VOL. 25 NO. 8

CHEMOTHERAPY

2361

B peRE W c kit 5 Ceftezole D BB 5
HP 7 b OB R R

AXBENS BILIEEZ- LB ER
R R R &8
PRFB=Z-FHKE ZTEXH
NN A 8- N
A BUIR R A BT SR AT

(BEfn 52 4£ 2 J§ 25 HS4)

Ceftezole i3 Cefazolin w¥fll L -fL2¥ X HT 5
€7 7r ARY VRIEWE T, O E b Cefazolin
DTRCHLL, EENTHRBEZT Sz Lin Bk S
BRI EBEMER SV 51T 5, Cetezole (31 Fhj
B DR Cefazolin i X TH M L, RAPHEMIL X
DERHTHDIY, EENBREOEC S\ THRRD
AHh B,

bivbihil, BHERERKC 81T 5% Ceftezole D%
I - BEt A BEECAME L KT 5 BT, ERNE
HZBKF v r AT Ceftezole  Cefazolin 3s L O°
Cephaloridine #5-8%D fuff s, B « FFPIME, b0
CRFHEEREEHERL, &5 BBAEREREC cross-
over kic X b Ceftezole ¥ k vt Cefazolin % #¢b L 7=
By o M1 R E 7 b R RPHRC oW T R A R &
o ABIZI B ORI OWTHBRRB,

KREBEMES L UEE

1. EHEH

2-Bromoethylamine hydrobromide (FEF{biK, 3K
&% ; LLF BEA rm%3), Ceftezole sodium (CTZ,
BRIRFE R RBFFEAT e & O A RS ER & BF e P 3 1
#), Cefazolin sodium (CEZ, BERIESF) 7t b O
Cephaloridine (CER, Elli Lilly),

2. RPHE B

Escherichia coli C-11 % (b i BHEEEEKR) % Heart
Infusion Broth 1= 1 k5%, W E 4 M AER T 100
AR LR (]9 10°/ml) & REHuc A Ui, 7o,
AEEkcxt$5 CTZ,CEZ 3 X 08 CER » MIC (b4
BB, 2ok LEME R 109m], 1 Ee IR
BweFhd 1.56 ug/ml TH 5,

3 XREHY

7 v b, Wistar-Imamichi R, {4 150+10g, 1
FE3~5TLE AT,

4 KBRNBEBROBRS

Fuwa® 549, THIELE® ¥ X ©f FIERER 5H® o ik
¥BERKL, ¥35» i BEA ##51L CHBICEEY
ff5Licob, E.coli REOIS LTI EE
oo

BEAWA B AEWRIC B (REE © 22.5mg/ml) LicoD
b, WH5EE LT 150 mg/kg %, 1RBKEHE T
v M DEBAICEE L, Ty MIUBARERCE X
oo

BEA /g 3 H#ic E.coli C-11 o 108/ml &% D
Iml%, ~v 2AHAKEOY v FrAWTRERLLEAL
TEE L,

5 EEEOUE

14D T » P HEEKIOC X > CTERL, EEG
CH e bR EER L0, BroWwWTIL G
BOBH U RE ) v B &g (pH 7.0 5 LT PBS
ERET) X AETSFA X LEDL, FOLEYEE
HREORKE Lo RICoWTiL, BREEBIAH
B PBS T 10 fE AWM LAKLE Lo

A ERPEES 1L Eosin Methylene-Blue (EMB)
FEREEMW “= o Hv” AW, £RBOREKE IR
B PBS X HRW D% 0.5ml % EMB £ 5ml
LERLUTERCED, 37°C T 48 B L0,
HEDOTIR IO S E. coli XEHL, FOEK
HIE Lico

6. EHREREE

BUN {#i¥ U-Ni-graph (Warner-Lambert) 1z X b,
M7 v7F=vigE FOLIN-WU $ic X s CEREL
oo BIFHER (FHEE MAE) X100 (%) & LTEHR
Lo

FHBEAZ, By 10% A1r<) vETEE LD
b, 2% 7 4 v/@#, Hematoxylin-Eosin Hufaic X b
ER L, B OMBEIC OV THRFEME T CHE L.

7. PAHERS S X ORI



2362 CHEMOTHERAPY OCT. 1977
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Table 1 Serum and tissue levels of CTG,CEZ and CER after intramuscular administration

in pyelonephritis rats (20mg/kg, 5rats/group)

(ug/ml or g)

Animal 30 min. 60 min. 120 min.
Samples
No. CTZ l CEZ \ CER | CTZ  CEZ i CER | CTZ ‘ CEZ | CER
1 56 93 64 42 85 49 29 60 26
2 65 | 100 55 58 80 57 12 55 40
3 88 75 38 50 90 44 35 64 33
Serum 4 63 85 64 78 83 41 19 66 35
5 88 68 49 52 63 50 25 72 46
Mean+S.E. | 72+6.7 84+5.8 54+4.9 56+6.0 80+4.6 48-2.7| 24--4.0 63+2.9 36+3.4
*P< 0.02 0.001
1 | 370 9 | 130 | 190 | 125 9 | 210 | 125 | 100
2 200 | 100 | 140 | 300 | 160 | 100 | 110 | 160 | 110
3 170 | 105 | 115 | 280 | 115 | 150 | 190 | 105 | 115
Kidney 4 270 | 175 | 150 | 270 | 100 95 | 120 9% | 120
5 260 | 160 | 135 | 120 90 | 170 | 150 | 100 95
Mean+S.E. (272432 12617 [134+5.8232+34 11812 |121-16 [156-£19 117+12 108+4.6
*P<L 0.01 0.01 0.02 0.02
1 16 32 14 7 30 26 16 28 35
2 29 42 13 27 44 32 8 42 37
3 28 18 1 15 35 22 19 31 29
Liver 4 1 19 12 28 27 33 5 16 22
5 26 22 10 16 | 14 23 2 44 24
Mean+S.E. | 2243.6 27-44.6 12-0.7 19+4.0 30+4.9 27+2.3 1043.2 32-+5.1 29-+2.8
AP 0.05 0.01 | 0.01

* The significance (t-test) of the differences between CTZ-treated and other groups.
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Fig.3 Serum and tissue levels of CTZ,CEZ
and CER after intramuscular administ-
ration in pyelonephritis rats (20mg/kg ;

Fig.4 Urinary excretion of CTZ,CEZ and CER
after intramuscular administration in pye-
lonephritis (3 rats/group)
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Table 2 Urinary excretion of CTZ, CEZ and CER in pyelonephritis rats
A : Intramuscular administration of a 20mg/kg dose each
. ~ ~ » Total
Anti- . EI:\?p‘: 0~1 hr. 1~3 hrs. 3~6 hrs. 6~24 hrs. excretion
ot i
biotics o. pug/mli ml ne ,ug/mll ml . uneg ,ug/rnll ml ‘ ug ,ug/ml‘ ml l ung ({)1824 hrs.)
1 1,100, 2.4 | 2,640, 150 | 3.0 | 450 13| 2.7 3| 1.7 19 32 83.1%
2 750, 3.8 | 2, 850[ 130 | 4.0 | 520 14| 3.2 45| 0.8 26 21 90. 4
3. 950, 3.1 2, 950i 75| 3.3] 250 20 2.2 44| 1.6 24 38 86. 4
Z
cT Mean 933 3.1|2,8100 118 | 3.4 | 410 16| 2.7 41| 1.4 23 30 86.6
+S.E. 101} 0.4 91 22| 0.3 81 2] 0.3 31 0.3 2 5 2.1
Excr s (73.9) (10.8) 1.1) ©.8)
1 370, 3.3|1,2200 170 | 3.0 | 510 34| 3. 130 | 3.0 19 57 50. 4
2 5200 2.0 | 1, 0401 135 | 3.2 | 430 75| 3.2 | 240 | 2.5 19| 48 46.3
3 470 1.9 890 290 | 2.1 610 58| 3.2 190 | 3.9 22 86 46.7
CEZ
Mean 453 2.4 | 1,050, 198 | 2.8 | 517 56| 3.4| 137 | 3.1 20 64 47. 8*
+S. E. 44, 0.5 95 47| 0.3 52 12| 0.2 32| 0.4 1 11 1.3
Excr 7% (27.6) (13.6) (4.9) 1.7)
1 5200 1.8 940 160 | 3.9 | 620 29 2.0 58| 1.0 17 17 43.0
2 270, 3.3 80 230| 3.1 710 11| 4.4 48| 1.2 19 23 44.0
3 320I 2.4 7701 200 | 2.9 580 17 | 3.5 60| 0.9 22 20 37.6
R
CE Mean 370\ 2.5 *870, 197 | 3.3 | 637 19| 3.3 56| 1.0 19 20 41.5%
+S.E. 76/ 0.4 500 20| 0.3 38 5| 0.7 41 0.1 1.5 2 2.0
E tiof
r’;fgf%‘)‘)’“ (22-8) (16.8) 1.5) (0.5)

* Significant at P<0.001 as compared with CTZ-treated group.
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Table 3 Urinary excretion of CTZ,CEZ and CER in pyelonephritis rats
B : Intramuscular administration of a 40mg/kg dose each
Total
Qnti- Exp. 0~1hr. 1~3 hrs. 3~6 hrs. 6~24 hrs. excretion
ot 2
fotics | No. wug/ml) ml | ug |ug/mli ml | pg |ug/mll ml | ug ug/ml‘ ml I ug (5?1;41“‘)
1 2,500, 2.0 | 5,000, 650 | 2.0|1,3000 83| 1.4| 115 1.1| 17| 19| 84.7%
1,900 2.8 | 5,320 350 | 3.5( 1,230 . 42| 3.9| 164 | 56| 28| 157 | 90.4
3 1,400 3.5 | 4,900 410 | 2.8:/1,150, 100 | 3.6 | 360 | 10.0 | 24| 240 | 87.5
CTZ | Mean |1,030 2.8|5,073 40| 2.8] 1,227 75| 30| 213| 5.6] 23] 130 87.5
+S.E. 3200 0.4 127) 92| 0.4 43 17| 0.8| 75| 2.6 3| 64 1.6
N (66.8) (16.1) 2.8) (1.8)
1 840 2.0| 1,680 445 | 3.0|1,335 110| 2.9| 320| 5.8| 19| 110| 45.3
2 950/ 2.4 2,280 300 | 2.2| 660 . 48| 3.8| 180 | 55| 17| 94| 42.3
3 1,100[ 1.6 | 1,760, 360 | 2.5 | 900 80| 3.2| 260 |11.2| 19| 213 | 41.2
CEZ Mean 963 2.0 [*1,907, 368 | 2.6 | 965\ 79| 3.3 | 253| 7.5 18 | 139 42.9*
+S.E. 75 0.2 188 42| 0.2 199 18| 0.3 41| 1.9 0.7 37 1.2
Excreti
o f%‘;“ (25.1) (12.7) (3.3) 1.8)
1 5200 3.4 |1,770 370 | 4.2 1,550 30| 3.7| 110| 1.5| 20| 30| 455
2 430, 2.9 1,250 360 | 3.5|1,2600 56| 3.5| 196| 2.9| 24| 70| 36.5
3 760, 2.6 (1,980 360 | 3.1/1,120 19| 2.9| 55| 1.2| 18| 22| 41.8
CER "
Mean 570 3.0 [*1,670, 363 | 3.6 1,310 35| 3.4| 120 1.9| 21| 41| 41.3*
+S.E. 98 0.2 217 3| 0.3| 127 11| 0.2| 41| 0.5| 0.2]| 15 2.6
E ti
e ‘(’%“ (22.0) 17.2) (1.6) (0.5)

* Significant at P<0.001 as compared with CTZ-treated group.

2. REHBRZEBXT . MoHIF3 CTZ, CEZ 4
U CER 04RiREs LU RBHEH

BEA /U 3 BT E. coli C-11 % F4TH I X
oy b, BRRE3A% K CTZ, CEZ X ¢ CER
DxhZho 20 mg/kg #HANEEL, FEHOME
f, BRIVHFREELZHS 30 #5120 5% % T
CWE Lo FOREEIX Fig.3 L0 Table 1 i3 &
YT, mMFBPEBECEWTIE CTZ 2RI L
Twb0rx L, CEZ %10 CER REAFEMACHS D
DD, TOBREIIBDTRENTH 1o BREBET
%, CTZ R 5H#micE L &L, U 2ERRD
FRLTWBDE X L, CEZ X0t CER Tit, #5
120 8% TREFMREAIIT LA LR bRhich o To

FEPIEE TI%, CTZ A3E RSB0 WM LT\ % DIk
L, CEZ X0 CER T3, HE5EHIHCHinEmLR
L, LOHBBIFHETER 5T,

Rk EBR &4 T\ C, CTZ, CEZ %11 CER
D% 20, 40 3 XV 80 mg/kg X FR FHHRANRS L
REORPBES X UBHER YRS 24 B 3 TREN

CHIE Lico FOD#ERIL Table 2, 3, 4 Xt Fig. 4
CRTERDT, £FEE LY, CTZ RE5EPHC
fFICHE L CTE LS BVHEE A & bh, 247 RR%
TORPERRIT I TS, MF LD 40~50% B\ MED
ﬁbhf:o

3. EHiEEEREC CTZ 40 CEZ #5%0Mm
HhiREE S LU RPHERO B

WrEEmE 4 flic CTZ 3 X 08 CEZ D4 1g% cross-
over ¥IT X W FIANE G- 21T\ EH OmEHRE
F X ORPBERRIE LRPHHER Y BH U,

%1% (Table 5) : B, 463k, MFsrv7F=v
ff :1.4mg/dl, Ccr (7 v7F=v 20775 Vv RAR):
AR 70 ml/min., £BR 8. 6ml/min,

7 SRR DRI, BEATOMD LKL,
CTZ,CEZ 3 2fECERL T, MEH L AT
REANOHHWNEL S D 7el, AE» D OB KBS
FHD T, HE 6 RHEE TOMBRFP~OHEHTER
13 CTZ,CEZ & & B¥ADThIEH, CTZ]oHik

Rz 91%, CEZ 3§ 79% Th o tco
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Table 4 Urinary excretion of CTZ,CEZ and CER in pyelonephritis rats
C : Intramuscular administration of a 80 mg/kg dose each

~ ~ ~ -~ Total
Anti- Exp. 0~1 hr. 1~3 hrs. 3~6 hrs. 6~24 hrs. excretion
biotics No. ug/ml| ml ug ug/ml\ ml i ug ,ug/ml‘ ml ’ ug ,ug/ml‘ ml ' ug (Bfe24 hrs.)
1 4,000, 2.6 /10,400 1,100 2.5 |2,750f 110 | 2.1 | 230 | 9.8 25 | 245 89.6%
4,000 2.9 /11,600, 600 2.7 | 1,620 100 | 4.0 | 400 | 10.0 24 | 240 91.2
3 5,700 1.7 | 9,690 1,000 3.2 | 3,200, 135 | 3.3 | 445 | 13.5 18 | 243 89.3
CTZ
Mean 4,570, 2.4 /10,560f 900/ 2.8 | 2,523 115| 3.1 | 358 | 11.1 22 | 242 90.0
+S. E. 570, 0.4 555/ 153 0.2 470, 10| 0.6 65| 1.2 2| 1.5 5.9
E ti
rate (%) (69.5) (16. 6) (2. 4) (1.6)
1 1,200 2.5)3,0000 780 | 3.4 (2,650 98| 3.1| 300 |23.0 15| 345 41. 4
2 1,000, 3.0 | 3,000 620 | 3.9 2,420 ‘142 | 3.6 | 510 | 12.0 22 | 260 40.7
3 7100 2.7 (1,920 630 | 3.1]1,950, 220 | 2.3 | 510 | 18.0 16 | 290 30.7
CEZ
Mean 970/ 2.7 [*2,640, 680 | 3.5 (2,340, 153 | 3.0 | 440 | 18.0 18 | 298 37.6*
+S. E. 142 0.1 360, 52| 0.2 2.6 36| 0.4 70| 3.2 2 25 3.5
E ti
rate (%) (17.4) (15. 4) (2.9 (2.0)
1 1,450, 2.3 |3,340| 680 | 2.7 |1,840f 43| 3.0| 130 | 3.5 17 60 35.3
2 630 2.91,80 770 2.9(2230 65| 3.2| 210| 4.5 19 86 28.7
3 820/ 2.7 22100 730 | 2.9|2,120[ 240 | 2.7 | 650 | 7.3 21| 153 33.8
CER
Mean 970/ 2.6 [*2,460, 730 | 2.8 2,063 116 | 3.0| 330 | 5.1 19 | 100 32. 6%
+S.E. 248 0.2 453 26| 0.1 1164 62| 0.1| 162 | 1.1| 0.1 28 2.0
E ti
rate (%) (16.2) (13.6) (2.2) 0.7)

* Significant at P<0.001 as compared with CTZ-treated group.

Table 5 Serum levels and urinary excretion of CTZ and CEZ after intramuscular administration
in a patient with renal insufficiency (Case No.1) (Dose : 1g each, cross-over)

Serum level (ug/ml)

Antibiotics | 1/2hr. | 1hr. ’3hrs. 6 hrs. | Half life (hrs.)

CTZ 19.5 | 22.5 9.0 2.3 1.5
CEZ 21.0 | 27.0 | 23.0 9.5 2.3
Urinary level and excretion amount
Total excre-
Anti Urine 0~1/2hr. 1/2~1 hr. 1~3 hrs. 3~6 hrs. tion in
bir;t;;s collected 0~6 hrs.
from : ug/ml| ml mg |ug/ml \ ug/mll ml l mg |ug/mli ml [ mg | mg | %
right 1,200 70 |84.0 | 2200 58 l 127. 6‘ 3,100 124 | 384.4 990 248 | 245.5) 841.5
CTZ |forr > 90. 88
keidney 280 8.2 2.3| 770 12 \ 9. 2] 1,800 14 ] 25. 21 600] 51 l 30.6 67.3
right 980| 26 | 25.5 | 1,800 43 L 77. 4| 2, 600] 125 ( 325’ 1 600\ 192 \ 307. 2] 735.1
CEZ 1elf t“ey 79.28
Kidney | 140 7] 1.0 480} 12 \ 5. 8| 1, 100] 12 1 13. 2‘ 920’ 4| 37 7I 57.7




VOL. 25 NO. 8

CHEMOTHERAPY:

2367

Table 6 Serum levels and urinary excretion of CTZ and CEZ after intramuscular administration
in a patient with renal insufficiency (Case No.2) (Dose : 1g each, cross-over)
Serum level (ug/ml)

Antibiotics | 1/2hr. | 1hr. | 3hrs. | 6hrs. |Ha1f life (hrs.)
CTZ 37.0 | 46.0 | 38.0 | 24.5 5.3
CEZ 45.0 | 52.0 | 43.0 | 29.0 6.7
Urinary level and excretion amount
Total excre-
Anti- Urine 0~1/2 hr. 1/2~1 hr. 1~3 hrs. 3~6 hrs. tion in
biotics | collected 0~6 hrs.
from : ug/ml| ml mg |ug/ml| ml mg |ug/ml| ml } mg |ug/ml{ ml img mg | %
1z ili%}:ey 85| 12 1.0] 710 | 15 | 10.7 | 1,250 55| 68.8 960 70] 67. 2\ 147.7
58. 05
ififitney 77 | 20 | 15| 590 | 20 |118 | 1,700 110 | 187 1,500 155 l 232. 5‘1 432.8
f{’iﬁggy 260} 18 | 47| 70| 18 |13.9| 1,100 szl 9.2 570 87‘ 49.6‘ 158. 4
CEz | X 44.26
{fiffney 60\ 32 | 1.9\ 490 | 40 l19.6 egol 172 ' 118. 7} 720 200 ] 144. 01 284. 2

Table 7 Serum levels and urinary excretion of CTZ and CEZ after intramuscular administration
in a patient with renal insufficiency (Case No.3) (Dose :1lg, crose-over)
Serum level (ug/ml)

Antibiotics | 1/2hr. | 1hr. . 3hrs. | 3hrs. | Half life (hrs.)
CTZ 33.0 34.0 18.0 6.0 2.0
CEZ 43.0 45.0 32.0 19.0 3.9
Urinary level and excretion amount
Total excre-
Anti Urine 0~1/2 hr. 1/2~1 hr. 1~3 hrs. 3~6 hrs. tion in
bil;z;:s collected 0~6 hrs.
from : ,ug/ml’ ml ( mg ,ug/mll ml } mg ,ug/ml] ml ] mg |ug/ml| ml ‘ mg | mg , %
i 1
right ] 0.9 ! 9 ‘ 0.008f 1.1| 8 |o0.009 7.8 36 ‘ 0.281 7.2| 60 |o0.432 0.73
CTZ |—ofi > ' 2.54
keidtney 0.7 | 15 ‘ 0.011f 21.7 5 |0.109 380 | 32 12.16| 365 | 34 | 12. 41! 24. 69
veht | 05| 6 [oo0s 60| 4 0024 32| 28 | 0.09 40 54 |0.216 0.33
CEZ |—peri 0.06
Kidney | 03 | 5 o002 23| 8 l0.018 3.4 24 [0.082 40 ’ 8 [ 0.192| 0.29

%2 %) (Table 6) : i, 49K, ME /v 7 F = v
ff:55mg/dl, Cer: 5 &R 582ml/min, £BR
1. 15 ml/min,

MR OXBIL, BEATOHEDON4~5/ER
ERL Tz, B5 6 RMEE TCOMPRI~OHHR
ik CTZ »#) 58%, CEZ ¥y 45% Th ol

% 3% (Table 7) : 4ictk, 60 o MW7 V7 F=v
{E 1.2mg/dl, Ccr: £8R 24 ml/min., EBR 10.5
ml/min,

IEFBREOLEL, BEAOLThON2ETH -
ey, RPHEHITER L I FE LDl olco 6 FH
FcoRbHMRCIx CTZ % 2.5%, CEZ » 0.06
% Tholo

8 4 5] (Table 8) : B#:, 60 j&o MIF 7 V7 F =V
fif : 1. 1 mg/dl, Cer : 58R 23.2ml/min., ZFJR 14.5
ml/min,

I PR DL, BEATOELFARETSH -
fedd, TOFTHRPHFHIFERALIFLI D2
7o 6B CORFHER T2 CTZ 2249 1. 5%, CEZ
710.2% Thoico

* ®

BEA & X 2BEEERCOWTIE FUWA B9 X 5T
HINTUR, FHILRHFNTP1RREh, £LLTEA
HMTRENR S & &AM bhTwb, THIELED (%
BEA LB~V ACEXHIRNEEC X VY X 2ER
HBRBRETARERL, HEAOHED LB
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Table 8 Serumlevels and urinary excretion of CTZ and CEZ after intramuscular administration
in a patient with renal insufficiency (Case No.4) (Dose:1lg, cross-over)
Serum level (ug/ml)

Antibiotics | 1/2hr. | 1hr. | 3hrs. | 6hrs. | Half life (hrs.)
CTZ 28.5 24.5 6.5 0.7 1.1
CEZ 21.9 27.0 21.0 7.0 2.1
Urinary level and excretion amount
Total excre-
Anti- Urine 0~1/2 hr. 1/2~1 hr. 1~3hrs. 3~6 hrs. tion in
biotics | collected 0~6 hrs.
from : ug/ml| ml mg |ug/ml| ml mg |ug/ml| ml mg |ug/ml| ml mg | mg | %
oz kifiney | 59| 16 |0.094 900 14 f1z.60| 2.3] 2 |0.189 0.8| 130]0.104 12.99
1.54
i(eifitney ‘ 3.9 20 |0.078 195 11 2. 145‘ 1.8 7110.128 0.6 | 125 0.075 2.42
. f(‘i%?fey | <0.3| 30 — 59| 17 [1.003 1.5| 190 [0.285 1.1| 275 |0.303 1.59
EZ 0.20
{fifdtney ‘ 0.3 | 16 — 20| 23 [0.046 0.9 164|0.148 0.8 | 221 |0.177 0.37
T3, P& LT3, ¥, 5 6 R E TORFERMRY

bbb BEALE S v M BT CE YRR IR,
BAERCHEENZIERRE L cERNBEBAYERX
BHZEEHY Lico REBREF A, EBKBELLT
BEELHE T e F OBEBRICHIET 5 ERNKSE T
TNELTERATHAEELDRS,

ZOXBHNBREREER LT v Mo, CTZ,
CEZ 33 X0 CER &AM ELHRE L, ABER X
CIRAFBEH S % — v 2 BHRE L e #5 8, CEZ XU
CER oRFHHENE LS MH S h B0, CTZ 0
BRI 2 B 55 SRR & B h, 24 B
¥ TORBHERIL 80~90% &, EEBMWTOHHERD
LRABEORWELRL, PHEELYHE I ZTRVE
LERRTHENE bR,

CEZ % X0 CER 13435 24 B[ & TR bR 30
~50% & CTZ B LTERTH oo ZDERD
EBIMITIR 5 Toinwas, Fido ks b RBRHBETL
7 v PEBWT, CTZ OffRN B E 1S HERICE
T332, CEZ X0 CER O£z 55 60~120 4
Of, ETHEREZE T R & vl CEZ st
CER OfHBEDHRIL, “hbo 4 HEDMtF
~OPEEE OB ERETH D EEL Bh b,

e F OBBEEEESIC ST, CTZ i3 CEZ itk
U TR DM 21T 8 & & R RE T B HAE A
bhbe BHkDNL, FExOBREREEEYRTEES
e CTZ 500 mg % 1 [EFIRAERS Lictho Mg
ER XORPHEERRE Lo & DY, AT OL
BTG Lie CEZ oW TOREY & i Ulcks 8,
CTZ omiERED¥IE CEZ 0 1/2 BECEHL

T2 &, BEEEE L LRBEEES T CTZ,
CEZ L3z L A EENRL, BEBEEOREN RS
b ohT CTZ oKz CEZ oxh L H# LT
EANTEL B ERRNT B,

JNIBBWY, BEERERE 36ic CTZ 500mg %
HRANES LB omiERRE OXRBINE, ERRES
T3 CEZ 0z RICHENTEIVE LTV B,

bhbhil, BEEREEEREL 40 CTZ L CEZ
KEHF| D% 1g % cross-over HIZ X b HANESL,
HEFAOMBFHBRE L RPPRER LE LT, ZOEE,
WTFhofics\Td, CTZ omiEEmiiiz CEZ o
Th X v@En, Rtz CTZ 23 CEZ X &b »
fzo

T TR Dk, 83 FRIVE 4Flick\ T
HEFORFIERNEZEL BN L TH S, bhbh
DB EXDOBRR D LB L THRS &, F1H/TIX
Cer (%'8) :78.6 ml/min., CTZ i cb IR K
(T/2) : 1.5 Ksfdl, 6 BEMI% ¥ T CTZ DRPHHHER
(Rec) : 91% T, £k bHo Cer : 80~90 ml/min. ® 3
B (T/2:0.5~1.4 BFfEl, Rec:76~95%) WEBILic
BIETH %o &2 H<it Cer (fB) : 7.0 ml/min., T/2:
5.3 B, Rec:58% T, #HxkbHod Ccr:13.7ml/min.
D 1FERIL TS (T/2: 5.8 B, Rec:45%), L
ML, bhbhoFEIFARL I TELAF T, FhZth
Cer (F'®, ml/min.) :34.5, 37.7, T/2 (BfH) : 2.0,
1.1, Rec(%) :2.54, 1.54Th b, ExkbD Cer (ml/
min.) : 24.3, 40.5 o 2§ T/2 (Bf]) : 2.5, 3.3,
Rec (%) : 60, 77 THHDOLHBLT, RebgktgR



VOL. 25 NO. 8

CHEMOTHERAPY

2369

RECE,

COFRRIRETHH, F30, £4HL IREN
ELL DI ZRORMETHY, CTZ,CEZ L HE0iR
& A EDMRERC BB R ABEE S T B FTREMAE 2
bhbo LHELWoiEd, 7y v AR ViHEHEC X
BEHNORFLOTHEMSBETER . #oT, WE
Flo Rep Pt < & — v % 35 BRI SO\ HIER
BUTHDLIELDND, SRILAFEHERLLT
BHL, BREROTEBREBILENDS .

BRI R b, SEORFORMEERL T
W00, v rOBBREEEFA ST CTZ 11
CEZ [t UCIRpEEEOMEI 2 Zi 8 & & pIHEE
Thd, ZOEMNBEKLET, WhPrEREEYETS
B R REC T HHRC LD I DK EN D
PYBRHRBEL B LA TH B,

FE LN, 144 OIOREE M - o R RYUEC 53
% CTZ, CEZ % 1g offAN#ES (18 2ME, FRI&
LT 4 AMER) CX3ERGEXZEEREC IV
Lo FORR, 2L LToEHRIL CTZ e
B o EEZEIRDLRIEhotco UL, HHMEM
BEB % 106 flieoLTo Tk CTZ i X 2E%)5)
OHENCEZIZ LB rh IV EERE W (U-KE, p<
0.05) = EABdbLRIcEREL TS,

D EDOEREND, CTZ 2L BliEEEYH,
TRBRISECK L TER R R BTS2 e
HiEEh3,

E 1

% ¢ BT 2-Bromoethylamine hydrobromide o 150
mg/kg X ERAFES L, 3 BT E. coli C-11 #k% IR
EOhLEAHCRR I TRRNBEB R ET AV 2ME
Rltco ZOB, HEIBFBAETCIERBLTED,
¥ BUN {EiXZEBHCHEM LT,

UEDBEBLT v i, E.coli Y3 i CTZ,

"CEZ X0 CER oxhZh o 20 mg/kg * HANE
£, g EHomE, FAS LIOFNBEY
WE Lo ZDKEE, CTZ T\ TIXmEREER X
VEEBABE L b, BRNLEIEMIEEZ y b &
Bl % —vERLIo\»i1E5, CEZ & CER T,
miEd, ABAERE LD ZOEMTHL TN, BBV
Zbhich ot ¥, 20, 40 3 X 80 mg/kg D&
K% B R 55 0 RebEEldy B L c kSR, #1524
BERSS ¥ ToHERIE CTZ 25FH 87~90% il
CEZ 3 38~49%, CER 13 33~42% W@ ¥ eh o1,

D¥, REBIED ISR REEMN & RifT LB 4
e\ ~T cross-over R X h CTZ X0t CEZ o
£1g ¥ HRARE LB OoMEHBE S IO #Y 64

% CORPEMR L HEI Lco ZTORBE, &01LD
CTZ oBkttE») CEZ ozh X Y Er ol
U Eofgfieok, RERRMECH TS CTZ 0K
B L OBIEI B\ TER RN o
BrRsedbich, BEREREERL TV ARV
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EXPERIMENTAL AND CLINICAL STUDIES ON THE EXCRETION
OF CEFTEZOLE IN RENAL IMPAIRMENT

Yasuvukr Yonese, AkiHiko Tokue and Masaniro MATsusHIMA
Department of Urology, Jichi Medical School
Tochigi, Japan
Suuzo MaTsuBara, Yusuke Harapa, Hisao Enpo, Harukr Ocawa
and Kenjiro Kovama
Research Laboratories, Chugai Pharmaceutical Co., Ltd.

Tokyo, Japan

An experimental pyelonephritis model was prepared in rats by infecting E.coli C-11 ascendently
from the urethral orifice 3 days after the intraperitoneal administration of 150 mg/kg of 2-bromoethyl-
amine hydrobromide. In this model, the lesion was confined to renal papillary tips, and BUN value in
the blood was remarkably increased. Three days after infection of E.coli, 20 mg/kg doses of CTZ,
CEZ and CER, respectively, were administered intramuscularly to rats induced pyelonephritis, and
the levels of each drug in sera, kidneys and livers were determined.

The results showed that the decreasing tendencies in serum and tissue levels of CTZ with time-
course showed similar patterns to those in normal rats. On the other hand, the decrease in serum
and tissue levels of CEZ and CER was hardly observed.

The urinary excretion of CTZ, CEZ and CER was compared after intramuscular administration of
20, 40 and 80 mg/kg doses. It was found that the mean urinary excretion rates in 24 hours after
administration were 87~90% in CTZ, while they were 38~49% in CEZ and 33~42% in CER. These
data indicated that urinary excretion in experimental pyelonephritis rats was much less disturbed in
case of CTZ than in CEZ and CER.

Four patients with uremia, operated ureterostomia bilateralis, were administered intramuscularly
with 1g of CTZ and CEZ, respectively, by the cross-over method, and the serum levels and urinary
excretion rates of each drug in 6 hours after administration were compared. The results showed
that the urinary excretion rates of CTZ were higher than those of CEZ in all cases.

The relationship between the above results and the clinical effects of CTZ against urinary tract
infections were discussed.



