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Fig.2 Sensitivity distribution of clinical isolates
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Fig. 3 Sensitivity distribution of clinical isolates
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Fig.4 Sensitivity distribution of clinical isolates
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(1) 735 xBHE
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Fig.5 Sensitivity distribution of clinical isolates
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Fig.7 Sensitivity distribution of clinical isolates
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Fig.6 Sensitivity distribution of clinical isolates
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Fig.8 Sensitivity distribution of clinical isolates
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Fig.9 Sensitivity distribution of clinical isolates
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Fig. 11 Sensitivity distribution of clinical isolates
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Fig. 10 Sensitivity distribution of clinical isolates
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Fig. 12 Sensitivity distribution of clinical isolates
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Fig. 13 Sensitivity distribution of clinical isolates Fig. 16 Sensitivity distribution of clinical isolates
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Table 2 Overall clinical efficacy of MK-0787/MK-0791 in complicated U.T.I.
P ’ M .
L yuria Cleared Decreased Unchanged Efficacy on
Bacteriuria bacteriuria
Eliminated [l 6 | 4 8 18 (62%)
Decreased 2 1 3 (10%)
Replaced 1 3 4 (14%)
Unchanged 1 3 4 (14%)
Efficacy on pyuria 8 (28%) 7 (24%) 14 (48%) Case total 29
@ Excellent 6 (21%)
Overall effectiveness rate

Moderat 16
:} oderate 22/29 (76%)
: Poor (or Failed) 7

Table 3 Overall clinical efficacy of MK-0787/MK-0791 classified by type of infection

No. of (P X Overall
Group o0 ( ercen) Excellent Moderate Poor effectiveness
cases \of total
rate
1st group (Catheter indwelt) 11 ( 38%) 1 6 4 64%
2nd group (Post prostatectomy) 2( 7%) 2 100%
ingl
'Smge. 3rd group (Upper U.T.L) 5 (17%) 2 2 1 80%
infection
4th group (Lower U.T.L) 9 ( 31%) 3 5 1 89%
Sub total 27 (937%;) 6 15 6 8%
5th group (Catheter indwelt) 1( 3%) 1 0%
Mixed
infection | 6th group (No catheter indwelt) 1( 3%) 1 100%
Sub total 2( 7%) 1 1 50%
Total 29 (10077) 6 16 7 76%

T, BRE 50% ThHotlo 77 —TAEBOEED
WThBE, #7—TAPEBEH 12 GITIXED1IH, &
%60, 50T, FRHEKR8Y, »7—7 VIERER
17 fTEZ S5 G, B%) 10 f, &BH246IT, BFHER
88% T »1t- (Table 3),

(2) HEFHZE

ARBEANCRP L b B S hcBEkkiL Table 4 i
AT L5177 ABME 10 Bk, 77 A[EHE 22 KT
BRI 32 BRTH » 700 BREEZIRIL 32 Bk 25 BRiHK
L, 78% D4R T, E. faecalis, P.aeruginosa, S.
marcescens \ZE\ Tk, ThZXh 75%, 80%, 100% o
HBRETH 1o BMBRRPLESRPTOHERY LD
&, BMREGTIT 27 Hep 22 5k (81%), BARRTIE
53tk (60%) Thoto Tl T—TLOFET

2B E, HhT—FABERETIE 13 ke 10 & T7%),
» 7 —F AEGERETIE 19 HR 15 # (19%) Th»
oo

BEHEBEE L LTk Table 5 i L C. albicans
2%, S.aureus 1%k, E.faecalis 1¥k7c K5t THNBD
bHihte (Table 5),

(3) EIfEA

B - fBEMEIER & LTk 31 gl 1 GIRRESEED
Fro & DD (P 25) 13AHK 1g (MK-0787 0.5¢/
MK-0791 0.5¢) % 1 B 2 %5 4 B Bic, ETHERE
BrRnREhiE Uiy, FFESH, fieAs /A
BEC TR 1 BREEBES L

AF SR OEER R fEY Table 6 KRLTo %
HE 5 X5 L Bhbh s RETH LR Licb OREA4
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Table 4 Bacteriological response to MK-0787/MK-0791 in complicated U.T.I.

Isolates No. of strains Eradicated Persisted*
S. aureus 1 1 (100%)
S. epidermidis 4 3 ( 75%) 1
E. faecalis 4 3 ( 75%) 1
Enterococcus 1 1 (100%)
E. coli 4 4 (100%)
K. prneumoniae 1 1 (100%
Klebsiella sp. 1 1 (100%)
P. vulgaris 2 0( 0%) 2
E. aerogenes 1 1 (100%)
Enterobacter sp. 2 2 (100%)
Citrobacter sp. 1 1 (100%)
S. marcescens 3 3 (100%)
P. aeruginosa 5 4 ( 80%) 1
Pseudomonas sp. 1 0( 0%) 1
Alcaligenes sp. 1 0 0%) 1
Total 32 25 ( 78%) 7

* Persisted : regardless of bacterial count

Table 5 Strains* appearing after MK-0787/MK-0791
treatment in complicated U.T.I.

Isolates No. of strains
C. albicans 2 (29%)
S.aureus 1 ( 14%)
E. faecalis 1 ( 14%)
E. cloacae 1 ( 14%)
E. agglomerans 1 ( 14%)
GNF-GNR 1 ( 14%)

Total 7 (100%)

* I regardless of bacterial count

O GOT (27—41), GPT (28—49), #EH 21 ©» GOT
(80~48), Ml 18 Ow ey ) — 7 v (£—4+)
T WTFhIBERTHTACHIZER{L LI, 2hb
RCERE Bbh s b opii\ o, KFRECLS
HBTHH LB,
1. # =

BoLD cephem RifAKIOMRECIEXRESD LD
BHBN, 75 ABuEc T B HE DD U B-
lactamase 1z 335 BEHICE L THRL T LTS &
Rz igv, RFNIALR Uiz X 5 ek D penicillin,
cephem RHAME L X EARIC R HILEREYE T
% carbapenem RITAMHE THH MK-0787 &, MK-

0787 DEF A K#HZBEI 53 5 renal dipeptidase D EiREY
BEATHD MK-0791 L OEAHITHSD, MK-0787
% B-lactamase [ZD THEETH b, P.aeruginosa 1T
BUCHE D, 2 DfEKD cephem RPUEHHE
TH -t E. faecalis =L E 2 BT 558y
HoTuW 5,

LBl RN DT - F R 5 8 5 B X T 5 UE
H ozt T, S.aureus, S.epidermidis ©» MIC 80%
13156 pg/ml LIFTH 5, 12, #EEKD cephem FfiE
KIPUT LA LB/ TH - 72 E. faecalis T\~ Tit, &6
BE L EK o Tl CPZ AETFHEN*ETH 8
X /ehy o 1ohy, MK-0787 (3 MIC 80% #: 1.56 pg/ml [f
TEERIHEILZE LT\ 2o EKID E. faecalis \%f
THHENOELE 32 EEAKRUEOFE Y v £
v LD TAH5E, ABPC, NFLX, OFLX ¢ A&
Byl EBEERTHD, BAYo 9867 L AEBETH
%%, ABPC LIJH, AIRETHY MHRE, RERE
EEETDE, ARONEMIERCETIREE VX
5o

PERE. faecalis L LTREINTERLL DDA
E. faecium NEETN Tk Y, ZThMRSHICH LTEHER
HTHDHI ENREICYHEB L2>2H b, Enterococ-
cus D5 HbAEFMMEEDIZ & A &A% E. faecium T, >
FHEETHD EEALYIRE LTV 52, SERS
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Table 6-1 Laboratory findings
Case | BT ol ppc Hb Ht WBC | Plate BUN | s
after ; o| GOT | GPT | Al-Pase G
No. treatment (10*/mm3)| (g/dl) (%) (/mm?®) |(10%/mm?) (mg/dl) | (mg/d)
L | Before | 3% 12.7 36.7 | 6,000 13 10 85.0 | 16.8 | 1.3
After 416 13.0 38.6 | 5,900 19 15 92.0 | 129 | 1.8
, | Before | 34 12.5 37.0 | 3,400 22 23 3.0 | 122 | o7
After 370 12.4 3.0 | 3,700 23 21 3.0 | 133 | og
5 | Before | 332 10.9 32.5 | 6.100 24 2 46| 249 | 1.8
After 319 10.5 32.0 | 5,600 23 19 44| 270 | 20
, | Before | 411 12.8 38.5 | 4,900 27 28 6.1 116 | 03
After 424 13.2 39.5 | 5,800 41 49 7.6 | 12.1 | 08
5 | Before | 285 8.8 2.1 | 3.30 | 12.0 73 9 304.0 | 20.0 | 0.78
After 290 8.9 26.7 | 3,700 | 11.0 45 9 45.0 | 165 | 070
o | Before | 204 9.5 27.9 | 2,600 | 17.4 38 7 271.0 | 241 | 0.9
After 338 11.0 31.7 900 | 18.2 34 8 334.0 | 132 | 0.8
;| Before | 219 9.2 27.6 | 2,200 | 10.7 29 14 1774.0 | 197 | 1.3
After 337 10.9 32.7 | 2,300 | 10.3 31 12 1706.0 | 23.0 | 0.%
g | Before | 443 13.0 39.5 | 7,000 | 15.1 15 8 6.1 | 11.3 | 1.0
After 441 12.9 38.7 | 6,600 | 28.4 16 11 6.1 | 14.8 | 0.9
o | Before | 370 11.6 34.7 | 9,200 | 24.9 48 71 9.8 | 123 | 08
After 451 13.9 41.3 | 6,800 | 34.6 32 a 88 | 17.6 | 08
Lo | Before | 410 13.3 39.4 | 4,600 | 28.0 18 17 5.4 | 120 | 08
After 448 14.4 429 | 5500 | 25.8 20 13 57| 11.3 | 08
;| Before | 308 9.4 20.8 | 6,400 | 54.5 14 9 g2 | 170 | 1.0
After 315 9.8 30.0 | 5,100 | 58.0 14 7 9.8 | 12.0 | 1.0
| | Before [ 405 12.9 39.5 | 4,200 | 45.6 20 22 6.3 | 11.8 | 07
After 396 12.7 38.5 | 4,600 | 45.5 20 15 7.6 | 123 | 07
13 | Before | 398 12.0 35.9 | 7,30 | 45.5 57 56 1.9 | 127 | 08
After 142 13.2 39.9 | 5,100 | 4.7 19 17 100 | 21.4 | 1.3
L | Before | 410 14.4 1.9 | 4,400 29 18 58.0 | 204 | 0.8
After 408 13.3 39.5 | 3,500 25 21 65.0 | 18.8 | 0.8
| | Before [ 305 8.2 218 | 8,000 | 20.3 8 6 68.0 | 17.5 | 0.7
2 | After 306 8.1 247 | 6.900 | 23.8 11 10 75.0 | 15.5 | 0.66
jo | Before | 533 17.2 5.5 | 7.000 | 19.7 20 15 39.0 | 266 | 148
After 511 16.1 48.1 | 7.000 | 34.8 18 25 38.0
;| Before |31 3.7 29.0 | 9,700 | 41.6 18 8 1.8 | 121 | 11
After 358 7.0 21.8 | 8.600 | 33.0 11 6 1.7 | 1228 | 10
1 | Before | 334 10.4 312 | 8300 | 43.2 16 18 58 | 221 | 06
After 354 11.0 33.1 6,200 33.9 16 13 6.4 19.8 0.6
Jg | Before |40 13.3 39.0 | 7,200 21 19 7200 | 17.3 | 1.4
After 444 13.2 39.2 | 5.800 21 15 72.0 | 15.3 | 1.2
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Table 6-2 Laboratory findings
Before or o .
Case RBC Hb Ht WBC | Flate | oo | opr | ALpae| BUN | SCr
No. alter | (10t/mm?) (g/dl) (%) | (/mm®) [(10"'mm’) €1 (mg/dl) | (mg/d)
treatment
Before | 426 15.0 | 45.0 | 7.800 3 33 56 | 182 | 0.9
D1 After | 406 143 | 435 | 7.900 3 30 5 17.8 1.1
Before | 435 13.2 | 416 | 5200 | 29.2 30 12 76 | 25.2 1.3
21 atter | 384 125 | 36.2 | 4400 | 208 48 29 8.0 | 216 | 1.4
Before | 365 123 | 36.8 | 550 | 16.8 18 10 8.5 | 140 | 0.7
21 Afeer | 366 1.7 | 349 | 4600 | 17.9 22 9 78| 130 | 0.8
, | Before | a0 131 | 365 | 6.000 | 17.6 29 17 6.2 | 16.0 1.3
B After | 418 129 | 390 | 5.400 | 20.3 30 21 73] 1900 | 1.0
o | Before | 341 7.9 | 252 | 8.600 | 40.1 13 3 51 153 | 14
After | 345 7.9 | 248 | 9.200 | 61.4 12 3 26 | 19.6 7
o | Before | 315 103 | 31.8 | 3.900 | 20.7 21 9 56 | 19.0 | 0.9
After | 353 0.5 | 32.3 | 3.700 | 20.0 22 8 59| 170 | 1.0
j5 | Before | 354 102 | 313 | 5400 | 25.2 35 19 0.7 | 17.6 1.2
After | 352 103 | 314 | 330 | 270 2 14 11.0 | 18.0 1.3
y | Before | 3% 128 | 399 | 7.700 | 28.7 14 8 1.7 | 221 1.8
After | 363 11.9 | 36.1 | 6.900 | 26.1 12 3 14 | 19.9 1.8
y | Before | 478 4.2 | 427 | 7.90 | 27.9 23 8 187 | 120 | 0.8
After | 478 142 | 428 | 6.700 | 28.6 21 28 21.2 | 9.9 0.7
y | Before | 422 138 | 422 | 5100 | 16.6 36 15 0] 232 1.3
After | 421 135 | 421 | 5500 | 17.8 27 8 23| 2.8 1.2
y | Before | 334 105 | 315 | 6.100 19 17 6.0 | 168 | 0.9
After | 365 1.7 | 342 | 6.100 19 17 70.0 | 16.8 1.09
o | Before | 265 10.0 | 306 | 8.200 | 29.2 19 18 1.1 | 22.9 1.0
After | 376 106 | 32.0 | 4.100 | 26.4 19 19 8.2 | 17.8 1.2

X D5 BE Ut Enterococcus O 5 D E. faecium O 5
PEIBIL 18.4% T, AFICH LT ERL AT
Holee ¥1BE I3, Enterococcus DM AR
KiZ85\ s D ABPC fithk » E. faecium =2 E. avium
RIDMMmEY 3 FIRBR LTH b, EEXRL TV 5
W BAED L I ABRMIT R RS LTV 5 LidE I
WERBRTLBY, UL, &4 E. faecium ' opportu-
nistic pathogen & L CBzpARRfr kiR = TAIAEIE D 5 0,
THEBRE R 80 & hoic LA & OBt b BB S h 5~
ETH5,

77 ABRHEICK LT3 X maltophilia LIz
AIRABER Y LT b, Bk VB - T
“% P.aeruginosa, S.marcescens =%t LT MEI L b
ﬁh’(lﬂf;o

BABRBCE LT3, Flo v 2oy 20BEC LR

& AEEH 1g © 30 7 SREETIRmA T 30
2T MK-0787 (1 36.09+10.05 pg/ml, 3HRIC 3.12
+1.04 pg/ml, EHHX 58 HTHH, RhEIREL 2
B % T 62.39+8.84%, 12 B5R % T 76.14+9.07%,
IRAPRBE 6 BEf D 5 8 B & T T 20.11+12. 82 pg/
ml, 8H§fA 5 10 B¥RIE TTY 4.51+3.66 pg/ml <
HYY, ENEVEXGb¥B L, A%l 1g 1H2E
RETHRAKEBRDR?MFIND LD LEL R B,
RRBUR T, MBERCHT 5B REEHLS X O
Yt T2%, BEBBRILTOY LIEFECRIFLRE TS
D, AEIOTRENOMS #RTHMT, CAZ DEEFKAEK
BLIERRE TH -0 BRICHT 5 HER E#1t
28%, WA 24%, RERBHRIL 52% T, @k CAZ
D 42% WHURFLRATH -2, Zhix UTI &
BREREAD G-3,4 DEIAENETLH -7 to0 & B
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N5, FEBEFF TITEBRETIL T8, BERLET
13 50% DEBRTH-10h, BERLETILELK» D
WD SBHOBRFANEEND, 7T — T ALDHFETIE
WROZ LI O BEH TRIEDERTHLE S, *
nTH 58% DEBRHYRL, »T—TFTLORETLD
MEFENDRCEXRD I -1,

MEFHDRTL, 7 2B IUEEECR L T
P, vulgaris IS ITIZITBIF/ARRETH Y, E.faecalis,
P. aeruginosa 31T OBE Li- DX T, S. marces-
cens (3 3TXTHEK LK,

H - WENEERR 1 AICABYET 2R R,
BARREBRT I 3 Flc— @ O ERESE, 5\
UREY = VOBEMERDICDRT, EELL DT
£h» ‘ﬁ:c

LA E, #I2E0 R B RS E i MK-0787/MK-0791 #{f
BULICHER, FHOBFDE, TeMrimRsh, EFEC
BRLERATHD LEL BRI,

1D

2)

3

4

5)
6)

7

X [y
55 32 [H B R{LEREF L BEX KBS, mix
YvFLy AL, MK-0787/MK-0791, m 1w,
1984
BRLEREFS MIC fNERS: BANBEE -
®E (MIC) RER (FKFDo Chemotherapy 23
i 1~2, 1975
UTI #%E4& (& ABIE#H) : UTI 3]
Z¥ (55 2 o Chemotherapy 28 : 321~341,
1980
UTI %4 (RE KBEK) : UTI L9
X (F 21K #H#&, Chemotherapy 28:135
~1358, 1980
% 32 MARLCEREFLFALLRRE, FX
Y ALY AT, BAYo 9867, M, 1984
EH %, fb:Ampicillin fHEBREO SRR
Ul & FERIRZ o Chemotherapy 32 : 507~510,
1984
RRIEE, fi : EHEERBELREC TS Cefta-
zidime P - BEIKAIMR S, Chemotherapy
31 : 570~582, 1983
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FUNDAMENTAL AND CLINICAL STUDIES
ON IMIPENEM/CILASTATIN SODIUM
IN COMPLICATED URINARY TRACT INFECTIONS
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(Director : prof. H. Oumorr)
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Yasuniro Kartavama
Department of Urology, Tamano City Hospital
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Fundamental and clinical studies on imipenem/cilastatin sodium (MK-0787/MK-0791), a mixture
of new carbapenem antibiotic and renal dipeptidase inhibitor were performed and the following
results were obtained :

Minimum inhibitory concentrations of MK-0787 against 1337 strains (500 gram positive bacterias
and 837 gram negative bacterias) isolated from urinary tract infections were measured and compared
to those of azthreonam (AZT), cefoperazone(CPZ), ceftazidime (CAZ) and ceftizoxime(CZX). In
GPCs, the antibacterial activities of MK-0787 were very strong against S.aureus, S.epidermidis, E.
faecalis and other GPCs but weak against E.faecium. In GNBs, the activities against E.coli, K.
pneumoniae and P.mirabilis were nearly equal to those of other drugs and far superior against E.
cloacae, C. freundii and A. calcoaceticus. Similarly, this drug showed fairly stronger activities against
P.aeruginosa, S.marcescens and other GNBs but showed very weak activity against X. maltophilia.

MK-0787/MK-0791 were administered to 31 cases with complicated urinary tract infections for five
days by drip infusion. Twenty-nine out of all cases were administered MK-0787 0.5 g/MK-0791 0.5 ¢
twice a day and remaining 2 cases administered MK-0787 0.25 g/MK-0791 0.25g three times a day.
We evaluated 29 cases clinically by the criteria of UTI Committee and the overall clinical efficacy rate
was 76% (excellent in 6 cases, moderate in 16 cases and poor in 7 cases). Bacteriologically, 25(78%)
out of 32 strains were eradicated but 7 strains appeared after the treatment.

As for side effects, eruption was observed in only one case and abnormal laboratory findings were
observed in 3 cases, showing transient elevation of GOT, GPT or urobilinogen.



