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Introduction

Obsessive-compulsive disorder (OCD) is a heterogeneous psychiatric disorder

with a lifetime prevalence in the general population of approximately 2-3% . It

is currently classified by the DSM-5 within the chapter of “Obsessive-Compul-

sive and Related Disorders” (OCRDs), where it is the “nosological organizer”,

together with Body Dysmorphic Disorder, Hoarding Disorder, Trichotillomania

(Hair-Pulling Disorder) and Excoration (Skin-Picking) Disorder. ICD-11 will fol-

low the DSM-5 and create an analogue chapter adding Olfactory Reference

Disorder and Hypocondriasis (Health Anxiety Disorder) to the other OCRDs 2.

The diagnosis of OCD is made by the presence of recurrent or persistent, up-

setting thoughts, images, or urges, that are experienced, at some time during

the iliness, as intrusive and unwanted (obsessions), and that cause anxiety or

distress (at least in most individuals, although with time subjects may respond

with compulsions before experiencing anxiety); the individual attempts to ig-

nore or suppress the obsessions or to neutralize them by performing a compul-

sion. Compulsions, which follow obsessions in the vast majority of patients 2,

are repetitive behaviors or mental acts performed in response to obsessions.

By definition, compulsions are finalized behaviors (aimed at preventing or re-

ducing anxiety or distress, or preventing some dreaded event or situations),

unlike other repetitive acts like tics which are purposeless. Moreover, compul-

sions are intentional 4. Together with obsessions and compulsions, avoidance

behaviors are usually present, and such signs and symptoms interfere with

individual functioning and consume time (at least one hour per day for the

diagnosis).

Family members are also usually involved in symptoms, as they often directly

participate in compulsions and in avoidance behaviors. The term family ac-

commodation has been proposed to refer to family responses specifically re-

lated to obsessive-compulsive symptoms: it encompasses behaviours, such

as directly participating to compulsions and/or assisting a relative with OCD

when he/she is performing a ritual (e.g. controlling that the patient with OCD is

“correctly” taking a shower without touching nothing “dirty” or potentially “con-  Address for correspondence:
taminating”; having to pass towels to the patient taking particular care that they

do not touch “contaminated” surfaces) or helping him/her avoiding triggers that . .

may precipitate obsessions and compulsions (the relative has to respect rules gceizirc”e“esnggioi'?sgfcﬂi ;T;j Neuromotor
that OCD imposes on the patient; e.g. for a patient with contamination obses-  Ajma Mater Studiorum University of Bologna,
sions, having to undress before entering home and putting the “dirty” clothes  Viale C. Pepoli 5, 40123, Bologna, Italy
in a specific place at home, avoiding to “contaminate” the house with “dirty ~ Phone: +39-051-2083058

clothes” and having to immediately wash themselves before entering “uncon- Fax; +39-051-521030.

taminated” rooms) ®. E-mail: umberto.albert@unibo.it

OCD has generally an early age at onset, in childhood or early adult life &, with

an earlier age at onset in males; the early age at onset may greatly impact on
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the ability of patients with OCD to gain normal skills and
abilities to function in adult life 7. OCD tends to have, in the
majority of cases (up to 75% of patients), a chronic course;
the picture is further complicated by the long duration of
untreated illness, usually of 10 years or even longer 8°.
OCD tends to run in families, because of a shared genetic
predisposition combined with shared obsessive beliefs as
cognitive vulnerability factors ©'. Cases of early onset,
particularly in male patients, can show a high degree of
comorbidity with tic disorders and attention deficit hyper-
activity disorder (ADHD) 2.

Despite the availability of effective treatments for Ob-
sessive-Compulsive Disorder (OCD), namely Cognitive-
Behavioural Therapy (CBT) and serotonergic compounds
(SSRIs and clomipramine) '*'4 there is a treatment gap
(difference between those individuals with OCD need-
ing treatment and those actually receiving it), estimated
to be in Europe of 25% in 2004 (50% approximately in
the world)®. The situation has not changed in more re-
cent years: the proportion of subjects not being treated
worldwide in more recent epidemiological studies, in fact,
is estimated to vary between 22 and 92%, with 38-to-
90% of individuals not even seeking treatment or advice
for their OCD . The phenomenon is then relevant. Even
when subjects with OCD do seek help, the mean delay
in help-seeking behaviours is substantial: it is estimated
that individuals with OCD take up to 11 years to seek pro-
fessional help '¢'7. Moreover, the interval between help
seeking and receiving an adequate treatment for OCD is
also significant (approximately 2 years for pharmacologi-
cal treatment 82°), This means that a significant challenge
exists for physicians and/or mental health professionals in
recognizing and diagnosing OCD appropriately, or in pre-
scribing or offering an adequate treatment (it may be that
psychological therapies other than CBT with exposure
and response prevention are applied, or that antidepres-
sants other than clomipramine or SSRIs are prescribed, or
for less than the required 12 weeks, or at sub-therapeutic
doses). There is thus a strong need for early recognition,
appropriate diagnosis and administration of adequate
treatments for patients with OCD 2°.

As a consequence, the duration of untreated iliness (DUI),
defined, in most investigations, as the interval between
the onset of a specific psychiatric disorder and the admin-
istration of the first pharmacological treatment at standard
dosages and for an adequate period of time, in adherent
subjects, is remarkable in OCD patients. Indeed, DUI in
OCD has been consistently demonstrated to count among
the longest for any psychiatric disorder — in recent years
ranging between seven and ten years in adults 1719212223,
In addition, ltalian studies found that the longer the DUI
(= 2 years), the lower is the response to pharmacological
treatments °'°, suggesting a possible damaging effect of
untreated symptoms even in OCD, as seen for psychotic
disorders.

There is then a strong need for evidence-based, coun-
try-specific treatment guidelines that can help Italian cli-
nicians to correctly prescribe and monitor treatments for
individuals with OCD.

The aim of the present paper is to provide an overview
of the state-of-the-art treatment of OCD, with a focus on
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the pharmacological treatment, and a preliminary draft for
the development of Italian guidelines for the treatment of
patients with OCD.

Evidence-based first-line treatments

First-line treatments for OCD include 1) pharmacotherapy
with selective serotonin reuptake inhibitors - SSRIs — and,
among the tricyclic antidepressants, only the serotonin
reuptake inhibitor —SRI — clomipramine, and 2) cognitive
behavior therapy (CBT) — in the forms of exposure and
response prevention (ERP) and/or cognitive restructur-
ing 2+%, Both the above-mentioned pharmacological and
psychological approaches have been recognized more
effective than wait-list, inactive psychological treatments
or placebo in double-blind randomized controlled trials
(RCTs) and meta-analyses.

Pharmacotherapy, CBT or both? How to choose
the personalized first-line treatment

Since both approaches are valid first-line treatments, a
logical question is which approach is indicated for which
patient and whether the combination ab initio of pharma-
cotherapy and CBT is more effective in reducing symp-
toms as compared to either monotherapy (medications
only or CBT only). A recent systematic review 3* identified
ten controlled studies assessing the efficacy of combina-
tion treatments ab initio versus CBT alone and six evalu-
ating combination strategies ab initio versus medications
alone. The combination ab initio of CBT and SRIs was not
been found to be clearly superior to either monotherapy
alone in most studies conducted in the field, except for
patients with severe depression who might benefit more
from the combination versus CBT only and children/ado-
lescents.

OCD patients with comorbid major depression should
then receive medication firstly, eventually associated with
CBT; for all remaining patients, there is clear evidence
from the literature of no additive benefits of combining ab
initio CBT and medication. Therefore, the routine use of
a combination approach in all adult patients affected by
OCD is not supported by the literature.

These findings are consistent with the results of a recent
network meta-analysis conducted by Skapinakis and col-
leagues '3, which stated that there is no sufficient evi-
dence to suggest that combined treatment is better than
psychotherapy alone, although combination of medication
and CBT seems to be an acceptable treatment, mostly in
severe OCD.

Psychological interventions are indicated by some guide-
lines (NICE guidelines) 32 as first-line treatment for the
management of mild to moderate OCD, while for mod-
erate to severe OCD, particularly when other psychiatric
disorders are present (not only major depression), phar-
macological treatment is indicated as a priority.

Pharmacological treatment: which drugs?

All SSRIs (citalopram, escitalopram, fluoxetine, fluvox-
amine, paroxetine, sertraline) and only clomipramine,
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among the tricyclic antidepressants, are considered first-
line drugs for adults with OCD. Venlafaxine proved to be
as effective as paroxetine or clomipramine in double-blind
or single-blind studies in adult patients with OCD; how-
ever, the lack of a placebo-controlled study demonstrat-
ing its superiority over placebo makes this compound a
second choice in the pharmacological treatment of adults
with OCD.

Although some meta-analyses indicate that the efficacy
of clomipramine is greater as compared to that of SSRIs
as a class in terms of standardized mean difference, ef-
fect size or NNT (e.g. Hirschtritt et al. '), individual head-
to-head comparisons between different SRls did not find
statistically significant differences in efficacy. The choice
between SSRIs or clomipramine is then conditioned by
the higher burden associated with clomipramine in terms
of side effects. SSRIs should be then prescribed as first-
choice in adults with OCD. Clomipramine may be consid-
ered when there is poor response to an SSRI, a previous
good response to clomipramine, or patient’s preference.

Which dose?

Fixed-dose studies have been performed for all SRIs ex-
cept fluvoxamine and clomipramine. The minimal effective
dose for fluoxetine and paroxetine (the one that differed
statistically from placebo in terms of response) is 40 mg/
day, and for escitalopram 20 mg/day; for citalopram and
sertraline there is an indication of greater efficacy at high-
er doses (40-60 for citalopram and 200 for sertraline). A
meta-analysis % of all placebo-controlled studies in adults
with OCD clearly confirmed that medium-to-high doses
should be used for the pharmacological treatment of OCD
in order to obtain the greatest efficacy. Table | provides
minimum target and maximum doses to be used in OCD.

How to evaluate response and when

A recent international expert consensus *¢ defined re-
sponse as a = 35% reduction in the Yale-Brown Obses-
sive Compulsive Scale (Y-BOCS) score with respect to
beginning of treatment (partial response > 25% but < 35%

reduction) (Table Il); response in OCD is gradual, incre-
mental and requires up to 12 weeks to be evident (usu-
ally it takes a minimum of 6-to-8 weeks for initial response
to be evident). This is a huge difference with respect to
response in major depressive disorder, where response
is greater in terms of symptoms reduction (>50% on the
HAM-D or MADRS usually) and occurs earlier (before
weeks 4-8 generally). This difference has to be kept in
mind, as it may happen that clinicians not fully aware of
this slow response in OCD may be willing to change treat-
ment after only 4 weeks, preventing the drug to be fully
effective (the consequence is that patients are mislabeled
as resistant).

When response, defined as above, is evident, continuation
treatment, at the same dose, is associated with continued
improvement in symptoms until remission is achieved .
Adherence should be monitored, especially in the first
weeks of treatment, when side effects associated with
pharmacological treatments may emerge while response
is still lacking.

How long should a responder be kept on
continuation/maintenance treatment?

Following adequate response, treatment should be kept
with the same compound and with the same dose until
remission is achieved . Then, treatment should be con-
tinued for a further 12 months to prevent the risk of relaps-
es 3840, Placebo-controlled, relapse prevention studies
lasted up to 12 months, and not all SRIs underwent such
trials. Several long-term, naturalistic studies showed that
in some cases treatment can be safely continued for sev-
eral years with maintenance of efficacy and prevention of
relapses #45. Severity of illness at baseline, prior duration
of untreated iliness (which may impact on response rates),
number of previous episodes and persistent psychosocial
adversities may suggest maintenance of treatment for 2
years or longer 20, Of course, the persistence of residual
symptoms as well as a partial response should suggest
maintenance treatment and a further assessment of next-
step strategies.

Although there is some evidence #“¢that long-term main-

Table I. Doses of serotonin reuptake inhibitors (SRIs) in the treatment of OCD.

Drug Starting dose Usual target dose Maximum
and incremental dose (mg/day) recommended dose
(mg/day) in Italy (mg/day)
Citalopram* 20 40-60 40*
Clomipramine 25 100-250 250
Escitalopram 10 20 208
Fluoxetine 20 40-60 60
Fluvoxamine 50 200 300
Paroxetine 20 40-60 60
Sertraline 50 200 200

* Citalopram in Italy is not indicated for the treatment of OCD, although its efficacy is established in placebo-controlled, double-blind studies. *
Citalopram is associated with dose-dependent QTc prolongation, thus in Italy the maximum dose recommended for adults is 40 mg/day (20 mg
in patients > 65 years-old or with reduced liver function). § Escitalopram is associated with dose-dependent QTc prolongation, thus in Italy the
maximum dose recommended for adults is 20 mg/day (10 mg in patients > 65 years-old or with reduced liver function).
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Table Il. Definitions of response-remission (Mataix-Cols et al., 2016, modified).

Treatment Response

Conceptual

A clinically meaningful reduction in symptoms rela-
tive to baseline severity

Operational

A >35% reduction in YBOCS scores plus CGl-I
rating of 1 (“very much improved”) or 2 (“much im-
proved”), lasting for at least one week

Partial Response

Defined as in treatment response above

A >25% but <35% reduction in YBOCS scores plus
CGil-I rating of at least 3 (“minimally improved”), last-
ing for at least one week

Remission

The patient no longer meets syndromal criteria for
the disorder and has no more than minimal symp-
toms. Residual obsessions, compulsions and avoid-
ance may be present, but are not time consuming
and do not interfere with the person’s everyday life

A score of =12 on the YBOCS plus CGI-S rating of 1
(“normal, not at all ilI”) or 2 (“borderline mentally ill”),
lasting for at least one week

Recovery

The patient no longer meets syndromal criteria for
the disorder and has had no more than minimal
symptoms. The clinician may begin to consider dis-
continuation of treatment or, if the treatment contin-

As above, lasting 1 year

ues, the aim is to prevent relapse

tenance therapy for OCD may be provided with lower dos-
ages of the anti-obsessional drug (50-t0-66% lower than
those used to achieve remission), with clear advantages
for tolerability and compliance, all published International
guidelines suggest keeping the same medium-to-high
dose throughout the maintenance phase in order to pre-
vent relapses.

Adherence to treatment is particularly important and
should be monitored throughout the whole maintenance
phase of the treatment, when remission is achieved (the
patient no more suffers from symptoms) and patients may
be more prone to forget to take medications as required.
Preliminary evidence % suggests that relapses due to pre-
mature treatment discontinuation or to intermittent adher-
ence respond less well when the same drug at the same
dose is reinstated, indicating a possible “toxic” effect of
relapses.

No clear indications emerge from the literature concerning
how to stop medications after the maintenance phase in
patients fully remitted: a slow titration regimen is prefer-
able in order to prevent discontinuation symptoms asso-
ciated with SSRIs (particularly common with drugs with
short half-life).

Resistant patients

Treatment-resistant OCD patients are defined as those
who undergo adequate trials of first-line therapies without
achieving a satisfactory response, usually defined by a re-
duction in the Y-BOCS total score =35% or >25% with re-
spect to baseline (see above for the definition of response
and partial response) .

Practically, before confirming a condition of treatment-re-
sistance, clinicians should follow these steps:

Check the appropriateness of the diagnosis of OCD; par-
ticularly, other symptoms should not inappropriately be
considered as obsessions or compulsions (obsessive-
compulsive personality disorder; ruminations occurring in
Major Depressive Disorder or other Anxiety Disorders —
e.g. GAD; repetitive stereotyped behaviours encountered
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in psychoses, in mental retardation, or in organic mental

disorders; obsessive concerns about body shape or ritu-

alized eating behaviours in Eating Disorders; patterns of

behaviours, interests or restricted and repetitive activities

in Autism).

Check that the patient has been exposed to an adequate

pharmacological trial (SRIs) in terms of appropriate doses

and for at least 12 weeks (see paragraphs above).

Consider potential medical or psychiatric comorbidities

that could affect treatment response (e.g., paradigmatic

the case of OCD comorbid with Bipolar Disorder, where

treatment with high doses of SRIs could worsen both bipo-

lar disorder — mixed episodes, rapid cycling, switch — and

OCD).

Consider the possible negative role of family members or

caregivers, who might be accommodating OC symptoms,

thus counteracting the goal of the treatment and contribut-

ing to the maintenance of the disorder. Psychoeducational

interventions directed to the families might help to estab-

lish a therapeutic alliance, to provide education about

the disorder and its treatment, to improve family problem

solving skills, and to ameliorate compliance to drug treat-

ments.

Evidence-based (at least one positive randomized con-

trolled trial versus placebo) treatment strategies for indi-

viduals not responding to a first trial with SRls are:

e antipsychotic add on to SRls;

e CBT add on to medications;

e switch to intravenous route of administration (if first-line
treatment is clomipramine or citalopram);

e switch to paroxetine or venlafaxine;

e addition of medications other than antipsychotics to
SRis;

e use of brain stimulation techniques.

a. Antipsychotic addition to SRIs

The use of antipsychotic add on to SRIs in resistant OCD
is supported by several randomized, double-blind, place-
bo-controlled studies. Review and meta-analytical studies
also confirm that augmentation of SRIs with antipsychotic



Results

Minimal length of
12

SRI treatment before
enroliment in the study

Mean dose
(mg/die)

16

Trial duration Dose (mg/die)
(weeks)

Sample (N)
40

Authors

Table Ill. Antipsychotic augmentation in treatment-resistant OCD: double-blind, placebo-controlled studies.
Muscatello et al. 2011

Antipsychotic
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versus a placebo psychological comparison — stress man-
agement training — and versus risperidone or placebo
add on) 54%. Two other RCTs support the effectiveness of
switching to medications after non-response to CBT %657,
For severe, treatment-resistant patients, several open-
label or retrospective chart reviews support the efficacy of
CBT delivered in residential settings or partial hospitaliza-
tion programs: providing time-intensive treatment, based
on delivering higher levels of treatment over a short time
period, might be suitable for individuals whose immediate
clinical improvement is important 3.

c. Switch to intravenous route of administration

A further approach in resistant OCD consists in changing
route of administration, switching to intravenous therapy:
this option is available only for clomipramine or citalo-
pram. To date, only one study °8 investigated with appro-
priate methodology (randomized placebo-controlled study)
whether IV clomipramine was efficacious for patients with
OCD refractory to oral clomipramine. This controlled study
demonstrated the significant superiority of IV clomipramine
over IV placebo, indicating that IV clomipramine is an ef-
fective treatment for patients with OCD who have a history
of an inadequate response or intolerance to oral clomip-
ramine. Although no study specifically examined the effica-
cy of IV citalopram in non-responders to oral citalopram, cli-
nicians might consider the use of intravenous therapy when
patients failed oral SSRIs and hepatic first-pass metabolic
effect is considered to contribute to resistance.

d. Switch to paroxetine or venlafaxine

Switching from clomipramine to SSRIls, or vice versa,
or from SSRI to another SSRI, is a common strategy in

clinical practice 28%. Only one controlled trial, however,
supports the efficacy of this strategy: non-responders to
prospectively administered venlafaxine or paroxetine re-
sponded to the switch to the other compound, with par-
oxetine being more effective than venlafaxine. The switch
strategy is then recommended, to our opinion, only after
the failure of antipsychotic or CBT augmentation, or when
a first-choice compound showed no improvement, not
even minimal.

e. Addition of medications other than antipsychotics
to SRIs

The effectiveness of augmentative compounds other than
antipsychotics in resistant OCD has been the subject of
several double-blind studies, with promising results for
some drugs and negative for others. A list of studies per-
formed is provided in Table IV. All of the compounds that
proved to be effective (namely pindolol and topiramate —
only 1 positive RCT, memantine — 2 positive RCTs) should
be considered as promising add-on strategies, although
reserved for patients being refractory to other more evi-
dence-based strategies °. From Table IV clinicians can
find out which compounds not to use for resistant OCD
patients.

Several controlled studies, moreover, investigated the ef-
ficacy of the addition of compounds other than antipsy-
chotics ab initio in moderate to severe non-resistant OCD
individuals (Table V). These strategies, although promis-
ing for improving the treatment outcome of OCD patients
(by shortening response latency or increasing response
rates), should be considered at the moment only for re-
search purposes.

Table IV. Efficacy of augmentation with compounds other than antipsychotics in treatment-resistant OCD: double-blind,

placebo-controlled studies.

Compound Authors Dose (mg/die) Results
Lithium McDougle et al. 1991 In range Lithium = Placebo
Pigott et al.1991
Buspirone Pigott et al.1992 30-60 Buspirone = Placebo
McDougle et al. 1993
Grady et al. 1993
Desipramine Barr et al. 1997 125 ng/ml (plasma level) Desipramine = Placebo
Inositol Fux et al. 1999 1800 Inositol = Placebo
Pindolol Dannon et al. 2000 75 Pindolol > Placebo
Gabapentin Cora-Locatelli et al. 2001 Up to 3600 Gabapentin = Placebo
Clonazepam Crockett et al. 2004 Clonazepam = Placebo
Naltrexone Amiaz et al. 2008 100 Naltrexone = Placebo
Topiramate Mowla et al. 2010 100-200 Topiramate > Placebo
Berlin et al. 2011 50-400 Topiramate = Placebo (> on compulsions only)
Afshar et al. 2014 100-200 Topiramate = Placebo
Lamotrigine Bruno et al. 2012 100 Lamotrigine > Placebo
Memantine Haghighi et al. 2013 5-10 Memantine > Placebo
Modarresi et al. 2018 20 Memantine > Placebo
Riluzole (Grant et al. 2014)* 100 Riluzole = Placebo
Pittenger et al. 2015 100
* Children.
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Table V. Add-on treatment (ab initio) in moderate to severe OCD: double-blind, placebo-controlled studies

Compound Authors Mechanism Dose (mg/die) Results
Quetiapine Vulink et al. 2009 antipsychotic 300-450 Quetiapine > Placebo
Granisetron Askari et al 2012 5-HT3 receptor antagonist 1 Granisetron > Placebo
Ondansetron Heidari et al. 2014 5-HT3 receptor antagonist 8 Ondansetron > Placebo
Celecoxib Shalbafan et al. 2015 NSAID 200x 2 Celecoxib > Placebo
Memantine Ghaleiha et al. 2013 NMDA receptor antagonist 20 Memantine > Placebo
Farnia et al. 2018 10 Memantine = Placebo
Riluzole Emamzadehfard et al. 2016 Glutamate-modulating agent 50x2 Riluzole > Placebo
N-acetylcysteine Paydary et al. 2016 Glutamate-modulating agent 2000 NAC > Placebo on YBOCS
(not on response and remission)
L-carnosine Arabzadeh et al. 2017 Glutamate-modulating agent 500 x 2 L-carnosine > Placebo
Gabapentin Farnia et al. 2018 Glutamate-modulating agent 300 Gabapentin = Placebo

NSAID: nonsteroidal anti-inflammatory drug; NDMA: N-methyl-D-aspartate; NAC: N-acetylcysteine.

f. Use of brain stimulation techniques for treatment-
resistant patients

Besides pharmacologic, behavioral, and neurosurgical
approaches, different brain stimulation methods, includ-
ing transcranial magnetic stimulation (TMS), transcranial
direct current stimulation (tDCS), deep brain stimulation
(DBS), and electroconvulsive therapy (ECT), have been
investigated in treatment-resistant patients with OCD ©':62,
revealing positive results for otherwise intractable and
treatment-refractory patients.

TMS and tDCS represent non-invasive brain stimulation
techniques that have been investigated in patients with
OCD with mixed results. A recent meta-analysis ¢ includ-
ing 15 RCTs (n = 483), most of which with small-to-modest
sample sizes, found that active versus sham TMS stimula-
tion was significantly superior for OCD symptoms. None-
theless, stimulation targets and degree of treatment resis-
tance show a wide variability across RCTs. There is less
evidence in favour of the efficacy of tDCS versus TMS
in OCD with a recent systematic review supporting cath-
odal compared to anodal tDCS in treating OCD 4.

With respect to more invasive somatic interventions,
traditionally considered for more severe and treatment-
resistant cases, ECT does not seem to produce any
specific benefit in OC symptoms, being potentially use-
ful only in cases of depressive and/or psychotic comor-
bidity 22. On the other hand, levels of evidence for DBS
efficacy in treatment-resistant OCD patients are more
solid with a recent meta-analysis % including 31 stud-
ies (n = 116) showing a global percentage of Y-BOCS
reduction at 45.1% and global percentage of responders
at 60.0%. Stimulation targets were variable with most
subjects implanted in striatal areas (anterior limbs of the
internal capsule, ventral capsule and ventral striatum,
nucleus accumbens and ventral caudate) and the re-
mainders in the subthalamic nucleus and in the inferior
thalamic peduncle.
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