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87.5 (TAZ/PIPC, VL F [ U) pg/ml, 504 T17.2.
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Table 1. Concentrations of tazobactam and piperacillin in serum and genital tissues
after i.v. of tazobactam/piperacillin (2.5 g)

Time after Serum (ug/ml) Tissue (ug/g)
Case | Age .. .
no. (vr) admlms.tratlon Drug in uterine wbe | ova endo- myo- cervix portio
(min) ve artery Y| metrium | metrium vaginalis

TAZ 20.32 20.32 2.16 5.48 3.12 18.76 94 94

1 46 45 .............................................................................................................
PIPC 87.5 87.5 10.2 25.0 18.76 81.28 40.64 40.64
TAZ 17.2 17.2 - - 94 6.24 7.84 11.72

2 42 50 .............................................................................................................
PIPC 81.26 81.26 - - 35.96 43.84 43.84 62.52
TAZ 28.14 28.14 5.84 - 7.84 5.84 5.48 6.24

3 41 55 .............................................................................................................
PIPC | 137.5 137.5 34.4 - 43.76 24.28 25.0 37.52
TAZ 14.07 14.07 4.28 6.24 17.2 3.92 3.12 -

4 44 75 .............................................................................................................
PIPC 75.0 75.0 23.56 | 31.28 75.0 18.76 12.52 -
TAZ 5.48 5.48 0.8 - 0.6 1.18 0.8 1.28

5 46 155 .............................................................................................................
PIPC 23.44 23.44 5.08 - 3.52 4.68 5.84 7.04
TAZ 2.93 1.46 - - 0.89 1.09 0.89 0.7

6 49 225 .............................................................................................................
PIPC 12.11 6.25 - . 3.92 4.68 3.12 2.36

PIPC: piperacillin, TAZ: tazobactam
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Fig. 1. Serum and retroperitoneal exudate concentrations of tazobactam and piperacillin after d.i. of tazobactam/piperacillin
(1.25 g/60 min. n=5).

TAZ : tazobactam, PIPC : piperacillin, TAZ/PIPC : tazobactam/piperacillin

(g/mb) O—0 TAZ in serum
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Fig.2. Serum and retroperitoneal exudate concentrations of tazobactam and piperacillin after d.i. of tazobactam/piperacillin
(1.25 g/30 min. n=2).

TAZ : tazobactam, PIPC : piperacillin, TAZ/PIPC : tazobactam/piperacillin
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Fig. 3. Serum and retroperitoneal exudate concentrations of tazobactam and piperacillin after d.i. of tazobactam/piperacillin
(2.5 /60 min. n=5).

TAZ : tazobactam, PIPC : piperacillin, TAZ/PIPC : tazobactam/piperacillin

(ng/ml)
200 O—=0 TAZ in serum
O---0 TAZ in retroperitoneal exudate
100 @—=@ PIPC in serum
50 @---@ PIPC in retroperitoneal exudate
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Fig. 4. Serum and retroperitoneal exudate concentrations of tazobactam and piperacillin after d.i. of tazobactam/piperacillin
(2.5 g/30 min. n=2).

TAZ : tazobactam, PIPC : piperacillin, TAZ/PIPC : tazobactam/piperacillin
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(S. aureus, E. faecalis, E. faecium® 1¥K), 77 L&k
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sa), FoBERMEREIMRIZVTRO L L2,
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10RRIZ BT B HIHAFIZ60.0% TH > 72,
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EERORBROAEEICOWCIIFICEE L CEEL
7oo FAHR G L DBERBREEOLHIC O VT
M, BFEERE, BRGERAE LTV RE O RH
DA DOV T b HRES L 72 (Table 4) o

BRIR G CARR Z %5 L 7265BI bW THMER 2
RIVEHOREIZ1HD b o 72,

F 72 BRR MR A 12D W T 56T 5 GOT. GPT.,
ALP, Y-GTP, LAPD @ \WHI 216 EBI1), ALP, 7-
GTP, LAPD i\ B 1B GEBI2), ALPOFEWHIAS1
B (EBIS) H S M zpv o b KRR S %2 BT 5
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FEGIA TIXGPT S ARFIE G165 S5 %87~ & L
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Table 2. Clinical results of tazobactam/piperacillin treatment

Age ) ) Treatment Isolate B-lacta- )
Case | (yr) | —23gnOSIS__ == Totall  (MIC pg/ml) mase Bacterio- | cyvcal | side
Underlying Y |Duration logical
no. | BW disease dose (days) dose Before PCase | CSase effect efficacy |effects
(k) @xtimes) | Y | (g After
43 parametritis E. faecalis
1 45 uterine cervical | 2.5x2 6 30.0 | P. bivia eradicated | good -
cancer (=)
pelvic
2 Zg peritonitis | 2.5x2 | 12 |60.0 M@Zis—((—M_ﬁ)S—A)—‘Z@— (=) | (=) |eradicated | good | -
ovarian cancer
parametritis
4 | ———— E. cloacae (50) + (+)
3 54 uterine cervical | 2.5x2 7 35.0 S awews @) | (- (=) replaced poor
cancer
S. aureus
.. E. faecalis
parametritis . .
49 | ——— P. bivia partially
4 62 uterine cervical | - 2.5x2 9 45.0 B. thetaiotaomicron eradicated good | GPTT
cancer =
S. aureus
E. faecalis
pyometra P. aeruginosa (1.56) | (-) (+)
47 | ———— E. faecium (>100) (=) (=)
5 42 uterlr;:1 Cc:rrpus 2.5x2 11 52.5 P. aeruginosa (1.56) | (=) ) unchanged | good
E. faecium (>100) (=) | (=)
«TH75-t1-1a»  Oct. 5, miyuki
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Table 3. Bacteriological response of tazobactam/piperacillin treatment

Isolates No. of cases Eradicated Persisted Eradication
rate (%)

Staphylococcus aureus 2 1 1 1/2
Gram Enterococcus faecalis 2 1 1 1/2
(+) Enterococcus faecium 1 1 0/1
Aerobes Subtotal 5 2 3 2/5
Enterobacter cloacae 1 1 1/1
Gram | Pseudomonas aeruginosa 1 1 0/1
(=) Subtotal 2 1 1 1/2
Prevotella bivia 2 2 2/2
Anaerobes Bacteroides thetaiotaomicron 1 1 11
Subtotal 3 3 3/3

Total 10 6 4 6/10 (60.0)
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Table 4. Laboratory findings before and after treatment with tazobactam/piperacillin
Case RBC Hb Th Plts WBC | CRP ESR GOT | GPT | ALP BUN S-Cr
no. Q0Ymm®) | (g/dD) | (%) (104/mm3) | (/mm?3) (mm/h) | KU) | (KU) | (KAU) | (mg/dD) | (mg/dl)
1 B 329 10.7 | 32.4 52.8 9100 | 22.0 154 57 75 919 8 0.5
A 348 11.3 | 34.2 63.5 5300 6.2 90 23 52 695 6 0.4
9 B 250 7.2 |22.0 32.3 10300 | 22.5 32 26 540 13 0.6
A 295 8.4 | 254 58.6 9800 5.6 30 47 896 17 0.8
3 B 370 11.8 | 35.0 35.6 22200 | 13.0 27 52 27 101 20 1.0
A 350 10.8 | 32.4 344 17200 15 28 16 155 9 0.8
4 B 463 14.1 | 42.0 20.3 7600 7.1 26 26 15 90 7 0.5
A 389 12.2 | 36.0 47.2 7100 | 19.7 7 39 87 237 6 0.5
5 B 424 11.3 | 36.0 50.5 26200 | 19.3 60 8 7 307 8 0.4
A 452 144 | 415 17.7 10800 | 12.0 8 17 13 155 9 0.7
B: before  A: after
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Fundamental and clinical studies of tazobactam/piperacillin
in the field of obstetrics and gynecology

Jinsuke Yasuda, Takao Yamamoto and Hiroji Okada
Department of Obstetrics and Gynecology, Kyoto Prefectural University of Medicine
(Director: Prof. Hiroji Okada)
465 Kajii-cho, Hirokoji-Agaru, Kawaramachi-dori, Kamigyo-ku, Kyoto 602, Japan

Fundamental and clinical studies of tazobactam/piperacillin (TAZ/PIPC), a newly developed
3-lactamase inhibitor combined with piperacillin (PIPC), were performed, and the following
results were obtained.

In the fundamental study, concentrations of tazobactam (TAZ) and PIPC in the serum, female
genital organs and retroperitoneal exudate were examined after the intravenous infusion of
TAZ/PIPC. When 2.5 g of TAZ/PIPC was administered by one-shot i.v. injection, the peripheral
blood concentrations of TAZ and PIPC were 17.2 to 28.14 xg/ml and 81.26 to 137.5 pg/ml, re-
spectively, at 45 to 55 minutes after administration. In these cases, TAZ and PIPC penetrated into
the female genital organs at levels 10 to 120% of those in the peripheral blood.

Peripheral blood concentrations of TAZ and PIPC were 45.32 pg/ml and 196.3 pg/ml,
respectively, at the termination of drip infusion of TAZ/PIPC at 2.5 g over a period of 60 minutes,
and gradually decreased thereafter. Concentrations of TAZ and PIPC in retroperitoneal exudate
reached their maximum levels, 10.95 xg/ml and 56.88 p.g/ml, respectively, at 60 minutes after
drip infusion of 2.5 g. In a clinical trial, TAZ/PIPC was administered to 5 patients with obstetri-
cal and gynecological infections such as pyometra, parametritis and pelvic peritonitis. Clinical
efficacy was good in 4 and poor in 1. Bacteriologically, 10 organisms were isolated from 5
patients, and the eradication rate was 60.0%.

No side effects were observed, but a transient elevation of GPT was observed in 1 case.



