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Dispense the enclosed Medication Guide 10 each patient
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1004 HER2+ Cohort A (N = 53)
E (HC3+

IHC2+/ISH+
-80 A Prior anti-HER2 treatment
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A T NEW ENGLAND
. JOURNAL of MEDICINE
Trastuzumab deruxtecan (T-DXd; DS-8201) in
patients with HER2-positive advanced gastric or
gastroesophageal junction (GEJ) adenocarcinoma:
N = ORIGINAL ARTICLE
A randomized, phase 2, multicenter,
open-label study (DESTINY-Gastric01) Trastuzumab Deruxtecan in Previously
Kohei Shitara, Yung-Jue Bang, Satoru Iwasa, Naotoshi Sugimoto, Min-Hee Ryu, Daisuke Sakai, Treated HERZ—Positive Gastrie Cancer
Hyun Cheol Chung, Hisato Kawakami, Hiroshi Yabusaki, Jeeyun Lee, Kaku Saito,
Yoshinori Kawaguchi, Takahiro Kamio, Akihito Kojima, Masahiro Sugihara, Kensei Yamaguchi K. Shitara, Y.-J. Bang, S. Iwasa, N. Sugimoto, M.-H. Ryu, D. Sakai, H.-C. Chung,
H. Kawakami, H. Yabusaki, J. Lee, K. Saito, Y. Kawaguchi, T. Kamio, A. Kojima,
M. Sugihara, and K. Yamaguchi, for the DESTINY-GastricOl Investigators*
On behalf of the DESTINY-Gastric01 investigators

https://www.nejm.org/doi/full/10.1056/NEJM0a2004413

20
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DESTINY-GastricO1

An open-label, multicenter, randomized phase 2 study

Primary endpoint
R Primary cohort (HER2 positive [IHC 3+ or IHC 2+/ISH+])
E - Progressed on trastuzumab-containing regimen * ORR by ICR
- T-DXd(&. #HTHER2HUA. tIBTEIEE/RT N G T Seconcary
— % . - N “ . .4 mg/kg, 3-week cycle endpoints
INRTFRR-ZADI>H—, BKU Patients I Physician’s choice . 0S, DOR, PFS,
|\7|—</]’ \J >( 5 _t]_l}ﬂs;éﬁlj/{/]’ 1— |\ * HER2-expressing S irinotecan or p confirmed ORR,
- e advanced gastric or GEJ T safety
MNSIRDIARENESIR adenocarcinoma » R
o 59 IR SRS LG A Exploratory cohorts (HER2 low)
N A - o - Anti-HER2 treatment naive
« HER2 Bﬁ |§E B 73\/\135 J:UﬁL B j:ﬂ' BD\ ;nncéu:;g::::ﬁ\gézrfme T — Cohort 1: HER2 (IHC 2+/ISH-)
BB ZIT TR E UIZH1AHEKER(CH c') T-DXd (N = 20)
— h :
LT, T-DXd 5.4%(36.4mg/kgdDi% 5 (C  E— e N (=20}
KD, ORR43.2%. PFSHRSUES.6 0 A%

=53] 1 *0S was a key secondary endpoint to be statistically evaluated hierarchically if the primary endpoint was statistically significant
EE”"‘“(N CTOZ 564900 ) (Familywise type | error was controlled at 0.05 for ORR and OS)

« DESTINY-GastricOL(NCT03329690)DF &

o 1870l =H{/EAIL(T-DXd. n = 125. PC.n = 62
JR— hORERE RS ( ) " =02)

* HER2IHC 3+ CHBZEZT6%DEBEICHVNTHEER
- BEEOPIMEF2 (&EH:2~9)
o SBEREAFY>86%. TATILNYTT72%. $1PD1/-PD-L1 33%

« F—=AHv bATER(2019F11H8H)T. T-DXdE* & PC(EEMEIR)EED
EBED22.4% & 4.8%HViEE % Hikit

1. Shitara K, et al. Lancet Oncol. 2018;19:1437-48.
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DESTINY-GastricO1

FESMIER: ORR

T-DXd (n = 119)

ORR by ICR 51.3% (n =61) 14.3% (n = 8)
(CR + PR) 95% Cl, 41.9-60.5; P < .0001 95% Cl, 6.4-26.2
Confirmed ORR by ICR 42.9% (n =51) 12.5% (n=7)
(CR + PR) 95% Cl, 33.8-52.3 95% Cl, 5.2-24.1
CR 8.4% (n =10) 0
PR 34.5% (n = 41) 12.5% (n=7)
SD 42.9% (n = 51) 50.0% (n = 28)
PD 11.8% (n = 14) 30.4% (n = 17)
Not evaluable 2.5% (n=3) 7.1% (n=4)
Confirmed DCR 85.7% (n =102) 62.5% (n = 35)
(CR + PR+ SD) 95% Cl, 78.1-91.5 95% Cl, 48.5-75.1
. . 11.3 months 3.9 months
Median confirmed DOR 95% Cl, 5.6-NE 95% Cl, 3.0-4.9

Includes data for the response evaluable set: all randomized patients who received >1 dose of study drug
and had measurable tumors based on independent central review at baseline.
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Best Percentage Change from Baseline in Tumor Size

10 T-DXd

-100 -

Line at 20% indicates progressive disease; line at —30% indicates partial response. Includes patients who had both
baseline and postbaseline target lesion assessments by independent central review in both treatment arms.
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2EFHIBS SO ERISEEFHIR
H 13 g = J707) B
Overall Survival Progression-Free Survival
Events/n Median Events/n Median
— T-DXd 62/125 12.5 months —  T-DXd 73/125 5.6 months
(95% Cl, 9.6-14.3) (95% Cl, 4.3-6.9)
oo — Phy'5|C|ans 39/62 8.4 months 100 - PhY?'C'a"S 36/62 3.5 months
choice (95% Cl, 6.9-10.7) choice (95% Cl, 2.0-4.3)
90 - HR, 0.59 (95% Cl, 0.39-0.88) 20 1 HR, 0.47 (95% Cl, 0.31-0.71)
. oo P = .0097 80 -
(prespecified O’Brien-Fleming X 20 4
70 ! boundary, P = .0202) ]
2 o0 | i g
E 40 - i i § 40 ~
20 - * 20
10 | | 10 -
0 T EI T i T T T 1 0 T T T !
0 3 6 9 12 15 18 21 24 0 15 18 21 24
No. at risk Months No. at risk
T-DXd 125 115 88 54 33 14 7 3 0 T-DXd 125 82 35 20 12 5 3 1 0
PC 62 54 37 19 10 2 2 0 0 PC 62 19 5 0 0 0 0 0 0
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T-DXd PC
Nausea TEAEs associated with: (n =125) (n=62)
Neutropenia Drug discontinuation 15.2% 6.5%
Decreased appetite
::emia Dose reduction 32.0% 33.9%
Thrombocytopenia Dose interruption 62.4% 37.1%
WBC decreased
elaise - SRBRER(CRE U TE R (C K BFET BN T-DXABE(C
Diarthea 15, EEEmMEIRAF C(L0H!
Vomitin
onetontin T-Dxd | PC - REOBEIC, MITHERESRICLDHESN
- Grage 2 or? = — J=T-DXd(C BEE U 1= ILD/Rfiss HVR63R (9.6%)
Aloypeda ) - WIFE TOHRITIRMEZ84.5H (B, 36~638H)
j « KEWMTL—R1FEEF2 GRloTL—RL
Fatigue 6Bl L— R 2. 26lnTL— K3, DI L — R
Lymphopenia 4. 0 L — |\57_d: L/)
0 10 20 30 40 50 60 70

Patients, %
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(T-DXd; DS-8201):
DESTINY-Lung01DHRI§&EE

Egbert F. Smit, Kazuhiko Nakagawa, Misako Nagasaka, Enriqueta Felip, Yasushi Goto,
Bob T. Li, Jose M. Pacheco, Haruyasu Murakami, Fabrice Barlesi, Andreas Saltos,
Maurice Perol, Hibiki Udagawa, Kapil Saxena, Ryota Shiga, Ferdinand Guevara,
Suddhasatta Acharyya, Javad Shahidi, David Planchard, Pasi A. Janne

On behalf of the DESTINY-LungO01 investigators
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DESTINY-Lung01:RBRTH 1 >

An open-label, multicenter, phase 2 study (NCT03505710)

%%
YIBRABE/Ents £ L K714 » Cohort 1 (n = 42)
JE/NSRRB AR A HER2FEIR (IHC 3+ or IHC 2+)
ZAERE(CER - #A8
Cohort 2 (n = 42
HER SR (sHER 2R D) R T

Pan-HER TKIZ PR < HER21ZRY

) . T-DXd 6.4 mg/kg q3w
BOEREIR U

FEMIEE S—AHv NAT: 20194E11825H
o JMNTHPREFEE(CLDMETORR o TI7/R— B2DA4A5.2% (19/42) (8B =it

+ 548%NHRIEERD, ETKRBEITERESER
([CRDED (BNTN21.4%)

2 Based on local assessment of archival tissue.
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Patients
(N =42)

Age, median (range), years 63.0 (34-83)
< 65 years, % 59.5
Female, % 64.3
Region, %
Asia / North America / Europe 35.7/31.0/33.3
ECOG performance status0/ 1, % 23.8/76.2
HER2 mutation, %
Kinase domain 90.5
Extracellular domain 4.8
Not reported 4.8

Presence of CNS metastases, % 45.2

PRESENTED BY:
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DESTINY-Lung01 HER2-Mutated NSCLC e

B ETRIEE

Median prior lines of treatment: 2 (range, 1-6)

Patients
Prior Treatment, % (N =42)

Platinum-based therapy 90.5
Anti—-PD-1 or —PD-L1 inhibitor 54.8
Docetaxel 19.0

* 3 patients received prior poziotinib, 2 received afatinib, and 1 received mobocertinib
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B3EER

61.9% (n = 26)
(95% Cl, 45.6%-76.4%)

Confirmed ORR by ICR

CR 2.4% (n=1)

PR 59.5% (n = 25)

SD 28.6% (n =12)

PD 4.8% (n = 2)

Not evaluable 4.8% (n =2)
Disease control rate 90.5% (95% Cl, 77.4%-97.3%)
Duration of response, median Not reached (95% Cl, 5.3 months-NE)

PFS, median 14.0 mo (95% Cl, 6.4-14.0 months)
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B Y ADRAZ(LE

n =39

Best % Change From Baseline
in Sum of Diameters

Based on independent central review. Baseline is last measurement taken before enrollment. Shown is best (minimum) percent change from baseline in the sum of diameters for all target lesions.

20ne patient was missing a baseline assessment and 2 additional patients were missing post-baseline assessments.
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$B18 % 4 2 H S L UV S A7 HARS

Progression-Free Survival (N = 42) Overall Survival (N = 42)
Median: 14.0 months (95% cl, 6.4-14.0)

Median: Not reached (95% cI, 11.8-NE)

1007

100
< _ _
°: 80 > 80
© =
2 =
:
n 60 & 60
$ =
o S
s :
§ 407 @ 407
: E
5 g
e 201 © i
& 20
0 0
T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Months Months
No. at risk No. atrisk
42 42 39 35 34 29 25 17 12 5 3 3 2 1 0 42 42 41 40 37 35 33 30 22 13 9 7 5 4 2 0

3 Patients were censored if they discontinued treatment; the median is estimated by Kaplan-Meier analysis.
Median follow-up, 8.0 months (range, 1.4-14.2 months). Dashed lines indicate upper and lower 95% Cl.
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DESTINY-Lung01 HER2-Mutated NSCLC

ZEEDOME

Type of Adverse Event, n (%)>?

Patients
(N =42)

Any TEAE 42 (100)
Drug-related 42 (100)
TEAE grade > 3 27 (64.3)
Drug-related 22 (52.4)
Serious TEAE 14 (33.3)
Drug-related 7 (16.7)
Dose adjustments
TEAE associated with discontinuation® 10 (23.8)
Drug-related 8(19.0)
TEAE associated with dose reduction 16 (38.1)
Drug-related 16 (38.1)
TEAE associated with dose interruption 25 (59.5)
Drug-related 20 (47.6)

DS-8201/Trastuzumab Deruxtecan

EEHAR R iE(L7.76 0 B (&EHE0.7
~14318)
BEZNWEEITIREEZIHENTE
TEAE(ZIESS(11.9%)D KTUEIM9.5%)C
5 tZEnEEITIHELZLHS

YUZTEAE(L, GFHRBRENRAIN (19.0%)d5
K UMHIRRZIE(7.1%)°

FETCE S ETEARERR U BE ([
SEIT. WSHEAR S DRER L

=

we
%

aRelationship to study drug was determined by the treating investigator. ® Each of the following TEAEs was associated with treatment discontinuation: pneumonitis (n=4), delirium, ILD, diarrhea, disease
progression, ejection fraction decreased, weight decreased (n=1 each). ¢ TEAEs occurring in > 2 patients are listed. 9Each of the following TEAEs was associated with a fatal outcome: seizure, delirium, disease

progression (n=2), and pneumonia (fungal).
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DESTINY-Lung01 HER2-Mutated NSCLC -

15% 3 tDEE(CRAULARICEEL -SSR

Nausea

Alopecia

Anemia

Decreased appetite

Neutrophil count decreased®

Vomiting

Diarrhea

Weight decreased
Constipation

Fatigue

WBC count decreased
AST increased
Malaise

Lung infection

Pyrexia

Patients (N = 42)
Grade 1 or 2
Grade >3

0 10 20 30 40 50 60 70 80 90 100

a 2 patients had febrile neutropenia; grade >3 neutrophil count decreased, 26.2%. Patients (%)
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DESTINY-Lung01 HER2-Mutated NSCLC

BWRIAZTEESESR : MENWES (D)

All Patients (N = 42)

Grade Any Grade/
n (%) 1 Grade 2 Grade 3 Grade 4 Grade 5 Total
Interstitial lung disease 0? 5(11.9) 0 0 0 5(11.9)

« BEREFEEICKIDIRESNIZILDRIRE COHRIPIEIL86H (&iF:41~255H)

e 4Z(IIEERIEL. 18R

« PTCOERENATOA RBEERZITZ

e 2Z(3MEIE. 1ZEEEUENEEEDD. 1&EEIEPR. 1&ET—FHY hA TSR TRENLE
e« COOR— RTIFT L — R5DILDIEERSH SN TLVRLY

Drug-related; ILD was determined by an Independent ILD Adjudication Committee based on 44 preferred terms.
2 1 additional case of potential grade 1 ILD is pending adjudication.
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HER2FEINDIEIFZIEXRBEILAEZBZNRE U
NSAYRAND FIVIRAFTH>(T-DXd; DS-8201)D
JI1—X2, ZltsaEE. A—2J > S5~N\)Litsk:
DESTINY-CRCO1

Salvatore Siena, Maria Di Bartolomeo, Kanwal Raghav, Toshiki Masuishi, Fotios Loupakis,
Hisato Kawakami, Kensei Yamaguchi, Tomohiro Nishina, Marwan Fakih, Elena Elez,
Javier Rodriguez, Fortunato Ciardiello, Kapil Saxena, Eriko Yamamoto, Emarjola Bako,
Yasuyuki Okuda, Javad Shahidi, Axel Grothey, Takayuki Yoshino

On behalf of the DESTINY-CRCO1 investigators
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DESTINY-CRCO1XERSTH 1 >

An open-label, multicenter, phase 2 study (NCT03384940)

T-DXd 6.4 mg/kg g3w

:u\% COhOI‘t A (n — 53)
- PIRESS KUY T SR ED HER2P%1% (IHC 3+ or IHC 2+/ISH+)
AR T— MAD20BI EDBEICIZERIES %, J1—F 1 UT A
» HER2FEIR(FRIRAAERR E-HUSHIEERL. JR— RBBKUCHA—T > %584
« RAS/BRAFJA )L RSGAT
- R DBTAR Cohort B (n = 7)
- HIHER2FIDFHAE LT HERZ IHC 2+/ISH-
. ISR EDEEY (Z5E0\Dd Cohort C (n = 18
SEBESERI *HER? IH(2 1+ )
FEMIAR SF—Ahv hAT: 20194£8A9H
+ 7= MAICEHIF BRI HREA(CR) . 38.5% (30/78)h\ A HkHE
(C KL DHEEORR e« 615%PD I L. EICHEEETE1.0%)D LU

ERPRBVIETT(9.0%)
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HER2+ Cohort A All Patients

(n=53) (N =78)
Age, median (range), years 57.0(27-79) 58.5 (27-79)
Female, % 52.8 47.4
PRI

RegE'fr'f;p/;’ / Asia / North America 52.8/28.3/18.9 52.6/32.1/15.4
ECOG performance status0/1/2, % 69.8/30.2/0 62.8/35.9/1.3
Sum of target lesions, median, cm 8.4 8.8
Primary tumor site, left / right, %2 88.7/11.3 89.7/10.3
Microsatellite stable / unknown, %" 81.1/18.9 79.5/20.5
RAS wild type, %< 98.1 98.7
BRAF wild type, %" 100 98.7
HER2 status, %¢

IHC 3+ / IHC 2+; ISH+ 75.5/24.5 51.3/16.7

IHC 2+ / IHC 1+ 0/0 25.6/23.1

a Left: rectum, sigmoidal, descending; Right: cecum, ascending, transverse.? By local assessment. ¢ 1 patient had an
NRAS mutation. ¢ By central assessment. Sums may not total 100% due to rounding.
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Median prior lines of cancer treatment: 4 (range, 2-11)

HER2+ Cohort A All Patients

Prior Treatment, % (n=53) (N =78)
Irinotecan 100 100
Fluorouracil / capecitabine 100 / 54.7 98.7 /53.8
Oxaliplatin 100 100
Cetuximab or panitumumab 100 98.7
Bevacizumab 75.5 79.5
Prior anti-HER2 agents 30.2 20.5

* Prior anti-HER2 agents in Cohort A included pertuzumab (24.5%), trastuzumab (22.6%),
T-DM1 (5.7%), lapatinib (5.7%), and tucatinib (1.9%)

2 Includes all prior treatments in the adjuvant and metastatic settings.
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HER2+ Cohort A (N =53)

Confirmed ORR by ICR 45.3% (n = 24) (95% Cl, 31.6%-59.6%)

CR 1.9% (n = 1)

PR 43.4% (n = 23)

SD 37.7% (n = 20)

PD 9.4% (n = 5)

Not evaluable 7.5% (n = 4)2
Disease control rate 83.0% (95% Cl, 70.2%-91.9%)
Duration of response, median Not reached (95% Cl, 4.2 months-NE)

3 Patients were missing postbaseline scans.
Median study duration, 5.0 months (range, 0.6-10.5 months). There were no confirmed responses by ICR in Cohort B or C.
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e B B IR BT OD#A/)

)
= 100+ HER2+ Cohort A (N = 53)
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DESTINY-CRCO1
R4 S HIRMS KO EFHAR
1y 8 = FTOT H B
Progression-Free Survival (N = 53) Overall Survival (N = 53)
Median: 6.9 months Median: Not reached
(95% Cl, 4.1-NE) (overall 95% Cl, 0.74-NE)
1001 100
‘—; 80 < 801 - .
> )
= g 1
a 60 ] ; 60 e
m 1 %
g =
s a
§ 407 T 407
9 s
o 3
® 207 207
a
0 o
0 1 2 3 4 5 6 7 8 9 10 0 2 4 6 8 10 12
. Months Months
No. atrisk No. atrisk
53 50 4 35 33 21 11 7 6 2 0 53 49 42 23 14 4 0

Median follow-up for OS was 5.4 month (range, 1.2-11.8 months).
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ZEEDORE

HER2+ Cohort A

All Patients

Type of Adverse Event, n (%)? (n=53) ((VEWE))
Any TEAE 53 (100) 78 (100)
Drug-related 51 (96.2) 73 (93.6)
TEAE grade >3 32 (60.4) 48 (61.5)
Drug-related 27 (50.9) 38 (48.7)
Serious TEAE 18 (34.0) 26 (33.3)
Drug-related 12 (22.6) 14 (17.9)
Dose adjustments
TEAE associated with discontinuation 5(9.4) 7 (9.0)
Drug-related 2 (3.8) 2(2.6)
TEAE associated with dose reduction 11 (20.8) 15 (19.2)
Drug-related 10 (18.9) 14 (17.9)
TEAE associated with dose interruption 20 (37.7) 27 (34.6)
Drug-related 15 (28.3) 19 (24.4)
Death
TEAE associated with death® 5(9.4) 7 (9.0)
Drug-related 2 (3.8) 2 (2.6)

DS-8201/Trastuzumab Deruxtecan ‘ .
‘ ) | .“

- SaEHAEHRYE
— HER2+E2EH4.81 B ESH:1~11)
- F3&. 350 AEHE:1~11)

o JBEREEEEMEHECED BEREED
I%F'aa%@%ﬁlit{ﬁl (n=2) (T@fH&
HHER2+ J7/k— MATHI R (n = VB LT
ILD (n = 1)

TEAE, treatment-emergent adverse event. 2 Relationship to study drug was determined by the treating investigator. ® Each of the following TEAEs was associated with a fatal outcome: sepsis, meningism,
disease progression (n = 2), general physical health deterioration (all unrelated to T-DXd), interstitial lung disease, and pneumonitis (both related to T-DXd).
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DESTINY-CRCO1 . s
15% L EDBRBICHBRUILBRICRAEUVZBEER
Nausea
Anemia All Patients
Neutrophil count decreased’ (N=78)
Fatigue M Gradel &2
Decreased appetite W Grade 23
Platelet count decreased
Vomiting
Diarrhea
Alopecia
Hypokalemia
WBC count decreased
0 10 20 30 40 50 60 70

Patients (%)

@ Grade >3 neutrophil count decreased, 25.6%; no patients had febrile neutropenia.
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IS INZTBEER | BIE MRS

Any Grade/
Preferred Term, n (%) Gradel Grade2 Grade3 Grade4 Gradeb5 Total
Interstitial Lung Disease 0 2 (2.6) 1(1.3) 0 2 (2.6) 5(6.4)

Among the 5 total events:

« SBERE(EEEN(C K DIR/E SNZFRAE F COHARI P IUE (F80H (EEF:22~132)

« JL— R EDILDEESFIFSFH(CT)LFIRT0O4 RERE

« 2ZHEHE. 12N EIER T (REBHEITICKDIET). 22HET

« FEL2BIDS 5, FEEIF4A0~126HT. LWINEBEED—IRELTRTOA REESEIN.
%6 ~18H THT

Drug related; ILD was determined by an Independent ILD Adjudication Committee based on 44 preferred terms.
was reported after the data cutoff. This case was adjudicated after data cutoff as drug-related ILD.
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PANSTRDHEDRECKDME
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FY2020 FY2021 FRETHH
DESTINY-Breast02 (3L) ¢ Ph377212)(>
ILHA, Ph 1/2 f#F8 )
HER2+ Ph3 /R~ RAT7Z2 /(> b )
Ph 3 1L E25|/4HF )
RATSIIC )
DESTINY-Breast04 (3L) ® Ph3/RA B RXRAT7Z2)\N ~
= A BEGONIA (31)L/ UL J4#H, TNBC) ¢ Ph3 2AT7Z2/ 2 b
HER2 Ph1 R )
RFEIR Ph3 1L B (LFECERIFARE) )
Ph3 1L BE&| (J\1 U X D) )
¢ Ph3 HER2+ 1L
B A Ph1 DESTINY-Gastric03 (2L/1L) )
Ph3 HER2+ 2L )

20204 EXHR(CRIN T DEMERISIUFIAIN—RATHRR
_ : _ 20205 FHHA(CRIIn I iR (E—3 FHHEIWH L DFRR 48
Ph 3 ongoing Ph 2 ongoing Ph 1 ongoing New ) 2021FE (CHIIA T DERIF—E2021FEHH L DFRR
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FY2020 FY2021 FRETHH
# Ph3 stage I 7
Ph3 HER2ZEE1L )
N>CLE Ph1 HER2+ #FE )
Ph3 HER2+ 2L )
[ Ph3HER2+ 1LHFA )
- ¢ Ph3 2L 78
?i’f Ph2 3L E2XI ) @ Ph3 1L
RN ) ¢ Ph3 adjuvant 4tF
TRILRTHA ELAA. BEBEASA) ¢ Ph2 SEEEM A EERI /AT
RATOYXRITHA ELH A, NSCLC)
<O Ph2 HER2+ HNAERIND T )
Ph2 HER2ZE N ABRINT )

' : . 20204F [ FHAICRIIA T BIERIET—E FHITOL DT 49
Ph 1 ongoing New ) 20214E(CHIIAT BRI 2202 1EEMDLDER
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DESTINY-Breast02 | HER2BZ1* Ex#B 14 ZLH A
vs IR4E iR

DESTINY-Breast03 |HER2[51H S ZL DA

vs T-DM1

DESTINY-Breast04 | HER2{EFIR SRS TEZLHA
vs 1R4ETE BT

I/OHH

WE, 720l0FBEZ. gz )— I Dd%%
FTwv IR NEER GREFRT2RME) &D

J1-A" 1 HAEER (CEER (LK /R— <Z64451)

C AR N RUT S DSIRERTS

2021FE FHHZTE
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2021 ¥ H=FiE

C AR R RUT S ORISR
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TSR/ NIRRT BB Z XI5k & U JZ trophoblast cell-
surface antigen 2 (TROP2) HUAEEYIHESIRDS-1062D
J1—X1IGER(ICHITDHEE - BF/(— b

-

T e——

Aaron E. Lisberg, Jacob M. Sands, Toshio Shimizu, Jonathan Greenberg, Penny Phillips, Ferdinand
Guevara, Takahiro Jikoh, Tadashi Toki, Fumiaki Kobayashi, Alexander Spira, Noboru Yamamoto,
Melissa Johnson, Funda Meric-Bernstam, Kiyotaka Yoh, Edward B. Garon, Rebecca S. Heist

On behalf of study investigators
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Daiichi-Sankyo

B8 1 EEEIRZ UTUVRVETHS - SRR RN A BB ZXRE U, DS-1062DRAMEMTD). B4,
FEUNENRES K OVEME D E (NCT03401385)

el BN
F
. 185%(3K) X %204%(H) M L DEIS T - . BREFEET
A OET IRV A BE 4ma/kg 5081, 6mag/kg 508l 8ma/k
g/Kg g/Kg o g/Kg
- EELR(C K DR - BAMORE OB TR S Ea TR
(IZAHEBENTRVES) — I\
- ECOGPSO-l . 2DOIBHNRNEE « BIR(CH L. A4
— RECIST v1.1 (CKBBEIEN BIREIRIRE ZHVETx
(. TROP2ICEZB|EBIRZLTLVRL :
- TROP2ODFIRICEHLU TL hOXRYD

S DS B AR DR
| itz )

aThe 4.0 mg/kg and 6.0 mg/kg dose levels are being further evaluated for safety and efficacy.
ECOG, Eastern Cooperative Oncology Group; MTD, maximum tolerated dose; NSCLC, non-small cell lung cancer, PS, performance status; RDE, recommended dose for expansion; RECIST, Response

Evaluation Criteria in Solid Tumors; TROP2, trophoblast cell-surface antigen 2; Q3W; once every 3 weeks; US, United gtates‘
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¢ -9y bAD

Characteristic

Sex, n (%) (2020&3%45)'3%@
Female 66 (48) 8 (67) 8 (40) 37 (49) SSEHAR thoiE -
Male 72 (52) 4 (33) 12 (60) 39 (51)

Median age (range), y 63 (28-84) 64 (38-76) 60 (47-75) 64 (31-84) Z-U-/r g) I/(1N21)

Country, n (%) 0 L ot
United States 110 (80) 11 (92) 16 (80) 62 (82) ‘ 25 A)(J?REEF' Ii:ﬁ‘
Japan 28 (20) 1(8) 4 (20) 14 (18) 22% (3 iR=

ECOG PS, n (%)
0 25 (18) 4 (33) 3 (15) 14 (18) ¢ S5%EEAET |
1 113 (82) 8 (67) 17 (85) 62 (82) i 5B ME 4 o

Prior Line of therapy,© n (%) (ﬁ'm\:&'f—ﬁg 1 A))
1-2 51 (37) 6 (50) 8 (40) 29 (38)
>3 87 (63) 6 (50) 12 (60) 47 (62)

Previous systemic treatment, n (%) 137 (99) 12 (100) 20 (100) 75 (99)
Immune checkpoint inhibitors 121 (88) 12 (100) 16 (80) 66 (87)
Platinum 126 (91) 11 (92) 18 (90) 67 (88)
TKIs 31 (22) 3 (25) 4 (20) 13 (77)

EGFR alterations, n (%) 22 (16) 0 2 (10) 13 (17)

ALK fusions, n (%) 3(2) 1(8) 0 0

aPatients may have received more than 1 previous systemic treatment; 1 patient did not have a record of prior systemic treatment as of data cutoff date. ®Includes
patients at all dose levels. cPatients may have received more than 1 previous systemic treatment. One patient did not have a record of prior systemic treatment.
ECOG, Eastern Cooperative Oncology Group; PS, performance status; TKI, tyrosine kinase inhibitor.
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Daiichi-Sankyo

¢® MTD:8m g /kg Patients treated with DS-1062
(10 mg/kgT2/5IDDLT: LI4FRD (N =138)
RAEL4 [grade 3], AR 145 TEAE in > 15% subjects All grades, n (%) Grade 23, n (%)
[grade 3]) Any TEAE 129 (94) 62 (45)
® TEAEICKL D 741]'“ (5%) b\‘ TEAEs in 215% of patients, by preferred term
Iu Nausea 60 (44) 0
DS-1062D#% 5H1F s al 2
¢ 206 (15%) DEER Stomatitis 47 (34) 43)
BESSR Alopecia 46 (33) 0
Vomiting 37 (27) 0
4 ‘;IL:I\{%(: B@EJE L/TCILD C‘_'_EHJ Decreased appetite 31 (23) 0
Eéﬂf:@(iS@“(SS%) Infusion-related reaction 29 (21) 0
(145 grade 1, Anemia 26 (19) 4 (3)
445 grade 2, Constipation 26 (19) 1(1)
1 grade 3, Coug) 26 (19) 1(1)
241]1] grade 5(145%)\ Mucosal inflammation 25 (18) 4 (3)
Rash 25 (18) 0
cycle 2, 3CH1R) Dyspnea . o
Diarrhea 20 (15) 0

TEAE, treatment-emergent adverse event.
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Daiichi-Sankyo

Best Overall Tumor Response by Blinded Independent Central Review (BICR)

(too early to be
confirmed)

ORR % (n/N)

(95% CI)

DS-1062 Evaluable Confirmed
dose, mg/kg patients? CR/PR
4 6 3
6 19 4
8 60 13
Total 85 20

ancludes patients with >1 posttreatment scan or who discontinued treatment.

50% (3/6)
(12-88)

26% (5/19)
(9-51)

25% (15/60)
(15-38)

27% (23/85)
(18-38)
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Change in Tumor Burden by DS-1062 Dose by BICR

Percentage change from baseline

100 -

80 -

60

401

20 -

4 mg/kg (N=6)

]

6 mg/kg (N=19)

8 mg/kg (N=60)

0 6 121824 30 36 42 48 54 60
Weeks

0 6 121824 30 36 42 48
Weeks

0 6 1218 24 30 36
Weeks

,’\

-

Daiichi-Sankyo

cancerenterprise

@ Ongoing
O Discontinued
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Daiichi-Sankyo

Best Percentage Change in Sum of Longest Dimension From Baseline in Target Lesions
by BICR, n=72

DS-1062 dose
100 + B 4 mg/kg
B 6 mg/kg
M 8 mg/kg
s ° 50
£ £
=)
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£ 8
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o0
S E
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R
oo
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o -50 4

-100

Patients (n = 72) 58
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Target Lesions After DS-1062 Treatment

Baseline CT After cycle 2
’. b. 7. ‘-\": J N .

65m%. . ARED KOZLFHMEEEPERFS, 8 mg / kgBflCEEx.
YEl6ERIB DX+ > TRECIST 1.1HFE TA41%DIEEHE/]\. BE
10 A
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4, 6, and 8 mg/kglcHBIFBDIRAA~NY—JI 0OV b

7123 responses are ‘delayed’, first observed after first imaging

Subjects with confirmed CR/PR and pending CR/PR

Tumor Response for Subjects in Study by Month

1
1
.|
1
|
. |
1
|
e
|
|
.|
[ ]
- Y% Response start
- = Ongoing
@ Too early to be confirmed
[ ) —_—
I I 1 1 I I 1 1 I I 1 1 I I 1
-1 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15

Duration (months)

| Dose assigned

E 40 mg/kg [ 6.0 mg/kg

@ 8.0 mg/kg |

U
Daiichi-Sankyo
canceren terprise
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Distribution of TROP2 H-Score (Left) and Boxplot of TROP2 H-Score (Right) by Response (BICR)

300 Response to DS-1062
B CR
B PR
L]
250 1 B PD
NE
o
1=
8
o 200 1
I
0
g
8 1504
£
0
E
B
S 100 ~
1
=
501
0_

Patients (n = 64)

aPatients were included in the histogram only if tumor biopsy was evaluable.
CR, complete response; NE, nonevaluable; PD, progressive disease; PR, partial response; SD, stable disease.

TROP2 membrane H-score

300-
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T
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Patients {n = 56)

PD
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Daiichi-Sankyo

1Q 2Q 3Q 4Q 1Q 2Q 3Q 4Q 1Q 2Q 3Q 4Q 1Q 2Q 3Q 4Q 1Q 2Q 3Q 4Q 1Q 2Q 3Q 4Q

Ph1 FIH NSCLC
4, 6, and 8 mg/kg

TNBCa7R—Fb

Phl: FIH in NSCLC
HY|, A=FES U0 H=EM

Ph2 Pivotal: NSCLC
BERAF. EFEERl. V/OEEE

Ph3 Pivotal: NSCLC
TROP2(C KB EEEIRDEIEESH D

Ph2: =/ )LIEKR: NSCLCEREH D

(EGFR, ALK, ROS1, NTRK, bRAF); TKI/
{EFRER] + /OaER

Phlb &%: PD-1/L1FAMHREOEZ £,
BRB3EEFTYVINRA > SMEEH &
DR & 3K

v

Ph2 NSCLC w/o mut

+ Dose A and B

IND Amendmen

& IMPD Ready Ph3 NSCLC w/o mut
DS-1062
vs SOC

) Ph2 NSCLC w/ mut
Dose A and B

| Phlb NSCLC w/ I/0 (X3 studies)
DS-1062 @ Dose A, B, C
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Daiichi-Sankyo
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FEHREEZUTCLVRIWVWSAPMST>. HERARBER91%)BLVI/0/aE
$2(88%)DNSCLCICHUT27% L EDORR

WIFHMMEE SN TEERE (CR) LFHEILITEESIZST
EXOFFEME. B> bO—)LODRBTES KUEFEESZ (IR E DFFiE
BIREEEHE(I4~8mg/kg T, BEY/FHERTEDIZH(CHDIRMEN HD

BRI EmRETOEDD (FBRIETH D . NSCLCIC T A —HKX (A—I)LHVY—.
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