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Abstract

Background. The 12-week ARM-TD and AIM-TD studies in
tardive dyskinesia (TD) patients showed statistically significant
improvements in TD symptoms with deutetrabenazine. The com-
pleted open-label extension (OLE) study (SD-809-C—20) evalu-
ated long-term efficacy and safety of deutetrabenazine in TD.
Methods. Patients who completed ARM-TD or AIM-TD
enrolled in the OLE study, with deutetrabenazine dose titrated
based on dyskinesia control and tolerability. Change from base-
line in Abnormal Involuntary Movement Scale (AIMS) score was
assessed by local site raters. Treatment success was evaluated
locally as patients being “much improved” or “very much
improved” on Clinical Global Impression of Change (CGIC).
Results. 343 patients enrolled in the OLE study; 6 patients were
excluded from analyses. At Week 54 (n=249; dose [mean=+SE]:
38.7£0.66mg/day), mean change from baseline in AIMS score
was —4.8£0.28; 66% of patients experienced treatment success. At
Week 106 (n=194; dose: 39.31+0.75mg/day), mean change from
baseline in AIMS score was —5.440.33; 65% of patients experi-
enced treatment success. At Week 145 (n=160; dose:
39.440.83mg/day), mean change from baseline in AIMS score
was —-6.6+0.37; 73% of patients experienced treatment success.
Treatment was generally well tolerated across 723 patient-years of
exposure through Week 158, and exposure-adjusted incidence
rates (incidence/patient-years) for akathisia/restlessness were
0.01, somnolence/sedation were 0.07, and symptoms which
may represent parkinsonism or depression were 0.08 each.
Conclusions. Patients who received long-term treatment with
deutetrabenazine achieved sustained improvement in AIMS
scores. Findings from this open-label trial with response-driven
dosing suggest the possibility of increasing benefit over time.
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Abstract

Background. In the First-HD pivotal trial, the maximum deute-
trabenazine dose evaluated to treat chorea associated with Hun-
tington’s disease (HD chorea) was 48 mg/d, which is the approved
maximum dose for this population. In ARC-HD, an open-label
extension study evaluating the long-term efficacy and safety of
deutetrabenazine to treat HD chorea, dosage ranged from 6 mg/d
to 72 mg/d, with doses >12 mg/d administered twice daily. Doses
in ARC-HD were increased by 6 mg/d per week in a response-
driven manner based on efficacy and tolerability until 48 mg/d
(Week 8). At the investigator’s discretion, further increases were
permitted by 12 mg/d per week to a maximum of 72 mg/d. This
post-hoc analysis evaluates the safety and tolerability of deute-
trabenazine >48 mg/d compared to <48 mg/d to treat HD chorea
in ARC-HD.

Methods. Patient counts and safety assessments were attributed to
patients when they received a dose of either <48 mg/d or >48
mg/d. For 9 selected adverse events (AEs), we compared AE rates
adjusted for duration of drug exposure (as number of AEs/year) at
<48 mg/d or >48 mg/d. The AE rates were determined after titration
when participants were on stable doses of deutetrabenazine.
Results. All 113 patients were exposed to doses <48 mg/d (177.1
patient-years) and 49 patients were ever exposed to doses >48
mg/d (74.1 patient-years). In patients taking deutetrabenazine
>48 mg/d compared to <48 mg/d after the titration period, there
were no apparent differences in exposure-adjusted AE rates.
Conclusions. Based on clinical experience, some patients with
HD may benefit from doses higher than 48 mg/d to adequately
control chorea. These doses were tolerated without apparent
increase in the exposure-adjusted rates of selected AEs after
titration. This analysis does not address the occurrence of other
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AEs or whether adequate efficacy was achieved at lower doses,
factors that may have influenced dose increases.
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Abstract

Purpose. This open-label, single-dose, randomized, two-period,
two-treatment, two-sequence, crossover study evaluated the com-
parative bioavailability between amphetamine extended-release
oral suspension (treatment A: AMPH EROS, Dyanavel XR 2.5
mg/mL, 18.8 mg amphetamine base per 7.5 mL) and extended-
release mixed amphetamine salts (treatment B: ER MAS, Adderall
XR 30 mg capsules, equivalent to 18.8 mg amphetamine base per
capsule) after a single dose in healthy adult subjects, under fasted
conditions.

Methods. The crossover design allowed for intra-subject PK
comparisons. Relative comparable bioavailability was determined
by a statistical comparison of the AUC and Cmax parameters for
both d- and l-amphetamine, where the geometric mean ratios for
AUC and Cmax were within the 90% confidence limits (80.0%-
125.0%) to determine comparable bioavailability between test
products. Subjects in sequence 1 received treatment A followed
by B; subjects in sequence 2 received treatment B followed by
treatment A. PK samples were obtained at 0 (pre-dose) through
60 hours post-dose. The safety assessment was based on reported
frequency and severity of adverse events.

Results. Thirty (30) subjects were enrolled and 28 completed. The
mean age of subjects was 35 years, with a mean BMI of 25.9
kg/m2. Most subjects were Male (63.3%) and Black (56.7%). The
geometric mean ratios for Cmax and all AUC measurements were
within the 80-125% bound indicating comparable bioavailability
between both test products. Both test products were generally
well-tolerated with no serious AEs reported.

Conclusions. The bioavailability of a single 7.5 mL dose of AMPH
EROS 2.5 mg/mL was comparable to a single 30 mg capsule dose of
ER MAS. AMPH EROS (both d- and l-amphetamine) showed
equivalent peak and overall exposure to ER MAS under fasted
conditions.
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Abstract

Methods. This Phase 1, open-label, single-dose, one-period, one-
treatment PK study enrolled 12 children 6-12 y with ADHD. PK
parameters for d- and l-amphetamine in plasma (Cmax, tmax,
AUCO0-8, and t1/2) were calculated and expressed as means,
geometric means, and standard deviations. The primary endpoint
was all objective PK measurements at 28 hours post-dose. PK was
evaluated for 2 cohorts (6 pts ages 6-9 y and 6 pts aged 10-12 y).
Safety was monitored continuously and assessed based on occur-
rence of adverse events.

Results. A single dose of 10 mg (4 ml) AMPH EROS (2.5 mg/ml)
administered under fasted conditions resulted in a rapid rise in
mean plasma concentration in d-amphetamine, reaching maxi-
mum concentrations within 5 hours. The overall study population
mean (SD) plasma AUCO0-8 (d-amphetamine) was 1061.2 (309)
h*ng/mL, and for l-amphetamine was 380.5 (112) h*ng/mL. The
mean maximum concentration (Cmax) for the overall study pop-
ulation was 5491 ng/mL and 17.1 (5.2) ng/mL for d- and
l-amphetamine, respectively. The overall study population median
time to maximum concentrations (Tmax) for d-amphetamine
were reached at 3.4 hours, and for l-amphetamine at 4.1 hours.
The elimination half-life (t1/2) for the entire study cohort was 10.6
(2.0) hours for d-amphetamine, and 12.5 (3.2) hours for
l-amphetamine. Directionally, a higher mean Cmax, AUCO0-8,
AUCt, and median Tmax were observed in the younger (6 to
9-year-old) age group, and this result was consistent with both
the d- and l-amphetamine enantiomers. The mean elimination t1/2
for both d- and l-amphetamine was higher in the older cohort (10—
12 years) than in the 6 to 12-year-olds. Study drug was well-
tolerated by the subjects in this study. Two TEAEs were reported
in one subject TEAEs (diarrhea and rash on legs) occurred approx-
imately 12 hours postdose.

Conclusions. This study confirmed that the PK profile of AMPH
EROS in 6 to 12-year-olds provided a consistent, predictable
extended-release profile in a highly titratable liquid formulation,
and this finding was relatively consistent and directionally predict-
able between the age groups assessed, with higher maximum
concentrations and AUCs and shorter elimination half-lives noted
in the younger population, with no anomalous parameters dem-
onstrated, and no untoward or unexpected safety issues noted.
Funding. Tris Pharma, Inc.
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