866 CHEMOTHERAPY

NOV. 1985

B RIS RS iE I %t % Imipenem/Cilastatin sodium
(MK-0787/MK-0791) o> {s FF 284

CHEH-EEBE=-AHF B RKBEX-FHF B-LF¥EE
[EEAFEFTWBRERFHE
MEfXE BR—-SL-BHERY B K B
3718 LR BEUs IR 2Rt

# L < % S hic imipenem/cilastatin sodium (MK-0787/MK-0791) % 16 o5 4 4 i
RURRBERZCFER LT, = 0EFIOBEKIEXHRE Lico

UTI Bttt X s R SRR E 4 61 (25%), BB (56%), %361 (19%)
THYLRL 81% Thoto MEZHEL, EAEEL LTHAE LT 11 & 20 KR LTH
% 15 ¥k (715%), HFH5#E (25%) Thoto AFEEIC XBEIEA L Bbhs BRER, HHEH

MRER JUBRREEEOREIZD bhich >

KE AN 7 B\ TER X hicimipenem/cilastatin
sodium (MK-0787/MK-0791) 1, HHED H 1L <% &
RLEHFTHBH MK-0787 &, MK-0787 o BHARHMI
B§ 535 renal dipeptidase it UC BRI EEA Y
HT5 MK-0791 ¢ % 1t 1 0EAREUARAITD bo
rTomEy Figl wido xR 77 25K, 77 4
BHEOLRBHEIEECS LTHVRE 2R L, KK
gentamicin ¥ ® P.aeruginosa @it U T HWHE
ARFRTIO, SEIEE O ERHFY 16 50 @H:HE #
REBREBECREL, BRWBRR TR0 TE
DREEBRET B0

I. R & FE

R EILE BAFEET M BREWIRBFES XOEIZE
IRBE R EEEHC R\ T, FBRIS9 F4 X H8AET
DR B R RRAAE & Bl I hic 16 FIT, £
1% 53 b 8l ¥ TT, MRITIREM 10 fl, ok
6 BITHBo IEBDPRIIEEE MR 2 13 6, 18
HEHEEBTRBERIFTH>To ThHDIEGIDRED
RSB RIARIEAIE 6 B, BERCIE 4 6, BfEH 2 4,
BISZAgE 2 6, DR LG, BREE1FTH 10

BEH $ux 1 @ MK-0787/MK-0791 250 mg/250
mg, %712 MK-0787/MK-0791 500 mg/500 mg % ¥Rl
DEEAEK 100 ml MR LCAEEEL, 18 2@,
BEAIE LTS5 ARDEERT - oo BEHiH% TRRE,
REMEEREE, 8 IOEARZIERREYT, EIfF
Aok, AFIcESS LB 7 v F—fEIk
CHETA L LI, WRCHES RBMKE, mH,
FFESRE S X OB BSBE D B T #5T Lico FRIRZD R 1L UTI
LR ZE R\ BE U CTHIE Lo

Fig.1 Chemical structure

MK-0787
COOH
° N S —CHz — CHz —NH—CH=NH-H.0
H
!
HO—C =
' H H
CHs
MK-0791
H H N\Hz H
NMS /
]( COOH
0 COONa
II. & ®

L FEf% Table 1 ©—¥E UTR Lico FER 10 3 LT
115 (2 AH% 4 B Lo s LT T UTI S
FEEEC S, EACEHAULTHEOT, S
AR E & A% L TR &% X TREIIRIA T,

1) #%AHEKzE (Table 2,3)

AFIE S X B BRFEOHRIER6 A, FE2
Gl, TESBIThH-Tco MERCHTHRREBEL
11§, B 2 B, ERR1E, RE2HATHTo TP
WEXIEE L LTORABRDEL 25 &, EH4H,
59 G, &L 3HITHERRL 81% ThoTo

Che OERSE Y EERERICRHT S L, ¥
RYUTILHLER 85%, RABRLTIEYRETS T 7
-7 ABBREATY 8% OB VEHRERLE
(Table 3),

2) MEFRIRHR (Table 4,5)

B ERNCAEE X hi- EEg R 11 20 KT, &b



CHEMOTHERAPY

yoL. 33 S—4

_ . — SvgIuY 'y - — (eayiaun) Hdd
— JUI[2IXY - g A S/ G-t
nmwm 01 Sppruaaprda s i - ? €>008/005 | SO + SNSAd 1Y) W |2 | ot
S
J 01> 702" - - QUOIS [Bu[
_ 9je19pO L v 4 s /005 R _ 3
_ W 0 o1 705 5 n — 14 rp ZXx006/00S | €-9O ShiydauoaAd 1y | €S SI
F ) — = - - (eayqiom) Hdd
— JUI[[IIX ) S T A 5
| . 1 8L°0 <01 ds $120000420uUs] - - 7 e X 005/005 -9 + SIISAD "IyD W L vi
g ere W01 suapfonbi] 'S #+ — (eIylaan) Jown) 1appe[d
— 100, S S
_, ol 9 0i< SuosSorDUL G m — S 'p 2 005/00S 9 N ShIsAS 100 W 18 el
— — — — (elyjain) (2d0O 35S0 )BRINIIIISAIP [BIISIA
— JUI[[IIX3 iy S
[[99XH 820 01< s o N — S P Zx00S/005| 19 + SNSAS 10D N 122 2l
0Z2°0 <01 > snaysjowavy g i — . .
— | svesopon [oo1< S w0 o0q0a0] S vp | zxo0s/005| s o | UV o2 od) Hdd W |9 | 1
. ,01 . i — + SNNSAS “Iyn
S¢'9 SUIISII4DW " S
— — — — B (9do 380 ) Jown} 19ppe[g
— JUI[[IIX5 'p < — J G
[199XH 010 01< 109 "5 T _ 14 2x006/00S | ¥ O SISk IU0 q 69 (118
— — + — . (2d0 380 ) SUOIS [BUDY
— E}BET oY) rp 4 - —
PON 00 01< 05 o ¥ — S Zx005/00S | €-O SnYdauo[pAd 14 Aq 29 6
— — + + - (9do-31s0) Hdd
— 3)eI3pO 'p 2> 00S/00S - —
PON 680 o1 TuvFiow m " S 2-9 SANSAS 1D W cL 8
01°0 01> upunasf "y — - . (edy3ain) Hdd
- 9je19pO - vp S K
POIN 660 01< Tpunay " — S Z2X006/00S | 1-O N SnSAs 100 W 8L L
1019pOI _ _ n 1 . p 2x052/052 | 1-5 (Bl1ylain) 132UBD 21181S01]
8L°0 401 syvIavf o # — i} ] + SIISAD y) W o o
— — + —_ - eaylain (9do-3s0d) Jowmn) J13ppe
- ENSETI A - — — S rp Z2x062/0S¢ | 1-O ( ) petd q 69 S
020 01 < 709 7 + — + SIS 1y
— — F — . 132uUed d1BISOI]
- 9)BI9POIA] S P | 2x0S2/052 | -9 - W 6L 14
010 a0l 109 "5 + + SUNSAS "1yH
100, el .;: SUIISIUDUL S 4 —_ p , p (9do-3804) Jown} ipperg
d [ SN 201 SUIISIIADUL °S W + s : ¢x052/052 ¥-9 - SIINSAD "1yD 4 8L €
01> ‘OTA + — o (elyroan) Hdd
— RvIIPO J rp 4 710G
POIN o) Ol < s wnieopnqoanyy n — S 2 Xx052/052 9 T SInsAo 140 4\ 18 4
6€°0 Hjos 3y
901
951 S DI2Df 5] + - " "
= 9d0-3150J) SIIISAD
— 100 | 6£°0 1100 "4 + - S TP Zx0S2/05¢ | 9-9 - ( 150d) S0 . s d L9 1
8L°0 01 SYDIINY i shtydauoaAd 1yg
$20°0 LIUADN S
(401) . (Aep) (Aep/x3uw)
s19a550 TLn .J_:Z unon so1d0dg eunsg | swordwsg | uonesna anoy asoq dnous (3mou1) uonpuod Bulk[Ispun N ‘ON
oprs  |uonenieasy : rrn | 1sweyied s v aser
eLNLIO)ORY] juouneal J, sisousel(y [_

1620-MIA/L8.0 MIN Yim pajeal) sased T L[] PRiedldwod jo

Arewwuns [edtur)

T aqel



CHEMOTHERAPY

868 NOV. 1985
Table 2 Overall clinical efficacy of MK-0787/MK-0791
in complicated U.T.L
Pyuria .
Cleared Decreased Unchanged Effxcac'y fm
Bacteriuria bacteriuria
Eliminated 1 6 11 (69 %)
Decreased 2 2 (12.5%)
Replaced 1 1(6 %)
Unchanged 1 1 2 (12.5%)
Efficacy on pyuria | 6 (37.5%) 2 112.5%) 8 (50%) Case total 16
Excellent 4 (25%)
Overall effectiveness rate
Moderate 9 (56%)
13/16 (81%)
E Poor(or Failed) 3 (19%)
Table 3 Overall clinical efficacy of MK-0787/MK 0791 classified by type of infection
No. of (Percent Overall
Group Excellent | Moderate | Poor | effectiveness
cases of total
rate
1 st group (Catheter indwelt) 7 ( 44%) 2 4 1 86%
2nd group (Post prostatectomy) 1 ( 6%) 1 100%
Single p »
. . 3rd group (Upper U.T.L) 2 (113%) 2 100%
infection
4 th group (Lower U.T.L) 3 (119%) 1 1 1 677
Sub total 13 ( 82%) 3 8 2 85%
5th group (Catheter indwelt) 1 ( 6%) 1 100%
Mixed X
R l‘(? 6 th group (No catheter indwelt) 2 (112%) 1 1 50%
infection
Sub total 3 (119% 1 1 1 67%
Total 16 (100%) 4 9 3 81%

L ZbhtcDiy E.coli D6 THbH, 2T S. mar-
cescens 3#k, E.faecalis ¥s X 0% Flavobacterium 2 ¥k &
72, LATF Table 4 iRTTEL THD. BREKLOEMY
4L E.coli 3s LU S. marcescens p & HW 67%, E.
faecalis pt 50% C.freundii 71 0% Th-71hs, T Dfh
DHEHETIZTRT 100% & BRIFEHEIARTH 1o £
ELTH 75% DHEERERLI, BREBRTHTHE
LB S haemolyticus, S.liquefaciens % 1 #ETaH -
o

3) EIfER

AR EES LB BMEMNRTETRR, B X
VALK R EE O RFIRD bILh 7,

1. % ®

MK-0787/MK-0791 (X $ D » LS~k 2 R4

BT, P.aeruginosa % ¥ 7LD EEwx LTT

SRIHBE N R R THT,

LM% 513 MK-0787/MK-0791 % 16 FloigiH
WeVE IR RPIEBECER L, RABKHRTHYE
81% &5 RIFLERY B, < OBEDREY T
5L, WMERCHTHEYDREG 8L.3% LRI,
BRSEEOHRRM 50% &ovENL 5 RBbhi,
SRR RECERE B, S BHAE, REEEORER
B BERIN Db B b TR T\ s E E 2 D hic, MR
WEHETLRER 75.0% L BLVBETHD, ThbHD
B D MIC 12 A 6.25 pg/ml LT THoTo |
A 5B TH5 & 250 mg/250 mg x 2/day #5116,
500 mg/500 mg x 2/day & 10 GIT, FhEhoOH
DEHRIT 67% 3 L1V 90% & 500 mg/500 mgx 2/day
DFLF R T,

AFHE S X BB & B s BEER, EAT
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Table 4 Bacteriological response to MK 0787/MK 0791

in complicated U.T.I

Isolates No of strains Eradicated (%) Persisted”
E. coli 6 4 (67) 2
S. marcescens 3 2(67) 1
E. faccalis 2 1 ( 50) 1
R avobacterium 2 2 (100)
C. freundii 1 0 0) 1
P. morganii 1 1 (100)
S. warneri 1 1 (100)
P. vulgaris 1 1 (100)
Enterococcus 1 1 (100)
S. epidermidis 1 1 (100)
A. anitratus 1 1 (100)

Total 20 15 ( 75) 5

Table 5 Strains® appearing after MK 0787 MK-0791

treatment in complicated U.T.I

[solates No «of sturains
S hecnolvticus 1
S ligictacions 1

Total 2

* > regardless of bacterial count
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UED#E 5 MK-0787/MK-0791 13 R &H A E\
BT, BHERBBRRECRRCERTHLLELD

i,

D

2)

X oS

KAHAN, J. S.; et al.: Thienamycin, a new (-
lactam antibiotic, I. Discovery, Taxonomy,
isolation and physical properties. J. Anti-
biot. 32:1~12, 1979

LEANZA,W. J.; K.J. WILDONGER, T. W. MIL-
LER & B. G. CHRISTENSEN : N-Acetimidoyl- and
N-formimidoylthienamycin derivatives : anti-

3

D

5)

6)

2

+: regardless of bacterial count

pseudomonal B-lactam antibiotics. J. Med.
Chem. 22:1495~1496, 1979

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
KRopPpP, H.; J. G. SUNDELOF, J.S. KAHAN, F. M.
KAHAN & J. BIRNBAUM : MK 0787 (N-formi-
midoyl thienamycin) : Evaluation of in vitro
and in vivo activities. Antimicrob. Agents
Chemother. 17 : 993~1000, 1980

MICHAEL, P. R.; R.H. ALFORD & Z. A. MC-
GEE : Superior activity of N-formimidoyl
thienamycin against gentamicin-resistant
Pseudomonas aeruginosa. Antimicrob. Agents
Chemother. 20 :702~704, 1981

UTI #i% & : UTI UREGREHIE) R F (A,
Chemotherapy 28 : 321~341, 1980

# 32 MAACEREZLTHALZITRS, X
vvHETy A T, MK-0787/MK-0791, [ L,
1984



870 CHEMOTHERAPY NOV. 1985

S — S — —

STUDIES ON IMIPENEM/CILASTATIN SODIUM IN COMPLICATED
URINARY TRACT INFECTION

Noriakr Sanpa, Suozo Sexo, Toru Sumi, Yosuio Omunisui
Hirosur Nakano and Hiromr Ninira

Department of Urology, Hiroshima University School of Medicine

Mitsvo Oxkapa, Kazusar Seo, Kosuke Hatacur and Satoru MATsukt

Department of Urology, Fukuyama National Hospital

Clinical studies were performed on imipenem/cilastatin sodium (MK-0787/MK-0791), and the follo-
wing results were obtained.

1) MK-0787/MK-0791 was administered to 16 patients with complicated urinary tract infections
in a daily dose of 500 mg/500 mg or 1000 mg/1000 mg for 5 days.

2) Efficacy on pyuria and bacteriuria was 50% and 81.3%, respectively. An overall clinical
effectiveness rating of 81% was obtained.

3) No side effects were observed in these studies.



