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1. INTRODUCTION

1.1. PEDIATRIC OBESSIVE-COMPULSIVE DISORDER

1.1.1. Diagnostic features and developmental aspects

Obsessive-Compulsive Disorder (OCD) is a psychiatric condition included in the Diagnostic
and Statistical Manual of Mental Disorders, 5th edition (DSM-5). The disorder is contained in a new
chapter entitled Obsessive-Compulsive and Related Disorders along with Body Dysmorphic Disorder,
Hoarding Disorder, Trichotillomania (Hair-Pulling Disorder), and Excoriation (Skin-Picking)

Disorder (American Psychiatric Association, 2013; Phillips, Stein, et al., 2010).

Although pediatric OCD possesses some peculiarities that will be described in this chapter,
it does not differ drastically from adult OCD in its phenomenological presentation (American
Psychiatric Association, 2013). As with adults, OCD in children and adolescents is characterized by
the presence of obsessions, compulsions, or, most commonly, a combination of these features.
Obsessions in this context are defined as recurrent and persistent thoughts, urges, or images that
are experienced, at some time during the disturbance, as intrusive and unwanted, and that in most
individuals cause marked anxiety or distress. There are attempts to ignore or suppress such
thoughts, urges, or images, or to neutralize them with some other thought or action (i.e., by
performing a compulsion). Examples of obsessions include unwanted thoughts or images of
harming loved ones, intrusive thoughts of being contaminated, and morally or sexually repugnant
thoughts (e.g., intrusive thoughts of behaving in a way that violates one’s morals or runs counter to
one’s sexual preferences). In turn, compulsions are repetitive behaviors (e.g., repetitive hand
washing, ordering, or checking) or mental acts (e.g., repetitive praying, counting, or thinking good
thoughts to undo or replace bad thoughts) that the affected person feels driven to perform in
response to an obsession. These behaviors or mental acts are intended to prevent or reduce anxiety
or distress, or prevent some dreaded event or situation. However, they are not connected in a
realistic way with what they are designed to neutralize and prevent, or are clearly excessive
(Abramowitz, Taylor, & McKay, 2009; American Psychiatric Association, 2013). The DSM-5 specifies
that young children may not be able to articulate the aims of these behaviors or mental acts
(American Psychiatric Association, 2013). In the same way, children are less likely to hold insight
into their condition, probably due to less developed cognitive abilities to make this judgment

(Swedo, Rapoport, Leonard, Lenane, & Cheslow, 1989).

According to the DSM-5 (American Psychiatric Association, 2013), to make the diagnosis of
OCD the obsessions or compulsions must be time-consuming (for example, take more than one
hour per day) or cause clinically significant distress or impairment in the normal functioning of the
individual. Also, in customary DSM fashion, a diagnosis of OCD can only be given once substance
side effects, other general medical conditions, and alternative psychiatric disorders have been ruled

out.
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Similarly, in diagnosing OCD it is important to differentiate commonplace childhood rituals
(e.g., avoiding cracks on the pavement) from compulsions (Abramowitz et al., 2009; Leckman &
Bloch, 2008). Beginning around the second year of life, most children develop a variety of rituals,
habits, routines, and preferences, some of which resemble the behaviors associated with OCD
(Evans, Gray, & Leckman, 1999; Evans et al, 1997; Zohar & Felz, 2001). Gesell and colleagues
(Gesell, 1928; Gesell & Ilg, 1974) observed that young children, particularly those around the age of
2%, begin to establish rigid routines that are believed to be useful to master the tasks of a specific
developmental epoch such as feeding, toileting, and dressing, among others. These routines and
habits require establishing mental representation of behavioral sequences and cognitive schemas
for the way things “should be”, and this type of ritualized behavior continues throughout
development (see Leonard, Goldberger, Rapoport, Cheslow, & Swedo, 1990). In the context of
normal developmental, these rituals tend to be transient and have a presumed role in mastering
anxiety and enhancing one’s socialization. Similarities between normal developmental and OCD
rituals can be observed, such as having a need for things to be “just-right”, counting or having lucky
numbers, and structuring rituals around bedtime. In contrast, OCD rituals have a later mean age of
onset than developmental rituals, are distressing if not performed, ego-dystonic, isolating, and

incapacitating (Leonard et al.,, 1990; Swedo et al., 1989).

1.1.2. Prevalence and course of the disorder

OCD is considered one of the most common psychiatric disorders, with lifetime prevalence
estimates ranging from 1 to 3% in the general population and 1-year prevalence rates ranging from
0.5 to 2.1% (Flament et al., 1988; Fontenelle, Mendlowicz, & Versiani, 2006; Ruscio, Stein, Chiu, &
Kessler, 2010; Zohar, 1999). These numbers are comparable for adult as well as childhood and
adolescent OCD (Rasmussen & Eisen, 1998; Valleni-Basile et al., 1994). Approximately one half of
adult patients report illness onset before adulthood (Stewart et al., 2004), with adult studies
indicating 21 as the average age of onset (Rasmussen & Eisen, 1992). Meanwhile, the average age of
onset for pediatric samples is around 10 years of age (Flament et al.,, 1990; Thomsen & Mikkelsen,
1991). While studies in adulthood have shown equal prevalence between males and females,
pediatric samples have shown male to female ratios of 2-3:1 in pre-pubertal onset OCD, with

proportions switching to 1:1.35 in post-pubertal onset OCD (Leonard et al., 1992).

Onset of the disorder is usually gradual and symptom severity will generally change over
time, often in response to life stressors (Mataix-Cols, Rauch, et al., 2002; Stewart et al., 2004). If
untreated, the course of OCD tends to be chronic, often with waxing and waning of symptoms
(Ravizza, Maina, & Bogetto, 1997; Skoog & Skoog, 1999). Some individuals have an episodic course,
while a minority have a deteriorating course. Remission rates in untreated populations are low
(e.g., 20% for those reevaluated 40 years later) (Skoog & Skoog, 1999). Interestingly, despite the
development of new cases in adults, the prevalence rate between adults and children is

approximately equal, suggesting that in many childhood cases remission is likely (Kalra & Swedo,
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2009). This observation is consistent with a meta-analysis of long-term outcome studies in
pediatric-onset OCD, which suggested that 40% to 59% of cases remit with proper treatment
(Stewart et al., 2004). A rare prospective longitudinal study (Micali et al., 2010), which followed-up
a cohort of children and adolescents into early adulthood, found that OCD persisted in 41% of cases.
Approximately half of the participants in that study were still receiving treatment at follow-up, and
about 50% felt a need for further treatment. Therefore, for a substantial proportion of patients,

OCD is chronic and persists into adulthood.

1.1.3. Comorbidity

Seventy-five percent of adults and children with OCD have one or more comorbid
psychiatric conditions (Fireman, Koran, Leventhal, & Jacobson, 2001). In adults, the most common
comorbid conditions are anxiety disorders (e.g., social phobia) and unipolar mood disorders (e.g.,
major depressive disorder) (Torres et al., 2006). In addition, 36% of OCD patients report lifetime
suicidal thoughts (Torres et al.,, 2011). In those with childhood-onset OCD, comorbidities are more
likely to be behavioral conditions, especially attention deficit hyperactivity disorder (ADHD) or
oppositional defiant disorder (ODD). Indeed, research in a pediatric sample indicated that the most
common comorbid diagnoses were ADHD, major depressive disorder, tic disorders, and ODD
(Leonard et al., 2001). However, where OCD onset occurs after puberty, the pattern of comorbidity

is more likely to mirror the adult form (Mancebo et al., 2008).

Up to 30% of individuals with OCD have a lifetime tic disorder (American Psychiatric
Association, 2013). Moreover, it has been suggested that some forms of OCD can be etiologically
related to chronic tic disorders (Leonard et al., 1992). The tic-related subtype (in which OCD occurs
in an individual with a lifetime history of a chronic tic disorder) may account for as many as 10-
40% of OCD cases diagnosed in childhood or adolescence (Leckman et al., 2010). This subtype
represents a highly familial condition with specific clinical characteristics, such as sensory
phenomena (e.g, uncomfortable sensations in the body, just-right perceptions, sense of
incompleteness) and a characteristic clinical course and outcome characterized by an early peak in
obsessive-compulsive symptom severity at 12.5 years, followed by an increased likelihood of
remission (Bloch, Peterson, et al., 2006). These tic-related cases may be less likely to respond to
selective serotonin reuptake inhibitors (SSRIs) alone and more likely to benefit from SSRI
augmentation with a neuroleptic (Bloch, Landeros-Weisenberger, et al., 2006; March et al., 2007;
McDougle et al., 1993). A “tic-related OCD” specifier has been recently included in the DSM-5 to

account for these specific features (American Psychiatric Association, 2013; Leckman et al., 2010).

1.1.4. Etiological factors

OCD has been shown to run in families with the rate of OCD among first-degree relatives of

adult OCD probands being approximately twice that of control probands. This rate is increased 10-
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fold in first-degree relatives of individuals with a pediatric OCD onset (Pauls, 2010). In the largest
population-based, family study of OCD, the risk for the disorder among relatives of OCD probands
was shown to increase proportionally to the degree of genetic relatedness. That is, the risk for first-
degree relatives was significantly higher than that for second- and third-degree, and non-biological
relatives (Mataix-Cols et al,, 2013). Twin studies have further supported these findings, indicating
that OCD is a moderately heritable condition and that environmental risk factors, not shared by
family members, are as important as genetic factors in predisposing individuals to OCD (Mataix-
Cols et al., 2013). Gene by environment interactions are likely and their study remains a substantial

challenge for the future (Grisham, Anderson, & Sachdev, 2008).

OCD has also been linked to a disruption in the brain’s serotonin system (Ldopez-Ibor &
Lépez-Ibor, 2003), in particular, hypersensitivity of post-synaptic serotonin receptors (Gross,
Sasson, Chopra, & Zohar, 1998). Individuals with the disorder might have a specific dysfunction in
the genes encoding for the serotonin transporter (5-HTT) and serotonin receptor (5HT2A);
however, these issues have not been consistently identified (Greenberg et al, 1998; Saiz et al,
2008). Dysfunctions in the glutamatergic (Greist, Jefferson, Kobak, Katzelnick, & Serlin, 1995; Wu et
al, 2013) and the dopaminergic (Camarena, Loyzaga, Aguilar, Weissbecker, & Nicolini, 2007)

systems have also been suggested as relevant in the genesis of the disorder.

A convergence of data from neuropsychological, neuroimaging, and psychopharmacological
studies have suggested that individuals with OCD are experiencing a dysfunction in the
orbitofrontal cortex, anterior cingulate cortex, and striatum (Kang et al, 2003; Milad & Rauch,
2012; Radua & Mataix-Cols, 2009). Deficits in executive functions (i.e., higher-order cognitive
functions, such as response-inhibition, set-shifting, planning, goal-directed behavior, sustained
attention, maintenance of cognitive set, working memory, impulse-control, decision-making, and
self-regulation), as well as visuospatial abilities and psychomotor functioning, have all been

observed (Andres et al., 2007; Kuelz, Hohagen, & Voderholzer, 2004).

Some cases of childhood-onset OCD (and tic disorders) may be a consequence of post-
infectious autoimmune processes, being the group A beta-hemolytic streptococcus (GAS) the one
that has received more attention (Murphy, Kurlan, & Leckman, 2010). The model for GAS-mediated
presentation of OCD involves subcortical (and cortical/cerebellar) inflammation induced by the
cross-reaction between anti-streptococcal auto-antibodies and basal ganglia antigens (Dale,
Heyman, Giovannoni, & Church, 2005). Such cases are grouped within a set of clinical conditions
called Pediatric Autoimmune Neuropsychiatric Disorders Associated with Streptococcal infection
(PANDAS) (da Rocha, Correa, & Teixeira, 2008). In such cases, obsessive-compulsive symptoms are
sometimes successfully treated with antibiotics, if the intervention occurs early in the course of the
disorder (Swedo, Garvey, Snider, Hamilton, & Leonard, 2001). Research indicates that infection-
related OCD might account for no more than 10% of early-onset cases (Trifiletti & Packard,

1999), suggesting that there are several causal pathways for acquiring the disorder.
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1.1.5. Treatment

According to the available evidence (e.g., Eddy, Dutra, Bradley, & Westen, 2004; Foa et al,,
2005; Gava et al,, 2007; O'Kearney, Anstey, & von Sanden, 2006; Soomro, Altman, Rajagopal, &
Oakley-Browne, 2008; Pediatric OCD Treatment Study (POTS) Team, 2004), effective treatments
for OCD include cognitive-behavior therapy (CBT) involving exposure and response prevention
(ERP) and serotonin reuptake inhibitors (SRIs). Both interventions are recommended in
international treatment guidelines for health professionals (American Psychiatric Association,

2007; National Institute for Health and Clinical Excellence, 2005).

CBT for OCD requires the individual to gradually learn to tolerate the anxiety associated
with not performing their ritualistic behavior (i.e.,, ERP). In treatment, the individual is exposed to
systematic, repeated, and prolonged confrontations with stimuli that provoke anxiety and the urge
to perform compulsive rituals, while being asked to refrain from performing these rituals. ERP aims
to teach patients with OCD that their obsessional anxiety does not persist indefinitely, and that
avoidance behavior and compulsive rituals are unnecessary for averting harm (Abramowitz et al,,

2009).

In turn, SRIs are the recommended pharmacological treatment for OCD. In controlled trials
among youth with OCD, clomipramine (DeVeaugh-Geiss et al, 1992) and the SSRIs fluvoxamine
(Riddle et al., 2001), sertraline (March et al., 1998), and fluoxetine (Geller, Hoog, et al., 2001) have
been found superior to placebo. The pediatric OCD pharmacotherapy literature is consistent with
the much larger adult literature in revealing (a) little placebo effect, (b) a 30% to 40% reduction in
OCD symptoms, and (c) clinically significant residual symptoms even after a medication trial of
adequate dose and duration (Franklin & Foa, 2011). In adults, augmentation with antipsychotic
medication has shown to significantly improve outcome in about a third of treatment-refractory
patients with OCD (Bloch, Landeros-Weisenberger, et al., 2006; Dold, Aigner, Lanzenberger, &
Kasper, 2013). In adolescents, the available data are notably scarcer, however preliminary evidence
suggests that these augmentation strategies might also be efficacious in youth with treatment

resistant OCD (e.g., Masi, Pfanner, Millepiedi, & Berloffa, 2010; Thomsen, 2004).

Studies directly comparing the relative and combined efficacy of ERP and SRIs have
generally been methodologically complex and yielded ambiguous findings (Foa, Franklin, & Moser,
2002). Despite the absence of definitive empirical support for combined treatment over ERP alone,
many professionals continue to advocate combined procedures as the treatment of choice for OCD.
Franklin and Foa (2011) state that concomitant pharmacotherapy is not required for every patient
to benefit substantially from ERP, but also that concomitant pharmacotherapy does not appear to
inhibit ERP treatment response. Concomitant pharmacotherapy is often used in clinical practice to
manage comorbid symptoms known to negatively impact ERP outcomes, such as depression and
ADHD. However, optimal sequencing of these treatments has yet to be established empirically

(Franklin & Foa, 2011).
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1.2. HETEROGENEITY OF OBSESSIVE-COMPULSIVE DISORDER

Symptoms of OCD are remarkably heterogeneous, to the extent that two patients with this
diagnosis can display completely different, non-overlapping symptom patterns (Mataix-Cols,
Rosario-Campos, & Leckman, 2005). This clinical heterogeneity is manifested similarly among
pediatric and adult samples, although some differences have been described. For example, Geller et
al. (2001) found that, compared with OCD adults, children and adolescents with OCD more often
had obsessive fears of loss or harm to loved ones or self as well as increased rates of
hoarding/saving compulsions. Unique sex differences in the distribution of OCD symptoms have
also been found in pediatric samples. For example, Mataix-Cols, Nakatani, Micali, and Heyman
(2008) found that boys with OCD experienced more sexual obsessions whereas girls manifested
more hoarding behavior. In this sample, contrary to adult studies, contamination-related OCD

symptoms were not more frequent in girls, but distributed evenly between genders.

Factor analyses both in pediatric and in adult OCD populations have been used to group
symptoms of OCD into several symptom dimensions that may better account for its heterogeneity.
A meta-analysis of these studies by Bloch, Landeros-Weisenberg, Rosario, Pittenger, and Leckman
(2008) identified four robust symptom dimensions: 1) Hoarding, which contained hoarding
obsessions and compulsions; 2) Symmetry, which contained symmetry obsessions and ordering,
repeating, and counting compulsions; 3) Forbidden thoughts, which contained aggressive, sexual,
religious, and somatic obsessions; and 4) Cleaning, which contained contamination obsessions and
cleaning compulsions. This meta-analysis involved 21 factor analytic studies including 5,124
participants. Four of these studies used a pediatric sample, totaling 679 participants (Delorme et al.,
2006; Mataix-Cols et al., 2008; McKay et al., 2006; Stewart et al,, 2007). In the meta-analysis, the
only differences between the factor structures in regard to the adult and child samples were 1) that
checking compulsions loaded highest on the Forbidden Thoughts factor in adults and on the
Symmetry factor in children and 2) that somatic obsessions loaded highest on the Forbidden

Thoughts factor in adults and on the Cleaning factor in children (Bloch et al., 2008).

The clinical heterogeneity of the disorder has raised the question of whether OCD is also
etiologically heterogeneous. In answer, a multidimensional model has been proposed (Mataix-Cols
et al,, 2005) in which OCD would be considered a set of potentially overlapping syndromes rather
than a unitary entity. Some of the etiological factors underpinning these related syndromes would
be specific to each dimension, whereas some other etiologic factors would be common to all. If this
model is accurate, then taking into account this phenotypic heterogeneity would improve
understanding of the disorder’s causes (Mataix-Cols et al., 2005). Moreover, this information would

help us develop better and more specific treatments for the disorder.

A growing body of scientific data supports the validity of this approach. The evidence
comes primarily from 1) clinical studies showing the phenotypically different presentation of the
disorder (e.g., Leckman et al.,, 1994; Rosario-Campos et al.,, 2001); 2) developmental studies that

have found an early emergence of specific behaviors that resemble the symptom dimensions
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observed in OCD patients (e.g., Evans et al, 1999; Evans et al,, 1997; Zohar & Felz, 2001); 3)
longitudinal studies showing that OCD symptom dimensions are temporally stable (see Section
1.2.1. Temporal stability of the OCD symptom dimensions below); 4) genetic studies relating different
symptom dimensions with different patterns of genetic transmission (e.g., lervolino, Rijsdijk,
Cherkas, Fullana, & Mataix-Cols, 2011; Katerberg et al,, 2010); 5) neuroimaging studies showing
that different dimensions are mediated by partially distinct neural systems (e.g., Gilbert et al., 2009;
Mataix-Cols, Wooderson, et al, 2004; van den Heuvel et al, 2009); and 6) treatment studies
showing that response to CBT or SRIs varies across dimensions (e.g., Mataix-Cols, Marks, Greist,
Kobak, & Baer, 2002; Mataix-Cols, Rauch, Manzo, Jenike, & Baer, 1999; Rufer, Fricke, Moritz, Kloss,
& Hand, 2006).

As might be expected, the majority of research concerning the heterogeneity of OCD has
been gathered from adult studies. More research is needed to test whether the validity of the
assumptions of the so called “multidimensional model” may also be appropriate for the pediatric

population (Mataix-Cols et al., 2005).

1.2.1. Temporal stability of the OCD symptom dimensions

The validity of the described symptom-based classification of OCD would be compromised
if these symptom dimensions or clusters were not temporally stable; that is, if the content of the
patients’ symptoms dramatically changed over time (Fullana et al., 2007). While it is often assumed
that OCD patients’ symptoms fluctuate both in severity and content, to date only a handful of
longitudinal studies (described in Table 1) have empirically examined this important question

using modern psychometric instruments.

Studies in adults, both in clinical (Mataix-Cols, Rauch, et al,, 2002; Rufer, Grothusen, Mass,
Peter, & Hand, 2005) and in non-clinical samples (Fullana et al., 2009; Fullana et al., 2007; Novara
et al,, 2011) have shown that OCD symptom dimensions are temporarily stable. For example,
Mataix-Cols et al. (2002) completed a prospective study of adult OCD patients who were repeatedly
administered the Yale-Brown Obsessive and Compulsive Scale Symptom Checklist (Y-BOCS-SC)
over a period of 2 years. In the majority of the cases, the patients maintained their symptoms across
follow-up, and the strongest predictor of having a particular symptom was having had that

symptom in the past.

In contrast, the very few studies evaluating the stability of the obsessive-compulsive
symptoms and symptom dimensions in the children and adolescent population have shown
inconclusive results. For example, Rettew, Swedo, Leonard, Lenane, and Rapoport (1992) found
that in a sample of 73 children and adolescents with OCD no patient maintained the same
constellation of symptoms from baseline to follow-up carried out 2 to 7 (mean 4.1 + 1.3) years
later. However, the study acknowledged that these changes could have occurred within (rather

than between) symptom categories. In turn, Delorme et al. (2006) presented the results of a group
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of pediatric patients followed for a mean length of 3.8 years and concluded that most of the

dimensions were unmodified across time. As in adult clinical samples, OCD symptom dimensions in

children appeared to remain essentially unmodified with changes from one dimension to another

being rare. Of note, these assumptions are based on studies with a number of methodological

limitations, including small sample sizes. Hence, further studies are needed to examine the

temporal stability of symptom dimensions over the course of development.

Table 1. Published studies on the stability of the OCD symptoms and symptom dimensions.

Sample

Length of the

follow-up

Assessment
tool

Symptom Categories/Dimensions

(mean years)

Obsessions: Aggressive, Contamination,
Sexual, Hoarding/Saving, Religious,
Symmetry/Exactness, Somatic, and

Ret(tle;/:;;; al. 73 Chlgiégn with 7.9 years Y-BOCS-SC Miscellaneous. Compulsions:
Cleaning/Washing, Checking, Repeating,
Counting, Ordering/Arranging,
Hoarding/Collecting, and Miscellaneous.
Mataix-Cols, . Symmetry/Ordering, Hoarding,
Rauch, et al., 117 a((i)lél]t)s with 2 years Y-BOCS-SC Contamination/Cleaning,
(2002) Aggressive/Checking, Sexual/religious.
Rufer et al. 43 adults with Symmet.ry/ Qrder;ng, Hoard1ng,
(2005) 0CD 6.1 years Y-BOCS-SC Contamination/Cleaning,
Aggressive/Checking, Sexual/religious.
Delorme et al. 42 children with . ) Symmetry/Ordering, Obsessive,
(2006) 0CD 3.8 years Y-BOCS-SC Contamination/Cleaning, and Hoarding.
Fullana et al. 132 non-clinical 2 vears OCI-R Washing, Checking, Ordering, Hoarding,
(2007) adults y Obsessing, and Neutralizing.
. Contamination/Washing,
Ful;;gz(l);)t al. 972 1::21“ lctlsmlcal 6 years DIS-IV Harm/Checking, Symmetry/Ordering,
u and Shameful Thoughts.
Novara et al 61 non-clinical Impaired Mental Control, Contamination,
' 5 years PI Checking, and Impulses and Impaired

(2011)

adults

Motor Activity

Note: OCD Obsessive-Compulsive Disorder; Y-BOCS-SC Yale-Brown Obsessive Compulsive Scale - Symptom Checklist; OCI-R

Obsessive-Compulsive Inventory - Revised; DIS-IV Diagnostic Interview Schedule IV; PI Padua Inventory.

Assessing the stability of OCD in a larger pediatric sample would facilitate an improved

understanding of the disorder’s progression, which is invaluable to parents and patients and also

clinicians to help them discern what to expect in terms of outcome. Furthermore, if symptom

dimensions were showed to be stable, then this would add to the literature supporting the

multidimensional nature of OCD (Mataix-Cols et al., 2005).
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1.2.2. Sexual obsessions in children and adolescents with OCD

Sexual obsessions are common in OCD and particularly debilitating. Both in pediatric and
adult samples, factor analyses have found that these obsessions consistently load highly onto the
Forbidden thoughts dimension (Bloch et al, 2008). This category, also known as
unacceptable/taboo thoughts (Brakoulias et al., 2013; Pinto et al.,, 2007), also comprises aggressive

and religious obsessions.

Sexual obsessions may include unwanted sexual thoughts about having sex with family
members or children, fears about engaging in sexually aggressive behavior, thoughts of sex with
animals, or concerns about sexual orientation (Grant et al., 2006; Williams & Farris, 2011). Sexual
obsessions tend to be concealed symptoms that may remain undiagnosed because sufferers are
often embarrassed to disclose their symptoms which might be perceived as unacceptable (Baer,
2001). In spite of this, they have shown to be common in OCD. In the national comorbidity survey
replication study, 30.2% of adult people with OCD reported sexual and/or religious obsessions
(Ruscio et al., 2010), although it is not known exactly how many of these experienced sexual
obsessions since the two categories were combined. Similarly, Mataix-Cols et al. (2008) found that
the prevalence of lifetime sexual obsessions in a sample of 236 children with OCD was 28%. Some
reports have suggested that sexual obsessions are more common in adolescents and adults rather

than in younger population with OCD (Geller, Biederman, et al.,, 2001).

Grant and colleagues (2006) studied a sample of 293 adult patients with OCD. One quarter
of the sample reported a history of sexual obsessions, and 13.3% reported current sexual
obsessions. They were more common in men and, as could be expected, were associated with the
presence of other obsessive thoughts from the Forbidden thoughts dimension (i.e., aggressive and
religious obsessions). Participants with sexual obsessions also reported a significantly earlier age of
OCD onset as well as an earlier age of first treatment for OCD, relative to participants without
sexual obsessions. In other studies, the presence of shameful thoughts (including sexual
obsessions) has been associated with higher rates of help-seeking behavior, suggesting higher

levels of associated distress (Fullana et al., 2009).

Generally, individuals with unacceptable thoughts, including sexual obsessions, have often
been described as more treatment resistant than those with other types of OCD symptoms
(Williams, Mugno, Franklin, & Faber, 2013). Some studies have associated this group with poorer
response to treatment, both with CBT (Alonso et al., 2001; Mataix-Cols, Marks, et al.,, 2002; Rufer et
al,, 2006) and SRIs (Alonso et al., 2001; Shetti et al., 2005), as well as indicating that these patients
require treatment for a longer period of time (Grant et al., 2006). Relatedly, Alonso et al. (2001)
reported a trend towards fewer past treatments and a longer history of OCD symptomatology in
patients with sexual or religious obsessions. Other studies, meanwhile, have not shown poorer
treatment outcomes among individuals with sexual obsessions (Denys, Burger, van Megen, de Geus,
& Westenberg, 2003; Erzegovesi et al,, 2001; Mataix-Cols et al., 1999; Stein, Andersen, & Overo,
2007).
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These mixed results do not clarify whether sexual obsessions are, in fact, more resistant to
treatment or whether there are alternative causes underlying this diversity of treatment outcomes.
For example, ERP in this group may be more challenging to implement given that compulsions
associated with these obsessions tend to be primarily mental and reassurance-seeking behaviors
may be easily overlooked as rituals (Williams et al., 2011). Additionally, the cues that prompt
obsessions may be difficult to identify and access, limiting the ability of clinicians to develop
effective exposures. As a result, treatment in this group is likely to require more exposures in
imagination, and ritual prevention will need to include the suppression of mental compulsions,

which are more difficult to monitor (Gillihan, Williams, Malcoun, Yadin, & Foa, 2012).

To date, sexual obsessions have remained largely unexplored in children and adolescents.
This fact, along with the mixed treatment outcomes that have been found when symptoms from this
category are present, leaves room and reason for a comprehensive and methodologically sound
examination of this particular symptom presentation in a large sample of pediatric OCD patients.
Such a study would enable a better understanding of these symptoms and will provide much-

needed recommendations on how to approach such cases in clinical practice.

1.3.AIMS AND HYPOTHESES

The global aim of this research was to study unexplored clinical features of pediatric OCD
taking into account the clinical heterogeneity of the disorder, using a large sample of patients
referred to a national and specialist clinic in London, United Kingdom. In particular, we aimed to
study the temporal stability of OCD symptoms and symptom dimensions (Study 1), as well as the
nature of sexual obsessions (Study 2), a common and particularly disturbing presentation of OCD, in

a pediatric OCD sample.

The specific aims of the included studies, as well as the hypotheses, are described below.

The scientific publications derived from Study 1 and Study 2 will then be presented in Chapter 2.

Specific aims
Study 1:

e To establish the temporal stability of OCD symptoms and symptom dimensions over an

average follow-up period of 5 years.

e To establish the impact of additional variables, such as the OCD age of onset or the severity

of the symptoms, on the stability of the symptom dimensions.
Study 2:

e To establish the prevalence of sexual obsessions in a large clinical cohort of children and

adolescents with OCD.
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To examine the demographic and clinical characteristics of children and adolescents with

sexual obsessions.

To examine the treatment outcomes of patients with vs. without sexual obsessions.

Hypotheses

Study 1:

1.

Study 2:

In general, symptom categories and symptom dimensions would show temporal stability

over time similar to that observed in adult samples.

Endorsing a symptom dimension at baseline would be the strongest predictor of endorsing

that corresponding dimension at follow-up.

Symptom dimensions would remain stable when controlling for treatment effects (as
changes in symptom dimensions could be confounded with overall reduction in OCD

severity attributable to the intervention).

Sexual obsessions would be a common symptom in the sample, and would be more

prevalent in adolescents than in younger children.

Patients with sexual obsessions would also present with other symptoms from the same
dimension (aggressive and religious thoughts). Also, individuals with sexual obsessions

would be more depressed than their counterparts who do not endorse sexual obsessions.

The presence of sexual obsessions would not be associated with poorer treatment
outcome, as long as treatment is delivered by a specialist team and adapted to the

developmental needs of the child.
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SCIENTIFIC PUBLICATIONS

CLINICAL HETEROGENEITY OF OBSESSIVE-COMPULSIVE
DISORDER IN CHILDREN AND ADOLESCENTS:
TEMPORAL STABILITY AND TREATMENT OUTCOMES
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2. SCIENTIFIC PUBLICATIONS

2.1.STUDY 1: Temporal stability of the OCD symptoms in children and

adolescents

Fernandez de la Cruz, L., Micali, N., Roberts, S., Turner, C., Nakatani, E., Heyman, 1., & Mataix-Cols, D.
(2012). Are the symptoms of obsessive-compulsive disorder temporally stable in
children/adolescents? A prospective naturalistic study. Psychiatry Res, in press. DOI:

10.1016/j.psychres.2012.11.033.

2.1.1. Background

OCD is a remarkably heterogeneous condition. This phenotypic heterogeneity is thought to
reflect etiological heterogeneity. Factor analyses have consistently grouped OCD symptoms into
several dimensions, which differentially correlate with various biological and clinical
characteristics. In adults, the content of these symptom dimensions has demonstrated temporal
stability, although this has largely been overlooked in pediatric samples and such limited studies
are hampered by methodological weaknesses. Moreover, developmental factors may play a role in
the stability of the symptoms across childhood and adolescence. We aimed to establish the
temporal stability of OCD symptom dimensions and the impact of additional variables on their

stability in a large sample of children and adolescents diagnosed with OCD in a naturalistic setting.

2.1.2. Summary of the methods

The sample consisted of 74 participants meeting criteria for OCD referred to the National
and Specialist Clinic for Children and Adolescents with OCD and Related Disorders at the Maudsley
Hospital, London, United Kingdom. The mean age of the participants at baseline was 13.5 years
(standard deviation [sd] = 2.6; range = 8 - 18). Fifty of those were males (67.7%). At baseline,
participants were assessed with the Children’s Yale-Brown Obsessive Compulsive Scale (CY-BOCS)
and its ancillary Symptom Checklist (CY-BOCS-SC). CY-BOCS scores were in the range of moderate
OCD (mean = 22.5, sd = 6.1; range = 11 - 40). The sample was re-assessed years later, being the
mean length of follow-up 4.8 years (sd = 2.8; range = 1 - 11). Analysis of variance and multiple
regression models were used to examine changes within and between symptom categories and the
major symptom dimensions (Cleaning, Forbidden thoughts, Hoarding, and Symmetry) between the

two assessment time points.
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2.1.3. Summary of the results

Hypothesis 1: In general, symptom categories and symptom dimensions would show temporal stability

over time similar to that observed in adult samples.

Changes within individual symptom categories of obsessions and compulsions were
observed in approximately 15% - 45% of the cases. Although the majority of changes were
from present at baseline to absent at follow-up, in some participants the direction of the

change was the opposite.

Changes within symptom dimensions between baseline and follow-up were only significant

for the Cleaning dimension (symptom improvement).

Additional exploratory analyses were conducted to assess whether age of participants at
baseline, age of illness onset, illness duration, global OCD symptom severity at baseline, and
length of follow-up were significant predictors of the percentage of change over time
within each dimension. Non-significant results suggested that none of these variables had

an effect on the temporal stability of the symptom dimensions.

Hypothesis 2: Symptom dimensions would remain stable when controlling for treatment effects (as
changes in symptom dimensions could be confounded with overall reduction in OCD severity

attributable to the intervention).

When excluding participants whose OCD had remitted at follow-up (n = 42) from the
analyses, the previously observed differences in symptom categories and symptom

dimensions (see Hypothesis 1 above) were no longer significant.

Hypothesis 3: Endorsing a symptom dimension at baseline would be the strongest predictor of

endorsing that corresponding dimension at follow-up.

Multiple regression analyses showed that for each symptom dimension at follow-up, the
only significant predictor was the same dimension at baseline. The only exception was that
the Symmetry dimension at baseline, which was additionally predictive of Hoarding
symptoms at follow-up. The magnitude of the partial correlation coefficients was moderate,
ranging from .25 to .35. These magnitudes improved only marginally when excluding the
42 individuals who no longer met criteria for OCD at follow-up (partial correlations range =

22 - 44).

2.1.4. Main conclusions

Confirming similar work in adults with OCD, the results showed that the content of OCD
symptoms in young people is relatively stable across time. Most changes were attributable to

clinical improvement/remission and occurred within rather than between symptom dimensions.
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appear 1o be invariant scross different cultures and age groups
{Bloch et al., 2008} Facror analyuical studies of OUD sympboms in
children, adoléscents, and adults have alse revealed highly ongis-
el symnplom strndones, suggesting thas the fombamental ancls-
teciure of OO0 symploms remains comsistent  Umcaghout  the
lifespan (Mataix-Cols et al, 208; Siewart et al., 208],

In adults, despite the common chinical perception that the
content of OCOD gympioms (requently changes over time, the
available evidence from lengitudinal studies does net support
this. Iislesd, a series of well conducted studies, using both climical
ardl epidemiological samples. have converged to support the
conchision that e convent of OCD symplome is remarkably
stable aover time, with same symptoms waxing and waning within
sympom dimensions b rarely involving shifis berween dimen-
sions (Fullana et al, 2009, 2007; Mataix-Cols ot al, 202: Hufer
et al, 2005} However, prospective longinadinal investigations of
the temporal stability of GCD symptoms in chiklren and adoles-
cents are rare, panicularly dunng the cncial transition from
adolescence o young adulthood In one such stody, Remew
el al {1992 fournd that in 3 sarmgple of 79 chiklien and adobesoents
with OCD, o patient maintained the zame conaellaion of
sympionms from baseline to follow-ap camried out 4 years later

Flease cite this articke as; Fermandez de la Crue, L, et al, Are the sympioms of obsessive-compalsiv
childrenjadolescents? A prospective naturalistic study. P:}rr.H:tryIle:urr.h[:'.'ﬂ]Ij.htrpﬂﬂw_mnrym.mlﬁij.p},tmulmz 11.033
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on average. However, the awhors acknowledged thai “many
patients dramatically changed their ritvalistic behavior withoot
changing [sympiom| colegories™ (p. 1054). More recently,
Delornse et al (2006] stwlied a grouwp of pediziic patients
[N} who were Followed-up for a mean length of 8 years
and concluded that most of the symprom dimensions wers
unchanged across time. In agreement with the aduli stilies that
smployed a similar mathodabogy, Delorme &t al [200G) faund
that sympiom dimensions remained essentially unmodified and
el froan one dimension o anather were fafe.

The symplom presentation of OCD i wemg people may
depend on their developmental stage, and a number of develop-
mental factors may ay a role in the apparent {inlstability of
symiptome acrosz the developmental penicd. For sxample, in
cross-sectional research, Celler et al. {2001 ) found that, compared
1o adules, children and adolescents with OCD had a higher
prevalence of ohsessive fears of ess or hamm o loved ones o
sell, as well as increased prevalence of hoarding/saving compul-
sions. In the same stucdy, adolescents had a higher prevalence of
sepual lsessians conppared o bath children amd adhlis, Furtler-
mare, the diagnostic boundaries of OCD may not always be easy
o estalilish, as a sgnificant proportion of childhood -anset OCD
cazes ascerizined at one point will be sub-threshold 31 a later
time point and vice versa [lerg et al, 1585 Peterson et al, 20010;
Lohar and Felz, 3001 L Some rinalisic behaviors are nonmative in
early childhood (Leckman and Bloch, 2008), Dilferent types of
normal ritealistic behavior emerge at different developimeilal
ages: lor example, a need to arrange things ‘just right' or in a
symmeirical patiern appears first, followsed by the child's being
concemed wath dirt and germs, and hnally., the urge tocollect and
sore objects (Evans et al. 1997: Zohar and Fele, 2001). The
diagnosis of OCD wusually involves additional oriterda including
peyclological resistance, 2 sense of sulbjective disiress, and
egodystonia, all of which require a certain degree of self-under-
standing, sell-perception, and abstract Whnking that may nod be
achieved wistil a given period in the cognitive developinent of the
child {Fvans and Leckman, B8]

I aim of thiz prospective naguralistic stody was (o establish
the temporal sability of OCD sympiom dimensions in a padiatric
sample of patients with OO, over an average folloasup period of
5 years. Based on the adult literature, it was predicted that
symptom dimensions of GCH would be largely stable over time
and that =hifis from one symptom dimension 1o anather soukl be
rare. The impact of additsonal variables on the stabilicy of the
symiplom dimensons, such o age of e parboipant, allness
duration at haseline, lengih of follow-up, and remission satus
at follew-up was also examined.

I Mt hosds
21, Parkiposs

The sample consnted of 74 childrem and adelescents whe receveed a diagnosis
ool 0T (e Madiornal and Spedcialing COT Clins: For Young People sl (ke Maudiley
Hoapatal (London, UK) between Jely 1956 and june 3005, The cinic provides
speuialish ssvmenl aml reaboreed B young peogle with GED (Makaboni of al.
2R, Tevatmend comiith of predocol -demion copritive-be hanaoral therapy lispely
forused on with resf @ i [March and Melle, 1953, wah on
wiihout medication, sccording to the MICE gudelines [Mational Collybosaling
Centre for Klenral Health, JooG), Thete pamicdpangs were part of a laeper
naturalistic follow-up udy, reporied i detall ebwwheoe (Micali o al, 3000,
20114 Of the 142 childres and adolescents who were eligitle and accepled
participation in the Lieper srudy, T4 had complere huseline and Wllow up data
ragaeding Rgam dimansiane, masnensd with (e Childrea's Vala- Rrawm Ci5psg-
wive Comgalive Scale [O-BOCS], and weere indleded in the AT it
Thaird W o dignificant dilfereacs on any Badeling characterithad hefien
e T4 partizipants und the remaining patisnn whe vede aat inckedad in this

analyas fall o005, dela svalable upon reguesd ]

o

I 3 3 4 5 & T & % 10 U
Faollow up lengih fin years)

Fig. 1, Fooguesdy diiliibubien of the longth of lollow-op (= yeari) of ke 75
pediarnas pagiens with OUD incheded by the analysis

Filly (G7RL) wene bows and 34 [1245) were prle The mean age of the
15 &t badeline wadk 115 years (5.0.= 25 fange 3181 When frst aseédded
it i, Eaimilieet wavse 3dbted ahaut durctet ol i paiangg 00T i, i e ik
eetimate of duration of illretr, revealing a mean durabien of 41 years (A0 =00;
favge Q- 131 The eratan berugih o the Follow-up poeid was S8 yoari (S0, - 3.3 g
1-11; modian=4.1; e Fig 1) The mean ape of the parci pasts 3 follow-up wad
TR years (S0~ 15 range 13-281 Forty-twe (36.8%] of the 74 patiends no longer
el ctitere for COT an follow-cp and verre cossiadered 1o be m iemivaen
The study recenved ethical apgroval from the Souh Londonand Saudshey MHS
Fommadabien Treik snd e brtibcle ol Poychiadry Revesnh Elbiey Commitise.

Ad  Mranires

An ihildl Clifical sddesimenl Wad comgited BY ekpeniancdd Chfsliang
specializing in the diagnusis and management of DC0. KT 10 coniteria were used
I ek iR AR daprens [Ror detail, soe Micali of al, D0IOL The OY-BO0
{Scahill e al. 1907 Steech eral. S006] and s accnmpanyeng symgbom heckhst
{EY PS50 a e of mese Hhan S0 comamen oSmessions and <ompelicns
nrganized under 15 major symgtom categunes plus o catimcie of miscefla-
P VR0 Sl CORTOPsICiOnT, W ¢ 3 reficlly Jdminicranad by orained chsbcl
paychilogiit on the diy of the inital assecomesd ot the clink.

Atlnilow . up the @il report versions of the OF-BOCS and the OF - BOCSSC (Siock
o al, 00N} werw v idexd 1o Thee pasricipuns v oorypletmd sl potd 1Bem Badk o
e pesearch ivam. Addimnalty, o paricmpanis ard Eher parenis coenpleied the
computerzed version of the Developmental and Well-Beng Assessment [IWWERA)
(Gerseadenan o 0, IO 10 eita blidh Bhe peeosnnelahaanos of ICD- D0 Axit | disgroses 51
Chat point i mme. Tha DAUWEA B 3 well validared merdow | Doedo-Iee of wels
hadall] for fanente snd yasrg penple, fituling W ICTLI0 3nd TEALD dlagredes
shgnntbamnically penerited, which S Ben crodd-validated 5 irsired clinkclaes ltes
ey off Ty pesponsed. In Ihis sbuly, anoeyminnd comguiber rating wen nevienasd
by 4 clincally Eraied rater (M) 1o g rale final 00 10 disgneses at felbow o [ o
degadls, e Micali eral, 04, 2011}

2% Data analyies

IF & pakiead endoresd any of the indiadoal fymplomd wnder each of the 13
] O vpRin ¢Atagories of The CY-DOCSAC, & oode of dds Wik given [pradsnt)
1T pasee o the individual itema veere endorsed, that pasticular categony was scored
pero [whenitl, For such ol ik 13 symplom cabegories, MoHemar's oy wee el
o delermine the kkelihoed of changes i rymptoms at follow-up rompared
bavelies:

Fedbreing 1he meibodolopy debonbed by Leckman e al (1009) and subae-
quently used by others [eg, Matan-Cols et al. 2008), the sumber of currently
endomied tymptomi under sach of the 13 major symplom celegone of he CF-
HOICS 5wk sumamesd 0 onder 50 ke full advanmage of the warance wichin the
data This method offem an approximaton of the seveniny of sach oympicam Dype.
Mext, an adgonikm based on the meta-anahias by Blech et al {2008 was apphed.
Hriifhy, Bhi coeaties of e conilamination dvteiong aed deasing compukinng wiee
termmed 0 feem iR CCheaniny dimention Tha oo o the Spmadnive, amal
refegious. and somabic obsessions a5 well a3 checking rompalisons were sumamed
T e e Fthiddian (haaghes dimenised Symmelry ohiaddions and of deting]
RIS FRag, Eing, wnd  pepeari pule WERE d 1 Eeers
Ihe Syenmeley” o liegg ubsmimes and compubooes were

Finaly, b
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sumimsd bo fanm the "Hoading” sympbom dimension The dootes of 1B reniting
faitr Airmaneiane wees uesd A1 Indapaadant variasbae in sl fusaguent shAlyAE

Because dllerent ﬂl-twr» ol The CY-BIS-5C and peaelbing symplom
d Bave bedd ol ibeors categonies, we also re-coded he data
a3 tke mean number of ilemairategones endorsed wilkan rach cabepory/dimen-
sion, pather Ehan ghe mm The rendis wore seardy identical to theos using he
appenach described abowve amd will not be repomed, but are available from the
asthors upen request.

Duantilalive changes within cach of the abowe OCD sympbom dimensiond
Tl'l!"I 'I!ll:il:'ﬂ'l.‘ I follerad . wieee analiied “1-"1 Wiliuen Wi, A scies of

Atiple regresdam dirks Wi d o atess potential changpes

‘:!l.'rnlem symploam dimensions aonoes tme, In these madels, all four baveline
CFMpmm disnann ooned wede #nteted 30 indegenident variabbes wwd i Turn
arh dimeros srmee o Tolleseup was (ke dependent varianle, o Amcrined by
Matarn-Cols et al. [2002)

SEnificande el wWad 4o 31 p - 0| Ba control for posaisde (ype | arean dus in
miultiple lsting slthough levels ot @ - D05 were also reporied i non-sirificist
Irends. Dala wee analyzed using SPSS verson 150,

1. Resulis

1. Chamges within individuad onregories of ohresslans
and compuliind

Frequencies for each of the 13 major sympiom categaries of the
OIS ai haseline and (ol up are showm in Table 1. For maost
symprom  categories, approsimarely G0% of the particpancs
mainained their symptoms between baseline and  follow-up.
McHemar's tests  showed Satistically  signilicant  changes
{01} from baseline 1o follow-up for aggressive oluessions
and lor cleaning compulsions. There wene non-significant trends
for checking repeating. and ordering compulsions (p - 005],
Alitlhoasgh e magorly o changes wene Irom pressnt ai basslne
1o abzent at follow-up, in some participants the direction of the
change was from absent Lo present,

When those participants whose OCD had remiteed at fodlowve
up (N=42) were exchuded from the analyses, no significant
changas were foand on any sympoom category beowesn bazeline
and Tollow-up, with the exception of magical thinking ebsessions,
which shoneed 3 tremd towards gignilicance = 00339)

Tabde 1

h witham individual ¢ of ohaessh aned L= Pl
Smpleam Symplom  SyEplom  Changes  Chadges Tt f
CAlEFOrY in Present at  present af Broms Tromi PatiEnils

CY B0 aaeline  lollow-op present absent in whose
B0 NWSAL  [recenl  CYMpRoen

chang=d

N E M & L L N B

(Ve S0

Canjowsndfion 52 O3 &0 BRI 00 1757 10 1RS1 23 D)W

Agprisaied 50 797 35 473 20 1009 5 &76 34 S595™
Sl 17 230 1 26 & RID O BRYR 11 M
linerding ¥OWT IR 257 42 0 0 12M 2 2EM
Rl penn 2 324 10 257 4 1A D 1X16 23 3104
Seman o432 31 419 14 A2 13 175V I Mae
Marial & 132 M 4R 2 1236 14 kD2 23 31.0e
Tzt
‘Compulsions

Chrahing 31 e 33 S&b Jn 03 B 10E] 34 &50T
Cheviing 57 7TTm 45 GO J1 WMIE U 1RIE 30 &DSsT
Bepeatmng 31 =8 37 500 24 4T 10 1351 54 45950
Cotnling B d4ka 37 WS 7 RAT 13 18331 20 B9
Ondenng a0 541 37 IS 24 1243 1) ARG 35 4700
Hoerding OGS IR 343 M MIF 49 X6 27 3640

* Cigmifrant change b ryenpiame, MeNemars iem st 3 - 00s
= Smpmfcant « hatpe 1w aymmploma, MoMemai's Bl a8l p < 000,

3L (Taonges wirhin srmprom dimensions

Wilcoxon repeated measures tess showed sgnifcant diffes-
eroes ever Lime (p=0.001] en the Cleaning dimension, indicating
a decrease of sympioms across time within this dimension
Changes on the Forbidden thoughts, Hearding and Symmetry
dimensions were ol significant (Fig. 21 Again, when patients
who wers in remizsion at fellow.up were sxcluded from the
amalyses, changes from baseline o follow-up on the Cleaning
difnension were o beges sigiicant (2e 040, pe0UES]L 0 Lhis
casee, only the Synometry dimemsion showed 2 trend  owands
significance (2= — 240, p=002]

33 Ouher parenrial variables influencing sympom change

Additional exploratory multiple regression analyses were
caomlucield (o assess whelher the age of participanis at baseline,
the age of iliness onset, the illness duration, the glohal symptem
severity al baseline {C-YBOCS ol scores), and the lensth of
fulbewe-up were sigmificant predsctors of e pereeniage of change
aver time within each dimension. None of the regressbon models
showed significant resules {all p= 005 data available wpon
reguest), suggesting that these variables did not exert any effect
on Lhe temgaral stalsiliny of U symprom dinensions.

3. Chnges behween sympiom dimensions

Multiple regrezsion analyces were smployed (o examine the
extent o which changes from ond dimension to anather dimen-
simmy pecureed over thine (e, between dimension changes) The
resulis revealed that for each symptom dimension at follow-up.
he anly significan predicion was (he same dimension at baeseline
[Table 2} The anly exceplion was that the Symmeiry dimension
al bazeline was additionally predictive of Hoarding symplems ai
folbove-uip, Howeever, the magnitude ol the partial coarrelation
coefficients was moderate, ranging betwesn 0,25 for the Cleaning
dimension and 035 for the Hoanding dimension. The magniiude
of these comelatbons was only marginally improved by the
exclusion of the 42 individuals who no longer met cricera for
OCD at follow-up, ranging betwesn 022 for the Forbidden
thoughis shimensica aml 044 for the Symmetry dinenaskmn.

4. Discussion

This study examined the temparal stability of OC0 symploms
in a pediatric sample of OO patients who were re-examined on
average 5 years after their initial assessment This is the longest
fnlbmw-up period shodied 1o date exploring symptom dimensions

= ey

i! Clearseg

i

£ ¥ retidion trngie

o

=i Bamkrn
ji ety T
L |

Wlaim b

Fig. . Chaages in OED ipmplom demendmn dcofed Bebween badelne Jnd ol
e A Pears spast) amang 74 yeeth with OCTL “Dignilieass chasge aver
Erme on Wiliumen iepoaled mesiare beid (2= 226 p=0DTL
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Takle
Sgrifcant parisl oorrclaieam belvwoen OO0 §ymgiom dircmion 8l bocline and
Fodbim i, distisimane] 5 fplliple fegreimon analyied (N =T4)

OCTh Aiiniiatad 38 o lliaw-a fu

Cleaning  Foridden thoughls Hearding  Symmaelry

BT 1 s a0 B eline

Lieanimr s =10 [ELL 1] =112
Fechiddin thenghte - U0 nyr= o22 w1l
Hoaardisy ~ [ ~i3 kL i) |
Lymmietay [T LLLCH] o= I

* Signifcase kevel: g < VDS
= Signifcange level p o 00l

in QT The relatively large sample and available diagnostic data
ar follew-up allowed us 1o examine the role of cdinlcal remission
on the stabality of symptoms during the follow-up period, Many
of the participants were adolescents at baseline, and thus vhe
edign allowed s fo examine temporal changes ocournng at a
crucial developmental stage of transition between adobescence
and early sdulthaood.

The main finding of this study was that the mapority of
participants [approximately GOYX] maintained their sympoms
between baseline and follow-up, demonstratng remporal sabi-
lity of symptoms. There was some variability to this within
particular syimplom calegories Satidically significant changes
wire found for aggressive obsessions amd Ffor cheaning compul-
giong (and for checking. repeaiing, and ordering riwals ai o irend
leved ), and m the maponity ol cases symploms wend Irom present
at baseline to absent ar follow-up rather than from absent (o
present, suggesiing that the emergence of new sympioms was
lecs Fikely, Wihen ihe bmlivideal sympom  categories  wene
grouped into the four previoosly idenified OCL sympiom dimen-
sinng { Cheaning, Forbidden thoughts, Hoarding, and Symmetry} all
reanaimed stable between the baseline aul the follow-up, excepr
for the Cleaning dimension. This is consistent wath resulis from a
previous pediatnic siudy by Delomme oo al (20065 who fowmd that
the comamination/cleaning dimersion decreased sigmilicanily at
fodlorar-asp while the nther dimensions remainesd wnchanged.

Inzerestinghy, when patents who wers in remizsion at follow-up
(N=42} were exchided from the analyses, no significant changes
were seen on amy of the mdividual symptom categories or the
sympion  dimensions, Together wath the far thar the mos
chserved changes were lrom presenl o absent, ralber than e
other way armanel, this suggesis thai the rentission status explains
mast of these changes. Ax not all these patients were treated at our
clindc, it is unclear o what extent these changes were due o
treatimenid effects, spontanecis remidsion of odber life s/ents
during the follow.up period. Additional exploraory oommelation
analyses showid that variables sich &8 the age of the participants
and e engtls of U folbsa-ugs did ot correlate with the chasges
fowrd waathin each dimension, suggesting thal these vanables did
rat have an effect on the stability of the dimensions over the time,

A3 well a8 changes within sympdom dimensions, i@ was of
interest o examine qualitative changes henaeen symptom dimen-
sons. That 15, shifts from one dimension to another owver time,
Multiple regression analyses showed that no shifis betwesn
dimensions oocurred, and indeed. the best predicior of endorsing
a partioula symptom dimension a0 followeap was having
endorsed the same dimensien ac baseline, The only significant
crozs-flimensional cerrelation was found beiween the Symmetry
dimension at baseline and the Hoarding dimension at folbow-up,
although this associaticn was small in magnimde, Meverthaless,
the Anding may have some significmee as fhe excessive aoomme-
latlan of ebjecs in Q0D k= ofen considerad oo be secondary o

symmetry of not-just-right cencemns [Pertusa et al, 2000, 2008,
For example, in a case series examining OCD-relaed Toarding,
Periusa et al (2000) found dual obsessive-conipulsive syimprons
relatesl to the Symmeiry dimension (incheling incompleleness and
not-gust-right expenences ) were particularty likely to be associated
with hoarding problems. The authors suggested that hoarding
symploms may nol onstiole 3 uly independent symplom
dimansion af OO0, a2 they fraquently appear ta be sssondary 16
other OO0 sympiom presentations. This contrasts with primary
hoardiing, which i fow (hoghil Lo be 3 separate diagiostic sntity
{Paa=Coly @ al., 2070),

Of interest, the partial comrelation coe(fcientz in the curment
study were somewhat weaker than those reporfed in the adult
studies (Maraix-Cols £ al, 2002; Rufer et al, 2005 bt wers
miore similar to the pediatric study by Delorme et al {2006 This
suggests thal, despite the fact that the best predictor of a futire
sympoom ks having had the same sympoom in the past, the
predictive power of this association ks stronger in adult than it
is in pediatric samples, The reasoas for this are unclear but ic may
be related io o mumber of lctoers, cheling measarement erar
(in this stauty, the CY-BOCS was clinician-administersd at baseline
bk seli-completed at follow-up), dilhculties separatnsg develop-
menally nomal riuals and sympioms of OO0, as well as the
above-mentionsd role of clinical remission. Alternatively, it &
possible that other developmental factors may pantly explain
these findings. For example, subjective distress and egodystonia
requite a cerlain degree of sell-underctanding and absiract
thinking that may not be sufficeently developed at the time of
i imvitial azsesement amil may develop cver iime or 22 part olihe
freatment process,

Uvarall, the resulis are remuarkably consistent with previous
longitudinal studies that have employed similar designs in adult
chimical [Mataix-Cols et al, 2002, Euler e al, 2003} and non-
clinical samiples { Fullana et al., 2004, 2007 Movara ecal . 2011), as
wiell 2% in 2 previous pediatc study [Delonme of al, 2008) Taken
together, our resulis are consistent with the potion that the
severity rather than the confent of the symptoms Nuctuates over
cieee and this may determine which sympioms patients are more
likely o repont o clinicians during psyclviairic assessmenis,
This may give the impression of sympiom change. This does not
mean that the emergence of new symptems s impossible,
particularly early on in the course of the disorder. Exactly when
OCT symptoms appear for the First time in very young chilibren is
not woell understond, partially because of the overlap berween
developmentally-pormal rituali=tic behavior and DCD synyploms,
It = possibbe, howeser, that nonmal rtealistic behavior and 00D
symptoms may be etiwlogically linked {Bolion et al,, 2009

4.1, Thearstical imphcarsons

The results hive important implications for Gurpent cendép-
tualizations of GO0, Increasing evidence suggects that OCD is not
only a climcally Inst also an efiologically heterogenemes disonder.
While there are likely to be genetic and environmental risk factors
commaon o all individuals with OCD, as well as to individoals
with other mood aml anxiety dicorders, there is also evidence
that dimenswon-speciie etinlogical Tactors are at least as impor-
tant {lervoline e al, 2011; Taybor, 20011} Furthermore, these
sympiom dimensions are associated with distinct comorbidity
patterns (Leckman et al, 2007, neural sulmstrates | Mataix-Cols
el al, 2004k; Ruck et al, 2012; van den Hesvel et al, 2009},
el il hesod visk factors {Grisham et al, 2007 ) The fnding, that
the major symptoms of OCD are temporally stable further
supports the notion of euclogically independent  symptom
dimensions thal overlap in vanions degrees inany given patient
[Marakx-Cols ot al., 2005), This temparal srability may be ac feast
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pantlally explained by genetic factors, as indicaved by longimdinal
Twin studies (van Groathesst of al, 20073, 2007b) Therefore,
there is consideralle merit in pursuing s line of research, as a
Tull ymelersiamling of 0C0 i unlilkely 10 be achieved withme
taking this heterogeneity into account,

4.2 (dimical implicanions

Tlere are 3 nuimibers of findings in this soody that could ueefully
imfonm climical practice, The koowlbedge that most patients’
symptom content remains fairly stable over time can petentially
aul relapse prevention grategies. Infomming young peaple aml
thedir parents thar, should 3 relapes oocur, thiz is likely to be in the
form of the same symptoms that had been present in the past. can
aill Tamilies o identily the early signe ol a potential relapse and
act quickly and appropriacely. Familles should also be informed
that other de nove symploms might also appear, it that is far
less likely, We would encourage clinicians 1o perform thorough
asseamnenks of both current and past synploms at the point of
the first assesement, as the resuks here suggest that patient
concemns are unlikely to deviate much over the course ol time.
Even il 3 symptom is emdorssd a5 prezent in the past. there is 3
Fair chance that it may reappear at a latter paint in time, giving
the false impression of 3 “new symipom”. 1T ks mere plausible that
smptoms may be dormant’ for periods of time and then be
reactivated, omasent with the often used erm wasing and
waning’,

4.3, Limitmnions

T sty as several lmitations. First, the CY-BOCS-5C las a
number of important psychometric shoncomings, as discussed
elsewhine (g, Mataix-Cols ¢ al, 2004.). Funthermons, dilferent
categnries of the CY-BOC5-5C indude differsm munberns of iems
and categeries inchading a higher number of ilems may be maore

kely 1o appear 1o change over rime. This is a particular problem
Tor the Hoarding dimension, which only includes four items | owe
under ohsessions and two onder compulsions), However, it is
reazauring that when we recoded our data a2 the mean number of
irtems/categories  endorsed  within  each  category/dimension,
rather than the sum, the results were nearly jdemtical. Mever-
theless, funae studies addressing this research cuestion shoald
employ moere psychomelrcally sound mstraments, such as e
Dimensional Y=B0OCS {Rosario-Campos @t al.. J06), that were not
avarlable at the time the bazeline data were collected. Second,
different versions of the CY-BOCS-5C were used ab baseline
(chinbcian-sbministerad] and follew-up [zell-adimninistensd ). This
may have introdeced a source of bias in the data. However, the
likely result may hawe been an under-, rather than dver-
ectimation of the temporal stability of the sympiome, amd (e
wonnss bency of our resalis wilh those of previms studies suggests
that this is mimimal. Third. although the sample size is larger than
that al previous studies ssseasiing the stabality of the symptom
dimensions in OCD youth, it is sill relatively modest.

4.4, Concluston

Comsistent with previous stodies b oadulis and conrary to
pepalar beliel, the content of OCD sympams in young people i=
relagively stable across time and spans well ino early adulthood,
Most changes that cocur in sympioms do 2o within rather than
hetwrern symptom dimensions and are largely atinbutable o
clinlcal remizsion.
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2.2.STUDY 2: Sexual obsessions in children and adolescents with OCD

Fernandez de la Cruz, L., Barrow, F., Bolhuis, K., Krebs, G., Nakatani, E., Heyman, 1., & Mataix-Cols, D.
(2013). Sexual obsessions in pediatric obsessive-compulsive disorder: Clinical

characteristics and treatment outcomes. Depress Anxiety, in press. DOI: 10.1002/da.22097.

2.2.1. Background

Sexual obsessions are a common presentation of OCD. They may include unwanted sexual
thoughts about having sex with family members or children, fears about engaging in sexually
aggressive behavior, or concerns about sexual orientation. In adult samples with OCD, sexual
obsessions have been found to be more frequent in men, accompanied by other symptoms from the
Forbidden thoughts dimension, and related to more distress and interference and an earlier age of
OCD onset. Mixed results have been found regarding treatment response, with some reports
suggesting that individuals with sexual obsessions respond poorer than individuals with symptoms
from other symptom categories. In children, sexual obsessions have been largely disregarded.
However, the fact that these symptoms may be alarming, misinterpreted as indicating risk to
others, or confused with normal sexual development highlights the importance of studying this
issue in a pediatric population. In this study we aimed to examine the demographic and clinical
characteristics of sexual obsessions in a large sample of young people. Furthermore, we wanted to
examine the treatment outcomes of OCD patients suffering from sexual obsessions compared with

those OCD patients without.

2.2.2. Summary of the methods

The sample comprised 383 participants meeting criteria for OCD referred to National and
Specialist Clinic for Children and Adolescents with OCD and Related Disorders at the Maudsley
Hospital, London, United Kingdom. Mean age of the participants was 14.34 years (sd = 2.24; range =
7 - 18). Two hundred and sixteen were boys (56.4%). Participants were assessed at the time of the
initial clinical assessment and, for those treated at the clinic (153 participants; 39.9%), again after
treatment. For this latter group, treatment consisted of CBT involving ERP (with or without
medication). The measures included the CY-BOCS (mean total score at intake = 26.32, sd = 5.65)
and its accompanying Symptom Checklist (CY-BOCS-SC), as well as the Children’s Obsessive-
Compulsive Inventory (ChOCI), the Family Accommodation Scale (FAS), the Strengths and
Difficulties Questionnaire (SDQ), the Beck Depression Inventory for Youth (BDI-Y), and the
Children's Global Assessment Scale (CGAS). Patients with and without sexual obsessions were
compared on socio-demographic and clinical characteristics. Mixed-model analyses of variance

compared treatment outcomes between groups.
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2.2.3. Summary of the results

Hypothesis 1: Sexual obsessions would be a common symptom in the sample, and would be more

prevalent in adolescents than in younger children.

According to the CY-BOCS-SC, 102 patients (26.6%) presented with sexual obsessions at
the initial assessment. In this group, the most frequent sexual obsessions were forbidden or

perverse sexual thoughts, images, or impulses (n =71, 74.7%).

Participants with sexual obsessions were slightly, albeit significantly, older than those
without sexual obsessions (14.8 vs. 14.2; p = .006). As anticipated, sexual obsessions were
more frequent in adolescents (around age 15 and older). However, sexual obsessions were

found to be present across all ages (range =8 - 17).

Hypothesis 2: Patients with sexual obsessions would also present with other symptoms from the same
dimension (aggressive and religious thoughts). Also, individuals with sexual obsessions would be more

depressed than their counterparts who do not endorse sexual obsessions.

As expected, the group with sexual obsessions reported having significantly more frequent
aggressive and religious obsessions. Also, they reported more magical thinking and the fear
of saying certain things from the miscellaneous category, and more superstitious games
and several other compulsions from the miscellaneous category (i.e., mental rituals; need
to tell, ask, or confess; and blinking or staring) than their counterparts without sexual

obsessions.

Participants with sexual obsessions did show significantly higher depression levels and,
also, were found to score marginally higher in OCD symptom severity, as assessed by the

CY-BOCS.

Hypothesis 3: The presence of sexual obsessions would not be associated with poorer treatment
outcome, as long as treatment is delivered by a specialist team and adapted to the developmental

needs of the child.

Mixed-model ANOVA analyses did not find differential treatment outcome in those with
sexual obsessions (n = 50) vs. those without (n = 103). The results were independent of

whether the patients were on medication or not.

2.2.4. Main conclusions

Sexual obsessions are common in pediatric OCD and, although they may be associated with
particular clinical features (i.e., higher scores in depression and slightly more severe OCD), they do
not interfere with treatment response. We also concluded that these symptoms are benign and

should not be misinterpreted as posing a risk to others.
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INTRODUCTION

(J’Imssi'm-cu:npulsiv: disorder  (OCLY) is
charmcterized by unwanted snd  fntrusive thoughes
anid miive behaviors or nmals. Ohsessions are
higl‘d}rrcﬁwmﬂmmu: i pature and may conunoaly
involve “forbidden™ thoughts, such as aggressive,
religious, or semal obsessions. V¥ The bier may ine
clude unwanted thoughes abour sexual acts with famly
members or young children, sexvally aggressive be-
havior, unfaithfulness, and homosexual aews.™¥ Sexual
olsessinns may remain undetected because sufferers are
often embirrassed to disclose symptoans that might e
E:rwiwd a5 unaceepuable. ! ?‘:‘cspim this, they have
en found m be common in adules with OCT, with
reported prevalence ranging from 5-24%.%7 Sexnal
obsessions are also common in adolesoent patiens, with
a lower ]frcvaln:m: reported in vounger chilidpen. !
Sexcual obsessions been rarely smudied in their
own right, butappear wo have specific clinical eorrelates.
Adule patients with sexual olsesions are more likely o
be male, ** " tend to experience other types of “forbid-
den” thoughts (e.g. aggresive, religious obsessions), !
to suffer more distress amd interference, ™ 11 and ro have
an earlier age of OCD onsey M compared 1o paticnts
without such symptems, Tn a lrge mnlticentrie study,
the presence of sexnal/religions roms was strangly
associated with suickdal digiughuﬂ::nfplmﬂ”'l o
Munch less is known abom sexmal obsessions in pedi-
atric samples. There are at least two reasons why itis im-
porant o further study these obsessions, particularly in
young [ warh CHCTE. First, there is some indication
tha mp?;fﬂh&minm and sther “forhidden”™ thanghts
mmay b associated with poorer response o cognitive-
hehavior therapy (CBTY ¥ and serotonin reupiake
inhibitors (SEIs)." ) However, other studics have not
fovund sueh an associanon. ¥ Second, sexial obses-
sions tend to ciuse alarm among fumily members and
professionals, often being nsinterpreted as indicating
risk, For example, thenghiz af sexal acts with yanng
children mav erronecusly be understood as indicating
cmerging pedophilia, witheut proper consideration be-
ing piven to the possibility of OCD, Suffererss may be
subjected 1o lengthy or inappropriate risk assessments
mativated by the improbable case that they could act on
their intrusive thaughts, " which i in turn likely 1o fuel
the individuals own fear thar they are dangerans. 1w
such exmmples from our clinic are presented inTable 1.
Simakarly, it 1 not uncommon for ciniemns to assome
that a young persen with intrusiee sexaal thoughts has
beenabused, leading 10 excessive questioning, investiga-
tinns, or examination, that can do significant harm.[*!
Healy et all*V described two cases of pediatric OCD
where child sexual abuse was suspecied due 1o the seamal
nature of the symproms. However, in both cases it was
comsidersd unhkely after clinical assesament. Monethe-
less, in another case series, Freeman and Leonard !
reported onset of OCD in two young children af-
ter sexual abuse or sex play, and suggested e these
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experiences had hecome incorporated inte the obses-
sional comtent. Therelore, it is appropriate w consider
seanal abuse when assessing sexual obscssions while
rtmninjn[g aware that excesive questioning may he
harmful 14

Olsesnns relating to sexun] orentidion anl sexual
identity can also potentally lead o misinterpretation
and rl.c'lsg'w] treatment, particularly in the peripaberal
periexd. Such alsessions and the relared distress may be
nusundersiood as being the result of a seaual sdentity
conflics and prevent access o evidence-tased treat.
ment for OCDM For example, Williams! described
a voung man with obsessions about sexwal anemation
where the therapist failed o recognize the sexmal
thoughts as symptom of the OCD, resuldng in an
increase of symproms and suicidal ideation. As another
example of confusion surrennding this issue, in re-
sponse toa patent complaint, the Swedish Ombudsman
aganst discriminatan on grounds of sexual orienaton
determined that the Yale-Brown Obsessive Compulsive
Scale Symprom Checklist (Y-BCHZS-5C) frem assessing
homosexual thoughts is discriminatory and should be
remaoved because there is no comesponding “heterosex-
ual thoughes™ irem. 2™ Clearly, the Ombundsman failed
to appreciate the distineion between sexual orentation
and nnwanted thoughts relating 1o sexmal orientation.! !

CGiven the pausity of dat on sexual obsessions in pe-
diatric OCD, this suudy examined the demographic and
clinical characteristcs of pediatric OCT) patients with
sexnal obsessions referred to a specialist clinic. In addi-
i, we tested the hypothests thae the presence of sexaal
olsessions would be associatal with poorer oresiment
CHLLCOITE.

METHODS

PARTICIPANTS

Pardcipants were 383 youth ecopecutively refrrred w the Wadonal
and Spedalis Pedisune OCD & Beluead Disordars Clinke st dve Maud
sley Tospiral, London berween 2004 and 21 and meedng 100
1078 Sagnoaric eriveria for OCT), A sultidisciplinary: clinical am
specializing im the diagnuess amd managemenr of CL0F conduonad
am imicial m.rn.pr:hﬂuiw climical assepmment I.uu'n-; qlpl'm:i:ml.:l}' 3
hours. Demibed soambomographic and clmeal mformanoen was gash-
ered from che padent and their parents and disgnoses of OCD and any
dihver convoebid divordan were msade sccondiag oo ICD 10 wivaia

Cme hundred and fifry-cheee pardapants (39.5%) received meac-
ment ot the clinie, Pusenes are n?ur. rederred ua oar clinde For & spe
-i.!th R ST |n||;u' dl1|| :rﬂll;ll. rnrrh-nzl Il.i.ll. 1 rlrrl.l ||n'.l| 1= {1181
for weaument. There were posigniticant diferences n wny relevan de
magraphsc or dinical vanshles beovesn those puiopanes who were
wreaeed ag che elinke and thoss who were not, inclnding OCD sweveriee
{CY - BOCS Towl seores 26,7 versus M6, respeanely Smdent's ¢ =
=105, F= 291 ) ahhough the percenmpe of perrvicipanes with seol
abreasions was sgnsficandy hagher ameng sthowe woased st che dinie
(L% verum 12.6%; 37 = 4764, P = 129

All dwwn nsed in the currens svady were collecsd as pary of clinical
pracuice bt are of high sandasd and routinedy eniployed for restanch
prerposes [e.g 29, Approval for e sudy was received from the South
Landrn and Mandsdey Cliniral Audie and Edfeciivene s Commiree.

Lorena Ferndndez de la Cruz
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TABRLE I "I'wo examples of sexual obsessions being mivinverpreted as posing risk

Caac 1,

Kevin was a 15 veas -ald boy who presenced with moderme w severe OG0 (CY BOCS soore = 146), despiee heing weared with senmbine
100 g and 15 peasiena of CET, B moar doseressing ohaessions wers fears char he had semeally abed has vonnger eowsin in the pase, snd
warries that he may cherefors be a pedophile and abuse odher childeon i dhe favare, Despaee a diagrosis of OCD having been given and
recoymiriom shar Kevin experieneed ehe thooghes as shharrene anid performed mrrqml.hlum. in an mnprmnzumlu them, 3 social services
imvesnganson was carnd our m escablsh whether Kevin had indeed abused his cousan. Kevin's wormes were found o be smsabasanoaced,
The provess cupsed Kevin consderable disress resuluing in depressive sympooms and soicidal ideadon. Toalso fuelbed s beliel s his
sesuad thoughes wore o pars of DUD, causing ebavtanes v disdose sunpeoms w0 oters md ovsidalde delays and dilficuleics in aeaunene
Boevin was referred wo our specialiss OO elinie for farder weaunent, Following 14 sessions of CHT for OCD, Kevin was able wo galn
imsighr inno bis sy pbaims a5 being pare of his CCT2 and achieved a pembssion of his OO {poserrestment O -BOCS soare = B,

Cse 1,

Jasbe was a 1S o -old gial who presensed wik naslermely severe OCD (O BOCS woie — M) and maladapuve coping strascgies (.
self-hewm, alenhiol we). Josie’s spmproms mcluded aygresive imosesal asd ineesroous obsessions sl eneerns dar she may seeon
upwanted impubses, leading w0 menual rivuals and resssorancs eking, Josis repomed having engaged in sexual play wich girls of the same age
a6 wnd #, and bad smaed dhai she emjoyed ihe experience. This bed w0 comcem among professianals tha she may be sexally desviant and
represant b risk v subers, despive symipeoms indicmive o0 DCD (high Jevel of disress when dhoughts present, compalsive brhavicss,

abseadve doubaing), Tosie's spmpromes were inigally misdisgnoed as popchosis and ceaeed

with aripiprazole 15 mg. Dhee o the perceived

risk toothors, osie bad & helef papchiarric sdmission and was roferned ro eonial sordons, A referral o forensie services was dlei considirad.

However, following an for and disg

is of O, Josie was able to recognize her thoughas as inusive and ego-dysionic. She

-H'I.E:l.gh! B ﬂ'ﬂh sessiond af CET for 0D, in eonjunesian with fhesreeine 20 mg, and made |isniﬁﬂmp;mn1dnﬂj.ngmlmgu’

cxprriencing any seanal ohesssbons (pesrmoamment CY-BOCS score = B

MEASURES

The Children's Yale-Brown Ohsessive Compalsive Scale (CY-
BEHSG and im accompamying sym) whedklier (Y -BOS-500
were mbminksrred m asess the soverine amd phensmenalogy of
whe OCD prome 0 The Sexnal Obsessions seeuian of the
CY-BOCS-5C comprises four different icems dhar were indnadually
reconded: “Forbidden or senaid chotghes, images, im
“@aintent chat involves honosealiey,” “Seoal behayior nowards ol
ers {aggressivel,” and “Orher.” The CY-BOCS was readntindscered o
the el of the CBT ercasnent seadoms as the makn messiee of erear
firnt oo

The Chuldren’s Obsessave Compulsve Invensory (ChOCT} s &
self= and parenr-report imsrument developed 10 owess obuesives
comgulsive srmpeoans and  sheir Gnpairment in young  prople
The Chid has shown goond inrernal consisseney and erirerion
walidiey L. 53}

The Fanily Accommuodation Seale (FASH ™! msesses the degree w
which faisly meinlers hive seonsmodaed the chibd's OCD smp
o i the bevel of divioess oo impatment dhat che lamily members
arwl pasient cxperieacn asa pesale, The FAS has adequeam imernad oon-
sseency and good inver-raver rzl'uhlhr:rl”. anal has been widely wsed
un |H"'|H‘ﬂr|l| CHLT siulien lr.h M ]

The Bedk Depresaen Invenmory for Youdh (BDI-Y) s a wsdely wsed
mm\rnqum:wuu which has good intesnal conssency and st
coinerion validigy, ¥

The 51:rt:|1plu and Distfhcuslies Chacstonmaine {(STYCY) asseases pry-
chological aljusamnene of dilidren and adidecain, Many smlies from
diverse comniries have supporeed i validing and clindcal il "

TREATMENT

Al children wreared ar dhe dinde (N = [53) recetved CBT from
up.ﬂitn.eud I.1‘|IE!.F|IIH. ar trainees under dose supervisian. CET was
precteenl-driven and largely Preieed on expossre wieh response preven-
won (ERF), with parenml imvalbvemen. Ir nvolved dhe following key
eutngranents poychiiluadon abiae CCTF and anslesy; developimene
of an exposire and response prevention hiscarchy; graded sxposare

Lorena Fernandez de la Cruz

with response prevendon: and relapse prevenvon. In mose cases, 12-
14 sessicns were alfered. Typically, sessions were weeldy and 1 hour
b, Patienes with snd withone sexual olocsadons reccived] am cipuaiva-
lenx number of CET sesadons (139 versms 3.8 sessions, respeovely:
Seudene’s p = <01 P = ,m:‘.

Fiffoy-two of the pardcipans with postreamment dam (345 jreceived
medhicanon For OC SR} in addigon v CET. Of thoss, 12 were also
an low doses of snuipsrchoucs (mosdy risperidans) as an asgmenesion
smategy, In mosa cases, medicauon was smrved and had reached o sable
e bofore (0T commenced. “Those whas reccived medicanion along
with CET were foend oo be dlightly alder (147 vepms 13,9 veary
Smdene's r= =2 610, P = 0010 and hail more severe OCD (295 versas
5.1 on dee CY-BOCS roqml soore; Srudene’s roe 4620, F o« 00]0
Finally, the medicasion groap had a highes p.l-ﬂfﬂll.ii.m af pardeipanis
with sexual obsessions (4415 versas TOTE; »* = 4777, Fe= J2WL

STATISTICAL ANALYSES

[higa were amidyeal wsing SPRS verdom 150 b Windisa
Berween-group dilferences were wesved nsing either Chi-square wses
fuar cancgorieal dara, Mann-Whimey 1 e fie osdinal dea, or Se-
dent's presm for comeinuons inde pendenedaa. A muved mode] AMOAVA
was usesd oo vest for o diferenuval effect of group {sexual ohsessionsinng
semaal oherwions) on regpondvenss o meaoment, Al wadsrical was
were two-sile d. Significance level was sevas P < 05, Sample sizes may
vary for soane of the amadyscs 2 3 resule of mismg do,

RESULTS

SAMPLE CHARACTERISTICS

Two hundred and sisvesn (56.4% icipants wers
bays, The mean age of the pnrﬁtimfmmim T
14.3 years (50 = 2.7; range = 7=18) and the mean age at
onset of their OCD was 10,7 vears (80 = 3.1, range =
3-18). The mean total CY-BOCS score was 26,3 (30
5.6), indicaring moderarely severe symproms. According

Diprescion amad Awxiery
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TABLE 2. Demographic and clinical characteristics of pedipmic OCD patients with and withouwr sexual olsessions (Y <

LEETY
Parnopan with [Parcipans withot
semaal obatssions semil obasssions
(W= 100, 26.47%) (=281, T3.4%) Statlaic
IMEMEHIRAPHILS N % N % Lhe-suarn #
Bins ] TA.E 156 555 iR 1]
Oin medicarion far OCD 47 0 o 357 LT3 53
Ay i blal lisaler i M7 i 204 il A5
Slean 50 feleran 50 Stlent’s g &
Age an assesmEng 148 10 142 13 e A
ﬁw:qr‘{ LY papiser 110 3.1 L1841 il =1.18 dm
O MEASTRES Nlaan Y ) Mean 0 Sindegnita ¢ il
CY=-BOCS
-0 Obssaalans 157 0 114 1] . A
CY-BHCS Compulsoms 11.7 9 134 A - AT
O IOMCS aoval 174 5.6 150 54 TI74 024
Ch3C salf-repoomd
ChiHCT aibsessions 145 44 147 5 ~ 454 L]
ChioCT compubsions 149 4.3 15k 44 S S
ChiOHZT powal M1 82 ™7 ] 515 i}
ChaDCT parent report
i K obnessdomns 1fas LR 185 5 =2 313 | Fird
ChiDC] comgubicns 168 22 154 4.5 - 578 AL
ChiOC] wcaal L% LI 14 a7 T JE:
FAs
FAS mather 133 141 24,1 137 1473 AT
FAS futher ins LET] m.a (ER] S5 ATH
OTHER CLINIGAL MEASURES Mean W3 Mean s} Srdenr’s ¢ [
BOEY (T score) ] [TiT3 [T 141 FRLT 04
.‘i-l]f_"llrhlul wrwral monre Sl & 54 [ LA 4.7 — 148! 50
S0} parent, eomal score 187 4.7 153 5l — 454 424

to the CY-BOCS-5C, 102 paticis (26.6%) had curremt
sexal olsessions ar the innsl asesment

CONTENT OF SEXUAL OBSESSIONS

Dhata about the individual sexual olsssions iems
on the CY-BOCS-5C was available for 95 of the 102

micipants in the sexual ohsessions group. The most
requent sexual obsessions were forbidden or perverse
sexual thoughts, inages, o impulses (n = 71, 74.T%)
Examples of thess obsescions in our sample included
worrying about being a pedophile or having thoughes
ahaut having sex with younger children, images of them-
selves having sex with farmuly members, and images of
having sex with dead le. Thoughts abou aggressore
sexial behaviar towand others (o = 39, 41%), thoughts
with content invelving hamosesualiny (o = 31, 12.6%),
and the cowegory “other” (o = 21, 22.1%) were also
frequent. Fxamples from the “ather™ entegary included

waorrying about making women pregnant after mastur-
bating and worries that a boyiriend had been unfaithiul.

Dhepreimian ana Anviery
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COMPARISON OF PATIENTS WITTHL ANLY
WITHOUT SEXUAL OBSESSIONS

There were no differences in terns of sex, apge a1
onsct of OHZD, or presence of comorbid disorders
(Tahle 2). Participants with sexual absessions were
slifhtl].', bt significantly, older than those without sex-
ual obscssions (148 versus 14.2; Swmdent's 1 = =2.7%,
P = 006, A demiled exarmination of the frequency of sex-
val obsessions by age showed that, although sexval ob-
sessions were present across all ages (rangs -1 7), there
was an abrupt increase of these symproms taking place
at around age 15 (Figure 1), More patients with sexoal
obsessions tended w be on medication for their GCD
(5RIs) compared to patients without sexual obsessions
(nensignificant trend, ' = 051) buta logistic re ion
model indicated et this was endirely explained by the
slder ape of the medicated mnricipants

Parocipants with sexual o ioms scored marginally
but significamly higher on the obsessions (# = 001)
and 1wmal scores (P = 024 of the CY-BOOS and
the obsessions subscale of the ChOC] {parent version,
P = 022), compared 1o participams without sexual

Lorena Ferndndez de la Cruz
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Fipare 1. Frequeney of pardcipane with and withont seoul ohb
sesgions by age.

ohzessions. There were no berween-group differences
on the compulfons subsale of the CY-BOCS, the
self-repored version of the ChOCI, or the family ac-
commodation scores on the FAS (Table 2),

As shown in Table 3, aggressive and religious obses-
stons, magical thinking, the F:mnf;ﬂﬂngccrmin things,
supersdtous games, menml ricuals, the need o wl), ask,
or confess, blinkingor staring, and other ritvals from the
ragesllaneous groupwere signifcanely more frequentin
the group with sexual obsessions (all P < .05).

Bath 1ps had sguivalent soores on the 51 child
and ]mr-Er:rnTvF;riﬂmT Only the BDI-Y ﬂnwﬁrfil’ﬁ:r-
ences berween the ewogroups, with a significanely higher
T soore, indicatdng more severe depressive sympboms in
the seamal obsessions group (P = .024) (Table 2). There
were no smostically sigraheant beween-group differ-
ences on the suicidal iﬁ:aﬁon item of the BEDI-Y (ieem
4: " wish [ were dead"”) (Mann-Whitney's U'= 10453.50,
P=.221).

TREATMENT OUTCOME

One hundred and Afty-three patents (W = 50 with
sevual obeessions; W= 103 without) received CBT atthe
clinie. Mean pre- and posttreatment CY-BOCS scores
for both groups are shown in Table 4. A mixed-model
AMOVA with time as the within-subjects facwmr (pre
versug postireatment) and Eﬂup {writh versus without
sexual obsessions) as the berween-subjecs factor re
vealed a main offect of ome [F(1, 151) = 362.114, P <
D0, indicating a signifcant reduedon in CY-BOCS o-
tal soore over the courseof the treatment. There were no
significant main group [F(1, 151) = 1.7462, P=.184]) or
time by group interaction [F(1, 151) = .123, P = .727]
effects, indicating that the mwo groups improved simi
larly with treacment A similar pateern of reqults emerged
when the obrssions and compulsions subseales of the
CY-BOCS were analyzed scpararely; there were main

Lorena Ferndndez de la Cruz

effects of time [F(1, 150) = 352922, P < 001 and F{1,
150) = 285377, P = 00, respectively] but no signifi-
cant time by group interactions [F(1, 150) = 226, P =
A3 and F(1, 150) = 004, P = 878, respectively]. How-
ever, while no main efeces of group were found on the
compulsions subscale [F(1, 150) = 166, P = .084], the
obsessions subscale did show a significant group efect
[F1, 150) = 4.566, F= 034], anribomble o the signifi
cantly higher CY-BOCS obsessions scores in the sexual
ahsessions group (see Table 4)

In order o investigate powndal cffces of medica-
gon, we next introduced medication status as an addi-
gonal factor in the mixed-mode]l ANOVA The result
indicated significant main efeces of ame [F(1, 140 =
3200189, P < .001) and medication [F{1, 149 = 27048,
Pz 001], medicared patdens being more severs ar both
fme points, but no significant main group effect [,
149) =, 250, P = 617], and :mri;ni.ﬁﬁ.nttilm hrgnmp
[Fil, 1490) = 403, P = 438], dme by medication [F(l,
149) = 1.247, P = 264), or ime by group by medica.
don [F(l, 14%) = 861, P= 3 55] interactdons. Equivalent
resulis were abrained for the CY-BOCS obsessions and
eompalsions subseales (dam svailable upon request).

DISCUSSION

To cur knowledge, dhis 35 the firse study specibeally
exphoring seamal obsessions in a large sample of pedi-
arric patdens with OCL, These symptoms ane not only
pomimon, with more than one in bour young people with
CHCDy reporting sexual obressions, bur they were also
asvociated with marginally higher symptom severity and
more severe levelsof depression. T he most frequent con-
cerns involved forbidden or perverse sexual thoughts,
ima%f. or impuless, which were endorsed by over 70%
af the young people who reported sexnal obsessions,
As in adule smudies, sexual obsessions wnded 1w appear
alongside ocher “forbidden™ thoughts such sz apgressive
and relgousobsessions, magical thinking, fear of sying
certain things, and associaeed ritnals such &5 repearing
rituals, superstdous gaumes, mental rimals, and the need
o tell, ask, or confese, 1871

‘u"n-ungﬁzmpl: with sexual obsessions were marginally,
vet signifcantly, older than those without sexual obses-
sions. Similarly, Geller et al.l") reporied a higher pro-
portion of sexual obsessions in adolascents with OCD),
compeared o children and adults. In our sampls, sexual
ohsessions were particularty commeon in childrenaged 15
or older. However, clinicians should be aware that s2x-
ual obsessions might be also present in much younger
children {as young as cight in our sample). These resulz
highlight the imporwance of openly and direcdy enguir-
ing about sexual obeesions in the assesment process,
even in very young children,

The assnciation benween sexual obsessions and de-
pressive mood is in line with the wend found by Grant
et 3.7 in an adult ;ample and aleo consistent with alder
hiterature suggesting that depressed mood is primar-
ily related wo obsessions, rather than compaulsions, in
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TABLE 3. Freguencies of obsessions and compulsions in pediamric OCD patdens (8 < 383) with and withour sexual

obsetcions, socording 1o the CY-ROCS-5C

Participants with Pamcipani withour
sexnal o b sadoms sewnsl ahsesaions
(N = Lk, 26.6%) (W= 281 T34%) Saudstic
N % M % L hi-siqeare P
il iadnim
Conrumninstion FE Y 149 714 i hEl
A greiave b2 ] .8 19 il B3 G.aeA ELE
Hin,rl..l"g 53 31,5 A3 9.7 AHR 50
Magacal ihimlaeg +H 4 L | LrE ] 4453 035
HII1||1IiI' 4 'Irl.+ Hfl LA I“:EII E1] ]
Religious 55 .10 L] 351 13513 LLET]
Muscellaneons ohsessions
Pl £on Lvevwds v b K Ff T | Taf 194 ERE LY ARsd
Fear of saying cenam chings i | 1.2 13 11.8 5.25% Al
Fear of novsaying the right thing EF| i J; 4 16d 119 260
Insrasive {nonvialent} images L] .l 14 LA 2121 A48
Tnurasive somnad, word, music, mumber i 1 i i7 il 1770 Awd
Ohher 1l 10.1 32 1.5 ML Jid
Compulsicns
Clesning T& T& i ) Bl A
Chacking 82 2 29 15 2.857 91
Repeating i T 18l 5a.1 415 vk
Cneneimy 45 45 1144 LAy SR ATl
Crrdering + + 143 514 1429 232
Hoarding L] it #l Pk [0 1] i |
Shlmhllrjlqrﬁ 51.l|||:| +.'| Ivl L ‘?ﬂ- ‘,7' 1 ,“l'.r
Fiuals involving ouvess T T 151 ol L.t 04
Muscallanecms oo polsinms
Meneal imaals i i i LE R I5.0065 A
Mieadd poaell, asle, conlais 4 4 i 1.1 13414 ELE
Mieasures m prevons burm 12 1 il 1.5 7 e
Rimalized eanng 23 5 59 212 50T ARE
Last making 11 1l i3 Y A4 Hle
Touch, mp, rab +4 o+ 105 LT L.1w5 I7%
Juss pight 38 £ bt 335 71 Al
Elinkang, smring il il 42 151 LE520 01
Trichoullomarda 4 & K F2] 2.66F 101
Self-hatiming T 7 n 11 A RIEES
Odher I7 7 4 45 5.561 020

OCD™ Taormes et al.'™! recenily reported that adules
with sexual/religions sympioms were more likely 1o have
suicidal thoughts and belmvior, a finding that we could
nov replicare, perhaps due e the single item nature
of our asscmsment. In any case, menitering of moed
and suicidality mmy be particularly imponant in this
gronp. .

Contrary to some of the previous literamure, "%
patients with sexual olsessons were just as likely to
respond o developmentally milored CBT o panens
without such symproms: This was true independendy of
whether the patients were on SRT medication or not, and
taking into account that patients with sexual obsessions
were slightly more likely 1o be on medication.

The reazon why paticms with sexual obsessions were
more likely to recerve treatment at our national and s
cialist OCD clinic {rather than being sent back 1o their
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lecal teams for treatment) is unclear, but s an interesting
question in it own right. Padens with sexal obsessions
were more severely impaired and more de ed, so iy
may he that clinicians felt thar bath CET and medica-
tion were nesded to achieve optimal response. T'o our
knowledge, there i no sirong evidence w suggest that
patients with more severe ohsessions (sexnal or other-
wise) are more likely to benefit from 2 combined treat-
mentof CET plus SR versus CET monotherapy, unless
there i o clear clinical indication such as severe depres-
sion or suicidal risk. An aliernative, perhaps not incom-
patible, explanation may be thar patients, families, and
professionals are more alarmed by such symproms and
therefore specialist treaiment & seen as the safest, most
assertive opion. In any case, aur results suggest that sex-
ual obsessions are as responsive to CIT (with or without
medicaton) as other tpes of sympioms.

Lorena Ferndndez de la Cruz
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TABLE 4. Mean CY-BUHCS scores at pre- and postreatment in peadiarric CHCD patents with and wichour sexual

ohsessions (W — 155)

Parricipan s wich Parncpanes withar
sexmn] ohsessions seymal obaesdions
(W= 50 (W= 103) St
CY-BOK S scores Maan S Mizn S} BTt »
{:‘I -H:HE |J|'-.-‘.'|.i| Hnes
Presvearemens (EX1] 14 126 L0 = 1.463 JE
LN S oy e T 4.3 % 4.1 = 14K 62
CV-BOCS compulsions
Preerearmens 13.7 L5 154 L2 A6 A8
Thrtrentan s 1.5 -0 T .0 =150 MY
CY-BOCS poral
Frooreammenr Fi) i il 57 - 1. 503 A0
Peereanm ees 152 21 141 B — R Als

As mennoned earlier, sexial obsessions can be alarm-
ing and distressing for both fanulies and clinicians, as
they may erroncously be perceived o indicawe a po-
rential nsk. This may lead o unnecessary lengthy amd
damaging risk assessments, which may in trn provoke
greater distress, rituals, svoi , and misurust of health
professionals. This could be avoided if the classical psy-
chapathology/phenomenalogy of G were hetter rec-
1:|i_l'|‘|i;t.=11.| Ln:::qu:mmi nlumr}uﬁmely into the cams for-
mulation, symptoms nommalzed within the context of
OCD, and CBT delivered as usual

An adequate Farmukation of the spmprams a8 hein

re of the OCD, mther than seeking o “rule our
forensic and sex-offending factors 5 crocml and re-
quires a good knowledge of the phenomenalogy of the
disorder.**] Professionals nesd 1o be confident in ex-
plaining to sufferers that they are not going to act on
their ohsssve Ihthl:ghh.n','l Many factors can help dif-
ferentinte the intrusive sexual theughts of people with
COCT} from those of sexual offenders. For example, peo-
ple with OCD are distressed and disgusted by ther
rhnl:lilr'hl:; {Ii‘l:}' are r.-.-gn-l:l}r.'.'llmi:.:] amd I:xllﬂ“_l,.' 1y b avesid
sitnations that wigger them. They make effors wo sup-
prress the thaughts, il toeact on or mosturhate v them,
and very often have additional obsessive-compulsive
symproms. ¥ By contras, a pedophile is likely 1w regard
sexual thoughts as ego-syntonic, to be more ambivalent
about having such thoughts and to find them attractive at
least some of the tme, or 1o be cautious about revealing
their true feelings.[ !

It may somestimes be difficult 1o assess ego-dystonicity
in young people with OCD, as youth are often sill in
the process of sexual development and maturation. 2
Parients may therefors feel very confusad as o whether
a gesmal thought is wanted or umwanted, permitted, or
devint. The voung person may lack the cogmitive mo-
writy to identify thoughts as unwanted or may feel
that if they adoot w wishing they did not have symp-
LEMITIS, I]"n:}' may e asked 1o SEOp rirnal'r.f.ing, 'd.'lh'n.:h rhq:y
fear would be difficult and anxiety proveking. " How-
ever, apparent absence of cgo-dystenicity or insight

Lorena Ferndndez de la Cruz

does ot exclude the :liﬂgm:x'm of O, :'.sll:r,'iﬂ“" i
youth.

Some paticms with sexual obsessions may report that
they feel aroused in response to their unwanted thoughrs
or images, leading to the interpretation that actually they
are sexually deviant. However, people with GCD may be
especially sensitive and may consequently over-report
armtsml."ﬁ] Moreover, selective attention and I’ca:ajg;:k
on the :i:gT:.: of aroisal may increase hoth l_-:nim] hilewacd
flow and the level of arousal. This is not an indication
of sexual interest, butof amdety. ™ Additionally. con-
trary 1o the arougal thar indicates sexnal attractian, the
arousal tharstems from unwanted sexual thoughts is gen.
crally accompanied by overt and covert ritualizing.#*!
These compulsions may inelode monitering arousal lev-
els 10 determine auraction, maintaining sufficient phys-
ical distance athers to ensure that inappropriate
Ii:lllq:l'l'lﬂg :Irw_-i Tk 1;|r,u;ll;|‘ A rr||::|1lﬂ| TEsSrnce E|"|:|l e
is not sexually deviane. /4]

The misidentification of porential or apparcnt risk is-
sugs in young people with OCD can impede successful
treatment outeome for several ressons, First, therapists
can become distracted from the OCTD, focusing insiead
on extensive nsk asesments, nanaging the nsk isell,
or misconceptualizing the risk s a separate or comor-
bid problem. Sccond, therapisis can misguidedly ke
measures to reduce apparent risk that are actually coun-
terproductive in terms of tackling QCL, by feeding into
obseszional worries. For exa , they may alert social
services to their concerns, thus reinforcing the patient’s
belisf that they may ace on their obsessions and canse
harm (see Table 1) Third, therapiss may relrain rom
engaging patients in ERP tasks for fear of increasing
apparant risk, or even actively encourage avoidance of
sitiations that tngger sexual or aggressive obsessions,
which means that the patent i prevented from accessing
the most helpful treatment. A teenager with distressing
obsessions about sexnal behavior with young children
|l|:¢|!.r |'I:'|'|.':: :ll::k':h::ir::l a high]}r .'l.'l.'l:llltlilnl Eu‘uﬁh.'.. e it
leaving the house when children are around, dropping
out of school, not hugging their vounger relatives, and

Divpresaen asd Arxiery
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discontinuing their haby-sining job. Tresmment in this
exmmple must actively incorporate {radud EXpOSUTE 10
children and babics, inchading a robust family vnder-
stancling that the teenager ® not going to act on the
thoughes, Clinicians are aware that, in order to opt-
mize the effectivenes of exposure-lnsed CBT, particular
techniques are requiral (zuch as invive exposire, incor-
porating the most discressing triggers inw the hicrarchy,

warking closely with Bumily, and reducingdeliminating
resssurance) and a less mnﬁ’dmt or inadequately super-
vised therapist may be cspecially reluctant 1 usc the full
range of strategies with a child with sexual obsessions.

LIMITATIONS

This study ix not without limimatons, Firsy, the soudy
was conducted in a specialist clinic remnng referrals for
complicated, severs, or treatment refra OCLY, and
hence the results may not genemlize 1 n?ﬂ:r samples,
Second, diagnoses were made without using structured
diagnostic intervicws, as the da were collecied as pan
of a routine clinical service. “Thind, although in most
eases medication was started and had reached a stable
dose before CBT commenced, some patients were pre-
seribed new medications ar their doses changed during
the CET, according 1o clinical needs, although this was
a relatively rare ocourrence. Finally, our findings should
be seen as explomtory given the relatively large nomber
of statistical analyses performed

CONCLUSIONS

Scxual obscssions are commaon in youth with OCT,
even in prepubental patients, Although these symproms
may be associated with particular clinical features, they
da not interfere with treament response. Clinicians,
families, and sociery at large should be educared about
the I:ne:m n mature af sexual obsessions o prevent any
catasin 1-:1r|mrn1t:rpr=|al1unl:f:hmnyulupﬂmmn]nw
ing a risk to sthersand o provide a message of aprimism
regarding the chances of recovery.
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CLINICAL HETEROGENEITY OF OBSESSIVE-COMPULSIVE
DISORDER IN CHILDREN AND ADOLESCENTS:
TEMPORAL STABILITY AND TREATMENT OUTCOMES
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3. DISCUSSION

In the present chapter, a summary of the discussion for each of the studies included in this
thesis will be offered. Following this, comments on the limitations of these works will be provided.
Finally, a general discussion focusing on how these research studies contribute to the broader area

of OCD and future lines of research will be outlined.

3.1.STUDIES DISCUSSION

3.1.1. STUDY 1: Temporal stability of the OCD symptoms in children and adolescents

This study examined the temporal stability of OCD symptoms in a pediatric sample of OCD
patients. Outcome data, gathered an average of 5 years following initial assessment, indicated that
the majority of participants maintained their symptoms between baseline and follow-up,
demonstrating temporal stability of symptoms. Some variability was observed within particular
symptom categories. In the majority of these cases, symptoms went from present at baseline to
absent at follow-up rather than from absent to present, suggesting that the emergence of new
symptoms is less common. When individual symptom categories were grouped into the four
previously identified OCD symptom dimensions (Cleaning, Forbidden thoughts, Hoarding, and
Symmetry) all remained stable between baseline and follow-up, with the exception of the Cleaning
dimension. These findings are consistent with results from the pediatric study by Delorme et al.
(2006), which also found that the contamination/cleaning dimension decreased significantly at

follow-up while the other dimensions remained unchanged.

Interestingly, when patients in remission at follow-up were excluded from the current
analyses, no significant changes were seen on any of the individual symptom categories or the
symptom dimensions. Together with the fact that most observed changes were from present to
absent, rather than the other way around, it is suggested that remission status explains most of the
observed changes. As not all these patients were treated at our clinic, it is unclear to what extent
these changes were due to treatment effects, spontaneous remission, or other life events during the
follow-up period. Additional exploratory correlation analyses showed that variables such as the age
of the participants and the length of the follow-up did not correlate with the changes found within
each dimension, suggesting that these variables did not have an effect on the stability of the

dimensions over the time.

Shifts between symptom dimensions did not occur and, indeed, it was found that the best
predictor of endorsing a particular symptom dimension at follow-up was having endorsed the same
dimension at baseline. The only significant cross-dimensional correlation was found between the
Symmetry dimension at baseline and the Hoarding dimension at follow-up, although this association

was small in magnitude. Nevertheless, the finding may have some significance as the excessive

Lorena Fernandez de la Cruz 49|Discussion



accumulation of objects in OCD is often considered to be secondary to symmetry or just-right

concerns (Pertusa, Frost, & Mataix-Cols, 2010; Pertusa et al., 2008).

It is worth noting that, in this study, the partial correlation coefficients were weaker than
those reported in the adult studies (Mataix-Cols, Rauch, et al., 2002; Rufer et al., 2005), and more
similar to those presented in the pediatric study by Delorme et al. (2006). This suggests that,
despite the fact that the best predictor of a future symptom is having had the same symptom in the
past, the predictive power of this association is stronger for adult, rather than pediatric, samples.
The reasons for this are unclear, possibly relating to a number of factors including measurement
error, difficulties separating developmentally normal rituals and symptoms of OCD, as well as the
above-mentioned role of clinical remission. Alternatively, it is possible that other developmental
factors may partly explain these findings. For example, subjective distress and egodystonia require
a certain degree of self-understanding and abstract thinking that may not be sufficiently developed
at the time of the initial assessment and which may develop over follow-up or as part of the
treatment process. It cannot be fully ruled out, however, that the content of OCD symptoms may be
less stable in children/adolescents than it is in adults. It is possible that the phenotypic
presentation of OCD is more fluid early on and that, as the brain matures, the specific symptom

presentation may progressively become more fixed in adult life.

Overall, the results of this investigation are remarkably consistent with previous
longitudinal studies that have employed similar designs in adult clinical (Mataix-Cols, Rauch, et al,,
2002; Rufer et al., 2005) and non-clinical samples (Fullana et al., 2009; Fullana et al., 2007; Novara
et al,, 2011), as well as previous pediatric research (Delorme et al,, 2006). Taken together, our
results are in agreement with the notion that the severity rather than the content of the symptoms
fluctuates over time, potentially determining which symptoms patients are more likely to report to
clinicians during a given psychiatric assessment. This fluctuation may give the impression of
symptom change. This finding does not, however, mean that the emergence of new symptoms is
impossible, particularly early on in the course of the disorder. Indeed, exactly when OCD symptoms
appear for the first time in very young children is not well understood, partially due to the overlap
in developmentally-normal ritualistic behavior and OCD symptoms. It is possible, however, that

normal ritualistic behavior and OCD symptoms may be etiologically linked (Bolton et al., 2009).

The finding that the major symptoms of OCD are temporally stable further supports the
notion of etiologically independent symptom dimensions that overlap in various degrees in any
given patient (Mataix-Cols et al., 2005). This temporal stability may be at least partially explained
by genetic factors, as indicated by longitudinal twin studies (van Grootheest, Bartels, et al., 2007;
van Grootheest, Cath, Beekman, & Boomsma, 2007). Therefore, there is considerable merit in
pursuing this line of research, as a full understanding of OCD is unlikely to be achieved without

taking this heterogeneity into account.

The information provided by this study also has clinical implications. For example, the

knowledge that most patients’ symptom content remains fairly stable over time may potentially aid
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relapse prevention strategies. Informing young people and their parents that, should a relapse
occur, it is likely to take a form similar to the symptoms observed in the past, can assist families
with identifying the early signs of a potential relapse to promote a quick and appropriate clinical
action. Families should also be informed that other de novo symptoms may also emerge, though this

scenario is far less likely.

3.1.2. STUDY 2: Sexual obsessions in children and adolescents with OCD

This study explored sexual obsessions in a large sample of pediatric patients with OCD.
Findings indicated that these symptoms are not only common, with more than one in four young
people with OCD reporting sexual obsessions, but are also associated with marginally higher
symptom severity and more severe levels of depression. This association between sexual
obsessions and depressive mood is in line with a trend found by Grant et al. (2006) in an adult
sample, and is also consistent with older literature suggesting that depressed mood is primarily

related to obsessions, rather than compulsions, in OCD (Ricciardi & McNally, 1995).

As it has been shown in adult samples, sexual obsessions in this study tended to appear
alongside other symptoms from the Forbidden thoughts dimension, and also alongside magical
thinking, fear of saying certain things, and compulsions such as repeating rituals, superstitious
games, mental rituals, and the need to tell, ask, or confess (Bloch et al,, 2008; Mataix-Cols et al,,

2005).

Young people with sexual obsessions were marginally, yet significantly, older than those
without sexual obsessions. Similarly, Geller et al. (2001) reported a higher proportion of sexual
obsessions in adolescents with OCD, compared to children and adults. In our sample, sexual
obsessions were particularly common in children aged 15 or older. However, these obsessions

were also present in much younger children (as young as 8 in our sample).

Contrary to some of the previous literature (Alonso et al., 2001; Mataix-Cols, Marks, et al,,
2002; Olino et al,, 2011; Rufer et al., 2006), patients with sexual obsessions were just as likely to
respond to developmentally-tailored CBT as patients without such symptoms. This was true
independently of whether the patients were on SRI medication or not, and taking into account that

patients with sexual obsessions were slightly more likely to be on medication.

Patients with sexual obsessions were more likely to receive treatment at the national and
specialist OCD clinic (rather than being sent back to their local teams for treatment), being the
reasons for this unclear. Individuals with sexual obsessions were more severely impaired and more
depressed, so it may be that clinicians felt that both CBT and medication were needed to achieve
optimal response. To our knowledge, there is no strong evidence to suggest that patients with more
severe obsessions (sexual or otherwise) are more likely to benefit from a combined treatment of
CBT plus SRI vs. CBT alone, unless there is a clear clinical indication such as severe depression or

suicidal risk. An alternative, perhaps not incompatible, explanation may be that patients, families,
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and professionals are more alarmed by such symptoms and therefore specialist treatment is seen

as the safest, most assertive option.

Sexual obsessions can be alarming and distressing for both families and clinicians, as they
may erroneously be perceived to indicate a potential risk to others. This may lead to unnecessarily
lengthy and damaging risk assessments, which may in turn provoke greater distress, rituals,
avoidance, and mistrust of health professionals. An adequate formulation of the symptoms as being
part of the OCD, as opposed to being related to forensic and sex-offending factors, is crucial and
requires a good knowledge of the phenomenology of the disorder (Veale, Freeston, Krebs, Heyman,
& Salkovskis, 2009). Such knowledge is essential for professionals, who need to be confident in

assuring sufferers that they are not going to act on their obsessive thoughts (Veale et al.,, 2009).

Many factors can help differentiate the intrusive sexual thoughts of people with OCD from
those of sexual offenders. For example, people with OCD are distressed and disgusted by their
thoughts (they are ego-dystonic) and usually try to avoid situations which trigger them. They make
efforts to suppress the thoughts, fail to act on or masturbate to them, and very often have additional
obsessive-compulsive symptoms. By contrast, a pedophile is likely to regard sexual thoughts as ego-
syntonic, to be more ambivalent about having such thoughts, to find them attractive at least some of

the time, and to be cautious about revealing their true feelings (Veale etal., 2009).

It may sometimes be difficult to assess ego-dystonicity in young people with OCD, as youth
are often still in the process of sexual development and maturation (Geller, 2006). Patients may
therefore feel very confused as to whether a sexual thought is wanted or unwanted, permitted or
deviant. The young person may lack the cognitive maturity to identify thoughts as unwanted or may
feel that if they admit to wishing they did not have symptoms, they may be asked to stop ritualizing,
which they fear would be difficult and anxiety-provoking (Veale et al.,, 2009). However, apparent

absence of ego-dystonicity or insight does not exclude the diagnosis of OCD, especially in youth.

Some patients with sexual obsessions may report that they feel aroused in response to
their unwanted thoughts or images, leading to interpretations of sexual deviance. However, people
with OCD may be especially sensitive and may consequently over-report arousal (Warwick &
Salkovskis, 1990). Moreover, selective attention and feedback on the degree of arousal may
increase both genital blood flow and the level of arousal. This is not an indication of sexual interest,
but of anxiety (Veale et al., 2009; Warwick & Salkovskis, 1990). Additionally, contrary to the arousal
that indicates sexual attraction, the arousal that stems from unwanted sexual thoughts is generally

accompanied by overt and covert ritualizing (Warwick & Salkovskis, 1990).

The misidentification of potential or apparent risk issues in young people with OCD can
impede successful treatment outcome for several reasons. First, therapists can become distracted
from the OCD, focusing instead on extensive risk assessments, managing the risk itself, or
misconceptualising the risk as a separate or comorbid problem. Second, therapists can misguidedly
take measures to reduce apparent risk, and thereby essentially feed into the patient’s obsessional

worries. Third, therapists may refrain from engaging patients in ERP tasks for fear of increasing
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apparent risk, or even actively encourage avoidance of situations that trigger sexual obsessions,

which means that the patient is prevented from accessing the most helpful treatment.

3.2.LIMITATIONS

Limitations of the studies are detailed in the respective publications enclosed in Chapter 2.

However, those common to both pieces of research are also listed here.

Both studies were conducted in a national and specialist clinic receiving referrals for
complicated, severe, or treatment refractory OCD. Moreover, the professionals delivering treatment
at this clinic are highly trained and experienced clinicians. Both facts may limit the generalization of
our results to other samples and clinical settings. However, it should be noted that our findings
were overall consistent with studies carried out in alternative populations, suggesting that the

impact of these factors may not be significant.

An additional weakness across studies concerns the diagnostic procedures used. As the
data were collected as part of routine clinical service, participants’ diagnoses were made according
to the criteria of the clinicians involved in the assessments, and structured diagnostic interviews
were not used to confirm the clinicians’ judgments. While this type of diagnostic confirmation
would be empirically ideal, the approach used reflects the reality of daily clinical practice and
ultimately enabled the investigation of outcomes in a relatively large number of unselected young

people with OCD.

Also in relation to the assessment strategies, another limitation was the use of the CY-
BOCS-SC to assess the presence/absence of OCD symptoms and symptom dimensions. The Y-BOCS-
SC, which is the adult version of this instrument, has shown a number of psychometric
shortcomings (e.g., Mataix-Cols, Fullana, Alonso, Menchon, & Vallejo, 2004), including a generally
poor convergent validity. While another study focusing on the psychometric properties of the CY-
BOCS-SC (Gallant et al., 2008) found that the convergent validity of the instrument ranged from
good to excellent, this work employed only one measure of convergence - the Anxiety Disorders
Interview Schedule for DSM-IV: Parent Version (Silverman & Albano, 1996). On the other hand, in
Study 1, our analyses used the a priori-defined symptom categories of the CY-BOCS-SC rather than
the individual symptoms. Each of these categories of symptoms includes different numbers of
items. This is especially relevant as categories including a higher number of items could be more
likely to appear to change over time. However, results remained largely unchanged when using the
mean number of items/categories endorsed within each category/dimension as opposed to their
sum. The use of instruments capable of encompassing the dimensionality of obsessive-compulsive

symptoms could ease these restraints.
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3.3.IMPLICATIONS FOR RESEARCH AND FUTURE DIRECTIONS

In the present thesis, we studied young people with OCD in a naturalistic setting to address
two empirical questions. First, we aimed to examine the temporal stability of obsessive-compulsive
symptoms and symptom dimensions. Second, we wanted to study the characteristics and treatment
outcomes of young individuals with sexual obsessions, a common presentation of OCD. The
conclusions of these studies (thoroughly discussed above in Section 3.1. Studies discussion)
reinforce the conceptualization of OCD as a broad, phenotypically heterogeneous entity that is

manifested in this way throughout all developmental stages.

Given the amount of data available, which includes the studies here presented, the
phenotypic heterogeneity of OCD remains unquestionable. Importantly, the observed heterogeneity
of the disorder has been shown to reflect distinct or partially distinct etiologic mechanisms (e.g.,
lervolino et al., 2011). Therefore, considering OCD as a unitary entity could obscure the findings
from studies attempting to understand the psychological and biological mechanisms implicated in
OCD and hamper progress in developing new treatment strategies for this chronic, disabling
condition (Iervolino et al.,, 2011). An approach which adequately considers the heterogeneity of the
disorder as well as the developmental framework will improve our understanding of OCD and allow
the recognition of more refined phenotypes for future studies examining etiology, pathophysiology,
and treatment for OCD. Some promising areas of research that, within this scope, have the potential

to advance the field are discussed below.

3.3.1. Refinement of available assessment tools

As mentioned in the Limitations section above, the dimensional approach to OCD depends
on the a priori structure of the field’s primary symptom measure: the Y-BOCS-SC (and its children
and adolescent version, the CY-BOCS-SC). This comprehensive list classifies more than 50 common
obsessions and compulsions into 13 major symptom categories based on the symptoms’ overt
similarities. In addition, two “miscellaneous” categories are provided to address obsessions and
compulsions which are not adequately captured by these major divisions. Most factorial studies to
date have used composite scores on these a priori categories rather than individual symptoms.
However, it has been suggested that these studies are biased as they assume the validity of these
symptom groupings, restrict the number of items available for analysis, and limit the symptom
dimensions that can emerge (Denys, de Geus, van Megen, & Westenberg, 2004; Summerfeldt,
Richter, Antony, & Swinson, 1999). Despite these significant weaknesses, category-level factor
analyses have been applied to the Y-BOCS-SC for practical reasons (e.g., fewer variables to manage,
smaller samples required for power than item-level analyses) (Pinto et al,, 2008). Reassuringly,
item-level analyses of the Y-BOCS-SC have yielded fairly similar factor solutions that correspond to
the widely accepted and long held themes of OCD (Denys et al., 2004; Katerberg et al., 2010; Pinto
et al, 2008). However, there is still a need for a psychometrically sound, clinician-administered

scale, which is able to measure both the global severity of OCD as well as the severity of its major
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symptom dimensions (Pertusa, Fernandez de la Cruz, Alonso, Menchon, & Mataix-Cols, 2012). The
Dimensional Y-BOCS (DY-BOCS) (Rosario-Campos et al., 2006), has been developed to meet these
needs. Unfortunately, this instrument was not available at the time the current studies were
designed. Future studies may also benefit from multi-method, multi-informant approaches to
symptom measurement, such as combining self-report with parental and clinician report in order
to fully capture the patients’ symptoms. This may be particularly relevant with very young children,
who may not be able to provide accurate self-report. Similarly, parents may be confused about the

difference between normal and abnormal phenomena.

3.3.2. Methodological implications: longitudinal, genetic, and imaging studies

Longitudinal studies examining variations in obsessive-compulsive symptoms, comorbidity
patterns, brain circuits, and environmental risk factors are very much needed, particularly when
linked with the ability to explore potential genetic determinants (Leckman, Bloch, & King, 2009).
Longer longitudinal studies would help to understand the long-term course of OCD symptom
dimensions, from childhood to adulthood. Longitudinal analyses could also have important
implications in refining therapeutic decisions; for example, identifying dimension-specific
predisposing or maintaining factors that could be targeted in treatment. Similarly, following up
high-risk individuals who do not develop psychopathology may be especially valuable in
elucidating protective factors (lervolino et al., 2011; Leckman et al., 2009; Mataix-Cols, 2006).

Twin and family studies have proven to be particularly useful in clarifying the etiological
structure underlying the symptom dimensions and the heterogeneous nature of OCD (lervolino et
al,, 2011; van Grootheest, Bartels, et al.,, 2007; van Grootheest, Cath, et al., 2007). Indeed, in a recent
twin study on OCD symptom dimensions (lervolino et al., 2011), the authors examined shared
versus unique genetic and environmental factors across symptom dimensions. Findings indicated a
substantial etiological overlap across dimensions, as well as dimension-specific genetic and
environmental factors conferring risk to the individual expressions of the disorder. Moving
forward, further research is warranted for detecting the genetic susceptibility loci that may

contribute to the expression of the varied OCD symptomatology (Leckman et al., 2009).

Similarly, functional neuroimaging studies have the potential to provide further validation
of the dimensional approach to OCD. Studies conducted to date show that OCD symptoms are
mediated by abnormal activity in specific orbitofronto-striatal-pallidal-thalamic circuits (Saxena &
Rauch, 2000). However, a possible confounder within existing imaging studies is the inclusion of
subjects with different OCD symptoms, which may lead to inconsistent findings in groups of
patients with variant symptom profiles. Mataix-Cols, Wooderson, et al. (2004) used a symptom
provocation paradigm to examine the neural correlates of different OCD symptom dimensions and
found that each of the studied dimensions was mediated by distinct but partially overlapping
neural systems. For example, hyperactivations in the bilateral ventromedial prefrontal regions and

right caudate nucleus were observed in association with washing symptoms, as opposed to a
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greater involvement of putamen/globus pallidus, thalamus, and dorsal cortical areas for checking
symptoms, and the left precentral gyrus and right orbitofrontal cortex for hoarding symptoms.
Another study (Lawrence et al, 2007) demonstrated that patients with predominant washing
symptoms showed greater activation in the left ventrolateral prefrontal cortex when shown
disgusting faces, compared with non-washing OCD patients and healthy controls. Given that
research suggests that different symptom dimensions may have distinct neural substrates, further
research in carefully selected, more homogeneous samples is needed. A number of high quality
imaging studies employing various modalities, such as voxel-based morphometry (van den Heuvel
et al, 2009) and resting state connectivity (Harrison et al., 2013) is beginning to emerge. It is
anticipated that the next few years will see a much more accurate mapping of the common and

distinct neural systems implicated in each of the major dimensions of OCD.

3.3.3. Treatment implications

Additional work is required to ensure that the accumulated knowledge about OCD and the
mechanisms underlying this condition is translated into effective interventions for tackling this
disorder. Therapeutic interventions should, ideally, be tailored to specific dimensions, populations,
and developmental stages. However, in this regard, there remains considerable room for

improvement.

For example, treatment manuals for OCD have tended to address symptoms at a general
level, as it would be difficult to include detailed approaches for each possible symptom in a single
manual (Sookman, Abramowitz, Calamari, Wilhelm, & McKay, 2005). However, given the empirical
differences in phenomenology, cognitions, and even number of required sessions, manuals focused
on specific symptom dimensions may facilitate improved treatment outcomes. Although ERP for all
forms of OCD uses the same principles, it could be helpful for clinicians to have intervention
materials with highly relevant examples of exposures and information about research findings

specific to the type of OCD being treated (Williams et al., 2013).

Similarly, given the high comorbidity rates seen in individuals with OCD, it is important to
examine what impact comorbidities have on treatment (Steketee, Chambless, & Tran, 2001; Storch
et al,, 2008). For example, having primary OCD with comorbid Posttraumatic Stress Disorder has
been found to decrease response rate (Gershuny, Baer, Jenike, Minichiello, & Wilhelm, 2002), while
OCD and comorbid Generalized Anxiety Disorder has shown to increase dropout rates and decrease
treatment response (Steketee et al, 2001). In contrast, other studies have shown no negative
impact on OCD treatment due to comorbid anxiety problems in adults (Steketee et al., 2001) or
children (Storch et al,, 2008). More research concerned with the impact of comorbidity patterns on
treatment selection and outcomes is required, to ensure that the most optimal therapeutic methods
are employed (Steketee, Eisen, Dyck, Warshaw, & Rasmussen, 1999). Likewise, comorbid
conditions other than anxiety disorders should be explored. For example, OCD is a frequent

comorbid condition in young people and adults with Autism Spectrum Disorders (ASD) (Russell,
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Mataix-Cols, Anson, & Murphy, 2005; South, Ozonoff, & McMahon, 2005). A recent study (Russell et
al,, 2013) showed that CBT for OCD in a group of adults and adolescents with ASD was effective to
treat comorbid OCD in this population. Again, these studies should also be extended to younger

patients.

Another relevant issue is the dissemination of known treatments. It has been documented
that, despite the efficacy of the available interventions for OCD, the majority of individuals suffering
from this condition are not receiving appropriate treatment (Kohn, Saxena, Levav, & Saraceno,
2004; Regier et al, 1993). One study found that only 45.1% of individuals with the disorder
received relevant services and as few as 25% were under specialty care (Regier et al., 1993). In a
British study conducted in 2000, only 5% of adults with OCD actually received CBT (Torres et al.,
2007) and similar numbers have been found in the United States (Blanco et al., 2006) and in Spain
(Fernandez et al.,, 2006). Furthermore, public awareness of OCD is lower than awareness of other
disorders (Torres et al., 2006). Barriers to treatment should be identified and tackled to encourage
help-seeking among individuals with OCD (Marques et al.,, 2010). In the case of lack of access to
CBT, it has been proposed that one of the barriers is the lack of CBT therapists within the health
care system (Mataix-Cols & Marks, 2006; Shapiro, Cavanagh, & Lomas, 2003). Developing new
treatment delivery formats, such as telephone-based or internet-based CBT (Andersson et al., 2012;

Turner, Heyman, Futh, & Lovell, 2009), could increase accessibility of CBT with sustained efficacy.

3.3.4. Beyond Obsessive-Compulsive Disorder

The multidimensional model of OCD and the study of its phenotypes according to the
methods described above has not only led to the conceptualization of OCD as a heterogeneous
condition, but also to a refinement of its nosology and relationship to other related conditions. The
most obvious example is hoarding. The “inability to discard worn-out or worthless objects even
when they have no sentimental value” became a core diagnostic criterion for Obsessive-Compulsive
Personality Disorder (OCPD) only since DSM-III-R. In 1994, DSM-IV introduced the idea that
“extreme” hoarding might in fact warrant a diagnosis of OCD, leading to the widespread
conceptualization of hoarding as a symptom (or symptom dimension) of OCD (Mataix-Cols et al.,
2010). Clearly, in some cases, hoarding can be considered a symptom of OCD (Pertusa et al., 2010;
Pertusa et al., 2008; Samuels et al., 2007), but research conducted in the last decade has shown that
the majority of severe hoarding cases do not meet criteria for other Axis I or Axis Il disorders,
lending support to the idea that hoarding is best classified as an independent entity. This separate
condition is now known as “Hoarding Disorder” and is listed as a new, independent condition in the
recently published DSM-5 under the new Obsessive-Compulsive and Related Disorders chapter

(American Psychiatric Association, 2013; Mataix-Cols et al., 2010).

Very little is known about the causes of Hoarding Disorder and how to best treat it. In
keeping with the trend, limited research has been carried out on Hoarding Disorder in young

people (e.g., Storch et al,, 2011). Nevertheless, it seems an interesting path to pursue given that
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several retrospective studies suggest that hoarding symptoms first emerge in childhood or early
adolescence, at an average age of 12 - 13 years (e.g., Ayers, Saxena, Golshan, & Wetherell, 2010).
However, at this stage it is not clear if the diagnostic criteria can be used in the pediatric population
or whether they will require modifications for their implementation in these samples (Mataix-Cols

& Pertusa, 2012).

The relationship between OCD and other OCD-related disorders also remains largely
under-investigated. For instance, both OCD and Body Dysmorphic Disorder present with an
analogous phenomenology as well as a similar pattern of gender distribution, onset, comorbidity,
course of illness, and treatment response (Phillips, Wilhelm, et al., 2010). Moreover, a twin study
demonstrated a substantial genetic overlap between the two conditions, especially between body
dysmorphic concerns and the Symmetry dimension (Monzani et al., 2012). More research however
is needed to clarify the etiological links between the different symptom dimensions and OCD-
related disorders. A deeper study of all obsessive-compulsive spectrum disorders and efforts to
clarifying patterns of comorbidity and shared etiology between them would have important clinical
implications for assessment and treatment approaches as well as for guiding future research.
Comparisons with other OCD-related disorders are also necessary, especially to help delineating
the nosology of these disorders. In this line, Monzani, Rijsdijk, Harris, and Mataix-Cols (submitted
for publication) have very recently conducted a twin study estimating the degree to which OCD,
Body Dysmorphic Disorder, Hoarding Disorder, Trichotillomania (Hair-Pulling Disorder), and
Excoriation (Skin-Picking) Disorder share genetic and environmental risks factors. They concluded
that obsessive-compulsive and related disorders may be influenced by two distinct, rather than a
single, liability factors, with one of these factors common to all disorders, and another exclusive to
Trichotillomania and Excoriation Disorder. Disorder-specific genetic factors unique to OCD, Body
Dysmorphic Disorder, and Hoarding Disorder were also apparent, whereas Trichotillomania and
Excoriation Disorder were largely influenced by the same latent genetic factors. Studies using the

same methodological approach focusing on the different OCD dimensions are warranted.
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4. CONCLUSIONS

This thesis aimed to study unexplored clinical features of pediatric OCD, taking into

account the clinical heterogeneity of the disorder, using a large sample of children and adolescents

with OCD. We focused on 1) the study of the temporal stability of OCD symptoms and symptom

dimensions in childhood and adolescence and 2) exploring the features and treatment outcomes of

sexual obsessions in this age group.

The main conclusions of the thesis, derived from Study 1 (], II, III) and Study 2 (1V, V, VI), as

well as the significance of the results (VII) and future lines of research that could be pursued (VIII),

can be summarized as follows:

L

IL

IIL

IV.

VL

VIL

VIII.

The content of OCD symptoms and symptom dimensions in young people is relatively

stable across time and spans well into early adulthood.

Additional variables, such as the age of onset of the OCD or the severity of the symptoms,

do not seem to have an effect on the stability of the symptom dimensions.

Most changes that occur in symptoms do so within rather than between symptom

dimensions and are largely attributable to clinical remission.

Around one in four children and adolescents with OCD present with sexual obsessions.
These obsessions are more common in adolescents, but are also present in pre-pubertal

patients.

Sexual obsessions are associated with particular clinical features such as presence of more

depressive symptoms and slightly more severe OCD.

Importantly, the presence of sexual obsessions does not interfere with response to CBT

treatment (with or without medication).

The results of both studies reinforce the conceptualization of OCD as a broad,
phenotypically heterogeneous entity that is manifested in this way throughout all

developmental stages.

Future lines of research that, within this scope, have the potential to advance the field of
OCD and its related disorders include: 1) the refinement of OCD assessment tools; 2)
longitudinal, genetic, and imaging studies using larger samples; and 3) tailoring treatments

to specific symptom dimensions, populations, and developmental stages.
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5. SUMMARY OF THE THESIS IN CATALAN

(RESUM DE LA TESI)

HETEGORENEITAT CLINICA DEL TRASTORN
OBSESSIVOCOMPULSIU EN NENS I ADOLESCENTS:
ESTABILITAT TEMPORAL I RESPOSTA AL TRACTAMENT

INTRODUCCIO

TRASTORN OBSESSIVOCOMPULSIU PEDIATRIC

El Trastorn Obsessivocompulsiu (TOC) és un trastorn psiquiatric inclés al Manual
Diagnostic i Estadistic de Trastorns Mentals, 5a edici6 (DSM-5). Tot i que el TOC pediatric té
algunes peculiaritats, no difereix massa del TOC adult pel que fa a la seva presentacié
fenomenologica. Com en el cas dels adults, el TOC en nens i adolescents es caracteritza per la
preséncia d’obsessions o compulsions o, de manera més comu, de tots dos fenomens. Les
obsessions es defineixen com pensaments, impulsos o imatges que es viuen com intrusius i no
desitjats i que produeixen ansietat en I'individu que les pateix. Per la seva banda, les compulsions
son conductes repetitives o actes mentals que la persona afectada se sent obligada a fer en resposta
a una obsessi6 amb l'objectiu de prevenir o reduir l'ansietat, o prevenir alguna situacié no
desitjada. Aquestes conductes o actes mentals no estan connectats de manera realista amb
I'esdeveniment que volen neutralitzar o evitar, o s6n clarament excessius. El DSM-5 especifica que
els nens més petits poden no ser capacos de definir la finalitat d’aquestes conductes (American
Psychiatric Association, 2013). En el cas del nens, també és important en diagnosticar un TOC el
saber diferenciar els rituals normals que tenen lloc durant el desenvolupament de les compulsions
(Abramowitz et al.,, 2009; Leckman & Bloch, 2008). En el context del desenvolupament normal,
aquests rituals tendeixen a ser transitoris, ajuden a manejar 'ansietat i tenen un paper en la
socialitzacié de I'individu. En canvi, els rituals en el TOC tenen una aparicié més tardana, generen

ansietat si no es fan, s6n egodistonics i incapacitants (Leonard et al., 1990; Swedo et al., 1989).

El TOC és un dels trastorns psiquiatrics més comuns, amb prevalences en el rang de I’ 1 al
3% en la poblaci6 general, sent aquestes ratios similars tant en poblacions pediatriques com en
adultes (Flament et al., 1988; Fontenelle et al, 2006; Ruscio et al, 2010; Zohar, 1999).
Aproximadament la meitat dels pacients adults amb TOC informen de que l'inici de la malaltia es va
produir durant I'edat infantil (Stewart et al., 2004). L’inici del trastorn és normalment gradual, i la
gravetat dels simptomes generalment canviara al llarg del temps, sovint en resposta a estressors
vitals (Mataix-Cols, Rauch, et al., 2002; Stewart et al., 2004). Si no es tracta, el curs del TOC tendeix a

ser cronic (Ravizza et al., 1997; Skoog & Skoog, 1999). Alguns individus presenten un curs episodic,
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i una minoria tenen un curs deteriorant. Per una proporci6 substancial dels pacients amb inici del

trastorn a la infancia, el TOC persisteix fins a I'’edat adulta (Micali et al., 2010).

Al voltant del 75% dels nens i adults amb TOC tenen un o més d'un diagnostic comorbid
(Fireman et al.,, 2001). En adults, les comorbiditats més freqiients sén els trastorns d’ansietat i la
depressid (Torres et al,, 2006), mentre que en els nens les comorbiditats tendeixen a ser condicions
més conductuals, en especial el Trastorn per Deficit d’Atenci6 amb Hiperactivitat o el Trastorn
Negativista Desafiant (Leonard et al., 2001). Addicionalment, fins a un 30% de pacients amb TOC

també patiran un Trastorn per Tics al llarg de la vida (American Psychiatric Association, 2013).

Respecte a l'etiologia del trastorn, el TOC ha mostrat ser una condicié familiar,
moderadament heretable (Mataix-Cols et al.,, 2013; Pauls, 2010). El trastorn també sembla estar
relacionat amb disfuncions del sistema serotoninergic (Lépez-Ibor & Lépez-lIbor, 2003) i, més
recentment, també s’ha suggerit que els sistemes glutamatergics i dopaminérgics tindrien un paper
en la seva genesi (Camarena et al, 2007; Greist et al, 1995; Wu et al, 2013). Les dades
neuropsicologiques, de neuroimatge i els estudis psicofarmacologics suggereixen que els individus
amb TOC presenten una disfunci6 en el cortex orbito-frontal, el cortex anterior cingulat i 'estriat
(Kang et al., 2003; Milad & Rauch, 2012; Radua & Mataix-Cols, 2009). S’han descrit deficits en
funcions executives, aixi com en funcions visuoespacials i psicomotores (Andres et al,, 2007; Kuelz
et al.,, 2004; Murphy et al,, 2010). En una minoria de casos de TOC (i Trastorns per Tics) d’inici en la
infancia, s’ha proposat que els simptomes podrien ser conseqiiéncia d'un procés autoinmune post-
infecciés. Aquests casos s’agrupen sota la denominaci6 PANDAS (Pediatric Autoinmune
Neuropsychiatric Disorders Associated with Streptococcal Infection [Trastorns Pediatrics

Autoinmunes Neuropisquiatrics Associats amb Infeccié Estreptococcica]) (da Rocha et al., 2008).

D’acord amb I’evidéncia cientifica disponible (p. ex., Eddy et al., 2004; Foa et al,, 2005; Gava
et al,, 2007; O'Kearney et al., 2006; Soomro et al., 2008; Pediatric OCD Treatment Study (POTS)
Team, 2004), els tractaments eficacos i recomanats per al TOC sén la Terapia Cognitivoconductual
(TCC) - incloent Exposicié amb Prevencié de Resposta (ERP) - i els Inhibidors de la Recaptacid de

la Serotonina (IRSs).
HETEROGENEITAT DEL TRASTORN OBSESSIVOCOMPULSIU

Tant en nens i adolescents com en adults, els simptomes del TOC han demostrat ser
notablement heterogenis (Mataix-Cols et al., 2005). Analisis factorials en poblacions pediatriques i
adultes han agrupat els simptomes del TOC en diferents dimensions de simptomes. Una metanalisi
dels autors Bloch, Landeros-Weisenberg, Rosario, Pittenger i Leckman (2008) va identificar quatre
dimensions de simptomes: 1) Acumulacid, que comprén les obsessions i compulsions d’acumulacid;
2) Simetria, que compreén les obsessions de simetria i les compulsions d’ordenar, repetir i comptar;
3) Pensaments prohibits, que compren les obsessions agressives, sexuals, religioses i somatiques; i
4) Neteja, que compren les obsessions de contaminaci6 i les compulsions de neteja. Aquesta

metanalisi va comprendre 21 estudis d’analisis factorials, incloent 5,124 participants. Quatre
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d’aquests estudis van utilitzar mostres pediatriques, suposant un total de 679 nens i adolescents

(Delorme et al., 2006; Mataix-Cols et al., 2008; McKay et al., 2006; Stewart et al., 2007).

L’heterogeneitat clinica del trastorn planteja la qiiestié de si el TOC és també una condicié
etiologicament heterogénia. En resposta a aquest dubte, s’ha proposat l'existéncia d’'un model
multidimensional (Mataix-Cols et al, 2005) en el que el TOC seria considerat un conjunt de
sindromes que potencialment, es podrien superposar, més que no pas una entitat unitaria. Alguns
dels factors etiologics en la base d’aquests sindromes relacionats serien especifics a cada dimensig,
mentre que altres factors etioldgics serien comuns a totes elles. Si aquest model fos acurat, tenir en
compte I'heterogeneitat fenotipica del trastorn milloraria el coneixement de les causes del mateix
(Mataix-Cols et al., 2005). A més, aquesta informacié ajudaria a desenvolupar tractaments millors i

més especifics.

Aquest enfocament multidimensional esta recolzat per un nombre creixent d’estudis clinics
(p. ex., Leckman et al., 1994; Rosario-Campos et al.,, 2001), evolutius (p. ex., Evans et al., 1999;
Evans et al, 1997; Zohar & Felz, 2001), longitudinals (p. ex., Mataix-Cols, Rauch, et al., 2002; Rufer
et al.,, 2005), genetics (p. ex., lervolino et al., 2011; Katerberg et al., 2010), de neuroimatge (p. ex.,
Gilbert et al., 2009; Mataix-Cols, Wooderson, et al, 2004; van den Heuvel et al, 2009), i de
tractament (p. ex., Mataix-Cols, Marks, et al., 2002; Mataix-Cols et al., 1999; Rufer et al., 2006).

Malauradament, la majoria de la recerca en relaci6 a I'heterogeneitat del TOC prové
d’estudis amb mostres adultes. La recerca en mostres pediatriques és necessaria per validar si les
assumpcions que es fan en referéncia al model multidimensional s6n també apropiades per a la

poblacié de nens i adolescents (Mataix-Cols et al., 2005).
Estabilitat dels simptomes obsessivocompulsius en TOC pediatric

La validesa de la classificacié del TOC basada en simptomes tot just descrita es veuria
compromesa si les dimensions de simptomes no fossin temporalment estables; és a dir, si el
contingut dels simptomes dels pacients canviés de manera significativa al llarg del temps (Fullana
et al, 2007). Mentre sovint es pensa que els simptomes dels pacients amb TOC fluctuen al llarg del
temps, en gravetat i en contingut, només uns pocs estudis a data d’avui han estudiat de manera

empirica aquesta important qiiesti6 utilitzant instruments psicometrics moderns.

Els estudis en adults, tant en mostres cliniques (Mataix-Cols, Rauch, et al., 2002; Rufer et al.,
2005) com no cliniques (Fullana et al., 2009; Fullana et al., 2007; Novara et al,, 2011), han mostrat
que les dimensions de simptomes sén temporalment estables. En canvi, els pocs estudis en poblacié
infantil (Delorme et al.,, 2006; Rettew et al., 1992) han mostrat resultats inconclusius. En general,
com en els adults, sembla que les dimensions de simptomes en nens tampoc es modifiquen al llarg
del temps i que els canvis d’'una dimensi6 a I’altra sén poc comuns. Tot i aix0, aquestes assumpcions
es basen en estudis amb limitacions metodologiques, incloent mostres petites. Per tant, es
necessiten més estudis per examinar I'estabilitat temporal dels simptomes i de les dimensions de

simptomes al llarg del curs del desenvolupament. Avaluar l'estabilitat del TOC en una mostra
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pediatrica gran facilitaria un millor enteniment de la progressi6 dels trastorn, que seria inestimable
pels pacients i els seus pares i també pels clinics per tal d’ajudar-los a discernir que esperar en

termes d’evolucio clinica.
Obsessions sexuals en el TOC pediatric

Les obsessions sexuals sén un simptoma obsessivocompulsiu comu i particularment
debilitant. Tant en mostres pediatriques com d’adults, les analisis factorials han trobat que aquestes
obsessions s’agrupen sota la dimensié de Pensaments prohibits, juntament amb les obsessions
agressives i religioses (Bloch et al., 2008). Les obsessions sexuals poden incloure pensaments no
desitjats sobre tenir sexe amb membres de la familia, por a tenir una conducta sexual violenta,
pensaments sobre tenir sexe amb animals, o preocupacions sobre I'orientacié sexual (Grant et al.,
2006; Williams & Farris, 2011). Aquests tipus d’obsessions tendeixen a romandre amagades, sovint
perqueé els que les pateixen se senten avergonyits explicant els seus simptomes o perque aquests es
poden percebre con inacceptables (Baer, 2001). Tot i aixd, han mostrat ser for¢a prevalents en el
TOC (Mataix-Cols et al., 2008; Ruscio et al., 2010). Alguns estudis han suggerit que les obsessions
sexuals s6n més comunes en adolescents que no pas en la poblacié de nens més joves i en adults

(Geller, Biederman, et al., 2001).

En mostres adultes amb TOC s’ha trobat que les obsessions sexuals sén més freqilients en
homes, normalment van acompanyades d’altres simptomes de la dimensié de Pensaments prohibits,
van lligades a més sofriment i malestar clinicament significatiu, i a una edat d’inici del TOC més
primerenca (p. ex., Geller, Biederman, et al., 2001). Pel que fa a la resposta al tractament, s’han
trobat resultats contradictoris, amb alguns estudis suggerint que tenen una resposta més pobra
tant a TCC (Alonso et al.,, 2001; Mataix-Cols, Marks, et al., 2002; Rufer et al, 2006) com a SRIs
(Alonso et al., 2001; Shetti et al., 2005), mentre que d’altres estudis no informen de diferéncies en la
resposta al tractament respecte a altres tipus de simptomes obsessivocompulsius (Denys et al,,

2003; Erzegovesi et al., 2001; Mataix-Cols et al.,, 1999; Stein et al., 2007).

En els nens i els adolescents, les obsessions sexuals han estat llargament ignorades. Tot i
aix0, donat que aquestes obsessions poden ser alarmants, malenteses com a indicadores de risc per
a tercers, o confoses amb el desenvolupament sexual normal, és important estudiar-les en la
poblaci6 pediatrica. Un estudi d’aquest tipus permetria un millor enteniment d’aquests simptomes i

proveiria recomanacions sobre com abordar-les a la practica clinica.

OBJECTIUS I HIPOTESIS

L’objectiu general d’aquesta recerca va ser estudiar caracteristiques poc explorades del
TOC pediatric, tenint en compte '’heterogeneitat del trastorn, en una mostra de pacients derivats a
una clinica nacional i especialitzada en TOC de Londres, Regne Unit. Especificament, els nostres

objectius van ser estudiar I'estabilitat temporal dels simptomes obsessivocompulsius (Estudi 1) i la
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naturalesa de les obsessions sexuals (Estudi 2) en una mostra gran de nens i adolescents. Els

objectius concrets dels estudis inclosos, aixi com les hipotesis, es descriuen a continuacié.
Objectius especifics
Estudi 1:

e Establir l'estabilitat temporal de les dimensions de simptomes del TOC en nens i

adolescents al llarg d'un periode de seguiment de 5 anys de mitjana.

e Establir I'impacte de variables addicionals, tals com I'edat d’inici del TOC o la gravetat dels

simptomes, en I'estabilitat de les dimensions de simptomes.

Estudi 2:

e Establir la prevalenca d’obsessions sexuals en una cohort gran de nens i adolescents amb

TOC.

e Examinar les caracteristiques demografiques i cliniques dels nens i adolescents amb

obsessions sexuals.

e Examinar la resposta al tractament dels pacients amb vs. els pacients sense obsessions
sexuals.
Hipotesis
Estudi 1:

1. En general, les categories de simptomes i les dimensions de simptomes mostrarien
estabilitat temporal al llarg del temps de seguiment, de la mateixa manera que s’ha

observat en mostres d’adults.

2. Tenir simptomes d’'una determinada dimensi6 a I'avaluacié inicial seria el predictor més

fort de tenir simptomes de la mateixa dimensi6 al seguiment.

3. Les dimensions de simptomes romandrien estables després de controlar els efectes del
tractament (ja que els canvis en les dimensions de simptomes podrien ser confosos amb

una reducci6 general de la gravetat del TOC atribuible a la intervencid).
Estudi 2:

1. Les obsessions sexuals serien un simptoma comu a la mostra, i serien més comuns en

adolescents que en nens més joves.

2. Els pacients amb obsessions sexuals també presentarien altres simptomes de la mateixa
dimensié (pensaments agressius i religiosos). A més, els participants amb obsessions

sexuals estarien més deprimits que aquells sense obsessions sexuals.

3. La presencia d’obsessions sexuals no estaria associada amb una pitjor resposta al
tractament, sempre i quan el tractament sigui dispensat per un equip especialitzat i que

estigui adaptat a les necessitats del desenvolupament del nen.
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METODES

Estudi 1: Estabilitat dels simptomes obsessivocompulsius en TOC pediatric

La mostra va consistir en 74 participants diagnosticats de TOC, derivats a la clinica nacional
i especialitzada en TOC i trastorns relacionats per nens i adolescents del Maudsley Hospital,
Londres, Regne Unit. L’edat mitjana dels participants a la primera avaluacié va ser 13.5 anys
(desviacié estandard [sd] = 2.6; rang = 8 - 18). Cinquanta participants eren nois (67.7%). A la
primera avaluacid els participants van ser avaluats amb I'Escala d’Obsessions i Compulsions de
Yale-Brown per Nens (CY-BOCS) i el seu llistat complementari de simptomes (CY-BOCS-SC). Les
puntuacions en la CY-BOCS van estar en el rang de TOC moderat (mitjana = 22.5, sd = 6.1; rang = 11
- 40). La mostra va a ser avaluada una mitjana de 4.8 anys després de la primera avaluacié (sd =
2.8; rang = 1 - 11). Es van utilitzar analisis de la variancia i models de regressié6 multiple per
examinar els canvis entre els dos moments temporals (primera avaluaci6 i seguiment) dintre de
cada categoria de simptomes i de cada dimensi6 de simptomes (Neteja, Pensaments prohibits,

Acumulacié i Simetria) i entre les diferents categories de simptomes i les diferents dimensions.
Estudi 2: Caracteristiques i resposta al tractament de les obsessions sexuals en TOC pediatric

La mostra va estar composada per 383 participants diagnosticats de TOC, derivats a la
clinica nacional i especialitzada en TOC i trastorns relacionats per nens i adolescents del Maudsley
Hospital, Londres, Regne Unit. L’edat mitjana dels pacients va ser 14.34 anys (sd = 2.24; rang =7 -
18). Dos-cents setze participants eren nois (56.4%). Tots els participants van ser avaluats una
primera vegada i, aquells que van rebre tractament a la clinica (153 participants; 39.9%), van ser
també avaluats de nou a I'acabar la intervencié. Per aquest darrer grup, el tractament va consistir
en TCC incloent EPR (amb o sense medicaci6). Les mesures d’avaluacié van incloure la CY-BOCS
(puntuacié mitjana a la primera avaluaci6é = 26.32, sd = 5.65) i la CY-BOCS-SC, aixi com I'Inventari
d’Obsessions i Compulsions per Nens (ChOCI), I'Escala d’Acomodacié Familiar (FAS), el Questionari
de Punts Forts i Dificultats (SDQ), I'Inventari de Depressié de Beck per a Joves (BDI-Y) i I'Escala
d’Avaluacié Global per a Nens (CGAS). Els pacients amb i sense obsessions sexuals van ser
comparats respecte a caracteristiques socio-demografiques i cliniques. Es van utilitzar models

mixtes d’analisis de la variancia per comparar les respostes al tractament d’ambdés grups.

RESULTATS

Estudi 1: Estabilitat dels simptomes obsessivocompulsius en TOC pediatric

Es van observar canvis dintre de cada categoria de simptoma individual d’obsessions i
compulsions en aproximadament un 15% - 45% dels casos. Les obsessions agressives i les
compulsions de neteja, comprovacio, repeticié i ordre van ser les Uniques categories de simptomes
que van mostrar diferencies significatives entre 'avaluacié inicial i el seguiment. Tot i que la
majoria de canvis van anar de present a I'avaluacio inicial a absent en el seguiment, en alguns dels

participants la direccié del canvi va ser 'oposada.
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Els canvis dins de les dimensions de simptomes entre 1'avaluacié inicial i el seguiment van
ser només significatius per la dimensié Neteja (millora dels simptomes) (Wilcoxon test, z = -3.226,

p =.001), mentre que la resta de dimensions es van mantenir estables.

Es van dur a terme analisis exploratories addicionals per avaluar si l'edat dels participants
a l'avaluaci6 inicial, I'edat d’inici del TOC, la durada de la malaltia i la gravetat global dels
simptomes eren predictors significatius del percentatge de canvi en el temps dins de cada dimensié.
Els resultats no significatius van suggerir que cap d'aquestes variables va tenir un efecte sobre

|'estabilitat temporal de les dimensions de simptomes.

En excloure de les analisis aquells participants que el seu TOC havia remés durant el
seguiment (n = 42), les diferéncies observades previament en categories de simptomes i en

dimensions de simptomes van deixar de ser significatives.

Les analisis de regressi6 multiple van mostrar que 'inic predictor d’'una determinada
dimensi6 de simptomes al seguiment vas ser tenir aquella mateixa dimensi6 a I'avaluacié inicial.
L'inica excepcié va ser la dimensi6é de Simetria a 'avaluaci6 inicial, que va ser addicionalment
predictora de simptomes d'Acumulacié en el seguiment. La magnitud dels coeficients de correlacié
parcial va ser moderada (rang = .25 - .35). Aquestes magnituds van millorar lleugerament quan es
van excloure els 42 participants que ja no complien criteris per al TOC al seguiment (rang = . 22 -

A44).
Estudi 2: Caracteristiques i resposta al tractament de les obsessions sexuals en TOC pediatric

D'acord amb la CY-BOCS-SC, a l'avaluacié inicial 102 pacients (26.6%) presentaven
obsessions sexuals. En aquest grup, les obsessions sexuals més freqiients van ser els pensaments,

imatges o impulsos prohibits o perversos (n =71, 74.7%).

Els participants amb obsessions sexuals van mostrar ser lleugerament, tot i que
significativament, més grans que aquells sense obsessions sexuals (14.8 vs. 14.2 anys, p = .006).
Com es preveia, les obsessions sexuals van ser més freqiients en els adolescents (al voltant de 15
anys) que en els nens més joves. No obstant aix0, es va trobar que les obsessions sexuals estaven

presents en totes les edats (rang =8 - 17).

Com era d'esperar, el grup amb obsessions sexuals també va presentar obsessions
agressives i religioses de manera més freqiient que no pas el grup sense obsessions sexuals
(ambdues ps <.01). A més, el grup amb obsessions sexuals també va informar de més freqiiéncia de
pensament magic (p =.035) i de la por de dir certes coses de la categoria miscel-lania (p =.022), i
de més jocs supersticiosos (p = .017) i altres compulsions de la categoria de miscel-lania (rituals
mentals; necessitat de dir, preguntar o confessar; parpellejar o mirar fixament; totes les ps <.001)

que els participants sense obsessions sexuals.

Els participants amb obsessions sexuals va mostrar nivells significativament més alts de
depressio (p = .024) i, a més, també tenien un TOC lleugerament més greu (p = .024) d’acord amb

les puntuacions de la CY-BOCS.
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Per aquells que van realitzar tractament a la clinica (n = 153), els models mixtes d’analisi
de la variancia no van trobar diferéncies en la resposta al tractament dels pacients amb (n = 50) vs.
aquells sense (n = 103) obsessions sexuals, independentment de si els pacients estaven també

prenent medicacié pel TOC o no.

DISCUSSIO

A continuacio s’ofereix un resum de la discussid de cada un dels estudis inclosos en aquesta
tesi, aixi com les limitacions dels mateixos. Finalment, s’esbossara una discussio general centrada
en com aquests estudis d'investigacié contribueixen a 'ambit del TOC en general, aixi com futures
linies d'investigacio.

DISCUSSIONS DELS ESTUDIS PRESENTATS

Estudi 1: Estabilitat dels simptomes obsessivocompulsius en TOC pediatric

Aquest estudi va examinar 1'estabilitat temporal dels simptomes obsessivocompulsius en
una mostra de pacients pediatrics amb TOC. Els resultats van mostrar que la majoria dels
participants van mantenir els seus simptomes al seguiment, realitzat una mitjana de 5 anys després
de I'avaluacid inicial. Es va observar certa variabilitat en determinades categories de simptomes. En
la majoria d'aquests casos, els simptomes van anar de presents a la primera avaluacié a absents
durant el seguiment, i no d'absents a presents, el que suggereix que 'aparicié de nous simptomes és
menys comu. Quan categories de simptomes individuals es van agrupar en les quatre dimensions de
simptomes TOC préviament identificades (Neteja, Pensaments prohibits, Acumulacié i Simetria)
totes van romandre estables entre els dos moments temporals d’avaluacié, amb 1'excepcié de la
dimensi6 de Neteja. Aquests resultats sén consistents amb els resultats de l'estudi pediatric de
Delorme et al. (2006), que també van trobar que la dimensié de contaminacié/neteja va disminuir
significativament durant el seguiment, mentre que les altres dimensions es van mantenir sense

canvis.

Curiosament, quan els pacients en remissié durant el seguiment van ser exclosos de les
analisis, no es van observar canvis significatius en cap de les categories de simptomes individuals o
les dimensions de simptomes. Juntament amb el fet que la majoria dels canvis es van observar de
simptomes presents a absents, més que no pas d’absents a presents, suggereix que la remissié
explica la major part dels canvis observats. Com no tots els pacients van ser tractats a la nostra
clinica, no esta clar en quina mesura aquests canvis es deuen als efectes del tractament, a la

remissi6 espontania o a altres esdeveniments de la vida durant el periode de seguiment.

No es van observar canvis entre dimensions de simptomes i es va trobar que el millor
predictor de tenir una dimensié de simptomes en particular en el seguiment era haver-la tingut en
I'avaluaci6 incial. L'tinica correlacié creuada significativa entre dimensions va ser entre la dimensié
de Simetria a 'avaluaci6 inicial i la dimensié d'Acumulacié en el seguiment, encara que aquesta

associaci6 va tenir una magnitud petita. No obstant aix0, la troballa pot tenir certa importancia, ja
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que s’ha trobat que l'acumulacié excessiva d'objectes en el TOC és sovint secundaria a simptomes

de simetria o preocupacions “just-right” (Pertusa et al., 2010; Pertusa et al., 2008).

Val la pena assenyalar que, en aquest estudi, els coeficients de correlaci6é parcial van ser
més petits que els trobats en estudis d'adults (Mataix-Cols, Rauch, et al., 2002; Rufer et al., 2005) i
més similars als presentats en I'estudi pediatric de Delorme et al. (2006). Es possible que la
presentaci6 fenotipica del TOC sigui més fluctuant en edats més primerenques i que, a mesura que
el cervell madura, la presentacio especifica dels simptomes es faci progressivament més estable en

la vida adulta.

En general, els resultats d'aquesta investigacié s6n molt consistents amb anteriors estudis
longitudinals que han utilitzat dissenys similars en mostres cliniques (Mataix-Cols, Rauch, et al,,
2002; Rufer et al., 2005) i no cliniques (Fullana et al., 2009; Fullana et al., 2007; Novara et al., 2011)
d’adults, aix{ com amb investigacions pediatriques prévies (Delorme et al., 2006). La troballa de que
els principals simptomes de TOC sén temporalment estables déna suport a la idea de que les
dimensions de simptomes sén etiologicament independents (Mataix-Cols et al,, 2005). Aquesta
estabilitat temporal pot ser, almenys parcialment, explicada per factors genétics, tal i com indiquen
els estudis longitudinals realitzats en mostres de bessons (van Grootheest, Bartels, et al., 2007; van

Grootheest, Cath, et al., 2007).

Els resultats derivats d’aquest estudi també tenen implicacions cliniques. Per exemple,
saber que el contingut dels simptomes de la majoria dels pacients es manté forga estable en el
temps pot ser d’ajuda a '’hora de programar estratégies de prevencié de recaigudes. Informar als
joves i als seus pares de que, en cas d'ocorrer una recaiguda, és probable que els simptomes siguin
similars als observats anteriorment pot ajudar a les families a identificar els primers signes d'una
recaiguda potencial i facilitar una intervencié clinica rapida i adequada. Tot i aix0, les families
també han de ser informades de que també poden aparéixer simptomes nous, encara que aquesta

situaci6 és molt menys probable.
Estudi 2: Caracteristiques i resposta al tractament de les obsessions sexuals en TOC pediatric

Aquest estudi va explorar les obsessions sexuals en una amplia mostra de pacients
pediatrics amb TOC. Els resultats van indicar que aquests simptomes no només sén comuns, amb
més d'un de cada quatre joves amb TOC informant obsessions sexuals, sin6 que també s'associen
amb TOC lleugerament més greu i majors nivells de depressié. Aquesta associaci6 entre obsessions
sexuals i estat d'anim depressiu esta en linia amb la tendeéncia trobada per Grant et al. (2006) en
una mostra d'adults i també és consistent amb literatura més classica que suggereix que la
depressio en el TOC esta relacionada principalment amb obsessions, més que no pas amb les

compulsions (Ricciardi & McNally, 1995).

Tal i com s’ha vist en estudis amb adults, les obsessions sexuals en el present estudi van
tendir a aparéixer amb altres simptomes de la dimensié de Pensaments prohibits, i també juntament

amb pensament magic, por de dir certes coses, i compulsions com repetir, jocs supersticiosos,
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rituals mentals i la necessitat de comptar, preguntar o confessar (Bloch et al., 2008; Mataix-Cols et
al, 2005). Els joves amb obsessions sexuals eren lleugerament, tot i que significativament, més
grans que aquells sense obsessions sexuals. De la mateixa manera, Geller et al. (2001) van informar
d’'una major proporcié d’obsessions sexuals en adolescents amb TOC, en comparacié amb nens més
joves i adults. En la nostra mostra, les obsessions sexuals van ser particularment comuns en els
nens de 15 anys o més grans. No obstant aix0, aquestes obsessions també van estar presents en
nens molt més joves, la qual cosa ressalta la importancia de preguntar per aquests tipus de

simptomes de manera oberta i directa, fins i tot a nens molt petits.

A diferéncia d'alguns dels estudis anteriors (Alonso et al., 2001; Mataix-Cols, Marks, et al.,
2002; Olino et al., 2011; Rufer et al., 2006), els pacients amb obsessions sexuals van respondre al
tractament amb TCC de la mateixa manera que aquells sense obsessions sexuals, independentment

de si els pacients estaven prenent IRSs o no.

Les obsessions sexuals poden ser alarmants i preocupants tant per les families com pels
clincs, ja que erroniament poden ser percebudes com un risc potencial per als altres. Aixd pot
conduir a avaluacions del risc innecessariament llargues i nocives, que a la vegada poden provocar
una major angoixa, més rituals, evitacions i desconfianga vers els professionals de la salut. Una
formulacié adequada dels simptomes com a part TOC, enlloc de relacionar-los amb delictes sexuals
(p. ex., pedofilia), és crucial i requereix un bon coneixement de la fenomenologia del trastorn (Veale
et al., 2009). Hi ha molts factors que poden ajudar a diferenciar els pensaments sexuals intrusius de
les persones amb TOC dels pensaments dels delinqilients sexuals. Per exemple, les persones amb
TOC viuen els pensaments amb malestar i fins i tot fastic (els pensaments sén egodistonics) i en
general tracten d'evitar les situacions que els provoquen. Fan esfor¢os per suprimir els
pensaments, no es masturben amb ells i molt sovint tenen altres simptomes obsessivocompulsius.
Per contra, els pensaments d'un pedofil és probable que siguin egosintonics, aquests individus
tindran una opinié més ambivalent respecte a aquests pensaments, els poden trobar atractius i
excitants (almenys una part del temps) i tindran cura de no revelar-los per por a les conseqtiéncies

(Veale etal., 2009).

Identificar erroniament les obsessions sexuals com un possible risc real pot obstaculitzar el
tractament per diverses raons. En primer lloc, els terapeutes es poden distreure del TOC i centrar-
se en canvi en avaluacions de risc extenses i innecessaries. En segon lloc, els terapeutes poden
prendre mesures erronies per reduir l'aparent risc i, per tant, alimentar les preocupacions
obsessives del pacient. En tercer lloc, els terapeutes poden abstenir-se de realitzar tasques d’EPR
per por d'augmentar aquest risc aparent, o fins i tot estimular activament l'evitacié de situacions
que desencadenen obsessions sexuals, el que significa que s'impedeix que el pacient accedeixi al

tractament més efectiu.
LIMITACIONS

Ambdés estudis es van realitzar en una clinica nacional i especialitzada que rep derivacions

de casos de TOC greus, amb comorbiditats diverses o refractaris. D'altra banda, els professionals
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tractant aquests pacients son clinics altament especialitzats i amb amplia experiéncia en aquests
tipus de casos. Tots dos fets poden limitar la generalitzacié dels resultats a altres mostres i entorns
clinics. No obstant aixo, cal assenyalar que els resultats dels estudis van ser, en general, consistents
amb els estudis duts a terme en poblacions alternatives, suggerint que l'impacte d'aquests factors

podria no ser tan significatiu.

Un altre punt débil d’'ambdoés estudis es refereix als procediments de diagnostic utilitzats.
Les dades van ser recopilades de manera rutinaria com a part del servei clinic. Els diagnostics dels
participants van ser realitzats d'acord amb els criteris dels clinics que participen en les avaluacions
i no es van fer servir entrevistes estructurades per confirmar els judicis dels professionals. Si bé
aquest tipus de confirmacié dels diagnostics seria empiricament ideal, 1'enfocament utilitzat
reflecteix la realitat de la practica clinica diaria i en ultima instancia va permetre investigar un

nombre relativament gran de casos no seleccionats de joves amb TOC.

També en relacié amb les estrategies d'avaluacié, una altra limitaci6 va ser 1'is de la CY-
BOCS-SC per avaluar la presencia/abséncia de les categories de simptomes i les dimensions de
simptomes del TOC. La Y-BOCS-SC, que és la versio per a adults d'aquest instrument, ha demostrat
una série de deficiéncies psicométriques (p. ex., Mataix-Cols, Fullana, et al.,, 2004). D’altra banda, les
analisis de 'Estudi 1 es van basar en les categories definides a priori de la CY-BOCS-SC i no pas en
els simptomes individuals, de manera que cada categoria de simptomes inclou un nombre diferent
de items. Tot i aix0, les analisis realitzades posteriorment per corregir aquest fet van donar
resultats practicament idéntics, la qual cosa ens permet confiar en els resultats obtinguts. L'ts
d'instruments capagos d'abastar la dimensionalitat dels simptomes obsessivocompulsius podria

contribuir a millorar aquestes restriccions.
IMPLICACIONS PER A LA RECERCA I DIRECCIONS FUTURES

En aquesta tesi es van estudiar joves amb TOC en un entorn naturalistic per abordar dues
questions empiriques. En primer lloc, es va proposar analitzar I'estabilitat temporal dels simptomes
obsessivocompulsius i les dimensions de simptomes del TOC. En segon lloc, es van estudiar les
caracteristiques i la resposta al tractament dels nens i adolescents amb obsessions sexuals. Les
conclusions d'aquests estudis reforcen la conceptualitzacié del TOC com una entitat amplia i
fenotipicament heterogenia que es manifesta d'aquesta manera a través de totes les etapes de

desenvolupament.

Donada la quantitat d'informacié disponible, incloent els estudis aqui presentats,
I'heterogeneitat fenotipica del TOC és inqiiestionable. A més, I'heterogeneitat dels simptomes
observada ha demostrat reflectir també mecanismes etiologics diferents o parcialment diferents
per a cada dimensié (p. ex., lervolino et al, 2011). Per tant, considerar el TOC com una entitat
unitaria podria enfosquir els resultats dels estudis que intenten comprendre els mecanismes
psicologics i biologics implicats en el trastorn i obstaculitzar el progrés en el desenvolupament de
noves estratégies de tractament (lervolino et al, 2011). Un enfocament que consideri

adequadament la heterogeneitat de la malaltia, aixi com el marc de desenvolupament, millorara la

Lorena Fernandez de la Cruz 75|Summary in Catalan



nostra comprensié del TOC i permetra el reconeixement de fenotips més refinats en futurs estudis
examinant l'etiologia, fisiopatologia i el tractament per al TOC. A continuaci6 es mencionaran
algunes arees de recerca prometedores que tenen el potencial d'avancgar el nostre coneixement en

aquest ambit.
- Perfeccionament dels instruments d'avaluacié disponibles:

Existeix la necessitat de comptar amb instruments clinics psicométricament robustos que
siguin capacos de mesurar tant la gravetat global del TOC com les seves principals dimensions de
simptomes (Pertusa et al., 2012). L’escala Dimensional Y-BOCS (DY-BOCS) (Rosario-Campos et al,,
2006) es va desenvolupar per a satisfer aquestes necessitats. Malauradament, aquest instrument no
estava disponible en el moment en que els estudis actuals es van dissenyar. Estudis futurs també
podrien beneficiar-se de meétodes multi-informats de la mesura de simptomes, com ara la
combinacié d'auto-informe amb l'informe dels pares i els clinics per tal de captar de manera més
completa la globalitat dels simptomes dels pacients. Aixd pot ser especialment rellevant en els nens

més petits que no sén capagos de proporcionar un auto-informe precis dels seus simptomes.
- Estudis longitudinals, genetics i d'imatge:

Es necessiten més estudis longitudinals (i de més llarga durada) que examinin les
variacions en els simptomes obsessivocompulsius, els patrons de comorbiditat, els circuits
cerebrals involucrats i els factors de risc ambientals, sobretot si aquests factors es vinculen amb la
possibilitat d'explorar els potencials determinants genetics lligats als simptomes (Leckman et al,,
2009). Igualment, els estudis de bessons i de families han demostrat ser especialment ttils per
aclarir I'estructura causal subjacent a les dimensions dels simptomes i la naturalesa heterogénia del
TOC (Iervolino et al., 2011; van Grootheest, Bartels, et al., 2007; van Grootheest, Cath, et al., 2007).
També es necessita més recerca centrada en la detecci6 dels loci de susceptibilitat genética que
poden contribuir a I'expressié de la variada simptomatologia obsessivocompulsiva (Leckman et al.,
2009). De la mateixa manera, els estudis de neuroimatge funcional tenen el potencial de
proporcionar una validacié addicional de 1'enfocament dimensional del TOC (Lawrence et al.,, 2007;
Mataix-Cols, Wooderson, et al,, 2004). En els propers anys es preveu que noves investigacions
ajudin a tracar un mapa més precis dels sistemes neurals comuns i diferencials implicats en

cadascuna de les dimensions principals del TOC.
- Implicacions per al tractament:

Respecte al tractament, serien necessaries més investigacions per tal d’assegurar-se que el
coneixement acumulat sobre el TOC i els mecanismes subjacents a aquesta condici6 es tradueix en
intervencions terapéutiques eficaces. Idealment, aquestes intervencions haurien d’adaptar-se a les
dimensions especifiques, diferents poblacions, i diferents etapes del desenvolupament (Marques et
al, 2010; Sookman et al., 2005; Steketee et al., 2001). No obstant aix0, en aquest sentit segueix

existint una considerable marge de millora.
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- Trastorns relacionats amb el TOC:

El model multidimensional de TOC i I'estudi dels seus fenotips d'acord amb els métodes
descrits anteriorment no només ha portat a la conceptualitzaci6 de TOC com una condici6
heterogenia, siné també a un refinament de la seva nosologia. L'exemple més obvi d’aixd és
I'acumulaci6, que ha estat sempre considerada un simptoma (o una dimensié) del TOC i, gracies a la
recerca portada a terme en els darrers 10 anys, i tot i que en ocasions també es pot trobar en el
context del TOC, ara es classifica com una entitat independent anomenada "Trastorn d'Acumulacié”.
Aquest nou trastorn s’inclou en el recentment publicat DSM-5 dintre del nou capitol de Trastorns

Obsessivocompulsiu i Afins (American Psychiatric Association, 2013; Mataix-Cols et al., 2010).

La relaci6 entre el TOC i altres trastorns relacionats amb el TOC (p. ex., Trastorn Dismorfic
Corporal o Tricotilomania) també segueix sent una area poc investigada. Un estudi més profund de
tots els trastorns de l'espectre obsessivocompulsiu i fer esfor¢os per aclarir els patrons de
comorbiditat i 1'etiologia compartida entre ells tindria importants implicacions cliniques per als

meétodes d'avaluacid i tractament, aixi com per guiar la recerca futura.

CONCLUSIONS

Els objectius d’aquesta tesi van ser estudiar caracteristiques no explorades fins ara del TOC
pediatric, tenint en compte I'heterogeneitat clinica del trastorn, en una mostra gran de nens i
adolescents amb TOC. Els estudis es van focalitzar en 1) l'estudi de l'estabilitat temporal dels
simptomes i les dimensions de simptomes obsessivocompulsius en nens i adolescents i 2) en
explorar les caracteristiques i la resposta al tractament de les obsessions sexuals en aquest grup

d’edat.

Les conclusions principals d’aquesta tesi, derivades de I'Estudi 1 (I, 11, III) i 'Estudi 2 (IV, V,
VI), aixi com la importancia dels resultats (VII) i linies futures de recerca que es podrien

desenvolupar (VIII) es poden resumir en els segiients punts:

I. El contingut dels simptomes i les dimensions de simptomes del TOC en nens i adolescents

és relativament estable al llarg del temps i s’expandeix fins a I'edat adulta primerenca.

II. Altres variables addicionals, com ara l'edat d’inici del TOC o la gravetat dels simptomes, no

semblen tenir un efecte sobre l'estabilitat de les dimensions de simptomes.

III. La majoria dels canvis que es produeixen en els simptomes ho fan dins i no entre les

dimensions de simptomes i sén en gran part atribuibles a la remissié clinica.

IV. Al voltant d'un de cada quatre nens i adolescents amb TOC presenten obsessions sexuals.
Aquestes obsessions son més comunes en els adolescents, perd també poden estar

presents en pacients prepuberals.
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V. Les obsessions sexuals s'associen amb determinades caracteristiques cliniques com la

preséncia de més simptomes depressius i TOC lleugerament més greu.

VI. La presencia d'obsessions sexuals no interfereix amb la resposta al tractament amb TCC

(amb o sense medicacio).

VII. Els resultats d'ambdoés estudis reforcen la conceptualitzacié de TOC com una entitat
fenotipicament heterogenia que es manifesta d'aquesta manera al llarg de tots els estadis

de desenvolupament.

VIII. Futures linies de recerca que, sota aquest enfocament, tenen el potencial d’avangar el
coneixement del TOC i els seus trastorns relacionats inclouen: 1) el perfeccionament dels
instruments d'avaluaci6, 2) estudis longitudinals, genetics i de neuroimatge en mostres
més grans, i 3 ) adaptar els tractaments a dimensions especifiques, poblacions, i etapes del

desenvolupament.
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