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BACKGROUND RESULTS RESULTS (continued)

Up to 2/3rds of Parkinson’s disease (PD) patients suffer from OFF episodes

Table 1: Demographic and Baseline Characteristics Figure 4: APL-130277 Dose Distribution at First Full ON (Responders)

Mean Age, mean (range) 61.5 (48—79)
Male: Female, number (%) 14 (73.7%): 5 (26.3%)
Modified Hoehn and Yahr, mean (SD) 2.2 (0.5)
MDS-UPDRS Total Score, mean (SD) 42.8 (15.9)
Mean # of Daily OFF Episodes, mean (range) 3.9 (1-7)

Mean # of PD Medications, mean (range) 3 (1-5)

OFF episodes in PD have a significant negative impact on QoL of patients

APL-130277 (Figure 1) is a soluble, sublingual film strip of apomorphine that provides

a rapid time to ON (Presented in Poster 335) 19 Patients received 77

Figure 1: Apomorphine Sublingual Thin Film Strip (APL-130277) doses of APL-130277

10mg 15mg 20mg 25 mg 30mg

Percentage of Patients

Mean Daily Levodopa Dose (mg), mean (range) 776 (100-2100)

Mean # of Levodopa Doses Per Day, mean (range) 5.4 (1-12)

15 mg 20 mg 25 mg

APL-130277 Dose

OBIJECTIVE

Evaluate the safety of APL-130277 in patients with PD and OFF episodes

_ , Nausea occurred in only 4 patients after the first dose; typically 15-40 mins after
Table 2: Overview of Adverse Events with APL-130277 dosing

N=19 * Occurred with 8 of 77 total APL-130277 dosings (10%)
n (%) 6 AEs were mild

Any AE 13 (68.4) * 2AEs were mo_derate |
M ETH 0 DS N » 3 of 4 patients received higher doses (up to 30 mg) without further nausea
Any Related™* AE 11 (57.9) . . . : : . .
: No subject discontinued » 1 of 4 patients experienced vomiting (mild)
Oen-label. singl Phase 2 stud Mild AE 13 (68.4) from the study due to « APL-130277 doses of 25 or 30 mg were not associated with nausea
pen-label, single-arm, Phase 2 study : i : : :
Patients took their last dose of levodopa (LD) no later than 10 PM the night prior Moderate AE 4(21.1) an AE Orthostatic hypotension (mild) only occurred in one patient (5%)
and presented to clinic in a.m. without taking any PD meds i i _
If OFF, patients were dosed with APL-130277, starting at 10 mg (Figure 2) Severe AE 2 (10.5) Dyskinesia was _nOt_ reported as a treatment-related adverse event
APL-130277 administered sublingually and allowed to dissolve over 2 mins S aE A 1(5.3)** Oral mucosal irritation was not reported
Patients could be dosed up to 2 times/d over 3 d ) A ;
Pre-treatment with trimethobenzamide (anti-emetic) was started 3 d prior to Figure 2: Study Design ECG or Iaboratory analyses showed no C|InIC8.||y meanlngful Change
initiation of APL-130277 and was continued during its dosin . . .
MDS-UPDRS Part lll and assessment of OFF/ONgwere con%lucted pre-dose and at Confirmatory Dose *Related AE=an AE deemed certainly, possibly or probably related to APL-130277 by the Investigator
15, 30, 45, 60 and 90 mins after APL-130277 administration Dose isfglilven to verify the **Deemed unrelated to APL-130277 by the Investigator
ull ON response .
APL-130277 Dosing (Figure 2) Full ON Safety population CO N c LU S I O N S
. On dosing Day 1, patients who were in an OFF state received 10 mg APL-130277. 10 10
If the patient did not turn ON within 3 hours of dosing the patient then received 15 mg mg
mg of APL-130277. OFF

On dosing Day 2, patients who turned ON with either 10 or 15 mg of APL-130277 i AP L'130277 was genel‘ally We”'t0|erated
received the same dose. Patients who had not turned ON with 15 mg of APL- Full ON

130277 received 20 mg of APL-130277. If the patient did not turn ON within 3 15 mg 15 mg Figure 3: Most Common AEs by Dose « Most common AEs were mild/mOderate’ Known dopaminergic AEs

hours of dosing the patient then received 25 mg of APL-130277. ° I I I I I I
On dosing Day 3, patients who turned on with either 20 or 25 mg of APL-103277 OFF J Adapta’tlon Of dOpamlnel‘gIC AES Occurred durlng dose tltratlon
received the same dose. Patients who had not turned ON with 25 mg of APL- Full ON
130277 received 30 mg of APL-130277. 20 mg 20 mg T . . .
Dosing days were not required to be sequential, but all dosing had to be completed NoO su bjeCt discontinued from the StUdy due to an AE
within 7 days. OFF J Bl 10 mg (N=19)

Patients Full ON — Bl 15 mg (N=16)
Diagnosis of PD (H&Y state 1-3 in ON state); no atypical/secondary forms 25 mg 25 mg . - Bl 20 mg (N=12) NO apparent dose_response relationship W|th AES was Observed
>1 OFF episode/d and > 2 hrs of daily OFF time = 25 mg (N=10)
Predictable OFF episodes upon awakening prior to receiving AM dose of LD OFF z B 30 mg (N=5) N t
May not have received any form of apomorphine within 30 d of dosing Day 1 Full ON a O apparen .

Primary Efficacy Endpoint (Presented in Poster 335) 30 mg 30 mg ° dose-response PhaSe 3 StUd|eS are Underway
% of patients turning fully ON as confirmed by the Investigator following an APL- OFF g relationship
130277 administration c .

ety A Endoaint 3 with AEs was

afety Assessments/Endpoints Taminae : ACKNOWLEDGEMENTS/DISCLOSURES

Adverse events (AES) srminare - observed
ECG, vital signs (including orthostatic BP) and clinical lab values were evaluated

Data Analyses: according to 3 datasets This study was supported by Cynapsus Therapeutics. Additionally, the Michael J. Fox Foundation provided a grant in
Modified Intention to Treat (mITT) — includes 19 patients dosed support of the study. BD, TB, and AA are all employees of Cynapsus Therapeutics and hold stock or stock options. SI was
Responders — includes 15 patients who turned fully ON post APL-130277 an Investigator in the study and received compensation from Cynapsus for research activities.
treatment _ _ _ o APL-130277 is currently an investigational product.
Per Protocol (PP) — includes 15 patients with no protocol dosing violations i

(excludes 3 patients who were improperly instructed to swallow the strip and 1
patient who was dosed in an OFF state following administration of their first dose
of PD meds)

Dizziness Somnolence Nausea Yawning Headache Hyperhidrosis

1.‘:: THE MICHAEL |. FOX FOUMNDATION
E-—-‘._,.-l—--.._ FOR FAEKINSOMN'S RESEARCH

American Academy of Neurology, Friday, April 15 to Thursday, April 21, 2016; Vancouver, BC, Canada



