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Imipenem/Cilastatin sodium (MK-0787/MK-0791) oy - FaiR g st

BELERN-MH K- REFH - CREZ
AMKFEFHE—NE, AMKFEREAEIAZE

B UG carbapenem FRYTAFI & L THAF I M 7c imipenem/cilastatin sodium (MK-0787/
MK-0791) =2\, KRy, BERARE 21T - 7o

MK-0787 DEEIR /3 MR+ 2 ME N %, #EEEH 10% cells/ml 0D & % D MIC 7% 1.56 pg/ml
UTDhDBEESTHRS L, S. aureus 93%, S. faecalis 81%, E.coli, Klebsiella spp., Enterobacter
spp. 100%, S. marcescens 96%, Proteus spp. 27%, Citrobacter spp. 1009, P.aeruginosa 58
%, P.cepacia, P.maltophilia, A.calcoaceticus 100% Tk -7z, Isi¥s, Proteus spp. 3 X0 P.
aeruginosa O MIC DK 1.56~6. 25 pug/ml TH - t2o

M7 6l BRH1Pl, KEZASICHIESZ L4050, BEBLLG, Tofl Glost 14 fic,
MK-0787/MK-0791 % MK-0787 & LC1H 1~2g, 6~27 BWEIEA Lt h, HH70, =
LHHI, EH3IG, HETRELIOTSD, BHRIL 54% Thotc, MEFMHEER, 50608
HE, 1BIHAE, 3HIERNR, 50XTRATH 1o BIFA E LTI HEED S hich - fers,

BIRBERK T GOT, GPT LHF» 205, GPT D& LR 1 1,

1GIDFt 4 61, 29% WEBHRD O,

FLLARShREHAD B-5 7 2 2 RUAEF TS
% imipenem/cilastatin sodium (MK-0787/MK-0791)
X, Streptomyces cattleya i X Y EAEIh D2 HL
WHORAEWE THB carbapenem F D thienamycin
o N-formimidoyl F#thko MK-0787 &, z o b0
DB K} 55 MEEFE T H 5 dehydropeptidase-I DA
ERELCHEZSRA MK-0791 ¢ 1:1 04T
5% (Fig. 1); MK-0787 3. 7 5 A[B1E» 5 75 218
BEECT, Rk, HSEELMLTIELRVCHEAN Y
FIARBL, LrdRENCTERNORAENZF> T
%0 L2 L, MK-0787 ixKic@Fic < <, £FERTIR
BRMELED dehydropeptidase-I 1 X b 52 & h
BEWHIEERA LD, MK-0791 k5 4 fREERIEEH
DHABBEL 5T B, TR, MK-0791 i
MK-0787 oB#ta ks w5 Fab 5, 1
DEBMBRIBD ORIV Lhb, HHOAHE L
TRREREh TV B,

bhbhiz MK-0787 0 Fk S BB 5+ % BN %
WETHE L b, BRARER LI E 2 ORBEHE L
EffRogEc oty LD TRET %,

I. ¥R FE

L IR B R 5 I D IE

hﬂ‘l{k#%“ﬁﬂlﬁ%\%oﬁﬁfﬂﬂm b, F&LT
BRSO F£1 AL 10 AECORICH MES hie S,
aureus 29 ¥k, S.faecalis 26 %%, E.coli 27 ¥, K. pne-

BUN, mEs7v7s=v*t§g

umoniae 24 ¥k, K.oxytoca 1 ¥k, E.cloacae 18 #,
E. aerogenes 9 ¥, S.marcescens 27 $&, P. mirabilis15 4
¥k, P.vulgaris 6 tk, P.morganii 5 ¥, Citrobacter
spp. 25 ¥k, P.aeruginosa 26 ¥k, P.cepacia, P.mal- |
tophilia % 1§k, A.calcoaceticus 2 ¥kDE 242 Briz-o\»
T, BACFEREFEERICE UT MK-0787 K L O
HBE L LTO LMOX, CXM O/ 5 FHIE 1 g
(MIC) % {7%E Lico MESM L L TiX Miiller-Hinton
B (B 2EAL, BEEERIRIRAUER 71 =
v (B & s —mgERY REAERKT 100 f5ic
FHRLCL D Q08 cellsiml E3ER) #H 7,
2. BKDRELEIEROEE
NINKEE—PIEH B JOBERBEEARHCEE 59 41

Fig.1 Chemical structure of MK-0787
and MK-0791
MK-
0787 COooH
0 S—CH2—CH2—NH—-CH=NH-H:0
H N
i
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LH
CHs
MK-0791
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A 60 E£3 B ¥ TOMICABE LIchiz 7 6, 891
B, EBtEREZ RO HE M B2, BEATEEZL]
7, ZHEKEZLLH, BEF%1 5, adult Still 751
Mot 14 Filic MK-0787/MK-0791 i k % (a4 i1l
L, & DK% HE Lico

MK-0787/MK-0791 o5& & 5L, FEAEL
T MK-0787 o1 HE L LT 1.0g *F4F 2EnT
T, FftEShicEstAAERRER 100ml ZEFf L, #
30 RN T EREBE LI, EELEMTIX1 Bl 5~
2.0g % 3~ 4 BN/ CERRIE LIS, sk, FAR
L3z MK-0787/MK-0791 o 300 pg (F3{fi)/300 pg
TGHD 0.02ml X FEREST A2 L2k b, RARIGH
BetEThH D Z L RHFER LT,

FRRAE DHIT LB RIS PRI L DL HREDOHK
EL, BTXBREHEREDEFMAENMRE LURLED
Mk BEREEREOEEC I Tiebhb, BE
FERA L L, MEE I LHLEFREOHEN AL,
RRT SIERT R0k, RAEOME, BIERMEOER
1k, CRP ofgi(t, FILEDEFHLLENBD LRI
Lx TAH L, B 1 BEUMCED TH- b D
w (%) & Li, BEENK, 2Pk LORKE
FTRO»HBEDHFRZ L LN, BERERERRDTE
EREFNED LI stk &2, EHOFIET X
DEBROZLRI L& [RRAR] L LI, ChHHE
SERDEE, L RELETAENR, BREZEBED
WEIRD ORI Tl & TR L LI, ¥, £
i imERkH > CRP BtE7c & KIEFMRIZBEL 1 TH
ST BROCHERPENBTES hic & & THER
el & Lo

RLEOHECSWT, [BHEKL EHEY) ER
7], TERR], [RBA) v e HIE¥RIZRZBE L
1o

EERCOVWTIL, BEOHFZEZ LICHCLELIT,
MEFHRECmMEECENRELYEHANTHETL, %
DEALDOFREBRE LI,

II. & ®

1. EEPR/EEE x5 MK-0787 0HiEH

AMKEE—NFAREE DERME» b B i
HiRizoWT, MK-0787 © MIC #BIET 5 & & L1z,
AEZfE Lic LMOX & CXM o MIC & iz L1z,

S. aureus 29 £ T ¥, Tablel ® X 5z, MK-0787
& 27 Bk, 93% £ 0.39pg/ml LT THY, Lo
%L D T2% # 0.05 pg/ml LT EBRIIMENTH-»
feo L2sL, 28k 7% 2 50ug/ml THot, CXM
it 22 £, 76%, » 1.56~3.13 pg/ml T, 100 pg/ml
Lk 5k 17% @ bh Tk h, MK-0787 ofn

SEFELLEENICHBE N TH >0 Eh, LMOX g
21 ¥, 72% 7 6.25~12.5 pg/ml T, Fofiyra bic
KEVETHY, MK-0787 X DixBMnRE>Tite,

S. faecalis 26 ¥kTix, Table2 D X 5 iz, MK-0787 i1
21 £k, 81% »* L.56pg/ml LIFThHYH, F0ORA LM
0.78~1.56 pg/ml T, 7% b D 5Kk 100 pg/ml 1o Lx
N EDMHERRTH » 7o LMOX 13 3.13pg/ml 01
B, CXM (% 0.20 & 12.5pg/ml @ 28k%K{ &, -
FThi 50pg/ml i\ LERE EOMETSH b, MK-
0787 DFIFEFITENR TR,

E.coli 27 #Ti2, Table3 o X 5ic, MK-0787 134
~NT 0.39pg/ml LSFTHY, % Th 23 &, 85% 1%
0.10 pg/ml LIF T » o LMOX (33X T 0.78 pg/mt
UFTHhhH, TDOFRAEH 0.10~0.20 pg/ml T, MK-
0787 DFH' 1 BxBEEN Ty 7eo CXM 1% 3.13~25 g/
mliZHbh, £ D% < 1k 6.25~12,5 pg/ml T, MK-
0787 DFH 6 BFELL R TV i,

Klebsiella spp. 25 #ETi%, Tabled o X 5ic, MK-
0787 {3 +~XT 1.56 pg/ml LLFTH b, FD% 130,20
pg/ml TH o1, Efz, K. oxytoca @ 1 ¥ 0. 20 pg/ml
Tdhote LMOX % 23 #, 92% 1% 1.56 pg/ml JAFT
Hoteht, 6.25pg/ml O 1EkE 100 gg/ml Lo 1
MEBd R, MK-0787 DFree@Eh Tk, CXM
13 23 B, 92% ' 1.56~25 pg/ml T, Z D%k 3.13
~6.25 pg/ml T bh, 100 pg/ml LI 4 2 Bk H, MK-
0787 DF» 4 BBELL EENR TU T,

Enterobacter spp. 27 #kTix, Table5S DX5IT,
MK-0787 (33XT 0.20~1.56 pg/ml T, FD%HE
0.78 pg/ml Thotoo &<, 0.39pg/ml LLTFOY
DX, E.cloacae T#H -tz LMOX (% 18 #k, 67% 1t
0.10~0.78 pg/ml ¢, MK-0787 X b 1 Exp&@Ehicd D
THoteh, BHO 33% % 6.25~50 pg/ml T, MK-
0787 XV HENDEH B L DTHoTo CXM ik 3,18~
100 pg/ml LA LIZHBIA S A LT b, 13 #%, 48% #
12.5 pg/ml [JF, MK-0787 X b 4 BBELIES > T
oo

S. marcescens 27 # T3, Table6 D X5, MK-
0787 133 ~T 6.25 ug/ml AT THY, LndE0nEL
1% 0.20~0.78 pg/ml & BHIHENTH » 70 LMOX
13 0.20~100 pg/ml Ll FciEs < 47 L, 12.5 pg/ml bL
T3 20 #, 74% T, 1.56 pg/ml LI T 56% BEDH
Rieht, MK-0787 0Fpt 1 BRFSLL E@h TV 1 CXM
(33 ~T 12,5 pg/ml Ll T, 20 £k, 74% % 100 pg/mt
LEThbH, MK-0787 DH LB CER TS

Proteus spp. 26 #Ci%, Table?7 ok 3ic, MK-
0787 {33~T 0.78~6. 25 pug/ml T, K45t 3.13p8/



VOL. 33 s5—4 CHEMOTHERAPY 679
Table 1 Susceptibility of S. aureus (29 strains) to MK-0787, LMOX, and CXM
Inoculum size : 10° cells/ml
MIC (pg/ml)
Antibiotics
=<0.05 0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100
21 2 2 2 2
MEOTET | (72.4) (19.3) (86.2) (93.1) (100)
16 5 3 2 3
LMOX (55.2) (72.4) (82.8) (89.7) (100)
21 1 1 1 5
2 (72.4) (75.9) (79.3) (82.8) (100)
() : Cumulative percent
Table 2 Susceptibility of S. faecalis (26 strains) to MK-0787, LMOX, and CXM
Inoculum size : 10° cells/ml
MIC (ug/ml)
Antibiotics
<0.05 0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100
1 12 8 2 3
MK-0787 | ooy (50.0) (80.8) (88.5)  (100)
1 1 24 ;
LMOX
(3.8) (7.7) (100)
1 1 1 3 20
CXM
(3.8) (7.7) (11.5) (23.1) (100)
() : Cumulative percent
Table 3 Susceptibility of E. coli (27 strains) to MK-0787, LMOX, and CXM
Inoculum size : 10° cells/ml
MIC /ml
Antibiotics (g/ml)
=0.05 0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100
5 18 3 1
MK-0787
(18.5) (85.2) (96.3) (100)
LMOX 12 13 1 1
(44.4) (92.6) (96.3) (100)
CXM 1 12 9 5
(3.7) (48.1) (81.5) (100)
() : Cumulative percent
Table 4 Susceptibility of Klebsiella spp. (25 strains) to MK-0787, LMOX and CXM
Inoculum size : 10° cells/ml
Antibiotics |—— MIC (ug/ml)
=0.05 0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100
MK-0787 2 17 2 3 1
(8.0) (76.0) (84.0) (96.0) (100)
LMOX 1 10 9 1 2 1 1
(4.0) (44.0) (80.0) (84.0) (92.0) (96.0) (100)
CXM 2 10 5 2 4 2
_ ] (8.0) (48.0) (68.0) (76.0) (92.0) (100)

() : Cumulative percent
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Table 5 Susceptibility of Enterobacter spp. (27 strains) to MK-0787, LMOX and CXM
Inoculum size : 10 cells/m|
Antibioti MIC (pg/ml) '
ntibiotics .
<0.05 0.10 0.20 039 078 1.6 3.13 6.25 125 25 50 10 >y
2 6 14 5 ' -
MK-0787
(7.4) (29.6) (81.5) (100)
1 13 3 1 3 3 2 1
LMOX
(3.7) (51.9) (63.0) (66.7) (77.8) (88.9) (96.3) (100)
XM 2 7 4 3 2 1 8 .
(7.4) (33.3) (48.1) (59.3) (66.7) (70.4) (100)
() : Cumulative percent
Table 6 Susceptibility of S. marcescens (27 strains) to MK-0787, LMOX and CXM
Inoculum size : 10 cells/ml
‘MIC  (ug/ml)
Antibiotics
=0.05 0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100
_ 5 10 9 2 1
MK-0787 (18.5) (55.6) (88.9) (96.3) (100)
LMOX 1 6 5 3 _1 3 1 1 5 1
(3.7) (25.9) (44.4) (55.6) (59.3) (70.4) (74.1) (77.8) (96.3) (100)
1 2 3 1 20
XM
¢ (3.7) (11.1) (22.2) (25.9) (100)
() : Cumulative percent
Table 7 Susceptibility of Profeus spp. (26 strains) to MK-0787, LMOX and CXM
Inoculum size : 10° cells/ml
MIC (ug/ml)
Antibiotics
=0.05 0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100
’ 2 5 18 1
MK-0787
(7.7) (26.9) (96.2) (100)
21 5
MOX
LMO (80.8) (100)
9 5 3 2 3 4
XM
¢ (34.6) (53.8) (65.4) (73.1) (84.6) (100)
() : Cumulative percent
Table 8 Susceptibility of Citrobacter spb. (25 strains) to MK-0787, LMOX and CXM
Inoculum size : 10° cells/m!
MIC (pg/ml)
Antibiotics
=0.05 0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100
14 8 3
MK-0787
K078 (56.0) (88.0) (100)
1 12 1 1 1 3 3 3
10X
LMO (4.0) (52.0) (56.0) (60.0) (64.0) (76.0) (88.0) (100)
4 6 2 2 2 2 7
ot (16.0) (40.0) (48.0) (56.0) (64.0) (72.0) (100)

() : Cumulative percent
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ml Thoto ETC, BRI AERLRALEDDR FERTUVI,
P. aeruginosa 26 ¥ T3, Table9 DX 51T, MK-

teprotzo LMOX 123X T 0.20~0.39 pg/ml TH Y,
ME-0787 DFiHt 4 BHGE 45 » Thfeo CXM iR 14 B,
549 # 1.56~3.13 pg/ml & MK-0787 & 2 (% L\
FEHOLDThH-Ten, Bbh DDk 25~100 pg/ml
PEEF- TS

Citrobacter spp. 25 ¥k Ti%, Table8 DX 51T, +x
< 0.39~1.56 pg/ml T -7Teo LMOX 1% 15 £k, 607
210,78 pg/ml LT C, MK-0787 0Fi» 1 Bt % b D
Thotoht, B b D THE, 28% i18.13~12.5 pg/ml T,
3y 50 pg/ml & MK-0787 XD %5bDTH-T
CXM i3 3.13~12.5 pg/ml 7% 12 ¥, 48% T &7,
100 pg/ml LA E S 7 Bk & % <, MK-0787 0Fj55 4 ErBELL

0787 i1 24 ¥, 92% »° 1.56~6.25 pg/ml T, ®hHD2
Bed 12.5 & 25 pg/ml TH-7o LMOX (% 12.5pg/
ml Fod e, %<k 25~100 pg/ml T, MK-
0787 7% 4 B¥PpLL EEN T\ 7o CXM (337XT 100 rg/
ml Pl ELIEFRCSE » T i

P.cepacia » P.maltophilia © 2 £k Ti¥, Table10 ©
X 51z MK-0787 |1 1.56pg/ml LENTED, LMOX,
CXM hiWHENTH»7o

A. calcoaceticus 2 #Ti¥, Tablell DX 51, MK-
0787 1% 0.20 & 0.39 pg/ml TH h, LMOX, CXM @
12.5~25 pgfml L HARB LIEEITER TV,

Table 9 Susceptibility of P. acruginosa (26 strains) to MK-0787, LMOX and CXM

Inoculum size : 10° cells/ml

MIC (upg ml)
ibioti i i :
Antibiotics 1= 010 020 039 078 156 3.3 625 125 2 50 100 >100
15 6 3 1 1
MI-0787 (57.7) (80.8) (92.3) (96.2) (100)
7 12 5 2
LNOX (26.9) (73.1) (92.3) (100)
26
o (100)
(7 : Cumulative percent

Table 10 Susceptibility of P. cepacia and P. maltophilia ( 2 strains) to MK-0787, LMOX and CXM

Inoculum size : 10° cells/ml

o MIC (ug/ml)
Antibiotics
=0.05 0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100
MK-0787 2
(100)
LMOX ! 1
(50.0) (100)
CXM 1 !
(50.0) (100)
() ¢ Cumulative percent
Table 11 Susceptibility of A. calcoaceticus ( 2 strains) to MK-0787, LMOX and CXM
Inoculum size : 10° cells/ml
MI /ml
Antibiotics C_(ug/ml)
=0.05 0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100
MK-0787 ! !
(50.0) (100)
LMOX 1 1
(50.0) (100)
CXM 1 1
(50.0)  (100)
_—

() : Cumulative percent
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2. BROFELAEAORE

Table 12 \Z/RT X 5 1T, WHKEFE—ARI RO EER
BeAEhc ABE Lichfiz 7 61, 2K 1 6, @MKEZ %D
SMEIETE 2 I, BMETRERK LG, SHKEXX]
Gl, BHE 1), adult Still 55 1 FloEt 14 Flic MK-
0787/MK-0791 #{FH L1, FEFIL 28 @D 84K ¥
TOBY:6 0, KiE8FITHY, HEIL 36kg 725 73
kg DL DTH oo WTNOEH D FI 2D HEREE
ETHLDTH-1ch’, & CIFRBEREE TRKE
TR, AEKEIBEIVG o BERERELA DO
ML, B v B A BRI EOKRADO S O
Re2flbathic, i, REBRBREERF TXRERSERD
HBHDOTHb, adult Still Fo 1 GUIFIEE» FEhh
b DTHoteo REABEDOHALNTHBETEI L DI,
9 B & oA fads o fehs, R SR REHLE TlX K. pneumo-
niae, K.oxytoca, E.coli, P.aeruginosa, S.faecalis,
S.aureus 7 LT X BHLDT, EEHCTIBL DN 304
Thoto ¥, MAGITRHEEHEDOA LBEHETER
Moted DNED - 1o, REBRPIEIX K. pneumoniae,
S. epidermidis T X BB DTHotco TNHDOHIT D
PEFIER I T TH - IEFIN 4 FIE T i,

MK-0787/MK-0791 o {FR &L K& »H MK-0787
LLT1H 1.0g, #F2ECHTTEBBRELICDO
T, 1HL5g $L<i22.0g %3~ 4B TAR
HBELICD DM 3Hlb-Tco T ERAMMIT 6~27 B
T, %< 10 ARt TH - 1,

FER R R0 7 GITIX 5 Gla AR, 16lneReh
%, 1GIBNEHTH1eo T, BRAITIEDTH-
oo REZAB LUCMIEL LD 4FITIX1BIBR, 2
BleohRh, 1 BESDT, BHRIATRRTH I, BE
BRrO1EGIIEHTH Y, adult Still FHIRIHETEE L
Lico £BTAED 76, B30, &35, F
FERRELBITH Y, BRERIL 54% ThHotch, ©°F
BWETANDE T1% Lit-tco MERIDES TH-
T4 BITIEER) 1 B, B2 6, ®BH1GIT, HEpE
KEOHWEINBEFRLTNT, BHRVMERTH-1, B
RENCBRRE RS &, S. aureus, E.coli T X% D
12 100% L RIFTH-1chs, S.faecalis X5 3 Dk
0% &R T, Klebsiella spp., P.aeruginosa \Z X5 %
DI 50% & DFETH -1,

L, MEENSHRYAB E, P aeruginosa 1
FEBCTOWTHEREINTE D, BRI -
M7 N o BEIEFESEE, S. aureus, Candida spp. ~EZ
[Ny b ok MOV N TENES S

EBITERE LTRAILER D b /s o tent, GOT,
GPT L&» 24, GPT oA LR 16l BUN, L7

F= v LR 1 A0 4 PICEERREBERE 2 Zp o p
oo Z DA 1 HIT GOT, GPT, ALP, y-GTP,
LDH, T-Bil. 0B LANEDLRLY, & hug
FEDEACIDZLDTH- 1,

II1. % ®

$TL< BIR S M7 carbapenem RS B4R
»7% imipenem/cilastatin sodium (MK-0787/MK-
0791 3, thienamycin ¢ N-formimidoyl B 00
MK-0787 &, BRME LRSS ELETS dehydro-
peptidase-I DOFEEHF| DO MK-0791 L DAHKITHBM,
b MK-0787 DR BEE T 2 fiEh vk
HTBHELbic, MK-0787/MK-0791 &%% kiR
Lic& & DEERZIE LEIFRCOWTHRE L,

MK-0787 MEEVHE AR 7 b 5 4 LN TR
HWEAZELTWBLEELRTWAEAY, bhbhi
K BE DHRIR B BRIC o\ T MK-0787 o MIC %
BETS & LD, ARICRIE LIz LMOX, CXM o
MIC & HBHRE Lico =@ LMOX 2V hd 5 3t
RO 7 = aFREH & LT 7 2EBECH LTHED
REENYHY, LHLB T £ BIhTVENT,
CXM Rvbp s 2ttt = aREHELT/54
BHRE T AMENNER T B LiEdb, #
mIEL LTRIR LT,

75 APRMEREE & LTI S. aureus k S.faecalis DA
LB TEiad - 7eh’, BRI - T methicillin #
€7 = AFRDEFIME R ORMAEE EhT w5 Sau
reus R LT, 72% H% 0.05 pg/ml LAFTHY, 8%
25 0.39 pg/ml AT ThHoTel LIBRTREILT,
CXM X b 5B ELER TV A Z LIXRERMES
RV EWS ZETHY, BhicHENE Vb, 2BE
OB TIL 0.013~0.025 pg/ml @' — 725D, b
NOhOREEBEMT T2 Ll, RRCPRE
H 5 50 pg/ml LA EOMERKS T CRFELTEY, 4
HBOZ OEBOMIE < % — v OBEIIZER LTHD
BEME DD, %1, S faecalis it LT b 0. 78~1.56 g/
ml OFLE NAH D, ZhifED ABPC OHENE
BIFE LV DT, +7 = ARV HED EVL
Do LML, - OEMIT btttk 19% KBHHIDT
LHFIETH D, bR ORETE b - HEO)
%, S.pyogenes % S.pneumoniae 3L THTNT
0.05 pg/ml AT LIEH BN HEHABH b TY
Z} n("

75 AEHBE T, BAMIED > b Proteus spp:
wB\ 7= E.coli, Klebsiella spp., Enterobacter spp-
S. marcescens, Citrobacter spp. 15 & WAL FRTH
1.56 pg/ml LIF LiftLbRn:@p LR 3, Livd, 010~
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0.78 pg/ml DRVCEIFICEE O OAFHLT VS &
WHBRIHENTHB, Thik ABPC KiZ@dbh
Hhotb D TH ns LMOX O EI X b L Entero-
bacter spp., Citrobacter spp. D—EBETERICL
DTHoteo e, CXM LIXMBEICL S WEITER
14 DTH-To Proteus spp. Tik 0.78~86.25 pg/ml
Loee R hRET, LMOX X b b BERES » Tfeht
CXM X hEBERIcL DTH T Ehe, P.aeruginosa
cHLTh 92% H% 1.56~6.25 pg/ml T, 50 pg/ml L)
LoftzRs b, LMOX X6 CPZ i
WEBNERE N ThoToo EDMD 7 Vv BEIEREIEIC
LN BRI BB bR, Thb DR
BREELHCIBHDEL I —FH LT, EheZ
oD, SRAVERBICIZIE—E LIcBERLHEN
5 MK-0787 125 % L\ 2 BAS, TOERNLDEBED >
%, H.influenzae < B. fragilis ic ¥ D HEEC L EH
LHENR BB, L L, 2EEHICLD L, P.omalto-
philia CIIHENMRZ LW EWIFEBC->TkH, &5
BALRBRETTALEN DS 5,
MK-0787/MK-0791 ¥4 D&M BIfER X UR & BE
Wig LW TIRRE Ligds - 7chl, MK-0787 o 0.5
g RBERAK 30 M A HELLLED M FF
MK-0787 B DT i3 548 THE 36. 1 pg/ml, 1 B5RE
% 15.7Tpg/ml THH, 2BRIA 6.2 pg/ml, 4 BRI
L1pg/ml, 6Bfik 0.24 pg/ml & KB ZHICED L
Tk, H2(B) 700.97 R3], AUC 41.4 hr-pg/ml,
mig7 Y75 A 3.48ml/min/kg &\ 5 FENREEX
nTw5b, ¥h, RFPPEERIL 6 B TTH 6%
Ll TwBY, ok & MK-0791 17 2\ T i,
MK-0787 &iziEE U LMy E, RPgtchs
LERTWBY, 2T, MK-0787 OEH»HT5
&, MK-0787 0 0.5g 04 2 B0 SfEHEc X b+
NIBRBES PETED L Bbhd, LivL, MK-
0787 DYFBEEIN 1 SR & o 0fEh<, 1 H3IED #
FORRLDEBHTHBh L EMNIR
MK-0787/MK-0791 DERIRISAIE, ffize, [EZ Kk
&2 GIOMERBRGSE L BEBLLA, TOM1 Flo
14 BliefT - tehs, MK-0787 & LT1H 1~2g (H
MELTLR 1g), 6~27 BRIDEAT, AR 76, =
PEAMIG, EHIH, HETELGTSHD, ARHEN
MU LRRERTH >0, Lh L, ZAURE G MEE
RYBERAOEGICBEOFE & L T MK-0787/MK-
9L %R Lich D2 BBIEERT VBT, Bl
RN T B L Bbh s, £EEH OMBKRET

2B L, NEEBSGEORMRIL 78% T, FREGEE
fEVE T2%, RBREHIE 87%, BMETS & D& & RYYE
64% Lic-THE D, bR OBEEL Y &, ER
TRENEBOR TV 5, BEENOEDERZ 2 5 &,
RN DOFEEE T S. aureus, E.coli 1 TRIFIHE
=T, S.faecalis »\45 - Tk b, Klebsiella spp., P.
aeruginosa H\F DR L Tc > Tuviehy, MK-0787 D
B L HBmEEA LTV 5 X 5 THRRE ., £EET O
BUECL RS 5D, 77 2B HHRECX 5L
DM 8lY, rIAEMBEICLBL DN T0% T, P
aeruginosa T3 54% L°REMBE LT »Tico ¥,
EABEINOMBEFAIDHREE RS L, b O Tk
B EAEDENBEE LTV, 2EEHF TRL2EOH
LR 65% LU LAEREL» TVl ¥, BER
LRSS ABRTED, SEILERFA L THRSHL
BEDHH 50
BElfERE LT, BRERDOETIHMAHERD LRICH
S1-h%, BaRRBERSE T GOT, GPT L&» 24, 14%,
GOT oxtEGM 1M, 7%, BUN, s v7+=v
ER16l, 7%EB DRI, 2EEHOLE TOEH
ToORIER® A% &, %5, Bl WEH, THIGEME
HHNTHH, BEREERE T GOT, GPT EF»¥Y
8 % L% <, BUN, mEsv7+=vERHL
0.3% KERDLATEY, THEBELTUERTETH
55,
X i

1) # 32 BARCEREFELTFEERAZIRRS, FE
v v LY AT, MK-0787/MK-0791, fA (L1, 1984

2) KAHAN, F. M.; H. KRoPP, J. G. SUNDELOF &
J. BIRNBAUM : Thienamycin : development of
imipenem-cilastatin. J. Antimicrob. Chemo-
ther. 12(Suppl. D) : 1~35, 1983

3) KESADO, T.; T.HASHIZUME & Y. ASAHI: Anti-
bacterial activities of a new stabilized thiena-
mycin, N-formimidoyl thienamycin, in com-
parison with other antibiotics. Antimicrob.
Agents Chemother. 17 : 912~917, 1980

4) KEsAaDO, T.; K. WATANABE, Y. ASAHI, M. Iso-
NO & K. UENO : Susceptibilities of anaerobic
bacteria to N-formimidoyl thienamycin
(MK 0787) and to other antibiotics. Anti-
microb. Agents Chemother. 21 :1016~1022,
1982

5) R{LF|AS, MHEH W HESEHE, WI¥EHE:
Lenampicillin (KBT-1585) 0 XE#®A, KA
#:2+, Chemotherapy. 32(Suppl. 8) : 372~381,
1984
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LABORATORY AND CLINICAL STUDIES OF
IMIPENEM/CILASTATIN SODIUM

Yosuiko Sawae, Kaoru Oxapa, Yukio Kumacar and Yosurvukr Nigo
The First Department of Internal Medicine, Faculty of Medicine and School of
Health Sciences, Kyushu University

Laboratory and clinical studies were performed on imipenem/cilastatin sodium (MK-0787/MK-0791),
a new semisynthetic antibiotic, and the results were as follows.

1) Antimicrobial activity

MICs of MK-0787 against various clinical isolates were determined. With an inoculum size
of 108 cells/ml, the percentage of strains of susceptible to 1.56 pg/ml or less was: 93% for S.aureus,
81% for S.faecalis, 100% for E.coli, Klebsiella spp. and Enterobacter spp., 96% for S.marcescens,
27% for Proteus spp., 100% for Citrobacter spp., 58% for P.aeruginosa, and 100% for P.cepacia,
P.maltophilia, and A.calcoaceticus. Moreover, the majority of MICs for Proteus spp. and P.
aeruginosa were within 1.56~6. 25 z#g/ml range.

2) Clinical efficacy

Seven patients with pneumonia, 1 with pyothorax, 4 with bronchitis or bronchiolitis, 1 with
pyelonephritis and 1 with other disease were treated with MK-0787/MK-0791 in daily doses of
1~2g for 6~27 days. Clinical responses were good in 7 patients, fair in 3, poor in 3, and unknown
in one patient. No side effect was observed, but elevation of S-GOT and/or S-GPT, and BUN
and creatinine were seen in 3 and in one patient, respectively.



