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* Oncotype DX : RS16
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predict

breast cancer
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Home About Predict ~ Predict Tool Contact Legal ~

Change Language ~

DCIS or LCIS
only?

Age at
diagnosis

Post
Menopausal?

ER status

HER2/ERRB2
status

Ki-67 status

Yes No

— ?5|+

Age must be between 25 and 85

Yes No Unknown
Positive Negative
Positive Negative Unknown

Positive Negative Unknown

Q00O ©0O

Positive means more than 10%

Invasive
tumour size
(mm)

o

Tumour grade

Detected by

Positive nodes

Micrometastases

niv
I__ -.l

Qe OO0

_ 29 -

If there was more than one tumour, enter the size of the
largest tumour. If neo-adjuvant therapy was underiaken,
enter the size before neo-adjuvant therapy.

1 2 p3

Screening  Symptoms  Unknown
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Enabled when positive nodes is 1.
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Home About Predict~ Predict Tool

BTFRFANA SV —IL

Contact

Legal ~ Change Language ~

Select number of years since surgery you wish to consider:

5 10 15

This chart shows the percentage of women who survive at least 10 years after

surgery.
100%
90%
80
70
60%
0% "'
Bt least 10
40% years o
209

10 years after surgery

Survival rate excluding
deaths from breast cancer.

i

@ All of the below plus
bisphosphonates brings survival to
52% at 10 years.

All of the below plus chemotherapy
brings survival to 49% at 10 years.

® Hormone therapy brings survival
to 41% at 10 years.

® Surgery only survival is 32% at 10
years.

Press and hold ) for another decimal place to see

how the numbers add up.
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S EHEEEET (GA : Geriatric Assessment)
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GADAI

BRBERE ADLs, IADLs, PS

SHAE Charlson Comorbidity Index (CCI)

A Medication Appropriateness Index (MAI)
e BMI, Mini nutritional assessment (MNA)
SR HE Mini-mental state examination (MMSE)
3vs) Geriatric Depression Scale (GDS)
IR MOS Social Support Survey

ZAESE(RRE Confusion Assessment Method (FA%)
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Discussion

GENE EXPRESSION ASSAYS FOR CONSIDERATION OF ADJUVANT SYSTEMIC THERAPY?P

NCCN Category Recurrence Risk
Assay Predictive Prognostic N;CPTe{f::rteer?g? of Evidence and and
Consensus Treatment Implications
21 'ger':g (Oncotype Dx) Yes Yes Preferred 1 BINV-N (2)
Postmenopausal:
Preferred
21-gene (Oncotype Dx)
for pN1 (1-3 positive nodes)® Yes Premenopausal: BINV-N (2
Other 2A
70-gene (MammaPrint) .
for pNO and pN1 (1-3 positive nodes) Not determined Yes Other 1 BINV-N (3)
50-gene (Prosigna) : _
for pNO and pN1 (1-3 positive nodes) Not determined Yes Other 2A BINV-N (3)
12-gene (EndoPredict) .
for pNO and pN1 (1-3 positive nodes) Not determined Yes Other 2A BINV-N (3)
Predictive
of benefit of
Breast Cancer Index (BCI) extended adjuvant Yes Other 2A BINV-N (4)
endocrine therapy
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NCCN Guidelines Index
Table of Contents

Network® Invasive Breast Cancer Dicoussion
GENE EXPRESSION ASSAYS FOR CONSIDERATION OF ADJUVANT SYSTEMIC THERAPY?P
Assay Recurrence Risk Treatment Implications
21-gene Patients with T1b/c—2, pNO, HR-positive, HER2-negative tumors, with risk scores (RS) between 0-10
(Oncotype Dx) have a risk of distant recurrence of <4% and those with RS 11-25 derived no benefit from the addition of
(for <26 chemotherapy to endocrine therapy in the prospective TAILORXx study.1
postmenopausal Postmenopausal patients with pT1-3, pN1, HR-positive, HER2-negative, with RS <26 derwed no benefit
patients with pNO from the addition of chemotherapy to endocrine therapy in the prospective RXPONDER study.2
and pN1 [1-3 526 In postmenopausal patients with pT1-3, HR-positive, HER2-negative, and pNO and pN1 (1-3 positive
positive nodes])® nodes) tumors and an RS =26, the addition of chemotherapy to endocrine therapy is recommended.12
<15 Premenopausal patients with T1b/c —2, pNO, HR-positive, HER2-negative tumors with RS <16 -::Ierwe-::l no
benefit from the addition of chemotherapy to endocrine therapy in the prospective TAILORXx study.
21-gene In premenopausal patients with RS between 16-25, a small benefit from the addition of chemotherapy
(Oncotype Dx) 16-25 could not be ruled out, but it is unclear if the benefit was due to the ovarian suppression effect promoted by
(for premenopausal chemotherapy in premenopausal patients. 1.2 For this group, consider chemotherapy followed by endocrine
patients: pN0) therapy or alternatively, ovarian function suppression combined with either tamoxifen or an Al.
>26 In premenopausal patients with HR-positive, HER2- negatwe and pNO tumors and an RS 226, the addition
of chemotherapy to endocrine therapy is recommended. '

In premenopausal patients with pT1-3 and pN1 (1-3 positive nodes) tumors and an RS <26, the addition
21-gene (Oncotype of chemotherapy to endncrlne therapy was associated with a lower rate of distant recurrence compared
Dx) <26 with endocrine mu::un-:::thr&eraanpg.r but it is unclear if the benefit was due to the ovarian suppression effects
(for premenopausal promoted by chemotherapy. For this group of patients, consider chemotherapy followed by encloc:rlne
patients with 1-3 therapy or alternatively, ovarian function suppression combined with either tamoxifen or an Al.2
positive nodes)® >26 In premenopausal patients with HR-positive, HER2-negative, pT1-3 and pN1 (1-3 positive nodes) tumors

and an RS 226, the addition of chemotherapy to endocrine therapy is recommended.

1 Sparano JA, Gray RJ, Makower DF, et al. Adjuvant chemotherapy guided by a 21-gene expression assay in breast cancer. N Engl J Med 2018;379:111-121.

2 Kalinsky K, Barlow WE, Meric-Bernstam F, et al. First results from a phase Ill randomized clinical trial of standard adjuvant endocrine therapy (ET) +/- chemotherapy (CT) in patients (pts) with 1-3

positive nodes, hormone receptor-positive (HR+) and HER2-negative (HER2-) breast cancer (BC) with recurrence score (RS) < 25: SWOG S1007 (RxPonder). SABCS 2021;81(4): Abstract GS3-00.



Oncotype DX in LN(+) : RxPONDER

Key Entry Criteria R E Arm 1-

: \é\fsrgﬁgjgggéliggs E N / Chemotherapy Followed by
HER?2- breast cancer | 8 Endocrine Therapy
with 1*-3 LN+ without S
distant metastasis T / Recurrence Score 0-25 | === IYI

» Able to receive R 7 \ Arm 2:
adjuvant taxane and/or | A A Endocrine Therapy Alone
anthracycline-based T
chemotherapy** | Recurrence Score > 25 T

 Axillary staging by @] o
SLNB or ALND N N

_ Stratification Factors
N = 5,000 pts Recurrence Score: 0-13 vs.14-25

Off Study
Chemotherapy Followed by
Endocrine Therapy Recommended

Menopausal Status: pre vs. post
Axillary Surgery: ALND vs. SLNB

* After randomization of 2,493 pts, the protoceol was amended to exclude enrollment of pts with pN1mic as only nodal disease.
“* Approved chemotherapy regimens included TC, FAC (or FEC), AC/T (or EC/T), FAC/T (or FEC/T). AC alone or CMF not allowed.
ALND = Axillary Lymph Node Dissection, SLNB = Sentinel Lymph Node Biopsy

A SWOG

CANCER

RESEARCH  This presentation is the intellectual property of the author/presenter. Contact him at kkalinsi@emory.edu for permission to reprint and/or distribute.

Kalinsky K, et al. N Engl J Med. 2021;385(25):2336-2347.
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IDFS in Overall Population by Treatment Arm

1]

1.

CET 5-year IDFS 92.4%
ET 5-year IDFS 91.0%
CET (N = 2,509; 198 events)

ET (N = 2,506; 249 events)
Adjusted HR = 0.81; 95% CI| 0.67-0.98; p=0.026

0.80
|

0.60
]

040
I

Invasive disease-free survival
0.20
]

5 year IDFS Absolute Difference: 1.4%

0.00

0 1 2 3 4 5 6 7 8 9
Years since randomization

Number at risk
CET 2509 2277 2104 1893 1648 1397 857 403 122 4
ET 2506 2327 2161 1910 1696 1404 846 397 135 11

CET = Chemotherapy + Endocrine Therapy: ET = Endocrine Therapy Alone

447 observed IDFS events (54% of expected at final analysis) at a median follow-up of 5.1 years
Kalinsky K, et al. N Engl J Med. 2021;385(25):2336-2347.



IDFS Stratified by Menopausal Status

Postmenopausal Premenopausal
3 7 ET S-year IDFS 91 9% 3 7 CET 5-year IDFS 94 2%
T-,Eo T:Ec:v
.Eg | CET 5-year IDFS 91.6% So | ET 5-year IDFS 89.0%
= :G
w 73]
83 £3
pX=] ] CET (N=1,675; 147 events) Ed b CET (N=834; 51 events)
%D ET (N=1,675; 158 events) o ET (N=831; 91 events)
a9 Adjusted HR = 0.97; 95% Cl 0.78-1.22; p=0.82 o Adjusted HR = 0.54; 95% Cl 0.38-0.76; p=0.0004
To co
m . . . . . .
%8 No Statistically Significant IDFS Difference _%D 5-year IDFS Absolute Difference 5.2%
— o 4
Ed 2o
S =
o 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 D 6 7 8 9 0 1 2 3 4 5 6 7 8 9
Years since randomization Years since randomization
Number at risk Number at risk
CET 1675 1514 1400 1268 1113 943 585 287 88 3 CET 834 763 704 625 6535 454 272 116 34 1
ET 167> 1567 1462 1308 1167 975 601 298 104 9 ET 831 760 699 602 520 429 245 ag 31 2
D E ptal (7o N c ot g
DiEtant 39 44 83 (27%) Distant 26 50 76 (54%)
Local-Regional 10 14 24 (8%) Local-Regional a 17 25 (18%)
Contralateral 10 9 19 (6%) Contralateral 4 8 12 (8%)
Non-Breast Primary 44 47 91 (30%) Non-Breast Primary 10 10 20 (14%)
Recurrence Not Classified 9 7 16 (5%) Recurrence Not Classified 1 1 2(1%)
Death not due to Recurrence or Second Primary 35 a7 72 (24%) Death not due to Recurrence or Second Primary 2 5 7 (5%)
Absolute Difference in Distant Recurrence as 15t site: 0.3% (2.3% CET vs. 2.6% ET) Absolute Difference in Distant Recurrence as 15! site: 2.9% (3.1% CET vs. 6.0% ET)
Kalinsky K, et al. N Engl J Med. 2021;385(25):2336-2347.




IDFS Stratified by Recurrence Score and Menopausal Status

080 080 100
!

0.40

RS 0-13

Imvasive dissase-fres survival

020

000

MNumber at risk

Postmenopausal

CET 5-year IDFS 292.4%

ET S-year IDFS 92.9%

CET (MN=785; 568 events)

—— ET (M=736; 58 events)
Adlusted HR = 0.96; 95% CIl 0.66-1.38; p=0.81

No Statistically Significant IDFS Difference

T T T T
0 1 2 3 4 5 [ 7 8 a
Years since randomization

CET 7G5 a85 G836 570 505 432 276 137 50 0
ET 736 g5 837 878 504 421 262 132 40 2
=
="

T % a ET S-year IDFS 91.2%

== CET S-year IDFS 90.1%

@

ga

=] CET (N=810; 91 events)

% — ET (N=93%9; 100 events)

RS 1 4-2 5 3 E Adjusted HR = 0.98; 95% Cl 0.74-1.30; p-0.89

=

z

8=

= No Statistically Significant IDFS Difference
= |
o= T T T T T T T T T T

o 1 2 3 4 5 ] 7 8 Q
Years since randomization
Number at risk

CET 910 828 784 G698 &08 511 209 150 38 3

ET @938 B82 825 T30 G832 554 339 186 84 7

080 100
1

050

040

RS 0-13

Invasive disease-free survival

0.20

0.00

Mumber at risk
CET
ET

080 100

080

RS 14-25

Invasive disease-free sunival
0.40

0.20

0.00

Mumber at risk
CET
ET

Kalinsky K, et al

Premenopausal

*\i—-—ﬁ_‘_‘_'j

CET S-year IDFZ 95.5%
ET 5-year IDFS 82.6%

CET (N=311; 10 events)

—— ET (MN=334; 25 events)
Adjusted HR = 0.46; 25% CI| 0.22-0.97; p=0.04

5-year IDFS Absolute Difference 3.9%

0 1 2 3 4 5 & 7 8 o
Years since randomization

311 284 257 230 202 1685 101 30 11 o
334 310 28B4 248 215 182 105 48 16 2
ET S-year IDFS 86.6%
I CET (N=523: 41 events)
——— ET (N=407; 86 events)
i Adjusted HR = 0.57; 95% CI 0.39-0.84; p=0.005
] 5-year IDFS Absolute Difference 6.2%

0 i 2 3 3 5 8 7 8 g
Y¥ears since randomization

523 479 447 385 233 289 171 TT 23 1

497 450 415 354 314 247 140 51 15 o

. N Engl J Med. 2021;385(25):2336-2347.
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HEROsEE 1 1, IES R0 : 1, S§8F 1 72% (31/43)
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monarchE Study Design (NCT03155997)

ITT population*

(includes both Cohort 1 and Cohort 2) On-study treatment period
( A 2 years
COHORT 1:
High-risk based on o
COHORT 1 cIinicaIgpathologicaI features Abemacicly
(150mg twice daily)
91% - 24 ALN OR + e o
+ 1-3 ALN and at least 1 of the Endocrine Therapy? QUOWHUPIRelIo
NHI(T-,I:I E.Rt_2-, below: R1:1 Endocrine Therapy
oae-rositive, = & - s
High-risk EBC - Grade 3 disease N = 5637 e
- Tumor size 25 cm
J Endocrine Therapy'
Cohort 2 Cohort 2:
0 A i A - " rFT T T T T T T T T EEEEEEEE TS S S Y
9% High-risk based on Ki-67 .St:':a!lfie(; for: " I Primary Objective: IDFS :
W + 1-3 ALN and Ki-67 220% rior cnemoinerapy 1 gecondary Objectives: IDFS in high Ki-67 1

* Menopausal status |
* Region

populations, DRFS, OS, safety, PK, PROs |

I
N e e, e, e e, —m—m————————— - 2

» <Grade 3 and/or tumor <5 cm

*Recruitment from July 2017 to August 2019.
TEndocrine therapy of physician’s choice [e.g., aromatase inhibitors, tamoxifen, GnRH agonist].

Median follow-up time is 4.5 years (54 months)
More than 80% of patients have been followed for at least 2 years since completing abemaciclib

Harbeck N, et al. ESM0O2023, #LBA17



Baseline Characteristics in ITT

Parameter Abemaciclib + ET ET alone
(n=2808)2 (n=2829)2

Age, years
Median (range) 51 (44-60) 51 (44-60)

Menopausal status, n (%)°c
Premenopausal 1221 (43) 1232 (44)

Postmenopausal 1587 (57) 1597 (56)

Tumor, node, metastasis stages, n (%)¢
A 324 (12) 353 (12)
1B 392 (14) 387 (14)

A 1029 (37) 1026 (36)

lnc 950 (34) 963 (34)
Positive axillary lymph nodes, n (%)

1-3 1118 (40) 1142 (40)

4-9 1107 (39) 1126 (40) _ £NO

>10 575 (20) 554 (20) =60%
Pathological tumor size (cm), n (%)

<2 781 (28) 767 (27)

2-5 1372 (49) 1419 (50)

=5 607 (22) 610 (22)

IPrior (neo) adjuvant chemotherapies, n (%) =95y
Yes 2656 (95) 2664 (94) — 7270
No 152 (5) 165 (6)

Prior adjuvant ET, n (%)
Yes 1764 (63) 1795 (63)
No 1044 (37) 1034 (37)

aWhere values do not add up to 100%, remaining data are missing, unavailable, or could not be assessed; PPer interactive web response system; “Menopausal status is at the time of diagnosis and
all male patients are considered postmenopausal; 9Derived based on the pathological tumor size and number of positive lymph nodes following primary surgery.

Harbeck N, et al. ESM0O2023, #LBA17



Sustained IDFS Benefit in ITT

e 1001 92.7 (A=2.8)
< 90- 89.2(A=4.8) g6 0 (A=6.0)
g . 83.6 (A=7.6)
"~ I
c 80 - : 84.4 |
7 ' ' ' 76.0
| | I V|
8 70+ I I ! I
— I | I I
LI— 60 4 I I I I
o) I | I |
N I I I I
8 50 1 I | : : Number of IDFS events
@ o : : : : Abemaciclib + ET ET Alone
% I I I I 407 585
2 301 : : : : HR (95% CI): 0.680 (0.599, 0.772)
@ ' ' ' ' Nominal p <0.001
> 20 - | | 1 |
= I I 1 I
I | 1 I

| I |

| I I

! : ;

10
2-year abemaciclib treatment
period
0

0 6 12 18 24 3b_ 3 42 48 54 60 66 72
Time (months)

Number at risk

Abemaciclib + ET 2808 2621 2549 2479 2408 2347 2284 2220 2095 1175 490 74 0
ET alone 2829 2653 2573 2474 2374 2281 2195 2125 1974 1124 473 67 0
32% reduction in the risk of developing an IDFS event.
The KM curves continue to separate and the absolute difference in IDFS rates between arms was 7.6% at 5 years

Harbeck N, et al. ESM0O2023, #LBA17



Fewer deaths in the Abemaciclib Arm in ITT

100

90 w
1

80 -

70 4

60

50 Number of OS events

40 - E Abemaciclib + ET  ET Alone
: 208 234

HR (95% ClI): 0.903 (0.749, 1.088)

Overall Survival (%)

301

p=0.284

20

10 1

2-year abemaciclib treatment
period
0 T L T 1

0 6 12 18 24 3'0 36 42 48 54 60 66 72
Time (months)

1
1
I
I
I
1
I
I
I
I
1
1
1
I
I
I
1
1
I
1
I
1
1
I
1
1
T

Number at risk

Abemaciclib + ET 2808 2666 2614 2566 2518 2455 2407 2373 2260 1271 528 80 0
ET alone 2829 2705 2664 2599 2545 2496 2440 2382 2243 1279 538 77 0
[ At OS IA3 statistical significance was not reached for OS ]

Harbeck N, et al. ESM0O2023, #LBA17



Consistent IDFS Benefit Observed in Selected Subgroups*

Abemaciclib + ET Eli ««— Favors Abemaciclib + ET Favors ET alone —>»
No. Events No. Events HR (95% Cl) Interaction p-value

Overall 2808 407 2829 585 —o— | 0.680 (0.599, 0.772)

Pooled Age Group 1 U 0.229
<65 years 2371 325 2416 485 —— H 0.658 (0.571, 0.757)
>65 years 437 82 413 100 | & - 0.797 (0.595, 1.067)

IWRS Menopausal Status | 0.005
Premenopausal 1221 150 1232 237 — — | 0.597 (0.487,0.733)
Postmenopausal 1587 257 1597 348 —— 0.746 ( 0.635, 0.876)

IWRS Prior Treatment ﬂ 0.596
Neoadjuvant chemotherapy 1039 202 1048 297 —eo— 0.649 (0.543, 0.776)

Adjuvant chemotherapy 1642 183 1647 260 —— ﬂ 0.694 (0.574, 0.838)

Baseline ECOG PS | 0.097
0 2405 337 2369 489 —o— | 0.654 (0.569, 0.751)

1 401 70 455 95 I ¢ i 0.869 (0.638, 1.184)

Primary Tumor Size i 0.053
<20 mm 781 82 767 150 —e— 0.517 (0.395, 0.677)
>20 mm but <50 mm 1371 214 1419 284 —eo— ﬂ 0.771 (0.646, 0.920)
>50 mm 607 102 610 144 —e— 0.676 (0.525, 0.871)

Number of positive lymph nodes I 0438
1-3 1118 136 1142 182 —e— 0.750 ( 0.601, 0.937)

49 1107 142 1126 231 —e— | 0.614 (0.498, 0.757)
10 or more 575 127 554 172 —— l 0.661 (0.526, 0.832)

Tumor Grade 0.769
1 Eavorbls 209 o4 216 35 : & — 0.698 (0.415, 1.174)

G2 - Mod Favorable 1377 181 1395 268 — — 0.665 (0.551, 0.803)
G3 - Unfavorable 1086 185 1064 240 — — ﬂ 0.737 (0.608, 0.893)

Tumor Stage 0.382
Stage Il 716 79 740 106 I L 4 II 0.764 (0.571, 1.022)

Stage Ill 2078 326 2077 476 —eo— | 0.661(0.574, 0.761)

FIStET —e— ﬂ 0.561 (0.445, 0.708) oo
Tamoxifen 857 111 898 196 : AT, M-
Aromatase Inhibitor 1931 293 1887 386 —eo— ﬂ 0.738 (0.634, 0.859)

Harbeck N, et al. ESM0O2023, #LBA17

*Region of enrollment and Progesterone status data not shown



AE Rates were Similar Between Age Groups

Abemaciclib + ET
Overall <65 265*
n=2791 n=2361 n=430
Any AE, % Any grade 98 98 99
Grade 23 50 49 54
Clinically relevant AEs, %

Grade 1 45 46 37
Diarrhea Grade 2 a1 31 30
|_Grade 3 8 7 12

Grade 1 23 23 21
Fatigue Grade 2 15 14 20
[ Grade 3 3 2 6
Neutropenia Grade 1/2 26 27 22
Grade =23 20 20 19

, Grade 1/2 10 10 7

ALT increase Grade >3 3 3 3
Any grade 3 2 3

VTE Grade >3 1 1 1
ILD Any grade 3 3 3
Grade 23 <1 <1 <1

* Patients =75 years have higher rates of grade 3 diarrhea and grade 2-3 fatigue

\ ™ v -l'—;AE‘\Z =||-AH\ = N N Tﬁ-‘ )
65KFIN L T(FGrade3D Tl BRBDEIEN65HEHRE LA TEL) Hamilton EP. et al. ASCO 2023



QoL was Similar Between Arms and Across Age Subgroups

FACT-B Total Score

150+
1251
7 ® o ®e¢ ole ole
® 100 1 1 1
8 <65: Abemaciclib+ET
g 7B —@— <65: ET alone
g —®— >65: Abemaciclib+ET
50+ —&— >65: ET alone
25-
O o
Baseline 3 6 12 18 24
Month

Hamilton EP et al. ASCO 2023



Dose Adjustments Were More Common in Older Patients

Abemaciclib + ET
Abemaciclib dose adjustments due to AEs, % Overall <65 >65*
n=2791 n=2361 n=430
Interruptions 62 60 68
Reductions 44 41 55
Discontinuations 18 15 38
Discontinuations without prior dose reductions 10 8 19

*Patients 275 years have higher rates of abemaciclib dose adjustments and discontinuations due to AEs

65m%LA_E T (I65mKim LT, A, RE. FLEOESHFL)

Hamilton EP et al

. ASCO 2023



Abemaciclib Benefit is Maintained when Dose Modifications are Undertaken

to Manage AEs

IDFS according to RDI in abemaciclib treated patients (all ages included)

100+ ® Dose adjustments result in lower relative
- dose intensity (RDI*). To explore the
: impact of dose adjustments on
abemaciclib efficacy:

751

— Patients treated with abemaciclib were
classified into 3 equal sized subgroups
50 according to their RDI

— |IDFS rates were estimated within each
subgroup

Relative Dose Intensity

= 0 - 66%

= 66 - 93%

— 93% and above ® 4-year IDFS rates were generally

01 consistent (87.1% vs 86.4% vs 83.7%

o 6 12 18 24 30 36 42 48 54 60 from the lowest RDI group to the
Time (months) highest)

251

Invasive Disease Free Survival (%)

Number at risk — Similar findings were observed in Cohort

928 879 856 835 809 789 731 388 158 24 O . : .
— 928 894 868 841 817 801 769 428 181 21 0 1 patients treated with abemaciclib
— 927 843 820 798 777 751 710 411 182 34 0

RDIZ3%% (66%LL T, 66-93%, 93%LU L) (CHIFIEIZS. FREEKRTH D,
SHRECKDBEYITHRE. RESNTTIHS(C(IZIRITFHET URWE]EEEZ RIZ  Hamilton EP. et al. ASCO 2023
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POTENT:RER: IDFS(EEL

I~
—
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100 e g

HiZmMEPRE52.2H0'8

5-year IDFS rate

— RDWEEER
— RDWEE + S-1

e

81.5% (95%CI: 78.5-84.1%)
85.5% (95%CI: 82.6-87.9%)

HR 0.63, 95%CI: 0.49-0.81, P=0.0003

<
S 80-
c
)
()]
g 60-
o
&
© 40
()]
s
S 201
()]
©
>
<
0
0

Number at risk
(number censored)

mowEeEm 973
(0)
PSSIERE + -1 02/
(0)

6 12 18

948 920 894
(10) (17) (26)
942 925 913
8 (11 14

24 30 36 42 48 54 60 66 72 78 84

857 826 792 708 558 406 159 72 19 1 0
(41) (48) (72) (142) (285) (425) (663) (747) (799) (817) (818)
888 857 822 744 608 434 199 95 18 2 1
(32) (55) (70) (142) (272) (432) (659) (762) (838) (854) (855)

Toi, M. et al. Lancet Oncol. 2021; 22(1): 74-84



POTENT:RER: IDFS (subgroup analysis)

Events/patients Hazard ratio (95% CI)

Endocrinetherapy  Endocrine therapy

plus 5-1 group only group
Age, years
=54 LAI544 91/557 —— 0-61 (0-44-0-84)
=55 447413 64/416 —a— 0-66 (0-45-0-97)
Axillary lymph node metastasis at surgery or sentinel lymph node biopsy
YEs 79/612 109/616 — 0-70 {0-52-0-93)
Mo 22345 46357 — 0-47 (0-28-0.77)
Preoperative or adjuvant chemotherapy
Yes 73533 108543 —. 0-66 (0-49-0-89)
Mo 28f424 47430 — 0-57 (0-36-0-91)
Preoperative endocrine therapy
fes 4134 6/36 = 0-52 (0-14-1-89)
Mo 971923 1459/937 —— 0-63 (0-49-0-82)
Oestrogen receptor-positive cells
1-9% G11 L2 m 1-42 (0-43-4-65)
=10 95/946 150/961 —-— 0-61 (0-47-0-7G)
Ki-67, %
=14 48527 64/523 —— 0-71 (0-49-1-03)
=14 L2419 B8/433 —— 0-59 (0-42-0-83)
Owerall 101957 155/973 —.— 0-63 (0-49-0-81)

CI-[.I..E 'I:I-1.15 'EI-IEU' 1-040 .E-Il'.'l' 4!l'.'l' S!f.'l
Favours endocrine Favours endocrine
therapy plus 5-1 therapy anky

Toi, M. et al. Lancet Oncol. 2021; 22(1): 74-84
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Abstract

Purpose The Phase III POTENT trial demonstrated the efficacy of adding S-1 to adjuvant endocrine therapy for estrogen
receptor-positive, HER2-negative early breast cancer. We investigated the efficacy of S-1 across different recurrence risk
subgroups.

Methods This was a post-hoc exploratory analysis of the POTENT trial. Patients in the endocrine-therapy-only arm were
divided into three groups based on composite risk values calculated from multiple prognostic factors. The effects of S-1 were
estimated using the Cox model in each risk group. The treatment effects of S-1 in patients meeting the eligibility criteria of
the monarchE trial were also estimated.

Takada M, et al. BCRT 2023 Dec;202(3):485-496.
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POTENT:®E&R risk-based subgroup analysis

AF : TRF. NEF. 8 Grade. ERIBEEIS. Ki-67

NS DEENIREF(Composite risk)yNSBFRU X OEH
LIIL—=T 3. BERIEERART

Groupl ropZe Group3 A L h B %Groupd)Sy IDFS

O ESCS .

: E ‘°°5%:

§ 150- §

5 A ]

‘S 100 - ‘o ]

3 2 50- 5y % (95%Cl)

£ 50 = —— Group 1 916 (86.2— 95.0)

3 2 1 — Group2 82.0 (77.4-85.8)
o a : Group 3 67.2 (60.1—73.6)
HRRERRRREIRARSRAGS ’ 0 12 24 36 48 60 72

Composite risk value Lt risk Time (months)

Takada M, et al. BCRT 2023 Dec;202(3):485-496.
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x ] — s 353 19 & ]
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0 12 24 36 48 60 72 Z 50 (95% )
No. at risk Time (months) "% No. Patients No. Events
Control 324 316 303 284 187 53 6 e 1 —— Control 230 67
S-1 353 348 336 312 225 85 9 2 ]
b o 1 — s 223 49
®)_ Group 2(N=767) 0 — T
© 0 12 24 36 48 60 72
= : No. at risk Time (months)
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1. JLF7F=29)F 52X Cor) : 30mL/min ®RiFOBEIZFIBELEWLWTLEZW
2. BMBFICEBELLGZVTLESZY (FHOKREEFSO+2LHERMSLZLVEH)

B RVE R EEEE D HER2 [ THES U A7 OFBIZ BT AIFEEDRIEOE S .
VLT F= )T T AN b0nl/min UL E 80mL/min i OESi2ix, o5 8T
mLTLEEN,

TLTF= (R 1 B 5 & _ e e
1. 25m* F=3il 8 20mg/[A]
50mL/min L4 | A 40mg/[A] 40mg/1]
80mL/min A 1. 26m° L1 _F 1. 5o’ il 40mg/ (7] 50mg/[g]
1. 5m° ) E 50mg/ [A] 60mg/[c]
I LT F=2 T T2 A 500l/nin RigOBEFIZEBIT AR LS IR LT
WEH AL

A5 )L (CDHP) "(FB HFAE‘”“"C@D BREEDHDEBE TIFICOHPOI US> AN
KT, mFPI7)ILAOTS2IL (5-FU) REN LR L. SHEIHEIZFORIERN <
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TEXASS)L (CDHP) : EEUTHICZ KD I B5-FUDERERBIERO>E ROBU =S RO F— (DPD) %&3&IREI(CPE
E (AIFR) 9BCEICKDT. THIT-ILEIDEWREIND5-FUBEZ FRESES

PMDA : @& IEEFADBFEL 20235118 : https://www.pmda.go.jp/files/000265342.pdf
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d/Rk— b1 1-31@ 2 (Ki67 = 20% DI EE)
(n=5,120) 3
AE E 1-3
BEU > )\ HEFEN =REE
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1 — BB —EREIR O
&L 2 —aEi O
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1-31@ 2 O
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*  HASHRIREREZHIHE
**  Ki67z30%. Ki67z14%hHDOncotype DX RSz18, BASHVRAREREE, OLVINHEBIZIIHE

Johnston SRD, et al. J Clin Oncol 38 (34) , 3987-3998, 2020 M Toi, et al. Lancet Oncol 2021; 22: 74-84
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5,637 (PR 2,808 vs ET

TEHIER 1,930 (S-1 957 vs ET alone 973) alone 2.829)

Moderate-high risk High risk

Nt AGERAR S-17% 14E /] TRV D 7% 24 ]

198 (21%) 982 (17%)

SAo—ryowm I 27107

1,228 (63%) 5,623 (99%)

D 657 (34%) 2260 (40%)

189 (10%) 3362 (60%)

ElE 2 T 392 (20%) 2,056 (36%)

R X (TR CFEREE 1,076 (56%) 5376 (95%)

I HR 0,63 (95%Cl, 0.49-0.81) HR 0.70 (95%Cl, 0.59-0.82)
101 (11%) vs 155 (16%) 191 (6.8%) vs 278 (10%)

dDFS/dRFS

dDFSOHR(FHRE AL TL VRN, HR 0.69 (95%Cl, 0.57-0.83)

iDFS U > )\EiiEiS 1% HR 0.70 (95%Cl, 0.52-0.93) HR 0.70 (95%Cl, 0.59-0.80)

Johnston SRD, et al. J Clin Oncol 38 (34) , 3987-3998, 2020 M Toi, et al. Lancet Oncol 2021; 22: 74-84
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ORIGINAL ARTICLE

20-Year Risks of Breast-Cancer Recurrence
after Stopping Endocrine Therapy at 5 Years

N4-9 _¢ 2
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R 404 36 -7
-
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S ol N1-3 _4 31
: B5_ -~
= 22 '
< 204 19 22
2 NO
wv
=) 10 16
104
11
6
0— T T T 1
0 5 10 15 20
Years
No. at Risk
MN4-9 12,333 8,116 2165 259 52
MN1-3 31,936 23,576 7250 949 183
NO 29,925 24,081 8571 1982 414
No. of Events —
annual rate (%)
N4-9 2568 (4.8) 969 (4.0) 121 (3.1) 13 (2.2)
N1-3 3126 (2.2) 1421 (1.9) 241 (1.7) 39 (1.8)
NO 1646 (1.2) 835 (1.1) 272 (1.3) 68 (1.4)

Pan H, et al. N Engl J Med 2017;377:1836-46.



HIRZE 1 NS 2 iakEim20229F R

cQ ZREZECHU T, R SERDORD BECEIRICAD BENE
4 DEMES3#IHSNEH ?

o AEFIIIVSFRBREICAETITIIVSFENMGSZITILZHIRTS,
WREDRSE . 1~2 (BRICESY) , IETADESE : |,
BEX  EU\HEE43% (20/47) ,550VEE57% (27/47)
o MNMEESTFINSGRTRICTOVI—-UIHER2~5FENMESZITOCEETES
HELBT S,

HeRDsES 1 2, TETORD4S @ 58, 52 : 98% (46/47)

HESBICHITBRA> b

B HEFIIIVSERSRICITF S IIOSEBIIRSZITICEICOVT, TOCEBRIEHERENIED0., 3%
REITOICMER DS ZRIE T BICESRRH DI,

B BRI 7OV —UIRERDENRSHSEGFEREINDN, ISHARICOVTIE2~5FEOVI A RIEH D
REEEENTORL (AXEER)

LI RS A 2 EYPERE2022



:ﬁ%ﬁ:i

NILES 5Y vs 7-8Y vs 10Y

5-year letrozole

Tam 2-3y
B <
2/3-year letrozole
6-year anastrozole
DATA Tam 2-3y
(1)

5-year letrozole
R
5-year placebo

Tam 2-3 years Al 3-2 years
Tam 5 years R<

NSABP Tam 2-3 years Al 3-2 years
B-42
(

Al 5 years

5-year letrozole

2.5-year letrozole

ABCSG | Tam 2-3 y ears Al3-2y 5-year anastrozole
R

AI 5 years

(4) Tam 4-6 years

Al 5 years

. Tjan-Heijnen VCG, Lancet oncol 2017; 18: 1502-11.
2. Mamounas EP, SABCS; Dec 10-14, 2019 (Abst GS4-01)

DFsS
Hazard ratio

0.78
(0.65-0.93)

0.79
(0.62-1.02)

0.84
(0.74-0.96)

1.007
(0.87-1.16)

0.92
(0.74-1.16)

7-8% > 5%

106 > 54

106 = 7-86F

3. Blok EJ, J Natl Cancer Inst 2018; 110: 40-48
4. Gnant M, N Engl J Med 2021; 385: 395-405



DATAGIUER (TAM=>Al: 55T5Y vs 8Y) Study schema

I aDFS
I —l
|

DATA study design

v" Postmenopausal at randomisation o 6 years anastrozole
v"  ER+ and/or PR+ Stratification iy
:/’ Rgcewed'Z—S y?&:jr's of adjuvant tamoxifen Nodal status 3 years anastrozole

With no signs of disease recurrence Hormone receptor status 1 mg daily

HER?2 status
Tamoxifen duration

= Primary endpoint: aDFS*
= Secondary endpoint: aOS

= We aimed to detect an increase in 3-year adapted disease-free survival (aDFS) from 90% to 94%,
.e. a hazard ratio (HR) of 0.60 and a significance level of 0.05, power of >80%

» Median adapted follow-up of 10.1 years (Ps = 8.6, Pgs = 11.5 years)

Tjan-Heijnen V, et. al. Lancet 2023, eClinicalMedicine 2023;58:101901



DATA (TAM=>Al: &5515Y vs 8Y) aDFS@ f/u 10 years

aDFS in subgroups of patients

I aDFS
N = 1660 10-yr aDFS A HR (95% Cl) P .
S %1 A10-yearaDFS: 13.6%
% of patients BEGEY-ETN EECRYCE:Ty % 0-
o
20+
All patients 100% 69.1%  66.0% 3.1% 0.86 (0.72-1.01) 0.073
D_
ER+ and PR+ 76% 70.8% 64.4%  64%  0.77(0.63-093)  0.008 0o 1 2 3 4 5 & 7 8 9 10
Follow-up starting 3 years after randomisation (years)
Number at risk
TNe MOPRT st% es7%  607%  80%  074(0500.93) 0011 mmEEELIRSIEE RS
ER+ and PR+,
oN+, 22 cm 26% 70.0%  56.4% 13.6% 0.64 (0.47-0.88) 0.005

Tjan-Heijnen V, et. al. Lancet 2023, eClinicalMedicine 2023;58:101901



DATA (TAM=>Al: &5515Y vs 8Y) aDFS@ f/u 10 years

a0s in subgroups of patients

N a0s ‘K
N = 1660 10-yr a0S A HR (95% CI) P 7

%7 A10-year a0S: 8.1%

§_§ — B-year
% of patients 6-year | 3-year 2 40 — 3-year
o
204
All patients 100% 80.9% 79.2% 1.7% 0.93 (0.75-1.16) 0.53
U_
ER+ and PR+ 76% 82.7% 78.7% 4.0% 0.83 (0.65-1.07) 0.14 o 1 2 3 4 S5 6 7 & 9 10
Follow-up starting 3 years after randomisation (years)
Number at risk
oNe TOTRTL s1% B14%  767%  47%  084(0621.12) 023 mmmmmEERDED W
ER+ and PR+,
N+, 22 cm 26% 80.6% 72.5% 8.1% 0.71 (0.48-1.05) 0.084

Tjan-Heijnen V, et. al. Lancet 2023, eClinicalMedicine 2023;58:101901



NSAS BCO5 (AERAS): Survival analyses
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Group Events/Total Median (95% Cl) HR (95% CI)
—— Continue 75787 ME (ME-ME]) 0.62 (0.46-0.83)
—— Stop 120/806 ME (NE-ME)

Patients With an Event (probability)

HR 0.62 (95%CI: 0.46-0.83) N
p=0.001 O Continue

Stop
Log-rank P 0010
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Continue 787
Stop BOG
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Patients With an Event (probability)

lwase T, et al. J Clin Oncol 2023; 41(18):3329-3338 No. at sk

10 T e
—

0.9 4 S et

0.8 A

0.7 4

0.6 Group Events/Total Median (35% ClI)  HR (95% CI)

0.5 4 —— Continue 41/787 ME {ME-NE) 0.68 {0.46-1.01)

0.4 - —— Stop 61/806 MNE {ME-MNE) Reference

0.3 4

HR 0.68 (95%Cl: 0.46-1.01)

0.1 1 p=0050

Log-rank P: .0550

0.0051.01.52.0253.0354.0455.05.56.06.57.07.58.0859.09510.0

Time (years)
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1.0 —

0.9 4

0.8 1

0.7 A

0.6 Group Events/Total Median (95% CI) HR (95% CI)

0.5 4 —— Continue 217787 MNE (NE-ME) 1.13(0.61-2.10)

04 4 —— Stop 19/806 MNE (NE-ME) Reference

°2 HR 1.13 (95%Cl: 0.61-2.10)
0.2 A

0-11 Log-rank P: .7058 p_07058
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NSAS BCO5 (AERAS): subgroup analysis

Continue Stop
Mo. of Events/ No. of Events/
Total No. of Total No. of
Subgroup Events (%e) Events (%) HR (95% Cl}) P
Overall 75/787 (9.5) 120/806 (14.9) 0.62(0.48-0.83) —— .0010
Prior TAM .8389
ANA 69/719 (9.8) 110/730 (15.1) 0.61(0.45-0.83) —m—
TAM/ANA 6/68 (8.8) 10/76 (13.2) 0.68(0.23-1.85) | |
Age, years .B400
<60 13/188 (6.9) 221191 (11.5)  0.57 (0.29-1.14) l |
=60 62/599 (10.4) 98/615 (15.9) 0.63 (0.46-0.87) —m—
BMI 4117
<25 53/569 (9.3) 91/582 {(15.6) 0.58 (0.41-0.81) —a—
=225 22/218 {10.1) 29/224 (12.9) 0.76 (0.44-1.31) | |
T-stage 8373
T 32/420 (7.8) 49/421 (11.6) 0.65(0.41-1.01) p—a—
=T2 43/366 {11.7) 71/385 (18.4) 0.60(0.41-0.88) B
pN-stage .1009
pNO 50/607 (8.2) 94/639 (14.7)  0.53(0.38-0.75) —a—
zpN1 25/179 (14.0) 26/167 (15.6) 0.92(0.53-1.59) } |
Hormone receptor status 0260
ER+ PR+ 59/564 (10.5) 81/591 (13.7) 0.76 (0.54-1.06) F—m—-
Any negative 16/223 (7.2) 39/215 (18.1) 0.35(0.20-0.63) | {
Prior chemotherapy .6568
Yes 7/60 (11.7) 14/65 (21.5) 0.48(0.18-1.16) I |
MNo 68/726 (9.4) 106/741 (14.3) 0.63 (0.47-0.86) —m—]
Surgery type .2490
Lumpectomy RT(-) 10/130 (7.7) 27129 (20.9) 0.36(0.17-0.72) f i
Lumpectomy RT(+) 32/388 (8.2) 48/403 (11.9) 0.66(0.42-1.03) P—=
Mastectomy 33/268 (12.3) 45/274 (16.4) 0.74(0.47-1.15) ——

0.25 0.5 1 15 2 3

lwase T, et al. J Clin Oncol 2023; 41(18):3329-3338 Continue Better  Stop Better



Late Recurrence A X 177 (CTS5)

100 5- to 10-year DR risk (95% CI), % No. of DR
25(1.81t0 3.4) 40
T 36(27t049) 64 —_
EHR: ATAC (n=4,715)
6.9 (5.6 to 8.5) 108
90 7.7 (6.3 to 9.5) 95 EEZ%;? BIG1-98 (n:6,71 1)
R
@
ot
L
)
I -
= 8 = 17.3(14.8 to 20.1) 198
20.3 (17.2t0 24.0) 195 Fig 2. Kaplan-Meier curves and 5 to 10-year
distant recurrence (DR) rates since random as-
Low signment for the overall population according to trial
Intermediate (solid lines, ATAC [Arimidex, Tamoxifen, Alone or
High Combination]; dashed lines, BIG [Breast International
70 1 Group] 1-98).
;_'-’
1 1 I I I I
5 6 7 g 9 10
Follow-Up Time Since Random Assignment (years)
ATAC
Low 1,989 1,779 1,698 1,607 1,472 784
Intermediate 1,484 1,269 1,194 1,084 969 522
High 1,262 1,004 912 796 686 327
BIG 1-98
Low 2,861 2,779 2,438 1,601 867 442
Intermediate 2,136 2,056 1,829 1,231 724 385
High 1,714 1,692 1,405 920 487 273

Dowsett M, et al. J Clin Oncol. 2018;36(19):1941-1948



Late RecurrenceFHIX 177 (CTS5): WEBETE

CTS () CALCULATOR

40

30

Tumour size (mm) 25 S 2
o
G ®
© 10

Tumour Grade | Grade 2 v 2
S TG FORCIG AR P
Patient age (years) 56 5 CTS5 Score
Number Of nodes Involved 2 CTSs SCORE 5-10 YEAR RISK CTS5 RISK GROUP

w24 143% | Hon

https://www.cts5-calculator.com/
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FERTILITY AND BIRTH CONTROL
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* All premenopausal patients should be informed about the potential
impact of chemotherapy on fertility and asked about their desire
for potential future pregnancies. Patients who may desire future
pregnancies should be referred to fertility specialists before
chemotherapy and/or endocrine therapy to discuss the options
based on patient specifics, disease stage, and biology (which
determine the urgency, type, and sequence of treatment). Timing
and duration allowed for fertility preservation, options inclusive
of oocyte and embryo cryopreservation as well as evolving
technologies, and the probability of successful pregnancies
subsequent to completion of breast cancer therapy are also to be
discussed.

* Although amenorrhea frequently occurs during or after
chemotherapy, it appears that the majority of patients <35 years
resume menses within 2 years of finishing adjuvant chemotherapy.

* Menses and fertility are not necessarily linked. Absence of regular
menses, particularly if the patient is taking tamoxifen, does not
necessarily imply infertility. Conversely, the presence of menses
does not guarantee fertility. There are limited data regarding
continued fertility after chemotherapy.

* Patients should not become pregnant during treatment with RT,
chemotherapy, endocrine therapy, or during or within 6 months of
completing trastuzumab or pertuzumab.

* Although data are limited, hormone-based birth control is
discouraged regardless of the HR status of the patient's cancer.

* Alternative methods of birth control include intrauterine devices
(IUDs), barrier methods, or, for patients with no intent of future
pregnancies, tubal ligation or vasectomy for the partner.

* Randomized trials have shown that ovarian suppression with
GnRH agonist therapy administered during adjuvant chemotherapy
in premenopausal patients with breast tumors (regardless of HR
status) may preserve ovarian function and diminish the likelihood of
chemotherapy-induced amenorrhea.

* Smaller historical experiences in patients with ER-positive disease
have reported conflicting results with regard to the protective effect
of GnRH agonist therapy on fertility.

* Breastfeeding following breast-conservation cancer treatment is
not contraindicated. However, the quantity and quality of breast
milk produced by the conserved breast may not be sufficient or
may be lacking some of the nutrients needed. Breastfeeding is
not recommended during active treatment with chemotherapy and
endocrine therapy or within 6 months of completing trastuzumab or
pertuzumab.
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Table 3. Rates of 1-year treatment-related amenorrhea following common adjuvant chemotherapy regimens and overall by age.

All regimens

Regimen Age at diagnosis (years)
=30 31-35 36-40 Overall

AC (+/—H, +/—-P) 2/3 (66.7%) 2/15 (13.3%) 6/22 (27.3%) 10/40 (25.0%)

AC-T(+/=H, +/-=P) 11/59 (18.6%) 43/105 (41.0%) 103/192 (53.6%) 157/356 (44.1%)

TC (+/—=H, +/—P) 5/18 (27.8%) 7/16 (43.8%) 16/33 (48.5%) 28/67 (41.8%)

TH 0/5 (0%) 0/2 (0%]) 3/20 (15.0%) 3/27 (11.1%)

TCH (+/—P) 1/2 (50.0%) 6/15 (40.0%) 13/19 (68.4%) 20/36 (55.6%)
) )

21/93 (22.6%) 68/190 (35.8%)

169/329 (51.4% 258/592 (43.6%

AC (doxorubicin, cyclophosphamide); H (trastuzumab); P (pertuzumab); AC-T (doxorubicin, cyclophosphamide, paclitaxel); TC (docetaxel, cyclophosphamide);

TH (weekly paclitaxel and trastuzumab); TCH (docetaxel, carboplatin, trastuzumab).

Table 4. Rates of 2-year treatment-related amenorrhea following common adjuvant chemotherapy regimens and overall by age.

Regimen Age at diagnosis (years)
=30 31-35 36-40 Overall

AC (+/—H, +/—P) 1/4 (25.0%) 1/14 (7.1%) 3/120 (2.5%) 5/138 (3.6%)
AC-T(+/=H, +/-P) 5/60 (8.3%) 19/97 (19.6%) 43/172 (25%) 67/329 (20.4%)
TC (+/—H, +/—P) 2/17 (11.8%) 2/17 (11.8%) 5/24 (20.8%) 9/58 (15.5%)
TH 0/5 (0%) 1/3 (33.3%) 2/19 (10.5%) 3/27 (11.1%)
TCH (+/—P) 0/1 (0%) 1/14 (7.1%) 3/17 (17.6%) 4/32 (12.5%)
All regimens 10/93 (10.8%) 27/160 (16.9%) 65/286 (22.7%) 102/539 (18.9%)

AC (doxorubicin, cyclophosphamide); H (trastuzumab); P (pertuzumab); AC-T (doxorubicin, cyclophosphamide, paclitaxel); TC (docetaxel, cyclophosphamide);

TH (weekly paclitaxel and trastuzumab); TCH (docetaxel, carboplatin, trastuzumab).

Poorvu PD, et al. NPJ Breast Cancer. 2021;7(1):99
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PREGNANCY AFTER CANCER

Based on the results of the POSITIVE study,”® the panelists
supported the temporary interruption of ET in younger
patients with ER-positive breast cancer in order to attempt
pregnancy. In that trial, the interruption of adjuvant ET did
not confer a greater short-term risk of breast cancer
recurrence compared to historical controls.

However, the panel urged caution when extrapolating
these results to patients with stage Il cancers, as such
patients still showed high risks of near-term recurrence, and
noted that follow-up remains limited, and that among very
young patients, who are likely to retain fertility despite
several years of adjuvant ET, delaying attempts at pregnancy
should be considered so as to conclude standard courses of
ET.

POSITIVEEHBRDFER (CEDE. /(KU
A MIERBEEEHIZEBZB(ICHITD
ETURILEZ BB O—RHiaEZiF U
Joo MRIERER(CHUVNT, ETOHRR(E, @8
EOWBELEE U T, BEANRQEES
FUDOZ=EINET BN T,

ULHAULRNS, CNSDOERE X5 —
SINDRIEER (CIMET DIRICITER
HRUE. TDEIDIRBEIMAE L
TEREHBEOURINELDSTH D,

Fie. MECHEBETICEMMNDST
T4 = I DN SVEEE
EBTIE. EENRETER T IBEHIC
IHRORHZIESTEDRICEHEREIN
= TChdCExEREUE,

Curigliano G, et al .Ann Oncol. 2023. Online ahead of print



Positive Study: research-summary

Hormone
receptor—positive
early breast cancer

Breast Cancer Events
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Live Birth Live Birth

Among women with hormone receptor—positive early
breast cancer who wished to attempt pregnancy, interrup-

tion of adjuvant endocrine therapy for up to 2 years ap-
peared to be safe with respect to breast cancer recurrence
during a median of 3.4 years of follow-up.

Partridge AH, et al. N Engl J Med 2023; 388:1645-1656
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Oncotype DX in LN(-) : TAILORXx

TAILORX Methods: Treatment Assignment & Randomization

Accrued between April 2006 — October 2010

Preregister - Oncotype DX RS (N=11,232)

RIVEEE l NIIVE D EHE + (EFEE

Register (N=10,273)
l |

ARM A: Low RS 0-10 Mid-Range RS 11-25 ARM D: High RS 26-100

(N=1629 eva[uab[e) (N=6711 evaluable) (N=1389 evaluable)

ASSIGN RANDOMIZE ASSIGN

Endocrine Therapy (ET) ET + Chemo

Stratification Factors: Menopausal
Status, Planned Chemotherapy, Planned
5y DDFS 97% Radiation, and RS 11-15, 16-20, 21-25

Sparano JA, et al. NEJM 2015.
ARM B: Experimental Arm ARM C: Standard Arm
(N=3399) (N=3312)
ET Alone ET + Chemo

Sparano JA, et al. N Engl J Med. 2018; 379: 111-21



Oncotype DX in LN(-) : TAILORXx

TAILORX Results - ITT Population: RS 11-25 (Arms B & C)

836 IDFS events (after median of 7.5 years), including 338 (40.3%) with recurrence as fist event, of which 199 (23.8%) were distant

Primary Endpoint Secondary Endpoint
Invasive Disease-Free Survival Distant Relapse-Free Interval

P=0.26
Hazard Ratio Arm B vs. Arm C (95% CI)
1.08 (0.94,1.24)

P=0.48
Hazard Ratio Arm B vs. Arm C (95% Cl)
1.10 (0.85,1.41)

—— Arm C CHEMO +ET

—— Arm B ETAlone —— ArmC CHEMO +ET

—— Arm B ETAlone

>
=
=
©
Q
o
o
2]
w
(=]

Distant Recurrence-Free Probability

| | | | | | | | | T | ! T | | |

0 12 24 36 48 60 72 84 96 108 0 12 24 36 48 60 72 84 96 108

Number at risk Months Number at risk Months
— 3312 3204 3104 2993 2849 2645 2335 1781 1130 523  —— 3312 3215 3142 3059 2935 2734 2432 1866 1197 554
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Oncotype DX in LN(-) : TAILORx

TAILORX Results: Association between Continuous RS 11-25 and 9-Year Distant
Recurrence Rate by Treatment Arms Stratified by Age (</=50 vs. >50 Years)
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Oncotype DX in LN(-) : TAILORXx

Results - Exploratory Analysis: Impact of Age and Menopausal Status on
Chemotherapy Benefit for RS 16-25

Age & Menopausal Total #/#IDFS/DR IDFS DRFI
Status Events Hazard Ratio Hazard Ratio

Age <=40 203/35/12

Age 4145 441/ 51/21

Age 46—50, Pre—Meno 630/ 69/33

Age 46—50, Post—Meno 141/ 15/5

Chemo worse Chemo bettér Chemo worse Chemo better
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Sparano JA, et al. N Engl J Med. 2018; 379: 111-21
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Results - Exploratory Analysis: Impact of Age and Menopausal Status on
Chemotherapy Benefit for RS 16-25
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Effect of age, Recurrence Score result and
clinical risk on chemotherapy benefit

12-Year DRFI rates in age < 50 years and RS® 16-25

Estimated absolute
chemotherapy benefit not
stratified by clinical risk

Clinical Estimated absolute chemotherapy Recommended

risk benefit stratified by clinical risk Treatment

A -0.5% .
(o)
RS® 16-20 Low 671 (76%) (+SE 2.2%) Endocrine alone
A +0.6%
(N=886) o
(+SE 2.1%) o
High 215 A +3.1% Chemo+Endocrine
(24%) (+SE 5.4%)
319 A +5.9% .
Low o o Chemo+Endocrine
RS® 21-25 A +7.8% (67%) (+SE 3.4%)
— O,
(=410 (+58 345 High 127 R Chemo+Endocrine
9 (33%) (+SE 7.2%)
High clinical risk: Gradel & T>3cm,
Grade2 & T>2cm,
DRFI, distant relapse-free survival; RS®, Recurrence Score® result; SE, standard error. G rade3 & TZ 1 cm

Sparano JA, et al. Clin Cancer Res. 2023;83:GS1-05 (Presented SABCS 2022) 71
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Assay Recurrence Risk Treatment Implications
21-gene Patients with T1b/c—-2, pNO, HR-positive, HER2-negative tumors, with risk scores (RS) between 0-10
(Oncotype Dx) have a risk of distant recurrence of <4% and those with RS 11-25 derived no benefit from the addition of
(for <26 chemotherapy to endocrine therapy in the prospective TAILORX study.1
postmenopausal Postmenopausal patients with pT1-3, pN1, HR-positive, HER2-negative, with RS <26 derwed no benefit
patients with pNO from the addition of chemotherapy to endocrine therapy in the prospective RxPONDER study.?
and pN1 [1-3 >26 In postmenopausal patients with pT1-3, HR-positive, HER2-negative, and pNO and pN1 (1-3 positive

nodes) tumors and an RS =26, the addition of chemotherapy to endocrine therapy is recommended.12

Premenopausal patients with T1b/c —2, pNO, HR-positive, HER2-negative tumors with RS <16 -::Ierwe-::l no
benefit from the addition of chemotherapy to endocrine therapy in the prospective TAILORXx study.

In premenopausal patients with RS between 16-25, a small benefit from the addition of chemotherapy
could not be ruled out, but it is unclear if the benefit was due to the ovarian suppression effect promoted by
chemotherapy in premenopausal patients. ' 1.2 For this group, consider chemotherapy followed by endocrine
therapy or alternatively, ovarian function suppression combined with either tamoxifen or an Al.

In premenopausal patients with HR-positive, HER2- negatwe and pNO tumors and an RS 226, the addition
of chemotherapy to endocrine therapy is recommended. '

In premenopausal patients with pT1-3 and pN1 (1-3 positive nodes) tumors and an RS <26, the addition
of chemotherapy to endncrlne therapy was associated with a lower rate of distant recurrence compared

<26 with endocrine mu::un-:::thr&eraanpg.r but it is unclear if the benefit was due to the ovarian suppression effects
promoted by chemotherapy. For this group of patients, consider chemotherapy followed by encloc:rlne
therapy or alternatively, ovarian function suppression combined with either tamoxifen or an Al.2

>26 In premenopausal patients with HR-positive, HER2-negative, pT1-3 and pN1 (1-3 positive nodes) tumors

and an RS 226, the addition of chemotherapy to endocrine therapy is recommended.

1 Sparano JA, Gray RJ, Makower DF, et al. Adjuvant chemotherapy guided by a 21-gene expression assay in breast cancer. N Engl J Med 2018;379:111-121.

2 Kalinsky K, Barlow WE, Meric-Bernstam F, et al. First results from a phase Ill randomized clinical trial of standard adjuvant endocrine therapy (ET) +/- chemotherapy (CT) in patients (pts) with 1-3

positive nodes, hormone receptor-positive (HR+) and HER2-negative (HER2-) breast cancer (BC) with recurrence score (RS) < 25: SWOG S1007 (RxPonder). SABCS 2021;81(4): Abstract GS3-00.
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Figure 4. Adjuvant recommendations for a premenopausal 47-year-old woman with a 1.6-cm, grade 2 breast according to recurrence score and nodal status.
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Assay Recurrence Risk Treatment Implications
21-gene Patients with T1b/c—2, pNO, HR-positive, HER2-negative tumors, with risk scores (RS) between 0-10
(Oncotype Dx) have a risk of distant recurrence of <4% and those with RS 11-25 derived no benefit from the addition of
(for <26 chemotherapy to endocrine therapy in the prospective TAILORXx study.1
postmenopausal Postmenopausal patients with pT1-3, pN1, HR-positive, HER2-negative, with RS <26 derwed no benefit
patients with pNO from the addition of chemotherapy to endocrine therapy in the prospective RXPONDER study.2
and pN1 [1-3 526 In postmenopausal patients with pT1-3, HR-positive, HER2-negative, and pNO and pN1 (1-3 positive
positive nodes])® nodes) tumors and an RS =26, the addition of chemotherapy to endocrine therapy is recommended.12
<15 Premenopausal patients with T1b/c —2, pNO, HR-positive, HER2-negative tumors with RS <16 -::Ierwe-::l no
benefit from the addition of chemotherapy to endocrine therapy in the prospective TAILORXx study.
21-gene In premenopausal patients with RS between 16-25, a small benefit from the addition of chemotherapy
(Oncotype Dx) 16-25 could not be ruled out, but it is unclear if the benefit was due to the ovarian suppression effect promoted by
(for premenopausal chemotherapy in premenopausal patients. 1.2 For this group, consider chemotherapy followed by endocrine
patients: pN0) therapy or alternatively, ovarian function suppression combined with either tamoxifen or an Al.
>26 In premenopausal patients with HR-positive, HER2- negatwe and pNO tumors and an RS 226, the addition
of chemotherapy to endocrine therapy is recommended.

In premenopausal patients with pT1-3 and pN1 (1-3 positive nodes) tumors and an RS <26, the addition

21-gene (Oncotype of chemotherapy to endncrlne therapy was associated with a lower rate of distant recurrence compared
Dx) <26 with endocrine mu::un-:::thr&eraanpg.r but it is unclear if the benefit was due to the ovarian suppression effects
(for premenopausal promoted by chemotherapy. For this group of patients, consider chemotherapy followed by encloc:rlne

patients with 1-3 therapy or alternatively, ovarian function suppression combined with either tamoxifen or an Al.2

positive nodes)® In premenopausal patients with HR-positive, HER2-negative, pT1-3 and pN1 (1-3 positive nodes) tumors

226 and an RS 226, the addition of chemotherapy to endocrine therapy is recommended.

1 Sparano JA, Gray RJ, Makower DF, et al. Adjuvant chemotherapy guided by a 21-gene expression assay in breast cancer. N Engl J Med 2018;379:111-121.
2 Kalinsky K, Barlow WE, Meric-Bernstam F, et al. First results from a phase Ill randomized clinical trial of standard adjuvant endocrine therapy (ET) +/- chemotherapy (CT) in patients (pts) with 1-3
positive nodes, hormone receptor-positive (HR+) and HER2-negative (HER2-) breast cancer (BC) with recurrence score (RS) < 25: SWOG S1007 (RxPonder). SABCS 2021;81(4): Abstract GS3-00.
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IDFS in Overall Population by Treatment Arm
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IDFS Stratified by Menopausal Status
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IDFS Stratified by Recurrence Score and Menopausal Status

080 080 100
!

0.40

RS 0-13

Imvasive dissase-fres survival

020

000

MNumber at risk
CET
ET

0

080 10

080

RS 14-25

Invasive desasa-free sunvival
0.40

020

0.00

Number at risk

CET 910 820 7&4 &©02 G&08 511 209 150 38
ET 838 882 825 7F30 663 554 338 186 84

Postmenopausal

CET 5-year IDFS 292.4%

ET S-year IDFS 92.9%

CET (MN=785; 568 events)

—— ET (M=736; 58 events)
Adlusted HR = 0.96; 95% CIl 0.66-1.38; p=0.81

No Statistically Significant IDFS Difference

T T T T
0 1 2 3 4 5 [ 7 8 a
Years since randomization

7G5 ces 26 570 505 422 276 127 50 0
T2G ces 27 578 504 421 262 122 40 2

ET Syear IDFS 81.2%

CET S-year IDFS 80.1%

CET (N=810; 91 events)

———— ET (N=930; 100 events)
Adjusted HR = 0.98; 95% Cl 0.74-1.30; p-0.89

No Statistically Significant IDFS Difference

H 2 3 4 & & 7
Years since randomization

(=8
n-
-

=]

080 080 100

040

RS 0-13

Invasive disease-free survival

0.20

0.00

Mumber at risk
CET
ET

080 100

080

RS 14-25

Invasive disease-free sunival
0.40

0.20

0.00

Mumber at risk
CET
ET

Premenopausal

*\i—-—ﬁ_‘_‘_'j

CET S-year IDFZ 95.5%
ET 5-year IDFS 82.6%

CET (N=311; 10 events)

—— ET (MN=334; 25 events)
Adjusted HR = 0.46; 25% CI| 0.22-0.97; p=0.04

7 5-year IDFS Absolute Difference 3.9%

0 1 2 3 4 5 & 7 8 o
Years since randomization

311 284 257 230 202 1685 101 30 11 o
334 310 28B4 248 215 182 105 48 16 2
ET S-year IDFS 86.6%
I CET (N=523: 41 events)
——— ET (N=407; 86 events)
i Adjusted HR = 0.57; 95% CI 0.39-0.84; p=0.005
5-year IDFS Absolute Difference 6.2%

0 i 2 3 3 5 8 7 8 g
Y¥ears since randomization

523 479 447 385 233 289 171 TT 23 1

497 450 415 354 314 247 140 51 15 o

Kalinsky K, et al

. N Engl J Med. 2021;385(25):2336-2347.




50T - EfEEIDORS & 12 (TAILORX / RXPONDER)

Clinical risk-Low
=25 =y

Recurrence 5-year (%) 9-year (%)
Score IDFS Distant IDFS Distant
g5 T 95.1 98.8 85.7 97.2
ET+CT 94.3 98.5 89.2 98.0
T1b-T2 oo T 92.0 98.1 80.6 93.6
NO ET+CT 94.7 98.9 89.6 95.2
s ET 86.3 93.2 79.2 86.9
ET+CT 92.1 96.4 85.5 93.4
ET 92.4
£ ET+CT 96.6 A4.2%
ET 93.3
T1-3 LS ET+CT 95.5 A2.2%
N+1-3 ET 83.8
1020 pricr 91.5 A7.7%
ET 85.2
2125 et 924 A7.2%

N Engl J Med. 2018;379:111-21

. N Engl J Med. 2021;385(25):2336-47. % TTIZ1ER



St gallen 2023 consensus panel voting

100%

. Tam

90%

80%
B ET+OFS

70%
J Chemo +ET

% of Panelists

30%

20%

10%

RS 11 17 21 11 17 21

Node-Negative 1+ Lymph Node
Recurrence score and Nodal Stage

Figure 4. Adjuvant recommendations for a premenopausal 47-year-old woman with a 1.6-cm, grade 2 breast according to recurrence score and nodal status.
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POTENT:®E®: IDFS (subgroup analysis)
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Figure 3: Subgroup analysis of invasive disease-free survival

As Oncotype DX breast recurrence score could only be evaluated in 20 patients, this subgroup analysis is not presented. TO| M. et a | Lancet O nCOI 202 1 22 (1 ) 14- 84
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POTENT:RE®R: IDFS (composite risk73%8)

Tumor stage

OT1

Nodal metastasis

O positive

ER-positivity

O 1-9%

Histological grade

O Gradel

Ki-67 LI

® T2
® negative
® =10

® Grade2

® >14%, <30

O T3-T4

O Grade3

Group2(c R EINIT T

HR 0.51 (95%ClI: 0.33-0.78)

No. Patients No. Events

Probability of Survival
(%))
o

—— Control 400 66
—— S.1 367 32
o I 1 1 1 1 1 1

0 12 24 36 48 60 72
Time (months)

No. at risk
Control 400 378 350 331 231 75 1
S-1 367 357 343 320 229 76 10

5-y IDFS rate:
82.0% vs 88.7% (Control vs S-1)

https://t.co/EMQRIg8IF7  *°



e (2) X &

& SFEFIE T RARBERIRRE., MIEERN D DIGFEIROBR(C(L. ZHiEEE
CEDELEWVWETDINENDD. FICER., PRHERFHFEOFEICDNT
(IEMBERERICEE THD,

& (EFFEEFFRMTEEARCOVWTEEER. LEA(ICKDERLTHD,
{EERENVBE LRDIGE (;(iiﬁl_EféEF”ﬂE/\*E XIDILZEBRI D,

& FHRDI=sDR DB ED—IEPRT (ZPOSITIVESRER CEDLEZE WM RENT=A.
FEJA0—77v TERRIMNMEWNC EICIEFRET D,

& HERIELE D > ) \EERFEI2 4% T (d0oncotype DXDFEERRSISLA T TlEHEEEE A
BXP]EE Cd D, RS16-25Fz(FD > ) Bt 1-3{E DIFE (C (FILEEEDIENNZ
BHREINTWBH, IREMEEINH] + /R)LEBE CHRARIGEE I B3EXEH
Do IRERIMELEBERERN TN TLYSD (NRG-BRO09) -

& MERILEBEICDODVDWTIEBR YR (FHp<3s. U /\EEERE) (D6
U CTAM. TAM+LH-RHD77 X . Al+ LH-RHPZ X Mhsa <N TL\B,



	既定のセクション
	スライド 1: 第19回日本乳癌学会関東地方会 　 教育セミナー（治療編） HER2陰性乳癌に対する周術期薬物療法
	スライド 2
	スライド 3: 症例（1）
	スライド 4: 症例（1）
	スライド 5
	スライド 6
	スライド 7
	スライド 8
	スライド 9
	スライド 10
	スライド 11
	スライド 12
	スライド 13: 症例（1）
	スライド 14
	スライド 15
	スライド 16
	スライド 17
	スライド 18
	スライド 19
	スライド 20
	スライド 21: 症例（1）
	スライド 22
	スライド 23
	スライド 24: monarchE Study Design (NCT03155997)
	スライド 25: Baseline Characteristics in ITT
	スライド 26: Sustained IDFS Benefit in ITT
	スライド 27: Fewer deaths in the Abemaciclib Arm in ITT 
	スライド 28: Consistent IDFS Benefit Observed in Selected Subgroups*
	スライド 29: Slide 9
	スライド 30: Slide 12
	スライド 31: Slide 10
	スライド 32: Slide 11
	スライド 33: POTENT試験デザイン
	スライド 34
	スライド 35
	スライド 36
	スライド 37: POTENT試験  risk-based subgroup analysis
	スライド 38: グループ毎のS-1上乗せ効果
	スライド 39
	スライド 40
	スライド 41: monarchE、POTENT各試験の対象
	スライド 42
	スライド 43: 症例（1）
	スライド 44
	スライド 45
	スライド 46
	スライド 47
	スライド 48
	スライド 49
	スライド 50
	スライド 51
	スライド 52
	スライド 53
	スライド 54

	（症例２）閉経前症例
	スライド 55: 症例（2）
	スライド 56: 症例（2）
	スライド 57
	スライド 58
	スライド 59
	スライド 60
	スライド 61
	スライド 62
	スライド 63
	スライド 64: 症例（2）
	スライド 65
	スライド 66
	スライド 67
	スライド 68: 症例（2）
	スライド 69
	スライド 70
	スライド 71: Effect of age, Recurrence Score result and  clinical risk on chemotherapy benefit
	スライド 72
	スライド 73
	スライド 74
	スライド 75
	スライド 76
	スライド 77
	スライド 78
	スライド 79
	スライド 80: 50歳以下・閉経前のRSと予後 (TAILORx / RxPONDER)
	スライド 81
	スライド 82: OFSET Chemo (NRG-BR009): 試験デザイン
	スライド 83: 症例（2）
	スライド 84
	スライド 85
	スライド 86
	スライド 87: 症例（2）
	スライド 88
	スライド 89
	スライド 90
	スライド 91


