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Bidirectional comorbidity between bipolar-
and obsessive-compulsive disorders:
symptoms frequency, treatment challenges
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Abstract. The high comorbidity of bipolar- (BD) and obsessive-compul-
sive disorder (OCD) is a challenge in the psychiatric field. This topic has been
scarcely investigated in Latin America, and we could not find published studies
conducted in Venezuela. Given the common difficulty to establish a categori-
cal diagnosis in comorbid conditions, we assessed the frequency of current OC
symptoms (OCS) in subjects with primary BD, and of BD symptoms (BDS) in
subjects with primary OCD. We administered the Yale-Brown Obsessive-Com-
pulsive Scale (Y-BOCS) to 40 patients with BD, and the Young Mania Rating
Scale (YMRS) and the Mood Disorder Questionnaire (MDQ) to 42 patients with
OCD. We observed clinically significant OCS (Y-BOCS score = 16) in 20% of BD
subjects, and current hypomania or mania in 16.7% and 19% of OCD patients
respectively. A significant positive correlation between age and YMRS was de-
tected in OCD females, p = 0.04. We here confirmed the high comorbidity in
the bipolar and obsessive-compulsive dimensions. Numerous studies identify
the clinical burden, diagnostic difficulties and treatment intricacy of this co-
morbidity, which warrants for further research to assist this sensible popula-
tion. We illustrate the challenges of pharmacological and psychological treat-
ment, and the issue of family history of psychopathology, with two conspicuous
clinical vignettes extracted from the studied sample.
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Comorbilidad bidireccional entre los trastornos bipolar
y obsesivo-compulsivo: frecuencia de sintomas, retos
en el tratamiento y areas sub-exploradas.
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Resumen. La alta comorbilidad entre el trastorno bipolar (TB) y el trastor-
no obsesivo compulsivo (TOC) es un reto para la psiquiatria. Este tema ha sido
poco investigado en América Latina, y no encontramos publicaciones de estu-
dios realizados en Venezuela. Dada la dificultad para realizar diagndsticos cate-
goricos en condiciones de comorbilidad, evaluamos la frecuencia de sintomas
obsesivo-compulsivos (SOC) actuales, en sujetos con TB primario, y sintomas
actuales de trastorno bipolar (STB) en sujetos con TOC primario. Aplicamos la
Escala para la Evaluacion del TOC de Yale-Brown (Y-BOCS) a 40 pacientes con
TB, y la Escala para la Evaluaciéon de Mania Young (YMRS) y el Cuestionario de
Trastornos del Humor (MDQ) a 42 pacientes con TOC. Detectamos SOC con
significacion clinica (puntuacién en el Y-BOCS = 16) en 20% de los sujetos con
TB, e hipomania o mania actual en 16,7% y 19% respectivamente, en pacientes
con TOC. Detectamos una correlacion positiva significativa entre la edad y las
puntuaciones en la YMRS en mujeres con TOC, p = 0,04. Confirmamos la alta
comorbilidad en las dimensiones del TB y del TOC. Numerosos estudios han
identificado la carga clinica, y las dificultades diagndsticas y terapéuticas de
esta comorbilidad, la cual requiere investigaciones adicionales para asistir a
esta poblacién clinica tan sensible. Finalmente, ilustramos los retos en el trata-
miento farmacoldgico y psicolégico y la historia familiar de psicopatologia, con
dos vifietas clinicas representativas, extraidas de la muestra en estudio.
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INTRODUCTION

The lifetime prevalence of obsessive—
compulsive disorder (OCD) is 2.3% (1).
When considering bipolar 1 and bipolar II
disorders (BD), the prevalence is 1.0% and
1.1% respectively (2).

A high co-occurrence of BD and OCD
was earlier reported (3) and has been con-
sistently confirmed. The life-time prevalence
of BD-I or BD-II in OCD is 3.9% and 13.5%
respectively, whereas the prevalence of OCD
in BD-I is 21.7% (4). Both disorders could
share some pathogenic mechanisms.
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Comorbidity is an issue for categorical
diagnosis in psychiatry. The DSM-III to-V cri-
teria do not exclude BD or OCD in the same
individual. Besides, OCD frequently coexists
with schizophrenia (5,6). However, the au-
thors of the last DSM version (DSM-V) em-
phasize that it is scientifically premature to
propose alternative definitions for most dis-
orders (7). It is thus, a substitute method,
to refer to “symptoms” instead of “disorder”
for the secondary diagnose. This is common
when assessing the association between psy-
chosis and OCD (5,6), but is less reported
for BD-OCD comorbidity.
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Regarding the onset of symptoms, stud-
ies report either BD-OCD beginning con-
comitantly; BD-OCD cycling together; OCD
preceding BD onset, or depressive episodes
before the onset of OCD (8).

Previous studies show that compared to
BD alone, patients with OCD-BD may have
a higher number of depressive episodes,
suicidal thoughts, substance and alcohol
use, attention-deficit/hyperactivity- and
oppositional disorder, rates of personality
disorders and hospitalizations (8). Subjects
with OCD-BD comorbidity may also display
an episodic course of OC symptoms (OCS)
compared to the pattern in OCD alone (8).
There is also a notable paucity of studies in
Latin America (9-11), and we could not find
any publication about studies conducted in
Venezuela on this topic. There is also a need
in the field of optimal psychotherapeutic
interventions.

We thus report the frequency of BD
symptoms (BDS) in subjects with primary
OCD, and of OCS in patients with primary
BD. Besides, we present two Clinical Vi-
gnettes that illustrate current challenges for
the management of these conditions.

SUBJECTS AND METHODS

We conducted this study in the out-
and inpatient clinics of Universidad de
Los Andes, University Hospital, Mérida,
Venezuela, from December 2018 to June
2019. The Ethics Committee of the Hospi-
tal approved the protocol, which required
the subjects’ verbal consent of voluntary
participation.

The inclusion/exclusion criteria were:
a) to be older than 18 years; b) to be regis-
tered in the Psychiatric Unit with the diag-
nosis of BD or OCD, and; ¢) to be able to go
through a one-two hour interview.

We evaluated consecutively admitted
patients with a primary diagnosis of BD or
OCD, and verified these diagnoses with the
Structured Clinical Interview for DSM-IV
Axis Disorders (12).

Procedure

Subjects with primary OCD disorder an-
swered the Spanish version of the Young Ma-
nia Rating Scale (YMRS) (13) and a validated
version in Mérida, Venezuela by Araque (14),
of the Mood Disorder Questionnaire (MDQ)
for the diagnosis of mania or hypomania
during the week before the evaluation. The
cut-off points of the YMRS were absent < 6;
sub-clinical 7-11; hypomania = 12; mania =
20 (13).

Primarily diagnosed BD subjects an-
swered the Spanish version of the Yale-Brown
Obsessive-Compulsive Scale (YBOCS), with
the following cut-off points for the OCS se-
verity for the previous week: 0-7 absent; 8-15
mild; 16-23 moderate; 24-31 severe; 32-40
extreme (15). We considered a score = 16 as
clinically significant (16).

We did not attempt to diagnose OCD
in subjects with BD, or BD in subjects with
OCD according to the categorical DSM-IV
criteria, because patients and relatives tend
to mix the memories of early OCS and af-
fective symptoms, particularly in remote
episodes. This fact, very often precludes the
clinicians’ agreement about which is the pri-
mary diagnosis according to strict categori-
cal diagnosis, such as those required in the
DSM criteria (7).

Statistical analysis

We used the IBM-SPSS-20 program.
Student ¢ test, the Mann-Whitney U test,
chi-square and bivariate correlation analysis
were considered significant when p < 0.05.

At the end of the Discussion section, we
present two clinical vignettes that illustrate
the clinical burden and challenges in treat-
ment in comorbid patients.

RESULTS

We evaluated 40 subjects with primary
BD and 42 with primary OCD (Tables I and
II). In the primary BD group (Table 1), 65%
were females and 35% had BD-II. The BD-II
type group was significantly older than the
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TABLE 1
OBSESSIVE-COMPULSIVE SYMPTOMS IN SUBJECTS WITH PRIMARY BIPOLAR DISORDER.

Subjects with primary bipolar disorder (BD, n = 40)

Type of BD Typel (n = 26; 65%) Typell (n = 14; 35%) Total (n = 40; 100%)
Female 16 (61.5%) 10 (71.4%) 26 (65%)
Sex
Male 10 (38.5%) 4 (28.6%) 14 (35%)
Sex within each BD type 26 (100%) 14 (100%) 40 (100%)
Age 42.8 =129 53.5 £12.0@ 46.6 = 13.5
Y-BOCS scores 8§2+x7.0 11.9 = 8.2™ 95 +7.6
Absent (0-7) © 14 (53.8%) 3 (21.4%)© 17 (42.5%)
Y-BOCS Mild (8-15) 8 (30.8%) 7 (50%) 15 (37.5%)
categories  Moderate (16-23) 3 (11.5%) 3 (21.4%) 6 (15%)
Severe (24-31) 1 (3.8%) 1 (7.1%) 2 (5%)
Extreme (32-40) 0 0 0
Clinically significant symptoms 4 (15.3%) 4 (28.5%) 8 (20%)
(= 16)

Age (years) and Y-BOCS scores are described as mean * standard deviations; (a) t (38)= 2.6, p= 0.01; (b) t (38) =
1.5 p = 0.15; (¢) ¥* (1) with contiguity correction, grouping “absent” vs. “all other categories” = 2.7, p = 0.1 (* and
**) = categories according to refs. (13) and (16) respectively.

TABLE II
BIPOLAR DISORDER SYMPTOMS IN SUBJECTS WITH PRIMARY
OBSESSIVE-COMPULSIVE DISORDER.

Subjects with primary OCD

Female Male Total
Sex (n =19, 45.2%) (n = 23, 54.8%) 42 (100%)
Age 41.1 = 12.6 30.4 = 12.6® 352 £ 135
Absent (0-7) 1 (5.3%) o 1 (2.4%)
Y-BOCS Mild (8-15) 2 (10.5%) 1 (4.3%) 3 (7.1%)
categories  Moderate (16-23) 8 (42.1%) 7 (30.4%) 15 (35.7%)
Severe (24-31) 4 (21.1%) 9 (39.1%) 13 (31.0%)
Extreme (32-40) 4 (21.1%) 6 (26.1%) 10 (23.8%)
Y-BOCS scores 24.3 £ 8.7 26.1 £ 7.5 253 £8.0
YMRS scores 7562 11.7 = 10.79 9.8 +9.1
YMRS Absent 11 (57.9%) 11 (47.8)@ 22 (52.4%)
categories  Sub-clinical 3 (15.8%) 2 (8.7%) 5(11.9%)
Hypomania 3 (15.8%) 4 (17.4%) 7 (16.7%)
Mania 2 (10.5%) 6 (26.1%) 8 (19.0%)
MDQ (% of positives) 5/19 (26.3%) 13/23 (56.5%)® 18/42 (42.9%)

(a) t (40) = 2.7, p = 0.01; (b) ¥* (1) with contiguity correction, grouping “absent + mild + moderate” vs. “severe
+ extreme” categories = 1.4, p = 0.2; (¢) t (40) = 0,1. p = 0.5; (d) Mann-Whitney U test, p = 0.4; (¢) > (1) with
contiguity correction, grouping “absent + sub-clinical” vs. “hypomania + mania” categories = 0,7, p = 0,4; (f) x>
(1) with contiguity correction = 2.7, p = 0.09.
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type L. The type II group displayed higher,
not statistically significant scores in the Y-
BOCS than the type 1. Considering the Y-
BOCS categories, type II subjects showed a
lower frequency of the “absent” categories,
and higher frequencies of mild, moderate
and severe frequencies than the type I group;
this figure reached marginal statistical sig-
nificance. As a whole, the BD group showed
20% of moderate-severe punctuation in the
Y-BOCS (8/40, lower right corner, Table I).
This corresponds to the category of clini-
cally significant symptoms (13). No signifi-
cant correlation between the Y-BOCS scores
and age was detected in the whole group (p
=0.6), but females showed a positive, mar-
ginally significant correlation: r (26) 0.3, p
= 0.09.

In the primary OCD group (Table II),
45.2% were females. Males were significantly
younger (p = 0.01) and showed a non-sig-
nificantly higher frequency of severe and
extreme Y-BOCS categories, (p = 0.2). The
Y-BOCS and YMRS scores were similar in
both sexes (p = 0.5 and 0.4 respectively).
Collectively, 16.7% and 19% of subjects in
the OCD group displayed symptoms of hypo-
mania or mania respectively. This frequency
as well as the MDQ categorization was non-
significantly higher in males (0.4 and 0.09
respectively). A significant positive correla-
tion between age and YMRS was detected in
females: r (19) = 0.48, p = 0.04. The Kend-
all Tau-b correlation analysis for ordinal vari-
ables between Y-BOCS and YMRS categories
did not reach statistical significance, even
after controlling by sex (data not shown).

DISCUSSION

We followed a parsimonious design, by
first, confirming the primary categorical di-
agnosis following the DSMIV-R criteria, and
then evaluating the frequency and severity of
the secondary diagnosis symptoms instead
of diagnosing a secondary disorder.

Concerning OCS, it is tempting to con-
sider the Y-BOCS cut-off point above the

“mild” category as a proxy to OCD (16).
With this criterion, we identified 20% of sub-
jects with clinically significant OCS in our
whole BD sample (Table I). Similarly, Amerio
et al. (4) reported 21.7% of OCD comorbid-
ity in BD-I subjects.

Regarding the primary OCD group,
we explored bipolarity with both, a scale of
symptoms severity (YMRS) and a dichoto-
mist scale (MDQ). 16.7% and 19.0 % of OCD
subjects reported hypomania and mania
respectively in the YMRS, and 42.9% were
positive for the whole MDQ scale (Table II).
These values are considerably higher than
the figures reported by Amerio et al. (4),
which were 3.9% and 13.5% for BDI and BDII
respectively.

A critical question is thus, which is the
quantitative equivalence between “symp-
toms” and “disorder”? For OCD comorbidity
with BD, since our results (20%) agree with
those reported by the meta-analysis of Ame-
rio et al. (21%), there appears to be a good
correspondence between OCD and OCS.
However, in the case of comorbidity between
BD in OCD, we may have overestimated the
diagnosis of BD. We speculate that, when us-
ing symptom scales, it is easier to interpret
OCS as BDS than the opposite. However, a
Swedish multigenerational register study
found that the relative risk (RR) of receiving
a diagnosis of BD after an initial diagnosis
of OCD (RR: 13.7) was much greater than
the risk of receiving a diagnosis of OCD after
an initial diagnosis of BD (RR: 1.2) (5). This
agreed with our results.

Clinical vignette N° 1

It is a case of a 26 year-old man in the
last year of his college career; he developed
a severe episode of contamination fear with
the HIV virus at the age of 14. After four
years he was diagnosed with OCD (DSM-IVR,
with good insight) with severe relapses one
or two times a year (current Y-BOCS score
= 31). His procrastination and avoidant be-
havior hampers the display of a potentially
brilliant academic career, even when euthy-
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mic. His father was diagnosed with schizoaf-
fective disorder; one brother and one sister
have OCD and borderline personality disor-
ders respectively. He identified at least 25
second to fourth-degree relatives with seri-
ous behavioral disturbances; these subjects
were identified by having required psychiat-
ric or psychological assistance.

During the last two years he presented
periods of clinically significant elation or se-
vere depression (current YMRS = 19, classi-
fying as hypomania). During the elation peri-
ods, he does not feel comfortably because he
knows that it is an “artificial” state, and is not
intellectually productive. When depressed, his
OCS rather decreases, and feels relaxed but
apathetic. His current treatment is cognitive-
behavioral therapy, fluoxetine, lamotrigine and
clonazepam, and is currently euthymic.

Clinical vignette N° 2

This case concerns a 23-year old male
college student with intermittent OCS since
his childhood. Around three months before
his consultation, he started to have severe
anxiety and obsessions about his body im-
age (Y-BOCS score = 40). His father and
mother have recurrent major depression and
OC personality disorder respectively. After a
moderate response to risperidone (1 mg/
day) and alprazolam (1 mg/day), he devel-
oped significant depression; thus, we started
fluoxetine (20 mg/day). After three days of
fluoxetine treatment he had dizziness, and
hyponatremia was detected (plasma sodium
= 126 mEq/L). Fluoxetine was withdrawn
and two-three days after, he developed a mild
manic episode that remitted after 10 days of
valproate administration (500 mg bid). We
thus diagnosed OCD with moderate insight
and a drug-induced manic episode. After the
mood disorder, the patient and his relatives
rejected pharmacological treatment and fo-
cused on psychotherapy.

This report confirms the high dimen-
sional comorbidity between OCD and BD.
The first case illustrates the high genetic
load that underlies some cases of OCD (6).

Besides, this case shows that hypomanic and
depressive episodes do not necessarily en-
hance or impair wellbeing respectively.

The second case shows the relevant
genetic load of these disorders, but mainly
illustrates the complexity of pharmacologi-
cal treatments, such as the need of mood
stabilizers, and caution with SISR-induced
hypomania/mania (8). Clozapine use is
also controversial in secondary OCS (17).
We emphasize the need of further research
in pathophysiology, drug and psychological
treatment in this sensible population.

Limitations

Since our evaluation was conducted
during a single interview, we could not reli-
ably record the family history of psychopa-
thology, the comorbidity with personality
disorders, the secondary, categorical diag-
nosis according to the DSM-IV criteria and
the long-term, time-course clinical of the
comorbid disorders. These issues must be
addressed in future studies.
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