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Sentinel Lymph Node Biopsy in Early-Stage Breast Cancer:
ASCO Guideline Update
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Medical Debate Gaslighting: A form of psychological
manipulation where one person subtly (or not so subtly)
tries to make another doubt their sanity, perception of
reality, or memory — maybe by trying to convince you
that a practice changing guideline (see above) does not
really exist.
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Arguments regarding surgical axillary staging
Why not: Why: Why not: Why:

 NSABP B-04:  Bonadonna et al: *  RxPONDER: For post- e Still may guide
Outcomes based on Differing outcomes menopausal woman therapy in certain
clinical nodal status based on extent of with HR(+) cNO or cN1, cases
nodal disease genomic assays

A 1004 — Radical mastectomy — —
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2 Toaimastocomy tients Treated with Cyciophosphamide, Methotrexate and Ofte n WI I I d ete r m I n e Preme no pa u Sal
= Fluorouracii (CMF), with Observed Failure Proportions. T3 T4
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£ Post 2397 237 6112 53 10* . . .
H Mastectomy:
: e with surgical staging of
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3 Stage: .
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g T; 31136 227 7153 45 10°S t h e aX| I I a
2 Ts 821 381 33 83 <102
e 209 Histology:
Ductal 39/158 246 9180 5.0 <10-¢
Lobular 415 266 221 9.5 0.8
T 73 = 5 L Other ) 0/6 — e —
Years of Follow-up Mean follow-up period (mo) 14.0 13.7
*1-3nodes vs 4ormore: P <10-3. *Radical vs extended: P = 0.03.
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What | am NOT arguing for:

= Omission of SLN for HER2(+) and triple negative breast cancer
o Nodal burden helps to determine the extent systemic therapy

= Omission of SLN for premenopausal woman

o RXPONDER noted that even with a low RS, nodal burden matters in
premenopausal women

What | am arguing for:

= Omission of SLN for HR(+) postmenopausal woman with cT1NO breast
cancer

2025 Debates and Didactics in Hematology and Oncology
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INSTITUTE Choosing Wisely (ABIM/SSO/ASCO):

Don't routinely use sentinel node biopsy in clinically node negative
women 270 years of age with early-stage hormone receptor positive,

HER2 negative invasive breast cancer.

cT1-3NOMO, women >=60 (n=473)

Breast surgery
and tamoxifen

cNO (age 65-80)
]

Lumpectomy with Lumpectomy with
axillary no surgical staging
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Rudenstam, et al., J Clin Oncol 2006;24(3):337-344 Martelli, et al., Ann Surg Oncol. 2011;18(1):125-33
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cTANO ER(+), age >=
70 years

Lumpectomy with or
without ALND
(n=636)

Tamoxifen (n=319)
versus

Tamoxifen plus XRT
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2 4 6 8 10 12 14

Follow-up Year

26% T2

Chung, et al., JAMA Surg 2015;150(7):683-4



%) EMORY
CANCER A Prospective Study of Sentinel Node Biopsy Omission in

Women Age 2 65 Years with ER+ Breast Cancer

a Regional Recurrence Free Survival 98.2% b Disease-Free Survival 91.2%
e B 1000 ~—dgpm
£ 5 T . . .
cT1/2NOMO = No isolated axillary failures
ER(+) ;f 0.50 %‘050- = 23% T2
| % 0.25 g: 0.25
E 0.00 E 0.00

0 6 12 _18 _24 30 36 42 48 54 60 o ‘0 6 12 18 24 30 36 42 48 54 60 Women Older than aged 65

Time since surgery in months Time since surgery in months

L u m pe Cto m y € Breast Cancer Specific Survival 99.2%

| e — ————t T years with clinically staged T1-
T . 2NO ER(+) breast cancer
NG e undergoing breast
SLN (n=125) conservation surgery are
unlikely to gain benefit from

0 6 18 24 30 36 42 48 54 60 0 6 12 18 24 30 36 42 48 54 60
Time since surgery in months Time since surgery in months
FIG.2 Kaplan—Meier curves of estimated 3-year outcomes for regional recurrence-free survival (a), disease-free survival (b), breast cancer- S L N -
specific survival (¢), and overall survival (d)

Caveats to these studies:
1) No axillary imaging was mandated in these studies
2) Although mostly T1 tumors, but there were T2 tumors included

2025 Debates and Didactics in Hematology and Oncology
Chung et al., Ann Surg Oncol 2024;31:3160-3167
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nstirsnegative results on axillary ultrasound: The SOUND Randomized Clinical Trial

Table 1. Baseline Patient and Tumor Characteristics

Patients, No. (%)
No axillary surgery

G ?I&EB708) =697) Table 1. Baseline Patient and Tumor Characteristics (continued) ® F0 r t h e S L N rO u
Age at surgery, y [ ] Patients, No. (%) p

cT1NOMO with a negative

: — <40 10(1.4) 10(1.4) SLNB No axillary surgery
axillary US (n=1463) e i o ETZ?‘.EZTXM (n =708) (n = 697) 82 5Cy d t_
22;64 ;zg gz;&; ;2213 gjj; 250 455 (64.4) 439(63.2) O = (0] We re n 0 e n ega |Ve
220 252 (35.6) 256 (36.8)

Median (106) 80 Gt 0010 Median (IQR) 15(10-23)  15(10-24) 0, 2

S ERBB2 overexpression O O n Iy O L] 6 /0 We re p N

Lumpectomy and breast XR sgﬁ:;p::::l - [ = Sgi: = EZ?; ] Not overexpressed 660(932)  650(93.3)

postmenopausal Overexpressed 48 (6.8) 47(6.7) H

e Adjuvant treatments
Ductal 551(77.8) 543 (77.9) Luminal ERBB2-negative o .
Lobular 61(8.6) 59 (8.5) ERBB2-enriched 48 (6.8) 47 (6.7) O O O g
o Majority received endocrine
Other 69 (9.7) 62(8.9) Grade®

SLN (n=727) Pathological tumor size ) 194 (27.7) 204 (29.9) th e ra py (98% fo r H R ( + ))

pT1micor pT1a 71(10.0) 61(8.8) 2 377 (53.8) 356 (52.2)
pTlb 251 (35.5) 240 (34.4) 3 130(18.5) 122 (17.9) 0
pllc 35(501)  361(518) ERstatus Ch th py f ~ 19 / f
pT2 31(4.49) 35 (5.0) 0 56 (7.9) 44(6.3) O e m 0 e ra O r 0 O
Median (IQR), cm 1.1(0.8-1.5) 1.1(0.8-1.5) >0 652 (92.1) 653 (93.7) H

No. of positive SLNs PgR status patl e ntS

— No SLN (n=736)

0 599 (84.6) 12(1.7) 0 108 (15.3) 95 (13.6)
1 83(11.7) 10(1.4) >0 600 (84.7) 602 (86.4) » . 0
e o Radiation therapy for 98%
SLNB not performed 12(1.7) 675 (96.8)
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E’ Distant disease-free survival

o = - « Omission of axillary

] surgery was not inferior

Table 3. Summary of First Events, Deaths, and Follow-Up Time 0.8

Events, No. (%)

Distant disease-free

g - § 0.96 - =
SLNB No axillary surgery ; - 5 0.94 I n D D FS fO r p a tl e n tS
Outcome (n =708) (n =697) 8 o4l 0.92 H
= - . with <2 ¢cm, hormone
Ipsilateral breast recurrence 7 (1.0) 6 (0.9) 2 021 O p 0S i t i ve t umors an d a
Axillary recurrence 3(0.4) 5(0.7) Logranktest. P=i67 . .
Ipsilateral breast and axillary 2(0.3) 0 00 1 2 3 4 5 6 n e ga t | Ve a X1 I I a r y U S
recurrence Years from surgical procedure
Distant metastasis 13(1.8) 14 (2.0) No. at risk A H H
T 0 s D B B2 8 8 B B Caution that this data
Nonbreast primary tumors 17 (2.4) 22(3.2) m ay n Ot a p p Iy
Death from breast cancer 0 0 '
Overall survival
Death from cause other than 5(0.7) 6(0.9) I'OW SR to p remeno p ausa I
breast cancer
Death from unknown cause 1(0.1) 1(0.1) 5l 1.00 T W 0 m e n
Follow-up, median (IQR), y 5.7(5.0-6.8) 5.7 (5.0-6.6) = z . S . .
All deaths, cause % L %22: i POIntS tO Importance Of
Breast cancer 7 (1.0) 4(0.6) - 2 o =g . .
Cause other than breast cancer 10(1.4) 12 (1.7) 3 & N 090 4+——F— m u Itl d IS C I p I I n a ry C a re
001 2 3 4 5 6
Unknown cause 4(0.6) 2(0.3) 0.2 Years from surgical procedure .
Follow-up, median (IQR), y 5.8(5.0-6.9) 5.8(5.0-6.8) e  Await 10 -year data
0 X ¥ I % 1 4 L]
- - : 0 1 2 3 4 5 6
Abbreviation: SLNB, sentinel lymph node biopsy. S o S EiE tO con f Irm resu I tS
NgL;tB”Sk 708 705 702 700 673 550 317
No SLNB 697 693 688 687 663 531 310
SLNB (control group) No SLNB (experimental group)
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Table 1. Demographic and Clinical Characteristics of Patients in the Per-Protocol Population.* Table 1. (Continued.)
No Sentinel-Lymph-Node  Sentinel-Lymph-Node No SEHti':;I-LYmPh*NOde Se"‘i"ell;!-YmPh-NOde Al pat
Biopsy Biopsy All Patients g ey o o4 Fationts
Characteristic (N=962) (N=3896) (N=4858) Shaisclensiic i=262) {N=3896) (=455
Intrinsic subtype — no./total no. (%] N\
Age — no. (%)
HR positive, HER2 negative 905/958 (94.5) 3705/3884 (95.4) 4610/4842 (95.2)
<3Syr 4(04) 6(02) 1002 HER2 positive 44/958 (4.6) 130/3884 (3.3) 174/4842 (3.6)
35to<50yr e SO0 S1120.6 Triple-negative breast canceri* 9/958 (0.9) 49/3884 (1.3) 58/4342 (1.2)
. . 50 to <60 yr 295 (30.7) 1278 (32.8) 1573 (32.4) T de — no. (%) 11
cT1/2NOMO with a negative 60t0 <70 355 (36.9 1454 (37.3 1809 (37.2 “”“Golfgfa e 372 (387, 1463 (37.6) 1835 (37.8)
axillary US (n=4858)(90% DT (36.9) 454 (37.3) (37.2) (387) (37.6) (37.8)
cT1) =70yr 198 (20.6) 751 (19.3) 949 (19.5) G2 552 (57.4) 2294 (58.9) 2846 (58.6)
. G3 'ﬂ/An\ |g/1ﬂ\ 177 (2 £)
BMI — no./total no. (%)}
Ki-67 index — no. /total no. (%)
<30 716/961 (74.5) 2913/3896 (74.8) 3629/4857 (74.7)
<20% 800/909 (88.0) 3220/3705 (86.9) 402074614 (87.1)
=30 245/961 (25.5) 983/3896 (25.2) 1228/4857 (25.3) g TEERE P ln R
Unknown 1 0 1 Unknown 53 191 244
Preoperative tumor size — no (%) Histologic subtype — no./total
. (%)
<2cm 871 (90.5) 3521 (90.4) 4392 (90.4) o)
Invasive carcinoma (no special 726/962 (75.5) 2828/3895 (72.6) 3554/4857 (73.2)
Lumpectomy and breast XR >2cm 91 (9.5) 375 (9.6) 466 (9.6) type)
Pathological tumor stage — no. (%)§ Invasive or mixed lobular 125/962 (13.0) 491/3895 (12.6) 616/4857 (12.7)
. carcinoma
UL (PUE CT RS N NS N Other 111/962 (11.5) 576/3895 (14.8) 687/4857 (14.1)
pT1 773 (80.4) 3082 (79.1) 3855 (79.4) — 7 5 il
pT2 177 (18.4) 756 (19.4) 933 (19.2)
pT3orpT4 6 (0.6) 24 (0.6) 30 (0.6)

Nodal status — no./total no. (%)

Sentinel lymph nodes

NO 3275/3854 (85.0) H

lemi 133/3854 (3.5) ¢ M e d I a n a ge : 6 2
(
(

SLN (n=3,896)

pN1 438/3854 (11.4)
pN2 8/3854 (0.2)

} e Median tumor size: 15

All lymph nodes

pNO 50/253 (19.8) m m
No SLN (n=962) pN1mi 17253 (04)
pN1 169/253 (66.8)
pN2 33/253 (13.0) ] 7 9 % p T 1
ER and PR status — no./total
no. (%)
Negative 15/961 (1.6) 58/3893 (1.5) 73/4854 (L.5) .
Positive 946/961 (98.4) 3835/3893 (98.5) 478174854 (98.5) ° M e d | a n f/ u : 7 3 . 6 m O n t h S
Unknown 1 3 4
HER2 status — no. /total no. (%)
Negative 914/958 (95.4) 3755/3885 (96.7) 4669/4843 (96.4)
Positive 44/958 (4.6) 130/3885 (3.3) 174/4843 (3.6)
Unknown 4 11 15

2025 Debates and Didactics in Hematology and Oncology
Reimer, et al., N Engl J Med. 2025 13;392(11):1051-1064.
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A Invasive Disease-free Survival in the Per-Protocol Population

100 Teesaman
90 e Surgery-omission group
- —
P4
80
§ Surgery group
- 70
o
“6 60—
o 50 No. of Events/Total No.
E 40 Surgery-Omission Group 99/962
% 304 Surgery Group 426/3896
Y Hazard ratio for invasive disease or death,
S 2 0.91 (95% Cl, 0.73-1.14)
104
0 T T T T T T T

R EER" L ELR R « Significant decreases in

Table 2. Summary of Primary-Outcome Events in the Per-Protocol Population.

No. at Risk
No Sentinel-Lymph-Node ~ Sentinel-Lymph-Node Surgery-omission group 962 942 918 877 832 743 477 272 82 0 S h O u I d e r a r m R O M
Biopsy Biopsy All Patients Surgery group 3896 3726 3582 3459 3286 2950 1842 1008 329 0

Event (N=962) (N=389) (N=4858)

Any primary-outcome event — no. (%) B Overall Survival in the Per-Protocol Population i S S u e S I y m p h e d e m a
No 363 (89.7) 3470 (89.1) 4333 (89.2) L Sugen omission group ’ ?
Yes 99 (10.3) 426 (10.9) 525 (10.8) @ 07 Surgery group h H H

- ronic pain
First primary-outcome event — no. (%) _§ 70 C
= ]
Invasive locoregional relapse 18 (1.9) 54 (1.4) 72 (1.5) & 60
o =)
Invasive contralateral breast cancer 10 (1.0) 25 (0.6) 35(0.7) g 50 No. of Deaths/Total No. .
= .
e B ool smeopsmomy « Omission of sentinel
b S G
Secondary cancer 32(33) 150 (3.9) 182 (3.7) 5 30+ Gl il b
o Hazard ratio for death, 0.69 (95% Cl,
Death 13 (L4) 9 (24) 106 (2.2) 1y HSLR I m h no d e

Locoregional relapse — no. (%) 104 y p

Axillary recurrence 10 (1.0) 12 (0.3) 22 (0.5) 0 v . U y v L y !

Invasive ipsilateral breast recurrence 8(0.8) 42 (1.1) 50 (1.0) i = & . i Mont:(s) = & & 25 b i O p S y W a S n 0 t i n fe r i 0 r

Death from any cause — no./

total no. (%) No. at Risk =
5 Surgery-omission group 962 950 931 900 871 793 517 289 88 0 I n D D FS
Breast cancer 0 1/93 (1.1) 1/106 (0.9) Surgery group 3896 3769 3659 3554 3417 3110 1978 1098 360 0
ST (I v IED (B 2/A06IES) C Invasive Disease-free Survival in the Intention-to-Treat Population
Other known cause 7/13 (53.8) 4393 (46.2) 50/106 (47.2) 1005 . .
BR A‘—M‘gv——‘,, PR
Unknown cause 6/13 (46.2) 46/93 (49.5) 52/106 (49.1) 90 e Surgery-omission group L] S u I t a b I e fo r p a t I e n tS
2 e
5 80
‘g 704 Surgery group > 5 O ]
s Wi raade 1-
“o_ 60— y y
o 50 No. of Events/Total No.
8 404 Surgery-Omission Group 112/1030 H R ( + ) H E R 2 (—) C I I
S 30 Surgery Group 461/4124 7
f\‘.’) 20 Hazard ratio for invasive disease or death,
£ breast cancer
0 T T T T T T T T 1
0 12 24 36 48 60 72 84 96 108
Months
No. at Risk
Surgery-omission group 1030 997 961 917 865 774 494 283 83 0
Surgery group 4124 3891 3732 3597 3409 3051 1907 1039 336 0

2025 Debates and Didactics in Hematology and Oncology
Reimer, et al., N Engl J Med. 2025 13;392(11):1051-1064.
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"We believe these latter two trials
are practice changing and are
important for our community to
know about so that it can be
implemented and essentially
represent a change in treatment
paradigms.”



What about adjuvant treatments in this patient population?

We have stated within the guideline that radiation and systemic
treatment decisions should not be altered in the select patients
with low-risk disease where sentinel lymph node biopsy can be
omitted.

If you look at the numbers from both the INSEMA and the SOUND
trial, the number of patients with pathologic N2 disease who did
have their axilla surgically staged, it was less than 1% in both trials.

2025 Debates and Didactics in Hematology and Oncology



THE FUTURE.......

Expanding those eligible for omission..........cT2, post-NAT.....

BOOG 2013-

VENUS 08 Trial

Omitting Sentinel Node Procedure in
Breast Cancer Patients Undergoing
Breast Conserving Therapy (2022)

Sentinel lymph node biopsy vs no axillary
surgery in early breast cancer clinically
and ultrasonographically node negative

NAUTILUS SOAPET

Prospective study designed to evaluate
the negative predictive value of LymphPET
and to verify whether sentinel lymph node

biopsy can be spared in patients with
negative preoperative axillary assessment

No axillary surgical treatment for lymph
node negative patients after ultra-
sonography [NAULITUS]: protocol for a
prospective randomized clinical trial

2025 Debates and Didactics in Hematology and Oncology

Avoiding Sentinel Lymph Node Biopsy
in Breast Cancer Patients After

EURBREAST-01

Neoadjuvant Chemotherapy (ASICS)

Omission of SLNB in triple
negative and HER2-positive breast
cancer patients with radiologic and

pathologic complete response in the
breast after NAST: a single-
arm, prospective surgical trial

This study evaluates whether SLNB can safely be omitted in
breast cancer patients with HER2+ or TN tumors who achieve
a radiological complete response on MRI after neoadjuvant

(2024) systemic therapy

ASLAN Trial

NEO-NAUTILUS

Selective avoidance of sentinel lymph
node biopsy after
neoadjuvant chemotherapy
in human epidermal growth factor 2
positive / triple negative breast cancer
patients with excellent response

No axillary surgical treatment for lymph
node negative patients after ultra-
sonography in a post-neoadjuvant setting
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Omission of Sentinel Lymph Node in Breast Cancer
"The Take Home Points"

1) Omission of SLN

o Post-menopausal woman >=50 with HR(+), cTANO, grade 1-2, unifocal breast
cancer with a negative axillary US undergoing lumpectomy

o Patients meeting SSO Choosing Wisely recommendations; patients 270 years of
age with HR+/HER2-negative and pT1, cNO tumors

2) Performance on surgical staging of the axilla
o HER2(+), triple negative, or grade 3 HR(+) breast cancer

o ¢6T2 HR(+) tumors, even if grade 1 or 2 (for now..... )
o Patients undergoing mastectomy (for now....... )
o Post-neoadjuvant patients regardless of response (for now....... )

3) Monday morning:
o Utilize these guidelines as a backbone to multi-disciplinary discussions
regarding breast cancer patient management

2025 Debates and Didactics in Hematology and Oncology



"Ideally, the adoption of omission of sentinel lymph
node biopsy will lead to more multidisciplinary
discussion and collaboration in the preoperative

setting.”

"More and more studies are going to show even
more subsets of patients for whom SLNB can be
omitted,” Dr. Torres said. “As imaging improves, we
will be able to tell with greater certainty whether a
node is involved with cancer or not, and | suspect
there will be

less need for performing SLNB.”

2025 Debates and Didactics in Hematology and Oncology
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wee Sentinel Lymph Node Biopsy in Early-Stage Breast Cancer:
it ASCO Guideline Update

Ko Un Park, MD' (3); Mark R. Somerfield, PhD?(%); Nirupama Anne, MD?; Muriel Brackstone, MD, PhD*(%); Alison K. Conlin, MD?;
Henrique Lima Couto, MD, PhD®(®; Lynn T. Dengel, MD, MSc’; Andrea Eisen, MD?; Brittany E. Harvey, BS*(%); Jeffrey Hawley, MD° (&);
Janice N. Kim, MD, MS' (%) ; Nwamaka Lasebikan, MBBS"' (%); Elizabeth S. McDonald, MD, PhD'?(); Deepti Pradhan, PhD"*(&);
Samantha Shams, MD'#; Raymond Mailhot Vega, MD, MPH'® (55 ; Alastair M. Thompson, MD, MBChB'®; and Mylin A. Torres, MD'" (%)

1. Can SLNB be omitted in select 1.1. SLNB can be omitted for select patients with a small (<2 cm) breast cancer and a negative finding on preoperative ALN
patients? ultrasound and who fulfill all of the following criteria and for whom the detection of metastatic sentinel lymph node(s)
would not change treatment recommendations. (Evidence quality: Moderate; Strength of recommendation: Strong)
Postmenopausal and =50 years
Unifocal invasive ductal carcinoma smaller than or equal to 2 cm
Nottingham grades 1-2
Hormone receptor—positive, HER2-negative in patients intending to receive adjuvant endocrine therapy
No suspicious lymph nodes on axillary US or only one suspicious node and biopsy is benign and concordant with axillary
US findings.
Undergoing upfront breast-conservation surgery followed by whole-breast RT in patients <65 years of age (see
Good Practice Statement 1.2 and Qualifying statements for patients =65 years of age).

Qualifying statements for Recommendation 1.1

In the INSEMA trial, ultrasound was primarily used to assess breast tumor size, and, when unavailable, mammogram
followed by MRI were used in that order. Similarly, in the SOUND trial, preoperative tumor size was assessed by
ultrasound but also physical examination and mammogram. MRI was performed in a minority of patients.

For patients over age 70, the Choosing Wisely Statement does not require axillary US for determining omission of SLNB

The SOUND clinical trial excluded patients with multiple suspicious lymph nodes, multifocality or multicentricity, bilateral
breast cancer, synchronous distant metastases, previous cancer, ongoing pregnancy, or lactation. In the INSEMA trial,
multifocal tumors were allowed; multicentricity was not allowed.

1.2 For patients =65 years of age and who qualify by the following criteria for omission of SLNB, RT post breast-conserving
surgery is not mandatory (extrapolating from the PRIME Il trial and CALGB 9343), as the risk of lymph node involvement is
very low: postmenopausal, invasive carcinoma smaller than or equal to 2 cm, Nottingham grades 1-2, hormone receptor—
positive, HER2-negative in patients intending to receive adjuvant endocrine therapy, no suspicious lymph nodes on axillary
US or only one suspicious node on axillary US and biopsy is benign and concordant. (Good Practice Statement; Refer to

the Clinical Interpretation section corresponding to this recommendation for further discussion.)
2025 Debates and Didactics in Hematology and Oncology
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