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S BHERIC B35 Imipenem/Cilastatin sodium
(MK-0787/MK-0791) D% g#fg, FaKAIma

WHFE AWK BB RILEHZER
E RE-KR R=-KEEF
EHAFELESE 1545
MNITHEB-EEHEEEZ- 56 B
ERAFEFTRGREL 5 —

HFULBRE S h o At =% s %P EWE BLA#| imipenem/cilastatin sodium (MK-0787/
MEK-0791) =2\ CHMRIBURIC 3o\ 5 3R, BRIRIMBRET 21TV, ROBREX B,

1) #REFvr—C@ARE 3G LT, &Kl 500mg/500 mg 30 HREAHMEL, Fr—
v X bt X v fRtRic s 5 MK-0787 ORI 2 ERHNICHIE Lico £DRE, ©— 7135
Bta 1~ 2BEflkic b b, ¥ 5.3 pg/ml THoT,

2) ER3MDEEZCH UTIHEPRE & BT 5 b, RIEHIR X bk L, MK-0787 oft
ey A RIS TIE Lz F DR, ©— 7 XAMK TR D, iy 28.8 ug/ml TH -1,

3) SEHRIE 8 Pl ARIREA L, X DBRKBHRICOVTHRE Lic, FERID % L pMfllFI#%D
B C IRV B AE R PR W B Lichesd, BRD 4 Bl 54 ITHDRIZE0Y ThoTco 1 FICHER

HIFBBE O BAL R FRD o,

Imipenem (MK-0787) &, XE» A 7 (hic3s TR
REREF LI AR ARPENETH Ho FHNL
B3RO 7 » ARPAER LV LBEVHEANZ + 7
AREFL, TOHENL YT LB, 75 ABEOKE
HoOBECH LAVCVIE N 2T 3o 4, GM ko
P. aeruginosa REFDO 7 2 A RWEFR» BN TH -
1= E. faecalis, = ofth, HERHE TS LTH, Wi
WhETTo £, FHEMAECH LTRRENCE X,
B PELE T % B-lactamase TR L, X hHHTLEET
5% LK P-lactamase PEFHEERHT 5D,

AR OEROEE LTIE, BEXXEEED &N
BET, KB XU A Z 7 —VEEFIRLL, =587 —n
B AFAALAF Y FREBDTETICSL, 7+
FUYBIVCAFAKRALAT I FIRIE, BEAERT
Vo pH(0.5%) 4.5~7.5 T, Zo#HFRix C,H;yN,
0,5-H,0, £ T &% 317.36 T {b¥iaRX* Figl
2l I

Cilastatin sodium (MK-0791) %, MK-0787 & [@£¢
=B L < BA%E X bl ®IRAY renal dipeptidase [EHT
»HY, ThEFCHHEEEY Ry, MK-0787
7, BR#E Eg D renal dipeptidase X b X
ha0%, BRE - TTHTHEET 5

KR ORI E LTI, MEE 3 BAOCORK

T DA DIEGI OV TR R EE R E ROBIFRIRRD h » T,

T, KEBDTHEFRTL, £ 27 —ARBFLTL,
CAFAARALKEY FRPPETRTL, =2/-11K
BHIRK, 417702 —AEBDTEFRLL, 7
€ VRO 7R AR EALEETRW, PH(AS)
6.0~7.5 ©, *0HFR1x CgHysN,O;SNa, 5F&ix
380. 43 TILEMHERY Fig 2 wiR$Y,
MK-0787/MK-0791( [\ F&#| & #3) 1%, MK-0787
# X 8 MK-0791 = NaHCO, % iz #= ## ¢, %#
FAEBRBWCHERLABLLEO pH 3#7 Th s,
KHECowTix, BERR, —KEERR BRAEIHE
KRB ENTRTTbIATEY, TORLUINERLH
TWL 599,

SE, BAORKFOIBHEBC 1 B EPL - R
@ﬁ"z??ot%%%ﬁ%?%o

I. A *

1L R - HEiE

1) #LREHARE 3 LTEMR (RBERL,
CIREDRRETF 2 —7 Frr—o) ZETL, &1
BHICT F 2 — 7R HE Lic, HERIEMNEE LI 2
JBRI% 2 AF] 500 mg/500 mg % 100ml D4 B AE R
CIEA L 30 AYf AEGAIER, REMFEC B RO E
KATIC IR U too SRIRER, Mg 45 #% 1T
WV, EOMMERT N B 1 AR, AsEo (1M
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Fig.1. Chemical structure of MK-0787
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Molecular formula: Ci2H17N304S - Hz0
Molecular weight : 317.36

Fig.2 Chemical structure of MK-0791
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Molecular formula : Ci6Hz:N205SNa
Molecular weight : 380.43

Morpholine-ethane sulfonate #2{E#% (pH 6.0)/Ethyl-
eneglycol (1:1v/v)] %2EFML, TOBRGEBEERX
dryice/acetone FRCTEHESTEHE —80°C T & Hil & K
¥ TRE LT,

2) MmN, BTl AR ERSERE 30 o, 1K
i, 2FER9, 4E5R, 6 BRRIMVCEREVALEL, &4 O®
R B ARFO 5 LIREER% > MK-0787 DO
Zo\T, B.subtilis ATCC 12432 fiHHREE & T 5
bioassay #EICTHIZE Lizo

3) M, AR ATEEER S B A R 1BER, 28%
B, SERM, 4R, SESM, 6RERIL¥ T, B4 1K
MIEA CERFR LR 2 AR L, £ 4 OREIRT
BAHFD 5 LHEIFA %L b2 MK-0787 DR D\
T, ML FKEED bioassay HEIZTHIE Lo

2. FEEK

FHOBEKRGRL B Idic, SHRRIRIYE 8 PlicA
ReRE L, zOBKDE, BIfEH, BRREMBRTC
DERF Uiz, FEFIORFRE, BFHREEELA, KTE
161, MSerEmms 2 6, BrerBRs 16, ARl
o, BEL 1M, BELLFITHThLFPEENLOE
ERThHB, FEWIL 27 H D T4 KETTTFH 58.5
BThod, HINTE 36, K5HTHDo

II. & i

L MR - B

1) fRIBEHEARE 3 AR LTFMT (BZERHIT,
BIREGBRE T~ — 7 Fvr—) ZEfTL, fiitk
REXNZ F L %o % 2 BR#ICAH 500 mg/500 mg %
100ml AR AR L 30 4 SMEsER, R
MR, EREH A 1T\, MK-0787 ol #fEchift

Table 1 MK-0787 concentration in plasma

(500mg/500mg of MK-0787/MK-0791 d.i.)

Case MK-0787 concentration (uxg/ml)

Time 1 2 3 Ave.
0.5hr. 28.0 32.8 25.6 28.8

1 20.4 21.2 12.4 18.0

2 15.8 8.60 7.40 10.6

4 2.50 1.9 2.46 2.31

6 0.94 0.44 4.26 1.88

Table 2 MK-0787 concentration in bile of
T-tube drainage

(500mg/500mg of MK-0787/MK-0791 d.i.)

Case MK-0787 concentration (xg/ml)
Time 1 2 3 Ave.
0-1hr. 5.40 n.d. 4.50 3.30
1-2 9.00 3.12 3.78 5.30
2-3 4.46 3.26 1.60 3.11
3-4 2.86 1.80 0.90 1.85
4-5 1.50 0.62 0.40 0.84
5-6 0.72 0.44 0.24 0.47
(n.d.=not dectectable)
Fig.3 MK-0787 concentration in
plasma and bile (500 mg/
500 mg of MK-0787/MK-
0791 d.i.)
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ERVBHPRECOWTRE LR HRET 5,

9) MEEFEER, FOor— 7 L AHRTIRCHY,
F#HT 28. 8 pg/ml AR Lo T DK% 30 FEEBTH L
SRR L, 1 BEER%IITY 18.0pg/ml, 2 W
#it 10,6 pg/ml, 4 BERAHIE 2.31 pg/ml, 6 REEIERIX
1.88 pg/ml * 7R Ltz (Table 1),

3) MAHFEEY, Fov— 7GR 1~ 25
Mgizs Y, FHT 5.3 pg/ml 2R Lice T OBILWIK
BOL, 3MEMH#ITEY 3.11 pg/ml, 3 ~ 4 RERKRIT
1.85pg/ml, 5EFRI# T 0.84 pg/ml, 5~ 6 WMl B IX
0.47 pg/ml % 7R L71c (Table 2),

migREEE, BHFRECKERY, Fig.3rsr77L
LTR LT

2. K

HEHYRRYE 8 Bl AR B E L, TOMKSR, &l
fefl, BERBREHERFCOWTHRH L, EFADOARR
i, BRI LA, KTIREL6, VRERBK2
o, BRERIER 1B, AURKE1 ), B 1 6, EZEsK
1HTWThhSEL EOEEF 8 ATHD, Fhid
ML) T4 RETT Y 58.5 ®MTHD, HIXE
36, Z5BITHB, ThBHD8HULT X T A K 500
mg/500 mg % 50~100ml DA A W I HE L, 30
A EEBEC TS5 Lic (Table 3), AF ORI
500 mg/500 mg x 2 [8]/ H #% 4 i, 500 mg/500 mg x 3 [&/
B 16, HEEMBEEE LIERNN3AT, HFHAK
BRE6BLHRE 14 BTEHBS5ATHD, AR
BIIRIE 6g/6g X HRE 15g/15¢ T 10g/10g
Thdo BAEITOWTL, 6FICHEIRE S TH
b, FEELEOBEET, WKABEMECRIMETSHD T
EXbh, BEMRREES 1 G, BERPESN S BIT, HE
T, S.epidermidis 3%k, E.faecalis 2%k, P.aerugi-
nosa 28k, E.faecium 28k, F*Dftid Table 3 &R
FTEEL B4 LT LT T D, BREIBHIEIXH
EOHEEMY L LI LTT oo TinbhbAR &I
57 B%¥ CRRERER DTN THEEF CITBER L
bDL Ui 7 HUEEBLTLBERERDHEL LD
hgw b OREEE Lic, TORKBRITHEL 46, Bih4
BIThHBHER 50% Thbo

BifF Ao Ti, BERREMRE 1 e bh
—@tc GOT, GPT, Al-phosphatase D _EF 13855
hich, Rk, ERECER L. £ Do)
WIREIER, BMKREERFERCRDORIEN T,

III. = ®
Frluvy a3 A RITEHERSH MK-0787/

MEK-0791 =2\~ THHRMEIRIC 313 5 2EBERY - BRPRAYER
Emz i,

WUR - PEl 3 TAKI O SRR OB B TR
BEELIcas, BIEERTF2— 7 Frvr—vBEIDIT
L, A% 500 mg/500 mg Mi%EHEH OEHHRED
v 2%, BERMA% 1~ 2BHBgThich, FH5.3
pglml THoteo X, FAEFE 3 AOMBFREITOT
LIUE Lico TDHKE, £D € — 7 ZEABRTHICS
D, SEig 28.8 pg/ml TH -1,

HERMBREHZ 3o\ T, ABHAYRYLEE 8 Blic MK-0787/
MK-0791 %M Lico EGID % L 2MUAIEZD I TLLEL
MBEERYECHE R Licl, B4 0, EH40TH
BEBIL 507 THolo, REERITE, RROFE I
PAERICHE LT 7 saiatERd & Ly, 77 25K
B LTOERTHS L Bbh D, BIfFAICOVTIE,
8BID 5B 1 PRk E B\ T, GOT, GPT,
Al-phosphtase ® FR &2 7=, THUMTIZRD T
Wi,

LI EXbH MK-0787/MK-0791 i, 4+ &l 48 o\
T, RO 7 = aFRFUERCHEILC, B, K&
MHomMECER TV EBbh3,

X 3
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FUNDAMENTAL AND CLINICAL STUDIES
OF IMIPENEM/CILASTATIN SODIUM IN THE SURGICAL FIELD

Ixuniro SakaTta, Jiko Maruvama, Yosuiaki Haeno,
Kenzo Kon, Yasuniro KaTsura and Masayuk: Yasurtomr
First Department of Surgery
Kinki University School of Medicine

Masaakr Ocawa, Masanixko Kitano and Hitosur TaranAsHI
Critical Care Medical Center Kinki University School of Medicine

Imipenem/Cilastatin sodium (MK-0787/MK-0791) is an antibacterial agent consisting of the two
agents, N-formimidoyl thienamycin and cilastatin sodium, a dehydropeptidase inhibitor. It shows a
wider spectrum of antibacterial activity against Gram-positive and Gram-negative bacilli than
penicillins or cephems.

We performed fundamental and clinical studies of this antibiotic and obtained the following results :

1) Excretion of MK-0787/MK-0791 into the bile was studied in 3 patients who were subjected
to T-tube drainage. The mean MK-0787 concentration in bile was 5.3 #g/ml (average of 3 patients)
1-2 hours after a 500 mg/500 mg drip infusion.

2) The mean MK-0787 concentration in plasma was 28.8 pg/ml (average of same 3 patients) 30
minutes after a 500 mg/500 mg drip infusion.

3) MK-0787/MK-0791 was administered to 8 patients with serious surgical infections. Clinical
results were good in 4 and poor in 4 patients. No side effects were observed in any patient, but
slightly elevated liver function tests were observed in one patient.



