Table 4.  Incidence rates and Cox multiple regression analysis for the association between the use of nephrotoxic medicationsⁿ and the risk of laboratory evidence of renal dysfunction based on unadjusted univariable and adjusted multivariable analyses*

	
	Unadjusted univariable analysis


	Adjusted Multivariable Analysis

	Analysis
	Medication Class
	New events**
	Person years (py)
	Incidence Rate per 100/py
	P-value
	Hazard Ratio
	95% Lower Confidence Limit for Hazard Ratio
	95% Upper Confidence Limit for Hazard Ratio
	P-value

	
	No nephrotoxic  medications†
	375
	10951
	3.42
	REFERENT
	1.00 (REF)
	--
	--
	REFERENT

	1. Nephrotoxic HAART 
	Other nt-medications §
	18
	394
	4.57
	0.23
	1.54
	0.91
	2.60
	0.11

	
	nt HAART without  non-ARV nt-meds ‡
	51
	596
	8.56
	<.001
	2.02
	1.45
	2.82
	<.001

	
	nt HAART with non-ARV nt-meds ‡
	1
	27
	3.65
	0.95
	
	
	
	

	2. IDV or TDF HAART 
	Other nt-medications §
	18
	394
	4.57
	0.23
	1.55
	0.91
	2.61
	0.10

	
	nt HAART (IDV) +
	26
	344
	7.56
	<.001
	1.71
	1.06
	2.76
	0.03

	
	nt HAART (TDF) +
	26
	279
	9.31
	<.001
	2.33
	1.54
	3.52
	<.001

	3. TDF 
	Non-ARV nt-medications or IDV 
	44
	714
	6.16
	0.001
	1.73
	1.20
	2.50
	0.004

	
	TDF without  other nt-meds ‡§
	26
	294
	8.84
	<.001
	2.10
	1.39
	3.18
	<.001

	
	TDF with other nt-meds ‡§
	0
	9
	0.00
	1.00
	
	
	
	

	4. Nephrotoxic HAART, NSAIDS 
	Other nt-meds ***
	16
	369
	4.33
	0.36
	1.49
	0.85
	2.60
	0.17

	
	NSAIDs onlyⁿ
	2
	25
	8.13
	0.22
	2.06
	0.51
	8.31
	0.31

	
	nt HAART ‡‡
	51
	622
	8.20
	<.001
	2.02
	1.45
	2.82
	<.001

	
	nt HAART and NSAIDs ‡‡
	1
	2
	64.80
	0.003
	
	
	
	

	5. Nephrotoxic HAART, Antivirals 
	Other nt-meds ***
	12
	240
	5.00
	0.20
	1.32
	0.74
	2.35
	0.34

	
	antivirals onlyⁿ
	6
	154
	3.89
	0.76
	5.39
	1.70
	17.06
	0.004

	
	nt HAART ‡‡
	52
	611
	8.51
	<.001
	2.01
	1.45
	2.80
	<.001

	
	nt HAART and antivirals ‡‡
	0
	12
	0.00
	1.00
	
	
	
	

	6. Nephrotoxic HAART, antibacts 
	Other nt-meds ***
	14
	368
	3.80
	0.70
	1.74
	0.91
	3.35
	0.10

	
	Antibiotics onlyⁿ
	4
	26
	15.36
	0.003
	1.30
	0.57
	2.95
	0.54

	
	nt HAART ‡‡
	52
	622
	8.36
	<.001
	2.02
	1.45
	2.81
	<.001

	
	nt HAART and Antibiotics ‡‡
	0
	1
	0.00
	1.00
	
	
	
	

	Table 4 (con’t)

	
	Unadjusted univariable analysis


	Adjusted Multivariable Analysis

	
	New events**
	Person years (py)
	Incidence Rate per 100/py
	P-value
	Hazard Ratio
	95% Lower Confidence Limit for Hazard Ratio
	95% Upper Confidence Limit for Hazard Ratio
	P-value

	7. Nephrotoxic HAART, amphotericin B 
	Other nt-meds ***
	16
	389
	4.11
	0.47
	1.35
	0.77
	2.36
	0.29

	
	amphotericin B onlyⁿ
	2
	5
	41.97
	<.001
	28.02
	6.67
	117.67
	<.001

	
	nt HAART ‡‡
	52
	622
	8.36
	<.001
	2.03 
	1.46
	2.82
	<.001

	
	nt HAART and antifungals ‡‡
	0
	1
	0.00
	1.00
	
	
	
	

	Notes:

*      We excluded 79 participants, 45 with incompatible clinical diagnostic and laboratory data and 34 with a history of renal diagnoses.

ⁿ      A complete list of nephrotoxic drugs whose use we assessed can be found in Methods.

**    The laboratory event of record was the earliest date of occurrence for any of the three types of abnormalities (Cr, PP, eGFR).  

†     The referent group is the same for all the analyses shown in this table. It comprises study time without ARV exposure or with exposure to ARVs that are not nephrotoxic. It excludes time on any nephrotoxic medication whether ARV or non-ARV.

§     Other nt-medications include non-ARV nt-medications, non-HAART IDV and non-HAART TDF.

+     May include non-ARV nephrotoxic medications

‡      For the extended Cox model, the levels of TDF with and without nt-medications are combined and the hazard ratio compares the relative risk for participants with any TDF exposure to those with no nt-medication exposure.

***   Other nt-medications include non-ARV nt-meds (other than the targeted class), non-HAART IDV and non-HAART TDF

‡‡    For the extended Cox model, the levels of nt-HAART with and without targeted nt-medication(s) are combined into one nt-HAART level.

Unadjusted univariate analyses estimated incidence rates (IRs) using the Poisson distribution and tested the null hypothesis using Poisson regression. To accommodate time-varying covariates, we counted exposure time at each covariate level. Person years have been rounded in this table to the nearest year.

The adjusted estimates are from the multivariable extended Cox model regression analyses, which also control for gender (male vs. female); Age group (6 yrs or older vs. younger than 6 yrs); Race/ethnicity (White non-Hispanic or other; Black non-Hispanic; or Hispanic); Study entry CDC class (Class C or not); Study entry CD4% (0-14.9%, 15-24.9%; 25% or more); exposure to non-ARV nt-medications prior to study entry (yes/no); exposure to nt-HAART prior to study entry (yes/no); and time-varying time-adjusted cumulative AUC HIV viral load. ARVs and other nephrotoxic medications received during the study were modeled as time-varying covariates.

IDV = indinavir; TDF = tenofovir

REF=  Referent

HAART is defined as 3 or more ARV drugs in 2 or more classes (NRTIs, NNRTIs, PIs, FIs). The category “Nephrotoxic HAART” includes regimens with either TDF or IDV.
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