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Beecham Pharmaceuticals Research Division

BRL 28500 % X U FDEARS TH% CVA-K & TIPC o—RBIEAXBIRAZSICI VK
Hlto TVARIVS , t O—BFHEETIE, 79 bBWT, CVA-K 0 120mg/kg TE
BEls—Bi ORIBAEH D bR LML, WThOBRBCE W T RFEIRDbRIgh o1 ¥
1o, BRI OMER A TIPC o 1,800 mg/kg 3 XU CVA-K o 120mg/kg TFEDHLIICH,
BRL 28500 Ti3Zdbhich oo & DIFMICITHBREBERCEEIRD ORI, 1o F 2 DF
RIETRER RIS\ C, BRL28500 o> 480 mg/kg I ECHBRKOBEERYHHVETEDOTET S
GiniR ok, 960mg/kg L ETRMETREA L ORI, OERGCIIFEIRD LRI, -1,
BWHOES L UORMOEERCEEBIRD LR o1, FRERF JCBEMERCEVTUL, &£
i F e ER DB EE FUAEAY BRL 28500 o 960 mg/kg LA E, TIPC @ 900mg/kg LI ET, BRER
MEOREMH S, BRL 28500 o 1,920 mg/kg 3 LU TIPC o 1,800 mg/kg TH LN ILISHE
ZRADONIh o, i, RKIBEERETHRBRTIE, WThoRETLEEIZREDLM
Mmotoo HLBRCI T, E&67FEHDORERETES BRL 28500 » 480 mg/kg Lk, TIPC ©
450 mg/kg LAETR DL hich, RRGEECHERIBDOILI >, BRAWOME A BRL
28500 o 1,920 mg/kg ¥ XO° TIPC o 1,800 mg/kg T@ED L, FEHZ W oAt BRL 28500
D 480 mg/kg LLE, TIPC o 450 mg/kg LA ETRDHhIc, ¥, ICG FBzk\ T, BRL 28500
o 120 mg/kg LAk, TIPC @ 112.5mg/kg L k¥ X CVA-K @ 30mg/kg LIET ICG it
BEDIE T iR biiz, BRL 28500 % X O° TIPC & X AWM, ICG HetteD & TF i3,
TIPC »EH P I h B WX bbb D eFEx N D, MERCE LTI, ESBEER PT O
JEEH BRL 28500 0 1,920 mg/kg ¢, BEcEsmitAst BRL 28500 35 x ¢ TIPC o 200 mg/ml
BRTALOIILUNMCEEBRRD b high - Tce BHEETIZ, REOHMNS X ORPEFEOHMN
»% BRL 28500 > 960 mg/kg LIk, TIPC o 900 mg/kg LA E3s X1 CVA-K @ 120 mg/kg TH 5
nich, WIhdRFcEEhs Na S XU KiEoRELELZ Db, X Offl, Mk, FFA, TG
FLIOREBTIIFEIRD NI - T,

OCT. 1986

BRL 28500 %, [-lactamase fRE{EHE%HT 5 clav-
ulanic acid (CVA) o#» v v »¥g (CVA-K) & tica-
rcillin (TIPC) % @MMERZE LT 1:15 cEA LA
EAHITH %0

BRL 28500 o A4S TH5 TIPC o - 3KEBIER
COWTHHREZ A TWEHLY, SAEK 41X, EYLs
WO —FE LT, BRL28500 % X 08 2 D MEKS
ThHb CVA-K & TIPC o —HBEBERAOREY T -
JeD THET B,

I. 8 8 # #

1. EREY

AEEx (T BRL 28500, TIPC 3s k1% CVA-K %4
BRER CAREELTER L, #E5EEIZ, in v
DERITIS\TIE, BRL 28500 i3 480, 960, 1,920 mg/
kg (— 120, 240 mg/kg ¥ EH), TIPC 13, 450, 900,
1,800 mg/kg (—{ 112.5, 225mg/kg & EHE), CVA-
K i3 30, 60, 120 mg/kg (— 7.5, 15 mg/kg b EMH)
ELte, i, BEWE4~8mlkg & L, REEE
0.025 ml/sec TEIRPIZEE L1z, in vitro OFER,
1077~10"* g/ml DR TIT » foo 1oL, FHHOBTIR
0.01~5mg/ml BEDER Y » = » — VRIE X DEA,
WA T 10~200 mg/ml DREE T » 1o £ Ofh
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L7243 Pentetrazol (FI3t#t3), Thiopental-
Na (H;08.%), Tremorine dihydrochloride (FI¥#ti
%), Acetylcholine chloride (5—%{3§), Adrenaline
(%—%%), Noradrenaline (Z3%), Histamine dihy-
drochloride (FI¥44%), Arachidonic acid (AL,
Collagen (Hormon Chemie), ICG (Indocyanine green:
s —gy3K), Phenobarbital-Na (H{LsL), Pentobar-
pital-Na (€ b=V« a=7) ZER LK, REDOR
ERICERIERBL LT, BEEHCOVTUIELE
o TWBORDPVTHEL LTORES S \VIIER
'C*i/ﬁ‘< L1

2. R

KERI(L 5~6 BED ddY R~ v 2, 5~8 i@
B0 SD AR SOMERET » + (FERRDLER),
5~8 @R D Wistar RHEM S » b (GREFELHERIG DA #
A), 3~6 B Hartley Zffitt =L =, +, 12~1558
BoBAQGHEE Y FE XU 2~3 FHO X a 2FH
Lo Bii2RE 20~26°C, {BEE 40~70% O &HET T
1EHUEFRAT L, —BREORFRLIORFEHL
piy

II. ® 8 5 &%

L PRMERCE JiETRE

D —BOBHERE

TYARIUT y bEIBE L0 IBE LCER L, %%
A OFBRE U THYOTE S IO —BEER 2Ry
btk omi TRE LK,

2) BREDE

TYARIE 10 e UTHER Lic, B %38 8 i
Automex (REEEE) %A\, REZEN, # 5%
15, 30 7, 1% XU 3BERIICE 3 R0 BREE R A 1
TE L1z,

3) REEIER

SUYARIE I EELTHER Lic, BREBHELEHE 15
7 Thiopental-Na 30 mg/kg YBEBEIRNEE L, KR
WRZHE L, 7%, HREEBIABESS BRH
RIEBAMIIC S ¥ 5% TE Uiz,

9 HEEER

i) $ Pentetrazol fiZ@t{E

TUATRLIR L0 X LT A LY, REE5% 15
7 Pentetrazol 115 mg/kg ¥R TFTHE L, 30 S LA
RET BRI MRS X OCRIE M B R WA B L
2o BOREEIT ScHREIBER 533 X O ScHECHTER 5%
0ﬁ&%§%tx:7—mLTk&Lto

i) MERRPER

TUARIRE 10 L LT R L, R 5% 15
ARG ADABIC B %P W (B 40mA, <1 x4

0.4msec, A 50Hz) %, 0.5 BE-<A44 « 2 2
nNyTaz=y b (RAF2F 4 0) TEBL, £0OB4E
U5 BEXMRERBEOFGEEE 2 AIE Lo

5) 3#1{ Tremorine {EA

VAL 10 L LTHER Lico BEHEE 15
471z Tremorine 10 mg/kg #EHERHZE L, BRI A
IR# % Tremorine #5% 15, 30 3 X060 HIEBE L
Too T, ARCREE WE THOERCOVTLHE
Z L1,

6) RBREARK

TYARIE 10 L LTHER Lic, BRERER, #
5% 15, 30 3 X0U* 60 231z Courvorsier®? MBI
L‘?’t%%ﬁ’)‘flo

7 EEHERR

<y A% 1H 10 L& LTHER Lic, BREBEEH, &
5 15, 30 3 XU 60 BB D ECRVCRBRET
-7,

8) HEER

i) EFEg writhing ¥

<~y A% 1B 10 L& LT A L, REBREHE 15
iz, 0.6% BER® 0.1ml/10g #EEEAEREL, 0
10 D5 10 7rff D writhing FEPIE L,

i) ~7r—%

<Y A%R1EF 10 L& LTHER Lic, BthiR5aT, #%
E#% 15, 30 3 X0 60 HITBIR 7 v v 4 RECESRS
RISOHE TR B Lic,

9 & &

Ty bR1IBE L0 ME LCHER Lic, REEERT, #
5% 15, 30 47, 1, 2 K XU 3BERICEBRY v — &
2@t (TF-DN 7. %) THITE L1,

10) B &

i) SEmE

TyFEIFILE LTERA LI, =7 AHETI
KEH = 2— VEBA LK, Gallamine 2mg/kg »i%
PRAEE L, DBEATHFRTCER®To1e v ¥k
MEEERE CGRAMHE) EE L, Sawver 57 DMK
it~ T, EBHE AEHR BESIVESECA T
vV ABTEBHEBRRHEIAA Y, MK (EEG-4214
HAXE) *AVTREYBEELRE% 2BM T T2 L
Too Fio, BERIBICIX, LERMEE (MS-2PS AA¥
&) %H\T 2,000 Hz ©» monotone H|¥ % 5 BRIT L,
FRECAT HRIGREEH Lice

i) B

THFEIFIMLE LTER Lic, BELIIROMA
FEOLTHEZ AR, ¥ — 4 N — AP TREKE, EHER
Tk, RERSH% 2N THRMEYTHEE L
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P LTEHE L,

11)  SfBERER I

kBB GIE two-compartment ¢ shuttle box
(7500 Ugo Basile) %M\ 1o fFMIME LCT ¥ —%
%, BEEFIHRE LCER (50~100V) &5 2 THEA
FERITV, SEERERN80% UEDS 5 b %&EF Lice

IF6ED T HAL, RERLSH, H5% 30 %
XU 60 i el ELBE UG DRIE % 1T > oo

2. BB IOCLMERCE JIETHE

D R, mF, OHEEs ICLER

Faw1BE3ME LCHER L, Urethane (1.5g/kg
s.c.) REBFFTERER LORABBRIC? = 2 — v idE
AL, BRIXy— I A2BERYE, 77, 7 (SR-1158
AAXE # NERXBEEBELS VAT o —H—
(MPU-0.5A BARXE) M LT, LIEBUBRLHEET
==y} (AT-600G BAXE) #A LT, LER (&8
IFE) WOERBT v 7 (AC-600G BAXE) i
L, AV 7757 (RM-6000 AARE) RAEIEL
oo P, BGEHRER X VEREE 2B TF - 1o

2) MERG

2% 1B3MEE LTHEM Lo, Urethane (1.5 g/kg
&) FRBEFTWCRBR B) IR FE % 32 £ L %o Adrenaline
(Ad), Noradrenaline (NA), Acetylcholine (Ach) ¥ X
U° Histamine (Hist) #Rp$% 58 O I FE RIS 53 %
BEEDOIERA 2B 5% 2 il & THE L

3)  FEHLEE

LANGENDORFF DY iw# UTE L £, M EHOBE
AufEBL, BEHA (95% 0:+5% CO,) THRIF Li:
36°C o Krebs-Hanseleit ¥ % #fE# 20 mmHg TJE
Lo BfEIZ 0.2ml OBFEBETH=— LKL E
AL, OHOEB X FD-¥, 77, 7 (TB-611 B&
HE) %, OHBOHEIBRFOHT==y FEALT
gaﬁ L7

4) REMmEER

vHFhk 1BE3EELTHER Lo Krawkow-Prs-
SEMSKI DFIKICHEE LT, v FENMBEEREL Y /E
B, Ringel A EHREL 40 cm H,0 T L, B
PALERT & MBS DR OB R B L,

3. FEHGRIVHERRERCEK JIETHE

1 mHKE

ELE, P OKJEEEERLIFRLT, ZEYE L
Locke-Ringer #% (20ml, 37°C) sRic#&FE L, I T
Isotonic transducer (TD-112S HANXE) %A LTL
$ L7co BRL 28500 % X O¢ TIPC o ¥u{EH & Hist
X BIEICE LIETHEYRE L,

2) HHEE

i) BEHED .

v X D L@ 2= %8 Ul Tyrode
% (20ml, 37°C) fhic BEL, B & B % Isotonic
transducer %4 L TCi24E L7zo BRL 28500 35 X O'TIPC
oEREBERCE JIETEEYRE L

ii) % agonist X3 5FA

ELEL, MIOVBELCEBYAYZE 2B Ui
Tyrode ¥ (20ml, 32°C) FFifRE L, WHEBORE
Bk D)7 TiegE Lizo BRL 28500 ¥ X O° TIPC ¢
Ach, Hist 35 X 0% BaCly 12 X UL ¥ L THEvE
Lo

3) WHFE

i) EERFE

RERPOT » b X O LIFEYR 22528 L
7o Locke-Ringer ¥ (20ml, 37°C) fhicBEL, B H
s Bh% Isotonic transducer /LT i £ L 72, BRL
28500 35 X O° TIPC DIEERFE BEEB TR JIFTE
et Lico

i) 1IHRFE

IR 17~19 HED S » b X W HEH LETEDR &A
Vv, B X b BRL 28500 35 X O TIPC 0iEfk
FEEDEBSCE JIFTEELRE L,

4) EBHfTFE

i) EERFE

Sy bERIB6TRE LTER LI, BiEHOT» 1%
Urethane (500 mg/kg s.c.) 3 X7 Pentobarbital-Na
(B80mg/kg s.c.) KRBT IEMCEE L, MEETED
BB A FD-€y 277 » T2 A LT, BREFSHK?
R & CHRZRE LT

i) FRETE

So b RIFE6IEE LTHER Lico 1R 17~19 AA
Dy b EBWT, BRONETIEES Y REREE
2 Rl & CTIRZRE& LT

5 mHEE

7y b XD LIOEE IR 22K %@ Ule Tyrode
¥ (20ml, 32°C) hicfE®E L, UNfEIL Isotonic trans-
ducer %4~ LTE4% L7z, BRL 28500 3 L 0° TIPC ©
BMERAR S0 NA X AUk XiET HEYR
L7,

6) B;’ &

Fag 1 FEIEELTERL, 2.1) BoWR, OES
DOPUTE & FBICAT » teo LEMRRMAR TR LK,
RS CUEEE Y £ 35 L o, BEFENMEE
(SEN-7103 HANXE) ¥\ C, EHBERNK (1 2R
1msec, & 10Hz, 20k s5H, THE~6
V) 25z, BEONGEY. FD-vy 277, 7%/ LT
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Flio NEXEEM L VRGR & H 2K/HE TT-
1

4 FEEERCE LETHE

1) BRESEHEA

BuuerING DTN ¥ UC, BRI 2 BRI oiiE & 3t
R Lico BRO B R EXRAT A (95% 0:+5%
C0,) %5 U7: Krebs Bicarbonate # (50 ml, 37°C) &
CEEL, MENRIETENREELAVCCERE
(An Al 1msec, $EEE 0.2Hz, BESV) 2k hiT-
fo BIEEIL FD-¥'y 27 » 7HAN LT RE LEHKD
PEYRE L1

2) BEMEBEHEEA

Fy bR 1BE6EE LTHER Lic, Urethane (1.5g/
kg s.c.) REFFIC 7 » bk BALICEE U & FEDEE
HEA LR Uico BEEL DI AETHECEFER
BEBELXR T, EWERY (4 A8 1msec, JHE
0.35Hz, EFE 5~7V) #5%, FD-¥, 77, 7%/
LR R 5% 2 B THIB X REE L1

3) FuRS

FaRIFIMELTER L, =—TAKEETIZ
Anperson/SHIBUYA'? DF B UBRIEA Y (EHLL,
WEER (UM2-5050 ==—27 454 ) 2FHA LT
BTEM L7 55 3FE 1MW S OBBELHK
Lico Thebb, BFERBERBC X v ERERE (1
AR 0.1msec, FIMERE 2~4V) #5%, RAfOH;
BIvBor 72K $ (MSR) & X O %>+ 7 AR S
(PSR) DEBIBM & 5RHF Lic, BHEMIL, RERE%
IRHETHEL, ¥— 2 MBEEE (ATAC-350 A AN
E) X DME L,

4 RFREHER

ELEY PRIF6IE LTCHER L, BRICHREY
0.1ml SRRL, MMELECHELHIR L, &0
BEH, $#5% 1,3,510 S X 20 HicAERS O
EARARE Lz,

5. HtBARICE LiFTHE

D A4 5ES

THXRIF6TLE LT Lz, Urethane (1.5g/
kgs.c) BT CEABEE L, BIME#% TrenDE-
LENBURG I IZ R U CE DMFIRIER 2 v 7 ¢ vi©
IVBEL, FD-v', 77, 7N LT, BHEEH 2
W€ THEB RIS L,

2 Rk

TURARIBEL0 WL LT AL oo BB 15
ACRRA# Y 0.1 mljanimal &8s Ui, RERE

B0 Mo ARBRL, MBLECHT B REOH
TRE kD1,

3) BESW

Ty PRIBE6ICE LTHER LA, =—FARKBET I
Suay'® OFHHEIFECHMFIEER L, Ebickihy B
Rt G Lic, 4 8%, BO=—7 LRRET 2Bl
LTBEEHRRL, ®BONHE Lc LEOWE, pH, K
B, Na* 5 X0 K BEZHE Lz, pH k5 X ORERE
DPEWCIIVHE=F 4 v 724+ L—%— (COMTITE
7T ¥B) %, BEbO Naw s 100 K BEORIEICIL
A=A+ 35 300 GRS 2EH LI,

49 oW

Ty b ®1IF6ICE LTEM L, Urethane (1.5g/
kg s.c.) RBFFRBBE L CH Y =5 v v+, —7 (PE
10) ZHMEECHEAL, 30 42 & DEHERER Lz,
MEHH, BBl X 0B 5% 2 B % TEREL,
30 T EDBEITEABTE L,

6. Mtk LiTTHE

1) M=

Ty PRI E LTHER L, HthkEs 15 4
W=— 7 VBT CHREAHIRL hiRMIL, Fr by
Vi (PT) BIUVEHE T Ot v K752 Fy
Bl (APTT) %7 4 7mx—5x— (60415 N7 + v«
TaF¥F vV v) TRE L,

2) BmERE

Y FOEMIRE DiRM L, 2% FROERZER > FHE
Lo FBEOKRGBER 5ml iz FRMEREERK 0.25ml
#M%, 37°C T2HRE incubate UL7-88, B OLDBE LT
Bohic BB YNES (UV-210A E&) AT
BIE (540nm) FHIE Lico RBRIC 0.9% NaCl B
LEFEKTHRBOBRIERT, REOHEME2ELX
BIRE L LCTEE Ui,

3) FMIRBEEEI AR

7o bRIB6EE LTHEA Lic, BREEHEE% 15 &
W= — 7 VKB CHEEAMIRE vigm L, 7= B
MK E Lico 207 = vERINMAEK 0.05ml %, REEED
NaCl BH Sml itz EERML, FRIC 30 HKEL
oo BOBCEMBICELIE L, ToiEvoIktE
FFRAVT 540nm O BEELXREL, BFMEY K »
7o

4)  M/MREE

Pentobarbital-Na (30 mg/kg i.v.) BB Li=w +F D
EERL O »7 -7 A 2AWTHECs7= v M I X
h, M/pR%EF) 30 x104mm? i &M/ MR (PRP)
ZI/MRRIESRE (PL-100 + —7) #HWTHE% Lico
M/NMOBREDRIEL, 727V 2 2 —x— (Model 440 2
r/m7) FH\W, BEEFEMHE L LT Arachidonic
acid (6 mM) 3 X O Collagen (10 pg/ml) #{HH LT
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1) RERIVRPERE
Fy b1 10 BE LTHER LI, £EAEK 2.5

mlj100g #EO&bE L, ERCREYRE Ll 6 KiH

®E CREXERBOCHEL, Ebic 0~6 B ORKIK

B3 JURBEHE (Na*, K*, C7) ot E2RE L

too BREBEBORPE I, &£— A4+ x5 300 #EH

L7,

2) I Glucose, FFA (Free fatty acid) ¥ X O
Triglyceride
5, bR1B6IE LTHER LI, Hifs% 10 BRE
HHEL, 11 BRk=—7 VHRET CHEHBAHIKI D
] U to, MiF Glucose 3 GOD-POD #, FFA X
ACOD = (NEFA C-TEST wako {#/), Triglyceride
11E¢ % (CII-TEST wako /) THIE L1
3) ICG BrtEER
S, b1 10 TE LTHER LI, BEHEE 15
4ric, ICG 4 mglkg X RBIRAICES Lic, ICG H5#
15 Hic=—F LREFT THEMBAHRL bR L, &G
St o 1CG BE X AN LB 2 HV-T 805

nm OBRKEE X hRDI,
4) BEZ

Fy bR 1IB6ImE LTHER LI, BARS, AER
§, BILRSHS X UCBILECOWT, RE&EH, &5

#% 30 4,

1B LU 2BEBE LI, BARS A

b vk y AN (%9 8,000 Hz), ABERGHIRIME, B
B3Ry r 34 VeXARICEBE L, BRI

Lo

PuLewka OFEPCE LTI =<2 x— AL —_THIE

172 CHEMOTHERAPY
>10 8. MEFEAVME S
7. Foftiek JiFTRE HEERTEEL LT, FHEOZEDKEIL Student

D tBE (DEtbDKkE Bk Cochran-Cox KF),
BARDED B EFT 22 RE (Axm HER) siv
Fisuer OEEERAEERER L1
. £ %8 % #

1. FIRSERCS JIETHE

1) —BITHEE

=Y AEEWT, BRECEAELLTHR IO
ERCHEEE 2EME CRIOREIRDOIh o1,

5, M\ Th BRL 28500, TIPC 35 XU* 60 mg/
kg ¥ ThH CVA-K TiRfIER LU—BERCEER 2
B CRLRFRIBED b T, —7%, CVAK
» 120 mg/kg Tix 10 Fisk 8 BT, H 5K 15 HREBE
RRR{RE D Ieh’, BeH5HK 30 5T iEE LT,

2) BREHE

EBRBEDEBE L INBH L OBMCEEZIRDLL
e 1o

3) FREERIEH

BRL 28500 % 1,920 mg/kg ¥ T, TIPC |3 900 mg)
kg ¥ T, CVA-K (% 60mg/kg ¥ T Thiopental-Na &
X 5 RERERE 0 EEERIIED bhish - 7epl, TIPC
D 1,800 mg/kg ¥ LU CVA-K o 120 mg/kg TRBE
TeREES R DE RN RS biie (Table 1),

1) TUEKBER

i) #1 Pentetrazol F#{EH

£#thD&AHE L L Pentetrazol FRETHHE
HIERRED bhieh -1,

i) MERKEEAR

EHRBOLEAE L OMEREREAIRAD DR,

Table 1 Effects of BRL 28500, TIPC and CVA-K on thiopental-Na

(30mg/kg i.v.) induced anesthesia in mice

Drugs Doses Sleeping time
(mg/kg i.v.) (sec.)
Control
. — 195.4+27.8
(saline)
480 210.7+£78.4
BRL28500 960 254.8+91.2
1,920 230.0+66.9
450 169.5+34.9
TIPC 900 198.3£65.6
1,800 273.9+89.8"
30 200.0£71.6
CVA-K 60 187.2+46.4
120 278.1+78.6*

Each value is the mean+S.D.
Significant difference from control(*P<0.05)

Number of animals=10
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’ ;) " Tremorine {EM

A0 EAEL D Tremorine FRREICHT 5
FifeRiREs bhigh 2 7o L L, TIPC 900 mg/kg
Ciafr5g 30 TR0 MBI LT,

6) BEAR

sppOEREL VBEAR THERLTT LD 1B
HZHHIEH > o

7) EEEAR

ARGOLAEL bEEFERBR THELTT bOR]
RS oY% (W3R o

8) SUE(EA

i) H& writhing 3%

Ao &EE L bEEE writhing X3 2 WEIER
1EB bhich -1

i) ~7r-%

ERABOAREL LEAFER RS DI > 1

9 & &

BRL 28500 mehfs#y 5B 900 mg/kg T 514 3 K
BB EEENTAD b, OfE (37.46°C) (34AE
WEBOHEPN Th » 7o BRL 28500 Dffiof5ER
I TIPC, CVA-K itBR LB L, AREIE
Dbhich -1,

10) B ¥

1) SR

EREOEAEL L EEMECE LWELIRDLN
T, BT A EBRIGLIER Th -1 (Fig. 1o

i) e

EREOZAR L b BREMIEICE LVWELIZED bR
teh o 7o (Fig. 2),

1) F-EEERIG

ERBOZFR L b EEERRIGICS JETHEIR
BHohith -,

2. HREIOLMERCE LETHE

D R, mE, LS IOLER

BRL 28500 » 240 mg/kg, TIPC o 225 mg/kg ¥ X

U CVA-K 13 120mg/kg ¥ T, EOHELEL DR

BELIXEED Hhigh -1, BRL 28500 o 480 mg/kg
DET, B#EFL DEREOBERY 55 WLLER E
TEOTRET 5B Hh, 960 mg/kg TILEREE foi
THA, 1,920 mg/kg Ttz DME TR L b2 & s
SEBTHRLOELEVThL—BEED L O THote
(Fig.3), ¥7z, TIPC o 450 mg/kg Ll CE i beh
I2 Cheyne-Stokes #EFRIRAS 3 fld 1 7ous L 3 Blic s
bh, Thictt-METRE, OHEROLEHITD LR
TBZRG DB Th b —BIED S DTH - 1o

2) MmMERG

a0 &AELL Ad, NA, Ach 3 XU Hist Ot
ERECHTAERREED bhish i (Fig. 4o

3) O

BRL 28500 % X 0° TIPC o 0.01~5mg/ml # # O
0.2ml EATIE, ZHEA - EREACEEA LN
Dy '/’Co

4) REOEER

sfkEd 1074 g/ml ¥ TOZEED 0.2ml FAT
GERRECEEYEX Ioh ot —F, Ad1077g/ml
D 0.2ml EATIENME QI X h EH L ERK
BoOBETHRRDLIRI,

3. FEHRIVHERERCK IETEER

1) WHEKE

BRL 28500 35 X0t TIPC 3 107¢g/ml DR ¥ THY
BEEOREICEEYE 2 ¥, Hist 107%g/mb) 2 L%
FEex LT EERE L fah o1,

2) WHER

i) BEED

BRL 28500 3 X7 TIPC (% 10~ g/ml DEE ¥ TH
HEG O BENEECEE X 5 X feh» T

ii) % agonist X3 AER

BRL 28500 35 X 08 TIPC (% 10~*g/ml DEE ¥ T
W E B © Ach (1078 g/ml), Hist (107 g/ml) ¥ X
BaCl, (107*g/ml) = X BIRFEICR L TEE Y5 2 7
>t (Fig.5),

3) WHEFE

i) FEEETFE

BRL 28500 %5 X 0% TIPC (% 107%g/ml DIEEE ¥ T
HIEERTE O BEhEBCEE Y 5 X feh -1,

i) HERTFE

BRL 28500 %5 X 08 TIPC (% 107*g/ml D ¥ T
HIEEFE O BBERCEEY 5 2 Toh » 1,

4) EEfTE

i) JEfERTE

BRL 28500 & 480 mg/kg, TIPC ® 450 mg/kg % X
U CVA-K o 30 mg/kg T3, FEERTFE D BEHETHIT
8L X oh - T, BRL 28500 @ 960 mg/kg Ll k¥
X8 TIPC @ 900 mg/kg Li kT, BEREBOEETT
ENEEEHREIIL I X hab h i, BEEL
o L2 B EEER Y & Lk (Fig.6), —7,
CVA-K » 60mg/kg LA ETIXEEDOTTHEN L L RIH
L BEOMEAN LRI AN & B2 0T oh T
2, ThHOfERIEER 30 446 1 R EIES
HIERD A DT,

i) FRFE
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Fig.1 Effects of BRL 28500 on arousal response induced by auditory
stimulation in rabbit’s EEG (acute preparation)
M. C.; Motor cortex S.C.; Sensory cortex
HIP.; Dorsal hippocampus AMY.; Amygdaloid complex

Before Auditory stimulation
W }x_. RIS n
L R
s.C. YWMWMWWW
BRL28500
1920mg/kg iv.  pp. MMWW"M A
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Fig.2 Effects of BRL 28500 on spontaneous EEG in rabbits (chronic preparation)

M. C.; Motor cortex HIP.; Dorsal hippocampus
S.C.; Sensory cortex AMY.; Amygdaloid complex

BRL28500

1920mg/kg i. v.

Before

ue. I ’*’r»NMv\R'W“‘H*’JV e e
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. Fig.4 Effects 'of BRL 28500 on blood pressure response by noradrenaline (NA.),
adrenaline (Ad.), acetylcholine (Ach.) and histamine (Hist.) in cats

Before After 15-30min.

After 45-60min. After 100-120min.
1 T - T

T T BRL28500 T '
i J.ya 1920mg/kg
oy} i

| Ad
(17/kg)

Ach, i
(0.57/kg) § . !

Hist.
(0.57/kg) §

ERFEOHBEBCN T 5 SR GOMEL, JEER
FELRERETH -1,

5 WmhEE

BRL 28500 %5 X 0% TIPC i 10~ g/ml DL % T
HRECEZERET, NA 105g/ml) 1o X 2@
HLUTLHEBREX e -1

6 B ®

BRL 28500 0 1,920 mg/kg, TIPC o 1,800 mg/kg
TRESEH LY 170\ L 2 BRI & CRE L BISING
DIFER L1At, CVA-K Tit 120 mg/kg % THEy
£z Teho o

4 REBERKCE X iF TR

D BmemgEx

BRL 28500 3s k¢ TIPC i3 10-4 g/ml DEE* T,
B RRE SR EA LTEE RS2 eh o iz,

2 LEBEBEEA

ERGOEREL bEFHEMEGEA Sy 5
/308 N

3 R

ERGBOZAR L LYo T 7 L NS

) RFREAEE

T lff’

BRL 28500 3 L ot TIPC o 5~20%, CVA-K o
1~4% BRTHEVCThIAERFOBELIRDS b ic
Mo ‘fco

5. HEEBRCE XISTRE

D E4EES

BRL 28500 o 480 mg/kg Lk E % X 0t TIPC o 450
mglkg U ET, #EEEEL15 5 ) BEHOBRE
TENBERABCHKE L TAbRE, ZhbOERE,
BHEDOEAIXERTHREK 60~90 4 X h EIFER L
AL (Fig. 7)o —F, CVA-K T3 120 mg/kg T B}
CEERTESRER 15~30 HrBdo5hicnhTH
be ‘fC_o

2) RKEREE

EREDEHAEL L HLE O RRBEE T 5EB
ERD Hieh ot

3) BERLIW

BRL 28500 ¢ 480 mg/kg L FCi1 B D pH B E
e EAN, B 1,920mg/kg TRRERS LELBED
BEERBEA R AR LRI, TIPC T, 1,800 mg/kg ¢&
RELIEBEOERE BN, CVA-K Tt 120 mg/kg
THRBEOER AR H2 LRt (Table 2),
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Fig.5 Effects of BRL 28500 on agonists-induced contraction in isolated ileum of guinea pigs

BRL28500, ., 10-s

et A
BRL28500 , 10
107 107

:;'—»,"‘-:—‘A"‘;"‘ SR A;‘ A
BRL28500 , 1\ 155 BRL 28500 cp 178

10°% 107

G DEAT
p 1BRL28500——--H 10-7
g/md 107 10°¢
g/ml

saline ~

H1077

e S
BRL28500

R R S
BRL28500 *, .,

BRL28500 - -,

107° 107

H 10".

FTETETTAIL
BRL28500-
g/ml 1077

Ba10~¢

4 EHHW

BRL 28500 ¢ 480 mg/kg Ll k3 X 08 TIPC @ 450
mglkg L ETIE, #5# 30~120 Herlt iR
ARTF LT i o 3gnassied b iz, —F, CVA-
K Tix 120 mg/kg ¥ THERELIRD bhich -7
(Table 3),

6. MKTH L IFTHE

1) MR

BRL 28500 % 960 mg/kg ¥ T, TIPC i 1,800 mg/
kg ¥ T, CVA-K (3120 mg/kg ¥ T PT % L O'APTT
CZEALIRZS b R #s Hr - foo BRL 28500 o 1,920 mg/
kg Tik PT WBERIERMED bRipS, APTT %

BRL28500 "L, "BRL28500 g, 1y

1075 1077

LizFBB B ik -7z (Table 4),

2) BmRBR

BRL 28500 % X 7¢ TIPC i 100 mg/ml % ¢, CVA-
K i3 40mg/ml % CH&MMEIZAR SRS, BRL 28500 »
X O TIPC @ 200 mg/ml CIXEBRE A iE M0 bhis

3) FMIREBENETERR

FHREOEARE L L AORBBENRFZHECHEYTL
VS R Re Y i

4)  MMRVESE

KBk L d 1074 g/ml @ J4E ¥ T Arachidonic acid
# XU Collagen MEIH LYBH 5 2 e o1,

7. Foftick XiFTHYE
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Table 2 Effects of BRL 28500, TIPC and CVA-K ‘on gastric secretion in pylorus-ligated rats
Doses Volume Total acidity PH Nat* K+
Drugs (mg/kg i.v) (ml) (mEq/1) (mEq/1) (mEq/1)
Control — 6.98+3.06 94.0+£16.2 1.54+0.11 61.2+ 7.3 10.3+ 2.1
(saline)
480 7.28+2.97 89.1+£29.3 1.72+0.13* 63.7+11.9 16.1+ 4.9*
BRL28500 960 6.08+2.34 82.2+16.1 1.83+£0.24* 67.0+24.8 11.6+ 4.2
1,920 3.45+1.02* 59.9+18.9** | 2.81+1.05* 71.3+19.3 19.6+12.5
450 6.15+1.13 75.1£15.2 1.73+£0.20 62.5+13.4 12.0£ 7.0
TIPC 900 5.03+2.06 74.5+£23.6 2.29+1.27 58.0+26.8 11.5+ 7.2
1,800 3.50+0.83* 59.9+21.5* 2.46+0.91 62.5+30.7 9.8+ 5.4
30 6.55+1.05 89.4+17.4 1.53+0.12 56.2+16.6 | 15.1+ 5.5
CVA-K 60 6.22+0.69 90.3+£11.2 1.56+0.25 60.3+14.5 125+ 1.9
120 5.12+1.17 59.9+24.1* 2.57+£1.66 68.7+17.6 19.4+ 8.9
Each value is the mean+S.D.
Significant difference from control (*P< 0.05,**P<0.01)
Number of animals=6
Rats were sacrificed at 4hr after ligation to rerhove the stomach
Table 3 Effects of BRL 28500, TIPC and CVA-K on excretion of Bile in rats
Doses Time after administration (min)
Drugs ) Before
(mg/kg i.v.) 30 60 90 120
Control
(saline) — 0.446+0.120 | 0.341+0.055 0.310+0.049 0.313+0.058 0.314 £0.046
480 0.573+0.047 |0.903+£0.144** | 0.856+0.081** | 0.750+0.092** | 0.620+0.059
BRL28500 960 0.369+0.223 | 0.606+0.349 0.629+0.388 0.548+0.285 0.475+0.245
1,920 0.450+0.169 | 0.792+0.213** | 0.908+0.381* | 0.826+0.231** | 0.632+0.233
450 0.535+0.152 | 0.848+0.225** | 0:800+0.159** | 0.675%+0.173 0.639+0.151
TIPC 900 0.479+£0.132 | 0.904+0.275** | 0.852+0.297** | 0.715+0.144** | 0.646+0.161
1,800 0.480+0.113 | 0.789+0.217** | 0.864+0.288** | 0.781+0.103** | 0.704 +0.069**
30 0.4294+0.104 | 0.348+0.066 0.342+0.058 0.320+0.054 0.315+0.050
CVA-K 60 0.418+0.120 | 0.405%+0.089 0.35040.047 0.354+0.037 0.363+0.038
120 0.524+0.152 | 0.488+0.108 0.469+0.083 0.433+0.062 0.425+0.038

Each value is the mean+S.D.(g)
Number of animals=6
Significant difference from before and control(*P<0.05,**P<0.01)

Table 4 Effects of BRL 28500, TIPC and CVA-K on the blood coagulation in rats

Doses P.T. APT.T.
Drugs (mg/kg i.v.) (sec) (sec)
Control — 14.740.6 19.9%1.2
(saline)
480 14.8+0.2 20.3%£0.5
BRL28500 960 14.7£0.2 20.5£1.0
1,920 15.5+0.6* 21.4£2.2
450 14.6+£0.4 19.9+0.7
TIPC 900 15.0£0.6 20.9%1.5
1,800 14.4£0.2 20.2+1.0
30 14.2+0.2 19.3+1.0
CVA-K 60 14.4£0.3 20.0%£0.5
120 14.7£0.4 19.3£0.7
Each value is the mean+S.D. P.T.: Prothrombin time
Number of animals=6 AP.T.T.. Activated particl thrombo-

Significant difference from
control (*P<0.05)

plastin time
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Table 5 Effects of BRL 28500, TIPC and CVA-K on urine excretion and its electrolyte levels in rats
Drugs Doses' Urine Volume Nat* K+ Na*/K* Cl-
(mg/kg i.v.) (ml/100g) («Eq/100g) («Eq/100g) («Eq/100g)
Control _
. — 1.48+0.59 227+ 60 184+ 36 1.24+0.31 304% 59
(saline)
480 1.30+£0.59 308+132 210+ 66 1.48+0.31 282+119
BRL28500 960 1.524£0.53 406+126** 231+ 39* 1.74+0.35** 268+ 80
1,920 1.9940.55 674+181** 258+ 77" 2.72+0.51** 308+103
450 1.25+0.57 298+112 203+ 66 1.50+0.41 247+ %
TIPC 900 1.09£0.28 305+ 66* 175+ 49 1.80+0.41** 191+ 62**
1,800 2.15+0.32** 713+ 83** 230+ 46* 3.19+£0.61** 314+ 76
30 1.37+0.58 206+ 81 200+103 1.12+0.35 269+ 94
CVA-K 60 1.82+0.94 259+ 78 226+ 68 1.15+0.20 341£107
120 2.53+£0.82** 356+107** 247+ 27** 1.45+0.46 420+ 55**
Each value is the mean+S.D.
Number of animals=10
Significant difference from contol(*P<0.05,**P< 0.01)
Table 6 Effects of BRL 28500, TIPC and CVA-K on urine excretion in rafs
Doses Urine Volume(ml)
Drugs .
(mg/kg iv) Total 0-1hr. 1-2hr. 2-4hr. 4-6hr.
Contol — 2.34£1.01 | 0.47£0.59 | 0.29+0.27 0.8140.82 | 0.770.43
(saline)
480 2.03+0.91 0.30£0.27 0.59+0.44 0.57%0.48 0.57+0.44
BRL28500 960 2.42+0.71 0.93+0.49 0.39+0.34 0.58+0.42 0.52+0.39
1,920 3.03+£0.88 1.66+0.71** | 0.54+0.57 0.58+0.37 0.25+0.27**
450 1.87+0.84 0.14%0.25 0.48+0.61 0.51%+0.66 0.74+0.63
TIPC 900 1.69+0.48 0.60+0.51 0.38+0.53 0.50%+0.31 0.21+0.33**
1,800 3.37+£0.51** | 1.99+0.21** | 0.77+0.32** 0.51+£0.19 0.10+0.14**
30 2.15+0.94 0.38+0.49 0.36%0.53 1.09+0.81 0.32+0.33*
CVA-K 60 2.91+1.73 0.63£0.75 0.60+0.69 0.97%0.60 0.71+0.74
120 3.88+1.20** 0.65+0.49 1.40+1.00** 1.04+0.42 0.79+0.53

Each value is the mean+S.D.
Number of animals=10
Significant difference from contol(* P<0.05,**P<0.01)

Table 7 Effects of BRL 28500, TIPC and CVA-K on serum glucose, free fatty acid
and triglyceride in rats

Drugs Doses Serum Glucose {Free Fatty Acid| Triglyceride
(mg/kg i.v.) (mg/dl) (mEq/1) (mg/dl)

Contol
(saline) — 106.8+ 9.4 | 0.650+0.090 93.4+21.7
480 107.7£ 9.7 | 0.687£0.057 100.4423.7
BRL28500 960 107.7+£10.8 | 0.792+0.124* 105.2+20.0
1,920 108.3+ 6.3 | 0.675+0.068 97.7£15.9
450 104.1+ 8.2 | 0.875+£0.050** 93.9+14.5
TIPC 900 100.0+ 8.5 |0.695+0.087 114.7+16.5
1,800 113.6£16.0 | 0.750+0.143 108.5+14.7
30 95.6+12.6 | 0.830%+0.129* 121.6+£11.9*
CVA-K 60 102.8+ 2.9 |0.740£0.085 113.9+22.0
120 102.5+ 6.6 | 0.637+0.112 106.4+15.1

Each value is the mean+S.D.

Significant difference from contol(*P<0.05,**P<0.01)

Number of animals=6
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Table 8 Effects of BRL 28500, TIPC and CVA-K in the ICG excretion test in rats

Doses Serum ICG
Drugs (mg/kg i.v.) (mg/dl)
Control — 0.247+0.034
(saline)
BRL28500 120 0.299+0.050*
240 0.324+0.037**
TIPC 112.5 0.292+0.045*
225 0.530+0.150**
CVA-K 7.5 0.252+0.026
15 0.306+0.079
((izl:l:g)l B 0.241+0.031
BRL28500 480 0.341+0.036**
960 0.427+0.054**
1,920 0.470+0.059**
TIPC 450 0.362+0.041**
900 0.495+0.067**
1,800 0.613+£0.127**
CVA-K 30 0.377+0.060**
60 0.382+0.083**
120 0.389+0.068**

Each value is the mean+S.D.

Significant difference from contol(*P<0.05,**P<0.01)

Number of animals=10

1) REBIVRHERE

BRL 28500 o 480 mg/kg, TIPC o 450 mg/kg % X
U CVA-K @ 60mg/kg ¥ TIXREER LORIEMRBE
BELEIED bhvieh - 7, BRL 28500 0 960 %5
X0 1,920 mg/kg Tix Na*, K* B Xo¥ Na*/K* K
HECHEMAED bhic, TIPC o 900 mg/kg T i3
Na*, Na*/K* R HE s, 1,800 mg/kg TiiX
DIZRER LU K* BB AR b, %1,
CVA-K o 120 mg/kg TIZFE, Na*, K* 3 L8 ClI-
CHEHEMAED bt —F, REHHEOEME(L
%A% L, BRL 28500 0 1,920 mg/kg Ti% O~1 MR
RTRERBID, 4~6 BRR CHERFA LA b h
726 TIPC o 900 mg/kg Ti% 4~6 BRI IR CHE 7efiin
7% 1,800 mg/kg Tix 0~1 BERIE s X 08 1~2 BERSI7
THEIEMD, 4~6 FEEIR THE B 2R bRt
#1:, CVA-K 0 120 mg/kg Tit 1~2 BRI R THE 7«
A ARt (Table 5, 6),

2) M Glucose, FFA %5 Y o¢ Triglyceride

BRL 28500 o 480, 1,920 mg/kg, TIPC o 900,
1,800 mg/kg 3 XU CVA-K o 60, 120 mg/kg T,
¥ Glucose, FFA 3 I ¢ Triglyceride i BRE L &
EZERZEBH SNk 7o, BRL 28500 o 960 mg/kg ¥
LU TIPC o 450 mg/kg Tix FFA CHBE A,

CVA-K o 30mg/kg Tix FFA % X 0% Triglyceride iz
BELEMSA LRI, WThLBECERKENT
» -1 (Table 7),

3) ICG Bt

M ICG #Ei3, BRL 28500 o 120 mg/kg Ll L,
TIPC o 112.5mg/kg L E% X0 CVA-K o 30 mg/kg
DET, BIEAECEE L TEHERRL, ICG nHE
YEN L B te (Table 8),

4) REH

FREOERE L IBENRY, ABERS, BILKHs
JUREILE S JIETHEIIRD bRk - 1o,

IV. 8EROVCER

BRL 28500 L =D F & K 5 TH% CVA-K X8
TIPC 2DV T=Y A, T, b, TLE, b, oHFE
IOF 2w BC—ERERA 2R L1,

FREERCES T, =Y 2AKXV5 , F O—BTH
BETIE, 75 Mk T, CVA-K 0 120 mg/kg T#Z
FEfe— @M O RAREAGLD B LML, W Fho
BT WTL REIDRDbRILh -, BEEHIER T
13, TIPC ® 1,800 mg/kg ¥ L8 CVA-K o 120 mg/
kg THREBHRE OB EIER 2130 Hhtohs, BRL 28500
Tix 1,920 mg/kg ¥ TIEAWRED LR -1 BE
ED)E, YURBPEIERA (U Pentetrazol fEf, PEIREKEE



184 CHEMOTHERAPY

OCT. 1986

fEM), #U Tremorine {FH, MERER, DRERR, &
FIEA (BEEE writhing &%, ~7 5 —3), 4R, B
(&, BMRME), FMEEBEREOZRBRICH T,
ThoBEE ERAFS IOEBRED Shich -1,

R L OOMERCIST, * 2 OFEK, ME, O
R B ICLERICH LT, BRL 28500 © 240 mg/kg
TIFRZR I Ieh - 1eht, 480mg/kg LAk X b R E
DEEBYH5 LLERETEOTHET S FI 2 % 5
h, 960mg/kg LA TIRRBELMETE & b h 1,
TIPC Ti%, 450 mg/kg LA ETF i & &1z Cheyne-
Stokes Bk X ONFNICTHE S MAETRER 3T 6 A &
Hhteny, CVA-K Tt 120 mg/kg ¥ TR, BEEER
CIER%RS It hrotce MERIG (Ad, NA, Ach,
Hist), fH.OHE JORBOEER S Tk, =8
BELERAR IVEBIRED RN -1 & X D,
BRL 28500 #¥ 51 X 2 METRE: OMEEEDO B 5 5
WIERBMEDIREZEC I AL DE3EL bhit\, ¥
7o, TIPC THREINLHREFFROERIL, =7 X, 5
v t O—RHER DBERE L0y + ¥ OB MR O ER
TIRVWThIBEIR T e Ve T, KEHD 1T
TIPC © 1,000 mg/kg % & — 7 A RICERAZR S L
BE, PRCLALGHBYEX k-t RE LT
D, SEREINCEREIF: 2 BE0R2 L EL R
%o

FRG s IO HEMERIZO VT, BRL 28500 35X
O TIPC i &E (B, U Hist fEA), HHEE
(¥gh, # Ach, #i Hist, 3T BaCl, {E A), HEFE
GEESR, 1EIR) & LOTHIEEE (i, 3 NA fER)
CXHTAHERBECThLED b i hotc, EHIT,
CVA-K oW TEELIX S B EH LicLRED in
vitro DFEBRFICHE T, FAILIEALZRIRLNT L 2H
HELTWBY% —7F, £ELFEC 2\ TiE, HEHE
ByDEREEFIE A BRL 28500 0 960 mg/kg L k- 3 X O
TIPC @ 900mg/kg LA ET & 5 h, CVA-K TiX 60
mg/kg LA EThbhic, % fc, THELRA DBEEDEIH,
BRL 28500 o 1,920 mg/kg % L ¢ TIPC o 1,800 mg/
kg THBRhicH, CVA-K Tt 120 mg/kg ¥ THEREIR
Y Ex foh -1,

KA MERIZH5\C, BRL 28500 35 X ¥ TIPC (34
PREE AR AR A T U TP ERIR e, X DI B ki
BRA, FHMRG R LORITIREIER T, =ikt
DIEAERD b ieh - T,

HALERIT ST, A& B #EBH Tk BRL 28500
{3 480 mg/kg LA, TIPC (% 450 mg/kg LA - CEGHo
T B AN RS bhvichl, CVA-K it 120 mg/kg
¥ CHEIRDORILh 51, F1, BRL 28500 o 480

mg/kg ¥ X8 TIPC o 450 mg/kg TR bhi- gy
DIGERBRE ThHh, HBHETLABETET 501L
bRTWBZ Enb, £EMEHORBENE E X bh
feo BEAWITOVTiE, BRL 28500 (3 480 mg/kg Iy
ETE® pH O EEMZLN, E5HI 1,920mglkg ¢
BROWOMEINZbhic, ZDBH pH OLFi3, #
g Ehs Na S IOKEOEENAKZ W EE2 50
%o %1, TIPCizk\»Th 1,800 mg/kg TR B
AW OMHEIH, CVA-K Tix 120 mg/kg TREEE DR
WED LN, BEHAWIR L T, BRL 28500 ¢ 48)
mg/kg A k3 X8 TIPC @ 450 mg/kg LA - CizisRE
WRTE L THOWDBEMMRD S I 7o p3, CVA-K Tt
120 mg/kg ¥ THWDOHIMIED S R drote, 20
BRL 28500 % X 7* TIPC iz X % JBHHWO # iz,
TIPC 2EHFH/WMIND T LTI Db DEELL
B, RREEETOWLTIE, SHREELERIEDS
hish -1,

MR BE LTk, BEFRiZH T BRL 28500 01,920
mg/kg T PT OFEARERNRDbRIH, TOER
TS TEE TH b HMBE R 2 R%T 5 b O Tidir-
1o BRI V-TIE, BRL 28500, TIPC &3 200
mg/ml (20%) TEE /M % 5h 7o A5, 100 mg/ml
UTF TR ESBEmMEER SR Ieh T, ¥, CVA-
K % 40 mg/ml ¥ THEMMEIZAR BRI - T, FRMEKR
FEEMFERR T, =8RG L LEBIRDLIEL-
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General pharmacological properties of BRL 28500 and its components CVA-K and TIPC were studied
by administering these compounds intravenously.

With regard to the central nervous system, gross observations on mice and rats revealed no abnor-
mal] findings other than a slight and transient effect on the respiratory system of rats at 120 mg/kg of CVA-
K. Prolongation of thiopental hypnosis was noted in animals treated with TIPC at 1,800 mg/kg and
CVA-K at 120 mg/kg, but not with BRL 28500. Otherwise, no effects on the central nervous system
were noted. Studies on the respiratory and cardiovascular systems of cats showed that BRL 28500
at 480 mg/kg and above tended to reduce mildly the respiratory rate and depressed the T-wave in
some animals, and at 960 mg/kg and above caused a decrease in blood pressure, though no effects
were observed on the blood pressure responses to sympathetic and parasympathetic agents. No effects
were observed on the isolated heart nor on the peripheral blood vessel circulation. With regard to
the smooth muscle and the autonomic nervous system, slight acceleration of the spontaneous move-
ment of uterus in situ was noted with BRL 28500 at 960 mg/kg and above and TIPC at 900 mg/kg and
above. A small decrease of the contraction of the nictitating membrane was noted with BRL 28500
at 1,920 mg/kg and TIPC at 1,800 mg/kg. Otherwise, no effects were observed. In the tests on the
peripheral nervous system, all three compounds showed no effects. With regard to the digestive system,
mild acceleration of the spontaneous gastric motility was noted with BRL 28500 at 480 mg/kg and
above and TIPC at 450 mg/kg and above, though the charcoal propulsive movement was unaffected.
Inhibition of gastric secretion was noted with BRL 28500 at 1,920 mg/kg and TIPC at 1,800 mg/kg,
while biliary secretion was enhanced with BRL 28500 at 480 mg/kg and above and TIPC at 450 mg/kg
and above. In the ICG test, an inhibitory effect on clearance of ICG was noted with BRL 28500 at
120 mg/kg and above, TIPC at 112.5 mg/kg and above and CVA-K at 30 mg/kg and above. The enhanced
biliary secretion and the inhibition of ICG excretion seem to have been due to TIPC being excreted
into bile. With regard to blood, slight prolongation of PT was noted with BRL 28500 at 1,920 mg/
kg and mild hemolysis was noted in 200 mg/m! solutions of BRL 28500 and TIPC. Otherwise, no
effects were observed. With regard to the renal functions, increases in the urine volume and urinary
electrolytes were noted with BRL 28500 at 960 mg/kg and above, TIPC at 900 mg/kg and above and
CVA-K at 120 mg/kg. All these changes seem to have been due to sodium and potassium salt con-

tained in the test compounds. Serum glucose, FFA, TG and the sensory organs were not affected
by the test compounds.



