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Imipenem/Cilastatin sodium (MK-0787/MK-0791) D#1E 117 b O B AR py st

BN OHK-EHEEF ZKREEX
EARER BRLX -£BEEZ
3z SRR

I Gt - BF BF 2D B
E 17 SRBE R AR E

FHBR-AILUEY - FEIEN
Hir SR AR

+HFZ-AFEF - THKF-BREMT
Er SRR ER R A T

HANEAR
17 SR B RE R BT 78 5T

AA{LEE LB e, TR 26 BfE, 397 #ico\T imipenem (MK-0787) nif
BH%RE Lic, ARHC GM, CAZ, CTX, CPZ io\W\Th HiliRES L1z, 7ods P. aeruginosa
WX LTIx CFS Mz TR Lico 75 2BHE « S. aureus, S.epidermidis, a-Streptococcus,
B-Streptococcus, Enterococcus spp. '7 5 A[&ME ¢ E.coli, Shigella spp., S.typhi, Salmonella
spp., K. pneumoniae, K. oxytoca, Serratia spp., P.vulgaris, P.mirabilis, P.rettgeri, P. morga-
nii, P.inconstans, Citrobacter spp., Enterobacter spp., P. aeruginosa, P.cepacia, P.maltophi-
lia, A.calcoaceticus, V. parahaemolyticus, V. alginolyticus, Haemophilus spp.

75 AR TS MK-0787 O#iE /i1, Enterococcus spp. B EDTHR DTSN T i,
B-Streptococcus 20 Birh 2 BRA MR IR Lichs, Z OISR A SRt »Te, 77 AT
Wikt 3BT P. cepacia, P.maltophilia, Haemophilus spp. THuENCSE 5 hi o 18 EH
Tix MK-0787 (33\VHEN %R L, WEED AShish o,

WO SR RERE 9 B (R4 5 B, fBMEREX 26, MlEE 14, DPB 161, RBHA1H, <7
2— 160, 3 11 flic imipenem/cilastatin sodium (MK-0787/MK-0791) %# & L 7z, W&
KeE, BIfERZBITABEIT oW TR 4T 2 — MililS, AFOBERZE LTHY ThVID,
MBI DB Lico FIETRER 10 G5 b, Efh4 6], BRSO, EXH1HTH-T. REHC
BABEELEZONDMENDEEI NI 56 (H.influenzae 1 i, K.pneumoniae k P.cepacia l
B, E.colil |, S.pneumoniae?2 ) i3, H#EXKTHTXTHREI NI,

BIfER & LCR BRI, HFEBEREE Y45 MMTRD 1 ERER 1 fIF o bk, &
EThsoko

Thienamycin D ¥ (kT % imipenem (MK-0787: &E 3«12 MK-0787 » MK-0791 o%gEAHT
N-formimidoyl thienamycin) X, & » TJ5 W HE A » 5 MK-0787/MK-0791 » R+ 542 B1L0T,
Ry p Ak LR, —OBEMYRV CRNLRE FORBEREE LS CERYERo v TRET
EiE %R 2B 0 dehydropeptidase I & X b Ak 5% %o

Ehated, RPoOERNLIVONRRETH o I. i ® 5
Ls Lz oK Az dehydropeptidase inhibitor ¢ % 1 ™EBIVHE
% cilastatin sodium (MK-0791) % Ji% % = & i© X (1) BSEEERE (MIC) HE

pREI R, MIC i3 B &AL SRk o mus i fe |, FHRARE
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o tct, BHITEEMT 4 A 7 B (KD %
BAL, MEERFARES L0 F < 2 V= b BRTHR
sy, 3% O¥RMERE Xl HEERE 10°
cells/ml TH %o

(2) ®%

$% b LB ET RBECRE IR TV 2 BRDY
Wk, TRD 26 B 397 ¥k Th 5o

75 NBHE ¢ S. aureus 15 £k, S. epidermidis 15 ¥,
a-Streptococcus 20 ¥k, B-Streptococcus 20 g, Entero-
coccus spp. 20 #o

75 AAHE : E.coli 15 #, Shigella spp. 15 ¥, S.
typhi 15 #, Salmonella spp. (S.typhi %Fx<) 15 ¥,
K. pneumoniae 15 ¥, K. oxytoca 15 ¥k, Serratia
spp. 15 #k, P.vulgaris 15 ¥k, P.mirabilis 15 §&, P.
rettgeri 15 #, P.morganii 15 ¥k, P.inconstans 15 ¥k,
Citrobacter spp. 15 ¥k, Enterobacter spp. 15 ¥k, P.
aeruginosa 15 #k, P.cepacia 15 , P.maltophilia 15
%, A calcoaceticus 13 ¥k, V. parahaemolyticus 15 ¥%,
V. alginolyticus 9 ¥k, Haemophilus spp. 15 o

MK-0787 OB % FIE T HIZ » 7= h gentamicin
(GM), ceftazidime (CAZ), cefotaxime (CTX), cefo-
perazone (CPZ) iz 2o\wTd MIC #HEIE L, HBHKRE
Lo P. aeruginosa =xf LT cefsulodin (CFS) % jn
LTHRE LI,

2. #8

77 AR T A HE % Tablel IR LT, S.
aureus 15 BRiIZxi3% MK-0787 o MIC % +XT
0.78pg/ml LAF/H#L, 5% 13 #Rkiz 0.025 pg/ml
BT Thoto GM AR VTIWHE IR R LA, it
D3FD MIC i 1.56 pg/ml LU EeHfL, HEED
Abhic, S.epidermidis w3t LT HIITREED MIC
ATBARLR, MK-0787 Hid » L b TSR T, «a
KLV B-Streptococcus ©wit+5 MK-0787 DIEH
BT, 0.0062 pg/ml TREH LS B EKD
Abhilce €7 = aFO FENE 2T ED, &<
B-Streptococcus iz 20 Hirh 11 BRASTiHE TH o0
Enterococcus spp. it LCi%, o 4 EHEIZ EHES
R ke o feAs, ik h MK-0787 o MIC 233 -
EhF¢h, 0.39pg/ml & 0.78 pg/ml AR LT
To Bt 7 = AKICIIE LA EHBEHZ A DR g -
T

Enterobacteriaceae =1t 5 Mg /1% Table2 & X O°
Table3 iR Uiz, E.coli ickt35 MK-0787 o MIC
O peak ik 0.1pg/ml T CTX L igAET, fhH X
D3 STy Shigella spp. 1% LTd MK-0787
O MIC © peak ¥ 0.1pg/ml ©, ZFonH#E CAZ

K IO CPZ L BIEAETH -1y, CTX X hixeR
% oTie, —F GM © MIC @ peak (% 1.56 pg/
ml ZHH, 5HIFL - EbbDbh ol S typhi IKxFL
THMK-0787 o MIC o peak (% 0.1pgml H D,
CAZ XV CTX ¢ kBRAUTHoTo GM k X O
CPZ iz b & heed - Tl S.typhi Lot Sal-
X LTh T o @D EHEIADR
720 K. preumoniae w=xt3 % MK-0787 o MIC (37
~RTHL 0.05~0. 2 pg/ml wH v, CTX HELIL, o
‘7 2 2F|D X 57 8.18 pg/ml LU EDBRIA LR
Tehsotco K. oxytoca X LT MK-0787 i 15 tkdr
13 #2% 0.1 ug/ml ¢ CAZ 4 0.05~0.78 ug/ml &%
LSBT 0.1pg/ml ithbhTnTic, CTX
X4kEp 12.5 ug/ml Bl k¢, CPZ &b 6.25 ug/ml
Ll Ot kD b too Serratia spp. 1 ¥ L TIX
MK-0787 73 d 3 ¢h$~XT 0.1~0.39 pg/ml &b
D CPZ 7% » & &\ MIC %% = L7z (Table2),

P.vulgaris =xf LCix CAZ »i3<ht: MIC 7R
L, 0.05ug/ml »6 1.56 pg/ml =% #i L MK-0787
» MIC % 0.1 pg/ml 75 3.13 pg/ml AL, 0.78
pg/ml 12 peak #3%0 GM X b b oTwiee LAL
MK-0787 i3 GM, CTX, CPZ © X 575 12.5 ug/ml
U EDHIE A bh fehs otc, P.mirabilis, P.retigeri,
P.morganii, P.inconstans 1&xt LTI CTX AT
WHIE DY <L, k\wC CAZ, MK-0787 (0.1~0.78
ug/ml) DIETH» 1o Tods, MK-0787 I tEEaIE
Z B RTeh - o, Citrobacter spp. ¥ X OX Enterobacter
spp. KT % MK-0787 o MIC $XTH 0.05~
1.56 ug/ml Th - LT ShMEELLADRILM T
(Table 3),

Enterobacteriaceae L0 7 5 sAEHEREICK T A5
B % Tabled =R L7t P.aeruginosa X3 %
MK-0787 o MIC % 0.78 pg/ml #5 3.13 pgml i
HAiL, CAZ LA U MIC HfikRLich, CFS
EDIMMO 7 = 2F]I LV GM T, MK-0787,
CAZ 4% DRI bTMHEE S A Shic, P.cepacia 1.
L, CAZ ¥ <hi-MEN%ERL, 1.56pg/ml &
3.13 pg/ml 17 Licns, MK-0787 (3 CTX Xi3iE
&LL<, CAZ Xy 2ERBES - T\ oo P.maltophilia
TS HE SHENIFEL, MK-0787 CREZHELRT
BRIZ I h o Foo A calcoaceticus Wk LT MK-0787 At
3o & H{EW MIC #7RL, 0.1pg/ml & 0.2 pg/ml iz
A LTco GM AL Rk ¥ 1.56 pg/ml i peak A2
Shichs, €7 = 2K OPENLEEH - 7o V. parahae-
molyticus i35 MK-0787 o MIC @ peak {3 0.1
pg/ml T, CTX LEELIL, F XY FTThTwi,

mornella spp.
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V. alginolyticus T REED BEAI1 A bhic, Haemo-
Dhilus spp. X35 MK-0787 o MIC i1 0.78 pg H»
5 12.5pg/ml HAL, GM X0+t 7 = 2FiICH L
Thit % -t (Tabled),

II. B BF &9 & &

FRBRGIE I B (B 561, MBS LA, BrKE
FTROSHME2 6, U AUHAMKIEL %1 FD, T8
216, 72—l BICERLC. SEGCHTS
EEERhER 72 & Ui MK-0787/MK-0791 # E-§ij#% DEs R
BREEIZOWT, Table5 3 X Table6 1IZ/R L7,

fEB 1 80 X, i, |EEMR

HEBR IUVEBMRD > BRBE L T ¥38
BCREEAHBE L, BEHKAHEE L bR, REXK
BTETHC BEGERALAh, ML & LTRAR
MK-0787/MK-0791 o5 %L, MK-0787 &
LT 500mg #1H2E, 100ml o4BREKCE
LT, ¥ 30 o2 KBBETRYS Lic, BG5BT
it 37.0°C 7ows L 38.0°C o R#MH oo 2%, BED
BXbhFseich 15 BRBRE T, XRE, BKER
CRP 2ot REAMRVEAMCERLLI, iy
AEE» S X hi- H. influenzae 4% LAER & H
T Lt BIfFARED 51,

fEBI 2 48 5%, B, [MEMR

#112 BAT X DX, BEMND - KB, 5 HATE b
BREYF S THIACRB Y RAD LIRS, R
AILREBTHC L LEFEBY 2T, Lh LEERM
HFEI R IcH, REH 12 B BRCKER, B XHE
T, EHBCABEEBEEEN AL HIRAEK MK-
0787/MK-0791 D # 5 #BAtA L1, &5 Bz MK-0787
LT 1000mg %1 H2H, BREK 200ml i@
L, 60 £obl TABKIE 20 BHEE L, AkEREO
39.0C oREIBHI DMK LI, HH, BEILSH
BEnbHEE LI, 1BEORBXRBIWEDIEESG Y
BlLithbd, EBRHEI N, LFEBRIDITIHFE
DEIBBEIhTFEHLHATL, BIFFAL 2 5t

fEG] 3 35 iK%, Bk, |rEmi%

SHECRY b - TRE, BHIVECER GHle
) BHokn3BHL VERIAHEL, FEDOMEY
ST IR Lo, HIES5 BERCEKR LK, R
XBGTETHCRBEG,NZLDLR, SEMAL LT
IR%s, MK-0787 ¢ LT 500mg % 100ml o 4 By
Rk BMEL, 30 4213 T1H3EKFBHFETHRSES
Lico BE3ABX W FE LY, L6 HEL MY
Klto 10 HADXRBTRIEBRLHEL, Fofto
REMRIHTES i, 12 BHEITHREY £ T Lo B
HEIXTHTH 57, BROCESEHELRIFER D

i IO

B 4 86 m%, Ltk, LM%

PR TIARF I M H b, pipemidic acid 4
tobramycin 231 FE®RE IR RHEIRT, B,
Ticarcillin, clavulanic acid §#% 14 AMBsL,
ZTOBRIMEROBREX T b TREYERLE, 75
®EE 38.8°C oR#AH D, W XBRECEMH
S RERMA RS ERES BN Lkin, MK-
0787/MK-0791 D5 % Bith 7o BEEix MK-0787
ELT 500mg 1H2MH, £EMREK 10ml wig
L, 60 50T RiBEMELE, BEH» 51 K puen
moniae, P.cepacia »5HBEShiz, %5 2HEL otk
% 38.0°C LUF & g o e LA BB SRR LS IR B
S%7TEBEXWEAL, R KEBRED OHEEAL T
Ltco TxWBEFP D K. pneumoniae, P.cepacia i2j4
Klto MBXBBOIRFIRLLD, 12 BHTHS
ERT Lo BRERTROBRREME C RS AERR
BRELTWSH, MBXHRES X CERFROER
LA LEHE L. ABRBLYBREOEENFELL
2, KAREHS ST B ohT BERS th,
oo

fEGI 5 50 5%, Bk, SHEM%

WS IR, FEA1H bH amoxicillin, cephale-
xin, gentamicin ORE ¥ 5 F L ERETRE, BH
15 BERERBZ LI, MBXBRBETHITFC BEENL
Shioat, cefaclor, norfloxacin ¥#5 L1, #A¥RTE
BEBERE LI, 10 BHBEBHSHRE, BRELHM,
MMXEELHEIhicwfod, AR, MK-0787 x L
T 500mg %1 H2ME, 7FvEMERERK 500m &
WL, 28M»T TRBEE L, AARSSERE
RIBHECHESZR, 6 HE X hIH, BRELRHEE
LB XHREBEIELLHESIh, ARRYDCSES L
ek fkb D E.coli 13 8 HBIXMEL LEHLHAELL,
BEOBENRBE LN A b,

fEG] 6 42 1%, Bk, WHRE

37.0°C L 38.0°C pZ#»h bH, EETMEL
e RER Ui\ tod, 4 B HIREBZ, 4Bl XRET
HEFCERYES REGSS D, MRFL LTEAA
Belitco L7 ¢ /7 ERMAR Y &5 L pBieT,
6 H BH» & MK-0787/MK-0791 o bic & h i
HHEM IR EOE LRI X R bt BRERR
MK-0787 & LT 1000mg 1 H 2@, 4BmaEK 200
ml CEML, 60 52 TABBIETRE L. BF
4EBEX DAL, 11 BEH»SIER EHOHXL
Fo M X Mg oHE L EH T, BRLHEL, D E
MCHEXKT LAR L HE L, BXMEFARED
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Sett, M/NRED L FRRES MR ZO hico T LE
ERT LERCRFREREGEREL, M MR EHR
ftL22d %o

6 7 65 &, B, O AMNEIEIR

W3 X KGR ORI L, BIR2 D S. preu-
monige NI i, MK-0787 & LT 500mg, 1
HoE, EREWE 200ml CEEL, 60 4niF T AN
ReAME 14 BHEE Lo H5%5HH X h M
®/L, %R 10 BE» D HERL BRHBO S preu-
monige IMHMELTHBEHE L, BlIfFA R eho
o

&6 8 72 &, Ftk, BHEKEIRIJEME
BRI EREEY R LT3 HBEREREL, kb
RAR L It oo MK-0787 & LT 1000mg 1 H 2 [H,
EBfAEK 200ml CEEL, 60 £ »id T KHEHE
CAAY 14 HEHE Lico Ao 38.5°C o 2T
BESAELD PBE ok BREXEL Lish,
too X LABREEZ O hcRIERIX, 8 HE X b KR
Lot MBREES 11 BE2HHE L, BERFO
S.pneumoniae b WR LA L HE Lico BIFARLn
s ¥o

P 9 86 5%, Wi, BMUIEIXAIUHE

B, BWREOHMMS DD, K binb o icid AR
Lo MBXBECATHCEBEGELDD, €7 2%
FARERE L, Zo%E BMEhE BRI 5k, 2
nAEE% X » MK-0787/MK-0791 o#5 % BItAL
o BERMBETOBHEL, X, EXEIRHI I 5
2o MK-0787 & LT, 1000mg % 4 Eag R ¥k 200ml
RHEL, 40 A3 T1H2EH, SBHETERALR
SEUThERE 38.0°C U R Licik®, 10 BT
BEkhlE Lic, BIfERR 2 o To

B 10 19 &%, &otk, TEIS

38.0°C BEORHMLAMEAE TR fons, MEL
nicd 10 BEBERE Ui, JRkzBE 38.2°C o Fashait
HYELRINE, HERZEY BFL, X MK-
0787/MK-0791 o #r5 % Bt Ltco MK-0787 LT
500mg ¥ £ EHREK 100 CEREL, 20 ST
TH2ME, SE#ETHE L, RABOFERITH TS
SRR, BEBRMEE L) FRE), HREMBLER
Eleotcte, 10 BEICTHERYRT L, EHLHUE
Li,

TS 11 49 8%, i, <5 =2— Ml

BER LS THREA (72— 1) ¥BAL, B
gL, Zo%EMMnHY, 5 HELHRHML,
SHERKB L, MBX MR TETHCREEMNR L
Bbhictew, @¥Misxe LTINE, B MK-0787/

MK-0791 o #5 % B4 L1, MK-0787 & LT 500mg
P AEBMAEK 100ml REMFEL, 30 S0 CT1 HIME
REBETHRE L, 2, BREFEREIFACOA A
b, IhKL, —BREBIECEL LD, 4 HET
BErdELic, RE» D A TREEIETENT, <7
2— FREBEL BM Lo Licnis T REMIE MK-
0787/MK-0791 o xtg & LTHEYI TR oTc & E X
bhbo HEARLORBEFERECOWTOHTITREEL L
oo
111. % S

MEK-0787 i3 Kanan 5 summary?, Acar H¥% X
Ut MitsusasHi? | X b, [KHEIECHECEGEEXE L,
—HWOBBEHRNTR =) YREEH O L7 »
r AR vREAR L VBRVCHEIRTTZ EABER
hio

#~ b MK-0787 i iicovT CAZ CPZ,CTX
F IO GM LHELIER, 77 2BEECH LT,
Enterococcus spp. 4T MK-0787 i3& b T <hi
HE % E L, B-Streptococcus 20 £k 2 BRA ST Z R
LIcDRTH ot 77 AEHEIC X L T X Haemo-
philus spp., P. cepacia o3t L THE 15355 <, P.malto-
philia TIRREAEPEINHZD Ric ot L L
P. aeruginosa *&¥» T 18 B LTI hiiE
NERL, LrdTEENRORICh -, MEED 7
S ABHHE, 77 ABREYRE L TAbhAEVESRER
FHO—D>DOKEILHFHE VL L,
MK-0787/MK-0791 DEERZIE%, RERIYE9
BlEEt 11 Fle oW THRE Lico BAELELDRD
BEN S I N 5 flTiE, MK-0787/MK-0791 #&
XD IRTRE I, BIRDRIZFRBEYEE 1 51
PEER), 2T a— MBS 1PV HETE TH - feh
B DIFIONTIIER 4B, BHS5GITHoTco B
LR iiminE, EECADETATVAI LD, &
KRB R I RNEERE N BORICLDEEL TV B,
BIfEA & LTREBRERIRD, FEBERES Y MM
BN TR R L BIT 2R bRIcH, WThLBRETH
b, ¥TELLER LV D,

THEE A 72, P.aeruginosa % &1s INEIIeHIEE A~
7 F vk LOFXFNL, ToREMEORVZ LIS, B
ShHERIEELONRS, L L b3 ShicEsT
BHBEIEFE, LLTERLIECWLEDTHS,
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Antimicrobial activities of imipenem (MK-0787) were compared with those of GM, CAZ, CTX, and
CPZ against clinically isolated 397 strains of 26 species described as below. Against P.aeruginosa
CFS was added to the comparative study. ’

Gram positive strain : S. aureus, S.epidermidis, a-Streptococcus, B-Streptococcus and Enterococcus.
spp. -

Gram negative strain : E.coli, Shigella spp., S.typhi, Salmonella spp., K. pneumoniae, K.ozytoca,
Serratia spp., P.vulgaris, P.mirabilis, P.rettgeri, P. morganii, P.inconstans, Citrobacter spp., Entero-
bacter spp., P. aeruginosa, P.cepacia, P.maltophilia, A.calcoaceticus, V. parahaemolyticus, V. alginoly-
ticus and Haemophilus spp..

Against Gram positive cocci MK-0787 showed superior activity to the other antibiotics. No registant
strain against MK-0787 was observed with the exception of two J-Streptococcus strains. Gram
negative bacilli antimicrobial activities of the antibiotic against P.cepacia, P.maltophilia, and Haemo-
philus spp. were inferior to the other antibiotics, but against the remaining 18 species of Gram
negative rod the drug showed strong activities, and no registant strain was observed.

Imipenem/Cilastatin sodium (MK-0787/MK-0791) was administered to 9 cases with respiratory tract
infection (5 cases of pneumonia, 2 cases of chronic bronchitis, one case of pulmonary abscess and a
case of DPB), one case of FUO and a case of paraquat intoxication. The case of paraquat intoxica-
tion was excluded from the evaluation, because it was not the infectious disease. The clinical res-
ponse were excellent in 4 cases, good in 5 cases, and poor in one case. Bacteriologically, the causative
agent was isolated in 5 cases, and they throughly eradicated after the treatment.

On the side effect, granulocytopenia and thrombocytopenia with eosinophilia was observed in each
one case.



