Homologous Recombination Repair Alterations Does Not Modify the Prognostic Impact of Tumor
Mutational Burden in Locally Advanced NSCLC Treated with Chemoradiotherapy and Durvalumab
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INTRODUCTION SUMMARY
chemoradiotherapy  followed by e HRR alterations were not independently associated with real-world overall survival in patients with unresectable stage Il

durvalumab 1s standard therapy for

E?orﬁfaeri?r?epriEffmgnieisf?fémﬁf NSCLCtreated with concurrent chemoradiotherapy followed by durvalumab.

limited. While high tumor mutational e High tumor mutational burden (=0 mutations/Mb) was independently associated with improved survival , regardless of HRR
e oned ourcames follomina. imane status, supporting TMB as a robust prognostic biomarker in this treatment setting.

E?giiﬁg;)ﬂlte nhibition. thehféooglg;gg e HRR alterations did not provide additional prognostic value beyond TMB, suggesting limited clinical utility of HRR status for risk
recombination repair (HRR) alterations stratification followmg CRT and consolidation durvalumab.

and theirr interaction with TMB 1s
incompletely characterized.

Objective : To evaluate the independent RESULTS
and combimed prognostic value of HRR
alterations and TMB in patients with Table 1. Cohort demographics HRR alterations are not associated with improved  rwOS following cCRT and Other factors associated with rwOS
stage III NSCLC receiving definitive durvalumab o ,
CRT followed by durvalumab. o Overall HRR-WT HRR-Mut . | Characteristic N EventN HR 95%CIl p-value
Characteristic N=1091" N=873' N =218 p-value Figure 2. Overall survival by homologous HRR Gene Mutation
Age at Initial | reCtf)mrinattion t tlepair 'thStatduS ?mOILg HRR-WI 007 197 = =
patients reate wi urvalumab.
: : HRR-Mut 123 42 0.84 0.60,1.18 0.31
Diagnosis 68 (62,74) 68 (62,74) 66 (61,73) 0.2 Kaplan-Meier estimates demonstrated S g
M ETH O DS no significant difference 1m overall ex
Unknown 9 6 3
survival between patients with HRR- Female 287 91 — —
Retrospective cohort Age at Sample wildtype and HRR-mutant tumors Male 343 148 1.36 1.03,1.78 0.029
study using the Tempus Collection 69 (63,74) 69 (63,75) 68 (62,74) 0.3 (median OS 31.4 months vs. 36.0 Race
Lens clinicogenomic Unknown 9 6 3 months; log-rank p=0.181). White 49() 193 _ _
de-identified database Black or African
Sex 0.2 : 63 20 0.78 0.49,1.26 0.32
%) 507 (58%) 115 (53% American
NSCLC patients (N = Male 622 (57%) 507 (58%) 115(53%) Other Race 36 10 0.5 026,098 0.044
1,091) Female 469 (43%) 366 (42%) 103 (47%) Unknown 41 16 0.8 0.47,1.35 0.4
Tompus x1* a5 Race " High t tational burden i iated with i d survival aft CRT  rodngStaus
empus xT*assay
+ White 795 (83%) 628 (33%) 167 (36%) IgNn tumor mutational puraen IS associated witn improvea survival arter C Current smoker 162 63 _ _
Chemoradiotherapy /\ Black or African and durvalumab Ex-smoker 239 8l 0.79 0.56,1.10 0.17
followed by : Never smoker 24 7 0.88 0.39,1.99 0.76
Durvalumab ST American 106 (11%) 84 (11%) 22 (11%) Figure 3. Overall survival by tumor Unknown 205 2 092 066 130 065
| Wildtype 4 oaiﬁzzyge;iéons Other Race 36 3.8%) 33(4.3%) 3(1.5%) mu.tational b}lrden (TMB) statqs. Kaplan- Age ’
Pa.t1ent. deletions Asian 18 (1.9%) 16 (2.1%) 2 (1.0%) Meler analysis demon.strated mgmﬁcgntly (Chemoradiotherapy 630 239 1.03 1.01,1.05 <0.001
Stratification 23 HRR genes immproved overall survival among patients Start)
9 Unknown 136 I12 24 with high versus low TMB (median OS: PD-L1 TPS
*DNA-seq 0f595-648 genes at 500x coverage; Whole- Ethnicity 0.2 416701(;100;1;})15 vs. 27.6 months; log-rank <19 215 105
exome capture RNA-se ' : p=Y. : ° - -
d 1 Not Hispanic or 0 0 0 1-49% 257 84 069 052,093 0.015
Figure 1. Patients with NSCLC, available Tempus Latino 761 (96%) 602 (97%) 159 (95%) 50-100% 158 50 0.63 0.44,0.89 0.009
xT (DNA) results, whoounderwent deﬁnitive CRT- Hispanic or Latino 30 3.8%) 21 (3.4%) 9(5.4%) TMB (mut/Mb) >= 10
>duryalumab were 1ncluded.. Patlent§ were Unknown 300 250 50 Low 426 180 - o
stratified based on pathogenic alterations or _ Hioh 504 50 058 043079 <0.001
homozygous deletions in 23 HRR genes. TMB Smoking Status at 18 _ : e R :
was dichotomized as high (>10 mut/Mb) or low. Sample Collection 0.2 ECOGfFHOég)TUFi t?t30
The primary endpoint was real-world overall Ex-smoker 363 (58%) 294 (59%) 69 (54%) . “- . . . . . ays atier Sta
survival (wOS), defined as time from LAY 292 BIA) " HRR status does not provide additional prognostic stratification in high TMB 0 213 72 _ _
durvalumab start to death or loss to follow-up. Current smoker 226 (36%) 172(35%) 354 (43%) tumors 1 225 86 1.15 0.84,1.59 0.38
Never smoker 34 (5.5%) 30(6.0%) 4 (3.1%) Figure 4. Impact of HRR status on 2+ 48 25 2.04 1.27,3.28 0.003
Statistical Analysis Unknown 468 377 91 survival among patients with TMB-high Unknown 144 56 1.33 094,190 0.11
« Kaplan—Meier survival analysis with ' Median (Q1, Q3): n (%) tumors. Among patients with TMB-  Hjstology
[ Kk test e high tumors treated with ¢CRT and Ad - 257 79 - o
Og-rank tesis. > Wilcoxon rank sum test; Pearson’s Chi-squared test; Fisher’s exact test - cnocarcinoma
. . . durvalumab, overall survival was
e Multivariable Cox proportional . o . . . - bet HRR-wildt d Other/Unknown 63 28 1.43 0.92,2.23 0.11
: Table 1. Baseline characteristics of patients with NSCLC treated with sintiar - between -wildtype dn Il 132 184 1 2 47 <0.001
, chemoradiotherapy followed by durvalumab according to :
race, smoking status, ECOG homologous recombination repair (HRR) status. Continuous months vs. 41.7 months, log-rank No. of Observations 630
performance status, histology, and variables are presented as median (interquartile range [IQR]); p=0.483). No. of.E\Tents 23?
PD-LI] tumor proportion score. categorical variables are presented as number (%). Comparisons Abbreviations: CI = Confidence Interval, HR = Hazard Ratio
* Interaction analyses evaluated between HRR-wildtype and HRR-altered groups were performed Table 2. Multivariable Cox PH model results. Other factors associated
whether HRR status modified the using Wilcoxon rapk—sum tests for contimmuous Varloables an.d Pearson with improved rwOS included high PD-LI expression and younger age:
chi-square or Fisher exact tests for categorical variables, as

male sex, poor performance status, and squamous histology correlated
with poorer rwOS.

association between TMB and rwOS. appropriate.
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