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Objective: This case-control study used both
healthy blood donors and psychiatric inpatients as
controls and controlled for gender, age, low body
mass index, alcohol and nicotine use, and aggres-
sive and impulsive behaviors to examine the asso-
ciation between low serum cholesterol levels and
suicide attempts.

Method: At a Spanish general hospital, the
recruitment included 417 patients with suicide
attempt history (138 men and 279 women), 155
psychiatric inpatient controls without suicide his-
tory (68 men and 87 women), and 358 healthy
controls (220 men and 138 women). All partici-
pants were aged 18 years or older. To study the
association between low serum cholesterol levels
(fasting < 160 mg/dL) and suicide attempts, odds
ratios (ORs) and 95% confidence intervals (Cls)
were calculated in univariate analyses. Logistic
regression models adjusted ORs for confounding
variablesin male, female, and total samples. The
study was conducted from January 1996 to
December 1997.

Results: The ORsin the total sample (for
psychiatric and healthy controls respectively)
were 1.8 (95% Cl = 1.2t0 2.9, p=.007) and 1.9
(95% Cl = 1.4t0 2.6, p <.001) for the univariate
analyses, and 1.6 (95% CI = 0.95to 2.6, p = .08)
and 1.6 (95% CI = 1.0to 2.4, p = .04) after vari-
able adjustment. In women, the adjusted OR was
1.8 (95% CI = 0.90to 3.5, p = .09) for psychiatric
controls. In men, the adjusted OR was 2.0 (95%
Cl =0.99t0 4.1, p=.05) for healthy controls.

All ORs were in the hypothesized direction but
some subsamples appeared too small to reach
significance.

Conclusion: This study, somewhat limited
by the small sample size, suggests that low cho-
lesterol may be associated with suicide attempts.
Low cholesterol level in suicide attempts may be
more important from a pathophysiologic than
from a diagnostic point of view.
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T here are more than 30 clinical studies that show an
association between increased suicide risk and low
total serum cholesterol.** Assuming that low cholesterol
is associated with increased suicide risk, in the context of
the stress-diathesis suicide model® low serum cholesterol
level may increase suicide risk in 2 different ways. It may
act as a state factor that would contribute to triggering
the suicidal act (stressor), or it may act as a trait factor
(diathesis) related to aggression/impulsivity, which would
lower the suicide threshold. The second possibility would
be consistent with the hypothesis that cholesterol deple-
tion reduces central serotonergic activity.*® Low seroto-
nin has been linked to high aggression/impulsivity,**° and
most of the neurochemical evidence pointsto the involve-
ment of the serotonergic system in suicidal behavior.™ It
has been suggested that a key indicator “of the presence
of the diathesis would be a personal history of suicide at-
tempt, an indication that the patient had the propensity to
act on suicidal impulsesin the past.” 149

PSYCHIATRIST.COM 1920



Perez-Rodriguez et al.

A meta-analysis concluded that intervention studies
and clinical trials using cholesterol-lowering strategies
have not demonstrated any relationship between choles-
terol level and violent death,* although it could be argued
that artificially lower levels of cholesterol are not the
same as naturally occurring lower cholesterol levels and
that patients taking cholesterol-lowering agents had nat-
urally high total cholesterol levels during most of their
lives. Some studies on the association between low cho-
lesterol levels and suicide attempts have yielded oppo-
site’? or negative results.”® Papakostas et al.** have sug-
gested that both increases and decreases in neuronal
membrane cholesterol and cholesterol content can lead to
alterations in serotonergic function.

Three possible reasons have been suggested to explain
the lack of replication in al studies of the association be-
tween low cholesterol and suicide attempts: the lack of
homogeneity among suicide attempters, the lack of homo-
geneity among controls, and differences in the character-
istics of suicide attempts per se. Regarding lack of homo-
geneity in defining suicide attempters, some of the prior
studies have specifically focused on suicide attempters
with a specific psychiatric diagnosis such as depres-
sion®>%* or psychoses.”” Other studies (e.g., Marcinko et
al.’®) have suggested that only violent suicide attempters
had significantly lower cholesterol levels than control
subjects and that nonviolent suicide attempters did not.

Regarding controls, the majority of the studies have
compared groups of suicide attempters with healthy con-
trols without psychiatric disorders.”**® In a previous
case-control study, we compared serum cholesterol levels
in suicide attempters (cases) and healthy volunteers (con-
trols) matched by gender, age, and body mass index
(BMI).?* We found that serum cholesterol levels were sig-
nificantly lower in suicide attempters than in controls, a-
though after gender stratification, the difference remained
significant only in men. Matching by gender and BMI al-
lowed us to eliminate some confounding factors in low
cholesterol levels, but our prior study still had a weak-
ness: it used a control group with no psychiatric disorders.
The mgjority of suicide attempters have a co-occurring
psychiatric disorder.?2* Thus, one can argue that a study
showing differences between suicide attempters and con-
trols with no psychiatric disorders is contaminated by the
potential confounding effects of psychiatric disorders on
cholesterol levels. Psychiatric medications are probably
not an important confounding factor (some of them are
associated with high cholesterol levels but not with low
cholesterol levels). However, some psychiatric disorders,
particularly major depressive disorder, substance abuse,
and eating disorders, have been associated with low se-
rum cholesterol levelsin some studies®*#% and they are
also associated with suicide attempts.

This study considered all of these limitations by taking
into consideration the demographic factors associated
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with low cholesterol (gender and BMI), the psychiatric
disorders (using 2 types of controls, healthy volunteers
and psychiatric patients), the effects of variables associ-
ated with suicide attempts (such as aggression and impul-
sivity traits, alcohol use disorders, or smoking) and by
using relatively large sample sizes, since some prior stud-
ies had relatively small samples.t”1%%

The primary objective of this case-control study using
healthy and psychiatric controls and controlling for con-
founding factors was to examine whether low cholesterol
level acts as a trait factor (diathesis), which lowers the
suicide threshold. In summary, we hypothesized that af-
ter controlling for confounding factors, there would be a
higher prevalence of subjects with low serum total cho-
lesterol levels among individuals with history of suicide
attempts than among healthy controls and among psychi-
atric controls without history of suicide attempts.

METHOD

Sample

All psychiatric patients (aged 18 years or older) were
recruited at a Spanish general hospital that provides free
medical coverage to a catchment area of 500,000 people.
The sampleisindependent and does not overlap with our
prior matched case-control study.?* A sample of 417 psy-
chiatric patients with a history of at least 1 suicide at-
tempt, including 138 male and 279 femal e subjects, were
recruited during a 2-year span. The psychiatric control
group included 155 inpatients without history of suicide
attempts, including 68 male and 87 female psychiatric
controls admitted to the same psychiatric unit as the sub-
jectswith history of suicide attempts. The healthy control
group included 358 blood donors (220 men and 138
women) aged 18 years or older from the same hospital,
without any history of suicide attempts, psychiatric treat-
ment, or psychiatric diagnoses. Blood donation in Spain
is a nonprofit, atruistic procedure. To ensure the safety
of donorsand patients, there are stringent exclusion crite-
riafor blood donation, which include most illnesses and
pharmacol ogic treatments. Written informed consent was
obtained after a complete description of the study (con-
ducted from January 1996 to December 1997) was given
to al subjects. The institutional review boards of Ramon
y Cagja University Hospital and Fundacion Jimenez Diaz
University Hospital approved the study.

Assessments

As recommended by the U.S. National Institute
of Mental Health, a suicide attempt was defined as a
self-destructive behavior with the intention of ending
one'slife, independent of the resulting damage.?® Clinical
DSM-IV diagnoses were obtained with the Mini-
International Neuropsychiatric Interview, version 5.0.2
Table 1 includes the most important diagnoses that may
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Table 1. Characteristics of Male and Female Suicide Attempters, Psychiatric Controls, and Healthy Controls®

Females Males

Healthy Psychiatric Suicide Healthy Psychiatric Suicide

Controls Controls Attempters Controls Controls Attempters
Characteristic (N =138) (N =87) (N =279) (N =220) (N =68) (N =138)
Young age” 57 (79) 32(298) 60 (166) 57 (126) 37(25) 43 (59)
Low BMI° 22 (30) 37(32) 50 (139) 7(16) 21 (14) 27 (37)
Ever smoking 50 (69) 61 (53) 63 (176) 44 (96) 78 (53) 77 (106)
Impulsivity traits® 36 (49) 41 (36) 76 (211) 30(67) 54 (37) 75 (103)
Aggressive behavior® 20 (28) 63 (55) 62 (174) 26 (57) 65 (44) 68 (94)
Major depressive disorderf 38 (33) 60 (168) 31(21) 65 (89)
Substance use disorders 10(9) 16 (46) 34 (23) 51 (70)
Eating disorders 1(1) 18 (49) 1(1) 2(3)
Age, mean+ SD, y 349+119 43.1+12.38 35.4+13.6 349+ 10.8 41.3+133 39.7+14.0
BMI, mean + SD, kg/m? 245+36 248+6.0 23.1+4.9 26.3+3.7 25.7+52 24639
Impulsivity score, mean + SD 418+ 13.7 43.3+13.0 57.3+15.7 40.5+14.0 48.6 + 16.6 56.9 + 16.7
Aggressive behavior score, mean + SD 10.7+1.8 13.1+3.7 141+47 11.1+£22 148+ 4.8 155+ 6.4

aData presented as % (N), except where noted.
bYoung age: < 35 years.
°Low BMI: < 22 kg/m?.

Y mpulsivity traits measured with Barratt Impulsiveness Scale and dichotomized using cut points generated with ROC curves.®
fAggressive behavior measured with Brown-Goodwin Lifetime History of Aggression and dichotomized using cut points generated with ROC

curves.®
fUnipolar major depressive disorder after excluding bipolar patients.

Abbreviations: BMI = body mass index, ROC = receiver operating characteristic.

Symbol: ... = not applicable.

Table 2. Univariate Analyses of the Association Between Low Total Serum Cholesterol Levels and History of Suicide Attempts

Total Sample Females Males

Healthy  Psychiatric ~ Suicide Healthy  Psychiatric ~ Suicide Healthy Psychiatric  Suicide

Controls ~ Controls  Attempters Controls ~ Controls  Attempters Controls  Controls  Attempters
Value (N=358) (N=155) (N=417) (N=138) (N=87) (N=279) (N=220) (N=68) (N=138)
Low cholesterol, % (N)® 20 (71) 20 (31) 32 (133) 25 (34) 16 (14) 32(89) 17 (37) 25(17) 33(45)
Attempters’ OR 1.9 1.8 14 2.4 2.4 15
95% Cl 14t026 12t029 090t023 1.3t045 15t040 0.75t02.8
p Value <.001 .007 14 .006 .001 .33
4 _ow serum cholesterol: < 160 mg/dL.
Symbol: ... = not applicable, cases for analysis.

confound differences between patients with history of
suicide attempts and those without. In all subjects, weight
and height were measured to calculate the BMI. A BMI
< 22 was defined as low. Young age (< 35 years) was
used to control for the association between age and low
cholesterol.

Impulsivity was measured with the Spanish version
of the Barratt Impulsiveness Scale, version 11 (BIS-11).*
History of aggression was measured with the modified
Brown-Goodwin Lifetime History of Aggression.®**
Subjects were classified as impulsive or not, and as hav-
ing aggressive history or not, by dichotomizing scores us-
ing cut points generated with receiver operating charac-
teristic (ROC) curves.® The degree of planning of the
suicide attempt was measured with the planning subscale
of the Beck Suicide Intent Scale.**%* The expected le-
thality of the attempt was measured with the expected
lethality subscale of the Beck Suicide Intent Scale.*® Risk
and protective/rescue factors were measured with the
Weisman and Worden scale.*’

J Clin Psychiatry 69:12, December 2008
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Fasting serum cholesterol levels were measured using
the hospital laboratory. Individuals were grouped using
a cut-off point of 160 mg/dL of serum cholesterol, previ-
ously described in the literature** as a biological marker
for suicide risk.

Data Analysis

Statistical analyses were conducted using the computer
software Statistical Package for the Social Sciences, ver-
sion 14.0 (SPSS Inc., Chicago, Ill.). Univariate analyses,
in the total sample and then after gender stratification,
compared the frequency of subjects with low cholesterol
levels among subjects with history of suicide attempts
compared to healthy and psychiatric controls by using
odds ratios (ORs) and 95% confidenceintervals (Cls). Sig-
nificance was measured using Fisher exact tests (Table 2).

Logistic regression allows univariate analyses to be ad-
justed for confounding factors. The dichotomous indepen-
dent variables that were considered confounding variables
for the presence/absence of low cholesterol levelswere the
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Table 3. Logistic Regression Analysis Comparing Patients
With History of Suicide Attempts Versus Psychiatric Controls

Table 4. Logistic Regression Analysis Comparing Patients
With History of Suicide Attempts Versus Healthy Controls

Wald x? Test Wald x? Test
Variable OR 95% Cl (al df = 1) Variable OR 95% Cl @l df = 1)
Total sample* (N =572) Total sample?® (N = 775)
Low cholesterol® 16  095t026 3.1(p=.08) Low cholesterol® 1.6 1.0t0 2.4 4.2 (p=.04)
Young age® 1.8 11t02.8 6.5(p=.01) Female gender 29 20to4.2 31.7 (p<.001)
Impulsivity traits® 2.7 18t04.1 21.9 (p<.001) Young age® 0.37 0.25t00.54 24.5(p<.001)
Schizophrenia® 0.32 0.19t00.54 185 (p<.001) Low BM1¢ 33 2.1t051  29.3(p<.001)
Major depressive disorder 2.7 1.8t04.2 21.7 (p < .001) Impulsivity traits® 4.2 2.9t06.0 58.7 (p < .001)
Females' (N = 3662) Aggressive behaviorf 4.2 29t06.1  56.2(p<.001)
Low cholesterol 1.8 0.90to 3.5 2.7 (p=.09) Ever smoker 1.6 11to23 54 (p=.02
Young age® 3.0 1.7t054  14.4(p<.001) Males? (N = 358)
Impulsivity traits® 36 21t06.2  21.5(p<.001) Low cholesterol® 20  0.99to4.1 3.8(p=.05)
Aggressive behavior? 0.57 0.32to1.0 3.7 (p=.05) Young age® 0.3 0.1t0 0.5 15.9 (p<.001)
Major depressive disorder 2.7 16to4.7 12.8 (p <.001) Low BM|¢ 33 15t07.2 8.5 (p=.004)
2The logistic regression analysis selected variables using a backward Impulsivity traits® ‘ 4.7 26t084  27.7(p<.001)
selection procedure and only significant or close to significant Aggressive behavior 32 18to57  158(p<.001)
variables are described. Hosmer-Lemeshow x2= 3.6, df = 7, p = .83. Ever smoker 2.6 141t04.6 9.5 (p=.002)

PLow serum cholesterol: < 160 mg/dL.

°Young age: < 35 years.

dmpulsivity traits measured with Barratt Impulsiveness Scale and
dichotomized using cut points generated with ROC curves,®

€Schizophrenia or other nonaffective psychosis.

The logistic regression analysis selected variables using a backward
selection procedure and only significant or close to significant
variables are described. Hosmer-Lemeshow x?= 6.2, df = 8, p = .62.

9Aggressive behavior measured with Brown-Goodwin Lifetime
History of Aggression and dichotomized using cut points generated
with ROC curves.*

Abbreviation: ROC = receiver operating characteristic.

presence/absence of low BMI, young age, history of ever
smoking, history of aggressive behaviors, and impulsive
traits. When comparing with psychiatric patients without
history of suicide attempts, additional confounding vari-
ables were the presence/absence of a diagnosis of de-
pressive, substance use, or eating disorders. In summary,
whenever a univariate analysis indicated a significant or
close to significant association between low cholesterol
and history of suicide attempts versus healthy or psychi-
atric controls, logistic regressions were performed using
presence or absence of history of suicide attempts as the
dependent variable to control for confounding variables.
The Hosmer-Lemeshow goodness-of-fit test was used to
examine the fitness of the logistic regression models. We
conducted the logistic regression in the total sample and
then after gender stratification given the known gender
differences in suicide attempt characteristics.

Following the indication of one of the reviewers, we
compared cholesterol levels among subjects with history
of suicide attempts compared to healthy and psychiatric
controls by using analysis of variance (ANOVA).

RESULTS

Cholesterol levels were significantly different in
healthy controls (mean=195.9, 95% Cl =191.43 to
200.36), psychiatric controls (mean = 187.3, 95% CI =
180.68 to 193.95), and suicide attempters (mean = 189.1,
95% Cl =184.92 to 193.30) (ANOVA F=3.2, df =2,
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aThe logistic regression analysis selected variables using a backward
selection procedure and only significant or close to significant
variables are described. Hosmer-Lemeshow x? = 5.6, df = 8, p = .69.

bLow serum cholesterol: < 160 mg/dL.

®Young age: < 35 years.

dLow BMI: < 22 kg/m?.

“Impulsivity traits measured with Barratt Impulsiveness Scale and
dichotomized using cut points generated with ROC curves.®

fAggressive behavior measured with Brown-Goodwin Lifetime
History of Aggression and dichotomized using cut points generated
with ROC curves.®

9The logistic regression analysis selected variables using a backward
selection procedure and only significant or close to significant
variables are described. Hosmer-Lemeshow x2 = 10.93, df = 8,
p=.21.

Abbreviations: BMI = body mass index, ROC = receiver operating
characteristic.

p =.042). Age and BMI had a significant effect on cho-
lesterol levels (age: ANOVA F =110.5, df = 1, p<.001;
BMI: ANOVA F=123, df =1, p<.001). Post hoc k-
matrix analyses showed that cholesterol levels were sig-
nificantly lower among suicide attempters than among
healthy controls (contrast estimate, 6.8; p=.031), but
there were no statistically significant differences when
suicide attempters were compared to psychiatric controls.
Moreover, a continuous distribution does not help to clas-
sify the subjects.

Table 2 describes the univariate analyses in the total
sample including both genders. Low cholesterol was as-
sociated with suicide attempt in the total sample with sig-
nificant ORs when using healthy controls (OR = 1.9, 95%
Cl = 1.4 to 2.6) and psychiatric controls (OR = 1.8, 95%
Cl =1.2to 2.9). Tables 3 and 4 describe the logistic re-
gression models that control for confounding variables.
Compared to psychiatric controls, suicide attempters had
an adjusted OR for low cholesterol of 1.6 and this result
approached significance (p = .08) (Table 3). Compared to
healthy controls, suicide attempters had an adjusted OR
for low cholesterol of 1.6 (p =.04) (Table 4).

Female Subjects

Women with a history of suicide attempts had asignifi-
cantly higher frequency of low levels of cholesterol than

J Clin Psychiatry 69:12, December 2008



other female psychiatric patients (OR = 2.4; Table 2).
When this OR was adjusted for confounding factorsin the
logistic regression model, the OR decreased to 1.8 and
was close to being significant (Table 3).

Women with a history of suicide attempts had a higher
frequency of low levels of cholesterol than healthy wom-
en, but the univariate OR of 1.4 did not reach significance
(Table 2). Thus, no logistic regression analysis was
performed.

Male Subjects

Men with a history of suicide attempts had a higher
frequency of low levels of cholesterol than other male
psychiatric patients but the OR of 1.5 was not significant
(Table 2). Thus, no logistic regression analysis was
performed.

Men with a history of suicide attempts had a higher
frequency of low levels of cholesterol than healthy men,
and the univariate OR of 2.4 was significant (Table 2).
The OR was 2.0 and within the limits of significance
(p = .05) after adjusting for confounding factors (Table 4).

Exploring the Effects of Low Cholesterol
as a State Marker Rather Than a Trait Marker

Although all ORs were in the hypothesized direction
in the total sample, 2 of the 4 ORs after gender stratifica-
tion did not reach significance. One could argue that our
selection of low cholesterol levels as a trait marker was
wrong and that it would have been better considered a
state marker. To consider low cholesterol levels as a state
marker, some psychiatric patients had to be reclassified.
Some of the patients with a history of suicide attempt
were recruited at admission with no current suicide at-
tempt and for these analyses were considered as non-
current suicide attempters. The sample sizes for current
suicide attempters were 268 women and 131 men. The
sample sizes used in these analyses as psychiatric controls
were 103 female and 77 male psychiatric patients with no
current suicide attempts.

All the ORs after gender stratification appeared to be
similar when they were recal culated using the alternative
definition. The new OR comparing current female at-
tempters versus female healthy controls was 1.4, versus
1.4 in the prior analysis. The new OR comparing current
female attempters versus female psychiatric controls was
1.9, versus 2.4 in the prior analysis. The new OR compar-
ing current male attempters versus male healthy controls
was 2.5, versus 2.4 in the prior analysis. The new OR
comparing current male attempters versus male psychiat-
ric controls was 1.5, versus 1.5 in the prior analysis.

Exploring the Effects of Violent Suicide Attempts
Some authors have suggested that low cholesterol le-

vel was only associated with violent suicide attempts. We

tested that within our sample of current suicide at-
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tempters, and we found an association bordering signif-
icance in male (OR=2.9, 95% Cl =1.0 to 8.1, p=.05)
but not in female attempters (OR = 1.4, 95% Cl = 0.6 to
3.6, p = .47). This comparison of violent (scores= 2 inthe
expected lethality subscale of the Beck Suicide Intent
Scale) versus nonviolent suicide attempters had small
sample sizes (men: 17 violent attempters vs. 114 nonvio-
lent attempters, and women: 20 violent attemptersvs. 231
nonviolent attempters).

DISCUSSION

Principal Findings

The sample size of the total sample appeared large
enough to show an association between suicide attempts
and low cholesterol after using psychiatric and healthy
controls and adjusting for confounding variables. The
psychiatric controls were better controls, in the sense that
they shared more confounding factors with the suicide
attempters, while the healthy controls were blood donors
requiring the exclusion of most illnesses and pharmaco-
logic treatments.

The sample size of the male or female samples did not
appear large enough. As in our prior study,? we found a
significant association between low cholesterol and male
suicide attempts when using healthy men as controls.
Thus, this association appears to be robust. As we indi-
cated in the prior section, the lack of association between
male low cholesterol and suicide attempts when using
mal e psychiatric controls may be due to the small number
of male psychiatric controls.

In women the univariate OR was significant when
using psychiatric controls, and the multivariate OR was
close to significance in the logistic regression. As in-
dicated in the Limitations section, it is very likely that
the lack of significance in women when compared with
healthy controls was due to the small sample size, which
was partly resolved by adding female controls from a
prior study.

Gender Effects

We suspect that low cholesterol is associated with
suicide attempts, but, when comparing the prior matched
study and the results after gender stratification in this one,
the only replicated finding that we have is the significant
difference between male attempters and male healthy
controls. Thus, it is possible that gender may modulate the
association between total cholesterol and suicide.

Other authors have found gender-specific rel ationships
between low cholesterol and suicidal behavior, or have
analyzed samples of individuals of 1 gender only."%3
Golier et al.* observed that men with cholesterol levels
above the 25th percentile were less likely to have made a
serious suicide attempt than men with low cholesterol lev-
elswhen age, weight, race, socioeconomic status, alcohol
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use, and depression were controlled for. However, they
found no association between cholesterol level and at-
tempted suicide in women. Bocchetta et al.* reported that
the proportions of men with a history of prior suicide at-
tempts, especialy if violent, and of men with a history of
completed suicide in a first-degree relative were signifi-
cantly higher among those men with cholesterol levels
in the lowest quartile. They could not find any significant
association among women. Soeda et al.*® reported that
low cholesterol increased the likelihood of having scores
higher than 3 in the General Health Questionnaire (GHQ-
12), suggesting worse mental health, only in males.
Although previous studies on the association between
gender and serum cholesterol have been inconclusive,
some authors have observed that male gender is associ-
ated with lower cholesterol levels in several psychiatric
disorders.*42

Currently, we are not sure how gender may modulate
the association between low cholesterol and suicide at-
tempts. However, we think that gender stratification in the
analyses may be important, since each gender had differ-
ent associated variables in the logistic regression models
(the logistic regression models in female attempters ver-
sus healthy controls and in male attempters versus psychi-
atric controls are not presented, since low cholesterol was
not significant in the respective univariate analyses).

Limitations

All the ORs were in the predicted direction, meaning
that patients with a history of suicide attempts always had
significantly higher frequency of low cholesterol levels
than healthy or psychiatric controls. In spite of the rela-
tively larger sample size than in prior studies, this study
may be still underpowered. In the total sample, the logis-
tic regression models using healthy controls provided a
significant OR for low cholesteral, but it was only closeto
significant in the model using psychiatric controls.

The univariate OR comparing women with a history
of suicide attempts and female healthy controls was 1.4
and had a nonsignificant p value of .14. However, after
adding female healthy controls from our previous study®
(N = 109) to the femal e healthy control sample used in the
present study (N = 138), we found that women with ahis-
tory of suicide attempts (88/279, 32%) had a significantly
higher frequency of low levels of cholesterol than did
healthy women (59/247, 24%; p = .05), with a univariate
ORof 1.5(95% CI = 1.0to0 2.2). The adjusted OR was 1.3
(95% Cl = 0.9to 2.0) and lost significance (p = .17) after
adjusting for confounding factors. This suggests that the
lack of significance in the univariate analysis was due to
therelatively small number of female healthy controls.

The OR comparing men with a history of suicide at-
tempts and psychiatric controlswas 1.5 and had a nonsig-
nificant p value (p = .33). As the number of male psychi-
atric patients without a history of suicide attempts was
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relatively small (N = 68), it is not surprising that an OR
of this size was not significant. Unfortunately, we lack
any other sample of male psychiatric patients to increase
the sample size and verify this hypothesis.

Variables Not Studied
That May Be Confounding Factors

We need to acknowledge that we did not study other
lipids. Other authors have speculated that the association
with increased suicide risk is with other serum lipids
rather than with total cholesterol levels (e.g., low high-
density lipoprotein cholesterol) in female attempters,* or
with low levels of omega-3 and omega-6 essential fatty
acids in self-harm patients.?” Furthermore, low omega-3
polyunsaturated fatty acid intake has been associated
with increased risk of depression* or suicide.”® Another
possible confounding factor is apolipoprotein E.*#
Certain mutations of genes, such as apolipoprotein B,
7-dehydrocholesterol reductase or ABCG1 (ATP binding
cassette transporter G1), which are involved in choles-
terol homeostasis, have been linked to aggression® and
violent behavior, including self-harm,*® attempted® and
completed suicide, and homicide.*®

Unanswered Questions and Future Research

The limited sample size of violent attempters does not
alow for definitive exploration of the effects of this type
of suicide on the association between low cholesterol and
suicide risk. It is possible that low cholesterol may be
more frequent; the order of frequency may be violent
attempters > attempters > psychiatric controls > healthy
controls, but a huge sample of thousands of patients
would be required to test that hypothesis. Moreover, tak-
ing into account the differences between men and women
in logistic regression models, we think that gender strati-
fication is needed in this area of research.

The limited sample size does not allow for estab-
lishing whether low cholesterol may influence suicide
risk as a state versus a trait marker. Our results suggest
that the selection of the trait marker hypothesis may be
reasonable.

In the present study there are no data available regard-
ing several other factors that may contribute to the alter-
ations in serum cholesterol in suicide attempters, such as
genetic factors or pharmacologic treatment. Future stud-
ies will need to consider them. It must be remembered
that psychiatric medications are not likely to cause low
cholesterol levels, but some of them, particularly some
antipsychotics or mirtazapine,* may increase cholesterol
levels. It ispossible that this may mask some cases of low
cholesterol levels.

It has been reported that there is a significant increase
in cholesterol levels in depressed patients after treat-
ment.?3 In a recent study, Gabriel® analyzed the effect
of pharmacologic treatment on total cholesterol levelsin
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patients with acute episodes of major depressive disorder
and manic or hypomanic episodes. He observed that total
cholesterol levels significantly increased in patients with
acute episodes of major depressive disorder after treat-
ment, while they decreased in patients with manic or
hypomanic episodes. This will need to be further inves-
tigated in future longitudinal studies.

Another remaining question is whether suicide at-
tempts are preceded or followed by low cholesterol lev-
els. Since most suicide attempts take place in the context
of a depressive disorder, it has been suggested that at-
tempters may have less appetite as a consequence of de-
pressive symptoms, which in turn results in lower intake
of certain nutrients.*”®

Prospective studies with long follow-up periods are
needed to clarify the obscure relationship between cho-
lesterol levels and suicide. Ideally, they should include
data regarding pharmacologic treatment, comorbid med-
ical conditions that may influence cholesterol levels, and
genetic factors. They should also take into account other
possible confounding factors, such as psychiatric diag-
noses and other lipids (essentia or polyunsaturated fatty
acids). It will not be easy to pursue these types of studies
unless larger multicenter studies are funded.

Conclusions for Clinicians

Low cholesterol levels may be associated with suicide
attempts but more studies are needed to clarify the subject
and pursue additional confounding factors more thor-
oughly. Current research cannot confirm that low choles-
terol levels can be used for predicting suicide risk. The
logistic regression model can be used to calculate how
many of the subjects were classified correctly (accuracy).
The logistic regression model of women with attempt
histories versus female psychiatric controls classified
only 79% of the subjects correctly. The logistic regression
model of men with attempt histories versus male healthy
controls classified only 78% of the subjects correctly.
Thus, better models are needed, taking into account other
confounding variables, until the accuracy (sensitivity and
specificity) is appropriate for the clinical world. Another
statistical approach, ROC curves, also suggested that low
cholesterol levels may not be suitable as diagnostic pre-
dictors of suicide. The use of cholesterol levels in the
ROC curves provided low area under the curve (AUC)
values to separate suicide attempters versus psychiatric
patients (AUC =0.45) and suicide attempters versus
healthy controls (AUC = 0.45).

Currently, one can hypothesize that the importance of
low cholesterol level in suicide attempts may be greater
from the pathophysiologic than the diagnostic point of
view. If low cholesterol is a trait marker of suicide at-
tempts, that may help us to better understand the patho-
physiology of suicide attempts and develop preventive
interventions.

J Clin Psychiatry 69:12, December 2008

10.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21

22.

23.

24.

25.

26.

PSYCHIATRIST.COM

Low Serum Cholesterol and Suicide Attempt History

REFERENCES

. Lester D. Serum cholesterol levels and suicide: ameta-analysis. Suicide

Life Threat Behav 2002;32:333-336

. Muldoon MF, Manuck SB, Matthews KA. Lowering cholesterol concen-

trations and mortality: a quantitative review of primary prevention trias.
BMJ 1990;301:309-314

. Mann JJ, Waternaux C, Haas GL, et a. Toward aclinical model of

suicidal behavior in psychiatric patients. Am J Psychiatry 1999;156:
181-189

. Muldoon MF, Kaplan JR, Manuck SB, et al. Effects of alow fat diet

on central serotonergic responsivity in cynomolgus monkeys. Biol
Psychiatry1992;31:739-742

. Scanlon SM, Williams DC, Schloss P. Membrane cholesterol modulates

serotonin transporter activity. Biochemistry 2001;40:10507-10513

. Engelberg H. Low serum cholesterol and suicide. Lancet 1992;339:

727-729

. Dursun SM, Reveley MA. Low serum cholesterol and serotonin receptor

subtypes. Br J Psychiatry 1993;163:417-418

. Hershkowitz M, Heron D, Samuel D, et a. The modulation of protein

phosphorylation and receptor binding in synaptic membranes by changes
in lipid fluidity: implications for ageing. Prog Brain Res 1982,56:
419434

. Kamali M, Oquendo MA, Mann JJ. Understanding the neurobiology

of suicidal behavior. DepressAnxiety 2001;14:164-176
Mann JJ. Neurobiology of suicidal behaviour. Nat Rev Neurosci 2003;4:
819-828

. Oguendo MA, Galfavy H, Russo S, et a. Prospective study of clinical

predictors of suicidal acts after amajor depressive episode in patients
with major depressive disorder or bipolar disorder. Am J Psychiatry
2004;161:1433-1441

Brunner J, Bronisch T, Pfister H, et a. High cholesteral, triglycerides,
and body massindex in suicide attempters. Arch Suicide Res 2006;10:
1-9

Deisenhammer EA, Kramer-Reinstadler K, Liensberger D, et a. No
evidence for an association between serum cholesterol and the course

of depression and suicidality. Psychiatry Res 2004;121:253-261
Papakostas Gl, Petersen T, Mischoulon D, et d. Serum cholesterol and
serotonergic function in major depressive disorder. Psychiatry Res 2003;
118:137-145

Fiedorowicz JG, Coryell WH. Cholesterol and suicide attempts: apro-
spective study of depressed inpatients. Psychiatry Res 2007;152:11-20
Coryell W, Schlesser M. Combined biological tests for suicide prediction.
Psychiatry Res 2007;150:187-191

Marcinko D, Pivac N, Martinac M, et al. Platelet serotonin and serum
cholesterol concentrationsin suicidal and non-suicidal male patients with
afirst episode of psychosis. Psychiatry Res 2007;150:105-108
Marcinko D, Martinac M, Karlovic D, et d. Cholesterol serum levelsin
violent and nonviolent young male schizophrenic suicide attempters.
Psychiatria Danubina 2004;16:161-164

AtmacaM, Tezcan E, Parmaksiz S, et a. Serum ghrelin and cholesterol
valuesin suicide attempters. Neuropsychobiol ogy 2006;54:59-63

Gietl A, Giegling |, Hartmann AM, et d. ABCGL1 gene variantsin sui-
cidal behavior and aggression-related traits. Eur Neuropsychopharmacol
2007;17:410-416

Diaz-Sastre C, Baca-Garcia E, Perez-Rodriguez MM, et a. Low plasma
cholesteral levelsin suicidal males: a gender- and body mass index—
matched case-control study of suicide attempters and nonattempters.
Prog Neuropsychopharmacol Biol Psychiatry 2007;31:901-905
Lonngvist K, Henriksson MM, Isometsa ET, et a. Mental disorders
and suicide prevention. Psychiatry Clin Neurosci 1995;49(suppl 1):
S111-S116

Arsenault-Lapierre G, Kim C, Turecki G. Psychiatric diagnosesin 3275
suicides: ameta-analysis. BMC Psychiatry 2004 Nov;4:37

Kim YK, Myint AM. Clinical application of low serum cholesterol asan
indicator for suicide risk in mgor depression. JAffect Disord 2004;81:
161-166

Maes M, Smith R, Christophe A, et a. Lower serum high-density
lipoprotein cholesterol (HDL-C) in major depression and in depressed
men with serious suicide attempts: relationship with immune inflamma-
tory markers. Acta Psychiatr Scand 1997;95:212-221

Gabriel A. Changesin plasma cholesterol in mood disorder patients:
does treatment make a difference? JAffect Disord 2007;99:273-278

1926



Perez-Rodriguez et al.

27.

28.

29.

30.

3L

32.

33.

35.

36.
37.

38.

39.

1927

Garland MR, Hallahan B, McNamaraM, et a. Lipids and essential fatty
acidsin patients presenting with self-harm. Br J Psychiatry 2007;190:
112-117

O’ Carroll PW, Berman AL, Maris RW, et a. Beyond the Tower of Babel:
anomenclature for suicidology. Suicide Life Threat Behav 1996;26:
237-252

Sheehan DV, Lecrubier Y, Sheehan KH, et a. The Mini-International
Neuropsychiatric Interview (M.I.N.1.): the development and validation
of astructured diagnostic psychiatric interview for DSM-IV and ICD-10.
JClin Psychiatry 1998;59(suppl 20):22—-33

Baca-Garcia E, Oguendo MA, Saiz-Ruiz J, et d. A pilot study on dif-
ferencesin aggression in New York City and Madrid, Spain, and their
possible impact on suicidal behavior. J Clin Psychiatry 2006;67:375-380
Oquendo MA, Baca-Garcia E, Graver R, et a. Spanish adaptation of the
Barratt Impulsiveness Scale (BIS-11). Eur J Psychiatry 2001;15:147-155
Brown GL, Goodwin FK, Ballenger JC, et a. Aggression in humans
correlates with cerebrospinal fluid amine metabolites. Psychiatry Res
1979;1:131-139

Stanley B, Molcho A, Stanley M, et a. Association of aggressive
behavior with atered serotonergic function in patients who are not
suicidal. Am J Psychiatry 2000;157:609-614

. Baca-GarciaE, Vaguero C, Diaz-Sastre C, et a. Lack of association

between the serotonin transporter promoter gene polymorphism and
impulsivity or aggressive behavior among suicide attempters and healthy
volunteers. Psychiatry Res 2004;126:99-106

Beck AT, Schuyler D, Herman |. Development of suicidal intent scales.
In: Beck AT, ed. The Prediction of Suicide. Philadelphia, Pa: Charles
Press; 1974:45-56

Baca-GarciaE, Diaz-Sastre C, Garcia Resa E, et a. Suicide attempts
and impulsivity. Eur Arch Psychiatry Clin Neurosci 2005;255:152-156
Weisman AD, Worden JW. Risk-rescue rating in suicide assessment.
Arch Gen Psychiatry 1972;26:553-560

BocchettaA, Chillotti C, Carboni G, et d. Association of persona and
familia suicide risk with low serum cholesterol concentration in male
lithium patients. Acta Psychiatr Scand 2001;104:37-41

Golier JA, Marzuk PM, LeonAC, et al. Low serum cholesterol level

41.

42.

46.

47.

51

PSYCHIATRIST.COM

and attempted suicide. Am J Psychiatry 1995;152:419-423

. Soeda S, Terao T, Iwata N, et al. Mentd effect of cholesterol in males:

protective effect? JAffect Disord 2006;91:139-144

Borgherini G, Dorz S, Conforti D et a. Serum cholesterol and psycho-
logical distress in hospitalized depressed patients. Acta Psychiatr Scand
2002;105:149-152

New AS, Sevin EM, Mitropoulou V, et a. Serum cholesterol and impul-
sivity in persondity disorders. Psychiatry Res 1999;85:145-150

. Zhang J, McKeown RE, Hussey JR, et al. Low HDL cholesterol is asso-

ciated with suicide attempt among young healthy women: the Third
National Health and Nutrition Examination Survey. JAffect Disord
2005;89:25-33

. Hibbeln JR, Salem N Jr. Dietary polyunsaturated fatty acids and depres-

sion: when cholesterol does not satisfy. Am J Clin Nutr 1995;62:1-9

. Zhang J, Li Y, Torres ME. How does a suicide attempter eat differently

from others? comparison of macronutrient intakes. Nutrition 2005;21:
711-717

Baca-GarciaE, Diaz-Sastre C, Garcia-ResaE, et a. Lack of association
between plasma apolipoprotein E and suicide attempts [letter]. JClin
Psychiatry 2004;65:580

Hwang JP, Yang CH, Hong CJ, et a. Association of APOE genetic
polymorphism with cognitive function and suicide history in geriatric
depression. Dement Geriatr Cogn Disord 2006;22:334-338

. Tierney E, Nwokoro NA, Porter FD et a. Behavior phenotype in the

RSH/Smith-Lemli-Opitz syndrome. Am JMed Genet 2001;98:191-200

. Edgar PF, Hooper AJ, PoaNR, et a. Violent behavior associated

with hypocholesterolemia due to a novel APOB gene mutation.
Mol Psychiatry 2007;12:258-263

. deLeon J, Diaz FJ. Planning for the optimal design of studies to person-

alize antipsychotic prescriptionsin the post-CATIE era: the clinical and
pharmacoepidemiological data suggest that pursuing the pharmacogenet-
ics of metabolic syndrome complications (hypertension, diabetes mellitus
and hyperlipidemia) may be a reasonable strategy. Schizophr Res 2007;
96:185-197

Sarchigpone M, Roy A, Camardese G, et a. Further evidence for low
serum cholesterol and suicidal behaviour. JAffect Disord 2000;61:69-71

J Clin Psychiatry 69:12, December 2008



	Table of Contents

