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A middle-aged woman was referred to an outpatient mental health clinic for symptoms
of obsessive-compulsive disorder (OCD) following a recent hospitalization. Her OCD symptoms consisted of concerns about dirt or germs and fears that she or others would get sick
because of spreading these contaminants. She had
extensive rituals involving washing her hands repeatRelated article
edly and cleaning household items. She reported, “I wash
everything anyone else touches…I hardly let anyone
into our home, and if I do, I wash down furniture and often have to wash the floors.” She
avoided handling groceries, mail, and money and would not visit with family members
owing to concerns that they were contaminated.
She had experienced OCD symptoms since age 10 years but did not formally receive a
diagnosis until 10 years later. Treatment with selective serotonin reuptake inhibitors (SSRIs)
resulted in little benefit even at maximum doses (eg, 400 mg of fluvoxamine daily, 200 mg
of sertraline daily). A trial of clomipramine up to 250 mg daily also failed to reduce her OCD
symptoms. Augmentation trials of antipsychotic medications, including risperidone, olanzapine, and aripiprazole, were either ineffective or intolerable.
In addition to OCD, she experienced periods of depression but denied any history of
mania, psychosis, trauma, or substance abuse. She reported mild hoarding symptoms but
denied symptoms of body dysmorphic disorder, trichotillomania, excoriation disorder, or
an eating disorder. She reported a history of motor and phonic tics including eye blinking
and blurting out words. Her medical history included hypothyroidism managed with
thyroid hormone supplementation and fibromyalgia.

Diagnosis
Medication-refractory OCD requiring exposure and response
prevention therapy

What to Do Next
B. Referral for outpatient exposure and response prevention therapy

Discussion
Exposure and response prevention therapy (ERP) is the most efficacious psychological treatment for OCD, with nearly 70% of patients who complete treatment attaining clinically significant
improvement.1 Treatment entails repeated and prolonged confrontation with feared stimuli (ie, exposure) without attempting to
reduce distress by withdrawing from the situation or performing
compulsive rituals (ie, response prevention, as discussed in a
Review published in this issue of JAMA Psychiatry2). Randomized
clinical trials indicate that ERP is (1) more effective than credible
control interventions (eg, relaxation), 1 (2) superior to monotherapy with clomipramine, 3 and (3) superior to risperidone
augmentation of an SSRI or clomipramine.4 Owing to potential
adverse effects with SSRIs, practice guidelines recommend ERP as
the first-line treatment for mild, uncomplicated OCD.5 However,
because ERP is challenging, approximately 19% of patients with
access to ERP refuse treatment or drop out prematurely.6
While serotonergic medications have been the primary pharmacologic treatment for patients with OCD, evidence suggests that
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WHAT WOULD YOU DO NEXT?

A. Referral for transcranial magnetic
stimulation
B. Referral for outpatient exposure
and response prevention therapy
C. Referral for deep brain stimulation
D. Pharmacotherapy with
memantine augmentation of SSRI

glutamatergic abnormalities may play a role in OCD7 (as discussed
further by Dougherty et al2). Consequently, glutamate-modulating
medications, such as memantine, riluzole, and the supplement
N-acetylcysteine, have been investigated as potential OCD treatments generally to augment an SSRI or clomipramine. Data from these
trials are inconsistent, but these interventions may benefit a subset
of patients with OCD. The preliminary nature of these findings relegates these medications to third-line treatments behind conventional psychotherapeutic and psychopharmacologic approaches.
For the small fraction of patients who have persistent, impairing OCD symptoms after evidence-based medical and psychological treatment, it may be reasonable to consider brain stimulation
and/or surgical approaches that directly modulate the corticostriatal circuits believed to underlie OCD.2 Growing evidence suggests a
potential role for transcranial magnetic stimulation in the treatment of OCD when applied to these brain circuits.8 However, the
modest sample sizes of recent studies limits definitive conclusions
about efficacy and the optimal cortical targets for OCD. More investigation is needed before transcranial magnetic stimulation can be
considered a standard OCD treatment.
Patients with severe, treatment-refractory OCD may be helped by
invasivesurgicaltreatmentssuchascapsulotomyandcingulotomy,both
of which have response rates of 50% to 70% with minimal long-term
cognitive adverse effects.9 Gamma knife radiosurgery has been used
to replicate open capsulotomy with comparable results.9 Deep brain
stimulation(DBS),thenewestneurosurgicaltreatmentforOCD,applies
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high-frequency electrical pulses to the white matter of the ventral internal capsule/ventral striatum at a site very close to the capsulotomy
target.10 On the basis of open-label data, DBS is currently available
formanagementofOCDunderaHumanitarianDeviceExemptionfrom
the Food and Drug Administration.9

Patient Outcome
The patient received approximately 45 weekly ERP sessions but
was unable to maintain benefits outside of ERP meetings. She was
subsequently referred to a specialized intensive residential treatment program for OCD where she received ERP for 2 to 3 hours
daily along with medication and group treatments. After 2
months, her score on the Yale-Brown Obsessive Compulsive Scale

dropped from 29 to 13. However, without the intensive coaching
provided by the intensive residential treatment program, her
symptoms began to worsen shortly after discharge.
After careful consideration, a referral for DBS was initiated.
After a thorough clinical assessment and review of her treatment
history, she was approved for DBS surgery and underwent successful implantation of bilateral DBS electrodes targeting the ventral
internal capsule/ventral striatum site. Two years after surgery, she
was getting out more, was willing to hug and shake hands with loved
ones she had avoided in the past, and was performing fewer decontamination rituals—improvements reflected in a 13-point drop in her
Yale-Brown Obsessive Compulsive Scale score. Moreover, she had
restarted outpatient ERP and was making good progress.

ARTICLE INFORMATION

REFERENCES

Author Affiliations: Obsessive-Compulsive
Disorder Institute, McLean Hospital, Belmont,
Massachusetts (Brennan); Biological Psychiatry
Laboratory, McLean Hospital, Belmont,
Massachusetts (Brennan); Department of
Psychiatry, Harvard Medical School, Boston,
Massachusetts (Brennan, Jacoby, Widge);
Obsessive-Compulsive and Related Disorders
Program, Massachusetts General Hospital, Boston
(Jacoby); Division of Neurotherapeutics,
Massachusetts General Hospital, Boston (Widge);
Picower Institute for Learning and Memory,
Massachusetts Institute for Technology,
Cambridge (Widge).

1. Eddy KT, Dutra L, Bradley R, Westen D.
A multidimensional meta-analysis of psychotherapy
and pharmacotherapy for obsessive-compulsive
disorder. Clin Psychol Rev. 2004;24(8):1011-1030.
doi:10.1016/j.cpr.2004.08.004

Corresponding Author: Brian P. Brennan, MD,
MMSc, McLean Hospital, 115 Mill St, Belmont, MA
02478 (bbrennan@partners.org).
Published Online: August 15, 2018.
doi:10.1001/jamapsychiatry.2018.0927
Conflict of Interest Disclosures: Dr Brennan has
received research grant funding from Eli Lilly and
Company, Transcept Pharmaceuticals (now Paratek
Pharmaceuticals), and Biohaven Pharmaceuticals
and consulting fees from Rugen Therapeutics and
Nobilis Therapeutics Inc. Dr Widge has received
device donations and consulting fees from
Medtronic and has pending patent applications
related to deep brain stimulation. No other
disclosures are reported.

2. Dougherty DD, Brennan BP, Stewart SE, Wilhelm
S, Widge AS, Rauch SL. Neuroscientifically informed
formulation and treatment planning for patients
with obsessive-compulsive disorder: a review
[published online August 15, 2018]. JAMA Psychiatry.
doi:10.1001/jamapsychiatry.2018.0930
3. Foa EB, Liebowitz MR, Kozak MJ, et al.
Randomized, placebo-controlled trial of exposure
and ritual prevention, clomipramine, and their
combination in the treatment of obsessivecompulsive disorder. Am J Psychiatry. 2005;162(1):
151-161. doi:10.1176/appi.ajp.162.1.151
4. Simpson HB, Foa EB, Liebowitz MR, et al.
Cognitive-behavioral therapy vs risperidone for
augmenting serotonin reuptake inhibitors in
obsessive-compulsive disorder: a randomized
clinical trial. JAMA Psychiatry. 2013;70(11):1190-1199.
doi:10.1001/jamapsychiatry.2013.1932
5. National Institute of Health and Clinical
Excellence. Obsessive-compulsive disorder and
body dysmorphic disorder: treatment. NICE
guideline (CG31). https://www.nice.org.uk/guidance
/CG31. Accessed July 5, 2018.

6. Ong CW, Clyde JW, Bluett EJ, Levin ME, Twohig
MP. Dropout rates in exposure with response
prevention for obsessive-compulsive disorder:
what do the data really say? J Anxiety Disord. 2016;
40:8-17. doi:10.1016/j.janxdis.2016.03.006
7. Pittenger C, Bloch MH, Williams K. Glutamate
abnormalities in obsessive compulsive disorder:
neurobiology, pathophysiology, and treatment.
Pharmacol Ther. 2011;132(3):314-332. doi:10.1016/j
.pharmthera.2011.09.006
8. Trevizol AP, Shiozawa P, Cook IA, et al.
Transcranial magnetic stimulation for
obsessive-compulsive disorder: an updated
systematic review and meta-analysis. J ECT. 2016;
32(4):262-266. doi:10.1097/YCT
.0000000000000335
9. Keen EC, Widge AS, Dougherty DD. Functional
neurosurgery in severe and treatment-refractory
OCD. In: Pittenger C, ed. Obsessive-Compulsive
Disorder: Phenomenology, Pathophysiology, and
Treatment. New York, NY: Oxford University
Press; 2017.
10. Greenberg BD, Gabriels LA, Malone DA Jr, et al.
Deep brain stimulation of the ventral internal
capsule/ventral striatum for obsessive-compulsive
disorder: worldwide experience. Mol Psychiatry.
2010;15(1):64-79. doi:10.1038/mp.2008.55

Additional Contributions: We thank the patient for
granting permission to publish this information.

E2

JAMA Psychiatry Published online August 15, 2018 (Reprinted)

© 2018 American Medical Association. All rights reserved.

Downloaded From: by Massachusetts Institute of Technology, Alik Widge on 08/18/2018

jamapsychiatry.com

