1/6

WO 2018/066626 PCT/JP2017/036215

[E1]
BHES1:E MEMHER2E/ Y O—F IR AEHEO 7 /EEELS

EVQLVESGGGLVQPGGSLRLSCAASGFNIKDTYITHWVROAPGKGLEWVARIYPTNGYTRYADSV
‘KGRFTISADTSKNTAYLQMNSLRAEDTAVYYCSRWGGDGFYAMDYWGQGTLVTVSSASTKGPSV
FPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVVIVP
SSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMI
SRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGK
EYKCKVSNKALPAPISKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQOGNVESCSVMHEALHNHYTQKSLSLSP

GK

[E2]
mRHES2- £ MEMMHER2E/ Y O—FILIAAREREO 7 /EEE S

DIOMTQSPSSLSASVGDRVTITCRASQDUNTAVAWYQQKPGKAPKLLIYSASFLYSGVPSRESG
SRSGTDFTLTISSLQPEDFATYYCQQHYTTPPTFGQGTKVEIKRTVAAPSVFIFPPSDEQLKSG
TASVVCLLNNEFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVY

ACEVTHQGLSSPVTKSFNRGEC

[3]
ST1616B/TDR (from 13-mo T-DM1 treated Pt)
2000
HER2 IHC 3+

» Vehicle

g T-DM1 10 mg/kg
g

:§

@ ADC(1) 3 mg/kg

ADC(1) 10 mg/kg

14 - 21 28



2/6

WO 2018/066626 PCT/JP2017/036215

[£24]
ST1360B/TDR (from 3-mo T-DM1 treated Pt)

Cubic Millimeters

3000 -

2000 4

1000 -«

HER2 IHC 3+
Vehicle

- T-DM1 10 mg/kg

ADC(1) 3 mg/kg

ADC(1) 10 mg/kg

[Eg5]
i {18
a. ADC(1) z 3& b. 6.4 mg/kg -8~ ADC(1)
' ~s= Compound 1
Mean 8 32 * Mean . =~g@w Total Antibody
1009 e 4

Concentration of DS-8201a (ugimi}

100 =k
.

03

0.01-

| IHIIH! L HIH!(‘ LAl

Compound 1: Payload of ADC(1)

Concerteation (nofml}

18 z 3% 5 54 L [ 1 18 z 36 % 54 133
Time (day) Time (day}



3/6

WO 2018/066626 PCT/JP2017/036215
[516]
B
HES
#a
fEnt §
RE |
fEH |
MRS D &
FrinBR ¥R S |
7 R WL W Grade 2
55 (& B OB B Grade3
RS SRR T 4
#imn B
ASTLR [
AU TINIFHIRE
ELEE
Tk L
0 16 20 30 40 50 60 70 80 90 100
[E47]
ORR - DCR
Response to Tumor control ::t??; control 22::;3,?;;-?3:,‘? previous
Response o subsequent o rateto prior  subsequent ‘
prior T-DM1  ADC(1) - T-DMm1 ADC(1) ADC{1}): Data by ADC(1) who
treatment treatment . treatment treatment already have been treated with
(n=11") (n=12) =11 (n=12") oM

on prior T-DM1 treatment is
excluded

= * 1 of 12 patient data who had no
information of the best response



4/6

WO 2018/066626 PCT/JP2017/036215
[E28]

30 - HErziHC B 3+ E 2+ 1+ Wo

20 | onin ot i s i s i s cmi i i o e s, s i s . . N S A, Yo o s oo s, oo, s s, i i v s s,

10 b

# Overallresponse was PD due to new lesion
| S Current IHC status although there were prior HER2 therapies

32 08 16 54 32 08 08 80 64 64 80 32 64 54 16 64 80 54 64 64
B B G G B B B G B B B B B B B B B G B G

Dose {mg/kg)
B: Breast Cancer, G: Gastric Cancer

Positive

16w Gastric Positive -
k‘g ngs)  Gastric. Pcsfifve :
Breast Paositive
) Breast =~ - Negative
3.2 mg! Wér'e‘ést o Low
kg (N=3} e
Breast Low
3 GE junction Positive
S.4mg/ - Breast . . Positive
kg (N=4) ' Gastric - Pasitive
; : ~ Breast  Positive
- Gastic © Positive
L ;.. Dreast Low
64mg/  Breast Positive
kg (N=6) gast . Positive
¥ “Breast . Positive
Breast .. Positive
e Breast . Positive
Karesgy Cesme how T
. Breast . - Positive
[E10]
£ s
50 .
40 -

best% change from base |

.
.

Tumor size

' Breast cancer HER2 Positive
-60 - W Breast cancer HER2 Low

i Gastric cancer HER2 Positive
8 Gastric cancer HER2 Low
-100 - Others




5/6

WO 2018/066626 PCT/JP2017/036215

[Eg11]

Tumor size: change from base line

[E12]

change from base line

Tumor size

[E413]

Tumor size:

Maximum % change from baseline

Breast cancer

-
AN

Weeks
10 20 30 40 50

e BC HER2 Positive = BC HER2 Low

40

40 -

-60 -

-80

-100 -

Gastric cancer

Weeks

10 20 30 40 50
GC HER2 Positive - GC HER2 Low

L cCc L s ECCLCLCS

IHC data
MHC 3+ BIHC 2+ EliHC 1+
CONot measured . Unknown




6/6

WO 2018/066626 PCT/JP2017/036215
[Eg14]
w
£
©
v - -
b4
&
£
o
w
5 &
ET -
=3
~100 “* @icolorectal MENSCLC  BSalivary ©Othet

10 20 30 40
Weeks



