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Lenampicillin hydrochloride (KBT-1585) o —f&RiE{EH

BRAE-EBRHXR-BREEZ
MILRF-EHBA-FIUERX
BREELERSUTEM
AiE 85 11 7K
S LA

Lenampicillin hydrochloride (KBT-1585, LAPC) 0 —f B ERIC 2\ T, B4R L, UTFD

BREB.

1) Lenampicillin {¥7 v biZ 3,000mg/kg % EAIKE LckE, —@MEOMIEEE TickifE L
WERREE, HREBEREOE TN, FEMERCH LIEL ALERERI Aot

2) BAMETRE X OEEMERICH LT, Lenampicillin EERETELE y F OABERKY
—BMIRE S B, ERLERER S A, T

3) Lenampicillin ZFkEERICH VT, 30meg/kg DL EDEIRAIZS T, —@HEORFRIMNE, mE
TRz, DR X OCRMBMT R ORD &R LI,

4) HEHFBEFHCH LT, Lenampicillin g & A EERERS VD, BIREERKICOBLE
BxR Lo ¥7c, &% agonist iIZ XAERAIN LT, HBRETOLRFELZMEI L,

5) Lenampicillin {3 1,000mg/kg O+ f5i5AIK5 T » + O BWSA W ZIWH L7243, atropine
IOFPNHDTH T

6) Lenampicillin vx 1,000mg/kg O AKETKERK T v F DREF IO pH HOEFTEFRL
fobs, RAEREAOERLELEZEDRVBEVERTH -7,

7) Lenampicillin i3 300mg/kg LLEDRERIZSE T v + OB & XCMBRIBIER%Z T LS,
Z OYERE aspirin ICHNRTHLPICTE D -7,

8) FOHDIERE LT, Lenampicillin % 1,000mg/kg DFEAKS TS v b carrageenin FH
B UCEEOMSIWER LR Lichs, < AFEREE, M5, 0RERERCH LTS5
RERIEP T

LA, Lenampicillin O —fFIEBERIC OV TR« OBWE AV TRET LER, FEFRE:

AEERERS VY, MLHOEREZRLIBETD, 1,000 55\ i 3,000mg/kg (RAKS)
EVWHSEMARTH T LT, FEIRBVWRLEEFE T2 Z LHIA L,

Lenampicillin hydrochloride (KBT-1585) %, #& %5
(&) ELRHFEFRCTHERESAL H L v Ampicillin
prodrug Tdh %,

AHEROKELEBE, £ARTIMAIBTLD
# %% Ampicillin (B4 F, ABPC r#3) &L TES
¥RTH, ABPC Tt LTRAOREROBE » b O
BUILZRIFTHHZEBRHBALTWBY,

46, EEb1X, AAO—KREBERTLDVWTH 4R
HEfTh-7mDT, TOREEBRET 5,

L £ B # #

1. #ERAEM

HWIREM D KBT-1585 13, AE~EEEOPET,
MEDDVITRMARE, BRI, K, A%/ -

Ny, ZE 7=, BXOY R rbLACHED THET S
{, T VERORETHL, E=F A II00BY
K, ==FAEIT n-~FHVRIZFLA EFH
DHFE 497.96 DILAMTHERIRDOLE K H TH
60

* DESRIHE LA EMIUATIRRTE S TH
50

C00—CHz — ¢=G—CH

o} cHs O_ O
NH2-HCl N—NRY. 0 N
g ” CHs Il
Q—CONHH7F—~*——— 0
H H H

(5-Methyl-2-oxo-1, 3-dioxolene-4-y1) methyl-D-a-ami-
nobenzylpenicillinate hydrochloride

o ()
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Acetylcholine chloride (5—#¥£), aminopyrine (&
B, ampicillin (ABPC, BIANE), aspirin (BE
¥5), atropine sulfate (Eiﬁk&%), chlorpromazine
hydrochloride (EBF3E#U%E), epinephrine (F—HEK),
histamine dihydrochloride (BR3%{LA%), indomethacin ( £
L7 EH), l-isoproterenol hydrochloride (EHEHL2),
methacholine bromide (3R 77/, procaine hydrochloride

(Sigma), dl-propranolol hydrochloride (& {t2£),
serotonin (FIYHEdE), sodium dehydrocholate (Fytiili
%o

EZBRICEL TR, BAKIC+ZIEBRNKS TIREY
Kiz, BHIRAE X CBIRAERS, miR¥k X O in vitro
WETIIABRIERT, %« RARERL TRV,

2. {ERBEW

KRR LIRVIR D, ICR RifitE = v 2 (K&
23~28g; BAF v —/L A ) »3=), Sprague-Dawley %
HetEZ v b (RE 200~300g; BARF + — L A Y -3=),
Hartley Rt L ® » b (KT 300~400g ; FAAFEER
Bm), BABGEXRENEY v ¥ (K& 2.7~3.5ke;
MEREIM), X OMERERER (HRE 7 ~15kg) %A
Wi ‘

. % B 5 &%

1. PIRERRCAT5ER

(1) —fgfEdk

oy bZ1IBE6EE LTAY, BREELEOKRELE
REIT P ARAIEEIR R ZE 2 1775 » oo

2) BREDHZ

=YAEIBESTEE LTAV, HIREIEIC3~4H#
% {E LT, Animex Counter (Farad #t#!-Type S)
XY EEESHRLAEE L, HREREH, Boiks
# 30, 90, 180 3 X % 300min D&EEHAIC, %4 4 15 min
HOEBREZHE L7

B EE & LT, chlorpromazine hydrochloride 10
mg/kg ZEAEE LI,

(3) JRELHEIEIERD

<y A% LFEOEE LTAY, HRELDER 5 % 30
min |2 pentobarbital sodium 40mg/kg % fE kSN % 5
L, XO®ERT 5 ERRMOMNSE 8 L U TIRIRR
fi & BlE L ico

4) ArRtiRYER

<Yy AZ 1B I0TEE LTAY, HARERER RS %30,
60, 120 33X U% 180 min DOARFHIC, 30° IMFEMEE
7-EfIED @ screen LX< AR TEEICOYE, EHb
IR % B AR e & HIE Ui,

H#xHEFE L L T chlorpromazine hydrochloride 10
me/kg R EORE L,

(6) FIFVWHALER

<vR%1E 10 Te LTAY, BRE RO K 5%
30 min jz, T (50mA, 0.2 sec), pentetrazol sodium

(170mg/kg FEREMNIXS), & %\ \1X strychnine nitrite
(2mg/kg BERKZS) KXY FEREINLELETVRA
xS B IEITER R RS Lico

(6) #EMmIER

YRR IFT~I0EL LTHY, BRERAKREE
45 min 12, 0.6% acetic acid % 0.1 ml/10g BB
51, 10 min %55 10 min f stretching ¥% HlE
L7z

(1) EHEEE

SO UDEKIBEBOLINT v V2 RATIE6T
ELTHY, #RERER, #0&5% 1,3 $ XX Shr
DFEEMIC, BiBEEY— I A2 —BE (CR7A%
B, TLET 74 F=) KX HBEIE Ui, HEXTEBHL
LT aminopyrine 100mg/kg ¥ FOH%5 Lo

(8) . AR

vHE¥E 1EE3EE LT AV, pentobarbital sodium
35mg/kg MIREMEREIC X HRREETIC, v ¥ &K E AL
ElEikE CRAMED CEEL, Sawver 5 (1954)2
DOREZERCE>T, KiE B (P:4, L:4), BHk#
BHA:1,L:6,H:-6) xXU'%E (P:3,L:5 H:
5) W& AHEE 0.2mm, FRRGEEEE 0.5mm DEMO LT
HELDEEAT vV ARF — LEREEEEFIA L
Fro BERIVCI=Fo7V 7y FRERBEAV I
TEEE LIT@EE L7z, ik, procaine penicillin G (5
FEAL/B) CTREFEET, 28 H L E&f
L, —fRRESRIFLDOEERTH L,

BRMEL, ~vEESFyvrS 57 (BEREN:
RM 85 #) RIiZisRL, FHRIBC X 2B EERKGIT,
TR E (BZLER - MS-2PS #) % A v,
2,000 Hz @ mono-tone % 5 sec {15252 &Ik D
filtotze ok, M—BEEZL Y RLERATH4T1
B EoMEEZ R E, HREIBRTHEA LT Al
VvFERMLTEEL, 5% 6hr $TREETH L
7o .

2. HEWEFR - KEMERCTT 5ER

(1) PRI '

{ X% 1¥2s LTAV, pentobarbital sodium 30
mg/kg DFFIRAZESIC X DV REEL, BACBEZE L, &
SRR AR RIEE L, £ OERTHLME O KRB
ELHi% (10 Hz, 2 msec, 8 V) % 2 min & 21T 10sec [
5x s E0RERMGEE, FD ¥y 277 » 7 (BEXE
B :SB-ITE) A LTHY /5 7 EERHR L, R
FEVERBREFIRIICIRS Lo '
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2 BEmAw
ST 24hr HELF o V2 1ET~9TEL
TRV, ether FREF T BAL, BlFI 2 E R L7
%, EbIHREL T HEBNIRS LERZRE LR
BE, ®ATC4hr HBEEFUMHEBL, B8 LR
B L7, 3,000rpm 2T 10min RE.OHE, LECOW
TEWE, oH, HHEEES XUCKRRERHEIE LK, pH
W2 pH A— 2 — T CHIE L, W R methyl yellow
%, $5E:EY phenolphthalein #3577 % & L T, 0.02
N NaOH TCifiE Lic, HEAIBE & L T, atropine
sulfate 10mg/kg %+ —1EIHEAIRSE Lz,
(3) BH
Syt 1E2~5TCk L' THY, urethane 1g/kg fi§
BERIREIT X D REE, fIRBETEREFRTIA-T
WiemgBAL, BBEFCKY =F v v F . —7 (PE-10
) AL, 30min fiEKE L, BEHEEN—ZEIC
BLURARICHERELIHRAKZS L, 30min & & B
MEBEZEE Ui, HEIEE L LT, sodium dehydro-
cholate 20mg/kg ZEIRMNIZSE Lo
@) JRPERBRERER
ELEy PRIB6EE LTAY, 72AIBCT—E
BEORgEML, ABRKNORRZMER L%, —A
DIRKEIRD 5> NiICHRER, Al4AEEE K % & <«
0.05ml /& F L7z ¥ F# 5 10, 15, 30 ¥ X X 60min
DEREHIC, UTOERCHE - TABRRAORELZHE
Lo HECATERHE L LT, 1.5 % procaine hydrochloride
ZH T Lo
Y5 S HE
Score 0 : Flgkic X 5 ELHAR
1: Z2MART 2B RICHEBE
2 : RIGHE S RE 2R
3: KISl
(5) R—IHEEE
A 2% 1827, L THVY, pentobarbital sodium 30
mg/kg DHRAZEC X VREEL, BAKEZE U 7%
BTHEORMBEG =L, RiEE R OIBIRETC
FREED ST, RAOAEMEICELEESR # (0.1
Hz, 2msec, supramaximal voltage) ¥ 5 % 7= & & DEIN
B FD o7 o 72ALTHRY /ST LT L
f:o ?K*ﬁ%htj(ﬁﬁﬂfkﬁici’ﬁ% Lf:o
3. MREF - EREBRCNTHER
1) MRk, @, LK OERSICLEE
4 X% 1B 3TCL LTHV, pentobarbital sodium 30
mg/kg OFIRAIRSICX Y REEL, BEICEZE L 7,
FRIIKE S = o — VEBALTPRIERS (BERLE
8 : MFP-1TH) it X b, MEHEKBRBIRELZE b 7

VAT 2= — (BAREY : MPU-0.58) 24 (v,
DS RS THED R % b ) #— Lfﬁ‘s@,{,m
A#ar—z— (AFLBH :RT-5E) ity p L
oo RAYMFTEIE, £ ABRBINRICE7E w-zmim 3HCa
EHERL: MF-27T8) 07 v —7 %24 L, it‘uzu
MESEIFETEZAE Y 7 57 (AERER: RM-8
) b EREEER Lo BRI ABESIRN 85 |
7o ' ‘ ‘

(2) LoiRE

1 X%Z 1B 20CE LTAV, pentobarbital sodium 30
mg/kg DRFMRPIIRSIC X D KBEL, BhICEEL &,
EREIBAC X VEEMIL, RERBIARE 3 X O8R5
T5L LD, RBMRMIEEZ LT RBIREA L %
L7 m =71 kY, ¥, ELEESLVELR
EREACTAF o —TRBEAL, E}VFVAT ¥

—EANLTHEZE LR, ELEERMSBRER7 V7V
(BAXEH :RPD-5%)) il &, ELEEONLLES
D EE R RO, WRIBIABBEIRFICRS L,

(3) R#MmikE

A4 X% 15 17CE L THAY, pentobarbital sodium 30
mg/kg DFFIRAIREIZ X Y REEL, TPADICESE U
FERBEEHIRD> 5K v 7 (Harvard 12108!) TERHE LD
FoM¥E % A2 KBRENAR S X OB ENMRICIBEA LR Y =FV
VHh=a2—vEANLT, 100mmHg EFETER LT,
h= .- VERICOES 7 e -T2 L% L, nikgrH
E Lo HREILEEBRNIZS L,

(4) O

4 XX LOBEHEE L, MEEREEHERSICE
LEFEBEARZ L 4 FR1%, 100mmHg EETicfh
4 2 OBIIRIM CHRIER % BT Lic, BEMELTE, &
HCEEL-ERLVBROEE L2 A= 2 —2fLT
HEEE, ALSEIEBELRTIE, BXARE CH 5
msec, 4V) T2 FD ¥y 77 v 7% A L TLHEEEN
ZHIE L7, HRBITEBRNZS L

4. FiEmpextvT 5ER

(1) HHHEEH

1) #HEEE

EAE y b XY EREHE L, %R 32+1°C, 95% Or
5% CO; BE&H A BEAT T Tyrode Wil (10ml) dhic
#L, 0.58 BROSRE~—<AEZALTLOED &
BB T 508k Lo

2) iEEt+=iEG

v ¥ X +TIEBREI L, MR 37+ 1°C, %%
0:-5% CO:z IBEH ZABLATT Tyrode yi#% (100 ml)
hicEEL, leg AFMOZRE~—~<L2ALTELOE
By & BB I B8R LT, -
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3) HWHBER

Sy PXDBFRREHEHEL, WA 37+ 1°C, 95%0,-
5% COB&# A B T T Tyrode #i& (10ml) Fichk
#L, 0.5 ARMOERKE~—NVERALTE O EF%
IR T8k Lo

4 HHTFE

SD Rt » + XD FEERBHL, IR 37£1°C,
95% 02-5% COz IRE&# A BR T T Locke-Ringer #ii§
(10ml) FricfEEL, 0.5¢ BRIOFRE~—~< 12N
LCx OEB & R BT ik Lo

BHTFE E LT, EFERFE (ERATHIC a-estra-
diol benzoate 2001g NS X R TRELE), B X
WIEIRIOE BOTEEZE 4 A\ ice

5) HAHERE

ELEw P XVEHELZBEL, WIE3211°C, 95%
0r-5% CO; BE&# 2B T T Tyrode ##% (10ml)
WREEL, 0.5g A OERE~—ALEZNLTEDE
B B B ReEk Lo

6) MHAE

EAEy P XDRELME L, strip chain 2% fER
LT, ¥%IB 37+1C°, 95% 0:-5% CO, IREH A BZRT
T Tyrode i (10 ml) iR L, 0.5¢ ARTDFRE
~=RNEN LT OEBZEER LITFEH Lo

(2) HILEHXRE

HO»UD 20hr R Lo~y A% 18F10EE LTH
Vv, #HREZO#HSE# 15min K<—#— & L'TI0%K
*#% (0.5% carboxymethylcellulose sodium 7K ¥z IZ 5%
#) % 0.2ml 05 L, 30min BICA/MNERIEH L
7, 2FF XC0~<—p —BBEHEZEE L,

BTFoR X v BifiRE kDI,

== BB 10— @B

AN
5. ZofhofER
(1) HEREER

Sy bRIBTEE LTHAY, HRERMKSHE 30
min T, 1% carrageenin $&i%yk 0. 1ml % %4 B BE&
TRES L, BRI HEEROREREZEE L
H#ntiB3 & LT, indomethacin 10mg/kg %M X5
Lo

2) BIRERHEA

SPOPUD 24hr R LT v P2 1HITEELTH
Vv, WIRERNDZS5%4 3 X0 24hr OARIIC HIEE
Ld, BHIOMERHEH L, Mgz tir<y v
B, BH XOVMBHEOREDRE X LT DA
X DHIE Uiz, MRS L LT aspirin 100mg/kg %
#ORE L,

FlEETE
B :Score 0 :fRZEHRL
1:E¥5vER
2 @ it GRS XOHEET)
3 % (A
4 RE (FRgmR
JMNB : Score 0 :RZERLL
1:E7VvER
2 1 1~102FI0EE (FMRigFR)
3 : 11~202FTOEE (FRIZFR)
4 21 LD EE (FRERD
(3) Bk

bS5 UH 20hr BE, FICHERELRS Ihrfix b
KL vy V2 1B6EE LTHY, HRERRES
#%, EbiT 0.45% saline % 6ml/100g BERENICETR
L, #&%5 Shr %ORE, pHE XCRAEMRE Nat,
K+ 35X ClI7) ZEE L,

4) m¥s

VYR 1EATE LTRAY, HRECKRSHB IV
BO%54% 30, 60, 180 3 X % 360min DOLREHID M
¥Eth L2 — 2 8% Glucose G Test Wako % F\v Tl
E L

(5) rfn ik GerE

THXE 1E4TE LTHY, HREDCKRER], kX
VO 5% 30, 60, 180 3 X UF 360min DL,
WALV ETSRAFVREM (F5FVVTSRATIF
R—2=) X0 TrtrtrvEVERM (VX T 5 RF
V) REIE L,

. = 8 ¥ 8

1. PREERICHT 5 ER

(1) —fxER

RS 6hr Wb 5 v P O—RIEREIZE T
T, KBT-1585 o 30, 100, 300 3 X O* 1,000mg/
kg W3 HLELERRI KD 72 3,000mg/kg TWX, 6
TH2ED T » P REEEE—BEDOTKES S Hh, b
PR & L COMRAE S X O H REBEE QK TR
BEDOLII, Lrl, REEER-SE,r-7cT v T
DWTIE, MLELEEBDRI» -7,

2 BREPE

<Y ZADHREBEITH LT, KBT-1585 @ 100, 300
B X 1,000mg/kg BOKEE, MOELRZRILH»
-oto

—%, chlorpromazine hydrochloride 10mg/kg % Q%
S5 EREHRRDEZR LIS

(3) JREME5EIERD

KBT-1585 @ 30, 100 # XU* 300mg/kg ®{OZ5
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V¥, =2 2D pentobarbital sodium iz X %EARICH L
T, MOLEREBLE(LERIE SR -7, 1,000mg/kg T
i3, BECERSHOERBERNSALNZY, AELE
{ETi3 A 7z (Table 1),

4) mrotiRiEA

<7 ZADFEMMREICF VT, KBT-1585 o 30, 100,
300 H &LV 1,000mg/kg FERAKEE, MOFLERE
£ N '

—75, chlorpromazine hydrochloride 10mg/kg %M #%
5T, ERRHEERSRD bR,

(5) T VWHALER

D ZREEIVHhA

BRI <7 AR INDHEK T I A (tonic
flexor convulsion: T. F.) ks XUEMEHERE T VWh A

(tonic extensor convulsion : T.E.) zxtLC, KBT-

1585 1, 30, 100, 300 ¥ X U° 1,000mg/kg % A #% 5 D
NOREREWTHMOEFRLRIE S Igh o7z (Table
2-1)

2) Pentetrazol i7\ LA

KBT-1585 %, <= &A@ pentetrazol sodium 2 X 3%
T.E. s XU/ WA (clonic convulsion; C.L.)
A LT, 30, 100, 300 35 XU 1,000mg/kg B OE5
T OELEZ RS eh o7 (Table 2-2),

3) Strychnine {F\W LA

<7 AD strychnine nitrite ¢ X % T.E. 7V h A
xfL, KBT-1585 %, 300mg/kg #Oix5UTFTOREET
RITSEZETRET, 1,000mg/kg TR 5 E TOM
% B &EIT4EHE L7 (Table 2-3),

(6) #EmIEA

< v ADEFEE stretching kI3 T, KBT-1585 o
30, 100, 300 ¥ XU 1,000mg/kg & Aik5i, Mo%E
LEERREL» T,

(7) EHEEE

BIRERE QS Shr iWhb 7 v + OEIEE # =
iI3\T, KBT-1585 o 100, 300, 1,000 3 X IX 3,00
mg/kg VT LELE LRI B P ol —F, amindpyﬁne
100mg/kg EAKEG TR, &5 lhr ORIICHE S »
AR TREZE TR Lo .

(8) ML

1) BREEK

v ¥ ERREIC K LT, KBT-1585 0 30, 100 %+
O 300 mg/kg BAKET, MOEEETRINhot,
1,000 mg/kg Tix, 5% 10min G55 30min Fii
Which, HEES LR OLMIL, EEEEg
BROCIRET 2 BEERERADSEECHEMT 595~
VERL, ZO, BERBTEET 0 28k (55
BE) OFHRANLE 2 L7, Lirl, ZThEOREED
AL, 5 M ORIERAC B L CEBRE LT i
<, HREE LOCREERE T OREEERL, kX
VS EEBFEMEED, WhYLEE X — v Oil%kize
{RBDONIED» 5T, Eio, RETHFCBE LYY
FOfTENT 1,000 mg/kg B O K5 THEECHREEHE
HBET T BEmMER LB, s SZEZ132H 5
nish - 7o (Fig. 1-1),

2) BRI X B ER RS ,

KBT-1585 3, 1,000mg/kg ¥ TOFZAZSTMLY
Bk BIF X 75> » e (Fig 1-2),

2. BEEMRZR - R RIS 57ER

(1) BHEBEE

1 % DBREIRFER STk LT, KBT-1585 1 100mg/
kg #RAIZEETOVWTFRORAEICEWVTD, HE
LaRI» T,

(2) Bmsw

7 v } DB IWT, KBT-1585 @ 30,100 ¥
XUt 300 mg/kg D+IEIBNIRSVE, MOERERE
i oise 1,000mg/kg TIX, BIE, WHEE, R

Table 1 Effect of KBT-1585 on the.pentobarbital sodium-induced sleeping time in mice

Drug Dose (mg/kg, p.o.) No. of mice Sleeping time (min)
Control 10 o 43.9 + 2.4
KBT-1585 30 10 45.4 £ 3.0

100 10 4.6 £ 2.1
300 10 45.5"+ 3.0
1,000 10 49.0 + 3.5

Each value represents the mean + S.E.
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Table 2-1 Effect -of KBT-1585 on the maximal electroshock-induced convulsion in mice

Incidence of convulsion

Drug Dose (mg/kg, p.o.) TE duration (sec)
TF TE
Control 10/10 10/10 16.0+0.5
KBT-1585 30 10/10 10/10 16.0+0.4
100 10/10 10/10 16.5+0.6
300 10/10 10/10 16.0£0.4
1,000 10/10 10/10 16.0+0.5

TF : tonic flexor, TE : tonic extensor.
Each value represents the mean + S.E.

Table 2-2 Effect of KBT-1585 on the pentetrazol sodium-induced convulsion in mice

Incidence of convulsion and death

Drug Dose (mg/'kg, p.o.) Time to death (sec)
CL TE Death
Control 10/10 10/10 10/10 114.4%21.8
KBT-1585 30 10/10 10/10 10/10 90.6+12.7
100 10/10 10/10 10/10 90.0+23.6
300 10/10 10/10 10/10 114.8+33.3
1,000 10/10 10/10 10/10 123.5+22.4

CL : clonic convulsion, TE : tonic extensor.
Each value represents the mean + S.E.

Table 2-3 Effect of KBT-1585 on the strychnine nitrite-induced convulsion in mice

Incidence of TE and death

Drug Dose (mg/kg, p.o.) Time to death (sec)
TE Death
Control 10/10 10/10 183.5+3.9
KBT-1585 30 10/10 10/10 189.7+6.6
100 10/10 10/10 188.0+7.9
300 10/10 10/10 177.2+4.5
1,000 10/10 10/10 161.7+£6.7*

TE : tonic extensor.

Each value represents the mean + S.E.

», P<0.05: significantly different from the control by STUDENT'S t-test.
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Fig.1-1 Effect of KBT-1585 on the EEG activity in rabbit
NC : neocortex, AM : amygdaloid complex, HC : hippocampus
The vertical scale indicates 100 #V and the horizontal 5 sec,
at right hand bottom in lower panel. Abbreviations and
scales are the same for all figures.

NC ittty

AM bbbt

- Aiigimersnehgossmatustipr sl it

HC it ey WNWMWWMWWW

Before 1,000 mg/kg(p.o.) 15min

Ao B A B st

60min

Fig. 1-2 Effect of KBT-1585 on the EEG arousal
response to auditory stimulation in rabbit.
Auditory stimulation was applied during
the period indicated by a horizontal line.

NCM"}" WAy gl ape——ey
AM gpacsessserrcbiscnuotmng s miopned

e R

Before

1,000mg/kg(p.o.)®

AR st A AR A
T

15min

WVW#MMWMWWWWr
T M AR A A AR A

s

120min |

EowTFhicxd LT ERRIMEERLZR L, pH Eiz
BALPIC ER L, i, TORARTIE, WIRMWATRIZ
X% & BHRRRIC R E R DIFNERE MRS bt
—7%, atropine sulfate 10mg/kg +—#5IENI% 51,
D TERLIGIER 2R Lic (Table 3),
(B BHZ®

300min

KBT-1585 %, 30mg/kg #IRMIZKS £TOVThO
BRETHEVTD, 7v b OBEHSWITH LEESY RITX
Bhrots

—75, sodium dehydrocholate 20mg/kg #RPIBE13,
# 5% 30min ORFHICH S Ik BH I B EIMER 27
L7z (Fig. 2),

4) JRFrRERER

ELEy FOAERSHCK LT, KBT-1585 o 0.3
BIV 1.0% SMSERERE BRI 572 3.0% T,
AHRT% Smin DRFIAICEA S0 RICBERT L 2 25,
10min ZIZVEAEBY <A ZEE Lo

—7%4, 1.5% procaine hydrochloride ¥, AR5
LU 10min OARIICERASRAMEMER 28 L
(Table 4),

(5) MRE—AFEAE

1 X OHIRE BRI & < xt L, KBT-1585 3, 100
mg/kg HIRNIREGETOVWThOREIREWT b, i
LER %R S b o7 (Fig 3),

3. MRERR - ERBFRICKT HER

(1) mek, MmAE, O OERKICOLEE

KBT-1585 i3, 10mg/kg #iRPIRSLTORETRH
FEHNT A= 2 =L, OERERELEP > 30
mg/kg Tix, FRRVIIESE IR OB LR,
—BME ORI E K L, IE, Ok X Ot
B3 4« —BEEOBAZTR Lich, WFhoZ{tdEl
BEDTH ot iz, LERICIE, LHEOBERD
WCATRE L= L2 IR E, TOBEZIEDLNAP >R
M EDZE(Li, 100mg/kg TRAS L7 h, HRRCFERI
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Table 3 Effect of KBT-1585 cn the gastric secretion in pylorus-ligated rats
Drug Dose No. of Volume pH Free acid Total acid
(mg/kg, i.d.) rats (ml/100g B.W.) («Eq/100g B.W)) | (4kEq/100g B.W.)

Control 9 3.4+0.36 1.2+0.05 257+51.4 366+70.7
KBT-1585 30 8 3.3+£0.38 1.1£0.06 288+42.2 352+50.0
100 8 3.0+0.26 1.2+£0.08 224+40.1 295+44.7
300 9 3.0£0:33 1.2+0.07 223+41.9 310+44.7

1,000 7 0.6+0.11** 4.9+0.66** 6+ 4.2°° 37+ 6.4

Atropine 10 7 0.3%+0.06"" 4.0+£0.67** 8+ 4.3** 45+18.3**

Each value represents the mean + S.E.
ox, P<0.01:significantly different from the control by STUDENT'S t-test.

Fig.2 Effects of KBT-1585 and sodium dehydro-
cholate (DHCA-Na) on the biliary secre-

IRIEHM A% H7R L7 (Fig. 3),
¥7c, ABPC 1% 100mg/kg $#IRMNIXS T, &E5EH

tion in rat _ e ‘
O Gonteal IR ORFIRE %R L%, —iBiOmEREsms X
@ : KBT-1585 1mg/kg, i.v. CIETHRY, &4BERBORLE,
S 20~ Al 3 mg/kg, i.v. © s
s " é . 10 mg?tg, iv. (2) LERE
1o
2 DHCA-Na 30 me/kes . KBT-1585 13, 10mg/kg LLIFO#IRMES TIE, 1
o 2 DOBRER BT 5B 5 A— X — TR L, THDHE
2 b RbRE MM o1, 30me/ke T3, BESEHLICH D T
£ BEOMETRE, LHEEL, XEROEEDREMD, £
g LEEDOT, ELEEDSLL LS EEORLD, X
8 CHELEEDCLRRNRED i, ELEES XD
oL l l l | ‘ b DD EERLRE, BERCLER L, chbOo—ED
1
('] % 6 % 120 150 ZH{tix, 100mg/kg THAS» LI, KEINRMITE VI
Time after injection(min) S5MBoR %, BECHEMNL, ELOEESIEDN
b B D EE E FFRIC, ZHMEOZELER L (Fig 4),
Table 4 Effect of KBT-1585 on the corneal reflex in guinea pig
b Conc. No. of Corneal reflex (Index : 0,1,2,3)
rug o . .
(%)  |guinea pigs 5 10 15 30 60 min
Control 6 0.240.17 0.3+0.21 0 0.2+0.17 0.2+0.17
KBT-1585| 0.3 6 0 0 0 0.240.17 0
1.0 6 0.5+0.34 0.7+0.33 0.3+0.21 0.2%0.17 0.2+0.17
3.0 6 1.0£0.26* 0.740.21 0.3+0.21 0.240.17 0
Procaine 1.5 6 2.2+0.48°" 1.5+0.43* 1.040.37 0.5+0.22 0.3+0.21

Each value represents the mean + S.E.
-, P <0.05; »+, P<0.01:significantly different from the control by STUDENT'S t-test.
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Fig. 3 Effect of KBT-1585 on the cardiovascular system and neuro-
muscular junction in dog ’
Resp : respiration, SBP : systemic blood pressure, HR:heart rate,
FBF : femoral blood flow, ECG : electrocardiogram
The twitch tension of anterior tibial muscle was induced by in-
direct stimulation.

KBT-1585 10 30 100
(mg/kg,i.v.) [ [ ] ®
sor | ——_ g—
( mmHg ) [
(beats/mm)]gE cd € It Coe
FBF 80[
(ml/min) 0 N—"
Tens on 500 I |
i i 1 1
[ g |||mlu|,|‘
0
1 min
>
ECG WW& WAJ«JMW» WMWA '
1sec

Fig. 4 Effect of KBT-1585 on the cardichemodynamics in dog
SBP : systemic blood pressure, HR: heart rate, AoBF:
aortic blood flow, LVP :left ventricular pressure, RAP :
right atrial pressure

KBT-1585 10 30 100

(mg/kg,i.v.) v \4

SBP 100[-* I w
(mmHg) 0 )

] i —
(beats/mm ) 50

1500

AoBF 1000[ —

(ml/min) 50
e 1§
(mmHg/sec)2000

Lvp. 100

(mmHg) 0

RAP 3t
(emH20) 0

1 min
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3 FRYMIEE

£ 2 OKBEEIRE X BBk o M ik &k LT,
KBT-1585 @ 0.3mg BINRAIX 53T SIER %7 S 70

-, 1~30mg TV, FIRKANLMKRRMNA % 5
nkD, FORGERMISLENEYVLDOTH 7 (Fig.
5)%

Fig.5 Effect of KBT-1585 on the femoral and

renal circulations of dog
FBF : femoral blood flow, RBF : renal blood

flow

KBT-1585 Imin
FBF 100[ JL JL -k
(ml/min)0L o 10 30 mg Hlst 3ug
RBF 100[

. 9 g

(ml/min)0 I 3 ﬁ) 30 mg Hist 3ug
(@) O

1 2 OO IIRERA B g BT, KBT-
1585 @ 0.03mg BHRANIX S IABEC R E 2 RIiE
7, 0.lmg L EDORET, BEEKFENL—BtE D K>
fER%R LTz, 30mg T3, fABhEo—ilikE k% ki
Lichs, 54 10min FTRICIY, BSHTOEREIE
Blio ¥, BLEFBEMBERTOREN Cxf L T
i3, 0.3mg IASEAZRS T, 1~30mg THERKE
His—BEORDERMBED bh i, ZOERAR,
atropine sulfate 10~30 pg FTALBIR XD, 1ZLALE
E2ZFeh -7 (Fig 6-1, 6-2),

Fig.6-1 Effect of KBT-1585 on the sinus rate of

the isolated, blood-perfused canine right
atrium preparation
KBT-1585 0.3
(mg)

Rate 120E
(beats/mm)loo

arrest

Atropine 10ug

KBT-IS)BS 3 16 ACh 3ug ¥ 3 10 ACh 3ug
mg

Rate 1..‘ - -
(beats/mm)looE _\/+ \ ’U/’_

Imin

4. FREpCHT 51ER

(1) FEHEEE

) Ere, L EE

ELE y } OHEEEAIC 35\ T, KBT-1585
1075, 107 X0t 107 M Tit, {TOERERS ah
-

Acetylcholme chloride 10-¢ M DURFEIZ 3 L T 13,
KBT-1585 13 107 M C{f SRR S, 10¢ M

Fig. 6-2 Effect of KBT-1585 on the tension de-
velopment of the isolated, blood-perfused
canine papillary muscle preparation

KBT 1585 0 3

et N i L Lo

Atropine 30.g

KBT-1585 30 MCh3ug ¥ 3
(mg) L) (0: Sug 00 Mgh Sug
Tension10 -
(g)

0 —
Imin
TH 10% D, 10° M TERHLCHEIERZR L,

% 7=, histamine dihydrochloride 10-¢ M D& K i
¥, KBT-1585 o 10> M TEEx h ¥, 10-* M T
B, 10-° M cZEHRHicingixhrc (Fig 7).

2) vHF+TiEE

v 4 ¥ O+ = felE B ERERNC AT L, KBT-1585 o
10-° X 1075 M TS HEREZRET, 104 M T
EECIGEERZME L, 10-* M TiX tonus ZET X &
HENEB # (1L X ¥/,

Bl ko KBT-1585 OEiRER X 5/E/RE,
D%k L7z (Fig. 8),

3) Sy rBEHR

7o+ OEEF LA AL, KBT-1585 o 10-° & Xk
W10+ M T SERER ST, 10-° M TEEDINEE
ER%R Lico £ DL & & 1, serotonin 10-* M 0%
NITHE LT, 23+8.2% (n=6) TH -7,

Serotonin 10-* M DIRFER ST X LT, KBT-1585
D 10-° M IS EREZTRET, 10 XU 100° M
TEECMHEWER 2R L7z (Fig. 9),

4 v MEEFE

KBT-1585 o 10> M i1, 5 v F OFHTFEE Aic
BWTh, RS LCHEEROVTNOFE TR L T
3, MOIERERIE,P T 10+ M TiE, ERFE
DNEENMHBEECSL LN, FFERFEORMEES X
VISR S It S e, 10-° M T, FEx
X OIEFIRFE & D IC, BEREIMNIEIE L,

DA ko KBT-1585 M, WIHFCXHLTHEEL
#z (Fig. 10-1, 10-2),

5) EAE v MERHE

ELE y MEHEREE L, KBT-1585 11 10 M
DT OIRE TR SIEREZR I L o1,

Epinephrine 10-* M DOIRHE & & V3,
10-*M @ 3min LB X » TS »i

LT X

KBT-1585 o
&k g e
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% of ACh(107M)

107 107 1073 10 M
KBT-1585 *  KBT-1585 only

Fig.7 Effect of KBT-1585 on the agonist induced-contrac- Flg 10-1 Effect of KBT-1585:
tion in isolated guinea ‘pig ileum o on the spontaneous
. motility of isolated
100¢ 1001 =="' _ ' ’ non-pregnaht rat ut-
O " erus ST
s p : 1
5 L§ | :
3 =
g sop g5 Sor
-] °g
£ XF
N=3N=3N=3 ol _IN=3N=3N=3
10 10 10° M 10 10 10° M
KBT-1585 KBT-1585 '
KBT- 5
§10-4 10‘3 M W
Fig. 8 Effect of KBT-1585 on Fig.10-2 Effect of KBT-1585 on the
tlf:e. spont;.nec;us; motility spontaneous motility of iso-
of isolated rabbit duode- lated pregnant rat uterus
L] L]
KBT 1585
107710 "10° 0*
10
3 min
o el
KBT-1585 w
107° 107 107°M
'Fig.9 - ]fiffzct of .KBT~1585 on the rat Flg 11 Effect of KBT-1585 on the
undus strip epinephrine- induced contract-
100 . ion'in isolated vas deferens
( of guinea pigs
100
~5 [
SE =
53 5 E T
54 £%
QE -E. 8 Sor
O\ g -g
£
oL IN=3N=dN=g N=6 -
NS !

. 0 L N=3N=3N=3

. 1075107 1073 M
KBT-1585
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Fig. 12-1 Effect of KBT-1585 on the
isolated tracheal preparation
of guinea pig

KBT-1585
1075107 107° M
(] . L]

——_

—
3 min
Fig.12-2 Effect of the propranolol pretreat-

ment on KBT-1585 action in the
isolated guinea pig tracheal prepar-
ations
1: Isoproterenolol, K : KBT-1585,
P : Propranolol

I K PIK
1078 1073 107410°107° M
. . o o o

NN

3 min

ORI, ¥iBF XDk (Fig 11),

6) ELEy FRE

KBT-1585 1%, 10-5 M CTELE » MERKETS
RZRS P o, 10-4 M THRD TEED, 10-* M
TREAL»IMEVER 2R Lize TOYERIE, proprano-
1ol hydrochloride 10-* M FAEB XD, 1ZLAEHE
ERTRDP T,

—7, isoproterenol hydrochloride 10-% M iz X % ath4g
YER1%, propranolol hydrochloride 10-* M F74AEIZ &
b, ELHKL L (Fig 12-1, 12-2)

(2) L EmERE

<7 A DM LE#ERE TR\ T, KBT-1585 o 30 ¥
LU 100mg/kg BOEEL, ASERAERRIRS -0
300 & X* 1,000mg/kg Tix, ¥ 15% BEOEE K
MHlRR Licds, BERLELTIE% A -7z (Table 5),

5. X DfhDER

(1) HUFmEER

KBT-1585 ¥, 30, 100 ¥ XU* 300mg/kg #£A#K5
T, 7 v O carrageenin B IFHE % BE T M
B LIhs, BERZE(LTIRLRS 70 1,000mg/kg T
13, REWERS5% 3hr ORI S H I IEIER%
w~L7c (FiG- 13)0

—7, indomethacin 10mg/kg R O#K51%, BRWE
5% 3hr WERLIHIER %R Lic (Fig 13),

20 BIEERIBER

KBT-1585 o 30mg/kg % Oi%51k, 7 » +BBEE
AT S DIER DR E 78 h o7, 100mg/kg Ti3, &E5#%
4hr DRI EXEE 75 B HIRRISER B S, 300mg/
kg T3 B R BRSIERA OMIC, &5 % 24br ORI/
B VT HIEREBIERORRBRBD bk, ZOH
BT, Bolk MERICERGTOTMER LK
b H 7o

—7, aspirin 100mg/kg ZAK 513, #&5% 4bhr ©
SR LT, F7o, 24br OREMICIIE S XN B
DRI LT, FA2ZRLRBER%ZAR L (Table
6o

(3) BiEAE

7 v F ODRER XCRAEMAEDECI VT, KBT-
1585 @ 30, 100 ¥ X U° 300mg/kg FEAKSEIE, T 5
L BT X ol 1,000mg/kg Tit, RER I
pH [EOHL LB 2Kz L, RPERED Nat
XU ClI” oRAEm, X0 K omEmE TR Lk
(Table 7),

(4) rMm¥E

KBT-1585 %, 1,000mg/kg £ TORAKETYH £
MRS 2 — 2 BIALEE L RIES R -7

(5) I ¥RERE

YHEOEAS LRV ETFRAF VMBI TR bR
v ¥ vERRIE, KBT-1585 @ 1,000mg/kg LA FOER

Table 5 Effect of KBT-1585 on the passage of charcoal meal in small intestine of mice

Drug Dose (mg/kg, p.o.) No. of mice Passage of charcoal (%)
Control 10 66+3.1
KBT-1585 30 10 64+1.8

100 10 64+1.9
300 10 57+3.2
1,000 10 56+3.6

Each value represents the mean + S.E.
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Fig. 13 Effects of KBT-1585 and indomethacin (IDM) on the
carrageenin-induced edema in rats
100
O : Control
@ : KBT-1585 30 mg/kg, p.o.
X v 100 mg/kg,p.o.
z v 300 mg/kg,p.o.
7 S0 D 1000 mg/kg,p.o.
= m:IDM 10 mg/kg,p.o.
oL
1 | | |
0 1 2 3
Time after injection(hr )
Table 6 Irritative effect of KBT-1585 on rat stomach and intestine
Ulcer index
Dose
Drug (mg/kg, p.0) No. of rats 4 hr 24 hr
Stomach Intestine Stomach Intestine
Control 9 0.4+0.18 0.1+£0.11 0.8+0.28 1.0£0.17 !
KBT-1585 30 9 0.3£0.17 0.0£0.00 1.41+0.24 0.9+0.11
100 9 1.4£0.24** 0.1+0.11 1.1£0.35 ) 1.0+0.24
300 9 1.3£0.17** 0.3£0.17 1.4+£0.38 1.8£0.15**
1,000 9 2.9£0.20** 0.2+0.15 2.1+0.35** 1.9+0.20**
Aspirin 100 9 3.7+0.24** 0.6+0.24 3.1+£0.35** 2.3+0.24**

Each value represents the mean + S.E.
«+, P <0.01:significantly different from the control by STUDENT'S t-test.

Table 7 Effect of KBT-1585 on the urine excretion in saline loaded rats

Dose Body Urine Electrolyte excretion (Eq)
Drug (mg/kg No. of weight volume PH

| rats Shr Na* K Cl-

p.o.) (8) (ml) 5hr Shr Shr Shr
Control 6 263.3+3.33 | 3.5+0.55 |5.6+0.05 |656.1+160.13]154.7+12.64 |632.4+ 71.07
) KBT-1585 30 6 256.7+4.94 | 5.2+1.65 |5.7+0.13 |759.7+218.30| 196.6+48.45 [712.9+£107.20
100 6 263.3+3.33 | 3.2+0.24 |5.5+0.11 |653.5+138.68| 198.4+24.35 |595.4% 50.44
300 6 256.7+£2.11 | 2.6+0.77 |5.4+0.22 [924.3+408.25| 302.3+97.13 |538.3£120.10
1,000 6 258.3+8.33 | 1.7£0.30" | 5.3+£0.07** {489.8% 88.05| 206.1+40.06 |569.6+ 81.65

Each value represents the mean + S.E.
) P<0.05; »», P<0.01:significantly different from the control by STUDENT'S t-test.
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g5k, MOMERRIE, -1,
IV. BEBIUER

x5, KBT-1585 O—iSE{EAZKRT Lt @
<, UTRZOFMEHBIEL, »OFET S,

KBT-1585{%, 1,000mg/kg LATFTOKENKE T, 5
9 F O—RRERITIT LELERE I - 7oh3, 3,000mg/
keDEERTIL, —¥DF » b THES X X IITAE
T5LEbNERBAEDORR S L LI, T O
AHOBE L LTOERCERT 3 b0 L Bbhi,

fhOPREERIITTHREERTIE, ~ 7V 2D E
8, pentetrazol 35 X U strychnine IZ X % 3 BOFFITF W
natestL, KBT-1585 1x 1,000mg/kg ‘T strychnine
CEABFERMEZ EHEIER, o 2BOFR TV
ARCH L TRITSEREZR ST, P VWHAERORER
BARShILhP Tz ¥, YV AOHRBEHERIVS
v FOEEKEBEELY RITXT, =V AREWT, K
B, BHERIUCHEBORER DRI Ab ol X
bz, 7 ¥ERMES X TR X 5 Rk EER G
oL Th, KBT-1585 1, 1,000mg/kg F A5 % T
IGERRR I D o7,

L7k » T, KBT-1585 [ IHRMRFFRIC A L, 58
HRERZRILVDD EHEINT,

HERMERE XU EREHEROVHWY 5 R EMHRETRIC
T B, ECHFRAEES TR L <, KBT-
1585 1, 4 X DRRBIKEICH LTk 100mg/kg % T,
7 v + OEHSIES LTIk 30mg/kg ¥C, i, 4
2 DRI B AFELIEE I LTI 100mg/kg % T 5 2%
5 xlmoi, BBRAWITH L T, KBT-1585 %
300meg/kg ¥ ToO+IRIBENBS TR OEREZTR ST,
EAAED 1,000mg/kg THIKE, HHEESI 0K
BEZABIMEI LH, Z OYERIVI atropine 10mg/kg
FTHEBARS TR L THEVIDTH -7 ¥, £
VEy ORI LTI, 3 %0OEIRET—@K
DREZR LIIGAE R 7,

JRBEA % T O - JEBR S Rkt B 15T T, KBT-
1585 13 10mg/kg LAF ORARFIRS TR, i E, L
1l VERR X OCKRMMERICMSERETRST, 30
BEV 100mg/kg THREEHIC— @O &,
ETH, s L CRHELREROBD R R LI, X5
I, LB+ 5 KBT-1585 4EF % BIlak TRt
LR, 30 X% 100mg/kg T OUREEROINE], A
LREEASSEMESOHESh, ¥, —BROZI(L
& UTRBIIR ML B A7\ LIRSS B L 7,
XM, M X OO BOE T B AR 4 bz
BETORBCFIRT D - 720 ABRBINRS X OB BIRIM
RIH LT KBT-1585 @ 1~30mg % FhFhOH)

RN S LicsgE, BafKmEeais fiEmmEm s 4 56
N, FEFRITIERP 570, SO, fHmukEET L
BiEA s\, KBT-1585 11, 0.1~30mg THAEK
FHEOBRMLER R XCENERE K AR LD, WTh
b —BEDOEILTH -0

A kD& 5, KBT-1585 DIEM - JELE2E & i %t
THEEFRARERETOARERL, LOERAI—AKE
DL TH 5B 2 L ORARSEIOIZERREREZ R
Vb LEINT,

LR TFEHEEREZ AV KR T, BEs X O
Fwext LTz, KBT-1585 i3 10-* M ¥ T E T

BERERE D 7o E7c, KBT-1585 % 10-3 M T

BER#BECESE, +ZEBOEERZEIES
®, [EHE MBS I, FEFBHIT LTI, 10-3
M THEHIRF X CHEFROVTNOEIER % & 1k X
Fips, HETIE, 10+ M TIGEES X OIRGEED
BA B Te s izE S iz, & @ X 5 T, KBT-1585
BHEEFEHT LTIEEAEERERID 57225,
A SrDERBHLNISEED 104 553 102 M
LS BIREEREDO L TH - 720

HEHETFIBHIEAR T DLTE agonist L X 5/ER, Tib
L, [EfTO acetylcholine 3 X ¥, histamine 1T X %Y
MRS, #ifiE T epinephrine IZ X 5 WHERISIE, W
Fh i KBT-1585 010-* M THI| & o8, serotonin
LD BERABBRISIEZTHFSNID 5T H -
2o

b O, S, KBT-1585 D4&fE agonist ikt
THERAIBIOLEZ bhiz,

73, KBT-1585 i3~ v A OIE@%AECIT &R T
NEEREREE» 57,

Zofts, KBT-1685 yiifi¥Es X Ot fkdEElk i 5t L
TMOERERST, MBEERADBE» -7 Ei, K
W7 v F COFEAER 5% T3, KBT-1585 @ 1,000
mg/kg ROK/RESTREL XV pH {HOETS LB
2, RAEMEOFEERLEILE RS RVWIEEDOERT
Hoto IBI, BFIWHNE Xt L T, KBT-1585
RIHEMERED 300mg/kg DL EORAFRE TR 1k
RAERBR LB, TOIERANE aspirin 100mg/kg O 4%
B LT L IRHE» -0

BAE, KBT-1585 o—fREEERICOVWTE 4« O H
WEAVTRG LR, ZERITSEALERZRE
=, [ASPOEREZRLBATD, 1,000 35\
i¥ 3,000mg/kg BAKEG L WS ERAETH- e Lk
BoT, FRIBEVWELEEZET S0 L #EIxN,

X [
1) EHAASE# : KBT-1585 05 v b L O 4 XiC
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B BBIL, 47 ¥ X OBk, Chemotherapy # The Rabbit Diencephalon in Stereotaxic Coodi-
s nates., J. Comp. Neurol.:101, 801,1954

2) Sawver, C.H,, Evererr, J.W. & Greky, J. P.

GENERAL PHARMACOLOGY OF LENAMPICILLIN
HYDROCHLORIDE (KBT-1585)

Mitsunosu Fujita, Takvo Sato, Masayukr Ozexi, YOsHIKO
Kosuiyama, Yasunisa YosHipa and Takvo Aovama
Research Laboratories, Torii & Co., Ltd,

Taxasur Nose
Pharmaceuticals Research Center, Kanebo Ltd.

General pharmacological properties of ampicillin (5-methyl-2-oxo-1, 3-dioxolene-4-yl) methyl ester hydro-
chloride, lenampicillin (KBT-1585), a new ampicillin prodrug, were studied and the following results were
obtained.

1. KBT-1585, in the dose range of 30~1,000 mg/kg p.o., was found to have no effects on the central
nervous system, as shown in the studies of the general observation and body temperature in rats, the sponta-
neous EEG in rabbits, and the locomotor activity, pentobarbital-induced anesthesia, convulsions induced by ei-
ther electroshock, pentetrazol or strychnine, muscle relaxant action and analgesic effect in mice. The only effect
observed in the general observation study in rats, however, was the transient increase of salivation and respi-
ratory irregularity, being presumably concomitant to salivation, at a high dose of 3,000mg/kg p.o..

2. Effects of KBT-1585 on the autonomic and somatic nervous systems were studied on the nictitating
membrane and neuromuscular junction in dogs at a dose of 100mg/kg i.v., corneal reflex for local anesthetic
action in guinea pigs by topical application of 0.3, 1.0 and 3.0% solution, bile secretion in rats at a dose of
30mg/kg i. v., and gastric secretion in rats at doses of 30, 100, 300 and 1,000 mg/kg, intraduodenally. Any
effects thus observed were only the transient inhibition of corneal reflex by 3.0% solution and the reduced
gastric secretion at a dose of 1,000 mg/kg i. d., the extent of reduction being less than that produced by atro-
pine.

3. Effects of KBT-1585 on the respiratory and cardiovascular systems were studied i# vivo in anesthetized
dogs, in situ in anesthetized dogs, and in vitro using isolated, blood-perfused canine heart preparations. Asa.
whole, effects of KBT-1585 on the parameters determined were found to be slight and transient, and the
respiratory and cardiac movements tended to be depressed and the peripheral vascular beds tended to be dilated.

4. In the isolated smooth muscle preparations, KBT-1585 was shown to have almost no effects on their
tonus and spontaneous motility in high concentration of 10-4 M, except for the inhibition of motility of isola-
ted non-pregnant rat uterus. KBT-1585 inhibited, to some extent, the ACh and histamine-induced contraction
of the isolated guinea pig ileum preparations in high concentration of 10-* M. There was no significant effect
on the passage of charcoal meal through small intestine in mice.

5. As to the other properties, KBT-1585, 100~1,000 mg/kg p. o., produced gastric mucosal injury in rats,
but it was weaker than that of aspirin. In saline loaded rats, KBT-1585, 1,000 mg/kg p. 0., reduced urine
volume and pH value. There were no significant effects on the blood glucose level and blood coagulation in

rabbits, and carrageenin-induced edema in rats.



