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N D E

®E)Y) : Male SD rats ( fiTE§:240-270 g) 5 (Sham, TNBS, 3 dose) . &#n=8T&tn=40

O ET ILDIER:
TRz /X5 (ketaminelxylazine) REF T Ty MEBIBEAICM) = AR B R LRV BE
(TNBS,50 mg/kg, with 30 % EtOH)Z#¥ 5 L{ERLT-.

O3EH|:  Alosetron (5-HT37>A#Td=XF) 0.003,0.03, 0.3 mg/kg ZHEO% 5

o N fERED AIE
FﬁﬁEG) ﬂ']IE( [£CRD(colorectal balloon-distension)ixZ ALY, FEEBERNIZE AL/ NL—2AIZSmmHg D
g FIL, b HEREITEN(abdominal cramp: & -position)ZERLI-FFR TDEA
(mmHg)’éWﬂEﬁEﬁﬂE&?’é

BAE TRAR S DERT, 303 R E IV 2K MEIZRIELT=,

ML K o
(TNBS# 5-&B4iz)

Eha

IS mDEEH EEH

The experiments were carried out
according to a protocol approved
by Animal Ethics Committee at
Nagoya Laboratories of Pfizer
Global Research and
Development.




RERIER

Treatment Sham TNBS Alosetron

Dose (mg/kg) Vehicle Vehicle 0.003 0.03 0.3
Route p.o. p.o. p.o. p.o. p.o.

Animal # pre [05h| 2h | pre [05h| 2h | pre [05h| 2h | pre [05h| 2h | pre |[05h| 2h

1] 50 55 50 30 30 30 25 30 25 30 40 35 30 35 30

2| 45 40 45 25 20 25 25 20 25 25 45 35 30 45 30

3] 40 45 45 25 25 20 25 20 20 25 30 30 20 35 20

4] 55 50 60 20 20 25 30 35 30 20 40 35 30 40 35

5| 55 60 50 20 25 20 30 30 25 30 35 30 30 50 40

6] 45 45 50 30 30 30 25 25 30 20 25 20 25 45 35

7] 45 45 45 30 25 30 30 30 25 20 40 30 30 50 45

8| 40 50 45 25 20 25 25 25 20 30 45 45 20 40 40

(B : mmHg)

T—4A(%5 mmHgfE D B £ (B
ERATOEESNRESBREICIT/V/INTAN) VY EEER
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FARE FIBIZ KB WilcoxonD IBLELFIHRTE

- Priority WilcoxonlE 5 F1 4% € D pliE
1IE 3R a2 IEfE7%E pfE
Sham vs. TNBS 1 0.0008 1.55E-04
Pre TNBS vs. 0.3 2 0.5303 0.5953
TNBS vs. 0.03 3 ND ND
TNBS vs. 0.003 4 ND ND
Sham vs. TNBS 1 0.0008 1.55E-04
0.5hr TNBS vs. 0.3 2 0.0008 1.55E-04
TNBS vs. 0.03 3 0.0039 0.0025
TNBS vs. 0.003 4 0.3499 0.4429
Sham | vs. TNBS 1 0.0008 1.55E-04
ohr TNBS vs. 0.3 2 0.0209 0.0149
TNBS vs. 0.03 3 0.0295 0.0247
TNBS vs. 0.003 4 0.7788 0.8687

F:p<0.01 FHF:p<0.05



REBRHER (7757, &)

Xk Xk
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50 [ @ |
XX
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00000000 00 O
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m W 2. n' 2
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** p<0.01, * p<0.05

by Wilcoxon’s rank sum test
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Hodges—Lehmannif FE=I-DUL\T

Wilcoxon® BRI FIHRE TlE,. ENEFENE >N IFEIETE SN,
EDRKEZFTIETHhMSELY,
EDREIZHR T SHIZIE. Hodges-Lehmann #HFEZFALVS,

2% (BH(EImfA. nf@) DZEDHodges-Lehmanni & £ AlZ.

N

A:median{(Yj —Xi),i =1---,m; ] :1,---,n}

tIRER2HDENTEKES%THE
= 2BNEDEHEDIS%EBERBMN0ZZFHEL

WilcoxonD EAZ FIIRE2BHR D ENE B IKEES% THE
= 2HDZEDHLEETENIS%EERBMNZEELL




BRERREDLEE

| WilcoxonllE{i ¥1#% %€ D piE Hodges—Lehmann #E =
LT A Priority - = - - -
IE R IEfEpfE HEE  THAMEHERBHR LAEERER EEXEE.
Sham vs. TNBS| 1 0.0008 1.55E-04 20.0 15.0 25.0 oF 2} 171 =y A
- High vs. TNBS| 2 0.5303 0.5953 0.0 -5.0 5.0 O%tatld
Mid vs. TNBS| 3 ND ND ND ND ND ND
Low vs. TNBS 4 ND ND ND ND ND ND
Sham vs. TNBS| 1 0.0008 1.55E-04 25.0 20.0 30.0 OZxfblnizly
0.5hr High vs. TNBS| 2 0.0008 1.55E-04 20.0 10.0 25.0 OZxfblniEly
Mid vs. TNBS| 3 0.0039 0.0025 15.0 5.0 20.0 oZxfbIniiy
Low vs. TNBS| 4 0.3499 0.4429 2.5 -5.0 10.0 ok 2 4IRS
Sham vs. TNBS| 1 0.0008 1.55E-04 20.0 20.0 30.0 OZ& &Y%
. High vs. TNBS| 2 0.0209 0.0149 10.0 0.0 15.0 OZ &Y %ALY
Mid vs. TNBS| 3 0.0295 0.0247 5.0 0.0 15.0 OZ &Y%
Llow vs. TNBS| 4 0.7788 0.8687 0.0 -5.0 5.0 0% 3
F:p<001 FH:p<0.05
~ Y N~ YT
SASTHEHE ProcStatXactCEtE
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O/\NXMEIRDELT
1. L2-Regression JZZE=D 2F Mz =x/ME ; FE D BlIR S #H)

minimizing Zn: {Yi - X.B}Z
B i—1

2. L1-Regression (FZRZDMEXHMED FID &=/ME ; O/ N X FEF)

minimizing Zn:‘Yi —x'i[i‘
B =

3. R-Estimation F&Z&5>F > LE&/ME ; O/ANXFEE)

minimizing 12X L_l =
i 12 Z{n+l 2}{\( x;B}

=1




F—A(30.5hriE%

Experimental ID;Alosetron_po_expl.

Experimental day; Apr./22/2005
Experimenter; K. Ohashi
Model: TNBS@7th day after injection
Animal: Male IgS rat, 9 wks,
Condition; Fasting
Dose; 0.5% MC, 2 ml/kg, po

ZIRY

Treatment Sham TNBS Alosetron;CJ-035123
Jose (mg/kg) \Y Vv 0.003 0.03 0.3
Route po po po po po
Animal #| s-pre [s-0.5H s-2 h| t-pre [t-0.5h| t-2 h | I-pre |I-0.5 h| 1-2 h | m-prejn-0.5 fm-2 h| h-pre h-0.5 H h-2 h
1| 50 55 50 30 30 30 25 30 25 30 40 35 30 35 30
2| 45 40 45 25 20 25 25 20 25 25 45 35 30 45 30
3] 40 45 45 25 25 20 25 20 20 25 30 30 20 35 20
4] 55 50 60 20 20 25 30 35 30 20 40 35 30 40 35
5| 55 60 50 20 25 20 30 30 25 30 35 30 30 50 40
6] 45 45 50 30 30 30 25 25 30 20 25 20 25 45 35
71 45 45 45 30 25 30 30 30 25 20 40 30 30 50 45
8| 40 50 45 25 20 25 25 25 20 30 45 45 20 40 40
FAEFEMII=T 510, - ~ ~
223N

[E]F 53 ATIZE TR,




L2- Regressmn(?%E@Zi*ﬂ’éﬂi/]\‘lt)

¥ 52£(0.5hr) DT —4
L2[ElE (R/IN2FEE)
X#Eh D Doseld xt #ZE #h

&/MEIZVILN—TETT

i Xi logxi Yi Yihat
1 0.003 -2.523 30| 27.813 2.187
2 0.003 -2523 20 27.813 -7.813
3 0.003 -2523 20| 27.813 -7.813
4 0.003 -2523 35| 27.813 7.187
5 0.003 -2523 30| 27.813 2.187
6 0.003 -2.523 25| 27.813 -2.813
7 0.003 -2523 30 27.813 2.187
8 0.003 -2.523 25 27.813 -2.813
9 0.03 -1.523 40| 35.625 4.375
10 0.03 -1.523 45| 35.625 9.375
11 0.03 -1.523 30| 35.625 -5.625
12 0.03 -1.523 40( 35.625 4.375
13 0.03 -1.523 35| 35.625 —0.625
14 0.03 -1.523 25| 35.625 -10.625
15 0.03 -1.523 40| 35.625 4.375
16 0.03 -1.523 45( 35.625 9.375
17 03 -0.523 35| 43.438 -8.438
18 0.3 -0.523 45| 43.438 1.562
19 0.3 -0.523 35| 43.438 -8.438
20 0.3 -0.523 40| 43.438 -3.438
21 0.3 -0.523 950 43.438 6.562
22 03 -0.523 45| 43.438 1.562
23 0.3 -0.523 50| 43.438 6.562
24 0.3 -0.523 40| 43.438 -3.438

1 0.1 35.6 839.1
b0 b1

47.522 7.8125
=/MET St

CIHECD) ﬁ«ta&ﬁét»




agnosis Bl I 52 BT
<{Diagnosis ™ RZ @ greigx )\ Bz \ 0B

i logxi Yi gxi—logx| Yi-Ym Yihat Kihat-Ym Ei SER ti Di
1 -2.5229 30| -1.0 -5.6 | 27.813 | -7.813 | 2.188 | 0.104 | 5.845 | 0.374 | 0.008
2 -2.5229 20| -1.0 | -156 | 27.813 |-7.813 [-7.813 | 0.104 | 5845 | -1.337 | 0.104
3 -2.5229 20| -1.0 | -156 | 27.813 | -7.813 [-7.813 | 0.104 | 5845 | -1.337 | 0.104
4 -2.5229 35 -1.0 -0.6 | 27.813 | -7.813 | 7.188 | 0.104 | 5.845 | 1.230 | 0.088
5 -2.5229 30 -1.0 -5.6 | 27.813 | -7.813 | 2.188 | 0.104 | 5.845 | 0.374 | 0.008
6 -2.5229 25| -1.0 -10.6 | 27.813 [ -7.813 | -2.813 | 0.104 | 5.845 | -0.481 | 0.013
7 -2.5229 30] -1.0 -5.6 27.813 | -7.813 | 2.188 | 0.104 | 5.845 | 0.374 | 0.008
8 -2.5229 25| -1.0 -10.6 | 27.813 [ -7.813 | -2.813 | 0.104 | 5.845 | -0.481 | 0.013
9 -1.5229 40| 0.0 4.4 35.625 0 4375 | 0.042 | 6.046 | 0.724 | 0.011
10 -1.5229 45| 0.0 9.4 35.625 0 9.375 | 0.042 | 6.046 | 1.551 | 0.052
11 -1.5229 30[ o.0 -5.6 | 35.625 0 -5.625 | 0.042 | 6.046 | -0.930 | 0.019
12 -1.5229 40| 0.0 4.4 35.625 0 4375 | 0.042 | 6.046 | 0.724 | 0.011
13 -1.5229 35| 0.0 -0.6 | 35.625 0 -0.625 | 0.042 | 6.046 | -0.103 | 0.000
14 -1.5229 25 0.0 -10.6 | 35.625 0 -10.625| 0.042 | 6.046 | -1.757 | 0.067
15 -1.5229 40( 0.0 4.4 35.625 0 4375 | 0.042 | 6.046 | 0.724 | 0.011
16 -1.5229 45| 0.0 9.4 35.625 0 9.375 | 0.042 | 6.046 | 1.551 | 0.052
17 -0.5229 35[ 1.0 -0.6 | 43.438 | 7.8125 [ -8.438 | 0.104 | 5.845 | -1.443 | 0.121
18 -0.5229 45 1.0 9.4 43.438 | 7.8125 | 1.563 | 0.104 | 5.845 | 0.267 | 0.004
19 -0.5229 35[ 1.0 -0.6 43.438 | 7.8125 | -8.438 | 0.104 | 5845 | -1.443 | 0.121
20 -0.5229 40| 1.0 4.4 43.438 | 7.8125 | -3.438 | 0.104 | 5.845 | -0.588 | 0.020
21 -0.5229 50| 1.0 144 | 43.438 (78125 | 6.563 | 0.104 | 5845 | 1.123 | 0.073
22 -0.5229 45| 1.0 9.4 43.438 | 7.8125 | 1.563 | 0.104 | 5.845 | 0.267 | 0.004
23 -0.5229 o0 1.0 14.4 | 43.438 | 7.8125 | 6.563 | 0.104 | 5.845 | 1.123 | 0.073
24 -0.5229 40[ 1.0 4.4 43.438 | 7.8125 [ -3.438 | 0.104 | 5.845 | -0.588 | 0.020

Ty -1.5 35.6 0.0 0.0 35.6 0.0 0.0 0.083 5.9 0.0 0.042

S(T) S(R) S(e) 2 hi

A 16.0  1815.6 M 839.1 | 2.000

0 @E CID) 125 ¢ e SER T AL REFHID
b1 se(b1) b0 se(b0) R2 n fT fR fe Ve F RMSE

7.8125 1.544 47522 2668 | 0538 | 24.000 | 23.000 | 1.000 | 22.000 | 38.139 | 25.605 | 6.176
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L2 —RegressionD &R

55 y=78125x+47522

_ R?=0.5379 .
1))
T
£
e 2 Data
I_ﬁ - = = -195%
= = = = =U95%
E LS2
=
K L
15
-3 ~2.5 -2 -1.5 -1 ~0.5 0
FAE (mg/kg) D%t
il 47522 2.668

fE= 7.8125 1.544




L1-Regression (5&Z= D $&Ex}{E @*ﬂ’&ﬁi’l\‘lt)

i Xi logxi Yi Yihat
1 0.003 -2523 30( 30.000 0.000
2 0.003 -2523 20( 30.000 10.000
3 0.003 -2523 20( 30.000 10.000
4 0.003 -2523 35| 30.000 5.000
5 0.003 -2523 30[ 30.000 0.000
6 0.003 -2523 25| 30.000 5.000
7 0.003 -2.523 30[ 30.000 0.000
8 0.003 -2.523 25| 30.000 5.000
9 0.03 -1.523 40( 37.500 2.500
10 0.03 -1.523 45( 37.500 7.500
11 0.03 -1.523 30| 37.500 7.500
12 0.03 -1.523 40( 37.500 2.500
13 0.03 -1.523 35| 37.500 2.500
14 0.03 -1.523 25| 37.500 12.500
15 0.03 -1.523 40( 37.500 2.500
16 0.03 -1.523 45( 37.500 7.500
17 0.3 -0.523 35( 45.000 10.000
18 0.3 -0.523 45| 45.000 0.000
19 0.3 -0.523 35( 45.000 10.000
20 0.3 -0.523 40| 45.000 5.000
21 0.3 -0.523 50( 45.000 5.000
22 0.3 -0.523 45| 45.000 0.000
23 0.3 -0.523 50( 45.000 5.000
24 03 -0.523 40| 45.000 5.000

EH 0.1 35.6 120.0
b0 bi

48.922 7.5001

Cas ﬁﬂ:&ét»
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L1 —RegressionD 5 H

A fig fa R E (mmHg)

B5 [
¢ Data
—_—2
— 1
15
-3 -2.5 -2 -1.5 -1 -0.5 0
& (mg/kg) DX
HEEE
L1-regression L2-regression
YA 48.922 47522

fE= 7.5001 7.8125
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{n+1_
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2 -xp)

Exact Wilcoxon sizned rank Lest

data: x
¥ o= 300, p-walue = 1.132e-07
alternative hypothesziz: true mu iz not egual to i
45 percent confidence interwal:
43.92159 50.171519
zanple estimates:
{pseudoimedian
47 . 04654

[ ¥ hZE
OtL.b1%
=/IMELT=
#. EiOHL
HEEFE
BELART

o

@ Y%ﬂ:‘éﬁét}b

i Xi logxi Yi Yihat Ei Ri DWB Yihat2
1 0.003 -2.523 30| 28.125 1.875 15.000 [ 0.650 28.125
2 0.003 -2.523 20| 28.125 -8.125 4.500 9.007 28.125
3 0.003 -2.523 20| 28.125 -8.125 4.500 9.007 28.125
4 0.003 -2.523 35| 28.125 6.875 22.000 9.050 28.125
5 0.003 -2.523 30| 28.125 1.875 15.000 [ 0.650 28.125
6 0.003 -2.523 25| 28.125 -3.125 9.500 1.299 28.125
7 0.003 -2.523 30| 28.125 1.875 15.000 [ 0.650 28.125
8 0.003 -2.523 25| 28.125 -3.125 9.500 1.299 28.125
9 0.03 -1.523 40| 35.625 4.375 18.000 3.334 35.625
10 0.03 -1.523 45| 35625 9.375 23.500 | 14.289 35.625
11 0.03 -1.523 30| 35.625 -5.625 6.000 5.066 35.625
12 0.03 -1.523 40| 35.625 4.375 18.000 3.334 35.625
13 0.03 -1.523 35| 85.625 -0.625 | 11.000 | 0.130 35.625
14 0.03 -1.523 25| 385.625 | -10.625 | 1.000 16.931 35.625
15 0.03 -1.523 40| 35.625 4.375 18.000 3.334 35.625
16 0.03 -1.523 45| 35.625 9.375 23.500 | 14.289 35.625
17 0.3 -0.523 35| 43.125 -8.125 2.500 11.258 43.125
18 03 -0.523 45| 43.125 1.875 12.500 [ 0.000 43.125
19 0.3 -0.523 35| 43.125 -8.125 2.500 11.258 43.125
20 0.3 -0.523 40| 43.125 -3.125 7.500 2.165 43.125
21 0.3 -0.523 50| 43.125 6.875 20.500 7.621 43.125
22 0.3 -0.523 45] 43.125 1.875 12.500 [ 0.000 43.125
23 0.3 -0.523 50| 43.125 6.875 20.500 7.621 43.125
24 0.3 -0.523 40] 43.125 -3.125 1.500 2.165 43.125
0.1 35.6 840.6 134.4
b0 b1
47.047 7.5000
=R/METEHEIL




R—EstimationD#5 8

B [
T 45
E ¢ Data
~ —_L2
1 35 — L1
E —RR
ME
g 25
K
L
15
-3 -2.5 -2 -1.5 -1 -0.5 0
A= (mg/kg) D xt
HEXEE
L1-regression L2-regression R-estimation
YR 48.922 47522 47.047

faE 7.5001 7.8125 7.5000
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HLICCDEEZ30—-100ELTHB

/

Xi logxi Yi B Yihat Ei aRi DWB Yihat2
0.003 -2.523 100 35.104 64.896
0.003 -2.523 20 35.104 | -15.104
0.003 -2.523 20| 35.104 | -15.104
0.003 -2.523 35| 35.104 -0.104
0.003 -2.523 30| 35.104 -5.104
0.003 -2.523 25| 35.104 | -10.104
0.003 -2.523 30| 35.104 -5.104
0.003 -2.523 25( 35.104 | -10.104
0.03 -1.523 40| 38.542 1.458
0.03 -1.523 45| 38.542 6.458
0.03 -1.523 30| 38.542 -8.542
0.03 -1.523 40| 38.542 1.458
0.03 -1.523 35| 38.542 -3.542
0.03 -1.523 25( 38542 | -13.542
0.03 -1.523 40| 38.542 1.458
0.03 -1.523 45| 38.542 6.458
03 -0.523 35| 41.979 -6.979
0.3 -0.523 45( 41.979 3.021
0.3 -0.523 35 41.979 -6.979

P R S P S PO P O R N
o wuoo o h N 2o © RN Okl =

20 0.3] -0.523 40| 41.979 -1.979
21 0.3] -0.523 50 41.979 8.021
22 0.3] -0.523 45( 41.979 3.021
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Walsh DifferenceZFALN-HLEEEE DETE

Sham#$ EMB10

B2 40[45][45]45]50]50]55] 60 %
201 20 25 25 25 30 30 35 40 mAIE 40.000
201 20 25 25 25 30 30 35 40 =/ME 10.000
TNBSEE]|20] 20 25 25 25 30 30 35 40 Un 0.000 EDELHERIE
25| 15 20 20 20 25 25 30 35 Um 64.000 +— 0%z 2D TH
25| 15 20 20 20 25 25 30 35 mn 64.000 ==
25| 15 20 20 20 25 25 30 35 HLfEE 25.000
30] 10 15 15 15 20 20 25 30 L95% 20.000 . .
30] 10 15 15 15 20 20 25 30 U95% 30.000 } 0ERYLEN—HE
N TH10

Proc StatXactD#E R

Two-tail test
utput created by Cyiel Software Corporation (c) 2002
n 5 6 7 8 9 10 11 12 13 14 15 1 17 18 19 20
m (DGES-LEHMAN ESTIMATION OF SHIFT PARAMETER
2 35 6 7 8 9 11 12 13 14 15 17 18 19 20 ta file name @ < 5T >
1 6 8 10 11 13 14 16 17 19 21 22 24 25 27 pulation Yariable Mame @ TRT
7 1 3 m 12 14 16 18 20 22 24 26 28 30 32 34 utcome Variable Name : FCE
8 2 4 6 - trata Yariable Mame @ .
1517 19 22 24 26 29 31 34 36 38 41 eight Variable Mame : .
9 3 5 7 9 20 23 26 28 31 34 37 39 42 45 48
10 4 6 9 11 13 26 29 33 36 39 42 45 48 52 55 FOP_T : 1.0 FOP_2 : 2.0
11 S 7 10 13 16 18 33 37 40 44 47 51 S5 S8 62 Bummary of WILCOMON MANN-WHITHEY statistic for POP_I
:; 6 9 12 15 18 21 24 41 45 49 53 57 61 65 69 Min Maze Mean Atd-dew Obzerved Standardized
7 10 13 17 20 24 27 31 50 54 59 63 67 T2 76 36000000 100000000  &8.000000 9.423375 100, 000000 3.395811
14 7 11 15 18 22 26 30 34 38 59 64 69 74 78 83 Mann-Whitney Statistic = 84.000000
15 8 12 16 20 24 29 33 37 42 46 70 75 80 85 90 Point Estimate of Shift @ Theta = POP_1 - POP_2 = 25.000000
16 9 13 18 22 27 31 36 41 45 50 55 81 8 92 9 i :
95.00% Confidence Imterval for Theta !
17 10 15 19 24 29 34 39 44 49 54 60 65 93 99 105 Asymptotic @ ( 20.000000 , 30.000000)
18 11 16 21 26 31 37 42 47 S3 58 64 70 75 106 112 Exact $ (20000000 , $0,000000)
19 12 17 22 28 33 39 45 51 57 63 69 74 81 87 119
20 13 18 24 30 36 42 48 54 60 67 73 79 8 92 99




