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REHEBIC 313 % Ceftezole dizt
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BERREEFERRBFHE
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Ui & AL H BRI A

AEEF UL BB UM E Ceftezole (CTZ)
Cefazolin (CEZ) o¥Ni&itad®oD 1 >& UTBRWE
Shiz# Li> Cephalosporin RITEHETH B, &
H3HFR CHNC,S;Na ¢4 F & 462,47 [DY=F::)
~WEAERRKOERRTD 5, AFOBRFHEKICL T
AISARBLRNLcOTZEOREEZUTICRET 5,

KR EH KUK
1. WRWEM T FoRECHRT 5%

FRFN 49 LB IRF R D BEL 7 20 BROIFFE T &
U EREICKT 5 MIC 44w ftid Cephalosporin Zi
K, T CEZ, CER, CEX, CEP kxXxvt CED
D 5 BOPAR & BB L, HIEHEILH AR LEEH
Pepamsr: (JHE) Ly, BERFERAREL M
Wi, FORG#IT Table 1 o:khTH5B, i Ce-
phalosporin RHAEFIOREMMEL I LI, LD
Bz Table 2 DEBHTHS,

2. UHFIMiER X OEKREE

2 kg gitoEa @AY Y FE A CTZ 50 mg/kg
ARG L, Fof—ERBECIEE X OBEKE
FH L, CTZ oBTEEXHIE LT, MEHEL B
subtilis PCI 219 #REH LT HHBH v THEE A,

3. CTZ 2.5% # 0.2ml EETFEREDOY Y FFK
HNEE

REEayFemAv1 vy ¥ 1R CTZ 2.5% &
0.2 ml #FREETEHRL, EOHFIKELEKAE
Txgit Uiz, HETEST ARRTRCEL, 12 Ko
HET TR, FOH 1 U4+ 1R 1R Qi
30, 60, 120, 180 ¥ L UF 240 STFEAKEXEFER LI,
BKPS EE D RIBIXFIEC & R OFET, L0 BT
Table 4, Fig. 2 ot xhThH%,
4. BRADIMEPIMEE

2ER A (volunteer) 8 &4iz CTZ 1,000 mg %1
EIfEL, 4815 H% 30, 120 L0 240 41,
D 4 i3I E% 60, 180 R XU 360 T ThZh.
RILL, FOMBREBEYIIELC. MEHEIY S
DB L ATV, ToORE Table 5, Fig. 3
DERLTHB,

5. FRRBUE
FHFN 49 4E 11 A X W IEF1 50 4F 2 A¥CIERBLIC
FIRERSYIE 3 B, FKIRE 2 4, RERARES 2 4, MEE

w10 8 #ic CTZ 1H 1[E 1,000 mg #[FEA}
ELTHIELEDYRE R LI, B Table 6 o>

Eghiuy 1/10M ) CEMEER pPH7.0 W TER B LBHTH%,

Lo ORI Table 3 sk Fig. 1 ot kb T
&50

ERBIUIME
1. R U RECHT S HEN

Table 1 Sensitivity distribution of pathogenic Staphylococci (20 strains) in 1974

Drug (%é?ml) 0.1 0.2 0.39 0.78 1.56 3.12 6.25 12.5 25 50 100
CTz 0 1 7 9 1 1 0 1 0 0 0
CEZ 0 0 12 5 1 1 0 1 0 0 0
CER 7 3 6 2 3 0 1 0 0 0
CEX 0 0 0 0 3 10 6 0 0 0 1
CEP 1 4 7 5 0 1 1 1 0 0 0
CED 0 0 0 0 1 7 11 0 0 0 0
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FEFD 49 EECRBI RGN RBRYED BEMN D
SrEEUTORIREME 7 N v BRE 20 BRexd % CTZ o MIC
5rAfiy 0.39~0.78 pg/ml i L, 12.5 pg/ml @
MIC #RTHd 1 #EBDd BRI, D Cephalosporin
ZYAERIE g5 & CER, CEP & h®%5<, CEZ

L5 & (Table 2), No. 11 oo CTZ, CEZ, CER
X0t CEP @ MIC ix 12,5 pg/ml, CED o MIC

Fig. 1 Serum and aqueous humor concentration:
of CTZ in rabbits after 50 mg/kg i. m..

Li2iFABET CED, CEX X b2\ MERA R L, dose
W 5iE5, Cephalosporin % 6 BOHIAERK DR ZEM M
Table 2 Cross sensitivity of cephalosporins ;tgl/orix(l) ]
(ug/ml)
Sph*| 17 CEZ CER CEX CEP CED
aureus. 5
No. =
1 0.39 0.39 0.10 3.12 0.20 3.12 g
2 0.3 0.39 0.39 3.12 0.20 3.12 S 1o
3 0.39 0.39 0.39 3.12 0.20 3.12
4 0.20 0.39 0.10 1.56 0.10 3.12 ﬁg;?r“s » Serum
5 0.78 0.39 0.39 6.25 0.39 6.25
6 0.78 0.39 0.10 3.12 0.39 6.25
7 0.39 0.39 0.10 1.56 0.39 6.25 Yo 5 % 1 T
8 0.78 0.39 0.20 3.12 0.39 6.25 Time
9 0.78 0.39 0.78 6.25 0.78 6.25
10 0.78 0.78 1.56 3.12 0.78 6.25 Table 4 Aqueous humor concentration of CTZ
11 112.5 12,5 12.5 100 12.5 50 in rabbits after 2.59%, 0.2ml subcon-
12 10.39 0.39 0.39 3.12 0.39 3.12 junctival injection
13 0.78 0.78 0.39 6.25 0.39 3.12 -
14° [0.78 0.78 0.39 6.25 0.39 6.25 Concentration, Aqueous humor
15 10.78 0.78 0.10 3.12 0.39 6.25 Hour :
16 0.78 0.78 0.20 6.25 ‘0.78 6.25 0.5 4.0
17 1.56 1.56 0.78 3.12 6.25 6.25 1 19.5
18 3.12 3.12 1.56 3.12 3.12 6.25 2 6.8
19 10.39 0.39 1.56 6.25 0.78 3.12 3 1.8
20 0.39 0.39 0.20 1.56 0.20 1.56 4 —
209P |0.10 0.20 0.10 0.78 0.10 0.78
Table 3 Serum and aqueous humor concentrations of CTZ in rabbits after 50 mg/kg i. m. dose
Concentrati
Hour rzﬂr;/t xlnoln) Serum level Aqueous. humor level Aqueo::tih:n(lz/:)/serum
1/2 13.0 1.9 14.6
1 13.5 2.6 19.3
2 5.9 0.4 6.8
3 0.9 — —
4 0.4 — —
6 J— J— p—
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1% 50 gg/ml, CEX o MIC i1 100 pg/ml & 337
HEDEB AR Lo, oIV MIC ik 6.25
pg/ml LIFTH- I,
2. UHFOIERIOFEKEERE

vH4 i CTZ 50 mg/kg /& 1/2, 1, 2, 3, 4
FIU 6 RHBECIES X UOBKEFRL (BAIX 1R
106 1 RS RETBRIT %), TOBTEREY JIE L.
55 1 K peak (13,5 pg/ml) &7ch, 28T
4% 5.9 pg/ml, ABRERICIX 0.4 pg/ml, 6 EEEICILAI
EREETH D BHERRENE Vo W o iF 5, BARBT
w45 e, 1BMT peak (2.6 pg/ml) &7ch, 28%

Aqueous humor concentration of CTZ in
rabbits after 2.59;, 0.2ml subconjuncti-

Fig. 2

val injection

ug/ml
20.0

—

e
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Concentration

"4 hrs.

BT 0.4 pg/ml r7ch, 3ERHLUBIBITNEDLNL
Teh o 1co ftid Cephalosporin F oA %] 50 mg/kg
HEHROY Y FIERNEE Y peak B THET S L (L
#t L£)»», CER (87.5 pg/ml), CEP (31.0 pg/ml),
CEZ (21.1 pg/ml), CET (15.5 pg/ml) v, CTZ
(13.5 pg/ml) ZWBIEAE, ¥ peak BFDREKA
R LT % & CER (18.3 pg/ml), CEZ (3.6 pg/
ml), CEP (1.25 pg/ml), CET (0.8 pg/ml) = CTZ
(2.6 pg/ml) 13 IREICMNEL, MEREEH L
X B L LRABTORFI X B 2EKTH B,
FEliHi 19.2% Tfthoo Cephalosporin Z A Kz H

Fig. 3 Serum levels of CTZ in human subjects

after a single 1,000 mg i. m. dose
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Table 5 Serum levels of CTZ in human subjects after a single 1,000 mg i. m. dose

Bod Hour
Name Sex Age weight(kg)
1/2 1 2 3 4 6

Simasaki F 20 65 10.1 4.3 0.7
Tsubone F 27 40 15.0 5.7 1.3
Matsumoto  F 38 47 10.5 4.5 0.8
Honda F 20 53 10.0 6.2 2.0
Fujii F 20 53 9.8 2.3 <0.39
Suzuki F 20 52 11.5 3.6 <0.39
Murakami F 20 50 8.8 3.4 0.4
Nemoto F 20 55 8.0 1.9 <0.39

Average 51.9 11.4 9.5 5.2 2.8 1.2 <0.39
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Table 6 Cases treated with CTZ
o . . Daily dose | Duration Side
Case Name Sex | Age Diagnosis (gX time) (days) Effect effect
1 Yamazaki | M 25 | Corneal infiltration 1X1 3 + -
2 Sato M 37 " 1X1 4 + —
3 Minegishi | F 19 | Corneal ulcer serpens 1X1 4 + -
4 Tanaka F 19 | External hordeolum 1X1 3 1 —
5 | Iijima F | 24| Internal 1X1 3 + —
6 Numata M 47 | Lid-abscess 1X1 5 + -
7 Sasajima F 50 " 1X1 6 + —
Prevention of postoperative 1X1 4
8 Sato M 2 infection (cataracta) 0.5X1 3 Unknown) —
L, ERES A Aabhigs -1, FlAFD 2.5 b %

% 0.2 ml OREFETEHC X A2EKABMLREE3
R CHEL, 18RIT 19.5 #g/ml & 50 mg/kg
PFETOREL VIXHHRECBEAKNEEL R L, 7t
B Z OBEE TR & QICEVCFIBERIED bR
TOERE bR, LaL, %K1 Cephalospo-
rin RHAERTHD, TLAF—RKISORIIITHE
AR ERTRET, ¥OLBETH D L5 RELST
RIE BN HETREIBT E2RETH D EHEL TS,
3. b hILFRNEE

U4 X2 50 mg/kg 25 Lo MEPIEEL )5
BRBHECERL, ThbEHE/RLEN <L, CEP
D= IERLI, e tOBEE R D E, 1
[E] 1,000 mg e OMEMBEE, 1/2 BT 11.4
pg/ml, 1FHIC 9.5 pg/ml, 2BEMC 5.2 pg/ml,
KT 2.8 pg/ml, 4BERT 1.2 pg/ml, 6 M
HEMREETHo oo VHFDEE, £ b (20 mg/kg
#5) L, MSABTREGF Tz oL CEP &b
TERTW 3B,
4.  FRIRBU

FHFN 49 42 11 HIHFI50 4 3 A% Ui AR E
34, ZXIE24, RRBE 24, 27 HOEEEEN
PR RGP 1 #lic CTZ 1,000 mg % 1 H 1 @&
THEALR, 3~7 BMOERTRRREET <&
KB bhic, F-EEMCEDSRDEERILLh -
2o

1. CTZ D%EMT F v EkE 20 s+ 2 MIC 4~
ik, 0.39~0.78 pg/ml &EhL, 12.5 pg/ml .
1#%EDbhc, TOHEIO®X: CEZ iEplL,
CER, CEP k& h®=5<, CED, CEX J h R\,

2. U¥F¥r50mg/kg ¥HEL, FOHD MEA-
BIVOBEAKABTERB L, TEE b 1R peak 2.
BdbR, FTORFITEI G,

3. CTZ 2.5%# 0.2 ml 294X REORETCE:
HLUICHEOFKABTIL 3R E T bh, 1K
iz peak 23% b 19.5 pg/ml TH 71z,

4. BA8%&k 1,000 mg #1H 1E&HE (K 20
mg/kg &5) BOMBNEE L, 5%, 1/2 BET
peak Lig b, 11.4 pg/ml R L1, 4By 1.2
pg/ml THbH, HHTIIEMLRL, vHFoBHEs
X b LR ORV - LR,

5. FEPRBUE X ABERYLE 34, FHlE 261, IRk
BB%: 2 1D 7 BIDIRE IS X OB AT R T 15 1 Bl
1H1[E1,000mg #fiEL, 3~7 HHOBRETHE
TREGEBBD BRI,

X [
1) S23EBARERESEENRS FEARLHE(I

Ceftezole, 1975
2) ¥EETF 1§, 12 KR 25: 351, 1971
3) ftHMEAYR, iZd : Chemotherapy 22 : 1390, 1974..
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STUDIES ON A NEW ANTIBIOTIC, CEFTEZOLE,
IN OPHTHALMIC FIELD

HISAYA TOKUDA and HIROSHI HATANO
(Director: Prof. H. TOKUDA)
Department of Ophthalmology, Kyorin University

CHUICHIRO KAYABA
Jyoban Hospital, Iwaki City

Laboratory and clinical studies on a new antibiotic, ceftezole (CTZ), were made with the results as follows:

1) Minimum inhibitory concentration against coagulase positive Staphylococci (20 strains) isolated from
-ocular suppurative lesions in 1974, was in a range of 0.39 ~ 0.7 8 ug/ml.

2) Penetration of the drug into rabbit aqueous humor was measured simultaneously with the measurement of
.serum concentration. Aqueous humor concentration of CTZ reached maximum (2.6 ug/ml) 1 hour after an
intramuscular administration of 50 mg/kg, and the maximum serum concentration (13.5 ug/ml) was obtained 1
‘hour after the injection.

3) Aqueous humor concentration of CTZ reached maximum (19.5 ug/ml) 1 hour after a subconjunctival
“injection (2.5% solution, 0.2 ml).

4) Seven patients of ocular suppurative disease were successfully treated by a daily dose of 1,000 mg CTZ.



