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Abstract
There have been a handful of reports in
the literature of a paradoxical decrease in
serum high density lipoprotein (HDL)-
cholesterol in patients on fibrate drugs.
The reason for this decline in cardiopro-
tective HDL-cholesterol is not known and
may have potential deleterious eVects on
the patient. This report describes a de-
crease in serum HDL-cholesterol in a
patient on both simvastatin and bezafi-
brate. This patient also developed abnor-
mal renal function, probably interstitial
nephritis. In addition, the literature of
fibrate induced serum HDL-cholesterol
decline is reviewed and possible mecha-
nisms for this phenomenon discussed.
(J Clin Pathol 2000;53:796–797)
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There have been a small number of reports
describing an anomalous decrease in serum
high density lipoprotein (HDL)-cholesterol
after the use of a fibrate drug. This hypoalphali-
poproteinaemia has been reported with fenofi-
brate, ciprofibrate, and bezafibrate.1–7 However,
why this occurs in only a few patients and the
mechanisms involved are not known. We
present here a case of a paradoxical decrease in
serum HDL-cholesterol in a patient on a
statin/fibrate combination who had impaired
renal function.

Case report
A 62 year old man presented to the cardiology
clinic. He was an ex-smoker, rarely drank
alcohol, and had no allergies. In his past medical
history he had a coronary artery bypass graft,
osteoarthritis, hiatus hernia, chronic obstructive
pulmonary disease, and peripheral vascular dis-
ease. His body mass index was 32.9 kg/m2 and
blood pressure 120/80 mm Hg. His presentation
serum fasting lipid values were cholesterol
8.9 mmol/litre, triglyceride 3.45 mmol/litre, and
HDL-cholesterol 0.84 mmol/litre. He was
started on simvastatin 20 mg nocte, but his lip-
ids remained relatively refractory at: cholesterol
9.2 mmol/litre, triglyceride 3.73 mmol/litre, and
HDL-cholesterol 0.85 mmol/litre. At this time,
bezafibrate 400 mg mane was added, which
resulted in the following serum lipid results:
cholesterol 6.7 mmol/litre, triglyceride
3.35 mmol/litre, and HDL-cholesterol
0.89 mmol/litre. About two months later these
were repeated and showed a serum cholesterol
of 6.60 mmol/litre, triglyceride 5.95 mmol/litre,
and HDL-cholesterol 0.13 mmol/litre. The

serum HDL-cholesterol was repeated and re-
turned again as 0.13 mmol/litre. It was also
noted at this time that his serum creatinine was
172 µmol/litre and urea 8.5 mmol/litre. The
bezafibrate was stopped and his fasting lipids
returned to: cholesterol 5.9 mmol/litre, triglyc-
eride 1.83 mmol/litre, and HDL-cholesterol
0.99 mmol/litre. He was investigated by the
renal department and a diagnosis of probable
interstitial nephritis was made. About five
months after stopping the bezafibrate his serum
creatinine was 160 µmol/litre and urea
9.5 mmol/litre, with fasting cholesterol
5.2 mmol/litre, triglyceride 1.58 mmol/litre, and
HDL-cholesterol 1.01 mmol/litre on simvasta-
tin 20 mg nocte alone.

Discussion
Although a paradoxical decrease of serum
HDL-cholesterol has been described in pa-
tients treated with fibrates there is no clear
explanation of the mechanism involved. This
phenomenon is seen with fenofibrate, ciprofi-
brate, and bezafibrate.

However, the fact that (1) this eVect is not
necessarily reproducible in the same patient
and (2) a fibrate dose dependency is sometimes
observed suggests that there may be an
interaction between the fibrate and some other
factor.1–7

Our case supports these earlier reports.
There was no apparent HDL-cholesterol
decline immediately after commencing the
fibrate, although this took place about two
months later. To our knowledge our case is
unique in being the first report in a patient on
a statin/fibrate combination.

It is also possible that the abnormal renal
function was contributory to the HDL decline;
particularly because fibrates can impair renal
function.8 9 In this context, it would be
interesting to know the renal function of the
patients in other reports of fibrate induced
hypoalphalipoproteinaemia. However, we can-
not exclude an idiosyncratic interaction be-
tween these two agents. It is not obvious why
there was no lipid lowering eVect in response to
the administration of simvastatin alone, al-
though when the fibrate was stopped this agent
was associated with an improvement; perhaps
this was the result of dietary or life style
changes.

It is reported that the ciprofibrate induced
paradoxical decline in serum HDL-cholesterol
results in an increased catabolism and de-
creased synthesis of apoA containing
lipoproteins.10 Low serum HDL-cholesterol
has been described in patients with renal
impairment; indeed, the kidney is a site of
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apoA1 catabolism.11–14 Whether renal function
is important in the paradoxical decline in
serum HDL-cholesterol induced by fibrates in
certain circumstances needs to be explored
further. Interestingly, fibrates can activate per-
oxisome proliferator activated receptor á
(PPAR-á) with consequent aVects upon apoli-
poproteins AI, AIII, and CIII15. This activation
is known to occur in both the kidney and liver,
which might be of relevance to our patient with
impaired renal function.

In conclusion, we report another patient
manifesting a fibrate induced lowering of
serum HDL-cholesterol. Our patient is unu-
sual in having abnormal renal function and was
also on a statin at the time of the observation.
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