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The effects of the peroxisome proliferator-activated
receptor agonists pioglitazone and rosiglitazone on serum
lipids are well recognized. It appears that the two com-
monly used glitazones differ in their effects on lipid
metabolism, and these differences may be significant
in light of the suggestion that rosiglitazone treatment
isassociated with an increase in cardiovascular risk, which
is not seen 1o the same extent (if at all) with pioglitazone.
Several studies have confirmed that, when compared with
placebo, rosiglitazone increases total cholesterol, LDL-
cholesterol (LDL-C) and HDL-cholesterol (HDL-C),
bur has litzle effect on uiglycerides, Pioglitazone has
somewhat different effects, with a greater increase in
HDL-~C, 2 [ess consistent increase in total cholesterol and
LDL-C and a reduction in triglycerides. One direct
comparison of rosiglitazone and pioglitazone in-over
800 patients confirmed these trends, despite no differ-
ence in effect on glycaemic control [1].

As yert, there is no clear explanation for the differential
effects of the two glitazones on lipoprotein metabolism,
and Brackenridge eza/. [2°] sought to explote thisina study
that investigated secretion and catabolism of VLDL, IDL
and LDL following an infusion of _‘3C-Iabcllcd feucine.
The study was carefully conducted in 24 patients with. type
2 diabetes, but found only modest changes in lipid-related
parameters with either drug. Many previous studies iook-
ing at the effects of glitazones on lipid metabolism have
been conducted in patients with relatively poorly con-
wrolled lipids; in the study by Brackenridge ez a/. [2°], base
line lipid control was closer to current standards, with
baseline LDL~C less than 3.0 mmolfl, BDL-C more than
1.0mmol/l and wiglycerides less than 2.0mmol/l. They
observed some: trends towards differences berween the
two drugs, in particular, pioglitazone produced a modest
decrease in LDL-C from 2.8 to 2.4 mmol/l, whereas with
rosiglitazone, there was an increase in LDL-C from 2.4 to
2.6 mmol/l. This was accompanied by a shift in the distr-
bution of LDL subfractions towards a larger and more
buoyant distribution, which would be anticipated to some-

what ameliorate the cffect of an increase in LDL-C -
- concentration. However, overall the increase in LDL-C .
.1s likely to be harmful. With both glitazones, there was a
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reduction in VLDL triglyceride/apolipoprotein B, indicat-
ing 2 decrease in large VLDL particles. The study was
powered to detect 2 45% difference in VLDL production
rate ata 5% level of significance, and, therefore, could have
missed quite substantdal differences berween the glita-
zones in effects on lipid merabolism. Therefore, the
explanation for the differences consistently observed in
other studies remains unclear,

Another class of drugs with harmful effects on lipid metab-

olism are the second-generation antipsychorics. These -

effects are secondary in part to weight gain, and are
associated with an increase in insulin resistance [3]. Life-
style measures to prevent weight gain following the
initiation of treatment can be effective [4], but there has
also been interest in the role of insulin sensitizers, includ-

- ing the glitazones. Henderson ez 4/, [5°] have reported a

small, randomized uial of rosiglitazone vs. placebo in
patients starting on clozapine. There was no significant
weight gain, perhaps reflecting effective lifestyle support,
and, consequently, there was no evidence of deterioration
in metabolic parameters in the placebo group following the

‘Initiation of clozapine. The combination of rosiglitazone

with clozapine was associated with trends towards improv-
ing. insulin sensitivity and glucose utilization, and a
reduction in small, dense LDL particles and a trend
towards increased LDL size. One small previous study
[6] has similarly investigated the effects of coadministra-
tion of rosiglitazone with olanzepine, showing an improve-
ment in insulin sensitivity but no improvement in the lipid
profile. Metformin represents an alternative [7], and per-
haps has a stronger evidence base in its favour if lifestyle
measures are ineffective, but it is clear that further work is

‘required to understand the mechanisms underlying the

adverse effects of antipsychotics on Lipid metabolism.
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