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.Fig. 1. In vitro postantibiotic effect against Klebsiella pneumoniae BK.
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Fig. 2. Antibacterial activity against Klebsiella pneumoniae BK in neutropenic mice.
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Table 1. Antibacterial activity against Klebsiella
pneumoniae BK in neutropenic mice
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Table 2. Antibacterial activity against Pseudomonas
aeruginosa ATCC 94966 in neutropenic mice

D Maximam Kkill ERT Dru Maximam kill ERT
rug (& log,, CFU/thigh) | () 8 (A log,, CFU/thigh) M)
Meropenem -0.80 5.1 Meropenem -1.86 11.7
Meropenem/cilastatin -1.84 9.5 Imipenem -1.79 10.7
Imipenem —0.42 2.7 ERT: effective regrowth time
Imipenem/cilastatin -1.26 5.3

ERT: effective regrowth time

Log,, CFU/thigh

O Control
A Imipenem 50 mg/kg
O Meropenem 50 mg/kg

r T T T

6 8 12 16

Fig. 3.

Time (h)

Antibacterial activity of meropenem and imipenem against
Pseudomonas aeruginosa ATCC 94966 in neutropenic mice.
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otz, BB, WRASHER RS, WHXPL YR R EED, ZW, BE, IPREE, BAEROSE
EZWFL, ceftriaxon$ & WisepamicinZ 2B &S L 2R DON-DOTEME L7z, BHESHEIIEEHRE
AR ERRDLWORAIRE L %570, Thot
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Table 3. Clinical results of meropenem therapy

Case | Age Diagnosis Dose Isolated oreanism WBC CRP | Bacteriological | Clinical Side-
no. | Sex | (Underlying disease) | (mgx time x day) é (mmd) | (mg/ml) | effect effect | effects
60 Preumonia B | S sanguis | 4500 | 10.3
1 F Lung metastasis of ) 500x2 x5 Unknown Good (=)
hepatic adenocarcinoma A —* 3800 2.7
8 Pneumonia B NF 11400 | 7.5
2 M ( Old Tbe ) 500 x 2 x 4 Unknown Good (=)
Pulmonary emphysema A NF 7100 3.1
69 ) B | S. pneumoniae | 5400 6.0 .
3 Pneumonia 250x2x13 Eradicated Good =)
F A - 4000 | 0.1
75 . B NF 5700 6.4
4 Pneumonia 500x2x7 Unknown Good (=)
F A - 5200 | 0.2
96 . B - 5200 5+
5 Acute bronchitis 500%x2x7 Unknown Good (=)
M A - 5500 | 4+
K. oxytoca
Acute bronchitis P. aeruginosa )
B R 11500 5
6 71\: Respiratory insufficiency 500x2 x 3 A. xylosoxidans ¥ fa;naltly d Excellent | (—)
Bronchial asthma X. malthophilia eradicate
A | P. aeruginosa | 9800 -
Thc: tuberculosis
—*: not tested  NF: normal flora
B: before  A: after
Table 4. Laboratory findings before and after treatment
Case ’?g)e RBC Hb | Ht | Eosino. | Platelets | GOT | GPT | ALP | BUN | S-Cr
No. SZx (x10Y/mm®) | (g/dD) | (%) (%) (x10Ymm® | (U/N) | UM | KAIU) | (mg/d) | (mg/dl)
I 60 B 238 8.0 | 24.2 0.5 18.0 33 20 235 13 1.0
F A 235 7.8 | 23.5 3 24 4 37 22 251 10 0.8
2 82 B 416 13.5 | 41.6 0 18.0 28 15 230 13 0.5
M |a 390 12.2 | 37.7 0 20.2 23 16 208 16 0.5
; | 60 |B 429 116 | 363 | — 27.8 38 | — - 9 0.7
Fla 439 113 375 1 37.7 24 | 15 275 14 0.6
4 75 B 425 12.8 | 39.1 1.5 28.9 35 11 292 23 1.0
F A 430 13.3 | 40.5 0 33.1 37 13 305 19 1.0
5 96 B 430 10.6 | 35.3 — 24.3 19 9 308 13 0.8
L/ 417 94 | 318 | — 29.0 19 | 12 277 6 0.6
6 72 | B 451 13.4 | 41.6 — 19.8 20 31 313 19 0.7
M A 408 11.8 | 38.0 — 38.6 27 33 404 19 0.9

B: before  A: after
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BASIC AND CLINICAL EVALUATION OF A CARBAPENEM,
MEROPENEM

Kyoichi Totsuka, Ken Kikuchi, Yusuke Shibata and Kihachiro Simizu
Department of Internal Medicine, Tokyo Women'’s Medical College
8-1, Kawada-cho, Shinjuku-ku, Tokyo 162, Japan

Hiroshi Kino
Department of Internal Medicine, Mitsui Memorial Hospital

We conducted basic and clinical evaluation of the carbapenem meropenem (MEPM). The in vitro
postantibiotic effect (PAE) of MEPM against Klebsiella pneumoniae BK was 1.0 h and 1.2 h at 2 MIC and
4 MIC, respectively. That of imipenem (IPM) was 0.7 h and 1.2 h at 2 MIC and 4 MIC, respectively. The
in vivo effective regrowth times (ERT) of MEPM, MEPM/cilastatin (CS), IPM and IPM/CS against K.
pneumoniae BK were 5.1, 9.5, 2.7 and 5.3 h, respectively. The ERT of MEPM and IPM against
Pseudomonas aeruginosa ATCC 94966 were 11.7 and 10.7 h, respectively.

MEPM was clinically evaluated in 6 patients: 4 with pneumonia, 1 with acute bronchitis and 1 with
chronic respiratory tract infection. The isolated organisms were Streptococcus pnewmoniae in one case,
Streptococcus sanguis in one case and mixed infection of P. aeruginosa, Klebsiella oxytoca, Alcaligenes
xylosoxydans and Xanthomonas maltophilia in one case.

The clinical efficacy was excellent in 1 case and good in 5 cases. No side effects or abnormal

laboratory findings were observed.



