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Supplementary Table 1 Front-line treatment of RAM and DOC (n = 237)
	
	n (%)

	Prior ICI+
	94 (39.7)

	Immunotherapy (monotherapy)
	81 (34.2)

	Nivolumab
	52 (21.9)

	Pembrolizumab
	16 (6.8)

	Atezolizumab
	10 (4.3)

	Durvalumab
	2 (0.8)

	Avelumab
	1 (0.4)

	Chemotherapy plus immunotherapy
	13 (5.5)

	Pembrolizumab
	9 (3.8)

	Atezolizumab
	4 (1.7)

	Prior ICI− 
	143 (60.3)

	Cytotoxic chemotherapy
	115 (48.5)

	Platinum doublets
	53 (22.4)

	Platinum doublets or monotherapy plus bevacizumab
	46 (19.3)

	Monotherapy
	16 (6.8)

	EGFR inhibitors
	28 (11.8)

	Erlotinib
	4 (1.7)

	Afatinib
	6 (2.5)

	Osimerutinib
	17 (7.2)

	Other
	1 (0.4)


RAM, ramucirumab; DOC, docetaxel; ICI, immune checkpoint inhibitor; EGFR, epidermal growth factor receptor


Supplementary Table 2 Response to RAM and DOC with and without past ICI
	
	Past ICI
(N = 123)
	No ICI
 (N = 114)
	P-value

	Objective response rate, n (%)
	34 (28.6)
	24 (21.6)
	0.225

	Disease control rate, n (%)
	80 (67.2)
	67 (60.4)
	0.279

	Best response, n (%)
	
	
	

	Complete response
	1 (0.8)
	1 (0.9)
	

	Partial response
	33 (26.8)
	23 (20.2)
	

	Stable disease
	46 (37.4)
	43 (37.7)
	

	Progressive disease
	39 (31.7)
	44 (38.6)
	

	Not evaluated
	4 (3.3)
	3 (2.6)
	


RAM, ramucirumab; DOC, docetaxel ; ICI, immune check inhibitor


Supplementary Table 3 Univariate and multivariate analyses of OS in all patients
	Factor
	Univariate
	Multivariate

	
	HR (95% CI)
	P-value
	HR (95% CI)
	P-value

	Age (≥ 70 vs. < 70)
	1.01 (0.71–1.43)
	0.950
	0.87 (0.60–1.27)
	0.460

	　Sex (male vs. female)
	1.35 (0.96–1.90)
	0.087
	1.31 (0.83–2.06)
	0.247

	　Smoking status
 (current/former vs. never)
	1.57 (1.06–2.34)
	0.025
	1.15 (0.66–1.99)
	0.621

	　ECOG-PS (2–4 vs. 0–1)
	2.37 (1.64–3.42)
	< 0.001
	2.53 (1.68–3.82)
	< 0.001

	　Stage (Ⅳ vs. others)
	0.90 (0.63–1.29)
	0.576
	0.75 (0.51–1.10)
	0.137

	   Histology (non-ad vs. ad)
	1.32 (0.91–1.92)
	0.140
	1.52 (0.98–2.36)
	0.064

	　EGFR mutation (no vs. yes)
	1.24 (0.85–1.80)
	0.257
	1.12 (0.66–1.89)
	0.676

	　No of prior treatments
(≥ 3 vs. 1–2)
	0.93 (0.67–1.29)
	0.661
	0.82 (0.54–1.23)
	0.341

	　Prior ICI (yes vs. no)
	1.19 (0.86–1.66)
	0.300
	1.00 (0.68–1.46)
	1.000


OS, overall survival; ECOG-PS, Eastern Cooperative Oncology Group Performance Status; EGFR, epidermal growth factor receptor; ICI, immune checkpoint inhibitors


Supplementary Fig. 1
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Kaplan-Meier curves of OS compared between the groups with and without prior treatment, including (a) ICI, (b) CTx alone, (c) BEV, and (d) TKI in patients with NSCLC who received RAM and DOC.
OS, overall survival; ICI, immune checkpoint inhibitor; CTx, cytotoxic agents; BEV, bevacizumab; TKI, tyrosine kinase inhibitor; NSCLC, non-small-cell lung cancer; RAM, ramucirumab; DOC, docetaxel; CI, confidence interval









Supplementary Fig. 2
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Kaplan-Meier curves of (a) PFS and (b) OS compared between the past ICI and no ICI groups in patients with NSCLC who received RAM and DOC.
PFS, progression-free survival; OS, overall survival; ICI, immune checkpoint inhibitor; NSCLC, non-small-cell lung cancer; RAM, ramucirumab; DOC, docetaxel; CI, confidence interval
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Past-ICI vs No-ICI
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