Bezisterim (NE3107) in Early Parkinson’s Disease (SUNRISE-PD):
Initial Results and Observations From a Phase 2 Hybrid Design Trial

Joseph Palumbo?; Clarence Ahlem?; Christopher L. Reading'; Stephen O’Quinn?; Jeffrey Zhang?; Mark Stacy*

1. BioVie Inc., Carson City, Nevada, USA; 2. Perissos, Inc., Wake Forest, NC, USA; 3. Princeton Pharmatech, Princeton, New Jersey, USA; 4. Medical University of South Carolina, Charleston, South Carolina, USA.

BACKGROUND RESULTS
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STUDY DESIGN and
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* Motor symptoms were assessed with a modified MDS-UPDRS Part lll
that excluded item 3.3 Rigidity and 3.12 Postural Stability

- Part lll assessments were video recorded and centrally rated by Figure 3: Score Changes in Patients With Platelets <230 x 10°/L (n=23) vs Participants With Platelets >230 x 10%/L (n=27)¢
movement disorder specialists. (Table 1)

N , « Treatment improvement reached statistical 4 N
- Safety and Tolerability were monltqred. for treatment-emergent adverse significance in patients with baseline evidence Change in CBS from Baseline Change in MDS-UPDRS Total Score from Baseline
events (TEAES), .b_y phyS|caI. exam!natlon and suicidality, as measured by of inflammation, as noted with a platelet count
the Columbia Suicide Severity Rating Scale (C-SSRS) >230 x 109/L 3 - 284 N Bezisterim 7 1 N Bezisterim
« CBS in those participants with baseline s ‘ Placebo % 6 1 5.66 Placebo
Table 1. Select Endpoints and Instruments of Measure platelets <230 x 10%L (n=23) favored placebo & g s ‘
slightly, but bezisterim imparted significant o 27 Q4
Pharmacodynamic and Clinical Endpoints? improvement vs placebo for those with platelets s . 8 . Cohens & o
_ - _ >230 x 10%/L (n = 27), a biomarker of systemic s 2 Pe0.0008
- Hematologic inflammatory biomarker indices at week 12 vs baseline inflammation [P = 0.0002]¢ i = 2, 156 .
« Change in the MDS-UPDRS Total, Part I, Part Il and modified Part lll * Similarly, total MDS-UPDRS scores in those % " \ 23
scores at week 12 participants with baseline platelets <230 x 10%/L 05 - \ 0.23 0.28 § 0 & .
3 . . : -0.1 o
« Change in Parkinson's Disease Questionnaire-39 (PDQ-39), Clinical r 2.3) favc_)refj_place_bo Felny bgt el 0 = — =
. . . : provided significant improvement in motor and | _ _
Global Impression-Improvement (CGl-I) and an adjusted Parkinson’s non-motor symptoms vs placebo for those with . ggge“g‘ggmte'eg) Saseline /F’L'a(“e'et;?) 2 - Baseline Platelets Baseline Platelets
. = 05 - < X n= > x 10%/L (n = <230 x 10%L (n = 23) >230 x 109L (n = 27)
Composite Scales (PARCOMS) scores at week 12 olatelets >230 x 109/L (n = 27) [P = 0.0198]

Select Exploratory Endpoints? \_ /

« Change in a fit-for-purpose Composite Benefit Score (CBS), a select y 1 i ;
set of items modeled to pool most informative data from?: Figure 4. Mean Difference in Motor and Non-Motor Effects Across Baseline Platelet Range
« MDS-UPDRS Part | - sleep problems * Increasing platelet count has been correlated to clinical disease activity in inflammatory disorders®-
« MDS-UPDRS Part | - daytime sleepiness As :
- As platelet count rises, 4 _ _ _ I
. MDS-UPDRS Part | - constipation N ierenceinmey _ CBS _ MDS-UPDRS Part | (Non-Motor) _ MDS-UPDRS Part Il (Motor ADL)
« MDS-UPDRS Part Il - hobbies change from baseline o 00 g% 2 gx ¥
. S 0.1 S o 8 2-
- MDS-UPDRS Part Il - tremor betwegn eents, 8¢ 02 R A x 81
_ receiving bezisterim vs 12 s M L5 15 ol D\
« MDS-UPDRS Part Il - walking and balance placebo increased® é% 0.4 §§ 21 2%1 W
« MDS-UPDRS Part lll — speech . This supports a 5 82 g?cg 41 g%i
* MDS-UPDRS Part il - toe tapping, left and right pOt_ential future = 180 200 220 240 260 280 300 < 180 200 220 240 260 280 300 < 180 200 220 240 260 280 300
e MDS-UPDRS Part Il - left |eg ag|||ty enrichment Strategy Baseline Platelet Count Baseline Platelet Count Baseline Platelet Count
. MDS-UPDRS Part Ill — posture for patien’:js7likely MDS-UPDRS Part Il (Motor) MDS-UPDRS Total Score _ PDSS-2 (Sleep)
to respon S ol 5 29
« MDS-UPDRS Part lll - resting tremor constancy .. i . o o 1] 88 4
_ o _ « Similar trends in between- 38 O] 23 ] g% .
« Parkinson’s Disease Sleep Scale (PDSS-2) - staying asleep group change differences &T § 421: —M ;Ilv g ’H - % T
 Parkinson’s Disease Sleep Scale (PDSS-2) — nocturia were observed for =3 o — =5 ¢ U_“_ £2, M =—— =
- Parkinson’s Disease Sleep Scale (PDSS-2) - morning tiredness MDS-UPDRS |, I, Ill, and 23 23 5 53
« Sub-group analyses by baseline biological characteristics and disease el BEelEs; asewell o= m§ L , , , , , , %10' , | | | | | | S5 | | | | | | |
phenotype PDSS-2 scores - 180 200 220 240 260 280 300 180 200 220 240 260 280 300 180 200 220 240 260 280 300
k Baseline Platelet Count Baseline Platelet Count Baseline Platelet Count )

ADL=activities of daily living
N B _ _ ] _ _ o aBased upon the standard of defining minimally important difference as a change that is 0.5 standard deviations (0.5 SD) from the mean; “Meaningfully Improved” and “Meaningfully Worsened” reflect scores that improved or worsened more than 0.5 SD from the mean
®The MDS-UPDRS Part lll was modified to facilitate in-home video with central assessments by excluding Section 3.3 (Rigidity) change.5 PUnless otherwise noted, all P-values reported are nominal and unadjusted for multiplicity, consistent with the exploratory, signal-finding objectives. cTreatment improvement is reflected by smaller or negative Cohen d value. 9The mean difference between

and Section 3.12 (Postural Stability). . bezisterim vs placebo at week 12 was plotted vs baseline platelet count; the solid blue line is the mean change with confidence intervals shown as grey shading. ¢Analysis based on values are for those patients with available platelet counts at baseline (visit 1).
bChange from baseline to Week 12 was calculated; the composite score is the mean of available item-level change scores per

subject
¢The analyzed mITT and Safety populations included randomized participants who took at least 1 dose of study drug.
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S plediis (n = 28) (n = 29) improvement vs placebo in the Composite Benefit Score (CBS) in the
« Baseline characteristics were similar for patients receiving Patients with any AE, n (%) 16 (57.1) 17 (58.6) mITT populatlpn (Cohen’s d = -0.94; P = 0.0011) with meaningful clinical
bezisterim and placebo Total AEe 58 39 iImprovement in motor and non-motor symptoms
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| ch . SEEHE e Placebo Serious AEs, n 0 0 improvements rose to statistical significance in those with a platelet count
aracteristic (n = 28) (n = 29) Severe AEs, n 0 0 >230 x 109/L
Treatment-Related AEs, n 1 1  Enhanced response in non-motor, motor, and motor ADL symptoms, with
Age, years (mean + SD) 65.8+7.8 65.8+7.8 AEs, incidence >5% in either treatment arm clinical motor engagement observed in those with baseline platelet counts
Sex, Male/Female (n) 20/8 16/13 Upper respiratory infection, n (%) 5(17.9) 5(17.2) Foore .the e medlar? 4 Wi | |
N MDS-UPDRS Part | (mean + SD) 6.2 +3.9 50+39 S, 0 () 1(3.6) 2 (6.9) » This represents an inflammation signal that informs an enriched study
— I I _’ . : : population and a biomarker for future phase 3 trials
MDS-UPDRS Part Il (mean + SD) 6.9+3.9 7.0+4.38 2RI el 1 () 0%0) 2 5] - Bezisterim safety reports were similar to placebo, with 57.1% of patients
MDS-UPDRS Part Il (mean + SD) 25 0+76 255488 Fall, n (%) 0(0) 2(6.9) receiving bezisterim vs 58.6% receiving placebo reporting any AEs; no
AE= adverse event serious or severe AEs were reported
CGI-S (mean £ SD) 29x20.7 2.8x0.6
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