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NBZEZRIET DEDTEHDFEA.
(. AEBCEBSNZRB(CONWTEENPERZIAD K DIBHTHEDFTIN SBHNTTIBERONS DR, B,
HEFE,. RIRATRRMEFICDVT, SHEASHRIETDIEDTEHDFERA. Fie. AE(CERHE SN TVDETTIL-TUID
1% - BHRZDOMICHRDIBHmIE. DHEIBERFZANVTERIRVWLEEH UIZEDTH D, MODIEROIEHEME. @M. fHEEME.
HIROMREMEF (CDVWCTEHHIRBDIREIZIT O TH ST Ffoe. CNZMAISRIEITDEDTIEFHDFE A
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MDTTFECEIDAFULBREBRBE L. FRAEOHIRTICENWTTHALIZSU,
AEF RKEX(FEARERNZENDT . WHVRBDIEZFIC DN TOEISEIAFHDOEEE X (FARFEDEIAFH TIFHDFE A
AE(HREFRHIMIDSE LR DIBMOLARDAHZENELTHD. HEICHT IRIEREFTEHEDOEE(CHSNTITHIRSZ
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ADC : {ESFER & FEEZEDIES o
PharmTech

ESSENT IGHTS FOR P ACTURING

Antibody Drug Conjugates: A Marriage of
Biologics and Small Molecules

Antibody drug conjugates offer a niche opportunity in drug development and contract
manufacturing

http.//www.pharmtech.com/ Pharmaceutical Techonology, 2008, 32 (6)

v BRPRE GRHRTEN) v RN DBIRIEDE L)
v ERADERENMEN (BT ik v EWERARL
v EWEFR(CRIZEN 3 v BN SREEN DS

& EYIE S {4 =Antibody Drug Conjugate (ADC)
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N N
nfE (K&=) #HEa (h=wy) #1573 (KEWY)

s {EER TR TETDEEDEMS 1EM

HEEE g===y3 fHREE

X b K =

* IRRER - AETOTANAZ<RES
* TNTNORMERER LI OCADREEIDE,
& ADCEABER ICEmA DB L NILOBFIEE, TORATRDHSNS.
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A : iuE

& [EE(OBIRMHDESRIRT IR
2N ETD

& TR EH(TENHREARNTELLT D

C:U>hH—
& FEYPZEREITBIECTCEELTCLS

& =y (Attachment site) D:~R1O0—F (ZEW)
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¢ L 4 mE®DH e T
> Kadcyla® : FIHER2HUA RS XWX T +DM1*, A - S
> Adcetris® : FiCD30HUA + MMAE* RS> U JUE = Do ==
> Mylotarg® : HiCD33Hfr+ DU T 7N 12 2 2 EERIER MR

> Besponsa® : iCD22ffk+ HUT I/ A =27, ,L,\EU //\lil“—_'l[f[lr

*DM1, MMAE : 120V > ESEESR
AU TPIA <Y : DNAYIERH

& NENEFIND =
> EBEARIO— RBODORER
v ESEVIGESE (DAR) DEREN2-4EFZETHD. BINEICER
> U H—DARETEM

v IMAPEERECKDIBMEFRIR. SXU. MPADCRERTICXIDIBREET
> BEHERIO-—R

v Fa1-JUSESHEERZAVZADCHAAZE

v BIfFADCICAILE - MIEDIEE (CX] 3 DiaBENEL )




TERORE TR LTS

=S —

L~ = — /”t @ADCEZW\I

10



E—=HDADCDIEE v

Daiichi-Sankyo

ADC = hiEx + ZJ|EPU>H—

L SAFAUBRE
DHERT

>F=: ca. 156,000 DF=: ca. 148,000 DF=: ca. 1,000
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BIHSADC )) 3 SB—=IHDADCHiT

¢ EENRAO— REDRER ¢ 1581 SUVEMSELE (DAR)
> 2-44E > BRI DMESREROD2-445
PTG —— ¢ WE2: USH—DOBEVEER
L TRk B s IRTROAIIIC <. ERHEHDESIEC
e N AR S5 ENBAIREHEAMEL
EEET CRIB/E ¢ E#3 : U h—oRRE TR
T > AR TR (ST SN YD Z
o BHNRAO—R ¢ /@4 1 =-oTENBRIO—R
> ?&’—% G;‘ED‘G%;(E\EXH?%&%U > DNA MRAYXS—C 1 HEH
- BEEADCIAGE - e | ¢ TES AT —0R
ﬁ%”’%‘ X9 DIaEEN > BRRIBDANRZC DESZRETEMRZRT
¢ e : MPTOREWVWERBONRO—R
> AL TH. MEPEEEAEVDT
N\ KT B
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|
= VEYI{ELE (DAR)
T-DM1 DS-8201
ik NS XWX T FLHER2¥ 4K
RAO—RKR Fa1—TJU>HEH MRAYXS—T 1 BREH
(DM1) (DXd)
DAR 3.5 7-8

iERE=S
X =

, 3
? 4
5
1
DAR

Source: Ogitani-Y et al, Clin. Cancer Res. 2016; 22:5097-5108, Marcoux-J et al, Protein Science 2015; 24:1210-1223 14
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|
EMHEFNTOIT 7
T-DM1, 3.6 mg/kg (T — X 1) DS-8201, 6.4 mg/kg (T T —X 1)
E7RZS — T-DM1  — RAO—R — A — DS-8201 — RAO—-FK
(DM1) (MY A
te+05 AL | 1e+053 I$\
— 1e+04 ! | — le+04 -
£ £ 5 :
Sy 1000 | S 1000 |
= , £ E |
i 100 : ETN 100 :
?J!E 10 I .EI'_E 10 I
H l s - I
o | ﬂﬁ‘ 15
g o ! oig |
0.017 | f A R e ay
0 63

DS-8201: U > h—LZFEMHICKDIEVERNO— R

Source: Krop-I et al., J. Clin. Oncol. 2010; 28:2698-2704, Tamura-K et al., abstract 4585 (LBA17), ESMO 2016 15
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\ / O o h O ~ o%
N\/\/\)LF/\H/N\)LH N\)LL/\o/\(O Digestion
o) (o] Y (o) WNH

The linker is connected to
cysteine residue of the antibody
via thioether bond

Daiichi-Sankyo

NATERRLUTWDHT TS 2 ICKDHIIER

L
s

GGFG based
linker cleavable

DXd

The linker is connected to
lysine residue of the antibody
via amide bond

'\W(/ o .
N s\: - L8
o

N:
Digestion o ./~
5 —>

o
H,

Lys-SMCC-DM1

SMCC linker |
\ non-cleavable

VY — LDHRDHE > )\ DB EEE SR (C K DU’
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|
T-DM1 DS-8201 SYD-985 XMT-1522 MEDI4276
FFEESE Genentech F—=H Synthon Mersana MedImmune
R1O— R DM1 DXd Duocarmicine AF-HPA Tubulysin
PATYAT T pnaga
IEES
> h— FEfREEEY R i i iRt firmi
o o~ p HEISAT1> #HEIATA> #HEIATA EIXRTA
l':lélz/_\ll:ltz =z E = =
e VP PE BE BE e
EYEEE
(49) 3.51F 7-818 21l 12-154& 44
E MERRFE " <k ok ok
(Ph1ZRERES) 3.6mg/kg 6.4mg/kg 1.2mg/kg 0.765mg/kg RFEX

*Yamamoto-H, Jpn J Clin Oncol. 2015 45(1):12-8
**Aftimos-PG, SABCS, 2016
***Buris-HA, Mersana homepage TPS2606
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@ ¥ARD b1 Y XS —1 1 BHE{LEY) Dxd
® DXdIFTY JFTH> KDEF10EDEIITIRVERE

SN-38 DXd
(AU JFTH>OFEED) (DS-8201DiEHFHNRTO—R)
H 0’\r»0
NH
H O 0 KN
J N
N
/), .
HO™ O
> 0O
- HO
TOPO 1 IC,,: 2.78 pM TOPO 1 IC,: 0.31 pM

#1/10DE THRNBH BN D

TOPO IICy, : MRAYVAS—UEERZS0%EET DRE
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|

¢ T-DM1M M AHERZ(N87-TDMR)(. HER2(IFIR I DH\ R/ X1 O — FDM1(Tx UERRESZ M

i i B = WT:paron N87-parent N87-TOMR
£ 10} € 10 % 100 — NG7-TOMR
M W o
& ™ s & 75
H H H
@ = g & 5
& > = £
5= SN= S=
25 254 254
0 T T T L\ 0 T T 1 T 0 1 I ! I
100 104 100 10! 102 104 109 100 109 102 104 100
s § = SEE
T-DM1 (ug/ml) EE Trastuzumab (ug/ml) = DML (M) = HER2 IHC score; 3+ HER2 IHC score; 3+

¢ FEREFDORERDINRAO— R&iEEH LTZDS-8201(EN87-TDMRI(CX UBN T3 R & FiE

a N87-parent N87-TDMR
501 100-
o~ 40+ Ny 80
8 E 7 - Control
£ 30 = 604 — T-DM1 0.2ug/ml
< =<
xR E -=- DS-8201a 0.2ug/ml
2 204 2= 404
10+ 20-
- . Takegawa-N et al., Int J Cancer 2017
0 5 10 15 0
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Cubic Millimeters
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ERER U ITh AR

2000 -

HER2 IHC 3+

1000 -

7

oA

Daiichi-Sankyo

T-DM1IE5EEHRRMN AR EESY) TS )L
T-DM1T1345 AiaBEcsn/izE2a LD

Vehicle

, T-DM1
10 mg/kg

DS-8201
3 mg/kg

DS-8201
g 10 mg/kg

Cubic Millimeters

3000

2000

1000

Source: Tamura-K et al., abstract 4585 (LBA17), ESMO 2016
S5IE MDD E NEERREN ABMBIEEIY TS )L CIRERIRZHKIE

Fa1IJUPRERZEH LU T-DMLICHIL -

T-DM1C3s AiaEcsnizE2a kb

FRHR U 7= DV A fH R
HER2 IHC 3+
Vehicle
T-DM1
- 10 mg/kg
DS-8201
3 mg/kg
| DS-8201
0 7 14 21 2s 10 mg/kg
S S
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s U2 ERAE. SVREBRTZRI KDCTTA>

Heterogeneity of IHC staining in gastric cancer

All cases classify into HER2 score 3+

¢ NWAFEEEATORN AFREOER ¢ EEEEEERI(SEFE (C 3t L/_C})J"Lb‘\/\J;}J%’cT:%E
¢ ENORIRIFXISIBEEDD ¢ TETEFRNHMAMBEHMNRZUDESETRIETE
BNIZEIER

Doi-T et al,, abstract 108, ASCO 2017
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1SS A RIS —HR  in vivoTZER ()

HER2FZ 4 MH AFHAE &
HER 2 2N AMIRE (LucBEFZEAN) =

N D RADENSIE(CHIZE HRE

1.E+10

= N _ T-DM1
T 1E400 > ;O-—-J)b
> <O—-J)L £
> 1.E+08
~
(S
™ 1.E+07
DS-8201 %
I\
3 mg/kg L 1.E+06 DS-8201
1.E+05 4 T T \
T-DM1 0 5 10 15
10 mg/kg T R5%E
ILV.

Ogitani-Y et al., Clin Cancer Res 2016; 22:5097

¢ DS-8201#%5(C K D B EEE DBAMEILIRDS & fEsS

SLudEEFaEA UICHER2[ZED AMRDHER DR EINIE
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® DS-8201(C KD HERZKFIR TDI\A RS A —5hERO&REE (FIfGEK)

HER2 {EFEIRIAD A EEEROZE(L (mm?)

BERR [EEBHEES )L ST565 EEME EEEEETESTIL ST565
(IHC 1+, FISH -)

2000 |
3 A e s ’ — T-DM1
PO TN T 8 T M i A X "£ 1500 1
:e:,}%f"?,}\-,:- & 3'.;.',0:.:':. %'\"f:‘" :é'?:‘ ﬂiﬁ%iﬁ(l-'-) g
2 e ERat R AR e N g A e TN — [
:ﬁgﬁf};"hsg: AR B s ¥ i 1000 - Vehlfle |
S SR ﬁ hSRAWXID

i 500 DS-8201

10 mg/kg B85 HEES

=E>

Source: Ogitani-Y et al., Clin. Cancer Res. 2016; 22:5097-5108 24



151856 : M T O\ (¥

¢ ADCOEREAINMRPICERE(CFEITDSEN. BHWERDO—K
¢ EREEF LRV CHEEESND XS (CT T A2 9D L TERWERZER

SwMCBIFB4EHE (B5R)

DXd* (DXd-ADC @ R/O— R) 0.9
DM1** (T-DM1 OR/40O—R) 3.3-10
MMAE*** (Adcetris 10— R) 5.7-11

* In-house report
** KADCYLA BLA
*** ADCETRIS BLA
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BIHSADC )) 3 SB—=IHDADCHiT

¢ EENRAO— REDRER ¢ 1581 SUVEMSELE (DAR)
> 2-44E > BRI DMESREROD2-445
PTG —— ¢ WE2: USH—DOBEVEER
L TRk B s IRTROAIIIC <. ERHEHDESIEC
e N AR S5 ENBAIREHEAMEL
EEET CRIB/E ¢ E#3 : U h—oRRE TR
T > AR TR (ST SN YD Z
o BHNRAO—R ¢ /@4 1 =-oTENBRIO—R
> ?&’—% G;‘ED‘G%;(E\EXH?%&%U > DNA MRAYXS—C 1 HEH
- BEEADCIAGE - e | ¢ TES AT —0R
ﬁ%”’%‘ X9 DIaEEN > BRRIBDANRZC DESZRETEMRZRT
¢ e : MPTOREWVWERBONRO—R
> AL TH. MEPEEEAEVDT
N\ KT B
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ADCIS>FvALRX
B ok
72%;%%)# B=E S i BIER AR JI1—X1 EREEAEER
, Ds-8201 HhA. BhA. KB
(HER2) DA FEINRERED A
, U3-1402 LHA.
(HER3) JE/NRRRE DN A
3 DS-1062
(TROP2)
4 DS-7300
(B7-H3)
5 DS-6157
(GPR20)
¢ DS-6000
(3EBAR)
Bz
7 (TA-MUCT) ERzh'A
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DS-8201 : iXERETiH|

2019FF48IRE
FY2018 FY2019 FY2020 FY2021 FY2022
B AIE P1
HER2[5 1% FLHYA T-DM1BEAE a5
EHE5A P2 DES -BreastO1
HER2ME1% TLh%A T-DM1EEAR a5
?UJ“ /U vs EEDRIRAR P3 DES -Breast02
(20—/UL) HER2IE1E BLA'A, vs T-DM1 P3 DS TINY-Broastos
HERZ‘E%EE gl‘b‘h P3 D‘“é -Breast04
HER2FEIH BHA 351>
vs [EEFEEIR&E BBE5H P2 (HER)
SHhA SR nd=¢ > 5 SEE S0
PO HER2FEH BHA 251 > vs IR P3 (BE)
HER2FIR Bh'A P2 (CKER)
KO A HER2FIR KEHA P2
BB A :
@a—JuL) HER2FEIR JE/NdIRaRBH A P2
HER2FIR ILH'A - BEIEDA ZRILNY T A Plb
#tH

HER2FIR AHA - FIEMRBR D A ~RADOUXIT#H P1b
HER2FIR BElfzh'A PNV T 1A P1b

HER2FIR ElRzHA TKISHA P1b
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FAsRDA%FaR

CR (complete response)

EEER

PR (partial response)
a3

ORR (overall response rate)
EEIPER

DCR (disease control rate)
WA bO—)LEK

DOR (duration of response)
ZENHARE

PFS (progression-free survival)
IR A {7 HAE]

PD (progressive disease)
TREAELT

SD (stable diseasd)
T TE

>
Daiichi-5ankyo
RANTERICHR DL

WADRKEH30%L LI INU. BN A4ERE R
JZIRRS

BEGIRDG D IcBESADEISG. CREPROGETT
xR

FERZ > hO—ILTETCVDBESTADEIS
RN\ FFHe 9 D RAE]
NADEITT D ER<EF LU TV DEAR-

NANEITI DL

SBBORIE THADKES (BR) HEEFEN>T
LV VIREE
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FEE T 1 XDIRAZALE (%)

S
AJ
=
X
80 Q
60 | N = 104 N 100
Y 80 4
40 - II\{S .
Iy . 60
20 - B o]
0 I% 20
A
I N -20 71\
Y _a0-
-60 o IIQ 60
-80 | _so0 -
-100 - ¢ 100

Data cutoff for this analysis is April 18, 2018
Iwata et al, ASCO2018 Presentation

FEEORR (n/N) DOR, tisk{B ]
> DCR % (n/N) % o fE,
(o)
HER2PSIEZL AN A 59.5% 93.7% 221458
N - 114 66/111)  qoar1qy 207 (N N 0.8 27.9

(49.7, 68.7)

NE: not estimable
Lancet Oncology, April 29, 2019
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120+
80 N =50 g 100
7] 134 80
3 60 IS — |HC 2+
R X 60 ———IHC 1+
v Y
F’ii’ 40
{43( e T
Q e . ‘ -
0% § \ 0 % N
S 3 \ R 20BN
~ ¥ N A e e e
% % Y 404 \R
i . X -0 ————— .
1 ol HR negative ¢ 807 _—
IHC 2+ Fﬁ\\‘k\ —100 T T T T T T T T T T T T
HC.14 10 20 30 40 50 60 70 80 90 100 110 120
BT FISH Neg &\\‘ e, Weeks
SHR(EEE T 1 XD30%RBRU20%IEZRL. TNTNEPDEN. REETOHY hAD

HR, hormone receptor; IHC, immunohistochemistry.

FEEORR FEEDCR ek PFS
n/N (%) n/N (%) rhoR{E (EEE), B R{E(95% CI), B
2AEFI(N = 51) 19/43 (44.2) 34/43 (79.1) 9.4 (1.5+, 23.6+) 7.6 (4.9, 13.7)
S0 —-7F
IHC 1+ (n = 27) 7/21 (33.3) 14/21 (66.7) 7.9 (2.1+,11.3) 5.7 (1.4,7.9)
IHC 2+ (n = 24) 12/22 (54.5) 20/22 (90.9) 11.0 (1.5+, 23.6+) 13.6 (NA)
HR+ (n = 45) 18/38 (47.4) 31/38 (81.6) 11.0 (1.5+, 23.6+) 7.9 (4.4, 13.7)
CDK4/6FREFIBL/ATEE (n = 15) 4/12 (33.3) 9/12 (75.0) NR 7.1 (NA)

ICTTRGEEZEI= Modi et al, SABCS, 2018: Poster # P6-17-02, Abstract #486 32
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|

5@ ﬁeQ( 100
< . 80
E;, 60 T‘\S o
k%) 40 i
P LN
Ky 20 - - n
-|< o
g 0 S
iy
e ~
N -20 R
----------------------------------------------- A
N 404 s
h | In -80
g 60 Ko
e | & -100 T
= -807 9 o 10 20 30 40 50 60 70 80 90 100
1004 W eeks

1B EDOR—RSA U EDRFT v 2 EEURKBREZ ST . miREZTNTNEEY 1 XD30%HM U 20%E xR
RERZNC(F2E_ EDRF+ > = EhE LI iEeE. 2EEDOF v URIICRENET. FTREVHVERIERICSWNTEEEZDRIE UBREEZSD
F—AHhw AT : 201854818H

FETEORR (n/N) DOR, HR{H

S ’ sesect m
% 95% CI), B
(95% CI) (95% CI) 95% CI

HER2BEMEE N A 43.2% 79.5% 5.64 8

(19/44)
(28.3, 59.0)

7.0 (NA) 1.2, 19.6+

N =44 (35/44) (3.0, 8.3)

INSEOIINEEEZEN ata et al. ASCO 2018. Abstract # 2501 33



DS-8201 : P15HBR HER2%HI;

X Z(ZHER2ZEFRIE/Villikahbh A

o
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F—AHw AT : 2018FE8H10H
IHCORIE(ZO—HILSRTENE

HER2FEIR KT (FHER2E R
FE/)HEREARAN A

N =18
HER2ZF FE/NififafmA A
N =11

58.8% (10/17)

FEZEORR, %

(n/N)

72.7%
(8/11)

IHC | 3+ | NE | 2+ | NE| 3+ | NE| NE| O | NE| 2+ | 2+ | NE | NE | NE | 2+ | NE | NE 120
ISH| NE | NE | NE | NE | NE | NE| NE | NE | NE | NE| + | NE | NE | NE| - | NE| NE 100
v ¢ | v | 1 [ § o
S
40 X 60
_ N 40
X 20
= N
B e
AJ
-20 R
|1& N
Q | Y
A X
H 80 |
Ty _ ) <
Im .80 Exon 20 insertion
= Single base pair substitution
Not examined/missing
-100 -

fi#£%E DCR, %

=
=

1 year

R Efd L//EEEFﬁIﬁ
R

(n/N)

88.2%
(15/17)

100%
(11/11)

60
Weeks

E20, exon 20 insertion; EC, single base pair substitution at extracellular domain; IHC, immunohistochemistry; ISH, in situ hybridization; NE, not examined or missing; TM,
single base pair substitution in transmembrane domain.

DOR, H52{H PFS,HA5R{E
(g2ME), A (g2ME), A

9.9 141
0.0+, 11.5)

11.5 141
(0.03+, 11.5)

70

(0.9, 14.1)

4.0+, 14.1)

80

e R@lehf==el= Tsurutani et al, WCLC, 2018; Abstract #13325
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DS-8201 : P1:%E8 ABEHA (IHC/FISHIC & 3 HER2FEIE) @)

Daiichi-Sankyo

¢ HER2 (IHC 2+, 3+) [C&1FD ORRI& 27.3% (3/11)
80
. 1 year
B £y === RAS mutated
= 407 S — RAS wildtype
g ofh .
Y KK [[ETel)
A,\e 0 |_| I_l I_I o | [ I e WP Kr/ N K K @IL%
_ii( IR IR IR IR IR IR IR i
R 201 8 ,
I 0 P )
S 4] R P
Y o] K:KRAS mutated - g —
H N: NRAS mutated IN \
I{g@ 80 IR: Irinotecan pretreated |\|(,\a s -
= 100 JHEES e 1+ [HCo [FisH+| [FisH-| [ FiSHnonevaliabe | ¢ a0
HERZAS — SR IHRIFD > TIVELS RS TL NOZRIFA TCTERE A
SRR (IFEBE T 1 XD30% R UV20%IEZ R L. TNENEDER. RBEITDOHY AT

FISH, fluorescence in situ hybridization; HER2, human epidermal growth factor receptor 2; IHC, Weeks

immunohistochemistry; IR, irinotecan pretreated; K, KRAS mutation; N, NRAS mutation

#%E ORR, % | I#3E DCR, % | DOR, HRIE PFS, HIR{E OS, A {E
(n/N) (n/N) (F2E), B (F2E), B (#2E), A
KO A 15.8% 84.2% NR NR

N=19* (3/19) (16/19) 0.0+, 5.5+) (2.1;8.3) (1.0+,179+)

* SHEETREMER] (2061 DE FRERE DS BIHC 0DHRERE 1HIH HBAREE

SVIeret === Yoshino et al, ESMO 2018; Poster #563P 35
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DS-8201 : P1iiB&Lancet Oncology FLH'A

NRIVW XY +
NSAWXVYT

T-DM1
(1L, tBR
AhB%Ih)2

T-DM1
(2L)®
+ REFFEL
(1L)*

9.6m
DoR 20.2m 20.7m 12.6m 9.7m
OS 56.5m 53.7m 30.9m 22.7m
ORR 80% 60% 43.6% 31%
REBBILED
SBERET S 0 0 1 E

DS-8201°

NR

59.5%

7
T-DMIRTAEE100%
NRIVY XA T HIEHE
88%

L CLEOPATRA (NEJM 2012), 2 MARIANNE (J Clin Oncol 2017), 3 EMILIA (NEJM 2012), 4 TH3RESA (Lancet Oncol 2017),
5 Lancet Oncology. 20194F4H29H. m: 57 H. NR : Not Reached
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DS-8201 : P1:iE® Lancet Oncology BH'\A )

FSAYVAIYT SALASIIID + T-DM1 DS-82014
+ {LEE {EEE% (GRBRARRIN;
(1L)? (2L)2 3+L)3

OS

ORR 47% 28% 21%
I=r
I 0 L L

1 ToGA (Lancet 2010). 2 RAINBOW (Lancet Oncol 2014). 3 GATSBY (Lancet Oncol 2017). “Lancet Oncology. 20194F4829H%1T
m: A
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& SRREIEEEIHIRE UINEPEE S THITE SNZILDDES!
- AEHARIOHRYELIOSH ; 29.5%0D#EERE H180H L _E DA
ILDFAEE CORARIFRIMELI49H

258
2HE.
N = 665

SEBRIERS

BERE(TERD N RSN (%) 30 (45) 23(35) 6 (0.9) 2(03) 5(08 66 (9.9)
SMEBHITEFFMHER]. n 16 13 4 0 5 38
JRERZE DBSES D L SNZID 11 12 3 0 4 30

F—5Hw hAT : 20185F10815H

- 2018%F38 : ILDH'DS-8201DUR I EUTERE : EBRFP VS 3 >EET
- FIEESKF(CIERE (OEEMAIE U, ILDDEJEEMEDH DIMEREIRN & D 1255 (ESK]E
< KOMKEE
- SBEREREFEER (CHT U, ILDDEEONDT —RXDEZFU> YD, i, WNIEECEIT D
TN PAN EEE et b e i

2019 EF BENZ2ERF v NR—2]
[DS-8201 : ILDDEERDI=HIC RO I ——>TULFULIEh? ]
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Hmd>toJ b
ENETAHRE{LT BADC:
INNUYWRD (THER3IE) (C PR YAS—TFIBRERIZEEHU.
HER3FEIREEZ®F—I'Y TS

HER3 U>h—&R1O0—kK:
ATE(LE : ’ )

Va

YO
o
[ 50-80% N\/\/\in’\rn\iN’én\j‘N’“O’Yo
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U3-1402: HER3MEME #1F/BRAD A TOEIM »

Daiichi-5ankyo

ClinicalTrials.gov Identifier: NCT02980341

60 Best Percentage Change
in Sum of Diameters From
Baseline in Target Lesions*

0 Percentage Change in Sum

40 of Lghgest Diameters

S
(5]
=
5 3
2 8 20
(]
ZE = a- |
— § g -20
S m 2
Ty & 40
= © —1.6 mg/k
g 2 % -60 me/ke
ot i —3.2 mg/kg
: = -80
(]
-100 4 ORR': 15/32 (47%) %" -100 —6.4 mg/kg
DCRT: 30/32 (94%) 5 120 —8.0 mg/kg
-120 - - -
g 0 10 20 30 40 10] 60 70

WEES

Potential against HER3-positive, advanced/unresectable, or metastatic breast cancer

*Analysis set: Efficacy-evaluable patients with at least 1 scan.

Baseline is defined as the last measurement taken before the first dose of study drug.

TInvestigator assessment. For each patient, the best percentage change from baseline in the sum of diameters for all target lesions is
represented by a vertical bar.

DCR = disease control rate; ORR = objective response rate.

Source: Kogawa-T et al., Abstract #2512, ASCO 2018 43




U3-1402; 8B ADRZEHED Y —

aEREhR{E(F1058 (FEH : 21-336)

#itEn (%)
1) —
L 4)) (N = 23)°

EIREAFROBERZBIDIRVTEAE 23 (100.0)
FH| & DEESD D 22(95.7)

EIREFROBEEZBDRV, AETTRIRLE
BEERBEEER 6 (26.1)

HH| EDEES D 3(13.0)
SEBABITE - SAREERIEICE D JETEAE 1(4.3)
HE(CEDJZTEAE 7 (30.4)
15 hR(CE D JZTEAE 6 (26.1)
JEICESTEAE 0

Data cutoff date of February 25, 2019. 2 Safety analysis set included all patients who received 21 dose of U3-1402. SAE, serious adverse event; TEAE, treatment-emergent adverse event.

Source: Janne-P et al., Abstract #9010, ASCO 2019
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ZARIFEGFR-TKIMTE(C BT B U3-1402D%EETETE

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

PR Confirmed
partial
response

KRDZEAEER (%)

=
H2

EGFRBHELER-

NE NE NE NE
NE NE NE NE

EGFRMEZEAR TR 1790

INE i e g
|:| 4 ) WNELA Y EN Y

Amplifications® CDK4

NE  ESAEEDSNOFHE-EE

NE
NE

NE

PR

I [RET: S O 1 L O 11 SO - LT3 Ex19del | Ex19del | Ex19del JMEREGM Ex19del | Ex19del | Ex19del § Ex19del | Ex19del PREEYEM Ex19del | Ex19del

T790M T790M  T790M T790M NE

NE

N

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.
aLocal testing as reported by the investigator. PPerformed centrally using Oncomine Comprehensive assay v3 from formalin-fixed, paraffin-embedded tumor tissue.

Slides are the property of the author, PRESENTED BY:

permission required for reuse.

Source: Janne-P et al., Abstract #9010, ASCO 2019

Pasi A. Janne, MD, PhD 45



U3-1402niE5E & TEDFFRFIVZZ(L

-o * 3.2mg/kg
-+ 4.8mg/kg
- 6.4mg/kg

x JaBEHLE

<
o
X
S
N
\v
i
Ik
B

Data cutoff date of February 25, 2019. Sixteen patients received 21 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.

Source: Janne-P et al., Abstract #9010, ASCO 2019

Slides are the property of the author, PRESENTED BY: Pasi A. Janne, MD, PhD 46

permission required for reuse.



U3-1402;a8 kAR

o
o

TAEEEE LiaRHAR

PR PR
PR PR
SD SD
PR PR
N=23

= 3.2 mg/kg

B 4.8 mg/kg

= 5.6 mg/kg

B 6.4 mg/kg
-> Treatment ongoing
AE adverse event
CP clinical progression
NE not evaluable
PD progressive disease

PR partial response
SD stable disease

]
I
I
00000000
| ]
| ]
|
NE
NE
|
NE
NE
0000
I
| ]
]
00
I
00000000
I
00000000
00000
I

T

0 150

0

Membrane H-score?

24 30 42 48
arEir (GE)

Data cutoff date of February 25, 2019. Safety analysis set included all patients who received >1 dose of U3-1402. 2Membrane 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.

Slides are the property of the author,
permission required for reuse.

PRESENTED BY:

Source: Janne-P et al., Abstract #9010, ASCO 2019

Pasi A. Janne, MD, PhD 47



U3-1402F5REH

65mBIENSCLCES
BB ERD : e
il S2ATSF> + TRRSR +RT
EGFR Ex19del — TILOF=T
N
2013 — Y
)\
2014 — PI(
<
2015 — 7r;>><)b71:
g)b/‘ﬁjia’-\/v\v( (NPES
+ RATOURY T
Em)
AWV FZT N
EGFR Ex19del/T790M ASXIYLFZT +
1N )57
EGFR Ex19del/T790M:; oIIF=T
MET S ;7;\:;\);)2:97:;7 " Patient of Dr. Mark Awad, DFCI

EGFR Ex19del/T790M/G724S;
low MET copy gain;
plasma EGFR C797S

U3-1402, 5.6 mg/kg

Source: Janne-P et al., Abstract #9010, ASCO 2019

PRESENTED BY: 48
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DS-1062 : EIRMDARAICE B EMEE BZLRDINSVR U

Daiichi-Sankyo

NAM DS RICIRBINSTHA > ENIETROP2 ADC

/ ~RAO— K
\/\/\)LN NJNE\)‘NAO o "
\q . f - Y T e MR USRS —P T
U Gere UL PR
] cleavable 5 ’
i . _
#ATROP2 b NMEE/O—F %iﬂ%ﬁ%%ﬁzé
JLIUA (higGl)
IERIRMC AR ENJ=DAR*4 @ SRIRHYIC SRS N/=DARA
HIC B ME S A 5 B3l

S0~

25

- T v T T -
o -] 1" 15 2

*drug-antibody ratio GE¥II4ALL) 50



DS-1062 : Sacituzumab Govitecan®DLbiBs O

DS-1062a Sacituzumab Govitecan-hziy
(Daiichi Sankyo) (Immunomedics)

AR MAAP-9001a (humanized IgG1) hRS7 (humanized IgG1)
R1O— K DXd (Topol inhibitor) SN38 (Topol inhibitor)
YKL 4 7.6

V> H—DtiEfR Enzymatic pH-dependent and enzymatic
& b TOHIRER TBD 11.7 h at 10 mg/kg dosing*
n . : 10 mg/kg
333737 q3w regimen at dayl and 8 of 3 weeks
E~TD :
=4 RS TBD Neutropenia, MTD=12mg/kg**
HFEAT—> Phase I NSCLC Phase 3

* Reported in ASCO 2015 and AACR 2017

** Clin Cancer Res; 21(17) September 1, 2015
51



DS-1062 : BFEIE/NHRENA PLRERTH 1 >

v

Daiichi-Sankyo

JEMHRERED A 2 3951 >

A TROP2 (IHC) Z=E&0Y (5

Q3w
3~ subjects

J/R—b1~8 6.0 mg/kg

Q3W

4.0 mg/kg
Q3W

2.0 mg/kg
Q3w

Dose

3~ subjects

3~ subjects

3~ subjects
1.0 mg/kg

Q3W

3~ subjects
Q3W

52

MTD
3~ subjects
10 mg/kg
Q3w
3~ subjects
8 mg/kg

RERH
TROP2FEIR (C KD EEHEIR(IEMEI

n=40 (HEHE)

GO/NO-GOXIBrDTZEbNR &
4% 51l

l

NSCLC POCH{51%
+ TROP2ZFIR 9 DEDD
N ANER

EMERA
n=40

( )

\, J
( )
ENENB
n=40
\, J

IHC : immunohistochemistry, POC : Proof of Concept, Q3W : 3B(C—EDi%5
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DS-1062 : TROP2% =M & ULIEADC  MTD Not Reached &

Daiichi-Sankyo

¢ ZEMYYU— : TEAERIRHIE(10%L_L)ARBEFROBEREDT

TEAE, n (%)

JlL—Rz3a2b
2 TODTEAE 34 (87.2) 16 (41.0)
TEAE. EARFERI(EEBEDION L)
sdpl 13 (33.3) 2 (5.1)
S 12 (30.8) 0
=il 9 (23.1) 0
BAURIE 9 (23.1) 0
eSS 8 (20.5) 0
SFEA D RIG 8 (20.5) 0
304 6 (15.4) 0
@t 6 (15.4) 0
AN 5(12.8) 0
SRUNESE 3 5(12.8) 1(2.6)
B 5(12.8) 0
T 4 (10.3) 0
& 4(10.3) 1(2.6)
RERH 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=8§;
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.

ASCO 2019 Abstract #9051 53



DS-1062 : TROP2%IEHI & LIZADC HAIEE/FF (%]
& ZENS3NZ 2mg/kgl L THERR

BRRZEICHITIRN—RASA OH5DRREDSTHDORAZ(LE(N=33)

100 - DS-1062a dosing group, mg/kg
== PR mm 0.27
SD 0.5
(110 PD 1.0
2.0
m 4.0

0.27 mg/kg

Best percent change in sum
of longest diameters from baseline

Patients

ASCO 2019 Abstract #9051
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DS-1062 : TROP2%1ZiI & LT=ADC W

Daiichi-Sankyo

¢ ARAE/MR)\NASF—=TJ0Ov ~ (2019548 12HPreliminary data)

IR—k1  jk—bk2 Ok—bk3  TJKk—b4  OK—b5  Tk—bk6  TK—b7
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
a0
80
70
60
20
40

» / /Ly

iy \/ [

|\ 2-e ®-4
10 \ - )
il 2]
20
230 A\ \

@)

EREY A X(%RN—R51 2 5DZEL ()

-40 &

=0 < \

0 N\ =Pk

o e A T(TBHIT

e 3 BIDPRETER
109 1 PR 2 PR 3 PR 1 PR’

S50 5101520253050 5101520253050 5 101520253050 5 101520253050 5 101520253050 5 101520253050 5 1015 20 25 30
Data cut : 12APR2019 Weeks HFHFERDOREZTRT

INERO LR, AR IEOEEDAREDORIET —5
ASCO 2019 Abstract #9051
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AML / HEM IS > F v 1 X DER (@

iichi-Sankyo

« QUANTUM-FirststBR G /= (CE2HT S N/ZFLT3-ITD AML)
(FFi8% _FOID .,
90%LA_EHVEFR

« 2019FF48 ICHARTRAETHIRZY > ) CIE (2T U SBR[ 7
Eﬁjﬁﬁ% J ERIETZEE
- - JNAREAA A (SCLC) T 1 —X1:RERRIMA

ettt | - ASCO (Abstract#2004) C J T —X1IBRDEREFR
mPEEA!

DS-30§?2| c FHIIF I ETHIFSODT T — X 1D
RGN | FIE ) (— NERh

(milademetan)
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DS-3201 (valemetostat) : 5 177JLEZH 1/2BH=EH] O

DS-3201
EAXBR>H3 (H3K27) DAFIVEERBEFRE THDEZHLEEZH2DE I HDE RN
17 )LEEEH

TESIRFTADADHULBER7IO—F

H3K27 @ kU XF) UL

PRC2 (with EZH1 PRC2 (with EZH2 (H3K27me3)(3. ABZBIDH]
e ) M“ ) BT EEETD

ﬁ' EZH1 BOOREREF

)H3K27 PR A (EH3K27 DiEFI X F

: H%K27( x ( H%K%( K ) N .
d )}L )}v )?)u )?)_ » _ )}), )}L )}L )})_ -» ))); })) })))) )))})))}) IUEZBTICFFE . EZHLE

EZ PRC1
é CH3 —_—
« EZH1&EZH2DF5-1 7))

;)

MWWNINZ EZH2DRIDARBA =X L
07r|:|79=>§1's—"?=i§'[$ a7|r:wa=>ﬁ_ﬁ#is'r$ (CFHBEBDOEEZBSND
A AT
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Daiichi-Sankyo

® IJ7—RAb 1> - DSALRDEBBEZHL/2[EEH!
¢ FREMETHREY > INE (PTCL) Z2DIFRSF> U > )IEPLHERD
EPFFEL D, BFE/ESEPTCLOBRENRICARITEERREMBIC

BRERI(HERNE IFRDF VU IINEEE(CHT DEPER

100
ié% 50 PTCL
K & THFEH SRETBIERSES
S T R | )
5 ° o BLUSVMEBIICHD. HBICER
D LIS & EFRAE
R -50 ® BUWFURAY S - AF1 AL -
% ——X GBEATZ 3> hWany)
100

Bl (N=2)pE ATHARZ Y%/ ) CHE (ATL/L)
B (N=2)ftcHEEhBRWHRATHIIY>/(EE (PTCL-NOS)
= R sy
N=3)UEA MR B4R ) ChE(DLBCL
(N=8) BRI BN/ iE ASH2017

Maruyama D, et al. ASH 2017. Abstract 4070 -
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REEMA
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DS-1001 : B%hiE BAHI/INE v

100

6)] ~
o (4)]

N
[4)]

N
o

Best % change in SPD from baseline
& o

u
o

-100

Daiichi-Sankyo
|

m SRS
nISERAIFFEE

A A

.....-||III|||||||
- IERZHIETR (n=35)

ORR: 17%(1CR, 5PR)

B E: 20%
« &ERFEIFEEME (n=12)

ORR: 33% (4MR)

st EE: 67%

BRI UA—XCESWTETNREEENED SN
ISRAINERE KNEFRIFHEEER (CH VW TERWVLRIENRDH SN

Source: Natsume-A et al., Abstract #2004, ASCO 2019 61



DS-1001 : 3% ;aRARK & itk T D

’\

As of Mai‘ 7,2019 Daiichi-Sankyo

A —_
et — -
BAy N —_ ORR = 33% (4MR), DCR = 100%
JE1EaE = !
3 - R = SAEHARITSE = 9.14 3
(n=12) . = 67%DBE N B HR1GT
— = ==
A . _
.
l‘ g
“ i == Ongoing
. P > & Progression
1= 2285 . . A first MR
i%ﬁﬁ . % A firstPR
(n:35) g A firstCR
.
. ORR = 17% (1CR, 5PR), DCR = 49%
3 aEHAEPRIE = 234 H
X 20%DEE AR HEEE
.
*
.
cln 1I2 2I4 3I6 4I3 elo 7I2 8I4 9I6 lCIJS 12Io

Treatment Duration (Weeks)

o SEEFIFEERI A —TEREEE TR IS MO—JLOIEEN
HO0UiE9.1H B. 67%MDEEH L)
« —HNIGTDE. RILOFGEEE IS CTEMND T

sad BN Tz (e

Source: Natsume-A et al., Abstract #2004, ASCO 2019
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TEA> 0> — RIS/ (1 TS > (201946 B BIE) @

Daiichi-Sankyo

I

—&/J0SI O MES ATF—2
BiRER

2N A (HER2BZE  T-DM1BEAE)

FLA A (HER2BZ%vs T-DM1) B KB TR
DS-8201 (HiHER2 ADC) FLH A (HERIEFETR) BKERE
BAA (HER2ZRIR  NSRWYIXYTELAE) =[]
REahth EESO 2
NSCLC HKER g
AnA. BEREDA (CARILTHA) *%
U3-1402 (HtHER3 ADC) DA X d
NSCLC * S
DS-1062 (HiTROP2 ADC) NSCLC BXx
E S _ AML (BESEIE/E551) By 30
FH)LF =T /AC220 (FLT3PEEH) —
AML (15t S5 >) SEACN 4
DS-3032 (MDM2BAZEH) B o =
: AML B 2
i PTCL B D
" _ ATUL = [
; DS-3201 (EZH1/2FRZEH) AML. ALL " S
; SCLC * 4
"l PLX2853 (BRDABAZEH) AML. EBEfZh'A * D
; DS-1001 (IDH1mPEZEHI) RIS = D
| Axi-Cel® (ICD19 CAR-THlRZ) BCL B . »
el RFSHILFZT(CSF-1/KIT/FLT3BEER]) | TGCT kI — e
i% DS-1647 (G471 JLR) SRR NS 5 S
" DS-1205 (AXLBEEERI) NSCLC [ASXILF I (@S T« F=J(B)] =[] 4
ALL : 2> VERME, AML : 2UEEIEaMmE. ATL/L : BRATHEREE MR/ >/ E, BCL : BHEREZL >/ \AE, NSCLC : IE/\vilRaATA A, PTCL : SRAETHERZ D > ) \AE. TgCT iedi=yid =Rl o4

CAYOOS—SEEO IO e, JI— XZuﬂ%ﬁ@%n%’&BDtg‘n Eﬁnﬁ%m@*ﬁ@ Q?ﬁ%[b‘égﬁi H5BNETL—I2IL—1ESE—IEE (FDA) =ni=



BERDITILVAM—> v

Daiichi-Sankyo

|
9 b3 HER2P MERAZ DY ALDPivotal J T — X 25158
S DESTINY-Breasto1 ° 2019EFE F=HABLAEREECKE])

o 2019 E TFHHEADEREHE(HA)
DS-8201 ) “ N
= HER2MG FErF2 1 B ' A DPivotal 7 T — X 251 k&
DE§T|NY—Gastric01 « 20205 E _FHHAAGRHEE(HA)

o) o0 BRI /SARIEDFLT3-ITD AML
QUANTUM—R - [ : FDA PDUFA 20194E8825H
- B : 201968180 (CAREVE

o FRM : 2019FEE FTHE(CEITTERS

FHILF=T

6' BEyE iR E A RE
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