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Abstract

Objectives: To assess the effect of atenolol and combination of atenolol and diuresam®
(hydrochlorthiazide, Y mg and amiloride, ® mg) on the lipid profile including serum
total cholesterol, triglyceride, very low density lipoprotein-cholesterol (VLDL-C), low
density lipoprotein cholesterol (LDL-C) and high density lipoprotein-cholesterol (HDL-
C) in hypertensive patients.

Design: Case-control study.

Setting: The study was conducted in Outpatient department of Ibn-Senna Hospital in
Mosul, during the period from December Y+ +¥ to July Y« « £,

Participants: Fifty hypertensive patients under atenolol therapy () ++ mg/day) and ¢+
hypertensive patients under combination therapy of atenolol ():+ mg/day) and
diuresam® (one tablet every other day). In addition to that, ©+ stage ) hypertensive
patients without treatment served as a control group.

Mean outcome measures: lipid profile in the treated hypertensive patients were
compared with those measurements in the control group by using Duncan test.

Results: In the hypertensive patients treated with atenolol, serum total cholesterol,
triglyceride, VLDL-C and LDL-C were significantly higher (P<-.+?°) than those values
in the control group, at the same time HDL-C did not change. The measurements of the
lipid profile of the atenolol group were not significantly different from those
measurements in the combination treated group of atenolol and diuresam®.

Conclusion: Chronic use of atenolol or combination of atenolol and diuresam® is
associated with a significant increase in serum lipid profile. However, diuresam® in
moderate dose might not increase serum lipid profile.
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Introduction
tenolol is a relatively selective B3-
Ablocker drug". Tt is effective in
stage Y hypertensionm. Atenolol can be
used in many cardiovascular diseases as
mitralstenosis'” and angina pectoris(i).
The combination of B-blockers and
diuretics are used to control blood
pressure, when first line treatment is not
enough(°>.

The side effect of atenolol on lipid
profile includes tendency to increase
plasma  concentration of  total
cholesterol”, as well as triglyceride,
while  high  density lipoprotein
cholesterol (HDL-C) is reduced"”.
Furthermore, Talseth et al.” found that
the treatment with atenolol increases
triglyceride, while HDL-C  was
decreased at dose '+ mg/day after one
year of treatment. However, no
consistent trends in the concentration of
triglyceride, total cholesterol and HDL-
C were noticed over 1 years of
treatment with atenolol”.

In short term treatment of less than
one year with thiazide, total cholesterol
increased by VY% which resulted
primarily by the increase in very low
density lipoprotein-cholesterol (VLDL-
C) and low density lipoprotein-
cholesterol (LDL-C) but HDL-C did not
change'”. However, in long duration
treatment with thiazide, the level of
total cholesterol in patients treated with
thiazide for at least ¥+ months were not
increased signiﬁcantly(‘ ") Furthermore,
the use of low dose of thiazide at
duration of more than © years had
negligible metabolic side effects’ .

The present study was designed to
investigate the effect of atenolol and a
combination therapy of atenolol and
diuresam  (hydrochlorothiazide and
amiloride) on serum lipid profile in a

number of hypertensive patients in
Mosul.

Patients and Methods

This study was carried out in Ibn-
Seena Hospital in Outpatient
department in Mosul city, from
December Y++Y to July Y:+£¢. Three
groups were included. The first group
included ¢+ patients, receiving atenolol
at a dose of )++ mg/day (Limassol,
Cyprus), the age ranged between Y-V
years ( mean £ SD, ©).7 £+ years ).
The second group included £+ patients,
receiving a combined therapy of
atenolol at a dose of )++ mg/day and
one tablet of diuresam® (SDI)
(hydrochlorothiazide Y© mg + amiloride
° mg), every other day, the age ranged
between Y+-V+ years (°+.Y + 3.0 years).
The third group included ©+ stage )
hypertensive patients without any
medication, the age ranged between Y9-
1o years (°+.% + %) years). The
duration of treatment for the first and
second groups were between )-)+ years
(.YY £ Y.V years and £.1 + Y.¢ years
respectively ).

Patients with any other disease except
hypertension were excluded from this
study. In addition to that, patients with
any other medication other than atenolol
or thiazide were not included.

Five ml of blood were taken from all
patients and controls, after over night
fasting (1Y hours) by venipuncture. The
blood was allowed to clot and after
centrifugation, the serum was collected
in a plane tube and analysed for lipid
profile.

Serum total cholesterol, triglyceride
and HDL-C were measured by using the
enzymatic method" ™ %), using  Kkits
(Bio Merieux, France). LDL-C was
calculated using Friedewald equation:



LDL — C =Total —cholesterol - HDL - C —

triglyceride
5

In addition, VLDL-C was calculated according the following equation:

triglyceride
5

VLDL-C =

Duncan-test was used to compare parameters among treated and control groups.

Results
In the hypertensive patients treated with
atenolol, serum total cholesterol,
triglyceride, VLDL-C and LDL-C were
significantly increased (P<-:.:¢), while
HDL-C was significantly decreased
(P<+.+9) in comparison with the control
group. Furthermore, the ratio of the total
cholesterol to HDL-C was significantly
increased (P<+.+°) in the treated group
in comparison with the control group.
All these results were shown in Table ).

In the hypertensive patients treated
with a combination therapy of atenolol
and diuresam®, serum total cholesterol,
triglyceride, VLD-C and HDL-C were
significantly increased (P<-.:°), while
HDL-C did not change. At the same
time, total cholesterol to HDL-C ratio
was significantly increased (P<+.:°) as
compared to the control group as shown
in Table V.

No significant difference was detected
in the lipid profile between the patients
treated with atenolol a lone and those
patients treated with combination
therapy of atenolol and diuresam®, as
shown in Table ).

No significant correlation was found
between the duration of treatment with
atenolol or combination therapy of
atenolol and diuresam® and the lipid
profile of the treated patients (data not
shown). Furthermore, no correlation
was noticed between the age of the
control, atenolol treated patients or
combination treated patients and the
lipid profile (data not shown).

Discussion
In the present study, serum total
cholesterol and LDL-C increased

significantly in the hypertensive patients
treated with atenolol. These results were
in agreement with other studies' "'
However, Northcote!'” and Stearne et
al." did not find a significant increase
in serum total cholesterol and LDL-C in
patients treated with atenolol. These
latter results might be due to a low dose
of atenolol. The mechanism of the
increases of plasma lipid and
lipoprotein by B-blockers are not well
understood"' """, Krone"" showed that
the activity of LDL receptor of cells
was regulated by catecholamine

receptors.

Table (Y): Serum lipid profile in the control and patients treated groups.

Parameters Control group Atenolol group Atenolol + diuresam®
(mmol/l) (n=°+) (n=°+) group (n=¢£+)
Total cholesterol RS A £ VY. Avd € Yors AP
Triglyceride V.YAL. 0A® Y VAL AVD Y A+ AYVD
VLDL-c CYox VYR A RN
HDL-c ARAF TR Y Vet ¥eD ) Yéfos ¢000
LDL-c ARAEIA AR Y Véts 400
Total cholesterol to HDL-c \RESRAN £ 164) €10 € YLy VP

Data are represented by mean+SD. Different symbols represent significant difference at

In this study, triglyceride and VLDL-
C was higher significantly, while HDL-

level P<..+0,

C was lower significantly in the atenolol
treated patients as compared with the



control group. These results were
consistent with the results of other
workers""""". However, Lakshaman et
al."" found that atenolol tended to
cause short term increases in
triglyceride. The mechanism of the
increase of triglyceride and decrease of
HDL-C by cardioselective B-blockers
are  poorly understood”. One
explanation is that all these changes in
triglyceride and HDL-C might be
mediated throw inhibition of lipoprotein
lipase(”).

Serum total cholesterol and LDL-C
were significantly higher in the studied
hypertensive  patients under the
combination therapy. These results were
in agreement with other studies" ™",
However, Neutel™ did not find a
significant difference in total cholesterol
level and LDL-C in the combination
treated patients of atenolol and thiazide
group, the finding of Neutel"” might be
due to low dose of atenolol and
thiazide.The mechanism for diuretics to
induce an increase in cholesterol is still
unclear and unknown ™", Prichard et
al.™ related the change in cholesterol
to catecholamine release in response to
volume depletion which stimulated
hepatic cholesterol synthesis.

Serum triglyceride level and VLDL-C
were higher significantly, while HDL-C
did not change in the present
combination treated group. These
results were supported by other
studies™ ™. However, Neutel(m, did
not find a significant increase in serum
triglyceride level or decrease in HDL-C
with low doses of hydrochlorothiazide.

The ratio of total cholesterol to HDL-
C was increased in the present atenolol
and combination treated groups. The
same results were achieved by the study
of Berglund and Anderson"", who
showed that the ratio was increased with
chronic use of atenolol.

In this study, no significant difference
was noticed between atenolol and
combination treated groups regarding
serum lipid profile. The reason might be
due to low dose of the

hydrochlorothiazide in this study, since
low dose of hydrochlorothiazide caused
minimal changes in lipid proﬁle("'). In
addition, no correlation was found
between the age of the studied patients
with serum lipid profile for both the
control and the treated groups. These
results were consistent with Simon et
al."" and Ott et al."").

In conclusion, atenolol causes
significant increases in serum lipid
profile. Combination therapy of atenolol
and diuresam®  causes minimal
increases in serum lipid profile.
Diuresam® might not affect lipid
profile in the used dose. This study also
encourage the use of thiazide diuretic in
low dose. In addition, periodic
biochemical measurements for serum
lipid profile are indicated for both
atenolol and thiazide treated patients.
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