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IR AEHEIIZ B 1) S Meropenem D ERER), FERBIMET

RECA - ITERSE - EH—1E - FELT
R ERRFERARRE"
(EE : FBLZHIR)

LR SN AN NARK LARFEYE T % meropenem(MEPM) 12D\ TR AR
IR T OERN, BRORE TV, UTORSERE7,

EPERIRE & LT, MEPM 500mg iR AR5 % O MG DR, M amrieEs
SUBREBERPBEZHE L. AROKMEBRMEDREIL, KSR THEXR22.7~
43.2pg/ml, F3H29.8ug/mi% iR L, LAR#R L 4BER % F150.48ug/mITh - 72, HBM
BIREIL, KEHTHEHKS520~8.10ug/g, HT205T6.55~12.2ug/g, 28475 Tit
GE CHRIEBRFRLUT TH - 724N, 0.35~0.40pg/gTh 77 BRIEEEPILE L,
5B T4, 1M CTRSME(104+4.2¢g/m)%/RL, 6BRITIZ1.0440.394g/mITdH -
oo T72, 1000mg FRAIRAIX G % OMiE P iEE S & OB BRI B E DR b 361
T o e R ERTHEHZICENENFYT72.4pg/ml, 353pg/miZRL, AEHBIED
HNTze BRRBII T 25T, EBTEARRLG, BRERRLIG, F=2RIE2E,
REgE) VoSERELE, FH5BI0ER ARMESREREE SRR ORSE 1TV, AR3E, B
16), ZBEREEBO-DHEREKLIFIT, AHRIITS% TH 72, AEFHHEL, B
BEEEOIRTIHEIR, BEREBRLEO260T, FBIFI2HK, FHEIGI2KTHEERIZ
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1. HE&

1) MiEF B L OHFRAERE

MEPMD L& 8 & U SR~ OBITH LIRS T
AHMT, FHRTELI2AHDOFR2ELA T TICKG
BREMOREHG S N/ BT = LB ERsH
HRIZAH RS L7,

K5 HAETEP S HBRANES &L, MEPM
500mg % {E4T A AEFR YR K 100mICiEME L, F#HIR &
D305 HITHE L7z, i FEBIIRE KM ICTFED
R4 & DKM BRI % SR L 720 ARARERIURE R I,
KA L UARAI G T E %A S #2kR455 ETT
Hh, ML IEBAEATREL, LELI0HE
ERTHEEHRME & & 12 —80C I THIE E THE
BRE L7
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ERFE SRR E CERITEL2 A 5 5 T2
£8F F TIZERESMOBEAE 6 N8 & M LRI,
FhifuiT%, WEBEEERE L) EEnIc o -X
KL—v%REEL, AHD500mgs & 1°1000mg% 30
AETCEERRAES L, BREERS & KM
0% FEEE AR L 72,6

BRI B L AR S5 BIATR 1557, 305>, 1WER],
L5MER, 2.5BERE, 4.5, 6.5BERIE L7z, $RELL
R ER MR OTEEL, LiEEX —80CIITH
BRELT

3) IRENE

Mg, HeEddkt 7 S IS B BEE R P OMEPM
B R %E VX Escherichia coli NIH] % #R%EH & 3 5 bioas-
sayiEIZ L DT 72,

2. R

1) MiFEH s & OHE AR iR

MEPM 500mg i SR M SR IC BT MiE+F B
L UM B MLk RE D EPIME % Table 117K L7z,

AR IR 7E P MEPMiR B4R 5 THE %2304
rg/ml, 5T 2050%1222.5¢g/ml, 285155 %
121.85pg/ml, 2BEMI4773 % T1.43,4g/mlTH » 72,
FEBRMETEE X, KGR TERIZ42.9ug/ml,
HERT 200 #%12228pg/ml, 28154412215
pg/ml, 2BERI475 1% T1.551g/ mlT KM IR0
WL RO RS+ R L7s, MEERHEMIRREL 134
EBRTHEBICEHE T5.20~8.10ug/g, H5#7T20
H5I26.55~12.2ug/g, 2HFMI 155 1%12<0.3~0.60
uglg, 2HEMIA7951%12<0.3~1.55ug/gDi&FE A FRD
bz,

2) BREREERIRE

KRGS B L B RIERERHICB AMEPM
BEEDERER Table 2, 312, $7-MEOERBMIRE
MR FFig 1IZR L7,

BRIEIE i 12500meik 5B, X5 FALG%1S
4, 304, 1, 15, 25, 45, 65KM T, 082+
0.74(Ft5+£SD), 3.82+282, 9.44:+6.12, 104+
4.2, 571+152, 240+093, 1.04+0.39xg/m%
wL, F7:1000mgfk 51213 2 EhF, 0.60,
3.53, 13.0, 17.5, 12.1, 6.02, 2.90ug/ml% 7R L7,

I. BEAOKE

1. &%

FR2E4A DS FH2ETA T TOMIZ, FHERHF
MEHKEMEREERAFHIAR L, KIGRSMD
FESBONTEBETREELATHBI 2R EL
2o MEBEDOEMIT, 31~685(FY53.25%),
BIIHIBEARD-OARETH - 7275, F&h 460k
39~49kg(F145.0kg) TH o 120 BEPEENHRIL,
Y ) S ERELGI, EBTENELLL, FRE
BRLIB, FEERERTH 70, kb, HEKRSE
WEMEE LA T AERNBIE T TV,

2. k5HE

%5 HFEIEMEPM 500mg % A B AEK100ml A
L, &60& L300 HTaEBBRAKRS L, &5
#131[\500mg, 1H2@¥%5- & L, x5 848 H
56T, #i%5#133.0g, 4.0g, 5.5g(2%1), 6.5¢
ThH -7

3. HEHE

EHEIIUTOREEIZL DIT 720

Table 1. Serum and tissue concentrations of meropenem after intravenous administration of 500 mg
Case Time Concentration (ug/ml or g) . '
No | i | EEY | ey | Ovaet | ovay | e | e | vagimts
1 0 30.4 42.9 5.40 5.20 6.45 6.50 8.10
2 5 20.0 28.2 9.05 7.65 1.95 7.55 8.35 8.50
3 8 18.0 22.9 8.70 6.75 9.65 7.60 8.80
4 20 22.5 22.8 6.55 8.40 8.25 12.2 6.85
5 1:50 3.20 3.40 1.35
6 2:15 1.85 2.15 0.40 0.35 0.40 ND 0.60
7 2:40 1.28 1.58 ND 0.35 0.40 0.35 0.40
8 2:47 1.43 1.55 ND 1.55 0.50 0.55 0.40
ND: not detected
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Table 2. Serum and retroperitoneal fluid concentrations of meropenem after intravenous administration of 500 mg
(30 min, DI)
Serum (pg/ml) Retroperitoneal fluid (ug/ml)
Case No. 15 30 1 15 | 25 | 45 6.5 15 30 1 15 | 25 | 45 | 65
(min) | (min) | (h) (L)) (0] () ® | (min) | (min) | (h) ()] ® | @ | O
1 26.0 | 432 | 12.0 | 759 | 2.80 | 0.82 | 0.22 | 0.44 | 3.06 | 18.4 | 16.7 | 7.24 | 3.40 | 1.22
2 19.1 | 27.1 | 811 | 3.81 | 1.15 [ 0.19 | ND | 0.55 | 2.78 | 2.98 | 8.29 | 6.71 | 2.53 | 0.90
3 134 | 22.7 | 6.34 | 3.76 | 1.83 | 0.35 | 0.10 | 0.25 | 1.36 | 4.50 | 5.67 | 4.08 | 1.48 | 0.49
4 179 | 269 | 12.0 | 7.36 | 2.72 | 0.76 | 0.16 | 2.11 | 8.69 | 10.1 | 11.7 | 4.06 | 1.41 | 1.03
5 25.7 | 293 | 126 | 7.24 | 3.92 | 0.26 | 0.22 | 0.77 | 3.22,| 11.2 | 9.47 | 6.47 | 3.17 | 1.54
Mean 204 | 29.8 [ 10.2 | 595 | 248 | 0.48 | 0.14 | 0.82 | 3.82 | 9.44 | 10.4 | 5.71 | 2.40 | 1.04
+SD 5.4 78 | 2.8 (198|105 | 0.29 [ 0.09 | 074 | 2.8 | 6.12 42 | 152 | 093 | 0.39
ND: not detected
Table 3. Serum and retroperitoneal fluid concentrations of meropenem after intravenous administration of 1000 mg
(30 min. DI)
Serum (pg/ml) Retroperitoneal fluid (xg/ml)
Case No. 15 30 1 15 [ 25 | 45 6.5 15 30 1 15 | 25 | 45 | 65
(min) | (min) | (h) (h) (b ()] () | (min) | (min) [ (h) (L)) (h) ® | M
1 54.5 | 62.1 | 20.2 | 10.4 | 3.65 | 0.48 [ 0.12 | ND | 0.20 | 9.27 | 19.0 | 10.0 | 4.32 | 1.06
2 69.1 | 81.5 | 348 | 19.7 | 5.60 | 2.10 | 0.42 | 1.60 | 9.68 | 25.7 | 23.5 | 15.5 | 5.41 | 1.86
3 404 | 73.7 | 31.3 | 154 | 743 | 1.61 | 0.39 | 0.20 | 0.71 | 3.97 | 10.1 | 10.8 | 8.33 | 5.78
Mean 54.7 [ 72.4 | 28.8 | 15.2 | 5.56 | 1.40 | 0.31 | 0.60 | 3.53 | 13.0 | 17.5 | 12.1 | 6.02 | 2.90
ND: not detected
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Fig. 1.

Serum and retroperitoneal fluid concentrations of meropenem after intravenous

Time after administration (h)

administration of 500 mg and 1000 mg (30 min. D.I.).
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4. BRHR

AR SEROER, KE, THHB L UEREKE,
B5E, R5UM, Bik5E, SE, WEFNDHR,

FRRENE B & OBIVER DA% Table 417K L 720

Table /SR, FEABRLEIFIIOVTETE
EIE O 15175, EBEBICEERINERZALTY
B EDNLHERGEE LS, &Y DEBTFENER
160, FEBBELIFIZEDTH o720 BRAKLIE2
BV T, Btk o SEEAY, BREERE
B}THY, BRI TH -7,

5. DEEHERIEER SR

MEPM @) 43 1 7| B PR %) 3 % Table 512/R L7z, B
TR R 361 T, RS T ABMRELG, FRE
75 LEHELE, AN 7 ABHRELIBITH -7,
NG T ARADOBRDREIEEFENTH -7
BB LGN 26T, RS T L ETER Enterococ-

Table 4. Clinical results of meropenem treatment

Diagnosis Meropenem .
et e || i | e
No. | () L y dose |Duration |Total dose beilore efficacy |effects

y (kg) Underlying disease (mg x times) | (days) @ After effect y
Infectious lymphocyst E. coli
1 |61 39 Uterine cervical 500 x 2 7 6.5 T Eradicated| Good (=)
cancer
Puerperal intrauterine
2 | 31 |Unknown ____u{fectmn 500 x 2 6 5.5 L. magnus Eradicated| Good (=)
Following cesarean (=)
section
Parametritis E. faecalis
3 |67 46 Uterine cervical 500 x 2 4 3.0 M. morganii | Unknown | Poor (=)
cancer
4|39 49 Eyometra 500x2 | 6 55 |2 pragicated| Good | (<)
S. aureus
5 |68 46 Py.ometra 500 x 2 4 4 E. faecalis Persisted Not (-)
Ovarian cancer S. aureus evaluated
E. faecalis

Table 5. Clinical efficacy of meropenem classified by clinical isolates

Clinical efficacy
Good Poor Not evaluated | Efficacy rate (%)
S. epidermidis 1
Monomicrobial G| p. magnus 1
infection
G(-)| E. coli 1
Po'lymicrobial E. faecalis + M. morganii 1
infection S. aureus + E. faecalis 1
Total 3 1 1 3/4 (66.7%)
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cus faecalis & IR 75 4 BE M B Morganella morganii
DREBEG L, FRM T 5 LM E Staphylococcus au-
reus & Enterococcus faecalis DR G EGT, HHEHE
TEETH o7,

6. HIEEREFR

MEPM DI RN R % Table 61278 L7z, 58155
BRI S, MARRFAERETIRT 7 4k
HRABREARR, 77 oM E A HME M, WAl
77 LGRS IRBLIR TS - 72, MAFERRIEL,
HERMT 7 LR THELIR, %2k, ABEIKT
HEH333%, FRMT T LABEMETIZHELE &

1tk AN 7 LBEEIKRIIERL, 24Th)
60% DHEHEEY R LT

7. BER B LUBRREMBRE

BIfERIZDWTid, MEPMIR5IZ X 5 B4R
EREBICRO Nk h o7, BRBREBEOLE):
DWW, Table 7IZAKIRSFIHZOMBE—E, FFies
BLUOBBEEICOVWTRLE, RARS DEBI LT
T& % \WS-GOT, S-GPT, ALPO—&M A 14i:
DO LN, ThbbLARAES7HHIZS-GOT, §-
GPT, ALPO LR % A2 ICEB T A L 14
HBIZIZALPIZIE#fE~, S-GOT, S-GPTixd{M

Table 6. Bacteriological response to meropenem

No. of strains | Eradicated Persisted Unknown | Eradication rate (%)
S. aureus 1 1
G(+)| S. epidermidis 1 1
E. faecalis 2 1 1
Sub-total 4 1 2 1 1/3 (33.3)
Aerobes -
E. coli 1 1
G(=) | M. morganii 1 1
Sub-total 2 1 1 11
P. magnus 1 1
Anaerobes |G(+)
Sub-total 1 1 11
Overall total 7 3 2 2 3/5 (60.0)
Table 7. Laboratory findings before and after meropenem treatment
Case ‘?g)e [B| RBC | Hb | Ht |WBC |Eosino.| Platelets |S-GOT |S-GPT | ALP | BUN | S:Cr |.pp| ESR
No. Si < |A (x104mm® | (g/d) | (%) |(/mm®)| (%) |(x10%mm®)| (U/) U | ®A) | (mg/d) | (mg/d) (mm/1 h)
61 |B 376 11.7 [ 35.3 |12,100| 4 55.0 17 11 10.8 4 0.7 5.9
1
F |A 386 11.9(36.2 | 4,600 7 53.1 13 5 10.9 1 0.7 0.2 20
31 |B 305 9.128.3|14,300| 7 41.8 11 10 11.3 8 0.6 53| 86
2
F |A 338 10.2 | 31.2 [ 9,500 2 63.0 10 8 9.5 8 0.6 0.4 58
67 |B 319 11.4133.5116,200f 0 50.5 18 16 125* 20 0.5 32| 4
3
F |A 319 9.8129.6| 7,700 2 49.5 34 30 217+ 16 0.5 |19.6
39 |B 364 10.0 | 30.0 {11,800 O 39.1 19 28 174* 17 05 |244| 120
4
F |A 380 10.6 | 31.9 [14,900f 0 60.1 90 93 352* 13 05 (212 22
68 | B 398 11.5]34.0 (13,000 2 33.0 17 21 137* 9 02 |[158] 20
5
F [A 345 9.9130.0 {10,100f © 39.9 27 30 181* 10 02 |[18.0
*:IU  B:before A: after
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mERL, 2LHEICRVThO EREE o7
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Compromised host CORBRYFER & TR T FUEKE 2 &
0y LEHER YT ABMBERICL ARETE Y
LARITIHROEEREF b ASNAE L IR -T
7z,

MEPMIIFRIEE, BAMRED 7 7 AGHE, Bl
BIEBELVWIEERELZRTH LV AMARZ LR
HERTH A,

FES VRI Y AMIBITHERRS BRI T A EHA)
OB 1 i imipenem (IPM), ceftazidime (CAZ), flo-
moxef (FMOX), cefuzonam (CZON), piperacillin
(PIPC) #xfBB & L THRE SN/2A®, 77 LREHEIC
3t LKL, S. aurens TIMICso120.20g/ml, MICoo
1 25 ug/ ml, Staphylococcus epidermidis 42 3¢ L T iX
MICs0120.20 g/ ml, MICqqid 12.54g/mi & IPM & [7]%
T, MOMIBE L VBWHE N &R Lz, BolERA
HEETO LI LITHBEE % AE. faecalistZat LTt
MICs0t33.131g/ml, MICgqi36.251g/mITIPMIZ2&EE
E%5bDOPIPCL FFETHAIL VERTV, &
1277 LBEMEICH T DHE S IE. coli TMICy it
0.054g/ml, Citrobacter freundii TiIMICqq!30.104g/ml,
Klebsiella pneumoniae T iXMICqo 13 0.05 1g/ml, Proteus
mirabilis, Proteus vulgaris TIIMICqq i3 £ N £ 10.10
ug/ml, 0.20pg/mi& FHEN, Pseudomonas aerugino-
sa TIIMICs0130.78 g/ ml, MICqqid6.25ug/ml& Z
b RERNCHE LR OBV NTH o0 T08%
KM B Bacteroides fragilis \Z 3t L T2 MICsq130.20 g/
ml, MICgi20.78ug/ml%ERL, ThbEOENIME
ThHY, FHDERABBRIIE IS LERTHHTHE
2z bz,

A, ERORETE LT, FH500mgaibiRAI%
SEOMEFRE B L ORGSR, 500mgs &
U1000mg iz 55 D ML i il FE & B BIERE M Pl A %
WE LA

FHIS00meli 5B 12 315 B A B IR L35 ol A 13 4%
SGRTEHK30.4pg/m 2T LLBHR L, B5RTY
3HET1.43ug/mITH 5720 FEBIRMIEPIRE I
BERTEKA2.9ug/ml, FE5ETHIBEMT1.5508/
ml& % b KRR P & RO %5 L7,
BRI 13, BHARRICERIIERD SN,
RERTHE%5.20~8.104g/g, HEHT 2051410

6.55~12.2ug/gk 72 ) x5 HTH3BFETHE £ S
0.4~1.55ug/gDIRE TR LT,

DEOB#EL Y, ERARESBREEDEZHER
BEEZSNABE. coli, Klebsiella)&, Proteusl&, Bac-
teroidesi® DMICqo % AHI D500mgK 51 E /15— L) B
tEZ LN, L L, P aeruginosall & 5 RREHEIC
LTI, AHOLBEHAIBEETHLILNL, K
S5E%% 1 H3EIHMETAZLPEE LVEDLER
bhiz,

BRI EAPIREX, KSR THERE, 05 1, 2,
4, 6EFEITIL, 500mgfk SR FHENENEN3I82,
9.44, 10.4, 571, 2.40, 1.04pg/ml, % 7:1000mg
5 #$3.53, 13.0, 17.5, 12.1, 6.02, 2.90xg/ml
Tholo DEIFADERD BRI HMICO
BL Y ATHEEL, FEBRBREBHREROERIELELD
HERICERLRERNTHL LEZ LN,

PRERBIIZx 3 BIRESTid, RN v B 14,
EBFERRELS, BREERLIE, FEERE26),
Eo 61O E i ARMESFRGE ICAHIK S 21TV, AR
360, EHLH, HEAEIBITENFTRIITS%TH -
PARS

FEOMAFEHIFR L, FRMES 7 LBMETIZHE
5H33.3% LRMEER R LA, RED2HKEMNS. aureus
LE. faecalisTH o712 &, FHREFARETHY,
ERRBIEBLRIEEVH - EFRRELER
bz, S. epidermidis, E. coli, Peptostreptococcus mag-
nusD3IRIZVTNROIHEL, SERORHEELFEIZ60%
TH o7

ZEBIIDOWTR, KAKS 21T 72561 TEILE
WEIER IR b e h o7z LA L1FIICS-GOT,
S-GPT, ALPO—BMDEAIED LR, FAKSD
HELEZOLN,

LRy, BRRBIRET DR, MEPMIZERA
FESREGHE I LTERAEOEVERTHL L E R
Y (AN
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MEROPENEM IN OBSTETRICS AND GYNECOLOGY

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

We performed basic and clinical studies on meropenem (MEPM), a new carbapenem antibiotic, and
obtained the following results.

1. The concentration of MEPM in serum and internal genital organs after intravenous drip infusion
of 500 mg were examined.

The peripheral serum level was 30.4 pg/ml at O min, decreasing to 1.43 pg/ml at about 3 h after
administration. Although there were some variations among sex organs, the concentration in the tissues
was 5.2~8.1 ug/g at 0 min and 6.55~12.2 ug/g at 20 min. MEPM was detected in all tissues at 0.4~
1.55 ug/g about 3 h after administration.

2. The concentrations of MEPM in serum and retroperitoneal fluid after intravenous drip infusion of
500 mg or 1000 mg were examined.

The concentrations in retroperitoneal fluid were 10.4 xg/ml (mean) and 1.04 xg/mlat1.5hand 6.5h
after administration of 500 mg, and 17.5 xg/ml and 2.90 xg/ml at 1.5 h and 6.5 h after administration
of 1000 mg.

3. In a clinical trial, MEPM was administered to 5 patients with obstetric and gynecological
infections (1 case of infectious lymphocele, 1 of puerperal intrauterine infection, 1 of parametitis and 2
of pyometra).

The results were as follows: 3 cases were judged as good, 1 poor and 1 not evaluated. The efficacy
rate was 75%. Bacteriologically, 7 organisms were isolated from 5 patients, and 5 organisms were
judged. The eradication rate was 60%. No side effects were observed in any of the cases. In laboratory
findings, transient elevations of S-GOT, GPT and ALP were observed in one patient.

Hence it appears that MEPM will be a very useful antibiotic in obstetric and gynecologic infections.



