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* HIV-positive persons frequently have chronic elevated liver enzymes, even age, increased body mass index, dyslipidemia, use of lipid-lowering drugs, arterial
without HCV- or HBV-coinfection [1]. hypertension and high HIV RNA levels were associated with chronic LEE. Black

« Most studies have focused on severe liver enzyme elevations (LEE), defined as ethn|C|.ty and male gendgr were |.nversely. correlated (Table 2?' N
3-5 times the upper limit of normal or more [2], but only limited data are available + Chronic LEE was associated with ongoing exposure to regimens containing ddl,
on elevations just above normal limits. The underlying cause of chronic LEE is d4T, TDF, FTC, EFV and NVP. No evidence for an association with increased risk
often unclear. was found for 3TC, ABC, AZT, and all tested Pls (Table 3). EFV exposure for =22

* In the multivariable analySiS, earlier years (1999'2001 VS 2010'2013), younger Table3  ynj. and multivariable Poisson regression models for ~ categorical

ART exposure associated with chronic ALT elevations
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» To identify risk factors associated with chronic alanine aminotransferase (ALT) commonly used TDF-containing regimens (Figure 2 ). The association was found
eleyatlon abovg normal I_|m|ts, .|nclud|ng demographic, clinical and HIV-specific B ... to be more pronounced when TDF was used in combination with FTC and/or EFV. "
variables, focusing on antiretroviral therapy (ART). e e AR o % e ety
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AT FRE 1 FER T 2 Sy S « Using a LEE definition of a single ALT value >100 U/L, the observed association Incidence rate ratios and 95% Cls for the
* The D:A:D Study is a prospective cohort collaboration of >49,000 HIV-positive with TDF remained unchanged. development of chronic ALT elevation
ersons from 11 cohorts in Europe, Australia, and the United States. ~ . o . . L e
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* ART exposure was categorized as follows: no exposure; ongoing exposure for < and women, the gender effect reversed. erustone 7| |—a—i | o 2in
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or 22 years after initiation; and discontinuation for < or =2 years.
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« D:A:D participants without HCV/HBV infection, with 23 ALT measurements, =6 CONCLUSION kit ek i i 6 | vor Sayiie Savsikis
months of follow-up and normal ALT at baseline were followed from study entry to e  Whilst ddI, d4T, NVP and EFV have been described to be hepatotoxic [3-4], we R 0 S O A
the earliest of chronic LEE, death, 1st February 2013, or last follow-up. Cohort - - observed an additional association between TDF and chronic LEE emerging within i e e s o rerion.
specific baseline dates were chosen according to the introduction of routine ALT B e o first 2 years after drug initiation.
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included in the analyses (Figure 1).
e Over 92,059 person-years (PY), 5412 participants developed chronic LEE
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