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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. 

• Describe the methodology used in this presentation for 
identifying the top research findings for 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 2018-2019
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, 2018 to June 30, 2019, 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 is arbitrary.
• 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 
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All medications carry risks, but these data are particularly 
sobering because with the exception of autism, the 
population was being treated off-label. 
As with all association studies, no direct line connects cause 
and effect. In this analysis, the lower- and higher-dose groups 
differed in diagnoses, age, and antipsychotics prescribed. 
Examining risks associated with particular drugs will require 
larger datasets but will be critical for our understanding of 
the risks and benefits.

What Is the Risk for Unexpected Death Among 
Children and Youths Taking Antipsychotics?

Bryan H. King, MD, MBA, (Jan 4, 2019) 

























With these new findings, we should be cautious 
about widespread and repeated use of ketamine 
before further mechanistic testing has been 
performed to determine whether ketamine is merely 
another opioid in a novel form.



This theory is consistent with observations of 
buprenorphine's antidepressant effects, even in patients 
whose depressions fail to respond to electroconvulsive 
therapy. The lack of impact of naltrexone on dissociative 
experiences suggests that opiate receptors are not central 
to ketamine's dissociative effects. Despite its antidepressant 
actions, we wouldn't want to overuse ketamine if it is 
"another opioid in a novel form."

Do Ketamine's Antidepressant Actions 
Reflect Its Opiate Properties?

Joel Yager, MD (Sep 5, 2018)





Evidence before this study

Authors searched PubMed for articles published between Jan 1, 2000, and 
August 31, 2018 and were unable to find any comparative effectiveness 
studies, non-random or randomised assignment, that included 
Transcendental Meditation (TM) or any other meditation programme in 
comparison to a first-line, US Veterans Administration (VA)-approved 
psychotherapy treatment.

Additionally, none of the systematic reviews on post-traumatic stress disorder 
(PTSD) during this timeframe included studies that compared meditation 
directly with a first-line psychotherapy treatment. Previous uncontrolled and 
non-randomised studies on TM have suggested its efficacy in addressing PTSD 
symptoms. A randomised controlled comparative effectiveness trial was 
therefore done to assess the efficacy of TM relative to prolonged exposure 
(PE), a first-line VA-approved treatment, and an active PTSD health education 
(HE) control group, in veterans with documented PTSD.







Overall, we found that TM was non-inferior compared with PE 
for treating PTSD symptom severity and co-morbid depression 
in veterans with PTSD. The findings from this first comparative 
effectiveness trial comparing TM to an established 
psychotherapy for PTSD suggests the feasibility and efficacy of 
TM as an alternative therapy for veterans with PTSD and 
encourages future TM research to explore the durability of the 
benefits and applications to other populations with PTSD.





This important study found that TM helped over half of severely 
and chronically ill veterans, with strong evidence of a "dose" effect 
(i.e., more was better), adding to the growing evidence that non-
trauma-focused psychotherapies are as effective as trauma-
focused therapies for PTSD. Evidence that TM reduces 
sympathetic nervous system activity provides a compelling 
rationale for the findings. Lack of follow-up beyond 12 weeks is a 
major limitation of the study. However, because TM is self-
administered and requires only some initial expert training, it 
offers a novel, easy-to-implement approach that may be more 
accessible to veterans than other treatments.

Meditation as Good as Exposure for PTSD 
-- and Probably Easier

Peter Roy-Byrne, MD (Nov 28, 2018)







change in score from 
baseline to 10 weeks 
on the Clinician-
Administered PTSD 
Scale (CAPS) item B2 
(scores range from 0 
to 8, with higher 
scores indicating 
more frequent and 
more distressing 
dreams) 



the change in 
Pittsburgh Sleep 
Quality Index 
(PSQI) score from 
baseline to 10 
weeks (scores 
range from 0 to 
21, with higher 
scores indicating 
worse sleep 
quality) 



the Clinical Global 
Impression of 
Change (CGIC) score 
at 10 weeks (range, 1 
to 7, with lower 
scores indicating 
greater improvement 
and a score of  4 
indicating no change 
from baseline; the 
CGIC assessed the 
participant’s ability 
to function in daily 
activities and the 
participant’s sense of 
well-being)



These results contrast with previous smaller randomized trials of 
prazosin involving a total of 283 active-duty service members, veterans, 
and civilian participants, which showed efficacy of prazosin with respect 
to PTSD-related nightmares, sleep disturbance, and overall clinical 
function.10-15 The failure of the current trial to show benefits does not 
appear to be attributable to the dose of prazosin, which was higher than 
in all but one of the previous trials.



A possible explanation for these negative results is selection bias resulting 
from recruitment of patients who were mainly in clinically stable condition, 
since symptoms in such patients were less likely to be ameliorated with 
antiadrenergic treatment. Concern about the increasing incidence of suicide 
and of violent behavior among veterans led the planning committee to 
make psychosocial instability an exclusion criterion for participation in the 
trial. None of the previous smaller randomized trials of prazosin for PTSD 
had such an exclusion criterion.

The current results notwithstanding, previous single-site trials of prazosin 
have shown that there may be veterans with PTSD of many years’ duration 
who derive a benefit from prazosin with respect to trauma-related 
nightmares, sleep disruption, and daytime hyperarousal symptoms. Further 
studies with more refined characterization of autonomic nervous system 
activity and nocturnal behaviors are needed to determine whether there 
might be subgroups of veterans with PTSD who can benefit from prazosin.



Perhaps the most important lesson from this trial is a reminder that PTSD is a cluster of 
disorders that share trauma exposure as a cause but that can manifest with different 
combinations of symptoms. Even though rational neuronal system-based therapy, 
including α1-adrenergic antagonism, may fit neatly with our current under-standing of the 
disorder, only a subgroup of the millions of patients with PTSD may respond to an 
approach targeting α1-adrenergic receptors. Without recognized biomarkers and 
intermediate phenotypes that identify patients with dysregulated adrenergic activation, it 
may not be broadly effective to target this system — particularly in trials that recruit from 
a population that may already be receiving similar classes of medication.
Future trials would ideally have biologic demonstration of target engagement. Biologically 
based precision medicine in psychiatry is only just beginning to be adopted,10 but such an 
approach is indispensable for the identification of patients who are most likely to respond 
to targeted treatments.



As the authors note, these findings may have been negative because 
participants were relatively stable, non-suicidal veterans without 
substance dependence who were not deemed ill enough by their 
treating clinicians to treat openly with prazosin. Also, many were 
economically stable (i.e., were already receiving disability support). 
Participants were not screened for sleep apnea, which could have 
interfered with prazosin's effects. 
Finally, relatively lower baseline blood pressure and low rate of 
benzodiazepine use may have indicated that these participants had 
a PTSD subtype that was less adrenergically driven, highlighting the 
heterogeneity of PTSD. We need better ways to subtype patients and 
personalize treatments.

Prazosin Is Ineffective for Chronic PTSD in Military Veterans

Peter Roy-Byrne, MD (Feb 7, 2018)



Objective: An increased understanding of repetitive dysfunctional 
patterns and their relationship to an individual’s life history is 
regarded as a key mechanism of change in insight-oriented 
therapies. At the same time, empirical research on the insight-
outcome relationship is rare, and its generalizability is restricted by 
the use of a wide range of definitions and methods among studies. 
The authors conducted a meta-analysis to systematically examine 
the association between patient insight and psychotherapy outcome 
across a range of treatment modalities.



Method: Insight was defined as patients’ understanding of 
associations between past and present experiences, typical 
relationship patterns, and the relation between interpersonal 
challenges, emotional experience, and psychological symptoms. 
From 13,849 initially identified abstracts, the authors extracted 23 
independent effect sizes. A random-effects meta-analysis was 
performed to assess the magnitude of the insight-outcome 
relationship. Risk of publication bias was assessed with funnel plot 
inspections, Egger’s regression test, and Duval and Tweedie’s trim-
and-fill procedure as sensitivity analyses.



Results: A significant, moderate correlation (r=0.31) was observed 
between insight and treatment outcome. Sensitivity analyses 
demonstrated the robustness of the results.

Conclusions: The findings support the importance of in-sight for 
psychotherapy outcome. Insight may be a relevant mechanism of 
change across different treatment modalities.







Journey of a Thousand Miles
Robert Michels, M.D.

Jennissen et al. performed a meta-analysis of 23 reports, covering a variety of 
conditions and therapies, that studied the correlation between insight and treatment 
outcome. As the authors report, the data are correlational and do not allow for causal 
inferences. It has not yet been demonstrated that change in insight precedes change in 
outcome. Because of the small number of studies in the literature, we have not been 
able to determine the importance of treatment type, diagnostic category, or specific 
measures used—all essential before we can begin to modify the therapy to see what 
changes improve outcome. Only then will the research agenda make a difference to 
patients. This analysis is an important beginning, however. As it is said, “the journey of a 
thousand miles begins with a single step.”















A large placebo-controlled, randomized, double-blind, multicenter 
study of topical testosterone replacement therapy in 6000 symptomatic 
hypogonadal men at increased risk for cardiovascular disease is 
currently being conducted in the United States (the TRAVERSE trial). 
One sub study of the TRAVERSE trial will determine the efficacy of 
testosterone re-placement therapy in inducing remission of depression 
in middle-aged and older hypogonadal men with late-onset DD. Until 
then, the clinicians should follow the Endocrine Society guideline for 
testosterone replacement therapy of androgen-deficient men; the 
available data do not support the use of testosterone treatment, 
especially in supraphysiologic doses, for the treatment of depressive 
disorders in men.



Therefore, although one might be able to conclude that some 
older men feel a little better with testosterone, this meta-
analysis did not show that it is an effective treatment for any 
depressive disorder. The long-term safety of testosterone 
therapy, especially in the higher doses that the meta-analysis 
suggests as having greater effects, has not been 
demonstrated. Clinicians should be extremely cautious about 
using this hormone in patients who do not have a specific 
medical indication.

Testosterone for Depression? Wait and See

Steven Dubovsky, MD, (Nov 29, 2018) 



Medical cannabis has been touted as a solution to the US opioid 
overdose crisis since Bachhuber et al.* found that from 1999 to 2010 
states with medical cannabis laws experienced slower increases in 
opioid analgesic overdose mortality. That research received substantial 
attention in the scientific literature and popular press and served as a 
talking point for the cannabis industry and its advocates, despite caveats 
from the authors and others to exercise caution when using ecological 
correlations to draw causal, individual-level conclusions. 

*M. A. Bachhuber, B. Saloner, C. O. Cunningham, C. L. Barry, Medical cannabis laws and opioid analgesic 
overdose mortality in the United States, 1999-2010. JAMA Intern. Med. 174, 1668–1673 (2014).



In this study, we used the same methods to extend Bachhuber et al.’s 
analysis through 2017. Not only did findings from the original analysis 
not hold over the longer period, but the association between state 
medical cannabis laws and opioid overdose mortality reversed 
direction from −21% to +23%and remained positive after accounting 
for recreational cannabis laws. We also uncovered no evidence that 
either broader (recreational) or more restrictive (low-
tetrahydrocannabinol) cannabis laws were associated with changes in 
opioid overdose mortality. 





We find it unlikely that medical cannabis—used by about 2.5% of the 
US population—has exerted large conflicting effects on opioid 
overdose mortality. A more plausible interpretation is that this 
association is spurious. Moreover, if such relationships do exist, they 
cannot be rigorously discerned with aggregate data. Research into 
therapeutic potential of cannabis should continue, but the claim that 
enacting medical cannabis laws will reduce opioid overdose death 
should be met with skepticism.













Perhaps the most important take-home message is that 
becoming 33% less depressed after failure to respond to only 
two antidepressants (or a mean of 1.5 trials in the 2010 study) 
is not a ringing endorsement of rTMS for complex and highly 
refractory depression.

Repetitive Transcranial Magnetic Stimulation for 
Treatment-Resistant Depression: Not So Fast

Steven Dubovsky, MD (Jul 16, 2018)

















Because study outcomes were judged by retrospective chart review of 
nonrandomized samples treated in settings that likely differed in sundry 
ways, one cannot conclude that a comprehensive safety plan in the ED 
reduces later suicidality regardless of subsequent treatment. 
Patients in both groups were not suicidal enough to be hospitalized and 
had very low rates of post-ED suicidal behavior. 
Clinicians should certainly follow suicidal patients after ED discharge as 
much as possible and create viable treatment plans for them, but the 
assumption that these efforts will be more protective than ongoing 
treatment seems to lack face validity.

Does a Safety Plan in the Emergency Department 
Prevent Suicide?

Steven Dubovsky, MD (Jul 27, 2018)



Current prescribing practices for major depressive disorder (MDD) produce 
limited treatment success. Although pharmacogenomics may improve outcomes 
by identifying genetically inappropriate medications, studies to date were 
limited in scope. 

The GUIDED trial was a 24-week, randomized, controlled trial that evaluated 
outcomes when a pharmacogenomic test was used to guide medication 
selection (guided-care) compared to TAU.



Outpatients (N = 1167) diagnosed with MDD and with a patient- or clinician-reported inadequate 
response to at least one antidepressant were enrolled in the Genomics Used to Improve 
Depression Decisions (GUIDED) trial – a rater-and patient-blind randomized controlled trial. 

Patients were randomized to treatment as usual (TAU) or a pharmacogenomics-guided 
intervention arm in which clinicians had access to a pharmacogenomic test report to inform 
medication selections (guided-care). 

Medications were considered congruent (‘use as directed’ or ‘use with caution’ test categories) or 
incongruent (‘use with increased caution and with more frequent monitoring’ test category) with 
test results. Unblinding occurred after week 8. 

Primary outcome was symptom improvement [change in 17-item Hamilton Depression Rating 
Scale (HAM-D17)] at week 8; secondary outcomes were response (≥50% decrease in HAM-D17) 
and remission (HAM-D17 ≤ 7) at week 8. 



At week 8, symptom improvement for guided-care was not significantly different than 
TAU (27.2% versus 24.4%, p = 0.107); however, improvements in response (26.0% 
versus 19.9%, p = 0.013) and remission (15.3%versus 10.1%, p = 0.007) were statistically 
significant. 

Patients taking incongruent medications prior to baseline who switched to congruent 
medications by week 8 experienced greater symptom improvement (33.5% versus 
21.1%, p = 0.002), response (28.5% versus 16.7%, p = 0.036), and remission (21.5% versus 
8.5%,p = 0.007) compared to those remaining incongruent. 

Pharmacogenomic testing did not significantly improve mean symptoms but did 
significantly improve response and remission rates for difficult-to-treat depression 
patients over standard of care





In summary, this randomized controlled trial found that weighted 
and combined multi-gene pharmacogenomic testing significantly 
increased clinical response and remission rates for patients with 
MDD in the guided-care arm versus TAU. Pharmacogenomic 
testing pre-dominantly helped those patients whose treatment 
resistance may have been related to genetically incongruent 
medications. Without testing, patients and clinicians are unaware 
of potential ongoing gene-drug interactions. These results from the 
GUIDED trial indicate that pharmacogenomic testing is effective in 
improving response and remission rates among those with prior 
treatment resistance, particularly for patients who are treated with 
medications that are incongruent with their genetic profile



Although genetic testing sounds promising, these results should be 
interpreted with great caution for several reasons:
• The test had no significant effects on the primary outcome. 
• Effects on secondary outcomes were quite small (NNT, >10; not 

clinically meaningful). 
• Clinicians were not blinded and could have inadvertently 

communicated group assignments to patients in active treatment, 
thereby increasing their hope and probability of response. 

• No correction for multiple statistical testing was performed. 
• The study was funded by the company that produces the test.

Genetic Testing to Improve Antidepressant Selection, Redux

Claire Wilcox, MD (Jan 18, 2019)



Objective: Major depressive disorder is associated with an increased risk 
of mortality and aging-related diseases. The authors examined whether 
major depression is associated with higher epigenetic aging in blood as 
measured by DNA methylation (DNAm) patterns, whether clinical 
characteristics of major depression have a further impact on these 
patterns, and whether the findings replicate in brain tissue.



Method: DNAm age was estimated using all methylation sites in blood of 811 
depressed patients and 319 control subjects with no lifetime psychiatric 
disorders and low depressive symptoms from the Netherlands Study of 
Depression and Anxiety. The residuals of the DNAm age estimates regressed 
on chronological age were calculated to indicate epigenetic aging. Major 
depression diagnosis and clinical characteristics were assessed with 
questionnaires and psychiatric interviews. Analyses were adjusted for 
sociodemographic characteristics, lifestyle, and health status. Postmortem 
brain samples of 74 depressed patients and 64 control subjects were used for 
replication. Pathway enrichment analysis was conducted using Consensus 
PathDB to gain insight into the biological processes underlying epigenetic 
aging in blood and brain.









Han and colleagues’ findings suggest that individuals with major depression 
and people with a history of childhood trauma may age biologically 
relatively faster than people without major depression or childhood 
trauma. These findings are potentially important, as individuals with major 
depression or childhood trauma die earlier on average and have more age-
related diseases. Epigenetic age may represent a biomarker of aging and 
therefore may be potential means of stratification to identify patients who 
may benefit from early interventions seeking to reduce the physical 
comorbidities of major depression. 

















Clinicians working in medical centers should reduce 
unnecessary medicines, implement orienting measures, 
memory reminders, and encouragement of a normal 
sleep-wake cycle, including via melatonin and bright 
light, before giving additional medications to patients at 
risk for delirium.

Medication Treatment of Delirium: How Far Have We Come?

Steven Dubovsky, MD (Mar 18, 2019)



• Because NMAs involve inferences about treatment comparisons that 
are not made directly, the acute treatment finding here reflected the 
results of a single study (JAMA 2017; 318:1047). 

• In this study of delirious patients with terminal cancer receiving 
intravenous haloperidol (typical dose over 12 hours, 12 mg) with the 
addition of 3-mg lorazepam or placebo, greater improvement of 
agitation occurred within 8 hours of lorazepam than with placebo; 
different doses of haloperidol were not studied.



Clinicians and investigators will do well to look beneath the 
models at the individual trials, the building blocks, when 
drawing conclusions from the NMA. Given that the use of NMA 
will most probably become a much more widely used analytic 
tool in the future, scrutiny of the RCTs, the components of the 
analyses, is especially important.



Objective: Current medications for alcohol use disorder 
do not target brain noradrenergic pathways. Theoretical 
and preclinical evidence suggests that noradrenergic 
circuits may be involved in alcohol reinforcement and 
relapse. After a positive pilot study, the authors tested the 
a-1 adrenergic receptor antagonist prazosin to treat 
alcohol use disorder in a larger sample.



Method: Ninety-two participants with alcohol use disorder but 
without posttraumatic stress disorder were randomly assigned to 
receive prazosin or placebo in a 12-week double-blind study. 
Medication was titrated to a target dosing schedule of 4 mg in the 
morning, 4 mg in the afternoon, and 8 mg at bedtime by the end of 
week 2. The behavioral platform was medical management. 
Participants provided daily data on alcohol consumption. 
Generalized linear mixed-effects models were used to examine the 
impact of prazosin compared with placebo on number of drinks per 
week, number of drinking days per week, and number of heavy 
drinking days per week.





Results: Eighty participants completed the titration period and were 
included in the primary analyses. There was a significant interaction 
between condition and week for both number of drinks and number 
of heavy drinking days, such that the rate of drinking and the 
probability of heavy drinking showed a greater decrease over time 
for participants in the prazosin condition compared with those in the 
placebo condition. Participants in the prazosin condition were more 
likely to report drowsiness and edema than participants in the 
placebo condition.

Conclusions: Prazosin holds promise as a harm-reduction 
pharmacologic treatment for alcohol use disorder and de-serves 
further evaluation by independent research groups.



• Prazosin was associated with self-reported fewer heavy drinking 
days and fewer drinks per week (-8 vs. -1.5 with placebo); 

• differences in drinks per week accelerated after 8 weeks. 
• Drinking days per week and craving showed no group differences. 

The findings of moderate reductions of heavy drinking days 
and drinks per week with prazosin suggest its usefulness in 
harm reduction, perhaps in combination with other 
medications and strategies to reduce cravings.

Prazosin for Harm Reduction in Alcohol Use Disorder?

Joel Yager, MD, (Sep 4, 2018)











• These studies document the antidepressant effects of 
a novel, rapid-onset agent that yielded larger 
reductions in HAM-D scores than those traditionally 
achieved with standard medications for postpartum 
depression. 

• The need for IV administration may limit brexanolone's
availability -- nonetheless, its rapid, sustained effects 
are likely to benefit not just new mothers but also their 
children as a result of improved maternal caretaking.

Novel Antidepressant Appears Rapidly Effective 
for Postpartum Depression

Peter Roy-Byrne, MD, (Sep 18, 2018)





























• The conventional wisdom about usually avoiding polypharmacy in 
schizophrenia might apply to acute monotherapy more than 
maintenance therapy. 

• The results suggest considering antipsychotic combinations, especially 
clozapine and aripiprazole, when a treatment change seems 
appropriate. 

• Why adjunctive antidepressants would benefit nondepressed patients 
is unclear, but this approach might be appropriate. 

• The apparent harm of adding benzodiazepines may reflect their use for 
sicker, more agitated patients; the apparent risk from adding mood 
stabilizers seems to outweigh the benefit.

Medication Combinations Might Help 
Maintenance Therapy for Schizophrenia

Steven Dubovsky, MD, (May 14, 2019)



• Of the 3 add-on strategies examined by Stroup and colleagues, only 
antidepressants were found to have a favorable risk/benefit ratio 
compared with adding a second antipsychotic, consistent with results 
from RCTs, although whether antidepressants reduce the risk for 
hospitalization requires replication in a randomized trial. 

• Contrary to most treatment guidelines, Tiihonen and colleagues found 
that antipsychotic polypharmacy was associated with better outcomes 
than monotherapy and that addition of aripiprazole uniquely improved 
outcomes in patients treated with clozapine. 



• Despite efforts to minimize bias, these results should be considered 
preliminary until confirmed by RCTs. 

• However, beyond the well-established benefits of clozapine, 
prescribers seeking to improve outcomes in patients with 
schizophrenia have limited evidence from high-quality RCTs to guide 
add-on strategies. 
• If clinicians and patients choose to implement add-on treatments after 

weighing results from both observational studies and RCTs, the limitations of 
the evidence should be acknowledged and outcomes should be carefully 
monitored.











Added value of this study
This analysis is the largest contemporary review of 
pharmacological agents to date for the treatment of 
generalised anxiety disorder by using network analysis, 
which allows cross-drug comparisons. This analysis is based 
on  89 trials, which included 25,441 patients randomly 
assigned to 22 different active drugs or placebo. Additionally, 
the inclusion of 16 trials done in China allowed the inclusion 
of drugs that had not been studied previously in other 
clinical settings.



• These updated findings support the general rule that selective 
serotonin reuptake inhibitors and serotonin-norepinephrine 
reuptake inhibitors are mainstays for GAD pharmacotherapy, 
but study generalizability is limited by the small proportion of 
older patients, who have a high GAD rate, and by using study 
discontinuation as a measure of tolerability. 

• Pregabalin is not FDA-approved for treating anxiety; due to its 
cost and status as a controlled substance, it is not generally 
prescribed or preferred over benzodiazepines. 

• Bupropion is not generally thought to be an effective anxiolytic; 
the current analysis in a very small sample is unlikely to change 
this impression. 

Pharmacotherapy for Generalized Anxiety: An Update

Peter Roy-Byrne, MD, (Feb 21, 2019)



In the interest of patients, the most effective and acceptable 
interventions should be used. Although conventional and 
network meta-analyses have their pitfalls, future treatment 
guidelines should make use of them for the development of 
efficacy rankings for all competing interventions.
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