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Supplementary materials
List of rare and double mutations (8/106):
Exon 18 G719A (n:3), Exon 18 G719S (n:1), Exon 19 L747P (n:1), Exon 21

L861Q (n:1), Exon 18 E709K + Exon 21 L858R (n:1), Exon 18 G719S + Exon 20
S768I (n:1)
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Figure S1. Consort diagram. EGFR: Epidermal Growth Factor Receptor; TKI: Tyrosine
Kinase Inhibitor; PD-L1: Programmed Death-Ligand 1.
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Figure S2. Progression-free survival according to the type of EGFR TKI in patients with
and without concomitant mutaTable 3. Overall survival according to the type of EGFR
TKI in patients with and without concomitant mutations: first/second generation (A)
and third generation (B). EGFR: Epidermal Growth Factor Receptor. TKI: Tyrosine

Kinase Inhibitor.
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Figure S3. Overall survival according to the type of EGFR TKI in patients with and
without concomitant mutations: first/second generation (A) and third generation (B).
EGEFR: Epidermal Growth Factor Receptor. TKI: Tyrosine Kinase Inhibitor.
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Figure S4. Progression-free survival (A) and overall survival (B) according to co-
mutational status, considering all co-mutations (pathogenic and non-pathogenic/ of
unknown significance).
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Figure S5. Progression-free survival in PD-L1 positive and negative patients by co-
mutational status. PD-L1: Programmed death-ligand 1.
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Table S1. Studies evaluating co-mutations in advanced NSCLC patients with activating EGFR mutations. EGFR: epidermal growth factor receptor;
NSCLC: non-small cell lung cancer; TKI: tyrosine kinase inhibitors; NGS: next-generation sequencing; HR: hazard ratio; CI: confidence interval;
CNV: copy number variation; PES: progression-free survival; OS: overall survival; ORR: objective response rate; IHC: immunohistochemistry;

FISH: fluorescence in situ hybridization.
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Table S2. Co-mutational status by EGFR mutation type. EGFR: Epidermal Growth Factor
Receptor.

Patients without concomitant Patients with concomitant .
All patients

pathogenic mutations pathogenic mutations ~
(n=59) (n=47) (=)

Main mutation

33 33

Exon 19 (55.9%) (70.2%) 66
23 10

LBSER (39.0%) (21.3%) 3
3 4

Other (5.1%) (8.5%) /

Chi square p=0.138

Table S3. Site of progression according to co-mutational status.

Patients without concomitant Patients with concomitant
pathologic pathologic (o]
mutations mutations LEI
(n=34) (n=30)
Lung 18/34 (52.9%) 13/30 (43.3%) p=0.443
Pleural 10/34 (29.4%) 5/30 (16.7%) p=0.230
CNS 12/34 (35.3%) 12/30 (40.0%) p=0.698
Liver 7/34 (20.6%) 4/30 (13.3%) p=0.443
Bone 9/34 (26.5%) 1/30 (3.3%) p=0.011
Adrena o o
| 1/34 (2.9%) 2/30 (6.7%) p=0.482
Nodes 4/34 (11.8%) 1/30 (3.3%) p=0.210

Table S4. Distribution of PD-L1 expression in patients with and without concomitant mutations.
PD-L1: Programmed death-ligand 1.

Patients without
concomitant

Patients with concomitant

athologic pathologic Wilcoxon — Mann-
fnutatiogns mutations Whitney
(n=38) (n=35)
Media a 0
’ p=0.916

Range 0-75 0-95
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Table S5. Distribution of PD-L1 expression levels in patients with and without co-mutations. PD-
L1: Programmed death-ligand 1.

Patients without

. Patients with concomitant
concomitant

. pathologic .
':::‘a:)tli(:)gr:: mutations (SlEERET
(n=38) (n=35)
PD-L1 0% 25 (65.8%) 24 (68.6%)
PD-L1 1-49% 11 (28.9%) 7 (20.0%) p=0.483

PD-L1 >=50% 2 (5.3%) 4 (11.4%)




