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a. Patient characteristics

Discovery cohort; n = 40 Validation cohort; n = 41
Age-vr Age-yr

Median 67 Median 71

Range 51-84 Range 38-85
Sex-no. (%) Sex-no. (%)

Male 26 (653) Male 35(85.4)

Female 14 (35) Female 6 (14.6)
Histology-no. (%) Histology-no. (%)

Sq 10 (25) Sq 10 (24.4)

Non-Sq 30 (75) Non-Sq 31(75.6)
Smoking history-no. (%) Smoking history-no. (%)

Current or former smoker 29 (72.5) Current or former smoker 38 (92.7)

Never smoked 11 (27.5) Never smoked 3(7.3)
Disease stage-no. (%) Disease stage-no. (%)

c-stagelll 9(22.5) c-stagelll 9 (22.0)

c-stagelV 22 (55) c-stagelV 25 (61.0)

post-operative recurrence 9(22.5) post-operative recurrence 7(17.1)
EGFR status-no. (%) EGFR status-no. (%)

Wild type 33 (825 Wild type 41 (100)

Mutated (Exonl9 del or L8S8R) (17.5) Mutated (Exonl9 del or L858R) 0 (0)
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b. Responses to Nivolumab

Discovery cohort: n = 40
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Validation cohort: n =41

0
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g

Objective response at 8 weeks- no. (%)
Complete or partial response 11 (27.5)
Stable disease 15 (37.5)
Progressive disease 14 (35)

Objective response at 8 weeks- no. (%)
Complete or partial response 7 (17.1)
Stable disecase 12 (29.3)
Progressive disease 22.(53.7)

Abbreviations: Sq, squamous; c-stage, clinical stage;
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S35 5 f <175 71.43 41.9% 10 91.61% 9667 82.78% 10 99.92% 2143
vEame @ 2 <17.85 78.57 49.2% to 95.34% 96.67 82.78% 10 99.92% 2357
ad v ¥ & =) <182 85.71 57.19% to 98.22% 96,67 82.78% 10 99.92% 2571
= <194 92.86 66.13% to 99.82% 96.67 82.78% 10 99.92% 27.86
<21.15 92.86 66.13% t0 99.82% 9333 77.93% t0 99.18% 1393
<2215 92.86 66.13% 10 99.82% 90 73.47% 10 97.89% 9286
<2255 100 76 84% to 100% 90 73 47% 10 97.89% 10
<231 100 76.84% to 100% 86.67 69.28% 10 96.24% 75
<241 100 76.84% to 100% 8333 65.28% (o 94.36% 6
o <248 100 76.84% to 100% 76.67 57.72% 10 90.07% 4286
o > -3 <2505 100 76.84% to 100% 7333 54.11% 10 87.72% 375
e L <2545 100 76.84% to 100% 70 50.6% to 85.27% 3333
o <2595 100 76.84% to 100% 63.33 43 86% 10 80.07% 2727
%lNAnisusg <27 100 76.84% to 100% 60 40.6% to 77.34% 25
<2875 100 76.84% to 100% 56.67 37.43% t0 74.54% 2308
<299 100 76.84% to 100% 53.33 34.33% to 71.66% 2143
<306 100 76.84% to 100% 50 31.3% 10 68.7% 2
<3125 100 76.84% to 100% 46,67 28.34% 10 65.67% 1875
<3585 100 76.84% to 100% 4333 25 46% 10 62.57% 1.765
<4075 100 76.84% to 100% 40 22.66% 10 59.4% 1.667
<4185 100 76.84% to 100% 36,67 19.93% to 56.14% 1579
o <4305 100 76.84% to 100% 3333 17.29% 10 52.81% 15
L4 Y "o <441 100 76 84% to 100% 30 14.73% 10 49.4% 1.429
— <4475 100 76.84% to 100% 2667 12.28% to 45.89% 1.364
-+ <4505 100 76.84% to 100% 23.33 0.934% to 42.28% 1.304
a <4685 100 76.84% fo 100% 20 7.714% 10 38 57% 125
o <488 100 76.84% to 100% 16.67 5.642% to 34.72% 12
o <49.95 100 76.84% to 100% 13.33 3.755% to 30.72% 1.154
- <51 100 76.84% to 100% 10 2.112% to 26 53% 1111
) <5135 100 76.84% to 100% 6667 0.8178% to 22 07% 1071
. <5295 100 76 84% to 100% 3.333 0.08436% 10 17.22% 1.034
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Fig.8

Cutoff _ Sensitivity% 95% CI

JP 6664684 B1

Specificity% 95% CI

2020.3.13

Likelihood ratio

<217 7.143 0.1807% to 33.87% 100 88.43% to 100%
<2635 14.29 1.779% to 42.81% 100 88.43% to 100%
<3225 21.43 4.658% t0 50.8% 100 88.43% to 100%
<377 28.57 8.389% 10 58.1% 100 88.43% to 100%
<4.285 35.71 12.76% fo 64.86% 100 88.43% to 100%
<5.01 4286 17.66% 10 71.14% 100 88.43% to 100%
<564 50 23.04% to 76.96% 100 88.43% to 100%
<631 57.14 28.86% fo 82.34% 100 88.43% to 100%
<6.83 64.29 35.14% to 87.24% 100 88.43% to 100%
<735 7143 41.9% 10 91.61% 100 88.43% to 100%
<7685 7143 219%109161% 96.67 82.78% t0 99.92% 2143
<7755 7143 419%109161% 93.33 77.93% t0 99.18% 10.71
<783 78.57 49.2% t0 95.34% 93.33 77.93% 10 99.18% 1.79
<7975 78.57 49.2% t0 95.34% 90 73.47% to 97.89% 7.857
<8305 78.57 49.2% 10 95.34% 86.67 69.28% to 96.24% 5893
<8575 85.71 57.19% 10 98.22% 86.67 69.28% to 96.24% 6.429
<8615 85.71 57.19% 10 98.22% 83.33 65.28% to 94.36% 5.143
<8685 92.86 66.13% t0 99.82% 83.33 65.28% to 94.36% 5571
<9305 100 76.84% fo 100% 80 61.43% 10 92.29% 5
<9895 100 76.84% to 100% 76.67 57.72% t0 90.07% 4286
<10.19 100 76.84% io 100% 73.33 54.11% to 87.72% 375
<1099 100 76.84% to 100% 70 50.6% 10 85.27% 3.333
<17 100 76.84% fo 100% 66.67 47.19% t0 82.71% 3
<1207 100 76.84% fo 100% 63.33 43.86% to 80.07% 2727
<1232 100 76.84% to 100% 60 40.6% to 77.34% 25
<1242 100 76.84% to 100% 56.67 37.43% t0 74.54% 2308
<1275 100 76.84% to 100% 53.33 34.33% to 71.66% 2143
<1341 100 76.84% to 100% 50 31.3% t0 68.7% 2
<14.03 100 76.84% fo 100% 46.67 28.34% to0 65.67% 1.875
<1437 100 76.84% to 100% 43.33 25.46% t0 62.57% 1.765
<15.09 100 76.84% to 100% 40 22 66% to 59.4% 1.667
<159 100 76.84% to 100% 36.67 19.93% to 56.14% 1.579
<16.12 100 76.84% to 100% 33.33 17.29% to 52.81% 15
<16.76 100 76.84% to 100% 30 14.73% t0 49.4% 1.429
<18.66 100 76.84% to 100% 26.67 12.28% to 45.89% 1.364
<208 100 76.84% to 100% 23.33 9.934% to 42.28% 1.304
<2223 100 76.84% fo 100% 20 7.714% 10 38.57% 125
<2399 100 76.84% fo 100% 16.67 5.642% to 34.72% 12
<2769 100 76.84% fo 100% 13.33 3.755% 10 30.72% 1.154
<30.26 100 76.84% to 100% 10 2.112% to 26.53% 1
<30.63 100 76.84% to 100% 6.667 0.8178% t0 22.07% 1.07M
<4101 100 76.84% to 100% 3.333 0.08436% f0 17.22% 1.034
goooao
Fig.10
Cutoff _Sensitivity% 95% CI Specificity% 95% Ci Likelihood ratio
<2514 7.143 0.1807% to 33.87% 100 88.43% to 100%
<2883 1429 1.779% 10 42.81% 100 88.43% to 100%
<46.75 21.43 4.658% 10 50.8% 100 88.43% to 100%
<6263 28.57 8.389% 10 58.1% 100 88.43% to 100%
<70.65 35.71 12.76% to 64.86% 100 88.43% to 100%
<B85.12 4286 17.66% to 71.14% 100 88.43% to 100%
<9987 50 23.04% 10 76.96% 100 88.43% to 100%
<1076 57.14 28.86% 10 82.34% 100 88.43% to 100%
<1106 6429 35.14% 10 87.24% 100 88.43% to 100%
<1182 71.43 41.9%1091.61% 100 88.43% to 100%
<1349 78.57 49.2% t0 95.34% 100 88.43% to 100%
<1516 85.71 57.19% t0 98.22% 100 88.43% to 100%
<1574 92.86 66.13% 10 99.82% 100 88.43% to 100%
<1743 100 76.84% to 100% 100 88.43% to 100%
<1942 100 76.84% to 100% 96.67 82.78% 10 99.92% 30
<2023 100 76.84% to 100% 93.33 77.93% 10 99.18% 15
<2083 100 76.84% to 100% 90 73.47% to 97.89% 10
<2109 100 76.84% to 100% 86.67 69.28% 10 96.24% 75
<2187 100 76.84% to 100% 83.33 65.28% t0 94.36% 6
<2299 100 76.84% to 100% 80 61.43% t0 92.29% 5
<2478 100 76.84% to 100% 76.67 57.72% 0 90.07% 4286
<2646 100 76.84% to 100% 73.33 54.11% 10 87.72% 375
<2824 100 76.84% to 100% 70 50.6% to 85.27% 3333
<2976 100 76.84% to 100% 66.67 47.19% 10 82.71% 3
<306.4 100 76.84% 1o 100% 63.33 43.86% 10 80.07% 2727
<3174 100 76.84% 1o 100% 60 40.6% to 77.34% 25
<3307 100 76.84% to 100% 56.67 37.43% t0 74.54% 2308
<356 100 76.84% to 100% 53.33 34.33% to 71.66% 2143
<4068 100 76.84% to 100% 50 31.3% to 68.7% 2
<4605 100 76.84% to 100% 46.67 28.34% 10 65.67% 1875
<4959 100 76.84% to 100% 43.33 25.46% to 62.57% 1.765
<5148 100 76.84% to 100% 40 22.66% to 59.4% 1.667
<6196 100 76.84% to 100% 36.67 19.93% to 56.14% 1579
<7261 100 76.84% to 100% 33.33 17.29% to 52.81% 15
<7704 100 76.84% to 100% 30 14.73%t0 49.4% 1429
<8277 100 76.84% to 100% 26.67 12.28% to 45.89% 1.364
<8945 100 76.84% to 100% 23.33 9.934% 10 42.28% 1.304
<9497 100 76.84% to 100% 20 7.714% 10 38.57% 125
<985 100 76.84% to 100% 16.67 5.642% to 34.72% 12
<1067 100 76.84% to 100% 13.33 3.755% t0 30.72% 1.154
<1351 100 76.84% to 100% 10 2.112% to 26.53% 1111
<1591 100 76.84% to 100% 6.667 0.8178% to 22.07% 1071
<2050 100 76.84% to 100% 3.333 0.08436% to 17.22% 1034
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