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Background: Thus far, only selective serotonin
reuptake inhibitors have been systematically studied
in the treatment of trichotillomania, and the results
are conflicting. This open-label study is the first
to systematically evaluate an atypical neuroleptic,
olanzapine, as a'monotherapy in the treatment of
trichotillomania.

Method: Twenty:one patients were screened and
18 patients were enrolled in a 3-month open-label
study of olanzapine fortrichotillomania (diagnosis
based on modified DSM-1V criteria). Patients with
comorbid psychiatric diserders)or on treatment with
psychoactive medication were excluded. Olanza-
pine was titrated gradually in 2.5-mg/week incre-
ments up to a maximum dose of 10 mg/day.

Results: Seventeen patients who completed at
least 1 week of olanzapine treatment were evalu-
ated. Hair pulling, as measured by the'Massachu-
setts General Hospital Hairpulling Scale, decreased
by 66% from baseline (p =< .001), and mean-scores
on the Hamilton Rating Scale for Anxiety decreased
by 63% (p = .05). Clinical Global Impressions scale
scores also revealed significant improvement as a
whole (p =<.001), with 4 patients having complete
symptom remission at the end of the study period.

Conclusion: Findings suggest that olanzapine
may be an effective monotherapy for trichotillo-
mania.
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A Ithough trichotillomania is classified in DSM-IV as
an impulse disorder, it is often conceptualized as part
of the obsessive-compulsive spectrum of disorders due
to its ritualistic nature.' These observations led to pharma-
cotherapy with selective serotonin reuptake inhibitors
(SSRIs), although controlled and open-label data support-
ing their effectiveness in trichotillomania are mixed.** Fail-
ure of some patients to respond to an SSRI led to several
augmentation strategies including lithium, anxiolytics, and
neuroleptics.* Marked improvement of trichotillomania
was noted by several researchers with the addition of a neu-
roleptic to an SSRI. These open-label augmentation stud-
ies used low-dose pimozide,’ risperidone,® haloperidol,’
and olanzapine.® The results of these studies suggest that
neuroleptics may be effective in treating trichotillomania.
Since the treatment success reported in prior studies de-
pended on augmentation, the authors of the present study
proposed to test the effectiveness of olanzapine monother-
apy in treating trichotillomania. Olanzapine is an atypical
neuroleptic with more potent blocking of 5-HT, than D,
receptors, and thus less severe extrapyramidal side effects
than traditional neuroleptics.

METHOD

Twenty-one patients with trichotillomania were screened
after responding to advertisements in a local urban news-
paper and-a trichotillomania support group newsletter and
signing an‘institational review board—approved consent
form. Eighteen patients met study criteria, but 1 patient
dropped out during the first'week; thus, 17 patients received
at least 1 week of medication. Daily uncontrollable hair
pulling resulting in noticeable hairloss was an inclusion cri-
terion. The operational definition‘of trichotillomania in this
study was broader than as defined by DSM-IV, since many
of our patients did not feel gratification or a sense of relief
as a result of their hair pulling, but all reported increased
tension prior to their ritual. Patients with current comorbid
psychiatric diagnoses or recent use of psychoactive medi-
cations were excluded. One treatment-refractory patient
who had been receiving 200 mg/day of sertraline for over 2
years was allowed to participate.

Our sample (N = 17) consisted of 2 African American
and 15 white women with a mean + SD age at trichotillo-
mania onset of 15.1 = 11.5 years and duration of illness of
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Figure 1. Treatment With Increasing Olanzapine Doses Results in
Significant Reduction in Hair Pulling and Improvement in Mood Scores

at Weeks 4, 6, 8, and 12°

diary, but were not treated with medication.
Patients began an upward titration schedule of
olanzapine starting at 2.5 mg h.s. after week 1

18- ® MGH assessments were completed, followed by 5
16+ Qe mg h.s. for week 2 if well tolerated. After-
14+ H HAM-A ward, patients were seen every 2 weeks as the
g 129 titration of olanzapine continued up to the
O . .
@ 10 maximum dose of 10 mg h.s. at week 8. The
8- .
é . last dose increase occurred at the week-8
4 appointment, and patients were next seen at
2] the final week-12 visit. The mean dose of
0 : : : : . . olanzapine at each visit is indicated in
Baseline Figure 1.
Week 0 Week1l Week2 Week4 Week6 Week8 Week 12 Assessment scores from baseline to mid
Mean dose, mg/d., 0 0 25 4.4 6.0 8.0 8.5
Mean score way through the study (week 6) and at end-
MGH 17.2 16.2 11.9 9.9 O 7.l 5 g :
CGI 4.4 4.1 3.8 3.3% 3 Qwwr 27wex Q2w point (week 1.2) were analyzed for chan.ges
HAM-D 5.4 3.7 1.3 1.9%%  1.5%  16%¥ 3.1 over time using a last-observation-carried-
HAM-A 7.6 5.0 2.2 2.8k 27 2@k gk forward (LOCF) technique with a nonpara-

*Abbreviations: CGI = Clinical Global Impressions scale, HAM-A = Hamilton
Rating Scale for Anxiety, HAM-D»="Hamilton Rating Scale for Depression,

MGH = Massachusetts General Hospital Hairpulling Scale.
*p <.05.

**p <.01.

##%kp < .001.

metric Wilcoxon rank sum paired test due to
the small sample size. It was determined in ad-
vance that patients’ scores would be assessed
halfway through the study at week 6, since the
titration schedule at week 6 would allow us

20.5 = 10.4 years. Using the Structuréd Clinical Interview
for DSM-IV Axis I Disorders (SCID).’ we determined
that none of the patients had met criteria foranother/Axis I
diagnosis in the last 6 months. Six patients;had/been
treated in the past for major depressive disorder,.and an
additional 3 had minor depressive symptoms. Twoof/our
patients were treated in the past for obsessive-compulsive
disorder with complete recovery, and 2 had met DSM-IV.
criteria for compulsive personality disorder. Four patients
had never had any psychiatric symptoms other than
trichotillomania. None of the patients had a substance
abuse history. Nine patients reported no response to previ-
ous SSRI therapy.

At baseline, all patients were assessed using the SCID
as well as the Massachusetts General Hospital Hairpulling
Scale (MGH),"” Hamilton Rating Scale for Anxiety
(HAM-A)," Hamilton Rating Scale for Depression
(HAM-D),"” and Simpson-Angus Scale.” In addition, a
brief medical examination with selected laboratory tests
was administered. Patients were given a hair-pulling diary
with instructions to report (1) every instance of hair pull-
ing, (2) the duration of each episode, (3) their ability to
resist the urge, and (4) the level of anxiety experienced
during the episode. The diary and the MGH hair-pulling
scores together formed the basis for determining the over-
all Clinical Global Impressions scale (CGI)'* score.

Patients were seen for a review of their hair-pulling di-
ary and were evaluated with the MGH, HAM-A, HAM-D,
Simpson-Angus, and CGI at every visit. During the first
week, patients were required to fill out a daily hair-pulling
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to examine dose efficacy (i.e., 5—7 mg/day)

in relation to symptomatology changes. To
identify significant relationships among hair pulling, anxi-
ety, depression, and global improvement, a Spearman cor-
relation matrix was performed. A 95% confidence interval
and an a priori alpha probability of .05 was set for all
analyses.

RESULTS

One ) patient was lost to follow-up after 1 week of
placebo treatment; therefore, 17 patients (mean age =
36.84 12.5 years) completed at least 1 week of olanzapine
therapy and.were included in the LOCF analysis. Four pa-
tients dropped out,of the study prior to the week 12 evalu-
ation. Two'patients dropped out because of sedation (after
5 and 8 weeks of olanzapine treatment), 1 dropped out
because of parotid swelling at week 8, and 1 was lost to
follow-up after 1 week of taking 2.5 mg/day of olanza-
pine. The most common adverse side effects were seda-
tion and weight gain. All of these<side effects, including
the parotid swelling, resolved on medication discontinu-
ation. No patients developed extrapyramidal symptoms as
assessed by weekly administration of the Simpson-Angus.

Significant differences in MGH, HAM-A; HAM-D,
and CGI scores between baseline and weeks 4, 6, 8, and
12 are indicated in Figure 1. Changes in scores from base-
line to endpoint, determined using the LOCF technique,
indicated that hair pulling decreased by 66%, levels of
anxiety were reduced by 63%, and depressive symptoms
were attenuated by 43%. An improvement of 50% in glo-
bal impression was recorded.
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Statistically significant improvement in MGH, HAM-A,
HAM-D, and CGI scores occurred at 6 weeks, when about
one half of patients were taking 5 mg of olanzapine and the
other half were taking 7.5 mg. At the end of the study, only
6 patients reached a daily dose of 10 mg; the rest were tak-
ing 7.5 mg of olanzapine. Our data suggest that the mini-
mum effective dose of olanzapine was 5 mg; 7 patients re-
sponded well at 7.5 mg. The MGH score was the primary
efficacy variable. We arrived at a CGI score by consider-
ing patients’ daily hair-pulling diary and MGH score, which
is a reliable and validated assessment tool for assessment
of trichotillomania.'®

Although patients reported some anxiety and depres-
sive symptoms at baseline, their level of symptomatology
did not meet DSM-IV criteria for an anxiety or depressive
disorder. Nevertheless, as patients’ hair-pulling rituals de-
creased, so did their levels of anxiety and depression:
mean HAM-A scores decreased from 7.6 to 2.8 and mean
HAM-D scores decreased from 5.4 to 1.6 by week 8, as in-
dicated in Figure 1.

A Spearman correlationmatrix showed significant
relationships among psychiatric ,assessment and hair-
pulling scores. A robust associdation between MGH and
HAM-A and HAM-D scores emerged by week 12, so that
a decrease in hair pulling was significantly related to a
decrease in anxiety (p=.02) and depressive symptoms
(p=.005). At every observation timepointy including
baseline, HAM-A and HAM-D scores were significantly
related, with correlation coefficients ranging from-0.75
to 0.54. Except at baseline, MGH and CGI scores were
also highly associated, with coefficients ranging from.0.76
to 0.63. There was a significant reduction in depressive
symptoms of 72% at week 6 (p < .01), but minimal reduc=
tion by week 12 due to 2 patients becoming more de-
pressed at weeks 10 and 11 of the study.

Four of the 13 patients who completed the 12-week
study stopped their hair pulling completely and reported
no urge to pull their hair during the previous 4 weeks. At
baseline, each of these patients pulled their hair daily on
multiple occasions. Three of our patients had large bald
spots; 2 of these patients wore wigs. All 3 patients were
free of bald spots at the end of the study. On the other
hand, 1 patient who pulled only her eyelashes did not
improve at all. The rest of the patients improved from mul-
tiple daily hair pulling to once or twice per week. We have
data on 1-month follow-up after olanzapine discontinu-
ation on 12 patients. Four patients relapsed and 8 main-
tained their improvement, although only 1 was totally free
of urges to pull.

DISCUSSION
While all of the patients reported increased anxiety and

tension preceding their hair pulling, some were not even
aware of the behavior until well into their ritual. Chronic-
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ity of behavior may have accounted for these findings,
since the mean duration of illness in our sample was
20.5 = 10.4 years. Another possibility to consider is that
patients who ritualistically pull their hair without con-
scious awareness may suffer from a tic spectrum disorder.
The robust response to olanzapine, a dopaminergic agent,
would support such a consideration.

It is noteworthy that 2 of our patients developed major
depressive disorder at the end of the study while on treat-
ment with 10 mg of olanzapine, elevating the mean
HAM-D score to near the week 1 level. One of these
patients had a past history of recurrent major depressive
disorder, but the other had no previous depression. This
finding was unexpected, especially since Shelton et al.'"
reported that olanzapine augmentation was reported to
significantly improve depressive symptoms in patients
who were unresponsive to fluoxetine treatment alone. In
view of our findings, trichotillomania patients should be
carefully monitored for possible emergence of depressive
symptoms when olanzapine is used as a monotherapy for
trichotillomania. Since comorbidity with depression and
anxiety is high among trichotillomania patients, a combi-
nation of SSRI and olanzapine treatment may be more
appropriate for trichotillomania patients who are de-
pressed.'®

Our study suggests that olanzapine may be effective in
reducing core hair-pulling symptoms, as well as associ-
ated anxious and depressive symptoms of trichotillo-
mania. The major limitation of this study is that it is not a
double-blind randomized protocol; therefore, some inves-
tigator bias may have been inadvertently introduced.
It should also be noted that the hair-pulling diary may be
considered a form of behavioral therapy, which may con-
found our findings. The fact that as the olanzapine dose
was gradually increased, the MGH score steadily de-
creased argues against that hypothesis. In addition, there
was no statistically significant difference in MGH score
between’baseline-and the end of week 1, even though pa-
tients did keep a thair-pulling diary but were not taking
medication.

Drug names: fluoxetine (Prozac and others), haloperidol (Haldol and
others), olanzapine (Zyprexa), pimozide (Orap), risperidone
(Risperdal), sertraline (Zoloft).
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