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Background and Objectives

e T-DXd is approved for the treatment of patients with HER2-positive unresectable or mBC who have received =1 prior
anti-HER2-based regimens, including patients with BMs, based on the randomized phase 3 DB-03 study'-3

® The efficacy of T-DXd in patients with BMs has not been fully established, as inclusion of these patients is often
limited in clinical trials

®  The objective of this exploratory pooled analysis is to describe the population of patients enrolled in DB-01, DB-02,
and DB-03 with baseline BM, to analyze exploratory pooled efficacy of T-DXd by BICR, and to assess safety versus a
comparator

e BM status was according to the following definitions by the US FDA Clinical Trial Eligibility Criteria*:

O Treated/stable BMs: Patients have received prior CNS-directed therapy for their BMs, and their CNS disease
is stable

O Untreated/active BMs: Patients have new BMs or progressive BMs that have not been subjected to CNS-
directed therapy since documented progression

BM, brain metastasis; DB, DESTINY-Breast; BICR, blinded independent central review; CNS, central nervous system; FDA, Food and Drug Administration; HER2, human epidermal growth factor receptor 2; mBC, metastatic breast cancer; T-
DXd, trastuzumab deruxtecan.

1. Enhertu [package insert]. Daiichi Sankyo; 2022. 2. Cortes J et al. N Engl J Med. 2022; 368(12):1143-1154 3. Zimmer A et al. Cancer Reports. 2022;5:e1274. 4.U.S. Department of Health and Human Services — Food and Drug Administration.
Cancer Clinical Trial Eligibility Criteria: Brain Metastases. 2020.
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BM Eligibility Criteria Evolution in Each Trial

Inclusion Criteria

DESTINY-Breast02 and
: 1
HALN I DESTINY-Breast032+

+ Patients with asymptomatic, previously * Initially, patients with previously untreated and
locally treated, and stable BMs asymptomatic BM were eligible

 After protocol amendments, only patients with
treated, asymptomatic BMs were allowed

° Per FDA criteria, patients with untreated BMs from DESTINY-Breast02 and -03 would be considered to have active BMs®

The population of patients with baseline BMs from DESTINY-Breast02 and -03 therefore consists of a mix of
treated/stable and untreated/active metastases

O

BM, brain metastasis; FDA, Food and Drug Administration.
1. Modi S et al. N Engl J Med. 2020; 382:610-621. 2. Cortes J et al. N Engl J Med. 2022; 368(12):1143-1154. 3. André F et al. The Lancet. 2023. https://doi.org/10.1016/S0140-6736(23)00725-0. 4. Hurvitz SA et al. Lancet. 2023;401(10371):105-

117. 5. U.S. Department of Health and Human Services — Food and Drug Administration. Cancer Clinical Trial Eligibility Criteria: Brain Metastases. 2020.
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DESTINY-Breast01 (N = 253)2b

Retrospectlve Exploratory Pooled Analysis Plan-3

—

T-DXd®
(Total n = 184)
(With BM n = 19)

Phase Il study

Patients previously treated with T-DM1

Patients with asymptomatic and previously locally treated
BM eligible

Prior BM therapy within 60 days prohibited

T-DXd pool (N = 851)

T-DXd BM pool (n = 148)

T-DXd®
(Total n = 406) T-DXd non-BM pool (n = 703)

DESTINY-Breast02 (N = 608)2¢ (With BM n = 83) Endpoints:

Phase IIl study * IC-ORR (CR+PRin

«  Patients previously treated with T-DM1 X
+  Patients with asymptomatic and previously treated/untreated TPC per label brain) per BICR per
BM eligible Trastuzumab/Capecitabine RECIST v1.1
«  Prior BM therapy within 14 days of randomization prohibited or . |
Py v P Lapatinib/Capecitabine IC-DoR per BICR
(Total n = 202) * CNS-PFS per BICR
(With BM n = 41) » Safety and tolerability
DESTINY-Breast03 (N = 524)2¢ T-DXd® Comparator pool (N = 465)
. Phellse 1] stucliy . (Total n = 261)
«  Patients previously treated with trastuzumab and a taxane (With BM n = 46) Comparator BM pool (n = 83)
in metastatic or (neo)adjuvant setting with recurrence within
6 months of therapy Comparator non-BM pool (n = 382
«  Patients with asymptomatic and previously T-DM1f P P ( )
treated/untreated BM eligible (Total n = 263)

Prior BM therapy within 14 days of randomization prohibited (With BM n = 42)

The BM and non-BM pools were determined by BICR at baseline among all patients based on mandatory brain CT/MRI screening

BICR, blinded independent central response; BM, brain metastasis; CNS, central nervous system; CR, complete response; CT, computed tomography; DB, DESTINY-Breast; DoR, duration of response; HER2, human epidermal growth factor
receptor 2; IC, intracranial; mBC, metastatic breast cancer; MRI, magnetic resonance imaging; ORR, objective response rate; PFS, progression-free survival; PR, partial response; R, randomization; RECIST v1.1, Response Evaluation Criteria in
Solid Tumors version 1.1; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice (trastuzumab/capecitabine or lapatinib/capecitabine).

Data for patients in the 5.4 mg/kg T-DXd arms were pooled from the DB-01, DB-02, and DB-03 trials. Comparator data were pooled from the DB-02 and DB-03 trials. All three studies were conducted in unresectable/mBC; HER2 status was
confirmed centrally; and a documented radiographic progression after most recent treatment was required.

aThe presence of BMs was not a stratification factor. PData Cutoff: March 26, 2021. °Data Cutoff: June 30, 2022. 9Data Cutoff: May 21, 2021. ¢5.4 mg/kg Q3W. 3.6 mg/kg Q3W.

1. Modi S et al. N Engl J Med. 2020; 382:610-621 [article and supplementary appendix]. 2. André F et al. The Lancet. 2023. https://doi.org/10.1016/S0140-6736(23)00725-0 [article and supplementary appendix]. 3. Cortes J et al. N Engl J Med.
2022; 368(12):1143-1154 [article and supplementary appendix].
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Demographics and Baseline Characteristics

T-DXd Pool Comparator Pool
(N = 851) (N = 465)

Non-BM Pool? Non-BM Pool?
(n=703) (n = 382)

Patients randomized from each clinical study, n (%)

DESTINY-Breast01 19 (12.8) 165 (23.5) 0 0

DESTINY-Breast02 83 (56.1) 323 (45.9) 41 (49.4) 161 (42.1)

DESTINY-Breast03 46 (31.1) 215 (30.6) 42 (50.6) 221 (57.9)
Region, n (%)

Europe 42 (28.4) 232 (33.0) 16 (19.3) 112 (29.3)

Asia 54 (36.5) 270 (38.4) 40 (48.2) 172 (45.0)

North America 19 (12.8) 92 (13.1) 6 (7.2) 34 (8.9)

Rest of World 33 (22.3) 109 (15.5) 21 (25.3) 64 (16.8)
Age, median (range), years 53.4 (22.4-81.6) 54.7 (27.9-96.0) 52.6 (26.0-78.2) 55.1 (20.2-86.5)
Sex, n (%)

Female 148 (100) 699 (99.4) 82 (98.8) 380 (99.5)

Male 0 4 (0.6) 1(1.2) 2 (0.5)

Time from initial diagnosis of BC to randomization, median 55.9 (8.3-271.6) 50.9 (1.5-431.4) 53.0 (6.7-303.2) 47.3 (5.1-326.0)
(range), months

Demographic characteristics were well balanced across subgroups
Patients in the BM pools tended to have a longer time from initial diagnosis to randomization compared with the non-BM pools

BC, breast cancer; BICR, blinded independent central response; BM, brain metastasis; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan.
aPatients with a reported history of BMs who did not have BMs at baseline by BICR were not included in the BM pools.
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Demographics and Baseline Characteristics (cont.)

T-DXd Pool Comparator Pool
(N =851) (N = 465)

Non-BM Pool? Non-BM Pool?

Disease history, n (%)

De novo mBC 44 (29.7) 188 (26.7) 32 (38.6) 121 (31.7)

Recurrent BC 85 (57.4) 347 (49.4) 51 (61.4) 260 (68.1)

Missing® 19 (12.8) 168 (23.9) 0 1(0.3)
HER2 status (IHC), n (%)

3+ 131 (88.5) 583 (82.9) 73 (88.0) 318 (83.2)

2+ 17 (11.5) 116 (16.5) 9(10.8) 63 (16.5)

1+ 0 3(0.4) 0 1(0.3)

Not evaluable 0 1(0.1) 1(1.2) 0
Hormone receptor, n (%)

Positive 84 (56.8) 384 (54.6) 43 (51.8) 214 (56.0)

Negative 63 (42.6) 311 (44.2) 40 (48.2) 165 (43.2)

Indeterminate/Unknown/Missing 1(0.7) 8(1.1) 0 3(0.8)
Visceral disease, n (%)

Yes 143 (96.6) 537 (76.4) 78 (94.0) 271 (70.9)

No 5(3.4) 166 (23.6) 5 (6.0) 111 (29.1)

° Patients with recurrent mBC represent the majority of the population in T-DXd and comparator pools

BC, breast cancer; BICR, blinded independent central review; BM, brain metastasis; HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; mBC, metastatic breast cancer; T-DXd, trastuzumab deruxtecan.
aPatients with a reported history of BMs who did not have BMs at baseline by BICR were not included in the BM pools. ®The missing data are due to the single arm, non-randomized DESTINY-Breast01 trial.

2023 Sara A. Hurvitz, MD Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



Prior Systemic and Local BM Therapies

(N=851) (N =465) e Overall, patients with BM were

BM Pool Non-BM Pool BM Pool Non-BM Pool heav“y pretreated with a

n =703 n = 382 . . .
( ; ( J median of 3 prior systemic
Prior regimens in the metastatic setting, 3.0 (1.0-14.0) 3.0 (0-27.0) 3.0 (1.0-15.0) 2.0 (0-12.0) regimens in the metastatic
Median, (range), n (%) R
0 0 2(0.3) 0 1(0.3) setting
1 16 (10.8) 108 (15.4) 14 (16.9) 99 (25.9)
2 41 (27.7) 192 (27.3) 27 (32.5) 110 (28.8) ® In both T-DXd and comparator
3 35 (23.6) 156 (22.2) 22 (26.5) 89 (23.3) . .
25 38 (25.7) 174 (24.8) 11 (13.3) 44 (11.5) BMs at base"ne, ~70% had
~20°
Prior anti-HER2 therapy, n (%) treated/stable BMs and ~30%
Trastuzumab 142 (95.9) 643 (91.5) 83 (100) 381 (99.7) had untreated/active BMs
Pertuzumab 104 (70.3) 497 (70.7) 59 (71.1) 255 (66.8)
T-DM1 102 (68.9) 487 (69.3) 41 (49.4) 161 (42.1) :
HER2 TKI 17 (11.5) 51 (7.3) 14 (16.9) 39 (10.2) O This was balanced
between T-DXd and
Prior treatment for brain metastasis, n (%)
None (untreated/active) 44 (29.7) 642 (91.3) 25 (30.1) 359 (94.0) comparator
Any prior treatment for BMs (treated/stable) 104 (70.3) 61 (8.7)2 58 (69.9) 23 (6.0)2
RT alone 80 (54.1) 45 (6.4) 44 (53.0) 15 (3.9)
Surgery alone 5(3.4) 6 (0.9)2 5 (6.0) 5(1.3)?
RT and surgery 19 (12.8) 10 (1.4)2 9(10.8) 3(0.8)2

BM, brain metastasis; HER2, human epidermal growth factor receptor 2; RT, radiation therapy; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan; TKI, tyrosine kinase inhibitor.
RT includes whole-brain RT, brain-directed stereotactic RT, and brain-directed radiosurgery. Surgery includes any brain-directed surgery (craniotomy, metastasectomy in brain, resection, or removal of brain lesion).
aPatients with a reported history of BMs who did not have BMs at baseline.

2023 Sara A. Hurvitz, MD Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
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Exploratory Best IC Response, ORR, and DoR per BICR

Intracranial ORR?2

T-DXd BM Pool Comparator BM Pool
.Complete response o 90 45.2 45.5 ,
) 1
- 1
Partial response g 40 i
s 30 ! 27.6
8 : [3.4(n=2)|
9 20 |
= 28.8 29.5 ! i 12
£ =30 n=13 | .
10 (n =30) ( ) ! (n=14) 12
| (n=3)
Treated/stable BMs Untreated/active BMs Treated/stable BMs Untreated/active BMs
(n =104) (n = 44) (n = 58) (n =25)
Best overall IC response, n (%)
Stable disease 48 (46.2) 15 (34.1) 28 (48.3) 15 (60.0)
Progressive disease 3(2.9) 1(2.3) 7(12.1) 5 (20.0)
Not evaluable/Missing 6 (5.8) 8(18.2) 7(12.1) 2 (8.0)
IC-DoR, median, months (95% CI) 12.3 (9.1-17.9) 17.5 (13.6-31.6) 11.0 (5.6-16.0) NAb
° T-DXd consistently demonstrated superior rates of IC responses over comparator in patients with treated/stable and untreated/active BMs
[ ]

A trend in prolonged median IC-DoR was most pronounced in the untreated/active BMs subgroup

BM, brain metastasis; BICR, blinded independent central review; DoR, duration of response; IC, intracranial; NA, not available; ORR, objective response rate; T-DXd, trastuzumab deruxtecan.
This table considers both target and non-target lesions at baseline. Lesions in previously irradiated areas were not considered measurable target lesions unless there was demonstrated progression in the lesion.
2|C-ORR was assessed per RESIST v1.1. bIC-DoR NA due to small number of responders (n < 10).

2023 Sara A. Hurvitz, MD Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
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Best Percentage Change from Baseline in Sum of Diameters
of Brain Tumors

T-DXd Comparator

== T-DM1 (n = 27)

50 - 50 — Trastuzumab/Capecitabine (n = 13)
m T-DXd (n = 85) B |_apatinib/Capecitabine (n = 16)
* Patients without prior RT to the brain (n = 26) * Patients without prior RT to the brain (n = 18)
25 25 |

Progressive Disease

Progressive Disease

N
@
1

Partial Response Partial Response

from Baseline
from Baseline

j&
o
1
Best % Change in Sum of Diameters

75 o

Best % Change in Sum of Diameters

-100 - -100

Patients Patients

* The shrinkage of BMs in response to T-DXd was more prominent, whereas in the comparator pool, BMs showed
less of a response

BM, brain metastases; RT, radiotherapy; T-DXd, trastuzumab deruxtecan.
For patients with measurable brain lesion(s) at baseline and at least one post-baseline assessment.

2023 Sara A. Hurvitz, MD Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
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Exploratory CNS-PFS per BICR

Treated/Stable BMs

+

Untreated/Active BMs

Median, months (95% Cl)

T-DXd: 18.5 (13.6-23.3)

Comparator: 4.0 (2.7-5.7)

Hazard Ratio (95% Cl): 0.1919 (0.1060-0.3473)

Censored
T-DXd Treated (n = 44)
Comp Treated (n = 25)

. -4
o 1007 Median, months (95% Cl) o 00
> 90 T-DXd: 12.3 (11.1-13.8) S 90
% 50 | Comparator: 8.7 (6.3-11.8) ";: 80
2 Hazard Ratio (95% Cl): 0.5905 (0.3921-0.8895) 3 i
= 70 o 70
o o
g 60 | § 60
e 2
S 50 50
@ @
- 40
g 8
L 30+ L 30+
: :
w20 4 Censored ° 20
73 7]
o T-DXd Treated (n = 104) o i
g 10 Comp Treated (n = 58) g 10
a o T T T T T T T T T T T T 1 o 0
0o 2 4 6 8 10 12 14 16 18 20 22 24 34 0

Time, months
Patients still at risk

T-DXd Treated (n=104) 104 100 89 83 72 58 46 32 28 21 18 12 4 4
Comparator Treated (n = 58) 58 44 33 29 22 14 10 6 5 5 3 1 0 0

Patients still at risk

T-DXd Treated (n=44) 44
Comparator Treated (n =25) 25

41
18

37 36 32 30 30 24 22 20 13 " 6 5 4 4 2 0
1" 5 3 2 2 1 1 1 1 1 1 1 1 1 0 ]

* T-DXd demonstrated a trend towards prolonged CNS-PFS over comparator, with a noticeably greater advantage

for patients with untreated/active BMs

BICR, blinded independent central review; BM, brain metastasis; CNS, central-nervous system; PFS, progression-free survival; T-DXd, trastuzumab deruxtecan.

CNS-PFS was defined by BICR as only radiological progression.

congress

Sara A. Hurvitz, MD

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



iy
#%%s DESTINY-Breast01, -02, and -03

Site of First Progression per BICR

T-DXd Pool Comparator Pool
(N =851) (N = 465)

Non-BM Pool BM Pool Non-BM Pool
(n=703) (n=283) (n = 382)

Patients with PD, n (%) 88 (59.5) 291 (41.4) 49 (59.0) 244 (63.9)

Site of first progression

Intracranial only 38 (25.7) 16 (2.3) 13 (15.7) 6 (1.6)
Extracranial only 47 (31.8) 270 (38.4) 31 (37.3) 237 (62.0)
Both 3(2.0) 2(0.3) 5(6.0) 0
Missing 0 3(0.4) 0 1(0.3)

* Rates of any PD were comparable in patients in both BM pool populations

BICR, blinded independent central review; BM, brain metastasis; PD, progressive disease; T-DXd, trastuzumab.
This table is a description of the first site of progression and does not capture all locations of progression. Progressive disease is defined as a 220% increase in the sum of diameters of target lesions, taking as reference the smallest sum on

study (including the baseline sum), and must demonstrate an absolute increase of at least 5mm (Note: the appearance of 21 new lesions is also considered progression).

2023 Sara A. Hurvitz, MD Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
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Overall Drug-Related Safety Summary

T-DXd Pool Comparator Pool
(N = 845) (N = 456)

BM Pool Non-BM Pool BM Pool Non-BM Pool
n, (%) (n = 146) (n = 699) (n = 83) (n = 373)
Any drug-related TEAE 138 (94.5) 691 (98.9) 78 (94.0) 330 (88.5)
Drug-related TEAEs grade 23 63 (43.2) 324 (46.4) 30 (36.1) 140 (37.5)
Drug-related serious TEAEs 19 (13.0) 87 (12.4) 6 (7.2) 29 (7.8)

Drug-related TEAEs associated with

discontinuation 21 (14.4) 121 (17.3) 6(7.2) 21 (5.6)
Drug-rfelated TEAEs associated with dose 31(21.2) 172 (24.6) 22 (26.5) 105 (28.2)
reduction

Drug-related TEAEs associated with an 0 7 (1.0) ; 0

outcome of death

° The median treatment duration was 12.7 months (range, 0.7-45.1 months) with T-DXd and 5.6 months (range, 0.1-43.0
months) with comparator

° Rates of any drug-related TEAEs and grade 23 TEAEs were generally similar across all patient subgroups

° Rates of TEAEs associated with discontinuations and dose reductions were similar in patients with and without BMs

BM, brain metastasis; T-DXd, trastuzumab deruxtecan; TEAE, treatment-emergent adverse event.

CONngress
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Conclusions

e T-DXd demonstrated robust IC responses in patients with treated/stable and active BMs vs comparator
O  Stable BMs:
° IC-ORR: 45.2% (17 CR; 30 PR) vs 27.6% (2 CR; 14 PR)
° Median IC-DoR: 12.3 vs 11.0 months
O  Active BMs:
° IC-ORR: 45.5% (7 CR; 13 PR) vs 12.0% (0 CR; 3 PR)
° Median IC-DoR: 17.5 months vs NA?
®  Numerically longer median CNS-PFS was observed in patients with treated/stable and active BMs randomized to
T-DXd vs comparator
O  Stable BMs: 12.3 vs 8.7 months
O  Active BMs: 18.5 vs 4.0 months

®  The safety profile of T-DXd in patients with BMs was acceptable, generally manageable, and similar to the safety
profile in the overall patient population?-3

T-DXd is an effective treatment option for patients with HER2-positive mBC with treated/stable and

active BMs with an acceptable and manageable safety profile

BM, brain metastasis; CNS, central nervous system; CR, complete response; DoR, duration of response; HER2, human epidermal growth factor receptor 2; IC, intracranial; mBC, metastatic breast cancer; NA, not available; ORR, objective
response rate; PFS, progression-free survival; PR, partial response; T-DXd, trastuzumab deruxtecan.

aC-DoR NA due to small number of responders (n < 10).

1. Cortes J et al. N Engl J Med. 2022; 368(12):1143-1154. 2. Modi S et al. N Engl J Med. 2020; 382:610-621. 3. André F et al. The Lancet. 2023. https://doi.org/10.1016/S0140-6736(23)00725-0.

2023 Sara A. Hurvitz, MD Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



Acknowledgements

We thank:

The patients and their families The study site staff
for their participation for their contributions

This study was sponsored and designed by:

Daiichi Sankyo, Inc. Supplementary content,

Collaborator: including a plain-
AstraZeneca language summary,
available:

Medical writing support was provided by:
Andre Wang, PharmD and Laura Halvorson, PhD (ApotheCom), and
was funded by Daiichi Sankyo, Inc.

Copies of this presentation obtained
through QR, AR and/or text key codes
are for personal use only and may not

be reproduced without written
permission of the authors

CONngress
MADRID
Sara A. Hurvitz, MD Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



O"',: DESTINY-Breast01, -02, and -03

Most Common TEAEs Leading to Treatment Discontinuation

T-DXd Pool Comparator Pool
(N = 845) (N = 456)

or Dose Reduction

Non-BM Pool
(n = 699)

TEAE associated with discontinuation, n (%) 27 (18.5) 143 (20.5) 9 (10.8) 34 (9.1)
Pneumonitis 11 (7.5) 43 (6.2) 0 4(1.1)
Pneumonia 2(1.4) 7 (1.0) 0 1(0.3)
Asthenia 2(1.4) 1(0.1) 0 0
Interstitial lung disease 1(0.7) 33 (4.7) 0 2 (0.5)
Platelet count decreased 1(0.7) 4 (0.6) 2(2.4) 3(0.8)
Thrombocytopenia 1(0.7) 1(0.1) 0 3(0.8)
Diarrhea 0 1(0.1) 2(2.4) 0
Blood bilirubin increased 0 0 0 3(0.8)

TEAEs associated with dose reduction, n (%) 33 (22.6) 181 (25.9) 22 (26.5) 105 (28.2)
Fatigue 10 (6.8) 23 (3.3) 2(2.4) 5(1.3)
Nausea 4(2.7) 43 (6.2) 2(2.4) 7(1.9)
Vomiting 4(2.7) 12 (1.7) 5 (6.0) 1(0.3)
Asthenia 3(2.1) 9(1.3) 1(1.2) 2 (0.5)
Diarrhea 2(1.4) 7 (1.0) 2(2.4) 17 (4.6)
Palmar-plantar erythrodysesthesia syndrome 1(0.7) 0 8 (9.6) 38 (10.2)
Neutrophil count decreased 1(0.7) 22 (3.1) 0 3(0.8)
Platelet count decreased 2(1.4) 10 (1.4) 3(3.6) 9(24)

. Overall rates of TEAEs related to dose reduction were lower with T-DXd

BMs, brain metastasis; T-DXd, trastuzumab deruxtecan; TEAE, treatment-emergent adverse event.
Most common TEAEs by preferred term in each treatment group, sorted in descending order of frequency in the T-DXd BM pooled arm.
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Plain Language Summary
Why did we perform this research?

Breast cancer is the most common type of cancer in women and can be categorized based on whether the tumor expresses a protein called human epidermal growth factor receptor 2
(HER2+)."-2 Trastuzumab deruxtecan (T-DXd) is a HER2-directed anticancer therapy designed to target and kill HER2-expressing cancer cells.? It is being studied for the treatment of HER2+
metastatic breast cancer. Currently, there is limited efficacy data of T-DXd in patients with untreated/active brain metastases (BMs), which could stop doctors from treating these patients with
T-DXd. The objective of this study was to provide additional, in-depth efficacy and safety data for T-DXd or comparator treatment in HER2+ metastatic breast cancer patients with BMs at
baseline.

How did we perform this research?

In the DESTINY-Breast01, DESTINY-Breast02, and DESTINY-Breast03 trials, we assessed the efficacy and safety of T-DXd (5.4 mg/kg every 3 weeks) in patients with HER2+ metastatic
breast cancer that have disease progression on or after previous therapy.4® In the DESTINY-Breast02 trial, T-DXd was compared with treatments of physicians’ choice, which included
trastuzumab plus capecitabine or lapatinib plus capecitabine.® In the DESTINY-Breast03 trial, T-DXd was compared with trastuzumab emtansine.? Results of the 3 studies (DESTINY-
Breast01, -02, and -03) were pooled to evaluate the efficacy and safety of T-DXd and comparator in patients with treated/clinically stable (treated) and untreated/active (untreated) BMs at
baseline, as defined by the US Food and Drug Administration Clinical Trial Eligibility Criteria.”

What were the findings of this research and what are the implications?

This analysis showed T-DXd to be an effective treatment option across patients with both treated and, notably, for the first time, untreated BMs compared to comparator. Complete and partial
responses in the brain were similar and greater in both BM subgroups compared to comparator. A numerically longer median time until a patient’s intracranial cancer got worse or caused
death (known as central nervous system-progression-free survival) and duration of response within the brain were observed with T-DXd in patients with untreated BMs. Rates of adverse
events associated with treatment were similar across all patient subgroups. The overall safety profile of T-DXd was acceptable and generally manageable.

Where can | access more information?

DESTINY-Breast01: ClinicalTrials.gov. A study of T-DXd in metastatic breast cancer previously treated with trastuzumab emtansine (T-DM1). https://clinicaltrials.gov/ct2/show/NCT03248492
DESTINY-Breast02: ClinicalTrials.gov. T-DXd in pre-treated HER2 breast cancer that cannot be surgically removed or has spread. https://clinicaltrials.gov/ct2/show/NCT03523585
DESTINY-Breast03: ClinicalTrials.gov. T-DXd versus T-DM1 for human epidermal growth factor receptor 2 (HER2)-positive, unresectable and/or metastatic breast cancer previously treated
with trastuzumab and taxane. https://clinicaltrials.gov/ct2/show/NCT03529110

These studies were funded by Daiichi Sankyo. In March 2019, Daiichi Sankyo entered into a global development and commercialization collaboration agreement with AstraZeneca for T DXd (DS-8201).

1. International Agency for Research on Cancer. GLOBOCAN 2020. Published 2021. Accessed March 21, 2022. http://gco.iarc.fr/today/home. 2. Female Breast Cancer Subtypes - Cancer Stats. Accessed May 2
2023. https://seer.cancer.gov.statfacts. 3. Nakada T, et al. Chem Pharm Bull (Tokyo). 2019;67(3):173-185. 4. Modi S. et al. N Engl J Med. 2020; 382(7):610-621. 5. André et al. The Lancet. 2023.
https://doi.org/10.1016/S0140-6736(23)00725-0. 6. Cortés et al. N Engl J Med. 2022; 368(12):1143-1154. 7. FDA. Cancer Clinical Trial Eligibility Criteria: Brain Metastases. 2020.
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