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BACKGROUND Patients Safety
. Main inclusion criteria Figure 2: Percent of patients fully ON overall and at each time-point following Table 2: Mean change (standard deviation) in MDS-UPDRS part Ill over time - Full Safety Data is presented as a poster presentation at the 19" International Congress of
- Parkinson’s disease (PD) patients suffer from a variety of OFF episodes as the disease - Clinical diagnosis of Parkinson’s disease APL-130277 administration | | Parkinson’s Disease and Movement Disorders (abstract # 243)
progresses - At least one OFF episode per day and = 2 hours of daily OFF time 00 Time (min) |15 30 45 60 90 - Overall, APL-130277 was safe and well tolerated
- These consist of predictable wearing OFF, morning akinesia, delayed or No-ON or - Experiencing predictable OFF episodes upon awakening prior to receiving morning dose £ o - ITT -11.5 (9.9) (9.1) (9.5) 9.7) |-92(10.0) - Adverse events (AEs) seen were known dopaminergic adverse events and were mostly
sudden OFE of levodopa 2 8 Responders | -11.9 (9.5) -11.9 (9.5) mild or moderate
» Up to 2/3" of all PD patients across all stages of the disease experience OFF episodes, - Hoehn and Yahr stage I-lll in the ON state § . W Responders Per protocol | -10.1 (10.0) -11.2 (9.8) » The was one unrelated serious AE of dysphagia
which have a significant negative impact on quality of life | I S B Per protocol * There were no discontinuations due to AEs
» OFF time can be reduced by increasing the frequency of levodopa or by adding other * Main exclusion criteria = * There were no signs of local mucosal irritation
: . . : . . . . _ : : d - 30 -value < 0.04 at 15
adjunctive PD medications but, despite these manipulations, many PD patients suffer OFF Atypical or secondary Parkinsonism - | s pualie =004 8t Figure 5: Mean percent change in MDS-UPDRS part Il following APL-130277
episodes daily - Past treatment with any form of apomorphine within 30 days of dosing Day 1 % o at all other time-points administration
* The only approved, acute treatment of OFF episodes is subcutaneous apomorphine A o ; p, . " i ” -
(Apokyn® in the US), which is very efficacious but has significant limitations due to the Time (min)
parenteral nature of administration Efficacy & safety endpoints Time (min) 0 R CONCLUSIONS
:'Ig\/lslieé%nzv%n!ent, OT-dblerT}?nd,trT_\edlfcanons fothhG management of OFF episodes are needed  The primary efficacy endpoint was the percent of patients turning fully ON following an O
] IS & SOIUDLIC TIIM Stp O apomorphine APL-130277 administration 5

o= ITT * Sublingual APL-130277 rapidly converted PD patients from the morning OFF state to the

* It is administered sublingually to acutely manage OFF episodes by rapidly delivering * 80% of patients turned fully ON with 20 mg or less and over half with 15 mg or less (Figure 3)

hine th h ab fion f h | 4 « Secondary endpoints included the change and percent change in MDS-UPDRS Part |ll over
apomorphine trotigh absorpion 1rom e oral cavily mucosa time, percent of patients fully ON at each time point, and percent of patients with a 5 and 10

' AP_L'130277 'S & turning QN medication . . . . point MDS-UPDRS Part Il improvement following the first full ON dose for Responders or
* This Phase 2 Study examined the effects of APL-130277 in PD patients with OFF episodes last dose for non-responders Figure 3: APL-130277 dose distribution at first full ON
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ON state
« APL-130277 provided, rapid, clinically meaningful improvement in motor function as assessed
—e— Per protocol by MDS-UPDRS Part Il scores
 Duration of benefit was close to an hour on average with most patients having sustained

25 5;2";2.;2001 e benefit through 90 minutes after APL-130277 administration
30 * Arange of doses were utilized but over half of patients responded to the two lowest doses
— O~

- Responders
-15

-20

» Adverse events (AEs) were coded using the Medical Dictionary for Regulatory Activities
(MedDRA) and were tabulated by MedDRA preferred term (PT).
« ECG, vital signs (including orthostatic blood pressure) and clinical laboratory values were evaluated

« Data were analyzed according to 3 datasets
OBJECTIVE - Intention to Treat (ITT) — includes all 19 patients dosed

- Responders — includes all 15 patients who turned fully ON following an APL-130277
administration

- Per Protocol (PP) — includes 15 patients with no protocol dosing violations (excludes 3
patients who were instructed to swallow the strip instead of dissolve sublingually over 2
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0 N « APL-130277 was generally well tolerated
25 * APL-130277 may be an effective, easy to administer medication for the acute, on-demand
20
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Mean percentage reduction in
MDS-UPDRS from pre-dose

40 management of OFF episodes in PD patients
45 * Phase 3 studies are being initiated to further evaluate the efficacy, safety, tolerability of
APL-130277 in PD patients

The primary objective of the study was to evaluate the efficacy, tolerability and safety of single
treatments of APL-130277 in 19 PD patients with OFF episodes

METHODS

Percentage of patients

A large percentage of patients had a 5 or 10 point improvement in the MDS-UPDRS Part Il
overall and at each time-point (Figure 6 and 7)

APL-130277 dose (mg) - 90% of patients in the ITT had a 5 point or greater improvement at any time-point

- 85% of patients in the ITT had a 10 point or greater improvement at any time-point REFERENCES

minutes and 1 patient who was dosed in an OFF state following administration of their °
first dose of PD medications)

 Mean change and percent change in MDS-UPDRS Part Ill for the first full ON for Responders : . : . :
| | RESULTS e dosegfor nonl:iresponders ?s resentod in Figures 4 and 5 and Table 2 p Figure 6: Percentage of patients with a 5 point or greater MDS-UPDRS 1. ?g;Jér?gO(?éI;og(gS. Clinical spectrum of levodopa-induced complications. Movement Disorders.
'FI')hlts wtas ) thc\set 2 ?pde?-li]bkel,tiln_glle-eir;n stud]}/I 4 ater than 10 PM the night - A large, robust, statistically significant and clinically meaningful improvement in motor Part Il improvement by time-point 2 Rizos A Martinez-martin P. Odin P. et al Characterizing motor and non-motor aspects of
preilolre gnsdvéer;es;?\? tr(l)J (’Ehee cI(i)nii irel thg I:ngfningsv?/i%oﬁrﬁalgsg tnhoeira uesrualarrr:orning do:encl)%c function was seen at all-time points , , | -

100 early-morning OFF periods in Parkinson’s disease: an international multicenter study.

. . . 2]

levodona and other PD medications * A total of 19 patients were dosed with APL-130277 - Maximum change at any time-point was -18.9 for ITT and -20.5 for responders ‘a:'; 90 m T Parkinsonism and Related Disorders. 2014:20:1231-1235,

. TH P fiont trmed to be in the OFF stat then dosed with APL-130277 » Baseline demographics are summarized in Table 1 - An approximately 30% or greater MDS-UPDRS Part Ill improvement was seen at all =R 3. Chapuis S, Ouchchane L, Metz O, et al. Impact of motor complications of Parkinson’s
F_ose p1a |er; i{con wx{rp\emo ellfn fe” ON state were debn tr?sel W it ] 4 vatient time-points with a maximum mean percent change at any time-point of -45.6 for ITT o ; W Responders disease on, the quality of I,ife Movément Disorders. 2005:20:224-230.

\(/vellzunrce)t a)c,:r?i2ve|:lg tvr\wne dosemvgés iic?ease d ;SSarzSgeiSr?cerem)(;ntse urr11\t/ile: If%?l (C))rl\? r\:vazzgri]e,ve q | | and -.51 4 for resp_onders - | :.’, 5 B Per protocol 4. Apokyn USPI, US WorIdMec.Is, LLC. Louisville, KY,. 2014., |

to a maximum dose of 30 mg Table 1: Baseline demographics - Confirmatory dosing revealed a similar improvement in the MDS-UPDRS Part i £ ) 5. Laar T, van der Geest R, Danhof M, et al. Stepwise intravenous infusion of apomorphine
» Patients could be dosed up to two times a day over 3 days . 515 (4679 g , to determine the therapeutic window in patients with Parkinson’s disease. Clinical
- If a patient achieved a full ON response, they received a subsequent confirmatory dose can age D BT S 10 Neuropharmacology. 1998;21:152-138.

to vgrif;/ the fuIII (\)/N res:onse P y Y HbeEal | y Male: Female 14 (73.7%): 5 (26.3%) Figure 4: Mean MDS-UPDRS part lll change over time following APL-130277 o, : o . , - . o
» All patients were pretreated with trimethobenzamide for 3 days prior to initiation of Modified H°e_h" & Yahr. 2.2 (1-3) administration Time (min)

APL-130277, which was continued during dosing Mean # of daily OFF episodes 3.9 (1-7) Time (min)
« Change in MDS-UPDRS Part Il and assessment of OFF/ON were conducted pre-dose Mean # PD medications classes 3 (1-95)

and at 15, 30, 45, 60 and 90 minutes after APL-130277 administration Mean daily levodopa dose (mg) 837 (100-1500) 0o ACKNOWLEDGEMENTS

Figure 7: Percentage of patients with a 10 point or greater MDS-UPDRS
Part Il improvement by time-point

Mean # levodopa doses per day 5.3 (1-12)
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Figure 1: APL-130277 sublingual apomorphine strip
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—&— Responders
« Of the 19 total patients dosed with APL-130277, 15 achieved a full ON response (Figure 2)
10mg — 15mg 20 mg - 6 patients turned fully ON within 15 minutes 0
- 9 patients turned fully ON between 15 and 30 minutes
- 13/15 remained fully ON for at least 30 minutes
- 9/15 remained fully ON for at least 60 minutes
- Mean ON duration was 52 minutes
- One subject who was dosed incorrectly (told to swallow instead of dissolve

sublingually) turned ON but only had a duration of ON of 15 minutes
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- Of the 4 non-responders, 2 were dosed incorrectly (told to swallow the strip instead of

dissolve sublingually at all doses 10-30 mg) and 2 were dosed up to the maximum dose Time (min) THE MICHAEL J. FOX FOUNDATION
of 30 mg g/\\ FOR PARKINSON'’S RESEARCH

—&— Per protocol
p-value < 0.001 atall Emily Calaiezzi, Gazal Vakili and Lewis Lau of Cynapsus Therapeutics provided assistance
Hme-points in the development of this publication.

B Per protocol APL-130277 is currently an investigational product in some countries, including the

United States.
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