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1.
1.1

ADC HER2 IgG1
MAAL-9001

MAAA-1181a HER2
MAAA-1181a DNA

2020 3 HER2
2020 9 HER2

2023 3 HER2
2022 11

HER2

1.2
HER2 ERBB2 NSCLC

2018 5 HER2 HER2 ERBB2

NSCLC U204
2021 3 HER2 ERBB2

NSCLC U206
EU U204 U206 2022 2 2022 11

2022 8 ENHERTU is indicated for the treatment of adult patients with 
unresectable or metastatic non-small cell lung cancer (NSCLC) whose tumors have activating HER2 (ERBB2) 
mutations, as detected by an FDA-approved test, and who have received a prior systemic therapy. This indication is 
approved under accelerated approval based on objective response rate and duration of response. Continued approval 
for this indication may be contingent upon verification and description of clinical benefit in a confirmatory trial.

EU 2023 4
HER2 ERBB2 NSCLC

2

U204 U206 2018 5 2021 3

U204 U206 HER2

NSCLC

2022 9 HER2
R4 548

2.
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HER2 NSCLC

3.
3.1
3.1.1 HER2 CTD 4.2.1.1-1

15 HER21 NSCLC NCI-H322

3 1

1 3

HER2 % *1 HER2 % *1

23.2 1.8 D769Y 37.6 1.1*3

S310F 31.8 1.2*2 A775_G776insYVMA 69.2 1.1*3

V659E 55.5 0.9*3 G776delinsVC 63.3 0.7*3

G660D 33.6 1.2*2 G776_V777insVGC 45.1 1.1*3

R678Q 28.8 1.0*2 V777_G778insGSP 38.5 1.8*3

V697L 31.0 1.8 V777L 26.9 2.5
L755S 53.6 1.9*4 V842I 30.8 1.3*2

L755P 71.3 0.8*3 T862A 27.6 2.1
n 3 *1 1 3 MFI MFI 100 *2 HER2

p 0.05 t *3 HER2 p 0.01 t *4 HER2
p 0.001 t

3.1.2 NSCLC
3.1.2.1 in vivo CTD 4.2.1.1-2 4.2.1.1-3 4.2.1.1-4

HER2 A775_G776insYVMA 1 NSCLC
NOD/SCID 6 T-DM1 T-DM1/neratinib

7 0 0 35
10 mg/kg Q3W T-DM1 15 mg/kg QW T-DM1

neratinib 20 mg/kg 5 66
T-DM1/neratinib p 0.0001

HER2 G776delinsVC 1 NSCLC NCI-H1781
6 145 150 mm3

0 0 1 3 10 mg/kg
21 1 3 10 mg/kg TGI2 %

96.7 97.3 99.1 9% 25 mmol/L
1

1 S310F 310 V659E 659 G660D 660
R678Q 678 V697L 697

L755S 755 L755P 755
D769Y 769 A775_G776insYVMA 775 776

G776delinsVC 776
G776_V777insVGC 776 777

V777_G778insGSP 777 778
V777L 777 V842I 842 T862A 862

2 TGI % 1 100
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1 NCI-H1781
n 6 * p 0.0001 Dunnett

15 HER21 NCI-H322
6 HER2 NCI-H322

3 0
0 1 3 10 mg/kg 1

3 10 mg/kg TGI2 4 2

2 HER2 NCI-H322

HER2
TGI %

HER2
TGI %

1 mg/kg 3 mg/kg 10 mg/kg 1 mg/kg 3 mg/kg 10 mg/kg
13.9 34.3 78.5* D769Y 9.0 7.4 83.1*

S310F 19.0 53.4* 85.8* A775_G776insYVMA 29.7 69.4* 74.9*

V659E -4.2 30.9 89.9* G776delinsVC 43.6* 76.4* 97.3*

G660D 15.6 70.7* 91.4* G776_V777insVGC 0.8 36.2 78.4*

R678Q 37.0 40.5 81.3* V777_G778insGSP 45.0 85.6* 98.0*

V697L 34.3 55.3 82.6* V777L 10.6 38.5 86.2*

L755S 15.5 43.6 92.4* V842I 40.8 71.3 95.4*

L755P 18.0 23.5 72.3* T862A -16.5 19.3 82.3*

* 9% 25 mmol/L p 0.0001 Dunnett

3 139.5 144.7 mm3 S310F 149.3 155.2 mm3 V659E 157.0 159.7 mm3 G660D 135.4 138.0 mm3 R678Q
138.0 152.5 mm3 V697L 140.5 146.0 mm3 L755S 153.7 155.2 mm3 L755P 137.5 139.8 mm3 D769Y 160.7
164.6 mm3 A775_G776insYVMA 130.3 132.7 mm3 G776delinsVC 181.0 185.6 mm3 G776_V777insVGC 137.3
142.2 mm3 V777_G778insGSP 156.0 158.4 mm3 V777L 153.8 161.9 mm3 V842I 144.1 147.6 mm3 T862A 149.0

153.4 mm3

4 21
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3.2
3.2.1 CTD 4.2.1.2-1

86 MAAA-1181a
MAAA-1181a 10 μmol/L 50%

3.R

3.R.1 HER2 ERBB2 NSCLC
HER2 ERBB2 NSCLC

HER2 ERBB2 NSCLC HER2 ERBB2 20
A775_G776insYVMA HER2

Proc Natl Acad Sci USA 2012; 109: 14476-81 HER2 ERBB2

20 NSCLC oncogenic driver

20 HER2

2
HER2 ERBB2 20 NSCLC

Proc Natl Acad Sci U S A 2009; 106: 474-9

HER2 ERBB2 NSCLC

HER2
MAAA-1181a DNA

2 2 17
100 mg

HER2 3.1.1
HER2 ERBB2 HER2 ERBB2

NSCLC 3.1.2.1

20 HER2
HER2 NSCLC

HER2 ERBB2
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4.

5.

6.

U206 MAAA-1181a

MAAA-1181a 5

Grade ILD

7.
3 2

1 1
J101

2 2 17
100 mg

5 MAAA-1181a Grade 3
Grade 2 Grade 3 Grade Grade 3

ILD
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3

U204

1 1a
HER2 *1

NSCLC
2

HER2 ERBB2

NSCLC

1
49

1a
41

2
91

1 2
6.4 mg/kg Q3W

1a
5.4 mg/kg Q3W

U206
HER2 ERBB2

NSCLC

102
50

5.4 mg/kg Q3W

6.4 mg/kg Q3W

001 HER2 ERBB2
NSCLC 177*2

*1 IHC 2 3 *2 140

U204 U206
7.3

7.1
7.1.1
7.1.1.1 CTD 5.3.5.2 U204 2018 5

2021 5 3
HER2 6 1 1a 7 HER2 ERBB2 8

2 9 NSCLC 1
40 1a 40 2 90

5 20
6.4 mg/kg 1 2 5.4 mg/kg 1a Q3W

181 1 49 1a 41 2 91
1 12

1a 3 2 23
RECIST ver.1.1 ICR

4 2021 5 3

6 IHC 2 3
7 HER2 ERBB2
8 Y772_A775dup G776delinsLC G776delinsVC G776_V777insL V777_G778insCG

V777_S779dup G778dup G778_S779insLPS G778_P780dup T733I L755M L755P L755S L755W D769H D769N
D769Y G776C G776S G776V V777L V777M S310F S310Y S310P R678Q

9



9
HER2 NSCLC

4
RECIST ver.1.1 ICR 2021 5 3

%

HER2 HER2 ERBB2

1
6.4 mg/kg

49

1a
5.4 mg/kg

41

2
6.4 mg/kg

91
CR 0 2 4.9 1 1.1
PR 13 26.5 10 24.4 49 53.8
SD 21 42.9 20 48.8 34 37.4
PD 11 22.4 4 9.8 3 3.3
NE 4 8.2 5 12.2 4 4.4
CR PR

95%CI* %
13

26.5 15.0, 41.1
12

29.3 16.1, 45.5
50

54.9 44.2, 65.4
* Clopper-Pearson

47 5.4 mg/kg 5/41
12.2% 6.4 mg/kg 22/140 15.7%

6.4 mg/kg 2/35 15 5.4 mg/kg 3
6.4 mg/kg 12 5.4 mg/kg

1 6.4 mg/kg
1

1

7.1.1.2 CTD 5.3.5.1 U206 2021 3
2022 3 24

10 HER2 ERBB2 11 NSCLC
150 5.4 mg/kg 100 6.4 mg/kg 50 12 5.4 mg/kg

6.4 mg/kg
10 47

5.4 mg/kg 6.4 mg/kg Q3W

152 5.4 mg/kg 102 6.4 mg/kg 50 FAS
5.4 mg/kg 38 6.4 mg/kg 15

FAS 5.4 mg/kg 1 151 5.4 mg/kg 101 6.4
mg/kg 50 5.4 mg/kg 37 6.4 mg/kg
15

10

11 7.R.4.2
12 NSCLC

Lancet 2014; 384: 665-73 95%CI 26.4%
5.4 mg/kg 6.4mg/kg 40% 45% 95%CI

80%
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4.5 13 Pre-specified Early Cohort

RECIST ver.1.1 BICR
26.4%12

2
1 4.5
2 1

9

1 5 6
2022 3 24 14

5 1
RECIST ver.1.1 BICR FAS 2022 3 24

%
5.4 mg/kg

102
6.4 mg/kg

50
CR 1 1.0 1 2.0
PR 34 33.3 14 28.0
SD 54 52.9 27 54.0
PD 4 3.9 2 4.0
NE 9 8.8 6 12.0
CR PR

95%CI* % 35 34.3 25.2, 44.4 15 30.0 17.9, 44.6

* Clopper-Pearson

6 1
RECIST ver.1.1 BICR Pre-specified Early Cohort 2022 3 24

%
5.4 mg/kg

52
6.4 mg/kg

28
CR 1 1.9 1 3.6
PR 27 51.9 11 39.3
SD 19 36.5 14 50.0
PD 2 3.8 1 3.6
NE 3 5.8 1 3.6
CR PR

95%CI* % 28 53.8 39.5, 67.8 12 42.9 24.5, 62.8

* Clopper-Pearson

15 47 5.4 mg/kg 5/101 5.0%
6.4 mg/kg 3/50 6.0% 5.4 mg/kg 2

13 80 5.4 mg/kg 52 6.4 mg/kg 28 79 5.4 mg/kg 51
6.4 mg/kg 28

14 6 1 FAS 56 5.4 mg/kg 36 6.4 mg/kg
20 3

15 1 2022 3 24
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6 5.4 mg/kg 4 6.4 mg/kg 2 5.4 mg/kg
1 6.4 mg/kg ILD 1

7.2
7.2.1
7.2.1.1 CTD 5.3.5.4-2, 3 001 2015 2 2022 9

2015 2 2020 9 LC-SCRUM-Japan16 HER2 ERBB2 17

NSCLC

NSCLC 18 3,576
HER2 ERBB2 19

9.2% 12/140 HER2 ERBB2 16.9% 487/3,436 HER2 ERBB2
15.4% 2/15 13.3% 30/282

5.3% 1/19 4.2% 15/389
0% 0/39 14.8% 122/965

7.R
7.R.1

HER2 ERBB2

NSCLC U206

19 9 28
0928010 3
12 10

30 6 12 0612 1 U206

7.R.2
HER2 ERBB2

NSCLC

7.R.2.1
U206 HER2 ERBB2

NSCLC

16 Lung Cancer Genomic Screening Project for Individualized Medicine in Japan RET

17 U204
18

19 RECIST ver.1.1
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U206 NSCLC
JAMA 2003; 290: 2149-58

U206

U206 1 Pre-specified Early Cohort 5.4 mg/kg 6.4 mg/kg
95%CI % 53.8 39.5, 67.8 42.9 24.5, 62.8 7.1.1.2

U206 7
95%CI 26.4% 12 2022 12 23

5.4 mg/kg 6.4 mg/kg
Bonferroni 0.025

97.5%CI % 20 CI
U206

U206 8

2
7.1.1.2

7 U206
RECIST ver.1.1 BICR FAS 2022 12 23

%
5.4 mg/kg

102
6.4 mg/kg

50
CR 1 1.0 2 4.0
PR 49 48.0 26 52.0
SD 45 44.1 18 36.0
PD 4 3.9 2 4.0
NE 3 2.9 2 4.0
CR PR

95%CI* % 50 49.0 39.0, 59.1 28 56.0 41.3, 70.0

* Clopper-Pearson

8 U206
RECIST ver.1.1 BICR FAS 2022 12 23

%
5.4 mg/kg

38
6.4 mg/kg

15
CR 0 1 6.7
PR 18 47.4 9 60.0
SD 18 47.4 5 33.3
PD 1 2.6 0
NE 1 2.6 0
CR PR

95%CI* % 18 47.4 31.0, 64.2 10 66.7 38.4, 88.2

* Clopper-Pearson

20 5.4 mg/kg 37.7, 60.5 6.4 mg/kg 39.3, 71.7
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HER2 ERBB2 NSCLC

NSCLC

22.9% Lancet 2014; 384: 665-73
HER2 ERBB2 NSCLC

0 15.4% 7.2.1.1

U206 5.4 mg/kg 6.4 mg/kg RECIST ver.1.1 BICR
2 3

21 95%CI 5.4 mg/kg 16.8 6.4, 6.4 mg/kg 8.3, 

2 U206
RECIST ver.1.1 5.4 mg/kg FAS BICR 2022 12 23

21 CR PR PD
PD 2
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3 U206
RECIST ver.1.1 6.4 mg/kg FAS BICR 2022 12 23

HER2 ERBB2 HER2

HER2 ERBB2

U206 U204 HER2 ERBB2

7.R.4.2 U206 U204 J101
5.4 mg/kg 6.4 mg/kg HER2 ERBB2

NSCLC 9 22

9 HER2 ERBB2
RECIST ver.1.1 BICR

HER2 ERBB2
*

U206
5.4 mg/kg

U206 U204 J101
6.4 mg/kg

95%CI 95%CI

20 46/95 48.4 38.0, 58.9 79/132 59.8 51.0, 68.3
4/7 57.1 18.4, 90.1 7/20 35.0 15.4, 59.2
2/4 50.0 6.8, 93.2 4/11 36.4 10.9, 69.2
0/0 1/2 50.0 1.3, 98.7
2/3 66.7 9.4, 99.2 2/7 28.6 3.7, 71.0

* 19

U206 HER2 ERBB2 20 HER2 ERBB2

NSCLC 0.16 0.51% GENIE23 ver. 13
COSMIC24 ver. 97 LC-SCRUM-Japan 7.2.1.1

22 U206 2022 12 23 U204 2021 12 3
J101 2019 8 1

23 American Association for Cancer Research
24 Wellcome Sanger Institute
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20 HER2 ERBB2

U206 HER2 ERBB2

U206 HER2
7.R.4.2 HER2 ERBB2

NSCLC 3.1.2.1

HER2
HER2 ERBB2 HER2 U204

1 1a HER2 ERBB2

2 7.1.1.1 U204
HER2 ERBB2 IHC 2+ 3+ IHC

1+ 0 IHC 22 59.5% 22/37 44.4%
8/18 55.6% 20/36 HER2

HER2 HER2 ERBB2

HER2 ERBB2 NSCLC
OS U206

HER2 ERBB2

20 20 HER2 ERBB2 NSCLC

U206
HER2 ERBB2 NSCLC

HER2 ERBB2 20 NSCLC oncogenic driver
3.R.1

U206 HER2 ERBB2 20 HER2 ERBB2

NSCLC HER2
Proc Natl Acad Sci USA 2012; 109: 14476-81

U206 20 HER2 ERBB2

HER2 ERBB2 20 20
HER2 ERBB2
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7.R.3 7.3

HER2 ERBB2

NSCLC
ILD infusion reaction

5 2 6 100 mg

HER2 ERBB2

NSCLC 5.4 mg/kg

7.R.3.1
U206 2022 12 23 U204

2021 12 3 HER2 ERBB2

NSCLC 5.4 mg/kg
25

U206 5.4 mg/kg 6.4 mg/kg U204 5.4 mg/kg 1a
6.4 mg/kg 1 2 10

25 MedDRA PT

γ-
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10 U206 U204
%

U206
5.4 mg/kg

101

U204
5.4 mg/kg

1a
41

U206
6.4 mg/kg

50

U204
6.4 mg/kg

1 2
140

101 100 41 100 50 100 140 100
Grade 3 53 52.5 21 51.2 33 66.0 103 73.6

6 5.9 7 17.1 2 4.0 23 16.4
37 36.6 16 39.0 20 40.0 66 47.1
15 14.9 7 17.1 13 26.0 48 34.3
45 44.6 10 24.4 31 62.0 70 50.0
18 17.8 7 17.1 16 32.0 52 37.1

U206 5.4 mg/kg 20% Grade 68 67.3%
45 44.6% 43 42.6% 40 39.6% 37

36.6% 32 31.7% 29 28.7% 28 27.7%
23 22.8% 22 21.8% 5%

Grade 3 19 18.8% 11 10.9% 8 7.9%
7 6.9% 6 5.9% 5%

ILD 6 5.9% 5% 12 11.9%
COVID-19 9 8.9% 5%

U204 5.4 mg/kg 20% Grade 30
73.2% 29 70.7% 19 46.3% 15 36.6% 13 31.7%

12 29.3% 11 26.8% 10 24.4%
5% Grade 3 4 9.8% 3

7.3% 5% 4 9.8% 5%
4 9.8% 5% 3

7.3% 5% 3 7.3% 5%

U206 6.4 mg/kg 20% Grade 41 82.0%
28 56.0% 26 52.0% 25 50.0% 22

44.0% 18 36.0% 17 34.0% 16 32.0%
14 28.0% 10 20.0% 5%

Grade 3 18 36.0% 8 16.0%
5 10.0% 3 6.0%

5% 4 8.0% 3 6.0% 5%
ILD 4 8.0% 5% 11 22.0%

COVID-19 6 12.0% 4 8.0%
3 6.0% 5% 6 12.0% 4
8.0% 3 6.0% 5%
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U204 6.4 mg/kg 20% Grade 99
70.7% 85 60.7% 58 41.4% 54 38.6%

52 37.1% 50 35.7% 48 34.3% 47 33.6%
37 26.4% 34 24.3% 31 22.1%

29 20.7% 28 20.0% 5% Grade 3
30 21.4% 14 10.0% 13 9.3%

12 8.6% 11 7.9% 9 6.4% 8 5.7%
7 5.0% 5% 13

9.3% 5% 13 9.3% 11 7.9%
5% 21 15.0% 5%

20 14.3% 9 6.4% 7 5.0%
5% 20 14.3% 13 9.3% 8

5.7%

U206 5.4 mg/kg 6.4 mg/kg U204 5.4 mg/kg
1a 6.4 mg/kg 1 2 ILD26

11

11 ILD U206 U204
%

U206
5.4 mg/kg

101

U204
5.4 mg/kg

1a
41

U206
6.4 mg/kg

50

U204
6.4 mg/kg

1 2
140

Grade ILD 13 12.9 2 4.9 14 28.0 35 25.0
Grade 3 ILD 2 2.0 1 2.4 1 2.0 9 6.4

ILD 1 1.0 1 2.4 1 2.0 5 3.6
ILD 4 4.0 1 2.4 2 4.0 14 10.0

U206 U204 5.4 mg/kg PD-1/PD-
L1 12

12 PD-1/PD-L1
U206 U204 5.4 mg/kg

%
PD-1/PD-L1

107

PD-1/PD-L1

35
107 100 35 100

Grade 3 62 57.9 12 34.3
12 11.2 1 2.9
45 42.1 8 22.9
17 15.9 5 14.3
43 40.2 12 34.3
18 16.8 7 20.0

26 MedDRA SMQ MedDRA PT
ILD ILD
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PD-1/PD-L1 PD-1/PD-L1
10% Grade PD-1/PD-L1

32 29.9% PD-1/PD-L1 6 17.1% 19
17.8% 2 5.7% PD-1/PD-L1

3% Grade 3 16 15.0% 3 8.6% 12
11.2% 2 5.7% 11 10.3% 0 5 4.7% 0

4 3.7% 0 3%
5 4.7% 0 4 3.7% 0 3%

10 9.3% 2 5.7% PD-1/PD-L1
3%

PD-1/PD-L1 PD-1/PD-L1
Grade 3

PD-1/PD-L1

204 206 5.4 mg/kg
Grade 3

27

U206 U204 5.4 mg/kg

13 5.4 mg/kg Q3W
6.4 mg/kg Q3W

U206 2022 12 23 U204 2021 12 3
5.4 mg/kg

HER2
U303 2022 1 11

HER2
U302 2021 9 7

T-DM1 HER2
5.4 mg/kg U201 2020 6 8

HER2
J202 2019 11 8

27 Grade 3
% 47.4 39.1 36.8 28.1 11.8 4.7 3

2 % 13.0 6.8
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13 U206 U204 U303 U302 U201 J202
%

U206 U204
5.4 mg/kg

142

U303
5.4 mg/kg

371

U302
5.4 mg/kg

257

U201
5.4 mg/kg

184

J202
6.4 mg/kg

125
142 100 369 99.5 256 99.6 183 99.5 125 100

Grade ILD* 15 10.6 45 12.1 27 10.5 15 8.2 12 9.6
Grade 3 74 52.1 195 52.6 137 53.3 113 61.4 107 85.6

28 13 9.2 14 3.8 5 1.9 10 5.4 8 6.4
53 37.3 103 27.8 54 21.0 50 27.2 55 44.0
22 15.5 60 16.2 38 14.8 34 18.5 19 15.2
55 38.7 143 38.5 120 46.7 75 40.8 78 62.4
25 17.6 84 22.6 59 23.0 44 23.9 40 32.0

* ILD ILD

5.4 mg/kg 10%
Grade 3%

COVID-19 U206 U204 9 6.3% U303 7 1.9%
U302 6 2.3% U201 0

3% Grade 3

U206 U204 Grade 3

U206 U204 5.4 mg/kg
5.4 mg/kg

HER2 ERBB2 NSCLC
5.4 mg/kg

7.R.3.2
U206 2022 12 23 U204 2021 12 3

5.4 mg/kg

U206 U204 5.4 mg/kg
14 25

28 U206 U204 1
0.7% U303 7 1.9% U302 0 U201 3 1.6% J202 1 0.8%
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14 U206 U204 5.4 mg/kg
%

40 102
 40 100 102 100

Grade 3  21 52.5  53 52.0
 2 5.0  11 10.8

  8 20.0  45 44.1
  8 20.0  14 13.7
 17 42.5  38 37.3
 10 25.0  15 14.7

10% Grade
21 52.5% 26 25.5% 21 52.5%

10 9.8% 17 42.5% 30 29.4% 16 40.0% 15 14.7%
ILD 5 12.5% 2 2.0% 4 10.0% 0

5% Grade 3 10 25.0% 9 8.8%
2 5.0% 0 5%

2 5.0% 0 5% 2 5.0%
0 5% ILD 4 10.0% 2 2.0%

5% 7 17.5% 5 4.9%
2 5.0% 0 5% 3 7.5%

0

U206 U204

5.4 mg/kg

7.R.4
NSCLC

HER2 ERBB2 NSCLC
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HER2 ERBB2

7.R.2 7.R.3
NSCLC

7.R.4.1
HER2

ERBB2 NSCLC

NCCN v.2.2023
HER2 ERBB2 NSCLC

U206 7.2.1.1 U206
7.R.2 7.R.3

HER2 29 ERBB2

HER2

HER2 ERBB2

U206

HER2 ERBB2

29 HGNC HUGO Gene Nomenclature Committee
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HER2 ERBB2 NSCLC

DESTINY-Lung04
HER2 ERBB2 30 NSCLC

264

7.R.4.2 HER2 ERBB2
HER2 ERBB2

U206 HER2 ERBB2 20
19

31 NSCLC HER2
HER2 ERBB2 U206 CLIA

HER2 ERBB2 7.1.1.2

Dx Target Test CDx U204 8

U206

U206 HER2 ERBB2 Dx Target Test
CDx HER2 ERBB2 15

Dx Target Test CDx HER2 ERBB2

U206 U206
Dx Target Test CDx

U204
U206 G776_V777delinsVCD

G776delinsCV 1 32 L755_G757delinsS L755_T759del
V777_G778insCV I767F T798I

30 19 20
31 Clinical Knowledgebase CKB OncoKB ClinVar Database of Curated Mutations DoCM Clinical Interpretation of 

Variants in Cancer CIViC
32 mg/kg
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15 U206 HER2 ERBB2
Dx Target Test CDx HER2 ERBB2

U206 Dx Target Test CDx

20

20
Y772_A775dup
A775_G776insTVMA
A775_G776insV
G776delinsCV
G776delinsLC
G776delinsVC
G776_V777insL
G776_V777delinsVCD
V777_G778insCG
V777_G778insCV
V777_S779dup
G778dup
G778_S779insCPG
G778_S779insCVG
G778_S779insLPS
G778_P780dup

Y772_A775dup
A775_G776insTVMA
A775_G776insV

G776delinsLC
G776delinsVC
G776_V777insL

V777_G778insCG

V777_S779dup
G778dup
G778_S779insCPG
G778_S779insCVG
G778_S779insLPS
G778_P780dup

19 L755_G757delinsS
L755_T759del

T733I
L755A L755M L755P L755S L755W
D769H D769N D769Y
I767F I767M
G776C G776S G776V
V777L V777M
T798I
V842I
T862I
L869R
R896C R896H

T733I
L755A L755M L755P L755S L755W
D769H D769N D769Y

I767M
G776C G776S G776V
V777L V777M

V842I
T862I
L869R
R896C R896H

S310F S310Y S310F S310Y
R678Q R678Q

Dx Target Test CDx

7.R.5

1 5.4 mg/kg 90 3
2 30
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7.R.2 7.R.3

7.R.5.1
HER2 ERBB2 NSCLC

J101 1 5.4 mg/kg 6.4 mg/kg Q3W 2
2 2 17 100 mg

PK HER2 ERBB2 NSCLC
U204 2 6.4 mg/kg Q3W

U204 HER2 ERBB2 NSCLC
6.4 mg/kg Q3W 7.1.1.1

5.4 mg/kg Q3W U206
HER2 ERBB2 NSCLC 5.4 mg/kg

6.4 mg/kg Q3W
U206 5.4 mg/kg 6.4 mg/kg

7.R.2 6.4 mg/kg 5.4 mg/kg Grade 
3 Grade ILD

7.R.3 U206 5.4 mg/kg HER2

ERBB2 NSCLC 5.4 mg/kg
Q3W

U206 HER2
U303

5.4 mg/kg
HER2 ERBB2 NSCLC

NSCLC

7.R.6

7.R.3
HER2 ERBB2 NSCLC

ILD
ILD
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U206 5.4 mg/kg ILD NSCLC
ILD 10 20 ILD
100

U206 5.4 mg/kg ILD 12
12

NSCLC

HER2 ERBB2 NSCLC

ILD

7.3
7.1

7.2 25

7.3.1 U204 2021 5 3
5.4 mg/kg 6.4 mg/kg

5.4 mg/kg 38/41 92.7% 6.4 mg/kg 132/140 94.3%
15% 16
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16 15% U204

SOC
PT/Grouped Term25

MedDRA/J Ver.23.0

%
5.4 mg/kg

41
6.4 mg/kg

140
Grade Grade 3 Grade Grade 3

41 100 20 48.8 140 100.0 103 73.6

10 24.4 2 4.9 47 33.6 14 10.0

19 46.3 0 54 38.6 2 1.4

30 73.2 2 4.9 98 70.0 11 7.9
14 34.1 2 4.9 51 36.4 5 3.6
12 29.3 1 2.4 56 40.0 7 5.0
10 24.4 0 49 35.0 0

11 26.8 0 20 14.3 0
9 22.0 1 2.4 31 22.1 6 4.3
2 4.9 0 27 19.3 8 5.7

2 4.9 2 4.9 25 17.9 9 6.4

5 12.2 0 52 37.1 0

27 65.9 3 7.3 84 60.0 12 8.6

11 26.8 1 2.4 35 25.0 0

6 14.6 1 2.4 33 23.6 2 1.4
4 9.8 0 31 22.1 2 1.4

4 9.8 0 46 32.9 29 20.7
2 4.9 0 24 17.1 5 3.6
2 4.9 0 28 20.0 7 5.0
1 2.4 1 2.4 22 15.7 12 8.6

5.4 mg/kg 14/41 34.1% 6.4 mg/kg 66/140 47.1%
2 5.4 mg/kg 3 7.3%

2 4.9% 6.4 mg/kg 13 9.3% 11 7.9% 6
4.3% 5 3.6% 4 2.9% ILD 3 2.1%

2 1.4% 6.4 mg/kg
11 ILD 3 2

5.4 mg/kg 6/41 14.6% 6.4 mg/kg
48/140 34.3% 2 5.4 mg/kg

2 4.9% 6.4 mg/kg 20 14.3%
ILD 6 4.3% 2 1.4% 5.4 mg/kg 2

6.4 mg/kg 19 ILD 6

7.3.2 U206 2022 3 24
5.4 mg/kg 97/101 96.0% 6.4 mg/kg

5.4 mg/kg 93/101 92.1% 6.4 mg/kg
15% 17
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17 15% U206

SOC
PT/Grouped Term25

MedDRA/J Ver.24.1

%
5.4 mg/kg

101
6.4 mg/kg

50
Grade Grade 3 Grade Grade 3

97 96.0 41 40.6 50 100.0 30 60.0

34 33.7 10 9.9 22 44.0 8 16.0

30 29.7 1 1.0 21 42.0 2 4.0

62 61.4 3 3.0 40 80.0 3 6.0
31 30.7 1 1.0 14 28.0 0
25 24.8 2 2.0 21 42.0 1 2.0
19 18.8 1 1.0 14 28.0 2 4.0

21 20.8 0 16 32.0 1 2.0

32 31.7 4 4.0 19 38.0 5 10.0

34 33.7 12 11.9 25 50.0 17 34.0
26 25.7 3 3.0 17 34.0 8 16.0
20 19.8 5 5.0 12 24.0 5 10.0
16 15.8 3 3.0 7 14.0 0

5.4 mg/kg 30/101 29.7% 6.4 mg/kg 16/50 32.0%
2 5.4 mg/kg ILD

2 2.0% 6.4 mg/kg 3 6.0%
2 4.0% 5.4 mg/kg ILD

2 1 6.4 mg/kg 3 6.0%
2 4.0%

5.4 mg/kg 8/101 7.9% 6.4 mg/kg 8/50 16.0%
2 5.4 mg/kg ILD 3 3.0%

2 2.0% 6.4 mg/kg ILD 4 8.0% 2 4.0%

8.
8.1

8.2 GCP

CTD 5.3.5.1-1 GCP
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9. 1
HER2 ERBB2

NSCLC
HER2 ERBB2

NSCLC
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2

5 7 6

100 mg

4 12 13

1.

20 12 25 20 8

1.1
HER2 ERBB2 NSCLC

U206 RECIST ver.1.1
BICR 95%CI % 5.4 mg/kg FAS Pre-specified 

Early Cohort 34.3 25.2, 44.4 53.8 39.5, 67.8 2022 3 24
14

1 7.R.2 U206
HER2 ERBB2 7.R.2.1

U206 7
HER2 ERBB2 NSCLC

NSCLC

22.9% Lancet 2014; 384: 665-73

1.2
1 7.R.3 HER2

ERBB2 NSCLC
ILD infusion 

reaction
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HER2 ERBB2

NSCLC

1.3
1 7.R.4

HER2 ERBB2

HER2 ERBB2

1.4
1 7.R.5

1 5.4 mg/kg 90 3
2 30
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1.5
ILD

HER2 ERBB2 NSCLC
ILD 100 12

1 7.R.6
NSCLC

HER2 ERBB2 NSCLC

ILD

18 19 20

18

ILD

infusion reaction
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19

HER2

HER2

HER2
ERBB2

NSCLC

ILD

20
ILD

HER2 ERBB2
NSCLC

12
100

ILD

2.

HER2

10

5 3 27
HER2
HER2

HER2 ERBB2

HER2

5 3 27
HER2 HER2

HER2 ERBB2

1 5.4 mg/kg 90
3 2

30
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HER2
1 6.4 mg/kg 90

3 2
30

1.

2.

SpO2 X CT

3. CT

5 3 27

HER2
1

2
HER2

3

4
5 HER2

HER2

HER2 ERBB2
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6

7
8
9 HER2 ERBB2

HER2
106

117

128
139

5 3 27
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
BICR blinded independent central review
CI confidence interval
CLIA Clinical Laboratory Improvement 

Amendments
COVID-19 coronavirus disease 2

CR complete response
DNA deoxyribonucleic acid
ERBB2 erb-b2 receptor tyrosine kinase 2
FAS full analysis set
HER2 human epidermal growth factor 

receptor type 2
2

ICR independent central review
Ig immunoglobulin
IHC immunohistochemistry
ILD interstitial lung disease
MedDRA Medical Dictionary for Regulatory 

Activities
ICH

MFI mean fluorescence intensity
NCCN National Comprehensive Cancer 

Network Clinical Practice Guidelines 
in Oncology, Non-Small Cell Lung 
Cancer

NE not evaluable
neratinib neratinib maleate

NOD/SCID non-obese diabetic/severe combined 
immunodeficient mouse

NSCLC non-small cell lung cancer
OS overall survival
PD progressive disease
PD-1 programmed cell death-1 -1
PD-L1 programmed cell death-ligand 1 - 1
PK pharmacokinetics
PR partial response
PT preferred term
QW quaque 1 week 1 1
Q3W quaque 3 weeks 3
RECIST Response Evaluation Criteria in Solid 

Tumors
RET rearranged during transfection
SD stable disease
SMQ standardised MedDRA queries MedDRA
T-DM1

T-DM1/neratinib T-DM1 neratinib
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001 DS8201-LCSCRUM-001
J101 DS8201-A-J101
U201 DS8201-A-U201
U204 DS8201-A-U204
U206 DS8201-A-U206
U302 DS8201-A-U302
U303 DS8201-A-U303


