korea, with pIanS to potentlally
37 &’ 20 - 10 PRs among 26 patients central review; IHC, immunohistochemistry; KRAS, KRAS proto-oncogene, GTPase; NRAS, NRAS proto-oncogene, GTPase; NSCLC, non-small cell lung cancer; RECIST v1.1, Response Evaluation . I . ’
CBOR (31/83) o with CRC Criteria in Solid Tumours version 1.1; ROS7, ROS proto-oncogene 1; T-DXd, trastuzumab deruxtecan. expand recruitment to additional countries across Europe
o = 380
o/, (“IN) g . cORR =38%
g
= 13 PRs among 36 patients
with other cancers?

cORR =36%
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