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*: Proof of mechanism (POM),
Proof of Principle (POP)
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プレゼンター
プレゼンテーションのノート
Now we call smart chemo DXd ADC technology. We can put 8 drug-linkers per antibody using interchain disulfide cysteins of the antibody. We found several advantages like novel payload, high potency with bystander effect, high clearance of the payload, stable linker, tumor selective cleavable linker and high drug to antibody ratio. 
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* Weak HER2 expression was detected in models with IHC 0, except for MDA-MB-468-Luc by another method than IHC.

Source: Abe Y et al., Bioconjugate 2016



EEEREEER Phase 1 Trial Design

ClinicalTrials.gov Identifier: NCT02564900

© Dosesscalton(Partt) Dose expansion (Part 2)

b Part 2a, N =100
T-DM1-freated HER2-positive breast cancer
(IHC 3+ or ISH+)
8.0 mgikg Doses: 5.4 or 6.4 mg'kg every 3 weeks

Administered IV Q3W RD 6 pts Part2b,N-40 .
Trastuzumab-treated HER2-positive gastric cancer
\) (IHC 3+ or IHC 2+/1SH+)
6 pts RD 6 pis Doses: 5.4 or 6.4 mg'kg every 3 weeks

Pharmacologically active level HER2-low breast cancer
{IHC 2+/ISH-, IHC 1+/15H-)
3.2 mg/kg 3 pts Dose: 6.4 mg/kg every 3 weeks
P Part 2d, N = 60
16mglkg  3pts HER2-expressing or HER2-mutated solid tumors
{IHC 1+, IHC 2+, IHC 3+; or HER2 amplified or HER2 mutant)
-7 Minimum effective level Dose: 6.4 mglkg every 3 weeks

0.8 mg/kg 3 pts Part 2e (PK cohort), N = 20

HER2-positive or HER2-low breast cancer

R , (IHC 1+, IHC 2+, IHC 3+ andfor ISH+)
+ HER2 status was assessed on archival tissue in both parts 1 and 2 Dose: 6.4 mglkg every 3 weeks

Breast cancer or gastric/GEJ adenocarcinoma®

*Subjects in part 1 were not required to have HERZ2-positive (IHC 3+ or IHC2+/ISH+) tumors.
HERZ, human epidermal growth factor receptor 2; HNSTD, highest non-severely toxic dose; IHC, immunchistochemistry; ISH, in situ hybndization; [V, intravenous; PK,
pharmaccokinetic; Q3W, once every 3 weeks; RD, recommended dose for dose expansion; T-DM1, trastuzumab emtansine.

Source: lwata-H et al., Abstract #2501, ASCO 2018

MTD was not reached and doses of 5.4 and 6.4 mg/kg were selected for Part 2




EEEK7—4 : DS-8201a: Clinical Efficacy (5.4 or 6.4 mg/kg)

ClinicalTrials.gov Identifier: NCT02564900
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* Overall, 86.3% of subjects experienced tumor shrinkage
* Confirmed ORR* in the overall population is 49.3%

Includes subjects who had =1 postbaseline scan. Dotted lines denote 20% increase and 30% reduction in tumor size, respectively.
*Confirmed response includes subjects who had =2 postbaseline scans, progressive disease, or discontinued treatment for any reason prior to second
postbaseline scan. Data cutoff is April 18, 2018.

Source: Iwata-H et al., Abstract #2501, ASCO 2018

Tumor shrinkage was observed across multiple tumor types.
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& Z2%, BRE BET—FLD. 5.4mg/kgEANAERYIHEROBEL U TEIR
¢ ADAFEES.4mg/kgiESETOILDIFFEMHIBALEYAR Y

AHA 5.4 mg/kgiRS(CTHRRULEILD
ILDEFEEIL—R

NEPHIEIRRE
3 4
. SBRREHS, n (%) 8(3.0) 4(1.5) 2(0.7) 0 1(0.4) 15 (5.6)
5.4 mg/kg ANEBHITE B HREBI, n 3 3 0 0 1 7
N =269 EHILOBLEHDESNILD, n 2 2 0 0 1 5

ILD : interstitial lung disease BIE4AHEE
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SAelessy 2= =N Powell et al, SABCS, 2018; Poster # P6-17-06, Abstract #979


プレゼンター
プレゼンテーションのノート
Treatment with [fam-] trastuzumab deruxtecan is associated with a risk of ILD
Most events were mild to moderate in severity
Among breast cancer patients from DS8201-A-J101, those who received 5.4 mg/kg appear to have a lower frequency of ILD compared with higher doses
Life-threatening/fatal outcomes were uncommon (0.4%) at the recommended dose of 5.4 mg/kg for breast cancer
Higher dose and Japanese origin were associated with an increased risk of ILD. However, the sample size was small, which did not allow adjusting for other potential confounding factors
ILD continues to be closely monitored in the [fam-] trastuzumab deruxtecan clinical program and analysis of larger datasets will help further characterize the risk of ILD
When ILD is suspected, early diagnosis through appropriate imaging, laboratory tests, and pulmonary consultation as well as withdrawal of study medication and management with steroids for moderate to severe cases are recommended
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ILDFEREZAFIEE DBHEEDAYALE (95% CI) (J1015KER)
EREHE ILD, n/N (%)
Dose
5.4 mg/kg* 7191 (7.7%)
6.4 mg/kg 30/183 (16.4%) B
Country
us* 71111 (6.3%)
Japan 31/178 (17.4%) )|
ASs years' 201189 (15.3%) MOERXZRHAEEUI
265 years 9/100 (9.0%) ot + = ARk
Prior chest radiotherapy ﬁ"l:l % N ﬁm E—C @5
No* 311247 (12.6%) ZttE**t@é:t
Yes 7142 (16.7%) —— g
Lung metastasis at baseline b\I LD a)%iﬁ b\bja
No* 26/191 (13.6%) —
Yes 12/98 (12.2%) —— ((- Eﬂﬁbt b\é
HER?2 status®
Low* 9/54 (16.7%)
Positive 25/160 (15.6%)  eeeejjffem—
Number of prior anticancer therapies
<10* 27/233 (11.6%)
=10 11/56 (19.6%) =
0 1 4 7 10
Odds ratio relative to reference category

Ay tERUO5 % IEREX IR R 22 SCLEOS AT ElR DI TEHE
*IRDFE, AHER2ZT—HREENALENADH
ILD : interstitial lung disease MZEMHAHRE

12
SIAEleslESIZR  powell et al, SABCS, 2018; Poster # P6-17-06, Abstract #4979



Publications (Oral Presentation/Journal) for DS-8201 </
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First Author Title Journal/Congress Rblicaten
Type
Kenji Tamura, National Cancer Single Agent Activity of DS-8201a, a HER2-  The annual ESMO congress Oral
Center Hospital, Japan Targeting Antibody-Drug Conjugate, in Breast October 7-11, 2016 Late
Cancer Patients Previously Treated with T- Copenhagen, Denmark Breaking
DM1
Toshihiko Doi, National Cancer Single agent activity of DS-8201a, a HER2-  American Society of Clinical Oral
Center Hospital East, Japan targeting antibody-drug conjugate, in heavily  Oncology (ASCO) 2017 Annual
pretreated HER2 expressing solid tumor Meeting, Chicago, IL
Jun. 2-6, 2017
Toshihiko Doi, National Cancer Safety, pharmacokinetics, and antitumour Lancet Oncology, 2018 Manuscript
Center Hospital East, Japan activity of trastuzumab deruxtecan (DS-8201),

a HER2-targeting antibody-drug conjugate, in
patients with advanced breast and gastric or
gastro-oesophageal tumours: a phase 1 dose-
escalation study
Juniji Tsurutani, Kindai University  Updated results of phase 1 study of DS-8201a the 19th World Conference on Oral
Faculty of Medicine, Osaka, Japan in HER2-expressing or —-mutated advanced Lung Cancer (WCLC 2018) of the
non-small-cell lung cancer International Association for the
Study of Lung Cancer (IASLC)
September 23-26, 2018
Toronto, Canada.

Kenji Tamura, National Cancer [Fam-] trastuzumab deruxtecan (DS-8201a) in Lancet Oncology, 2019 Manuscript
Center Hospital, Japan patients with advanced HER2-positive gastric (Online pub)

cancer: a dose-expansion, phase 1 study
Kohei Shitara, National Cancer A phase 1 study of [fam-] trastuzumab Lancet Oncology, 2019 Manuscript
Center Hospital East, Japan deruxtecan (DS-8201a), a HER2-targeted (Online pub)

antibody-drug conjugate, in patients with
advanced HER2-positive breast cancer
previously treated with T-DM1
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Safety, pharmacokinetics, and antitumour activity of
trastuzumab deruxtecan (DS-8201), a HER2-targeting
antibody-drug conjugate, in patients with advanced breast
and gastric or gastro-oesophageal tumours: a phase 1
dose-escalation study

Toshihiko Doi, Kohei Shitara, YoichiNaito, Akihiko Shimomura, Yasuhiro Fujiwara, Kan Yonemori, Chikako Shimizu, Tatsunori Shimoi,
Yasutoshi Kuboki, Nobuaki Matsubara, Atsuko Kitano, Takahiro Jikoh, Caleb Lee, Yoshihiko Fujisaki, Yusuke Ogitani, Antoine Yver, Kenji Tamura

Department of Experimental Therapeutics, National Cancer Center Hospital East, Chiba, Japan (T Doi MD, Y Naito MD, Y Kuboki MD);
Department of Gastrointestinal Oncology, National Cancer Center Hospital East, Chiba, Japan (K Shitara MD); Department of Breast and
Medical Oncology, National Cancer Center Hospital East, Chiba, Japan (Y Naito, N Matsubara MD); Department of Breast and Medical
Oncology, National Cancer Center Hospital, Tokyo, Japan (A Shimomura MD, Y Fujiwara MD, K Yonemori MD, C Shimizu MD, T Shimoi MD, A Kitano MD,
K Tamura MD); Oncology Clinical Development Department (Y Fujisaki MS) and Biologics & Immuno-Oncology Laboratories (Y Ogitani PhD),
Daiichi Sankyo Co, Ltd, Tokyo, Japan; and Research & Development, Daiichi Sankyo Inc, Basking Ridge, NJ, USA (T Jikoh MS, C Lee MD,

A Yver MD)

Lancet Oncol 2017 Published Online October 13, 2017 14
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Two-way Reporting and Communication
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