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Ceftezole »—fR#EEEH

i & ¥ k-aKRpFz-th H B H

B M @ med Re-m F 28

m O oM BH-E R E E-H B T X

¥OE K E-FE e K K &
FRA B R S A A A B FERT

Ceftezole sodium (CTZ) BHF UL BIRI N 72K
i Cephalosporin C % #1 & % 'E T, {id Cephalo-
sporin | & RMRICLWHEALHE R R P74 2HLT
Wwbe

EZ&olR, coCTZ o2l oBERAXTRTEEN
THREER, BEMER, FREICERR, LEH
CBXZTEEROVCRAERIEE0O—BERERIC
DOBTHRFLIZDOTHRET 5,

£ B ¥

1. B

EEEYE LT ddY < vz, JCL-Sprague-Da-
wley % Xt Wistar-Imamichi 25+ +, B%H
BEXREYSF, BE (Y vL) BIOMHES 2, #E
BAZER L,

2. EPRIVOBREE

CTZ 3Ry, ABEAERCARL TET F Lk
ARG Lic, ER2TFEAIE L CEEREN DALY
fERDZLNRAEETEL, REBELOBEFNLET
B|ETII< Y 2 4,000 mg/kg, ooz 1,000
mg/kg, #IKPIR5TIiE 500~1,000 mg/kg # B AR S
BE L, ok, BIRARSCRVCTUL, REBRERRIS

U 5RTER % 30~120 BRiL Lic,
RBHEEXUHER

1. BRESCR IITTHE
1 HE

K& 23~28g Diff~y & 1BS5ILE LT, CTZ
FETHREL, BHr B L5 AREGHEXRE (v
+ / BUPERT, SN-517) # f\ THREFMIC 30 D HR
HHEXHE LI, & 0REEA—RERICSVT4[
Tl - TESEL RS, ABAERETERELL
NEEOZhE BB LI,
2) R

CTZ 250 % X 0¥ 1,000 mg/kg OFFRETII<Y
ZDOBEREHRIC, LA LHENLZLRLh T, L
2L, 4000mg/kg DRKEC/LD EREH 20 5ETEH
BIoEHERIED A (Table 1),

2. Hexobarbital EEIRIC}s X1+ 2%
1) ks

{hE 23 ~288 Offvy 2% 1B 10LL L, KUuHN
BY OHECHE L TERYTeotc, CTZ 2 THRE
LT 30 /#iz hexobarbital sodium 100 mg/kg #
MRS L, BRI (ERR S HEARRED 23lE L

Table 1 Effect of CTZ on the spontaneous motor activity in mice

Time (min.)
0-10 10 -20 20 - 30 0-30
Dose(mg/kg s.c.)
Control 969+198 9051238 466179 23401596
250 1088+ 286 845+ 260 420+139 23531671
1000 1017+ 141 469+171 228+ 98 1934+ 370
4000 324+ 45* 263+ 57 275+ 57 862+ 106

Control -t Saline 10 ml/kg s.c.

Each value represents mean® S.E. from 4 tests.
% Significant difference from control (P<0.05)
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THEBRRRRSHOLh & KB L,
2) R

CTZ 250, 1,000 3s X 7% 4,000 mg/kg DEFHRE
T, =<wvZ®D hexobarbital [EiRIZF ~7- FEX S
Fieh o1,

3. EFKRCkIETEE
N FHE&

AEH 23~288 DAL 1H10LE LTHY, C
TZ BETHRE L. BERERILDLOCREE, 45,
90 3 L N 180 FFICH — I R & —RiRH (REBFLE
%1, MGA-II. 219) #AWCHEHBELXRIEL, 2B
BRI EROT L KL,

2) R

CTZ 250, 1,000 35X 7r 4,000 mg/kg # i T#5
LT, TV RAOEFXRRIINBEL L ELKW
HEBE R LT,

4. HREWEETHCHIITTHE

1) HE

A& 2.0~3.0 kg DEEKHEFT (v + L) 6LEE

BT A\ -, Pentobarbital sodium 35 mg/kg JEfE
RIFZ & 2 FRET T, ERENENEEEE G
PR E%E L, SNIDER & NIEMER® DJNXEIZHE »
THKHE (anterior sygmoides 3s ) OF suprasylvius
medius), ¥Hk L ORHEO SN BTURTEE % A
Ate Witk 2 HHELL LB LT, BE Ll iigkc
DL IR T b & IR BMIRORETHEREAIC
B &, BRWNKE TR 2 Rk RELR G % Rk
(Z=%HEE, EG-30) *AVWTEHTHLE LI, =D
Moffgix 7L e s 4 5 THE L,

CTZ BT E R EENCREL, A—D4akK

BRET2HE, Lisd LLRE5MEY 1EBUEEL
o
2) HER

CTZ 500 3L 0* 1,000 mg/kg FTF#REH, F 31k
B ST ED, MRCREFRHCHIRERERS O
BABHZDAIS, BREEMA S LEDIC AL L
2o LivL, ThbOZE(UIRERSROESHEMIC
EENDEEDOLOTH T, ¥, CTZ 125, 250 %

Fig. 1 Effect of CTZ 500 mg/kg administered intraperitoneally on EEG in a cat
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L-AS ! Left anterior sygmoides 2 sec.
L-SS : Left suprasylvius medius
R-HPC : Right dosal hippocampus
R-AMG : Right amygdala

Acoustic stim : Acoustic stimulation
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X U* 500 mg/kg EHEERRE LIHEDL Fig. 1 @R
TXO s a0k TR, RERBCIBERDL
NABALNIEBIRD bR ieh o T,

5. MR, IMUE, LA IOWMLERC s I THE
1

RE 9~17 kg DHBHRR 7S IORKE 2.9~4.2
kg DHEY v L EICITHREROE 5 A DR < A
W, FRFh pentobarbital sodium 30 mg/kg #ifk
Pik53 L0 35 mg/kg HEHERNIRGHREF T TERETT
Tootoo PPIGEE R X OV KABEEIREIX pressure trans-
ducer (HANER, MP-AT)ZHAWT, LiEBUL KR
BIR DOk A trigger pulse & L cardiotachogra-
ph (HAJLER, RT-2) 2w, ThThRV 757
(AFES, RM-150) RiC#EfGLekLic, EhiTA
2 TIEFICEHERROLER (77 24 BFH, RS-200S)
HWT AB DUBEFHFHEY X 5 0ERZEE LI
CTZ i EEi#RNC A LRV ZFL Yy Fa—T
AL TRE L,
2) HER

®» 4=

CTZ 64 mg/kg O#IRAIRE T, PR, IE, L4H
PR IVCLBEBROWTFRIZS ¥ o EERALRT,
250 mg/kg THREBEBIC—BEDHLTHRELINH D
bhitrTcHho7. 1,000 mg/kg DAB»RET 2
& Fig. 2 WiRdT X 5 BEOREE, ME LR
VLA EEEDL S 15~30 S h #
BINhlc, Z O, —HMoficiitsEkc, LEME,

BEOTRHERNADNIHAND -1,

(2 x=2

F A RN TRERSOEEY 51T WER
ZHotco Tibb, CTZ 16 mg/kg H#HIRARSTIX
R, MUER X ONMAKDOWTFRIZ LB bbhik
Mrotot, 64 BION 250 mg/kg DIFEIT L » TEE
DIE EF 75 6O RO ¥ fi3 g B 78
LI hic, 1,000 mg/kg &g s & FRLMEEL (T

feE 7o TR ER), LHEERD S X ORPRE DR
RERHRED BRI,

6. KE@RIMFIC I JITTHE

1 ik

{RE 9~15 kg DHERRA 5 LxHEHEDO B ALV,
pentobarbital sodium 30 mg/kg #HIKARESIZL S
REF T CEBRXTco o, MO KBEENRE 7 8 L <
%, —floxMEkic ERMET (HANXESR, MF-
25) OEMNE T o —TEERE LIch =2 —LEREATS
ZEW X o TABEEIRILGT R, ffld DR FH R
> CTRBEBHIRER IO EREYThTh#£) 777
CERRRER LI,

7e¥s, EEIMEHIED fodic #IENC heparin 500 u/kg
PERARE L, TO%LEE, PEFEMLE, CTZ
X EESIRARCIEA LR ZF Ly Fa—TRNTS
P, FREERY = 2 —LVIZER LT LEEXNLTK
BB R IRE L,

2) #ER
CTZ 50 }s X ¢r 100 mg OERAKRSG T, RE5EK

Fig. 2 Effect of CTZ on the respiration, blood pressure and heart rate in an anesthetized dog
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Resp : Respiration
SBP :Systemic blood pressure
HR Heart rate
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C—@tE DR MFH IR ED bhic, FIRAIIRE T
64 mg/kg TIFLAEEL A 72, 250 F LT 1,000
mg/kg 273 & IME EF & RH LT 8®RED MR mns
BEIhic (Fig. 3),

7. RERIVCRPEFREHMEICS LIETHE
1) FHik

%7 18 Wyl & LA fAE 160 ~ 1808 » Wistar-Ima-
michi ZH#5 v b& 1B8ILE LT ERCHA VW, —
A AEAER 20 ml/kg REOAR LH, #ERK
24 ml/kg Lieh Lo EBERAM L CTZ Bk
FETHRE LI, BEHIZT v P2 RRBEN — B
L, 5K coRREREXAETHL LB, £
o Na*, K+, Cl- Hit &% photometer ¥ X ¥
chloride meter (Evans #%i) 2 HATHIE L1,
2) R

CTZ 64 3} X1 250 mg/kg O FFH/ETIE, v
FORE BIORP Nat, K+ skov Cl- gttt gz
FEAEZEN BDOLR I 51, 1,000 mg/kg 2y

B35L, RERIUVREF K+, Cl° FEitBOBAMER
RHbbheR, WHEFEEENTEELETIERI
(Table 2),

8. AMFBEETCRIFETEE
1)

A& 2.7~3.4 kg O 4 ¥ 7 L% FERCH T,
Urethane 1.2 g/kg $iRAKRSIC X BHEET CTHALIC
REL, UL CEESEEL Lic. BEE 8
TRENDELENBURG % 1€\, FEEEF (HANeER,
SB-1T) #AWTERMIC, KBEHREL & LICHY
77 7 RiCERREER L, :

CTZ iz BRI iBA LI RV F LV F 2 —T %
FLTRE LI,

2) #ER

CTZ 64 3 x0r 250 mg/kg o #HRAZESTIE, v
Y FOEKIFEEINMTIZEALHENEDL i d -
72o 1,000 mg/kg DREREGTEEOBRRETARL
iy, BEOBIEIRL IZEA LTI, # 30

Fig. 3 Effect of CTZ on the femoral blood flow and blood pressure in an anesthetized dog
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e I r [ ' ‘¥ [ T T [/

t
CTZ
1,000mg/kg i.v.

FEF ! Femoral blood flow
SBP ! Systemic blood pressure

Table 2 Effect of CTZ on the urinary volume and electrolytes excretion in a rat

Dose Urinary volume Quantity of electrolytes(u#Eq/5 hrs.)
(mg/kg s.c.) (ml/5 hrs.) Na* K* Cl-
Control 3.2%+0.3 301£70 122433 378+£93
64 3.5£0.6 325+ 56 127+ 30 441+85
250 3.9%£0.7 381+43 121£20 442+53
1000 2.7+0.3 350£56 80+ 16 284+19

Control : Saline 4 ml/kg s.c.

Each value represents mean® S.E. from 8 animals.
There was no significant difference from control (P>0,05).
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SECIIRERORBIZEIR L (Fig. 4),

9. AFHRFEEIHCHIEFTE
1) Hi&

&&E 2.5~3.5 kg o JEER (RERBEY) Koo
IR (12~13 HE) w4+ 15 TR A L &,
Urethane 1.2 g/kg $#RAIREIC X 2 BB T THAIIC
REL, EMZYHLTTELER LDY, Kiii
Lic/sn—vEENBLRRAIOFERNCHEA L, BEE L

12 DWT, s Sv— it 20 cmH,0 DIER4T7c
7o, ®EEA transducer (AANES!, MP-4T) %
NLTFEED R, KEBRELEDTRY V57 R
HREREER LI,

CTZ 3 EBi#RCIBEA LI RYZF LV Fa—T%
MFLTRE LT,

2) R

CTZ 64 X0 250 mg/kg D#IRAKRS Tk, IE
IR H FOEEKTFEEITCIZE A EEERRL R,
-7, 1,000 mg/kg O kEHRET, Fig. 5 KRTX

5 e ERIE DR EIRIBOM AN D bbhic, By +¥
oW THIEEIRDOBE L BRILICRE B hic,

10. R X OORMRRENC I JIgTHE
1) FHik

fAE 2.5~3.5 kg D32 8ML# DO < B,
pentobarbital sodium 35 mg/kg BERBSICLS
BB T CEBE T o, BEOBHXIEEE~—~
LT, KEEEIRIE & & bR BC#iE Lic, X
EHEETARC X 2 BRI T2 82 AL
DI, EEECRMREATIRECASERY BE L
%, BFEREEE (AAXRER, MSE-3) 2HWT
ERRE (20 Hz, 1msec. D.C. 2V, HiK) »5
%, BRERELZEL L,

CTZ 3 Ei#ici@A LI RV FL Y Fa—T%
AT 5, 113 TRENDELENBURG Bt~ TES
&2 BRI H B CIX AR IR RS L,

2) HER
CTZ 64, 250 3 X0 500 mg/kg DEIRAKRSTIL

Fig. 4 Effect of CTZ on the spontaneous motility of rabbit ileum in situ

I A i g bt
[ ] [ ]
Noradrenaline CTZ
3 ngl/kg iwv. 250mg/kg i.v.

WM WMM&W‘M&, MJM

CTZ
1,000mg/kg i.v.

3 min.

SBP : Systemic blood pressure

IM  !lIntestinal motility

Fig. 5 Effect of CTZ on the spontaneous motility of non-pregnant rabbit uterus in situ
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Noradrenalme CTZ CTZ
1,000mg/kg i.v. 3 min.

SBP ! Systemic blood pressure

UM ! Uterine motility
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BEOIMERHENZ LR T, X b ESEEEERT
Wi D BERFIBC X HBRBIHED ¥ - o BER ST
hotc (Fig. 6), %7, CTZ 50 mg ¥ ToAEYER
BERU & 7ol X RS MR A S 1 5 Lo & DRI
LA LEEBRRD LN -1,

11. BRHRIEAEOMEFRC ] JIFTHE
1) FHik

fRE 8~15 kg DOMERERI K 6 L% HEHED TR < AL,
pentobarbital sodium 30 mg/kg #¥RARER L D

Fig. 6 Effect of CTZ on the contractile re-
sponse of nictitating membrane to
preganglionic cervical nerve stimul-

ation in an anesthetized cat

5min.  10min. 20min. 30min.
NML ___/L JL JL L
CTZ
500mg/kg iv.
5 min.

NM : Nictitating membrane
ES ! Electric stimulation

FEET T, KBBREL ) 75 7 BiCERICHE L
CTZ #5747, #E5#5, 30 XU 60 4fFic adren-
aline 1 xg/kg, noradrenaline 1 zg/kg ¥} XU ac-
etylcholine 3 pg/kg *#XERKHEL T, Thboil
EREK R LiE3 CTZ o B2 R Ui, T
i ERERCEA LRV F LYy Fa—TE2NMLT
BE L,
2) MR

CTZ 64 mg/kg D& kA5 X adrenaline, no-
radrenaline DRERIS 7cHNIC acetylcholine @
BEERISIZEAE B Y ST ah o, 250 LY
1,000 mg/kg BT 5 L, Fig. 7RmT L B1E, W
ThoMmERES 5~ 30 FRchich, #mIhi,

12. BERTRIEER
1) vy FHER
) HE

fAE 2.3~2.8 kg OUHF¥FE 1 W 4LE LTHIRT
CTZ %, ERCIIXBO 4B AEKAY 0.05 ml §
SEIRL, 15, 30 4, 1, 2 XU 3R ERD
AR DFE R Z HBEIZ LT,
() R

CTZ »5~25 % Bliw v HFic fiELicE 5,

Fig. 7 Effect of CTZ on the pressor response to adrenaline and noradrenaline and the

depressor response to acetylcholine in an anesthetized dog
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3 min,

SBP ! Systemic blood pressure

= [ Acetylcholine 3 ug/kg iv.

0 Adrenaline

1 ung/kg iv.

® ! Noradrenaline 1 ug/kg iv.
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R L OBRESR SO RELERED L i b -
<o

2) UHFERARE

n FHeE

hE 2.0~2.5 kg OUHF (1FH41L) OFHOE
#5110, 4 % Evans blue ¥k 0.5 ml/kg &k
BE L, 5oBCHBROBMEMEBED CTZ %
##% 0.1 ml FOERA/RE LD, 304, 1, 2%
XU 3 REERRIC R EFMCHB Lic BRI omHy
HEL, SEARRRETN O E HBILIC,

(2) #ER

CTZ 5% X0 10 % BHDOERABETIIELI DD
bRl otc, 20 8L 25 % BIKICE D LEEDOE
FREHEEAERSR RS, Pied &b, WIRMR
BEEIE LB dbhichr ol

% &

CTZ »@aMBRELIcHEORIERE2 FMT2EHMNT,
TUR, Ty b, UHF, 2aRIOAM XA, Wb
W} B —REEIEIC OV TR R TR 7,

CTZ o#58I1IZERIE LT, EEAENDHLMG
FROZLNRARETE LIS, BARSEIRSHE
DEAFRN D, HLOHE /DB O KT & 5k 4,000
mg/kg, KO Bk AR5 T 1,000 mg/kg &L
o

1. =720 EFEFE /50N hexobarbital EER
Bl CTZ 4,000 mg/kg % FRELTHIL-& D
Lic a2 5k o7,

2. =vz2OBHZESEIX CTZ 1,000 mg/kg ¥ T
DETHRETREL LIS o7y, 4,000 mg/kg D%
BETHhHEERD LI,

3. EMEEEALr 2 O & THIX CTZ ©
1,000 mg/kg FTFdh 5\ ik 500 mg/kg RHEARSIZ
T oThixo ) LIcEEL ST ot

4. 4 2Tk CTZ 1,000 mg/kg DFRPIHR ST X
DEREEOFIRERE, MEERR LOLEROB2ED
bl FaDMER X ORI T5HEIIA4 X0
BE LD HBHEREN DS LI,

5. 4 XoKXEEERIFL CTZ 100 mg IR
Eix XU 1,000 mg/kg ORI S CREICIEM LI,

6. Sv FORERIV RPEMFEH MR, CTZ
1,000 mg/kg ¥ TOR TR L » TH RREE AN
THEBEREIE R o1,

7. UHXOLEEEESL CTZ 1,000 mg/kg O
KRR S CTEBEORRRER T2 XL,

8. JEMMIEIL HUNCEEIRY 4 ¥ o 4 & FEEENL,

CTZ 250 mg/kg ¥ TOHRARS TR 2L ALER
#5017, 1,000 mg/kg DS TEREREO EEIRIEH
KERLI,

9. CTZ 500 mg/kg ##ikAIXS 7212 50mg %
BRAELTL, Fa0RBL IS EEY 5T, E
BRI ETRTRRE O BRFIBOC X - TS 2 BB
COWTHREFETH - 1,

10. 4 XiT kit 5% adrenaline, noradrenaline ®{
JEVEF % L O acetylcholine ofEF £z, CTZ 250
F LU 1,000 mg/kg O FRARGIC L D BRI,

11. CTZ 25 % 7% Y+ ¥ SR L2 SRRl
ERE R e otc, El, YHFOEMRETYE, 20
% D EDBETEED BN Abh BT Eleho
o

12. Lk CTZ it bh b —RERIEMAE, #iEa
X lic CEZ o h & &b THEL TWD,

CTZ i1 4,000 mg/kg DEF#HRET< Y 2DHARKE
HEOBWA ¥, 1,000 mg/kg DFRNIRETIHF0D
ERBELLOCTFEERHCBEOE L E L, ¥
7z, 250~1,000 mg/kg DOFRAKRS T, 1 X Fluk
TR CTMEER, LHEEL, KBEEIRILITHEm,
BEMREAEO MEEREEL ENRD LRI,

LhL, chooBi K1 EFEHARE (500 ~ 1,000
mg/ A, TihbbikE 50 kg & LT 10~20 mg/ke)
LHARTHich KETH D, SEIOEHHWEROIE?D
AT, CTZ 3EERE, & CREPABIERAE RS
WTHAH 5 LBbhic,

fartkpicdhic b, HIEEEHRHL IR Xtk
B, HARBEHER, KEF—BEL, EHHEE, b
IR AT L 7 b ONC BRI EE S T3 R BF7ERT, EREHF
72, ARESELcEHOBEELET,

X ik
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GENERAL PHARMACOLOGY OF CEFTEZOLE

MORIO KAKIMOTO, YASUYUKI SHIRAKI, YUGO IKEDA, MICHITAKA AKIMA,
TAMOTSU YAMAZAKI, NOBORU TAKANO, MICHIAKI TAKATO, SHOGO TOMISAWA,
YUKIFUMI NODA, MASAHIRO HIRUTA, SHIGERU SUGANO and SHIGEO SUZUKI

Department of Pharmacology, Research Laboratories, Chugai Pharmaceutical Co., Ltd.

General pharmacology of ceftezole sodium (CTZ), a new semisynthetic cephalospolin antibiotic, was
investigated by one shot injection to mice, rats, rabbits, cats and dogs.

The results obtained in the present studies are as follows:

1) Intraperitoneal or subcutaneous administration of CTZ to mice and cats showed generally a little effect on
central nervous system at a dose of 500 mg/kg or 1,000 mg/kg.

2) Intravenous administration of CTZ 250 mg/kg to anesthetized dogs or cats had a little effect on the
respiration, systemic blood pressure, heart rate and femoral blood flow. The rats given CTZ 1,000 mg/kg
subcutaneously showed no change in the urinary volume and electrolytes excretion.

3) Intravenous administration of CTZ 250 mg/kg or 1,000 mg/kg to anesthetized dogs caused a slight
influence on the pressor response to adrenaline and noradrenaline and the depressor response to acetylcholine,
whereas the cats given CTZ 500 mg/kg intravenously showed no change in the contractile response of nictitating
-membrane to pre-ganglionic cervical nerve stimulation.

4) Intravenous administration of CTZ 250 mg/kg to anesthetized rabbits had no effect on the spontaneous
motility of ileum and pregnant or nonpregnant uterus.

5) Over 20% solution injected intradermally indicated a slight local irritating effect in rabbits, while no
abnormality was observed at injection sites.

These findings suggest that CTZ may be available safely for clinical use.



