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Objec1ves

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

•  Recognize	
  that	
  there	
  remains	
  a	
  gap	
  between	
  science	
  and	
  
pracDce	
  of	
  clinical	
  psychiatry.	
  	
  

•  IdenDfy	
  the	
  most	
  important*	
  research	
  findings	
  of	
  2013-­‐2014	
  
that	
  have	
  a	
  direct	
  bearing	
  on	
  the	
  pracDce	
  of	
  clinical	
  psychiatry.	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  

Top Ten Research findings of 2013-2014 
Science to Practice 

*As	
  idenDfied	
  by	
  the	
  methodology	
  uDlized	
  for	
  this	
  presentaDon.	
  





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

How much information in our midst is useful? How 
much of it gets in the way?  



We	
  must	
  cope	
  with	
  a	
  rapidly	
  changing	
  	
  
body	
  of	
  relevant	
  evidence	
  and	
  maximize	
  	
  

the	
  quality	
  of	
  medical	
  care	
  

Track	
  Down	
  the	
  Strong	
  	
  
and	
  Useful	
  Evidence	
  

Put	
  it	
  into	
  Practice	
  

Distinguish	
  it	
  from	
  Weak	
  	
  
and	
  Irrelevant	
  Evidence	
  	
  

Doctors	
  	
  
need	
  new	
  	
  
skills	
  to:	
  



•  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.] 









	
  Methodology	
  

•  Literature	
  Search	
  
•  Survey	
  [QuesDon:	
  Amongst	
  the	
  papers	
  published	
  in	
  the	
  
period	
  July	
  1,	
  2013	
  to	
  June	
  30,	
  2014,	
  which	
  ones	
  in	
  your	
  
opinion	
  have	
  [or	
  likely	
  to	
  have	
  or	
  should	
  have]	
  impacted/
changed	
  the	
  clinical	
  pracEce	
  of	
  psychiatry?].	
  	
  

	
  v 	
  AACDP 	
   	
  v	
  AADPRT 	
   	
  v	
  AACP	
  

	
  v 	
  AAPA 	
   	
   	
  v	
  NCPA 	
   	
   	
  v	
  GAP	
  

	
  v 	
  Other	
  Colleagues	
  

•  Faculty	
  of	
  1000	
  Factor	
  



	
  Disclaimers	
  

•  SelecDon	
  of	
  an	
  arDcle	
  
–  Clinical	
  relevance/applicability	
  

•  Order	
  in	
  which	
  the	
  arDcles	
  appear	
  in	
  the	
  list	
  is	
  arbitrary	
  
•  The	
  noDon	
  that	
  these	
  are	
  definiDvely	
  the	
  “top”	
  papers	
  cannot	
  

be	
  defended.	
  
–  It	
  is	
  likely	
  that	
  others	
  would	
  choose	
  different	
  papers	
  to	
  include	
  or	
  
exclude.	
  

–  However,	
  these	
  are	
  papers	
  of	
  high	
  quality	
  with	
  direct	
  clinical	
  
applicaDon.	
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•  Randomized controlled trial that evaluates the acceptability 
and efficacy of a rapid, intensive cognitive therapy delivered 
over a 7-day period compared with its established version, 
which involves once weekly therapy over approximately 3 
months.  

•  In addition, the study evaluates the efficacy of these two 
cognitive therapies against a credible alternative treatment of 
emotion-focused supportive therapy.  

•  The study has four treatment arms: a 7-day intensive version 
of cognitive therapy, standard cognitive therapy, emotion-
focused supportive therapy, and a waiting list. 



Results   
•  At the post treatment/wait assessment, 73% of the intensive 

cognitive therapy group, 77% of the standard cognitive therapy 
group, 43% of the supportive therapy group, and 7% of the waiting 
list group had recovered from PTSD.  

•  All treatments were well tolerated and were superior to waiting list 
on nearly all outcome measures; no difference was observed 
between supportive therapy and waiting list on quality of life. For 
primary outcomes, disability, and general anxiety, intensive and 
standard cognitive therapy were superior to supportive therapy.  

•  Intensive cognitive therapy achieved faster symptom reduction 
and comparable overall outcomes to standard cognitive therapy. 

 





Conclusions  
•  Cognitive therapy for PTSD delivered intensively 

over little more than a week was as effective as 
cognitive therapy delivered over 3 months.  

•  Both had specific effects and were superior to 
supportive therapy.  

•  Intensive cognitive therapy for PTSD is a feasible and 
promising alternative to traditional weekly treatment. 









Melatonin and ramelteon prevent delirium in acutely ill medical, 
elective surgical, and ICU patients.8-10 It remains to be demonstrated 
whether this strategy is effective in other high-risk populations, such 
as patients with dementia or elderly patients undergoing hip surgery. 
Nevertheless, additional randomized clinical trials with more 
participants, using more physiologic doses of melatonin and 
controlling such environmental variables as light and noise, are 
required. Other issues that remain to be addressed are the 
pathophysiologic mechanisms responsible for the development of 
delirium and the effects of melatonin and/or melatonin receptor 
agonists on the long-term sequelae of delirium. 







•  The authors evaluated 122 randomized trials and 1 cohort 
study (total 22 803participants).  

•  Most of the studies assessed acamprosate (27 studies, n = 
7519), naltrexone (53 studies, n = 9140), or both, which are 
approved by the US FDA for the treatment of AUD.  

•  Jonas and colleagues report that the efficacy of the oldest and 
best known FDA-approved medication for AUD—disulfiram
—was not supported by randomized placebo-controlled 
trials. 

•  4 medications—naltrexone, acamprosate, topiramate, and 
nalmefene—improved drinking outcomes. 















JAMA Intern Med. 
2014;174(1):70-77 



JAMA Intern Med. 2014;174(1):70-77 



JAMA Intern Med. 2014;174(1):70-77 
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1.  Randomized double-blind placebo-controlled study aimed to 
determine the efficacy of melatonin 3 mg/day in prevention of 
olanzapine-induced metabolic side-effects.  

2.  48 patients with first-episode schizophrenia who were eligible 
for olanzapine treatment, were randomly assigned to 
olanzapine plus either melatonin 3 mg/day or matched placebo 
for eight weeks.  



3.  Anthropometric and metabolic parameters as well as psychiatric 
symptoms using PANSS were assessed at baseline, week 4, and 8.  

4.  Primary outcome measure was the change from baseline in weight at 
week 8.  

5.  Data were analyzed using t-test, Mann–Whitney U test, and mixed-
effects model. Thirty-six patients had at least one post-baseline 
measurement.  



•  At week eight, melatonin was associated with significantly less 
weight gain [mean difference (MD) = 3.2 kg, P = 0.023], increase in 
waist circumference [MD = 2.83 cm, P = 0.041] and triglyceride 
concentration [MD = 62 mg/dl, P = 0.090 (nearly significant)] than 
the placebo.  

•  Changes in cholesterol, insulin, and blood sugar concentrations did 
not differ significantly between the two groups. Patients in the 
melatonin group experienced significantly more reduction in their 
PANSS scores [MD = 12.9 points, P = 0.014] than the placebo group.  

•  No serious adverse events were reported.   



To summarize, in patients treated with olanzapine, 
short-term melatonin treatment  
•  Attenuates weight gain, abdominal obesity, and 

hypertriglyceridemia.  
•  It might also provide additional benefit for treatment 

of psychosis.  













Objective  Meta-analyses have demonstrated the efficacy of 
various interventions for psychosis, and a small number of 
studies have compared such interventions. The aim of this 
study was to provide further insight into the relative efficacy 
of psychological interventions for psychosis. 
 
Method  Forty-eight outcome trials comparing psychological 
interventions for psychosis were identified. The comparisons 
included 3,295 participants. Categorization of interventions 
resulted in six interventions being compared against other 
interventions pooled. Hedges’ g was calculated for all 
comparisons. Risk of bias was assessed using four items of the 
Cochrane risk of bias tool, and sensitivity analyses were 
conducted. Researcher allegiance was assessed, and 
sensitivity analyses were conducted for robust significant 
findings. 



Results   

•  CBT was significantly more efficacious than 
other interventions pooled in reducing positive 
symptoms (g=0.16).  

•  Social skills training was significantly more 
efficacious in reducing negative symptoms 
(g=0.27).  

•  Significant findings for CBT, social skills 
training, and cognitive remediation for overall 
symptoms were not robust after sensitivity 
analyses.  

•  CBT was significantly more efficacious when 
compared directly with befriending for overall 
symptoms (g=0.42) and supportive counseling 
for positive symptoms (g=0.23). 

 





 
Conclusions   
There are small but reliable differences in 
efficacy between psychological interventions 
for psychosis, and they occur in a pattern 
consistent with the specific factors of 
particular interventions. 





Objectives. We evaluated the efficacy of a motivational tobacco 
cessation treatment combined with nicotine replacement relative to 
usual care initiated in inpatient psychiatry. 
 
Methods. We randomized participants (n  =  224; 79% recruitment rate) 
recruited from a locked acute psychiatry unit with a 100% smoking ban 
to intervention or usual care. Prior to hospitalization, participants 
averaged 19 (SD  =  12) cigarettes per day; only 16% intended to quit 
smoking in the next 30 days. 



Results. "
•  Verified smoking 7-day point prevalence abstinence was 

significantly higher for intervention than usual care at month 3 
(13.9% vs. 3.2%), 6 (14.4% vs. 6.5%), 12 (19.4% vs. 10.9%), 
and 18 (20.0% vs. 7.7%; odds ratio [OR] = 3.15; 95% confidence 
interval [CI] = 1.22, 8.14; P = .018; retention > 80%). "

•  Psychiatric measures did not predict abstinence; measures of 
motivation and tobacco dependence did. "

•  The usual care group had a significantly greater likelihood than 
the intervention group of psychiatric rehospitalization (adjusted 
OR = 1.92; 95% CI = 1.06, 3.49)."





Conclusions:  
The findings support initiation of motivationally tailored 
tobacco cessation treatment during acute psychiatric 
hospitalization. Psychiatric severity did not moderate 
treatment efficacy, and cessation treatment appeared to 
decrease rehospitalization risk, perhaps by providing 
broader therapeutic benefit. 

 





This is a very well done randomized trial of an important 
intervention targeting an important population at an important time 
(smoking cessation during inpatient psychiatric hospitalization). The 
successful 18-month follow up is a welcome addition to a 
psychiatric literature where 6- and 12-week trials are common. 
Clearly, more data on quit rates among homeless and marginally 
housed populations, and among persons with schizophrenia 
spectrum disorders, are needed. This trial suggests that integrating 
smoking cessation interventions into mental health treatment 
settings is feasible and effective."

Tsai A: F1000Prime Recommendation of [Prochaska JJ et al., Am J Public Health 2013]. In F1000Prime, 19 
Sep 2013; DOI: 10.3410/f.718080115.793483536. F1000Prime.com/718080115#eval793483536  





•  Despite limitations, this study provides strong evidence to support 
that rTMS is an efficacious add-on treatment for negative 
symptoms in schizophrenia, especially for individuals with early 
stage schizophrenia.  

•  The optimal parameters appear to be a frequency of 10Hz, 
stimulation at the left DLPFC, a 110% MT and at least 3 
consecutive weeks of treatment.  

•  Further studies should be conducted to clarify if these parameters 
are more effective for schizophrenia patients with predominant 
negative symptoms.  









The new pediatric diagnosis in the DSM-5, disruptive mood 
dysregulation disorder (DMDD), is intriguing and not researched. 
This paper adds to its validity by describing its prognosis into 
adulthood. DMDD is different from bipolar disorder in kids in that 
there is a constant irritability with recurrent angry outbursts that 
appear before the age of 10. These kids lose their temper with 
tantrums and appear resentful. Out of a sample of 81 such kids in 
The Great Smoky Mountains Study (n=1420), 75 were re-
interviewed at ages 19, 21 and 25. The authors found that the rate 
of psychiatric comorbidity into adulthood (chiefly anxiety and mood 
disorders) was 5-7 times elevated with a pervasive impaired 
function, including poverty. Irritability should be taken seriously."

Allgulander C: F1000 Prime Recommendation of [Copeland WE et al., Am J Psychiatry 2014, 
171(6):668-74]. In F1000Prime, 15 Jul 2014; DOI: 10.3410/f.718369763.793497125. 
F1000Prime.com/718369763#eval793497125 "







We know surprisingly little about the long-term progress of 
people with personality disorder. This study, which has 
some limitations, as clinical diagnoses of ICD-10 
personality disorder are a little fuzzy, at least casts some 
light on the reasons for premature mortality. Interestingly, 
few died by suicide, and this is probably because this study 
is not focused, as most are in this area, on borderline 
personality disorder."

Tyrer P: F1000Prime Recommendation of [Fok ML et al., PLoS ONE 2014, 9(7):e100979]. In 
F1000Prime, 14 Jul 2014; DOI: 10.3410/f.718482674.793497051. F1000Prime.com/
718482674#eval793497051 "





•  Several different gene products handling antidepressants in the body (like 
metabolizing enzymes and transporters, and their targets) are polymorphic, and 
these polymorphisms might influence the response to treatment. "

•  This study assessed the value of a five-gene (CYP2D6, CYP2C19, CYP1A2, 
SLCA4 and HTR2A) pharmacogenomic test and interpretive report (GeneSight) 
for the management of psychotropic medications (n=26) used to treat major 
depression in an outpatient psychiatric practice. "

!
Objective. "

To evaluate the potential benefit of an integrated, five-gene pharmacogenomic test 
and interpretive report (GeneSight) for the management of psychotropic 
medications used to treat major depression in an outpatient psychiatric practice."



Methods: !
•  Open-label study, divided into two groups. In the first (unguided) 

group (n =113), pharmacogenomic information was not shared 
until all participants completed the study. In the second (guided) 
group (n= 114), the pharmacogenomic report was provided to 
physicians for clinical use. "

•  Three depression ratings, the 17-item Hamilton Rating Scale for 
Depression (HAMD-17), the Quick Inventory of Depressive 
Symptomatology – Clinician Rated (QIDS-C16), and the Patient 
Health Questionnaire (PHQ-9), were collected at baseline, and at 
2, 4, and 8 weeks."







Results:!
The guided group experienced 20-55% better improvement in 
depression scores from baseline on all three depression instruments 
(P<0.0001) compared with the unguided group."

•  The guided group experienced greater percent improvement in depression scores from baseline 
on all three depression instruments compared with the unguided group.  

•  Eight-week response rates were higher in the guided group than in the unguided group on all 
three measurements.  

•  Eight-week QIDS-C16 remission rates were higher in the guided group.  

•  Participants in the unguided group who at baseline were prescribed a medication that was most 
discordant with their genotype experienced the least improvement compared with other 
unguided participants.  

•  Participants in the guided group and on a baseline medication most discordant with their 
genotype showed the greatest improvement compared with the unguided cohort participants. 



Conclusion:!
These findings replicate previous studies and demonstrate 
significantly improved depression outcomes with use of 
GeneSight, an integrated, multigenetic pharmacogenomic 
testing platform."



•  The results are surprisingly good, but biasing factors might have 
been involved: 
•  some of the authors are employed by the company 

manufacturing GeneSight, and  
•  the senior author developed the intellectual property [IP] 

licensed to the company. 
•  Number of gene variations (five) measured by the test is small 
•  Impacts of the CYP1A2, SLC6A4 (serotonin transporter) and 

HTR2A (serotonin receptor) polymorphisms in the treatment of 
major depression are not really validated.  

•  There were many more drop outs in the guided group, of an 
unclear basis.  

Ingelman-Sundberg M: F1000Prime Recommendation of [Hall-Flavin DK et al., 
Pharmacogenet Genomics 2013, 23(10):535-48]. In F1000Prime, 30 Sep 2013; DOI: 10.3410/f.
718116166.793484201. F1000Prime.com/718116166#eval793484201  



Nevertheless, this study should be followed up by other 
studies in this area, to cast light on the question of 
whether the treatment of major depression is indeed 
improved by genotype-assisted dosing regimens.  

Ingelman-Sundberg M: F1000Prime Recommendation of [Hall-Flavin DK et al., Pharmacogenet 
Genomics 2013, 23(10):535-48]. In F1000Prime, 30 Sep 2013; DOI: 10.3410/f.718116166.793484201. 
F1000Prime.com/718116166#eval793484201  



















Efficacy of Intravenous 
Ketamine for Treatment of 
Chronic Posttraumatic 
Stress Disorder:  A 
Randomized Clinical Trial!













 
Recommendations for Policy Change. Schizophrenia Has a Profound Personal, Social, and 
Economic Impact. Furthermore, Public Attitudes Toward Schizophrenia Lead to Prejudice 
and Discrimination. The Authors of This Report Recommend the Following Policy 
Actions to Local, National, and Regional Policy Makers. 
 
1.  Provide an evidence-based, integrated care package for people with schizophrenia that 

addresses their mental and physical health needs. This should be underpinned with an 
integrated approach by their health care professionals and supported by the national 
health care system and by educational and research facilities. 

2.  Provide support for people with schizophrenia to enter and to remain in their 
community, and develop mechanisms to help guide them through the often complex 
benefit and employment systems to enhance recovery. Guidelines and educational 
programs should be developed and implemented to support the inclusion of people with 
schizophrenia in their community, workplace or school. 

3.  Provide concrete support, information and educational programs to families and carers 
on how to enhance care for an individual living with schizophrenia in a manner that 
entails minimal disruption to their own personal lives.  



4.  Consult with health care professionals and other stakeholders directly involved in 
the management of schizophrenia, including organizations that support people 
living with schizophrenia, their families and their carers, in order to regularly 
revise, update and improve policy on the management of schizophrenia.  

5.  Provide support, which is proportionate to the impact of the disease, for research 
and development of new treatments that improve the overall outlook for people 
with schizophrenia, including those that target negative symptoms and cognitive 
impairment. 

6.   Establish adequately funded, ongoing and regular awareness-raising campaigns to: 
increase the understanding of schizophrenia among the general public; emphasize 
the importance of positive societal attitudes toward mental illnesses; highlight 
available support for the management of schizophrenia; and deter discriminatory 
attitudes and actions. Such campaigns should form an integral part of routine plans 
of action.  

Our recommendations are based on research evidence, stakeholder consultation, and 
examples of best practice worldwide. 







This is an important proof-of-concept study in that it investigates a 
novel approach to the management of schizophrenia, albeit building on 
the well-established glutamate hypothesis. We desperately need new 
treatments for schizophrenia and the finding that intravenous sodium 
nitroprusside ameliorated psychotic symptoms not only acutely (within 
four hours) but also that some effects persisted for up to four weeks, is 
very exciting. Of course much more work is required before such 
findings may translate into a clinically useful intervention, but this can 
be seen as a ‘next step’ after animal work, which showed the utility of 
sodium nitroprusside in abolishing behavioural effects (and c-fos 
expression) of phencyclidine in a psychosis ‘model’ {Blockade of 
phencyclidine-induced effects by a nitric oxide donor. {Bujas-Bobanovic M, 
Bird DC, Robertson HA, Dursun SM. Br J Pharmacol 2000 Jul; 130(5):1005-12}. 

Castle D: F1000Prime Recommendation of [Hallak JE et al., JAMA Psychiatry 
2013, 70(7):668-76]. In F1000Prime, 19 Aug 2013; DOI: 10.3410/f.
718058146.793481545. F1000Prime.com/718058146#eval793481545 



the finding that a treatment that augments the levels of nitric oxide, a 
signaling molecule downstream from the NMDA receptor, can reduce 
symptoms in schizophrenia provides additional evidence of NMDA 
receptor hypofunction in schizophrenia. Thus, these results are 
consistent with the therapeutic effects of NMDA-positive allosteric 
modulators, the schizophrenogenic effects of NMDA receptor 
antagonists, and the development of a schizophrenic phenotype in an 
autoimmune disorder in which anti-NMDA receptor antibodies are 
generated. However, caution must be exercised until sufficiently 
powered clinical trials of nitroprusside are performed in patients with 
schizophrenia. 
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