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INTRODUCTION SUMMARY

o rontic A e lodou T bmation aoa.* In patients with wild-type BRCA1/2 and PALB2 metastatic PC, transcriptomic profiling identified low RAD51 and high GATA6

(HRR) deficiencies, yet its clinical application remains confined to a expression as predictors for improved rwOS when treated with platinum therapy
small subset (<9%) of patients with mutated BRCA1/2 or PALB2
genes. » Integrating these biomarkers may improve development of DNA-damaging therapies beyond canonically defined HRD

e Emerging data from HRR-proficient ovarian cancer suggest that
reduced RNA expression of wild-type BRCA1/2 may confer platinum

sensitivity, indicating a potential role for transcriptional markers of Baseline Characteristics Time-to-Next-Treatment Analy$l5
functional HRD. ] . . ] . o . . , _ . , , Figure 1. Forest plot with Association Between HRR Gene
e We postulated that BRCA/PALB2 wild-type mPC may similarly Table 1. Baseline Characteristics of Patients in e In unlvgrlate models with patlgnts treated with first-line platinum therapy, hlgh. GATA6 Expression and TTNT in mPC
exhibit transcriptional HRD phenotypes. To explore this, we the Overall, Platinum-naive, and expression levels correlated with longer TNTT (HR 0.42; p<0.001), whereas high RNA Hazard ratio
analyzed the association between HRR gene expression levels and Platinum-treated cohorts expression of PALB2 (HR 1.71, p=0.011), BRCA1 (HR 1.51, p=0.048), and BRIP1 (HR 1.55, |
real-world overall survival (rwOS) and time to next treatment (TTNT) p=0.035) were associated with shorter TTNT. htreament (lafg O
following first-line (1L) platinum therapy in mPC. Overall  Non-platinum Platinum e In multivariate analysis adjusting for selected HRR gene expression levels, RAS mutation
o N=1068"_N=459" N =609 status, and receipt of platinum therapy, elevated expressions of GATA6 and BAP1 emerged Nei57) (079726 | || oe7e
METHODS Age at diagnosis 00100,72)  70(63,75)  63(58,69) as significant predictors of longer TTNT, respective HR were 0.77 (95% CI, 0.69-0.85;
. . . . . Unknown 4 4 0 p<0.001) and 0.72 (95% CI 0.52-0.99; p=0.046), while platinum therapy itself and RAS BaP1 werss 972 . 0.046 -
Igrr:]spvli/f)lr_fsn:avcvgi iitg'égg]goug%gtrg ?lii?jtilgnﬁcb:e%?e%nx{thin Female 470 (44%) 222 (48%) 248 (41%) mutation status were not associated with TTNT (p>0.9 for both) (Figure 1).
Tempus Lens that enables quick insight extraction from select Race Gatas N=758) (T o | g
cohorts of Tempus data using a rich library of tools. White 601 (56%) 263 (57%) 338 (56%)
| Unknown 315(29%)  138(30%) 177 (29%) HRAS, KRAS, or  (N=755) o | . | 0.961
- PY W|[d_type BRCA1/2 and PALB2 Black or African American 79 (7.4%) 33 (7.2%) 46 (7.6%) |
rb@@@([ e [empus XT (DNA'SeQ) teSti.ng Other Race 47 (4.4%) 15 (3.3%) 32 (5.3%) Real-world Overall SurVival AnalySis Gene expression is modeled asaconcz)"if;luouso\'/izr[abol-e7 in L?}‘?its ?622(1TPI\II-;1)1.2 e
e Tempus xR (RNA-seq) testing Asian 26 (2.4%) 10 (2.2%) 16 (2.6%)
Selection criteria (N = 1,068) ¢ KRAS mutation 930 (87%) 407 (89%) 523 (86%) e In univariate analysis, platinum-treated patients with low Figure 2. Kaplan-Meier Estimate of rwOS in Low Figure 3. Forest plot of Multivariate Cox Proportional
e RNA-seq data were normalized to correct for assay/batch effects, Histology RAD51 RNA expression (n=136) experienced significantly RAD51 Expression Patients Based on 1L Therapy Hazards Model of rwOS i|.1 mPC by HRR Gene
quantified as transcripts per million (TPM) and reported as rdenocarcinoma 569 (53%) 246 (54%) 323 (53%) longer rwOS compared to platinum-naive patients (n=112): Expressmn.
log2(TPM+1) for GATA6 and 17 HRR genes (ATM, BAP1, BARDI, v | N 11.4 months (95% CI, 7.8-13.8) versus 8.0 months (95%
BLM, BRCA1, BRCA2, BRIP1, CHEK2, DNMT3A, ERCCI1, FANCA, eocarenoms, melastatie S9TETH) - ATLGTY 220 BT CI, 5.5-9.0), respectively; p=0.028 (Figure 2). ol 1 Wussment gt ptrnc
FANCF, NBN, PALB2, RAD51, RECQL4, WRN). nfitrating duct carcinoma - 56.(5:2%) - 21 (&6%) 35 (70) e Conversely, among high RAD51 expressors, rwOS did not ", N L — s
e Patients were classified as high and low expressors based on gene Other 25(2.3%)  9(2.0%)  16(2.6%) differ meaningfully between platinum-treated (n=150) and =z o= kN onn ooy ol15 R o
expression quartiles for univariate analysis and grouped by whether Mucinous adenocarcinoma 20 (1.9%)  11(2.4%) 9 (1.5%) platinum-naive patients (n=97): 7.9 vs. 6.9 months; £ M’”w © 0;9' ’
theg rlecgi\)/ed 1L platinum therapy (oxaliplatin, cisplatin, or Poorly differentiated 1(<041%)  1(0.2%) 0 (0%) p=0.236. S s :"%«—EH e T erey T o
carboplatin). ! Medinn (OL 03): 1 (% . . . s A\ catas 99 08%0sm —e— <0001 -
e rwOS was calculated from 1L start to death or loss to follow up. edn R QTR ° E levated = GATAG 'exprles.smn was  also gssouateld . with . s NBN moot) 0ty 0712
TTNT was also estimated from 1L start to initiation of 2L therapy or The total cohort included 1,068 patients with 'T'?t.roved_ r\./.vos. (;n 'dp atllr?ulrg-éreatgdg pat'iﬂt‘?‘ Leoa(t)g/f to PERYS: H‘*—\ﬂﬁ o T ] o
censoring. Risk set adjustment was applied to mitigate immortal BRCA/PALB2 wild- 0 : pratinim=nalve Individuals. £3.ovs. 7.5 Months, p=1. ' o = : )
. . . . . . wild-type mPC. 609 (57%) received L . . . . . 0.00 - — N=994) 004 .
time bias. Median rwOS and median TTNT were estimated using 11 olati H fdi . e Multivariate modeling (Figure 3) confirmed increasing GATA6 N R N I IR e I
Kaplan-Meier and univariate Cox models. platinum therapy, were younger at diagnosis expression as a positive predictor of rwOS (HR 0.82; 95% CI, e et Hpas kmas, - (N99) (11}% - - 0002
e A multivariate Cox Proportional (CoxPh) model included platinum (63 vs 70 years) and higher proportion were male 0.76-0.88; p<0.001), while increasing RAD51 expression = o @ © = & & @ 2@ o @ 0w w00 1o s IV T P PR
therapy use, RAS mutation status, and expression of selected genes (59% vs 52%) compared to the platinum-naive remained associated with inferior rwOS (HR 1.18; 95% CI,
modeled as continuous variables that significantly correlated with group. 1.01-1.39; p=0.043). Gene expression is modeled as a continuous vartable in units log2(TPM+1).
rwOS in univariate Cox models.
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