Use of Gene Expression Profile
in a 42-year old patient with
stage Il luminal BC: In favour!
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Oncotype DX® test development: Demonstrating the prognostic
and predictive value in HR+, HER2- early breast cancer'*
NO N1/N+

Clinical validation for prognosis
(retrospective analysis)

Clinical validation for
chemotherapy benéefit prediction
(retrospective analysis)

RxPONDERS®
N=5018

TAILORX®

Clinical utility

(prospective, randomized studies) N=10 273

NCT00310180 NCT01272037

HER2, human epidermal growth factor receptor 2; HR, hormone receptor; NSABP, National Surgical Adjuvant Breast and Bowel Project.
1. Paik S, et al. N Engl J Med 2004; 351:2817-2826; 2. Dowsett M, et al. J Clin Oncol. 2010;28:1829-34; 3. Paik, S. et al. J. Clin. Oncol. 2006;24:3726-3734; 4. Albain K, et al. Lancet Oncol. 2010;11:55-65; 5. Sparano J, et al. N Engl J
Med. 2018;379:111-121; 6. Kalinsky K, et al. N Engl J Med 2021;385:2336-2347.




MINDACT study design

Enrolled in MINDACT S 18-70years
N = 6693 * T1-T3 operable
‘ NO or N1*
Clinical (AOL) and Genomic risk (MP) assessments
K Discordant risk assessment \

Clinical Low Risk Treatment randomization according to Clinical High Risk
MammaPrint Low Risk clinical or genomic risks MammaPrint High Risk
n=2744 Clinical Low Risk Clinical High Risk LSS
MammaPrint High Risk MammaPrint Low Risk

n =593 n=1551

2

NO Chemotherapy Chemotherapy
Primary Test population
Clinical High Risk, MP Low Risk Randomized to no CT p p
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1. Predicting Prognosis
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N[0] TAILORX

In patients with RS® results 11-25, endocrine therapy was non-
inferior to chemoendocrine therapy for IDFS

1.0
cu/_)/u?O.B' 83.3%
S §
S > 0.6-
>O§
=5
§§O.4-
o S
O ™ 0.29HR 1.08 (95% CI 0.94—1.24)
P=0.26
0 IN=6711
0 12 24 36 48 60 72 84 96 108
No. at risk Time, months
CET 3312 3204 3104 2993 2849 2645 2335 1781 1130 523
ET W 3399 3293 3194 3081 2953 2741 2431 1859 1197 537
4 4
H N []

uuuuuuuuuuuuuuuuuuuuuuuuuu
CET, chemoendocrine therapy; Cl, confidence interval; ET, endocrine therapy; HR, hazard ratio; IDFS, invasive disease-free survival.

Sparano J, et al. N Engl J Med. 2018;379:111-121.



MINDACT —MammaPrint UltraLow Risk 50 years old or
younger

Premenopausal patients represents about 30% of MammaPrint UltraLow risk in MINDACT
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£ oo Distant Metastasis Free Interval
8 o5 5ans 8 ans
g o0 <50ans  97.1% 95.6%
5 o >50ans  98.6% 97.6%
° 02

0.1

00 Patients MammaPrint UltraLow
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Time (years)

Premenopausal patients with a MammaPrint UltraLow Risk

have a great long-term prognosis regardless of age

@\ A G E N D I A Lopes Cardozo, et al., JCO. 2022.




Prognosis: Stage (N) also important!
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Each signature provided significantly more information
than the Clinical Treatment Score (CTS) — TransATAC study

Node-negative patients (N=591) Node-positive patients (N=183)
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Likelihood Ratio x? Likelihood Ratio Ax? Likelihood Ratio x? Likelihood Ratio Ax?
CTS: information on age, nodal status, tumor size, grade and treatment (tamoxifen vs anastrozole) Sestak | et al., JAMA Oncol 2018
Conclusions

The prognostic signatures evaluated provided significant information to help determine appropriate candidates consisting of
patients with ER-positive, ERBB2-negative breast cancer, for whom chemotherapy and extended endocrine therapy might
not be indicated. In patients with node-negative disease, all multigene signatures provided significant and clinically mean-

ingful prognostic information beyond clinical factors. The combination of clinical and molecular information enhanced prog- .
nostic performance, particularly for women with node-positive disease. All signatures performed similarly during the first 5 .

LIMBURGS ONCOLOGISCH CENTRUM

years of follow-up, but we found differences during years 5 to 10, when these tests may be valuable for decision making with

regard to extended endocrine treatment.




2. Indirect prediction of
(chemo)therapy benefit




NO TAILORX

TAILORX: Study design

Low ArmA: ET

Invasive early breast cancer

ArmB: ET

NO n=3399
HR+, HER2- N=10 273*

Intermediate
RS® result 11-25

18-75 years old

Tumor size 1.1-5.0 cm (or High

0.5-1.0 cm and
intermediate-high grade) RS® result 26-100

« Determine whether chemotherapy is beneficial for women * IDFS at 9 years
with a mid-range RS® result of 11-25

* Non-inferiority design for RS® results 11-25 randomized to

* Prospectively confirm that a low RS® result of 0-10 is ET alone versus CET
associated with a low rate of distant recurrence when = an 4n
patients are treated with endocrine therapy alone O B B
*554 patients were excluded due to ineligibility, did not have follow-up information, or did not have trial-period information; patients have been accrued between April 2006 and October 2010. LIMBURGS ONCOLOGISCH CENTRUM

CET, chemoendocrine therapy; ET, endocrine therapy; HR, hormone receptor; HER2, human epidermal growth factor receptor 2; IDFS, invasive disease-free survival; RS®, Recurrence Score®



N[0] TAILORX

Most classical clinical parameters do not predict chemotherapy
benefit for patients with RS® results 11-25

ET vs CET
Group n HR 95% CI
RS®result11-25 6711 1.08 (0.94-1.24)
Clinical risk
Low* 4799 1.08 (0.91-1.29)
High 1697 1.05 (0.82-1.35) e L
Tumor size No statistically significant
<2 cm 5122 1.08 (0.92-1.28) B _ chemotherapy treatment interactions
52 em 1587 1.06 (0.82-1.37) _ ' were found in any of these subgroups
Grade
Low 1893 1.09 (0.82-1.46) B
Intermediate 3721 1.02 (0.85-1.23) _._
High 884 1.32 (0.92-1.90) -
Age
<50 years 2216 1.51 (1.17-1.96) ]
51-65 years 3545 0.89 (0.73-1.09) -
>65 years 950 112 (0.81-1.53) i
- - - 4 4
0.5 1.0 1.5 2.0 B B ]
my vy | ]

*Low clinical risk defined by low grade and tumor size <3 cm, intermediate grade and tumor size <2 cm, and high grade and tumor size <1 cm; high clinical risk defined as all other cases with known values for grade ang dumar sizecoociscn  cenrrum

CET, chemoendocrine therapy; Cl, confidence interval; ET, endocrine therapy; HR, hazard ratio; RS®, Recurrence Score®.

Sparano J, et al. N Engl J Med. 2018;379:111-121.



N[0] TAILORX

Chemoendocrine therapy benefit for patients with RS® results
16—-25 was limited to premenopausal women aged between 41 and

50 years

Chemoendocrine therapy benefit by age and menopausal status in patients with RS® results 16-25

Age, years

<40
41-45
46-50 premenopausal

46-50
postmenopausal

51-55 premenopausal
51-55 postmenopausal
56-60

61-65

>65

Patients, n

203
441
630
141

287
472
826
710
628

IDFS events, n

35
51
69
15

34
54
94
109
17

DRFI events, n

12
21
33
5

13
19
28
32
31

— 1
(N=4338)"

HR (95% CI)
ET vs CET
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CET, chemoendocrine therapy; Cl, confidence interval; DRFI, distant recurrence-free interval; ET, endocrine therapy; HR, hazard ratio; IDFS, invasive disease-free survival; RS®, Recurrence Score®.
Sparano J, et al. N Engl J Med. 2019;380:2395-2405
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N[0] TAILORX

Patients aged =50 years had a greater benefit from
chemoendocrine therapy as their RS® result increased,
although this was not significant (exploratory analysis)

0.25

0.20

0.15 7

0.10

0.05 7

9-year distant recurrence rate

0.00

<50 years (n=2216)
— ET ’

Age =50 /
Adjusted for tumor size and grade ’

1

12 13 14 15 16 17 18 19 20 21 22 23

RS® result

CET, chemoendocrine therapy; ET, endocrine therapy; RS®, Recurrence Score®.
Sparano J, et al. N Engl J Med. 2018;379:111-121.

9-year distant recurrence rate

0.25

0.20

0.15 7

0.10

0.05 7

0.00

>50 years (n=4495)
— ET

Age > 50
Adjusted for tumor size and grade

-
-
-
-
-
-—
-—
-
______
=
— - - -
- -

| | | | | | | | | | | | | | |
1 12 13 14 15 16 17 18 19 20 21 22 23 24 25

LIMBURGS ONCOLOGISCH CENTRUM

RS® result
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NO TAILORX

Effect of age and Recurrence Score® result on chemotherapy
benefit

n/# DFS/#

Group e DFS hazard ratio DR hazard ratio
| ZAAY I I
Age <40 203/ 41/ 14 el 1|
Age 41-45 441/ 71/ 28 —] =
Age 46-50, Pre-Meno 630/ 95/ 40 —f— —a—
Age 46-50, Post- = -
1 /10
VIeno 4124
=
Age 51-55, Pre-Meno 287/ 45/ 17
Age 51-55, Post-Meno 472/ 83/ 32
-
Age 56-60 826/ 159/ 53
+
Age 61-65 710/ 166/ 51
S T—
Age >65 628/ 187/ 43
I T T T 1 I T T T 1

025 0.5 1 2 4 0.1250.25 0.5 1 2 4

Chemo better Chemo better ‘ 7 ‘7
H: N
B 9y B

LIMBURGS ONCOLOGISCH CENTRUM

CET, Chemo-endocrine therapy; ET, Endocrine therapy; DR, distant relapse; DRFI, distant relapse-free survival; RS®, Recurrence Score® result.
Sparano JA, et al. Clin Cancer Res. 2023;83:GS1-05 (Presented SABCS 2022).




N[0] TAILORX

Effect of age, Recurrence Score® result and clinical risk on
chemotherapy benefit

-Year rates in age < 50 years an —

Estimated absolute chemotherapy

Estimated absolute chemotherapy Clinical risk

benefit not stratified by clinical risk benefit stratified by clinical risk
Low 671 A -0.5%
RS® 16-20 (76%) (+SE 2.2%)
A +0.6%
(N=886) (+SE 2.1%)
- ) High 215 A +3.1%
g (24%) (+SE 5.4%)
319 A +5.9%
Low (67%) (+SE 3.4%)
RS® 21-25 A +7.8% ‘
— 0,
(N=476) (+SE 3.4%) o 157 A +11.7%
g (33%) (+SE 7.2%)
d. 4
H N B
HE “V ©B

DREFI, distant relapse-free survival; RS®, Recurrence Score® result; SE, standard error. LIMBURGS ONCOLOGISCH CENTRUM
Sparano JA, et al. Clin Cancer Res. 2023;83:GS1-05 (Presented SABCS 2022)
17



Oncotype DX Breast Recurrence Score® Report - Example

Al RxPONDER and SWOG- 8814

RS® result 0-10 m RS result 16-20 RS result 21-25 RS result 26-100
>50 years NO* No No No No Substantial

Postmenopausal N1* CT benefit CT benefit CT benefit

CT benefit CT benefit

CT benefit CT benefit CT benefit CT benefit CT benefit

Premenopausal N1* 2.9%

* Node-negative (NO) patients: TAILORx analyses were perl

rmed Dy 30¢ and oenx aed patierts S 50 years derived some CiNcH

meaningful beneft rom CT at 9 years starting with an RS® result of 1€

Node-positive (N1) patients: RxPONDER data were analysed according 10 menopausal status d demonsyated INal  proemencpausa cr e s

patients with RS*® results 0-25 overall derved benefit from chemotherapy at § years MR hormone recepion
1t of chemotherapy lor pee s with RS® results 26 100 has not b tormally asscised in 3 7 andon 1 stady et t

dorived from chemotherapy was sgnificant 10r RS results 0 13 and 14 25 in the RAPONDIR study ¢ 10 Do s@refscant 100 pateents with RS

result 26 10

HERZ humen epdermal growth fecion recepion 2




Survival without Distant Metastasis (%)

-

MINDACT — Predefined exploratory analyses by age

Patients < 50 years old

—

$ & 3

% 8-year DMFS (95% ClI)
CT  93.6(89.3-96.3)
No CT 88.6 (83.5 —92.3)
Diff 5.0

§F 8§ 8 % 3

Chemotherapy Total  Events Adjusted HR (95% (1)

10— Adjuvant chemotherapy 235 7 054 (030-0.98)
—— No adjpuvant chemotherapy 229 30 Ref

o

0 1 2 3 4 5 b 7 5 9

Year

Women <50years with a MammaPrint Low Risk result

appear to benefit from chemotherapy, likely due to
secondary OFS

7)) AGENDIA

o)
10

Patients > 50 years old

oo E

—

Survival without Distant Metastasis (%)
i

% 8-year DMFS (95% Cl)
CT 90.2(86.8-92.7)
40 No CT 90.0 (86.6 —92.6)
o Diff 0.2 (n.s.)
I Chemotherapy Total  Events Adjusted HR (95% C1)
10+ == Adjuvant chemotherapy 40 42 082(055-1.24)
= No adjuvant chemotherapy 453 52 Ref

0 1 2 3 1 5 3 7 8 9 10

Year

Women >50years with a MammaPrint Low Risk result

do not benefit from adjuvant chemotherapy

Piccart et al. Lancet Oncol. 2021.




TailorX MINDACT RxPONDER

HR=0.54

DFS Hazard Ratios for Subsets, Arm B vs. Arm C 2. 2 CET 5-year IDFS 84.2%
‘%__._‘_L -
Group n Ratlo  95% Conf Int B — EE ET 5.year IDFS 89.0%
oy @
Premeno 2415 136 (1.06,1.75) — f HR=0.54 %E T m—
Postmeno 429 099 (084,1.17) i ic Ay R = 0 04 35% 1 0.98.0.78: pe 0004
<50 Yrs 5
—-—
e ? *1 Pre-menopausal
=
Pre, RS 16-20 1014 176 (1.20,2.59) I T g . e — s p
Pre, RS 2125 514 150  (0.93,242) —— e — O R eriinlon sardoskzation Lo
Number at risk
- CET B24 763 704 625 635 454 272 116 34 1
Post, RS 11-15 1486 1.02 (0.76, 1.37) S » " ET B31 760 699 602 520 429 245 99 31 2
Post, RS 16-20 1698 084  (0.64,1.09) e
o
Post, RS 21-25 M2 123 (0.90,1.70) +—a— B e ———— 1 o
% — i CET 5-year IDFS 91.6%

Sparano et al, NEJM 2018

CET (N=1,6705; 147 cvents)

ET (N=1,675; 158 events)
Aduwted HR = 0.97; 95% CI 0.70-1.22; p=0.02

Note: use of LHRH analogs ; Post-menopausal
was 20% or less o S R R T T . L

Years since randomization

Setam wtstan e wrond 1\

\4
(8]
o
<
‘ -
n
Invasive dsasse-free survival
000 020 040 080 080 10

e, e o, Numbear at risk
Moty AN AM0S  AUZI  SURI  WEOS ISSG4  WGU  JAMD WSOMY LGS O CET 1675 1514 1400 1268 1113 943 585 287 83 3
[ S T T GHISE  ORNS  GR00  ION TR ¥ MION0 040 MOX ET 1675 15687 1462 1308 11687 975 601 298 104 9

ongress Piccart et al. Lancet Oncol 2021 Kalinsky et al, SABCS 2020
M Aleix Prat, MD PhD Content of this presentation is copyright and responsibility of the author. Permission is required for re-use
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Permission obtained from A. Prat




N1 NRG-BR009

OFSET Chemo (NRG-BR009) — Study Schema

Using the Breast Recurrence Score® Test to help identify mechanism of chemotherapy benefit in
premenopausal patients

Study Design

Premenopausal

Age >18 years

Stratification
ECOG PS 0,1 Nodal Status (pNO vs pN1)

Resected T1-3, NO-1, M0 RS® (0-15 vs 16-25)
Breast Cancer Age >40 and <40

ER and/or PR+ and HER2-
and/or PR+ an Chemotherapy +

pNO RS® 16-20 plus high OFS + Al x 5 years
clinical risk* or RS® 21-25

pN1 with RS® 0-25 Primary Endpoint

—> N=3960 -—>

+ IBCFS

Secondary Endpoints

* OS, DRFI, BCFI, PRO/QoL, compliance with endocrine therapy,
correlative science studies

*Superiority trial, TTamoxifen can be used if Al not tolerated

Al, Aromatase inhibitor, BCF|: Breast cancer-free interval, DRFS, distant relapse-free survival, EBC, Early breast cancer; ECOG PS, Eastern Cooperative Oncology Group Performance status; HER2-, human epidermal growth factor
receptor 2; IDFS, invasive disease-free survival, OFS, Ovarian function suppression; OS, overall survival, PRO/QoL.: Patient reported outcomes/Quality of Life; RS®, Recurrence Score®.

Mamounas T. Report from the Breast Cancer Working Group Meeting. Presented at: NRG Oncology Summer Meeting; July 21-23, 2022; Chicago, IL. Accessed March 2023. hitps //bitly/3WASNVg
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PROOFS Registry
Pre /perimenopausal patients with HR+/HER2 early breast cancer with intermediate to high clinical and

low genomic risk, optimally treated by endocrine treatment plus ovarian function (OFS) or chemotherapy

Trial Design

This is an open, prospective,
multi-center, observational,
non-interventional registry
(NCT05792150).

[Pn-lhrhmopamd patients \
with HR+ HER2- NO-1 early BC

with INTERMEDIATE to HIGH CLINICAL risk
defined as (at least one of the following):

o Ki67 215% or

e G3or

e c/pT220r

e c/pN1

followed by endocrine treatment

GENOMIC risk by MammaPrint®
N=3000

* atcore biopsy if neoadjuvant
ET or CT intended

* atsugery sample if no
preoperative treatment

: GENOMIC (ULTRAJLOW risk

by MammaPrint"
n=1470

GENOMIC HIGH risk
by MammaPrint*
n=1530

[ Standard-of-care
endocrine treatment
strongly recommended
(ET, e.g., tamoxifen or
aromatase inhibitors) +
ovarian function
suppression if clinical

high risk (OFS, by GnRH-
analog or bilateral
adnexectomy);
approx. 80%

4 )

Standard-of-care
chemotherapy followed
by endocrine treatment at
investigator decision
allowed (e.g., tamoxifen or
aromatase inhibitors + OFS
if premenopausal after CT);

approx. 20%

Trial sponsored by the German
Study Group (WSG)

Open for inclusion

u 4An 4m
B N B
Adapted from Fischer et al. ESMO Breast Cancer 2023. . - ‘ ' ‘ .

LIMBURGS ONCOLOGISCH CENTRUM



3. Even more information

MammaPrint High Risk and benefits of neoadjuvant
chemotherapy in NBRST

A

0.5+
All patients that achieved pCR:
5 8 273/954 (28.6%)
N\
0.4 N
M .
Q N\
= \
e N\
S 0.3 5"
Z .
<02 .
=
-9 ~
0.1
0
Ll T T T T T T T T T T
1000 <0800 0600 -0400 <0200 0000 0200 0400 0600 0200 1,000

4 High Risk

>

> < Low Risk s———
MammaPrint Index

=

Probability of DMFS

1.0 1 —— T —

0.8 \‘\‘-\i\

0.6 1

p < 0.001

0.4 % at 5-yr (95% CI)
Luminal A-type 94.0 (86.2 - 97.5)

3 Luminal B-type  76.9 (70.8 - 81.9)
HER2-type 88.4(81.3-92.9)
Basal-type 72.2 (66.5-77.1)

O-O 3 | I | 1 1
1 2 3 =) )

Time (years)

Increasing MammaPrint High Risk is predictive of the sensitivity to chemotherapy

Patients with Luminal B cancer (MP High) have a poorer prognosis despite neoadjuvant chemotherapy

7)) AGENDIA

Whitworth, et al. ASO. 2022




MammaPrint Index
A specific risk for each patient

CT de-escalation

<50 and > 50 years
NO and N1

CT benefits

Higher Neoadj CT response;
Biomarker for targeted therapy
response***

Low risk of early
recurrence

Very low risk of early

High risk of early recurrence
recurrence

Low Risk UltraLow Risk

Risk of preventable Low risk of late recurrence
late recurrence

Standard endocrine therapy Extended | Early discontinuation
(5 years) . Endocrine | of endocrine therapy
. therapy ** | possible * o

’\ . * Postmenopausal women with breast cancer HR+ HER2- NO, particularly with adherence issues
@ A G E N D I A ** postmenopausal women with breast cancer HR+ HER2- NO/N1

*** Increased sensitivity to Carboplatin, Immunotherapies, PARPi



Conclusion

GEP test, provides extra useful prognostic information independently of age

Pre-menopausal pts with pNO:

o Genomic low risk (RS 0-15)/MP ultra low: No chemo

> Genomic intermediate risk (RS16-25)/MP low: Chemo vs LHRH+AI

o Genomic high-risk (RS26-..)/MP high: Chemoendocrino therapy

[]
Conclusion: It helps in providing more personalised care! =
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Breast Cancer Debate of the
year

Friday 26th January 2024

Use of Gene Expression Profile in a 42 y old patient with
stage Il luminal BC

* In favour - J. MEBIS (UHasselt)

* Notin favour - M. IGNATIADIS (I. Jules Bordet — HUB)
* Discussion/Questions - all

Michail Ignatiadis MD, PhD
Institut Bordet & Université Libre de Bruxelles (U.L.B.)
’g’mgmw Hopital Universitaire de Bruxelles (HUB)

JULES BORDET
INSTITUUT




Debate ie avwawvl

Belgian Cancer Registry

home
belgian cancer registry
cancer registration
standard cancer registration
web based cancer registration
specific project registrations
ntrk-inhibitor
stereotactic radiotherapy
complex surgery
gep breast
barrett esophagus - rfa
paediatrics - late effects
belgian transplant registry (btr)
innovative radiotherapy
effect
ralp
head and neck
transcan eranet
quality of life
RES
® INSTITUT

JULES BORDET
INSTITUUT

GEP breast

Gene Expression Profiling (GEP) in breast cancer

A convention was concluded between the RIZIV/INAMI and recognised breast
clinics for the reimbursement of 'Gene Expression Profiling (GEP)' tests for a
specific group of patients with early breast cancer. These GEP tests determine the
genetic profile of the tumour to assess the susceptibility to adjuvant chemotherapy
whereby unnecessary chemotherapy can be avoided. More information about this
convention can be found on the website of the RIZIV/INAMI.

The convention defines the target group as followed:

Patients with early breast cancer, first diagnosis, with maximum 3 affected

or the Magee score.

lymp HER2-, ER+ and/or
PR+| menopausal or at least 45 years old,|and clinically high risk based on
a generally accepted algorithm as used, for example, in the MINDACT study

s -
| |

LIMBURGS ONCOLQ| '--
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ot reany - Supgrouptnat we——
should use GEP in a 42-year old

stage Il luminal BC ?

Stage Tumor Node Metastasis
0 Tis NO MO
IA T1 NO MO
IB T0 N1mi MO
T1 N1imi MO
ITA TO N1 MO
T1 N1 MO
T2 NO MO
I1B T2 N1 MO
13 NO MO
ITIA T0 N2 MO
T N2 MO
T2 N2 MO
13 N1 MO
13 N2 MO
I1IB T4 NO MO
T4 N1 MO
T4 N2 MO
IIIC AnyT N3 MO ‘ ‘
v AnyT AnyN M1 . . .
’l‘z’ Tis = in situ, mi = micrometasis . - C )
INSTITUT h -
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No GEP if
TON1, TIN1, T2N1!




Is there any benefit from chemotherapy in clinically high
risk breast cancer patients with “genomic low” tumors?

RxPONDER
RS =25
Node positive (1-3 N+)
N=5083

Randomize
Re<25 |, Stratification factors:
RS<14 vs. 14-25
menopausal status,
Discuss axillary dissection
alternatives vs. SN biopsy

Hormonal Chemotherapy plus
therapy alone hormonal therapy
N=2000 N=2000

Kalinsky et al., N Engl J Med 2021

MINDACT
MammaPrint low
48% 1-3 N+ ;50% T >2

N=1550

mommopr— inc

MINDACT
N=6,693

A

Dlscordanc

CHEMOTHERAPY

Piccart et al., Lancet Oncol 2021

c-HighIg-]
High
N=1,806
(27.0%)

4 4

H N [ ]

HE vy L]
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O Penerit or cnemotnerapy ror

postmenopausal pts

RxPONDER

MINDACT

1.0+
Endocrine only
2 S 084 Chemoendocrine
0 =
g E 5-Yr Invasive
= 0.6+ No.of  No.of Disease-free s
- Participants Events  Survival 3
E J, % =
Z 8 04 . ;
s g Chemoendocrine 1658 163 91.3 £
[ g Endocrine Only 1671 169 91.9 8
(- _ 8
0.2 Hazard ratio for invasive disease recurrence, new e
primary cancer, or death, 1.02 (95% Cl, 0.82—1.26) :
P=0.89 8
0.0 I T I T I T T T T

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

No. at Risk

Chemoendo- 1658 1515 1413 1298 1145 993 659 358 129 14
crine group Number at risk
Endocrine- 1671 1568 1474 1343 1196 1030 679 364 137 21 (number censored)
only group Adjuvant chemotherapy

No adjuvant chemotherapy

Kalinsky et al., N Engl J Med 2021

100

N ‘{\%ﬁ\i
80
70+
60
50+
40+
30
204
Chemotherapy Total Events  Adjusted HR (95% CI)
104 — Adjuvant chemotherapy 441 42 0-82 (0-55-1-24)
—— Noadjuvant chemotherapy 453 52 Ref
0 T T T T T T T T T 1
0 1 2 3 4 5 6 7 8 9 10
Time since enrolment (years)
441 (0) 424(15)  417(21) 407(23) 398(28) 386(34) 363(51)  344(65) 286(116) 149(251) 64 (336)
453(0) 443(9) 434(15)  430(15) 420(21) 399(36) 376(55)  353(72) 283(130) 162(244) 68(333)

LIMBURGS

Piccart et al., Lancet Oncol 2021
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Benefit of chemotherapy for

. x%ﬁ[ythenopausal patle?/ltl:DACT

7% re

VAAY A |

w

Endocrine only

5-Yr Invasive

No. of No. of Disease—free
Participants Events  Survival
%
Chemoendocrine 829 57 93.9
EndocrineOnly 826 92 89.0

Hazard ratio for invasive disease recurrence, new

primary cancer, or death, 0.60 (95% ClI, 0.43-0.83)

1.0+
05 0.8+
.(7) 2
S 2
23
E n 0.6-
5 @
% 2 0.4+
2.2
a0 02
0.0
0
No. at Risk
Chemoendo- 829
crine group
Endocrine- 826
only group

P=0.002
T T
1 2 3 4 5 6 7 8 9

764

760 703

Years since Randomization

710 642 546 484 312 153 46 5

622 542 463 290 138 44 2

Kalinsky et al., N Engl J Med 2021

Distant metastasis-free survival (%)

Number at risk

(number censored)
Adjuvant chemotherapy
No adjuvant chemotherapy

90
80
70
60—
50
40
30+
20
Chemotherapy Total Events Adjusted HR (95% CI)
10 —— Adjuvant chemotherapy 235 17 0-54 (0-30-0-98)
—— Noadjuvant chemotherapy 229 30 Ref
0 T T T T T T T T T 1
0 1 2 3 4 5 6 7 8 9 10
235(0) 226 (9) 221(14) 215(19) 205(24) 194(33) 187(37) 174(49) 148(74) 88(133) 36(182)
229(0) 225(4)  219(7) 215 (9) 211(9) 201(14) 181(26) 173(34) 132(73)  72(130) 28(172)

Piccart et al., Lancet Ghcot B

2021
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Benefit of chemotherapy for premenopausa
patients (RxXPONDER)

B Premenopausal Women

No. of No. of Hazard Ratio for Invasive Disease Recurrence,

Subgroup Participants Events New Primary Cancer, or Death (95% Cl)
Age : J

250 yr 509 4“ " 4 0.98 (0.54-1.78)

45-49 yr 615 % D 0.46 (0.25-0.86)

<45 yr 531 59 . 0.49 (0.28-0.84)
Grade E

Intermediate or high 1280 125 B 0.58 (0.41-0.84)

Low 357 23 e ‘ 0.67 (0.29-1.55)
Tumor size N

T2ee T3 728 20 ' - 0.64 (0.41-0.99)

Tl 925 69 * 0.53 (0.32-0.88)
Nodes E

2 or 3 positive 574 55 » 0.62 (0.36-1.06)

1 positive 1081 34 , . 0.57 (0.37-0.87)

Sentinel node 556 60 » 0.61 (0.36-1.02)

Full axillary lymph-node dissection 1099 29 , - . 0.60 (0.39-0.91)
Recurrence score -

14-25 1015 113 N 0.63 (0.43-0.91)

0-13 640 6 » - 0.49 (0.24-0.99)
Overall 1655 149 - e 0.60 (0.43-0.83)

025 050 075 100 150 200

Chemoendocrine Endocrine Therapy
Therapy Better Alone Better

0: :0
®  INSTITUT

JULES BORDET
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No GEP if T3NO

Only 1,2% of 6693 patients in the
MINDACT trial

Only 0,002% of the 9719 of the TailorX
trial?

2% Cardoso F et al NEJM 2016, 2Sparano J et al NEJM 2018

EEEEEEEEEEE
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What about T2NO?

If you trust your pathology no GEP
for T2NO grade 3 & for T2NO grade 1

TTTTTTTT
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women with T2NO grade 1 tumor
without chemo

https://rconnect.dfci.harvard.edu/CompositeRiskSTEPP/

Characteristics Summa

About the TEXT no chemotherapy cohort

TEXT No Chemotherapy Cohort

A 4
100%]
e g ¥ .Q::
5]
r——— e
E
3 80%]
o
) -4
£ o
=
5 150 s
o w 60%]
a 0
= [a]
<]
s £
@ S
9 100 &
£ 40%]
E] 5
z ©
]
i
50 & 20%)
= —e— Exemestane+OFS
@ —e— Tamoxifen+OFS
0 o 1 1.42 2 3 4 5 0.5 08 1.1 1.3 16 19

Composite Risk Median Composite Risk in HR+/HER2- Subpopulations

)FT no chemotherapy cohort

SOFT No Chemotherapy Cohort
100%) S GGGty

200

o
2
o
=
3 80%
@
2 <
f=
B 150 5 60%j
& @
- [a]
o 5
@
£ [
3 o
= H
o
50 e 20%) —e— Exemestane+OFS I
‘?‘. —e— Tamoxifen+0OFS
@ —e— Tamoxifen I .
0 3 7 5 2, 060509 1,15 g ITRUM
Composite Risk Median Composite Risk in HR+/HER2- Subpopulations
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What about T2NO, histological grade 2?

é 0.8 —
N

Validation in BIG 1-98 SE
Eo o

in ER+/HER2-, HG 2, -l R ——

N o ° 0 2I4 4I8 12 96 12I0

Months

No. at risk
GGl 112 112 111 109 73 28
GGEq 126 123 122 110 79 32
GG3 42 42 41 39 29 13

T ey R orbeT Ignatiadis M et al., JAMA Onccm
INSTITUUT 2016




Why is there a benefit in
pre but not in post-
menopausal patients
only?

Direct effect of chemo?
Ovarian suppression?

TTTTTTTT
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R R R R R R R,
Numerically improved IDFS in premenopausal pts

no longer having regular menstrual periods in both Tx arms

Endocrine Tx alone (N=676) Chemo then Endocrine Tx (N=677

1.00

IDFS by Periods Status:
Assigned to Endocrine Therapy - Landmarked Two Years
I

IDFS by Periods Status:
Assigned to Chemotherapy - Landmarked Two Years
|

____%

(_“ —_—
22 So |—|—
g I 7 I |
2 S Regulal Periods i_) 3 Regular Heriods
$ 58.9% No Periodd (N=398; 33 events) ¢ 2 80.8% No Periods (N=547; 39 events)
8o 41.1% — Periods (NE278; 37 events) 8o 19.2% Periods (N=180; 16 events)
5o Adjusted HR (Periods vs No Pqriods) = 1.48; 95% Cl 0.92-2.40 23 Adjusted HR (Periods vs No Periqds) = 1.56; 95% Cl 0.85-2.86
g ' I o |
?Q ! %0 . I
SN A [ I SN -+ I
c° | E o | |
- I I - |
S ! I 3 ! :
% 1 4+ 5 i 5 & 71 & & i I P N I
0 1 2 3 4 5 6 7 8 9
. Yeal’s Since randomization Years Since randomization
Number at risk Number at risk
No Periods 398 377 345 313 236 145 58 20 No Periods 547 526 482 438 330 197 76 17
Periods 278 263 232 198 150 83 26 7 Periods 130 119 106 94 62 42 18 3

X SWOG

CANCER
RESEARCH
NETWORK

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

I National Clinical

Trials Network

N C' Community Oncology
Research Program

N »
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OFSET Chemo (NRG-BR0O09) — Study Schema

Using the Breast Recurrence Score® Test to help identify mechanism of chemotherapy benefit in
premenopausal patients

Study Design

Premenopausal —  OFS +Al" x 5 years
Age=18years
ECOGPSO,1

Stratification

Nodal Status (pNOwspN1) | ____ N=3960 =—>

Resected T1-3, NO-1, MO RS* {0-15ws 16-25)
Breast Cancer Age >40 and <40
ER and/or PR+ and HER2- Chemotherapy + OFS
pNORS" 16-20phus high + Al” x 5 years
clinical risk™ or RS™ 21-25 Pri Endpoint
N1 with RS"0-25 rimary enapoin

* IBCFS

Secondary Endpoints

* 0S, DRFI, BCFI, PRO/QoL, compliance with endocrine therapy,
correlative science studies

.OGISCH CENTRUM

“S0an oy T TTamouen Car be used A ot noienes

A Arcerstase vt irtze; BOPL Bresat carcer-res irterval DRI 2atart relagae-free sunvnel BB Carty bresat carcer; EIDG P2 Zastern Cooperaty e Orcziogy Group Ferforraroe et MERD. barar apcerrmad growts facise
recepeor 2 CFS Irvaaie dseaae-ree survhal OFS Dvariar farctice ssppremion 0% oversl saraval PRO\Qol: Pasiert reported setoormen/ Dealty of Lie 857, Recarrerce Soore”

Marrccras T Sapert froee the Breaat Carcer Wortieg Group Mesting Preserted st: NBG Cecoiogy Summer Mestieg: Jaly 21-23 2002; Oricage, L Accame2 Marck 2003 iz @



Conclusions

For the majority of premenopausal women <45 years of age with stage Il
luminal breast cancer, no GEP is needed

One can consider GEP in the subgroup of premenopausal women with pT2NO,
HG2 tumors

The value of chemotherapy in premenopausal women with ClinHigh GenLow
tumors treated with OFS+Al is currently under investigation




