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Breast Cancer Workshop Agenda

July 22, 2023

Date
Start and End Time: 9:45 am - 11:45 am
Chair: Eleftherios Mamounas, MD

Julia White, MD; Charles Geyer, MD; Mothaffar Rimawi, MD

Co-Chairs:

Learning Objectives
Following this activity, participants will be better able to:

1 Identify and describe the design and status of new breast cancer clinical trials
2. Identify and describe the status of ongoing breast cancer clinical trials
3. Identify and describe new forms of radiotherapy delivery and their use in breast cancer trials
4 Identify and describe systemic therapies, including chemotherapeutic drugs, hormonal strategies, biologic agents new
classes of targeted therapies, and immunotherapy that may be used in breast cancer treatment clinical trials
WORKSHOP AGENDA

9:45 - 10:15 Report from the Breast Working Group Meeting

10:15 - 10:30 ctDNA Breast Cancer Platform Trial in Early Breast Cancer

10:30 - 10:45 BROO7: A Phase Ill Clinical Trial Evaluating De-Escalation of
Breast Radiation for Conservative Treatment of Stage |,

Hormone Sensitive, HER2-Negative, Breast Cancer with a Low

Oncotype Recurrence Score

10:45 -11:00 BROOS: A Phase IIl Randomized Trial Evaluating Omission of
Breast Radiotherapy for Low-Risk HER2-Positive Breast

Cancer

11:00-11:15 BR009: Chemotherapy plus ET vs. Ovarian Ablation plus ET in
Early-Stage Hormone-Positive Premenopausal Women with

Oncotype < 25 (OFSET CHEMO)

COMPASS HER2-RD: Postneoadjuvant T-DM-1 + Tucatinib or

11:15-11:30
Placebo in HER2-Positive Patients with Residual Disease
Following Preoperative Therapy

DESTINY BREAST-05 (NSABP B-60): DS-8201a vs. T-DM-1 for

11:30-11:45
High-Risk Patients with HER2-Positive Residual Invasive
Cancer Following Preoperative Therapy

Eleftherios Mamounas, MD
Julia White, MD

Emilia Diego, MD
Mark Basik, MD

Julia White, MD

Lior Braunstein, MD
Melissa Mitchell, MD, PHI

Shannon Puhalla, MD
Eleftherios Mamounas, N

Virginia Borges, MD

Jame Abraham, MD

A to |
ccrual to R - Protocols
(AS OF 7 |

Protocol Open  Total larget Projected
Date Accrual Accrual Closure

BR007 6-21 515 1714 TBD
BR008 (HERO)  2-23 1 1300 TBD
COMPASSRD  1-21 447 1031 4Q2024

DESTINY 05 (B-60) 12-20 1249 1600 4Q2023
lidERA (B-61)  7-21 3913 4100 3Q2023

CAMBRIA (B-62) 5-23 11 4300 TBD
EAY191-N2: 6/23 0 95 TBD
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Advancing Research. Improving Lives.:™

BRO07

Phase lll: Evaluating De-escalation of Breast Radiation
(DEBRA) for Conservative Treatment of Stage 1, HR+, HER2-,
RS < 18 Breast Cancer



BR007 Schema

Women > 50 yo with pT1NOMO, HER2- NEG.
ER and/or PgR-Positive Breast Cancer

Resected by Lumpectomy and
Oncotype-DX RS <18

STRATIFICATION

eAge (< 65; > 65)
e Tumor size (<1 cm; > 1-2 cm)
*RS < 11, RS 11-18)

RANDOMIZATION

Arm 1 Arm 2
Breast radiation therapy Observation*
+ +
Endocrine therapy Endocrine therapy
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Background

 Roughly 50% of newly diagnosed breast cancer is stage 1
 The majority of this is ER / PR positive, Her2 Negative.
. Local regional recurrence rates have steadily reduced

. Genomic Assays like Oncotype RS have identified patients with
reduced DM and lack of CT benefit allowing patients to avoid
excess toxicity

«  Multiple studies have demonstrated that genomic assays like the
RS is prognostic for local regional recurrence.

« De-escalation of therapy is a of interest to patients, providers,
and payers
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“Low risk™ by Multi-gene Assay Associated with
Low LRR after Lumpectomy and WBI

0.4 4

0.3 1

0.2 +

0.1+

Proportion of Locoregional
Recurrence
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Oncotype RS

== RS <18
RS 18-30
== RS > 31

Tamoxifen

Log-rank P < .0001

15.8%

7.2%

4.3%

T 1

2 4 6 8
Time (years)

NSABP B14 ( +/- Tam)

Mamounas et al, JCO 2010

10

Mamma print

8 ] Locoregional recurrence risk (95%Cl)
b 5 years 10 years
| 7.7% (4.7-11.7) 13.2% (8.9-18.3)
i 1.6% (0.5-3.7) 5.8% (3.1-9.6)
e
g 4 Gray's test: P=0.002
[ e
& B
8 o
& : 0
< Low Risk: 5.8% 10 yr LR
i -
2 ¥
©
>
§
3 - high risk
/_//_:__
© - low risk
T v T v T v T ¥ T v T
0 2 4 6 8 10
No. at risk Follow-up (years)
BCT
70-GS high risk 257 257 247 204 177 131
70-GS low risk 224 205 186 150 112 78

Netherlands Registry
Lump + WBI

Drukker et al, Breast Cancer Res Treat 2014
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Sample from 7 Trials (N=9,377)

s 1 |
7 = 1 7 7 8 ER positive and/or PR positive, HER2
n; " negative/unknown (N=8,816)
CA LG B 9 3 4 3 Pathological tumor size < 2 cm,

node negative

NSABP B21 ST

Breast Conserving Surgery
(N=4.249)

Tront/Vancouver [
GBSG-V |
TAILORX el
NSABP B14
NSABP B20 =

Oncotype DX score <18
(N'=1,778)

| |

No radiotherapy
(n=373)!

Radiotherapy

Jayasekera et al. JNCI2018 djy12 (n=1,405)°
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Table 2. Hazard ratios for recurrence-free interval and overall and breast cancer-specific survival for omission vs receipt of radiotherapy

Mo. of events/Total No. of women

Study endpoints No. NoRT RT HE. (95% CI) F*
RFI
Unweighted (no RT vs RT)} 1778 53/373 91/1405 2.59 (1.38 to 4.89) 003
Propensity weighted (no RT vs RT) 1778 2.75(1.67 to 4.54) <.001
Competing risk model (no RT vs RT)t 1778 2,63 (1.40 to 4.92) 003
Locoregional RFI§
Unweighted (no RT vs RT) + 1741 38/366 30/1375 3.91(1.81t0 845) 001
Propensity weighted (no RT vs RT) 1741 3.92 (1.87 to 8.20) <.001
Competing risk model (no RT vs RT) 1741 3.97 (1.85 to 8.50) <.001
Distant RFI)|
Unweighted (no RT vs RT) + 1710 7/335 30/1375 0.50 (0.26 to 3.10) .90
Propensity weighted (no RT vs RT)$ 1710 0.84 (0.30 to 2.34) 81
Competing risk model (no RT vs RT) 1 1710 0.82 (0.24 to 2.75) 75
Mortality outcomes
All-cause mortality + 1778 44/373 104/1405 0.88 (0.53 to 1.44) 61
Breast cancer-specific mortality 1778 6/373 19/1405 1.14 (0.30 to 4.43) 85

“Two-sided P values are based on Student t test. RFI = recurrence-free interval; CI = confidence interval; RT = radiotherapy.
tAdjusted for patient age, tumor grade (low, moderate, high, er unknown), ER/PR status (ER+ and PR+ or other), HER2 (negative or unknown), initial hormenal treat
ment (tamoxifen, aromatase inhibitors or other), tumor size, trial, and Oncotype DX recurrence score.
fInverse probability of treatment weighted (IPTW) analysis.
§Excluding distant recurrence events.
Excluding locoregional recurrence events.

Jayasekera et al. JNCI2018 djy12
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T = RFI Hazard Ratio for no RT vs. RT 2.59 (95% CI 1.38-4.89)

Absolute difference at 5-years 4.4% (95% CI 0.7 to 8.1%)
p-value =0.03
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97.3% No RT
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N
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OS Hazard Ratio for no RT vs. RT 0.88 (95% CI 0.53-1.44)
Absolute difference at 5-years -0.5% (95% CI -4.8 to 3.8%)
p-value=0.39
0 2 4 6 8 10
Time (Years)
373 371 353 280 247 178
1,405 1,364 1,283 581 521 438



ETFILFEDlimitationt TNZKF A 7-

NRG BR-007DFH A >

e 40-4915 DL I 72 W —>BROO7ZREEH & &b
e HER2 unknown#‘44% —HER2FE 4 IZFRE

« 601 KD LMD 64%H Tamoxifen % {#

- B AR IZAI % {§)

H



Statistics

« Using TAILORXx 10-year local regional recurrence free survival by
recurrence score 2% for RS< 11 and 2.5% 11-18 for IBTR at 9 years
adjusted to a study done for 10 years.

* We assume that a clinically acceptable difference in IBTR at 10 years
to judge omission of RT as non-inferior is 4% (10-year event-free
survival for RT group is 97.8% versus 93.8% for the omission of RT

group).

« To be able to detect non-inferiority as defined with 80% power and a
one sided a = 0.025 and assuming a 5 year accrual (ramp up: Year 1
~ 12/mo; Year 2 ~ 23 / mo, Years 3 — 5 ~ 35/ mo), a total accrual of
1670 (835 per arm) is required. This conservatively assumes loss
to follow-up will be 1% per year

NRG

ONCOLOGY™



Hypothesis

That breast conserving surgery alone is non-inferior to breast
conserving surgery and radiation for in-breast cancer control and
breast preservation for women intending appropriate endocrine
therapy for Stage 1 breast cancer, that is ER and/ or PR Positive,
HERZ2-negative and Oncotype DX Recurrence Score low.

NRG
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- Ageéz 50 yéars anéd < 70 years éf age
+ Pathologic T1 (< 2cm), NO.

° Oncbtype DX Rchrrencé Scoré of < 18

: : : : « ER and/or PgR positive by ASCO/CAP : : : :
I S S S '+ HER2-negative by ASCO/CAP S o S e -
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. T1a tumor (<0 5 cm in s:ze) who do not have an Oncotype DX

........ Recurrence. Score ........ 5 ......... — . A— . Tp— oo o .........
~ « Tissue sample sent to Genomic Health for a Recurrence Scoreto
R determine eligibility. For these patlents Genomlc Health W|II cover the """"

cost of the test.

"5"""Sample to be sent for central Oncotype DX Recurrence Score testlng g
« When a Recurrence Score result of < 18 is received on central testing

for patients with a T1a tumor (< 0.5 cm in size), the patient should be
randomlzed Patlents who do not have a Recurrence Score result of <

.............................................................................................................................................

NRG
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Treatment Arms
Arm 1:

- Post lumpectomy breast radiation using standard methods. (Hypo or
conventional fractionated whole breast irradiation with or without boost,
Accelerated Partial Breast Irradiation).

- At least 5 years of endocrine therapy (tamoxifen or aromatase inhibitor).
The specific regimen of endocrine therapy is at the treating physician’s
discretion.

Arm 2:

- At least 5 years of endocrine therapy (tamoxifen or aromatase inhibitor).
The specific regimen of endocrine therapy is at the treating physician’s
discretion.

NRG

ONCOLOGY ™



Endpoints

Primary:
* To evaluate whether breast conservation surgery alone results in a
non-inferior rate of in-breast tumor recurrence (IBTR) compared to

breast conservation with lumpectomy and breast radiation in eligible
breast cancer patients.

Secondary:
* Qverall breast conservation rate (Rate of second breast conserving)
 Endocrine therapy adherence
 Cosmetic outcome (Cosmesis)
 QOL (Breast Pain and Worry for Recurrence
* |nvasive-DCIS Recurrence-free Interval (IRFI)
* Distant disease free Interval (DDFI)
* Disease Free Survival

NIRG e OQverall survival (OS)

ONCOLOGY ™




Statistics

« Using TAILORXx 10-year local regional recurrence free survival by
recurrence score 2% for RS< 11 and 2.5% 11-18 for IBTR at 9 years
adjusted to a study done for 10 years.

* We assume that a clinically acceptable difference in IBTR at 10 years
to judge omission of RT as non-inferior is 4% (10-year event-free
survival for RT group is 97.8% versus 93.8% for the omission of RT

group).

« To be able to detect non-inferiority as defined with 80% power and a
one sided a = 0.025 and assuming a 5 year accrual (ramp up: Year 1
~ 12/mo; Year 2 ~ 23 / mo, Years 3 — 5 ~ 35/ mo), a total accrual of
1670 (835 per arm) is required. This conservatively assumes loss
to follow-up will be 1% per year
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BR007 Schema

Women > 50 yo with pT1NOMO, HER2- NEG.
ER and/or PgR-Positive Breast Cancer

Resected by Lumpectomy and
Oncotype-DX RS <18

STRATIFICATION

eAge (< 65; > 65)
e Tumor size (<1 cm; > 1-2 cm)
*RS < 11, RS 11-18)

RANDOMIZATION

Arm 1 Arm 2
Breast radiation therapy Observation*
+ +
Endocrine therapy Endocrine therapy
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BROC

r of Patients Randomized to Protocol BR007
Targeted Accrual for Screening 1,714

Targeted Sample Size 1,670

Projected monthly accrual in Year 1: 14
Projected monthly accrual in Year 2: 25
Projected monthly accrual in Year 3: 35
Average monthly accrual over last 6 months: 33
Number Screened as of 7/20/2023: 579
Number Randomized as of 7/20/2023: 515

NRG




Characteristics of the ation Enrolled ©mo2023)

] 1
: o
-

)/ - Ad
/0 <-0U VI
s Y

Race/Ethnicity White

Black
Hispanic 6.4
Asian L.
Tumor size > 10 mm 45.2%
Oncotype RS > 11 55%
Breast Radiation Type WBI 42.6%
APBI 15.3%
PBI (15 F) 19.1%

NIRG n = 484
4—-—
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+ Eligibility:
3.2.9 Oncotype DX Recurrence Sc f < 18 i

core orf £ 1o on aiac |
T e R 1gnostic core biopsy or

** For patients with a T1a tumor (< 0.5 cm in size) who do not already have
an Oncotyp.e DX Recurrence Score at study entry, a specimen (unstained
blocks or slides) must be sent to the Genomic Health centralized laboratory._

' -l
5 1alalaltaTiaTs' - ~ .
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. Patients whose tumor already underwent MammaPrint testing as part of

usual care and is in the binary “Low "Genomic Score category meet this
eligibility criteria and an Oncotype RS does not need to be done for eligibility

NRG

—




9.4.1: Dose Recommendat;
* Whole breast with concomitar

- Breast 4000 cGy in 15 fractions of 2.67 Gy q day
- Concomitant Boost 800 cGy in 15 fractions of 0.53 Gy q day
« Whole breast c/w Fast Forward Trial

- Breast 2600 cGy in 5 fractions of 520 cGy q day
- Sequential boost 1000 cGy in 5 fractions of 200 cGy q day

Accelerated Partial Breast Irradiation:
. 30 Gy in 5 fractions of 6 Gy delivered every other day or daily
. 28 Gy in 5 fractions of 5.6 Gy delivered every other day or daily

. 27 Gy in 5 fractions of 5.4 Gy delivered every other day or daily
NRG
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NRG BR009
A Randomized Phase Ill Adjuvant Trial of Ovarian
Function Suppression + Endocrine Therapy +/- Adjuvant
Chemotherapy in Premenopausal Patients with pNO-1,
ER+/HER2-Negative Breast Cancer and RS < 25

(OFSET Chemo)



Background/Rationale

 TAILORX: Node negative
— No benefit with CET vs. ET in postmenopausal pts with pNO/RS 11-25

— Significant benefit with CET vs. ET in premenopausal pts with
PNO/RS 16-20 (and high clinical risk) or RS 21-25

« RXPONDER: Node positive
— No benefit with CET vs. ET in postmenopausal pts with pN1/RS 0-25

— Significant benefit with CET vs. ET in premenopausal pts with
PN1/RS 0-25 (high clinical risk by definition)

e SOFT:

— Significant benefit with OFS + Exemestane vs. Tamoxifen Alone in
high-risk premenopausal patients who also received adjuvant
chemotherapy

* Neoadjuvant Chemo Studies in ER+/HER2- pts:

— Low pCR in pts with RS <25 irrespective of menopausal status
(ADAPT SABCS 2020)



TAILORX (Sparano 2019)

Distant HR for Distant | Estimated
Adjuvant | Clinical No Recurrence Recurrence by Absolute
Chemo Risk ; Rate Chemo Use Chemo
(No vs. Yes) Benefit
No Low 328 4.6 +£1.5% 1.00
Yes Low 343 48 +1.5% (0.44, 2.28)
RS 16-20 A +1.6%
No High 107 11.9+3.9% 2.26
Yes High 108 | 5.5+ 3440% (0.70, 7.34)
No Low 158 11.4+3.9% 3.16 A +6.4%
Yes Low 161 5.0+3.0% (1.01, 9.94) (+SE 4.9%)
RS 21-25
No High 75 18.8+5.0% 1.86 A +8.7%
Yes High 82 10.1 +£3.7% (0.73, 4.74) (£SE 6.2%)




Aromatase inhibitors versus tamoxifen in
premenopausal women with ER+ EBC treated with
ovarian suppression: a patient-level meta-analysis of
7030 women from four randomised trials

Any recurrence

A
50— 7030 women
10-year gain 2-8% (95% Cl 0-6-5-0)
RR 0-79 (95% Cl 0-69-0-90)
40— Log-rank p=0-0005
—— Aromatase inhibitor
'::f:' ~@— Tamoxifen O
2 2 8 A)
S n
5
o 20
I3 o —® 175%
14-7%
104
0 T T
0 5 10

Recurrence rates per year (% [events/women-years])

and log-rank analyses

Years 0-4 Years 5-9 Years =10
Aromatase inhibitor  1.46 (237/16 276) 1.76 (158/8999) 1-89 (9/476)
Tamoxifen 2.08 (332/15958) 1.74 (150/8639) 0-44 (2/459)
RR (95% Cl) 0-68 (0.58-0-80) 0-98 (0-78-1-23) 3.31(0-99-11-06)
from (o-e)fv -£2.9/137-2 -1-2/74-5 3.2/2-6

Distant recurrence (%)

 Distant

10-year gain 1-9% (95% Cl 0-0-3-8)
RR 0-83 (95% Cl 0-71-0-97)
Log-rank p=0-018

1.9%

= 12:1%
10-2%

T T
] 5 10

Distant recurrence rates per year (% [events/women-years])
and log-rank analyses

Years 0-4 Years 5-9 Years =10
1-16 (190/16 386) 1-01 (93/9222) 0-60 (3/502)
1-44 (233/16169) 1.08 (97/9016) 0-00(0/490)
0-78 (0-65-0-95) 0-91(0-68-1-22) 7-86 (0.72-85-91)
-24-8/101-8 -4-3/45-8 1-4/0-7

EBCTCG Lancet Onc 2022



Aromatase inhibitors versus tamoxifen in
premenopausal women with ER+ EBC treated with

ovarian suppression: a patient-level meta-analysis of
7030 women from four randomised trials

C
504 7030women
10-year gain 0-4% (95% Cl-1-2t0 1.9)
RR 1-01 (95% Cl 0-82-1-24)
40 Log-rank p=0-94
304

Breast cancer Mortality

Breast cancer mortality (%)

10 7.2%
6-8%

= j:‘%

T
0 5 10

Time since trial entry (years)

Death rates in women without recurrence, per year (% [95% ClI])
and log-rank analyses

Years 0-4
Aromatase inhibitor 0-60 (0-48-0-72)
Tamoxifen 0-47 (0-37-0-57)
RR (95% C1) 1.25 (0-93-1-68)
from (o-e)/fv 97/43-4

Years 5-9
0-85 (0-66-1-03)
1-03 (0-82-1.23)
0-80(0-60-1-08)
-9-6/43-5

Years =10

076 (0-02-1.51)
057 (0-08-1.22)
1:45 (033-6-44)
0-6/1-7

All-cause mortality (%)

= 7030women

10 year gain 0-2% (95% Cl-1.5to 1-9)
RR 1-04 (95% Cl 0-86-1-27)

- Log-rankp=0-68

Overall Mortality

Time since trial entry (years)

Death rates per year (% [events/women-years])
and log-rank analyses

Years 0-4 Years 5-9 Years =10
0-69 (115/16 663) 101 (96/9515) 076 (4/525)
0-51(85/16573) 117 (111/9481) 133 (7/525)
1-33 (1-00-1-76) 0-84 (0-64-1-11) 0-64 (018-2.24)
13-8/48.9 -8.6/50-2 -11/2.5

EBCTCG Lancet Oncol 2022



BR009: Schema

« Premenopausal; HR+/HER2- BC
« pNO with RS 16-20 (high clinical risk) or RS 21-25
« pN1with RS 0-25

|
Stratification

Nodal Status (pNO vs. pN1) N —_ 3960
RS (0-15 vs. 16-25)
Age > 40V:nd <40 ;93730 ,\ "6] '!1

ades S
Randomization 0" "15 q:
| , P
Chemotherapy + Ovarian Function
Ovarian Function Suppression +
Suppression + Aromatase Inhibitor*
Aromatase Inhibitor* X 5 Years
X 5 Years

A SWUQ * Tamoxifen can be used if Al is not tolerated
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