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Abstract — CJ-50001 is a recombinant granulocyte-colony stimulating factor (rG-CSF) synthesized by recombi-
nant DNA technology using E. coli as an expression system. The general pharmacological propertics of CJ-
50001 were evaluated in mice, rats, dogs and isolated guinea pig ileum. The doses are 100, 300 and 1,000 ug/
kg, i.v. for mice and rats, 1, 10 and 100 ug/kg, i.v. for dogs and 1 and 10 pg/ml for isolated guinea pig ilenm.
Intravenous administration of CJ-50001 at this dose range did not affect general behavior, central nervous
system, smooth muscles, gastrointestinal system, cardiovascular and respiratory system and water and electro-
lytes excretion. In summary, CJ-50001 had no harmful pharmacological cffect in thesc studies even up to the
200-fold expected clinical dose, 250 yg/man.
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Granulocyte-colony stimulating factor(G-CSF):= monocyte, Zhax, 2 A EeFA] WY x| A EET 752 3k, e
macrophage, fibroblast, astrocyte 2 endothelial cellol|4] 3 T 25l oF] of7|E e 357 74 (neutropenia)e] X
*1-51 o] F el Ao TFF Aila 2T AT EY = 8 S ALgE 7 glrl. £3] G-CSF= neutrophilic gran-
A, &34 a=l3 wiR e Al A Y AE A 3T ulocytes?] #E-& Zx1&}o] neutropenia 7|7F-& Abws] 2+
antibody-dependent killing £)5 SEo|Z o2 Zﬁ_zéa'}-\_h =8 2A71H, FEten o] Fd vehd 4= 9l F89] Al/Al
qlz}2] dFo|r}(Nagata, 1994). G-CSF+= post-mitotic granu- T A5S-S5 5 9lck
lopoictic cell5-2] ¥ H-E2 o] %L &215}v mitosis?} 2 CI-50001-2 Ad A=) S FaelA] FR=) 2=
AT F sl HFo T ET EE LA FAAF] 71e2 o] &3] NAaS LA 2 ARE-sle] AAE); recom-
W, 25 2T demargination® Q2 7t} el o7 B binant granulocyte-colony stimulating factor(tG-CSF)Z.4],

AA o) Hesle] 3572 chemotaxis®} TA2HE- A oo Wfgt ot AdS Haldhr] #ste] F:AA3A, TF
- BT TE WA apoptosis T HFE AEe) Sl ERA, 2T, 23 A, £ L AR oA ol o
Aoz W} HTe G-CSFE 47 Ax37es gk ofe]2Ha-8 7 AEE27 in vitro AP Al 28}

ol gsle] tatFolu} B8 AlEE Abgato] dizk WAL e ion
Z= o)A Hglm, olel ] YAl Ago] A-gshele] ulw}

olz] Z5e] obofl gt 3ot shatariA] aketaje} el Af AMERZ I H

Loz WEZ ZHFof 23} 24419 7135 HSAA

= 9lgo] HuE 3 glth(Morstyn 2, 1988). &zl G-CSF AlEEZR

= ApbEeeeld] #AFECNA myeloid recovery?] £, FrAzE Azgel o) AdAREF) TEATFielA
myelosuppressive S| X £ 8 HhE Fx}59 4 739 AP 1G-CSFal CI-50001(Lot No. CS4, CS961025)%-

vehicle(10 mM acetic acid, 40 gg/ml Tween 80, 5% Man-
* To whom correspondence should be addressed. nitol, pH 4.0l 3 As}ed ApLalgict et AHEE
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2 A}gshs Aol Lot No. CS4(196 ug/ml)E A3}
goml, desl NE YPFEE AHbsts A9 © 423
A} A# o] 4= Lot No. €$961025(0.88, 8.048 mg/ml)E A}
g3tgich

Algsde] Rolgakd Alghollre] S| AFEe] 43250
dg/manys ZFabst w), 1S o) £3t Al B oA djatelals
o 4-2ke] o 20u)(100 pyke)E Hvhgapo 2 sty o, v}
S0l P2 o] 435} A Hel|A = d|alglalBoe] gake) ok
20091 (1,000 ug/kg)ys 2 vf-aeko 2 ajeic).

oA FEARE A4} atropine sulfate(Sigma, St. Louis,
USA)2} chlorpromazine - HCI(Sigmay> FA-8- ZF)
=i Ab48led 2w, indomethacin(Sigma)e- 0.5 M NaHCO,
o] =933, pentobarbital sodium(Z+H] Zﬂ , =)} furosemide
(?ﬂ'%cﬂfﬁ Z, e Lol ale] o] A|EL FALR =R, F 3
Kahe] Agaleiet.
Fof Aol whpolls 10 mikg, HECE
2mlkg 2872 el 0.1 mlkge 306 24 A3

Algge

A= Fodshsiv}
HMEEE
A EE2] ALFEHL &5 234370, $X 50+ 10%, &

71814 12~133]/h, 2% 150~300 Lux®] Fdell4] ALge}
-7 AHrEAAIZT Algel AMEE ICRA] ohe-E
CRJ(Charles River Japan, Atsugi, ¥-2)2} B&K(Fremont,
CA, USA)<l|lX] SPF(specific pathogen free) -85 7515}
o] Al8-lod ow, Sprague Dawley(SD)A| == CRJo|A]
SPF E5& 73t AMS-5toict. HartleyA] 7]u=-& 418
NYTE@TANA Fodsto] AFERNUT, Beagle AL
Hazleton(Rockville, Maryland, USA)o|A] F£3l5led Al8-3)
Aot ZE H95E2 A9y 37k AR Fel Aak
ol Tt ARgsldn).

AlEidy

lHEi =0 0lXl= et
ICRA] vh§-2(84, 3136 )& T 10 vle|¥ Al4s]
oﬂnlr Vehicle, CJ-50001 100, 300 2 1,000 pg/kg-&- =)= =
2 Esle} AUz Solalz 025, 0.5, 15, 25, 5 T 24
AZE Aol velhds 24k Iwin oA 2k (rowin,
1968)ell E3fef AAH, 718, £54, TFTE, 253=
A, THAAE, B E AEARA A5l tisle] #

skl
EF0MAAY| CHsE =2
Hexobarbital ==M0j| 0|X|= st

ICRA] vh9-22(3A4, 31~36 gy& T 10 vield 4%3}
93}, Vehicle, CI-50001 100, 300, 1,000 pg/kg = chlor-
promazine - HCl 10 mg/kg-g- v W2 E3le] A ““LHE. =

o3} 158 Fol| hexobarbital(TCL, %74, Y1) 70 mgke

& B7h Folald g FEddch ARk 248

2| EE st] EGEAL D HAZE 245 9&‘4
sz

a. Pentetrazol -0 Z & o)) ]| = <3k

ICRA| =h$-2($4, 32~39 oY% 3 10 wle)4 g3}
«At}. Vehicle, CI-50001 100, 300, 1,000 pg/kg 2 pentobar-
bital sodium 10 mg/kgg #|AH A& Esle] A= TFofd]
3 AR WAFTE B AGFRRA 158 F
¢l pentetrazol(Sigma) 100 mg/kge- 71 FA}slz 7
X Aus 4 AR 4R 2 A $58 B,

b. Strychnine -f 7 o] 7] x| &= od 3k

ICRA| =h$-2~(34, 30~37 )& 5 10 v}EMJ Abgst
e}, Vehicle, CI-50001 100, 300, 1,000 pg/kg = pentobar-
bital sodium 10 mg/kg-& vl W-g Ele] |2 Fos]

3 AR HAYFFE TAsieh AFkETR 158 &
o strychnine(Sigma) 2 mg/kg-& B7h) FAlslxr 7oA
A AR AR B Y A §3F DR

¢. A7) A (Maximal electric shock, MES)el| 2]&F 7= o]
0| x| of 5

ICRA vh-2(34, 29~34 )8 TF 871214 2145
t}. Vehicle, CJ-50001 100, 300, 1,000 pg/kg % pentobar-
bital sodium 10 mg/kgg vl W& Esle] A2 Fof3}

2 AR BARTE DAL ADAEFA 152 F
of| vh9-~9) okZ Hulg el A& #h=|5k1 rodent shocker
(Type 221, Hugo Sachs, March, Germany)Z ©]-&3%}e] 50
mA, 50 Hz, 0.4 msec®] AL 0.5 27+ A7) A2 shed
Aol s pa Aue) B 9 A g B
ek

TS0 0|Xj= HEHELE writhing B)

ICRA mh$-2(£A4, 30~37 gyF 7% 10 vl2]¥] Al43)
93t}. Vehicle, CJ-50001 100, 300, 1,000 ug/kg 2 indome-
thacin 20 mgke & WS Faho] AU Foiskw 15
 Fol 0.6% acetic acid(Merck, Darmstadt, Germany)Z
0.1 ml/10 ¢ BWA Erhy Zalsbei o). Acetic acid £o 10

FE] 108 5t dojrl= writhing 3508 &A%k}

20l ojRl= A&t

SDA| AT (24, 170~200 B T 10 vhely) L3}
9it}. Vehicle, CJ-50001 100, 300, 1,000 pg/kg = chlorpro-
mazine - HCl 10 mg/kg-2 w|A Mg Eslo] AuhfE Fo
3} 308, 1, 2 & 4 A7+ ¢l digital pyrometer(PM20700,
Thermolyne, Dubuque, Iowa, USA)YS Alg-gle] Al
27 algch.

=S =M 0jxl= YsHRota-rod test)

ICR7A] w1924, 30~37 )5 T3 T~8ote)s ALe
shedr}. Vehicle @ CJ-50001 100, 300 2 1,000 pg/kgg v
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g Fote] AA2 Fojabi 158, 308, 1431 2 2
A7k el 3 12 5] A 3= rota-rod(7750, Ugo Basile, Co-
merio-Varase, Italy)el|4] v}-$-27} 18 o)uef] Félsl= 7
S $EAFE BRAUG. B I 0F BT 0l9aT
rota-rode]] -8 4= QI =F FHS XA A-go] H(E
o]l el] alala] ) WA S Ad ol ARgstdinh
SE - ==V 0f CHet &2

BeagleZl (34, 9~10kg) 3°1)% Algalaic). whale
8Z9AW o2 pentobarbital sodium(40 mg/kg)L Foigh
L28 st FUg oA (3 megkg/h)E F2]5b¢d Tt
ke #= 5 W) catheterS 44]8} 1 blood pressure
transducer(P23XL, Grass, Quincy, Mass., USAYE <37 3}]
A3k, Alnbee "gte] wlwlE tachograph(7P44D, Grass)
oA A% FYeAT. AHNYREL $5 = Fu
electro-magnetic blood flow transducer(MT4020, Micron
Medical, Los Angeles, CA, USAYS # |8tz A} -FA
(RC2000, Micron Medica) 2 ZAs}gich Aldles & 1
Hel 9] 1S i) 84, A, AR Y A
X+ 25 polygraph(Polygraph 7H, Grass)S o]&3}e] =
At BERE 49 AL Sakez B
SA skt A GES] Foi F5 HelA Dol =] s}ed

2 catheter $3}o vehicle, CJ-50001 1, 10, 100 pg/ke
308 ZFA2 2 30z A4 AAE Boisjeic). 2tzb
SEES FOFT L, 5, 10, 20 Y 30E Ao 9] &

=S

(o'}

ASEI[H|0f Ojxl= Hek

A0l ofE =8

182]7F FoF EAJAZ] ICRA vhe-~(24, 26~31 g)S
T 9~10=F]4 Al-4-5)eit). Vehicle, CJ-50001 100, 300,
1,000 pg/kg = atropine sulfate 20 mgke-2 w|A =g =3]
of Al 2 Fojsla 158 H el 10% arabia gumel] &€heh
5% activated charcoal-& 0.1 ml# Z-FEofsledc). Charcoal
Fol 155 Fofl AFHZH o2 vhe g F YA 3 A
< A &stod AJolAA 7] Aol 3] el R7}x] 2] Zo]e} ch-
arcoal®] ©} 58 A= E 3] SHE(%)S SR et
T 3 FSHE iAo Djx|= st

= U HollE Hiadoyl CHEt =k2

SDA] A= (£4), 170~200 g)= TFF §~10 vl AL
a1gie}. Vehicle, CI-50001 100, 300, 1,000 pgkg 2 furo-
semide 10 mgkgd YR Foigh A Fo QejA g5
25 mlkg¥ ATFIsArt. T2 o4 dixpA o)A
o HiL 5A17F ke uE AHY F wHL 2Asly, &
Z AsiAWa’, K, CI)2 &sj)2 54]7](644 Analyzer, Ciba
Coming, Medfield, Ma., USA)YE o]-45}¢] 245}tk
a2 njxX= dE

Guinea pig2| H&35|2 +=%0f| 0|X|= H&t

A% 300~500 g] &A1 Hartley#| guinea pige ARE-3}
et 24417 AL A7 guinea pig- wbe 344 A7) & 3
Zhg- 2 &5lod organ bath(Tyrode®®, 20 ml, 32°C, 95% O,
and 5% CO,, 1 g 580l &53sldr). 3]A19) S=2.2- jsotonic
transducer(FT03, Grass)] AlA|alell polygraph(Polygraph
7H, Grassyg o|-§8}] ZA]sldr}. #alo] A5 organ
bath Wl $&-f227a) acetylcholine(Sigma, 1x 107 g/
ml), histamine(Sigma, 1X 10° g/ml) & BaCl,(Sigma, 1x 10"
gmlE 7tz A-g-51e] 3)7ke] dlaedghes 73 5, 7
4~6 |4 vehicle T CJ-50001 1 2 10 pg/ml-g 557 H4&
T ohe A9 eEfuede o A48 § gz
off el s&-gE Tl HEIAe Sl v 3
< A R3pA)

A

TE datax mean+SDE. tiehigl on] 2T A=

T& ANOVA % Dunnett t-lestE 7 Z8}e] p<0.052] -

I

FATA folAde] e Ao st Azl ik
287 2EHTAC HE A AL EESE E

sl om BEAEAE ] 2] Fisher's exact testel] <]3}
o p<0.05 5ol 4] 73 Z=3)edc),

LIS 0|X|= st

CJ-50001 ¥ vehicle2 o35} 025, 0.5, 1.5, 2.5, 5 %
24 Azt elibs 242 Irwin oAk A o) 5
o] o127, 7%, 54, F33 55 5
=, 9kat 2 2pg4l A A
g E g Sk WaE
ESFMBA0 s F2

Hexobarbital =M0|| O|x]= sk

CJ-50001-2 100, 300, 1,000 pg/kge] 47Fo 2 Eofgt 7
< vehicleZ Foi3t 3} vl wslod vhg-2of) 9Jo]4) hexo-
barbitalel] 2|8k R F-E )7 2 R A7kl gloA] 24
A= Aol & Holx] kot ek ulzE-A Z chlorproma-
zine - HCI(10 mg/kgye Fo3gh FollAls 724 2lA(p<0.03)
TRAFEAIZ] EEgen  $HAzre] AR
(Table 1).

SHAHIR

a. Pentetrazol -4 7 #H o] v]z|= o3k

CJ-50001-& 100, 300, 1,000 ug/kgs] &5k 0 2 Bofgh 7
2 vehicle S FoJ8F 3} w]l8}e pentetrazolel] <)) -2
3 A" disted F4 gle FHHREAS vo)x] Yok
oo, oF =22 & pentobarbital sodium(10 mg/kg)e 5
A TollAs o4 A (p<0.05) FFHAEAS el
% vH(Table II).
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Table 1. Effect of CJ-50001 on hexobarbital-induced sleeping
in ICR mice

Table III. Effect of CI-50001 on strychmine-induced convulsion
in ICR mice

Treatment Dose Onset time®  Sleeping time
(ug/kg, iv) (sec) (sec)
Vehicle 10 ml/kg 1614394 1189.9+128.1
CJ-50001 100 163.8+74.2 1438.5+255.1
300 141.4+40.2 1286.11£247.6
1,000 171.0+21.5 1120942231
Chlorpromazine - 10 mg/kg  82.2+£32.0* 5569.24+129.6*
HCl

Each value represents the mean+SD. *Significantly different
from vehicle treated group (p<0.05). “Sleeping is induced by
hexobarbital (70 mg/kg, ip).

Table II. Effect of CJ-50001 on pentetrazol-induced convulsion
in ICR mice

No. of incidence”

Treatment Dose Cloni :
(ug/kg, iv) _omc T.omc Death
seizure  seizure
Vehicle 10 mi/kg 10/10 10/10  10/10
CJI-50001 100 10/10 8/10 9/10
300 10/10 9/10 9/10
1,000 10/10 9/10 9/10

Pentobarbital-Na 10 mg/kg 10/10 6/10 3/10*

*Significantly different from vehicle treated group (p<0.05).
‘Convulsion is induced by pentetrazol (100 mg/kg, ip).

b. Strychnine 5 73 o] v] 2= 3k

CJ-50001-& 100, 300, 1,000 pg/kge] gk g Foidt 7
2 vehicle-d Foi% #3 wlw3le] strychnineol] £]s {2t
H AR dlsle] 24 ol SAPENRE Re]x) sk
tH(Table IID).

¢. 27|25 (Maximal electric shock, MES)ol] 2|3} 7 & o]
b =)= od g

CI-50001- 100, 300, 1,000 pg/kgs) $2ko & =oig)t T
2. vehicle- %05t 73} H]sle] MES(maximal electric
shock, 50 mA, 50 Hz, 0.4 msec, 0.5 sec)ol] 2] fLd= 7
ol wHate] f2jAd sle FFHEAE Ho)A] ¥gten,

No. of incidence”

Dose
Treatment (ugkg, iv) Clomic  Tovic
se1zure S¢lzure
Vehicle 10mikg  10/10 10710 10/10
CI-50001 100 1010 10/10  10/10
300 10/10  10/10  10/10
1,000 10/10  10/10  10/10

Pentobarbital-Na 10 mg/kg 10/10 10/10  10/10

“Convulsion is induced by strychnine (2 mg/kg, ip).

Table IV. Effect of CJ-50001 on MES-induced convulsion in
ICR mice

No. of incidence®

Treatment Dose ; ;
(ug/kg, iv) Cl.omc Tpmc Death
seizure  seizure
Vehicle 10 ml/kg 8/8 8/8 6/8
CI-50001 100 8/8 8/8 5/8
300 8/8 8/8 6/8
1,000 8/8 8/8 6/8
Pentobarbital-Na 10 mg/kg 8/8 8/8 3/8*

*Significantly different from vehicle treated group (p<0.05).
“Convulsion is induced by MES (Maximal electric shock, 50
mA, 50 Hz, 0.4 msec, 0.5 sec).

Table V. Effect of CI-50001 on acetic acid-induced writhings
in ICR mice

Treatment Dose No. of writhings”
(ug/kg, iv) (for 10 min)
Vehicle 10 ml/kg 13.8+8.8
CI-50001 100 159L6.6
300 1471443
1,000 13.8+5.9
Indomethacin 20 mg/kg 2.31+2.8*

Each value represents the mean£S8D. *Significantly different
from vehicle treated group (p<0.05). “Writhing is induced by
0.6% acetic acid (0.1 mi/10 g BW, ip).

FANZEFAR pentobarbital sodium(10 mg/kg)E Fo1%+ = A= a0 ehdA] ekglon) A e 2 Qlaled A}
o g 0 A AR L gloldE ol 3l B mhgas] Sk folAe) QA p<0.05) AHEHTable V).
Table VI. Effect of CJ-50001 on rectal temperature in SD rats
Rectal temperature (C)
Treatment Dose (ug/kg, iv) Time after adminjstration (h)
pre 0.5 1 2 4
Vehicle 2 ml/kg 37.4%0.3 37603 37.6£0.3 37.6+0.4 374403
CI-50001 100 375203 37.7+0.3 37.7£05 37.6£0.3 37.6+03
300 377£0.3 37.8:£0.3 3781404 37.7£0.4 37.5+0.3
1,000 375403 37.5+04 37.6+0.4 375+03 37.7£0.4
Chlorpromazine - HCI 10 mg/kg 37.6+0.2 36.6£0.9 35.74£0.8* 353+1.0* 355+£1.2%

Each value represents the mean £ SD. *Significantly different from vehicle treated group (p<0.05).
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Table VII. Effect of CJ-50001 on rota-rod test in ICR mice
No. of fallen mice

Dose

Treatment ; Time after administration (min)
(ug/kg, 1v)

15 30 60 120
Vehicle 10 ml/kg 2/8 1/8 3/8 3/8
CI-50001 100 0/7 2/7 3/7 3/7
300 18 1/8 1/8 1/8
1,000 2/8 0/8 1/8 1/8

HEXLZ0] 0[X(= HEHEEA Writhing )

C1-500012- 100, 300, 1,000 ug/kgs] 4k 2 Fojgl T
L vehicle-g T3 T~} v X8}e] 0.6% acetic acid2] &
735-o el 2|7k writhing <ol {24 gliz Aol&E Helx
gtoo, AN EEAE indomethacin(20 mg/kg)ys £
g Tl fo)4 A (p<0.05) writhing 7} 743}
3 tH(Table V).

20| ojxl= Het

CJ-50001-2- 100, 300, 1,000 ngkge] 4=ko 2 Foigh 7
& vehicleg Folgk 73} vlwale] {24 9le A9 A
37l gloden, okAdzEAE chlorpromazine - HCI(10
mgkgys T8 FolldE Fof 302 FHE] Al2o] "o
R 7] AAFste] Fol 60 FHEE A de(p<0.05) A
22 Aslrt 2= 9l ch(Table VI).

2E5EM0 0jxl= BEkRota-rod test)

CJI-50001-2 100, 300, 1,000 pg/kg] &8k 2 Foigh F
2 vehicle2 Fod3t F3} v]iEle] rotarod testellx] $-8
A o) xpo] B Bo)R) egtcH(Table VII).

BE - =BUIA0] ChEH &L

CJ-50001-2 Beagle Zio}| 1, 10 % 100 ng/kgs] 4=k 2
g Fogl o) sk, Aukp, e FE, AAE 2
FETE vehided: Foislglg we} R4 & AelE

250

B R T S S & & ST & & T S

150 —.‘.-‘._—_'_dh_i__hi-‘—i‘—‘-—f——;—i——.—-l——.
OO OO0 O—O— D O}

—a-SAF
—o~DAP
—a—MAP

100 4

BF (mmHg)

50

1] i ~ X i
0 30 60 90 120
Time (min)
Fig. 1. Effect of CJ-50001 on blood pressure in anesthetized
Beagle dogs.
0 min: Vehicle 0.1 ml/kg 30 min: CJ-50001 1 ug/kg
60 min: CJ-50001 10 gg/kg 90 min: CJ-50001 100 ug/ke
BP: Blood pressure, SAP: Systolic arterial pressure,
MAP: Mean arterial pressure, DAP: Dyastolic arterial pressure.

200 -

150 WHH_{HH_{AH{‘FH

HR. (beat/min}
2

50 4
0 P e . —
0 30 60 90 120
Time (min)
Fig. 2. Effect of CJ-50001 on heart rate in anesthetized Beagle
dogs.

0 min: Vehicle 0.1 ml/kg 30 min: CJ-50001 1 ug/kg
60 min: CJ-50001 10 ug/kg 90 min: CJ-50001 100 ug/kg
HR: Heart rate.

100

80 4
= 40 ¥
L[T.:
20 4
0 e 1 I
0 30 60 90 120

Time (min)
Fig. 3. Effect of CJ-50001 on femoral blood flow in anesthe-
tized Beagle dogs.
0 min: Vehicle 0.1 ml/kg 30 min: CJ-50001 1 pg/kg
60 min: CJ-50001 10 pg/kg 90 min: CJ-50001 100 pg/kg
FF: Femoral blood flow.

wolx] ekotrh(Fig 1, 2, 3, 4, 5)
2S7|AH0| 0[xl= GEt

eSS0 st 22

CJ-50001-2 100, 300, 1,000 pg/kge] 28k & =gt

RR (breath/min)

10 4
L

0 1 B — — ek
0 30 60 90 120
Time (min)
Fig. 4. Effect of CJ-50001 on respiratory rate in anesthetized
Beagle dogs.
0 min: Vehicle 0.1 mi/kg
60 min: CJ-50001 10 pg/kg
RR: Respiratory rate.

30 min: CJ-50001 1 pg/kg
90 min: CJ-50001 100 pg/kg
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Pretreatment

Vehicle

CJ-50001
(1 ng/ke)

CJ=-50001
(10 ug/kg)

CJ-50001
(100 ue/ks)

1 min 5 min

10 min 20 min

30 min

Fig. 5. Effcct of CI-50001 on electrocardiogram (lead IT) in anesthetized Beagle dogs.

Table VIII. Effect of CJ-50001 on intestinal charcoal meal pro-
pulsion in ICR mice

Treatment Dose ‘ Passage rate”
(ug/kg, v) (%)
Vchicle 10 ml/kg 60.8+ 8.0
CI1-50001 100 64.0+10.5
300 59.2+10.8
1,000 56.84 95
Atropine sulfate 20 mg/kg 31.0+11.1*

Each value represents the mean+SD. *Significantly different
from vchicle treated group (p<0.05).
Length of charcoal passage

- ; : X 100
Length of small intestine

“‘Passage rale (%)=

< vehicle-8- 593+ 73} ¥ 23} charcoal?] o] %5l ¢l
A FredA sls AelE Beolx| edsked, Az EA
2 atropine sulfate(20 mg/kg)s T8 72 -4 ¢4
<0.05) charcoal®] o] Eo] o] 4|5]¢]c}(Table VIII).
2 9 HeHFE AL 0IX|= Fat

= 2 HsHE ufadof| CHE =2

CI-50001-&- 100, 300, 1,000 ug/kge] $5k0 8 Soigt 7
L vehicled Fodgl £} v])wsle] =2k, Na*, K' 2 Clg]
wlAdgke] oA gl WE) fldon, AUz ERE=R
furosemide(10 mg/kg)s Fq TolH = K-S A &g 22
5ol fralAd A (p<0.05) 718 cH(Table IX).
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Table IX. Effect of CJ-50001 on urinary volume and electrolytes secretion in SD rats

Urinary volume

Na* K Cr

Treatment Dose (ug/kg, iv) (ml/5 h/100 g) (mEq/5 h/100 g) (mEq/5 1/100 g) (mEq/5 h/100 g)
Vehicle 2 ml/kg 1.4+0.6 0.12340.044 0.139-+0.053 0.1890.060
CJ-50001 100 15403 0.101+0.031 0.145+.0.038 0.203+0.046
300 1.6+0.6 0.1690.064 0.144--0.049 0.21240.054
1,000 1.4+0.4 0.13020.042 0.131-0.039 0.189-0.041
Furosemide 10 mg/kg 55407 0.491+0.092* 0.16240.030 0.711+0.087*

Each value represents the mean -+ SD. *Significantly different from vehicle treated group (p<0.05).
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Fig. 6. Effect of CJ-50001 on acetylcholine (1 107 g/ml)-
induced contraction in isolated guinea pig ileum.
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Fig. 7. Effect of CJ-50001 on histamine (1% 10 g/ml)-induced
contraction in isolated guinea pig ileum.
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Fig. 8. Effect of CJ-30001 on BaCl, (Ix 10* g/ml)-induced
contraction in isolated guinea pig ilcum.
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3l el AP FE A3 CI-500012 F-A A=
F 7] ket O]E]"& A=} Morino % (1990):4
I
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