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ENHERTU® Supplemental New Drug Application Submitted in Japan

for Patients with HER?2 Positive Metastatic Solid Tumors

e Submission based on four phase 2 trials where ENHERTU demonstrated clinically meaningful responses
across a broad range of tumors

e ENHERTU has the potential to become the first HER2 directed therapy and antibody drug conjugate to
receive a tumor agnostic indication in Japan

Tokyo — (April 24, 2025) — Daiichi Sankyo (TSE: 4568) has submitted a supplemental New Drug

Application (SNDA) to Japan’s Ministry of Health, Labour and Welfare (MHLW) for ENHERTU®

(trastuzumab deruxtecan) for the treatment of adult patients with HER2 positive advanced or recurrent solid

tumors refractory or intolerant to standard treatments.

HER?2 directed therapies currently are approved to treat breast, colorectal, gastric, lung and salivary gland
cancer in Japan. However, there are no HER2 directed therapies approved for other cancers that are HER2

overexpressed (IHC 3+) or amplified (ERBB?2).

The sNDA is based on data from four phase 2 trials including HERALD, an investigator-initiated trial
conducted in Japan, DESTINY-PanTumor02, DESTINY-CRC02 and DESTINY-Lung01 where ENHERTU

demonstrated clinically meaningful responses across a broad range of tumors.

“The clinical benefit seen across several studies supports the potential of ENHERTU to treat any type of
HER?2 positive metastatic solid cancer,” said Yuki Abe, PhD, Head of R&D Division in Japan and Head of
Research, Daiichi Sankyo. “We look forward to working with the Japan health authority to bring the first

antibody drug conjugate with a tumor agnostic indication to patients.”

About HERALD

HERALD is a multicenter, open-label, single-arm phase 2 trial evaluating the efficacy and safety of
ENHERTU (5.4 mg/kg) in patients with unresectable, advanced or recurrent solid tumors refractory or
intolerant to standard treatments and have HER2 gene amplification in circulating tumor DNA, including
biliary tract, cervical, colorectal, endometrial, esophageal, gastric, melanoma, non-small cell lung, ovarian,

pancreatic, prostate, salivary gland, small intestine, urothelial cancer or other tumors.


https://jrct.mhlw.go.jp/en-latest-detail/jRCT2080224635
https://clinicaltrials.gov/study/NCT04482309
https://www.clinicaltrials.gov/study/NCT04744831?term=DESTINY-CRC02&rank=1
https://clinicaltrials.gov/study/NCT03505710
https://jrct.mhlw.go.jp/en-latest-detail/jRCT2080224635

The primary endpoint of HERALD is confirmed objective response rate (ORR) as assessed by investigator.
Secondary endpoints include duration of response (DOR), disease control rate (DCR), progression-free
survival (PFS), time to treatment failure, overall survival (OS), ORR by independent central review and

safety. Results from HERALD were published in the Journal of Clinical Oncology.

HERALD enrolled 62 patients at seven sites in Japan. For more information about the trial, visit Japan’s

Registry of Clinical Trials.

About DESTINY-PanTumor02
DESTINY-PanTumor02 is a global, multicenter, multi-cohort, open-label phase 2 trial evaluating the
efficacy and safety of ENHERTU (5.4 mg/kg) for the treatment of previously treated HER2 expressing

tumors, including biliary tract, bladder, cervical, endometrial, ovarian, pancreatic cancer or other tumors.

The primary efficacy endpoint of DESTINY-PanTumor02 is confirmed ORR as assessed by investigator.
Secondary endpoints include DOR, DCR, PFS, OS, safety, tolerability and pharmacokinetics. Results from
DESTINY-PanTumor02 were published in the Journal of Clinical Oncology.

DESTINY-PanTumor02 enrolled 267 patients, including 75 HER2 positive (IHC 3+) adult patients, at
multiple sites in Asia, Europe and North America. For more information about the trial, visit

ClinicalTrials.gov.

About DESTINY-Lung01

DESTINY-Lung01 is a global phase 2, open-label, two-cohort trial evaluating the efficacy and safety of
ENHERTU (6.4 mg/kg and 5.4 mg/kg) in patients with HER2 mutant (cohort 2, n=91) or HER2
overexpressing (defined as IHC 3+ or IHC 2+) (cohort 1 and 1a, n=90) unresectable or metastatic NSCLC

who had progressed after one or more systemic therapies.

The primary endpoint is confirmed ORR by independent central review. Key secondary endpoints include
DOR, DCR, PFS, OS and safety. Results from the HER2 mutant cohort were published in The New England
Journal of Medicine. Full results from the HER2 overexpressing cohort were published in The Lancet

Oncology.

DESTINY-Lung01 enrolled 181 patients, including 17 HER2 positive (IHC 3+) adult patients, at multiple
sites, including Asia, Europe and North America. For more information about the trial, visit

ClinicalTrials.gov.


https://ascopubs.org/doi/full/10.1200/JCO.23.02626?cmpid=ma_jco_jco_journalsprinttoonline_dmail_jco_all__glob_022323____aware_qrc_
https://jrct.mhlw.go.jp/en-latest-detail/jRCT2080224635
https://jrct.mhlw.go.jp/en-latest-detail/jRCT2080224635
https://clinicaltrials.gov/study/NCT04482309
https://ascopubs.org/doi/full/10.1200/JCO.23.02005
https://clinicaltrials.gov/ct2/show/NCT04482309
https://clinicaltrials.gov/study/NCT03505710
https://www.nejm.org/doi/full/10.1056/NEJMoa2112431
https://www.nejm.org/doi/full/10.1056/NEJMoa2112431
https://www.thelancet.com/journals/lanonc/article/PIIS1470-2045(24)00064-0/abstract?rss=yes
https://www.thelancet.com/journals/lanonc/article/PIIS1470-2045(24)00064-0/abstract?rss=yes
https://www.clinicaltrials.gov/study/NCT03505710

About DESTINY-CRC02

DESTINY-CRCO02 is a global, randomized, two arm, parallel, multicenter phase 2 trial evaluating the
efficacy and safety of two doses (5.4 mg/kg or 6.4 mg/kg) of ENHERTU in patients with locally advanced,
unresectable or metastatic HER2 positive colorectal cancer of BRAF wild-type, RAS wild-type or RAS
mutant tumor types previously treated with standard therapy. The trial was conducted in two stages. In the
first stage, patients (n=80) were randomized 1:1 to receive either 5.4 mg/kg or 6.4 mg/kg of ENHERTU. In

the second stage, additional patients (n=42) were enrolled in the 5.4 mg/kg arm.

The primary endpoint is confirmed ORR as assessed by blinded independent central review. Secondary
endpoints include DOR, DCR, investigator-assessed confirmed ORR, clinical benefit ratio, PFS, OS and
safety. Results from DESTINY-CRCO02 were published in The Lancet Oncology.

DESTINY-CRCO2 enrolled 122 patients, including 64 HER2 positive (IHC 3+) adult patients, at multiple

sites in Asia, Europe and North America. For more information about the trial, visit Clinical Trials.gov.

About HER2 Expression and Amplification in Solid Tumors

HER?2 is a tyrosine kinase receptor growth-promoting protein expressed on the surface of various tissue cells
throughout the body and is involved in normal cell growth.! In some cancers, the HER2 gene is amplified or
the cells have activating mutations.? HER2 protein overexpression may occur as a result of HER2 gene

amplification and is often associated with aggressive disease and poor prognosis.>

HER?2 directed therapies have been used to treat breast, colorectal, gastric, lung and salivary gland cancers.
Although HER?2 is expressed or amplified in solid tumor types including biliary tract, bladder, cervical,
endometrial, ovarian and pancreatic cancers, testing is not routinely performed in these additional tumor

types and as a result, available literature is limited. *

About ENHERTU

ENHERTU (trastuzumab deruxtecan; fam-trastuzumab deruxtecan-nxki in the U.S. only) is a HER2 directed
ADC. Designed using Daiichi Sankyo’s proprietary DXd ADC Technology, ENHERTU is the lead ADC in
the oncology portfolio of Daiichi Sankyo and the most advanced program in AstraZeneca’s ADC scientific
platform. ENHERTU consists of a HER2 monoclonal antibody attached to a number of topoisomerase I

inhibitor payloads (an exatecan derivative, DXd) via tetrapeptide-based cleavable linkers.

ENHERTU (5.4 mg/kg) is approved in more than 75 countries worldwide for the treatment of adult patients
with unresectable or metastatic HER2 positive (immunohistochemistry [IHC] 3+ or in-situ hybridization

(ISH)+) breast cancer who have received a prior anti-HER2-based regimen, either in the metastatic setting or


https://www.clinicaltrials.gov/study/NCT04744831?term=DESTINY-CRC02&rank=1
https://www.thelancet.com/journals/lanonc/article/PIIS1470-2045(24)00380-2/abstract
https://clinicaltrials.gov/ct2/show/NCT04744831

in the neoadjuvant or adjuvant setting, and have developed disease recurrence during or within six months of

completing therapy based on the results from the DESTINY-Breast03 trial.

ENHERTU (5.4 mg/kg) is approved in more than 75 countries worldwide for the treatment of adult patients
with unresectable or metastatic HER2 low (IHC 1+ or IHC 2+/ISH-) breast cancer who have received a prior
systemic therapy in the metastatic setting or developed disease recurrence during or within six months of

completing adjuvant chemotherapy based on the results from the DESTINY-Breast04 trial.

ENHERTU (5.4 mg/kg) is approved in more than 30 countries for the treatment of adult patients with

unresectable or metastatic hormone receptor (HR) positive, HER2 low (IHC 1+ or IHC 2+/ISH-) or HER2
ultralow (IHC 0 with membrane staining) breast cancer, as determined by a locally or regionally approved
test, that have progressed on one or more endocrine therapies in the metastatic setting based on the results

from the DESTINY -Breast06 trial.

ENHERTU (5.4 mg/kg) is approved in more than 50 countries worldwide for the treatment of adult patients
with unresectable or metastatic NSCLC whose tumors have activating HER2 (ERBB2) mutations, as detected
by a locally or regionally approved test, and who have received a prior systemic therapy based on the results
from the DESTINY-Lung02 and/or DESTINY-Lung05 trials. Continued approval in China and the U.S. for

this indication may be contingent upon verification and description of clinical benefit in a confirmatory trial.

ENHERTU (6.4 mg/kg) is approved in more than 65 countries worldwide for the treatment of adult patients
with locally advanced or metastatic HER2 positive (IHC 3+ or IHC 2+/ISH+) gastric or gastroesophageal
junction (GEJ) adenocarcinoma who have received a prior trastuzumab-based regimen based on the results
from the DESTINY-GastricO1, DESTINY-Gastric02 and/or DESTINY -Gastric06 trials. Continued approval
in China for this indication may be contingent upon verification and description of clinical benefit in a

confirmatory trial.

ENHERTU (5.4 mg/kg) is approved in Brazil, Israel, Russia, Taiwan, U.K. and the U.S. for the treatment of
adult patients with unresectable or metastatic HER2 positive (IHC 3+) solid tumors who have received prior
systemic treatment and have no satisfactory alternative treatment options based on efficacy results from the
DESTINY-PanTumor02, DESTINY-LungO1 and DESTINY-CRCO2 trials. Continued approval for this

indication may be contingent upon verification and description of clinical benefit in a confirmatory trial.


https://clinicaltrials.gov/study/NCT03529110
https://clinicaltrials.gov/study/NCT03734029
https://clinicaltrials.gov/study/NCT04494425
https://www.clinicaltrials.gov/study/NCT04644237?term=DESTINY-Lung02&rank=1
https://clinicaltrials.gov/study/NCT05246514
https://clinicaltrials.gov/study/NCT03329690
https://clinicaltrials.gov/study/NCT04014075
https://clinicaltrials.gov/study/NCT04989816
https://clinicaltrials.gov/study/NCT04482309
https://clinicaltrials.gov/study/NCT03505710
https://www.clinicaltrials.gov/study/NCT04744831?term=DESTINY-CRC02&rank=1

About the ENHERTU Clinical Development Program
A comprehensive global clinical development program is underway evaluating the efficacy and safety of
ENHERTU monotherapy across multiple HER2 targetable cancers. Trials in combination with other

anticancer treatments, such as immunotherapy, also are underway.

About the Daiichi Sankyo and AstraZeneca Collaboration

Daiichi Sankyo and AstraZeneca entered into a global collaboration to jointly develop and commercialize
ENHERTU in March 2019 and DATROWAY® in July 2020, except in Japan where Daiichi Sankyo
maintains exclusive rights for each ADC. Daiichi Sankyo is responsible for the manufacturing and supply of

ENHERTU and DATROWAY.

About the ADC Portfolio of Daiichi Sankyo
The Daiichi Sankyo ADC portfolio consists of seven ADCs in clinical development crafted from two distinct

ADC technology platforms discovered in-house by Daiichi Sankyo.

The ADC platform furthest in clinical development is Daiichi Sankyo’s DXd ADC Technology where 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. The DXd ADC portfolio currently
consists of ENHERTU, a HER2 directed ADC, and DATROWAY, a TROP2 directed ADC, which are being
jointly developed and commercialized globally with AstraZeneca. Patritumab deruxtecan (HER3-DXd), a
HER3 directed ADC, ifinatamab deruxtecan (I-DXd), a B7-H3 directed ADC, and raludotatug deruxtecan
(R-DXd), a CDH6 directed ADC, are being jointly developed and commercialized globally with Merck &
Co., Inc, Rahway, NJ, USA. DS-3939, a TA-MUCI directed ADC, is being developed by Daiichi Sankyo.

The second Daiichi Sankyo ADC platform consists of a monoclonal antibody attached to a modified
pyrrolobenzodiazepine (PBD) payload. DS-9606, a CLDNG6 directed PBD ADC, is the first of several

planned ADCs in clinical development utilizing this platform.

Ifinatamab deruxtecan, patritumab deruxtecan, raludotatug deruxtecan, DS-3939 and DS-9606 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 an innovative global healthcare company contributing to the sustainable development of
society that discovers, develops and delivers new standards of care to enrich the quality of life around the

world. With more than 120 years of experience, Daiichi Sankyo leverages its world-class science and


https://www.daiichisankyo.com/media/press_release/detail/index_3199.html
https://www.daiichisankyo.com/media/press_release/detail/index_3126.html

technology to create new modalities and innovative medicines for people with cancer, cardiovascular and

other diseases with high unmet medical need. For more information, please visit www.daiichisankyo.com.
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