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Objective
Despite the confinuity of attention-deficit/hyperactivity disorder (ADHD) into adolescence, little is known regarding
use of nonstimulants to treat ADHD in adolescents. This phase 3 frial evaluated the safety and efficacy of
guanfacine extended release (GXR) in adolescents with ADHD.

Method

This 13-week, multicenter, randomized, double-blind, placebo-controlled trial evaluated once-daily GXR (1-7 ma
per day) in adolescents with ADHD aged 13 to 17 years. The primary endpoint was the change from baseline in
the ADHD Rating Scale—M (ADHD-RS-IV) total score; key secondary endpoints included scores from the Clinical
Global Impressions—Severity of liiness (CGI-5), and Learning and School domain and Family domain scores from
the Weiss Functional Impairment Rating Scale—Farent Report (WFIRS-F) at week 13.

Results

Atotal of 314 participants were randomized (GXR, n = 157; placebo, n = 157). The majority of participants
received optimal doses of 3, 4, 5, or 6 mg (30 [22.9%], 26 [19.5%], 27 [20.6%], or 24 [18.3%] participants,
respectively), with 46.5% of participants receiving an optimal dose above the currently approved maximum dose
limit of 4 mg. Participanis receiving GXR showed improvement in ADHD-RS-IV total score compared with
placebo {least-squares mean score change, —24.55 [GXR] versus —18.53 [placebo]; effect size, 0.52; p <.001).
Wore participants on GXR also showed significant improvement in CGI-5 scores compared with placebo (50.6%
versus 36.1%; p = 010). There was no statistically significant difference between treatments at week 13 in the 2
WFIRS-P domains. Most treatment-emergent adverse events were mild to moderate, with sedation-related
events reported most commonly.

Conclusion
GXR was associated with stafistically significant improvements in ADHD symptoms in adolescents. GXR was well
tolerated, with no new safely sianals reported.

. 2015;54:916-925.
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