Real-World Outcomes of Germline BRCA-Mutated Triple-Negative Breast Cancer Treated

with KEYNOTE-522-Based Neoadjuvant Therapy: Neo-Real/GBECAM-0123 Study SAN ANTONIO

BREAST CANCER

Rosa® '’ C.L. Santos™, M.R. Monteiro™, Z.S. Souza™, D. Assad-Suzuki™, C.H. Anjos’, D.M. Gagliato™, A.M.U. Gomes'®, B.M. Zucchetti®, A. Ferrari'®, M.L. Brito’’, M.M.F. Monteiro™®, P.A. Signorini™, AAGR
N.J.B. Gomes*?° S.A. Mazzotta, S. Sanches?> °, P.M. Hoff",>, M.P. Estevez-Diz",> R.C. Bonadio',?? UT Health /AACR

M.C. Tavares® F.C. Balint®, R. Barroso-Sousa’,? L. Testa’,” ?, G. Colucci,N.C.C. Nunes?’, B.G. Giner, M. Gill, .M. Sousa®, M.O. Andrade® M. Gouveia® F. Madasi®, J. Bines*?° R.D.P. Ferreira® D.D. ( , SYMPOSIUM

' Grupo Brasilei? Hospital Brasilia, Oncologia Américas, Brasilia, Brazil ® Instituto D’Or de Pesquisa e Ensino (IDOR), Recife, Brazil 4 Instituto do Cancer do Estado de S&o Paulo, Faculdade de Medicina da Universidade de Sao Paulo, S3o Paulo, Brazil * SUMA — Grupo Cooperativa Argentino para el Estudio y la Investigacién del Cancer de Mama, Argentina Mays Cancer Center o -2ncer Research”

¢ A.C.Camargo Cancer Center, Sao Paulo, Brazil * SUMA — Grupo Cooperativa Argentino para el Estudio y la Investigacion del Cancer de Mama, Argentina @ Grupo Américas, Hospital 9 de Julho, Sao Paulo, Brazil ° Instituto D’Or de Pesquisa e Ensino (IDOR), Rio de Janeiro, Brazil ° Servigo de Oncologia, Hospital Moinhos de Vento, Porto Alegre, Brazil "
Instituto D’Or de Pesquisa e Ensino (IDOR), Recife, Brazil > SUMA — Grupo Cooperativa Argentino para el Estudio y la Investigacion del Cancer de Mama, Argentina " Medical Oncology Department, Hospital Sirio-Libanés, Brasilia, Brazil '* Medical Oncology Department, Hospital Sirio-Libanés, Sao Paulo, Brazil ** Centro de Oncologia, Hospital
Beneficéncia Portuguesa, Sao Paulo, Brazil '® Grupo Américas, Hospital Santa Paula, Sao Paulo, Brazil 7 DASA Oncology — Clinica AMO, Salvador, Brazil *® Instituto do Cancer do Ceara, Fortaleza, Brazil ro de Estudos em Cancer de Mama (GBECAM), Sao Paulo, Brazil.

Introduction . Results

KEYNQOTE-522 established pembrolizumab plus Patients: 726 TNBC patients were included; 105 (14.5%) were mBRCA and 621 were wt/unkBRCA. In this large real-world cohort, germline
neoadjuvant chemotherapy, followed by adjuvant - Baseline characteristics: mBRCA patients were younger (mean 40.2 vs 45.3 years; p<0.001). Stage Il disease (73.0% vs 72.3%) and grade 3 tumors (80.2% vs 74.2%) BRCA-mutated TNBC patients treated with a
pembrolizumab, as a standard of care in early-stage _predominated in both groups. KEYNOTE-522-based regimen achieved
INBC - pCR: mBRCA patients achieved higher pCR rates than wt/unkBRCA (74.0% vs 61.4%; p=0.018). g substantially higher pCR than wt/unkBRCA
) ' Local treatment: Mastectomy was more frequent in mBRCA (88.3% vs 34.7%; p<0.001), whereas adjuvant radiotherapy was less often used (64.4% vs 87.1%; p<0.001). patients.
Germline BRCA-mutated (mBRCA) TNBC represents - Safety: Rates of adverse events, treatment delays, dose reductions, and treatment discontinuations were similar between groups. Three-year EFS was high and comparable
10-15% of cases and is characterized by homologous | EFS: With a median follow-up of 22 months, estimated 3-year event-free survival was ~88% in mBRCA vs ~82% in wt/unkBRCA, with largely overlapping curves and no between groups, with a numerical trend
recombination deficiency and high sensitivity to - signal of worse outcomes in the mBRCA group. i favoring mBRCA, supporting the
platinum agents and PARP inhibitors. | effectiveness of immunochemotherapy in
Real-world data on outcomes of MBRCA TNBC treated Table 1. Comparative Clinical and Treatment Characteristics: mBRCA vs wtBRCA Cohorts this biologically distinct subset.
with the KEYNOTE-522 regimen remain scarce. MmMBRCA (n=105) wtBRCA (n=621) p-value / Notes These findings underline the distinct
40.2 45.3 <0.0001 Figure 2. Response to therapy by BRCA status biology of mBRCA TNBC and support
(years) pCR Rates by Germline BRCA Status further research into risk-adapted systemic
status p=0.0244 ~ cancer.
B wtBRCA (n=621)
e .. . o i ) 80 |
Design: Multicenter, real-world cohort (Neo- Clinical stage Stage I1: 72.0% / Stage lI: 73.0% / 0.96 74.0% Figure 3. Adverse events according to germline BRCA
Real/GBECAM-0123). Stage lll: 27.7% Stage lll: 27.7% o~ status.
Population: Consecutive patients with stage II-lll Histologic grade 3 R0 69% 0.25 % L Aduarse Events by Garmilna BRCA SEatts
TNBC treated according to the KEYNOTE-522 regimen Mean Ki-67 (%)  ElO% 70% 0.01 - 0 I . . - -
in Brazil and Argentina since July 2020. Histology: IDC 95% 38% _ §_ Figure 4. Event-free survival according to germline BRCA status.
BRCA groups: Germline BRCA-mutated (mBRCA) vs TILs (mean) 15% 15% — i - Featment delay 1.00-
germline BRCA wild-type/unknown (wt/unkBRCA). Neoadjuvant Comparable Comparable _ g = Wﬁh
Primary endpoint: Pathologic complete response therapy g a0l Pose reduction § 0.70 -
(PCR; ypTO/is ypNO). completion ; 3 oa0-
Secondary endpoints: Event-free survival (EFS) and Mastectomy 88.3% 34.7% <0.001 £ 30l 'L 0.40-
safety (adverse events, treatment delays, dose 3.3% 22.2% <0.001 = S —— g 0% WUUnkBRCA
reductions, and treatment discontinuations). chemotherapy s 5ol | | | -k 0.10- Ll
Adjuvant 83.3% 78.2% 0.98 o i i “percentage () ” O
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immunotherapy 10k Time (months)
. Number at risk
(pembrolizumab) wt/unkBRCA 620 615 601 571 521 460 382 312 256 187 122 69 34

. 0 0 . mBRCA 105 104 104 101 92 85 72 59 49 33 23 15 4
Adjuvant 64.4% 76.6% 0
radiotherapy PCR rate
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