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Flat Denial:
Who is Most at Risk?
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Breast-conserving therapy (BCT) is currently the
preferred treatment option for breast cancer
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The Why

BCT compared to
mastectomy

* Decreased length of stay
» Fewer surgical complications

» Lower risk of long term
morbidity
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The Why

Mastectomy
(with or without
reconstruction)
* Diminished quality of life
* Negative body image
» Lower self- esteem
» Difficulty coping
* Decreased sexuality
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HELPING WOMEN WITH CANCER

Hill-Kayser C, Vachani C, Hampshire M et al. Int J Radiat Oncol Biol Phys. 2011: 79(4):1048-54
Han J, Grothuesman D, Neises M, et al.. Arch Gynecol Obstet. 2010; 282, 75-82
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Increasing evidence that BCT
offers a survival benefit for
high risk subtypes
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Expanding oncologically appropriate
indications for BCT can improve
physical and psychologic recovery for
many women with breast cancer...and
possibly survival
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3500 B.C.E until 1970
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NSABP B-06

Mastectomy vs lumpectomy vs lumpectomy with radiation
1976-84

Clinical Twnor Size< 4.0 cim
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Total mastectomy performed in event of ipsilateral
breast tumor recurrence.
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B-06: 20 year follow up
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Greening, W. P.. “Role of the Surgeon in Management of Breast
Cancer.” Journal of the Royal Society of Medicine 73 (1980): 837 - 838.

Table II. Indications for a mastectomy

Absolute indications

« Women with >2 tumours in separate quadrants

 Previous irradiation to the chest wall

» Pregnancy: contraindication to radiotherapy but can
have breast-conserving therapy after neoadjuvant
chemotherapy

» Persistent positive margins

Relative indications

» Collagen vascular disease

» Multiple tumours in same quadrant with indeterminate
microcalcifications

» Tumour size:breast size ratio

| Non-mitigating factors

Table Il Indications for a mastectomy
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49 Al Overview

Contraindications to breast conservation surgery include: pregnancy,
multiple primary tumors in different breast quadrants, diffuse malignant
microcalcifications, inflammatory breast cancer, persistently positive
surgical margins, previous breast radiation, and a very large tumor size
relative to the breast size, which can make achieving negative margins
difficult; in some cases, large tumor size may be considered a relative
contraindication depending on the situation and potential for neoadjuvant
chemotherapy. @
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1980 vs 2025

— Key points about contraindications to breast conservation surgery:
Table II. Indications for a mastectomy
Absolute contraindications:

Absolute indications

: . * Pregnancy @
« Women with >2 tumours in separate quadrants

« Previous irradiation to the chest wall * Multicentric tumors (tumors in multiple breast quadrants) ¢
« Pregnancy: contraindication to radiotherapy but can » Diffuse malignant microcalcifications ¢

have breast-conserving therapy after neoadjuvant « Inflammatory breast cancer &

chemotherapy
« Persistent positive margins * Positive surgical margins after surgery &

sl as e ¢ Prior breast radiation ¢
Relative indications

« Collagen vascular disease

: : . . Relative contraindications:
« Multiple tumours in same quadrant with indeterminate

microcalcifications * Very large tumor size compared to breast size ¢
+ Tumour size:breast size ratio « Collagen vascular diseases like scleroderma
Non-mitigating factors * Morbid obesity ¢
Table II. Indications for a mastectomy * Technical difficulties with radiation therapy due to large breast size ¢
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Where can we do better?

Key points about contraindications to breast conservation surgery:
Absolute contraindications:

* Pregnancy o _

e Multicentric tumors (tumors in multiple breast quadrants) & —

» Diffuse malignant microcalcifications ¢

* |nflammatory breast cancer o

» Positive surgical margins after surgery @

e Prior breast radiation @ _

Relative contraindications:
e Very large tumor size compared to breast size ¢ _
e Collagen vascular diseases like scleroderma ¢
 Morbid obesity ¢

* Technical difficulties with radiation therapy due to large breast size ¢
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Pregnancy

- Comprehensive NCCN Guidelines Version 6.2024
NCCN

NCCN Guidelines Index
Table of Contents

e Breast Cancer During Pregnancy Discussion
WORKUP CLINICAL PRESENTATION PRIMARY TREATMENT2.b ADJUVANT TREATMENT2d
Begin adjuvant
Biscuss chemoth'grdapy in second
First Continuing _ Mastectomy® + trimester™
— |termination: - — a
trimester regnanc axillary staging®P¢ 1 RT postpartum
Non-therapeutic| P y ol + Adjuvant endocrine
If indicated: i
* Chest x-ra-y Adjuvant chemotherapy?d
(with abdominal + RT postpartum?
shielding) T— ﬂt‘ "o llary * | Adjuvant endocrin'e
- »:Il:rdat;r::::‘a‘; - with : therapy postpartum
assess liver ry ;?::sr{::?‘ - Second trimester/
metastases Mo bt Early third trimester e 2
« Consider o distan Preoperative chemotherapy,? RT postpartum
g — metastases maslectom‘y, or BCS® + axillary Adjuvant endocrine
MRI of spine on staging staging®® erapy postpartum?
if indicated to
assess for bone
metastases juvant chemotherapy®4

Late third

trimester staging®P

Breast Surgery for the General Surgeon (part 1)

Mastectomy’ or BCS® + axillary

t Adjuvant endocrine
therapy postpartum®



Second ipsilateral breast cancer
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Second primary/ In breast recurrence

» Recurrence rates vary with tumor biology and stage at
presentation

» Schumacher et al. Ann Surg 2023
» Patients treated between 1997-2010
» 5 year in breast recurrence rate of 4.2 %

» Rates will continue to decrease with improvements in
systemic therapy and radiation techniques
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Printed by Kan Rosenkranz on 3M 52024 9:57:08 AM. For personal use onty. Mot approved for distribution. Copyright i@ 2024 Mational Comprehensie Cancer Metaork, Inc., All Rights Reserved.

National . . . o
comprehensive NCCN Guidelines Version 2.2024 NCCH Gudelnes Index
NCCN ﬁg;‘;gkﬁ Invasive Breast Cancer Discussion

TREATMENT OF LOCAL RECURRENCE: In-breast or Chest wall recurrence™™™ (Without clinically overt axillary recurrence)
(For REGIONAL + LOCAL RECURRENCE see BINV-20)

INITIAL (PRIOR SURGERY) PRIOR RT LOCAL-REGIONAL (CURRENT) TREATMENT

Repeat BCS + surgical axillary staging if no prior

No  ENDS R
K Yes Total mastectomy®°° + surgical axillary staging if no >
prior ALND""" + repeat RT if feasibleP:PPP J— Consider appropriate

systemic therapy™"
*|(See BINV-K, BINV-L,
BINV-P, BINV-Q)

No Surgical resection if feasible999 + surgical axillary
staging™™" + postmastectomy radiotherapy (PMRT)P

Mastectom
y < y Surgical resection if feasible999 + surgical axillary

o3 staging if no prior ALND""" +repeat RT, if feasibleP:PPP

Y
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follow the data
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second conservative treatment for ipsilateral breast tumour recurrence:
Multicentric study of the GEC-ESTRO Breast Cancer Working Group
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Clindeal and Translational Radiation Oncology 38 (2023) 71-76

:fe*"flg":"‘!-f* 51;'-'. : Contents lists available at ScienceDirect
%ﬁ‘ 3 o - - -
Sops Clinical and Translational Radiation Oncology

EILSEVIER journal hemapage: www.sciencadirect.com/journal/clinical-and-translational-radiation-oncology

Original Research Article

10-Year oncological outcome report after second conservative treatment for 5=
ipsilateral breast tumor event

Jean-Michel Hannoun-Levi ™ , Jocelyn Gal ", Renaud Schiappa”, Marie-Eve Chand”

* Deparemerat of Bodiarion Oncology, Anmine Locosome Cancer Cemtre, University of Coee o Az, Nice, France
t'J:ln:;:|-|:|:r.|:|'r:u:il'|.r of Epidemiology aond Biostatistics, Anfoine Larasagne Concer Cenre, University of Code ' Azur, MNice, France
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JAMA Oncology | Original Investigation
Effectiveness of Breast-Conserving Surgery and 3-Dimensional Conformal
Partial Breast Reirradiation for Recurrence of Breast Cancer

in the Ipsilateral Breast
The NRG Oncology/RTOG 1014 Phase 2 Clinical Trial

Douglas W. Arthur, MD; Kathryn A. Winter, MS; Henry M. Kuerer, MD, PhD; Bruce Haffty, MD; Laurie Cuttino, MD; Dorin A. Todor, PhD;
Pramila Rani Anne, MD; Penny Anderson, MD: Wendy A. Woodward, MD: Beryl McCormick, MD; Sally Cheston, MD; Walter M. Sahijdak, MD;
Daniel Canaday, MD; Doris R. Brown, MD, PhD; Adam Currey, MD; Christine M. Fisher, MD, MPH; Reshma Jagsi, MD, DPhil;

Jennifer Moughan, MS; Julia R. White, MD
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NRG Oncology/ RTOG 1014:
Prospective phase 2 Trial

» Key inclusion Criteria

» In breast recurrence of DCIS or invasive disease > 1
year from prior treatment

» Unifocal disease

» < 3 positive nodes

» Recurrence < 3cm

» Margin negative excision

» Target lumpectomy cavity clearly defined
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. *
Conclusions and Relevance

For patients experiencing recurrence of breast cancer in the ipsilateral breast after lumpectomy
and whole breast irradiation, a second breast conservation was achievable in 90%, with a low risk
of re-recurrence of cancer in the ipsilateral breast using adjuvant partial breast reirradiation. This
finding suggests that this treatment approach is an effective alternative to mastectomy.
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18™ ST.GALLEN INTERNATIONAL

BREAST CANCER CONFERENCE 2023

» 63 year old with stage 2 ER+ breast cancer
treated with BCT with in breast recurrence
3 years later

- 74% strongly recommend mastectomy
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18™ ST.GALLEN INTERNATIONAL

BREAST CANCER CONFERENCE 2023

» 63 year old with stage 2 ER+ breast cancer treated with BCT with
in breast recurrence 9 years later

- 25 % recommend mastectomy

- 15 % recommend partial mastectomy alone
- 58 % recommend partial mastectomy with radiation

»> 70% recommend BCT

Breast Surgery for the General Surgeon (part 1)



Memorial Sloan Kettering

From: Management of ipsilateral breast tumor recurrence following breast conservation
surgery: a comparative study of re-conservation vs mastectomy
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Second primary/ In breast recurrence:
Repeat lumpectomy is an option

- Patient selection
- Low risk tumors
- Consider interval from initial treatment
- Patient motivated toward BCT
- Multidisciplinary discussion
- Marking of the biopsy site (clip the cavity)

Breast Surgery for the General Surgeon (part 1)



Multiple ipsilateral breast cancer
(multifocal or multicentric)

Pre-operative
diagnosis is increasing

/ : /  Improved sensitivity of
/ \k/ / \k/ breast imaging

* Growling use of screening
and staging breast MRI
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Incidence:
6-75% of patients diagnosed pre-operatively
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Historical, retrospective studies which reported

high rates of local regional recurrence in patients
with MIBC undergoing BCT

Years Published MIBC Median f/u MIBC LRR MIBC LRR
studied patients (mo) (n) (%)
(n)
10 64 4 40

Leopold et al 1968-1981 1989
Kurtz et al 1975-1983 1990 61 71 15 24
Wilson et al Prior to 1989 1993 13 71 3 25

Leopold KA et al. J Radiat Oncol Biol Phys. 1989;16(1):11-6
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Years Published MIBC Median f/u MIBC LRR

studied patients (mo) (%)
(n)

Cho et al 1989-1997 2002 15 76 0 0
Giron et al 1989-2002 2003 36 45 1 2.7
Gentilini et al 1977-2002 2009 476 73 24 5.1
Lim et al 1990- 2003 2010 147 59 3 4.7
Bauman et al 1998- 2008 2010 22 42 1 4.4
Yerushalami et 1989-2005 2011 300 94 17 5.5
al

Cho LC etal. Am J Surg. 2002;183:650-4

Giron G et al. J Am Coll Surg. 2003;187:726-9

Gentilini O et al. Breast Cancer Res Treat. 2009:113(3): 577-83

Lim W et al Ann Surg. 2009;249:87-90

Bauman L et al. Ann Surg Oncol. 2010;17 430 Suppl 3:325-9
Yerushalmi R et al. Ann Oncol. 2012 Apr;23(4):876-81 Epub 2011 Aug 2
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ALLIANCE Z11102 Trial
[ Registraton |
!

Breast conservation surgery
Lumpectomy with nodal staging
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Radiation therapy
Whole breast irradiation (WBI)

Systemic therapy
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711102 PRIMARY ENDPOINT

» To assess the local recurrence (LR) rate with breast

conservation in patients with multiple ipsilateral breast
cancer (MIBC)

» Acceptable 5-year LR rate for BCT was defined as
less than 8% based on historic recurrence rates in

unifocal disease
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Z11102 Secondary Endpoints

Superior

Po;sterior B VEGIEL C O S m e S i S

Inferior
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Superior

ALLIANCE Z11102: Feasibility

134 Inferior
(73.6%)
N BCT
- B Converted to Mastectomy
3
g
f 96.7% had 2 or
42
= .
£ (23.1%) fewer surgeries
13
2 0 0 192.9%] (2 ;] 0 0 1 1 0
(0.0%) (0 034) (0.0%) " l0.0%)  (0.0%)(7.1%)  (0.5%)(0.0%)
— -
N/A, negative 1 2 3 a 5
margins not
achieved
Mumber of surgeries
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Z11102 Proportion of patients with MIBC
converted to mastectomy

7% conversion to mastectomy

m BCT B Mastectomy
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Z11102: Radiation

The Feasibility of Radiation Therapy after
Breast-Conserving Surgery for Multiple

Ipsilateral Breast Cancer: An Initial Report from
ACOSOG Z11102 (Alliance) Trial

)
-

Lawrie W. Cutting, MD," Linda McCall, M5, Charlotte Kubicky, MD,” Karla V. Ballman, PhiD,
Huong Le-Petross, MD, Kelly K. Hunt, MD, Bruce Haffry, MD," Kari M. Rosenkranz, MD," and
Judy C. Boughey, MD™*
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Z11102 and Radiation

» Cuttino et al

»Breast conservation followed by whole breast RT plus
boost to each tumor bed was feasible in the majority of
patients with MIBC.

»Increasing radiation boost volume was associated with
increased incidence of acute dermatitis, but was not
associated with worse overall cosmesis.
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Excellent

Good

Fair

Poor

Missing or Not Done

Patient Breast Cosmesis Score

5-30 days
(N=216)

89 (51.7%)
60 (34.9%)
21(12.2%)
2 (1.2%)
42

6 months
(N=205)

49 (32.5%)
71 (47.0%)
28 (18.5%)
3 (2.0%)
54

711102 and Cosmesis

12 months
(N=199)

43 (30.1%)
64 (44.8%)
30 (21.0%)
6 (4.2%)
56

18 months
(N=196)

46 (33.1%)
64 (46.0%)
24 (17.3%)
5(3.6%)
57

24 months
(N=194)

44 (32.4%)
52 (38.2%)
35 (25.7%)
5 (3.7%)
58

36 months
(N=165)

37 (36.6%)
34 (33.7%)
23 (22.8%)
7 (6.9%)
64

48 months
(N=93)

20 (38.5%)
17 (32.7%)
13 (25.0%)
2 (3.8%)
41

PROs good or excellent cosmesis at 3 and 5 years: 70.3, 73.7%

PROs poor cosmesis at 3 and 5 years: 6.9, 0%

60 months
(N=44)

4(21.1%)
10 (52.6%)
5 (26.3%)
0 (0.0%)
25
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FOR CLINICAL TRIALS IN ONCOLOGY
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L.ocal Recurrence Z11102
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FOR CLINICALTRIALS IN ONCOLOGY
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Case study: 42 yo female with MIBC
diagnosed after abnormal screening
mammogram
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Both tumors IDC, intermediate grade,
ER+/HER2-, negative for genetic
mutation
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CONSIDERATIONS FOR BCT in MIBC

» Patient preferences

» Breast size

» Expected cosmesis

» Mark biopsy cavities for radiation oncology boost
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Expanding Indications: Tumor Size

U TWO.
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Oncoplastic surgery

* The technical convergence of
oncologic (ablative) and
aesthetic breast surgery,
which attempts to adequately
remove end-stage breast
cancer while retaining or
producing a breast shape and
appearance that closel
approximates a normal breast

* Described 1nitially in 2003
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61 yo female with 7cm ER+ lobular tumor in patient with
relatively small breast

16.1mm CAD~ Collection MIP - SUB *PEAK"
7145
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Batwing mastopexy
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Batwing mastopexy
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1. MRI finding= suggest extensive disea
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Oncoplastic reduction with
contralateral symmetry procedure for
12cm X 6¢cm area
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"CAN | PHONE A FRIEND?"
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Neoadjuvant therapy
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Neoadjuvant chemotherapy
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Biology Matters: Patterns of response

|\ “II.@ '.{
-
— Negative Margins | Pre-op Chemotherapy Negative Margins

HER2+ and triple negative
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Summary

»BCT is preferred to mastectomy in eligible
patients due physical and psychologic benefits
and potential improved survival.
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Summary

»We can expand indications for BCT

» Consider re-irradiation in patients with low risk
second primary/recurrent disease

» Offer BCT to patients with multiple ipsilateral
breast cancer

» Incorporate oncoplastic surgical techniques
» Utilize neoadjuvant therapies
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Case Study
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Case Study

Breast Surgery for the General Surgeon (part 1)



Case Study

» Core biopsy demonstrated:

» Invasive ductal cancer, Grade 2
» ER 8/8, PR 7/8, Her2 0
» Ki-67 15%
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Case Study

» Patient initiated neoadjuvant anastrozole
» Ki-67 2 weeks post-initiation dropped to 6%
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Case Study
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Case Study

» Patient underwent a left partial mastectomy and SLN biopsy

» Final pathology revealed a 4 cm tumor bed with marked treatment response
» Residual disease measured 8 mm with 10% tumor cellularity
» SLNs x 2 negative
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Neoadjuvant Endocrine Therapy in Breast Cancer

B Attractive features of neoadjuvant endocrine therapy for HR+ breast cancer
— Well-tolerated toxicity profile; can be used in the peri-operative period

— Improve the likelihood of breast conservation surgery or to make an inoperable
tumor resectable

— As aresearch tool:

E Development of molecular biomarkers to predict long-term outcomes, allow for risk
stratification and individualization of therapy

E Determine the biologic basis of estrogen pathway-targeting agents

B Drug development -> can surrogate endpoints in neoadjuvant trials predict long-term
outcome in adjuvant trials?
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Neoadjuvant Endocrine Therapy in Breast Cancer

pCR rate to neoadjuvant chemotherapy (NCT)

Pooled analysis of data from 12 international trials and 11,955 patients

linical tumor subtype pCR rate (95%CI)

Hormone-receptor-positive, HER2-negative, grade 1/2 (n=1986) —+ 75 (6:3-8-7)

Hormone-receptor-positive, HER2-negative, grade 3 (n=630) —— 16 2 (13-4-193)
HER2-positive, hormone-receptor-positive, trastuzumab (n=385) —— 30:9 (26:3-35-8)
HER2-positive, hormone-receptor-positive, no trastuzumab (n=701) —— 183 (15-5-21.3)
HER2-positive, hormone-receptor-negative, trastuzumab (n=364) ' 50-3 (45:0-55'5)
HER2-positive, hormone-receptor-negative, no trastuzumab (n=471) S — 302 (26-0-34-5)
Triple negative (n=1157) — 336 (30-9-36-4)

| | | | | |

0 10 20 30 40 50 60
Pathological complete response (%)

Cortazar P, et al, Lancet 2014;384:164-72.
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PCR vs not in response to neoadjuvant chemotherapy is not prognostic in low

grade HR+/HER2- breast cancer

EFS by pCR status vs hon-pCR
Hormone-receptor-positive, Hormone-receptor-positive, Hormone-receptor-positive,

= HER2-negative HER2-negative, grade 1/2 HER2-negative, grade 3

£ 101 : .

2 aoﬁy —¥ t‘%

>

2 “| HR+/HER2- | HR+/HER2- ||| HR+/HER2-
HR+/HER2- &Y |1 Gradel1/2 | Grade 3

£ | HR0.49 (95% CI0.33-0.71) || | HR0.63 (95%CI0.38-1.04) ||| HR0.27 (95% CI 0.14-0.5)

TR S S S S NP A S B B 12 3 4 5 & 7 8 9 12 3 4 5 6 7 8 3

Number at risk

HER2+

pCR 270 244 224 184 113 69 21 6 2 2

NopCR 2491 2226 1978 1616 1017 658 247

Event free survival (%)

100~

80+

60+

40

84 20 1

HER2-positive

1838 1653 1493 1236

148 134 123 102 55 33 10 S5 2 2

790 517 198 68 15 1

HER2-puositive, hormone-receptor-positive

02 92 83 71 49 30 9 1 0
528 458 376 290 173 111 38 14 5

HER2-positive, hormone-receptor-negative

HR+/HER2+ |1 HR-/HER2+
1 HR0.39 (95% CI 0.31-0.5) 1 HR0.58 (95% CI 0.42-0.82) 7 HRO0.25 (95% CI 0.18-0.34)
R R
Number at risk Time since randomisation {vears) Time since randomisation (years)

pCR 586 527 454 371 212 120 37 4 2 1
NopCR 1403 1157 918 713 436 269 106 33 3 1

247 224 194 157 91 50 17 2 2 1
839 723 617 484 306 198 79 24 3 1

325 293 250 205 115 65 19 2
510 392 269 200 111 59 22 6

g loo_TripIenegative
T . — pCR
S g
s E—
2 ol No pCR
w
TNBC & 1
2 TNBC
£ ™ HR0.24 (95% CI0.018-0.33)
= 0 T T T T T é T é' T
L 0 1 2 3 4 5 7 9

: Time since randomisation (years
Number at risk fmest isation (years)

pCR 389 349 310 250 166 88 29 1 1
Nop(R 768 604 429 317 196 125 50 13 1

Cortazar, et al Lancet 2014, 384: 164-72
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TAILORXx (NO)

Many early stage ER+/HER2- patients do not benefit from adjuvant chemotherapy

1.0~

0.4 -

0.2~

Distant Recurrence-Free Probability

—— Arm A RS 0-11: Assigned to ET Alone

==+ ArmB RS 11-25: Randomized to ET Alone
""" Arm C RS 11-25: Randomized to Chemo + ET
*=+= ArmD RS 26-100: Assigned to Chemo + ET

0.0
T T T T T T T T T T
0 12 24 3% 48 60 72 84 9 108
Number at risk Months
—— 1619 1573 1530 1490 1432 1351 1210 913 541 231
--- 3399 3318 3239 3147 3033 2833 2537 1947 1267 581
------ 3312 3215 3142 3059 2935 2734 2432 1866 1197 554
—-= 1389 1297 1191 1110 1015 643 480 345 199 85

only group

RxPonder (N1)
Oncotype RS <25
D Distant Relapse—free Survival, All Participants
1.0 Chemoendocrine
= — 0.8 Endocrineonly“?\{L
c ©
8.2
2 E 5-Yr Distant
O& 0.6
S No. of No. of Relapse—free
z._.é Participants Events Survival
= d 044 %
v = .
- Chemoendocrine 2487 150 94.9
EE Endocrine Only 2497 175 93.9
0.2+ Hazard ratio for distant recurrence or death,
0.88 (95% Cl, 0.71-1.09)
P=0.
oob—P=%2
0 1 2 3 4 5 6 7 8 9
Years since Randomization
No. at Risk
Chemoendo- 2487 2292 2145 1970 1729 1522 1008 542 188 21
crine group
Endocrine- 2497 2348 2207 2002 1784 1540 1013 533 190 24

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

oncotype )X

Breast Recurrence Score

K Kalinsky et al. N Engl J Med 2021,385:2336-2347.

Prosigna

BREAST CANCER ASSAY

EndoPredict’

Breast Cancer Prognostic Test
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O

100+ = - Low clinical and genomic
90 — High clinical,
- | .
5 &0 Low clinical, high genomic haw genomis
b — 704
aR
= ; 60+ High clinical and genomic
£8 s0-
ER:]
22 a0
22 304
4
a 20+
10+
C T T T T 1
0 2 4 6 8 10
Year
No. at Risk
Low clinical and 2745 2628 2331 735 33
genomic risk
Low clinical, high 592 550 484 136 2
genomic risk
High clinical, low 1550 1457 1317 311 9
genomic risk
High clinical and 1806 1689 1462 395 11

genomic risk

Breast Cancer

INDEX'

Cardoso F et al. N Engl J Med 2016;375:717-729.
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IMPACT

Anastrozole

e

Combination

Neoadjuvant Endocrine Therapy Improves
reast Conserving Surgery (BCS) Rate in Postmenopausal Women

Conversion to BCS

.
B
5
:
B

At baseline, 124 of 330 patients were ineligible for breast conservation surgery

Smith IE, et al, J Clin Oncol 23:5108-16, 2005
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Neoadjuvant Endocrine Therapy Improves
Breast Conserving Surgery Rate

p<0.001

P024 60%

40%

[ER+ (>10%)

Stage 2/3 20%

0%
Clinical response  Mammographic Ultrasound Breast
response response conservation

At baseline, none of the patients were eligible for breast conservation surgery

Eiermann W, et al, Ann Oncol 12:1527-32, 2001
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Three Aromatase Inhibitors Are Equivalent

Clinical Response

21031

60%

Letrozole

/

[ ER+ J_, Anastrozole
Stage 2/3

40% -

FENENERE

20% -

Ellis, MJ, et al, J Clin Oncol 29:2342-2349, 2011

0% -
Exemestane Letrozole Anastrozole
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Neoadjuvant Endocrine Therapy (ET) vs Chemotherapy (CT)

Endocrine therapy (ET) Chemotherapy (CT) Sample Clinical P
Author Size Response Value
Year Agents Duration Agents Duration (n) (ET vs CT)

Semiglazov Anastrozole or 12 wks Doxorubicin and 12 wks 239 65% vs 64% >0.5
2007 exemestane Paclitaxel Q3wk x 4
Alba Exemestane 24 wks EC-T (Epirubicin plus 24 wks 95 48% vs 66% 0.075
2012 plus goserelin if Cytoxan Q3w x 4 then

premenopausal Docetaxel Q3w x 4
Palmieri Letrozole 18-23 wks FEC x6 or 18 wks 44 91% vs 77% 0.32
2014 FEC x3 then Tx3if SD

or PD

Semiglazov VF, et al. Cancer. 2007;110(2):244-254.
Alba E, et al; GEICAM. Ann Oncol. 2012;23(12):3069-3074.

Palmieri C, et al. Breast Cancer Res Treat. 2014;148(3):581-590.
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Neoadjuvant Endocrine Therapy (ET) vs Chemotherapy (CT)

T2N1-2, T3NO-1, T4ANOMO, ineligible for breast conservation therapy (N=239)

Postmenopausal Women, ER+ (>10%) and/or PR+,

l

!

(N=118)

Neoadjuvant Chemotherapy (N=121)

Neoadjuvant Endocrine Tx

3 months

l l

Anastrozole Exemestane
(N=61) (N=60)

) !

Surgery

Breast Surgery for the General Surgeon (part 1)

Semiglazov VF, et al, Cancer 110:244-54, 2007



Neoadjuvant Endocrine Therapy (ET) vs
Chemotherapy (CT)

_ Endocrine Therapy (N=121) Chemotherapy (N=118)

Clinical Response 65% 64%
pCR 3% 6%
Breast conservation 33% 24%

ER Allred > 6 Endocrine Therapy (N=70) Chemotherapy (N=63) —
Clinical Response 70% 60%
Breast conservation 43% 24% 0.05

Semiglazov VF, et al, Cancer 110:244-54, 2007
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Treatment Duration for Neoadjuvant Endocrine Therapy

A phase 2 trial of neoadjuvant letrozole for 4 months to 1 year in postmenopausal women
— The median time to objective response was 3.9 (95% ClI, 3.3-4.5) months;
— The median time to maximum response was 4.2 (95% ClI, 4.0-4.5) months;
— Athird reached the maximum response within 6-12 months;
— Llombart-Cussac A, et al, Clin Transl Oncol (2012) 14:125-131

Continuing letrozole in responding patients beyond 3-4 months achieves further tumor size

reduction
— DixonlJetal BCRT (2009) 113:145-151
— Krainick-Strobel et al, BMC Cancer (2008) 8:62

* Increased pCR rate with prolonged letrozole therapy
— Allevi, etal BJC (2013) 108: 1587-1592

In conclusion, 4-6 months of NET is adequate to evaluate efficacy. In patients with evidence of
initial response, longer duration allows for the improvement of response
and optimization of surgical treatment.

Breast Surgery for the General Surgeon (part 1)



2-wk Ki67 on NET Predicts Relapse Risk

IMPACT

Years since randomization

2-week Biopsy

Anastrozole

Combination

ER+
Stage 2/3 2-week Ki67

Relapse Free Survival

<ImMmOGXICW

Years since randomization

Dowsett et al, JNCI 99 (2007) 167
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Ki67 >10% at Week 2-4 on NET

Recurrence-Free Survival by Week 2-4 Ki67 Using 10% Cut Point
(L E—
S 90- e
14-16 weeks = 80- |-
CG ---------
= 704
21031 Letrozole ||° Z  cod
-}
ER+ (Allred 6-8) R ﬁ 50 -
[Clinical Stage 2/3 Anastrozole E S‘:) 40 -
Exemestane ||} g . Week 2-4 Ki67 < 10%: 14 events
J|Y c 207 ... Week2-4Ki67>10%: 11 events
T O 10- Log-rank p value = .00441
3 Ll 1 1 I I 1 1 1 I 1 1 1 1 | I
2-4 wk biopsy 3 o ] 2 3 4 8 6 7
- Time Since Surgery (years)
No. at risk:
Ki67 low: 170 159 150 137 103 30
Ki67 high: 48 47 41 35 23 6

Ellis MJ et al J Clin Oncol 35:1061-9, 2017
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POETIC TRIAL

PeriOperative Endocrine Therapy for Individualized Care

Postmenopausal women with newly diagnosed
Tumor-FFPE

N=4,486 [ ER/PgR positive invasive breast cancer

Palpable or ( RANDIOMIZE ] Baseline
=1.5cmon U/S | 2:1ratio | -

PERIOPERATIVE THERAPY NO PERIOPERATIVE THERAPY
Al treatment for 2 weeks 2 weeks

SURGERY SURGERY

Continue Al for 2 weeks
post-operatively

[ Further treatment in accordance with local practice |

Primary endpoint: Time to recurrence
Second objective: association between Ki67 (dichotomized at 10%) and disease outcomes.
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POETIC TRIAL PeriOperative Al Group  ER+HER2-(n=2,235)

median F/U 62-9 months

100 Group 5-year recurrence risk (95% CI)
U e — Low-low | 4-3% (2-9-6-3%)
— P9 High-low 8:4% (6-8-10-5%)
=
g High-high | 21:5% (17-1-27-0%)
(<]
S 50+
L
Q
o
£ |
T a5 — lLowdow Ki67
—— High-low Group
—— High-high Baseline 2 week
Unadjusted hazard ratio 2-59 (95% Cl 1-93-3-47); p<0-0001
0 : : | : : ] | Low-low <10% <10%
0 1 2 3 4 5 6 7
High-low =10% <10%
Number at risk
(number censored) High-high 210% 210%

Low-low 704 (11) 688(18) 676(34) 657(100) 585(235) 443(434) 243(580) 97 (=)
High-low 1097(7) 1077(21) 1052(44) 1011(130) 902 (378) 638(678) 327(882) 121(-)
High-high 406 (5) 387(9) 366(17) 336(35) 302(111) 220(227) 98(290) 33 (=)

* 9% time to recurrence events were reported in pts with ER+ HER2- breast cancer on PeriOperative Al.
* Pts with Ki67; <10% (732 [33%)] of 2235) had a better prognosis than those with a Ki67; of 210% (1503 [67%] of 2235 patients).
* Pts with Ki67,,, remained high (high—high) were significantly more likely to recur than Ki67,,, had dropped below 10% (high—low).
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Preoperative Endocrine Prognostic Index (PEPI)

Pathology, Biomarkers RFS_ BCS : g5 1091 T
Factors HR Points [ HR Points = 90- STeaaeme ..
S 80+
Tumor size  T1/2 - 0 - 0 S 70
T3/4 2.8 3 44 3 PEPI 0 ﬁ 60
@
Node status No - 0 - 0 = 501
Yes |32 3 3.9 3 pPT1/2 pNO £ A
H e =94 : 3 events
LnKi67level 0 -1 | - 0 ; 0 Ki67 < 2.7% B G S
1+ -2 1.3 1 1.4 1 _ 2 40 - Log-rank P value = .0221
2+ -3 1'7 1 2'0 2 ER Allred 3 8 aﬂ:n T T T T T T T T T T T T T T
3+ 4 22 2 2.7 3 0 1 2 3 4 5 6 7
4+ 2.9 3 3.8 3 Time Since Surgery (years)
No. at risk:
ER A"rEd 0-2 2'8 3 7'0 3 ;e:: P:F‘I 101 98 93 84 68 1 21 6
3-8 - 0 - 0 Non-zeroPEPI 179 162 146 131 106 71 45 14
P024 21031 Letrozole
Letrozole —
ER+ A
nastrozole
[ Stage 2/3 Stage 2/3
Tamoxifen
Exemestane
Ellis MJ, et al., J Natl Cancer Inst 100:1380-8, 2008 Ellis, JCO 2017

Breast Surgery for the General Surgeon (part 1)



Association between pretreatment recurrence score and response to NET

Author (Year) RS Patients in each Response rates p-value (RS as
subgroups subgroup (cCR + cPR) categories)
Akashi-Tanaka <18 11 64% p=0.11
et al. (2009) 18-30 16 31%
[72] =30 16 31%
Ueno et al. (2014) <18 32 59% Ref.
[73] 18-30 17 59% p = 0.970
=30 15 20% p=0.017
Iwata et al. (2018) <18 157 55% p < 0.001
[20] 18-30 84 42%
=30 o4 22%

*at multivariate analysis.

Akashi-Tanaka, et al, Breast 2009;18(3):171-4.
Ueno et al, IntJ Clin Oncol 2014;19:607-13
Iwata et al, Breast Cancer Res Treat 2019;173(1):123-33.

Griguolo et al, Cancer Treatment Review 102 (2022), 102323
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Society Recommendations

St. Gallen: Panelists favor NET in women with low-grade and/or low-genomic risk tumors,
and endorsed genomic assays on core biopsies as a strategy for choosing which type of
neoadjuvant therapy (chemotherapy or endocrine therapy) to pursue. Several studies
suggest that a short-term decline in Ki67 during initial NET is a favorable prognostic finding,
identifying a cohort of patients with endocrine-sensitive tumors, unlikely to benefit from
neo/adjuvant chemotherapy

NCCN guideline: NET may be considered for patients with ER positive disease based on
comorbidities or low-risk luminal biopsy based on clinical characteristics or genomic
signatures.

e ASCO guideline Expert Panel recommended against the use of genomic profiles to guide
clinical decision making regarding neoadjuvant treatment given the lack of prospective
randomized trials directly addressing this issue.

* ASBrS Endocrine Resource Guide recommends consideration of NET for post-menopausal
women with Grade 1-2 ER positive tumors to increase breast conservation rates
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Conclusion

* NET is appropriate for majority of postmenopausal women with ER+/HER2-
breast cancer for tumor down staging to facilitate surgery.

 Short term Ki67 response is a validated prognostic marker.

« NET trials should consider incorporating intrinsic subtype in eligibility criteria or
stratification factor, and Ki67 based biological endpoints.

 Prospective studies are needed to address:
« Which patients are better treated with NET vs NCT?
« Could more effective ET or the addition of CDK4/6i spare patients from chemotherapy?
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Case Study

» 57 year old post-menopausal woman palpated a mass in the left
breast
» PMH significant for asthma
» No family history of cancers

» Physical examination revealed a firm palpable mass at the three
o’clock position of the left breast that measured 4-5 cm clinically

» Clinically negative left axilla
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Case Study
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Omission of Sentinel Lymph Nod
Surgery in Patients Under Age 70

Laura S. Dominici MD, FACS

Associate Professor of Surgery, Harvard Medical School

Surgeon, Dana-Farber/Brigham Cancer Center, Boston, MA



Take Away Points

» Multidisciplinary discussion is key

» Make sure in de-escalating axillary surgery,
you aren’t escalating something else

»Not all patients omitting axillary surgery
need an ultrasound (see prior talk)
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Purpose of Lymph Node Evaluation

» Informative
» Staging
» Inform treatment recommendations

» Systemic therapy
» Radiation therapy

» Prognostic information

» Local control

» Clinically negative axillary nodes not evaluated pathologically
and untreated by either radiation or dissection have a 20%
risk of local recurrence (NSABP B-04)
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No SLNB (experimental group)

1.0

@ Distant disease-free survival

0.8

0.6

0.4

Distant disease-free survival

0.2+

Distant disease-free

e 9
o
=

survival

0.92
0.90

1.00 -
0.98 _‘q:'—_.._‘;\_&‘q

0 1 2 3 4 5
Years from surgical procedure

6

Log-rank test, P=.67

0 .
0 1
No. at risk
SLNB 708 702
No SLNB 697 684

Gentilini JAMA 2023; Reimer NEJM 2024

2 3 4 5
Years from surgical procedure

694 684 657 532
675 669 640 512
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Recent trials—SOUND and INSEMA

SLNB (control group)

1400 and 5502 patients, RCTs
>5.5yrs follow up

Early-stage breast cancer (T1-T2, vast
majority were T1)

Negative axillary ultrasound or
abnormal axillary ultrasound (single
node) with negative FNA

Breast conserving surgery, planned
for whole breast radiation

No significant differences in local and
distant outcomes with/without nodal
surgery



Implementation Considerations

* Multidisciplinary decision
making
* When is nodal information
needed?
 Systemic therapy decisions
e Radiation therapy decisions

* Which patients should be
having axillary US?
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Established

» Triple negative breast cancers
» HER2+ breast cancers

» Premenopausal patients with
hormone positive breast cancer
» RxPONDER trial

» Chemotherapy benefit in pre-
menopausal with 1-3 positive nodes
even with low genomic risk score

Kalinsky, NEJM, 2021
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Invasive disease-free survival
0.00 020 040 060 080 1.0
1 1 1 1 1 L

Number at risk

Systemic Therapy Decisions--

CET 5-year IDFS 94.2%

ET 5-year IDFS 89.0%

CET (N=834; 51 events)

ET (N=831; 91 events)
Adjusted HR = 0.54; 95% CI 0.38-0.76; p=0.0004

S5-year IDFS Absolute Difference 5.2%

0

T T T T T L L} T
1 2 3 4 5 6 7 8
Years since randomization

CET 834 763 704 625 535 454 272 116 34
b ET 831 760 699 602 529 429 245 99 31



Systemic Therapy Impact--Case

* 62yo0 healthy female

* 1.5cm mass on screening
mammogram, confirmed on US

e US core~>

* |Invasive ductal cancer grade 3
* ER+ PR+ HER2-

e Axillary management?
e US and consider omission if negative?
3D Tomosynthesis Slice * Recommend sentinel node biopsy?
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Systemic Therapy Impact—Case

» Lumpectomy and sentinel node biopsy performed

» 1.7cm invasive ductal cancer, grade 2 ER+ PR+ HER2- and 1 out of 3 sentinel
nodes with 5mm metastasis

» Genomic testing revealed intermediate risk score

» Adjuvant therapy recommendations:
» Whole breast radiation with high tangents

» No chemotherapy recommended as intermediate risk score and post-
menopausal

» Aromatase Inhibitor
» CDK4/6 inhibitor
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AJCC Anatomical
TN (M0 m
Stage llIA TOMN1
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Systemic Therapy Decision
Making—ER+ Early Breast Cancer

NQO not allowed in monarchE

monarchE?*

Only if grade 3 or Ki-67 220%
Only if grade 3 or Ki-67 220%

X

Only if grade 3 or Ki-67 220% =

L SNNANNN

Only if tumor size =5 cm or
grada&nrﬁl—ﬁ?&ﬂ%

V’ S

abemaciclib

In monarchE, relatively
few patients with stage
Il were allowed:
« M1 allowed only if
grade 3 or
Ki-67 220%

In moanarchE, within

stage Il

¢ MO not allowed (in
e}

v W1 (whether in lILA
or lIB) allowed anly
if tumior size 25 cm,
grade 3, or Ki-&7
220%




Radiation Therapy Impact-Case

* 57yo female with chronic
bronchitis/COPD

* /mm mass seen on
screen—>diagnostic
mammogram and US

* US core~>

* Invasive ductal cancer, grade 1
* ER+ PR+ HER2-
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Radiation Therapy Impact-Case

» Lumpectomy and sentinel node biopsy
performed

» 0.7cm invasive ductal cancer, grade 1 ER+ PR+
HER2- and 3 negative sentinel nodes
» Adjuvant therapy recommendations:

» Partial breast radiation to minimize lung volume
treated

» Aromatase Inhibitor
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Radiation Guidelines

‘Adobe Stock | 1205296424

BCS

WBI
with or without boost

Standard Hypofractionated
WBI (45-50.4 WBI (40-42.5

Gy/25-28 Gy/15-16

fractions) fractions)

Not routinely

All ien
recommended patiens

Ultrashort
WBI (26- Brachytherapy
28.5 Gy/5 Interstitial
fractions) Applicator
External beam
3D-CRT
IMRT
Lol Age > 4550 years, T1-2 (< 3
Consider for age > smkLiN, end egatve
margins

50 years

Intraoperative radiation Omission of RT

Age 2> 65 years, T1-2 (< 3 cm),
NO, negative margins,
ER-positive, and
willing to take
endocrine therapy

Not outside of
prospective studies

Shah, JCO Oncology Practice, 2021
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Which patients do not need axillary
US?

» Clinically negative axilla, planned for upfront surgery,
not a candidate for omission of nodal surgery due to

iImpact on systemic therapy or radiation decision-
making

» Clinically negative axilla, planned for upfront surgery,
70 and over with small ER+ HER2- breast cancer with

plans to omit axillary surgery (CALGB 9343)
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Axillary Surgery Omission--Case

* 63yo female

* Palpable finding noted in right
breast

e 1.2cm mass identified on
diagnhostic imaging

e US core—~>

* |[nvasive ductal cancer, grade 2
* ER+ PR+ HER2-

* Axillary US demonstrates no
adenopathy
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Axillary Surgery Omission—Case

» Lumpectomy performed

» 1.2cm invasive ductal cancer, grade 2 ER+ PR+
HER2-

» Genomic testing revealed low risk score

» Adjuvant therapy recommendations:
» Whole breast radiation
» No chemotherapy recommended as low risk score
» Aromatase Inhibitor

Breast Surgery for the General Surgeon (part 1)



Take Away Points

» Multidisciplinary discussion is key
» Discussion to ensure nodes will not impact adjuvant therapy
decisions

» Make sure in de-escalating axillary surgery, you aren’t
escalating something else

» All patients in trials received whole breast radiation, not all
eligible patients will need/want this
» Not all patients omitting axillary surgery need an ultrasound

» No need to start doing US in patients 70 and over with early-stage
ER+ HER2- disease

Breast Surgery for the General Surgeon (part 1)
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Introduction

General approach to HR+/HER2- breast cancer varies by clinical stage

Early-stage, node-negative
(cT1-2, cNO)

> Upfront surgery

Locoregionally advanced > Neoadjuvant therapy
(cT3-4, cN2-3)

This paradigm has evolved with greater understanding of tumor biology

Management of node-positive HR+/HER2- disease is uniquely complex

Breast Surgery for the General Surgeon (part 2)



Introduction

Surgical goals: safe de-escalation to minimize morbidity of treatment, particularly in the axilla
Increasing use of sentinel lymph node biopsy (SLNB) over past few decades:

— Standard among cNO patients who have limited nodal disease (1-2 +SLNs) at upfront surgery
with adjuvant RT and systemic therapy

— Axillary downstaging of cN1 disease with neoadjuvant chemotherapy (NAC)

Management of ctN1 HR+/HER2- disease is complex: unique tumor biology, poor response to
neoadjuvant therapies and implications for surgical management
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NAC is not optimal for HR+/HERZ2- disease:

— Low rates of breast and nodal pathologic -
complete response (pCR) of < 20% o
-1
— Low rates of breast and axillary downstaging E :
s
« Used less frequently for HR+/HER2- subtype h
compared to HER2+ and TN
Montagna G, Ann Surg Oncol 2020 Freidman-Eldar O, Ann Surg Oncol 2022 Samiei S, JAMA Surg 2021

Use of NAC in cN+ HR+/HER2- Disease

NCDB Analysis, N = 315,264

—— HR-/HER2+ HR-/HER2+
TNBC
HR+/HER2+ TNBC
HR+HER2- HR+/HER2+
—_— . ——— HR4HER2-
T | T T
2010 2011 2012 2013 2014 2015
Year of diagnosis
Murphy B, Ann Surg Oncol 2018
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Genomic Profiling in cN1 HR+/HER2- Patients:
Not All Such Patients Need Chemotherapy

RXPONDER trial Invasive Disease-Free Survival
Postmenopausal Patients, N = 3353

1.0+
HR+/HER2- \1
E - ET only 5-year iDFS: 91.9%

N1 disease (1-3 positive nodes) v CT + ET 5-year IDFS: 01.3%
ODx =25
Randomized: CT + ET vs. ET only

0.4+

Probability of Invasive
Disease—free Survival

0.27 Hazard ratio for invasive disease recurrence, new

primary cancer, or death, 1.02 (95% CI, 0.82-1.26)
0.0 P=0.89
- T T

* No benefit from adjuvant chemotherapy among o 1 2 3 4 5 & 71 8§ 9
pOStmenOpausal pa‘nents - Years since Randomization

CT + ET 1658 1515 1413 1298 1145 993 650 358 129 14

ET only 1671 15628 1474 1343 119 1030 &79 364 137 21

« Use of NAC for axillary downstaging alone is not
warranted

Kalinsky K, NEJM 2021
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Upfront Surgery in cN1 HR+/HER2- Disease

Standard of care: ALND

 Rationale:

— cN1 patients were excluded from early trials of omission of ALND

— Traditional belief that palpable disease indicates a heavier nodal burden and limits the applicability of
SLNB

Breast Surgery for the General Surgeon (part 2)



Omission of ALND is Standard Among cNO
atients with 1-2 Positive SLNs at Upfront Surgery

ACOSOG 20011 AMAROS SENOMAC
T1-2, cNO having BCS with 1 T1-2, cNO having BCS or T1-3, cNO having BCS or
or 2 +SLNs mastectomy with +SLN mastectomy with 1 or 2 +SLNs
N = 856; 85% HR+ N = 1425 N = 2540; 87% HR+/HER2-
_Rendomizsi——_ _Rendomizsi——_ _Rendomizsi——_
SLNB only ALND Axillary RT ALND SLNB only ALND
N =436 N =420 N = 681 N = 744 N = 1335 N = 1205
10-year axillary recurrence rate of < 2% in all arms and no difference in DFS/OS No difference in 5-year RFS,
despite ~30% of ALND patients having additional nodal metastases non-inferiority confirmed

Giuliano AE, Ann Surg, 2016; Bartels SA, J Clin Oncol, 2022; deBoniface J, SABCS 2023

Breast Surgery for the General Surgeon (part 2)



Omission of ALND is Standard Among cNO
atients with 1-2 Positive SLNs at Upfront Surgery

ACOSOG 20011 AMAROS SENOMAC
T1-2, cNO having BCS with 1 T1-2, cNO having BCS or T1-3, cNO having BCS or
or 2 +SLNs mastectomy with +SLN mastectomy with 1 or 2 +SLNs
N = 856; 85% HR+ N = 1425 N = 2540; 87% HR+/HER2-
_Rendomizsi——_ _Rendomizsi——_ _Rendomizsi——_
SLNB only ALND Axillary RT ALND SLNB only ALND
N =436 N =420 N = 681 N = 744 N = 1335 N = 1205
10-year axillary recurrence rate of < 2% in all arms and no difference in DFS/OS No difference in 5-year RFS,
despite ~30% of ALND patients having additional nodal metastases non-inferiority confirmed

cN1 patients were excluded!

Giuliano AE, Ann Surg, 2016; Bartels SA, J Clin Oncol, 2022; deBoniface J, SABCS 2023
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Nodal Disease Burden in cN1 Patients

cT1-3, cN1 (palpable) HR+/HER2- patients who had upfront ALND:

o/ ok
Study N ke w't!‘ only pN1 Pertinent findings
disease
Crown et al 180 579% # of nodes on .axllllary usS and. I_ower T stage were
predictive of < 3 positive nodes
Angarita et al 68 43% Higher T sFage and Iobule_n.' histology were
predictive of = 3 positive nodes
Ye et al 57 40% Higher T stage predictive of heavier nodal disease
burden
Crown A, Ann Surg Oncol 2021 Angarita S, Ann Surg Oncol 2021 Ye L, Breast Cancer Res

Treat 2022
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A Unique Opportunity

\ /
Upfront SLNB is
standard among - -
NO with 1-2 4 N
cNO wi =

positive SLNs

Can we use upfront SLNB and
potentially omit ALND among
select cN1 HR+/HER2- patients
with limited nodal disease
burden?

Nearly 50% of cN1
HR+/HER2-
patients have only
1-2 positive
nodes
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No prospective data

Can We Omit ALND in Select cN1 Patients?

Overall Survival

SLNB/RNI: 88%
%ALNDIRNI: 86%

-
e

N\

. P<0.001

ALND/no RNI: 78%

1
1
1
1
[}
1
L
1
1
1
1
1
1
1
[}
1
1
1
1
1
[}

NCDB Analysis: ol
08
* T1-T2 cN+ patients, 65% HR+/HER2-, treated 2010- 3 07f
2016 with upfront surgery: S 06F —oN+sLNBRN
S 05F —cN+ALND/RNI
— SLNB/RNI (N = 3030): 24% £ 04f —oN+ALNDIGRN
— ALND/RNI (N = 5446): 43% er
— ALND/no RNI (N = 4084): 33% 01}
0 1'2 2|4 3|6
No. at risk

« SLNB group: median 1 of 3 SLN positive Al 12560 12143 11040

cN+ALND/noRNI 4084 3815 3429
cN+ALND/RNI 5446 5362 4937

« Similar 5-year OS for SLNB/RNI and ALND/RNI cN+SLNBRNI 3030 2966 2674

Cocco D, British J Surg, 2022

8976
2831
4077
2068

48

7087
2321
3211
15655

60 72 84 96

Time after diagnosis (months)

5417 3851 2403 942
1765 1194 723 287
2530 1875 1248 512
1122 782 432 143
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Can We Omit ALND in Select cN1 Patients?

Need to confirm feasibility, accuracy and safety of upfront SLNB among cN1 patients

» Await results of prospective studies:

— TAXIS trial (European RCT of cN+, evaluating excision of palpable diseased node and SLNs, enrolling
both a neoadjuvant and an upfront surgery arm)

— MSKCC trial: results being presented at Society of Surgical Oncology meeting in March 2025

TAXIS ClinicalTrials.gov Identifier NCT03513614 MSK study ClinicalTrials.gov Identifier NCT04854005
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SLNB in ¢cT1-2N1 HR+/HER2- Breast Cancer:
Prospective Trial

Surgery Initial Visit BCS/mastectomy
+ SLNB
« cT1-T2
« ¢cN1: Palpable, mobile ipsilateral - Single or dual- 1 °_"_2 — | No ALND
level I/Il adenopathy with biopsy- tracer mapping positive
proven metastasis / nodes
« SLN frozen
« HR+ (ER or PR = 1%) and HER2- —) section is
(IHC < 10% or ISH negative) optional
« In-house axillary ultrasound * X-ray if clipped \ = 3n|:;<‘)jse|;|ve == | ALND
shows < 3 morphologically node
abnormal nodes
« Complete
« Having upfront BCT or intraoperative
mastectomy form

PI1: Anita Mamtani; Co-PI: Monica Morrow, ClinicalTrials.gov Identifier NCT04854005
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cT1-2N1
HR+/HER2-

US < 3 abnormal nodes
N=78

SLNB in ¢cT1-2N1 HR+/HER2- Breast Cancer:
Prospective Trial

Dual tracer mapping Single tracer mapping
N =87% N =13%

At least 3 SLN retrieved: 96%

PI: Anita Mamtani; Co-PI: Monica Morrow, ClinicalTrials.gov Identifier NCT04854005; figure courtesy of A. Barrio
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Trial closed Aug 2024
Accrued N =78

Endpoints of interest:

Feasibility of SLNB
Rate of ALND
S>-year LRR

Results will be presented at
Society of Surgical Oncology
Annual Meeting in March




What About Neoadjuvant Endocrine Therapy (NET)?

NCDB Analysis, 2004-2012 (pre- and post-Z1031)

* NET is less frequently utilized

>
Q
- Typical indications for use: > p-068
Z Clinical T Stage 4a-c
£ o
— Primary therapy for poor surgical candidates ke
. . & p=0.02
— Tumor shrinkage to facilitate lumpectomy o cnnicw‘l%
© .
— Delay strategy (e.g., COVID-19 pandemic) 5 .1 63%
f:
<))
S H H Zo Clinical T Stage 2 g0
« Dataare Ilmlted on axillary downstaging and approach to & e 2.4%
the cN+ axilla after NET o e
2004I—2006 2007{2009 201 OI—201 2
Pre-Z1031 During-Z1031 Post-Z1031

FIz. 1 Neoadjuvant endocrine therapy use by clinical T stage over
tme
Chiba A, Ann Surg Oncol 2017

Breast Surgery for the General Surgeon (part 2)



Impact of NET on Breast

ACOSOG 21031 Trial
« Evaluated 3 neoadjuvant Als

« Analysis of N=509 stage 2-3 ER+ breast cancers

— Breast/nodal pCR was rare (1%)

— Among N=221 who required mastectomy at presentation, 50% were able to downstage to BCS
— 5-year cumulative incidence rate of LRR: 1.5%

« Although pCR is rare after NET, significant downstaging is possible to permit BCS

Hunt KK, Ann Surg Oncol 2023
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Impact of NET on Breast

Validated: NCDB Cohort, MSKCC Cohort

- NCDB

— N=19,829 NAC vs. N=5,8045 NET patients age>50 with cT2-4 HR+ breast cancer, 2010-2016
— Breast downstaging achieved by 41% of patients with NET, breast pCR in 9%

« MSKCC

— N=338 NAC vs. N=127 NET patients with stage 1-3 breast cancer, 2009-2019
— Breast downstaging achieved by 77% of patients with NET, breast pCR in 2%

« Although pCR is rare after NET, significant downstaging is possible to permit BCS

Cao L, Ann Surg Oncol 2021 Montagna G, Ann Surg Oncol 2020
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Impact of NET on Axilla

Stud N % nodal NET Duration
y PCR (median/mean)
U of Miami 178 7.3% 8.4 mo n
Mayo Clinic (AZ) 39 3% 4.5 mo Biopsy-
proven
MSKCC 127 11% 4.6 mo node-
Mayo Clinic (MN) 84 4.8% 6.25 mo positive
Netherlands Registry 561 7.3% 8.8 mo
NCDB (2012-2015) 571 13.3% 5 mo ] cN+but not
— biopsy-
NCDB (2010-2016) 1915 13.5% NR proven
Nodal pCR rates are low: 3-14%
Freidman-Eldar O, Ann Surg Oncol 2022 Hammond J, J Clin Oncol 2020 Montagna G, Ann Surg Oncol 2020 Weiss A, Ann Surg Oncol 2019 Murphy B, Ann Surg Oncol 2021

Stafford A, Ann Surg Oncol 2021 Cao L, Ann Surg Oncol 2021 Schipper RJ, Eur J Surg Oncol 2021
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Use of SLNB After NET

Optimal surgical management of the axilla after NET remains unclear

* No trials evaluating feasibility (IR) or accuracy (FNR) of SLNB after NET
— Extrapolated from data in post-NAC setting

» Despite low rates of pCR, there is increasing use of SLNB only among cN1 patients after NET

Study N % nodal pCR | % SLNB only
Mayo Clinic (AZ) 39 3% 10%
Mayo Clinic (MN) 84 4.8% 16.7%
NCDB (2012-2016) 675 10% 18%
Hammond J, J Clin Oncol 2020 Kantor O, Ann Surg Oncol 2021 Murphy B, Ann Surg Oncol 2021 Weiss A, Ann Surg Oncol 2019
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Use of SLNB After NET

100%

NCDB Analysis: Stage 2-3 HR+/HER2- patients (2012-2015) oo,
— 2,138 NET vs. 11,014 NAC vs. 79,052 upfront surgery 80%

—Among N = 8688 cN1 patients with pN1 disease, use of SLNB gﬁ
only:

50%
40%

50% after NET

46% at upfront surgery

30%
20%
10%

0%

Proportion of Patients(%)

I
I
!

2012

2013

2014

2015

M Neoadjuvant endocnine therapy

1.9%

22%

2.3%

2.9%

« Data are needed to support omission of ALND among patients Neoadjunan chemoherapy

11.5%

11.1%

12.7%

12.1%

B6.6%

86.7%

85.1%

85.0%

with positive nodes after NET  Upfront surgery

Year Diagnosed

 Complexities: no standardized duration/regimen of NET, NET is only a fraction of overall treatment, and

prognostic significance of minimal residual disease is uncertain

Weiss A, Ann Surg Oncol 2019
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Prognostic Significance of ypN+ After NET:
Outcomes Data Are Limited

NCDB Analysis
NET patients 2010-2016, among cN1 subset (N=773): C .
Residual Disease % 5-year OS
ypNO 10% 89% =
ypNO(i+) or ypN1mi 4% 76% .
1-2 positive nodes | 38% 86% T
23 positive nodes 49% 76% 9 o
- No difference in 5-year OS for NET vs. matched cohort O 0
upfront surgery patients for each nodal category :F':lf"'h .
= l-L posime 5
=3 positive nodes
« Suggests: outcomes mirror upfront surgery i

L I I | L] L] ] 1 1
o 12 24 E 1 45 ] FiFs a4 6

Follow up time (months)
Kantor O, NPJ Breast Cancer 2020
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Prognostic Significance of ypN+ After NET:
Outcomes Data Are Limited

Mayo Analysis

NET patients 2008-2019, cN1 subset (N = 84) of which 4.8% had nodal pCR, but:
— SLNB only: 17%
— SLNB+ALND: 32%

5-Year Recurrence-Free Survival

5, L0 1
—ALND: 51% 2 0 - \ |
Z L SLNB: 91%
« Median of 3.5 positive lymph nodes £ \
: | ALND: 68%
« At 35 months follow-up: no nodal recurrences T
— Suggests minimal disease after NET may be £ | TAmeRy
managed similar to upfront surgery b0 w0 @ s 10 120

Months Since Diagnosis

Need long-term data on safety of SLNB alone among cN1 patients after NET

Murphy B, Ann Surg Oncol 2021
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Surgical Approach After NET

Both breast and nodal pCR are rare after NET
NET may permit tumor shrinkage and facilitate BCS

Prognostic significance of residual nodal disease after NET is likely similar to
the upfront surgery setting

Hypothesize that axillary management strategies after NET can mirror
upfront surgery practices in appropriately selected patients

More data are required to support omission of ALND in patients with residual
nodal disease after NET

Next frontiers: regimens with targeted agents (e.g., CDK4/6i, PI3Ki),
biomarkers to predict sensitivity, biologic risk stratification
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Conclusions

Neoadjuvant chemotherapy (NAC) is not an optimal choice for cN1 HR+/HER2- disease
— Low rates of breast and nodal pCR = infrequent downstaging
— Chemotherapy not always indicated (genomic profiling)

Breast and nodal pCR is infrequent (< 10%) after NET
Tumor downstaging may be facilitated by NET for some HR+/HER2- patients
Upfront SLNB may be preferrable among those with limited nodal burden

Suggestions for general approach in non-metastatic HR+/HER2- disease:

— Early-stage node-negative - upfront surgery

— Very locally advanced - multidisciplinary discussion, most often neoadjuvant therapy (NAC +/- NET)
— Node-positive but limited nodal burden (cN1) - consider upfront surgery

— Delay strategy if needed (pre-operative clearance etc.) > NET

Breast Surgery for the General Surgeon (part 2)



Patient Case

60F with screen-detected RIGHT breast cT1N1 ILC

PMH/PSH: None; bilateral breast implants (augmentation) 2014
GYN: G2P2, menarche at 14, OCP <1 year, post-menopausal (LMP age 51)
FH: Maternal aunt with post-menopausal breast cancer

SH: Former smoker, occasional EtOH, works as secretary

Physical exam:
— No palpable breast masses bilaterally. Right axilla with a palpable mobile axillary node.
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Patient Case

Bilateral mammogram/US:
— Left breast with no suspicious findings

— Right breast with small mass in central breast posterior depth at 6:00 1cmFN. Axilla
contains a single abnormal lymph node with thickened cortex.

Right axillary biopsy:
— Invasive lobular carcinoma metastatic to axillary node, ER 98% PR 15% HER2-.

Right mammogram/US:

— Persistent central posterior asymmetry, correlating to 0.5cm sonographic mass at 6:00
1cmFN. Single abnormal axillary node.
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Patient Case

Bilateral breast MRI:
— Left breast with no suspicious findings.

— Right breast with 2cm non-mass enhancement in central breast corresponding to
mammographic finding; additional two sites of NME in lower breast (1.2cm) and UIQ (0.9cm).
Single abnormal axillary node.

Right breast 6:00 core biopsy:

— Invasive lobular carcinoma metastatic to axillary node, ER 100% PR 30% HER2-.
PET/CT: Known right breast/nodal malignancy, no metastatic disease.

Right breast MR-guided biopsies x2:
— Lower breast and UIQ: Benign, concordant.
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Film Review

Breast Surgery for the General Surgeon (part 2)



Treatment

Multidisciplinary discussion, proceeded with upfront surgery on trial of SLNB among cN1
HR+/HER2- patients

Right lumpectomy/SLNB:

— 1.2cm of moderately differentiated ILC, margins negative, ER+/PR+/HER2-,
with 2 of 5 SLN positive.

— Oncotype RS 20

Received adjuvant XRT, ongoing Al (did not receive chemotherapy)

Follow-up at 1 year: doing well, NED and excellent functional result (no lymphedema, full ROM)
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Thank You
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Rationale for neoadjuvant chemotherapy (NCT)

* Downstaging of disease * De-escalation of surgical therapy
* In vivo assessment of tumor response ¢ Prognostic of outcome

* |dentification of residual disease * Informs adjuvant therapy
e Systemic therapy
e Radiation therapy

Axillary surgery after NCT remains highly important
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Nodal surgery after neoadjuvant chemotherapy
Operative approaches

nnnnnnnnn

Sentinel lymph Targeted axillary dissection (TAD) Axillary lymph node
node biopsy (SLNB) sinB and excision of clipped (biopsy-proven) node dissection (ALND)

Operative Standards for Cancer Surgery, Vol. 1 2015
Caudle et al. J Clin Oncol 2016
Palhazi P. Breast cancer management for surgeons 2018
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Nodal surgery after neoadjuvant chemotherapy (NCT)
Key principles

Axillary evaluation at presentation & after NCT
Clinical exam
Axillary Ultrasound, MRI, staging CT
Biopsy of suspicious nodes

Surgical approach

Dependent on the extent/burden of axillary disease
Independent of subtype

- De-escalation trials in the upfront surgery setting
excluded NCT patients, should not extrapolate to
this population

ACOSOG Z11, AMAROS, SENOMAC, SOUND

Sunetal. AJR 2020
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Nodal surgery after neoadjuvant chemotherapy (NCT)
Clinical nodal staging

Ipsilateral lymph node involvement

cNX Not assessed

cNO None

cN1 Level I/1l axilla

cN2 Fixed or matted level I/l axilla « Classified by location of
Isolated internal mammary nodal metastasis in contrast

cN3 Infraclavicular to pathologic staging which

is classified by number of

Supraclavicular | positive nodes & size of
Internal mammary and axillary nodal metastasis

Breast Surgery for the General Surgeon (part 2)



Nodal surgery after neoadjuvant chemotherapy (NCT)
cNo

Sentinel lymph node biopsy (SLNB) is standard of care
- Performed after receipt of NCT

Dual tracer mapping (blue dye & radioisotope) recommended
Majority of patients remain ypNO and require no further surgery

o ApprOX|mater 12-18% will be SLN+ (ypN+)

Varies by subtype
- HR+HER2- >> TNBC, HER2+

Less common in patients with breast pCR, radiographic CR
Excluded from ACOSOG 711, AMAROS, etc.
ALND remains standard of care for these patients

Operative Standards for Cancer Surgery, Vol. 1 2015
Zamborowski et al. BrJ Surg 2024
So et al. Ann Surg Oncol 2025
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Nodal surgery after neoadjuvant chemotherapy (NCT)
cN1-3

Axillary surgery dependent on burden of nodal disease at
presentation and clinical response to NCT

Historically all received ALND however, approximately 40-70% will
have axillary pCR

100% -
oo

80% - @1
. m2-3
60% - n4
40% -
0% !
Triple Negative HERZ2 Positive HR Positive Kuerer et al. Ann Surg 1999
HER2 Negative Hennessy et al. J Clin Oncol 2005

Boughey et al. Ann Surg 2014
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Nodal surgery after neoadjuvant chemotherapy (NCT)
cN1

Clinical trials evaluating SLNB in cN1 after NCT

- Demonstrated false o SINID | Overai R | Factore :
. xillary vera actors improving
negative rate (FNR) >10% | A TR TRt Sl B

. ACOSOG 41% 92.9% 12.6% =3 SLNs 9.1%
° Decreased FNR Wlth 21071 Dual mapping 10.8%
R Dual mapp|ng techrnque (n=525) Excision clipped LN 6.8%
. . IHC evaluation 8.7%
(blue dye & radioisotope)
. SENTINA 52.3% 80.1% 14.2% =3 SLNs <10%
« 23 SLNs excised Arm C Dual mapping 8.6%
. Excision of clipped (biopsy-  ("=°92
SN FNAC 34.5% 87.6% 8.4% (IHC) >2 SLNs 4.9%
proven) node (n=153) 13.3% (H&E) Dual mapping 5.2%
- |HC evaluation for ITCs Boughey et al. JAMA 2013, Ann Surg 2016
. Kuehn et al. Lancet Oncol 2013
(ConSIdered ypN+) Boileautetal.JClir:Oncol2015
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Nodal surgery after neoadjuvant chemotherapy (NCT)
cN1

Targeted axillary dissection (TAD)

- SLNB and excision of clipped (biopsy proven) axillary node "

Improved false negative rate (FNR)

SLN 10.1%
Clipped node alone 4.2%
TAD 2%

- Clipped node localized because 23% were non-SLN
- Associated with 24 abnormal nodes on initial US

Caudle et al. J Clin Oncol. 2016
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\(o{®iy' Cancer
Network®

Invasive Breast Cancer

SLNB/TAD is recommended for nodal staging

. National <ve NCCN Guidelines Version 6.2024
N

NCCN Guidelines Index
Table of Contents
Discussion

CONSIDERATIONS FOR SURGICAL AXILLARY STAGING

Nodal surgery after neoadjuvant chemotherapy (NCT)
cN1 with clinical response

Clinically " Mastecton . o
B s | Mo A e wleming crterin! | o i et

FNA or * No preoperative chemotherapy

core * 1-2 positive SL .
3l9mﬁ==ﬂt axillary |  |Us-guided FNA biopsy « Adjuvant RT planned with intentional Yes Consider no
J sme';sg ri:‘:urden on or core biopsy negative® inclusion of undissected axilla at risk toall ™ further axillary
imaging + marker surgery®
or . placement N ive chemoth -
Preoperative o preoperative chemotherapy
E]I‘S‘IEP:IIC therapy recommended® FNA or Consider el g ALND level 11"
being considered in the most core . cN+ remains clinically eve
and suspicious suspicious bi — |preoperative Yes, positive '
Jmph nodes at node P;ng chemotherapy preoperative <
nram:":gsl':gon exam chemotherapy

cMN+ converts to clinically SLNB

node negative

(category 2B)!

{Among patients shown to be N+ prior to preoperative systemic therapy, SLNB has a >10% false-negative rate when performed after preoperative systemic therapy, which can be
improved by marking and removing the most suspicious biopsied node, using dual tracers, and by obtaining 23 sentinel nodes (targeted axillary lymph node dissection).
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Nodal surgery after neoadjuvant chemotherapy (NCT)
cN1 - ypNo after SLNB/TAD

ALND omission for patients with axillary pCR (ypNO)

- Low rates of axillary recurrence (0-1.8%) reported in patients with
omission of ALND

- Multi-institution retrospective cohort study:
1144 patients treated with SLNB or TAD, median follow up 3.5 years
4 axillary recurrences overall, no difference if SLNB or TAD

Axillary 0.65% 1.0%
2 0 0 Kahler et al. EJSO 2020
Local reglonal 15/’ 27%’ Piltin et al. Ann Surg Oncol 2020
. . Barrio et al. Ann Surg Oncol 2021
Any Invasive 7.5% 10.0% Martelli et al. Ann Surg 2022

Montagna et al. JAMA Oncol 2024
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Nodal surgery after neoadjuvant chemotherapy (NCT)
cN1 - ypN+ after SLNB/TAD

ALND for residual axillary disease (ypN+)

« Alli ance A11202 Clinical T1-T3 N1+M0 breast cancer
cN1 —> ypN+ (micro or macrometastasis) NAGT
'
>LN B/TA,D B s
Randomized to ALND+RNI vs RNI alone ; | *
(inCI Ud i ng aXi I Ia) SLN negative SLN positive
|
- Awaiting results to assess impact of - # t_
omission of ALND on oncologic ‘ ' +
outcomes B it AR 1o clsseciod il B et st v oo e

https://clinicaltrials.gov/ct2/show/NCT01901094
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Nodal surgery after neoadjuvant chemotherapy (NCT)
cN2/3

ALND remains standard of care

- Accuracy of SLNB or TAD is unknown in patients with higher burden of
disease at presentation

Palhazi P. Breast cancer management for surgeons 2018
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Nodal surgery after neoadjuvant chemotherapy (NCT)
ypNo(i+)
Residual isolated tumor cells (ITCs) after NCT

- Classified as pathologically node-positive in contrast to upfront surgery setting
- Prevalence 2.8%, increased risk of recurrence compared to ypNO (i-)

- OPBC-05/ICARO study:
583 patients ypNO(i+) on SLN-TAD-MARI, cT1-4, NO-3
31% ALND, 70% received nodal radiation

3-year rate of recurrence

- Any axillary 2%, Isolated axillary 0.58%

- No difference based on receipt of ALND Wong et al. Ann Surg Oncol 2019

Montagna et al. J Clin Oncol 2024
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Nodal surgery after neoadjuvant chemotherapy
Operative approaches & indications

nnnnnnnnn

Sentinel lymph Targeted axillary dissection (TAD) Axillary lymph node

node biopsy (SLNB) sins and excision of clipped (biopsy-proven) node dissection (ALND)
cNO cN2/N3
cN1 with clinical response cN1 with clinical response Any cN with residual disease (ypN+)

(*dual mapping, 3 SLNs)

Operative Standards for Cancer Surgery, Vol. 1 2015
Caudle et al. J Clin Oncol 2016
Palhazi P. Breast cancer management for surgeons 2018
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Nodal surgery after neoadjuvant chemotherapy
Case Presentation

« 41-year-old woman with left breast mass
- Exam: breast mass palpable, no adenopathy

- Imaging

Mammogram & breast US: 4.2 x 3.1 cm mass left breast 3 o’clock position,
5 cm from nipple

Axillary US: 2 suspicious nodes (level |)

- Biopsy
Breast: invasive ductal carcinoma, grade 2, ER- PR- HER2+

Axillary node: positive for malignancy, clip placed

Genetic testing: negative cT2N1MO

Breast Surgery for the General Surgeon (part 2)



Nodal surgery after neoadjuvant chemotherapy
Case Presentation

41-year-old woman with left cT2ZN1MO invasive ductal
carcinoma, grade 2, ER- PR- HER2+

After multidisciplinary discussion, started on neoadjuvant TCHP
Completed 6 cycles of TCHP

Post-treatment imaging shows clinical response

Elects for breast conserving surgery and TAD

Breast and axillary node localized for excision

Breast Surgery for the General Surgeon (part 2)




Nodal surgery after neoadjuvant chemotherapy
Case Presentation

- 41-year-old woman with left cT2N1MO invasive ductal carcinoma, grade
2, ER- PR- HER2+ treated with TCHP x 6 cycles and clinical response

- Receives breast conserving surgery and TAD
- Nodal pathology (including clipped node) shows 3 negative axillary SLNs

No further surgery
Adjuvant radiation
Adjuvant HP

Breast Surgery for the General Surgeon (part 2)



Nodal surgery after neoadjuvant chemotherapy
Case Presentation

- 41-year-old woman with left cT2N1MO invasive ductal carcinoma, grade
2, ER- PR- HER2+ treated with TCHP x 6 cycles and clinical response

- Receives breast conserving surgery and TAD

- Nodal pathology (including clipped node) shows 2 of 3 positive axillary
SLNs (micrometastasis)

ALND
Adjuvant radiation
Adjuvant TDM-1

Breast Surgery for the General Surgeon (part 2)



Summary

Pathologic assessment of axilla after NCT
remains critically important

- Informs prognosis

- Adjuvant treatment planning

« Pre- and post-NCT imaging & clinical
evaluation is essential

- For cN1, SLNB/TAD can be utilized, operative
technique facilitates improved accuracy

- If ypN+, ALND is standard of care

- Multidisciplinary discussion recommended

Nodal surgery after neoadjuvant chemotherapy (NCT)

Neoadjuvant chemotherapy for invasive breast cancer

cNO

|

SLNB

cN1

l

SLNB/TAD*

| >

ypNO

ypN1-3

No further
axillary surgery

ALND

cN2-3

l

ALND

*if favorable treatment
response, SLNB with dual tracer
technique, excision of >3 SLNs
and TAD includes excision of the
clipped (biopsy proven) axillary
node if not a SLN
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Thank you!

Mediget Teshome MD MPH FACS
mteshome@mednet.ucla.edu
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De-escalation of breast surgery or ms

\merican AssoGation

Mays Cancer Center

NSABP
B-062, B-
173; Milan ,
NSABP {
B-041 r J
Halsted Breast
mastectomy conservation
surgery
Modified
radical

IFisher et al. N Engl J Med. 1985;312:674-81. mastectomy
e e No breast
“Veronesi et al. EurJ Cancer. 1990;26:668-70. surge ry?

SVeronesi et al. N Engl J Med. 2002;347:1227-32.
This presentation is the intellectual property of the author/presenter. Contact them at psingh6@mdanderson.org for permission to reprint and/or distribute. -
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Mays Cancer Center

JAMA | Preliminary Communication

Active Monitoring With or Without Endocrine Therapy
for Low-Risk Ductal Carcinoma In Situ
The COMET Randomized Clinical Trial

E. Shelley Hwang, MD, MPH; Terry Hyslop, PhD; Thomas Lynch, PhD; Marc D. Ryser, PhD; Anna Weiss, MD;

Anna Wolf, BA; Kelsey Norris, MPH; Meredith Witten, MD; Lars Grimm, MD; Stuart Schnitt, MD; Sunil Badve, MD;
Rachel Factor, MD; Elizabeth Frank, MA; Deborah Collyar, BSc; Desiree Basila, MSc; Donna Pinto, BA;

Mark A. Watson, MD, PhD; Robert West, MD, PhD; Louise Davies, MD, MS; Jenny L. Donovan, PhD;

Ayako Shimada, MS; Yutong Li, MS; Yan Li, PhD; Antonia V. Bennett, PhD; Shoshana Rosenberg, ScD;

Jeffrey Marks, PhD; Eric Winer, MD; Marc Boisvert, MD; Armando Giuliano, MD; Kelsey E. Larson, MD;

Kathleen Yost, MD:; Priscilla F. McAuliffe, MD; Amy Krie, MD; Nina Tamirisa, MD; Lisa A. Carey, MD;

Alastair M. Thompson, MBChB, MD; Ann H. Partridge, MD, MPH; for the COMET Study Investigators

JAMA. doi:10.1001/jama.2024.26698
Published online December 12, 2024.
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;;;;;;;;; ociation

GUIDELINECONCORDANT CARE (GCC) PRIMARY OUTCOME

= Randomized, n=473

. PARTICIPANTS * Usualcare; surgery at diagnosis Any IBC detected:

ra matIC non_ . * BCSormastectomy « atthe time of surgery
p g Low Risk DCIS (n=357) » Adjuvant radiation per radiation oncologist (upstaging)
recommendation « recurrence

* new diagnosis of

2017-2022 ivasie cancor

|nfer|0r|ty trlal from * Female, age >=40 o » Adjuvant ET permitted

+ grade 1or2, HR+ ACTIVE MONITORING (AM) PRIMARY OUTCOME
1 : : . * biopsyx 2 if extent of * Ipsilateral MMG ¢ 6 months Any IBC detected:
" Prl n Ia-r)/ 0] bJ eCtlve- disease >4cm + Biopsy forimaging changes *  OnCNB during monitoring
* GCC upondiagnosis of IBC * atthe time of surgery

2'year I pS I I ateral n=484 * Adjuvant ET permitted (upstaging)

Invasive cancer rate Stratification
. . factors:
* Estimated 10% rate In Ag:,csci)z: of
GCC arm calcs, grade
*  <5% non-inferiority
margin

This presentation is the intellectual property of the author/presenter. Contact them at psingh6@mdanderson.org for permission to reprint and/or distribute.



GS2-05: The COMET Study

San Antonio Breast Cancer Symposium® December 10-13, 2024

995 Eligible patients enrolled

[

497 Assigned to
active monitoring (AM)

A

4

13 Did not start study

11.8%
non-acceptance
of allocation

\\

427 Initiated AM per protocol
within 6 months
57 Underwent GCC per protocol
within 6 months

By

-y v e

484 Included in 2-yr ITT analysis
427 Included in 2-yr per protocol
analysis

|

1

498 Assigned to
guideline concordant care (GCC)

A

v

( SAN ANTONIO
/. BREAST CANCER
( SYMPOSIUM®

AACR
o
o o b

G uT Hean

246 Underwent GCC per protocol
within 6 months
227 Initiated AM per protocol
within 6 months

25 Did not start study

%

v __~

473 Included in 2-yr ITT analysis
246 Included in 2-yr per protocol
analysis

* 30% non-acceptance to allocation estimated
This presentation is the intellectual property of the author/presenter. Contact them at psingh6@mdanderson.org for permission to reprint and/or distribute.

48.0%
non-acceptance
of allocation




Patient Characteristics: ITT groups
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All Patients GCC AM
N=957 N=473 N=484
(100%) (49.4%) (50.6%)

Age
<55
55-65
>65

226 (23.6%)
328 (34.3%)
403 (42.1%)

114 (24.1%)
164 (34.7%)
195 (41.2%)

112 (23.1%)
164 (33.9%)
208 (43%)

Race

Black

White
Unknown/Other

150 (15.7%)
718 (75%)
89 (9.3%)

70 (14.8%)
359 (75.9%)
44 (9.3%)

80 (16.5%)
359 (74.2%)
45 (9.3%)

DCIS Grade at Diagnosis
1
2

252 (26.3%)
705 (73.7%)

127 (26.8%)
346 (73.2%)

125 (25.8%)
359 (74.2%)

Comorbidities--any
No

Yes

Unknown

323 (33.8%)
540 (56.4%)
94 (9.8%)

175 (37%)
256 (54.1%)
42 (8.9%)

148 (30.6%)
284 (58.7%)
52 (10.7%)

LI I O |

This presentation is the intellectual property of the author/presenter. Contact shelley.hwang@duke.edu for permission to reprint and/or distribute.
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0.20
= Non-inferiority of AM compared g | W Eow e S oL aTrson
Sa1s AM 4.2% (95% Cl: 2.31-6.00)
M 5 A1.T%
to GCC in both analyses
ITT =~
« Majority of invasive cancers in
3 P———————
GCC arm were due to upstage I —
0 6 12 18 24
Time from randomization (mo)
Number at risk
§l><=(3(?(2 472 438 412 37 317
0 6 12 18 24
Time from randomization (mo)
“ — =GCC =AM 2-year cumulative rate invasive cancer:
E GCC 8.7% (95% Cl: 5.06-12.21)
8ois AM 3.1% (95% CI: 2.31-6.00)
A56%
PP go.m _ |
%DOS
3
0.00
o 8 12 18 24
Time from randomization (mo)
Number at risk
‘;‘; te=GCC 246 222 213 189 156
0 L 18 24

12
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= Non-inferiority of AM compared | B Hew R
to GCC in both analyses

A.T7%
I_J e —

ITT

Cumulative invasive cancer event
°
3

« Majority of invasive cancers in
GCC arm were due to upstage

o
o
8

0 6 12 18 24
Time from randomization (mo)
Number at risk
8
s
B p=6CC 472 438 412 371 317
0 6 12 18 24
Time from randomization (mo)
020
— =GCC =AM 2-year cumulative rate invasive cancer:
E GCC 8.7% (95% CI: 5.06-12.21)
3015 AM 3.1% (95% CI: 2.31-8.00)
8 A5.6%
H
%010
PP ° .
g
5
g 005
3
o
0.00
0 8 12 18 24
Time from randomization (mo)
Number at risk
2
£
@ x=GCC 246 222 213 189 156
0 [3 18 24

12
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American Assocation
T for Cancer Research’
=

= N O n - I n fe rl O rlty Of AM CO m p are d e — X=GCC  — tx=AM 2-year cumulative rate invasive cancer

= GCC 5.9% (95% CI: 3.71-8.04)

to GCC in both analyses e

« Majority of invasive cancersin  ITT :

GCC arm were due to upstage e

. Time from ran:izumizalion (mo)
= 26.6% GCC vs 7.4% AM received
RT 472

= 65 . 5 % GC C VS 7 1 . 3% AM re Celve d - — KEGCC  — tx=AM 2-year cumulative rate invasive cancer:

E GCC 8.7% (95% CI: 5.06-12.21)

any ET in 2 years ;0.5 ‘:'\51,2-;;%(95% Cl: 2.31-6.00)

= Majority of invasive cancers small PP -
(mean 0.45¢m, 0.23-1.1) /f ———

= 10.5% vs 1.8% mastectomy rate in o ﬂ et ectn ) " :
GCC vs AM

0 L] 12
This presentation is the intellectual property of the author/presenter. Contact them Time from randomization (mo)
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JAMA Oncology | Original Investigation

Patient-Reported Outcomes for Low-Risk Ductal Carcinoma In Situ
A Secondary Analysis of the COMET Randomized Clinical Trial

Ann H. Partridge, MD, MPH; Terry Hyslop, PhD; Shoshana M. Rosenberg, ScD, MPH; Antonia V. Bennett, PhD;
Sarah Drier, MPH; Mattias Jonsson; Ayako Shimada, MS; Yutong Li, MS; Yan Li, PhD; Thomas Lynch, PhD;
Elizabeth Frank, MA; Deborah Collyar, BS; Desiree Basila, MSc; Donna Pinto, BA; Anna Weiss, MD; Anna Wolf, BA;
Kelsey Norris, MPH; Meredith Witten, MD; Marc Boisvert, MD; Armando Giuliano, MD; Kelsey E. Larson, MD;
Kathleen Yost, MD; Priscilla F. McAuliffe, MD; Amy Krie, MD; Nina Tamirisa, MD; Sonja Darai, MPH; Lisa Carey, MD;
Alastair Thompson, MBChB; E. Shelley Hwang, MD, MPH; for the COMET Study Consortium

JAMA Oncol. doi:10.1001/jamaoncol.2024.6556
Published online December 12, 2024.
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= Patient-reported outcomes (PROSs) prospectively collected at
baseline, 6, 12, 24 months

= Validated questionnaires evaluating:
+ Health-related quality of life
« Psychological/emotional symptoms
* DCIS treatment-related symptoms

= 99.5% completed at least 1 survey with responses at each
timepoint > 83%

This presentation is the intellectual property of the author/presenter. Contact them at psingh6@mdanderson.org for permission to reprint and/or distribute.



Survey Measures: 3 Domains

Health-Related QOL

SF-36

* 8 domains: general
health, physical
functioning, role physical,
role emotional, social
functioning, bodily pain,
vitality, mental health

* Mentaland Physical
Component Scores
(MCS and PCS)

EQ-5D-5L
* 5functional dimensions
* Visual analog scale

Psychological/
Emotional

State Trait Anxiety Inventory
(STAI)

Center for Epidemiologic
Studies Depression Scale-10
(CES-D-10)

Quality of Life in Adult

Cancer Survivors (QLACS)

* 4items adaptedto
worries about DCIS

SAN ANTONIO
BREAST CANCER
SYMPOSIUM®

ELIT‘Hcalth AAC 4

DCIS Treatment-
Related Symptoms

Breast Cancer Prevention Trial

(BCPT) Symptom Checklist

(modified)

 8symptom clusters: hot
flashes, nausea, bladder
control, vaginal problems,
musculoskeletal pain,
cognitive problems, weight
problems, arm problems

Breast Cancer Pain
Questionnaire (BCPQ)

Brief Pain Inventory (BPI)

This presentation is the intellectual property of the author/presenter. Contactann_partridge@dfci.harvard.edu for permission to reprint and/or distribute.
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QOL Psychological/emotional DCIS treatment-related
* No differencesin general symptoms symptoms
health, mental and * Low levels of anxiety & * Low levels of
physical component depression though menopausal and body
scores, QOL increased in both groups image symptoms
e Physical functioning over time * Mean pain higher at
differed by group over * No differences in worry baseline in AM group
time (p=0.008) about DCIS between but higher in GCC group
baseline and 24 months at 24 months (p=0.09)

Per protocol analysis showed
worse arm symptoms at 6 &
12 mos and pain in GCC group
but improved over time

This presentation is the intellectual property of the author/presenter. Contact them at psingh6@mdanderson.org for permission to reprint and/or distribute.
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= Significant interest with multiple trials evaluating AS

COMET (USA) ' LORIS(UK) | LORD (The Netherlands)

2017-2022 2014-2020 2017-

> 40 years > 46 years > 45 years
Mammo-detected Mammo-detected Mammo-detected
calcifications calcifications calcifications

Low to intermediate grade Low to intermediate grade Low to intermediate grade
ER+ ER+ or ER- ER+

Accrued N=995 (goal 1200) Accrued N=227 (Goal 932) Goal N=2500

2-yr ipsilateral invasive ca  5-yr ipsilateral invasive ca 10-yr ipsilateral invasive ca
rate free survival rate free percentage
Wheelwright et al. Trials. 2023;24:670. Schmitz et al. Eur J Cancer. 2023;192:113276.
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* In 2020, trial design was changed to a patient preference model due to slow
accrual (unwillingness to accept randomization)

e Nn=377 =2 76% active surveillance, 24% standard care

a Y

\ v

Active Surveillance Standard Care

Treatment not yet necessary (59%) « Cancer worry (51%)

* High level of trust (39%) » Perceived certainty (29%)
« Avoiding side effects (30%) « Seeking closure (13%)
Schmitz et al. Eur J Cancer. 2023;192:113276. Slide courtesy of Dr. Olga Kantor
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= Low rate of 2-year invasive cancer: 5.9% GCC vs 4.2% AM

= Similarly small invasive cancer and nodal status between
groups

= Qverall PROs comparable between the groups over time in
both per protocol and intention to treat analyses

* No significant negative impact in either group over 2 years

This presentation is the intellectual property of the author/presenter. Contact them at psingh6@mdanderson.org for permission to reprint and/or distribute.
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= D
© UT Health AACR
San Antonio American Associstior

surveillance of DCIS Lo 25
Longer follow up needed — pre-specified analyses at 5 and 7 years

48% of patients on GCC did not receive per protocol treatment

* Indication of significant patient interest in active surveillance of
DCIS

= Role of endocrine therapy in AM

= Frequency of additional imaging and biopsies with AM and
associated healthcare costs

= Translational endpoints including ongoing development of a
genomic signature to identify high-risk DCIS using the COMET &
LORD cohorts

This presentation is the intellectual property of the author/presenter. Contact them at psingh6@mdanderson.org for permission to reprint and/or distribute.
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= Need more evidence to become standard of care

“The overarching hypothesis of the study is that management of low-
risk DCIS using an active monitoring (AM) approach does not yield
inferior cancer or quality of life outcomes compared to surgery.”

= Data support the importance of continuing evaluation of AM
as a treatment strateqy for low-risk DCIS

= Informing patients and actively engaging in shared
decision-making necessary

= May be appropriate in select patients such as those who
are high-risk for surgery

This presentation is the intellectual property of the author/presenter. Contact them at psingh6@mdanderson.org for permission to reprint and/or distribute.
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De-escalation of axillary surgery Vo ncs

American Assocation

SLNB

ALND

Axillary vein

Pectoralis minor N S A B P B_ 3 2 1

)

Lassmis o5y ACOSOG Z00112
AMAROS3

IBCSG 23-014
SENOMAC®

= SLNB has always been a staging technique rather than a
therapeutic intervention 1Krag DN et al. Lancet Oncol. 2010;11:927-33.

2Giuliano AE et al. JAMA. 2017;318:918-26

Bartels etal. J Clin Oncol. 2023;41:2159-65.
4Galimberti V et al. Lancet Oncol. 2018;19(10):1385-93.
5de Boniface et al. N Engl J Med. 2024;25;1222-1230.
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE ‘

Axillary Surgery in Breast Cancer — Primary
Results of the INSEMA Trial

T. Reimer, A. Stachs, K. Veselinovic, T. Kithn, J. Heil, S. Polata, F. Marmé,
T. Miller, G. Hildebrandt, D. Krug, B. Ataseven, R. Reitsamer, S. Ruth,
C. Denkert, |. Bekes, D.-M. Zahm, M. Thill, M. Golatta, J. Holtschmidt,

M. Knauer, V. Nekljudova, S. Loibl, and B. Gerber

This article was published on December
12,2024, at NEJM.org.

DOI: 10.1056/NEJMoa2412063
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N=5,230

per-protocol

riT2 (5 cm), planned BCS

pts., cNO/iND, 218 years, iT1

o

and postoperative irradiation
|

|

1

R

no SLNB 1:4 SLNB
(n=1,046) | | (n=4,184)

I

SLN negative or SLN positive SLN positive
pN1mi {1-3 involved SLN) (24 involved SLN, ALND)
[ SLNB alone = completion ALND ‘
1:1
A

plus patients (per-protocol) with enrolment directly
into 2™ randomization (German and Austrian study sites)

Enrolled patients from Germany
and Austria from 2015-2019

Non-inferiority randomized design

Primary objective: to compare
iInvasive disease-free survival
(iDFS) between no axillary surgery
and SLNB

* Non-inferiority demonstrated if
HR 1.271 excluded using Cox
proportional hazard model

Time-driven analysis at 5.5yrs
follow up of last enrolled patient

This presentation is the intellectual property of the author/presenter. Contact them at psingh6@mdanderson.org for permission to reprint and/or distribute.
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fays Cancer Center

Assessed for eligibility (Rando 1)

N=5502

Drop out N=348

157 mastectomy

118 withdrawal of consent /

73 other reasons Excluded from PP set N=296
Rando 1 .| 252 without postoperative radiotherapy
N=5154 38 axilla surgery not according to rando arm
\ 6 other reasons
[ 1
No SLNB SLNB
N=1030 ITT set N=4124
I I I I T I ]
No SLNB perf. No SLN detected || ALND perf. SLN neg. SLN micromet. || SLN pos. (1-3 LN) SLN pos. (24 LN)
N=18 N=44 N=4 N=3429 N=139 N=478 N=12
PP set
N=4858
| 1
No SLNB SLNB
N=962 N=3896
]
[ I I I ]
No SLN detected SLN neg. SLN micromet. SLN pos. (1-3 LN) SLN pos. (24 LN)
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N=38

N=3275

N=133

N=438

N=8

In 4 patients (both ITT and PP set) SLNB result is missing



Baseline Characteristics, PP set
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American Assotation
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Parameter

Age (strat.)

Tumor size (strat.)

Grading (strat.)

Tumor type

ER/PgR

HER2 status

Category

<65 years
265 years
<2cm

>2 cm

G1

G2

G3

NST

Invasive/mixed lobular
carcinoma

other

both negative
ER and/or PgR positive

negative

positive

No SLNB
N=962 N(%)

583 (60.6)
379 (39.4)
871 (90.5)

91(9.5)

372(38.7)
552 (57.4)

38(3.9)
726 (75.5)

125 (13.0)

111 (11.5)
15 ( 1.6)

946 (98.4)

914 (95.4)
44 (4.6)

SLNB
N=3896 N(%)

2387 (61.3)
1509 (38.7)
3521 (90.4)

375 (9.6)

1463 (37.6)
2294 (58.8)
139 ( 3.6)
2828 (72.6)

491 (12.6)

576 (14.8)
58 ( 1.5)

3835 (98.5)

3755 (96.7)
130(3.3)



GS2-07: The INSEMA Study

Proportion alive and invasive disease-free (%)

SLNB
no SLNB

100%

90%

80%

70%

60%

50%

40%

30%

20%

10%

0%
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S5yrs 91.9%

5yrs 91.7%

SLNB 426/3896 iDFS events
no SLNB 99/962 iDFS events
HR no SLNB to SLNB = 0.91, 95% Cl (0.73, 1.14)

3896
962

36 48 60 72 84 96 108
iDFS, months

3459 3286 2950 1842 1008 329 0

877 832 743 477 272 82 0
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-~
UT Health AACR
el owlwoinrc

Per protocol analysis

Time-driven since fewer events
than predicted

Median follow up: 73.6 months
HR 0.91 (95% CI1 0.73-1.14)
No SLNB non-inferior to SLNB

This presentation is the intellectual property of the author/presenter. Contact them at psingh6@mdanderson.org for permission to reprint and/or distribute.
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Results: iDFS results of the ITT set (P

G uT Hean

American Assotation
[
Ma el

Cancer Research’

100% B e
Syrs 91.4%
= 0% —
1]
*g 80%
T o =
g 5yrs 91.1%
(3]
& 70% —
o
Q
Z 60% =
©
g
= 50% =
c
E 20% + Censored
2 ’ SLNB 461/4124 iDFS events
2 30% no SLNB 112/1030 iDFS events
) —
-,g HR no SLNB to SLNB = 0.95, 95% CI (0.77, 1.17)
5}
g 20% —
a
10% =
0% T T T T T T T T T
0 12 24 36 48 60 72 84 96 108
iDFS, months
SLNB 4124 3891 3732 3597 3409 3051 1907 1039 336 0

no SLNB 1030 997 961 917 865 774 494 283 83 0
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Results: OS results of the PP set (P

G uT Hean

M entes

American Assotation
for Cancer Research’

100% _'E
90% =——
5yrs 98.2%
80% =——
3 70% =—
o
2 60% —
1+
c
.g 50% —
§. 40% + Censored
& ° SLNB 165/3896 deaths
30% — no SLNB 29/962 deaths
HR no SLNB to SLNB = 0.69, 95% Cl (0.46, 1.02)
20% =——
10% =
0% T T T T T T T T T
0 12 24 36 48 60 72 84 96 108
0S, months
SLNB 3896 3769 3659 3554 3417 3110 1978 1098 360 0

no SLNB 962 950 931 900 871 793 517 289 88 0
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Gurhan  AA

Subgroup N Hazard Ratio p-Value  Test for
patients (95% CI) Interaction
Overall 4838 —Q— 913 (.734,1.14) 0.417
Age as stratified 0.954
<65 2970 4'* .903 (.658, 1.24) 0.527
>= 65 1888 4* 911 (673, 1.23) 0.546
TS as stratified 0.389
<= 2cm 4392 —— .951 (752, 1.20) 0.674
>2cm 466 4'——— 715 (1387, 1.32) 0.285
Grading as stratified 0.446
G1/G2 4682 1* .891 (.710, 1.12) 0.320
G3 176 : 1.22 (545, 2.72) 0.631
Histological tumor type | 0.806
Invasive carcinoma NST 3554 —— 943 (.735,1.21) 0.647
Invasive or mixed lobular carcinoma 616 4‘*7 .882 (.483, 1.61) 0.683
other 687 - 741 (.368, 1.49) 0.400
T ] [T

04 06081 156 2 25

HR

longer iDFS without SLNB longer iDFS with SLNB



San Antonio Breast Cancer Symposium® December 10-13, 2024
() SAN ANTONIO

.
Omission of SLNB Oem e
SOUND INSEMA
Randomization SLNB vs no SLNB SLNB vs no SLNB (4:1)
N 1,405 4,858
708 SLNB vs 697 no SLNB 3,896 SLNB vs 962 no SLNB
Population cT <2cm, cNO (including negative axillary cT <5cm (90% <2cm), cNO (including negative
ultrasound) invasive breast cancer, BCT axillary ultrasound invasive breast cancer, BCT
Age Median (IQR) 60 years (52-68) Median (IQR) 62 years (53-68)

Only 10.8% < 50 years of age
5-year DDFS: 97.7% SLNB vs 98.0% no 5-year iDFS: 91.7% SLNB vs 91.9% no

SLNB SLNB
Survival HR 0.84 (90% CI 0.45-1.54) HR 0.91 (95% CI 0.73-1.14)
5-year OS: 98.2% vs 98.4% (p=0.72) 5-year OS: 98.2% vs 96.9%
Recurrence Local 1.0% SLNB vs 0.9% no SLNB Local 1.1% SLNB vs 0.8% no SLNB
AX|IIary 0.4% vs 0.7% Axillary 0.3% vs 1.0%

£l AN At Al IAMA OVre—2022:09222750
Gentilini-Ob-et-al-JAMA-One: ZzUZ30,€Z25071T09
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= Adds to the evidence that SLNB can be omitted in select
patients

= Excellent survival outcomes and low rates of recurrence

This presentation is the intellectual property of the author/presenter. Contact them at psingh6@mdanderson.org for permission to reprint and/or distribute.
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Additional considerations of SLNB omission %___Mc

= Appropriate for smaller tumors (i.e. < 2cm)
» Higher rate of SLN positivity with larger tumors

= Very low percentage of non HR+/HER2- tumors
= Role of preoperative axillary imaging, e.g. axillary US

= Low percentage of lobular histology

This presentation is the intellectual property of the author/presenter. Contact them at psingh6@mdanderson.org for permission to reprint and/or distribute.



San Antonio Breast Cancer Symposium® December 10-13, 2024
( SAN ANTONIO

/. BREAST CANCER
SYMPOSIUM®

Implications of SLNB omission e i

o for Cancer Resarch

Positive SLNs impact adjuvant therapy decision-making, both
medical therapies and radiotherapy

Premenopausal patients with SLN-positive, HR+ breast cancer
may be recommended chemotherapy! and/or CDK4/6i

Without axillary staging, patients may be limited in terms of:

" 9
* Radiotherapy options such as partial breast irradiation : : K
* Clinical trials evaluating radiotherapy omission (IDEA?, DEBRA?3) A

SLNB is a staging modality that is
still necessary for many patients

1Kalinsky K et al. N Engl J Med. 2021;385:2336-47.
2Jagsi R et al. J Clin Oncol. 2024;42:390-8.
3NCT04852887, NRG BR-007
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Take home point: Shared decision-making with patients and
the multidisciplinary team are critical when determining in whom
omission of SLNB can be safely done without compromising
oncologic care or limiting adjuvant therapy options.

= Ongoing multidisciplinary discussion at MDACC to identify
patients eligible for SLNB omission

This presentation is the intellectual property of the author/presenter. Contact them at psingh6@mdanderson.org for permission to reprint and/or distribute.
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Summary Ve mes

= Both the COMET and INSEMA studies provide data on omitting
surgical treatment for low-risk DCIS and low-risk invasive breast
cancer, respectively

= While questions remain, these studies bring us closer to
iIndividualizing and optimizing the care of patients with breast
cancer

= Engaging patients in treatment decisions is critical

= COMET and other studies on active surveillance of DCIS
highlight the challenges of RCTs of de-escalation and
opportunities to design patient-driven clinical trials

This presentation is the intellectual property of the author/presenter. Contact them at psingh6@mdanderson.org for permission to reprint and/or distribute.
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= Dr. E. Shelley Hwang
= Dr. Ann H. Partridge
= Dr. Toralf Reimer

= All the investigators and
patients who
participated!

THE UNIVERSITY OF TEXAS

@puneetsinghmd G%gﬁ?g
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