1006 CHEMOTHERAPY

APR. 1976
SR 3513 5 Ceftezole m N, TRk, WEMAHAH
B LOBKRIEAC 2T
/il B Xl — WeEm KX X B-AE HEE
E E B E-J)Il 2 B ®E-3R B B L-F H W X
K & W-K B # F
HAKRFEFMFE 3 S+
Ceftezole (CTZ) i, AFKTHRII/IEAER
Cephalosporin #fi4E#E T, {LE#ERNICIE Cefa-
zolin (CEZ) D3R D »x FVEERLHDTHD, Table 1 Antimicrobial spectrum (27 stand-
§72bb demethyl-cefazolin®? TH#ERIE Fig. ard strains) (pg/ml)
1 FETx5kc CEZ LxbdTHEULTLBYY,
MEXRI PS4 Bacteria CTZ CEZ
HERFOZEREERCK TS CTZ ORBENLRIL 1. Staph. aureus 209 P 0.2 0.1
tco Fkix, Bacto Peptone (Difco %) 2.0 ml iz 1 2. ] JC-1 0.2 0.2
BE&BEOBEYEREL, 37°C 24 BERIER LU CER (108/ 3. " Terajima 0.4 0.2
ml) #B\, X FERFRE (Agar plate dilution 4, " Smith 0.8 1. 56.
method) iz & b Heart Infusion Agar (%#), pH 5. " Newmann 0.4 0.2
7.0 #{#A L, typing apparatus i X b #f, 37°C, 6. " ATCC 6538 0.4 0.2
18 ~ 20 B§RSE R B OB/ REHILEE (MIC) %K 7. Strept. faecalis R ATCC 8043 >100 >100
1o FOFER, CTZ 1z CEZ LRABEKARY P VER 8. Streptococcus sp. Mg 0.4 0.4
L, Strept. faecalis, B. cereus, Pr. morganii, Ps. 9. Micrococcus lysodeikticus 0.4 0.4
aeruginosa ¥ 75 LABEHER IV T LABKEIC 10, S. lutea ATCC 9341 3.13 1.56
$HLCF ShicHE %R L (Table 1), 11. Ki. pneumonice PCI 602 0.8 1.56
BEAREOBRIHLH 12. B. pumilus IFO 3813 0.4 0.4
FEARY b5 LLAROHET, & LCot R E 13. B. subtilis ATCC 6633 0.8 0.1
I DT ONT, B (MIC) #HlEL, £0 14, B. cereus var. mycoides ATCC 9654 50 50
SARRIER B Lo 15, I 11778 100 100
1. 7 FORE 16. Corynebacterium sp. Nozi 0.1 0.1
CTZ, CEZ, CER, CET, CEP, CEC, CEX, 17. E coli K 12 1.%6 513
CED, CEG, TC, CP, SM, KM, GM %rxzom o ' B L% L%
Spei Ak okt Ui (Table 2), 1.6 pg/ml piFe o " BV o N
CTZ 13 54 b 52 # (96 %) » 4L T b, CEZ 2? ” EI:{“J 3“;3 1
L oFhiesfizmlice. Lnt, CTZ i, 12.5 22: ) o= 5 313
. 23, Sh. somnei 1 6.25 1.56
Fig. 1 Structure of CTZ 24. Aerobacter aerogenes IAM 1102 3.13 1.56
I}FI\I\I\I"—CH,CO— NH S N—N 25. Pr. morganii No. 1001 >100 >100
N~ ' OI:N(\;L A %. 1 oulgaris ATCC 21100  3.13 3.13
T cooﬁiI S 27. Ps. aeruginosa NCTC 10490  >100 >100
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pg/ml & 100 pg/ml iz ZhnZFih 1 BRRD I,

ik 3.13 pg/ml Ll EOFL,

FdHbhieh -7,

CEZ

CER, CET, CEP rh#&g+2L, CTZORX S
111, 2BMELAEETH e (Table 2),

CTZ, CEZ, CER, CET, CEP, CEC, CEX,
CED, CEG, TC, CP, SM, KM, GM, TOB, DKB
EL L OBZESHERE L, ZToMER, CTZ wxt
LTiXx 1.56 ~ 3.13 pg/ml ¥ TORIT 53 ¥ 34 #k5

2. K B # LT\ (64.2%), f> Cephalosporin FEHic
Table 2 Sensitivity distribution of Staph. aureus to CTZ in surgical fields (54 strains)
MIC (ug/ml)
Drug 0.05 0.1 02 ¢4 0.8 1,56 3,13 6.25 12,5 25 50 100 >100
CTZ 4 20 17 11 1 1
CEZ 1 29 22
CER 3 5 14 10 9 13
CET(52) 1 1 35 14 1
CEP 1 23 16 7 1 1
CEC 1 1 10 33 4 2 2
CEX 1 7 40 4 1 1
CED 4 10 19 13 8 8
CEG 2 12 37 1 1
TC 1 20 1 1 1 2 1 27
CpP 39 6 9
SM 21 6 5 1
KM 6 22 13 4 1 8
CM 5 16 32 1
Table 3 Sensitivity distribution of E. coli to CTZ in surgical fields (54 strains)
MIC (ug/ml)
Drug 0.05 0.1 0.2 0.4 0.8 1.56 3,13 6.25 12,5 25 50 100 >100
CTZ(53) 2 20 14 2 1 1 2 11
CEZ 5 9 5 7 13 2 2 11
CER(52) 1 15 17 2 2 2 13
CET 1 1 7 14 15 3 13
CEP 1 2 5 6 22 18
CEC 18 20 2 13
CEX 1 17 16 7 13
CED 1 7 5 8 11 22
CEG 4 14 15 7 2 12
TC 14 7 1 31
CP 1 1 18 3 1 27
SM 2 11 3 3 3 29
KM 17 21 9 7
GM 8 19 20 4 2
TOB 5 10 9 14 16
DKB 5 10 11 23 4 1




1008

CHEMOTHERAPY

APR. 1976

HEBRLTh o T SCRICEETH -7 LA L 100
pg/ml LB 13 @S (Table 3),

3. MRBEHE

RIBE & R RR & BT Lic, 27 #Rep 17 BRDY
0.8~25 pg/ml ORCHHLTEY, LD peak (T
3.13 pg/ml b ic, ftid Cephalosporin RIEXNC
HBLTh o &b T SChICEETH - 7, 100 pg/ml
Ll EoTittEkE% 10 #kEZ 75, ftio Cephalosporin
BREMCHET B EHEEE LTIED, DiVCBIETS
»7z (Table 4),

4. K F H

KB & FIRE SRR & HeBad L 7o 26 BRAp 16 BRIT,
6.25 ~ 25 pg/ml ORI L Tk h, CEZ, CEX 1@
HET 5L 1~ 28BS - CHETH -, 100 #g/ml
Lk 10 Bkt e (Table 5),

CTZ w4y, Hedt

1. FHEphiR

CTZ o standard curve {EicHic b, B. subti-
lis ATCC 6633 #x#EH &35 Single layer cup
method 2 X » CTHIE LTz, BT citrate medium
YAV, AR BEARADOH D L bIETFORE

BEERA 3 BT 2% EFHCHT, LEBOMEL SV
T CTZ #%xhxh 500 mg X8 1,000 mg ##j
®L, 1/2, 1, 2, 4, 6 FEEOMPEE, kI ORP
BEYAE L, AIEHEX, ERoFEC L hElEL
Too MEEOEEL, 10° f@/m]l DERD 1 %&HF M
% 10 ml r 3% Single seed layer cup method iz
Lot Eho, RPBEAECKEL, BREROFRITIX
pH 7.0 PBS % fi\ 1=,

500 mg 58 BERA 34D CTZ 500 mg #iE
BoMPBEORBIIRE5H 30 4T peak &ich, F
#25.1 pg/ml %/RL, 1KfET 20.8 pg/ml, 2 IR
T 11.0 pg/ml, AR 3.1pg/ml L7ch, 68
<1 1.9 pg/ml ¢ 7= (Table 6, Fig. 2),

500 mg ¥ SO RPEEICOWTIL #1554 1 B
peak L7gh iy 1,457 pg/ml ZRL, REEIOZEE
ELBEBEIRAL, 28T 977 pg/ml, 4AFERT
441 pg/ml, 6B¥EITL ek 71 pg/ml RL, 6 BFH
¥ CORPEINFKILFY 66.5 % TH-7c (Table 7,
Fig. 3),

1,000 mg #5# : CTZ 1,000 mg o M
B3R5 30 2 peak & 7g b3y 30.3 pg/ml, 1

DOfIEE Moni-Trol ¢ serum %, % /c[RPEE

DRI PBS pH 7.0 e,
2. IiAds X ORHEREE

FRERIT 29.7 pg/ml, 2BMT 18.8 pg/ml, 4FEHET
4.6 pg/ml, 6 FifET 0.7 pg/ml TH 7 (Table 8,
Fig. 4),

Table 4 Sensitivity distribution of Klebsiella to CTZ in surgical fields (27 strains)

MIC (ug/ml)

Drug 0,06 0.1 0.2 04 0.8 15 313 6.25 12,5 25 50 100 >100
CTz 1 1 9 3 1 2 10
CEZ 2 2 1 7 14
CER 6 1 2 7 11
CET 2 1 6 3 15
CEP 1 1 1 3 6 15
CEC 1 4 2 1 10
CEX 1 5 21
CED 4 4 5 14
CEG 2 2 8 15
TC

CP

SM

KM 18 1 1 7
GM 11 13 2 1

TOB 11 5 2 7 2

DKB 16 9 1
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RepEETOWTL, 5% 1EFEIC peak &7gh
5,233 pg/ml #RL, 28T 2,917 pg/ml, 4 R
T 1,167 pg/ml, 6 BERITH7eds 126 pg/ml #RL,

Fig. 2 Serum levels of CTZ

6 B E TORPEINEIZFEY 81.1% ThoTc (Ta
ble 9, Fig. 5),
BEARE
Sprague-Dawley %, #, K7 v b, £H4~5
B4, KE180~2008 AV, 3IE1HFELT, “C-
labeled CTZ (1.7 pci/mg) % 20 mg/kg HEL, £

500 mg im. DIAEAB T LRI Lic. CTZ 5%, 154, 304,
wg/ml Medium : Citrate medium 1 B X OF 2 BERC TS, B Lo, &EESLIH
T Test org. . B.subtilis ATCC 6633 L, 4EAEHECHKER, 3~5EED 9 % =4/
sor Method : Cylinder plate method R THELL, SRR, 0 e
L, bioassay & LT, MR L REARFECL D
. paper disc JHiZ X » THIEL ., 2L, EBEET
E
= 20p Table 6 Serum levels of CTZ
./)g 500 mg i.m.
Medium : Citrate medium
Test org. . B. subtilis ATCC 6633
1l Method : Cylinder plate method
Cases 1/2 1 2 4 6 hr.
K.N. (6.7mg/kg) | 31.0 23.0 9.6 4.8 2.5 ug/ml
LN. (6.0mg/kg) | 26.0 23.8 11.5 1.7 1.4 n
- . ' . HK. (5.6mg/kg) | 18.3 155 12,0 2.7 1.8 »
veloo2 8 6 hrs. Average (6.1mg/kg) | 25.1 20.8 110 3.1 19 7
Time
Table 5 Sensitivity distribution of Proteus to CTZ in surgical fields (26 strains)
MIC (ug/ml)
Drug 0.05 0.1 0.2 04 0.8 156 313 6.25 12,5 25 50 100 >100
CTZ 5 8 3 109
CEZ 11 2 2 1 1 9
CER 5 5 4 1 1 10
CET 1 4 10
CEP 2 1 10 1
CEC 4 4 5 2 11
CEX 3 8 3 3 1 .8
CED 2 9 1 4 10
CEG 2 9 1 4 10
TC
CPp
SM
KM(27) 2 5 2 4 9 3 2
GM(27) 1 4 5 7 4 5 1
TOB(27) 2 7 3 11 1 2
DKB(27) 3 4 5 3 7 4 1
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HIE3T 5 EMT, Thin single seed layer cup me-
thod %M\ ic, ¥/, A—#% > 7 izo\T radioa-
toluene ¥} X ¢* dioxan % scin-
Packard #{ liquid scintillation

ssay & {Jlco e,
tillator #jnx,

counter iZ X » CHIEL 7co % D& 2, bioassay,

radioassay & 2 {8l L #= distribution pattern
ZARLT, F7gdb bioassay TRENARLEL, K
T, ImYE, BF, OB, B, LOMETH o, Vo lES,
radioassay Tit, &, #5H, M@, 6 B, B, Lo
lETH - (Table 10, Fig. 6),

Table 7 Urinary excretions of CTZ

500 mg i.m.
Medium : Citrate medium
Test org.: B. subtilis ATCC 6633
Method : Paper disc method
Cases 1/2 1 2 4 6 hr. Recovery
K.N. 175 1000 430 223 34 pg/ml 308.3 mg
(6. 7mg/kg) 210 114 168 294 580 ml 61.7 %
36.8 114.0 72.2 65.6 19.7 mg
I.N. 310 2100 1280 370 54 327.9 mg
(6. 0mg/kg) 220 34 90 222 84 " 65.6 %
68.2 61.4 111.5 82.3 4.5
H.K. 265 1270 1220 730 125 361.3 mg
(5. 6mg/kg) 120 48 102 170 160 ” 72.3 %
31.8 61.0 124.4 124, 1 20.0
Average 250 1457 977 441 71 pg/ml 332.5 mg
(6. 1mg/kg) 45,6 78.8 102.7 90.7 14,7 mg 66.5 %
Fig. 4 Serum levels of CTZ
Fig. 3 Urinary excretions of CTZ
ug/ml 1000 mg i.m.
500 . 40Fr 1 Medium : Citrate medium
pg/ml mg 1m. . L.
Medium : Citrate medium Test org. : B.subtilis. ATCC 6633
6000 Test org. : Busubtilis ATCC 6633 Method  : Cylinder plate method
Method @ Paper disc method %
100
50001 30 N
2 o
S 4000 i) -
§ 66.5 g
¢ oo £ 1
Fol g
£ 3000 8 $®
=) -50 ;
2000 5
10
1000
1 1
1/2 1 2 4 6 hrs.
Time L1 L |
1/2 1 2 4 6 hrs.
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J .yt ORBPEECOVTIIIREENEE & A HE
X o Tl o Too 5K 16 HTIRRET & 7,
30 4T 298.3 pg/ml, 1B§RI-C peak L7gh 3,708.3
pg/ml,  2BHT 1,291.7 pg/ml, 4FRITLARE
431.7 pg/ml L BEEE AR L1 (Table 11, Fig. 7),

5 o FEFFRBTICOWTIE, MESNER & AR
BiC X o TRET LI, BEHEEUCBEL T, 7 v tofk
fB%%iz canulation #ffTL, fEtOH% KoHER
LThb, EROWRERThoTo FORE, #EH
15 4 T¥#5 1.0 pg/ml, 30 4T 15.3 pg/ml, 1FER
C peak k7cb 81.3 pg/ml, 2BEFHIT 49.3 pg/ml,
4 BERICH 7eds 15.6 pg/ml %R Lic (Table 12, Fig.

Fig. 5 Urinary excretions of CTZ

ug/ml
7000} ]' 1000 mg i.m.

Medium : Citrate medium

Test org. « B. subtilis ATCC 6633

6000 Method

T

: Paper disc method

110096
5000

——
——

4000

8)o
£ %8R B
CTZ nhEARBE R T 2D, EE/n< b

Urinary excretions

2000

3000

T

Urinary recovery

57 4— (TLC) #JEf7L, bioautogram |Z X 2 H1H
EMEOfET & radioautogram 3s X UF radioscanning

~.
~ae
~.

1000
Table 8 Serum levels of CTZ /
1000 mg i.m. ‘
Medium . Citrate medium
Test org.+ B. subtilis ATCC 6633
Method : Cylinder plate method

6 hrs.

Cases 172 1 2 4 6  hr
1.S.(14.9mg/kg) | 40.0 44.0 21,5 4.2 0.2 wg/ml
LN.(11.9mg/kg) | 26.0 24.0 16.0 5.1 0.6 7
H.K.(11.1mg/kg) |25.0 21,0 19.0 4.5 1.2 "
Average(12.6mg/kg) | 30.3 29.7 18.8 4.6 0.7
Table 9 Urinary excretions of CTZ
1000 mg i.m.
Medium : Citrate medium
Test org.: B. subtilis ATCC 6633
Method : Paper disc method
Cases 1/2 1 2 4 6 hr. Recovery
I.S. 2350 5800 4600 1400 72 pg/ml 796.3 mg
(14.9mg/kg) 30 34 70 128 380 m] 79.6 %
70.5 197.2 322.0 179.2 27.4 mg
LN. 2010 7200 1050 1100 140 783.9 mg
(11.9mg/kg) 14 32 300 150 324 " 78.4 %
28.1 230.4 315.0 165.0 45.4
H.K. 860 2700 3100 1000 165 851.6 mg
(11. 1mg/kg) 52 60 116 244 250 " 85.2 %
44,7 162.0 359.6 244.0 41,3 )
Average 1740 5233 2917 1167 126 pg/ml 810.6 mg
(12. 6mg/kg) 47.8 196.5 332.2 196.1 38.0 mg 81.1 %
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X ARHEBRETR- T BiEIX CTZ REH#DOA
R& C labeled CTZ #5405 v P REAWE. &

WAL, 74— :CYYrik=3:2:

1DR%

v, &I, EELE Spot film (silicagel) #{#
AL, FBEREE LTL B. subtilis ATCC 6633

Table 11 Urinary excretions of CTZ

20 mg/kg i.m.
Medium : Citrate medium

Test org.: B. subtilis ATCC 6633

Method : Paper disc method
Average : 3-SD rats

HEHEHE LK, Radioautogram i o\ Tl Sakura
. . Cases [1/4 1/2 1 2 4 hr.
Industrial N-Type X-ray film & 5 Hf] contact
L7 A - 470 1125 675 226 pg/ml
radioscanning z-o\ Tk Packard #! radiosc- B - 425 4600 1350 544 "
C - tre. 5400 1850 525 "
Average | — 298,3 3708.3 1291.7 431.7 "
Table 10 Tissue concentrations of “C-CTZ 8 8D rats.
20 mg/kg i.m.
1.7 uCi/rat
Time Method of Tissue concentration (ug/g) Serum
(hr.) assay Brain Heart Liver | Kidney | Lung Spleen | Muscle g/ml
14 Radioassay 1.0 9.0 33.0 175.0 50.0 39.0 97.5 54,56
Bioassay tre. 18.0 28.2 204.0 28.2 13.5 6.9 67.0
1/2 Radioassay 10.0 10.0 13.0 190.0 31.75 11.75 24,75 50,16
Bioassay tre. 7.8 23.4 144.0 11.4 20.4 22.2 44,0
1 Radioassay 0.75 6.0 8.0 95.0 7.75 2.5 11.35 18.7
Bioassay tre. 3.5 9.0 54.0 3.5 1.7 1.3 17.5
2 Radioassay — 0.5 1.0 12.6 1.5 0.8 9.0 2.94
Bioassay tre: tre. 1.8 3.1 tre. tre. tre. 1.7
Fig. 6 Tissue concentrations of CTZ
B' .
#g/g.ml Radioassay #g/g.ml 3 1;:;355:;5
| 3 SD rats L x 20 me, i
200 . 20 mg/ks im. 200 mg/kg i.m
/ 1.7 uCi/rat
x
1501 X x Kidney 150+ X x Kidney
o——s Lung K s Lung
,5 Oy SerumM Ommmem——o Serum
:“3' Xmm=—=—x Heart X====x Heart
§ 100} . ommm=w0 Liver 1001 omm == [iver
S \ —===-Spleen &====aSplecn
‘\‘ ----- a Muscle Bem==—as Muscle
\
\
50 50}
T S

1/l4 1/|2
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Fig. 7 Urinary excretions of CTZ Fig. 8 Biliary excretions of CTZ
20 mg/kg im.
Medium @ Citrate medium
o/ml L #g/ml
rem 2 "”_'g/ kg im. _ Test org. : B.subtilis ATCC 6633
6060 Medium 2 Citrate medium 100 Method : Peper disc method
Test org. . B.subtilis ATCC 6633 i Average ©3 SD Rats
- Method : Paper disc method
5000 Average .3 SD Rats I l
H < -
4000 =
+ b
= © 50
£ 3000 = -
i L
2000
i 1 ! d
1/41/2 1 2 4 hrs.
1C00 - .
Time
Fig. 9 Bioautograms of CTZ
iz 1 2 ya—— Solvent  : n-BuOH:Pyridine:H,0=3:2:1
Time Adsorbent : Spot film (Tokyo kasei)
Test org. @ B.subtilis ATCC 6633
front
origin L L 1 1
CTZ Human urine Human urine Human urine
iqe . 1 2 3
Table 12 Biliary excretions of CTZ °
. Fig. 10 Radioscanning and radioautogram
20 mg/kg im. . , .
Medium ! Citrate medium In rat’s urine
Test org.+ B. subtilis. ATCC 6633 10
ethod : Paper disc method
M . per — n—C.HoOH : CsHsN : H,0
average . 3 SD rats £ 8- =3:2:1
(5]
Cases /4 1/2 1 2 4 hr. )
X
A tre. 13,0 84,0 34.0 5.2 pg/ml e
B tre. 9.0 8.0 6.0 30,0 " z
C 3.0 240 72,0 46.0 11.5 " ‘g’
Average | 1,0 15,3 81,3 49.3 15.6 " E
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anner % f\fo, TORR, AR, 3kfkLd Rf fE
0.55 DLz, standard o CTZ r[FE—oD Rf {E»
7R3 spot % bioautogram =3\ CHFREL, &&EA
THREIhD Lt Ehs o L 2R TE
(Fig. 9), ¥#, radioautogram 3 X (' radioscan-
ning OEHE T Rf {4 0.55~0.6 1A T one peak
B LT one spot HRL, AFATRE IRV &%
FERA L8/ (Fig. 10),
B B R M

SR REYE 25 4, REYTFE5 641, & 31 #lic CTZ
T HEA LBRARN 2T oo BIRR (BT
YERS) X, BUH 1A, WEERE 2 61, IBAS 2 61, BB
2, WEEEK AP, BURY 2B, HERY24, BR
K141, Mge14], RBERY1M, B 7 H0H 25
ATH Do EFTEHE L H AN 80 TETTHD, M
Mk, Btk 19 B, k6Bl THoTc, 1R A E I
50 mg 141, 500 mg 94, 1,000 mg 14 #lk L O°
00 mg #FHAMCHERA L 18THs, FHBEHUL1IAE
PO 13 HTHB, REIREKL 21 bERE 268 T
BB FAREIL 25 Fld 16 PR TE, FOREHT,
BT Staph. aureus 44, 7 5 LIBEME

Fig. 11

1

RBC (/mm3)

J0X 104 500X10¢

W/

J0X10¢ 400X10¢

WBC (/mm?)

20000 20000

10000 10000

18 Hb(g/dl) 418

16 ; :E 5 16

14 14

12} 412

0F 310
one week

(GPB) 24, Ent. cloaca 14|, Pseudomonas 2
#l, 77 oEHE (GNB) 54, 3 14 #ITHD,
BE YL E. coli, Klebsiella 3 X 1% Ent. cloaca,
Klebsiella O 2B TH»Tco EEERPIBOHEIZIL, #
FOHEREBIZ L 57299, ZTOMER, 25 fl 21 flic
BEHNTH 0EH T 4T, BUEBM L THo I
(Table 13),

BlIfEABL T, BRTHeats 31 flaTER
HR L OMERANC & QIREEL e 2EIERILED bR
Mot, EIREEREANREOEMCOWT CTZ #ATH]
#ofkmek, BMmek, maiEEixsowe, GOT, GPT,
Al-P oW TRER L, BEEIRDLIRL, -
(Fig. 11, 12),

£ i3

CTZ #HE Z <7 + 7 213, CEZ mEHPIL T34t
AR E ko SR B RS OWL T, 7
FoUEE, MASEECR LT, CEZ LESRNEN
BRLIC, W I 5 KIFE, ERERR LTk CEZ X
[y} 1~Z&Bké%éﬁzﬁféoTC7)8)9)10)11)12)13)° g&ﬂa, }5?—
iz L ik, CTZ 500 mg ¥ X0* 1,000 mg 50D
BB TIT 5% 30 4 peak 7R/ L, &4 25.1 pg/ml,

Fig. 12
’ _’///Gir/: 80
20F 120
\

GPT
2wl -20
10 h — Y

Al-P
10f 10

one week
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30.3 pg/ml iRLIc, ZDIFEE <% — 2 CEZ
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STUDIES ON CEFTEZOLE IN SURGERY
—ANTIBACTERIAL ACTIVITY, ABSORPTION, EXCRETION, TISSUE
DISTRIBUTION, METABOLISM AND CLINICAL APPLICATION —

SHUNIJI ISHIYAMA, ISSEI NAKAYAMA, HIDEO IWAMOTO, SHIGETOMI IWAI,
MUTSUMI TAKATORI, TAKAMICHI KAWABE, IKUHIRO SAKATA,
IKUO MURATA, MITSURU OHASHI and YUKO MIZUASHI
The Third Department of Surgery, Faculty of Medicine, Nihon University

1) Antibacterial spectrum

Ceftezole (CTZ) showed excellent antimicrobial activity against both gram-positive and -negative bacteria
except Strept. faecalis, B. cereus, Pr. morganii and Ps. aeruginosa.
2) Antimicrobial activities against clinically isolated strains

CTZ showed almost the same activities as those of CEZ against Staph. aureus and Klebsiella, but its activities
against E. coli and Proteus were a little lower than those of CEZ.
3) Blood and urinary levels

Blood levels were assayed with cup-plate method using Moni-trol serum for the standard curve. CTZ was
administered intramuscularly at a dose of 500 mg and 1000 mg, and blood levels attained a peak after 30 minutes
with the mean value of 25.1 ug/ml and 30.3 ug/ml, respectively. Urinary levels attained a peak after 1 hour with
the mean value of 1,457 ug/ml and 5,233 ug/ml, respectively. Mean recovery rates in urine during 6 hours were
66.5% and 81.1%, respectively.
4) Tissue levels

Twenty mg/kg of CTZ given intramuscularly to SD strain rats revealed that the tissue levels in radioassay were
the highest in kindney, followed by serum, liver, lung, spleen and heart, with the same order as that in bioassay.
5) Metabolism

Metabolism of CTZ was examined in human urine after given CTZ, as well as rat urine after given **C-labelled
CTZ. The results of bioautogram, radioautogram and radioscanning on samples obtained by thin-layer chromato-
graphy revealed that CTZ was excreted in urine without being metabolized.
6) Clinical results

CTZ was administered to 25 cases of surgical infections. Clinical response was effective in 21 cases and failure
in 4 cases with effectiveness of 84%. Adverse reactions were not observed in 31 cases including 6 cases of
prevention of infection.



