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Supplementary Tables
Supplementary Table S1. Detailed eligibility criteria
	Inclusion criteria

	Written informed consent for all study procedures prior to the study;

	Meet the assessment criteria for recurrence after hepatectomy: 5 cm ≤ maximum tumor diameter <10 cm; the number of tumor lesions of ≥3; microvascular invasion (MVI) was graded as M1 or M2 by postoperative pathology examination; grade I/II portal vein tumor thrombus resection;

	Histologically or cytologically confirmed HCC, or confirmed characteristics of HCC by at least 2 imaging examinations, or confirmed characteristics of HCC by one imaging examination and AFP >400 μg/L;

	Age 18-75 years; 

	ECOG PS of 0 or 1;

	Class A or B with a Child-Pugh score of ≤7 regardless of compensatory cirrhosis diagnosed by AASLD;

	No previous anti-tumor treatments other than hepatectomy; good functional status of the remaining hepatocytes;

	HBV-DNA of <1000 IU/mL for patients with HBV infection before the study; Patients with HBV-DNA >100 IU/mL or HBsAg-positive must receive antiviral therapy according to the guidelines of prevention and treatment for chronic hepatitis B (2019 version), and entecavir or tenofovir was recommended;

	Laboratory tests within 28 days prior to the study:

	Hemoglobin (Hgb) ≥90 g/L;

	Absolute neutrophil count (ANC) ≥1.5×109/L (1500/mm3);

	Platelets (PLT) ≥75×10^9/L;

	White blood cell count (WBC) ≥3×109/L

	Total Bilirubin (TBIL) ≤2 mg/dL (or ≤34.2μmol/L);

	ALT and AST ≤5×ULN;

	Creatinine (Cr) ≤1.5×ULN or creatinine clearance rate (CCr) ≥60 mL/min;

	International normalized ratio (INR) ≤1.5×ULN or prothrombin time (PT) should be delayed <4 s compared with the desired ranges;

	Female subjects with childbearing potential must agree to use contraception (eg. Iud, birth control pill, or condom) during the study and within 6 months after the last dose; females with negative β-HCG pregnancy test within 7 days prior to the study and without lactating; no risk of pregnancy if one of the following criteria were met:

	Post-menopause was defined as females aged >50 and who discontinued replacement therapy of exogenous hormone after amenorrhea for at least 12 months;

	Women aged <50 were considered post-menopause if they have had amenorrhea for ≥12 months after discontinuing exogenous hormone therapy and luteinizing hormone (LH) and follicle-stimulating hormone (FSH) levels of the desired ranges;

	Patients with irreversible sterilization, including hysterectomy, bilateral ovariectomy, or bilateral tubal resection, except bilateral tubal ligation;

	Male subjects must agree to use contraception during the study and within 6 months after the last dose;

	Exclusion criteria

	Other malignancies except for HCC; new lesions with extrahepatic metastasis after surgery; recurrent HCC lesions of >10 mm by preoperative examination or intraoperative observation;

	Absolute contraindications to TACE:

	Severe liver dysfunction, including severe jaundice, hepatic encephalopathy, refractory ascites, or hepatorenal syndrome;

	The dramatic drop in blood coagulation without correction;

	The main portal vein was completely embolized by cancer-associated thrombus, the collateral vessels were less formed, and the portal vein stent could not be used to restore the main portal vein to the liver;

	Patients with active hepatitis or severe infection, and two diseases cannot be treated simultaneously;

	Severe iodine contrast allergy;

	Patients who did not receive periodic reexamination within 1 month after hepatectomy and did not receive TACE therapy or did not assess the baseline status for more than two months;

	Patients with HCV infection;

	Any severe and/or uncontrolled disease:

	Uncontrolled hypertension (systolic blood pressure of ≥150 mmHg and/or diastolic blood pressure of ≥100 mmHg); myocardial ischemia, myocardial infarction, or arrhythmia (including QTc ≥430 ms) of >class I, heart failure in New York Heart Association (NYHA) functional class I;

	Active or uncontrolled severe infection;

	Liver cirrhosis, decompensated liver disease, active hepatitis HBV;

	Poor diabetes control (fasting blood glucose [FBG] >10 mmol/L);

	Urinary protein ≥++, and confirmed 24-hour urinary protein >1.0 g;

	Non-healing wounds or fractures for a long time;

	Pulmonary hemorrhage of >grade 1 or >grade 2 other bleeding per the NCI CTCAE version4.0 within 4 weeks before the study; patients with a bleeding tendency (eg. active digestive tract ulcer) or receiving thrombolytic or anticoagulant therapy such as warfarin, heparin, or their analogies; 

	Gastrointestinal perforation and/or fistula, or arterial and venous thrombosis (eg. cerebrovascular accidents [including temporary ischemic attacks], deep vein thrombosis, and pulmonary embolism) within 6 months prior to the study;

	Fatal haemorrhage because tumors currently or potentially invade the peripheral blood vessels per investigators;

	Patients with previous or current treatment for ascites by physical examination; excluding asymptomatic those with fewer ascites by imaging; 

	Uncontrolled metabolic disorders or other organs without non-malignant tumors or systemic diseases or reactions secondary to cancer that may lead to higher medical risks and/or uncertainty in the evaluation of survival;

	A history of psychotropic substance abuse with the inability to quit, or dysphrenia;

	A history of immune deficiency, including HIV-positive, other acquired and congenital immunodeficiency diseases, or previous organ transplantation;

	Concomitant diseases seriously endangering patients’ safety or interfering with the completion of the study

	Allergy to any study drugs or their excipients; 

	Concomitant diseases seriously endangering patients’ safety or interfering with the completion of the study; Other reasons for exclusion from the study by investigators;


Abbreviations: HCC=hepatocellular carcinoma, AFP=alpha fetoprotein, ECOG PS=Eastern Cooperative Oncology Group Performance Status, AASLD=American Association for the Study of Liver Diseases, HBV-DNA=hepatitis B virus-deoxyribonucleic acid, HBsAg= hepatitis B surface antigen, ULN=upper limit of normal, ALT=alanine aminotransferase, AST=aspartate aminotransferase, HCV=hepatitis C virus, NCI CTCAE= National Cancer Institute Common Terminology Criteria for Adverse Events.

Supplementary Table S2. Detailed dose titration and delayed dose criteria of anlotinib 
	Treatment-related adverse events
	Administration time
	Dose titration

	Grade 0-2
	On-time delivery
	Initial dose

	Grade 3
	Delay delivery till toxicity <grade 2 
	Reduce 1 level of dose

	Grade 4
	Delay delivery till toxicity <grade 2 
	Reduce 1 level of dose or permanent discontinuation determined by the investigators

	Abnormal liver function (increased ALT, AST, or total bilirubin)
	
	

	Grade 1  
	On-time delivery
	Initial dose

	Grade 2 (normal baseline)
	Delay delivery till toxicity <grade 2
	Reduce 1 level of dose 

	Grade 2 (abnormal baseline)
	On-time delivery
	Initial dose

	Grade 3
	Delay delivery till toxicity <grade 2
	Reduce 1 level of dose 

	Grade 4
	Discontinuation 
	Discontinuation

	Proteinuria
	
	

	Grade 1 (urine protein+ or <1.0 g [24 h])
	On-time delivery
	Initial dose

	Grade 2 (urine protein++ or 1.0 g≤urine protein<2.0 g [24 h])
	On-time delivery
	Initial dose

	Grade 2 (urine protein++ or more; 2.0 g≤urine protein<3.5 g [24 h])
	Delay delivery 
	Reduce 1 level of dose if toxicity <grade 2 within 2 weeks

	Grade 3 (urine protein ≥3.5 g [24 h])
	Delay delivery 
	Reduce 1 level of dose if toxicity <grade 2 within 2 weeks

	Decreased platelet count
	
	

	Grade 1 (75×109/L≤platelet count<100×109/L)
	Delay delivery
	Initial dose if the platelet count returned to baseline or normal values

	Grade 2 (50×109/L≤platelet count<75×109/L)
	Delay delivery
	Initial dose if the platelet count returned to baseline or normal values within 1 week; otherwise, reduce 1 level of dose

	Grade 3 (25×109/L≤platelet count<50×109/L)
	Delay delivery
	Reduce 1 level of dose if the platelet count returned to baseline or normal values within 2 weeks

	Grade 4 (platelet count<25×109/L)
	Discontinuation
	Discontinuation 

	Bleeding
	
	

	Grade 1
	On-time delivery
	Initial dose

	Grade 2
	Delay delivery 
	Reduce 1 level of dose if toxicity <grade 2 within 2 weeks

	≥Grade 3
	Discontinuation
	Discontinuation


Abbreviations: ALT=alanine aminotransferase, AST=aspartate transaminase


Supplementary Table S3. Patients who achieved DFS of more than 36 months (n=4)
	Baseline characteristics
	Case 1
	Case 2
	Case 3
	Case 4

	Age (years)
	52
	61
	58
	41

	Sex
	Male
	Male
	Male
	Male

	ECOG PS
	0
	0
	0
	0

	Preoperative intrahepatic tumor size (cm)
	2.5
	5
	4
	6

	Preoperative intrahepatic tumor number
	1
	1
	1
	2

	Microvascular invasion
	M1
	No
	M2
	M1

	Portal vein tumor thrombus
	Absence
	Absence
	Absence
	Absence

	Child-Pugh score
	A5
	A6
	A5
	A5

	BCLC stage
	A
	A
	B
	B

	CNLC stage
	Ia
	Ia
	IIa
	IIa

	Alpha-fetoprotein (ng/mL)
	1.59
	1.5
	4.38
	4.88

	HBV infection
	Positive
	Positive
	Positive
	Positive

	DFS (months)
	43.0
	42.6
	40.9
	37.3


Abbreviations: ECOG PS=Eastern Cooperative Oncology Group Performance Score; BCLC=Barcelona Clinic Liver Cancer; CNLC=China Liver Cancer stage, HBV=hepatitis B virus, DFS=disease-free survival.

