RxPONDER: A Clinical Trial Rx for Positive Node, Endocrine
Responsive Breast Cancer

First results from a phase lll randomized clinical trial of
standard adjuvant endocrine therapy +/- chemotherapy in
patients (pts) with 1-3 positive nodes, hormone receptor-

positive (HR+) and HER2-negative breast cancer with
recurrence score of 25 or less: SWOG S1007

Kevin Kalinsky, William E Barlow, Funda Meric-Bernstam, Julie R Gralow, Kathy S Albain,
Daniel F Hayes, Nancy U Lin, Edith A Perez, Lori J Goldstein, Stephen K Chia,
Sukhbinder Dhesy-Thind, Priya Rastogi, Emilio Alba, Suzette Delaloge, Miguel Martin,
Miguel Gil Gil, Claudia Arce-Salinas, Etienne Brain, In Hae Park, Jean-Yves Pierga, Ana
Lluch, Manuel Ramos Vazquez, Manuel Ruiz Borrego, Kyung Hae Jung, Jean-Marc Ferrero,
Anne Schott, Steve Shak, Priyanka Sharma, Danika L Lew, Jieling Miao, Debu Tripathy,
Gabriel N Hortobagyi, Lajos Pusztai



RxPONDER Background

Clinical utility of the 21-gene Oncotype DX Recurrence Score (RS) to identify pts with HR+,
HER2-, lymph node negative (LN-) breast cancer who can safely forego chemotherapy is
established

In LN- breast cancer, exploratory analysis from the TAILORX trial
« Age < 50: RS 16-25 may derive chemotherapy benefit
» Age > 50: RS < 25 have no chemotherapy benefit

It has been unclear whether the TAILORX results can be extrapolated to LN+ breast cancer

Retrospective analysis of SWOG S8814 suggested a predictive role of the RS for chemotherapy
benefit in postmenopausal pts with LN+ breast cancer

Pan et al, NEJM 2017; Sparano et al, NEJM 2018; Sparano al, NEJM 2019, Alban et al, Lancet Oncalogy 2016



Key Entry Criteria
« Women age > 18 yrs

 ER and/or PR > 1%,
HER2- breast cancer
with 1*-3 LN+ without
distant metastasis

« Able to receive
adjuvant taxane and/or
anthracycline-based
chemotherapy**

* Axillary staging by
SLNB or ALND
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' Stratification Factors

Recurrence Score: 0-13 vs.14-25
Menopausal Status: pre vs. post

‘ Axillary Surgery: ALND vs. SLNB




Statistical Analysis Plan

* Primary Objective

» Determine the effect of chemotherapy on invasive disease-free survival (IDFS)
in pts with 1-3 LN+ breast cancer and a RS < 25 and assess whether the effect

depends on the RS

* Primary Hypothesis

= Chemotherapy benefit will increase as the RS increases from 0 to 25 in an

Intent-to-Treat (ITT) analysis

Hudis et al, JCO 2007



Statistical Analysis Plan

* Primary Analysis for Prediction

+ Test for interaction of chemotherapy and continuous RS for IDFS in a Cox regression
model

* |f significant

» Conclude that RS has a predictive effect on the relative benefit of chemotherapy
within RS 0-25

* |f not significant

* In patients with RS 0-25, determine whether RS and chemotherapy are
independently prognostic for IDFS, adjusting for menopausal status




Statistical Analysis Plan

* Primary Analysis for Prediction

+ Test for interaction of chemotherapy and continuous RS for IDFS in a Cox regression
model

* |f significant

» Conclude that RS has a predictive effect on the relative benefit of chemotherapy
within RS 0-25

* If not significant

* In patients with RS 0-25, determine whether RS and chemotherapy are
independently prognostic for IDFS, adjusting for menopausal status

» 86.3% power to detect a predictive effect with a 5-year overall IDFS rate of 92.4%

« Pre-specified test for the interaction of chemotherapy and each stratification factor



Statistical Analysis Plan

» Pre-Specified Interim Analysis for IDFS
« Sept 2020: Third analysis at 410 events (49% of expected 832 events)
* Nov 2, 2020: Decision made by independent DSMC and NCI to report data

« Secondary Endpoints
* Overall survival
* Distant DFS and local disease-free interval

* Toxicity
» Patient-reported quality of life outcomes



RxPONDER Results: Accrual and ITT population

S$1007 Consort Diagram ™
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Baseline Characteristics by Treatment Arm

hite 64.9% 66.4% 65.7%
Black 4.8% 51% S0%
Asian 6.8% 6.1% 65%
Other/Unknown 23.5% 22.3% 29%
Hispanic

Yes 13.0% 11.9% 12.4%

No 67.6% 68.9% 68 3%

Unknown 19 4% 19.3% 19.3%
Menopausal status

Premenopausal D.2% 33.2% V2%
| Postmenopausal | 66.8% 66.8% 66.5%
Recurrence Score

RS 0-13 42.7% 42.9% 428%

RS 14-25 57.3% 57.1% 57.2%
Nodal Dissection
62.7% 62.5% 62.6%
37.4% 37.5% 37.4%
| fnode ] 65.9% 65.0% 65.5%
[ 2nodes 0000 24.9% 25.7% 25.3%
[ 3nodes ] 9.2% 92% 92%
24.6% 24.7% 24.7%
| Mntermediate ] 84.1% 66.1% 65.1%
B EEm———— 11.3% 9.2% 10.3%
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Baseline Characteristics by Menopausal Status

Age group

< 40 years 0.2% 8.5% 2.9%

40-49 years 1.9% 60.8% 21.5%

50-59 years 34.9% 30.5% 33.4%
45.7% 0.2% 30.6%

70+ years 17.3% 0% 11.6%
Recurrence Score

44.8% 38.7% 42.8%

RS 14-25 55.2% 61.3% 57.2%
Nodal Dissection
60.7% 66.4% 62.6%
39.3% 33.6% 37.4%
| inode 0| 65.6% 65.3% 65.5%
25.1% 25.7% 25.3%
| 3nodes 000000000 9.3% 9.0% 9.2%
Grade 0|
26.0% 22.0% 24.7%
63.5% 68.3% 65.1%
| Hgh 10.6% 9.7% 10.3%
59.1% 56.2% 58.1%
- T2T3 ... 41.9% 43.9% 41.9%




Baseline Characteristics by Treatment Arm

Baseline variable

Race

Other/Unknown

<

Unknown

Menopausal status
Premenopausal
Postmenopausal

Recurrence Score

Nodal Dissection

Full ALND

Sentinel nodes only
Positive Nodes

2 nodes
Grade

o
Intermediate

,_
2

Tumor size

| RSO3 =000
| RS1425 =00 @
[Nodal Dissection
| FulALND 0000
|_Sentinelnodesonly 00|
PositveNodes =0
[Slgetpr
| 2nodes 000000
| 3nodes =~ 00000
Grade 00000000
| Low 00O
| Intermediate =~ 0000000
| High 0O
Tumorsize 0
jeT2ms |

T2/T3

n=2,506 Chemotherapy (n=2,509 Overall (n=5,015
64.9% 66.4% 65.7%
4.8% 5.1% 5.0%
6.8% 6.1% 6.5%
23.5% 22.3% 22.9%
13.0% 11.9% 12.4%
67.6% 68.9% 68.3%
19.4% 19.3% 19.3%
33.2% 33.2% 33.2%
66.8% 66.8% 66.8%
42.7% 42.9% 42.8%
57.3% 57.1% 57.2%
62.7% 62.5% 62.6%
37.4% 37.5% 37.4%
65.9% 65.0% 65.5%
24.9% 25.7% 25.3%
9.2% 9.2% 9.2%
24 6% 24.7% 24.7%
64.1% 66.1% 65.1%
11.3% 9.2% 10.3%
58.5% 57.7% 58.1%
41.5% 42.3% 41.9%



Baseline Characteristics by Treatment Arm

| White 0000000 ] 64.9% 66.4% 65.7%
| Black 0000000000000 4.8% 51% 5.0%
B 6.8% 6.1% 6.5%
23.5% 22.3% 22.9%
| Hispanic ]
13.0% 11.9% 12.4%
N0 ] 67.6% 68.9% 68.3%
| Unknown ] 19.4% 19.3% 19.3%
33.2% 33.2% 33.2%

Postmenopausal 66.8% 66.8% 66.8%
Recurrence Score

RS 0-13 42.7% 42.9% 42.8%

RS 14-25 57.3% 57.1% 57.2%
Nodal Dissection
62.7% 62.5% 62.6%
37.4% 37.5% 37.4%
| 1fnode 0000000 65.9% 65.0% 65.5%
24.9% 25.7% 25.3%
1 e —— 9.2% 9.2% 9.2%
24.6% 24.7% 24.7%
64.1% 66.1% 65.1%
T 11.3% 9.2% 10.3%
58.5% 57.7% 68.1%
| 41.5% 42.3% 41.9% I



Baseline Characteristics by Treatment Arm

| White 00000000000
T
| Asian 0]
Other/Unknown
e
BN
| Unknown ]

Menopausal status
Premenopausal
Postmenopausal

Recurrence Score

Nodal Dissection

Sentinel nodes only

Positive Nodes

Intermediate
Tumor size

Baseline variable Endocrine Therapy (n=2,506 Chemotherapy (n=2,509 Overall (n=5,015
64.9% 66.4% 65.7%
4.8% 5.1% 5.0%
6.8% 6.1% 6.5%
23.5% 22.3% 22.9%
13.0% 11.9% 12.4%
67.6% 68.9% 68.3%
19.4% 19.3% 19.3%
33.2% 33.2% 33.2%
66.8% 66.8% 66.8%
42.7% 42.9% 42.8%
57.3% 57.1% 57.2%
62.7% 62.5% 62.6%
37.4% 37.5% 37.4%
65.9% 65.0% 65.5%
24 9% 25.7% 25.3%
9.2% 9.2% 9.2%
24.6% 24.7% 24.7%
64.1% 66.1% 65.1%
11.3% 9.2% 10.3%
58.5% 57.7% 58.1%
41.5% 42.3% 41.9% — —




Baseline variable

Baseline Characteristics by Treatment Arm

| Baselinevariable
|Race = 00000
| White 00000 64.9% 66.4% 65.7%
| Black 200202020000 | 4.8% 5.1% 5.0%
| Asian 0] 6.8% 6.1% 6.5%
23.5% 22.3% 22.9%
| Hispanic ]
13.0% 11.9% 12.4%
N0 ] 67.6% 68.9% 68.3%
EUhKicwiETeE | 19.4% 19.3% 19.3%
33.2% 33.2% 33.2%
66.8% 66.8% 66.8%
| RSO3~~~ 000000 42.7% 42.9% 42.8%
| RS14-25 00000000 ] 57.3% 57.1% 57.2%
62.7% 62.5% 62.6%
37.4% 37.5% 37.4%
| 1node 0000000 ] 65.9% 65.0% 65.5%
24.9% 25.7% 25.3%
3 nodes 9.2% 9.2% 9.2%
Grade
24 .6% 24.7% 24.7%
Intermediate 64.1% 66.1% 65.1%
High 11.3% 9.2% 10.3%
Tumor size
58.5% 57.7% 58.1%
41.5% 42.3% 41.9%
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Primary Analysis with Interaction Term

Amongst pts with RS 0-25,
RS does not predict the relative benefit of chemotherapy for IDFS

Relative benefit of chemotherapy is not smaller with a lower RS
and not greater with a higher RS

Hazard 2-sided p-

ratio value 95% Cl

Since the interaction of chemotherapy and

Chemotherapy 0.56 0.07 0.30 - 1.05 e )
RS was not significant, the next step in the
RS (per unit " ; 2
c,‘,‘;ﬁge, 1.05 <0.001  1.02-1.07 primary analytic plan was to drop this
| interaction term and assess the
OpoL A 1.00 0.97 0.82-1.24
prognostic significance of these variables
Chemo x RS

1.02 0.30 0.98-1.06
Interaction



Primary Analysis without Interaction Term:
Chemotherapy use and RS are independently prognostic for IDFS

Term Hazard ratio 2-sided p-value 95% ClI
Chemotherapy 0.81 0.026 0.67 - 0.96
RS (per unit change) 1.06 <0.001 1.04 - 1.07
Menopausal status 1.03 0.77 0.82-1.26

Pts who received chemotherapy less likely to have an IDFS event



IDFS in Overall Population by Treatment Arm
\%
- 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

1.0

0.60 0.80

Invasive disease-free survival

1.4% b5-year absolute difference

0.00 020 040

L T T T 1 T T 1 T 1

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 1

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



Pre-specified Analysis by Menopausal Status

Chemotherapy benefit for IDFS is different depending on menopausal status

Term Hazard ratio 2-sided p-value 95% CI
Chemotherapy 0.53 <0.001 0.37 -0.76
RS (per unit change) 1.06 <0.001 1.04 -1.08
Menopausal status 0.79 0.08 0.60-1.03

Chemo x Menopause

] 1.79 0.008 1.17-2.74
Interaction



IDFS Stratified by Menopausal Status

Postmenopausal Premenopausal
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Forest Plots of IDFS by Menopausal Status

Forest Plot of IDFS CET vs. ET Hazard Ratio and 95% CI
Postmenopausal Women

Forest Plot of IDFS CET vs. ET Hazard Ratio and 95% CI
Premenopausal Women

FACTOR | HR Interaction ; Interaction
I p-value FACTOR | HR p-value
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Landmarked Exploratory Analysis for IDFS in Premenopausal Women on Endocrine Therapy arm:

Ovarian Function Suppression (n=126) vs. no Ovarian Function Suppression (n=647) at 6 months: HR 0.73 (95% CI: 0.39-1.37), p=0.33




IDFS Stratified by Recurrence Score and Menopausal Status

Postmenopausal Premenopausal
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IDFS Stratified by Number of Nodes and Menopausal Status

Postmenopausal Premenopausal
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Overall Survival by Menopausal Status

Postmenopausal Premenopausal
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RxPONDER Conclusions

At this interim analysis with 54% of anticipated IDFS events in the overall population, the 21-
gene RS 0-25 was prognostic but did not show a treatment interaction with chemotherapy

« Relative benefit of chemotherapy was similar across RS 0-25

Postmenopausal women with RS 0-25 did not benefit from adjuvant chemotherapy in any
subgroup

Premenopausal women with RS 0-25 had benefit from the addition of chemotherapy to
endocrine therapy

« 46% decrease in IDFS events; benefit was observed across premenopausal subgroups

« 53% decrease in deaths, leading to a 5-year OS absolute improvement of 1.3%

Additional follow-up is ongoing, and future analyses will also include QOL and other outcomes



RxPONDER Conclusions

v' Postmenopausal women with 1-3 positive nodes and RS 0-25 can likely safely
forego adjuvant chemotherapy without compromising IDFS

v" Premenopausal women with positive nodes and RS 0-25 likely benefit significantly
from chemotherapy
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