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Objectives

• 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.	

• Identify	the	most	important* research	findings	of	2016-2017	
that	have	a	direct	bearing	on	the	practice	of	clinical	psychiatry.

Top Ten Research findings of 2016-2017
Science to Practice

*As	identified	by	the	methodology	utilized	for	this	presentation.



Neither I nor any member of my immediate 
family have any relevant financial relationship 

with the manufacturers of any commercial 
products and/or providers of commercial 
services discussed in this CME activity.



David	Shenk.	Data	Smog:	Surviving	the	Information	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

• Primary	Literature	Search
• Survey [Question:	Amongst	the	papers	published	in	the	
period	July	1,	2016	to	June	30,	2017,	which	ones	in	your	
opinion	have	[or	likely	to	have	or	should	have]	
impacted/changed	the	clinical	practice	of	psychiatry?].	

v AACDP v AADPRT v AACP
v AAPA v NCPA v GAP
v Other	Colleagues

• Secondary	Literature,	e.g.	Faculty	of	1000	Factor,	
Cochrane,	NEJM	Journal	Watch,	etc.



Disclaimers

• Selection	of	an	article
– Clinical	relevance/applicability

• Order	in	which	the	articles	appear	in	the	list	relates	to	their	
“clinic	readiness”

• 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
– However,	these	are	papers	of	high	quality	with	direct	

clinical	application	







Top Ten Research 
Findings of 2016-2017

Science to Practice



The largest study to 
date (N=2,307), 
examining the risk 
of treatment-
emergent mania in 
patients with bipolar 
disorder when 
methylphenidate is 
taken alone or in 
combination with 
mood-stabilizing 
medication.



Results: Patients on methylphenidate monotherapy displayed an increased 
rate of manic episodes within 3 months of medication initiation (hazard 
ratio=6.7, 95% CI=2.0–22.4), with similar results for the subsequent 3 
months. By contrast, for patients taking mood stabilizers, the risk of mania 
was lower after starting methylphenidate (hazard ratio=0.6, 95% CI=0.4–0.9). 
Comparable results were observed when only hospitalizations for mania were 
counted.
Conclusions: No evidence was found for a positive association between 
methylphenidate and treatment-emergent mania among patients with bipolar 
disorder who were concomitantly receiving a mood-stabilizing medication. 
This is clinically important given that up to 20% of people with bipolar disorder 
suffer from comorbid ADHD. Given the markedly increased hazard ratio of 
mania following methylphenidate initiation in bipolar patients not taking mood 
stabilizers, careful assessment to rule out bipolar disorder is indicated before 
initiating monotherapy with psychostimulants.



• It is important to do a careful assessment to rule out bipolar 
disorder before initiating methylphenidate as a monotherapy. 

• As no association with treatment-emergent mania was observed 
among bipolar patients who were concomitantly receiving a mood-
stabilizing medication, it would appear that concomitant therapy of 
ADHD is both safe and feasible in the context of ongoing 
preventive therapy. 

• Although this study utilized a within-individual design to better 
handle confounding, the study used observational data, so not all 
potential confounding can be ruled out. Therefore, more research is 
warranted in this important area to further elucidate the potential 
mania inducing properties of methylphenidate and the extent to 
which stabilizing drugs hamper this adverse reaction.

Clinical Implications









Metformin Effect on Body 
Mass Index (BMI) z Score 

and Weight Change



• The primary disadvantage for the active treatment group 
was a significantly higher percentage of treatment days with 
associated gastrointestinal adverse events during the 16-
weeks of the trial. 

• There was no difference in change in metabolic parameters 
measured in blood, including total cholesterol, low-density 
lipoprotein cholesterol, high-density lipoprotein cholesterol, 
triglycerides, glucose, fasting insulin, or hemoglobin A1C, 
between the metformin and placebo groups.



Limitations of the study:
• sample size is small. 
• whether the length of the metformin treatment may have 

been too short to capture potential benefits in metabolic 
measures. 

• whether co administration of metformin at the onset of 
atypical antipsychotic use prevents initial weight gain. 

Larger and longer-term studies of metformin administration in 
youths with ASD treated with an atypical antipsychotic will be 
important to address these concerns and remaining questions.













“while	the	study	by	Cristea	et	al	will	undoubtedly	provide	a	
major	impetus	to	future	research	on	the	effectiveness	of	
psychotherapy	for	BPD,	their	findings	make	it	clear	that	much	
remains	to	be	done	in	terms	of	the	development,	evaluation,	
and	implementation	in	routine	clinical	care	of	effective	
psychotherapy	for	this	highly	debilitating	condition.”



Specifically designed psychotherapies performed only somewhat 
better than nonspecific ones, perhaps because of improvements in 
treatment as usual.
Editorialists astutely point out that the lack of a dramatic difference 
between specific, manual-based therapies and less structured 
treatments may indicate that TAU has evolved. TAU now 
emphasizes the same coherence, consistency, continuity, and 
reorganization of thinking that characterizes BPD-specific therapies.



Objective: Tardive dyskinesia is a persistent movement disorder induced by dopamine 
receptor blockers, including antipsychotics. Valbenazine (NBI-98854) is a novel, highly
selective vesicular monoamine transporter 2 inhibitor that demonstrated favorable 
efficacy and tolerability in the treatment of tardive dyskinesia in phase 2 studies. This 
phase 3 study further evaluated the efficacy, safety, and tolerability of valbenazine as a 
treatment for tardive dyskinesia.
Method: This 6-week, randomized, double-blind, placebo controlled trial included 
patients with schizophrenia, schizoaffective disorder, or a mood disorder who had 
moderate or severe tardive dyskinesia. Participants were randomly assigned in a 1:1:1 
ratio to once-daily placebo, valbenazine at 40 mg/day, or valbenazine at 80 mg/day. The 
primary efficacy endpoint was change from baseline to week 6 in the 80 mg/day group 
compared with the placebo group on the Abnormal Involuntary Movement Scale (AIMS) 
dyskinesia score (items 1–7), as assessed by blinded central AIMS video raters. Safety 
assessments included adverse event monitoring, laboratory tests, ECG, and psychiatric 
measures.



Results: The intent-to-treat population included 225 
participants, 205 completed the study. Approximately 65% of 
participants had schizophrenia or schizoaffective disorder, 
and 85.5% were receiving concomitant antipsychotics. Least 
squares mean change from baseline to week 6 in AIMS 
dyskinesia score was 23.2 for the 80 mg/day group, 
compared with 20.1 for the placebo group, a significant 
difference. AIMS dyskinesia score was also reduced in the 40 
mg/day group (21.9 compared with 20.1). The incidence of 
adverse events was consistent with previous studies.





Conclusions: 
• Once-daily valbenazine significantly improved tardive 

dyskinesia in participants with underlying schizophrenia, 
schizoaffective disorder, or mood disorder. 

• Valbenazine was generally well tolerated, and 
psychiatric status remained stable. 

• Longer trials are necessary to understand the long-term 
effects of valbenazine in patients with tardive 
dyskinesia.





Objective: The	Prolonging	Remission	in	Depressed	Elderly	(PRIDE)	study	evaluated	
the	efficacy	of	right	unilateral	ultrabrief	pulse	electroconvulsive	therapy	(ECT)	
combined	with	venlafaxine	for	the	treatment	of	geriatric	depression.
Method:	PRIDE	was	a	two-phase	multisite	study.	Phase	1	was	an	acute	course	of	right	
unilateral	ultrabrief	pulse	ECT,	combined	with	open-label	venlafaxine	at	seven	
academic	medical	centers.	In	phase	1,	depressed	patients	received	high-dose	ECT	(at	
six	times	the	seizure	threshold)	three	times	per	week.	Venlafaxine	was	started	during	
the	first	week	of	treatment	and	continued	throughout	the	study.	The	primary	
outcome	measure	was	remission,	assessed	with	the	24-item	Hamilton	Depression	
Rating	Scale	(HAM-D),	which	was	administered	three	times	per	week.	Secondary	
outcome	measures	were	post-ECT	reorientation	and	safety.	Paired	t	tests	were	used	
to	estimate	and	evaluate	the	significance	of	change	from	baseline	in	HAM-D	scores.



Results:	Of	240	patients	who	entered	phase	1	of	the	study,	172	completed	it.	
Overall,	61.7%	(148/240)	of	all	patients	met	remission	criteria,	10.0%	
(24/240)	did	not	remit,	and	28.3%	(68/	240)	dropped	out;	70%	(169/240)met	
response	criteria.	Among	those	who	remitted,	the	mean	decrease	in	HAM-D	
score	was	24.7	points	(95%	CI=23.4,	25.9),	with	a	mean	final	score	of	6.2
(SD=2.5)	and	an	average	change	from	baseline	of	79%.	The	mean	number	of	
ECT	treatments	to	remission	was	7.3	(SD=3.1).
Conclusions:	Right	unilateral	ultrabrief	pulse	ECT,	combined	with	
venlafaxine,	is	a	rapidly	acting	and	highly	effective	treatment	option	for	
depressed	geriatric	patients,	with	excellent	safety	and	tolerability.	
These	data	add	to	the	evidence	base	supporting	the	efficacy	of	ECT	to	
treat	severe	depression	in	elderly	patients.



Remission,	Response,	and	Dropout	in	a	Study	of	ECT	and	Venlafaxine	in	Geriatric	Depressiona







Objective:	The	randomized	phase	(phase	2)	of	the	Prolonging	Remission	in	Depressed	Elderly	(PRIDE)	
study	evaluated	the	efficacy	and	tolerability	of	continuation	ECT	plus	medication	compared	with	
medication	alone	in	depressed	geriatric	patients	after	a	successful	course	of	ECT	(phase	1).
Method:	PRIDE	was	a	two-phase	multisite	study.	Phase	1	was	an	acute	course	of	right	unilateral	
ultrabrief	pulse	ECT,	augmented	with	venlafaxine.	Phase	2	compared	two	randomized	treatment	arms:	a	
medication	only	arm	(venlafaxine	plus	lithium,	over	24	weeks)	and	an	ECT	plus	medication	arm	(four	
continuation	ECT	treatments	over	1	month,	plus	additional	ECT	as	needed,	using	the	Symptom-Titrated,	
Algorithm-Based	Longitudinal	ECT	[STABLE]	algorithm,	while	continuing	venlafaxine	plus	lithium).	The	
intent-to-treat	sample	comprised	120	remitters	from	phase	1.	The	primary	efficacy	outcome	measure	
was	score	on	the	24-item	Hamilton	Depression	Rating	Scale	(HAM-D),	and	the	secondary	efficacy	
outcome	was	score	on	the	Clinical	Global	Impressions	severity	scale	(CGI-S).	Tolerability	as	measured	by	
neurocognitive	performance	(reported	elsewhere)	was	assessed	using	an	extensive	test	battery;	global	
cognitive	functioning	as	assessed	by	the	Mini-Mental	State	Examination	(MMSE)	is	reported	here.	
Longitudinal	mixed-effects	repeated-measures	modeling	was	used	to	compare	ECT	plus	medication	and	
medication	alone	for	efficacy	and	global	cognitive	function	outcomes.



Results:	At	24	weeks,	the	ECT	plus	medication	group	had
statistically	significantly	lower	HAM-D	scores	than	the	medication	
only	group.	The	difference	in	adjusted	mean	HAM-D	scores	at	study	
end	was	4.2	(95%	CI=1.6,	6.9).	Significantly	more	patients	in	the	ECT	
plus	medication	group	were	rated	“not	ill	at	all”	on	the	CGI-S	
compared	with	the	medication	only	group.	There	was	no	statistically	
significant	difference	between	groups	in	MMSE	score.
Conclusions:	Additional	ECT	after	remission	(operationalized	as	
four	continuation	ECT	treatments	followed	by	further	ECT	only	
as	needed)	was	beneficial	in	sustaining	mood	improvement	for	
most	patients.



These results showing efficacy and lack of notable 
cognitive impact in an elderly population strongly advocate 
not only for unilateral, ultrabrief, pulsed ECT plus 
medication, but also for flexibly administered ECT after 
remission, including "rescue" treatments for relapse 
prevention.

Joel Yager, MD. July 20, 2016









• This study provides compelling evidence that the self guided, web-
based CBT-I intervention SHUTi can effectively treat insomnia. It 
extends findings that internet-delivered CBT-I can meaningfully 
improve insomnia symptoms and sleep variables, including when 
insomnia is comorbid with other conditions.

• Future studies are necessary to determine who may be best 
served by this type of intervention and how the next steps of 
dissemination should occur. 

• Ensuring that these interventions work with different patient 
populations, whether tailored or not for those groups, should also 
be examined. 

• In addition, exploring the use of these interventions with lower 
educated, less technologically experienced, and older populations 
will be critical to broad dissemination efforts.





“these primarily middle-class patients had substantial 
familiarity with the Internet and therefore do not represent all 
patients, as editorialists and researchers point out. Reliance 
entirely on self report-- which does not correlate with sleep-
laboratory assessments (especially of sleep latency and 
duration) -- and lack of objective evaluation of daytime 
impairment further limit interpretation of the results. 
However, SHUTi (which costs $135), may be an option for 
some Internet-savvy individuals without severe psychiatric 
illnesses.”

Dubovsky, Steven. December 12, 2016













This important study shows that the easy-to-implement BA is just as 
effective as the more complex CBT requiring advanced-degree 
training and experience. BA can treat a large population of depressed 
patients effectively and cheaply. It will be increasingly used in 
resource-poor countries. In developed countries looking for the 
smartest way to use limited mental health resources, it is an obvious 
"first step" treatment (most likely in collaborative, integrated-care 
models). In the U.S., licensing barriers and guild issues may limit 
utilization of novice therapists with only college degrees, even though 
these findings suggest they would be effective first step therapists.

Roy-Byrne, Peter. August 11, 2016.



Objective: Cigarette	smoking	during	pregnancy	is	a	major	public	health	
problem	leading	to	adverse	health	outcomes	and	neuro-developmental	
abnormalities	among	offspring.	Its	prevalence	in	the	United	States	and	
Europe	is	12%–25%.	This	study	examined	the	relationship	between	prenatal	
nicotine	exposure	(cotinine	level)	in	archived	maternal	sera	and	
schizophrenia	in	offspring	from	a	national	birth	cohort.
Method: The	authors	conducted	a	population-based	nested	case-control	
study	of	all	live	births	in	Finland	from	1983	to	1998.	Cases	of	schizophrenia	
in	offspring	(N=977)	were	identified	from	a	national	registry	and	matched	
1:1	to	controls	on	date	of	birth,	sex,	and	residence.	Maternal	serum	cotinine	
levels	were	prospectively	measured,	using	quantitative	immunoassay,	from	
early	to	mid-gestation	serum	specimens	archived	in	a	national	biobank.



Results: A	higher	maternal	cotinine	level,	measured	as	a	continuous	variable,	
was	associated	with	an	increased	odds	of	schizophrenia	(odds	ratio=3.41,	
95%	confidence	interval,1.86–6.24).	Categorically	defined	heavy	maternal	
nicotine	exposure	was	related	to	a	38%	increased	odds	of	schizophrenia.	
These	findings	were	not	accounted	for	by	maternal	age,	maternal	or	parental	
psychiatric	disorders,	socioeconomic	status,	and	other	covariates.	There	was	
no	clear	evidence	that	weight	for	gestational	age	mediated	the	associations.
Conclusions:	To	the	authors’	knowledge,	this	is	the	first	study	of	the	
relationship	between	a	maternal	smoking	biomarker	and	schizophrenia.	It	
provides	the	most	definitive	evidence	to	date	that	smoking	during	pregnancy	
is	associated	with	schizophrenia.	If	replicated,	these	findings	suggest	that	
preventing	smoking	during	pregnancy	may	decrease	the	incidence	of	
schizophrenia.







Conclusions: 
The results highlight 
substantial variability of
social outcomes within 
diagnoses—albeit overall 
worse social outcomes in 
schizophrenia spectrum 
disorders—and show 
remarkably stable long-
term impairments in 
social functioning after 
illness onset across all 
diagnoses.





Clinical Implications
Persistent impairments observed in 
approximately half of the sample 
emphasize the need for targeted, long-
term care aimed at improving social 
inclusion for those with low social 
functioning at illness onset. Our findings 
indicate that 53% of the patients decline 
markedly in their social functioning 
between late adolescence and first 
hospitalization, a finding that has been 
supported by two other studies using 
latent class growth curve analysis (44, 
45). This and the high temporal stability 
of the trajectories extend previous 
findings suggesting that the level of social 
functioning may be determined in 
adolescence.

Consequently, our findings are
consistent with recent programs of 
research focused on adolescence as 
the critical intervention window and 
support current early intervention 
strategies for high-risk individuals 
(46) and those that offer intensive 
treatment to first admission patients 
(47) aimed to prevent social 
withdrawal in severe psychotic 
illnesses.



• Declining social function, starting in adolescence prior to first 
hospitalization, was predictive of long-term impairment.

• Severe, persistent impairment, occurring transdiagnostically, 
is associated with difficulties in completing high school, 
inability to live independently, unemployment, and requiring 
public assistance. 

• These findings suggest the value of recovery-oriented 
programs that help patients and families establish meaningful 
expectations and provide supportive educational and 
employment resources to help them achieve realistic goals.

Yager, Joel. December 28, 2016



Objective: While the increased risk of psychopathology in the biological 
offspring of depressed parents has been widely replicated, the long-
term outcome through their full age of risk is less known. The authors 
present a 30-year follow-up of biological offspring (mean age= 47 years) 
of depressed (high-risk) and non-depressed (low-risk) parents.
Method: One hundred forty-seven offspring of moderately to severely 
depressed or non-depressed parents selected from the same 
community were followed for up to 30 years. Diagnostic assessments 
were conducted blind to parents’ clinical status. Final diagnoses were 
made by a blinded M.D. or Ph.D. evaluator.



Results: The	risk	for	major	depression	was	approximately	three	times	as	
high	in	the	high-risk	offspring.	The	period	of	highest	risk	for	first	onset	was	
between	ages	15	and	25	in	both	groups.	Prepubertal	onsets	were	
uncommon,	but	high-risk	offspring	had	over	10-fold	increased	risk.	The	
early	onset	of	major	depression	seen	in	the	offspring	of	depressed
parents	was	not	offset	by	later	first	onsets	in	the	low-risk	group	as	they	
matured.	The	increased	rates	of	major	depression	in	the	high-risk	group	
were	largely	accounted	for	by	the	early	onsets,	but	later	recurrences	in	the	
high-risk	group	were	significantly	increased.	The	high-risk	offspring	continue	
to	have	overall	poorer	functioning	and	receive	more	treatment	for	
emotional	problems.	There	was	increased	mortality	in	the	high-risk	group	
(5.5%	compared	with	2.5%)	due	to	unnatural	causes,	with	a	nearly	8-year	
difference	in	the	mean	age	at	death	(38.8	years	compared	with	46.5	years).



Age-Specific	Rates	of	Major	Depressive	Disorder	(MDD)	Over	
30	Years	in	Offspring	of	Depressed	and	Nondepressed Parents





Conclusions: The	offspring	of	depressed	parents	remain	at	high	
risk	for	depression,	morbidity,	and	mortality	that	persists	into	
their	middle	years.	While	adolescence	is	the	major	period	of	
onset	for	major	depression	in	both	risk	groups,	it	is	the	offspring	
with	family	history	who	go	on	to	have	recurrences	and	a	poor	
outcome	as	they	mature.	In	the	era	of	personalized	medicine,	
until	a	more	biologically	based	understanding	of	individual	risk	is	
found,	a	simple	family	history	assessment	of	major	depression	as	
part	of	clinical	care	can	be	a	predictor	of	individuals	at	long-term	
risk.



• The	implications	of	the	long-term	findings	obviously	support	the	
necessity	for	attention	to	the	mental	health	needs	of	the	entire	family	
when	parental	depression	occurs.	

• The	sheer	magnitude	of	the	problem	owing	to	high	rates	of	depression	in	
women,	at	the	very	minimum,	requires	training	in	awareness	among	
health	service	providers	that	depression	is	far	more	than	an	impairing	
disorder	experienced	solely	by	an	individual.	

• The	study	encourages	robust	interventions	both	for	parents	and	their	
children	in	order	to	disrupt	clinical	and	functional	processes	that	are	
otherwise	pervasive	and	likely	progressive	in	their	negative	
consequences.



Lara Hilton, MPH. Susanne Hempel. PhD. Brett A. Ewing, MS. Eric Apaydin, MPP. Lea Xenakis, 
MPA. Sydne Newberry, PhD. Ben Colaiaco, MA. Alicia Ruelaz Maher, MD. Roberta M. Shanman, 
MS. Melony E. Sorbero, PhD. Margaret A. Maglione, MPP

Background: Chronic pain patients increasingly seek treatment through 
mindfulness meditation.
Purpose: This study aims to synthesize evidence on efficacy and safety of 
mindfulness meditation interventions for the treatment of chronic pain in 
adults.
Method: We conducted a systematic review on randomized controlled 
trials (RCTs) with meta-analyses using the Hartung-Knapp-Sidik-Jonkman
method for random-effects models. Quality of evidence was assessed using 
the GRADE approach. Outcomes included pain, depression, quality of life, 
and analgesic use.



Lara Hilton, MPH. Susanne Hempel. PhD. Brett A. Ewing, MS. Eric Apaydin, MPP. Lea Xenakis, MPA. 
Sydne Newberry, PhD. Ben Colaiaco, MA. Alicia Ruelaz Maher, MD. Roberta M. Shanman, MS. 
Melony E. Sorbero, PhD. Margaret A. Maglione, MPP

Results: Thirty-eight RCTs met inclusion criteria; seven reported on 
safety. We found low-quality evidence that mindfulness meditation is 
associated with a small decrease in pain compared with all types of 
controls in 30 RCTs. Statistically significant effects were also found 
for depression symptoms and quality of life.
Conclusions: While mindfulness meditation improves pain and 
depression symptoms and quality of life, additional well-designed, 
rigorous, and large-scale RCTs are needed to decisively provide 
estimates of the efficacy of mindfulness meditation for chronic pain.



The included studies had many limitations. 
• Thirteen of the thirty-eight studies were rated as poor 

quality, primarily due to lack of ITT, poor follow-up, or 
poor reporting of methods for randomization and 
concealment of allocation. 

• The authors of ten studies reported inadequate statistical 
power to detect differences in pain outcomes between 
mindfulness meditation and the comparator; the authors 
considered these pilot studies.

• Ten other studies did not report a power calculation. 
Sample sizes were small; 15 studies randomized fewer than 
50 participants.









“First do no harm” is one of the most 
revered canons of medical practice and 
of health policy, but it is easier to 
endorse in principle than to implement 
in practice. The study by Rector et al., 
attests to this difficulty by reminding us 
not only of the need to beware of 
unintended consequences of treatment 
but also to beware of unintended 
consequences of initiatives to avoid 
unintended consequences.”









The screening scale is not simply a shortened checklist of
the core features of ADHD. Rather, 2 of the 6 screening items
that best predicted diagnosis were associated with chronic 
procrastination and a dependence on others to keep life in order;
these are not ADHD symptoms, per se. The authors argue these
items reflect executive dysfunction and previously found that
such items were superior to ADHD symptoms in predicting the
DSM-IV diagnosis of adult ADHD.  Such findings raise the issue
of whether current criteria, designed with children in mind,
can adequately capture the expression of ADHD in adulthood.



Objective:	Despite	progress	in	the	development	of	evidence-based	
interventions	for	youth	psychiatric	problems,	up	to	75%	of	youths	with	
mental	health	needs	never	receive	services,	and	early	dropout	is	common	
among	those	who	do.	If	effective,	then	single-session	interventions	(SSIs)
for	youth	psychiatric	problems	could	increase	the	accessibility,	scalability,	
completion	rates,	and	cost-effectiveness	of	youth	mental	health	services.	
This	study	assessed	the	effects	of	SSIs	for	youth	psychiatric	problems.
Method:	Using	robust	variance	estimation	to	address	effect	size	(ES)	
dependency,	findings	from	50	randomized	controlled	trials	(10,508	youths)	
were	synthesized.



Results:	Mean	post	intervention	ES	showed	a	Hedges	g	value	equal	to	0.32;	the	
probability	that	a	youth	receiving	SSI	would	fare	better	than	a	control-group	youth	
was	58%.	Effects	varied	by	several	moderators,	including	target
problem:	ESs	were	largest	for	anxiety	(0.56)	and	conduct	problems	(0.54)	and	
weakest	for	substance	abuse	(0.08;	targeted	in	>33%	of	studies).	Other	problems	
yielded	numerically	promising	but	nonsignificant	ESs	(e.g.,	0.21	for
depression),	potentially	from	low	representation	across	trials.	ESs	differed	across	
control	conditions,	with	larger	ESs	for	studies	with	no	treatment	(0.41)	versus	active	
controls	(0.14);	developmental	periods,	with	greater	ESs	for	children	(0.42)	than	
adolescents	(0.19);	intervention	types,	with	largest	ESs	for	youth-focused	cognitive-
behavioral	approaches	(0.74);	and	follow-up	lengths,	with	smaller	ESs	for	follow-ups	
exceeding	13	weeks.	ESs	did	not	differ	for	self- versus	therapist-administered	
interventions	or	for	youths	with	diagnosable	versus	subclinical	problems.
Conclusion:	Findings	support	the	promise	of	SSIs	for	certain	youth	psychiatric	
problems	and	the	need	to	clarify	how,	to	what	degree,	and	for	whom	SSIs	
effect	lasting	change.



• Single	sessions	were	effective	for	anxiety	and	conduct	
disorders,	with	moderate	effect	sizes.	

• The	approach	was	less	effective	for	substance	use	disorders	
and	ineffective	for	depressive	and	eating	disorders.	

• Individuals	aged	<11	had	better	outcomes	than	older	
children.

• Baseline	severity	of	psychopathology	did	not	affect	outcome.	
• Single	sessions	using	motivational	interviewing	were	less	
effective	than	other	modalities	(e.g.,	cognitive-behavioral	
therapy).	



These	data	supporting	the	effectiveness	of	single	sessions	
for	treating	childhood	anxiety	and	conduct	disorders	may	
be	profoundly	useful	to	clinicians.	The	finding	that	less-
costly	single	psychoeducational	sessions	were	as	effective	
as	those	requiring	specialized	training	(e.g.,	cognitive	
behavioral	therapy)	further	strengthens	the	feasibility	of	
implementing	single-session	treatments.

Barbara	Geller,	MD



Objective: Ketamine,	an	N-methyl-D-aspartate	glutamate	receptor	antagonist,	has	
demonstrated	a	rapid-onset	antidepressant	effect	in	patients	with	treatment-
resistant	depression.	This	study	evaluated	the	efficacy	of	twice- and	thrice-weekly	
intravenous	administration	of	ketamine	in	sustaining	initial	antidepressant	effects	in	
patients	with	treatment-resistant	depression.
Method: In	a	multicenter,	double-blind	study,	adults	(ages	18–64	years)	with	
treatment-resistant	depression	were	randomized	to	receive	either	intravenous	
ketamine	(0.5	mg/kg	of	body	weight)	or	intravenous	placebo,	administered	over	40	
minutes,	either	two	or	three	times	weekly,	for	up	to	4	weeks.	Patients	who	
discontinued	double-blind	treatment	after	at	least	2	weeks	for	lack	of	efficacy	could	
enter	an	optional	2-week	open-label	phase	to	receive	ketamine	with	the	same	
frequency	as	in	the	double-blind	phase.	The	primary	outcome	measure	was	change	
from	baseline	to	day	15	in	total	score	on	the	Montgomery-Åsberg Depression	Rating	
Scale	(MADRS).



Results: In	total,	67	(45	women)	of	68	randomized	patients	received	treatment.	
In	the	twice-weekly	dosing	groups,	the	mean	change	in	MADRS	score	at	day	15	
was	218.4	(SD=12.0)	for	ketamine	and	25.7	(SD=10.2)	for	placebo;	in	the	thrice-
weekly	groups,	it	was	217.7	(SD=7.3)	for	ketamine	and	23.1	(SD=5.7)	for	
placebo.	Similar	observations	were	noted	for	ketamine	during	the	open-label	
phase	(twice-weekly,	212.2	[SD=12.8]	on	day	4;	thrice-weekly,	214.0	[SD=12.5]	
on	day	5).	Both	regimens	were	generally	well	tolerated.	Headache,	anxiety,	
dissociation,	nausea,	and	dizziness	were	the	most	common	(20%	or	less)	
treatment-emergent	adverse	events.	Dissociative	symptoms	occurred	
transiently	and	attenuated	with	repeated	dosing.

Conclusions:	Twice-weekly	and	thrice-weekly	administration	of	
ketamine	at	0.5	mg/kg	similarly	maintained	antidepressant	
efficacy	over	15	days.





Background
Ketamine	has	recently	become	an	agent	of	interest	as	an	acute	treatment	for	
severe	depression	and	as	the	anaesthetic	for	electroconvulsive	therapy	(ECT).	
Subanaesthetic	doses	result	in	an	acute	reduction	in	depression	severity	
while	evidence	is	equivocal	for	this	antidepressant	effect	with	anaesthetic	or	
adjuvant	doses.	Recent	systematic	reviews	call	for	high-quality	evidence	from	
further	randomised	controlled	trials	(RCTs).
Aims
To	establish	if	ketamine	as	the	anaesthetic	for	ECT	results	in	fewer	ECT	
treatments,	improvements	in	depression	severity	ratings	and	less	memory	
impairment	than	the	standard	anaesthetic.



Method
Double-blind,	parallel-design,	RCT	of	intravenous	ketamine	(up	to	2	
mg/kg)	with	an	active	comparator,	intravenous	propofol	(up	to	2.5	
mg/kg),	as	the	anaesthetic	for	ECT	in	patients	receiving	ECT	for	major	
depression	on	an	informal	basis.
Results
No	significant	differences	were	found	on	any	outcome	measure	
during,	at	the	end	of	or	1	month	following	the	ECT	course.
Conclusions
Ketamine	as	an	anaesthetic	does	not	enhance	the	efficacy	of	ECT.



• This	question	has	important	financial	implications	for	depressed	
patients	in	the	U.S.,	because	insurance	covers	ECT	anesthesia	but	not	
ketamine	infusions.

• These	findings	agree	with	results	from	three	less	well-designed	
studies	suggesting	that	the	antidepressant	effects	of	ketamine	
observed	in	infusion	studies	do	not	emerge	when	ketamine	is	used	as	
an	anesthetic	with	ECT.	Both	groups	appeared	to	improve	equally.	

• These	two	effective	interventions	for	treatment-resistant	depression	
likely	work	via	different	mechanisms.	

• It	is	possible	that	the	induced	ECT	seizures	negate	or	reverse	some	
as-yet-undetermined	neurobiological	effect	of	ketamine.

Peter	Roy-Byrne,	March	24,	2017



Objective:	Both	preclinical	studies	and	clinical	trials	have	indicated	that	the	
combination	of	a	selective	serotonin	reuptake	inhibitor	(SSRI)	and	a	statin	
may	have	superior	antidepressant	effects	compared	with	SSRI	treatment	
alone.	The	authors	sought	to	assess	whether	this	beneficial	effect	can	be	
generalized	to	a	more	heterogeneous	population	of	SSRI	users.
Method:	In	a	nationwide	cohort	study	that	included	all	incident	SSRI	users	in	
Denmark	between	1997	and	2012,	the	authors	compared	people	who	had	
periods	of	concomitant	use	of	SSRIs	and	statins	with	people	who	had	periods	
of	SSRI	treatment	alone.	Outcomes	included	the	rates	of	psychiatric	hospital	
contacts	(any	cause),	psychiatric	hospital	contacts	due	to	depression,	suicidal	
behavior,	and	all-cause	mortality.	Using	Cox	regression	and	competing	risk	
analysis,	the	authors	calculated	crude	and	adjusted	hazard	ratios	for	these
outcomes.



Results:	The	authors	identified	872,216	incident	SSRI	users,	of	whom	
113,108	(13.0%)	used	a	statin	concomitantly.	Compared	with	SSRI	treatment	
alone,	the	combined	use	of	an	SSRI	and	a	statin	was	associated	with	a	
significantly	lower	risk	for	both	psychiatric	hospital	contacts	(adjusted	hazard	
ratio=0.75	(95%	CI=0.69,	0.82)	and	psychiatric	hospital	contacts	due	to	
depression	(adjusted	hazard	ratio=0.64,	95%	CI=0.55,	0.75).	Compared	with	
SSRI	treatment	alone,	the	concomitant	use	of	SSRIs	and	statins	was	not	
associated	with	significant	increases	in	all-cause	mortality	(adjusted	hazard	
ratio=1.04,	95%	CI=0.96,	1.12)	or	suicidal	behavior	(adjusted	hazard	
ratio=0.85,	95%	CI=0.61,	1.18).
Conclusions:	In	a	large	naturalistic	cohort,	concomitant	treatment	with	SSRIs	
and	statins	resulted	in	robust	advantages	compared	with	SSRIs	alone.















The	modest	positive	outcomes	observed	in	the	ED-SAFE	study	add	to	a	
growing	body	of	literature	documenting	that	targeted	efforts	to	recognize	
and	actively	intervene	with	individuals	at	high	risk	for	suicide	can	be	life-
saving,14 but	it	may	be	of	even	greater	import	in	calling	attention	to	a	
collective	societal	blind	spot	with	regard	to	the	public	health	role	of	the	
modern	ED.	It	is	currently	normative	for	EDs	in	the	United	States	to	lack	on-
site	psychiatric	services	despite	the	association	of	mental	disorders	with	3	
leading	causes	of	death:	suicide,	accidents,	and	violence.15 The	ED-SAFE	
study	provides	a	long-overdue	opportunity	to	reflect	on	the	potential	public	
health	benefits	of	raising	expectations	for	care	delivered	to	high-risk	suicidal	
individuals	presenting	in	the	typical	ED,	challenging	the	existing	dispositional	
focus	(i.e.,	“Where	to	send	this	suicidal	patient?”)	by	offering	a	treatment-
based	perspective	(i.e.,	“How	best	to	treat	this	suicidal	patient?”).

Editorial
Jeffrey	A.	Bridge,	PhD;	Lisa	M.	Horowitz,	PhD;	John	V.	Campo,	MD













Merete	Nordentoft,	DMSc;	Annette	Erlangsen,	PhD;	Trine	Madsen,	PhD
Editorial

“Psychiatric	patients	should	not	be	considered	cured	at	the	
time	of	discharge.	They	are	still	ill,	many	of	their	symptoms	
continue,	treatment	is	ongoing,	and	their	need	for	care	
remains.	Many	of	these	patients	remain	at	increased	risk	for	
suicide.	It	is,	therefore,	very	important	to	carefully	plan	and	
initiate	referrals	for	aftercare.	Ideally,	outpatient	treatment	
should	be	introduced	before	discharge,	so	that	the	patient	is	
familiar	with	the	persons	who	will	care	for	them	after	
discharge.	In	the	week	immediately	after	discharge,	the	risk	
for	suicide	is	at	its	highest,	which	underscores	the	need	for	
establishing	contact	and	arranging	an	appointment	to	
outpatient	care	ahead	of	discharge.”







• These	robust	findings	of	a	markedly	lower	conversion	rate	to	
psychosis	in	the	omega-3	group	strongly	support	instituting	
omega-3	supplementation	in	individuals	at	high	risk	for	
psychosis.	

• Do	these	accumulating	data	support	prescribing	omega-3	
supplements	to	all	psychiatric	patients?	
– That	approach	would	be	consistent	with	dietary	changes	over	past	
centuries	that	eventuated	in	progression	from	diets	with	an	
approximately	50:50	ratio	of	omega-3	to	omega-6	to	current	diets	
with	15:1	or	16:1— that	is,	present-day	diets	are	less	healthy	than	
those	eaten	by	our	distant	ancestors	(Biomed	Pharmacother 2006;	60:502)



Bottom	Line
• Previous	efficacy	of	PUFAs	to	reduce	conversion	of	
prepsychotic	symptoms	to	psychosis	in	adolescents	
was	maintained	for	6.7	year	follow-up	period.	Low	
risk,	low	cost,	possible	big	benefit

Assumptions
• Must	assume	that	clinical	recognition	of	prepsychotic	
symptoms	in	adolescents	is	reliable	and	valid.











• Replication	studies	are	indispensable	in	science.	
• The	low	overall	conversion	rate	and	CBT	active	control	condition	calls	for	

additional	studies	that	ideally	would	use	a	real-world	control	condition	and	
not	enhanced	care	delivered	in	specialty	clinics.

• Although	there	may	be	a	desire	to	enhance	the	control	condition	to	provide	a	
basic	level	of	care	to	all	patients,	replication	studies	should	consider	keeping	
both	the	active	and	control	conditions	identical	to	the	study	they	attempt	to	
replicate.

• Any	new	ω-3	PUFA	trial	should	likely	power	its	sample	on	an	effect	size	of	an	
NNT	of	approximately	14	observed	for	CBT.

• For	novel	treatment	trials	to	be	successful,	the	general	enrollment	of	patients	
into	trials	with	agents	for	which	target	engagement	is	hypothesized	needs	to	
be	reconsidered	in	favor	of	targeting	biologically	defined	patient	subgroups	to	
overcome	the	potential	problem	of	heterogeneity.	
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