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PLACEBO

ACTIVE
Medium chain triglycerides are

Medium chain triglycerides are
dispensed in a suitable stainless steel dispensed in a suitable stainless steel

container. container.
Butylated hydroxytoluene and butylated | Butylated hydroxytoluene and butylated
hydroxyanisole are weighed separately | hydroxyanisole are weighed separately
and transferred into the mixing vessel and transferred into the mixing vessel
while mixing. Mixing is continued until while mixing. Mixing is continued until

all dissolved. MCT may be warmed to all dissolved. MCT may be warmed to
35 + 5 °C to dissolve the BHA / BHT. 35 + 5 °C to dissolve the BHA / BHT.

Pre-weighed Precirol ATO 5 is added to | Pre-weighed Precirol ATO 5 is added to
the MCT and mixed thoroughly using a | the MCT and mixed thoroughly using a
bench top mixer (200-600 rpm) to bench top mixer (200-600 rpm) to
achieve a homogenous suspension. achieve a homogenous suspension.

The final mixture should be The final mixture should be
homogenized for 15 + 5 minutes to homogenized for 15 + 5 minutes to

achieve a lump-free suspension. achieve a lump-free suspension.

Once a homogenous suspension is

achieved, the mixture is deaerated until
it is free of air bubbles.

Pre-weighed d4-domperidone is added
to the suspension and mixed thoroughly
using a bench top mixer (200-600 rpm)
to achieve a homogenous suspension.

J

Once a homogenous suspension is
achieved, the mixture is deaerated until
it is free of air bubbles. Collect a
composite sample from middle of the
medicine container for in-process assay
testing.

F16. 7



WO 2020/086947

6000

Cmax

6/8

4000+

Concentration (ng/mL)
S
3

40000

Dose (mg/kg)

AUC,

30000+
20000+

10000+

Concentration (ng*h/mL)

Dose (mg/kg)

FIG. 8

PCT/US2019/058033

-&- Domperidone-Suspension

=¥ ds;-Domperidone-Suspension

-&- Domperidone-Suspension

=¥ ds-Domperidone-Suspension



WO 2020/086947 PCT/US2019/058033

7/8

Animal dose (HED)
-~ Vehicle

~&~ 2 mgikg (67 mg}
- 11 mglkg (387 mg)

\\\\\\?gf\%wm& w35 mag/kg (1283 mg)
; _

: HED » Muman Equivaiont Dase
w""‘m e - gl .« :
230 Bl ) Siatfetics: Two-lalied Mest, wo
h DOMRrRG B el B (O migl
sensigerey signficant, NT = 5ol tesley
220 T’ £y Y Y T Y v 3§ pe0.05 and no! slgeificantly difersnt
] 4 6 8 10 43 14 16 comperad (o vehinle group

Time {hrs)

msec
Py
=

3

F1G. 9

Animal dose {(HED)
~-# \ehicle

~& 1 mo/kg (32 mg)
5 mgikg (162 mg)
- 20 mgikg (848 my)

HED = Ruman BEquivatent Dose

NBeC

Stagisiica: Twotadled Mast groups
compared tovehivie (§ myl; 008
consifered significant, NT = nof tested
T Y T a5 p¥0.Q% and a0l signifcantly different

{1 2 4 & 40 45 20 25 compared & vehitie groug
Time {hrs}

FIG. 10



PCT/US2019/058033

WO 2020/086947

8/8

N\ ds-Domperidone

\\‘/

N Domperidone

; e “

S m—

E \ 2 F
% s %,

§ r— %,

< S0 %,

~~~~~~~~

Domperidone
\ ds-Domperidone

AN\

@&
\ @@
. @s

q&
— \ @s
aw

w:mwhma

% change from vehicle @ Cmax
relative to dose

Dose

FIG. 12



