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Abstract — In this study general pharmacological profiles of KI-60606 on the central nervous system, the car-
diovascular system and the other organs were investigated. The dosages given were 0, 5, 10 and 25 mg/kg and
drugs were administered intravenously. The animals used for this study were mice, rats, cats and guinea pigs.
KI-60606 showed no effects on general behavior, motor coordination, spontaneous locomotor activity, hex-
obarbital-induced hypnosis time, body temperature, analgesic activity, anticonvulsant activity and contraction
of nictitating membrane in cats. Furthermore KI-60606 showed no effects on blood pressure, heart rate, LVP
(left ventricular peak systolic pressure), LVEDP (left ventricular end diastolic pressure), LVDP (left ventricular
developing pressure), DP(double product), CFR(coronary flow rate), smooth muscle contraction using guinea
pig ileum and gastric secretion at all dosage tested except the increase of gastrointestinal transport and urinary
K excretion.

Key words [] KI-60606, Mouse, Rat, Cat, Guinea Pig, general pharmacology, central nervous system, cardio-

vascular and the other organ systems
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Fig. 1. Molecular siructure of KI-60606

MNEEE o Al

KI-606062] T34 Fig. 17} 23, F2HeF 1969.05
Q A3 Mg HgE2H 561] 21 (15 mg/ml), ¥
of ®IzHat EAle|wl. A|He] AR&-3F AJFLE keto-
profen, codeine phosphate, pentylenetetrazol, strychnine,
hexamethonium chloride, urethane, a-chloralose, acetylcho-
line, histamin, BaCl,= Sigma #A¥S AM-3}%.Lw,
Hexobarbital - Na (Bayer, Leverkusen, Germany), chlorpro-
mazine + HCl (Fluka, Buchs, Swiss), diazepam (Shionogie,
Osaka, Japan), acetic acid (%‘”J:i]-‘alh Mg, 3=,
electrode cream (7]-"lvlZ, A&, ), diethyl
ether (tﬂ '44 9l A, %}3—) %_;,}.g,}.:q (}\L;g-] jﬂEﬂ &}
Y, heparm (54 A, <1, g5, pentobarbital - Na s
YAk, Mg, V) & A% Frhsha At
Chlorpromazine * HCI, hexobar-bital - Na 52 Sl 5
gom 7 9o EAL Tween 80(1%) 2 Hetsle] A}
435} K1-606062 0, 5, 10, 25 mgkgd] &Fo=
AT,
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7171 motility meter (PAS, San Diego, Califonia,
USA), rotarod (Ugo Basile 7600, Comerio-Varese, Italy),
thermometer (MGA-II, Tokyo, Japan), hot-plate (Letica,
Barcelona, Spain), rodent shocker (HSE, March-Hugstetten,
Germany), stimulator (Letica, Barcelona, Spaut), amplifier
(CyberAmp 380 Programmable Signal Conditioner, Axon,
USA), interface (DigiData 1200 Series Interface, Axon,
USA), pH meter (Orion 720A, Beverly, USA), plethys-
mograph (HSE 855, March-Hugstetter, Germany), organ
bath (Letica 13206, Barcelona, Spain), isomefric transducer
(Harvard, USA), polygraph (Biopack MP 100, Biopack
California, USA), Na/K/Cl analyzer (Ciba
corning, Halstead, England), Langendorff apparatus (4174l
A&, 8=, Powerlah/800 (ADInstruments Pty Ltd., Castle
Hill, Australia), small animal blood fow meter (Transonic
systems Inc., New York, USA), rodent ven-tilator (TSE,
Bad Homburg, Germany), circulation water bath (Jeio
Tech., 212, 3= 58 AMS319H

Systems Inc.,
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AN AFel g pF peaks] ¥

. Qe}xl A7
o2 2Hsle] oFF Fof A Rl T2 ulmIIGT.

HlOkE EFe] get 3 a8l st WE

A% 255~257gel 317 E thiopental (50 mg/kg, ip.)=
ulH A7) oS o E 59 A AE AW 22 cannulaE
A)Ea cannula®] o}EE EL I3 E @ FHE
Bohdl F nAHGT PpeF SFL 32ETY A
A7l F e E Sl AU EE catheter® pressure
transducer % physio-graphel] QA3 sk 3 HLHE
data aquisi-tion system (Biopak, Model MP100) °]-8-3}
of 2Retg o oF 147 o sto] kA% AL HQFxm
AEEEE AR 10, 20, 30 131,1_ 1 15
2, 4, 6N A A G AR S5l FF
2] ") g Aol ojg WM H2-E2 Vel 9&13}.

HEMEY O/Xl= HE

A F 293.6~342.0¢¢l SD AF2] HEF sodium pen-
tobarbital (50 mg/kg, ip)E TH A7) F @ =6l heparin
(1000 Ulkg, iv)e Foiste] d4 AL BA3 F 4
A& FEslgeh &, 713l cannula (PE 240)S AHY
3l rodent ventilatorZ ]88 1F ZFAFIH in situ
A A ) EH cannulaE S8 A FHF(Krebs-
Henseleit bicarbonate buffer(mmol/L) : NaCl; 112, KCl; 35,
MgSO,: 12, KH,PO,;1, NaHCO,;25, CaCly;1.25,
Glucose ; 11.5, Pyruvate ; 2.0)3}e] Langendorff apparatus
o Awte] w4 Aol o9l BE st 22§ A
Astdch A deg g TFFA (latex balloon)E
W Fe 4 cannulaZ HAW-E F8 A AU A]
731 )‘d"ﬂ AdH e FAAGE FA3517] 6 34
¥ 317) (pressure transducer)el] <23t} o] €7 W4+
(EDP, end diastolic pressure)=- 10 mmHg® =3l Gottlieb
valveZ o] &3 AYAF (75 mmHgE st 10~15%
ol AHFAZ F AHE AlzEd AT Lan-
gendorff o] A &= F2HFE AY A FAFe
Az o] @3] chambere] AAFe] FE3] F7[A Shed
257} 374-37.6°C2 AA3] FAHNES sFH. AD
instrument T2 73S APAF| I HEs] W AAE
Langendorff apparatusef] "2 3 Krebs-Henseleit bicar-
bonate buffers W& E3le] ARFAIA FHAANZE
79 dataZ EAT F olo{A 107, 1075, 107°M2] A
P2 £FAL AT FANE FHEW, T F=E
2 datas ZABGT (Levi F, 1988). £ AdoAx=
AR SE H78he parameterE $57)% FHAA S
(LVP, left ventricular peak systolic pressure), ©f 7%
#Z4 A 3HLVEDP, left ventricular end diastolic pressure),

LVDP (left ventricular developing pressure), DP (double
pro-ducty’s, A E# 7]°5E /e parameter® B4
3 F3F(CFR, coronary flow rate)2, L wiol Al¥bE<
(HR, heart rate) 52 &3 3} DPX working heart<}
2] A vhEgk(cardiac outpu)ES EH T o~ gl= HEA
Aol A bR H 27 AlAFe] 7] %(cardiac performance)s
cg-a}y_ 2 93} parameter® A Watts®] Hhg ol whel 4

¢l LVDPE F3}ed At (Bolli 1991;
Watts‘l} Maiorano, 1987). LVDPE <=&714 Al A 4o
A o)zt AAAHE FEle] AEsiE o #AAYEF
k-2 aortic cannula o) A X coronary flow probe(
7 1.0 mm)E A flowmeter®. 745}

7|L=e] M& & ChEt &8

7] Hartley”l 71\ (380~450 g) 62l & AHE-5F%d
o 349 AEL A& 71y FFFE AEkste 7]
BN AFhE Adsle] AGAZ F AP E =5
st AT 24 JFFolM 10~15em Hi FL2N
Bl 30cm 7}8Fe] AA(small intestine)S s U]
Kreb’s modified buffer (mmol/L :NaCl; 118.3, KCl;4.7,
MgSO,;12, KH,PO,;12, NaHCO,;25, CaCly;18,
Glu-cose ; 10, EDTA ; 0.025)] ® T syringe® ©]-&3}
of buffer® TFAIA AHF-2] HEES Afd F
longitudinal muscle-myenteric plexus preparations- | &3}
o} (Rang, 1964). A& AL 2.0~25cm Zol2 A
=3l 95% 0,-5% (O, &7t~ F3AZL Kreb's
modified buffer7} &7 organ bath Wl dehar 147
A% AR AE IA4E A A7 F A"
EA KI-60606 (107, 1076, 105 M)l th3lk 24" e) =
24 v APER Y] 557 A A7} acetylcholine (5X 1077
M), histamine (2X10°¢M) % BaCl, 2X10°M)9
Zzt o] n Xy ZAE A9 o o velde
s&eo] Wil FFe HY 5SS 0, KA 30

mMell 8k $53 2 10082 F3 o ol AEk W
&= vhepholeh
SEA0l nixls B

=1

%u S Hartley A% guinea pig (290~380 )= ZF &
o s Algstgo) SEe] AEERES A FA
ZEFEEA & AFSAFRbol| WhA| LA plethysmometerod]
AAd ] AFEF] FEL TFF F LFF 7
A s AgEd Foq A F Fo F 15, 30,
60, 120l FA 3}t
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94 Aesels AREAE $E6] AFTAE
£ Zo charcoal meal (10%<] arabic gum bOllIthI’loﬂ
5% active carbons HEHA|A FZA)E 10mlkgl2 H
FEo shgv} 303 T ADE HEale] A 2R
Aol g -2 H5¥ charcoal meal-»] oJEATE 2A

S R &2 A,

SIHEH[0f nixl= W&
522 Sprague-Dawley (SD)A SPF 471 A= (A%
180~230 95 7 =% sube] ¥ Abgstd o) AlE ek 2

2%%*&-#]*13#’}4 AEAA 24X 7 Aol A A7

22 1087 Aol eAZ T 2AEH FES ether v
AN F FERE A3 54 Aol AR A
AL T G 51~]7P T WA AA HAE AH
s I S R L R 3000rpmoﬂfﬂ 1587 94328
A A AETHE a3 5 YT, pH, FAEE A 5]
Srh(Shay 5, 1945).

Urine volulme % urinary electrolytedi O|X|= Y&k
AL ICRA vh (AF 2529 9)F ol 45t &

o 120kl 18] AAlslgo -3 AAAT FE9
A8 25%¢ slEEe A GeE 1R Fod it

2A12F Fof| ARER L AR BT FFA 9] 2.5%e

Table ). Effects of KI-60606 on general behavior in mice

B gse SR
metabolic cage®ll
=k, Na', KT, CI'S

SHER By

Qeil Apgol g BAEH L FHANET S
L2 ol AAYE "4*13}%14 d <A
< FSFE 0=0.052 AA s HAAAT el 3
7t el 7 Soll = FHAN 2T Fof F7be] Fpel7t
=25 A Aslr] Y] SEul ] el Dunnett’s test
Z A8

A 24k

gzt 9 nE
UURHE| n|xle ik
KI-606062 5, 10 @ 25 mgkgl 2 AW Eodst F |5

30, 60, 120 & 240X dutaFe B Hx B
AUz wms)e b o4 Bt #EE

Holx| ¢k} (Table I).

XekREo| Ojxis gt
KI-60606 5, 10 & 25 mgkglE =] 'ﬂ_‘q
30, 60, 120 ¥ 240%-cl] AEEHFE

SEX: & %
Compounds V. Control KI-60606 (ml/kg)
Dose
(ml/kg, i.v.) 0 5 10 25
Time (min) 0 15 30 60 120240/ 0 15 30 60 120 2401 0 15 30 60 120 240| 0 15 30 60 120 240
1. Catalepsy 0/4 0/4 0/4 0/4 0/4 0/4|0/4 0/4 0/4 0/4 0/4 0/4]0/4 0/4 0/4 0/4 0/4 0/4]0/4 0/4 0/4 0/4 0/4 0/4
2. Traction 0/4 0/4 0/4 0/4 0/4 0/4|0/4 0/4 0/4 0/4 0/4 0/4|0/4 0/4 0/4 0/4 0/4 0/4|0/4 0/4 0/4 0/4 0/4 0/4
3. Tremor 0/4 0/4 0/4 0/4 0/4 0/4(0/4 0/4 0/4 0/4 0/4 0/410/4 0/4 0/4 0/4 0/4 0/4)|0/4 0/4 0/4 0/4 0/4 0/4
4. Convulsion 0/4 0/4 0/4 0/4 0/4 0/4|0/4 0/4 0/4 0/4 0/4 0/4|0/4 0/4 0/4 0/4 0/4 0/4|0/4 0/4 0/4 0/4 0/4 0/4
5. Exopthalmos  |0/4 0/4 0/4 0/4 0/4 0/4{0/4 0/4 0/4 0/4 0/4 0/4|0/4 0/4 0/4 0/4 0/4 0/4|0/4 0/4 0/4 0/4 0/4 0/4
6. Piloerection 0/4 0/4 0/4 0/4 0/4 0/4)0/4 0/4 0/4 0/4 0/4 0/4|0/4 0/4 0/4 0/4 0/4 0/4|0/4 0/4 0/4 0/4 /4 0/4
7. Salivation 0/4 0/4 0/4 0/4 0/4 0/4|0/4 0/4 0/4 0/4 0/4 0/4\0/4 0/4 0/4 0/4 0/4 (/4|0/4 0/4 0/4 0/4 0/4 (/4
8. Lacrimation 0/4 0/4 0/4 0/4 0/4 0/4|0/4 0/4 0/4 0/4 0/4 0/4]0/4 0/4 0/4 0/4 0/4 0/4)0/4 0/4 0/4 0/4 0/4 0/4
9. Diarrhea 0/4 0/4 0/4 0/4 0/4 0/4|0/4 0/4 0/4 0/4 0/4 0/4|0/4 0/4 0/4 0/4 0/4 0/4|0/4 0/4 0/4 0/4 0/4 0/4
10. Skin Coloration |0/4 0/4 0/4 0/4 0/4 0/4|0/4 0/4 0/4 0/4 0/4 0/4|0/4 0/4 0/4 0/4 0/4 0/4(0/4 0/4 0/4 0/4 0/4 0/4
11. Pinna reflex 0/4 0/4 0/4 0/4 0/4 0/4|0/4 0/4 0/4 0/4 0/4 0/4|0/4 0/4 0/4 0/4 0/4 0/4|0/4 0/4 0/4 0/4 0/4 0/4
12. Righting reflex |0/4 0/4 0/4 0/4 0/4 0/4|0/4 0/4 0/4 0/4 0/4 0/4|0/4 0/4 0/4 0/4 0/4 0/4|0/4 0/4 0/4 0/4 0/4 0/4
13. Abdominal tone|4.0 4.0 4.0 4.0 4.0 4.0)4.0 4.0 40 40 40 40|40 40 40 40 40 4.0]4.0 40 40 40 4.0 4.0
14. Tail elevation |4.0 4.0 4.0 4.0 4.0 4.0{4.0 40 40 40 4.0 40|40 40 4.0 40 40 40|40 4.0 40 40 40 40
15. Eyelid 40 4.0 4.0 4.0 4.0 4.0/4.0 4.0 4.0 40 40 4040 4.0 4.0 4.0 4.0 4.0]40 40 40 4.0 4.0 4.0
16. Locomotion 4.0 40 4.0 40 4.0 40|40 4.0 40 40 40 40|40 40 40 40 40 4.0[(40 40 40 40 4.0 4.0
17. Respirationrate |4.0 4.0 4.0 4.0 4.0 4.0{4.0 40 4.0 40 4.0 40140 40 40 4.0 4.0 4.0(40 4.0 40 4.0 4.0 40
18. Dedth 6o 0o0900,0 0 0 0 0 OjO O 0O O O OO0 0 0 0 0 0

Each number represents the number of positive/tested (1-12).

The mean score; max 8 min 0 (13-17) and number of animals (18).
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Table II. Effects of KI-60606 on spontaneous locomotor activity in mice

Drug Dose Spontaneous locomotor activity (Counts/5 min)
{ml/kg) 0 min 15 min 30 min 60 min 120 min 240 min
V. Control 0 109.5£36.5 61.1+54.1 49.0£25.5 35.9423.5 36.9+28.0 33.6421.0
KI-60606 5 96.34:24.6 90.1+£14.5 57.9£31.9 46.3x222 55.4£27.7 37.8:33.8
10 123.1+22.9 71.1£314 57.4+30.2 62.1£25.7 51.6=304 43.6+£26.1
Diazepam 25 132.5+£28.5 90.8+48.7 65.1£35.3 58.0+£28.8 54.1£23.1 36.6£19.5
10 88.0£15.7 7.4x7.7* 22.4£16.8 11.5£20.1 11.3£21.9 11.0+11.0
Significant difference from control group (*; p<0.05) and each value represents the measS.D.
The test compound was administered intravenously (n=8).
Table 111 Effects of KI-60606 on motor coordination
. Incidence of ataxia (number of mice)
Drugs Dose (ml/kg) 0 min 15 min 30 min 60 min 120 min 240 min
V. Control 0 0 0 0 0 0 0
5 0 0 0 0 0 0
KI-60606 10 0 0 0 0 0 0
Diazepam 25 0 0 0 0 0 0
6 0 7 7 5 2 0
The test compound was administered intravenously (n=8).
Table IV. Effects of KI-60606 on body temperature
Dose Rectal temperature (°C) after administration
Drug : - - - - -
(ml/kg) 0 min 15 min 30 min 60 min 120 min 240 min
0 37.2+0.6 37.5£0.5 37.5+0.4 374203 37.0+0.2 36.9+0.1
V. Control 5 37.3£0.6 37.6+0.5 37.6+0.3 37.4+£0.4 37.1£0.4 37.1£0.3
KI-60606 10 37.4:x0.2 375203 37.6£0.3 37.5+0.3 371204 37.2+0.3
25 37.740.3 37.7x0.3 37.720.2 37.4+0.4 37.3+0.2 37.0+04

Each value represents the mean=S.D.
The test compound was administered intravenously (n=8).

A 2sh v wehe] o} R FAE BB skt
(Table II). °FA o =2FE<ql diazepamS 10 mgkgs] 23
2.8 AFFAE FELANMNE FodF 158 K249
<005 ALLFF) B2E BT 4 A2k

Rotarod AlE

KI-60606& 5, 10 ¥ 25mgkgl2 AW T3 F
24074219 FES £ERYAAE AT 24 THA
W2z vlwste] ofF= = FAHA st
(Table IM). AN ZFE<l diazepamS 6mgkge] 23
SR AFFAGg FTELAME FoAF 15ETE 1208

7HA] ataxiaZ WFEPY o] B

2ol DixjE Ak

of o} 53 WElr} Uehda] edake} (Table TV).

Hexobarbital =HA|ZI0| O|X|= WS

KI-60606% 5, 10 & 25mgkel 2 AW 5oL o
FHA| -2 Fy A 273 v asle] fo)AdlE Wk
Holz] eberow, YA EEZQ chlorpromazine (6 mg/
kg, po)ell &t FHAIZE F2AWUA Frksia o
(Table V).

Table V. Effects of K1-60606 on hexobarbital-induced hypnosis

Drugs Dose Sleeping time  Control ratio
(ml/kg) (min) (%)
V. Control 0 50.6x4.6 100
5 52.4£5.8 104
KI1-60606 10 51.4+4.9 102
Chlorpromazine 25 33.8%5.3 106
6 189.4443.1%* 378

Significant difference from control group (**; p<0.01) and each
value represents the mean+S.D.
The test compound was administered intravenously (n=8).
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Table VI. Effects of KI-60606 on analgesia using acetic acid and
hot-plate method

Drugs Dose Wriths Licking time
(wl/kg) (No) (sec)
V. Control 0 16.0£1.1 4,5%0.9
5 14.8+2.5 4.741.1
KI-60606 10 14.5+1.9 4.7+1.2
Ketoprofen 25 14.5£2.1 4.6%1.3
10 6.1+:3.6%* —
Codeine 100 - 13.246.1%*

Significant difference from control group (**; p<0.01) and each
value represents the mean+3.D.
The test compound was administered intravenously (n=8).

TUSEE: Acetic acid®2 FESH writhing 2HE2] x|

KI-60606< 5, 10 ¥ 25mgkgl 2 AW FY & o
AN Z P v @] AFA Lol AR okt
(Table VI). <FA 222 4] ketoprofeng 10 mgkgs] 4
Fog ATFAG FEZIAMNE FAHUE0<0.01)
writhing ¥1-8-2) 478 #Z3 4= it

ZISEE: Hot-plate2 Tt licking PHS

KI-60606< 5, 10 & 25 mgkgo2 AW Foi3] L uj
F-¥ A 2w v wete] 21528l FAHA ot
(Table VD). W Z =22 codeines 100 mgkgs] &%

o7 AF-Fo3 FEFolME licking HH-5-o] e}
7AA Y A g Azre] Rl A SlA (p<0.01) S7HE S #2E
T 3%t

EIZTALE: pentylenetetrazol FHAT0 te A&k

KI-60606% 5, 10 % 25 mgkgl 2 AW FoiF)-S w)
A2 v]asle] BALe] Ped & T
UG Th (Table VI). ¥AulZEA Y diazepamS 10 mg/
kg® %02 AFFAG FETAME 100%] 373
22 A = e

SZ4HEZ: Strychnine FUZEO| TS gk

KI-60606% 5, 10 2 25 mgkgo.® AW Foige o
FEA 27 vl wete] A HEe] s I T
ATl (Table VID). kA ZELY diazepame 10 mg
kgl Sz AR g FE2 oM 50%] FEH
8-S FaE 4= il

~

SHAM RS Flectroshock SSEFAEZ 0] CHEE sk

KI-606062 5, 10 % 25mgkg o2 AW Foiq L
FHANE2F2) vwete] FAHALLE] gog & F
A et (Table VID. A EEH< diazepamg 20 my/
kgo] 40T ATHEAT FETIME 37.5%Y 4
22hg-S kel 4 gl9ic)

Table VIL Effects of KI-60606 on convulsion induced by pentylentetrazol, strychnine and electroshock

Dose pentylenetetrazol strychnine electroshock
Drugs (m/kg) Convulsion  TE-time Protection Convulsion TE—time Protection Convulsion Protection
(No) (sec) (%) (No) (sec) (%) (No) (%)
8/8% 47.4%14.07 0 8/8% 173.3+16.8" 0 8/8) 0
V. Control 5 8/8 50.9+19.7 0 8/8 145.9+22.0 0 8/8 0
KI-60606 10 8/8 49.6+£12.8 0 8/8 149,1+29.5 0 a/8 0
25 8/8 55.1£15.1 0 8/8 159.6£23.2 0 8/8 0
. 10 0/8 - 100 4/8 286,832 8%* 50.0
Diazepam
20 - — - - - - 5/8 37.5
Significantly difference from control group (**; p<0.01)
a) is the number of positive/tested and b) is the nean+S.D.
The test compound wag administered intravenously (n=8).
Table VIIL. Effects of KI-60606 on nictitating membrane in cats
Drug Dose Mean nictitating membrane contraction (%)
(ml/kg) 0 min 3 min 5 min 10 min 20 min 30 min
0 100.0+0.0 97.0=£10.0 95.8+6.6 106.6+7.9 102.948.0 103.3+9.1
V. Control 5 100.04:0.0 106.7+4.5 102.6x=14.5 103.2+11.4 100.5+11.2 101.9£16.1
K1-60606 10 100.0+0.0 103.8+13.1 97.5x15.3 104.1+18.9 95.7+£14.8 106.6+29.5
25 100.0+0.0 101.4+9.6 98.9+]3.3 104.5+£14.0 106.4+20.6 96.3+3.7

Each value represents the mean+S.D.
The test compound was administered intravenously (n=4).
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Table IX. Effects of KI-60606 on mean arterial pressure and heart rate in anesthetized rats

Drug Dose Mean blood pressure (%)
(ml/kg) 0 min 10 min 20 min 30 min 60 min 90 min 120 min 240 min 360 min
0 96.70+5.88 16.81+£3.48 20.72+5.68 22.53£5.87 14.73£6.66 14.5548.92 13.55+£9.72 3.27+8.46 4.48+7.93
V. Control 5 08.90+4.99 15.44+3.74 17.60+£7 25 21.38£7.64 15.01£5.27 12.53+7.18 14.87£3.45 1.69+2.60 2.68+2.37

KI-60606 10

104.70£5.65 9.21+2.62 10.92+0.34 7.6143.69 11.21+3.63 7.47+4.41

7.20+5.22 3.92+1.78 2.93+1.74

25  105.70+6.74 7.03£1.58 5.0522.45 5.60+£3.60 5.92+£2.54 3.57x1.50 3.35+1.27 1.32+£1.29 1.77x0.46
Drug Dose Heart rate (%)
(ml/kg) 0 min 10 min 20 min 30 min 60 min 90 min 120 min 240 min 360 min
0 144.3024.46 —2.57+4.51 —6.06£6.72 -2.42+5.60 —2.19+5.93 —-11.47+2.70 —9.55£0.94 -3.91+5.96 2.24:6.23
V. Control 5 144.805.40 0.2347.88 0.51+6.40 2.84+540 5.46+4.61 4.93+5.33 —2.5043.93 —3.65+2.55 ~3.40+1.89
KI-60606 10 136.05£2.43 5.59+£341 4.84+7.59 7.34+£7.99 6.11£7.96 252+7.17 -2.22+2 98 3.114£3.93 11.49+5.74

25  143.30+£3.96 0.61£3.33 5.30+4.86 2.924+590 5.96+6.31

3.70+4.69  1.42+£5.25 0.36=5.14  0.71£5.20

Each value represents the mean+S.E.M.
The test compound was administered intravenously (n=4).

Table X. Effects of KI-60606 on isolated perfused heart in rats

% of pretreatrent

Drugs Log[M]

LvDPp HR Dp LVEDP CFR
0 100.0£0.0 100.0+0.0 100.0+0.0 100.0+0.0 100.0=0.0
V. Control 7 101.5+4.3 100.3+2.1 101.7£3.8 102.2::6.2 105.8£7.3
KI-60606 -6 101.1£7.0 100.9+2.6 102.1£7.1 108.3£8.1 102.8+4.6
-5 100.6+8.7 101.5¢1.3 102.1+8.8 103.148.6 101.3+8.4

Each value represents the mean+S.D. (n=5).

Table X1. Effects of K1-60606 on isolated guinea pig ileum

Contractile responses (% of pre-drug response)

Log

Drugs M] Alone Acetylcholine Histamin BaCl,
Mean Mean Mean

0 0.00x0.0 148.7+12.2 [22.5+13.4 121.3+4.8
V. Control =7 0.00+0.0 147.3+£11.9 117.5+£13.6 120.3+3.1
KI1-60606 -6 0.00+0.0 147.4+11.8 124.1+£12.2 121.5+8.7

~5 0.00+0.0 146.9£13.0 126.5£12.6 118.6+4.0
Each value represents the mean+5.D.
Jgko|o| a=ab &0 n|x|~- %i} Al $4(LVEDP), LVDP(left ventricular developing pressure),

Frofol B o83 ulfZube A)g oA KI-60606&
5,10 ¥ 25mgkgo 2 A “4—r°=l of o3t a2 F-&A
A2Ee vxste o}bFy wWiste fFAHA ok
(Table VIII).

HIOEE SlFef "ot & Aubrol ofst g
KI-606062 5, 10 % 25 mgkg o2 H|u}F 3o A
HF o) S o] 2 APEAL BYA 2T v]aLsle

o)Al W3S 4] ok} (Table 1X).

MEMZO| oxj= W
KI-606062 1077, 107, 10°M2] »x2 &% AA
ol At F &Y FAAGALVP), o] e7g 24

DP(double product), A8 FZ(CFR) 2 );J‘ﬂ%#(}m)
=7 g 7_3-7]_ B2 }\] HEA 2 /‘gzl 7] i ad—/\'kzg_x.}—yl
[=]

T3
P egke 3 %}{’—,-E— o 4~ 219w} (Table

o =
=
Sl o
X).

Zid=e] HE siFof gt F

7Yy A& 339 1011g1tudjna1 musclemysenteric
plexus preparatione]] *3l KI-60606 (1077, 107%, 105M)
= ou g FoA sl A 7F, ol EE
PR e m, KI606062 SH7+ AAA S o
acetyl-choline (5% 1077M), histamine (2X107°M), BaCl,
@2X1073 Mol o3 88 FEo dsted = o}F-7 ]
S TR WheH(Table XI).



KI-60606=] LHIRRIEZAIE 97

Table XII. Effects of KI-60606 on respiration in guineapigs

Dose Respiration (rate/min) Tidal volume (ml)
(ml/kg) 0 15 30 60 120 0 15 30 60 120
0 103.6+19.5 124.5£19.3105.5%14.9 105.5+13.5110.3%£27.5 2.8+1.2 24403 29+0.3 24204 25203
V. Control 5 113.8£53 111.745.1 101.7¢1.6 97.7£59 1043+7.8 2.780.6 2,802 24202 24402 2.6+03
KI-60606 10 99.3+11.3 100.6+8.6 100.8+6.5 93.9£7.7 93.1+4.9 23x04 2.6x0.5 2.8+05 2.6+0.5 2.240.2
25 103.8£5.0 108.6=4.3 102.2+10.0 94.7=4.4 99.2+6.3 2.7=0.5 2.8+0.1 2.8+0.3 2.3x0.1 2.0£0.2

Each value represents the mean+S.D.
The test compound was administered intravenously (n=>5).

Drugs

Table XIIL Effects of KI-60606 on intestinal transport in mice charcoal T4%5& FAT AR 10 ¥ 25 mgkgFolAl
Drugs Dose Licking time 'F,T'-?'] A APETY £l %ﬁé}'ﬂ 9=} (Table XIII).
(ml/kg) (sec) w3k oFAd ) ZFE¢] hyoscyamine (200 mgkg p.o)= F
V. Control 0 52.63+5.88 o] FZFol M charcoal ©]F&ol FAA A FAaF
160606 s 55.5126.60 o BB 2 glele
10 62.16£7.93%%*
)= B
Hyoscyamus 2 o aes slotniof] Olxiiz efa
Significant difference from control group (**; p<0.01) and each KI-60606-& 5’_10 % 25 mgkg o2 ATt F 5]
value represents the mean+S.D. AEHF, pH, FAEE SAHYE 9 FIANELH
The test compound was administered intravenously (n=8). HlWEle] o} WakE TSR] 2kel (Table XIV).
SEAN N[Xl= gk Urine volulme % urinary electrolyted| O{X[&= &k
KI-606062 5, 10 2 25mgkg e 2 7| el AAWFE KI-60606€ 5, 10 ¥ 25mgke o2 AW Foqg F
ol W FIAN2ZH W T3] TFe] o}FH o urine pH, %%, =AAR N, K, CN) =S 53
= 77 4skeh (Table XIT). F Az, K] WAL 5, 10, 25 mekeel A 23 F
7+E Vel o™, Nats #2859 25 mgkg T+
Gastrointestinal transportOf OJX|&= 248k ol A freJAdole g Btk (Table XV). =8 %A

KI-60606& 5, 10 4 25mgkglE AWFo]g F th27¢l furosemide (15 mgkg p.o) FoFolME &=

Table XTIV . Effects of KI-60606 on gastric secretion in rats

Dose Volume Total acidi
pres (ml/kg) (ml) 2 (iEq) v
V. Control 0 11.5¢1.4 1.320.1 1002.4128.0
KI-60606 5 7.6+2.1 1.5+0.1 553.3+198.3*
10 8.6+2.6 1.5£0.2 650.2+367.4
Atropine 25 9.342.1 1.620.3 718.7£266.0
1 240 4% % 2.6=1.0 123.3463.0%*

Significant difference from control group (*; p<0.05, **; p<0.01) and each value represents the mean+S.D.
The test compound was administered intravenously (n=>5).

Table XV. Effects of KI-60606 on renal function

Drugs Dose pH Urine volume Na* CI- K*
(ml/kg) (ml) (mmol/1) (mmol/l) (mmol/1)
V. Control 0 7.0£0.0 3.3+0.7 96.0%1.0 56.0&2.0 28.7+0.6
KI-60606 5 7.0£0.0 3.1+0.2 87.7£6.8 69.0£12.3 43.0+1.0%*
10 7.0+0.0 3.6+0.1 93.0£3.5 69.0+2.6 52.3+55%*
Furosemide 25 7.0£0.0 3.4+0.2 85.3£6.0%* 52.329.6 50.3+4.0%*
15 7.5+0.0 5.7£0.3%+* 135.7+2.3%* 110.3+7.6%* 253+£1.2

Significant difference from control group (¥*; p<0.05, **; p<0.01) and each value represents themean+S.D.
The test compound was administered intravenously (n=12).
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2 Na', Crre) wjdsFo] oA F7hgrs #2329
- st

AlE 244 KI-606062] @ubefz]zhg-¢l F34174 A o
2l e, B&A, AAsdA o n)A= 3 9 7
b7]ol w A= o3 AAMEL7] flslke] AP EE
v, e, iofo] W g o] 3l Al ey,
o A JAk8-=Fe] oF 6ulg] 25 mgkgs HILFOZ 3}
of AAFeste] Algat H}, KI-606062 BREY 5, A
#9% motor coordination, hexobarbital %= 4~ A] Z}
A, AF2E A wag 5l Jofe] o] bR £
FFAAA N = HHA Q] FE FH] @gken, AA
A 2 ZFAC FAHAY JFE FA EUuTh 7
W 3]2S o] 43 A HeME A A ] 45, o] ghat
22 vhela] ekSEIL, acety-choline, histamine, BaCl, 2.
e pEagdd el E S FA| edsken] ¢
NER| A F e M= G Er| 5, pH, FAEE A F-3 A
W& vlasle] o}FE Wke Heolx| ghshvl 1=
v AR A 10 " 25 mgkgTel A H-f A
NE AAEFe] FULE FFZE £ 9lsle™ urine )
ARG M e K] widFFe] A Fof Fol| A 2497
F7FEE & < olgiTh

welA B AEER S H2207
714 2 7)ef A7l 3 gE m AR
o oigt AeFe] £2 d 55 K ujA
T A2 FAHUA.
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