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Abstract.

Background: Levodopa-carbidopa intestinal gel (LCIG) improves motor and non-motor symptoms in patients with advanced
Parkinson’s disease (aPD).

Objective: To present the final 36-month efficacy and safety results from DUOGLOBE (DUOdopa/Duopa in Patients with
Advanced Parkinson’s Disease — a GLobal OBservational Study Evaluating Long-Term Effectiveness; NCT02611713).
Methods: DUOGLOBE was an international, prospective, long-term, real-world, observational study of patients with aPD
initiating LCIG in routine clinical care. The primary endpoint was change in patient-reported “Off” time to Month 36. Safety
was assessed by monitoring serious adverse events (SAEs).
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Results: Significant improvements in “Off” time were maintained over 3 years (mean [SD]: 3.3 hours [3.7]; p<0.001).
There were significant improvements to Month 36 in total scores of the Unified Dyskinesia Rating Scale (-5.9 [23.7];
p=0.044), Non-Motor Symptoms Scale (—14.3 [40.5]; p=0.002), Parkinson’s Disease Sleep Scale-2 (5.8 [12.9]; p<0.001),
and Epworth Sleepiness Scale (-1.8 [6.0]; p = 0.008). Health-related quality of life and caregiver burden significantly improved
through Months 24 and 30, respectively (Month 24, 8-item Parkinson’s Disease Questionnaire Summary Index, —6.0 [22.5];
p=0.006; Month 30, Modified Caregiver Strain Index, —2.3 [7.6]; p=0.026). Safety was consistent with the well-established
LCIG profile (SAEs: 54.9% of patients; discontinuations: 54.4%; discontinuations due to an adverse event: 27.2%). Of 106
study discontinuations, 32 patients (30.2%) continued LCIG outside the study.

Conclusion: DUOGLOBE demonstrates real-world, long-term, reductions in motor and non-motor symptoms in patients

with aPD treated with LCIG.

Keywords: DUOGLOBE, Parkinson’s disease, levodopa-carbidopa intestinal gel, dyskinesia, real-world data

INTRODUCTION

Levodopa is considered the “gold standard” for
the treatment of Parkinson’s disease (PD) [1]. With
disease progression, the benefit of oral levodopa
diminishes as the therapeutic window narrows due
to the short half-life of levodopa and progressive
denervation of the striatum and subsequent post-
synaptic plasticity [2]. In addition, erratic gastric
emptying (a common symptom with advancing PD)
leads to irregular gastrointestinal absorption of oral
levodopa and unstable plasma levodopa concentra-
tions, collectively resulting in pulsatile stimulation
[2, 3]. Thus, motor and non-motor symptoms become
increasingly difficult to manage with oral levodopa,
which can cause patients to experience predictable
and unpredictable fluctuations between “On” peri-
ods with potentially disabling dyskinesias and “Off”
periods when the patient experiences a return of their
parkinsonian symptoms and may even be “frozen”
and akinetic [2, 4, 5]. These symptoms progres-
sively worsen over time and greatly impact patients’
functional capacity and health-related quality of life
(HRQoL) [6, 7].

Levodopa carbidopa intestinal gel (LCIG; also
known as carbidopa-levodopa enteral suspension
[CLES]) is a stable gel suspension of levodopa-
carbidopa (20mg/mL and 5mg/mL, respectively)
for continuous daytime infusion in patients with
advanced PD (aPD) [8, 9]. Continuous infusion
enables levodopa concentrations to be kept at a con-
stant level within the individual’s optimal therapeutic
window, making LCIG a meaningful option for man-
aging aPD [3, 10]. Results from controlled clinical
trials have demonstrated beneficial effects of LCIG
therapy on motor symptoms, including reductions in
“Off” time, increases in “On” time without trouble-
some dyskinesia, and improvements in HRQoL and

activities of daily living [11-14]. Notably, results
from a recent randomized clinical trial demonstrated
an improved reduction in dyskinesia as measured by
the Unified Dyskinesia Rating Scale (UDysRS) fol-
lowing treatment with LCIG vs. optimized medical
treatment [15]. LCIG has also demonstrated bene-
ficial effects on motor and non-motor symptoms in
observational studies [16-21], and systematic litera-
ture reviews and meta-analyses [22, 23].

DUOdopa/Duopa in Patients with Advanced
Parkinson’s Disease, a GLobal OBservational
Study  Evaluating Long-Term  Effectiveness
(DUOGLOBE), was the first international, fully
prospective, long-term, non-interventional, post-
marketing, observational study of patients with
aPD treated with LCIG in a routine clinical set-
ting. One-year interim results indicated significant
improvements in motor symptoms (including “Off”
time and dyskinesia), non-motor symptoms (includ-
ing sleep), HRQoL, and caregiver burden, with
safety events consistent with those noted in previous
controlled clinical trials and observational studies
[24]. This report presents the final 36-month results
from the DUOGLOBE study.

METHODS
Study design and treatment

DUOGLOBE was a global multicenter, single-
arm, non-interventional, post-marketing, observa-
tional study (NCT02611713) conducted in 55 sites
across 10 countries (Australia, Belgium, Hungary,
Israel, Italy, Romania, Slovenia, Spain, United King-
dom, and the United States) [24].

Detailed methods for this study have been pub-
lished [24]. In brief, patients enrolled in this 36-month
real-world study had aPD for whom their physi-
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cians decided to start LCIG treatment according to
the local product label and specific reimbursement
criteria. LCIG dosage was individually optimized
for clinical response and concomitant PD med-
ications were permitted at the discretion of the
treating physician. National and/or local indepen-
dent ethics committees, institutional review boards,
and/or health authorities in all countries approved the
protocol, patient information, and informed consent
requirements according to the applicable national
regulatory requirements.

Patients

In addition to patient inclusion being based on
local LCIG label and reimbursement criteria, key
eligibility criteria included patients having no prior
exposure to LCIG; a Mini-Mental State Examina-
tion score > 24; no prior surgery for PD including,
but not limited to, deep brain stimulation or cell
transplantation (for non-US centers); and no cur-
rent subcutaneous apomorphine infusion (with >4
weeks required between drug discontinuation and
study inclusion). All patients and caregivers provided
informed consent.

Assessments

Assessment occurred before starting LCIG (base-
line) therapy; at Day 1 (start of LCIG treatment via
percutaneous endoscopic gastrostomy with jejunal
extension for those patients who participated in the
preceding nasojejunal test phase only); and at rou-
tinely scheduled visits, which were closest to Months
3,6, 12, 18,24, 30, and 36 (£14 days each), or at the
time of premature discontinuation.

The primary endpoint was the change in the num-
ber of hours of “Off” time as reported by the patient
for the day before the clinical visit (baseline) com-
pared with the same measure at Month 36. Secondary
endpoints included mean change from baseline to
the end of the study in the Unified Parkinson’s Dis-
ease Rating Scale (UPDRS) Part II (activities of
daily living); Part III (motor examination performed
in the “On” state); and the following items in Part
IV: item 33 (dyskinesia-related disability), item 34
(dyskinesia-related pain), and item 35 (early morn-
ing dystonia). Secondary endpoints also included
the UDysRS total score (signs/symptoms of dyski-
nesia) and subdomain scores, Non-motor Symptom
Scale (NMSS) total and subdomain scores, Parkin-
son’s Disease Sleep Scale-2 (PDSS-2) total score

(sleep quality), Epworth Sleepiness Scale (ESS)
total score (daytime somnolence), 8-item PD Ques-
tionnaire (PDQ-8) summary index (HRQoL), and
caregiver burden (Modified Caregiver Strain Index).

Only serious adverse events (SAEs) and adverse
events (AEs) leading to premature discontinuation
were reported as part of this observational study from
initiation of LCIG treatment to 30 days after the last
study visit.

Statistical analysis

Planned enrollment was approximately 200
patients. It was assumed that 60% of patients would
complete the 36-month follow-up period and that the
mean (SD) decrease from baseline to Month 36 in
the number of hours in “Off” time would be 4 hours.
Therefore, the distance from the lower limit of the
95% confidence interval (CI) to the mean decrease
would be 0.72 hours (i.e., the lower limit of the 95%
CI of the mean decrease from baseline to Month
36 would be 3.28 hours). Significance for all effi-
cacy measures was determined using a one-sample
t test compared with baseline efficacy assessments.
Safety assessments were performed with the safety
population, which included all patients who had
nasojejunal and/or percutaneous endoscopic gastros-
tomy with jejunal extension placement, irrespective
of whether patients withdrew prematurely or not.
Efficacy assessments were performed with the full
analysis population, which included all patients in the
safety population who had at least one post-baseline
effectiveness assessment after undergoing percuta-
neous endoscopic gastrostomy with jejunal extension
placement.

Data sharing

Clinical trial data can be requested by any
qualified researchers who engage in rigorous, inde-
pendent scientific research, and will be provided
following review and approval of a research pro-
posal and statistical analysis plan and execution
of a data sharing agreement. Data requests can
be submitted at any time and the data will be
accessible for 12 months, with possible exten-
sions considered. For more information on the
process, or to submit a request, visit the following
link: https://www.abbvieclinicaltrials.com/hcp/data-
sharing/.
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RESULTS

Patients

Patient demographics and baseline characteristics
of the 195 patients included in the analysis have been
reported previously [24]. Most patients were male
(61.5%), mean (SD) age was 70.2 (8.2) years, and
mean duration of PD was 11.2 (4.8) years (Table 1).
Two patients previously underwent deep brain stim-
ulation. Mean (SD) LCIG treatment duration was
923.5 (367.2) days, with a median daily duration of
LCIG infusion of 16 hours from Day 1 through Month
36. At each timepoint, between nine and 12 patients
were receiving 24-hour LCIG therapy.

Of note, mean (SD) daily dose of LCIG
remained fairly stable from Day 1 (1241.2 [501.6]
mg/day) through Month 36 (1365.4 [499.1] mg/day)
(Fig. 1A). Within the first 6 months of LCIG
use, there were decreases in concomitant use
of oral levodopa derivatives; monoamine oxidase
B inhibitors; and, most prominently, catechol-O-
methyltransferase inhibitors that remained steady
throughout the next 2.5 years (Fig. 1B). At Month 3,
18.1% of patients were receiving LCIG monotherapy
and 13.3% were receiving LCIG in combination with
oral levodopa only (“levodopa monotherapy”); these
percentages remained relatively stable throughout
the study (Month 36:15.5% and 17.9%, respec-
tively) (Fig. 1C). Total levodopa equivalent dose also
remained stable throughout the study, regardless of
whether patients were receiving LCIG as a monother-
apy or in combination with other PD medications
(Fig. 1D).

Of 195 enrolled patients, 106 (54.4%) discontin-
ued the study prematurely with AEs being the primary
reason (patients could have multiple reasons for dis-
continuation) in 48 of these patients (Supplementary
Figures 1 and 2). Importantly, of the 106 patients who
discontinued the study, 32 (30.2%) continued treat-
ment with LCIG outside the study (Supplementary
Figure 2).

Motor complications

Mean (SD) daily hours spent in the “Off” state
significantly decreased from baseline to Day 1 and
remained decreased through Month 36 (Month 36
[primary endpoint]: —3.3 [3.7]; p<0.001) (Fig. 2A).
Changes from baseline at Month 36 were statistically
significant in all age groups (Fig. 2B).

Table 1
Baseline demographics and clinical characteristics
Characteristic Total
N=195

Sex, n (%)

Male 120 (61.5)

Female 75 (38.5)
Age (y); mean £ SD 70.2+8.2

<65y, n (%) 44 (22.6)

65-75y, n (%) 95 (48.7)

>75y, n (%) 56 (28.7)
BMI; mean + SD BMI, kg/m? 25944.12
PD duration, y: mean + SD 11.2+4.38

<10y, n (%) 94 (48.5)

>10y, n (%) 100 (51.5)
Time to LCIG initiation, y; mean & SD from:

PD symptoms 122+£5.0

Start of motor fluctuations 5.6+4.7
MMSE total scoreb; mean &+ SD 277+£2.2
Hoehn and Yahr stage; n (%)
During “On”

1 42.1)

1.5 0

2 33 (17.6)

2.5 21(11.2)

3 80 (42.6)

4 43 (22.9)

5 73.7)

Missing 7
During “Oft”

1 0

1.5 2(L.1)

2 6(3.2)

2.5 15 (8.1)

3 59 (31.7)

4 82 (44.1)

5 22 (11.8)

Missing 9
Daily “Off” time (h); mean + SD 6.0+3.4
UPDRS Part II (ADL); mean £ SD 14.8+7.8
UPDRS Part III (motor function); mean + SD 27.6+13.2
UDysRS total score; mean £ SD 33.7+21.1
NMSS total score; mean + SD 88.24+51.1
PDSS-2 total score (sleep quality); mean + SD 26.6£11.7
ESS total score (daytime sleepiness); mean £ SD 9.8+53
PDQ-8 summary index (HRQoL); mean £ SD 45.1+18.1
MCSI total score (caregiver burden); mean £ SD 109+64

a=182. PPatient MMSE total score at baseline must be > 24
for inclusion. ADL, activities of daily living; BMI, body mass
index; ESS, Epworth Sleepiness Scale; HRQoL, health-related
quality of life; LCIG, levodopa-carbidopa intestinal gel; MCSI,
Modified Caregiver Strain Index; MMSE, Mini-Mental State
Examination; NMSS, Non-Motor Symptoms Scale; PD, Parkin-
son’s disease; PDSS-2, Parkinson’s Disease Sleep Scale-2; PDQ-8,
8-item Parkinson’s Disease Questionnaire; SD, standard devia-
tion; UDysRS, Unified Dyskinesia Rating Scale, UPDRS, Unified
Parkinson’s Disease Rating Scale.

For UDysRS total scores, significant reductions
from baseline were observed at all time points
through Month 36 (Month 36 mean [SD]: -5.9
[23.7]; p=0.044) (Fig. 2C). Exploratory analysis
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Fig. 1. Stability of therapy over time. (A) LCIG dose, (B) anti-PD comedications, (C) monotherapy vs. combination therapy, and (D)
total levodopa equivalent dose. *Only patients who participated in the preceding nasojejunal test phase were assessed at D1. BL, baseline;
COMT, catechol-O-methyltransferase; D, day; LCIG, levodopa-carbidopa intestinal gel; LED, levodopa equivalent dose; M, month; MAO-B,
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was conducted to evaluate the effect of LCIG on
UDysRS at Month 36 based on age; there was no
significant difference at any of the ages evaluated
(Fig. 2D). The composite historical score was sig-
nificantly reduced from baseline through Month 36
(Month 36 p=0.012). The subdomain of “On” dyski-
nesia (Part I) was significantly reduced from baseline
until Month 24 (Month 24 p =0.001), with “Off” dys-
tonia (Part II) significantly reduced through Month
36 (Month 36 p<0.001); both these improvements
exceeded the level of clinical relevance [25]. Signif-
icant reductions from baseline during the study were
seen for other components of the UDysRS, includ-
ing the objective score through Month 18 (Month
18 p=0.045), the impairment subdomain (Part III)
through Month 6 (Month 6 p <0.001), and the disabil-
ity subdomain (Part IV) through Month 24 (Month
24 p=0.033) (Supplementary Figure 3). Additional
support for the reduction of the presence and symp-

toms of dyskinesia and dystonia through Month 36
was seen in the UPDRS scale, including dyskinesia-
related disability (mean [SD], —0.4 [1.3]; p=0.016),
dyskinesia-related pain (—0.4 [1.0]; p<0.001), and
early morning dystonia (—0.2 [0.6]; p <0.001) (Sup-
plementary Figure 4).

UPDRS Part II and III scores, after initial improve-
ments (significant for UPDRS III until Month 3),
demonstrated significant worsening from baseline to
Month 36 in the overall group (Supplementary Fig-
ure 4). Patients aged > 65 years showed significant
worsening in UPDRS Part II and III scores at Month
36, while patients aged younger than 65 years had
nominal, but not statistically significant, improve-
ments in UPDRS Part III scores throughout the study
(Supplementary Figure 4).

A summary of baseline and change-from-baseline
values for patients with Month 36 data can be found
in Table 2.
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Table 2

Change from baseline to month 36 in motor and non-motor endpoints among patients with 36-month data

Endpoints n Baseline Change from baseline
Daily “Off” time (h) 80 5.8(3.1) =3.3 (3.7)***
UDysRS total score 67 352 (21.4) -5.9 (23.7)*
UPDRS Part IT (ADL) 85 13.4 (8.5) 4.3 (8.3)H**a
UPDRS Part III (motor function) 83 24.9 (13.6) 5.8 (13.9)%:*#2a
NMSS total score 79 83.7 (46.5) —14.3 (40.5)**
PDSS-2 total score (sleep quality) 85 27.7 (12.3) —5.8 (12.9)***
ESS total score (daytime sleepiness) 84 9.6 (5.3) -1.8 (6.0)**
PDQ-8 summary index (HRQoL) 84 45.2 (18.6) -2.5(19.6)
MCSI total score (caregiver burden) 52 12.3 (6.8) -1.3(7.8)

Table includes patients with Month 36 data only. All data are presented as mean & SD. *Reflects worsening
from baseline. *p<0.05; **p<0.01; ***p<0.001. ADL, activities of daily living; ESS, Epworth Sleepiness Scale;
HRQoL, health-related quality of life; MCSI, Modified Caregiver Strain Index; NMSS, Non-Motor Symptoms
Scale; PDSS-2, Parkinson’s Disease Sleep Scale-2; PDQ-8, 8-item Parkinson’s Disease Questionnaire; SD,
standard deviation; UDysRS, Unified Dyskinesia Rating Scale, UPDRS, Unified Parkinson’s Disease Rating

Scale.



K.R. Chaudhuri et al. / Final 3-year Results from the DUOGLOBE Study

139
Mé

127
M12

nv
M18

107 80
M24  M30

79

M36

-28.5| [-23.7| (-15.1| |-22.6 |-20.8| |-14.3

-20

-40 4

NMSS Total Score
(Mean [SD] Change From Baseline)

-60 4

-80
% Change fromBL -299 -340 -319 -269 -174 -256 -234 -17.1
BL (n = 164): Mean (SD) NMSS total score, 88.2 (51.1)

- = MCID*

775

B
<65 65-75 12 >75
0 ; )
o@ -6
85 .12 e
W
T o-18 -
£5 15.8
E g o
s -24 - -
» O 239
c .30 4
5 é‘i = 30.7 292
£-36 1 504l A .
<42 & w34 405
m M12 O m24 0O M36
BL Mean (SD) NMSS Total Score:
<65: 88.1 (45.1)

65-75: 82,5 (52.7)
>75:100.9 (51.5)

Fig. 3. Change from baseline in (A) NMSS total score and (B) NMSS total score by age subgroups. Significance level for change from
baseline was determined using the one-sample t test. *p<0.05; **p<0.01; **#p<0.001. *Only patients who participated in the preceding
nasojejunal test phase were assessed at D1. bAs reported in Martinez-Martin et al [31]. BL, baseline; D, day; M, month; MCID, minimal
clinically important difference; NMSS, Non-Motor Symptom Scale; SD, standard deviation.

Non-motor symptoms

NMSS total scores demonstrated significant and
sustained improvement from baseline at Month
36 (mean [SD], —14.3 [40.5]; p=0.002) and all
time points (Fig. 3A,B). In addition, three of nine
NMSS subdomains were significantly improved
through Month 36: sleep/fatigue (mean [SD],
-3.7 [12.3]; p=0.007), gastrointestinal tract (-2.5
[6.1]; p<0.001), and miscellaneous (-3.9 [10.3];
p<0.001) (Supplementary Figure 5). Of note, the
last statistically significant improvement was mea-
sured at Month 12 for one domain (cardiovascular,
including falls), and Month 24 for three domains
(mood/cognition, attention/memory, and sexual func-
tion) (Supplementary Figure 5).

In addition to improvement in the NMSS
sleep/fatigue subdomain, stable and significant
improvement in sleep quality (Fig. 4A,B) and day-
time sleepiness (Fig. 4C) was seen with LCIG.
Significant improvement from baseline at Month 36
was observed for PDSS-2 total scores (mean [SD],
-5.8 [12.9]; p<0.001) and ESS total scores (mean
[SD],-1.8 [6.0]; p=0.008). Significant improvement
was seen from Day 1 (PDSS-2) and Month 3 (ESS)
onward.

Patient HRQoL and caregiver burden

Patient HRQoL and caregiver burden improved
from baseline, with significant and consistent
improvement in PDQ-8 through Month 24 (mean
[SD]: —-6.0 [22.5]; p=0.006) (Fig. 5A,B) and Modi-

fied Caregiver Strain Index through Month 30 (-2.3
[7.6]; p=0.026) (Fig. 5C,D). Both scales continued
to show numerical, but not statistically significant,
improvements at Month 36.

Safety

A total of 107 (54.9%) patients experienced SAEs
(Table 3), with 31 SAEs considered as having a
reasonable possibility of being related to LCIG treat-
ment. The most common SAEs were fall (n=2_8),
(worsening of) PD (n=8), and urinary tract infec-
tion (n=7) (Table 3). One patient experienced an
SAE of polyneuropathy, and one experienced an SAE
of chronic inflammatory demyelinating polyradicu-
loneuropathy; both SAEs were adjudicated by the
investigator as having no reasonable possibility of
relationship to study drug. A total of 53 (27.2%)
patients discontinued the study owing to an SAE.
However, this includes 34/195 (17.4%) fatal AEs,
with all reported as having no reasonable possi-
bility of relationship to study treatment with the
exception of one patient with an intestinal obstruc-
tion and a medical history of diverticulitis that
was adjudicated as possibly related to treatment
(Supplementary Table 1). Most fatal AEs were
related to complications of aPD, cardiovascular dis-
ease, and complications from non-treatment-related
infections.

A total of six patients (3.1%) discontinued the
study due to COVID-related infections, restrictions,
or fears of infection. These discontinuations included
two patients (1.0%) who had an SAE of COVID-
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19 and/or COVID-related pneumonia, both of which
resulted in death.

In general, body weight and body mass index
(BMI) remained relatively stable throughout the
study. At baseline, mean body weight was 73.2kg
and mean BMI was 25.7 kg/mz; at Month 36, mean
weight and BMI were 71.2 kg and 24.9 kg/m?, respec-
tively, with both decreasing throughout the study
(Supplementary Figure 6A). Mean (SD) decrease
from baseline to Month 36 was -3.1 (8.0) kg for
weight and —1.2 (2.8) kg/m? for BMI. At last visit,
8.2% of patients demonstrated an increase in base-
line weight > 7%, while 22.1% demonstrated > 7%
decrease. Most patients remained within the same
BMI category at the end of the study that they were
in at baseline (Supplementary Figure 6B).

Looking at safety findings across age, patients in
the 65- to 75-year age group experienced higher rates

of SAEs than did those in the younger than 65-year
age group and older than 75-year age groups (whose
rates were similar to each other), with rates of severe
AEs lowest in the younger than 65-year age group
and similar in the 65 to 75 year and older than 75-
year age groups (Table 3). Rates of severe AEs were
lowest in patients aged younger than 65 years and
were similar in patients aged 65 to 75 years and older
than 75 years.

DISCUSSION

We report the final results of DUOGLOBE, a 3-
year, fully prospective study designed to evaluate
LCIG use in routine clinical practice in a large real-
world population with aPD. Treatment with LCIG
demonstrated “Off” time improvements that were
maintained over 3 years and remained above the min-



K.R. Chaudhuri et al. / Final 3-year Results from the DUOGLOBE Study 777

A n= 101 152 147 136 125 110 84 84
D1* M3 M6 M12 M18 M24 M30 M36

PDQ-8 Summary Index
(Mean [SD] Change From Baseline)
'
=]

-40
% Change fromBL -14.7 -304 -19.7 -202 -150 -130 -73 -55
BL (7= 171): Mean (SD) PDQ-8 summary index, 45.1 (18.1)

n= 74 102 103 89 87 73 55 52
D1* M3 M& M12 M18 M24 M30 M36

0.1
-22(|-23(|-18||-26||-23||-23| |13
-15 4

% Change fromBL 09 -20.0 -200 -17.0 -224 -19.8 -17.7 -106
BL (n = 123): Mean (SD) MCSI total score, 10.9 (6.4)

o

in

MCSI Total Score
(Mea'n [SD] Change From Baseline)
s

B

<65 65-75 >75
. 2 02
is ) ' I
£g 2 18
B A 38
£y S 57 56 )
E2 -8 6.2
S8 77
] 5-‘!0
2 c-12 49 -
8814 -
o =464 448
m M12 O m24 O M36
BL Mean (SD) PDQ-8 Summary Index
<B5:49.1 (17.2)
65-75: 44.0 (18.3)
>75: 43.5 (18.3)
D
<65 65-75 >75
0 - . — i : =
£ 09
@9 2 3
3 24
D> 25
a § 4 35 3
0wE . z
5]
= (=4
g 47
=
o Mi2 0 m24 0 mM38
BL Mean (SD) MCSI Score
<65: 12.1 (7.5)
65-75: 10.4 (5.7)
>75:11.0 (6.8)

Fig. 5. Change from baseline in (A) PDQ-8 summary index, (B) PDQ-8 summary index by age subgroups, (C) MCSI total score, and
(D) MCSI total score by age subgroups. Significance level for change from baseline was determined using the one-sample 7 test. *p<0.05;
#%p<0.01; ***p<0.001. *Only patients who participated in the preceding nasojejunal test phase were assessed at D1. ® As reported in Horvath
et al [36]. BL, baseline; D, day; MCID, minimal clinically important difference; MCSI, Modified Caregiver Strain Index; PDQ-8, 8-item

Parkinson’s Disease Questionnaire; SD, standard deviation.

imal clinically important difference (MCID) of 1 hour
in this population, despite the progressive nature of
PD [26].

The beneficial effects of LCIG use were also
reflected in improvements in UDysRS scores and
subscores. Improvements in “On” dyskinesia (Part
I) were above the MCID of -2.1 through Month 24
and improvements in “Off” dystonia (Part IT) were
above the MCID of —1.8 through Month 36 [25].
Reductions in UDysRS scores are particularly note-
worthy, as this scale (which includes both patient
subjective and clinician objective dyskinesia ratings)
has demonstrated a high sensitivity for detecting
treatment-related changes [27]. The current findings
of significant decreases in “Off” time coupled with
significant improvements in “On” dyskinesia with
LCIG treatment are consistent with those reported in
previous studies [15, 28, 29]. Parallel improvements

in “Off” time and “On” time with dyskinesia are pos-
sible with LCIG, likely due to continuous delivery of
stable plasma levodopa levels that can remain in the
therapeutic window [10, 15, 28].

Non-motor symptoms of PD are often unrecog-
nized and untreated [30]. Significant improvements
were observed in the NMSS total scores, which
remained above the 13.9-point MCID throughout
the 3 years [31]. Improvements in sleep and day-
time sleepiness (as measured by the PDSS-2 and
ESS, respectively) were also observed throughout the
study, with PDSS-2 changes exceeding the —3.4 point
MCID threshold at all timepoints [32]. These findings
are particularly relevant, as non-motor symptoms and
sleep disturbances have been directly linked to dete-
rioration of HRQoL [33-35]. This study supports
this relationship, with both non-motor symptoms and
HRQoL improving after LCIG treatment. Signifi-
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Table 3

Safety summary

Parameters n (% of N=195)

Any SAE 107 (54.9)
Any SAE with reasonable possibility of causal relationship to LCIG 31 (15.9)
Any SAE leading to drug withdrawal 53(27.2)

Any severe AE 69 (35.4)

Patients remaining on LCIG despite study discontinuation

32 of 106 discontinued

patients (30.2%)
Deaths 34 (17.4)
Deaths considered possibly related to LCIG* 1(0.5)
Common Treatment-
SAEs (>4 emergent
patients) SAEs
(reasonable
possibility)
MedDRA v23.1 Preferred Term n (% of n (% of
N=195) N=195)
Fall 8(4.1) 2 (1.0)
PD 8(4.1) 3(1.5)
Urinary tract infection 7(3.6) 1(0.5)
Hip fracture 6(3.1) 0
Pneumonia 6(3.1) 0
Abdominal pain 6(3.1) 4(2.1)
Device dislocation 5(2.6) 2(1.0)
Femoral neck fracture 4 (2.1 0
Hyponatremia 4 2.1 1(0.5)
Sepsis 4(2.1) 0
Treatment Emergent AEs, n (%) <65y 65-75y >75y
(n=44) (n=95) (n=56)
Any severe AE 13 (29.5) 36 (37.9) 20 (35.7)
Any SAE 21 (47.7) 58 (61.1) 28 (50.0)
Any SAE with reasonable 49.1) 16 (16.8) 11 (19.6)
possibility of causal relationship
to LCIG
Any SAE leading to drug 8 (18.2) 31 (32.6) 14 (25.0)
withdrawal
Deaths 7(15.9) 19 (20.0) 8 (14.3)
Deaths considered possibly 0 1(1.1) 0
related to LCIG
SAEs in > 4 patients in total <65y 65-75y >75y
group, n (%) (n=44) (n=95) (n=56)
Fall 2 (4.5) 2(2.1) 4(7.1)
PD 0 5(5.3) 3(54)
Urinary tract infection 1(2.3) 4(4.2) 2(3.6)
Hip fracture 0 22.1) 4(7.1)
Pneumonia 1(2.3) 4(4.2) 1(1.8)
Abdominal pain 1(2.3) 3(3.2) 2(3.6)
Device dislocation 0 33.2) 2(3.6)
Femoral neck fracture 0 2.1 2(3.6)
Hyponatremia 0 3@3.2) 1(1.8)
Sepsis 0 1(1.1) 3(5.4)

ntestinal obstruction. AE, adverse event; LCIG, levodopa-carbidopa intestinal gel; MedDRA,
Medical Dictionary for Regulatory Activities; PD, Parkinson’s disease; SAE, serious adverse event.
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cant improvements in the PDQ-8 Summary Index
were observed at each time point, with changes
at most time points exceeding the MCID thresh-
old of —5.9 [36]. Importantly, while improvements
in the NMSS have been documented with LCIG
[18, 37], this is the first study to show that specific
non-motor symptoms (sleep, gastrointestinal, miscel-
laneous) continued to show sustained improvement
after 3 years of treatment, with cardiovascular symp-
toms showing significant improvement until Month
12 and mood/cognition, attention/memory, and sex-
ual function showing significant improvement until
Month 24.

Patient mood, in particular depression, and patient
quality of life are associated with caregiver bur-
den [38]. Previous investigations of the impact of
LCIG on caregiver strain have reported conflicting
results [12, 20, 39—42], likely as a result of differ-
ent measurements used and methodologic challenges
like different caregivers in longitudinal follow-up
studies. Findings from our study indicate that care-
giver burden is reduced by patient use of LCIG,
signifying that improvements in patient symptoms
observed with LCIG use and/or replacement of com-
plex oral dosing with LCIG may reduce strain on
caregivers.

Despite initial improvement, UPDRS Part II and
Part III scores significantly worsened by Month 36,
likely reflecting underlying disease progression and
worsening of motor function in daily living over the 3-
year study. This finding is consistent with the finding
in a phase 3 open-label trial of LCIG wherein UPDRS
total score, Part II, and Part III scores demonstrated
significant initial improvements that were not main-
tained over the course of the 4.1-year follow-up [43].
Interestingly, in the current trial, the dose of LCIG
remained relatively stable throughout its 3-year dura-
tion, indicating dose adjustments did not need to be
made for the progression of disease.

Overall, safety data are consistent with the well-
established safety profile of LCIG. Slightly more than
half the patients experienced an SAE, with event fre-
quency and type as expected in this 3-year study of a
patient population that is of advanced age with multi-
ple comorbidities. Because weight loss is often seen
in patients with PD, particularly in the later stages
of PD [44], the average weight loss of 2kg over 3
years is not surprising. Because of the absence of a
control group, it is unclear from this study if LCIG
contributes to additional weight loss; however, most
patients in this study did not experience more than a
7% change in weight.

Although two patients reported a polyneuropa-
thy during the study, no conclusions can be made
owing to the observational character of the study as
no systematic assessment of blood parameters such
as vitamins B1/6/12, folate, or homocysteine and
no nerve conduction velocities were performed. Of
note, because only SAEs were reported, any report
of polyneuropathy that was not an SAE was not cap-
tured. Polyneuropathy has been reported in other 1- to
2-year studies of LCIG, as the risk of polyneuropathy
may increase with long-term exposure to levodopa
[45—47]. Clinical management of patients receiving
LCIG over several years may require careful moni-
toring for neuropathic symptoms.

Many patients who discontinued the study con-
tinued LCIG treatment outside the study, indicating
the rate of discontinuations over the 3-year study
was not necessarily due to an unfavorable bene-
fit/risk profile for LCIG. Approximately half the
patients who discontinued the study did so for
non-safety-related reasons. When evaluating those
discontinuations resulting from SAEs, more than half
were fatal AEs, with only one considered possibly
related to study drug. Given this is the first fully
prospective international study of LCIG with a 3-
year follow-up period, it is not surprising that the
rate of fatal AEs observed in this study (17.4%) is
higher than that reported in other observational stud-
ies of LCIG (3% over 1 year and 8-9% over 2 years)
[16, 20, 48]. The vast majority of fatal AEs observed
here were related to cardiac events, complications
from non-treatment-related infections (like pneumo-
nia, sepsis, etc.), neoplasms, and disease progression,
and were not considered related to the study drug by
investigators. When considered in conjunction with
the discontinuations due to non-safety reasons, it
appears reassuring that the number of patients who
truly discontinued because of an SAE, other than
expected age-related deaths, is relatively small. Of
note, a post hoc completer analysis, which compared
baseline demographics and disease characteristics of
patients who completed the first 12 months of study
vs. those who did not, found no clear differences
between the groups [24].

As the first fully prospective 3-year multinational,
real-world study of long-term LCIG treatment, these
findings contribute substantially to our understand-
ing of the long-term management of patients with
aPD. In addition, the stability in outcomes over
time (including robust improvements in dyskinesia)
demonstrates the long-term effectiveness of LCIG
in a real-world setting as PD progresses. The study
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also provides long-term safety data, including dis-
continuations and weight changes over time, as well
as the effects of COVID-19 on patient disposition
(the study was in its last phase during the first year
of the COVID-19 pandemic). However, with only
two COVID-19-related deaths and 3% of discon-
tinuations attributed to COVID-19 (both owing to
restrictions and fear of visiting study sites), the study
was affected by COVID-19 only to a minor degree.

The main limitation of this study is that it was an
open-label observational study, which lacked a treat-
ment comparator, so it is difficult to judge symptom
deterioration in the context of a progressive disease.
Our ability to reach definitive conclusions regard-
ing the causality of AEs such as polyneuropathy
was also limited by a lack of assessment of nerve
conduction velocities and regularly scheduled labo-
ratory evaluations, including vitamin B1/6/12, folate,
homocysteine, and methyl malonic acid. Also, this
study excluded patients with mild-to-severe cognitive
deficits or dementia (Mini-Mental State Examina-
tion score of less than 24) as well as patients who
had undergone deep brain stimulation (excluded only
in participating countries outside the United States).
Excluding these patient populations limits our under-
standing of LCIG in these groups. The fact that
approximately 50% of patients discontinued the study
at some point over the 36 months may limit interpre-
tation of the primary endpoint.

Findings from this study demonstrate the sig-
nificant and sustained clinical value of LCIG in
a practical real-world setting across motor fluctua-
tions, dyskinesia, and non-motor symptoms. Results
show improvements in HRQoL and reduction in
caregiver burden. Of particular interest is that
improvements above the MCID in “Off” time, dyski-
nesia, non-motor symptoms, sleep, and HRQoL were
maintained long-term in a population with an oth-
erwise progressive disease [26, 31, 32, 36]. Safety
events were consistent with those identified in pre-
vious studies of LCIG. Importantly, 30% of patients
who discontinued the study continued to use LCIG
outside the study, attesting to the benefits of long-term
LCIG use in aPD.
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