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eTable 1. Patient Characteristics at Baseline (n = 137) 
 

Characteristics Valuea 

Age, years 68 [36–88] 

Sex (male), No. (%) 105 (77%) 

ECOG PS at time of anti–PD-1 monotherapyb  

  0 82 (60%) 

  1 52 (38%) 

  2 3 (2%) 

Smoking  

  Current or past smoker 113 (82%) 

  Never smoked 24 (18%) 

Pathological subtype 
 

  Squamous cell carcinoma 51 (37%) 

  Non-squamous NSCLC 86 (63%) 

Mutated EGFR  16 (12%) 

Nivolumab/pembrolizumab monotherapy, No. 99/38 

Prior chemotherapy regimens  

  0 18 (13%) 

  1 62 (45%) 

  2 24 (18%) 

≥ 3 33 (24%) 

PD-L1 expression  

  TPS ≥ 50% (strong positive) 27 (20%) 

  1% ≤ TPS < 50% (weak positive) 30 (22%) 

  < TPS 1% (negative) 15 (11%) 

  TPS unknown 65 (47%) 

Pre-existing autoimmunity markers  

Any, No. (%)c 80 (58%) 

Rheumatoid factor, No. (%)d 38 (28%) 

Anti-nuclear antibody, No. (%)e 48 (35%) 

Anti-thyroid antibody, No. (%)f 25 (18%) 

Development of irAEs, No. (%) 66 (48%) 

Development of irAEs within 8 weeks, No. (%) 46 (34%) 

Onset of irAEs, weeks 4.7 [1–39.0] 
ECOG PS, Eastern Cooperative Oncology Group performance status; irAEs, immune-related adverse events; NSCLC, 
non-small cell lung cancer; EGFR, epidermal growth factor receptor; TPS, tumor proportion score. 
aMedian [range] or number (%). 
bScores range from 0 to 4, with high numbers indicating high disability. 
cA patient was considered positive if any of rheumatoid factor, anti-nuclear antibody, anti-thyroglobulin, or anti-thyroid 
peroxidase was present at pretreatment. 
dA patient was considered positive if rheumatoid factor was > 15 IU/mL at pretreatment. 
eA patient was considered positive if anti-nuclear antibody was ≥ 1:40 at pretreatment. 
fA patient was considered positive if either anti-thyroglobulin or anti-thyroid peroxidase was present at pretreatment. 
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eTable 2. Observed Immune-Related Adverse Events 
 

Event No. (%) Median weeks 
to onset 

irAE grade, 
No. 1/2/3/4 

Response to anti–PD-1, 
No. CR/PR/SD/PD 

Skin reaction 42 (31%) 5.5 27/13/2/0 1/26/14/1 

Pneumonitis 14 (10%) 17.4 1/9/3/1 0/8/6/0 

Hypothyroidism 15 (11%) 5.1 9/6/0/0 0/8/4/3 

Hyperthyroidism 1 (1%) 2.4 0/1/0/0 0/0/0/1 

Hepatitis 6 (4%) 8.0 2/1/2/1 0/2/4/0 

Myositis/peripheral 
neuropathy 

5 (4%) 4.0 3/2/0/0 0/4/1/0 

Diarrhea 2 (1%) 14.3 1/1/0/0 0/1/1/0 

Pancreatitis 1 (1%) 9.0 0/0/1/0 0/0/1/0 
irAE, immune-related adverse event; CR, complete response; PR, partial response; SD, stable disease; PD, progressive 
disease. 
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eTable 3. Association Between PD-L1 Expression and Antibody Detection 
(n = 72) 

TPS, tumor proportion score.  
aBy Chi-squared test. 
bA patient was considered positive if any of rheumatoid factor, anti-nuclear antibody, anti-thyroglobulin, or anti-thyroid 
peroxidase was present at pretreatment. 
cA patient was considered positive if rheumatoid factor was > 15 IU/mL at pretreatment. 
dA patient was considered positive if anti-nuclear antibody was ≥ 1:40 at pretreatment. 
eA patient was considered positive if either anti-thyroglobulin or anti-thyroid peroxidase was present at pretreatment. 

 

Variable With TPS ≥ 50 %  
(strong positive) 

(n = 27) 

With TPS < 50 % (weak 
positive and negative) 

(n = 45) 

P a 

Pre-existing autoimmunity 
markers 

   

Any, No. (%)b 18 (67%) 24 (53%) .39 

Rheumatoid factor, No. (%)c 9 (33%) 9 (20%) .33 

Anti-nuclear antibody, No. (%)d 11 (41%) 16 (36%) .85 

Anti-thyroid antibody, No. (%)e 4 (15%) 8 (18%) 1.00 
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eFigure. Overall Survival in the Cohort 

 

Kaplan–Meier curves are shown for overall survival in patients with or without rheumatoid factor (A), anti-nuclear antibody (B), and anti-thyroid antibody (C). The red line represents patients 
with antibody; the black line represents those without antibody. Ticks indicate patients for whom data were censored on May 10, 2018. HR, hazard ratio; NR, not reached. 


