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The future of pharmacotherapy
for obsessive-compulsive disorder
may lie in a better understanding
of its heterogeneity

Vlasios Brakoulias
The University of Sydney, Nepean Hospital, Sydney Medical School, Department of Psychiatry,
Sydney, Australia

Pharmacological treatments currently available to treat obsessive-compulsive
disorder (OCD) rarely produce remission. This Editorial aims to encourage
more targeted research based on the specific OCD symptoms patients primar-
ily present with. Specific OCD symptoms have been associated with distinct
clinical characteristics, aetiological hypotheses and treatment responses.
Treatment studies should use these findings to develop more targeted
pharmacotherapy for patients with OCD.
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1. Introduction

Obsessive-compulsive disorder (OCD) is a heterogeneous condition in that it can
present with many different symptoms. Although the presence of obsessions and
compulsions is the key diagnostic element of OCD, sufferers of OCD can vary
significantly in regards to their presenting symptoms (1. The OCD symptom
dimensions that are commonly referred to in the literature are summarised in
Table 1. OCD sufferers can also vary in regards to a number of other characteristics,
and subtypes have been proposed on the basis of these characteristics, for example,
whether OCD has an early or late age of onset. Potential subtypes of OCD are
summarised in Figure 1; however, these subtypes are limited by their inconsistent
definitions, overlapping features with OCD symptom dimensions and the small
number of studies that have attempted to validate them. High-dose serotonin reup-
take inhibitors (SRIs) can alleviate symptom severity for OCD sufferers; however,
< 10% will achieve symptom remission, and a reduction in OCD symptom severity
is said to occur in only 40 - 60% of those treated with high-dose SRIs [21. Addition-
ally, the response to treatment with SRIs can take months and this is a longer period
of time than what would be required for depression or other anxiety disorders.
Hence, improved treatments for OCD are needed. The first-line treatment for
OCD is either a high-dose SRI or the psychological approach of exposure and
response prevention (ERP) (34]. Due to the lack of psychologists skilled in the
practice of ERP for OCD, the costs of psychological therapy and the distress asso-
ciated with ERP (where sufferers are asked to expose themselves to the anxiety
provoking stimulus), SRIs remain a popular treatment option for OCD sufferers.
Pharmacological strategies offer hope for sufferers of OCD and future research
needs to focus on greater and more rapid relief of symptoms in a wider range
of sufferers.

Attempts to improve the treatment of OCD using pharmacological agents that
target different receptors within our central nervous system, for example, glutama-
tergic compounds, have been presented in the review article in this issue [5]. These
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Table 1. Common obsessive-compulsive disorder
symptom dimensions referred to in the literature.

Obsessions Compulsions
1 Contamination Cleaning
2 Symmetry/order Ordering/arranging

3* Aggressive (impulsive)/sexual/religious ~ Mental rituals
(unacceptable/taboo thoughts/'pure O’)
4*  Aggressive (unintentional)/doubt

5 Hoarding*

Checking
Hoarding*

*Symptom dimensions 3 and 4 are often combined in the literature.
fHoarding has been regarded as a symptom of obsessive-compulsive disorder
in most studies; however, recent changes to psychiatric classification have also
acknowledged a separate ‘hoarding disorder’.

* OCD with poor insight

* OCD with comorbid tic disorder

* OCD with early age of onset

¢ Familial versus sporadic OCD

* Paediatric autoimmune neuropsychiatric
disorders associated with streptococcus
(PANDAS)

Figure 1. Obsessive-compulsive disorder subtypes discussed
in the literature.
OCD: Obsessive-compulsive disorder.

attempts are limited and have not provided the relief
that OCD sufferers have been waiting for. It is likely that a
different research strategy needs to be adopted and this
may require a better understanding of the heterogeneity of

OCD o).

2. OCD symptoms and pharmacotherapy

There have been several studies [7-10] that have attempted to
assess whether different OCD symptoms respond differently
to pharmacological treatment. Hoarding symptoms have
tended to have the poorest response to pharmacotherapy (8,9].
The poor insight and schizotypy that can accompany hoard-
ing have led some authors to conclude that antipsychotic
augmentation of SRIs may be of benefit for hoarding symp-
toms [11]. There are also several studies indicating that the
neurobiological substrate for hoarding appears different to
that of other OCD symptoms. Although hoarding symptoms
often accompany OCD, new diagnostic conceptualisations of
hoarding are suggesting that it may be a disorder in its own
right (DSM5). Hence, there should be a focus on establishing
new treatments for hoarding.

Some studies [9] have also shown that contamination
obsessions and cleaning compulsions have a poorer response

to SRIs than other OCD symptoms. There has been recent
research suggesting that the emotion of disgust, rather than
anxiety, may play a significant role in the aetiology of con-
tamination obsessions [12]. In an attempt to reduce levels of
disgust, some studies [5] using the anti-emetic ondansetron
off-label to augment SRI treatment have been conducted
for contamination/cleaning symptoms.

Most studies [7.8], indicate that symmetry/ordering symp-
toms do not show a differential response to treatment with
SRIs, and yet symmetry/ordering symptoms are also accom-
panied by distinct characteristics. These include: not being
classically ego-dystonic [13], being accompanied by ‘just-
right’ sensations [14] and a higher co-occurrence of tics [14].
Studies of antipsychotic augmentation of SRI treatment for
OCD patients with comorbid tic disorder have shown mixed
results with one study showing that antipsychotic augmenta-
tion was beneficial, while another failed to confirm this
[11,15].

Checking compulsions also appear not to have a differen-
tial response to treatment with SRIs (8,9]. However, a system-
atic evaluation of treatment response as a function of
the different obsessions occurring with checking has not
been undertaken. Hence, treatment studies relating to sexual
obsessions, religious obsessions, aggressive obsessions are

needed.

3. Expert opinion

Current pharmacotherapy for sufferers of OCD can offer
symptom reduction, but uncommonly leads to symptom
remission. At this point in time, high-dose SRIs and ERP
remain the mainstay of treatment of OCD, regardless of
OCD symptom subtype. However, personal experience
suggests that patients tend to respond differently to differ-
ent SRIs and that SRIs should be changed within a few
weeks should there be no response, even though the full
potential of the SRI is unlikely to be realised for several
months.

Current research is limited by a lack of novel treatments
attempting to use advances that have been made in under-
standing the aetiology of specific OCD symptoms. The use
of ondansetron off-label to alleviate the emotion of disgust
that may be contributing to the formation of contamination
obsessions and cleaning compulsions is a good example of a
study that uses theories about actiology of a specific OCD
symptom to assess a targeted treatment.

In addition to working towards a better conceptualisation
of OCD symptoms and their aetiology, more research is
required to understand how SRIs reduce OCD symptoms.
Pizarro M et al. 5] correctly state that no studies in recent
years have questioned what seems to be an undisputed clinical
fact, that is, the efficacy of SRIs in the treatment of OCD. It
would be useful if trials of pharmacotherapy could assess
efficacy with more than the standard measures of symptom
severity. Measures relating to the reduction of specific OCD
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symptoms may be useful to determine whether some OCD
symptoms respond to treatment earlier than others and
whether some OCD symptoms respond with lower doses of
SRIs.

Recent advances in our understanding of the heterogeneity of
OCD should be used to develop new treatments for patients
suffering from OCD. This will lead to a re-evaluation of
currently widely accepted practices and the way that we study
treatment response in OCD.
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