Supplementary materials

Supplementary table 1 Common manifestations of AEs caused by bevacizumab.
	Categorization
	Specific performance (Number of persons (n))
	Number of cases (n)
	Incidence (%)

	Abnormal medical examination
	γ glutamine transferase increased (64), alanine aminotransferase increased (43), aspartate aminotransferase increased (41), and alkaline phosphatase increased (31), increased blood bilirubin (29), elevated blood lactate dehydrogenase (28), hypercholesterolemia (21), increased creatinine (6), and decreased body weight (5), increased creatine phosphokinase (4), prolonged activated partial thromboplastin time (4), decreased fibrinogen (4), decreased urine volume (2), increased D-dimer (32), increased fibrinogen (22), decreased creatinine (21)
	357
	66.98%

	Gastrointestinal system
	Nausea (102), constipation (76), vomiting (67), diarrhea (56), abdominal distension (25), abdominal pain (23), oral bleeding (21), oral mucositis (13), bloating (13), lower digestive tract bleeding (13), dry mouth (11), gingival pain (8), hemorrhoid bleeding (5), duodenal perforation (3), belching (3), stomachache (3), oral pain (3), intestinal obstruction (2), dysphagia (2), dyspepsia (2), periodontal disease (2), toothache (1), incontinence (1)
	455
	85.37

	Metabolism and nutrition
	Anorexia (144), hypoalbuminemia (80), hypertriglyceridemia (42), hyponatremia (32), hyperuricemia (23), hyperglycemia (23), hypokalemia (19), hypochloremia (14), hypoglycemia (10), hypocalcemia (7), and hyponatremia (2), hypomagnesia (1), increased appetite (1)
	398
	74.67

	General condition and medication site
	General fatigue (129), pain (44), fatigue (35), limb edema (13), fever (11), facial edema (5), flu-like symptoms (2), infusion site leakage (2), injection site reaction (10)
	251
	47.09

	Blood and lymphatic system
	Anemia (151), febrile granulocytopenia (1), white blood cell count decreased (99), lymphocyte count decreased (84), platelet count decreased (64), neutrophil count decreased (40)
	439
	82.36

	Respiratory tract, chest and mediastinum
	Nosebleed (80), cough (24), hoarseness (14), dyspnea (12), bronchial hemorrhage (5) throat numbness (4), upper respiratory tract infection (3), sore throat (3), hiccup (2), nasal obstruction (1), pneumonia (1), nasal obstruction (1), voice change (1), pleural effusion (1)
	152
	28.52

	Nervous system
	Paresthesia (43), drowsiness (17), decreased level of consciousness (16), vertigo (15), headache (13), taste disturbance (8), ataxia (1), abnormal sense of smell (1), stroke (1), intracranial hemorrhage (1)
	116
	21.76

	Skin and subcutaneous tissue
	Rash (40), pruritus (26), hair loss (24), hyperpigmentation (6), hand-foot syndrome (4), dry skin (3), maculopapular rash (1), telangiectasia (2), skin infection (2), nail loss (1), dermatitis (1)
	110
	20.64

	Cardiovascular system
	Hypertension (80), hypotension (4), hot flashes (11), phlebitis (8), thromboembolic events (2), supraventricular tachycardia (1), flushing (1), sinus bradycardia (1), angialgia (1)
	109
	20.45

	Muscle and skeletal muscle system
	Back pain (16), myalgia (9), joint pain (8), chest wall pain (3), limb pain (3), neck pain (1), myasthenia (1), arthritis (1)
	42
	7.88

	Kidneys and urinary system
	Albuminuria (11), occult blood in urine (9), dysuria (4), frequent urination (3), urinary retention (2), renal colic (1)
	30
	5.63

	Eye
	Blurred vision (6), watery eyes (4), dry eyes (3), eye pain (2), periorbital edema (1), photophobia (1)
	17
	3.19

	Mental disease
	Insomnia (15), anxiety (1)
	16
	3.00

	Ear
	Tinnitus (8)
	8
	1.50

	Endocrine disease
	Hypothyroidism (3), pituitaritis (1), hyperthyroidism (1)
	5
	0.94

	Genital system
	Menorrhagia (1)
	1
	0.19

	Operation complication
	Infusion-related reactions (1)
	1
	0.19



Supplementary table 2 Bleeding AEs caused by bevacizumab.
	Bleeding type
	Patients (n)
	Incidence (%)
	Percentage of total bleeding (%)

	Epistaxis
	80
	15.01
	59.26

	Oral hemorrhage
	21
	3.94
	15.56

	Hemorrhage of lower digestive tract
	13
	2.44
	9.63

	Hematuria
	9
	1.69
	6.67

	Bronchostaxis
	5
	0.94
	3.70

	Hemorrhoidal bleeding
	5
	0.94
	3.70

	Intracranial hemorrhage
	1
	0.19
	0.74

	Hypermenorrhea
	1
	0.19
	0.74

	Total
	135
	25.33
	100.00



Supplementary table 3 Univariate analysis of AEs induced by bevacizumab (n (%)) in different systems.
	Variable
	Abnormal medical examination

	Gastrointestinal system

	Metabolism and nutrition
	General condition and medication site

	Blood and lymphatic system 
	cardiovascular system
	bleeding 

	
	χ2
	p
	χ2
	p
	χ2
	p
	χ2
	p
	χ2
	p
	χ2
	p
	χ2
	p

	Sex
	0.753 
	0.430 
	0.059 
	0.859 
	4.721 
	0.034 
	1.287 
	0.262 
	3.916 
	0.060 
	0.023 
	0.910 
	0.250 
	0.654 

	Age*
	1.462 
	0.696 
	8.602 
	0.035 
	16.047 
	0.001 
	6.353 
	0.095 
	5.214 
	0.158 
	6.170 
	0.103 
	6.999 
	0.071 

	BMI*
	8.137 
	0.430 
	6.677 
	0.083 
	3.629 
	0.308 
	1.642 
	0.658 
	1.830 
	0.612 
	12.464 
	0.006 
	2.792 
	0.427 

	ECOG performance status
	2.795 
	0.389 
	23.016 
	0.000 
	3.179 
	0.356 
	19.341 
	0.000 
	1.249 
	0.742 
	0.784 
	0.908 
	7.681 
	0.058 

	allergic history
	1.439 
	0.486 
	4.397 
	0.095 
	4.823 
	0.091 
	0.676 
	0.752 
	0.635 
	0.748 
	1.264 
	0.526 
	2.509 
	0.264 

	smoking history
	5.400 
	0.061 
	3.263 
	0.197 
	4.649 
	0.098 
	2.397 
	0.312 
	6.950 
	0.022 
	0.702 
	0.710 
	3.533 
	0.172 

	underlying disease
	0.222 
	0.994 
	15.402 
	0.004
	5.758 
	0.219 
	9.324 
	0.053 
	1.631 
	0.806 
	15.475 
	0.004 
	18.720 
	0.001 

	clinical diagnosis
	2.934 
	0.094 
	20.989
	0.007
	14.258 
	0.070 
	28.377 
	0.000 
	0.192 
	0.663 
	18.416 
	0.010 
	7.525 
	0.452 

	Prior surgical treatment
	5.966 
	0.020 
	0.107 
	0.795 
	0.003 
	1.000 
	0.404 
	0.582 
	3.450 
	0.080 
	1.538 
	0.247 
	1.735 
	0.247 

	Prior radiation therapy

	3.753 
	0.062 
	1.196 
	0.281 
	3.250 
	0.088 
	0.895 
	0.411 
	1.916 
	0.192 
	0.348 
	0.692 
	6.272 
	0.017 

	Prior chemotherapy

	0.977 
	0.361 
	0.713 
	0.419 
	0.921 
	0.372 
	0.532 
	0.507 
	0.628 
	0.440 
	0.726 
	0.423 
	7.326 
	0.009 

	Past targeted therapy

	0.013 
	1.000 
	2.951 
	0.105 
	3.442 
	0.067 
	0.983 
	0.332 
	0.344 
	0.624 
	0.862 
	0.381 
	1.734 
	0.194 

	Prior immunotherapy
	27.753 
	0.000 
	0.524 
	0.558 
	0.088 
	0.773 
	0.002 
	1.000 
	15.066 
	0.047 
	2.492 
	0.134 
	3.467 
	0.066 


Bold values indicate p < 0.05; *The age and BMI group data did not meet the normal distribution, and the non-parametric test (U test) was used. The remaining sets of data were categorical variables and Chi-square test was used.

[bookmark: _Hlk162863237][bookmark: _Hlk162855229]Supplementary table 4 Comparation between bevacizumab group and PD-1inhibitor group for baseline characteristics.
	Variables
	Bevacizumab
（n=18）
	[bookmark: OLE_LINK3]PD-1 inhibitor
(n=35)
	P 

	Age (y, mean±SD)
	60.28±8.68
	60.89±7.49
	0.792

	Sex (n(%))
	
	
	0.421

	Male
	14（77.78）
	31（88.57）
	

	Female
	4（22.22）
	4（11.43）
	

	BMI (kg/m2, mean ± SD)
	23.64±2.08
	22.19±3.10
	0.049

	ECOG performance status (n (%))
	
	
	0.717

	0
	9（50.00）
	14（40.00）
	

	1
	9（5.56）
	20（57.14）
	

	3
	0（0.00）
	1（2.86）
	

	Smoking status (n(%))
	
	
	0.094

	Never
	13（72.22）
	14（40.00）
	

	Former
	2（11.11）
	9（25.71）
	

	Current
	3（16.67）
	12（34.29）
	

	PD-L1 TPS positive
	
	
	0.048

	≥50%
	0
	8
	

	≤49%
	5
	11
	

	Unknown
	13
	16
	

	Previous surgical treatment (n(%))
	
	
	0.421

	Yes
	4（5.13）
	4（0.00）
	

	No
	14（48.72）
	31（45.00）
	

	Prior radiotherapy (n(%))
	
	
	1.000

	Yes
	2
	3
	

	No
	16
	32
	

	Prior radiotherapy (n(%))
	
	
	1.000

	Yes
	1
	1
	

	No
	17
	34
	

	Brain metastases (n (%))
	
	
	0.185

	Yes
	2（46.15）
	10（60.00）
	

	No
	16（53.85）
	25（40.00）
	

	Osseous metastasis (n (%))
	
	
	0.380

	Yes
	8
	20
	

	No
	10
	15
	

	Treatment cycles
	
	
	0.646

	≤5
	8
	13
	

	≤10，＞5
	8
	14
	

	＞10
	2
	8
	



Supplementary table 5 Deterministic sensitivity analyses
	
	Bevacizumab
（n=18）
	PD-1 inhibitor
(n=35)
	P

	Average total medical expenses after a 10% increase (¥, Mean ± SD)
	22399.94±6815.84
	16347.20±7515.72
	0.007

	Average total medical expenses after a 10% reduce (¥, Mean ± SD)
	21483.70±6826.86
	15841.40±7543.02
	0.012



