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Cefazolin (CEZ) 3 fr® 5-methyl-thiadiazolyl-th-
iomethyl 20D 5 % 5-methyl ZoOLLEET, #HHE
ZR7 7 A PENEER CEZ 28U LTWL 308, 4Kk
NEERELVRILZEDCETHBVY, 40, A
KDL THEBHL ST CHERRIZEMA O THE T
5,

KERAELER
1. F@|7 FUEE, KBRR Lo Klebsiella
THHEN

BERFEORMESMEE T N UKE 20 8, KB 23
¥k, Klebsiella 7THE3sX0%2, 3EMERC W3T5H/)D
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Table 1 Susceptibility of

Lz, 3%t Heart Infusion Agar (5, EXIFHR
BP5L 0.1~100 pg/ml, #E3 Trypticase Soy Bro-
th CEBD AV, FRETZOE FHERL THERRY
ELlo iM% Cephalothin (CET) o
F o ARRCHIE R B Z oo oo

#Eix Table 1 Ll lic, HEaT FYRETIEE
DRSO peak ik 0.4 pg/ml ©, CET [k
0.4 pg/ml THbh, \WFhi lEEosHmELDLI,
KBEDFD peak ( CTZ i 50 pg/ml, CET ¢
i% 12.5 pg/ml THBHA, WThb 100 pg/ml P EO
Bk ie o Too Klebsiella wo\uTix EID BX M5
FRIFFLIL T,

bRy HWT CTZ L CET R &£

bacteria to cephalosporins

B . D MIC (pg/ml)
acteria ™ 010204 [08]1.6]32]6.3]12.5] 25 |50 | 100 | >100

Staph. aureus| CTZ 1 2 9 7 1

(20 strains) CET 3 11 3 2 1

E. coli CTZ 1 1 4 6 10 1

(23 strains) CET 1 1 3 2 10 5 1

Klebsiella CTZ 1 1 3

(7 strains) CET 1 2 1 3
CTZ CET

Staph. aureus 209P 0.1 0.4 (ug/ml)

E. coli ATCC 10536 25 6.3

E. coli NIHJ 25 3.2
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Fig. 1 Correlogram AHBENE A THIF L, Fig. 1, 2 0k 512, &
- Staph. aureus (20strains) 7T FURE, KBEE SBEE Ao, BRI ES
10 EED BRI T2
100 2. HBRNEE
50 1) AEREBEAERITRI Iy v TEORIYM
25 X oo HIEEZHLIE Nutrient Agar (pH 7.2), ®BE
122 ® B. subtilis PCI 219 % 1% =34, pH 7.2
S 3' ) dbalanced saline solution (BSS) % X v¥ Moni-Trol
1.6 1 I Jﬂli‘?’@‘*ﬁ:ﬁiﬁ%iu%ﬁﬁ Lf:o
0.8 112(3]1 Rz Fig. 3 & kb, BSS i 100 pg/ml 55
0.4 8 1
0.2 1)1 Fig. 3 Standard curves of CTZ
0.1 1
mm Media : Nutrient A H 7.2
0.10.20.40.81.63.26.312.525 50 l(i?g>/x1nolo 30h T(-_\estlaorgalxlﬁ?rsni B.subtilis BCI 219 ’
CET pH 7.2 Balanced salt solution E
Fig. 2 Correlogram m——— Moni-Trol I plasma /;
1
E.coli (23strains) i
ug/ml 2 1
>100 Q2
100 1 8
50 112(3]3 1 :'5
25 111 301 E
12.5 1 21 s
N
5 6.3 *g:n 10k
3.2 1 3
1.6
0.8
0'4 1 1 —l. 1 1 1 1
0.40,81.63.26.312.5 25 50 100>100 0.5 1.0 5 10 50 100
CET #g/ml g/ml

Serum concentration

Log concentration of antibiotic

Table 2 Blood concentration and urinary excretion of CTZ following

500 mg intramuscular administration in human subjects

Standard curve : BSS(pH7.2)

Serum level (ug/ml)
Subjects
1 hr. 2 hr. 4 hr. 6 hr.
A 4.6 2.7 0.82 <0.6
B 4.4 1.7 <0.6 <0.6

Urinary excretion

Urine concentration (ug/ml)

Urinary excretion (mg)

Subjects Total recovery
0—4 hrs. 4—8 hrs. 0—4 hrs. 4—8 hrs.

A 600 44 315 19.1 334.2mg (66.8%)

B 640 <15 224 < 5.3 229.3mg (45.8%)
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1.6 pg/ml ¥ CHEBHRINISITERE 0D, MIETLRE
THoleht, HIEFARRRLREHE L.

2) BRI UOHFREED L\ EEEFc CTZ % 1[0 500
mg FHELCHUE 6 RHIE F cHIML, Rit4kL08
BHEEco2BesEL TERLZO—EHHIE L 7
BT TEED Fric X b, fEEgr BSS (pH
7.2) FERLC, MBEXMELTHLTCEDOEE, R
% BSS T 10~100 iz AR LAIE L 720

#EFRix Table 2 o & b, MiE A 5 (1 1 BEEE
4.4~4.6 pg/ml, 6RREIBICIZ BIEERUT & 75,
RAEREEIY 4 BEEIE % Tix 600~640 pg/ml & B 23
ZALBETL Z D TR, RbgEttgi 8 BFEIE ¥ Tic
50% T2 B X, ZTOREH 4 BB ¥ Cicghitx
nTw3b,

3. ERERBIC 3% el ik

BRABBRYERL 332 CTZ owiE Ry il
Too RHREBITMEMAE 9 B2 HIAFMS0ET A ¥ TIe®
B LI ERER 8 H, Mk 34, JEERYSE 541, B
FESE 2 4, IRIBRYYE 21 BIOET 39 FITH H, HpEEE
ELUTHERR, BIUEERER L oS hotc, &
FEFNIIR SERIBIC ATRE /LR b MR R A B 2 7L,
disc #C CTZ % X OMhRlict3 5 B A fIE Lz,

CTZ R 53kl #rrIke L, 240icaH
EE BZltot, 5T 1[0.5~1.08 ¥ 1 H2
~3[ETHBHH, BEHC LY 4ERER R I T pIH
H5b,

PRHBIBREHOME F IR L, BHRERE X
UREFMREOWEL OWMBIC L W HE LI, & TRk
PRRYME I XEE R RS X W MBS D 2 ih -
BB, EHENERIH LCBAIHROEE
ThrrbbTHERESE L,

#EF4% Table 3, 4 T Ld LTz, FPRES RYUEH,
Rk LORE XK 8 Bl TR CTEFRMCE R & B
bhte, MEFEMCHETELDRIFALETT, Zh
LIZWTh LB TH - 7o,

BHEME 3HL 7~ 15 HE DR 5T BRI e
ZHbhton, 14T AKM oftfrs o b T
TolcHHEAREEE L,

EXERRGAE 5 BlRRED 5 48 2 Pl ERE 2 2tk &
LTWah, Wb BENTH o, Fftid 3FDfE
EREYELES, AL EOEBERDI DTS LE
Bz bhishotc (5B 140 AKM & DftfHD
B, HNTH o 1 SR HFIITEE)

BIE A g e 2EMAIRMA R LOBRLOEE
bR & e 2 B IREBOE/L A ABPC 5% 5

Ve 3, (LEREO D MIEREETH -
o CTZ 1H 3E&MHIREEL GM 80 mg #FikaBass
Lick & h, ML L RBEEL—REBER LD T
EFI 17136 B, EFI 181210 B THREG XTI » 7o (BN
FHETRER)

R RRGWE TUX SMERERE2E 13 (i 8 il KRB
BXh, ol Klebsiella, Enterobacter 713X Th
5, BRI 2T, MBI Klebsiella o
BEIhC 1820 L BN TH - 70, BIEEENED 1
BHIES TR ST BRB DD Lz, RE DR
REE S - e REBYSED 3l 1 FILHIESTH -
Ted, BUEEHRERO 4 IET S THEEY, BRAC
BHTHoTo

CTZ #5ixfmnx 23 4l, #HiE1661 (5 bEHE 260
T1H#ERX0.52 2[@#t52 1241, 1.08 3[@111
#, 1.0 2[@ 1041, 0.58 D 3 Ffcit 4 [EREGHE 3
Fchsb. BRERMSAZLI15H, BRSET5 gD
45 8 ¥TT, REBBRPETIBERRAICKRE 5~78
BENSONBERBERTIZIS ~21 g LIRSHRE M
LT3, JLEBRRETLRE 14 ~15 0% o T,

Bk, 2EFAEUCEKRMCEDS, BHR26, &k
2, TN AR IOYRHUETE LT, ENEEDEED
BLEREIY Lsh. MEFHNEIUEL X 6
¥ur 27 BT, BOWEEARLD 20, OB 1, &
FEITERAH 6 THoToo & QCRBBYE TITE
BIAHEBTTEET, HOWRIACIFRD 17, TEELIT
B 4T, BRENRIL81% THo T,

BIfER & LTk 23 B, ERTOERILE FIEER
N3P A BRI, FEFICIENHFL X -
oo

4. BREFBEOHMAEREMEOEE)

LEEERRAIic o & CTZ 5RO, B L OWEM
BREOEFER DI OER I Lz, Tiebb GOT,
GPT $ X0t Al-P, BUN, ME /L 7 F = & FRINEK
B, ~e/ o i, WMRERETHS,

#E5ix Table 5, 6 il lic, FAYMKPRIER
BIVOANES g MEROZHELBLOILITHITH
BH, 3 CGEBI3, 6, 14) iRImEkED 50 HLl
DEYE~NET oL MEOBIEZRD, ZhbD 34
BLETHY, ER 14 XEEO BHEREY EEE L
LTwaz kb, BEER L OREEFIZHEST
sV, FFRETIX 5% GOT, GPT ko Al-P
DERERUIcOX 37 9 1 4] GEFI 14) 12TH b,
APNLSERD & 3 0 PR BT H 5 [ % O EMESIC
X BTTREMEIRE W, FABHAETIX BUN fHERA
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Death during
treatment

Local irritation, Pain,

AMPC no effect
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¥ ( ) Disc sensitivity for CEZ

37 HIR 14 (FEFI34) wiBdbhic, AFIIETRE%R
HEBTH > Tl MBIV T F=UE X 28FCTER
BB RDILD - o

ERELBE

CTZ 1z CEZ & %% THlo Cephalosporin H|
T, iR b5 LR IOHEDT CEZ wizE%EL
{, ¥7= CEZ Lt oM ER L HRDR B, KANEED
Tk CEZ & Rig h Pt Re <, b MTHERED
Ik E R 0. 6 BfIfEEE T CEZ ok THh D,
Lichio THIFEEE D peak fEHEV . A4k CEZ X
DL BABARIILRLEEDZ L TH DS, Tl
BORER X b AYFEHRAREET T 5.
MEBPREEDOENDARTY, CEZ KRB EE
EAELIEMIT—% D Cephalosporin % & HLIL Tk
0, FEHRBETLERATORITIRIFEERLR
oWk Ex bhb, DX 5 CEZ L HEBLICESR,
MR RERsE L, KPR Ih s S2 D%
HERFRARELEZLTIWE 5 THH, HlIHRONT
HB LR IFEE O peak EIMET 57 E
Dz EbdHh, CEZ HEZhTIleLTHR&ERLD D
H0RIETHS 5,

ARIXEERFERT A Hch, = OIPEREFRZ 5
¥xCT1H3I~4EBEIRHN . Tebb 39
Fid 1 B 2 @5 2261, 3~4EN17THTHLE
EEGED LD DA D EHBLEIADNR T, BE
5L 75 AEEE T E O RBRVEEZ MR X 5 RILE
7 & DEFEBPEFTIRGEDENHSN LI, TLBHD
TH55

ABFFETLL 35 BIFR B R 29 BT B 83% D BiAEE
xlc, EFIFCHERE, BILELE OEBEELY Lo
Bl otc b dEZ2BE, ZOBYRIETETD
B ZEx TIWERD, i L—RofLsmkilic >
WTEXBZETHHN, WhWd D8, HHEOKY
ERLUTIRRE, BB LEIONE o, DD
AULBERED 1 DDOBRTH S5,

VoI5, BWERE LCBERICBITRIS, g
ExRF2 BN B e 23 Bl 3 T T E 7w,
(EFEFEELETORTRETLHLHEED L 5 TH
D, CET R b iR THERMTH B &\ 2 & 5, Cepha-
losporin K|o#4& PC ZERE OEET LV F -2
ETHH, ARNIZERIHBEP I NEDZ ETH
Bo 1ctil, CEZ ri3fFREELELUL TS dn
REMIRNE 5 THHEBERATIET L F—HOK
BB BIIED ol RENEROERREEY XD &,
39 fileh 3 BliC It 5 —@BMICRIERD B & ~EJ B
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Table 5 Fluctuation of the laboratory values (I) (Respiratory, biliary
and septic infections)

Name | Age, Sex (g}/*}l’l) ;;E%) (%Ei) E?Ee: GOT | GPT | AP | ng/fjl) (Ez;t/l;lln)e Pase-
N RN T i v e < - A O -
s | oF | 1| BELWL LA T i | -
slos | F | B0 WS | & | mr | ms| as| se| we| om| -
SWN| B F s g 232 N 18 76| 18| 0| -
RS I s A - I O A A -
st B B & Be | @ | | es| wmel| us| -
ARSI e R w | s | 7| w | pe| l
elmi oo | 2R R RS Bs| M| mel| we| ol -
R T I R I S Bl e B o
RS N A T S A R - -
wine w F Rl G| s Wo | | m | 75| we| om| -
R{YE ® F ) po b i |l n | % | ® | 10| W '
BIES WM | g i N
Wit w F LSS S S se | n | m | me| | Lo -
AR AR R W w | owe| v oos| -
BISK 2 M| 0 B | g | ms | e | s | e | 18| om| -
WSS M| | S | | me | w0 | x| e | wom| ~
85K |6 F | oue g | s | ma | @ | w | es| mo| om| -

% Examined before the last administration
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Table 6 Fluctuation of the laboratory values (II) (U.T.IL.)

Nome | 5 Sex | (i) | K38 | Gl | CREE) oot | 0n | AP | iy |G| e
WIRE | #F g o | s | w | | 7| we| Lw| -
IR TR - R I I A O R
R IR I - - - O I I A S
misk F i b | om | % | » | w8 | | te| t
BITLIOF | e | s |5 | om | om | s | w | te| -
wimMF e W | B | om | e | k| Lo C
BIME O F gl | o | wr | | ow | ou | ;| L] -
BILS ) BM 0 | s | o | wo | % | » | er| wi| Les| o
AIBN 6 F gt | W | wr | B | 3 | rs| we| iw| b
BINS | BF e Wl | w | e | | ws| so| ms| ie| 1
mIMT o F | e | om | ma | s | | e8| me| om| -
o MA L F g gy | | at | ws| ms | 45| ws| om|
AR\ S F e g | n [ | w | b | es| ba| om| -
wlst ey | 05| @ | o | ws | 5| w5 12| B3| Le| 4
CHR IO S P = I e I Il IO B 8 B
aMs | e M | BB A v I H
BIKK 6 F L pe e [ |6 | o5 | w | we| we| o | 1
AU 0 I O I o A I ol
N Y i 2 | w6 | o3| 1| 1o -
SIKE |6 F ol | | | ow | @ | ¢ | .| oas| o
RS A L R - T - O A I N
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EVEDETREbR I, R LTI LETH D,
ZD5H 1 E QI EEROESREE»ERE LT
BOTHERFC X B0nTELELAC R LE D - T,
FRXOMOREMOLESH L EELAFICHOOTS> 5L
DI 5T,
& =

Pk, CTZ izo& 2, 3OKIEMLT. EBEEA
Hix CEZ 7p E L ELL T B2, BRI oRE %
= CEZ Tt CER, CET it& o Thb b 550

SBOBETHH 5, LR IALLREEROEY &
DTOFREIMEE IR S,

X 53
1) HEAREARED  FERFRLSHE (II) Ceftezole

# 23 E B ARLEREZSKEEL, 1975
2) OGAwA, H. et al.: Abstract of papers presen-

ted at the 14 th Interscience Conference on A-
ntimicrobial Agents and Chemotherapy, 1974

LABORATORY AND CLINICAL STUDIES ON CEFTEZOLE

YASUMICHI KATO, AKIRA SAITO and KIYOHUMI ISHIKAWA
The Second Department of Internal Medicine, Hokkaido University, School of Medicine

ICHIRO NAKAYAMA
Sapporo Railway Hospital

MAsuMI TOMIZAWA
Sapporo Hokushin Hospital

OSAMU Y AJIMA
Tomakomai City Hospital

KATSUHIKO MATSUI and TAKANORI SAKURABA
Takikawa City Hospital

Laboratory and clinical studies were. carried out on a new cephalosporin — ceftezole (CTZ) — and the following

results were obtained.

1) In the sensitivity test using plate dilution method, 20 strains of Staph. aureus and 7 strains of Klebsiella
showed similar sensitivity pattern to cephalothin (CET), whereas those of 23 strains of E. coli were superior to
CET.

2) Cup method using B. subtilis PCI 219 as a test organism would be recommended to measure CTZ in body
fluid. In investigation of i.m. absorption and excretion study in human subjects. CTZ showed about 4.5 ug/ml of
blood level at 1 hour and 50% of urinary recovery.

3) Clinical investigations of CTZ treatment were carried out on 39 cases with bacterial infections including 8
cases with upper respiratory infection, 3 pneumonia, 5 biliary tract infection, 2 suspicious sepsis and 21 urinary
tract infectjons. Most of patients had underling diseases such as diabeted mellitus. Twenty nine cases responded
well to the treatment clinially but 4 failed. Bacteriological cure rate was 78% in 27 cases. During treatment 3
patients complained of local irritation of injected site, 3 female patients showed anemia, and another one high

transaminase and Al-P level, but these may be not attributable to the treatment.



