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Table S1 Hepatitis associated preferred terms used
	Immune-related adverse events
	Preferred terms

	Hepatitis
	“Hypertransaminasaemia”, “Aspartate aminotransferase increased”, “Alanine aminotransferase increased”, “Transaminases increased”, “Hepatic failure”, “Hepatic enzyme increased”, “Gamma-glutamyltransferase increased”, “Drug-induced liver injury”, “Liver function test increased”, “Immune-mediated hepatitis”

	Colitis
	“Diarrhoea”, “Colitis”

	Pulmonary embolism
	“Pulmonary embolism”

	Dehydration
	“Dehydration”



Table S2 Immune checkpoint inhibitors associated terms used
	Immune checkpoint inhibitors
	Terms

	CTLA-4
	“ipilimumab”, “yervoy”, “tremelimumab”, “imjudo”, “quavonlimab”, “mk-1308”

	PD-1
	“nivolumab”, “opdivo”, “bms-936558”, “mdx-1106”, “Keytruda”, “pembrolizumab”, “mk-3475”, “lambrolizumab”, “libtayo”, “regn-2810”, “cemiplimab”, “dostarlimab”, “tsr-042”, “vopratelimab”, “spartalizumab”, “pdr-001”, “camrelizumab”, “shr-1210”,	 “sintilimab”, “ibi-308”, “tislelizumab”, “bgb-a317”, “toripalimab”, “penpulimab”, “serplulimab”, “hlx-10”

	PD-L1
	“atezolizumab”, “tecentriq”, “mpdl-3280a”, “imfinzi”, “medi-4736”, “durvalumab”, “avelumab	“, “msb-0010718c”, “bavencio”



Table S3 Chemotherapy associated terms used
	Chemotherapy
	Terms

	Chemotherapy
	“carboplatin”, “cisplatin”, “paraplatin”, “oxaliplatin”, “nedaplatin”, “lobaplatin”, “briplatin”, “platinol”, “alimta”, “pemetrexed”, “paclitaxel”, “abraxane”, “docetaxel”, “taxotere”, “taxol”, “anzatax”, “cabazitaxel”, “jevtana”, “gemcitabine”, “gemzar”, “vinorelbine”, “vindesine”, “navelbine”, “vincristine”, “vinblastine”, “vinflunine”, “etoposide”, “vp-16”, “irinotecan”, “camptosar”, “onivyde”, “topotecan”, “hycamtin”, “mitomycin”, “amrubicin”, “doxorubicin”, “adriamycin”, “doxil”. “ifosfamide”, “cyclophosphamide”, “bortezomib”, “velcade”, “everolimus”, “afinitor”, “temozolomide	temodar”, “thalidomide”, “thalomid”, “capecitabine”, “xeloda”, “fluorouracil”, “efudex”



Table S4 Targeted therapy associated terms used
	Targeted therapy
	Terms

	ALK
	“xalkori”, “crizotinib”, “pf-02341066”, “zykadia”, “ldk-378”, “ceritinib”, “brigatinib”, “alunbrig”, “ap-26113”, “alecensa”, “alectinib”, “lorlatinib”, “lorbrena”, “lorviqua”, “pf-6463922”, “ensartinib”

	BRAF
	“mekinist”, “trametinib”, “gsk-1120212”, “tafinlar”, “dabrafenib”, “gsk-2118436”

	EGFR
	“tagrisso”, “osimertinib”, “azd-9291”, “mereletinib”, “gilotrif”, “afatinib”, “bibw-2992”, “erlotinib”, “tarceva”, “iressa”, “gefitinib”, “amivantamab”, “rybrevant”, “icotinib”, “conmana”, “dacomitinib”, “vizimpro”, “furmonertinib”, “mobocertinib”, “exkivity”, “cetuximab”, “erbitux”, “lapatinib”, “tykerb”

	KRAS
	“amg-510”, “lumakras”, “sotorasib”, “adagrasib”, “krazati”

	MET
	“tabrecta”, “capmatinib”, “inc-280”, “savolitinib”, “volitinib”, “azd-6094”, “tepmetko”

	ROS1
	“entrectinib”, “rozlytrek”

	VEGF
	“avastin”, “bevacizumab”, “mvasi”, “abp-215”, “cyramza”, “ramucirumab”, “anlotinib”



Table S5 A synergistic interaction between ICI and different names of TT drug associated with an increased risk of hepatitis in patients with NSCLC
	[bookmark: _Hlk174303970]Drug Type
	Durg Name
	Case
	Hepatitis
	Ratio
	Adjusted ROR, 95% CI
	P-value
	Case_immuno
	Hepatitis_immuno
	Ratio
	Adjusted ROR, 95% CI
	P-value

	KRAS
	sotorasib
	1009
	101
	10.01
	3.19(2.44-4.01)
	<0.0001
	54
	14
	25.93
	3.09(1.51-6.05)
	0.001

	
	adagrasib
	32
	4
	12.50
	\
	\
	5
	2
	40.00
	\
	\

	EGFR
	osimertinib
	7073
	147
	2.08
	0.65(0.53-0.78)
	<0.0001
	302
	14
	4.64
	1.62(0.83-2.9)
	0.1258

	
	afatinib
	3632
	80
	2.20
	0.57(0.44-0.72)
	<0.0001
	115
	12
	10.43
	5.03(2.33-9.91)
	<0.0001

	
	erlotinib
	6323
	152
	2.40
	0.63(0.51-0.76)
	<0.0001
	217
	10
	4.61
	1.74(0.8-3.36)
	0.1236

	
	gefitinib
	2720
	67
	2.46
	0.56(0.41-0.75)
	<0.0001
	100
	6
	6.00
	2.45(0.82-5.92)
	0.0688

	
	amivantamab
	426
	8
	1.88
	0.41(0.16-0.84)
	0.0313
	2
	0
	0.00
	\
	\

	
	icotinib
	40
	3
	7.50
	\
	\
	2
	0
	0.00
	\
	\

	
	dacomitinib
	198
	18
	9.09
	2.79(1.65-4.44)
	<0.0001
	8
	0
	0.00
	\
	\

	
	furmonertinib
	2
	0
	0.00
	\
	\
	1
	0
	0.00
	\
	\

	
	mobocertinib
	174
	1
	0.57
	\
	\
	5
	0
	0.00
	\
	\

	
	cetuximab
	238
	1
	0.42
	\
	\
	11
	0
	0.00
	\
	\

	
	lapatinib
	10
	0
	0.00
	\
	\
	0
	0
	0.00
	\
	\

	ALK
	crizotinib
	3272
	216
	6.60
	1.75(1.49-2.04)
	<0.0001
	115
	21
	18.26
	3.46(1.93-5.90)
	<0.0001

	
	ceritinib
	1317
	141
	10.71
	2.66(2.14-3.26)
	<0.0001
	33
	1
	3.03
	\
	\

	
	brigatinib
	1093
	57
	5.22
	1.72(1.27-2.27)
	<0.0001
	20
	0
	0.00
	\
	\

	
	alectinib
	1853
	110
	5.94
	1.50(1.18-1.89)
	0.0010
	64
	1
	1.56
	\
	\

	
	lorlatinib
	852
	28
	3.29
	0.64(0.40-0.98)
	0.0522
	33
	0
	0.00
	\
	\

	
	ensartinib
	3
	0
	0.00
	\
	\
	0
	0
	0.00
	\
	\

	VEGF
	bevacizumab
	6809
	281
	4.13
	0.97(0.83-1.13)
	0.7036
	2364
	131
	5.54
	2.53(1.85-3.49)
	<0.0001

	
	ramucirumab
	781
	14
	1.79
	0.48(0.24-0.84)
	0.0198
	180
	3
	1.67
	\
	\

	
	anlotinib
	5
	0
	0.00
	\
	\
	4
	0
	0.00
	\
	\


Table S5 A synergistic interaction between ICI and different names of TT drug associated with an increased risk of hepatitis in patients with NSCLC (coutinued)
	Drug Type
	Durg Name
	Case
	Hepatitis
	Ratio
	Adjusted ROR, 95% CI
	P-value
	Case_immuno
	Hepatitis_immuno
	Ratio
	Adjusted ROR, 95% CI
	P-value

	MET
	capmatinib
	654
	37
	5.66
	2.29(1.40-3.52)
	0.0004
	52
	5
	9.62
	1.69(0.52-4.72)
	0.3393

	
	savolitinib
	41
	10
	24.39
	6.05(2.56-12.72)
	<0.0001
	3
	2
	66.67
	\
	\

	
	tepotinib
	82
	5
	6.10
	\
	\
	2
	0
	0.00
	\
	\


Table S6 A synergistic interaction between ICI and KRAS-targeted drugs associated with an increased risk of different adverse events in NSCLC patients.
	[bookmark: _GoBack]Merged PT
	Cases
	ROR-ICIa
	P-value
	ROR-sotorasiba
	P-value
	ROR-crossb
	P-value

	Hepatitis
	15
	1.18
	0.0000
	2.58
	0.0000
	2.44
	0.0097

	Colitis
	13
	0.54
	0.0000
	1.01
	0.9536
	3.34
	0.0015

	Pulmonary embolism
	4
	0.73
	0.0000
	0.80
	0.5300
	7.78
	0.0013

	Dehydration
	3
	0.47
	0.0000
	0.67
	0.2566
	8.93
	0.0017


Abbreviations: PT, preferred term; ROR, adjusted reporting odds ratio; ICI, immune checkpoint inhibitor therapy. aAge increment was per year for reporting the odds ratio of multivariable logistic regression. bThis column shows the result of the interaction between ICI and sotorasib. The P-value for adjusted ROR was calculated using a multivariable logistic regression model. P < 0.05 indicates a significant difference

