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ABSTRACT

Tenofovir disoproxil fumarate (TDF) is a nucleotide analogue HIV-1 reverse transcriptase
inhibitor for the treatment of HIV infection. Although it has been reported to be well tolerated
with their minimal adverse effects, renal dysfunction such as acute renal failure, nephrogenic
diabetes insipidus and fanconi’s syndrome has been reported. However, the occurrence of renal
dysfunction in patients using TDF varies with studies. Thus, this study aimed to evaluate the
incidence and risk factors of renal dysfunction in patients receiving TDF. This retrospective
cohort study included HIV-infected patients receiving TDF between 1 January 2006 and 30 June
2010. Each patient was followed for at least one year or until having renal dysfunction, death,
referred, lost to follow up for 3 months or the end of study period. Renal dysfunction was defined
as 25% deterioration in the value of creatinine clearance (Clcr) from their baseline. Time to renal
dysfunction was analyzed by Kaplan-Meier method and the factors associated with renal

dysfunction were determined using logistic regression models.



A total of 627 patients receiving TDF were included in the study. Eighty-three percent of
them were antiretroviral-treatment experienced. The median age was 40.0 years (range: 20.0-
76.0) with the median baseline Clcr values of 92.0 mL/min (range: 23.5-209.5). During a median
follow up time of 22.7 months (range: 0.2-61.6), the occurrences of renal dysfunction were
observed in 188 patients (30.0%). The incidence rate was 15.7 per 100 person-years with 75"
percentile of survival time of 21.4 months. The occurrences of renal dysfunction were observed
within a week of TDF initiation. Risk factor analysis, revealed the patients received TDF co-
administered with ritonavir-boosted protease inhibitors (PIs/r) (HR=2.05, 95% CI: 1.523-2.770,
p-value <0.001) was associated with higher incidence of renal dysfunction while using TDF.
Moreover, baseline Clcr = 90 mL/min was one of risk factors of renal dysfunction in patients
received TDF. The patients with Clcr 50-89 mL/min and the group with Cler < 50 mL/min had
lower risk than the patients with Cler > 90 mL/min (HR=0.526, 95% CI: 0.526-0.718, p-value <

0.001 and HR=0.828, 95%CI: 0.384-1.787, p-value = 0.631, respectively)

This study confirmed the risk of renal dysfunction in patients receiving TDF-base regimen.
Interestingly, the risk of renal dysfunction was higher in patients with normal renal functions
(Cler = 90 mL/min) than the ones with some degree of kidney damage prior to TDF initiation.
However, because of small amount of patients with baseline Clcr < 50 mL/min so further studies
to confirm the occurrence of renal dysfunction in this group is necessary. Furthermore, the
earliest occurrence of renal dysfunction was found within a week, monitoring for renal function

faster especially the patients with risk factors should be considered.



