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Ceftezole o HEHERIC 13 5 EEBER 72 O O ERRBI B

CA ool s — BB v
BIRTILRFEERE 1R (T BREFETER
Mk —B-H O H-&H b 2T
BETILRFEEF I R E Z MR

Ceftezole (CTZ) 3, Cefazolin (CEZ) o X¥i%itL
AYD1 2L LTAREN, BARAAMNTTHLATE
72% L\> Cephalosporin Z#tAEME <, CEZ 30
5-methyl-thiadiazolyl thiomethyl # %4 3 5-
methyl BT OLEEREBELTL 3,

PR R7 b 52413 CEZ IZIZERLTWLBYY,

Fig. 1 Standard curve of CTZ

Disc plate method
Test organism. : B. subtilis ATCC 6633

—o— PBS (pH7.0)

mm
30 —e— Human serum

20+

10-

100 #g/ml

4B, RxEBAFEHEROICAT28& 28720

T, ETOEBHRIFTLLIBET 5,
5 A - S

1. HBREAHEN

PTEREER e UTs Staph. aureus 20 ¥, E. coli 20
#k, Klebsiella 20 ¥, Pr. mirabilis 10 #, Ps. aeru-
ginosa 10 ¥RZ 2 ¥, HAREFREZSEY T X b
MIC #§lE Lz, ¥HIk CTZ, CEZ, Cephalothin
(CET), Cephacetrile (CEC) o 4 #HXlx B\, 3t
ke LT E. coli NIHJ ¥ BTz,
2. TR - Hei

1) FERILEFRES X ORPHE# (cross over)

BERA 6 BEHR & L TEHZERc CTZ 500
mg wAEHEK 20 ml EBK, K3 SR TEEL
T, ERFMCERS XOREFR L, W T5~7H
BRT 6 AlcsTcicr CTZ 1,000 mg # R
EL, MERSICRYEFER L,

s, METEHEKRTHLM, 1/2, 1, 2, 48X06
RS, R 2, 43FX0°6BRHBIERLE,

BB B. subtilis ATCC 6633 » #EEE T3
disc BETITiRL, HMEROMERICE LT, mFite
FEDHE AL PH 7.0 ® PBS (1/15M phosphate
buffer solution 1 F+4AEAEK4E) OBEELEDH

Table 1 Distribution of sensitivity of clinically isolated Staph. aureus

to CTZ and other antibiotics

Drug MI C (ug/ml) No.of
=0.1 0.2 | 0.39 | 0.78 | 1.56 | 3.12 | 6.25 | 12.5 | 25 | 50 | 100 | >100 |strains
CTZ 1 3 4 1 5 1 3 2 20
CEZ 3 7 3 2 1 4 20
CET 1 5 9 3 1 1 20
CEC 1 9 4 2 4 20
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#T, FFE pH7.0 © PBS THERLTITR-7

(Fig. 1),

2) AR s X ORI (cross over)

e & FRE, @R A 64, CTZ 500 mg % 0.5
Y%tEfsY) FH4 Vi 2.5 ml WERL, Srgis, R
BRI LIz, FWT5~7 BEICS IUEL 6 £ 1T
CTZ 1,000 mg %L, BEZER LI, REFRR
Bl X ONER L, BEOBE L RRICT -,
3) ERRHIRET R L ORIfEA

Fig. 2 Cross resistance of CTZ and CEZ

Staph. aureus (20 strains)

pg/ml
>100

100

50 2

1.56 11,201

0.78 11 2

=0.39 1

=0.390.781.563.126.2512.5 25 50 100 >100 #g/ml
CEZ

Fig. 3 Cross resistance of CTZ and CEZ

E. coli(20 strains)
pg/ml
>100 1

100

50 11

25 11511

N 12.5 2|3

CT

6.25

3.12 1120111

1.56

0.78

=0.39

=0.390.781.563.126.2512.5 25 50 100 >100 xg/ml
CEZ

YRR ARRFROHBBRERSE 16 flic CTZ 251,
ERPRZNE, MEFNAR, BEAFCO LW TRITL.
¥1-, CTZ #5§igc, RPEH, GOT, GPT,
Al-P, BUN z2\\T% #fRERFR Y ®EL, I, BH

ENOEEY LRI LI,
B £ B &

1. HEBREATEN

1) Staph. aureus

CTZ o MIC iz 0.39~50 pg/ml ORZ4HAEL,
CEZ r A% CET, CEC X h =ik A\
mAHZbIIz, CEZ & DD REMMETIX, K&icE
XA bl -7 (Table 1, Fig. 2),

2) E. coli

CTZ o MIC % 3.12~>100 pg/ml ofEizbh b,
CEZ LtRA%THo1ont, CEC, CET Xhiz2~3E
T <Sh i 12 R L1 (Table 2, Fig. 3),

3) Klebsiella

CTZ » MIC % 3.12 pg/ml Ll ki b CEZ &
A% TH o728, CEC, CET X bhix1~2BiT<n
T\ (Table 2, Fig. 4),

4) Pr. mirabilis

CTZ » MIC % 6.25~25 ug/ml Ofizdh v CEZ,
CET & izigA% T CEC R213%%% - 7=(Table 2),

5) Ps. aeruginosa

4k, 4FHFIE L 100 pg/ml X hEW MIC T
»1zo (Table 2),

Fig. 4 Cross resistance of CTZ and CEZ

Klebsiella (20 strains)

pg/ml
>100 9

100 1 1

=0.39
=0.39 0.78 1.563.126.2512.5 25
CEZ

50 100 >100 ug/ml
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2. b bIFEPEER X ORPH (cross over)

1) # E

(1) MmyEFEE

500 mg #nEhy, b bILE A R T3 1/4BEREI%ES
39.5 pg/ml, 1/2 B§f£F 22.8 pg/ml, 4 RERHIR
6 Blrh 3 BIDHIERETH o720 WV oiF5 1,000 mg

FERE, 1/4 BB 73.5 pg/ml,  1/2 BRI
49.5 pg/ml T, ABMBTLLHARETET, 68

H&TH 1B TERETH - 7o, 1,000 mg ik
BRI P 500 mg FER O MIEFEEOK 2 %

= dose response D Hiic (Table 3, Fig. 5),

R UCMESEESY pH 7.0, PBS HHRTlx, k M
ERRO MERBEHEOALS OET 1/4 R 500
mg #FETiL 17.7 pg/ml, 1,000 mg FHiETiL 34.7
pg/ml T, LIERHE & bicEd L, 6K,
HETRETH », FERRIC dose response HFEDd B
(Table 3, Fig. 6),

(2) RPEER IORPHHE

500 mg #FHETDH, 1,000 mg FETL 2K E T
izEA RPN, FiET 74.0%, HETIX 79.3

Table 2 Distribution of sensitivity of clinically isolated gram negative
bacilli to CTZ and other antibiotics

) MIC (ug/ml) No. of
Bacteria Drug .
=0.1(0.2]0.39(0.78|1.56|3.12|6.25[12.5| 25| 50 | 100 | >100 |strains
CTz 5 517 2 1 20
E. coli CEZ 5 6211 1 20
s eon CET 3|68 3 | 20
CEC 9171 2 2 20
CTZ 1 1 51111 2 9 20
) CEZ 2 | 2|51 10 20
Klebsiella CET o | 7 20 !
CEC 2| 6 12 20
CTz 1 2 10
CEZ 3 111 1 10
Pr. mirabili
romiradtlis | opyp 1| 72 10
CEC 9 1 10
CTZ 10 10
b . CEZ 10 10
S. aeruginosa CET 10 10
CEC 10 10
Table 3 Serum levels of CTZ administered 500 and [1,000 mg I. V.Xin
6 healthy volunteers (cross over method)
Volunteers Name Sex Body weight Age
A A.l. M 50 kg 38
B R.Y. M 58 kg 33
C YK M 59 kg 33
D A.T. M 60 kg 27
E K.F. M 75 kg 57
F Y.T. M 50 kg 25
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. Dose : 500mg
Serum levels in hour (ug/ml)
Volunteers
0.25 0.5 1 2 4 6
A 53.0 % 32.0 12.0 8.4 1.6 -
(24.0)% (14.0) ( 4.8) (3.2) (0.5)
B 36.0 21.5 11.7 6.0 1.0 _
(16.0) ( 8.9) ( 4.6) (2.2) (0.3)
c 38.0 22.0 8.7 4.7 _ _
(17.0) ( 9.3) ( 3.3) (1.7)
D 26.5 19.5 9.3 4.2 _ _
(11.5) ( 8.0) ( 3.4) (1.5)
E 42.5 22.5 15.0 8.2 1.1 _
(19.0) (10.7) ( 6.1) (3.1) (0.3)
- 41.0 19.0 8.0 2.7 _ _
(18.5) (7.9 ( 3.1) (0.9)
Mean 39.5 22.8 10.8 5.7 0.6 _
S.D. 8.7 4.7 2.6 2.3 )
Mean 17.7 9.8 4.2 2.1
(S.D.) ( 4.1) ( 2.3) ( 1.2) (0.9) (0.2) ()

Dose - 1,000mg

Serum levels in hour (ug/ml)

Volunteers
0.25 0.5 1 2 4 6
A 90.0 64.0 32.0 15.0 4.7 e
(43.0)** (30.0) (14.0) ( 6.0) (1.7)
B 56.0 41.0 21.5 9.4 2.4 _
(26.0) (18.5) ( 8.9) ( 3.6) (0.8)
c 80.0 48.0 25.0 8.4 1.6 _
(38.0) (22.0) (10.5) ( 3.2) (0.6)
D 66.0 46.0 21.0 8.0 1.2 _
(31.0) (20.5) ( 8.8) ( 3.1) (0.4)
E 80.0 53.0 30.0 13.6 6.0 2.4
(38.0) (24.0) (13.0) (5.4) (2.2) (0.8)
F 69.0 45.0 20.0 7.2 1.2 —
(32.0) (20.0) ( 8.4) (2.7 (0.4)
Mean 73.5 49.5 24.9 10.3 2.9 0.4
S.D. 12.2 8.1 5.0 3.2 2.0
(Mean> (34.7) (22.5) (10.6) ( 4.0) (1.0) (=)
S.D. 6.1 4.1 2.4 1.4 0.8
¥ Standard : Human serum KX — <0.6 pg/ml

¥% () :PBS (pH7.0)

%h\EIRE R, 6 BERI%EINERIZETE T 83.6%, HE
Tl 88.3% TH-tc (Table 4, Fig. 7),

2) pes

1) MmEhRE

500 mg FETIX, 64IF3FA 1/4 BT, 2

(=) :<0.2 ng/ml

FiAs 1/2 BRI peak #RL, &Y D 1HITiX, 1/4,
1/2 BsRME L LRIL T, peak #RFL, BRIE & IR
AL T 6 BMBTIXEARIERETH - T

1,000 mg T, 1/4 BRI 341, 1/2 R
w2 fia peak HRL, 1/4, 1/2 Rk § peak TH
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SO 1 BT E & LIRRECEA L, 6 BB T
L5 PILEIEATRETH v, 500 mg AHER DMK 2 5
#7=L7 (Table 5, Fig. 8,9),

PR L B & 1/4, 1/2 BREIBIIEEDE 5 2
fETHB2%, 1, 2, 4BLV6BHBTIIHEDES
BRRET, FERETROIrCHREI R Wb EEX
bhitc,

(2) RAPEES X ORFP

500 mg F5ETiE 2 BRI & Tz 57.5 % 2%, 1,000 mg
AHETIX 60.3 % 2RI h B2, EmRcHhN3EH
17~19 % FEdisvse L UERETIZ 2 ~ 4 BRI DO R
PR R AR X D134 <, 500 mg FHET 17.7%,
1,000 mg T 19.5% &, FEEEO 2450 E, Rbs
LEE I T3, LT 6 BRIEOEINEL 500 mg
BHIET 79.2%, 1,000 mg A5iETIE 84.3 % TR X

h{5%EEAL T3 (Table 6, Fig.10),
3. EARRUE

149 4E 10 AnHLMEAS504E 4 A% Tobiie2s
U7-PP AR 8 0, IRERESYWE 4 4, BEERRYLE 3
B, BRUSE 141, & 16 Bl ARI% %5 L= (Table 7),

258X, 1H 0.5~4.08 #5ET1H1~4 [

Fig. 5 Serum levels of CTZ administered
500 and 1,000 mg I.V. in 6 healthy
volunteers (cross over method)

pg/ml
804
! —0— 500mg
k —e— 1,000mg
60 + Standard : Human serum

Serum levels

Time

ZHTHREL, 53 ~25 HETFEH 12 HTH
ot BEHEERIY, 9.0~56.02 TEHHRERIL 27.08
TH o1

BB, RERYYE 4 6lF 2 0lic Serratia 2%,
%9 2 #lix Klebsiella & 75 LBHRENFR T
HEh, MPREREEE T 8 it 4 FICE BB X h,

Fig. 6 Serum levels of CTZ administered
500 and 1,000 mg I. V. in 6 healthy
volunteers (cross over method)

pg/ml

40-]

30 —— 500mg

—e— 1,000mg
- Standard : PBS (pH7.0)
3
£
=
)
L]
w
.
T T T T B
0.250.5 1 2 4 6 hrs.

Time

Fig. 7 Urinary excretion of CTZ administ-
ered 500 and 1,000 mg I.V. in 6 he-
althy volunteers (cross over method)

g/ ml
4,000~
—o=— 500mg
_E 3,000}~ —e—1,000mg
]
5
$ 2,000
=
(=}
O
000 |-
lﬁ\g %
1,000~ =100
: b
800}~ .} }\ {80
o N
o [ 500mg
2 600)- 760 ..
° 1,000mg Z
(o) N\ g
g N 3
400~ N N 40 53
oy \ ~
g N \
E N \ I\,
5 200F N —20
o I B
0-2 2-4 4-6 Total Total hrs.
(0-6)  (0-6)
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Serratia, Pseudomonas OHi¥hkHi»NE 141, Kleb-
siella » Pr. morganii, Klebsiella L Staph.
epidermidis O EEHERHENE 1FICRDLhI, i,
BMUETLL Klebsiella 3 I A EERRGLED 3
FlITik, BRI 5T,

BERRICIXEN 4 0, B OP, EH3H CTH YR
81.3% TH - 1o

BIfFAE LTk, BEETAN&Eboiel, ¥cff, B
BERETH, RELGCERETE, LR Fick s
ERbhAERFEEIIED bR -7z (Table 8, Fig.

Fig. 8

ug/ml
60—

40—

Serum levels of CTZ administered
500 and 1,000 mg I.M. in 6 healthy

volvnteers (cross over method)

—0—— 500mg
—e— 1,000mg

Standard : Human serum

11), E y
Wiz 2, 3EFERT, g
BHI1 MH, 40F, %, BEGL (Fig. 12) 3 207
HWHOWABIUVCOFRM, BEFED, AETHRE
EROIBESBSTAREZLUAB. ABtH, 38.6 ]
°C, B 8,900, mykl KR 136 mm ELiT#L,
REHA 28 mg/dl, RItATALKRS K ERD, REE T
<75 ABHERE 10V/ml 8 bijc, ABth, CTZ prost e ohrs.
Table 4 Urinary excretion of CTZ administ-
ered 500 and 1,000 mg I.V. in 6 he-
althy volunteers(cross over method) Dose : 500mg
0 ~2hrs 2 ~4hrs 4 ~6hrs Total (0 ~ 6 hrs)
Volunteers .
pg/ml¥ ml ¥ mg ¥ | o/m]l ml mg (g/ml ml  mg mg %
A 780 445 347.1 580 60 34.8 260 55 14.3 396.2 79.2
B 800 415 332.0 415 130 54.0 44 230 10.1 396.1 79.2
C 2,000 215 430.0 275 140 38.5 25 225 5.6 474 .1 94.8
D 1,300 270 351.0 283 120  34.0 52 110 5.7 390.7 78.1
E 2,380 160 380.8 1130 45 50.9 210 60 12.6 444 .3 88.9
F 3,150 120 378.0 220 120 26.4 26 110 2.9 407.3 81.5
Mean 1,735 271 369.8 484 103 39.8 103 132 8.5 418.1 83.6
S.D. 945 134 35.0 342 40 10.6 104 78 4.5 33.6 6.7
Dose : 1,000mg
0 ~2hrs 2 ~4hrs 4 ~6hrs Total (0 ~ 6hrs)
Volunteers
pg/ml¥ ml ¥ mg ¥ e /ml ml mg s/ml ml  mg mg %
A 3,250 250 812.5 640 135  86.4 365 65 23.7 922.6 92.3
B 5,500 130 715.0 233 250 58.3 200 90 18.0 791.3 79.1
C 4,500 200 900.0 580 95 55.1 180 70 12.6 967.7 96.8
D 3,400 220 748.0 760 90 68.4 205 70 14.4 830.8 83.1
E 4,750 170 807.5 930 110 102.3 315 68 21.4 931.2 93.1
F 4,500 172 774.0 670 98 65.7 180 64 11.5 851.2 85.1
Mean 4,317 190 792.8 636 130 72.7 241 71 16.9 882.5 88.3
S.D. 852 42  64.0 232 61 18.2 79 10 4.9 68 6.8

¥ Concentration #*3% Volume KX Excretion
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15 500mg 1 H2EBELLECH 3 BEICIZHEHL,
REALEHAL, EThoBAmMEKOIRBI L, RER
THHRBEDONE P o, ML HRRICERMLL, &K
FROFATHIEL, MAICEE U, HESROEHET
D72 3FA Y, HEEPETIEOC LKL
RBEFTRET B o 7o ABEH;, GOT, GPT 200®EME %
RUTWlN, KFRERSIUHRERICE, EXEHEIC
BUBEROICOMBEEMICSEDENELZERTH 5,
fEFI14 T.U. 43, 5, WAEERO 5 % (Fig. 13)
R#, HZEMLE, BHEODEEE, ABPC 1.08 %
#EL, —BEHBRLTOLIN, 4 BERICAB, Ak,
Bk 6,200 TR 36.7°C LEHTH o7, ¥
HBEXUEZEMBHIIEZELL, AKR2BELYD CTZ 1
B 2.080HE%RTIRotc, 4 BEIT 38.1°C DH#,
HMmEkES 8,600 L2pWnlich, BEIFHEETEHE

Fig. 9

ug/ml
30

20—

Serum levels

10+

N

Serum levels of CTZ administered
500 and 1,000 mg I.M. in 6 healthy

volunteers (cross over)

w——O—— 500mg
—ae— 1,000mg
Standard : PBS(pH7.0)

0.2

I
5

o

T T
51 2 4 6hrs.

Table 5 Serum levels of CTZ administered 500 and 1,000 mg I.M. in 6

healthy volunteers (cross over method)

Volunteers Name Sex Body weight Age
A M.M. M 57 kg 27
B J.C. M 66 kg 26
C A.T. M 50 kg 38
D Y.K. M 59 kg 33
E A.T. M 60 kg 27
F S.0. M 70 kg 38
Dose : 500mg
Serum levels in hour (ug/ml)
Volunteers
0.25 0.5 1 2 4 6
A 20.0 % 18.0 13.0 8.4 2.8 e
( 8.4)% (7.4) ( 5.2) (3.2) (1.0)
B 29.0 24.0 14.5 2 2.4 _
(12.5) (10.0) ( 5.8) (3.1) (0.8)
c 27.0 27.0 17.0 9.3 1.2 _
(11.5) (11.5) (7.0) (3.6) (0.4)
D 18.0 18.5 14.0 4 2 _
(7.4) (7.8 ( 5.6) (3.2) (0.9)
E 16.5 17.0 12.5 8.8 4.1 _
( 6.8) (7.0 (4.9 (3.4) (1.5)
F 22.5 20.0 13.5 1 0.9
( 9.6) ( 8.4) ( 5.5) (2.7) (0.3)
Mean 22.2 20.8 14.1 8.4 2.3 _
S.D. 5.0 3.9 1.6 0.7 1.2
(Mean) (9.4) ( 8.7) ( 5.7) <3.2> (0.8) (=)
S.D. 2.3 1.7 0.7 0.3 0.4
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Dose : 1,000mg
Serum levels in hour (ug/ml)
Volunteers
0.25 0.5 1 2 4 6
A 38.0 ¥ 35.0 24.0 16.5 6.9 1.1
(16.5)** (15.2) (10.0) ( 6.8) (2.6) (0.4)
B 57.0 46.0 30.0 16.5 4.0 -
(26.0) (17.9) (13.0) ( 6.8) (1.4)
c 52.0 48.0 36.0 21.0 6.2 0.9
(23.5) (22.0) (16.0) ( 8.8) (2.3) (0.3)
D 44.0 44.5 31.0 16.5 7.3 1.2
(19.5) (20.0) (13.5) ( 6.8) (2.8) (0.4)
E 36.0 36.0 28.5 18.5 5.9 0.9
(16.0) (16.0) (12.2) (7.6) (2.2) (0.3)
F 27.0 36.0 31.0 22.0 5.4 0.9
(11.5) (16.0) (13.5) (9.2) (2.0) (0.3)
Mean 42.3 40.9 30.1 18.5 6.0 0.8
S.D. 11.0 5.9 3.9 2.5 1.2 0.1
Mean 18.8 (17.9) (13.0) ( 7.7) (2.2) (0.3)
S.D. 5.3 2.7 2.0 1.1 0.5 0.1
¥ Standard . Human serum ¥ — . <0.6 ug/ml

¥ ( ) : PBS (pH7.0)

Fig. 10 Urinary excretion of CTZ adminis-
tered 500 and 1,000 mg I.M. in 6
healthy volunteers (cross over method)

ug/ml
4,000~
o= 500
& 3,000 me
g —e—1,000mg
8 2,000
5
© mg %
1,000 =100
800}~ "} -}" 80
g ] 500mg N\ \
S 600 60
o E31,000mg »
2 o
% S
» 400+ 440 §
] ~
= .
2 2001 r}g -120
]
-2 2-4 4-6 Total Total hrs.
Time (0-6) (0-6)

(=) :<0.2 ug/ml

BEDONEP o, BRRICHBBLULEEERLT L 2
GOT, GPT, Al-P, 75— € bKREICEFELL,
BRRER S X 2D, AFIBEMBZEThiIE Ui, Fi&
EREERAVIVEETH oo, £FBEICX3E
ELbh3REMIED SN, BEROICEHEHEL
FEFTH B,

£ k=3

CTZ iz, %L\ Cephalosporin ZiEMECHIE
AT LT LA, PUEINCOWTE, CEZ wididEelL
TV AIMEABETRRREL D AR bR TV 5,

B4 DWFFECc Y, Staph. aureus, E.coli, Klebsiella
FHER 20 Bz o\TD MIC % CEZ, CTZ THi
LT&TY, Fig. 2, 3, 4 TRLI X 515, Staph.
aureus, Klebsiella Ti1I1zis@ U<, E. coli w1z C
EZ 0z 55 CTZ &b 3 <hic MIC # R/l
DREBXILNEEZ L e, AR LFHREFEESBEHE
MzEssE (n) Ceftezole —TiY, Pr. mirobilis T,
CTZ iz 52 CEZ X h RR@lRMmMAE W E D ER
HBo LLE A2 MTeo T Pr.mirabilis 10 fiz>
WL EFIBIC RO ZIRD bR - e TIT
EREETo CEZ LRk, —ROCHiETIk
peak 131/2 ~ 1 BfIBIcH 5%, CTZ TmEso
peak »11/4 ¥ 1/2KIcd v, CEZ 1Ry
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#ic peak RABRBHEHENTEL CTZ 2RO R
WZ LAY, ZOEENRPHENT L 50
bh, FIEHAREEET X 5 L HET CEZ L,
BRAIO 1R/ coRPRRC K E nENARS h, CTZ
43.6 % DENFIZH~N CEZ 15.1 % Th B, BAD
FRTI 1R BCRR Ligds » fofod, Bk
TERWA, 2B ¥ i 500 mg T 57.5 %,
1,000 mg fFET 60.3 % BNEMRI W TE D, Hedn
ROBWZ R hibhs, L L 2~4RHETY
500 mg “Ci% 1,017 #g/ml, 1,000 mg HETit 1,982
vg/ml OEBECRDLN, FhER 17.7 %, 19.5
%L D 2 B0 1/3 DHERRD b, BRRBE
BRRIch2THAd EEL bhi,

EUREL, FEFREBETHARE A DEHEDIZ 5 28,
10 % BE%<, Lad 500 mg X v 1,000 mg #H#5
DEFINEEWREINTNB, ZhbDEL, BEAZC
b X3 LB B BNAIEETORRICTARE > M X -

TLEPDENIITTLBLDEHEL bR D,

WICEERRBE T, 16 Bl 13 Pl EM E kBRI T
EML 81.3 % L DEV. ThHLEERBITHRT
2B L, WERESEYEN 7 Hlh 4 P BT 57.1 % D
BHNRCH - LIHE, REBYE, EERRES X
hER AR 4f, 34600 3PIENTHERESRED
MR ERRYED 79.8 %, REREBYYE 67.1 %, FEERK
Y 68.4 % DEFMBEHANB L, FFREREHENE
THBHLME, RE, EEBRYEELS LTES LWEERER
BamLic, LaL, EARSDREVWE, FIEFAOE
EELEUTRVLEALDEIRLEFT R LT 201k, M
EABRAETHHA D

BIERIL, bR, 16 FEEARIID VUL
BEEWBWHAERITH BEIRE T,

BEERM AR T, RELECHEEATE GOT 0&F
RO LR 44], GPT $REUL 44, Al-P 134,
BUN iz 1flichbiiic,

Table 6 Urinary excretion of CTZ administered 500 and 1,000 mg I.M.
in 6 healthy volunteers (cross over method)

Dose : 500ﬁ1g
0~ 2hrs. 2 ~4hrs. 4 ~ 6hrs. Total (0~6 hrs.)
Volunteers pg/ml® ml®  mg# | yo/ml ml mg | ug/ml ml mg | mg %
A 3,800 68 258.4| 760 100 76.0 300 70 21.0| 355.4 71.1
B 4,700 62 291.4 {1,500 48 72.0 | 480 32 15.4| 378.8 75.8
C 1,200 250 300.0 240 265 63.6 200 60 12.0 | 375.6 75.1
D 1,700 180 306.0 (1,100 80 88.0 240 80 19.2 | 413.2 82.6
E 3,450 85 293.3 11,020 140 142.8 170 200 34.0| 470.1 94.¢
F 2,750 100 275 1,480 60 88.8 260 70 18.2| 382.0 76.4
Mean 2,933 124 287.4 11,017 116 88.5 275 85 20.0 | 395.9 79.2
S.D. 1,319 75 17.6 | 474 80 28:3 110 59 7.6 40.9 8.2
Dose : 1,000mg
0~ 2hrs. 2~ 4hrs. 4 ~6hrs. Total (0~6 hrs.)
Volunteers ug/ml¥  mI®™*  mg¥| yo/ml ml mg | pg/ml ml mg | mg %
A 5,500 92 506.0 | 2,550 66 168.3 920 56 51.5(725.8 72.6
B 5,600 122 683.2 1,300 104 135.2 370 61 22.6 | 841.0 84.1
C 3,120 190 592.8| 600 240 144.0 360 90 32.4 | 769.2 76.9 -
D 3,180 200 636.0] 1,780 120 213.6 120 400  48.0| 897.6 89.8
E 1,440 425 612,012,480 110 272.8 310 200 62.0| 946.8 94.7
F 3,900 150 585.01 3,180 75  238.5 640 80 51.2 | 874.7 87.5
Mean 3,790 197 602.5]1, 982 119 195.4 453 148 44.6 | 842.5 84.3
S.D. 1,585 119 59.1] 940 63 55.1 283 134 14.4| 82.4 8.3
# Concentration ¥3¥ Volume 33 Excretion
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Table 7 Clinical results of CTZ treatment
Case . . Daily | Duration . . Side
Neme Sex Age Diagnosis doselg) | (days) Causative organism | Response effect Remarks
ture d
1. MH. F 40 | Pyelonephritis 05x2| 9 |GBC Excellent| — | Lemperature dropped
Urinary findings improved
Pyelitis, Pulmonary mixed sialuri
2, YT. M 67 infection 0.5X2 14 S”m,m(u“ne) Good — | Temperature dropped
Cerebral emboliom Kiebsiella( sputum)
S ture d
3 SaK. M 69 Cholellthx.as?)s | 2.0x2 7 Good _ | Temperature dropped
Cholecystitis Neutrocyte = Normal
Pulmonary mixed infection Temperature dropped
4, 0J. M 17 5 . 1.0X2 25 Serratia Good — | Neutrocyte = Normal
Wegenr’s  granulomatosis
Improvement of lung findings.
5. KY. M 2% Bronc'hltls 1.0X3 3 Good — | Temperature dropped
Gastric cancer
6. 0.Y. M 3 Chror.uc myelogenous leukemia 2.0%2 2 Klebsiella Good _ Temper'atl..u-e droppe.d
Sepsis Bacteria in blood disappeared
7 TM F Pulmo.nary mixed infection LOX2 12 Poor _
Gastric cancer
. . 0.5X1 2
8. S.K. M 56 | Bronchiectasis LOX1 18 Pseudomonas Good Sputum |
. Temperature not dropped
. .N. L0X - -
9. K.N. M 70 | Bronchopneumonia 1.0X2 5 Poor Chestshadow unchanged
Pyelonephritis
10. T.U. F 74 | Osteoporosis, Liver cirrhosis,| 1.0X2 14 Klebsiella Good - Eefnperatft?r;dropiped f
Cholelithiasis rinary Iindings improve
Cystitis 0.5X1 Temperature dropped
11. KN : . . i -
KN M 70 Liver cirrhosis 1.0X1 6 Serratia Good Leucocyte in urine disappeared
12. LM. M 31 | Cholecystitis 2.0X2 10 - Excellent| — Temperature dropped
Neutrocyte = Normal
. 1.0X3 3
13. Y.K. F 48 | Interstitial pneumonia 1OX2 8 - Poor — | Temperature relapsed
W TU M £ ChOIeC.ySt‘ltl.S 1.0X2 18 _ Excellent| = T?mperaturfe dro.pped
Cholelithiasis Liver functions improved
5. KU. M 3% Bro?chlectams L0X2 15 Klebsiella ) Good _ | Temperature dropped
Malignant lymphoma | Pr.morganii Sputum |
: G
16. H.Y. M 16 | Pulmonary abscess 1.0X4 14 Staph. epidernidis(#) Excellent| — | Chestshadow improved

Klebsiella(#)
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Table 8 Laboratory findings before and after administration of CTZ

GOT(10~28mu/ml) GPT(3~24mu/ml) |Al-P(24~88K.A.unit)| BUN(6~18mg/dl)
Case
Before After Before After Before After Before After
1 77 27 70 33 149 98 10 10
2 67 44 165 61 206 310 19 26
3 775 46 250 12 1484 746 86
4 27 15 24 31 111 78 10 9
5 37 24
6 90 470 385 630 316 28 22
7 62 229 53 260 450 9 13
8 34 30 42 30 13 13
9 30 33
10 47 27 697 806 12 8
11 30 43 33 57 130
12 17 22 23 36 85 65 5 5
13 41 73 48 47 69 62 7
14 451 17 780 14 423 72
15 23 25 22 19 121 119 7 8
16 41 19 75 10
Fig. 11 Laboratory findings before and after administration of CTZ
GOT GPT Al-P me/dl BUN
mU/m1 mU/ml K.A.unit
1,000 1,000 1,000~
500 5001
100 100+ 500 20—
400
300+
50+ 50}~
200+
100 /22’7%
1 1 1 L T I | |
Before After Before After Before After Before After

(10~28 mU/ml)

(3~24 mU/ml)

(24~88 K.A.unit)

(6~18 mg/dl)
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Fig. 12 Case 1 M. H. 40 yrs. F. Pyelonephritis
B.T.
¢ CTZ 1.0g i.m.X9days | ABPC 1.5g
39 i AT-51 1.52 po.<idays |
WBC 8,900 6,800
Neut(%) 79
RBC(X10%) 408 420
Hb(mg/dl) 11.7 11.6
Platelet 25.2
Protein in urine 28mg/dl (=) (=) (=) (=) (=) (=) (=)
WBC/SF + 56 4-5 8-12 5-6 2-3 5-6 2-3
Culture of GPC B
urine 103 (=) (=) )
ESR(1h) 136 72 50 19
CRP 3+
GOT 77 27 22
GPT 70 33 21
Al-P 149 %8 67
BUN(mg/dl) 10 10
Creatinine 0.7
LL 4 4
Fig. 13 Case 14 T.U. 43 yrs. M. Cholelothiasis, Cholecystitis
B.T
°c — -
39.0 CTZ 2.0g i.m.X18days ]

[ABPC 1.0

WBC
RBC(x10*
Ht (g/dl)
ESF(1h)

Protein
in urine
Culture
of bile

GOT
GPT

Al-P

Amilase

6,200
461
14.1

451
780
423
1,760

M.G.

70

15

(=)
gall(—)

8,600
438
13.5

(=)

63
109
136

97

5,200
425
13.1
21 19

(=)

30
32
95

105 124

13

(=)

17
14
72

127
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LABORATORY AND CLINICAL STUDIES ON CEFTEZOLE IN
INTERNAL MEDICINE

AKIRA ITO, RYUICHIRO YAMAZAKI, HSING TUNG HSIEH and KOKICHI FUKUSHIMA
The First Department of Internal Medicine, Yokohama City University, School of Medicine
(Director: Prof. KOKICHI FUKUSHIMA)

YOICHIRO KAMINAGA, ATSUSHI TAGUCHI and RIEKO FURUYAMA
Central Laboratories, Yokohama City University, Medical School

Laboratory and clinical investigations have been carried out on ceftezole (CTZ), a new cephalosporin

antibiotic, and following results were obtained.

1) Antimicrobial activity of CTZ against clinically isolated Staph. aureus, E. coli,Klebsiella and Pr. mirabilis

was almost the same as that of cefazolin.

2) The peak blood concentration of CTZ was obtained 1/4 ~ 1/2 hours after a single intramuscular

administration.

3) Average urinary recoveries of 6 healthy volunteers were over 80% within 6 hours after intravenous and

intramuscular administration.

4) Clinically, CTZ was applied to 16 patients with infectious diseases, and 13 out of 16 patients were

improved.
5) No side effect was noticed



