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ObjectivesObjectives

• 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 andRecognize that there remains a gap between science and 
practice of clinical psychiatry. 

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

most easily accessed most easily accessed 
informationinformation——often without any often without any 

Knowledge is growing Knowledge is growing 
faster than ever! faster than ever! 

There is a deluge of There is a deluge of 
information that must be information that must be yy

concern for the quality of that concern for the quality of that 
information.information.

As a result, use of such poor As a result, use of such poor 
information costs billions of information costs billions of 
d ll ll i di ld ll ll i di l

For today's and tomorrow's For today's and tomorrow's 
physicians,  the workplace is physicians,  the workplace is 
going through cataclysmicgoing through cataclysmic

sorted, evaluated, and sorted, evaluated, and 
applied.applied.

dollars  annually in medical dollars  annually in medical 
errors, accidents, and errors, accidents, and 

problems associated with problems associated with 
underuse, overuse, and underuse, overuse, and 

misuse.misuse.

going through cataclysmic going through cataclysmic 
changes that very few will be changes that very few will be 

prepared to participate in prepared to participate in 
successfully and productively successfully and productively 

unless they are information unless they are information 
literate.literate.
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How much information in our midst is useful? How much information in our midst is useful? How How 
much of it gets in the way? much of it gets in the way? 

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

Put it into Practice

Distinguish it from Weak 

Doctors 
need new 
skills to:

Track Down the Strong 
and Useful Evidence

and Irrelevant Evidence
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• A qualitative measure of value received relative to q
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.]
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MethodologyMethodology

• Literature Search

• Survey [Question: Amongst the papers published in the y [ g p p p
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 AAPA  NCPA  GAP

 Other Colleagues

• Faculty of 1000 Factor
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DisclaimersDisclaimers

• Selection of an article

Clinical relevance/applicability– 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.
– It is likely that others would choose different papers to include or 
exclude.exclude.

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

Science to PracticeScience to Practice

T  T  R h T  T  R h Top Ten Research Top Ten Research 
Findings of 2012Findings of 2012--20132013
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• Folic-acid and related deficiencies have been associated 
with depression. 

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

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:
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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:

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 

ll t l t d d b f d b ti t f th twas 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 genetic enzyme deficiency is particularly 
intriguing.
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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 Antipsychotics were clozapine, olanzapine, risperidone, or sulpiride; doses 
were relatively stable for the preceding 6 months. 

• In a randomized, 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. 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.
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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 

t ld t PTSD

Psychotherapy to prevent PTSD

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 symptoms, 
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.
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• 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. 

Persistent adolescent-onset cannabis use, 
persistent cognitive decline

• 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 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.
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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 
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Authors’ Conclusions

Pharmacological interventions for smoking cessation: 
an overview and network meta-analysis
Kate Cahill, Sarah Stevens, Rafael Perera, Tim Lancaster

• 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.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.

• 12 Cochrane reviews of different treatments. 

• 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.

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

• 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, Sjölander A, Serlachius E, Fazel S, Långström N, Larsson H
N Engl J Med. 2012 Nov 22; 367(21):2006‐14 

OBJECTIVES:

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

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 

p

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 

Strategies for managing sexual dysfunction 
induced by antidepressant medication

Taylor MJ, Rudkin L, Bullemor‐Day P, Lubin J, Chukwujekwu C, Hawton K

p p
developed their sexual problems  while taking antidepressant medication. 

• 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 

f ild fil t d l fil t b ff ti t tof sildenafil or tadalafil appears to be an  effective strategy. 

• 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 
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