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* This article describes the long-term outcome of patients
with obsessive-compulsive disorder who selected treat-
ment with exposure and response (ritual) prevention
(EX/RP) alone, serotonergic drugs (fluvoxamine or
clomipramine) alone, or EX/RP with concomitant antide-
pressant medication.

* Findings supported existing literature in suggesting that
both EX/RP and serotonergic medications are effective in
long-term amelioration of obessive-compulsive symp-
toms, with no difference among treatment groups in
symptom severity when compared without regard to
patients’ medication status at the time of follow-up.

* Long-term prognosis for these patients was complicated
by the withdrawal of medications: among patients who
were not electively taking medication at the time of the
follow-up, the percentage of treatment responders was
significantly higher in both groups that received EX/RP
than in the drug-only group.

* Serotonergic medications produced long-term benefits
equivalent to those of EX/RP, as long as patients stayed
on the medication.

ABSTRACT

What is the long-term outcome of patients with obsessive-
compulsive disorder (OCD) who are treatred with exposure
and response (ritual) prevention (EX/RP) alone, serotonergic
medications alone, or their combination? How is the long-
term outcome of these patients affected by the discontinua-
tion? Follow-up assessments were conducted with 62 patients
treated for OCD an average of 17 months posttreatment
(range: 6-4.3 months). Patients received one of three treat-
ments: serotonergic medications (fluvoxamine or

By Elizabeth A. Hembree, PhD, David S. Riggs, PhD,
Michael J. Kozak, PhD, Martin E. Franklin, PhD, and Edna B. Foa, PhD

clomipramine), intensive behavior therapy involving EX/RP,
or intensie EX/RP with concurrent antidepressant medica-
tion. At follow-up, no differences in OCD symptom severity
were found among the three treatment groups. However, when,
current medication use was taken into consideration, differ-
ences among the three treatment groups emerged. Among
patients who were medication-free at the time of Sfollow-up
assessment (n=37), those in the EX/RP-alone and EX/RP-
with-medication groups had lower symptom severity ratings
than those in the medication-only group on 4 out of 6 mea-
sures. There were no differences in OCD severity ratings
among patients taking medications at follow-up (n=25).
Although these findings are interpreted with caution due o
the uncontrolled nature of the study, results suggested that
long-term outcome may be superior Sfollowing EX/RP than
JSollowing serotonergic medications, after discontinuation.
For patients who remain on medications, the treatment pro-

duced benefits equivalent to EX/RP.
CNS Spectr 2003;8(5):363-333,369-371,381

INTRODUCTION

The clinical prognosis for patients with obsessive-com-
pulsive disorder (OCD) was substantially improved with the
introduction of behavioral therapy by exposure and
response (ritual) prevention (EX/RP).' These procedures
have been found highly efficacious in reducing symptoms of
OCD in multiple outcome studies conducted in various sites
around the world.? Indeed, the substantial majority of
patients who complete treatment are classified as
“improved” or “much improved” at posttreatment.’
Pharmacologic management of OCD also improved consid-
erably with the introduction of serotonin reuptake inhibitors
(SRls). The first medication to demonstrate clinical efficacy,
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clomipramine, has been found superior to placebo in
numerous trials.’ Selective serotonin reuptake inhibitors
(SSRIs) including sertraline,’ fluvoxamine,* paroxetine,” and
fluoxetine® have also been found superior to placebo. Thus,
two well-established forms of treatment are considered effi-
cacious for OCD: behavioral therapy involving EX/RP and
pharmacotherapy with an SRI.

Given the demonstrated efficacy of both EX/RP and SRls
for OCD, an important line of inquiry concerns the durabil-
ity of these treatment effects once treatment has been dis-
continued. A review of EX/RP studies® indicated that
treatment responders maintain their gains for the most part,
with follow-up periods ranging from several months to
6 years. With SRIs, however, the evidence suggests that
patients relapse upon treatment discontinuation. A recent
review of the literature on drug discontinuation indicated
that up to 80% of patients who responded to SRIs relapse if
medication is withdrawn." Indeed, several experts'’ in OCD
pharmacotherapy have concluded that patients should be
continued on medications for at least 1 year and, in some
cases, indefinite continuation of drug therapy following
response to SRI pharmacotherapy may be necessary.”? It is
unclear whether augmenting SRI treatment with EX/RP
would be beneficial for long-term maintenance of gains.

Notably, no studies have directly compared the long-term
outcome for patients who were discontinued from these
monotherapies. In a complex experimental design, Marks
and colleagues™ found that clomipramine had a small and
transitory, 8-week additive effect when combined with expo-
sure, and concluded that systematic self-exposure is a rela-
tively more potent intervention. The design of the study did
not permit conclusions about the efficacy of drug or behav-
ioral therapy alone, nor about the effects of behavioral ther-
apy on relapse following drug discontinuation. A 6-year
follow-up of 34 patients who participated in this study
revealed no drug effect and superior long-term outcome
associated with better compliance with exposure instruc-
tions." deHaan and colleagues® reported no differences
6-months posttreatment among patients who received cogni-
tive therapy, exposure in vivo, fluvoxamine plus cognitive
therapy, and fluvoxamine plus exposure in vivo. In each of
these studies, patients were switched from one type of inter-
vention to another after several weeks, a design that limits the
degree to which conclusions can be drawn about the long-
term efficacy of EX/RP, SRI medication, or their combination.

Cottraux and colleagues' followed patients who partici-
pated in a randomized comparison of fluvoxamine plus anti-
exposure instructions, fluvoxamine plus exposure, and
placebo plus exposure. Eighty percent of patients who
received exposure (with or without fluvoxamine) were med-
ication-free at 18 months, as opposed to 40% of those who
received fluvoxamine without exposure. Patients in the anti-
exposure condition reported noncompliance with anti-expo-
sure instructions, which confounds the examination of both
the short- and long-term outcome. In a small case series,
Baer and colleagues'” found that behavioral therapy

techniques did not provide the same level of protection
against OCD symptom recurrence when delivered during SRI
discontinuation as when used alone. In general, the available
empirical data for addressing the important question of long-
term efficacy of EX/RP, SRls, and their combination are
insufficient to guide clinical practice with OCD patients.

The present study examined long-term outcome of OCD
patients who received EX/RP alone, serotonergic drugs (flu-
voxamine or clomipramine) alone, or EX/RP with concomi-
tant antidepressant medication. The study capitalizes on the
unique opportunity afforded by a clinic specializing in treat-
ing OCD. Following an intake evaluation that confirmed a
primary diagnosis of OCD, patients were offered one of two
options: a randomized controlled trial with an SRI (either
clomipramine or fluvoxamine), or treatment via intensive
EX/RP. If patients who selected EX/RP were already receiv-
ing pharmacologic treatment with antidepressants
(clomipramine, fluvoxamine, fluoxetine, or imipramine), they
were instructed to remain at a stable dose on the medication
during behavioral therapy. All patients who completed one of
these treatment programs were contacted in order to evaluate
their long-term status. Thus, while the present study does not
include random assignment to treatment conditions, the sys-
tematic examination of the long-term outcome of these treat-
ments as they are delivered in a clinical setting can provide
valuable information for the treatment of OCD.

Patients were treated at the Center for the Treatment and
Study of Anxiety at the Medical College of Pennsylvania in
Philadelphia. All patients met Diagnostic and Statistical
Manual of Mental Disorders, Third Edition—Revised (DSM-
[II-R)" criteria for OCD and had both obsessions and overt
compulsions. Follow-up assessments were conducted
between 6 and 43 months posttreatment (mean:
16.3 months). The research team predicted that: (1) patients
treated in each of three treatment programs (EX/RP, SRI
medication alone, EX/RP plus antidepressant medication)
will differ in the degree to which they show long-term
improvement; (2) patients who received EX/RP will show
greater long-term maintenance of gains than patients who
were treated with and withdrawn from medication; and
(3) patients who received EX/RP in addition to medication
will show greater long-term maintenance of gains than
patients who were treated only with medication, once the
medications are removed. In addition, the researchs
explored the possibility that additional treatment would be
associated with better maintenance—uwill patients receiving
additional psychotherapy following intensive EX/RP or the
drug trial show greater long-term maintenance than patients
who did not receive psychotherapy?

METHODS
Treatments

Participants in the follow-up sample were patients who
had previously consented to be treated in one of three proto-
cols that were approved by the institutional review board: a
10-week, double-blind trial of clomipramine versus
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placebo; a 10-week, double-blind trial of fluvoxamine ver-
sus placebo; and a 3-week intensive trial of EX/RP. As
described earlier, the patients were given a choice between
EX/RP and drug protocols. Those who chose a drug protocol
were aware they would receive either active drug or
placebo. Each of these protocols also included assessment
of symptoms by independent evaluator at multiple time
points. Following is a brief description of each treatment.

Clomipramine

The initial dosage of 25 mg/day was gradually increased
in 25-mg increments to 100 mg/day, and then in 50-mg
increments until a dosage of 200 mg/day was achieved, usu-
ally by the end of week 3. Thereafter, the dosage was
increased to 250 mg/day when indicated. The mean dosage
at study completion was 193 mg/day. After the 10-week trial,
patients who showed significant response to treatment were
offered the opportunity to continue the same medication they
received in the trial for up to 1 year. Patients who received
placebo and requested an open trial of clomipramine were
referred to a psychiatrist and lost to follow-up.

Fluvoxamine

The initial dosage of 50 mg/day was gradually increased
in 50-mg increments to 150 mg/day by week 2. Thereafter,
the dosage was increased to a maximum of 300 mg/day if
the patients were not responding adequately and were not
suffering dose-limiting symptoms. The mean dose at study
completion was 291 mg/day. At the completion of the core
study, both placebo and active drug patients were offered
continued fluvoxamine treatment for up to 1 year. Thus,
some patients who had been in the placebo group later
received fluvoxamine. In outcome analyses, data for these
patients were collapsed with that of the patients who
received active drug in the core study, providing that they
received fluvoxamine for at least 3 months.

Exposure and Response Prevention

Fifteen daily 2-hour sessions were conducted over a
3-week period. At week 4, patients were visited in their
homes for 4 hours on 2 consecutive days in order to facili-
tate generalization to the patient’s home environment.
Treatment consisted of three components: imaginal expo-
sure, in vivo exposure, and response prevention. As
reported previously, 15 (39%) of the 38 EX/RP patients in
the follow-up sample were taking antidepressant medication
concurrent with behavioral therapy.

Both imaginal and in vivo exposure were employed in
each treatment session. Anxiety-evoking objects or situa-
tions were introduced in a hierarchical manner, starting with
ltems evoking moderate discomfort and working up to the
most feared situation by the sixth treatment session.
Homework was assigned daily and consisted of further
exposure to the same situation used during that day’s ses-
sion. Response prevention entailed complete prohibition of
ritualistic behavior throughout the 3-week period.

Participants

Patients with OCD (N=105) who completed treatment in one
of the three protocols (EX/RP alone, SRI alone, EX/RP plus
antidepressant) were sent a letter requesting permission to con-
tact them for an evaluation. Sixty-eight patients (65%) com-
pleted the assessment. Of the remainder, 24% could not be
reached or failed to respond, and 11% declined to be inter-
viewed. Of the 37 patients for whom follow-up assessments were
not obtained, 20 had received drug treatment, and 17 received
EX/RP. Of the 68 patients with complete follow-up data, 24 had
received fluvoxamine or clomipramine (n=18 and n=6, respec-
tively), 6 received only placebo, 23 were treated with EX/RP
without concomitant medications, and 15 entered EX/RP while
already receiving medication (the EX/RP-plus-medication
group). Patients in this group were taking antidepressants elec-
tively at the time they presented for psychosocial treatment. The
length of time they received the medications, both before and
after EX/RP, is unknown. In accord with clinic policy, these
patienis remained on the antidepressants throughout intensive
EX/RP. The six patients who received placebo only were
excluded from outcome analyses, leaving a total of 62 patients.

The follow-up interval ranged from 6-43 months, with
a mean length of 14.1 (SD=7.1), 17.5 (SD=10.0), and
17.3 (SD=11.5) months for the medication, EX/RP, and
EX/RP plus medication groups, respectively. Subjects
included 30 male and 38 female patients with a mean
age of 35.1 years (SD=10.5). The mean duration of OCD
symptoms was 13.6 years (SD=11.0).

At follow-up, 25 patients were receiving psychotropic
drugs and 37 were not. Twenty-three of the 25 patients
receiving medications were taking SRIs: 11 were on fluvox-
amine, 10 were on fluoxetine, and 2 were on clomipramine.
One patient was taking imipramine, and one was taking
buspirone. Two of the 24 patients taking antidepressants
were also receiving benzodiazepines.

Measures

Two measures of OCD symptom severity (Yale-Brown
Obsessive-Compulsive Scale [Y-BOCS]" and Assessor
Severity Rating®) and one measure of depressive symptoms
(Hamilton Depression Rating Scale [HAM-DJ?') were
administered at the follow-up assessment.

Yale-Brown Obsessive-Compulsive Scale

This is a 10-item scale that rates from 0 (“none”) to 4
(“extreme”) the amount of time occupied by obsessions and
compulsions, as well as the degree of interference, distress
(or anxiety), attempted resistance, and control. It yields an
obsession score, a compulsion score, and an overall total
(sum score) ranging from 0-40 (extremely severe).”” The
Y-BOCS severity scale has satisfactory psychometric prop-
erties and has been found sensitive to treatment effects.”

Assessor Severity Rating
This is a 9-point (0-8 [very severe]) Likert-type scale
that measures obsessive fear, avoidance, and compulsive
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behavior. Scores have been found sensitive to treatment
effects in previous studies and have good inter-rater relia-
bility ranging from 0.92-0.97.%" The mean ratings of the
patient’s three main (primary) fears, associated avoidance,
and three most prominent rituals were used in analyses. If
fewer than three fears, avoidances, or rituals were reported,
the mean of the available ratings was used.

Hamilton Depression Rating Scale

This is a 17-item scale used to evaluate vegetative symp-
toms, as well as depressive mood and thoughts.?” Scores
range from 0 (no symptoms) to 50 (very severe symptoms).
The sound psychometric properties of the HAM-D are sup-
ported by an extensive body of literature.®

Procedure

Assessments were conducted via telephone by two expe-
rienced psychologists blind to treatment conditions. Both
assessors had extensive experience in administering the
assessment measures and had been trained to criterion by
Foa and colleagues as part of the Diagnostic and Statistical
Manual of Mental Disorders, Fourth Edition field trial.? At
the beginning of each 45-minute interview, the assessor
asked the patient to refrain from disclosing information
about his or her treatment at the Center for the Treatment
and Study of Anxiety. After evaluating symptom severity via
the three measures described in the previous section, the
assessor obtained information about the type and dosage of
current psychotropics, the type of medications used since
treatment at the center (target treatment), and current
involvement in psychotherapy since target treatment at the
Center for the Treatment and Study of Anxiety.

RESULTS

Preliminary Analyses

Because only 65% of the patients targeted for the study
participated, analysis of variance (ANOVA) was conducted
to examine possible differences between participants and
nonparticipants. There were no differences in age, duration
of symptoms, pretreatment OCD symptom severity, or
depression between the two groups. There was only one sig-
nificant difference between the groups in posttreatment rat-
ings: patients who participated in the follow-up study were
rated as less depressed on the HAM-D at the end of the tar-
get treatment compared to nonparticipants (Fi1.70=7.9,
P<.01). However, both groups reported some mild symp-
toms of depression at posttreatment (HAM-D mean scores
were 7.8 and 10.8 for participants and nonparticipants,
respectively). Table 1 presents the means and standard
deviations for pretreatment, posttreatment, and demo-
graphic variables for the two groups.

The research team also examined possible differences
among the treatment groups (EX/RP alone, SRI medications
alone, EX/RP plus medication) in symptom severity prior to
and immediately after treatment. Means and standard devi-

ations for assessor ratings and HAM-D at pre- and posttreat-
ment were calculated for each group and are presented in
Table 2. A multivariate ANOVA on pretreatment assessor
ratings and HAM-D scores revealed no differences among
the treatment groups (based on Wilk’s A): Figog< 1.0, P>.45.
A similar analysis of posttreatment assessor ratings and
HAM-D scores revealed significant differences among the

continued on page 369 P

TABLE 1. MEANS AND STANDARD DEVIATIONS OF
SYMPTOM SEVERITY AND
DEMOGRAPHIC CHARACTERISTICS FOR
PARTICIPANTS AND NONPARTICIPANTS

Participants Nonparticipants
(n=68) (n=37)
Pretreatment Ralings
Mean fear 6.3 (1.1) 6.4 (1.0)
Mean avoidance 6.2(1.5) 6.4 (1.1)
Mean ritual 5.8(1.6) 6.0 (1 .4)
HAM-D 12.3 (4.9 12.8 (4.6)
Posttreatment Ratings
Mean fear 3.2(2.2) 4.0(2.1)
Mean avoidance 2.7(2.6) 3.82.7)
Mean ritual 2.5(2.3) 3.2(2.6)
HAM-D 7.6 (4.9) 10.7 (6.0)
Demographic
Characteristics
Age (years) 35.6 (10.7) 33.4 (10.9)
Duration of OCD
symptoms 14.1 (11.5) 12.9(10.2)

Standard deviation presented in parentheses.

Nonparticipants>participants; P<.05.
HAM&D=Hamilton Depression Rating Scale; OCD=obsessive-compulsive
disorder.

Hembree EA, Riggs DS, Kozak, MJ, Franklin ME, Foa EB. CNS Spectr. Vol
8, No 5. 2003.

TABLE 2. MEANS AND STANDARD DEVIATIONS OF
PRETREATMENT AND IMMEDIATE POST-
TREATMENT OUTCOME MEASURES FOR
THE THREE TREATMENT GROUPS

Treatment Group

EX/RP Plus
Medications EX/RP Alone Medication
(n=24) (n=23) (n=15)
Pretreatment
Mean fear 6.3 (0.8) 6.0 (1.3) 6.6 (1.3)
Mean avoidance 6.2 (1.4) 5.9 (1.6) 6.8 (1.3)
Mean ritual 5.7 (1.6) 5.6 (1.7) 6.3 (1.4)
HAM-D 11.2 (3.6) 12.3 (6.1) 15.0 (4.5)
Posttreatment
Mean fear 4.4 (2.3) 1.8(1.2) 2.6 (2.0)
Mean avoidance 4.1 (2.8) 0.8 (0.8) 2.4 (2.0)
Mean ritual 3.9 (2.2) 1.0 (1.0) 1.3(1.3)
HAM-D 79 (5.0) 5.3 (3.5) 9.1 (5.7

Standard deviation presented in parentheses.

EX/RP=exposure and response (ritual) prevention; HAM-D=Hamiiton
Depression Rating Scale.

Hembree EA, Riggs DS, Kozak, MJ, Franklin ME, Foa EB. CNS Spectr. Vol
8, No 5. 2003.

Volume 8 - Number 5 366

L ——

CNS Spectrums - May 2003




.

Original Research

<« continued from page 366

treatment groups (based on Wilk’s A) Fig 25=4.06, P<.001.
Follow-up ANOVA revealed significant differences in post-
treatment assessor ratings of fear (Fj,55=9.95, P<.001),
avoidance (Fj552=12.70, P<.001), and rituals (Fl2.52=18.60,
P<.001), but not on the HAM-D (F}; 1,=2.49, P>.05). Post
hoc comparisons using the Student-Newman-Keuls test
indicated that immediately posttreatment, the medication-
only group was rated as having more fear and rituals than
either the EX/RP alone or EX/RP-plus-medication groups.
With regard to assessor-rated avoidance, all three groups
differed from one another, with the medication-only group
rated the most severe, followed by the EX/RP-plus-medica-
tion group and the EX/RP-alone group.

Finally, Pearson correlations were used to examine the
relation of demographic characteristics, pre- and posttreat-
ment assessor ratings, and length of time since target treat-
ment to follow-up measures. Age, prior OCD severity
ratings, and length of follow-up were not related to symptom
scores at follow-up.

Long-Term Effects of Treatment

The initial analyses examined the question of whether
patients in each of the three programs (EX/RP alone, SRI
medications alone, EX/RP plus medication) would show
similar levels of OCD symptoms at the follow-up assess-
ment. Means and standard deviations for all outcome mea-
sures at follow-up were calculated for each treatment group
and are presented in Table 3. A one-way multivariate analy-
sis of variance (MANOVA) was used to examine the effect of
drug, EX/RP, and EX/RP-plus-medication treatments on
the severity of OCD symptoms and depression at follow-up.
Six outcome measures (assessor-rated fear, avoidance, and
rituals; Y-BOCS obsession and compulsion scores; and
HAM-D) served as dependent variables. The overall
MANOVA failed to reach significance, indicating that the
three groups did not differ in the severity of their reported
symptoms at the follow-up assessment.

Long-Term Effects of Treatment Following
Withdrawal of Serotonergic Drugs

To examine the prediction that patients withdrawn from
SRI medications would show poorer maintenance of gains
than patients treated with EX/RP, we compared the follow-
up symptom scores for the three treatment programs using
only those participants who were not taking medications at
the time of the follow-up assessment (n=37). Nine (37%) of
the 24 patients originally treated with SRIs alone and 6
(40%) of the 15 patients originally treated with an antide-
pressant plus EX/RP were not taking medication at the time
of follow-up. In contrast, 22 (96%) of the 23 patients origi-
nally treated with EX/RP alone were not taking medications
at follow-up. This difference was statistically significant
(X? [2]=19.69, P<.001). Means and standard deviations for
all outcome measures at follow-up were calculated sepa-
rately for patients on and off medications in each of the
three groups. They are presented in Table 4.

We conducted a one-way MANOVA on follow-up mea-
sures using data from the medication-free patients. This
analysis revealed a significant effect of treatment group
(based on Wilk’s A) Fjy5 50=2.00, P<.05. Univariate ANOVA
revealed a significant main effect of treatment on assessor-
rated fear (F5335=6.61, P<.005), assessor-rated ritual
(Fl234=7.75, P<.005), and Y-BOCS compulsions
(Fl2.35=6.25, P<.01). A trend in the same direction was
found for Y-BOCS obsessions (P<.09). There were no differ-
ences in assessor-rated avoidance or HAM-D scores. Post
hoc analyses using the Student-Newman-Keuls test indi-
cated that for Y-BOCS compulsions and assessor-rated ritu-
als, the EX/RP and EX/RP-plus-medication groups were
rated as significantly less severe than the SRI-only group. In
the case of assessor-rated fear, the EX/RP plus medication
group was rated as less severe than either the EX/RP-alone
or medication-alone groups, which did not differ from one
another. ANOVA comparing follow-up scores of patients on
medications (15 patients originally treated with an SRI
alone and 9 treated with EX/RP plus medication) failed to
demonstrate group differences.

Percentage of Responders in Each Treatment Group

Consistent with previous outcome studies,'® patients were
categorized as treatment responders if the assessor ratings
at follow-up indicated at least a 30% reduction in symptom
severity relative to pretreatment levels. Fifty-six percent of
drug-only patients, 60% of EX/RP-only patients, and 73%
of EX/RP-plus-medication patients were classified as
responders on assessor-rated fear. Sixty-eight percent of
drug-only patients, 75% of EX/RP-only patients, and 77%
of EX/RP-plus-medication patients were classified as
responders on assessor-rated avoidance. Finally, 50% of
drug-only patients, 67% of EX/RP-only patients, and 93%
of EX/RP-plus-medication patients were classified as
responders on assessor-rated rituals.

To examine differential rates of response among treat-
ment groups, a 2 (responders/nonresponders) X 3 (treat-
ment: drug, EX/RP, EX/RP plus medication) %2 tests was
conducted for each measure. Results revealed significant
differences for assessor-rated rituals only (x2[2]=7.1,
P<.03). Three 2 X 2 %2 tests were conducted to probe the
sources of significance. A difference was found only
between the drug and EX/RP-plus-medication groups
(x? [1]=7.1, P<.01), with more patients in the latter group
showing 30% or more reduction in rituals.

To examine the effect of medication withdrawals, sepa-
rate X2 tests were performed for those participants on and
off medications at follow-up. Among patients who were not
taking medication at follow-up, the test revealed a differ-
ence in the proportion rated as treatment responders on fear
(X2 [2]=6.9, P<.04) and rituals (}2[2]=9.6, P<.01). An
examination of the percentage of responders in each group
suggested that a greater number of those who received
EX/RP and EX/RP plus medication compared with those
who only received drug were scored as responders. The
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groups did not differ with respect to avoidance. The %2 tests
for patients who were on medications at follow-up revealed
no differences in percentage of responders between the drug
and EX/RP-plus-medication groups. Over 75% of the
patients on medication at follow-up were improved relative
to pretreatment symptom levels.

Effect of Ongoing Psychotherapy on Symptoms at
Follow-up

A second ANOVA series explored the possibility that
psychotherapy at follow-up may have affected symptom sta-
tus. At the time of assessment, 18 patients were actively in
therapy (excluding those being monitored solely for medica-
tions) and 43 were not. Presence/ahsence of therapy was
used as a two-level factor in a one-way ANOVA for each
outcome measure. Results were insignificant for all mea-
sures of OCD symptoms. A significant difference in HAM-D
scores (F; 0=5.07, P<.03) indicated that patients currently
in psychotherapy were given higher ratings for depression
than those not in treatment. However, neither group was

TABLE 3. MEANS AND STANDARD DEVIATIONS OF
LONG-TERM OUTCOME MEASURES FOR
THE THREE TREATMENT GROUPS

Treatment Group

Standard deviation presented in parentheses.

EX/RP=exposure and response (ritual) prevention; Y-BOCS=Yale-Brown
Obsessive-Compulsive Scale; HAM-D=Hamilton Depression Rating Scale.

Hembree EA, Riggs DS, Kozak, MJ, Franklin ME, Foa EB. CNS Spectr. Vol
8, No 5. 2003.

severely depressed; their mean HAM-D scores were 8.5 and
5.7, respectively.

DISCUSSION

The results of the present study support the existing liter-
ature in suggesting that both EX/RP and SRIs are effective
in long-term amelioration of OCD symptoms. There was no
difference between the treatment groups in symptom sever-
ity when compared without regard for the patients’ current
medication status. In addition, over 50% of patients in the
drug-only group and over 70% of patients in the EX/RP
groups were categorized as treatment responders at follow-
up. The percentage of responders in each treatment group
differed on only one measure: more people in the EX/RP-
plus-medication group were substantially improved in ritu-
als compared with the drug-only group. These findings
demonstrate that OCD patients do show long-term improve-
ment following both EX/RP and medication treatment.

The long-term prognosis for OCD patients is complicated
by the withdrawal of medications. Indeed, the present
results revealed significant treatment-related differences
among patients who were not taking medications at follow-
up: patients who were treated with medications alone were
rated as more symptomatic than those who received EX/RP
on 4 out of 6 OCD severity measures. Furthermore, among

EX/RP Plus those not taking medications at follow-up, the percentage of
Y-BOCS Medications EX/RP Alone Medication treatment responders was significantly higher in both
, (n=24) (n=23) (n=15) groups that received EX/RP than in the drug-only group. It
Obsessions 8.5(4.4) 7.0 (3.8) 6.8 (3.7) : . .
Compulsions 9.5(5.0) 72 (48) 6.7 (3.4) is pam(.:ula.rly noteworthy that among patients Yvho were not
Total 18.1(8.9) 14.2 (8.3) 13.5 (6.4) on medications at follow-up, those in the combined (EX/RP
Mean fear 3.4(2.0) 3.2(1.9) 2.1(1.9) plus medication) treatment group appeared to be doing bet-
Mean avoidance  2.8(2.3) 2.9 (2.4) 2.5(2.5) ter than those treated with medication alone. In contrast,
Il\élzﬁ_%tual gggg; %% gg; %Z g‘% among patients who were taking medications at follow-up

(nearly all of the medications were SRIs), those who
received EX/RP plus drug were not more improved than
those in the drug-only group.

One limitation of the present study is the small sample
size. A relatively low percentage of patients were available
for the follow-up assessment. Forty percent of the drug

MEDICATION AT FOLLOW-UP

TABLE 4. MEANS AND STANDARD DEVIATIONS OF EACH OUTCOME MEASURE FOR PATIENTS ON AND OFF

Treatment Group

Y-BOCS Med Alone EX/RP Alone EX/RP Plus Med

On Med Off Med On Med* Off Med On Med Off Med

(n=15) n=9 (n=1) (n=22) (n=9) (n=6)

Mean fear 2.8(21)  4.4(1.3) — 3.1(L.9) 2.7 2.1) 1.1(1.2)
Mean avoidance 2.3(2.4) 4.0 (1.7) — 3.0 (2.4) 3.2(2.7) 1.4 (1.7)
Mean ritual 2.4(2.1) 4.7 (2.0 — 2.3 (2.0) 1.7 (1.4) 1.1 (1.4)
Obsessions 7.6 (4.1) 10.1 (4.7) — 7.0 (3.9) 7.3 (4.3) 6.0 (2.7)
Compulsions 7.9(5.2) 12.3 (3.4) — 7.3 (4.9) 7.9(3.4) 5.0(2.8)
Total 155(9.0)  224(7.1) — 14.2 (8.5) 152(6.8)  11.0(5.1)
HAM-D 4.6 (2.6) 7.9(3.2) — 7.0 (4.9) 7.8 (4.7) 7.0(7.4)

Standard deviation presented in parentheses.
*Means not presented because oniy one person was in this group.

Med=medication; EX/RP=exposure and response (ritual) prevention; Y-BOCS=Yale-Brown Obsessive-Compulsive Scale; HAM-D=Hamilton Depression Rating Scale.
Hembree EA, Riggs DS, Kozak, M, Franklin ME, Foa EB. CNS Spectr. Vol 8, No 5. 2003.
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treatment patients and 31% of the EX/RP patients were
unavailable for follow-up for various reasons. Many of the
patients who received EX/RP at the Center for the
Treatment and Study of Anxiety came from across the United
States. They often moved and did not consent to extensive
use of tracking technologies to assist in long-term follow-up
studies of this kind. Other patients (11%) simply refused to
participate in the follow-up study. Although the 65%
response rate raises questions about the generalization of the
results, the present findings of long-term maintenance of
gains following EX/RP are consistent with those reported in
the literature,” as is the rate of relapse after medication with-
drawal.®* Another limitation is that follow-up evaluations
were conducted via telephone. While this was done to mini-
mize time demands on patients and to enable the inclusion of
patients who lived a far distance from the Center for the
Treatment and Study of Anxiety, not having face-to-face con-
tact may have influenced patient responses and/or evaluator
ratings. However, all patients had been evaluated multiple
times by the Center for the Treatment and Study of Anxiety
clinicians with essentially the same assessment interviews,
so the patients were experienced in responding to questions
about their symptoms. The evaluators were also quite experi-
enced in administering interviews with OCD patients.

It is important to remember that in the present study
patients were not randomly assigned to the various treat-
ments, but rather selected their own. The bias inherent in
such self-selection limits the conclusions that can be drawn
from the data. It is possible that patients who chose inten-
sive EX/RP did so because they were more highly motivated
or more tolerant of anxiety than patients in the drug group.
Or, patients in the EX/RP group may have had strong reser-
vations about taking medications. Likewise, patients may
have chosen medication treatment because they hoped that
a new experimental medication would turn out to be the
definitive treatment, or because of low confidence in their
ability to stop ritualizing. We did not collect information
about patients’ reasons for treatment choice, and therefore
the impact of this variable on outcome cannot be assessed.
Furthermore, we do not have reliable information about
patients’ reasons for discontinuing medication in the after-
math of acute treatment. Neither do we know why patients
sought additional medication or psychotherapy and how
these factors affected the final outcome.

Despite these limitations, we think that the systematic
examination of long-term outcome does provide valuable
information about how patients fare after they have been
discharged from treatment protocols. So, with the above
caveats, several inferences may be drawn from the data.
First, serotonergic medications seem to produce long-term
benefits equivalent to those of EX/RP, as long as patients
stay on the medication. Consistent with the findings of
Ravizza and colleagues," the patients treated with medica-
tion alone tended to have more severe symptoms at follow-
up if they were no longer taking medications. The need for
continued treatment with SRIs appears to he recognized by

the patients or their physicians, as patients initially treated
with an SRI (regardless of whether they also received
EX/RP) tended to continue to take medication, whereas
patients treated with EX/RP alone were generally not taking
medication at follow-up. Of the patients who received treat-
ment by medication alone, 63% continued to receive drugs.
In contrast, of the 23 patients who received EX/RP alone,
only 1 was on medication at follow-up.

Notably, the EX/RP-plus-medication treatment group
consistently had the lowest OCD severity ratings, although
not significantly lower than the EX/RP-only group. Perhaps
the combination of serotonergic medication and EX/RP is
the optimal treatment for many OCD patients. In the long-
term, patients who received combined treatment were doing
very well whether or not they continued to take medications.
This was especially true with regard to rituals: 14 out of
15 patients in the EX/RP-plus-medication group were cate-
gorized as treatment responders on assessor-rated rituals.

Remembering that these patients elected to enter EX/RP
treatment because they were in some way dissatisfied with
already initiated pharmacologic treatment (ie, they were
likely partial responders or nonresponders), we must be
cautious when generalizing these findings. However, in clin-
ical practice, it is common for OCD patients to be treated
initially with SRIs, and the present results support the
potential value of augmenting SRI treatment with EX/RP.
The addition of EX/RP to existing SRI treatments may allow
patients to discontinue medication treatment without expe-
riencing a significant return of symptoms. There is no evi-
dence from the present study that the initiation of
medication prior to EX/RP enhances or lessens outcome.
Thus, with regard to long-term outcome, the present results
indicate that EX/RP is a reasonable treatment option for
OCD patients regardless of prior treatment with SRIs and
other medications. Finally, the present results suggest that
OCD patients who have been treated with SRIs and express
a desire to stop taking the medication may wish to consider
a trial of EX/RP prior to withdrawal. The addition of EX/RP
might assure the persistence of treatment gains when the
medication is withdrawn.

CONCLUSION

With the exception of the potential biases introduced by
nonrandom assignment to treatment, many of the threats to
the generalization of the present results cannot be avoided
in any long-term study of treatment outcome. Clearly
though, randomized controlled studies that compare long-
term outcomes of patients treated with effective medica-
tions, EX/RP, and their combination need to be conducted.
In the absence of such controlled trials, results from quasi-
experiments such as this one are useful for informing clini-
cal practice and future studies.

REFERENCES

1. Meyer V. Modification of expectations in cases with obsessional rituals. Behao
Res Ther. 1966:4:273-280.

continued on page 381 P

Volume 8 — Number 5 3N

CNS Spectrums - Mav 2003



L e ——

Review Article

L

'

52. Mattick RP. Peters L. Treatment of severe social phobia: effects of guid-
ed exposure with and without cognitive restructuring, J Consult Clin
Psychol. 1988:56:251-260.

53. Mattick RP. Peters L. Clarke JC. Exposure and cognitive restructuring
for social phobia: a controlled study. Behav Ther. 1989:20:3-23.

4. Blanco C, Antia SX. Liebowitz, MR. Pharmacotherapy of social anxiety
disorder, Biol Psychiatry. 2002:51:109-120.

35. Clark DB, Agras WS. The assessment and treatment of performance
anxiety in musicians. Am J Psychiatry. 1991:148:598-605.

50. Turner SM Beidel, DC, Jacob RG. Social phobia: a comparison of behav-
ior therapy and atenolol. J Consult Clin Psychol. 1994:62:350-358.

37. Gelernter CS, Uhde TW, Cimbolic P, et al. Cognitive-behavioral and
pharmacological treatments of social phobia. A controlled study. Arch
Gen Psychiatry. 1991;48:938-945.

38. Otto MW, Pollack MH, Gould RA, Worthington JJ 3rd, McArdle ET,
Rosenbaum JE. A comparison of the efficacy of clonazepam and cogni-
tive-behavioral group therapy for the treatment of social phobia.
J Anxiety Disorders. 2000:14:345-358.

9. Heimberg RG, Liebowitz MR, Hope DA, et al. Cognitive behavioral
group therapy vs. phenelzine therapy for social phobia: 12-week out-
come. Arch Gen Psychiatry. 1998;55:1133-1141.

60. Liehowitz MR. Heimberg RG, Schneier FR, et al. Cognitive-behavioral
group therapy versus phenelzine in social phobia: long-term outcome.
Depress Anxiety. 1999;10:89-98.

- Basoglu M, Marks IM, Kilic C, Brewin CR, Swinson RP. Alprazolam
and exposure for panic disorder with agoraphobia. Attribution of
improvement to medication predicts subsequent relapse. Br J
Psychiatry. 1994:164:652-659.

62. Falloon IR, Lloyd GG, Harpin RE. The treatment of social phobia.
Real-life rehearsal with nonprofessional therapists. J Nerv Ment Dis.
1981;169:180-184.

63. Blomhoff S, Haug TT, Hellstrom K, et al. Randomised controlled gener-
al practice trial of sertraline, exposure therapy, and combined treatment
in generalised social phobia. Br J Psychiatry. 2001;179:23-30.

64. Heimberg RG. The understanding and treatment of social anxiety: what
a long strange trip it’s been (and will be). Presidential address present-
ed at: Annual Meeting of the Association for Advancement of Behavior
Therapy; November 15-17, 2002; Reno, Nev.

65. Stein MB. Is the combination of medication and psychotherapy better
than either alone? Paper presented at: Annual Meeting of the Anxiety
Disorders Association of America; March 21-24, 2002; Austin, Tex.

66. Otto MW, Pollack MH, Sachs GS, et al. Discontinuation of benzodi-
azepine treatment: efficacy of cognitive-behavioral therapy for patients
with panic disorder. Am J Psychiatry. 1993;150:1485-1490.

6

—

<« Hembree continued from page 290

2.

[}

10.

11.

12

13.

14.

15.

16.

17

18.

19.

20.

2

—

22.

23.

24.

-

Foa EB, Franklin ME, Kozak MJ. Psychosocial treatments for obsessive-com-
pulsive disorder: literature review. In: Swinson RP, Antony MM, eds.
Obsessive-Compulsive Disorder: Theory, Research, aund Treatment. New York,
NY: Guilford Press: 1998:258-276.

Franklin ME, Foa EB. Cognitive-hehavioral treatment of ohsessive-compul-
sive disorder. In: Nathan PE, Gorman JM. eds. A Guide to Treatments That
Work. New York, NY: Oxford University Press: 1998:339-357.

Rauch SL. Jenike MA. Pharmacological treatment of obsessive-compulsive
disorder. In: Nathan PE. Gorman JM, eds. 4 Guide to Treatments That Work.
New York, NY: Oxford University Press; 1998:358-376.

Greist J. Chouinard G, DuBoff E, et al. Double-blind parallel comparison of
three dosages of sertraline and placebo in outpatients with obsessive-compul-
sive disorder. Arch Gen Psychiatry. 1995;52:289-205.

Goodman WK, Price LH, Rasmussen SA, Delgado PL, Heninger GR, Chamey
DS. Efficacy of fluvoxamine in obsessive-compulsive disorder. A double-blind
comparison of fluvoxamine and placebo. Arch Gen Psychiatry. 1989;46:36-40.
Wheadon DE, Bushnell WD, Steiner M. A fixed-dose comparison of 20, 40 or
60 mg paroxetine to placebo in the treatment of OCD. Paper presented at:
Annual Meeting of the American College of Neuropsychopharmaclogy;
December 7-11, 1993; Honolulu, Hawaii.

Tollefson G, Birkett M, Koran L, Genduso L. Continuation treatment of OCD:
double-blind and open-label experience with fluoxetine. J Clin Psychiatry.
1994:55:69-78.

Foa EB, Kozak MJ. Psychological treatment for obsessive-compulsive disor-
der. [n: Mavissakalian MR, Prien RF, eds. Long-term Treatment of Anxiety
Disorders. Washington, DC: American Psychiatric Press; 1996:285-300.
Ravizza L, Maina G, Bogetto F, Albert U, Barzega G, Bellino S. Long-term
treatment of obsessive-compulsive disorder. CNS Drugs. 1998:10:247-255.
Zohar ], Sasson Y, Chopra M, Amital D, lancu 1. Pharmacological treatment of
obsessive-compulsive disorder: a review. In: Maj M, Sartorius N, Okasha A,
Zohar J, eds. Obsessive-Compulsive Disorder. New York, NY: John Wiley &
Sons, Inc.; 2000:43-92.

Leonard H, Swedo S, Lenane M, et al. A double-blind desipramine substitu-
tion during long-term clomipramine treatment in children and adolescents
with obsessive-compulsive disorder. Arch Gen Psychiatry. 1991;48:922-927.
Marks IM, Lelliott P, Basoglu M, et al. Clomipramine, self-exposure and ther-
apist-aided exposure for obsessive-compulsive rituals. Br J Psychiatry.
1988;152:522-534.

O'Sullivan G, Noshirvani H, Marks I, Monteiro W, Lelliott P. Six-year follow-
up after exposure and clomipramine therapy for obsessive-compulsive disor-
der. J Clin Psychiatry. 1991;52:150-155.

deHaan E, van Oppen P, van Balkom AJLM, Spinhoven P, Hoogduin CAL, van
Dyck R. Prediction of outcome and early versus late improvement in OCD
patients treated with cognitive behaviour therapy and pharmacotherapy. Acta
Psychiatr Scand. 1997:96:354-362.

Cottraux J, Mollard E, Bouvard M, Marks [. Exposure therapy, fluvoxamine, or
combination treatment in obsessive-compulsive disorder: one-year follow-up.
Psychiatry Res. 1993;49:63-75.

Baer L. Ricciardi J, Keuthen N, et al. Discontinuing obsessive-compulsive
disorder medication with behavior therapy. Am J Psychiatry. 1994;151:1842.
American Psychiatric Association. Diugnostic and Statistical Manual of
Mental Disorders. 3rd ed rev. Washington, DC: American Psychiatric
Association; 1987.

Goodman WK, Price LH, Rasmussen SA, et al. The Yale-Brown Ohsessive-
Compulsive Scale (Y-BOCS): past development, use, and reliahility. Arch Gen
Psychiatry. 1989:46:1006-1016.

Foa EB. Grayson JB. Steketee GS, et al. Suceess and failure in the hehavioral
treatment of ohsessive-compulsives. J Consult Clin Psychol. 1983:51:287-297.

- Hamilton M. A rating scale for depression. J Neuro! Neurosurg Psychiatry.

1960:23:56-62.

Hedlund J. Vieweg B. The Hamilton Rating Scale for Depression: a compre-
hensive review. J Operating Psychiatry. 1979;10:149-165.

Foa EB. Kozak MJ. Goodman WK. Hollander E. Jenike MA, Rasmussen SA.
DSM-IV field trial: ohsessive-compulsive disorder. Am J Psychiatry.
1995:152:90-94.

Pato MT, Zohar-Kadouch R. Zohar J. Murphy DL. Retum of symptoms after
discontinuation of clomipramine in patients with obsessive-compulsive disor-

der. Am J Psychiatry. 1988:145:1521-1525.

Volume 8 - Number 5

381

CNS Spectrums - May 2003





