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Background

* [PX203is aninvestigational oral extended-release carbidopa-
levodopa (CD-LD)

* |PX203is designed to produce prolonged therapeutic LD
plasma concentrations

e [PX203 has shown improvement in “Good On” time compared
to immediate-release CD-LD

Objective

« To present the adverse event (AE) profile of IPX203 in the Phase
3 clinical trials in patients with Parkinson’s disease (PD)
experiencing motor fluctuations

Methods

« Safety data from a multicenter, double-blind, randomized,
active-controlled Phase 3 study and an open-label extension
(OLE) Phase 3 study were combined and analyzed
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Majority of TEAEs with IPX203 are mild or
moderate and had a first onset within 3 months of
continuous drug exposure

Table 1. Overall Summary of AEs*
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176/630 (27.9) 328
47/630 (7.5) 66/328 (20.1)

0.5 (328/630)
0.1 (66/630)

Any TEAE 397/589 (67.4) 1355
Treatment-related (TR) TEAE 205/589 (34.8) 471/1355 (34.8)

2.3 (1355/589)
0.8 (471/589)

Maximum severity of TEAEs
Mild 163/589 (27.7)
Moderate 174/589 (29.5) 54/630 (8.6)
Severe 60/589 (10.2) 13/630 (2.1)
Treatment-related serious AEs 9/589 (1.5) 0

837/1355 (61.8)
419/1355 (30.9)
99/1355 (7.3)

1.4 (837/589)
0.7 (419/589)
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*Patients were on IPX203 much longer (~52 weeks) compared to immediate-release LD (~16 weeks).

Table 2. Most Common AEs (24% in TEAEs) Table 3. Overall Summary of AEs by “Duration
IPX203 of Continuous Exposure” (at first onset of AE)

Treatment-related
TEAEs IPX203

(N=589) First onset of AEs over time, n/N (%) Any TEAE
Dyskinesia 63 (10.7) 60 (10.2)
Dizziness 29 (4.9) 20 (3.4)
Hallucination 26 (4.4) 17 (2.9)
Nausea 44 (7.5) 32 (5.4)
Dry mouth 28 (4.8) 19 (3.2)
Constipation 25 (4.2) 10 (1.7)
Fall 35 (5.9) 6 (1.0)
Urinary tract infection 31 (5.3) 0

IPX203
Any TEAE, n (%) TEAEs
(N=589)

<3 months 324/589 (55.0)
3 to <6 months 41/429 (9.6)

6 to <9 months 23/384 (6.0)
9 to <12 months 7/307 (2.3)
>12 months 2/180 (1.1)
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Results

* The safety population consisted of 630 patients with PD

experiencing motor fluctuations
* Mean age was 66.5 years (+9.0)
* Mean duration of disease was 8.5 years (+4.9)

* Average total daily dose (TDD) of IPX203 was 1520.97 mg (+587.78)
» 83.0% of subjects received IPX203 at an average TDD between 800

mg and <2400 mg of LD

* Average daily dosing frequency of IPX203 was 3.08 times/day
* Mean (range) treatment duration was 242.9 (2 to 553) days

» Dataincludes 388.34 person-years of exposure to IPX203

e 65.9% (385/584) were exposed to IPX203 for =6 months

e 30.7% (179) were exposed for =12 months

* Inthe Phase 3 studies pool, 397 (67.4%) IPX203 subjects

experienced 1355 treatment-emergent AEs (TEAEs; Table 1)
* Ofthese, 85% had a maximum severity of mild to moderate

» Patients receiving IPX203 for the analysis could have had
treatment for ~52 weeks vs treatment of ~16 weeks with
immediate-release LD

* 205 of 580 (34.8%) TEAEs were treatment-related
 The most commonly reported TEAEs were dyskinesia, nausea, fall,

and urinary tract infection (Table 2). These are all expected in an
older PD population

* An analysis of TEAEs by duration of exposure to study treatment

showed that most IPX203 subjects (55.0%) experienced first onset
TEAEs within the first 3 months (Table 3)

* The occurrence of TEAEs remained stable over time

 There were no deaths in the RISE-PD study. Six subjects died

during the OLE study; all the fatal SAEs were deemed not related
to the study drug, except for one subject who had a severe SAE of
drowning that was considered related to the study drug.

Conclusions

* Considering the disease duration and presence of motor
fluctuations in the PD cohort enrolled in the Phase 3 trials,
IPX203 was generally safe and well tolerated

* The safety profile was stable over time and consistent with the
known effects of other levodopa formulations
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