
Histo-Molecular Factors of Response to Combined Chemotherapy and Immunotherapy 
in Non-small cell Lung Cancers

Marchal Marine1 ; Leroy Vincent2 ; Behal Hélène3 ; Dansin Eric4 ; Paris Nicolas5 ; Bordier Soraya6 ; Humez Sarah7,8 ; 
Escande Fabienne9 ; Gauvain Clément1 ; Cortot Alexis B.1,8

1Univ. Lille, CHU Lille, Department of Thoracic Oncology, Lille, France;
2 Department of Pneumology, Clinique Tessier, Valenciennes, France;
3CHU Lille, Biostatistics Department, Lille, France;
4 Department of Medical Oncology, Centre Oscar Lambret, Lille, France;
5 Department of Pneumology, Dunkerque Hospital, Dunkerque, France;
6 Department of Pneumology, Roubaix Hospital, Roubaix, France;
7Univ. Lille, CHU de Lille, Department of Pathology, Lille, France;
8 Univ. Lille, CHU Lille, CNRS, Inserm, Institut Pasteur de Lille, UMR9020 – UMR1277 – Canther – Cancer Heterogeneity, Plasticity and
Resistance to Therapies, Lille, France;
9 Univ. Lille, CHU de Lille, Department of Biochemistry and Molecular Biology, Lille, France.

Corresponding author:
Marine Marchal
CHU Lille, Thoracic Oncology Department
Boulevard du Professeur Leclercq, 59000, Lille, France
Tel: +33 3 20 44 56 12
Fax: +33 3 20 44 56 11
Email: marine.marchal@chu-lille.fr



SUPPLEMENTARY MATERIEL



n = 261 
screened

n = 195 
enrolled

n = 66 excluded :
- Dual histological components (n = 2) 
- Mutations testing not performed (n = 40)
- Mutations testing not contributory (n = 14)
- Progression-free patients who discontinued CIT for tyrosine kinase inhibitor (n = 3)
- Progression-free patients who received alternative maintenance in clinical trial (n = 2)
- Administration of ICI and chemotherapy in combination for only one cycle (n = 5)

KRAS mutations (n = 80 ; 41%)  

EGFR mutations and ALK, ROS1 and RET rearrangements (n = 16 ; 8.2%)  

BRAF mutations (n = 11 ; 5.6%)  

MET mutations and MET amplification (n = 6 ; 3.1%) 

HER2 mutations (n = 5 ; 2.6%)  

No oncogenic driver (n = 77 ; 39.5%) 

A1

A2

Supplementary Figure A

A. Flowchart of the study population (A1) and distribution of oncogenic drivers subgroups (A2)



No. at risk

EGFR/ALK/ROS1/RET 16 8 5 2 2 0 0

Others 179 93 42 21 9 1 1

EGFR/ALK/ROS1/RET: mPFS 5.5 months (95%CI 2.5-15.3)

Others: mPFS 6.5 months (95%CI 5.3-7.8)

B. Kaplan-Meier curves of progression-free survival in EGFR/ALK/ROS1/RET subgroup and in other patients

HR (95%CI) 1.00 (0.55-1.80), p=0.99
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No. at risk

KRAS 80 48 20 11 5 0 0

Others 115 53 27 11 6 2 2

KRAS: mPFS 7.2 months (95% CI 6.1-9.8)

Others: mPFS 5.4 months (95%CI 4.8-7.2)

C. Kaplan-Meier curves of progression-free survival in KRAS subgroup and in other patients

HR (95%CI) 0.83 (0.60-1.14), p=0.24
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No. at risk

BRAF 11 9 5 3 2 2 2

Others 184 92 42 21 20 0 0

BRAF: mPFS 12.9 months (95%CI 8.4-NR)

Others: mPFS 6.2 months (95%CI 5.3-7.2)

D. Kaplan-Meier curves of progression-free survival in BRAF subgroup and in other patients

HR (95%CI) 0.63 (0.34-1.16), p=0.22
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E. Kaplan-Meier curves of progression-free survival (E1) and overall survival (E2) according to inactivating TP53 mutations.

HR (95%CI) 
0.83 (0.60-1.14), p=0.25 HR (95%CI) 1.02 (0.69-1.52), p=0.92

TP53m: mPFS 6.6 months 
(95%CI 6.0-7.8)

TP53wt: mPFS 5.6 months 
(95%CI 4.7-8.6)

TP53wt: mOS 15.9 months 
(95%CI 12.2-NR)

TP53m: mOS 16.8 months 
(95%CI 13.0-21.1)

Supplementary Figures E 

E1 E2.

TP53m, TP53-mutated patients; TP53wt, TP53 wild-type patients



HR (95%CI) 1.18 (0.75-1.85), p=0.30

Ever-smokers (> 5 PY):  
mPFS 6.47 months (95%CI 5.3-7.9)

Never-smokers or light-smokers (≤ 5 PY): 
mPFS 5.26 months (95%CI 2.6-9.2)

F. Kaplan-Meier curves of progression-free survival according to smoking status
PY, pack-years
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