An open-label, multicenter, Phase 2 study of trastuzumab deruxtecan (T-DXd) in patients
with HER2-expressing solid tumors: DESTINY-PanTumor02 (DP-02) Part 2

Jung-Yun Lee,! Vicky Makker,2 Ana Oaknin,? Do-Youn Oh,* Chiedozie Anoka,® Lindsey Jung,® Soham Puvvada,’ Jodo Simdes,® Funda Meric-Bernstam?®

Yonsei Cancer Center and Severance Hospital, Yonsei University College of Medicine, Seoul, Republic of Korea; 2Gynecologic Medical Oncology Service, Memorial Sloan Kettering Cancer Center, Department of Medicine,

Weill Cornell Medical College, New York, NY, US; 3Medical Oncology Service, Vall d’Hebron Institute of Oncology, Vall d’Hebron Barcelona Hospital Campus, Spain; “Department of Internal Medicine, Seoul National University

Hospital Cancer Research Institute, Seoul National University College of Medicine, Seoul, Republic of Korea; °Global Medicines Development, Oncology R&D, AstraZeneca, Gaithersburg, MD, US; ®Oncology Biometrics, Oncology
R&D, AstraZeneca, Gaithersburg, MD, US; "Clinical Development Department, Late Oncology, Oncology R&D, AstraZeneca, Gaithersburg, MD, US; 8Patient Safety, Oncology, Oncology R&D, AstraZeneca, Cambridge, UK;
9Department of Investigational Cancer Therapeutics, University of Texas MD Anderson Cancer Center, Houston, TX, US 400TiP

Plain language summary C) Background
0 Why are we performing this research? e Human epidermal growth factor receptor 2 (HER2) expression is seen in a wide range of solid tumors and is
&D Trastuzumab deruxtecan (T-DXd) is an antibody-drug conjugate, which is a chemotherapy with a linker associated with biologically aggressive tumor phenotypes, poor prognosis, increased risk of disease recurrence,
(together called deruxtecan) joined to an antibody (trastuzumab). Trastuzumab binds to a protein called human and limited benefit from chemotherapy'-3

epidermal growth factor receptor 2 (HERZ2) on the surface of cancer cells, where it releases the chemotherapy
to kill these cells.’2 In Part 1 of the DESTINY-PanTumor02 clinical study, T-DXd was shown to have beneficial
antitumor activity; the greatest effects were seen in participants with the highest tumor level of HER2 (known as

e Trastuzumab deruxtecan (T-DXd) is an antibody-drug conjugate that is composed of an anti-HER2 monoclonal
antibody, a tetrapeptide-based cleavable linker, and a topoisomerase | inhibitor payload+>

immunohistochemistry [IHC] 3+).3 Based partly on these results, T-DXd is a recommended treatment in the US e T-DXd is approved in multiple countries worldwide for the treatment of HER2-positive and HER2-low breast
for people with IHC 3+ solid tumors that have spread to other locations or cannot be completely removed with cancer, HER2-positive gastric or gastroesophageal junction carcinoma, and HER2-mutant non-small cell
surgery (known as advanced cancer), and who have received prior systemic treatment and have no other lung cancer®’

treatment options.*> Part 2 of the study will investigate the benefit and safety of T-DXd treatment in an

_ _ e In April 2024, T-DXd received accelerated approval in the US for adult patients with unresectable or metastatic
expanded group of people with HER2-expressing cancers.

HERZ2-positive (immunohistochemistry [IHC 3+]) solid tumors that have progressed after prior systemic treatment
How are we performing this research? and have no satisfactory alternative therapies®?

DESTINY-PanTumor02 Part 2 is an ongoing clinical study that is takin.g place at .multip.le locations worldwide to e The approval of T-DXd in this setting was based, in part, on results from Part 1 of the DESTINY-PanTumor02 study, in
assess how well T-DXd works as a treatment for HER2 IHC 3+/2+ solid tumors (including non-small cell lung which T-DXd (5.4 mg/kg once every 3 weeks) demonstrated clinically meaningful benefit and a generally manageable
cancer) and in HER2 IHC 2+/1+ endometrial, cervical, and ovarian cancers. The primary outcome of interest is safety profile in pretreated patients with HER2-expressing solid tumors (N=267)?

the percentage of people who have a decrease in the size or number of tumors after T-DXd treatment,

according to established criteria. — In all patients, the investigator-assessed (INV) objective response rate (ORR) was 37.1% (95% confidence

interval [Cl] 31.3, 43.2), INV median progression-free survival (PFS) was 6.9 months (95% CI 5.6, 8.0), and

Who will participate in this study? median overall survival (OS) was 13.4 months (95% CI 11.9, 15.5)°
m To participate, people must be aged 18 years or above and have HER2-expressing solid tumors that have

advanced, spread, or cannot be completely removed by surgery. People cannot participate if they have been
diagnosed with cancer starting in the mucus-producing cells (adenocarcinoma) of the breast, colon, rectum,

gastric body, or where the stomach and food pipe meet (gastroesophageal junction), have a history of Here, we describe Part 2 of the DESTINY-PanTumor02 study (NCT04482309; recruitment ongoing),

myocardial infarction (heart attack) within 6 months of taking part, or have a history of non-infectious interstitial evaluating the efficacy and safety of T-DXd in patients with HER2-expressing unresectable, locally advanced,
lung disease (scarring of the lungs) / pneumonitis (inflammation of lung tissue without infection) that required or metastatic solid tumors

steroid treatment.

— The greatest benefit was observed in patients with centrally confirmed HER2 IHC 3+ tumors (n=75): ORR 61.3%
(95% Cl1 49.4, 72.4); median PFS 11.9 months (95% CI 8.2, 13.0); median OS 21.1 months (95% CI 15.3, 29.6)°

Where can | access more information?

For more information about DESTINY-PanTumor02 Part 2, please visit
https://clinicaltrials.gov/study/NCT04482309. You can also speak to your doctor about this and other
clinical studies.
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investigator based on Response Evaluation Criteria
in Solid Tumours 1.1

e World Health Organization / Eastern Cooperative
Oncology Group performance status of 0 or 1

e HERZ2 expression (IHC 3+/2+/1+) and amplification
(in situ hybridization—positive [ISH+]) determined by
central testing. HER2 IHC scoring will be based on e Protocol-defined adequate organ and bone marrow

Study design and population current American Society of Clinical Oncology / College function within 14 days of receiving study treatment

of American Pathologists guidelines for scoring HER2

for gastric cancer'?

e Left ventricular ejection fraction 250% within 28 days

of randomization /
DESTINY-PanTumor02 Part 1: COMPLETE
T-DXd in HER2-expressing (IHC 3+/2+) solid tumors* )
DESTINY-PanTumor02 Part 2: RECRUITING
T-DXd in any HER2 IHC 3+ and IHC 2+/ISH+ solid tumors,t and HER2 IHC 2+/1+ gynecological solid tumors Primary diagnosis of adenocarcinoma of the breast, History of another primary malignancy within 3 years
colon, rectum, gastric body, or gastroesophageal junction prior to first dose, except for adequately resected

non-melanoma skin cancer and malignancy treated
with curative intent

'M“ﬂ‘ Patient population for Part 2

Known somatic DNA mutation of HERZ2 without tumoral

HER2 expression
* Unresectable, locally advanced, or Cohort 2A (n=40) . . . . Lung-specific intercurrent, clinically significant illnesses
metastatic solid tumors (excluding Any HER2 IHC 3+ tumorst History of myocardial infarction (<6 months prior to
breast, colorectal, and gastric cancers). randomization) or symptomatic congestive heart failure Autoimmune, connective tissue, or inflammatory
U_nllke |n.P.art 1, patients with NSCLC Cohort 2B (n=40) Pleural effusion, ascites, or pericardial effusion that idnl\s/gIr\iieer;sevr\]/;tgtdsc;ci:rennei:ted or suspected pulmonary
will be eligible Any HER2 IHC 2+/ISH+ tumorsT requires drainage, peritoneal shunt, or cell-free and 9
e HER?2 status and amplification by Cohort 2C (n=40) concentrated ascites reinfusion therapy Spinal cord compression or clinically active central
: ohort n=
central testing 5.4 mglkg o HER?2 IHC 2+/1+ endometrial cancert Uncontrolled infection requiring intravenous antibiotics, nervous system metastases
e 21 prior lines of therapy in the advanced antivirals, or antifungals Unresolved toxicities (other than alopecia) from previous
or metastatic setting Cohort_ 2D (n=40) History of non-infectious interstitial lung disease (ILD) / gr;’gzaen;erotrhsar]zzlliensethat have not been resolved to
e Prior HER2-directed therapy permitted HER2 IHC 2+/1+ ovarian cancer? pneumonitis requiring steroids, or current/suspected -
, ILD/pneumonitis that cannot be ruled out by imaging
e Measurable disease per RECIST 1.1 Cohort 2E (n=40) at screening
e WHO/ECOG performance status of 0 or 1 HER2 IHC 2+/1+ cervical cancer

For more information about Part 2 of the DESTINY-PanTumor-02 study, please visit )
https://clinicaltrials.gov/study/NCT04482309 Dy

*Across seven tumor cohorts: biliary tract, bladder, cervical, endometrial, ovarian, pancreatic, and other tumors (excluding breast, colorectal, gastric, and NSCLC);

Tpatients with breast, gastric, gastroesophageal junction, or colorectal cancer will not be enrolled. Recruitment of patients with endometrial, ovarian, and cervical cancer will . .

be limited to n=20 in Cohort 2A; ¥if no objective responses are observed in the first 15 patients with IHC 1+ tumors, the cohort will be closed to further IHC 1+ recruitment, Prlmary endeInt

and will continue to recruit only patients with IHC 2+ tumors

ECOG, Eastern Cooperative Oncology Group; HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; ISH+, in situ hybridization—positive; . N
- it @ . . Confirmed ORR

IV, intravenous; NSCLC, non-small cell lung cancer; Q3W, once every 3 weeks; RECIST, Response Evaluation Criteria in Solid Tumours; T-DXd, trastuzumab deruxtecan;

WHO, World Health Organization

Secondary endpoints
Part 2 start date: May 2024 | Currently recruiting patients
Duration of response*™ Frequency of adverse events (AEs) and serious
AEs,t and changes from baseline in laboratory
parameters and vital signs*
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Disease control rate*

PFS* . :
Serum concentration of T-DXd, total anti-HER2
j OS antibody, and MAAA-1181 (deruxtecan)
>
! Presence of anti-drug antibodies for T-DXd
.
h *Investigator assessed per Response Evaluation Criteria in Solid Tumours 1.1; TAEs and serious AEs graded according to the Medical Dictionary for Regulatory Activities
\ and National Cancer Institute Common Terminology Criteria for Adverse Events version 5.0; *plus electrocardiogram, echocardiogram / multiple gated acquisition results

Countries with participating study sites*

Please scan this quick response (QR) code with your smartphone camera or app to obtain a copy of these materials.
Alternatively, please visit: https://bit.ly/3YkrQuf

Australia, Brazil, Canada, Japan,
Republic of Korea, Taiwan, Thailand,
United States of America

Copies of this poster obtained through QR code are for personal use only and may not be reproduced without permission
from ESMO® and the author of this poster.
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“Additional countries to be considered for participation This presentation is the intellectual property of the author/presenter. Contact Professor Lee at jungyunlee@yuhs.ac for permission to reprint and/or distribute
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