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Imipenem/Cilastatin sodium(MK-0787/MK-0791) o E# 19 % X OV Ea K i 5

B EF EEAE- WK T-E£B® =%
MAEKT - HEALT KB
ST - AR R

Imipenem/Cilastain sodium (MK-0787/MK-0791) & 2o\uTC, EBERY,

B IOBREBRR 217

7o o tco BRI BERRICD\T MIC RIEIC X 5B OET Tk, xR & Lic cefoperazone(CPZ),

ceftizoxime (CZX), cefmenoxime (CMX),

piperacillin (PIPC) ik L A#R4 D ERIK £ BRI

% UTEV MIC %7RL, hAIMHEE T, BRAHENER LI

FEPRBUAR CIlPER 23 RAYLE 15 (i, RRIERGHMAE 3 B, FRERREHME 2 A, & DAt 10 FloEt 30 filic
DEBE Lice WRBREIET 61.5%, BERYE, REBPET, Thih 100%, £4&TT72
% DEHRERL, HEFOHRLEKREK 85.7% ThHoto BIFRIBEDS O % 34 (HE
20, ¥Z1%), BEKEEEREX, BED y-GTP, Al-P 0 LB % 1 K@it ¥l

Imipenem/Cilastatin sodium (MK-0787/MK-0791)

BEHLLERE SR 7o % 2R HEWE MK-0787

L renal dipeptidase JHZEEMK » & 3 5 MK-0791 »
Lo Tx Y, ToMERR Figl wind 2e<Th
% 1).2>°

4EH, bhbhi, FFAOEYH L, HToER
B, BEERIIBRHXITRSTeD TEOREC 2V TRET
5o

I. MREBLSUVICHE
1 HEh
Ba K 7Bk S. aureus, S.epidermidis, S. pyogenes, S.

Fig.1 Chemical structure of MK-0787 and

MK-0791
MK-0787
COOH
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N S—CH2—CH:—NH—-CH=NH-H20
H L
i
Ho—¢ —
[
CHs

Molecular formula: Ci12H17N304S+H20
Molecular weight : 317.36

MK-0791
H 4 N\’:’z H
NMS
]( Pan COOH
0 COONa

Molecular formula: CisH2sN20sSNa
Molecular weight @ 380.43

faecalis, E. coli, K. pneumoniae, E.cloacae, S.marces-
cens, P.vulgaris, P.aeruginosa, B.fragilis, B.vulgatus
oW T MK-0787 o MIC # 108 cells/ml T RA
LR EFLEERICECIE L, CMX, CPZ, CIX,
PIPC 7g & MIC % RRFICHITE L HLBHRE Lo

2) KA

FBFN 59 1 A X v BFN 59 7 A ¥ TABRICARL
1B 30 flEkxg L Lic, HANXSE 20 6, &k 10§
TERBIL 24 T2 b 85 B TH - Tco RBDHRIFR
BRHAE 15 §l, BBRRHAE 3 6, RERRE2H %
DA 10 BITH » 1o HEHEIL 1 [E 0.25~0.5g, 1R
1~ 3[E, 30 4T AMBHET D & & Lico R5HH
13 2~57 B, #EHLEIT 2~Tlg Tho1o

HEHE R, BHRER EREOWHER BERREED
WBICY LSE, BRDEY ‘B, B, R
B, R O 4ARME, HERBTHE TR LD
e

II. ® &

1 BN

MK-0787/MK-0791 @ MIC BIEREE, *I0RK
iR w ZERR D EERIC o &, f0F & B Lo

S. aureus TI%, MFICILE LTERCABENILRL
24T 0.05 pg/ml LIFCH - 72 (Fig. 2)oS. epidermidis
Th, WAL ED Db, BEBRIETHBE,
MICyo % 0.2 ug/ml LAFTH - 1-(Fig 3), S. pyosgenes
T, fhE e AR RUHE SRR Lk (Fig 9o S.
faecalis Ti%, REMEEELHTFHCALRBN, AL
RAEOEETH -1 (Fig 5), E.coliTix, CZIX LAk
CEWEZ AR L (Fig 6), K. pneumoniae [ 1N
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Fig. 2 S. aureus 15 strains Fig.5 S. faecalis 15 strains
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Fig.3 S.epidermidis 14 strains Fig. 6 E.coli 15strains
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Fig. 4 S. pyogenes 15 strains Fig.7 K. pneumoniae 15 strains
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Fig. 8 E.cloacae 15 strains Fig. 11 P. aeruginosa 15 strains
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<b, CZX,CMX [ RERCEN IR R R U (Fig
7o E.cloacae T, FEHM KL BVWEZMHERL,
MIC fEi3 <0.05~0.2 ug/ml O RICAY, fhF o X
i Fh LOfER R TERL IR w1 (Fig. 8), S.ma-
reescens TI1X, CZX r R X\WREEHERL, L
L A&HO MIC ©45AmE 0.1~0.39 ug/ml o f\ HiH
¥ 5T (Fig 9o P.ooulgaris ¢k, CZX »f
bR LKNT CMX THFNE PIPC L RBETH -7
(Fig. 10), P. aeruginosa T, <7 = AHFTEREL B
cefsulodin (CFS) & MEL LD RZEUFHEZ R L,
gentamicin (GM), CPZ X b R\ g#&K - ke (Fig. 11),
GM fitts P. aeruginosa Ti3, &b Bh LHEHIET
L, GM RZMH O REESHICEVCRETH »
(Fig. 12), B.fragilis Ti%, A#NX PIPC 123 U THER
Bhic BEZESM%Y = Uk (Fig 13), B.vulgatus ¢
it, B fragilis & REQCALENCILE U CREER 0 &
ZerLic (Fig 14),

2) ERIRBIR

ER, RKEA BREE MEFEODHE, BRDHE =
fER% Tablel 1z, #HEARM S Table 2 IR Lic, BRIE
PREKEINCE LB L Table3 DI &<, HERIERK
RIET 61.5%, TOMORIAET 83.3% DEHERY T
L, 24T 2% OBHRTH-Tco DRI OMEY
HIZFL Tabled D& &, REE P. mirabilis+P. ae-
ruginosa O 1 BT, HEEKL 85.7% LBERTH -0
MEEORFER L e - 1o, BEERANCH 2 & HE
ShFBED 1 fi% =T,

iEF 22 N.H. 71, o FFIE%E (Fig 15)

FRS9OFE4 290 L ) EE, RHE, AFEHREHE
U, BEAKHT 50, 5A2HWB Lk, 548

Fig. 14 B.vulgatus 10 strains
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Fig.15 Case No.22 71y. 0. Female Liver abscess
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GOT 59 48 30 25
GPT 73 31 15 14
Al-P 455 504 257 204
CT
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Fig. 16 Case No.22 Liver abscess (CT of abdo-
minal part)

81319
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Fig.17 Case No. 22 Liver abscess (CT of abdo-
minal part)
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Table 3 Summary of the clinical effects

Disease Effects Excellent | Good | Fair | Poor

Pneumonia 1

Chronic bronchitis 3 3 1

Acute bronchitis 1 3 1

RTI sub total 8/13 (61.5%) 3 2

Sepsis 1 1

Liver abscess 1

Cholecystitis 1 2

Axillary abscess 2

UTI 1 1

FUO 1 1

Sub total 10/12 (83.3%) 1 1

Total 18/25 (72.0%) 4 3

ESR 130 mm/i, WBC 8900, CRP 6+, GOT 59, GPT
73, Al-P 455 ©, piff==—, i CT (Fig.16) o
T 7 BB B & Sob 1o 7o b, MK-0787/MK-0791 % £
L, 6EHXDTFEL, 58 30 Hofgm CT (Fig. 17)
CTBBENAL, ERERELERL L, —MicE
BEwbh b FIEBOEMT, BRI EEZRL, 2
A G 41 B, Rk5E S6g RFEALT, AL
DEWERR X OHMEEREEZEDRM - EER 1FIT
ZEO‘/’CO

3) EIfEA

AFI G X b, BREL 2 6106.7%), FEH 141 (3.3
%) THRLRIMMIEEREFERRAZ bR h ot ¥
BRI, 1 PIGER 30) TEE D p-GTP, Al-P
DERBRDICDRTH 1o

111 % ®

1 HEN

MK-0787/MK-0791 (X AHEIBELIIE A7 b 7 4%
b, €7 = ARFEFCHS, BOBENYRL, -7
7 a=—EiH LTLEDTEETH D, SED MIC
OFETH Fig 2~Fig U wrTX 5, 775 sB%
B L LTIE S aureus 7%, & 0.05pg/ml LT T
B, F I MHFED S epidermidis wxt LT BiFie
REWERL, 77 AAHRE &L LT, S.marcescens
it CZX L [E% D P.aeruginosa Tk CFS & [{FL
T GM X W W IRFR Lo ¥/ GM itk P.
aeruginosa TILAFD MICso 1 1.56 ug/ml & Fd

Table 4 Bacteriological effects

Eradication rate
(Eradicated + Replaced)

1/1

1/1

3/3

1/1

0/1

6/ 7 (85.7)

Replaced

Persisted

Bacteriological effect

Decreased

Eradicated

No. of cases

Organisms isolated

E. coli

K. pneumoniae

E. cloacae

Citrobacter

+ P. aeruginosa

P. mirabilis

Total
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Bhi-HEHERL, OO X S BERIEKIR
bhishotco HAME & LTI B. fragilis, B.ovul-
gatus HEWT, FAX BN ENER LI, UE
IO AR S 5 ABHIREE, 77 A aUREOHSN
Bt T, BEAVHEARZ P S22 ETHRATHS
ZENER IR

2) FERRE

£ 30 fld, BMBEEXHTE LI 25 FITORELERITE
RBRPFE 13 GITHEE 61.5 %, IRERKILE 3 HIT
AHR 1009, REREHLE 2 fITEZHER 100%, Zofb
THTHESR 71.4% ThHY, 2T 712% LBVELD
BY T Lo FRBREPIEZELR 61.5% L 2REX
THHY, 70 KU EOEBEN 13 FlF 9 FE ¥ h,

EBEE - GOHEE LT, Mg, MKES 10, Mgt
fE, MBARLAE20MNE8ThThicEd, ZROLM
Nbbo ki, BIFRIBECHKEFER 27 (6.7%), %
B 161 3.3%), MRRAEMERTL, BEo r-GTP,
Al-P D ER% 16] B.4%) wRbdkd, WTFhiE
BirboTidicl, XHOFRUEXHR TS Lok
o
X ik
1) FREDERICK M. K. et al.: Thienamyecin : devel-
opment of imipenem-cilastatin. Journal of
Antimicrobial Chemotherapy 12 (S-D): 1~
35, 1983

2) %532 MAREREXLTARTTEEFTE Y
v# Uy AT, MK-0787/MK-0791, [, 1984

BASIC AND CLINICAL STUDY ON IMIPENEM/CILASTATIN SODIUM

Masataka Katsu, Hisasui Takizuka, Hajnme Yamacata, Minoru Sato

Mieko Kawal, Reiko Saito and Taxkasur Yokose

Department of Internal Medicine, Kasumigaura National Hospital

Efficacy of imipenem/cilastatin sodium (MK-0787/MK-0791) was evaluated by measuring MICs of
the drugs for clinically isolated strains, and by administering the drug to the patients with various

infectious diseases.

For most of the strains studied in vitro, MICs of the MK-0787/MK-0791 were lowest compared with

those of other antibiotics, i.e. CMX, CPZ, CZX and PIPC.

Even the strains resistant to other

antibiotics such as S.epidermidis, were also sensitive to MK-0787/MK-0791.

MK-0787/MK-0791 were administered to thirty patients with infectious diseases (15 with RTI, 3
with cholecystitis, 2 with UTI) by intravenous drip infusion to total doses ranging 2 to 71g.

The overall efficacy rate was 72% while efficacy rate for RTI, cholecystitis, and UTI were 61. 5%,

100%, and 100% respectively.

Bacteriological efficacy rate was 85.7%. No significant adverse effect nor abnormalities in laboratory
findings were observed without slight stools loose in two cases, eruption in one case and slight

elevation of 7-GTP and AI-P in one case.



