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Trastuzumab deruxtecan (DS-8201a) in patients with
advanced HER2-positive breast cancer previously treated
with trastuzumab emtansine: a dose-expansion, phase 1
study

Kenji Tamura, Junji Tsurutani, Shunji Takahashi Hircji wata, fan E Krop, Charles Redfern, Yasuaki Sagara, Toshihiko Doi, Haeseang Park,
Rashmi K Murthy, Rebecca A Redman, Takahiro ko, Caleb Lee, Masahiro Sugihara, Javad Shahidi, Antoine Yver, Shanu Modi

Summary
Background Trastuzumab deruxtecan (DS-8201a) is a novel HER2-targeted antibody—drug conjugate with a humanised
anti-HER2 antibody, cleavable peptide-based linker, and potent topoisomerase 1 inhibitor payload. A phase 1, non-
domised, open-label, multiple-dose study was done to assess the safety, and activity of b
deruxtecan in HER2-expressing, advanced solid tumours. The dose escalation (part 1) has previously been reported
and the recs ded doses for ion of 5-4 mg/kg or 6.4 mg/kg were established. In this Article, we report the
safety and preliminary activity results from this phase 1 trial in all patients with HER2-positive advanced-stage breast
cancer with previous trastuzumab emtansine treatment who received trastuzumab deruxtecan at the recommended
doses for expansion.

Methods We did an open-label, dose-escalation and dose-expansion phase 1 trial at eight hospitals and dlinics in the
USA and six in Japan. Eligible patients were at least 18 years old in the USA and at least 20 years of age in Japan and
had advanced solid tumours (regardless of HER2 expression in dose escalation or HER2 expression or mutation in
dose expansion). The recommended doses for expansion of 5-4 mg/kg or 6-4 mg/kg trastuzumab denixtecan were
administered intravenously to patients once every 3 weeks until withdrawal of consent, unacceptable toxicity, or
progressive disease. In this Article, all patients with HER2-positive advanced-stage breast cancer with previous
trastuzumab emtansine treatment who received trastuzumab deruxtecan at the rec d doses for

>
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‘Medical Oncology. National
Cancer Cemter Hospital Tokyo,
Japan (K Tamura MD): Advanced
Cancer Translational Research
Institute, Departmentof
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University, Tokyo, Japan
(Prof | Tsurutani MD}:
Department af Medical

were analysed together. The primary endpoints of the study were safety and preliminary activity (proportion of
patients who achieved an objective response as assessed by the i i The activity evaluable set included all
patients who received at least one dose of trastuzumab deruxtecan at the recommended doses for expansion, and for
whom both baseline and post-treatment activity data were available. The safety analysis set lnduﬂed all patients who
received at least one dose of trastuzumab deruxtecan at the r d doses for for
patients with HER2-positive breast cancer has been completed. This trial is registered at ClinicalTrials.gov, number
NCTO02564900, and ClinicalTrials.jp, number JapicCTI-152978.

Findings Between Aug 28, 2015, and Aug 10, 2018, 115 of 118 patients with HER2-positive breast cancer were treated
with at least one dose of trastuzumab deruxtecan at the recommended doses for expansion. All patients had at least
one treatment-emergent adverse event. Frequent grade 3 or worse treatment-emergent adverse events included
anaemia (19 [17%)] of 115) and decreased neutrophil (16 [14%]), white blood cell (ten [9%4]), and platelet (nine [8%])
counts. At least one serious treatment-emergent adverse event occurred for 22 (19%) patients. Investigators reported
20 cases of interstitial lung disease, itis, or organising ja, including one grade 3 event and
two treatment-related deaths due to pneumonitis. One death unrelated to study treatment was due to progressive
disease. 66 (59-5%; 95% CI 49.7-68.7) of 111 patients had a confirmed objective response.

Interpretation Trastuzumab deruxtecan had a manageable safety profile and showed preliminary activity in
trastuzumab emtansine-pretreated patients with HER2-positive breast cancer. These results suggest that further
development in phase 2 and 3 clinical trials for HER2-positive breast cancer is warranted.

Funding Daiichi Sankyo Co, Ltd.

Copyright © 2019 Elsevier Ltd. All rights reserved.

Introduction line therapy for patients with metastatic HER2-positive
About 15-20% of breast cancers show HER2 over  breast cancer is dual blockade with anti-HER2 humanised

expression or amplification, an attribute that is generally monoclonal antibody therapies trastuzumab and pertu-
associated with aggressive disease."” Recommended first-  zumab, in combination with chemotherapy** At the

Oncolagy,
Faculty of Medicine, Osaka,
Japan (Prof | Tsurutani;
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Oncology, The Cancer Institute
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Foundatian for Cancer
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Trastuzumab deruxtecan (DS-8201a) in patients with
advanced HER2-positive gastric cancer: a dose-expansion,
phase 1 study

Kohei Shitara, Hiraji hwata, Shunji Takahashi, Kenji Tamura, Haeseang Park, Shanu Mo Junji Tsurutani Shigenari Kadowak Kensei Yamaguchi,
Satoru lwasa, Kaku Saito, Yoshihiko Fujisaki, Masahiro Sugihara, Javad Shahidi, Toshihiko Doi

Summary

Background Trastuzumab deruxtecan (DS-8201a) is a novel HER2-targeted antibody—drug conjugate with a humanised
anti-HER2 antibody, cleavable peptide-based linker, and topoisomerase I inhibitor payload. A phase 1, non-
randomised, open-label, multiple-dose study was done to assess the safety, tolerability, and activity of b
deruxtecan in HER2-expressing advanced solid tumours. The dose escalation (part 1) has previously been reported
and the recommended doses for expansion of 5-4 mg/kg or 6-4 mg/kg were established. In this Article, we report the
safety and preliminary activity results from this phase 1 trial in all patients with HER2-positive gism( or gastro-
oesophageal junction cancer who received trastuzumab deruxtecan at the r ded doses for

Methods This was an open-label, dose-escalation and dose-expansion phase 1 trial done at eight hospitals and clinics
in the USA and six in Japan. Eligible patients were at least 18 years old in the USA and at least 20 years old in Japan
and had advanced solid tumours (regardless of HER2 expression in dose escalation or HER2 expression or mutation
in dose expansion). The recommended doses for expansion of 5-4 mg/kg or 6-4 mg/kg trastuzumab deruxtecan were
administered intravenously to patients once every 3 weeks until withdrawal of consent, unacceptable toxicity, or
progressive disease. In this Article, all patients with HER2-positive gastric or gastro-oesophageal junction cancer with
previous trastuzumab treatment who received trastuzumab deruxtecan were analysed together. The primary
endpoints of the study were safety and preliminary activity (proportion of patients who achieved an objective response
as assessed by the investigators). The activity evaluable set included all patients who received at least one dose of
trastuzumab deruxtecan at the recommended doses for expansion, and for whom both baseline and post- u'ealmenl
activity data were available. The safety analysis set mduded all patients who received at least one dose of
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Foundation for Cancer
Research Tokyo, Japan

(S Takahashi MD,

K

deruxtecan at the rece ded doses for Ji for patients with gasiric or gastro-
junction cancer has completed. This trial is registered at ClinicalTrials.gov, number NCT02564900, and C]Jm(arlhzls
ip. number JapicCT1-152978.

Findings Between Aug 28, 2015, and Aug 10, 2018, 44 patients with HER2-positive gastric or gastro-oesophageal
junction cancer received at least one dose of trastuzumab deruxtecan at the recommended doses for expansion. All
patients had at least one treatment-emergent adverse event. The most frequent grade 3 or worse treatment-
emergent adverse events included anaemia (13 [30%]) and decreases in neutrophil (nine [20%]), platelet (eight [18%]),
and white blood cell (seven [16%]) counts. Serious treatment-emergent adverse events occurred in 11 (25%) patients.
There were four pneumonitis cases (three grade 2 and one grade 3). There were no drug-related deaths due to
treatment-emergent adverse events. 19 (43.2%; 95% CI 28-3-59.0) of 44 patients had a confirmed objective
response.

Interpretation ib di had a ble safety profile and showed preliminary activity in heavily
pretreated patients with HER2-positive gastric or gastro-oesophageal junction cancer. These results support further
investigation of trastuzumab deruxtecan for HER2-positive gastric or gastro-oesophageal junction cancer post
trastuzumab.

Funding Daiichi Sankyo Co, Ltd.
Copyright © 2019 Elsevier Ltd. All rights reserved.

Introduction However, the incidence varies regionally and is generally
Gastric cancer is the third leading cause of cancer death  higher in east Asia than in Europe and North America.”
worldwide.’ In 2012, based on the International Agency Around 20% of advanced gastric or gastro-oesophageal
for Research on Cancer GLOBOCAN estimates' junction cancers are HER2-positive.’ In patients with
approximately 950000 new cases of gastric cancer these cancers, chemotherapy plus trastuzumab, a
were diagnosed and 700000 deaths occurred globall,. HER2-targeted monoclonal antibody, improved overall
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[CNSOMREE. ORI —ILICEKDIARTD (IHC 3+35F;§=¥I'!I’-ij2+/ISH+)
BENNSRYZIIYT - TLAYS MMERER R
BLULTWRITNIZERST ., FEAEDEENNIL e EER(66/111)° 59.5%(95% CI 49.7-68.7)
WIAXITHBEITLUTWECEEZEZEZRDE, &5
(CEARIR U, ] SR RE 20.771 8 (BEEIRAER)

[#BRBE I NN EDD, HER2BMHEEH AN HER2ES1
— MMCHITDBREF O K EERMNDD. HER2MZHE (IHC 3+Z/2(3IHC 2+/ISH +)

=y

AN E TR, SRV TSN DI
HER2EE LR (FCNSDEEICBEZRLTHE ST FETER =M (19/44)? 43.2%(95% CI 28.3-58.0)
IBTE. FS RV ISR E % B9 DHER2

R 29 ECR N TR, | S HAR sl 7.0 B(95% CI 4.4~16.6)

aSubjects who received 5.4 or 6.4 mg/kg with 22 postbaseline scans, or who had progressive disease or discontinued treatment for any reason before second postbaseline scan.
HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; ISH, in situ hybridization.
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1 CLEOPATRA (NEJM 2012), 2 MARIANNE (J Clin Oncol 2017), 3 EMILIA (NEJM 2012), 4 TH3RESA (Lancet Oncol 2017),
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U3-1402T7 1 —X1 =i - ERiER

EE R RE#hiae REERH

RIS/ VIR A BE/REGFRER
NSCLCHB KU :

$ERFIFF=TCLB 6.4 mg/kg, n=>5 R SR ETENE

{EEBDTIIOMIEY:; Fi=(3 L EETHRTS

 ASXNFZT L SB  semonkg.nec | MERERE
2T UT=REsie CanEass 4.8 mg/kg, n=8

HER3FEIRDL MORRT T+« TEFD
feaERIDOEEMENANE (TKIICXK
DIEITIE)

U3-14021V Q3W 1B L#%5 : N = 23

FEFHMBIRA : SREHEIEE BRROIER :

SREREI Y a0 U3- 1402 BB S U3 0SPIIEBE R

Data cutoff of February 25, 2019. 2Dose escalation was guided by the modified continuous reassessment method with escalation with overdose control. Additional doses may be added. PReasons for discontinuation included
progressive disease per RECIST v1.1, n = 5; clinical progression (definitive clinical signs of disease progression, but did not meet RECIST criteria), n = 1; and adverse event, n = 1. clinicaltrials.gov NCT03260491.
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U3-1402;8BEBEHEDNAN—AA T 1 > DO55E

o = o~ ; FEi#his I , RS
N—RAS51 > DK (N = 23)° N—RAS51 > DEEERE (N = 23)°

s, hofE(FERE). =% 63.0 (51.0—80.0) BRIBERAL n (%) 14 (60.9)
Sex, n (%) % 14 (60.9) 9 (39.1)
St 9 (39.1) 4 (17.4)
[EEDRAT— n (%) 23 (100.0)
- A=y MRZEDBEREDSS 69 (20—143
7T N 7 (30.4) tho{E (@), mm ( )
BAFEEETIU 1(4.3) —
ARTAUDA R—2R51 > DT G
Z D1t 2 (87) (N = 23)2

ECOG/\TIA—Y >R HERSTER
z-_ b . = £\
EE e CEa 9391 SR e n/n (%) 19/19 (100.0)

14 (60.9) Membrane H-scoref HSRB(EEH]) 193 (150—290)

A -
BIAEEE n (%) EGFR TKI 23 (100.0) EGﬁ;;? 7.1(:;)00 Ex19del 13 (56.5)
A X)LF=Tb 21 (91.3)

L858R 9(39.1)
=507 10 (43.5) 1861Q 1 (4.3)

Race, n (%) HA 13 (56.5)

Data cutoff date of February 25, 2019. 2Safety analysis set included all patients who received >1 dose of U3-1402. PAdditional subject with prior osimertinib reported after snapshot date, not shown. cIncludes brain and spinal
metastases as reported by investigators. 9Based on central analysis of tumor tissue collected prior to first dose of U3-1402. €Includes patients with tumor samples that have completed retrospective analysis. fMembrane H-score
is a composite of percentage of positively staining cells and intensity of individual cell staining. For patients with multiple H-scores, the highest number was used. 2As reported locally by the investigator.
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U3-1402iaBEE(CHITBTEAES LUDLT

TEAEEEDEIS (>=10%:; N =23) HA=HIRSTE(N = 23)
BEZDINE

40 60
)|\ 3.2mg/kg @ @ @ @
U i R‘_? J

&0t 4.8m
N .8mg/kg
BAEHE

[ES 5.6mg/kg

S
Eﬁiﬁ'l‘ﬂii 6.4mg/kg
U7y

B “
el B O DLTO#HERL
é:ﬂi; — R > 1 DLTE i T R

oobR S lﬁl/ R3DFEHIEFREKEA

=palb % %gg m L — RaDm/IMEEGHEL

IMNARELRD @ @ PR

J ¥

Data cutoff date of February 25, 2019. TEAE analysis used the safety analysis set, which includes all patients who received >1 dose of U3-1402 (N = 23). For TEAEs in <10% of patients, there were five Grade 3 events : ALT increased n
= 1; troponin increased n = 1; confusional state n = 1; hypoxia n = 1; febrile neutropenia n = 1. DLT, dose-limiting toxicity.
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U3-1402)8BEEHDZ2EYID —

BB R{EX1058 (& : 21-336)

B —
EIRBEFROB Mz RIHDRV\TEAE
=X &~ DEFEd D

EREFROBRZEDIR, BERTTRIRUE
ERRREER

EHH EDREESD D
ABRIGE - JBBEREPIE(CE D JZTEAE
NE(CEDIZTEAE
¥ 5 hiR(CZE D J=TEAE
SE(CZESTEAE

#hiEn (%)
(N = 23)2

23 (100.0)
22 (95.7)

6 (26.1)

3 (13.0)
1(4.3)
7(30.4)
6 (26.1)
0

Data cutoff date of February 25, 2019. 2 Safety analysis set included all patients who received >1 dose of U3-1402. SAE, serious adverse event; TEAE, treatment-emergent adverse event.
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ZARIFEGFR-TKIMME(C B (F B U3-1402D % iER TR TE

N =16

O 3.2mg/kg
B 4.8mg/kg
B 6.4mg/kg

PR Confirmed
partial
response

PR

EGFRIEH{EZERA LT R LY: O R LR KLY Fx19del | Ex19del | Ex19del PRELEEEM Ex19del | Ex19del | Ex19del | Ex19del | Ex19del BREEE: S Ex19del | Ex19del

NE NE NE NE T790M NE T790M T790M  T790M T790M

NE NE NE  NE NE C7975

Amplifications® NE NE NE NE CDK4 g = CDK4
NE  RAZRSHOTEE [ ] #vozriens

EGFRM 2R AZE L

Data cutoff date of February 25, 2019. Dotted lines denote 20% increase and 30% decrease in tumor size. Sixteen patients received >1 dose of U3-1402 and had pre- and post-treatment evaluable tumor assessments.
3l ocal testing as reported by the investigator. PPerformed centrally using Oncomine Comprehensive assay v3 from formalin-fixed, paraffin-embedded tumor tissue.
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ZARIFEGFR-TKIMME(C B (F B U3-1402D % iER TR TE

O 3.2mg/kg
B 4.8mg/kg
B 6.4mg/kg

PR Confirmed
partial
response

EGFRIETH{LZER-

EGFRMTHZERZERP

Amplifications®

NE  BRERSNOTEREE |:| 5 LR ENT

Data cutoff date of February 25, 2019. Dotted lines denote 20% increase and 30% decrease in tumor size. Sixteen patients received >1 dose of U3-1402 and had pre- and post-treatment evaluable tumor assessments.
3l ocal testing as reported by the investigator. ®PPerformed centrally using Oncomine Comprehensive assay v3 from formalin-fixed, paraffin-embedded tumor tissue.
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U3-1402niE5EiETEDFFRFIU ZZ(L

—e - 3.2mg/kg
< 4.8mg/kg
-+ 6.4mg/kg

x aEfE

9
A
Ry
S
X
¥
g
0]
HEH

12 18
B A ()

Data cutoff date of February 25, 2019. Sixteen patients received >1 dose of U3-1402 and had pre- and post-treatment evaluable tumor assessments.
Dotted lines denote 20% increase and 30% decrease from baseline in tumor size over time.
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U3-1402;8 5 AR

B E M L aEREAR

PR PR
PR PR
) SD
PR PR
N =23

= 3.2 mg/kg

® 4.8 mg/kg

W 5.6 mg/kg

® 6.4 mg/kg
—> Treatment ongoing
AE adverse event

CP clinical progression
NE not evaluable

PD progressive disease

PR partial response
SD stable disease

m m mim

|
300 150 24 30 42
Membrane H-score? seEEARE (GA)

Data cutoff date of February 25, 2019. Safety analysis set included all patients who received >1 dose of U3-1402. aMembrane H-score is a composite of percentage of positively staining cells and intensity of individual cell
staining. Scores range from 0-300. For patients with multiple H-scores, the highest number was used.
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U3-14028 &R

65 B TENSCLCES
FEIB R : ia
SATSF> + TR R +RT
EGFR Ex19del o)LOoF=7J

N
*
N
D

A X)L FZT <

HILRTSF 2 +R_RA RLFER

+ RAJOUXYT

A X)F=T N

o |

ASAIVFZT +
oUVFZD

A AXIVFZT +
= SNV

U3-1402, 5.6 mg/kg

EGFR Ex19del/T790M

EGFR Ex19del/T790M;

MET amp ,
Patient of Dr. Mark Awad, DFCI

EGFR Ex19del/T790M/G724S,;
low MET copy gain;
plasma EGFR C797S
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NRA N DS RITIRBRL TH A > ENI=TROP2 ADC
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DS-1062(ITROP2[Z M4FHAR (CXT U CHIEMN/IHIRRIESEPRE E 4 Z = UTEHY.
TROP2FEMMRAR (T U ClIRE

DS-1062 : in vitroffp2IE5EN S EH 4

BxPC3 _ —@— DS-1062a —@— Isotype control ADC
(TROP2BZ1%) 5] ——@— Anti-TROP2 antibody ——
2] 120 120
] X 100 T 100
g ] £ % g %
60_‘ = —_
oo: ﬁ 60 ﬁ 60
o 2 40 > 40
5 3 20 8 20
100 10! Fc?i 103 0 0
TROP2 expression 0.1 10 1000 100000 001 01 1 10 100 1000
P Concentration (ng/mL) Concentration (nM)
Calu-6
(TROP2[Z1%) = 120
_ 120
) T 100 glm
Sg ;?u 60 5
S 'S 40
5 a0 2
=F = T 20
g 20 3
= Y Y 0 0
o o, e 001 01 1 10 100 1000

0.1 10 1000 100000 .
TROP2 expression Concentration (ng/mL) Concentration (nM)
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DS-1062 : Xenograft¥ I XA ET)LICH T DIEEE

DS-1062(3. TROPUEFRIRIEZEET )L LB U T,
TROP2ERIRBEETILICHEVLTIKD@U\EEE % RIE

Calu-6 NCI-H2170 HCC827
- —— B —@— DS-1062a_10mg/kg —ag— Isotype control ADC_10 mg/kg
1 e
3000 2000 I 2000 '~ ' 5
g s ’I e
2500 TROP2 TROP2 I’
&E\ ﬁ%iﬁa d 1500 %%iﬂ. " 1500
g 200 ‘
HIX
ﬁ 1500 1000 1000
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0§
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DS-1062 : Sacituzumab Govitecan & DX LE W/

Daiichi-Sankyo

I cancerenterprise
DS-1062 Sacituzumab Govitecan
(B—=3) (Immu-132/Immunomedics)
S MAAP-9001a (humanized IgG1) hRS7(E MEIgG1)
RAO—R DXd (TopolPEEH!) SN38 (TopolPEEHI)
DAR 4 7.6
D> H—tRR i pHARTF 4B SR
£ NPK(T, ) TBD 10mg/kgf¥5C11.7 BERE*
R S (1 B 10mg/kg
WS 3BIC1E SEELE (LSHBICRS)
EMNIHITSD H3t /] — *%
)EH%%”BE%,HE TBD u%q:li:_k/}akl/ JE/ MTD—lng/kg

RFEAT—> P1 NSCLC P3 TNBC

* ASCO 20153 KTFAACR 2017; ** Clin Cancer Res; 21(17)2015F98 1H (Cikes



DS-1062 : TROP2Z= M & L J=ADC
BRMENSCLCICHITDHAEME It —X
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NSCLC >= 3rd line

)
i

A

TROP2FIR (C KD EEEIR(IEE I,
TROP2(IHC) (&M (C55Mh
MTD

10mg/kg
Q3w

J7R—b1-8

. HEERI==3mg/kg
o DEEDTROPIEE MM

3-6 BE
/M;g/kg
Q3w

H

n=40 in ##E2RH
GO/NO-GOREDzbDEIME TS

MEDSF

NSCLClcH5(F S POCHUS %
« TROP2%ZFIR 9 B ZDH ANER
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EHERA
n=40
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POC : proof of concept




DS-1062 : TROP2Z=#ER & LJ=ADC : MTD Not Reached o
KRBEFROBECHHINST ., TEEELN. TEAEFREIRFIZN(10%LL L) Daichi-Sankyo

cancerenterprise

TEAE, n (%)

JL—R=x3b
£ TODTEAE 34 (87.2) 16 (41.0)
TEAE. EARGERI(EED1I0% L)
555 13 (33.3) 2(5.1)
£ 12 (30.8) 0
=il 9(23.1) 0
BARKIR 9 (23.1) 0
e 8 (20.5) 0
FEACHESRIG 8 (20.5) 0
304 6 (15.4) 0
M@0t 6 (15.4) 0
A 5(12.8) 0
IRV ESE:: 5(12.8) 1(2.6)
Ei> 5(12.8) 0
T 4(10.3) 0
& 4 (10.3) 1(2.6)
AERI 4(10.3) 0

aTEAEs include ‘'uncoded (all grades : n=5, 12.8%; grade >3, n=1, 2.6%); °The majority of TEAEs were grade 3 (n=3§;
20.5%), except for one grade 2 and 1 grade 5 TEAE (grade 5 sepsis; 6.0 mg/kg treatment group).
TEAE, treatment-emergent adverse event.
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DS-1062 : TROP2%Z1ER) & LT=ADC Q
JiiEE/ER Daichi-Sankyo

ZERZ=RNZ 2mg/kgld £ THERR

BRRZEICHBITIIN—ASA O SORREDSFTDRAZE(LE(N=33)

100 DS-1062a dosing group, mg/kg
e 0.27
© 80 - w 0.5
% 1.0
g a 60 - e 2.0
" o e 4.0
S E 40- = 6.0
v O 8.0
20 &=
s 2 DO B B 1B 1 11 0 I ettt e
b= = 0 -
Y ©
£ 5
Q — ]
2 o 20
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o X 40
@ o
S —60 -
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DS-1062 : TROP2%ZAZER & L 1=ADC W/
ﬁﬁ%ﬁﬁig} \o_ F(CBW%CTZ:’F‘V \/ﬁﬁ% Daiichi—San..k{?

I cancerenterp

DS-1062 2.0mg/kg¥% 5 EE (CH VW TERNRE S JOFFERRZE MR

Y

Post-Cycle 4: After 3 months of treatment Post-Cycle 10: After 7 months of treatment
Moximum percent decrease in tumor size: 65.5% Moximum percent decrease in tumor size 62.0%

Jie

Baseline Post-Cycle 4 Post-Cycle 10
Begin DS-1062a 2.0-mg/kg therapy After 3 months of treatment After 7 months of treatment

Reproduced with permission of Toshio Shimizu, MD.
ASCO 2019 Abstract #9051



DS-1062 : TROP2%= ) & L 1=ADC O
BAE=EHE/)\— MNCPHITDCTAFvv R Daic-siie

DS-1062 4.0mg/kgi%5EE (CH VW TIENRZE DY 1 ZXH\iE/\

AN LAY

Baseline: Begin 4.0-mg/kg DS-1062a Post-Cycle 6: After 4.5 months of treatment
Maximum percent decrease in tumor size 36.6%

Reproduced with permission of Jacob Sands, MD.
ASCO 2019 Abstract #9051



DS-1062 : TROP2H=1ZEM & LT=ADC Q
ﬁﬁ%iﬁﬁi%/ \0_ F(:BLT%CTZ:F‘V \/ﬁﬁ% cDﬁ.'f:LnSff;'fﬁz
72, SRR A, TSFFRE)/NRA Mo F RMFBILFEELED SO RS EEEN
3451 > TDS-1062#% 5 (4mg/kgix 5 7/R— )

Baseline 6 weeks 18 weeks
Ongoing PR (-38.4%)

Courtesy of Dr. Rebecca Heist and Dr. Jessica Lin, MGH, Boston, USA
ASCO 2019 Abstract #9051



DS-1062 : TROP2%Z1ER) & LT=ADC Q
ﬁﬁ%&ﬁiﬂa, \_ |\(L_EBU'5CTZ4:V /Fﬁ% Daiichi-Sankyo
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DS-1062 8.0mg/kgi%5EE (CH VN THENRZE DT 1 XHME/

Baseline: Begin 8.0-mg/kg DS-1062a Post-Cycle 2: After 6 weeks of treatment
Maximum percent decrease in tumor size: 56%

Reproduced with permission of Alexander Spira, MD.
ASCO 2019 Abstract #9051



DS-1062 : TROP2%=1ZR) & L f=ADC W)
BE/ERX)\ A5 —-T0wv ~201984H12HPreliminary data) Daich-Sankyo
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dR—bk d/R—b dR—bk dR— bk dR—bk dR—bk dR— bk
1 2 3 4 5 6 7

0.27 mg/kg 0.5 mg/kg 1.0 mg/kg 2.0 mg/kg 4.0 mg/kg 6.0 mg/kg 8.0 mg/kg

100
90
80
70
60

/ [ L /
/ y 4

-10
-20 ®
30 ®
40 g
-50

-60

o : =W I
%0 1 PR 2 PR 3 PR 1 PR AI&(SEMT
100 3 BIDPRZHEER

S50 5101520253050 51015202530-50 5101520253050 5 1015202530-50 3 1013202530-50 5101520253050 5 1015 20 25 30

ISR DEEZRT
INETRO LR, SBEPIEDBREDEREORIGT —4

ERY A X (%R—R51 O EDEL (R)

Data cut : 12APR2018 Weeks
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DS-7300 : B7-H3Z4#Z8) & LIZADC  2019%
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DS-7300

fiiht AuXenograftEZ)L(Cd51F B DS-7300D5E M
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FUARDZ AT A 2 h5E

BHZRSU. &DBHRTRIBZi#RFd Sz (CDARYZEER

B7-H3(CD276)

CTLA- AU B> REBKUPD-L1REDREBEF TV IRA > Ny F%
SOB7J7=V—(CEI B EEESY > /\U&E

« B7-H3(&. IEFEMALELEER U THRAREIREAN A THEREIRIRLTH
D. B7-H3MDiBRIFIRIEINSCLCH KUFINIFEIRE XSO —ED
BFEANAADFEAREEELTLD

o HEE(IEETDICHRBINTLVGRL
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Estimated tumor volume (mm?)
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,I
- DS-7300a : 10mg/kg
ow 4‘15 20 251‘ SO

Days after tumor inoculation
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B7-H3 ¢ $> > 2 | —e—
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DS-6157 : GPR207ZZ R

#y & L7ZADC

DS-6157

W) /KLt =8

WM\/\/\)LN/\HJ HO/YO

‘)L“AO’Y Digestion WNH
" 0
GPR20 Ab GGFG linker ALY - W
Internalizing Ab protease cleavable ~ ° -
OH O OH O
ATE(E= — DXd
3hrC€72% DXd Topoisomerase |

inhibitor

o A—T7>GH I\ IBHIGZEIRGPCR)

s GISTHFENIEN
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o GISTICH T DHLEE(TAEH
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ZIOWERESNTULD
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LIS T XDERY

GIST PDXIC 451> B DS-6157DiE %

3500 -
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RFA)LF =T : ASCO2019 TGCTICHITBADBZNEDIT7Y T57— ~

RF A )IFZT OGRS (C K BEBEMICDIEKRD KOG
ENLIVEN = Z5HIEE DR

RECIST ORR
afEn (%) Sl A FE [95%{SHAX ]

RFZAH)INF=T 9 (15) 15 (25) 24 (39) 12 (20) 24 (39%)

(n=61) [28.1, 51.9]
P<0.0001
7>t/ (n=59) 0 0 46 (78) 1(2) 12 (20) 0 [0, 6.1]

RSB (ENLIVENS KUPh1D 7Y I'F—N)

0 - Ei
SRR thoufE, B (&) 17 #20 -
(1-60+) @
e40 -
My
RECIST Best ORR(CRZE/Z(EPR) 70 P4
(54%) N TVSRt
I\'h-ﬁo (>=50%IETF)
RECISTOZS AR Do B EEE). b b X
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I THFE= 64%
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2HT 077 A)VIEREEL FTUVESEFT(FRE S o H RS FERO 5N T

TGCTO/R— hDBFE T CHRIULBEERDIFE

EHIR2%T0T 7 1)U
ENLIVEN randomized (n = 61) ENLIVEN crossover (n = 30) PLX108-01extension (n = 39) uHU$Eﬂ=EhT PR & £5{Y
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Passion for Innovation.
Compassion for Patients™
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