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Background Biologically plausible theories Surgical Outcome
NACT-I0 has been the SOC for high-risk early-stage triple BRCA1/2 How ACE/Ang Il Signaling Aff h Azl
- ) ) ) rritstion oW ng Il Signaling Atfectsthe Table 1. Clinical Factors and Surgical Outcomes : : S
negative breast cancer (eTNBC) for over 5 years. c Tumor Microenvironment 8 Disease Comparison | Cramer's V
§ — Increase TGF-B r ACE Inhibitors/ARBsw -value EffeCt SIZG
Data on predictive biomarkers and clinical factors Dumce  lmewnoterssy Tisg exhlaustion Im'\r"nauyn';t‘rﬁ’;‘r’;’gy Mutation Status BRCA1/BRCA2 3(21.4%) 11 : 0.265 (C 0.09 (small)
. . . . . . mutational response Out
associated with treatmen'.c rgsponse remains I|m|teq. This burden Increasle ear \ utcomes | Non-Mutated 47 (43.5%) 61 .
study evaluates the association of several factors with pCR | Normallzation of
following NACT-IO Abnormal vasaculature tumor vasculature: Unknown 17 (44.7%) 21 .
' irAEs as a Biomarker of an and reduced better t-cell trafficking
_ . Activated Immune System immune celll infiitration Reduced fibrosis ACE Inhibitor use 57 (429%) . 0749 0.005 None
1. BRCA1/2 mutations, present in ~15-20% of TNBC cases, | Tmpreveiie penertion
. . . . Increase M2-type — Ang I RIGVEIL PENERIO! 7 (38.9%
are linked to higher TMB, potentially enhancing . * macrophages and immune infiitration (38.9%) :
immunotherapy response. . * Decrease (l3D8+ T-cell Heereasen lak=
2. Angiote“;i”-converting enayme (ACE)fils intrinsically acTvaTON  JUMOR aten Snift mecropfages I Grade of Side Effect (no No irAE or G 1 56 (51.4%) | 53(48.6%) | <0.001 (C) 0.27
expressed in immune cells and may influence anti- Ehraie infammat i .
tumor immunity. oL Tsue > S Enhanced CD8+ irAE or G 1 versus G 2, G2,3,4 11(21.6%) | 40 (78.4%) (Medium)
3. irAEs occur in ~30% of eTNBC patients receiving NACT- 3, or 4)
|O; while higher-grade irAEs have been linked to (C) = Chi-Square Test
improved pCR, data on low-grade irAEs remain limited. .
Conclusions
Among 173 eligible patients: v N : : : : :
inhibi CR rates were significantly higher in patients with grade >2 irAEs.
Thgs_, we assestsed hovy BRCA1/2 status, ACE inhibitor use, - 14 (8%) had pathogenic BRCA1/2 mutations P g y nig P g
and irAE severity may impact response to NACT-IO. - 18 (10%) were on ACE inhibitors | |
v The low number of grade 1 irAEs may reflect underreporting.

-7 (4%) had grade 1 irAEs

Methods and materials - 51 (29%) had grade 2 irAEs.

A retrospective analysis including eTNBC patients treated v" While BRCA1/2 mutation carriers had numerically higher pCR rates, this was not statistically significant, suggesting a
with NACT-IO at the Henry Ford Health System between - CR rates were higher among those with grade >2 irAEs potential improvement in response that warrants further study.
July 2021 and October 2024. versus those with grade 1 or no irAEs.
- No significant differences in pCR rates were seen by BRCA v ~22% of patients lacked documented BRCA status, underscoring the need for universal genetic testing in TNBC.
Categorical variables were analyzed using Chi-square or status or ACE inhibitor use.
Fisher exact tests; P < 0.05 was considered significant. - BRCA-mutated patients showed a numerical trend toward v" No significant association was found between ACE inhibitor use and surgical outcomes; however, larger studies are
higher pCR rates. needed to clarify their potential impact on response to immunotherapy.
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