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Background Results

« There is conflictinge vidence on prognosis in germine BRCA1 & BRCA2 « MC cohort comprised of 1105 patients with germiine P\s in BRCA1 (360, 32.6%), BRCA2(461, 41.7%), PALB2(59, 6.9%), CHEK2 vy Mo Nontaion (SRS oo | B coaes| 7
mutation carriers (MCs) with early bre ast cancer (BC) (70, 8.2%), andATM (51, 6.0%) with median ageat BC diagn osis of 49 (range 24-88) years Characterstic Cbe Camies o value2

+ Weseeheterogeneity in demographics & reatment across the literature « 2129patientsin the non-MC cohort with medianage at diagnosis of 51 (range 25-96) years WN=324  n=1105 N=2129 P e oot
and studies limited by sample size « MCs had a younger median age at diagnosis, a higher rateof TNBC disease, higher stage and grade when compared with the non-MC Age <0.001 NE S MININED) IEESE ) IEcCSIna) IS0

+ Here, we describe reatment patterns & prognosis in hereditary BC + CRachieved in 382 (34 6% ) patientsinMC cohort and PR achieved in 253 (22.9%) patients; meanwhile, CRachieved in421 (19.8%) LocEn(iinlte) | 00 B9 e )G e ) Ra:im WAGN)  1BAI%)  163%) 08
suscepibility gene MCs with HER2-negative early BC and a comparison patients in non-MC cohort and PRachieved in 185 (18.7%) patients. Rﬂ;e R e AicanAmerican  S(10%%)  4X0TH)  S(121%)
cohort of non-MCs fom CancerLinQ « Neoadjuvant chemotherapy used in 16.4% of patientsinMC cohortand in 10.5% of patients in non-MC cohort e aa 31808%)  121(110%)  197(03%) o T

+ Cancerling is a health technology platform comprised of deide niified + Younger patients more likely to undergo mastectomy but no difference inthe type of breast surgery based on race or e thnicity Other 303(122% 127(115%)  266(125%) Tp— 04(122%  S6(127%)  48(116%)
real-world datafrom over 2.5million oncology patients across the US + Mastectomy preferredover BCT in BRCA1 (37.3% vs 27.8%) and BRCA2 MCs (425%vs 41.9%) but MCs withPV in ATM, CHEK2 Unknown 462(143%)  125(11.3%) 337 (158%) White 564@60% 296670% 28E49%

and PALB2 more likely to undergo BCT hs) SUBIEST) Ris2io2)] S22 e ——
+ Higher percentage of patients in the MC cohort underwent CPMwhe nconpared with non-MC cohort Nsiage A™ S60%)  18(41%)  3Y80%)
Patients & Methods « CPM associated with an improved iRFS in mulfivariate analyses; but, worse OS identifiedin Unil ate ral Maste ctomy group compared to HO 1,5 86156) 7”’ SISECRM| BRI '::%' <0.001 BROAT 260(27% 165@73% 15(27.8%)
Breast Conserving Therapy (BCT) group i 7“'772%3;%‘)" 3‘;?1%74‘:&/;’ 4?:1%79%/? BROA2 B1@22% 188(U25% 173(419%
+ Analysesbetween heMC and non-MC Overall Survival by surgery (Mutation cohort) N3 7323%)  25(23%) 48(23%) CHEK2 T0(82%)  25(57%)  45(109%)

« Patients with stage I-lll HER2-negaive BC & germline pathogenic cohorts showeda lower iRFS in the MC 100] Unknown U4(106%  92(83%)  252(11.8%) PALB2 59(69%)  26(59%)  33(80%)
variants (PVs) in the BC susceptibility genes (BRCA1, BRCA2, PALB2, group - Stage ISR (AR MANEEEH MEAEEY
ATM and CHEK?) between 20022023 were identified and sorted in the  + Kaplan Meier curves forthe MC cohort EEs 11O HBERZ 10861 0 0.0 pr— T
MC cohort showed no significant differencein OS by . Stage2 121@T4% 453@10%  T58@56% Deceased Er) ) Gt f Lfkied)

A comparison cohort of non-MC carriers was identified from the patients mutation type e e 505(156% 219(198%  286(134%) Alve TOEI2%  TIGA%) T E40%
initiall y que ried + Median OS for all 3234 patients included & Shed W(22%  GSIR) | RNGSER 0.0 ER Satus 0025

+ D ics, pathol ogic results, ge ics test records, & i in the survival analyseswas 17 yearswhile 2 G2 T0Q44% 221200%)  563(267%) Positive. 458(536%) 234(529%) 224(542%)
cancer treatments were extracted the median OS of the MC cohort was 18 -gl‘-\' 63 SBERIS%) 39K W6 (172% Negatie 200(16% 120092% 141(341%

+ Patients with metastases within 9 months of BC diagnosis, patients years 2 . ”"“""W:‘ e iEsxa1Ea| Ma0iddale) MBCSH0500) Unknown 127(149%)  TH17.9%)  48(116%)
without stage information, & patients with somatic mutations alone were + The median OS for non-MCs was not 3 - ‘espon 86 1o PR Qatus 07
excluded reached at the imeof these analyses gm. " ,S: i‘;ﬁ%m g‘;g:ﬁ: ‘f;é:f‘ﬁ’ <0001 Positive 407@TE%)  211(4TT%) 196 (475%)

- Subgroup analyses in ER posifive & TNBC subtypes were performed - Withregards b racial disparities, T Tos361 0 @5 152371 5% Nogatve TR e RemtEE

« Patients reported to achieve complete therapeutic response or residual Black/African American patie nts found to Adjuvant thera py wa"c“m" . e ) X ) 02
tumor stage RO served as a proxy for patients who achieved pathol ogical have lower OS in analyses with all patie nts 000l s No-Neoadjivant  187(126%)  86(164%)  101(105%) 0001 Yes 249(201%) 121(274%) 128(310%)
complete response (PCR) and amongMCs alone T T = & Yes- Adjwant 120787 4%) 437(836% ~ 860(895%) No WIEIB%  27614%  216(G23%)

Tie (Yuars) . Unknowry Not Unknown 163(191%)  SH213%)  6%(167%)
ncerlin Breast Cancer Data: Labs Tl apicabe Tumor see 0017
et et oty Number af risk T <0001 T 6E10%  212680% 24(42%
Inclusion exteria Overall Survival o 413 20 L] 2 2 . N T2 M4E6T%  173(391%)  141(341%)
I\ e it . g - - o h : ser 1652600 0% 41383% 123965 3%) I T e
HER2 negative pats dentified patients with stage 1.3 cancer 10 1o = 1 0 Mastectomy 110040.0%) 442(517%) 658347 %) T4 28%)  2TH) 229%)
(n=125,002) Identifed patients with & posiie tes for ] < e s by gmpmc 50(185% 262(06% 28(131% N:;k::g: 6(07%)  0(00%)  6(15%) —
Stage 1-3 pats cither BACAL, BRCAZ, PALB2, or ATM CHEKZ 50@Q14% 180@11%  410@216%
= 204%0 2075 Figure 2: Overall Survival by Surgical Modality Masieciomy Orly o) e ) e AT Esa %) H2382%)) [281832%;
Gene Mutation pats 3 Pearsonis Cf F 3 Nt 20260% 144(26% 86(208%)
nesee g R i i i " v now) i
pT— % 0w [ S Table 1: Demographics by Mutation Carrier N o M R
Identifed patients who had their first HERZ 3 tus — 01
2002 @ Gt S0(5%%)  17(39%)  3YB0%)
ANDstaga1-8 paents b p=088 [ 189(187%)  9A209%)  67(163%)
e 8% o o oz w0 e
negative + Stage 13 pats e . . . rknown 9 X
‘ i ‘ ° JR— Conclusions/Future Directions otk s st e - e 5 Fiers et
et e e s e s HERZ 00 e Table 2: Demographics by Surgical Modality
negative diagnesis after 2002, 3 s 0 5 20 + One of the large st real-world analyses inhereditary BC susceptibility gene MCs
AND stage 1-3 patients Time (Years) (BRCA1, BRCA2, PALB2, CHEK2 and ATM with HER2-neg ative early BC
AND patients with a positive test for either X *  Majority of patients found to have pathogenic variantsin germline BRCA1 (32 6% )andBRCA2 (41.7%)
P— BROAL BRCAZ PALB, or ATM CHEK2 Number at risk «  No significant difference in OS between MCs and MCs; however, iRFS sig nificantly worse inMC cohort
| (n=1154) ‘ s 1105 533 161 38 2 + No survival difference between mastectomyand BCT
5 2129 932 161 4 0 + Racial disparities were id entified irrespective of MC status with black patients having lower OS

0 s 0 15 20 CPM use was noreoften pursuedin younger patients with no survival benefit
. . . . Time (Years) Despite US FDA ap proval in March 2022, few eligible pafients re ceived adjuvant Ola parib
Figure 1: Patient Selection Diagram Additional large scale studied are required to better understand survival outcomes and treatment patterns in germine MCs
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