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BACKGROUND: Peripheral lipodystrophy (LD), central adiposity, hyperlipidaemiaand
insulin resistance often complicate therapy including a protease inhibitor (PI). LD and
abdominal distension were observed in Pl-naive NRTI recipients, together with lactic
acidaemia (>2.0 mmol/l) and hepatic impairment, known NRTI-induced mitochondrial
toxicities.

OBJECTIVE: To determine the role of NRTI therapy in LD.

METHODS Fourteen NRTI patients with LD (mean 61 months therapy) were compared
with 32 drug-naive patients without LD, 28 NRTI patients without LD, 44 NRTI+PI
patients without LD, and 102 NRTI+PI patients with LD. Body composition was
assessed by patient questionnaire, physical exam, DEXA and abdominal CT, with
biochemical, lipid and glycaemic parameters.

RESULTS: NRTI LD syndrome was characterized by recent onset fatigue and nauses,
peripheral LD (mean 6 kg loss over 4 months), abdominal distension (hepatomegaly with
or without ascites) and elevated serum lactate (mean 4.6, 1.1, 1.2, 1.4 and 1.7 mmol/I,
respectively; P<0.0001 for case group versus each control group) and liver enzymes.
Metabolic disturbancesimproved after NRTI cessation but weight gain was limited.
Although physicaly indistinguishable, NRTI-LD differed from PI-LD by recent onset
symptoms and weight loss, higher lactate and AL T, and lower albumin, cholesterol,
triglycerides, glucose and insulin. In treated controls, Pl duration (P<0.007) and lactic



acidaemia (P<0.05) were independently associated with both LD and central obesity;
current stavudine use (P<0.001) and total NRTI duration were also associated with LD,
lamivudine duration with central obesity and both lamivudine and Pl duration with
buffalo hump.

CONCLUSIONS: A syndrome of LD, constitutional symptoms, lactic acidaemiaand
hepatic dysfunction can complicate long term NRTI therapy. Both Pl and NRTI therapy,
particularly if associated with lactic acidaemia, can contribute to HIV LD syndrome, but
PI therapy and NRTI therapy cause distinguishable clinical and metabolic features.
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