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Background

ADS-5102 (amantadine) extended release capsules (GOCOVRI™, Adamas Pharmaceuticals, Inc.) is the first and only
FDA-approved treatment for dyskinesia in patients with Parkinson's disease (PD) receiving levodopa-based therapy, with or
without concomitant dopaminergic medications.

Patients with PD commonly develop dyskinesia and OFF time as their disease progresses.
However, little is known about the pattern of expression of these motor complications through the day.

We analyzed pooled data from two Phase 3 trials of ADS-5102, wherein patients maintained diaries specifying their PD clin
status every half-hour.

Objective

To assess patterns of dyskinesia and OFF time through the day, and the effect of ADS-5102 in this patient population.

Methods
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troublesome dyskinesia as recorded in PD home diaries received double-blind 274 mg ADS-5102 or placebo once daily
at bedtime.

The present analyses included all patients with complete, evaluable PD home-diary data for a 2-day period at baseline and
Week 12.

— Complete and evaluable diary: A 24-hour diary with at least 44 of the 48 30-minute intervals completed.
* At baseline and 12 weeks, diary data for 17-hour time spans following WAKE-UP time were summarized by patient reporte
PD-diary state (OFF, ON with troublesome dyskinesia, ON without troublesome dyskiensia).
— ‘WAKE-UP time’: the start of the first of four consecutive half-hour intervals not reported as asleep on the second day of
diary-keeping, beginning at or after 3:00 AM.
* The percent of patients reporting each diary state at each half-hour period is summarized at baseline for all subjects and by
treatment group at baseline and Week 12 to demonstrate treatment effect.
Additionally, individual subject time courses over 17-hour waking day were reviewed and then summarized each PD-diary s
by: 1) average number of ‘episodes’, 2) average duration of an ‘episode’, and 3) the duration of the 1st time in a PD state.
— ‘Episode’ is defined as time spent in a PD-diary state before transitioning to any other state, thereby beginning a
new episode.
Lastly, the number of transitions during the 17-hour waking day from one PD-diary state to another that each patient
experienced throughout the day were summarized.

Patient Disposition and Baseline Characteristics

162 patients (77 for ADS-5102 and 85 for placebo) provided complete, evaluable diary data both at baseline and at Week 1

Baseline characteristics are summarized by treatment group in Table 1 and are consistent with the overall pooled populatio
from the pivotal trials (Elmer, CNS Drugs, 2018).
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PD Diary Results

¢ At baseline, 24% to 44% of all 162 patients reported troublesome dyskinesia from hour 2 to 15 post WAKE-UP time.

* Additionally, OFF time was reported by 67% of patients within the first half-hour of waking up, then reached a steady avera
15% throughout the rest of the day.

¢ Resulting in a range of 37% to 72% patients experiencing dyskinesia or OFF througout the day when awake.

* At Week 12, for each Y2 hour period, an average of 24% more patients treated with ADS-5102 experienced ON time without
troublesome dyskinesia. This increase was due to mean reductions in ON time with troublesome dyskinesia (-20%) and
OFF time (-4%).

* Whereas, in the placebo group, for every % hour period, an average of 8% more patients experienced ON time without
troublesome dyskinesia. This placebo effect was due to the mean changes in troublesome dyskinesia (-11%) and OFF
time (+3%).

troublesome dyskinesia, each lasting 2 hours, and 2 episodes of OFF time, each lasting 1 hour.

* ADS-5102 treated patients experienced on average a placebo adjusted increase in their first ON time without troublesome
dyskinesia episode by approximately 3 hours.

ADS-5102 Reduces ON Time with Troublesome Dyskinesia and OFF Time Throughout the Waking Day —

* Overall, patients experienced on average, 8 transitions between PD-diary states throughout the day, including a 3 episodes &f oyer the waking day, ADS-5102 treated patients experienced an average of 2.2 less transitions than placebo treated patients

Safety Results

* Safety data were consistent with the overall population of the pivotal trials (Elmer, CNS Drugs, 2018).

Conclusions

In this population, troublesome dyskinesia and OFF time occurred in the morning and throughout the waking day.
ADS-5102 treated patients experienced less time with dyskinesia and OFF time at Week 12.

The reductions in both dyskinesia and OFF time resulted in remarkably longer periods of ON time without trouble
some dyskinesia and less transitions between states, suggesting a day with fewer disruptions.

Evaluating the timing and pattern of an individual patient’s motor complications through the day and seeking
therapies whose pharmacokinetics and clinical effects match that individuals motor complications could lead to bette!
clinical management and patient satisfaction.
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