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Table 1. Concentration of cefclidin in genital organ tissue after a bolus intravenous administration of 1g

Time Serum (ug/ml) Tissue (ug/g)
No. | Case (min) AnteCl.JbitaI Uterine Po.rtio. Cervi.x Myo: Endo.- Ovary Oviduct
vemn artery vaginalis uteri metrium metrium
1 S.A. 49 50.4 51.8 22.30 25.70 23.40 18.10 10.40 16.10
2 Y.A. 111 25.4 24.6 8.97 8.28 6.29 10.90 23.40 8.83
3 S.I. 112 245 26.6 18.30 20.20 15.10 11.60 16.80 23.40
4 K.A. 120 20.0 20.3 22.30 17.60 13.00 14.30 21.20 22.20
5 K.I. 163 145 15.1 11.90 13.40 8.69 7.51 10.10 12.40
6 I.S. 169 16.1 14.2 12.60 10.50 7.45 11.50 17.80 15.90
7 K.O. 171 14.5 13.0 5.98 5.99 3.08 6.87 9.92 791
8 HA. 176 17.9 17.0 9.77 8.62 7.92 7.75 10.10 10.10
9 K.A. 224 5.8 5.6 4.51 3.50 2.83 4.83 7.47 5.93
10 0.s. 234 7.9 75 7.32 5.64 2.88 4.24 7.44 7.68
11 S.U. 286 9.5 8.6 3.23 5.09 4.76 411 7.11 5.73
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Fig. 1. Serum concentration of cefclidin after
intravenous administration of 1g
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Fig. 3. Concentration of cefclidin in genital organ

tissue after a bolus intravenous administra-
tion of 1g
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Fig. 2. Concentration of cefclidin in genital organ
tissue after a bolus intravenous administra-
tion of 1g
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Fig. 4. Concentration of cefclidin in genita]k organ
tissue after a bolus intravenous administra-
tion of 1g
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Table 2. Concentration of cefclidin in serum and exudate of retroperitoneal
space after 60 minutes DI administration of 1g

(Serum)
Concentration of cefclidin (ug/ml)

Case
1/2 1 11/2 2 3 4 6 8hr
1. J.S. 35.0 454 275 22.0 134 7.7 39 2.0
2.CM. 395 57.3 36.5 274 14.6 6.7 3.1 1.1
3. MY. 36.8 59.7 30.6 229 12.3 6.7 2.5 0.8
4. S.K. 379 59.2 39.7 28.1 17.6 115 55 2.7
5. K.K. 53.5 60.1 39.8 28.8 17.7 11.8 5.9 3.0
Mean+S.D 40.5 56.3 34.8 25.8 15.1 89 42 1.9
eanESD 474 | +62 | 455 | +32 | +24 | +26 | x15 | %10

(Exudate of retroperitoneal space)

Concentration of cefclidin (zg/ml)

Case
1/2 1 11/2 2 3 4 6 8hr
1. J.S. 33 7.8 13.1 25.2 21.6 17.4 11.9 9.8
2.CM. - 12.3 20.9 28.1 25.6 221 19.3 11.2
3. MY. 6.0 12.1 215 26.4 26.2 19.8 12.7 8.8
4. S.K. 0.7 7.8 15.6 19.2 22.0 20.4 15.0 11.6
5. K.K. 5.0 10.5 17.0 20.7 23.4 21.6 16.4 11.0
3.8 10.1 17.6 239 23.8 20.3 15.1 10.5
MeantSD| o3 | +22 | +36 | +38 | +21 | =18 | +30 | 12
Table 3. Pharmacokinetic parameters
100+ 0st<]l C=A*(1—e-«t)+B*(1—e-8Y)
Serum {tgl C=Ae-2(t-D+Be-#-D
o—o Serum
Exudat 0st<l C=A*(l—e-«t)+B*(1—e-F)+C*(1—e-7")
- Exudate xudate ez1 C=Ae-= (-0 4Be-4 =1 4 Ce-7 (t=D
E
S
3
5
E Parameters Serum Exudate
g A (ug/m) 17.30 —7.86
§ B (ug/ml) 40.28 —28.23
3 C (ug/m) — 46.68
A* (ug/ml) 17.50 —-17.95
B* (ug/ml) 103.49 —72.53
C* (ug/ml) — 264.71
a ( /hr) 4.483 4.483
B (/hr) 0.492 0.492
y (/hr) — 0.194
- Tmax (hr) 1.00 2.46
Cmax (ug/ml) 57.58 21.39
Ly gy ty, (hr) 141 3.57
001 2 3 45 6 7 8 9 1011 12 AUC (ug-hr/ml) 120.99 184.23

Time after administration (hr)

Fig. 5. Mean concentrations of cefclidin in serum
and exudate of retroperitoneal space after
60 minutes DI administration of 1g
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Fig. 6. Simulation curve of cefclidin in serum and
exudate of retroperitoneal space after 60
minutes DI administration of 1g
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Table 4. Cefclidin concentration in mother’s milk after
intravenous drip infusion of 1g

No. Ohr. 1hr. 2hr. 3hr. 4hr. 6hr.
1 N.D. 0.6 0.7 23 2.2 2.0

2 N.D. 0.6 0.6 0.7 0.5 05

3 N.D. 0.2 1.3 15 13 09

4 N.D. 1.6 2.2 1.7 15

5 N.D. 0.4 0.7 0.7 0.6 0.6
6 N.D. 0.8 1.4 13 0.9 06
7 N.D. 0.3 0.7 0.7 0.7 04
8 N.D. 0.2 1.0 0.8 0.8 04

9 N.D. 0.3 0.7 0.6 0.6 0.3
Mean 0.56 1.03 1.08 103 080
+S.D. +044 £052 £059 £0.58 =058

N.D. : not detectable

#—) ~EML, MEOREE, MIC, B-775~—¥
EEBNAELIT, TEXHRNVEBRENHELXD
HWEEZRETL 72,
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Bliz&BIAFRT, FEMBERARITIIES, REIR
BRI TIRAMTH -2, FESHEAMR IATIIEY
16, %16, ®HH16ThHY, BARSRIATIA
25, & 1BITH -7, BEFFPLBICHR
LUEDBRRENR % B>, AMHII84.6%TH 1, K
o 2 R VTR L ERERIC FERES LUNE
HEmEALTEY, £5RE B %, CFCLERT
3 LEERERNUED U 225D TH b,

AFE 5B MEEHRRD TR TH - 12 9 EAP
b O EREI2M L S HEL 2, TSI I3 BEEE, 2
FEBID b IS = TREL 72

BB RSB 7 B COMBFRIR RIZHR S Bl
(Staphylococcus aureus 2#k, coagulase negative Sta-
phylococcus 1#k, Escherichia coli 1¥k, Citrobacter
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Table 5. Clinical summary of gynecological infections treated with cefclidin
] Cefclidin o )
Case|Age[B. W Diagnosis d - Total Clinical| Before | WBC CRP ESR |Bacteriological| Clinical Remarks
No. | (y) |(kg)| Underlying disease Grade Do'se Duration dose |isolates| After | ( /ar) (mn/h) effect effect
(gxtimes)| (days) | (g)
. 9100 0.56 | 22
iti C. d
1 |2 | 48 | Endometritis | npg | 1xz 8 16 —f(’-f")"i ! ! | ¢ | Eradicated | Good | -
5200 0111] 6
. 8300 0.23
2 | 37150 _ Endometritis Moderate| 1x2 6 12 S. (a—zir)eus ! 1 Eradicated | Good -
4100 015!
S. agalacti
Endometritis “g‘;sf “ 900 | 815
316337 | ————— | Mild 1x2 5 10 . | ! Unknown Good -
Endometrial cancer E. faecalis
—= 8300 1.60
N.D.
fes 13900 34 7
o |1 |50 | Endomerits yioderate| 2x2 | 7 2% ) L | 4 | 4| Unknown | Good | -
N.D.
4100 12 26
Endometritis S. mitis 13400 #
5 | 28 | 56 | —————— | Severe 1%2 10 20 S. intermedius ! i Eradicated | Good -
(-) 5700 | +
.. 14000 7.0 40
6 |27 |875 _Adnexitis Moderate| 1x2 7 14 ((:I:I)S ! | | | Eradicated |Excellent -
4600 0.8 36
. 11100 | 10.78
P 1 .D.
7|20 |44 | 2P IModerate| 1x2 | 6 12 I(\I_D) Lo Unknown | Good | -
6200 0.36
. . 11200 53 59
Pel 1lulit N.D.
8 | 65|40 | —<CUI IModerate| 2x2 8 30 Ng ! L | | Unknown |Excellent| -
o 7000 | 0.1 | 45
. . 7500 8.6 117
Pel 1lulit 3
9|39 |41 |— 0| Severe | 2x2 | 14 54 | Sawres — ¢ | 4 | | | Eradicated | Good | -
3800 5.0 80
. . 12100 | 17.02
Pel 1lul .D.
10 | 66 | 48 —elvic celluliis Moderate| 1x2 6 12 N-D | | Unknown Poor -
Vulvar cancer N.D.
11200 | 14.53
Wound infection o 5600 | 0.31
11| 54 | 38 | (Vaginal stump) | Mild 1x2 5 10 % ! ! Unchanged Poor SS;T
Cervical cancer - Jragiis 3100 | 0.15! f
Wound infection B. fragilis(+) 11800 | 4.1
12 | 71 |435| (Vaginal stump) |Moderate| 1x2 5 10 % ! i Decreased Good -
Cervical cancer - Jragiis 6300 | 0.35
Wound infection E coli 4500 | 12.73
13| 67 | 46 | (Vaginal stump) | Mild 1x2 8 16 ('_C[;I ! 1 Eradicated | Good -
Cervical cancer 3800 | 0.95

N.D.:notdone  CNS : coagulase negative staphylococcus
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212, BELEFIFUCARIZL B EEZ LN BE|
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Table 6. Laboratory findings before and after cefclidin treatment
Se
Noo | o) | i | o6 | G |ociohe| SOOT | SGPT [ ap | BUL b :/%g
. B 401 12.3 37.2 9100 34.8 10 5 136 9 0.8
A 377 11.2 35.0 5200 24.9 14 9 109 7 0.59
) B 259 7.7 24.0 8300 39.6 14 14 200 10.8 0.7
A 239 71 23.6 4100 36.3 15 16 247 6.7 0.6
3 B 425 12.8 37.7 9100 272 21 14 196 6.0 0.5
A 408 12.2 36.1 8300 43.0 11 11 214 13.7 05
. B 383 10.4 32.2 13900 23.1 28 21 82 75 05
A 387 10.2 32.9 4100 41.0 15 18 97 11.0 05
i B 431 12.2 36.3 13400 26.5 17 8 94 8 0.78
° A 399 114 335 5700 229 16 14 81 5 0.67
B 447 134 39.0 14000 25.8 21 19 131 7.7 05
° A 476 14.0 41.9 7000 29.0 17 15 122 14.2 0.6
B 411 119 37.8 11100 27.1 12 5 144 19.0 08
! A 370 10.7 325 6200 40.2 14 12 159 135 08
B 370 12.2 36.4 11200 24.6 31 24 180 15.6 08
’ A 359 11.9 35.9 6700 20.6 34 27 10.6 0.7
B 431 13.7 41.7 7500 18.9 24 11 85 05
? A 399 12.0 375 3800 20.9 34 21 8.8 0.4
B 369 9.9 30.3 12100 36.6 17 12 286 27.0 14
1 A 358 9.8 29.4 11200 37.2 29 30 641 26.4 13
B 342 10.6 314 5600 44.7 30 16 218 7.6 0.6
H A 330 10.0 30.0 3100 35.0 45 43 201 9.7 0.7
B 294 9.2 274 11800 43.1 16 24 06
2 A 319 9.6 29.1 6300 29.4 16 14 211 6.4 06
B 322 10.0 29.7 4500 26.4 17 19 310 10.4 0.7
B A 296 9.2 276 3800 28.7 17 16 210 9.9 06

B : before, A : after

gTHRFTH B EEZ LT

LT BATIIME 7 = 28] & BT 2 L RRHH
1TME % 7% L, ceftazidime®, SCE2787 & (ZIZRIFRE TH

272,

1R ARVEBURGAE 136 51T 5 BRIREIZ 136111
Bl (84.6%) HEMULTH »72, TEEDIRETTY
1661 5 LEWERIZ %, BRREMEOREL1HIC

ZOONIH BB L LD TR UH» 72,
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PHARMACOKINETIC AND CLINICAL STUDIES ON CEFCLIDIN IN
OBSTETRICS AND GYNECOLOGY

Teruhiko Tamaya, Hiroshige Mikamo, Koji Izumi and Kunihiko Ito
Department of Obstetrics and Gynecology, Gifu University School of Medicine
40 Tsukasa-cho, Gifu 500, Japan

Toshiya Ito and Yoshitaka Yamada
Department of Obstetrics and Gynecology, Gifu Prefectural Gifu Hospital

Motoki Hayasaki
Department of Obstetrics and Gynecology, Gifu Municipal Hospital

Pharmacokinetic and clinical studies on cefclidin (CFCL), a newly developed injectable cephem
antibiotic agent, were performed and the results obtained were summarized as follows.

1. When 1g of CFCL was administered intravenously, its serum concentration reached approxi-
mately 100xg/ml at the end of single dose administration of 1g, and then declined rapidly. The peak
concentration of CFCL in all intrapelvic genital organ tissues was higher than 18ug/g.

2. CFCL transferred into retroperitoneal fluid with a peak concentration of 21.39uxg/ml at 2.46
hours after initiation of a 60 minute drip infusion at a dose of 1g. Following the concentration of
CFCL declined slowly, and maintained a level of 11.1xg/ml even at 8 hours.

3. The transfer of CFCL into breast milk reached the peak concentration of 1.08+0.59xg/ml at 2
hours after intravenous drip infusion of lg, then declined gradually.

4. CFCL was given to 13 patients with female genital infections. Clinical results were excellent in
2, good in 9, and poor in 2 with an efficacy rate of 84.6%.

5. No side effects were observed. In abnormal laboratory test values, a slight rise in GOT, and
GPT was noted in one case.



