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Figure 2. OCD and disorders comorbid with OCD.
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Obsessive-Compulsive Disorder
Advances in Diagnosis and Treatment

Matthew E. Hirschtritt, MD, MPH; Michael H. Bloch, MD, M5; Carol A. Mathews, MD

Table 1. Common Obsessions and Corresponding Compulsions in Obsessive-Compulsive Disorder

Obsessions? Specific Examples Compulsions © Specific Examples

Fear of Freoccupation or disgust with bodily waste; Cleaning or washing Excessive hand washing or cleaning of household items
contamination® repetitive concern of spreading illness (long after they are reasonably clean)

Persistent doubting Anxiety that the house door is unlocked Checking Repeatedly checking that oven is off, doors are locked; driving

despite having just locked it, or that the oven
is turned off despite having just turned it off

Violent or sexual Intrusive, unwanted violent or horrific Repetitive "undoing”
intrusive thoughts images; unwanted sexual images of thoughts

strangers, family, friends
Fears of causing Intrusive fears of dropping an infant one is Repeated behaviors,
harm holding; fear of inadvertently hitting checking

pedestrians when driving
Symmetry Excessive worry and distress if items on a Ordering or arranging

boolkshelf are not arranged symmetrically

back along a road to ensure that no one was injured; excessively
checking writing to ensure no error was made

Repeated, "neutralizing” thoughts (eg, “I am not a violent
person,” repeated asking for reassurance that one did not
commit a violent or unwanted sexual act)

Repeatedly driving past crosswalks to check for imjured
pedestrians

Repeatedly arranging books on a bookshelf so that the spines
are exactly aligned

Religious Excessive concern with "right vs wrong™ Religious compulsions Excessive prayer or apologies to God; need to tell or confess
scrupulosity
Superstitions “Lucky" or "unlucky® numbers or colors Superstitious behaviors Avoiding writing unlucky numbers; repeating activities a certain
"lucky” or “right” number of times

2 Obsessions are unwanted. repetitive thoughts. with an obsessive fear of dropping infants may avoid interacting

b Compulsions are repetitive behaviors or thoughts. Often, but not always, with children altogether.

performed to address anxiety associated with obsessions. Avoidance behaviors “Individuals with contamination fears may not use public bathrooms

are also common in response to many obsessions. For example, an individual or public transportation.

JAMA. 2017:317(13):1358-1367. doi:10.1001/jama.2017.2200
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A RTICLE INFO ABSTRACT

medication, disease duration and scanner. The patient group characterized by overall lower symptom scores and
without high symptom severity in any specific domain showed the highest hippocampal volume. Finally, the

comparison with healthy controls demonstrated significantly lower hippocampal volumes in those patients
whose symptom profile was characterized by a high severity of ordering and checking symptoms.

comparison with healthy controls demonstrated significantly lower hippocampal volumes in those patients
whose symptom profile was characterized by a high severity of ordering and checking symptoms.

Conclusions: Present results provide further confirmation for alterations in hippocampus structure in OCD and
suggest that symptom profiles which take into account the multi-symptomatic character of the disorder should
be given greater attention in this context.




“...Poor-insight into obsessions, symmetry/hoarding and
contamination/washing dimension and the presence of certain
personality disorders are associated with poor response to
SRIs...”

(Hazari N, Narayanaswamy JC, Arumugham
SS)
Expert Rev Neurother. 2016 Oct;16(10):1175-91
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ORIGINAL ARTICLE

Alexithymia, suicidal ideation, and serum lipid levels
among drug—-naive outpatients with obsessive-compulsive
disorder

Domenico De Berardis, ' Nicola Serroni,!' Stefano Marini,' Gabriella Rapini,! Alessandro Carano,®

Alessandro Valchera,® Felice lasevoli,” Monica Mazza,® Maria Signorelli,° Eugenio Aguglia,®©
10

Giampaocolo Perna,” '®° Giovanni Martinotti,© Paola A. WVarasano, '® Gabriella Lucidi Pressanti,
Massimo Di Giannantonio®

Table 1 Comparison of Y-BOCS, SSI, and serum lipid levels between individuals with alexithymia (patients with a TAS-20
score = 61), without alexithymia (patients with a TAS-20 score < 61), and healthy controls, controlling for age, gender, BMI,
and MADRS scores (data expresseg an + SD)

Scores = 61\Scores < 61 Effect size
on TAS-20 pn TAS-20 Post-hoc (Cohen’s d),

(n=24, n=55, Controls Between groups analysis alexithymics
Overall 30.4%) 69.6%) (Nn=40) comparison (Bonferroni) VS. non-
(N=79) (1 (1 (ANCOVA) (df = 1.78) p-values alexithymics
Y-BOCS
Total score 26.0+5.4 32.5+4.1 23.2+2.9 - F=138.6, p < 0.001 - 2.61
Obsessive subscale 14.1+=2.8 16.9x2.4 12.8+1.9 - F =686, p << 0.001 - 1.54
Compulsive 11.9+31 15.5+2.3 10.3+1.7 - F=118.7, p < 0.001 - 2.57
subscale
SSi 3.3+3.2 7.2+2.9 1.6+1.2 - F =143.8, p < 0.001 - 2.52
TC (mg/dL) 183.4+16.6 172.1x12.2 188.4+-12.9 184.3+25.0 F =293, p < 0.001 0.001 I < II, 1N 1.30
HDL-C (mg/dL) 51.7+8.6 44.5+3.4 54.8+8.4 53.6+9.4 F =456, p < 0.001 0.001 I < II, 1N 1.61
COC-C (mg/dr) 1066 148 O/6+11.5 110.6=14.4 107.4+=17.3 F=16.1, p < 0.001 0.001 I < II, Il 1.00
VLDL-C (mg/dL) 23.7+5.5 28.1+4.3 21.8+4.8 21.2+5.8 F=81.2, p < 0.001 0.001 | =1, N 1.38
TG (mg/dL) 127.7+=18.5 140.8x22.7 122.012.9 124.4+20.1 F=212, p < 0.001 0.001 | =1I, I 1.02
TC/HDL-C ratio 3.6+0.5 3.9+x04 3.5+0.5 3.5*+0.6 F =149, p < 0.001 0.001 | = 1II, I 0.88
LDL-C/HDL-C ratio 2104 2.2+0.3 21*x04 2.1+0.5 F =39, p=0.05 0.05 1 = I, I 0.28

ANCOVA = analyses of covariance; BMI| = body mass index; df = degrees of freedom; HDL-C = high-density lipoprotein cholesterol; LDL-C =
low-density lipoprotein cholesterol; MADRS = Montgomery-Asberg Depression Rating Scale; SD = standard deviation; SSI = Scale for
Suicide ldeation; TAS-20 = Toronto Alexithymia Scale; TC = total cholesterol; TG = triglyceridemia; VLDL-C = very-low-density lipoprotein
cholesterol; Y-BOCS = Yale-Brown Obsessive Compulsive Scale.












Table I. Adult selective serotonin reuptake inhibitor dosing guidelines for obsessive-compulsive disorder

Serotonin reuptake Starting" Usual target Usual maximum Occasional’
inhibitor

Clomipramine 25 100-250 20 h
Escitalopram 10 20 40 60
Fluoxetine 2 40-60 80 120
Fluvoxamine 50 200 300 450
Paroxetine 2 40-60 60 100
Sertraline’ 50 200 200 400
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Atypical antipsychotic augmentation in SSRI
treatment refractory obsessive-compulsive
disorder: a systematic review and meta-analysis

David Veale'"”, sarah Miles', Nicola Smallcombe?, | laben Ghezai',

Ben Goldacre® and John I lodsoll’

Revview. Antipsychotic treatment of OCD
Comparison: 4 antipsychotic drugs vs placebo
DOuicome: YBOCS change

%
Placebo Antipsychotic
Study and Anti hotic
dy psyc Mean (D) Mean (SD} WMD 95% C.I. Weight
i
Risperidons McOougle, 2000 217 (7.18) 7.95 (9.09) | 5.78 (1.06, 10.50) 4.09
|
Hollender, 2003 1.33 (6.39) 6.1 (9.39) I - 477 (-1.70. 11.24) .18
I
Erzegovesi 2005 1.8 (5.98) 7.9 (7.25) 1' 610 (086, 11.34) imn
|
Simpson, 2013 2 8(8.09) 3.5(9.1) i 0.70 (-2.57, 3.87) 8.52
Storch, 2013 304 (7.07) 798 (11.8) -
1 4.04 (-0.71. 8.79) 4.03
Olanzapinge Bystritsky, 2004 4.5 (4 47) 4.2 B.53) |
—— . 4,70 (1.26, B.14) .71
Shapira, 2004 547 (4.57) 3.8 4a.34) ]
— ] -1.67 (-4.37_1.03) 12.48
r
Quatiapine Denys, 2004 1.8 (6.51) 49 {6.65) : 7.20 {317, 11.23) 559
]
I Carey, 2005 T.2(7.28) T.1(7.82) : -0.10 (-4 .56, 4.38) 4.58
I
Finabarg, 2005 1.4 (5.01) 14 ({7.15) 1 2.00 (-2.29. 6.29) 4.95
l
—_— .
Koedon, 2008 385 (4.58) 522 {6.5T) i 1.37 |-1.47, 4.21) 11.30
i
Dyindz, 2011 6.7 (5.62) 0.1 {7.31) : -6.60(-10.27. -2.93) B.T5
]
Aripiprazole Muscalsllo, 2011 0.15 [4.85) 6.6 (8.24) | ——— 545 (344, 9.48) 10.08
i
| | .
Sayyah, 2012 0.92 (3.99) 7.1 (6.91) | —— £.18 (367, 8.69) 14.43
i
Total 95% (CI) Q
Test for heterogeneity: Chi¥ = 61.98, df = 13 (P = 0.000), 17 = 79.0% ! 267 (1.71, 362) 100.00
Test for overall effect: £ =548 (P = 0.000 ) :
T . L L L L

¥ .

YBOCS change

. 1 3z 2 4 § # T 2 ® WM M
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Antipsychotic augmentation in the treatment of obsessive-compulsive

disorder

Abel Thamby, T. S. Jaisoorya

Department of Psychiatry. OCD Clinic. NIMHANS. Bengaluru. Karnataka. India

Table 1: Antipsychotic augmentation in
obsessive-compulsive disorder (taken with permission
from the Indian Psychiatric Society guidelines for the
management of obsessive-compulsive disorder, 2017)

Drug Recommended Strength of
dose (mg/day) recommendation
Anpiprazole 3-10 A
Risperidone 1-3 A
Halopenidol 2.5-10 B

A — Consistent, good quality patient-oriented evidence, i.e., meta-analysis of
RCT with consistent findings or high-quality individual RCT, B - Inconsistent or
limited-quality clinical trials or studies with inconsistent findings/lower quality
clinical trial/cohort study/case—control study. RCT — Randomized controlled
trials

CONCLUSIONS AND RECOMMENDATIONS

Antipsychotics are currently the first-line pharmacological
augmenting agents for OCD. Current evidence suggests that
among patients augmented with antipsychotics, one in three
SSRI-resistant OCD patients will show a response. Among
antipsychotics, risperidone, and aripiprazole have the best
evidence, with haloperidol to be considered as second-line
owing to its unfavorable side-effect profile. Antipsychotics
should be administered in low-to-medium doses and should
be discontinued if there 1s an unsatisfactory response after
an adequate trial not longer than 3 months. Long-term use
should be considered only after weighing the risks and
benefits.

© 2019 Indian Journal of Psychiatry | Published by Wolters Kluwer - Medknow
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Treatments used for obsessive—-compulsive disorder—An
international perspective

Vlasios Brakoulias™t I Wladan Starcevic®! | Umberto AlbertZ= | Shyam Sundar Arumugham™® |

Results: The study surveyed 19 expert centres from 15 countries (Argentina, Aus-
tralia, Brazil, China, Germany, Greece, India, ltaly. Japan, Mexico, Portugal, South
Africa, Spain, the United Kingdom, and the United States) providing a total sample
of 7.340 participants. Fluoxetine (n = 272; 13.22%) and fluvoxamine (n = 213; 12.495)

were the most commonly used selective serotonin reuptake inhibitor medications.

Risperidone (n = 428; 7.395) and aripiprazole (n = 415; 7.125) were the most commonly
used antipsychotic agents. Neurostimulation techniques such as transcranial magnetic
stimulation, deep brain stimulation, gamma knife surgery., and psychosurgery were

used in less than 1% of the sample. There was significant wvariation in the use and

accessibility of exposure and response prevention for QCD.

Conclusions: The variation between countries in treatments used for OCD needs
further evaluation. Exposure and response prevention is not used as frequently as
guidelines suggest and appears difficult to access in most countries. Updated treat-

ment guidelines are recommended.
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Matthew E. Hirschtritt, MD, MPH; Michael H. Bloch, MD, M5; Carol A. Mathews, MD

Table 3. First-Line Behavwvioral and Pharmacologic Treatment Options for Obsessive-Compulsive Disorder in Adults®

Modality Description Frequency and Duration SMD (9525 CI) MMNT (952 CI)
Psychotherapy
ExXposure-responss Controlled, repeated, and prolonged exposure to 12-20 weekly sessions or weekday
prevention obsession-triggering stimuli with instructions daily sessions for 3 wik; periodic
to avoid compulsive behawvior “booster™ sessions may be offered
within 3 -6 mo after initial treatment 1.33

b.4a0
Cognitive therapy Identifying maladaptivefillogical beliefs about (0.91-2_57F)b-40 =
obsessions that drive behawvior {ea, compulsions)
and developing more useful schemas to counter
erroneocus appraisals/valuation of obsessions

Medication

Starting Dose, g/ d Target Dose, g/ d
SSRIs*®
Fluoxetine 20 80
Fluvoxamine 50 200
sertraline 50 200 ?55;_4—0 92y deaa 5 (3-8)9F2a
Paroxetine 20 60
Citalopram 20 09
Escitalopram 10 20
Tricyclic
Clomipramine 25 250 0.95 .
(0.68-1.25)-*5
Abbreviations: NNT. number needed to treat: SMD, standardized mean = Assuming SD = 8.65 for the Yale-Brown Obsessive-Compulsive Scale.
difference;: SSRI. selective serotonin reuptake inhibitor. f MMNT may differ by dose.
= The treatment modalities described are associated with an "A™ Grading of = The Food and Drug Administration has issued a recommendation not to
Recommendations Assessment. Development and Evaluation level of exceed a daily dose of 40 mg because of increased risk of QT-segment
aevidence. The referances represent systematic reviews or meta-analyses. prolongation. and not to exceed 20 mg among certain populations
B Comparators consisted of unblinded control conditions (n = 37 trials). (eg. >60 years, coadministration of cytochrome P450 2C19 inhibitors
There is insufficient evidence to support the superiority of cognitive therapy such as cimetidinea).*=
VS exposure-response prevention. P Trough (=12 h postdose) combined serum concentration of clomipramine and
© Assess adequate response to SSRI therapy 8-12 weelks after initiation. desmethylclomipramine showuld remain <500 ng/mL to reduce risk of seizure
with 4-6& weeks at maximal tolerable dose . 2%-37 There is insufficient evidence and cardiac-conduction delay.
to support the superiority of any particular SSRI over any other. All appear ! Comparators consisted of blinded. placebo-controlled conditions (n = 7 trials).
o have similar efficacies. fluvoxamine (n = 1 trial), and desipramine {(n = 1 trial). There is insufficient
9 Comparators consisted of blinded, placebo-control conditions (n = 17 trials). evidence to support the superiority of clomipramine ws any of the SSRIs.

JAMA. 2017:317(13):1358-1367. doi:10.1001/jama.2017.2200
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Deep-brainstimulation, which was initially piloted for the relief
of movement disorders suchas those foundin Parkinson disease and
has since expanded to include neuropsychiatric disorders, involves
the surgical implantation of electrodes and the introduction of tar-
geted electrical stimulation to specific brain regions. Deep-brain
stimulation for OCD typically targets the anterior limb of the inter-
nal capsule/nucleus accumbens or thalamus/subthalamic nucleus.”
Crossovertrials comparing OCD symptomatology and severitywhen
the implanted electrodes are on compared with when they are off
demonstrate the efficacy of deep-brain stimulation for both brain
regions,” and recent studies have further refined the brain regions
of interest, improving treatment outcomes.”® A meta-analysis of 31
studies involving 116 participants with OCD who underwent deep-
brain stimulation estimated a 45.1% decrease in post-treatment

¥-BOCS totalscoreand a 60.0% response rate (defined as >35%re-
duction in post-treatment Y-BOCS score).” Although nonsurgical

duction in post-treatment Y-BOCS score).”™ Although nonsurgical
neuromodulation technigues, such as electroconvulsive therapy and
repetitive transcranial magnetic stimulation, both of which have dem-
onstrated efficacy in specific mood disorders, have been investi-
gated in the treatment of OCD, the current body of evidence is too
limited to comment meaningfully on their effectivenessin OCD.”"”®

There are also several promising pharmacologic augmen-
tation strategies for treatment-resistant OCD whose efficacy
has not yet been clearly demonstrated. In particular, specific
agents with adequate safety profiles and preliminary evidence of
OCD symptom reduction in open-label or small RCTs include
ketamine,>®->® riluzole,®°-®! N-acetylcysteine,®? memantine,®

lamotrigine,®* celecoxib,®® and ondansetron.®® There is also inter

est in the use of nutraceuticals such as myoinositol, glycine, milk
thistle, and serotonin (5-hydroxytrypophan),®” although thereis in-
sufficient evidence to support the routine use of any of these agents

in treating OCD.

JAMA. 2017:317(13):1358-1367. doi:10.1001/jama.2017.2200
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Glutamatergic augmentation strategies in obsessive—compulsive disorder
Indian | Psychiatry 20194155855,
Karthik Sheshachala, Janardhanan C. Naravanaswamy

Table 2: Summary of Glutamatergic medications used in These agents represent a viable alternative in treatment
treatment of obsessive-compulsive disorder refractory patients, where better-proven stratesies have been
‘dav ; : : '
Drug Dose/das :;:BEIIE Adverse effects exhausted. Among these, memantine appears to be more
Memantine 20 me B Headache. somnolence. promising in terms of the number of good quality positive
confision (rare) _ trials. Ketamine for OCD is still in experimental stages,
N-acetyl 2400 mg 2 Nausea, vomuting, flushing of — ] h
cysteine skin (rare) unlike in treatment of depression where encouraging results
Lamotrigine 100 mg 2 Rash. 5J5 are obtained. However, there is a need to further evaluate
Topiramate =200 mg 2 Renal stones ] ] . ] ]
Rituzole 100 mg 2 Nausea, vomiting. fatigue. its efficacy, given the rapid onset of action. It may lend itself
o _ elevated LFT (rare) as a molecule to examine the glutamatergic hvpothesis of
Glycine 60 g No evidence Nausea. disagreeable taste, ) " m— )
constipation the disorder. Anticonvulsant medications — topiramate and
Dcycloscnne 125 Noewdence Headache, sommigggsas lamotrigine — have demonstrated only a modest benefit.
mg/infusion vertigo, tremors, convulsions . .
(at higher doses) However, they may work in a small subset of patients.
Level 2 evidence: Lesser quality RCT, prospective comparative study, NAC has large RCT with positive results and some recent

retrospective stud*,r_; untreatgd controls from an HET._SJS - Stewen—-.lphnsnn . ] . )
syndrome; LFT — Liver function test, RCT — Randomized controlled trial RCTs with negative findings. NAC may be considered as
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N-acetylcysteine augmentation therapy for moderate-to-severe
obsessive—compulsive disorder: randomized, double-blind,
prlacebo-controlled trial

K. Paydary, A. Akamaloo, A. Ahmadipour, F. Pishgar, 5. Emam=zadehfard and 5. Akhondzadeh
STUMMARY

What is known and objective: N-acetylcysteine (NAC) has been
proposed as a potential therapy for obsessive—compulsive
disorder (OCD) as it may regulate the exchange of glutamate
and prevent its pre-oxidant effects. The aim of the present
double-blind, placebo-controlled trial was to assess the efficacy
and tolerability of NAC augmentation in moderate-to-severe
(OCD) treatment.

Methods: In this randomized, double-blind, two-centre, placebo-
controlled, 10-week trial, patients with moderate-to-severe OQOCD
were enrolled. Patients were randomized into two parallel
groups to receive fluvoxamine (200 mg daily) plus placebo or
fAluvoxamine (200 mg daily) plus NAC (2000 meo daily). A total of
44 patients (22 in each group) were visited to evaluate response
to therapyv using the Yale-Browmn Obsessive-Compulsive Scale
(Y-BOCS) at baseline, and at weeks 4, 8 and 10. Side effects were
recorded using predesigned checklists upon each wvisit.

Results and discussion: Repeated-measures ANOVA showed a
significant effect for time X treatment interaction (Greenhouse—
Geisser corrected: F = 514, d.f. = 1-64, P = 0-012) in the Y-BOCS
total score and asignificant effect for time X treatment interaction
(Greenhouse—(Geisser corrected: F = 5.44, d.f. = 1-54, P = 0-011)







Meuroscience and Biobehavioral Reviews 86 (2018) 5165

Contents lists available at Sciencelirect

Neuroscience and Biobehavioral Reviews

journmnal homepage: www.elsewvier.com/locate/ mneubioraew

Treatment of PANDAS and PANS: a systematic review )
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Sofia Sigra ., Eva Hesselmark< -+, Susanne Bejerota’b’c

= School of Medical Sciences, Orebro Liriversity, O rebro, Sweden
" [iniversity Health Care Research Center, Faculty of Medicine and Health, Orebro University, Orebro, Sweden
= Drepartrnent of Clinical WNearoscience, Farolinska Insttutet, Svockholm, Sweden

Successful treatment of any medical disorder depends on careful
diagnostic workup, identification of pathogeneses, appropriate treat-
ment, and valid evaluation of response. In the field of PANDAS, PANS,
CANS, and PITAND, all of these steps are problematic. Our findings
indicate that there is no strong evidence to recommend treatment of
PANDAS, PANS, CANS, and PITAND with antibiotics, tonsillectomy,
immunomodulation, CBT, SSRIs, or neuroleptics. Nevertheless, in many
case reports, authors note remarkable improvement after treatment
with IVIG, antibiotics, and TPE and it is possible that flare duration may
be shortened by NSAID or corticosteroids.

In the era of personalized medicine, symptoms of PANDAS, PANS,
and PITAND and related disorders should be treated on a case-by-case
basis. Careful collection of etiological clues and treatment outcomes can
be beneficial to patients and the research field alike. While awaiting
valid and well-designed RCTs, treatment of PANDAS and PANS with
antibiotics, IVIG, TPE, and, or corticosteroids — in addition to SSRIs and
CBT— can be defended in clinical practice if treatment response can be
expected. For instance, the use of antibiotics and tonsillectomy may
prevent recurring strep infections (Burton et al., 2014), and treatments

with IVIG, TPE, NSAIDs, and corticosteroids should be considered in
cases with clinical evidence of neuroinflammation. Our findings should

encourage further ewvaluations of potential treatments for these dis-
abling disorders.




Anftibiotics for PANDAS?

Limited Evidence: Review and Putative Mechanisms of Action

Elisabetta Burchi, MD.,*®* and Stefano Pallanti, NID, PhD"<4

Table 2. Neuroimmune Activities of Antibiotics and SSRis

Activity [-Lactams Macrolides 55Rls
Modulation of neuratrasmitter signaling  +GLT XGABA-A receptors
t5-HT, DA xAction on macrabiota
¥(ABA-A receptors
xAction on micrabiota
Immunomodulating effects +ROS, IL-1, L6, IFN-y, TNF-a ¥IL6, IL-8, IL-12, THF-0, TLR4, INCS  #IFN-y, IL-B, IL-2, IL-6, TNF-a
bAstroglial and microglial modulation  $IL-10 +T cell proliferation
thctivated neutraphils tLymphocyte apoptosis
Neurogenesis +Apoptosis tHyppocampal neuragenasis

Abbreviations: DA=dopaming, 5-HT = 5-hydroxytryptamine (serotonin), GABA-A=y-aminobutyric acid type A, GLT1 =glutamate transporter 1,
IFH = interferon; IL =interleukin; iNO%= inducible nitric oxide synthase; RO5 = reactive axygen species, 551 = selective serotonin reuptake inhibitor,
TLR4=taoll-like receptor 4 TNF-a=tumor necrosis factor a

Symbols: t=increase, += decrease x =antagonism,

hitps /fwww psychiatnist.com/_layouts/PPP Psych.Controls/AricleViewer ashx ?AricleURL=/PCClarticle/Pages/2018~20n03M1 702232 aspx
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Factors Associated with Depression in Obsessive-Compulsive Disorder:
A Cross-Sectional Study
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ru , Nilgiin
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ABSTRACT

Conclusion: COur study suggests that mammy factors are stronghy associated
with depression imn OCLD) Positive correlations between poor insight,
severity of obsession and compulsion, and stressful life events during

the last six months Increased the risk of depression in OC D Our study
suggests that high level of avoidance, instability and retardation, histormy
of suicidal attermpt, and delayed treatment are other notable factors
associated with the development of depression im OC

depression (OCD—-MDD, n=77) were included in the study. All patients . . . , =

were diagnosed with OCD using the Structured Clinical Interview for severity of obsession and compulsion, and stressful life events during
DSM-IV. The Yale—Brown Obsessive-Compulsive Scale, Beck Anxiety the last six months increased the risk of depression in OCD. Our study
Scale, and Beck Depression Scale were administered to all patients. suggests that high level of avoidance, instability and retardation, history
After the socio-demographic and clinical variables and scales were of suicidal attempt, and delayed treatment are other notable factors

accomplished, the OCD patients divided into two groups as OCD with or associated with the development of depression in OCD,
without depression and we compared their mean scores of the variables
and scales. Univariate analyses were followed by logistic regression. Keywords: Obsessive-compulsive disorder, depression, symptom, factor
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The role of eveningness in obsessive-compulsive symptoms: Cross-sectional | )
and prospective approaches
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ARTICLE INFO ABSTRACT

Keywords: Background: Eveningness may be defined a
Eveningness Previous research has linked eveningng
Chronotype highlighted circadian dysreg g

Circadian

Sleep

oCcD

oe) eveniy

od self-report approach, unselected sample, and lack of experimental manipulation.

OCD may uncover novel physiological mechanisms.
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ORIGINAL ARTICLE

WILLEY RELsBIRAAE I 4L

Canadian Network for Mood and Anxiety Treatments (CANMAT)
and International Society for Bipolar Disorders (ISBD) 2018
guidelines for the management of patients with bipolar disorder

Obsessive compulsive disorder

Obsessive compulsive disorder was re-categorized in DSM-5 and is
no longer characterized as an anxiety disorder; however, anxiety is a
cardinal feature. OCD is a comorbid condition in 10%-20% of patients
with BD73¢7% compared with 2%-3% in the general populaticrn.m
However, the prevalence appears to vary widely, depending on the
clinical setting and bipolar SUbl’ypE.ml Comorbid OCD may be more

731

common in children and adolescents with BD than in adults™" and has

Bipolar Disorders. 2018;20:97-170.

timize prophylactic antimanic agents before initiation. The CANMAT

Task Force 2012 report included several small case reports indicating

the potential benefit of lithium,”* anticonvulsants,”*7%

in E,T-’-"J.N-B 745750

olanzap-

risperidone, quetiapine”? and aripiprazole 7> for the
treatment of comorbid OCD (all level 4 evidence).

Since the 2012 CANMAT publication, there has been very limited
new evidence regarding the treatment of comorbid BD and OCD. Two

published case reports described successfully employing aripiprazole
753

and Dr3||‘f?54 for patients with intractable bipolar and

once monthly
OCD symptoms. Another case report described benefits of ECT,” and

a small trial also found benefits with adjunctive topiramate (level 3].?55

wileyonlinelibrary.com/journal/bdi |






Figure 2. Diagnosis of Trichotillomania

DSM-V
Criteria

A. The person must be removing hair from a body region

B. The person must have tried to stop or decrease hair removal

C. The removal must cause significant distress or impairment in at least 1
area of functioning

D. The hair pulling or loss cannot be caused by another medical condition

E. The hair pulling is not better explained by some other mental disorder
and its symptoms

Location of
Hair Loss

Carefully examine all areas of potential hair loss or
varying length of hair at different stages of growth

Physical
Examination

Presence of
Scarring

Regrowth potential can be examined by identifying the
presence or absence of scarring

Presence of
Abdominal
Mass

Abdominal mass may indicate a secondary condition
caused by swallowing hair

Flame Hairs

Short hairs with darker tulip-shaped ends

Trichoscopy

Tulip Hairs

| Proximal hair residue that remains after pulling anagen hairs

V-Sign

Two hairs rising form the same follicular opening and
broken at the same level

Hair Pull Test

Positive Trichotillomania Pull Test: >10% of hairs released when pulling

20—60 hairs between the thumb and forefinger

Hair Punch
Biopsy

Positive Hair Punch Biopsy: Follicular damage post external insult that is

nonscarring and noninflammatory

Mohammad Jafferany
Arsh Patel, MS*

Prim Care Companion CNS Disord
2018;20¢6): 18nr(2344



Figure 3. Treatment of Trichotillomania (TTM)

Pharmacologic

Nonpharmacologic

Selective Serotonin Reuptake Inhibitors (SSRIls)

Cognitive-Behavioral Therapy

The most common treatment for TTM due to
its classification under the obsessive-compulsive
disorder spectrum; studies indicate mixed results

in efficacy in successfully reducing the
hair-pulling behavior

Reduces the cycle of repetitive hair-pulling
behavior induced by stressful situations and
boredom by increasing awareness of the patient’s
behaviors and avoidance of potential triggers

Clomipramine (tricyclic antidepressant)

Habit Reversal Therapy

Studies have shown greater benefits in the
treatment of TTM symptoms compared to SSRIs

Olanzapine (antipsychotic)

A. Awareness training

B. Competing response training
C. Motivation techniques

D. Generalization training

Studies indicate effectiveness in reducing the
severity of TTM symptoms; the dopaminergic
properties of olanzapine are most likely related to
its ability to lower repetitive movements in TTM
and Tourette’s disorder

Acceptance and Commitment Therapy

Identifies and encourages the acceptance of
negative thoughts and emotions in TTM patients

Mood Stabilizers and Anticonvulsants

Social Support

Lithium (mood stabilizer) and lamotrigine,
topiramate, and oxcarbazepine (anticonvulsants)
have been shown to be beneficial in the treatment
of TTM due to their potential role in altering sex
hormones specifically during puberty and
childbirth

A. Peer support groups

B. Educating family members about TTM and
encouraging their involvement in monitoring
of hair-pulling behaviors

C. Involvement of occupational or school
counselors

N-Acetylcysteine (NAC)

Studies have shown symptom improvement in
children and adults with TTM with NAC by
increasing levels of endogenous antioxidants and
reducing TTM mediated cellular oxidative stress

Experimental

Response inhibition
training (children)

Awareness-enhancing
monitoring devices
(adults)

Mohammad Jafferany

Arsh Patel, MS*
Prim Care Companion CNS Disord
2018;20(6):18nr02344
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Trichotillomania: a good response to treatment with N-acetylcysteine®

Livia Ariane Lopes Barroso' Flavia Sternberg’
Maria Natalia Inacio de Fraia e Souza! Gisele Jacobino de Barros Nunes!

DO http:// dx.doi.org/10.1590/ abd1806-4841.20175435

Abstract: Trichotillomania is considered a behavioral disorder and is characterized by the recurring habit of pulling one’s hair,
resulting in secondary alopecia. It affects 1% of the adult population, and 2 to 4.4% of psychiatric patients meet the diagnostic
criteria. It can occur at any age and is more prevalent in adolescents and females. Its occurrence in childhood is not uncommon
and tends to have a more favorable clinical course. The scalp, eyebrows and eyelashes are the most commonly affected sites.
Glutamate modulating agents, such as N-acetylcysteine, have been shown to be a promising treatment. N-acetylcysteine acts
by reducing oxidative stress and normalizing glutaminergic transmission. In this paper, we report a case of trichotillomania
with an excellent response to N-acetylcysteine.

Keywords: Acetylcysteine; Alopecia; Glutamates; Trichotillomania

An Bras Dermatol. 2017:92(4):537-9.
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H cwpatoduopopdododikn dratapoxn xapaktnpiletol amo Eviovn
EVOLOXOANGCN TOU OTOUOU HE EVA I TIEPLOCOTEPA PAVTAOTLKA EAQTTWHOTO
N ATEAELEC OoTNV €EWTEPLKN TOU €udavion, ou dev eivat epdovi N
EKTLLWVTOL WC EAAYLOTO OTO AAAOUC.

YUupwva pe to DSM-5 yia va 00¢et dtayvwon
cwpatodbuopopdododiknc dtatapaxng, o MPEMEL KATIOLA OTLYUN KOTA TN
Slapkela TS dlatapaynS TO ATOUO VA EKTEAECEL eMavOAaUBAVOUEVEC
ouunepLdopEeC (Try. EAeyxoc umpoota o€ KaBpedtn, avalntnon
emBeBalwonc) N vontkee mpagelc (cuykplon TS epdavion Tou ATOUOU
O€ OXEON ME KATolov aAAoV) wc amavinon o€ SLKEC TOU aVNOUXLEC o€
OXEON HLE TNV EpdAvLIon.



Recent advances in understanding and managing body (!)

dysmorphic disorder

Georgina Krebs, ' Lorena Fernandez de la Cruz,” David Mataix-Cols

HOW COMMON IS BDD?

In a recent systematic review, the weighted prevalence of BDD was
estimated to be 1.9% in community samples of adults and 5.8%—7.4%
In psychiatric settings, highlighting the importance of clinical vigilance
for the disorder.'” Comparable rates have been found for adolescents,
with prevalence estimates ranging from 1.7%-2.2%'* ¥ in the commu-

as comorbidity and genetic factors. Nevertheless, a range of environ-
mental factors have been suggested to influence the development of
BDD, including childhood abuse, peer teasing and peer victimisation.
Studies have shown that adults with BDD report high levels of childhood
maltreatment, with up to 79% of patients reporting abuse.” Further-
more, retrospectively reported rates of abuse are elevated in patients
with BDD compared with healthy controls?* and patients with 0CD,”

CrossMark

234

A range of SRIs have been used in the treatment of BDD, including

fluoxetine,* fluvoxamine,™ citalopram,** escitalopram® and clomip-
ramine.*® Most evidence for the efficacy of pharmacotherapies in
30D comes from open trials, and only four RCIs of pharmacotherapy
have been conducted to date,*” “*~* which have found response rates
ranging from 53%-70%.*” *° The most recent RCT conducted was a

Further research is needed to establish the relative efficacy of different
SRIs and to compare pharmacotherapy to CBT in RCTs and meta-analytic
studies. There is also a need to further evaluate potential augmentation
strategies for BDD patients who do not respond to SRIs. To date, research
on augmentation strategies in BDD is limited to one small open trial and
one RCT which evaluated pimozide and olanzapine augmentation of fluox-
etine, respectively.*’” ® These studies did not find beneficial effects of
augmentation, but this warrants investigation as clinical experience and
guidelines suggest that SRI augmentation with an atypical antipsychotic
can be beneficial.*’

Evid Based Mental Health August 2017 Vol 20 No 3






>1to DSM-5, n mapacvcowpevon / amobnooupLlopoc opilletal wg
entipovn duokoAia anoppdPnc N amoxwpLopoU UTIAPXOVIWY,
aveEPTNTOU TNC TIpaYUATIKAC Touc aslac (Kpttnplo A).

Autn n SuokoAla cupBaivel AOyw EVTovVwVY MOPOPLINCEWV YLO
ATTOBNKEVLON AVTIKELLEVWV KA/ UTIOKELUEVIKNAC EVOXANONC OXETL(OMEVN
ue tnv anoppwn (Kprrnpto B).

Emtopevwe, n SuokoAio amoppdng EXEL WC ATIOTEAEGHA TNV
CUOCWPELON TIOAAWV UTTAPXOVTWYV OE XWPOUC OTILTLOU N EPYOCLOKOUC
XWPOUC, OTIOU N apXLKN XPron avtwv O&V glvol TTAEOV ETILTPETTH
(Kputnpto ).



Curr Neuropharmacol. 2019 Jan 24. doi: 10.2174/1570159X17666190124153048. [Epub ahead of print]

Pharmacotherapy for hoarding disorder: How did the picture change since its excision from OCD?
Piacentino D1, Pasquini M1, Sani G1, Chetoni C1, Cappelletti S2, Kotzalidis GD1

This brief review deals with the various issues that contributed to the creation of the new Diagnostic and
Statistical Manual condition of hoarding disorder (HD) and attempts at reviewing its pharmacotherapy. It
appears that after the newly founded diagnosis appeared in the literature as an autonomous entity,
distinct from obsessive-compulsive disorder, drug trials are not being conducted and the disorder is left
in the hands of psychotherapists, who on their part, report fair results in some core dimensions of HD.
The few trials on HD specifically regard the serotonin-noradrenaline reuptake inhibitor venlafaxine, and,
possibly due to the suggestion of a common biological background of HD with attention
deficit/hyperactivity disorder, the psychostimulant methylphenidate and the noradrenaline reuptake
inhibitor atomoxetine. For all these drugs, positive results have been reported, but the evidence level of
these studies is low, due to small samples and non-blind designs. Regretfully, there are currently no
future studies aiming at seriously testing drugs in HD.
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Dove

REVIEW

Excoriation (skin-picking) disorder:a systematic

review of treatment options

This article was published in the following Dove Press journal:

]
Meuropsychiatric Disease and Treatment Dan J Stein

14 July 2017

Conclusion

ED is often a chronic disorder associated with substantial
morbidity and comorbidity. Fortunately, a number of treat-
ment modalities are effective in reducing skin-picking
behaviors. The literature systematically reviewed here, and
previous meta-analyvses, emphasize the relatively sparse
evidence base. but also point to the benefit of behavioral

treatments.'”'®* SSRIs have been a mainstay of pharmacother-

apy., but there is now evidence from a RCT that NAC should
also be considered as a potential intervention. There is a need

for consensus on the optimal symptom severity measures,
and for additional controlled trials, using both explanatory
and pragmatic designs. In the interim, there i1s also a need to
improve accessibility to efficacious treatments.

Christine Lochner'
Annerine Roos'
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REVIEW ARTICLE
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Critical Review of the Use of Second-Generation Antipsychotics
in Obsessive—Compulsive and Related Disorders

Dongmi Kim' - Nicole L. Ryba' - Julie Kalabalik' - Ligia Westrich'
Table 1 Review process and publication selection

Drug names Initial screening Included in _

this review Obsessive—compulsive disorder, body dysmorphic disor-
der, trichotillomania, hoarding disorder, and excoriation
Aripiprazole 110 35 are characterized by preoccupation and repetitive behav-
Asenapine 4 0 ior, and are classified under ‘obsessive—compulsive and
Brexpiprazole 0 related disorders’ (OCRDs) in the latest edition of the
Cariprazine 0 0 Diagnostic and Statistical Manual of Mental Disorders.
Clozapine 200 4 A trial of second-generation antipsychotics is reserved as
lloperidone 5 0 a third-line option for patients with treatment-refractory
Fieaas [ 0 obsessive—compulsive disorder and body dysmorphic
LA disorder. There is no consensus on the trial of these

Olanzapine 282 43 agents in trichotillomania, hoarding disorder, and exco-
Paliperidone 10 1 riation.
Pimavanserin 0 9 Aripiprazole and risperidone may confer the most benefit
Quetiapine 102 24 across all the treatment-refractory OCRDs. The meta-
Risperidone 212 28 bolic adverse effects of the second-generation antipsy-
Ziprasidone 23 7 chotics, notably olanzapine, may outweigh the benefit of
. 1049 136 symptom improvement in OCRDs. Well designed studies

are needed to inform evidence-based therapy in OCRDs.




Augmentation strategies may help patients who
don't respond to first-line treatments

Table 3

Mechanism of action and common uses for alternative agents

Agent Mechanism Common uses
N-acetylcysteine | Role in the release of glutamate by Antioxidant to treat
modulating the cysteine-glutamate antiporter | acetaminophen overdose
Memantine Low-affinity antagonist of extrasynaptic Delay cognitive decline in patients
NMDA glutamate receptors with Alzheimer's disease
Ketamine More potent noncompetitive antagonist of Anesthetic. Drug of abuse
the NMDA receptor than memantine
Topiramate Directly inhibits AMPA/kainate glutamate Prevent seizures and headaches
receptors
Lamotrigine Reduce glutamate outflow through inhibition | Antiepileptic and mood stabilizer
of certain presynaptic voltage-gated sodium
channels
D-cycloserine Agonist at the glycine site on the Animal studies on learning, eg,
NMDA receptor fear extinction

AMPA: c-amino-3-hydroxy-5-methyl-4d-isoxaFolepropionic acid; NMDA: MN-methyl-D-aspartate

Current Psychiatry
Elana Harris, MD, PhD  Sergio V. Delgado, MD Vol. 17, No. 11



Augmentation strategies may help patients who
don't respond to first-line treatments

Literature summary of augmentation strategies

Beneficial as Not beneficial as Helpful early
augmentation to SSRI Mixed results augmentation or monotherapy in treatment
Memantine N-acetylcysteine Benzodiazepines D-cycloserine
Lamotrigine Topiramate

' Ketamine ' '

55RI: selective serotonin reuptake inhibitor

Current Psychiatry
Vol. 17, Na. 11

Elana Harris, MD, PhD  Sergio V. Delgado, MD



I GUEST EDITORIAL

Recent advances in obsessive compulsive and related disorders

Janardhanan C. Naravanaswamy. Shyvam Sundar Arumugham, T. S. Jaisoorva, Y. C. Janardhan Reddy
Consultants, OCD Clinic, Department of Psychiatry, NINMNHANS, Bengaluru, Kamataka India

and related disorders (OCRDs). First, in a major paradigm
shift, obsessive—compulsive disorder (OCD) has been moved
from the anxiety disorder section to the newly created
section on OCRDs in the latest version of the Diagnostic and
Statistical Manual of Mental Disorders, Fifth Edition {DSM-5).

second, in the last decade, considerable progress has been
made in understanding of the neuroanatomical correlates
of OCD. While the role of cortico-striato-thalamo-cortical
circuits in OCD is now well recognized, the role of other
areas such as parietal cortex and cerebellum is being
recognized. Global collaborative efforts are being made

OCD. Third, landmark studies have been published on the
role of the cognitive-behavioral therapy (CET) in treating
OCD. Fourth, research on brain stimulation in OCD, in
particular, role of deep brain stimulation (DBS), repetitive
transcranial magnetic stimulation (rTMS), and transcranial
direct cortical stimulation (tDCS) has accumulated. The US
Food and Drug Administration (FDA) has approved DBS to
treat refractory OCD under humanitarian device exemption.

Recently, the US FDA has also approved deep TMS for the
treatment of OCD. Finally, there is a great interest in OCRDs
other than OCD.
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