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Table 1. Plasma concentration of meropenem
(Bioassay)

Case Plasma level (ug/ml)
no. 15 min 30 min 35 min 45 min 1h 15h 2h 3h 4h 6h
1 16.58 33.79 25.94 19.81 12.12 7.55 3.65 1.50 0.54 0.12
2 17.17 28.94 24.81 15.63 10.82 6.10 2.78 1.13 0.39 0.12
3 18.87 36.78 24.81 20.20 11.89 8.09 5.36 2.15 0.79 0.21
Mean 17.54 33.17 25.19 18.55 11.61 7.25 3.93 1.59 0.57 0.15
SD 1.19 3.96 0.65 2.53 0.69 1.03 1.31 0.52 0.20 0.05
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Fig. 1. Plasma concentration of meropenem in healthy
volunteers (n=3) (bioassay).
Table 2. Pharmacokinetic parameters of meropenem
Case o B8 A B Kel vdg T8 AUCeo Clt Cir
no. ()] (] (ug/mi) (ng/ml) (Y O (h) (h-pg/ml) (1/h) (1/h)
1 1.97 0.784 32.39 10.52 1.44 19.22 0.88 29.87 15.07 9.25
2 1.85 0.622 35.85 4.09 1.54 28.40 1.11 25.93 17.66 11.79
3 4.45 0.840 36.89 21.52 1.72 15.97 0.83 33.91 13.42 7.65
Mean 2.76 0.749 35.04 12.04 1.57 21.20 0.94 29.90 15.38 9.56
SD 1.47 0.113 2.36 8.81 0.14 6.45 0.15 3.99 2.14 2.09
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Table 3. Urinary excretion of meropenem
(HPLC)
Case Time after injection (h)
no. 0~1 1~2 2~4 4~6 6~8
Urinary concentration (ug/ml) 2,365 1,561 349 78 24
1 Cumulative recovery rate (%) 36.8 55.5 63.9 65.5 66.0
Urinary concentration (ug/ml) 2,737 1,975 451 144 35
2 Cumulative recovery rate (%) 32.9 52.3 60.1 61.6 62.1
Urinary concentration (ug/ml) 2,832 1,566 306 109 17
3 Cumulative recovery rate (%) 33.6 46.1 58.2 60.3 60.9
Urinary concentration (ug/ml) 2,645 1,701 369 110 25
Mean +247 +238 +74.5 +33.0 +9.1
+SD Cumulative recovery rate (%) 344 51.3 60.7 62.5 63.0
+2.1 +4.8 +2.9 +2.7 +2.7
Table 4. Urinary excretion of UK-1
(HPLC)
Case Time after injection (h)
no. 0~1 1~2 2~4 4~6 6~8
1 Urinary concentration (ug/ml) 500 269 106 19 <10
Cumulative recovery rate (%) 74 10.5 12.9 13.3 13.3
9 Urinary concentration (zg/ml) 553 322 104 38 19
Cumulative recovery rate (%) 6.3 9.3 11.1 11.5 11.7
3 Urinary concentration (ug/ml) 634 347 71 28 <10
Cumulative recovery rate (%) 7.2 10.5 12.5 13.0 13.0
Urinary concentration (ug/ml) 562 313 93.7 28.3
Mean +67 +39.8 +19.7 +9.5
+SD Cumulative recovery rate (%) 7.0 10.1 12.2 12.6 12.7
+0.6 +0.7 +0.9 +1.0 +0.9
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Fig. 2. Urinary excretion and concentration of meropenem

and UK-1 in healthy volunteers (n=3) (HPLC).
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Table 5. Clinical summary of uncomplicated and complicated UTI cases treated with meropenem

A Diagnosis Treatment Bacteriuria* Evaluation** .
No (5; Catheter uTl D Duration | Pyuria* Side
: . . ose uration .
grou; effects
Sex | Underlying disease p (mg x/day)| (days) Species Count| MIC UTI Dr.
6 CCC H S. aureus 10°
1 Neurogenic bladder| + G-1|500 x 2 5 Poor | Good | —
M + S. aureus 10
Bladder rupture
67 CCC # E. coli 105 |=0.025 .
2 - G2 | 250 x 2 5 Moderate| Fair -
M BPH post-op. + — -
55 ccC + E. faecalis 10* | 12.5
3 M | Neurogenic bladder | — G4 250 x 2 5 . Moderate| Good | —
Urethral stricture - - -
% AUP #  |Lactobacillus sp.| 10°
4 F - 250 x 2 5 Excellent [Excellent| —

CCC: chronic complicated cystitis

BPH: benign prostatic hypertrophy
AUP: acute uncomplicated pyelonephritis
post-op.: post-operative

. Before treatment

After treatment

**UTI: criteria proposed by the Japanese UTI Committee
**Dr.: Dr’s evaluation
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BASIC AND CLINICAL STUDIES OF MEROPENEM IN UROLOGY

Masanobu Tanimura, Shinichi Kataoka, Masaharu Yasuda and Yukitoshi Fujita
Department of Urology (Director: Prof. Y. Fujita),
Kochi Medical School
Kohasu, Oko-cho, Nankoku-shi, 783, Japan

Meropenem (MEPM), a new carbapenem antibiotic, was investigated as to its absorption and excretion,

clinical efficacy and side effects.
The results were as follows:

1) MEPM 500 mg was administered by 30 min intravenous drip infusion to three healthy volun-
teers. The maximum plasma levels of MEPM were 33.17 +3.96 ug/ml. Urinary recovery rates of MEPM
within 8 hours were 63.0 +2.7%. Urinary recovery rates of its main metabolite (UK-1) were 12.7 +

0.9% within 8 hours.

2) One case with acute uncomplicated pyelonephritis and 3 cases with chronic complicated cystitis
were treated with MEPM and good results were obtained in 3 cases.

3) No side effects were observed.



