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Table 1. Clinical summary of complicated UTI cases treated with cefclidin
Case Age | Weight Treatment Diagnosis Cer UTI |Catheter
No. [Name| g0y (kg) | Dose | poute Underlying disease (ml/min)| Group | (route)
. (g x /day) nderlying disease

71 CCC

1 |NK. 56 0.5%2 iv. |Bladder- 27.80 G-1 |urethra.
M rhabdomyosarcoma
60 CCC

2 |KH 50 0.5%2 iv.  |Bladder diverticulum| 61.80 G-6 -
M Bladder tumor
19 CCC

3 M.L 91 1.0%x2 1.v. Urethral trauma |102.43 G-1 cysto.
M Cystostomy
18 CCC

4 |TM. 67 1.0x2 iv. Urethral trauma | 93.80 G-1 cysto.
M Cystostomy
49 ccc urethra.

5 |ST. 61 0.5%2 di. | Neurogenic bladder| 69.40 G-1
M Urethral fistula cysto.
62 CCC

6 |T.M. 57 0.5x2 d.i. — | 40.78 G-4 -
M Bladder tumor
64 CCP

7 |OK. 55 1.0%x2 d.i. Bladder tumor 36.90 G-6 -
M Ileal conduit
70 CCP

8 |N.M. 57 1.0x2 d.i. Bladder tumor 33.81 G-6 —
F Ileal conduit

CCC : chronic complicated cytts
CCP : chronic complicated pyelonephritis
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Table 2. Serum concentration of cefclidin after intravenous injection
C?\Isz Concentration of cefclidin (ug/ml)
Time(hr) 1 2 3 4

0. 083 74.8 66.7 72.5 100.3
0. 250 4.7 41.0 51.7 65.2
0.50 35.1 31.6 43.0 49.4
1.00 29.9 23.2 30.3 32.4
2.00 17.8 15.0 14.1 17.0
4.00 9.8 6.9 6.5 7.3
6. 00 6.0 4.0 3.4 2.9
8.00 3.7 2.4 1.8 1.2
24.00 0.8 1.0 0.7 158.0
24.083 72.7 65.5 97.1 74.8
48.00 0.5 1.0 0.4 0.2
48. 083 114.4 61.5 97.3 86.0
60. 00 - - - -
60. 083 74.6 - - -
72.00 1.3 1.2 0.4 237.4
72.083 55.7 73.5 97.3 81.1
96. 00 0.8 1.1 0.3 9.1
96. 083 73.4 60. 7 86.9 151.2
96. 250 49.0 40.8 57.9 75.2
96. 500 41.2 29.9 45.2 50.1
97. 000 30.8 22.4 30.6 36.3
98. 000 17.9 14.5 18.7 17.4
100. 000 11.7 6.7 8.3 7.1
102. 000 6.6 3.8 3.5 3.0
104. 000 4.2 2.3 1.7 1.4
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Table 3. Serum concentration of cefclidin after 60-min intravenous drip injection
C;sz Concentration of cefclidin (xg/ml)
Time(hr) 5 6 7 8

1. 000 45.9 27.9 60.5 77.0
1.083 36.1 26.3 53.0 72.9
1.25 26.6 24.3 48.3 59.5
1.50 22.7 20.6 40.7 55.0
2.00 14.7 16.2 34.2 45.3
3.00 9.0 - 24.2 32.5
4.00 - 8.6 - -
5.00 3.5 - 13.8 21.0
6. 00 - 5.3 - -
7.00 2.2 - 8.7 13.7
8.00 - 2.9 - -
9.00 1.2 - 5.3 9.5
24.00 0.2 0.8 2.6 4.5
25.00 58.8 38.5 62.0 75.9
48.00 0.1 0.5 1.5 5.7
49.00 - 46.1 72.9 92.7
49. 167 34.1 - - -
60. 00 - 3.2 - -
61. 00 - 77.9 - -
72.00 0.5 0.7 1.8 5.2
73.00 = 41. 4 58.4 102.1
73.25 19.3 - - -
96. 00 1.4 0.7 1.7 6.4
97.00 41.8 35.0 55.0 94.0
97.083 31.6 30.9 46.8 72.6
97.25° 25.5 26.3 41.9 67.8
97.50 21.8 23.7 38.3 61.0
98.00 16.5 18.4 31.8 51.0
99.00 - - 20.4 38.0
100. 00 - 9.9 - -
101. 00 6.8 - 11.2 24.6
102. 00 - 5.7 - -
103. 00 3.2 - 6.8 16.8
104. 00 - 3.3 - -
105. 00 1.8 - 4.1 11.2
107. 00 1.1 - 2.6 8.1

R RRYIEFRRRE TH 5 P.aeruginosa T HRIZHT 5
MICi20.20~3.13ug/ml X BB I2 A L, #57%
SEEfEZ CORTIBEIZZNAMICK 12542 LE -
Tniz72®, Paeruginosal3 TG B I B\ TLBRHHE
58RI TIcik L7z, 5 3EBICKREE N 2
By, %5 5 @BICIZERICIER L 72, Staphylococcus
sp., Serratia marcescens? 2 % b ¥ 5% 2 B E TIC
{H%& L 72, NF-GNRiz, 5@ TH%E5ETHLL 7,
L2 L % % & MIC A100ug/ml % 5% 3 Enterococcus

Sfaecalis\3 ¥ L 72,
I8 R H & FE 3 case No. 3,

7.

SICBWTRHLN

729%, A EIDKET TIRME RORREIEMEL L —E D
HEEH RS LNT, RPN LEAIEEDH LN,
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Table 4. Uninary excretion of cefclidin after intravenous injection and 60-min intravenous dirp in jection inpatients.
Concentrations :
Case Recovery Time (ar)
No. Urinary amout
% 0-2 2-4 4-6 6-8 0-8 108
pg/ml 529.6 536.0 256.7 217.7
1 mg 95.3 80. 4 51.3 32.7 259.7 350.3
ml 180 150 200 150 680 265
% 19.1 16.1 10.3 6.5 51.9 70.1
ug/ml 1027.8 576.3 220.5 228.6
2 mg 118.2 155. 6 91.5 38.9 404.2 396.3
ml 115 270 415 170 970 1390
% 23.6 311 18.3 7.8 80.8 79.2
pg/ml 1287.1 903. 4 235.7 81.2
3 mg 572.8 189.7 75.4 39.8 877.7 937.2
ml 445 210 320 490 1465 2170
% 57.3 19.0 7.5 4.0 87.8 93.7
pg/ml 344.4 199. 8 96.3 31.9
4 mg 344. 4 119.9 53.9 43.1 561.3 780.1
ml 1000 600 560 1350 3510 2615
% 34.4 12.0 5.4 4.3 56. 1 78.0
xg/ml 3395 1376.9 284. 4 148.9
5 mg 169.8 110.2 110.2 42.7 350. 2 344.3
ml 50 80 150 185 465 750
% 34.0 22.0 22.0 8.5 70.0 68.9
pug/ml 2145.7 621. 4 96.1 153.2
6 mg 160.9 90.1 43.2 31.4 325.6 340.0
ml 75 145 450 205 875 718
% 32.2 18.0 8.6 6.3 65.1 68.0
ug/ml 1686. 3 1480.1 1588. 4 572.2
7 mg 252.9 162.8 238.3 68.7 722.7 672.8
ml 150 110 150 120 530 840
% 25.3 16.3 23.8 6.9 72.2 67.3
pg/ml 819.8 941.7 599.1 354.9
8 mg 131.2 202.5 151.0 67.4 552.1 513.2
ml 160 215 252 190 817 730
% 13.1 20.2 15.1 6.7 55.2 51.3
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Fig. 1. Plasma concentration after intravenous injection of cefclidin (0.5g)
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Fig. 2. Plasma concentration after intravenous injection of cefclidin (1.0g)
Table 5. Pharmacokinetic parameters for plasma concentration after intravenous injection
Case Ci A C2 Atz tikd k12 ka1 kel Vi Vas Vdss Cl Ccr  FEnNa
No. mg/ml hrl ug/ml  hrl hr hr  hr! hr!  hr! 1 1 1 I/hr ml/min %
1 54.33 6438 3997 0336 0.108 2.062 3111 2923 0.741 5303 11.681 10.947 3927 2780 2.60
2 50.85 2.695 20.83 0.256 0.257 2.703 1270 0965 0.716 6.975 19.477 16.155 4.994 61.80 1.11
3 64.49 2.807 3331 0374 0247 1.855 1.106 1.202 0.872 10.225 23.871 19.630 8.921 102.43 0.58
4 58.27 2334 4142 0439 0.297 1577 0711 1.227 0.836 10.031 19.088 15843 8387 9380 0.89
Table 6. Pharmacokinetic parameters for plasma concentration after 60-min intravenous drip in fusion
Case Ci A C2 Atz ti2A ki2 k21 kel Vi Vas Vs Cl Cer  FENa
No. ug/ml hr! pug/ml hr! hr hr hr!  hr!  hrt! 1 1 1 l/hr ml/min %
5 22843 11315 32.87 0.439 0.061 1580 7.199 1.807 2.747 1914 11.982 9.538 5.256 69.40 0.46
6 16547 14.384 2997 0.331 0.048 2093 10.313 2.486 1916 2.558 14.800 13.170 4.901 40.78 1.07
7 7361 4.005 46.33 0.287 0.173 2419 1.903 1.723 0.666 8.337 19.381 17.545 5554 36.90 2.29
8 85.60 2.872 58.65 0.215 0.241 3225 1315 1.296 0476 6.933 15371 13.970 3.303 3381 1.46
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Fig. 3. Plasma concentration after 60-min intravenous drip infusion of cefclidin (0.5g)
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Fig. 4. Plasma concentration after 60-min intravenous drip infusion of cefclidin (1.0g)
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ey pre ) c 0 H
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H 3 .
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Fig. 5. Urinary excretion, bacteriological response and pyuria effect of
cefclidin after intravenous injection
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Fig. 6. Urinary excretion, bacteriological
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CLINICAL PHARMACOLOGY OF CEFCLIDIN AND
CORRELATION BETWEEN BACTERIURIA AND PYURIA

Kazuya Kawahara, Motoshi Kawahara, Yoshihiro Mizuma, Yasuhiko Obama,

Sinichi Makinose, Nichiro Sakamoto, Toshihiro Goto, Yoshitada Ohi
Department of Urology, Faculty of Medicine, Kagoshima University
8-35-1, Sakura-ga-oka, Kagoshima 890, Japan

We studied the pharmacokinetics of cefclidin (CFCL) in 8 patients with urinary tract infections
and evaluated clinically between pyuria and bacteriuria. CFCL was administered i.v. or d.i.v.(60min)
at a daily dose of 1,000 mg or 2,000 mg over 5 days.

1. CFCL, when administered by intravenous injection or drip infusion, showed good dose-response
relationship in serum levels respectively, and then gradually decreased with the half-life of about 1.9
hours. When CFCL was administered intravenously, every 12 hours, no tendency of accumulation
of the drug was odserved.

2. The urinary recovery amounted to 69.2% (i.v.) and 65.6% (d.i.v.) in the first 8 hours.

3. Compared to the pharmacokinetics of Phase I study in volunteers, no difference was observed
except in patients with renal insufficiency.

4. Minimal inhibitory concentrations of a CFCL against Pseudomonas aeruginosa isolated from 7
patients with urinary tract infections ranged 0.20~3.13 xg/ml. No bacteriuria of P .aeruginosa was
obtained until 8 hours after the first dose.

5. Improvement of pyuria was observed in 3 cases. There was no close correlation between
improvement of pyuria and bacteriuria. In cases of chronic complicated urinary tract infections,
improvement of pyuria does not apply to the therapeutic efficacy.



