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Canadian clinical practice guidelines for the
management of anxiety, posttraumatic stress and
obsessive-compulsive disorders

Table 27 Recommendations for pharmacotherapy for OCD

First-line Escitalopram, fluoxetine, fluvoxamine, paroxetine, sertraline

Second-line Citalopram, clomipramine, mirtazapine, venlafaxine XR

Third-line IV citalopram, IV clomipramine, duloxetine, phenelzine, tramadol, tranylcypromine
Adjunctive First-line: aripiprazole, risperidone

therapy Second-line: memantine, guetiaping, topiramate

Third-line: amisu
ondansetron, pin
Not recommend

e, celecoxib, citalopram, granisetron, haloperidol, IV ketamine, mirtazapine, N-acetylcysteine, olanzapine,
, pregabalin, riluzole, ziprasidone
buspirone, clonazepam, lithium, morphine

Not Clonazepam, clon
recommended

e, desipramine

IV = intravenous; XR = extended release|

AP solo come “adjunctive therapy” nei resistenti

Katzman et al. BMC Psychiatry 2014, 14(Suppl 1):S1



Pharmacological treatment strategies
in obsessive compulsive disorder:

A cross-sectional view in nine
international OCD centers

Augmentation 2 1 Augmentation Agent

Antipsychotics ® 30.3%

Benzodiazepines W 24.9%

Antidepressants m 21.9%

Mood Stabilizers N 12.4%

Other Agents W 10.4%

% Augmentation Prescriptions

-

risperidone: 39.7%,
quetiapine: 24.7%
olanzapine: 12.3%

Van Ameringen et al. J Psychopharmacol 2014



TREATMENT-RESISTANT OBSESSIVE-COMPULSIVE DISORDER (OCD): CURRENT KNOWLEDGE
AND OPEN QUESTIONS

Umberto Albert, Andrea Aguglia, Stefano Bramante, Filippo Bogetto, Giuseppe Maina

First-line treatment: SSRI

Unsatisfactory response after
12 weeks at maximum dose

Add atypical Add CBT(ERP)
antipsychotic

v

If first-line
treatment is
citalopram or
clomipramine

v

Change route of
administration

Randomized, Open label
controlled studies studies

No response at all after 12
weeks at maximum dose

Switch to
another SSRI

v

No response after 12 weeks
at maximum dose

Switch to another
antidepressant
(clomipramine or
venlafaxine)

Clinical Neuropsychiatry 2013; 10: 19-30



Factors to consider in patients failing first trial of

antiobsessional monotherapy

Correct
Comorbid psychiatric diagnosis(OCD vs. Appropriate drug
conditions OGPD) therapy or
(e.g. Bipolar-OCD) psychotherapy

OCD subtype: 4 Adequate
tic-related dose/intensity
PANDAS (?)

Role of family
members Adequate duration

Compliance (12 weeks)




Appropriatezza del trattamento farmacologico

Starting Dose and Usual Usual Dose giornaliera

Incremental Dose Target Dose Maximum Dose raccomandata
SRI (mg/day)" (mg/day) (mg/day) nell’adulto (mg/die)
Citalopram 20 4060 %0 —> 20-60
Clomipramine 25 100-250 250 —> 75-300
Escitalopram 10 20 40 —> 10-20
Fluoxetine 20 40-60 B0 40 - 60
Fluvoxamine 50 200 300 —> 100 -300
Paroxetine 20 40-60 60 40 - 60
Sertraline’ 50 200 200 —> 50-200

APA Guidelines




Meta-analysis of the dose-response relationship of SSRI in
obsessive-compulsive disorder
MH Bloch', J McGuire', A Landeros-Weisenberger', JF Leckman' and C Pittenger?

Table 1 Dose classifications for selective-serotonin reuptake inhibitors

Medication Minimum (mg) Maximum (mg) Low (mg) Medium (mg) High (mg)
Fluoxetine 20 80 20-30 40-50 60-80
Sertraline 50 200 5075 100-175 200
Paroxetine 20 60 20-30 40-50 60
Fluvoxamine 150 300 50-150 200-250 300-350
Gitﬂlﬂprﬂm 20 6050 20-30 40-50 60-80
Escitralopram 10 40 10-15 20-25 30—-40

These dose categories were defined a priori and were calculated based on fluoxetine equivalents of SSRIs used in previous
meta-analytic studies of antidepressants and according to the American Psychiatric Association dose recommendations for
individual SSRIs in Obsessive-Compulsive Disorder.®"

Mol Psychiatry 2010; 15: 850-855



Meta-analysis of the dose-response relationship of SSRI in

obsessive-compulsive disorder
MH Bloch', J McGuire', A Landeros-Weisenberger', JF Leckman' and C Pittenger?

SSRI Dose Response Relationship

30+ - 5
—=a— Response Rate

- % - Y-BOCS Score 14

T L

PLACEBO MEDIUM HIGH
Dose

M
o

Absolute Response
Difference (%)
=k
o

Change in ¥Y-BOCS Rating

High>medium=low>placebo

Mol Psychiatry 2010; 15: 850-855



Quando valuto la risposta alla terapia farmacologica

(e quindi la resistenza al trattamenti)?
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Role and clinical implications of atypical antipsychotics in
anxiety disorders, obsessive-compulsive disorder,
trauma-related, and somatic symptom disorders:

a systematized review

Umberto Albert?, Claudia Carmassi®, Fiammetta Cosci®, David De Cori®
Marco Di Nicola®, Silvia Ferrari®, Nicola Poloni’, llaria Tarricone® and
Andrea Fiorillo"

Evidence of efficacy was considered the presence of positive results in two or more
double-blind placebo-controlled studies.

Table 2 Atypical antipsychotic use as augmentation in treatment-resistant obsessive-compulsive disorder (double-blind, placebo-controlled studies)

Antipsychotics References Sample (M) Trial duration (weeks) Dose (mg/die) Mean dose (mg/die) Minimal length of SRI treatment before enrollment in the study Results
Risperidone McDougle et al. (2000) 36 6 1-6 22+0.7 12 Risperidone > placebo
Hollander et al. (2003) 16 8 0.5-8 2.25+0.86 12 Risperidone > placebo
Erzegovesi et al. (2005) 20 6 0.5 (fixed dose) 0.5 (fixed dose) 12 Risperidone > placebo
Simpson et al. (2013) 60 8 0.25-4 1.9+1.1 12 Risperidone > placebo
Olanzapine Bystritsky et al. (2004) 26 6 5-20 11.2+86.5 12 Olanzapine > placebo
Shapira et al. (2004) 44 6 5-10 6.1+2.1 8 Olanzapine = placebo
Quetiapine Atmaca et al. (2002)* 27 8 50-200 91+41 12 Quetiapine > placebo
Denys et al. (2004) 40 8 100-300 200 8 Quetiapine > placebo
Carey et al. (2005) 42 6 25-300 168.8+120.8 12 Quetiapine = placebo
Fineberg et al. (2005) 21 16 50-400 215+124 12 Quetiapine = placebo
Kordon et al. (2008) 40 12 400-600 - 12 Quetiapine = placebo
Diniz et al. (2011)® 54 12 50-200 142+65 8 Quetiapine < placebo
Aripiprazole Muscatello et al. (2011) 40 16 15 (fixed dose) 15 (fixed dose) 12 Aripiprazole > placebo
Sayyah et al. (2012) 39 12 10 (fixed dose) 10 (fixed dose) 12 Aripiprazole > placebo
Paliperidone Storch et al. (2013) 34 8 3-9 4.94 8 Paliperidone = placebo

SR, serotonin reuptake inhibitor.
“Single-blind, placebo-controlled study.
“Double-blind, placebo, and clomipramine controlled study.

Int Clin Psychopharmacol 2016; 31:249-258



SRIs augmentation with antipsychotics in treatment-resistant OCD

Table 5 - Efficacy of antipsychotic augmentation in treatment-resistant OCD: double-blind, placebo-controlled studies

Antipsychotic Authors Sample Trial Dose (mg/dic.l Mean dose Minimal length of Results
(N) duration (mg/die) SRI treatment
(weeks) before enrollment

in the study

Risperidone McDougle et al. 2000 36 6 1-6 2.240.7 12 Risperidone>Placebo
Hollander et al. 2003 16 8 0.5-3 2.25+0.86 12 Risperidone>Placebo
Erzegovesi et al. 2005 20 6 0.5 (fixed-dofe) 0.5 (fixed-dose) 12 Risperidone>Placebo
Olanzapine Bystritsky et al. 2004 26 6 5-20 11.2+6.5 12 Olanzapine>Placebo
Shapira et al. 2004 44 6 5-10 6.1£2.1 8 Olanzapine=Plabebo

(patients in both arms improved)

Quetiapine Atmaca et al. 2002** 27 8 50-200 91+41 12 Quetiapine>Placebo
Denys et al. 2004 40 8 100-300 200 8 Quetiapine>Placebo
Carey et al. 2005 42 6 25-300 168.8+120.8 12 Quetiapine=Placebo
Fineberg et al. 2005 21 16 50-400 215+124 12 Quetiapine=Placebo
Kordon et al. 2008 40 12 400-600 - 12 Quetiapine=Placebo

Given the strength of the evidence, we do suggest aripiprazole or risperidone
augmentation (olanzapine augmentation may also be effective, but only when the

other two have failed) especially in patients who have shown a partial but
unsatisfactory response.

(patients in both arms improved)

** single-blind, placebo-controlled study # double-blind, placebo or clomipramine controlled study

Albert et al. Int Clin Psychopharmacol 2016; 31:249-258



A Double-Blind, Placebo-Controlled Trial of Olanzapine
Addition in Fluoxetine-Refractory Obsessive-

Compulsive Disorder

Nathan A. Shapira, Herbert E. Ward, Miguel Mandoki, Tanya K. Murphy, Mark C.K. Yang, Pierre Blier, and
Wayne K. Goodman

40

~&—Fluoxetine + Placebo (n=22)

—&— Fluoxetine + Olanzapine (n=22)
o Fluoxetine Dropouts (n=15)

—a— Fluoxetine Responders (n=15)

Y-BOCS score
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Double-Blind, Placebo-Controlled,
Pilot Trial of Paliperidone Augmentation in Serotonin
Reuptake Inhibitor-Resistant Obsessive-Compulsive Disorder

Table 2. Descriptive Statistics for Preintervention and Postintervention Outcomes

Placebo (n=17) Paliperidone (n=17)

Baseline, Posttreatment,  Within- Baseline, Posttreatment,  Within- Between-
Measure Mean (SD) Mean (SD) Subjectsd ~ Mean (SD) Mean (SD) Subjects d  Subjects d
YBOCS total 25.18 (4.32) 21.24 (8.16) 0.53 27.12 (5.68) 19.14 (11.13) 0.66 0.43
YBOCS obsessions 12.76 (1.95) 11.05 (3.97) 0.44 13.59 (3.36) 9.73 (5.80) 0.59 0.46
YBOCS C()mpulsions 12.41 (3.10) 10.19 (4.74) 0.52 13.53 (2.72) 9.41 (5.48) 0.76 0.30
CGI-S 5.18 (0.73) 4.21(1.29) 0.71 5.12 (0.99) 4.09 (1.66) 0.54 0.03
HDRS 15.88 (8.37) 13.18 (9.09) 0.28 20.31(11.64) 14.90(13.42) 0.37 0.08

Abbreviations: CGI-S = Clinical Global Impressions-Severity of Illness, HDRS = Hamilton Depression Rating Scale,
YBOCS = Yale-Brown Obsessive Compulsive Scale.

paliperidone=placebo

Storch et al. J Clin Psychiatry 2013;74(6):e527—e532



Canadian clinical practice guidelines for the
management of anxiety, posttraumatic stress and
obsessive-compulsive disorders

Table 27 Recommendations for pharmacotherapy for OCD

First-line Escitalopram, fluoxetine, fluvoxamine, paroxetine, sertraline
Second-line Citalopram, clomipramine, mirtazapine, venlafaxine XR
Third-line IV citalopram, IV clomipramine, duloxetine, phenelzine, tramadol, tranylcypromine

Adjunctive First-line: aripiprazole, risperidone

therapy Second-line: memantine, quetiapine, topiramate

-

ondansetron, pindolol, pregabalin, riluzole, ziprasidone
Not recommended: buspirone, clonazepam, lithium, morphine

Not Clonazepam, clonidine, desipramine
recommended

IV = intravenous; XR = extended release.

Katzman et al. BMC Psychiatry 2014, 14(Suppl 1):S1



Comparative efficacy of antipsychotic augmentation in

Authors

Li et al., 2005 72

Maina et al., 2008 ™
Selvi et al., 2011 7

Shoja Shafti et al., 2015 “

Study design

Double-blind

Single-blind
Single-blind

Double-blind

treatment-resistant OCD

Antipsychotics Dose (mg/die)

Risperidone vs Haloperidol ~ Risperidone: 1
Haloperidol: 2

Risperidone vs Olanzapine Risperidone: 1-3
Olanzapine: 2.5-10

Risperidone vs Aripiprazole Risperidone: 3
Aripiprazole: 15

Aripiprazole vs Quetiapine  Aripiprazole: 10
Quetiapine: 300

Results

Obsessions: Hal = Risp > Placebo
Compulsions: Hal = Risp = Placebo
Total YBOCS: Hal > Risp = Placebo

Risperidone = Olanzapine

Risperidone > Aripiprazole

Quetiapine > Aripiprazole

Albert et al. Evidence-based Psychiatric Care 2016; 95-104



D2 and D3 dopamine receptor affinity predicts effectiveness
of antipsychotic drugs in obsessive-compulsive disorders:
a metaregression analysis
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D2 and D3 dopamine receptor affinity predicts effectiveness
of antipsychotic drugs in obsessive-compulsive disorders:
a metaregression analysis
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8-week, single-blind, randomized trial comparing _—
risperidone versus olanzapine augmentation of Tassi di
serotonin reuptake inhibitors in treatment-resistant risposta
obsessive—compulsive disorder

Giuseppe Maina*, Enrico Pessina, Umberto Albert, Filippo Bogetto

Table 2 Lﬂespnnder rates at week 8 lvisit-wise and LOCF
procedures)

Risperidone  Olanzapine  #* df p
(N=25) N (%) (N=25) N (%)

Week 2
Visit-wise  0/25 (0) 0/25 (0) — 1 -
LOCF 0/25 (0) 0/25 (0) — 1 -
Week 4
Visit-wise  2/25 (8.0) 4/24 (16.7) 0.85% 1 0.417
LOCF 2/25 (8.0) 4/25 (16.0) 0.758 1 0.667
Week 6

Visit-wise 10/22 (45.5) 12/22 (54.5) 0.364 1 0.763
LOCF 10/25 (40.0) 12/25 (48.0) 0.325 1 0.776
Week 8

Visit-wise 11/22§(50.0) | 12/213(57.1)] 0.220 1 0.763

LOCF 11/25)(44.0) ) 12/25/(48.0)] 0.081 1 1.000
Response: improvement =35% at the YBOCS with respect to
beginning of the single-blind phase and a CGI-| score =2.

Eur Neuropsychopharmacol 2008; 18: 364-372



Tics moderate treatment response to antipsychotic

augmentation in adults

Patients with tics:

I_:> ARD 0.43 NNT 2.3

Patients without tics:

L:> ARD 0.17 NNT 5.9

ARD=Absolute Risk Difference
NNT=Number Needed to Treat

Bloch et al. Molecular Psychiatry 2006



Mean increase in kg

8-week, single-blind, randomized trial comparing
risperidone versus olanzapine augmentation of
serotonin reuptake inhibitors in treatment-resistant
obsessive—compulsive disorder

Giuseppe Maina*, Enrico Pessina, Umberto Albert, Filippo Bogetto

Weight gain at Week 8

3,00
2,50 p-=0.010

oV e U

2,00
1,50
1,00
0,50
0,00 1

Risperidone Olanzapine

Eur Neuropsychopharmacol 2008;18:364-72




A Long-Term|Trial of
the Effectiveness and Safety of
Atypical Antipsychotic Agents in Augmenting
SSRI-Refractory Obsessive-Compulsive Disorder

Table 2. Group Comparisons of Clinical Variables After 1-Year Treatment®”

SS5RI Responders, S5RI1 + Atypical
N =46 Antipsychotics, N =44
YBOCS
Total score, mean = 5D 13.7x 4.6 19.3 £ 6.8%
Improvement rate, mean £ 5D H0.0x 14.3 40,4 £ 17.9%
Percentage of subjects with YBOCS 50.00 31.80
reduction =50%
Body mass index (BMI)
BMI, mean £ SD, kg/m? 21.2£2.6 233 £3.1%
Rate of increased BMI, mean £ 5D 4.2x5.0 13.5£9.9%
Percentage of subjects with BMI increase = 10% 15.20 S0.00%
Fasting blood sugar and serum lipid profiles
Fasting blood sugar, mean £ 5D, mg/dL 80.9+ 9.3 BR.6 £ 7.3%
Triglycerides, mean + 5D, mg/dL 1159+ 44.8 165.0 £ 68.6
Total cholesterol, mean £5D, mg/dL 172.8 £32.1 I88.2 £32.6

Matsunaga et al. J Clin Psychiatry, 2009, 70: 863-868



Meglio sospendere |'antipsicotico dopo la risposta acuta?

Months on antipsychotic (lifetime)

No metabolic syndrome

p<.001

Metabolic syndrome

21.2% of the sample

19,7

0 5 10 15 20 25

General Hospital Psychiatry 2013; 35: 154-159



Antipsychotic augmentation for treatment resistant
obsessive-compulsive disorder: what if antipsychotic is
discontinued?

Giuseppe Maina, Umberto Albert, Simona Ziero and Filippo Bogetto

% of patients who relapsed after AP discontinuation

83,3%

72,2%

8 weeks 24 weeks

Int Clin Psychopharmacol 2003; 18: 23-28



Quetiapine Augments the Effect of Citalopram
in Non-Refractory Obsessive-Compulsive Disorder:
A Randomized, Double-Blind,
Placebo-Controlled Study of 76 Patients

Figure 2. CGI-I Scores by Visit for OCD Patients Receiving
Citalopram Plus Quetiapine (N=32) or Citalopram Plus
Placebo (N=37)

43 7 M Placebo
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3.5
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1
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* — p=.024
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Vulink et al. J Clin Psychiatry 2009; 70: 1001-1008



Canadian clinical practice guidelines for the
management of anxiety, posttraumatic stress and
obsessive-compulsive disorders

Table 33 Strength of evidence of treatments for anxiety and related disorders inlchildren and adolescentsl

Disorder Antidepressants Benzodiazepines and other treatments
ocD Fluoxetine (Level 1) [1264-1269] Antipsychotics
Clomipramine (Level 1) [1274-1276] Adjunctive aripiprazole (Level 3) [1293]
Citalopram (Level 2) [1264,1270] Other
Fluvoxamine (Level 2) [1271] Riluzole (Level 4) [1294]

Paroxetine (Level 2) [1272]
Sertraline (Level 2) [1273]

Katzman et al. BMC Psychiatry 2014, 14(Suppl 1):S1



Compound

Authors

Dose (mg/d)

Results

studi 111 GoHPio cleco, contraliati vs placebo
Piggot et al 1991

Buspirone

Piggot et al 1992
McDougle et al 1993
Grady et al 1993

30-60

Buspirone=placebo

Desipramine

Barr et al 1997

125 ng/ml (plasma level)

Desipramine=placebo

L4848 ¥

Inositol Fux et al 1999 1800 Inositol=placebo
Pindolol Dannon et al 2000 7.5 Pindolol>placebo
Gabapentin Greenberg et al 2001 Up to 3600 Gababentin=placebo
Clonazepam Crockett et al 2004 Clonazepam=placebo
Naltrexone Amiaz et al 2008 100 Naltrexone=placebo
Topiramate Mowla et al 2010 100-200 Topiramate>placebo
Berlin et al 2011 50-400 Topiramate=placebo
(> on compulsions only)
Afshar et al 2014 100-200 Topiramate=placebo
Lamotrigine Bruno et al. 2012 100 Lamotrigine>placebo
Memantine Haghighi et al. 2013 5-10 Memantine>placebo
Riluzole (Grant et al. 2014)* 100 Riluzole=placebo
Pittenger et al. 2015 100
* children

Dipartimento di Neuroscienze, Universita di Torino




ANTIPSYCHOTICS .

IN TREATMENT-RESISTANT  Fancesea soli
OBSESSIVE-COMPULSIVE ~ Stereetiana
DISORDER: WHICH
ANTIPSYCHOTIC, WHICH Iy s biotores
DOSE_AND HOW LONG

ANTIPSYCHOTIC ADDITION

SHOULD BE MAINTAINED

Take home messages for psychiatric care

» Augmentation of SRIs with antipsychotics is an evidence-based strategy in resistant OCD

* The overall response rate to antipsychotic addition is around 50%

» Among atypical antipsychotics, risperidone and aripiprazole may be considered the most effective in resistant OCD
» Further studies are required on the optimal dose and the ideal duration of antipsychotic add-on treatment

Evidence-based Psychiatric Care 2016: pp.95-104



