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Staphylococcus aureus, coagulase-negative Staphylococcus, Streptococcus pneumoniae, Streptococ-
cus pyogenes, Streptococcus agalactiae, Enterococcus faecaliso 777 LBETEW | Escherichia colifth
WBARAERHCE T 2 HiE145E, Z DMfiPseudomonas aeruginosa, Pseudomonas cepacia, Xanth-
omonas maltophilia, Flavobacterium spp., Acinetobacter calcoaceticus, Vibrio parahaemolyticus,
Vibrio alginolyticus, Vibrio fluvialis, Haemophilus influenzae,
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rdtic, BREIRZ O ICEWER IO WTHRE L7z,

I.Ih #& £
1. W%
HTSHEICRE SN TV A TROBKRI MK TH
%o

75 AR EEKE | Methicillin (DMPPC) -sensitive
Staphylococcus aurens(MSSA) 194k, DMPPC-resistant
S. aureus (MRSA) 36#k, coagulase-negative Staphylo-
coccus (CNS) 20 ¥k, Streptococcus pneumoniae 10 Bk,
Streptococcus pyogenes 15%k, Streptococcus agalactiae 15
¥, Enterococcus faecalis 158k, &H130%k,

75 AEMARE | Escherichia coli 158k, Citrobacter
freundii 15 ¥k, Enterobacter cloacae 15 ¥k, Klebsiella
preumoniae 154K, Salmonella typhi 154K, Salmonella
spp. (S. typhi% Bx <) 15%k, Shigella spp. 158k, Pro-
teus vulgaris 158K, Proteus mirabilis 15%¥k, Providen-
cia rettgeri 15 ¥k, Proteus inconstans (Providencia
stuartii 138K, Providencia alcalifaciens 6 %K) 19 4%,
Morganella morganii 158k, Hafnia alvei 148K, Serratia
marcescens 15 Kk, Pseudomonas aeruginosa 15 %,
Pseudomonas cepacia 158K, Xanthomonas maltophilia 15
B, Flavobacterium spp. 158k, Acinetobacter calcoaceti-
cus 15k, Vibrio parahaemolyticus 158k, Vibrio algi-
nolyticus 118K, Vibrio fluvialis 144K, Haemophilus in-
fluenzae 15%k, 1343%k,

2. Hik

LFEREFDIZEEIHE Y, PREREE BV TR
NEBEIEERE (MIC) 2l L 727, B REM
discHIEH (KBF) %A L, MBMEREHS LT
3L — PEREMICIEINDERMIKEMZ 720 3
BHEEIL10°CFU/mIT37C, 24BER B & U48BERIEE

BL, EEEBROFEIIOVWTHEL,

3. KR

77 LGYEERE I § 2 MEPM D #LE /] % Table 1
IZ/R L 720 MSSAIZAE LMICIZ0.052g/miA*50.39 1g/
mlUIHA L, €= 271302ug/mlicdh o7, LA L
MRSAIZ§ BILE 113555 5 720 CNSIZHE L THRES
L7220k 4Rk BMICIZ 25 pg/mILL EIC5A L,
MICqo 325/ mlld - 72 RET L-BREE L 2 5
7275, S. pneumoniae |23 $ B HUE 1358 <, MICIZ
0.0125ug/mlA* & 0.39 g/ mlZ 537 L 720 S. pyogenes
IZTHMENITE 55, MICi%0.0062 ug/ml %>
50.0125pg/mliZ55# L, ¥—2130.0125/¢/mlT&H
2 720 S. agalactiae |2 BB H b 5E , MICH
¥ —2130.054g/mliZd - 720 E. faccalis\Z3 4 BILE
11285 <, MICOE =27 136.25ug/mliZd 72,

PR BT A BB T A HE S % Table 2
IR L7 MEPMIZERBIIZEVIE D %R L7,
MICoo % & B & E. coli 00.025 pg/ ml 235 1% <, C.
Sfreundii, K. pneumoniae, S. typhi, Shigella spp.iZxt L T
120.051g/ml, E. cloacae, S. typhi LASL @ Satmomelia spp.,
P. vulgaris, H. alvei, S. marcescens Z*f L Ti30.1 g/ ml
IZ& V), P. mirabilis, P. rettgeri, P. inconstans =4+ L T
130.2g/ml, B b §GH > 72M. morganiitZxt LT $0.39
pg/mlEBEN TV,

Table 3121 3BAMBER LA O &7 5 L BEHRE I
$AMEPMODHTE N %7~ L 7o P. aeruginosalZxt L T
$ MEPMOMICI20.1 g/ mlA* & 3.13 g/ mlZ5 A5 L,
¥— 2713078 ug/ml L BN TV 72, P. cepaciallst LT
b MICI£0.78 g/ ml D> & 6.25 ug/ mliZ 5346 L 726 X.
maltophilia, Flavobacterium spp. \ZxF 3 HILESIIL§5H

- 72 A%, A. calcoaceticus, V. parahaemolyticus, V. algi-

Table 1. Susceptibility of clinical isolates to meropenem
Gram-positive cocci Inoculum size: 10 CFU/ml
Oreani No. of ) MIC (ug/ml)

rganism 0. of strains

8 " MIC range MIC,, MIC,, Peak of MIC
MSSA 19 0.05~0.39 0.2 0.39 0.2
MRSA 36 12.5~50 50 50 50
CNS 20 0.1~50 0.39 25 0.2
S. pneumoniae 10 0.0125~0.39 0.025 0.05 0.05
S. pyogenes 15 0.0062 ~ 0.0125 0.0125 0.0125 0.0125
S. agalactiae 15 0.05~0.2 0.05 0.1 0.05
E. faecalis 15 3.13~50 6.25 12.5 6.25

MSSA: methicillin-senstive Staphylococcus aureus
MRSA: methicillin-resistant Staphylococcus aureus
CNS: coagulase-negative Staphylococcus
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nolyticus, V. fluvialis, H. influenzae 33 B HLHE 1358
{, FRZEROMICop i 0.78 g/ ml, 0.025 ug/ml,
0.05u4g/ml, 0.39xg/ml, 1.564g/mlTH -7,
I. B K % %R
1. W%

FER2ELA DS FR2ELILA T TUBRIZABEL,

HEBIMIOWTREDR O N7 IEIR 33 RE 1151
EEEBRIFICRSG Ui, WRIFREEICIZ7TH D
fi%, 3B OREIREDBRYE, 16 DOMLREA
EINb, BREFDLZLO2FNIIEBERBEL LT
MM B & UBERFBAFNRFR1BIO0H by, T/
FEXRIED 1N IS B IERA D 5o F#HId
28D H88TICHA L, ZD ) LIFIXT0RUET
HhHo HAEBEHIBI, LHsPITHE, THINII
WEOL 2T, BEOWLEZ SN EME 5

Bl & LS. aureus 2, S. pneumoniae, H. influenzae, E.

coliFNENLH, HEEHES G & L TE. coli, P. gery.-
ginosa, Branhamella spp.[F FE 53 BEB, P. aeruginosa, S,
aureusFRE B TN ZN1BITH 5,

2. ZEEBIVESHE

1% 5 &13250mgAs56), 500mgH 7B TH 3, 1
H o5 0k 2E T, 26 JiEEETRS L, #
588587517812, F-RIK5 813508005
17.0gilh 7%,

3. HIERE

AEOHEICE LT, AR5 %0 BBEER
XA R BURKRERS L EOKR, AR R
DHEREBZ AT - - EEEDHEIH - 72,

4. R

FEBI DERE & Pk B % Table 412, MEPM#E 53
HOBERRE DA % Table 512FKR L7z, Migk7flh
2B TER, ABITHE, 1BITENTH -7, Bt

Table 2. Susceptibility of clinical isolates to meropenem

Enterobacteriaceae Inoculum size: 108 CFU/ml
. . MIC (ug/ml)
Organism No. of strains
MIC range MIC,, MIC,, Peak of MIC
E. coli 15 0.025~0.05 0.025 0.025 0.025
C. freundii 15 0.025~0.05 0.025 0.05 0.025
E. cloacae 15 0.025~0.2 0.05 0.1 0.05
K. pneumoniae 15 0.025~0.05 0.05 0.05 0.05
S. typhi 15 0.025~0.05 0.025 0.05 0.025
Salmonella spp. 15 0.025~0.1 0.05 0.1 0.05
Shigella spp. 15 0.025~0.05 0.05 0.05 0.05
P. vulgaris 15 0.025~0.1 0.05 0.1 0.05
P. mirabilis 15 0.05~0.39 0.1 0.2 0.1, 0.2
P. rettgen 15 0.05~3.13 0.1 0.2 0.1
P. inconstans 19 0.05~0.2 0.1 0.2 0.1
M. morganii 15 0.1~0.39 0.2 0.39 0.1
H. alvei 14 0.05~0.2 0.05 0.1 0.05
S. marcescens 15 0.05~0.1 0.05 0.1 0.05

Gram-negative bacilli other than Enterobacteriaceae

Table 3. Susceptibility of clinical isolates to meropenem

Inoculum size: 106 CFU/ml

. MIC (ug/ml)
Organism No. of strains
MIC range MIC;, MIC,, Peak of MIC
P. aeruginosa 15 0.1~3.13 0.78 1.56 0.78
P. cepacia 15 0.78~6.25 3.13 3.13 3.13
X. maltiphilia 15 6.25~100 100 100 100
Flavobacterium spp. 15 12.5~100 100 100 100
A. calcoaceticus 15 0.39~0.78 0.39 0.78 0.39
V. parahaemolyticus 15 0.0125~0.05 0.025 0.025 0.025
V. alginolyticus 11 0.025~0.05 0.05 0.05 0.05
V. fluvialis 14 0.2~0.39 0.2 0.39 0.2
H. influenzae 15 0.025~1.56 0.1 1.56 0.1
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Mo 1 REILRAESBIF 1B E %), 2B THED
THholo MLBEIN L TIEDER LI, 0T
A EMEPM DI 23 BEHIE (2 xt § AR 1165 E
Wapl, BEH6HI, EINIGIE & o570, BEE R
LTRAWTH -7

Fd IR LR OB R X (4 )A510° CFU/mlEA
b, (4)#510° CFU/ml, (+)#%10° CFU/ml, (1)
21027 CFU/mNCIRITE ST 5, BRP L) DlES
nEEEOS b, BEHRIZHEE SIS, aurens 2613 &
bIEBE e h o, WEMEEZER L TEEER

HEREELHM L, 20 b1flKE S, ol
BUIZP. aeruginosa \ZZA L7z, S. pneumoniae 57 BEB 13
Enterococcus spp. i35 L7zo H. influenzae \IBEHE S 1
720 BEHEDHEBIPE. coli, P. aeruginosa, Branhamella
spp. S N BIE, WTNhOEELHEE L, L
B LP. aeruginosa £ S. aureusH3 58 S 76 Tix, &
RENZAERBITIED 5 72 THOBEEL 5 L7,
BEERERBIORD SO SNTE. colildBRRE S N7,
EUNCEWERISED SNl h o7z, BRREMEIIZD
WX 2B IF B REIR B (GOT, GPT, y-GTP, LAPE

Table 4. Clinical effects of meropenem treatment

cxela Body Di ) Treatment Isolate Effect
ase | Age . iagnosis - - Before - -
0. | ) Sex | weight (Underlying Disease) Daily <'jose Duration | Total Clinical Bactgno- Side-effects
(kg) (mg x times) | (days) | (g) After logical
. S. aureus (1)
158 | F | 45 Pneumonia 250 x 2 12 5.75 F Good |Eradicated| None
i S. pneumoniae (+)
2 (88| M| 505 Pneumonia %0 x2 | 13 |65 Good | Replaced | None
(Pulmonary fibrosis) Enterococcus
NF
3|72 | M| 45 Pneumonia 500 x 2 17 |16.5 F Good | Unknown None
P. aeruginosa (+)
S. aureus ()
4 |75 | F | 43 Pneumonia 500 x 2 15 {15.0 Good |Unchanged| None
P. aeruginosa (#)
S. aureus (+)
i NF
5|8 |M| 48 Pneumonia 50 x2 | 17 |165 Excellent | Unknown |  None
(DM) NF
H. influenzae () )
6 |58 | M| 35 Pneumonia 250 x 2 15 7.25 NF Excellent | Eradicated| None
NF
7(8 |M| 52 Pneumonia 500 x 2 5 5.0 NF Poor | Unknown None
E. coli (#)
Bronchiectasis P. aeruginosa (+) .
8 |72
F 395 (Pulmonary tuberculosis) 250 x 2 14 7.0 | Byanhamella spp. () Good |Eradicated| None
NF
. . S. aureus (1)
9169 M| 42 Bronchiectasis 250 x 2 17 8.5 - Good | Replaced None
P. aeruginosa (#)
) ) NF
10 {76 | F | 41 Bronchiectasis 500 x 2 17 (17.0 D Excellent | Unknown None
NF
11 (43| M| 61 Pulmonary abscess 500 x 2 16 {15.0 - Excellent | Unknown None
" E. coli 3x10°
12 {28 | F | 46 Pyelonephritis 500 x 2 11 |10.5 =) Good |Eradicated| None
DM: diabetes mellitus  NF: normal flora  ND: not done
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A161, GPTLRIF)DREIRD SNz, &EP
IEBIEEIL L7
o % %

HWISRERLFRB-F5 7 % LKIE KA thienamycin
(TM)2*% R &, peptideglycan &R AENZED Hh
7ohS, TMED S DHBAREETH o 772 DIZERHICH
&N, imipenem(IPM)DHIRIZE DX LD THED
BCOFMAIThbNE LIk o7Y LA LIPMD
& M dehydropeptidase (= & ) NEL S D720, FEE
F DR EHcilastatin (CS) E S THEATHZ L I2 &
D, ¥ INFAERE U TEERRE* Pl & LT
CHIEBERIEDERIHERAIND L) ko7 6
RICHRENTANVNNANRILRB-5 7% 2HD
MEPM i & b B ®dehydropeptidase iZ 4 LIPMIZ kL
TLETY, FBEZEOBERLRMT S LS
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Table 5. Laboratory findings before and after meropenem treatment
Case[P©% O RBC | Hb | He | WBC |Eosino. |Baso. | Neutro. | Lympho. [Mono.| Plate. [S-GOT|S-GPT|ALP|T-Bil. | BUN | S-Cr [MP| . [es
No. ““e’ 0¢/mmd) | @) | @) [0mmd)| @& | @ | ® | @ | @ |aotmmd| M | @D [(UD|mg/d)|(mg/d)|(mg/d| CF C;l;;
| Beore |5 116 i33] o0 | 4 o | e 2 8 | 29 | 10| 8]49|03 14|12 |< sz
After | 403 [126(306| 5700| 6 |0 | 34 35 4 | 429 | 20|30 [53]03[161]10 (<8158
) Before 456 13.8 143.0] 8900 | 0 0 98 0 2 23.9 16 12 771 07 | 210 | 1.2 4022.57?
Ater | 422 [122(302| 4700| 2 |0 | 7 19 8 | 253 | 14 | 8 |65| 09 |104] 10 |< 38 26ND
Before 489 14.2 |44.7| 4300 2 0 73 15 10 25.1 53 12 |10.3) 2.6 | 11.7 ) 0.9 |ND| 3.6| 26
M ater | a0 [137]023] s0] 2 0o | n 13 |14 | 311 |25 | 1 |125| 06 [ 229 1.0 |ND|28| 35
Before 423 10.5 35.7| 11800 | 3 [1} 78 10 9 43.8 8 3 9.3 0.8 64 | 0.7 |ND 14.515
oater | a0 |w07las| e 3 o | 22 7 | 493 | 19| 6 {11.3] 04 | 85| 05 |ND|21| %
Before 420 12.6 {39.2| 15200 | © 0 86 8 4 23.3 14 12 48| 1.7 | 29.7 | 0.9 [<40)39.3| 61
| ater | w5 |136lee{mm| 1 |1 | e 2 3 | 425 | 24 | 38 | 72| 06 152 09 |<dof 05| 2
Before 439 13.9 [43.1] 14400 | © 0 85 6 9 26.1 11 5 54| 13 | 376 | 0.8 <40'11.5 93
6 After 410 12.3 |140.9] 7200 | 2 1} 69 20 9 33.8 18 15 46( 05 | 183 | 0.8 [<40]0.7] 22
Before 445 13.1 (41.2| 7300 | O 0 86 4 5 17.2 k3 16 471 1.0 [ 156 | 1.1 [<40[58 | 97
! After 440 12.8 140.11 11100 | 0 0 88 6 5 29.1 43 92 254 1.1 [12.0 | 0.8 [ND[23 | 93
Before | 423 (133428 9100] 3 |o [ 7 9 9 | 207 |14 | o [56]07|136] 09 |<dofeoo{ND
8| ater | s |w6slsn| sso0| 3 |3 | 7 16 3 | 320 | 22| 1 |72] 04 |125] 09 |<d0| 04|ND
Before 474 15.0 |46.6] 14300 | 0 [1} 91 2 7 16.6 58 44 9.0 1.1 [ 254 | 1.4 |<40179| 47
? After 474 14.5 147.9( 9900 | 2 2 69 16 8 29.9 17 21 61| 1.5 | 226 | 1.1 40| 04&)
Before 412 12.4 140.1] 3200 | O 0 83 11 6 12.9 40 19 6.2] 02 | 139 | 09 401 7.8 43
U ater | w6 |11als67| 0| 0 o | s 38 4 | 331 |40 |34 71|05 |138] 08| 40032
Before 442 14.0 {43.21 14300 | © 0 71 17 12.0 40.5 20 23 81| 0.7 175 | 1.2 |<40[16.9 82
i After 426 13.2 |141.3] 7100 | 4 1 38 50 7.0 39.5 28 42 83 0.2 99 | 0.8 [<40[ 03| 22
Before | 501 |14.8[a11[10100] 0 [0 | 83 10 7 | 279 | 10| 9 |52] 08 10307 |27 19
21 ater | as |130]s65| s100| 1o |06 | 526 | 402 | 47| 22 |15 | 13 | 05| 04 | 111 ] 0s |Np|o2 2
ND: not done

WHEETH Y, REOEILIIH LTHIPMIZKLTR
ETHHEINTWAEY, bhibhiz4 EMEPME
IPMOFLE N % FBFICHITE L7245, IPMOMICIES. ou-
reus, A. calcoaceticus % g\  TMEPM & Y 3% DL L% -
Too CORBRITERMERI WEOEET TICRBLE
FEEASIPMIC & D K& KB LA THEMAH S, A&
ERCHADOHE N DHEBRE+5 Z LA HEL Do
AR

MEPMORBRENRE N * 75 LR HIRECHHE,
79 LEMIRE 24 BRI OV TIRET L7245, MRSA,
CNS, E. faecalis, X. maltophilia, Flavobacterium spp.
T AMENEE L -2 0D, FoMOEREICH
L Ti3, P.aeruginosa% & TIRIL { VBN &R
Lf:a

A1 15 DI 23 B AE (- MEPM % #¢ 5- L 7245, 4
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ANEHFEETL10BICE DU LOHEIZDOLR,
BREICIZERAMDOECERTH S Z &2 BRIER,
BRI OTMIN, TORBIVAEROELEZELLN
rEfEE, EREREEE & TS, pneumoniae 18K,
P. aeruginosa 2%k, H. influenzae 1%k, E. coli 1%k,
Branhamella sp. 1%k, T 7-HEIIL LWL DDZFDIF
EMEEEL, EEEIERE LW LS. aureus 2
KTHhb, 20D LMEPMBESHIZHK LD, S
aureus 28k, S. pneumoniae, H. influenzae, E. coli, P.
aeruginosa 1 ¥k, Branhamella sp. T, AFOME AR
7 MVOESHEREICRBLIZDDEVR B, LA
LEFATIREBERBIZEDBITH DI hrb 6T, &
BRI S 7P, aeruginosa & S. aureus I ¥ 58T
B, BROLFHREEMTAI L EF L. ZDE
FITIIAK 25 THITITI» ARiicb kL h2H
DO TS. aureus SN TV EH, VIR ddisc
ETHRMSSATH h, SEKSHEICOHEINLHKD
MSSATH 57z L2 LIX51HZITIZEH A HMRSA
oM, ZOBRDTEEINSTS aureus T T XT
MRSAT® - 72 MEPM#x5 ASMRSA % F5& L 727 5
HAdH A5, MEPMOMRSAIZ$ BB HIEE <,
FKIEBTS. aureus P BEHE SN TICHREL-DbDEE R
SN B, P.aeruginosa b BRHE S Nz b o 722 5 G
H381CH - -RiRIIBABR LIV ECEF ELRD, K
Wi+ Ak, CRPE, Kitfl, MIMXHEATRED
HBLY, BRIIEHS PICMEPMIZEN TH - 72,
LA o THRIEF DR KB IO EETH - 7-HEM:
bdH b, S. pneumoniae D Enterococcus spp. 23 L 751
IZD2WTid, Enterococcus spp.tZ3F 3 A5 MEPMDHLHE
AHOCBFETEL, LY LERITIEARE LTH
B L7:P. aeruginosalZxt LT, MEPMOBRHEZE LR
BEAMBENERBL TV A LSV, 4H%P.
aeruginosa b MEPMDIZ SR HEEL Z 2 52 6, &
58, BREMBELZEEHIRTTHLENHAI,
BIERIZA SN h 5 72h5, fEBI7TGOT, GPT,

ALP, 7-GTP, LAPED LA M AL NIz, BEREMEIE
RERZIZE R E N34 TU/1 16 1U/1, 4.7 KAU, 11
IU/1, 33 IU/1TH » 7275, k528 %ICEEhERN
368 U/, 273 1U/1, 25.4 KAU, 106 1U/1, 98 1U/1 &
EAL7o MEPMOIR G (d#k&T L, FERAYIZZIRATH
bW H4BHICMEPMOS % ik L7z, ALP,
LAPIZD W T DRFIIKRE LA, T ORHETGOT
43 1U/1, GPT 92 1U/1, y-GTP 65 1U/1 & IE# L D)
BAbNT, S EHE L2 b6 TREMA
SHICE LMo/ & L), MEPMIRGASEHEIC
BS LB ridRE Lev, Zetiiowntid g
THEDLVWERIEEZHDTII LN A D%
X 13
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ANTIMICROBIAL ACTIVITY AND CLINICAL EFFICACY OF
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The antimicrobial activity and clinical efficacy of meropenem (MEPM), a new carbapenem, were
investigated and the following results were obtained.

1) Antimicrobial activity: The activity of MEPM was investigated using an inoculum size of 10°
CFU/ml against 473 clinically isolated strains of 29 species including Staphylococcus aureus, coagu-
lase-negative Staphylococcus, Streptococcus pneumoniae, Streptococcus pyogenes, Streptococcus agalactiae,
Enterococcus faecalis, Escherichia coli and 13 other species of Enterobacteriaceae, Pseudomonas aeruginosa,
Pseudomonas cepacia, Xanthomonas maltophilia, Flavobacterium spp., Acinetobacter calcoaceticus, Vibrio
parahaemolyticus, Vibrio alginolyticus, Vibrio fluvialis and Haemophilus influenzae.

MEPM showed potent antimicrobial activity against gram-positive cocci except for methicillin-
resistant S. aureus and E. faecalis. MEPM showed excellent activity against every strain of Enterobacter-
iaceae in the study. Against the other gram-negative rods, including P. aeruginosa, the activity was
strong except for X. maltophilia and Flavobacterium spp.

2) Clinical efficacy: Seven patients with pneumonia, 3 with infected bronchiectasis, one with
pulmonary abscess and one with pyelonephritis were treated with MEPM at a doses of 250~500 mg
b.i.d. by drip infusion for 5 to 17 days. The clinical response was excellent in 3 cases of pneumonia and
one of pulmonary abscess and was good in the remaining cases except for one case of pneumonia. As for
isolated strains from monomicrobial respiratory tract infection cases, one of 2 strains of S. aureus and
one of H. influenzae were eradicated, and another strain of S. aureus and one of S. pneumoniae were
changed to P. aeruginosa and Enterococcus spp., respectively, after treatment. Simultaneously, isolated
strains of E. coli, P. aeruginosa and Branhamella spp. were eradicated, while P. aeruginosa and S. aureus
remained after therapy. The strain of E. coli isolated from the urine of the pyelonephritis case
disappeared after therapy.

Though no subjective adverse reaction was observed, transient liver dysfunction occurred in two
cases.



