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Science to Practice

Top Ten Research findings of 2012-2013

Objectives

By the end of this session, the participant should be able to. . .

* Recognize that the current best evidence about a given
treatment must be considered and applied to clinical practice
wherever possible.

* Recognize that there remains a gap between science and
practice of clinical psychiatry.

* |dentify the most important™ research findings of 2012-2013
that have a direct bearing on the practice of clinical psychiatry.

*As identified by the methodology utilized for this presentation.
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the manufacturers of any commercial
products and/or providers of commercial
services discussed in this CME activity.
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faster than ever!
There is a deluge of

sorted, evaluated, and
applied.

information that must be

Knowledge is growing )

L

/

For today's and tomorrow's
physicians, the workplace is
going through cataclysmic
changes that very few will be
prepared to participate in

successfully and productively

unless they are information
literate.

/

When confronted by such an
overload of information, most of
us today tend to take the first or

most easily accessed

information—often without any
concern for the quality of that

information.
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How much information in our midst is useful? How

much of it gets in the way?

* As we accrue more and more of it,
information has emerged not only as a
currency, but also as a pollutant.

David Shenk. Data Smog: Surviving the Information Glut. San Francisco: Harper, 1998: 30.

We must cope with a rapidly changing

body of relevant evidence and maximize
the quality of medical care

Doctors
) need new
. sKills to:///
N P

-

Put it into Practice

- d

Distinguish it from Weak
and Irrelevant Evidence

7

Track Down the Strong
and Useful Evidence
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Signal-to-Noise Ratio [SNR]

» A qualitative measure of value received relative to
the garbage one must sift to get that value.

* How should we do the sifting?

» Can someone do the sifting for us? Who? [books,
journals, CME presenters, drug reps, etc.]

“It is wrong always, everywhere,
and for anyone, to believe
anything upon insufficient
evidence.”

W.K. Clifford {1876): "The Ethics of Belief"
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There is a long tortuous

road to a “Scientific Truth” if»? o

PREr ravinw.

FUIRLISIED

Repeated experimentation

YOU NMUST
ALWAYS OFFER
EVIDENCE
TO SUPPPPORT -
YOUR e
STATERMMENTS, 5
/ m\-

Methodology

e Literature Search

* Survey [Question: Amongst the papers published in the
period July 1, 2012 to June 30, 2013, which ones in your
opinion have [or likely to have or should have]
impacted/changed the clinical practice of psychiatry?].

«» AACDP «» AADPRT «» AACP
% AAPA % NCPA % GAP
+»+ Other Colleagues

e Faculty of 1000 Factor |=l@e sttt
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Disclaimers

* Selection of an article
— Clinical relevance/applicability

* Order in which the articles appear in the list is arbitrary

* The notion that these are definitively the “top” papers cannot
be defended.
— Itis likely that others would choose different papers to include or
exclude.

— However, these are papers of high quality with direct clinical
application.

Science to Practice

Top Ten Research
Findings of 2012-2013
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e Folic-acid and related deficiencies have been associated

with depression.

» A promising strategy for treatment-resistant depression
is to target the one-carbon cycle involving
homocysteine's conversion to methionine, where 1 -
methylfolate, facilitated by vitamin B12, acts as a
methyl donor; methionine next combines with ATP to
form S -adenosylmethionine, a methyl donor
facilitating dopamine, norepinephrine, and serotonin

synthesis.

L.-Methylfolate as Adjunctive Therapy for SSRI-Resistant
Major Depression: Results of Two Randomized,
Double-Blind, Parallel-Sequential Trials

Papakostas GI, Shelton RC, Zajecka JM, Etemad B, Rickels K, Clain A, Baer L, Dalton ED, Sacco GR, Schoenfeld

D, Pencina M, Meisner A, Bottiglieri T, Nelson E, Mischoulon D, Alpert JE, Barbee JG, Zisook S, Fava M:

A Popehiairg 16972, December X012

Objective: The aulhors conduded wo
multicenter sequential parallel compari-
son design trials to investigate the effect of
1-methylfolate augmentation in the treat-
ment of major depressive disorder in
patients who had a partial response or no
response to selective serotonin reuptake
inhibitors (SSRIs).

Method: Inthe first trial, 148 outpatients
wilh SSRI-resislant major depressive disor-
der were enrolled in a 60-day study divided
into two 30-day periods. Patients were
randomly asigned, in a 2:3:3 ralio, Lo
receive i-methylfolate for 60 days (7.5 mg/
day for 30 days followed by 15 mg/day for
30 days), placebo for 30 days followed by
i-methylfolate (7.5 mg/day) for 30 days, or
placeba for 60 days. SSRI dosages were
kept constant throughout the study. In the
second Irial, with 75 palienls, the design
was identical to the first, except that the
r-methyllolale dosage was 15 mg/day dur-

ing both 30-day periods.
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L-Methylfolate as Adjunctive Therapy for SSRI-Resistant
Major Depression: Results of Two Randomized,
Double-Blind, Parallel-Sequential Trials

Papakostas Gl, Shelton RC, Zajecka JM, Etemad B, Rickels K, Clain A, Baer L, Dalton ED, Sacco GR, Schoenfeld
D, Pencina M, Meisner A, Bottiglieri T, Nelson E, Mischoulon D, Alpert JE, Barbee JG, Zisook S, Fava M:

Results: In the first trial, no significant dif-

ference was observed in outcomes between

the treatment groups. In the second trial,

adjunctive -methylfolate at 15 mg/day Conclusions; Adjunctive r-methylfolate
showed significantly greater efficacy com- at 15 mg/day may constitute an cffective,
pared with continued SSRI therapy plus
placebo an both primary outcome mea- . ) ) )
sures (response rale and degree ol change strategy for patients with major depressive
in depression symplom score) and lwo disarder who have a partial response or no
scmn‘dary outcome measures of symptom response to SSRIs.

severily. The number needed Lo lreal [or
response was approximately six in favor
of adjunctive i-methylfolate at 15 mg/day.
1-Methylfolate was well tolerated, with rates
ol adverse events no dilferent from those
reported with placebo.

sale, and relatively well lolerated lreatment

(Am | Psychiatry 2012; 169:1267-1274)

The Papakostas et al. study suggests that L-methylfolate is a
useful

treatment for depression that has proved to be resistant to a
course of SSRI treatment. Previous studies of folic acid, folinic
acid, and L-methylfolate support this contention. L-methylfolate
was well tolerated and may be preferred by patients for that
reason. It may be particularly helpful in patients with the TT
genetic variant. The efficacy of L-methylfolate in resistant
depression has not been compared with that of other adjunctive
agents, nor has long-term use of the agent been reported in
major depression. The potential value of long-term
administration of L-methylfolate in individuals with recurrent

depression and the genGlicichizyMSESiSiErcySIparticulamym

intrigUing . The Evolving Story of Folate in Depression and
the Therapeutic Potential of .-Methylfolate

J. CRAIG NELSON, M.D,
At | Psychiatry 169:12, December 2012
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RESEARCH ARTICLE

Folate metabolism genes, dietary folate and response to
antidepressant medications in late-life depression

Brenda D, Jamerson'*?, Martha E. Payne®™®, Melanie E. Garrett®, Allison E. Ashley-Koch®, Marcy C. Speer™' and
David C. Steffens®

Objective: The primary aims of this study were to (i) determine whether folate metabolism genetic
polymorphisms predict age of onset and occurrence of late life depression; and (ii) determine whether
folate metabolism genetic polymorphisms predict response to antidepressant medications in late-life
depression.

Methods: This study used the Conte Center for the Neuroscience of Depression and the Neurocognitive
Qutcomes of Depression in the Elderly Study database, which includes individuals aged >60. The [olate
nutrition assessment was determined by the Block Food Frequency Questionnaire. Genotype was
evaluated for 15 single nuclestide polymorphisms from 10 folate metabolism genes. Logistic regression
models were used to examine genetic polymorphisms and [olate estimates with association with depression
age of onset and remission status.

Int | Geriair Psychiatry 2012

RESEARCH ARTICLE

Folate metabolism genes, dietary folate and response to
antidepressant medications in late-life depression

Brenda D. Jamerson'*?, Martha L. Payne®, Melanie E. Garrett®, Allison E. Ashley-Koch®, Marcy C. Speer™' and
David C. Steffens®

Results: There were 304 Caucasians in the database, 106 of these were not depressed and 198 had a
diagnosis of depression. There were no significant differences between remitters and non-remitters in
age, sex or estimated folate intakes. There were no folate estimates or folate metabolism gene single
nucleotide polymorphisms that significantly predicted age of onset of depression or accurrence of
depression. Methionine synthase reductase (MTRR) A66G (rs1801394) was significantly associated with
remission status (p=0.0077) such that those with the AA genotype were 3.2 times as likely as those with
the GG genotype to be in remission (p=0.0020). Methylenetetrahydrofolate reductase A1298C
(rs1801131) achieved a borderline signiﬁcance for association with remission status ( p=0.0313).

Conclusion: The major [inding rom this study is that the MTRR A66G genolype predicts response o
selective serotonin reuptake inhibitor antidepressants in late life depression. Copyright © 2012 John
Wiley & Sons, Lid.

Int | Geriair Psychiatry 2012
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Randomized Multicenter Investigation ol Folate Plus
Vitamin B,, Supplementation in Schizophrenia
Joshua L. Roffman, ML, MMS5c; |. Steven Lamberti, MLY; Lric Achtyes, MD, M5; Lric A, Macklin, Fhy);

Gail C. Galendez, DS5; Lisa I1. Racke, MA; Noah J. Silverstein, DA; fordan W. Smoller, MD, 5cD;
Michele Hill, MD; Donald C. Guff. MD

Importance: More ellective treatments are needed for Design: Parallel-group, randomized, double-blind, pla-
negative symptoms of schizophrenia, which are typi- cebo-controlled clinical trial of 16 weeks of treatment with
cally chronic, disabling, and costly. Negative symptoms 2 my of [olic acid and 400 py of vitamin By,.

have previously been associated with reduced blood
folate levels, especially among patients with low-
[unctioning variants in genes that regulate folate
metabolism, suggesting the potential wtility of folate Participants: Outpatients with chronic schizophrenia
S[[P[_‘llt‘ﬂlt‘[l[;ﬂiuﬂ_ who were psychiatrically stable but displayed persistent
symptoms despite antipsychotic treatment. Eligible pa-
Objectives: To determine whether folic acid plus vita- tients were 18 to 68 years old, were treated with an an-

tipsychotic agent for 6 months or more at a stable dose

mll? B supplemenlanon Ieduce; “"Ra‘l"'? SFT“P“-‘mS of tor 6 weeks or more, and scored 60 or more on the Posi-
schizophrenia and whether functional variants in folate- tive and Negative Syndrome Scale.

related genes influence treatment response.

Setting: Three community mental health centers affili-
ated with academic medical centers in the United States,

Intervention: One hundred forty subjects were ran-
domized to receive daily oral folic acid plus vitamin By,
or placeho,

JAMA Psychiatry. 2013;70(5):481-489.

Published online March 6, 2013,
doi:10.1001/jamapsychiatry.2013.900

Randomized Multicenter Investigation of Folate Plus
Vitamin B;, Supplementation in Schizophrenia

Jushuwa L. Reffmein, ML, MMS¢; | Steven Lamberli, ML, Erie Achlyes, MDD, MS; Eric A Macklin, PhL;
Gail C. Galendez, BS; Lisa H. Racke, MA; Noah J. Silverstein, BA; Jordan W. Smoller, MD, ScD;
Michele 11l MD; Donald C. Guff. MD

Results: Folate plus vitamin Bys improved negative symp-
toms significantly compared with placebo (group differ-
ence, —0.33 change in SANS score per week; 95% (I,
—0.62 to —0.05) when genotype was taken into ac-
count but not when genotype was excluded. An inter-
action of the 484C>T variant of FOLHI (rs202676) with

reatment was observed (P=.02). where only patients ho- - gopelysioms: Folate plus vitamin By, supplementation can
mozygous for the 484T allele demonstrated signifi-

cantly areater benefit with active treatment (—0.50 change  IMpTOve negative symptoms of schizophrenia, but treat-
in SANS score per weeks 93% C1, —0.99 10 —0.18). In - menl response is influenced by genetic variation in [olate
parallel. we observed an inverse relationship between red | ti These findi 1 ) lized medi-
blood cell folate concentration at baseline and 484C al- ahsorphion. u?"’c Tmgs suppm_ a persomahized mecdh
lele load (P=.03), which persisied until 8 weeks of trea- cine approach for the treatment of negative symptoms.
ment. Change in positive and total symptoms did not dif-

fer between treatment groups.

Main Outcome Measures: Change in negative symp-

toms (Scale for the Assessment of Negative Symptoms

[SANS]), as well as positive and total symptoms (Posi-

tive and Negative Syndrome Scale). JAMA Psychiatry. 201.3;70(5):481-489.
Published online March 6, 2013.
doi: 10.1001/jamapsychiatry.2013.900
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Relapse Duration, Treatment Intensity, and Brain
Tissue Loss in Schizophrenia: A Prospective
Longitudinal MRI Study

Nancy C. Andreasen, M.D., Ph.D.
Dawei Liu, Ph.D.

Steven Zichell, B.A.

Anvi Vora, M.D.

Beng-Choon Ho, M.D.

Objective: Longitudinal structural MEI
studies have shown thal patients with
schivophrenia have progressive hrain fis-
sue loss after onset. Recurrent relapses
are believed o play a role in Lhis loss, bul
the relationship between relapse and
structural MRI measures has not heen
rignrousty assessed. The authors ana-
lyzed longitudinal data to examine this
gueslion.

Methods: The authaors studied data from
202 patienits drawn from the o Tong-
tudinal Study of first-episnde schizophre-
nia for whom adeguale strudlural MEI
data were available (N=659 scans) from
seans nbtained at regular intervals over an
average of 7 years. Becawse dinical Tollow-
up data were obtained at &month inter-
vals, the authors were able to compute
mieasures ol relapse number and duration
and relate them to structural MRI mea-
sures. Because higher treatment intensity
ha< heen assodiated with smaller brain

s volumes, the authors albo exanmined
this counterctiect in terms of dosc-years

Resulis: Redapre duralion were relaled o
significant decreases in both general (e.g.,
toral cerebral volume) and regienal (e.g.,
frontal) brain mcasurcs. Number of re-
lapses was unrelaled o brain measures.
Signiticant effects were alko obwerved for
treatment intensity.

Conclusions: Exlended periods of re-
lapse may have a negative effert on brain
inlegrily inschisophrenia, suggesding (he
impartance of implementing proactive
mieasures hal may prevenl relapse and
improve treatment adherence. By cxam-
ining the relative balance of effeces, that
is, relapse duration versus anlipsychotic
treatment intensity, this study sheds light
on a troublesome dilemma that dinicians
lace. Relapse prevenlion is irmpor lanl,
but it should be sustained using the low-
e possible medication dosages that will
cantral symptome.

(am J Psychiatry 2013, 170 605-615)

Ren-Rong Wu, M.D., Ph.D.
Hua Jin, M.D.

Keming Gao, M.D., Ph.D.
Elizabeth W. Twamley, Ph.D.
Jian-Jun Ou, M.D.

Ping Shao, M.D.

Juan Wang, M.D.
Xiao-Feng Guo, M.D., Ph.D.
John M. Davis, M.D.

Philip K. Chan, M.5.
Jing-Ping Zhao, M.D., Ph.D.

Objective: Data on the treatment of
antipsychoticinduced amenorrhea, par-
ticularly when occurring with  weight
gain, are limited. The authors investigat-
ed the efficacy and safety of metfermin
inthe treatment of antipsychatic-induced
amenorrhea and weight gain in women
with first-episode schizophrenia.

Method: Fighty-four women (ages 1840
years) with first-episode schizophrenia
who sulfered lrom amenorrhea during
antipsychotic treatment were randoemly
assigned, in a double-blind study design,
to receive 1000 mg/day of metformin or
placebo in addition to their antipsychotic
treatment for & months. The primary out-
COMe Measures were restoration of men-
srualican and shange in body weighl and
body mass index (BMI). Secondary out-
wonne rmeasures were changes i level of
prolactin, luteinizing hormone (LH), folli-
wle-stimulating hermone (P51}, estradiul,
and testosterone; in fasting levels of insu-
lin and glucose; in LIVESH ratio; and in

Metformin for Treatment of Antipsychotic-Induced
Amenorrhea and Weight Gain in Women With
First-Episode Schizophrenia:

A Double-Blind, Randomized, Placebo-Controlled Study

insulin resistance index. Repeated mixed
maedels with repeated-measures regres-
sion analyses and binary logistic regres-
sion were used in the analysis.

Results: A ledal of 76 patients complst-
#ed the Gmonth trial. Signilicantly more
paticnts in the metformin group (N=28,
F6E.7%) 1han in placebo groop (N=2, 40%)
resumed their menstruation. Among pa-
tients treated with metformin, BMI de-
creased by a mean of 0.92 and the insulin
resistance index by 2.04_ In contrast, pa-
tients wha received placebo had a mean
increase in BMI of 0.85. The prolactin, LH,
and testosterone levels and LH/FSH ratio
decreased significantly in the metformin
grosup at months 2, 4 and 6, bt theze lav.
cls did not change in the placebo group.
Conclusions; Metformin was effective in
reverng anlipsycholicinduced  adverse
events, including restoration of menstru-
alion, promelion of weighl less, and im-
pravement in insalin resslance in female
patienls with schigophrenia.

fAm | Psychiatry 2012; 169:813-821)
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* Examines effects of metformin in 84 physically healthy, non-substance-abusing
outpatients experiencing amenorrhea in their first year of treatment for first-
episode schizophrenia.

* Weight gain of greater than 10%, measured from initiation of antipsychotic
treatment to study entry, occurred in 70% of patients.

» Antipsychotics were clozapine, olanzapine, risperidone, or sulpiride; doses
were relatively stable for the preceding 6 months.

* In arandomized, double-blind protocol, patients received metformin (1000
mg/ day) or placebo plus their antipsychotic medications for up to 6 months.

* Menstruation resumed in 66.7% of metformin recipients (within 3 months of
starting metformin) and in 4.8% of placebo recipients -- a significant difference.

+ Significantly more metformin recipients than placebo recipients lost more than 10%
of their baseline weight (28.6% vs. 2.4%) by 6 months.

* Mean insulin resistance index and levels of insulin, prolactin, and luteinizing
hormone also decreased significantly with metformin compared with placebo.

» Normalization of weight, insulin resistance, and levels of prolactin and
luteinizing hormone contributed to the increased probability of return of
menses.

Toward Clinically Useful Neuroimaging ARCHIVES
in Depression Treatment
Prognostic Utility of Subgenual Cingulate Activity for Determining

Depression Qutcome in Cognitive Therapy Across Studies, Scanners,
and Patient Characteristics

Greg J. Siegle, PhD); Wesley K. Thompson, PhDD; Amanda Collier, BS; Susan R. Berman, MFd, Joshua Feldmiller, BA
Mickael E. Thase, MD; Edward 5. Friednan, MD

Context: Among depressed individuals not receiving Design: Two inception cohorts underwent assessment
medication in controlled trials, 40% v 60% respond 1o with functional magnetic resonance imaging using dif-
cognitive therapy (CT). Multiple previous studies sug- ferent scanners on a task sensitive to sustained emo-
gest that activity in the subgenual anterior cingulate cor- tional information processing before and after 1610 20
tex (sgACC; Brodmann area 25) predicts outcome in CT sessions of CT, along with a sample of control partici-
for depression, but these results have not heen prospec- pants who underwent testing at comparable intervals.

tively replicated.
Setting: A hospital outpatient clinic.

Objective: To examine whether sgACC activily is a re-

liable and robust prognostic outcome marker of CT for Patlents: [orly-nine unmedicaled depressed adulls and
depression and whether spACC activity changes in treat- 35 healthy controls.
ment.

Arch Gen Psychiatry. 2012;69(9):913-924
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Toward Clinically Useful Neuroimaging ARCHIVES
in Depression Treatment o
Prognostic Utility of Subgenual Cingulate Activily Jor Delermining

Depression Qutcome in Cognitive Therapy Across Studies, Scanners,
and Patient Characteristics

Greg | Siegle, PhD); Wesley K. Thampsan, PhD); Amanda Collier, BS; Susan R. Berman, MEd; Joshua Feldmiller, BA;
Michael E. Thase, MD; Edward 5. Friedman, MD

Main Outcome Measures: Pretreatment sgACC ac-
tivity in an a priori region in response to negative words Conclusions: Ncuroimaging providcsa quick, valid, and
was correlated with residual severity and used to clas- . : . ' N
sify response and remission ! clinically applicable way of assessing neural systems as-
sociated with treatment response/remission. Subgenual
Resulés: As expected, in both samples, participants with  anferior cingula[e activity, in pam{:ulal‘, may reflect pro-
the lowest pretreatment sustained sgACC reactivity in re- cesses that interfere with treatment {Cg emotion gen-
sponse 1o negalive words displayed the most improve- eration) in addition to1ts putative rcgulalon’ role: aller
Jalter-

ment after CT (R*=0.29, =>75% correct classification of . b
response, >70% correct classification of remission). Other nalsl} , iis absence may facilitate treatment response.

a priori regions explained additional variance. Response/
remission in cohort 2 was predicted based on thresh- Arch Gen Ps_;'fhm[r_y, 2012:69(9):913-924
olds from cohort 1. Subgenual anterior cingulate activ-
ity remained low for patients in remission after treatment.

Early Intervention May Prevent the Development of
Posttraumatic Stress Disorder: A Randomized Pilot
Civilian Study with Modified Prolonged Exposure

Barbara Olasov Rothbaum, Megan C. Kearns, Matthew Price, Emily Malcoun, Michael Davis,
Kerry J. Ressler, Delia Lang, and Debra Houry

Background: Posttraumatic stress disorder (PT5D) is a major public health concern with long-term sequelae. There are no accepted
interventions delivered in the immediate aftermath of trauma. This study tested an early intervention aimed at modifying the memory to
prevent the development of FTSD before memaory conselidation.

Mathods: Patients (7 = 137) were randomly assigned to receive three sessions of an early intervention beginning in the emergency
department compared with an assessment only control group. Posttraumatic stress reactions (PTSR) were assessed at 4 and 12 weeks
postinjury and depression at baseline and week 4. The intervention consisted of modified prolonged exposure including imaginal exposure
to the trauma memory, processing of traumatic material, and in vivo and imaginal exposure homewaork.

Results: Patients were assessed an average of 11.79 hours posttrauma. Intervention participants reparted significantly lower PTSR than the
assessment group at 4 weeks postinjury, p <~ .01, and at 12 weeks postinjury, p < .05, and significantly lower depressive symptoms at week
4 than the assessment group, p < 05, In a subgroup analysis, the intervention was the most effective at reducing PT5D in rape victims at
week 4 (p = .004) and week 12 (p = .05).

Conclusions: These findings suggest that the madified prolonged expasure intervention initiated within hours of the trauma in the
emergency department is successful at reducing PTSR and depression symptoms 1 and 3 months after trauma exposure and Is safe and
feasible. This is the first behavioral intervention delivered immediately posttrauma that has been shown to be effective at reducing PTSR.

BIOL PSYCIIATRY 2012;72:957-963
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Psychotherapy to prevent PTSD

Treatment and prevention of PTSD may involve extinguishing fear, averting the
consolidation of an association between a traumatic stimulus and a fear
response, or replacing that association with another. Thus, researchers
hypothesized that PE to stimuli associated with a trauma very soon after the

event would prevent PTSD.

* The 137 participants were screened in a level 1 trauma center after rape, other
assaults, motor vehicle accidents, or other traumas (mean age, 31; 48 men).

* They were assigned within 12 hours to three weekly 1-hour individual
sessions of PE (imaginal and in vivo exposure, cognitive restructuring,
relaxation training, self-care, and homework) or assessment only.

* Compared with the control group, the PE group had significantly lower PTSD
symptoms, measured at 1 and 3 months, and fewer depressive symptomes,

measured at 1 month.

* The effect size for PTSD symptoms was greatest for rape victims. The
intervention was specific for the trauma and did not affect PTSD related to
previous traumas, experienced by more than 40% of participants.

Clinical and Functional Outcome of Childhood
Attention-Deficit/Hyperactivity Disorder

33 Years Later

ARCHIVES

—m—
CRNERAL PEVEHILATEY

Rachel G. Klein, PhD; Salvatore Mannuzza, PhD; Maria A. Rames Olazagasti, PhD; Erica Roizen, MS;

Jesse A, Hutchison, BA; Erin C. Lashua, MA; F. Xavier Castellanes, ML

Context: Prospective studies of childhood anention-
deficit/hyperactivity disorder (ADHD) have not ex-
tended heyond early adulthood.

Objective: [o examine whether children diagnosed as
having ADIID at a mean age of 8 years (probands) have
worse educational, occupational, economic, social, and
marital oulcomes and higher rales ol ongoing ADHD, an-
tisocial personality disorder (ASPD), substance nse dis-
orders (SUDs), aduli-onset psychiatric disorders, psy-
chiatric hospitalizations, and incarcerations than non-
ADHD comparison participants al a mean age of 41 years.

Design: Prospective, 33-year follow-up study, with
masked clinical assessments.

Setting: Research clinic.

Participants: A lolal of 135 white men with ADHD in
childhood, free of conduct disorder, and 136 men with-
oul childhood ADHD (65.2% and 76.4% ol original co
hort, respectively).

Main O M Occupational, economic,
and educalional atlainment; marital history; occupatonal
and social functioning; ongoing and lifetime psychiatrie dis-
vrders; psychiatric hospitalizalions; and incarcerations.

Resvlts: Probands had significantly worse educational,
occupational, economic, and social outcomes; more di-
vorces; and higher rates of ongoing ADHD (22.29% vs 5. 1%,
P=2.001), ASPD (16.3% vs 0%, P<<.001), and 5UDs
(14.1% vs 5.19%, P=.01) but not more mood or anxiety
disorders (P=.36 and .33) than did comparison partici-
pants. Ongoing ADHD was weakly related to ongoing
5UDs (p=0.19, P=.04), as well as ASPD with SUDs
(@=0.20, P=.04). During their lifetime, probands had sig-
nificantly more ASPD and SUDs but not mood or anxi-
ely disorders and more psychiatric hospitalizations and
incarcerations than comparison participants. Relative to
comparisons, psychiatric disorders with onsets at 21 years
or older were not signiticantly elevated in probands. Pro-
bands without ongoing psychiatric disorders had worse
social, but not occupational, functioning.
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Clinical and Functional Outcome of Childhood
Attention-Deficit/Hyperactivity Disorder

33 Years Later

ARCHIVES

GENERAL PSYCHIATRY

Rachel &, Klein, PRD; Salvatore Mannuzza, PhD; Maria A, Ramos Ufugngrmli_ PhIY; Erica Roizen, MS;
Jesse A Hutchison, BA; Erin C. Lashua, MA; F. Xavier Castellanos, MD '

Conclusions: The multiple disadvantages predicted by
childhood ADHD well into adulthood began in adoles-
cence, without increased onsets of new disorders after
20 years of age. Findings highlight the importance of ex-
tended monitoring and treatment of children with ADLID.

Arch Gen Psychiatry. 2012;69(12):1295-1303.
Published online October 15, 2012,

Psychotic Symptoms in Adolescence Index Risk

for Suicidal Behavior

Findings From 2 Population-Based Case-Control Clinical Interview Studies

lan Kelleher, PhIY; Fionnuala Lynch, MD; Michelle Harley, MDY, Charlene Malloy, MD;
Sarah Reddy, PhIX, Carel Fitzpatrick, MD; Mary Cannen, MDD, PhD

Context: Recent evidence from both clinical and popu-
lation rescarch has poimnted w psychotic symploms as po-
tentially important markers of visk for suicidal behav-
inr. However, to our knowledge, there have heen no
epidemiclogical studies to date that have reported data
on psychotic symptoms and suicidality in individuals who
have been clinically assessed lor suicidal behavior.

Objectives: To explore associations between psy
cholic symploms in nonpsycholic adolescents and risk
for suicidal behavior in (1) the general population, (2)
adolescents with psychiatric disorder, and (3) adoles-
cents with suicidal ideation

Design: Two independemly conducted case-control clini-
cal interview studies.

Setting: Population-bascd studies in Ireland
Participants: Sludy 1 included 212 adolescents aged 11

10 13 years, Study 2 included 211 adolescents aged 13
to 15 years. Participants were recruited from schools.

Main Outcome Measures: Suicidal behavior and psy-
chotie symploms, assessed by semi-structured diagnos-
te elinteal tnrerview.

ARCIIIVES

GIENER AL PSVCHIATRY

Results: Psychotic symptoms were associated with a 10-
fold increased odds of any suicidal behavior (ideation,
plans, or acts) in both the early and middle adolescence
studies (odds ratio [OR], 10.23; 95% CI, 3.25-32.26;
P-<.001 and OR, 10.5;95% CI, 3.14-35.17;, P< .00, re-
spectively). Adolescents with depressive disorders who
also experienced psychotic symptoms were at a nearly
14-fold increased odds of more severe suicidal behavior
(suicide plans and suicide acts) compared with adoles-
cents with depressive disorders who did not experience
psychotic symptoms (OR, 13.7; 95% CI. 2.1-89.6). Among
all adolescents with suicidal ideation, those who also re-
ported psychotic symptoms had a nearly 20-fold in-
creased odds of suicide plans and suicide acts compared
with adolescents with suicidal ideation who did not re-
port psychotic symptoms (OR, 19.6; 95% Cl, 1.8-
216.1).
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Psychotic Symptoms in Adolescence Index Risk
lor Suicidal Behavior

Findings From 2 Population-Based Case-Control Clinical Interview Studies

lan Kelleher, PhD; Fionnuala Lynch, MD; Michelle Harley, ML, Charlene Molloy, MD;
Sarah Roddy, PhD; Carol Fitzpatrick, MD; Mary Cannon, MD, PhD

assessment.

Conclusions: Psychotic symptoms are strongly associ-
ated with increased risk [or suicidal behavior in the gen-
eral adolescent population and in adolescents with
(nonpsychotic) psychiatric disorder. In both studies, an
absolute majority of adolescents with more severe sui-
cidal behavior (suicidal plans and acts) reported psy-
chotic symptoms when directly questioned about this
as part of a psychiatric interview. Assessment of psy-
chotic symptoms should form a key part of suicide risk

Arch Gen Psychiatry. 2012;69(12):1277-1253.
Published online October 29, 2012,
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John R Gaddes Wern p.rKr'w'lng Marka Pal ‘.tﬂp}_ Hattinal ﬁq:lg_ (.rwgfu Salanti, john M Davis

Summary

discontinuation, and major side-effects of antipsychotic drugs.

increase, Q'lc prolongation, and sedation.

Comparative efficacy and tolerability of 15 antipsychotic
drugs in schizophrenia: a multiple-treatments meta-analysis

Stefan | eucht, Andrea Cipriani | oukia Spineli, Dimitris Mavridis, Ilmj?{}rr.‘)l, Franziska Richter, Myrtn Samara, (orrado Barbui, Rolf B Fngel

Background The question of which anlipsycholic drag should be prefermed Tor The Ircalmenl of schicophrenia s
controversial, and conventional pairwise meta-analyses cannot provide a hierarchy based on the randomised evidence.
We aimcd to intcgrate the available cvidence to crcate hicrarchics of the comparative cfficacy, risk of all-causc

Methods We did a Bayesian-framework, multiple-treatments meta-analysis (which uses both direct and indirect
comparisons) of randomised controlled trials to compare 15 antipsychetic drugs and placebo in the acute treatment
ol schizophrenia. We scarched the Cochrane Sthizophrenia Group's spedialised register, Madline, Embase, the
Cochirgie Contral Regivter of Conteolled Triale, sad Clinicadd Triale.gov for seporls puldished up o Sept 1, 2012, Sexech
results were supplemented by reports from the US Food and Drug Administration website and by data requested
from pharmaceutical companies. Blinded, randomised controlled trials of patients with schizophrenia or related
disorders were eligible. We excluded trials done in patients with predominant negative symptoms, concomitant
medical illness, or treatment resistance, and those done in stable patients. Data for seven outcomes were
independently extracted by two reviewers, The primary sulcome was oflicacy, as measured by mean vverall change
in symptoms. We also cxamined all-cause discontinuation, weight gain, cxtrapyramidal side-cffects, prolactin

wiww thelancat.com Published online June 27 2013  http://dx.doi.crg/10.1016/50140-6736(13)60733-3
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Comparative efficacy and tolerability of 15 antipsychotic
drugs in schizophrenia: a multiple-treatments meta-analysis

Stefan Levcht, Andrea Cipriani, Loukia Spinefi, Dimitris Mavridis, Deniz Orey, Franziska Richter, Myrto Samara, Corrado Barbui, Roff R Engel,
John R Geddes, Werner Kissling. Marko Paul Stapf, Bettina Liissig. Georgia Salanti, John M Davis

Findings We identificd 212 suitahle frials, with data for 43049 participants. All drugs were sipnificantly more effective
than placebo. The standardised mean differences with 95% credible intervals were: clozapine 0-38, 0-73 1-03;
amisulpridc 0- 66, 0-53—0.78; olanzapinc 0- 59,0 .53-0-65; risperidonc 0-56, 0 - 50-0-63; palipcridonc 0- 50, 0 30-0-60;
zotepine 0.49, 0.31-0-66; haloperidol 0.45, 0.39-0.51; quetiapine 0.44, 0.35-0.52; aripiprazole 0.43, 0.34-0.52;
sertindole 0- 39, 0- 26—0- 52: ziprasidone 0- 39, 0- 30-0-49: chlorpromazine 0 - 38, 0- 23-0- 54: asenapine 0-38, 0- 25-0-51:
lurasidene 0-33, 0.21-0-45; and iloperidone 0-33, 0-22-0-43, Odds ratios compared with placebe for allcause
discontinuation ranped from 043 for the best drup (amisulpride) to 0280 for the worst druge (haloperidal); for
extrapyramidal side-cffecta 0-30 (clozapine) to 4-76 (haloperidol): and for scdation 1-42 (amisulpride) to 8-82
(clozapine). Standardised mean differences compared with placebo for weight gain varied from 0-09 for the best drug
(baloperidol) w—0-74 for the worst drug (olangapine), for prolactio increase 022 (aripiprazole) 1o -1-30 (paliperdone),
and tor (J'lc prolongation 0-10 (lurasidone) to —-90 {sertindole). Efticacy outcomes did not change substantially atter
removal of placebo or haloperidol groups, or when dose, percentage of withdrawals, extent of blinding, pharmaceutical
indusiry sponsorship, study duration, dhronicity, and year of publication were accounted for in mela-regressions amd
sensitivity analyses.

Interpretation Antipsychotics dillered substantially in sideeilects, and small but robust diflerences were seen in
efficacy. Our findings challenge the straightforward classification of antipsychoties inta first-generation and second-
generation groupings. Rather, hierarchies in the different domains should help clinicians to adapt the choice of
antipsychotic drug to the needs of individual patients. These findings should be considered by mental health policy
makers and in the revision of clinical practice guidelines.

Funding None.

Persistent cannabis users show neuropsychological
decline from childhood to midlife

Madeline H. Meier*™', Avshalom Caspi®®~*<, Antony Ambler’, Honalee Harrington®"°, Renate Houts™,
Richard S. E. Keefe®, l(ay McDonald', Aimes Ward', Richie Poulton’, and Terrie E. Motitt >

ik Translisripinary Provsstion Reusar s Centes, Conter lor Chikd and Family Policy, "Departosent of Payehology and Nesro oo, and Tbitute fo
Genome Sciences and Policy, Duke University, I)umam. NC 27708 “Department of Psychiatry and Behavieral Stences, Duke Urwemrr Medical Center,
Durhm, ML 277T0: “Social. Gunetie, and Developmusntal Pypehiatry Contre Imstitute of Pyehiatry. King's College Londen. Londan S5 SAF Urited Kingdaem:
and "Dunedin Multidisiplinary Health and Development Research Unit. Department of Preventive and Socal Medicine. Sthool of Medicne, University of
Otege, Dunedin 3054, New Zealand

Recent reparts show that fewer adolescents believe that regular
cannabis use is harmful to health. Concomitantly, adolescents are
initiating cannabis use at younger ages, and more adolescents are
using eannabis on a daily basis. The purpose of the present study
was to test the association between persistent cannabis use and
neuropsychological decline and determine whether decline is
concentrated among adelescent-onset cannabis users. Participants
were bers of the Dunedin Study, a prospective study of
a birth cohort of 1,037 individuals followed from birth (1972/1973)
to age 38 y. Cannabis use was ascertained in interviews at ages
18, 21, 26, 32, and 38 y. Neuropsychological testing was conducted
at age 13 y, before initiation of cannabis use, and again at age
38 y, after a pattern of persistent cannabis use had developed,
Persistent cannabis use was associated with neuropsychological
decline broadly across domains of functioning, even after control-
ling for years of education. Informants also reported noticing more
cognitive problems for persistent cannabis users. Impairment was

concentrated g adolescent-onset ¢ bis users, with more
persistent use associated with greater decline. Further, cessation
of cannabis use did not fully hological function-

ing among adolescent-onset cannabis users. Findings are sugges-
tive of a neurotoxic effect of cannabis on the adolescent brain

d highlight the i rt of i d policy efforts . .
targeting adolescents, | nton an potiey €O PNAS | Published online August 27, 2012 |




Sy Saeed, M.D., M.S., FACPsych Sunday, September 22, 2013

Persistent adolescent-onset cannabis use,
persistent cognitive decline

* Compared with adult-onset persistent users, adolescent-onset persistent
users with at least three cannabis dependence diagnoses had an average 8-
point decline in IQ by age 38.

* Regardless of dependence diagnoses, adolescent-onset users showed
statistically significant impairments across multiple domains of cognitive
functioning.

* Informants, who were chosen by the participants, reported decrements in
attention and memory functioning at age 38 among those who began
using cannabis in adolescence.

* Results remained significant when controlled for alcohol, tobacco, and
hard drug intake; cannabis use at the time of testing; and schizophrenia
diagnoses.

 Earlier and more-intensive use was associated with greater cognitive
impairment. Among adolescent-onset users who had stopped use 1 year
before testing, neuropsychological outcomes did not fully improve.

Bioloqical
i

Replication of Ketamine’s Antidepressant Efficacy in
Bipolar Depression: A Randomized Controlled
Add-On Trial

Carlos A. Zarate Jr., Nancy E. Brutsche, Lobna Ibrahim, Jose Franco-Chaves, Nancy Diazgranados,
Anibal Cravchik, Jessica Selter, Craig A. Marquardt, Victoria Liberty, and David A. Luckenbaugh

Background: Currenlly, no pharmacological Lrealmenls lor bipolar depression exisl thal exerl rapid (wilhin hours) anlidepressanl or
anlisuic idal effecs. We previously reporled Thal intravenous administration of the N-melhyRaspariale anlagomist kelaming produed
rapld antldepressant cffects In patients with treatment-resistant bipolar depresslon. | he present study sought to replicate this inding In an
independent sample.

Methods: In this double-bling, randomizasd, crossover, placebo-conirolled study, 15 subjocts with DSM-IV bipalar 1 or 1 depression
maintained on therapeutic lovels of lithium or valproate received a single infravenous infusion of either ketamine hydrochlaride (5 mg/kg)
or placeho on 7 test days ? weeks apart. The primary outcome measure was the Montgomerny-Asherg Nepression Rating Scale, which was
used to rate overall depressive symptoms at baseling; at 40, 80, 110, and 230 minutes postinfusion; and on days 1, 2, 3, 7, 10, and 14
postinfusion.

Results: Wirhin 40 minutes, depressive symproms, as well as suicidal ideation, significantly improved in subjects recaiving ketamins
compared wilh placebo (0 = BY, 95% conflidence inlerval = 61-1.16, and 98, 95% conlidence inlerval = .64 -1.33, respaclively); Lhis
improverment remamned sigmficant through day 2. Sevenly mine percent ol subjedls responded Lo kelamme and (% responded Lo plauebo
al serne proind during The trial. The maost commian side ellec) was dissocialive symploms, which otourred anly al (he 40-rinule lime poinl.

Conclusions: This study replicated our previous finding that patients with bipolar depression who received a single ketamine infusicn
experienced a rapid and robust antidepressant response. In addition, we found that ketamine rapidly improved suicidal ideation in these
patients.
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Lithium in the prevention of suicide in mood disorders:
updated systematic review and meta-analysis

Andrea Cipriani lecturer in psychiatry'*, Keith Hawton professor of psychiatry®, Sarah Stockton
senior information scientist®, John R Geddes professor of epidemiological psychiatry®

Results 48 randomised controlled trials (6674 participants, 15
comparisons) were included. Lithium was more effective than placebo
in reducing the number of suicides (odds ratio 0.13, 95% confidence
interval 0.03 to 0.66) and deaths from any cause (0.38, 0.15 to 0.95).
No clear benefits were observed for lithium compared with placebo in
preventing deliberate sell harm (0.60, 0.27 to 1.32). In unipolar
depression, lithium was associated with a reduced rigk of suicide (0.36,
0.13 to 0.98) and also the number of total deaths (0.13, 0.02 to 0.76)
compared with placebo. When lithium was compared with each active
individual treatment a statistically significant difference was found only
with carbamazepine for deliberate self harm. Lithium tended fo be

generally better than the other active comparators, with small statistical
variation between the results. B M]

BMJ 2013;346:43646 doi: 10.1136/bm|.f3646 (Published 27 June 2013)

Lithium in the prevention of suicide in mood disorders:
updated systematic review and meta-analysis

Andrea Cipriani lecturer in psychiatry'*, Keith Hawton professor of psychiatry®, Sarah Stockton
senior information scientist®, John R Geddes professor of epidemiological psychiatry®

Conclusions Lithium is an effective treatment for reducing the risk of
suicide in people with mood disorders. Lithium may exert its antisuicidal
effects by reducing relapse of mood disorder. but additional mechanisms
should also be considered because there is some evidence that lithium
decreases aggression and possibly impulsivity, which might be another
mechanism mediating the antisuicidal effect.

BM]

BMJ 2013;346:f3646 doi: 10.1136/bm].13646 (Published 27 June 2013)
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Evaluation of the FDA Warning Against Prescribing
Citalopram at Doses Exceeding 40 mg

Kara Zivin, Ph.D.

Paul N. Pfeiffer, M.D.

Amy S.B. Bohnert, Ph.D.

Dara Ganoczy, M.P.H.

Frederic C. Blow, Ph.D.
Brahmajee K. Nallamothu, M.D.

Helen C. Kales, M.D.

T AL LA OF

PSYCHIATRY

Objective: Arecent Food and Drug Admin-
istration (FDA) warming cautioned that d-
talopram dosages exceeding 40 mg/day may
cause abnormal heart rhythms. including
torsade de pointes. The authors assessed re-
lationships between citalopram use and ven
tricular arrhythmias and mortality.

Methad: A cohort study was conducted
using Veterans Health Administration data
between 2004 and 2009 from depressed
patients who received a prescription for
citalopram (N=618450) or for sertraline
(N=365,898), a comparison medication
with no FDA warning. Cox regression mod-
els, adjusted for demographic and clinical
characteristics, were used to examine as-
sociations of antidepressant dosing with
ventricular arrhythmia and cardiac, non-
cardiac, and all-cause mortality.

Results: Citalopram daily doses =40 mg
were associated with lower risks of ven-
tricular arrhythmia (adjusted hazard ra-
tio=0.68, 95% CI=0.61-0.76), all-cause
mortality (adjusted hazard ratio=0.94,
95% Cl=0.90 0.99), and noncardiac

maortality (adjusted hazard ratio=0.90,
95% C1=0.86-0.96) compared with daily
doses of 1-20 mg. No increased risks of
cardiac mortality were found. Citalopram
daily doses of 21-10 mg were associated
with lower risks of ventricular arrhyth-
mia (adjusted hazard ralio=0.80, 95%
C1=0.74=0.86) compared with dosages of
1-20 my/day but did not have significantly
different risks of any cause of maortality.
The sertraline cohort revealed similar
findings, except there were no significant
associations between daily dose and either
all-cause or noncardiac mortality.

Conclusions: This large study found no
elevated risks of ventricular arrhythmia
of all-causze, cardiac, or noncardiac mor-
tality associated with citalopram dosages
=40 mg/day. Higher dosages were asso
ciated with fewer adverse outcomes,
and similar findings were observed for
a comparison medication, sertraline, not
subject to the FDA warning. These results
raise guestions regarding the continued
merit of the FDA warning.

(Am | Psychiatry 2013; 170:642-650)

Antidepressant Use and Risk of Out-of-Hospital
Cardiac Arrest: A Nationwide Case-Time-Control
Study

P Weeke!2, A Jensen®, [ Folke!, GII Gislason!, JB Olesen!, C Andersson!, EL Fosbol'#, JK Larsen®,
FK Lippert®, SL Nielsen”, T Gerds®, PK Andersen?, |K Kanters®, HE Poulsen®, 5 Pehrson!?, L Keber!'?

and C Torp-Pedersen!

Treatment with some types of antidepressants has been associated with sudden cardiac death. {tis unknown whether
the increased risk is due to a class effect or related to specific antidepressants within drug classes. All patientsin
Denmark with an out-of-hospital cardiac arrest (OHCA) were identified (2001-2007). Association between treatment
with specific antidepressants and OHCA was examined by conditional logistic regression in case-time-control models.
We identified 19,110 patients with an OHCA; 2,913 (15.2%) were receiving antidepressant treatment at the time of
OHCA, with citalopram being the most frequently used type of antidepressant (50.8%). Tricyclic antidepressants (TCAs;
odds ratio (OR) = 1.69, confidence interval (Cl): 1.14~2.50) and selective serotonin reuptake inhibitors (SSRIs; OR=1.21,
Cl: 1.00-1.47) were both assoclated with comparable Increases In risk of OHCA, whereas no assoclatlon was found

for serotenin-norepinephrine reuptake inhibitors/noradrenergic and specific serotonergic antidepressants (SNRIs/
NaS5As; OR = 1.06, Cl: 0.81-1.39). The increased risks were primarily driven by: citalopram (OR =1.29, C1: 1.02-1.63)

and nortriptyline (OR=5.14, Cl: 2.17-12.2). An association between cardiac arrest and antidepressant use could be
documented in both the SSRland TCA classes of drugs.

CLINICAL PHARMACOLOGY & THERAPEUTICS | VOLUME 92 NUMBER 1 | JULY 2012
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A recent FDA warning of QT prolongation at higher doses of citalopram has led to
concerns about the risk for out-of-hospital cardiac arrest (OHCA) with this and other
antidepressants.

Researchers used national medical databases to study all 19,110 individuals who had
an OHCA in Denmark between 2001 and 2007.

15% were taking antidepressants at the time of the OHCA. In a study design using
patients as their own controls during periods of drug exposure and non-exposure,
risk for OHCA was associated with beginning to take an antidepressant in the
preceding month (odds ratio, 1.23). Increased risk for OHCA was primarily
attributable to citalopram (OR, 1.29) and nortriptyline (OR, 5.14), but not to other
selective serotonin or norepinephrine reuptake inhibitors, mirtazapine, or mianserin
(a relative of mirtazapine available outside the U.S.).

Comment:

The finding of an increased risk for out-of-hospital cardiac arrest with nortriptyline
and citalopram warrants caution using these antidepressants in patients with cardiac
disease.

Dubovsky, S. (2012). A cautionary note for cardiac patients taking antidepressants.
Journal Watch. Psychiatry, doi:http:/dx.doi.org/10.1056/JP201207230000004

Vitamin D deficiency and depression in adults; |%Psy<h
systematic review and meta-analysis

Rebecca E. S. Anglin, Zainab Samaan, Stephen D. Walter and Sarah D. McDonald

Background

There is CO!‘I1|JE1IJ‘Lg evidence about the relatonshlp between  95% Cl 023-0.97) and there was an increased odds ratio of

vitamin D deficiency and depression, and a systematic depression for the lowest v. highest vitamin D categories in

assessment of the literature has not Deen available. the cross-sectional studies (OR=1.31, 95% CI 1.0-1.71). The
cohort studies showed a significantly increased hazard ratio

Aims of depression for the lowest v. highest vitamin D categories

To determine the relationship, if any, between vitamin D (HR=2.21. 95% CI 1.40-3.49).
deficiency and depression

Method conclusions
A systematic review and meta-analysis of obsenational 0L 8NaYseS are consstent with the ypothes’s that low

studies and randomised controlled trials was conducted. vitamin D concentration is associated with depression, and
highlight the need for randomised controlled trials of vitamin

Results D for the prevention and treatment of depression to

One case-control study, ten cross-sectional studies and determine whether this association is causal.

three cohort studies with a total of 31424 participants

were analysed. Lower vitamin D levels were found in Declaration of interest

people with depression compared with controls (SMD=0.60,  None.
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Escitalopram for the Prevention of Peginterferon-c«2a—Associated
Depression in Hepatitis C Virus—Infected Patients Without Previous

Psychiatric Disease
A Randomized Trial

Background: Depression is a major complication during treatment
of chronic hepatitis € virus (HCV) infection with interferon-a (IFN-
o). ILis undlear whether antidepressants can prevent IFN-induced
depression in patients without psychiatric risk factors.

Objective: To examine whether preemplive antidepressant treat-
ment with escitalopram can decrease the incidence or severity of
depression assoclated with pegylated IFM-e in HCV-infected pa-
ticnts without a history of psychiatric disorders.

Design: Randomized, multicenter, double-blind, prospective, placebo-
controlled, parallel-group trial. (ClinicalTrials.gov registration num-
ber: NCTO0136318)

Setting: 10 university and 11 academic hospitals in Germany.

Patients: 181 HCOV-infecled patients with no history of psychiatric
disorders enrolled betweean August 2004 and December 2008,

Intervention: Escitalopram, 10 mg/d (n = 90), or placebo (n = 91)
administered 2 weeks befare and for 24 to 48 weeks during anti-
viral therapy.

Measurements: The primary end point was the incidence of de-
pression, defined as a Montgomery-Asberg Depression Rating Scale
(MADRS) score of 13 or higher. Secondary end points were time to
depression, Incldence of major depression according to the Diag-
nostic and Statistical Manual of Mental Disorders, Fourth Fdition,
quality of life, sustained virologic response, tolerability, and safety.

Results: 32% (95% ClI, 21% lo 43%) of the patients in the
escitalopram group developed a MADRS score of 13 or higher
compared with 59% (Cl, 48% to 69%) in the placebo group
{absolute difference, 27 percentage points [Cl, 12 to 42 percentage
points]; P - 0.001). Major depression was diagnosed in 8% of the
patients in the escitalopram group and 19% In the placebo group
(absolute risk difference, 11 percentage points [Cl, 5 to 15 percent-
age points]; P = 0.031). Tolerability and safety parameters did not
differ between the groups. In the escitalopram group, 56% (CI,
46% to 66%) of patients achieved a sustained virologic response
compared with 46% (Cl, 37% to 57%) in the placebo group (P =
0.21).

Limitations: Results might not be generalizable to patients with
previous psychiatric disease. Some patients withdrew or developed
temporary elevated MADRS scores after randomization but before
the study medication was started.

Primary Funding Source: Roche Pharma and Lundbeck.

Ann Intern Med. 2012;157:94-103. WA.annals.org

OriGINAL ReskarcH |

Annals of Internal Medicine

Escitalopram for the Prevention of Peginterferon-a:2a—Associated
Depression in Hepatitis C Virus—Infected Patients Without Previous

Psychiatric Disease
A Randomized Trial

Martin Schaefer, MD: Rahul Sarkar, MD; Viela Knop, MD; Susanne Effenberger, MSe; Astrid Friebe, MD: Loni Heinze, MD;
Ulrich Spengler, MD; Thomas Schlacpfer, MD; Jens Reimer, MD; Peter Buggisch, MD; Johann Ockenga, MD; Ralph Link, MD;

Michael Renlrop, MD; Hans Weidenbach, MD; Gwendelyn Fremm, MD; Klaus Lick, MD; Thomas F. Baumert, MD; Andreas Heinz, MD;
Thamas Discher, MD; Konrad Neumann, PhD; Stefan Zeuzem, MD; and Thamas Berg, MD

Conclusion: Prophylactic antidepressant treatment with escitalo-
pram was effective in reducing the incidence and severity of IFN-
associated depression in HCV-infected patients without previous
psychiatric disease.

Ann Indern Med. 2012;157:94-103.
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Pharmacological interventions for smoking cessation:

an overview and network meta-analysis

Kate Cahill, Sarah Stevens, Rafael Perera, Tim Lancaster THE COCHRANE
COLLABORATION

Authors’ Conclusions

* NRT, bupropion, varenicline and cytisine have been shown to
improve the chances of quitting.

* Combination NRT and varenicline are equally effective.
* Nortriptyline also improves the chances of quitting.

* On current evidence, none of the treatments appear to have an
incidence of adverse events that would mitigate their use.

* Further research is warranted into the safety of varenicline and
into cytisine’s potential as an effective and affordable treatment,
but not into the efficacy and safety of NRT.

Pharmacological interventions for smoking cessation: an everview and network meta-analysis {Review)
Copyright © 2013 The Cochrana Collaboration. Published by John Wiley & Sons, Ltd

e 12 Cochrane reviews of different treatments.

e The treatments include nicotine replacement therapy (NRT);
antidepressants (bupropion and nortriptyline); nicotine receptor partial
agonists (varenicline and cytisine); anxiolytics; selective type 1
cannabinoid receptor antagonists (rimonabant); clonidine; lobeline;
dianicline; mecamylamine; Nicobrevin; opioid antagonists; nicotine
vaccines; and silver acetate.

* The reviews were conducted between 2008 and 2012, and analysed 267
trials, covering more than 101,000 smokers.

e All the reviews used randomised controlled trials, and compared the
active treatment with a placebo, and sometimes with other treatments.

* The outcomes were measured at least six months from the start of
treatment, and the results were usually checked by testing breath, blood
or urine. We also assessed the risk of harms from each treatment. We
then compared NRT, bupropion and varenicline with each other, using a
network meta-analysis.
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Medication for attention deficit-hyperactivity disorder and criminality.

Lichtenstein P, Halldner L, Zetterqvist J, Sjolander A, Serlachius E, Fazel S, Langstrom N, Larsson H
N Engl J Med. 2012 Nov 22; 367(21):2006-14

RACKGROUND

Artention deficit-hyperactivity disorder (ADHD) is a common disorder that has been
associated with criminal behavior in some studies. Pharmacologic treatment is avail-
able for ADHD and may reduce the risk of criminality.

METHODS

Using Swedish national registers, we gathered information on 25,656 patients with a
diagnosis of ADHD, their pharmacologic treatment, and subsequent criminal convic-
tions in Sweden from 2006 through 2009, We used stratified Cox regression analyses
to compare the rate of criminality while the patients were receiving ADHD medica-
tion, as compared with the rate for the same patients while not receiving medication.

RESULTS

As compared with nonmedication periods, among patients receiving ADHD medi-
cation, there was a significant reduction of 32% in the criminality rate for men
(adjusted hazard ratio, 0.68; 95% confidence interval [CT], 0L63 to 0.73) and 41% for
women (hazard ratio, (.59; 95% CI, 0.50 to 0.70). The rate reduction remained be-
tween 17% and 46% in sensitivity analyses among men, with factors that included
different types of drugs (e.g., stimulant vs. nonstimulant) and outcomes (e.g., type
of erime).

CONCLUSIONS

Among patients with ADHD, raves of criminality were lower during periods when
they were receiving ADHD medication. These findings raise the possibility that the
use of medication reduces the risk of criminality among patients with ADHD.
(Funded by the Swedish Research Council and others.)

Strategies for managing sexual dysfunction induced by antidepressant medication.
Taylor MJ, Rudkin L, Bullemor-Day P, Lubin J, Chukwujekwu C, Hawton K
Cochrane Database Syst Rev. 2013; 5:CD003382

THE COCHRANE
COLLABORATION

OBJECTIVES:

1. To determine the effectiveness of management strategies for sexual dysfunction caused by
antidepressants.

2. To determine the adverse effects and acceptability of the different management strategies.

SEARCH METHODS: We searched the Cochrane Depression, Anxiety and Neurosis Group's
Specialized Register (CCDANCTR, to 1 January 2013), which includes relevant randomised
controlled trials from the following bibliographic databases: The Cochrane Library (all years),
EMBASE (1974 to date), MEDLINE (1950 to date) and PsycINFO (1967 to date). Additional
searches were carried out by the author team on the same biomedical databases (using terms for
'sexual dysfunction' only) together with CINAHL (1982 to Jan 2012). The reference lists of reports
of all included studies were screened.

SELECTION CRITERIA: We included randomised controlled trials that compared management
strategies for antidepressant-induced sexual dysfunction versus placebo or any alternative
strategy.

DATA COLLECTION AND ANALYSIS: Two authors independently extracted data and assessed trial
quality. Study authors were contacted for additional information.
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¢ 23 randomized studies, with a total of 1886 participants who had
developed their sexual problems while taking antidepressant medication.

e 22 of these studies looked at the addition of further medication to the
ongoing treatment for depression.

CONCLUSIONS: The evidence currently available is rather limited.

* For men with antidepressant-induced erectile dysfunction, the addition
of sildenafil or tadalafil appears to be an effective strategy.

e For women with antidepressant-induced sexual dysfunction the addition
of bupropion at higher doses appears to be the most promising approach
studied so far.

Cochrane Database Syst Rev. 2013; 5:CD003382

Rapid Improvement of Acute Schizophrenia Symptoms
After Intravenous Sodium Nitroprusside
A Randomized, Double-blind, Placebo-Controlled Trial

Jaime E. C. Hallak, MD, PhD; Joao Paulo Maiz-de-Oliveira, MD:; Joae Abrao, MD, PhD; Paulo R. Evora, MD, PhD;
AntonioW. Zuardi, MD, PhD; Jose A. S. Crippa, MD, PhD; Paulo Belmonte-de-Abreu, MD;
Glen B. Baker, PhD, DS¢; Serdar M. Dursun, MD, PhD, FRCPC

OBJECTIVE To examine the effectiveness and safety of a single intravenous administration of
sodium nitroprusside (0.5 pg/kg/min for 4 hours) on the positive, negative, anxiety, and
depressive symptoms in patients with schizophrenia.

DESIGN Single-center. randomized. double-blind. placebo-controlled trial performed from
March 9, 2007, to March 12, 2008.

SETTING University teaching hospital in 5do Paulo. Brazil.

PARTICIPANTS Twenty inpatients aged 19 to 40 years with a diagnosis of schizophrenia who
werein the first 5 years of the disease who are taking antipsychotics.

INTERVENTION Sodium nitroprusside administration.

MAIN OUTCOME MEASURES The 18-item Brief Psychiatric Rating Scale and the negative
subscale of the Positive and Negative Syndrome Scale.
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RESULTS After the infusion of sodium nitroprusside, a rapid (within 4 hours) improvement of
symptoms was observed. The placebo and experimental groups had significant differences in
the 18-item Brief Psychiatric Rating Scale total score and subscale scores, which persisted for
4 weeks after infusion.

CONCLUSIONS The results clearly show a therapeutic effect of sodium nitroprusside. If this

drug is approved for routine clinical use in patients with schizophrenia, this discovery will be
an important advance in the pharmacologic treatment of this devastating disorder.

JAMA Psychiatry July 2013 Volume 70, Number 7
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