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DAR: drug-antibody ratio, ESMO: European Society for Medical Oncology, mAb: monoclonal antibody, SCLC: small cell lung cancer 12
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ASCO: American Society of Clinical Oncology, DAR: drug-antibody ratio, mAb: monoclonal antibody, OVC, ovarian cancer; RCC, renal cell carcinoma; SCLC: small cell lung cancer 13
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/ESMO Breast 2023

10 Abstracts

~

2 Mini Oral Presentations
4 Poster Presentations

4 proffered Paper Presentations

5 on ENHERTU®
1 on Dato-DXd

ASCOB LTVESMO BreastO5—47I\1S51 b

/ASCO 2023

19 Abstracts

5 Oral Presentations
8 Poster Presentations

6 E-publications

12 on ENHERTU®
3 on Dato-DXd

\4 on HER3-DXd y

\ 2 on HER3-DXd
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Efficacy Summary for ENHERTU®

Median Overall Survival
DESTINY-Breast01 DESTINY-Breast02 DESTINY-Breast03

Median Progression Free Survival

<65 65 <65 265 <65 >65
T W <65 Years (n=140) (n=44) (n=321) (n=85) (n=212) (n=49)
DESTINY Breast-01 19.4mo B 565 Years mOS, months 28.1 30.9 NR 30.2 NR NR

(95% CI) (23.3-36.1) (21.9-NE) J (35.5-NE) (22.3-39.2)] (40.5-NE) (26.3-NE)

12-month Landmark Overall Survival

100 m <65 Years
95 m>65 Years

17.9 mo

DESTINY Breast-02
16.8 mo

II

30.4 mo

DESTINY Breast-03
25.1 mo

Percentage

10 15 20 25 30 35
Time (months)

o
(5}

DESTINY Breast-01 DESTINY Breast-02 DESTINY Breast-03

Source: Krop et al., ASCO 2023, Oral Presentation #1006

DESTINY-Breast01 data cutoff: March 26, 2021; DESTINY-Breast02 data cutoff: June 30, 2022; DESTINY-Breast03 data cutoff: July 25, 2022. mOS, median overall survival; NE, not estimable; NR, not reached; T-DXd,
trastuzumab deruxtecan 20
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¢® ECORBRZELU T, 65U LDEBECIE6EmAMICLERNLDZIDEESESK (TEAE)
AN ATy g W
Confirmed ORR in ENHERTU® Overall Safety Summary

I2\=Y°

DESTINY-Breast01 ! DESTINY-Breast02 ! DESTINY-Breast03 T'DXd POOI
- Complete Response % i i 78.8% 0 <65 265
P p 80 i - i . 77.6% (n = 177)
I:I Partial Response 70 62.1% 61.4% i 65-9% i 217 n TEAE, n (%) 665 (99.6) 177 (100.0)
e B n: Drug-related 653 (97.8) 176 (99.4)
£ 50 | | TEAEs grade 23, n (%) 358 (53.6) 116 (65.5)
@ 1 1
5 4 A ws |1 5 50.2 Drug-related 291 (43.6) 96 (54.2)
30 5.0 ses |1 ' ' ; Serious TEAEs, n (%) 162 (24.3) 57 (32.2)
20 i i Drug-related 77 (11.5) 29 (16.4)
10 TEAEs associated with drug
0 : : discontinuation, n (%) pi 45 (25.4)
Drug-related 100 (15.0) 42 (23.7)
10 0 TEAEs :assoua:ed with dose 163 (24.4) 51 (28.8)
. reduction, n (%)
Stable disease 49 (35.0) 16 (36.4) | 69 (21.5) 26 (30.6) | 38 (17.9) 9 (18.4) Drug-related 156 (23.4) 47 (26.6)
p ive di 3 (2.1 0 17 (53) 224 3(1.4 0 i i
rogres.5|ve isease (2.1) (5.3) (2.4) (1.4) :I'EAEs ass.oaatedo with dose 302 (45.2) 94 (53.1)
Not estimable 1(0.7) 1(2.3) 8 (2.5) 1(1.2) 4 (1.9) 2 (4.1) interruption, n (%)
Duration of response, 208 155 | 196 194 | 366 203 Drug-related BB LG
months (95% Cl) (14.8- NE) (9.7-NE) §(15.6- NE) (12.2-NE)(26.3-NE) (12.5-NE) TEAEs associated with death, n (%) 17 (2.5) 10 (5.6)
Disease control rate, n (%) §136 (97.1) 43 (97.7) |296 (92.2) 82 (96.5) 205 (96.7) 47 (95.9) Drug-related 4 (0.6) 3(1.7)

. ASCO presentation included an exploratory safety data of T-DXd in patients aged >75 years.
Source: Krop et al., ASCO 2023, Oral Presentation #1006

Cl, confidence interval; ORR, objective response rate; mBC, metastatic breast cancer; NE, not estimable; T-DXd, trastuzumab deruxtecan; TEAE, treatment emergent adverse event
DESTINY-Breast01 data cutoff: March 26, 2021; DESTINY-Breast02 data cutoff: June 30, 2022; DESTINY-Breast03 data cutoff: July 25, 2022. 21
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ESMO Breast 2023

¢ DESTINY-Breast02i{ER(CH LT QoLDE/\U — RELIFEMERGEEFL DT>/ \— YO8
DHAMRLRIZNTES D, EENRSNIEVWEBLE TOHEBRED

¢ INSDFER(L. DESTINY-Breast03:Ei& Cives cNICiERE—BIE 2 RmL TS 12

Time to definitive deterioration in PRO measures
Median (95% CI) TDD, months

T-DXd (n = 406) TPC (n=202) HR (95% CI) Nominal Pvalue?
1
EORTC GHS/QolLb 14.1(10.4-18.7) 5.9 (4.3-7.9) —— ! 0.56 (0.44-0.71) <0.0001
QLQ-C30 i
Physical functioning® 18.7 (15.5-22.9) 6.8(5.7-8.8) —— ! 0.46 (0.36-0.60) <0.0001
1
Emotional functioninge 21.4(16.9-NE) 10.7(6.9-15.4) —— i 0.67 (0.51-0.88) 0.0041
1
Social functioning® 18.7 (13.9-28.8) 6.3(4.9-8.8) —— : 0.54(0.42-0.70) <0.0001
1
Painc 18.7 (14.1-23.8) 5.8(5.0-7.0) —— i 0.38(0.29-0.49) <0.0001
i
EORTCQLQ- A symptoms 18.3(13.9-21.2) 8.8(6.1-11.6) —— 0.57 (0.44-0.75) <0.0001
BR45¢ Breast symptomss NE (30.3-NE) 181(125-NE) +— o E 0.42 (0.29-0.59) <0.0001
T
EQ-5D-5L VASE 16.6(13.6-20.2) 7.3(5.8-10.6) —— 0.59(0.46-0.76) <0.0001
0.3 1.0 1.5 20

Favors T-DXd (I°910) Favors TPC
Source: Fehm et al., ESMO Breast 2023, Proffered Paper Presentation #1860

Cl, confidence interval; EORTC, European Organisation for Research and Treatment of Cancer; EQ-5D-5L, EuroQol 5-dimension, 5-level questionnaire; GHS, global health status; HR, hazard ratio; PRO, patient-
reported outcome; QLQ-BR45, Quality of Life Breast cancer questionnaire; QLQ-C30, Quality of Life Core 30 questionnaire; QoL, quality of life; TDD, time to definitive deterioration; T-DXd, trastuzumab deruxtecan;

TPC, treatment of physician’s choice; VAS, visual analogue scale; ' Curigliano et al. ESMO Breast 2022 1630; 2 Cortes et al. N Eng J Med 2022;386:12 22
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¢ DESTINY-BreastO4:iERMOY T #ETICHWNT., T2/ \—YOFEREMH (IHC 0%) /=&

ERIKFIER (IHC 1-10%) DHERERFZEZANAEBE(CHULT., EEMEREEICLENTEN
Bz ZE R Uz (RDRASA RICHL)

Overall Survival in Patients by ER Expression

. Ll . ° . L]
Patients with ER-negative (IHC 0%) Patients with ER-low (IHC 1-10%)
T-DXd TPC T-DXd TPC
100 100 —
Median (95% CI) 18.2 (13.6-NE) 8.3 (5.6-20.6) S Median (95% CI) 20.0 (13.5-NE) 10.2 (7.8-14.5)
L __ = Hazard Ratio (95%‘ Cl) 0.48 {024_095) s Hazard Ratio (95% Cl} 0.35 {0.1 6-0.75}
80 - -]
5 60 5 60—
H = I C .
7 et o
E § 40—
& 0 L 0 '
I 1
_______ - == -
! 20— e
204 l— — =4, Censor: - +
Censor: ! T-DXd (n = 35)
—— T-DXd (n = 40) : -~-TPG (n=17)
— — TPC(n=18) I oY—T—T 7T 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
0 LI N B B B L L L L L L L L L L L L L 01 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
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 Time, months
Time, months No. at risk:
No. at risk:

T-DXd(n=35) 35 35 35 33 33 32 31 30 28 28 27 27 25 24 18 17 177 14 1110 8 5 5 3 3 1 1 1 1 1 0

6 5 4 4 TPC(n=17) 17 15 15 15 14 14 14 13 11 10 8 7 7 7 6 3 3 1 1 1 1 1 0

T-DXd (n = 40) 40 39 38 37 36 34 34 32 31 30 28 27 26 26 23 23 19 14 13 8 9 8 7 7
3 3 2 2 2

6
TPC (n=18) 18 17 16 14 14 14 3 11 10 8 8 8 7 6 6 5 5 5 5 0

Source: Cameron et al., ESMO Breast 2023, Mini Oral Presentation #192MO

Cl, confidence interval; ER, estrogen receptor; IHC, immunohistochemistry; mBC, metastatic breast cancer; NE, not estimable; OS, overall survival; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s
choice; Cutoff date: January 11, 2022

23
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Most common TEAEs in 220% Patients with ER IHC 0-10%

T-DXd TPC

(N =75) (N =32)
Preferred Term, % Any Grade Grade 23 Any Grade Grade 23
Any 53.3 75.0
Nausea 77.3 4.0 34.4 0
Vomiting 40.0 1.3 21.9 0
Fatigue 37.3 8.0 40.6 9.4
Decreased appetite 34.7 1.3 25.0 3.1
Alopecia 33.3 0 31.3 0
Constipation 33.3 0 21.9 0
Anemia 30.7 10.7 344 3.1
Diarrhea 29.3 2.7 21.9 3.1
Aspartate aminotransferase increased 26.7 5.3 28.1 0
Alanine aminotransferase increased 18.7 4.0 21.9 0
White blood cell count decreased 18.7 5.3 31.3 25.0
Neutrophil count decreased 14.7 2.7 31.3 25.0
Median duration of treatment, months (range) 8.2(0.2t0 33.3) 3.5(0.3t0 17.6)

Source: Modi S et al. N Engl J Med. 2022;387(1):9-20 and Cameron et al., ESMO Breast 2023, Mini Oral Presentation #192MO

ER, estrogen receptor; IHC, immunohistochemistry; T-DXd, trastuzumab deruxtecan; TEAEs, treatment-emergent adverse events; TPC, treatment of physician’s choice.
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BT-DXd BETPC
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o
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@ I I -
=
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=
o
Luminal & Luminal B HERZ Positive Megative
enriched
Intrinsic subtype ESR1 CDK4/6i
resistance
marker®
T-Ci¥d, n a2 107 20 142 135 100 177 153 61
TPC.n 48 33 12 T4 63 57 B0 73 N

Source: Modi et al., ASCO 2023, Poster Discussion #1020

CDK4/6i, cyclin-dependent kinase 4/6 inhibitor; ESR1, estrogen receptor 1 gene; PIK3CA, phosphatidylinositol-4,5-bisphosphate 3-kinase catalytic subunit alpha gene; T-DXd, trastuzumab deruxtecan; TPC: treatment

of physician’s choice. 2 CCND1, CCNE1, CDK6, FGFR1/2 amplification; RB1, PTEN, RAS, AKT1, ERBB2, and FATT mutations. Dashed horizontal lines show ORR in the overall HR+ cohort (Modi S et al. N Engl J Med. 25
2022;387:9-20).
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PIK3CA Status

100 —

— TPC: WT

~
a
|

Probability of PFS, %
e 8
| |

SRS HEADAD

ﬁ

>

Daiichi-Sankyo
TPC: Mut — T-DXd: WT  — T-DXd: Mut
mPFS (95% Cl) Hazard Ratio
T-DXd TPC (95% CI)?
wr | 10085122 482983 |50 (0.35-0.70)
n=177 n=80
8.7(7.512.3) 0.60 (0.40-0.91)

12 15 18 21 24 27 30
Months
10 4 0 0 0 0 0
60 38 17 10 5 1 0
31 23 13 5 2 0 0
TPC: Mut = T-DXd: WT = T-DXd: Mut

MPFS (95% Cl) Hazard Ratio

T-DXd TPC {95% CIy*
o 10.0 (8.3-12.6) 534.07.8) | (043 (029-062)
n=135 n=63

9.8 (8.2-12.0)

LA n=142

0.67 (0.47-0.97)

0 T T T
0 3 6 9
Number at risk
H H — TPC: HER2 TPC: Luminal A — TPC: Luminal B TPC: WT 80 35 25 14
Intrinsic Subtype . .
— T-DXd: HER2 — T-DXd: Luminal A T-DXd: Luminal B
T-DXd: WT 177 138 113 89
mPFS (95% CI) Hazard Ratio T-DXd: Mut 100 80 68 48
T-DXd TPC (95% CI)*
100 —
HER2 11.0(6.6-NA) | 2.7 (1.4-5.9) | 515 0.05-0.40)
a-°~ n=20 n=12 ESR1 Mut — TPC: WT
uw: 75 - Luminal A 0.57 (0.36-0.89) 100 -
o - 4.8 (2.7-8.3) .
= Luminal B . 0.60 (0.40-0.92) e
50 4 -----1----%-=—--F=F ~ 75 _|
(2]
g i
=) o
[1+] b
o o
o 25 + o 50 oo g
a =
2
0 T T T T T T T T T 1 'g 25
0 3 6 9 12 15 18 21 24 27 30 E
Number at risk Months
TPC: HER2 12 5 2 0 0 0 0 0 0 0 0 0 T T T
0 3 6 9
TPC: Luminal B 39 21 16 12 8 3 1 0 0 0 0 .
T-DXd: HER2 20 18 15 11 6 3 2 0 0 0 0 Number at risk
T-DXd: Luminal A 92 78 68 60 42 25 13 6 3 0 0 TPCwT 63 33 22 7
T-DXd: WT 135 103 89 67

Source: Modi et al., ASCO 2023, Poster Discussion #1020

CDK4/6i, cyclin-dependent kinase 4/6 inhibitor; ESR1, estrogen receptor 1 gene; PIK3CA, phosphatidylinositol-4,5-bisphosphate 3-kinase catalytic subunit alpha gene; T-DXd, trastuzumab deruxtecan; TPC:

T-DXd: Mut 142 1156 92 70

12 15 18 21 24 27 30
Months

7 2 0 0 0 0 0

45 31 15 7 4 0 0

46 30 15 8 3 1 0
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treatment of physician’s choice. 2 Median PFS was estimated by the Kaplan-Meier method and the hazard ratio was calculated comparing the T-DXd and TPC arm in each biomarker-derived subgroup.
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Patients With Prior CDK4/6i Treatment Patients Without Prior CDK4/6i Treatment

— TPC: Resistance marker —
TPC: Resistance marker +

— T-DXd: Resistance marker —

—— T-DXd: Resistance marker +

—— TPC: Resistance marker — —— T-DXd: Resistance marker —

N —

A\

TPC: Resistance marker + —— T-DXd: Resistance marker +

Resistance Marker

Hazard Ratio
(95% CIff

Resistance Marker

0.26 (0.10-0.65)

0.55 (0.29-1.00)

___________________

_____________________________

Probability of PFS, %

Mumber at risk
TPC: Resistance marker— 31

T-D¥d: Resistance marker — 61

T-D¥d: Resistance marker + 153

Source: Modi et al., ASCO 2023, Poster Discussion #1020

CDK4/6i, cyclin-dependent kinase 4/6 inhibitor; ESR1, estrogen receptor 1 gene; PIK3CA, phosphatidylinositol-4,5-bisphosphate 3-kinase catalytic subunit alpha gene; T-DXd, trastuzumab deruxtecan; TPC:
treatment of physician’s choice. 2 CCND1, CCNE1, CDK6, FGFR1/2 amplification; RB1, PTEN, RAS, AKT1, ERBB2, and FATT mutations., ® Median PFS was estimated by the Kaplan-Meier method and the hazard ratio
was calculated comparing the T-DXd and TPC arm in each biomarker-derived subgroup.

TPC: Resistance marker —

T-DXd: Resistance marker — 26

T-DXd: Resistance marker + 37
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EAIRs for selected TEAEs in 210% of patients Treatment-related ILD per grade
7
T-DXd TPC 6.5
n =371 n=172
n (%) Any Grade Grade 23 Any Grade Grade 23 6 mT-DXd
Total patient-years of exposure 283.5 63.6 =TPC
Nausea 282 (76.0) 17 (4.6) 52 (30.2) 0
EAIR per patient-year 0.99 0.06 0.82 0 5
Vomiting 150 (40.4) 6 (1.6) 23 (13.4) 0
EAIR per patient-year 0.53 0.02 0.36 0 @
Anemia 143 (38.5) 38 (10.2) 47 (27.3) 9(5.2) g 4 35
EAIR per patient-year 0.50 0.13 0.74 0.14 ‘g’
Neutropenia 126 (34.0) 52 (14.0) 90 (52.3) 71(41.3) o
EAIR per patient-year 0.44 0.18 142 112 { 3
Thrombocytopenia 95 (25.6) 22 (5.9) 16 (9.3) 1(0.6)
EAIR per patient-year 0.34 0.08 0.25 0.02 2
Alopecia 147 (39.6) 0 57 (33.1) 0 13
EAIR per patient-year 0.52 0 0.90 0 ;
Fatigue 199 (53.8) 32 (8.6) 83 (48.3) 8 (4.7) 1 06 0.8
EAIR per patient-year 0.70 0.11 1.31 0.13 )
ILD 45 (12.1) 8(2.2) 1(0.6) 0 0 0 0 0 . 0
EAIR per patient-year 0.16 0.03 0.02 0 0
Grade 1 Grade 2 Grade 3 Grade 4 Grade 5

Source: Rugo et al., ESMO Breast 2023, Proffered Paper Presentation #1850

EAIR, exposure-adjusted incidence rate; ILD, interstitial lung disease; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice
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Stage 2 (RDAZA RITHEL)

Stage 1
DESTINY-CRCO02 Study Design

Primary endpoint:
« CORR by BICR

mmd 5.4 mg/kg

Pati ith HER? Secondary endpoints®:
atients wit + * cORR by investigator

Primary analysis®

RAS wild-type or mutant, e DoR ,
ild-t tabl — « DCR (Data cutoff:
recurrent, or mCRC . PES
T-DXd o
Stratified by: 6.4 T e Safety and tolerability
* ECOGPSofOorl 4 MQg/Kg
* Centrally confirmed HER2 status: Q3W IV

IHC 3+ or IHC 2+/ISH+2
* RAS status (wild-type or mutant)

This study was not powered to statistically compare the two arms.

Source: Raghav et al., ASCO 2023, Oral Presentation #3501

BICR, blinded independent central review; BRAF, v-raf murine sarcoma viral oncogene homolog B1; CBR, clinical benefit rate; cORR, confirmed objective response rate; DCR, disease control rate; DoR, duration of response; ECOG PS,
Eastern Cooperative Oncology Group performance status; HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; ISH, in situ hybridization; IV, intravenously; mCRC, metastatic colorectal cancer; OS, overall
survival; PFS, progression-free survival; Q3W, every 3 weeks; R, randomization; RAS, rat sarcoma; T-DXd, trastuzumab deruxtecan. Both investigators and patients were blind to treatments.

2HER?2 status was assessed with the Roche VENTANA HER2 Dual ISH DNA probe cocktail assay (IUO). PExploratory endpoints included best percent change in the sum of diameters of measurable tumors based on BICR and
investigator. “Primary analysis occurred 26 months after the last patient had been enrolled or when all patients discontinued from the study, whichever was earlier.
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160- T-DXd 5.4 mg/kg Q3W Total (N = 82) o T-DXd 6.4 mg/kg Q3W Stage 1 (N = 40)
80 80
60 cORR 37.8% [27.3-49.2]° - cORR 27.5% [14.6-43.9]°
g% 40 v %% 40 - '
@ﬁ 20+ Y - tgﬁ 20
E o I n. 2E 4
§ ¢-20- - ‘ ‘ ‘ ‘ ‘ 55 - bl
§E—40- ) A i% -40- LI |
‘35—60— A 35 -60-
-80- Patients A ~801 Patients
-100- Best minimum change, % A -100- Best minimum change, %
HER2 status®: m IHC 3+ m IHC 2+/ISH+ A RAS Mutant

Source: Raghav et al., ASCO 2023, Oral Presentation #3501

cORR, confirmed objective response rate; IHC, immunohistochemistry; ISH, in situ hybridization; mCRC, metastatic colorectal cancer; Q3W, every 3 weeks; RAS, rat sarcoma; T-DXd, trastuzumab deruxtecan. Only

patients with measurable disease at baseline and at least one postbaseline tumor assessment were included in the waterfall graphs.

AHER?2 status was assessed by central laboratory. b 95% confidence interval. 32
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ORR, % (n/N) 95% ClI2
All patients (5.4 mg/kg) N = 82 ¢ 37.8 (31/82) 27.3-49.2
I
IHC 3+ " 46.9 (30/64) 34.3-59.8
HER?2 status |
IHC 2+/ISH+ e | 5.6 (1/18) 0.1-27.3
Wild-type o 39.7 (27/68) 28.0-52.3
RAS status |
Mutant® o 28.6 (4/14) 8.4-58.1
I
0 e 39.1 (18/46) 25.1-54.6
ECOG PS |
1 o 36.1 (13/36) 20.8-53.8
|
_ _ Left colon® e 39.3 (24/61) 27.1-52.7
Primary tumor site ) |
Right colond o 33.3(7/21) 14.6-57.0
o No ’ 36.9 (24/65) 25.3-49.8
Prior anti-HER2 treatment |
Yes e 41.2 (7/17) 18.4-67.1

o —
=
o
N
o
w
o
N
o
[
o
(2]
o
\I
o
(0]
o

Objective Response Rate, %
Source: Raghav et al., ASCO 2023, Oral Presentation #3501

BICR, blinded independent central review; ECOG PS, Eastern Cooperative Oncology Group Performance Status; HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; ISH, in situ hybridization;
mCRC, metastatic colorectal cancer; ORR, objective response rate; RAS, rat sarcoma; T-DXd, trastuzumab deruxtecan.
aBased on the exact Clopper-Pearson method for binomial distribution. PAll RASm responders were IHC 3+. cIncludes rectum, sigmoid, and descending. dincludes cecum, ascending, and transverse. 33
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n (%) Stage 1, n =412 Stage 2, n =42 Total, N = 83 Stage 1, N = 39
TEAEs 40 (97.6) 42 (100) 82 (98.8) 39 (100)
Drug-related 38 (92.7) 38 (90.5) 76 (91.6) 37 (94.9)
TEAEs grade 23 20 (48.8) 21 (50.0) 41 (49.4) 23 (59.0)
Drug-related 16 (39.0) 18 (42.9) 34 (41.0) 19 (48.7)
Serious TEAEs 8 (19.5) 12 (28.6) 20 (24.1) 12 (30.8)
Drug-related 4 (9.8) 7 (16.7) 11 (13.3) 6 (15.4)
TEAEs associated with drug discontinuation 3(7.3) 5(11.9) 8 (9.6) 3(7.7)
Drug-related 3(7.3) 3(7.1) 6 (7.2) 2(5.1)
TEAEs associated with dose reduction 9 (22.0) 6 (14.3) 15 (18.1) 10 (25.6)
Drug-related 9 (22.0) 6 (14.3) 15 (18.1) 9(23.1)
TEAESs associated with drug interruption 19 (46.3) 20 (47.6) 39 (47.0) 19 (48.7)
Drug-related 13 (31.7) 9(21.4) 22 (26.5) 10 (25.6)
TEAEs associated with death 1(2.4) 3(7.1) 4 (4.8) 3(7.7)
Drug-related 1 (2.4)° 0 1(1.2)° Q¢

Source: Raghav et al., ASCO 2023, Oral Presentation #3501

Q3W, every 3 weeks; T-DXd, trastuzumab deruxtecan; TEAEs, treatment-emergent adverse events.
a1 patient randomized to receive T-DXd 6.4 mg/kg was mistakenly given T-DXd 5.4 mg/kg and counted in the 5.4 mg/kg arm safety analysis set. "Patient experienced grade 5 hepatic failure. There was 1 adjudicated,
drug-related, grade 5 ILD/pneumonitis event, which was reported as respiratory failure, which was considered unrelated to study drug by investigator. 34
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* Advanced solid tumors not eligible S’?F Cervical cancer
for curative therapy

- 2L+ patient population %VF Endometrial cancer

« HER2 expression (IHC 3+ or 2+) ’SiVF Ovarian cancer

(RDASA FCTHEL)

Primary endpoint

Confirmed ORR
(investigator)e

Secondary endpoints

- Local test or central test by - * DOR®
Herceptest if local test not (ﬁ{ Biliary tract cancer « DCRe
feasible (ASCO/CAP gastric . PFSec
cancer guidelines’)? n=40 per % Pancreatic cancer . 0S
. i - i cohort
zlll'lc?vl;l gldERZ targeting therapy olanned . Safety
.« ECOG/WHO PS 0-1 res,gggggg e et ?f,ii‘éims 5 Data cut-off for analysis:
were to be closed) Other tumors - Nov 16. 2022

Source: Meric-Bernstam et al., ASCO 2023, Oral Presentation #3000

aPatients were eligible for either test. All patients were centrally confirmed. PPatients with tumors that express HER2, excluding tumors in the tumor-specific cohorts, and breast cancer, non-small cell lung cancer, gastric
cancer, and colorectal cancer. ‘Investigator-assessed per Response Evaluation Criteria In Solid Tumors version 1.1. 2L, second-line; ASCO, American Society of Clinical Oncology; DCR, disease control rate; CAP, College

of American Pathologists; DOR, duration of response; ECOG, Eastern Cooperative Oncology Group; HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; ORR, objective response rate; OS,

overall survival; PFS, progression-free survival; PS, performance status; q3w, every 3 weeks; T-DXd, trastuzumab deruxtecan; WHO, World Health Organization. 1. Hofmann M, et al. Histopathology 2008;52(7):797-805. 35
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100 - L (RDASA RIcHEL)
o Objective Response Rate by HER2 status
1 84.6
80
X 70
& 60
(@) 56.3
E >0 44.4
39.0
;.E 40 35.0
30.0
8 5 &
18.8
20 = 2 %
10 4.0 5.3 -
0 00 N <
n= 40 8 20 40 13 17 40 11 19 41 16 14 25 2 19 41 16 20 40 9 16 267 75 125
Cervical Endometrial Ovarian BTC Pancreatic Bladder Other? Total
All patients (N=99) IHC 3+ (n=46)
Median DOR, months (95% Cl) 11.8 (9.8—-NE) 22.1 (9.3-NE) 9.8 (4.2-12.6)

Source: Meric-Bernstam et al., ASCO 2023, Oral Presentation #3000

Analysis of ORR was performed in patients who received >1 dose of T-DXd; all patients (n=267; including 67 patients with IHC 1+ [n=25], IHC 0 [n=30], or unknown IHC status [n=12] by central testing) and patients

with centrally confirmed HER2 IHC 3+ (n=75) or IHC 2+ (n=125) status. Analysis of DOR was performed in patients with objective response who received >1 dose of T-DXd; all patients (n=99; including 19 patients with

IHC 1+ [n=6], IHC 0 [n=9], or unknown IHC status [n=4] by central testing) and patients with centrally confirmed HER2 IHC 3+ (n=46) or IHC 2+ (n=34) status. 2Responses in extramammary Paget’s disease, head and

neck cancer, oropharyngeal neoplasm, and salivary gland cancer. BTC, biliary tract cancer; Cl, confidence interval; DOR, duration of response; IHC, immunohistochemistry; NE, non-estimable; ORR, objective response rate. 36
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49.6% of all patients remained in response at 12 months®

. 4 h 4
3
1
Cervical (n=20) 47.6% !
l
# 1
*
*
Endometrial o ¥
(23] 723% !
§ |
*
Ovarian (n=18) 45.8% I
I
*
Censored
BTC (n=9 41.7% °
( .) ° | A End of response
Pancreatic (n=1) 0 * Patient with complete response
1
Bladder (n=16) 23.2% :
|
Other (n=12) 53.6% I
|
0 3 6 12 15 18 21 24

Source: Meric-Bernstam et al., ASCO 2023, Oral Presentation #3000

Analyses were performed in patients with objective response who received >1 dose of T-DXd (n=99).
aDetermined by the Kaplan-Meier technique. At data cut-off, 44 patients (16.5%) are still ongoing treatment, and 128 patients (47.9%) remain in the study. BTC, biliary tract cancer; IHC, immunohistochemistry.

Time, months
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Overall Safety Summary Drug-Related TEAE in 210% of Patients
n (%) A|(|I\F|)i3’;2r7];s Nausea 54.3
_ Fatigue? 37.8
Any drug-related TEAEs 225 (84.3) Neutropenia® P 326
Drug-related TEAEs Grade >3 103 (38.6)
Anemia 25.8
Serious drug-related TEAEs 32 (12.0)
Diarrhea 25.5
Drug-related TEAEs associated 22 (8.2)
with dose discontinuations ’ Vomiting 243
Drug-related TEAEs associated Decreased appetite
' ) ; 49 (18.4)
with dose interruptions ,
Thrombocytopenia®
Drug-related TEAEs associated 0(18.7) . Any grade
with dose reductions ' Alopecia Il Grade 23
Drug-related TEAEs associated 2 (0.7 Leukopenia® ' ] , ] , '
with deaths ' 20 30 40 50 60 70

Patients experiencing possibly-related TEAE, %

Source: Meric-Bernstam et al., ASCO 2023, Oral Presentation #3000

Analyses were performed in patients who received >1 dose of T-DXd (n=267). $Included neutropenic sepsis (n=1) and pneumonia (n=1). @This category includes the preferred terms fatigue, asthenia, and malaise.
bThis category includes the preferred terms neutrophil count decreased and neutropenia. <This category includes the preferred terms platelet count decreased and thrombocytopenia. 9This category includes the
preferred terms white blood cell count decreased and leukopenia. TEAE, treatment-emergent adverse event; T-DXd, trastuzumab deruxtecan. 38
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Esophagus Trast b
1) Patients with unresectable p rastuzuma d
solid tumors* refractory or ancreas - | deruxtecan (T-DXd)
intolerant to standard of care Urothelium 5.4 mg/kg Q3W
(SoC) or no SoC available 3
2) HER2 amplification by G360 Cervix Fundi
: unding:
within 8 weeks Endometrium Japan AI\gAED
3) Age 2 20 years Ovary Daiichi Sankyo Co., Ltd.
4) ECOG PS 0-1 Salivary gland
5) Measurable lesion per RECIST Studv identifier:
version 1.1 Head and neck ! Y
A JapicCTI-194707

*Excluding gastric cancer, breast cancer, colorectal cancer, lung cancer, biliary tract cancer or uterine
carcinosarcoma, which have already been confirmed to have HER2 overexpression in tumor tissue.
For gastric cancer and breast cancer, tissue HER2 testing is mandatory.

® Primary endpoint : ORR by Investigator's assessment
m Secondary endpoints : PFS, DoR, DCR, OS, ORR by ICR and TEAEs

Source: Taniguchi et al., ASCO 2023, Poster Discussion #3014
ORR, objective response rate; PFS, progression free survival; DoR, duration of response; DCR, disease control rate; OS, overall survival; ICR, independent central review; TEAE, treatment emergent adverse event
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Tumor Response Over Time

Best Tumor Response mDoR 8.8 months [5.8-11.2]2
o ] mPFS 7.0 months [4.9-9.7]2

ORR 56.5% [43.3-69.0] mOS 14.6 months [10.8-22.3] @

& OPR | 5D B PD 100 - —e—Esophageal —a—Pancreatic ——Urothelial
e 1w é‘u g 80 - —t—Cervical —o- Endometrial —=—OQvarian
T o d?"’ = P —a—Salivary gland —e—Colorectal —a—Biliary tract
= 60 4 ZF I3 £ 60 - —=—Qthers
E a0 - - | J— g—g— I g - & ] j
. §5 ¢ & & § & 8 S 20 4 '
£ g4 § 8 —d&—o6—a =& & E L L 4 ettt
£ . g N !,
220 ik S 20 Nt ,
2 = e VRS S .
E 40 - 40 1§ - "_EE.-;‘::};—-_Z S b —
E - |-| | - 60 - ;‘E‘} :E-,',:::"-.-_? = - _—
E B | - || = | | E -80 - \ N E.;,__‘_!:-.
= 1K = |E -100 T T T T T T T T 1

0 12 24 36 48 60 72 84 96 108
Source: Taniguchi et al., ASCO 2023, Poster Discussion #3014 Weeks after treatment initiation

mDoR, median duration of response; mOS, median overall survival; mPFS, median progression free survival; ORR, objective response rate. 2 95% confidence interval.
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Summary of TEAEs Common TEAEs (220% in all patients)
Adverse event, n (%) Any Grade 2Grade 3
n=62 Nausea 37(59.7) 1(1.6)
Treatment duration |181.5 days Decreased appetite 34 (54.8) 4(6.5)
median, [range] [6-700] Malaise 26 (41.9) 0
Anemia 25 (40.3) 14(22.6)
TEAEs 62 (100.0} Neutrophil count decreased 20(32.3) 12(19.4)
TEAEs with 2Grade 3| 39 (62.9) WBC count decreased 20 (32.3) 8 (12.9)
drug withdrawn | 12 (19.4) Constipation 17 (27.4) 0
dose reduced 23 (37.1) ILD/pneumonitis™® 16 (25.8) 1(1.8)
drug interrupted | 37 (59.7) Pyrexia 15 (24.2) 1(1.6)
TEAE-related death 1(1.6)* Platelet count decreased  15(24.2) 5(8.1)
. Stomatitis 14 (22.6) 0
*Cause of death was DIC and sepsis.
Diarrhea 13 (21.0) 1(1.8)

Source: Taniguchi et al., ASCO 2023, Poster Discussion #3014

cfDNA: cell free DNA; ILD, intestinal lung disease; TEAE, treatment emergent adverse event; * Investigator assessment without ILD adjudication committee.
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BV BHAREDAMEMES TREZHLTVS -
e 0 2023

¢ TROPION-LUngO2:HBR (. E%EI]‘OD?\/JSEd‘j‘)I/EE?’EEWDHL\i’iﬁ'l‘ideSCLC(C
HLyTDato-DXd, RATOVUXNYT . To5FFREOHAZ 5N I DR DRER
>  Dato-DXdERATOURITITD2EURADEZDME. FSFFRFESOIFIFHBDIR— NOIHEETIC

Dato-DXd

AVASY W/
> Dato-DXd 4mg/kg tHREEDZ L4 (F6mg/kg HREDZ ORI ICHEII SN/ CRDZSA RICEEL)
Key eligibility criteria Dato-DXd b lati cT
. ato- empro atinum
* Advanced/metastatic NSCLC vQaw T ?v Qw T i IV Q3W * Primary objectives: safety

* Dose escalation®: <2 lines of prior | ~,nort 1 (n=20): 4 mglkg +  200mg } and tolerability
Doublet

therapyd? - Secondary objectives:

- Dose expansion Cohort 2 (n=44): 6mg/kg  + 200mg efficacy, pharmacokinetics,

= <1 line of platinum—based CT Cohort 3 (n=20): 4 mg/kg + 200 mg + carboplatin AUC 5 ] and antldrug antibodies
cohorts 1 and 2)¢
( ) ) Cohort 4 (n=30): 6 mg/kg + 200 mg + carboplatin AUC 5 )
= Treatment naive (cohort 2; — Triplet
enrollment after Jun 30, 2022)4 Cohort 5 (n=12): 4 mg/kg + 200 mg + cisplatin 75 mg/m?2
= Treatment naive (cohorts 3-6)¢ | cCohort 6 (n=10): 6mg/kg + 200mg  + cisplatin 75 mg/m? _

ASCO 2023IcH T3 BtEFRE6A6H (N) DHFADEYS3I>ICT, LET—HZRRFE

Source: Goto et al., ASCO 2023 Oral Abstract Session #9004

Data cutoff: April 7, 2023. AUC, area under the curve; CT, chemotherapy; Dato-DXd, datopotamab deruxtecan; DLT, dose-limiting toxicity; IV, intravenous; NSCLC, non-small cell lung cancer; pembro, pembrolizumab;
Q3W, every 3 weeks. 2 Administered sequentially at the same visit.  Patients with known actionable EGFR, ALK, ROS1, NTRK, BRAF, RET, or MET mutations or alterations in other actionable oncogenic driver kinases were
not eligible for this study. Testing for EGFR and ALK alterations was not required for patients with squamous histology who were smokers or >40 years of age. ¢ The first 3 to 6 patients in each cohort were enrolled to

confirm acceptable safety/DLT rate; the remaining patients are considered part of dose expansion (for which enrollment was ongoing at the time of data cutoff). ¢ Prior therapy requirements are for treatment in the 44
advanced/metastatic setting.
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¢ Dato-DXd. RATJOVUXYT., TJS5FFEEEDHBIEINSCLCOLIRERE « 2IE8ED
BEIAUICBUVLWTCHIGF CEInEEEFEZ U CRDZSA RICHEL)

All patients (n=124)2 Patients in the 1L setting (n=84)
© 8ot M Doublet M Triplet + Treatment ongoing * Dato-DXd 6.0 mg/kgP © 80 M Doublet M Triplet + Treatment ongoing % Dato-DXd 6.0 mg/kgP®
g 60 H “E’ 60 H
2 2
S 40 F © 40
Qo o
S IS
S 20 2 201
— + ha +
n %)
D Slolobotolok slololok ook k) Kok oKk KKk Kk
% + 4 % + iy
5 201 Tra oy 5 20 oy
“5 ----------------------------------------------------------------- A - “6 R
+ + ++
5_40_ ++++++ §-40— ++++++
(7] [7)] +
g -60 | GE) -60 | S o
C o, _ d
% Doublet ORRc< 38% [26-51]¢ % Doublet ORR 505) [32 68]OI ++++++++++
-80 | . -80 | H C -
5 Triplet  ORR< 49% [37-61]¢ £ Triplet  ORR< 57% [42-70] K,
d— ) +
©-100 i 8100
m m +
— N P ~ ~ |- =y — ===
ASCO 2023[cHT3RIMIFEIGAG6H (N) DIHADEYS3I>ICT, LRT—IFIEZHERFIE
Source: Goto et al., ASCO 2023 Oral Abstract Session #9004
Data cutoff: April 7, 2023. 1L, first line. Cl, confidence interval; ORR, objective response rate; 2 Patients with no baseline target lesions or no postbaseline tumor assessments were excluded from the waterfall 45

plots. ® Planned dose level. ¢ Responses pending confirmation. 4 95% confidence interval
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(RS H‘J:E_:%’E“O . TEAEs Occurring in 220% of Patients
¢ HIEIRRZEMESDFIVIEEEDH SN
EVANSY

- TROPION-LungO02iBRMDEFI>—~ (EINSCLC 1:XGHE(C O
Dato-DXd

Doublet therapy Triplet therapy

Stomatitis 8% 48% 31% 4%

> H—Eiﬁr‘d)mmTEAE(L(gu,U\ O Nausea 2% 4%
\ Anemia 2... L 35% 13%
4 [t[l%ﬁzlaae'ﬂ%d)TEAE\ FICOL—R3 Decreased appetite 5% 30% 320 L0
— Constipation
U ECDNTE 28IHALDE3 Vo
ﬁ”'ﬁz{:ﬁﬁ _C% < E:;L?\&D bﬂﬁ: Cough 19% 22%
sk = S (—¢E Platelet count decreased & 29% WL
(RDASA Flci<) Amylase increased G 9%  15% K
Alopecia
Diarrhea 2%
Neutrophil count decreased 2% I 14%
Pruritus

Rash
i
We_lght d_ecreased B Grade 1/2 B Grade 1/2
Blood creatinine increased 9% 22% 1% Grade >3
Neutropenia Grade 23 3% [ 13% rade =
80% 60% 40% 20% 0 20% 40% 60%

ASCO 2023(cHF 3 BMEFRE6A6H (N) DHFADEYSI>ICT, LET—HZRRFE

Source: Goto et al., ASCO 2023 Oral Abstract Session #9004 46
Data cutoff: April 7, 2023. TEAE, treatment-emergent adverse event
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Adverse Events of Special Interest

- TROPION-LungO02iBRMDEFI>—~ (EINSCLC 1:XGHE(C O
Dato-DXd

(BIR S R&D#EL)
¢ BOEBLEBOHSNIZAESIE

ORA T, ZOEEAENTL— —r et
1AL 2TEo

¢ JL — R5MDAESIFERsH SR

All grades All grades

AN fs \ Oral mucositis/stomatitis 37 (58) 5(8) 31(43) 4 (6)
¢ IKEEEE EHJ}:FE_C—‘UH—FO L— 4 ILD/pneumonitis adjudicated
FIZ(E5DILD/ Rl (FFEE U as drug relatede

AGANY s Ocular surface toxicity® 10 (16) 102) 17 (24) 2 3)

11 (17) 2 (3) 16 (22) 2 (3)

IRR® 15 (23) 0 10 (14) 0

ASCO 2023(c BT RihEFRI6A6H (N) DHhADEYSI>ICT, ERT—IERRTIE

Source: Goto et al., ASCO 2023 Oral Abstract Session #9004

Data cutoff: April 7, 2023. AES|, adverse event of special interest; ILD, interstitial lung disease; IRR, infusion-related reaction. @ AESIs listed in this slide include all preferred terms that define the medical concept. ® No

cases of mucosal inflammation occurred in patients receiving doublet or triplet therapy. ¢ Five ILD cases are pending adjudication. ¢ The majority of these events were cases of dry eye (n=12 patients) and lacrimation
increased (n=8 patients); grade >3 events were keratitis (n=2 patients) and dry eye (n=1 patient). ¢ IRR refers to all IRR events that occurred in a patient who experienced any of the preselected preferred terms within

the same day of Dato-DXd infusion. f There was 1 grade 5 event initially adjudicated as drug-related ILD in a patient receiving triplet therapy; this event was ultimately readjudicated to be grade 2. 47
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HER3-DXdD&E#i7T —F (FEBIEADACEITZHIREZSIE
m mEXZIFLTLWS - BRE354:aER hiET—4 -

————— D
¢ SCRIEDHEICKD. HBRIEANARBZXIRE UIZHER3-DXdD BRE354: 8% (Ph2)

¢ ASCO 2023(CTPart A (HER2FZHEFZMERNAIR) DT —FWFERSNIZ
¢® IT2I/\—VYORBEROEBEIANARE(CHITDoIERZ I S Part ZHVETH

(RDAFA NHK)
Part A (N=60 patients) Part B (N=20 to 40 patients)

Expansion in up to Arm T*
. 3 select populations )
Patritumab Part A Analysis based on combination of: Patritumab Etfi PartAB i
HER2- el Activity and HER3 + HERS3 expression: Arm 27 deruxtecan = cacy Rn? ys'sd
MBC 5.6 ma/kg Expression 25-74% and/or > 75% 5.6 mg/kg ik ol o
IV g3w IV 3w 6-mo PFS
* ER expression: TNBC,

l low (1-10%), hlgh (>10%) Arm 3*
*TBD
Presented Part Z (N=21 patients)

at - Part Z is
Part A - Presented Here PartZ . .
ASCO 2023 L] _ HER2+ MBC Patritumab deruxtecan Efficacy Analysis } ongoing in
Part B - Currently Expanding Post-T-DXd 5.6 mg/kg IV g3w Response Rate and post-ENHERTU®
. Part Z - Currently Enrolling 6-mo PFS i
patients

HER3 expression was not an enrollment criterion for Part A; HER3 expression was retrospectively assessed using immunohistochemistry.

Source: Hamilton et al., ASCO 2023, Oral Presentation #1004
mBC, metastatic breast cancer; SCRI, Sarah Cannon Research Institute
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-40

-60

-80

Best % Change in Sum of Diameters from Baseline
N
o

-100

Best Percent Change in Sum of Diameters
from Baseline in Target Lesions

ORR 35.0% [23.1-48.4]°

. 275% HERS3 expression

<25% HER3 expression

Solid=ER+  Striped=TNBC

25-74% HERS3 expression

HER3 unknown

- BRE354:5& el —%4 -
B, ASCO 2023

¢ Part AOFREIFTERICK D BEDNEERZ I TTTARQ IEHER3FEIR L AN L DRI E 2N

ThiRENni

HER3-DXdD&E#i7T —F (FEBIEADACEITZHIREZSIE
mEZHFHLTWVD

Daiichi-Sankyo

Treatment-Related Adverse Events Occurring

in 210% of Patients by Highest Reported Grade*

Any grade (N=60) Grade % (N=60)
n (%) n (%)
Any Adverse Event (AE) 56 (93.3) 19 (31.7)
Nausea 30 (50.0) 2 (3.3)
Fatigue 27 (45.0) 4 (6.7)
Diarrhea 22 (36.7) 3 (5.0
Vomiting 19 (31.7) 1(1.7)
Anemia 18 (30.0) 0
Alopecia 17 (28.3) N/A
Hypokalemia 9 (15.0) 1(1.7)
Decreased Appetite 8 (13.3) 0
Neutrophil Count Decreased** 7(11.7) 3 (5.0
White Blood Cell Count Decreased** 7(11.7) 1(1.7)

Treatment-

Treatment-related SAEs

(N=60), n (%)

Emergent Serious
Adverse Events

Source: Hamilton et al., ASCO 2023, Oral Presentation #1004

mBC, metastatic breast cancer; SCRI, Sarah Cannon Research Institute; SAE, serious adverse event; TNBC, triple negative breast cancer. *No Grade 5 treatment-related adverse events had occurred prior to data

cutoff. **More than 1 adverse event could be reported per patient. 2 95% confidence interval.

Interstitial Lung Disease’ 1(1.7)
Nausea/Vomiting 1(1.7)
Pneumonitis 1(1.7)
Thrombocytopenia 1(1.7)
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HER3-DXdD&E#Hi7T —F (FEBIEADACEIT IR EZSIE

m mEZIFLTWLWS - ICARUS-Breast01:t5& T —4 -

®¢ 606 o

GRCCEDHFEICKD FS AL —2 3 F)UiRFRZHE & UTEHREE/HER2PZIEDERFZIEEL

IR AEIIERIC UT=Ph2itER

34 AR T28.6%MORRE ., BRI DEEREMEER LT

5.6 mg/kgBHCH VT (FEBTEERZ DM TO T 7 1L KRN, IFEREE S HESNT
ILDOELEHER(IEMNDZ (1.8%. L — K1)

HER3IZ DM P EIRIESMAZIEEN L. FETFHICBR TERBOWBDDHER3-DXdDE 1
HA 2 )EITHD UTe 100

Key eligibliity criteria Treatment continues
HR+/HER2- (HER2-low [IHC 1+ or HER3-DXd 5.6 mg/kg Q3W until:

2+/ISH-] or HER2-zero [IHC 0]) Exploratory biomarker analysis

unresectable, locally advanced or BC . X
unselectedfor HER% expression (planned only in first 35 patients)

* Progressive disease

+ Progression with 1 prior line of C1D3 or C2D19 End of . .
chemotherapy for advanced or Baseline SMEZBEEEINE 1)
. . or C2D3 treatment
metastatic BC Tumor biopsy? and ! . : ;
o _ Tumor biopsy and Tumor biopsy and - Patient withdrawal
* Progression with or after prior el 2L 00 I whole blood and whole blood and
CDKA4/6 inhibitor + endocrine therapy serum e serum - Loss to follow-up
* Prior PIBK/AKT/PARP/mTOR
inhibitors are permitted a0r archival tissue collected within 1 month prior to study enroliment if no anticancer « Death
. . therapy was administered after the biopsyand 1 frozen sample and 1 FFPE sample
* No prior treatment with T-DXd are both available.

Source: Pistilli et al., ESMO Breast 2023, Proffered Paper Presentation #1890

mBC, metastatic breast cancer; GRCC, Gustave Roussy Cancer Center; ILD, interstitial lung disease inter; ORR, objective response rate
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Daiichi-Sankyo

ESMO Breast 2023

¢ HER3-DXdOO#T/=/X Bl Z RSB SOLTI TOT-HER3HERDEFT DT — 4~ (SE2EAFN A DR
FHefFLUTLDL3
» 5.6 mg/kgDHER3-DXd%Z1 [Eli%5UJ=#&.  SOLTI-2103 VALENTINE trial4
CelTILA O OB E/MEINESRE =N 2! s
> HER3-DXdZ1[E#%59 35 &£ T30%MORR T
b\ﬁﬁgﬂént (E%;&gtﬁ”) 1 Key eligibility criteria
> 6.4 mg/kgRIZ BB U C5.6 mg/kgRI&E (L  -Pre; and pestmenopausal

women, or men

1
1
:
I
%’r&@%ﬂf%‘_—(h\"fﬁb \1 » Primary operable breast :
I
[
[
I
I

HER3-DXd x 6
5.8malkg every 21 days for 6 cycles

cancer =1 cm by MRI

> Part ADBBATIEENS, HERMEFRIHB KU -Hrpostverers-

negative by local

E—#22FLAHER3-DXA(C & BRI | seisvomen

— R « Ki67 =20% by local

:‘é? (;*E EEEJ g_ 5 : C‘:D\ZI_\I]Q _C.'T*lj:—:?) a;sessmecr‘wt ;n?i?:r high
genomic risk defined by
gene signature

¢ SOLTI-2103 VALENTINEGKERHCdSUNT  -Noprevious anteancer

I
I
I
I
]
')
treatment for the current < = =

%l %%%3*7"} :/“1} ‘\\/ I\ & L/TO) .diagnosis of breast cancer ~ ~ ~

Available pre-treatment

H E R3 - DXd @@EIE %?—J—- 5 FAFE TR AT Biopsy or Biopsy C1D21 Surgery tissue collection

archival tissue

stratified by

: Standard Chemotherapy
axillary nodal (4 cycles of EC/AC (epirubicin 90 mg/m2 or
doxorubicin 80 mg/m2 and
cyclophosphamide 600 mg/m2 every 14/21
days) followed by weekly 80mg/mz2
paclitaxel during 12 weeks)

|

|

1

1

|

1

HER3-DXd x 6 + Let | |

= X b + Lelrozole |

—_— HER3-DXd 5.6 mg/kg every 21 days for6 (Rl pCR Follow up
cycles plus daily letrozole +/- LHRH analogs | 5 years

|

|

1

|

|

|

1

v

I
¥

Ultrasound: Paired tumor assessment will be done at baseline and C2D1

MRI: Paired tumor assessment will be done at baseline and end of treatment | "positive by FNA vs. negative by radiologic
iDFS: follow-up every 12 months until approximately 5 years after the last patient is enrolled {assessment and/or FNA

Source: ' Oliveira et al. ESMO Breast 2023 Proffered Paper Presentation #1240; ? Prat A et al. ESMO Breast 2022, 3 Bras6-Maristany et al. ESMO Breast
2023 Mini Oral Presentation #3MO; 4 Oliveira et al. ESMO Breast 2023 Poster Presentation #155TiP

CelTIL score= -0.8 x tumor cellularity (%) + 1.3 x TILs (%); FFPE, formalin-fixed paraffin-embetted; FNA, fine needle aspiration; iDFS, invasive disease-free survival; MRI, magnetic resonance imaging; ORR, overall 53
response rate; pCR, pathological complete response; TILs, tumor infiltrating lymphocytes; US, ultrosound
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SHEREITRDHAEE (—EDH) | Ph3 |

RLATOUXRT

TROPION-Lung08 | TROPION-Lung07
FIwVvyo
1>k

PHEEF Samb AV e TROPION-Breast03

AZD2936 F7/z(d& MEDI5752

NIRRT
YHFZT

HENRILFT

A XI)IFZT

REGE

HA(CFSDFIE
o JEERERICIIHRAEFELRDEBDI 7Y MO S(TERFE

« HER2{EBEFRADLAICHBITDIII/I\—VOELIHIL=F7® (EZH1/2
inhibitor) D#AEER (IMDACCEDIS/RL—2 3 > (C KD EHEH

« I2/)\—Y® &DS-1103 (NSIRPafivi#F)DHAEER (L2023 L3

FSD, first subject dosed; mBC, metastatic breast cancer; MDACC, MD Anderson Cancer Center
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¢ IT>)\—VYeLBHHmMETHBDS-11030HAFIH R =S ERE FER(ICRIGE
B DS-1103(3~¥2o0O7 7 —> AR E (CFHEIR T

() () eat me"SOFILERET S, TORE. HAM

, RICHITIERZFEL. MEBREILEZEE
£33

CD8+T cells

DS-1103a
(anti-SIRPa Ab) oy

o /"”—\#W _ ceprnes B DS-1103(CKBDFARZRAIET DIZHICIEFIT I T
& 2745 —EME=IFDDXdA-ADCE ST AR E
- A L obtEsuE
CodTm ., m PhIRBABRE TOQSPETILOEMICONT
b S B ASCO 2023TH3 (E-publication, abstract#
S N s €14509)
PhiiBRT Y1 >

FRE#E/\— bk REREM/\— bk

DS-1103 + T>/\—W® (5.4 mg/kg Q3W) —p DS-1103 + T>/\—W® (5.4 mg/kg Q3W)

HER2FEIRFTZ(FHER2ZERDEI TS - SR N A HER2{EFIRZAN A
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BC: breast cancer, FIH: first-in-human, Q3W: once every 3 weeks, QSP: quantitative systems pharmacology, SIRPq, signal-regulatory protein alpha


https://biorender.com/
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G RiA A
DESTINY-Breast04 : HER2{EFRIRAMN A, (EFEEBDAIE,
Ph3
< 1 2023FE E¥HA
T>2)\—Ye® _
DESTINY-LungO01, 02 : HER2:ZE{ZFZEENSCLC, 2L,
Ph2
« B :2023FE £¥H
« BX : 2023FE THH3
+H)LF—T QUANTUM-First : AML, 1L, Ph3

< K1 2023FE ¥4
« BX : 2023FE THH8

ﬁ

>

Daiichi-Sankyo

2023F6HIRTE
]

ITEF—IDAFRAH

DESTINY-Breast06* : HRBZ4HEM DHER2EFEIRDIMN A,
I I>2)\—VYe {LFBOERIGHRE, Ph3

< 2023FF ¥

TROPION-Lung01* :
« 20234 SH1MM+HA

NSCLC, 2/3L, Ph3

Pato-DXd TROPION-Breast01* : HRIEME D DHERIEFRIRE /(L
2HDILNA, 2/3L, Ph3
- 20234 s
IHILZT7® BRI (IHAMEDPTCL, B55/APh2

« 2023FE £¥H

XF: FY2022 Q4D 5DEMFREIFYITF—b

AML: 2MEHEERIR, HR: RILEREMAE, NSCLC: JENHRRERN A,

PTCL: RIHTHEREZD >/ B2
X RIRSNTVWDIALSA U EFREROFATHD, SBREEITDIHAENHDET,
* AR S RUTZHER
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FEIAIARY (5DXd-ADC) o

2023F6HRE
L

SEEI [0 -, #iE]

o e S
HER2MEFEH, (L RARL AR [

) ‘l
e [Ph3, DESTINY-Breast06] TLRAFRIAH
FLHA

- HER2[51%, 1L
T>)\—\VY6E [Ph3, DESTINY-Breast09]

- HER2BZ1%E, RAFP 1)\ b
[Ph3, DESTINY-Breast11]

* HER2EEZFZEE, 2L
[Ph2, DESTINY-LungO1, 02]

« HER2IE{EFZ R, 1L [Ph3, DESTINY-
Lung04]

* TLRAFRiAH

* TLRAFRAH

- AR RIAS (HX) AR RIAG (BX)
NSCLC
* TLRAFRiAH

NSCLC -2/3L [Ph3, TROPION-Lung01] * TLRAFRIAH

Dato-DXd « HREZ14 72 (FHER2IRFEIR F T2 (FE1E,

. ‘A
9 %A,  2/3L [Ph3, TROPION-Breast01] TLRAFRiAd

[Ph3, DESTINY-Breast04]
« HREZMEN DHER2{EFEIR, L EERIGHE
| *TNBC, 1L [Ph3, TROPION-Breast02] * TLRAFRAH

- EGFRER, 2L
I HER3-DXd  NSCLC '\ pp 3 HERTHENA-Lung02]

DS-7300 SCLC 2L [AEmiEI{E, Ph2] * TLRAFRAH

* TLRAFRAH

AF: FY2022 QA SDEMEZ T Y IFT— b 64
FKRENTWVWBRIALSAUIRFERDFATHD. SBREFIIEENHDET, HR: ILE>ZEA, NSCLC : 3E/\RBaATAY A, SCLC: /INBREATAY A, TLR: Top Line Results, TNBC: U )LRFIF+ TN A



ﬁ

FEITLTILAPMS (Next Wave) S U

SEAE De 4 Eea

FHILF=T  SPEBHIILEN, 1L [Ph3, EKITE] R i 0 EREAD ()

THL=770® - BREIC(EEEMEORMIETHIRY > ) (&

. IA
[EREFIPN2, EIKAKE] TLRAF A7
DS-1103 - HER2+EHH A, HERZESSRAN A [PRL, K] - SERBATE
« COVID-19 mRNADOF> (ZFEHK) .=
I DS-5670 e (Phs. B BB

AF: FY2022 Q4h 5MiEMFEEZFT7YITF—K  TLR: Top Line Results 65
¥ RRENTVWBRIAALSAUEHAREOFAUTH D, SBEEITIHEENGDET.



T >)\—Y°: [ERREFETE | 2D A

As of Jun 2023

FY2023

FY2024

FY2025

ﬂ

>

Daiichi-Sankyo

HER?2 Positive

HR+
HR-

HER2 low HR+

HR-

Metastatic 3L+

Monotherapy: approved in JP/US/EU based on DESTINY-Breast01

Metastatic 2L

Monotherapy: approved in JP/US/EU based on DESTINY-Breast03

Metastatic 1L

DESTINY-Breast07 combination (1L/2L) Ph1b/2

DESTINY-Breast09 T-DXd + pertuzumab vs THP

Adjuvant*

Neoadjuvant

DESTINY-Breast05 monotherapy vs T-DM'1

DESTINY-Breast11 T-DXd

VS

T-DXd / THP vs AC / THP

Metastatic Post Chemo

Monotherapy: approved in JP/US/EU bas

ed on DESTINY-Breast04

DESTINY-Breast08 combination

Adjuvant

Metastatic
Chemo Naive

Metastatic 1L

DESTINY-Breast06
monotherapy vs PC

BEGONIA durvalumab combination P

h1b/2 (Arm 6)

Neoadjuvant

*RAT 22\ MEERIOSHMEDKFREZBE I DBR YR IDEVWEHAHER2IZEANABE (CHT D722/ MRE
New SUBRODFAIA EH8 T (I— R ERAF (X THIDHIDH K DR

Ph 1 ongoing Ph 2 ongoing Ph 3 ongoing

AC: 7 RUPZRAZ>2+2 00T AXT7 IR, HR: IRNLVEZEK, PC: EEMEIRARE, , T-DM1: hSAWYXIXNT TLA%Y

THP: 5> +)\—tTF 4+ T

~N, S,

oz,

T-DXd: hS RV T FIVIAFTH,
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T /\—We.: BEERBISEEHE | BHA & NSCLC [¥]

As of Jun 2023 FY2023 FY2024 FY2025

Metastatic 3L+  Monotherapy: approved in JP based on DESTINY-GastricO1

Monotherapy: approved in US/EU based on DESTINY-GastricO1 and 02

DESTINY-Gastric06 monotherapy China
Gastric HER2 Positive = Metastatic 2L

DESTINY-Gastric04 mono vs ramucirumab+paclitaxel

DESTINY-GastricO03 combination (1L/2L) Ph1b/2
Metastatic 1L

DESTINY-Lung01 (Ph2) completed in FY2021 H1
Metastatic 2L+

HER2 . HUDSON durvalumab combination
Expressing ‘

Metastatic 1L DESTINY-Lung03 combination

NSCLC
Monotherapy: approved in US based on DESTINY-LungO1 and 02

Metastatic 2L+
HER2 Mutant DESTINY-Lung05 China

‘ Metastatic 1L DESTINY-Lung04 mono vs SOC

Ph 1 ongoing Ph 2 ongoing Ph 3 ongoing New

SVBRODRHIR AT (E— R LHAXTZ A THOWSH L DFRR

NSCLC: 3/ EEfEN A, SOC: A=A 67



T >)\—Y°: [ERREAFETE | KEEDA & €DMHA

As of Jun 2023

CRC

Other
Tumors/
multiple
tumors

Ph 1 ongoing

HER2
Expressing

HER2
Expressing

HER?2
Mutant

Ph 2 ongoing

Metastatic
3L

Metastatic
2L

Metastatic
2L

Ph 3 ongoing

FY2023 FY2024

TLR of DESTINY-CRC02 (Ph2) obtained in FY2022 H2

Pembrolizumab combination
(breast, NSCLC)

DESTINY-PanTumor02
DESTINY-PanTumor01 (Ph2) completed in FY2023 H1

PETRA AZD5305 combination Ph1/2a

New

SBRODBAIE EIR T (F— R LHAF I TRDWDH KD FRR
CRC: KHzhtA, NSCLC: FF/)\ilifahmnt A

FY2025

A"-"N\

</

Daiichi-Sankyo
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Dato-DXd: EEFREASESTE | NSCLC v

As of Jun 2023 FY2023 FY2024 FY2025

All comers Metastatic 2L/3L iRt
monotherapy

TROPION-Lung02 pembrolizumab

Metastatic 1L/2L combination

TROPION-Lung04 durvalumab or AZD2936 or MEDI5752 combination

ICI combination
NSCLC Withou.tactiona.ble
genomic alterations

TROPION-Lung07 pembrolizumab + platinum combination (PD-L1<50%)

Metastatic 1L

TROPION-Lung08 pembrolizumab combination (PD-L1>50%)

Metastatic 2L+ TLR of TROPION-LungO05 obtained in FY2022 H2

With
actionable genomic | Metastatic 2L
alterations with EGFR ORCHARD osimertinib combination

mutation

Ph 1 ongoing Ph 2 ongoing Ph 3 ongoing New

SUBRODFAIE S8 T (E—F ERAF (X THIDHIDH KX DERR
ICI: S 1w O/RA > NEEHI, NSCLC: FR/\HlREAtA A
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Dato-DXd: BSFRBAREEHE | Lb'A & B DMDHA v

As of Jun 2023 FY2023 FY2024 FY2025
i TROPION-Breast01
HR+/HER2- | Metastatic -
2L+
) TROPION-PanTumor01
Metastatic
2L+
Breast
Metastatic TROPION-Breast02
TNBC 1L
BEGONIA durvalumab combination Ph1b/2 (Arm 7)
Adjuvant** TROPION-Breast03 mono or durvalumab combination
TROPION-PanTumor01
Other PETRA AZD5305
Tumors* combination Ph1/2a

TROPION-PanTumor03

*ZOMDNA  BAR A, BES A FREEERA A INBREAED A FERRN A, E2ETUVERITZIRNAE
IEERIRT — S °Dato-DXdW BRI TH D ENREEND EDMDIEFT > X ICEDESHABEZER
HRAT 22 MEER(CHRFREZA I DTNBCEE (CXIT D722 /> MEE

Ph 1 ongoing Ph 2 ongoing Ph 3 ongoing New

AUBRODBHIE EH8 T (F— R LHARTZ (I THADHH KX DFRR

\ o 70
HR: RILEZEK, TNBC: NUTILRZHT 1 TN A



HER3-DXd: EREPRFFEETHE | NSCLC & EDDH A,

As of Jun 2023 FY2023 FY2024

Advanced/ Ph1 dose expansion

Metastatic 3L+ | 1| R of HERTHENA-LungO1 obtained in FY2022 H2

NSCLC EGFR Advanced/ HERTHENA-Lung02 monotherapy vs chemotherapy

mutated Metastatic 2L

Osimertinib combination Ph1b
Advanced/

Metastatic 1L
Breast Metastatic BC ‘ Several ARO studies ongoing ‘

Ph 1 ongoing Ph 2 ongoing Ph 3 ongoing New

AERODBIIE EHR T (F— R LEAFRZE T RADFIH K DFRIR
ARO: Academic Research Organization, BC: ELhA,.  NSCLC: 3F/)\flARAHAY A

FY2025

ﬂ

>

Daiichi-Sankyo
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DS-7300: EEERBISE S+ -/

Daiichi-Sankyo

As of Jun 2023 FY2023 FY2024 FY2025
Advanced/ N
ES-SCLC Metastatic 2L+ Ph2 dose optimization
Solid | MERPC,
fumor ESCC, Metastatic Ph1 dose expansion
sqNSCLC
Ph 1 ongoing Ph 2 ongoing New

SERODFIE EIR T (X— B LHRTZ I THDWH LD FRR
ESCC: RIERT LN A, ES-SCLC: EREVIMEARBAHIN A, mCRPC: SRS R ZHEFUIERIIIARD A, sQNSCLC: R _ERZBYIE/IlRRAH AN A
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DS-6000: EEFRRIFEEHE] e

As of Jun 2023 FY2023 FY2024 FY2025
Ad d
solid | ©V© Vetactatic
Ph1 dose expansion
tumor RCC Advanced/
Metastatic |

Ph 1 ongoing Ph 2 ongoing New
SUBRODFAIE ST (I—F ERAFTZE THIDHIH K DERR
OVC: JREEM A, RCC: EfRENN A
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FHRFEN

HER2 +

BC

DESTINY-Breast07

HER?2

DESTINY-Breast08

2L+

1L

HER2+ G

DESTINY-Gastric03

HER2 +

NS

DESTINY-Lung03

BC,

BC,

NSCL

AZD5305

PETRA

DS-7300

B7 -

H3

SCLC

ADC
, CRP

DS-6000
CDH6 ADC

. Dato -DXd
. HER3-DXd

L]
o

1 HR+

2
3

BC

HER2

CRPC

2L+
BC
C

cLC
1L

C

c,

1|_I

DS-7300

. DS-6000

HER2

1

TROPION-PanTumor01

NSCLC, T
TROPION-PanTumor02

NSCLC actionab

TROPION-Lung02
NSCLC

MEDI 5752

PETRA

NSCLC

EGFR N

HER3 +
BC
HER2
TNBC
CRC

o_

7

NBC

actionabl

~ : 5DXd-ADC

A
TROPI ON-
AZD5305
SCLC
BC
/
GC NSCLC

TNBC
BEGONIA

HER2 +
DESTINY-Gastric06

GC 3L

HER2
DESTINY-Lung05

NSCLC 2L+

NSCLC
2L+
HUDSON
HER2+ CRC 3L
DESTINY-CRCO1
HER2+ CRC 3L

DESTINY-CRC02

HER2
DESTINY-PanTumor01

HER?2
DESTINY-PanTumor02

TNBC

Jx—-2R2

TROPION-PanTumor03

NSCLC
actionabl e
TROPION-Lung05

TNBC

BEGONIA

EGFR NSCLC

2L
ORCHARD
NSCL

NeoCOAST-2

EGFR NSCL 3L

HERTHENA-Lung01

DS-7300
B7- H3 ADC
SCLC

l

HER2 +
2

DESTINY-Breast05
HER2

DESTINY-Breast06

HER2 +
DESTINY-Breast09

HER2 +

DESTINY-Breast11

HER2 +
DESTINY-Gastric04

BC

BC

BC 1L

BC

GC 2L

NSCLC HER2 exo
exon 20 1L
DESTINY-Lung04
NSCLC 2 3L
TROPION-Lung01
NSCLC

actionabl e
1L

NSCLC a

TROPION-Lung08

BC' 2
TROPION-Breast01

TNBC 1L
TROPION-Breast02

TNBC
3

TROPION-Breast03

EGFR
HERTHENA-Lung02

TROPI ON-Lung

ctionab

3L

NSCLC 2

As of Jun 2023
I

HER2 BC
DESTINY-Breast04
HER2 NSCLC

DESTINY-Lung01/Lung02

g

Daiichi-Sankyo
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FERFXHFEIN\AT 51> : Next Wave

As of Jun 2023

2

DS-1055 DS-7011 DS-3201
GARP TLR7 EZH1 2 o@ CSF-1 KIT FLT3 FLT3 oo
T 1L
DS- 1594 DS-2325 DS-3201
Meni n- MLL KLKS5 oon EZH1 2 a2
: B
DS-9606 DS-1001 VN-0102 JVC-001 DS-5670
ADC I DH1 COVID-19 mRNA
COVID-19
DS-1103 DS-1211 DS-5670
SI RPa , HER2 TNAP o COVI D-19 mRNA .«
. 12-17
DS-5670 DS-5670
COVID-19 mRNA ., COVID- COVID-19 mRNA
., 5-11  ( COVID-19 )
VN-0200
RS
RS
O /
CRPC DMD FOP NSCLC SCLC

Daiichi-Sankyo
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