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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	2015-2016	
that	have	a	direct	bearing	on	the	practice	of	clinical	psychiatry.

Top Ten Research findings of 2015-2016
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.]







• A	large	gulf	remains	between	what	we	know	and	what	we	
practice*.	

• Large	gaps	also	exist	between	best	evidence	and	practice	in	the	
implementation	of	guidelines*.	

• Failure	to	follow	best	evidence	highlights	issues	of	underuse,	
overuse,	and	misuse	of	drugs** and	has	led	to	widespread	interest	
in	the	safety	of	patients***.

*Eisenberg	MJ,	Garzon	P.	Am	J	Cardiol 1997;79:	867-72.	
** Chassin	MR,	Galvin	RW.	JAMA 1998;280:	1000-5.

***	Institute	of	Medicine.	Crossing	the	quality	chasm:	a	new	health	system	for	the	21st	century.Washington,	DC:	
National	Academy	Press,	2001.



Quality	of	Health	Care	Delivered	
to	Adults	in	the	United	States

• Only	55%	chance	of	getting	appropriate	care
– little	difference	among	the	proportion	of	
recommended:	
• Preventive	care	(54.9	%)	
• Acute	care	(53.5	%)	
• Care	for	chronic	conditions	(56.1%)

McGlynn	et	al,	2003



“Between the health care we have and 
the care we could have lies not just a 
gap, but a chasm.”

2001



Methodology

• Primary	Literature	Search
• Survey [Question:	Amongst	the	papers	published	in	the	
period	July	1,	2015	to	June	30,	2016,	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 2015-2016

Science to Practice









Study	design.	
A	randomized,	double-blind,	placebo-controlled	trial	consisting	of:
(1)	a	12-week	intervention	period	with	1.2	g	per	day	omega-3	PUFAs	or	placebo;
(2)	a	40-week	period	of	all	participants	receiving	state-of-the-art	clinical	care;	and	
(3)	a	longer-term	follow-up	assessment.	
Patient	eligibility	criteria	and	exclusion	criteria.	
Individuals	were	eligible	for	participation	if	they	were	aged	13–25	years	and	met	criteria	
for	at	least	one	of	three	operationally	defined	groups	of	specific	state	and/or	trait	risk	
factors	for	psychosis:	
(1)	attenuated	positive	psychotic	symptoms;
(2)	brief,	limited	intermittent	psychotic	symptoms	(transient	psychosis);	and
(3)	trait	plus	state	risk	factors	(that	is,	genetic	risk	plus	a	decrease	in	functioning).
The	rationale	and	validation	for	these	ultrahigh	risk	groups	has	been	previously	
described.



Both	treatment	arms	were	comparable	with	respect	to	baseline	
characteristics,	which	included	age,	sex,	body	mass	index,	study	entry	
criteria,	illicit	drug	use,	psychiatric	symptoms	and	functioning,	and	
erythrocyte	fatty	acid	levels11.	
After	randomization,	participants	received	weekly	assessments	for	4	
weeks,	and	then	at	8	and	12	weeks	(end	of	intervention),	and	
subsequent	follow-up	at	6,	12	months	and	7	years	after	baseline.
The	Positive	and	Negative	Syndrome	Scale	(PANSS)13	and	the	
Montgomery–Asberg Depression	Rating	Scale	(MADRS)14	were	used	to	
examine	psychiatric	symptoms.	The	Global	Assessment	of	Functioning	
(GAF)	score	was	used	as	measure	of	functioning.



At	a	mean	follow-up	of	6.7	years:	
• 88%	of	participants	received	comprehensive	assessments	
via	interviews	or	hospital	records.	

• Conversion	to	psychosis	occurred	in	10%	of	omega-3	
recipients	versus	40%	of	controls,	and	analyses	assuming	
that	drop-outs	developed	psychosis	produced	similar	
findings.	

• Participants	who	received	active	treatment	also	showed	
significantly	better	psychosocial	and	psychopathology	
outcomes,	and	significantly	fewer	received	antipsychotics	
(29%	vs.	54%	of	controls).



• 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.
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Bottom	Line
• Open	label	escitalopram	for	14	weeks	in	100	patients	with	
BDD	followed	by	random	assignment	of	58	responders	to	6	
month	continuation	versus	placebo.	Relapse	was	greater	in	
placebo	group	showing	that	6	month	continuation	after	
treatment	response	reduced	relapse	risk.	

Assumptions
• While	it	is	possible	that	change	from	escitalopram	to	placebo	
was	detectable	by	the	patients	and	therefore	reduced	the	
blinding,	must	assume	that	it	is	no	more	detectable	than	
discontinuation	of	treatment	after	improvement	in	clinical	
care.

Published online: April 08, 2016







Bottom	Line
• A	less	than	50%	improvement	on	the	PANSS	or	BPRS	
after	4-12	weeks	of	treatment	was	predicted	by	less	
than	20%	change	after	2	weeks,	suggesting	
treatment	change	could	be	considered	after	a	poor	
initial	2	weeks	response.	

Assumptions
• Must	assume	that	changing	meds	after	only	two	
weeks	does	not	increase	risk	of	non-response







Bottom	Line
• 120	moderate	to	severely	depressed	patients	
randomly	assigned	to	paroxetine	or	mirtazapine	
titration	decision	based	on	guidelines	and	HAM	D	
and	QIDS-SR	versus	physician	made	decisions.		
MBC	led	to	higher	response	rates	and	particularly	
higher	remission	rates	in	half	the	time,	and	led	to	
more	adjustments	and	higher	doses.	







• Compared with the control group, NAVIGATE patients received 
more key services and remained in treatment significantly longer 
(median, 23 vs. 17 months). 

• Overall, NAVIGATE patients showed significantly greater clinically 
meaningful improvements in quality of life (QOL), interpersonal 
relationships, intrapsychic foundations (sense of purpose, 
motivation, curiosity, emotional engagement), and work and school 
attendance. 

• Hospitalization rates during the 2-year follow-up did not differ 
between groups (NAVIGATE, 34%; community care, 37%). Patients 
initially untreated for <74 weeks showed greater improvements in 
QOL and PANSS scores than those untreated for ≥74 weeks (effect 
sizes, 0.54 vs. 0.07 for QOL; 0.42 vs. 0.13 for PANSS).



“If	our	experience	with	acute	lymphoblastic	leukemia	is	predictive	of	what	can	happen	
for	young	people	with	schizophrenia,	RAISE	should	sound	a	hopeful	note.	While	there	
is	every	reason	to	seek	new	and	better	treatments	for	schizophrenia,	RAISE	reminds	us	
that	we	can	achieve	better	outcomes	by	adapting	the	medical	and	psychosocial	
treatments	we	have	today.	As	with	acute	lymphoblastic	leukemia,	the	path	to	better	
outcomes	depends	on	better	organization	of	care	and	a	commitment	to	continuous	
quality	improvement.	In	the	case	of	first-episode	psychosis,	that	path	includes	early	
detection,	training	providers	in	comprehensive	team-based	approaches,	combining	
several	modalities	of	treatment	and	support,	and	orienting	care	around	shared	
decision-making	and	patient	preference.	Sadly,	this	approach	does	not	(yet)	lead	to	a	
cure	rate	of	80%—schizophrenia	may	be	a	much	tougher	target	than	acute	
lymphoblastic	leukemia.	Of	course,	the	transformation	of	acute	lymphoblastic	
leukemia	care	began	in	1970.We	are	still	comparatively	early	in	the	process	of	
transforming	care	for	young	people	with	schizophrenia.	RAISE	represents	just	the	
beginning	of	the	change	of	our	expectations	for	recovery	after	a	first	episode	of	
psychosis.”



NAVIGATING the Management of First-Episode Psychosis

• Bundling medication plus psychosocial treatments 
produced significantly greater benefits than usual 
treatment.

• Although the NAVIGATE program's overall aim — to 
achieve full recovery through evidence-based treatments 
— may be more aspirational than fully realistic using 
contemporary interventions, its achievements are 
impressive. An editorialist describes the NIMH Early 
Psychosis Intervention Network (EPINET), launched to 
help disseminate these methods and expand the results.

• Communities should get on board.



Bottom	Line
• Clinics	randomized	to	multidisciplinary	teams	for	
treatment	of	1st	episode	psychosis	showed	better	
quality	of	life	and	psychopathology	scores	than	usual	
community	care.	Effects	greater	for	earlier	intervention.	

Assumptions
• Must	assume	that	benefits	outweigh	the	costs	of	
implementing	and	monitoring	a	potentially	more	
expensive/intensive	treatment	approach





Bottom	Line
• This	is	a	secondary	analysis	of	a	previous	study.		12	
domains	of	the	NPI	caregiver	reporting	on	symptoms	at	
week	9	of	treatment	with	either	citalopram	or	placebo.		
Citalopram	lowered	levels	of	reported	delusions,	
anxiety,	irritability…while	placebo	lowered	sleep	and	
night	time	behavior	disorders.	

Assumptions
• Must	assume	that	caregiver	reports	are	reliable	and	
valid.







Bottom	Line
• Compared	different	14	different	antidepressants	for	
MDD	in	adolescents	using	34	trials	w/5260	total	
participants	which	is	low	N	for	each	drug.		Only	
fluoxetine	was	statistically	different	from	placebo.	

Assumptions
• Probable	that	fluoxetine	was	the	most	often	tested	
and	therefore	had	the	largest	N.





Bottom	Line
• SAMe,	omegea-3s,	methylfolate,	and	Vitamin	D	found	to	
produce	positive	effects	on	depression	when	used	as	
adjunctive	treatment.	

Assumptions
• Doses,	durations,	and	treatments	being	complimented	
are	unclear	and	probably	quite	variable.		Statistical	
impact	demonstrated	but	unclear	if	remission	rate	or	
time	to	remission,	or	time	to	relapse	affected.







Bottom	Line
• Based	on	review	of	literature	by	consensus	panel,	guideline	
recommends	CBT	for	chronic	insomnia.		This	is	recognition	
that	current	practice	has	limited	efficacy	with	side	effect	
burdens,	which	is	second	recommendation.

Assumptions
• No	data	presented	on	guideline	implementation	effects.		It	has	
long	been	known	that	behavioral	elements	important	so	sleep	
hygiene	training	has	been	used.		Not	surprising	
recommendation	but	often	not	available	within	physician	
practices		with	questionable	reimbursement.





Bottom	Line
• In	normal	outpatient	clinical	practice	indexed	by	the	Medicaid	
database,	treatment	resistant	schizophrenia	showed	fewer	
hospitalizations,	fewer	medication	discontinuations	or	
changes,	and	greater	side	effects	when	treated	with	clozapine	
than	other	standard	antipsychotics.

Assumptions
• Must	assume	that	clozapine	prescribed	to	all	patients	instead	
of	selected	patients	would	show	the	same	patterns	of	
outcome	and	that	side	effect	burden	is	more	than	offset	by	
improvements.











Bottom	Line
• Birthweight	and	pregnancy	length	worse	in	women	
with	untreated	depression	during	pregnancy	
compared	to	non-depressed	women.

Assumptions
• Must	assume	that	treatment	of	depression	in	this	
group	would	normalize	birthweight	and	pregnancy	
length.	







Bottom	Line
• Combined	data	from	6	RCTs	w/	sham	controls.		
Showed	transcranial	DC	stimulation	better	than	
placebo,	and	not	as	effective	with	treatment	
resistant	patients..

Assumptions
• Must	assume	it	is	at	least	comparable	to	more	
available	repetitive	transcranial	stimulation	and	
usual	pharmacotherapies.







Bottom	Line
• The	probability	of	receiving	addiction	treatment	in	30	
days	increased	if	buprenorphine/naloxone	treatment	
was	administered	in	the	ED.		Also	self	reported	use	
decreased	although	urine	levels	and	HIV	risk	was	not	
affected.	

Assumptions
• Must	assume	that	increased	access	to	addiction	
treatment	in	30	days	has	better	outcomes.	Must	assume	
that	urine	levels	less	important	that	self	reported	use.



Br J Psychiatry. 2016 Apr 21



Br J Psychiatry. 2016 Apr 21



Bottom	Line
• Compared	omega-3	formulations	high	in	DHA	versus	
high	in	EPA.		EPA	predominant	formulations	were	more	
effective	at	reducing	depression	scores	than	placebo	
while	DHA	predominant	formulations	were	not.	

Assumptions
• Have	to	assume	that	findings	would	be	consistent	within	
populations	diagnosed	with	MDD	since	not	all	studies	
used	this	population.		Have	to	assume	that	EPA	better	
than	DHA	in	direct	comparison.

Br J Psychiatry. 2016 Apr 21





Bottom	Line
• 90	studies	using	IPT		with	over	11,000	pts	were	combined	to	
show	that	IPT	was	effective	for	the	treatment	of	depression,	
anxiety,	and	eating	disorders	and	was	as	effective	for	all	
disorders	as	CBT	and	pharmacotherapies.	

Assumptions
• Must	assume	that	unlike	all	other	treatment	modalities,	is	as	
good	as	the	best	in	treating	any	individual	disorder,	which	is	
highly	counter	intuitive.		Probably	takes	advantage	of	
heterogeneity	in	90	studies	to	prove	equivalence	to	
everything.









Which SSRIs Are Safest in Pregnancy?
• Sertraline wasn't associated with any of five defects to which it had previously been linked 

(e.g., septal defects).
• Neither citalopram nor escitalopram was associated with defects, except for a “marginal” 

link between citalopram and neural tube defects.
• Fluoxetine was associated with ventricular septal defects, right ventricular outflow tract 

obstruction cardiac defects, and craniosynostosis.
• Paroxetine was associated with anencephaly, atrial septal defects, right ventricular outflow 

tract obstruction cardiac defects, gastroschisis, and omphalocele.

The authors note that if the associations observed are causal, the absolute risks are small. For 
example, for babies exposed to paroxetine, the absolute risk for anencephaly would increase 
from 2 to 7 per 10,000.

As always, these risks must be balanced against the risks of 
discontinuing or changing antidepressants, especially in women whose 
illnesses have been treatment refractory and have only responded to 
fluoxetine or paroxetine. However, the current findings suggest that in 
general sertraline should be the first-line agent in pregnant women 
needing an SSRI.



Bottom	Line
• Use	of	SSRIs	in	early	pregnancy	compared	in	case-
control	design.		Paroxetine	and	fluoxetine	only	SSRIs	
showing	increased	risk	for	birth	defects.	

Assumptions
• No	causal	relationship	between	paroxetine/fluoxetine	
use	and	birth	defects	in	this	study.		Replicates	multiple	
findings	of	increased	risks	for	paroxetine	use	but	failed	
to	replicate	previous	associations	with	sertraline.		Have	
to	assume	that	choice	of	SSRIs	are	random	and	doses	
are	comparable.





Bottom	Line
• Huge	cohort	over	16	years	in	Denmark	of	people	hospitalized	for	

infection.		Those	with	severe	mental	illness	history,	and	even	more	
for	those	with	current	severe	mental	illness,	showed	higher	
mortality	rates	than	those	without	mental	illness.		This	was	most	
true	for	CNS	infections.

Assumptions
• The	highest	mortality	rate	for	CNS	infections	among	severely	

mentally	ill	suggests	a	possible	confound,	that	the	symptoms	of	
CNS	infections	and	symptoms	of	severe	mental	illness	overlap	and	
hinder	identification	of	infection.		If	true,	this	would	lead	to	later	
admission	and	treatment	initiation	which	could	inflate	mortality.		
Must	assume	that	symptoms	of	severe	mental	illness	does	not	
induce	greater	severity	of	infection	upon	admission.







Bottom	Line
• In	cannabis	users	who	develop	psychotic	disorders,	some	
continue	to	use	while	some	stop	use.		Those	who	stop	have	
fewer	relapses,	fewer	positive	symptoms,	better	level	of	
functioning,	and	shorter	hospitalization	duration.	

Assumptions
• Must	assume	that	those	that	continue	to	use	were	not	more	
severely	psychotic,	did	not	have	more	positive	symptoms	
before	hospitalization,	did	not	have	a	worse	level	of	
functioning.		Possible	confounds	a	plenty.		Must	assumes	that	
focusing	more	attention	of	stopping	cannabis	use	will	be	
effective	and	will	have	similar	affects	of	hospital	course.





Bottom	Line
• This	Swedish	study	found	that	moderate	and	high	
exposure	to	antipsychotics	and	antidepressants	from	
2006-10	were	associated	with	lower	mortality	
compared	to	no	exposure,	while		benzodiazepines	were	
related	to	higher	mortality.	

Assumptions
• Must	assume	that	no	exposure	is	treated	in	the	same	
environments,	i.e.	hospital,	as	moderate	and	high	
antipsychotic	exposures.		If	not	then	confounded.





Bottom	Line
• With	an	N>10K	slight	relationship	between	higher	
SSRI	doses	and	treatment	efficacy	and	increased	
likelihood	of	dropout	due	to	side	effects.	

Assumptions
• Must	assume	that	an	extremely	small	statistical	
effect	is	clinically	meaningful	and	that	small	effect	
isn't	offset	by	dropout.





Bottom	Line
• Study	showed	that	TBI	experienced	during	army	
deployment	was	associated	with	higher	rates	of	
depression,	GAD	and	PTSD.	

Assumptions
• No	clear	treatment	implications	but	suggest	studies	
needed	to	identify	field	or	early	interventions	that	
focus	on	TBI	patients	to	reduce	possibly	related	
mental	health	sequelae.





How Related Are Adult and Childhood ADHD?

• In this four-decade-long study, almost no individuals had 
attention-deficit/hyperactivity disorder diagnosed in both 
childhood and adulthood.

• These findings suggest that frequently, childhood and 
adult ADHD are not the same disorder. Attentional 
problems associated with adult ADHD might instead be 
nonspecifically related to substance dependence and 
other comorbidities. 

• Regardless, high impairment rates in adults with ADHD 
underscore the need for better understanding and 
treatment studies.

Joel Yager, MD reviewing Moffitt TE et al. Am J Psychiatry 2015 May 22.



Bottom	Line
• New	Zealand	cohort	of	adult	ADHD	with	90%	having	
no	record	of	childhood	ADHD.		Suggests	different	
populations.	

Assumptions
• Record	keeping	40	years	ago	would	be	expected	to	
be	questionable.		Must	assume	record	keeping	
standards	constant	and	that	there	are	treatment	
implications.





Bottom	Line
• 208	opioid	addicted	patients	were	treated	for	5-6	weeks	
with	buprenorphine	with	108	abstinent	at	the	end	of	
interval…randomized	to	continued	treatment	plus	
clonidine	or	placebo.		Clonidine	supplementation	
increased	#days	to	1	day	relapse	but	not	to	#days	to	2	
day	relapse.	

Assumptions
• Must	assume	that	equalization	of	time	to	relapse	for	2	
days	is	less	relevant	that	difference	in	days	to	1	day	
relapse.		Without	this	questionable	assumption,	there	
was	no	effect	of	adding	clonidine.





Bottom	Line
• Intravenous	Ketamine	2-3	times	per	week	for	patients	
with	treatment	resistant	depression	maintained	
ketamine's	antidepressant	effects	for	over	15	days.	
Mental	side	effects	tended	to	decrease	over	time.	

Assumptions
• Must	assume	that	this	is	more	than	experimental	effort	
to	extend	ketamine's	effects	but	offers	some	clinical	
advantages.





Bottom	Line
• Ketamine	NMDA	antagonist)	and	D-cycloserine and	
raspatinel (NMDA	partial	agonists)	had	quick	and	
brief	affects	on	greatly	lowered	depression,	while	
other	NMDA	antagonists	had	no	effect.		Affects	do	
not	last.	

Assumptions
• No	assumptions	relevant	since	this	is	examination	of	
mechanisms	that	could	explain	ketamine	effect.
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