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Table 1. Demographic and Clinical Characteristics of the Patients at Baseline.*

Characteristic
Median age (range) — yr
Race or ethnic group — no. of patients (%)
White
Asian
Black
American Indian or Alaska Nativef
Multiple or unknown
Clinical stage at presentation — no. of patients (%)
Inoperable breast cancerf
Operable breast cancer|
Hormone-receptor status — no. of patients (%)

Eﬁtrogen-receptor—negative and progesterone-receptor—
negative or status unknown

Estrogen-receptor—positive, progesterone-receptor—
positive, or both

Previous use of anthracycline — no. of patients (%)
Neoadjuvant HER2-targeted therapy — no. of patients (%6)
Trastuzumab alone
Trastuzumab plus pertuzumab

Trastuzumab plus other HER2-targeted therapy|

Trastuzumab Group

(N=743)
49 (23-80)

203 (27.3)
540 (72.7)

564 (75.9)

596 (80.2)
139 (18.7)
8 (L.1)

T-DM1 Group
(N=743)

49 (24-79)

551 (74.2)
65 (8.7)
21 (2.8)
36 (4.8)
70 (9.4)

185 (24.9)
558 (75.1)

209 (28.1)
534 (71.9)

579 (77.9)

600 (80.8)
133 (17.9)
10 (1.3)
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N Engl J Med 2019; 380: 617-628
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100-
T-DM1
§ 807 Trastuzumab
T
§ X 60- 3-Yr Invasive
2= No. of No.of  Disease—free
w
a :é 40 Patients Events (%) Survival, % HR 0.50
v = N
23 T-DM1 743 91 (12.2) 88.3 REMYERICLD
S Trastuzumab 743 165 (22.2) 77.0 BROYRIZE R ES
£ 204 Unstratified hazard ratio for disease recurrence or death,
0.50 (95% Cl, 0.39-0.64)
P<0.001
0 | | | | | | | | | |
0 6 12 18 24 30 36 42 48 54 60
Months since Randomization
No. at Risk
T-DM1 743 707 681 658 633 561 409 255 142 44 4

Trastuzumab 743 676 635 594 555 501 342 220 119 38 4
N Engl J Med 2019; 380: 617-628
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Subgroup

All patients
Age group
<40 yr
40-64 yr

=65 yr

Clinical stage at presentation
Inoperable breast cancer
Operable breast cancer

Hormone-receptor status

T-DM1 Trastuzumab

no. of patients with an invasive-disease

event ftotal no.

91/743

20/143
64/542
7/58

42/185
49/558

Megative (ER-negative and progesterone-receptor—negative or unknown) 38/209

Positive (ER-positive, progesterone-receptor—positive, or both)
Preoperative HER2-directed therapy

Trastuzumab alone

Trastuzumab plus additional HER2-directed agent or agents
Pathological nodal status after preoperative therapy

Mode-positive

Node-negative ar NE
Primary tumor stage at definitive surgery

ypT0, ypTla, ypTlb, ypTlmic, ypTis

ypTl, ypTle
ypT2
ypT3
ypT4

Regional lymph-node stage at definitive surgery

ypNO
ypN1
ypM2
ypN3
ypMNX

53/534

78/600
13/143

62/343
29/400

40/331
14175
25/174
9/51
3/12

28/344
29/220
16/86
1737
1/56

165/743

37/153
1137522
15/68

70/190
95/553

61203
104/540

141/596
24147

103/346
62/397

52/306
42184
44185
21/57
6/11

56/335
50,213
38/103
15/30

6/62

Hazard Ratio for Invasive-Disease Event {95% Cl)

t
0.20 0.50

1.00

T-DM1 Better

Trastuzumab Better

0.50 (0.39-0.64)

0.50 (0.29-0.86)
0.49 (0.36-0.67)
0.55 (0.22-1.34)

0.54 (0.37-0.80)
0.47 (0.33-0.66)

0.50 (0.33-0.74)
0.48 (0.35-0.67)

0.49 (0.37-0.65)
0.54 (0.27-1.06)

0.52 (0.38-0.71)
0.44 (0.28—0.68)

0.66 (0.44—1.00)
0.34 (0.19-0.62)
0.50 (0.31-0.82)
0.40 {0.18—0.88)
0.29 (0.07-1.17)

0.46 (0.30-0.73)
0.49 (0.31-0.78)
0.43 (0.24-0.77)
0.71 (0.35-1.42)
0.17 (0.02-1.38)

3-Yr Invasive Disease—free
Survival Rate
T-DM1  Trastuzumab
%

88.3 77.0
86.5 749
88.8 77.1
87.4 21.1
76.0 60.2
92.3 828
82.1 66.6
90.7 20.7
87.7 75.9
90.9 81.8
830 67.7
92.8 84.6
88.3 236
919 759
88.3 743
79.8 61.1
70.0 30.0
91.9 239
88.9 75.8
81.1 58.2
52.0 40.6
98.1 R8.7

N Engl J Med 2019; 380: 617-628
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100
\ T-DM1
r= 80
8 Trastuzumab
ey 001 3-Yr Freedom
& § No.of No.of from Distant
£ 5 404 Patients Events (%) Recurrence, %
(9]
s e T-DM1 743  78(10.5) 89.7
L“t’ 20- Trastuzumab 743 121 (16.3) 83.0
Unstratified hazard ratio for disease recurrence,
0.60 (95% Cl, 0.45-0.79)
0 I | | | | I | | | |
0 6 12 18 24 30 36 42 48 54 60
Months since Randomization
No. at Risk
T-DM1 743 707 682 661 636 564 412 254 143 45 4

Trastuzumab 743 679 643 609 577 520 359 233 126 41

N

C
100 T-DM1
T —_
__ 80 Trastuzumab
X
©
2 604
S No. of No. of
a Patients  Events (%)
T W T-DM1 743 42 (5.7)
o Trastuzumab 743 56 (7.5)
o 20— Unstratified hazard ratio for death,
0.70 (95% Cl, 0.47-1.05)
P=0.08
0 | I | | I | I | I |
0 6 12 18 24 30 36 42 48 54 60
Months since Randomization
No. at Risk
T-DM1 743 719 702 693 668 648 508 345 195 76 12
Trastuzumab 743 695 677 657 635 608 471 312 175 71 8

N Engl J Med 2019; 380: 617-628
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Table 2. Summary of Adverse Events in the Safety Population.*

Trastuzumab T-DM1
Group Group
Event (N=720) (N=740)

no. of patients (%)

Any adverse event 672 (93.3) 731 (98.8)

Grade =3 adverse event 111 (15.4) 190 (25.7)

Adverse event leading to deathy 0 1(0.1)

Serious adverse event 58 (8.1) 94 (12.7)

Adverse event leading to discontinuation 15 (2.1) 133 (18.0)
of trial drugi

Grade =3 adverse event that occurred in
=1% of patients in either group

Decreased platelet count 2 (0.3) 42 (5.7)
Hypertension 9(1.2) 15 (2.0)
Radiation-related skin injury 7 (1.0) 10 (1.4)
Peripheral sensory neuropathy 0 10 (1.4)
Decreased neutrophil count 5 (0.7) 9 (1.2)
Hypokalemia 1(0.1) 9 (1.2)
Fatigue 1(0.1) 8 (1.1)
Anemia 1(0.1) 8 (L.1)

N Engl J Med 2019; 380: 617-628
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Luminal HER2P&4

Hormone-receptor-positive,
HER2-negative

b

100

80

60

40

Event-free survival (%)

20
HR 0-49 (95% C1 0-33-0-71)

Hormone-receptor-positive,
HER2-negative, grade 1/2

HR 0-63 (95% CI 0-38-1-04)

Hormone-receptor-positive,
HER2-negative, grade 3

HR 0-27 (95% Cl 0-14-0-50)

/

[ |
0o 1 2 3 4 5 6 7 8 9 o 1 2 3 4 5 6 7 8 o 1 2 3 4 5 6 7 8 9
Number at risk
pCR 270 244 224 184 113 69 21 6 2 2 148 134 123 102 55 33 10 5 2 102 92 83 71 49 30 9 1 0
No pCR 2491 2226 1978 1616 1017 658 247 84 20 1 1838 1653 1493 1236 790 517 198 68 15 528 458 376 290 173 111 38 14 5
HER2-positive HER2-positive, hormone-receptor-positive HER2-positive, hormone-receptor-negative
100 -
£ 80+ 4
s
s 60— -
2
[
£ 404 -
€
> 20+ -
HR 0-39 (95% Cl 0-31-0-50) HR 0-58 (95% CI 0-42-0-82) HR 0-25 (95% Cl 0-18-0-34)
0 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
0 1 2 3 4 5 6 7 8 9 0 1 2 3 4 5 6 7 8 0 1 2 3 4 5 6 7 8 9
; Time since randomisation (years) Time since randomisation (years)
Number at risk
pCR 586 527 454 371 212 120 37 4 2 1 247 224 194 157 91 50 17 2 2 325 293 250 205 115 65 19 2
NopCR 1403 1157 918 713 436 269 106 33 3 1 839 723 617 484 306 198 79 24 3 510 392 269 200 111 59 22 6

Lancet 2014;384:164-72
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Niinberatrii Time since randomisation (years) Time since randomisation (years)
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