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Lipid Nanoparticle (LNP) O
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Cholesterol I

Particle size
~100nm

A

cationic lipid ~
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cationic lipid

Nucleic acids

a2 )

single - or double -strand
DNA and RNA, modified
oligonucleotides

\(e.g. MED-siRNA, mRNA)

~

Therapeutic application
research (cancer, genetic
disease etc.) are on-going.
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Paul Ehrlich | George Mathé

2000

1913 1958 1983 1993 2010
Paul Ehrlich  “magic ADC vindesine- Mylotarg ®
bull et d MTX* aCEA

ADC

( *haptophore’
toxophore 1967 1975 1991
ADC mADbs
ADC
mAB
ADC

*MTX = methotrexate
Adapted from Drug Discovery Today 24
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Classical ADC Antibody-drug

jugate (ADC Bystander killing effect
mode of action *L, conjugate (ADC)

Drug payload
/ g pay:

Release of drug payload from the antibody
after antigen binding before internalization

Release of drug payload into the
intercellular space due to a high
drug membrane permeability

ADC binding to
HER2 receptor

Internalization
by endocytosis

Drug payload release after linker
cleavage by lysosomal enzymes

A high drug-to-antibody ratio
increases antitumoral efficacy
despite a low HER2 antigen
density on tumor cells

Cytotoxic effect
induced by drug payload
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T-DM1

DAR
T-DM1 DS-8201
Antibody Trastuzumab Anti-HER2 Ab

Payload Tubulin inhibitor DNA Topoisomerase | inhibitor
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DAR 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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Trastuzumab Deruxtecan (E201) In
HERZPositive Metastatic Breast Cancer
Previously Treated With-DM1.:
DESTINBreastO1 Study

lan Krop, Cristina Saura, Toshinari Yamashita, Yeon Hee Park, Sung -Bae
Kim,
Kenji Tamur a, Fabrice Andr é, Hi r oj i | wat a,
Joohyuk Sohn, Neelima Denduluri, Christophe Perrin, Kenjiro Aogi, Eriko
Tokunaga, Seock -Ah Im, Keun Seok Lee, Sara Hurvitz, Javier Cortes, Caleb
Lee, Shuquan Chen, Lin Zhang,
Javad Shahidi, Antoine Yver, Shanu Modi

On behalf of the DESTINEfeastO1 investigators

These data are published simultaneously in NEJM on Dec 11, 2019 Link to NEJM

This presentation is the intellectual property of the author/presenter; it is being used with permission from the author. 29


https://www.nejm.org/

DESTINBreastO1 Study Design:
An OpenLabel, Multicenter, Phase 2 Study

PART 1 PART 2

Population PK Stage DoseFinding Stage Continuation Stage
| = (n=54) (n=134)

Axmy @Sl NBR 27

A Unresectable and/or —
metastatic BC Resistant/Refractory
A HER2positive (centrally (n=249)
confirmed on archival
tissue)
A Prior FDM1
A Stable, treated brain
metastases were T-DM1
allowed Intolerant
(n=4)
184 patients
Endpoints Data Cutoff:August 1, 2019 enrolled at 5.4 mg/kg
A Primary:confirmed ORR by independent central imaging facility review A 79 patients(42.9%) are ongoing
per RECIST v1.1 A 105 patients(57.1%) discontinued, primarily for progressive disease (28.8%)
A Secondaryinvestigatorassessed ORR, DCR, DOR, CBR, PFS, OS, PK and
safety

This presentation is the intellectual property of the author/presenter; it is being used with permission from the author. 30



Patient Baseline Characteristics

Patients

T-DXd 5.4 mg/kg (N=184)
Age, median (range), yeers 55.0 (2896)
Female, % 100
Region, %

Asia / North America / Europe 34.2/28.8/31.0
ECOG performance status 0/1/2, % 55.4/44.0/0.5
Hormone receptor positive / negative / unknown, % 52.7/45.1/2.2
HER2 expression, %%

IHC 3+ 83.7

IHC 2+; ISHHHC 1+; ISH+ 15.2/1.1

i Presence of visceral disease, % 91.8 |
! History of brain metastases, % 13.0 l

a ff wmyn LI GASy i aDXONBERS staflS Was centrall @sseSsedi archival tissue according to guidelines of the American Society of ClinicaC@llggelogAmerican Pathologists.
ECOG, Eastern Cooperative Oncology Group; IHC, immunohistochemistry; ISH, in situ hybridization.

This presentation is the intellectual property of the author/presenter; it is being used with permission from the author.

31



Patient Baseline Characteristics pbAz 1 U A DD

[ Median prior lines of cancer therapys (range 227) ]

Patients, %

Prior Treatmen# T-DXd 5.4 mg/kg (N=184)
ZI'rastuzumal ) 100
T-DM1 100
! Pertuzumab 65.8 !
Other anttHERZ2 therapies 54.3
Hormone therapy 48.9
Other systemic therapy 99.5

aTherapies for locally advanced or metastatic breast cancer, including hormone therapy.

This presentation is the intellectual property of the author/presenter; it is being used with permission from the author. 32



Primary Endpoint: Overall Response Rate

Intent -to -treat analysis

Confirmed ORR by ICR

Patients

T-DXd 5.4 mg/kg (N = 184)
- e .

60.9% (n = 112)
(95% Cl, 53.4%68.0%)

__CR 6.0% (n = 11) )
PR 54.9% (n = 101)
SD 36.4% (n = 67)
PD 1.6% (n = 3)
Not evaluable 1.1% (n = 2)
DCR 97.3% (95% ClI, 93.8%99.1%)

CBRx 6 months

76.1% (95% Cl, 69.3%82.1%)

Duration of response, median 14.8 months (95% CI, 13.816.9)

A Median time to response was 1.6 months (95% C}2164nonths)

/. wX Ot AyAOlt andyGCR+PR); ORl corfpletd fegponFe2DCR, xlisease control rate (CR + PR + SD); ICR, independent central review; i@ftRnebjeativéCR + PR); PD, progressive disease; PR, partial

response; SD, stable disease.

This presentation is the intellectual property of the author/presenter; it is being used with permission from the author. 33



Best Change in Tumor Size
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m Confirmed ORR: 60.9%
100— (95% ClI, 53.4868.0%)

11 CRs J

¢KS tAYS G Hwm: AYRAOFIGSEa LINPINBaaAodS RAaASIHaAST GKS tAyS i bom: AYRAOINIGSA LI NIAFE NBaLRyasSo
a|ncludes all patients who receiveeDIXd5.4 mg/kg (intentto-treat analysis; N=184).

This presentation is the intellectual property of the author/presenter; it is being used with permission from the author. 34



Overall Response Rate by Subgroup

ORR, % [95% ClI]
All Patients a N=184 — — 60.9 [53.4-68.0]
_ Yes (n=121) —— 64.5 [55.2-73.0]
Prior pertuzumab I
No (n=63) - — 54.0 [40.9-66.6]
H t Positive (n=97) —e— 57.7 [47.3-67.7]
ormone receptors
P Negative (n=83) —_ — 66.3 [55.1-76.3]
_ _ Yes (n=24) ‘I 58.3 [36.6-77.9]
Brain metastasis 1
No (n=160) —— 61.3 [53.2-68.8]
Presence of visceral Yes (n=169) —o— 60.4 [52.6-67.8]
disease No (n=15) —@ 66.7 [38.4-88.2]
Asia (n=63) .I 58.7 [45.6-71.0]
Region North Ar(rr]]e=r|5cga; :. 62.3 [47.9-75.2]
S —
Europe (n=68) ! ° 61.8 [49.2-73.3]
0 (n=102 : 65.7 55.6-74.8
ECOG performance status 1( 81) —& - [44 66 6]
n= . .1-00.
(n=81) Lo [ ]
N IHC 3+ (n=154) ! 63.0 [54.8-70.6]
HER2 positive o .
IHC1+2+(n=28) [ T T T T T T T T 1 46.4 [27.5-66.1]

apatients who received-DXd 5.4 mg/kg.

O 10 20 30 40 50 60 70 80 90 100
Objective Response Rate (%)

This presentation is the intellectual property of the author/presenter; it is being used with permission from the author.
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Progression -Free and Overall Survival

ProgressioA-ree Survival Overall Survival
Median: 16.4 monthg95% Cl, 12:RE) Median: Not reached95% ClI, NKE)
©
=
c
>
(0))]
& E
5 E
S B 0.6
2] y—
E (@]
o) P
o = 0.4
- f:
> 02 : S 02
= 7| Censored68.5% L Q& ™| Censored86.4%
< Events:31.5% L Events:13.6%
e OO_ T T T T T T T T T T T T T T T T T T T T 1 00— T T T T T T T T T T T T T T T T T T T T 1
o 012 3 4 56 7 8 9 101112131415 1617 181920 012 3 4 56 7 8 9 1011121314151617 181920
Months Months
No. at risk; 18418217415515313512110710394 69 54 38 17 1110 9 4 3 1 O No. at risk18418318217917417116716115514713310166 36 21 16 12 9 8 4 O

A Median followup, 11.1 months (range, 0:10.9 months)
A Median PFS in the 24 patients with brain metastases was 18.1 months (95%8l1617onths)

Patients who received-DXd 5.4 mg/kg.
Cl, confidence interval; NE, not estimable.

This presentation is the intellectual property of the author/presenter; it is being used with permission from the author. 36



Treatmentemergent Adverse Events in >15% of Patients

Nausea
Fatigue
Alopecia
Vomiting
Constipation
Neutropenia

Decreased appetite

Anemia
Diarrhea
Grade 1 or 2
Decreased WBC count DNJ} RS X 0
Thrombocytopenia
Serious TEAES, 22.8% (drug related, 12.5%)
Headache TEAES associated with discontinuation, 15.2% (drug related, 14.7%); the majority were due
to pneumonitis/ILD (8.7%)
Cough
0 10 20 30 40 50 60 70 80 90 100
Patients who received-DXd 5.4 mg/kg.

This presentation is the intellectual property of the author/presenter; it is being used with permission from the author.
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Adverse Events of Special Interest: LVEF

Patients who received -DXd 5.4 mg/kg (N=184)

Preferred Term, Any Grade/
n (% Grade1l Grade2 Grade3 Grade4 Gradeb5 Total
Cardiac failure 1 (0.5) 0 0 0 0 1 (0.5)
Cardlac_fallure 0 1(0.5) 0 0 0 1(0.5)
congestive

Ejection fraction 0 2 (1.1) 1 (0.5 0 0 3 (1.6)

decreased

ANo events of cardiac failure with LVEF decline were reported
Ab2 LI GASYyda KIFIR Fy [+29C 2F fnmE: 2N I R
An 2dzi 2F GKS p &a4dzaSOoia O2yidAydzSR 2y

z W

&j) O«
- Z
(@t bj)

N

aAll patients were asymptomatic and recovered/recovering after interruption of study treatment.
bLVERvas >55% during treatment.
LVEF, left ventricular aiactinn fractinn

This presentation is the intellectual property of the author/presenter; it is being used with permission from the author. 38



Adverse Events of Special Interest: Interstitial Lung Disease  (ILD)

Patients who received-DXd 5.4 mg/kg (N=184)

Preferred Term, Any

n (% Grade/
Grade 1 Grade 2 Grade 3 Grade 4 Grade5 Total

Interstitial

lung disease 5(27) 15(8.2) 1(0.5) 0 4(2.2) 25(13.6)

Drug related; ILD was determined by the Independent ILD Adjudication Committee based on 44 preferred terms.

Among the 25 total events:
A Median time to investigatereported onset was 193 days (range;335 days)
AmMo 2F un LIGASYOa 6A0K 3IANFIRS xXH L[5 NBOSAYUSR O2
A 7 patients recovered, 2 were recovering, 12 were either outcome unknown or not followed until resolution,
and 4 died
A Of the 4 fatal cases, onset was fromB88 days, 3 received steroids as part of treatment, and death
occurred 960 days after ILD diagnosis

Recommendations: Monitor for symptoms. HokDXdand start steroids as soon as ILD is suspected

ILD, interstitial lung disease.

This presentation is the intellectual property of the author/presenter; it is being used with permission from the author. 39



DS-8201 ~*

HER?2 HER2

Pertuzumab + T-DM1
trastuzumab (1L, failed
+ docetaxel (1L) ! study) 2

O]

ORR 80% 60% 43.6% 31%
Median prior

Rx for adv. 0 0 1 4
disease

ICLEOPATRA (NEJM 2012MARIANNE (J Clin Oncol 2017)3EMILIA (NEJM 2012){TH3RESA (Lancet Oncol 2017),
SLancet Oncology, April 29, 2019, m: Month, NR:Not Reached
*DS-8201 is an investigational agent; efficacy and safety have not been established.

DS-8201°

NE

60.9%

6
100% prior T-DM1
66% prior
pertuzumab

v

Daiichi-Sankyo
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DS-8201 K N T AMMn1AR " IRV W

Daiichi-Sankyo

2015 2016 2017 2018 2019

DS8201

BLA: 2019V 84

2015V 94
~ AfE
Keytruda® | V"2 a” w N 4 YAM NV
) A . ® " JUANA~ 454 éDS8201 O - 6 U

v 1K 2019V 94 9V k & EUK MAA A AN
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DS-8201 K~ MAANAYA" & A o

() Daiichi-Sankyo ~ AstraZeneca AR
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DS-8201 KO A =AY AAMT v A W

Daiichi-Sankyo

VNJ~ 4 . K @ o Daiichi-Sankyo ~ AstraZeneca

@ Joint clinical operations working group
Joint Translational / CDx Working

DS 8201 Group

(HUDSON/BEGONIA)
Joint IT working group DS-8201 DESTINY

45



DSAZMAM4nY 14X DS ADC

E DS
E DS
u 2020
VDS-8201 2019 DS-8201

VDS-1062 U3-1402 2019

175%
2

175%
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N DS-8201 " A~ <

Daiichi-Sankyo

HER?2

HER?2 o DS-8~2’01/| HER;O% 2020-2022:

s X"~ X 1 ADS8201 3L SOC

A L

HER2 s A

0 X~
HER2 4~

6 X"

X~ (NSCLC, GC, CRC)
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HER2+

HR+

TNBC
(Not HER2+/HR+)

HER2+

HR+

TNBC

—
o
N
0
)
O

»

Daiichi-Sankyo
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DS-8201 ¥ M 1 4 K HER2X ~~ ’ @

Daiichi-Sankyo

18 16

DS-8201 NSCLC
() /

T ) 18V A 6 1 477 M nME

HER2 A NAMT A
A 7 CDXMAn1inN"~ s

T A 18 A 277 I 17 M” nVvé ~

HER2
T 18 A 27 1 17 M  nMé ~
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DS-8201 | KA e v

Daiichi-Sankyo

KAavd = (AZ° A " A~ )

AnM1 43

(3DS 1 ) 5 (4 &1 )
(1 DS 1 ) 5 (3 &2 )
(1 DS 1 2 ) 5 (4 & 1 Ph1/2)
(2 DS ) 3 (2 & 1 Ph1/2)
(1 DS ) 5 (4 & 1 Ph1/2)
3 @ & 2 Ph1/2)
( (2 DS ) N/A
(FIH)/ ( ) NIA

50
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B2 DiEan (L
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DS-1062 K DAR4~ AN~ Jd~ ° TROP2 DXd ADC v

Daiichi-Sankyo

TROP2 ADC
S /s pi . . —
|

. . o
Cys conjugation

GGFG AL

~

DAR4¢9HCET
TROPZ G E TR
(higG1)
Non-selective DAR*4 @
HIC
i A 7
DO § B

*drug-antibody ratio
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DS-1062a Dose

DS-1062 KM~ nM1 A N" J (NCT03401385) v

Daiichi-Sankyo

—| Dose Expansion Ongoing >A DS 1062 first-in-human

soc soc
Q3w .
'V'TED — (unselected)
| H i (57.7%)
Q3w

Cohort 1-8 : T |V(88 5%)
|
Soiy Expansion to include T (73. 1%)
2.0 mg/kg § 40 patients with NSCLC .
| i ECOG PS 1(80.8%)
| "'
Q3w

* Enroll additional patients for | (86-5%)

0.5 mg/k ) .
RDE confirmation

* Retrospective assessment of

TROP2 baseline levels in all
Q3w

patients

[}
v

DLT, doselimiting toxicity; ECOG PS, Eastern Cooperative Oncology Group performance status; NSCLC, nemall cell lung cancer;Pt, patient;
Q3W, every 3 weeks; RDE, recommended dose for expansion; SOC, standard of calBROP2 trophoblast cell-surface antigen 2.

Data cut-off 03Jul2019

54
Source: HeistR et al., Abstract #MA25.10, WCLC 2019
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12 PR 10 2
(i 8.0mg/kg 5/7PR 2/7SD 6/7

100 7 D3-1062a dosing group, mg/kg
= 0.27
80 - m 05
- ™10
> 60 - 22 . 2.0
> = > = 4.0
o= g 8.0
> - "’H ____________________________ 00 .
- 0 -
> 20
—40 - —
—60 - S
_80 -
Patients (N=46) * PR

Data cut-off: July 3, 2019.
ALK, anaplastic lymphoma kinase; EGFR, epidermal growth factor receptor, HER2; human epidermal growth factor receptor 2;

PD, progressive disease; PR, partial response; Pt, patient; SD, stable disease.

Source: HeistR et al., Abstract #MA25.10, WCLC 2019 55



DS-1062 K »

Daiichi-Sankyo

DS-1062a Dose, mg/kg

100 - 0.27 . 1.0 2.0 4.0 6.0 8.0 10.0
e 801
Hle] 60 1
. 40 -
= .
”7 20 :
0 -
=20
) .
- 40 -
x? _60 _
> _
= -804 IPR 2PR 3PR 5PR  1PR
-100

TT 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 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 T T T T T 1T
-5 0 5101520253035 -5 0 5101520253035 -5 0 5101520253035 -5 0 5101520253035 -5 0 5101520253035 -5 0 5101520253035 -5 0 5101520253035 -5 0 510152025 30 35

Data cut-off: July 3, 2019.
ALK, anaplastic lymphoma kinase; EGFR, epidermal growth factor receptor, HER2; human epidermal growth factor receptor 2;

PD, progressive disease; PR, partial response; Pt, patient; SD, stable disease.

Source: HeistR et al., Abstract #MA25.10, WCLC 2019 56
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Daiichi-Sankyo

@3H(10%> A )i n (%) (N=52)

: N41n103 : N4n103
TEAE 48 (92.3) 22 (42.3) 7 (13.5) 0
19 (36.5) 2 (3.8) 7 (13.5) 0
19 (36.5) 0 7 (13.5) 0
15 (28.8) 0 ALT 6 (11.5) 0
14 (26.9) 0 6 (11.5) 0
12 (23.1) 0 5 (9.6) 0
/ 12 (23.1) 2 (3.8) 5(9.6) 1(1.9)
12 (23.1) 0 5 (9.6) 0
11 (21.2) 0 5 (9.6) 1 (1.9)
8 (15.4) 0
Data cut-off: 03 Jul 2019
A 10.0mg/kg@ DLT 8.0mg/kg MTD 10.6 ( 3.0 43.1)
A TEAE 14 (26.9%) 3 (5.8%)
A b c TEAE 5 (9.6%) 5 (9.6%) 2 (3.8%)
A 6.0mg/kg 1 (1.9%) ( 5) ILD
A 4 ILD ( 2 1 [6.0mg/kg] 2 1 [8.0mg/kg]
2 1 [8.0mg/kg] 5 1 [8.0mg/kg])

57
Source: HeistR et al., Abstract #MA25.10, WCLC 2019



DS-1062 KM~ nM1 " Vv AnA 6 (asofnou16 2010 v

L Daiichi-Sankyo
preliminary data)
.

EGFR ALK
NSCLC

A 6/8 10mg/kg
subjects
discontinued
quickly due to
AEs

2.0 mg/kg; n=6 4.0 mg/kg; n=5 6.0 mg/kg; n =15 8.0 mg/kg; n = 32 10.0 mg/kg; n =7

80+

A 83% of
patients
received a
prior immune
check point
inhibitor

% Change from Baseline in Sum of Longest Diameters

0 10 20 30 40 50 0 10 20 30 40 50 0 10 20 30 40 50 0 10 20 30 40 50 0 10 20 30 40 50
Weeks

Subjects with post-treatment response were shown; Data Cut Date: 16NOV2019

*Source: Internal data on file at Daiichi Sankyo. 58
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DS-1062K NSCLC

2019 \ 2020 \ 2021 \ 2022 2023
QL Q2 Q3 Q4 QL Q2 Q3 Q4 01 02 Q3 04 01 Q2 Q3 04 01 Q2 Q3 Q4

: _NscLe Expend g

Yk EOP1
NSCLC T 70 10/ AN A
2
DS 1062 at 2 doses
3 ]
Randomized DS 1062
vs. DTX+ ramucirumab
NSCLC L 1 TKIR., "~ NAVA A

2
DS 1062 at 2 doses

NSCLG PD-1/PD-L1 1

1st b3 )
soc DS-1062 dose finding with
10

’ Study Started > Planned Study Start All dates are approximative

Q1

»

Daiichi-Sankyo

2024

Q2

Q3

60
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Daiichi-Sankyo
U3-1402
YN
\/1 E

" 4 n1 MOA:;

HER3 ~ A4 A4 AdAn> M 4n1

@

\

h)

7 Ny
N
S IIVIRN S04
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O AN n =
MW" 4n1 (DXd
LAal y H\M'w(* )
AdYIn Y MA J ~
>~ T A 3
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Daiichi-Sankyo

U3-14021 (N = 30)
A s/ 5 ~ EGFR NSCLC U3-1402 IVQ3W 1A D A A A a
1. " K
2' ' 6.4 mg/kg (n =5)
T790M A 7 AN, n=17
5.6 mg/kg (n =12 .
5 glkg ( ) AN ,n=13
A" b C ~ 48mgkg(n=9) . S
. A— " 0 2
HER3 IVAMMNAYT T . o
/ b TKI A)x 3.2 mg/kg (n =4) o _ 1'
01 a K a K A aK
U3-1402 U3-1402 U3-1402

A phase 1 study of U3-1402 in NSCLC (NCT03260491¥Data cutoff of May 3, 2019.
AE, adverse event; EGFR, epidermal growth factor receptor; HER3, human epidermal growth factor receptor 3; 1V, intravenously;
NSCLC, nonasmall cell lung cancer; Q3W, every 3 weeks; RDE, recommended dose for expansion; TKI, tyrosine kinase receptor.

Source: Yu H et al., Abstract #MA21.06, WCLC 2019 62
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Daiichi-Sankyo

[ | [ | [ |

© 30 - 3.2 mg/kg 4.8 mg/kg ® 5.6 mg/kg ™ 6.4 mg/kg
O— 20 4
10 A
Hle] 0 +
-10 A
= -20 A
w— -30 1
. -40 4
= 50
% _60 4
7 70
-80 A
-90
-100 -

EGFR & @ a L858R |L858R |L858R L858R L858R |L858R [Z%EY L858R 'L858R [Z%F4 L858R [E%EY n=23
EGER s 2 [T790M T790M T790M T790M T790M T790M T790M T790M T790M T790M T790M T790M Medi foll .
C797S C797S 'C797S C797S |C797S C797S C797S CT797S C797S edian tollow -up.
BRAF a V600E 4.5 months
PIK3CA @ '
MMny 2 CDK4 MET

A phase 1 study of U3-1402 in NSCLC (NCT03260491§2 pati ent s had &GoD3whighwere nbucensidemdcorifimed PRs; 1
experienced transient tumor size reduction and 1 had not yet been confirmed at data cutoff. 2Performed centrally using Oncomine™
Comprehensive Assay v3 from formalinfixed, paraffin-embedded tumor tissue. Results from local testing are included for patients where tissue
was unavailable for central analysis. Additional mutations detected from cfDNA in blood collected prior to treatment with U3 -1402 using
GuardantOMNI assay are included. ForcfDNA analysis, a minor allelic frequency of 1% was used as a threshold for detection of mutations. The
copy number data from cfDNA are not shown.

cfDNA, cellfree DNA; EGFR, epidermal growth factor receptor; HER3, human epidermal growth factor receptor 3; PR, partial respons&oD, sum
of diameters; TKI, tyrosine kinase receptor.

Source: Yu H et al., Abstract #MA21.06, WCLC 2019 63
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a A~ NAAnV
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EGFR

C

EGFR TKI
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Daiichi-Sankyo

6 X~ J A 6
.
¥ DXd ADC 1
X"~ FTIH® 2018 J 84 ~ (N=42)
\V ORR: 42.9% (18/42)
V £ 90.5%
X"~ 2018 J 84 ®. 2019 J 84 7 (n=82)

V ORR: 17.1% (14/82)
V 1 89.0%
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Daiichi-Sankyo

0 X~ i HER34 SN’ 0
AHC A RSV
(i HERS3 HER2 HER3
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U3-,1402, X~ K IHC®  Best Overall Response O

Daiichi-Sankyo

/ Jd (N=43)*
31
5 PR
T 20 W sp
©
- PD
8

E 10
] _ :

0 ] ]
L
o)
5 300 I
= s
S 100 m
£
o O e
= HER3-High (N=31) HER3-Low (N=8) HER3-Negative (N=4)

*Source: Internal data are preliminary and on file at Daiichi Sankyo. 67
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Daiichi-Sankyo

X" ®i HER34 = T A a* X" 9i. U31402 A HER34" x

® HERS3-High Cohorts
HER3-Low Cohort

—~ 100 !
S 100 S .
= D \
= > 80 \
5 80 o
— [
g 50 .8 60
?, §
< ‘;} 40
< 40 n
o 2 20 AN
2 i \\
L T
T 0 \
0
Archival Pre-treatment Pre-treatment On-treatment
Biopsy Biopsy Biopsy Biopsy ~Day 42

*Source: Internal data are preliminary and on file at Daiichi Sankyo. 68



U3-1402K M~ 4 n 1
p DS-8201"°

Payload

Thrombocytopenia

Payload Cmax (ng/mL)

TCP with Grade >= 3 (%)

P

U3-1402
Cycles 1 and 3

AN A1 1°

U3-1402: Payload Cmax

u e

Dose (mg/kg)

60 -

401

20+

U3-1402: TCP (Grade >= 3)

i« L

Dose (mg/kg)

*Source: Internal data are preliminary and on file at Daiichi Sankyo.
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U3-1402 K EGFR X"’

N 2

~ YY A1 MM 0

DFCI243 (T790M)

~ 100+
S 3 |
g . ®© Vehicle +
RN - U3-1402 -pHrodo
N3 Red
- C o 50—
£S5 | Gefitinib +
2T N : - U3-1402 -pHrodo
SSE ] Red
S 5 44 Osimertinib +
05 E I - U3-1402-pHrodo
2 Red

> O % 00D Rl a0 \©

hr

*Data are preliminary
Courtesy of Dr. PasiJanne DanaFarber Cancer Institute

o |

Area under curve
Fold change)

(U3-1402 internalization,

(d

H1975

DFCI243

- Vehicle+
U3-1402-pHrodo Red

- Gefitinib+
U3-1402-pHrodo Red

Osimertinib+

™ 13-1402-pHrodo Red

Daiichi-Sankyo
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() Daiichi-Sankyo

Passion for Innovation. Compassion for Patients?

2019.10.31

Company name: DAIICHI SANKYO COMPANY, LIMITED

Representative: Sunao Manabe, Representative Director, President and CEOQ
(Code no.: 4568, First Section, Tokyo Stock Exchange)

Please address inquiries to Junichi Onuma,

Vice President, Corporate Communications Department

Telephone: +81-3-6225-1126

hitps:/fwww.daiichisankyo.com

Daiichi Sankyo Initiates Clinical Trial with its 4th DXd Antibody Drug Conjugate, D5-7300, in Collaboration
with Sarah Cannon Research Institute

« First-in-human phase 1/2 study evaluating DS-7300, a B7-H3 targeting ADC, in patients with
advanced/unresectable or metastatic solid tumors

« B7-H3 is a protein overexpressed in various types of cancers

« DS-7300 is the fourth ADC to enter the clinic utilizing Daiichi Sankyo's proprietary DXd technology and the first
being jointly developed in a strategic partnership with Sarah Cannon Research Institute

Nashville, Tenn., Tokyo, Munich and Basking Ridge, NJ - {October 31, 2019) — Daiichi Sankyo Company,
Limited (hereafter, Daiichi Sankyo) and Sarah Cannon Research Institute (Sarah Cannon) announced today that the
first patient has been dosed in a first-in-human phase 1/2 study evaluating DS-7300, an investigational BT-H3
targeting antibody drug conjugate (ADC), in patients with various advanced solid tumors that have progressed on
standard treatments or for whom no standard treatment exists.

The study is the first in the strategic oncology partnership announced between Daiichi Sankyo and Sarah Cannon,
designed to expedite and optimize global clinical development of Daiichi Sankyo's novel ADCs and other fargeted
cancer therapies by combining the operational and scientific expertise of both organizations.

DS-7300 is the fourth ADC in clinical development utilizing Daiichi Sankyo's proprietary DXd technology and was
designed to target and deliver chemotherapy inside cancer cells that express the B7-H3 protein. B7-H3 is frequently
overexpressed in various types of cancers and has been associated with disease progression and poor prognosis in
many tumor types.[1] No BT-H3 targeting therapies are currently approved for treatment of any cancer.

51 2 _°
DXd

AB7-H3
/
First-in-human

AB7-H3
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Daiichi-Sankyo
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ADC
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~
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'

>

DS-7300
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DS-7300 ( B7-H3 ADC)
\‘ ,cho o) H O (:H o)
E X N\/\/\)Ln/\gN\)Lu ON\)L”AQ’\N(:

Cleavable linker

The linker is connected to
cysteine residue of the antibody

A~ DXd-ADC

mADb anti-B7-H3 IgG1
Payload DXd
DAR 4

Major MoA  Cancer cell killing by DXd

Competitor

B7-H3 (CD276) Antigen -presenting

A B7-H3
o B7-H3 ADC

A B7-H3 CTLA4
B7

Nature Reviews2012, 12, 255264

19-27%/3hr

PD-L1

cell or Tumor T cell

| |
PDL1 or ¢ ) ?
PDL2 =)

PDL1 or

CD86

MGCO018 by MacroGenics
(P1 study initiated in Nov2018; ongoing)

_e—»

) PD] @

PDL2 33

CD80 or cb2s ——O—>
CD86

CD80 or D CTLAY ———ee Sy

B7-H2 ==3== ICOS ——O——>

B7-H3 « #) ) 2

B7-H4 ¢ | :) | > 2

_°_>

—e—

»

Daiichi-Sankyo
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Daiichi-Sankyo

O aA: O anA: ORR
B I R p AN AP
“ Ne ~ 6 X~ MMnA 1 A NN X7
NSCLC YV 2 YA XC

MMnA 3: NA NSCLC

A B7-H3 2 N~ 40
A mCRM, N =~36 A B7-H3
A PK

74



DS-6157 K GPR20 ADC »

Daiichi-Sankyo

DS-6157 GPR20 is one of the ICC/GIST lineage -specific factors
whose gene expression is regulated by FOXF1 and ETV1
Drug / Antibody Ratio = 8 KIT GPR20
Nt 7 s | W
W X W\"J‘ﬁh‘g’”“'kﬂ Y \%Hﬁn’“ﬁ Digestion AI; / -
R © U : ® )
1
GPR20 Ab GGFG linker s - b
Internalizing Ab protease cleavable P v (|
' OHO | DXd OHO @ : |
Internalization rate DTX q Topoisomerase | 2 MEK | :
72% @ 3hr ibitor : \I/ Pl
1 '
N - 1 ] |
AYnvi JGYdNY (GPCR) | Q,”Kj? ]
A GIST A A ] ' ]
A GIST v Cajal A (IcG) 17 GPR20 4 A X Seay ng'! l ' \
6 B S
AGIST ni. 0¥ 0 J Y ranscription? o o
XF
A a oA :
A 60%, 06 35%
AKIT 4x-~ (78%) or PDGFRA |/ (7.5%)
A 37 TKisx N7,
A g:bsgzo ADC \\ "y \fd z k:! q-lli(K: N . MOA” L GGFG: glycineglycine-phenylalanine-glycine
DS-6157 |[Fitar . \J' \Jn‘i 4 . oleT DXd: DX 8951 derivative
A 19 ° FOXF1: Forkhead box F1

ETV1: ETS variant 1, a member of the ETS (E
twenty-six) family of transcription factors
Chi P. et al,Cancer Discov2018;8(2):146 149, 234-251. (modified) 75




DS-6157 KM~ n M1

v

Daiichi-Sankyo

i (Part 1)

DS-6157a IV Q3W monotherapy*
2nd 3rd oy later line) or not a candidate for imatinib

in advanced GIST

3~ pts )
8 mg/kg Q3W

3~ pts

6.4 mg/kg Q3W

Dose

3~ pts
4.8 mg/kg Q3W Enroll additional
patients for dose

3.2 mg/kg Q3W confirmation

3~ pts
1.6 mg/kg Q3W

>

A Assess GPR20 levels in all patients retrospectively

i " (Part 2)*

DS-6157a IV Q3W monotherapy

Cohort 1***
GIST in 3 or later line

_RDE _ 2

Cohort 2****
GIST in 2 |ine

Escalation Expansion

UsS, +(Japan)
DFCI, other sites, (NCCE in Japan)

Study Region
Potential Study Sites

US, Japan, (+ Other countries: TBD
DFCI, other sites, (NCCE in Japan)

GIST: gastrointestinal stromal tumors; RDE: recommended dose for expansion; BLRM: Bayesian logistic regression model; DFCana Farber Cancer Institute; NCCE: National

Cancer Center Hospital

*These are planned doses. Actual dose levels will be determined by clinical toxicity findings in each dose cohort & the BLRMHigher or intermediate doses may also be considered.

*DS-6157a dose will be determined in Dose Escalation (Part 1).

***Cohort 1 includes subjects who have been previously treated with imatinib & at least one post -imatinib treatment.

**** Cohort 2 will be initiated after efficacy
Escalation & Dose Expansion Cohort 1. Cohort 2 will be initiated in the United States only.

i s

d e mo n s eatsdreaedwitl{ B3BHD5¥ acRDE)finiDosem e d
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DS 8201K FDA 90-Day Safety Update 1 >~ O

Daiichi-Sankyo

1 HER2  5.4mg/kg

1 .
0 TEAE 8.2%  15.2%
ILD
U ILD 82%  13.5%
0 ILD 1 2 2 7 3
1
TM nM1SOT T YAdMDdSY N 1A "M X NHAn
p19. "2 v i N4n1

i A N4An14
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U3-1402 K ILD p ° P O

Daiichi-Sankyo

Number (%) of Subjects with Each CTCAE Grade Reported by
Adjudication Committee

3 4
N=205" Adjudicated? 1(0.5) 7(3.4) 3 (1.5) 0 1(0.5) 12 (5.9)
Doses
(1.6-8.0 mg/kg)
Median exposure aqjdicated as ILD 1(0.5) 6 (2.9) 3(1.5) 0 1(0.5) 11 (5.4)
4.4 months
(0.7-30.2)
Mean "
exposure(SD) = fe?;‘:gécated as Drug- 1(0.5) 4 (2.0) 3 (1.5) 0 1(0.5) 9 (4.47

5.76mo (4.973)

& Consisted of events based on 44 PTs selected for ILD adjudicatior® terms adjudicated as ILD& pneumonitis, interstitial
pneumonia, radiation pneumonitis

b- the 2 cases considered not related to the study drug, were considered related to prior radiation therapy 80
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DS-1062 K ILD p © P O

Daiichi-Sankyo

2019 10 18 ILD
Number (%) of Subjects with Each CTCAE Grade Reported by Adjudication
Committee
Total
Adjudicated? 0 3(3.4) 0 0 3(3.4y 6 (6.8)
N=88 subj
7.1 wks
(3.0-54.0wks)

Mean (SD)o Adjudicated as Drug-

0 3(3.4 0 0 1(1.1 4(45
13.4 (11.9) related (3.4) (1.2) (4.5)

a Consisted of events based on 44 PTs selected for ILD adjudicatior® events adjudicated as ILD : pneumonitis, respiratory failue
and organizing pneumonia
b The other 2 events not adjudicated as ILD were adjudicated as Disease progression per the ILD AC
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0 MANVAMINnAa

N\

2017 Strategic Intent

By 2025, Cancer Enterprise will be a leading world-class organization

focused on 3 pillars, and will have delivered 7 valuable NMEs
(approved, launched and accessed)

Lead in Smart-Treatment

with BIC & FIC ADC

Establish a competitive
Hematology Franchise

Lead with break-thru

science

=Maximize existing Smart-
Chemo portfolio

=Develop next generation
of Smart-Chemo

=Deliver disruptive Smart-
treatments

=Lead in the FLT3
segment

=Expand beyond FLT3
segment

=Expand beyond AML

=Deliver Best in Class
NME or First in Class
disruptive MOA NME

=Embed new technologies
to magnify the value of
science

g

v

v_

7 NMEs in 8 years

A Science Machine and a X-functional Value Creation Team

and Al

1st

2019J 0 A1

A

A

3

(DS-8201, DS 1062, U3-1402)

P\ a

Daiichi-Sankyo

84



AP 37 ADC 4" 1 Ma

DS-8201 DS-1062 U3-1402

NSCLC

NSCLC (I0 )1st
TROP2

TN AYMAdAN7 Y
/

85



% of total value
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Daiichi-Sankyo
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Sta Sta

3 ADCs

Alpha

ALL:

Major R&D Pipeline

[fam-] trastuzumab deruxtecan/
DS-8201/anti-HER2 ADC

U3-1402/anti-HER3 ADC

DS-1062/anti-TROP2 ADC

Quizartinib/FLT3 inhibitor

Pexidartinib/
CSF1/KIT/FLT3 inhibitor

Axicabtagene ciloleucel/
Axi-CeP/anti-CD19 CART

Oncology

Valemetostat/DS-3201/
EZH1/2 inhibitor

Breast cancer (HER2 positive post IDM1)

Breast cancer (HER2 positive vs-DM1)

Breast cancer (HER2 low expression)

Gastric cancer (HER2 positive, 3L)
Colorectal cancer (HER2 expressing)
NSCLC (HER2 expressing/mutant)

Breast and bladder cancer (with nivolumab)

Breast cancer (HER3 expressg)
EGFRm NSCLC

NSCLC

AML (relapsed/refractory)

AML (1% line)

Tenosynovial giant cell tumor

B-cell lymphoma

DS1647 ( G4 7 ¢ ) HMA c Mdlignani ghoma

Adult T-cell leukemia/lymphoma
Non-Hodgki nds
AML, ALL

Ly mphoma

Small cell lung cancer

spiusieyy | BEAN
Asia DA
P3
JP/USIEU/ P3
Asia
JP/US_/EU/ P3
Asia
JP/Asia P2
JP/US/EU P2
JP/US/EU P2
US/EU P1
JP/US P1
JP/US P1
JP/US P1
Asia P3
JP/US/EU/ | P3
Asia LCM
EU P3
JP P2
JP P2
JP P2
gPPUBSC L )P1
us P1
us P1

Alpha

Oncology
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=
2
S
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=
>
=
8
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0]
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Vaccine

Milademetan/DS-3032/
MDM2 inhibitor

PLX2853/BETinhibitor

DS-1001/ Mutant IDH1
inhibitor

DS-1205/AXL inhibitor

DS 7300/anti-B7-H3 ADC

Edoxaban/FXa inhibitor

Prasugrel/anti -platelet agent

Esaxerenone/MR -Antagonist

Mi rogabl Il hgand

DS-1040/TAFIla inhibitor

DS-5141/ENA -oligonucleotide
DS-1211/TNAP inhibitor

VN-0107/MEDI3250/I ive
attenuated influenza vaccine
nasal spray

VN-0105/DPT -IPV/Hib
VN-0102/JvC -001/

Measles-mumps -rubella
vaccine

As of December 2019

Solid tumor (liposarcoma)
AML
AML

Glioma

NSCLC (with gefitinib)
NSCLC (with osimertinib)

Solid tumor

Atrial fibrillation in the very elderly
Ischemic stroke
Diabetic nephropathy

Central neuropathic pain

Acute ischemic stroke ,
acute pulmonary thromboembolism
Duchenne type muscular dystrophy

Inhibition of ectopic calcification
Prophylaxis of seasonal influenza

Prevention of pertussis, diphtheria,
tetanus, poliomyelitis and Hib infection

For m easles, mumps, and rubella
prophylaxis

acute lymphocytic leukemia, AML: acute myeloid leukemia, NSCLC: nesmall-cell lung cancer, PTCL: peripheral Icell ymphoma

»
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JP/US
JP/US
us
JP

JP
Asia
JP/US

JP

JP
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JP/Asia

JP/US/EU
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DS-8201 DS-1062
HER2 s 6 X~ PivotalM n\M2 d DESTINY-Breast01 ASCO 20204 O A
A 2019 9 9 A NSCLC
A PDUFA dat&020 4 29
A 2020

Breast

HER2 s 6 X~ PivotalM~ n M2 0 DESTINY-GastricO1
A / 2019 4 TLR NSCLC

ASCO20204 0 A Gastric
A DESTINYBreastO1
A DESTINYGastricOl

A
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Cancer Enterprise | Deliver, Scale Up, Lead O

Daiichi-Sankyo

A
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Care. Compassion. Science.
It's Our Obligation.
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FY2019 R&D Major Milestones (As of December 2019) v

Daiichi-Sankyo

FY2019 FY2020
Ql Q2 Q3 Q4 01~

Project Target Indications and Studies

P2 pivotal: breast cancer (HER2 positive post IDM1) JP/US submitted EU submission
P2 pivotal: gastric cancer (HER2 positive, 3L) (JP/Asia) JP submission
DS-8201
P2: gastric cancer (HER2 positive post trastuzumabjUS/EU) Study started
P1: breastcancerand NSCLC with pembrolizumab Study start planned
U3-1402 P1: NSCLC Started d ose
expansion
DS-1062 P1: NSCLC Started d ose
expansion
JP launched
T ) JP approv ed EU received EMA
Quizartinib P3: AML (relapsed/refractory) US CRL CHMP negative
opinion

P3: tenosynovial giant cell tumor (US/EU) Uslai‘:irr?ggd/ EU decision

DS-1647 [IS: malignant glioma (JP) Submission

P1: small cell lung cancer (US) Study started
DS-3201

P2: Adult T-cell leukemia/lymphoma Study started
DS-1205 P1: NSCLC with osimertinib (Asia) Study started
DS-7300 P1/2: solid tumors Study started

DS-6157 P1: gastrointestinal stromal tumors (GIST) Study start planned

AML: acute myeloid leukemia, CRL: complete response letter, NSCLC: nesmall-cell lung cancer
Underlined in red: new or updated from FY2019 Q2, blue: achieved

Alpha

P3: influenza (nebulizer formulation) (JP) Approv ed Launched
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DS-8201 | Breast Cancer CDP | Comprehensive Plan

Ongoing P3 As of Nov 15, 2019

Potential P3

() Daiichi-Sankyo

P2 Neoad;j . only Adj Adjuvant only Adv/Met 1 stline 2"d line 3 line 4th_5th
60k 120k 425k 135k 90k 45k 25k
10kmAb 25k mAb = mAb + 5Ok mAb = mAL 30k 5K mADb/
~20% + mAb Chemo Chemo mADb + DESTINY- DESTINY-
Mono/ Mono/ TKI +
HER2+ +Chem Mono/ mAb + Breast03 ADC Breast01/02
Combo Mono Combo Mono
(post -neoadj) Combo Chemo Mono Combos
35k 85k 335l 80k 55k 30k 20k
HER2null — '
Endocrine therapy CDKM.S' N LG Chemo
endocrine Chemo
~65% I C h """""""""""""""""""""""" Ed """"""""""""""""""""""""""""""""""""""
¢ ndocrine
HR+ end therapy +
the chemo :
Mono/ Mono
CDKA4/6i + endassiaz =ndocrine
. Combo Mono +/- mTOR
~60% o0fddo |ER2 t- ono
HER2 low (post - (M-nsk)
neoadj) ~7.5% of T—
BRCAM
40-60% 10 ’
~15% 15k 10k 40k 12k PDL1+  +chemo | 5 5k
TNBC Chemo Chemo
HERZnull { Chemo Chemo 13k S
A Simplified view of SOC in G7 shown aboved not meant to be patient flow or full representation of regimen
shares; biomarker overlap not well characterized
A Drug-treated patients G7 markets in 2025 (source: Kantar, rounded to nearest 5k). 80% of Stdllbc patients
included in metastatic as not resectable with curative intent (to be validated in MR)
AstraZeneca A Multi -indication basket

O

Daiichi-Sankyo
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DS-8201 | Non

Ongoing P3 As of Nov 15, 2019

Potential P3 P2

- Breast Cancer CDP

Early disease Adv/Met 1 stline 2" line
Gastric 13k 15k o 8k 2 2L+) VEGE DESTINY- To)
(Zg?st’\fégzﬁ?% Chemo+ RT Combo tuzumab il Combos Mono m'ARé G(E"A'\S‘g;gl Chermo |
+ Chemo ‘hemo Mono BSC
Gastric 18k 20k 10k
[@]
(HERZ2low
249%) Chemo+ RT Chemo VEGFR2ZNAB + Chemo Chemo /
BS(C
NSCLC 1k CRT 5k 3k
(2% HER2/ |8k post-CRT 32k (mut) 19k HUDSON 7k &
10%* HER2+) A 10 Mono 0 i Mono s Chemo g
2k RTx Chemo =
TKI
10k
CRC 12k ok 6k s 3k
(5% HER2+) Chemo + RT (Ad)) Chemo = VEGF or _ Mono c
t Mono Combo EGERMAD Combos VEGrI;XE)EGFR %17 Mono Combos
Other / Tum. agn. Tum. agn.
Tumor HER2 mut PRROvCa HER2
) Mono Mono/combo Overexpressed
Agnostic Mono

I

A Drug-treated patients G7 markets in 2025 (source: Kantar for total patients, rounded to nearest 1k; Prevalence per below; Gastric includes GEJ adentes sourced from DRG)
A Wide range of HER2+ prevalence reported in literature. Same prevalence assumed across lines of therapy given limited data; madiffer between early & metastatic

A 12ToGA, GOLDPRange: :4% for HER2 (Peters 2014)*Range: 219% for IHC 3+ or 3+/2+ ( Hisch 2002, Zinner 2004, Heinmoller 2003) SRange:17% for IHC3+ (Sienna 2018)

A *Registrational Ph2 in Japan/Korea, with exploratory cohort in IC2+/1+ ; AMulti -indication basket

() Daiichi-Sankyo

AstraZeneca

v

Daiichi-Sankyo
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AE Adverse event
BTD Breakthrough therapy designation
CR Complete response
CRL Complete response letter
FDA
DCR Disease control rate
DLT Dose limiting toxicity
DOR Duration of response
EGFR Epidermal growth factor receptor
MTD Maximum tolerated dose
ORR Overall response rate CR PR
Objective response rate
oS Overall survival
PD Progress disease
PFS Progression-free survival
PR Partial response 30 4
SD Stable disease
TEAE Treatment emergent adverse event

v

Daiichi-Sankyo
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