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BACKGROUND: Analysis of the TDF EAP demonstrated TDF was associated with
clinically significant increases in Cr, occurring earlier in patients with lower CD4 counts.
Since approval in Canada in January 2003, TDF is used in a wider spectrum of patients,
without restrictions on ARV experience, baseline CD4, renal function or concomitant
medications. We examined factors associated with Cr increase and TDF discontinuations
using a provincial database incorporating demographics, ARV treatment history, and
laboratory parameters.

METHODS: HIV+ adults starting TDF between January 1, 2003 and May 31, 2005 were
included, if results were available for >1 Cr within 6 months of starting TDF and >1 Cr
after starting and while still on TDF. Endpoints were Cr increase to >1.3% pre-TDF
baseline or TDF discontinuation for any reason. Logistic regression was used to calculate
unadjusted and adjusted odds ratios (OR) and 95% confidence intervals (CI). Event-free
subjects were right censored at the last Cr test up to October 31, 2005.

RESULTS: The analysis includes 1182 patients: 1000 male (85%), 188 ARV naive
(16%), and 265 with AIDS (22%). Median age at TDF start was 42 years, previous ARV
exposure 34 months, CD4 220 cells/mm?, VL 24,500 copies/ml, Cr 83 umol/l, GFR 92
ml/min/1.73m*. Concomitant ARV included ddI in 406 (34%) and boosted PIs in 967
(82%). Median time on TDF was 12.2 months. Five percent (62/826) developed Cr >1.3x
baseline and 20% (236/1182) discontinued TDF for any reason, including 66 (6%) that
died. In multivariate analysis, factors associated with Cr >1.3% baseline were concomitant
ddI (OR 2.14; CI 1.16, 3.95; P=0.015), baseline CD4 (OR 1.59/ 100 cell decrement; CI



1.27,2.04; P<0.0001), and female gender (OR 2.33; CI 1.10, 5.00; P=0.029). Factors
associated with TDF discontinuation were concomitant ddl (OR 2.21; CI 1.63, 3.02;
P<0.0001), baseline CD4 (OR 1.22/100 cell decrement; CI 1.11, 1.34; P<0.0001), and
previous ARV exposure (OR 0.89/12 months; CI 0.84, 0.94; P<0.0001).

CONCLUSIONS: Among patients taking TDF, Cr elevation and TDF discontinuation
are associated with concomitant use of ddI but not boosted PIs. Cr increases and TDF
discontinuation are also associated with more advanced HIV disease, as previously
demonstrated.
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