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55— =3tDXd-ADCOIHH @

DXd-ADC Proprietary Drug-Linker

Nt

@ Cysteine residue
I o Drug-Linker

i
Payload (DXd)
\ Exatecan derivative /

Conjugation chemistry
The linker is connected to cysteine residue of the antibody

High DAR Novel payload
Stable drug-linker High potency
Tumor-selective cleavable linker Bystander effect

High clearance of the
payload




DXd-ADC: 5 UW\EYIHFLEER

I
High drug-to antibody ratio (DAR)
T-DM1 DS-8201a
Trastuzumab Anti-HER2 Ab

Antibody
Payload

DAR

Source: Ogitani-Y et al., Clin. Cancer Res. 2016; 22:5097-5108, Marcoux-J et al., Protein Science 2015; 24:1210-1223
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HIC*, Hydrophobic interaction chromatography
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I
Plasma conc. of DS-8201a and Release rates of DXd from
payload in monkey DS-8201a in plasma
100
100000 @ Mouse plasma
_ 10000 - Total Ab (ADC + Ab) E 80 - Rat plasma
£ wi
S o g o #Monkey plasma
< o 4Human plasma
g 100 4 DS-8201a (DARS) [+ 0 - 2-PBS + 1%BSA
S 10 + ®
3 :
1 x Released payload = 20 -
X
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0 Sl
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Source: Ogitani-Y et al., Clin. Cancer Res. 2016; 22:5097-5108  Source: Oitate-M et al., World ADC 2017 San Diego
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m ADC selectively targets antigen-expressing tumors
m Payload is released by lysosomal enzymes into tumors

B Membrane-permeable free drug attacks neighboring cancer cells which is effective
against heterogeneous tumors

MOA of Bystander Effect

HER2-positive cancer cells

‘\ Int-ernélization #

HER2-negative cancer cells

——\

\gh;_'\ ‘= wy Degradation ¢ ( .‘.
\1‘}‘(7 \[74%
y: X I

| fée payload drug penetrates
neighbors

Cell death
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] DS-8201 T-DM1

Pavioad Topoisomerase I inhibitor, Tubulin inhibitor,
y Exatecan derivative DM1
Bystander effect YES NO
DAR 7-8 3.5
IN\74 ) Digestion **¢
—q\/\/\)LN/\I/ \)LN \)LN/\O/\NF g ‘\\NH
>
GGFG
DS-8201a cleavable ~8
K ™ OH O
\_ Exatecan derivative /
ﬂ'he linker is connected to lysine residue of the antibody via amide bond
0 ! "\ Digestion
3 S " 2
f; Jé:{ ﬁ ' Ho ket
T-DM1 /3.5
\ SMCC linker DM1 . Lys-SMCC-DM1/

non-cleavable 10
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ClinicalTrials.gov Identifier: NCT02564900
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 Overall, 86.3% of subjects experienced tumor shrinkage
« Confirmed ORR* in the overall population is 49.3%
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Source: lwata-H et al., Abstract #2501, ASCO 2018 11
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ClinicalTrials.gov Identifier: NCT02564900
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+ Overall, 86.3% of subjects experienced tumor shrinkage
v 91.5% of these subjects experienced shrinkage at the time of first imaging assessment at 6 weeks

Includes subjects who had 21 postbaseline scan. Dotted lines denote 20% increase and 30% reduction in tumor size, respectively.

Source: lwata-H et al., Abstract #2501, ASCO 2018 1



A

U3-1402

Daiichi- Sankyo

Her3(ZADC A¥—bMChemoDEERY—-FYH

U3-1402

[EUADCHfil Her3%iR
DARS FNARERTAOU-Z>TJEns:
188 ANDEEA
Her3 1+
a ~29%
INUDVES) .
PR 30061 EO) ._1
ZREEES S
Her3 2+/3+
FEHDOE /IO~ FILFK " 20%
Phase 1/2 study in Breast Cancer
ClinicalTrials.gov Identifier: NCT02980341 PSS | 3% (MCRM)
«  HER3 &1 (IHC 2+ or 3+) #173LAA & Xt 8.0 mg/kg
&L= 6.4 mg/kg
4.8 mg/kg RP2D
3.2 mg/kg
1.6 mg/kg

Source: LoRusso P, et al., Clin Cancer Res 2013; 19:3078-3087; Wakui H, et al., Cancer Chemother Pharmacol 2014; 73:511-516.
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ClinicalTrials.gov Identifier: NCT02980341

60 Best Percentage Change 60 -
in Sum of Diameters From

Baseline in Target Lesions*

Percentage Change in Sum
40 of LgfNgest Diameters

2
n =
S 2
2 &
S 5 .
S I
T = »
F o =
£ 3 D
e K
% o ) — 1.6 mg/kg
< T > -60 -
o kS —3.2 mg/kg
% c 80 - —4.8 mg/kg
om
(]
2100 | ORR': 15/32 (47%) 2 -100 - —6.4 mg/kg
DCR™: 30/32 (94%) < —8.0 mg/kg
-120 - © -120
0 10 20 30 40 50 60 70

WEELS

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.

fInvestigator 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 14
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TROP2 v

¢ 36-kDaDiR1[CIE@EINES > )\ D&

¢ ‘A, A BElED A, FESEN AL TIER A,
KA. BRAE. Z<DEREICHIR
> TOPO1PHERITH DY /T H> DI L EE

> RN FEARCMHET D EDkRE
(Clin. Cancer Res. 2006, Br. J. Cancer 2008)

¢ TROP2(IES LR EZXRB(CRTEIL T D

¢ TROP2(IFZE. BiE. A& U\o ZIEEMEMD R (CHFRIR
> [EEHRFOMIEER E—1% (CAEEHE L D B T E R e B
> [EEHBEAOEBRORED., URI/NZIT«v ~TO ‘Pancreatic Canger ;-

TJ71I)LDOFESZFEV RO NE TROP2 immunostaining
In pancreatic cancer

(Br. J. Cancer 2008)

TROP2(ZADCICEDTREWWI—T Y hTRD3%
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TROP2¢& FigICEET 35k \/

. TACSTD2M EHB L ZHELNADFTEAR & HHEA

Exp Mol Pathol. 2013 Feb;94(1).73-8.

. TROP2MDEHRIRILEHH A D5E L Overall Survival & 1HES
Sci Rep. 2016 Sep 20;6:33658.

. TROP2OEHIIBIFEERIEMIENADT R T2 L HEE

Virchows Arch. 2010 Jul;457(1):69-76.

. TROP2MEHBIXZT LVENADFESER & HE

Br J Cancer. 2008 Oct 21;99(8):1290-5.
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TROP2 Intensity 0 TROP2 Intensity 1

TROP2high TROP2lew  TROP2hgh TROP2'lew

36%
64%

Lung Lung
Adenocarcinoma Squamous Cell

(N=270) Carcinoma (N=201)
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DS-1062MDNIED V) E D THD

Source: Inamura K et al., Oncotarget 2017; 8:28725-28735 18



TROP2-ADCii&fn: Immunomedicstt

Stage Conjugated drug DAR Linker
IMMU-132/ Phase3 SN-38 Proteolytic & PH-
Sacituzumab (FU?)I/;\"’JJ (Topol inhibitor) 7.6 dependent
govitecan-hziy | 7T+ 7 AHA) opo: inhibitor cleavage
- MUTILRH T« TEA A FDABFARYEEER(CIBTE
> SE3MEEHERENE
> B FEEDRIRE & 151 = 1 LR A ER (FHRE t%tmmm
- 3F/J\%H1H’7Hfﬁb\/u INHRBARN A FDAD 7 A b S W UEE
Compound Indication Research / Preclinical Phase 1 Phase 2 Phase 3 Approval

mTNBC (3L+) (AA pending) Under FDA Priority Review

MTNBC (3L) = ASCENT

Urothelial (3L) = TROPHY U-01

Sacituzumab
govitecan HR+/HER2- mBC

(IMMU-132)
CPI combo (mBC / mUC / mNSCLC)

PARPi combo (mBC / mUC / ovarian)

Basket (MNSCLC / H&N / mSCLC /
endometrial / HCC)

JPMorgan 2019
19




Sacituzumab Govitecan: BNV HF1I =D A
& E£1/2#H. ZEA—T >SN, ISmBREEENAAZERSRE UTitER

o BIE:
» ORR=33.3%

» mPFS= 5.5mo (n=108)

* g2

» RO—MMIIBEESRSR MS. TR &S, IFREKEUME. B

> RN T L — R3LETS% U EOBEFSR | iFHERRIME. &I,

S XU B MmERE DR

Change from Baseline (%)

-110

A change in Tumor Size

90
70
504
30
104
]
_30_
_50_
_70_
_90_

Progression Stable M Partial W Complete
of disease disease response response

N Engl J Med 2019;380:741-51.
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— I_I_I
37 I\ I\ \\ j:b
20 Il PR FDA_ 77 A ~ v /IIEE
. SD
= z W - Progression
3= 20 a
= — Y O
5 = Response Rate:19%
2 = *ig .
=% 0 Bt e Response Duration: 6.0 months
7]
= 0 .
=8 = Median PFS: 5.2 months
o -20 4 0 .
= E Median OS: 9.5 months
| -
=
S o« 40
£ E @ Squamous cell histology
m g 60 ® 8 mg/kg starting dose
— Y71« Prior checkpoint inhibitor Tx
+ Early CT assessment after 2 doses
B0 T T T T T T T T T T T T T T T T T T T T T T T
Table 2. Frequency of Adverse Events Regardless of Causality
Journal of Clinical Al Grades, No. (%) Grade = 3, No. (%)
OnCOlOgy 35, no. 24 Adverse Event All Patients & mg/kg Dose 10 mg/kg Dose All Patients 8 ma/kg Dose 10 mg/kg Dose
No. of patients 54 B 46 54 B 46
(August 20 2017) Nausea 43 (80) 7 (88 36 (78) a0 00} 40)
2790-2797. Diarrhea 33(61) 5 (63) 28 (81) 4(7) 1013 3@
Fatigue 25 (48) 3138) 22 148) 3B 0{0) 317)
Alopecia 21 (39) 31(38) 181(39) NA MA MNA
Neutropenia 20(37) 2 (25) 18 (39) 15 (28) 1013 14 {30}
Womiting 19 (35) 4 (50) 16 (33) 24 1013) 12)
Anemia 17 (31) 1113} 16 (36) 2 (4) 0{0) 2 4)
Constipation 17 (31) 3(38) 14 (30) 0 (0) 010) 0 ()
Anorexia 13 (28) 0{0) 131i28) 1(2) 0{0) 142)
Hypophosphatemia 12 (22) 1(13) 11(24) 12) 00 102)
Dehydration 10(19) 0(0) 10(22) 2 (4) 00} 2 (4)
Weight decrease 10(19) 010 101(22) 0 (o) 010 00
Leukopenia 10(19) 2 (25) 8i17) 5 (9) 1013 419)
Hypomagnesemia 9(17) 010 9(20) 0 (0) 010) 00
Dyspnea B(15) 2 (25) B113) 2 (4) 1013 12)
Eneumonia 7(13) 11(12) 61(13) 5(9) 010 5(11)
Abbreviation: NA, not applicable. 21
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NABM DS RICIRBANSTHA > ENIZTROP2 ADC
/ o o w O A © I\O4D_ I<
\/\/\/'*N N\/'W N\/'*N"O \
\%F/ 5 Y : T NRAYURS—T 1

: e
Cys conjugation o e
GG FG c p ) BH%%U
I cleavable ;

nix
. SEIRI(CDARAE TS
.jf)'LTROPZ E I\'ﬂ_/;:EJGD_j_ :ttﬁéﬁ&ﬁﬁﬁ
JLIUA (higGl)
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HIC B /RS S Rl

S0~

25

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

*drug-antibody ratio GEIHUAALE) 23



DS-1062: In vitro TODHARIETEINEIE M <

I cancercnterpris
—@— DS-1062a —@— Isotype control ADC
BxPC3 (TROPZ positive) —@— Anti-TROP2 antibody —{—
g 120 120
g ¥ 100 $ 100
K3 £ 80 Z 80 -
3 S 60 3 60
@ .g -g
2 40 > 40
% 3 -
g 20 3 20
i 10! i, ?i 10° 104 0 0
TROP2 expression 0.1 10 1000 100000 001 0.1 1 10 100 1000
Concentration (ng/mL) Concentration (nM)
Calu-6 (TROP2 negative)
g 120 120
£ € 100 & 100
5] E 80 > 80
i S 60 S 60
=] M M
S 40 'S 40
¥ E 20 E 20
01_00 1! FI]?i 1n? 104 0 0
TROP2 expression 0.1 10 1000 100000 0.01 0.1 1 10 100 1000
Concentration (ng/mL) Concentration (nM)

DS-1062(ITROP2EZ 4l AR4FER (CIEFEHIFHIE M Z R U
TROP2FEMESHAR(C (FMER L7
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Estimated tumor volume (mm?3)

DS-1062: Xenograft¥ I AES L CDIE

- = = Vehicle
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1500

1000

500

Calu-6
J 1500
TROP2 low
[}
1000
500

—@— DS-1062a_10 mg/kg

NCI-H2170

1500

1000

500

A
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| P

—a— Isotype control ADC_10 mg/kg

HCC827

0 0 0
0 410 15 20 25 30 35 40 5 4 15 20 25 30 35 40 45 1:* 25 30 35 40 45 50 55 60 65

Days after tumor inoculation

DS-1062(FTROP2OEHRIRETIL CELDELVENEZRT
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DS-1062 & Sacituzumab GovitecanDELE <

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

K MAAP-9001a (humanized IgG1) hRS7 (humanized IgG1)
X1O—k DXd (Topol inhibitor) SN38 (Topol inhibitor)
SEYNFUARLE 4 7.6

> —otiR Enzymatic pH-dependent and enzymatic
E b TOHiREER TBD 11.7 h at 10 mg/kg dosing*
n R : 10 mg/kg
A q3w regimen at dayl and 8 of 3 weeks
E~TD :
SRS TBD Neutropenia, MTD=12mg/kg**
HAEAT—> Phase I NSCLC Phase 3

* Reported in ASCO 2015 and AACR 2017

** Clin Cancer Res; 21(17) September 1, 2015
26
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JENVlRER D A > 39S A1 >

A EHEE 3, TROP2 (IHC) Z n=40 (HIEZEE)
== - DI PESTii MTD
GO/NO-GOHIMrdDTz=sbZhR &
X mg/kg g 2l a2 i
Q3w
1.0 mg/kgA EORAET 3~ subjects
Sk

3~ subjects

NSCLC POCHY{5%%
o TROP2ZEFIRT 2D
N ANER

Dose

J/R— K7D

' A AN SENEIA
3~ subjects n=40

ASCO 2019 CEHllldT —FZRERTIE

RRREH
TROP2FIR(C KD EEER(Z

( )

\ J
4 ™

3~ subjects IENEREB
Q3W 28 \ /

6.0 mg/kgE CDBE =D

IHC : immunohistochemistry, POC : Proof of Concept, Q3W : 3l8(C—EDi%5
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® BXKBRERREE : Dec2017

¢ 1HEDES: 2018F2A7H EHiNAL U —FhRiFEE

AL BR A ES AR E{EEERD
BN AMRTR > —F R (HA) sE7K &1, MD, PhD
EXZ AR > 5 —ERKE (HA) = SERE MD
Virginia Cancer Specialists CKE) Alexander Spira, MD, PhD, FACP
Dana-Farber Cancer Institute (K[E) Jacob Sands, MD
Massachusetts General Hospital (K[E) Rebecca Suk Heist MD, MPH
UCLA Medical Center CK[E) Aaron Lisberg, MD
MD Anderson Cancer Center CK[E) Funda Meric-Berstam, MD
Sarah Cannon Research Institute (CKE) Melissa Johnson, MD
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Source : Data from The Cancer Genome Atlas



DS-1062Mu]geTE

cancerenterprise

JE/INRRBRTAN A TOBERE ADTROP2BE N ANDER
~ N NUZ LA T« T A
I OVEN A
BEMNMA
ABENA
SHA
REENA
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