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Forward-Looking Statements A4

Management strategies and plans, financial forecasts, future projections and policies, and R&D information that Daiichi Sankyo discloses in
this material are all classified as Daiichi Sankyo's future prospects. These forward looking statements were determined by Daiichi Sankyo
based on information obtained as of today with certain assumptions, premises and future forecasts, and thus, there are various inherent risks
as well as uncertainties involved. As such, please note that actual results of Daiichi Sankyo may diverge materially from Daiichi Sankyo's
outlook or the content of this material. Furthermore, there is no assurance that any forward-looking statements in this material will be
realized. Regardless of the actual results or facts, Daiichi Sankyo is not obliged and does not have in its policy the duty to update the content
of this material from the date of this material onward.

Some of the compounds under discussion are investigational agents and are not approved by the FDA or any other regulatory agency
worldwide as a treatment for indications under investigation. Efficacy and safety have not been established in areas under investigation. There
are no guarantee that these compounds will become commercially available in indications under investigation.

Daiichi Sankyo takes reasonable care to ensure the accuracy of the content of this material, but shall not be obliged to guarantee the absolute
accuracy, appropriateness, completeness and feasibility, etc. of the information described in this material. Furthermore, any information
regarding companies, organizations or any other matters outside the Daiichi Sankyo Group that is described within this material has been
compiled or cited using publicly available information or other information, and Daiichi Sankyo has not performed in-house inspection of the
accuracy, appropriateness, completeness and feasibility, etc. of such information, and does not guarantee the accuracy thereof.

The information described in this material may be changed hereafter without notice. Accordingly, this material or the information described
herein should be used at your own judgment, together with any other information you may otherwise obtain.

This material does not constitute a solicitation of application to acquire or an offer to sell any security in the United States, Japan or elsewhere.
This material disclosed here is for reference purposes only. Final investment decisions should be made at your own discretion.

Daiichi Sankyo assumes no responsibility for any damages resulting from the use of this material or its content, including without limitation
damages related to the use of erroneous information.
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ASCO 2024

With over 30 presentations* across 8 assets and multiple tumor types,
Daiichi Sankyo has delivered scientific outcome not limited to but highlighted by;

€ Substantial progress in ENHERTU breast cancer development
v Highlights IR call discusses DESTINY-Breast06, DESTINY-Breast03 and DESTINY-Breast07

€ Steady progress in lung cancer development among DXd ADCs
v Highlights IR call discusses DESTINY-Lung02 and TROPION-Lung02

* 5 online abstract publications (T-DXd) are included 7



Establish and expand DXd ADCs to address the broader <
spectrum of Breast Cancer

e Hi-':.'qlnlc_'lq_l

DESTINY-Breast11

DESTINY-Breast05 DESTINY-Breast09
Residual Disease

DESTINY-Breast01/02/03
Evaluating
- TROPION otential
TROPION-Breast04 Breast0? TROPION DESTINY-Breast04 p
TROPIONBreast03 | | cps<10.or || Bre2st0> HER?2 low
Residual Disease |0 ineligible -

HER2 low DESTINY
&% Evaluating Potential or Preparing Study Plans DESTINY | [t
-Breast06 .
Evaluating
HER2 potential
ultralow
25%

TROPION-Breast01
HER2

null
15%
On-going | [ ENHERTU® | [ Dato-DXd | | HER3-DXd

» Box size does not reflect the patient population
Pivotal studies only (not exhaustive). CPS, combined positive score; ET, endocrine therapy; HR, hormone receptor; IHC: immunohistochemistry, pCR: pathological complete response, TNBC, triple-
negative breast cancer
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Establish and expand DXd ADCs to address the broader <

spectrum of Lung Cancer

TROPION-Lung14
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HERTHENA
-Lung01

HERTHENA
-Lung02

TROPION-Lung15

DESTINY-Lung04

TROPION-Lung10

NSCLC AGA «(
H TROPION-Lung07

TROPION-Lung08

DESTINY-Lung01/02

TROPION-LungO1

Evaluating Potential or

Capping TROPION-Lung08 SQ

DESTINY-PanTumor02/ LungO01

o opulation
Preparing Study Plans e
IDeate- IDeate-
Lung02 Lung01
- * Pivotal studies and major Ph2 only, not exhaustive
m On-going ENHERTU ® Dato-DXd HER3-DXd I-DXd « Box size does not reflect the patient population
ADC: antibody-drug conjugate, AGA: actionable genomic alteration, Non-SQ: non- squamous, NSCLC: non-small cell lung cancer, SCLC: small cell lung cancer, SQ: squamous 9



TROPION-Lung15 study v

New Ph3 study in 2L EGFR mutated NSCLC for Dato-DXd
monotherapy and Osimertinib combination comparing to PBC

TROPION-Lung15 study design

Dato-DXd 6mg/kg q3w
r 1 + Osimertinib QD

Key Eligibility

e Advanced or metastatic NSCLC who have

progressed on prior Osimertinib
e < 2 prior lines of EGFR TKI treatments
e Sensitizing EGFR mutations

—{ Dato-DXd 6mg/kg q3w

\
N=630 Platinum-based Doublet
Chemotherapy

7
B Two primary endpoints for Dato-DXd monotherapy Primary endpoint
and combination were set independently - PFS (assessed by BICR) mono vs CTX
. + PFS (assessed by BICR) combo vs CTX

- OS, PFS (inv assessed), ORR, DOR, DCR, Safety

BICR: blinded independent central review, CTX: 5-Fluorouracil, folinic acid and cisplatin, DCR: disease control rate, DOR: duration of response, NSCLC: non small cell lung cancer, ORR:
objective response rate, OS: overall survival, PBC: platinum-based chemotherapy, PFS: progression-free survival, QD: quaque die, g3w: every 3 weeks, TKI: tyrosine kinase inhibitor 10
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Trastuzumab deruxtecan vs physician’s choice of
chemotherapy in patients with hormone receptor—positive,
human epidermal growth factor receptor 2 (HER2)-low or
HERZ2-ultralow metastatic breast cancer with prior endocrine
therapy: primary results from DESTINY-Breast06

Giuseppe Curigliano
European Institute of Oncology, IRCCS, Milan, Italy;
Department of Oncology and Hematology-Oncology, University of Milan, Italy

Additional authors: Xichun Hu, Rebecca Dent, Kan Yonemori, Carlos H Barrios, Joyce A O’'Shaughnessy,
Hans Wildiers, Qingyuan Zhang, Seock-Ah Im, Cristina Saura, Laura Biganzoli, Joohyuk Sohn,
Christelle Lévy, William Jacot, Natasha Begbie, Jun Ke, Gargi Patel, Aditya Bardia

On behalf of the DESTINY-Breast06 investigators "



DESTINY-Breast06: key takeaways U

% of HR+, HER2-negative mBC

« T-DXd demonstrated efficacy in

~20=-25% HER2-low mBC in an earlier line of
HER2-ultralow treatment to DESTINY-BreastO4
Potentially _ :
~60—65% ~60—65% >eligib|efor * Including HERZ2-ultralow, the proportion
HER2-low HER2-low T-DXd of patients who could benefit from T-DXd

Is ~85% of HR+, HER2-negative mBC
after DESTINY-Breast06

DESTINY-Breast04 DESTINY-Breast06

In DESTINY-Breast06, T-DXd demonstrated a statistically significant and
clinically meaningful PFS benefit vs TPC (chemotherapy) in
HR+, HER2-low mBC after 21 endocrine-based therapy,
with consistent results in HER2-ultralow mBC

HER2, human epidermal growth factor receptor 2; HR+, hormone receptor—positive; mBC, metastatic breast cancer; PFS, progression-free survival; T-DXd, trastuzumab deruxtecan; TPC, chemotherapy treatment of physician’s choice
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Unmet treatment need in HR+, HER2-negative mBC

Current treatment landscape and outcomes: mPFS*

11 SRR oo 24.68-28.2 mo*

ET + targeted Qe
therapies CDK4/6i

=a Prior
I CIETo)Al CDKA/6i

5.5 mo*

1.9-2.6 mo**

Single-agent QEYSiZeas .
CT naive (mBC) 6.2—7.1 mo*™*

T-DXd Prior ET

*Based on data from Phase 3 registrational studies only

CDK4/6i, cyclin-dependent kinase 4/6 inhibitor; CT, chemotherapy; ET, endocrine therapy; HER2, human epidermal growth factor receptor 2; HR+, hormone receptor—positive; mBC, metastatic breast cancer; mo, months;

mMPFS, median progression-free survival; T-DXd, trastuzumab deruxtecan

1. Finn RS, et al. N Engl J Med. 2016;375;1925-1936; 2. Hortobagyi GN, et al. Ann Oncol. 2018;29:1541-1547; 3. Johnston S, et al. NPJ Breast Cancer. 2019;5:5; 4. Turner NC, et al. N Engl J Med. 2023;388:2058-2070 (Supplementary Appendix);
5. Bidard FC, et al. J Clin Oncol. 2022;40:3246—3256; 6. O’'Shaughnessy J, et al. JAMA Netw Open. 2021;4:e214103; 7. O’Shaughnessy J, et al. Cancer Res. 2021;81(Suppl. 4):Abstract GS4-01; 8. Robert NJ, et al. J Clin Oncol. 2011;29:1252-1260;
9. Modi S, et al. N Engl J Med. 2022;387:9-20

3L+
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Targeting ‘low’ and ‘ultralow’ HER2-expressing tumors in mBC U

HER2 IHC categories within HR+, HER2-negative (HER2-) mBC (per ASCO/CAP?)

| DESTINY-Breast06 HER2-low HER2-ultralow !
I patient population: !
|

| ~85% of HR+, HER2- mBCc ~60—65% " ~20-25%"

@ '
'0’ «®s"s

IHC O

Weak-to-moderate complete Faint, incomplete Faint, incomplete Absent/ no
.membrane staining _membrane staining membrane stainin g observable
in >10% tumor cells in >10% tumor cells . o membrane

in £10% tumor cells staining

ASCO/CAP, American Society of Clinical Oncology / College of American Pathologists; HER2, human epidermal growth factor receptor 2; HR+, hormone receptor—positive; IHC, immunohistochemistry; ISH, in situ hybridization;

mBC, metastatic breast cancer; T-DXd, trastuzumab deruxtecan

Images adapted from Venetis K, et al. Front Mol Biosci. 2022;9:834651. CC BY 4.0 license available from: https://creativecommons.org/licenses/by/4.0/

1. Wolff AC, et al. J Clin Oncol. 2023;41:3867-3872; 2. Denkert C, et al. Lancet Oncol. 2021;22:1151-1161; 3. Chen Z, et al. Breast Cancer Res Treat. 2023;202:313-323; 4. Mehta S, et al. J Clin Oncol. 2024,;42(Suppl. 16):Abstract e13156
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Study design
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Drniichi=Sankyo

DESTINY-Breast06: a Phase 3, randomized, multicenter, open-label study (NCT04494425)

PATIENT POPULATION
« HR+ mBC
* HER2-low (IHC 1+ or IHC 2+/ISH-) or HER2-ultralow
(IHC 0 with membrane staining)*
« Chemotherapy naive in the mBC setting

Prior lines of therapy
« 22 lines of ET % targeted therapy for mBC
OR
« 1 line for mBC AND
— Progression <6 months of starting first-line ET + CDK4/6i
OR
— Recurrence <24 months of starting adjuvant ET

T-DXd
5.4 mg/kg Q3W

(N=436)

HER2-low = 713
HER2-ultralow = 1537

Stratification factors
* Prior CDK4/6i use (yes vs no)

* HERZ2 expression (IHC 1+ vs IHC 2+/ISH- vs IHC 0 with membrane staining)

« Prior taxane in the non-metastatic setting (yes vs no)

Options:
capecitabine,
nab-paclitaxel,

paclitaxel

ENDPOINTS
Primary
* PFS (BICR) in HER2-low

Key secondary

 PFS (BICR) in ITT (HER2-low + ultralow)
* OS in HER2-low

* OSiInITT (HER2-low + ultralow)

Other secondary
* PFS (INV) in HER2-low

* ORR (BICR/INV) and DOR (BICR/INV) in
HER2-low and ITT (HER2-low + ultralow)

« Safety and tolerability
« Patient-reported outcomes*

*Study enrollment was based on central HER2 testing. HER2 status was determined based on the most recent evaluable HER2 IHC sample prior to randomization. HER2-ultralow was defined as faint, partial membrane staining in <10% of tumor cells
(also known as IHC >0<1+); THER2-ultralow status as determined per IRT data (note: efficacy analyses in the HER2-ultralow subgroup were based on n=152 as determined per central laboratory testing data); ¥to be presented separately

BICR, blinded independent central review; CDKA4/6i, cyclin-dependent kinase 4/6 inhibitor; DOR, duration of response; ET, endocrine therapy; HER2, human epidermal growth factor receptor 2; HR+, hormone receptor—positive; IHC,
immunohistochemistry; INV, investigator assessed; IRT, interactive response technology; ISH, in situ hybridization; ITT, intent-to-treat; mBC, metastatic breast cancer; ORR, objective response rate; OS, overall survival;, PD, progressive disease; PFS,
progression-free survival; Q3W, every 3 weeks; R, randomization; T-DXd, trastuzumab deruxtecan; TPC, chemotherapy treatment of physician’s choice

NCT04494425. Updated. April 12, 2024. Available from: https://clinicaltrials.gov/study/NCT04494425 (Accessed May 13, 2024)
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Patient disposition

Screened (N=1349)

A 4

Randomized 1:1 (N=866)

T-DXd (n=436)

Treated (99.5%)

* Discontinued study treatment (79.5%)
— PD (57.1%)
— Adverse event (14.1%)
— Patient decision (4.4%)
— Other (3.9%)
= Death (1.2%)

TPC (n=430)

Treated (97.0%)

* Discontinued study treatment (92.8%)
— PD (70.0%)
— Adverse event (9.4%)
— Patient decision (8.2%)
— Protocol non-compliance (0.2%)
— Other (5.0%)
= Death (1.0%)

J

Capecitabine 257 (59.8)
Nab-paclitaxel 105 (24.4)
Paclitaxel 68 (15.8)

At DCO, 119 patients (14.0%) remained on treatment: 89 (20.5%) T-DXd and 30 (7.2%) TPC
Median duration of follow up: 18.2 months (ITT)

DCO, data cutoff; ITT, intent-to-treat; PD, progressive disease; T-DXd, trastuzumab deruxtecan; TPC, chemotherapy treatment of physician’s choice

17



Patient demographics and key baseline characteristics U

ITT
(HER2-low and HER2-ultralow)

HER2-low* HER2-ultralow*

T-DXd
(n=359)

TPC
(n=354)

T-DXd
(n=436)

TPC
(n=430)

T-DXd
(n=76)

TPC
(n=76)

Age, median (range), years 58.0 (28-87) 57.0 (32-83) 58.0 (28-87) 57.0 (32-83) 58.0 (33-85) 57.5 (34-82)
Female, n (%) 359 (100) 353 (99.7) 436 (100) 429 (99.8) 76 (100) 76 (100)
ECOG PS atscreening, n (%)t

0 207 (57.7) 218 (61.6) 252 (57.8) 257 (59.8) 44 (57.9) 39 (51.3)

1 148 (41.2) 128 (36.2) 178 (40.8) 163 (37.9) 30 (39.5) 35 (46.1)
HER2 status, n (%)*

'(';Eé’z"_’l'}ft‘raﬁ'l’gg;brane staining - - 76 (17.4) 76 (17.7) 76 (100) 76 (100)

IHC 1+ (HER2-low) 238 (66.3) 234 (66.1) 239 (54.8) 234 (54.4) - -

IHC 2+/ISH- (HER2-low) 117 (32.6) 118 (33.3) 117 (26.8) 118 (27.4) - -
ER/PR status, n (%)$

ER+/PR+ 206 (57.4) 193 (54.5) 253 (58.0) 237 (55.1) 46 (60.5) 44 (57.9)

ER+/PR- 141 (39.3) 152 (42.9) 167 (38.3) 181 (42.1) 26 (34.2) 29 (38.2)

ER-/PR+ 3(0.8) 2 (0.6) 3(0.7) 2 (0.5) - -
Primary endocrine resistancel 105 (29.2) 116 (32.8) 128 (29.4) 140 (32.6) 23 (30.3) 24 (31.6)
De-novo disease at diagnosis, n (%) 111 (30.9) 104 (29.4) 133 (30.5) 132 (30.7) 22 (28.9) 28 (36.8)
Bone-only disease at baseline, n (%) 11 (3.1) 10 (2.8) 13 (3.0) 13 (3.0) 2(2.6) 3(3.9)
Visceral disease at baseline, n (%) 309 (86.1) 299 (84.5) 376 (86.2) 364 (84.7) 66 (86.8) 65 (85.5)
Liver metastases at baseline, n (%) 243 (67.7) 232 (65.5) 296 (67.9) 283 (65.8) 52 (68.4) 51 (67.1)

*HER2-low status defined at randomization per IRT data, and HER2-ultralow status defined per central laboratory testing data. With mis-stratification, the combined sample size of these two populations may not match the ITT total; Tn=14 patients had
missing ECOG PS status at baseline; ¥n=2 patients in the ITT (1 per treatment group) were found to have HER2 IHC 0 with absent membrane staining per central laboratory testing; Spatients with ER-/PR- status were excluded from the study; however,
n=1 patient with ER—/PR— status was randomized in error; defined as relapse while on the first 2 years of adjuvant endocrine therapy, or progressive disease within the first 6 months of first-line endocrine therapy for metastatic breast cancer; ECOG PS,
Eastern Cooperative Oncology Group performance status; ER, estrogen receptor; HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; IRT, interactive response technology;

ISH, in situ hybridization; ITT, intent-to-treat; PR, progesterone receptor; T-DXd, trastuzumab deruxtecan; TPC, chemotherapy treatment of physician’s choice

18
eSS



Prior therapies U

B (HER2-low antI:ITI!I-ERZ-uItranw) ARl
T-DXd TPC T-DXd TPC T-DXd TPC
(n=359) (n=354) (n=436) (n=430) (n=76) (n=76)
ET in the metastatic setting
Linesof ET
Number of lines, median (range) 2.0(1-4) 2.0 (1-5) 2.0(1-4) 2.0 (1-5) 2.0(1-4) 2.0 (1-5)
Number oflines, n (%)
1 54 (15.1) 67 (19.0) 65 (14.9) 82 (19.2) 11 (14.5) 15 (19.7)
<6 months on first-line ET + CDK4/6i 33 (9.2) 33(9.4) 37 (8.5) 40 (9.3) 4 (5.3) 7(9.2)
2 242 (67.6) 236 (67.0) 295 (67.8) 288 (67.3) 52 (68.4) 52 (68.4)
23 62 (17.3) 49 (13.9) 75 (17.2) 58 (13.6) 13 (17.1) 9(11.8)
Prior therapies, n (%)
ET monotherapy 189 (52.6) 183 (51.7) 230 (52.8) 223 (51.9) 41 (53.9) 40 (52.6)
ET with CDK4/6i 318 (88.6) 316 (89.3) 388 (89.0) 385 (89.5) 69 (90.8) 69 (90.8)
ET with other targeted therapy?® 120 (33.4) 105 (29.7) 143 (32.8) 127 (29.5) 22 (28.9) 22 (28.9)
Adjuvant/neoadjuvant setting®
Prior therapies, n (%)
ET 227 (63.2) 218 (61.6) 275 (63.1) 256 (59.5) 48 (63.2) 38 (50.0)
Cytotoxic chemotherapy 192 (53.5) 196 (55.4) 228 (52.3) 234 (54.4) 36 (47.4) 38 (50.0)
Taxane 151 (42.1) 151 (42.7) 179 (41.1) 177 (41.2) 28 (36.8) 26 (34.2)
Anthracycline 167 (46.5) 173 (48.9) 197 (45.2) 206 (47.9) 30 (39.5) 33 (43.4)

*HER2-low status defined at randomization per IRT data, and HER2-ultralow status defined per central laboratory testing data; fother targeted therapies were mTORI (23.8%), PI3Ki (4.2%), or PARPI (0.9%) in the ITT; *¥approximately 30% of the patient
population had de-novo metastatic disease and were not included in this category

CDKA4/6i, cyclin-dependent kinase 4/6 inhibitor; ET, endocrine therapy; HER2, human epidermal growth factor receptor 2; IRT, interactive response technology; ISH, in situ hybridization; ITT, intent-to-treat; mTORI, mammalian target of rapamycin inhibitor;
PARPI, poly-adenosine diphosphate ribose polymerase inhibitor; PI3Ki, phosphatidylinositol-4,5-bisphosphate 3-kinase catalytic subunit alpha inhibitor; T-DXd, trastuzumab deruxtecan; TPC, chemotherapy treatment of physician’s choice
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PFS (BICR) in HER2-low: primary endpoint U

1.0
Hazard ratio 0.62
0.8- 95% CIl 0.51-0.74
o P<0.0001*
0.6+ MPFS: 13.2 mo

TPC

Probability of PFS

MPFS: 8.1 mo

0 T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39
_ Time from randomization (months)
No. at risk
T-DXd 359 310 265 213 163 131 72 49 28 17 10 6 1 0
TPC 354 254 192 118 85 65 37 19 10 6 2 1 1 0

T-DXd demonstrated a statistically significant and clinically meaningful improvement
iIn PFS compared with standard-of-care chemotherapy in HER2-low

*P-value of <0.05 required for statistical significance
BICR, blinded independent central review; Cl, confidence interval; HER2, human epidermal growth factor receptor 2; mo, months; (m)PFS, (median) progression-free survival; T-DXd, trastuzumab deruxtecan;

TPC, chemotherapy treatment of physician’s choice
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PFS (BICR) In ITT: key secondary endpoint

1.0
Hazard ratio 0.63
0 0.8+ 95% CI1 0.53-0.75
L *
< T-DXd P<0.0001
2 %07 mPFS: 13.2 mo
:%
= TPC
o MPFS: 8.1 mo
} i
_|
0 T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39
_ Time from randomization (months)
No. at risk
T-DXd 436 375 319 258 199 156 82 56 32 21 11 6 1 0
TPC 430 306 224 142 103 79 44 25 13 7 2 1 1 0

T-DXd demonstrated a statistically significant and clinically meaningful improvement
in PFS compared with standard-of-care chemotherapy in ITT

*P-value of <0.015 required for statistical significance
BICR, blinded independent central review; ClI, confidence interval; ITT, intent-to-treat; mo, months; (m)PFS, (median) progression-free survival; T-DXd, trastuzumab deruxtecan; TPC, chemotherapy treatment of physician’s choice
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OS in HER2-low and ITT: key secondary endpoints (~40% maturity) U

HERZ2-low?*

n=713
L0 | Hazard ratio 0.83
' 87.6%, T-DXd 95% Cl 0.66-1.05
P=0.1181%
°81TPC, 81.7%!
0 :
@) 1
5 0.6 X
2 :
5 |
2 04 |
o |
o |
1
1
0.2- !
1
1
1
'12-month OS rate
0 | | | 1 | | | | | | | | | | |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
o Time from randomization (months)
0. at ris
T-DXd 359 354 341 324 309 279 198 140 96 53 32 16 7 2 0 O
TPC 354 333 319 298 273 247 185 126 8 53 23 6 2 1 1 O

20.1% of patients in the TPC group received T-DXd

post treatment discontinuation (HER2-low)

Probability of OS

0.8

0.6 1

0.4 1

0.2

TPC, 81.1%

.ﬂ

ITT (HER2-low + HERZ2-ultralow)

N=866 _
Hazard ratio 0.81
95% CI 0.65-1.00%

87.0%, T-DXd

12-month OS rate

6 9 12 15 18 21 24 27 30 33 36 39 42 45
Time from randomization (months)

436 431 412 391 373 329 235 169 120 69 39 16 7 2 0 0
430 402 387 360 328 292 210 143 101 62 27 9 3 1 1 0

17.9% of patients in the TPC group received T-DXd

post treatment discontinuation (ITT)

*39.6% maturity (of total N for population) at this first interim analysis; median duration of follow up was 18.6 months (HER2-low); TP-value of <0.0046 required for statistical significance; *no test of significance was performed in line with the multiple testing

procedure; median duration of follow up was 18.2 months (ITT)

Cl, confidence interval; HER2, human epidermal growth factor receptor 2; ITT, intent-to-treat; OS, overall survival; T-DXd, trastuzumab deruxtecan; TPC, chemotherapy treatment of physician’s choice

22
eSS



PFS and OS in HERZ2-ultralow: prespecified exploratory analyses .

TPC
mMPFS: 8.3 mo

A 4.9 mo

PFS (BICR)

n=152 .
Hazard ratio 0.78
95% CIl 0.50-1.21

T-DXd
mPFS: 13.2 mo

n
LL
o
[T
(@)
>
=
=
©
O
o
S
o
0.2
0 T
0 3
No. at risk
T-DXd 76 64
TPC 76 52

53
32

T T T T T T T 1
9 12 15 18 21 24 27 30

Time from randomization (months)

44 35 24 9 6 3 3 0
24 18 14 7 6 3 1 0

OS*

. n=152 .
1.0 : Hazard ratio 0.75
' 84.0%. T-DXd 95% Cl 0.43-1.29
0.8
TPC, 78.7%5
) 1
o :
5 0.64 ,
= |
S :
1] 1
8 0.4 4 :
o !
0.2- !
ElZ-month OS rate
O I I I I I I I I I I I I 1

0O 3 6 9 12 15 21 24 24 27 30 33 36 39
Time from randomization (months)

76 76 70 66 63 49 36 28 23 15 6
76 69 68 62 55 45 25 17 15 9 4

w o

PFS improvement with T-DXd vs TPC in HER2-ultralow was consistent with results in HER2-low

*34.9% maturity (of total N for population) at this first interim analysis; median duration of follow up was 16.8 months
BICR, blinded independent central review; ClI, confidence interval; HER2, human epidermal growth factor receptor 2; OS, overall survival; mo, months; (m)PFS, (median) progression-free survival; T-DXd, trastuzumab deruxtecan;
TPC, chemotherapy treatment of physician’s choice
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PFS (BICR) in HER2-low: subgroup analysis

No. of events/ no. of patients

mPFS (95% CI), months

Hazard ratio (95% CI)

Age |
<65 years 158/252 1571244 13.2(11.2-152) 7.8 (6.9-8.6) I-.—| : 0.59 (0.47-0.74)
265 years 67/107 75/110 13.2(9.7-17.0) 8.5(6.9-11.5) —@—i 0.68 (0.49-0.95)
HER2 status* :
IHC 1+ 157/238 150/234 129 (11.0-15.2) 8.2(7.1-9.8) I-.-i: 0.74 (0.59-0.93)
IHC 2+/ISH- 65/117 80/118 156.2 (12.2-214) 7.0(6.2-8.4) —@— | 0.43 (0.31-0.60)
Prior CDK4/6i :
Yes 206/324 212/320 13.1 (11.2-152) 7.9 (6.9-8.6) I-.-I : 0.61 (0.51-0.74)
No 19/35 20/34 16.1 (9.7-NE) 11.1 (6.9-20.6) C . : 0.64 (0.34-1.21)
Prior taxane use (adjuvant/neoadjuvant setting) :
Yes 94/151 101/151 129 (9.7-14.0) 7.4(6.3-9.3) —@— | 0.64 (0.48-0.85)
No 131/208 131/203 15.0 (11.3-16.5) 8.3 (7.0-9.7) - ! 0.59 (0.46-0.76)
Number of prior lines of ET (metastatic setting) :
1 27/54 45/67 15.2(9.7-19.1) 8.0 (5.7-8.5) —— 0.45 (0.27-0.72)
2 158/242 153/236 13.1(11.2-15.2) 8.3 (6.9-10.0) |-.—| : 0.69 (0.55-0.86)
23 39/62 33/49 12.3(8.3-18.5) 8.1(5.4-9.7) —— | 0.53 (0.33-0.86)
Endocrineresistance |
Primary 66/105 83/116 13.1(10.0-15.2) 6.8 (5.3-8.1) —@— ! 0.56 (0.40-0.78)
Secondary 159/254 148/236 13.2 (11.3-15.5) 9.0 (7.5-11.1) l-.—l ! 0.65 (0.52-0.82)
Choice of chemotherapyt !
Capecitabine 131/220 134/208 13.5(11.4-154) 8.5 (7.0-11.4) @ ! 0.62 (0.49-0.79)
Taxanes (Nab-paclitaxel + paclitaxel) 94/139 98/146 129 (9.6-154) 7.3 (6.4-8.3) —@— ! 0.62 (0.46-0.82)
Liver metastases !
Yes 163/243 166/232 114 (9.8-13.2) 7.0(6.4-8.1) |_..| [ 0.58 (0.46-0.72)
No 62/116 66/122 17.0 (15.0-19.4) 11.3(8.2-14.8) ——! 0.66 (0.46-0.93)
025 05 1 2

Size of circle is proportional to the number of events

o

=l
Favors T-DXd Favors TPC

*Based on central laboratory data (ie the HER2 result from the most recent evaluable sample prior to randomization); tspecified by the investigator prior to randomization
BICR, blinded independent central review; CDK4/6i, cyclin-dependent kinase 4/6 inhibitor; Cl, confidence interval; ET, endocrine therapy;

HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; ISH, in situ hybridization; (m)PFS, (median) progression-free survival;

NE, not evaluable; T-DXd, trastuzumab deruxtecan; TPC, chemotherapy treatment of physician’s choice
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Antitumor activity U

T-DXd
100 -
£ o0 Eg
[T 60 - [T
QO o
o % 40 4 o %
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O~ -20- 25
c O e mm e c [
£ D 407 : £o :
o 8 -60 i o8 -60- ]
» c B HER2-low 1 » - B HER2-low 1
g - i § < oo i
~1004 @ HER2-ultralow : ORR— ~1004 ® HER2-ultralow |ORR—

HER2-low* ITT HER2-ultralow*

T-DXd (n=359) TPC (n=354) T-DXd (n=436) TPC (n=430) T-DXd (n=76) =~ TPC (n=76)

|Confirmed ORR, n (%) 203 (56.5) 114 (32.2) | 250 (57.3) 134 (31.2) 47 (61.8) 20 (26.3)
Best overall response, n (%)
Complete response 9 (2.5) 0 13 (3.0) 0 4 (5.3) 0
Partial response 194 (54.0) 114 (32.2) 237 (54.4) 134 (31.2) 43 (56.6) 20 (26.3)
Stable disease 125 (34.8) 170 (48.0) 148 (33.9) 212 (49.3) 22 (28.9) 42 (55.3)
Clinical benefit rate, n (%)t 275 (76.6) 190 (53.7) 334 (76.6) 223 (51.9) 58 (76.3) 33 (43.4)
Median duration of response, mo 14.1 8.6 14.3 8.6 14.3 14.1

ORR based on RECIST v1.1; response required confirmation after 4 weeks

*HER2-low status defined at randomization per IRT data, and HER2-ultralow status defined by central laboratory testing data; fdefined as complete response + partial response + stable disease at Week 24, by blinded independent central review
HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; IRT, interactive response technology; ITT, intent-to-treat; mo, months; ORR, objective response rate; RECIST, Response Evaluation Criteria in Solid Tumors;
T-DXd, trastuzumab deruxtecan; TPC, chemotherapy treatment of physician’s choice
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Overall safety summary

Safety analysis set*

T-DXd TPC
(n=434) (n=417)
Total exposure, patient-years 438.5 263.5
Any TEAE, n (%) 429 (98.8) 397 (95.2)
Treatment-related TEAEs, n (%) 417 (96.1) 373 (89.4)
Grade >3 176 (40.6) 131 (31.4)
Serious TEAEs, n (%) 88 (20.3) 67 (16.1)
TEAEs associated with treatment discontinuation, n (%) 62 (14.3) 39 (9.4)
TEAEs associated with dose interruptions, n (%) 210 (48.4) 160 (38.4)
TEAEs associated with dose reductions, n (%) 107 (24.7) 161 (38.6)
TEAEs leading to death, n (%) 11 (2.5) 6 (1.4)
Treatment related (investigator assessed)? 5(1.2) 0

Median treatment duration:
— T-DXd: 11.0 mo (range 0.4-39.6)
— TPC: 5.6 mo (range 0.1-35.9)

Most common TEAE associated
with treatment discontinuation:

— T-DXd: 5.3%, pneumonitis®

— TPC: 1.4%, peripheral sensory
neuropathy

Most common TEAE associated
with dose reduction:

— T-DXd: 4.4%, nausea
— TPC: 16.5%, PPE

*Safety analyses included all patients who received at least one dose of study treatment; fin the T-DXd group, 3.5% of patients discontinued due to interstitial lung disease; freasons were interstitial lung disease (n=2), sepsis (n=1),

neutropenic sepsis (n=1) and general physical health deterioration (n=1)

mo, months; PPE, palmar-plantar erythrodysesthesia; T-DXd, trastuzumab deruxtecan; TEAE, treatment-emergent adverse event; TPC, chemotherapy treatment of physician’s choice
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Drug-related TEAEs in 220% of patients (either treatment group) U

Nausea 65.9 1.6 0.2 23.5 B T-DXd, any grade
46.8 3.7 1.4 34.3 B T-DXd, Grade 23
! TPC, any grade
B TPC, Grade 23

Fatigue*
Alopecia 45.4 O 119.4
Neutropeniat 37.6 [ (513 27.6
Transaminases increased? 29.3 <l 11.0
Anemia® 28.1 S| 19.4

Vomiting 27.2 1.4 0 Ex!
Diarrhea 23.7 1.8 2.4 22.5

Decreased appetite 23.5 1.4 0.5K!

Leukopenial k] 6.9 5151 14.6
PPE 0.5 6.7 32.4

| | | | | | | | |
80 60 40 20 0 20 40 60 80
Patients experiencing drug-related TEAES (%)

*Includes the preferred terms fatigue, asthenia, malaise, and lethargy; Tfincludes the preferred terms neutrophil count decreased and neutropenia; *includes the preferred terms transaminases increased, aspartate aminotransferase increased, alanine
aminotransferase increased, gamma-glutamyltransferase increased, liver function test abnormal, hepatic function abnormal, and liver function test increased; ‘includes the preferred terms hemoglobin decreased, red blood cell count decreased, anemia,
and hematocrit decreased; fincludes the preferred terms white blood cell count decreased and leukopenia

PPE, palmar-plantar erythrodysesthesia; T-DXd, trastuzumab deruxtecan; TEAE, treatment-emergent adverse event; TPC, chemotherapy treatment of physician’s choice
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Adverse events of special interest

Adjudicated as drug-related interstitial lung disease / pneumonitis*

n (%) Grade 1 Grade 2 Grade 3 Grade 4 Grade 5 Any grade
LB ), CRGELEY:Y 7 (1.6) 36 (8.3) 3 (0.7) 0 3 (0.7) 49 (11.3)
TPC (n=417) 0 1(0.2) 0 0 0 1(0.2)
Left ventricular dysfunction’

n (%) Grade 1 Grade 2 Grade 3 Grade 4 Grade 5 Any grade
Ejection fraction decreased

T-DXd (n=434) 1(0.2) 31 (7.1) 3(0.7) 0 0 35 (8.1)
TPC (n=417) 0 11 (2.6) 1(0.2) 0 0 12 (2.9)
Cardiac failure

T-DXd (n=434) 0 0 0 0 0 0
TPC (n=417) 0 1(0.2) 1(0.2) 1(0.2) 0 3(0.7)

*Grouped term. Median time to first onset of interstitial lung disease / pneumonitis for patients with T-DXd was 141 days (range 37-835). No pending cases of drug-related interstitial lung disease / pneumonitis to be adjudicated. One interstitial lung
disease—related death per investigator assessment was upheld by the adjudication committee. An additional two deaths were adjudicated as interstitial lung disease—related by the adjudication committee; fdata for the most common preferred terms are

shown on the slide; additionally, one patient in each treatment group had the preferred term left ventricular dysfunction (Grade 3 with T-DXd, Grade 2 with TPC)
T-DXd, trastuzumab deruxtecan; TPC, chemotherapy treatment of physician’s choice
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Conclusions

« T-DXd demonstrated a statistically significant and clinically
meaningful PFS benefit vs TPC (chemotherapy) in
HR+, HER2-low mBC in an earlier line of treatment than

DESTINY-Breast04

* Results in HERZ2-ultralow were consistent with HER2-low
* Confirmed ORR was 57.3% (T-DXd) vs 31.2% (TPC) in ITT

* No new safety signals were identified; interstitial lung
disease remains an important safety risk of T-DXd

DESTINY-Breast06 establishes T-DXd as an
effective new treatment option for patients with
HR+, HER2-low and HER2-ultralow mBC following
21 endocrine-based therapy

T-DXd

TPC

T-DXd

TPC

Median

— PFSin ITT (HER2-low + ultralow)

Median

.ﬂ

v/

Drniichi=Sankyo

PFS in HER2-low

Hazard ratio 0.62; P<0.0001

13.2 mo

8.1 mo

Hazard ratio 0.63; P<0.0001

HER2, human epidermal growth factor receptor 2; HR+, hormone receptor—positive; ITT, intent-to-treat; mBC, metastatic breast cancer; mo, months; ORR, objective response rate; OS, overall survival; PFS, progression-free survival;

T-DXd, trastuzumab deruxtecan; TPC, chemotherapy treatment of physician’s choice
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Figure 3. PFS by Investigator Assessment Figure 4. Overall Survival

T-DXd T-DM1 T-DXd T-DM1
n = 261 n =263 n = 261 n =263
Median (95% CIl), months 29.0 (23.7-40.0) 7.2 (6.8-8.3) Median (95% CI), months 52.6 (48.7-NE) 42.7 (35.4-NE)
HR (95% CI) 0.30 (0.24-0.38) HR (95% CI) 0.73 (0.56-0.94)
100 - Patients with events, n (%) 129 (49.4) 197 (74.9) Patients with events, n (%) 110 (42.1) 126 (47.9)
100 -
80 -
80 T-DXd: 67.6% (95% Cl, 61.3-73.0)
° T-DM1: 55.7% (95% Cl, 49.2-61.7)
>
2 60- T-DXd: 62.5% (95% Cl, 56.2-68.3)
— - - o) 0, _
o) T-DXd: 45.7% (95% Cl, 38.9-52.2) xR D V1: 50.1% (95% Cl, 43.6-56.2)
P T-DM1: 12.4% (95% Cl, 8.1-17.7) = 601
° L
= =
S 40 M o
o 2
T8
a e
Q404
20 4 8
+ Censored —h"‘"’—‘l——r—i——ﬂ-—l——b—r
—+—— T-DXd 5.4 mg/kg (n = 261)
0 —*— T-DM13.6markg (n = 263) 201
T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58
. + Censored
_ o Time, months ——+— T-DXd 5.4 mg/kg (n = 261)
No. of patients still at risk : T-DM1 3.6 mg/kg (n = 263)
T-DXd 5.4 mg/kg 261 252 244 222 209 188 177 161 150 141 135 123 107 102 96 91 85 80 77 75 68 62 48 34 23 14 10 5 1 1 0 | | | | : : ; ; ; | | ; ; ; | : ; | : : ; ; | | | ; ; | |
=261 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58 60
T-DM1 3.6 mg/kg 263 216 175 136 111 80 72 60 55 49 45 41 35 28 26 25 20 19 18 18 18 12 11 7 6 2 1 0
(n=263)

Time, months

No. of patients still at risk

T-DXd 5.4 mg/kg 261 257 255 250 244 239 236 231 219 212 202 198 188 182 178 173 169 163 162 156 151 143 115 91 60 40 32 15 6 4 1
(n =261)

T-DM1 3.6 mg/kg 263 253 244 238 233 225 213 201 193 185 175 170 167 157 151 146 140 134 130 128 121 100 85 63 45 33 21 10 5 2 1
(n =263)
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n (% = 257" o= 261

Any drug-related TEAEs 252 (98.1) 228 (87.4)

Drug-related grade =3 TEAEs 125 (48.6) 111 (42.5)

Serious drug-related TEAEs 35(13.6) 20 (7.7)

Drug-related TEAEs associated with drug interruption 113 (44.0) 48 (18.4)

Drug-related TEAEs associated with dose reduction 72 (28.0) 40 (15.3)

Drug-related TEAEs associated with discontinuation 58 (22.6) 19 (7.3)

Drug-related TEAEs associated with an outcome of death 0 0

3Includes all randomized patients who received at least 1 dose of study treatment.

Table 3. Adjudicated Drug-Related ILD/Pneumonitis

Adjudicated drug-related ILD/pneumonitis events for the entire study period through

November 20, 2023 (DCO)

n (%)? Grade 1 Grade 2 Grade 3 Grade 4 Grade 5 Any grade
T-DXd (n = 257)° 11 (4.3) 30 (11.7) 2 (0.8) 0 0 43 (16.7)
T-DM1 (n = 261)° 5(1.9) 3(1.1) 1(0.4) 0 0 9 (3.4

2Grade is based on the worst CTCAE grade within the same AE/ILD event.
bIncludes all randomized patients who received at least 1 dose of study treatment.
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Study background and rationale

« HER2+ breast cancer occurs in up to approximately 20% of primary breast cancers?'?

* The current first-line therapy for HER2+ mBC is THP based on the CLEOPATRA study, which reported
a median PFS of 18.7 months34

« T-DXd monotherapy has demonstrated impressive efficacy in HER2+ mBC and is approved for adult
patients with HER2+ advanced/mBC progressing after trastuzumab and taxanes, based on the results
from DESTINY-Breast03°>-8

 DESTINY-BreastO7 is a Phase 1b/2, multicenter, open-label, modular study exploring the safety, tolerability,
and antitumor activity of T-DXd alone or in combination with other anticancer agents in patients with HER2+
mBC who have received no prior therapy in the metastatic setting (NCT04538742; Part 2, Modules 0-5)

» These results are from an interim analysis of the dose-expansion phase, assessing T-DXd alone
and in combination with pertuzumab as first-line treatment in HER2+ mBC

HER2+, human epidermal growth factor receptor 2—positive; mBC, metastatic breast cancer; PFS, progression-free survival; T-DXd, trastuzumab deruxtecan; THP, taxane, trastuzumab, and pertuzumab

1. Wolff AC, et al. J Clin Oncol. 2013;31:3997-4013; 2. Morales S, et al. Cancers (Basel). 2021;13:5771; 3. Giordano SH, et al. J Clin Oncol. 2022;40:2612-2635; 4. Swain SM, et al. Lancet Oncol. 2020;21:519-530; 5. Modi S, et al. N Engl J Med.
2020;382:610-621; 6. Cortés J, et al. N Engl J Med. 2022;386:1143-1154; 7. André F, et al. Lancet. 2023;401:1773-1785; 8. Enhertu (fam-trastuzumab deruxtecan-nxki): highlights of prescribing information. 2022. Available from:
https://www.accessdata.fda.gov/drugsatfda_docs/label/2022/761139s021Ibl.pdf (Accessed March 18, 2024)
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Study design
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DESTINY-Breast07: a Phase 1b/2, multicenter, open-label, two-part, modular study (NCT04538742)

PATIENT POPULATION

* Locally assessed HER2+ (IHC 3+,
IHC 2+/ISH+) advanced/mBC, with
measurable disease per RECIST 1.1

+ Either no brain metastases or previously Randomized
treated stable brain metastases

« ECOGPSofOorl

Prior lines of therapy
* No prior therapy for mBC was allowed

* A disease-free interval of 212 months
from adjuvant HER2-directed therapy

or chemotherapy was required Stratification factors
* Prior taxane, trastuzumab, and * HR status
pertuzumab exposure was allowed . Disease status

in the (neo)adjuvant setting . PD-L1 status

(T-DXd 5.4 mg/kg IV Q3W)*

— Module 1: T-DXd + durvalumab

Drniichi=Sankyo
This is the first dataset of T-DXd monotherapy and
T-DXd + pertuzumab as first-line treatment for HER2+ mBC
Module 0: T-DXd monotherapy (n=75) Endpoints for the Part 2

dose-expansion phase

Primary
Safety and tolerability,
including AEs and SAEs

Key secondary
ORR, PFS (evaluated by

MOdUIe 2: T'DXd + pel‘tuzumab (n=50) investigator per

(T-DXd 5.4 mg/kg IV Q3W + pertuzumab 420 mg IV Q3W, RECIST 1.1), and DOR

with an 840-mg loading dose)t

DCO: December 22, 2023%

Results reported here are from an interim analysis of the Part 2 dose-expansion phase
for Modules 0 and 2 only; the Part 1 dose-finding phase of the study has been described previously?!

*Patients in Module 0 received the approved T-DXd dose for HER2+ breast cancer; fpatients received the RP2D from the study’s dose-finding phase; *the corresponding abstract reported data from the August 1, 2023, DCO
AE, adverse event; DCO, data cutoff; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; HER2, human epidermal growth factor receptor 2; HER2+, human epidermal growth factor receptor 2—positive;
HR, hormone receptor; IHC, immunohistochemistry; ISH+, in situ hybridization—positive; 1V, intravenous; mBC, metastatic breast cancer; ORR, objective response rate; PD-L1, programmed cell death ligand 1; PFS, progression-free survival; Q3W, every 3

weeks; RECIST 1.1, Response Evaluation Criteria in Solid Tumours version 1.1; RP2D, recommended Phase 2 dose; SAE, serious adverse event; T-DXd, trastuzumab deruxtecan

1. André F, et al. Poster presented at ASCO 2022 (Abstract 3025)
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Baseline characteristics

T-DXd monotherapy (n=75) T-DXd + pertuzumab (n=50)
Median age, years (range) 57.0 (33.0-80.0) 56.5 (24.0-75.0)
Female, n (%) 74 (98.7)* 50 (100)
Race, n (%)
White 52 (69.3) 37 (74.0)
Asian 20 (26.7) 12 (24.0)
Black or African American 2 (2.7) 0
Not reported 1(1.3) 0
Other 0 1(2.0)
HER?2 status, n (%)
IHC 3+° 60 (80.0) 41 (82.0)
IHC 2+/1SH+ 1 k) 2 (k) Prior HER2-directed therapy in patients
IHC 2+ 10.3) 0 with recurrent mBC
HR St_a_tus' n (%) T-DXd monotherapy | T-DXd + pertuzumab
Positive* 47 (62.7) 34 (68.0) n (%) (n=27) (n=20)
Negative 260 ey Trastuzumab 14 (51.9) 13 (65.0)
Disease status, n (%) Pertuzumab 4 (14.8) 2 (10.0)
o Reaurent 277G 200400
T-DM1 2 (7.4) 0
De novo' 48 (64.0) 30 (60.0)
ECOG PS, n (%)
0 49 (65.3) 37 (74.0)
1 26 (34.7) 13 (26.0)

DCO was December 22, 2023

*Male, n=1; fregardless of ISH status; *defined as ER- and/or PR-positive (ER or PR 21%); *defined as previously treated in the (neo)adjuvant setting with chemotherapy, HER2-directed agents, or endocrine therapy and includes previously treated
HER2-negative patients who now have HER2-positive disease in the metastatic setting; Tdefined as no prior systemic therapy in the (neo)adjuvant setting with chemotherapy, HER2-directed agents, or endocrine therapy

DCO, data cutoff; ECOG PS, Eastern Cooperative Oncology Group performance status; ER, estrogen receptor; HER2, human epidermal growth factor receptor 2; HR, hormone receptor; IHC, immunohistochemistry; ISH, in situ hybridization;
ISH+, in situ hybridization—positive; mBC, metastatic breast cancer; PR, progesterone receptor; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan
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Patient disposition

T-DXd monotherapy (n=75) T-DXd + pertuzumab (n=50)

Median duration of follow up, months 23.9 25.3
Ongoing study treatment, n (%) 47 (62.7) 28 (56.0)
Discontinued treatment, n (%) 28 (37.3) 22 (44.0)
Objective disease progression 10 (13.3) 8 (16.0)
Adverse event 7 (9.3) 9 (18.0)
Withdrawal by patient 6 (8.0) 2 (4.0
Other 5 (6.7) 3 (6.0)
Death* 2 (2.7) 1(2.0)

DCO was December 22, 2023
*Includes death while on treatment with investigational product; investigators did not specifically record a reason for discontinuation of investigational product

DCO, data cutoff; T-DXd, trastuzumab deruxtecan
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Response to treatment per RECIST 1.1 by investigator U

T-DXd monotherapy (n=75) T-DXd + pertuzumab (n=50)

100 100

75 - . . . 75 - . : :
_“E’ = ° B Patients with recurrent disease _g o ° B Patients with recurrent disease
S 504 Patients with de-novo disease TS 50 Patients with de-novo disease
2] (]
g g8
o 257 c® 257
o < o <
=2 =Ko}

0 [%)]

+ 1
5% )
o8 b
= 3 £
el el

Confirmed ORR, % (80% Cl) 76.0 (68.5-82.4) Confirmed ORR, % (80% ClI) 84.0 (75.3-90.5)
Complete response, n (%) 6 (8.0) Complete response, n (%) 10 (20.0)
Partial response, n (%) 51 (68.0) Partial response, n (%) 32 (64.0)

Median DOR, months (range) NE (2.1-28.5) Median DOR, months (range) NE (4.5-28.3)

Dashed reference line at —=30% indicates the threshold for partial response

Responses are captured for patients with baseline data and at least one follow-up assessment

DCO was December 22, 2023. Median duration of follow up was 23.9 months for T-DXd monotherapy and 25.3 months for T-DXd + pertuzumab
*Patients had 0% change from baseline

Cl, confidence interval; DCO, data cutoff; DOR, duration of response; NE, not evaluable; ORR, objective response rate; RECIST 1.1, Response Evaluation Criteria in Solid Tumours version 1.1; T-DXd, trastuzumab deruxtecan
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Duration of response
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84.0% of patients
had a response with T-DXd +

76.0% of patients

had a response with T-DXd monotherapy

100
£
= 804
7]
9
c X
2 < 60-
< 3
o =
B ©
c % 40 -
oo
S
e 20_
o
80% CI
0 T
0 3
Number at risk
T-DXd monotherapy 57 55
T-DXd + pertuzumab 42 42

53
41

50
38

12 15
Time (months)

41 28
36 31

DCO was December 22, 2023. Median duration of follow up was 23.9 months for T-DXd monotherapy and 25.3 months for T-DXd + pertuzumab

Cl, confidence interval; DCO, data cutoff; T-DXd, trastuzumab deruxtecan

18 21 24 27
21 15 7 1
21 13 10 1

Number of randomized patients / number of events

T-DXd monotherapy 75/ 11
T-DXd + pertuzumab 50/7
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cORR and BOR by subgroup per RECIST 1.1 by investigator

Disease status

T-DXd monotherapy T-DXd + pertuzumab

100
90 - o o0 86.7%
0 .0%
80 - 79.2% 73.3%
70.4% 75.0% 50.0% (n=22)
70 = n=10
< —— (n=36) ( )
< 601 (n=15)
g
= 50
(]
e
S_) 40 30.0%
30
14.8%
20 -
10
O -
Recurrent De novo Recurrent De novo
Patients, n 27 48 20 30
cORR, n (%) 19 (70.4) 38 (79.2) 16 (80.0) 26 (86.7)
80% ClI 56.4-81.9 69.7-86.6 63.9-91.0 75.1-94.1
SD, n (%) 6 (22.2) 8(16.7) 4 (20.0) 3(10.0)
PD, n (%) 1(3.7) 2(4.2) 0 1(3.3)
NE, n (%) 1(3.7) 0 0 0

DCO was December 22, 2023

. CR PR

ﬂ
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Drniichi=Sankyo

HR status

BOR, best overall response; ClI, confidence interval; cORR, confirmed objective response rate; CR, complete response; DCO, data cutoff; HR, hormone receptor; NE, not evaluable; PD, progressive disease; PR, partial response;
RECIST 1.1, Response Evaluation Criteria in Solid Tumours version 1.1; SD, stable disease; T-DXd, trastuzumab deruxtecan

T-DXd monotherapy T-DXd + pertuzumab
100 -
88.2%
90 -
i 76.6% 0 70.6% 0
30 75.0% (n=24) 75.0%
70 - 68.1% 67.9% 50.0%
9 (n=32) (n=19) (n=8)
~r 60 —
(]
[@)]
£ 50
[}
o
5 40-
o 25.0%
30 -
207 8.5%
10
0 —
Positive Negative Positive Negative
Patients, n 47 28 34 16
cORR, n (%) 36 (76.6) 21 (75.0) 30 (88.2) 12 (75.0)
80% ClI 66.8-84.5 61.5-85.5 77.9-94.8 56.1-88.6
SD, n (%) 9(19.1) 5(17.9) 4(11.8) 3(18.8)
PD, n (%) 2(4.3) 1(3.6) 0 1(6.3)
NE, n (%) 0 1(3.6) 0 0
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Safety overview

T-DXd T-DXd + Any-grade AEs (>20% of patients in either module)

monotherapy pertuzumab with incidence of Grade 23 events
(n=75) (n=50)

Median actual treatment duration, months (range)*
T-DXd 16.3 (0.7-30.9) 17.8 (0.9-30.7) Any grade, % RSl LR Any grade, %
Pertuzumab N/A 17.6 (0.9-30.7)
71 4 l Nausea 0 68
Any AE, n (%) 75 (100) 50 (100) 36 B I Vomiting g 40
Any AEs Grade 23, n (%) 39 (52.0) 31 (62.0) 36 |27 _ Neutropenia® _ o4 38
AEs associated with drug interruptions of T-DXd, n (%) 44 (58.7) 32 (64.0) 35 3. Diarrhea . 6 62
AEs associated with dose reduction of T-DXd, n (%) 12 (16.0) 8 (16.0) 35 0 Alopecia I 2 44
AEs associated with discontinuation of T-DXd, n (%)* 8 (10.7) 8 (16.0) 28 1 I Asthenia 0 32
Any SAEs, n (%) 13 (17.3) 13 (26.0) 24 1 I COVID-19 I 2 44
AEs leading to death, n (%) 1(1.3)¢ 0 24 4 l Anemia - 14 40
AESls, n (%) 24 0 Decreased appetite 0 22
Pneumonitis (adjudicated as ILD related to T-DXd) 7 (9.3) 7 (14.0) 23 0 Constipation 0 22
Grade 1 22.7) 0 16— Fatigue 0 28
Grade 2 5(6.7) 6 (12.0) o ! I Increased AST I 2
Grade 3 0 1(2.0) Grade 2 diarrhea events were reported in:
LV dysfunction (possibly related to T-DXd) 5(6.7) 2 (4.0) * 13.3% of patients in the T-DXd monotherapy module

* 32.0% of patients in the T-DXd + pertuzumab module

DCO was December 22, 2023

*Total treatment duration, excluding dose delays; tdiscontinuation of T-DXd due to toxicities resulted in the discontinuation of pertuzumab until resolved; freported by investigator as non-treatment-related post-acute COVID-19 syndrome; fgrouped term
including neutropenia, decreased neutrophil count, and febrile neutropenia events

AE, adverse event; AESI, adverse event of special interest; AST, aspartate aminotransferase; COVID-19, coronavirus disease 2019; DCO, data cutoff; ILD, interstitial lung disease; LV, left ventricular; N/A, not applicable; SAE, serious adverse event;
T-DXd, trastuzumab deruxtecan
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Conclusions

This is the first dataset of T-DXd monotherapy and T-DXd + pertuzumab as first-line treatment for HER2+ mBC

T-DXd monotherapy (n=75) and T-DXd + pertuzumab (n=50) showed robust efficacy:
— Confirmed ORR was 76.0% and 84.0% for T-DXd monotherapy and T-DXd + pertuzumab, respectively
— Median DOR was not reached for T-DXd monotherapy or T-DXd + pertuzumab

— PFS rate at 12 months was 80.8% and 89.4% for T-DXd monotherapy and T-DXd + pertuzumab, respectively;
the number of PFS events was small and most patients were censored

There are 62.7% and 56.0% of patients receiving ongoing study treatment, with a median duration of follow up
of 23.9 months and 25.3 months, in the T-DXd monotherapy and T-DXd + pertuzumab modules, respectively

Encouraging clinical activity was observed with T-DXd monotherapy and T-DXd + pertuzumab in first-line HER2+
mBC, irrespective of disease status and HR status

The safety profiles of T-DXd and pertuzumab were consistent with their individual known profiles

— The incidence of ILD/pneumonitis events was 9.3% and 14.0% in the T-DXd monotherapy and T-DXd +
pertuzumab modules, respectively; there were no ILD/pneumonitis-related deaths in either module

T-DXd monotherapy and T-DXd + pertuzumab are being evaluated versus THP, in patients with HER2+ mBC
in the first-line setting, in the Phase 3 DESTINY-Breast09 clinical trial

DOR, duration of response; HER2+, human epidermal growth factor receptor 2—positive; HR, hormone receptor; mBC, metastatic breast cancer; ORR, objective response rate; PFS, progression-free survival; T-DXd, trastuzumab deruxtecan
HER2+, human epidermal growth factor receptor 2—positive; ILD, interstitial lung disease; mBC, metastatic breast cancer; T-DXd, trastuzumab deruxtecan; THP, taxane, trastuzumab, and pertuzumab
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Trastuzumab Deruxtecan in Patients with HER2-Mutant
Metastatic Non—-Small Cell Lung Cancer:

Final Analysis Results of DESTINY-Lung02
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Figure 1. DESTINY-Lung02 Study Design

Key Eligibility Criteria® Stratification Factor: Study Design

+ Metastatic HER2m® NSCLC * Prior anti-PD-(L)1 T-DXd 5.4 mg/kg Primary Endpoint

+ =1 prior anticancer therapy treatment Q3w + Confirmed ORR by BICR
(2L+), including platinum-based n=102° Secondary Endpoints Exploratory Endpoints
chemotherapy N = 152 + Confirmed ORR by INV - PROs:

* Measurable disease per - DoR by BICR and INV « EQ-5D-5L
RECIST v1.1 T-DXd 6.4 mg/kg - DCR by BICR and INV - EORTC QLQ-C30

+ ECOGPSof0or1 Q3w - PFS by BICR and INV « EORTC QLQ-LC13

n=>50 0S5 + NSCLC-SAQ

Patients and investigators were : - :
blinded to the dose level Final analysis data cutoff: August 25, 2023 - Safety

2Patients with stable brain metastases at baseline (asymptomatic; not requiring corticosteroid or anticonvulsant treatment) were eligible.
bActivating HER2 mutation documented from an archival or fresh tumor tissue sample by certified local laboratory assessment.
¢1 patient randomly assigned to the T-DXd 5.4 mg/kg arm did not receive treatment because the patient discontinued due to COVID-19 before cycle 1 day 1.
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T-DXd 5.4 mg/kg T-DXd 6.4 mg/kg
n=102 n=>50
cORR,** n (% [95% CI]) 51 (50.0 [39.9-60.1)]) 28 (56.0 [41.3-70.0))
CR 3(2.9) 4 (8.0)
PR 48 (47.1) 24 (48.0)
SD 44 (43.1) 18 (36.0)
PD 4 (3.9) 2 (4.0)
Non-evaluable 3(2.9) 2 (4.0
DCR,° n (% [95% CI]) 95 (93.1 [86.4-97.2)) 46 (92.0 [80.8-97.8))
DoR,® median (95% CI), months 12.6 (6.4 to NE) 12.2 (7.0 to NE)

Data cutoff: August 25, 2023.
#Proportion of patients with confirmed CR or PR. "Assessed by BICR per RECIST v1.1. °Proportion of patients with confirmed CR, PR, or SD.

Figure 4. Kaplan-Meier Plot of OS in the T-DXd 5.4 mg/kg and 6.4 mg/kg Arms

T-DXd 54 mg/kg  T-DXd 6.4 mg/kg

n=102 n=50
100 - Median (95% Cl), months 19.0 (14.7-NE) 17.3 (13.8-NE)
_ T-DXd 5.4 mg/kg: 67% (95% Cl, 57%-76%)
g B\c 80 - T-DXd 6.4 mg/kg: 75% (95% CI, 60%-85%)
g 'E' 60 T-DXd 5.4 mg/kg: 50% (95% Cl, 40%-60%)
W E T-DXd 6.4 mg/kg: 50% (95% Cl, 35%-63%)
=8 i
s 'g 40 S L
- i
5 o
20 -
+* Censored cases
——+— T-DXd 5.4 mg/kg
0 —+— T-Dxd6.4mg/kg

T T T T T T T T T T T T T T T T T T T T T T T 1

T
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
Time, months

No. of patients at risk
T-DXd 5.4 mg/kg: 102 102 99 94 92 88 85 82 77 73 72 67 64 61 59 56 50 49 43 40 30 23 17 10 8 5 5 4 3 0 O

T-DXd 6.4mg/kg: 50 49 48 45 44 43 43 41 39 38 36 36 33 30 28 27 27 24 20 19 15 11 6 4 4 4 3 3 1 0 0O

No. of events

T-DXd 5.4 mg/kg: 0 0 2 7 9 12 15 17 20 23 24 29 32 35 37 40 45 45 48 48 51 51 51 52 52 52 52 52 52 52 0

T-DXd 6.4 mg/kg: o 1 2 5 5 5 5 6 8 9 10 10 12 15 17 18 18 21 23 23 23 24 24 24 24 24 24 24 24 24 0

Data cutoff: August 25, 2023. 45
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Figure 5. Overall Safety Summary of the T-DXd 5.4 mg/kg and 6.4 mg/kg Arms

Drug-related TEAEs, % B T-DXd 5.4 mg/kg (n = 101)? B T-DXd 6.4 mg/kg (n = 50)?

Serious mm
Associated with drug discontinuation mm
Associated with drug interruption _
Associated with dose reduction mm

Pssoniated With dest 1.00 || 2.0b

Data cutoff: August 25, 2023.
aRandomly assigned patients who received >1 T-DXd dose.
®The cause of both deaths was adjudicated drug-related ILD/pneumonitis.
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Showa University School of Medicine, Tokyo, Japan; *Daiichi Sankyo, Inc., Basking Ridge, NJ, USA; Merck & Co., Inc., Rahway, NJ, USA; “"National Cancer
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T . . 1L Patients Only Dato-DXd Pembro Platinum CT u
Key eligibility criteria IV Q3w * IV Q3w * IV Q3w Daichi-Sankyo
- Advanced/metastatic NSCLC Cohort T (n=2): =4 mglkg * 200mg } Doublet
] Cohort 2 (n=40):
- Dose escalation®: Cohort 3 (n=14): 4 malkg + 200 mg + carboplatin AUC 5
<2 lines of prior therapy® Cohort 4 (n=26): 6 mg/kg + 200 mg + carboplatin AUC 5 Trilet
=g)- . . riple
o DOSe expansion Cohort 5 (n=8): 4 mg/kg + 200 mg + csplatn 75 mg/m?2
Cohort 6 (n=6): 6 mg/kg + 200 mg + cisplatin 75 mg/m?2
= <1 line of platinum CT
(cohorts 1 and 2)° Demographics and baseline characteristics of 1L patients
= Treatment-naive o ——
(cohort 2; enrollment after (ﬁ: 42‘; (;Lpsj)
Jun 30, 2022)° 66 56 Pri biecti
y i ° Primary opbjectives.
= Treatment-naive Age, median (range), years (49-83) (35-80) afot y ¥ tJ o
c y and tolerability
(cohorts 3-6) Male, n (%) 32 (76) 34 (63)
Asian race, n (%) 31(74) 23 (43)
Data cutoff: October 31, 2023. Histology, n (%)
?PgtiGeS;s Xt?(kggvgllaﬁjﬁgzbISSXEOEETaHeﬁE?S Adenocarcinoma 31(74) 35 (65) + Secondary objectives:
in ' ' ' , , » Oor , Squamous 9 (21 12 (22 :
or with alterations in other actionable oncogenic st q t stud t o (1) (22) eﬁlcacy’ PK, and
driver kinases were not eligible for this study. The age at study entry. n (%) antidrug antibodies
first 3 to 6 patients in each cohort were enrolled to 1B 1(2) 0
confirm acceptable safety/DLT rate; the remaining nec 0 1(2)
patients are considered part of dose expansion (for IV 2(5) 8 (15)
which enrollment was ongoing at the time of data
cutoff). ®Prior therapy requirements are for IVA 22 (52) 25 (46)
treatment in the advanced/metastatic setting. VB 17 (41) 20 (37)
History of brain metastases, n (%) 4 (10) 10 (19)
ECOG PS 1, n (%) 24 (57) 33 (61)
PD-L1 expression?, n (%)
<1% 18 (43) 16 (30)
1-49% 19 (45) 23 (43)
250% 5(12) 15 (28)

aEvaluated locally by tumor proportion score using immunohistochemistry (22C3 assay).
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Efficacy outcomes in 1L patients, overall and by PD-L1 statusa.*

All 1L 1LPD-L1<1%  1LPD-L11-49% 1L PD-L1250%
(n=96) (n=34) (n=42) (n=20)

Triplet Triplet Triplet Triplet

(n=54) (n=16) (n=23) (n=15)

ORR, n (%) 22(52) 30(56) 8(44) 5(31) 947) 17(74) 5(100) 8(53)

[95% CI]  [36-68] [41-69] [22-69] [11-59] [24-71] [52-90] [48-100] [27-79]

BOR, n (%)
CR 1(2) 1(2) 1(6) 0 0 1(4) 0 0
PR 21(50) 29(54) 7(39) 5(31) 9(47) 16(70) 5(100) 8 (53)
SD 15(36) 18(33) 8(44) 10(83) 7(37) 3(13) 0 5 (33)
PD 3(7) 2 (4) 1(6) 1(6) 2(11) 1) 0 0
NE 2 (5) 4(7) 1(6) 0 1(5) 2 (9) 0 2 (13)

DCR, n (%) 37(88) 48(89) 16(89) 15(94) 16(84) 20(87) 5(100) 13(87)
[95% CI]  [74-96] [77-96] [65-99] [70-100] [60-97] [66-97] [48-100] [60-98]

Median TTR,

14 1.4 1.4 15 15 1.4 14 15
months
[Range]  [1.2-7.0] [1.2-9.6] [1.2-6.9] [1.2-9.6] [1.2-7.0] [1.2-7.0] [1.3-2.8] [1.2-8.3]
MedianDoR, 12.9 NE 12.9 12.0 14.6 NE 18.1
months

[95% Cl]  [9.7-NE] [5.7-NE] = NE  [4.1-NE] [4.2-NE] [4.2-NE] [5.5-NE] [4.1-NE]

aEvaluated locally by tumor proportion score using immunohistochemistry (22C3 assay). PResponses with confirmed CR/PR.
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Safety summary of 1L patients

Doublet Triplet
Event, n (%) (n=42) )
Any TEAE? 40 (95) 54 (100)
Study treatment-related® 39 (93) 54 (100)
Any grade 23 TEAE 24 (57) 41 (76)
Study treatment-related® 14 (33) 30 (56)
Any serious TEAEs 16 (38) 24 (44)
Study treatment-related® 5(12) 12 (22)
TEAEs associated with:
Dose reduction of any drug 9 (21) 10 (19)
Dose reduction of Dato-DXd 9(21) 7(13)
Discontinuation of any drug 12 (29) 24 (44)
Discontinuation of Dato-DXd 12 (29) 21 (39)
Death 1(2) 5(9)

aTEAEs were defined as AEs with a start or worsening date on or after the start of study treatment until 37 days after the end date of study treatment.
Drug-related TEAEs may be associated with any component of the study treatment: Dato-DXd, pembrolizumab, cisplatin, or carboplatin.

AESIs in 1L patients

Doublet Triplet
(n=42) (n=54)

‘ All grades Grade 3

AESI, n (%)
Oral mucositis/stomatitis 26 (62) 2 (5) 22 (41) 1(2)
Adjudicated drug-related ILD/pneumonitis 10 (24) 2(9) 14 (26) 1(2)

Ocular surface events

1(2) 16 (30) 2(4)

» Oral mucositis/stomatitis was the most common AESI and was predominantly grade 1/2
* There were no grade 4 or 5 events for any AESI, including adjudicated drug-related ILD/pneumonitis
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Contact address regarding this material

Daiichi Sankyo Co., Ltd.
Corporate Communications Department

TEL: +81-3-6225-1125
Email; DaiichiSankyolR@daiichisankyo.co.jp
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