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Table 1 Bacterial response to MK-0787/MK-0791
A Dig . MK-0787
No. Case ‘ge lflgn()%lq Operative procedure Organism L !
' Sex (underlying disorder) sensitivity
78Y Pneumonia Pharyngo-
1 F. K. S. auwreus 4
F (esophageal ca.) esophagectomy
C. freundii it
) 63Y Intraabdominal ahscess Pancreato-spleno- P. vulgaris fit
2 K.S . .. )
M (gastric ca.) total gastrectomy P. morganii it
F. nucleation H
- P. aeruginos it
70Y Surgical wound infection . . e ”g”wv{ 1;
3 0.K. Thoracic esophagectomy K. pneumoniae 1
M (esophageal ca.) i
E. cloacae i
69Y Intraabdominal absces Pancreato-spleno-
A HT. n raa' ominal abscess ncreato-spleno S, geurens "
M (gastric ca.) total gastrectomy
“hol t /
70Y Biliary tract infection Cholecystectomy S. faecalis it
5 N.T. . ‘ Hepatectomy
F (ca. of cystic duct) K. oxytoca -
Pancreatoduodenectomy
6 s s 24Y Intraabdominal abscess Heatect S. aureuts 4
. S . . a . .
M (liver injury) epatectomy S. faecalis i
66Y Intraabdominal abscess P. aeruginosa Ht
7 [.K. Subtotal tomy .
! M (gastric ca.) ubtotal gastrectorny E. coli H
74Y Biliary tract infection S. aereus i
8 w. Y Resecti f the bil .
(ca. of gall bladder) esection of the bile duct S. faecium -
9 S H 70Y Intraabdominal abscess Pancreato-spleno- S. faecalis H#
T M (gastric ca.) total gastrectomy P. aeruginosa H
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Table 2 Clinical isolates and their MICs of MK-0787 and other antibiotics

No. | Clinical isolated I”"“”]‘:m %€ MK-0787 | CPz CMX | LMOX | PIPC CFS (ug/ml)
1 S. aureus 6 12.5 >100 >100 >100 >100
8 50 >100 >100 >100 >100
2 C. freundii 6 0.39 50 25 6.25 | >100
3 1.56 >100 50 12.5 >100
P. vulgaris 6 0.20 0.20 0.05 0.20 0.39
8 1.56 1.56 0.20 0.39 1.56
P.morganii 6 0.78 0.7 0.05 0.10 0.39
8 6.25 3.13 0.39 3.13 3.13
E. nucleation 6 0.013 0.10 0.10 1.56 0.05
8 0.78 0.10 0.39 1.56 0.05
3 | K. pnewmoniac 6 0.10 0.39 0.20 0.20 6.25
3 0.20 0.39 0.20 0.20 25
P. aeruginosa 6 1.56 50 >100 100 6.25 6.25
8 1.56 >100 >100 >100 12.5 12.5
1| S aweus 6 3.13 >100 >100 >100 100
8 25 >100 >100 >100 >100
5 | S faecalis 6 0.78 50 100 >100 3.13
8 0.78 50 >100 >100 6.25
K. oxyloca 6 0.20 0.10 0.025 0.10 3.13
8 1.56 0.39 0.05 0.20 25
6 | S woeus 6 12.5 >100 >100 100 100
8 100 >100 >100 >100 >100
S. faecalis 6 1.56 50 50 >100 3.13
8 1.56 50 >100 >100 6.25
7 | S. faecium 6 0.39 3.13 3.13 50 1.56
) 8 0.78 6.25 6.25 100 3.13
C. freundii 6 0.20 0.39 0.025 0.10 1.56
3 1.56 0.39 0.025 0.10 3.13
8 | S. awrcus 6 12.5 >100 >100 100 >100
8 50 >100 >100 >100 >100
S. faecium 6 100 >100 >100 >100 >100
8 >100 >100 >100 >100 >100
9 S. cohnit 6 100 50 >100 >100 >100
8 100 100 >100 >100 >100
Streplococcus sp. 6 50 >100 50 >100 >100
8 100 >100 >100 >100 >100
S. Jaecalis 6 <0.013 0.10 0.025 1.56 0.05
8 0.013 0.10 0.05 1.56 0.20
K. pneumoniae 6 0.05 1.56 0.20 0.39 12.5
8 0.10 1.56 0.39 0.78 25
Bacteroides sp. 6 0.10 6.25 12.5 25 12.5
8 0.20 6.25 25 50 50

*6:10° CFU/ml
8 :10% CFU,/ml
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Table 3 Clinical cases treated with MK-0787 MK 0791
Case . Organism o )
A Diagnosis Operative Daily dose® - Clinical | Side
No.| Age (Underlying disorder) procedure (Total dose*) Before Sensi: After | effect | effect
Sex tivity
OK. Surg1ca¥ . Thoracic 0.5g% 2 P. aerzrguzosx? - -
1 | 70Y. wound infection esophagectom (9.0g) K. pnewmoniae - - good —
omy (9.
M. (Esophageal ca.) phag Y € E. cloacae -
H.T. Intraabdominal 0.25gx 2
Pancreato spleno- _ .
2 | 69Y. abscess total trectomy 0.5gX 2 S. awrens - + fair -
M. (Gastric ca.) otal gastrectomy (7.0g)
K. Intraabdominal .
IK, ntraabdomina Subtotal 0.5g% 2 P. acruginosa -— l -
3 | 66Y. abscess trectomy (15.0 E coli _ B good —
M. (Gastric ca.) gastrectomy 5.0g) . coll ' :
S.H. Intraabdominal .
_ niraa n Pancreato spleno- 0.5gx 2 S. faccalis - - )
4 |70Y. abscess total trectomy (9.0g) P aeruci _ B fair —
M. (Gastric ca.) otal gastrectomy (9.0g . aeruginosa

* dose of MK-0787

Table 4 Laboratory findings

Serum electrolyte
N RBC Hb Ht WBC | Platelet | S-GOT | S-GPT | Al-P BUN | S-Creatinine (mEq/1)
RO (X104 (g/dl) (%) | (X10%) | (x10*) | (u) (u) (u) |(mg/dl)| (mgd) ———
Na® K* C(CI7
1 B| 408 13.1 38.5 225 37.4 28 32 247 14 0.3 133 4.0 97
Al 326 11.7 30.3 225 52.1 18 72 319 15 0.7 131 4.1 95
2 B| 343 11.4 33.7 104 62.2 53 101 818 15 0.7 137 4.7 102
Al 449 14.3 41.8 107 51.2 43 39 826 12 0.6 134 4.6 o8
3 B| 378 11.3 34.7 158 25.7 21 15 161 13 0.9 137 4.5 102
Al 375 58 21 15 190 9 0.8 138 3.8 104
4 B| 349 11.8 33.4 93 46.5 22 30 711 18 0.7 130 4.2 94
Al 39 12.2 37.0 102 38.9 40 40 384 11 0.7 126 4.0 91

B! Before A After

Fig.1 O.K. 70Y. M. (esophageal ca. post ope.)
Surgical Wound Infection

tl 31 21 25 210
ate

(Ko YK 07 052 dy ]
B.T. 3§

) 37} AT

N

36
Culture
P.acruginosa

K.pneumoniae
E.cloacae

WBC 22500 32700 25600
PUS + ++ +4+—----—-—-—-
Sputum 4 4 4 + H# # 4 # # # 4 4+ #

*dose of MK 0787

dase-1 1z X h KRARE(L S h BPe & OB ORI
EHE LCR L A A 2 # T cilastatin sodium (MK-
0791) »Efxh, MK-0787 &£ 1.1 A& Ihic,

Fig.2 H.T. 69Y. M. (gastric ca. post ope.)

Intraabdominal Abscess

423 425 51 572

* MK 0787 MK 072
0.25[;|g‘\25a) MK 0787 MK 0751 |
0.5 - 2 day
B.T. 3Sr‘,.A/r"\,_\‘
() 37
36

date

Drainage
culture

S.aurcus

WBC 10300 9300 11500 107
PUs HH A+ +
*dose of MK 0787

Thizxh MK-0787 oRPEIREIIRIF LY, T7=
DWERCECTIRLETH S = LA R I hEK BE
PBRIE I N D H] - 1Y,
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Fig.3 1. K. 66Y.M. (gastric ca. post ope.)
Intraabdominal Abscess

65 6.10 615 620

date

MK 0787 MK-0791 0.5% <2 day

SBV\/\—‘\AA-A

Drunage
culture
P.acruginosa
E.coli
WBC 15800 11900 10200 5500 5500 5800
rrs +HH++++ +++F+++++F
* dose of MK-0787

Fig.4 S.H. 70Y.M. (gastric ca. post ope.)
Intraabdominal Abscess

710 7/15 7/20 7'25
date

[ MK-0787/MK-0791 0.5 X2/day |
B.T. 38t\\/\¢\/\—’\
(‘) 37 "

- 4
Drainage
culture
S.faecalis

P.acruginosa

WBC 9300 11900 10600 10200 7900
PUS A FE A+
* dose of MK-0787
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RO MFNC LB FE NSRS O s LITER &
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D75 AEREIK LS b BB TTREC Lic
R, U275 AR%EED Pseudomanas < Entero-
bacter ¥ B\ L S. faecalis % S. aureus i¢. & D 7' 5 L5
PEBE, £hiT Bacteroides %13 U L+ A ZME X
BMBRERIEDBBERBRZ TRV DR L2255 LB
bhb, FET TEHRINEA IR TV H4HFI TH

Wiz h b OB LEWHE N2 E T2 b oitieq,
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WHEIRRTH B0, Lichio CTHEORENS B3R
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TREROHEHBCHENEREEZ bR Db THS,
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FTRUER R TCL, 177 Gtk 22 GipiER), 109 fniHE)
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T\ %, BIfER 187 fish 3 6 1.6% THREFILRE
D3H 20 1.1% LBEEXED > 1" LLEOBKLY
AR, BT LBEARIBIRORBIECX L, AHIL
H—BRICE S LT REBRS R T E, FAn
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IV. #% B

Imipenem/Cilastatin sodium (MK-0787/MK-0791)
DS BHEISURIE % 5 BRIRZI R 2 BEY Lo

LB MR CHER LICRRERER ORI X h B L
T EAECHT B AF OME LRI TH2RETHRD
MAEKIDFNICHRTLBIFTH -0 i P.aerugi-
nosa ¥ XU° S.faecalis X+ HHMWIENE, SAR
MrELXBRD S aureus Wi LThhic b OHENN
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CLINICAL EVALUATION OF IMIPENEM/CILASTATIN SODIUM,
MK-0787/MK-0791, IN SURGICAL INFECTIONS

Youicut MaTsuBara, Kentaro Takaci, Mamoru Sasacawa and Terukazu MuTo

First Department of Surgery, Niigata University, School of Medicine

A new novel j$-lactam antibiotic with a broad spectrum of activity, imipenem/cilastatin sodium
(MK-0787/MK-0791), was evaluated for its antibacterial activity against organisms isolated from
surgical infections and for its clinical effects.

From 9 patients with postoperative infectious complications, 4 strains of S.aureus, 3 strains each
of P.aeruginosa, S.faecalis and 1 strain of S.faecium, E.coli, C.freundii, K. pneumoniae, K.
oxytoca, E.cloacae, P.vulgaris, P.morganii and F.nucleatum were isolated. The sensitivity of
these organisms to this drug was good, except for one strain of S.faecium, which was equally
non-susceptible to other currently available antibiotics.

Four of these 9 patients were given MK-0787/MK-0791 in a dose of 500 mg/500 mg to 1,000 mg/1, 000
mg daily in two divided doses by drip infusion for 8 to 15 days. The clinical effects were evaluated
as good in two patients and as fair in two. No side effects or abnormal laboratory findings were
observed that could be attributed to administration of this drug.



