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Summary
The hypolipidaemic efficacy and safety of
ciprofibrate were compared with a sus-
tained-release formulation of bezafibrate
(Bezalip Mono) in 174 patients with type H
hyperlipidaemia. This multicentre, open,
parallel-group study was conducted in
general practice. A total of 83 patients
received 100 mg ciprofibrate once daily
and 91 received 400 mg bezafibrate once
daily for eight weeks. Concentrations of
total cholesterol, low-density lipoprotein
cholesterol, high-density lipoprotein cho-
lesterol, and triglycerides were measured
at baseline (after stabilisation on a lipid-
lowering diet) and after eight weeks.
Safety was assessed from reports of ad-
verse events and by measuring haemato-
logical and biochemical parameters. After
eight weeks, ciprofibrate produced a sig-
nificantly greater decrease in total choles-
terol (-17.8% vs -12.5%), low-density
lipoprotein cholesterol (- 22.4% vs
- 17.2%), and triglycerides (-33.9% vs
-26.1%). High-density lipoprotein cho-
lesterol concentrations were increased
significantly by both drugs (19.6% with
ciprofibrate, 24.90/o with bezafibrate) but
the differences between drugs were non-
significant. Both drugs were well toler-
ated, with headache the most widely
reported adverse event.
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Increasing concentrations of serum cholester-
ol, and particularly low-density lipoprotein
(LDL) cholesterol, are a major risk factor for
coronary heart disease.'-3 In the past the
association between cholesterol and coronary
heart disease has been underestimated because
of regression dilution bias and surrogate
dilution effect.4 After correction for these
factors it has been calculated from interna-
tional studies that a difference in serum
cholesterol concentrations of 0.6 mmol/l is
associated with a reduction in the risk of
coronary heart disease of 25- 30%.4 Most of
the international variance in coronary heart
disease can be explained by differences in
serum cholesterol. Analysis of the observa-
tional cohort studies shows that a difference of
0.6 mmol/l in serum cholesterol is associated

with a difference in mortality from coronary
heart disease of 54% at age 40 years and 39%
at age 50 years.4 The controlled clinical trials of
cholesterol lowering support the epidemiologi-
cal data with a 25% reduction in coronary
heart disease for a 0.6 mmol/l cholesterol
reduction after five years.5 Strong support for
the benefits of reducing cholesterol concentra-
tions has come from a recent secondary
prevention trial using the hydroxy-methylglu-
taryl coenzyme A reductase inhibitor, simvas-
tatin.6 In this trial, the relative risk for death
due to coronary heart disease in the treated
group was 0.58 (95% CI 0.46-0.73).

Coronary heart disease risk prediction in the
individual is improved with knowledge of the
circulating concentrations of high-density lipo-
protein (HDL) cholesterol, and triglycerides.
Data from the PROCAM study7 and the placebo
group of the Helsinki Heart Study8 point to the
high risk ofcoronary heart disease in individuals
with LDIJHDL ratios greater than five and with
hypertriglyceridaemia. The major beneficial
effect of the fibrate gemfibrozil in the Helsinki
study was seen in this patient group.8

In previous studies both ciprofibrate9-'5 and
bezafibrate16- 9 have effected reductions in
triglyceride and LDL-cholesterol levels and
increases in HDL-cholesterol levels; these
studies give indirect evidence that ciprofibrate
is a more potent lipid-lowering agent than
bezafibrate. In the present study the efficacy
and safety of ciprofibrate (100 mg) and a
sustained-release formulation of bezafibrate
(Bezalip Mono, 400 mg) were directly com-
pared in patients with type IIa or IIb hyperli-
pidaemia in order to confirm this evidence.

Patients and methods

PATIENTS
The study was a randomised, open, parallel-
group study performed in general practice.

Indications for treatment

* ciprofibrate: primary hyperlipidaemia resistant
to appropriate dietary management, including
hypercholesterolaemia, hypertriglyceridaemia
and combined hyperlipidaemia (including
types IIa, IIb, III and IV)

* bezafibrate: hyperlipidaemias of type IIa, IIb,
III, IV and V

Box 1
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Patients were selected from those identified as
being hyperlipidaemic during routine consulta-
tions at their general practice. A total of 346
patients were screened, of whom 190 were
eligible for randomisation, with data from 174
patients (76 men and 98 women with an
average age of 56 years) being statistically
analysed. All patients had Fredrickson type II
primary hyperlipidaemia (cholesterol > 6.5 m-
mol/l) and were within 25% of their ideal
weight according to Metropolitan Life stan-
dard insurance tables. One hundred and
seventeen (58 on ciprofibrate, 59 on bezafi-
brate) of the patients in the study had type Ha
hyperlipidaemia (cholesterol > 6.5 mmol/l, tri-
glycerides<2.3 mmol/l). The remaining 57
patients (25 ciprofibrate, 32 bezafibrate) had
type IIb hyperlipidaemia (cholesterol > 6.5 m-
mol/l, triglycerides between 2.3 and 4.5 mmol/
1). The range of LDL-cholesterol values was
3.9-7.0 mmol/l for the ciprofibrate group and
4.3-8.0 mmol/l for the bezafibrate group.
There were 11 patients randomised to ciprofi-
brate and 17 to bezafibrate who had an LDL-
cholesterol level below 5.0 mmol/l at baseline.
Only one patient (ciprofibrate group) had a
level below 4.0 mmol/l. An expert report on
the treatment of high blood cholesterol in
adults20 has stated that it is desirable for LDL-
cholesterol levels to be below 3.4 mmol/l.
Levels between 3.4 and 4.1 mmol/l are asso-
ciated with a borderline high risk of coronary
heart disease, depending upon the presence of
other risk factors, and patients with LDL-
cholesterol levels above 4.1 mmol/l are con-
sidered at high risk of coronary heart disease.
None of the patients had clinically signifi-

cant hepatic, renal or endocrine disease.
Patients who had suffered myocardial infarc-
tion or other acute vascular incident within
three months prior to the baseline stabilisation
period, who had overt cardiac failure or cardiac
decompensation, or who required anticoagu-
lant therapy were excluded from the trial.
Women taking oral contraceptives, or who
were lactating, pregnant or intending to con-
ceive, were also excluded. Patients taking
drugs that might influence lipid concentrations
(eg, diuretics or beta-blockers) were allowed
into the trial providing they had been on
chronic stable dosage for the previous three
months. No patients had taken any lipid-
lowering drugs for six weeks (six months for
probucol) before entry. After baseline stabilisa-
tion, 83 patients were randomised to ciprofi-
brate (100 mg once daily) and 91 patients to
bezafibrate (400 mg once daily). All treatment
was taken for eight weeks.

STUDY DESIGN
Patients underwent an initial six-week pre-
study screen and were instructed by their
general practitioners to adhere to the standard
lipid-lowering diet recommended by the Eur-
opean Atherosclerosis Society2" throughout the
study. Compliance with diet was checked by
questionnaire periodically during the study.
This was followed by a four-week baseline
stabilisation period during which dietary com-
pliance was confirmed and eligibility for entry

into the study was re-assessed. If during this
period total cholesterol concentrations fluctu-
ated by more than 15%, or triglyceride con-
centrations by more than 20%, patients
underwent a further four weeks of baseline
stabilisation and were then re-assessed for
entry into the study. Patients were randomised
according to a code generated by SAS® soft-
ware (SAS Institute Inc, Cary, NC). A full
clinical and cardiovascular examination was
performed following the pre-study screen.
Lipid concentrations, haematological and bio-
logical parameters were analysed after the pre-
study screen, baseline stabilisation, and after
four and eight weeks of treatment. Study
treatment was given with the evening meal.

ETHICAL CONSIDERATIONS
Approval for the study was given by the Royal
College of General Practitioners Ethics Com-
mittee. Each investigator obtained approval
from their local ethics committee before
commencing the study. The trial was mon-
itored according to Good Clinical Practice.
The study was conducted in accordance )Vith
the Declaration of Helsinki and each patient
gave written informed consent prior to enrol-
ment into the study.

LABORATORY METHODS
Blood samples were obtained after an over-
night fast and analysed by a central laboratory.
In-house testing by the central laboratory
confirmed that the analytes measured were
stable for up to three days at ambient
temperature. Total serum cholesterol and
triglycerides were measured using an ICSI
Summit Analyser. HDL-Cholesterol was mea-
sured after precipitation of VLDL- and LDL-
cholesterol with dextran sulphate - MgCl2.22
The coefficient of variation of the laboratory
assays was less than 3% for total cholesterol
and triglycerides, and less than 5% for HDL-
cholesterol. LDL-Cholesterol was calculated
from triglyceride, total and HDL-cholesterol
values using the Friedewald formula.23 Bio-
chemical and haematological safety parameters
were measured.

STATISTICAL ANALYSIS
Allowing for a drop-out rate of one in three,
the number of patients required to show a
difference of 8.3% or more between treatments
in the percentage reduction in total cholesterol
with 90% power, was calculated to be 200.
Analysis of covariance on percentage change
from baseline was performed for each group
following eight weeks of treatment. Mean
values are presented on raw data but p-values
refer to the analysis of covariance, which takes
into account variation in baseline values and
between centres. Results were deemed signifi-
cant if p< 0.05.

Results

One hundred and ninety patients fulfilled entry
criteria and were randomised to treatment (90
ciprofibrate, 100 bezafibrate). Sixteen patients
(seven ciprofibrate, nine bezafibrate) were
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Table 1 Demographic data for each treatment group

Ciprofibrate (n=83) Bezafibrate (n=91)

Sex distribution (m/f) 34/49 42/49
Age (years) mean (SD) 56.30 (9.27) 56.50 (8.40)

range 25-69 35-70
Weight (kg) mean (SD) 72.50 (13.14) 72.10 (11.40)

range 50-111 42-96

excluded because no fasting lipid results at
baseline or week eight were available or
because of incorrect randomisation. Twenty-
three patients in each group were receiving
concomitant medications that may have influ-
enced lipid concentrations. The demographic
data at entry into the study are given in table 1.
No changes in mean body weight were

observed throughout the study.

EFFICACY AFTER EIGHT WEEKS OF TREATMENT
Both treatment groups were well matched for
lipid concentrations at baseline. Compliance
with treatment as assessed by tablet count and
overall mean compliance was 96.7% for
ciprofibrate and 97.7% for bezafibrate.
Changes in lipid parameters following eight
weeks of treatment with ciprofibrate and
bezafibrate are shown in table 2. Ciprofibrate
100 mg caused a significantly greater reduction
in total cholesterol, LDL-cholesterol, and

triglycerides than bezafibrate 400 mg. Both
drugs caused a significant increase
(p=0.OOO1) in HDL-cholesterol concentra-
tions, but the difference between the drugs
was not statistically significant.

Decreases in LDL-cholesterol with conco-
mitant increases in HDL-cholesterol produced
favourable changes in the LDIJHDL-choles-
terol ratio for both treatments. Ciprofibrate
gave a mean reduction in the LDIJHDL ratio
of 1.74 compared with a reduction of 1.63 for
bezafibrate, although the difference was not
significant.
The percentage change in total cholesterol,

LDL-cholesterol, HDL-cholesterol and serum
triglycerides differed between the sexes, fe-
males having a larger response than males with
both treatments. The differences were not
statistically different as determined by a test
of treatment-by-sex interaction. However, the
study was not designed to determine such sex
differences.

Comparisons of changes in lipid parameters
between type IIa and IIb hyperlipidaemics are
shown in table 3. In all cases differences
between drugs and between type IIa and IIb
patients were nonsignificant. For both treat-
ments, a greater percentage reduction from
baseline in total serum cholesterol and LDL-
cholesterol was seen in type IIa patients
compared with type IIb patients. Decreases in

Table 2 Mean (SD) lipid concentrations and percentage change from baseline after eight weeks
treatment with ciprofibrate or bezafibrate

Ciprofibrate Bezafibrate Difference
Lipid (% change)
parameter between
(mmolll) Baseline 8 weeks % change Baseline 8 weeks % change treatments (p)

Total 7.78 (0.71 6.35 (0.89) -17.8 (11.8) 7.70 (0.80) 6.71 (0.94) -12.5 (11.7) 0.0008
cholesterol
n 83 81 81 91 91 91

Triglycerides 2.01 (0.83) 1.27 (0.61) -33.9 (22.2) 1.96 (0.79) 1.39 (0.58) -26.1 (24.9) 0.027
n 82 82 81 91 91 91

LDL- 5.67 (0.69) 4.35 (0.89) -22.4 (15.4) 5.62 (0.81) 4.59 (0.87) -17.2 (16.6) 0.016
cholesterol
n 78 80 77 88 89 86

HDI, 1.19 (0.33) 1.42 (0.36) 19.6 (19.0) 1.21 (0.33) 1.48 (0.38) 24.9 (20.7) 0.058
cholesterol
n 79 81 78 88 89 86

Table 3 Mean (SD) percentage change in lipid parameters from baseline following eight weeks
of treatrnent with ciprofibrate or bezafibrate. Patients classified according to type IIa or IIb
hyperlipidaemia

Type IIa hyperlipidaemia Type IIb hyperlipidaemia
Ciprofibrate Bezafibrate Ciprofibrate Bezafibrate

Total serum cholesterol -18.8 (12.4) -13.7 (10.5) -15.5 (10.3) -10.2 (13.5)
n 56 58 25 32

Total serum triglycerides -31.7 (23.9) -24.3 (24.7) -39.2 (16.9) -29.5 (25.3)
n 57 58 25 32

LDL-cholesterol -25.0 (15.3) -20.2 (14.1) -15.9 (13.9) -11.7 (19.5)
n 56 59 24 31

HDL-cholesterol 18.8 (19.3) 23.1 (19.4) 21.9 (18.4) 28.3 (23.0)
n 57 59 24 31
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total serum triglycerides, and increases in
HDL-cholesterol, were greater for type IIb
patients with both treatments.
The group randomised to ciprofibrate

100 mg/day were continued on treatment for
an additional eight weeks at a higher dosage of
200 mg/day. The concentrations of total serum
cholesterol, LDL-cholesterol and serum trigly-
cerides were further reduced to 5.85 mmol/l,
3.88 mmolIl and 1.20 mmol/l, respectively.
Changes in total serum cholesterol and LDL-
cholesterol were significantly different
(p=0.0001 in both cases) from week eight
results. The mean concentration of HDL-
cholesterol (1.41 mmol/l) was slightly,
although not significantly, reduced from that
observed at week eight.

TOLERABILITY
A total of 19 adverse events considered likely to
be related to study drug were reported by 13
patients during the eight-week trial period. Six
patients on ciprofibrate reported nine events
and seven patients on bezafibrate reported 12
events, with headache the most common event.
None of these events was severe. Four of these
patients (two from each treatment group)
withdrew from the study because of adverse
events. Withdrawals were due to alopecia
(ciprofibrate), somnolence combined with fe-
ver (ciprofibrate), headache (bezafibrate), and
a combination of rash, nausea, vomiting and
oedema (bezafibrate). Another two patients
from each group withdrew for reasons not
considered likely to be related to study drug.

There were no clinically significant changes
(more than three times the upper limit of
normal) in urea, creatinine, aspartate amino-
transferase, or alanine aminotransferase, or in
any haematological parameters during treat-
ment with either drug.
A large decrease in alkaline phosphatase

concentrations was observed with both treat-
ments. The only major difference between
treatments was a significant increase
(p=0.0001) in creatine phosphokinase concen-
trations on ciprofibrate. The rise at week eight
compared to baseline was 29.6%, compared

Dose and side-effects

Ciprofibrate:
* one 100 mg tablet per day
* nine side-effects reported by six patients (most
common being headache)

* two side-effects led to withdrawal of patients
(alopecia and somnolence combined with
fever)

* no events were classed as severe

Bezafibrate:
* one 400 mg modified release tablet per day
* twelve side-effects reported by seven patients

(most common being headache)
* two side-effects led to withdrawal of patients

(headache and a combination of rash, nausea,
vomiting and oedema)

* no events were classed as severe

Box 2

Learninglsumiay points

Comparison of ciprofibrate with sustained-release
bezafibrate
* ciprofibrate gave significantly greater

reductions in total- and LDL-cholesterol, and
triglycerides

* HDL-cholesterol levels were increased with
both drugs

* both drugs were well tolerated with similar
side-effect profiles

* a substantial reduction in coronary heart
disease risk would be expected from the
observed changes in lipid profile

Box 3

with 5.3% for bezafibrate. The range of
creatine phosphokinase concentrations after
eight weeks was 25- 283 IU/l for ciprofibrate
and 24- 212 IU/l for bezafibrate; none of the
increases was reported as clinically significant
(normal range 15- 130 IU/1).

Discussion

This study is the first direct comparison
between ciprofibrate and Bezalip Mono. The
major finding was that ciprofibrate treatment
was associated with significantly greater reduc-
tions in total cholesterol, total triglycerides and
LDL-cholesterol. HDL-Cholesterol increased
with both drugs but there was no statistical
difference between the two drugs. Differences
in efficacy between the drugs could not be
accounted for by differences in compliance or
lifestyle changes during the trial. The magni-
tude of the lipid changes observed are similar
to previous reports except for the increases in
HDL-cholesterol, which were higher for both
drugs in this study.24-26 The explanation for
these differences is not clear, although the
preponderance of females may partly explain
the higher increases in HDL-cholesterol ob-
served in this study. Increasing the dose of
ciprofibrate to 200 mg daily for a further eight
weeks, led to further significant reductions in
cholesterol, triglycerides and LDL-cholesterol
but not HDL-cholesterol.
The modes of action of the fibrate class of

drugs remain to be fully determined and there
is likely to be considerable heterogeneity of
effect with the different drugs. The best
described effect of fibrates is the increase in
activity of lipoprotein lipase, which is impor-
tant in the hydrolysis of triglyceride-rich
particles. During this process, surface compo-
nents from the triglyceride-rich particles trans-
fer to the HDL fraction. Other effects may
include decreased hepatic lipoprotein produc-
tion and increased clearance of LDL-choles-
terol. In this study both drugs produced similar
effects in patients with type IIa and type IIb
hyperlipidaemia, although effects on triglycer-
ides and HDL-cholesterol were slightly greater
in the IIb patients and effects on total
cholesterol and LDL-cholesterol slightly less.
The LDL'HDL-cholesterol ratio was signif-

icantly reduced by both drugs and the reduc-

 on M
ay 23, 2023 by guest. P

rotected by copyright.
http://pm

j.bm
j.com

/
P

ostgrad M
ed J: first published as 10.1136/pgm

j.72.854.739 on 1 D
ecem

ber 1996. D
ow

nloaded from
 

http://pmj.bmj.com/


Ciprofibrate vs bezafibrate in type II hyperlipidaemia 743

tion observed with ciprofibrate (5.1 to 3.3)
confirms the findings of an earlier study by
Illingworth et ar who observed a change in the
ratio from 5.1 to 3.5.

Both drugs were well tolerated. Only two
patients from each treatment group withdrew
from the study because of adverse events
considered likely to be related to study drug.
Increases in creatine phosphokinase concen-
trations have been observed previously in
studies of fibrates and HMG-CoA reductase
inhibitors.27"28 In this study there was a
significantly greater increase in creatine phos-
phokinase with ciprofibrate, but the changes
were not associated with symptoms and no
clinically significant elevations were observed.
There were no cases of myositis. As expected,
alkaline phosphatase concentrations were de-
creased.

Recent results from the Bezafibrate Coron-
ary Atherosclerosis Intervention Trial (BE-
CAIT) reported in Scrip show that
progression of atheroma was significantly
reduced by bezafibrate. It remains to be shown
whether more potent fibrates, such as ciprofi-
brate, will have a greater effect in regressing
atherosclerotic plaques, due to their more
marked LDL-lowering ability compared with
bezafibrate.

In summary, both drugs produced beneficial
changes in the plasma lipid profile. Based on
current available information it is believed that
these changes would be associated with a
substantial reduction of coronary heart disease
risk. Ciprofibrate was significantly more effec-
tive in reducing cholesterol, triglycerides and
LDL-cholesterol.

1 Shaper AG, Pocock SJ, Walker M, Cohen NM, Wale CJ,
Thomson AG. British Regional Heart Study: cardiovascular
risk factors in middle-aged men in 24 towns. BMJ 1981;
283: 179-86.

2 Castelli WP, Garrison RJ, Wilson PWF, Abbott RD,
Kalousdian S, Kannel WB. Incidence of coronary heart
disease and lipoprotein cholesterol levels. The Framingham
Study. JVAMA 1986; 256: 2835 - 8.

3 Martin MJ, Hulley SB, Browner WS, Kuller LH, Went-
worth D. Serum cholesterol, blood pressure, and mortality:
implications from a cohort of 361,662 men. Lancet 1986;
933-6.

4 Law MR, Wald NJ, Wu T, Hackshaw A, Bailey A.
Systematic underestimation of association between serum
cholesterol concentration and ischaemic heart disease in
observational studies: data from the BUPA study. BMJ
1994; 308: 363-6.

5 Law MR, Wald NJ, Thompson SG. By how much and how
quickly does reduction in serum cholesterol concentration
lower risk of ischaemic heart disease? BMJ 1994; 308: 367-
72.

6 Scandinavian Simvastatin Survival Study Group. Rando-
mised trial of cholesterol lowering in 4444 patients with
coronary heart disease: the Scandinavian Simvastatin Survi-
val Study (4S). Lancet 1994; 344: 1383-9.

7 Assmann G, Schulte H. Relation of high-density lipoprotein
cholesterol and triglycerides to incidence of atherosclerotic
coronary artery disease (the PROCAM experience). Am J
Cardiol 1992; 70: 733-7.

8 Manninen V, Tenkanen L, Koskinen P, et al. Joint effects of
serum triglycerides and LDL cholesterol and HDL choles-
terol concentrations on coronary heart disease risk in the
Helsinki Heart Study - implications for treatment. Circula-
tion 1992; 85: 37-45.

9 IlMingworth DR, Olsen GD, Cook SF, Sexton GJ, Wendel
HA, Connor WE. Ciprofibrate in the therapy of type II
hypercholesterolemia: a double blind trial. Atherosclerosis
1982; 44: 211-21.

10 Brown DF, Beyler A, Daudiss K Effective therapy in type II
hyperlipidaemia with a new long acting drug, ciprofibrate.
Am J Cardiol 1979; 43: 409.

11 Davignon J, Gascon B, Brossard D, Quidoz S, Leboeuf N,
Lelorier J. The use of ciprofibrate in the treatment offamilial
hyperlipidaemias. In: Noseda G, ed, Lipoproteins and
coronary atherosclerosis. Amsterdam: Elsevier, 1982; pp
213-21.

12 Michel G, Brouckaert A. An epidemiological study of
hypercholesterolaemia in Luxembourg. Bull Soc Sci Med
Grand-Duche Luxemb 1990; 127: 35-9.

13 Cattin L, Da Col PG, Feruglio FS, et al. Efficacy of
ciprofibrate in primary type H and IV hyperlipidaemia: the
Italian multicentre study. Clin Ther 1990; 12: 482-8.

14 De Gennes JL, Truffert J, Dairou F. Evaluation ofthe serum
lipid lowering effect and tolerance of ciprofibrate. Sem Hop
Paris 1985; 61: 2807-12.

15 Schifferdecker E, Rosak C, Schoffling K Langzeithandlung
mit dem lipidsenker Ciprofibrat. [Long-term treatment by
the lipid-lowering agent ciprofibrate.] Inn Med 1984; 11:
107-12.

16 Turpin G. Etude extensive d'un hypolipidemiant le bezafi-
brate en medecine generale. [Extensive study on bezafibrate
as lipid-lowering agent in general medicine.] Gaz Mid 1986;
93: 57-63.

17 Rouffy J, Goy-Loeper J, Chanus B, Bakir R, Djain F. ttude
comparative de l'action hypolipidemiante du bezafibrate et
du fenofibrate chex vingt patients presentant une hyperlipo-
proteinemie de type II avec hypo-HDLAmie. [Comparative
study of reduction in serum lipids obtained with bezafibrate
and fenofibrate in twenty patients with type II hyperlipo-
proteinemia and low serum HDL.] Sem Hop Paris 1985; 61:
2115-20.

18 Mordasini GF, Riesen W, Oster P, Riva G, Verhalten de
high density-Lipoproteine (HDL) unter medikamentoser
lipidsenkender Behandlung. [Behaviour of high-density
lipoproteins in drug lipid-lowering treatment.] Schweiz
Med Wochenschr 1982; 112: 95-7.

19 Martini S, Valerio G, Fellin R, Baggio G, Gasparotto A.
Bezafibrate and clofibrate: effects on plasma lipids, lipopro-
teins and apoproteins compared in familial hypocholester-
aemia. Curr TherRes 1982; 31: 354-61.

20 The Expert Panel. Report of the national Cholesterol
Education Programme Expert Panel on detection, evalua-
tion and treatment of high blood cholesterol in adults. Arch
Inten Med 1988; 148: 36 -45.

21 European Atherosclerosis Society Study Group. The recog-
nition and management of hyperlipidaemia in adults: a
policy statement of the European Atherosclerosis Society.
Eur Heart 1988; 9: 571 - 600.

22 Warnick GR, Benderson J, Albers nI, et al. Dextran sulphate-
magnesium precipitation procedure for quantification of
high density lipoprotein cholesterol. Clin Chem 1982; 28:
1379-88.

23 Friedewald WT, Levy RI, Fredrickson DS. Estimation of
the concentration of low density lipoprotein cholesterol in
plasma without use of the preparative ultracentrifuge. Clin
Chem 1972; 18: 499.

24 Arntz HR, Blankart-von-Roll R, Holler HD, et al. Behan-
dlung der Hypercholesterinaimie. Multizentrische vergle-
ichsstudie zwischen bezafibrat un bezafibrat retard.
[Treatment of hypercholesteremia. Multicentre comparison
between bezafibrate and bezafibrate retard.] Munch Med
Wochenschr 1985; 127/9: 206-9.

25 Farnier M, Troung-Tan N, Regy C. Comparative multi-
centre trial of the efficacy and tolerability of ciprofibrate and
simvastatin in the treatment of mixed type IIb hyperlipo-
proteinaemias. J Drug Dev 1992; 5: 13-21.

26 Bruckert E, Gheron G, Dairou F, Comparisons of the
efficacy and tolerance of ciprofibrate and gemfibrozil in the
treatment of type IIa and Ilb hyperlipidaemias. Synthese Med
1994; 429: 14-16.

27 Farnier M, Bonnefous F, Debbas N, Irvine A. Comparative
efficacy and safety of micronised fenofibrate and simvastatin
in patients with primary type IHa or Ilb hyperlipidaemia. Arch
Intern Med 1994; 154: 441 - 9.

28 Weisweiler P. Simvastatin and bezafibrate: effects on serum
lipoproteins and lecithin: cholesterol acetyltransferase activ-
ity in familial hypercholesterolaemia. Eur J Clin Pharmacol
1988; 35: 579-83.

 on M
ay 23, 2023 by guest. P

rotected by copyright.
http://pm

j.bm
j.com

/
P

ostgrad M
ed J: first published as 10.1136/pgm

j.72.854.739 on 1 D
ecem

ber 1996. D
ow

nloaded from
 

http://pmj.bmj.com/

