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ER2ECANOFH2EI0A L TILFEBED/ 0
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Bon, WRIREICL Y, B, FEECRE RO
LBl EIRE L7,

FE1339~465% (FIH435%), KEII51.5~56.0kg
(F3953.6kg) Th o 720 KGH I, FRFLHEANIC
MEPM 0.5g% 100mIDES AL KICEBL, BEOD
H#RAIZ300E A TR S L7c, Fiiky, TEH
RO REFC FEEIIRM 2 FRELL, [FI0F (2 #HR 0
RIREL L 72, MHEHRARIE, IRMMBE HICmELZ5HEL,
HETTOR —80CICHEBRF L7, LWL
BRONE, R, TEAK, FEARHE =49
BBLOTFERR,S, TREAYIgOHBR &
WL, £#BEEKTHE L THRRS*BRELLDOD,
HEFTOR —80C CHIERF L7, MBEHFLZLT
12 &R AL OMEPM O 1% BE 13 Escherichia coli NIH]
»REHR & HBioassayiEIC L D iHlE L7,

2) Mm¥EF B L CBREREBTIREONE

FR2E6ALINTE&MEmi s ERL BB T
BREMOEELI G S 2fl R L L, Fipid
655, 58%%, {KEIL57.0kg, 62.0kgTdHh - 70 FMH
B, BRENOBEBENEICERE LAT-F2-7F
V= DEmFIEMmS E TlEIEMIEEL, 5%
TERSHE % e (SR BT B o0, FRBiRs 1 & IR
Lo FMELTH AHAEKIOONIZERL
MEPM 0.5g% 3053 [ 247 T, FERAIZIKS L7,
EARTBEZICSOTBIN RS & BIRIL 2 HFRILL,
DHIZEALTRL/2, 1, 2, 4, 6, SEREIZZEERY
CHERMmE, L — 2825 BRI EIRILL 72,
REIIREUAE IR0 58 L, miEH 5V IZFERR
LELHET TORM, —80CICHERELL, &R
ks OMEPMiEE i3 L 50 D Bioassayik: TllE L 720
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MEPM 0.5g % I B IR (2 3% 5 L 72356 O SR aEH
REPIi FE % Table 1/27R L 720 MEPM D #HIRAIX 5
THOTETEBRER T TCORBRMIZO~575T
B o1z, FEFER O T E B IR M 4 OMEPM iR &
(Mean+SD)I318.7£55,8/mTdH o720 L7z, &K
ML D BE (Mean £SD) 130 4,50+ 3.21 8/ 8.
BRHE248+2.16,8/5, TEME272+1.39,8/g,
EAHRE5.10 £ 3.38 48/g, TEAER6.6513.44 8/,
FEEH450+£2.25,8/gTH Y, M FEEHIRMEEE
FEH1335.6% (F 5 i) ~13.3% (5038 ) & Rif 2 H#k
BITHSRD b,

2) Mm¥EFPBLOEREERPIRE

LT E 2B ATHET D 26125 LT, MEPM 0.5g
YRBIRPICIRG L-0b, R ICREL 72 M ##ik
&, BRI EHDOMEPMD R B EH R % Table
2, Fig. LWRL7,

H AR M+ OMEPMiE 3, RSHETERKIZZH
ZFN34.7,8/ml, 154,8/mEBNEEZRLIDD,
BEOZAL ELIETL, 6BEMENEIRZAEN
0.32,g/ml, 0.20,8/mITdH >72,

FRIEEB P OMEPMIRE X, 16id1/20H %12
R REE8.04 4/ ml, b ) LB 285 ] 18 |2 i bt
5.57,8/mERLIZDL, Z0HD BHL»RET %R
L7245, 6BERIT&Td ZNENn3.31,e/ml, 1.94,¢/ml
DREHVHRFSINTEY, REFLBITHIRD LN,
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Table 1. Levels of meropenem in antecubital venous plasma and tissue of female internal genital organs after
intravenous administration of 0.5 g meropenem

B . - - . - - - -
c Age qdy Time* Uterine Antect'lbltal Oviduct | Ovary End.o Myp Uter{ne quq
ase No. @) weight (min) artery vein (ugl®) (ug/e) metrium | metrium | cervix | vaginalis
kg (pg/ml) | (ug/ml) e/ | uglp | elp | ke/d
1 46 56.0 0 13.3 15.8 6.45 4.00 3.80 7.10 9.00 5.85
2 39 51.5 2 24.2 18.8 0.80 0.95 1.15 1.20 2.70 1.90
3 4 53.2 5 18.5 20.1 6.25 — 3.20 7.00 8.25 5.75
Mean+SD| 43+3.6 (53.6+2.3 | 2.3£2.5 |18.7+5.5|18.2%2.2 |4.50+3.21(2.48+2.162.72 +1.39(5.10+3.38(6.65+ 3.44|4.50 +2.25

* Time elapsed for ligation of uterine arteries after 0.5 h intravenous drip infusion of 0.5 g.
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PRG35, FEMNBELIF, SNEERELS, F8E
BER1IB, <Y VRBREIBIOFIBTH 72,

%5 H % IZMEPM 0.5~ 1.0g% 100ml DA B A IE K
ICHER L, iy 20, #3058 DA EE THEHIE
L7:. BRIKBIRAIE X, FH, A%, LED, £
DAERET, MEEHHER, Hk By, ERAA,
AE, TEHOSER TR L7,

2. B

F AR IR RAE OB ICMEPM 235 5- L /- 15 L&
% Table 3I1Z7R L7-o %5 MM I134~100 B (F196.7

BR), BIRGEII4~14g(FI6.8g) Th o7z, Kk
Bk, E%35, AR TCEPAFENULEEDT
BN REPBR LN,

MEZMZFRIL, IPHSHITHEASRIE Sh, of
TiH & (Casel, 2, 3, 4, 5, 9)L 7o Conmebacter
ium sp., coagulase-negative Staphylococcus (CNS) |
Staphylococcus epidermidis DIER SR D16 Ci3 g
R HA N, ZKE L L TEnterococcus avium, glu-
cose non- fermenting gram- negative rod 25 i ¥ L 7>
(Case 6)o %, S.epidermidis, Bacteroides thetaiotaomi-

Table 2. Levels of meropenem in antecubital venous plasma and pelvic retroperitoneal fluid after
intravenous administration of 0.5 g meropenem

Age Body Time(h) Levels of meropenem (ug/ml)
Case No. ® weight
¥ (kg) | Materials 0 | 05|10 |20 |40 |60 |80
Plasma 34.7 (133 | 749 | 3.53 | 1.14 | 0.32 | NT
1 65 57.0
Exudate 3.37| 8.04)7.62 | 7.37 | 4.08 | 3.31 | NT
Plasma 154 |11.7 | 7.63 | 2.48 | 0.69 | 0.20
2 58 62.0
Exudate 0.14| 2.73| 5.27 | 5.57 | 4.56 | 1.94 | 0.82
NT: not tested 4
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Fig. 1. Concentration of meropenem in

venous plasma and pelvic retro-peritoneal fluid.
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amD2EREBED1HI(Case 7)1, 5 HMERE
FERTETHEENHRIEIAHATH - 720

KRS E ARERILBI L BD SN b o7
BERREMEES & LT, GOT, GPT, ALP, y-GTP,
LAPD kR (Case 3) A 1BIIZER®D H iz, &5 D#
TEE bIZERHICIEREL L7z (Table 4)o

m % =

MEPM 0.5g % il IRNIE 5 L7256, Ix5#T
EHROEWRENIRE X, F396.65,8/g(FHHE) ~
2.48,8/g(JR%) %R L (Table 1), xFEBIMR M5
BEHIX35.6% (72 SHER) ~ 13.3% (JEE) & B HBAEER
HBA~OBITILELHTRIFTH S - LA MRS
7o X612, BRIEEBEP~NOBITLHLH,T, £0
BREERICO: > TEHVIBENHER IS Z EHH
Lk o7z (Fig 1) AH O EEHE I3 HMIC
O TE L, MICgTh B E X F ) LiitthStaphy-

lococcus aureus, Enterococcus faecalis, X. maltophilia %

B CKERS DHIE T1.56 8/ mILL T D#ERA T H 1T
BhY, LRBTEEONESE,SEREG TOH
BPEATRIE S 7z,

F T, FERAREISEGE OB L TARNC &
BB AT, BROADNE & REHITOVTIRE L
eI A, BEITHELUL E V) BRI EREEDE
b7, $72, MESRIEEN8HID) HLEFITH
DiEkER, TRESNFII2H%RD S b1k
HELEZ EXSHEFMIZ L AR OMEN 2 BT
5bDTho7, T/, BHERIZLIBIOED LN LR
o720 BRBREMTEIHBEOBRE D EEMNIHIZE
HoNIH, EEEFPIETHIIEDLDTIIRL, &
58TEELIZEFEILL,

LLE kRS S, MEPMIZE IR NFFHEIE O BGE 12
L TERO TENBRADEIDO N D L3I,
REUIBOERTHLEEZ LN, KAOFVWEH
AR S 7,

Table 3. Clinical results of meropenem treatment

Case|Age Diagnosis Underlying Isolated organism |Daily dose(Duration ’ggg Effect on | Clinical | Side- Remarks
No. | () en disease (MIC* pg/ml) (g x times)| (days) @ bacteria | efficacy [effects
1125 Puerperfal' None S. aureus 0.5x2 7 7 |Eradicated|Excellent| None
endometritis
2 |3 | Pverperad | N 1S, opidermidis 039) | 05x2 | 4 | 4 |EradicatedExcellent| None
endometritis
S-GOT 1
. . S-GPT 1
3 129 Puerperfll' Uterine Corynebacterium sp. | 0.5x2 4 14 |Eradicated| Good |None |[ALP 1
endometritis| myoma (0.10) | 1.0x2 5
y-GTP 1
LAP 1t
4 |43 |[Endometritis None S. epzdermz-d s 0.39) 0.5%2 4 4 |Eradicated] Good |None
E. faecalis (1.56)
5 |69 [Endometritis|] Myometritis E. coli (0.05) 0.5x2 8 7.5 |Eradicated| Good |None
Corynebacterium sp.
. .. 0.05)
6 |38[E (
ndometritis|Endometriosis CNS (0.20) 0.5x2 9 9 | Replaced | Good |None
S. epidermidis (0.10)
S. epidermidis (3.13)
7 |43 | Pyosalpinx None B. thetaiotaomicron | 0.5x2 5 5 [Unknown| Good [None
(0.39)
Pelvic
8 (34 o josi -
peritonitis Endometriosis (=) 0.5x2 10 6.5 | Unknown |Excellent| None
Bartholin’ .
9 |62 absc(()esss None S. agalactiae (0.025)| 0.5x2 4 4 |Eradicated| Good |None

CNS: coagulase-negative staphylococci

* MIC: 10° cells/ml
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Table 4. Laboratory findings before and after administration of meropenem
Case RBC Hb Ht WBC |S-GOT | S-GPT | ALP | +-GTP | LAP BUN | S-Cre | CRpP
No. | [(x10%mm®| (gdh) | %) |¢mm® | aU) | auy | au | av | dU) | (mg/d) | (mg/d)
1 B 511 15.3 45.9 22600 20 11 277 6 / 12 0.6 2+
A 462 13.6 41.4 7400 11 10 220 / / 10 0.5 -
9 B 436 12.8 38.6 21700 35 22 104 24 20 4 0.9 73
A 406 11.6 34.6 5800 17 15 92 20 48 7 0.8 1.9
B 382 11.7 34.5 11500 / / / / / / / 45
3 |D 352 10.9 31.9 12900 52 160 568 145 178 8 0.9 43
A 389 11.9 34.9 7900 25 33 411 79 116 10 0.8 <0.3
4 B 469 12.8 38.6 13300 16 6 130 / / 13 0.9 3.5
A 449 12.2 36.3 6400 14 10 114 14 43 16 0.9 2.9
5 B 386 11.2 33.3 6700 14 5 190 14 35 18 0.8 10.8
A 386 11.1 33.8 2700 15 7 146 12 31 12 0.7 0.5
6 B 409 13.6 39.7 | 15600 7 2 138 / / 13.7 0.6 6+
A 390 12.5 37.9 7800 14 3 119 / / 8.9 0.5 -
7 B 373 10.4 37.7 | 13800 16 15 278 / / 12.3 0.5 140
A 347 9.3 30.4 8400 28 32 226 22 / 8.1 0.5 0.7
8 B 418 14.0 40.5 | 18400 23 43 220 143 / 9 0.8 185
A 400 12.7 37.5 8600 19 19 170 82 / 9 0.8 1.3
9 B 478 12.5 38.6 8300 12 12 209 20 / 16 0.6 2+
A 454 11.8 37.2 5000 12 10 170 17 / 15 0.4 +
B: before, A: after, D: during
X #k wa M, Kato M: A novel carbapenem antibiotic,
1) #ME & /AWET . %390 R {LFEREE SM- 7338 structure- activity relationships. ]
&8BE, HEI KRV Y AT, Meropenem Antibiot 43: 519~532, 1990
(SM-7338), i#%, 1991 4) Nakashima M, Kanamaru M, Uematsu T: The
2) Sumita Y, Inoue M, Mitsuhashi S: In vitro anti- pharmacokinetics and safty of SM- 7338, a

bacterial activity and (- lactamase stability
of the new carbapenem SM-7338. Eur J Clin
Microbiol Infect Dis 8: 908~916, 1989

3) Sunagawa M, Matsumura H, Inoue T, Fukasa-

new carbapenem, evaluated in healthy volun-
teers. 29th ICAAC, Houston, Abstract no. 235,
1989
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We conducted basic and clinical studies on a new carbapenem antibiotic, meropenem (MEPM), to
investigate the clinical application of the drug in obstetric and gynecological infections.

MEPM was administered by 0.5 h intravenous drip of 0.5 g in three cases of simple total hysterectomy
and in two of radical hysterectomy. The concentration of the drug in various tissues of the genital organs
and penetration of the drug into the pelvic retroperitoneal space exudate were then measured. The
results showed favorable penetration to various genital tissues, and its concentration in those tissues
corresponded to 13~36% of uterine arterial plasma values. The concentration in the pelvic retroperi-
toneal space exudate peaked at more than 5 pg/ml at 0.5~2 h after the completion of the drip,
maintaining a level of more than about 2 xg/ml at 6 h after administration.

MEPM was given to the following nine patients: puerperal endometritis (3), endometritis (3), pyosal-
pinx (1), pelvic peritonitis (1) and Bartholin’s abscess (1). It proved effective in all cases.

No adverse reactions were observed. As abnormal laboratory test values, transient increases in GOT,
GPT, y-GTP, ALP and LAP were observed, but were so mild that withdrawal of the drug was not
required.

Our results suggest that this drug is useful in the treatment of gynecological infections.



