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Imipenem/Cilastatin sodium (MK-0787/MK-0791) o
BYHEMEE TEREBRRECHTHHFRCONT

Z=EER—BRBE-MEFE
FREEFESREEU R SR

1. Imipenem/Cilastatin sodium (MK-0787/MK-0791) &34, 55 1S MM T bR B4 B 2

FED 12 FlcHE L5 Lic,

2. #51x1RB2E5HEEL, 16 250mg 5 XV 500mg £ 6 Fl32T, TOREELHRIX
50.0%, £ 26 WKICXTBRERIL 84.6% TH-1o,
3. RBRHFEL, Flavobacterium, YLO, ¥ XU E.faecalis D&Et 3%, 4% Thbh, REEKHE

BITNT 7 5 ABRRE TS - o
4. BEIfERIZRShigh -1,

BREDHENBOESZEL WD b5, CEPs R,
PC ROEARDVWTHLHSOLONBNAIh T & 7=
#, Streptomyces cattleya » & B X h iz thienamy-
cin i, FAFERORHLEELME TS 400, Figl o
ZtEFLVWBHoYBETCHY, zoSoOfEo NH, »
NH-CHNH i E# L TfEb htz N-formimidoyl thie-
namycin, 37z b MK-0787 (Fig.2) MBH L, =
hix—# %% imipenem LIELPEHKT, SEbDLR
bRt h¥BRACERT L&Y BT, 28
TOREERNB, ik, AFZEBOEbin s, Fig
3 Dz ¥ cilastatin sodium (MK-0791) o 1:1
DERBEAHCAVARELORMBIC LT, HE
EART XTI 0RARETHY, FoksE: MK-
0787 DBY b TRLAEZ LY BOA LB B EbD
LTH<,

I. ¥R&ELTHE

1983 9 A X b 1984 426 A ¥ CIR MEHC ABE L7218
BEES TRRRERED 12 flicst L, MK-0787 &
LT1E 250mg & L< ik 500 mg % 4B &k 100
ml SRR LT 30 M C AR S -7 1 H 2ES5
BRITREET L, BIBERS XORERT 8 E
RRYERT 5 & & b cgmL, MEDKRE X MT L
Ro TR RAMEEIC O\ CNBRETAT S I C Bk 2
TrLidie, —&;% dip slide 31z X b 2 Uitk
EERFMEMEEREDICRA U, (LS
b MIC DRE kT Lo AT IR UTI HR2T0H
HERRS 2 I X 7o SR 12 MIOLHNBHT
BY, Z05 % 8 GUXBIZIIEAERE, 2 GIAETTIR
B 20 RERAEMAETH D, FRNT 40 HAD 2 0]
HROTIZ 64 RLLELBIEN S, 55 70 mULE
W8OIk Ltz g h T —F ABEONI S\, 1 B

Fig.1 Thienamycin
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Fig.2 N-formimidoyl thienamycin
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Fig.3 Cilastatin sodium
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581z 250mg & 500mg LA % 6HTOTHD,
UTI REEREFI TR 27, F4HO £ 1 HAIXBVTIE
TRTEEHTHY, EFNSELBEBARRETS -1,
II. & ®

Table 1 2 BIOKERR L1, 0P MEHRREET
BB 0, BRI, 12 PO 551 DIBR O
e Ra &, EFELIG, HELH, FESH T,
ZOFRE 8 FIFITIT BERIBR (£) O b O EEHE
(=) Eheste1fl, BIT () 2ob (£) Kb ot
LDOELIAMREETR TV,

—%F, RPAEOHRICOVWTRS &, HENKREE
X Table 2 DL < 26 BRTH o7zo TD 5B 22 BiAS
BREShTRY, BRERIL 84.6% ®R L, EHERC

R% &, E.coli, K. pneumoniae, P.mirabilis, P.mor-
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Table 2 Bacteriological response to MK-0787/MK-0791 in complicated U.T.L

~ Isolates No. of strains Eradicated Persisted‘

E. coli . 2 2 (100 %)
K. pneumoniae 1 1 (100 %)
P. mirabilis 1 1 (100 %)
P. vulgaris 1 1 (100 %)
P. morganii 1 1 (100 %)
P. aeruginosa 2 2 (100 %)
E. cloacae 1 1 (100 %)

Flavobacterium 2 0 (0 %) 2
A. anitratus 1 1 (100 %)

E. faecalis 7 6 ( 85.7%) 1
S. epidermidis 5 5 (100 %)
S. hyicus 1 1 (100 %)

YLO 1 0 (0 %) 1

Total 26 22 ( 84.6%) 4

ganii, P.vulgaris, P.aeruginosa, E.cloacae, A.ani- II1. % &

tratus, S.epidermidis, S.hyicus D5t 16 BRIX TN TE
®xh, E.faecalis 78 6KRLHRE, BREEIL
fthoted i3, Flavobacterium O 2 ¥k, yeast like
organism ® 1 ¥k &, &R D¥kd 18D E.faecalis 51 4
BORTH ot ThORERRBED MIC LEHHO
BEx B3 &, Table 3 ©Z &< 10°cells/ml DEEMEE
T MIC 0.78 pg/ml ¥ TD 10 B TXTRE X h,
%7 3.12 pg/ml ¥ T 18 kT E.faecalis D 1 k%
BRVTHEEZ R, 12.5 pg/ml & 100 pg/ml o MIC %R
L1z Flavobacterium 345455, MIC ZPIE T&E e -7
P.mirabilis, S.epidermidis OF 5 BrixEE, YLO @1
ﬁ‘iﬁﬁ LTCO

UTI SRRERE B Rk, BpRig (261 0F 23
B, FABIEG R R L (Table 4), BARBEDE6
Bo 10 gixEs 1, A% 3, 6 ThHo1t,

R, LakLh=RIE, Table 5 DL, 50.0% &ic
ol RRER X5 DEZ 1E 250mg Db D
REW L A% 1, &5 4, AL 500mg Db DITZE
B, B8 3, EEh2 Lot

REKMBEX, Table 6 O+ <, S.aureus, S.
haemolyticus D% 1, E. faecium 3#k3t 5 8 L Bihicd
HThots

RECERREMBOLET % Table 7 R Lichs, T
THRET<ER M, ¥ REfERAYREL 01
b Tt o 7y

1976 £ peptide glycan &R FHZE DF LR KT,
Streptomyces cattleya DIEEHIEIRH > EES uic thie-
namycin (3, PC 5%, CEPs REELUILTW5 & D
O, W LHEEYETAIHRIPELLTER S h
7o X LT ORBEFRITESI TH »1cnd, BEHTRE
FEotewic, ERLCIIESh T L LL DRI
7 &% B x t= N-formimidoyl thienamycin, 3 7chd
MK-0787 ZELETH D, I TXULDTERL~DH
Fricotbon, —F, ZOWEDOBHEMITE DML
b, Rt OEESMEE LoTe TOREELT,
BOEALIRMAEDORIF#IH % renal dipeptidase & X
DABIND I LHIBRY, X CXoBEREEY BE
TAHAWEE LT, MK-0791 234 &h, chickh 24
REMEI R FhBE X, MK-0787 BijhEsod 22.8+8.7%2,

6~38.4%% H b, MK-0791 ¢ 1:1 &FI & L
Bof 0% C EATAZ EHBE LI, TLTZOH
ZORSHIZ1:0.5 Xp 1:1 RNXwE&h, Zo%
BEREALOL OMNRBEE I, ot MK-0791 Bif
CRHEERARE - BB R DT, AFIONE
TERIL S -1¥ 5 MK-0787 iwiliskT5 2 LT B,

= MK-0787 /¥, KESADOY 1z X %5 &, 75 »[5MEERK
Bicit CFX, CEZ, CBPC, AMK k& D 16 7o\ L
500 fE DIEML D b, Bl &h e E. faeca-
lis 72 1pg/ml © MIC RT3 &5, 27 5 afath
BERt LTh S. marcescens, P.aeruginosa 7w X1
4 pg/ml © MIC #E3T% b DD, P.maltophilia w3 L
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Table 4 Overall clinical efficacy of MK-0787/MK-0791 classified by type of infection
. Overall
Group No. of (% of total) | Excellent | Moderate Poor .
cases effectiveness rate
Ist -group
2nd group 1 ( 8%) 1 100 %
.Smgle. 3rd group
infection
4th group 1 ( 8%) 1 100 %
Subtotal 2 (17%) 1 1 100 %
5th group
Mixed 6th group 10 ( 83%) 1 3 6 40 %
infection | g ptotal 10 ( 83%) 1 3 6 0 %
Total 12 (100%) 2 4 6 50.0%
Table 5 Overall clinical efficacy of MK-0787/MK-0791 in complicated U.T.L.
- i
S Pyuria Cleared Decreased Unchanged E ixcac.y ?n
Bacteriuria bacteriuria
Eliminated 3 5 (41.7%)
Decreased 1 1 ( 8.3%)
Replaced 3 3 (25.0%)
Unchanged 1 2 3 (25.0%)
Effi C total
icacy on 3 (25.0%) 1 (8.3%) 8 (66.7%) ase Jota
Pyuria 12
[E Excellent 2 (16.7%)
Overall effectiveness rate
Moderat 4 (33.32
[ ] Moderate (83.3%) 6/12 (50.0%)
] Poor 6 (50.0%)
Table 6 Strains appearing after MK-0787/MK-0791 RTLONHD, TOERTIIHBRREIEETH-

treatment in complicated U.T.L

Isolates No. of strains (%)
S. aureus 1 (20%)
E. faecium 3 (60%)
S. haemolyticus 1 (20%)
Total 5 (100%)

TRESLEHE 5, 22D B-lactam EHHEOE I
bYEHLE Y, BRAIO MERRT D BHREYED &,

Flavobacterium & YLO »Bii¥, 23 #k+h 22 A\l
B3h, COBMREBRT<ELOTHS S0 =B O
B#&% R L P.aeruginosa Thhic i\ MIC fEx

oo B O F LDIWRBHFUR T O BIERHMMERE
RBREOKRERIZ 86% THH, HREKLIZFA—T
bbo BRIV E DT, 1 EHSERTXSEIEN
TiXle\wd, LE @A MOEFTRA L 1M 250mg &
500 mg D& 4 DBRERIL 85% & 86% TE »7cd EM
e\,

MIC rEDOPERIEOWTL, BROITRMBOZ &
¢ 108 cells/ml DIEEEB T 3.12 pg/ml LITF D% DA
KEATHD, LhbEDREALVRESH, —F,
LERFEHOLEEH T 6.25 pg/ml L EOELEDT
Ao o THERBLIIED» R D,

/- UTI RREREGITY, BROIIE 6 FTRET S
1o, BERIOEIET 5, 2EEH TIBMRRE
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DRAHBR 84% DRTHE ML 4B ER, ¥
FRARDEEDOEIIL 64% L&Y, »O% 5, E6H
ETiRENLV . BRE 6 HORABYR 407 1135
oeh B, BURKETHS S, £ LTLEANDE
AEBELEROLELH TO 8% KL TRE -1
DY, HBRHINE6HCR->TVW5LELUROBRETS

%o -
FEROMEELED L, HRATITSCI 5 4B

WERETH-Tcnd, BHOEH TR, Fungi BFE s
5 LIRMEEKEE 26 Bk, 75 AEMERE 20 #REIIERE
T, §1Z Tk E. faecalis, E.faecium REHIN X 5,
- 0 E.faecium (¥, E.faecalis & & ¥ THG DET,
LLCMWBHETH Y, SHKE. faecalis L & HHENE
OFLLEDVBELIDTHA S, ZDEKRTHEI VDD
HE—HRONENEY Ric B TUEND B, TekO0
Thehih, BEFREED S. hyicus bREKH £ H EEEIC
bt THAHH, ZHITEBIED Staphylococcus
DHFHBCESE Licdh O T E. faecium L Rich, MIC
BEVCOTSENIRBIC I b ieh - 1o,

LEofl, ZFOBIERE LTI, BEE~OKEL
Roh3, ¥1-HTF O renal dipeptidase JHEH)IC X
BRELROhih o, BIfFAY & LRE? ok
T, WRBHTORIFARBRRL 2.2% LEVA, £
D% UTL B ER R TS 5 BRELA
DREFLEROGR D DT, RIS LICBELIIRRA
5o XDOEKRT, FHAORMICH 5 HEIAEEST

P BERETHDHEEX D, & LT renal dipeptidase
DEER IV ZOHEOHEBNESCHCHEEIND Z &
NI T B, Z ORBERRITE, AR ORI
WELLIT, FENDOATLE%KSHLIWETHD L
2 &5,
X 3
1) NORRBY, S. R,, et al.: Urinary recovery of N-
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2) %5 32 BEXRLCEREFLFIERITRE, FE
v v ALy aI, MK-0787/MK-0791, FLL,
1984
3) NORRBY,S.R.; K.ALESTIG, F.FERBER, J.L.
HUBER, K. H. JONES, F.M.KAHAN, M. A.P.
MEISINGER & J. D. ROGERS : Pharmacokinetics
and tolerance of N-formimidoyl thienamycin
(MKO0787) in humans. Antimicrob. Agents
Chemother. 23 :293~299, 1983
4) 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
5) ACAR,J.F.; F.W.GOLDSTEIN, M.D.KITZIS &
L. GUTMANN : Activity of imipenem on aero-
"bic bacteria. J. Antimicrob. Chemother. 12
(Suppl. D) : 37~45, 1983

CLINICAL EXPERIENCE ‘WITH IMIPENEM/CILASTATIN SODIUM
' IN.CHRONIC COMPLICATED LOWER
URINARY. TRACT INFECTIONS.

Suinicur Mitspuashi,  Takasur Hikace and Tosuikivo Masukacamr
RPN N SR . N
Urological Clinic,. Tokyo Kosei Nenkin Hospital, Tokyo -

R 1 ]
A clinical study of imipenem/cilastatin sodium(MK-0787/MK-0791) was carried out in 12 males with

chronic complicated lower urinary tract infections.

The drug ‘was administered by intravenous drip-

infusion of 250/250 mg or 500/500 mg twice daily for-consecutive 5 days. ‘The overall clinical efficacy
evaluated on the basis of the Criteria of the UTI Committee in Japan was 50.0%. MK—0787/MK—0791>

treatment eradicated the majority/of bacteria and the eradication rate was 84.6%.

Strains appearing

after treatment were Gram-positive cocci. No side effect was observed.
N



