L EYDEAL BV ERXIZR

2024-5-24
SVWeFRt+FRbt [EEAR
IINPRIL



A 4 S HUHER2ZE

TURTHAYY TAM. LH-RHag HER. PER
PAC, DOC ANA. EXE. LET T-DM1. PEM

ER /(PgR) ki67 HER?2 AE

A like + Low —
Luminal

A B like + high -
Luminal-HER2 + +
HER2- enriched — +
Triple negative — —




Y724 75 DE

AR AR

Relapse-Free Survival (probability)

No adjuvant systemic therapy

i
Basal-lik ) I\ERERFSPE
0.2 4 = Basal-like .
== HER2-enriched n=710
== Luminal A
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Parker, J. S. et al. J Clin Oncol; 27:1160-1167 2009
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Phase Il GIM-2: study design

2015 May 9;385(9980):1863-72 followed by PTX x 4
every 3 wks

Patients 18-70 FEC90/600/600 x 4

LN =21 followed by PTX x 4
every 3 wks

N = 2091
Accrual 4/2003-7/2006 dd EC90/600 x 4
_ followed by dd PTX x 4 + PEG-G
Median f/u every 2 wks
7yrs

dd FEC90/600/600 x 4
followed by dd PTX x 4 + PEG-G
every 2 wks

P

ECvs FEC (FRAEMN?) & 3AHE vs 21EE

Del Mastro L, et al. Lancet 2015. 9;385(9980):1863-72
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. 100 __—_‘—_\_'_‘—E_Ii_____ 88.0 g85.7
3._'1'; 80 86.8
79.0
g 60 73.7
a0 HR!0.52 (95%Cl 0.45-0.60)
£ 40-
S 204 —ac-TeH
— - — |+
= AC—T
0 1 2 3 4 5
Time From Random Assignment (years)
Mo. at risk
AC—T+H 1,952 1,756 1,300 891 495
AC—T 1,881 1,652 1,132 702 395

vy

(Combined analysis of N9831 and B-31)

100 977 951 93.0
96.1
80 92.7 85.6
= 60
S 0. HR,0.61 (95%Cl 0.50-0.75)
<
2{]— — AC—T+H
AC—T
0 1 2 3 4 5
Time From Random Assignment (years)
Mo. at risk
AC—T+H 1,991 1,875 1,420 976 bh4
AC—T 1,960 1,816 1,375 886 503

N EnglJ Med. 2005 Oct 20;353(16):1673-84.

J Clin Oncol. 2011 Sep 1;29(25):3366-73.


http://www.ncbi.nlm.nih.gov/sites/entrez?db=pubmed&cmd=Search&doptcmdl=Citation&defaultField=Title%20Word&term=Romond%5bauthor%5d%20AND%20Trastuzumab%20plus%20adjuvant%20chemotherapy%20for%20operable%20HER2-positive%20breast%20cancer.
http://www.ncbi.nlm.nih.gov/pubmed/21768458
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s
N ) Chemotherapy* + trastuzumab
i central + pertuzumab

H confirmation
G of HER2 status
E (N = 4805) Chemotherapy* + trastuzumab
R L Y, + placebo
Y

< > <« >

Anti-HER2 therapy for a total of 1 year (52 weeks)
(concurrent with start of taxane)
Radiotherapy and/or endocrine therapy may be
started at the end of adjuvant chemotherapy

Randomisation and treatment
within 8 weeks of surgery

*A number of standard anthracycline-taxane-sequences or a non-anthracycline (TCH) regimen were allowed
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APHINITY: Intent-to-Treat Primary Endpoint Analysis
Invasive Disease-free Survival

100 98 6% 96.4% 94 1% 92.3%
;\: H
-:-; 80 98 8% 95.7% 93.2% 90.6%
= | !
g expected: 89.2%
§ 60—
'S
w
§ 40—
- b ded 1112
g —_— Pertuzumab, 171 events Number needed to treat: 11
= 20 — Placebo, 210 events
-~ Stratified hazard ratio, 0.81 (95% CI, 0.66—1.00)
= p=0.045
0 1 1 1 1 1 1 1 1
0 6 12 18 24 30 36 42 48
Months
No. at Risk
Pertuzumab 2400 2309 2275 2236 2199 2153 2101 1687 879
Placebo 2404 2335 2312 2274 2215 2168 2108 1674 866
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APHINITY: Node-positive Subgroup

98.1% 94 9% 92.0% 89.9%
100
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S 80+ 98 2% 93.7% 90.2% 86.7%
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w

S 40—

% — Pertuzumab_ 139 events Number needed to treat: 56

% 200 — Placebo, 181 events

< Unstratified hazard ratio, 0.77 (95% CI, 0.62-0.96)

= p=0.019

0 T T T T T T T 1
0 6 12 18 24 30 36 42 48
Months
No. at Risk
Pertuzumab 1503 1444 1419 1387 1358 1327 1283 912 423
Placebo 1502 1453 1439 1408 1359 1319 1264 882 405
PRESENTED AT - .‘cy.
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@ US Oncology 9735: Study Design

fpee

International breast cancer conference

* N=1016
» 71% ER+
» 48% N-

4 x TC q3w

Docetaxel (75 mg/m?)
Cyclophosphamide (600 mg/m?)
n=506

4 x AC q3w

Doxorubicin (60 mg/m?)
Cyclophosphamide (600 mg/m?)

n=510

Eligibility: Stage |, ll, or lll disease
Tamoxifen was given to all ER+ patients
Median follow up: 5.5 years

Jonesetal. J Clin Oncol. 2006;24:5381-87.




US Oncology 97355 E&: TC vs AC

Disease-Free Survival

No
TC
AC

1.0 4
0.9 -
s
'E 81%
o 0.84
o
o TC
= —AC 6% "|
0.7 4 95% Cl: 0.56 to 0.98
g P=.033
HR =0.74
06 1 1 1 1 1 ¥ 1
0 12 24 36 48 60 72 84 96
Time (months)
. atrisk
506 481 442 410 378 349 320 195
510 483 449 405 372 343 303 194

DFS: HR =0.74, p = 0.032

Overall Survival

No
TC
AC

1.0

o
©
1

(proportion)

0.7 1

87%

TC
— AC

95% Cl: 0.50 to 0.97

P=.032

HR =0.69
0-6 1 1 1 1 1 1 T 1
0 2 24 36 48 60 72 84 96

. atrisk

Time (months)

506 487 461 434 398 371 344 207
510 488 464 438 407 375 327 210

OS: HR =0.69, p = 0.032

Jones S. J Clin Oncol 2009; 27: 1177-83



@) APT trial : PTX+Trastuzumab

IIEIRE-IEZQ-: ER — P|[P]||P|[P][P]|P||P]||P|IP|[P]|P|[P
LN B5%8 (-) — H| [H|IH|[H|[H|IH[IH||HI|H|IH[/H||H
<3cm PTX 80mgm2 + Trastuzumab (2mg/kg) x12

N=410 l

Null: 3Y-Relapse 9.2%
Alternative: 3Y-Relapse 5% HI[H| IH[/H|H|[ H|H|H|H|[H|H|H|H

Q3w trastuzumab (6mg/kg) x13
Tcm Kim 50%
A

T1:92% (T1a: 19%, T1b: 31%, T1c: 42%), T2: 9%

ER positive: 67%
TEEBRESF 3%

Tolaney SM et al , N Engl J Med 2015; 372:134-141
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the CTNeoBC pooled analysis

1004

80

Event-free survival (%)

201

Number at risk

60

404

Event-free survival

HR 0-48 (95% C1 0-43-0-54)

— Pathological complete response
— No pathological complete response

0 3 6 9 12 15

Time since randomisation (years)

Pathological 2131 1513 583 337 124 35

complete response

Nopathological 9824 6169 2674 1523 525 165

complete response

2

1

Owverall survival (%)

Overall survival
100

80
60
40

HR 036 (95% C10.31-0-42)
20-

0 | I | T T
0 3 6 9 12 15

Time since randomisation (years)

2131 1618 640 383 145 43

9824 7119 3173 1859 659 209

18

oCR (REFHITERI) ZEONLCEIFRREH

Cortazar p, et al Lancet
Oncol. 2014
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CREATE-X: Trial Design IR

HERZ Control:
Standard therapy

Standard therapy
+ Capecitabine

Capecitabine (X): 2,500 mg/m?/day, po, day 1-14
Repeat every 3 weeks for 8 cycles

22



Disease free survival

1 -
= 09 -
% 82.8%
b= |
@ 08 - Syr DFS
- 74.1% Capecitabine
07 74.0%
o 67.7% Control
e HR (95%Cl) 0.70 (0.53-0.93)
0 - One-sided p=0.00524 < 0.00671
0 1 2 3 4 5
Time from randomization (year)
Capecitabine 440 385 359 286 175 34
Non—capecitabine 445 367 329 256 158 19

Masuda N, et al. N Engl J Med. 2017;376(22):2147-2159



Overall survival

94.0%

5yr OS
0.9 - 89.2% Capecitabine
© 0
% 89.2% 83.9% Control
= 0.8 -
%)
=
o
>
& 0.7=
HR (95%Cl) 0.60 (0.40-0.92)
0.6 -
0~ One-sided p<0.01
0 1 2 3 4 5
Time from randomization (year)
Capecitabine 440 408 391 321 197 43
Non—capecitabine 445 407 376 298 180 27

Masuda N, et al. N Engl J Med. 2017;376(22):2147-2159
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Toi M, et al. Lancet oncol 2021



POTENT: invasive disease-free survival

Invasive disease-free survival (%)

Number at risk
(number censored)
Endocrine therapy
only

Endocrine therapy
plus -1

A
100- oy
R m—— |
mE 1 ]
80 |
60
40+
20-{ —— Endocrine therapy only
—— Endocrine therapy plus 5-1
HR 0-63, 95% Cl 0-49-0-81; p=0-0003
o
0 é III IIE EI-:I. 3IG 3|5 :l'I.IE :l'I.IE SI-:I Erlﬂ GIE }'IE }'IB BI-:I
973 948 920 894 857 826 792 708 558 406 159 72 19 1 0
(0) () (17 (26) (41  (48) (72)  (142) (285 (425) (663) (747) (799) (B17)  (818)
957 941 915 913 888 857 822 744 603 434 199 95 18 2 1
(0) (8) (11) (14) (32) (55) (70) (142)  (272)  (432) (659) (762)  (B38) (854)  (855)

Toi M, et al. Lancet oncol 2021



e monarchE: Adjuvant Abemaciclib + ET in High-Risk,
s Node-Positive, HR+/HER2- EBC

= |nternational, randomized, open-label phase lll trial

Stratified by prior CT, menopausal

ITT Population (Cohorts 1 + 2) status, region
Women or men with high-risk, Cohort 1 Abemaciclib 150 mg BID up to 2 yr +
node-positive, HR+/HER2- EBC; — >4 positive ALN or 1-3 positive v ET per standard of care of physician’s
prior (neo)adjuvant CT permitted; ALN plus histologic grade 3 choice for 5-10 yr as clinically indicated
pre- or postmenopausal and/or tumor 25 cm (n =2808)
no distant metastasis;
<16 mo from surgery to Cohort 2 Y
" : ET per standard of care of physician’s
randomization; <12 wk of ET after _, 1-3 positive ALN, Ki-67220% choti)e for 5-10 yr as cIinicaI? iyndicated
last non-ET per central testing, not grade y _ 9879 y
(N = 5637) 3, tumor size <5 cm (n= )

=  Primary endpoint: iDFS

— Planned for after ~¥390 iDFS events (~¥85% power, assumed iDFS hazard ratio of 0.73, cumulative 2-sided

a =0.05)
— Current primary outcome efficacy analysis occurred after 395 iDFS events in ITT population
= Key secondary endpoints: iDFS in Ki-67 high (>220%) population, distant RFS, OS, safety, PRO, PK [¢]

Johnston. JCO. 2020;38:3987. Rastogi. SABCS 2020. Abstr GS1-01. Slide credit: clinicaloptions.com



http://www.clinicaloptions.com/

Invasive Disease-Free Survival (%)

100

Invasive Disease-Free Survival (%)

g

monarchk IDFS

second interim analysis

2-year IDFS rates of 92.2% (abemaciclib arm)
HR {95% Cl): 0.75 {0.60 to 0.93) versus 887% (Control arm)

MNo. Patiants Mo. Evants:
—— Abemaciclib + ET 2,808 136 '

— ET alone 2829 187

i) 3 i 9 12 1% 18 21 24 27 30 33

Time {months)?
]

MNo. at risk;

2,808
2,829

3 6 g 12 15 18 21 24 27 30 23
Time (months)2
2676 2613 2,543 1,996 1,371 918 LE6 245 3 1 Q

2,659 2,645 2,562 2,013 1,405 932 b86 262 T B 0



HER2 &% F L1

KATHERINE:XE® (T-DM1)



KATHERINE: T-DM1 vs T-mab in non pCR HER2
S R+ S

= cT1-4/NO-3/MO at presentation (cT1a-b/NO excluded)

= Centrally confirmed HERZ2-positive breast cancer T-DM1
» Neoadjuvant therapy must have consisted of 3.6 mg/kg IV Q3W
— Minimum of 6 cycles of chemotherapy o 14 cycles
* Minimum of 9 weeks of taxane
» Anthracyclines and alkylating agents allowed N=1486 Trastuzumab
* All chemotherapy prior to surgery 6 mg/kg IV Q3W
— Minimum of 9 weeks of trastuzumab 14 cycles

+ Second HER2-targeted agent allowed

» Residual invasive tumor in breast or axillary nodes Radiation and endocrine therapy
per protocol and local guidelines

» Randomization within 12 weeks of surgery

Stratification factors:
= Clinical presentation: Inoperable (stage cT4 or cN2-3) vs operable (stages cT1-3N0-1)
= Hormone receptor: ER or PR positive vs ER negative and PR negative/unknown
* Preoperative therapy: Trastuzumab vs trastuzumab plus other HER2-targeted therapy
» Pathological nodal status after neoadjuvant therapy: Positive vs negative/not done

von Minckwitz G, et al N Engl J Med. 2019;380(7):617-628.



KATHERINE: T-DM1 vs T-mab in non pCR HER2

1004
<
2 80+
o
g
= |
R Trastuzumab
» e T-DIM1
)]
u’I: Trastuzumab T-DM1
(] = =
¢ 4ol (n=743)  (n=743)
g IDFS Events, no. (%)165 (22.2) 91 (12.2)
a
o Unstratified HR=0.50 (95% CI, 0.39-0.64)
8 207 P<0.0001
-
- 3-year IDFS 77.0% 88.3%
U_ | | | | | | | | | | |
0 6 12 18 24 30 36 42 48 54 60
| Time (months)
No. at Risk
Trastuzumab 743 676 635 504 555 501 342 220 119 38
T-DM1 - 245 707 681 658 633 561 409 255 142 44 4

von Minckwitz G, et al N Engl J Med. 2019;380(7):617-628.
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KEYNOTE-522 (Pembrolizumab)
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KEYNOTE-522

dsl" ?ﬁ{icaiion by 4 Neoadjuvant Phase > < Adjuvant Phase ——»
nodal status, tumor size,
carboplatin schedule Cycles 1-4, 12 wks Cycles 5-8, 12 wks Cycles 1-9, 27 wks
1
i Carboplatin* + Doxo¥/EpirubicinT + .
i Paclitaxel® Cyclophosphamide$ [num—— Pembrolizumab 200 mg Q3W
Patients aged > 18 yrs with / .
T2-4N0-2 TNBG; 71 s
ECOG PS 0/1; tissue sample » e 5
available for PD-L1 testing Carbor.>lat|n + Doxo /Eplrublcm + N
(N = 1174) Paclitaxelt Cyclophosphamide$

=] o]o)

Placebo (n = 390)

*AUCS5 Q3W or AUC 1.5 QW. 160 mg/m? Q3W.
T80 mg/m2 QW. 190 mg/m? Q3W.
8600 mg/m?2 Q3W.

= Primary endpoints: pCR (ypTO/Tis ypNO) by local review, EFS by local review
= Secondary endpoints: pCR (ypTO ypNO and ypTO/Tis), OS, EFS, AE
= Exploratory endpoints: RCB, pCR by subgroups, EFS by pCR O]

Schmid. NEJM. 2020;382:810. Slide credit: clinicaloptions.com



http://www.clinicaloptions.com/

KEYNOTE-522: pCR at IA1 oot Mool

Primary Endpoint: ypTO0/Tis ypNO By PD-L1 Status: ypTO/Tis ypNO
100+ 100+
, A 14%
A 14% |
80- | 801  68.9% A 18%
64.8%
= = 54.9%
o o %
S S 60- 45.:?,/
n n
) S
R R
o o 40-
O O
Q. Q.
204
260/401 103/201
0.
B Pembro + chemo PD-L1 Positive PD-L1 Negative
M Placebo + chemo O

Schmid. NEJM. 2020;382:810.

Slide credit: clinicaloptions.com
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Schmid KN322 ESMO Virual Plenary 2021

Statistically Significant and Clinically Meaningful EFS at 1A4

60—

50—

EFS, %

40—
30
20—

10—

0

Median follow-up®: 39.1 mo

HR

Events (95% Cl) P-value
Pembro + Chemo/Pembro 15.7% 0.632 0.00031b
(0.48-0.82)

Pbo + Chemo/Pbo 23.8%

0 3 & 9

No. at Risk

12 15 18 21 24 27 30 33 36 39 42 45 48 51
Months

Pembro + Chemo/Pembro 784 781 769 751 728 T18 702 692 681 671 652 551 433 303 165 28 0 O

Pbo + Chemo/Pbo

390 386 382 368 358 342 328 319 310 304 297 250 195 140 83 17 0 O

®Hazard rafio (C) analyzed based on a Coxregession mode] with ireaiment a5 a covaniale siraliied by the randomizaion siraficalion faciors. "Prespeciiied Paslue boundary of 0.00517 reached st fis analyss.

Defned as e Sme fiom randomizaiion o e data culoff dale of Manch 23, 2021,
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EFS by pCR (ypTO/Tis ypNO)

F. Schmid KN522 |AG ESMO 2023

904
80-
70+
60—
50-
40+
304
20+
10=-

IA4

Pembro + Chemo/Pembro Responder

Placebo + Chemo/Placebo Responder

194.4%
e | pCRYes

192.5%

HR (95%Cl)

- 0.73(0.39-1.36)

_ pCRNe
HR (95% Cl)

0.70 (0.52-0.95)

0 1 | 1 1 1

0 3 6 9121518212427 3033 363942454851

No. at risk

Time, months

494 494 494 489 483 482 4TS 477 472 470 460 387 307 220 122 18 0 0

27 217 217 216 214 207 206 203 200 200 197 165 130 &7 356

Daa cunff dake: March 23, 2021,

9

0 0

Percentage of Patients

I1A6 |
100t o . 192.2%
| el BCR Yes
90 188 20 }HR{EE%CI}
80— ! 70— 0.65(0.39-1.08)
70 l
I
60- E pCR No
- HR (95% CI)
50 : 0.72 (0.54-0.96)
40= :
30- |
Pembro + Chemo/Pembro Responder I
20— Placebo + Chemo/Placebo Responder I
I
10- |
0 ] ] ] I I I I I I : I ]
0 6 12 18 24 30 36 42 48 54 60 66 72
No. at risk Time, months

4895 485 484 479 473 468

217 217 214 206

Daa cunff dake: March 23, 2023.

200

463 458 451

189 197 195 134

439
185

295
130 53 0

120 0
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PS : performance status



JL=F—JL(Adjuvant)
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