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Introduction

Lipodystrophy (LD) is the major complication of
highly antiretroviral therapy in HIV-infected
patients, but its pathophysiology is not known.

The lipin-deficient fld mouse resembles human
patients with generalized lipodystrophy, having
dramatically reduced adipose tissue stores
throughout the body and insulin resistance. Lipin is
a nuclear protein with unknown function.

Lipin has been shown to act in adipogenesis
upstream of the key transcriptional regulators
PPARg and C/EBPa, such that lipin deficiency leads
to impaired adipocyte differentiation in vitro and

Methods

HIV-infected male patients without or with
lipodystrophy (LD) (n=17 for each group) and 22
healthy controls without the metabolic syndrome
participated in a cross-sectional study. All patients
were on a nucleoside-analogue therapy. In the LD+
group 12 were receiving protease inhibitors (P1) and
9 non-nucleoside analogues (NNRTI). In the LD-
group 9 patients were receiving Pl and 3 NNRTI.
Body composition were measured by DEXA scanning
(Norland XR 36).

Lipin mRNA levels were measured in subcutaneous
abdominal and femoral-gluteal adipose biopsies by

Results

We found, that Lipin mRNA (total mRNA and the
isoforms Lipin-A and Lipin-B) was expressed in
human adipose tissue.

Lipin mRNA expression levels of both Lipin-total,
Lipin-A and B were lower in HIV-patients with
lipodystrophy compared to HIV-patients without
lipodystrophy.

Interestingly, Lipin mRNA levels were non signi-
ficantly elevated in HIV-infected patients without
lipodystrophy compared to healthy controls.

Low Lipin mRNA levels were associated with low
limb fat mass and elevated levels of adipose tissue

Conclusion
Lipin mRNA levels in adipose tissue can distinguish
HIV-patients with and without lipodystrophy.

This suggest that

= individual differences to HAART with those
patients having elevated lipin levels having a
better prognosis with regard to development of
lipodystrophy

OR

= progression within a patient from a state without
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Fig. 1 Lipin mRNA expression (total, Lipin-A, Lipin B) in subcutaneous abdominal and

" : : : . : 5 Fig.2. Correlation between Lipin mRNA in adipose tissue and limb fat mass (a), LDL-cholesterol (b)
femoral-gluteal adipose tissue in HIV-patients with lipodystrophy (LD+), HIV-patients

PR R— and interleukin-18 (c) . O indicates patients with lipodystrophy; x indicates patients without
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inicates siianty ieranca omLD- (P < 0.01, 25 <0.0001). ndctes * denotes significant difference from LD-; P < 0.05.



Introduction

Lipodystrophy (LD) is the major complication of highly antiretroviral therapy in HIV-
infected patients, but its pathophysiology is not known.

The lipin-deficient fld mouse resembles human patients with generalized
lipodystrophy, having dramatically reduced adipose tissue stores throughout the
body and insulin resistance. Lipin is a nuclear protein with unknown function.

Lipin has been shown to act in adipogenesis upstream of the key transcriptional
regulators PPARg and C/EBPa, such that lipin deficiency leads to impaired adipocyte
differentiation in vitro and lipodystrophy in vivo
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Lipin mRNA expression level&.af Bath Ligit-totals LifinA afd B were lower in HIV-Patients
with lipodystrophy compared~topatientsswithoutrlipodystrephy. Interestingly, Lipin mRNA
levels were non significantly elevated in HiV-infected patients without lipodystrophy
compared to healthy controls.

Low Lipin mRNA levels were associated with low limb fat mass and elevated levels of

adipose tissue expression of IL-8, I1L-18 and elevated plasma-LDL.

Conclusion

Lipin mRNA levels in adipose tissue can distinguish HIV-patients with and without

lipodystrophy.
This suggest that

= individual differences to HAART with those patients having elevated lipin levels

having a better prognosis with regard to development of lipodystrophy OR

= progression within a patient from a state without lipodystrophy to a state with

lipodystrophy is associated with a reduction in initially high lipin levels
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