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Abstract

Background—Obsessive-compulsive disorder (OCD) is a heterogeneous and disabling
condition; however, no studies have examined symptom categories or subtypes as predictors of
long-term clinical course in adults with primary OCD.

Method—A total of 213 adults with DSM-IV OCD were recruited from several mental health
treatment sites between July 2001 and February 2006 as part of the Brown Longitudinal Obsessive
Compulsive Study, a prospective, naturalistic study of treatment-seeking adults with primary
OCD. OCD symptoms were assessed annually over the 5-year follow-up period using the
Longitudinal Interval Follow-Up Evaluation.

Results—Thirty-nine percent of participants experienced either a partial (22.1%) or a full
(16.9%) remission. Two OCD symptom dimensions impacted remission. Participants with primary
obsessions regarding overresponsibility for harm were nearly twice as likely to experience a
remission (P < .05), whereas only 2 of 21 participants (9.5%) with primary hoarding achieved
remission. Other predictors of increased remission were lower OCD severity (P <.0001) and
shorter duration of illness (P < .0001). Fifty-nine percent of participants who remitted
subsequently relapsed. Participants with obsessive-compulsive personality disorder were more
than twice as likely to relapse (P < .005). Participants were also particularly vulnerable to relapse
if they experienced partial remission versus full remission (70% vs 45%; P < .05).
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Conclusions—The contributions of OCD symptom categories and comorbid obsessive-
compulsive personality disorder are critically important to advancing our understanding of the
prognosis and ultimately the successful treatment of OCD. Longer duration of illness was also
found to be a significant predictor of course, highlighting the critical importance of early detection
and treatment of OCD. Furthermore, having full remission as a treatment target is an important
consideration for the prevention of relapse in this disorder.

Obsessive-compulsive disorder (OCD) is a common and frequently disabling psychiatric
illness. Despite advances in the short-term treatment of OCD, a substantial number of
individuals remain significantly impaired by their symptoms, and little is known about the
long-term course of the disorder.1=> Thus far, available course studies have not yielded
consistent findings regarding rates of remission and relapse. Skoog and Skoog,® in the
longest follow-up study to date, reported data from a 40-year repeated-measures study of a
cohort of 251 individuals treated for OCD in Sweden, prior to the recent era of improved
treatments for OCD. Improvement was observed in 83% of the sample. However, fewer than
half had “recovered” from OCD (20% no longer had symptoms and 28% had subclinical
symptoms). More recent prospective observational studies in the era of efficacious short-
term treatments for OCD have found surprisingly large differences in the probability of
remission, ranging from .25 to .76.27-10 Rates of relapse were also variable in previous
prospective studies, with probabilities of relapse ranging from .25 to .60.2:710 These
previous investigations were all limited by small sample sizes, and the study with the largest
sample size (N = 113)10 was composed of patients recruited for a primary anxiety disorder
other than OCD and had a 32% attrition rate by 5 years.

Given the wide range of remission and relapse rates, it is critical to examine predictors of the
variable outcome in OCD. Reported but inconsistent predictors of remission include both
demographic and clinical features such as age at onset and symptom severity.5.7:9-12 |n our
previous report!2 on the 2-year course of OCD, age at onset, symptom severity at intake,
male gender, and obsessions regarding overresponsibility for harm were found to be
significant predictors of remission. Of critical importance, there have been no course studies
to date examining predictors of relapse in a primary OCD sample. The importance of
subsyndromal symptoms and their association with overall course have been reported in
other psychiatric disorders, notably mood disorders.13-15 |t remains unknown what role
OCD clinical features or the degree of clinical improvement may play in minimizing the risk
of relapse.

Differences in reported rates of remission and relapse may, in part, be due to the
heterogeneity of the disorder. Indeed, clinical features such as putative major symptom
dimensions and subtypes of OCD have emerged as potentially important clinical predictors
of treatment response and overall prognosis.12:16-18 Research has highlighted possible
genetic variants as well as childhood vulnerabilities and risk factors as being linked to
specific OCD subtypes and symptom dimensions.19:20 Examining the contribution of OCD
subtypes, symptoms, and other clinical characteristics to the long-term course of OCD is key
to advancing our understanding of etiology, prognosis, and treatment for this heterogeneous
disorder.

We report here on the 5-year results of the Brown Longitudinal Obsessive Compulsive
Study (BLOCYS), the first prospective, observational study of a large clinical sample of
individuals with primary OCD. The BLOCS uses gold-standard follow-up methodology to
examine OCD-specific clinical features (eg, major symptom categories) as potential
predictors of remission and relapse. On the basis of our 2-year findings,? we predicted that
having overresponsibility for harm would improve prognosis and that longer duration of
OCD, greater severity of OCD symptoms at intake, male gender, and hoarding would
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continue to be associated with a lowered likelihood of remission. We also hypothesized that
these predictors would be associated with relapse, as would degree of improvement, such
that those achieving full remission would be less likely to relapse than those who achieved
partial remission.

Participants who were treatment-seeking within the past 5 years and identified OCD as the
major psychiatric problem across their lifetime were recruited (July 2001-February 2006).
The only exclusion criterion was having an organic mental disorder so that the person was
unable to understand the nature of the study. Individuals with self- or referee-reported
organic mental disorders were excluded from the study (n = 4). Participants were
sequentially recruited from multiple psychiatric treatment settings; 71% were recruited from
an outpatient OCD specialty clinic (consecutive admissions), 4% were from the inpatient
units of a psychiatric hospital, and the remaining 25% were from community mental health
centers, including 2 general outpatient psychiatric clinics, and the private practices of 3
experts in cognitive-behavioral therapy (CBT) for OCD. A total of 653 people were
screened for inclusion in the BLOCS, with 127 refusing participation, 121 failing to meet
initial inclusion criteria (eg, OCD not primary, no treatment in 5 years), 6 failing to meet
inclusion criteria following the diagnostic intake assessment, and an additional 4
withdrawing after completing the intake assessment, for a total initial enrollment of 325
adults and 70 children. The BLOCS was approved by the institutional review boards at
Butler Hospital and Brown University. All participants provided written informed consent.

This study reports on the 5-year course of 213 adult participants who met full criteria for
OCD at intake (90% of the adult “in-episode” sample at intake) and had at least 3 years of
follow-up data. The remaining 10% did not complete a 3-year follow-up assessment. There
were no significant differences in demographics or course between those with and those
without 3 or more years of follow-up. Table 1 shows demographic and clinical
characteristics of the sample. Most of the sample (83%) was on treatment with a serotonin
reuptake inhibitor (SRI) at study intake, and 90% reported SRI treatment during the first 5
years of the study. Of those who received SRI treatment, the mean number of weeks taking
an SRI during the 5-year follow-up period was 201 (SD = 78). Slightly more than half of the
participants (52%) received CBT during the study period. Of those who received CBT, 75%
received at least 12 sessions (range, 1-277 sessions; mean = 47 sessions, SD = 46).

Assessments

The Structured Clinical Interview for DSM-IV Axis | Disorders-Patient Edition?! and the
Structured Clinical Interview for DSM-IV Axis Il Personality Disorders2? were used to
establish diagnoses. Demographic and clinical information was collected using a
semistructured rater-administered questionnaire, the Butler Hospital OCD Database.?3 The
Yale-Brown Obsessive Compulsive Scale (YBOCS) and Symptom Checklist (YBOCS-SC)
were administered to assess severity of OCD symptoms and specific obsessions and
compulsions.?4:25 Primary obsession was defined as the obsession on the YBOCS-SC that
the participants “would most like to get rid of.” Based on previous factor analytic
research,26:27 an additional obsessions category was included, overresponsibility for harm,
which was composed of 2 obsessions, fear of harming others if not careful enough and fear
of being responsible for something terrible happening. Therefore, each endorsed primary
obsession fell within 1 of the 8 obsession categories on the YBOCS-SC (aggressive,
overresponsibility for harm, contamination, sexual obsessions, hoarding obsessions,
religious obsessions, symmetry obsessions, and somatic obsession). We chose obsessions
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rather than compulsions because of their greater specificity to domains of symptom content.
Compulsions tend to be nonspecific (eg, a checking ritual can relate to a fear of causing
harm or a concern about having an illness). The Brown Assessment of Beliefs Scale
(BABS)28 was administered to determine insight into OCD beliefs, with higher scores
indicating poorer insight. The Global Assessment of Functioning?® was administered to
assess overall severity of psychopathology and functional impairment in the worst week of
the past month.

Participants underwent annual assessments during the study either in person or via a
telephone interview. Each annual assessment included the Longitudinal Interval Follow-Up
Evaluation (LIFE), a semistructured instrument used previously in longitudinal studies of
psychiatric disorders.1%:30 During the annual LIFE interview, the rater reviews each week of
the previous year with the participant and codes a weekly psychiatric status rating (PSR) for
each diagnosis based on symptom severity. The reliability and validity of the LIFE are
reported elsewhere.3! For this study, the OCD PSR had 6 points based on OCD symptom
severity and functional impairment. A PSR of 4 or greater represents full DSM-IV criteria
for OCD, with 6 being the most severe and impaired. A PSR of 3 is assigned when OCD
symptoms are present but not impairing and symptoms occupy less than an hour daily. A
PSR of 2 indicates minimal symptoms and no impairment; a PSR of 1 indicates no
symptoms. Full remission was defined as an OCD PSR of 1 or 2 for 8 consecutive weeks,
and partial remission was defined as a PSR of 3 for 8 consecutive weeks. Having achieved
either partial or full remission, participants were considered to have relapsed if their OCD
PSR increased to 4, 5, or 6 for 4 consecutive weeks. These definitions mirror those used in
other major longitudinal studies of psychiatric disorders.32-34 The LIFE was also used to
collect data regarding pharmacologic and psychotherapy usage; the methodology for
reporting treatments received is reported elsewhere.12

Interviewer Training

Analyses

Details describing interviewer training are reported elsewhere.3> New raters were required to
demonstrate interrater reliability with both trainers and senior raters (intraclass correlation
coefficients > 0.85 for YBOCS total score and Structured Clinical Interview for DSM-I1V/
LIFE diagnoses). To prevent “rater drift,” assessment of interrater reliability was conducted
periodically on random samples of taped interviews. Shrout-Fleiss interrater reliabilities
were 0.95 for total YBOCS scores, 0.97 for OCD PSR ratings, and 0.97 for Global
Assessment of Functioning scores.

Descriptive analyses of course used Kaplan-Meier life tables for remission and relapse.
Predictors of remission and relapse were determined using Cox proportional hazards
regression.3® In the analysis of remission, all predictors were entered simultaneously; the a
level was .05. Because of the smaller number of cases in the relapse analyses, however, a
forward stepwise procedure was used with a P value to enter of .05 and a P value to stay of .
10. On the basis of our 2-year course findings,12 we tested the following variables (assessed
at intake) as predictors of remission and relapse: OCD severity (total YBOCS score), level
of insight (BABS score), gender, number of current Axis | diagnoses, OCPD diagnosis,
OCD duration, and binary indicator variables for whether the primary obsession was
overresponsibility or hoarding (other primary obsession categories were tested in secondary
analyses). Because only 2 participants with primary hoarding remitted, hoarding was
omitted from the relapse analyses. Duration of illness, age at OCD onset, and age at intake
were highly correlated. We chose to use duration of illness because this variable has been
assessed in previous studies of the course of OCD.7:9:11
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We conducted descriptive analyses of SRI and CBT treatments received. Effects of
treatment in naturalistic studies are complicated by multiple factors including nonrandom
assignment to treatment and variations in treatment implementation.37:38 Because of these
potential biases, a comprehensive analysis of treatment effects is beyond the scope of this
article.

Rates and Predictors of Remission

The cumulative rate of remission for OCD over 5 years was 38.9%. Of the 83 total
remissions, 47 were partial remissions (22.1% of the sample), and 36 were full remissions
(16.9% of the sample). Shorter duration of illness was associated with a higher rate of
remission (Table 2). Lower severity of illness at intake, as measured by the YBOCS, was
associated with a higher rate of remission. Participants who endorsed overresponsibility as
their primary concern were more likely to remit as compared to participants who endorsed
other obsessions as primary on the YBOCS-SC; 61% with overresponsibility remitted,
versus 37% for those without overresponsibility (Figure 1). Although the finding did not
reach statistical significance, it is notable that only 2 of 21 participants (9.5%) with primary
hoarding remitted. Insight, gender, OCPD, and Axis | diagnostic comorbidity were not
associated with the rate of remission. In secondary analyses, we tested the other primary
obsession categories and found no additional significant predictors (all P values > .05).

Rates and Predictors of Relapse

More than half of the participants who achieved full or partial remission (49/83, 59%)
subsequently relapsed. As shown in Figure 2 and Table 2, participants with comorbid OCPD
had a significantly higher rate of relapse. Overresponsibility for harm was marginally
significant (hazard ratio [HR] = 0.48; 95% ClI, 0.23-1.00; P = .051), and insight at intake
(BABS score) was associated with time to relapse in our stepwise procedure (HR = 0.93;
95% ClI, 0.87-1.00; P < .05). A secondary univariate analysis of the BABS revealed a
nonsignificant trend in the opposite direction, leading us to conclude that the BABS finding
was a regression artifact due to a suppression effect. Those who achieved only partial
remission (subclinical noninterfering symptoms) were more likely to relapse compared to
those who fully remitted (70% vs 45%; HR = 0.50; 95% Cl, 0.29-0.84; P < .05). In
secondary analyses, we tested the other primary obsession categories and found no
additional significant predictors (all P values > .05).

DISCUSSION

The primary aims of this study were to examine remission and relapse rates of OCD during
5 years of prospective follow-up and to determine predictors of course in a longitudinal
study of 213 adults with primary OCD. Over one-third of the participants experienced
substantial improvement of their OCD to the point of subclinical noninterfering symptoms.
Other prospective follow-up studies of OCD have observed higher rates of remission.29
These rates of remission ranging as high as 76% may, in part, be accounted for by
differences in the chronicity of OCD illness between samples. Indeed, duration of illness has
been associated with poorer outcome in prior investigations®39 and was a powerful predictor
of remission in this study. Our sample of treatment-seeking adults with OCD was
particularly chronic; participants had a mean duration of illness of nearly 22 years. The
relationship between duration and course highlights the critical need for early detection and
intervention, as the rate of remission declines as the illness persists.

J Clin Psychiatry. Author manuscript; available in PMC 2014 January 22.
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While over one-third of the participants remitted, more than half of these participants
subsequently relapsed. Our rates of relapse were high particularly in participants who
continued to have subclinical symptoms; the likelihood of relapse was 25% higher for
participants in partial remission compared with those subjects in full remission. These
findings further underscore the importance of treating patients as early as possible after the
onset of OCD and targeting full remission from OCD—rather than improvement of
symptoms—as the treatment goal.

The current study is the first to explore primary obsessions as predictors of long-term course
in adults with OCD, with hoarding and overresponsibility emerging as key variables
impacting clinical course. Consistent with convergent brain imaging and treatment outcome
data,0-42 only 2 of 21 participants with primary hoarding experienced a remission over 5
years. These results are also consistent with a recent longitudinal cohort study of pediatric
OCD associating prominent hoarding symptoms with the persistence of OCD.43 Taken
together, these findings support the current direction of distinguishing hoarding from OCD
from a diagnostic perspective, as is being considered in DSM-5.4445 In contrast to hoarding,
overresponsibility for harm was associated with a significantly better prognosis in this
investigation. Individuals with overresponsibility for harm as their principal obsession
category were almost twice as likely to remit and almost half as likely to relapse, with the
relapse finding approaching statistical significance. This finding of a distinct pattern of
course supports the growing body of evidence suggesting that OCD symptom dimensions
have distinct patterns in a number of domains including comorbidity, genetic transmission,
neural substrates, and treatment response. 46

OCPD was also found to be a significant risk factor for OCD relapse. While several studies
have examined the relationship between OCPD and OCD, literature on longitudinal
associations between the two disorders is sparse. One prior investigation examining the
longitudinal course of personality disorders failed to find an association between the course
of OCPD and OCD.4’ However, this study was limited by its small sample size of OCD
patients and did not investigate relapse specifically. The results of the current investigation
lend support to the growing body of literature highlighting the deleterious effect of OCPD
on OCD treatment outcome.*849 Future work is needed to clarify the relationship between
OCPD and OCD morbidity and to determine if OCPD comorbid with OCD constitutes a
specific subtype of the disorder®%-1 or is a marker of severity in OCD.>2

Naturalistic investigations by design observe but do not manipulate treatments received. As
a consequence, the causal path between treatment and symptom change is often
ambiguous®19:38 and subject to a treatment bias effect whereby individuals with greater
symptom severity are more likely to receive treatment. Therefore, examining the impact of
treatment on long-term course is beyond the scope of this study. Further, our finding that the
vast majority of participants were continuously maintained on SRI treatment throughout the
duration of the follow-up interval highlights the need for controlled maintenance and long-
term safety studies of the SRIs for OCD. Future studies utilizing data analytic techniques
developed to address treatment in naturalistic studies of psychiatric disorders are warranted
to further disentangle the complex relationship between long-term treatment and outcome.

Contrary to our prediction, gender was not found to significantly predict course in this study.
Of note, being male was a predictor in our 2-year course study.12 Although gender was not a
significant predictor of remission in our 5-year analysis, inspection of the survival curves for
gender indicate that women tended to remit earlier than men (as represented by the
significant gender difference in our 2-year analysis), but by 5 years the rate of remission for
men caught up to that of women, and hence the 2 rates were no longer significantly
different.
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The results of this study must be considered in light of several limitations. First, the
participants in our sample were primarily white, were treatment-seeking, and had relatively
chronic symptoms. Therefore, it is unclear how our results generalize to more diverse or
non-treatment-seeking individuals in the community. Second, despite the use of well-
validated assessment measures, data collected on treatments received and symptom severity
over the follow-up interval are subject to retrospective recall bias. Finally, while the YBOCS
represents the gold standard in OCD assessment, limited information is gained regarding
specific obsessions. Future research including dimensional approaches to assessing OCD
symptoms may provide additional clarity regarding the relationship between OCD
symptoms and course.>3-55 Despite these limitations, this study is the longest and largest
prospective study of course in OCD using state of the art methodology. Further, it is the first
study, to our knowledge, to assess the likelihood and predictors of relapse following
prospectively observed remission and the first to explore OCD symptom categories and
subtypes as predictors of clinical course.

In summary, 2 previously unreported findings emerged with regard to factors that influence
course in OCD. First, an important distinction was found between those who experience
partial versus full remission, with the former experiencing a much higher relapse rate.
Second, our study highlights the heterogeneity of OCD, with different course patterns being
uniquely associated with specific symptom categories. Taken together, these results
highlight the critical need to develop more targeted treatments to address the variable
outcome and treatment response in this disorder.
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Survival Curves for Remission of Obsessive-Compulsive Disorder Over Follow-Up

According to Primary Obsessive Symptom
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Figure 2. Survival Curvesfor Relapse of Obsessive-Compulsive Disorder Over Follow-Up

Abbreviation: OCPD = obsessive-compulsive personality disorder.
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Table 1
Clinical Characteristics of 213 Participants With Obsessive-Compulsive Disorder (OCD) at Intake

Variable Value
Female, n (%) 120 (56.3)
White, n (%) 207 (97.2)
Married, n (%) 82 (38.5)
Employed, n (%) 108 (50.9)
College educated, n (%) 90 (42.3)
Age at intake, mean (SD), y 39.8 (12.8)
Age at OCD onset, mean (SD), y 17.9 (9.5)
Duration of OCD, mean (SD), y 21.9 (13.6)
YBOCS total score (OCD severity), mean (SD)  23.4 (5.7)
BABS total score (insight), mean (SD) 7.0 (4.7)
GAF score, mean (SD) 48.5 (9.5)

Principal obsession category, n (%)2

Aggressive 25(11.7)
Overresponsibility for harm 33 (15.5)
Contamination 43 (20.2)
Sexual 15 (7.0)
Hoarding 21 (9.9)
Religious 11(5.2)
Symmetry 26 (12.2)
Somatic 14 (6.6)

Principal compulsion category, n (%)b

Cleaning 42 (19.9)
Checking 46 (21.8)
Repeating 27 (12.8)
Counting 5(2.4)
Ordering 14 (6.6)
Hoarding 21 (10.0)
Current Axis | comorbidity, n (%)
Mood disorder® 39 (18.3)
Psychotic disorder 4(1.9)
Other anxiety disorder 88 (41.5)
Substance use disorder 11 (5.2)
Eating disorder 5(2.4)
Somatoform disorder 15 (7.0)
Tic disorder 17 (8.0)
No. of Axis | disorders, mean (SD) 22(13)
OCPD, n (%) 62 (29.1)

dh=211 (2 did not endorse a primary obsession). Refers to the YBOCS Symptom Checklist category of the single obsession subject “Would most
like to get rid of” (mutually exclusive categories).

J Clin Psychiatry. Author manuscript; available in PMC 2014 January 22.



1duasnuey Joyiny vd-HIN 1duasnue Joyiny vd-HIN

wduosnue Joyiny vd-HIN

Eisen et al.

bn =208 (2 missing and 3 did not endorse having primary compulsion). Refers to the YBOCS Symptom Checklist category of the single

compulsion subject “Would most like to get rid of” (mutually exclusive categories).

CMajor depressive disorder, n = 36 (16.9%).

Abbreviations: BABS = Brown Assessment of Beliefs Scale, GAF = Global Assessment of Functioning, OCPD = obsessive-compulsive
personality disorder, YBOCS = Yale-Brown Obsessive Compulsive Scale.
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