TABLES
Table 1. Data characteristics
	Characteristics
	Case
Number (n)
	Case
Proportion (%)

	Number of cases
	51841
	

	Gender
	
	

	Male
	33463
	64.55

	Female
	17434
	33.63

	Unknown
	544
	1.05

	Age
	
	

	1-4
	35
	0.07

	5-11
	145
	0.28

	12-17
	356
	0.69

	18-44
	3304
	6.37

	45-64
	21195
	40.88

	65-74
	16893
	40.37

	≥75
	9912
	19.12

	Regions
	
	

	Africa
	231
	0.45

	Asia
	12467
	24.05

	Europe
	8662
	16.71

	North America
	27396
	52.85

	Oceania
	395
	0.76

	South America
	1781
	3.44

	Unspecified
	909
	1.75

	Drugs
	
	

	Sunitinib
	10356
	19.98

	Sorafenib
	9604
	18.53

	Pazopanib
	8217
	15.85

	Cabozantinib
	7358
	14.19

	Regorafenib
	4070
	7.85

	Axitinib
	7116
	13.73

	Lenvatinib
	5120
	9.88

	Outcomes
	
	

	Hospitalization
	17111
	33.01

	Death
	13225
	25.51

	Life-Threatening
	1678
	3.24

	Disability
	714
	1.38



[bookmark: _Hlk120298295]Table 2 The ROR of the top 50 AE reports in pediatrics
	[bookmark: _Hlk120298384]SOC
	PT
	VEGFR-TKIs
	Sunitinib
	Sorafenib
	Pazopanib
	Cabozantinib
	Regorafenib
	[bookmark: _Hlk117598211]Lenvatinib

	
	
	N
	ROR
(95% CI)
	N
	ROR
(95% CI)
	N
	ROR
(95% CI)
	N
	ROR
(95% CI)
	N
	ROR
(95% CI)
	N
	ROR
(95% CI)
	N
	ROR
(95% CI)

	Investigations
	ALT increased
	17
	5.1
(3.13, 8.3)
	1
	5.1 ✗
(0.7, 37.7)
	7
	5.5
(2.6, 11.8)
	2
	2.2 ✗
(0.5, 8.9)
	6
	12.4
(5.4, 28.5)
	1
	7.3 ✗
(0.9, 54.6)
	
	

	
	AST increased
	11
	3.6
(2.0, 6.6)
	1
	5.8 ✗
(0.8, 42.2)
	3
	2.6 ✗
(0.8, 8.1)
	
	
	6
	13.9
(6.0, 31.9)
	1
	8.2 ✗
(1.1, 61.2)
	
	

	
	weight decreased
	10
	2.1
(1.1, 3.9)
	3
	11.9
(3.6, 39.1)
	3
	1.7 ✗
(0.5, 5.2)
	3
	2.4 ✗
(0.8, 7.5)
	1
	1.4 ✗
(0.2, 10.0)
	
	
	
	

	
	platelet count
decreased
	9
	4.0
(2.0, 7.7)
	1
	7.7 ✗
(1.0, 56.4) 
	2
	2.3 ✗
(0.6, 9.2)
	2
	3.3 ✗
(0.8, 13.3)
	1
	2.9 ✗
(0.4, 20.7)
	
	
	3
	12.6
(3.9, 40.3)

	
	blood pressure
increased
	8
	5.6
(2.8, 11.3)
	2
	25.4 ✗
(6.1, 106.7)
	1
	1.8 ✗
(0.3, 13.0)
	1
	2.6 ✗
(0.4, 18.7)
	2
	9.3 ✗
(2.3, 38.0)
	2
	36.9 ✗
(8.6, 158.0)
	
	

	
	LDH increased
	6
	8.0
(3.5, 17.9)
	
	
	4
	14.1
(5.2, 38.1)
	1
	4.9 ✗
(0.7, 35.3)
	
	
	1
	33.1 ✗
(4.4, 246.8)
	
	

	
	TSH increased
	6
	23.2
(10.2, 52.7)
	
	
	
	
	
	
	5
	133.7
(53.2, 336.0)
	1
	93.9 ✗
(12.5, 702.9)
	
	

	
	neutrophil count
decreased
	6
	4.7
(2.1, 10.6)
	
	
	3
	6.2
(2.0, 19.5)
	
	
	
	
	
	
	3
	22.6
(7.1, 72.5)

	
	blood bilirubin
increased
	5
	4.1
(1.7, 9.8)
	
	
	4
	8.6
(3.2, 23.3)
	
	
	1
	5.4 ✗
(0.7, 38.5)
	
	
	
	

	
	ejection fraction
decreased
	5
	19.4
(7.9, 47.6)
	
	
	3
	30.5
(9.6, 96.6)
	2
	28.8 ✗
(7.1, 117.6)
	
	
	
	
	
	

	
	hepatic enzyme
increased
	5
	3.0
(1.2, 7.1)
	
	
	4
	6.3
(2.3, 17.0)
	1
	2.2 ✗
(0.3, 15.9)
	
	
	
	
	
	

	Blood and lymphatic system
	anaemia
	21
	7.7
(4.9, 11.9)
	
	
	10
	9.7
(5.1, 18.3)
	3
	4.0 ✗
(1.3, 12.6)
	1
	2.3 ✗
(0.3, 16.7)
	2
	18.6 ✗
(4.3, 79.6)
	5
	17.6
(7.0, 44.0)

	
	bone marrow failure
	20
	14.9
(9.5, 23.4)
	1
	12.5 ✗
(1.7, 91.5)
	15
	30.4
(17.9, 51.8)
	1
	2.7 ✗
(0.4, 19.0)
	
	
	
	
	3
	20.5
(6.4, 65.5)

	
	febrile neutropenia
	18
	4.9
(3.0, 7.8)
	
	
	9
	6.5
(3.3, 12.7)
	1
	1.0 ✗
(0.1, 7.1)
	
	
	
	
	8
	22.4
(10.6, 47.3)

	
	neutropenia
	18
	4.2
(2.6, 6.8)
	1
	4.0 ✗
(0.5, 29.5)
	12
	7.6
(4.2, 13.7)
	1
	0.9 ✗
(0.1, 6.1)
	1
	1.5 ✗
(0.2, 10.8)
	
	
	4
	8.9
(3.2, 24.7)


(Continued)
	
	pancytopenia
	18
	10.4
(6.5, 16.7)
	1
	9.8 ✗
(1.3, 71.9)
	17
	27.3
(16.6, 45.1)
	
	
	
	
	
	
	
	

	
	thrombocytopenia
	16
	4.8
(2.9, 8.0)
	3
	16.7
(5.1, 55.1)
	6
	4.8
(2.1, 10.8)
	1
	1.1 ✗
(0.2, 7.9)
	4
	8.1
(3.0, 22.2)
	2
	15.6 ✗
(3.6, 66.9)
	2
	5.6 ✗
(1.4, 22.9)

	
	lymphadenopathy
	11
	6.4
(3.5, 11.7)
	
	
	10
	15.9
(8.4, 30.1)
	1
	2.2 ✗
(0.3, 15.4)
	
	
	
	
	
	

	
	lymphopenia
	7
	12.7
(6.0, 27.1)
	
	
	6
	29.2
(12.8, 66.4)
	
	
	
	
	1
	44.8 ✗
(6.0, 334.6)
	
	

	
	myelosuppression
	7
	7.8
(3.7, 16.4)
	
	
	3
	11.2
(3.6, 35.1)
	2
	10.6 ✗
(2.6, 43.0)
	
	
	
	
	1
	13.0 ✗
(1.8, 94.2)

	Skin
	PPES
	40
	324.8
(216.7, 486.8)
	2
	174.6 ✗
(41.1, 741.3)
	34
	741.7
(479.3, 1147.8)
	
	
	2
	64.1 ✗
(15.5, 264.2)
	2
	253.2 ✗
(58.4, 1097.2)
	
	

	
	rash
	27
	2.1
(1.5, 3.2)
	
	
	20
	4.9
(3.1, 7.8)
	
	
	5
	3.0
(1.2, 7.3)
	2
	4.5 ✗
(1.0, 19.2)
	
	

	
	alopecia
	21
	10.2
(6.5, 15.8)
	2
	16.9
(4.0, 71.0)
	11
	14.2
(7.7, 26.1)
	7
	12.8
(6.0, 27.4)
	
	
	1
	11.7 ✗
(1.6, 86.9)
	
	

	
	skin toxicity
	12
	107.3
(57.1, 201.6)
	
	
	11
	264.0
(136.2, 511.7)
	
	
	1
	48.9 ✗
(6.7, 356.6)
	
	
	
	

	
	hair colour changes
	11
	138.5
(70.5, 271.9)
	1
	175.7 ✗
(23.5, 1313.8)
	2
	53.5 ✗
(12.9, 221.6)
	5
	209.4
(81.9, 535.5)
	3
	211.3
(64.4, 693.3)
	
	
	
	

	
	dry skin
	9
	3.9
(2.0, 7.6)
	1
	7.6 ✗
(0.9, 55.6)
	8
	9.4
(4.6, 19.1)
	
	
	
	
	
	
	
	

	Respiratory
	[bookmark: _Hlk117598427]pneumothorax
	37
	60.6
(42.6, 86.2)
	2
	54.9 ✗
(13.0, 231.1)
	4
	16.1
(5.9, 43.6)
	4
	23.2
(8.5, 63.1)
	10
	115.0
(58.8, 224.9)
	2
	79.6 ✗
(18.5, 342.1)
	13
	238.1
(127.2, 445.7)

	
	pleural effusion
	13
	9.1
(5.2, 15.9)
	
	
	5
	9.2
(3.8, 22.3)
	4
	10.5
(3.9, 28.5)
	3
	13.9
(4.4, 44.2)
	
	
	
	

	
	respiratory failure
	11
	3.4
(1.9, 6.2)
	2
	11.1 ✗
(2.6, 46.5)
	3
	2.4 ✗
(0.8, 7.6)
	4
	4.7
(1.7, 12.6)
	1
	12.4 ✗
(1.7, 89.5)
	
	
	1
	2.8 ✗
(0.4, 20.4)

	
	hypoxia
	8
	5.2
(2.6, 10.5)
	1
	11.3
(1.5, 83.3)
	2
	3.4 ✗
(0.8, 13.7)
	
	
	
	
	
	
	5
	32.3
(12.9, 80.9)

	
	respiratory distress
	7
	2.9
(1.4, 6.2)
	
	
	3
	3.3
(1.1, 10.4)
	
	
	
	
	
	
	5
	21.0
(8.4, 52.5)

	General disorders
	fatigue
	21
	2.1
(1.4, 3.3)
	4
	7.6
(2.7, 21.9)
	7
	1.8 ✗
(0.9, 3.9)
	4
	1.5 ✗
(0.6, 4.0)
	4
	2.7 ✗
(0.9, 7.3)
	4
	11.5 ✗
(3.9, 33.9)
	
	

	
	drug intolerance
	15
	13.4
(8.0, 22.6)
	
	
	15
	37.2
(21.9, 63.4)
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	mucosal inflammation
	14
	9.0
(5.2, 15.3)
	
	
	5
	8.4
(3.4, 20.3)
	6
	14.6
(6.4, 33.2)
	
	
	
	
	3
	18.0
(5.6, 57.7)

	
	asthenia
	10
	2.4
(1.3, 4.4)
	2
	8.5 ✗
(2.0, 35.8)
	4
	2.5 ✗
(0.9, 6.7)
	3
	2.7 ✗
(0.9, 8.4)
	1
	1.5 ✗
(0.2, 11.1)
	
	
	
	

	
	general physical
health deterioration
	7
	4.1
(1.9, 8.6)
	2
	21.3 ✗
(5.1, 89.3) 
	5
	7.8
(3.2, 19.0)
	
	
	
	
	
	
	
	

	Musculoskeletal
	pain in extremity
	11
	2.8
(1.5, 5.1)
	1
	4.4 ✗
(0.6, 32.6)
	3
	2.0 ✗
(0.6, 6.3)
	3
	2.9 ✗
(0.9, 9.0)
	1
	1.7 ✗
(0.2, 12.0)
	1
	6.3 ✗
(0.9, 47.2)
	2
	4.8 ✗
(1.2, 19.5)

	
	myalgia
	6
	3.0
(1.3, 6.8)
	1
	8.8 ✗
(1.2, 64.9)
	1
	1.3 ✗
(0.2, 9.4)
	2
	3.8 ✗
(0.9, 15.3)
	1
	3.3 ✗
(0.5, 23.9)
	
	
	1
	4.7 ✗
(0.6, 33.6)

	
	bone pain
	5
	8.8
(3.6, 21.4)
	
	
	4
	18.8
(6.9, 50.9)
	
	
	
	
	
	
	1
	16.2 ✗
(2.2, 117.6)

	
	musculoskeletal pain
	5
	13.0
(5.3, 31.8)
	1
	45.5 ✗
(6.2, 335.5)
	
	
	
	
	
	
	1
	65.0 ✗
(8.7, 486.0)
	3
	75.3
(23.3, 242.8)

	Gastrointestinal
	diarrhoea
	36
	4.2
(3.0, 5.9)
	4
	8.6
(3.0, 24.7)
	14
	4.3
(2.5, 7.4)
	8
	3.5
(1.7, 7.1)
	8
	6.4
(3.1, 13.3)
	1
	2.8 ✗
(0.4, 20.6)
	1
	1.0 ✗
(0.1, 7.4)

	
	stomatitis
	11
	8.8
(4.8, 16.1)
	2
	28.7 ✗
(6.8, 120.6)
	5
	10.6
(4.3, 25.7)
	1
	2.9 ✗
(0.4, 21.1)
	1
	5.2 ✗
(0.7, 37.4)
	
	
	2
	14.9 ✗
(3.6, 61.1)

	
	oesophagitis
	5
	17.2
(7.0, 42.2)
	
	
	
	
	1
	12.7 ✗
(1.8, 91.5)
	1
	22.4 ✗
(3.1, 162.1)
	
	

	3
	99.2
(30.7, 320.7)

	Metabolism
	decreased appetite
	18
	2.7
(1.7, 4.4)
	2
	6.5 ✗
(1.5, 27.2)
	9
	4.4
(2.2, 8.5)
	2
	1.3 ✗
(0.3, 5.4)
	2
	2.4 ✗
(0.6, 9.7)
	2
	9.4 ✗
(2.2, 40.3)
	
	

	
	dehydration
	9
	3.3
(1.7, 6.4)
	1
	6.5 ✗
(0.9, 47.3)
	
	
	2
	2.8 ✗
(0.7, 11.2)
	2
	4.9 ✗
(1.2, 20.0)
	1
	9.2 ✗
(1.2, 68.6)
	3
	10.6
(3.3, 33.8)

	
	hypophosphataemia
	5
	16.2
(6.6, 39.6)
	1
	55.9 ✗
(7.6, 412.3)
	
	
	
	
	1
	21.0 ✗
(2.9, 151.5)
	1
	79.8 ✗
(10.7, 597.2)
	2
	60.3 ✗
(14.6, 249.1)

	Vascular
	hypertension
	20
	4.9
(3.1, 7.6)
	1
	4.1 ✗
(0.6, 30.4)
	1
	4.1 ✗
(0.6, 29.7)
	3
	2.7 ✗
(0.9, 8.4)
	3
	4.8 ✗
(1.5, 15.2)
	1
	5.9 ✗
(0.8, 44.0)
	2
	4.4 ✗
(1.1, 18.2)

	Infections
	gastroenteritis
	5
	6.4
(2.6, 15.6)
	
	
	4
	13.7
(5.1, 37.0)
	
	
	
	
	
	
	1
	11.8 ✗
(1.6, 85.8)

	Nervous system
	paraesthesia
	6
	3.1
(1.4, 6.9)
	
	
	6
	8.2
(3.7, 18.6)
	
	
	
	
	
	
	
	

	[bookmark: _Hlk117379388]Endocrine
	hypothyroidism
	15
	22.3
(13.2, 37.6)
	4
	111.1
(38.7, 319.2)
	1
	3.7 ✗
(0.5, 26.3)
	4
	21.7
(8.0, 59.0)
	3
	28.8
(9.0, 91.5)
	1
	35.4 ✗
(4.7, 263.9)
	2
	26.6 ✗
(6.5, 109.5)


SOC, system organ class; PT, preferred term; ROR, reporting odds ratio; CI, confidence interval; ✗, means that PTs not been detected as risk signal
