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TROPION-Lung07 Phase 3 Trial Initiated to Evaluate Datopotamab
Deruxtecan in Combination with Pembrolizumab in Patients with
Previously Untreated Metastatic Non-Small Cell Lung Cancer

Tokyo and Basking Ridge, NJ — January 30, 2023 — Daiichi Sankyo (TSE: 4568) today announced that
the first patient has been dosed in the global, randomized TROPION-Lung07 phase 3 trial evaluating
datopotamab deruxtecan (Dato-DXd) in combination with pembrolizumab with or without platinum
chemotherapy, in patients with previously untreated advanced or metastatic non-squamous non-small cell
lung cancer (NSCLC) with PD-L1 expression less than 50% (TPS<50%) and without actionable genomic

alterations.

Datopotamab deruxtecan is a specifically engineered TROP2 directed DXd antibody drug conjugate (ADC)
being jointly developed by Daiichi Sankyo and AstraZeneca (LSE/STO/Nasdaq: AZN).

Among patients with NSCLC, nearly half are diagnosed at an advanced stage and generally have a poor
prognosis. 123 While first-line treatment with pembrolizumab or other checkpoint inhibitors, with or without
chemotherapy, has improved outcomes in patients with NSCLC without actionable genomic alterations,

disease progression still occurs in the majority of patients.*>

“Metastatic non-squamous non-small cell lung cancer remains a challenge because the majority of patients
experience disease progression following their initial treatment, underscoring the need for more effective
treatment options in the first-line setting,” said Mark Rutstein, MD, Global Head, Oncology Clinical
Development, Daiichi Sankyo. “The TROPION-Lung07 trial will assess the potential of the combination of
datopotamab deruxtecan and pembrolizumab with and without chemotherapy, to evaluate whether this
combination may be a more effective standard treatment option than the current standard of care for patients

in the first-line setting.”

“The combination of datopotamab deruxtecan with a checkpoint inhibitor with or without chemotherapy,
has shown increased activity and a manageable safety profile in early trials, including TROPION-Lung02,”
said Cristian Massacesi, MD, Chief Medical Officer and Oncology Chief Development Officer,
AstraZeneca. “With this initiation, TROPION-Lung07 becomes the third phase 3 trial in our evaluation of


https://www.clinicaltrials.gov/ct2/show/record/NCT05555732?recrs=ab&cond=Lung+Cancer&sfpd_s=09%2F13%2F2022&sfpd_d=14&sel_rss=new14

these investigational combinations for the first-line treatment of patients with non-small cell lung cancer,

across PD-L1 segments and tumor histologies.”

TROPION-Lung07 is the third clinical trial collaboration and supply agreement between Daiichi Sankyo
and AstraZeneca with a subsidiary of Merck & Co., Inc., Rahway, NJ., USA to evaluate the combination of
datopotamab deruxtecan and pembrolizumab. Previous clinical trial collaboration agreements were entered

in October 2021 for the TROPION-Lung08 phase 3 trial and May 2020 for the TROPION-Lung02 phase 1b

trial.

About TROPION-Lung07

TROPION-Lung07 is a global, randomized, open-label, phase 3 trial assessing the efficacy and safety of
datopotamab deruxtecan in combination with pembrolizumab with or without platinum chemotherapy
compared with pembrolizumab and platinum chemotherapy in patients with previously untreated, advanced
or metastatic non-squamous NSCLC with less than 50% programmed death-ligand (PD-L1) expression
(tumor proportion score [ TPS] < 50%) and without actionable genomic alterations. Eligible participants in
the three-arm study will be randomized in a 1:1:1 ratio to the following intervention arms: Arm A
(datopotamab deruxtecan [6 mg/kg] plus pembrolizumab 200 mg IV plus platinum chemotherapy every
three weeks), Arm B (datopotamab deruxtecan [6 mg/kg] plus pembrolizumab 200 mg IV every three
weeks), and Arm C (pembrolizumab 200 mg IV plus pemetrexed [500 mg/m?] plus platinum chemotherapy

every three weeks).

The primary endpoints of TROPION-Lung07 are progression-free survival (PFS) as assessed by blinded
independent central review and overall survival. Secondary endpoints include objective response rate,
duration of response, time to response, disease control rate as assessed by both investigator and blinded

independent central review, PFS as assessed by investigator, PFS2 and safety.

TROPION-Lung07 will enroll approximately 975 patients at sites in North America, South America,

Europe, Asia and Oceania. For more information visit ClinicalTrials.gov.

About Non-Small Cell Lung Cancer Without Actionable Genomic Alterations
Lung cancer is the second most common cancer and the leading cause of cancer-related mortality
worldwide.! NSCLC is diagnosed at an advanced stage in nearly 50% of patients and often has a poor

prognosis with worsening outcomes after each line of subsequent therapy. ¢.7-8

While the introduction of targeted therapies and checkpoint inhibitors in recent years have improved

outcomes for patients with advanced NSCLC, the majority of tumors do not have known actionable
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genomic alterations.”-8:%-10 The current standard of care in the first-line treatment of patients with advanced
NSCLC without actionable genomic alterations consists of checkpoint inhibitors with or without platinum-
based chemotherapy based on PD-L1 expression. While these therapies may improve survival, at least 40%
to 60% of patients experience disease progression, underscoring the need for new therapeutic approaches

and options. !1:12.13.14

TROP?2 (trophoblast cell-surface antigen 2) is a transmembrane glycoprotein that is widely expressed in
several types of tumors, including NSCLC. 13-16.17.18 TROP2 is expressed across all lung cancer subtypes
with the highest expression seen in the majority of adenocarcinoma and squamous cell carcinoma (the most
common forms of NSCLC)."” No TROP2 directed therapies are currently approved for the treatment of
patients with NSCLC.19-20.21

About Datopotamab Deruxtecan (Dato-DXd)

Datopotamab deruxtecan (Dato-DXd) is an investigational TROP2 directed ADC. Designed using Daiichi
Sankyo’s proprietary DXd ADC technology, datopotamab deruxtecan is one of the three lead ADCs in the
oncology pipeline of Daiichi Sankyo, and one of the most advanced programs in AstraZeneca’s ADC
scientific platform. Datopotamab deruxtecan is comprised of a humanized anti-TROP2 IgG1 monoclonal
antibody, developed in collaboration with Sapporo Medical University, attached to a number of

topoisomerase I inhibitor payloads, an exatecan derivative, via tetrapeptide-based cleavable linkers.

A comprehensive development program called TROPION is underway globally with more than 10 trials
evaluating the efficacy and safety of datopotamab deruxtecan across multiple tumors including NSCLC,
triple negative breast cancer and HR positive, HER2 low or negative breast cancer. Trials in combination

with other anticancer treatments are also underway.

About the Daiichi Sankyo and AstraZeneca Collaboration
Daiichi Sankyo and AstraZeneca entered into a global collaboration to jointly develop and commercialize
datopotamab deruxtecan in July 2020, except in Japan where Daiichi Sankyo maintains exclusive rights.

Daiichi Sankyo is responsible for the manufacturing and supply of datopotamab deruxtecan.

About the DXd ADC Portfolio of Daiichi Sankyo

The DXd ADC portfolio of Daiichi Sankyo currently consists of five ADCs in clinical development across
multiple types of cancer. The company’s clinical trial stage DXd ADCs include ENHERTU, a HER2
directed ADC and datopotamab deruxtecan (Dato-DXd), a TROP2 directed ADC, which are being jointly
developed and commercialized globally with AstraZeneca; and patritumab deruxtecan (HER3-DXd), a
HER3 directed ADC. Two additional ADCs including ifinatamab deruxtecan (I-DXd; DS-7300), a B7-H3


https://www.daiichisankyo.com/files/news/pressrelease/pdf/007172/20200727_E.pdf

directed ADC, and DS-6000, a CDH6 directed ADC, are being developed through a strategic early-stage

research collaboration with Sarah Cannon Research Institute.

Designed using Daiichi Sankyo’s proprietary DXd ADC technology to target and deliver a cytotoxic
payload inside cancer cells that express a specific cell surface antigen, each ADC consists of a monoclonal
antibody attached to a number of topoisomerase I inhibitor payloads (an exatecan derivative, DXd) via

tetrapeptide-based cleavable linkers.

Datopotamab deruxtecan, ifinatamab deruxtecan, patritumab deruxtecan and DS-6000 are investigational
medicines that have not been approved for any indication in any country. Safety and efficacy have not been

established.

About Daiichi Sankyo

Daiichi Sankyo is dedicated to creating new modalities and innovative medicines by leveraging our world-
class science and technology for our purpose “to contribute to the enrichment of quality of life around the
world.” In addition to our current portfolio of medicines for cancer and cardiovascular disease, Daiichi
Sankyo is primarily focused on developing novel therapies for people with cancer as well as other diseases
with high unmet medical needs. With more than 100 years of scientific expertise and a presence in more
than 20 countries, Daiichi Sankyo and its 16,000 employees around the world draw upon a rich legacy of
innovation to realize our 2030 Vision to become an “Innovative Global Healthcare Company Contributing to

the Sustainable Development of Society.” For more information, please visit: www.daiichisankyo.com.

Media Contacts:
Global/US: Japan:
Rose Talarico Koji Ogiwara
Daiichi Sankyo, Inc. Daiichi Sankyo Co., Ltd.
rtalarico@dsi.com ogiwara.koji.ay@daiichisankyo.co.jp
+1 973 775 0838 (mobile) +81 3 6225 1126 (office)
Investor Relations Contact:
DaiichiSankyolR@daiichisankyo.co.jp
References:

1 Siegel R, et al. CA Cancer J Clin. 2021;71:7-33.

2 Centers for Disease Control and Prevention. U.S. Cancer Statistics Data Visualizations Tool. Accessed January 2023.
3 Hardstock F, et al. BMC Cancer. 2020;20(1):260.

4 Shields MD, etal. Am Soc Clin Oncol Educ Book.2021:41:1-23.

5> Walsh RJ, et al. Ther Adv Med Oncol.2020;12:1758835920937902.

6 World Health Organization. International Agency for Research on Cancer. Lung Fact Sheet. Accessed January 2023.
7 ChenR, etal. J Hematol Oncol.2020;13(1):58.


http://www.daiichisankyo.com/
mailto:rtalarico@dsi.com
mailto:ogiwara.koji.ay@daiichisankyo.co.jp
mailto:DaiichiSankyoIR@daiichisankyo.co.jp
https://acsjournals.onlinelibrary.wiley.com/doi/10.3322/caac.21654
https://www.cdc.gov/cancer/uscs/dataviz/index.htm
https://bmccancer.biomedcentral.com/counter/pdf/10.1186/s12885-020-06738-z.pdf
https://ascopubs.org/doi/full/10.1200/EDBK_321483
https://pubmed.ncbi.nlm.nih.gov/32670423/
https://gco.iarc.fr/today/data/factsheets/cancers/15-Lung-fact-sheet.pdf
https://pubmed.ncbi.nlm.nih.gov/32448366/

8 Majeed U, et al. J Hematol Oncol. 2021;14(1):108.

9 Adib E, et al. Genome Med.2022;14(1):39.

19 BubendorfL, etal. Eur Respir Rev.2017;26(144):170007.

' paz-Ares L, et al. J Thorac Oncol. 2020 Oct;15(10):1657-1669.
12 Mok TSK, et al. Lancet. 2019 May 4;393(10183):1819-1830.

13 Brahmer I.R. et al. KEYNOTE-024 5-year OS update. ESMO 2021 Virtual Congress. 2021 Sept 16 —20; Abstract LBAS1.
14 Rodriguez-Abreu D et al. Ann Onc. 2021 Jul;32(7):881-895.

15 McDougall ARA, et al. Devel Dynamics. 2015;244:99-109.

16 Shvartsur A, etal. Genes Cancer. 201 5;6(3-4):84-105.

7 Inamura K, et al. Oncotarget. 2017; 8(17):28725-28735.

18 Goldenberg DM, et al. Oncotarget. 2018;9(48):28989-29006.
19 Mito R, et al. Pathol Int.2020;70(5):287-294.

20 Zaman S, et al. Onco Targets Ther. 2019;12:1781-1790.

21 American Cancer Society. Targeted Drug Therapy for Non-Small Cell Lung Cancer. Accessed January 2023.


https://pubmed.ncbi.nlm.nih.gov/34238332/
https://genomemedicine.biomedcentral.com/articles/10.1186/s13073-022-01041-x
https://pubmed.ncbi.nlm.nih.gov/28659503/
https://pubmed.ncbi.nlm.nih.gov/32599071/
https://pubmed.ncbi.nlm.nih.gov/30955977/
https://oncologypro.esmo.org/meeting-resources/esmo-virtual-congress-2020/keynote-024-5-year-os-update-first-line-1l-pembrolizumab-pembro-vs-platinum-based-chemotherapy-chemo-in-patients-pts-with-metastatic-nsclc
https://pubmed.ncbi.nlm.nih.gov/33894335/
https://anatomypubs.onlinelibrary.wiley.com/doi/epdf/10.1002/dvdy.24242
https://pubmed.ncbi.nlm.nih.gov/26000093/
https://www.oncotarget.com/article/15647/
https://pubmed.ncbi.nlm.nih.gov/29989029/
https://pubmed.ncbi.nlm.nih.gov/32039532/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6402435/
https://www.cancer.org/cancer/lung-cancer/treating-non-small-cell/targeted-therapies.html

