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Part 2a, N = 100
HER2IZ1E T-DMI1BE&RE ZhA
(IHC 3+ or ISH+)
Doses: 5.4 or 6.4 mg/kg Q3W

Part 2b, N = 40
HER2IGE PSRAYNTEBREDHZIBHN A
(IHC 3+ or IHC 2+/ISH+)
Doses: 5.4 or 6.4 mg/kg Q3W )
~

\

4 Part 2c, N = 40
HER2{EFIR AL A

(IHC 2+/ISH—, IHC 1+/ISH-)

\ Dose: 6.4 mg/kg Q3W )

Part 2d, N = 60
HER2FEBRILBIZEREMNA CGEMIRMHIAZSE)

hY#
J

Dose: 6.4 mg/kg Q3W

Part 2e (PKJ/k—hk), N = 20
HER2ZEZEIIEFRRAD A
(IHC 1+, IHC 2+, IHC 3+, and/or ISH+)
Dose: 6.4 mg/kg Q3W

GEJ, gastro-esophageal; HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; ISH, in situ hybridization; IV, intravenous; NSCLC,
non-small cell lung cancer; PK, pharmacokinetic; pts, patients; Q3W, once every 3 weeks; RD, recommended dose for dose expansion; T-DM1,

trastuzumab emtansine.
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.| NSCLC(N=18)
Fin, PRAIE (FE) . 7% 58.0 (23.0-83.0)
ECOG*—AZIREE 0. n (%) 4 (22.2)
ECOG—REIREE 1. n (%) 14 (77.8)
HER2ZRE, n (%) 11 (61.1)

THY> 2088 A 8 (44.4)

JREERAZRE (G660D) 2 (11.1)

FHREANRXA>Z R (S310F) 1 (5.6)
HER2ZEARBE/BIEENT. n (%) 7 (38.9)
BMEEEEL DA ER, B (&EH) 3.0 (1.0-10.0)
fEETA A, oYE (FE) . cm 7.3 (2.0-17.0)

Data cutoff, August 10, 2018.
ECOG, Eastern Cooperative Oncology Group; HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; NSCLC, non-small cell lung cancer.
*Eastern Cooperative Oncology Group —f%{K#E
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FEE2ORR, % |fE7E> DCR, | DOR, HR{E | TTR, FRIE | PFS,R(E
(n/N) | % (n/N) | (%H) A (i), A | (%), A

HER2FEIRSTC (L 58.8% 88.2% 14.1

HER%\iE{\IgSCLC (10/17)  (15/17) (o.o+, 11.5) (1-0,4-2) (0.9, 14.1)

HER2ZE NSCLC  72.7% 100% 11.5 1.4 14.1
n=11 (8/11) (11/11) (0.03+, 11.5) (1.0, 4.2) (4.0+, 14.1)

Data cutoff, August 10, 2018.
aCR/PR confirmation includes subjects who had =2 postbaseline scans, had progressive disease, or discontinued treatment for any reason prior to second postbaseline scan.

+ after value indicates censoring.
CR, complete response; DCR, disease control rate; DOR, duration of response; HER2, human epidermal growth factor receptor 2; NSCLC, non-small cell lung cancer; ORR,

objective response rate; PFS, progression-free survival; PR, partial response; TTR, time to response.
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ISH | NE | NE | NE | NE | NE 100 - Dashed: HER2 mutated
Mutated | NE | NE | NE NI E20 | TM E20 | E20 | E20 E20 | E20 | E20 80
& 40- S 60~
m o
£ 20 g
& 3
m O @
E T T
S .20- 5
° o
2 -40 2
© ©
< <
O 60 O

-80- Exon 20 insertion

Single base pair substitution -100 -
100 Not examined/missing 10 20 30 40 50 60 70 80

Data cutoff, August 10, 2018.

IHC by local laboratory testing.

E20, exon 20 insertion; EC, single base pair substitution at extracellular domain; IHC, immunohistochemistry; ISH, in situ hybridization; NSCLC, non-small cell lung cancer;
NE, not examined or missing; TM, single base pair substitution in transmembrane domain.
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« 201759A8-128 : BEOHHIVATSF O /RANFER

((EE

- 4H949)

- B3R : SD

- RO CETOMBEE 2018525 2018554
— HER2S FAZR AR SN, DFCIICHRER G581 C5D1

- 2018%F2R : NSRYVANT TIVIRTh %=Fbh
- SSVERF (IR L PP IRAIZEDIEIA DD
- JRBE : PR (FEE)
- [E@BEHE/N 1 —45%
Images courtesy of Dr. Pasi Janne. Special thanks to Dr. Pasi Janne and Dr. Ian Krop of DFCI.

Carbo, carboplatin; CT, computed tomography; DFCI, Dana-Farber Cancer Institute; HER2, human epidermal growth factor 2; 1V, intravenous; LFT, liver
function test; NSCLC, non-small-cell lung cancer; Pem, pemetrexed; PR, partial response; SD, stable disease.
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- 192 (74.1) 9 (3.5) 9 (50.0) 1 (5.6)
BAHE 147 (56.8) 12 (4.6) 9 (50.0) 1 (5.6)
g0t 113 (43.6) 6 (2.3) 7 (38.9) 0
& 98 (37.8) 50 (19.3) 2 (11.1) 0
BE 97 (37.5) 0 9 (50.0) 0
R 88 (34.0) 6 (2.3) 8 (44.4) 0
T 87 (33.6) 6 (2.3) 3 (16.7) 0
EZA 85 (32.8) 2 (0.8) 4 (22.2) 0
I/ R EGE A 73 (28.2) 27 (10.4) 2 (11.1) 1 (5.6)
BFCREREEA 66 (25.5) 40 (15.4) 2 (11.1) 2 (11.1)
E3 I BRET R 66 (25.5) 32 (12.4) 2 (11.1) 1 (5.6)
B 58 (22.4) 1 (0.4) 2 (11.1) 1 (5.6)
FE 53 (20.5) 2 (0.8) 0 0
AST 5 53 (20.5) 4 (1.5) 1 (5.6) 0

« NSCLCEREODEEHAEFIME (56H) (35.5 (0.69-14.19)7H
- 2ENICEEEROITL —NHMEL EREESRESH LSS HLMRES

Data cutoff, August 10, 2018. A subject was counted once if the same AE was reported more than once.
aAll subjects from Part 1 and Part 2 receiving 21 dose of [fam-] trastuzumab deruxtecan 5.4 mg/kg or 6.4 mg/kg regardless of tumor type.
AE, adverse event; Gl, gastrointestinal; NSCLC, non-small cell lung cancer; TEAE, treatment-emergent adverse event.
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AST L5 53 (20.5) 4 (1.5) 1 (5.6) 0
ALT £5 40 (15.4) 2 (0.8) 0 0
mepEUILES F5 6 (2.3) 1 (0.4) 0 0
IDBRHHERIKT 2 (0.8) 0 0 0
LERQTRIREE 13 (5.0) 1 (0.4) 0 0
RIS MRt E 10 (3.9) 2 (0.8) 1 (5.6) 0
A& 22 (8.5) 6 (2.3) 1 (5.6) 1 (5.6)
FALCHEOIRIE 4 (1.5) 0 0 0

- FRARAREIERE (LFT, QTc, and LVEF) [&#%8Y(CT L — RHYEL. BEEIREBHN
0 INSOIRBEIERENGROSNILBE TR MSRYANT TIVIAThIARS FHkien

o EACHOIRICOSERE (L IREFRE TICEBRISEHSNTLEW

« ERTHEIBEMERMRS/ MR ESHIOTETHNHFSNT (£HAE) ; NSCLCOYIJIL—T
T(E 141

« NSCLCOJ L — R5DOfiliEi# (&, M7 HFEEZERCTRRBFRBLHIEINT

Data cutoff, August 10, 2018.

aAll subjects from Part 1 and Part 2 receiving 21 dose of [fam-] trastuzumab deruxtecan 5.4 mg/kg or 6.4 mg/kg regardless of tumor type.

ALT, alanine aminotransferase; AST, aspartate aminotransferase; ILD, interstitial lung disease; LFT, liver function tests; LVEF, left ventricular ejection fraction; NSCLC,
non-small cell lung cancer; QTc, QT interval corrected for heart rate.
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BOHIEZICHWT. BERTIEENEREZRUIC

o TRMWT-AE FEAVAYT FIVIATHIISFEHKEDHS
T2 IOI71I ThdZREU
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%% 5Hi g 3128l Phase 2 study (NCT03505710)4h
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R2, human epidermal growth factor receptor 2; ILD, interstitial lung disease; NSCLC, non-small cell lung cancer TIP, trial in progress .
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DS-8201a in Human Epidermal Growth Factor Receptor 2 (HER2)-Positive Breast Cancer

T-DM1ICHEHIHE R (3 e P
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DS-8201a in Human Epidermal Growth Factor Receptor 2 (HER2)-Positive Breast Cancer

T-DM1ASHZEM DS-8201
. HHER2ESEDABEN i /7 (n~400)
T HSHER2FZIEHIFRABE 21
KU/ (I T EmER
HHAERE (n~200)
¢ SINFZT+ARIEEY
AR T-DM1ES DN RITHER A AD A RUEN HAHER BRI R Y/ X

AT FIE BB EXIREL THIHER2IAEYIE SR THBHDS-820 1 a% EAMEER
AR LEBARET 9 22 Mise A AL IFEIRE R IR B IR AR

REBIER 6004
FEFMER PFS
HIYETNEIS OS. PK. ORR, CBR. DOR
JAPIC/CT.gov | JapicCTI-184017 / NCT03523585
CBR : ERBREOEFAME. DOR : ZE30HARY. ORR : 2EINK, OS : DATFHIM, PFS : MISBATFHIR, PK : SYEHE 14




DS-8201%.1'A P3ikE: T-DM1¢DLLE: v

Daiichi-Sankyo
‘ ‘
o5 Q

DES -Breast03

DS-8201a in Human Epidermal Growth Factor Receptor 2 (HER2)-Positive Breast Cancer
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