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De-escalating Breast Canc
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Disclosures

| do not have any relevant financial relationships.

This presentation and/or comments will provide a balanced, non-promotional, and evidence-based approach to all diagnostic, therapeutic
and/or research related content.



Cultural Linguistic Competency (CLC) & Implicit Bias (IB)

STATE LAW:

The California legislature has passed Assembly Bill (AB) 1195, which states that as of July 1, 2006, all Category 1 CME activities that relate to patient care must
include a cultural diversity/linguistics component. It has also passed AB 241, which states that as of January 1, 2022, all continuing education courses for a
physician and surgeon must contain curriculum that includes specified instruction in the understanding of implicit bias in medical treatment.

The cultural and linguistic competency (CLC) and implicit bias (IB) definitions reiterate how patients’ diverse backgrounds may impact their access to care.

EXEMPTION:
Business and Professions Code 2190.1 exempts activities which are dedicated solely to research or other issues that do not contain a direct patient care
component.

The following CLC & IB components will be addressed in this presentation:

» Impact of social determinants of health on care delivery
e Ageism related to treatment decisions


https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=201920200AB241
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=201920200AB241

Case Presentation

A 62-year-old postmenopausal woman presents with a screen-detected 1.2 cm invasive ductal
carcinoma of the breast. The tumor is estrogen receptor-positive, HER2-negative, grade 1, and

clinically node-negative on physical examination. Preoperative axillary ultrasound shows no
suspicious lymph nodes.

How are you currently managing this patient?

Would you perform a sentinel lymph node surgery today?
Would you offer surgery for the breast-lumpectomy or mastectomy-or omit breast surgery?




S
Outline

1. History of Breast Surgery De-escalation

2. Current State and Role of Breast Surgery

3. De-escalation Strategies (Case Presentation)
4. Equity Considerations



History of Breast Surgery De-e

Legacy of surgical de-escalation



1894: Halsted Radical Mastectomy



Surgical anatomy



History of breast surgery de-escalation

TM vs. TM + ALND vs.

TM + RT: at 25 years

no survival difference,
no advantage for

Landmark publication
establishing the radical

mastectomy. ALND.
Halsted radical The most influential
mastectomy RCT
1894 NSABP B-04

No advantage for more
vs. less radical
mastectomy; BCS equal
at 10 years.

9 then 7 RCTs —
BCS accepted

EBCTCG

Monica Morrow (MSK):
no benefit beyond "no
tumor on ink"
(invasive), 2 mm (DCIS).

SSO/ASTRO
margins

Guidelines

1951

Extended radical
mastectomy

MSK surgeon Jerome
Urban targets
parasternal chest wall
recurrence in inner-
quadrant cancers.

B-06 & Milan

20-year results

MRM vs.
lumpectomy/quadrantectomy
+ ALND + whole breast RT:
no difference in oncologic
outcomes.

1990s

Margins matter

Definitions varied
widely: grossly negative
(Milan), "no tumor on
ink" (NSABP), up to 1
cm in retrospective
studies.

2005

EBCTCG: 78 RCTs

Local control is
significantly linked to
survival; RT cut 5-year

local recurrence,
gaining breast cancer

survival at 15 years.



Landmark trial results

NSABP B-04 NSABP B-06 & Milan
Disease-free survival by surgical arm DFS, distant DFS, and overall survival at 20 years
A 100 - _I?afllca' metfcmmy_ diat A Disease-free Survival B Distant-Disease-free Survival ¢ Overall Survival
+
otal mastectomy + Irradiation 100 100 100
. . ---- Total mastectomy
=2 }
— 80
p—- 804 80+ 80-
=
= -
= S
w60 T 0] 60 601
® £
@ y 8
e b L T Y . N @
[ s,
> Ko, _ _ 5 40- 40 40
@ A . Women with negative nodes @
$ ' . O Total mastectomy 1 O Total mastectomy 1 O Total mastectomy
Py = {371 events) (283 events) (299 events)
5 7 204 & Lumpectomy 209 & Lumpectomy 204 A Lumpectomy
""" . {408 events, P=0.47) (331 avents, P=0.21) (338 events, P=051)
20- e, TG 1 & Lumpectomy + irradiation 1 & Lumpectomy + irradiation 1 A Lumpectomy + irradiation
R ., T, {391 events, P=0.41) (309 avents, P=0.95) (317 events, P=0.74)
...... IR 0 T T T T 1 0 T T T T 1 0 T T T T ]
Years of Follow-up
0.
No significant differences in local DFS, distant DFS, or overall survival between Total mastectomy vs. lumpectomy vs. lumpectomy + irradiation: no difference in

radical mastectomy, total mastectomy + irradiation, and total mastectomy. oncologic outcomes, establishing breast conservation.



History of axillary surgery de-escalation

Pioneering work of Drs.
Donald Morton
(melanoma), Armando
Giuliano, and David
Krag (breast cancer).

SLNB emerges

1990s

Whether clinically node-

negative or node-positive,

no survival advantage for
ALND vs. axillary RT.

5 RCTs + 183
studies

SLNB validated

A negative SLNB is
sufficient for axillary
staging: local control
and disease-specific
survival equal ALND,
with less morbidity.

First RCT in the SLN-
positive axilla: cT1-2NO
with 1-2 positive SLN
having BCS with whole
breast RT.

SLNB alone vs.
SLNB/ALND

ACOSOG Z0011

2017

Z0011 results

Additional positive
nodes in 27% of ALND
specimens, yet no
differences in local,
regional node, or
distant recurrence.

IBCSG 23-01

Micrometastases

Similar design; no
differences between

SLNB and SLNB/ALND.

In cT1-2NO patients
with positive SLN: no
differences in
oncologic outcomes,
less morbidity with
axillary RT.

ALND vs. axillary RT

AMAROS &
SENOMAC

CALGB 9343
SOUND
INSEMA

Toward no axillary
surgery

Staging optional in
women 270 with
cTT1NO ER+ cancer;
SOUND & INSEMA
compare SLNB vs. no
axillary surgery.



Current State and Role of bre

Why surgical de-escalation is possible



Role of surgery has evolved to assisting in cure, staging,
treatment planning

e Goalisboth staging and local control

 Principles of achieving negative margins and facilitating additional therapies must be
upheld
e Decisions are not made in isolation
* |maging
e Medical Oncology
e Radiation Oncology
e (Genetics
e Plastic Surgery

* Whatis the purpose of each component of this surgery and how will it
affect 1) systemic management 2) local control 3) overall prognosis?



Omission of breast surgery

In clinical trials, breast surgery is omitted with use of imaging and biopsy and reliable

Omission in non-invasive disease Omission in invasive disease Ablative techniques

biomarkers.

COMET:

 Prospective, randomized noninferiority
trial- 995 women >40 with HR+ grade 1-
2 DCIS at 100 US Alliance sites from
2017 to 2023

* 2-year Kaplan-Meier cumulative rate of
ipsilateral invasive cancer was 4.2% in
the active monitoring group vs 5.9% in
the guideline-concordant care group,
active monitoring is not inferior to
guideline-concordant care

RECAST-DCIS:

» Ongoing actively enrolling clinical trial
of HR+ DCIS with or without
microinvasion

* 3investigational study medication (z-
Elacestrant, Testosterone +
Anastrazole, or Endoxifen) or receive
control hormonal therapy (Tamoxifen
or an aromatase inhibitor) vs SOC

 1°endpoint-fraction of pts on AS

HR+:

Early-stage HR+ treated with
stereotactic ablative radiotherapy and
endocrine therapy without surgery
Enrolled 20 patients, 12 omitted surgery
At mean 44 months, PFS 92%

TN and HER2+:

Phase 2 nonrandomized clinical trial at
7 US medical centers

>40yo with cT1-2, NO-1, MO TN or
HER2+ with ,2 cm of residual disease on
imaging from 2017-2021

Image-guided VAB of tumor bed-if no
residual disease went to received whole
breast radiotherapy or TAD alone if
ycN1

50 pts enrolled, 31 had omission of
surgery, additional 8 had TAD alone

At median 55 months, IBTR was 0% and
0S 100%

Cryoablation:
 ICE3trial was a prospective, multi-
center, single-arm, non-randomized
trial evaluating cryoablation in women
>60 with tumors <1.5 cm, Grade 4,
HER+, HER2-
e 3yrinterim analysis showed IBTR
2.06%; 5 yr FU showed 4.3% and BCSS
97%
» FDA approved in Oct 2025
Focused ultrasound, laser, microwave,
radiofrequency:
¢ Additional studies needed

Hwang ES, Hyslop T, Lynch T, et al. Active Monitoring With or Without Endocrine Therapy for Low-Risk Ductal Carcinoma In Situ: The COMET Randomized Clinical Trial. JAMA. 2025;333(11):972-980. doi:10.1001/jama.2024.26698
Kuerer HM, et.al.; Exceptional Responders Study Group. Selective Elimination of Breast Surgery for Invasive Breast Cancer: A Nonrandomized Clinical Trial. JAMA Oncol. 2025 May 1;11(5):529-534. doi: 10.1001/jamaoncol.2025.0207. PMID: 40152443; PMCID:

PMC11953967.

Shaitelman SF, et.al.; Division of Radiation Oncology Biomarker Strategic Initiative Laboratory Group; Exceptional Responders Study Group. Definitive, stereotactic ablative radiotherapy and endocrine therapy without surgery for select low-risk breast cancers: A
prospective, phase Il trial. Radiother Oncol. 2026 Jul;220:111573. doi: 10.1016/j.radonc.2026.111573. Epub 2026 May 15. PMID: 42142534.




Omission of surgical axillary staging

For eligible patients, axillary staging may be completed with imaging alone.

Comparative Study > N EnglJ Med. 2025 Mar 13;392(11):1051-1064.
doi: 10.1056/NEJMo0a2412063. Epub 2024 Dec 12.
Original Investigation

September 21, 2023

Axillary Surgery in Breast Cancer - Primary Results of

Sentinel Lymph Node Biopsy vs No Axillary Surgery in the INSEMA Trial
Patients With Small Breast Cancer and Negative Results o e T e B, ot vt B, ot g S0
on Ultrasonography of Axillary Lymph Nodes Beyhan Ataseven 12, Roland Reitsamer 13, Sylvia Ruth ™, Carsten Denkert ™%, Inga Bekes 2 ™,
The SOUND Randomized Clinical Trial e o e ekt 5 S i 5 st o
Oreste Davide Gentilini, MD"%; Edoardo Botteri, PhD?#; Claudia Sangalli, BSC>; et al Affiliations + expand
PMID: 39665649 DOI: 10.1056/NEJMoa2412063

» Sentinel Node vs Observation After Axillary Ultra-Sound e T1-2,Clinically node negative, undergoing
» Prospective non-inferiority phase 3 randomized clinical BCS

trial in Italy, Switzerland, Spain and Chile e 5502 pts, 90% cT1, median FU 73.6 months
e 1463 women, any age, T<2 cm, negative axillary US *  5-yrIDFS 92% in omission group, 92% in
* Primary endpoint-distant disease-free survival at 5 years surgery group
e Median tumor size 1.1 cm, 88% ER+,HER2-neg e RESULTS: Omission determined to be non-
e RESULTS: omission of axillary surgery was non-inferior to inferior

SLN surgery for 5-year distant DFS (98.0% vs. 97.7%),
overall DFS (93.9% vs. 94.7%), and overall survival (98.4%
vs. 98.2%)



Omission of surgical axillary dissection

* Included T1-3 and 1-2 SLN macrometastases, BCS and
mastectomy

e RESULTS:5yr OS comparable between groups (93.4% in
ALND vs 94.4% in omission group)

o  TAKEAWAY: Omission of completion axillary dissection
does not worsen survival or relapse rates but does result
in less arm-related complications and improved function
and QOL

Any patient with node positive disease prior
to NAC eligible

22% had_> 4 suspicious nodes

RESULTS: pCR rates highestin HER2+
followed by TNBC; initial number of nodes
not associated with response to treatment
TAKEAWAY: Tumor biology, rather than
axillary burden, is associated with response
to NAC, expanding eligibility for surgical
axillary staging rather than dissection



Balancing de-escalation



T
Case Presentation

A 62-year-old postmenopausal woman presents with a screen-detected 1.2 cm invasive ductal
carcinoma of the breast. The tumor is estrogen receptor-positive, HER2-negative, grade 1, and
clinically node-negative on physical examination. Preoperative axillary ultrasound shows no

suspicious lymph nodes.

What is the purpose of each component of this surgery and how will it affect 1) systemic
management 2) local control 3) morbidity and 4) overall prognosis?

e Breqgst
e Axilla



Balancing Impact and Risk of Breast Management

Impact on systemic | Impact on local Impact on prognosis | Morbidity burden
therapy control

Mastectomy O
Lumpectomy

C O O
Ablation

D O

Observation

o O C'!“

Fill = size of effect. Green = favorable for the patient. Red = unfavorable. Dashed outline = effect uncertain; *when XRT omitted in select cases




Lumpectomy vs. Mastectomy

e T1-2NO-2 breast cancer having surgery 2008-2017
e Compared 3 groups: BCT+XRT, Mx-XRT, MX+XRT
e 0OS and BCSS significantly worse after MX-XRT (HR 1.79) and Mx+XRT (HR 1.66) than BCT+XRT



Impact of axillary management

Impact on systemic | Impact on local
therapy control

Sentinel lymph node
surgery

Axillary dissection

Omission

A O

Fill = size of effect. Green = favorable for the patient. Red = unfavorable. Gray = no meaningful effect.

Impact on prognosis

Morbidity burden




ASCO Summary: Clinical Questions 1-3

Rec 1.1: SLNB can be omitted for select patients with a small (<2 cm)

breast cancer, negative preoperative ALN ultrasound and all criteria

met — postmenopausal and =50 years; unifocal invasive ductal

carcinoma <2 cm; Nottingham grade 1-2; HR-positive/HER2-negative Moderate Strong
intending adjuvant endocrine therapy; no suspicious nodes on axillary

US; upfront breast conservation surgery with whole breast radiation if

CQ1. Can SLNB be omitted in
select patients?

<65 years.

Good Practice Statement 1.2: For patients =65 years who qualify for

omission of SLNB, radiation after breast conserving surgery is not Good Practice B
mandatory (extrapolating from PRIME Il and CALGB 9343), as risk of Statement

nodal involvement is very low.

GPS 2.1: Radiation treatment decisions should not be altered by
omission of SLNB in appropriate candidates (those meeting Rec 1.1). Good Practice
GPS 2.2: Genomic assay testing and subsequent systemic therapy —

CQ2. How are radiation and
systemic treatment decisions

ISTEaBited by omission of decisions should not be altered; the 21-gene recurrence score can be Statement
' performed in the setting of SLNB omission.
CQ3.Is ALND necessary with ~ Rec 3.1: Clinicians should not recommend ALND. Qualifying;
1-2 SLN metastases and completion ALND is unnecessary if the patient already meets
breast conserving surgery candidacy for a CDK4/6 inhibitor or olaparib; otherwise it can be High Strong
plus whole-breast considered, but the rate of four or more nodal metastases is low (13%)
radiotherapy? and shared decision-making is warranted.

liny Mrrmncu So-cm:mf Chnical Oncology (ASC0) 2025, Al ngh 1.'- l:wivl.-d wldw i AS( 0 :r:ﬁ_?ii?_:f;ly

PICIEN
For Ic.ensng upwﬂu nes onmacl censngiiasco org. Permission requined for reusa; contact parmiss {asco
EMOWLEDGE COMQUERS CANCER



ASCO Summary: Clinical Questions 4-6

Rec 4.1: ALND can be omitted in clinically node-negative invasive cancer

CQ4.1s ALND necessary for <5 cm receiving mastectomy with one to two positive sentinel nodes;
patients with nodal PMRT with RNI can be offered. Rec 4.2: In pT1-T2, pN1 disease Hioh Stron
metastases planning undergoing mastectomy without PMRT or RNI, completion ALND is & &
mastectomy? recommended. Rec 4.3: ALND followed by PMRT for patients with =3

positive nodes.
CQ5. Can completion ALND be  Rec 5.1: Clinicians should not recommend ALND for axillary staging in
omitted when there are no patients with early-stage breast cancer who do not have nodal High Strong

nodal metastases? metastases.

Rec 6.1: SLNB may be offered in operable breast cancer with
multicentric tumors (cNO), male breast cancer, pregnancy, obesity, cT3- Low Conditional
cT4c NO, DCIS undergoing mastectomy, or prior breast/axillary surgery.

CQ6. Whatisthe role of SLNB
in special circumstances?

Rec 6.2: Do not offer routine SLNB for DCIS after breast conserving

surgery, or for the sole purpose of evaluating the internal mammary

nodes. Rec 6.3: ALND (not SLNB) should be performed for inflammatory Low Conditional
breast cancer, biopsy-proven palpable axillary nodes, or matted axillary

/ multiple suspicious level 3 or supraclavicular nodes.

AMERMCAMN SOCIETY OF

cancer-gudelines BAmencan Socety of Clnical Oncology (ASCO) 2025, All nghts resensed worldwide ASCO CUNICAL GHOOLOGY

WO ASCD Qg b et -Ch
For icensing opportunities, contact kcensmgiasco org. Permission requined for reuse; contact permissionsilasca o
KNOWLEDGE CONQUERS CAMCER



Equity Considerations















T
Case Presentation

A 62-year-old postmenopausal woman presents with a screen-detected 1.2 cm invasive ductal
carcinoma of the breast. The tumor is estrogen receptor-positive, HER2-negative, grade 1, and
clinically node-negative on physical examination. Preoperative axillary ultrasound shows no

suspicious lymph nodes.

o Whatwould you offer for the breast now?
* Did your recommendations for the axillary lymph nodes change?




Summary

1. Thereis a Legacy of Breast Surgery De-escalation
Role of Breast Surgery has transformed from debulking to staging
3. Current De-escalation Strategies include omission of breast or axillary

surgery when appropriate after asking a key question:
What is the purpose of each component of this surgery and how will it affect 1) systemic
management 2) local control 3) overall prognosis

4. Advocate for appropriate de-escalation in appropriate patients

I



Thank You

vjones@coh.org
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Total Mastectomy not worse than Radical Mastectomy:
NSABP B-04 (1971)

1765 women with early operative breast

A 100 —_ Radical mastectomy
cancer with movable nodes - " e mettomy it
34 centers S\

2 groups: NO and N+ g |
NO 3 -

3 arms (~350pt each): RM, TM (with delayed ALND 3

if pos), and TM+XRT | eNy g, \ | _
N+ § 40- e iz Women with negative nodes

2 arms (~300pt each): RM and TM+XRT 5 1 T,
Locoregional recurrence rate 9% with RM 2y T T R
vs 5% with TM+XRT (p=0.002) in NO arm, no - Womsn with positive nooks ™™
difference in N+ arm (16% vs 14%). 0

Fisher et al, Cancer 1977
e ——— Fisher et al, NEJM 1985
0 | 2 3 4 5 6 7 8 9 10

20 [ LOCAL REGIONAL




_umpectomy not worse than Total Mastectomy:
NSABP B-06 (1976)

1843 women Wlth early operable breaSt A Disease-free Survival g Distant-Disease-free Survival ¢ Overall Survival

100 100 100
cancer with movable nodes
80 80- 804
Eligibility: tumor <4cm and movable LNs
(stage 1 or 2), no skin involvement, breast £ = 60+ 60-
must be of sufficient size to preserve 3
. o . o e i 4
cosmesis and negative margins (“noinkon § “ “ "
tumor”) [ ol | B et | " oo
204 & Lumpectomy 204 & Lumpectomy 204 & Lumpectomy
{408 events, F=0.47} (331 events, P=0.21} (338 ovents, P=051)
. 1 & Lumpictomy + irradiation 1 & Lumpictomy + irradiation 1 & Lumpectomy + irradiation
Everyone got ALND and all N+ patlents got D 1391 events, P=0.41) : {309 events, P=0.95) : {317 evonts, P=0.74)
adjuvant ChemO (melphalan/SFU) 0 4 g 12 18 20 0 4 g 12 18 20 0 4 8 12 16 20

Years of Follow-up

Fisher et al, NEJM 1985
Fisher et al, NEJM 2002



_umpectomy not worse than Total Mastectomy:
NSABP B-06 (1976)

No diff in DFS/OS with TM vs Lump +/-
XRT 1 P<0.001

Ipsilateral recurrence rate (IRR): "
Lump: 39%
Lump/XRT: 14%
IRR NO patients: 36% vs 17%
IRR N+ patients: 44% vs 9%

OS: 5yr 90% -> 20yr 45%

1004

Y

60+

Lumpectomy (220 avents]

40

ulative Incidence of Recurrence

201 Lumpectomy plus irradiation (78 events

Cum

= [

T T T T 1
4 8 12 16 20
Years after Surgery

Fisher et al, NEJM 1985
Fisher et al, NEJM 2002



EBCTCG Meta-analysis: BCT +XRT reduces
recurrence rates and breast cancer deaths
compared to lumpectomy alone.

Any first recurrence Breast cancer death Any death
L= 1G-year gain 157% [5E 14 = 15 -year gain 3-8% [5E 11} L= 15 -year gain 307 {5E 1. 2]
K352 [95% O 048056} BE0-82 [95% 1 0-75-0-90) RE 092 (95% O 0-B5-0-499)
£ Log-rank 2p=0-00001 £0- Log-rank Jp={0-00005 Er= Lisg-rank 2p=0-03
* # BCS
= BCS £ 407 37-6%
& 350% E 1465
= i 30— BCS+RT
= £
E :
iz BCS+RT =
10—
a T T ] Hy | T 0 ] | f
o 5 1o 15 ] 5 1a 15 (] 5 1o 15
Yoars Woars Yoars
16% decrease in 1st 4% decrease in deaths 3% decrease in deaths
recurrence due to BC due to any cause

EBCTCG, Lancet 2011



Sentinel Lymph Node Surgery

Sentinel Lymph Node Biopsy

Radioactive |
substance =
or dye <y

l“‘"‘
i g"‘
g\

- ||sentinel node
removed

2 2010 Terase Winslow
.5, Govt. has certain righis



Lumpectomy




Indications for mastectomy

e Highrisk of future breast cancer
» Genetic predisposition
« Unable to achieve principles of breast conservation surgery
e Inflammatory breast cancer
* Imagingbarriers
e Patient preference



Reconstruction

» Foreign Body
o Tissue Expander

Breast Reconstruction (Implant)

e Implant
e Silicone
e Saline

After Mastectomy Reconstructed Breast

» Autologous
e Fat, muscle and
blood vessels taken
from another part of

the body
Back (latissimus
flap)

e Abdomen (DIEP | .
ﬂap) | , — 4 months post op

i Buttocks " A TN " g;gﬂp? 7111/17




Sentinel Node Biopsy Expansion
4 R
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