
	Table S1. Univariate analysis of factors associated with PFS and OS in all patients.

	Factors
	mPFS (months)
	95% CI
	P-value
	mOS (months)
	95% CI
	P-value

	Age (years)
	
	
	0.009
	
	
	<0.001

	<65
	5.5
	4.5-6.5
	
	10.0
	7.2-12.8
	

	≥65
	4.0
	2.9-5.1
	
	5.5
	3.9-7.1
	

	Sex 
	
	
	0.002
	
	
	0.017

	Male
	4.7
	3.8-5.6
	
	7.2
	6.1-8.3
	

	Female
	6.5
	3.6-9.4
	
	10.5
	7.1-13.9
	

	Smoking status
	
	
	0.061
	
	
	0.024

	Ever
	4.7
	3.8-5.6
	
	7.2
	6.1-8.3
	

	Never
	4.8
	3.0-6.6
	
	8.5
	5.9-11.1
	

	ECOG PS
	
	
	<0.001
	
	
	<0.001

	0-1
	6.7
	5.9-7.5
	
	11.0
	9.5-12.5
	

	≥2
	2.4
	1.8-3.0
	
	3.6
	2.9-4.3
	

	aCCI
	
	
	0.001
	
	
	0.001

	≤8
	5.6
	4.9-6.3
	
	8.5
	6.4-10.6
	

	>8
	3.8
	2.7-4.9
	
	5.8
	3.6-8.0
	

	TNM stage
	
	
	0.076
	
	
	0.396

	  III
	6.6
	4.8-8.4
	
	8.5
	7.8-9.2
	

	  IV
	4.5
	3.7-5.3
	
	7.2
	6.0-8.4
	

	T stage
	
	
	0.003
	
	
	0.061

	T1-2
	6.0
	5.1-6.9
	
	8.6
	7.4-9.8
	

	T3-4
	4.0
	3.2-4.8
	
	6.6
	5.0-8.2
	

	N stage
	
	
	0.030
	
	
	0.035

	N0-2
	6.2
	5.2-7.2
	
	10.3
	6.4-14.2
	

	N3
	4.3
	3.5-5.1
	
	7.2
	5.8-8.6
	

	Number of metastatic sites
	
	
	0.001
	
	
	<0.001

	<3
	5.6
	4.8-6.4
	
	8.3
	7.1-9.5
	

	≥3
	2.7
	1.3-4.1
	
	5.0
	3.4-6.6
	

	Brain metastases
	
	
	0.712
	
	
	0.639

	Yes
	5.0
	3.7-6.3
	
	7.2
	4.2-10.2
	

	No
	4.7
	3.7-5.7
	
	7.7
	6.3-8.8
	

	Hepatic metastases
	
	
	0.001
	
	
	<0.001

	Yes
	3.6
	2.4-4.8
	
	4.6
	2.6-6.6
	

	No
	5.6
	4.6-6.6
	
	8.3
	6.6-10.0
	

	Osseous metastases
	
	
	0.040
	
	
	0.115

	Yes
	3.7
	2.7-4.7
	
	5.8
	3.4-8.2
	

	No
	5.5
	4.5-6.5
	
	8.3
	7.5-9.1
	

	Pleural metastases / pleural effusion
	
	
	0.104
	
	
	0.105

	Yes
	4.6
	3.3-5.9
	
	6.5
	4.6-8.4
	

	No
	5.5
	4.1-6.9
	
	8.5
	7.3-9.7
	

	Lung metastases
	
	
	0.065
	
	
	0.189

	Yes
	3.6
	2.9-4.3
	
	7.1
	3.8-10.4
	

	No
	5.5
	4.6-6.4
	
	7.7
	6.7-8.7
	

	Baseline NSE
	
	
	<0.001
	
	
	<0.001

	≤20ng/ml
	7.1
	6.0-8.2
	
	11.0
	9.1-12.9
	

	>20ng/ml
	3.9
	3.3-4.5
	
	5.6
	4.4-6.8
	

	Anlotinib initial dose
	
	
	0.163
	
	
	0.024

	10mg
	3.9
	2.4-5.4
	
	5.8
	4.7-6.9
	

	12mg
	5.1
	4.3-5.9
	
	8.1
	6.9-9.3
	

	Number of treatment lines
	
	
	0.034
	
	
	0.185

	1
	5.5
	4.6-6.4
	
	8.5
	7.4-9.6
	

	≥2
	4.0
	3.3-4.7
	
	6.6
	5.7-7.5
	

	Plus chemotherapy / immunotherapy
	
	
	<0.001
	
	
	<0.001

	Yes
	6.0
	5.2-6.8
	
	9.2
	7.5-10.9
	

	No
	3.6
	2.9-4.3
	
	4.8
	3.7-5.9
	

	Plus radiotherapy
	
	
	<0.001
	
	
	<0.001

	Yes
	7.4
	5.5-9.3
	
	12.1
	10.0-14.2
	

	No
	3.9
	3.3-4.5
	
	5.6
	4.3-6.9
	

	Post-medication hypertension
	
	
	<0.001
	
	
	<0.001

	Yes
	7.1
	6.2-8.0
	
	12.0
	10.5-13.5
	

	No
	3.0
	2.4-3.6
	
	4.9
	3.8-5.7
	

	Post-medication hand-foot syndrome
	
	
	0.116
	
	
	0.020

	Yes
	6.4
	4.8-8.0
	
	9.1
	6.6-11.6
	

	No
	4.6
	3.7-5.5
	
	6.6
	5.2-8.0
	

	Abbreviations: PFS: progression-free survival; OS: overall survival; CI: confidence interval; ECOG PS: Eastern Cooperative Oncology Group Performance Status; aCCI: age-adjusted Charlson comorbidity index; NSE: neuron specific enolase.

Bold value represents P-value <0.05.


	Table S2. Comparison of efficacy in different treatment lines between monotherapy and combination.

	
	First-line (N=93)
	Second-line and above (N=109)

	
	Monotherapy (n=27)
	Combination (n=66)
	P-value
	Monotherapy (n=51)
	Combination (n=58)
	P-value

	PR, n(%)
	6 (22.2)
	38 (57.6)
	-
	4 (7.8)
	13 (22.4)
	-

	SD, n(%)
	14 (51.9)
	22 (33.3)
	-
	38 (74.6)
	41 (70.7)
	-

	PD, n(%)
	7 (25.9)
	6 (9.1)
	-
	9 (17.6)
	4 (6.9)
	-

	ORR, %
	22.2
	57.6
	0.002
	7.8
	22.4
	0.036

	DCR, %
	74.1
	90.9
	0.042
	82.4
	93.1
	0.084

	mPFS (months)
	3.6
	6.1
	<0.001
	3.5
	5.7
	0.002

	mOS (months)
	4.1
	10.5
	<0.001
	4.8
	7.1
	0.068

	6-month PFS, %
	23.1
	50.0
	0.021
	19.6
	41.3
	0.023

	6-month OS, %
	32.0
	74.1
	<0.001
	43.5
	63.8
	0.049

	1-year OS, %
	8.0
	29.5
	0.037
	19.0
	17.9
	0.899

	Abbreviations: PR: partial response; SD: stable disease; PD: progressive disease; ORR: objective response rate; DCR: disease control rate; PFS: progression-free survival; OS: overall survival.

Bold value represents P-value<0.05.
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Figure S1. Kaplan–Meier curves of PFS in multivariate Cox regression analysis. (A) stratified by sex; (B) stratified by ECOG PS; (C) stratified by T stage; (D) stratified by number of treatment lines; (E) stratified by plus chemotherapy / immunotherapy; (F) stratified by plus radiotherapy; (G) stratified by post-medication hypertension. PFS: progression-free survival; ECOG PS: Eastern Cooperative Oncology Group Performance Status.
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Figure S2. Kaplan–Meier curves of OS in multivariate Cox regression analysis. (A) stratified by smoking status; (B) stratified by ECOG PS; (C) stratified by plus chemotherapy / immunotherapy; (D) stratified by plus radiotherapy; (E) stratified by post-medication hypertension. OS: overall survival; ECOG PS: Eastern Cooperative Oncology Group Performance Status.
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Figure S3. Kaplan–Meier curves of anlotinib plus EP/EC chemotherapy as first-line treatment. (A) The PFS of patients; (B) The OS of patients. PFS: progression-free survival; OS: overall survival.
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Figure S4. Kaplan–Meier curves in monotherapy and combination groups stratified by the number of treatment lines. (A) The PFS in monotherapy group; (B) The OS in monotherapy group; (C) The PFS in combination group; (D) The OS in combination group. PFS: progression-free survival; OS: overall survival.


