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results from the multicenter real-world PAMBRACA study

Prognostic impact of type and location of germline BRCA2 pathogenic or likely
pathogenic variants (LP/PVs) in patients with HR+/HER2- advanced breast cancer:
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The type and location of germline LP/PVs in the BRCA1 and BRCAZ2
genes influence the risk of developing breast cancer (BC) and its
prognosis in the early setting (Toss et al. ASCO 2025). However, the
clinical impact of different variants in patients (pts) with advanced BC
(aBC) is unknown.

The PAMBRACA study is a multicenter retrospective study including
BRCA1 and BRCAZ2 LP/PV carriers with HR+/HER2- aBC treated with
endocrine therapy (ET) plus CDK4/6i. Some pts also received PARPI after
progression on CDK4/6i plus ET. For this specific analysis, BRCA1
carriers were excluded due to the limited sample size. We collected
information on BRCAZ2 variant type [insertion-deletion mutation (INDEL),
single nucleotide variant (SNV), or copy number variation (CNV)], coding
consequences, truncating vs non-truncating status, and exon location.
The association between BRCAZ2 LP/PV type/location and pt overall
survival (OS) was explored.
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Figure 1. Schematic representation of the BRCAZ2 gene.

Funding: Funded by the European Union — Next Generation EU, Mission 4 Component
2 Investment 1.1 - CUP E53D23012810001

72 pts with BRCA2 LP/PV diagnosed with HR+/HER2- aBC were
included. All pts received CDK4/6i+ET and 36 (50.0%) received PARPI for
aBC. Detailed BRCAZ2 type/location was available for 57 (79.2%), as
shown in Figure 2. 5-year OS rate was 51% (95%CI 37-72). No BRCA2
LP/PV type/location was associated with OS (Figure 3), even after
adjusting for relevant covariates (INDEL vs SNV:p=0.203, frameshift vs
nonsense: p=0.955, truncating vs not trunc:p=0.124, and exon 11 vs
others:p=0.110). A n. of met. sites >3 (aHR 14.2, 95% CI 2.9-694, p =
0.001) and post-menopausal status (aHR 2.7, 95% CIl 1.0-7.3, p = 0.056)
were independently associated with poorer OS. No LP/PV type was
associated with differences in PFS with CDK4/6i or PARPi (Suppl.).
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Conclusions: In this cohort of pts with HR+/HER2- aBC harboring
germline BRCA2 LP/PV, neither the type nor the location of the

LP/PV was associated with OS. Larger, prospective studies are
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Figure 3. Kaplan-Meier curves of OS according
to BRCAZ2 LP/PV type/location.
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