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ERARHEIRIC 1) 5 Ceftezole DIEMER, EEIRIIBIZ

’oH & vk ¥ OE —

O (=R #
JECR B AR 80 2 i AT

yi4¢ Cephalosporin RITEHBEOHEBITELL, T
TREEOEHH, BAFIBH LTS, Thbd,
Cephalosporium acremonium » gt % Cephalos-
porin C i3 7-aminocephalosporanic acid ##& L,
TheBEiEe LT %% x, Bxo&K Cephalos-
porin B35 X h, Cephaloridine (CER), Cephalo-
thin (CET), Cefazolin (CEZ), Cephalexin (CEX)
mENERERCES TS, ZZBHLE Cefte-
zole (CTZ) & CEZ o#H LVWEKILEHDO 1oTH
%,

KA Fig. 1o x5 ek eHFL<x b, CEZ »
REECEWHEARZ 5 2%3 b, TOERAERED
T, HE, TR, HiEMEL 2w CEZ gL T
Who ol B (EEM, B @5, BAvE
Aokwz L 3D R TWBDD,

Fig. 1 Structure of CTZ
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Sodium (6R, 7R)-3- ((1, 3, 4-thiadiazol-2-yl)
thiomethyl)-8-0x0-7- (2-(1H-tetrazol-1-yl)
acetamido)-5-thia-1-azabicyclo (4.2.0)
oct-2-ene-2-carboxylate

5E, ReXEXFAORKERT, HEIRR, AR
I, BATRER L OB b O ERARMRIRRRE
T A BRICALZRRDBE LB IO TLUT 20K
TRET D,

B’

1. MR

EMABER O SERYUERROME, TihbbId:
L TILIBE D O3 LT Staph. aurens 248, FE,
B IORE, {LBELLHELL E coli 22F,
Klebsiella 6 ## vy, CTZ OB ERERE
¢ MIC ##lEL, CER, CET %X CEZ
Th& it Ui, @R ARLFEREFEST
ED BRI HEICHE TR - T

1) Staph. aureus

24 BRiz s\~ C CTZ 13 0.19~12.5 pg/ml oz
MIC p437i%x %, CEZ, CET s Pipk LicRET
IEEENELRTWBA, CER H~TEW MIC o
ixAd ey (Table 1),

2) 75 AREMERE

E. coli 22 #kic¥si3s CTZ o MIC ¥ 1.56~25
pg/ml CHHL, BRRHD peak T 3.12 pg/ml &b
b, CEZ LBERARORIMESTHENRADND, ¥,
CER, CET XY {1 ~2 BERZBEDO L VL SR
Bdbhitc, Klebsiella 6 #T3 3.12~12.5 pg/ml =

Table 1 Antibacterial activity of CTZ against Gram positive bacteria

. No. of MIC (ug/ml)
Organism . Drug
strains 0.1910.39 1.56 | 3.12 16.25 | 12.5| 25 50 | =100
CER | =19 3 1
CET 5 14 4 1
Staph. aureus 24
CEZ 3 10 7 3 1
CTZ 9 9 4 1 1
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BEEMSAERL, chd CEZ LizigREo MIC o 2. IiFERE
SEERELH, CER, CET N TAFIOHEHDOE RERA 2 s X O EIRPHBE, FESBEEE 14
WWZ EE 5 hhibric (Table 2), = CTZ 500 mg # 1[EFHEL, 1/2, 1, 2, 4, 6 Kl

Table 2 Antibacterial activity of CTZ against Gram negative bacteria

. No. of MIC (ug/ml)
Organism . Drug
strains 0.1910.390.78 |1.56|3.12|6.25|12.5| 25 50 =100
CER 6 | 9 5 2
CET 3 10 7 2
E. coli 22
CEZ 2 11 5 2 2
CTZ 3 13 3 2 1
CER 4 1 1
) CET 3 2 1
Klebsiella 6
CEZ 4 1 1
CTZ 3 2 1

Fig. 2 Serum levels after intramuscular administration of CTZ

wng/ml
15+ ®
% o————2 500mg I.M.
T ® o~ ———250mg LM.
12}
< 10
5
- ®
e =N
2
S | ®n
5_
- T
! | T Tm-eayg o T—==a
1/2 1 2 4 6 hrs.
Time
No. Case Age | Dose | 1/2 1 2 4 | 6hr.
1 Normal 27 11.7) 7.8 2.8| 0.8| 0
2 Normal 24 12.9(10.2| 4.8 1.5]0.4
3 [
3 Gestosis 97 500mg ueliol 32l o
(pregnant 8m.)
4 Carcinoma colli 58 13.7|14.1|11.2| 3.4]1.8
Premature delivery
5 29 6.3 3.4| 1.0| 0
(pregnant 9m.) 250mg
6 Carcinoma colli 60 8.2 4.8 23] 1.4 0
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BIERIM L, B. subtilis ATCC 6633 #aEEHE T
% disc Ty (pH 7.0 ) o MRERAR) b
Ex e Lic. BICIEIR9 » AYTERE, FTESRES
£ 1#HhzonT 250 mg o CTZ 1[EmERTR,

RS ECTRBCHIEY R, & ZATRIERALD
®EEfTI - e FESHE, EEPHRE, YaRERET
TR L OERA A BRI EY 5L 5 Ly
ZEEITRETH B, SEIZHLORBH CILEBEHRE
BEE#Ee (PSP, %M, BUN, GFR Al ok
B) REFETHI»HEVEEERENUTTHo. K
#ix Fig. 2 o b T, FHIix 500 mg RE5HT 1/2
BBk 11.7~14.6 pg/ml OfFEERRL, 12
peak Z:E T, LIEHHL 1 K& 7.8~14.1

Fig. 3 Urinary excretion after intra-
muscular administration of CTZ

%
100 -

|:| 250mg LM.
V] 500mg LM.
IS
2
7 Z
o //
o oy
S /
i
Z
7
0~2 0~6 hrs.
Time

pg/ml, 2 BRIk 2.8~11.2 pg/ml OBEEIF LR,
4 B BB T %, o No. 4 OFEHE
FITIx peak 23R5 1 RFREIBRICED bhic, 250 mg #%
HBo MPBET —c 5L, 1/20E% 6.3 ~8.2
pg/ml @ peak % RL, HHOHEKEIL 500 mg D
BLAKTH 51
3. [RepHEnt

CTZ 500 mg %5k RrFEHHR L2 BB A (No..
2) TRELC R GIEHEE BIEE L AT 100 F4
KR EH), Pato peak i3 2 B TIci b (52.8:
%), 6 REE TORPPEMFRIL 63.2% THotoo Vo
15, 250 mg # 58 (No. 5) 2 K% CI12 57.6 %
NERPCEIRE R, 6 Rl ¥ TOHEMERIX 60.2% TH.
-7z (Fig. 3),
4. L, FABT

AR O, ERNDOBTEEETHD 4 ADE"
FCArHREt 1 [B] 500 mg A FHEL, RRRGH RO
I, 3EK, BAEmYERL, EilEss v BT
BriiLic, 7, 1#hiciz CTZ 500 mg % 8 K.
T 3 [AERRIR LIc Rk OBEAHIE Lic, #hRHER:
BE CORENIIRSH 1 B 45 526 5 R 20 3 2 T
T, BEMBTOREL 4l 34123 1.0~2.2 pg/ml
BEOEEBHTY ~L, BEILO BT HIX29.2~
71.4% TH oo EXKF~D CTZ BT 1[EHRGD-
B4 1.8 pg/ml, EEREST 2.4 pg/ml O KPHEE:
2§ 6htc (Table 3),

BB K B M

CTZ »EMAREROBKEAE LT, HiElslor
BECHY, BRARGE, SMESRRYYE, EETIRAL
F LU RBBEYPSE K3 22 PICER Lic, 558
T, WiE184l, k4T Table 4 IO —%.
AL,
1. 5 &

Table 3 Transfer of CTZ into umbilical cord blood and amniotic fluid (CTZ 500 mg I. M.)

Maternal Umbilical cord blood Amniotic

No. Ti

¢ 1me blood (ug/ml) (ug/ml) (%) fluid (xg/ml)
1 2 hr. 05min. 7.2 2.1 29.2

2 2 40 9.8 0 0

3 1 45 6.0 2.2 36.7

4 5 20 1.4 1.0 71.4 1.8

5 * 4 35 2.4

* CTZ 500mg was injected every 8 hours for 3 times
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Table 5 Clinical results classfied by diagnosis

1) Intramuscular administration

No. of
Diagnosis o0 Excellent Good Poor Effective rate
cases
Intrauterine infection, 3 3
.. o 6/7
adnexitis, pelveoperitonitis 4 1 1
Pyel hriti 4 2
v c.mfep hritis 5/7
Cystitis 3 1
Abscess of the vulva 1 1 0/1
Puerperal mastitis 3 2 1 2/3
Total 18 7 5 13/18 (72.2%)
2 ) Intravenous administration
. . No. of
Diagnosis Excellent Good Poor Effective rate
cases
Intrauterine infection, 1 1 3/3
adnexi_tis, pelveoperitonitis 2 2 '
Pyelonephritis 1 1 1/1
Total 4 4 4/4  (100%)
1) BERNREYYE bo 277 AFYIBTEEORBTAHEE X, BoME

ERTFEARYE, TEARE TENBESREL FEH
EBREBESE 7L, 1H1.0~2.08 5~7H
MIgiEL, 6MICHIRNBDdON, EL 341, A3
B, ES 1 PIORREY B, REORHUEEBITAR
BREC X - CTEER - tEATR 3 BURCHE LWL
BFECHELICLOZEN, Chih UMEBRIEN
e, EORERLICHELENEHELLLDOTHS
(Table 4),

FER 1 BESFHEOEBTENKGT, 38°C AD
RBLBEER, THRFE DY, FEAND E. coli &
Peptococcus piGpiihic, CTZ #5 2 BHICHEM
L, 3HBCRTFEREECHEERIMNEL, BEEK
KIBEEHRT,

EM2, 3 wFhiaoFERFRERLT CTZ K
Bz k- THRRRD LR, BREER (B#%, TE®B
FIORHHR (NBEROEM, HID ok, ®EN
bt

ER 4 HELD BRIh FENBREBBE T
39°C ADEHANDOTE, THELAHBSROBIIRD
HRWEEERE 222 bh, #7528 d By fith

B238T Peptococcus L Klebsiella p\Hidh, &b
ZFER»D L E. coli, Peptococcus ¥s k1% Kleb-
siella Mg Eh T3, B CTZ 15 1.58 Off
ERBAL, dbe T4 75 AENbOHBLELEA
KiELIck 25, 3 BN LR RCHEOKEI X
bh, 4 BRZIIERL, SHRLFRRS LT, 5K
CITBH R b7, DWTHHEERELEEE Y, B
wizm - (Fig. 4),

FEBIS : THME EFENRBORIKER, ERMtH
THFERBHLETCHBM, CTZ #5HEHRELTL
R ROZELH e { Bl b #x 1o

R 6 FEABCTHEBEYERLILLOT, B
2L, FER»SOMEERET E. coli & Pr. mira-
bilis B L, BEHTOMBEXARC, AFICRFE
HEEOARTR L Lbic CTZ % 1H 2.0¢g #5
Licd 5, 2 BRCIERYZT, BEHT LEU
WAL, 3BBICIE Pr. mirabilis [ 3&H I hich -
o

FEF 7 ¢ ALERPERROFERBKRT, 8HVTH
riiz, FTEAROER EirBEDLRIC, &k
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Fig. 4 Y. S. 42 y. Abscess of the adnexitis

10/1 12 14
T

16 18 20 22 24

T T T T T

T T
°C [

]

CTZ 1.5g/day LM.

37

\/\/ Ny \/ N/
— Puncture

Local state 4+ + + + + +

Peptococcus () (+) _
Douglas Klebsiclla (+) (=) (= =
Drainage + o+ 4+ + - - +
. E. coli, Klebsielle E. coli E. coli
Uterus (Peptococcus a-Streptcoccus Bacteroides
Urine (=)
WBC 14,600 12,400 9,900 9,500

&%, 18 2.08 © CTZ #5CimixBits (18
1.0 g WiRE) L7cat, 3 HEIXFR R EHck
EZh, 6 BRI TFERKE (A E. coli L Pepto-
coccus ) TIXPEM:E note,

2) SHeEERRRYYE, ERIRK

EEIIKDOINEMRFREY & LIHHEBES T, B
M58 <, CTZ BN TUBCE -1, BRAHE
1% Staph. aureus =, CTZ o MIC % 0.78 pg/ml
THotco

3PDERIG s CTZ » 1 [0 1.0g {511
GEF19, 10, 11), BEHEBRCEL L\ - atEIRRTIX
CTZ 13851, Staph. aureus iz X % LBHILIRA D
2 fio5H 14108 CTZ fEhchotc. i Staph.
aureus Txt3%5 CTZ o MIC i1 0.39 pg/ml T3
%o

3)  REEREGYE

CTZ #REBRYYE 7 PICHERS Lic, WRITE
BERF LIOBENET, RERIX 18 2.08 2% 34,
1.0g 4B CHFHBIL4~6 BHREITH - 1o, BAHE
ELTIE E. coli N5FMLBREBEIRN, 3hic Kleb-
siella ) Pseudomonas P38 INic& 160355,
ERARSIR DAL ARAEIR OB E, RbE#EOME, R
WEMRIC X > T KL, 3HUARENELLORRE
HEARERCERNRBELZ LD ENE Lic,
BARIXES 4 B, BL 1 4, ED 2 AloBRERB
(Table 4), fEHI12~15 FTO 4 FIOBERRELTII,

5% 2 PINENTH Y, TEEBOFIBAERPCHFRE
L7ciEf 14 (Pseudomonas #H) 3 X OHEH 15 (E.
coli : MIC 12.5 pg/ml #H) Tikik54 BELEH
RBBONTENTHoTce AIBIDER 12 5 KTV 13
Tk 52~ 3 BRI @#x %, 3 HEDORKET,
Klebsiella, E. coli x $, &K LI, WELMEL S 3
BIDEEESE (BHHE : E. coli) ix 4~5HORET
WFhL BRI TH -1 B EOFHFIDERED MIC
X E. coli C 3.12~6.25 pg/ml, Klebsiella T 6.25
pg/ml THot,

2. W =

CTZ o#ntd LT, BRARYES X O RBRGE
i 4 plc e e R i, ®E5HEXME 1 H 2.0~
3.08 ¥ 5% 7 FUBRCHEREL, 1H 2~3ELS
FAamEEL, D1 BERETR L (Table 4),

EF9: ERIHEMDLRAL, ER, BREECL
FEBFERRYT 1H 2.08 #5LETA, 4
HE»OHEHRL;, FERMD Streptococcus LHEL
f2o FD#% CTZ 1H 1.0 g OFECY Y 2z fcdt,
L7 R R HEER L,

FEFI20 : 39°C BAOEMKEAMCTHEMAEEFHFE LTER
BAR LI, EFERBROEREN, 47 2BDE
58, \HBY, #0752 BEATEHEREILEL
(E. coli #5FHR), AFTiLiET CP, KM o#t5%
2T T, B¥ CTZ % siiEre 1.0g o
i 1H 3.0 2 OABHEYTRoTc. BB 3 HES
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DRBEMAARL, TS ERLBRLGD, 4B
TR E RS o, 1HEY 2.08 TREL,
IHIIHMEREG LIcE A, EEPREDT, BHFR
LT BRIBORRFELE S L OREEMERL, EWKkE
BRI,

FEGI21 : MEROTEMNBERL, NERKCL CTZ
FREL3IHEENDL, H, WEFTROKELR, TE
FIEMIL IR LT,

FEFI22 - IBIR7 # AT, 39°C BORME BEFEYTFL

TARULIBERERT, Kb E coli ML,
CTZ »1{ 2.0g THHLHBL, 4 BRICIIRRY
&, RIEFBLEM L oot RPN EEREMBEROR
FEALBITH D, CTZ w2 » Atk (FER9 » AXK)
CHERE X1 Lic (Fig. 5),
3. [RREEDOE L

Pl Ex#iE+n e CTZ ofiERTIL EBTERNR
B, FEMNBEHERLED BRANBRED FHFI85.7
%, RESRHEDE I 71.4 %, FEBILIRIL T 66.7

Fig. 5 M. S. 32 y. Pyelonephritis

22/Vll 25 28 30/Vll 16/x
T T T T
CTZ 2.0g/day 1:08/da

c LV.

401

39+

38 /\

37 V |
Lumbago (—) (—=)

i ; — - E. coli
Urine Gigim O (= >10°/ml
Sensitivity| CEZ (#)

Pyuria + + _
WBC 13,500 10,200

Table 6 Clinical results classfied by organisms

Isolated organism No. of Excellent Good Poor Effective rate
cases
E. coli 7 3 1 6/7
Klebsiella 1 1/1
Pseudomonas 1 1 0/1
Staph. aureus 3 1 2 1/3
E. coli+ Strept. haemolyticus 1 1 1/1
E. coli+ Pr. mirabilis 1 1 1/1
E. coli+ Peptococcus 2 2/2
Klebsiella+ Peptococcus 1 1 1/1
Total 17 7 4 13/17 (76.5%)
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BRI AL, #E 18 i, ELX, FHhit 1341T
72.2% 2 CTZ OFHEIBEDBII,

FER L B RBPIRYYE, [REEEE 3 4 P
L, E9HIE BRI -8, 2B Thoic
(Table 5),

¥, BAHINOEENRALZIC17THADS B, 134
(76.5 %) 1 ENF LOEHNERL, BROZ Ligrib,
BREE U TRLFHEEOR E. coli o+ 2535%
MHEIL- T (Table 6),

4. EIEA

CTZ ot AFTOWERKIS IO HBRr EicT b
DEHBLRT, HEEEROELL, B EORITER L
BRI ST, Fle, —HOERT CTZ #R54H]
#off#EE (GOT, GPT), BH#se (BUN, [REAT
) HBRBELED, L RCEREHREEDILI T,

73 &

Cephalosporin R4 MBI fERBF2ELLL Tus
% Penicillin (PC) ItltN5 &, HEART F 54D
LRI EA A DERITEMTH DAL PC L Righ,
AT N OHT & EKRARMOEXY LD LT T, X
Ry b7 LDERZ L, HEtAD Cephalosporin
<#% CER,CET )kt CEZ T4 5% &, HiE, I
it 3 X OV Rkttt CER, CEZ i2izi3% 1L <,
RATR# S0, EHAEEE CEZ 23w,
CET i3k T—#f deacetyl {bkxhnrz &1 HY, Hi
EAEHT 2 BT HANTH . LhL, VLol TEE
2o & LPOCREND B, SEIBH L CTZ &
CEZ oH@#it&¥WwD1oTHs7cd CEZ TikiX
BULIMABETHEELTIV. Tibb, B
DETUHEROTER LB TH D E. coli, Klebsiella
¥ X Staph. aureus \Zxi3+5 CTZ ORBEMIELNE
13 CEZ } k7, MIC o peak it E. coli T
3.12 pg/ml, Staph. aureus T <0.39 pg/ml TH5,
CTZ iBE»LRIRI e\ e, b EbEED
BV CHERA I A, BBkt BE 3 B R
Ti¥, 500 mg HEH 30 5T peak L, 6 K%K
KRR B %25, ZOBEHBPRPHME (6
B ¥ THI 60 %) DRERMBARD &, kD Cephalo-
sporin ZEFOY L FEILI-BREA B LR TV, X5
L, EAKPANLBINEHAIRTEH ), B0
4% Cephalosporin O—MMEAEZRTLDEHZLD
hae

BEERIGH & UL TEROBRIRYYE, REBEPSE, &
BRI EEF 2260 (W18 41, EiE4 ) WERAL
TR RS BT 18 Bk 72.2 % DEEE UL

», FERETITAFLACHRRRD bR, ERFIT
B RARRYYE CHiE, #E Hh¥ T 10 flF 9 HlaiE
L LLREBEDERL, e Tk BEOBRIEE
RICHR 2 BD I LB E . 86 (iE, &) ©
REBYSE (BRER, B Tk finEFianl
BT, EPIBREL2H OB 1AXTFEEERCE
Bt L, Pseudomonas ¥H)) THotze CTZ (1B D
KFoHEt X h, RECREECBTT SO TREEE
FEDHRBEERRTH S, BRERFORGAEIE
DIFRA Dicd R EEIND, ZDdiRE
HFRDIER, REROMEBLIH HLEINELI - TL %,
LHhL, —ETRREC L - THRMHFTERL LD
Hbbb, ZoXdhBaogREcy CTZ »4&
HTHEEYETD, b, TEBRENOHKENLD, &
TR 5 PEMEREIC R BE ST\ 508,
IR BEL T BAERERS BREE 05 20106b,
Cephalosporin Z¥Xlix PC, & PC & & Lzttt
DEGECFERTE A ERLE D 1oTH Y, CTZ
DEREHRLD D,

1 RSB X 2HRNROBRNTH DA, SEDR
BTIZ1HE 1.08 & 2.0g ofcikizs A LEDR
DEXRD TRV bBAA, TIILEABE LR
THIDSHEELIERTXETHHETH 5,

LSS N U

CTZ B84 % BRI 21T 5 @dy, ERARH
R BERICHEZ AR, ROBREEBT.

1. ERARESRSHE O CTZ B ilE LichH
B Staphylococcus, E. coli 33 X8 Klebsiella Tix
CEZ ri3FRAROBZHFIH R D bh, MIC 0
peak ffiix Staphylococcus <0.39 pug/ml, E. coli
3.12 pg/ml TdH 1z

2. CTZ omriEE i 500 mg %5k 30 45 #iC peak
xR, 2BHUBEBEIETRT 5. DI, RFE
13, 6BEIE CTHERDRI60% EEI D,

3. CTZ o RMABITE LTI, FABITEE
BT,

4. BERRIGHE L CHBABRYYE, KEBRGE, /HE
BREYYE L DO BRI 0T 22 e EAL, HHE
B5#18 Pk, EY, BB T72.2% Q34 ©
B FL, R4 2PCHRIED bR,

5. EWERE LTHRITRELOIXZDL L h -
o
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LABORATORY AND CLINICAL STUDIES ON CEFTEZOLE IN THE
FIELD OF OBSTETRICS AND GYNECOLOGY

SEIII MATSUDA, SHINICHI SANO, TAKASHI KASHIWAGURA and HIROSHI FURUYA

Department of Obstetrics and Gynecology, Juntendo University School of Medicine

1) Bacteria isolated in the field of obstetrics and gynecology demonstrated that ceftezole (CTZ) sensitivity is
distributed almost the same to cefazolin. Peak value of MIC was <0.39 ug/ml in Staphylococcus and 3.12 pg/ml in
E. coli.

2) Blood level after intramuscular injection of CTZ 500 mg, attained to peak in 30 minutes, and decreased
gradually after 2 hours. About 60% of the dose was excreted in urine within 6 hours.

3) CTZ transfer to fetus was proved in umbilical cord blood and amniotic water.

4) CTZ was injected intramuscularly or intravenously for 4 ~ 8 days at a daily dose of 1 ~ 3 g to 22 cases of
various infections, and the clinical effects of the drug were investigated. As a result, efficacy of the drug was
recognized in 13 cases (effective ratio 72.2%) of intramuscular injcction group and in all 4 cases of intravenous
injection group. No notew orthy side effect was noted with CTZ.



