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= Centrally confirmed HER2-positive breast cancer

* ¢T1-4/NO-3/MO at presentation (cT1a-b/NO excluded) T-DM1
3.6 mg/kg IV Q3W

14 cycles

* Received neoadjuvant therapy consisting of

— Minimum of 6 cycles of chemotherapy
» All chemotherapy as neoadjuvant therapy

*+ Minimum of 9 weeks of taxane N=1486 : Trastuzumab

+ Anthracyclines and alkylators allowed 6 mg/kg IV Q3W
— Minimum of 9 weeks of trastuzumab 14 cycles
« Second HER2-targeted agent a

* Pathologic residual invasive tumor in breast or axilla

= Radiation and endocrine therapy per
protocol and local guidelines

* Swilch to trastuzumab permitied if
T-DM1 discontinued due to AEs

NIV XY THATIERL

* Randomization within 12 weeks of surgery

y

von Minckwitz G et al. N Engl J Med 2019;380:617-28
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(74-31)

T-DM1 %%
(74-3151)

FhopRiE (20H) 49 (23-80) 49 (24-79)
MNIVE V2B
ER+. PgR+. XZEZDm3 540 (72.7) 534 (/1.9
ER-D'D PgR-, ~\85 203 (27.7) 209 (28.1)
PIZADTA D) VISR 564 (/5.9 579 (779
firBIMHER2E %
2 AN A JEE| 596 (80 2) 600 (8O K)
FORAYIN T NIV INYT 139 (18.7) 133 (1 7.9
~ S RXY AN T +HUOMHER2E A 3 (1.1) 10 (1.3)

von Minckwitz G et al. N Engl J Med 2019;380:617-28 K D&
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No. of Patients with an

3-Yr Invasive Disease-free

Invasive-Disease Event/Total No. Survival Rate
Trastuzumab T-DM1 Hazard Ratio Trastuzumab T-DM1
Group (n=743) (n=743) (95% Q1) (n=743) (n=743)
Race 1
White 107/531 62/551 D—.—! 0.51 (0.370.69) 79.1 88.8
Black or African American 6/19 1/21 - - ) 0.13 (0.02-1.10) 66.0 94.7
Asian 18/64 13/65 t —= - 0.65 (0.32-1.32) 719 825
American Indian or Alaska Native 20/50 7/36 < -- 0 0.44 (0.18-1.03) 60.3 818
Native Hawaiian or Other Pacific Islander 0/1 : NE (NE-NE) 100.0
Multiple 0/1 0/1 : NE (NE-NE) 100.0 100.0
Unknown 14/77 8/69 } L i 0.58 (0.24-1.38) 80.3 90.7
Region -
North America 29/164 14/170 t e 0.40 (0.21-0.76) 79.7 93.4
Western Europe 74/403 48/403 - 0.61 (0.43-0.88) 64.6 83.8
Rest of the World 62/176 29/170 —=—— 0.41 (0.27-0.64) 81.5 88.1
]
cT1 13/81 6/99 —— i 0.33 (0.13-0.88) 83.4 94.8
7: (V) E—TE T 0.52 (0.35-0.78) 82.0 90.4
cT3 49/185 21/177 |._._,'._q 0.38 (0.23-0.63) 71.0 89.8
cT4, cT4a, cT4b, cT4c 20/54 19/59 f—p———t—vi 0.74 (0.39-1.38) 57.2 65.8
cT4d 13/34 9/43 H l_ { 0.50 (0.21-1.17) 65.3 78.6
T 1 | T 1rf | LI |
0.20 0.50 1.00 2.00 5.00
T-DM1 Better  Trastuzumab Better

cTLIEAED12%

von Minckwitz G et al. N Engl J Med 2019;380:617-28
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100
100+
o rom x T-DM1
E 0] Trastuzumab - 80-
8B _ Trastuzumab
— "
3 £ 0= 3-¥r Invasive ae €0
E = No.of  MNo.of Disease—free - 8 3-Yr Freedom
G- Patients Events (%) Survival, % & g P'::' “ti c N":' “';6 F:-’“'“ D'“‘“;E
U 40 = i ien vents ecurrence
2 3 T-DM1 743 91 (12.2) 853 Eg 4 (%) '
A E T-DM1 743 78 (10.5) £89.7
5 Trasturumab 7431 165 [22.2) 770 'E Trast b 743 191 (163 210
E 204 Unstratified hazard ratio for dis=ase recurrence or death, a 204 rasiuzuma (16.3) -
0.50 [95% CI, 0.39-0.64) Unstratified hazard ratio for disease recurrence,
B.-0.001 0.60 (95% Cl, 0.45-0.79)
O | T I T I I T I T | 0 T T l T T T r T T T
i} b 12 18 24 30 16 42 42 o4 (1] 0 & 12 18 24 10 i6 42 43 54 60
Months since Randomization Months since Randomization
Mo. at Risk No. at Risk
T.OM1 243 TO? 81 €58 E33 GSEL 408 G55 147 44 4 T-DMI 743 707 682 661 636 564 412 254 143 45 4
Trastu I:IJI'I'IHI:- 743 BIG 15 504 T55 Ll 147 220 119 iE 4 TFEEtLIILImEb 743 5?9 5‘13 Eﬂg 5?? 52(} 359 233 125 ] 4

NoO-pCRICHBNTMIRICT-DMIZRSITDE SRV AV I EENT,

SRR

 RIBERFREERZNET D,

von Minckwitz G et al. N Engl J Med 2019;380:617-28
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HER2-positive;
ER-positive or
ER-negative;
node negative <
3cm

N =410

Enroll

| —

APT:B&

11111111111

Paclitaxel (P) 80 mg/m? + trastuzumab (H) 2 mg/kg x 12

Followed by 12 every-3-week doses of trastuzumab

(6 mg/kg)*

Tolaney SM et al, ASCO 2017.



APT:a &
S| empl4oeh)

F fip P OB (ERFH) 55 (24-85)
REE
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T1a (01 to £ 05) 68 (17)
T1b 0 05 to = 1.0 124 (31)
T1c 0 1.0to = 20 169 (42)
T 12 0201t =< 30) 36 (9
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I 131 (32)
I 228 (56)
NIVE VYSBSAK
= 272 B7)
(= 134 (33)

Tolaney SM et al. J Clin Oncol 2019; 37:1868-1875K D%
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. RFS (95% Cl) BCSS | BCSS (95% C)) OS (95% Cl)
4AJF§ 4AJFﬁ 4A/hﬁ

992 (984 to> 99.7 (99.2
99.9) to > 99.9)

S o’ 981 (968 to > 1 997 (981 to> S O98.7 (975
99.5) 99.9) to > 99.8)

[7 o 975 (959 to > 3 086 (970 to > 14 050 (924 ]
99.1) 99.9) to > 97.7)

Tolaney SM et al. J Clin Oncol 2019; 37:1868-1875K D&%
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. Pertuzumab, trastuzumab, and docetaxel

[ Placebo, trastuzumab, and docetaxel

»a

70
63.2 B ER+ or PR+
60 W ER-, PR-
A | Differences in tpCR rates in the
ITT population
S
3
g 86 of 219 Patients
2
24 of 110 Patients
0 20

DTP DT DP TP
(n=107) (n=107) (n=96) (n=107)

Experimental arm

Cancer Manag Res. 2016;8:21-31

40 60 80 100
tpCR Rate by IRC, %

JAMA Oncol. 2020;6:€193692.
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A Anthracycline-based chemotherapy

<AIM@3IVCW0

APHINITY:RER

Central
confirmaticn
of
HER2
status

Z0—=-APN—-=00Z>23

Arm 1

Randomization and first treatment 1o be compieted

within 8 weeks (55 days) of surgery

3-4 cycles . 34 cycles
Anthracycline- Taxane-
containing containing F
chemotherapy || chemotherapy o
Trastuzumab 8 mg/kg then & mgkg IV I-weelkly t
[ remmesommmcmsmy | |
W
U
P
1
34 cycles f 34 cycles < 0
Anthracycline. Taxane- Y
containing containing
chemotherapy chemotherapy E
A
Trastuzumab 8 mg/kg then & mgkg IV I-weelkty R
S

Anti-HERD therapy for atotal of 1 year (52 weeks)

von Minckwitz G et al. N Engl J Med 2017 Jul 13;377(2):122-131
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A Intention-to-Treat Population B Population with Node-Negative Disease
100 98.6 96.4 94.1 92.3 100 99.7 99.1 98.4 96.7
98.8 95.7 93.2 90.6 99.5 99.0 97.5 96.2
S_. 8- g 804
g3 T8
v
82 60 g2 60~
38 g &
03 0%
v g 40- — Pertuzumab, 171 events % g 40- — Pertuzumab, 32 events
'g s ~— Placebo, 210 events E g —— Placebo, 29 events
> W0 ‘;‘ v
E 20 stratified hazard ratio, 0.81 (95% CI, 0.66-1.00) E 20 Unstratified hazard ratio, 1.13 (95% Cl, 0.68-1.86)
P=0.045 P=0.64
0 T T T T T T T 1 0 T T T T T Y T 1
0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48
Months Months
No. at Risk No. at Risk
Pertuzumab 2400 2309 2275 2236 2199 2153 2101 1687 879 Pertuzumab 897 865 856 849 841 826 818 775 456
Placebo 2404 2335 2312 2274 2215 2168 2108 1674 866 Placebo 902 882 873 866 856 849 844 792 461

) INERESRBIRMETIE. RO RAYVIANY TNV AN IHABLU I X VS
FORY AV IR E N EBEBREERICERERR L,

von Minckwitz G et al. N Engl J Med 2017 Jul 13;377(2):122-131
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RESPECT study

HER2-positive elderly patient
Age: 70-80 years old
Stage : | (pT=1 cm), lIA, 1IB, 1A / MO
HER2 : IHC 3+ or FISH+

Trastuzumab monotherapy Trastuzumab + Chemothera
H-mono 150 patients H+CT 150 patients
Trastuzumab (1 year) + CT
Frestualined (1jyedt (Investigator's choice from
PTX/DTX/AC/EC/CMF)

Sawaki M et al. Jpn J Clin Oncol 2011;41:709-712

_131f

IND S FE)U 46 (35.1)
FESYFEIL 19 (14.9)
AC/EC 28 (21.4)
FECTS 2 (1.5
1C 4 (3.1)
CMF 26 (19.8)

Sawaki M et al. J Clin Oncol 2021:38:3743-3752&L N NZ



RESPECT study —DFS-

—c:nz
=

1.0 4
. \W 3%EDFS
B 0 {bZEERT ¢ 93.8% (95% ClI, 87.9 to 96.8)
C 0 M . N
S SR X TEE  89.5% (95% ClI, 82.9 to 93.6)
(=8
e
i HR, 1.36; 95% CI, 0.72 to 2.58; p=0.51
e 0.2 4 weee Trastuzumab + chemotherapy
‘ v Trastuzumab monotherapy
0 ; 2 3 4 5 6 7
Time Since Random Assignment (years)
0. bt risk;
astuzumab + chemotherapy N 126 121 12 64 38 19 6
rastuzumab monotherapy 135 132 125 12 n 40 17 9

NS 2 2V T EEI SRRt

Br CLEANDFSMDIELEZEBHTE

BHSED. 3ERMST(BRT =5

- FRAME)X-0.390 B CTH o/,

Sawaki M et al. J Clin Oncol 38:3743-3752
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RESPECT study —QOL-

= L
= 100%: 1 2= 100% A
= B Trastuzumab monotherapy = B Trastuzumab monotherapy
E E age, | M Trastuzumab plus chemotherapy E E gy, 1 M Trastuzumab plus chemotherapy
& @ @
= g P=.016 P =009 P= 613 =g P< 001 P=.021 P 870
o s 60% - o 2 60% -
R S g
55 a0 83 W%
58 58
o

S 20% A o 20% -
o o

0% - 0% -

2 Months 12 Months 36 Months 2 Months 12 Months 36 Months
Time After Start of Protocol Treatment Time After Start of Protocol Treatment

{EFEA(C K Dglobal QoL, ESIL, JEBIREINDESZEE(L,
PR EB12BfEVTER. 36 BEICIFESNE o Tz,

Taira N et al. J Clin Oncol 39:2452-2462
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