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Classification according to the percent decrease in
pruritus VAS at week 4 after CIM331 administration
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Predicted concentration of CIM331 in human serum
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A PARM=AUC Scenario=0.5 - 2 mg/kg

B PARM=AUC Scenario=50 mg

,—J I . /_\12 ﬂ e e e e e et e
| -
S| 1000/
3 3 750
*_ 750+ % 750-
3 3
E 50 E 500
< S
2 %0 2 %0
25 50 75 100 125 150 2 50 75 100 125 150
e - PARM=AUC Scenario=75mg . D PARM=AUC Scenario=100mg _
£ St
(0] (1]
X 7504 T 750
o4 S
£ 50 £ 500,
S %0 .S
< <
[] I...h : : : : ﬂ ‘ S—— ‘ : . ‘
25 50 75 100 125 150 25 50 75 100 125 150
Body weight (kg) Body weight (kg)

FIG. 10



11 / 15

-70%

-1004____, . _ . ]
Ref 0 25 50 75 100

Dose (mg)

Symobl for reference: @: Placebo A:0.1 mg/kg #:0.5 mg/kg m:2.0 mg/kg, Gray area and error bar:

90% prediction interval

Median pruritus VAS %change from baseline (1 year)
i

FIG. 11



Pruritus VAS score (mm)

80

12 / 15

70

60 ‘\\\ -
50

-
~
‘‘‘‘

40
30

20

~4&-— Placebo N=14

—A— CIM331 0.125 mg/kg N=14
—>— CIM331 0.5 mg/kg N=13
=@ CIM331 2.0 mg/kg N=14
==>= Nalfurafine hydrochloride N=12

FIG. 12



%
80

70
60
50
40
30
20
10

Week0

Week1l

13/ 15

Week2

Week3  Week4

FIG. 13

| =tpme Placebo N=14
wenfles CIM331 0.125 mg/kg N=14
== CIM331 0.5 mg/kg N=13

| =@~ CIM331 2.0 mg/kg N=14

| =<>+Nalfurafine hydrochloride N=12




14 / 15

4 2 YBES 8 B YIRREMEEE B )

-~

(Twy/B6d) uonesuaosuod | g-7| unias

FIG. 14



15/ 15

FieaM_IeoM CHESM |XEoN dujeseq pleap oM OYESH |JEaN Buleseg

98°0<LETI

98°0 > LEI

apuojyo0ipAy auleinyeN
PRSI GRS VAN YRS SUIBSE PRSI DN TIROH YEaN Ul

S
b

1
- ,,M.r%//.

|

~ F

98'0< LEl
ogeoe|d

980> LEI

08-

ST "Old

PRSI XS RS YO RSO PO CIROH DO Al aupseg

i |
S IIW!{* !;jmri ...\_f
SN | AN
N LW W N
98'0< el 980> LETI
By/bw o'z qewnzijowaN
PN CXPSM (SN |YEOM OUIBSEQ pXBOM CYESM THeaM |YEoM oujeseg
o -
EEY ]
Q ]
et E 3 e SO | R A
@ =3 N m N
@ <8 h I
SnU\Vum N 1 Nt
O =3
D
98'0=< el 980> LE-Tl
By/6w G0 qewnzijowaN
PN CXSI (EOM |EOM oUISSEq pXaM CXESM DIEaM |YEoM dujeseq
o .
ERY] w
25% B — M
355 m m
g ES LN | e + * B
> o TN
ST S
D

o

o

98'0 < Lel

98°0 > LE-I

by/6w Gz| 0 qewnzijowsN

08-
109 3 2,
g
ov-wm..
- 8 5
0 H3
oz B

08-
09- 32
-
0 55
085
0 H*S
oz
O
<=
ow- WM
Y32
oﬁwm
0c- g =
> 9
+3
% g2

auIjeseq WwoJ} abueyn

auIjeseq woJ sbuey)



