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other things, because they lead to a reduction in the number
of mechanical restraints.

It has been seen that the decreased use of mechani-
cal restraint on its own without specific training can lead
to an increase in attacks against patients and staff.? In
this regard, specific training in the different units and
health centres to increase knowledge of the factors that
lead to agitation, teaching the least restrictive inter-
ventions possible and learning safe reactions to patient
violence are necessary for application of the technique to be
effective.

It is recommended that training in behavioural emer-
gency management and agitation, analogous to advanced
training in cardiovascular life support, should be regular,’
on an annual basis if possible. This should include not only
learning in a classroom or from a book, but also putting skills
into practice. In this sense, de-escalation techniques can
be learned through role play or simulated encounters with
patients.” It should be noted that all members of hospital
staff, not just health workers in psychiatry, can learn de-
escalation techniques and use them successfully if they are
well trained and gain a certain skill set.

In conclusion, clinical staff in emergency departments
and other health network facilities should be trained
in de-escalation techniques, and in the prevention and
management of agitated and aggressive behaviour,”° there-
fore we recommend implementing training programmes
in verbal de-escalation. We consider that this training
is applicable in our environment and has the potential
to improve how episodes of agitation are handled, while
increasing user satisfaction with the entire therapeutic
process.

References

1. American Psychiatric Association. Diagnostic and statistical man-
ual of mental disorders. 5th ed Washington, DC: American
Psychiatric Association; 2013.

2. Zeller SL, Rhoades RW. Systematic reviews of assessment mea-
sures and pharmacologic treatments for agitation. Clin Ther.
2010;32:403-25.

3. Noguchi IHDH. Guia de practica clinica para el tratamiento de la
agitacion psicomotoray la conducta agresiva. Rev Neuropsiquiatr.
2014;77:19.

4. Garriga M, Pacchiarotti |, Kasper S, Zeller SL, Allen MH, Vazquez
G, et al. Assessment and management of agitation in psychiatry:
Expert consensus. World J Biol Psychiatry. 2016;17:86-128.

5. Huckshorn KA. Re-designing state mental health policy to prevent
the use of seclusion and restraint. Admin Policy Mental Health
Mental Health Serv Res. 2006;33:482-91.

6. Holloman GH, Zeller SL. Overview of project BETA: Best
practices in evaluation and treatment of agitation. West J
Emerg Med [Internet]. 2012;13:1-2. Disponible en: http://www.
pubmedcentral.nih.gov/articlerender.fcgi?artid=3298232&tool=
pmcentrez&rendertype=abstract

7. Richmond J, Berlin J, Fishkind A, Holloman G, Zeller
S, Wilson M, et al. Verbal De-escalation of the agitated
patient: Consensus statement of the american association for
emergency psychiatry project BETA de-escalation workgroup.
West J Emerg Med [Internet]. 2012;13:17-25. Disponible en:
http://www.escholarship.org/uc/item/55g994mé6

8. Khadivi AN, Patel RC, Atkinson AR, Levine JM. Association
between seclusion and restraint and patient-related violence.
Psychiatr Serv [Internet]. 2004;55:1311-2. Disponible en:
http://psychiatryonline.org/doi/abs/10.1176/appi.ps.55.11.
1311

9. Knox D, Holloman G. Use and avoidance of seclusion and
restraint: Consensus statement of the american association for
emergency psychiatry project BETA seclusion and restraint work-
group. West J Emerg Med [Internet]. 2012;13:35-40. Disponible
en: http://www.escholarship.org/uc/item/0pr571m3

Gonzalo Salazar de Pablo®"*, Ana Gonzalez-Pinto¢

2 Instituto de Psiquiatria, Psicologia y Neurociencias, King’s
College London, Londres, Reino Unido

b Departamento de Psiquiatria, Hospital General
Universitario Gregorio Maranén, Universidad Complutense
de Madrid, Madrid, Spain

¢ Hospital Universitario de Alava-Santiago, CIBERSAM,

EHU, Vitoria, Spain

d Sociedad Espanola de Psiquiatria Biolégica, CIBERSAM,
Spain

*Corresponding author.
E-mail address: gsalazardepablo@gmail.com
(G.S. de Pablo).

26 March 2018

2173-5050/ © 2019 SEP y SEPB. Published by Elsevier Espana,
S.L.U. All rights reserved.

Clozapine and acute hepatitis* n
Clozapina y hepatitis aguda

Dear Editor,

Clozapine is an atypical antipsychotic introduced into clin-

ical practice in the early 1970s and indicated in patients
with schizophrenia resistant to other antipsychotics and in

* Please cite this article as: Prieto de Paula JM, Martin-Luquero
Ibafiez M, Martin Guerra J, Cepedello Pérez S,Franco Hidalgo S, Pri-
eto Dehesa M, et al. Clozapina y hepatitis aguda. Rev Psiquiatr Salud
Ment (Barc.). 2020;13:49-50.

psychotic disorders occurring in Parkinson’s disease where
conventional therapy has failed.

Given the severity of the haematological (neutrope-
nia/agranulocytosis), with incidences of 3 and .7%,
respectively, and cardiovascular (pericardiomyocarditis,
thromboembolic disease, arrhythmias or sudden death)side
effects included in its technical data sheet,’ its use as first
line therapy is not widespread, despite its proven efficacy
in resistant schizophrenia. This has probably led to less
attention being paid to other side effects. This is the case
with acute hepatitis, which is predominantly cytolytic and,
although very rarely, can lead to fatal fulminant hepatic
necrosis.

We performed a review of the medical literature (MED-
LINE, PubMed; keywords: clozapine and hepatotoxicity
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and/or liver enzyme elevations) and we found several noti-
fications of liver toxicity. Specifically, we found 2 cases in
Spanish, one of which received at least 4 hepatotoxic drugs,?
and the other based on a patient with hepatitis C virus.?
Therefore, we believe it is of interest to present the case of
a patient that we attended recently.

A 49-year-old male, with a personal history of schizophre-
nia who had started treatment with clozapine at a dose
of 100mg/day 45 days earlier, at the time of consulta-
tion. The patient consulted due to a mild deterioration
of his general condition and nonspecific abdominal dis-
comfort. He had also been treated, for 2 years, with
metformin 850mg/day and diazepam 5mg/day. On physi-
cal examination the only abnormal sign was a body mass
index of 33 kg/m?. Analytically, of note was a normal blood
system, prothrombin activity of 92%, aspartate aminotrans-
ferase (AST) 314IU/l (normal value [nv]: 2-38), alanine
aminotransferase (ALAT) 808IU/l (nv: 2-41), gamma glu-
tamyl transpeptidase (GGT) 104IU/l (nv: 7-50), lactate
dehydrogenase (LDH) 293I1U/L (nv: up to 250) and ferritin
above 1000 ng/ml, with 25% saturation rate. Proteinogram,
immunoglobulin G, alpha-1 antitrypsin, ceruloplasmin and
serum copper were normal, and serology against hepatitis
viruses A, B, C and E, HIV, cytomegalovirus, Epstein-Barr
virus, herpes simplex virus | and Il, Mycoplasma pneu-
moniae, Chlamydia pneumoniae, parvovirus, Treponema
and Coxiella burnetti was negative. Antinuclear, anti-
smooth muscle, anti-mitochondrial, anti-LKM, anti-LC and
anti-SLA antibodies were also negative. Abdominal ultra-
sound showed only hepatic hyperechogenicity. Given the
suspicion of toxic hepatitis with cytolytic predominance
(ALAT /upper limit of normality[ULN]/FA/ULN >5), clozap-
ine was discontinued, after which liver analysis improved
and normalised after 45 days. Psychopathologically, the
patient remained stable after the introduction of amisul-
pride. The Naranjo causality scale established a probable
causal attribution (6 points). The case was reported to
the Regional Centre for Pharmacovigilance of Castilla y
Leon.

Clozapine appears to frequently cause asymptomatic ele-
vation of transaminases. Thus, Hummer et al.* were able to
confirm it in up to 37% of their patients, of whom more than
60% had normalised in the following 3 months. This would
translate as a frequent and, in most cases, transitory phe-
nomenon. In another study, 3-fold elevations of ALAT were
detected in up to 15% of treatment cycles.” However, and
although much more rarely, liver failure and death have been
described.®”

Unlike the assumption of agranulocytosis, there are no
clear recommendations on the follow-up of liver tests. Most
authors advise discontinuing the drug when transaminase
elevations are higher than 3 times normal, but they are not
uniform in the frequency of their testing. In the meantime,

it seems prudent to monitor liver tests initially and then
weekly or depending on the clinical signs.?

We insist, once again, on the need to broaden the knowl-
edge of this entity; and therefore it is very necessary to
report it to the relevant pharmacovigilance centres, which
implies, on the other hand, an obligation that concerns us
all as professional practitioners.
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