Clinical Case Conference

From the New York State Psychiatric Institute

Diagnosis and Treatment of a Patient With Both
Psychotic and Obsessive-Compulsive Symptoms

Carolyn I. Rodriguez, M.D., Ph.D.
Cheryl Corcoran, M.D.

Helen Blair Simpson, M.D., Ph.D.

When a patient presents with both psy-
chotic and obsessive-compulsive symp-
toms, the clinician is faced with a differ-
ential diagnosis that includes comorbid
schizophrenia and obsessive-compulsive
disorder (OCD), OCD with poor insight,
and schizophrenia with antipsychotic-
induced obsessive-compulsive symptoms.

If the psychotic symptoms are subthresh-
old or attenuated in form, the individual
may have OCD and putative prodromal
schizophrenia. The authors present a case
to outline a strategy for differentiating
among these possible diagnoses and for
optimizing treatment.

(Am J Psychiatry 2010; 167:754-761)

Case Presentation

Chief Complaint

“Carlos,” a 19-year-old Puerto Rican male with no
prior psychiatric hospitalizations, presented at the
emergency department with the belief that “lines”
were coming out of his mouth and genitals. He also
spent several hours a day organizing objects in his
house and checking to make sure they were aligned
perfectly symmetrically.

History of Present Illness

Two years earlier, Carlos began feeling lonely and de-
pressed and felt as if the other members of the school
basketball team did not like him and perhaps even
wanted to hurt him. Several months later, he began
having repeated intrusive thoughts that if objects were
not exactly aligned, some vague catastrophic event
might occur, and this made him feel very anxious. In
response to these thoughts, he performed repetitive
behaviors to reduce his anxiety, including the arranging
and rearranging of items and cutting and recutting his
fingernails until perfectly symmetrical. These repetitive
behaviors often took up to 5 hours a day. He recognized
these thoughts as unreasonable, excessive, and a prod-
uct of his own imagination. In fact, he was puzzled as to
why he would be so concerned with symmetry. His fam-
ily took him to see a psychiatrist soon after the start of
the symptoms, and he was diagnosed as having obses-
sive-compulsive disorder (OCD). Although he had occa-
sional low mood, he did not meet criteria for dysthymia
or major depression. Consecutive trials of fluoxetine (80
mg/day for 4 months) and citalopram (60 mg/day for 3
months) failed because of lack of efficacy. Six months
before the current presentation, he withdrew from his
family, spending most of his free time in his room. At
his part-time job in a grocery store, he developed delu-
sional beliefs that coworkers and customers were taunt-
ing him. This led to verbal fights with multiple cowork-
ers and yelling at a customer. His psychiatrist added the

diagnosis of psychosis not otherwise specified and tried
combined trials of selective serotonin reuptake inhibi-
tors (SSRIs) for his obsessive-compulsive symptoms (e.g.,
paroxetine and escitalopram) and antipsychotics (e.g.,
olanzapine, risperidone, and haloperidol) for his psy-
chotic symptoms, but Carlos could not tolerate a full
trial of these medications because of dose-limiting side
effects. Increased social isolation, poor school perfor-
mance, and increased verbal arguments at work for 1
month before this presentation led to Carlos’s family
bringing him to the emergency department. Carlos had
no history of substance use or significant medical prob-
lems. His family history was notable for a maternal aunt
with OCD and a paternal uncle with schizophrenia.

Carlos was admitted from the emergency department
to the psychiatric inpatient unit with a provisional di-
agnosis of schizophrenia in addition to the established
diagnosis of OCD. Major depression with psychotic fea-
tures was ruled out because of his euthymic mood; nor-
mal sleep, interest, appetite, and energy; and lack of
evidence of inappropriate guilt or suicidality. His medi-
cation regimen on admission was sertraline, 200 mg/
day, and aripiprazole, 20 mg/day. On examination, he
was noted to be a tall, thin male with thick, brown chin-
length hair. He had poor eye contact and sat hunched
in his chair. He had blunted affect, speech latency,
thought blocking, and lack of interpersonal related-
ness. He was completely convinced that he had “lines”
coming out of his mouth and genitals. From Carlos’s de-
scription, it was apparent that he perceived these lines
as a visual hallucination. He believed a force outside
of his body was causing them to appear and that they
were an extension of his body. On the inpatient unit, he
was observed to be talking and laughing to himself dur-
ing meals. Carlos believed that the hospital staff were
making disparaging comments about him. On the in-
patient unit, he was observed to rearrange items in his
room for up to 3 hours a day; however, he was unable
to articulate the motivation behind this behavior, al-
though this may have been due to his thought disorder
and latency of speech.
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Treatment Course

On the inpatient unit, Carlos’s admission medication
regimen (sertraline and aripiprazole) was tapered be-
cause of lack of efficacy. Clozapine was initiated to treat
Carlos’s relatively refractory psychotic symptoms, given
the history of multiple failed antipsychotic trials and a
case series on the treatment of obsessive-compulsive
symptoms in patients with schizophrenia (1). After slow
titration to 300 mg/day over 10 weeks while monitor-
ing the obsessive-compulsive symptoms to ensure that
they did not worsen, Carlos stopped talking and laugh-
ing to himself. He also reported that he no longer felt
“picked on” or saw lines. However, he continued to have
significant obsessions (the need to have items aligned
symmetrically) and compulsions (arranging) for 3 hours a
day. With the clearing of his thought disorder, Carlos was
again able to articulate that aligning objects in a symmet-
rical fashion was something he did to alleviate anxiety.

With his psychotic symptoms noticeably improved
with clozapine treatment, Carlos was discharged to the
care of his outpatient psychiatrist. To target his persistent
obsessive-compulsive symptoms, sequential trials of flu-
voxamine and then clomipramine (two serotonin reup-
take inhibitors [SRIs] he had not previously tried) were
recommended. Careful monitoring would be needed for
these trials of combined clozapine and SRIs, as fluvox-
amine inhibits the metabolism of clo-
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Differential Diagnosis

The differential diagnosis of a patient who presents with
both psychotic and obsessive-compulsive symptoms can
include comorbid schizophrenia and obsessive-compul-
sive disorder, OCD with poor insight, or schizophrenia
with antipsychotic-induced obsessive-compulsive symp-
toms. If the psychotic symptoms are subthreshold or at-
tenuated in form, the individual may have OCD and puta-
tive prodromal schizophrenia (3). No biological markers
exist to differentiate these possibilities, and there is debate
as to the relationship of schizophrenia and OCD, especially
early in the course of evolving symptoms. However, accu-
rate diagnosis is important given that current treatments
for OCD and schizophrenia differ, and first-line medica-
tions for one may exacerbate the symptoms of the other—
that is, antipsychotics can exacerbate obsessive-compul-
sive symptoms, and SRIs may exacerbate psychosis (4).
As there is no evidence base for the treatment of putative
prodromal schizophrenia, OCD that occurs in this context
should be treated pharmacologically as though it existed
alone, although the attenuated positive symptoms should
be monitored.

The choice of diagnoses made has

zapine via hepatic cytochrome 3A4
and clomipramine decreases the sei-
zure threshold, is anticholinergic, and
affects cardiac conduction. The plan
was also to add cognitive-behavioral
therapy (CBT) using exposure and re-
sponse prevention for any residual
obsessive-compulsive symptoms once
Carlos was stable on an outpatient

‘Accurate diagnosis is
important given that
current treatments for
OCD and schizophrenia
differ, and first-line

prognostic implications. For example,
the presence of obsessive-compulsive
symptoms or comorbid OCD in a per-
son with schizophrenia has been asso-
ciated with poorer prognosis (5, 6) and
a significantly higher risk of suicide
attempt (7). In individuals who are at
heightened risk for psychosis or are in

medication r:%cir“en. | medicationsfor one a putative prodromal stage of schizo-
At 6-month follow-up, Carlos’s psy- . .
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mg/day of clozapine (the minimal : attenuated positive symptoms is as-

dose required for treatment of his

psychosis). However, his obsessive-compulsive symp-
toms continued to cause him distress and problems in
daily functioning. He then had the recommended tri-
als of fluvoxamine (250 mg/day for 3 months) and then
clomipramine (225 mg/day for 3 months), neither of
which was effective in treating his obsessive-compul-
sive symptoms. A trial of CBT using exposure and re-
sponse prevention was initiated as planned for residual
obsessive-compulsive symptoms. Carlos’s symptoms im-
proved initially, but he dropped out of treatment be-
cause he did not think the therapy would work. Twelve
months after Carlos was discharged from the inpatient
unit, his outpatient psychiatrist initiated a slow titra-
tion of lamotrigine to 200 mg/day, based on data from
a recent open-label trial showing efficacy of adjunctive
lamotrigine in patients with schizophrenia and schizo-
affective disorder with comorbid obsessive-compulsive
symptoms (2). After 10 weeks of lamotrigine augmen-
tation, Carlos’s obsessive-compulsive symptoms de-
creased by about 40% while his psychotic symptoms
remained in remission. Carlos returned to his job at the
grocery store.
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sociated with a greater prevalence of
depression and suicidal ideation (3). OCD with poor in-
sight is associated with poor response to therapy (8) and
drug treatment (9). Hence, accurate diagnosis of patients
with both psychotic and obsessive-compulsive symptoms
is important for treatment and prognosis.

When a patient presents with the hallmarks of schizo-
phrenia—hallucinations, disorganized speech and behav-
ior, negative symptoms, and delusions (i.e., “erroneous
beliefs that usually involve a misinterpretation of percep-
tions or experiences” [10, p. 299])—the diagnosis is usually
straightforward. Likewise, when a patient presents with
the hallmarks of OCD—obsessions (“recurrent or persis-
tent thoughts, impulses, or images...[that are]...intrusive
and inappropriate and that cause marked anxiety or dis-
tress” [10, p. 462]) and compulsions (“repetitive behav-
iors...or mental acts...that the person feels driven to per-
form in response to an obsession...[and]...are aimed at...
reducing distress or preventing some dreaded event”[10,
p. 462])—and has good insight into the irrationality of his
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or her thoughts and the link between his or her thoughts
and compulsions, it is clearly OCD. However, in the patient
who does not have hallucinations or disorganized speech
but has psychotic beliefs and repetitive behaviors, it can be
a challenge to distinguish the delusion of schizophrenia
from the obsession of OCD if the patient has poor or no in-
sight. Kurt Schneider defined a delusion of schizophrenia
as “a perception that has a unique and idiosyncratic mean-
ing for a person, which leads to an immediate delusional
interpretation” (11, p. 1434). However, this definition could
equally apply to the obsession of a patient with OCD who
lacks insight. From a developmental perspective, “overval-
ued ideas” (i.e., subthreshold delusions—compelling ideas
that have not yet achieved a level of conviction consistent
with delusions) in an adolescent or a young adult might
reflect emerging obsessions, the forme fruste of the fixed
false beliefs that are delusions, or both. Another challenge
in some cases is to distinguish the repetitive behaviors of
schizophrenia from the compulsions of OCD. Both chal-
lenges are not uncommon given that many patients with
OCD have variable insight into the rationality of their be-
liefs (in the DSM-1V field trial of OCD, 4% of patients had
no insight and 26% had very little insight into the senseless-
ness of their symptoms [12]) and up to 35.5% individuals
with schizophrenia have been found to exhibit repetitive
behaviors (e.g., grooming, pacing, and hoarding), as shown
in a study of 400 inpatients who met DSM-III-R criteria for
schizophrenia (13). In the absence of biomarkers or behav-
ioral tests that can distinguish these features, careful atten-
tion to four aspects of the clinical phenotype can help in
evaluation, as described in the following section.

Evaluation

Time of Onset of Symptoms

Age at onset is similar for both OCD and schizophrenia,
with 50% of OCD cases starting by age 19 and 20%-40%
of first psychotic symptoms in schizophrenia starting by
age 20 (14, 15). In both disorders, subsyndromal symp-
toms can start in adolescence. However, time of onset of
symptoms in relationship to changes in medication can
exclude diagnoses. For example, if the first evidence of ob-
sessive-compulsive symptoms or an exacerbation of exist-
ing symptoms occurs after initiating antipsychotic treat-
ment for psychosis, one should consider the possibility
that the symptoms are medication induced (4). Similarly,
if psychotic symptoms worsen after initiating or titrating
an SRI, one should consider the possibility of medication-
induced psychosis (4, 16).

Nature of Symptoms

Obsessions Versus Delusions. Obsessions and delu-
sions are both thought distortions. However, the content
and character of the distortions, as well as their relation-
ship to repetitive behaviors, can differ. In OCD, several
common obsessive themes have been described: con-
756
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tamination, symmetry or exactness, forbidden thoughts
(aggressive, sexual, religious, and somatic), and hoarding
(17). These obsessional themes are typically associated
with corresponding compulsions: cleaning, ordering
and arranging, checking, and hoarding. Data from the
DSM-1V field trial of 431 adults with OCD showed that
only 2.1% of patients reported obsessions without com-
pulsions and only 1.7% reported compulsions without
obsessions.

In contrast, the delusions seen in patients with schizo-
phrenia include persecutory, referential, somatic, eroto-
manic, and grandiose themes (10). This is true even of the
overvalued ideas seen in patients who are in a putative
prodromal stage (C. Corcoran, unpublished 2010 data).
Psychotic beliefs are more often “bizarre” (“clearly im-
plausible and not understandable and do not derive from
ordinary experiences”); however, bizarreness can be dif-
ficult to judge, especially across cultures (10, p. 299). Al-
though “somatic” themes overlap between the two disor-
ders, somatic thoughts that are bizarre or represent loss of
control over mind or body (e.g., “My saliva is corroding my
intestines”) are more common in schizophrenia than in
OCD with poor insight (10). Likewise, religious themes can
occur in both, but in OCD, patients are overly concerned
with sacrilege, blasphemy, or scrupulosity (i.e., excessive
concern with right and wrong or with morality), whereas in
schizophrenia, patients may more commonly have gran-
diose religious delusions (e.g., “I'm a divine messenger”).
Furthermore, loss of control, or “agency” of thinking, more
commonly occurs in schizophrenia. Patients with OCD
often consider their obsessions as products of their own
thinking, whereas patients with schizophrenia often be-
lieve that there is some external agency or cause to what
they are experiencing and thinking (18). This distinction,
however, becomes blurred when considering individuals
with attenuated psychotic symptoms in a putative pro-
dromal stage of schizophrenia or in patients with schizo-
phrenia whose psychotic symptoms are partially remitted
or residual. Also, a sense of permeation of ego boundary is
more typical of schizophrenia than of OCD, although most
patients with schizophrenia also have an intact sense of
ego boundary (18); this concept has been explored phe-
nomenologically by many notable figures, including Ma-
tussek, Jaspers, and Stephens and Graham (19-21). How-
ever, the problem with these distinctions is that they are
less clear in prodromal or evolving stages of illness or with
partial remission of symptoms during residual phases. For
example, young people at heightened risk for schizophre-
nia have attenuated psychotic symptoms and can retain
insight that their experiences are likely the product of their
own imagination, although doubt may exist as to their
source and nature (22-25).

Compulsions Versus Repetitive Behaviors. In adults
with OCD, compulsive behaviors are typically performed
in response to an obsession and to reduce distress or pre-
vent a dreaded event. In contrast, in schizophrenia, repeti-
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tive behaviors are often independent of thought content;
as noted earlier, in one study more than one-third of 400
patients with schizophrenia had at least one severe repeti-
tive behavior (13). Eisen and colleagues (26) suggest that
the presence of compulsions linked to obsessions may be
a useful guide in diagnosing comorbid OCD in patients
with schizophrenia.
Family History

Family history can help inform the differential diagno-
sis. Although both schizophrenia and OCD are heritable
disorders, with higher concordance rates in monozygotic
twins than in dizygotic twins (14, 15), they do not appear
to cosegregate. Families of patients with schizophre-
nia are more likely to have members with schizophrenia
spectrum disorders, such as schizoaffective disorder and
schizotypal personality disorder (27). In contrast, fami-
lies of patients with OCD are more likely to have what are
called “OCD spectrum disorders” (including tic disorder,
Tourette’s syndrome, skin picking) and comorbid mood
and anxiety disorders (28).

Developmental Psychosocial Functioning

Both schizophrenia and OCD can lead to significant
functional impairment in the work, family, and social
domains (15, 29). However, in contrast to OCD, social
dysfunction is a core feature of schizophrenia (30-32),
and functional impairment is one of the DSM-IV criteria
required for diagnosis. In schizophrenia, this social dys-
function is evident early (33). It is first expressed subtly
during the premorbid period in childhood as difficulty in
establishing relationships (34) and social overreactivity
(social anxiety, “acting out”) in boys and underreactivity
(withdrawal) in girls (35). Likewise, adolescents at genetic
risk for schizophrenia have poor peer engagement and
unpopularity with peers (36, 37). Active social withdrawal
is a feature of the putative prodromal period in schizo-
phrenia (22, 23, 38, 39). Lack of interpersonal relatedness
(i.e., diminished capacity for others to feel engaged and
relate well to the individual) may also be characteristic of
schizophrenia (40). In addition to social dysfunction, neg-
ative symptoms (e.g., flat affect, avolition, and alogia) are a
key clinical aspect of schizophrenia and can include social
anhedonia. In contrast, lack of interpersonal relatedness
and social anhedonia are not characteristic of OCD, and
social dysfunction is not required for an OCD diagnosis.
On the other hand, obsessive-compulsive symptoms can
certainly lead to social dysfunction (29).

Diagnosis and Rationale

Many clinicians would see Carlos’s symptoms at the time
of presentation to the inpatient unit as falling easily within
the spectrum of schizophrenia given the patient’s perse-
cutory ideas and social decline. However, clinicians might
differ in how they perceive Carlos’s obsessive-compulsive
symptoms. We believe that the diagnosis should include
both schizophrenia and OCD. The diagnosis of schizo-
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phrenia is appropriate given the patient’s functional de-
cline for more than 6 months and the presentation of cri-
terion A psychotic symptoms—hallucinations (the “lines”)
and persecutory delusions—in the absence of an affective
episode, concurrent substance use, or a coexisting medi-
cal condition. The diagnosis of OCD is made because Car-
los had thought distortions with the prototypical theme of
symmetry or exactness, which were accompanied by the
compulsions of ordering and arranging, done specifically
to reduce the anxiety associated with the thoughts. Fur-
thermore, when not thought disordered, Carlos had full
insight that these thoughts were the product of his own
imagination, and he found them unreasonable and exces-
sive. These characteristics differentiate obsessions from
delusions or overvalued ideas, as are found, respectively,
in schizophrenia and its putative prodromal stage. His
compulsions were clearly not the disorganized behavior
or stereotypies seen in some cases of schizophrenia, as
they were functionally linked to his obsessive thoughts
(i.e., he felt driven to rearrange things in response to his
obsessive fear that he would not do things “just right”).
As is required for a diagnosis of OCD, these obsessions
and compulsions were time consuming (taking up more
than 1 hour a day) and interfered with his functioning (10).
Thus, Carlos met DSM-IV criteria for both disorders. Sev-
eral groups propose that the diagnosis of comorbid OCD
and schizophrenia, also known as “schizo-obsessive” or
“schizo-OCD,” be made only when DSM-IV criteria for
both disorders are met and OCD severity is at least moder-
ate (i.e., eligible for entry into most OCD research studies)
(4, 41). Carlos met all three conditions.

Treatment

Treatment for schizophrenia includes pharmacothera-
py with antipsychotics and psychosocial treatments (15).
CBT is used to treat both positive and negative symptoms
of schizophrenia (42). It typically consists of developing a
shared understanding of the illness between patient and
therapist, identifying positive and negative symptoms
and triggers, linking thoughts and feelings about cur-
rent symptoms, and then rationally reevaluating these
thoughts in relation to the symptoms (43).

The treatment approach to OCD is different. The two
first-line treatments are pharmacotherapy with SRIs and
CBT using exposure and response prevention (44). Be-
cause SRIs typically reduce symptom severity but do not
eliminate all symptoms, augmentation is usually needed.
There are two proven SRI augmentation strategies: expo-
sure and response prevention and antipsychotics (44).
Antipsychotics as monotherapy are not considered to be
effective in OCD (45). Exposure and response preven-
tion consists of patients voluntarily exposing themselves
to feared stimuli (real or imagined) while refraining from
performing their compulsions (46). The theory is that as
patients are exposed to their fearful stimuli, this response
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will habituate, their fears will be disconfirmed, and they
will experience less anxiety over time.

A few studies have addressed how to treat patients with
both schizophrenia and OCD (4, 44). Based on these stud-
ies, OCD treatment guidelines (44) suggest that these pa-
tients should first be stabilized on a second-generation
antipsychotic and the obsessive-compulsive symptoms
subsequently treated by the addition of an SRI. Whether
these patients require SRIs at the high doses needed in pa-
tients with OCD without a comorbid psychotic disorder is
unclear: obsessive-compulsive symptoms in the context
of psychotic disorder have been found to respond to lower
doses of fluvoxamine (100-200 mg/day) than typically
used in treatment of OCD (250-300 mg/day) (4). Poyu-
rovsky and colleagues (4) proposed that those who do not
respond to the steps above be switched to another SRI
or clomipramine, to another second-generation antipsy-
chotic, or to a first-generation antipsychotic with an SRI
or clomipramine. If these strategies are ineffective, they
propose clozapine at a low dosage (75-300 mg/day), SRI
augmentation of clozapine, and finally ECT (4, 47).

Combining antipsychotics and SRIs (e.g., fluvoxamine
and clozapine; clomipramine and clozapine; paroxetine
and risperidone or a phenothiazine) requires careful
monitoring for drug-drug interactions and for possible ex-
acerbation of obsessional or psychotic symptoms (4, 44).
In patients with co-occurring schizophrenia and OCD or
obsessive-compulsive symptoms, if antipsychotic medi-
cation induces obsessive-compulsive symptoms, there
are several options: waiting for spontaneous resolution
(4-6 weeks), gradually reducing the dosage of antipsy-
chotic, switching to another antipsychotic, adding an SRI
to target the obsessive-compulsive symptoms (e.g., flu-
voxamine, clomipramine, sertraline), or attempting a trial
of exposure and response prevention (4, 44). The evidence
base for these approaches is limited.

Some patients with both schizophrenia and OCD, like
Carlos, remain symptomatic despite the treatment rec-
ommendations listed above. It is interesting that Carlos’s
OCD symptoms seemed to improve after the initiation of
lamotrigine at 200 mg/day. Recent data have implicated
glutamatergic abnormalities in the pathophysiology of
schizophrenia, OCD, and depression (48-58). Lamotri-
gine is an anticonvulsant typically used for seizure dis-
orders and maintenance treatment in bipolar disorder.
In addition to its varied mechanisms of action, lamotri-
gine inhibits glutamate release. In schizophrenia, there
is preliminary evidence that lamotrigine (at dosages of
200 mg/day and higher) might be effective for psychot-
ic symptoms when added to clozapine (59-61) but not
when added to antipsychotics other than clozapine (62).
In OCD, an open-label study found that one of eight pa-
tients responded to lamotrigine augmentation of an SSRI
(although the lamotrigine dosage was only 100 mg/day),
and there has been a case report of marked improvement
with lamotrigine augmentation (150 mg/day) of clomip-
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ramine (63). Although no randomized clinical trials have
yet been conducted to evaluate the efficacy of lamotrig-
ine for patients with comorbid OCD and schizophrenia,
these preliminary data suggest that glutamate modula-
tors may be an area of interest for treatment-resistant
patients with both psychotic and obsessive-compulsive
symptoms.

As for psychological treatments, CBT using exposure
and response prevention has clear efficacy for OCD, but
its effectiveness for OCD comorbid with schizophrenia is
unknown. For schizophrenia alone, one pilot study exam-
ined the effect of repeatedly and systematically exposing
five patients with schizophrenia to their auditory halluci-
nations (64). Neither the frequency nor the content of the
hallucinations changed, but patients reported decreased
anxiety and a greater sense of control over their halluci-
nations, suggesting that exposure techniques may help
reduce anxiety due to hallucinations. These data raise the
possibility of using exposure techniques for obsessive-
compulsive symptoms in the context of schizophrenia.
Unfortunately, Carlos was not able to complete a trial of
exposure and response prevention because of his doubts
about whether this treatment would work.

There are as yet no consensus guidelines for the treat-
ment of the putative schizophrenia prodrome. Olanza-
pine has unclear efficacy and problematic side effects
(65), and one study reported efficacy with risperidone
when administered in combination with CBT (66). Simi-
larly, although several studies have described comorbid
diagnoses in putative schizophrenia prodrome (one case
series of nine adolescent patients found that 44% met
criteria for OCD), there are no consensus guidelines for
treating comorbid diagnoses and putative prodromal
schizophrenia (67-70). It remains unknown whether
treating obsessive-compulsive symptoms in a putative
schizophrenia prodrome has an effect on the natural
course of either of these illnesses.

Conclusions

The case of Carlos highlights diagnostic and treatment
issues when patients present with psychotic and obses-
sive-compulsive symptoms. In such cases, the differen-
tial diagnosis can include comorbid schizophrenia and
obsessive-compulsive disorder, OCD with poor insight,
and schizophrenia with antipsychotic-induced obsessive-
compulsive symptoms. If the psychotic symptoms are
subthreshold or attenuated in form, the patient may have
OCD and putative prodromal schizophrenia. Four aspects
of the clinical phenotype—time of onset of symptoms,
nature of symptoms, family history, and developmental
psychosocial functioning—can help differentiate between
these diagnoses so that the clinical management can be
optimized. In this case, the diagnoses arrived at were co-
morbid schizophrenia and OCD, and current treatment
guidelines were followed: antipsychotic treatment was op-
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timized and SRIs and exposure and response prevention
were tried. However, although clozapine effectively treat-
ed the symptoms of schizophrenia, Carlos’s OCD contin-
ued to cause impairment because the SRIs were ineffec-
tive and the patient was not able to continue exposure and
response prevention. On the other hand, the augmenta-
tion of clozapine treatment with lamotrigine, a glutamate
modulator, appeared to reduce his OCD symptoms.

This case highlights clinical questions that future re-
search can address: Can glutamate modulators be effective
in treatment-resistant patients who have both psychotic
and obsessive-compulsive symptoms? Given the efficacy
of exposure and response prevention for OCD, is it a safe
and effective option for patients with comorbid schizo-
phrenia and OCD who are stabilized on antipsychotics?
Since obsessive-compulsive symptoms can be an early
developmental manifestation of emerging schizophrenia
with or without OCD, what is the impact of treating the ob-
sessive-compulsive symptoms during a putative prodro-
mal stage in reducing the risk of developing schizophrenia
and/or OCD? To address these issues, we need longitudinal
studies of young people at risk for psychosis or for OCD
to inform our understanding of the phenomenology and
pathophysiology of these disorders in a developmental
context, specifically focusing on finding potential bio-
markers that can inform preventive strategies.

Received July 15, 2009; revisions received Oct. 29 and Nov. 23, 2009;
accepted Dec. 14, 2009 (doi: 10.1176/appi.ajp.2009.09070997).
From New York State Psychiatric Institute. Address correspondence
and reprint requests to Dr. Rodriguez, New York State Psychiatric In-
stitute, 1051 Riverside Dr., Unit 69, New York, NY 10032; cr2163@
columbia.edu (e-mail).

Dr. Rodriguez has received research support from NARSAD, the
New York Office of Mental Health Policy Scholar Program, and NIMH.
Dr. Corcoran has received research support from NARSAD, the Lieber
Center for Schizophrenia Research, the Sackler Foundation, the Ir-
ving Center for Translational Research, and NIMH. Dr. Simpson has
been a member of the scientific advisory board for Jazz Pharmaceu-
ticals, has received donated medication from Janssen for an NIMH-
funded study, and received an unrestricted grant from Neuropharm
to explore novel medications for obsessive-compulsive disorder. Dr.
Simpson has received research support from NARSAD and NIMH.

References

1. Reznik I, Yavin |, Stryjer R, Spivak B, Gonen N, Strous R, Mester
R, Weizman A, Kotler M: Clozapine in the treatment of obses-
sive-compulsive symptoms in schizophrenia patients: a case
series study. Pharmacopsychiatry 2004; 37:52-56

2. Poyurovsky M, Glick I, Koran L: Lamotrigine augmentation
in schizophrenia and schizoaffective patients with obsessive-
compulsive symptoms. ] Psychopharmacol (Epub ahead of
print, Dec 12, 2008)

3. Niendam TA, Berzak J, Cannon TD, Bearden CE: Obsessive com-
pulsive symptoms in the psychosis prodrome: correlates of
clinical and functional outcome. Schizophr Res 2009; 108:170—
175

4. Poyurovsky M, Weizman A, Weizman R: Obsessive-compulsive
disorder in schizophrenia: clinical characteristics and treat-
ment. CNS Drugs 2004; 18:989-1010

Am | Psychiatry 167:7, July 2010

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22,

23.

24.

25.

CLINICAL CASE CONFERENCE

. Fenton WS, McGlashan TH: The prognostic significance of ob-

sessive-compulsive symptoms in schizophrenia. Am ] Psychia-
try 1986; 143:437-441

. Berman [, Kalinowski A, Berman SM, Lengua ], Green Al: Ob-

sessive and compulsive symptoms in chronic schizophrenia.
Compr Psychiatry 1995; 36:6-10

. Sevincok L, Akoglu A, Kokcu F: Suicidality in schizophrenic

patients with and without obsessive-compulsive disorder.
Schizophr Res 2007; 90:198-202

. Kozak MJ, Foa EB: Obsessions, overvalued ideas, and delu-

sions in obsessive-compulsive disorder. Behav Res Ther 1994;
32:343-353

. Ravi Kishore V, Samar R, Janardhan Reddy YC, Chandrasekhar

CR, Thennarasu K: Clinical characteristics and treatment re-
sponse in poor and good insight obsessive-compulsive disor-
der. Eur Psychiatry 2004; 19:202-208

American Psychiatric Association: Diagnostic and Statistical
Manual of Mental Disorders, 4th ed, Text Revision (DSM-IV-TR).
Washington, DC, American Psychiatric Association, 1994

Lewis S, Escalona PR, Keith SJ: Phenomenology of schizophre-
nia, in Kaplan & Sadock’s Comprehensive Textbook of Psychia-
try, 9th ed. Edited by Sadock BJ, Sadock VA, Ruiz P. Philadel-
phia, Lippincott Williams & Wilkins, 2009, pp 1434-1435

Foa EB, Kozak MJ: DSM-IV field trial: obsessive-compulsive dis-
order. Am | Psychiatry 1995; 152:90-96; correction, 152:654
Tracy JI, de Leon J, Qureshi G, McCann EM, McGrory A, Josiassen
RC: Repetitive behaviors in schizophrenia: a single disturbance
or discrete symptoms? Schizophr Res 1996; 20:221-229
Kessler RC, Berglund P, Demler O, Jin R, Merikangas KR, Walters
EE: Lifetime prevalence and age-of-onset distributions of DSM-
IV disorders in the National Comorbidity Survey Replication.
Arch Gen Psychiatry 2005; 62:593-602

American Psychiatric Association: Practice Guideline for the
Treatment of Patients With Schizophrenia, 2nd ed. Am ] Psy-
chiatry 2004; 161(Feb suppl)

Chang HH, Berman |: Treatment issues for patients with schizo-
phrenia who have obsessive-compulsive symptoms. Psychiatr
Ann 1999; 29:529-532

Bloch MH, Landeros-Weisenberger A, Rosario MC, Pittenger C,
Leckman JF: Meta-analysis of the symptom structure of ob-
sessive-compulsive disorder. Am | Psychiatry 2008; 165:1532—
1542

Mullins S, Spence SA: Re-examining thought insertion: semi-
structured literature review and conceptual analysis. Br ] Psy-
chiatry 2003; 182:293-298

Matussek P: [Studies on delusional perception, I: changes of
the perceived external world in incipient primary delusion.]
Arch Psychiatr Nervenkr Z Gesamte Neurol Psychiatr 1952;
189:279-319 (German)

Jaspers K: General Psychopathology. Edited by Hoenig J, Hamil-
ton M. Manchester, UK, Manchester University Press, 1963
Stephens GL, Graham G: Self-consciousness, mental agency,
and the clincal psychopathology of thought insertion. Philoso-
phy Psychiatry Psychol 1994; 1:1-10

Corcoran C, Davidson L, Sills-Shahar R, Nickou C, Malaspina
D, Miller T, McGlashan T: A qualitative research study of the
evolution of symptoms in individuals identified as prodromal
to psychosis. Psychiatr Q 2003; 74:313-332

Corcoran C, Gerson R, Sills-Shahar R, Nickou C, McGlashan T,
Malaspina D, Davidson L: Trajectory to a first episode of psy-
chosis: a qualitative research study with families. Early Interv
Psychiatry 2007; 1:308-315

Bota RG, Munro JS, Ricci WF, Bota DA: The dynamics of insight
in the prodrome of schizophrenia. CNS Spectr 2006; 11:355—
362

Lappin JM, Morgan KD, Valmaggia LR, Broome MR, Woolley
JB, Johns LC, Tabraham P, Bramon E, McGuire PK: Insight in

759

ajp.psychiatryonline.org



CLINICAL CASE CONFERENCE

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.
43.

44,

760

individuals with an at risk mental state. Schizophr Res 2007;
90:238-244

Eisen JL, Beer DA, Pato MT, Venditto TA, Rasmussen SA: Ob-
sessive-compulsive disorder in patients with schizophrenia
or schizoaffective disorder. Am J Psychiatry 1997; 154:271-
273

Levinson DF, Mowry BJ: Defining the schizophrenia spectrum:
issues for genetic linkage studies. Schizophr Bull 1991; 17:491-
514

Samuels JF, Riddle MA, Greenberg BD, Fyer AJ, McCracken JT,
Rauch SL, Murphy DL, Grados MA, Pinto A, Knowles JA, Pia-
centini J, Cannistraro PA, Cullen B, Bienvenu OJ 3rd, Rasmus-
sen SA, Pauls DL, Willour VL, Shugart YY, Liang KY, Hoehn-Saric
R, Nestadt G: The OCD Collaborative Genetics Study: methods
and sample description. Am | Med Genet B Neuropsychiatr
Genet 2006; 141B:201-207

Huppert JD, Simpson HB, Nissenson K], Liebowitz MR, Foa EB:
Quiality of life and functional impairment in obsessive-compul-
sive disorder: a comparison of patients with and without co-
morbidity, patients in remission, and healthy controls. Depress
Anxiety 2009; 26:39-45

Bellack AS, Morrison RL, Wixted JT, Mueser KT: An analysis
of social competence in schizophrenia. Br ] Psychiatry 1990;
156:809-818

Pinkham AE, Penn DL, Perkins DO, Lieberman J: Implications
for the neural basis of social cognition for the study of schizo-
phrenia. Am ] Psychiatry 2003; 160:815-824

Couture SM, Penn DL, Roberts DL: The functional significance
of social cognition in schizophrenia: a review. Schizophr Bull
2006; 32(suppl 1):544-S63

Meares A: The diagnosis of prepsychotic schizophrenia. Lancet
1959; 1:55-58

Jones P, Rodgers B, Murray R, Marmot M: Child development
risk factors for adult schizophrenia in the British 1946 birth
cohort. Lancet 1994; 344:1398-1402

Done DJ, Crow TJ, Johnstone EC, Sacker A: Childhood anteced-
ents of schizophrenia and affective illness: social adjustment
at ages 7 and 11. BMJ 1994; 309:699-703

Hans SL, Auerbach JG, Asarnow JR, Styr B, Marcus J: Social ad-
justment of adolescents at risk for schizophrenia: the Jerusa-
lem Infant Development Study. ] Am Acad Child Adolesc Psy-
chiatry 2000; 39:1406-1414

Dworkin RH, Green SR, Small NE, Warner ML, Cornblatt BA,
Erlenmeyer-Kimling L: Positive and negative symptoms and
social competence in adolescents at risk for schizophrenia and
affective disorder. Am ] Psychiatry 1990; 147:1234-1236
Cornblatt BA, Lencz T, Smith CW, Correll CU, Auther AM, Na-
kayama E: The schizophrenia prodrome revisited: a neurode-
velopmental perspective. Schizophr Bull 2003; 29:633-651
Cornblatt BA, Auther AM, Niendam T, Smith CW, Zinberg ],
Bearden CE, Cannon TD: Preliminary findings for two new
measures of social and role functioning in the prodromal
phase of schizophrenia. Schizophr Bull 2007; 33:688-702
Sobel W, Wolski R, Cancro R, Makari GJ: Interpersonal related-
ness and paranoid schizophrenia (case conf). Am ] Psychiatry
1996; 153:1084-1087

Ongur D, Goff DC: Obsessive-compulsive symptoms in schizo-
phrenia: associated clinical features, cognitive function, and
medication status. Schizophr Res 2005; 75:349-362

Rector NA, Beck AT: Cognitive behavioral therapy for schizophre-
nia: an empirical review. ] Nerv Ment Dis 2001; 189:278-287
Dickerson FB, Lehman AF: Evidence-based psychotherapy for
schizophrenia. ) Nerv Ment Dis 2006; 194:3-9

American Psychiatric Association: Practice Guideline for the
Treatment of Patients With Obsessive-Compulsive Disorder. Am
] Psychiatry 2007; 164(Jul suppl)

ajp.psychiatryonline.org

45,

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

McDougle (], Barr LC, Goodman WK, Pelton GH, Aronson SC,
Anand A, Price LH: Lack of efficacy of clozapine monotherapy
in refractory obsessive-compulsive disorder. Am ] Psychiatry
1995; 152:1812-1814

Kozak MJ, Foa EB: Mastery of Obsessive-Compulsive Disorder:
A Cognitive Behavioral Approach: Therapist Guide. Oxford, En-
gland, Oxford University Press, 1997

Lavin MR, Halligan P: ECT for comorbid obsessive-compulsive
disorder and schizophrenia (letter). Am ] Psychiatry 1996;
153:1652-1653

Krystal JH, Perry EB Jr, Gueorguieva R, Belger A, Madonick SH,
Abi-Dargham A, Cooper TB, MacDougall L, Abi-Saab W, D’Souza
DC: Comparative and interactive human psychopharmacolog-
ic effects of ketamine and amphetamine: implications for glu-
tamatergic and dopaminergic model psychoses and cognitive
function. Arch Gen Psychiatry 2005; 62:985-994

Anand A, Charney DS, Oren DA, Berman RM, Hu XS, Cappi-
ello A, Krystal JH: Attenuation of the neuropsychiatric effects
of ketamine with lamotrigine: support for hyperglutamatergic
effects of N-methyl-d-aspartate receptor antagonists. Arch Gen
Psychiatry 2000; 57:270-276

Patil ST, Zhang L, Martenyi F, Lowe SL, Jackson KA, Andreev
BV, Avedisova AS, Bardenstein LM, Gurovich 1Y, Morozova MA,
Mosolov SN, Neznanov NG, Reznik AM, Smulevich AB, Tochilov
VA, Johnson BG, Monn JA, Schoepp DD: Activation of mGlu2/3
receptors as a new approach to treat schizophrenia: a random-
ized phase 2 clinical trial. Nat Med 2007; 13:1102-1107
Chakrabarty K, Bhattacharyya S, Christopher R, Khanna S: Glu-
tamatergic dysfunction in OCD. Neuropsychopharmacology
2005; 30:1735-1740

Pittenger C, Krystal JH, Coric V: Glutamate-modulating drugs as
novel pharmacotherapeutic agents in the treatment of obses-
sive-compulsive disorder. NeuroRx 2006; 3:69-81

Coric V, Taskiran S, Pittenger C, Wasylink S, Mathalon DH, Val-
entine G, Saksa J, Wu YT, Gueorguieva R, Sanacora G, Malison
RT, Krystal JH: Riluzole augmentation in treatment-resistant
obsessive-compulsive disorder: an open-label trial. Biol Psy-
chiatry 2005; 58:424-428

Rosenberg DR, MacMaster FP, Keshavan MS, Fitzgerald KD,
Stewart CM, Moore GJ: Decrease in caudate glutamatergic con-
centrations in pediatric obsessive-compulsive disorder patients
taking paroxetine. | Am Acad Child Adolesc Psychiatry 2000;
39:1096-1103

Aboujaoude E, Barry JJ, Gamel N: Memantine augmentation
in treatment-resistant obsessive-compulsive disorder: an open-
label trial. J Clin Psychopharmacol 2009; 29:51-55

Zarate CA Jr, Singh JB, Carlson PJ, Brutsche NE, Ameli R, Luck-
enbaugh DA, Charney DS, Manji HK: A randomized trial of an
N-methyl-d-aspartate antagonist in treatment-resistant major
depression. Arch Gen Psychiatry 2006; 63:856-864

Schobel SA, Lewandowski NM, Corcoran CM, Moore H, Brown
T, Malaspina D, Small SA: Differential targeting of the CA1 sub-
field of the hippocampal formation by schizophrenia and re-
lated psychotic disorders. Arch Gen Psychiatry 2009; 66:938-
946

Javitt DC: Glutamate and schizophrenia: phencyclidine, N-
methyl-d-aspartate receptors, and dopamine-glutamate inter-
actions. Int Rev Neurobiol 2007; 78:69-108

Tiihonen J, Hallikainen T, Ryyndnen OP, Repo-Tiihonen E, Ko-
tilainen I, Eronen M, Toivonen P, Wahlbeck K, Putkonen A:
Lamotrigine in treatment-resistant schizophrenia: a random-
ized placebo-controlled crossover trial. Biol Psychiatry 2003;
54:1241-1248

Zoccali R, Muscatello MR, Bruno A, Cambria R, Micd U, Spina
E, Meduri M: The effect of lamotrigine augmentation of cloza-
pine in a sample of treatment-resistant schizophrenic patients:

Am | Psychiatry 167:7, July 2070



61.

62.

63.

64.

65.

a double-blind, placebo-controlled study. Schizophr Res 2007;
93:109-116

Kremer |, Vass A, Gorelik I, Bar G, Blanaru M, Javitt DC, Heresco-
Levy U: Placebo-controlled trial of lamotrigine added to con-
ventional and atypical antipsychotics in schizophrenia. Biol
Psychiatry 2004; 56:441-446

Goff DC, Keefe R, Citrome L, Davy K, Krystal JH, Large C, Thomp-
son TR, Volavka ], Webster EL: Lamotrigine as add-on therapy
in schizophrenia: results of 2 placebo-controlled trials. J Clin
Psychopharmacol 2007; 27:582-589

Uzun O: Lamotrigine as an augmentation agent in treatment-
resistant obsessive-compulsive disorder: a case report. ] Psy-
chopharmacol 2010; 24:425-427

Persaud R, Marks I: A pilot study of exposure control of chronic
auditory hallucinations in schizophrenia. Br ] Psychiatry 1995;
167:45-50

McGlashan TH, Zipursky RB, Perkins D, Addington J, Miller J,
Woods SW, Hawkins KA, Hoffman RE, Preda A, Epstein |, Add-
ington D, Lindborg S, Trzaskoma Q, Tohen M, Brier A: Random-
ized, double-blind trial of olanzapine versus placebo in pa-
tients prodromally symptomatic for psychosis. Am ] Psychiatry
2006; 163:790-799

Am | Psychiatry 167:7, July 2010

66.

67.

68.

69.

70.

CLINICAL CASE CONFERENCE

McGorry PD, Yung AR, Phillips LJ, Yuen HP, Francey S, Cosgrave
EM, Germano D, Bravin ], McDonald T, Blair A, Adlard S, Jack-
son H: Randomized controlled trial of interventions designed
to reduce the risk of progression to first-episode psychosis in
a clinical sample with subthreshold symptoms. Arch Gen Psy-
chiatry 2002; 59:921-928

Goff DC, Keefe R, Citrome L, Davy K, Krystal JH, Large C, Thomp-
son TR, Volavka ], Webster EL: Childhood onset diagnoses in a
case series of teens at clinical high risk for psychosis. J Child
Adolesc Psychopharmacol 2009; 27:582-589

Preda A, Miller TJ, Rosen JL, Somjee L, McGlashan TH, Woods
SW: Treatment histories of patients with a syndrome pu-
tatively prodromal to schizophrenia. Psychiatr Serv 2002;
53:342-344

Rosen JL, Miller TJ, D’Andrea JT, McGlashan TH, Woods SW: Co-
morbid diagnoses in patients meeting criteria for the schizo-
phrenia prodrome. Schizophr Res 2006; 85:124-131

Meyer SE, Bearden CE, Lux SR, Gordon ]JL, Johnson JK, O’Brien
MP, Niendam TA, Loewy RL, Ventura J, Cannon TD: The psy-
chosis prodrome in adolescent patients viewed through
the lens of DSM-IV. | Child Adolesc Psychopharmacol 2005;
15:434-451

761

ajp.psychiatryonline.org



