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#%7s DESTINY-Breast04

A5 e NEW ENGLAND
%/~ JOURNAL of MEDICINE

“ ORIGINAL ARTICLE I‘

Trastuzumab Deruxtecan in Previously
Treated HER2-Low Advanced Breast Cancer
S. Modi, W. Jacot

NT. U A

. I. Yamashita, ). Sohn, M. Vidal, E. Tokunaga, ). Tsurutani,
.T. Ueno, A, Prat, Y.5. Chae, K.S. . N. Niikura, Y.H. Park, B. Xu, X, Wang,
M. Gil-Gil, W. Li, J.-Y. Pierga, S.-A. Im, H.C.F. Moore, H.S. Rugo, R. Yerushalmi,
F. Zagouri, A. Gombos, 5.-B. Kim, Q. Liu, T. Luo, C. Saura, P. Schmid, T. Sun,
D. Gambhire, L. Yung, Y. Wang, |. Singh, P. Vitazka, G. Meinhardt, N. Harbeck

and D.A. Cameron

J
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Trastuzumab Deruxtecan (T-DXd) vs

Treat ment of Physiciandos Choice I n Pa
HER2low Unresectable and/or Metastatic Breast Cancer:
Results of DESTINY-Breast04, a Randomized, Phase 3 Study

Shanu Modi Memorial Sloan Kettering Cancer Center, Memorial Hospital, New York, USA

Additional authors: William Jacot, Toshinari Yamashita Joo Hyuk Sohn, Maria Vidal,
Eriko Tokunaga, Junji Tsurutani, Naoto Ueno, YeeSoo Chae Keun Seok Lee, Naoki
Niikura, Yeon Hee Park, Xiaojia Wang, Binghe Xu, Dhiraj Gambhire, Lotus Yung, Gerold
Meinhardt, Yibin Wang, Nadia Harbeck, David Cameron

ASCO 2022 #LBA3 Plenary Sessio
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T-DXd treatment showed unprecedented improvement in efficacy for patients with HER2-low mBC

Current mBC paradigm?-2 The new mBC paradigm

HER2+ - T-DXd is the first HER2-targeted

IHC 3+
IHC2+/ISH+ therapy to demonstrate improved

efficacy in HER2-low mBC

HER2+
HER2+ IHC 3+, 2+/ISH+
15%-20%

HER2-low

Ml - DESTINY-Breast04 establishes
T-DXd as the new standard of

HR+/HER2-
IHC 0, 1+, 2+/ISH-

~65%

HER2— HER2-low: ezt care for HER2-low mBC
— IHC 1+ or
IHC 2+/ISH-
e - Potential improvement for ~50%
(TNBC) |~ of all mBC patients

L ~15%

HERZ2, human epidermal growth factor receptor 2; HR, hormone receptor; IHC, immunohistochemistry; ISH, in situ hybridization; mBC, metastatic breast cancer; T-DXd, trastuzumab deruxtecan; TNBC, triple-negative breast cancer; TPC, treatment of
physician’s choice.
1. Schettini F, et al. NPJ Breast Cancer. 2021;7(1):1. 2. Tarantino P, et al. J Clin Oncol. 2020;38(17):1951-1962.

ASCO 2022 #LBA3 Plenary Sessio
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DESTINY-Breast04: T-DXd = HER2 4
d X"~ AN >  Phase3

An open-label, multicenter study (NCT03734029)

Patients?

« 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 status? (IHC 1+ vs IHC 2+/ISH-)
* 1 versus 2 prior lines of chemotherapy

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

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

HR+ = 480
HR- =60

TPC

Capecitabine, eribulin,
gemcitabine, paclitaxel,
nab-paclitaxel®

(n = 184)

ﬁ

>
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4“.: DESTINY-Breast04
1

Primary endpoint
 PFS by BICR (HR+)

Key secondary endpoints®
* PFS by BICR (all patients)
* OS (HR+ and all patients)

ASCO/CAP, American Society of Clinical Oncology/College of American Pathologists; BICR, blinded independent central review; CDK, cyclin-dependent kinase; DOR, duration of response; HER2, human epidermal growth factor receptor 2;
HR, hormone receptor; IHC, immunohistochemistry; ISH, in situ hybridization; mBC, metastatic breast cancer; OS, overall survival; PFS, progression-free survival, Q3W, every 3 weeks; R, randomization; T-DXd, trastuzumab deruxtecan;

TPC, treatment of physician's choice.

alf patients had HR+ mBC, prior endocrine therapy was required. POther secondary endpoints included ORR (BICR and investigator), DOR (BICR), PFS (investigator), and safety; efficacy in the HR- cohort was an exploratory endpoint. TPC was
administered accordingly to the label. “Performed on adequate archived or recent tumor biopsy per ASCO/CAP guidelines using the VENTANA HER2/neu (4B5) investigational use only [IUO] Assay system.

ASCO 2022 #LBA3 Plenary Sessio
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Hormone receptor—positive

T-DXd
(n = 331)

TPC
(n = 163)

T-DXd
(n = 373)

All patients

TPC

’\

>

Daiichi-Sankyo

Age, median (range), years 57 (32-80) 56 (28-80) 58 (32-80) 56 (28-80)
Female, n (%) 329 (99) 163 (100) 371 (99) 184 (100)
Region, n (%)

Europe + Israel 149 (45) 73 (45) 166 (45) 85 (46)

Asia 128 (39) 60 (37) 147 (39) 66 (36)

North America 54 (16) 30 (18) 60 (16) 33 (18)
HER2 status (IHC), n (%)

1+ 193 (58) 95 (58) 215 (58) 106 (58)

2+/ISH- 138 (42) 68 (42) 158 (42) 78 (42)
ECOG performance status, %

0 187 (56) 95 (58) 200 (54) 105 (57)

1 144 (44) 68 (42) 173 (46) 79 (43)
Hormone receptor,? n (%)

Positive 328 (99) 162 (99) 333 (89) 166 (90)

Negative 3(1) 1(1) 40 (11) 18 (10)
Brain metastases at baseline, n (%) 18 (5) 7 (4) 24 (6) 8 (4)
Liver metastases at baseline, n (%) 247 (75) 116 (71) 266 (71) 123 (67)
Lung metastases at baseline, n (%) 98 (30) 58 (36) 120 (32) 63 (34)

ECOG, Eastern Cooperative Oncology Group; HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; ISH, in situ hybridization; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice.

aHormone receptor status is based on data collected using the interactive web/voice response system at the time of randomization, which includes misstratified patients.

ASCO 2022 #LBA3 Plenary Sessio
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Hormone receptor—positive

T-DXd
(n = 331)

TPC
(n = 163)
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All patients
T-DXd TPC

(n = 373) (n = 184)

Lines of systemic therapy (metastatic setting)
Number of lines, median (range) 3 (1-9) 3 (1-8) 3 (1-9) 3 (1-8)
Number of lines, n (%)
1 23 (7) 14 (9) 39 (10) 19 (10)
2 85 (26) 41 (25) 100 (27) 53 (29)
=3 223 (67) 108 (66) 234 (63) 112 (61)
Lines of chemotherapy (metastatic setting)
Number of lines, median (range) 1 (0-3) 1(0-2) 1(0-3) 1(0-2)
Number of lines, n (%)
0 1(0.3) 1(0.6) 1(0.3) 1(0.5)
1 203 (61.3) 93 (57.1) 221 (59.2) 100 (54.3)
2 124 (37.5) 69 (42.3) 145 (38.9) 83 (45.1)
23 3(0.9) 0 6 (1.6) 0
Lines of endocrine therapy (metastatic setting)
Number of lines, median (range) 2 (0-7) 2 (0-6) 2 (0-7) 2 (0-6)
Number of lines, n (%)
0 28 (8) 17 (10) 60 (16) 34 (18)
1 105 (32) 49 (30) 108 (29) 51 (28)
2 110 (33) 53 (33) 115 (31) 54 (29)
23 88 (27) 44 (27) 90 (24) 45 (24)
Prior targeted cancer therapy, n (%)
Targeted therapy 259 (78) 132 (81) 279 (75) 140 (76)
CDK4/6 inhibitor 233 (70) 115 (71) 239 (64) 119 (65)

Based on derived data, which includes protocol deviations. CDK, cyclin-dependent kinase; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice.

ASCO 2022 #LBA3 Plenary Sessio
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Hormone receptor—positive

- - 100
0 Hazard ratio: 0.51
95% Cl, 0.40-0.64
P < 0.0001
80 80

6o T-DXd
mPFS: 10.1 mo

40

Progression-Free Survival Probability (%)
Progression-Free Survival Probability (%)

e e o —— — - -—l
0

iy
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All patients

Hazard ratio: 0.50

95% Cl, 0.40-0.63
P <0.0001

T-DXd
mPFS: 9.9 mo

T T T 1 T
01 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 01 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29

No. at Risk Months No. at Risk Months
T-DXd (n=2331): 331324 290 265 262 248 218 198 182 165 142 128 107 80 78 73 64 48 37 31 28 17 14 12 7 4 4 A1 1 4] T-DXd (n=373); 373 365325295290272238217201183 156142118100 88 81 71 53 42 35 32 21 18 15

TPC(n=163): 163146105 85 84 69 57 48 43 32 30 27 24 20 14 12 8 4 3 2 1 1 1 1 1 1 0 TPC(n=184) 184166119 93 90 73 60 51 45 34 32 290 26 22 15 13 ¢ 5 4 3 1 1 1 1

PFS by blinded independent central review.
HR, hormone receptor; mPFS, median progression-free survival; PFS, progression-free survival; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice.

ASCO 2022 #LBA3 Plenary Sessio
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Hormone receptor—positive All patients

Hazard ratio: 0.64
95% Cl, 0.48-0.86 100 4
P =0.0028

Hazard ratio: 0.64

95% Cl, 0.49-0.84
P =0.0010

100 -

1B ). G
mOS: 23.9 mo

T-DXd

mOS: 23.4 mo

|

mOS: 17.5 mo mOS: 16.8 mo

Overall Survival Probability (%)

Lyt 44— =+
20 20
0 04
I I T T T I I I I I I T T I I I T T T I I I T I T I I I
2 3 4 5 6 7 B 91011 1213141516 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 2 3 4 5 6 7 8 9 10111213 1415 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34
No. at Risk Months No. at Risk Months
TDXd (n=331) 331325 323319 314 309 303 293 285 260 268 260 250 228 199190 168144116 05 81 70 51 40 26 14 9 & 6 6 2 1 1 1 0 T-DXd {n = 373); 373 366 363357 351 344 338 326 315300 256 287 276254 223 214 188158120104 90 78 59 48 32 20 14 12 10 8 3 1 1 1 0
TPC {n=163): 163151 145143 130135130124 115109104 98 96 89 80 71 56 45 37 29 25 23 16 14 7 5 3 1 0 TPC (n=184): 184 171 165161 157 153146138 128120114108 105 97 88 77 61 50 42 32 28 2518 16 7 5 3 1 0O

Overall Survival Probability (%)

HR, hormone receptor; mOS, median overall survival; OS, overall survival, T-DXd, trastuzumab deruxtecan; TPC, treatment of physician's choice.

ASCO 2022 #LBA3 Plenary Sessio
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PFS OS

100 1 Hazard ratio: 0.46 100 - Hazard ratio: 0.48
95% CI, 0.24-0.89 | 95% CI, 0.24-0.95

_E:i" 80 _s04
£ | T-DXd 2 T-DXd
g mPFS: 8.5 mo 2 mOS: 18.2 mo
s o
@ S
8 40 g
'".‘ wn
o ' o
S "HETE :
a |

I
I
i
e -
+ I
I
I
0 - 1
1 1 1 1 1 1 1 1 1 | 1 1 1 1 1 1 1 1 1 1 1 I 1 1 1 1 1 1 1 T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
o 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 0 1 2 3 4 5 B 7 8B 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28
Months Months
No. at Risk No. at Risk
T-DXd(n=40): 40 39 33 29 28 25 21 20 19 18 13 13 11 11 10 8 7 5 5 4 4 4 4 3 1 0 T-DXd{n=40): 40 39 38 37 36 34 34 32 31 30 28 27 26 26 23 23 1914 13 9 © 8 7 7 6 6 5 4 4
TPC(n=18): 18 17 1 7 6 4 3 3 2 2 2 2 2 2 1 1 1 1 1 1 0 TPC(n=18): 18 17 16 14 14 14 3 11 10 8 8 8 7 6 6 5 5 5 5 3 3 2 2 2 0

HR, hormone receptor; mOS, median overall survival; mPFS, median progression-free survival; OS, overall survival, PFS, progression-free survival; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice.
For efficacy in the hormone receptor—negative cohort, hormone receptor status is based on data from the electronic data capture corrected for misstratification.
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Hazard Ratio for Disease Progression or Death (95% CI)

T-DXd TPC T-DXd TPC

Prior CDK4/6 inhibitors .

Yes 149/233 74/115 10.0 (8.3-11.4) 5.4 (4.0-7.8) —_—— I 0.55(0.42-0.73)

No 60/96 35/47 11.7 (9.5-17.7) 5.9 (4.3-8.2) —_—— I 0.42 (0.28-0.64)
IHC status :

IHC 1+ 119/192 66/96 10.3 (8.6-12.3) 5.3 (4.1-7.8) == I 0.48 (0.35-0.65)

IHC 2+/ISH- 92/139 44/67 10.1 (8.2-12.2) 5.9 (4.3-7.9) —— | 0.55 (0.38-0.80)
Prior lines of chemotherapy :

1 129/203 63/93 10.9 (8.5-12.3) 6.8 (4.5-8.2) ——— I 0.54 (0.40-0.73)

22 81/127 47/69 9.9 (8.3-11.7) 4.6 (2.8-6.2) —— | 0.47 (0.33-0.68)
Age !

<65 years 170/260 79/120 9.8 (8.4-11.3) 5.4 (4.1-7.8) —e : 0.51 (0.39-0.67)

265 years 41/71 31/43 12.0 (9.5-14.7) 5.6 (4.3-10.8) — e | 0.47 (0.29-0.77)
Race !

White 100/156 43/78 10.0 (8.5-12.2) 7.1 (4.0-10.0) e : 0.64 (0.44-0.91)

Asian 83/131 54/66 11.0 (8.4-13.8) 4.8(4.2-6.4) —— | 0.40 (0.28-0.56)

Other 25/37 11/16 6.0 (5.4-10.5) 7.0 (1.4-11.0) o—L 0.83(0.41-1.69)
Region :

Asia 81/128 48/60 10.9 (8.4-14.7) 5.3 (4.2-6.8) — ) 0.41 (0.28-0.58)

Europe and Israel 90/149 44/73 10.8 (8.5-13.0) 7.1 (3.0-10.7) — : 0.62 (0.43-0.89)

North America 40/54 18/30 8.5 (6.3-11.3) 4.5 (2.9-8.2) e 0.54 (0.30-0.97)
ECOG performance status !

0 116/187 55/95 10.9 (9.5-13.0) 7.0 (4.2-8.5) — : 0.56 (0.40-0.77)

1 95/144 55/68 9.7 (7.3-11.5) 4.6 (2.9-6.2) — | 0.45 (0.32-0.64)
Visceral disease at baseline !

Yes 196/298 100/146 9.8 (8.5-11.1) 5.8 (4.4-7.1) —— : 0.54 (0.42-0.69)

No 15/33 10117 17.9 (10.9-26.4) 4.5(1.6-12.4) —— | 0.23 (0.09-0.55)

PFS by blinded independent central review. Based on derived data, which include protocol deviations.
CDK, cyclin-dependent kinase; ECOG, Eastern Cooperative Oncology Group; HR, hormone receptor; IHC, immunochistochemistry; ISH, in situ hybridization; PFS, progression-free survival; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice.

ASCO 2022 #LBA3 Plenary Sessio
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N ORR

Confirmed Objective Response Rate

Hormone receptor—positive

iy
41:',: DESTINY-Breast04

Hormone receptor—-negative

I
60 |
_ 0 a
52.6% : 50.0% Il Complete Response
50 + | T g g Partial Response
o 40t |
= I
s
< 30 ¢ |
(5]
5 o2 16.3% | 4.5 16.7%
20 7 0.6 |
107 15.7 :
: 11.1
0 I
T-DXd (n = 333) TPC (n = 166) I T-DXd (n = 40) TPC (n = 18)
Progressive disease, % 7.8 211 | 12.5 S
Not evaluable, % 4.2 12.7 | 7.5 5.6
Clinical benefit rate,® % 71.2 34.3 : 62.5 27.8
Duration of response, months 10.7 6.8 | 8.6 4.9

Hormone receptor status is based on data from the electronic data capture corrected for misstratification.
ORR, objective response rate; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician's choice.

&The response of 1 patient was not confirmed. °Clinical benefit rate is defined as the sum of complete response rate, partial response rate, and more than 6 months' stable disease rate, based on blinded independent central review.

ASCO 2022 #LBA3 Plenary Sessio
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TPC (n = 156)

B IHC 1+
IHC 2+/ISH-

*Patients with HR- disease

Shown are the best percentage changes from baseline in the sum of the largest diameters of measurable tumors in patients for whom data from both baseline and postbaseline assessments of target lesions by independent central review
were available. The upper dashed horizontal line indicates a 20% increase in tumor size in the patients who had disease progression, and the lower dashed line indicates a 30% decrease in tumor size (partial response).
HR, hormone receptor; IHC, immunohistochemistry; ISH, in situ hybridization; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician's choice.
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atigue [ T-DXd, Grade 23
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» B TPC, Grade 23
Vomiting

Neutropeniab

Thrombocytopeniad
Transaminases increasede
Leukopeniaf
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Diarrhea 18
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Decreased appetite 29 _
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Constipation

I I T T I I
80 60 40 20 0 20 40 60 80
Patients Experiencing Drug-Related TEAE (%)

T-DXd, trastuzumab deruxtecan; TEAE, treatment-emergent adverse event; TPC, treatment of physician's choice.

aThis category includes the preferred terms fatigue, asthenia, and malaise. This category includes the preferred terms neutrophil count decreased and neutropenia. This category includes the preferred terms hemoglobin decreased, red-cell count
decreased, anemia, and hematocrit decreased. “This category includes the preferred terms platelet count decreased and thrombocytopenia. ¢This category includes the preferred terms transaminases increased, aspartate aminotransferase increased,
alanine aminotransferase increased, gamma-glutamyltransferase increased, liver function test abnormal, hepatic function abnormal. TThis category includes the preferred terms white-cell count decreased and leukopenia.
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Safety analysis set?

n (%) T-_DXd '[PC
(n=371) (n=172)
Total patient-years of exposure, yearsP 283.55 63.59
TEAEs 369 (99) 169 (98)
Grade 23 195 (53) 116 (67)
Serious TEAEs 103 (28) 43 (25)
TEAEs associated with dose discontinuations 60 (16) 14 (8)
TEAEs associated with dose interruptions 143 (39) 72 (42)
TEAESs associated with dose reductions 84 (23) 66 (38)
TEAEs associated with deaths 14 (4) 5(3)

ILD, interstitial lung disease; T-DXd, trastuzumab deruxtecan; TEAE, treatment-emergent adverse event; TPC, treatment of physician's choice.
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* Median treatment duration
— T-DXd: 8.2 months (range, 0.2-33.3)
— TPC: 3.5 months (range, 0.3-17.6)

* Most common TEAE associated with treatment
discontinuation

— T-DXd: 8.2%, ILD/pneumonitis®
— TPC: 2.3%, peripheral sensory neuropathy

* Most common TEAE associated with dose reduction
— T-DXd: 4.6%, nausea and fatigue?
— TPC: 14.0%, neutropenia?
* Total on-treatment deaths®
— T-DXd: 3.8%
— TPC: 4.7%

aSafety analyses were performed in patients who received 21 dose of a study regimen. "Patient-years of exposure are the treatment duration with year as unit. “Grouped term. ®Fatigue includes the preferred terms fatigue, malaise, and asthenia; neutropenia
included the preferred terms of neutropenia and neutrophil count decreased. *On-treatment death was defined as any death that occurred from the date of the first dose to 47 days after the last dose of study drug irrespective of the cause; the TEAEs associated
with deaths represent a subset of on-treatment deaths reported by the investigators as adverse events.
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Adjudicated as drug-related ILD/pneumonitis?

n (%) Grade 1 Grade 2 Grade 3 Grade 4 Grade 5 Any Grade
T-DXd (n = 371) 13 (3.5) 24 (6.5) 5(1.3) 0 3(0.8) 45 (12.1)
TPC (n =172) 1 (0.6) 0 0 0 0 1(0.6)

Left ventricular dysfunction®
n (%) Grade 1 Grade 2 Grade 3 Grade 4 Grade 5 Any Grade

Ejection fraction decreased
T-DXd (n = 371) 1(0.3) 14 (3.8) 1(0.3) 0 0 16 (4.3)
TPC (n=172) 0 0 0 0 0 0

Cardiac failurec¢
T-DXd (n = 371) 0 1(0.3) 1(0.3) 0 0 2 (0.5)
TPC (n =172) 0 0 0 0 0 0

ILD, interstitial lung disease; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice.
@Median time to onset of ILD/pneumonitis for patients with T-DXd was 129.0 days (range, 26-710). °Left ventricular dysfunction was reported in a total of 17 (4.6%) patients in the T-DXd arm. One patient initially experienced ejection fraction decrease, then
later developed cardiac failure. “Both patients with cardiac failure were reported to have recovered.

ASCO 2022 #LBA3 Plenary Sessio




DESTINY-BreastO4~
HR+/ HRIT 4 X~/

A T-DXd | . ‘ |
TN 19 N1 v]
PFSH. = OS / "7 ~ T
| HER2 A v |
A HER2IHCM Y nM M5 _~ CDK4/6
no_ - i 77 7 NMNA1ny
07 VA" vAax
7. |
A .. 0is AnV T 0Te VA
M1 4N T P AMYKY Y
VTN AT A IV AN MM
O
A DESTINY-Breast04” | T-DXd
HER2 4~ (I HC 1+, | BC
4 X795 4 7 4 7 9|

2. |

i T-DXd HER2 4

b Daiichi-Sankyo

oA
45%% DESTINY-Breast04

J

. . . h
Efficacy in All Patients
(HR+ and HR-)
Progression-Free Survival
T-DXd & 9.9 mo
TPC 2 EAEUl
Hazard ratio: 0.50, P < 0.0001
Overall Survival
T-DXd § 23.4 mo
TPC = 16.8 mo
L Hazard ratio: 0.64, P =0.001
SHI1

. CDKA4/6i, cyclin-dependent kinase 4/6 inhibitors; HER2, human epidermal growth factor receptor 2; HR, hormone receptor; IHC, immunohistochemistry;
ASCO 2022 #LBA3 Plenary SeSS|O OS, overall survival; PFS, progression-free survival; T-DXd, trastuzumab deruxtecan; TPC, treatment wit h30f
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Retrospective study to estimate the prevalence of HER2 -low breast
cancer (BC) and describe its clinicopathological characteristics

Giuseppe Viale, MD, FRCPath!; Naoki Niikura , MD, PhD?; Eriko Tokunaga , MD3; Mark Basik, MD#; Naoki
Hayashi, MD °; JoohyukSohn , MD, PhD®%; Ci ar a O 3;Bavin &liggjns, Phb B; Della Varghese, PhD?;
Gareth D. James'9; Akira Moh, MD, PhD 11; Nana Scotto, MD 12

1European Institute of Oncology IRCCS and University of Milan, Milan, Italy2Tokai University School of Medicine, Kanagawa, Japan;
3National Hospital Organization Kyushu Cancer Center, Fukuoka, Japarf;Jewish General Hospital, McGill University, Montreal, QC, Canada;
St . Lukeods | nternat i dYomasei CaneesQenter, ¥ohsei Uiiveisity Gallegel oi Nedicing, Seoul, Koreéfhe Christie
NHS Foundation Trust, Manchester, UK8Victoria Cancer Biobank, Melbourne, VIC, Australia)AstraZeneca Pharmaceuticals LP,
Gaithersburg, MD; 1%Medical Statistics Consultancy Ltd, London, UK1Daiichi Sankyo Inc., Basking Ridge, NJ2AstraZeneca
Pharmaceuticals, Cambridge, UK

On behalf of the investigators
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Prevalence of HER2-low in HER2-neg mBC Concordance between rescores and historical scores

Breast cancer

Assay ¢

All assays®
el 61'266 4 wTotalb Overall concordance: 303/383 (79.1%)
TG | | k (95% CI): 0.554 (0.468-0.640)
® HR positive HER2-low HER2 IHC O
59.5 _
66/104 63.5 ® HR negative
9/22
Negative
61.6 agreement
119/176 67.6 74.6%
37/78
61.7 Ventana 4B5 assay®' Non-Ventana 4B5 assay?®f
101/149 67.8 Overall concordance: 163/205 (79.5%) Overall concordance: 140/178 (78.7%)
18/44 ' k (95% ClI): 0.572 (0.457-0.686) k (95% Cl): 0.534 (0.406-0.661)
HER2-low HER2 IHC O HER2-low HER2 IHC O
60.7
87/134 64.9 Negative Negative
28/56 50.0 agreement agreement
71.4% 79.6%
0.0 20.0 40.0 60.0 80.0 100.0
Patients, % | Historical HER2-low  Rescored HER2-low | Historical HER2 IHC0  Rescored HER2 IHC 0

All (N=384)"

Primary (n=126)

Metastatic (n=255)

Ventana 4B5
(n=193)

d
Non-Ventana 4B5
(n=191)

HER2, human epidermal growth factor receptor 2; HR, hormone receptor, IHC, immunohistochemistry mBC, metastatic breast cancer. 2 Only patients with available HER2 score (HER2-low or HER2 IHC 0) contribute

to prevalence calculations. P Patients with presently unknown HR status included in total category only. ¢ Ventana and non-Ventana groups based on the rescore results. ¢ Includes HercepTest, Bond Oracle, or
AS CO 2 O 2 2 #1 08 7 Poste unknown. € Only patients with available historical scores were included. f Ventana and non-Ventana groups based on the historical score.
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1. Schettini F, et al. NPJ Breast Cancer. 2021;7(1):1. 2. AstraZeneca. Enhertu significantly improved both progression-free and overall survival in DESTINY-Breast04 trial in patients with HER2-low metastatic breast cancer.
Accessed April 26, 2022. https://www.astrazeneca.com/media-centre/press-releases/2022/enhertu-improves-pfs-and-os-in-her2-low-bc.html. 3. Modi S, et al. J Clin Oncol. 2020;38(17):1887-1896. 4. Diéras V, et al.
Presented at: San Antonio Breast Cancer Symposium; December 7-10, 2021; San Antonio, Texas. Abstract PD8-02. 5. Bardia A, et al. Presented at: San Antonio Breast Cancer Symposium; December 8-11, 2020; virtual.

Abstract OT-03-09. 6. Modi S, et al. Presented at: San Antonio Breast Cancer Symposium; December 10-14, 2019; San Antonio, Texas. Abstract OT1-07-02.
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Neoadjuvant Post-neoadjuvant/Adjuvant 1L Metastatic 2L Metastatic 3L Metastatic
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Phase S ENHERTUP vs ENHERTU® / Ph aM ther vs T-DM1. Phase 8 ENHERTIU® U pertuzumab Phase siMenotherapy vs I-DM1 RPhase 2/ Monotherapy,
. THP VS AC / THP a5€ o MONOHENEPYVS 1= Vs THP APPROVED LAUNCHED
HER?2S
~ 20% of patients DESTINY-Breast07 DESTINY-Breast02
Phase 1b/2 Combination (RPart'2) Phase 8 Monotherapy vs PC
DESTINY-BreastO7
Phase 1b/2'Combination(Part 1)
Hormone-
receptor positive HERZ2 Low
(HR+) ~ 60% of patients that are not HER2+

. Na y vs PC
- 65% Of patlentS chemotherapy naive) V
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g +  Censor At data cutoff, 84 (32.2%) patients treated with T-DXd ¢ +  Consor
g 1 —— 10 n=28 versus 155 (58.9%) with T- DM1 had progressive disease g 1 —— roxam=261)
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BICR, blinded independent central review; HR, hazard ratio; mPFS, median progression-free survival; NE, not estimable; NR, not reached; PFS, progression-free survival; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan.

Median PFS follow-up for T-DXd was 15.5 months (range, 15.1-16.6) and was 13.9 months (range, 11.8-15.1) for T-DM1.
Cortés et al. N Engl J Med. 2022; 286:1143-54
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Trastuzumab Deruxtecan vs Trastuzumab Emtansine in Patients With
HER2-Positive Unresectable and/or Metastatic Breast Cancer: Safety
Follow -up of the Randomized, Phase 3 Study DESTINY -Breast03

Erika Hamilton, MD,?2 Vanessa Petry, Winnie Yeo, Sung -Bae Kim, Giampaolo Bianchini, Toshinari Yamashita,
Kan Yonemori , Kenichi Inoue, Giuseppe Curigliano , Sara A. Hurvitz , Javier Cortés, Hiroji Iwata, Jillian
Cathcart, Yali Liu, Caleb Lee, Emarjola Bako, Rachel Kim, Seock-Ah Im

On behalf of the DESTINY -Breast03 investigators

aSarahCannon Researchinstitute/Tennessee Oncology, Nashville, TN, USA

ASCO 2022 #1000 Oral

On behalf of the investigators
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Received T-DXd

5.4 mg/kg Q3W
n =257

Patients with HER2+ mBC2
treated with trastuzumab
and/or taxane

Received T-DM1

3.6 mg/kg Q3we¢
n =261

LT
e k-

Primary data cutoff: May 21, 2021 Safety update: Sept 7, 2021
Median treatment duration:

Median treatment duration?:
T-DXd:'14.3 months T-DXd: 16.1 months
T-DM1: 6.9 months T-DML1: 6.9 months

A Prespecified analysis of TEAEs
A Selected TEAEs (ILD/pneumonitis,
nausea, vomiting, fatigue, alopecia,
hematologic events), including
EAIRs

Objective of the study was to provide updated safety data with additional analyses in patients with
HER2+ mBC treated with T-DXd or T-DM1 in DESTINY-Breast03

EAIRs, exposure-adjusted incidence rates; HER2, human epidermal growth factor receptor 2; ILD, interstitial lung disease; mBC, metastatic breast cancer; Q3W, every 3 weeks; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan;
TEAE, treatment-emergent adverse event.

aCentral testing of archived sample for HER2 status. PNumber of treated patients (not the randomized number of patients). °Or in accordance with the local label.

1. Cortés J et al. N Engl J Med. 2022;386:1143-1154.

ASCO 2022 #1000 Oral
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A Rates of TEAESs (any grade and
grade O3) and seri

n (%) similar between the T-DXd and
Patients discontinued from study treatment 141 (54.9) 222 (85.1) T-DM1 arms

A TEAEs associated with drug
Any grade TEAE 2500 (LK) 2B (L) discontinuation occurred in

A 38 patients (14.8%) in the
Grade O3 TEAE 137 (53.3) 130 (49.8) T-DXd arm and 19 patients

(7.3%) in the T-DM1 arm

Any grade serious TEAE 54 (21.0) 50 (19.2)
Grade O3 serious TEAE 39 (15.2) 38 (14.6)
TEAE associated with drug discontinuation 38 (14.8) 19 (7.3)
TEAE associated with dose reduction 59 (23.0) 36 (13.8)

T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan; TEAE, treatment-emergent adverse event.

Safety update: Sept 7, 2021

ASCO 2022 #1000 Oral
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Exposure-adjusted incidence per A EAIRs were measured to account for

total patient-years of exposure differences in treatment duration
exposure between T-DXd and T-DM1
and provide a more meaningful

Patients remaining on treatment, n (%) 116 (45.1) 39 (14.9) comparison
A EAIRs per patient-year were lower in
Treatment duration, median (range), months Lo e
' 1 (0.7-33.0) (0.7-28.5) the T-DXd arm than the T-DM1 arm
except for TEAEs associated with
Exposure, patient-years® 327.2 186.3 drug discontinuation, which were
. primarily associated with
EAITR, grade O3 TEAE 0.42 0.70 ILD/pneumonitis in the T-DXd arm
EAIR, any grade serious TEAE 0.17 0.27 AEAIR for grade O3
EAIR, grade O3 serious 0.12 0.20 0.42 for T-DXd and 0.70 for
EAIR, TEAE associated with drug 0.12 0.10 T-DM1
discontinuation ' ' A EAIR for any grade serious TEAEs
EAIR, TEAE associated with dose reduction 0.18 0.19 was 0.17 for T-DXd and 0.27 for
T-DM1

EAIRs, exposure-adjusted incidence rates; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan; TEAE, treatment-emergent adverse event.
aEAIR was the number of patients with at least 1 event incidence divided by the sum of patient-years of exposure over patients in the safety analysis set (total patient-years of exposure). °Patient years of exposure were the treatment duration with year as unit.

Safety update: Sept 7, 2021

ASCO 2022 #1000 Oral
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A Most of the selected drug-related
TEAES in either treatment arm were

n (%) Any Grade Gr ade Oy Grade Gr ade ©O3hematologic or gastrointestinal
Nausea 189 (73.5) 17 (6.6) 72 (27.6) 1 (0.4)
Fatigue 118 (45.9) 16 (6.2) 76 (29.1) 2 (0.8)
Vomiting 114 (44.4) 4 (1.6) 15 (5.7) 1 (0.4)
Neutropenia 111 (43.2) 51 (19.8) 30 (11.5) 8 (3.1)
Alopecia 97 (37.7) 1(0.4) 7 (2.7) 0
Anemia 82 (31.9) 16 (6.2) 37 (14.2) 11 (4.2)
Leukopenia 79 (30.7) 17 (6.6) 21 (8.0) 2 (0.8)
Decreased appetite 68 (26.5) 3(1.2) 34 (13.0) 0
Thrombocytopenia 65 (25.3) 19 (7.4) 137 (52.5) 65 (24.9)
Diarrhea 61 (23.7) 1(0.4) 11 (4.2) 2 (0.8)
Constipation 60 (23.3) 0 25 (9.6) 0

T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan; TEAE, treatment-emergent adverse events.

Selected TEAEs (and preferred terms included): anemia (hemoglobin decreased, red blood cell count decreased, anemia, hematocrit decreased); neutropenia (neutrophil count decreased, neutropenia); thrombocytopenia (platelet count decreased,
thrombocytopenia); fatigue (fatigue, asthenia, malaise).

aBased on nonclinical data, clinical data, epidemiology data, and reported data from drugs in a similar class (anti-HER2 therapies), selected TEAEs for T-DXd were reviewed for additional characterization.

Safety update: Sept 7, 2021

ASCO 2022 #1000 Oral
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Median time to event, days

TEAE associated with treatment

discontinuation 224 147

TEAE associated with first dose reduction 96 19

Selected TEAEsS
Anemia 70.0 42.0
Lymphopenia 196.0 168.0
Thrombocytopenia 132.0 8.0
Fatigue 22.0 24.0
Leukopenia 74.5 92.0
Neutropenia? 64.0 105.0
Nausea 2.0 3.0
Vomiting 10.0 6.0
Alopecia 27.0 43.0

T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan; TEAE, treatment-emergent adverse event.
Selected TEAEs (and preferred terms included): anemia (hemoglobin decreased, red blood cell count decreased, anemia, hematocrit decreased); lymphopenia (lymphocyte count decreased, lymphopenia); neutropenia (neutrophil count decreased, neutropenia);

thrombocytopenia (platelet count decreased, thrombocytopenia); leukopenia (white blood cell count decreased, leukopenia); fatigue (fatigue, asthenia, malaise).
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A TEAESs associated with first drug
discontinuation or first dose
reduction occurred later with T-DXd
treatment than with T-DM1
treatment

A Median time to any TEAE
associated with first dose reduction
was longer in the T-DXd arm at 96
days compared with the T-DM1 arm
at 19 days

a11.7% of patients in the T-DXd group and 2.3% of patients in the T-DM1 group were treated with G-CSF within 28 days after onset of neutropenia, including febrile neutropenia.

Safety update: Sept 7, 2021
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T-DXd T-DM1 For this safety update:
n = 257 n =261 o o
A Majority of adjudicated
jorty |
Any grade, n (%) 28 (10.9) 5(1.9) ILD/pneumonitis cases were low
Gra:e 1 7(2.7) 4(1.5) grade and no new grade 4 or 5
g:z dgg 129 (g';;) 1 (8'4) events occurred in either treatment
Grade 4 0 0 arm
Grade 5 0 0 A One additional grade 2 adjudicated
g |
. : : 181 289 drug-related ILD/pneumonitis
Time to first onset, median (range), days
(range), day (33-507) (80-499) oceurred
0, . .
O::t:;me of worst event, n (%) 0 1 (20.0) A The majority of events resolved
Not recovered/not resolved 8 (28.6) 0 with ongoing follow-up
Ongoing 0 0
Recovering/resolving 2 (7.1) 0
Recovered/resolved with sequelae 2 (7.1) 0
Recovered/resolved 16 (57.1) 4 (80.0)

ILD, interstitial lung disease; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan.
apPatient had an event of pulmonary embolism that the investigator considered to be grade 5. This was initially reported as respiratory failure but subsequently updated to pulmonary embolism. The ILD adjudication committee adjudicated this event as drug-related

grade 1 ILD/pneumonitis. The death was not evaluable for adjudication. The investigator recorded disease progression as the primary cause of death.t
1. Cortés J et al. N Engl J Med. 2022;386:1143-1154 (supplementary appendix).

Safety update: Sept 7, 2021
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HER2, human epidermal growth factor receptor-2; ILD, interstitial lung disease; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan

A

1. Modi S et al. J Clin Oncol. 2020;38:1887-1896. 2. Modi S et al. N Engl J Med. 2020;382:610-621. 3. Cortés J et al. N Engl J Med. 2022;386:1143-1154.
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ILD/ | n

(1/2)

Q«

In the following situations,
ILD/pneumonitis should be
considered:

A Patient develops radiographic
changes potentially consistent
with ILD/pneumonitis

Workup

A Patient develops an acute
onset of new or worsening
pulmonary or other related
signs/symptoms such as
dyspnea, cough, or fever

To o T» Do I Do Do Ix

A

Patient evaluations should include the following:

High-resolution CT

Pulmonologist consultation

Infectious disease consultation as clinically indicated

Blood culture and CBC; other blood tests could be considered as
needed

Consider bronchoscopy and bronchoalveolar lavage if clinically
indicated and feasible

Pulmonary function tests and pulse oximetry (SpO,)

Arterial blood gases if clinically indicated

One blood sample collection for PK analysis as soon as
ILD/pneumonitis is suspected, if feasible

Other tests could be considered, as needed

.

Daiichi-Sankyo

We suggest:

A Use of a multidisciplinary team in evaluating
for an ILD/pneumonitis diagnosis, including
the medical oncologist, primary physician,

nurse practitioner, pulmonologist, thoracic
surgeon, pathologist, infectious disease
specialist, and radiologist

If blood tests are being considered, consider
tests for atypical infection, such as serum
beta-d glucan and galactomannan, and for
serum markers such as KL -6, SP-A, and SP-D2

If the event is confirmed to have an etiology other than ILD/pneumonitis, follow routine clinical practice. If the eventis c onfirmed to be
ILD/pneumonitis, follow the ILD/pneumonitis management guidelines according to ILD/pneumonitis severity as outlined below

Continued on the next slide

These guidelines are based on guidelines published by Modi et al 2020 and the US, EU, and Canada prescribing information. Miar updates to the guidelines from Modi et al were published by Li et al 2021 and are included
here..2 KL-6, SRA, and SRD are used as markers in Japan but may not be used clinically in all countries? In the event a dose reduction is needed, per the US, EU, and Canada prescribing information, dose reductions from
the indicated dose of 5.4 mg/kg for patients with breast cancer are 4.4 and 3.2 mg/kg for the first and second dose -level reductions, respectively. Per the US prescribing information, dose reductions from the indicated dose
of 6.4 mg/kg for patients with gastric cancer are 5.4 and 4.4 mg/kg for the first and second dose -level reductions, respectively. If further dose reductions are required, treatment should be discontinued. ¢ The EU and Canada
prescribing information and Li et al indicate that for grade O 2 ILD, steroids should be continued for © 14 days or until complete resolution of clinical and chest CT findings, while the US prescribing information indicates that
steroids should be continued for © 14 days. CBC, complete blood count; CT, computed tomography; ILD, interstitial lung diseaselV, intravenous; K6, Krebs von den Lungen6; PK, pharmacokinetics; SFA, surfactant
protein-A; SRD, surfactant protein-D; SpO2, oxygen saturation; TDXd, trastuzumab deruxtecan.

Source: Swain SM et alCancer Treatment Review$2022): 102378
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ILD/pneumonitis severity

T-DXd dosing
modification

ILF/pneumonitis
management

K
J°

ni  ILD/

(2/2)

Grade 1
N

’"‘"\

</
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Grade 2
> =

Grade 3 or 4
N

We suggest that the medical oncologist manage and treat the ILD/pneumonitis jointly with a multidisciplinary team, including a primary c

practitioner, pulmonologist, pathologist, pharmacist, infectious disease specialist, and radiologist. The pulmonologist shoul
expertise in managing the lung injury

are physician, nurse
d be involved early to benefit from their

A Interrupt T -DXd
T-DXd can be resumed if the ILD/pneumonitis fully resolved to grade 0
d Ifresolvedin028 days from day of
d If resolved in >28 days from day of onset, reduce dose 1 leveP
0 If ILD/pneumonitis occurs beyond day 22 and has not resolved
within 49 days from the last infusion, discontinue T-DXd

-

A Monitor and closely follow up in 2 -7 days for onset of clinical
symptoms and pulse oximetry

A Consider follow-up imaging in 1-2 weeks or as clinically indicated
Consider starting systemic
or equivalent) until
weeks

If diagnostic observations worsen despite initiation of steroids, then
follow grade 2 guidelines

onset

Permanently discontinue T -DXd

Permanently discontinue T -DXd

-

-

sterol
i mprovement |,

We suggest considering steroids for selected grade 1 cases that
show extensive lung involvement or in patients at increased risk for
progression of ILD/pneumonitis

A
A
A

Promptly start systemi
mg/kg/day of prednisone or equivalent) for
014 days or wuntil comp
and chest CT findings, followed by gradual
taper oveft 04 weeks
Monitor symptoms closely
Reimage as clinically indicated
If worsening or no improvement in clinical or
diagnostic observations in 5 days:
d Consider increasing dose of steroids (eg. 2.0
mg/kg/day of prednisone or equivalent),
and administration may be switched to IV
(eg. methylprednisolone)
d Reconsider additional workup for alternative
etiologies as described above
0 Escalate care as clinically indicated

Hospitalization required

Promptly start empirical high -dose

methylprednisolone 1V treatment (eg. 500-

1000 mg/day for 3 day

mg/kg/day of prednisone (or equivalent) for

014 days or until com

clinical and chest CT findings, followed by

gradual taper over

Reimage as clinically indicated

If still no improvement within 3 -5 days:

0 Reconsider additional workup for
alternative etiologies as described above

0 Consider other immunosuppressants (eg.
infliximab or mycophenolate mofetil)
and/or treat per local practice

04

c a
i .

|

Patients with ILD/pneumonitis regardless of severity or seriousness should be followed up until complete resolution of
clinical and/or chest CT findings, including after drug discontinuation

Refer to footnotes on the previous slide

Source: Swain SM et alCancer Treatment Review$2022): 102378
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PATIENT-REPORTED OUTCOMES FROM DESTINBreast03, A
RANDOMIZED PHASE 3 STUDY OF TRASTUZUMABDERUXTECAN(T-
DXd) VS TRASTUZUMAB EMTANSINE (T-DM1) IN PATIENTS WITH
HER2-POSITIVE METASTATIC BREAST CANCER

GIUSEPPE CURIGLIANO, KYLE DUNTON, MATS ROSENLUND,
MARTIN JANEK, JILLIAN CATHCART, YALI LIU, PETER A. FASCHING,
HIROJI IWATA

Giuseppe Curigliano, MD

European Institute of Oncology IRCCS, University of Milan,
Milan, Italy

On behalf of the investigators
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Endpoint Description Measures of interest Main analyses
EORTC QLQ-C30 Oncology-specific A Global health status (GHS)/QoL2 A Change from baseline
guestionnaire A Functioning scales: physical, role, emotional, A Time to definitive deterioration
cognitive, and social (TDD)bc

A Symptom scales: pain

EORTC QLQ-BR45  Breast cancer-specific A Symptom scales: arm and breast A TDDPe
guestionnaire
EQ-5D-5L Generic questionnaire A Self-rated health status (visual analog scale [VAS]) A TDD®
Hospitalization Records assessment A Date of admission to hospital A Time to first hospitalization
A Status/date of discharge A Length of stay

A Completion compliance for HRQoL patient questionnaires was high in both treatment groups, with >97% completion at
baseline and >82% completion from cycles 3-27 in both arms

EORTC, European Organization for Research and Treatment of Cancer; EQ-5D-5L, EuroQol 5-dimension, 5-level questionnaire; GHS, global health status; HRQoL, health-related
quality of life; PRO, patient-reported outcome; QLQ-BR45, Quality of Life Breast cancer questionnaire; QLQ-C30, Quality of Life Core 30 questionnaire; T-DM1, trastuzumab emtansine;
T-DXd, trastuzumab deruxtecan.

aprimary PRO variable of interest. °Clinically meaningful deterioration defined as a change of 10 points or more in the GHS and subscale scores. °Not all variables measured were
assessed for TDD.

ESMO BC 2022 #1630 Ora
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Median (95% CI) TDD, months -
T-DXd T-DM1 HR (95% Cl) omnal
(n = 261) (n = 263)
ECL>RTCC30 Global health status/QoL2 9.7 (7.3-12.5) 8.3 (7.0-10.3) -—o—i—- 0.88 (0.70-1.11) 0.2829
A Pain symptoms® 10.8 (8.3-14.0) 8.3 (6.6-9.8) ——— i 0.75 (0.59-0.95) 0.0146
Physical functioning® 16.7 (14.5-NE) 10.3 (8.3-21.0) o : 0.77 (0.59-1.01) 0.0529
Emotional functioning® 16.4 (14.1-19.9) 10.5 (9.0-13.8) ¢ i 0.69 (0.53-0.89) 0.0049
Social functioning® 11.1 (7.3-13.4) 9.0 (7.1-11.3) -—o—i—- 0.90 (0.71-1.14) 0.3577
EORTC Arm symptomsP 11.1 (8.5-14.8) 7.0 (5.6-9.3) ———— i 0.70 (0.55-0.89) 0.0033
QLQ-BRAS  praast symptoms? 26.4 (26.4-NE) NE (NE-NE) — 0.76 (0.53-1.09) 0.1329
EQ-5D-5L  VASP 13.2 (10.1-15.3) 8.5 (7.3-10.4) ._._.: 0.77 (0.61-0.98) 0.0354
1.0 15 2.0
Favors T-DXd (log10) Favors T—Dl\;ll

EORTC, European Organization 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-DML1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan; VAS, visual analog scale.
P values are not adjusted for multiple testing. TDD is defined as a >10-point change from baseline. 2Primary PRO variable of interest. °Secondary PRO variable of interest.

v[®
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Parameter

Subjects with hospitalization, n (%) 18 (6.9) 19 (7.2)
Median (range) time to first hospitalization,? days 219.5 (0-723) 60.0 (0-399)
Median (range) length of hospital stay, days 10.5 (1-181) 9.0 (2-25)
Died, n (%) 2 (0.8) 1 (0.4)
Discharged home, n (%) 15 (5.7) 16 (6.1)
Discharged to home health care, n (%) 1(0.4) 1(0.4)

T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan.

aTime to first hospitalization is defined as the time from the date of randomization to the date of the first hospitalization during the study treatment (from date of first dose to 47
days after last dose). Time for subjects whose first hospitalization date was prior to treatment start date was calculated as O.

ESMO BC 2022 #1630 Ora
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A EORTC QLQ-C30 GHS ( )
QOL T-DXd
A T-DXd (14.3[0.7-29.8] ) T-DM1 (6.9[0.7-25.1] )t
A TDD
T-DXd T-DM1 (HR range, 0.69-0.90), T-DXd
QOL
A  T-DXd TDD (HR, 0.75) QOL 23
A T-DXd T-DM1 219.5 60.0
( )
A T-DXd QOL T-DM1
T-DM1 T-DXd PFS
- T-DXd HER2

EORTC, European Organization for Research and Treatment of Cancer; GHS, global health status; HR, hazard ratio; 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.
1. Cortés J et al. N Engl J Med. 2022;386:1143-1154. 2. Duefias M, et al. J Pain Res. 2016;9:457i 467. 3. Dams L et al. Supportive Care Cancer. 2022;doi: 10.1007/s00520-022-06805-0.

ESMO BC 2022 #1630 Ora
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Progression-Free Survival Probability, %

v d

PFSY M A Jd k-

A} cd
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DESTINYBreastON M Y 1 n \

Ci

(

Brain Metastases at Baseline

T-DXd T-DM1

mPFS, 15.0 3.0

mo (95% CI) (12.5-22.2) (2.8-5.8)
1.0 12-mo PFS rate, 72.0 209
0.9 % (95% ClI) (55.0-83.5) (8.7-36.6)
0.8 - HR (95% Cl) 0.25 (0.13-0.45)
0.7 -
0.6
0.5 o
0.4
0.3
0.2

¢

0.1 4 —+— T-DXd (n=43) I
0.0 4 —*+— T-DM1 (n=39)

rT T 171771771717 17T 171717171717 17T 17T 7T 7T 17T 17T 1T 17T T 17T 17T 1T 17T
012 3 4567 89 1111213141516 17 18 19 20 2122 232425 26 27 28 29 30 3132
Time (Month)
Patients Still at Risk:

T-DXd (43) 43 41 40 39 39 38 34 33 33 20 26 24 23 20 14 13 10 7 6

4 3 2
TDOM1(38) 39 38 28 17 15 15 9 6 6 5 3 3 2 2 2 2 1 1 1 1 1 0

211 0 0 00 0 0 0 O
At data cutoff, in patients with BM at baseline, PD was observed:
A In 21/43 treated with T-DXd versus 27/39 with T-DM1

A Inthe brain in 9/21 treated with T-DXd versus 11/27 with T-DM1

mPFS, median progression-free survival; PD, progressive disease; PFS, progression-free survival; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan

~ '\l SABCS 202 “-\I
> r.] Daiichi-Sankyo
4 7))
|
No Brain Metastases at Baseline
T-DXd T-DM1
mPFS, NE 7.1
mo (95% Cl) (22.2-NE) (5.6-9.7)
- 10 - 12-mo PFS rate, 76.5 36.4
; oo % (95% Cl) (70.0-81.8)  (29.4-43.4)
:‘;ﬁ 08 - R (95% ClI) 0.30 (0.22-0.40)
? .
E 0.7
E 0.6 -
l_% 0.5 4
3 0.4
&
& 0.3 -
o
a 0.2 -
%,3 0.1 o —+— T-DXd (n=218)
& oo 4 —+ T-DM1(n=224)
(l‘.* : ; :l3 ; ; l’:i ?" EI! SIJ 110 1l1 1'2 1l3 1'4 1l5 1'6 11? 1'8 1'9 2l0 211 2l2 2132l4 2l5 2]6 2I7 218 2I9 310 3I1 3'2

Time (Month)

Patients Still at Risk:

T-DXd (218) 218 215210 205 201 186 180 169167 154 142140127 112 98 92 69 57 47 41 33 27 23 8 9 & 5 3 2 0 0 0 O
T-DM1 (224) 224 214172 146 140117 99 90 87 73 62 57 49 41 35 32 28 22 20 15 11 &8 6 4 1 1 1 1 1 1 1 1 0

At data cutoff, in patients without BM at baseline, PD was observed:
A In 63/218 treated with T-DXd versus 128/224 with T-DM1
A Inthe brain in 4/63 treated with T-DXd versus 1/128 with T-DM1
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100 =
o 80 T-DXd (n = 21)
% 60 T
g 40 7
(41] 20 0
= BestOverall Response, n (%)2
o 27
.
a2 CR 10 (27.8) 1(2.8)
’u—, 40 -
‘qE‘, 60 PR 13 (36.1) 11 (30.6)
= 1?; Non-CR/Non-PD 6 (16.7) 7 (19.4)
g o0 SD 4 (11.1) 7 (19.4)
@ O T-DM1(n =23) PD 1(2.8) 8 (22.2)
c -
=% Not Evaluable 0 1(2.8)
o 40 T
S  20- Missing 2 (5.6) 1(2.8)
e
o %] . . .
< 207 Subjects with Objective 53 12
= Response of CR or PR, n
Q
oM -60

CR, complete response; DCR, disease control rate; mDOR, medianduration of response; PD, progressive disease; PR,
-80 7 partial response; SD, stable disease; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan.
100 1 J'V::Jeltraf;?lcludestargetand non-target lesions. Only patientswith target lesion assessments are eligibleforinclusionin

Red line at 20% indicates progressive disease; blackline at -30% indicates partial response.
aDenominatorforpercentagesisthe numberof subjectsin the full analysisset with brain metastasestumorassessment
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Trastuzumab -deruxtecan (T-DXd) in HER2-positive breast cancer
patients with active brain metastases: Primary outcome analysis from
the TUXEDO-1 trial

Rupert Bartsch 1, Anna Sophie Berghoff 1, Julia Furtner 2, Maximilian Marhold 1, Elisabeth Sophie Bergen 1, Sophie
Roider-Schur 3, Angelika Martina Starzer 1, Heidrun Forstner 1, Beate Rottenmanner 1, Karin Dieckmann 4, Zsuzsanna
Bago-Horvath °, Georg Widhalm 6, Aysegil llhan-Mutlu 1, Christoph Minichsdorfer 1, Thorsten Fuereder 1, Christian
Singer 7, Ansgar Weltermann &, Rainer Puhr 1, Matthias Preusser?

! Department of Medicine 1, Division of Oncology , Medical University of Vienna;? Department of Radiology, Medical University of Vienna, Vienna,
Austria;2Depart ment Oncol ogy, St. Jo“%Depatnistof Rad®{Oncolayy, Medival Uninensiy,of Vienna, ViennaaAustria;
5 Department of Pathology, Medical University of Vienna, Vienna, Austria;® Department of Neurosurgery, Medical University of Vienna, Vienna,
Austria; ’ Department of Gynaecology, Medical University of Vienna, Vienna, Austriag Department of Medicine 1, Elisabethinen Hospital Linz,
Ordensklinkum Linz, Linz, Austria

Investigator -Initiated Study

BC 2022 #165 Mini Ore On behalf of the investigators
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Primary Endpoint: ORR (CNS) by RANGBM criteria Daiichi-Sankyo
Secondary Endpoints:
Clinical Benefit Rate (CR+
xtracranial Response rate

FS
S

afety

TUXEDO-1 (NCT04752059) uality of Life

Inclusion/exclusion criteria Follow up

Histologically confirmed HER2+ breast cancer
Radiologically documented metastatic disease
Newly diagnosed brain metastases or brain
metastases progressing after prior local
therapy

Measurable disease (RANO-BM ciriteria)

No indication for immediate local treatment
No indication of leptomeningeal disease

KPS >70%, ECOG <2

Indication for systemic anti-HER?2 treatment
Prior exposure to frastuzumab and
pertuzumab

Prior exposure to T-DM1 allowed

Life expectancy of at least 3 months

Age >18 years
LVEF 250%

Trastuzumab deruxtecan (5.4
mg/kg IV g3w

Treatment until progression, unacceptable
toxicity or withdrawal for any reason

Further treatment according to local standard
Safety FU four weeks after EOT

Survival FU at 3, 9, 18 and 30 months

BM, brain metastasis; BW, body weight; CNS, central nervous system; D1, day 1; EOT, end of treatment; FU, follow up; IV, intravenous; KPS, Kamnofsky performance; LVEF, left ventricular
Ejectlog _Il_‘razcé?&) %%v;g once every 3 weeks; RANO, response assessment in neuro-oncology, T-DXd, trastuzumab deruxtecan.
udraCT: 1-41.

Simon Two Stage Design
A RR (CNS) >60% suggests clinically relevant activity

A RR (CNS) <26% suggests no benefit compared to previous systemic treatment options
A Stage 1: 6 pts. (at least three responses); Stage 2: 9 pts; overall 15 pts. (at least 7 responses)
A Type 1 error rate 5%; power 80%

</ D U T LU V _J | C
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Objective Response Rate (RANO -BM criteria)
ORR (intention -to-treat population; n=15): 73.3% (95% CIl 48.1 -89.1)

25

-------------------------------------------------------------------------------------

One patient with dural metastases

RR (perprotocol -population; n=14): 78.6%

25 —

-50

Maximum change in tumor size from baseline (%)

-75

-100 —
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U Support safety of nivolumab combination
0 Hamilton E et al., ESMO BC #1620 Oral

U Preliminary data of combo dose-finding in HER2+ (DB-07) and HER low BC (DBE)8)
o0 Andre F et al., ASCO #3025 Poster

U TALENT Ph2 neoadjuvant in HR+/HER2 Low early BC (lIS)
d Hurvitz S et al., ASCO #TPS623 Poster

>~

ENTYIdM G
U Biomarker analyses from patients from DAISY trial
0 Mosele F et al., ESMO BC #LBA1 Oral
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Dato -DXd

Humanized anti-TROP2
N2 1gG1 mAb Deruxtecan?

E TNBC i S 6 , 1 |

U Initial results from BEGONIA study of Dato ‘;T{;! “:A’IH‘AH“{HXLH’\;H""J?“H .

DXd and durvalumab combo in 1L TNBC ” 8! 8@@
- Schmid P et al. ESMO BC #166 Mini Oral* leavable terrapeptide-based fnier F

* '7 N

Topoisomerase | inhibitor payload
(DXd)

Payload mechanism of action: topoisomerasef inl

c & High potency of payfad
z ~ ~ - > = Optimizedrug to antibody raidib-°
E TNBCR "~ HR+/MHER2- X~ 77 =2 b o e
v o = Payload with short systemidifeaff
X AN S < |
5 ™ Stable linkgrayload
. > N ~ >
u [ YnM N al\, Tumoselective cleavable liker

Bystander antitumor effect

A Potential Best -In-Class TROP2 ADC
A Developing for BC, NSCLC and other solid tumors

almage is for illustrative purposes only; actual drug positions may vary. ? The clinical
relevance of these features is under investigation. ¢ Based on animal data.
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Datopotamab deruxtecan + durvalumab as first -line treatment for
unresectable locally advanced/metastatic triple  -negative breast
cancer

Initial results from BEGONIA, a phase 1b/2 study

Peter Schmid, FRCP, MD, PhD

Barts Cancer Institute, Queen Mary University of London, London, UK

K. H. Jung! P. J. Wysock?, J. Jasseny,C. X. Ma} R. Fernandes, R. Huisden® R. Stewart® P. Vukovic®

A. Tablante Nunes,” Z. Noweck#®

1Asan Medical Center- University of Ulsan, College of Medicine, Seoul, Korea2Jagiellonian University- Medical College, Krakow, Poland;
3Medical University of Gd a @G ¢ a geBolkand;*Washington University School of Medicine, St. Louis, MO, USA3Schulich School of
Medicine & Dentistry, Western University, London Health Sciences Centre, London, Canad&@AstraZeneca, Cambridge, UK/AstraZeneca,
Gaithersburg, MD, USA8Maria S k G o d eGuseKkNational Research Institute of Oncology, Warsaw, Poland

On behalf of the investigators
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Part 1 (this presentation includes results from part 1)

First 20 patients _
.Femal es ageld[ 018 y & Raclitaxel+Durvalumab (P +D) (N=20)  Each novel combination cohort

oie—— ey v oty 2o
- No prior treatment for Q3W until PD Safety and tolerability  2-stage futility

Stage IV TNBC All others Capivasertib + P + D (N=30) Secondary endpoints: analysis for
»012 mont hs |sirandomizegt iojgclumab + P + D (N=30) ORR, PFS, DoR, OS Part Zxpansicn
taxanetherapy an open cohort T-DXd+ D (N=30)
» ECOG PSD

» Adequate organ function

Part 2 expansion (currently active/ongoing)

» Measurable disease per

RECIST vl1.1
- NO prior treatment with DateDXd+ ¥ Enroll Primary endpoint:
checkpoint inhibitor or Randomized ek}t i) L additional 22— ORR
TOPO-basedADQ if multiple patients in Secondary endpoints:
cohorts open + o 4 b each arm PFS, DoR, PFS6, OS

aADCcohorspecific criterkateDXd6 mg/kg + D 1120 fiNpvetreatment combinations may enter Part 2 expansion if confirmed ORR is at least 57%.

ADC, antibodlyug conjugatemr@NBClocally advanced/metastatic triple negative breast cancedimitifigdos&ipR duration of response; ECOG PS, Eastern Cooperative
Data CUtOff' November 15 2021 Oncology Group performance scale; ORR, objective response rate; OS, overall survivakffeRESupvogie Siprpregiee disease; Q3W, every 3 weeks; RE€HEINse
- )

Evaluation Criteria In Solid TumHDM] trastusumakeruxtecan; TOPO I, topoisomerase |.
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Dato-DXd + Durvalumab in BEGONIA Part 1

100 N=29
g
R,
8 o
o N
Eﬂ'}
S35 |
gf °
55
5 = 50
8._
~100-

Patients evaluable for
confirmed response?

Confirmed ORR, n (%)  20(74)

95% CI 54-89 .
CRon (%) o pLonfirmed ORR

PR, n (%) 18 (67) was observed Ir
20/27 (74%)

patients

27

PD-L1 expression (TAP 5% cutoff): High B Low [ Unknown/Missing

Data cutoff: November 15, 2021

ESMO BC 2022 #166 Mini Oral

a8Hadthe opportunity to have 2 postbaseline scans.

Dotted Iines indicate thresholds for partial response (130%) and pi
*If the best percentage change from baseline of target lesions cannot be calculated due to progressionheitvedtenialiropdesttat +20%.

iAd Patients withACRDwashbéympbveodkel dissepseséCR per RECI ST in | ympl
CR, complete response; ORR, objective response rate; PR, partial response.
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Dato-DXd + Durvalumab in BEGONIA Part 1

100 -

50 7

—o— Complete response

Partial response
—o— Stable disease
—e— RECIST Progression
& New lesion

Median follow-up: 3.9 months

-50 7

-100 7

(L]

Change in target lesion from baseline (%)
o

Data cutoff: November 15, 2021

ESMO BC 2022 #166 Mini Oral

18
Time (weeks)

24 30 36

pAMedian time to respon
was 1.4 mos. (95% Cl,
1.351.58)

DAAIl patients with a
response had an ongo
response at data cutof

pAMedian duration of
response was not
reached

Dotted |lines indicate threshol ds f ¢

68



016 1 W/

Dato-DXd + Durvalumab in BEGONIA Part 1

No dose limiting toxicities

: DateDXd+ D

Patients, n (%) N=29
Any grade AEs 29 (100)

Grade 3/4 8 (28)
Any grade treatmentlated AEs 27 (93)

Grade 3/4 8 (28)
Dose adjustments

DateDXddosereductioh 4 (14)

DateDXddose delay 1(3)

Durvalumab dose delay 4 (14)
Serious AEs 5(17)
AEs leading to death 1(3Y
AEs leading to discontinuation oftedatment$ 2 (7)

aAll 4 DatbXddose reductions were due to stomatitis.

Data cutoff: November 15, 2021 b82.‘35’2‘2?”222%?ii;%E%i‘éi?c”féi’éﬁ‘o”éil?ff Ziéfitf”?ri?anm incre

| e e = 69
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T N, 1 pO15%
Dato-DXd + Durvalumab in BEGONIA Part 1
Preferred term, n (%] DateDXd+ D
AEs all causes N=29
All Grades, Grade Grade Grade
Ol15% of |pdtiets 3
Stomatitis 20 (69) 8(28) 8(28) 4 (14)
: 13
Alopecia 19 (66) (45) 6 (21) 0
13
Nausea 19 (66) (45) 6 (21) 0
Constipation 11 (38) 8(28) 3(10) 0
Fatigue 11 (38) 9(31) 2(6.9 0
Rash 9 (31) 8 (28) 1 (3) 0
Vomiting 5(17) 3(10) 2(6.9 0

Data cutoff: November 15, 2021

pA.ow rates of diarrhea
reported (4 [14%]; all
Grade 1)

D2No cases of ILD/pneumonit
Or neutropenic events were
reported

D713.7% of patients required
reduction due to stomatitis

pAUpdated TMGs and prophy
for stomatitis are being
iImplemented

ILD, interstitial lung disease; TMG, trial management
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Dato-DXd + Durvalumab in BEGONIA Part 1

E
DateDXd+
ORR 74%
PDL1
£  DateDXd
ILD/
E 2
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TNBC

PFS/OS

.ﬂ

>

Daiichi-Sankyo

BEGONIA
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Dato-DXd: X~ -/

\A 4 R4 ,q e ’“ Daiichi-Sankyo
I —
Neoadjuvant Post-neoadjuvant/Adjuvant 1L Metastatic 2L Metastatic 3L Metastatic
Adjuvant
HER2S
~ 20% of patients
TROPION-PanTiimaor01
Hormone- Phase 1 Monotherapy
receptor positive
(HR+) TROPION-Breast01
—_ 65% Of patients Phase 3 Monotherapy vs CTx PC
Triple-negative BEGONIA
(TN B C) Phase 1b/2 Combo with durvalumab
~ 15% of patients
>4 TROPION-Breast02 TROPION-PanTumor01
New StUdy C Phase 3 Monotherapy vs CTx Phase 1 Monotherapy
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