Neoadjuvant Chemotherapy for T3 tumors in the Era of Precision Medicine — Biology is Still King
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Back groun d Table 1. Clinical Characteristics of patients Clinical Subtype MammaPrint BluePrint Results
. n=391 n=390

- Clinical T3 (cT3) breast cancer often precludes with ¢T3 tumors from FLEX, MINT, and NBRST Luminal A-Type * Atotal of 404 patients (FLEX, n=123; MINT, n=67; NBRST,
cosmetically acceptable breast conservation, leading Characteristic No. patients (%) (n=404) n = 64 (16.4%) n=214) with cT3 breast cancer underwent NCT followed by
NCCN' and ASCO?2 to recommend neoadjuvant :Ig:ni:p\;zas:—stl\:;in (SD) 52 (+12) resection and 87 (21 5%) achieved pCR (Table 1)
chemotherapy (NCT) for downstaging. Pre/Peri 186 (51.7) ' * pCR by receptor status vs MammaPrint/BluePrint (Figure 1):

« However, response to chemotherapy is dictated by the LP,?,S.:,,OW,, 2099((;;0) _ ni?g?fé%,;) « Of the 209 (51.7%) patients with HR+HER2- disease,
biological profile regardless of tumor size. Race Figure 1. 57% PCR 6.7% achieved pCR.

hite . -1 /0

«  MammaPrint® risk of recurrence and BluePrint® molecular :.’acf( 26973((1762_65)) pCR t.‘ates by Higlj?f___E.'_i;SK‘L « No pCR was achieved for any MammaPrint Low Risk T3
subtyping genomic signatures have demonstrated high Latin/Hispanic 24 (5.9) clinical and 1= 153(40“’) Luminal B-Type tumor (n=64). In contrast, 34.9% of High Risk 2 tumors
accuracy in predicting chemotherapy response.3 ee Ere genomic subtypes. 17.7% pCR n = 139 (35.8%) achieved pCR.

« Thus, genomic profiling can potentially enable Choosing Hist‘:’:;:':;"l’;‘ical Froe Sl receZ?é'thftxt?nli?g?ZﬁQ By molecular subtype, pCR was achieved for 8.6% of
Wisely®* informed treatment choices and reduced toxicity IDC 325 (80.5) not requested BluePrint Luminal B-Type and 32.5% of Basal-Type, cT3 tumors.
for patients unlikely to benefit from NCT with cT3 tumors. ILC Tibc/itc oo ((12-1)) (n=1) were excluded. « Among patients with HR+HER2- tumors, no pCR was

Mixed IDC/IL 18 (4.5 iati . !

e CT3tumor response to Chemotherapy in the context of Other 10 (2.5) pcéb;arter:g?;lgoizz.l rl;lz-;;l(E‘ITIE/:) | J}.«, achieved for MammaPrint Low Risk, regard|ess of nodal
genomic profiling will inform precision medicine approach Nodllar;l;-::tv:: 2 (0.5) Complete Response: HR, o Y e HER2-Type involvement. In contrast, HR+HER2- MammaPrint High Risk
for these patients. NO 104 (25.7) hﬁrmone refgeptor; HEthh’ — n =67 (17.1%) had significantly higher rates of pCR compared to Low Risk

uman epidermal grow 0 = i
:; 2:; 5384)7) factor: TNBC. triple P——— 53.7% pCR (p=0.0306) (Figure 2).
N3 12 (3.0) negative breast cancer n = 50 (13%)  Logistic regression revealed that MammaPrint/BluePrint
NX 8(2.0) i i ifi i i i
Methods bty showedspicarly Nghr e s o L

+ A pooled analysis from FLEX (NCT03053193), MINT - e i Eizgligp;/) compared to Luminal-Type (Table 2). |
(NCT01501487), and NBRST (NCT01479101) trials was G3 215 (53.2) _TNBC i . in;_/ clinical subtype HR+HER2+ exhibited a higher
conducted on all cT3 patients who received NCT, had B 163(‘13;) n=79(20/0) likelihood of pCR (p=0.043).

MammaPrint/BluePrint results, and post-surgical Receptor Status ' 36.7% pCR « Menopausal status, nodal status, and grade were not
pathological Complete Response (pCR) data. HR+HER2- 209((51.7)) significantly associated with likelihood of pCR.
_ _ _ _ _ HR+HER2+ 53 (13.1
y I'\Bﬂlamlg“?'?r'”L['Sk W'T‘S cf}_arjciterlzed aSL'-OW_ orll—_:_lgh Risk. DU 50124 Figure 2. pCR rates by nodal status and Table 2. Multivariate analysis of predictive factors for pCR
uerrint subtype classitied tumors as Luminal-1ype, ’ MammaPrint for patients with HR+HER2- disease
HER2-Type, or Basal-Type. Luminal-Type tumors were __Lmnown =82 P Characteristic OddsRatio |  95%C P-value _
further classified as Luminal A (MammaPrint Low Risk) Low s EEE 30 e oid — Conclusion
or Luminal B (MammaPrint High Risk). e ' LN- LN+ Overall Basal (n=121) 3.06 [1.15, 8.19] 0.025 . : - - ,

. Blu::;‘ t2 172 (42.6) n =56 n =148 n = 209 MERZIF=cs) =t BERER 5001 These data sugges_t that patients with Ma_mmaPrlnt Low Risk,
Tumor pCR rates were analyzed as an outcome ey i 155) S ———— ¢T3 tumors are unlikely to have a pCR with NCT.
measure. Luminal B-Type 150 (37.1) 20- Pre/Pert {n=156) 1.00 - Additionally, long-term follow-up, level 1A evidence from

« The association of genomic subtype and clinical features ::fazljvp: 16281((136681)) < - t::): a(::szos) 0.66 [0.36, 1.19] 0.173 MINDACT shows that patients with clinically high risk,
with likelihood of pCR was evaluated by multivariate Not Requested 1(03) = - s p =0.036 N 1.00 MammaPrint Low Risk, HR+HER2-, LN+/- tumors may safely
logistic regression. Q | 1 | | HR+HER2+ (n=53) 22l 100, B 2E] 0.048 omit chemotherapy.>6

. : o : o o HR-HER2+ (n=50) 2.59 [0.82, 8.05] 0.101
« Differences in pCR rates between genomic risk Data in Table 1 presents n (%) unless indicated 10- 9.0% 9.3% TNBC (n=79) 233 091, 6.34] 0.085 « Alternatively, long-term outcome data demonstrating endocrine
categories were evaluated by two-sided proportional z- otherwise. Figure 2, Overall includes patients ' i i
g =T y prop with unknown nodal status. Data in Table 2 Lymph Node Stage therapy (ET) benefit for MammaPrint Low-Risk tumors may
test and stratified by nodal status. presents OR (95% Cl, p-value). p<0.05 L (n=104) % suggest these patients are better candidates for NET.”
indicates significance. Abbreviations; ¢13, Grad e - e - Intuitively, NET for downstaging or proceeding to definitive
o clinical stage 3 tumor; LN, lymph node; ns, not 0% 0% 0% race 2 * ’
References: 1. NCCN 2024 Breast Cancer Guidelines. 2. Korde, et al. JCO. significant; OR, Odds ratio; CI, Confidence O HiandH2  Low Rk M1 and Ho e H1and H2 E; :::‘S’L) — S — surgery should be considered for genomically low-risk, ¢T3
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