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Background

DNA repair proteins have emerged as potential predictors for
Immunotherapy response alongside PDL1 expression, tumor-
Infiltrating lymphocyteq TILsandtumor mutationalburden

J Clin Oncol. 2018 Jun 10;36(17):1710-1713. doi: 10.1200/JCO 2018.78 2425, Epub 2018 Apr 23.

DNA Repair Deficiency and Immunotherapy Response.
Mouw KW', D'Andrea AD".

Cancer Discov. 2017 Jul;7(7):675-693. doi: 10.1158/2159-8290.CD-17-0226. Epub 2017 Jun 19.

DNA Damage and Repair Biomarkers of Inmunotherapy Response.
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Objectives

U Toanalyzealterations in:
U PDL1expression in tumor cells and in TILS;

U TlLcount;
U expressiorof the major homologous recombination (HR) protRAD51

U To find:
U the relationship between above mentioned markers

U their potential prognostic value in patients with resected remallcell lung carcinoma
(NSCLC).



Material & Methods

Tissue Microarrays: Standard IHO/entanaBenchmark Ultra)
Training set 96 NSCLC patients, Olomouc, Cz ~ Markers: RADS1, CD3, CD8, CD68,.PD
Validation setg 1109 NSCLC patients, Zuri€y TCGA DATA ANALYSIS
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Results
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Loss of nuclear RAD5S1 protein was associated with high TItO(25, p=0.01) and PD1 (10.6 vs. 2.4,
p=0.012) status in patients receiving neoadjuvant cheatiotherapy (CT/RT).
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Cox regression

Variables in the Equation

895.0% Cl for Exp(B)

B sSE Wald df =ig. Exp(B) Lower Upper

TILsC1C2sum -.036 034 1.126 1 2849 865 803 1.031

FDL1ctc2sum -.001 014 006 1 840 8489 472 1.027

CDBsumclc2 -.003 043 005 1 943 8497 916 1.085

CD3_sum_cle2 -.071 037 3.734 1 0583 832 867 1.001

CDEE_sum_clc2 -.037 034 1170 1 274 964 401 1.031

RADS1 _nuc_H_score_su - 164 047 12.423 1 000 8449 77h 30
m_clc2

Variables in the Equation

95.0% Clfor Exp(B)

B SE Wald df Sig. Exp(B) Lower Upper

TILsC1C2Zsum -.036 038 403 1 342 964 8445 1.039

FDL1c1c2sum 002 016 017 1 893 1.002 871 1.034

CD8sumclic2 072 043 2.252 1 133 1.075 Aara 1.181

CD3_sum_cle2 -.095 041 5.374 1 020 910 840 986

CDEE_sum_clc2 =127 0349 10.814 1 001 .881 817 450

RADST _nuc_H_score_su - 180 0583 11.715 1 00 835 763 H26

m_clec2




Conclusions & Future Directions

U In conclusion, RAD51 nuclear lissssociated with high Téind high PEL1 expression at the
time of surgery in curatively resected NSCLC and after prior exposure to neoadjuvant cnemo
radiotherapy;

U Bothhigh TIL and RAD51 nuclear loss were confirmed as independent prognostic factors in
curatively resectedNSCLC, however only RAD51 was retained as an independent prognostic
factor in both training and validation sets;

U RADS5Ishould befurther exploredas predictivefactor for immunotherapy responsa patients
with NSCLC
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