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Cefuroxime sodium ©—{¢EBEH

EXFE-HURE - FEREF - BR =
ITEEREF - R XX
#E R R MR & M HORBFIE PR

Cefuroxime O BMEDORIERE5AMWT, VWHhO5—BKEERYRNLKROKERY 18 1.

Cefuroxime {3~ % 2,000mg/kg 3 X5 » + 3,000mg/kg DMIRAR LS CHRMERIT b
THicEERL, 333mg/kg ODMIRAEE TS » rORE, Na* XU Cl- DSkt R Ml
oo ¥P2, Ty POMHFETIE 5mM (X4 FOMEERTIE 10mM OFRECIS\WTH
SABOMENASLR, U+ FOMHOMIZE TS 20mg 12X - TIREESH O M RL f=o fib
75, 333~1,000mg/kg OMEANFEC LD A RCBWTBREQMAE TR X UmHt &M % 3k

el, BEfEFREOMEFEBYHEAL I

DEDKERLS, ThbDBEIERERRLIEBLTCELLLARTDH 50T, Cefuroxime (1
KE, BAEELIFERETTIOTCREWEBbh 3,

Cefuroxime (CXM) it Glaxo iz s\ THL MR
2 hi-E 4t A Cephalosporin R AW E T, KD
Cephalosporin RILEMHBICHRT Y 7 safaEBEe ST
BEDNETT & h, %7 B-lactamase = it T 5K
HERBWEW I RBE AT,

ABlbhbhit CXM ofiERRBO—RELT, F
REER - BEMER - 2 RE LOERR - FHRHMESE
CRETEHE ROV RARABERL E0—REEER
EOWTRHLIELDTCEOKERYBET 5,

I. % B # #H

1. %

< 212 I.C. R. Rkt 19~21g,  » biX Sprague-
Dawley Rkt 180~220g, £/ £ » il Hartley FMt
250~300g, w4 ¥t N.Z. W. % 2.5~3.0kg, 4 =
e — A RMERE 9.0~11.0kg DL DX FRFIER
Lo

2. EWRIVEEER

CXM (I fiRs B A AR L THIRM £ ik Bl
BRBE LT, KR TRTOERIL VW TAERRERY
%Pﬁ&: Lf\‘_o

BERIFA L L CTEERENOPHLNRERDOADL
haB¥TLl, BREREOMENLD Y ATIT 4,000
mg/kg, 5 v b Tk 3,000mg/kg, FDfh D &Y T
1,000mg/kg ¥ FhthBREHEEE Lo

II. R & » %

1. iRmERCHTHER

1) —giER

a. <wA 133mEL CXM ¥#HIRAKSL,

—REER % IRWIND OERFEERCL e - THEL

foo
b. s 1BI3MEL, vYRALEAKOFET
ﬁﬁbto

2) BREBECNTAER

Animex® (A.B.Farad #%) #AWTHKE~Y R 1
BSsmoHREGHEY CXM OMRARS® 15547
1 3EERIE CRIEL 7o

3) #UEER

Bt < 2% F\s, RANDALL-SELITTO" X JE P8
& (Ugo Basile #t#) 1=k b vv ADR D —EMTIC
ER#Eng, MERLHES > L350, L3R T
Bl EORIE (REERS) 2RT8HH2RIRL, &HH
DEBRCRBERME (pain threshold) R RHZEH
eV X 5 188 10 T2 i3 foo FUBIERADMEIZOH
BRITEYEBIRACEEL 7% 5, 15, 30 X 60
%z, pain threshold DELFRUEL 7o

4) MEIREHEFR

M~ AZBE 100 L LEHEBIRNE S 155
%1z pentobarbital sodium 50mg/kg #EEEAIC &5
L, BERESR) (ERRSHAREED) 2REL 7o

5) #ReNTHER

vy ¥RRE 23+2°C, BE 55+5% OBHHEATH
EL, BETIDELEXERLICLDOROWTEYRS
A 1B S L 3EERNGERYIE L FROEEH DY
eWEI R EZA TRV, 156U CXM ¥ E#R
AickbE® 154, 3083, TORI1IBHI ety
BIEL, BE® ARSI RZTIE o0
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6) MMt AER

pentobarbital sodium FREETFIC Y 4+ D Bl# ¥ WK
RMER EE SR EE, FER VL 2L
1eDb, BEAHEATEHCHEEA Y v TR
7, MAEL SAWYER LYODRKBE Y B ¥ L, KHIC
(2EB)SE (moter cortex ; L=6.0) % X U HHH (occi-
pital cortex ; A=13.5, L=7.5) &, EE T LS
(Hippocumpus ; A=3.0, L=4.0, H=6.5) O L
ALt

BB OMAE & U TEER 1.0mm OGIRREY
XTI b B, W o B & L Tk EMEE
0.2mm o stainless steel ¥ LB TH ¥ 2 — 4
BRETHEEL o DR 2 AFTRENTILD b
BB EY A\ oo HBEOERITHBER ORI &
BHE AV FCEHEL, EhEha2x2X—-Virv T
ARG E LI, Vi y MiXER A A P THEER
CEEL, BEOBHMITXTHEEALAY P TH-
foo itk 5 BREIIRESFIEDOBHTR=>V v GAYV Y
2 (10 FHfr/day) HBHMBANCESL o i 10
AL EEAL, FHRAIMNELICER KEL KBS
DELRS XStk EREHMBL o BOILHE
HBIRPICES L, BERY — SR AR TERERRBO £
¥ BB 7o b U0 TEIERANTE & iKEEEt (AAXEH,
EEG-4113) = X » TiE&L 1o
2. MR- TERRICHTHER

1) % - mF - OEK - gl L CODBRICKT
51EH

¥ — 7K % i \» pentobarbital sodium 30mg/kg
ERAE S LR T RBRE T8 » o RRIZKE »
=, —VU%EAL, FKA transducer (A AXEH ME
P-IT)ic X h~ KEBREIRECILE transducer (A ANKE
$3 MPU-0. 5) % F\, LIS KBREIIR O IR % trigger
pulse & U TEEL 7o KERE) IR M it B (X BREMIE
(Carolina Medical Electronics # % CME-501D) %
ALTHY 57 (BAXRERRMSES) ki, LB
Rt sE—FE TR L o EDIEHBIRN~NBAL 1=
BV =2F Vv F =T ENHLTEE LI,

2) BESEEREOMEFRITHE

¥ — 7 A KiZ pentobarbital sodium 30mg/kg % #%
A5 L REB T KBBREL A Y 77 7 B dEst
BELTco CXM D 5fl, ®#EHK 5 XU 30 Fic
BIW
noradrenaline 1ug/kg * T AR HEEL T, “hbHD
MERBCRIFT CXM 0 EEHEHL oo BT T
h EBBIRACBALLEEY =F Vv vF . -7 %N
T&%’-Lf:o

acetylcholine 3ug/kg adrenaline 1ug/kg,

3) WL BER

w4 ¥ % f\+ Langendorfl izt » TRR¥ T
oo 95% O445% CO, B4 # A # fIFIL 7= Krebs-Hens-
leit ¥ (34°C) T (M E 60~80mmHg) L, HE
ME: F.D.-¥y 775 itk b, LB cardiota
chograph ¥ AL THY 75 7 LiciB@L 7o HMEIL
0.2ml WHEML TBIRD = o —viIcfF T 1B N DHE
AL 7

4) KHEFROECSTSIEM

KRAWKOW-PISSEMSKI iz U v + & il BB
% Ringer #CMllift (MiftE 30~40cmH,0) L, Bt
B THEN—E LT -1k, BRE 0.2ml LBRH=
- VOEME D EAL, T 5 M E &Y WG
X o> THREL 7o

5) Rkt L URPAF et T HER

Witk » PR 1IIEBICEL, % 18 BRI L H #EH
X, KM 2 BEMIANCER D BR oo EMIZMERAIC
#E5L, 30 ¥ EBAER 2.5ml/100g ¥EHAHN
L, 1ET28Ry — kARl L&k SKREIChIz»
THEREL, REYHE LI, K+ Nat I U* K* &2
SHYE (Perkin Elmer #3 Model 360) iz X b,
Cl- Bis7w54F hvv&— (FiBM CL-3) vk
BEL 120

3. HEBHgRodT5EA

1) 7y FREFEEX

7y FOIEEFE LERTFEZAV I FEFERS
B 180~200gRTH D 5 » P HHETVICHE - THIHL,
1E# 2~3mm, £ X 15mm i L TR, ERF
EIXEE 15~18 HED S » P ¥ RUETOFELEMH 2
mm, £ 15mm DA X R YMFL THV I v
ThoEX D 20ml Magnus FrzBEL, TOREED
% isotonic transducer (H#XESH, TD-112S) it X
hRY 757 (BENXER, RM-25) LiE@Llioe X
BRIIEHETEEHOH S DA Tyrode HEF A, D
fDERIZIZT~XT de Jalon’s solution!V % FHL -0
Wi 30~32°C i RAL, 95% 0:+5% CO, H A% i#
Klitco BEEXTNTHEBRPCHERL, TOBRER
TRTEERC KT 5 BEKBE (mM) TRLI,

2) ErE MEHEBREXR

ENEy P HRmBFTEE, KX 15mm OEEFHH
L, ¥%i& 35°C, 95% 0,+5% CO, AV A & fafns ¥
7z Tyrode i BEL, * D R4EEH% isotonic
tansducer (AANXEH, TD-112S) X b EV /57
(BALESR, RM-25) Bttt L1, KK Tyrode
BHCHEEL, TOREITNTHRERCRT 5 ZRE
E (mM) TRL%
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3) vy FRAHEIREE

vHFRHNHEE, £EX 15mm OERLIHHL,
KB 37°C, 95% 0;+5% CO, AN AL MM E R =
Tyrode Fih i MEL, [GIREES) % isotonic trans-
ducer (BA&XESY, TD-1128) wXHh RV /537 (A%
HEM, RM-25) EiERL 7o BiMEKIL Tyrode I
CERL, EOMEITXTHMAI ST 5 BRRE
(mM) TrLl1e

4) WHERSECTHER

B A 1B 10EL, 20BREER SO D
charcoal (757 A 10% LIV RKS5Y ¥45FX
@K EAF) % 0.1ml/10g DA THEDEEL, 30
Sficisid % charcoal DBEIR % MBS DOIFE
LUt BT charcoal ¥4 15 AT MIRAEY S
Lo

4. Xoft

1) REKEREA

PME (FX0E) LI TARRNERT YL
1H4PLL, CXMB®K (5, 1056L0°20%), 1% &
BY P4 vERSIUCERRER 0.05ml #Tththi
RLAEREY 5, 15, 30, 60, 120 3s X ¢ 180 izl
BEXAVARRSOFELXBEEL 70

2) RFTFRIER

a) v¥¥oRrcxT5ER 1H4PLLERC
CXM %# (5, 103 X 1°20%) 0.05ml %, Xkl
B ELTABEARER 0.05ml 2 SBRL f-o AR
15, 30, 60, 120 35 X U* 180 e EA DK X OB
R LRAEAOEEXREL 0

b) Fy PRAERS HEHES s PERIBI0EEL,
BMOERF]D, 4% evans-blue I 5ml/kg 2R
REBEEL 1co 5 HHRAIEMOBMAT O KA EER
B (5 10%X0°20%) © CXM %% 0.05ml o8y
SELcnb 45 FHRICHEMHBIFES Y, KEHMELER
DFE LR o2 T By, MY# N, N-dimethyl for-
mamide 6ml %% 65°C 20 BSfSKEL, 5 SRIRE
%, &t (B3, Model 139) kX b BEEY JE
Lico BEBITHFRLALFEEERIC X > THHL
1o

3) MmEFEA/MECHTHER

HHESy P 1BI1I0EL, CXM & X U4AEAE
BEBEBERC#EL, 30 F#ic 1% evans-blue B 5
ml/kg 2 #IRAE S L, B Hic histamine (504g/0.05
ml/site) #EHEAEE L oo 45 FECHMETE S,
EMZSEL, BEOWEL B2V R, MEH
N, N-dimethyl formamide 6 ml % jn% 65°C 20 Bk
#®L, 54MHiREE 620nm CTHEERLLY, BFKE

IFOEHNL BB M X » TR U SN &t L
o

4)  REEPEMGIER

it » PR IFEI0EE L, 1% carrageenin iK%
RYER Tz 0.05ml/rat W:44L, LIRBRGH LA
EdlE (Ugo Vasile #:44) 1< X » THIZAKENEL,
ERRFESAMOMA N E U CIEMERY FIH L fco #M
T RFIES 30 FATTMIRPICELE-L 7o

5) 7 v bEIRBIRAREACHT5ER

{RKHE 150~200g DHEN:F » bW BE Bt R
U 7o BULBRING 0 J5{: 91z it U TR RIS OB A % 17
b, 30ml Magnus®icMTEL, %D R4 Kisotonic
transducer (A & ¥BEH, TD-112S) bRV 57
(BAXEH, RM-25) bRl oo S Krebs
BEAV, WA 25+1°C T 95% 0,+5% CO, »ffL
foo BERRIIAMRIL 0.5msec, 10V DML - T1
o 12 EoHETERRML, ToORERCHTS
CXM (0.1, 0.5, 1.0, 5.0 s X 7f 10.0mM) DO#Eic
DWTHEBL foo #HEEMIT T Krebs B iR
38, TOBRELRENCETHREBRETRL,

III. % 5% # 8}

1. FIRHEFRCHT5ERA

1) —iER

<Y ATiX 1,000, 2,000 % X * 4,000mg/kg, 5 »
b Tid 1, 500 s X U* 3,000mg/kg o CXM B iR 514
CHETR -1 YV AR KW TIE 1,000mg/kg 1%
RALDEEIRE Ieh o tehi, 2,000mg/kg L iz
WTERYE « BARSR X OV E FE B OB o Mk A
EOVIBRBTEOEMLABEShI, ¥1t5» Mgk
WTiX, 1,500mg/kg Tikic A HDOHE LRI oot
733, 000mg/kg Ll b o\ TERME - BRED - BAK
HoBEOMHIGER, BBRTELLCCHROBEDR
hfERPEEI R,

2) BHEEBHBECNTHER

2,000 35 X UF 4, 000mg/kg & CXM MIRAHE 51z X b
<V AOBREH R EH 15 ST\ THBEIC
NEYOFEAEX R LI, BELERXED LR, 57
(Table 1, Fig. 1),

3) EEFA

Sulpyrine 20 s X 0 40mg/kg OBIRABETIz=w
ADEBRMECER s ERNABRIA, 2,000 % LU
4,000mg/kg @ CXM #IRAE 5 CRERMBEC A D
DEEL R LIFILh 51 (Table 2),

4) [ERHEHEER

Chlorpromazine 1mg/kg D&IRAEY 5 CiT pento-
barbital sodium iz X 5 BERR FEAER ] D Z B Ao iE R 13 2T
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Table 1 Effect of CXM on the spontaneous locomotion of aggregated mice
c Dose c Count number
ompound (mg/kg) Cases 180
(. v.’) 15 30 45 60 75 90 I 105 \ 120 | 135 | 150 | 160 mins,
; 1,412 |1,025 |601 332 (270 (141 |109 112 (100 |©4 84
Saline 8 |"£04.4/£102.3£111.0/443.3 £55.3 £33.5| £3.5+21.5 +8.2 7.2/+20.0£15.0
2000 3 |b 153 (931 567 328 (201 (111 |108 111 |99 88 87
CXM ' +109.0] +£79.5/ +27.1|+45.6/+37.0/+14.8 +13.0/+£25.7| +4.8 £5.1+10.1 +7.8
4 000 3 |b 114 (949 664 247 (368 |80 103 107 [112 |70 73 88
’ +90.7| +71.00 +88.9+17.1/+14.8 +12.7| £21.4/+13.3/£20.5(£12.1/ +14.2| +7.9
All values represent the meanzts.e.
No significant differences were proved.
Table 2 Analgesic test of CXM by the tail pressure method in mice
Dose No. of . . ' . .
Compound (mg/kg i.v.) animals Control 5 mins 15 mins 30 mins 60 mins
Saline 10 11846.0 119+8.8 114+6.6 ] 11947.0 11747.4
Sul . 20 10 1044+3.7 134+8.5 131+4.4 122+5.0 117 3.7
wpyrine 40 10 1084+4.1 | 150+8.2% | 14946.7*% 140+3.8% | 134+4.1
CXM 2,000 10 113+5.6 110+5.4 106 £6. 4 111+5.7 109+4.7
4,000 10 110+5.8 116 +£7.2 112+6.9 102+7.9 | 101+3.8

All values of pain threshold (gram) represent the meanxts.e.
Significant differences from saline controls were proved only with sulpyrine

* p<0.05; ** p<0.01

Fig.1 Effect of CXM on the spontaneous
locomotion of aggregated mice

1500
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]
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(min. )

B ERT-A, 2,000 35 X0t 4,000mg/kg > CXM #IRA
B 5 CREREFEMCISWTKNBRE L OMCEEE
ADIEMh -7 (Table 3),

5) tBrxT5ER

74 ¥z 125, 250, 500 ¥ X 0¢ 1,000mg/kg » CXM
BIRAR S OBROGREOEENL, NBHOLTh LHEL
BEENED b ich o7 (Table 4, Fig.2),

6) w3 51ER

Fig.2 Effect of CXM on body temperature
in the rabbit

~—— Control

. ———CXM 120mg/kg
39.5} ~—-+CXM 250mg/kg
< ~——CXM 500mg/kg
:‘5 L ———-CXM 1000mg/kg
R = = =
8
538.50
m

i35 ‘ ] i

2 3
Time after administration of drugs(hr.)

111 35 X ¢ 333mg/kg © CXM % v+ FBIRA S
%, v FoORE -y EeRERSC I3 EEbh
SR EYEDD T LN TR ) 1(Fig 3,4),

2. W% - FEBRBERCHTAER

1) Rk - fFE - O - DRl X COERRT
AR

123 X U 37mg/kg ® CXM #IRPAHR 54, W - f
E - & L OLEBEOWThiE W THHERRD
¥, 1lllmg/kg ¥\ THoHEENHFHheiml,
333mg/kg B\ T—BE OB bh i m A B InA R D
hiced &b ol LL, 1,000mg/kg o541
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Table 3 Effect of CXM on the duration of pentobarbital sodium induced sleep in mice
Compound Dosg N?‘ of Sleeping time (minutes)

(mg/kg i.v.) animals Male Female
Saline 10 50.2+3.73 48.0% 3.65
Chlorpromazine 1 10 100. 4 + 8. 54** 93.9+10. 08**
CXM 2, 000 10 50.9+2.84 48.8+ 3.38
4, 000 10 48.7+3.77 48.9+ 3.08
All values represent the meanzts.e.
Significant differences from saline controls were proved only with chlorpromazine :
** p<0.01
Table 4 Effect of CXM on body temperature in the rabbit
Body temperature
Dose No. of
Compound (mg/kg |, 0o Before After administration (hours)
i v.)AMImals | admini-
stration 1/4 1/2 1 2 3 4
Saline 6 38.88 38.96 38.95 38. 88 38.87 38. 82 38.93
+0.036 +0.061 +0. 061 +0.039 +0.039 +0. 060 +0. 056
125 6 38.92 38.90 38.89 38.88 38.91 38.90 38.88
+0.051 40.070 +0.068 +0. 061 +0.030 +0.052 +0.042
250 6 38.91 38.93 38. 89 38. 86 38.91 38.90 38.89
CXM +0.045 +0. 081 +0.046 +0.048 +0.047 +0.041 +0.049
500 6 38.98 38.98 38.93 38.94 38.99 39.00 38.99
+0. 095 +0.114 +0.114 +0.114 +0.104 +0.092 +0.077
1. 000 6 38.97 38.90 38.87 38.90 38.88 38.98 38.98
? +0.036 +0.068 +0.061 +0.039 40.040 +0.060 +0.056

All values(°C) represent the meants.e.
No significant differences from saline controls were proved

Fig.3 Effect of CXM 111mg/kg on the sponta-
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Fig.5 Effect of CXM on the respiration, blood pressure, bloodfiow and heart
rate in an anesthetized dog
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Fig.6 Effect of CXM on the pressor response to adrenaline and noradrenaline
and the depressor response to acetylcholine in an anesthetized dog
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Fig.7 Effect of CXM on the isolated rabbit heart

10min.

HR
beat/min
@
(=]
—

20mg

BEQCHEMMED TR L M EOMMIEEEEY S
10 FHEI bl > THREIh .

¥, WThoBERCSWTHLER EEIT A
bhisd o7z (Fig 5),

2) BHENEEAEOMEFRCTIHE

111mg/kg ® CXM % & — XA ROBIRPIC 532
X adrenaline 1ug/kg (i.v.), noradrenaline 1ug/
kg (i.v.) w5 RERIG 7 502 acetylcholine 3
uglkg (i.v.) ZxtT2BERGICEB Y RIESIoh
Toht, 333mg/kg wHWTIRRWFhomEREKR L T
} 5 SR —BEOBREOHMERL I (Fig.6),

3) HHLBexTAEA

U4 FHEHOBIS L 5, 10, 20 3 X Ut 40mgn CXM
i, DERIC A B OME LRI 1eh 5 7o hl, amplitude
BIL TR D X 5 s B 5 I fco CXM 5mg (%
ALDHEBIRE ) 5 ich, 10mg TREEERKIC
BEOMHERAYRL, 20mg L ETEFOHENELL
ot (Fig.7),

4) RBHEROFCNTHER

10, 20 35X 0F 40mg/0.2ml o CXM Tk v+ ¥ER
MmEFEREC S TEBRER & OIS 2D
bhitd 7z (Fig. 8),

5) R XORP A4 viestT5ER

CXM 1limg/kg #7 » F DBIRACBE T 5 LR
B, Nat X0 Cl- ot BT & S ie BRI ~EN
mb LR iEh » foht, 333mg/kg 35X UF 1, 000mg/kg D
BEBECIRE, Nat X0 Cl- oHttEix & b
DEAERLEBEDENEAD Lo LML, K Dbk
PR RV TR ThORER & L ABEE & oRicE
T biieh oo Nat/K* ratio 13558 & L bicil
AL #A%, '111mg/kg s X U* 333mg/kg HEFIC IS\
TXEREOENL, 1,000mg/kg HERFiCHWTIL

ol

40 mg —
HR ! Heart rate 1min.

Fig.8 Effect of CXM on the perfusion volume
in isolated auricle vessels of rabbit
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Fig.9 Effect of CXM on spontaneous activity
in the rat uterus

Control s 2min.
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ciM WW
(1. Omm) (5.0mM)
CXM W W
(10.0mM)
DTHEENRBED LRI,

fe¥s, 4474 FELYLAH TH S furosemide 15
mg/kg HEPHTIXRE, Na*t X0 Cl- O ES X
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Table 5 Effect of CXM on the urinary exeretion in rats
Dose No. of |Urinary vol. Na* + Cr- ;
Compound (mg/kg i.v.) |animals (ml) (mEq./rat) | (mEq./rat) | (mEq./rat) Na*/K* ratio
Saline 8 3.1+0.20 |0.57+0.055 |0.22+0.015| 0.64+0.049 | 2.65+0.338
111 8 3.2+£0.30 | 0.61+£0.038 | 0.21+0.020| 0.50+0.046 | 2.98+0.345
CXM 333 8 3.9+0.28* | 0.79+0.041**% 0.22+0,018 | 0.80+0.052* | 3.74+0. 408
1, 000 8 5.6+0.45**% 1,07 +£0.080** 0.25+0.019 | 1.05+0. 063**| 4.52+0. 368%*
Furosemide 15 8 9.0+0.40%* 1,01+0. 054"”‘" 0.25+0.021 \ 1.15+0.035%% 4.22+0,254%*

All values represent the meanzs.e.
Significance of difference from saline control
* p<0.05; ** p<0.01

Ut Na*/K* ratio xR iinL, ¥WRIRIEA &R
Lz, K ofkt BBl e oMicnicd, %
DERBED Sl -7 (Table 5),

3. HEmEReT5ER

1) 5 M EHETEER

a. HBEBHTAER FEST» rORBMTF
B 8T, 0.1, 0.5, 1.0, 5.0 % X0f 10.0mM o
CXM RBERIREENCIZRALOHELRIT X oh
- Jes, frequency I L TR D X 5 TeliH 8 bhtco
0.5mM UTTize ¥Eniohnd, 1.0mM s\
ThThiz, 5.0mM Ll T3 Hhc frequency O
PHBH LI (Fig 9),

b Ach, BaClc X 5 R4&ENICHTHFA FE
FIL VRS » N DFWHTEC 315, Ach (5.5x107

Fxg 10 Effect of CXM on acetylcholine-induced

contraction of isolated non-pregnant rat
uterus

L

° o 00 ° o oo
Ach WWW Ach www
(pre-control) (after-control )

CXM Ach WWW ckM At WWWw
(LomM) (5.0mM)
. o o oo ]
CXM, Ach W WW Imin

" (10.0mM)

" M), BaCly (2.5%10-M) i X BREEIL 0.1, 0.5,

1.0, 5.0 36 X ¥ 10.0mM 0 CXM ZBEIC 3B\ TILA
O R Teh » 1o (Fig 10~13),

2) ELEy bHHEERX

1RH @IRBIC 31T B Ach (5.5x107*M), BaCl, (2.5%
10*M) ik X B REFDICHL T, 0.1, 0.5, 1.0, 5.0 8
X0010.0mM ©» CXM £BEZLALOERLRIES
fehr ot (Fig. 14, 15), -

3) vV FRHBEEL

0.1, 0.5, 1.0, 2.5 5.0 36X ¥ 10.0mM o CXM
FBJECI\VTiE, 0.1~2.5mM T HHEEH O AT
B)®> amplitude 3L TieA b O BB LRIZ S e 5
fchi, 5.0mM T tonus b TricPEHEREXRL, 10
mM TIRLFICH\T tonus DELVIHAR LRI

Fig. 11 Effect of CXM on acetylcholine-induced
contraction of isolated pregnant rat

uterus
o o o o -X]
Ach Ww Ach ww
(pre-control) (after-control )
‘—-’J—v} o ° 00
CXM  Ach ww CXM Ach ww
(0.1mM) (0.5mM)
o o o0 . ° o o
CXM _ Ach ww CXM Ach ww
(1.0mM) (5.0mM)
. s
CXM Ach WW lmin

(10.0mM)
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Fig. 12 Effect of CXM on barium-induced
contraction of isolated non-pregnant

rat uterus

BaCl, Wwh
(after-control )

000

BaCl. www

(pre-control)

CXM BlC]n
(0.1mM)

J__(w\

www

an BaCl, WWW

cxm BuCl. wWw  ciMm BaCl: wWw
(1.0mM (5.0mM
cxXM B.Cl, WWW  Tmin.
(10.0mM

Fig. 13 Effect of CXM on barium-induced
contraction of isolated pregnant rat

uterus
BlCl: ElCh

CXM BlCl, CXM BnCI,
(0.1mM) (0.5mM)

CXM BaCh CXM BnCl.
(1.0mM) (5.0mM)

s
—’//\\ _
. °

ctm  ° W

(10.0mM)

(Table 6, Fig.16),

4) WHLEmEECT5ER

2,000 % X UF 4, 000mg/kg o CXM MIRAER L%, ~
v ADHLERSE I BRHCHEANEEEZLR S I
3= (Table 7),

Fig. 14 Responses of guinea-pig ileum to
acetylcholine in the presence of
various concentration of CXM

Ach W ch W
(pre-control ) (after-control)

B S

CXM Ach CXM Ach
(0.1mM) (0.5mM)
CcXM Ach CXM Ach W
(1.0mM) (5.0mM)
cM Ach W [
c -
(10.0mM) Imin.

Fig. 15 Responses of guinea-pig ileum to
barium chloride in the presenee of
various concentration of CXM

BaCl, wWWw
(after-cm .
Baélz V&u \'I:V min
cXM BaCl, WWWw ow
(0.1mM)
CXM BaCl, WWW W
(0.5mM)
ckm BaCl, Ww W
w
CXM BaCl, W oW W
cxXM BaCl wW W
(10.0mM) : ,

4. Foft TAERHOMENR LRI 5T
1) REREEA 2) RFTFIHER
1% £ P24 vBETR Y FORBERSOMEL a. vy ¥FoReTsER CXM 5~20%

Abhten, CXM (5~20%) W S LUCEBRERT

% BE,
EVFFRARLICE TS, #EHE X BRI Tx
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Table 6 Effect of CXM on the movements of rabbit isolated intestine

(%\% No. of cases Change in amplitude Change in tonus
0.1 5 _- - - - - T _ _ _
0.5 5 - - - - o _
1.0 5 - - — _ _ o
2.5 5 - - - - = - _ - -
5.0 5 - - _ - + 2 — — —
10.0 5 - - - - - + 4+ + + +

(—) : non-effect, (&) :slightly decrease, (<) : decrease

Table 7 Effect of CXM on the propulsion of small intestine in mice

c d Dose No. of The lengh of small intestine filled with charcoal
ompound | (mg/kg i.v.) | animals The whole lengh of small intestine
Saline 10 59.0+2.01

2,000 10 60.4+£2.51
cxm 4,000 10 61.4+1.34

All values (%) represent meanxts.e.
No significant differences were proved

Fig. 16 Effect of CXM on the movement of rabbit isolated intestine

(5.0mM)

Table 8 Local stimulation of CXM on rat skin Table 9 Effect of CXM on histamine-induced

Dose No. of Amount of change in vascular permeability in rat
Compound (%) animals evans blue skin

Saline 10 496 +43 Dose No. of Amountgof
o Compound (mg/kg i.v.) | animals | evans blue

5 ! 506447 Saline 10 715469

CXM 10 10 547 £34
20 10 556 1 42 CXM 1,000 10 704 +42
All values (ug/dl) represent the mean+ts.e. 3, 000 10 662455

All values (ug/dl) represent the mean+s.e.
No significant differences were proved

No significant differences were proved

B L HEL TRA LOELIEDbhich o,

b. 7» PEAKRS CXM 57 EBMOKARETIX
SRR L ORMIcEIReL, 10 3 XU 20% BRIZH T
ERRHBEROBEEN R DRI, B LLBELTH
BIERED ORI T (Table 8),

3) mEERMCNTHIFA

CXM 1,000mg/kg © 7 » F EEAKSCRIRBED
Mz kixiz, 3,000mg/kg s\ TEKRE O
FHEPRLICARBH L EBRLTHEEREZIEID LT
oo i- (Table 9),

4) REEFENHEFR
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Table 10 Effect of CXM on edema induced by subplantar injection of 1% carrageenin
Compound (mgﬁ&sei v ) ::?"M‘ii Increase %) -
L 1hr. 8 hrs, 5 hrs. 24 hrs.
Saline 10 20.61.88 46.0£2.10 36.0+£2.08 20.8+£1.03
CXM 1, 000 10 19.8+1.18 48.4+3.40 36.5+2.25 24.2£2.39
3,000 10 19.8+2.34 43.0+1.69 34.1£2.07 21.4£1.7Q

All values represent the meanzs.e.
No significant differences were proved

Increase (%) shows the per cent increase in volume of pllntar parts of hind leg after administration
of carrageenin compared to that before the administration of the drug

Fig. 17 Effect of CXM on the isolated phrenic nerve-diaphragm preparation of the rat

Electrical

stimulation WWWWWW
il ‘

Contraction 1“ il
of duphngm ‘l‘
I

CcXM W
(CXM 0.1mM)

Electrical
stimulation

-

Contraction
of diaphragm§

CXM W
(CXM 1.0mM)

CXM 1,000 3 X 1% 3,000mg/kg 0 7 » b BRI S
BOREREINBRCEXTALOFLIEDLL
¥, BEEREMHERIEL Vb0 L Bbh b (Table
10),

5) 7y MEREGEERCNT SIERA

EREMEEAOELSHR T X 5 ML, CXM
BIEALOREL 5L ioh 57 (Fig. 17),

' 1V. #B&IUVRE

CXM i#lRiRI XUHARRS LY, BRNCE
BTHBT ERBEINTLEY, LichisTAERIC
B HESERLE L L THIRPY B, CXM o2k
OEIFREYFaT5 BR b » TAEOEREY, T
bbwVR, Fob. ELEy L, VHFEIVARE
Auv—EBEREREL 10

CXM ohBHERETHEAEL TR, YYARR
2,000mg/kg, 5 » b 3,000mg/kg ¥HIRMICHE 5T
AHLrE, BRM, ENARSH I UHBEECHH»ED
bhibist, BlriA boMEr s i THRIREOER

CXM W
(CXM 5.0mM)

+
CXM w
(CXM 0.5mM)

(CXM 10.0mM)
The nerve is usualy stimulated at rate of about 12 shocks per minute by
rectangular-wave pulses of about 0.5msec. duration and 10volts

! time scale of one minute

YERCTREBEAYR IR ol

PEG - EBRBICHT AERIREE o 1o, £ R ITEW
Tik 333mg/kg OMIRAIBS 1T X » THREM M 8ok 3
fnL, adrenaline, noradrenaline ®REREL SV
acetylcholine DBEER IR MM L oo ¥z, 1,000mg/
kg BIRAZ S COEZBEZRS—BECTRT S0
Babhtc, ols, MmMFER DO Minix Ceftezole 3 X ¥
Cefoxitin i\ T, BEMERDOME X35 e
i3 Ceftezole ¥ X % Cefazolin sodium 3\ T, M
FETFEEX Cephalexin iz s\ T Fh i BAEOBAR
BBINTWAEYE, ¥, v9FHHLBE S WT
20mg CTHEHEBOHIH ¥ ED 1A%, Cephalexin 5mg
X > CRABOMENEEIN TV,

B TFRGERCESVTE, CXM 10mMiZEL € 4
FRER IV T v P FERMTS Ach, BaCl, DR R
SERAR A COEBY 52T, v FBRERS LI UHFE
7 » FFERBWTHRE 5~10mM) 0f4, HENE
B LR DI T ELd 5T
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¥ 7, 333mg/kg MMRME OB (r, F v MizkWT
REDWM, R Na* ds o0 CL- FRlE o M hnasiL s
Bhtchy, Cefazolin sodium $s L 1¢ Cephalexin = %
W TR RO R TR Ty 51019,
O~y AT BT D HLEMSEE, Ty Mt B
MY, JEHERIE, AT RIRIET 3 X OB ISEA K
AR, o si A6, MHIRm R, R
Fids LU IE oL hic sy Th CXM it A
234 L T2 S/ N

L, fili 2 O 3\ T CXM o> — Ry £ ) & Mt
L ehs, BEFFo Cephalosporin SR & iiE i1 DF
B BRI, Tods, o AR I 1 Ee i (750
mg, $7chbEm 50kg & LT 15mg/kg) & kb LT
FELLKRBETHBDOT, ULOBYEBROLMILE LI
PRz 3 BRI 2 m s b D i v b D &
Exbhb,
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STUDIES ON GENERAL PHARMACOLOGICAL ACTIONS
OF CEFUROXIME

Yosuinosu Tosuimitsu, Masaniko Oxiyama, Micko Aoisui,
Hanme Funiwara, Mariko Kupo and Takeo Banpo
Department of Pharmacology, Tokyo Research Laboratories,
Shin Nihon Jitsugyo Co., Ltd.

General pharmacological actions of cefuroxime(CXM), a new semisynthetic cephalesporin antibiotic,
were studied in mice, rats, guinca pigs, rabbits and dogs.

1. CXM exhibited a little effect on central nervous system with 2,000mg/kg i.v. in mice and with
3,000mg/kg i.v. in rats.

2. CXM (333mg/kg i.v.) increased the urine volume and the amount of sodium and chlorine in
urine in rats. ‘

3. Frequency of spontaneous contraction in isolated rat uterus was decreased with CXM at a con-
centration of 5x107%molar.

4. Tone in isolated rabbit intestine was depressed with CXM at a concentration of 1X10~2molar.

5. CXM (20mg) depressed the contractile force of isolated rabbit heart by means of Langendorff
technique.

6. CXM (1,000mg/kg i.v.) showed the transient hypotensive action and increased the blood flow
in vessels of anesthetized dogs.

7. CXM (333mg/kg i.v.) enhanced slightly the pressor response to adrenaline and noradrenaline
and the depressor response to acetylcholine in anesthetized dogs.

The effects described above were observed only at far larger dose than clinical dose. The results

may suggest that CXM dose not have any untoward effects in clinical practice.



