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KE B & BHEE® —16 L T Table 1127k L 7z, B BERE Table 1 Characteristics of healthy volunteers
Dty | CUBBNEE 7L T F= - 2T 5 2 and patients
(BAF, Cer) #HVy, 724900 % BEREREEREIZ L Y, Heieht | B0 | cor

N ook . Group | No. | Sex | Age 8 weight .
Cer ; 90ml/min LA L 8 5 (group 1), 90%iii60ml/min (em) | gy | (ml/min)
LIt 78 (group II), 604i#30ml/min LA F14f5 (group > M |32 161 52.0 143
g S | g 2* | M |32 160 620 | 125

11), 305i#%10ml/min LAt 8 5 (group_IV) ,Hl()ml/mm * ol I b 163 650 | 121

%125 (group V)2 4r1F, group SIMGEST %17~ 72, &b, 4 | M |37 161 56.0 | 113
. _ . - I s« | M |27 165 58.0 | 107
group VO 9 5 Case No. 43~49 & 7 i3 mALEHHEAT o | M 139 | 168 680 | 106
PN BETH-T2, 7* | M |33 162 63.0 | 103
. 8* | M |50 163 60.0 94.8
2. BS&, BSHE M 355 | 1629 | 60.50 | 114.1
ean p . o N
ARFIS00mg % £ AIEH20ml 1 iE#E L, RUKE (21G) +SD 6.87 259| 513 | 15.19
VT EBEIR & D BRI 3 oM TEREL 72, 9 M |46 165 64.0 80.3
5. wn, wRE AFERE R
EslR A STBALAT%, 5, 15, 304, 1, 2, 5, 8, 12 | M |75 145 53.0 68.1
e gt - = |13 | M |46 153 420 63.2
24B5[E B & v —BRI3 4885 ] B 1 KA ARAR M & FREL L, [F) 14 | M lea 165 56.0 €08

L<0~2, 2~4, 4~6, 6~8, 8~24pffHlbL L 15 M |69 157 65.0 60.4

U—ihi324~ 48 ¥ TORRE AT » 72, FH N M;ag\ izg 15:.‘;8 ?;.1134 63.24

o BROK X b LI IE R F THET : : . . -

i AL, BRERIK & L LB 3T 16 | M [79 [155 | 600 | 587

(—20C) TIRFEL 72, 17 M |68 150 40.0 49.4
L OREME 18 | M |62 157 50.0 479
19 | M |75 152 39.0 472

CTTomiFEd B L RPIBEDBIEIL, E. coli NIH] 20 M |80 168 56.5 47.0
N e 0 = 21 | M |65 154 41.0 458

¥ HER & L, STA 55k V12 ~=— —T 4 27 22 | M |84 | 160 | 435 | 449
HEITIT » 72, EFREORLIZ I, NEFREZE T I iz r ;g }2; gg-g :‘I-s

M, FRABAEIZ0. 1M HEs 2R (pH 7.0) 2 AV 72, 25 | F |66 |154 | 390 | 410

. . s . .= 2% | M |70 161 46.5 408
A BRPBEIOVTY, HERK7 w277 27 | M |75 | 148 | s10 | 388
7 4 —(LLTF,HPLC) 12 & 5 CTT & %o tautomer N4 28 F |74 139 45.0 38.4
B2 8 % K52 4T 72, HPLC %813, Model ALC 202 2‘; M ;i’ - i; 1 j;‘; 335
_ ean . . . 443

(Waters #) R L 72, #R1E&MG L KISRL7Z +SD 797| 740| 856 6.05
# 7 4 - Nucleosil Cig(5¢m), 150mm X 4mm i. d. 30 | F |36 152 62.0 29.1
— me e gee 31 M |73 168 58.0 28.8
717 LIREE - 45C 32 | M |88 154 48.0 26.4
B 8% 7 =1 ) 92% 0.1MKEERE T 33 M |77 154 475 24.1
IV |34 | M |73 164 54.0 21.7
') 77 2 (pH 3.0) 35 | M |84 | 152 | 445 | 194
& - 1.2ml/min 36 F |64 145 45.0 18.1
31 | F |77 146 45.0 128

KK - UV (280nm)

- Mean 715 | 154.0 | 50.5 22.5

727 U CORIEMEIZFIZZ e b ) DB WIRY, +SD 16.1 8.0 6.68 5.67

bicassay I2k 5 bNTH 5, 38 F |52 144 40.0 9.4

39 | F |46 153 48.0 8.3

5. EENFARENR 4 | F |60 151 44.5 8.3

AEIR TR ) M5 7P BE ) SEBY 1) ORI, FRRTE 4; F |59 148 44.0 8.0

. 4 M |49 167 59.0 6.9

/N5 E7 0 77 L (nonlinear regression program, 43| M |60 160 575 6.7

NONLIN)“% f v», two comparment open model®iZ v :2:: m 22 i;; :2.; g.g

Liedis TiT» 72, A BERLINIIRRTH S, 46*<| M |65 169 s4.5 51

A _ 1 47%%| M |37 176 57.0 4.7

C=Ae =+ Be™# () a8**| M |60 | 160 | 46.0 16

s 49| F |43 153 41.0 0.0
_D(a—ky) Mean 526 | 159.2 | 503 5.90
Vila—g8) +SD 10.3 9.92| 17.02 2.80
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vV, ( a’—ﬁ)

* : Patients on hemodialysis
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Table 2 Dialysis system characteristics

No. | Dialyzer Mer;rl;;ane }ggsvd Dialysate. flow
(cm?) (ml/min) (ml/min)

43 | EX-23 8,000 200 500 (single pass)

44 | AM-20 16,000 200 400 (single pass)

45 | EX-25 10,000 150 500 (single pass)

46 | EX-23 8,000 100 500 (single pass)

47 | EX-23 8,000 100 500 (single pass)
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Fig. 2 Mean serum concentrations of CTT after intravenous injection of 500 mg in healthy volunteers
and patients with renal insufficiency divided into 5 groups based on Ccr
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Fig. 3 Urinary recoveries of CTT after intravenous injection of 500 mg in healthy volunteers and
patients with renal insufficiency divided into 5 groups based on Ccr (Mean for each group + SD)
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Table 3 Urinary concentrations of CTT after intravenous injection of 500 mg
in healthy volunteers and patients with renal insufficiency

(Mean for each group + SD)

Urinary concentration (ug/ml)
Group n
0~2h 2~4h 4~6h 6~8h 8~24h 24~48h
I 8 922.0 778.9 457.0 311.0 77.0
328.1 400.1 233.4 147.7 28.2
I 7 461.4 460.9 161.9 2534 814
183.6 165.2 96.9 78.2 31.9
I 14 725.9 632.7 486.5 3935 97.8
502.2 379.0 228.3 223.1 57.3
v 8 269.1 293.0 279.6 217.0 97.1 29.2
228.9 2198 198.7 120.8 59.8 20.5
v 11* 55.5 52.8 53.0 44.6 214 10.8
14.9 104 114 7.16 481 2.12

* . Patient of No. 49 who excreted no urine was omitted

Fig. 4 Correlation between Ccr and elimination rate con-

stant of CTT in healthy volunteers and patients
with renal insufficiency
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Table 4 Pharmacokinetic parameters of CTT after intravenous injection of 500 mg in
healthy volunteers and patients with renal insufficiency

Group | No. co 8 kel thia 148 Vi va | goody | Remal | auc
(ug/ml) (hr) (hr) (hr) (hr) @ L) (ml/min) | (ml/min) | (hr-pg/ml)
1 170 0.241 0.685 0.132 2.85 2.94 6.39 33.6 28.9 248
2 138 0.217 0.496 0.298 3.19 3.62 9.70 29.9 26.3 278
3 171 0.288 0.722 0.157 2.40 292 6.07 35.1 29.3 237
4 166 0.264 0.636 0.242 262 3.01 7.34 319 28.0 261
I 5 173 0.242 0.775 0.199 2.86 2.89 8.19 373 31.1 223
6 126 0.206 0.570 0.203 3.37 3.97 10.46 37.7 30.7 221
7 127 0.207 0.444 0.248 3.34 3.93 9.13 29.1 23.3 286
8 157 0.206 0.571 0.137 3.36 3.19 7.03 30.3 233 275
Mean 154 0.234 0.612 0.202 3.00 3.31 8.04 33.1 27.6 254
+SD 20 0.031 0.113 0.059 0.37 0.46 1.60 3.4 3.1 25
9 134 0.224 0.495 0.179 3.10 3.74 7.69 30.9 224 270
10 296 0.202 0.942 0.055 3.42 1.69 7.41 26.6 18.4 314
11 114 0.193 0.485 0.149 3.59 4.40 10.37 35.6 26.1 234
12 240 0.136 0.566 0.078 5.10 2.08 8.25 19.7 11.4 424
1l 13 227 0.233 0.613 0.116 2.97 2.21 5.43 226 8.7 370
14 114 0.172 0.400 0.182 4.03 4.38 9.58 29.2 23.8 285
15 187 0.151 0.436 0.127 4.58 2.67 7.31 19.4 9.5 429
Mean 187 0.187 0.562 0.127 3.83 3.03 8.01 26.3 17.2 332
+SD 70 0.036 0.182 0.048 0.79 0.11 1.62 6.1 7.3 77
16 136 0.230 0.515 0.144 3.00 3.68 1.72 31.6 18.1 264
17 181 0.169 0.428 0.155 4.11 2.77 6.62 19.8 12.5 422
18 155 0.152 0.327 0.154 457 3.22 6.66 17.5 9.0 476
19 276 0.217 0.732 0.081 3.20 1.82 5.76 22.1 14.2 376
20 205 0.187 0.538 0.059 3.71 2.45 6.84 22.0 10.4 381
21 188 0.196 0.466 0.175 3.53 2.66 5.88 20.6 11.1 404
22 117 0.158 0.261 0473 441 4.69 7.24 20.4 9.6 449
- 23 146 0.224 0.550 0.151 3.10 3.44 7.86 31.6 226 264
24 132 0.143 0.297 0.188 4385 3.80 7.56 18.8 11.3 444
25 176 0.202 0.429 0.125 3.44 2.84 5.79 20.3 127 411
26 231 0.198 0.718 0.066 3.50 2.17 7.47 25.9 16.1 322
27 217 0.188 0.537 0.071 3.69 2.31 6.36 20.6 14.2 404
28 138 0.078 0.216 0.100 8.91 3.63 9.85 13.0 6.2 640
29 172 0.164 0.491 0.107 4.23 291 8.26 2338 10.4 351
Mean 176 0.179 0.465 0.146 4.16 3.03 7.13 220 12.7 401
+ SD 44 0.040 0.154 0.103 1.48 0.77 1.12 5.0 4.2 94
30 176 0.115 0.334 0.094 6.01 2.85 7.99 15.8 5.2 527
31 128 0.091 0.228 0.139 7.59 3.92 9.52 14.9 6.3 562
32 185 0.152 0.449 0.072 4.56 2.70 7.73 20.2 13.9 412
33 145 0.175 0.378 0.138 3.97 3.44 7.14 21.7 14.1 385
v 34 102 0.050 0.107 0.216 13.9 4.95 10.40 8.8 4.1 949
35 189 0.047 0.132 0.108 14.9 2.67 745 5.9 3.2 1438
36 230 0.077 0.185 0.178 9.06 2.17 5.10 6.7 1.0 1246
37 276 0.075 0.198 0.115 9.29 1.82 4.74 6.0 2.1 1394
Mean 179 0.098 0.251 0.133 8.66 3.07 7.51 12.5 6.2 864
+ 8D 56 0.046 0.122 0.047 4.03 1.01 1.94 6.5 5.1 448
38 133 0.063 0.112 0.340 11.1 3.49 7.96 6.5 0.9 1151
39 274 0.092 0.398 0.070 7.56 1.82 7.66 12.1 0.4 690
40 152 0.035 0.069 0.182 20.0 3.29 6.51 3.9 1.2 2201
41 153 0.066 0.120 0.145 10.5 3.27 5.86 6.5 0.2 1276
42 142 0.065 0.145 0.119 10.6 3.52 7.73 8.5 0.9 980
43 121 0.075 0.124 0.128 9.27 4.15 6.76 8.5 0.8 975
v 44 116 0.082 0.161 0.153 o 4.30 8.35 11.6 0.8 721
45 193 0.077 0.183 0.090 6.96 2.59 6.02 79 0.1 1058
46 231 0.060 0.158 0.060 11.6 2.16 5.70 5.7 0.3 1460
47 226 0.080 0.250 0.108 8.71 2.22 6.76 9.2 1.1 904
48 224 0.028 0.091 0.529 25.0 2.26 7.06 3.4 0.2 2449
49 168 0.035 0.064 0.193 19.8 2.98 5.45 3.2 0.0 2603
Mean 178 0.058 0.156 0.176 12.63 3.00 6.82 7.3 0.6 1372
+ SD 51 0.027 0.092 0.133 5.67 0.80 0.95 3.0 0.4 671
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Fig. 8 Correlation between Ccr and renal clearance of CTT
in healthy volunteers and patients with renal insuf-
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Cer btV a LORMICRBEENERIZED LNLH -
72e =%, Cerk t % g :DBFZ%#RRT 5 & Fig.6
EBNICEN, TEBICIZERH e NRaBaE I Ee
Sifz, Group I, T bLBHEEEENt KB
3.00. 4B M T, FHEENET ISV M ECIER L,
group I~V t % g3 #n#n3.8+0.8, 4.2+1.5,
8.7£4.0, 12.65.78f & 7% 1), Cer 30 ml/min {Hik LA
TTERNFEREL 72,

3) BHEELOHEM(V LUV

Group [~V FToHVizxn£n3.3+0.5 3.0
0.1, 3.0+0.8, 3.1+1.0, 3.0x0.8L, /- Vdizzth
£Nn8.0£1.6, 8.0+1.6, 7.1+1.1, 7.5+1.9, 6.8+1.0
LT, winiBHEEEIC 82Nk
2o INEREHL) TAHDBE, ViIIH 6% (L/kg), Vd
138914% (L/kg) &% » 72,

4) BREELIEKZ7 )T 7 ZABIUBZ)T IR

Cer btk7 )T 2 DMFRZRRT S E Fig. 70
EBNTHY, WERICIZHEEDHERIRR (P0.0001) ¢
BoObN, F2Cr tBI7N)VT 7R EDEFRERRT
3¢ Fig8nEsh)ThHY, MERMCIZAENFBMR
(P<0.0001)p 3B b7z, A BEIZ VT 7R EB7))
T7>RENMICLEENHEBBE »ES L0 (P

<0.0001) (Fig. 9).

5) BHEAL & M i P HRAR T E K (AUC)

Cer ¢ AUC L DBt # MR35 & Fig. 10 & B
2%, mEMICIIREREIBIR AR bz,



VOL. 30 S-1 CHEMOTHERAPY
Table S Mean urinary recoveries of CTT after intravenous injection of 500 mg in
healthy volunteers and patients with renal insufficiency
The values represent the mean + SD
B: Bioassay @ H: HPLC taut.: tautomer by HPLC
Recovery in urine (mg) Total*
Group n As;ayd 0~48
metho 0~2 2~4 4~6 6~8 8~24 24 ~48hr %
B 196.5 74.9 53.6 345 57.1 - 83.3
30.4 15.8 15.5 10.1 149 - 3.8
I 8 H 196.8 71.6 51.6 323 519 - 80.9
28.3 14.3 9.3 8.7 10.9 - 5.2
taut 6.6 29 23 13 1.9 - 3.0
: 3.0 1.3 0.9 0.7 0.5 — 0.7
B 114.7 73.6 38.1 333 74.3 25.9 69.0
30.7 223 12.5 9.6 14.7 31.5 14.5
I 7 H 118.6 72.5 43.1 35.0 71.8 4.3 69.8
39.0 26.9 14.8 10.6 14.8 3.0 18.0
taut 13.3 8.5 5.8 38 11.2 0.0 8.5
aut: 10.7 8.4 6.6 33 10.2 - 7.6
B 87.4 60.0 51.7 43.6 81.7 15.9 66.0
37.7 19.5 20.1 23.8 29.7 14.5 9.8
I 14 H 89.1 594 50.4 44.7 77.2 14.8 65.6
40.5 17.6 19.3 274 27.9 10.1 11.8
taut 39 24 2.3 33 5.7 0.3 35
aut. 3.4 1.0 1.5 2.3 5.8 1.0 2.0
B 493 30.5 243 25.8 68.3 32.1 46.0
514 20.9 13.0 11.7 353 17.1 20.0
v 8 H 45.7 299 24.4 238 68.3 31.1 44.6
414 19.9 12.0 10.2 40.1 17.1 19.6
taut 2.8 1.6 1.2 1.1 4.0 2.5 2.6
aut. 2.4 12 0.9 0.6 2.2 2.7 1.3
B 5.9 5.0 5.0 43 16.1 10.3 9.0
4.4 3.0 36 29 14.6 10.5 6.7
5.8 49 4.9 39 15.5 9.5 8.6
v |12 H 44 33 3.7 3.1 146 9.9 6.9
0.5 0.3 0.4 03 1.1 0.7 0.7
taut. 06 0.3 0.5 05 1.5 12 0.6
— : not tested  *: % of dose

6) PR tautomer

Bioassay CH#ll%E L 72 & group HN R HEt RO
% Fig. 31cR L7245 ZOfIEs L WHPLCIZ & )57
BERLZERHBCTT B & U % @ tautomer O fE %
Table5 2% & TR L 72, Bioassay = & 2 #IEfES &
O HPLC iz & 2 BIEMER, W T NORBFE T L (-3
LTvi72, % 7- tautomer O R kit it % 24B¥fE £ T
BRFR PR TAH B &, group | ~VTENENS.0
0.7, 7.3+7.6, 3.4+2.0, 2.1+1.2, 0.5+0.5%Th >
72o T % tautomer NEME % 4 5 HEYTBKH X T
DG HEM R IC 4t 5 tautomer DHEEF BT B &,

group | ~VTZNFN¥#3.7, 10.5, 5.3, 6.0, 7.4%
L), BB L OMICEROBRIIED Sk o7,

4. MAEBATEEO MEFREE

M HEAT B 5 Bl FEENRE B L BN O MR
ErxFHETE e, AREZ7 77170y b T 5L
Fig 11Dk 010 % b, AREEZOMLERRER, &
51% 1 65/ 3 TILENTE TED - 7245, 2 BeHE TliER L,
5 B fEl 4B (3 JEE AT B T49.8+13.0ug/ml, E T T
38.7+£59 ug/ml THo7z, Th2tY% L THBE, IE
EATEE T 9. 485 R, (EAERFTS. TR & %), SERE M
BB L) t Y4 B3 A RERSIHEL 72,
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Fig. 11 Serum concentrations of CTT after intravenous

injection of 500 mg in patients on hemodialysis

Cross-over method (n=5)

x—x  Not during hemodialysis

0—0 During hemodialysis

Serum concentration (ug/ml)

20 T T T T

Time (hrs)

% ®

CTTREFLVWERAL7 74 > RUER T, #
KDL 77a AR RHERIZ@ 4D B-lactamase
EEFICH L TLBWHAEH2ET AL vwbR T 3Y,
TRAROBRBERAICEIT 5t 8134 3 M TRER
DEIRFEFICH LA LI &, »OREENHIB0%
BARELEND Z & ( RFAF S N2 EHERT S
EREIN TV, —F, BHHROREITH BIC b H
b LT, BWETPRENELRLLORELH,
FERNERFERNC 2 6 Nich » AN B & UHeitEh e
EBLIENTFHRENG,

4SEFR L, BrOBRELET 4 ERELT
AREGEZONED B L CRPIRE % ERFH9C bioas-
say i L DMIZEL, FRFIBREICDVTiL tautomer
RETHEMTHPLCIC L 2RIELIT- 2. 2 5icM
& o i = » & two compartment open model iZ L 72
Do TR L, 185 NIZEBHEN T 2 — 7 L B
BEEE > DRMEEICOWTRET L 72, BHEENIRIEL L
Ti, CerfEzFv7z,

AREE HOMEPRE RS EX% T3 & group
TIFEALEIRR{, group | ~VETHREERICH
T 5 B3R I iE Rk E(CO)DE group B N F H) 1L
154~187xg/ml DA RIZ H » 72, Z i & group N
V.5, BEHEREEIC L B2 TIUE—ETh 12
ZrEb—%$ 5, aphaselcBit HMmiEHIREN T
PtYa TAHADLERIEL EBZRTH), NI VD
Vi Vd EBBEE: NMICE B OB ZH bk
ol k&b—8Y %, L L& group O i ilE

2, BRENZEBE & LICENEL 2, T%bb B-phase
BT MEFREIX, BHENETICEVEE LT 2
EEbEsd Sl ZOBEMERIS, Cor & BB LUV
ke & DRICEBOHEBEBFRIRO LN LICLNE
T s, REDMFH LD RIS BEEEICKE (kY
THIEHMERENT, £72Cer Lt Y B LB
WERABEGR & 2 ), BEREE,EEIC K23 mE
FREIZBELTAEBERL, DAL Cer 30 ml/
min Bijf#h HEHE L - 2. B BERIEEFOARD
t % f (3% 3. 086, % 72 Cor 90ml/minle BHRAEE R
B L7RBAENtYLRIEMLIAEIN, hox
77a2E) Y RIPEROt BN LB LI RY
EEZONI. T hbbERANt KIL, A7 724y
> F £ &l T » B Cefoxitin(CFX)®, Cefmetazole
(CMZ)®n#3 ~ 515, LR TRLRVtYLE
¥ 3% &b T % Cefazolin(CEZ) “¥n# 2 fE T4
N, BEF CCHRBEINLERAERHNOFTRLEN
thenz i, ‘

Derrtu % '3, one compartment open model iZ 5
T, BREBEENK.IZBNEEREEEY (k) LB
HEREEES (k) ORTH Y, L kL BHEE(Cor)
BT 2 EnE 2 P L RADRILT B EL TS,

ke =knr+a - Ccr (8)

4[| o CTT o # #r 12 (2 two compartment open

model ZHVTED, ORIz kas YL AL EHNE
NREEEZLNBZE L )RAIFBHRIALT 5,

B=Kka+a - Cer (9)

CTTic2WwWTd g & Cer L OMICIZAROELBR
WRHLENTED, BED kold0.07EFFEEN, 2D
&1 DETTL'®?) #45 L T\~ % Cephalothin(CET), Ce-
phaloridine (CER), Cephacetrile(CEC)70.03, CEZ »
0.02% & L RTHLPICKEWETH >, TAH
DEBEEIEE BOMKIEBEES (ky) 13, Cer 90 ml/min
PEFMEE LTHETSH L0145 %0, MRETICRE
ENLRRHERHNOFTRL NS WELRTCEZN
0.36%% N 2 LISARWETH T2,

DerTLi®id, FHL V9T X —F TH B igREERL
(Q)#RATEDLLR,

Q=%=%+ l?_u Ccr=Q,,+lf—N- Cer ol

ERTQoixCer 0 mi/min?diE, 74 b b EEEEER
ENHEEEESLERLT L L LICBBRIEEEENE
NYEMEREEHLEZLERLTEY, FHNQI
Cer 90 ml/min # E¥{E & §5 L0.51 ¢ EI N,
Dertu®O#HEL T b 2779 2R >~ RFEH D
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Qol%0.02~0.08, F/EH S DY L 726 ZHERD
Qol20.04 ~0.36741 197 2 L Mk L T L A B D Qpld
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PHARMACOKINETICS OF CEFOTETAN (YM09330) IN HEALTHY
VOLUNTEERS AND PATIENTS WITH RENAL INSUFFICIENCY

Mitsuo OHkKAwA, SHUJI TOKUNAGA, IsaMU MoTol, RYOCHU SHODA,
AKIYOSHI IKEDA, TOSHIAKI SUGATA, MASARU SAWAKI, MASAYOSHI SHIMAMURA,
EiNosuke NAkAsHITA and KyoicHr Kuropa
Department of Urology, School of Medicine, Kanazawa University
(Director: Prof. K. KURODA)

Ixuo MikAawaA and SHOJ1 HIRANO
Department of Urology, Koseiren Takaoka General Hospital
(Director: Dr. 1. MIKAWA)

CHIAKI NANGO and AKIRA OKASHO
Department of Urology, Fukui Red Cross Hospital
(Director: Dr. C. NANGO)

The pharmacokinetics of cefotetan (CTT, YM09330), a new parenteral semi-synthetic cephamycin anti-
biotic, were studied in 8 healthy volunteers and 41 patients with renal insufficiency after a single 500 mg
intravenous administration. Serum concentrations of cefotetan were determined by paper disc method using
E. coli NIHJ as the test organism, and urinary concentrations of cefotetan by both the bioassay and high
pressure liquid chromatography. Pharmacokinetic parameters for cefotetan immediately after administra-
tion were approximately 150 ~ 180 ug/ml in all subjects regardless of their renal functions. However, the
serum concentrations during f-phase increased in patients parallel with the degree of renal impairment. The
mean serum half-life (8) and the mean serum concentration at 8 hours after dosing were 3.0 hours and 8.3
ug/ml in the normal subjects as compaired with 12.6 hours and 43.9 ug/ml in the patients with creatinine
clearance of <10 ml/min. There were significant linear correlations between the creatinine clearance and the
elimination rate constant and $-phase rate constant of cefotetan (p <0.0001, respectively). The mean cumula-
tive urinary recovery of the administered dose in the 24-hour urine was 83.3% in the normal subjects. As
renal function declined, the urinary excretion decreased. It is suggested that lower doses or longer intervals
should be employed according to the creatinine clearance in patients with renal insufficiency.



