Efficacy and Safety of Once-Daily Opicapone 50 mg in Patients with Parkinson’s Disease and Motor Fluctuations:
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INTRODUCTION PARTICIPANTS ® Inthe pooled FAS population, reduction in OFF-time from baseline to Week 14/15 was significantly greater with opicapone 50 mg versus ® The overall incidence of TEAEs was slightly higher with opicapone 50 mg than with placebo, but few patients in either treatment arm had a
m Key inclusion criteria: placebo at all study visits (Figure 2) serious TEAE or discontinued due to a TEAE (Table 2)
B Levodopa/carbidopa is the most effective treatment for managing the signs and symptoms of Parkinson’s disease (PD), but both levodopa- . Men or women, ages 30 to 83 years, with a clinical diagnosis of idiopathic PD for >3 years - At Week 14/15, least squares mean changes (+ standard error) were -2.22 (+0.17) hours for opicapone 50 mg (P<0.0071) and -1.28 (+0.17) - Dyskinesia was the most common TEAE, but few participants had serious dyskinesia (opicapone 50 mg, 0.4%:
induced dyskinesia and motor fluctuations/OFF periods are important clinical concerns' . Modified Hoehn and Yahr (H&Y) stage of 13 in ON-state hours for placebo placebo, 0%) or dyskinesia leading to discontinuation (opicapone 50 mg, 3.0%; placebo, 0.4%)
B Sincelevod ' tabolized in th iphery by catechol-O-methvltransf COMT), sustained inhibition of COMT ' . : TR TE . . . . . . - AESIs (e.q., falls) occurred in <5% of participants in any treatment arm
ince levodopa is metabolized in the periphery by catechol-O-methyltransferase ( ), sustained inhibition o canimprove >1year of treatment with levodopa with clinical improvement Figure 2. Change from Baseline in Absolute OFF-Time by Study Visit (FAS) (eg ) particip y
levodopa treatment outcomes by decreasing variability in circulating levodopa concentrations, thereby reducing OFF-time™* - Motor fluctuations with a mean OFF-time per day of 21.5 hours (not including pre-dose morning akinesia) i
N o . I . g . o Table 2. Adverse Events (Safety Population)
® Limitations of currently approved COMT inhibitors include pill burden, tolerability issues, and/or safety risks requiring frequent - Ability to keep accurate 24-hour diaries Week 1 273 6/7 10/11 14/15
monitoring>® m Key exclusion criteria: PBO,n 255 250 243 236 232 Placebo Opicapone 5 mg Opicapone 25 mg Opicapone 50 mg
Dvskinesia disabilit >3 on the Unified Parki < Di Rating Scale item 33 0PC25mg,n 241 239 236 228 221 (n=257) (n=122) (n=244) (n=265)
®m Opicapone is a once-daily COMT inhibitor"® under United States Food and Drug Administration review as an adjunct to levodopa/carbidopa - UysKinesia disabiiity score =3 on the Unitied Farkinson's Lisease Rating >cale ftem 0PC50mg,n 261 258 245 LY 231 .
for PD patients experiencing OFF episodes - Severe and/or unpredictable OFF periods 0 I I | | , Summary, n (%)
- Previous or planned stereotactic surgery for PD (including deep brain stimulation Any TEAE 147 (51.2 63 (51.6 152 (62.3 170 (64.2
m The efficacy, safety, and tolerability of once-daily opicapone in PD patients with motor fluctuations on a stable regimen of levodopa/dopa _ P Jen ( JEeep ) Ty y 572 (516) (62.3) (64.2)
T o . - Previous use of entacapone (BIPARK-1only) 5 i S T 143) 4(3.3) 5 (2.0) 13 (4.9)
decarboxylase inhibitor have been evaluated in 2 double-blind (DB), placebo-controlled, pivotal Phase 3 clinical trials, BIPARK-1 = y : : : :
(NCTO1568073)° and BIPARK-2 (NCT01227655) ANALYSES > Any TEAE leading to discontinuation’ 19(7.4) 7(5.7) 14 (5.7) 2 (9.)
W Effi data from BIPARK-1 (excludi t d opi 5 d BIPARK-2 led and analyzed usi ixed model f £
B This presentation evaluates the efficacy, safety, and tolerability of adjunctive opicapone using pooled data from BIPARK-1and BIPARK-2 reszaaigd ;:ag?es (excluding entacapone and opicapone 5 mg) an WeTe pooiedand analyzed Using a mixed modet for E -1 Deaths" 1(0.4) 0 0 0
o . (5] + C
participants B In the pooled Full Analysis Set (FAS), changes from baseline in absolute OFF-time were analyzed by study visit (Weeks 1, 2/3, 6/7, and 10/11) ‘; A Common TEAEs, n (%)
METH O DS and at the end of DB treatment (Week 14/15) g Dyskinesia 16 (6.2) 17(13.9) 39 (16.0) 54 (20.4)
The mean change from baseline to Week 14/15 in absolute OFF-time was also analyzed in the following exploratory subgroups: dé’ x * e 5(1.9) 103 1249 1764
- Age: <65 years, 265 years f= = o _
STUDY DESIGN . Gender: men. women ;, * ok k Insomnia 4(1.6) 2(1.6) 17 (7.0) 9(3.4)
® BIPARK-1and BIPARK-2 were multinational, multicenter, randomized, DB, placebo-controlled, parallel-group studies (Figure 1) - Race: white, Asian é Dry mouth 3(12) 2(1.6) 16 (6.6) 8(3.0)
. . , =@~ Placebo
- In BIPARK-1, participants were randomized (1:1:1:1:1) to DB treatment with opicapone (5, 25, or 50 mg), entacapone - Modified H&Y stage in ON-state: <2.5,22.5 ot ®— Opicapone 25 mg Common AESIs, n (%)
(200 mg), or placebo for 14—15 weeks as adjunct to their current levodopa regimen - Concurrent medication use: dopamine agonist (DA: yes, no); monoamine oxidase-B inhibitor (MAOBI: yes, no) 3] —®— Opicapone 50 mg Fall 12(4.7) 2(1.6) 11(4.5) 8(3.0)
m Saf from BIPARK-1 (excludi BIPARK-2 DB peri I I iptivel
- In BIPARK-2, participants were randomized (1:1:1) to DB treatment with opicapone (25 or 50 mg) or placebo for Safety data from (excluding entacapone) and periods were pooled and analyzed descriptively Nomina ‘P<0.5, <001, P00 verus lcebo. Somnolence 5(1.9) 1(0.8) 10 (4.) 5(1.9)
14 15 k d tt th i t | d i " In the pOOIed Safety popUIation’ assessments inCIUded treatment-emergent adverse events (TEAES)’ adverse events Ofspedal intereSt e R A e T pre *Includes 3 participants who had a TEAE that started during the double-blind period and resulted in discontinuation from the subsequent open-label extension period.
—15 weeks as adjunct to their current levodopa regimen (AESIs), laboratory tests, vital signs, and electrocardiograms (ECGs) . s fve of th o FAS results. th orat . I dicated that opi 50 nificantlv reduced dail Ubiihi BT e
- Inboth studies, other PD medications were allowed with stable dosing regimens, and the Investigator could adjust the levodopa dose UPPOTHIVE 07 the pooTe restiits, e exploratory SULGroUp analyses indicated that opicapone 54 Ing signivicantly ref uced cary HES RSB TSGR B 1 A G e o
. . . - ‘ _ R ESU LTS OFF-time relative to placebo regardless of age, gender, race, disease stage, or concurrent PD medication use (Figure 3); no statistically
during the first 2—-3 weeks according to participant response, not exceeding baseline level significant or qualitative treatment-by-subgroup interactions were observed m Other TEAEs associated with COMT inhibitors were not commonly reported with opicapone 50 mg versus placebo, including diarrhea (2.3%
® Demographics and PD characteristics were generally comparable across treatment groups (Table 1) versus 1.9%) and chromaturia (0% versus 0%)
Figure 1. Study Designs Figure 3. Effects of Opicapone on Absolute OFF-Time at Week 14/15 (FAS Subgroups) ® No notable mean changes from baseline were found in vital signs, ECGs, or laboratory parameters, including liver function tests, in all
Table 1. Demographics and Baseline Characteristics (Safety Population) treatment groups
: : : . . . LS Mean
Screening Period Double-Blind Period :  Follow-Up Period  : Placebo Opicapone 5 mg Opicapone 25mg | Opicapone 50 mg Difference
(Up to 2 Weeks) (1415 Weeks) (Up to 2 Weeks) (n=2517) (n=122) (n=244) (n=265) . n (Hours) 95%Cl  Pvalue CONCLUSIONS
: Levodopa Mjustment Stable Levodopa Regimen Demosraphics Age | v S B B B In the pivotal Phase 3 studies, BIPARK-1 and BIPARK-2, levodopa-treated adults with PD and motor fluctuations had
: (2-3 Weeks) (12 Weeks) Age, mean (SD), years 62.83 (9.1) 63.6(9.3) 63.4(8.8) 64.5(8.8) =¥ | o - [138,-03) ' a significant reduction in daily OFF-time with opicapone 50 mg (targeted therapeutic dose) versus placebo
. Opicapone 5 mg | - Men, n (%) 12(55:3) 1(8.2) 19 611) 160 (60.4) Gender Men —&— 144 0.9 [1.5,-04]  0.001 m Significant OFF-time improvement with opicapone 50 mg was observed as early as 1 week after treatment initiation,
: e ; White, n (%) 211(82) 122 (100) 209 (85.7) 231(87.2) Women | ® - 81 10 [1.7,-0.3]  0.006 and exploratory analysis indicated significant improvement with opicapone 50 mg regardless of demographic
Opicapone 25 mg Asian, n (%) 42(16.3) 0(0) 29 (11.9) 33(12.9) White ® 201 0.9 [14,-04]  <0.001 characteristics, PD disease severity, or treatment with other PD medication classes
BIPARK-1 N ._—I ’ : : : ' D ' L : : : : :
Screening Visit 0 Post-Study Visit PD Characteristics Race Asian = ® 29 1.2 [2.2,-00]  0.038 B Once-daily opicapone up to 50 mg was generally well tolerated in PD patients with motor fluctuations taking stable

' picapone 50 mg '
Entacapone 200 mg Disease duration, mean (SD), years 1.7(3.9) 15(3.6) 19 (4.3) 76 (4.3) hey 95 : PY : 79 10 11.8,-0.2] 0.012
l Placebo l Motor fluctuation duration, mean (SD), years 26(2.2) 2.3(23) 2.1(2.1) 2.7(2.9 >2.5 —— 152 -0.9 [-14,-0.4] 0.001
: : : : Presence of dyskinesia, n (%) 122 (47.5) 57 (46.7) 115 (47) 133(50.2) Concurrent | Yes o 162 0.9 [14,-04]  <0.001
Dally OFF-time, mean (SD), hours? 6.1 (21) 6.7 (21) 6.5 (22) 6.3 (20) DA No ' - | 69 1.0 [-1_9, -01] 0.024 Nyholm D, Lennernds H. Expert Opin Drug Metab Toxicol. 2008;4:193-203. Rocha JF, FerreirelaJJ, Falcdo A, etal. Clin Pharmacol Drug Dev. 2016;5:232-40.
S LeWitt PA. Mov Disord. 2015;30:64-72. Rocha JF, Sicard E, Fauchoux N, etal. BrJ Clin Pharmacol. 2017,83:540-53.

Opicapone 25m PDRS Ill in ON- D 24.8 (121 28.7 (12. 25.3 (131 251 (13.2 : atsaiti |, Nixon J. J Parkinsons Dis. 2018;8:217-31. 4 erreira JJ, Lees A, Rocha JF, etal. Lancet Neurol. 2016;15:154-65.
‘_L‘ U S " 0 State’ mean (S ) 8 ( ) 8 ( 3) 5 3 ( 3 ) 5 ( 3 ) concurrent Yes ’ . ' 48 '11 ['2°1’ '02] 0022 . ia;kk;;SN./nt/?JevJAZufob/‘oﬁ 2?10;253(;1:2087—2215?31 . [eesAJ,JFJerteiraﬁ, ias?oIJOF, ettal‘.jAMA A[lzlurotlzg1071j41:?9175—30?
BIPARK-2 Screening Visit ‘ Opicapone 50 mg ’ Post-Study Visit* [ Daily levodopa dose, mean (SD), mg 695 (321) 646 (311) 132 (370) 638 (322) MAOBI No —— 183 0.9 [14,-04]  <0.001

regimens of levodopa and other allowed PD medications
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Concurrent Medications, n (%) - . . i .
-3 -2 -1 0 1 2

Dopamine agonist 188 (73.2) 71(58.2 162 (66.4) 183 (69.1 LS Mean Difference (Hours) @® Opicapone 50 mg PRESENTED AT THE AMERICAN ASSOCIATION OF

ya

Monoamine oxidase-B inhibitor 49 (19.1 20 (16.4 49 (20.1 57 (21.5 S : 7 NEUROSCIENCE NURSES 52ND ANNUAL EDUCATIONAL MEETING
(19.1) (16.4) (20.1) (21.5) Favors Opicapone Favors Placebo APRIL 18-21, 2020: ORLANDO, FL

Placebo

°In the pooled FAS population: placebo, n=255; opicapone 5 mg, n=119; opicapone 25 mg, n=241; opicapone 50 mg, n=262.

FAS, Full Analysis Set; PD, Parkinson’s disease; S0, standard deviation: UPDRS, Unified Parkinson’s Disease Rating Scale. Cl, confidence interval; DA, dopamine agonist; FAS, Full Analysis Set; H&Y, Hoehn & Yahr; LS, least squares; MAOBI, monoamine oxidase-B inhibitor; n, number of participants in the active treatment group.

*Participants who completed each double-blind study were eligible to continue into respective open-label extension studies; post-study visits were completed in participants who did not continue.




