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DESTINY-Breast03 %1%
FEFMIER: PFS (BRTIRIIPRYITE)
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TPFS.mo NG NRIIBSAE)  6815682)
12:mo PFS rate, % 752 3.1
(95% CI) (698807)  [217405)
220,37
HR (95% CI) 0.28 (0.22-0.37)

P=18 X 10%

Time, months

Median PFS follow-up for T-DXd was 15.5 months (range, 15.1-16.6) and for T-DM1 was 13.9 months (range, 11.8-15.1)
HR, hazard ratio; INV, investigator; mo, month; NE, not estimable; NR, not reached; PFS, progression free survival
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DESTINY-Breast04
HER2 (ESEH
A A HR+: chemotherapy + endocrine £ CDK4/6i?

Post
CDKA4/6i

| HR-3: chemotherapy Replace/displace chemotherapy

DESTINY-Breastl1l

DESTINY-Breast05 DESTINY-Breast01
HER2 B%'I‘E Neoadjuvant Post neoadjuvant BISENIRhAEITEE 0 BESHINGERIEaSI0C DESTINY-Breast02

endocrine therapy

ng‘/u replace replace trastuzumab
chemotherapy emtansine (T-DM1) REPLACE REPLACE POST _
chemotherapy + trastuzumab trastuzumab emtansine
trastuzumab + emtansine (T-DM1)
l Chemotherapy + pertuzumab (T-DM1) US, JP, EU, UK, Canada
trastuzumab + pertuzumab Israel, Brazil, Australia,
/ CH, Singapore approvals
R IR ORI - TOMDOBABADRER : Bh'A. FINERIHA. ABHA. ZOMDHA VA
N - IERDOHAABRZEREDP : BETFROSISRZIAEZEIET approvals
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Trastuzumab Deruxtecan (T-DXd) Versus Trastuzumab Emtansine
(T-DM1) in Patients With HER2+ Metastatic Breast Cancer:
Subgroup Analyses From the Randomized
Phase 3 Study DESTINY-Breast03

Sara A. Hurvitz, MD?, Sung-Bae Kim, Wei-Pang Chung,

Seock-Ah Im, Yeon Hee Park, Roberto Hegg, Min-Hwan Kim, Ling-Ming Tseng, Vanessa Petry, Chi-Feng Chung,
Hiroji lwata, Erika Hamilton, Giuseppe Curigliano, Binghe Xu, Caleb Lee,

Yali Liu, Jillian Cathcart, Emarjola Bako, Sunil Verma, Javier Cortes

On behalf of the DESTINY-Breast03 investigators

aDepartment of Medicine, David Geffen School of Medicine, University of California, Los Angeles, Jonsson Comprehensive Cancer
Center, Los Angeles, CA USA

SABCS 2021
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DESTINY-Breast03: T-DXd #]6b T DE/EB{LPh3ER o

An open-label, multicenter study (NCT03529110)

Patients (N = 524) T-DXd Primary endpoint
« Unresectable or metastatic HER?-posntlvea 5.4 mg/kg Q3W + PFS (BICR)
breast cancer that has been previously = 261)d :
treated with trastuzumab and a taxane® (n ) Key secondary endpoint
« Could have clinically stable, treated brain - OS
metastases®

« 22 weeks between end of whole brain

Secondary endpoints
radiotherapy and study enroliment :

ORR (BICR and

Stratification factors Weciat . Bc\g?tzg?ct:oé;
Hormone receptor status 4.6 mg/kg QoW + PFS (investigator)
Prior treatment with pertuzumab (n = 263)° Safety

History of visceral disease

« At the time of data cutoff (May 21, 2021), 125 (48.6%) T-DXd patients and 214 (82.0%) T-DM1 patients had discontinued
treatment

* Median follow up was 15.9 months
« BMs were measured at baseline by CT or MRI and lesions were monitored throughout the study

BICR, blinded independent central review; BM, brain metastasis; CT, computed tomography; DOR, duration of response; HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; ISH, in situ hybridization; MRI, magnetic resonance
imagining; ORR, objective response rate; OS, overall survival; PFS, progression-free survival; Q3W, every 3 weeks; R, randomization; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan.

aHER2 IHC3+ or IHC2+/ISH+ based on central confirmation. PProgression during or <6 months after completing adjuvant therapy involving trastuzumab and a taxane. °Prior to protocol amendment, patients with stable, untreated BM were eligible. 44patients
were randomly assigned but not treated. ¢2patients were randomly assigned but not treated.

SABCS 2021
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100 4

Progression-Free Survival Probability, %

T-DM1(263) 263 252 200 163 155 132 108 96 93 78 65 60 51
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T-DXd T-DM1

mPFS, mo (95% Cl)  NR (185-NE) 6.8 (56-8.2)

12-mo PFS rate, % 758 341
(95% CI) (69.8-80.7) (27.7-40.5)
0.28 (0.22-0.37)
0
HR (958 ) P=7.8 X 102
bbe—e bt i 4

_."—.‘—“M—-‘-+ﬁ=
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At data cutoff, 84 (32.2%) patients treated with T-DXd
versus 155 (58.9%) with T- DM1 had progressive disease

0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32
Patients Still at Risk:
T-DXd (261) 261 256 250 244 240 224 214 202 200 183 168 164 150 132 112 105 79 64 53 45 36 29 25 19 10 6 5 3 2 0

Time, months

43 37 34 20 23 219 %6 12 8 6 4 1 1 1 1 1 1 1 1 0

A

\J

Daiichi-Sankyo

BICR, blinded independent central review; HR, hazard ratio; mPFS, median progression-free survival; NE, not estimable; NR, not reached; PFS, progression-free survival; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab

deruxtecan.

Median PFS follow-up for T-DXd was 15.5 months (range, 15.1-16.6) and was 13.9 months (range, 11.8-15.1) for T-DM1.

Cortés et al. Ann Oncol. 2021; 32(suppl_5):S1283-S1346. 10.1016/annonc/annonc741
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Number of Events Median PFS, mo (95% CI) HR (95% CI)
T-DXd T-DM1 T-DXd T-DM1
All patients 87/261 158/263 NE (18.5-NE) 6.8 (5.6-8.2) o : 0.2840 (0.2165-0.3727)
Hormone receptor Positive (n = 272) 46/133 84/139 224 (17.7-NE) 6.9 (4.2-9.8) o : 0.3191 (0.2217-0.4594)
status Negative (n =248)  41/126  73/122 NE (18.0-NE) 6.8 (54-83)  ro— E 0.2965 (0.2008-0.4378)
Prior pertuzumab Yes (n = 320) 57/162 98/158 NE (18.5-NE) 6.8 (5.4-8.3) o E 0.3050 (0.2185-0.4257)
e No (n = 204) 30/99 60/105 NE (16.5-NE) 7.0 (4.2-9.7) +H— E 0.2999 (0.1924-0.4675)
Visceral disease Yes (n = 384) 72/195  123/189 22.2 (16.5-NE) 5.7 (4.2-7.0) o : 0.2806 (0.2083-0.3779)
No (n = 140) 15/66 35/74 NE (NE-NE) 11.3 (6.8-NE) o—i E 0.3157 (0.1718-0.5804)
Prior lines of 0-1 (n=258) 46/132 75/126 22.4 (17.9-NE) 8.0 (5.7-9.7) H— : 0.3302 (0.2275-0.4794)
SRy 22 (n = 266) 41/129 83/137 NE (16.8-NE) 5.6 (4.2-7.1) o E 0.2828 (0.1933-0.4136)
Yes (n = 82) 22/43 27/39 15.0 (12.5-2222) 3.0(2.8-58) Ho— : 0.2465 (0.1341-0.4529)
Patients with BM 1
No (n = 442) 65/218 131/224 NE (22.4-NE) 7.1(5.6-9.7) O : 0.2971(0.2199-0.4014)

SABCS 2021

0.0

05 10 15
HR (T-DXd vs T-DM1)

BM, brain metastasis; HR, hazard ratio; NE, not estimable; PFS, progression-free survival; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan.
apatients with rapid progression on (neo)adjuvant therapy were included. Line of therapy does not include endocrine therapy.

2.0
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T-DXd (n = 261)

T-DM1 (n =263)

No. of Patients

No. of Patients

SABCS 2021

Daiichi-Sankyo
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Difference of T-DXd

With Confirmed With Confirmed ORR, % (95% Cl) vs T-DM1, %
CR/PR CR/PR BT-DXd = T-DM1 (95% Cl)
All patients 208/261 90/263 P 45.5(37.6-534)
Positive (n = 272 104/133 43/139 _,, 47.3(36.1-58.4
Hormone receptor ( ) it ( )
status
. Negative (n = 248) 103/126 47/122 _ 43.2 (31.5-55.0)
Yas fn= 320 129/162 52/158 _ 46.7 (36.5.58.
Prior pertuzumab ( ) : " BT650R D)
treatment
Sl No (n = 204) 79/99 38/105 I 43.6 (30.5-56.7)
Yes (n = 384) 151/195 55/189 _, : 48.3(39.1-57.6)
Visceral disease ’
No (n = 140) 57/66 35/74 4 E— 39.1(23.6-54.6)
0-1 (n =258 99/132 45/126 _, : 39.3(27.3-512
Prior lines of ( ) oYL ( )
th
oraey 22 (n = 266) 109/129 45137 F!,___,__‘ 51.6 (40.9-62.4)
Yes (n=82) 29/43 8/39 _ 46.9 (25.6-68.3)
Patients with BM
No (n = 442) 179/218 82/224 _ 45.5 (36.9-54.1)

BM, brain metastass; CR, complete response; ORR. objectiveresponse rate; PR, parial response; T-DM1, trastuzumab emtansine;
T-DXd, trastuzumab deruxtecan
“Patientswith rapid progression on (neo Jadjuvant therapy were included. Line of therapy doesnotinclude endocrine therapy.,

o-

T

20

40 60
Objective Response Rate, %

80

100
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Brain Metastases at Baseline

4 —+— T-DXd (n=43)
b T-DM1 (n=39)

T-DXd T-DM1

mPFS, 15.0 3.0
mo (95% CI) (12.5-22.2) (2.8-5.8)
12-mo PFS rate, 720 209
% (95% CI) (55.0-83.5) (8.7-36.6)

] L

HR (95% CI) 0.25 (0.13-0.45)

+

=

T
01234567

Pationts Still at Riwh:

TOXS(43) 43 41 40 230 30 38 M 3 N 9 X M4 23 0 430 7 6 &4 2 2 2
TOMI(39) 28 28 20 17 15 15 0 o6 ¢ &5

rrrrrrrrrrrrrrrrrrrrr1rr1rr11
8 910111213 141516 17 18 19 20 2122 2324 25 26 27 28 29 303132

Time (Month)

1 1T 9 0 00 O O 0 0O

] 3 2 < 2 4 1 L 1 1 1 0O 0 0 0 0 0 o 0 o o 0 0

At data cutoff, in patients with BM at baseline, PD was observed:
 |n 21/43 treated with T-DXd versus 27/39 with T-DM1
* |nthe brain in 9/21 treated with T-DXd versus 11/27 with T-DM1

Progression-Free Survival Probability, %

1.0
0.9
0.8
0.7
0.6
0.5
0.4
0.3
0.2
0.1
0.0

FETEBNEDRMERTZ (CPRTE

Daiichi-Sankyo

No Brain Metastases at Baseline

\
- |-
\
— ’ ‘]1
- =t T-DXd (n=218)
J —+— T-DM1 (n=224)

T-DXd T-DVM1

mPFS, NE 71

mo (95% CI) (22.2-NE) (5.6-9.7)
12-mo PFS rate, 76.5 36.4

% (95% Cl) (70.0-81.8)  (29.4-43.4)

R (95% CI) 0.30 (0.22-0.40)

R W S A W D BN B R . AR IS SR TR R R NS NS Y FrYE ER R

T rrrrrrorri1
0123 456 789101112131415161718 192021222324 252627 28 29303132

Pationts Stil at Risk:

TOXd (218) 218 215210200 J01 185 180 100107154 142 140127 112 98 52 60 A7 47T 41 33 27 23 8 9 & &5 2 2
TOMY (224) 224 214 172 MG 40 T 99 SO 07 T3 &2 57 48 41 a8

Time (Month)

0 0 0 0

232220 BN 86 4 1 L 1 1 L B )

At data cutoff, in patients without BM at baseline, PD was observed:
e |n 63/218 treated with T-DXd versus 128/224 with T-DM1
* Inthe brain in 4/63 treated with T-DXd versus 1/128 with T-DM1

S ABCS 202 1 mPFS, median progression-free survival; PD, progressive disease; PFS, progression-free survival; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan 25
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T-DM1 (n = 23)

20 1
0+

-20 1

-40 1

Best % Change in Sum of Diameters from Baseline

-60
-80

-100 A
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BestOverall Response, n (%)?

Non-CR/Non-PD

Not Evaluable

Subjects with Objective
Response of CR or PR, n

10 (27.8) 1(2.8)
13(36.1) 11 (30.6)
6 (16.7) 7 (19.4)
4 (11.1) 7 (19.4)
1(2.8) 8 (22.2)
0 1(2.8)
2 (5.6) 1(2.8)
23 12

CR. complete response; DCR, disease control rate; mDOR, medianduration of response; PD. progressive disease. PR.
pantial response; SD, stable diseasa; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan
Table includestarget and non-target lesons Only patientswith target lesion assessments are eligible forinclusion in

waterfall

Red line at 20% indicates progressive disease, blackline at -30% indicatespartial response
“Denominator for percentagesisthe number of subjectsin the full analysisset with brain metastasestumor assessment
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DESTINY-Breast04

Ph3 study of ENHERTU® compared to existing 2L & 3L HER2-negative monotherapies for HER2 low breast cancer

Key Eligibility Criteria
HER2-low (IHC 1+ or IHC T-DXd 5.4 mg/kg
2+/ISH-)

N Primary endpoint
n=360 - PFS (BICR) in HR+

v

Unresectable or metastatic

breast cancer Key Secondary endpoints
R *  PFS (BICR) HR+ & HR-
Previously treated with 1 or 2 e  OSinHR+
lines of chemotherapy in the 2:1 . . e  0OSinOSinHR+ & HR-
Investigator’s choice

metastatic setting

If HR-positive, must be > n=180 Secondary endpoints
refractory to endocrine (Capecitabine, Eribulin, PFS (INV) in HR+
therapy, no restriction on prior Gemcitabine, Paclitaxel, or ORR in HR+
targeted therapy Nab-paclitaxel) * DoR (BICR) in HR+

DB-04:RERDFT—H IR TS 1 —I)LiED 202 1EEFAMERICAFFE
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DESTINY-Breasti11

Phase 3 study of neoadjuvant ENHERTU® monotherapy or ENHERTU® followed by THP compared to ddAC-THP
in patients with high-risk HER2+ early stage breast cancer

Arm A
Population R Trastuzumab deruxtecan _ -
_ _ Q3W, 8 cycles Primary Endpo_mt.
» Patients with HER2+, * pPCR (ypTO/Tis ypNO)
locally advanced or
Ln;lr?cn;:natory breast Arm B Trastuzumab Paclitaxel QW (d1, 8, 15), + GZ;
51 > deruxtecan » trastuzumab + pertuzumab o)
* HR+ or HR- _ Q3W, 4 cycles Q3W, 4 cycles 55)
. N = 624
* Primary breast tumor
size>5cm or . :
confirmed nodal Arm C Doxorubicin + Paclitaxel QW (d1, 8, 15), +
involvement » cyclophosphamide » trastuzumab + pertuzumab
Q2W, 4 cycles Q3W, 4 cycles

ddAC: dose dense adriamycin + cyclophosphamide, THP: taxane + herceptin + pertuzumab
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DESTINY-Lung04

Ph3 study of T-DXd as 1L treatment of NSCLC harboring HER2 exon 19 or 20 mutations

Population

* Metastatic or unresectable non-
squamous NSCLC

* Treatment naive for advanced
disease

« HER2m Exon 19/20 by central or N = 264
local test Pembrolizumab +

« RECIST 1.1 evaluable Platinum* + Pemetrexed

\ 4

Trastuzumab deruxtecan Primary Endpoint:
5.4 mg/kg g3w * PFS (BICR)

\ 4

Prespecified subgroups include: HER2 co-amplification; PD-L1 status (=1%)
* Investigator choice of cisplatin or carboplatin

29
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|
As of Dec 2021 FY2020 FY2021 FY2022 Planning

DESTINY-Breast01 completed

DESTINY-Breast02 monotherapy vs PC
DESTINY-Breast03 monotherapy vs T-DM1

Metastatic 3L+

Metastatic 2L |
DESTINY-Breast07 combination (2L/1L) Ph1b/2
HER2 Positive ) I I
Metastatic 1L
D Breast09 D)o DE ab P
Post-neoadjuvant DESTINY-Breast05 monotherapy vs T-DM1
. DESTINY-Breast11
Neoadjuvant T-DXd vs T-DXd / THP vs AC / THP
Adjuvant Phase 3
Metastatic Post DESTINY-Breast04 monotherapy vs PC
EET Chemo DESTINY-Breast08 combination
Post-neoadjuvant Phase 3
EERZ HR+ Metastatic 5 S react( X .
ow Chemo Naive Dl o oo eTan
Metastatic 1L BEGONIA durvalumab combination Ph1b/2 (Arm 6)
HR-
Neoadjuvant Phase 3

sLBRODRAIE AR T (F— R EFHAF T (E THIDWISH K DR
AC: 7 RUTPIAS 2+ OOTARTF7 IR, THP: FF Y2+ )\ =T F2+RILWYITT | PC: EFREFRAR. HR RILESZEHK



T > /\—We*: [EFREISEEHE | Bh'A & NSCLC (V]

As of Dec 2021 FY2020 FY2021 FY2022 Planning
| |
Metastatic 3L+ DESTINY-GastricO1 DESTINY-Gastric06 monotherapy China Ph2
|
.| HER2 : | : : :
Gastric Positive Metastatic 2L DESTINY-GastricO4 mono vs ramucirumab+paclitaxel

I I
DESTINY-GastricO3 combination (2L/1L) Ph1b/2

Metastatic 1L | Phase 3

Metastatic 2L+ i
HER2 . Metastatic 2L Phase 3
Expressing

DESTINY-Lung03 combination
NSCLC Metastatic 1L
Phase 3

HER? Metastatic 2L+ i
Mutated :

Metastatic 1L DESTINY-Lung04 mono vs SOC

SRERODBAIE S #R T (F— B L FHAFE (I TRIDHSH KD FRR
NSCLC: 3E/)liRBAAN AL, SOC: 1Z#E/AE
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Daiichi-Sankyo

As of Dec 2021 FY2020 FY2021 FY2022 Planning
HER2 Metastati I
CRC Express 3Le LA DESTINY-CRCO1 monotherapy
ing . |
Nivolumab combination (breast, bladder) |
Oth HER2 Metastati ' l
er Express elastatic Pembrolizumab combination (breast, NSCLC)
Tumors/ | . 2L | |
) ing i i
multiple
tumors  I"HER> Metastatic | |
Mutated | 2L | |

SERODBIE SR T (X— R EHEAFEE (S TFTHIOWIH LD F R
CRC: KgH Au. NSCLC: FE/\sHREAHHS A
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ZiEDEFHABEDBREEREESE

« FFHADXdEUliZE=(C. Dato-DXdT

EBEDOMNARICHIT DB EEUS

)

« ZNAICHULT, TROP2 ADCELTD

BVl REb D A & FhA ZEX T

DD ERE < BE

TROP27Z1R &9 SADCEEICEL DT

Dato-DXd(RUDXdT 5w kT —1) D ABAICHT B TNETICRL

S = L V]

@ IR A (CHBITD T 77— KED
RA N2 ZADTROP2 ADCELTD
Dato-DXdDiR= > 3 > ZhEL

RUWBBIRZEIE5YT

Daiichi-Sankyo

Dato-DXdZz /% - HalEDHAICH T S
FERBHAEELE UTEAL,

RIEEuE & DHBEGE THREED ADL1IRGHEIC R
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Daiichi-Sankyo

Datopotamab Deruxtecan (Dato-DXd) in Advanced/Metastatic
HER2 Negative Breast Cancer: Triple Negative Breast Cancer
Results from the Phase 1 TROPION-PanTumorOl1 Study

lan Krop,! Dejan Juric,? Toshio Shimizu,? Anthony Tolcher,* Alexander Spira,® Toru Mukohara,®
Aaron E. Lisberg,’” Takahiro Kogawa,? Kyriakos P. Papadopoulos,® Erika Hamilton,10

Senthil Damodaran,* Jonathan Greenberg,? Wen Gu,? Fumiaki Kobayashi,!3

Takahiro Jikoh,!® Yui Kawasaki,'®* Funda Meric-Bernstam,* Aditya Bardia?

1Dana-Farber Cancer Institute, Boston, MA; 2Department of Hematology/Oncology, Massachusetts General Hospital Cancer Center, Harvard Medical School,
Boston, MA; 3National Cancer Center Hospital, Tokyo, Japan; “NEXT Oncology, San Antonio, TX; 5Virginia Cancer Specialists, Fairfax, VA; éDepartment of
Medical Oncology, National Cancer Center Hospital East, Kashiwa, Japan; "UCLA Jonsson Comprehensive Cancer Center, Santa Monica, CA; 8Advanced
Medical Development Center, The Cancer Institute Hospital of JFCR, Tokyo, Japan; °START Center for Cancer Care San Antonio, San Antonio, TX; 19Sarah
Cannon Research Institute/Tennessee Oncology, Nashville, TN; 1'The University of Texas MD Anderson Cancer Center, Houston, TX; *?Daiichi Sankyo Inc.,
Basking Ridge, NJ; *3Daiichi Sankyo Co, Ltd, Tokyo, Japan

SABCS 2021
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TROPION-PanTumor01 (NCT03401385)

B¥/Ea T DI EE

» Relapsed/refractory
advanced/metastatic solid tumors

» Unselected for TROP2 expression?
» Age 218 (US) or 220 (Japan) years
« ECOG PS 0-1

» Measurable disease per RECIST
version 1.1

» Stable, treated brain metastases
allowed

ECOG PS, Eastern Cooperative Oncology Group performance status; Q3W, every 3 weeks; RECIST, Response Evaluation Criteria in Solid Tumors.

e AICHTT DT T — X158

NSCLCb
(0.27 to 10 mg/kg IV Q3W)

TNBCe

8 mg/kg (n=2); 6 mg/kg (n=42)

HR+/HER2- breast cancerd ——

Other tumor types

(including SCLC, bladder, gastric, ——
esophageal)

Daiichi-Sankyo

Primary objectives

» Safety
* Tolerability

Secondary objectives®

» Efficacyf
* Pharmacokinetics
 Antidrug antibodies

Data cutoff: July 30, 2021

a Pretreatment tumor tissue was required for retrospective analysis of TROP2 expression. P Results from the NSCLC cohort have been previously reported.?2 ¢ Includes patients treated in the dose-escalation and dose-
expansion portions. 9 Enroliment in the HR+/HER2- cohort is now complete and data will be forthcoming. € Exploratory objectives include analyses of biomarkers associated with response. f Response assessments

are based on RECIST 1.1.

1.Garon E, et al. WCLC 2021. Abstract 156; 2 Meric-Bernstam F, et al. ASCO 2021.

SABCS 2021
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Patient characteristics

TNBC
n=44

Patient characteristics (cont)
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\J

Daiichi-Sankyo

TNBC
=44

Age, median (range), years 53 (32-82) Brain metastases, n (%) 5(11)
Country, n (%) PrioT therapies in metastatic setting, 3 (1-10)
US 31 (70) median (range), n
S 13 (30) 22 prior lines of therapy, n (%)? 30 (68)
ECOG PS, n (%) Previous systemic treatment, n (%)
0 18 (41) Taxanes 40 (91)
1 26 (59) Platinum-based chemotherapy 23 (52)
De novo metastatic disease, n (%) Immunotherapy 19 (43)
Yes 14 (32) PARPI 7(16)
No 30 (68) Topo | inhibitor-based ADCP 13 (30)

PARPI, poly(ADP-ribose) polymerase inhibitor; Topo I, topoisomerase |.

a|ncludes prior lines of therapy in the metastatic setting. ® Sacituzumab govitecan, n=10; trastuzumab deruxtecan, n=2; patritumab deruxtecan, n=1.

SABCS 2021

Data cutoff: July 30, 2021
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All Patients
Patients, n (%)? (n=44)
ORR 15 (34)
100 CR/PR (confirmed) 14 (32)
80 CR/PR (pending confirmation)® 1(2)
2 Non-CR/non-PD 3(7)
T 60 Stable disease 17 (39)
3]
o Not evaluable 2 (5)
s 40 Disease control rate 34 (77)
:; i 20 PD 8 (18)
oo
2 ‘Q . Median follow-up: 7.6 months (range, 4-13 months)
N4
g9
m -20
S 2
=
g 40 Dose level ’
o s | ™ 8mgkg
§ M 6 mg/kg
o
-80 — * Prior sacituzumab govitecan
T Prior DXd-based ADC
-100 -

Data cutoff: July 30, 2021

BICR, blinded independent central review; CR, complete response; ORR, objective response rate; PD, progressive disease; PR, partial response; SoD, sum of diameters.
a|ncludes response evaluable patients who had =1 postbaseline tumor assessment or discontinued treatment. Postbaseline tumor assessments were not yet available for 2 patients at

the data cutoff. Three patients were not confirmed to have a target lesion per BICR and therefore had a best overall response of non-CR/non-PD.
SABCS 202 1 b Includes patients with an unconfirmed response but are ongoing treatment.
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Topo | BEEZENR— ZDADCOAEREDIR\TNBCEE

SABCS 2021

100

[o}
o

@
o

o
o=

SG/DXd Naive Patients with
Measurable Disease at BL

Patients, n (%)® (n=27)
ORR 14 (52)
CR/PR (confirmed) 13 (48)
CR/PR (pending confirmation)® 1(4)
Non-CR/non-PD 0
Stable disease 9 (33)
Not evaluable 1(4)
Disease control rate 22 (81)
PD 4 (15)

[v]
=

Best Percent Change in SoD From Baseline
by BICR (n=26), %

0
=20 —
-40 4 Dose |level
m 8 mg'kg
-60 1 m 6 mgkg
-80 =
-100 =

BL, baseline; SG; sacituzumab govitecan..

Medlian follow-up: 8.8 months (range, 4-13 months)

Data cutoff: July 30, 2021

a|ncludes response evaluable patients who had =1 postbaseline tumor assessment or discontinued treatment. Postbaseline tumor assessments were not
yet available for 1 patient at the data cutoff. b Includes patients with an unconfirmed response but are ongoing treatment.
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100 Il Ongoing
I Discontinued

@
o

1
\

D
o
|

N S
o ©
R |

by BICR, %

'
N
c[) o

A
o
|

>
o
|

&
T

-100 -

Best Percent Change in SoD From Baseline

Months

Data cutoff: July 30, 2021

« The median duration of response was not reached (range, 2.7-7.4+ months), with the majority of responses
ongoing at the data cutoff

SABCS 2021
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Patients, n (%) E\iia(,:
All-grade TEAEs 43 (98)
Grade 23 20 (45)
All-grade treatment-related TEAEs 43 (98)
Grade 23 10 (23)
Dose adjustments
Dose reduction due to AEs 8 (18)
Treatment interruption due to AEs 6 (14)
Treatment discontinuation due to AEs 1(2)
Serious TEAEs 8 (18)
Treatment related 2 (5)
Fatal TEAEs 0
Treatment related 0

SABCS 202 1 AE, adverse event; TEAE, treatment-emergent adverse event.

-

\J

Daiichi-Sankyo

TEAES in 215% of Patients

Nausea %
Stomatitis m
Vomiting %
Fatigue v,

Alopecia

Mucosal inflammation

Constipation observed were nausea and

stomatitis (predominantly
grade 1-2)

Headache
Lymphocyte count decreased

Neutrophil count decreased

. toxicity and diarrhea
Pyrexia

* No cases adjudicated as
drug-related ILD

Anemia

Pruritus

Hypokalemia Grade
. -2
Diarrhea >3
Cough | I I
0 10 2|O 3|0 4|0 50 60 70
Patients,
0p2

Data cutoff: July 30, 2021

* Most common adverse events

* Low frequency of hematologic
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TROPION-BreastO1

Daiichi-Sankyo

Ph3 Study of Dato-DXd vs treatment of physician’s choice in 2nd/3rd Line HR+ HER2- mBC

Key Eligibility Criteria:

« HR+ HER2- BC patients previously treated with
one or two” lines of chemotherapy in
advanced/metastatic setting:

» Progressed or not suitable for endocrine
therapy

* Progressed following most recent
antineoplastic therapy

» Targeted agents (such as mTOR inhibitors, PD-
1/PD-L1 inhibitors), endocrine therapies and
CDKA4/6 inhibitors on their own do not contribute
to the count of prior lines of chemotherapy,
although regimens with such agents in
combination with chemotherapy would still count
as one line of chemotherapy*.

"3L population capped at 50%
*Prior PARP inhibitors will be regarded as a line of chemotherapy

\ 4

Dato-DXd 6mg/kg IV Q3W

1:1

N=700 . _
Treatment of Physician’s Choice

(Eribulin, Vinorelbine, Capecitabine
or Gemcitabine)

\ 4

Stratification factors:
1 vs 2 lines of chemo in adv./met. setting
Geographic location
Previous CDK 4/6 inhibitor

Dual primary endpoint
PFS (BICR) and OS

Secondary endpoints
PFS (inv), ORR, DoR, TTR,
DCR, PRO, TEAE, PK,
Immunogenicity

Exploratory endpoints
PFS-2, Trop2 IHC expression,
other biomarkers,
exposure/efficacy
relationship, additional PRO

Response assessment: Scan qéw (based on 6 mo. mPFS in control arm)
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TROPION-Lung08

Ph3 study to evaluate add-on strategy to pembro monotherapy in 1L NSCLC without actionable genomic alternations

Primary Endpoints

NSCLC (Stage IMb, Illc, or IV)

PFS by BICR
Without actionable genomic N

alterations (documented
EGFR/ALK/ROS-1 negative) N=740 Arm 2: Pembrolizumab
ECOGPS0orl

. . o Stratification:
Cemllin AL Ml b Histology +  Q3W until PD, unacceptable toxicity, or other
Geography * discontinuation criteria
Smoking status * Maximum of 35 cvcles for pembrolizumab (both arms)
ECOGPS *  No maximum limit for Dato-DXd

Response assessment: Q9W for 2 vears (35 cycles)
Q12W thereafter

42



,4—\

Dato-DXd: BEEFRBAFESHE | NSCLC -/

Daiichi-Sankyo

As of Dec 2021 FY2020 FY2021 FY2022 Planning
Without Metastatic
actionable 2L/3L TROPION-PanTumor01 TROPION-Lung01
mutations
TROPION-L 2 li
ICI o Metastatic OPION-Lung02 (+pembrolizumab)
combination 1L/2L
NSCLC Without TROPION-Lung04 (+durvalumab)
actionable
mutations ; " .
. TROPION-Lung08 (+pembrolizumab) Additional studies in 1L
Metastatic 1L In PD-L1 >50% NSCLC*
With
actionable Metastatic 2L+ TROPION-PanTumor01
mutations

*PD-L1 <50%% 5T (FZAEBE (LT (CPD-1/PD-L1FHEE + {bFEE)

Ph 1 ongoing Ph 2 ongoing Ph 3 ongoing New

SERODBAIE “HAR T (F—F EFRAFX (I TFRADHIH KD FRR
ICl: e F T w IR > RBREF]. NSCLC: 3E/)VRRRATAY A
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Dato-DXd: ESFRBIFEEHE | ZLh'A & TDMDHA o

As of Dec 2021 FY2020 FY2021 FY2022 Planning

TROPION-Breast01
FRAHERD. | Metasttic 2L+

TROPION-PanTumor01

Breast Metastatic 2L+
TNBC Phase 3
Metastatic 1L BEGONIA durvalumab combination Ph1b/2 (Arm 7)
%r:eorrs* TROPION-PanTumor01

*ZDMDOMNA : BAAA. BENA. FRIELEREN A INIREATAY A
TROP2EIRED KLUIEFRIRT — A Dato-DXdNWN B TH D ENREBEINDIZOMOITET > X (CEDEMNAEZIZEIR

SERODFAIA EA& T (F— B LEFRAFXR (I TFRAIDHISH K D FR
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I >)\—Y°® & Dato-DXd: ZLHh'A . e
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Neoadjuvant Post-neoadjuvant/Adjuvant 1L Metastatic 2L Metastatic 3L Metastatic
DESTINY-Breastl1 DESTINY-Breast09
Phase 3 ENHERTUZvS ENHERTUS /| | DESTIEEBIESSIS | Phase 8 ENHERTUE £ pertuzumab | e -5 S oo
THP vs AC / THP ase onotnerapy vs - o T ase onotnerapy vs I- 10}
HER2 +
~ 20% of patients DESTINY-Breast07 DESTINY-Breast02
Phase 1b/2 Gombination (Part 2) Phase 3 Monotherapy vs PC
DESTINY-Breast07
Phase 1b/2 Combination(Part 1)
TROPION-Breast01
HOrmone- .. HER2 LOW Phase 3 Monotherapy vs PC
receptor positive _
(HR+) ~ 55% of patients that are not HER2+
) DESTINY-Breast06
~ 65% of patients Phase 3 Monotherapy vs PC

DESTINY-Breast08 DESTINY-Breast04
Phase 1biCambination Phase 3 Monotherapy vs PC

Triple-negative
BEGONIA
(TN BC) Phase 1b/2 Combo with durvalumab

~ 15% of patients

BEGONIA TROPION-PanTumor01

Phase 1b/2 Combo with durvalumab Phase 1 Monotherapy
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HER3-DXd: EEFREISEEHE | NSCLC & ZDtiDhi A v/

Daiichi-Sankyo

As of Dec 2021 FY2020 FY2021 FY2022 Planning
|
Advanced/ Ph1 dose expansion
Metastatic 3L~ HERTHENA-Lung01 monotherapy
EGFR
NSCLC | mutated ﬁ‘/ld\éanfetd/ -
etastatic . - o
Advanced/ Osimertinib combination Ph1b
Metastatic 1L
Breast | All comers | Metastatic 3L~ Monotherapy Ph1/2

Ph 1 ongoing Ph 2 ongoing New
AUERODRIE 8T (F—R EF XTI THIOWSH L DERR
CRC: KEZM A, NSCLC: 3E/)MiRRaAHAY A
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ENHERTU® N

T >)\—Ye®, Dato-DXd & HER3-DXd: fihiA
ERERBEFREDINAL 51 b —

1L METASTATIC 2L METASTATIC 3L METASTATIC

HERTHENA-Lung0l

NSCLC with ¢ Phase 2 (3L EGERm|NSCLC)
HER3-DXd nionotherapy

AGAs* ~49%

« EGFRmM ~17% TROPION-Lung05
Phase 2 (SL+ NSCLC with AGA)

* HERZ2m ~2-4% Dato-DXd ' monotherapy

DESTINY-Lung01
Phase 2 (2L HER2miand HER2+ NSCLC)
ENHERTU® Moenotherapy:

DESTINY-Lung04

AGA= actionable genomic mutations Ph3 HER2m 1L NSCLC ENHERTU® vs. 10 + chemotherapy

defined as % of non-squamous NSCLC
patients who are positive for EGFRm

(excluding exon 20 deletion), HER2m, DESTINY-Lung02
éﬁébRﬁis,FyeTtRm, BRAF, KRAS Phase 2 (21t HER2mINSCLC)
P ENHERTU® Monotherapy Post PBC

TROPION-Lung02
. Phase 1b (1L, 2L, 3L NSCLC without AGAS)
NSCLC without Dato-DXd combo with pembrolizumab with or without PBC

AGAs** ~51%

TROPION-Lung04
Phase 1b (1L, 2L, 3L NSCLC without AGAS)
Dato-DXd combo with durvalumab with or without PBC

**TLO1 and TLO8 does not exclude TROPION-Lung01

patients who have KRASG12C TROPION-Lung08 :

utafions in markels where Phase 3 (1L NSCLC without AGA) Phase 3 (2L, 3L NSCLC without AGA)
KRASG12C inhibitors are not Dato-DXd + pembrolizumab vs. pembrolizumab
approved

Dato-DXd vs. docetaxel

DESTINY-Lung03
Phase/1b (1L, 2L, 8L HER2+ NSCLC)
ENHERTU® comboiwith durvalumab'and .chemotherapy.




DS-7300: ESMO 2021\ 151 b

DS-7300 B2 A ICH T DT T —X1/2 Bk

RS 38/ \— bOhEFT

80 —

60

40

204+

0

=20 -

Best % Change in Tumor Burden

-40 -

-60 —

-8() -

Data cutoff July 21, 2021

Starting Dose Level
W 08mgkg M 1.6 mg/kg M 3.2mgkg H 48 mgkg M 6.4mgkg [ 8.0mgkg [ 12.0 mg/kg M 16.0 mg/kg

Daiichi-Sankyo

& DS-7300(%. 4Z&EBDDXd-ADCT
B7-H3ZtZEH) & I BADCTH D,
CNETICB7-H3ZEMN & U THEER
ST AR SR

& DS-7300(%. ZEDRIEEZXRTIZ
EEOETEIR AT U,
MAAEEARERRICHS WV THERERT
PaEERL. hDRASHIREMEE
H UV

¢ B7-H3%Z#ZEM &9 BDS-7300(%. IRTE.
BEAT I a>HMBESNTLD
WS DD AFEC T T DFTLLY
EEEER TR D S B Fmivis
ITEF>R=ZRUE
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CDH6 (3 RALU>6) J 1 —X1:ER

H=sns/)\— HBERERH/\—

COHI 7 SU—DAI\—T.
ZOOMEEZE R R (CIZMBEINT | |
UVEUVY, HRRZIES . LRyRisssnin || MR BERSA. SBEDA pose level 6

(EMT). EBB(ICEAS5 UL TWWDEEX Dose level 5 e b1

S5NTLS Dose level 4 i"‘%ﬁl-lﬂ\ﬂﬂb“b
| 13 HRAH=S

CDH6(E. FAEHTEBRE. FER Dose leve Tk— k2

fR. Rafg. IR CTHRIRL. Dose level 2 SREAHA

B A DIE FE S T (X =/ \BRDFIR Dose level 1

« CDH6LAILIFL bOXRRDF « T (CEHi

S A KU BIERA TEFRIR
2021 1B KD Jx — X155k =Fe. FAEEE/\— M

SHkaniA. SBEDNA. WITNICBSWTERRDOBES DT 2R
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Daiichi-Sankyo
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QUANTUM-FirstiitER (CdHS LT

FLT3-ITD-Positive AML

Induction
(Up to 2 cycles)

Cytarabine
days 1-7
+
Daunorubicin or
idarubicin
days 1-3
+

(Target536 patients)

+ Newly diagnosedAML >
+ 18-75yearsof age
* 23% FLT3-ITD allelic

frequency

Primary endpoint:

& FLT3-ITDpZ4

Quizartinib
days 8-21

Cytarabine
days 1-7
+
Daunorubicin or
idarubicin
days 1-3
+

Overall Survival Placebo
days 8-21

1:1 Randomization
|

¢ J0O0—)\)LE

¢ SBRIGRZRFFRRTIE

AML: 2EBREMERIMA. HSCT: EMmEHRiSHE

SRR

(ZEFRAR) =&k

Consolidation Continuation
(Up to 4 cycles) (Up to 36 months)

HiDAC
+
Quizartinib

Quizartinib
Daily

and/orallo-HSCT

HiDAC
+

Placebo Placebo

Daily
and/orallo-HSCT

Allo-HSCT per institutional

policies

EAMLEED > XY MAT 4 D)L Z—X(EFEL)
HEE D KO EhETiE = #E i

’\
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ClinicalTrials.gov identifier: NCT02668653
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EGFRZENSCLC, A3 XLF I [P1]
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Trastuzumab Deruxtecan (T-DXd) Versus Trastuzumab Emtansine
(T-DM1) in Patients With HER2+ Metastatic Breast Cancer:
Subgroup Analyses From the Randomized
Phase 3 Study DESTINY-Breast03

Sara A. Hurvitz, MD#, Sung-Bae Kim, Wei-Pang Chung,

Seock-Ah Im, Yeon Hee Park, Roberto Hegg, Min-Hwan Kim, Ling-Ming Tseng, Vanessa Petry, Chi-Feng Chung,
Hiroji lwata, Erika Hamilton, Giuseppe Curigliano, Binghe Xu, Caleb Lee,

Yali Liu, Jillian Cathcart, Emarjola Bako, Sunil Verma, Javier Cortes

On behalf of the DESTINY-Breast03 investigators

aDepartment of Medicine, David Geffen School of Medicine, University of California, Los Angeles, Jonsson Comprehensive Cancer
Center, Los Angeles, CA USA

SABCS 2021
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DESTINY-Breast03: First Randomized Phase 3 Study of T-DXd >

An open-label, multicenter study (NCT03529110)

Patients (N = 524) T-DXd Primary endpoint
« Unresectable or metastatic HER?-posntlvea 5.4 mg/kg Q3W + PFS (BICR)
breast cancer that has been previously = 261)d :
treated with trastuzumab and a taxane® (n ) Key secondary endpoint
« Could have clinically stable, treated brain - OS
metastases®

« 22 weeks between end of whole brain

Secondary endpoints
radiotherapy and study enroliment :

ORR (BICR and

Stratification factors Weciat . Bc\g?tzg?ct:oé;
Hormone receptor status 4.6 mg/kg QoW + PFS (investigator)
Prior treatment with pertuzumab (n = 263)° Safety

History of visceral disease

« At the time of data cutoff (May 21, 2021), 125 (48.6%) T-DXd patients and 214 (82.0%) T-DM1 patients had discontinued
treatment

* Median follow up was 15.9 months
« BMs were measured at baseline by CT or MRI and lesions were monitored throughout the study

BICR, blinded independent central review; BM, brain metastasis; CT, computed tomography; DOR, duration of response; HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; ISH, in situ hybridization; MRI, magnetic resonance
imagining; ORR, objective response rate; OS, overall survival; PFS, progression-free survival; Q3W, every 3 weeks; R, randomization; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan.

aHER2 IHC3+ or IHC2+/ISH+ based on central confirmation. PProgression during or <6 months after completing adjuvant therapy involving trastuzumab and a taxane. °Prior to protocol amendment, patients with stable, untreated BM were eligible. 44patients
were randomly assigned but not treated. ¢2patients were randomly assigned but not treated.
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Baseline Characteristics and Prior Therapies
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T-DXd T-DM1
n=261 n=263
Age, median (range), years 54.3(27.9-83.1) 54.2(20.2-83.0)
Female, n (%) 260 (99.6) 262 (99.6)
Region, n (%)
Europe 54 (20.7) 50(19.0)
Asia 149 (57 .1) 160 (60.8)
North America 17 (6.5) 17 (6.5)
Rest of world 41(15.7) 36 (13.7)
HER2 status (IHC?), n (%)
3+ 234 (89.7) 232(88.2)
2+ (ISH amplified) 25(9.6) 30(11.4)
1+ | Not evaluable 1(04) | 1(0.4) 0] 1(0.4)

ECOG PS, n (%
011

154 (59.0) | 106 (40.6)

175 (66.5) | 87 (33.1)

Hormone receptor, n (%)
Positive | Negative

131 (50.2) | 130 (49.8)

134 (51.0) ]129(49.0)

History of BM, n (%)

Yes | No 62 (23.8) | 199(76.2) 52(19.8) | 211(80.2)
BM at baseline,n (%)

Yes | No 43 (16.5) | 218 (83.5) 39(14.8) | 224 (85.2)
Visceral disease, n (%)

Yes | No 184 (70.5) | 77 (29.5) 185(70.3) | 78(29.7)

Prior treatmentformBC, n (%)

240 (92.0)

234 (89.0)

Prior lines of therapy in the metastatic setting,® n (%)

0-1]22 132(50.6)| 129 (49.4) 126 (47.9) 137 (52.1)
Prior cancer therapy,? n (%

Trastuzumab 260 (99.6) 262(99.6)

Pertuzumab 162 (62.1) 158 (60.1)

BM, brain metastasis; ECOG PS, Eastern Cooperative Oncology Group performance status; HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; ISH, in situ hybridization; BC, metastatic breast cancer; T-DM1, trastuzumab

emtansine; T-DXd, trastuzumab deruxtecan.

aHER2-status as evaluated by central laboratory. PPatients with BM at baseline compose the patient population described in all subsequent slides. cincludes patients with rapid progression as 1 line of treatment. Rapid progression defined as progression
within 6 months of (neo)adjuvant therapy or 12 months if regimen contained pertuzumab. Line of therapy does not include endocrine therapy. 9All patients received at least 1 prior cancer therapy. One patient who underwent prior T-DM1 treatment was

enrolled in error in the T-DXd arm.

SABCS 2021
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Primary Endpoint: PFS by BICR
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T-DXd T-DM1

e 100+ mPFS, mo (95% Cl)  NR (185-NE) 6.8 (5.6-8.2)
- 12-mo PFS rate, % 75.8 34.1

= (95% CI) (69.8-80.7) (27.7-40.5)

S 80- 0.28 (0.22-0.37)

© 0

'5 HR (95% CI) P=78 % 10-22
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e s  Censor At data cutoff, 84 (32.2%) patients treated with T-DXd

§‘ —+— T-DXd (n =261) versus 155 (58.9%) with T- DM1 had progressive disease
o gJ —HTOMI (n=263)

0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32

Patients Still at Risk: Time, months

T-DXd (261) 261 256 250 244 240 224 214 202 200 183 168 164 150 132 112 105 79 64 53 45 36 29 25 19 10 6 5 3 2 O

T-DM1(263) 263 252 200 163 155 132 108 96 93 78 65 60 51 43 37 34 29 23 21

16

2 8 6 4 1 1 1 1 1 1 1 1 0

BICR, blinded independent central review; HR, hazard ratio; mPFS, median progression-free survival; NE, not estimable; NR, not reached; PFS, progression-free survival, T-DM1, trastuzumab emtansine; T-DXd, trastuzumab

deruxtecan.
SABCS 202 ’I Median PFS follow-up for T-DXd was 15.5 months (range, 15.1-16.6) and was 13.9 months (range, 11.8-15.1) for T-DML.
Cortés et al. Ann Oncol. 2021; 32(suppl_5):S1283-S1346. 10.1016/annonc/annonc741

80



PFS in Key Subgroups
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Number of Events Median PFS, mo (95% ClI) HR (95% Cl)
T-DXd T-DM1 T-DXd T-DM1
All patients 87/261 158/263 NE (18.5-NE) 6.8 (5.6-8.2) e : 0.2840 (0.2165-0.3727)
Hormone receptor Positive (n = 272) 46/133 84/139 224 (17.7-NE) 6.9 (4.2-9.8) o : 0.3191 (0.2217-0.4594)
status Negative (n =248)  41/126  73/122 NE (18.0-NE) 6.8 (54-83)  ro— E 0.2965 (0.2008-0.4378)
Prior pertuzumab Yes (n = 320) 57/162 98/158 NE (18.5-NE) 6.8 (5.4-8.3) - 1: 0.3050 (0.2185-0.4257)
e No (n = 204) 30/99 60/105 NE (16.5-NE) 7.0 (4.2-9.7) +H— E 0.2999 (0.1924-0.4675)
Visceral disease Yes (n = 384) 72/195  123/189 22.2 (16.5-NE) 5.7 (4.2-7.0) o : 0.2806 (0.2083-0.3779)
No (n = 140) 15/66 35/74 NE (NE-NE) 11.3 (6.8-NE) o—i E 0.3157 (0.1718-0.5804)
Prior lines of 0-1 (n=258) 46/132 75/126 22.4 (17.9-NE) 8.0 (5.7-9.7) H— : 0.3302 (0.2275-0.4794)
trmeyf 22 (n = 266) 41/129 83/137 NE (16.8-NE) 5.6 (4.2-7.1) o E 0.2828 (0.1933-0.4136)
Yes (n = 82) 22/43 27/39 15.0 (12.5-2222) 3.0(2.8-58) Ho— : 0.2465 (0.1341-0.4529)
Patients with BM 1
No (n = 442) 65/218 131/224 NE (22.4-NE) 7.1(5.6-9.7) O : 0.2971(0.2199-0.4014)
0'.0 O'.5 ' 1..0 ' 1'.5 2'.0

SABCS 2021

HR (T-DXd vs T-DM1)

BM, brain metastasis; HR, hazard ratio; NE, not estimable; PFS, progression-free survival; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan.
apatients with rapid progression on (neo)adjuvant therapy were included. Line of therapy does not include endocrine therapy.

81



SABCS 2021 O
Confirmed ORR Across Patient Subgroups

T-DXd (n = 261) T-DM1 (n =263)
No. of Patients No. of Patients Difference of T-DXd
With Confirmed With Confirmed ORR, % (95% CI) vs T-DM1, %
CR/PR CR/PR mT-DXd = T-DM1 (95% Cl)
All patients 208/261 90/263 _ 45.5(37.6-534)
Positive (n = 272 104/133 43/139 __‘, : 47.3(36.1-584
Hormone receptor ( ) - ( )
status .
Negative (n = 248) 103/126 47/122 _ 43.2(31.5-55.0)
Yes (n = 320) 129/162 52/158 46.7 (36.5-56.9)
Prior pertuzumab L
treatment
reatmen No (n = 204) 79/99 38/105 I —— 43.6 (30.5-56.7)
Yes (n = 384) 151/195 55/189 _,, 48.3(39.1-57.6)
Visceral disease 4
No (n = 140) 57/66 35/74 39.1(23.6-54.6)
0-1(n=258 99/132 45/126 __‘l : 39.3(27.3-51.2
Prior lines of ( ) 1 . ( )
th
St 22 (n = 266) 109/129 45/137 I 51.6 (40.9-62.4)
Yes (n = 82) 29/43 8/39 _ 46.9 (25.6-68.3)
Patients with BM '
No (n = 442) 179/218 82/224 _ 45.5(36.9-54.1)

L} L) L) )
BM, brain metastasis, CR, complete response. ORR, objectiveresponse rate; PR, partial response; T-DM1, trastuzumab emtansing; 20 40 680 80 100

T-DXd, trastuzumab deruxtecan H i 0,
SPatientswith rapid progression on (neo jJadjuvant therapy were included. Line of therapy doesnotinclude endocrine therapy Objectlve Response Rate’ /0
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PFS KM Curves for Patients With and Without BM
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Brain Metastases at Baseline

—t— T-DM1 (n=39)

T-DXd T-DM1

mPFS, 15.0 3.0
mo (95% CI) (12.5-22.2) (2.8-5.8)
12-mo PFS rate, 72.0 209
% (95% CI) (55.0-83.5) (8.7-36.6)

2! Ix
g 171.
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L
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4 —+— T-DXd (n=43)

HR (95% CI) 0.25 (0.13-0.45)

T
012345678

Pationts Still at Riwh:

T-DXG(43) 43 41 40 20 239 38 3 33 2229 26 24 23 0 14 W30 7 6 & 2 2 2
TOMI(39) 28 28 20 17 15 15 0 6 6 &
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Time (Month)

1 1T 9 0 00 O O 0 0O

] 3 2 < 2 4 1 1 1 1 1 0O 0 0 0 0 0O o 0 0 o 0 0

At data cutoff, in patients with BM at baseline, PD was observed:
 |n 21/43 treated with T-DXd versus 27/39 with T-DM1
* |nthe brain in 9/21 treated with T-DXd versus 11/27 with T-DM1

Progression-Free Survival Probability, %
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No Brain Metastases at Baseline

T-DXd T-DM1

mPFS, NE 5|
mo (95% CI) (22.2-NE) (5.6-9.7)
d 12-mo PFS rate, 76.5 36.4
% (95% Cl) (70.0-81.8) (29.4-43.4)
i '5 R (95% CI) 0.30 (0.22-0.40)
—4 - _\l
— b \‘
— .m‘]t,,
4
| Hig, “+4 “‘*”'*\Fu&\ R
4 —+— T-DXd (n=218)
1 —+— T-DM1 (n=224)

mrrrrrrrrrir1
0123 456178%9

Pationts Stil at Risk:

TOXd (218) 218 215210200 J01 185 180 100107154 142 140127 112 98 52 60 A7 47T 41 33 27 23 8 9 & &5 2 2
TOMY (224) 224 214 172 MG 140117 99 S0 07 70 62 57 48 41 3% X2 8 22

 JR R RS (R W END NN NN R RS R JDVS SR R NES W PN NS YN TRR B RN
1011121314 1516 17 18 19 20 21 22 2324 25 26 27 28 29 303132

Time (Month)

0 0 0 0
20 % 1 a6 a4 1 1 1 ' 1 1 1 ) 0

At data cutoff, in patients without BM at baseline, PD was observed:
e |n 63/218 treated with T-DXd versus 128/224 with T-DM1
* Inthe brain in 4/63 treated with T-DXd versus 1/128 with T-DM1

S ABCS 202 1 mPFS, median progression-free survival; PD, progressive disease; PFS, progression-free survival; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan 83



Confirmed ORR and Best Overall Response

ConfirmedORR
n (%)
[95% CI]

CR
PR
SD
PD

Not evaluable

CR+ PR+ SD (DCR)

mDOR, mo
[95% CI]

Overall
Population
(n = 261)*

208 (79.7)
[74.3-84.4]

42(16.1)
166 (63.6)
44 (16.9)
3(1.1)
6 (2.3)

252 (96.6)

NE
[20.3-NE]

T-DXd

Patients with BMs

(n = 43)

29 (67.4)
[51.5-80.9]

2( 4.7)
27 (62.8)
11 (25.6)

1( 2.3)

2( 4.7)
40 (93.0)

12.9
[8.5-NE]

Patients without
BMs
(n=218)

179 (82.1)
[76.4-87.0]

40 (18.3)
139 ( 63.8)
33(15.1)
2( 0.9)
4( 1.8)

212 (97.2)

NE
[20.3-NE]

Overall
Population
(n = 263)*

90 (34.2)

[28.5-40.3]

23(8.7)
67 (25.5)
112 (42.6)
46 (17.5)
15(5.7)

202 (76.8)

NE
[12.6-NE]

T-DM1

Patients with

BMs
(n=39)

8 (20.5)
[9.3-36.5]

0

8 (20.5)
22 (56.4)
7(17.9)
2( 5.1)

30 (76.9)

7.2
[2.8-NE]

Patients

without BMs

(n = 224)

82 (36.6)
[30.3-43.3]

23(10.3)
59 ( 26.3)
90 ( 40.2)
39(17.4)
13( 5.8)

172 (76.8)

NE
[12.6-NE]

Daiichi-Sankyo

BM, brain metastasis; CR, complete response; DCR, disease control rate; mDOR, median duration of response; NE, not estimable; ORR, objective response rate; PD, progressive disease; PR, partial response; SD, stable

disease; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan.
SABCS 202 1 a0Only subjects with measurable disease at baseline and at least one postbaseline target lesion assessment are included. PBased on BICR.
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Intracranial Response per BICR using RECIST 1.1
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BestOverall Response, n (%)?

Non-CR/Non-PD

Not Evaluable

Subjects with Objective
Response of CR or PR, n

10 (27.8) 1(2.8)
13(36.1) 11 (30.6)
6 (16.7) 7 (19.4)
4 (11.1) 7 (19.4)
1(2.8) 8 (22.2)
0 1(2.8)
2 (5.6) 1(2.8)
23 12

CR. complete response; DCR, disease control rate; mDOR, medianduration of response; PD. progressive disease. PR.
pantial response; SD, stable diseasa; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan
Table includestarget and non-target lesons Only patientswith target lesion assessments are eligible forinclusion in

waterfall

Red line at 20% indicates progressive disease, blackline at -30% indicatespartial response
“Denominator for percentagesisthe number of subjectsin the full analysisset with brain metaslasestumor assessment
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Overall and Exposure-Adjusted Safety Summary

Type of Adverse Events
Any TEAE
n (%) 256 (99.6) 249 (95.4)
Exposure-adjustedincidence per patient-year? 0.87 1.43
TEAE of grade 23
n (%) 134 (52.1) 126 (48.3)
Exposure-adjustedincidence per patient-year? 0.46 0.72
Serious TEAE
n (%) 49 (19.1) 47 (18.0)
Exposure-adjustedincidence per patient-year? 0.17 0.27
TEAE associated withdiscontinuation
n (%) 35(13.6) 19 (7.3)
Exposure-adjusted incidence per patient-year? 0.12 0.11
TEAE associated withdose reduction
n (%) 55(21.4) 33(12.6)
Exposure-adjusted incidence per patient-yeara 0.19 0.19
TEAE associated withan outcome of death
n (%) 3(1.9) 5(1.9)
Exposure-adjustedincidence per patient-year? 0.02 0.03

EAIR, exposure-adjusted incidence rate; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan; TEAE, treatment-emergent adverse event.

Relationship to study drug was determined by the treating investigator.

aTotal patient-years of exposure were 292.86 years for T-DXd and 174.48 years for T-DM1. Patient-years of exposure are the treatment duration with year as unit.

SABCS 2021

Median treatment duration was
14.3 months (range, 0.7-29.8) for
T-DXd and 6.9 months (range,
0.7-25.1) for T-DM1

Although rates of any TEAEs and
TEAEs of grade 23 were
generally similar between arms,
EAIRs were lower with T-DXd
versus T-DM1

Although rates of TEAEsS
associated with discontinuation
were greater with T-DXd versus
T-DM1, EAIRs were generally
similar



TEAEs in 220% of Patients

System Organ Class T-DXd (n = 257) T-DM1 (n = 261)
Preferred Term, n (%) Any Grade Grade 23 Any Grade Grade 23
Blood and lymphatic systemdisorders
Neutropeniaa 110 (42.8) 49 (19.1) 31(11.9) 8 (3.1)
Anemiab 84 (32.7) 15 (5.8) 45 (17.2) 11 (4.2)
Leukopeniac 78 (30.4) 17 (6.6) 22 (8.4) 1(0.4)
Thrombocytopeniad 66 (25.7) 18 (7.0) 139 (53.3) 65 (24.9)
Gastrointestinal disorders
Nausea 195 (75.9) 17 (6.6) 79 (30.3) 1(0.4)
Vomiting 126 (49.0) 4 (1.6) 26 (10.0) 1(0.4)
Diarrhea 75(29.2) 1(0.4) 18 (6.9) 1(0.4)
Constipation 88 (34.2) 0 51 (19.5) 0
Generaldisorders
Fatiguee 126 (49.0) 13 (5.1) 90 (34.5) 2(0.8)
Headache 56 (21.8) 0 42 (16.1) 0
Investigations
AST increased 66 (25.7) 2(0.8) 105 (40.2) 13 (5.0)
ALT increased 56 (21.8) 4 (1.6) 77 (29.5) 12 (4.6)
Metabolism and nutrition disorders
Decreased appetite 75 (29.2) 3(1.2) 44 (16.9) 0

Skin and subcutaneoustissue disorders
Alopecia 95 (37.0) 1(0.4) 8 (3.1) 0

ALT, alanine aminotransferase; AST, aspartate aminotransferase; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan; TEAE, treatment-emergent adverse event.

Adverse events were managed according to the protocol.
aThis category includes the preferred terms neutrophil count decreased and neutropenia. "This category includes the preferred terms hemoglobin decreased, red blood cell count decreased, anemia, and hematocrit decreased. °This category includes the

preferred terms white blood cell count decreased and leukopenia. 9This category includes platelet count decreased and thrombocytopenia. €This category includes the preferred terms fatigue, asthenia, and malaise. f{Cases of alopecia reported during the study
SA BC S 2 02 ’I were graded based on the clinical judgement of the investigator. One case of alopecia was categorized as grade 3 by investigator despite grade 3 alopecia not being recognized by the NCI Common Terminology criteria. The events outcome is reported as 87

recovered by investigator.
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Interstitial Lung Disease/Pneumonitis in Different Regions

Adjudicated as Drug-Related ILD/Pneumonitis,2n (%)

T-DXd (n = 257) 72.7) 18 (7.0) 2 (0.8) 0 27 (10.5)
Overall

T-DM1 (n=261) 4 (1.5) 1(0.4) 0 0 0 5(1.9)

T-DXd (n = 147) 5 (3.4) 10 (6.8) 1(0.7) 0 0 16 (10.9)
Asia subgroup

T-DM1 (n= 159) 3(1.9) 1(0.6) 0 0 0 4 (2.5)
Non-Asia T-DXd (n = 110) 2 (1.8) 8 (7.3) 1(0.9) 0 0 11 (10.0)
subgroup T-DM1 (n = 102) 1(1.0) 0 0 0 0 1(1.0)

* No grade 4 or 5 adjudicated drug-related ILD/pneumonitis events observed with T-DXd
« |ILD/pneumonitis rates were similar between the overall population and the Asia subgroup and between
the Asia and the non-Asia subgroups

ILD, interstitial lung disease; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan.
SABCS 202 1 Asia subgroup defined as patients enrolled in China, Hong Kong, Japan, Republic of Korea, and Taiwan. 88
aPatients with history of ILD/pneumonitis necessitating steroids were excluded.




Conclusions

T-DXd treatment demonstrated consistent efficacy benefit (PFS and ORR) over T-DM1 across patient subgroups
®* PFS by BICR HR of 0.28 (P = 7.8 X 10722) overall
* Confirmed ORR for T-DXd of 79.7% versus 34.2% for T-DM1 (CR, 16.1% vs 8.7%)

In patients with and without BMs, T-DXd treatment resulted in greater efficacy compared to T-DM1
* Patients with BMs: mPFS of 15.0 mo with T-DXd versus 3.0 mo with T-DM1; confirmed ORR of 67.4% for T-DXd versus 20.5% for T-DM1
* Lower rates of PD with T-DXd (32.2%) versus T-DM1 (58.9%); for patients with BMs, 48.8% with T-DXd versus 69.2% with T-DM1

T-DXd treatment is associated with substantial intracranial response and reduction in CNS disease
* 27.8% intracranial CR for T-DXd versus 2.8% for T-DM1
* 2.8% intracranial PD for T-DXd versus 22.2% for T-DM1

T-DXd demonstrated a manageable and tolerable safety profile
* No difference between Asia (10.9%) and non-Asia (10.0%) regions in ILD/pneumonitis rates, with no grade 4 or 5 ILD/pneumonitis events

These data support T-DXd becoming the standard of care for second-line HER2+ mBC

BICR, blinded independent central review; BM, brain metastasis; CR, complete response; HR, hazard ratio; ILD, interstitial lung disease; mBC, metastatic breast cancer; mPFS, median progression-free survival;
ORR, objective response rate; PD, progressive disease; PFS, progression-free survival; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan.
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Datopotamab Deruxtecan (Dato-DXd) in Advanced/Metastatic
HER2 Negative Breast Cancer: Triple Negative Breast Cancer
Results from the Phase 1 TROPION-PanTumorOl1 Study

lan Krop,! Dejan Juric,? Toshio Shimizu,? Anthony Tolcher,* Alexander Spira,® Toru Mukohara,®
Aaron E. Lisberg,’” Takahiro Kogawa,? Kyriakos P. Papadopoulos,® Erika Hamilton,10

Senthil Damodaran,* Jonathan Greenberg,? Wen Gu,? Fumiaki Kobayashi,!3

Takahiro Jikoh,!® Yui Kawasaki,'®* Funda Meric-Bernstam,* Aditya Bardia?

1Dana-Farber Cancer Institute, Boston, MA; 2Department of Hematology/Oncology, Massachusetts General Hospital Cancer Center, Harvard Medical School,
Boston, MA; 3National Cancer Center Hospital, Tokyo, Japan; “NEXT Oncology, San Antonio, TX; 5Virginia Cancer Specialists, Fairfax, VA; éDepartment of
Medical Oncology, National Cancer Center Hospital East, Kashiwa, Japan; "UCLA Jonsson Comprehensive Cancer Center, Santa Monica, CA; 8Advanced
Medical Development Center, The Cancer Institute Hospital of JFCR, Tokyo, Japan; °START Center for Cancer Care San Antonio, San Antonio, TX; 19Sarah
Cannon Research Institute/Tennessee Oncology, Nashville, TN; 1'The University of Texas MD Anderson Cancer Center, Houston, TX; *?Daiichi Sankyo Inc.,
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Introduction

I —
» Effective treatment options for patients with advanced/metastatic TNBC that has relapsed or is
refractory to standard treatments are limited
« TROP2 is highly expressed in various human malignancies including breast cancer?-?

 The ongoing TROPION-PanTumor01 study (NCT03401385) is evaluating the safety and efficacy
of the TROP2-directed ADC datopotamab deruxtecan (Dato-DXd) in advanced/metastatic breast
cancer, NSCLC and other tumor typess3-

— Based on clinical results and exposure-response analyses for safety and efficacy, 6 mg/kg was
selected for expansion across other tumors and the phase 3 TROPION-LungO1 and
TROPION-Breast01 trials36-8

Here we present updated results for the TNBC cohort (data cutoff July 30, 2021)

ADC, antibody-drug conjugate; HR, hormone receptor; NSCLC, non-small cell lung cancer; TNBC, triple negative breast cancer; TROP2, trophoblast cell-surface antigen 2.

1. Zeng P, et al. Sci Rep. 2016;20:33658; 2. Ambrogi F, et al. PLoS One. 2014;9(5):€96993; 3. Garon E, et al. WCLC 2021. Abstract 156; 4. Bardia A, et al. ESMO Breast Cancer 2021. [Abstract LBA4].
5. ClinicalTrials.gov. Accessed November 4, 2021 https://clinicaltrials.gov/ct2/show/NCT03401385. 6. Meric-Bernstam F, et al. ASCO 2021. Abstract 9058;

7. Spira A, et al. WCLC 2020. Abstract 3407; 8. ClinicalTrials.gov Accessed November 4, 2021. https://clinicaltrials.gov/ct2/show/NCT05104866.
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Datopotamab Deruxtecan (Dato-DXd) Was Designed W/

With 7 Key Attributes
Dato-DXd is an ADC with 3 componentst?:
« A humanized anti-TROP2 IgG12 monoclonal antibody attached to:
« Atopoisomerase | inhibitor payload, an exatecan derivative, via
» Atetrapeptide-based cleavable linker Payload mechanism of action:
topoisomerase | inhibitor '’
High potency of payload 2
Humanized anti-TROP2 s
IgG1 mAb Deruxtecan® Optimized drug to antibody ratio =4 b«
\
: ‘ Payload with short systemic half-life b.¢2

Stable linker-payload b2
Tumor-selective cleavable linker o2

]

Bystander antitumor effect 22>

Cleavable tetrapeptide-based linker

Topoisomerase | inhibitor payload
(DXd)

a Image is for illustrative purposes only; actual drug positions may vary.  The clinical relevance of these features is under investigation. ¢ Based on animal data.

1. Okajima D, et al. AACR-NCI-EORTC 2019; [abstract C026]; 2. Nakada T, et al. Chem Pharm Bull. 2019;67(3):173-185; 3. Daiichi Sankyo Co. Ltd. DS-1062. Daiichi Sankyo.com. Accessed October 6, 2020.
https://www.daiichisankyo.com/media_investors/investor_relations/ir_calendar/files/005438/DS-1062%20Seminar%20Slides_EN.pdf; 4. Krop |, et al. SABCS

2019; [abstract GS1-03]; 5. Ogitani Y, et al. Cancer Sci. 2016;107(7):1039-1046.
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TROPION-PanTumor01 (NCT03401385) W/
Phase 1 Study in Relapsed/Refractory Metastatic Solid Tumors

NSCLCb

* Relapsed/refractory > :
advanced/metastatic solid tumors (0.27 to 10 mg/kg IV Q3W)

Primary objectives

* Unselected for TROP2 expression? - Safety
TNBC¢ i
« Age 218 (US) or 220 (Japan) years 8 mg/kg (n=2): 6 mg/kg (n=42) * Tolerability
« ECOG PS 0-1 — > Secondary objectives®
. f
* Measurable disease per RECIST » HR+/HER2- breast cancerd —— Efficacy o
version 1.1 * Pharmacokinetics
: + Antidrug antibodies
» Stable, treated brain metastases Other tumor types i ol iy 5
allowed ¥ (including SCLC, bladder, gastric, ——

esophageal)

ECOG PS, Eastern Cooperative Oncology Group performance status; Q3W, every 3 weeks; RECIST, Response Evaluation Criteria in Solid Tumors.

a Pretreatment tumor tissue was required for retrospective analysis of TROP2 expression. P Results from the NSCLC cohort have been previously reported.?2 ¢ Includes patients treated in the dose-escalation and dose-
expansion portions. 9 Enroliment in the HR+/HER2- cohort is now complete and data will be forthcoming. € Exploratory objectives include analyses of biomarkers associated with response. f Response assessments
are based on RECIST 1.1.

1.Garon E, et al. WCLC 2021. Abstract 156; 2 Meric-Bernstam F, et al. ASCO 2021.

SABCS 2021

Daiichi-Sankyo
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Patient Disposition

TNBC Cohort

44 patients treated

31 (70%) discontinued treatment
30 (68%) had disease progression?
1 (2%) had an adverse event

A 4
13 (30%) treatment ongoing

Last patient enrolled April 2021; median follow-up: 7.6 months (range, 4-13 months)
Data cutoff: July 30, 2021

SABCS 202 1 aProgression includes progressive disease per RECIST 1.1 and clinical progression.
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Baseline Characteristics

TNBC

Patient characteristics
n=44

Patient characteristics (cont)

’\

\J

Daiichi-Sankyo

TNBC
=44

Age, median (range), years 53 (32-82) Brain metastases, n (%) 5(11)
Country, n (%) PrioT therapies in metastatic setting, 3 (1-10)
US 31 (70) median (range), n
S 13 (30) 22 prior lines of therapy, n (%)? 30 (68)
ECOG PS, n (%) Previous systemic treatment, n (%)
0 18 (41) Taxanes 40 (91)
1 26 (59) Platinum-based chemotherapy 23 (52)
De novo metastatic disease, n (%) Immunotherapy 19 (43)
Yes 14 (32) PARPI 7(16)
No 30 (68) Topo | inhibitor-based ADCP 13 (30)

PARPI, poly(ADP-ribose) polymerase inhibitor; Topo I, topoisomerase |.

a|ncludes prior lines of therapy in the metastatic setting. ® Sacituzumab govitecan, n=10; trastuzumab deruxtecan, n=2; patritumab deruxtecan, n=1.

SABCS 2021

Data cutoff: July 30, 2021
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Antitumor Responses by BICR
All patients with TNBC

—_—
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Daiichi-Sankyo

All Patients
Patients, n (%)? (n=44)
ORR 15 (34)
100 CR/PR (confirmed) 14 (32)
80 CR/PR (pending confirmation)® 1(2)
2 Non-CR/non-PD 3(7)
T 60 Stable disease 17 (39)
3]
o Not evaluable 2 (5)
s 40 Disease control rate 34 (77)
:; i 20 PD 8 (18)
oo
2 ‘Q . Median follow-up: 7.6 months (range, 4-13 months)
9
g9
m -20 -
S 2
1S
g 40 Dose level ’
o s | ™ 8mgkg
§ M 6 mg/kg
o
-80 — * Prior sacituzumab govitecan
T Prior DXd-based ADC
-100 -

Data cutoff: July 30, 2021

BICR, blinded independent central review; CR, complete response; ORR, objective response rate; PD, progressive disease; PR, partial response; SoD, sum of diameters.
a|ncludes response evaluable patients who had =1 postbaseline tumor assessment or discontinued treatment. Postbaseline tumor assessments were not yet available for 2 patients at

bIncludes patients with an unconfirmed response but are ongoing treatment.

the data cutoff. Three patients were not confirmed to have a target lesion per BICR and therefore had a best overall response of non-CR/non-PD.
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Antitumor Responses by BICR
Patients with TNBC without prior Topo | inhibitor-based ADC

SABCS 2021

Best Percent Change in SoD From Baseline

by BICR (n=26), %

—_—
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Daiichi-Sankyo
|

SG/DXd Naive Patients with
Measurable Disease at BL

Patients, n (%)? (n=27)
ORR 14 (52)
100 CR/PR (confirmed) 13 (48)
CR/PR (pending confirmation)® 1(4)
80 Non-CR/non-PD 0
60 Stable disease 9 (33)
Not evaluable 1(4)
40 Disease control rate 22 (81)
50 PD 4 (15)
0 Medlian follow-up: 8.8 months (range, 4-13 months)
-20 =
-40 1 Dose level
W 8 mg/kg
-60 1 m 6 mgkg
-80 -
-100 =

BL, baseline; SG; sacituzumab govitecan..

Data cutoff: July 30, 2021

a|ncludes response evaluable patients who had =1 postbaseline tumor assessment or discontinued treatment. Postbaseline tumor assessments were not
yet available for 1 patient at the data cutoff. b Includes patients with an unconfirmed response but are ongoing treatment.



Duration of Disease Control in Patients with TNBC

100 Il Ongoing
I Discontinued

@
o

|
\\

D
=
|

N S
o ©
R |

'
N
c[) o

by BICR, %

\

\
|

|

-100 -

Best Percent Change in SoD From Baseline

Months

Data cutoff: July 30, 2021

« The median duration of response was not reached (range, 2.7-7.4+ months), with the majority of responses
ongoing at the data cutoff

SABCS 2021
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Overall Safety Summary

Patients, n (%)

All-grade TEAEs 43 (98)
Grade 23 20 (45)
All-grade treatment-related TEAEs 43 (98)
Grade 23 10 (23)
Dose adjustments
Dose reduction due to AEs 8 (18)
Treatment interruption due to AEs 6 (14)
Treatment discontinuation due to AEs 1(2)
Serious TEAEs 8 (18)
Treatment related 2(95)
Fatal TEAEs 0
Treatment related 0

Data cutoff: July 30, 2021

AE, adverse event; TEAE, treatment-emergent adverse event.
SABCS 2021

Daiichi-Sankyo
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Treatment-Emergent Adverse Events in 2 15% of Patients
TNBC Cohort
Nausea /
A 7727 « Most common adverse events

Vomiting /A
Fatigue v,
Alopecia

observed were nausea and
stomatitis (predominantly grade 1-2)

 Low frequency of hematologic
toxicity and diarrhea

Mucosal inflammation

Constipation

Headache i I
mohoeste count Semmons e * No cases adjudicated as drug-
. . related ILD
Neutrophil count decreased V/

Pyrexia

Anemia /.

Pruritus

Hypokalemia Grade

Diarrhea 12§

Cough

4IO SIO 610 710

Patients, %2

Data cutoff: July 30, 2021

ILD, interstitial lung disease.
SABCS 2021 an=44 patients. 100




Conclusions

In heavily pretreated patients with TNBC, Dato-DXd showed highly encouraging and durable
efficacy

—ORR by BICR was 34% in all patients with TNBC

—ORR by BICR was 52% in patients with measurable disease at baseline who are treatment
naive to Topo | inhibitor-based ADC therapies

In patients, Dato-DXd demonstrated a manageable safety profile with no new safety signals
—Low grade nausea and stomatitis were most frequent
—Neutropenia and diarrhea were uncommon

The HR+/HER2- cohort is now fully enrolled and data are forthcoming

Further studies of Dato-DXd in breast cancer are warranted

—BEGONIA is an ongoing trial in TNBC to evaluate efficacy and safety of Dato-DXd plus
durvalumab

—TROPION-Breast01, a phase 3 trial in HR+/HER2- BC, has been initiated (NCT05104866)
—Phase 3 trial in TNBC is planned

SABCS 2021
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Pivotal Phase 2 Study of the EZH1 and EZH2 Inhibitor
Valemetostat (DS-3201b) in Patients With Relapsed or Refractory
Adult T-Cell Leukemia/Lymphoma (ATL)

Makoto Yoshimitsu, MD, PhD?, Koji Izutsu, MD, PhD?2, Shinichi Makita, MD, PhD, FACP?, Kisato Nosaka, MD, PhD3,
Atae Utsunomiya, MD, PhD#, Shigeru Kusumoto, MD?, Satoko Morishima, MD, PhD®, Kunihiro Tsuaksaki, MD, PhD?,
Toyotaka Kawatama, MD, PhD8, Takaaki Ono, MD, PhD?, Shinya Rai, MD, PhD1°, Hiroo Katsuya, MD1, Jun Ishikawa,
MD, PhD*2, Hironori Yamada, MSc13, Kazunobu Kato, MD, PhD4, Masaya Tachibana, PhD13, Yasuyuki Kakurai,
PhD*3, Nobuaki Adachi, PhD13, Kensei Tobinai, MD?, Kentaro Yonekura, MD, PhD#, and Keniji Ishitsuka, MD, PhD1

1Kagoshima University Hospital, Kagoshima, Japan; 2National Cancer Center Hospital, Tokyo, Japan; 3Kumamoto University Hospital, Kumamoto, Japan;
4lmamura General Hospital, Kagoshima, Japan; °Nagoya City University Graduate School of Medical Sciences, Nagoya, Japan; SUniversity of the Ryukyus
Hospital, Okinawa, Japan; “Saitama Medical University, International Medical Center, Saitama, Japan; 8The Institute of Medical Science, The University of
Tokyo, Tokyo, Japan; °Hamamatsu University School of Medicine, Hamamatsu, Shizuoka, Japan; 1°Kindai University Hospital, Osaka, Japan; 1Saga
University Hospital, Saga, Japan; 120saka International Cancer Institute, Osaka, Japan; 13Daiichi Sankyo Co, Ltd, Tokyo, Japan; *Daiichi Sankyo, Inc,

Basking Ridge, NJ

ASH 2021
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Prognosis of patients with relapsed/refractory ATL is poor >
- Of the ATL subtypes, acute and lymphoma Prognosis by ATL Subtype*
are the most aggressive and have a poor 1.0 Median 0S, ~ 95% El
prognOSiS 0.97 = Smoldering 55.0 36.6-90.4
4 === Chronic 31.5 25.9-411
o =90% of patients experience relapse within 0.8 — Lymphoma 106  9.3-11.9
months of completing intensive treatment® s 077 = Acute 8.3 7589
S 067
 Few effective therapeutic options exist for 2057
R/R ATL g 0.4-
o Mogamulizumab: ORR = 50%?2 © 037
o Lenalidomide: ORR = 42%3 E‘?_
« Novel drug targets and molecular 00 e
therapies are essential to the treatment 0 12 24 36 48 60 72 84 96 108 12

Time from diagnosis, months

of patients with R/R ATL

1. Mehta-Shah N, et al. Oncol Pract. 2017;13:487-493.
2. Ishida T, et al. J Clin Oncol. 2012;8:837-842.

3. Ishida T, et al. J Clin Oncol. 2016;34;4086-4093.
ASH 2021 4. Katsuya H, et al. Blood. 2015;126:2570-2577. 103




Valemetostat is a novel, potent, and selective dual inhibitor of O
EZH1 and EZH?2

*  Overexpression of PRC2 ! . .
. . *  Prevents H3K27 trimethylation through
subunits and PRC2 dysfunction );( Valemetostat inhi\t;ition kit :amd E)éHIZ“ ug

is common in ATL cells?3 0 , 1
\]_ «é;ov\ Allows re-expression of repressed genes

Proliferation,

miR-31 R . ,
B 7 \ S— : g »/ anti-apoptosis,
- : s i o e ' inflammation

Closed chromatin:
H3K27  transcription INACTIVE

Open chromatin:

transcription ACTIVE
Histone H3

Valemetostat inhibition of EZH1 and EZH2 drives re-expression of miR-31 and promotes blockade of
NIK/NFkb-dependent tumorigenesis?!

1. Yamagishi M, et al. Cell Rep. 2019;29(8):2321-2337.e7.

2. Sasaki D, et al. Haematologica. 2011;96(5):712-719.

3. Yamagishi M, et al. Cancer Cell. 2012;21(1):121-135.

4. Honma D, et al. Cancer Sci. 2017;108(10):2069-2078. 104
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Valemetostat (DS-3201b) phase 2 single-arm study in R/R ATL

NCT04102150

Patients With R/R ATL
(N=25)

Primary and Key Secondary Endpoints

» Administered valemetostat 200 mg orally QD until PD or
criterion for discontinuation was met

Inclusion Criteria
» Hematocytologically or pathologically diagnosed as ATL

» Confirmed HTLV-1 antibodies

+ Experienced relapse, recurrence, or refraction to standard
therapy

« ECOG performance status: 0-2
» History of mogamulizumab treatment

« If mogamulizumab intolerant, contraindication after
treatment with 21 prior treatment regimen

Exclusion Criteria
* Prior history of allo-HSCT

» History of treatment with EZH inhibitors

Presence of central nervous system involvement of
lymphoma

Primary

ORR assessed by

independent EAC based on

Antitumor Response

Assessment Criteria

modified for ATL'

o Proportion of patients
who achieve:

CR
CRu
PR

Secondary

Investigator-assessed
ORR

Best response in tumor
lesions

CRR

TCR

TTR

DOR

PFS

0s

PK/PD

Safety

"*\

\J

Daiichi-Sankyo

CR, complete remission; CRR, complete remission rate; CRu, unconfirmed complete remission; DOR, duration of response; EAC, Efficacy Assessment Committee; ECOG, European Cooperative Oncology Group; HSCT,

hematopoietic stem cell transplantation; ORR, overall response rate; OS, overall survival; PD, pharmacodynamics; PFS, progression-free survival; PK, pharmacokinetics; PR, partial response; TCR, tumor control rate;
AS H 202 1 TTR, time to response 1. Tsukasaki K, et al. J Clin Oncol. 2009; 27(3):453-459.
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Baseline patient and disease characteristics

I —
Patient characteristics Patients (N=25) Disease characteristics Patients (N=25)

Age, median (range), years 69.0 (59-84) ATL subtype, n (%)
> Acute 16 (64.0)
Female sex, n (%) 13 (52.0) Lyrriphioriia 6 (24.0)
ECOG performance status, n (%) Unfavorable chronic 3(12.0)
0 13 (52.0)
1 10 (40.0) Disease status, n (%)
4 2 (8.0) Relapsed 8 (32.0)
T 5 Recurrent 6 (24.0)
Prior lines of therapy, median (range) 3 (1-8) Refractory 11 (44.0)
Prior mogamulizumab therapy, n (%)
Yes 24 (96.0)
No 1(4.0)
Prior HSCT, n (%)
No 25 (100.0)

« Patients were heavily pretreated with a median of 3 prior lines of therapy (range, 1-8)

« 24 of 25 patients received prior mogamulizumab treatment

AS H 202 1 a0One patient had ECOG performance status of 2 at initial screening but had advanced to 3 on cycle 1 day 1. 106
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Responses of R/R ATL patients treated with valemetostat 200 mg U
once daily Daichi-Sankyo

Population N ORR,n(%) CR,n(%) CRu,n(%) PR,n(%) SD,n(%) RD/PD,n (%)

All patients 25 12 (48.0) 5 (20.0) 0 7(28.0) 10 (40.0) 3 (12.0)

ATL subtype
Acute 16 10 (62.5) 5(31.3) 0 5(31.3) 4 (25.0) 2(12.5)
Lymphoma 6 1(16.7) 0 0 1(16.7) 5 (83.3) 0
Unfavorable chronic 3 1(33.3) 0 0 1(33.3) 1(33.3) 1(33.3)
Disease site
Nodal or extranodal lesions 20 10 (50.0) 6 (30.0) 2(10.0) 2(10.0) 7 (35.0) 3 (15.0)
Skin lesions? 7 3 (42.9) 1(14.3) NE 2 (28.6) 3(42.9) 1(14.3)
Peripheral blood 9 8 (88.9) 2(22.2) NE 6 (66.7) 1(11.1) 0

Disease status

Relapsed 8 3 (37.5) 1(12.5) 0 2(25.0) 4 (50.0) 1(12.5)
Recurrent 6 4 (66.7) 1(16.7) 0 3(50.0)  2(33.3) 0
Refractory® 11 5 (45.5) 3 (27.3) 0 2(18.2)  4(36.4) 2 (18.2)

» The centrally reviewed ORR was 48% (90% CI, 30.5-65.9%)
» The null hypothesis (HO: ORR <5%) was rejected under a 1-sided binomial test with a significance level of 5% (P<.0001)

AS H 202 'I aQOne patient was not evaluated for skin lesions after baseline assessment. ? Refractory: received 21 prior chemotherapy, achieved SD and required a treatment switch, or received 21 prior chemotherapy and experienced PD. 107



Duration of response and best responses in R/R ATL patients

treated with valemetostat 200 mg once daily

Duration of Response

100

80

60

Duration of response, %

0 T
0

No. at Risk 12

W~

1
10

Time, months
2

Patient Best Responses Over Time

CR
PR
CR
SD
PR

PR
sD
CR
PR
PR
CR
sD
PR
SD
PR
SD
CR
S0
sD
SD
RD/PD
RO/PD
RO/PD

Best response in patients

SD
SD

——
I — >
e —
| A
e T
1 —»
A
[ E——
1 ]—’
>
IE——
e
m
® \
I CR
5 I PR
I SD
[ ———= 3 I RD/PD
—— () First PR
:J:’ A First CRu
[J  FirstCR
A RD/PD/death
— Ongoing treatment
0 5 10 15
Duration of treatment, months

» At data cutoff (April 24, 2021), 8 patients were undergoing treatment
« The median duration of response was not reached (95% CI, 1.87 months-NR)
» The median time to first response was 1.43 months (range, 1.0-5.6 months)

AS H 202 1 NR, not reached

A
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Daiichi-Sankyo
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Change in lesions of patients with R/R ATL treated with valemetostat U
200 mg once daily

2 .
Y

Best Percent Change in Nodal or Extranodal Lesions® Best Percent Change in Skin Lesions®®

s @ 120- B CR 1007 BN CR
25 100 3 PR — 807 BN PR
§§ 80 [ sD ;860— E sp
SE 60- I RD/PD tg% 40 . B RD/PD
5L 40 €8 20
ES 20 i RD/PD  SD
cs oA S8 .5
g5 §p 20
=5 B R W
el
g8 -80 )
& &-100- N=20 ey (N=6)
Best Percent Change in Peripheral Blood®
100 E— CR
. . = 80 B PR
» We observed a trend toward a decrease in measurable lesions ER i ——
. . e
across all disease sites assessed 58
. . . . cEE
* A 2=50% reduction from baseline in nodal or extranodal lesions, 5
skin lesions, and peripheral blood was observed in 8/20, 3/6, £%
. . 8
and 8/9 patients, respectively g
8=
(N=9)

AS H 202 1 a Assessed by the Efficacy Assessment Committee. ® One subject did not undergo assessment after baseline measurement. 109
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Overall Safety U

Patients, n (%) (N=25) TEAEs, n (%) (N=25)
TEAEs 25 (100.0) Hematologic All grades (220%) Grade 23
TRAEs 24 (%6.0) Platelet count decreased? 20 (80.0) 8 (32.0)
Serious TEAEs 8 (32.0) .
Sarious TRAES 7 (28.0) Anemia 12 (48.0) 8 (32.0)
Grade >3 TEAEs 15 (60.0) Neutrophil count decreased® 7 (28.0) 3(12.0)
Grade 23 TRAEs 14 (56.0) Lymphocyte count decreased 6 (24.0) 4 (16.0)
TEAES leading to discontinuation 2(8.0) White blood cell count decreased 5 (20.0) 3(12.0)
1AEs eading to'discontinuaton 2150) Nonhematologic All grades (220%) Grade 23
- Dose interruption or reductions due to Alopecia HRER) L
adverse events occurred in 5 (20.0%) and Dysgeusia 9 (36.0) 0
2 (8.0%) patients treated with Decreased appetite 5 (20.0) 2(8.0)
valemetostat, respectively Pyrexia 5 (20.0) 0

* No new safety signals emerged in the
present study

* No treatment-related deaths occurred

AS H 202 1 aFor platelet count decreased, there were 5 (20.0%) grade 3 and 3 (12.0%) grade 4 events. P For neutrophil count decreased, there were 2 (8.0%) grade 3 and 1 (4.0%) grade 4 events. 110



Conclusions

« Valemetostat shows therapeutic efficacy in patients with a history of mogamulizumab therapy
for R/R ATL

o The primary endpoint was met with an ORR of 48.0% as assessed by an independent EAC
o The mDOR had not been reached with a median follow-up of 6.5 months

« The safety profile of valemetostat was acceptable and consistent with phase 1 results?
o The majority of TEAES were hematologic and were manageable with interventional care

o 2 (8.0%) TEAEs led to discontinuation, 5 (20.0%) required dose interruption, and 2 (8.0%) required
dose reduction

« Collectively, our findings in this pivotal phase 2 single-arm study indicate that valemetostat
demonstrates promising efficacy and an acceptable safety profile for patients with R/R ATL

AS H 202 'I 1. Kusumoto S, et al. EHA 2021. Abstract S218.
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