Hindawi

Case Reports in Psychiatry
Volume 2017, Article ID 5064047, 3 pages
https://doi.org/10.1155/2017/5064047

Case Report

Treatment of Hypochondriasis in Two Schizophrenia Patients
Using Clozapine

Antonio Tundo, Luca Proietti, and Rocco de Filippis

Istituto di Psicopatologia, Via Girolamo da Carpi 1, 00196 Rome, Italy

Correspondence should be addressed to Antonio Tundo; tundo@istitutodipsicopatologia.it
Received 14 February 2017; Revised 24 April 2017; Accepted 2 May 2017; Published 31 May 2017
Academic Editor: Douglas L. Noordsy

Copyright © 2017 Antonio Tundo et al. This is an open access article distributed under the Creative Commons Attribution License,
which permits unrestricted use, distribution, and reproduction in any medium, provided the original work is properly cited.

Hypochondriasis (HYPO), an obsessive-compulsive spectrum disorder, is frequent in patients with schizophrenia (SCH) (20%),
especially among those treated with clozapine (36.7%). Treatment options for OCS/OCD in patients under clozapine (CLZ) include
combining clozapine with amisulpride/aripiprazole or a mood stabilizer, augmenting clozapine with a serotoninergic reuptake
inhibitor, adding cognitive behavioural therapy, and gradually reducing dosage. No treatments have been proposed for HYPO in
patients using clozapine so we examine these options in 2 cases and report the results. Among treatments delivered, only dosage
reduction adequately worked. We recommend caution when thinking about escalating treatment and suggest trying it only when
alternative interventions were not successful and weighing risk and benefits of this therapeutic strategy. Further research is needed
to confirm the hypothesis that CLZ treatment induces hypochondriac symptoms, to investigate the prevalence of the phenomenon,

and, mostly, to identify possible treatment strategies.

1. Introduction

Clinical evidence shows that patients with schizophrenia
(SCH) have a higher prevalence of OCS (30%) and OCD
(12%) than the general population (2-3%) [1, 2] and that in
more than 70% of the cases the onset or aggravation of OCS
takes place after the beginning of treatment with a second-
generation antipsychotic (SGA), mainly clozapine (CLZ) (for
a review see [3]).

The antiserotonergic properties (mostly the antagonism
at 5-HTIC, 5-HT2A, and 5-HT2C receptors) and the putative
proglutamatergic effect of CLZ may account for this obser-
vation (for a review see [3]). However, hypothesized causal
interactions need further confirmation and an interaction
between genetic/biological predispositions, psychosocial fac-
tors, and treatments could better explain the phenomenon
[3].

A recent study showed that also hypochondriasis (HYPO)
is more frequent in patients with SCH (20%) than in the
general population (1%) and that its prevalence is higher in
patients treated with CLZ (36.7%) than in those treated with
other antipsychotics (6.7%) [4].

HYPO is an obsessive-compulsive spectrum disorder [5],
so we can assume that the same pathogenetic hypothesis
proposed for CLZ-induced OCS/OCD is implicated in CLZ-
induced HYPO.

To our knowledge, no treatment guidelines are available
for hypochondriasis symptoms in SCH patients treated with
CLZ, so in 2 cases we tried the treatments proposed for
OCS/OCD co-occurring with SCH in patients taking CLZ
and reported the results. These treatments include combining
clozapine with amisulpride/aripiprazole or a mood stabilizer,
augmenting clozapine with a serotoninergic reuptake inhib-
itor (SRI), adding cognitive behavioural therapy (CBT), and
gradually reducing dosage (for a review see [6-9]). We
assessed psychopathological and clinical conditions as well as
general functioning using the Positive and Negative Symptom
Scale total score [10], Clinical Global Impression-Severity
[11], Global Assessment of Functioning Scale [12], and, after
HYPO onset, Hypochondriasis Y-BOCS Scale [13]. The scales
were administered at each visit, every month during the
acute phase, and every 3-4 months during the maintenance
phase.
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TaBLE 1: Psychopathological, clinical, and functioning assessments before clozapine introduction and after clozapine response.

Case A Case B
Scale Before clozapine After clozapine Before clozapine After clozapine
introduction response introduction response
Positive and Negative Symptom
Scale total score [10] 86 43 o8 >0
Global Assessment of Functioning 45 75 40 63
Scale [11]
Clinical Global Impression-Severity
4 1 5 2
(12]
TABLE 2: Hypochondriasis Y-BOCS scores before and after clozapine dosage reduction.
Case A Case B
Item Before clozapine After clozapine Before clozapine After clozapine
dosage reduction dosage reduction dosage reduction dosage reduction

Time occupied by hypocondriac thoughts 3 1 4 1
Interference of hypocondriac thoughts with 3 0 4 )
functioning
Distress caused by hypocondriac thoughts 3 1 4 2
Resistance against hypocondriac thoughts 3 2 4 2
Degree of control over hypochondriac thoughts 3 1 4 2
Insight into hypochondriacal thoughts 3 1 4 2
Time spent performing hypochondriac

. 2 1 4 1
behaviors
Interference due to hypochondriac behaviors 2 0 4 1
Distress associated with hypochondriac

. 3 1 4 1
behaviors
Total 25 8 36 13
% reduction 68 64

2. Case Reports

2.1. Case Report A. Mr. E is a 52-year-old man, single, and
employed. He had no a personal or familiar history of OCD
or HYPO. At 31 years, he developed schizo-affective disor-
der (SA) (DSM-1V criteria), successfully treated (Table 1) with
clozapine (200 mg/day), lithium salts (serum level 0.60 mEq/1),
and valproate (600 mg/day, serum level 50 pugr/ml). After 5
years of remission, we discontinued valproate and reduced
clozapine to 150 mg/day. When E was 47 years old, he devel-
oped severe HYPO (DSM-1IV criteria) (Table 2) with head-
ache, dizziness, fear of having a neurological disease, and
reassurance seeking (frequent neurological visits and calls).
We treated unsuccessfully HYPO: (a) adding sertraline
(150 mg/day) and discontinuing it after 3 months for psy-
chotic symptoms reactivation (the Positive and Negative
Symptom Scale total score increased from 44 to 72); (b)
adding valproate (900 mg/day, serum level 78 ugr/ml) (4
months); (c) adding aripiprazole (20 mg/day) (2 months).
The combination of pharmacotherapy and CBT (37 sessions)
partially improved HYPO. Lastly, we reduced the clozapine
dosage from 150 to 75 mg/day (25 mg for month) and HYPO

gradually remitted (Table 2). HYPO remission, as well as SA
remission, continued for 3 years.

2.2. Case Report B. Mr. B. is a 48-year-old man, single, and
employed. He had a personal history of panic attacks but
not a personal or familiar history of OCD or HYPO. When
he was 19 years old, he developed SCH successfully treated
with clozapine (500 mg/day) in combination with valproate
(1000 mg/day, serum level 86 pugr/ml) (Table 1). Seven years
ago, we discontinued valproate and reduced clozapine
(400 mg/day). When B. was 45 years old, he developed a very
severe HYPO disorder (DSM-1V criteria) (Table 2) with dys-
pnea, fear of having a cardiac disease, and reassurance seeking
(frequent medical visits and hospital admissions). B. refused
CBT and we treated HYPO unsuccessfully: (a) adding parox-
etine (30 mg/day), sertraline (150 mg/day), and clomipramine
(50 mg/day) (resp., 2, 3, and 2 months); (b) adding valproate
(1500 mg/day, serum level 94 pugr/ml) (3 months); (c) adding
valproate (1500 mg/day, serum level 91 pgr/ml) plus amisul-
pride (600 mg/day) (4 months). Lastly, we reduced clozapine
dosage (100 mg/die) without changing valproate and amisul-
pride doses and HYPO dramatically improved (Table 1).
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HYPO improvement, as well as SCH remission, continued for
2 years.

3. Discussion

To our knowledge, this is the first report on treatment of
HYPO secondary to CLZ use. Among the attempted thera-
peutic strategies, combining clozapine with amisulpride/ari-
piprazole or valproate did not work, augmentation with a SRI
did not work (1 case) or worsened psychosis (1 case), and CBT
partially worked (1 case). Only dosage reduction adequately
worked.

Although the main focus of this report was evaluating the
possible treatment strategies for hypochondriasis symptoms
co-occurring with SCH in patients using CLZ, it suggests that,
as previously reported for OCS [14], hypochondriasis is a dose
and treatment duration dependent side effect of CLZ.

Undoubtedly, CLZ is the more effective antipsychotic for
treatment-resistant psychoses and has important protective
effects against suicidal behaviour resulting in lowest mortality
of patients with SCH [15-17]. Therefore, clinicians should
consider that CLZ could induce the onset or aggravation not
only of OCS/OCD, as reported in some studies, but also of
HYPO and that this disorder needs a specific treatment. In
this regard the dosage reduction, if possible, proved to be a
useful option. We recommend caution when thinking about
escalating treatment and suggest trying it only when alterna-
tive interventions miscarried and weighing risk and benefits
of this therapeutic strategy. The control of psychotic symp-
toms must remain a priority in the treatment of patients with
SCH.

Further research is warranted to confirm the hypothesis
that CLZ treatment induces hypochondriac symptoms, to
investigate the prevalence of the phenomenon, and, mostly,
to identify possible treatment strategies.

Conflicts of Interest

The authors declare no conflicts of interest during the last 36
months.

Acknowledgments

The authors thank Roberta Necci for her technical help and
support in translation. This study was funded by the Fon-
dazione dell'Istituto di Psicopatologia Onlus, Rome, Italy
(Grant no. 01/2014).

References

[1] M. Swets, J. Dekker, K. van Emmerik-van Oortmerssen et al.,
“The obsessive compulsive spectrum in schizophrenia, a meta-
analysis and meta-regression exploring prevalence rates,” Schiz-
ophrenia Research, vol. 152, no. 2-3, pp. 458-468, 2014.

[2] N. A. Fineberg, M. P. Hengartner, C. E. Bergbaum et al., “A
prospective population-based cohort study of the prevalence,
incidence and impact of obsessive-compulsive symptomatol-
ogy, International Journal of Psychiatry in Clinical Practice, vol.
17, no. 3, pp. 170-178, 2013.

[3] E Schirmbeck and M. Zink, “Effect of antipsychotic treatment
on obsessive-compulsive symptoms,” in Obsessive-Compulsive
Symptoms in Schizophrenia, L. De Haan, F. Schirmbeck, and
M. Zink, Eds., pp. 147-175, Springer International Publishing,
Basel, Switzerland, 2015.

[4] G. Grassi, L. Poli, A. Cantisani, L. Righi, G. Ferrari, and S. Pal-
lanti, “Hypochondriasis and obsessive-compulsive disorder in
schizophrenic patients treated with clozapine vs other atypical
antipsychotics,” CNS Spectrums, vol. 19, no. 4, pp. 340-346, 2014.

[5] O.]. Bienvenu, J. E Samuels, L. A. Wuyek et al., “Is obsessive-
compulsive disorder an anxiety disorder, and what, if any, are
spectrum conditions? A family study perspective,” Psychological
Medicine, vol. 42, no. 1, pp. 1-13, 2012.

[6] American Psychiatric Association, “Practice guideline for the
treatment of patients with obsessive-compulsive disorder,” The
American Journal of Psychiatry, vol. 1, pp. 164-56, 2007.

[7] S. Englisch and M. Zink, “Polypharmacy for obsessive compul-
sive symptoms in schizophrenia: augmentation and combina-
tion strategies,” in Obsessive compulsive symptoms in schizophre-
nia, L. De Haan, E. Schirmbeck, and M. Zink, Eds., pp. 179-202,
Springer International Publishing, Basel, Switzerland, 2015.

[8] A. Tundo and R. Necci, “Cognitive-behavioural therapy for
obsessive-compulsive disorder co-occurring with psychosis:
Systematic review of evidence,” World Journal of Psychiatry, vol.
6, n0. 4, pp. 449-455, 2016.

[9] S. Lin, S. Su, and C. Pan, “Higher plasma drug concentration
in clozapine-treated schizophrenic patients with side effects of
obsessive/compulsive symptoms,” Therapeutic Drug Monitor-
ing, vol. 28, no. 3, pp. 303-307, 2006.

[10] S.R. Kay, A. Fiszbein, and L. A. Opler, “The positive and nega-
tive syndrome scale (PANSS) for schizophrenia,” Schizophrenia
Bulletin, vol. 13, no. 2, pp. 261-276, 1987.

[11] W. Guy, “Clinical global impressions (028-CGI),” in ECDEU
Assessment Manual for Psychopharmacology Revised, U.S. Depart-
ment of Health, Education, and Welfare Pubblication (ADM),
Psychopharmacology Research Branch, pp. 218-222, National
Institute of Mental Health, Rockville, Md, USA, 1976.

[12] S. H. Jones, G. Thornicroft, M. Coffey, and G. Dunn, “A brief
mental health outcome scale. Reliability and validity of the
global assessment of functioning (GAF),” British Journal of
Psychiatry, vol. 166, pp. 654-659, 1995.

[13] A. Greeven, P. Spinhoven, and A. J. L. M. Van Balkom, “Hypo-
chondriasis Y-BOCS: A study of the psychometric properties
of a clinician-administered semi-structured interview to assess
hypochondriacal thoughts and behaviours,” Clinical Psychology
and Psychotherapy, vol. 16, no. 5, pp. 431-443, 2009.

[14] M. Zink, “Comorbid obsessive-compulsive symptoms in schiz-

ophrenia: insight into pathomechanisms facilitates treatment,”

Advances in Medicine, Article ID 317980, 18 pages, 2014.

C. Asenjo Lobos, K. Komossa, C. Rummel-Kluge et al., “Cloza-

pine versus other atypical antipsychotics for schizophrenia,”

Cochrane Database of Systematic Reviews, vol. 11, article

CD006633, 2010.

[16] J. P. McEvoy, J. A. Lieberman, T. S. Stroup et al., “Effectiveness
of clozapine versus olanzapine, quetiapine, and risperidone in
patients with chronic schizophrenia who did not respond to
prior atypical antipsychotic treatment,” The American Journal
of Psychiatry, vol. 163, no. 4, pp. 600-610, 2006.

J. Tithonen, J. Lonnqvist, K. Wahlbeck et al., “11-year follow-up
of mortality in patients with schizophrenia: a population-based
cohort study (FINI11 study),” The Lancet, vol. 374, no. 9690, pp.
620-627, 2009.

=
)

=
)



