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Long-Term Safety of Guanfacine

Extended-release guanfacine (Intuniv), a nonstimulant treatment for ADHD, was well tolerated
in a 2-year, manufacturer-sponsored safety trial at dosages up to 7 mg/day, a higher dosage
and longer exposure than previously reported. The study, conducted in Europe, specifically
examined adverse effects that are identified as important by the European Medicines Agency's
risk management program: sedative events, low blood pressure, and weight gain. 

Methods: The study was an open-label, single-arm extension trial, conducted in patients previ-
ously enrolled in 1 of 2 randomized controlled trials of the drug. Participants were children
(aged 6–12 years) and adolescents (aged 13–17 years) with ADHD of at least moderate severity.
After a taper of medications from the previous trial, all patients received guanfacine, starting
at 1 mg/day and increased by 1 mg/week to a maximum of 4 mg/day in children and to 
4–7 mg/day in adolescents. Treatment consisted of up to 7 weeks of dose optimization, 95 weeks
of dose maintenance, and 2 weeks of dose tapering. The primary study objective was to observe
the safety and tolerability of the drug, but efficacy was also assessed as a secondary outcome.

Results: A total of 214 patients (61% children) were included in the safety analysis. Of these, 7
did not complete treatment because of an adverse event, 19 because of lack of efficacy, and 55
for other reasons, leaving 133 (62%) to complete the study. The median daily guanfacine dose
was 4 mg/day, and patients were exposed for a mean of 565 days. 

An adverse event related to guanfacine occurred in 62% of patients, and 27% required a dose
reduction. A total of 125 sedative adverse events—somnolence, sedation, or hypersomnia—
were reported in 81 patients (38%). These events led to discontinuation in 2. Sedative events
generally occurred during treatment week 3 or 4 and had a mean duration of 11 days.

Patients experienced initial decreases in heart rate and blood pressure, which gradually
returned to pretreatment levels. No patient experienced clinically important QTc interval
prolongation. Mean standardized scores for height, weight, and body mass index (BMI)
remained stable throughout the study. Most patients remained in their initial BMI percentile
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category. Of 157 patients considered to be at a healthy weight at study entry, 137 (87%) remained
in the healthy weight category. Of 45 initially overweight patients, 12 (27%) achieved a healthy
weight and 10 (22%) met criteria for obesity.

Guanfacine was associated with a statistically significant improvement in ADHD symptoms,
measured with the ADHD Rating Scale-IV and Clinical Global Impression–Severity scale. Most
of the improvement was evident in weeks 1–4. The proportion of patients rated as normal or
borderline mentally ill increased from 1% at baseline to 46% at final assessment.

Discussion: The results of this study confirm the long-term safety of guanfacine in young
patients with ADHD. Efficacy was similar to that previously reported in shorter-term trials,
and no new safety signals were detected.
Huss M, Dirks B, Gu J, Robertson B, et al: Long-term safety and efficacy of guanfacine extended release in children and
adolescents with ADHD. European Child & Adolescent Psychiatry 2018;27 (October):1283–1294. doi 10.1007/s00787-018-
1113-4. From Johannes Gutenberg University Mainz, Germany; and other institutions. Funded by Shire Development
LLC. All 6 study authors disclosed relevant financial relationships with commercial sources, including Shire.

Online Emotion Regulation Therapy for NSSI

In a pilot study, emotion regulation individual therapy for adolescents (ERITA), delivered online
by computer and mobile app, was a feasible and promising treatment for nonsuicidal self-injury. 

Background: ERITA, which was developed by these researchers, is adapted from a manualized
treatment for NSSI in adults. It was previously pilot-tested as a face-to-face intervention in
adolescents with large positive effects on NSSI frequency, emotion dysregulation, self-
destructive behaviors, and global functioning. Given the efficacy of in-person ERITA and the
potential advantages of online therapist-guided interventions, the program was adapted to
facilitate online delivery.

Methods: Participants were 25 self- or clinically-referred adolescents (aged 13–17 years; 19 girls),
who met diagnostic criteria for NSSI, had a self-injury episode in the past month, and had a
parent willing to participate in treatment. The adolescents were given 12 weeks to complete 11
modules, delivered fully online and consisting of educational texts, animated films, illustrations,
case examples, and interactive exercises. The program covers content areas including impulse
control, emotional awareness, emotional willingness and approach, and emotion regulation
strategies. Each participant was also given a mobile app to report on emotions and behaviors,
receive reminders and additional instruction, and have access to their individual crisis plan.
Parents concurrently participated in a 6-module online program. The study's primary efficacy
outcome was change from baseline to posttreatment in the frequency of NSSI.

Results: Patients completed a mean of 9.7 modules, and parents a mean of 5.2. Therapists spent
an average of 5.2 hours monitoring and providing feedback for each family. Patients rated their
alliance with the therapist as very high, and their satisfaction with the treatment as acceptable, a
rating similar to the face-to-face ERITA trial.

Overall, NSSI episodes were reduced by 55% from pre- to posttreatment (p<0.001; effect size,*
0.88), and a further 52% reduction from posttreatment to the 3- and 6-month follow-up. The
average number of NSSI episodes was 10 per month pretreatment, 4.5 posttreatment, 2.2 at 3
months, and 3.1 at 6 months. The proportion of patients abstinent from NSSI in the past month
increased from 0 to 28% posttreatment, 48% at 3 months, and 40% at 6 months (p=0.007).
Patients also experienced improvement in emotion regulation (effect size, 0.75), global func-
tioning (effect size, 1.01), and a small but significant improvement in psychological flexibility
(effect size, 0.27). Parents' distress about their child's NSSI did not improve during treatment,
but their punitive reactions decreased and support and encouragement improved.
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Discussion: Few treatments have been developed specifically for adolescent NSSI, and access
to empirically-supported options for this behavior is limited. The present results support the
feasibility, acceptability, and efficacy of online ERITA, as well as the mediating role of emotion
regulation in NSSI improvements. Further study of online ERITA in a larger-scale randomized
controlled trial with a more diverse population appears to be warranted.
Bjureberg J, Sahlin H, Hedman-Lagerlöf E, Gratz K, et al: Extending research on Emotion Regulation Individual
Therapy for Adolescents (ERITA) with nonsuicidal self-injury disorder: open pilot trial and mediation analysis of a
novel online version. BMC Psychiatry 2018; doi 10.1186/s12888-018-1885-6. From the Karolinska Institutet; and
Stockholm Health Care Services, Sweden. Funded by the National Self Injury Project in Sweden; and other sources.
Two of 8 study authors disclosed potentially relevant financial relationships; the remaining authors declared no
competing interests. 

*See Reference Guide.

Parent-Child Therapy for Early Childhood Depression

In a single-blind randomized trial, a parent-child psychotherapy for early childhood depression
was effective in children as young as age 3 years. 

Methods: Parent-Child Interaction Therapy (PCIT) is a validated, widely used treatment for
early childhood behavioral problems. Participants in the present study were offered a modified
version of this therapy that added a novel emotion development module (PCIT-ED). Children
in the control group were placed on a waiting list and eventually offered the therapy. Active
treatment consisted of the standard 12 sessions of PCIT, followed by an additional 8-session
emotional development module, using the same techniques as PCIT (teaching of parents,
followed by coaching the parent via a bug-in-the-ear device) to enhance the child's emotional
competence and emotion regulation. Participants were children, aged 3–6 years, recruited from
preschools, day care centers, and clinical sources, who met criteria for early-onset depression
on the Preschool Age Psychiatric Assessment. The primary study outcome was a DSM-5
diagnosis of major depression at the end of treatment. 

Results: A total of 229 parent-child dyads participated in the trial. Outcomes were assessed
a mean of 24 weeks after baseline in the PCIT-ED group and 20 weeks in the control group.
At this point, 22% of the PCIT-ED group and 75% of controls still met diagnostic criteria 
for depression (odds ratio,* 12.15; p<0.001). Remission—defined as no longer meeting the
diagnostic criteria, plus a ≥50% decrease in depression scores on the Preschool Feelings
Checklist—occurred in 73% of the PCIT-ED group and 23% of controls (odds ratio, 0.10;
p<0.001). Additional positive results of PCIT-ED included reduced functional impairment,
overall clinical improvement, and reduced anxiety disorder and oppositional defiant
disorder comorbidities. Children who received active treatment also showed improvements
in parent-rated emotional functioning, with less emotional lability and more emotion regu-
lation. Parents had decreased personal symptoms of depression and parenting stress and
employed more parenting techniques that focused on emotion reflection and processing.
The treatment was rated by parents as highly acceptable.

Discussion: PCIT-ED appears to be the first empirically supported psychotherapy specific to
early childhood depression. Important advantages are that it is low risk, can be delivered by
master's level therapists, and is relatively brief and manualized.

Study Rating*—17 (100%): This study met all criteria for a randomized controlled trial.
Luby J, Barch D, Whalen D, Tillman R, et al: A randomized controlled trial of parent-child psychotherapy targeting
emotion development for early childhood depression. American Journal of Psychiatry 2018;175 (November):1102–1110.
doi 10.1176/appi.ajp.2018.18030321. From Washington University in St. Louis, MO. Funded by the NIMH. Two of 5
study authors disclosed potentially relevant financial relationships; the remaining authors declared no competing
interests. 

*See Reference Guide.
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Psychotherapy for Acute Anxiety Disorders

Group cognitive behavioral therapy (CBT) may be the best initial choice of therapy for anxiety
disorders in children and adolescents, according to a network meta-analysis.* 

Methods:A comprehensive literature search identified randomized controlled studies of struc-
tured psychotherapies, in any language, either published or made available in clinical trial
databases through November 2017. Psychotherapies were considered structured if they either
were manualized for therapists or had a manual for self-administering participants (e.g., Internet
or bibliotherapy). Participants had DSM-5 anxiety disorders and were aged ≤18 years upon
enrollment. The investigators compared different modalities (face to face or Internet), condi-
tions (child, parental involvement, or parent-only), and formats (group, individual, or mixed).
Different control conditions were compared separately and included: no treatment, treatment
as usual, waiting list, and psychological placebo (i.e., considered inactive by researchers but
presented to participants as an active therapy). The primary efficacy outcome was change from
baseline to the end of treatment and the end of follow-up in anxiety symptoms, measured on
any valid continuous scale. Acceptability was measured as the proportion of patients discontin-
uing treatment.

Results: The investigators identified 101 clinical trials involving 6625 patients and examining 2
types of therapy in 11 formats: behavioral therapy (group, combined individual and group, and
individual with parent involvement) and CBT (group, group with parental involvement, indi-
vidual, individual with parental involvement, combined individual and group, Internet-
assisted, parent-only, or bibliotherapy). The difference between CBT and behavioral therapy
was the inclusion of cognitive restructuring in the latter. Three-fourths of the studies included
patients with mixed anxiety disorders. A total of 20 trials included only children, 49 only
adolescents, and 32 included both age groups. The median patient age was 11 years, mean
number of sessions was 12, and median treatment duration was 12 weeks. 

In the network meta-analysis, all
psychotherapies were more effective post-
treatment than waitlist control (see table
for efficacy ranking), but only group CBT
was more effective than all control 
conditions and other psychotherapies.
Compared with other therapies involving
human contact, group CBT was associated
with a number needed to treat (NNT)* of
about 5. The NNT for comparison with
interventions without human contact (i.e.,
Internet and bibliotherapy) was about 3. 

At the end of follow-up, all therapies,
including psychological placebo, were
more effective than the waitlist control or
no treatment. The most effective modalities
were parent-only CBT (67.9%), individual
behavior therapy with parent involvement
(66.1%), and internet-assisted CBT (65.6%).
Bibliotherapy CBT was the least well toler-
ated psychotherapy indicated by the
highest rate of discontinuation. 

Post-Treatment Efficacy Ranking of 
Psychological Therapies for Anxiety

Treatment Group
Likelihood of

Efficacy (SUCRA*)

Group CBT 93.4%

Group behavioral therapy 86.1%

Individual behavioral therapy with parent 69.9%

Individual CBT 69.5%

Group CBT with parent 69.3%

Individual CBT with parent 54.8%

Individual plus group behavioral therapy 45.7%

Parent-only CBT 42.2%

Bibliotherapy CBT 42.0%

Individual plus group CBT 40.8%

Psychological placebo 37.9%

Treatment as usual 33.5%

Internet CBT 33.4%

No treatment 29.3%

Waitlist 2.4%
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Discussion: Interpretation of these findings is limited by the small number of trials for each
treatment or control condition, poor methodology and risk of bias of many studies, and the
potential for publication bias. However, the results do provide some support for the sugges-
tion that group therapies might be the best initial therapy for anxiety disorders in children and
adolescents and that therapies requiring a certain level of cognitive maturity may be less effec-
tive in children than adolescents. 

Study Rating*—18 (100%): This study met all criteria for a systematic review/meta-analysis.
Zhou X, Zhang Y, Furukawa T, Cuijpers P, et al: Different types and acceptability of psychotherapies for acute anxiety
disorders in children and adolescents: a network meta-analysis. JAMA Psychiatry 2018; doi 10.1001/jamapsychi-
atry.2018.3070. From the First Affiliated Hospital of Chongqing Medical University, China; and other institutions.
Funded by the NIHR Oxford Cognitive Health Clinical Research Facility; and other sources. Seven of 17 study
authors disclosed potentially relevant financial relationships; the remaining authors declared no competing
interests.

*See Reference Guide.

Conduct Problem Trajectories 

Research has identified 3 trajectories of conduct problems: early onset persistent (EOP), with
onset in childhood; adolescent-onset (AO); and childhood-limited (CL), which appears to
remit in adolescence or adulthood. According to a meta-analysis, all 3 subtypes are associated
with poorer psychosocial outcomes in early adulthood, compared with individuals without
conduct problems. The 3 groups form a "hierarchy of risk," with the worst outcomes in the
EOP group. 

Methods: A systematic literature review identified longitudinal studies that: compared
subtypes of conduct disorder or conduct problems based on age of onset; used growth models
to compare outcomes; and assessed outcomes beyond the age of 16 years. A total of 8 different
adverse outcomes were evaluated: mental health (depression), cannabis use, alcohol use, self-
reported aggression, criminal/antisocial behavior, poor general health, poor education, and
poor employment outcome.

Results: The search identified 13 studies with nearly 10,700 subjects. Most studies compared
outcomes in all 3 trajectory groups with a reference category of persons with a low level of
conduct problems. Study subjects were enrolled at a mean age of 5.5 years (range, 4–9 years)
and followed until a mean age of 22 years (range, 17–32 years). 

For nearly all outcomes, the
EOP group had the highest
risk of a poor result, with
odds ratios* ranging from
1.85 to 5.40, compared with
control subjects with "low"
conduct problems. (See
table.) The AO group had the
highest odds ratio for
cannabis use (3.78) and a
similar odds ratio to the EOP
group for poor general
health outcomes. Among
subjects with conduct prob-
lems, the EOP group was not
at statistically significantly
higher risk than the AO

Odds Ratios of Negative Outcomes in 
Conduct Problem Subgroups vs Controls

# Studies EOP AO CL

Depression 7 2.24 1.58 1.29

Cannabis use 7 3.34 3.78 1.14

Alcohol use 5 1.85 1.72 1.14

Self-reported aggression 7 5.4 3.55 1.75

Criminal/antisocial behavior 6 3.18 2.29 1.28

Poor general health 4 2.35 2.38 1.36

Poor education 6 4.14 2.35 1.83

Poor occupational outcome 5 2.0 1.22 1.14
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group for any of the outcomes studied. However, the EOP group did have significantly worse
outcomes than the CL group for mental health, cannabis use, self-reported aggression, criminal
behavior, and poor employment outcome. The AO group differed statistically from the CL
group only for cannabis use.

Discussion: Early-onset persistent conduct problems are thought to be associated with familial
predisposition, neuropsychological deficits, and temperamental hyperactivity, while AO prob-
lems are believed to develop through association with delinquent peers or status-seeking. The
observed persistence of problems in the AO group conflicts with reports that problem behavior
in adolescence is transient and relatively normative. The more recently described CL type is
believed to be associated with near-zero levels of problem behavior by adolescence or adult-
hood; however, the present observations suggest that some problems with educational
outcomes and aggression do persist into early adulthood. 

Study Rating*—18 (100%): This study met all criteria for a systematic review/meta-analysis.
Bevilacqua L, Hale D, Barker E, Viner R: Conduct problems trajectories and psychosocial outcomes: a systematic
review and meta-analysis. European Child & Adolescent Psychiatry 2018;27 (October):1239–1260. From University College
London, U.K.; and other institutions. Funded by the Department of Health Policy Research Programme; and other
sources. The authors declared no competing interests.

*See Reference Guide.
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Effect Size: The effect size represents the amount of change in outcome that can be attributed to treatment,
where 0.2 indicates a small effect, 0.5 a medium effect, and 0.8 a large effect. It is relatively independent of
clinical significance, and large effect sizes do not ensure treatment efficacy. 

Network Meta-Analysis: A study design that can provide estimates of efficacy for multiple treatment regi-
mens, even when direct comparisons are unavailable. This method extends the traditional meta-analytic
technique to allow simultaneous comparisons of the effects of multiple treatments in ≥2 studies that have 1
treatment in common. For example, if in a clinical trial comparing treatment A with treatment B, option A is
determined to be superior, and a separate trial in similar patients found option B superior to a third agent,
option C, a network meta-analysis of these 2 trials would allow a researcher to conclude that treatment
option A is more effective than option C, even though the 2 options have never been directly compared.

Number Needed to Treat: Indicates how many patients need to be treated for 1 to benefit. The ideal NNT is
1, where everyone improves with treatment. The higher the NNT value the less effective the treatment.

Odds Ratio: A comparison of the probability of an event. An odds ratio of 1 implies that the event is equally
likely in both groups. An odds ratio >1 indicates that the event is more likely to occur in that group than in
the comparison group.

Study Rating:A measure of how well a study conforms to quality standards. The study rating uses a check-
list system based on the comprehensive Strength of Evidence Report from the Evidence-based Practice Center
Program of the Agency for Healthcare Research and Quality (AHRQ). The rating checklists are posted at
www.alertpubs.com.

Surface under the cumulative ranking curve (SUCRA): A numeric presentation of the overall ranking of
treatment efficacy. SUCRA values range from 0 to 100%, with higher values indicating better efficacy.


