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Background

Tobacon i the main risk factar for developing lung cancer Yet, some heavy smokers
do net develop eancer whils athers do sl young ages.

The study of caneer immunalogy has lked o the suge of immune checkpaint
bio chade {ICB), which transformed the treatment landscape of cancer pts.

NQO1 has been asocisted with extreme phenotypes of high risk for the
development of lobacco-induced NSCLC and with poor survival outcomes for
xeragraphs.

Development of biomarkers for ICB has been mainly focused on tumerrelated
factars while genetic susceptibifity of the host has been poarly explored te dat and
some evidence suggests that genetic dysregulation may enables immune escape.

From June 2016 to January 2023, 326 NSCLE pts from twa main University Hospitals
of Maiaga (Spain] recening KB were prospectively enrolled, blood samples were
gathered far all patients recsiving KB

We selected a representalive et of 60 consecutive patients for an exame
sequencing in order lo characterize the germiine contribulion lo resistance
{progression within the first 6 manths of treatment.

DNA was extracted from patient’s PEMC fraction and prepared for some

sequencing. The raw sequencing data was pracessed Lo remove low-quality reads
and aligned 1o 4 reference genome using BIWA_ Base recalibration, germiine variant

callling and variant fitering was perfarmed thraugh GATK. The remaining variants
CRAVAT {Cancer-Related Analysis of Variants Toalkit).
Survival probabilities were estimated with the Kaplan-Meier method and survival

curves were compared using the log-rank lest. We sxplored the lung cancer related

genes amangaur results.

We found 26 germiine varants aseciated with overall survival (OS] and
progresmion free sunival (PFS), and 52 genes variants with response 1o KB,
Univariant analysis of the 8 mast significant genes variants relsted 1o the three
survival oulcomes are shawn in table 3. The variants were missense or involved a
stop gainflass.
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Table 1. Deseriptive anahysis af our 60 patients eshort selected fac
an exame sequencing in PIMC.

Median age a1 diagnoss was 64 (54-85) years. 76,6% were
mien. 44/60 {73,3%) were adenacarcinoma, PO-L1 was 1% in
55% of patients 22% showed PO-L2S0%. 78% of patients
reported advanced disease at diagnosis. 65% received ICB in
combination with chematherapy.
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Figure 1. We laund NOO1eS59CST in 466% of pts |25/50). The varistion was not assacisted with suna in the multhar lysis (9>0.05). Kaplan Meier curve af Iﬂﬁﬁs
mactian PFS anel OS kar NDOL ¢ S50C-T genetic wariant, comparing mutation fblus fine] and wiild type {red fine] i shown inf Fgurs LA and 18 respectialy Howevst, we und 8
mar 05 for on-ADC histiogy (Fgure 1D} (197m vs 6m for mutated respetively; ped0l). Multharian. anslysis shown IGFLALE S6ST>C, ZNRFAC4BBG>0 and Exome sequendng analysis of germline wariants could be a suitable methodology to
FREB1c 431560 23 inde pendent prognastic factor for OS, the twe tater for PFS s well SIC17A3¢ 298G> 4, SOMMS0c 323456 and AREBLe 4315G>A were ince pe neent pedictive identify subrogated biomarkers of immune resistance in NSCLC patients.
factars af respanse & 6 manths in the Likefihonel Retia Test {LTA). Figure2 show the mulivariant anslyss for 05 {igure 24] and PFS {fgure 28] af mein ICB pragmstic fadors NOO1CSEICT might help o identify poor prognasis nam ADC pts in the ICE setting,




