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CHEMOTHERAPY

T~ 074 FRIVAEYE TE-0310— A EBIEH

REES - H B - HRNEET - BT
BASH BN EMBER AT

TE-031D—EBIEA L AR, UTOEREHE

TE-031DHFAEMBERIITTHEAE LTI, =7 ANOKROHKSEIZ, 300 mg/kg L LtDHET
BREEHOIH A, 1,000 mg/kg THEBERD, /27 v bADROXEEIZ, 300 mg/kg LLEOH
BECTHRTRIEAA, 10meg/kg LEDHAE THRABMERAVBREINIZITH7

TE-0314%, 1mg/kg ALDBEEDEIRAIRGIZE Y, 7H FOEMKN BISEER) L IRE X775,
7, POEBMFEEEICII30 mg/kg DERAKRS TOLHEBE5 2 1h o7, WHFEH TR,
TE-031 107*g/ml X, T v M FED oxytocin YU, TN E v PKRED histamine YNH§E, EILE o b
[} O histamine B & ¥ Ba?* U, 74 FKEMKDK* B & U noradrenaline L& % BEEMHI L/,

TE-031 10~30 mg/kg DERAE G 1, KEET O X IIBWT, RSN, —EM%OBRE M
ETRELZONICUDIEH OB B L ORFFRN 2 AN E & L7, TE-031 10 mg/fB4 % Bk
PIR5T5 &, BB I DOKMBBIRMEIZEICES Lz, 79 FHEOIICH LTid, TE-031
1072%g/ml {3-CANHE ) & BEHIHI L 72,

TE-031D+ B S51X, J » MIxtL, 30 mg/kg 7> & AB MR ESERM, 100 mg/kg 726 8
WA WEIEIER, 300 mg/kg 2 HMBEBIERER LA, 7 v POKOKS T, 100 mg/kg 75 RE
WHNYER, 300 mg/kg A & MERSWINFHIEA, 1,000 mg/kg T7/0 O L E VEBEOEENED SN
72

LEED, TE-031iFRL —BEBEALRET, REMOBVENTH LI LATRHRENT,

JULY 1988

TE-0311%, =Y xa=A v AT Ro<q ¥
VML ERENIH R0 4 FRAENMETH 5,
FOWERIIY) ROy D6MOMEE-OH £ %
-OCH: CTE#| LN THY, {LFHII(—)-(3R 45,
55.6R,7R,9R,11R,12R,13S,14R)-4-[(2,6-dideoxy-3-C
-methyl-3-O-methyl- a -L-ribo-hexopyranosyl) oxy]-14-
ethyl-12,13-dihydroxy-7-methoxy-3,5,7,9,11,13-hexa-
methyl-6- [[3, 4, 6-trideoxy-3- (dimethylamino) - 8 -D-
xylo-hexopyranosyl]oxy Joxacyclotetradecane-2, 10-dione
Thb,

TE-031i%, ftEND~<s7 0I5 4 FRINEWE L FH%
MEARZ PVERATHEEDIL, TORDAEWED
FTRLMAL SN Twb ) RuvA L LEEH S
WIRENRLEDORENEA LT 5% 72, TE-03Lik
I)AOVA YV ERBR DB LBOTEETHN?,
FICHEGRITHEY B L ORGSR 1T Ch-BEE
HTHEWMTH S, 40, TE-0310REMEFMNO—R
ELT—HBEBERICOVWTRE LD THET 5,

I. REMBELURRLE
1. EBRME
1) 8

ICR <7 R (M, KE19~32g), Wistar 7 v b (H,
hE118~172 g, 1B LFRNE B L VEERMARICO
WTI3275~343 g, M, $KE159~279 g), Hartley €
E oy M(HE, KE280~410g), New Zealand White 74
¥ (i, thHE2.3~3.3kg), M4 (HERE, KE2.2~3.8
kg)$ & U Beagle 1 X (M, 1KE6.9~12.3kg) ¥ ERIC
Bz,

2) HEBWE

BEWE L LT TE-031(0 » M&S, 840709, #E
98% )% AEREKRASH L hRELZT, ABRICAV
7oo BO#%SE, +ZHEBAES B L UARKGARTIE,
PRERD TE-031% 5% 7 7 ¥ 7 I A KEHIZARFES
L7zo BIRATRS., BIRAIIZS B & UREAESRBROY
413, TE-031% FR¥IC0.1N HCl THEMR LK, &
# D pH %#0.1 N NaOH # A\ T5.5~7.0ICFHE L7
%72, invito REEDIBA b, LET & FHIC TE-03LFH
FHRAP LA, pHIX6.9~7.1TH o7

BOKES B LU+ ZHEBNESRBROBE, BFRS
B E X W IsEMEEFER €, RBICHV, &5
WEIZ, BOKS B LU+ HKBEARS Ti10 ml/ke,
BIIR AR 5 Ti20.5ml/shot, I 7-8RAZS OHE, 1
X T1~1.5ml/kg, *# I Tlml/kg, 7HFBLVLT
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} 0.5 ml/kg TH o 7%
3) Y
acetylcholine chloride (BEEL{LA%), a-chloralose (X
{tB), arabic gum(E#EHan), carbamyl choline chlor-
ide(Sigma), gallamine triethiodide (Sigma), hexobarbit-
A(FEAL¥EH), histamine dihydrochloride (0 Y64t
%), isoproterenol hydrochloride (Sigma), noradrena-
line bitartrate (F1 ¥ #3E), oxotremorine (Aldrich), ox-
ytocin (Sigma), picrotoxin (F1 £ #i3€), serotonin creati-
nine sulfate(FIYE#3E), strychnine nitrate(FIYEHEZE),
urethane (FIJEHIZE ),
4) FEH
HEWIZIE, Krebs #, Tyrode # B & U Locke ¥ %
A7z, Krebs #88 & U Tyrode #1395%0:-5% CO: &
&HA%BL, F7: Locke HIZi20: 7 R % i U TFMH
fLERERICHEA L7 KEBOMB (mM)IZLLT D&
NThs,
Krebs # : NaCl ; 118.05, KCl ; 4.69, CaCl:; 2.52,
MgClz ; 1.1, NaH:POs ; 1.16, NaHCOs ;
25.0, glucose ; 5.55
Tyrode # : NaCl ; 136.9, KCl; 2.68, CaClz; 1.80,
MgClz ; 1.16, NaH:POs ; 0.41, NaHCOs ;
11.9, glucose ; 5.55
Locke #f : NaCl ; 154.0, KCl; 5.63, CaCl:; 2.16,
NaHCOs ; 2.38, glucose ; 5.55
2. RBHE®
1) PRAERIST H1ER
1) —RAER
<R ()% 1B6ILL LTHV/, TE-031% &0
K5, 15 304, 1, 2, 4, 63X U24BMEI
Irwin BIZHE > T—RRIER BB L 72,
i) BRESHEIINT HEH
w7 A(#)% 1 B0 E LTH 7z, TE-031%4&0
BEL, w9 R 1T OTIRF v 2 r—JIZART,
BFEEMICERE L/ HRESE B E 2% E (Columbus,
Automex)iZ4 — V% FH, K5 6 BRHKk I TEHEL
WEL 7z,
iii) AR IER
vy A (#)% 1 BI0LE LTHW 7, TE-031%&0
BEL, 309, 1, 2, 4 BXUGBEMBIIBERRY
fToto Thbb, KFIES2242II7Y ADOBIR %
PSR, BICHEREZHEIIMTIAITORRLHEEL
2o COBMY, SHINEVHARHMSIERBRY L
L7,
iv) $E1ER
vy R (M) % 1 IO E LTHW 2, TE-031%#&0

5L, 01 EE%20.6%FEHKER(0.1ml/10g)
YBEBEREE L, RS EE» G200 MICERT S
writhing DEI B % &l L 72,

v) BEIRIESATER

<z A (HE)% 1 B10ICE LTHW, TE-031%#&0
5L, #01EM%IC hexobarbital Na(90 mg/kg) %
BRBRIES L, K0T, EMRGENHELTHILBE
HBHT 5 ETORELHIE L.

vi) ESER
<7 A (M) % 1 BI00CE LTHW,
a) RRERRH

TE-031 % & 0O0#%5 L, 1HMRICERERRHEE
(Ugo Basile, ECT Unit 7801) % Fi\», HErEBZ /L
TEE(50mA - 1msec - 100 Hz) % 1 #RMA T, HMiE
HHRERREHOEELBE L,

b ) strychnine fZ%#

TE-031 % & 0% 5 L, 1 B/ #%Istrychnine(1.2
mg/kg) ¥ ET#HS LT, MBIZL N7 AHNRCT S
TTCORMEHEIE L7,

¢ ) picrotoxin fEZ##

TE-031 & 0O0#%5 L, 1BFE#%IC picrotoxin(15 mg/
kg) K ETHEL, @BIZLYVTIADRCTHITH
B EdlE L7,

vii) KBt A1ER
a) EEERKIR

5y M(##)% 1 B0/ L LTHV 7, TE-031%#0
5L, 1BMILICkS 6RH%IT, ERFRET
Ty IVRRET (A ME BFFERT)IC K DI L7z,

b) A

Sy M(HE)E 1BI0ICE L THW:, 15% yeast-4H
AEH(1m/100g) ¥ TS L, £D#I16BMH %I
TE-031 %4 F0O#%5 L7z, 1BEITEICKS 6 RH%kT
T, ERERTEE L7,

viil) BEERS B L OEMRSHIN T H1ER

<A (HE) R 1B6ILE LTHW:, TE-0312&0
B5L, 1BEILICKS 6BM%EIT, NBETAR
BIUNEERHHLT, AERSELUEMSORE
ELABEL,

ix) HHERFHIT HER

Fy MEE)Z1BSRE LTHY, 79 bE a-ch-
loralose(25 mg/kg) 3 X UF urethane(800 mg/kg) DIEEH
REICLVEKEL, BHZEH L. $4EEUTOR
BB X UHIRZ T L%, —Rlo% s ERK
BB L URRARBES ORI IUBRRREE LKA L1
ELRAMEB(BEENRE, SEN-1101) 2V, 71V
L—%— ([, S$S-102)) %A L THEFEEFR(0.1 He,
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0.03 msec, supramaximal voltage) % MR IZH0 %, BIR
28 U7 R4 EAL % Neuropack([Fl, MEB-3102) CTi41g
L, Averager([@, DAT-3102)T 6 MMEFEHL, X-Y
L a— ¥ —(B{LEH, NP-0361) TRk L7, Bk
mAT36 ~37°C 2% A IR L T (Bioscience, CFP
8185)EER ¥ 1T » 720 TE-031% KEEEIR L WIEAL, %
DIER 2605 BB L 72,
x ) FiREIER
7 X(#)% 1 10 L L TRV, TE-031 & ®
PREOKS L, £0 1 KM% oxotremorine (0.4 mg/
kg) X AR S L7,
oxotremorine ¥ 5-158 X U303 %12, TroOXEHEIZHE
W, REOEBELHE L, HEE#iX, 25%0RE
34, BoMLEK2E, BHTELLVWER]1 S, E
FEOomEL,
xi ) BRIz 3 A 1EH
THF(HE)SPEHV, T-TVHRETICREY =
2=V EHAL, ATFR(S+  8ERT, SN-480-5)
T T, gallamine(10 mg/rabbit) 2 & ) A8t L EE % 1T
ol VHFERKENEMEATEE (BIHHE)ICEE
L, Sawyer® D% SEIZ L CRLEBRY RSB
SUBBICRIA L, $72, AT VL AROEBHERY
ERTERE, REHBLUCHETOFELIZEAL,
TEREBIIAER LBV, EERYMEEH(BEY
&, EEG-5214)i 8L, BRMKEEGE L2, KED
REBMFHEEL, WMENRE L7, TE-031% E/#
L OiEAL, ZOEREBEEL,
2) BEMESR, £AMIRSEITT H1ER
i) BRI xS A1ER
23 3MEHEHDOX G % < FV 72, 81 % a-chlora-
lose (45 mg/kg BEM X 5-) B & UF urethane (400 mg/ kg
MEAZE, 200 mg/kg BTG )KREET CTHMLICEE
L7ze REH =2 —LEBAL, XWTMEMERS =
2= L2 KERBIRICIFARBE L7z, KBEMEHATRME Y,
T4V VL—%—(BEKXE, SS-102])B L VERFIBE
B([E, SEN-7103)% BT 5 M CHRIZ(10Hz, 1m
sec, supramaximal voltage, 5 M)L, £ UL/BED
INgERIC%, FDE v 27 v 7(F, TB6IIT)% 4 LT
F1) 277 7([E, RM-6000)i2 & 0 itgk L7z, [EIERIZIFIR
SEBEFRYE v 27y 7(F, TR-612T)%4L, /-
MERME F 5 > XY 2 —4 —(Statham, P-231D) %4>
LAY 75 7(BANE, RM-6000)I25C8k L7, TE-
031 % BHARPIICIEA L, BBRIUGE~DOREEEE LT
i) AN B ES) KT H1ER
v F(HE) % 1H4TI& L TR/, pentobarbital
Na(20 mg/kg BIRAITE 5 B £ 125 mg/kg R FH5) ¥

BTICEEEICEE L. BAELTERII V-
WAL, THEMMSICEE L. 2NV — Y IZiBk%
EALE, BEAEICERLT, BOEEICL2kAE
DKEDWHE FDY » 77 v 7(BERE, TB-611
T)%#L, KUY Z57(FE, RM-6000)IZ5EEk L7, TE-
031 BENEIRICEAL, BEB~OEE*BEL,
iii) AKNIRE B8 A1EH
¥ (HE)% 1 B4~7T & LTHW, pentobarbital
Na(20 mg/kg BIRA#% S5 B X U25 mg/keg B T4 5 ) Kl
Tz, BEEMICEE LCHBL, »NVv— 2 2EBIic
BALL, WV—VO—H%¥EPS AT 2 —%—(H
A&, MPU-0.5A)ICERL, IUNEEE % AENELL
ELTHY &5 7(E, RM-6000)i2524% L7, TE-031
rENBIRICEAL, BBOEBICS 2 2HEBEREL
72
iv) ERAFEERITT HER
HEHOREEEH 5 VIEEREIT~19BDT » F % 1
BE3PCE LTH\: /-, pentobarbital Na(20 mg/kg BEA
BE)VREETIS, I M EBMICEAELCHBELL, %
BRSO FEDOHE, *—7 Ty Fh=a—-L¥%, ¥
FERFEDBSE NV — 3 EABAE L -7
IV FAZ2—LBIUNNV—VD—EEII VAT
2—H—(HANE, MPUO.SANZEELT, INEHESH
YHENELE LTE) 75 7([F, RM-5)I2L iE&
L7:o TE-031% KEESFARICTEA L, WSHESH~DOXE
FRET L7,
v) BILEITT 2 1EH
< A (M) % 1 B0 L L TH W/, TE-031%£0
5L, 6BpMI% T CHEILEL EREMFET CUELL,
vi) HLE#XRECH T A1ER
<7 A(H)% 1 #10CE L THW, TE-031%&0
BEL, EIZ1BMEICI0%REEER0.2ml 2ED0
#’E5 L. Z000H%ICTIRAEERKL, EHHICERE
et Lok, M, o REDRER T TOMHE
BBIUL2PMBORSZHELT, RROBEEELRD
72
vii) BRSO BHIER
Fy M) 1BESLELTHV: 7 h2X—T
VEREET CHAMICEE L CRBL, FlMBseERLL.
3RIZ, TE-031%+2#BRICHES L, BELEMEE
Bl ABHEBICEEI-T VKRBT TEHEMHL,
FELLEROEBIUBELAEL, LBELRDIL,
vii) EEHE WM B {EH
Sy MEE)ZIB6MLE LTH, 7 v MZTE-
031 %O 5 L, 4057 urethane(800 mg/kg) % Bl
MixE5 L THE L7, B EHEMCEAEL, [REBEV=



voL. 36 S§—3

CHEMOTHERAPY 397

- LEEBAL, RTRELER L, £#OKS5D1
BRI 4212 carbachol (0.5 mg/kg) ¥ EBEMIZIZS- L, 14
Y OBFEHWEE 1 BEEHT THRERECLVREL,
3) B, TEREFRIIH T HIER
i) R, mE, L% LERB L OmiTEC T
T 5%EH
{X(#)5EEA, EHEICOVTI~SPIERRIT
576 4 X % a-chloralose(70 mg/kg BRkMIX5)B & U°
urethane (200 mg/kg #ARAIIX S, 400 mg/kg FE T 5)
OHARET CEMICEE L. /%, —ROKEEEIR
BIUBIBEHERRICI =2 - L3BEABRE L. &
BEHoa—-VICEFLLRRY Yy 27 » 7(BERE,
TR-612T) %At L CH:ESBh %, BHIRS = 2 — L IZHESE
L72E I ¥ AT 2 —¥4 —(Statham, P-231D)Z AL T
mE%, fflOXEEIRKICES L 70— T7(BEXLE,
FR-020 T) % 4+ L CERMET (F, MF-27)12 & 1) ik
B, EMFHICLYLERYE, $A-LERORKE
} A =12 LT tachometer ([E], AT-601 G)IZ & b .(\A
¥x, ThEnR) 75 7([F, RM-6000)I[REFCEKL
7o TE-031 % BFARAIZH S LT, LD/ T A — ¥ —
K52 HEBEBEL,
i) RWBIRM TR B1EH
FI3MEMEHEDOXF % AV /2, X T % a-chlora-
lose (45 mg/kg BRIEPI$% 5 ) B & U urethane (400 mg/kg
BREA%S, 200 mg/kg R THRE5)HMEBT CEMICEE
L, [&, —HoXBEIKE & UM E O XEREIAR A5 -
ENEFRA =2 - VEFABERE L7, BIEEREOHE
T, FREE), MFE, Mg, CERS L OOHEER
V75 7(BARE, RM-6000)ic & hEEsgL - TE-
031% KERBYARAFBICTEA (0.5 ml/cat) L, EEED/F
A-SEXHRBEBELL,
i) EEGLOBRICA T AR
1X(#)4CE A, FHBICOVWTI T34 HE
B%4T 572 1 X % a-chloralose(90 mg/kg #IRAIES)
B £ U urethane(200 mg/kg BIRMTX S, 400 mg/kg BT
RE)RE:T CRBLICAZL, fE =2 —LEEBA
Lo RICATFEIR (> F 7 BERT, SN-480-3) Fi2fd
BWLTUREEH L, EOSRIOHIUEL Yy 27 v 7
(BAERE, TH-612T) k#7718, ETBRIZT
O—7([F, FS-010 T) % %% L7z, LU 120 AH IR
WEY» 279 7ML, F-THRLARETO-T%
M LEBMAEE (R, MF-27)I2X WK 75 7 (F,
RM-6000)ic528k L7z IS, KEESIARMTE, ABESHAR
MKEREB L CLBBIZDVTHLHRY 75 7 (F, RM-
6000) i [FBFaCER L7 TE-031 % BRARAIICHES L, L&
DINF A= —CRIFTHBYBEL,

iv) fORIC T 51758

HF(HE) 4 NEA, Y FEROBRIE S, O
BEHHE L KEIRICH =2 —LR@BARTL, 5>
PRV TEBIZAZ - LEBAELS. XWT, 0.
AR %18 L30C iR L 7= Locke # % AV TEE(50 cm
H0)#EF L7z LEDOIFEX FD Y v 277 » 7(BAR
&, TB-611T)iZ& b, L3A¥%* tachometer ([, AT-
601G)Ic & b, F/-EBRMEIGEFRBOEDIZE
7u—7(F, FF-020 T) # A LERMF 5t (E, MF-
2INE D ENFNRY) V5 7 (A, RM-6000)25C6% L
720 TE-031% KBIR Y — 2 — L ORIE & h EEFwEP I
0.2mlEAL, ERDNRTIA—F— 1252 28B%8
gL,

4) FHEHBIT HER

1) BEFEICET A1EH
a) ¥Ek7 v MFE

KEEORBHMEDOT » PEH, 4 F721358o
WTERETo72, 7 PERMBGES /%, FE%
FEL, RS 2em BEDYRERLER L, 0: X
@B U37CITIIR L7 Locke # % il7- L7518 (10 ml)
P2, 1gDRNTELRLBEL, ERMEIF X7
a—H%—(BANE, TD112S)IZ & b 25t (Hitachi,
561) 258k L7,

BEADOBREB I —FI% o 721412, TE-031EW %
wRPICANL, BBERICRITTHRELBREL/,

3 72, oxytocin FREMEIFE~NDZE* FHIZ L TR
L7, L, FREIG~OZE Y RET T HHE1T4,
KEWD Ca® BEX0.54 mM ICTIF, Mg BE%
1.16mM i2 LT, BEEBH L EDTERET -/
TE-031%# 5 M AILE L, oxytocin(1073 IU/ml)iZ &
HYERIC IS T A IEREBE LT,

b) Hik7 v M FE

HIRI7T~19BD T v FEHV, 4BIIDOVTEREST
o7 EEIRFEDHE LAKDOFET, BEEHS L
T oxytocin(5X 107* [U/ml) e iZ*t 9 5 TE-031D{ERH
TEBEL,

i) FBEEC xS 1R

THF(HE)BLUENVE Y ME)EAY, £4B1ID
WTERYTo 72, 7HFERMBIE S, mEEHN
LTRE2cm BEOFRFELRLER L2, 95% 0
5% CO2BEH A% B U37TCIIMMIR L 72 Krebs ¥ % i
L7000 m)ic, BERY 1gDRATEEL, %
RN VAT 2 —H—(BEKE, TD-112S)i24L D
FC#%ET (Hitachi, 561)I5C& L7, BEEBHIKEL
%12, TE-O31%miEPICRmLEBLBEL .

ELEy PERMBIESE, OBEEFRHIEL, RS2
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cm BEOHIKEXRZER LA, REFZAEELITCIC
iR L7 Krebs 27 LB # (10 m)HIZ, 1gdD
BAEPTTEREBEL, FREIF VAT 2 - —
(BALE, TD-112S)iZ X Y iL&k#t (Hitachi, 561)IZ7C
$% L 7=, acetylcholine (10°~3X 107%g/ml), histamine
(3 X107°~ 3 X107%g/ml) B & U BaCl2(107%g/ml) i &
AUEICRITT TE-031RTBOXB L RET L7,
i) WHKEICHT H1EH
ELVEy ME)EFAY, 4BIIOVWTERET -7
ENEy FRHMBIESE, KELHL L CHKESE
ER L7z, ENE Y MEBEEDHE L RABROFEIZE
Y histamine(1078~3X1075g/ml) 2 & A UHE B & T iso-
proterenol (1071 ~1078g/ml) iZ X A3 1243 5 TE
-031DIERA R B L7,
iv) BLEHEE ST 5ER
ELVEy MEE)EFRAY, 4FESHIIOVWTERE
fToko ENVEy PERMBFESE, BREELHLELT
BEE2 cm BEOHKERLERL, BEFAEAL
30°CIZhNiB L 7= Tyrode # Z 7= LA- B3 (10m1)iZ, 1
gDBRNENPITTERLBEL, SFERMEIF V272 -
¥ —(BARE, TD-112S)i2 X b 5EEET (Hitachi, 561)
12888 L 72, noradrenaline(3X107¢ g/ml)IUH&EIZ R IT ¥
TE-031RILBOHLBLBE L1,
v) BB A1EH
79 MEE)ERAY, 4BIZOVWTERETo7 T
FERBmMBFESE, BEHHELZ, BEBLIIRS]
cm BEOBEHRAERLERL, ELVEY FEBKE
KEFRBDOHFEIZLD, serotonin(1077 g/ml) IUHE I *t
¥ % TE-031D{ER & #ET L 7o
vi) o KBIARICH 3 H1EH
THF(H)EAY, B4PUOVTERETo70 ¥
H¥FERMBFEEE, TAKBKRELMELL, B3 2cem
BEORERERFER L, EVEy FOBEELDY
SERBENFEICLD, K*(10~80 mM)B X U norad-
renaline(107°~1075 g/ml) {E (2 3F 3 % TE-031D1EMA
ERE L7
5) KHEBERIIHT H1ER
i) RPTRE(RERE)ER
FOABRHIR DI L kBB LALEVE y ()
¥ IBSLE LTHY:, BMRENVE Y FEEEIIE)
W4 EEL, TE-031%0.05ml SEEHES L7z, AELHR
BETEE L TABRS 2182, RAERBERORE
AR 1M % T THREL.
i) BETHE:GRERE)ER
FOEMNERFEELLZ L ED/I-ELVEY b
(H)% 1B5LE LTHW ., EVEY FOFROEM

Y EERO2U4BMATICE LT, TE-031EH%0.1ml i
PIMEST L7 REPOTESTI2304 £ T, 10T & IC1/4ikst
$toskmcaE 6 MR E S5z, BEMIUERS * 855
L7 6E 2 LA ENSERST TR L2546 ¢ BB
MERBMEE L,
iii) RATERE:({RERRE:IER
Fy MEE)ERAVSHUIDONWTEREYT o720 T b
PRMBICSE, LEMELME L, LEABERLE
B, ERLEBAICBL, BEO—i% HI¥AHUES
RERIC, IR ISANESUIELERERIZLY
Dt RIMER L LHFEEOMICER 7 W%(0.5m])
WZIREH A %8 U7 Krebs 8 % ZiR TH# M ( 2 ml/min)
L7 BEAMH(0.5Hz, 0.03 msec, supramaximal vol-
tage : HAXE, SEN1101)IC X D& LB EMN %
Neuropack ([f], MEB-3102) T ig L, Averager ([,
DAT-3102)C 3 EME FEHL, X-Y La—¥—(E{LE
¥8, NP-0361)IZ5C&k L7 TE-031 % EHMMPICME,
ZFORBEIOTHBRR L7,
iv) BRREAEDH IS A27EH
F 9 MEE)ERV, 4B WTERYTo0 T
MEBMBIE S, BARLHEL, BEHERLER
L7z, IRE A A %8 U37CITHNE L 7= Krebs L Cifli 72
LB G0m)ic, 1gDNBEAZMEATELRZEEL
7oo BERAES L UOHMBR L EXRM(BALE, SEN-
7103)L, EUL7-PWERICEERE T Y AT 2 ——
(R, TB611T)iZ & haEE&EH([Fl, RM 6200)iZaC& L7,
B4z, MER B NS, 1msec, supramaximal
voltage, ¥ 7= HI B D% 4, 10 msec, supramaximal
voltage TH o720 TN HDIHERICIZKITT TE-031D
HBEBELI,
6) Tk
i) BHEECHT B1ER
7o MEE)Z1BBILL LTHWV, v M TE-031
FROKSL, 1EFO|WRT — VICANI, &5 68
MEETIREILICREL pHRERK, Toyo test
paper, T.B.No.20)%IE L7z EIZ, 6~24BERRIC
DWTHREE pH #PE L 720 KHPDONa*™ 8 LUK
DER % RAFEBEE (Hitachi, 775), TACIrNERE
2954 K4 % —(Hiranuma, CL-5)Z2& D47 o7
i) #MfER
THX(HE)STERV, EABKL DIRML,
3.8%7 VBT M) ARICIEAM L CGRALDEEL 7
AEXEBRERICREL, 2 %RmRZERLERL
720 THUC TE-031 %ML, 37CTISAMEL 7z, &
MERIPHERF BICASFTHERICHE L%, &OTHEL
7o LI ORI % BGHE R (Hitachi, 320) 12 & 1550
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am CHIE L, BMOFEYFH/,
i) mAEBERE 3 1R
a) Jubhorv KH
59 M(HE)E LBEIOITE L CTHW, TE-031%#&0
5L, #0185 %I pentobarbital Na(35 mg/kg, M
BRIES ) FREL T ICBERBIR A SRIM L7z, MK L3.8%
I BT M) LEE I 1 DEETRAML, &ELD
LTy BT MU A x B, £EBmMBE
EHlEL%E (Dade, Auto F)ZHWT, Yotor¥y
B ZHE L7,
b ) Ca?* FFHN&GEE R
o F(HE) % 5 PRV, BEABIRE DR L, MK
E3.8% 7 T B MUY AHEE 9 LIZIRAIL GRLS
L7, MAEIC TE-031% 0%, 37C TR L /-#%IZ,
1/40M CaCl: #%#M L 7zs CaClz 2iRML TAH S,
BELIEDLTITORMYEIEL .
iv) BBt A1ER
Sy M) 1B 6L L THW, urethane(800
mg/kg BRI S ) HE:T CBI * HALICEEL, B
LThH=a—LEEBICEABE L BiER) =+
VYBOF 2 —TI24D, TOESFHEL, BEE
Bl L7 10T L ORI —FIZ% o 2EAT,
TE-031% + —#BAKRE L7z KW T, 5% 2B/
FTHEHTREEEME L. T, H5H0~1B LU0
~2BREHIC OV THRERFAEL 2,
v) Shay 7 v MEEIIHT HIEH
Ty ME)Z 1BE6ILE LTHW, 48EMERE S
27y bEI—FT VKRBT CRBEL, BHPISMEHEEL
o £DEKIC, TE-031%+2#HBAIIRES L, HEEE
BLUEMERS L7z, BIZ, 1SKMIEAE - kS¢7:
BRI, BEm L CEABEMETICEBELREL, &
BORE% Adami DFEIREVEFML7. Thbb,
0:/EDLRVLD, 1:HME-REMORONLLD,
2:1~-5SEO/NEE(RE< 3mm), 3:SHELLEDO/NE
BIBKERE(EE>3Inm) 1EBRONLLD, 4
SBRORKBEOROLNL LD, 5 FIMBENRLH
550, L L1,
3. MEHEMLE
A EREEAEIZHT LT student D t REX T 570

I. R’ |
1. PREMERICT 21EH
1) —#&AEK
TE-031D#Z O 513, 100, 3003 £ UF1,000 mg/kg
DHETIX, v 2OTBIFRTNEEEFR &%
Motz

2) BRESEICNTHEH

TE-031 D& O 5 1%, 100 mg/kg T2 A DB R &
BELRL SN, AELELTIR 2D 57, 300
mg/kg B & V1,000 mg/kg DHETIZ, BREEHRIIH
BIKE L THEIZRY L7z (Table 1),

3) HhStARIER

TE-031O& O 513, 100, 3003 & 11,000 mg/kg

DRETIE, 27 ACHMBRIER RS khoT,
4) $#mEH

TE-031D & O#% 5 1%, 100 mg/kg TiE=" 2D wri-
thing EREBIBUIKE L 5 X 25 5 7275, 300 mg/kg T
BEEOMEIZ R L7 HE%1,000mg/kg IEDH A &,
writhing ZBLEIBUIE FIZHD L 72(Table 2),

5) EEIRIYIAIER

TE-031 D #F O% 513, 100, 3003 & UF1,000 mg/kg
DHETIE, w7 XADOEMRSEEFFERICZELS
2 2o 7z(Table 3),

6) PLEESIER
1) BRRERER

TE-031D& O 51, 100, 3008 X 11,000 mg/kg
OHETIX, RRERICIAT T ADBERTERORE
ICEBYRIZES o7

i1) strychnine fZ4#

TE-031D & 0% 513, 100, 300 & 171,000 mg/kg
Tid, strychnine (2L )= AH)EELIEETHITD
BERIICAEE R L 2R S22 Hh 5 72(Table 4),

iii) picrotoxin f& &

TE-0310& 0O 51, 100, 3003 & UF1,000 mg/kg
T3, picrotoxin (2L W=7 ZAHEELFETETH I TD
REICAEELREb R 8% h 5 7(Table 5),

7) BKRIIxT A1EH
1) EEKR

TE-031 D& O% 514, 100 mg/kg DAHETIX, 7 »
FOKRIIZEAEEBY 5 2 o h 572, 300 mg/kg 3
L U°1,000 mg/kg DIF4E, TE-03LIZHEICIKE L&
BTRREAERL. COBRTRIERI, &5 2EBEH
HTERKT, 300 mg/kg x5 B Cix 3BEMMHKIC, 7=
1,000 mg/kg K 5BET i3 6 BERIRIZIHE L7 (Fig. 1),

i) A%k

TE-0310& O 5%, 3mg/kg DERETIE, Bk
RAEIEBEAERE D 572, 10 mg/kg B & U930 mg/kg
Tid, TE-03LIZEBICHRLIET €72, T DEHRIE
i, &5 6BEMBIZBVYTH RIS i d -7 (Fig.
2)

8) AR ETE L VBRI AR

TE-031 D #F O 4513, 100, 3003 & UF1,000 mg/kg
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Table 1 Effect of TE-031 on spontaneous locomotor activity in mice

D Dose Counts of activity meter for the duration after administration
rie (mg/kg) 0~0.5 h 0.5~1.0 h 1.0~20 h 2.0~40 h | 4.0~60h
Control 421 + 88 2717 £ 86 258 + 124 310 + 180 668 + 384
100 304 + 101 206 + 84 201 = 110 299 + 175 196 + 101
TE-031 300 109 + 42** 69 + 44* 34 + 20 120 £+ 56 103 = 69
1000 71 £ 27** 6 £ 3* 57 £ 52 60 £ 30 45 + 18

Mean + SE. (n=10) * . P<0.05 ** . P<0.01

Table 2 Effect of TE-031 on acetic acid-induced writhing syndrome in mice
Drug Dose (mg/kg) No. of writhing episodes
Control 26.8 * 5.0
100 25.6 + 3.3
TE-031 300 17.6 = 3.7
1000 12.6 + 3.0*
Mean = SE. (n=10) * . P<0.05

Table 3 Effect of TE-031 on hexobarbital-induced anesthesia in mice

Drug Dose (mg/kg) Sleeping time (min)
Control 58.2 £ 4.5
100 54.3 + 4.7
TE-031 300 58.4 + 4.7
1000 52.2 * 5.9

Mean + SE. (n=10)

Table 4 Effect of TE-031 on strychnine-induced convulsions in mice
Drug Dose (mg/kg) Time until death (sec)
Control 408.0 + 40.2
100 422.8 + 24.7
TE-031 300 372.6 + 271.7
1000 441.3 * 46.6

Mean * SE. (n=10)

Table 5 Effect of TE-031 on picrotoxin-induced convulsions in mice
Drug Dose (mg/kg) Time until death (sec)
Control 638.1 £ 36.0
100 606.2 + 22.9
TE-031 300 650.5 * 41.6
1000 668.7 * 35.7

Mean + SE. (n=10)
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Fig. 1 Effect of TE-031 on normal temperature in rats

©) !
371 \ T
17'1"& T
[
5
®
& -
2 ]
2 i
E T
8 ‘L ® 5% gum arabic
e O TE-031 100mg/kg
A TE-031 300mg/kg
0O TE-031 1000 mg/kg
Mean * S.E.(n=10)
* :P<0.05
36 - ++ :P<0.01
| I | ! 1 ! 1 J
0 2 4 6 (h)
Time after administration
Fig. 2 Effect of TE-031 on chemically induced hyperthermia in rats
©)

% [ ¢

Rectal temperature

38 ® 5% gum arabic

O TE-031 3mg/kg

A TE-031 10mg/kg

O TE-031 30mg/kg

Mean *+ S.E.(n=10)

* :P<0.05

L 1 1 1 1 1 | «x :P<0.01

0 2 4 6 ()

Time after administration

Body temperature was raised by a 15% yeast solution s.c. 16 hours before the experiment
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DEETIE, <7 AOABEKS B L UVEARFHIZET
Bxhhol

9) HERRSHIAHT A1EH

TE-031 % BRAKETH L, £ F 7ARSHE, 3,
108 L 30 mg/kg PDABTCRBEZLEBE L XTI ho
7:o fF, B F7AREHE, 38X U10mg/kg Tid
BEALEBY ST RN 570, 30mg/kg DAETI
bIEDPICEIE SNz (Fig. 3)o L LEYSL, COEY
F+ AR DBAIE, HELLDTIE%Hh -7 (Fig. 4),
10) HiREAIER

TE-031 D& O 513, 100, 3008 &£ 11,000 mg/ke
DOEETIE, oxotremorine X5 #1554 B & U305 IZEE
ENBIREBDOEE B Y5 X % h o 72(Table 6),

11) B icx 3 168

TE-031 D& RA%S1x, 3, 108 X 30 mg/kg DA
BT, B, #5, KREKEDE, BEHFSLIV
BEHF,»OEE LABRMKICHL, HorLEEES
% 7% 5 7 (Fig.5-1~5-3)

2. BEMER, SRR 2R

1) BRI A1EH

TE-031 % BRMICHk 5 L-B4E, 3, 108 X030
mg/kg DARTIE, FIOBBEIERICILIZEALER
PR ol, 0, MER, 108 & U730 mg/kg A
5 —B I TR L7 (Fig. 6 )o

TE-031, 30 mg/kg {2 & D MEAFEBHIZTREL -6
(K5 EHD SH105HIZ13~1T%IMEAMKT, 3641
B)TiX, BEIEIRKSERICBEERAL, UBNLE
DETICEVBEERFS S h,

2) HEALEEBICA T AR

TE-031 D #IRMIIX 513, 0.3 mg/kg DEHETIE, K
BTOTHF(4B)0OFEHIITLALEEBYRIZS R
» o 7:(Fig.7, A)o 1mg/kg Tid, BREBHDOINHS
AEBIIHI L7228, THIHZE0FTITD L NXVICE
272(Fig. 7, B)o WSROI THEROBKX
THB(1B)bH o7, BHAED 3me/kg Ti3, YU
BOMIMIMZ T, IHFEEES L UBERLEML 7,
IHODERIR, ’REOFFICIFITEALEELT
(Fig. 7, C)o

3) EHNGE RSN T H1EH

TE-031 DKM 512, 0.3 mg/kg DEAETIL, F
BT o4 FEEG(4 6)OIHEERIZIZE A LEERS
AW o7z, (Fig. 8, A)s 1mg/kg Tid, ITLAEE
BOZBHONLZCIFE(46IF 26]), BLOINER T
SE%IIM(16, Fig. 8, B)F/-BA LD
Blar 7, 3mg/kg Tid, NFEHIHKEER SRS TS
BHE(T7THIH 46, Fig. 8, C), M+ AES(7 Fd

28, Fig. 8, D)N¥Hotc BODIBTIRIZLAL
TE-031DMERIER S e h o7z,

4) AEMTEIT H1ER

TE-031 D #ERAR 5 &, FEER(BH) B & CHiES
y FOFEDOHBESIL, 3, 105 X030 mg/kg
DRBTIX, BELIEREZ RS D 572(Fig. 9, 10),

5) BILEICHT HIEH

TE-031 D#O#% 543, 100, 3008 & 11,000 mg/kg
ODHETI, vV RAOBILEICER Y52 2hot:
(Table 7)o

6) HILEWXEEICX T H1EH
TE-031D & O% 513, 100 mg/kg DHETIX, <
ANGDORKEEIZHBES X 2 h o572, 300 mg/kg T
IFRKEERAET L72AY, 1,000 mg/kg TRETI3E2
BN h o 7:(Table 8),

7) BHSWAIIT A1ER

TE-0310+ BN 5L, 10 mg/kg DAE T,
Ty FOBBSWEICEBEE X kh 572, 30 mg/kg
T, ERASWELBEEIH LA, FELELTEE
otz 1008 & U300 mg/kg Tit, BRSWERIAE
Bl s nt, i, EROLEEL, 100 mg/kg £ T
BB 2T h o745 300 mg/kg TiEEA L7z (Table
9

8) BEF WM AIER

TE-031D#& O 512, 100 mg/kg DHAETIX, T v
FOBBESUBEIIIEALHEEERE X 2 H 57, 300
mg/kg TI3, BEHESWEIIBEIH S 7z, 1,000 mg/
kg Tk, EHMFTOERBSWEVERIIRI LY
(Fig.11),

3. MR - BRERRICHT AR

1) Mk, mE, -LA%, OEXNB LCMREICHTT

H{EH

TE-031 D& MRAITE 512, 3 mg/kg DAEE(3HI)Ti,
g, mE, A% LERS L CnERICEE2ER
2R &% o 72(Fig.12-1), 10 mg/kg DHAE(S5HI)T
ik, LABOEM(46), LERXR-RBBOESE(4
), b¥hienETE(46), NEEORP(2H)B
S UTERE ORI 4 6))%, HSEEDLHBRBINI,
LHABOBIIIFFRNT, HZ56057%THRONIH,
MmE TR, NEENRL B L CHREOMMIE—EHET,
55 %I L A LKL L7:(Fig.12-2), 15, &
D OFITIE, LHABRORY, bThRME LR, OfE
DB & CIFRBEOBRLPBREE N, 30mg/kg T
i3, 10 mg/kg DHA LIFZAHETDH - 7205, HRED
RIASHERM & 2 ), MRBORLHHOEEISEEL
7:(Fig.12-3), X5 RIMEIC T 55 %1~503F TH/¥
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110

Fig. 3 Effect of TE-031 on spinal reflexes in anesthetized rats

L S Y Sy .

3 mg/kg (injected into femoral vein)
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A -

30 mg/kg (injected into femoral vein)
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Fig. 4 Effect of TE-031 on monosynaptic reflexes in anesthetized rats
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| 1 | 1 | % c 1
0 15 30 ’ 60 (min)
Time after injection
Table 6 Effect of TE-031 on oxotremorine-induced tremor in mice
D D (mg/kg) Tremor score
ru
g ose tme/ke 15 min 30 min
Control 2.7 £ 0.2 1.9 + 0.2
100 2.5 0.2 1.8 £ 0.2
TE-031 300 2.6 £ 0.2 1.5 £ 0.2
1000 2.6 £ 0.2 1.8 £ 0.2

Mean * S.E. (n=10)
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Fig. 5-1 Effect of TE-031(3 mg/kg) on spontaneous electroencephalogram (EEG)
in immobilized rabbits
Before injection After 5 min
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Fig. 5-2 Effect of TE-031(10 mg/kg) on spontaneous electroencephalogram (EEG)
in immobilized rabbits
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Fig. 5-3 Effect of TE-031(30 mg/kg) on spontaneous electroencephalogram (EEG)
in immobilized rabbits
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Fig. 6 Effect of TE-031 on contraction of nictitating membrane, respiratory rate,

heart rate and blood pressure in anesthetized cats
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Fig. 7 Effect of TE-031 on spontaneous motility of stomach in anesthetized rabbits
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Fig. 8 Effect of TE-031 on spontaneous motility of ileum in anesthetized rabbits
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Fig. 9 Effect of TE-031 on spontaneous motility of uterus in anesthetized dioestrous rats
H [ 30
\J h h (cmH.0)
' 0
3mg/kg (iv.)
50
(cmH,0)
-
10 mg/kg (i.v.) 0
50
(CmHzO)
0

-
30 mg/kg (i.v.)



410 CHEMOTHERAPY JULY 1988

Fig. 10 Effect of TE-031 on spontaneous motility of uterus in anesthetized pregnant rats
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Table 7 Effect of TE-031 on pupillary size in mice
Dose Pupillary diameter (mm)
Drug
(mg/kg) Before 0.5 h 1h 2 h 4 h 6 h
Control 0.25%0.01 0.25%£0.01 0.25%0.01 0.25+0.01 0.25%0.01 0.25%0.01
100 0.2610.01 0.25%0.01 0.2610.01 0.2540.01 0.25+0.01 0.25%0.01
TE-031 300 0.26+0.01 0.25%0.01 0.25%+0.01 0.25+0.01 0.2410.01 0.25%0.01
1000 0.25+0.01 0.25+0.01 0.2510.01 0.25%0.01 0.25%0.01 0.25+0.01
Mean * SE. (n=10)
Table 8 Effect of TE-031 on intestinal propulsion of a charcoal meal in mice
Drug Dose (mg/kg) % of transportation
Control 66.9 *+ 2.5
100 66.0 *+ 3.1
TE-031 300 55.8 + 3.5*
1000 63.7 = 3.0

Mean + SE. (n=8) * . P<0.05
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Table 9 Effect of TE-031 on gastric secretion in pylorus-ligated rats

Drug Dose (mg/kg) Volume Total acidity
(ml1/100g body weight) (mEq/L)
Control 3.18 £ 0.33 69.1 £ 6.2
10 3.10 £ 0.31 69.5 £ 6.4
30 2.44 £ 0.13 65.4 + 6.2
TE-031
100 1.83 £ 0.42* 67.9 + 3.2
300 2.04 £ 0.31* 46.9 *+ 4.2**
Mean £ SE. (n=8) * : P<0.05 ** . P<0.01

Fig. 11 Effect of TE-031 on - salivary secretion in rats
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Fig. 12-1 Effect of TE-031 on electrocardiogram, respiratory rate, heart rate,
blood flow and blood pressure in anesthetized dog
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Fig. 12-2 Effect of TE-031 on electrocardiogram, respiratory rate, heart rate,

blood flow and blood pressure in anesthetized dog
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32— —DEFE, 10 mg/kg D& (FHELSE,
58), 4.21£4.0% DME T, 26.6120.7% D.04A%
#in, 1.0+£10.7% OMEREKZEL, *7:30 mg/kg DHE
(P#HIE+SE, 361), 16.9£4.8% DMETM, 10.8%
3.4% DOABIE, 27.6112.3% DR IBEMTD -
pASS

2) FAEBIIR MG & A B 1ER
TE-031DERAIE S 13X, 1 BE U 3mg/cat DHET
12, FIOKBBIRMFRICIZEAEHEBES A 2D
7245 10 mg/cat T, ¥ b7 M5 & OB EM AR
586 %40~ 6080 I B8R S 7z (Fig.13),

3) EBALLIRICH T B ER

TE-031 D#ERAE S 13, 3mg/kg DEETIE, 34
] FICEBRLME, KESKRLEE, CIUEHB X
CMEIIZEAEEBY S 2 o705, LY —B
PICHIN X272 (Fig.14-1), fhod 2 BITiE, LHEEKIZD
EFRLEERDONL 572, 10 mg/kg T, 36
B 1 G TKRERMTEDRD, &2 v 2.LHBEOMM
BLUO—BMEOMETEHIERE S 72 (Fig.14-2), 18D
2BITIE, LEROEREDIIMIC, LIHEHDHLTH %2
FIMR 6N, 30 mg/kg Tix, 4Bl 16 T.LHEED
RHEH LB L OLIEHO—BEDBA L ZDHD
WRDPEB LR b D & 7% 5 7:(Fig.14-3), LR OEIH
B0 2P THEEINS.D, ZOHOWRIIRONLE
Dot Tz, LIEHOHGISRON 2V DL 161
bol, EEIRMmMGEE L KRBRMTE X, 3616
T, LB B L LI DRI & RO &8 T
K L7:(Fig.14-3), KE2BHARIM L& LMD 2 BITidESD
L7z, EEBIRIMFEEIZOWVTIE, BRIV LDE

DIPICBITHLDEDNFOMIZ 1 BT OBE SN,
4) ORI A 1EH
107%g/ml DBED TE-031DEATIE, BHEEE,
BB L CGIEHICHBE5 2 b -7, 107%/ml
DEATI, LABICEBN LD o120, ERERED
—@BEIZBA LTz OB, BEINHI S hr-hsd
M ZIIEEBE L 72 (Fig.15),
4. PRI 51ER
1) HBHEFEICATHEH
TE-031i%, 107° 8 X T*107'g/ml DBE T2, F1HMH
HMBLUEKRT » PFEOBERMIE IS LIER LTS
%5 7:(Fig.16),
oxytocin {2 & A IUHEiIE, TE-031 10 5g/mliZ & b iF
EALEBEZIT M o72H%, 107g/ml TIXEREIH
& M7z(Table 10),
2) WEEE IS A 1ER
TE-03142, w4 ¥EBFOBEMIE IS L, 1075/
ml FTCEA*RE D570 1075%/ml 206, HEEE
USRS & R VAR L TN S ¥ 72 (Fig. 17),
TE-031(%, acetylcholine (Z & AU ICxF L, 1075 &
LU0/ ml THEELHBE S X2 Hh > 72(Fig.18),
histamine (2 & 5 IU#E(Fig.19) & BaClz (2 & 5 Y (Table
11)i2x LTit, TE-031i31075%¢/ml TI3E B 522 h
o724, 107'g/ml TR HTHITEE L7,
3) RERE T AEH
TE-031iX, €NV E v bXRE Dhistamine |2 & HINHE %,
107%/ml TRREBEE X 2d o 7248, 107'g/ml TIIE
FEAPHI L 72 (Fig.20), fb75, isoproterenol I & %athigiZ
L Tix, TE-031 107*g/ml iZisoproterenol O 1{& i R

Fig. 12-3 Effect of TE-031 on electrocardiogram, respiratory rate, heart rate,
blood flow and blood pressure in anesthetized dog

e polh

R.R. mmm

Fibh BAbbD bbb bbb dddd A b,

1 (sec)

T A M - qmmmmn

HR. 1290 (beats /min)
B.F. ]150 (ml/min)
. WS I A -
1(min) 1
30 mg/kg After After After After After After
(iv.) 1 min 5 min 10 min 20 min 30 min 60 min
ECG : Electrocardiogram H.R. : Heart rate B.P. : Blood pressure

R.R. : Respiratory rate B.F.

: Blood flow
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Fig. 13 Effect of TE-031 on blood flow of femoral artery in anesthetized cat

wmr(mmwnwnmmmmmm ———; mmﬂrfﬂmmm«frﬂm«m«m«wwmmmm

30
B.F. ] (ml/min)
250
H.R. — v ] 150 (beats/min)
Bp 200
1mg (ia.) 3mg (i.a.) 10 mg (i.a.) 1 (min)
R.R. : Respiratory rate H.R. : Heart rate
B.F. : Blood flow B.P. : Blood pressure

Fig. 14-1 Effect of TE-031 on coronary artery blood flow, femoral artery blood flow, contractile force,

heart rate and blood pressure in anesthetized open-chest dog
C.AF.
F.AF.

] 58(ml/min)
]log(ml/min)
SR ——————— =y RO

]150
- (beats/min)
H.R. 50
ST
mmHg
e». [N i
— —_—
3mg/kg 1 (min)
(iv.) After After After
10 min 20 min 30 min
C.A.F. : Coronary artery blood flow C.F. : Contractile force B.P. : Blood pressure

F.A.F. : Femoral artery blood flow H.R. : Heart rate
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Fig. 14-2 Effect of TE-031 on coronary artery blood flow, femoral artery blood flow, contractile force,

heart rate and blood pressure in anesthetized open-chest dog

C.A.F. ] 58(m]/min)
F.A.F. _— ]log(ml/min)
c.r. NN D Y T e | : e
R - ]lso(beats/min)
. 200( )
mmHg
s [ [ }m=
— PN——
10 mg/kg 1 (min)
(. v.) After After After After
10 min 20 min 30 min 60 min
C.A'F. : Coronary artery blood flow C.F. : Contractile force B.P. : Blood pressure
F.AF. : Femoral artery blood flow H.R. : Heart rate

Fig. 14-3 Effect of TE-031 on coronary artery blood flow, femoral artery blood flow,

contractile force and blood pressure in anesthetized open-chest dog

40
CAF. ; _— ] (ml/min)
10

FAF. —_— T — ] ig(ml/min)

- ——— N
200

— e ] (beats/min)
HR. 100

200
oy | | | [ JiC
100

30 mg/kg 1 (min)

After After After  After After
5min 10min 20min  30min 60 min

C.AF. : Coronary artery blood flow C.F. : Contractile force B.P.  Blood pressure
F.AF. : Femoral artery blood flow H.R. : Heart rate
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Fig. 15 Effect of TE-031 on perfusion rate, heart rate and contractile force of

isolated rabbit heart

30
P.R. ] o(ml/min)
300 o
H.R. ] 200 (?eTFS/min)
-
1073 g/ml
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30
PR e — ———e ] O(ml/min)

300
H.R. l\ ] 200 (beats/min)

-
~2
(Application) After
10 min
P.R. : Perfusion rate C.F. : Contractile force

H.R. : Heart rate
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Fig. 16 Effect of TE-031 on spontaneous contraction of isolated rat uterus

Dioestrous uterus

LU WU UULULLL

A A

107°g/ml 10" 'g/ml

(Application)

Pregnant uterus

(U QR YO QUL VLU |

Table 10 Effect of TE-031 on oxytocin-induced contraction of rat isolated uterus

Concentration % of control contraction
of TE-031 (g/ml) Dioestrous uterus Pregnant uterus
107 9% £ 4 95 + 2
10 89 =+ 8 64 £ 12

Mean * SE. (n=4~5)
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Fig. 17 Effect of TE-031 on spontaneous contraction of rabbit ileum strip

o

|
|
A

A
107¢ g/ml 107% g/ml
(Application) (Application)

Fig. 18 Effect of TE-031 on acetylcholine-induced

contraction of guinea pig isolated ileum

(%)

100} [5 %2

50

Contraction

¢
Q
® Control (n=10)
A TE-031 107° g/ml (n=5)
» O TE-031 107* g/ml (n=5)
oL® Mean* S.E.
L
10

1 i
-° 107° 1077

i
107 (g/ml)

Concentration

1 (mm)

A
1074 g/ml

(Application) 1 (min)

Fig. 19 Effect of TE-031 on histamine-induced

contraction of guinea pig isolated ileum
(%)

Jede

100f- L)
Q&DA
a

7
Jek

i

*

Contraction
[
(=]
T

® Control (n=10)
A TE-031 107° g/ml (n=35)
o TE-031 107* g/ml (n=5)

é Mean £+ S. E.
r}é » : P<0.05
0 *« : P<0.01
1 1 L3
3X 3 X
107°10™* 1077 107° 10~¢ (g/ml)
Concentration

Table 11 Effect of TE-031 on B?*'-induced contraction of guinea pig isolated ileum

Concentration of TE-031 (g/ml)

% of control contractions

10
10

98 *+ 5
93 * 5

Mean + SE. (n=4)
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BTHhTMIEM S 872 (Fig.21),
4) HHEEE ST AR
TE-0314%, 107° 3 L U107 ‘g/ml DIRET, ENE »
| #i45E O noradrenaline(3X107%g/ml) {2 X % YX#& (285
R B Y5 2 e hr o5 72(Table 12),
5) MBI AR
TE-0314, 105 BX U107 g/ mIDBET, 59 +F
£ H O serotonin (1077g/mI) IZ X BUNMEICIZ & A L H
%52 %t h - 72 (Table 13),
6) KBRS T H1EH
TE-03143, 107°¢/ml DR TiX, 74 FREMREH
® noradrenaline 3 & ' KCI 12 X A Ixt LEE 5
Aldolze 107g/ml Tid, KR D noradrenaline |2
LB L, BIBEED KCIIZ & 2 N # B MIZ 0% L
7-(Fig.22, 23),
5. KHMERIT AR
1) BETRRE:(RERE)ER
TE-031D ZiR#% 51, 1, 3 B LU0 mg/leyeDHE
Tik, EVEY POABERSHICEBEE L 2D o7
2) FETRRE: (R ERE:)1ER
TE-031DERHEEIE 1, 3B X U10mg/ml DEET
i, TEVEy FOEMIERSTINT LEBES X 2d 5
PAN
3) BETRRE:({ZERE:)1ER

Fig. 20 Effect of TE-031 on histamine-induced

contraction of guinea pig isolated trachea

(%)
o] L
o
8
I3
£ sof
§
@]
. Control
A TE-031 107° g/ml
0 TE-031 107" g/ml
Mean+S E. (n=4)
ol o : P<o. 05

L 1 1 1

3IX
10°* 1077 10°° 107° 107° (g/ml)

Concentration

TE-031i%, 107‘g/ml DEBETIE, T v hAEE AR
B HEBEMOZEICHL I LIERAERE 2 r o1
(Fig.24),

4) MMBEMERIIN T AEH

TE-031id, 107° 8B X 107 g/ml DBEETiL, KM
BEBLUBBROEZHBI- L 2B - 2S %
5 2 %% 5 7:(Fig.25),

6. Zoft

1) BHaEIIx 4 2158

FRE$H L U pH 13, TE-031 10 mg/kg DEOIKE
LVRBEZ e h o7 30mg/kg T pH A LR L,
1003 & U300 mg/kg Ti30~6BEBIRASH Z IR L7,
INOCDRETY, 6~24NMRIEELEB+ S 114
- 7z(Table 14),

RO BEREGEMIZOVTIE, 108 L 030 mg/kg T, 0
~6BFEIR D K* & Clr#Ett & A4 L, 100 mg/kg Tl
Na*HElEAHEM L 72 Lo LeA5s, 300 mg/kg DA
BT, Na*, K* BLUCI i3, (2IIBBEOMIT
WHDTH 72, 6~24BHR T2, 30 mg/kg TK*
WEAEML DA T, MOBIIEELTILE RS e h
- 72(Table 15),

2) BMmEA

TE-031i%, 107'g¢/ml DRETIL, v H FRMIRiTE
Wizt L, BMPER %R S %24 72(Table 16),

Fig. 21 Effect of TE-031 on isoproterenol-induced

relaxation of guinea pig isolated trachea

(%)

¢
‘r
g l,
=
8sor
® Control
T A TE-031 107> g/ml
O TE-031 107" g/ml
/ Mean+S E. (n=4)
oLk i P<0 05

1071 10 01070 10‘9

Concentration

10~ (g/ml)
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3) M3 A1EH
1) 7O bho s YRR
TE-031 D# %512, 1008 & 18300 mg/kg DHET
i3, v bo7uto s BRICHEL > RIEHERS
Lotz 1,000 mg/kg Tid, 7O O ¥ EE%H
FIZHER L7:(Table 17),
i) Ca® BINGEERFRH
TE-031i%, 107'g/ml DA TIE, 74 FMED Ca**
BNGEEEIEE %5 X kb - 72(Table 18),
4) RS WA B 1EH

TE-0310+ el A5 id, 3 B £ U710 mg/kg Tig,
Ty bOBASUEBICEELZVEERIZS o7, 30
B L0100 mg/kg THE, MBAHMEIARIKE LR
MLz, 8, BAOEBRERIL, 100 mg/kg THHE
BOMEAELEZIRD LML D 5 7:(Fig.26),

5) Shay 7 » MEHEIIHT HEH

TE-0310+_{8lHEAK G513, WMPAI&ERICE 5 EiRE
23 L, 100 mg/kg DHE T TIIHELY RIZSEh ot
30038 & U°1,000 mg/kg T, AEIKFE L RBEAE
%/~ L7:(Table 19),

Table 12 Effect of TE-031 on noradrenaline-induced contraction of guinea

pig isolated vas deferens

Concentration of TE-031 (g/ml)

% of control contractions

10°®
10

102 3
106 5

H+

Mean * SE. (n=4~5)

Table 13 Effect of TE-031 on serotonin-induced contraction of rat isolated fundus

Concentration of TE-031 (g/ml)

% of control contractions

10
10

105 £ 3
101 £ 1

Mean = SE. (n=4)

Fig. 22 Effect of TE-031 on K" -induced

contraction of guinea pig isolated aorta

(%) ®
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100} ‘}/F
’D/LJ*
/
Y,

5

z

o

S 50k

.

’ ® Control
I A TE-031 107 g/ml
O TE-031 107" g/ml
Mean £ S.E. (n=4)
*: P<0.05
0 -
L | - ! ]
10 20 40 80 (mM)

Concentration

Fig. 23 Effect of TE-031 on noradrenaline-induced

contraction of guinea pig isolated aorta
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100 } /
e
- |
= o
]
gSO r T
@]
u)
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A TE-031 10°° g/ml
Py O TE-031 10-* g/ml
X Mean+ S.E. (n=4)
0 Lae—1. «:P<0.05
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107° 10°* 1077 107° 107° (g/ml)

Concentration



voL. 36 S—3 CHEMOTHERAPY 421

Fig. 24 Effect of TE-031 on propagation of action potentials in rat isolated sciatic nerve

1 3 5 10 min

— _J 3(mV)

2 (msec)

TE-031 107* g/ml
(Application)

Fig. 25 Effect of TE-031 on contraction induced by nerve and muscle stimulation in rat isolated diaphragm

4
(8)
tot A A 0
N.S. M.S. TE-031 107° g/ml TE-031 107% g/ml
(Application) (Application) 1 (min)
N.S. : Phrenic nerve stimulation
M.S. : Diaphragm stimulation
Table 14 Effect of TE-031 on urine volume and pH in rats
b Dose Urine volume (ml/100g body weight) pH
ru
g (mg/kg) 0~6 h 6~24 h 0~6 h 6~24 h
Control 0.81 = 0.05 2.78 £ 0.42 5.8 £ 0.08 7.8 £ 0.41
10 0.70 = 0.04 2.21 £ 0.32 5.9 £ 0.10 7.6 £ 0.24
TE-031 30 0.76 = 0.08 3.58 + 0.20 6.2 = 0.11* 81 %+ 0.19
100 1.50 £ 0.20** 2.52 £ 0.51 6.0 = 0.08 7.7 £ 0.37
300 1.61 £ 0.12** 2.89 £+ 0.41 6.1 £ 0.07* 7.3 £ 0.16
Mean + SE. (n=8) * . P<0.05 ** . P<0.01
Table 15 Effect of TE-031 on urinary excretion of electrolytes in rats
Electrolyte excretion (mEq/100g body weight)
Dose
Drug (mg/kg) ’ 0~6 h 6~24 h
e/ke Na* K* C1- Na* K* Cl~
Control 15.1% 2.6 72.0% 6.7 52.2%+ 5.2 455.61+120. 4 781.81+120.4 461.2+112.2
10 12.2+ 0.8 40.6+ 5.0**| 34.4% 2.6**| 341.2+ 48.9 629.2+ 95.4 338.6+ 44.6
TE-031 30 17.0+ 2.3 49.8%+ 6.5* | 42.5% 5.2 | 600.5% 79.7 |1279.8+ 92.7 | 623.8% 90.6
100 34.3%+ 7.9* 97.8+14.9 68.71+13.8 493.21105.0 880.31+186.4 520.1+118.8
300 19.5+ 2.2 72.9%+ 6.1 63.0+ 5.3 532.7+ 36.4 878.6+ 68.9 578.8+ 36.4

Mean + SE. (n=8) * P<0.05 **  P<0.01
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Table 16 Effect of TE-031 on red blood cells in vitro

Drug Concentration (g/ml) Hemolysis (%)
Control 0.68 + 0.09
TE-031 10 0.82 + 0.02

Mean *+ S.E. (n=5)

Table 17 Effect of TE-031 on prothrombin time

Drug Dose (mg/kg) Prothrombin time (se¢)
Control 12.97 + 0.16
100 12.99 + 0.08
TE-031 300 13.12 = 0.06
1000 13.38 *+ 0.10*
Mean * SE. (n=10) * . P<0.05

Table 18 Effect of TE-031 on clot formation induced by Ca®* re-addition

Drug Concentration (g/ml) Clotting time (sec)
Control 67.2 £ 7.3
TE-031 10 67.4 + 8.4

Mean £ S.E. (n=5)

Fig. 26 Effect of TE-031 on bile secretion in rats

(mg/30min) ® 5% gum arabic
O TE-031 3mg/kg
L A TE-031 10mg/kg
500 O TE-031 30mg/kg
\ O TE-031 100mg/kg
> (mg/ml/hr) Mean* S.E. (n=5)
SN « :P<0.05
Z r. «: P<0.01
0 ke
kS l ?\U" 2 T
& 400f | = 30k
: - ]
3 = .
o ’A/ \ £
I A z e
A > \Q
—_— a
i 9
300 20+
L L — |______J___—J
0 1 2 (h) 0 1 2 (h)

Time after administration
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o % =4

EEROBEEN S, TE-031id, TRBERIIEDT
B OEREBHEICBTROZ L, AHKiI0
gLV EEBE LESESL L, HETFRERBIZEH
BELBVTEBROTHCHGEREFOZ L, 0B
pEARICBVLTIY, BHlE X UERSWOHNHIER,
REB I PIEASHEOHIMER, RRSER TS
HOER, WEEMER, 7o bo YRR OBRRE
BB ATAI L, BLUKHEAERICIIER LR
BWIEDNHO M E R ST,

IYRAEFAVIPREMEROERIZB VT, TE-031
it, 300 mg/kg U EDBENOEOHRS CHREES RS
M, $ & 11,000 mg/kg T writhing EIFHER* BT 5
ZENTRENT, writhing FEIZOWTIIBE BT
LR HABEIC b AT LRI A L b H D,
37, BOTHVHETOERATH L I LD LAk LE
BERTHRVWEEZ LMD, —BEKBEDNHTIA,
HEEBROBL L RT L) 2EAREDLNT, TR
BTk, EBHROEEMNBINEITo Tl E, 1
B TEIELDLLVWERDELIZRA L 225720 T,
FROLIBAR—BHE LD LEESINEH, TE-
BlIHMRIEA AL TV W &hn, 300 mg/ke
UEDBHEICBIT5BREBE DR 1T TE-0310D4%5F
ROEA L X E 28V, EEROERAOMUIIZ, 79 0
BI213, TE-0314x, EFEYOMKIREICH L300 mg/keg
DHE»LERETIERXA L7225, BRI LT
1310 mg/kg THEZVER % /R L 7=, lipoplysaccharide
(LPS) % & @ pyrogen | & 5 F#kiz, LPS DRFAPIKA
DEHEERICMZ, ZRMICHNRP I T 7 -]
CiZBWCEA S APIEM pyrogen 124 2T, £0%
BERHRENL LD L VWb TS, $72, LPS i &
O pyrogen I & A E#ER X, EEAKEZEH TH S
cycloheximide (2L WHIFI S BT LA OGN TH 7710,
TE-31b ZBARMEMEAEALTVE I NS, &
BIEAVEERREIC B L, BRBKBIGECRBLL
bDEEZLND, FOMDOTRAERORRIEE,

MR, EEMRINIE, PUE¥, FHRS, FUREBLIOBZR
Biigicix, TE-031IDMERIZBB STV 2 Vwa T,
TE-B1OFRMERIIHTHERH L, BOTHFVLD
THHrLEZ LN,

AERIZBVT, BT O 12 TE-031 % BIKA
B LB, BEBOMEABE SN/, EHMIEE
2 L TIEEAAON BB EHHIDOL SN B BIADH 5
720 —7, BKEFF DA X2 TE-031% +Z36BAIXS L
1mERTYH, EHEEHMFRESNLZ LY, BLUR
BROERUD <07 4 FRIAEHRDT) 2u< A
PUBREBIILBDOONL I EPBREINTVAY, £
hig, SEBESN/-GEBHOTLEE, =) R02 Y
VERIEWRICKBOEREEDbN S, M, WHFEE
BHIZBWTIE, TE-0SLIMERETIRMEA RS2V,
BIRE(10'g/ml) DFEIZ, 7 v b FE D oxytocin JX
&, EIE v OO histamine B L U Ba?*LHE, EIL
£ v FRED histamine JUKE, TH FHRDO K B LY
noradrenaline JX#E % JEAF RIS BG4 2 L H5H
Lhekhol,

<7054 FRIAAEWEDO O Xy < A2 o H, 3mg/
kg MEOHET, RETOAXIIBWTHMETHES X
UHREEmER_I$TI s, BLUBBEA XIZ8WT0
ETH, AKRL B L OLHIEEREnEsRI T
PHRESIN TV B, KERTIE, SHE(30 mg/kg)D
TE-031 % BIRPUCIR S LK E DA, REFTDA X
BLUBKMA X T, MLE TR EPREIEMIEKICERE
ENTA, ZoORCHEBIEEML, LIEERIZESST 5
EWVWI R STEENIB LN, TE-03LIZDWV T,
OS5I TOREF SN TE Y'Y, TE-03LIZFRE:
T4 XOFRELEMSE, MEEXTIF555 A%
WWIREBLRVEBRRLN TS, AEREEORSD
ERTOLHBNOEZEOEVIE, FIIZ5EBNE
WASEZ bR, THICMATHAWREBEEDENLEZ
bbb, REBRTIE, FKBELEIC chloralose & urethane
FRHOWTWBDIZ L, LD #HE Tid pentobarbital
BT\ 5, chloralose ¥, pentobarbital & ) K&

Table 19 Effect of TE-031 on gastric ulcer in pylorus-ligated rats

Drug Dose (mg/kg) Ulcer score
Control 4.2 = 0.4
30 4.0 = 0.4
100 3.8 £ 0.5
TE-031
300 1.7 * 0.2**
1000 0.8 * 0.3*

Mean *+ S.E. (n=6) ** . P<0.01
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Y AHHAFTTZ EAHONTEY, LEBIIHT S
EROTR—FITIE, REOKES LB L T 5T aeHd

brrBbhsr, £, EENZERINREZ L2V,
BEREHFII0F Y21 2 L 2 BRAKRS L7oRRIZIE,

METREELCRBEOENIBRES LS EHESIR T
A1,

OXy2A L OMETHROBFELT, adsy~<Ag
R E R NS ADIIMEEZTIFAZE, B
L UBRAES S L KERBIRM TR L NS EH T L
»o, MBELRICL WBREDRIEI 2 LHEBIATY
B9, ZhiZx LT, TE-0314%, # I #EMEE %1
MEEZWE &, Bl X TROIEDIE OB RZA
LMETROBEBEAIUTHEI L, BIXUYH T
HLBR OIS * BRI T A &2 5, TE-031I2X 5
ME TR, LIUEDEHH L7l - - fet
BENWEEZLND, LIENHEIER S, in vitn B
I Win vivo 2B W T TE-031DEAEDHETEDONS
bNDTHY, TE-03DERBFRIII T HIERIIED T
FbDEEILND,

5 v P OBEHEEIZOWT, REIX TE-031 100 mg/
kg DEOZSIZE L7225, 108 £ 030 mg/kg T
BEERHTH 72 —FH, RPEFE K", ClITi310B &
30 mg/kg TrIBBEEIZH~NEA L, Na*i2100 mg/kg T
WMmLZ2S, Thoidvwind sy FORVFEREED

EEHEAANDETH 572, 72, 300 mg/kg DHETIE,

Na*, K*, CITidiZIIMBHE L EHKDETH -0 T,
TE-031® Na™, K*, Cl HEilt~DIERIE 2V DL B
bhb,

Z 0, TE-031137 » MZBWT, BEHSWEL30
B L U100 mg/kg TS EEICHMS /-4, BHEBRER
WERBOON 2 h o722 06, KO MREIER
TR KFIRER & MR LBEIC L AR E L 6N
B, LAL%&HA6, KFBAIICHELERAEYETS
&, BLUMADEE LTORSEDAVVETHS
ZEERERDE, S UMBEEHIGEERBE LB LY
bDEEZOND, T2, Ty FOFES L VERFW
WHIER, MIBEER, 7o btor ¥ U BREEERDS
BHOONTN, CTALDERORRICEEREYLEL
THDT, FIMEIIEVWEEbNS,

LAk, TE-0310— A EBIER IOV TRE L7124,
RBHERE» CERORRAT 24K EREESHOT
EOMIL, FRARROEDONLLERER, BB L
VBEHGHIBYTOBRABRYET A AL, E L
o7, BREEBIINTAERIIT) Ru~ Y YR
EMBEIZEDONL DT, ) 20wl v EBL
1R AEPETHENLDTH 721" TE-0310D#H

Bhdz)2oeA s LAE»ERULETHDY, on
5D EHS, TE-LEZEREMOBNHENE T2
tEZOLNS,

X [y

1) RF&%k, LENE, BEML, ST, 3
BF, KA :HTY A< FELkTE-
031 DILEIER IOV T, $35E A A b3ty
KFED VRTIY LIP5R: p. 75, 1987

2) MORIMOTO, S ; Y. TAKAHASHI, Y. WATANABE & S,
OMURA : Chemical modification of erythromycins.
I. Synthesis and antibacterial activity of 6-0O-
methyl-erythromycins A. J. Antibiot. 37(2): 187
~189, 1984

3) HEFN, HHXAL, WHE, BHEF, FH
%S - FHR<707 4 FRIREYHE TE-03104k
HNENE(1)T ) 2u~A o LD, A%y
£, 107#%, FH, 1987

4) SAWYER, C. H.;J. W. EVERETT & J. D. GREEN : The
rabbit diencephalon in sterotaxic coordinates. J.
Comp. Neurol. 101 : 801~824, 1954

5) Woop, W. B., Jr. : Studies on the cause of fever. N.
Engl. ]. Med. 258 : 1023~1027, 1958

6) DINARELLO, C. A. : Endogenous pyrogens. In Fever
ed. by Lipton, J. M., Raven Press, New York. pp. 1
~9, 1979

7) BARNY, C. C.; M. ]. KATCVICH & M. J. FREGLY : The
effect of cycloheximide on temperature regulations
in rats. Brain Res. Bull, 4 : 355~358, 1979

8) SIEGERT, R. ; W. K. PHILLIP-DORMSTON, K. RADSAK &
H. MENZEL : Inhibition of Newcastle disease virus-
induced fever in rabbit by cycloheximide. Arch.
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GENERAL PHARMACOLOGICAL STUDIES OF A NEW MACROLIDE ANTIBIOTIC,
TE-031(A-56268)

Naoki SENO, SaTosHI NARITA, Misako KakiucHl and Tomoko W AKAMATSU
NRI Life Science, Kamakura

A general pharmacological study of TE-031(A-56268)was carried out and the following results were obtained.

Oral administration of TE-031 induced a decrease in spontaneous locomotor activity at more than 300 mg/kg and a de-
pression of acetic acid-induced writhing at 1000 mg/kg in mice. In rats, oral administration of TE-031 lowered the nor-
mal body temperature at more than 300 mg/kg, and had an antipyretic effect at more than 10 mg/kg. Other effects on the
central nervous system were not observed.

Intravenous administration of TE-031 enhanced spontaneous gastrointestinal movement in anesthetized rabbits at more
than 1 mg/kg, but had no effect on spontaneous uterine movement in anesthetized rats at 30 mg/kg. In isolated smooth
muscle, TE-031 applied at 10™*g/ml slightly depressed oxytocin-induced contraction of rat isolated uterus, histamine-in-
duced contraction of guinea-pig isolated trachea, histamine-and Ba®"-induced contraction of guinea-pig isolated ileum,
and K* and noradrenaline-induced contraction of rabbit aorta.

In anesthetized dogs, TE-031 at intravenous doses of 10 mg/kg and 30 mg/kg induced an increase in respiratory rate,
transient slight decrease in blood pressure and cardiac contractile force, and a long-lasting increase in heart rate. In
anesthetized cats, TE-031 at an intra-arterial dose of 10 mg/animal slightly decreased blood flow in the femoral artery.
TE-031 applied at 107 2g/ml slightly inhibited contractile force in rabbit isolated heart.

Intraduodenal administration of TE-031 increased bile secretion, inhibited gastric juice secretion and had an anti-ulcer
effect from 30, 100 and 300 mg/kg, respectively, in rats. Oral TE-031 caused an increase in urine volume; a depression of
saliva secretion and prolongation of prothrombin time were observed at 100 mg/kg and 300 mg/kg, respectively, in rats.

From these results, we suggest that TE-031 has no general pharmacological effect, and is a very reliable drug.



