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Abstract

BACKGROUND: Schizophrenic patients who receive antipsychotic drugs may be highly prone to
metabolic disorders such as weight gain, dyslipidemia, and insulin resistance. The objective of the
present study was to compare the effect of atypical and conventional antipsychotics on lipid profile.

METHODS: 128 schizophrenic patients were enrolled into the study. Patients were divided into
two groups. One group had received one type of atypical antipsychotic drug, and, the other, one
type of conventional antipsychotic drug. They were considered as atypical and conventional
groups. Moreover, both groups had not used any other antipsychotic drugs during the past year.
Demographic data and food frequency questionnaire were completed by the participants. Serum
triglyceride, total cholesterol (TC), high-density lipoprotein and low-density lipoprotein (LDL)
cholesterols, and apolipoprotein A and B (Apo B) were tested by blood sample drawing after 12
hours of fasting through the antecubital vein. Student’s t-test was used to compare atypical and
conventional groups.

RESULTS: There was no significant difference in age, gender, duration of illness, period of drug
consumption, and age at onset of illness in the two groups. Patients in the atypical group used
clozapine and risperidone (46.9%) more than olanzapine. In the conventional group 81.3% of
patients used phenothiazines. Comparison between lipid profile in the conventional and atypical
groups showed a significantly higher mean in TC (P = 0.01), LDL (P = 0.03), and Apo B
(P = 0.01) in conventional group than the atypical group.

CONCLUSION: In schizophrenic patients, the level of lipid profile had been increased in both
atypical and conventional antipsychotic users, especially conventional users, so the effect of
antipsychotic drugs should be investigated periodically.
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Introduction mental diseases it has become an issue of
Antipsychotic agents are mainly used for prevention international concern.!
or treatment of schizophrenia and setious psychotic The data generated from studies of

diseases. There is no suitable monitoring method
for the selection of antipsychotic agents, forecast of
curative effect, and adjustment of dose. Therefore,
to study the curative and toxic effect, and side

schizophrenia patients exposed to conventional
antipsychotics illustrate that agents with similar
modes of therapeutic action may have significantly
different metabolic profiles. Several studies emerged

examining the metabolic profiles of this class of
antipsychotics. In general, these antipsychotic drugs

effects, and to improve the physical health and
remote therapy for the prevention and treatment of
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were found to elevate serum triglycerides (T'G) and
total cholesterol (TC), but with greater effects on
TG concentrations. Subsequent studies confirmed
the finding that high serum TG seemed to be the
primary significant dyslipidemia, but elevated TC
could also be found.?

Over the past decade, atypical (or second-
generation) antipsychotics have been increasingly
used in the treatment of schizophrenia in preference
to conventional (first-generation) drugs.> However,
there have been numerous studies that certain
atypical antipsychotics have been associated with a
greater risk of metabolic abnormalities, including
weight gain, hyperlipidemia and new-onset type 2
diabetes mellitus, and elevations of blood
cholesterol, triglyceride, and lipid levels.+6

Due to long term consumption of these drugs in
schizophrenic patients, their side effects on
metabolic syndrome is notable and should be
considered. Thus, in this study, we tried to compare
lipoprotein and apolipoprotein serum levels in
schizophrenic  patients under treatment of
conventional or atypical antipsychotic drugs.

Materials and Methods

This case-control study was carried out on 128
schizophrenic patients in 2009. All patients had the
criteria for schizophrenia of the fourth edition of
Diagnostic and Statistical Manual of Mental
disorders  (DSM-IV,  American  Psychiatric
Association, 1994); they had received one type of
atypical or conventional antipsychotic drug for at
least one year before sampling.”

Patients, who have received one type of atypical
antipsychotic drug and have not received any other
antipsychotic drug during the past year, with age
range of 21-46 years were considered as atypical
group. Patients, who have received one type of
conventional antipsychotic drug and have not used
any other antipsychotic drug during the past yeat,
with age range of 20-40 years were considered as
conventional group.

Inclusion and Exclusion criteria

Patients with an Axis I disorder other than
schizophrenia, with an Axis II disorder, or patients
at significant suicide risk were excluded via a
semistructured psychiatric interview.

Exclusion criteria for the atypical and conventional
group included lipid lowering agent and beta blockers
consumption and organic diseases such as
hypertension,  diabetes, cardiovascular, adrenal,
hepatic, and thyroid disease documented through
physical examination and laboratory tests. In order to
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screen organic diseases, laboratory tests including
complete blood count, serum electrolyte assay, thyroid
function tests, liver function tests, utine analysis, and
ECG were performed for all participants.

In addition, informed consents for this study
were obtained from participants and their families
after complete explanation.

Measurements
All individuals completed a self-administered
questionnaire ~ to  determine  demographic

characteristics such as age, gender, duration of
illness, the age at onset of illness, duration, and type
of drug consumption.

According to their dietary habits, each patient
completed a Food Frequency Questionnaire. This
instrument was designed according to the WHO’s
Food Frequency Questionnaire; however, some
additions were made. Validity of the questionnaire
was confirmed by the Medical Education
Development Centre, affiliated to Isfahan University
of Medical Sciences, Iran, before being used.?

Blood sample was drawn after 12 hours of
fasting through the antecubital vein. All the blood
sampling procedures were performed in the central
laboratory of Isfahan Cardiovascular Research
Center, using enzyme-linked method. Serum
triglyceride (TG), total cholesterol (TC), high
density lipoprotein (HDL) and low density
lipoprotein (LDL)-cholesterol, and apolipoprotein
A (Apo A) and B (Apo B) were analyzed at
sampling date. TC and TG levels were measured
within 24 hours by an enzymatic method in
Elan2000 autoanalyzer. HDL was assayed with
direct method, while LDL was calculated by the
Friedewald et al. formula; in cases that TG = 400
mg/dl it was measured directly.” Apolipoprotein A
and B cases were measured by the
Immunoturbidometric technique by Pars Azmon-Iran.
Statistical Analysis
Data was analyzed by SPSS for Windows version
15.0 (SPSS, Inc., Chicago, IL). P =< 0.05 was
considered significant. All continues variable data
were expressed as mean + SD and t-test was used for
case-control group comparison. Data regarding
qualitative variables was expressed as frequency and
chi-square was used for the two groups.

Results

There were 128 participants in this study, 96 (75%)
male and 32 (25%) female with the mean age of
46.15 * 12.41 years. They were divided into two
equal groups; atypical and conventional groups.
Table 1 shows the characteristics of participants.
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In the atypical and conventional groups, there was
no significant difference in age, gender, duration of
illness, and age at onset of illness. Patients in the
atypical group, used olanzapine in 4 (6.3%),
clozapine in 30 (46.9%) and risperidone in 30
(46.9%) cases. In the conventional group 56
(81.3%) patients used phenothiazines, 4 (6.3%)
thiothixene, and 8 (12.5%) haloperidol.

Table 2 shows drug consumption other than
conventional or atypical antipsychotics in the
two groups.

Finally, table 3 shows lipid profile in conventional
and atypical group. Comparison between the two
groups shows a higher mean in TC, LDL, and Apo B
in the conventional group than the atypical group,
with a significant difference in TC (P = 0.001), LDL
(P =0.001), and Apo B (P = 0.001).

Table 1. Characteristics of patients in the two groups

Conventional group

Discussion

The current study is a case-control study of
schizophrenia in regard to lipid profile, especially
close consideration of serum lipoprotein levels and
apolipoproteins A and B, in patients receiving
conventional or atypical antipsychotic drugs. In
total, we observed that serum lipoprotein levels
were high in the two groups. The mean level of
HDL and Apo A in the two groups was not
significantly different. The mean level of total
cholesterol (TC), Apo B, and LDL were statistically
higher in the conventional group than the
atypical group.

There is no clear evidence to whether atypical
antipsychotics are more effective or are better
tolerated than conventional antipsychotics.!

Atypical group

Age (Mean £ SD) y

Gender (%)

Duration of illness (Mean * SD) y

Drug consumption duration (Mean * SD) m
Age onset of illness (Mean + SD) y

n =64 n =64
47.16+ 11.22 45.13+12.12 0.320
52.00 (81%) 42.00 (67%) 0.060
17.21+ 11.25 18.54+ 12.41 0.520
15.21+ 3.11 17.31+ 4.22 0.001
15.81+ 10.78 14.64+ 11.83 0.550

Table 2. Consumption of other drugs in the two groups

Conventional group

Atypical group

Mood stabilizer

Tricyclic antidepressant
Anticholinergic agents

Selective serotonin reuptake inhibitors
Benzodiazepines

Phenobarbital

Amantadine

n =64 n =64
8 (12.5%) 18 (28.1%) 0.028
4 (6.2%) 10 (15.6%) 0.080
38 (59.4%) 26 (40.6%) 0.030
6 (9.4%) 8 (12.5%) 0.570
22 (34.4%) 36 (56.2%) 0.010
2 (3.1%) 0 (0.0%) 0.490
0 (0.0%) 2 (0.3%) 0.490

Total cholesterol (Mean = SD) mg/dl
Low density lipoprotein (Mean + SD) mg/d|
High density lipoprotein (Mean + SD) mg/dl
Apolipoprotein A (Mean £ SD) mg/dl
Apolipoprotein B (Mean = SD) mg/dl

Table 3. Lipid profile and Apo A and B in the two groups
Conventional group

Atypical group
n=64

n =64

249.75+ 34.44 214.25+ 50.32 0.001
149.96+ 24.21 131.93+ 36.81 0.001
44,71+ 11.81 45.18+ 9.42 0.800
137.12+ 23.69 134.05+ 22.71 0.450
122.81+ 20.51 104.56+ 33.63 0.001
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A study was conducted to determine the
prevalence of hyperlipidemia in persons who did or
did not take antipsychotic drug. High lipid levels
were found in persons treated with both atypical
and conventional drug. The prevalence of
hypercholesterolemia, high LDL cholesterol, and
hypertriglyceridemia was high in persons using all
types of antipsychotic drugs; this was consistent
with our results.!!

One study comparing serum TC and TG levels
among hospitalized male chronic schizophrenics
receiving phenothiazines, or butyrophenones and age
and sex-matched controls revealed the negligible
effects of butyrophenones on serum lipids. However,
it demonstrated significant elevations in serum TG
levels for the phenothiazine group compared to the
butyrophenone group and controls. There were no
significant differences in TC values between the three
groups. However, the phenothiazine-treated patients
had significant elevations in low-density lipoproteins
(LDL-~c), and decreased high-density lipoprotein
(HDL-c) concentrations.?

A five year naturalistic study on outpatients with
schizophrenia or schizoaffective disorder showed
that patients treated with clozapine experience
significant weight gain and lipid abnormalities.!?
Serum glucose, and lipid were changed during the
course of clozapine treatment. There were
significant increases in serum triglyceride, total
cholesterol, and glucose levels during the treatment.
No significant changes were observed in high
density lipoprotein (HDL) or low density
lipoprotein (LDL).!3 The effects of olanzapine and
risperidone exposure on risk of hypetlipidemia in
schizophrenic patients were evaluated in a large
health care database. Accordingly, olanzapine use
was associated with neatly a 5-fold increase in the
odds of developing hyperlipidemia compared with
no antipsychotic drug and more than a 3-fold
increase  compared  with  those  receiving
conventional agents. Risperidone was not associated
with increased odds of hyperlipidemia compared
with no antipsychotic or conventional exposure.®
These results are inconsistent with our study.

According to above studies, different atypical or
conventional antipsychotic drugs have different
effects on lipid profiles, but we did not investigate
the effect of atypical and conventional antipsychotic
drugs separately. In the conventional group patients
used phenothiazines, and in the atypical group
patients used clozapine and risperidone more than
other types of antipsychotic drugs. Therefore, our
results may not be consistent with other studies.
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Limitation

The limitation of this study is that the effects of
antipsychotic drugs on lipid profiles have been
performed  exclusively in  populations  with
schizophrenia or schizoaffective disorder. Currently,
antipsychotic drugs have widespread use for other
psychiatric conditions, including major depression,
anxiety disorders, and dementia. The generalizability
of these prior studies to other patient populations is
unclear. Extending generalizability is particularly
important given that schizophrenia may in itself be
a risk factor for the development of an adverse
metabolic profile. The effect of each drug has not
been investigated, so our study results differ from
other studies.

Conclusion

In summary, our data suggest that patients treated
with antipsychotics are at a higher risk for the
development of lipid abnormalities than the general
population. In patients who use antipsychotic drugs,
lipid profile and metabolic risk factors should be
investigated periodically.

Acknowledgements

We should thank the personnel of the Psychiatric
Clinic of Noor Hospital and the laboratory of
Isfahan Cardiovascular Research Centre.

Conflict of Interests

Authors have no conflict of interests.

References

. Wen F, Tan J. Effects of phenothiazine drugs on

serum levels of apolipoproteins and lipoproteins in
schizophrenic subjects. Acta Pharmacol Sin 2003;
24(10): 1001-5

. Meyer JM, Koro CE. The effects of antipsychotic

therapy on serum lipids: a comprehensive review.
Schizophr Res 2004; 70(1): 1-17

. Crossley NA, Constante M, McGuire P, Power P.

Efficacy of atypical v. typical antipsychotics ihet
treatment of early psychosis: meta-analysis. Br J
Psychiatry 2010; 196(6): 434-9

. Baranyi A, Yazdani R, Haas-Krammer A, Stepan A,

Kapfhammer HP, Rothenhausler HB. Atypical
antipsychotics and metabolic syndrome. Wien Med
Wochenschr 2007; 157(11-12): 255-70

. Koro CE, Fedder DO, L'ltalien GJ, Weiss S,

Magder LS, Kreyenbuhl J, et al. An assessment of
the independent effects of olanzapine and
risperidone exposure on the risk of hyperlipidemia
in schizophrenic patients. Arch Gen Psychiatry

WWW.Mmui.ac.ir

ARYA Atheroscler 2013; Volume 9, Issue 3 201

14 May



Lipid profile in antipsychotic drug users

2002; 59(11): 1021-6

6. Lindenmayer JP, Czobor P, Volavka J, Citrome L,
Sheitman B, McEvoy JP, et al. Changes in glucose
and cholesterol levels in patients with schizoplaren
treated with typical or atypical antipsychotics. Am
Psychiatry 2003; 160(2): 290-6

7. American Psychiatric Association. Diagnostic and
Statistical Manual of Mental Disorders: DSM-IV-
TR: Text Revision. % ed. Washington, DC:
American Psychiatric Pub; 2000

8. Cade JE, Burley VJ, Warm DL, Thompson RL,
Margetts BM. Food-frequency questionnaires: a
review of their design, validation and utilisation.
Nutr Res Rev 2004; 17(1): 5-22

9. Friedewald WT, Levy RI, Fredrickson DS.
Estimation of the concentration of low-density
lipoprotein cholesterol in plasma, without uselad t
preparative ultracentrifuge. Clin Chem 1972; 18(6):
499-502

10. Geddes J, Freemantle N, Harrison P, Bebbington P.

Atypical antipsychotics in the treatment of
schizophrenia: systematic overview and meta-

regression analysis. BMJ 2000; 321(7273): 1371-6

11.Saari K, Koponen H, Laitinen J, Jokelainen J,
Lauren L, Isohanni M, et al. Hyperlipidemia in
persons using antipsychotic medication: a general
population-based birth cohort study. J Clin
Psychiatry 2004; 65(4): 547-50

12.Henderson DC, Cagliero E, Gray C, Nasrallah RA,
Hayden DL, Schoenfeld DA, et al. Clozapine,
diabetes mellitus, weight gain, and lipid
abnormalities: A five-year naturalistic study. Am J
Psychiatry 2000; 157(6): 975-81

13.Baymiller SP, Ball P, McMahon RP, Buchanan
RW. Serum glucose and lipid changes during the
course of clozapine treatment: the effect of
concurrent beta-adrenergic antagonist treatment.
Schizophr Res 2003; 59(1): 49-57.

How to cite this article: Roohafza H, Khani A
GarakyaraghM, Amirpour A, Afshar H, Ghodsi B.
Lipid profile in antipsychotic drug users. A
comparative study. ARYA Atheroscler 2013; 9(3
19€-20Z.

202 ARYA Atheroscler 2013; Volume 9, Issue 3

WWW.Mmui.ac.ir

14 May



