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Background

Pancreatic adenocarcinomas (PDAC) harboring deficiencies
in BRCA1/2 or PALB2 are more susceptible to platinum
chemotherapy regimens and PARP inhibitors. The same is
not fully elucidated for PDAC harboring alterations in other
genes within the DNA damage repair (DDR) pathway. In this
study, we aim to compare outcomes of patients with
advanced PDAC harboring mutations in the DDR pathway in
genes other than BRCA 1/2 and PALBZ2 treated with
platinum- versus non-platinum chemotherapy regimens in
the first line (1L).
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Conclusions and Future Directions

This is one of the largest cohorts comparing outcomes in DDR-mutated PDAC treated with platinum versus non-platinum regimens.

Patients treated with platinum regimens showed a trend toward improved survival, but this was not statistically significant.

Patients treated with non-platinum regimens had longer r/TTNT, although this was not statistically significant.

Results are investigational and do not account for treatment duration or performance status. Larger studies are needed to clarify outcome differences, and no conclusions
can be made about specific gene mutations due to small sample sizes.
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Table 1. Patient demographics for entire cohort Commonly mutated genes in the DDR-mutant cohort

1L rwOS and 1L rwTTNT in DDR-mut patients treated with platinum vs. non-

] ; platinum regimens
Characteristic NCiv; |:Ia7II5 1 ?‘ID_R%‘; t1 ND_DI; :‘3’;—; . | p-value? Complete Cohort (N=783)
Age at diagnosis 0.5 CHEI? - 8.58% |F — Risk set adjustment Method Risk set adjustment Method
Medlaln (Q1, Q3) 66 (59, 72) 66 (59, 72) 66 (60, 73) ERCC3 - 7.79% | F Platinum  — Non—Platinum Platinum —~ Non-Platinum
« The Tempus Lens Platform (Tempus Al, Inc., Chicago, IL) Min, Max 29, 89 29, 86 29, 89 BARD1 - 7.41% i
. e Unknown 11 3 8 PTEN - 6.26% |F 1.001 1001 Hg
was used to analyze a cohort of 3,175 de-identified : SMARCA¢ - 5.40% [ | | m > o > |
, , Age at sample collection >0.9 NBN - 4.60% | | (1 = , = “%'h
advanced PDAC patients without BRCA1/2 or PALBZ2 Median (Q1, Q3) 67 (60.73) | 67 (60.73) | 67 (60.73) MLH1 = 3.89% |H 8 o7 Wi, B 75 \,
i i ’ ’ ’ ’ MSH3 - 3.70% i T s S
mut§t|0n§ who undgrwent _Tempus XT (sol!d tumor) or xF Min. Max 30 89 30 88 30 89 o308 | | | | |I II © ““H_x_-“__ e by
(liquid biopsy) testing. Briefly, Lens provides access to Unknown 9 0 9 BRIP1 - 3.07% | I|| g 050] ~mommmmmmm el i g 050 oo M
Workspaces, a computational platform embedded within the Age at 1L treatment start 0.6 S - 26% | | | | | ”I § s ™ ”E} . B TN
Tempus Lens product that enables users to quickly extract Median (Q1, Q3) 67 (60, 73) | 67(60,73) | 67 (60, 73) TR 250 | II ' p=04T1 L : p=om1s ' —
insights from select cohorts of Tempus data using a rich Min, Max 29, 89 29, 86 29, 89 | 0.00- Lo 0.001 S
library of tools. Unknown 8 0 8 T B Famesin 0 5 10 15 0 5 10 15
. . . .. Sex >0.9 & ssense varian rameshift varian Ti Month
Patients with clinically reportable copy number losses (O - - - Atteration Type [l Stop gained [l Splos region verient [l Muithit Time (Months) ime (Months)
. . . o . Male 1,724 (54%) | 426 (54%) | 1,298 (54%) _ _
copies), gains (=8 copies), or pathogenic/likely pathogenic Inframe indel |17 Start lost Platinum Platinum
. . . Female 1,451 (46%) | 357 (46%) | 1,094 (46%) At Risk PR oz " .
SNVs/indels in any of 67 other DDR genes were Classified Race 0.4 Figure 1: Oncoplot of the top 15 most commonly mutated genes in the E,,E,:L 1:? 145,: 191: :;:1 Events 0 61 80 102
a_s DD_R'mUtated (DDR'mUt, N.= 783)- . White 1,783 (56%) | 433 (55%) | 1,350 (56%) DDR-mutant cohort. Mutations in ATM were most prevalent (25%), Non-Platinum Non-Platinum
* First-line (1L) treatment regimens were categorized as Unknown 943 (30%) | 249 (32%) | 694 (29%) followed by CHEKZ (8.7%) and MUTYH (7.9%). At Risk 129 157 = - AtRisk 115 59 21 g
platinum or non-platinum depending on the inclusion of a Black/African American | 305 (10%) 77 (10%) 228 (10%) Table 2: 1L rwORR in DDR-mut patients treated with Events 0 47 9 111 Events 9 40 55 62
platinum compound. Other Race 144 (4.5%) | 24 (31%) | 120 (5.0%) able 2. - tr:’ o s'"non -Ir:tl'Jn pr?] ":" _;;ﬁ: ed wi
. . . inum vs. -platinu i i : ] i i % (N = i j i 0
« Real-world objective response rate (rwORR) was defined as Asian 75 (2.4%) 16 (2.0%) 56 (2.3%) P P ° Elg':g; @hgfrgc?e?/;ndu;gigllactlilﬂerg :’ggrrr/noeiis.S%ftg\;se2r5e?:)e[\?iﬁeglvsgtir)r:3::1nli;ngjiﬁgger’:ﬁeccr)nrgjp;:’[eyd rfciilé)d(g
the proportion of patients with documented complete or Ethnicity 0.6 g Non-Platinum Platinum triplet regimen rather than a doublet (84% vs 7%). A) 1L rwOS for patients in the DDR-mut cohort treated with
- N Not Hispanic or Latino | 1,503 (90%) | 334 (90%) | 1,169 (90%) Characteristic _ - p-value - - - . e - -
partlal response after 1L initiation. _ _ _ ’ ] ] ’ ] _ (N = 357) (N = 426) platinum-vs r)on-platlnum regimens. Although no statistically significant difference was observed in rwOS
. Real-world time to next treatment (I’WTTNT) was defined as Hispanic or Latino 164 (9.8%) 39 (10%) 125 (9.7%) Objective 1L 06 bet\/\{een platllnum and non-platinum regimens in the DDR-mut group, there was_a trend toward improved
: _ Unknown 1,508 410 1,098 response survival starting around 5 months of treatment (median rwOS 11.7 vs 9.8 months, p=0.471). B) 1L rwTTNT for
time from 1L Star.t to start of nex_t treatment or death; real- Smoking status >0.9 No response 141 (63%) 154 (60%) patients in the DDR-mut cohort treated with platinum-vs non-platinum regimens. Interestingly, wTTNT was
wor.ld overall survival (rwOS) as time from 1L start to death. Never Smoker 1294 (51%) | 309 (50%) | 985 (51%) Response 84 (37%) 101 (40%) longer in pts receiving non-PI (8.3 months vs 6.4, p=0.115).
Patients were censored at loss to follow-up or 18 months. Ex-smoker 935 (37%) | 228 (37%) | 707 (36%) Unknown 132 171 References:
 Median rwOS and rwTTNT were estimated using Kaplan' Current smoker 332 (13%) 83 (13%) 250 (13%) n (%) 1. Tempus Al, Inc. Tempus Lens. Tempus Al Website. 2025. Accessed 11/21/2025. https://www.tempus.com/life-
Meier curves and compared using Cox proportional hazards Unknown 614 164 450 2 Pearson’s Chi-squared test sl

likelihood ratio tests.
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