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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.]
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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.
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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
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Metformin Effect on Body 
Mass Index (BMI) z Score 

and Weight Change
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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.
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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.
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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.
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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.
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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
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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.
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“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
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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.

Top 10 Research Findings of 2016-17 
Sy Saeed, MD, MS, FACPsych Sunday, September 17, 2017



Top 10 Research Findings of 2016-17 
Sy Saeed, MD, MS, FACPsych Sunday, September 17, 2017



Top 10 Research Findings of 2016-17 
Sy Saeed, MD, MS, FACPsych Sunday, September 17, 2017



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.
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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
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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.
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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.

Top 10 Research Findings of 2016-17 
Sy Saeed, MD, MS, FACPsych Sunday, September 17, 2017



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.
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“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.”
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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.
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