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1. SYNOPSIS

Name of Sponsor/Company: Impax Laboratories, LLC (Impax)

Name of Investigational Product: [PX203 (carbidopa-levodopa) Extended-Release Capsules

Name of Active Ingredients: carbidopa (CD), levodopa (LD)

Protocol Title: An Open-Label Extension Study of the Safety and Clinical Utility of IPX203
in Parkinson’s Disease Patients with Motor Fluctuations

Protocol No.: IPX203-B16-03
Study center(s): Multicenter

Phase of Development: Phase 3

Objectives: To evaluate the long-term safety and clinical utility of IPX203 in the treatment
of subjects with advanced Parkinson’s disease (PD) who have motor fluctuations.

Methodology: This is a 9-month, multicenter open-label safety extension study. Subjects
who have successfully completed Study IPX203-B16-02 (A Randomized Controlled Study to
Compare the Safety and Efficacy of IPX203 with Immediate-Release Carbidopa-Levodopa in
Parkinson’s Disease Patients with Motor Fluctuations) may have the opportunity to enroll in
this open-label study. This study will consist of a baseline visit (Visit 1) followed by 3 visits
(Visits 2 to 4) spaced at approximately 3-month intervals. For subjects who successfully
complete Study IPX203-B16-02, the baseline visit (Visit 1) of this study will occur coincident
with the End of Study (EOS) Visit 7 of the preceding study. After providing written informed
consent (and signing Health Insurance Portability and Accountability Act [HIPAA]
authorization for subjects at United States [US] sites only), confirmation of eligibility and
baseline procedures will be performed. Subjects will be initially started on the final [IPX203
dosing regimen that was determined during the IPX203 dose conversion period of Study
IPX203-B16-02. Investigators are permitted to adjust the dosing regimen of [PX203 during
this study to achieve the optimal balance of efficacy and safety and any changes will be
recorded.

Subjects may continue to take their non-LD-containing PD concomitant medications
(including dopamine agonists, amantadine, and selective monoamine oxidase-B (MAO-B)
inhibitors [safinamide, rasagiline and selegiline]) during the study. Changes in doses or in
dosing regimens of all non-CD-LD PD medications and/or the addition of new non-CD-LD
PD medications will be captured. Supplemental CD and benserazide, apomorphine, and the
addition of catechol-O-methyltransferase (COMT) inhibitors (eg, entacapone, opicapone, and
tolcapone) can be initiated during this study.

Adverse events (AEs), supine and standing orthostatic vital signs, and concomitant
medications will be evaluated throughout the course of the study. Electrocardiograms (ECGs),
clinical laboratory tests, physical examinations, and the Columbia-Suicide Severity Rating
Scale (C-SSRS) will also be performed. The following clinical utility measures will be
assessed: Patient Global Impression of Severity (PGI-S), Clinician Global Impression of
Severity (CGI-S), Treatment Satisfaction Assessment (TSA), Parkinson’s Disease Sleep Scale-
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2 (PDSS-2), the 39-item Parkinson’s Disease Questionnaire (PDQ-39), Parkinson Anxiety
Scale (PAS), Non-Motor Symptom assessment scale (NMSS) for Parkinson’s disease,
Gastroparesis Cardinal Symptom Index (GCSI), The Movement Disorder Society Unified
Parkinson’s Disease Rating Scale (MDS-UPDRS) Parts I to IV, 12-Item Zarit Burden
Interview (ZBI-12), and Early Morning Symptoms Questionnaire (EMSQ). Visit 4 is the end
of study visit (EOS).

Number of subjects (planned): Subjects who successfully complete IPX203-B16-02 will be
eligible to enroll in this open-label extension (OLE) study; it is estimated that approximately
300 subjects will enroll.

Diagnosis and main criteria for inclusion:
Inclusion Criteria
e Successfully completed Study IPX203-B16-02.

e Able to provide written informed consent prior to the conduct of any study-specific
procedures.

e Female subjects of childbearing potential must have a negative urine pregnancy test at
the baseline visit (Visit 1).

e Agrees to use a medically acceptable method of contraception throughout the study and
for 6 weeks after completing the study.

Exclusion Criteria

e Intends to use any doses of Rytary™ or Duopa” during this study.
e Plans to use an investigational treatment other than IPX203 during the course of this
study.

e Neurosurgical ablation treatment for PD is planned or anticipated during the study
period. Implantation of a deep brain stimulator (DBS) for the treatment of PD is
permitted during this study.

e Subjects who, in the opinion of the clinical investigator, should not participate in the
study.

Investigational product, dosage and mode of administration: [PX203 (carbidopa-levodopa)
Extended-Release capsules for oral administration, provided in 4 dose strengths:

e [PX203 35-140 mg CD-LD capsule
e [PX203 52.5-210 mg CD-LD capsule
e [PX203 70-280 mg CD-LD capsule
e [PX203 87.5-350 mg CD-LD capsule

Reference therapy, dosage and mode of administration: None

Duration of treatment: Nine (9) months of open-label therapy with IPX203.

Criteria for evaluation:

e Safety: AEs, supine and standing orthostatic vital signs, and concomitant medications
evaluated throughout the course of the study. ECGs, clinical laboratory tests, physical
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examinations, and the C-SSRS will also be performed.

e Clinical Utility Measures: PGI-S, CGI-S, TSA, PDSS-2, PDQ-39, PAS, NMSS, GCSI,
MDS-UPDRS Part I to IV, ZBI-12, and EMSQ will be assessed at every visit.

Statistical methods: For MDS-UPDRS, the total score (Parts I+II+III+IV), each of its
components (Parts I through V), and Parts II + Part III will be summarized across each of the
time points in the trial (Baseline/Visit 1, Month 3, Month 6, and Month 9) to allow for
assessment of the sustainability of the clinical effect of IPX203 over the 9-month study
duration. Similarly, the PGI-S, CGI-S, TSA, PDSS-2, PDQ-39, PAS, NMSS, GCSI, ZBI-12,
and EMSQ will be summarized over time.

The safety analysis will include all subjects who received at least one dose of study
medication. The incidence of treatment-emergent AEs and serious adverse events (SAEs) will
be summarized. Additionally, laboratory test data, physical examinations, vital signs, ECGs,
and C-SSRS will be summarized across each time point in the trial.
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3. LIST OF ABBREVIATIONS AND DEFINITIONS OF TERMS
The following abbreviations and specialist terms are used in this study protocol.

Table 1: Abbreviations and Specialist Terms

Abbreviation or Specialist Term Explanation

AADC aromatic amino acid decarboxylase

AE adverse event

CD carbidopa

CGI-S Clinical Global Impression of Severity

CR controlled release

CRF case report form

COMT catechol-O-methyltransferase

C-SSRS Columbia-Suicide Severity Rating Scale

DBS deep brain stimulator or

deep brain stimulation

ECG electrocardiogram

EMSQ Early Morning Symptoms Questionnaire
EOS end of study

ER extended release

FDA Food and Drug Administration

GCP Good Clinical Practice

GCSI Gastroparesis Cardinal Symptom Index
HIPAA Health Insurance Portability and Accountability Act
ICF informed consent form

ICH International Conference on Harmonization
IEC independent ethics committee

IR immediate release
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Abbreviation or Specialist Term Explanation

IRB institutional review board

IWRS interactive web response system

LD levodopa

MAO monoamine oxidase inhibitors

MAO-A MAUO type A inhibitors

MAO-B MAUO type B inhibitors

MDS-UPDRS Movement Disorders Society version of the Unified Parkinson’s
Disease Rating Scale

M-EDL Motor Aspects of Experiences of Daily Living

m-MIDI Modified-Minnesota Impulsive Disorders Interview

nM-EDL Non-Motor Aspects of Experiences of Daily Living

NMSS Non-Motor Symptom assessment scale for PD

OLE open-label extension

PAS Parkinson Anxiety Scale

PD Parkinson’s disease

PDQ-39 39-item Parkinson’s Disease Questionnaire

PDSS-2 Parkinson’s Disease Sleep Scale-2

PGI-S Patient Global Impression of Severity

PK pharmacokinetic (adjective)

pharmacokinetics (singular noun)

PI principal investigator

SAE serious adverse event

TSA Treatment Satisfaction Assessment
US United States

ZBI-12 12-Item Zarit Burden Interview
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4. INTRODUCTION

Parkinson’s disease (PD) is a progressive neurodegenerative disorder of the extrapyramidal
nervous system. Levodopa (LD) used in combination with carbidopa (CD) is considered the
gold standard for the symptomatic treatment of PD. LD is a dopamine precursor converted to
dopamine by aromatic amino acid decarboxylase (AADC). Carbidopa is an AADC inhibitor that
does not cross the blood-brain barrier. When used in combination with LD, CD increases the
plasma half-life of LD from 50 minutes to 1.5 hours. Carbidopa inhibits the conversion of LD
into dopamine in the periphery, thereby reducing the peripheral side-effects caused by dopamine
and increasing the amount of LD available for transport into the brain. The administration of CD
with LD reduces the dose of LD required to produce a dopaminergic response by about

75 percent (Sinemet prescribing information).

Due to its proven efficacy, LD is prescribed eventually to most subjects with PD. However,
long-term use of LD is associated with certain complications, including “wearing off” or “end-
of-dose effect,” where symptom control decreases and the drug effects wear off sooner. As the
disease progresses further, motor complications, namely dyskinesias and motor “On/Off”
fluctuations, develop in about 50% of the patients after 5 years of treatment (Fahn 1999). Such
motor complications can be a significant source of disability and their management is a major
unmet need in the treatment of PD.

Mechanisms underlying motor complications involving dyskinesias and “On/Off” fluctuations in
PD are unclear. The pulsatile nature of standard orally administered LD is thought to contribute
to the appearance of motor complications. Chronic intermittent pulsatile stimulation of the
dopamine receptors that are under tonic control contributes to the development of dyskinesia in
PD animal models as compared to animals treated with continuous infusion (Juncos et al 1989,
Engber et al 1989, Blanchet et al 1995). In addition, unreliable absorption of LD potentially due
to erratic gastric empting and variable in vivo dissolution of LD products is thought to contribute
to the delay or inadequate response after oral dosing with standard CD-LD products (Melamed
1986, Kurlan et al 1988, Stocchi et al 1994). These findings suggest that motor complications in
patients with PD may be less likely to develop with continuous dopaminergic stimulation.

Intraduodenal infusion of LD has been shown to significantly reduce motor complications and to
reduce “Off” time. The findings of infusion studies in PD patients indicate that the maintenance
of stable plasma LD concentrations and the avoidance of low trough levels are effective in
reducing “Off” hours, increasing “On” hours without disabling dyskinesia, and reducing the
severity of dyskinesia versus standard oral LD formulations (Mizuno 2007, Nilsson et al 2001,
Nyholm et al 2005, Stocchi et al 2005). These findings provide a strong rationale for the
development of an extended-release (ER) oral formulation that delivers a constant LD plasma
concentration in order to optimize relief of PD symptoms, and to minimize “Off” time and
dyskinesia.

IPX203 is an investigational product containing CD-LD that is being developed by Impax
Laboratories, LLC (Impax). The primary objective of the IPX203 program is to develop an
extended release product that can attain therapeutic LD plasma concentrations rapidly and
maintain constant LD plasma concentrations for a longer duration than currently approved
products with minimal peak-to-trough fluctuations. IPX203 is designed to be dosed

Page 14 of 112



Protocol No. IPX203-B16-03 CONFIDENTIAL
Amendment 2: 26 November 2018 Impax Laboratories, LLC

approximately every 7 to 8 hours, based on the plasma LD concentration time profile observed in
subjects with advanced PD (Study IPX203-B14-02 and IPX203-B16-01).

Study IPX203-B14-02 characterized the PK and pharmacodynamics of IPX203 following a
single dose in subjects with advanced PD versus immediate-release (IR) CD-LD and Rytary®.
Twenty-six (26) subjects were randomized with 25 subjects completing all 3 treatments. One
subject discontinued study early due to subject withdrawal. Administration of [IPX203 yielded
an initial increase in LD plasma concentrations that was similar to both IR CD-LD and Rytary
but maintained LD concentrations longer. IPX203 provided a longer pharmacodynamic duration
of effect compared with IR CD-LD and Rytary, including “Off” time and “Good on” time based
on the Assessment of Subject’s Motor State and on several of the MDS-UPDRS Part 111
improvement thresholds. Of the 26 subjects who received at least one of the 3 treatments,

9 subjects (34.6%) reported at least one treatment-emergent adverse event (AE). None of these
subjects reported a SAE nor did any subjects prematurely discontinue the study because of an
AE. Adverse events were reported by more subjects during IR CD-LD (28.0%) and IPX203
(19.2%) than during Rytary (8.0%) treatment. None of the reported AEs were classified as
severe. Adverse events reported by 2 or more subjects included dizziness (3 subjects), nausea
(2 subjects), and hypertension (2 subjects). The numbers of subjects reporting these AEs during
any single treatment period were small (0 to 2 subjects). Two subjects reported dizziness during
IR CD-LD treatment and one subject each during IPX203 and Rytary treatments. Hypertension
was reported by a total of 2 subjects, both reporting this AE during IPX203 and IR CD-LD
treatments and 1 subject during Rytary treatment. Two subjects reported nausea only during the
IR CD-LD treatment period. Of the 9 subjects reporting AEs, 6 (23.1%) subjects reported AEs
that were assessed as related to treatment, including all of the reports of dizziness, nausea, and
dyskinesia (1 subject). Most subjects reported AEs that were assessed as mild in severity, but
during treatment with IPX203, 2 subjects (7.7%) reported moderate AEs (dyskinesia and
hypertension), during IR CD-LD treatment 1 subject (4.0%) reported atrial flutter of moderate
severity, and during Rytary treatment, 1 subject (4.0%) reported dyskinesia of moderate severity.

The pharmacokinetics and pharmacodynamics of IPX203 were studied in a randomized, open-
label, rater-blinded, multicenter, 2-treatment, 2-period, multiple-dose crossover study (IPX203-
B16-01). Twenty-eight (N=28) advanced PD subjects were randomized to 1 of 2 dosing
sequences, with each treatment period lasting 15 days and separated by a 1-week wash-out
period where subjects return to their usual stable pre-study CD-LD regimen. The objectives of
this study are to compare the PK, pharmacodynamics, efficacy, and safety of IPX203 with

IR CD-LD after single and multiple dosing. Subjects were permitted to take allowed non-CD-
LD-based PD medications throughout the study if dosing regimens had been stable for at least
4 weeks. Subjects were instructed to take their last dose of CD-LD no later than 10:00 PM on
the evening prior to Day 1 of each treatment period and to withhold dosing for at least 5 hours
before arriving at the site on Day 15 of each treatment period. On Day 1 of the IR CD-LD
treatment period, subjects were started with a single dose of their usual prestudy first morning
IR CD-LD dose. On Day 1 of the IPX203 treatment period, subjects were started with a single
dose of IPX203 based on their usual prestudy first morning IR CD-LD dose using a LD
conversion of 100 mg IR LD to 360 mg of IPX203 LD. During the IR CD-LD treatment period,
the initial dosing regimen of IR CD-LD was the same as the subject’s stable prestudy regimen.
During the IPX203 treatment period, the IPX203 regimen for subsequent doses for the day was
determined by identifying the most frequent prestudy IR LD dose in milligrams that the subject

Page 15 of 112



Protocol No. IPX203-B16-03 CONFIDENTIAL
Amendment 2: 26 November 2018 Impax Laboratories, LLC

received in the afternoon and evening and administering IPX203 using a LD conversion of

100 mg IR LD to 270 mg of IPX203 LD. The protocol recommended that [IPX203 be dosed
approximately every 7 to 8 hours. During Days 1 through 9 of both treatment periods,
investigators had the opportunity to adjust each subject’s study medication regimen if necessary
to optimize efficacy and safety. Pharmacokinetics and pharmacodynamics (MDS-UPDRS Part
IIT and Assessments of Subject’s Motor State) were periodically evaluated on Day 1 and Day 15 of
each treatment period by qualified clinical staff who were blinded to dosing.

Data from this multiple-dose study confirmed the PK and pharmacodynamic results observed in
the single dose study with IPX203:

e PK data from 27 subjects indicates IPX203 shows a rapid increase in LD
concentrations followed by extended-release characteristics. Following IPX203;
initial increases in LD concentrations were comparable to that from IR CD-LD.
Bioavailability of LD following IPX203 was ~89% relative to IR CD-LD. LD
plasma concentrations were sustained longer after [IPX203 treatment than after
IR CD-LD and support dosing every 8 hours. No accumulation of LD was evident at
steady-state following IPX203 or IR CD-LD. Plasma LD concentrations following
IPX203 were characterized by lower peak-to-trough fluctuation. No time-variant or
time-dependent changes were noted in PK of CD or LD following IPX203.

e [PX203 demonstrated an onset of effect that was comparable to IR CD-LD in
MDS-UPDRS Part III scores. IPX203 prolonged the duration over which
MDS-UPDRS Part III scores were improved by prespecified threshold changes from
baseline (>4, >7, and >13 units).

e [PX203 provides a significant decrease in “Off” time and a significant increase in
“Good on” time compared to IR CD-LD treatment on Day 1 and Day 15 when
assessed by the Investigator’s Assessment of Subject’s Motor State. Subjects treated
with IPX203 did not experience a significant increase in “On’ time with troublesome
dyskinesia compared to IR CD-LD.

e Subjects achieved significant improvements in “Off” time, “Good on” time, and
frequency of motor state fluctuations based on the 3-day PD Diaries.

e Twenty-eight subjects were enrolled in the multiple-dose study and 27 subjects
completed both treatments. Safety results were as follows:

— One subject discontinued during the IPX203 treatment period due to an AE
(orthostatic hypertension) that was considered possibly related to treatment.

— Atotal 0f 39.3% (11/28) of treated subjects reported at least one treatment
emergent AE, including 35.7% (10/28) during IPX203 treatment and 7.4% (2/27)
during IR CD-LD treatment. Eight subjects reported AEs that were related to
treatment (8 subjects during IPX203 treatment and 1 during IR CD-LD
treatment).

— Two subjects experienced serious adverse events (SAEs). One subject reported
increased hypertension of mild severity during IPX203 treatment that was
considered unrelated to treatment and resolved. A second subject reported
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moderate to severe dehydration, diarrhea, and atrial fibrillation during the
washout period that were considered unrelated to treatment and resolved.

— AEs reported in 2 or more subjects included nausea (2), dizziness (2), and
dyskinesia (5), all of mild or moderate severity, and all during the IPX203
treatment.

Study IPX203-B16-02 is a randomized, double-blind, double-dummy, active-control, parallel-
group, multicenter study designed to compare the efficacy, safety and tolerability of [IPX203 with
IR CD-LD in CD-LD-experienced subjects with advanced PD and motor fluctuations following
13 weeks of therapy.

Subjects who successfully complete Study IPX203-B16-02 may have the opportunity to enroll in
this 9-month, open-label safety extension study.
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3. TRIAL OBJECTIVES

The objective of this study is to evaluate the long-term safety and clinical utility of IPX203 in
subjects with advanced Parkinson’s disease (PD) who have motor fluctuations.

Page 18 of 112



Protocol No. IPX203-B16-03 CONFIDENTIAL
Amendment 2: 26 November 2018 Impax Laboratories, LLC

6. INVESTIGATIONAL PLAN

6.1. Overall Study Design

Subjects who have successfully completed Study IPX203-B16-02 (A Randomized Controlled
Study to Compare the Safety and Efficacy of [IPX203 with Immediate-Release Carbidopa-
Levodopa in Parkinson’s Disease Patients with Motor Fluctuations) may be offered the
opportunity to enroll in this 9-month, multicenter open-label study (Figure 1). The study consists
of a baseline visit (Visit 1) followed by 3 visits (Visits 2 to 4) spaced at approximately 3-month
intervals. For subjects who successfully complete Study IPX203-B16-02, the baseline visit
(Visit 1) of this study will occur coincident with the End of Study (EOS) Visit 7 of the preceding
study. After providing written informed consent (and signing Health Insurance Portability and
Accountability Act [HIPAA] authorization for subjects at United States [US] sites only),
confirmation of eligibility and baseline procedures will be performed. Subjects will be initially
started on the final IPX203 dosing regimen that was determined during the IPX203 dose
conversion period of Study IPX203-B16-02. Investigators are permitted to adjust the dosing
regimen of IPX203 during this study to achieve the optimal balance of efficacy and safety and
any changes will be recorded.

Subjects may continue to take their non-LD-containing PD medications (including dopamine
agonists, amantadine, and selective monoamine oxidase-B (MAO-B) inhibitors [safinamide,
rasagiline and selegiline]) during the study. Changes in doses or in dosing regimens of all non-
CD-LD PD medications and/or the addition of new non-CD-LD PD medications will be
captured. Supplemental CD and benserazide, apomorphine, and the addition of catechol-O-
methyltransferase (COMT) inhibitors (eg, entacapone, opicapone, and tolcapone) can be initiated
during the study.

Adverse events, supine and standing orthostatic vital signs, and concomitant medications will be
evaluated throughout the course of the study. Electrocardiograms (ECGs), clinical laboratory
tests, physical examinations, and the Columbia-Suicide Severity Rating Scale (C-SSRS) will also
be performed. The following clinical utility measures will be assessed: Patient Global
Impression of Severity (PGI-S), Clinician Global Impression of Severity (CGI-S), Treatment
Satisfaction Assessment (TSA), Parkinson’s Disease Sleep Scale-2 (PDSS-2), the 39-item
Parkinson’s Disease Questionnaire (PDQ-39), Parkinson Anxiety Scale (PAS), Non-Motor
Symptom assessment scale (NMSS) for Parkinson’s disease, Gastroparesis Cardinal Symptom
Index (GCSI), The Movement Disorder Society Unified Parkinson’s Disease Rating Scale
(MDS-UPDRS) Parts I to IV, 12-Item Zarit Burden Interview (ZBI-12), and Early Morning
Symptoms Questionnaire (EMSQ). Visit 4 is the end of study (EOS).
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Figure 1: I1PX203-B16-03 Study Flow Chart

IPX203-B16-02 ‘ ‘ ‘ ‘
Completers ‘ ‘ ‘ ‘

Baseline Month 3 Month 6 Month 9
Visit 1 Visit 2 Visit 3 Visit 4
End of Study

6.2. Number of Subjects

Subjects who successfully complete IPX203-B16-02 are eligible to enroll in this open-label
extension (OLE) study; it is estimated that approximately 300 subjects will enroll.

6.3. Treatment Assignment

All subjects will receive IPX203.

6.4. Dosing and Dose Determination Criteria

Subjects will start on the IPX203 dosing regimen that was determined at the end of the IPX203
dose conversion period of Study IPX203-B16-02 (Visit 4 of Study IPX203-B16-02).

6.5. Dose Adjustment Criteria

Investigators are permitted to adjust the dosing regimen of IPX203 during the study to achieve
the optimal balance of efficacy and safety; all dosing changes will be recorded.

Recommendations for dosing IPX203 are provided in Appendix A.

6.6. Criteria for Study Termination

The Sponsor has the right to terminate this study and remove all study material from the study
site at any time for medical or administrative reasons. The Sponsor will endeavor to give
adequate notice to allow safe withdrawal of subjects from the study.
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7.

SELECTION AND WITHDRAWAL OF SUBJECTS

Subjects must meet all of the following inclusion criteria to qualify for enrollment. Subjects who
have any of the following exclusion criteria will not be enrolled in the study.

7.1.

1.
2.

7.2.

7.3.

Subject Inclusion Criteria
Successfully completed Study IPX203-B16-02.

Able to provide written informed consent prior to the conduct of any study-specific
procedures.

Female subjects of childbearing potential must have a negative urine pregnancy test at the
baseline visit (Visit 1).

Agrees to use a medically acceptable method of contraception throughout the study and
for 6 weeks after completing the study. Medically acceptable methods of contraception
that may be used by the subject and/or partner include but are not limited to: abstinence,
oral contraception, NuvaRing or transdermal systems, diaphragm with vaginal
spermicide, intrauterine device, condom and partner using vaginal spermicide, surgical
sterilization (6 months), progestin implant or injection, or postmenopausal female (no
menstrual period for >2 years) or vasectomy (>6 months).

Subject Exclusion Criteria

. Intends to use any doses of Rytary or Duopa’ during this study.

Plans to use an investigational treatment other than IPX203 during the course of this
study.

. Neurosurgical ablation treatment for PD is planned or anticipated during the study period.

Implantation of a deep brain stimulator (DBS) for the treatment of PD is permitted during
this study.

Subjects who, in the opinion of the clinical investigator, should not participate in the
study.

Subject Withdrawal Criteria

Site personnel should make every effort to conduct all protocol-specific procedures to complete
the study. A subject may be discontinued from the study due to the following reasons:

1.

A

Withdrawal by subject
Adverse event

Lack of efficacy

Study terminated by Sponsor
Protocol deviation

Noncompliance with study drug
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7. Lost to follow-up
8. Death
9. Other

Subjects who withdraw early from the study will not be replaced. The reason or reasons for
discontinuation will be specified and documented.
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8. STUDY PROCEDURES

The procedures to be performed at each study visit are summarized in Table 2.
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Table 2:

Events Schedule for Study I1PX203-B16-03

Visit 1
Baseline

9 Months of
IPX203 Therapy

Study Drug
Resupply
Months 1-2

Visit 2

Study Drug
Resupply

Months 4-5 Visit 3

Study Drug
Resupply
Months 7-8

Visit 4/
Early
Termination

Study Month

0

3

6

9

ICF and HIPAA Authorization

Check Inclusion/Exclusion Criteria

Update Medical History

Physical Examination

Vital Signs

Weight

C-SSRS

Clinical Laboratory Tests

MR R

AR N

HOf R |

Urine Pregnancy Test

ECG

MDS-UPDRS Parts I-IV

PGI-S

CGI-S

PDQ-39

Mo X A

Mo R X A

GCSI

NMSS

PDSS-2

PAS

AR e e R e A e R e R R e R e A e e R e R R A R A e e

TSA

Mol R A

Mo X A

T T B B e e B B e
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9 Months of
IPX203 Therapy
Study Drug Study Drug Study Drug Visit 4/
Visit 1 Resupply Resupply Resupply Early
Baseline Months 1-2 Visit 2 Months 4-5 Visit 3 Months 7-8 | Termination

Study Month 0 3 6 9
ZBI-12 X X X X
EMSQ X X X X
Contact phone calls X X X
Contact IWRS to dispense study medication X X X X X X

ot oy e bt nd s x| ox x| x| s
Adverse Events X X X X
Concomitant Medications X X X X

* Visit 1 is expected to occur on the same day as the End-of-Study Visit (Visit 7) of Study IPX203-B16-02 but not later than 1 week. After the subject provides
consent for this study, carry over and record information from procedures at the End-of-Study Visit of IPX203-B16-02 as the Baseline data for this study.

® Subjects enrolled at sites in the United States (US) must sign HIPAA authorization prior to the conduct of any study-specific procedures.

¢ Record vital signs (blood pressure, heart rate, respiratory rate, and temperature [Visit 1 and Study Exit only]) after subject has been resting supine for at least
5 minutes, then record orthostatic blood pressure and heart rate after subject has been standing for approximately 2 minutes.

4 See Appendix B.
¢ See Appendix C.

[ This test will be performed at Visit 1 of this study.
¢ See Appendix D.

" See Appendix E.
i See Appendix F.

I See Appendix G.
K See Appendix H.

! See Appendix I.
™ See Appendix J.

" See Appendix K.

® See Appendix L.

P See Appendix M.
9 See Appendix N.
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T

Contact phone calls for Visits 2 through 4:

* Following Visit 1, contact subjects weekly for the first month and then approximately monthly thereafter between visits to review the subject’s medication
dosing regimen.

* Instruct subjects to call the study site before making any changes to their IPX203 dosing regimen.

» Update and record concomitant medications and IPX203 dose adjustments.

 Contact subjects 1 day prior to Visits 2 to 4 to remind them to bring back any unused medication and empty medication bottles.

CGI-S = Clinical Global Impression of Severity Scale; C-SSRS = Columbia-Suicide Severity Rating Scale; ECG = electrocardiogram; EMSQ = Early Morning
Symptoms Questionnaire; GCSI = Gastroparesis Cardinal Symptom Index; HIPAA = Health Insurance Portability and Accountability Act; ICF = informed
consent form; IWRS = interactive web response system; PAS = Parkinson Anxiety Scale; PD = Parkinson’s disease; PDQ-39 = 39-Item Parkinson’s Disease
Questionnaire; PDSS-2 = Parkinson’s Disease Sleep Scale-2; PGI-S = Patient Global Impression of Severity Scale; MDS-UPDRS = MDS version of Unified
Parkinson’s Disease Rating Scale; NMSS = Non-Motor Symptom assessment scale for PD; TSA = Treatment Satisfaction Assessment; ZBI-12 = 12-Item Zarit
Burden Interview.
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8.1. Visit 1 (Baseline)

Visit 1 is expected to occur on the same day as the End-of-Study Visit (Visit 7) of Study
IPX203-B16-02. After the subject provides consent for this study, carry over and record
information from procedures at the End-of-Study Visit of [PX203-B16-02 as the baseline data
for this study.

After the subject has signed the informed consent (and HIPAA authorization for subjects at US
sites), complete the following procedures and assessments:

e Review and record study entry criteria (Section 7).

e Update the subject’s medical history.

e Perform urine pregnancy test for females of childbearing potential.

e Complete the 12-Item Zarit Burden Interview (ZBI-12) (Appendix M).

¢ Administer the Early Morning Symptoms Questionnaire (EMSQ) (Appendix N).
e Contact the interactive web response system (IWRS) to dispense study drug.

e Instruct the subject on dosing.

e After Visit 1, contact subjects weekly for the first month and then approximately
monthly thereafter to discuss the subject’s dosing regimen. Record the subject’s
current [IPX203 dose regimen.

e Instruct subjects to call the study site before making any changes to their IPX203
dosing regimen.

e Subjects may return for study drug resupply approximately every 1 to 2 months as
needed.

8.2. Visit 2 (Month 3)

8.2.1. Prior to Visit 2

Call the subjects prior to Visit 2 and remind them to bring any unused study medication and
empty medication bottles to Visit 2.

8.2.2. At Visit 2
e Collect unused study drug and empty bottles.
e Review study drug accountability.

e Update IPX203 regimen (dose, frequency, number of capsules) and concomitant
medications.

e Assess vital signs after subject is supine for at least 5 minutes (blood pressure, heart
rate, temperature and respiratory rate) and then assess orthostatic blood pressure and
heart rate after subject is standing for approximately 2 minutes.

e Record AEs.
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8.3.

8.3.1.

Weigh the subject.

Perform a 12-lead ECG.

Administer C-SSRS (Appendix B)

Collect blood and urine samples for clinical laboratory studies (Appendix C).
Administer MDS-UPDRS Parts I through IV (Appendix D).

Determine PGI-S and CGI-S scores (Appendix E and Appendix F, respectively).
Complete PDQ-39 (Appendix G).

Perform NMSS (Appendix I).

Complete the PDSS-2 (Appendix J).

Complete PAS (Appendix K).

Complete TSA (Appendix L).

Complete the ZBI-12 (Appendix M).

Administer the EMSQ (Appendix N).

Contact IWRS and enter study drug dispensing information.

Dispense study drug and provide dosing instructions.

Subjects may return for study drug resupply approximately every 1 to 2 months as
needed.

Instruct subjects to call the study site before making any changes to their IPX203
dosing regimen.

Call subjects approximately monthly to discuss IPX203 dosing. Record the subject’s
current [IPX203 dose regimen.

Visit 3 (Month 6)

Prior to Visit 3

Call the subjects prior to Visit 3 and remind them to bring any unused study medication and
empty medication bottles to Visit 3.

8.3.2.

At Visit 3
Collect unused study drug and empty bottles.
Review study drug accountability.

Update IPX203 regimen (dose, frequency, number of capsules) and other concomitant
medications.
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84.

8.4.1.

Assess vital signs after subject is supine for at least 5 minutes (blood pressure, heart
rate, temperature and respiratory rate) and then assess orthostatic blood pressure and
heart rate after subject is standing for approximately 2 minutes.

Record AFEs.

Weigh the subject.

Perform a 12-lead ECG.

Administer C-SSRS (Appendix B).

Collect blood and urine samples for clinical laboratory studies (Appendix C).
Administer MDS-UPDRS Parts I through IV (Appendix D).

Determine PGI-S and CGI-S scores (Appendix E and Appendix F, respectively)
Complete PDQ-39 (Appendix G).

Perform NMSS (Appendix I).

Complete the PDSS-2 (Appendix J).

Complete PAS (Appendix K).

Complete TSA (Appendix L).

Complete the ZBI-12 (Appendix M).

Administer the EMSQ (Appendix N).

Contact IWRS and enter study drug dispensing information.

Dispense study drug and provide dosing instructions.

Subjects may return for study drug resupply approximately every 1 to 2 months as
needed.

Instruct subjects to call the study site before making any changes to their [PX203
dosing regimen.

Call subjects approximately monthly to discuss [IPX203 dosing. Record the subject’s
current IPX203 dose regimen.

Visit 4 — Study Completion (Month 9) or Early Discontinuation

Prior to Visit 4

Call the subjects prior to Visit 4 and remind them to bring any unused study medication and
empty medication bottles to the visit.

8.4.2.

At Visit 4
Collect unused study drug and empty bottles.

Review study drug accountability.
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8.5.

Update [IPX203 regimen (dose, frequency, number of capsules) and other concomitant
medications.

Assess vital signs after subject is supine for at least 5 minutes (blood pressure, heart
rate, temperature and respiratory rate) and then assess orthostatic blood pressure and
heart rate after subject is standing for approximately 2 minutes.

Record AEs.

Weigh the subject.

Perform physical exam including weight.

Perform a 12-lead ECG.

Administer C-SSRS (Appendix B).

Collect blood and urine samples for clinical laboratory studies (Appendix C).
Administer MDS-UPDRS Parts I through IV (Appendix D).

Determine PGI-S and CGI-S scores (Appendix E and Appendix F, respectively).
Complete PDQ-39 (Appendix G).

Complete GCSI (Appendix H).

Perform NMSS (Appendix I).

Complete the PDSS-2 (Appendix J).

Complete PAS (Appendix K).

Complete the TSA (Appendix L).

Complete the ZBI-12 (Appendix M).

Administer the EMSQ (Appendix N).

Contact IWRS to report subject disposition.

Early Termination

Subjects who withdraw early should complete Study Exit procedures described in Section 8.4.

8.6.

Blood Volume

Safety blood draws: Approximately 20 mL of blood will be drawn at each study visit for a
combined total of 80 mL.
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9. TREATMENT OF SUBJECTS

9.1.

Description of Study Drug

Study drugs will be provided by Impax for this study:

IPX203 (carbidopa-levodopa) Extended-Release Capsules, in four strengths, containing

35-140 mg, 52.5-210 mg, 70-280 mg, and 87.5-350 mg of CD-LD, for oral administration.
Study Drugs for Study IPX203-B16-03

Table 3:

Investigational Product

Dosage Form and Strength
(mg CD-LD)

Manufacturer

IPX203 (carbidopa-levodopa)
Extended-Release Capsules

35-140 mg capsule
52.5-210 mg capsule

Impax Laboratories, LLC

70-280 mg capsule
87.5-350 mg capsule

9.2. Concomitant Medications

9.2.1. Permitted PD Medications and Surgical Treatments

Concomitant therapy with amantadine, selective monoamine oxidase (MAO) type B inhibitors
(eg, safinamide, selegiline, rasagiline), anticholinergic PD medications (eg, benztropine,
trihexyphenidyl), hypnotics (including low doses of quetiapine < 25 mg per day), dopamine
agonists, including apomorphine, supplemental CD, and COMT inhibitors are allowed provided
the doses and regimens (and any adjustments) are recorded on the concomitant medication form.
Implantation of a deep brain stimulator (DBS) for the treatment of PD is permitted during this
study provided the stimulation settings are recorded.

Although apomorphine, supplemental CD, COMT inhibitors, and DBS were not permitted in
Study IPX203-B16-02, these treatments may be initiated during the current study.

All concomitant medications taken during this study will be recorded.

9.2.2.

Prohibited treatments during the study include the following:

Prohibited PD Medications and Surgical Treatments

e Any doses of Rytary and Duopa during this study.

e Nonselective MAO inhibitors or selective MAO type A inhibitors (MAO-A).
e Neurosurgical ablation treatment procedures for PD.

e Investigational agents other than IPX203.

e Dopamine antagonists with the exception of low doses (< 25 mg) of quetiapine for
sleep.

A subject who reports the use of any prohibited medications will be discontinued.
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9.3. Treatment Compliance

Study drug accountability and reconciliation will be performed by the site staff and the study
monitor.

94. Randomization and Blinding

This is a nonrandomized open-label study.
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10. STUDY DRUG MATERIALS AND MANAGEMENT

10.1. Study Drug

The study drug is [IPX203 (carbidopa-levodopa) Extended-Release capsules for oral
administration, provided in 4 dose strengths:

e [PX203 35-140 mg CD-LD capsule

e [PX203 52.5-210 mg CD-LD capsule

e [PX203 70-280 mg CD-LD capsule

e [PX203 87.5-350 mg CD-LD capsule.
IPX203 will be supplied by Impax.

10.2. Study Drug Packaging and Labeling
Impax or designee will provide study medications in bottles with appropriate labeling affixed.
Labels on the study medication may include the following information:

e Name, address, and phone number of the Sponsor.

e Pharmaceutical dosage form/route of administration, quantity of dosage units, the
name/identifier, and strength/potency.

e Batch and/or code number to identify the contents and packaging operation.
e Trial reference code (protocol number).

e Trial subject identification number and where relevant, the visit number.

e Name of Investigator.

¢ Directions for use: Take capsule(s) orally with water as directed.

e For clinical trial use only.

e Storage information: Store at room temperature between 15-30°C (59-86°F).
e Protect from light and moisture.

e Period of use (use-by date, expiry date or retest date as applicable), in month/year
format and in a manner that avoids any ambiguity.

e Keep out of reach of children.

e (Caution statement: Caution: New Drug—Limited by Federal (or United States) law
to investigational use.

10.3. Study Drug Storage

The study medications should be stored at 25°C (77°F), with excursions permitted to 15°C to
30°C (59°F to 86°F). They should be stored in a tightly closed container, protected from light
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and moisture. Storage temperature excursions below 15°C (59°F) or above 30°C (86°F) should
be reported to Product Development at Impax or its designee.

10.4. Study Drug Administration

Subjects will be instructed to take their medications with approximately 240 mL of room-
temperature water. The capsules should not be crushed or chewed.

10.5. Study Drug Dispensing and Accountability

The Investigator must ensure that all study medication received at the study site is inventoried
and accounted for, and that dispensed study medication is recorded in the subject’s source
documents, the CRF, and the study medication inventory log. Site personnel must not relabel or
reassign study medication to other subjects or to individuals not enrolled in the study. The study
monitor verifies medication accountability during monitoring visits.

10.6. Study Drug Handling and Disposal

The Investigator must retain and properly store all partially used and unused study medication
until authorized by Impax regarding disposition.
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11. ASSESSMENT OF EFFICACY

To allow for assessment of the sustainability of the clinical effect of [IPX203 over the 9-month
study duration, the following clinical utility measures will be assessed at every visit: PGI-S,
CGI-S, TSA, PDSS-2, PDQ-39, PAS, NMSS, MDS-UPDRS Parts I to IV, ZBI-12 and EMSQ.

11.1. Patient and Investigator Global Assessments

e Patient Global Impression of Severity (PGI-S) (Appendix E): The subject will
determine the severity of the disease on a 7-point scale ranging from “Normal, not at
all ill” (1) to “Extremely severely ill” (7) at the time of the assessment.

e C(linical Global Impression of Severity (CGI-S) (Appendix F): The clinician will
determine the severity of the disease on a 7-point scale ranging from “Normal, not at
all il1” (1) to “Among the most extremely ill of subjects” (7) at the time of the
assessment.

11.2. Treatment Satisfaction Assessment (TSA)

The TSA is a single-question, self-reported questionnaire (Appendix L). The subject will
determine his/her treatment satisfaction using a 7-point scale ranging from “Very much
dissatisfied” (1) to “Very much satisfied” (7) at the time of the assessment.

11.3. Parkinson’s Disease Sleep Scale-2 (PDSS-2)

The PDSS-2 is 15-item self-reported questionnaire (Appendix J). Three domains are defined:
disturbed sleep (Questions 1-3, 8, 14), motor symptoms at night (Questions 4-6, 12, 13), PD
symptoms at night (Questions 7, 9-11, 15).

11.4. Parkinson’s Disease Questionnaire-39 (PDQ-39)

The PDQ-39 is a self-reported questionnaire (Appendix G). Using the 39 items, 8 domains are
defined: mobility (Questions 1-10), activities of daily living (ADL) (Questions 11-16),
emotional well-being (Questions 17-22), stigma (Questions 23-26), social support (Questions
27-29), cognition (Questions 30-33), communication (Questions 34-36) and bodily discomfort
(Questions 37-39).

11.5. Parkinson Anxiety Scale (PAS)

The PAS is a 12-item subject- or observer-rated questionnaire with 3 domains: persistent anxiety
(Questions A.1-A.5), episodic anxiety (Questions B.1-B.4) and avoidance anxiety (Questions
C.1-C.3) (Appendix K).

11.6. Non-Motor Symptom Assessment Scale for Parkinson’s Disease
(NMSS)

The NMSS is a 30-item, investigator-rated questionnaire (Appendix I). The NMSS contains
9 domains: cardiovascular (Questions 1, 2), sleep/fatigue (Questions 3-6), mood/cognition
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(Questions 7-12), perceptual problems (Questions 13-15), attention/memory (Questions 16-18),
gastrointestinal (Questions 19-21), urinary (Questions 22-24), sexual function (Questions 25,
26), and miscellaneous (Questions 27-30).

11.7. Movement Disorders Society Version of Unified Parkinson’s Disease
Rating Scale (MDS-UPDRS)

The MDS-UPDRS has 4 parts (Appendix D):

e Part I: Non-Motor Aspects of Experiences of Daily Living (nM-EDL) has
2 components. Component IA contains a number of behaviors assessed by the
investigator with all pertinent information from the subjects and caregivers.
Component IB is completed by the subject with or without help from the caregiver
but independent of the investigator. These sections can be reviewed by the rater to
ensure all questions are answered clearly and the rater can help explain any
ambiguities.

e Part [I: Motor Aspects of Experiences of Daily Living (M-EDL) is a self-
administered questionnaire but can be reviewed by the investigator to ensure
completeness and clarity.

e Part III: Motor Examination assesses the motor signs of PD and has instructions for
the rater to give to or to demonstrate to the subject. It is completed by the rater.

e Part IV: Motor Complications integrates subject-derived information with the rater’s
clinical observations and judgements and is completed by the rater. It contains
instructions for the rater and instructions to be read to the subject.

11.8. 12-Item Zarit Burden Interview (ZBI-12)

The Zarit Burden Interview (ZBI) is used to assess the perceived burden of family caregivers
who provide assistance to patients with long-term progressive neurological disorders, including
PD. The ZBI-22 consists of 22 items with five ordered frequency-related response categories
scored O (never) to 4 (nearly always), except for the final item, which has 5 ordered intensity-
related response categories (0 = not at all; 4 = extremely). All 22 items are used to calculate a
total score that can range between 0 and 88 (88 = more burden). A total score of 21 has been
suggested as a burden cut point. The ZBI-12 is a 12-item short form of the ZBI-22 and has been
shown to be reliable and valid and to produce results that are similar to the longer version
(Hagell et al 2017, Bédard et al 2001) (Appendix M) while minimizing respondent time and
burden. The ZBI-12 should be completed by the same caregiver during each visit.

11.9. Early Morning Symptom Questionnaire (EMSQ)

The EMSQ is a 3-question, subject-rated questionnaire (Appendix N) that is used to assess
whether a subject is experiencing any of 10 early morning PD symptoms by answering questions
about prevalence (Question 1), severity (Question 2), and response to the first morning dose of
PD medications (Question 3). Study site staff will complete this questionnaire by questioning
subjects during each study visit.
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12. ASSESSMENT OF SAFETY

12.1. Safety Parameters
Safety will be assessed by the following parameters:

e Electrocardiograms (ECGs), clinical laboratory tests, physical examinations, the
Columbia-Suicide Severity Rating Scale (C-SSRS), and vital signs, including supine
and standing orthostatic blood pressure and heart rate.

e Adverse events and concomitant medications will be evaluated throughout the course
of the study.

e The Gastroparesis Cardinal Symptom Index (GCSI) at Screening, and Visit 4 (Exit)
only.

12.2. Adverse Events

12.2.1. Definition of Adverse Event

An adverse event (adverse experience) is any untoward medical occurrence in a patient or
clinical trial subject administered a medicinal product and which does not necessarily have to
have a causal relationship with this treatment. An adverse event can therefore be any
unfavorable and unintended sign (eg, an abnormal laboratory finding), symptom, or disease
temporally associated with the use of a medicinal product, whether or not considered related to
the medicinal product.

All AEs and any clinically significant physical examination findings, 12-lead ECG
abnormalities, or clinical laboratory measurements occurring during the study that were not
present prior to administration of study medication and that continue at Study Exit should be
followed and evaluated with additional tests, if necessary, until the AEs are medically stable or
resolved. Follow-up on these AEs should be recorded on the source documents and reported to
Impax.

12.2.2. Recording Adverse Events

Elicit information about AEs with nonselective questions such as: “Have you experienced any
changes in your health status since your last visit?” Encourage subjects to report AEs at onset.

Record information for any AE that emerges from the time the subject signs the ICF until Study
Exit.

Monitor each subject closely for the development of AEs and record all such events on the AE
page of the CRF. Whenever possible, group signs and symptoms that constitutes a single
diagnosis. For example, cough, rhinitis, and sneezing might be grouped as upper respiratory
infection.

For each AE, record the onset date, severity, seriousness, relationship to study medication, date
of resolution (or continuing), action taken, and outcome in the CRF. The Investigator is to make
a causality assessment (relationship to study medication) for every AE.
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12.2.3. Follow-up

The Investigator must follow each AE until resolved or medically stable.

12.2.4. Relationship to Study Drug

The Investigator documents his/her opinion of the relationship of the AE to the study medication
as follows:

e Not Related—the experience can be readily explained by the subject’s underlying
medical condition or concomitant medications and no relationship exists between the
study medication and the experience.

e Unlikely Related—the temporal relationship between the AE and the administration
of the study medication is uncertain and it is likely that the AE can be explained by
the subject’s medical condition or other therapies.

e Possibly Related—there is some logical temporal relationship between the AE and
the administration of the study medication and the experience is unlikely to be
explained by the subject’s medical condition or other therapies.

e Related—the temporal relationship is compelling between the administration of the
study medication and the AE cannot be explained by the subject’s medical condition
or other therapies.

12.2.5. Assessment of Severity

Grade each AE for severity and note in the description of the AE. Determine the severity
category of mild, moderate, or severe, as defined below, and enter the information on the AE
page of the CRF.

e Mild—causing no limitation of usual activities
e Moderate—causing some limitation of usual activities

e Severe—causing inability to carry out usual activities

12.3. Serious Adverse Events

12.3.1. Definition of Serious Adverse Event

A serious adverse event (SAE) is any AE occurring at any dose that results in any of the
following outcomes, regardless of relationship to the study medication:

e Death

e A life-threatening adverse drug experience

e Inpatient hospitalization or prolongation of existing hospitalization
e A persistent or significant disability/incapacity

e A congenital anomaly/birth defect
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e Important medical events that may not result in death, be life-threatening, or require
hospitalization may be considered an SAE when, based upon appropriate medical
judgment, they may jeopardize the subject and may require medical or surgical
intervention to prevent one of the outcomes listed in this definition.

12.3.2. Reporting Serious Adverse Events

Any SAE that occurs from the time the subject signs an ICF until 30 days after taking the final
dose of study medication must be reported by the investigative staff to the Sponsor or the
Sponsor’s representative within 24 hours of knowledge of the event (see Study Contact
Information).

An SAE form must be completed and sent to the Sponsor and/or the Sponsor’s representative.
All SAEs must also be recorded on the AE page of the CRF. Additionally, all SAEs must be
reported to the institutional review board (IRB) per the IRB’s requirements.

Those SAEs that are considered both serious and unexpected and related to the study drug are
subject to expedited reporting. An “unexpected AE” is any AE where the nature or severity is
not consistent with the current investigator brochure (IB) or if an IB is not required or available,
the specificity or severity is not consistent with the provided risk information.

Unexpected fatal or life-threatening SAEs related to the study drug must be reported by the
Sponsor to the appropriate regulatory authority in an expedited manner (ie, first report within

7 days of first knowledge by the Sponsor). The Sponsor will provide a final written report to that
authority within 15 days of initial receipt of information on the event. The Sponsor or the
Sponsor’s representative will also inform all participating Investigators of the SAE.

Unexpected SAEs that are not fatal or life-threatening must be reported by the Sponsor to the
appropriate regulatory authority as soon as possible but no later than 15 calendar days after first
knowledge of the SAE by the Sponsor. The Sponsor or the Sponsor’s representative also
informs all participating Investigators of the SAE.

Subjects withdrawn from the study due to any SAE will be followed until the SAE is resolved or
medically stable. Record all SAEs, regardless of severity and whether or not related to the study
medication, on the appropriate page of the CRF.

The Investigator must determine whether the seriousness of the event warrants removal of the
subject from the study. He/she should, in any case, institute appropriate diagnostic and
therapeutic measures and keep the subject under observation for as long as is medically
indicated, or refer the subject to appropriate health professionals.

12.4. Pregnancy

Any pregnancy that occurs from the time the subject signs an ICF until 30 days after taking the
final dose of study medication must be reported within 24 hours to the Sponsor or the Sponsor’s
representative and the subject should be terminated from the study. All pregnancies will be
followed through to delivery of the infant. If the subject experiences a termination of the
pregnancy, it should be reported as defined in Section 12.3.2.
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12.5. Other Safety Parameters and Related Information

Additional safety parameters (laboratory tests, 12-lead ECGs, physical examinations, and vital
signs), the C-SSRS, the GCSI, and concomitant medications are collected as shown in the
Schedule of Assessments in Section 8 and evaluated over the course of the study. Clinical
laboratory assessments are listed in Appendix C.
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13. STATISTICS

13.1. Study Design and Sample Size Estimation

This study is an open-label study in PD subjects. All subjects who successfully complete
IPX203-B16-02 are eligible to enroll in this study; it is estimated that approximately 300 subjects
will be enrolled.

13.2. Demographics and Baseline Characteristics

Prestudy subject demographics and baseline characteristics will be summarized to describe the
subject population.

13.3. Analysis of Efficacy/Clinical Utility Data

The MDS-UPDRS Parts I to IV, PGI-S, CGI-S, PDQ-39, PDSS-2, PAS, NMSS, ZBI-12, and
EMSQ will be assessed at every visit. The TSA will be assessed at every visit postbaseline.
These data, along with the IPX203 dose and frequency information, will help characterize the
clinical utility of IPX203. These measures will be analyzed as follows:

MDS-UPDRS — The Total MDS-UPDRS and each of its components (Parts I through IV), and
Parts II and III combined, as well as the changes from Baseline in these scores, will be
summarized across each of the time points in the trial (Baseline/Visit 1, Month 3, Month 6,
Month 9) to allow for clinical assessment of the continuing effect of [IPX203 and of switching to
IPX203 for those who were randomized to IR CD-LD. For example, subjects randomized to

IR CD-LD in Study IPX203-B16-02, will be examined for clinical improvement when switching
to and following on IPX203 treatment. Subjects randomized to IPX203 in Study IPX203-B16-
02 will be examined for maintaining clinical effect on IPX203.

PGI-S — Subjects’ global impression of the severity of their PD and its treatment with IPX203
will be summarized at Months 3, 6, and 9 to assess the overall impact of IPX203 treatment over
time. The mean changes from Baseline/Visit 1 in PGI-S as well as the frequencies and
percentages of each component of the PGI-S will be summarized over time. The proportion of
subjects with a PGI-S > 4 and PGI-S > 5 will also be summarized over time.

CGI-S — Clinicians’ global impression of the severity of the subject’s PD and its treatment with
IPX203 will be summarized at Months 3, 6, and 9 to assess the overall impact of [IPX203
treatment over time. The mean changes from Baseline/Visit 1 in CGI-S as well as the
frequencies and percentages of each component of the CGI-S will be summarized over time.
The proportion of subjects with a CGI-S >4 and CGI-S > 5 will also be summarized over time.

PDQ-39 — The PDQ-39 and its domains will be assessed in the same manner as the
MDS-UPDRS.

PAS — The PAS and its subscales (persistent anxiety, episodic anxiety, and avoidance behavior)
will be assessed in the same manner as the MDS-UPDRS.

NMSS — The NMSS and individual domain will be assessed in the same manner as the
MDS-UPDRS.
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PDSS-2 — The PDSS-2 (the total score and each component) will be summarized across all visits.
TSA — The TSA will be summarized across all visits.
ZBI-12 — The ZBI-12 will be summarized across all visits.

EMSQ — The proportions of subjects with each of the early morning symptoms, the severity of
each symptom, and whether the symptom improves after Parkinson’s medication will be
summarized across all visits. The change from baseline in total severity score will also be
summarized across all visits.

13.4. Analysis of Dosing Data

Frequency of daily dosing and total daily dose of IPX203 at each visit after the baseline visit
(Visit 1) will be summarized and compared against the baseline/Visit 1 daily dosing frequency.
Percentages of subjects who require up-titration and down-titration, as well as the number of
titration steps, will be summarized.

13.5. Population Analysis and Handling of Dropouts

Assessments will be made on available data with no adjustments for dropouts.

13.6. Analysis of Safety

The safety analysis will include all subjects who received at least one dose of study medication.
Adverse events, supine and standing orthostatic vital signs, concomitant medications,
electrocardiograms (ECGs), clinical laboratory tests, physical examinations, and the Columbia-
Suicide Severity Rating Scale (C-SSRS) will be evaluated throughout the course of the study.

Adverse events will be collected and summarized both for the time in the open-label extension
trial and the time of overall IPX203 exposure. For summary and reporting purposes, “unlikely
related,” “possibly related,” and “related” will be combined and will be counted as “related.”

Vital signs and ECGs will be summarized across the entire IPX203 exposure including
information from the open-label extension and the prior IPX203-B16-02 study into which the
subjects were enrolled.
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14. ADMINISTRATIVE PROCEDURES

14.1. Guidelines for Good Clinical Practice

This study will be conducted in accordance with principles of Good Clinical Practice (GCP) as
promulgated by the ICH. Good Clinical Practice is an international ethical and scientific quality
standard for designing, conducting, recording, and reporting trials that involve the participation
of human subjects. Compliance with this standard provides public assurance that the rights,
safety, and well-being of human subjects are protected under current ethical principles, and that
the clinical trial data are credible. Current GCP standards may be found in ICH Guidance E6
(Good Clinical Practice: Consolidated Guidance). This guidance describes the principles of
GCP and the obligations of the institutional review board (IRB), the Investigator and the Sponsor
in conducting this study in accordance with those principles.

14.2. Institutional Review Board Approval

The review of this protocol by an IRB and the performance of all aspects of the study, including
the methods used for obtaining informed consent, must be in accordance with principles
enunciated in the ICH and GCP Guidelines and by the appropriate regulatory authorities.

The Investigator is responsible for preparing documents for submission to the relevant IRB and
obtaining written approval for this study. Institutional Review Board approval must be obtained
prior to the initiation of the study. The Investigator’s continued participation in the study is
contingent on renewing approval with the IRB at least annually.

14.3. Informed Consent

Site personnel should prepare an Informed Consent Form (ICF) incorporating the necessary
elements of consent. The ICF is to be approved by Impax prior to submission to the IRB. The
Investigator or his/her staff must explain the nature of the investigation and the risks involved to
each subject prior to screening, and obtain a signed ICF. The subject should also be informed
that he/she is free to voluntarily withdraw from the study at any time.

14.4. Study Monitoring

Impax representatives or designees will conduct site visits to the investigational facilities for the
purpose of monitoring the study. The Investigator agrees to allow the monitor to inspect the
drug storage area, study drug stocks, drug accountability records, subject charts and study source
documents, and other records relevant to study conduct. The Investigator must permit access to
such records if a regulatory or compliance audit is required.

14.5. Protocol Amendments

All amendments to the protocol must be documented in writing, reviewed and approved by the
Sponsor and Investigator, and submitted to the IRB for approval prior to implementation. If the
protocol amendment substantially alters the study design or potential risk to the subject, a new
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written ICF for continued participation in the study must be obtained from each subject affected
by the change.

14.6. Termination of Study

The Sponsor has the right to terminate this study and remove all study material from the site at
any time for medical or administrative reasons. In this event, the Sponsor will endeavor to give
adequate notice to allow safe withdrawal of subjects from the study.

14.7. Case Report Forms

Site personnel should collect and record data for the study as source documents, and transfer the
data into the CRF.

The Investigator must ensure that complete data for the clinical study are collected and
accurately documented in the appropriate sections of the CRF and adequately supported by the
appropriate source documentation. In addition, it is the Investigator’s responsibility to provide
signatures where requested indicating concurrence with data in the CRF.

14.8. Investigator’s Final Conduct Report

At the completion of the study, the Investigator must provide Impax a copy of the final conduct
report that was submitted to their IRB, including a review of AEs.

14.9. Records Retention

International Conference on Harmonization, GCP, and US FDA guidelines require that essential
documents be retained until at least 2 years after the last approval of a marketing application and
until there are no pending or contemplated marketing applications, or at least 2 years have
elapsed since the formal discontinuation of clinical development of the investigational product.

However, the essential documents should be retained for a longer period if required by the
applicable regulatory requirements or by an agreement with the Sponsor. Records should never
be destroyed without written approval from the Sponsor.

If an Investigator leaves the institution, he/she must transfer responsibilities for record retention
to another individual willing to accept them. The Investigator must notify the Sponsor in writing
of the transfer of study documents before the transfer of the study documents.
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15. PUBLICATION POLICY

Study results may not be published without prior written approval from Impax.
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17. APPENDICES
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APPENDIX A. RECOMMENDATIONS FOR IPX203 DOSING

Subjects will be initially started on the final IPX203 dosing regimen that was determined during
the IPX203 dose conversion period of Study IPX203-B16-02. Investigators are permitted to
adjust the dosing regimen of IPX203 during this study to achieve the optimal balance of efficacy
and safety and any dosing changes will be recorded at the study visit.

1.

It is recommended that the subject takes IPX203 doses approximately every 8 hours apart
(for example, a subject may take IPX203 at 6 AM, 2 PM, and 10 PM) with the exception
that subjects who converted from a total daily dose of less than 125-500 mg IR CD-LD may
take IPX203 every 12 hours. Some subjects may benefit from a shorter or longer dosing
interval. The dosing interval may vary but should not be more frequent than every

6 hours.

The Investigator (or his/her staff) is advised to be in telephone contact with the subject,
especially during the initial weeks of this study, to assess the need for dosage adjustment
with the goal of minimizing “Off” time without causing troublesome dyskinesia or other
dopaminergic side effects. Calls to the subject can be reduced when the subject reaches
an acceptable stable dosing regimen.

If dose adjustment is necessary, consider the following options recognizing that the
number of capsules at each dose may be varied to achieve an optimal response.

a. Ifturning “On” is slow following the first morning dose, consider taking the morning
IPX203 dose in the fasted state and/or increasing the dose by one capsule (35-140 mg
IPX203 CD-LD).

b. If turning “On” is slow later in the day or to reduce “end-of-dose” “Off” time,
consider increasing the dose by one capsule (35-140 mg [IPX203 CD-LD) before
reducing the dosing interval.

c. In case of troublesome dyskinesias, consider reducing the dose by one capsule
(35-140 mg IPX203 CD-LD) prior to increasing the dosing interval.

Initially, all subjects will be dispensed 2 capsule dosage strengths, one of which will be
the 35-140 mg IPX203 CD-LD capsules. Following dose regimen stabilization, up to

2 capsule dosage strengths may be dispensed from those available (35-140 mg, 52.5-210
mg, 70-280 mg, and 87.5-350 mg IPX203 CD-LD)
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APPENDIX B. COLUMBIA-SUICIDE SEVERITY RATING SCALE
(C-SSRS)
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APPENDIX C. CLINICAL LABORATORY STUDIES

HEMATOLOGY
hemoglobin
hematocrit

red blood cell count
white blood cell count
% neutrophils
CHEMISTRY
sodium

potassium

chloride

carbon dioxide

blood urea nitrogen (BUN)
creatinine

glucose
URINALYSIS

pH

specific gravity

blood

glucose

PREGNANCY TEST

% lymphocytes
% monocytes
% basophils

% eosinophils

absolute neutrophils

calcium
phosphorous
albumin

total protein
uric acid
total bilirubin

direct bilirubin

ketones

microscopic exam (RBC

and WBC, only when
indicated)

absolute lymphocytes
absolute monocytes
absolute basophils
absolute eosinophils

platelet count

indirect bilirubin
alkaline phosphatase

alanine aminotransferase
(ALT, SGPT)

aspartate aminotransferase
(AST, SGOT)

creatine phosphokinase

lactate dehydrogenase

leukocyte esterase

protein

Urine pregnancy test (to be completed on site) for female subjects of childbearing potential.
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APPENDIX D. MOVEMENT DISORDERS SOCIETY VERSION OF THE
UNIFIED PARKINSON’S DISEASE RATING SCALE
(MDS-UPDRS)
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MDS-UPDRS Permissions

Permission is required to use the MDS-developed Rating Scales (with the exception of
personal/individual use). Reproduction, translation, madification, sale, or distribution of any
portion of the MDS Rating Scales is strictly prohibited. MDS Rating Scales may not be
incorporated into clinical trials, training or certification programs or materials, software programs,
or otherwise except through use of the Permissions Request Form and payment of applicable

fees.

Continue to p. 3 to view the MDS-UFDRS
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MDS-UPDRS

The Movement Disorder Society (MDS)-sponsored new version of the UPDRS is founded on the critique
that was formulated by the Task Force for Rating Scales in Parkinson's disease (Mov Disord 2003,18:738-750).
Thereafter, the MDS recruited a Chairperson to organize a program to provide the Movement Disorder
community with a new version of the UPDRS that would maintain the overall format of the original UPDRS, but
address issues identified in the critique as weaknesses and ambiguities. The Chairpersonidentified
subcommittees with chairs and members. Each part was written by the appropriate subcommittee members
and then reviewed and ratified by the entire group. These members are listed below,

The MDS-UPDRS has four parts: Part | (non-motor experiences of daily living), Part Il {motor
experiences of daily living), Part Ill (motor examination) and Part IV (motor complications). Part | has two
compeonents: 1A concerns a number of behaviors that are assessed by the investigator with all pertinent
information from patients and caregivers, and IB is completed by the patient with or without the aid of the
caregiver, but independently of the investigator. These sections can, however, be reviewed by the rater to
ensure that all questions are answered clearly and the rater can help explain any perceived ambiguities. Part Il
is designed to be a self-administered questionnaire like Part 1B, but can be reviewed by the
investigator to ensure completeness and clarity. Of note, the official versions of Part |1A, Part IB and Part || of
the MDS-UPDRS do not have separate on or off ratings. However, for individual programs or protocols the same
questions can be used separately for on and off. Part Il has instructions for the rater to give or demonstrate
to the patient; it is completed by the rater. Part IV has instructions for the rater and also instructions to be read
to the patient. This part integrates patient-derived information with the rater's clinical observations and judgments
and is completed by the rater.

The authors of this new version are:

Chairperson:. Christopher G. Goetz

Part I Werner Poewe (chair), Bruno Dubois, Anette Schrag

Part Il: Matthew B. Stern (chair), Anthony E. Lang, Peter A. LeWitt

Part lll: Stanley Fahn (chair), Joseph Jankovic, C. Warren Olanow

Part IV: Pablo Martinez-Martin (chair), Andrew Lees, Olivier Rascol, Bob van Hilten
Development Standards: Glenn T. Stebbins (chair), Robert Holloway, David Nyenhuis
Appendices: Cristina Sampaio (chair), Richard Dodel, Jaime Kulisevsky

Statistical Testing: Barbara Tilley (chair), Sue Leurgans, Jean Teresi,

Consultant: Stephanie Shaftman, Nancy LaPelle

Contact person: Christopher G. Goetz, MD
Rush University Medical Center

1725 W. Harrison Street, Suite 755
Chicago, IL USA 60612

Telephone 312-942-8016
Email: cgeetz@rush edu
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MDS UPDRS
Part I: Non-Motor Aspects of Experiences of Daily Living {(nM-EDL)

Part 1A: Complex behaviors: [completed by rater]

Primary source of informatian:

O patient O Caregiver O patient and Caregiver in Equal Proportion

To be read to the patient: | am geing to ask you six guestions about behaviors that you may or may not experience.
Some questions concern common problems and some concern uncommon ones. If you have a problem in one of the
areas, please choose the best response that describes how you have felt MOST OF THE TIME during the PAST
WEEK. If you are not bothered by a problem, ycu can simply respond NO. | am trying to be thercugh, so | may ask
questions that have nothing to do with you.

SCORE
1.1 COGNITIVE IMPAIRMENT
Instructions to examiner: Consider all types cf altered level of cognitive function including cognitive
slowing. impaired reascning, memory loss, deficits in attenticn and orientation. Rate their impact on
activities of daily living as perceived by the patient and/or caregiver.
Instructions fo patients [and caregiver] Over the past week have you had problems remembering things.
following conversations, paying attention, thinking clearly, or finding your way around the house or in
fown? [If yes, examiner asks patient or caregiver to elabarate and probes for information. |
0: Normal: No cognitive impairment.
1: Slight: Impairment appreciated by patient or caregiver with no concrete interference with
the patient's ability to carry out normal activities and social interactions.
2: Mild: Clinically evident cognitive dysfunction, but only minimal interference with
the patient's ability to carry out normal activities and social interactions
3. Moderate: Cognitive deficits interfere with but do rot preclude the patient's ability to carry
out normal activities and social interactions.
4. Severe: Cognitive dysfunction precludes the patient's ability to carry out normal activities and
social interactions.
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SCCRE
1.2 HALLUCINATIONS AND PSYCHOSIS

Instructions to examiner: Consider both illusions (misinterpretations of real stimuli) and hallucinations
{spontaneous false sensations). Consider all major sensory domains (visual, auditory, tactile, offactory
and gustatory). Determine presence of unformed (for example sense of presence or fleeting false
impressions) as well as formed (fully developed and detailed) sensations. Rate the patient’'s insight intc
hallucinations and identify delusions and psychotic thinking

Instructions to patients [and caregiver]: Over the past wesk have you seen, heard, smelled or felt things
fhat were nat really there? [If yes, examiner asks patient or caregiver to elaborate and probes for
information. ]

0: Normal: No hallucinations or psychotic behavior

10 Slight: lllusions cr non-formed hallucinations, but patient recognizes them without loss of
nsight.

2 Mild: Formed hallucinations independent of environmental stimuli. No loss of
nsight.

3: Moderate: Formed hallucinations with less of insight.

4: Severe: Patient has delusions or paranoia

1.3 DEPRESSED MOOD

Instructions to examiner: Consider low mood, sadness, hopelessness, feelings of emptiness or loss of
enjoyment. Determine their presence and duration over the past week and rate their interference with
the patient's ability to carry out daily routines and engage in social interactions.

Instruction to the patient (and caregiver): Over the past waek have you feit low, sad, hopeless or unable
fo enfjay things? If yes, was this feefing for longer than one day at a time? Did it make it difficuit for you
carry out your usual activities or to be with pecpla? [If yes, examiner asks patient ar caregiver to
elaborate and probes for information. |

0: MNormal: No depressed mood.

1. Slight: Episodes of depressed mood that are not sustained for more than one day at a
time. No interference with patient’s ability to carry out normal activities and social
interactions.

2. Mild: Depressed mood that is sustained over days, but without interference with
normal activities and social interactions.

3: Moderate: Depressed mood that interferes with, but does not preciude, the patient’s ability
to carry out normal activities and social interactions.

4. Severe: Depressed mood precludes patient's ability to carry out normal activities and social
interactions.
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SCORE
1.4 ANXIOUS MOOD

Instructions to examiner: Determine nervous, tense, worried or anxious feelings (including panic attacks)
over the past week and rate their duration and interference with the patient’s ability to carry out daily
routines and engage in social interactions.

Instructions ta patients [and caregiver] Over the past week have you felt nervous, worried or tense? If
yes, was this feeling for longer than cne day at a time? Did it make it difficult for you to foliow your ustal
activities or to be with other people? [If yes, examiner asks patient or caregiver to elabcrate and probes
for information.]

0: Normal:  No anxious feelings

1. Slight: Anxious feelings present but not sustained for more than one day at a time. No
interference with patient’s ability to carry out normal activities and social interactions.

2: Mild: Anxious feelings are sustained over more than one day at a time, but without
interference with patient’'s ability to carry out normal activities and social interactions.

3. Moderate: Anxicus feelings interfere with, but do not preclude, the patient's ability to carry out
normal activities and social interactions.

4: Severe:  Anxious feelings preclude patient’s ability to carry out normal activities and social
interactions

1.5 APATHY

Instructions to examiner: Consider level of sportaneous activity, assertiveness, motivation and initiative
and rate the impact of reduced levels on performance of daily routines and social interactions. Here the
examiner should attempt to distinguish between apathy and similar symptoms that are best explained by
depression.

fnstructions to patients (and careqiver). Over the past week, have vou felt indifferent to doing activities
ar being with people? [If yes, examiner asks patient or caregiver to elaborate and probes for information. ]

0: Normal:  No apathy.

1: Slight: Apathy appreciated by patient andfor caregiver, but no interference with daily
activities and social interactions.

2: Mild: Apathy interferes with isolated activities and social interactions,
3. Moderate: Apathy interferes with most activities and social interactions.

4: Severe: Passive and withdrawn, complete loss of inttiative.
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SCORE
1.6 FEATURES OF DOPAMINE DYSREGULATICN SYNDROME

Instructions to examiner: Consider involvement in a variety of activities including atypical or
excessive gambling (e.g. casinos or lottery tickets), atypical or excessive sexual drive or
interests (e.g., unusual interest in pornegraphy, masturbation, sexual demands on partner),
other repetitive activities (2.g. hobbies, dismantling objects, sorting or arganizing), or taking
extra non-prescribed medicaticn for non-physical reasons (i e., addictive behavior). Rate the
impact of such abnormal activities/behaviors on the patient's personal life and on his family and
social relations (including need to boarrow money or other financial difficulties like withdrawal of
credit cards, major family conflicts, lost time from work, or missed meals or sleep because of the
activity).

Instructions fa patients fand caregiver] Over the past week, have you had unusually strong
urges that are hard ta contral? Do you feel driven to do or think about something and find it
hard o stop? [Give patient examples such as gambling, cleaning, using the computer, taking
extra medicinge, obsessing about food or sex, all depending on the patients.]

Q: Normal: Mo problems present.

1. Slight: Froblems are present but usually do not cause any difficulties for the patient or
family/caregiver

2 Mild: Problems are present and usually cause a few difficulties in the patient’s personal
and family life.

3: Moderate:  Problems are present and usually cause a lot of difficulties in the patient’s personal
and family life.

4. Severe: Prablems are present and preclude the patient’s ability to carry out normal
activities or social interactions or to maintain previous standards in personal and
family life.

The remaining questicns in Part | (Non-meter Experiences of Daily Living) [Sleep, Daytime Sleepiness, Pain and
Other Sensation, Urinary Problems, Constipation Problems, Lightheadedness on Standing, and Fatigue] are inthe
Patient Questionnaire along with all gquestions in Part Il [Motor Experiences of Daily Living].

July 1, 2008 Copyright © 2005 International Parkinson and Movement Disorder Society. Al vights reserved Page 7
This seale may not be copied, distribited or otherwise used b1 whole or I part withot prior written consent ofthe Inte rrationol Pavkinson and Movement Disorder Jociety

Page 63 of 112



Protocol No. IPX203-B16-03 CONFIDENTIAL
Amendment 2: 26 November 2018 Impax Laboratories, LLC

Patient Questionnaire:

Instructions:
This questionnaire will ask you about your experiences of daily living.

There are 20 questions. We are trying to be thorough, and some of these questions may
therefore not apply to you now or ever. If you do not have the problem, simply mark O for NO.

Please read each one carefully and read all answers before selecting the one that best
applies to you.

We are interested in your average or usual function over the past week including today. Some
patients can do things better at one time of the day than at others. However, only one answer
is allowed for each question, so please mark the answer that best describes what you can

do most of the time.

You may have other medical conditions besides Parkinson's disease. Do not worry about
separating Parkinson's disease from other conditions. Just answer the question with your
best response.

Use only 0, 1, 2, 3, 4 for answers, nothing else. Do not leave any blanks.

Your doctor or nurse can review the questions with you, but this questionnaire is for patients
to complete, either alone or with their caregivers.

Who is filling out this questionnaire (check the best answer);

[ patient [ caregiver [ Patient and Caregiver in Equal Proportion
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Part I: Non-Motor Aspects of Experiences of Daily Living (nM-EDL}
SCORE
1.7 SLEEP PROBLEMS
Over the past week, have you had trouble going to sleep at night or staying asleep
through the night? Consider how rested you felt after waking up in the morning.
0: Normal: No problems.
1. Slight: Sleep problems are present hut usually do not cause trouble
getting a full night of sleep.
2: Mild: Sleep problems usually cause some difficulties getting a full night
of sleep.
3. Moderate: Sleep problems cause a lot of difficulties getting a full night of
sleep, but | still usually sleep for more than half the night.
4: Severe: | usually do not sleep for most of the night.
1.8 DAYTIME SLEEPINESS
Over the past week, have you had trouble staying awake during the daytime?
0: Normal: No daytime sleepiness.
1: Slight: Daytime sleepiness occurs but | can resist and | stay awake.
2: Mild: Sometimes | fall asleep when alone and relaxing. For example,
while reading or watching TV.
3: Moderate: | sometimes fall asleep when | should not. For example, while
eating or talking with other people.
4: Severe: | often fall asleep when | should not. For example, while eating or
talking with other people.
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SCORE
1.9 PAIN AND OTHER SENSATIONS

Over the past week, have you had uncomfortable feelings in your body like pain, aches
tingling or cramps?

0: Normal: No uncomfortable feelings.

1: Slight: | have these feelings. However, | can do things and be with other
people without difficulty.

2: Mild: These feelings cause some problems when | do things or am with
other people.

3. Moderate: These feelings cause a lot of problems, but they do not stop me
from doing things or being with other people.

4: Severe: These feelings stop me from doing things or being with other
people.

1.10 URINARY PROBLEMS

Over the past week, have you had trouble with urine control? For example, an urgent
need to urinate, a need to urinate too often, or urine accidents?

0: Normal: No urine control problems,

1: Slight: | need to urinate often or urgently. However, these problems do
not cause difficulties with my daily activities.

2. Mild: Urine problems cause some difficulties with my daily activities.
However, | do not have urine accidents.

3: Moderate: Urine problems cause a Iot of difficulties with my daily activities,
including urine accidents.

4: Severe: | cannot control my urine and use a protective garment or have a
bladder tube.
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SCCRE
1.11 CONSTIPATION PROBLEMS

Over the past week have you had constipation troubles that cause you difficulty
moving your bowels?

0: Normal: No constipation.

1. Slight: | have been constipated. | use extra effort to move my bowels.
However, this problem does not disturb my activities or my being
comfortable.

2: Mild. Constipation causes me to have some troubles doing things or
being comfortable.

3. Moderate: Constipation causes me to have a lot of trouble doing things or
being comfortable. However, it does not stop me from doing
anything.

4: Severe: | usuzlly need physical help from someone else to empty my
bowels.

1.12 LIGHT HEADEDNESS ON STANDING

Over the past week, have you felt faint, dizzy or foggy when you stand up after sitting
or lying down?

0: Normal: No dizzy or foggy feelings.

1: Slight: Dizzy or foggy feelings occur. However, they do not cause me
troubles doing things.

2: Mild: Dizzy or foggy feelings cause me to hold on to something, but | do
not need to sit or lie back down.

3. Moderate: Dizzy or foggy feelings cause me to sit or lie down to avoid
fainting or falling.

4: Severe: Dizzy or foggy feelings cause me to fall or faint.
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SCORE
1.13 FATIGUE

Over the past week, have you usually felt fatigued? This feeling is not part of being
sleepy or sad.

0: Normal: No fatigue.

1: Slight: Fatigue occurs. However it does not cause me troubles doing
things or being with people.

2: Mild: Fatigue causes me some troubles doing things or being with
people.

3. Moderate: Fatigue causes me a lot of troubles doing things or being with
people. However, it does not stop me from doing anything.

4: Severe: Fatigue stops me from doing things or being with people.

Part ll: Motor Aspects of Experiences of Daily Living (M-EDL)

2.1 SPEECH
Over the past week, have you had problems with your speech?
0: Normal: Not at all (no problems).

1: Slight: My speech is soft, slurred or uneven, but it does not cause others
to ask me to repeat myself.

2. Mild: My speech causes people to ask me to occasionally repeat
myself, but not everyday.

3: Moderate: My speech is unclear enough that others ask me to repeat myself
every day even though most of my speech is understood.

4. Severe: Most or all of my speech cannot be understood.
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SCORE
2.2 SALIVA AND DROOLING

Over the past week, have you usually had too much saliva during when you are
awake or when you sleep?

0: Normal: Not at all (no problems).
1. Slight: | have too much saliva, but do not drool.
2: Mild: | have some drooling during sleep, but none when | am awake.

3. Moderate: | have some drooling when | am awake, but | usually do not nheed
tissues or a handkerchief.

4. Severe: | have so much drooling that | regularly need to use tissues or a
handkerchief to protect my clothes.

2,3 CHEWING AND SWALLOWING

Over the past week, have you usually had problems swallowing pills or eating meals?
Do you need your pills cut or crushed or your meals to be made soft, chopped or
blended to avoid choking?

0: Normal: No problems.

1: Slight: | am aware of slownass in my chewing or increased effort at
swallowing, but | do not choke or need to have my food specially
prepared.

2: Mild: | need to have my pills cut or my food specially prepared because

of chewing or swallowing problems, but | have not choked over
the past week.

3. Moderate. | choked at least once in the past week.

4. Severe: Because of chewing and swallowing problems, | need a feeding
tube.
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SCORE
2.4 EATING TASKS
Over the past week, have you usually had troubles handling your food and using
eating utensils? For example, do you have trouble handling finger foods or using
forks, knives, spoons, chopsticks?
0: Normal: Not at all (no problems).
1: Slight: | am slow, but | do not need any help handling my food and have
not had food spills while eating.
2. Mild: | am slow with my eating and have occasional food spills. | may

need help with a few tasks such as cutting meat.
3. Moderate: | need help with many eating tasks but can manage some alone.

4: Severe: | need help for most or all eating tasks.

2.5 DRESSING

Over the past week, have you usually had problems dressing? For example, are you
slow or do you need help with buttoning, using zippers, putting on or taking off your
clothes or jewelry?

0: Normal: Not at all (no problems).

1: Slight: | am slow but | do not need help.

2: Mild: | am slow and need help for a few dressing tasks (buttons,
bracelets).

3: Moderate: | need help for many dressing tasks.

4. Severe: | need help for most or all dressing tasks.
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SCORE

2.6 HYGIENE
Over the past week, have you usually been slow or do you need help with washing,
bathing, shaving, brushing teeth, combing your hair or with other personal hygiene?

0: Normal: Not at all (no problems).

1: Slight: | am slow but | do not need any help.

2: Mild: | need someone else to help me with some hydiene tasks.

3. Moderate: | need help for many hygiene tasks.

4. Severe: | need help for most or all of my hygiene tasks.
2.7 HANDWRITING
Over the past week, have people usually had trouble reading your handwriting?

0: Normal: Not at all (no problems).

1: Slight: My writing is slow, clumsy or uneven, but all words are clear.

2: Mild: Some words are unclear and difficult to read.

3: Moderate: Many words are unclear and difficult to read.

4. Severe: Most or all words cannot be read.
2.8 DOING HOBBIES AND OTHER ACTIVITIES
Over the past week, have you usually had trouble doing your hobbies or other things
that you like to do?

0: Normal: Not at all (no problems).

1: Slight: | am a bit slow but do these activities easily.

2. Mild: | have some difficulty doing these activities.

3. Moderate: | have major problems doing these activities, but still do most.

4. Severe: | am unable to do most or all of these activities.
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SCORE
2.9 TURNING IN BED

Over the past week, do you usually have trouble turning over in bed?

0: Normal: Not at all (no problems).
1: Slight: | have a bit of trouble turning, but | do not need any help.
2: Mild | have a lot of trouble turning and need occasional help from

someone else.
3. Moderate: Toturn over | often need help from someone else.

4. Severe: | am unable to turn over without help from someone else.

2.10 TREMOR

Over the past week, have you usually had shaking or tremor?

0: Normal: Not at all. | have no shaking or tremor.

1: Slight: Shaking or tremor occurs but does not cause problems with any
activities.

2: Mild: Shaking or tremor causes problems with only a few activities.

3. Moderate; Shaking or tremor causes problems with many of my daily
activities.

4: Severe: Shaking or tremor causes problems with most or all activities.

2.11 GETTING OUT OF BED, A CAR, OR A DEEP CHAIR

Over the past week, have you usually had trouble getting out of bed, a car seat, ora

deep chair?
0: Normal: Not at all (no problems).
1: Slight: | am slow or awkward, but | usually can do it on my first try.
2: Mild: | need more than one try to get up or need cccasional help.

3. Moderate: | sometimes need help to get up, but most times | can still do it on

my own.
4. Severe: | need help most or all of the time.
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SCORE
2.12 WALKING AND BALANCE

Over the past week, have you usually had problems with balance and walking?

0: Normal: Not at all (no problems).

1: Slight: | am slightly slow or may drag a leg. | never use a walking aid.

2: Mild: | occasionally use a walking aid, but | do not need any help from
another person.

3. Moderate: | usually use a walking aid (cane, walker) to walk safely without
falling. However, | do not usually need the support of another
person.

4. Severe: | usually use the support of another person to walk safely without
falling.

2.13 FREEZING

Over the past week, on your usual day when walking, do you suddenly stop or freeze
as if your feet are stuck to the floor.

0: Normal: Not at all (no problems).

1: Slight: | briefly freeze but | can easily start walking again. | do not need
help from someone else or a walking aid (cane or walker) because
of freezing.

2: Mild: | freeze and have trouble starting to walk again, but | do not need
someone's help or a walking aid (cane or walker) because of
freezing.

3: Moderate: \When | freeze | have a lot of trouble starting to walk again and,
because of freezing, | sometimes need to use a walking aid or
need someone else’s help.

4. Severe: Because of freezing, most or all of the time, | need to use a
walking aid or someone’s help.

This completes the questionnaire. VWe may have asked about problems you do not even have,
and may have mentioned problems that you may never develop at all. Not all patients develop all
these problems, but because they can occur, it is important to ask all the questions to every
patient. Thank you for your time and attention in completing this questionnaire.
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Part lll: Motor Examination

Overview: This portion of the scale assesses the moter signs of PD. In administering Part |1l of the MDS-UPDRS
the examiner should comply with the following guidelines:

At the top of the form, mark whether the patient is on medication for treating the symptoms of Parkinson's disease
and, if on levedopa, the time since the last dose

Also, if the patient is receiving medication for treating the symptoms of Parkinson's Disease, mark the patiert's
clinical state using the following definitions:

ON is the typical functional state when patients are receiving medication and have a good response.

OFF is the typical functional state when patients have a poor response in spite of taking medications.

The investigator should "rate what you see”. Admittedly, concurrent medical problems such as stroke, paralysis,
arthritis, contracture, and orthopedic problems such as hip or knee replacement and scoliosis may interfere with
individual items in the motor examination. In situations where it is absolutely impossible to test (e g, amputations,
plegia, limb in a cast), use the notation "UR” for Unable to Rate. Otherwise, rate the performance of each task as the
patient performs in the context of co-morbidities.

All items must have an integer rating (no half points, no missing ratings).

Specific instructions are provided for the testing of each item. These should be followed in all instances. The
investigator demonstrates while describing tasks the patient is to perform and rates function immediately thereafter.
For Global Spontaneous Maovement and Rest Tremor items {3.14 and 3.17), these items have been placed
purposefully at the end of the scale because clinical information pertinent to the score will be obtained throughout the
entire examination

At the end of the rating, indicate if dyskinesia (chorea or dystonia) was present at the time of the examination, and if
s0, whether these movements interfered with the motor examination.

3a Is the patient on medication for treating the symptoms of Parkinson’s Disease? Owne O ves

3b If the patient is receiving medication for treating the symptoms of Parkinson's Disease,
mark the patient's clinical state using the following definitions:

O on: On is the typical functional state when patients are receiving medication and have a good response

O oFF: offisthe typical functional state when patients have a poor respense in spite of taking medications.

3c Isthe patiert on Levodopa ? One O ves

3.C1 If yes, minutes since last levodopa dose:

July 1, 2008 Copyright © 2008 fiternationa Parkinson wid Movemend Disorder Societv. All rights resered Page 18
This scate may not be copied. distributed or otherwise used in whole or in part withowt prior written consent of the Internctional Porkinson ared Movement Disorder Sociery

Page 74 of 112



Protocol No. IPX203-B16-03 CONFIDENTIAL
Amendment 2: 26 November 2018 Impax Laboratories, LLC

SCORE
3.1 SPEECH

Instructions to examiner: Listen to the patient’s free-flowing speech and engage in conversation if
necessary. Suggested topics: ask about the patient's werk, hobbies, exercise, or how he got to the
dector's office. Evaluate volume, medulaticn (prosody) and clarity, including slurring, palilalia {repetition
of syllables) and tachyphemia (rapid speech, running syllables together).

0: Normal. No speech problems.
1: Slight: Loss of modulation, diction or volume, but still all words easy to understand.

2: Mild: Loss of modulation, diction, or volume, with a few words unclear, but the overall
sentences easy to follow.

3. Moderate: Speech is difficult to understand to the point that some, but not most, sentences are
poorly understcod.

4: Severe: Most speech is difficult to understand or unintelligible

3.2 FACIAL EXPRESSION

Instructions tc examiner. Observe the patient sitting at rest for 10 seconds, without talking and also
while talking. Observe eye-blink frequency, masked facies or loss of facial expression, spontaneous
smiling and parting of lips.

0: Normal: Normal facial expression.
1. Slight: Minimal masked facies manifested only by decreased frequency of blinking.
2: Mild: In addition to decreased eye-blink frequency, Masked facies present in the lower

face as well, namely fewer movements around the mouth, such as less
spontaneous smiling, but lips not parted.

3. Moderate: Masked facies with lips parted some of the time when the mouth is at rest

4: Severe: Masked facies with lips parted most of the time when the mouth is at rest.
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3.3 RIGIDITY
Instructions to examiner: Rigidity is judged on slow passive movement of major joints with the patient in
a relaxed position and the examiner manipulating the limbs and neck. First, test without an activation
maneuver. Test and rate neck and each limb separately. For arms, test the wrist and elbow joints
simultaneously. For legs, test the hip and knee joints simultaneously. If no rigidity is detected, use an Neck
activation maneuver such as tapping fingers, fist opening/closing, or heel tapping in a limb not being
tested. Explain to the patient to go as limp as possible as you test for rigidity.
0. Normal: No rigidity.
1: Slight: Rigidity only detected with activation maneuver.
20 Mild: Rigidity detected without the activation maneuver, but full range of motion is easily RUE
achieved
3. Moderate: Rigidity detected without the activation maneuver; full range of motion is achieved
with effort.
4. Severe: Rigidity detected without the activation maneuver and full range of moticn not
; LUE
achieved.
RLE
LLE
3.4 FINGER TAPPING
Instructions to examiner: Each hand is tested separately. Demonstrate the task, but do not continue to
perform the task while the patient is being tested. [nstruct the patiert to tap the index finger on the
thumb 10 times as quickly AND as big as possible. Rate each side separately, evaluating speed,
amplitude, hesitations, halts and decrementing amplitude.
0: Normal. No problems.
1: Slight: Any of the following: a) the regular rhythm is broken with one or two interruptions or
hesitations of the tapping movement; b) slight slowing; ¢) the amplitude decrements
near the end of the 10 taps R
2: Mild: Any of the following: a) 3 to 5 interruptions during tapping; o) mild slowing; ¢) the
amplitude decrements midway in the 10-tap sequence.
3: Moderate: Any of the following: a) more than 5 interruptions during tapping or at least one
longer arrest (freeze) in ongoing movement; b) moderate slewing; ¢) the amplitude
decrements starting after the 1st tap. L
4. Severe:  Cannct or can only barely perform the task because of slowing, interruptions or
decrements.
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SCORE
3.5 HAND MOVEMENTS

Instructions to examiner. Test each hand separately. Demaonstrate the task, but do not continue te
perform the task while the patient is being tested. Instruct the patient to make a tight fist with the arm
bent at the elbow so that the palm faces the examiner. Have the patient open the hand 10 times as fully
AND as quickly as possible. If the patient fails to make a tight fist or to open the hand fully, remind him/
her to do so. Rate each side separately, evaluating speed, amplitude, hesitations, halts and
decrementing amplitude.

0: Normal No problem.
1. Slight: Any of the following: a) the regular rhythm is broken with one or two interruptions or
hesitations of the movernert; b) slight slewing; ¢) the amplitude decrements near
the end of the task. R
2 Mild: Any of the following: a) 3 to 3 interruptions during the movemerts; b) mild slowing;

c) the amplitude decrements midway in the task.

3. Moderate: Any of the following: a) more than S interruptions during the movement or at least
one longer arrest (freeze) in ongoing movement; b) moderate slowing; ¢) the
amplitude decrements starting after the 1st open-and-close sequence. L

4: Severe: Cannot or can only barely perform the task because of slowing, interruptions or
decrements.

3.6 PRONATION-SUPINATION MOVEMENTS OF HANDS

Instructions to examiner: Test each hand separately. Demonstrate the task, but do not continue to
perform the task while the patient is being tested. Instruct the patient to extend the arm out in front of
his/her body with the palms down; then to turn the palm up and down alternately 10 times as fast and as
fully as pessible. Rate each side separately, evaluating speed, amplitude, hesitations, halts and
decrementing amplitude.

0: Normal: No problems.

1: Slight Any of the following: &) the regular rhythm is broken with one or two interruptions or
hesitations of the movement; b} slight slowing; c) the amplitude decrements near
the end of the sequence.

2: Mild: Any of the following: a) 3 to 5 interruptions during the movements; b) mild slowing; R
¢) the amplitude decrements midway in the sequence.

3. Moderate: Any of the following: a) more than 5 interruptions during the movement or at least
one longer arrest (freeze) in ongoing movement; b) moderate slowing c) the
amplitude decrements starting after the 1st supination-pronation sequence

4: Severe. Cannot or can only barely perform the task because of slowing, interruptions or L
decrements.
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SCORE
3.7 TOE TAPPING
Instructions to examiner: Have the patient sit in a straight-backed chair with arms, both feet on the floor.
Test each foot separately. Demonstrate the task, but do not continue to perform the task while the
patient is being tested. Instruct the patient to place the heel on the ground in a comfortable position and
then tap the toes 10 times as big and as fast as possible. Rate each side separately, evaluating speed,
amplitude, hesitations, halts and decrementing amplitude.
0: Normal: No problem
1. Slight: Any of the following: a) the regular rhythm is broken with one or two interruptions
or hesitations of the tapping movement; b) slight slowing; ¢) amplitude
decrements near the end of the ten taps. .
2: Mild: Any of the following: a) 3 to 5 interruptions during the tapping movements; b) mild
slowing; ¢) amplitude decrements midway in the task.
3: Moderate:  Any of the following: a) more than & interruptions during the tapping movements
or at least one longer arrest (freeze) in ongoing movement; b) moderate slowing;
¢) amplitude decrements after the first tap.
L
4: Severe: Cannot or can only barely perform the task because of slowing, interruptions or
decrements.
3.8 LEG AGILITY
Instructions to examiner: Have the patient sit in a straight-backed chair with arms. The patient should
have both feet comfortably on the floor. Test each leg separately. Demonstrate the task, but do not
continue to perform the task while the patient is being tested. Instruct the patient to place the foot on the
ground in a comfortable position and then raise and stemp the foot on the ground 10 times as high and
as fast as possible. Rate each side separately, evaluating speed, amplitude, hesitations, halts and
decrementing amplitude.
0: Normal: No problems.
10 Slight: Any of the following: a) the regular rhythm is broken with one or two interruptions
or hesitations of the movement; b) slight slowing; ¢) amplitude decrements near
the end of the task.
R
2. Mild: Any of the following: a) 3 to 5 interruptions during the movements; b) mild
slowness, ¢) amplitude decrements midway in the task.
3. Moderate:  Any of the following: &) more than S interruptions during the movement or at
least one longer arrest (freeze) in ongoing movement; b) moderate slowing in
speed, ¢) amplitude decrements after the first tap
L
4: Severe: Cannot or can only barely perform the task because of slowing, interruptions
or decrements.
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SCORE
3.9 ARISING FROM CHAIR

Instructions to examiner: Have the patient sit in a straight-backed chair with arms, with both feet on the
floor and sitting back in the chair (if the patient is not too short). Ask the patient to cross his/her arms
across the chest and then to stand up. If the patient is not successful, repeat this attempt a maximum up
to two more times. If still unsuccessful, allow the patient to move forward in the chair tc arise with arms
folded across the chest. Allow only one attempt in this situation. If unsuccessful, allow the patient to
push off using his/her hands on the arms of the chair. Allow a maximum of three trials of pushing off. If

still not successful, assist the patient to arise. After the patient stands up, observe the posture for item
3.13.

Q: Normal: Ne problems. Able to arise quickly without hesitation

1: Slight. Arising is slower than normal; or may need more than one attempt; or may
need to move forward in the chair to arise. No need to use the arms of the
chair.

20 Mild Pushes self up from arms of chair without difficulty.

3: Moderate: Needs to push off, but tends to fall back; or may have to try more than cne time
using arms of chair, but can get up without help.

4. Severe: Unable to arise without help.

3.10 GAIT

Instructions to examiner Testing galt is best performed by having the patient walking away from and
towards the examiner so that both right and left sides of the body can be easily observed
simultaneously. The patient should walk at least 10 meters (30 feet), then turn around and return te
the examiner. This item measures multiple behaviors: stride amplitude, stride speed, height of foot lift,
heel strike during walking, turning, and arm swing, but rot freezing. Assess also for “freezing of gait”
{next item 3.11) while patient is walking. Observe posture for itern 3.13

0: Normal: No problems.

1: Slight: Independent walking with minor gait impairment.

2: Mild: Independent walking but with substantial gait impairmert.

3. Moderate: Requires an assistance device for safe walking (walking stick, walker) but not a
person.

4: Severe: Cannot walk at all or only with another person’s assistance.
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SCORE
3.11 FREEZING OF GAIT

Instructions to examiner: While assessing gait, also assess for the presence of any gait freezing
episodes. Observe for start hesitation and stuttering movements especially when turning and reaching
the end of the task. To the extent that safety permits, patients may NOT use sensory tricks during the

assessmert.

0: Normal: No freezing.

1. Slight: Freezes on starting, turning or walking through doorway with a single halt during
any of these events, but then continues smoothly without freezing during straight
walking

2: Mild: Freezes on starting, turning or walking through doorway with more than one halt
during any of these activities, but continues smoothly without freezing during
straight walking.

3. Moderate: Freezes once during straight walking.

4: Severe: Freezes multiple times during straight walking.

3.12 POSTURAL STABILITY

Instructions to examiner: The test examines the response to sudden body displacement produced by

a gquick, forceful pull on the shoulders while the patient is standing erect with eyes open and feet
comfortably apart and parallel to each other. Test retropulsion. Stand behind the patient and instruct
the patient on what is about to happen. Explain that s/he is allowed to take a step backwards to avoid
falling. There should be a sclid wall behind the examiner, at least 1-2 meters away to allow for the
observation of the number of retropulsive steps. The first pull is an instructional demenstration and is
purposely milder and not rated. The second time the shoulders are pulled briskly and farcefully towards
the examiner with enough ferce to displace the center of gravity so that patient MUST take a step
backwards. The examiner needs to be ready to catch the patient, but must stand sufficiently back so as
to allow encugh rocm for the patient tc take several steps to recover independently. Do not allow the
patient to flex the body abnermally ferward in anticipation of the pull. Observe for the number of steps
backwards or falling. Up to and including two steps for recovery is considered normal, so abnormal
ratings begin with three steps. If the patient fails to understand the test, the examiner can repeat the
test so that the rating is based on an assessment that the examiner feels reflects the patient’s limitations
rather than misunderstanding or lack of preparedness. Cbserve standing posture for item 3.13

0: Normal No problems: Recovers with one or two steps.

10 Slight: 3-5 steps, but subject recovers unaided.

2: Mild: More than 5 steps, but subject recovers unaided.

3. Moderate: Standg safely, but with absence of postural response; falls if not caught by
examiner.

4. Severe: Very unstable, tends to lose balance spontanecusly or with just a gentle pull on

the shoulders.
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SCORE
3.13 POSTURE

Instructions to examiner: Posture is assessed with the patient standing erect after arising from a chair,
during walking, and while being tested for postural reflexes. If you notice poor posture, tell the patient
to stand up straight and see if the posture improves (see option 2 below). Rate the worst posture seen
in these three observation points. Qbserve for flexion and side-to-side leaning.

0: Normal: No problems
1. Slight Not quite erect, but posture could be normal for older person.
2: Mild: Definite flexion, scoliosis or leaning to one side, but patient can correct posture

to normal posture when asked to do so.

3. Moderate:  Stooped posture, scoliosis of leaning to cne side that cannot be corrected
volitionally to a normal posture by the patient.

4. Severe: Flexion, scolicsis or leaning with extreme abnormality of posture.

3.14 GLOBAL SPONTANEITY OF MOVEMENT (BODY BRADYKINESIA)

Instructions to examiner: This glcbal rating combines all cbservations on slowness, hesitancy, and
small amplitude and poverty of movement in general, including a reduction of gesturing and of crossing
the legs. This assessment is based on the examiner's global impression after observing for
spontaneous gestures while sitting, and the nature of arising and walking

0: Normal: No problems.

1. Slight: Slight global slowness and poverty of spontaneous movements.

20 Mild: Mild global slowness and poverty of spontaneous movements.

3: Moderate Moderate global slowness and poverty of spontaneous movements.
4 Severe: Severe global slowness and poverty of spontaneous movements.

3.15 POSTURAL TREMOR OF THE HANDS

Instructions to examiner: All tremor, including re-emergert rest tremor that is present in this posture is
to be included in this rating. Rate each hand separately. Rate the highest amplitude seen. Instruct the
patient to stretch the arms out in front of the body with palms down. The wrist should be straight and
the fingers comfortably separated so that they do net touch each other. Observe this posture for 10

seconds
0: Normal No tremor R
1. Slight: Tremor is present but less than 1 cm in amplitude.
2 Mild: Tremor is at least 1 but less than 3 cm in amplitude.
3. Moderate: Tremor is at least 3 but less than 10 cm in amplitude. .
4 Severe: Tremor is at least 10 cm in amplitude.
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SCORE
3.16 KINETIC TREMOR OF THE HANDS

Instructions to examiner: This is tested by the finger-to-nose maneuver. With the arm starting from the
outstretched position, have the patient perform at least three finger-to-nose maneuvers with each hand
reaching as far as possible to touch the examiner's finger. The finger-to-nose maneuver should be
performed slowly enough not to hide ary tremor that could occur with very fast arm movements. Repeat
with the other hand, rating each hand separately. The tremor can be present throughout the movement
or as the tremor reaches either target (nose or finger). Rate the highest amplitude seen.

0: Normal: No tremor.

1: Slight: Tremor is present but less than 1 cm in amplitude. R
2. Mild Tremor is at least 1 but less than 3 cm in amplitude.

3. Moderate: Tremor is at least 3 but less than 10 cm in amplitude.

4. Severe: Tremer is at least 10 cm in amplitude.

3.17 REST TREMOR AMPLITUDE

Instructions to examiner: This and the next item have been placed purposefully at the end of the
examination to allow the rater to gather observations on rest tremor that may appear at any time during
the exam, including when quietly sitting, during walking and during activities when some body parts are
moving but others are at rest. Score the maximum amplitude that is seen at any time as the final score.
Rate only the amplitude and not the persistence or the intermittency of the tremor.

As part of this rating, the patient should sit quietly in a chair with the hands placed on the arms of the RUE
chair (not in the lap) and the feet comfortably supported on the floor for 10 seconds with no other
directives. Rest tremor is assessed separately for all four limbs and also for the lip/jaw. Rate cnly the
maximum amplitude that is seen at any time as the final rating.

Extremity ratings

0: Normal: No tremor. LUE
1: Slight: <1 cm in maximal amplitude.
20 Mild: =1 ¢m but <3 cm in maximal amplitude.
3. Moderate: 3-10 cmin maximal amplitude.

RLE
4. Severe: > 10 cm in maximal amplitude.
LipMaw ratings
0: Normal No tremor. =
1. Slight: <1 em in maximal amplitude.
2: Mild: > cm but = 2 cm in maximal amplitude.
3. Moderate: =2 cm but =3 cmin maximal amplitude.

Lip/Jaw
4. Severe: >3 om in maximal amplitude.
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0

1

Normal:

Slight:

. Mild:

. Moderate:

- Severe’

3.18 CONSTANCY OF REST TREMOR

Instructions to examiner: This item receives one rating for all rest tremor and focuses on the constancy
of rest tremor during the examination period when different boedy parts are variously at rest. It is rated

purposefully at the end of the examination so that several minutes of information can be coalesced into
the rating.

No tremor.

Tremor at rest is present € 25% of the entire examination period.
Tremor at rest is present 26-50% of the entire examination period.
Tremer at rest is present 51-75% of the entire examination period.

Tremor at rest is present > 75% of the entire examination period

SCORE

B

DYSKINESIA IMPACT ON PART Ill RATINGS

A Were dyskinesias (chorea or dystonia) present during examination? O ne O ves

If yes, did these movements interfere with your ratings®? O ne O ves

0: Asymptomatic.

HOEHN AND YAHR STAGE

© Unilateral involvement only
. Bilateral involvement without impairment of balance.

© Mild to moderate involvernent; some postural instability but physically independent; needs

assistance to recover from pull test.

- Severe disability; still able to walk or stand unassisted.

. Wheelchair bound or bedridden unless aided
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SCORE
4.4 FUNCTIONAL IMPACT OF FLUCTUATIONS

Instructions to examiner: Determine the degree to which moter fluctuations impact on the patient’s daily
function in terms of activities and social interactions. This question concentrates cn the difference
between the CN state and the OFF state. If the patient has no OFF time, the rating must be 0, but if
patients have very mild fluctuations, it is still possible tc be rated 0 on this item if no impact cn activities
occurs. Use the patient’s and caregiver's response to your guestion and your own observations during
the office visit to arrive at the best answer.

Instructions fo patient [and caregiver]. Think about when those low or "OFF ™ periods have occurrsd over
fhe past wesk. Do you usually have more problems doing things or being with people than compared to
fhe rest of the day when you feel your medications working? Are there some things you usually do

auring a good period that you have frouble with or stop doing aduring a low period?

0: Normal: No fluctuations or No impact by fluctuations on performance of activities or
social interactions.

10 Slight: Fluctuations impact cn a few activities, but during OFF, the patient usually
performs all activities and participates in all social interactions that typically
oceur during the ON state

2: Mild: Fluctuations impact many activities, but during OFF, the patient still usually
performs all activities and participates in all social interactions that typically
occur during the ON state,

3. Moderate: Fluctuations impact eon the performance of activities during CFF to the point that
the patient usually does not perform some activities or participate in some
social interactions that are performed during ON periods.

4. Severe: Fluctuations impact en function to the point that, during CFF, the patient usually
does not perform most activities or participate in most social interactions that
are performed during CN pericds.

4.5 COMPLEXITY OF MOTOR FLUCTUATIONS

Instructions tc examiner: Determine the usual predictability of OFF function whether due to dose, time
of day, food intake or other factors. Use the information provided by the patients and caregiver and
supplement with your own observations. You will ask if the patient can count on them always coming at
a special time, mostly coming at a special time (in which case you will probe further to separate slight
from mild), only sometimes coming at a special time or are they totally unpredictable”? Narrowing down
the percentage will allow you to find the correct answer.

Instructions to patient fand caregiver]: For some patients, the low or "OFF " periods happen at certamn
fimes during day or when they do activities fike eating or exercising. Over the past week, do you usually
know when vour low periods will occour? In other words, do your low periods always come at a certain
fime? Do they mostly come at a certain time? Do they only sometimes come at a certain time? Are
your low periods totally unpredictable?”

0: Normal: No motor fluctuations.
1: Slight: OFF times are predictable all or almost all of the time (> 75%).
2: Mild: OFF times are predictable mast of the time (51-75%)

3. Moderate: OFF times are predictable some of the time (26-50%).

4. Severe: OFF episcdes are rarely predictable (£ 25%).
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C. “OFF” DYSTONIA

4.6 PAINFUL OFF-STATE DYSTONIA

Instructions to examiner: For patients who have motor fluctuations, determine what proportion of the
OFF episodes usually includes painful dystonia? You have already determined the number of hours of
“OFF" time (4.3). Of these hours, determine how many are associated with dystonia and calculate the
percentage. If there is no OFF time, mark O.

Instructions to pafient fand caregiver]: In one of the questions | asked earlier, you said vou generaily

have hours of low or “OFF" time when your Parkinson's disease is under poor control. During
fhese low or “OFF " periods, do you usually have painful cramps or spasms? Out of the total hrs of
fhis fow time. if you add up all the time in a day when these painful cramps come, how many hours would
fthis make?

0: Normal No dystonia OR NO OFF TIME

1. Slight: < 25% of time in OFF state.

2 Mild: 26-50% of time in OFF state.

3: Moderate: 51-75% of time in OFF state.

4: Severe: > 75% of time in OFF state

1. Total Hours Off:
2. Total Off Hours w/Dystonia:

3. % Off Dystenia = ((2/1)*100);

Summary statement to patient: READ TO PATIENT

This completes my rating of your Parkinson’s disease. | know the guesticns and tasks have taken several minutes,
but | wanted to be complete and cover all possibilities. In doing so, | may have asked about problems you do not
even have, and | may have mentioned problems that you may never develop at all. Not all patients develop all these
problems, but because they can oceur, it is important to ask all the questions to every patient. Thank you for your
time and attention in completing this scale with me.
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MDS UPDRS Score Sheet

I:I Patient 3.3b | Rigidity- RUE
1.A | Source of information |:| Caregiver
|:| Patient + Caregiver 3.3¢ | Rigidity- LUE
Part T 3.3d | Rigidity— RLE
11 Cognitive impairment 3.3e | Rigidity-LLE
12 Hallucinations and psychosis 3.4a | Fingertapping— Right hand
1.3 | Depressed mood 3.4b | Fingertapping— Left hand
1.4 Anxious mood 3.5a | Hand movements— Right hand
1.5 Apathy 3.5b Hand mevements— Left hand
1.6 Features of DDS 3.6a Pronation- supination movernents— Right hand
D Patient 3.6b Pronation- supination movements— Left hand
1.6a | Who is filling out questionnaire Caregiver
[ Patient + Caregiver| 3.7a | Toe tapping— Right foot
1.7 Sleep problems 3.7b Toe tapping— Left foot
1.8 Daytime sleepiness 38a Leg agility— Right leg
1.9 Pain and cther sensations 3.8b | Legagility— Left leg
1.10 | Urinary problems 3.9 Arising from chair
1.11 | Constipation preblems 310 | Gait
1.12 | Light headedness on standing 311 Freezing of gait
1.13 | Fatigue 3.12 | Postural stability
[Part 11 3.13 | Posture
21 Speech 3.14 | Global spontaneity of movement
22 Saliva and dredling 3.15a| Postural tremor— Right hand
2.3 | Chewingand swallowing 3.15b | Postural tremor— Left hand
2.4 Eating tasks 3.16a | Kinetictremor— Right hand
25 Dressing 3.16b | Kinetictremor— Left hand
26 Hygiene 3.17a | Resttremor amplitude— RUE
2.7 Handwriting 3.17b | Resttremor amplitude- LUE
2.8 Doing hobbies and other activities 3.17¢ | Resttremor amplitude— RLE
2.9 | Turningin bed 3.17d | Resttremor amplitude—LLE
2.10 | Tremor 3.17e | Resttremor amplitude- Lipjaw
2.11 | Getting out of bed 3.18 Constancy of rest
212 | Walkingand balance Were dyskinesias present? [—| No |'—|Yes
213 | Freezing Did these movements interfere with ratings? DNo [Ires
3a | Is the patient on medication? [QHe [qes Hoehn and Yahr Stage
3b | Patient's clinical state [1°f [j°n Part 1V
3¢ | Isthe patienton Levodopa? O No DYES 41 | Time spent with dyskinesias
3.C1 | If yes, minutes since last dose 4.2 Functional impact of dyskinesias
Part 111 4.3 | Time spentinthe OFF state
31 Speech 4.4 Functional impact of fluctuations
3.2 | Facial expression 4.5 Complexity of metor fluctuations
3.3a | Rigidity- Neck 4.6 Painful OF F-state dystonia
July 1, 2008 Page 32

Copyriglg © 2008 Inferndationcd Parkinsen and Menement Disorder Sociely. AH righls reserved
Tids scale may not be copied, distribited or otherwise used in whole or in part withowd prior written cornsent of the International Porkinson and Movement Disorder Socizty
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APPENDIX E. PATIENT GLOBAL IMPRESSION OF SEVERITY (PGI-S)

The subject will independently rate the following question of Patient Global Impression of
Severity (PGI-S) based on his/her overall impression of the study medication at Visit 2
(Month 3), Visit 3 (Month 6), and Visit 4 (Month 9) or early discontinuation.

Patient Global Impression of Severity Scale

Severity of Illness

Considering the severity of your Parkinson’s disease, how severe is your condition at this time?

Severity Score:

a1 a2 as a4 as a6 Qa7

Normal, Borderline Mildly Moderately Markedly Severely Extremely
not at all ill ill ill ill ill ill severely ill
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APPENDIX F. CLINICAL GLOBAL IMPRESSION OF SEVERITY
(CGI-S)

The Investigator will independently rate the following question of Clinical Global Impression of
Severity (CGI-S) based on his/her overall impression of the study medication at Visit 2
(Month 3), Visit 3 (Month 6), and Visit 4 (Month 9) or early discontinuation.

Clinical Global Impression of Severity Scale

Severity of Illness

Considering your total clinical experience with this particular population,
how ill is the patient at this time?

Severity Score:

ui u?2 u3 U4 us aeo Qa7
Among the
Normal, Borderline Mildly Moderately Markedly Severely most
not at all ill ill ill ill ill ill extremely ill
of subjects

Guy W. ECDEU assessment manual for psychopharmacology publication; ADM, 76-338.
Washington DC, US. Department of health, education and welfare, 1976.
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APPENDIX G. 39-ITEM PARKINSON’S DISEASE QUESTIONNAIRE
(PDQ-39)
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APPENDIX H. GASTROPARESIS CARDINAL SYMPTOM INDEX
(GCSI)
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APPENDIX I. NON-MOTOR SYMPTOM ASSESSMENT SCALE FOR
PARKINSON’S DISEASE (NMSS)
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APPENDIX J. PARKINSON’S DISEASE SLEEP SCALE-2 (PDSS-2)

Page 101 of 112



Protocol No. IPX203-B16-03 CONFIDENTIAL
Amendment 2: 26 November 2018 Impax Laboratories, LLC

Parkinson’s Disease Sleep Scale (PDSS-2)

Please rate the severity of the following based on your experiences during the past week
(7 days). Please circle your answer.

Very often (This means 6 to 7 days a week)
Often {This means 4 tc 5 days a week)
Sometimes {This means 2 to 3 days a week)
Occasionally {This means 1 day a week)
Never
Very often Often Sometimes | Occasionaly Never

. Overall, did you sleep well curing the ‘
last week? 9 ! ¢ 3 4
2 Did you have difficulty faling asleep
each night? ! 3 2 ! ?
3. Did yoJ have difficulty staying
asleep? 4 ® > ! °
4. Lid yod have restlessness of legs or
arms at nights causing disruption of 4 3 2 1 o
sleep?
5 Was your sleep disturbed due tc an
urge to move your legs or arms? ! : 2 ! 0
6. Did you suffer from distressing

4 3 2 1 0

dreams at night?

7. Did you sufer from distressing
halluzinazions at night (seeing or 4 3 i 1 o
hearing things that do not exis?)?

8. Did yod get up at night 1o urinate? 4 3

-
=

9. Did you feel uncemfortable at night
because you were unable to turn over N 3 2 | o
11 bed or move due to immobility?

0. Did you feel pain i1 your arms of
legs which woke you up while you were N 3 2 1 o
sleeping during the night?

1. Did you have muscle cramps in
your arms or legs which woke you up

while you were sleeping during the ! ? 2 ! e
night?

" 2. Did you wake up earlier than usual

with pain“ul posturing of arms and 1 3 2 1 1

legs?

* 3. On waking in the morring or durnng

the night, did you experience tremor? ! 3 2 ! N
“4 Didyou feel tired and sleepy after
waking u2 in the morring? ! 3 2 ! 0
* 5. Did you wake up at night due to

4 3 3 1 )

snoring or difficulties with breathing?
PDSS-2 ® Ray Craudhuri, Claudia Trenkwalder 2010, All rights reserved

PDGS-2 - United Gtates/English - Version of 30 cul 15 - Mapi
UL FLa-2 A0 L _eng-lladie

Trenkwalder C, Kohnen R, Hégl B, Metta V, Sixel-Doring F, Frauscher B, Hillsmann J, Martinez-Martin P,
Chaudhuri KR. Parkinson’s disease sleep scale--validation of the revised version PDSS-2. Mov Disord.
2011;26(4):644-52
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APPENDIX K. PARKINSON ANXIETY SCALE (PAS)
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APPENDIX L. TREATMENT SATISFACTION ASSESSMENT (TSA)

The subject independently answers the following question of treatment satisfaction based on
his/her overall impression of the study medication at Visits 2, 3, and 4.

Treatment Satisfaction Assessment:

In general, how satisfied are you with your current Parkinson’s disease medication?

a1 a2 a3 a4 as a6 a7
Very much Very Somewhat agzﬂﬁ . Somewhat Very Very much
dissatisfied dissatisfied | dissatisfied Sdiszat?sﬁe(()l satisfied satisfied satisfied
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APPENDIX M. 12-ITEM ZARIT BURDEN INTERVIEW (ZBI-12)

ZARIT BURDEN INTERVIEW
INSTRUCTIONS: The following is a list of statements, which reflect how people sometimes feel
when taking care of another person. After each statement, indicate how often you feel that way;
never, rarely, sometimes, quite frequently, or nearly always. There are no right or wrong
answers.
Never Rarely Sometimes Fr;:lltazfly ;111’;
1) Do you feel that because of the
time you spend with your relative
that you don't have enough time for 0 1 2 3 4
yourself?
2) Do you feel stressed between
caring for your relative and trying to
meet other responsibilities for your 0 1 2 3 4
family or work?
3) Do you feel angry when you are
around the relative? 0 1 2 3 4
4) Do you feel that your relative
currently affects your relationships
with other family members or 0 1 2 3 4
friends in a negative way?
5) Do you feel strained when you
are around your relative? 0 1 2 3 4
6) Do you feel that your health has
suffered because of your 0 1 2 3 4
involvement with your relative?
7) Do you feel that you den't have
as much privacy as you would like 0 1 2 3 4
because of your relative?
8) Do you feel that your sacial life
has suffered because you are 0 1 2 3 4
caring for your relative?
9) Do you feel that you have lost
control of your life since your 0 1 ) 3 4
relative’s illness?
10) Do you feel uncertain about
what to do about your relative? 0 1 2 3 4
11) Do you feel you should be
doing more for your relative? 0 1 2 3 4
12) Do you feel you could do a
better job in caring for your 0 1 2 3 4
relative?
ZBl @ Steven H. Zarit and Judy M. Zarit, 1980-2008. All rights reserved.
WN22018 Page 1 of 1

ZARIT BEURDEN INTERVIEW

ZBI-12 - United States/English

ZE1Z_ALH 0_eng-USon doc
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APPENDIX N. EARLY MORNING SYMPTOMS QUESTIONNAIRE

(EMSQ)

Questions:

1. Over the past week, when you awakened in the morning for the day from your night-time
sleep, on how many days did you experience each of the following symptoms?

a.

b.

Tremor

Stiftness

Slowness
Walking/Turning

Loss of Balance

Urinary Control

Anxious Feelings

Too Much Saliva
Depressed or Sad Feelings

Bodily Discomfort or Pain

O

O O 0o oo oo0o0o O
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O 1-3
O 1-3
1-3
1-3
1-3
1-3
1-3
1-3

1-3
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1-3

O 4-7
O 4-7
4-7
4-7
4-7
4-7
4-7
4-7

4-7
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2. Ifyou experienced any symptom in the question (Q.1) above on at least one day over the
past week, indicate for this symptom (or for these symptoms) the severity to which this
symptom impaired your morning activities and social interactions using the severity
definitions below:

a. Tremor O Mild O Moderate O Severe
b. Stiffness O Mild O Moderate O Severe
c. Slowness O Mild O Moderate O Severe
d. Walking/Turning O Mild L1 Moderate L] Severe
e. Loss of Balance 0 Mild L1 Moderate L] Severe
f. Urinary Control 1 Mild [ Moderate [] Severe
g. Anxious Feelings 1 Mild [ Moderate [] Severe
h. Too Much Saliva O Mild L1 Moderate L] Severe
i. Depressed or Sad Feelings O Mild L1 Moderate L] Severe
j- Bodily Discomfort or Pain 0 Mild L1 Moderate L] Severe
Severity Definitions:

Mild: Causes mild impact on one or more early morning functions but I am usually able to
perform most morning activities and participate in most social interactions.

Moderate: Impacts one or more early morning functions to the point that I am usually not able
to perform some morning activities and/or participate in some social interactions.

Severe: Impacts one or more early morning functions to the point that I am usually not able to
perform most morning activities and/or participate in most social interactions.
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3. Which of the early morning symptoms (if any) that you identified above and assessed
severity in Q.2 above improved after taking a first morning dose of your Parkinson’s
medication(s)? For each symptom, indicate “YES” improved or “NO” did not improve. If
you did not experience the symptom (ie, answered 0 in Q.1 above), indicate “Did not

experience”.
a. Tremor
b. Stiffness
c. Slowness
d. Walking/Turning
e. Loss of Balance
f. Urinary Control
g. Anxious Feelings
h. Too Much Saliva
i. Depressed or Sad Feelings
j- Bodily Discomfort or Pain

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Yes

Yes

O 0o 0o oo ooo o ad

Yes
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No

No

No

No

No

No

No

No

No

No

O 0o 0o oo ooo o ad

Did not experience
Did not experience
Did not experience
Did not experience
Did not experience
Did not experience
Did not experience
Did not experience
Did not experience

Did not experience
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APPENDIX O. COMPONENTS OF 1PX203

Active ingredients: carbidopa and levodopa

Inactive ingredients: The excipients in the IPX203 investigational formulations include the
following: microcrystalline cellulose, mannitol, amino methacrylate copolymer, sodium lauryl
sulfate, methacrylic acid copolymer Type A, copovidone, cellulose acetate, croscarmellose
sodium, talc, triethyl citrate, povidone, magnesium stearate. All these excipients are United
States Pharmacopeia and National Formulary. The investigational formulations will be enclosed
in hard gelatin capsules.
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