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Morbidity of Surgical Evaluation of the Axilla
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iSOUND and INSEMA Trials INSEMA

5502 Women =18 yr of age with breast
cancer were assessed for eligibility

348 Withdrew

157 Underwent mastectomy
S O U N D ’ 118 Withdrew consent

73 Had other reasons

1463 Women with small BC and
negative preoperative axillary
ultrasonography enrolled

5154 Underwent randomization

1 O o ® 90% CTlNO 296Wereex:lud]edfronl1:he
® CT N ( . . . 25ge[r)-izro c:co gopu a nor;
1463 Randomized ) Invasive b rea St o oper':t’iv:':a;i'gglepg;y
. H o — i 38 Underwent axilla surgery
I nvaSIVe not according to randomi-
Ca ncer zation group
b t 727 Randomized to the SLNB group 736 Randomized to the no-SLNB group 6 Had other reasons
reas (< 2.0cm )
—_ - 4858 Were included in the
cancer 36 Unavailable for follow-up 47 Unavailable for follow-up per-protocol population
19 Discontinued intervention 39 Discontinued intervention [
(< 2.0cm ) 9 Had DINor LIN 22 Withdrew consent e 10% cT2NO I |
— 3 Withdrew consent — 7 Had previous cancer Y 962 Were assigned to the 3896 Were assigned to undergo
3 Had benign neoplasia 6 Had DIN or LIN surgery-omission group sentinel-lymph-node biopsy
. 3 Had previous cancer 3 Had benign neoplasia ( 2'5 cm ) l
* N e ga“ve 1 Had distant metastasis 1 Had bilateral BC 3275 Viad node negative el
446 Had node-positive results
- Y Y . 438 Had 1-3 lymph nodes
p rel l 0) p 708 Included in ITT analysis 697 Included in ITT analysis * N egaUve p re-0 p . aHf;ZCt—:eflymph odes
axillar : 133 Had senielnode i
y — — . axillary ultrasound metsaie
|tr asoun d BC indicates breast cancer; DIN, ductal intraepithelial neoplasia; 38 Did not have sentinel nodes
u ITT, intention to treat; LIN, lobular intraepithelial neoplasia; ) aﬁ;jcmmwn s
and SLNB, sentinel lymph node biopsy.
Gentilini et al., JAMA Oncology, 2023 Reimer et al., NEJM, 2024
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I SOUND and INSEMA Patient, Tumor, and Treatment Characteristics

e > 80% age 50 years or older

e > (5% postmenopausal

e > 80% pT1

« 85% pNO

e >80% Grl or 2

e >87/% HR+, Her2-

e 13-20% received chemotherapy

e > 90% received endocrine therapy

e > O8% received radiation (almost all WBI, ~10% received PBl on SOUND)

Reimer et al., NEJM, 2024;Gentilini et al., JAMA Oncology, 2023
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Primary Endpoints
SOUND INSEMA

| A Invasive Disease—free Survival in the Per-Protocol Population

SLNB (control group) - No SLNB (experimental group)
J0[0 Eet—
%tﬂﬁ--:um o Surgery-omission group
| A| Distant disease-free survival " 90— g
1.0 . T 80 ey
’ K] Surgery group
w 70
S os, o BN 5
5 ‘f‘; B 'j"f"q i = 8 50 No. of Events/Total No.
8 os- gz l:)' ] ¥ 404 Surgery-Omission Group 99/962
& = 3 0944 1S 20 Surgery Group 426/3896
b S s Q -
S 0.4 2 0947 v Hazard ratio for invasive disease or death,
= 0.90 — g 27 0.91 (95% Cl, 0.73-1.14)
::3 0 1 2 3 4 5 6 10
8 024 Years from surgical procedure 0
T T T T T T T T 1
Log-rank test, P=.67 0 12 24 36 43 60 72 84 96 108
0 T T T T T 1
0 1 2 3 4 5 6 Months
- Years from surgical procedure No. at Risk
" Surgery-omission group 962 942 918 877 832 743 477 272 82 0
SLNB 708 702 694 684 657 532 303
No SLNB 697 684 675 669 640 512 289 Surgery group 3896 3726 3582 3459 3286 2950 1842 1008 329 0

No differences in DFS or OS No differences in OS
No difference in axillary recurrence rates (~0.4% vs. 0.7%)

Gentilini et al., JAMA Oncology, 2023 Reimer et al., NEJM, 2024
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2025 ASCO Guideline Update: Sentinel Lymph Node Biopsy in
Early Stage Breast Cancer

Findings from multi-institutional trials in academic and community
practice settings indicate that patients with low-risk breast cancer
and negative nodal status (confirmed by pre-operative ultrasound)
may safely forego sentinel nodal biopsy and avoid any axillary
surgery if:

Post-menopausal & Under-represented:

Age >50 & e  Lobular
pTl & . TNBC
ER+/PR+/Her2- & *  HER2+
Gr 1 or 2 disease & ) Gr3

. T2 tumors
Receive radiation treatment & . Mastectomy

Receive hormone therapy Park et al.. JCO. 2025
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0
i Systemic Therapy and Radiation Recommendations

« 85% of patients with a negative axillary ultrasound have tumors that
are pNO

* Omission of SLNbx should not alter adjuvant systemic therapy or
radiation recommendations in the appropriate patients who can
safely forego SLNbx:

- Post-menopausal &

- Age >50 &

- pT1l &

- ER+/PR+/Her2- &

- Gr 1 or 2 disease &

- Receive radiation treatment &

- Receive hormone therapy
Park et al., JCO, 2025
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1
i Systemic Therapy and Radiation Recommendations

 |[n patients with axillary ultrasound that is negative,
13-14.9% pN1 and 0.2-0.6% pN2

e Systemic therapy decisions dependent upon genomic assay score (e.g., 21-Gene
Recurrence Score) of primary tumor, except in premenopausal patient or those
with pN2 disease

* Radiation may be omitted in women >/= 65 yo with pT1NO HR+, HER2- breast
cancer, adhered to endocrine therapy

 cdk4d/6 inhibitors, PARPi recommended in all patients with pN2 disease

e Ribociclib recommended in patients with pT2, Gr3, node negative disease
* PBI not administered in N+ breast cancer

* RNI administered in N2 and some N1 breast cancers

Park et al., JCO, 2025
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i Patient Perspectives

* Most older women want to be treated like younger
patients and receive SLNB

e Patients associate “peace of mind” with SLNB

* 15% of the time pre-operative axillary ultrasound gets
It wrong

 SLNB has the potential to inform multidisciplinary care
and appropriate adjuvant treatments
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Thank youl!
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