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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 2017-2018 
that have a direct bearing on the practice of clinical psychiatry.

Top Ten Research findings of 2017-2018
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? 







Methodology
• Primary Literature Search
• Survey [Question: Amongst the papers published in the 

period July 1, 2017 to June 30, 2018, which ones in your 
opinion have [or likely to have or should have] 
impacted/changed the clinical practice of psychiatry?]. 

v AACDP v GAP v AACP
v AAPA v NCPA vOther 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 2017-2018

Science to Practice



Objective: Patients with bipolar disorder have recurrent major depression, residual 
mood symptoms, and limited treatment options. Building on promising pilot data, the 
authors conducted a 6-week randomized double-blind placebo-controlled trial to 
investigate the efficacy of adjunctive bright light therapy at midday for bipolar 
depression. The aims were to determine remission rate, depression symptom level, 
and rate of mood polarity switch, as well as to explore sleep quality.
Method: The study enrolled depressed adults with bipolar I or II disorder who were 
receiving stable dosages of antimanic medication (excluding patients with 
hypomania or mania, mixed symptoms, or rapid cycling). Patients were randomly 
assigned to treatment with either 7,000-lux bright white light or 50-lux dim red 
placebo light (N=23 for each group). Symptoms were assessed weekly with the 
Structured Interview Guide for the Hamilton Depression Scale With Atypical 
Depression Supplement (SIGH-ADS), the Mania Rating Scale, and the Pittsburgh 
Sleep Quality Index. Remission was defined as having a SIGH-ADS score of 8 or 
less.



• Because medications for bipolar depression are often 
ineffective and frequently produce adverse effects, 
nonpharmacological approaches hold great interest. 

• Morning light in patients with bipolar depression has had 
mixed results and induces occasional hypomania. 

• Light therapy in this study was daily between noon and 
2:30 p.m., gradually increasing to a target of 60 minutes 
daily (median achieved length, 46 minutes). 



Results: At baseline, both groups had moderate depression 
and no hypomanic or manic symptoms. Compared with the 
placebo light group, the group treated with bright white light 
experienced a significantly higher remission rate (68.2% 
compared with 22.2%) at weeks 4–6 and significantly lower 
depression scores (9.2 compared with14.9]) at the endpoint 
visit. No mood polarity switches were observed. Sleep quality 
improved in both groups and did not differ significantly 
between them.



Bright light at midday for 6 
weeks produced remission 
in 68% of participants, 
compared with 22% 
receiving dim red light, with 
no mood switches.



Conclusions: The data from this study provide robust 
evidence that supports the efficacy of midday bright light 
therapy for bipolar depression.



While these findings require replication and extension with 
larger samples, they suggest that add-on bright-light 
therapy administered at midday can help achieve remission 
in carefully selected patients with bipolar depression who 
are insufficiently improved with medications.

Noontime Light for Bipolar Depression
Joel Yager, MD reviewing Sit DK et al. Am J Psychiatry 2017 Oct 3













In summary, the findings of the VAST-D study reported by Mohamed 
and colleagues in this issue of JAMA showed a modest yet significant 
advantage for the aripiprazole augmentation compared with switching 
to bupropion (in terms of both higher remission and response rates) 
and bupropion augmentation (in terms of higher response rates only) 
in a population of patients with MDD and inadequate response to 
antidepressant therapy. The VAST-D study was uniquely enriched by 
men and by those with PTSD comorbidity, and offers an important 
perspective on the role of treatment using augmentation with atypical 
antipsychotic agents in this population commonly seen in VA clinics.









Behavioral and Psychological 
Symptoms in Dementia (BPSD)





The most crucial finding of the present study was that at the 
endpoint or in the 24th week of treatment for moderate to 
severe AD, the combination treatment group exhibited 
greater improvement in cognitive functions, BPSD, and 
global functions than did the control group. No significant 
difference was observed in adverse drug reactions, safety 
between the two groups.



Study heterogeneity was considerable, consistent with these 
medications' different mechanisms of action. Nevertheless, 
this meta-analysis suggests that combining donepezil and 
memantine results in greater improvements in cognition, 
behavior, and psychological symptoms for patients with 
moderate-to-severe Alzheimer disorder. Reassuringly, the 
findings also show that the combination does not increase 
adverse effects. Although overall improvement may still be 
modest, stakeholders might judge the potential benefits of 
pursuing combined treatment to be worth the expense.

To Treat Alzheimer Disease, Two Drugs May Be Better Than One
Yager, Joel. NEJM Journal Watch. Psychiatry: Waltham (Sep 13, 2017).







• A meta-analysis of 28 double-blind, placebo-controlled anti-
depressant discontinuation studies in 5233 patients with any of five 
DSM-IV disorders (PD, GAD, SAD, OCD, and PTSD).

• The risk for relapse was three times greater in patients switched to 
placebo than in those who were continued on their antidepressants. 

• Summary prevalence of relapse through the studies' follow-ups 
(range, 8-52 weeks) was 36% versus 16%. 

• Diagnosis, duration of treatment, rapidity of discontinuation, or 
receipt of concomitant psychotherapy did not affect relapse rates.











• This study clarifies the size of risk with discontinuation while 
highlighting that most patients who discontinue antidepressants do 
not relapse. 

• Because of the few studies examined in this meta-analysis and the 
lack of direct comparisons, common clinician impressions are not 
confirmed, e.g.
• that treatment discontinuation in obsessive-compulsive disorder 

is especially risky, 
• that gradual vs. rapid taper is safer, and 
• that longer treatment duration or concomitant psychotherapy 

may reduce relapse risk. 

Effects of Discontinuing Antidepressants in Patients with Anxiety Disorders. 
Peter Roy-Byrne, MD



Objective: The authors sought to develop and validate models using electronic health 
records to predict suicide attempt and suicide death following an outpatient visit.
Method: Across seven health systems, 2,960,929 patients age 13 or older (mean age, 46 
years; 62% female) made 10,275,853 specialty mental health visits and 9,685,206 primary 
care visits with mental health diagnoses between Jan. 1, 2009, and June 30, 2015. Health 
system records and state death certificate data identified suicide attempts (N=24,133) and 
suicide deaths (N=1,240) over 90 days following each visit. Potential predictors included 
313 demographic and clinical characteristics extracted from records for up to 5 years before 
each visit: prior suicide attempts, mental health and substance use diagnoses, medical 
diagnoses, psychiatric medications dispensed, inpatient or emergency department care, 
and routinely administered depression questionnaires. Logistic regression models 
predicting suicide attempt and death were developed using penalized LASSO (least 
absolute shrinkage and selection operator) variable selection in a random sample of 65% of 
the visits and validated in the remaining 35%.
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Clinical Characteristics Selected for Prediction of Suicide Attempt 
Within 90 Days of Visit in Seven Health Systems (2009–2015) 
Listed in Order of Coefficients in Logistic Regression Modelsa
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Clinical Characteristics Selected for Prediction of Suicide Death Within 90 Days 
of Visit in Seven Health Systems (2009–2015) 
Listed in Order of Coefficients in Logistic Regression Modelsa
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Prediction models cannot replace clinical judgment, but risk 
scores can certainly inform both individual clinical decisions and 
quality improvement programs. Participating health systems 
now recommend completion of a structured suicide risk 
assessment after any response of “more than half the days” or 
“nearly every day” to PHQ-9 item 9—implying a 90-day risk of 
suicide attempt of 2%23%. A predicted 90-day risk exceeding 5% 
(i.e., above the 95th percentile for mental health specialty visits) 
would seem to warrant a similar level of additional assessment. 
A predicted 90-day suicide attempt risk exceeding 10% (i.e., 
above the 99th percentile for mental health specialty visits) 
should warrant creation of a personal safety plan and counseling 
regarding reducing access to means of self-harm.

Published Online: 24 May 2018  https://doi.org/10.1176/appi.ajp.2018.17101167
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Results: Ketamine rapidly (within 1 

day) reduced suicidal ideation 

significantly on both the clinician-

administered and self-report outcome 

measures. Effect sizes were moderate to 

large (Cohen’s d=0.48–0.85) at all time 

points after dosing. A sensitivity analysis 

demonstrated that compared with 

control treatments, ketamine had 

significant benefits on the individual 

suicide items of the MADRS, the HAM-D, 

and the QIDS-SR but not the BDI. 

Ketamine’s effect on suicidal ideation 

remained significant after adjusting for 

concurrent changes in severity of 

depressive symptoms.



Effect of a Single Dose 
of Ketamine on Suicidal 
Ideation, as Indicated by 
Clinician-Administered 
Measures



Effect of a Single Dose of 
Ketamine on Suicidal 
Ideation, as Indicated by 
Self-Report Measures





1. The overall sample size is still relatively small. 
2. Several of the trials specifically excluded participants with clinically 

serious suicidal risk. 
3. The meta-analysis assesses outcomes that were restricted to 

suicidal ideation, which were single items within depression 
severity rating scales that are grossly inadequate for measuring 
suicide risk. 
• Measures of suicidal risk should incorporate assessment of the 

severity of suicidal ideation, its frequency and intensity, as well 
as associated risk factors for suicide. 

4. More importantly, reduction in suicidal ideation is not equivalent to 
reduction in suicide attempt or death by suicide. 





This first-ever meta-analysis using participant-level data on ketamine's 
anti-suicidality effects suggests that its rapid and persistent reduction 
in suicidal ideation is strongly, but not entirely, correlated with reduced 
depressive symptoms. 

For perspective, thrice-weekly ECT has been associated with freedom 
from suicidal ideation in 38% of patients after 1 week, 61% after 2 weeks, 
and 81% after a full course [average, 7.5 treatments]; Am J Psychiatry 
2005; 162:977. 

The meta-analysis did not assess suicidal behaviors; only one study 
included "imminently" suicidal patients. Although ketamine eventually 
might merit routine administration for suicidality in emergency 
settings, studies are first needed involving a broader diagnostic range 
(e.g., substance abuse, psychoses, borderline personality disorder, 
imminent risk), longer duration (to ascertain adverse effects; e.g., 
rebound suicidal ideation), and interactions with other therapies.

An Infusion of Ketamine in the Emergency Department Might Reduce Acute Suicidality
Joel Yager, MD











In summary, in this randomized trial in suicidal depressed 
patients, a single adjunctive subanesthetic ketamine infusion 
was associated with a clinically significant reduction in 
suicidal ideation at day 1 that was greater than with the 
midazolam control infusion. In the context of standard, 
optimized treatment after the ketamine infusion, this 
improvement appeared to persist for at least 6 weeks. The 
clinical applicability of our findings was improved with 
infusion administration by a psychiatrist and without a 
medication washout, as has been done in some studies. 
Research is needed to understand ketamine’s mechanism of 
action and to investigate strategies and safety of longer-term 
treatment.



Although ketamine has been shown to reduce suicidal ideation acutely, questions remain about 
these effects' duration and their relationship to ketamine's antidepressant qualities. To address 
these issues, investigators randomized 80 voluntary psychiatric inpatients with major depression 
and clinically significant suicidal ideation to receive blinded infusions of subanesthetic ketamine or 
low-dose midazolam (60% female; 92% white; mean age, 40; mean age at onset of depression, 15).
There was no medication washout except for benzodiazepines. 
Patients received optimized pharmacotherapy after infusion. Within 24 hours, ketamine was 
associated with lower suicidal ideation scores than midazolam, with a medium effect size (number 
needed to treat, 4); about one third of the effect was mediated by reduced depression scores. 
Midazolam recipients who were still suicidal after 24 hours (n=35) were given intravenous 
ketamine and had similarly improved suicidality scores. Improvements in both ketamine groups 
were largely maintained for 6 weeks. Adverse effects were mild to moderate and transient.
Adding to evidence suggesting the clinical usefulness of ketamine in managing acutely suicidal 
patients, this study conducted without medication washout had results lasting at least 6 weeks. 
Future studies should examine whether longer-term treatment in chronically suicidal patients 
might further extend these benefits.

The Benefits of Ketamine for Suicidal Ideation May Persist
Joel Yager, MD











• The importance of this study is its demonstration of 
equivalence between an established PTSD therapy and a 
version of exposure therapy that is briefer and simpler and 
that requires less homework and less therapist training and 
expertise.

• Wider use of this "lower-dose" approach may improve 
access for the expanding number of patients requiring 
treatment for PTSD, especially in the VA system.

A More Efficient Treatment for PTSD?
Steven Dubovsky, MD















Results from this Norwegian study, the first published 
prospective clinical trial comparing extended-release 
naltrexone (ERN) to buprenorphine-naloxone, indicate that 
ERN should be considered an equally efficacious treatment. 
Non-opioid OUD treatments are especially attractive for 
high-risk individuals who previously have had issues with 
diversion or for whom overdose is of greater concern, as in 
patients who also misuse benzodiazepines. Larger studies in 
other populations are needed to confirm these promising 
findings.

Wilcox, Claire. Extended-Release Naltrexone for Maintaining Abstinence in 
Patients with Opioid Use Disorder?







For treating opioid use disorder, both buprenorphine-naloxone combination (BN; suboxone) and 
extended-release naltrexone (ERN) can be prescribed in any clinic with minimal provider training, 
unlike methadone. A recent study showed similar efficacy for ERN and BN, but randomization 
occurred after detoxification (NEJM JW Psychiatry Dec 2017 and JAMA Psychiatry 2017 Oct 18; [e-
pub]). As a full opioid antagonist, ERN can precipitate severe withdrawal, so patients need to be 
completely detoxified before starting ERN, unlike BN, which patients can start while still in mild 
withdrawal. Now, researchers report results from a multicenter study that randomized individuals 
before detoxification, allowing measurement of induction success.
In participants who present for treatment after completing withdrawal or who both succeed in 
getting through withdrawal and are off opioids, ERN should be considered a first-line treatment. 
ERN should also be seriously considered in residential settings and for patients with comorbid 
sedative-hypnotic use disorders, in whom the risk of overdose on BN is elevated. However, many 
individuals might not successfully complete the withdrawal process and thus cannot start ERN --
and this will likely limit widespread use of ERN. Using alternative detoxification protocols may 
increase induction success on ERN (NEJM JW Psychiatry Mar 2017; and Am J Psychiatry 2017; 
174:459). Initiation challenges are likely to be greater in outpatient settings.

Extended-Release Naltrexone vs. Buprenorphine-Naloxone for Opioid Use Disorder
Claire Wilcox, MD



• Focus on evidence-based pharmacological treatments for 
helping individuals reduce or stop their use of alcohol (not 
on treating withdrawal). 

• Also includes statements related to assessment and 
treatment planning.

• Categorized by whether benefits of treatment outweigh 
harms and by the level of evidence.



Recommends (1B) that naltrexone or acamprosate be offered to
patients with moderate to severe alcohol use disorder who
• have a goal of reducing alcohol consumption or achieving

abstinence
• prefer pharmacotherapy or have not responded to non-

pharmacological treatments alone
• have no contraindications to the use of these medications



• Suggests (2C) that disulfiram be offered to patients with moderate to severe 
alcohol use disorder who
• have a goal of achieving abstinence
• prefer disulfiram or are intolerant to or have not responded to naltrexone 

and acamprosate
• are capable of understanding the risks of alcohol consumption while taking 

disulfiram
• have no contraindications to the use of this medication

• Suggests (2C) that topiramate or gabapentin be offered to patients with moderate 
to severe alcohol use disorder who
• have a goal of reducing alcohol consumption or achieving abstinence
• prefer topiramate or gabapentin or are intolerant to or have not responded 

to naltrexone and acamprosate
• have no contraindications to the use of these medications.



• Avoid acamprosate if there is severe renal impairment.
• Avoid naltrexone if there is acute hepatitis, hepatic failure, or 

ongoing opioid use.
• Avoid benzodiazepines and antidepressants unless treating alcohol 

withdrawal or a comorbid disorder.
• Avoid pharmacological treatments in pregnant or breast-feeding 

women.



• A systematic review and meta-analysis (JAMA May 14, 2014 
Volume 311, Number 18) formed the basis for the guidelines. 
Expansions beyond this earlier publication occur in the 
suggestions regarding gabapentin (because of new data) and 
disulfiram (because of a newer meta-analysis with open-label 
trials plus a study using supervised medication delivery). The 
guidelines did not distinguish between depot and oral naltrexone 
because head-to-head studies have not been published.

• Most of the medication studies used to develop these guidelines 
provided evidence-based psychosocial interventions concurrently, 
which should be considered first-line AUD treatments.

Pharmacological Treatment of Patients with Alcohol Use Disorder
Claire Wilcox, MD.





Findings 1076 families were referred to nine multi-agency panels, 684 
of whom were assigned to management as usual (n=342) or MST 
followed by management as usual (n=342). Management as usual was 
individualized to include social, parental, and school services. The MST 
group received 3 to 5 months of thrice-weekly family meetings with a 
trained and supervised therapist, followed by management as usual.
At 18 months, the proportion of participants in out-of-home placement 
was not significantly different between the groups (13% in the MST 
group vs 11% in the management-as-usual group). Time to first offense 
was similar between groups. MST had worse outcomes among children 
with earlier onset of conduct symptoms and among those with few 
delinquent peers. Outcomes were unaffected by comorbid psychiatric 
diagnoses.
Interpretation The findings do not support that multisystemic therapy 
should be used over management as usual as the intervention of choice 
for adolescents with moderate-to-severe antisocial behavior.



• We identified no long-term benefits in behavior, mental 
health, social care, forensics, or education, nor any 
economic advantage, for multisystemic therapy 
compared with management as usual. 

• Multisystemic therapy appeared to worsen some of 
these outcomes for some young people; relative to 
management as usual, it did not reduce the likelihood of 
out-of-home placement, and even slightly increased this 
outcome.





In the U.S., multisystemic therapy (MST) has been found effective for 
childhood conduct disorders, but the studies were conducted by the 
therapy's developers and used noncomprehensive comparators, such 
as individual therapy. The current U.K. study marks the first to be 
performed by independent investigators and to use a comprehensive 
control.
These results support the effectiveness of usual care in the U.K. 
system. The results are contrary to studies in the U.S., where insurance 
companies typically restrict treatment to medication visits and thus 
limit comprehensive care. 

Multisystemic Therapy for Children with Conduct Disorder?
Barbara Geller, MD









Researchers studied prospective Finnish databases of 
17,877 patients (mean age, 47) who had been hospitalized 
and discharged for bipolar disorder. 
• 54.0% patients had at least 1 psychiatric 

rehospitalization. 
• Lithium had the best track record for reducing the risk 

for psychiatric rehospitalization (by 33%) and for 
hospitalization for any reason (by 29%).



• Carbamazepine and valproate were also effective. 
• Long-acting injectable antipsychotics, compared with their 

oral counterparts, conveyed a significantly lower risk for 
psychiatric and all-cause hospitalization. 

• Quetiapine had very modest benefit. 
• Valproate and carbamazepine were associated with 

increased risks for cardiovascular hospitalization. 
• Benzodiazepines increased the risks for psychiatric and all-

cause hospitalizations.



• Although patients were used as their own controls, the outcome 
measure was hospitalization, and one cannot infer the effects of 
these medications on other important outcomes such as 
functioning, quality of life, and symptoms. 

• However, at least for hospitalization, lithium still seems to be the 
superior maintenance medication. 

• If antipsychotic drugs are to be used long-term, depot preparations 
might produce better results. However, this class of medication is 
usually reserved for severely nonadherent patients. 

• Benzodiazepines should probably be used sparingly. 

Treatments for Bipolar Disorder and Rehospitalization Risk in the Real World
Steven Dubovsky, MD





Mindfulness-based cognitive therapy
The program was primarily based on MBCT, consisting of 8-weekly 

sessions of 2.5 h and a 6 h silent day between the sixth and seventh 

sessions. The program included meditation exercises (body scan, sitting 

meditation, mindful movement) combined with psychoeducation, CBT 
techniques and group discussions. In addition to the group sessions, 

participants were instructed to practice 6 days a week at home for 

approximately 30 min a day with guided exercises. MBCT was taught in 10 

groups with approximately nine individuals per group (consisting of both 

study and non-study participants with ADHD to strive for a group size of 
8–12 patients) by four mindfulness teachers, who all met the advanced 

criteria of the internationally agreed good practice guidelines

of the UK Network for Mindfulness-Based Teachers



Results. In MBCT + TAU patients, a significant reduction of clinician-rated 
ADHD symptoms was found at post-treatment [M difference = −3.44 
(−5.75, −1.11), p = 0.004, d = 0.41]. This effect was maintained until 6-
month follow-up. More MBCT + TAU (27%) than TAU participants (4%) 
showed a ⩽30% reduction of ADHD symptoms ( p = 0.001). MBCT + TAU 
patients compared with TAU patients also reported significant improvements 
in ADHD symptoms, mindfulness skills, self-compassion and positive 
mental health at post-treatment, which were maintained until 6-month 
follow-up. Although patients in MBCT + TAU compared with TAU reported 
no improvement in executive functioning at post-treatment, they did report 
improvement at 6-month follow-up.
Conclusions. MBCT might be a valuable treatment option alongside TAU 
for adult ADHD aimed at alleviating symptoms.



Among the study's limitations, researchers did not control 
for amount of treatment time and nonspecific therapeutic 
effects or compare MBCT to an effective active intervention 
such as CBT. However, most effects were larger at 6 months 
than at 8 weeks, and beneficial changes in objective and self-
report measures were observed, indicating that MBCT holds 
promise for adult ADHD. 
Clinicians now have more compelling evidence to suggest 
that patients add MBCT to their current treatment programs. 
Concurrent medication may enhance adherence to this 
intervention.

A Psychosocial Intervention for Adult ADHD
Claire Wilcox, MD





• Finnish national registries to identify patients first hospitalized for schizophrenia in 
1996-2014 who had not used antipsychotics in the previous year. 

• Starting 30 days post discharge, patients were divided into 4217 "users" who 
initiated antipsychotic use and 3217 "nonusers" who did not initiate antipsychotic 
use.

• Within the user group, 1714 "discontinuers" were classified by time on 
antipsychotics before discontinuation (maximum, 20 years). 

• At each of four comparison points (from <1 year to ≥5 years), discontinuers 
were matched to users on age, sex, and length of initial hospitalization. 

• Adjusted hazard ratios for treatment failure (rehospitalization or death) after 
antipsychotic discontinuation climbed steadily from 2.24 (≤1 year) to 2.90 (2-5 years) 
to 8.24 (≥5 years). Overall risk for death was 214% higher among nonusers and 174% 
higher among discontinuers than among continuous users; this risk progressively 
increased through follow-up. 

• Treatment resistance (i.e., clozapine use) was associated with early discontinuation, 
but poor treatment adherence (i.e., use of long-acting injectables) was not.



This study addresses two highly relevant questions:
1. Is antipsychotic prophylaxis still needed after the first 

5 years of illness, even in patients who have been 
doing well? 

2. What is the effect of antipsychotics on mortality in 
patients with schizophrenia who have been followed 
from their first episode? 
• Especially relevant in view of the claims that 

continuous use of antipsychotics may increase 
mortality among schizophrenia patients.



Results:
The lowest risk of rehospitalization or 

death was observed for patients who 

received antipsychotic treatment 

continuously (adjusted hazard ratio=1.00), 

followed by patients who discontinued 

antipsychotic use immediately after 

discharge from the first hospital 

treatment (hazard ratio=1.63, 95% 

CI=1.52–1.75), within 1 year (hazard 

ratio=1.88, 95% CI=1.57–2.24), within 1–2 

years (hazard ratio=2.12, 95% CI=1.43–

3.14), within 2–5 years (hazard ratio=3.26, 

95% CI=2.07–5.13), and after 5 years (a 

median of 7.9 years) (hazard ratio=7.28, 

95% CI=2.78–19.05). Risk of death was 

174%- 214% higher among nonusers and 

patients with early discontinuation of 

antipsychotics compared with patients 

who received antipsychotic treatment 

continuously for up to 16.4 years.



Over the entire follow-up period, the risk of hospitalization 
increased after discontinuation of antipsychotics. That finding 
is not new. What is new is the counterintuitive finding that the 
risk of relapse increases in proportion to the duration of prior 
treatment: the lowest risk of rehospitalization was observed 
for patients using antipsychotics continuously followed by 
patients discontinuing antipsychotics immediately after 
discharge from their first inpatient treatment (a relative risk of 
1.63). The risk increased sevenfold when the period of prior 
treatment had been 5 years or longer. Indeed, the longer the 
duration of treatment, the higher the risk for relapse after 
discontinuation of antipsychotic medication after the first 
episode.





This study may help close the debate on the risk-benefit ratio of anti-
psychotics in schizophrenia: the results unequivocally indicate that anti-
psychotics substantially decrease, not increase, the risk of death after the 
first episode and that continuous antipsychotic treatment in first-episode 
patients materially decreases the risk of relapse, especially in the long term. 
Because this study included only medication- naive schizophrenia patients, 
the clinical usefulness and relevance of the data were meaningfully 
enhanced, because it is at that moment in the illness that the physician 
needs to make the difficult decision to treat, and for how long. This decision 
has been made easier by the Tiihonen et al. study. As the authors 
summarize, “long-lasting continuous anti- psychotic treatment is beneficial 
for the majority of patients with first-episode schizophrenia” — a message 
that is as clinically relevant as it is timely.





Conceivably, the longer that brains are treated, the 
harder it is to discontinue medication.

Discontinuing Antipsychotic Medication in Patients with Schizophrenia is Risky
Joel Yager, MD



Cognitive-behaviour therapy (CBT) for panic disorder may consist of different combinations of several 
therapeutic components such as relaxation, breathing retraining, cognitive restructuring, interoceptive 
exposure and/or in vivo exposure. It is therefore important both theoretically and clinically to examine 
whether specific components of CBT or their combinations are superior to others in the treatment of 
panic disorder. 

Component network meta-analysis (NMA) is an extension of standard NMA that can be used to 
disentangle the treatment effects of different components included in composite interventions. 

We searched MEDLINE, EMBASE, PsycINFO and Cochrane Central, with supplementary searches of 
reference lists and clinical trial registries, for all randomized controlled trials comparing different CBT-
based psychological therapies for panic disorder with each other or with control interventions..



• Cognitive-behavioral therapy (CBT) is the most efficacious 
of the psychotherapies, according to a Cochrane review. 
• However, CBT is complex and can involve many 

strategies, including support, psychoeducation, 
breathing retraining, muscle relaxation, cognitive 
restructuring, interoceptive exposure to bodily 
sensations that accompany panic, in vivo exposure, 
virtual reality exposure, mindfulness, and self-help. 

• Identifying which components work best could simplify 
CBT, thereby streamlining training, decreasing costs, and 
improving accessibility.





We applied component NMA to disentangle the treatment effects of different components 
included in these interventions.

After reviewing 2526 references, we included 72 studies with 4064 participants.
Interoceptive exposure and face-to-face setting were associated with better treatment 
efficacy and acceptability. Muscle relaxation and virtual-reality exposure were associated 
with significantly lower efficacy. Components such as breathing retraining and in vivo 
exposure appeared to improve treatment acceptability while having small effects on 
efficacy.  The comparison of the most v. the least efficacious combination, both of which 
may be provided as ‘evidence-based CBT,’ yielded an odds ratio for the remission of 7.69 
(95% credible interval: 1.75 to 33.33). Effective CBT packages for panic disorder would 
include face-to-face and interoceptive exposure components, while excluding muscle 
relaxation and virtual-reality exposure

First published online: 25 January 2018



Findings:
• Interoceptive exposure and face-to-face setting were each 

associated with elevated odds of remission and response 
• Cognitive restructuring was associated with elevated 

remission odds. 
• Muscle relaxation and virtual reality worsened likelihood of 

both remission and response. 
• Breathing retraining, psychoeducation, in vivo exposure, and 

psychological support reduced the odds of remission. 
• Dropout was lower with breathing retraining and in vivo 

exposure and higher with psychological support and virtual 
reality. 



Findings from this rigorous meta-analysis have high 
practical utility. Which CBT components are used might 
significantly alter its efficacy and acceptability in patients 
with panic disorder. The "most efficacious CBT" would 
include cognitive restructuring and interoceptive exposure 
in a face-to-face setting. Breathing retraining, muscle 
relaxation, and virtual reality may have a minimal or even 
negative impact.
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