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This file includes:
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Supplemental Tables 1 to 4

Other Supplementary Materials for this manuscript include:
Study Protocol “An Open, Single-Arm, Multicenter and Exploratory Clinical Study of Anlotinib Combined with EGFR-TKIs in the Treatment of Locally Advanced/Advanced NSCLC with Acquired Resistance to EGFR-TKIs” 
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Supplemental Figure 1 (A) Kaplan-Meier estimates of progression-free survival in patients with EGFR exon 19 deletion and L858R.  (B) Kaplan-Meier estimates of progression-free survival in patients with and without smoking history. Tick marks indicate censored data. CI, confidence interval; mPFS, median progression-free survival.
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Supplemental Figure 2 Summary of first subsequent antitumor therapy (FST) received in all patients. ICIs, immune checkpoint inhibitors; TKIs, tyrosine kinase inhibito
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Supplemental Figure 3 Kaplan-Meier estimates of overall survival in all patients. Tick marks indicate censored data. CI, confidence interval; mOS, median overall survival; NR, not reached.
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Supplemental Figure 4 Swimmer plot of progression-free survival (months) of individual EGFR cleared/not-cleared patients. PR, partial response; SD, stable disease; PD, progressive disease.
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Supplemental Figure 5 Time from initiation of first-line EGFR-TKIs to systemic progression. mPFS, median progression-free survival; mTTP, median time to gradual, oligo, or potential progression.


Supplemental Table 1 Safety summary
	
	N=120, n (%)

	TEAE
	116 (96.7)

	  Grade ≥3
	63 (52.5)

	  TEAE leading to dose interruption or reduction 
	49 (40.8)

	  TEAE leading to discontinuation
	15 (12.5)

	  TEAE leading to death
	2 (1.7)

	TRAE
	114 (95.0)

	  Grade ≥3
	56 (46.7)

	  TRAE leading to dose interruption or reduction 
	42 (35.0)

	  TRAE leading to discontinuation
	11 (9.2)

	  TRAE leading to death
	1 (0.8)

	SAE
	25 (20.8)

	  Treatment-related
	14 (11.7)


SAE, serious adverse event; TEAE, treatment-emergent adverse event; TRAE, treatment-related adverse event.


Supplemental Table 2 Treatment-emergent adverse events (≥ 10% of patients)
	AE
	Any grade, n (%)
	[bookmark: _GoBack]Grade ≥3, n (%)

	Diarrhea
	64 (53.3)
	6 (5.0)

	Hypertension
	60 (50.0)
	23 (19.2)

	Proteinuria
	47 (39.2)
	1 (0.8)

	Weight loss
	37 (30.8)
	5 (4.2)

	Hypertriglyceridemia
	34 (28.3)
	5 (4.2)

	Decreased appetite
	31 (25.8)
	2 (1.7)

	Dysphonia
	28 (23.3)
	0

	Platelet count decreased
	28 (23.3)
	0

	Rash
	27 (22.5)
	3 (2.5)

	Palmar-plantar erythrodysaesthesia syndrome
	27 (22.5)
	5 (4.2)

	Fatigue
	26 (21.7)
	1 (0.8)

	Cough
	25 (20.8)
	1 (0.8)

	Aspartate aminotransferase increased
	25 (20.8)
	0

	Hyponatremia
	21 (17.5)
	1 (0.8)

	Blood creatinine increased
	21 (17.5)
	0

	White blood cell count decreased
	20 (16.7)
	1 (0.8)

	Nausea
	20 (16.7)
	1 (0.8)

	Hyperuricemia
	20 (16.7)
	0

	Occult blood positive
	20 (16.7)
	0

	Alanine aminotransferase increased
	19 (15.8)
	0

	Dizziness
	19 (15.8)
	0

	Neutrophil count decreased
	19 (15.8)
	2 (1.7)

	Epistaxis
	18 (15.0)
	1 (0.8)

	Headache
	18 (15.0)
	0

	Hematuria
	18 (15.0)
	0

	Gum bleeding
	18 (15.0)
	0

	Bilirubin conjugated increased
	17 (14.2)
	0

	Back pain
	16 (13.3)
	0

	Hypoproteinemia
	16 (13.3)
	0

	Lymphocyte count decreased
	16 (13.3)
	1 (0.8)

	COVID-19
	15 (12.5)
	1 (0.8)

	Hypercholesterolemia
	15 (12.5)
	0

	Joint pain
	15 (12.5)
	2 (1.7)

	Oral ulceration
	15 (12.5)
	0

	Constipation
	14 (11.7)
	0

	Hypophosphatemia
	13 (10.8)
	0

	Gingivitis noninfective
	13 (10.8)
	0

	Anemia
	13 (10.8)
	0

	Blood triglycerides increased
	13 (10.8)
	0

	Hypoalbuminemia
	12 (10.0)
	0

	Paronychia
	12 (10.0)
	0

	Chest pain
	12 (10.0)
	0

	Blood bilirubin increased
	12 (10.0)
	0




Supplemental Table 3 Progression-free survival and best overall response of patients with potential progression
	No.
	Gender
	Age
	EGFR mutation type
	EGFR-TKIs
	Best overall response
	Progression-free survival (months)

	1
	F
	69
	L858R
	Dacomitinib
	SD
	11.6

	2
	F
	45
	19del
	Icotinib
	PR
	3.9

	3
	M
	43
	19del
	Gefitinib
	SD
	7.7

	4
	F
	48
	19del
	Icotinib
	SD
	4.8

	5
	M
	58
	19del
	Gefitinib
	SD
	6.1


PR, partial response; SD, stable disease.



Supplemental Table 4 Summary of efficacy of gradual, oligo, and potential progression
	
	Gradual progression
	Oligo progression
	Potential progression

	N
	109
	6
	5

	  PR, n (%) 
	6 (5.5)
	1 (16.7)
	1 (20.0)

	  SD, n (%)
	90 (82.6)
	3 (50.0)
	4 (80.0)

	  PD, n (%)
	8 (7.3)
	1 (16.7)
	0

	  NE, n (%)
	5 (4.6)
	1 (16.7)
	0

	ORR, % (95% CI)
	5.5 (2.1-11.6)
	16.7 (0.4-64.1)
	20.0 (0.5-71.6)

	DCR, % (95% CI)
	88.1 (80.5-93.5)
	66.7 (22.3-95.7)
	100.0 (47.8-100.0)

	mPFS, months (95% CI)
	9.2 (6.8-13.2)
	10.3 (0.4-12.6)
	6.1 (3.9-11.6)


CI, confidence interval; DCR, disease control rate; mPFS, median progression-free survival; NE, not evaluable; ORR, objective response rate; PR, partial response; SD, stable disease; PD, progressive disease.
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