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1. Appearance of CND-supersaturated solution

without HPMC-AS, with AS-LF (3 mg/mL), and with
AS-HF (3 mg/mL).

Z 1. Amorphous solubilities of CND in non-polymer solution, AS-LF solution (3 mg/mL), and AS-HF solution (3

mg/mL) at 37°C (n =3, mean + S.D.).

Non-polymer

AS-LF solution AS-HF solution

solution (3 mg/mL) (3 mg/mL)
Amorphous
solubility of CND 1.08 £ 0.03 1.06 + 0.01 0.56+0.01
(ng/mL)

2

BANUF—232-570./09—-Xx =1t

B SMLAtE | FGETEL : 060-3636-1817 (IP)  3GEFAX : 048-964-9930 |




4 CND i@ aFiiE n> ©H O CND [

ZiHiid % BT, pFlux (2 X % CND i
AR A T o7, X 2 121% CND AR
1000 pg/mL OB Z K — N HT A%,
PR =Ll 7 v 7 # — [l CND i
FEZRE LR Z2 R d, WIhostEHE

BWTHHIH DT 72 A4 LDk, BRI
CND OFEi NG H ALz, HPMC-AS % &
FIRWAHE T & g LT HPMC-AS &N
L7-#ECld CND ZHEDOUEN RO b
AU, FFIZ AS-HF iRV T et
wma EFE b,

> without HPMC-AS

X with AS-LF

with AS-HF

CND concentration in acceptor chamber

0 20 40 60 80 100

Time (min)
2. CND concentration in acceptor solution after
administration of CND-supersaturated solution without
HPMC-AS, with AS-LF (3 mg/mL), and with AS-HF (3
mg/mL) (n =3, mean £+ S.D.).
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3. Mass frow rate of CND across PAMPA membrane
with each CND-supersaturated solution prepared with
various CND dose concentration at 37°C (n = 3, mean
+ S.D.). Enlarged profiles at the lower CND dose

concentration range are represented in figure.
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Proximity from lipid membrane

=) : Flux at amorphous solubility

Proximity from lipid membrane

=) : Flux improvement by CND-rich phase

-+ - : Concentration gradient without CND-rich droplets
— : Concentration gradient with CND-rich droplets

4. Speculated mechanism of flux improvement of CND by the formation of CND-rich phase in the balk water phase.
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