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STUDY DESIGN FOR PART A

PART A: SINGLE ASCENDING DOSE

COMORTS A1 THROUGH AB: 8 SUBJECTS PER COHORT® RANDOMIZED 3:1 {COMPOUND LPLACERQ)
CCHORT AS: 8 SUBJECTS, OPEN-LABEL

COHORT A1 28 SUBJECTS, OPEN-LABEL

COMPOUND [ DOSES {SINGLE DOSES)

58
COHORTA1| 0
COHORT A2 emg |
COHORT A3 6 mg
COHORT Ad 20 mg
COHORT AS 60 mg
COHORT AB 180 mg
COHORT A7 540 mg
COHORTAS 35 mg
COHORT A . DOSINGPERIODT  DOSING PERICD 2
DAY 1. DAY 11
COMPOUND 1 COMPOUND |
FASTED FED HIGH-FAT
—
10-DAY WASHOUT
COHORTA1D DOSING PERIOD 1 DOSING PERIOD 2
R T J-=—-—mmmm - - - -
DAY 1: DAY 11:
DOSE 1 DOSE 2
—
10-DAY WASHOUT
DOSING PERIODS  DOSING PERIOD 4
———————— R e
DAY 24: DAY 3:
NOSE 3 NOSE 4
\..........vmi bermscncnagrnnnananesd
10-DAY WASHOUT 10-DAY WASHOUT

NOTES: FIGURE NOT DRAWN TO SCALE. COHORTS A1 THROUGH A7 WERE DOSED UNDER FASTED
CONDITIONS AND COHORT A8 WAS DOSED UNDER FED CONDITIONS. COHORT A10 WAS DOSED
UNDER FED CR FASTED CONDITIONS DEPENDING ON THE TREATMENT SEQUENCE.
% COHORT A2 ENROLLED § SUBJECTS,

FIG. 1

SUBSTITUTE SHEET (RULE 26)
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PART B: MULTIPLE ASCENDING DOSES
8 SUBJECTS PER COHORT?, RANDOMIZED 3:1 (COMPOUND EPLACEEQ)

DOSES {q24h; 10 days®)

COHORTB! |

2mg

COHORTBZ
COHORTBS
COHORT B4
COHORTBS
COHORTBé

& myg

20mg

80 mg

200 mg

Mamg |

g24H: ONCE DALY

NOTES: FIGURE NOT DRAWN TO SCALE. COHORTS B THROUGH B5 WERE DOSED UNDER FASTED
CONDITIONS. COHCRT BE WAS DOSED UNDER FED CONDITIONS.
4 COHORT 86 ENROLLED 7 SUBJECTS. DOSING WAS DISCONTINUED AT DAY 8 DUE TO AES RELATED
T0 DYSTONIADYSKINESHA).

SUBSTITUTE SHEET (RULE 26)

FIG. 2
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$TUDY DESIGN FOR PARTC
PART C: DI STUDY
15 SUBJECTS PER OOHORT, OPEN-LABEL
DOSING PERIOD 1 DOSING PERIOD 2
pmm=mma—e- bmmmmmmemmeemaeaaa. |
DAY 14
DAY 1
A COMPOUND 1+
COMPOUNG TRACONAZOLE
TRACONAZOLE: DAYS 11 70 25
DOSING PERIOD 1 DOSING PERIOD 2
fmmmmmm - Fommmmm e |
DAY 12
DAY 1:
COMPOUND 1+
DAZOL
MIDAZOLAN MIDAZOLAM

. &
4§

COMPOUND IDAYS 37013

DDE DRUG-DRUG INTERACTION
NOTES: FIGURE NOT DRAWN TO SCALE. COHORTS C1 AND C2 WERE DOSED UNDER FASTED CONDITIONS

FIG. 3

SUBSTITUTE SHEET (RULE 26)



