Patients with small, clinically and imaging node-negative, HR-positive/HER2-negative early breast cancer
undergoing mastectomy do not show increased node-positivity and missed adjuvant systemic treatment options
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The SOUND/INSEMA trials demonstrated oncological non-inferiority of sentinel
lymph node biopsy (SLNB) omission in patients with small, clinically and imaging

population after BCT or mastectomy.

missed adjuvant treatment indications compared to those after BCT?

* Retrospective single-center cohort,
prospectively maintained database.

* Patients with cT1-T2, cNO/iNO,
HR+/HER2- early BC.

* Breast conserving therapy or
mastectomy including SLNB between
01/2014 and 12/2024.

Adjuvant treatment indications based
on node-criteria as shown in the table.

Statistical analysis

Multivariable logistic regression to
evaluate associations of nodal
positivity and adjuvant treatment
indications with clinicopathological

Table 1. Patient and tumor characteristics

Breast-conserving

_ . o . therapy Mastectomy
node-negative (cNO/iNO), hormone receptor (HR)-positive, human epidermal Characteristic n=309 n=145 p-value
growth factor receptor 2 (HER2)-negative breast cancer (BC) undergoing breast- | Menopausal status 0.021
conserving treatment (BCT)%2. SLNB omission in the same cohort of patients [P0 66 (21.4%) 45 (31.0%)

: : : : : : Post, n(%) 241 (78.0%) 97 (66.9%)
undergoing mastectomy has not been studied. This study aimed to identify factors —
. ith dal L. g di indi . . hi Clinical tumor stage 0.050
associated wit NOAad p05|t|V|ty an dadjuva nt treatment Indications In this cT1, n(%) 223 (72.2%9 91 (62.8%)
cT2, n(%) 86 (27.8%) 54 (37.2%)
. . . . . . . Risk features
Would SLNB omission in SOUND/INSEMA eligible patients undergoing
_ _ o Lobular, n(%) 34 (11.0) 32 (22.1) 0.006
mastectomy lead to an increased rate of missed node-positivity or [ e nes 0BT RS ~0.001
Grade Ill, n(%) 37 (12.0) 29 (20.0) 0.026
Pathologic nodal stage 0.162
pNO, n(%) 264 (85.4) 119 (82.1)
pN+, n(%) 45 (14.6) 26 (17.9)
Treatment Indication ber of el h nod
Abemaciclib3 e >4 positive lymph nodes MU BT A [ERERIRTE [HlEl) e (e LA
monarchE e 1-3 positive lymph nodes and either grade 3 One, n(%) 37 (12.0%) 19 (13.1%)
disease, or tumor size >5cm, or Ki67 >20% Two, n(%) 6 (1.94%) 7 (4.8%)
Ribociclib* e pT1pN1 (excluding pN1mi) 2Three, n(%) 3 (1.0%) 1(0.7%)
NATAL‘?E — ° pTZle_* — Table 2. Adjuvant treatment indications based on node-criteria
Nodal irradiation Absolute indication: :
MA205, Breast conserving surgery** Breast-conserving
EORTC22922/109258, e >3 macrometastatic nodes — therapy Mastectomy p-value
international guidelines, | ® 1-3 macrometastatic nodes and CDK4/6 inhibitor
institutional guidelines medially/centrally located tumor Abemaciclib, n/N(%) 19/309 (6.1) 11/145 (7.6) 0.550
e 1-3 macrometastatic nodes and 2pT2 and grade 3 Abemaciclib, cT1, n/N(%) |10/223 (4.5) 4/91 (4.4) 1.000
Mastectomy™* . Ribociclib, n/N(%) 24/309 (7.8) 14/145 (9.7) 0.586
e >2 macrometastatic nodes Ribociclib, cT1, n/N(%) 18/223 (8.1) 9/91 (9.9) 0.658
Relative indication: A . .
_ Nodal irradiation
Breast conserving surgery** ———
. Absolute indication
e >1 macrometastatic node
Mastectomy** All patients, n/N(%) 14/309 (4.5) 7/145 (4.8) 1.000
e >1 macrometastatic node cT1, n/N(%) 8/223 (3.6) 6/91 (6.6) 0.242
* provided that no additional criteria would render the pT2 status per se eligible for ribociclib treatment (i.e., Relative indication
grade 3; or grade 2 plus Ki67 220% or grade 2 plus Oncotype Dx RS of >26), irrespective of nodal status
** provided that no non-nodal criteria would render the patient eligible for nodal radiotherapy (premenopausal All patients, n/N(%) 29/309 (9-4) 15/145 (10-3) 0.736
and medially/centrally located tumor and grade 3 and >pT2; or premenopausal and medially/centrally located CT1, n/N(%) 18/223 (8.1) 9/91 (9.9) 0.658

features (R [v4.2.2]).
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Figure 1. Multivariable analysis of factors associated with a)
nodal positivity, b) CDK4/6 inhibitor indications, and c) nodal

irradiation indication

a) Predictors of node-positivity
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b) Predictors of adjuvant CDK4/6 inhibitor indication

L1 (Ref LO) -

pT stage 22 (Ref pT1) =

T stage 2 (Ref cT1)

I

Mastectomy (Ref BCT)

Ki67 220% (Ref <20) C =
#removed LN >3 (Ref <2) HE—

Non-ductal (Ref ductal) =

Postmenopausal (Ref pre) llr

Oddsratio 0 1 5 10 15
- favoring CDK4/6 inhibitor candidacy

c) Predictors of adjuvant nodal irradiation indication
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Patients undergoing mastectomy do present with larger,
multifocal tumors, which are more frequently high grade
and of lobular histology.

Results on missed adjuvant treatment indication are
consistent between the total cohort and patients with cT1
BC.

Lymphovascular invasion was found to be a common
predictor for node-positivity and adjuvant treatment
indication.

Particularly in postmenopausal women with low-risk
tumors undergoing mastectomy SLNB is not thought to
impact adjuvant treatment indications.

In patients with cT1-cT2, cNO/iNO, HR+/HER2-
early BC, type of surgery was not associated with
node-positivity or adjuvant treatment eligibility.

In appropriately selected patients, omission of
SLNB may be considered even in the setting of a
mastectomy.

Further investigation of the extension of SLNB
omission eligibility to patients undergoing
mastectomy is warranted.
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