Table S3. Detailed dose titration and delayed dose criteria of anlotinib
	Treatment-emergent adverse events
	Administration time
	Dose titration

	Grade 0-2
	On-time delivery/Delay delivery
	Normal dose

	Grade 3
	Delay delivery 
	Reduce dose if TEAEs < grade 2

	Grade 4
	Delay delivery 
	Reduce dose or discontinuation per investigators if TEAEs < grade 2

	Abnormal liver function (increased ALT, AST, or total bilirubin) 
Grade 1  
Grade 2 (normal baseline)
Grade 2 (abnormal baseline)
Grade 3
Grade 4
Proteinuria
Grade 1 (urine protein < 1.0 g [24 h])
Grade 2 (1.0 g ≤ urine protein < 2.0 g [24 h])
Grade 2 (2.0 g ≤ urine protein < 3.5 g [24 h])

Grade 3 (urine protein ≥ 3.5 g [24 h])

Decreased platelet count
Grade 1 (75×109/L ≤ platelet count < 100×109/L)

Grade 2 (50×109/L ≤ platelet count < 75×109/L)


Grade 3 (25×109/L ≤ platelet count < 50×109/L)

Grade 4 (platelet count < 25×109/L)
Bleeding
Grade 1
Grade 2

≥ Grade 3
	

On-time delivery
Delay delivery 
On-time delivery
Delay delivery 
Discontinuation 

On-time delivery
On-time delivery
Delay delivery till TEAEs < grade 2 within 2 weeks
Delay delivery till TEAEs < grade 2 within 2 weeks

Delay delivery

Delay delivery


Delay delivery

Discontinuation 

On-time delivery
Delay delivery 

Discontinuation
	

Normal dose
Reduce dose if TEAEs < grade 2
Normal dose
Reduce dose if TEAEs < grade 2
Discontinuation 

Normal dose
Normal dose
Reduce dose or discontinuation if the third occurs
Reduce dose or discontinuation if the third occurs

Normal dose if platelet count returned to baseline or normal values
Normal dose if platelet count returned to baseline or normal values within 1 week, otherwise reduce the dose
Reduce dose if platelet count returned to baseline or normal values within 2 weeks 
Discontinuation 

Normal dose
Reduce dose if TEAEs < grade 2 within 2 weeks
Discontinuation 



