
7 7 11

100 mg

6 10 4
1 107 mg

4

HR HER2

HER2
HER2

HER2
HER2 ERBB2
HER2

HER2 HER2
HER2

HER2 ERBB2
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1 5.4 mg/kg 90
3 2

30
HER2

1 6.4 mg/kg 90
3 2

30
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7 5 29

100 mg

6 10 4
1 107 mg

HER2
HER2

HER2 ERBB2
HER2

HER2 HER2
HER2 ERBB2

1 5.4 mg/kg 90
3 2

30
HER2

1 6.4 mg/kg 90
3 2

30
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1.
1.1

ADC HER2 IgG1
MAAL-9001

MAAA-1181a HER2
MAAA-1181a DNA

2020 3 HER2
2020 9 HER2
2022 11 HER2 *

2023 3 HER2
2023 8 HER2 ERBB2
* HER2

1.2
AstraZeneca HR HER2

06 2020
7

EU 06 2024 8 2024 7
2025 1 2025 3 EU

2025 4 HER2

ENHERTU is indicated for the treatment of adult patients with unresectable or metastatic
Hormone receptor (HR)-positive HER2-low (IHC 1+ or IHC 2+/ISH-) or HER2-ultralow (IHC 0 with membrane 
staining) breast cancer, as determined by an FDA-approved test, that has progressed on one or more endocrine therapies 
in the metastatic setting.

EU
Enhertu as monotherapy is indicated for the treatment of adult patients with unresectable or metastatic

hormone receptor (HR)-positive, HER2-low or HER2-ultralow breast cancer who have received at least one endocrine 
therapy in the metastatic setting and who are not considered suitable for endocrine therapy as the next line of treatment.

06 2021 3
06 HER2

2.

3.



4

4.

5.

6.

06 MAAA-1181a PK

7.
1

1

06
HR

HER2 *1 *2
866
436
430

5.4 mg/kg 3

TPC*3

*1 IHC 1 IHC 2 ISH *2 IHC 0 1 *3
PTX nab-PTX 2

7.R.3.1

7.1
7.1.1
7.1.1.1 CTD 5.3.5.1-1 06 2020 7

2024 3 18
1 HR 2 HER2 3

850 HER2 700 HER2 150

1

2
24 1

CDK4/6 6

2 1%
3 06 ASCO/CAP 2018 HER2 HER2

HER2
IHC 1 10% IHC
2 10% ISH
IHC 0 1 10%
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4 TPC
28 273

5.4 mg/kg 3 5 TPC
2

2 06 TPC

3 1 1,000 1,250 mg/m2 1 2 2 1
PTX 80 mg/m2 1
nab-PTX 4 1 100 mg/m2 1 8 15 1

6 866 436 TPC 430 ITT
35 TPC 33

15 2 TPC 13 7 851 434 TPC 417
35 TPC 33

HER2 RECIST ver.1.1 BICR PFS8

HER2 456 PFS
3

4 HER2 700 HER2 150
06 850

BICR PFS TPC 0.55
5% 456 95%

OS TPC 0.77 3.5%
521 80%

5 90 2 30

6 HER2 IHC 2 ISH IHC 1 IHC 0 1 CDK4/6

7 TPC 1
11 1

8 RECIST 
ver.1.1 BICR
RECIST ver.1.1 48 6 9
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3 06
1

2020 3 10
4

2022 4 27
U303 *1 DAISY *2 HER2

PFS
HER2

OS ITT PFS

HER2 BICR PFS

HER2 OS
ITT BICR PFS

ITT OS
HER2 PFS 0.05

HER2 PFS
HER2

OS ITT PFS ITT
OS 0.05

HER2 PFS 0.05

HER2 PFS
HER2

OS ITT PFS
0.035 0.015

0.05
HER2 OS ITT

PFS
ITT OS

0.05

HER2

PFS OS 1
456 PFS

OS 2
392 OS

OS
489 OS

HER2

PFS OS 1
456 PFS

OS 2
392 OS

OS
521 OS

*1 HER2
*2

HER2 BICR PFS 2024
3 18 Kaplan-Meier 4 1

TPC
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4 PFS BICR HER2 2024 3 18
TPC

359 354
% 225 62.7 232 65.5

95%CI 13.2 11.4, 15.2 8.1 7.0, 9.0
95%CI *1 0.62 0.52, 0.75

p *2 0.0001
*1 HER2 IHC 1 IHC 2 ISH CDK4/6

Cox CI *2 log-rank Cox
0.05

1 PFS Kaplan-Meier
BICR HER2 2024 3 18

47 12/434 2.8%

TPC 13/417 3.1% 4 TPC 6

8 ILD 2 9

1 TPC 6 10

11 1 1
12 ILD 2 1

2 1

ILD 1

9 21
10 30
11 5
12
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7.R
7.R.1

06
19 9 28 0928010

3 12 10

30 6 12 0612 1
06

7.R.2
HR

HER2 HER2

7.R.2.1
06

06 NCCN v.3.2019
2018 06

PTX nab-PTX

7.R.2.2
06

06 PFS
06

PFS

06 PFS
06 PFS

06 OS OS

7.R.2.3
06

06 HER2 BICR PFS
TPC 7.1.1.1 TPC

5
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5 TPC PFS
BICR HER2 2024 3 18

% 95%CI * 95%CI
220 131 59.5 13.5 11.4, 15.4

0.62 0.49, 0.79
TPC 208 134 64.4 8.5 7.0, 11.4

PTX 59 38 64.4 14.5 9.6, 19.1
0.37 0.23, 0.58

TPC 56 43 76.8 6.3 5.0, 6.9

nab-PTX
80 56 70.0 12.4 8.3, 15.2

0.82 0.56, 1.20TPC 90 55 61.1 8.3 7.1, 11.2
* Cox

06 TPC
ITT BICR PFS HER2

OS TPC
ITT OS

OS Lan-DeMets
O’Brien-Fleming

ITT BICR PFS Kaplan-Meier 6
2 TPC HER2

OS 1 Kaplan-Meier 7 3 TPC
ITT OS 1

Kaplan-Meier 8 4

6 PFS BICR ITT 2024 3 18
TPC

436 430
% 269 61.7 271 63.0

95%CI 13.2 12.0, 15.2 8.1 7.0, 9.0
95%CI * 0.64 0.54, 0.76

* Cox CI
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2 PFS Kaplan-Meier ITT 2024 3 18

7 OS 1 HER2 2024 3 18
TPC

359 354
% 136 37.9 146 41.2

95%CI 28.9 25.7, 33.7 27.1 23.5, 29.9
95%CI *1 0.83 0.66, 1.05 *2

p *3 0.1299
*1 Cox CI *2 99.54%CI 0.59, 
1.17 *3 log-rank 0.0046

3 OS 1 Kaplan-Meier HER2 2024 3 18
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8 OS 1 ITT 2024 3 18
TPC

436 430
% 161 36.9 174 40.5

95%CI 28.9 26.4, 32.7 27.4 23.9, 29.9
95%CI * 0.81 0.66, 1.01

* Cox CI

4 OS 1 Kaplan-Meier ITT 2024 3 18

BICR PFS Kaplan-Meier 9
5

9 PFS
BICR HER2 ITT 2024 3 18

HER2 ITT
TPC TPC

25 28 35 33
% 10 40.0 22 78.6 15 42.9 23 69.7

95%CI 21.4 13.1, 7.7 4.1, 11.3 19.5 13.2, 8.6 4.4, 14.8
95%CI * 0.33 0.15, 0.68 0.44 0.23, 0.84
* Cox CI
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5 PFS Kaplan-Meier
HER2 ITT BICR 2024 3 18

HR HER2

06 HER2 PFS TPC
13

06 HER2 OS TPC

13 EORTC QLQ-C30 TPC
95%CI 0.48 0.36, 0.63 0.72 0.57, 

0.90 0.73 0.54, 0.99
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06 HER2 06

06 HER2 PFS
HER2

ITT PFS TPC
HER2

06 HER2
7.R.2.4

06 4 2022 4 27
ITT PFS HER2 OS

3 HER2
OS ITT PFS

7.R.2.4 HER2
HER2

HER2 BICR PFS OS 1
Kaplan-Meier 10 6 14 HER2

4 7 HER2

10 PFS OS 1
PFS BICR HER2 2024 3 18

PFS OS
TPC TPC

76 76 76 76
% 44 57.9 39 51.3 25 32.9 28 36.8

95%CI 13.2 9.8, 17.3 8.3 5.8, 15.2 29.5 27.9, 27.4 19.4, 
95%CI * 0.78 0.50, 1.21 0.75 0.43, 1.29
* Cox CI

14 HER2 Cox
p PFS OS 0.4066 0.6997
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6 PFS OS 1 Kaplan-Meier
PFS OS HER2 2024 3 18

06 HER2
15 16

HER2

15 TPC 2.6% 2/76 9.2% 7/76
16 TPC 64.5% 49/76 75.0% 57/76

TPC TPC
19
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TPC PFS
TPC

TPC

HER2 PFS
PFS TPC

PFS
17 TPC

7 PFS TPC
69 10 99.9% TPC

95%CI 11

11 TPC PFS
PFS 95%CI BICR HER2 2024 3 18

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 99.9%

95%CI Wald
0.78
0.50,

1.20

0.82
0.53,

1.25

0.82
0.54,

1.27

0.84
0.54,

1.29

0.85
0.55,

1.31

0.86
0.56,

1.32

0.88
0.57,

1.35

0.89
0.58,

1.38

0.92
0.59,

1.41

0.94
0.61,

1.45

0.97
0.63,

1.48

PFS
99.9% 95%CI 0.97 0.63, 1.48

06 PFS

PFS 06 HER2
TPC PFS 20 30%18

PFS
20 30%

PFS 10
HER2

17 TPC PFS
TPC PFS

1
PFS

18 06 HER2 0.78 10



16

12
OS HER2 OS

19

OS
06 PFS PFS

PFS

12 OS 1 PFS
PFS BICR HER2 2024 3 18

OS PFS

%
7 9.2 11 14.5 42 55.3

TPC 3 3.9 17 22.4 34 44.7
95%CI * 1.57 0.43, 7.30 0.55 0.25, 1.16 0.79 0.50, 1.26

* Cox CI

10

10
HER2

HER2

HER2 BICR PFS Kaplan-Meier
13 7

19 TPC 3% CDK4/6
5.3 13.2% 38.2 19.7% 10.5 5.3% 1.3

7.9% 5.3 0% 7.9 1.3%
CDK4/6 mTOR PI3K
CDK4/6 mTOR PI3K PARP

ADC
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13 PFS
BICR HER2 2024 3 18

TPC
10 5

% 5 50.0 1 20.0
95%CI 19.5 2.7, 5.8, 

95%CI *

* Cox CI

7 PFS Kaplan-Meier
HER2 BICR 2024 3 18

06 HER2 06

HER2 HER2
HER2 20

HER2

06 HER2
HER2 PFS TPC

OS TPC
HR

HER2

20 RECIST ver.1.1 BICR 95%CI % HER2 HER2
HER2 HER2 56.5 51.2, 61.7

61.8 50.0, 72.8 60.0 38.7, 78.9 80.0 44.4, 97.5
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7.R.3
HR HER2

21

HR HER2

7.R.3.1
06

06 14 22

15

14 06 2024 3 18
%

434
TPC
417

429 98.8 397 95.2
Grade 3 229 52.8 185 44.4

11 2.5 6 1.4
88 20.3 67 16.1
62 14.3 39 9.4

210 48.4 160 38.4
107 24.7 161 38.6

15 *

06 2024 3 18

PT
MedDRA ver.26.1

%

434
TPC
417

303 69.8 126 30.2
210 48.4 87 20.9
159 36.6 107 25.7
148 34.1 114 27.3
146 33.6 49 11.8
137 31.6 62 14.9
117 27.0 83 19.9

AST 117 27.0 44 10.6
114 26.3 48 11.5

COVID-19 106 24.4 52 12.5
99 22.8 71 17.0
99 22.8 66 15.8

ALT 93 21.4 48 11.5
79 18.2 53 12.7

21 ILD infusion reaction 5 7 6
100 mg

22 10% Grade 3 5% 0.5%
1% 1% 3% 3%
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PT
MedDRA ver.26.1

%

434
TPC
417

76 17.5 63 15.1
74 17.1 42 10.1
69 15.9 38 9.1
61 14.1 15 3.6
57 13.1 37 8.9
56 12.9 15 3.6
52 12.0 30 7.2
51 11.8 24 5.8
50 11.5 20 4.8

ALP 48 11.1 17 4.1
45 10.4 35 8.4
44 10.1 15 3.6

Grade 3
60 13.8 36 8.6
38 8.8 18 4.3
37 8.5 35 8.4
25 5.8 20 4.8

2 0.5 1 0.2
ILD 2 0.5 0

ILD 8 1.8 0
8 1.8 0

COVID-19 7 1.6 1 0.2
5 1.2 2 0.5
5 1.2 1 0.2

23 5.3 0
ILD 15 3.5 0

COVID-19 63 14.5 27 6.5
33 7.6 17 4.1
30 6.9 20 4.8
15 3.5 3 0.7

19 4.4 6 1.4
15 3.5 6 1.4

* 10% Grade 3 5% 0.5%
1% 1%

3% 3%

06

06 HER2
U303 16 U303

06 23 17

23 10% 1% 3%
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16 06 U303
%

06
434

U303
371

429 98.8 369 99.5
Grade 3 229 52.8 195 52.6

11 2.5 14 3.8
88 20.3 103 27.8
62 14.3 60 16.2

210 48.4 143 38.5
107 24.7 84 22.6

17 U303 06 *

PT
MedDRA ver.26.1

%
06
434

U303
371

COVID-19 106 24.4 7 1.9
Grade 3

60 13.8 31 8.4

COVID-19 63 14.5 7 1.9
30 6.9 13 3.5

* 10% 1% 3%

06 HR HER2

HR HER2

HR HER2

7.R.3.2
06

06 18
24 19

24 10% 1% 5%
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18 06 2024 3 18
%

35 399
35 100 394 98.7

Grade 3 23 65.7 206 51.6
1 2.9 10 2.5
7 20.0 81 20.3
5 14.3 57 14.3

20 57.1 190 47.6
13 37.1 94 23.6

19 *

06 2024 3 18

PT
MedDRA ver.26.1

%

35 399

28 80.0 275 68.9
23 65.7 187 46.9
20 57.1 117 29.3
17 48.6 82 20.6
15 42.9 20 5.0
14 40.0 100 25.1
13 37.1 66 16.5
12 34.3 45 11.3
11 31.4 40 10.0
10 28.6 42 10.5

ILD 8 22.9 22 5.5
6 17.1 18 4.5

Grade 3
10 28.6 50 12.5

GGT 3 8.6 7 1.8
ILD 2 5.7 2 0.5

ILD 1 2.9 1 0.3

2 5.7 1 0.3

ILD 3 8.6 12 3.0

COVID-19 7 20.0 56 14.0
6 17.1 27 6.8
3 8.6 1 0.3
3 8.6 1 0.3
3 8.6 9 2.3

ILD 3 8.6 6 1.5

3 8.6 6 1.5
ILD 3 8.6 3 0.8
GGT 2 5.7 1 0.3

* 10% 1% 5%

06
06
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HR HER2

7.R.4
HER2

HER2

HER2

HER2

HER2
HER2

7.R.2 7.R.3

HER2

HER2

HER2
HER2

7.R.4.1
25

HR HER2

NCCN v.4.2025

25 NCCN v.4.2025 NCI-PDQ 2025 2 12 ESMO v.1.2.2025
2022 DeVita, Hellman, and Rosenberg’s Cancer: Principles and Practice of Oncology 12th ed., Wolters 

Kluwer, 2023, Netherlands 7
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HR HER2 IHC 0 1 1
IHC 2 ISH

HR HER2
06 7.R.2 7.R.3

06 IHC 1 IHC 2 ISH
U303 HER2 HER2 HER2

IHC 0 1 HER2
HER2 HER2 ASCO/CAP

2023 2022 HER2 26

HER2 HER2
06 HER2 HER2

HER2 HER2
HR

HR
06

06

06 HER2 06
Roche Diagnostics VENTANA 4B5 IHC assay

ultraView HER2 4B5
ultraView

HER2 4B5
HER2

26 HER2 IHC 3 IHC 2 ISH IHC 2 ISH
IHC 1 IHC 0 IHC 0 HER2

10%
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HER2

HER2

HER2
HER2

HR
HER2

PTX

HER2

HER2

HER2
HER2

7.R.5
U303

06
7.R.2 7.R.3
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7.R.6 RMP
RMP

7.R.3 RMP
RMP27 20

20 RMP

ILD

infusion reaction

7.R.7

HR HER2

06
7.R.3.1

06 28

8.
8.1

8.2 GCP

CTD 5.3.5.1-1-1 GCP

27 7 4 1 RMP 100 mg
28 HER2

HER2
HER2 ERBB2

6 12 1,767 1,126 51
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9. 1
HR HER2

HR
HER2

HR HER2
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2

7 7 10

100 mg

6 10 4

1.

20 12 25 20 8

1.1
1 7.R.2

HR HER2
06 HR

HER2 HER2

06 HER2 BICR PFS TPC

06 ITT BICR PFS TPC
HER2 PFS

TPC

1.2
1 7.R.3 HR HER2

29

29 ILD infusion reaction 5 7 6
100 mg



28

HR HER2

1.3
1 7.R.4

HER2

HER2

HER2
HER2

1.4
1 7.R.5

1.5 RMP
1 7.R.6 RMP

RMP RMP
21



29

21 RMP

ILD

infusion reaction

1 7.R.7
HR HER2

 
RMP 22

22 RMP

HER2
ERBB2

ILD

2.

10 3 24

HER2
HER2

HER2
HER2 ERBB2
HER2
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HER2 HER2
HER2

HER2 ERBB2
1 5.4 mg/kg 90

3 2
30

HER2
1 6.4 mg/kg 90

3 2
30

1.

2.

SpO2 X CT

3. CT

HER2
1.

2.
HER2

3.
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4.
5. HER2

HER2

HER2
36.

47.
58. HER2

HER2

HER2 ERBB2

69.

710.
811.
912. HER2 ERBB2

HER2
1013.

1114.

1215.
1316.

1.
2.

HER2
HER2

HER2 ERBB2 HER2

5.4 mg/kg 6.4 mg/kg
4.4 mg/kg 5.4 mg/kg
3.2 mg/kg 4.4 mg/kg

3.2 mg/kg 4.4 mg/kg
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Grade 1 1

Grade 2 4

LVEF

40%
LVEF
45%

10% 3 LVEF

10%
20%

3 LVEF
10%

LVEF 40%
20%

3 LVEF 40%
20%

QT
Grade 3 Grade 1 1
Grade 4

Infusion reaction

Grade 1 50%

Grade 2 Grade 1 50%

Grade 3 4

Grade 3 Grade 2 1

Grade 4 Grade 2 1

1

Grade 3 Grade 2
Grade 4 Grade 2 1

Grade 3
Grade 1
7
7 1

Grade 4 Grade 1 1

Grade 2
Grade 1
7
7 1

Grade 3
Grade 1
7 1
7

Grade 4

Grade 3
Grade 1
3
3 1

Grade 4

Grade 3
Grade 1
7
7 1

Grade 4
Grade NCI-CTCAE ver.5.0
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ADC antibody-drug conjugate
ALP alkaline phosphatase
ALT alanine aminotransferase

ASCO/CAP
Human epidermal growth factor receptor 2 
testing in breast cancer: American Society of 
Clinical Oncology/College of American 
Pathologists clinical practice guideline 
focused update

AST aspartate aminotransferase
BICR blinded independent central review
CDK4/6 cyclin dependent kinase 4 and 6 4 6
CI confidence interval

COVID-19 coronavirus disease 2019 2

DNA deoxyribonucleic acid
ESMO ESMO Metastatic Breast Cancer Living 

Guideline

EORTC 
QLQ-C30

European Organization for Research and 
Treatment of Cancer Quality-of-Life 
Questionnaire -Core 30

GGT -glutamyl transferase -

HER2 human epidermal growth factor receptor type 
2 2

HR hormone receptor

Ig immunoglobulin
IHC immunohistochemistry
ILD interstitial lung disease
ISH in situ hybridization in situ
ITT intention-to-treat
MedDRA Medical Dictionary for Regulatory Activities ICH
mTOR mechanistic target of rapamycin
nab-PTX

NCCN National Comprehensive Cancer Network 
Clinical Practice Guidelines in Oncology, 
Breast Cancer

NCI-PDQ National Cancer Institute Physician Data 
Query

OS overall survival
PARP poly ADP-ribose polymerase ADP-
PFS progression free survival
PI3K phosphatidylinositol 3-kinase 3
PK pharmacokinetics
PT preferred term
PTX

RECIST Response Evaluation Criteria in Solid 
Tumors

RMP risk management plan



ii

TPC treatment of physician’s choice

U303 DS8201-A-U303
06 D9670C00001 DESTINY-Breast06
DAISY UC-0105/1815


