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Background

« Regardless of treatment, older patients with HER2-positive mBC tend to have
sub-optimal efficacy and safety outcomes’

« Patients 265 years of age are also often underrepresented in clinical trials?

- T-DXd is approved for use in patients with HER2-positive unresectable or mBC
after a prior anti-HERZ2-based regimen in the metastatic or (neo)adjuvant setting,
based on the randomized phase 3 DESTINY-Breast03 study?3

« The outcomes of older patients treated with T-DXd have not been thoroughly
examined

« Here we report age-specific efficacy and pooled safety analyses of T-DXd in
patients aged <65 and 265 years, and exploratory data on patients aged =275
years, from DESTINY-Breast01, DESTINY-Breast02, and DESTINY-Breast03

HERZ2, human epidermal growth factor receptor2; mBC, metastatic breast cancer; T-DXd, trastuzuma b deruxtecan.
1. Evans et al. CancerRes. 2021; Abstract PS8-35.2. Ou etal. J Clin Oncol. 2022;40:16_suppl, 1039-1039. 3. Cortés etal. N EnglJ Med. 2022; 386(12):1143-1154.
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Study Design’-3 >~

DESTINY-Breast01 (N = 253) T-DXd

5.4 mg/kg Q3W
(n = 184)

* Unresectable and/or metastatic breast cancer
HER2-positive (centrally confirmed in archival tissue)
«  Previously treated with T-DM1

T-DXd Pool; N = 851
<65 years; n =673 (79.1%)

T-DXd =65 years; n = 178 (20.9%)
5.4 mg/kg Q3W 275 years; n = 34 (4.0%)
DESTINY-Breast02 (N = 608) (n = 406)

« Unresectable or metastatic breast cancer
HER2-positive (centrally confirmed [IHC 3+ or

IHC 2+/ISH+])
+  Previously treated with T-DM1 TPC per label (n = 202) TPC (DB-02); N = 202
Trastuzumab / Capecitabine <@5 years; n = 164 (81.2%)
or 265 years; n = 38 (18.8%)
Lapatinib / Capecitabine 275 years; n = 8 (4.0%)
T-DXd
5.4 mg/kg Q3W AT
DESTINY-Breast03 (N = 524) (n = 261) T-DM1 (DB-03); N = 263
+ Unresectable or metastatic breast cancer <65 years; n = 206 (78.3%)
+  HER2-positive (centrally confirmed [IHC 3+ or 265 years; n = 57 (21.7%)
IHC 2+/ISH+])

> . = o/
* Previously treated with trastuzumab and a taxane in 275 years; n = 8 (3.0%)

metastatic or (neo)adjuvant setting with recurrence
within & months of therapy T-DM1
3.6 mg/kg Q3W
(n = 263)

Trial data cutoffs: DESTINY-Breast01: March 26, 2021; DESTINY-Breast02: June 30, 2022; DESTINY-Breast03: July 25, 2022.

DB, DESTINY-Breast; HER2, human epidermal growth factor receptor2; IHC, immunohistochemistry; ISH, in situ hybridization; Q3W, every 3 weeks; R, randomization; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab
deruxtecan; TPC, treatment of physician's choice.

1. Modi etal. N EnglJ Med. 2020; 382:610-621. 2. André et al. The Lancet. 2023. https://doi.org/10.1016/S0140-6736(23)00725-0. 3. Contés et al. N EnglJ Med. 2022, 386(12):1143-1154.

ASCO 2023 #1006 Oral




Baseline Characteristics?

T-DXd Pool TPC (DB-02) T-DM1 (DB-03)
<65 265 275
(n =673) (n =178) (n = 34)

Age, median (range), years 51.5(22.4-65.0) 69.9(65.0-96.0) 79.0(75.0-96.0)}52.2(24.7-64.9) 70.8(65.0-86.5) 78.8(75.5-86.5)51.1(20.2-64.9) 68.7 (65.2-83.0) 79.2(75.5-83.0)
Female, n (%) 670 (99.6) 177 (99.4) 34 (100.0) 164 (100.0) 36 (94.7) 7 (87.5) 206 (100.0) 56 (98.2) 7 (87.5)
Region, n (%)

Asia 253 (37.6) 71(39.9) 8(23.5) 42 (25.6) 10 (26.3) 4 (50.0) 125 (60.7) 35(61.4) 3(37.5)

North America 82(12.2) 29 (16.3) 8(23.5) 16 (9.8) 7 (18.4) 1(12.5) 13 (6.3) 4 (7.0) 0

Europe 220(32.7) 54 (30.3) 14 (41.2) 62 (37.8) 16 (42.1) 2(25.0) 34 (16.5) 16 (28.1) 4 (50.0)

Rest of world 118 (17.5) 24 (13.5) 4(11.8) 44 (26.8) 5(13.2) 1(12.5) 34 (16.5) 2(3.5) 1(12.5)
Disease history, n (%)

De novo mBC 183 (27.2) 49 (27.5) 9 (26.5) 40 (24.4) 9(23.7) 3(37.5) 76 (36.9) 28 (49.1) 7 (87.5)

Recurrent BC 348 (51.7) 84 (47.2) 15 (44 .1) 124 (75.6) 29 (76.3) 5(62.5) 129 (62.6) 29 (50.9) 1(12.5)

Missing® 142 (21.1) 45 (25.3) 10(29.4) 0 0 0 1(0.5) 0 0

Time from the initial diagnosis of BC

o - 48.8(1.5-318.1) 65.2(6.0-431.4) 64.6(6.2-431.4) J55.1 (11.8-303.2) 54.5(6.9-326.0) 71.7 (11.2-198.6)§ 38.2 (5.1-204.5) 47.6(5.5-325.2) 20.5(8.0-188.6)
to randomization, median (range), mo

ECOG PS
0 399 (59.3) 85 (47.8) 14 (41.2) 95 (57.9) 26 (68.4) 6 (75.0) 136 (66.0) 39 (68.4) 4 (50.0)
1 271 (40.3) 93 (52.2) 20 (58.8) 69 (42.1) 12 (31.8) 2 (25.0) 69 (33.5) 18 (31.6) 4 (50.0)

aBaseline characteristics are on the pooled analysis of patients treated with T-DXd from all 3 trials (DB-01, DB-02, and DB-03). "The missing data are due to the single arm, non-randomized DB-01 trial.
BC, breast cancer; DB, DESTINY-Breast; ECOG PS, Eastern Cooperative Oncology Group performance status; mBC, metastatic breast cancer; mo, months; T-DM1; trastuzumab emtansine; T-DXd, trastuzumab deruxtecan; TPC,
treatment of physician’s choice.
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Baseline Characteristics? (cont.) >~

T-DXd Pool TPC (DB-02) T-DM1 (DB-03)

65
(n =178)

HER2 Status, n (%)

3+ 563 (83.7) 151 (84.8) 24 (70.6) 131(79.9) 28 (73.7) 7 (87.5) 181(87.9) 51 (89.5) 6 (75.0)
2+ (ISH amplified) 107 (15.9) 26 (14.6) 10 (29.4) 32 (19.5) 10 (26.3) 1(12.5) 24 (11.7) 6 (10.5) 2 (25.0)
1+ | Not Evaluable 2(0.3)]1(0.1) 1(0.6)|0 0|0 1(0.6)|0 0|0 0|0 0|1 (0.5) 0|0 0|0

Hormone receptor status®, n (%)
Positive 373(55.4) 95 (53.4) 23 (67.6) 93 (56.7) 25 (65.8) 7 (87.5) 115(55.8) 24 (42.1) 5(62.5)
Negative 291 (43.2) 83 (46.6) 11(32.4) 71(43.3) 12 (31.6) 1(12.5) 89 (43.2) 33(57.9) 3(37.5)

Visceral disease, n (%)

Yes 541 (80.4) 139 (78.1) 23 (67.6) 135 (82.3) 25 (65.8) 4 (50.0) 153 (74.3) 36 (63.2) 4 (50.0)

No 132(19.6) 39 (21.9) 11 (32.4) 29 (17.7) 13 (34.2) 4 (50.0) 53 (25.7) 21 (36.8) 4 (50.0)

Baseline brain metastases, n (%)

Yes 168 (25.0) 35 (19.7) 6(17.6) 52 (31.7) 5(13.2) 0 43 (20.9) 9 (15.8) 1(12.5)

No 505 (75.0) 143 (80.3) 28 (82.4) 112 (68.3) 33 (86.8) 8 (100.0) 163 (79.1) 48 (84.2) 7 (87.5)

aBaseline characteristics are on the pooled analysis of patients treated with T-DXd from all 3 trials (DB-01, DB-02, and DB-03). "Hormone receptor positive: estrogen receptor and/or progesterone receptor positive; hormone
receptor negative: estrogen and progesterone receptor negative.

DB, DESTINY-Breast; HER2, human epidermal growth factor receptor2; ISH, in situ hybridization; T-DM1; trastuzumab emtansine; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice.
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Medical History and Comorbidities?

T-DXd Pool

TPC (DB-02)

T-DM1 (DB-03)

v

[ aiic '|i-.‘>;-.'|h_'.-||

<65 265
(n =673) (n =178)
Disorders
Blood and lymphatic system disorders
(SOC) 73(10.8) 26 (14.6) 5(14.7) 12(7.3) 6 (15.8) 1(12.5) 14 (6.8) 6 (10.5) 1(12.5)
Anemia 41(6.1) 18 (10.1) 3(8.8) 9 (5.5) 4(10.5) 1(12.5) 6 (2.9) 2(3.5) 1(12.5)
Cardiac disorders (SOC) 57 (8.5) 21(11.8) 4(11.8) 7 (4.3) 3(7.9) 0 8(3.9) 5(8.8) 0
Diabetes mellitus 29 (4.3) 17 (9.6) 4(11.8) 7 (4.3) 3(7.9) 2 (25.0) 6 (2.9) 8 (14.0) 1(12.5)
Renal and urinary disorders (SOC) 23 (3.4) 16 (9.0) 6(17.6) 3(1.8) 4 (10.5) 1(12.5) 3(1.5) 11 (19.3) 0
Vascular disorders (SOC) 174 (25.9) 109 (61.2) 28 (82.4) 43 (26.2) 24 (63.2) 5 (62.5) 52 (25.2) 31(54.4) 6 (75.0)
Hypertension 123(18.3) 93 (52.2) 26 (76.5) 30 (18.3) 24 (63.2) 5 (62.5) 35(17.0) 28 (49.1) 5 (62.5)
Baseline renal function®
Normal function 432 (64.2) 34 (19.1) 0 104 (63.4) 8(21.1) 0 124 (60.2) 8 (14.0) 0
Mild renal impairment 205 (30.5) 91(51.1) 14 (41.2) 54 (32.9) 22 (57.9) 3(37.5) 77 (37.4) 28 (49.1) 3(37.5)
Moderate renal impairment 35 (5.2) 53 (29.8) 20 (58.8) 6 (3.7) 8(21.1) 5 (62.5) 4 (1.9) 21(36.8) 5 (62.5)
Baseline hepatic function®
Normal function 406 (60.3) 101 (56.7) 20 (58.8) 78 (47.6) 21 (55.3) 2 (25.0) 162 (78.6) 50 (87.7) 8 (100.0)
Mild hepatic impairment 260 (38.6) 75 (42.1) 14 (41.2) 86 (52.4) 17 (44.7) 6 (75.0) 43 (20.9) 7 (12.3) 0
Moderate hepatic impairment 2(0.3) 2(1.1) 0 0 0 0 0 0 0

« Comorbidities were generally low in the overall population due to selection criteria

aMedical history and comorbiditiesare on the pooled analysis of patients treated with T-DXd from all 3 trials (DB-01, DB-02, and DB-03). PRenal impairment status is determined by baseline creatine clearance as calculated using
the Cockceroft-Gault equation. “Adequate hepatic function is defined as total bilirubin SULN and AST=ULN, mild hepatic dysfunction is defined as total bilirubin £ ULN and AST=ULN regardless of Gilbert Syndrome; moderate

hepatic dysfunction is defined as total bilirubin =1.5 x ULN, < 3.0 x ULN and any AST except for subjects with Gilbert syndrome.
AST, aspartate transaminase; DB, DESTINY-Breast; SOC, system organ class; T-DM1; trastuzumab emtansine; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’'s choice; ULN, upper limit of normal.
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Prior Therapies?

T-DXd Pool

TPC (DB-02)

T-DM1 (DB-03)

Prior regimens in the metastatic
setting, n (%)

265
(n=178)

0 1(0.1) 1(0.6) 0 0 0 0 1(0.5) 0 0

1 102 (15.2) 22 (12.4) 5(14.7) 9 (5.5) 2 (5.3) 0 74 (35.9) 28 (49.1) 5 (62.5)

2 188 (27.9) 45 (25.3) 6(17.6) 59 (36.0) 14 (36.8) 1(12.5) 50 (24.3) 14 (24.6) 3 (37.5)

3 145 (21.5) 46 (25.8) 12 (35.3) 55 (33.5) 11(28.9) 1(12.5) 38 (18.4) 7 (12.3) 0

4 72 (10.7) 17 (9.6) 4(11.8) 22 (13.4) 3(7.9) 1(12.5) 22 (10.7) 1(18) 0

>5 165 (24.5) 47 (26.4) 7 (20.6) 19 (11.6) 8 (21.1) 5 (62.5) 21(10.2) 7 (12.3) 0
mzf;:'t‘a‘:g‘:eﬁiﬂm‘::s;;)“‘e 30(0.0-27.0) 3.0(0.0-160) 3.0(1.0-140) | 3.0(1.0-7.0) 3.0(1.0-100) 55(2.0-10.0) | 2.0(0.0-150) 2.0(1.0-12.0)  1.0(1.0-2.0)
Prior anti-HER2 therapy, n (%)

Trastuzumab 671(99.7) 177 (99.4) 34 (100) 164 (100.0) 38 (100.0) 8 (100.0) 205 (99.5) 57 (100.0) 8 (100.0)

Pertuzumab 479 (71.2) 122 (68.5) 23 (67.6) 123 (75.0) 33 (86.8) 6 (75.0) 124 (60.2) 34 (59.6) 5 (62.5)

T-DM1 461 (68.5) 128 (71.9) 26 (76.5) 164 (100.0) 38 (100.0) 8 (100.0) 0 0 0

HER2 TKI 52 (7.7) 16 (9.0) 3(8.8) 14 (8.5) 3(7.9) 0 33 (16.0) 3(5.3) 0

@Prior therapies are on the pooled analysis of patients treated with T-DXd from all 3 trials (DB-01, DB-02, and DB-03).

DB, DESTINY-Breast; HER2, human epidermal growth factor receptor 2; TKI, tyrosine kinase inhibitor; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice.
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Descriptive Efficacy According to Age for T-DXd2

Median Progression Free Survival

B <65 Years

DESTINY Breast-01 = >65 Years
17.9 mo
DESTINY Breast.02 -
16.8 mo
30.4 mo
DESTINY Breast-03
251 mo
0 10 20 30 40

Time (months)

+ Efficacy in patients aged <65 and 265 years
treated with T-DXd was generally similar;
however no formal comparison was made

mOS, months

(95% Cl)

Median Overall Survival

DESTINY-Breast01

<65 265
(n=140) (n=44)

28.1 30.9
(23.3-36.1) (21.9-NE)

DESTINY-Breast02

<65 265
(n=321) (n=85)

NR 30.2

DESTINY-Breast03

<65 265
(n=212) (n=49)

NR NR

(35.5-NE) (22.3-39.2)] (40.5-NE) (26.3-NE)

Percentage

100

60

12-month Landmark Overall Survival

m <65 Years
m =65 Years

DESTINY Breast-01

DESTINY Breast-02

DESTINY Breast-03

aEfficacy data was not pooled due to bias induced by the heterogeneity of the study population. Trial data cutoffs; DESTINY-BreastO1: March 26, 2021; DESTINY-Breast02: June 30, 2022; DESTINY-Breast03: July 25, 2022.

mOS, median overall survival; NE, not estimable; NR, not reached; T-DXd, trastuzumab deruxtecan.
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Confirmed ORR by BICR? with T-DXd

DESTINY-Breast01

©
o

- Complete Response

[0}
o

-~
o

Partial Response

Percentage
= N [43] B [4)] [¢)]
o o o o o o

o

62.1%

B e

55.0

61.4%

54.8

DESTINY-Breast02

70.7%

57.0

50.6

DESTINY-Breast03

78.8%

571

77.6%

59.2

265

(n =44)

<65
(n=321)

Stable disease 49(35.0) 16(36.4) | 69(215)  26(306) | 38(17.9)  9(18.4)
Progressive disease 3(2.1) 0 17 (5.3) 2(2.4) 3(1.4) 0
Not evaluable 1(0.7) 1(2.3) 8 (2.5) 1(1.2) 4(1.9) 2 (4.1)
. 208 155 196 19.4 36.6 203
0,
Duration of response, months (95%Cl) | 14 gNg)  (97-NE) | (156NE)  (122-NE) | (263-NE)  (12.5-NE)
Disease control rate, n (%) 136(97.1)  43(97.7) | 296(92.2)  82(965) | 205(96.7)  47(95.9)

aTrial data cutoffs; DESTINY-Breast01: March 26, 2021; DESTINY-Breast02: June 30, 2022; DESTINY-Breast03: July 25, 2022.
BICR, blinded independent central review; DB, DESTINY-Breast; NE, not estimable; ORR, objective response rate; T-DXd, trastuzumab deruxtecan.
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Relative Dose Intensity v

110
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100 l99.6 100 l§99.5
8Hl89.2
82.0879 1 SE8

60 98.2097 4
50

40
30
20

Relative Dose Intensity (%)

T-DXd Pool Trastuzumab Capecitabine Lapatinib T-DM1 (DB-03)

B <65 Years |
m =65 Years TPC (DB-02)

» Relative dose intensity was similar between <65 and 265 age groups, regardless of
treatment received

aRelative dose intensity (%) = (dose intensity/planned dose intensity) x100.
DB, DESTINY-Breast; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice.
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Overall Safety Summary?

T-DXd Pool

TPC (DB-02) T-DM1 (DB-03)

<65
(n=668)

>65
(n=177)

265
(n=238)

265
(n=57)

Median treatment duration, mo 131 12.4 9.0 N/AP N/AP N/AP 6.9 8.3 7.7
(range) (0.7-44.0) (0.7-45.1) (0.7-35.6) (0.7-38.9) (0.7-39.3) (2.0-29.4)
TEAE, n (%) 665(99.6)  177(100.0)  33(100.0) | 148 (94.3) 37 (97.4) 8 (100.0) 194 (95.1) 55 (96.5) 8 (100.0)
Drug-related 653(97.8)  176(99.4)  33(100.0) | 144 (91.7) 36 (94.7) 8 (100.0) 178 (87.3) 50 (87.7) 8 (100.0)
TEAEs grade 23, n (%) 358 (53.6) 116 (65.5) 17 (51.5) 68 (43.3) 18 (47.4) 6 (75.0) 100 (49.0) 35 (61.4) 4 (50.0)
Drug-related 291 (43.6) 96 (54.2) 13 (39.4) 48 (30.6) 12 (31.6) 5 (62.5) 82 (40.2) 28 (49.1) 3 (37.5)
Serious TEAEs, n (%) 162 (24.3) 57 (32.2) 10 (30.3) 39 (24.8) 7 (18.4) 1(12.5) 33 (16.2) 25 (43.9) 4 (50.0)
Drug-related 77 (11.5) 29 (16.4) 5(15.2) 13 (8.3) 2 (5.3) 1(12.5) 11 (5.4) 9 (15.8) 2 (25.0)
Zi‘zgz t?:ﬁgz:':e: (‘f;:;‘h drug 125 (18.7) 45 (25.4) 8 (24.2) 15 (9.6) 4(10.5) 1(12.5) 13 (6.4) 11 (19.3) 3 (37.5)
Drug-related 100 (15.0) 42 (23.7) 8 (24.2) 8 (5.1) 2 (5.3) 1(12.5) 9 (4.4) 8 (14.0) 2 (25.0)
Lﬁ:ﬁ%ﬁ?ﬁ%ﬁ;ed with dose 163 (24.4) 51 (28.8) 10 (30.3) 67 (42.7) 22 (57.9) 7 (87.5) 23 (11.3) 15 (26.3) 2 (25.0)
Drug-related 156 (23.4) 47 (26.6) 8 (24.2) 67 (42.7) 22 (57.9) 7 (87.5) 23 (11.3) 15 (26.3) 2 (25.0)
Iﬁ‘:‘r'fﬁ:t?:gc:"(ﬂz;’ with dose 302(452)  94(53.1) 15 (45.5) 73 (46.5) 17 (44.7) 5 (62.5) 53 (26.0) 23 (40.4) 3 (37.5)
Drug-related 226 (33.8) 74 (41.8) 11 (33.3) 61 (38.9) 15 (39.5) 5 (62.5) 30 (14.7) 15 (26.3) 3 (37.5)
TEAEs associated with death,n (%) | 17 (2.5) 10 (5.6) 0 6 (3.8) 1(2.6) 0 4(2.0) 2 (3.5) 1(12.5)
Drug-related 4 (0.6) 3(1.7) 0 0 0 0 0 0 0

aTrial data cutoffs; DESTINY-Breast01: March 26, 2021; DESTINY-Breast02: June 30, 2022; DESTINY-Breast03: July 25, 2022. ®Not reported for TPC as this was a combination regimen; median treatment duration, mo (range),

for <65, 265, and =75 was 4.1 (0.1-43.0),4.7 (1.4-22.7),and 13.3 (4.1-22.7) for trastuzumab; 4.5 (0.1-43.0), 4.9 (0.7-28.7),and 9.8 (2.6-22.7) for capecitabine; 4.6 (0.4-23.7), 5.2 (0.7-28.7), and 8.0 (2.6-11.5) for lapatinib.
mo, months; N/A, not applicable; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan; TEAE, treatment emergentadverse event; TPC, treatment of physician’s choice.
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Most Common Drug-related TEAEs in 220% of Patients

T-DXd Pool

<65
(n =668)

265
(n=177)

>75
(n = 33)

<65
(n =157)

TPC (DB-02)

65
(n = 38)

275
(n =8)

<65
(n =204)

T-DM1 (DB-03)

65
(n =57)

.-l-\

-/
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275
(n =8)

Any grade? drug-related TEAEs, n (%) | 653(97.8) 176(99.4) 33(100.0) | 144(91.7) 36(94.7)  8(100.0) | 178(87.3) 50 (87.7) 8 (100)
Nausea 497 (74.4)  112(63.3)  21(63.6) | 50(31.8) 10 (26.3) 3 (37.5) 59 (28.9) 13 (22.8) 3 (37.5)
Fatigue® 344 (515) 98(554)  21(63.6) | 45(28.7) 16 (42.1) 7 (87.5) 56 (27.5) 20 (35.1) 2 (25.0)
Vomiting 268 (40.1) 59 (33.3) 10 (30.3) | 21(13.4) 2 (5.3) 2 (25.0) 13 (6.4) 2 (3.5) 0
Alopecia 265(39.7) 63 (35.6) 10 (30.3) 6 (3.8) 2 (5.3) 2 (25.0) 4 (2.0) 3 (5.3) 0
Neutropenia® 240 (35.9) 72 (40.7) 9 (27.3) 16 (10.2) 4 (10.5) 3 (37.5) 25 (12.3) 10 (17.5) 2 (25.0)
Decreased appetite 181(27.1) 53 (29.9) 9 (27.3) 22 (14.0) 9 (23.7) 4 (50.0) 21 (10.3) 13 (22.8) 2 (25.0)
Anemia¢ 180(26.9) 61 (34.5) 12 (36.4) 17 (10.8) 3(7.9) 1(12.5) 31 (15.2) 13 (22.8) 1(12.5)
Leukopenia® 156 (23.4) 49 (27.7) 6 (18.2) 10 (6.4) 1(2.6) 0 18 (8.8) 4 (7.0) 0
Thrombocytopenia 149 (22.3) 50 (28.2) 3(9.1) 18 (11.5) 3(7.9) 1(12.5) 110 (53.9) 31 (54.4) 3 (37.5)
Constipation 148 (222) 36 (20.3) 4(12.1) 4 (2.5) 1(2.6) 0 18 (8.8) 7 (12.3) 2 (25.0)
Transaminases increased? 146 (21.9) 34 (19.2) 1(3.0) 16 (10.2) 5(13.2) 1(12.5) 88 (43.1) 24 (42.1) 5 (62.5)
Diarrhea 142 (21.3) 48 (27.1) 6 (18.2) 81 (51.6) 18 (47.4) 5 (62.5) 9 (4.4) 4 (7.0) 1(12.5)
Stomatitis" 82 (12.3)  35(19.8) 2 (6.1) 28 (17.8) 10 (26.3) 1(12.5) 7 (3.4) 5 (8.8) 0

Any grade drug-related TEAEs were similar across age groups

aAny grade drug-related TEAEs presentin 220% of patients sorted in descending order of frequencyin the T-DXd pooled arm for the <65 years age group. PFatigue includes preferred terms fatigue, asthenia, malaise, and
lethargy. “Neutropenia includes preferred terms neutrophil count decreased and neutropenia. Anemia includes preferred terms hemoglobin decreased, red blood cell count decreased, anemia, and hematocrit decreased.

L eukopenia includes preferred terms white blood cell count decrease and leukopenia. Thrombocytopeniaincludes preferred terms platelet count decreased and thrombocytopenia. 9Transaminases increased includes
preferred terms transaminases increased, aspartate aminotransferase increased, alanine aminotransferase increased, gamma-glutamyltransferase increased, liver function test abnormal, hepatic function abnormal, and liver
function testincreased. "Stomatitis includes preferred terms stomatitis, aphthous ulcer, mouth ulceration, oral mucosa erosion, oral mucosa blistering, and oral mucosa eruption.
T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan; TEAE, treatment emergentadverse event; TPC, treatment of physician’s choice.
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Most Common Grade 23 Drug-related TEAEs in 25% of Patients U

<65
(n =668)

T-DXd Pool

65
(n =177)

>75
(n = 33)

<65
(n =157)

TPC (DB-02)

65
(n = 38)

275
(n=8)

T-DM1 (DB-03)

<65 65
(n =204) (n =57)

.-l.'-l\

Grade 232 drug-related TEAES, n (%) 291 (43.6) 96 (54.2) 13 (39.4) 48 (30.6) 12 (31.6) 5 (62.5) 82 (40.2) 28 (49.1) 3 (37.9)
Neutropenia® 117 (17.5) 41 (23.2) 4(12.1) 5(3.2) 1(2.6) 1(12.5) 6 (2.9) 3N(513) 0
Fatigue® 52 (7.8) 20 (11.3) 5(15.2) 1(0.6) 1(2.6) 1(12.5) 2 (1.0) 0 0
Nausea 43 (6.4) 15 (8.5) 4(12.1) 3(1.9) 0 0 0 1(1.8) 0
Anemia® 42 (6.3) 20 (11.3) 3(9.1) 1(0.6) 0 0 6 (2.9) 6 (10.5) 1(12.5)
Leukopenia® 42 (6.3) 15 (8.5) 2 (6.1) 0 0 0 3(1.5) 0 0
Lymphopenia’ 28 (4.2) 11 (6.2) 1(3.0) 2 (1.3) 0 0 2 (1.0) 1(1.8) 0
Thrombocytopenia? 28 (4.2) 9 (5.1) 0 2 (1.3) 0 0 47 (23.0) 19 (33.3) 2 (25.0)
Transaminases increased" 18 (2.7) 1(0.6) 0 1(0.6) 1(2.6) 0 16 (7.8) 4 (7.0) 0
Diarrhea 9 (1.3) 4(2.3) 0 10 (6.4) 2 (5.3) 1(12.5) 2 (1.0) 0 0

« Patients 265 years of age experienced more grade 23 TEAEs across all trials

aGrade 23 drug-related TEAESs presentin 25% of patients, sorted in descending order of frequency in the T-DXd pooled arm for the <65 years age group. Grade 23 drug-related TEAEs calculated in all patients in the analysis
set. "Neutropenia includes the preferred terms neutrophil count decreased and neutropenia. cFatigue includes the preferred terms fatigue, asthenia, malaise, and lethargy. YAnemia includes the preferred terms hemoglobin

decreased, red blood cell count decreased, anemia, and hematocrit decreased. ¢Leukopenia includes the preferred terms white blood cell count decrease and leukopenia. fLymphopenia includes the preferredterms

lymphocute count decreased and lymphopenia. IThrombocytopeniaincludes the preferred terms platelet count decreasedand thrombocytopenia. "Transaminases increased 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.
T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan; TEAE, treatment emergentadverse event; TPC, treatment of physician’s choice.
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T-DXd Pool TPC (DB-02) T-DM1 (DB-03)

<65 >65 <65 65 >75 <65 65 >75
(n = 668) (n =177) (n =157) (n =38) (n=8) (n =204) (n =57) (n=8)
Any grade, n (%) 79 (11.8) 31 (17.5) 5 (15.2) 0 1(2.6) 0 6 (2.9) 2 (3.5) 1(12.5)
1 21 (3.1) 7 (4.0) 0 0 0 0 3 (1.5) 1(1.8) 0
2 48 (7.2) 20 (11.3) 5 (15.2) 0 0 0 2 (1.0) 1(1.8) 1(12.5)
3 4 (0.6) 3(1.7) 0 0 1(2.6) 0 1(0.5) 0 0
4 0 0 0 0 0 0 0 0 0
5 6 (0.9) 1(0.6) 0 0 0 0 0 0 0

« Rates of adjudicated ILD/pneumonitis were generally higher in patients 265
years of age across all trials compared to patients <65 years of age

* Most drug-related ILD/pneumonitis cases were of low grade

aNo ILD/pneumonitis cases were pending adjudication at the respective data cutoff dates (DESTINY-Breast01: March 26, 2021; DESTINY-Breast02: June 30, 2022; DESTINY-Breast03: July 25, 2022).
ILD, interstitial lung disease; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice.
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Conclusion

* Results of this pooled analysis indicate that T-DXd remains an effective
treatment option for patients 265 years of age

= mPFS and confirmed ORR by BICR were similar with T-DXd in patients <65
and 265 years of age within each trial

« The safety profile of T-DXd was acceptable across all age subgroups

= Patients 265 years of age experienced more TEAEs and grade =23 TEAEs
across all trials

* Further research/real-world evidence studies for older patients, also
addressing aspects of comorbidities and frailty, would be informative

T-DXd may be considered as an effective option for patients

across all age subgroups with an acceptable safety profile

BICR, blinded independent central review; HER2, human epidermal growth factor receptor 2; mBC, metastatic breast cancer; mPFS, median progression free survival; ORR, objective response rate; T-DXd, trastuzumab
deruxtecan; TEAE, treatment emergentadverse event.

ASCO 2023 #1006 Oral

17
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DESTINY-Breast02 study design o
Randomized, open-label, multicenter, phase 3 study (NCT03523585)

Key eligibility criteria? T-DXd Primary endpoint
Centrally confirmed HER2-positive (IHC 3+ or 5.4 mglkg Q3W » PFS (BICRY9)
IHC 2+/ISH+)unresectable or metastatic breast (n=406)° Key secondary endpoint

cancer - 0S
. Documented radiographic progression after most Secondary endpoints
recent treatment « ORR (BICR9)

+  Previously treated with T-DM1 TPC - DoR (BICRd)

Per label (n = 202)¢c « PFS (investigator)
+  Hormone receptor status Trastuzumab / Capecitabine « Safety

«  Prior treatment with pertuzumab or * HEORendpoints
- History of visceral disease Lapatinib / Capecitabine (PROs, hospitalization)

Data cutoff: June 30, 2022

Stratificationfactors

1=
Cycle1 Cycle2 | Cycle3 Every 2cycles(cycle S5, 7,9, etc) - 40-day follow-up visit

BICR, blinded independent central review; DoR, duration of response; EOT, end of treatment; HEOR, health economics outcomes research; HER2, human epidermal growth factor
receptor 2; IHC, immunohistochemistry; ISH, in situ hybridization; ORR, objective response rate; OS5, overall survival, PFS, progression-free survival, PROs, patient-reported outcomes;
Q3W, every 3 weeks; R, randomization; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice.

=Patients with clinically inactive brain metastases and patients with treated brain metastases that were no longer symptomatic and who require no treatment with corticosteroids or
anticonvulsants could be included. 2 patients were randomly assigned but not treated. =7 patients were randomly assigned but not treated. <BICR assessed per modified Response
Evaluation Criteria in Solid Tumours version 1.1, =1 cycle = 21 days; T-DXd or TPC were administered on day 1 of each cycle; questionnaires completed before treatment on day 1 of
cycles indicated.
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Baseline characteristics

Baseline Characteristics

Age, median (range), years

T-DXd
n = 406
54.2(22.4-88.5)

TPC
n = 202
54.7 (24.7-86.5)

Region, n (%)
Asia 112(27.6) 52 (25.7)
Europe 152 (37.4) 78 (38.6)
North America 41(10.1) 23 (11.4)
Rest of world 101 (24.9) 49 (24.3)
HER2 status (IHC),2 n (%)
3+ | 2+ (ISH+) 326(80.3)| 79(19.5) 159(78.7)| 41 (20.3)
2+ (ISH- or non-evaluable) | 1+ (ISH+) 1(0.2)|0 1(0.5)| 1 (0.5)
ECOG PS, n (%)
0O|1]2 228(56.2) | 177(43.6) | 1(0.2) 121(59.9) | 81(40.1) | O

Hormone-receptor status,?n (%)
Positive | Negative

238(58.6) | 165 (40.6)

118 (58.4) | 83 (41.1)

Brain metastases at baseline,cn (%)
Yes | No

74(18.2) | 332(81.8)

36(17.8) | 166 (82.2)

Visceral disease, n (%)
Yes | No

316(77.8) | 90(22.2)

160(79.2) | 42(20.8)

Median number of prior lines of systemic therapyin
the metastatic setting, (range)

2 (0-10)

2 (1-8)

ECOG PS5, Eastern Cooperative Oncology Group performance status; HER2, human epidermal growth factor receptor 2; IHC, immunochistochemistry; ISH, in situ hybridization; T-DXd,
trastuzumab deruxtecan; TPC, treatment of physician’s choice. sHER?2 status as evaluated by central laboratory testing. =3 (0.7%) patients inthe T-DXd arm and 1 (0.5%) patient in the
TPC arm had indeterminate hormone receptor status (neither estrogen receptors nor progesterone receptors positive and estrogen receptors indeterminate or progesterone receptors
indeterminate) based on factors reported from electronic data capture. =Patients with clinically inactive brain metastases and patients with treated brain metastases that were no longer
symptomatic and who require no treatment with corticosteroids or anticonvulsants could be included. <Includes regimens indicated for advanced/metastatic disease or rapid progression
within 6 months of (neo)adjuvant (12 months for periuzumab) therapy. Line of therapy does not include hormone therapy. 1. Krop et al. Presented at: San Antonio Breast Cancer

Symposium: December 6-10, 2022; San Antonio, TX. Presentation GS2-01.
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Progression-free survival by blinded independent

u I'J.liil.'.'li-.':.;!:lk_'.-ll
central review
]
100 Median (95% CI), months
a‘c‘n T-DXd TPC
2 . 17.8(14.3-20.8)  6.9(5.5-8.4)
o 7 .
8 ey T-DXd: 62.3% (95% CI 57 0-67 1) HR (95% CI): 0.3589 (0.2840-0.4535)
o % TPC: 27.2% (95% CI. 20 1-34.8) P < 0.000001
a *,
wm 97 5 |
= ! T-DXd: 42.2% (95% CI, 36.5-47.8)
2 e | TPC: 13.9% (95% CI.7.9-21.6)
w A - tﬂh = |
o RET ' —
Lli: 1-1._'.|. 1
- I R N I
S 20 b e .
o + Censor : A | T e ————— bmmm .
0 ———— T.DXd (n = 406) , v :
= ~-==--= TPC (n = 202) i i :
o 0- : I :
l | | | | T T T | | | T T T T | | | | T T T T | | | | | T T T T | |

9 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 30 40 41 42 43 44 45 46
Time, months

| 1 1 1 1 1 | | | | 1 | |
012 3 4 56 7 8 91011 1213141516 17 181
Patients still at risk

T-DXd (406) 406 400 374 359 355 330 296 278 260 239 213 203 194 179 170 161149 141132119 10988 83 76 65 60 55 47 38 35 31 27 23 1915 14 12 10 6 4 4 3 1 1 1 1 2

TPC (202) 202180 148126118 95 78 72 64 4B 39 37 32 28 24 2017 1311 9 9 & 8 6 3 3 3 2 2 2 2 2 1. 11 1 1 4

Median duration of follow up2: T-DXd, 21.5 months (range, 0.1-45.6 months); TPC, 18.6 months (range, 0-45.7 months)

HR, hazard ratio; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice.
sDefined as study duration equal to the date last known alive minus the date of randomization plus 1.
1. Krop et al. Presented at SABCS 2022. Presentation G52-01.

22



DESTINY-Breast02: safety summary

Type of Adverse Event, n (%)

Any-grade drug-related TEAE 394 (97.5) 180 (92.3)
Drug-related Grade =3 TEAEs 167 (41.3) 60 (30.8)
Serious drug-related TEAEs 46 (11.4) 15(7.7)

Drug-related TEAEs associated 58 (14.4) 10 (5.1)

with drug discontinuations

Drug-related TEAEs associated 132 (32.7) 76 (39.0)
with drug interruptions

Drug-related TEAEs associated 95 (23.5) 89 (45.6)
with dose reductions

Drug-related TEAEs associated 4 (1.0)b 0

with an outcome of death

Median treatment duration
« T-DXd, 11.3 months
« TPC, ~4.5 monthset

Most common drug-related TEAEs associated
with drug discontinuation

« T-DXd, pneumonitis (6.2%) and ILD (3.2%)

« TPC, palmar-plantar erythrodysesthesia (1.5%)

Most common drug-related TEAES associated
with dose reduction

« T-DXd, nausea (5.4%)

« TPC, palmar-plantar erythrodysesthesia (23.6%)

ILD, interstitial lung disease. TEAE, treatment-emergent adverse event; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice.

sThe safety analysis set includes all randomized patients who received at least 1 dose of study treatment. =Drug-related TEAEs associated with an outcome of death included pneumonitis
(n = 2), acute myeloid leukemia (n = 1), and pneumonia (n=1). Median treatment duration was 4.4 months with trastuzumab, 4.6 months with capecitabine, and 4.5 months with lapatinib.
1. Krop et al. Presented at: San Antonio Breast Cancer Symposium; December 6-10, 2022; San Antonio, TX. Presentation G52-01. 2. André et al. The Lancet 2023 [in press].
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HEOR endpoints
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aiichi -."-ﬁilll‘i_'fl'l

Questionnaire Description Measures of interest Main analyses
EORTCQLQ-C30 Oncology-specific » Global health status (GHS)/quality oflife (QoL)2 « Change from baseline

guestionnaire » Physical, emotional, and social functioning « Time to definitive

+ Pain symptoms deterioration (TDD)P

EORTCQLQ-BR45¢ Breast cancer—specific » Breast and arm symptoms « TDDP

questionnaire
EQ-5D-5L Generic questionnaire « Self-rated health status (visual analogue scale « TDDP

[VAS])

PRO assessment scheduled

L ___________________________________________________ " |
Cycle1 Cycle2 | Cycle3 Every 2 cycles (cycle 3, 7, 9, etc) 40-day follow-up visit 3-month follow-up visit

In general, compliance for health-related patient questionnaires was >92% at baseline and >80% at cycles 3-39, after
which n was < 10% and results were no longer informative

EORTC, European Organisation for Research and Treatment of Cancer; EQ-5D-5L, EuroQol 5-dimension, 5-level questionnaire; QLQ-BR45, Quality of Life Breast cancer questionnaire;
QLQ-C30, Quality of Life Core 30 questionnaire; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice.

=Primary PRO variable of interest. =A clinically meaningful definitive deterioration event was defined as a =10-point increase (compared to baseling) at =2 timepoints on symptom scales
and a =10-point decrease at 22 timepoints on GHS/GQoL, functional, or EQ-5D-5L VAS scales (unless it was the last assessment). TDD was defined as the time between the date of
randomization and the date of the assessment at which the definitive deterioration event was first seen. =Scored as EORTC QLQ-BR23. <1 cycle =21 days; T-DXd or TPC were
administered on day 1 of each cycle; questionnaires completed before treatment on day 1 of cycles indicated.
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Global health status and health-related quality of life

Better
GHS 70 — T-DXd TPC
1 60
— Mean (SD) GHS

@

£ 5o score at baseline 646(21.7) 65.0(22.8)

o Wn i i

85 40— . !

m = A 10-pointabsolute : ;

E ™ 30— value change is I '

“g Q 20 — considered clinically | :

@ 9 meaningful : !

og 10 : :

c _

© E = %5 I

' 4

w O

W

c £

g ! :

= 40 o T-DXd(baselinen = 391) TPC T-DXd

59| —=— TPC(baselinen = 187) n <10% n<10%

1 1

=
%04—
"y
D

1 1 1 1
Treatment cyclesa

Global health status was maintained in the T-DXd and TPC arms until cycle 39 and 21, respectively®
Results should be considered in conjunction with median treatment duration (T-DXd, 11.3 months; TPC, ~4.5 months)

C, cycle; EORTC QLQ-C30, European Organisation for Research and Treatment of Cancer Quality of Life Core 30 questionnaire; GHS, global health status; Qol, quality of life; T-DXd,
trastuzumab deruxtecan; TPC, treatment of physician’s choice.

Scores range from 0 to 100; a higher score represents a higher (“better") GHS/overall QoL. =On day 1 of cycle tAfter these cycles, n< 10% (T-DXd, n =39; TPC, n = 17) and results were
no longer informative (indicated by vertical dashed lines).
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Time to definitive deterioration of EORTC QLQ-C30

GHS/overall QoL

.ﬂ

aiichi -."-ﬁilll‘i_'fl'l

__ 100- T-DXd TPC
2
=Y Median (95%Cl)  14.1 (10.4-18.7) 5.9 (4.3-7.9)
[ = b
S HR (95% CI): 0.5573 (0.4376-0.7099)
g 80— ! P < 0.00012
t od N Patients with
< Y events, n (%) 205 (50.5) 106 (52.5)
[a) "
Q50—
=
= 50
=
a 404
o 30—
£
=  20- 3
b= + Censor B J +
L 10- T-DXd (n = 408)
O B TPC (n = 202)
D 1 1 1 1 1 1 1 1 1 1 1 1 1 ] 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
No. at risk: Time, months
T-DXd(n=406) 406 292 243 185 145 109 9 58 31 23 14 10 8 2 1 0
TPC(N=202) 202 104 59 36 22 14 10 7 3 2 2 1 1 1 1 0

Patients in the T-DXd arm experienced longer median TDD of GHS/QoL

European Organisation for Research and Treatment of Cancer Quality of Life Core 30 guestionnaire; GHS, global health status; HR, hazard ratio; TDD, time to definitive deterioration;

T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice.
2P values are two-sided and based on a stratified log-rank test. EORTC QLQ-C30,
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Time to definitive deterioration of EORTC QLQ-C30
physical functioning and pain symptoms
Physical Functioning

T-DXd TPC

100 =
m_ 1

80 =

Median (95% Cl)

18.7 (15.5-22.9)

6.8 (5.7-8.8)

HR (95% CI): 0.4637 (0.3575-0.6014)

P = 0.0001=

"ﬂ Patients with
events, n(%)

04

178 (43.8)

97 (48.0)

60 -
50 =
A -
() -
20 =
+ Censor

T-DXd (n = 406)
===~ TPC(n=202)

10 -

Patients Without Definitive Deterioration (%)

0 I 1 1 1 1 1 1

0 3 6 9 12 15 18 20 24 2
Time, months
MNo. at risk:
T-DXd (n=406) 406 310 270 214 166 129 103 66 41

TPC (n=202) 202 115 65 33 18 10 5 2

1

3
1

1 1 1

- g

1

0
0

aiichi -.':s;!:lk_'.-l 1

I ——
Pain Symptoms

T-DXd TPC

S 1004 Median (95% Cl) 18.7 (14.1-23.8) 5.8 (5.0-7.0)
E o0 - tl. HR (95% CI): 0.3779 (0.2941-0.4857)
= i P < 00001
5 80 ¢ Patients with
o 4
= %, 170 (41.9) 110 (54.5)
& 70 - I'“s. events, n (%)
a
(17 60 =
=
o
g 50 =
®
a 40 =
o
2
= 30 4
- =,
= 20 = L L LT -+
3 +  Censor
& 10 — T-DXd (n = 406)
= ==== TPC(n=202)
o 0 T T T T T T T T T T T T T T 1
0 3 5] 9 12 15 18 21 24 2r 30 33 3B 3™ 42 45
Time, months
No. at risk:
T-DXd (n=406) 406 311 269 206 149 110 92 &3 a7 25 14 g 7 2 0 0
TPC(n=202)202 99 &8 ) 17 1" 7 g 3 2 2 1 1 1 1 0

Patients in the T-DXd arm experienced longer median TDD of pain symptoms and physical functioning

EORTC QLQ-C30, European Organisation for Research and Treatment of Cancer Quality of Life Core 30 questionnaire; HR, hazard ratio; TDD, time to definitive deterioration; T-DXd,
trastuzumab deruxtecan; TPC, treatment of physician’s choice.
2P values are two-sided and based on a stratified log-rank test.
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Time to definitive deterioration of EQ-5D-5L VAS?

.ﬂ

aiichi -."'.;!uk_'.-l 1

< 100+ T-DXd TPC
§ 90 Median(95%Cl)  16.6 (13.6-20.2) 7.3 (5.8-10.6)
® HR (95% CI): 0.5906 (0.4583-0.7610)
2 .. P < 0.0001®
S 70+ B Patients with
o s . events, n (%) 188 (46.3) 98 (48.5)
2 Y
.E 5& -
S
o 40
= =y
.E 30 | “++h
— e e Y
g 20— ““++--+---— —+
a + Censor
g 10+ T-DXd (n = 406)
5 | TPC (n = 202)
o D 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Time, months
No. at risk:
T-DXd(n=406) 406 291 237 193 149 118 91 56 33 24 15 8 6 2 0 0
TPC(n=202) 202 117 70 44 25 14 9 7 3 1 1 1 1 1 1 0

TDD was prolonged among patients in the T-DXd arm versus the TPC arm for the EQ-5D-5L VAS, further supporting

the delay in HRQoL deterioration with T-DXd

EQ-5D-5L, EuroQol 5-dimension, 5-level guestionnaire; HR, hazard ratio; TDD, time to definitive deterioration; T-DXd, trastuzumab deruxtecan; TPC. Treatment of physician’s choice; VAS,

visual analogue scale.

sWVAS of self-rated overall health and quality of life, measured on a scale from 0 to 100. 2P values are two-sided and based on a stratified log-rank test.
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Time to definitive deterioration in PRO measures O

ol lal =\ JU |
Physical functioning® 18.7(15.5-22.9) 6.8(5.7-8.8) S i 0.46 (0.36-0.60) <0.0001
Emotional functioninge 21.4(16.9-NE) 10.7(6.9-15.4) —— E 0.67(0.51-0.88) 0.0041
Social functioninge 18.7(13.9-28.8) 6.3(4.9-8.8) —— i 0.54(0.42-0.70) <0.0001
Paine 18.7(14.1-23.8) 58(507.0) o E 0.38 (0.29-0.49) <0.0001
EORTCQLG. Am symptoms¢ 18.3(13.9-212) 8.8(65.1-11.6) —— i 0.57(0.44-0.75) <0.0001
BR45 Breast symptomss NE (30.3-NE) 181(125NE) o i 0.42(0.29-0.59) <0.0001
EQ5D5L  VASE 16.6(13.6-20.2) 7.3(5.8-10.6) e | 0.59(0.46-0.76) <0.0001
0.3 10 15 20

< >
Favors T-DXd (109+0) Favors TPC

TDD was delayed among patients in the T-DXd arm vs the TPC arm for all prespecified scales

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.

sPvalues are two-sided and based on a stratified log-rank test. ®Primary PRO variable of interest. <Secondary PRO variable of interest. <Scored as QLQ-BR23.
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Mean change from baseline in EORTC QLQ-C30
nausea/vomiting score

aiichi -.':sii:ll‘i_'fl 1

Worse
nauseal
vomiting 70 ™ T-DXd TPC
T 60 ] Mean (5D) nausea/vomiting
o ] score at baseline 8.3 (16.6) 8.1(17.1)
™ 50 - ;
E t‘? ! |
— 1 I
E g o 40 A 10-point absolute value I I
Hq-_-, O c 307 change is considered : :
Oy B — linically meaningful
O c ¥ g I |
g E g 20 1 |
_: — — g
°0% " . .
w o 0 I I
22 Y I
c 2 g 10 : !
E i Z _20 — 1 |
= @ 1 1
m _30 — 1 ]
o . .
m _ ) TPC T-DXd
-40 —*— T-DXd (baseline n = 392) n < 10% n < 10%
] _| —=— 1Pc waseline n = 187) ; :
Better - LI ] 1 1 1 1 1 1 1 1 1 1 ] ] I ] I 1 1 1
o
nausea/ G O O G 7, O{? O{j\ O?,;. O,& C;:.; O‘:’& C‘%\ Ox-“;:. O‘%’ C“j,) O%) C‘%\ C:?,: OJ@ C‘Yf
vomiting Treatmentcycles?

In the T-DXd arm, an increase in nausea/vomiting scores was only clinically relevant in early cycles, after which scores
decreased and remained stable over time (within 10 points of baseline)

C, cycle; D, day; EORTC QLQ-C30, European Organisation for Research and Treatment of Cancer Quality of Life Core 30 questionnaire; T-DXd, trastuzumab deruxtecan; TPC, treatment
of physician’s choice.
=20n day 1 of cycle
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Conclusions

 Overall HRQoL was maintained longer with T-DXd than with TPC, as suggested by mean
change from baseline data

 Definitive deterioration of HRQoL was delayed for patients in the T-DXd arm, as indicated
by the hazard ratios for TDD which favored T-DXd over TPC for all evaluable prespecified
scales

o Patients in the T-DXd arm experienced longer time until definitive deterioration in
GHS/overall QoL, physical functioning, and pain symptoms compared with patients in
the TPC arm, which is of particular interest given the profound impact of pain on QoL

« PRO results of this study are consistent with those reported in DESTINY-Breast03,2:3
demonstrating that HRQoL is sustained in T-DXd-treated patients with HER2-positive mBC

These PRO data, together with previous efficacy and safety data from DESTINY-Breast02,
support the benefit of T-DXd in patients with T-DM1-resistant HER2-positive mBC

EOQORTC, European Organisation for Research and Treatment of Cancer; GHS, global health status; HR, hazard ratio; mBC, metastatic breast cancer; QLQ-C30, Quality of Life Core 30
questionnaire; Qol, quality of life; TDD, time to definitive deterioration; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice.

1. Dams L et al. Support Care Cancer. 2022;30(5):4465-75. 2 Curigliano et al. Presented at ESMQO Breast; May 3-5, 2022, Berlin, Germany. Presentation 1630. 3. Corés et al. N Eng J
Med. 2022;386:12.
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Background

« A small but clinically significant proportion (~2-3%) of breast cancer tumors are considered
HER2-low (IHC 1+ or IHC 2+/ISH-) with low ER expression (IHC 1-10%)'2 and less
sensitivity to endocrine therapies

« Rather than behaving like tumors with high ER expression (IHC >10%), HER2-low, ER-low
(IHC 1-10%) breast cancers tend to mimic TNBC, which accounts for 10-15% of breast
cancers’?

+ ASCO/CAP guidelines recommend an IHC ER expression cutoff of 21% for ER positive
tumors, however, endocrine therapy studies are increasingly using a higher cut-off of 10%?23

» Potential for 3 classifications of ER expression: negative (IHC 0%), low (IHC 1-10%), and
positive (IHC >10%)

 This subgroup analysis explored efficacy and safety outcomes for T-DXd versus TPC in the
subset of patients from the DESTINY-Breast04 study* with low ER expression (IHC 1-10%)

ASCO, American Society of Clinical Oncology; CAP, College of American Pathologists; ER, estrogen receptor; HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; mBC, metastatic breast
cancer; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician's choice; TNBC  triple-negative breast cancer.

1. KimMC et al. J Breast Cancer. 2022,25:318-26_2 Yoder R et al. NPJBreast Cancer. 2022;8:80. 3. Tarantino P et al. J Clin Oncol 2020;38:1951-62_ 4 Modi Setal MEJM 2022;387-9-20
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DESTINY-Breast04 Study Design

An open-label, multicenter study (NCT03734029)1-3

Patientsa

+ HER2-low (IHC 1+ vs IHC 2+/ISH-),
unresectable, and/or mBC treated
with 1-2 prior lines of chemotherapy
in the metastatic setting

+ HR+ disease considered endocrine
refractory

Stratification factors
+ Centrally assessed HER2 statusP (IHC 1+ vs IHC 2+/ISH-)
« 1vs 2 prior lines of chemotherapy

+  HR+ (with vs without prior treatment with CDK4/6i) versus HR-

T-DXd
5.4 mg/kg Q3W
(n =373)

TPC

Capecitabine, eribulin,
gemcitabine, paclitaxel,
nab-paclitaxelc

(n = 184)

v

[ aiic '|i-.‘>:-.'|h_'.-||

Primary endpoint
- PFS by BICR (HR+)

Key secondary endpointsd
« PFS by BICR (all patients)
+ 0OS (HR+ and all patients)

Othersecondary endpoints
« PFS (investigator)

+ ORR (BICR and investigator)
« DOR (BICR)

« Safety

+ Patient-reported outcomes (HR+)e

ASCQO, American Society of Clinical Oncology; BICR, blinded independent central review; CAP, College of American Pathologists; CDK4/6i, cyclin-dependent kinase 4/6 inhibitors; DOR,, duration of response; HER2,
human epidermal growth factor receptor 2; HR, hormone receptor; ISH, in situ hybridization; IUO, investigational use only; mBC, metastatic breast cancer; ORR, objective response rate; OS, overall survival, PFS,
progression-Hree survival, Q3W, every 3 weeks; R, randomization; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician's choice.
#[f patients had HR+ mBC, prior endocrine therapy was required. *Performed on adequate archived or recent tumor biopsy per ASCO/CAP guidelines using the VENTANA HER2/neu (4B5) IUQ Assay system. =TPC
was administered according to the label. “Efficacy in the HR— cohort was an exploratory endpoint. =The patient-reported outcomes analysis was conducted in the HR+ cohort (per the statistical analysis plan) since the

primary efficacy endpoint was evaluated in the HR+ cohort.

1. Modi S etal. N Engl J Med 2022;387(1):9-20 2 Harbeck N et al. Presented at: San Antonio Breast Cancer Symposium 2022; December 5-9, 2022; San Antonio, TX. Poster P1-11-0.3. Prat A et al. Presented at

San Antonio Breast Cancer Symposium 2022; December 5-9, 2022; San Antonio, TX. Poster HER2-18.
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Baseline Demographic Characteristics of ER Sub

CNS, central nervous system, ER, estrogen receptor; HERZ2, human epidermal growth factor receptor 2, IHC, immunohistochemistry; ISH, in situ hybridization; PR, progesterone receptor, T-DXd, trastuzumab

Baseline Characteristica

Age
Median (range), years

ER-negative (IHC 0%

T-DXd (n = 40)

58.9 (36.6-78.9)

TPC (n = 18)

55.9 (32.6-80.5)

T-DXd {n = 35)

57.6 (31.5-76.4)

roups

TPC (n=17)

50.6 (32.6-69.7)

Age < 65 years, n, (%) 30 (75.0) 13 (72.2) 31 (88.6) 16 (94.1)
__ Age =65 years, n, (%) 10 (25.0) 5 (27.8) 4 (11.4) 1(5.9)
Race, n (%)
White 19 (47.5) 11 (61.1) 15 (42.9) 10 (58.8)
Black or African American 0 1(5.6) 1(2.9) 1(5.9)
Asian 20 (50.0) 6 (33.3) 14 (40.0) 5(29.4)
Other 1(2.9) 0 5 (14.3) 1(5.9)
Previous CDK4/6i, n (%)
Yes 2(5.0) 0 22 (62.9) 9 (52.9)
No 38 (95.0) 18 (100) 12 (34.3) 8 (47.1)
Missing 0 0 1(2.9) 0
Number of prior lines of chemotherapy, n (%)
1 16 (40.0) 5(27.8) 21 (80.0) 8 (47.1)
2 24 (60.0) 13 (72.2) 14 (40.0) 9 (52.9)
HER2 IHC/ISH status, n (%)
HER2 1+ 22 (55.0) 10 (55.6) 17 (48.6) 12 (70.6)
HER2 2+/ISH- 18 (45.0) 8 (44.4) 18 (51.4) 5(29.4)
PR expression, n (%)b
PR staining 1-10% of cells positive 0 0 20 (57.1) 4 (23.5)
PR staining > 10% of cells positive 0 0 4(11.4) 3(17.6)
PR staining unknown 0 0 0 0
Negative 40 (100.0) 18 (100.0) 1(31.4) 10 (58.8)
Baseline liver metastases, n (%) 19 (47.5) 5 (27.8) 23 (65.7) 8 (47.1)
“Baseline CNS metastases, n (%) 9 (12.9) 1(5.6) 1(2.9) 2(11.8)
“Pretreated anthracycline status, n (%) 30 (75.0) 9 (50.0) 25 (71.4) 12 (70.6)

deruxtecan, TPC, treatment of physician's choice.
2All patients (100%) in each subgroup were female. ENo patients in either subgroup had indeterminate PR expression.
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PFS in Patients by ER Expression >

Patients with ER-negative (IHC 0%) Patients with ER-low (IHC 1-10%)

700
Macian (RI%. CI) 85{43-11.7) 2901450 | Median (95% CI) 8.4 (56-12.2) 2.6 (1.2-4.5)
]
Hazard Ratia {85% &I 048 {028-0.08 i Hazard Ratio (95% CI) 0.24 (0.12:0.48)
80— | B0 = :
| = 1
= = 1
3 I_ g -
€ so 7 50— I
=
] E o
2 &
.E 1
5 2
‘n # 40 =
@ 40— 2
5 g
E‘ 2
& (i
—+ + 20—
20 censor:
Censor: : — TOXdn=38) L e e eeaa |
—TDddip=4n, IEm=m—————— -+ ===-TPC(n=17) i
ﬂHIHTC‘:_:EJ||||||||||||||||||:|1||| r4—T—7T7T 7T T T T T T T T T T T T T T T T T T T T
0 1 2 3 4 5 B 7 B 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 “123455?39'0”1213“;;:2'”:;;?18'9202122232425%2?232930
o Time, months No. at risk:
T-DXd(n=40) 40 39 33 29 28 25 21 20 19 18 13 13 11 11 10 8 T 5 5 4 4 4 4 3 2 O T-OXdn=35) 35 36 32 29 29 26 23 20 19 18 14 13 10 8 & 6 5 1 1 0
TPC(n=18) 16 17 11 7 6 4 3 3 2 2 2z 2 2 2 1 1 1 1 1 1 0 TPCn=17) 1718 8 4 4 3 2 1 1 1 1 1 1 10

» T-DXd achieved better PFS outcomes compared with TPC

Cl, confidence interval; ER, estrogen receptor; IHC, immunohistochemistry; NE, not estimable; O3S, overall survival, PFS, progression-free survival, T-DXd, trastuzumab deruxtecan; TPC, treatment of physician's choice.
Cutoff date: January 11, 2022.

2Analysis conducted in the full analysis set.
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OS in Patients by ER Expression

Patients with ER-negative (IHC 0%)

100 =
Median (5% C1) 18.2 {13.8-NE) B.3 (5.6-20.6)
!. R Hazard Ratio (95% CI) 0.48 (0.24-0.95)
B‘J_
El
[
3
w
E . .
2 40 — ';__
1
------- ===
]
20— - —— 4+,
Censor: :
T-DXd {n = 40) ,
= = TPC{n=18) |
o777 T T T T T T T T LI I N I BN N RN R R |
01 2 3 4 5 &6 7T 8B 8% 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28
Time, months
No. at risk:
T-DXd (n = 40) 40 39 38 37 36 34 34 32 ¥ W 28 27T 26 26 23 2319 14 13 9 8 8 T T & 6 5 4
TPC (n=18) 1 17 16 14 14 14 3 11 W0 & &8 & 7 6 6 5 &5 &5 &5 3 3 2 2 2 0

Overall survival

No. at risk:
T-DXd (n = 35)

.-ﬂ

Crafichi-Sankyn

Patients with ER-low (IHC 1-10%)

7 BN oxd | e
Median (95% CI) 20.0 (13.5-ME) 10.2 (7.8-14.5)
80— Hazard Ratio [95% CI) 0.35 (0.16-0.75)
60—
e e == ==y
I
40— .
]
|
]
"1
20— e e
Cansor:
o= +
— T.DXd (n = 35)
===« TPC(n=17)

‘Y~~r—T7T 7T 77T T T T T T rrrrrrrrrrrrrr
0 1 2 3 4 5 6 T 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
35 35 35 33 33 32 31 30 28 28 27 27 25 24 18 17 17 14 11 10 8 5 § 3 3 1 1 1 1 1 0

17 15 15 15 14 14 14 13 11 10 8 7 7 7 6 3 3 1 1 1 1 1 0

TPC (n=17)

* T-DXd achieved better OS outcomes compared with TPC

Cl, confidence interval, ER, estrogen receptor; IHC, immunachistochemistry; ME, not estimable; OS5, overall survival, PFS, progression-free survival, T-DXd, trastuzumab deruxtecan; TPC, treatment of physician's choice.

Cutoff date: January 11, 2022.
sAnalysis conducted in the full analysis set.
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ORR in Patients by ER Expression

Patients with ER-negative (IHC 0%) Patients with ER-low (IHC 1-10%)

60 - 60 -

50 - B O | TRc 50 - B TOxd | TPc
3 ORR 50.0 16.7 9 ORR 57.1 59
= 40 - (95%Cl) (33.8-662)  (3.6-41.4) = 40 ~ (95%Cl) (39.4-73.7)  (0.1-28.7)
% 30 - S 30 -
@ ?
e 20 - £ 20 -
S 10 £ 10 -
@) O

0 - 0 -

mT-DXd (n=40) mTPC (n=18) mT-DXd (n=35) mTPC (n=17)

* Confirmed ORR is higher with T-DXd versus TPC, regardless of ER expression

ER, estrogen receptor; IHC, immunchistochemistry; ORR, objective response rate; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician's choice.
zReported as hormone receptor-negative cohortin Modi Set al
Modi S etal NEnglJMed 2022;387(1):9-20.
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Most common TEAEs in 220% Patients with ER IHC 0-10% ™.

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 94
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 34.4 3.1
" Diarrhea 29.3 2.7 219 3.1
Aspartate aminotransferase increased 26.7 53 28.1 0
Alanine aminotransferase increased 18.7 40 219 0
White blood cell count decreased 18.7 5.3 31.3 25.0
Neutrophil count decreased 147 2.7 31.3 25.0
Median duration of treatment, months (range) 8.2(0.2to 33.3) 3.5(0.3to 17.6)

» Safety outcomes are consistent with results observed in the primary analysis

ER, estrogen receptor; IHC, immunchistochemistry; T-DXd, trastuzumab deruxtecan; TEAEs, treatment-emergent adverse events; TPC, treatment of physician's choice.
Modi Set al. N EnglJ Med. 2022;387(1).9-20.
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Conclusions

+ In this analysis, T-DXd showed better efficacy compared to TPC in terms of PFS, OS, and
ORR in patients with HER2-low, ER-low (IHC 1-10%) mBC

* These results are comparable with those seen for patients with HER2-low, ER-negative
(IHC 0%) mBC

« Consistent with the primary analysis of DESTINY-Breast04, T-DXd also demonstrated an
acceptable and manageable safety profile in patients with ER IHC 0-10%

This analysis provides evidence that patients with ER-low mBC have

similar outcomes to patients with ER-negative mBC with T-DXd achieving
better outcomes than TPC in patients with HER2-low, ER-low mBC

ER, estrogen receptor; IHC, immunchistochemistry; mBC, metastatic breast cancer; ORR, objective response rate; OS, overall survival, PFS, progressionsree survival, T-DXd, trastuzumab deruxtecan; TPC, treatment
of physician's choice; TNBC, triple-negative breast cancer.
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TRASTUZUMAB DERUXTECAN (T-DXD) VS TREATMENT OF
PHYSICIAN'S CHOICE (TPC) IN PATIENTS WITH HER2-LOW
UNRESECTABLE AND/OR METASTATIC BREAST CANCER: A DETAILED
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Hope S. Rugo, UCSF Helen Diller Family Comprehensive Cancer Center, San Francisco, CA, USA

Additional authors:

William Jacot, Eriko Tokunaga, Joohyuk Sohn, Fatima Cardoso, Binghe Xu, Maria Vidal, Miguel Gil-Gil, Naoto Ueno,
Aleix Prat, Halle CF. Moore, Ursula Hasler-Strub, David Cameron, Henrik Lindman, Klara Mezei, Rachana
Rajagopalan, Cecilia Orbegoso Aguilar, Fu-Chih Cheng, Aashima Puri,

Shanu Modi

On behalf of the investigators

43



Declaration of Interests U

Advisory and/or consultancy roles: Puma, NAPO, Blueprint, Daichi
Sankyo, and Scorpion Therapeutics

Institutional research grant and/or funding: Astellas Pharma Inc.;
AstraZeneca; Daiichi Sankyo, Inc.; Hoffmann-La Roche AG/Genentech,
Inc.; Gilead Sciences, Inc.; GlaxoSmithKline; Lilly; Merck & Co., Inc.;
Novartis Pharmaceuticals Corporation; OBl Pharma; Pfizer; Pionyr

Immunotherapeutics; Sermonix Pharmaceuticals Inc.; Taiho Oncology,
Inc., and Veru Inc.

44



DESTINY-Breast04 Study Design »

[ aiic '|i-.‘>:-.'|h_'.-||

An open-label, multicenter study (NCT03734029)1-3 _

Primary endpoint
T-DXd - PFSbyBICR (HR+)
5.4 mg/kg Q3W
(n =373)

Patientsa

+ HERZ2-low (IHC 1+ vs [HC 2+/ISH-),
unresectable, and/or mBC treated
with 1-2 prior lines of chemotherapy

Key secondary endpointsd
« PFS by BICR (all patients)
+ 0OS (HR+ and all patients)

in the metastatm sgttmg | _ TPC - Secondary endpointsd
- HR+ disease considered endocrine Capecitabine, eribulin, - PFS (investigator)
refractory gemcitabine, paclitaxel, ) )
nab-paclitaxelc + ORR (BICR and investigator)
Stratification f (n =184) - DOR (BICR)
tratification factors . Safety

- Centrally assessed HER?2 status® (IHC 1+ vs IHC 2+/ISH-) DCO: January 11, 2022
* 1vs 2 prior lines of chemotherapy
*  HR+ (with vs without prior treatment with CDK4/6i) versus HR-

- Patient-reported outcomes (HR+)e

ASCO, American Society of Clinical Oncology; BICR, blinded independent central review; CAP, College of American Pathologists; CDKI, cyclin-dependent kinase 4/6 inhibitors; DCO, data cutoff, DOR, duration of
response; HER2, human epidermal growth factor receptor 2; HR, harmone receptor; IHC, immunohistochemistry; ISH, in situ hybridization; mBC, metastatic breast cancer; ORR, objective response rate; OS5, overall
survival, PFS, progression{ree survival; R, randomization; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician's choice.

&f patients had HR+ mBC, prior endocrine therapy was required. *Performed on adequate archived or recent tumaor biopsy per ASCO/CAP guidelines using the VENTANA HERZ2/neu (4B5) investigational use only [IUO]
Assay system. “TPC was administered according to the label. #Efficacy inthe HR— cohort was an exploratory endpoint. =The patient-reported outcomes analysis was conducted inthe HR+ cohort (per the statistical
analysis plan) since the primary efficacy endpoint was evaluated in the HR+ cohort.

1. Modi S et al. N EnglJMed 2022;387{1)9-20_ 2 Harbeck N et al. Presented at- San Antonio Breast Cancer Symposium 2022; December 5-89, 2022; San Antonio, TX. Poster P1-11-0.3. Prat A et al. Presented at
San Antonio Breast Cancer Symposium 2022, December 5-9, 2022, San Antonio, TX. Poster HER2-18.
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DESTINY-Breast04 Background

-
Efficacy in All Patients’

(HR+ and HR-)

Progression-Free Survival (by BICR)

T-DXd 9.9mo
51mo

TPC
Hazard ratio: 0.50, P <0.0001

Median

~

Overall Survival

T-DXd
TPC

Median

Hazard ratio: 0.64, P=0.001

o

23.4mo
16.8 mo

J

T-DXd is the first HER2-directed therapy to
demonstrate statistically significant and clinically
meaningful improvement in PFS and OS versus TPC'

Similar magnitudes of benefit were reported across
all subgroups, including HERZ2 IHC status and prior
CDK4/6i use?

Treatment with T-DXd also delayed deterioration of
global health score/quality of life2

DESTINY-Breast04 established HER2-low (IHC 1+,
IHC 2+/ISH-) mBC as a new targetable patient
population, with T-DXd as a new standard of care’

BICR, blinded independent central review, COK4/8i, cyclin-dependent kinase 4/6 inhibitors; HER2, human epidermal growth factor receptor 2; HR, hormone receptor; IHC, immunohistochemistry; ISH, in situ
hybridization; mBC, metastatic breast cancer; mo, month; OS5, overall survival, PFS, progression{free survival, T-DXd, trastuzumab deruxtecan; TPC, treatment of physician's choice.
1. Modi S etal NEnglJMed. 2022;387(1):9-20. 2. Ueno N et al. Presented at: ESMO 2022; September 9-13, 2022.
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Exposure-Adjusted Incidence Rates2 Overview

T-DXd TPC
n=2373 n=184
Safety analysis set®, n (%) 371(99.5%) 172(93.5%) . EAI RS were measured to
Treatment duration, median (range), mo 8.2(0.2-33.3) | 3.5(0.3-17.6) account for differences in
Exposure, patient-years¢ 283.55 63.59 treatment duration exposure
between T-DXd and TPC
EAIR, any-grade TEAE 1.30 2.66 .
and provide a more
EAIR, grade 23 TEAE 0.69 1.82 meaningful Comparison
EAIR, any-grade serious TEAE 0.36 0.68 . EA'RS per patient—year were
EAIR, grade =23 serious TEAE 0.28 0.49 lower in the T-DXd arm than
EAIR, TEAE associated with drug discontinuation 0.21 0.22 in the TPC arm for all overall
EAIR, TEAE associated with dose reduction 0.30 1.04 parameters Of TEAES
EAIR, TEAE associated with dose interruption 0.50 1.13

EAIR, exposure-adjusted incidence rate; mo, month; TEAE, treatment emergent adverse events, T-DXd, trastuzumab deruxtecan, TPC, treatment of physician's choice.

sEAIR is the number of patients with at least 1 adverse event incidence divided by the sum of patient-years of exposure over patients in the safety analysis set (total patient-years of exposure). ®Data cutoff: January 11,
2022 =Patientyears of exposure were the treatment duration with year as unit.

Modi S etal NEngl!JMed 2022;387(1):9-20.
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Exposure-Adjusted Incidence Rates for Selected TEAEs D
in 210% of Patientsa

T-DXd TPC

n=371 n=172
n (%) Any Grade Grade23 Any Grade Grade23
Total patient-years of exposure 283.5 63.6 .
Nausea 282 (76.0) 17 (4.6) 52 (30.2) 0 * EAIRS_ per patlent—yfear for
EAIR per patient-year 0.99 0.06 0.82 0 anemia, neutropenia,
ngﬁiting cent 150(40.4) 6(1.6) 23(13.4) 0 alopecia, and fatigue were

per patient-year 0.53 0.02 0.36 0 . .

Anemia 143 (38.5) 38(10.2) 47 (27.3) 9(5.2) hlgher in the TPC arm than
EAIR per patient-year 0.50 0.13 0.74 0.14 the T-DXd arm
Neutropenia 126 (34.0) 52 (14.0) 90 (52.3) 71(41.3) )
EAIR per patient-year 0.44 0.18 1.42 1.12 * EAIRs per patient-year for
Thrombocytopenia 95 (25.8) 22 (5.9) 16 (9.3) 1(0.6) nausea, Vomiting’
EAIR per patient-year 0.34 0.08 0.25 0.02 thrombocvtopenia. and ILD
Alopecia 147 (39.6) 0 57 (33.1) 0 ] y p '
EAIR per patient-year 0.52 0 0.90 0 were higher in the T-DXd arm
Fatigue 199 (53.6) 32(8.6) 83 (48.3) 8(4.7) than the TPC arm
EAIR per patient-year 0.70 0.11 1.31 0.13
ILD 45 (12.1) 8(2.2) 1(0.6) 0
EAIR per patient-year 0.16 0.03 0.02 0

EAIR, exposure-adjusted incidence rate; ILD, interstitial lung disease; mo, month; TEAE, treatment emergent adverse events; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician's choice.
=Based on any grade events inthe T-DXd arm; data cutoff: January 11, 2022
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Selected TEAEs? for 210% of Patients

Median Time to First Onset Median Duration of First Event
Nausea 85 mT-DXd =TPC Nausea meT-DXd mTPC
Vomiting 95 22 Vomiting
Anemia 43 Anemia
] 23.5 -
Neutropenia F Neutropenia
Thrombocytopenia “29 Thrombocytopenia
129
ILD “ ILD Non.cvaluable
0 20 40 60 80 100 120 140 0 10 20 30 40 50
Time (days) Time (days)

« Median TTO of gastrointestinal and hematological TEAEs was generally within the first month of treatment

« Median DUR for gastrointestinal TEAEs was a median of 3 up to 10 days whereas for hematological TEAEs was
a median of 8 up to 34 days

DUR, duration of first event; ILD, interstitial lung disease; mo, month; TEAE, treatment emergent adverse events; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician's choice; TTO, time to first onset.
#ncludes the most common TEAEs and ILD that was identified as a TEAE of special interest; data cutoff: January 11, 2022

ESMO BC 2023 #1850 Oral

49



Incidence of Selected TEAEs by Cyclea

0
" Cycle 1 Cycle 2 Cycle 3 Cycle 1 Cycle 2 Cycle 3
n =371 n =357 n= 330 n=172 n=162 n=131
Nausea 63.3 17.3
Vomiting 10.6 10.6 6.4 43 0.8
Anemia 15.4 48 42 12.8 74 53
Neutropenia 13.5 8.4 6.7 16.0 15.3
Thrombocytopenia 12.7 1.7 1.5 5.8 3.7 08
Fatigue 12.9 55 - 86 84
Diarrhea 15.4 42 6.1 14.5 56 15
Decreased Appetite 18.1 7.0 45 10.5 5.6 3.8

Shading
cutoffs

-

-DXd

3

=10%

=10

-220%

=20

-230%

=30

-<40%

=40

-250%

=50

-260%

=60

-<70%

R
U

* Theincidence of selected TEAEs in both arms was higher in cycle 1 and decreased thereafter

TEAE, treatment emergent adverse events; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician's choice.
STEAEs observed in =20% of patients at any given cycle; data cutoff: January 11, 2022.
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Nausea and Vomiting

» 189/371 patients (50.9%) in the T-DXd arm and 64/172 patients (37.2%) in the TPC
arm received antiemetic prophylaxis?2

Nausea Vomiting
n (%)
Dose reduction associated with N/V 17 (4.6) 4 (2.3) 3(0.8) 1(0.6)
Drug interruption associated with N/V 5 (1.3) 4 (2.3) 0 0
Drug discontinuation associated with N/V 1(0.3) 0 1(0.3) 0

Use of prophylaxis was not mandatory per the study protocol but was

recommended and administered in accordance with local institutional guidelines

MM, nausea or vomiting; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician's choice.
#Prophylaxis included antiemetics and antinauseants, corticosteroids for systemic use, drugs for functional gastrointestinal disorders, or other.
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Neutropenia and Febrile Neutropenia Troa R ———

» Treatment-related neutropenia and febrile neutropenia 00 X
of any grade were less frequent in the T-DXd arm than " o TPC
the TPC arm (12.9% vs 18.0% and 0.3% vs 2.9%, g
respectively) § ' 49 i

» Neutropenia and febrile neutropenia were associated * : [2]
with fewer drug interruptions and dose reductions in . ' 00

the T-DXd arm, than in the TPC arm Grade1 Grade2 Grade3 Graded Grade5

Treatment-related Febrile Neutropenia Per Grade

Neutropenia Febrile neutropenia 3
m T-DXd
T-DXd TPC T-DXd TPC 25 23 2 TPC
n (%) n= 371 n=172 n= 371 n=172 % 9
Associated with dose reduction 11(3.0) 24(14.0) 1(0.3) 3(1.7) E 15
Associated with drug interruption 34(9.2) 39(22.7) 0 2(1.2) o 1 06
Associated with drug discontinuation 0 0 1(0.3) 0 05 03
00 00 0 0 . 0
0

Grade1 Grade2 Grade3 Graded Grade5
DCO, data cutoff; TEAE, treatment emergent adverse events; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician's choice.
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G-CSF Use for Neutropenia and Febrile Neutropenia O

T-DXd TPC
n (%) n =371 n=172
Patients treated with G-CSF within 28 days of onset 25 (6.7) 34 (19.8)
G-CSF use for neutropenia 24 (6.5) 33 (19.2)
G-CSF use for febrile neutropenia 1(0.3) 2 (1.2)

 Patients treated with G-CSF within 28 days of neutropenia/febrile neutropenia onset
was less frequent in the T-DXd arm than the TPC arm

« This suggests that T-DXd-induced neutropenia was likely manageable with routine
clinical practice, dose modifications, and the use of supportive medication

G-CSF, granulocyte colony-stimulating factor; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician's choice..
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Drug-Related TEAEs Based on Age

<65 years

z65years

n (%)

Any grade drug-related TEAEs? 258(89.3) 92(73.0) 67 (81.7) 38 (82.6)

Grade >3 drug-related TEAEs 115(39.8) 71(56.3) 39 (47.6) 28 (60.9)

Most prevalentdrug-related TEAESs (all grades)?
Nausea 213(73.7) 27 (21.4) 58 (70.7) 14 (30.4)
Vomiting 102 (35.3) 11(8.1) 24 (29.3) 6 (13.0)
Neutropenia 97 (33.6) 65 (51.6) 26 (31.7) 23 (50.0)
Anemia 93 (32.2) 26 (20.6) 30 (36.6) 13(28.3)
Thrombocytopenia 74 (25.6) 9(7.1) 14 (17.1) 7(15.2)
ILD 29(10.0) 1(0.8) 14 (17.1) 0

TEAESs associated with drug discontinuation 40 (13.8) 12(9.5) 20(24.4) 2(4.3)
ILD/Pneumonitis 25 (8.7) 0 12(14.6) 0

* Thetoxicity profile for T-DXd was consistent regardless of age

* mPFS also favored T-DXd over TPC in all patients, regardless of age’

o Patients <65 years had an mPFS of 9.8 months (95% CI, 8.4-11.3 months)in the T-DXd arm and
4.6 months (95% CI, 2.9-5.9 months) in the TPC arm; hazard ratio was 0.47 (95% CI, 0.37-0.61)

o Patients 265 years had a mPFS of 11.4 months (95% CI, 8.3-13.3 months) in the T-DXd arm and 6.2 months
(95% ClI, 4.3-10.8 months) in the TPC arm; hazard ratio was 0.57 (95% CI, 0.36-0.89)

ILD, interstitial lung disease; mPF3S, median progression-free survival, TEAE, treatment emergent adverse events; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician's choice.

=Drug-related TEAEs reported in 10% of patients in either treatment arm.

1. Harbeck M et al. Presented at: San Antonio Breast Cancer Symposium 2022; December 5-9, 2022; San Antonio, TX. Poster P1-11-0.3.
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Adjudicated Drug-Related ILD v

» Adjudicated ILD occurred in 45 patients Treatment-related ILD Per Grade
(12.1%) in the T-DXd arm versus in 1 patient 7 65
(0.6%) in the TPC arm . = T-DXd
m TPC
* Most ILD events were low in grade; 3 patients 5
(0.8%) had grade 5 ILD in the T-DXd arm 84| .
« At DCO, 31 patients (68.9%) in the T-DXd g 3
arm recovered, were recovering, or "
recovered with sequalae and 10 patients 13
(22.2%) in the T-DXd arm had not yet N K I
recovered 0 - - - I -
Grade 1 Grade 2 Grade 3 Grade 4 Grade 5

DCO, data cutoff, ILD, interstitial lung disease; T-DXd, trastuzumab deruxtecan, TPC, treatment of physician's choice.
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Re-Treatment in Patients After Occurrence of Grade 1ILD

Fomale, 54 years (s0/s0) |

Female, 41 years (PR/PR) | o
Female, 67 years (PR/PR) [ A
Female, 68 years (PRIPR) [ . Po

m Treatment duration beforellLD

= LD duration
m Retreatment duration

ILD recurrence

Female, 68 years (ProPr) | )

Female, 71 years (PRIPR) —

0 200 400 600
Duration (Days)

1000 1200

* 6 patients with grade 1 ILD (as assessed by investigator) were re-treated after resolution; 1 of these
patients had a second ILD event that was adjudicated as grade 2 by the adjudication committee at

re-occurrence

« At DCO, 1 patient discontinued due to an AE; 2 patients discontinued due to PD; 3 patients remained on T-DXd

AE, adverse event; DCO, data cutoff; ILD, interstitial lung disease; PD, progressive disease; PR, partial response; 5D, stable disease; T-DXd, trastuzumab deruxtecan.
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Conclusions

* EAIRs for anemia, neutropenia, alopecia and fatigue were lower for T-DXd, whereas nausea,
vomiting, thrombocytopenia and I[LD were higher, compared to TPC

* Treatment-related neutropenia and febrile neutropenia occurred more often in patients treated with
TPC, compared to T-DXd

* Theincidence of any-grade drug-related TEAEs was similarfor patients aged <65 and 265 years

* For T-DXd, the incidence of grade =23 TEAEs and TEAEs associated with drug discontinuations
was higher in patients aged =65 years compared with patients aged <65 years

* Most ILD/pneumonitis events associated with T-DXd were low in grade and resolved over time

» Of the 6 patients with grade 1 ILD who were re-treated with T-DXd, 1 patient discontinued due to
an AE; 2 patients discontinued due to PD; 3 patients remained on T-DXd at DCO

* [LD/pneumonitis remains an important identified risk and an adverse event of interest and proper
adherence to management guidelines is highly recommended

T-DXd demonstrateda manageable safety profile consistent with prior reports and results from this

safety analysis continue to support its use as the new standard of care in patients with HER2-low mBC

AE, adverse event; DCO, data cutoff, EAIR, exposure-adjusted incidencerate; ILD, interstitial lung disease; PD, progressive disease; TEAE, treatment emergent adverse events; T-DXd, trastuzumab deruxtecan; TPC,
treatment of physician's choice.
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T-DXd in Patients With HER2-Overexpressing/Amplified (HER2 +)
Metastatic Colorectal Cancer (MCRC): Primary Results From the
Multicenter, Randomized, Phase 2 DESTINY-CRC02 Study

Kanwal Raghav, The University of Texas MD Anderson Cancer Center, Houston, TX, USA
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Background and Objective

* HER2+ mCRC

« HER2+ (IHC 3+ or IHC 2+/ISH+) mCRC represents about 2%-3% of mCRC'2, and is associated with
resistance to EGFR-targeted therapy3-°

= Ongoing research has shown HER2-targeted therapies to be a promising strategy for patients with
HER2+ mCRC, an area of unmet need®

* T-DXd is designed to deliver an optimal antitumor effect

= T-DXd is an antibody-drug conjugate made up of 3 components: a humanized anti-HER2 1gG1
monoclonal antibody, a topoisomerase | inhibitor payload, and a tetrapeptide-based cleavable linker’:8

= T-DXd 6.4 mg/kg Q3W showed antitumor activity in patients with HER2+ mCRC in DESTINY-CRCO01°

Here we present the efficacy and safety of T-DXd 5.4 mg/kg and 6.4 mg/kg in patients with HER2+,

RAS wild-type or mutant, BRAF wild-type mCRC who have received prior standard of care
chemotherapy, in order to further characterize the benefit-risk profile of T-DXd in this patient population

BRAF, v-raf murine sarcoma viral oncogene homolog B1; EGFR, epidermal growth factor receptor; HER2, human epidermal growth factor receptor 2; IlgG1, immunoglobulin G1; IHC, immunohistochemistry;

ISH, in situ hybridization; mCRC, metastatic colorectal cancer; Q3W, every 3 weeks; RAS, rat sarcoma; T-DXd, trastuzumab deruxtecan.

1. Ross JS et al. Cancer.2018;124:1358-1373. 2. Siena S etal. Ann Oncol. 2018;29:1108-1119. 3. Bertotti A et al. Nature. 2015;526:263-267. 4. Leto SM, Trusolino L. J Mol Med (Berl). 2014;92:709-722.

5. Yonesaka K et al. Sci Transl Med.2011;3:99ra86. 6. Yoshikawa A et al. Cancers. 2023;15(1):183.7. Nakada T et al. Chem Pharm Bull (Tokyo). 2019;67:173-185. 8.0gitani Y et al. Clin CancerRes. 2016;22:5097-
5108.9. Siena S et al. Lancet Oncol 2021;22:779-789.
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DESTINY-CRC02 Study Design

ﬂ

aiichi -.':sii:ll‘i_'fl 1

A randomized, blinded, 2-stage, 2-arm, multicenter, global, phase 2 study (NCT04744831)

* Stage 1 (randomized) was followed by Stage 2 (nonrandomized), which enrolled an additional 42 patients
Stage 1 Stage 2

Primary endpoint:

mmd 54 mglk
2 * cORR by BICR

Patients with HER2+, « CORR by investigator
RAS wild-type or mutant, | | * DoR
BRAF wild-type, unresectable, [lKE * DCR
« CBR
recurrent, or nCRC . PFS
- 0S

Stratified by: Safety and tolerability

Secondary endpoints®:

* ECOGPS of 0 or 1

* Centrally confirmed HER2 status:
IHC 3+ or IHC 2+/ISH+2

* RAS status (wild-type or mutant)

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

Primary analysis®

(Data cutoff:
November 1, 2022)

BICR, blinded independent central review; BRAF, v-raf murine sarcoma viral oncogene homolog B1; CBR, clinical benefitrate; cORR, confirmed objective responserate; DCR, disease control rate; DoR, duration of
response; ECOG PS, Eastern Cooperative Oncology Group performance status; HER2, human epidermal growth factor receptor2; IHC, immunohistochemistry; ISH, in situ hybridization; 1V, 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.

aHER?2 status was assessedwith the Roche VENTANA HER2 Dual ISH DNA probe cocktail assay (1UQ). "Exploratory 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 fromthe study, whichever was earlier.
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Baseline Characteristics

T-DXd T-DXd
5.4 mg/kg Q3W 6.4 mg/kg Q3W

Median age, years (range) 58.2 (26-78) 60.6 (30-84) 59.1 (26-84) 62.3 (35-81)
Sex, n (%) 21 (52.5) 24 (57 1) 45 (54.9) 19 (47.5)
Male
Region, n (%)
Asia-Pacific 25 (62.5) 22 (52.4) 47 (57.3) 24 (60.0)
us 5 (12.5) 1(2.4) 6 (7.3) 2 (5.0)
Europe 10 (25.0) 19 (45.2) 29 (35.4) 14 (35.0)
HER2 status, n (%)
IHC 3+ 32 (80.0) 32 (76.2) 64 (78.0) 34 (85.0)
IHC 2+/ISH+ 8 (20.0) 10 (23.8) 18 (22.0) 6 (15.0)
ECOG PS, n (%)
0 22 (55.0) 4 (57.1) 46 (56.1) 22 (55.0)
1 18 (45.0) 18 (42.9) 36 (43.9) 18 (45.0)
RAS status, n (%)
Wild-type 34 (85.0) 34 (81.0) 68 (82.9) 34 (85.0)
Mutant 6 (15.0) 8 (19.0) 14 (17 1) 6 (15.0)

ECOG PS, Eastern Cooperative Oncology Group performance status; HER2, human epidermal growth factor receptor 2; IHC, immunochistochemistry; ISH, in situ hybridization; Q3W, every 3 weeks;

RAS, rat sarcoma; T-DXd, trastuzumab deruxtecan.
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Baseline Characteristics (cont.)

T-DXd T-DXd
5.4 mg/kg Q3W 6.4 mg/kg Q3W

HER2/RAS status, n (%)

IHC 2+ ISH+/wild-type 7(17.5) 5(11.9) 12 (14.6) 6 (15.0)

IHC 2+ ISH+/mutant 1(2.5) 5(11.9) 6 (7.3) 0

IHC 3+/wild-type 27 (67.5) 29 (69.0) 56 (68.3) 28 (70.0)

IHC 3+/mutant 5(12.5) 3(7.1) 8 (9.8) 6 (15.0)
Liver metastases at baseline, n (%) 29 (72.5) 30 (71.4) 99 (72.0) 26 (65.0)
CNS metastases at baseline, n (%) 3(7.5) 0 3(3.7) 1(2.5)
Primary tumor site, n (%)

Left colon2 32 (80.0) 29 (69.0) 61 (74.4) 34 (85.0)

Rectum 15 (37.5) 12 (28.6) 27 (32.9) 19 (47.5)
Right colon® 8 (20.0) 13 (31.0) 21 (25.6) 6 (15.0)

CNS, central nervous system; HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; ISH, in situ hybridization; Q3W, every 3 weeks; RAS, rat sarcoma; T-DXd, trastuzumab deruxtecan.
3Includes rectum, sigmoid, and descending. ®Includes cecum, ascending, and transverse.
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Prior Treatment

T-DXd T-DXd
5.4 mg/kg Q3W 6.4 mg/kg Q3W

Median prior lines of systemic therapy, n (range) 4 (1-12) 3 (1-7) 3 (1-12) 4 (1-8)
Systemic chemotherapy, n (%) 40 (100) 42 (100) 82 (100) 40 (100)
Irinotecan 39 (97.9) 40 (95.2) 79 (96.3) 40 (100)
Fluoropyrimidines? 40 (100) 42 (100) 82 (100) 40 (100)
Oxaliplatin 40 (100) 41 (97.6) 81 (98.8) 40 (100)
Anti-EGFR, n (%) 29 (72.5) 28 (66.7) 57 (69.5) 31 (77.5)
Anti-HER2, n (%) 11 (27.5) 6 (14.3) 17 (20.7) 10 (25.0)
HER2 TKI® 6 (15.0) 4 (9.5) 10 (12.2) 7 (17.5)
Anti-HER?2 antibodies® 10 (25.0) 6 (14.3) 16 (19.5) 10 (25.0)
Anti-VEGF, n (%) 36 (90.0) 38 (90.5) 74 (90.2) 38 (95.0)
Regorafenib and tipiracil/trifluridine, n (%) 20 (50.0) 14 (33.3) 34 (41.5) 13 (32.5)
Other systemic therapy, n (%) 5 (12.5) 6 (14.3) 11 (13.4) 10 (25.0)

5FU, fluorouracil; EGFR, epidermal growth factor receptor; HER2, human epidermal growth factor receptor 2; Q3W, every 3 weeks; T-DXd, trastuzumab deruxtecan; TKI, tyrosine kinase inhibitor; VEGF, vascular

endothelial growth factor.
aIncludes 5FU, capecitabine, S1, or tegafur. PIncludes tucatinib and lapatinib. ¢Includes trastuzumab, trastuzumab duocarmazine, trastuzumab emtansine, pertuzumab, and zanidatamab (ZW25).
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Efficacy Results

T-DXd T-DXd
5.4 mg/kg Q3W 6.4 mg/kg Q3W

cORR, n (%) [95% CI] 18 (45.0) [29.3-61.3] 13 (31.0) [17.6-47.1] 31 (37.8) [27.3-49.2] 11 (27.5) [14.6-43.9]

CR 0 0 0 0

PR 18 (45.0) 13 (31.0) 31 (37.8) 11 (27.5)

SD 20 (50.0) 20 (47.6) 40 (48.8) 23 (97.9)

PD 2 (5.0) 6 (14.3) 8 (9.8) 4 (10.0)

NE 0 3(7.1) 3(3.7) 2 (5.0)
Confirmed DCR, n (%) [95% CI] 38 (95.0) [83.1-99 4] 33 (78.6) [63.2-89.7] 71 (86.6) [77.3-93.1] 34 (85.0) [70.2-94 3]
Median DoR, mo (95% CI) 8.1 (4.2-NE) 4.6 (4.1-7.0) 5.5 (4.2-8.1) 9.5 (3.7-NE)
Median follow-up, mo (range) 10.6 (2.9-17.1) 7.7 (0.5-10.3) 8.9 (0.5-17.1) 10.3(0.7-16.4)
Median treatment duration, mo (range) 5.9(1.4-13.2) 4.8(0.7-10.8) 5.5(0.7-13.2) 49(0.7-13.8)
Median total dose, mg/kg (range) 39.6 (10.5-96.8) 37.4 (5.4-81.3) 37.8 (5.4-96.8) 40.8 (6.4-128.4)
Median number of cycles initiated (range) 8.0 (2-19) 7.0 (1-15) 7.0(1-19) 7.0 (1-20)

ASCO 2023 #3501 Oral

cORR, confirmed objective responserate; CR, complete response; DCR, disease control rate; DoR, duration of response; mo, month; NE, not evaluable; PD, progressive disease; PR, partial response;
Q3W, every 3 weeks; SD, stable disease; T-DXd, trastuzumab deruxtecan.
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Median Progression-Free Survival by BICR
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BICR, blinded independent central review; PFS, progression-free survival; Q3W, every 3 weeks; T-DXd, trastuzumab deruxtecan.

ASCO 2023 #3501 Oral

66



ASCO 2023 #3501 Oral

Median Overall Survival
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NE, not evaluable; Q3W, every 3 weeks; T-DXd, trastuzumab deruxtecan.
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Best Percentage Change in Sum of Diameters by BICR
for T-DXd 5.4 mg/kg
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T-DXd 5.4 mg/kg Q3W Total (N = 82) R
RAS mutant

Best % Change in Sum of
Diameters from Baseline
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-100 - Best minimumchange, % A
n Mean Standard deviation Median Minimum Maximum
80 -258 29.15 -23.0 -100 43
HER?2 status? m |[HC 3+ (n =63) m |[HC 2+/ISH+ (n =17)

BICR, blinded independent central review; HER2, human epidermal growth factor receptor2; IHC, immunohistochemistry; ISH, in situ hybridization; Q3W, every 3 weeks; RAS, rat sarcoma; T-DXd, trastuzumab

deruxtecan.

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

IHERZ status was assessedby central laboratory.
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Best Percentage Change in Sum of Diameters by BICR O
for T-DXd 6.4 mg/kg

T-DXd 6.4 mg/kg Q3W Stage 1 (N = 40)
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HER2 status® m IHC 3+ (n=33) m IHC 2+/ISH+ (n =6)

BICR, blinded independent central review; HER2, human epidermal growth factor receptor 2; IHC, immunochistochemistry; ISH, in situ hybridization; Q3W, every 3 weeks; RAS, rat sarcoma; T-DXd, trastuzumab
deruxtecan.

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

aHER2 status was assessedby central laboratory.
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Best Overall Response by BICR by Subgroup With O
T-DXd 5.4 mg/kg

ORR, % (n/N) 95% Cla

All patients (5.4 mg/kQ) N =82 ¢ 37.8 (31/82) 27.3-49.2
i
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i
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|
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Primary tumor site _ I
Right colond . : 33.3 (7/21) 14.6-57.0
|
) ) No o 36.9 (24/65) 25.3-49.8
Prior anti-HER2 treatment I
Yes : . 41.2 (7117) 18.4-67.1

| | | | | | | |
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Objective Response Rate, %
BICR, blinded independent central review; ECOG PS, Eastern Cooperative Oncology Group Performance Status; HER2, human epidermal growth factor receptor2; IHC, immunohistochemistry; ISH, in situ

hybridization; ORR, objective responserate; RAS, rat sarcoma; T-DXd, trastuzumab deruxtecan.
aBased on the exact Clopper-Pearson method for binomial distribution. PAll RASm responders were IHC 3+. Includes rectum, sigmoid, and descending. YIncludes cecum, ascending, and transverse.
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Overall Safety Summary

n (%)
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)
TEAESs 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)
TEAESs associated with drug discontinuation 3(7.3) 5(11.9) 8 (9.6) 3(7.7)
Drug-related 3(7.3) 3(71) 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)
TEAEs 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)
TEAESs associated with death 1(2.4) 3(7.1) 4 (4.8) 3(7.7)
Drug-related 1(2.4)° 0 1(1.2)° 0

Q3W, every 3 weeks; T-DXd, trastuzumab deruxtecan; TEAEs, treatment-emergent adverse events.

21 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. PPatient experienced grade 5 hepatic failure. “There was 1 adjudicated,
drug-related, grade 5 ILD/pneumonitis event, which was reported as respiratory failure, which was consideredunrelated to study drug by investigator.
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TEAESs in 220% of Patients?
N = 83b N=239

n (%) Any-grade Any-grade

Any TEAEs 82 (98.8) 41 (49.4) 39 (100) 23 (59.0)
Nausea 48 (57.8) 7(8.4) 22 (56.4) 0
Fatigue® 38 (45.8) 8 (9.6) 18 (46.2) 2(5.1)
Neutropeniad 25 (30.1) 14 (16.9) 18 (46.2) 11 (28.2)
Decreased appetite 25 (30.1) 2(2.4) 6 (15.4) 0
Anemia® 22 (26.5) 8 (9.6) 16 (41.0) 9(23.1)
Thrombocytopeniaf 21 (25.3) 5 (6.0) 14 (35.9) 5(12.8)
Alopecia 20 (24.1) 0 11 (28.2) 0
Constipation 20 (24.1) 0 5(12.8) 0
Diarrhea 19 (22.9) 2 (2.4) 11 (28.2) 0
Vomiting 17 (20.5) 4 (4.8) 3(7.7) 0

Q3W, every 3 weeks; T-DXd, trastuzumab deruxtecan; TEAEs, treatment-emergent adverse events.

Febrile neutropenia occurredin 1 patient in both Stage 1 (grade 3) and Stage 2 (grade 1) treated with T-DXd 5.4 mg/kg and 1 patient treated with T-DXd 6.4 mg/kg (grade 4)

aBased on the total population treated with T-DXd 5.4 mg/kg. °1 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. Fatigue
includes the preferredterms asthenia, fatigue, malaise and lethargy. INeutropenia includes the preferred terms neutrophil count decreased and neutropenia. ®Anemia includes the preferred terms hemoglobin
decreased, red blood cell count decreased, anemia, and hematocrit decreased. Thrombocytopenia includes the preferredterms platelet count decreasedand thrombocytopenia.
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Adjudicated Drug-Related ILD/Pneumonitis by <

Independent Adjudication Committee

T-DXd T-DXd
5.4 mg/kg Q3W 6.4 mg/kg Q3W

Adjudicated as drug-related
ILD/pneumonitis, n (%)

Any grade 4 (9.8) 3(7.1) 7 (8.4) 5(12.8)
Grade 1 1(2.4) 0 1(1.2) 2 (5.1)
Grade 2 3(7.3) 3(7.1) 6 (7.2) 2 (5.1)
Grade 3 0 0 0 0
Grade 4 0 0 0 0
Grade 5 0 0 0 1(2.6)°

ILD, interstitial lung disease; Q3W, every 3 weeks; T-DXd, trastuzumab deruxtecan.

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. "“There was 1 adjudicated, drug-related, grade 5 ILD/pneumonitis event,
which was reported as respiratory failure, which was consideredunrelated to study drug by investigator.
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Conclusions

* Promising antitumor activity was observed in patients with HER2+ mCRC at both the T-DXd 5.4 mg/kg and 6.4
mg/kg doses
Numerically higher cORR in patients who received T-DXd at 5.4 mg/kg than 6.4 mg/kg (37.8% and
27.5%, respectively)
Greater antitumor activity (ORR) was observed in patients with IHC 3+ HERZ2 status (n/N = 30/64; 46.9%) than
those with IHC 2+/ISH+ HER2 status (n/N = 1/18; 5.6%) at the 5.4 mg/kg dose
= Antitumor activity (ORR) was observed in patients with (28.6%) and without (39.7%) RAS mutations, and in
patients who received prior anti-HER2 therapy (41.2%) at the 5.4 mg/kg dose

* Overall safety was acceptable, generally manageable, and consistent with the known safety profile of T-DXd,

favoring the 5.4 mg/kg dose
= All-grade adjudicated as drug-related ILD/pneumonitis rates were lower with T-DXd 5.4 mg/kg (8.4%) compared
with T-DXd 6.4 mg/kg (12.8%)
There was no grade 23 ILD/pneumonitis cases in the 5.4 mg/kg arm, and there was 1 grade 5 drug-related
ILD/pneumonitis case in the 6.4 mg/kg arm

These promising results support T-DXd 5.4 mg/kg as the optimal dose (as a single agent)
In this patient population due to its positive benefit-risk profile

cORR, confirmed objective response rate; HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; LD, interstitial lung disease; ISH, in situ hybridization; mCRC, metastatic colorectal cancer,;

ORR, objective response rate; Q3W, every 3 weeks; RAS, rat sarcoma; T-DXd, trastuzumab deruxtecan.
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