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Table 1. Plasma and tissue concentratons of meropenem after IV administration of 0.5 g dose
. Plasma (pg/ml) Tissue (ug/g)
Case | Age Time v Uter . y Corn Port
No. ) h. min enous terine ndo- yo- ervix ortio .
blood artery metrium metrium uteri vaginalis Oviduct | Ovary
1 45 0.40 17.8 16.9 1.85 2.45 . 1.75 3.35 1.65 1.70
46 1.00 4.35 18.2 8.30 8.50 4.60 4.30 - -
3 45 1.45 18.9 14.8 ND 0.45 0.45 0.70 - -
4 45 1.45 9.29 11.2
2.07 3.15 4.00 4.35 4.20 3.40 -
5 43 2.40 2.78 2.32
3.05 0.90 0.65 0.75 0.80 0.65 -
6 43 3.15 4.73 — — 2.50 2.70 2.15 - —
ND: not detectable
—Elbow vein and uterine artery—
(pg/ml) (pg/ml)
100+ Meropenem ® Endometrium
T‘m 0.5¢ ® Elbow vein il o © Myometrium
‘ ’ O Uterine art 05¢ A Cervix uteri
50- erine artery 5 O Portio vaginalis
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Fig. 1. Meropenem plasma concentration. Fig. 2. Meropenem tissue penetration.
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Fig. 3. Concentrations of meropenem in elbow vein and exudate

Table 2. Plasma and exudate™ concentrations of meropenem after IV administration of 0.5 g dose

Case Age Plasma and exudate concentrations (xg/ml)
No. () Time after IV 1/4 172 1 2 4 6 8 (h)
1 s Plasma 21.6 12.9 8.35 3.91 1.35 0.24 0.07 —
Exudate* 0.84 — 6.91 5.46 4.35 2.59 1.78 0.70
5 2 Plasma 37.6 17.9 12.0 6.85 1.80 0.47 0.12 —
Exudate* ND 1.20 3.21 4.44 7.04 3.15 1.65 0.42
3 55 Plasma 38.2 — 11.4 5.85 2.40 0.79 0.21 —
Exudate* 2.19 — 3.75 7.93 5.63 3.04 1.65 0.31
4 ” Plasma 28.2 17.4 12.3 7.43 3.65 1.22 0.48 —
Exudate* 2.92 — 8.90 8.71 6.37 3.96 1.23 0.32
Plasma 314 16.1 11.0 6.01 2.30 0.68 0.22 _
Mean + SD "_-179.28 +2.75 +1.81 | 154 | £0.99 | +0.42 | *0.18
Exudate™ |41 06 B «:5 '2(?29 f '2%2 15 ﬁs 13 61.27 tl 65.22;4 10 64:8

* Pelvic dead space ND: not detectable
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Table 3. Clinical trials with meropenem

. Adverse
. . Daily dose Effect :
Case | Age D1agnosn§ (g x times) . Overall | "eaction or
(Underlying disease . Isolated organism . abnormal
No. | () licati Duration utility )
or complication) (days) Clinical | Bacteriological abor?tory
findings
1 49 . Tumor fever 0.5x2 Unknown Unknown| Unknown |Unknown| None
(Cervical cancer lung meta.) 11
2 26 Pelvic peritonitis 0.5 ; 2 Clostridium sp. Good Unknown Good None
Endometritis 0.5x2
3 |36 (Viral hepatitis type B) 7 E. cloacae Good Unknown Good None
4 29 Pelvic peritonitis 0.5x2 E. coli . Unknown| Unknown |Unknown| None
6 E. faecalis
Postoperative infection 0.5x2 .
5 43 (Cervical cancer) 7 B. fragilis Poor Unchanged Poor None
., 0.5%x2 . .
6 36 Bartholin’s abscess 7 E. coli Good Eradicated Good None

meta.: metastasis

Table 4. Laboratory findings before and after meropenem in women with gynecological infections disease

Case 2‘::: WBC RBC CRP | ESR |GOT |GPT | ALP | BUN Smf;e: U
No. ©0) (mm® | (x10mm® | (mg/d) | (mm/h) | AU) | AU) | AU) | (mg/dD) (mg/d) protein

B | 384 | 24,000 258 17.0 NT 18 | 21 | 259 13 0.7 NT

! A | 388 | 20,500 233 18.6 NT 19 | 21 | 288 11 0.7 NT

B | 39.1 | 17,200 367 11.5 60 16 | 13 | 139 8 0.8 NT

2 A | 368 | 7,700 390 2.2 28 19 | 23 | NT 12 0.8 NT

B | 37.8 | 13,400 386 9.1 45 27 | 16 | NT 8 0.5 =)

3 Al 375 | 6,700 422 2.6 37 12 | 12 | NT 12 0.5 NT

B | 38.1 | 14,100 402 4.7 NT 16 | 11 | 113 15 0.7 -)

4 A | 36.8 | 5900 376 0.6 NT 15 | 11 | 125 11 0.7 =)

B | 36.8 | 8900 381 10.3 NT 18 | 11 | 102 11 0.7 =)

> A| 369 | 7,90 369 6.9 NT 20 | 16 | 120 14 0.6 -)

B | 362 7,500 420 5.7 NT NT | NT | NT NT NT NT

6 A | 36.2 4,600 384 0.1 NT NT | NT | NT NT NT NT

B: before treatment  A: after treatment

NT: not tested
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Body Temp.

4/29 4/30 5/1 5/2 5/3 5/4 5/5 5/6 5/7
°C 40 1 | 1 1 1 1 1 1 1
Fosfomycin Meropenem 0.5 g x2 (DIV 30 min) x 8 d
39- 20g
384
37

VAAA N

35
1 | 1 1 1 1 1 1 1
WBC 17200 8600 9100 7200 7700
CRP 11.5 19.1 13.2 4.4 2.2
ESR 60 66 55 34 28
Lower
abdominal
pain (+) (+) (+) (+) (+) (-) (=) (=)
Tenderness (+) (+) (-+) (+) (+) (+) (=) (=)
Epigastric
pain (+) (+) (=) (=) (=) (=) -) (=)
Fig. 4. Case 2. (26 y) Pelvic peritonitis.
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PHARMACOKINETIC AND CLINICAL STUDIES OF MEROPENEM IN
THE FIELD OF OBSTETRICS AND GYNECOLOGY

Hiromasa Hori, Tsuguo Uemura, Hiroshi Ishikawa, Tomoko Echigoya, Mario Ikeda
and Hiroshi Minaguchi
Department of Obstetrics and Gynecology, Yokohama City University, School of Medicine
3-9 Fukuura, Kanazawa-ku, Yokohama 236, Japan

Pharmacokinetic and clinical studies were performed with meropenem (MEPM), a new carbapenem
antibiotic.

1. The concentration of MEPM was examined-in serum, internal genital organs and retroperitoneal
fluid after administration of a 0.5 g dose. Peak serum concentrations in the cubital vein and uterine
artery were 18.9 and 18.2 pg/ml, respectively, while the genital tissue concentration was 1.7~8.5 ug/
g. The peak level of retroperitoneal fluid was 6.64 ug/ml.

2. MEPM was administered to 6 patients. Clinical response was good in 3, poor in 1 and unknown in
2 cases. The principal causative organisms were Bacteroides fragilis and Escherichia coli, and the
bacteriological response was evaluated as eradicated in 1 strain and unchanged in 1 strain. No side
effects or abnormal laboratory findings due to MEPM were observed. Based on our findings, we consider
MEPM is a useful drug in obstetric and gynecological infections.



