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Plain language summary

Why are we performing this research?

Study design Key inclusion criteria for Part 5

DESTINY-Lung03 (NCT04686305) is a Phase 1b, open-label, dose-escalation (Part 1), dose-expansion (Parts 2—4)," and dose-confirmation o Aged 218 years  Tumors without known genomic alterations or actionable

Human epidermal growth factor receptor 2 (HERZ2) is a protein found at a high level in some cancers, including non-small cell lung cancer (Parts 3 and 5) study evaluating T-DXd as monotherapy or in combination with immunotherapy and/or chemotherapy in unresectable driver kinases for which targeted therapies are available

(NSCLC). These cancers may be referred to as HER2-overexpressing (HER2-OE; HER2 immunohistochemistry [IHC] 3+/2+) NSCLC.! locally advanced or metastatic HER2-OE (IHC 3+ or IHC 2+)T NSCLC™ » Histologically documented, unresectable locally advanced

Currently, there are limited HER2-directed treatment options for people with HER2-OE NSCLC,? despite its association with poor outcomes.3 (Stage 1) or metastatic (Stage IV) nonsquamous NSCLC e World Health Organization / Eastern Cooperative Oncology Group
Trastuzumab deruxtecan (T-DXd) is an antibody-drug conjugate, comprising a chemotherapy with a linker (together called deruxtecan) joined to Part 1 (ENROLLMENT COMPLETE) e Treatment-naive for advanced or metastatic NSCLC performance status score of 0 or 1

an antibody (trastuzumab).** T-DXd is approved in more than 10 countries as a treatment for people with HER2-positive (IHC 3+) solid tumors T-DXd monotherapy or in combination with immunotherapy and chemotherapy in previously treated patients with HER2-OE NSCLC =1 measurable lesion as assessed by the investigator using

that cannot be removed with surgery (unresectable) or have spread to other parts of the body (advanced/metastatic), and who have received — Prior (neojadjuvant therapies or definitive chemoradiation
prior treatment and/or have no alternative treatment options; treatment of HER2 IHC 3+ NSCLC is included in the approval.67 for advanced disease are permitted if progression occurred _ _
The combination of chemotherapy with immunotherapy, including drugs targeting programmed cell death protein 1 (PD-1), has been shown to Part 3 (ENROLLMENT COMPLETE) >6 months from the end of the last therapy . Protpcol-deflned _adequate organ anq bone marrow function
provide clinical benefit,39 and is an established standard of care in NSCLC.2 Volrustomig is a novel drug that blocks both PD-1 and cytotoxic T-DXd plus volrustomig, with or without chemotherapy, in treatment-naive patients with HER2-OE NSCLC « HER2-OE status (IHC 3+/2+) as determined by central within 14 days prior to treatment assignment
T-lymphocyte-associated protein 4 on the surface of cells in the immune system, thereby helping the immune system kill cancer cells.° assessment of tumor tissue /
Part 5 of the DESTINY-Lung03 study will assess whether combining T-DXd with volrustomig could benefit people with HER2-OE NSCLC."

Part 4 (CURRENTLY RECRUITING)

. . -
How are we performing this research? T-DXd plus rilvegostomig, with or without chemotherapy, in treatment-naive patients with HER2-OE NSCLC

Response Evaluation Criteria In Solid Tumours (RECIST) 1.1

DESTINY-Lung03 is an ongoing multipart study evaluating T-DXd alone and in combination with other cancer treatments. Part 5 of the study
will evaluate the safety and benefit of T-DXd with volrustomig in people with HER2-OE (IHC 3+/2+) NSCLC. The primary outcome of interest

Key exclusion criteria for Part 5

is the proportion of participants who experience side effects. Part 5 (CURRENTLY RECRUITING)
Who will participate in this study?
Part 5 will include people with unresectable locally advanced or metastatic HER2-OE (IHC 3+/2+) NSCLC. People cannot participate if they T.DXd IV ol lrustomia IV in treat tnai tients with HER2-OE NSCLC e Known HERZ2-activating mutation o Cardiomyopathy of any etiology; heart failure (as defined by
have had previous treatment for their advanced or metastatic disease. ) p US_VO rus om_lg In trea men -na!vg patients wi = ! . - New York Heart Association classification >1l); uncontrolled
_ _ Volrustomig will be administered as a single priming dose, followed by a fixed maintenance dose* * Mixed small cell lung cancer, squamous NSCLC, and sarcomatoid hvpertension: unstable angina pectoris: clinicallv sianificant
Where can | access more information? histology variant NSCLC yp ; i : r? Ip ) t el Sl e,
. : . . : coronary, carotid, or peripheral artery stenosis; prior arterial or
% For more information about DESTINY-Lung03, please visit https://clinicaltrials.gov/study/NCT04686305. You may also speak to your doctor _ _ — — _ e History of non-infectious interstitial lung disease (ILD)/pneumonitis peripheral vascular intervention within the 12 months prior to
about this and other studies. For more information about DESTINY-LungO03, please visit https://clinicaltrials.gov/study/NCT04686305 requiring steroids, current ILD/pneumonitis, or suspected randomization; ventricular arrhythmia requiring treatment:
*Part 2 was planned but not initiated; foverexpression defined as 225% of tumor cells with IHC 3+/2+ staining; ¥second arm (T-DXd + volrustomig at a fixed dose only) to open at the ILD/pneumonitis that cannot be ruled out by imaading at screenin ’ . . . ’
1. Cox G, et al. Int J Cancer. 2001;92:480-483; 2. Hendriks LE, et al. Ann Oncol. 2023:34:358-376; 3. Liu L, et al. J Thorac Oncol. 2010;5:1922-1932; 4. Ogitani Y, et al. Clin Cancer Res. 2016;22:5097—5108; discretion of the sponsor P ymaging 9 pacemaker-untreated high degree (2Il) atrioventricular block
g_ Nak?%a Tc,j et aii bChI?zng);f/;?nggﬂg;gkg%lslo1;;((3;:173—125“;/'6. Ehnge;tgz(éz;n;-tgasi_uigrgabkderu;tecan-r;xki): hnghIi?htsbof ﬁ)qeszcgg);n%infﬁ)rr;ation. 2%{5. A;;/ailablg fro;p: htfs://wwv/\;:?cc;essde;ta.fda.gr)v/ / HER2-OE, human epidermal growth factor receptor 2-overexpressing; IHC, immunohistochemistry; IV, intravenous; NSCLC, non-small cell lung cancer; T-DXd, trastuzumab deruxtecan ° Lung-specific, intercurrent, cIinicaIIy significant illnesses, including or sinus node dysfunction; and/or congenital or family history of
rugsatida_aocs/labe S S .p ccesse arc , , (. Dallchl SankKyo. Fress release. september , . Avallable Trom: ps://www.qalichisankyo.com/tlles/news/pressrelease . . .
pdf/202509/20250911_E.pdf (Accessed March 3, 2026); 8. Spigel DR, et al. J Thorac Oncol. 2024;19:S33-S34 (Abstract OA11.04); 9. Ahn M-J, et al. Ann Oncol. 2022;33:51423 (Abstract LBA56); any underlylng pulmonary disorder, and prior pneumonectomy Iong QT syndrome
10. Dovedi SJ, et al. Cancer Discov. 2021;11:1100-1117; 11. NCT04686305. Updated November 13, 2025. Available from: https://clinicaltrials.gov/study/NCT04686305 (Accessed March 3, 2026). / Part 5 enrO"ment Start: OCtOber 30, 2025 ° Any autoimmune, connective tissue, or inflammatory disorders - Participation in a concurrent interventional study and/or previously
Py . e Spinal cord compression or clinically active central nervous HedtcdWItINERAd
system metastases e Prior exposure to anti-PD-1, anti-programmed cell death-ligand 1,
B ackg round « Ascites or pericardial effusion that requires drainage, peritoneal tar:tl-QnTLﬁ\-4, (ajn:;]Tbc;a 1 IrrerE[J_?gglrﬁbyr:m anrc]jtlmrrrlur;orei:ﬁ prtor ik
shunt, pleuroperitoneal shunt, or cell-free and concentrated yrosine-based inhibitory motit domain agents, or any othe
experimental immunotherapy in any setting

ascites reinfusion therapy /

o Approximately 1-23% of non-small cell lung cancers (NSCLCs) are human epidermal growth factor receptor 2 (HER2) immunohistochemistry
(IHC) 2+, and 1-5% are IHC 3+,-% with HER2 overexpression (IHC 3+/2+) being associated with poor prognosis®

— No first-line HER2-directed therapies are approved for HER2-overexpressing (HER2-OE; IHC 3+/2+) NSCLC’

e Trastuzumab deruxtecan (T-DXd) is a HER2-directed antibody-drug conjugate approved in multiple countries for adult patients with unresectable or
metastatic HER2-positive (IHC 3+) solid tumors who have received prior treatment and/or have no alternative treatment options8-10

e DESTINY-Lung03 (NCT04686305) is a Phase 1b, open-label, multipart study evaluating T-DXd regimens in HER2-OE (IHC 3+/2+) NSCLC™"

— In Part 1, T-DXd monotherapy (5.4 mg/kg) demonstrated clinical benefit in pretreated HER2-OE NSCLC, with a confirmed objective response rate
of 44.4%, median progression-free survival of 8.2 months, and median overall survival of 17.1 months'?

Key study endpoints for Part 5

Primary endpoints

¢ Frequency of adverse events (AEs; including serious AEs) and AEs of special interest
¢ Changes from baseline in laboratory parameters, vital signs, and electrocardiogram results

9 Secondary endpoints

* Investigator-assessed (per RECIST 1.1) e Overall survival*

e Chemotherapy and immunotherapy combinations remain well-established standards of care for advanced or metastatic NSCLC;’ data from an
interim analysis of the U106 study demonstrated antitumor activity with the combination of T-DXd plus pembrolizumab, a programmed cell death 1
(PD-1) inhibitor, in HER2-expressing (IHC 3+/2+/1+) NSCLC (objective response rate, 54.5%; median progression-free survival,15.1 months)'3

— Volrustomig is a monovalent, dual checkpoint inhibitor, bispecific, humanized, immunoglobulin G1 monoclonal antibody against PD-1 / cytotoxic
T-lymphocyte-associated protein 4 (CTLA-4)"

. . , . . , . ] , ) , L ] " — Confirmed objective response rate e Serum concentrations of T-DXd, total anti-HER?2
_ yoérqstomlg h?s sthcc)lvi/n |nc.reased|.adn:|tumor gctll\/l’g comgacrfg W|jtti;]e|ther antl-I;’rI]Z)-1 or ani"CTLAE.‘l atr']tlboqiﬁs ﬁloneti? precllnlcatlhsettlngs,t 1 5a1r16d _ Duration of response antibody, deruxtecan, and volrustomig
IS Deing investugatea In various solia tumaors, includin , elther as monotnerapy or in combination with cnemaotnerapy or other agents '~ . . . . . . ) . . .
° 0 0 by by o Countries with participating study sites — Disease control rate at 6 weeks and 12 weeks * Presence of anti-drug antibodies for T-DXd
- - . . - - - . — Progression-free survival* and volrustomig
DESTINY-Lung03 Part 5 will assess first-line T-DXd with volrustomig in treatment-naive patients with Australia, Brazil, China, France, Israel, Italy, Malaysia, Poland, Republic of Korea, Taiwan, Thailand, Turkiye, United States _ _ _ _ _
unresectable locally advanced or metastatic HER2-OE (IHC 3+/2+) NSCLC / *Including landmark analysis of progression-free survival at 6 months and 12 months, and overall survival at 12 months /
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