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Stratification £ & \
. AgO c% 40+ HR=099 P=.90 § 404 HR=0393 P=.27
« Clinical Tumor Size 20 Teopac o Do S 0] —Fiopac o =
Pl Pre-Op AC 742 310 Pre-Op AC 742 410
* Clinical Nodal Status e -
0 2 4 6 8 10 12 14 16 0 2 4 6 8 10 12 14 16
Time After Random Assignment (years) Time After Random Assignment (years)
Operation
D E

100 e 100
’ AC x4 ] | Operation ]
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= [
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I Operable Breast Cancer ‘ @A Pre-op AC oA fua 2 Pre-Op AC a4 304
20+ -®- Pre-Op ACT 783 182 20 -®- Pre-Op ACT 783, 232
=i~ Pre-Op AC + PostOp T 777 189 =~ Pre-Op AC + PostOp T 777 286
Randomization E— —
o 1 2 3 4 5 6 7 8 0 1 2 3 4 5 6 7 8
1 1 1 Time After Random Assignment (years) Time After Random Assignment (years)

ACx4 ACx 4 AC x4
Tam X 5Yrs Tam X 5 Yrs Tam X5 Yrs
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[FHEEE]
TEFEEE : ITT (intention-to-treat) $EE“*IC# 1 2BEPM LR (pathological complete response : pCR)
(ypTO/Tis ypNO™') "%, #-r~> h472H8M (event-free survival : EFS) ** *
BIREPEIAE : ITTHEE & 1 BpCRE (ypTO ypNO™') . pCRE (ypTO/Tis™") . 47 (overall survival : 0S) *2,
REMRITHRED "CH T2 RLURUBEYE %

BRRMEPEEE : FAS (full analysis set) %£E"'lcH 1 2 ERBER4ESM (distant recurrence-free survival : DRFS)

12 - ’ s " = ’ *13
. ITTREIC 7 BpCR (ypTO/Tis yoNO) ERBIOEFS, MAFAROAFRETAONA, KeusE " % RSB AR (KEYNOTE 522518)
Schmid P et al. N Engl J Med 2020; 382: 810-821
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Statistically Significant and Clinically Meaningful EFS at 1A4 Key Secondary Endpoint: Overall Survival
100 ’ 100+ ,
90 84.5% 90+ PO
a go .
7 — £ 807 .
o] 76.8% % 70+ 1 .
: i & god 15yr rate (95% Cl) l;b W{
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% oo - e - - g 50 HR 0.66 (95% Cl, 0.50-.87) 181 T%(77.5:85.2) Pembret 14.7%
jre Pembro + Chemo/Pembro 15.7% o 2863 o5 0.00031 g 404 P=0.001502 : emo/Pembro .
40— Pbo + Chemo/Pbo 23.8% : . e | Placebo + 21.8%
. g 304 ! Chemo/Placebo
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Schmid P, et al. N Engl J Med. 2022; 386(6): 556-567.
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Patients with HER2-negative stage |-111B breast cancer
Age 20-74 yr
ECOG performance-status score of 0 or 1

M

o~ ~ Control group,
’ '/\\/g / standard therapy

A Disease-free Survival in Full Analysis Set

1.0
Capecitabine
0.8

0.6 Control
0.4+

0.2 Hazard ratio for recurrence,
second cancer, or death, 0.70

Probability of Disease-free Survival

95% Cl, 0.53-0.92
T

0. T T T T
1 2 3 4 -
Years since Randomization
No. at Risk
Capecitabine 443 385 359 286 175 34
Control 444 366 328 255 158 19

C Disease-free Survival among Patients with Triple-Negative Disease

_ 104
s
o2
E 0.8
< Capecitabine
2.
&
g 06
s
2 Control
8 o4
S
Z
% 0.2+ Hazard ratio for recurrence,
3 second cancer, or death, 0.5
a 95% Cl, 0.39-0.87
0.0 T T T T T
0 1 2 3 4 5
Years since Randomization
No. at Risk
Capecitabine 139 109 96 76 42 11
Control 147 95 84 69 47 6

B Overall Survival in Full Analysis Set

1.0+ C fks
s Mo
2
2 0.8 Control
5
a
T
g 0.6
<
S 044
z
-
5 024
a Hazard ratio for death, 0.59
95% Cl, 0.39-0.90
0. T T T T T
1 2 3 4 5
Years since Randomization
No. at Risk
Capecitabine 443 408 391 321 197 43
Control 444 406 375 297 180 27

D Overall Survival among Patients with Triple-Negative Disease

1.0+

3 4., Capecitabine

S 08

H

a

= Control

& 064

3

o

S 044

>

3

k3 0.2

£ Hazard ratio for death, 0.52

95% Cl, 0.30-0.90
0.0 T T T T T
[ 1 2 3 4 5
Years since Randomization

No. at Risk
Capecitabine 139 124 116 91 50 11
Control 147 125 108 82 52 9

5€EDFS  74.1%VS. 67.7%
(p=0.01, HR=0.70, 95% Cl:0.53-0.93)

58E0S 89.2% VS. 83.6%
(p=0.01,HR=0.59, 95% ClI: 0.39-0.90)

HR+
5€EDFS  76.4% VS. 73.4%
(HR=0.81. 95% Cl: 0.55-1.17)

58F0S  93.4% VS. 90.0%
(HR=0.73. 95% CI: 0.38—1.40)

TNBC
5fFEDFS 69.8% VS. 56.1%
(HR=0.58,95% Cl: 0.39-0.87)

58F0S 78.8% VS. 70.3%
(HR=0.52,95% Cl: 0.30-0.90)

> NAC#ZDnon-pCRAERBI (CXT U T DRSS E > ZIBINT D & DFS.
> TNBCCRDBMMENEMN DT,

OSHIER I B,

N Masuda, et al. N Engl J Med. 2017;376:2147-59




+ Local genetic testing or MNeoadjuvant Group
on-study central screening = THBC: non-pCH
(Myriad Genetics Inc.) » Hormane receptonpositive:
N " nanpCR and CPSHEG score 2 3
- BRCA1/2iB=FHEI/\ 2 Evche

U7
« HER2FEME
« Stage II-IIZE T2 (ENACEE

A Invasive Disease—free Survival

%0 859

Patients (%)
3

~———————— Olaparib (106 events)

Placebo (178 events)

Between-group difference in
3.yr invasive disease—free survival,
8.8 percentage points
(95% Cl, 4.5-13.0)

Stratified hazard ratio for invasive
disease or death, 0.5
(99.5% Cl, 0.41-0.82)

P<0.001

Months since Randomization

No. at Risk
Olaparib 921 820 737 607 477 361 276 183
Placebo 915 807 732 585 452 353 256 173

B Distant Diseasefree Survival

A li G 100 943
®iEHD it 90 — Olaparib (89 events)
2 ib (89 eve
- TNEC: 2 pT2 or 2 pH 1_ + 80 Placebo (152 events)
ar TNEC) * Hormona receptor-positive: _
" » 4 positve lymph nodes ] g Between-group difference in
2 s 3-yr distant disease-free survival,
+ Stage IHil Breast Cancer 2boces 2 4 ey R ponts
of lack of PathCR to NACT Sugsy+ AL o < 5 Stratified hazard ratio for distant
20 disease or death, 0.57
(99.5% Cl, 0.39-0.83)
a0 P<0.001
6 é 1‘2 1I8 2'4 3‘0 3'6 4‘2
Stratification Factors
+ Hommone receptor-pasitive ve, TNEC + Endocrine therapy Months since Randomization
= No. at Risk
] w . w Ewﬂm Olaparib 921 823 744 612 479 364 279 187
[ VS, N, . ant Placebo 915 817 742 594 461 359 263 179
YE5 By
NPT, - [T C Overall survival
%1 Olympid 3B 31 5 FFR U 2 2 % 0 AW = 581 s
T ety = ) . g —— - 92.0
‘ T L & e (E e 0] e e Glapars (59 dethe)
‘ HR B4 HER? fatE non-pCR*! 7»5 R B ) v o HEE S ‘ 804 883 Placebo (86 deaths)
clinical and pathological stage 4 @k S ;g:
‘ and estrogen-receptor status ‘ £ soq Between-group difference in
5 3-yr overall survival,
and histologic grade (CPS & F 4 391 percentage ;;?m.s
30 ,03-7..
\ EG) 2a7* 243k ‘ 204 Stratified hazard ratio for death, 0.68
(99% Cl, 0.44-1.05)
TNBC non-pCR*! PT2BLES 2 i pNI M E | 104 P-002
LR VR R SN e DR e 0 ; 12 13 24 30 36 0
*2: R2BM. Months since Randomization
#2 CPS&EG2=7 No. at Risk
N . B N Olaparib 921 856 801 659 531 400 310 205
. . . - oa ~6 . o lacebo
FRiAm, PRI, ER #H, B2 v —FoiBodait (0~6 2) cHli+ % Placeb 915 865 801 659 516 397 292 199
0 51 151 25
A 0-IA 1 B-IMA mB-1C
FELEI 0-1 IIA-IIB mc
ER 532 1% E 1%
B : > IDFS. DDFS. OSZC{=
A Y A Y e |

#3 1 ERFEBIRME L — N30 (i L RaERGaT) OB RE M5 49,
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N Engl J Med.

2021 Jun 24;384(25):2394-2405
Andrew Tutt et al. ASCO 2021, Abstract No. LBA1
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Lo Cancer Invasive Breast Cancer - Discussion
Network
ADJUVANT SYSTEMIC THERAPY AFTER PREOPERATIVE SYSTEMIC THERAPYI!
RESPONSE/PATHOLOGIC STAGE 1,1,99,ii
AFTER PREOPERATIVE THERAPY ADJUVANT SYSTEMIC THERAPY
ypTONO or pCR — Adjuvant endocrine therapy (category 1)
HR-positive/
HER2-negative \_|ypT1-4,N0 Adjuvant endocrine therapY (cateﬁg 2/)
or — |+ adjuvant olaparib if germline BRCA1/2 mutation (category 1), see BINV-M 1 of 10 for eligibility
ypN21 criteria. Consider adjuvant abemaciclib or ribociclib for eligible patients, see BINV-K 2 of 3 for
eligibility criteria.
ypTONO or pCR —» Complete up to 1 year of HER2-targeted therapy with trastuzumab (category 1) * pertuzumab. If
node positive at initial staging, trastuzumab + pertuzumab (category 1).
:2;;%:2‘,’;53 < Ado-trastuzumab emtansine (category 1) alone for 14 cycles.?®®
If ado-trastuzumab emtansine discontinued for toxlcltly then complete (up to) 1 year of HER2-directed
ypT1-4,NO » |therapy wm\ trastuzumab (category 1) * pertuzumab. If node positive at initial staging, trastuzumab +
or pertuzumab' (category 1)
ypNz1 and |, Follow-Up
If HR-positive, adjuvant endocrine therapy*X (category 1) (BINV-17)
HR-positive/
HER2-positive
ypTONO or pCR—> Endocrine therapy (categor;/' 1) + complete (up to) 1 year of HER2-directed therapy with trastuzumab
(category 1)  pertuzumab. If node positive at initial staging, trastuzumab + pertuzumab (category 1)
T T T _—_—_—_—_—_——_—_—_—_—_—_—_—_—_—_—_—_—_—_—_—_—_—_—_—_—_—_——————————_——— =N
For high risk: Adjuvant pembrolizumab (if pembrolizumab-containing regimen was given
|‘ YPTONO or pCR —> o operatively), see BINV-M 3 of 10.
: ng;‘;g:g‘;:{“ — Adgwant pembrolizumab (if pembrolizumab-containing regimen was given preoperatively)©¢¢
an
| Z‘,’ ' —» |Adjuvant capecitabine (6-8 cycles)PbPicce
1 ypN21 and/or
l\ Adjuvant olaparib for 1 year if germline BRCA1/2 mutation®®® (category 1)
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For high risk: Adjuvant pembrolizumab (if pembrolizumab-containing regimen was given

: YPTONO or pCR — preoperatively), see BINV-M 3 of 10.

I HR-negative/ Adjuvant pembrolizumab (if pembrolizumab-containing regimen was given preoperatively)©°¢

| HER2-negative ypT1 —4,NO andlor

| —» |Adjuvant capecitabine (6-8 cycles)PPb.ccc

1 ypNZ‘] and/or

1N Adjuvant olaparib for 1 year if germline BRCA1/2 mutation®“® (category 1) %

¥ SD_ELClaJ_C_QDSJCleLalIQCLS_Ler_Lﬁa.SLC ancer in Males (Sex Assigned at Birth) (BINV-J).
f Adjuvant Endocrine + CDK/4/6 Inhibitor Therapy and Principles of Adjuvant
Endocrine Therapy (BINV-K). Il Updated results from the adjuvant APHINITY trial in HER2-positive early
99 Preoperative/Adjuvant Therapy Regimens (BINV-M). breast cancer, with a median follow-up of 8.4 years, have confirmed the

il Consider adjuvant bisphosphonate therapy for risk reduction of distant metastasis benefit of adding pertuzumab to trastuzumab plus chemotherapy in preventing
for 3-5 years in postmenopausal patients (natural or induced) with high-risk node- recurrences
negative or node-positive tumors. bbb Recommendations do not apply to residual DCIS (ypTis).
kk Consider extended adjuvant neratinib following adjuvant trastuzumab-containing ccc There are no data on sequencing or combining adjuvant pembrolizumab
therapy for patients with HR-positive, HER2-positive disease with a perceived high with capecitabine or olaparib in patients who meet criteria for treatment with
risk of recurrence. The benefit or toxicities associated with extended neratinib in one or more of these agents. However, their sequential/combined use may be
patients who have received pertuzumab or ado-trastuzumab emtansine is unknown. considered given high risk of recurrence in patients with residual disease.
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OptimICE-pCR

= KEY ELIGIBILITY:

PEMBROLIZUMAB

X 27 wks

OBSERVATION

STRATIFICATION FACTORS:

2 Baseline Medal Status T Recaipt of Anthracycling Chemaotherapy: Yes vs. Ne

>

_ OptimICE-RD/ASCENT-05/AFT-65

SABCS2023 Poster PO4-15-05

1

OPT-Pembro

Ebgibiling {H= 1a54)
CarCinome: Mmamimane imsasd condms
lotakesni
Canied dha 2in préooce, non métastatioee
ERs10% PRy FIERL- nogatn:

Critbie dWwaluation princisal
Suirvie sans récidive
Eritire diéwaluation secondain
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- et vy L . + grade
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Residual TNEC after NAT

and surgery

= Adult patients

= History of cT1, cN1-2 or
©T2-4, cNO-2 disease

» Received 2B-cycles of
NAT with anthracycline-
andfor taxane-based CT
+/- checkpoint inhibitor

« TNBC diagnosis: ER
and PgR < 10%, HER2-
per ASCOICAP*

= Adequate ergan function
and ECOG PS 0-1

+ Absence of germline
BRCA mutations

Sacituzumab Govitecan + Pembro

5G
Pembro:
Long-term

follow-up

Estimated
enroliment
N=1514

Stratification factors:

= Prior anti-PD-(L)1 therapy (yes vs no)
* Prior anthracycline-based therapy (yes vs no)
* Pathologic nodal status at the time of surgery (ypNO vs ypN+)

= Geographic region (US vs East Asia vs RoW)

End points

Primary

* iDFS (iBCFS
per STEEP v2.0)

Secondary

+ 05

+ dDFS

* RFS

+ Incidence of
TEAEs and clinical
laboratory
abnormalities

* TTWof QoL
based on FACT-B
TOl scores

Future Oncology 2024;20:2343-2455
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KATHERINE IDFS final analysis; median follow-up 8.4 years (101 months)

KATHERINE 2nd OS interim analysis; median follow-up 8.4 years
(101 months)
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Key Eligibility Criteria

Toxdsamgkgvaw [l cE T anary end point: IDFS2
+ Residual invasive disease in the breast and/or axillary Fe, for 14 cycles i - IDFS Filishs with ewonG.n 51 (6. 7
lymph nodes after necadjuvant chemotherapy with N = 1600 LEE: ] o
I:E;Zdimcm therapy (NAT)* i _ ] Key secondary endpoint 3-year IDFS, % (95% CI) 92.4(89.7-94.4) | 83.7(80.2:86.7)
+ High-risk defined as presentation prior to NAT with: %’ . DFS E HR (95 % CI) 0.47 (0.34-0.66)
o Inoperable eBC (cT4,N0-3,M0 or c¢T1-3,N2-3,M0) ‘S ] 1.0 P value <0.0001*
OR bl Oth d: dpoints 3
o Operable eBC (cT1-3,N0-1,M0) with axillary T-DM1 3.6 mglkg IV Q3W B s o;r secon .a;yMeFr: points 3
node—positive disease (ypN1-3) after NAT for 14 cycles By E
+ Centrally confirmed HER2+ (IHC 3+ or ISH+) eBC N = 800 <+ « DRFI « Safety L 08
+ECOGPSOor1 é
+ Concomitant adjuvant ET was allowed per local practices 2
* If administered, RT could be initiated concurrent with study therapy or completed -4
Stratification factors prior to initiation of study therapy (sequential) per investigator o 08 aT-DXd (n = 818)
« Extent of disease at presentation (inoperable, operable) * ILD monitoring program for patients treated with RT @ wT-DM1 (n=817)
- HER2-targeted NAT (single, dual) ! « All patients had baseline non-contrast, low dose (LD) chest CT during screening 2 G
« Hormone receptor status (pi.)shi\de negative) = AllRT patients (concurrent and sequential) had LD chest CT 6 weeks after start of g near
+ Post-NAT pathologic nodal status (positive, negative) study therapy, then every 12 weeks while on therapy, and at 40-day follow-up :
2 * Sequential RT patients had additional LD chest CT after completion of RT prior to start - 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54
of study therapy Time, months
Adjudicated Drug-related ILD -
n (%, f . -
() - Anygrade  Grade{ Grade2 Grade3 Grade4 Grade$ Patients with recurrence in CNS, n (%)| 17 (2.1) 26(3.2)
= . : . : - -year rate, % o i .2-98. i .6-97.
T-DXd (n = 806} 77(96) 16(20) 52 (6.5) 7009 0 2(02) 3-year BMF rate, % (95% CI 97.6 (96.2-98.5) | 95.8 (93.6-97.2
T-DM1 (n=801)* 13(16) 8(1.0) 5(06) 0 0 0 HR (95% CI)f 0.64 (0.35-1.17)

Adjuvant radiotherapy timing (sequential or concurrent) showed no differences in adjudicated drug-related ILD

Similar distributions of any grade adjudicated drug-related ILD events were observed with sequential and concurrent radiotherapy in =1]0 - | 5 | =N
both treatment arms (T-DXd: 10.7% and 9.6.% vs T-DM1: 2.6% and 1.0%, respectively) E_IE/RZ Bﬁ HE sanon p C R N } \:r J Za JE{yJ ("" 35 l’ ! _C
& T-DXd(ET-DM1 & LEER LT

v IDFSZBR(CER.
n (%) Any grade Grade1 Grade2 Grade3 Grade4 Grade5 v’ A &= - 75 BRZ -
T-DXd (n = 806)2 23(29) 1(0.1) 20 (2.5) 2(02) 0 0 HWEE#% (< zg @__ D f‘ jJ %E’ﬁ'f# °
T-DM1 (n =801)* 14 (1.7) 0 11(1.4) 3(04) 0 0 v FEﬁ é’liﬂfﬁm (C (&"7I,%'\73\ M\g o
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