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[bookmark: OLE_LINK1]Table S1 Self-assessment of the RECORD statement for pharmacoepidemiology (RECORD-PE) checklist in this study
	Item No
	STROBE items
	RECORD items
	RECORD-PE items
	[bookmark: OLE_LINK11]Self-assessment

	Title and abstract

	1
	(a) Indicate the study’s design with a commonly used term in the title or the abstract. 
(b) Provide in the abstract an informative and balanced summary of what was done and what was found.
	1.1: The type of data used should be specified in the title or abstract. When possible, the name of the databases used should be included.
1.2: If applicable, the geographical region and timeframe within which the study took place should be reported in the title or abstract.
1.3: If linkage between databases was conducted for the study, this should be clearly stated in the title or abstract.
	—
	√

	Introduction

	Background rationale

	2 
	Explain the scientific background and rationale for the investigation being reported.
	—
	—
	√

	Objectives

	3
	State specific objectives, including any prespecified hypotheses.
	—
	—
	√

	Methods

	Study design

	4
	Present key elements of study design early in the paper.
	—
	4.a: Include details of the specific study design (and its features) and report the use of multiple designs if used.
4.b: The use of a diagram(s) is recommended to illustrate key aspects of the study design(s), including exposure, washout, lag and observation periods, and covariate definitions as relevant.
	√

	Setting

	5
	Describe the setting, locations, and relevant dates, including periods of recruitment, exposure, follow-up, and data collection.
	—
	—
	√

	Participants

	6
	(a) Cohort study—give the eligibility criteria, and the sources and methods of selection of participants. Describe methods of followup. Case-control study—give the eligibility criteria, and the sources and methods of case ascertainment and control selection. Give the rationale for the choice of cases and controls. Cross sectional study—give the eligibility criteria, and the sources and methods of selection of participants.
(b) Cohort study—for matched studies, give matching criteria and number of exposed and unexposed. Case-control study—for matched studies, give matching criteria and the number of controls per case.
	6.1: The methods of study population selection (such as codes or algorithms used to identify participants) should be listed in detail. If this is not possible, an explanation should be provided.
6.2: Any validation studies of the codes or algorithms used to select the population should be referenced. If validation was conducted for this study and not published elsewhere, detailed methods and results should be provided.
6.3: If the study involved linkage of databases, consider use of a flow diagram or other graphical display to demonstrate the data linkage process, including the number of individuals with linked data at each stage.
	6.1.a: Describe the study entry criteria and the order in which these criteria were applied to identify the study population. Specify whether only users with a specific indication were included and whether patients were allowed to enter the study population once or if multiple entries were permitted. See explanatory document for guidance related to matched designs.
	√

	Variables

	7
	Clearly define all outcomes, exposures, predictors, potential confounders, and effect modifiers. Give diagnostic criteria, if applicable.
	7.1: A complete list of codes and algorithms used to classify exposures, outcomes, confounders, and effect modifiers should be provided. If these cannot be reported, an explanation should be provided.
	7.1.a: Describe how the drug exposure definition was developed.
7.1.b: Specify the data sources from which drug exposure information for individuals was obtained.
7.1.c: Describe the time window(s) during which an individual is considered exposed to the drug(s). The rationale for selecting a particular time window should be provided. The extent of potential left truncation or left censoring should be specified.
7.1.d: Justify how events are attributed to current, prior, ever, or cumulative drug exposure.
7.1.e: When examining drug dose and risk attribution, describe how current, historical or time on therapy are considered.
7.1.f: Use of any comparator groups should be outlined and justified.
7.1.g: Outline the approach used to handle individuals with more than one relevant drug exposure during the study period.
	√

	Data sources/measurement

	8
	For each variable of interest, give sources of data and details of methods of assessment (measurement). Describe comparability of assessment methods if there is more than one group.
	—
	8.a: Describe the healthcare system and mechanisms for generating the drug exposure records. Specify the care setting in which the drug(s) of interest was prescribed.
	√

	Bias

	9
	Describe any efforts to address potential sources of bias.
	—
	—
	√

	Study size

	10
	Explain how the study size was arrived at.
	—
	—
	√

	Quantitative variables

	11
	Explain how quantitative variables were handled in the analyses. If applicable, describe which groupings were chosen, and why.
	—
	—
	√

	Statistical methods

	12
	(a) Describe all statistical methods, including those used to control for confounding.
(b) Describe any methods used to examine subgroups and interactions.
(c) Explain how missing data were addressed.
(d) Cohort study—if applicable, explain how loss to follow-up was addressed. Case-control study—if applicable, explain how matching of cases and controls was addressed. Cross sectional study—if applicable, describe analytical methods taking account of sampling strategy.
(e) Describe any sensitivity analyses
	—
	12.1.a: Describe the methods used to evaluate whether the assumptions have been met.
12.1.b: Describe and justify the use of multiple designs, design features, or analytical approaches.
	√

	Data access and cleaning methods

	12
	—
	12.1: Authors should describe the extent to which the investigators had access to the database population used to create the study population.
12.2: Authors should provide information on the data cleaning methods used in the study.
	—
	√

	Linkage

	12
	—
	12.3: State whether the study included person level, institutional level, or other data linkage across two or more databases. The methods of linkage and methods of linkage quality evaluation should be provided.
	—
	Not applicable

	Results

	Participants

	13
	(a) Report the numbers of individuals at each stage of the study (eg, numbers potentially eligible, examined for eligibility, confirmed eligible, included in the study, completing follow-up, and analysed).
(b) Give reasons for non-participation at each stage.
(c) Consider use of a flow diagram.
	13.1: Describe in detail the selection of the individuals included in the study (that is, study population selection) including filtering based on data quality, data availability, and linkage. The selection of included individuals can be described in the text or by means of the study flow diagram.
	—
	√

	Descriptive data

	14
	(a) Give characteristics of study participants (eg, demographic, clinical, social) and information on exposures and potential confounders.
(b) Indicate the number of participants with missing data for each variable of interest.
(c) Cohort study—summarise follow-up time (eg, average and total amount).
	—
	—
	√

	Outcome data

	15
	Cohort study—report numbers of outcome events or summary measures over time. Case-control study—report numbers in each exposure category, or summary measures 
of exposure. Cross sectional study—report numbers of outcome events or summary measures.
	—
	—
	√

	Main results

	[bookmark: OLE_LINK7]16
	(a) Give unadjusted estimates and, if applicable, confounder adjusted estimates and their precision (eg, 95% confidence intervals). Make clear which confounders were adjusted for and why they were included.
(b) Report category boundaries when continuous variables are categorised.
(c) If relevant, consider translating estimates of relative risk into absolute risk for a meaningful time period.
	—
	—
	[bookmark: OLE_LINK8]√

	Other analyses

	17
	Report other analyses done—eg, analyses of subgroups and interactions, and sensitivity analyses.
	—
	—
	√

	Discussion

	Key results

	18
	Summarise key results with reference to study objectives.
	—
	—
	√

	Limitations
	
	
	
	

	19
	Discuss limitations of the study, taking into account sources of potential bias or imprecision. Discuss both direction and magnitude of any potential bias.
	19.1: Discuss the implications of using data that were not created or collected to answer the specific research question(s). Include discussion of misclassification bias, unmeasured confounding, missing data, and changing eligibility over time, as they pertain to the study being reported.
	19.1.a: Describe the degree to which the chosen database(s) adequately captures the drug exposure(s) of interest.
	[bookmark: OLE_LINK9]√

	Interpretation

	20
	Give a cautious overall interpretation of results considering objectives, limitations, multiplicity of analyses, results from similar studies, and other relevant evidence.

	—
	20.a: Discuss the potential for confounding by indication, contraindication or disease severity or selection bias (healthy adherer/sick stopper) as alternative explanations for the study findings when relevant.

	√

	Generalisability

	21
	Discuss the generalisability (external validity) of the study results.
	[bookmark: OLE_LINK10]—
	—
	√

	Other information 

	Funding

	22
	Give the source of funding and the role of the funders for the present study and, if applicable, for the original study on which the present article is based.
	—
	—
	√

	Accessibility of protocol, raw data, and programming code

	22
	—
	22.1: Authors should provide information on how to access any supplemental information such as the study protocol, raw data, or programming code.
	—
	√


Abbreviations: RECORD: reporting of studies conducted using observational routinely collected data; RECORD-PE: RECORD for pharmacoepidemiological research; STROBE: strengthening the reporting of observational studies in epidemiology. 
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[bookmark: OLE_LINK3]Table S2 The excluded kidney-related diseases with clear competing causes of kidney injury
	Category
	ICD-10 Codes

	IgA nephropathy
	N02.701, N02.801, N02.802, N04.303

	IgM nephropathy
	N05.801

	Renal insufficiency
	N17.902, N17.903, N17.904, N18.905, N18.912, N18.913, N19xx02

	Renal Failure
	I12.001, I13.101, I13.201, N17.002, N17.102, N17.201, N17.901, N18.001, N18.814, N18.815, N18.816, N18.817, N18.818, N18.819, N18.820, N18.821, N18.902, N18.903, N19xx03, T79.502, T86.103

	Chronic kidney disease
	N03.202, N03.903, N03.906, N03.907

	glomerulus nephritis
	N03.201, N03.301, N03.302, N03.501, N03.502, N03.503, N00.101, N00.501, N00.801, N00.802, N00.804, N00.901, N00.904, N00.907, N00.909, N01.201, N01.301, N01.501, N01.701, N01.903, N03.801, N03.802, N03.803, N03.804, N03.901, N03.902, N03.904, N03.905, N04.003, N04.202, N05.004, N05.101, N05.201, N05.202, N05.301, N05.501, N05.802, N05.902, N05.904, N05.907, N18.906

	Lupus nephritis
	M32.105+N08.5*, M32.112+N08.5*, M32.113+N16.4*

	Renal tubular acidosis
	N25.802, N25.803, N25.804, N25.805, N12xx02, N12xx05, N12xx06, N12xx07, N17.001, N17.002, N25.007

	Kidney Tumor
	C48.002, C64xx01, C64xx03, C64xx04, C65xx01, C65xx02, C65xx03, C68.801, C68.802, C74.001, C74.102, C74.901, C79.001, C79.002, C79.701, D09.103, D30.101, D41.101, 

	Nephrotic syndrome
	N04.001, N04.002, N04.101, N04.201, N04.301, N04.303, N04.401, N04.801, N04.903, N04.905

	Pyelonephritis
	N10xx01, N10xx02, N11.001, N11.101, N11.801, N11.901, N11.903, N11.904, N12xx03, N12xx04, N13.001, N20.901, N28.825, Q62.001

	Henoch-Schonlein purpura nephritis
	D69.006+N08.2*


[bookmark: OLE_LINK2]Abbreviations: ICD-10, international classification of diseases (Version 10).

Table S3 The kidney-protecting drugs excluded in stage 2
	Drugs
	ATC
	Dosage form

	Fosinopril
	C09AA09
	Tablet

	Captopril 
	C09AA01
	[bookmark: OLE_LINK4]Tablet

	Losartan
	C09CA01
	Tablet

	Dopamine
	C01CA04
	Injection

	[bookmark: OLE_LINK5]Piperazine ferulate
	P02CB01
	Tablet

	Niaoduqing
	TCM
	Granules

	Bailing Capsule
	TCM
	Capsules

	Huangkui Capsule
	TCM
	Capsules

	Astragalus Granules
	TCM
	Granules

	Huaiqihuang Granules
	TCM
	Granules


Abbreviations: ATC: anatomical therapeutic chemical classification; TCM: traditional Chinese medicine.

Table S4 The screening results of 48 identified drugs related to DIKI in stage 1. 
	Drug name
	ATC code
	Number of DIKI events(a)
	Total number of drug usages(b)
	Ratio（a/b）

	Phenobarbital
	N03AA02
	397
	1723
	0.23

	Diazepam
	N05BA01
	889
	4016
	0.22

	Vitamin K1
	B02BA01
	538
	2661
	0.20

	Acetaminophen
	N02BE01
	259
	1302
	0.20 

	Cefamandole
	J01DC03
	1028
	5212
	0.20

	Lipid-soluble vitamin
	A11AA04
	326
	1790
	0.18

	Ribavirin
	J05AP01
	270
	1514
	0.18

	Lysine Acetylsalicylate
	NA
	340
	1960
	0.17

	Recombinant human granulocyte-colony stimulating factor
	NA
	343
	1980
	0.17

	Hemocoagulase
	NA
	335
	1982
	0.17

	Omeprazole
	A02BC01
	792
	4817
	0.16

	Fluconazole
	J02AC01
	291
	1772
	0.16

	L-Glutamine and Sodium Gualenate Granules
	A16AA03
	243
	1568
	0.16

	Ganciclovir
	J05AB06
	269
	1838
	0.15

	linezolid
	J01XX08
	268
	1863
	0.14

	Cetirizine
	R06AE07
	267
	1863
	0.14

	rifampicin
	J04AB02
	212
	1506
	0.14

	Ceftriaxone
	J01DD04
	258
	1881
	0.14

	Nystatin
	A07AA02
	261
	1954
	0.13

	Compound ammonium glycyrrhetate
	B05CX03
	231
	1764
	0.13

	Dipyridamole
	B01AC07
	257
	1965
	0.13

	Ondansetron
	A04AA01
	836
	6501
	0.13

	Isoniazide
	J04AC01
	192
	1534
	0.13

	Voriconazole
	J02AC03
	207
	1682
	0.12

	Ibuprofen
	M01AE01
	2313
	18990
	0.12

	Montelukast
	R03DC03
	174
	1435
	0.12

	Sulfamethoxazole
	NA
	224
	1869
	0.12

	Methotrexate
	L04AX03
	1066
	9377
	0.11

	Creatine phosphate sodium
	NA
	2875
	25485
	0.11

	Vincristine
	L01CA02
	208
	1943
	0.11

	Cytarabine
	L01BC01
	881
	8343
	0.11

	Imipenem and Cilastatin Sodium
	J01DH51
	167
	1637
	0.10

	Oseltamivir
	J05AH02
	598
	6036
	0.10

	Latamoxef
	J01DD06
	1187
	12006
	010

	Ornithine aspartate
	NA
	505
	5112
	0.10

	Vancomycin
	J01XA01
	986
	9983
	0.10

	Cefoperazone/sulbactam
	J01DD12,J01CG01
	698
	7068
	0.10

	Prednison
	H02AB07,A07EA03
	1482
	15076
	0.10

	Etamsylate
	B02BX01
	1068
	10866
	0.10

	Azithromycin
	J01FA10
	754
	7697
	0.10

	Meropenem
	J01DH02
	473
	4830
	0.10

	Aceglutamide
	NA
	205
	2108
	0.10

	Dexamethasone
	H02AB02
	298
	3073
	0.10

	Midazolam
	N05CD08
	446
	4614
	0.10

	Ambroxol hydrochloride
	R05CB06
	388
	4037
	0.10

	Iodixanol
	V08AB09
	220
	2327
	0.10

	Methylprednisolone
	H02AB04
	657
	7004
	0.09

	Gd-diethylenetriamine pentaacetic acid
	NA
	312
	3403
	0.09


Abbreviations: ATC: anatomical therapeutic chemical classification.


Table S5 Data extraction process for suspected drugs
	Suspect drugs
	Exposed group
	Unexposed group

	
	Exposed to suspected
drug
	At least 1 Scr test before and after
medication
	[bookmark: OLE_LINK6]Initial Scr/eGFR within
 the reference range
	Exclude
diseases that affect kidney function
	Exclude
drugs that affect kidney function
	Not exposed
to suspected
drug
	At least 2 Scr tests
	Initial Scr/eGFR tests
within reference range
	Exclude
diseases that affect kidney function
	Exclude
drugs that affect kidney function

	Diazepam
	24826
	7139
	3070
	3044
	2948
	515059
	79323
	53341
	49104
	48800

	Vitamin K1
	24412
	4436
	1777
	1380
	1339
	515473
	78668
	54640
	50886
	50525

	Cefamandole
	38463
	4988
	2528
	2363
	2329
	501422
	76446
	51540
	47940
	47582

	Omeprazole
	24129
	4268
	2716
	2636
	2609
	515756
	81492
	52561
	48518
	48129

	Ondansetron
	26409
	7882
	6475
	6334
	6320
	513476
	80524
	50566
	46510
	46099

	Ibuprofen
	72264
	15018
	11506
	11104
	11016
	467621
	62276
	37513
	33848
	33565

	Methotrexate
	40513
	9834
	8706
	8705
	8689
	499372
	78181
	47832
	43559
	43147

	Creatine phosphate sodium
	121704
	21589
	13664
	12688
	12560
	418181
	46556
	30761
	27896
	27662

	Cytarabine
	34816
	8518
	7806
	7805
	7790
	505069
	79660
	48961
	44688
	44276


Abbreviations: Scr: serum creatinine; eGFR: estimate glomerular filtration rate.


Table S6 The clinical information of the included records in exposed group and unexposed group.
	Drug name
	Group
	Age
	Gender(%)

	
	
	Mean±SE
	t
	P
	Male
	Female
	2
	P

	Diazepam
	EG
	6.37±3.91
	-1.64 
	0.10 
	1733(59.07)
	1201(40.93)
	0.05 
	0.82 

	
	UEG
	6.24±3.78
	
	
	6902(58.81)
	4834(41.19)
	
	

	Vitamin K1
	EG
	7.04±4.04
	-0.46 
	0.65 
	793(59.85)
	532(40.15)
	1.11 
	0.29 

	
	UEG
	6.99±3.97
	
	
	3258(61.47)
	2042(38.53)
	
	

	Cefamandole
	EG
	6.56±3.88
	0.66 
	0.51 
	1400(60.63)
	909(39.37)
	0.03 
	0.86 

	
	UEG
	6.62±3.84
	
	
	5579(60.40)
	3657(39.60)
	
	

	Omeprazole
	EG
	7.45±3.85
	-3.70 
	<0.001
	1488(57.36)
	1106(42.64)
	1.61 
	0.20 

	
	UEG
	7.13±4.08
	
	
	6097(58.76)
	4279(41.24)
	
	

	Ondansetron
	EG
	6.75±3.73
	0.44 
	0.66 
	4024(63.78)
	2285(36.22)
	30.47 
	<0.001

	
	UEG
	6.77±3.97
	
	
	15136(59.98)
	10100(40.02)
	
	

	Ibuprofen
	EG
	6.66±3.89
	8.35 
	<0.001
	6534(59.60)
	4430(40.40)
	17.52 
	<0.001

	
	UEG
	7.02±4.05
	
	
	19185(57.31)
	14288(42.69)
	
	

	Methotrexate
	EG
	6.94±3.76
	-5.11 
	<0.001
	5567(64.19)
	3106(35.81)
	57.24 
	<0.001

	
	UEG
	6.70±3.96
	
	
	20726(59.74)
	13966(40.26)
	
	

	Creatine phosphate sodium
	EG
	6.56±3.91
	21.32 
	<0.001
	7537(60.20)
	4982(39.80)
	47.34 
	<0.001

	
	UEG
	7.46±4.01
	
	
	15585(56.53)
	11982(43.47)
	
	

	Cytarabine
	EG
	7.40±3.79
	-3.37 
	<0.001
	5129(65.98)
	2645(34.02)
	83.02 
	<0.001

	
	UEG
	7.24±4.10
	
	
	18765(60.35)
	12331(39.65)
	
	


[bookmark: _GoBack]Abbreviations: EG: exposed group; UEG: unexposed group.
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