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Fig.1 Chemical structure of MK-0787/MK-0791

MK-0787 COOH

S—CH:—CH:—NH—CH=NH-H20

|
HO—C

H H

CHs
Molecular formula: Ci2H17N:04S-H20
Molecular weight © 317.36

MK-0791
H oy NH: H
AN AVAV .
e COOH
0 COONa

Molecuiar fermula i CisH2:N20:SNa
Molecular weight  320.43

REOHFU, BHEMMREN L 15 6, 12N
BEBX S fl, ZHBHETETX2HTH-%. &
HERBRBEOEBEE & LT, BMNES O, &/
VIEAIE 4 6, RIMIRE 3HIT, X O fbEREEE;
B, REBE REEEE FEE rTAZRIMATS
-1 (Table. 1),

BEHEIT, MK-0787/MK-0791(1: 1) 0.25g/0.25g
~0.5g/0.5g ¥ 1 H 2@, AMBETRSEL, #HEH
HX5 B Th 1o Tk, BUEHMUEBIELD 14
oW T, 0.25g/0.25¢g % 1 H 2B AEHET3H
H&& LIt 0.5g/0.5¢ *#1H 2E & sHET3H
B Lo

2. HBE¥IE

HRO¥TE D, UTI EyhifizEde ERRDY i,
BROAETY 8L LT, %% (Excellent), &%)
(Moderate), #%) (Poor) ™ 3 BB 41T THIE L7zo

3. ElfeA

BIFERBIL T, BEBAY R T X TOHMLED
AfFROEEYEIL, B EHikomi— T
B, BIERT oW TR Lico

1. %

I BEHE

MR OBE 35 X OBEHRBsE % Table 1 1273 Lo
B 15 & 17 13, SpEMEEEEROENTSHY,
o 20 Blix 3~ iBHBMEREERET, 05
IOHEBMPE D220 15 B, 1BYEBIAEIES T 460t 5 0l
Thote,

UTT SEh3PAE 34 3 » C FITETTHE T - 1= B
RERIIE 20 Gl SEEH N E S Table 2 127 Uiz,

CHEMOTHERAPY

765

EROUre<, B 13 I (65%), i 74 (35%)
T, BEBREIL 65% Tho1, BREMERICHL
TOBRERIT LTHB L, BRCHTHRFE, LW
k261 10%), & 461 (20%), % 14 i (70%)
THREK 30%, MERTHTHREL, HEIM @5
%), WA 361 (15%), w2 (10%), A% 6
(80%) THBEK 70% Th-To

TRRER NG S B % 272 D7t Table 3 TH5H, B
MERYIEFL 8 HIT, *D5bE IO T —TLHE
BEEGD 6 0, 54 FOTHRBEFESN2HTH -
oo B LBETIAR) 3 0, #:%) 3 I THRIER 50%, 4
BTXB® 10, &2 1 FITHRER 50% THhbh, Bl
BRRIEOE LTRED 46, 4E3h4 fIT ARE 50%
Thotco BEBBIENZ 12 FIT, TD 5> LESFHD
T —TLRBEREG 8, HEel¥0rT —TAIERE
REGIN A BITH »7co HSRETIRAEL 66U, %2 HT
BHEK 75%, 6T HED I, EH1FATHEDER
5% THY, BERPEFE LTXER 9 FI, &%) 35
THEER T5% Thotoo FHIBLESELXEbELS
T—FARBEEGNT 14 GITH-1en, BHE9F, &
S5OITHRERIX 64% Th- 1o

SHEMEBERLDO260 5 b, fEF 15 k1@
0.25g/0.25g # 1 B 2[ET3 HRIESG Lo, FE
i< tcd it 4BE XY 1[E0.5g/0.5g LE L7 6
TH Do HEHI 17 1216 0.25g/0.25g # 1 H 2[ETS5
BE®EGLTWV5%, MESELBRIEFLL, ME
RIHEEALTE Y, EREHETEDE L1,

2. WMEFHYFR

4 EIOERREITRE THEE I MBI 12 & 35 gk,
ST HAFDOMEFRIRE %L Table 4 3L
too 1785 UT-E#R\L, E.faecalis 6 kb 18k, S.epider-
midis 4 ¥k 1 ¥k, Enterococcus sp. 2%kt 14#%, P.
aeruginosa 6 ket 2 ¥k, Candida sp. 4tk 4¥Th
ot THRBUSD L DY, ZAVBEKTIE B B M
Serratia sp. 2 BE&IL LD TXRTHABRBEIN, U L%
BE LMIEEMNBERERL, 1% Thoto, 1o, 1k
BIWME L LTy, E.raecalis 1#k, S.epidermidis 1
¥k, Pseudomonas sp. 1#:¥s LU Candida sp. 2
2 EULSHKTH -1

III. &l & A

AHNZ G-t OB REEOL B % Table 5 (7R L
720 22 flsh & i/ MRER D 1 FRBRE S htco

B - iBEARERICBI LT, FRBREC L2 0nd
Litie\n EBDLRETFID 1 J GERI6) ik b,
FERHRGE3HB L VBB LAAEETH D, BEKRT
BRI Lo RIERNS, AFE S s gt v



766 CHEMOTHERAP
. . . o Y NOV. 1985
- T
Table 1-1 Clinical summary of U.T.I. cases treated with MK-0787, MK-0791
Ca Diagnosis UTI Treatment Bacteriuria® Evaluation®* [
Sée AU .
. |Age|Sex Catheter Dose | Dura- |Pyuria® Side
No. Underlying condition group (gx day) | éla(:n: X Species Count| UTL Dr. | effect
for - S. s —
CCP. En e;obaf[ez sp 10
_ + o ) E. faecalis <10°
1[(39(|F (Ureteral) G-510.50.5x2| 35 I Candida sp. <100 Moderate|Good
Ut
erus cancer — | Candida sp. <10°
cec . P. aCJ?cginosa 10°
Candida sp. <10°
2132 |M - G-6 |0.50.5x2| 5 s - Poor Poor
. . aeruginosa 10¢
Jrethral fistul 4+
Urethral fistula Candida sp.
CCP. 4+ |Paeruginosa 10°
3177 M - G-6 [0.5.0.5x2| 5 E. faecalis Moderate|Good -
Bladder tumor — | E faecalis <10°
ccce. Serralia $p. .
s lm + e # | E. faecalis 10 P Fairy
R BPH (cystostomy ) MRt ? L Candida sp. oor good -
o # | Candida sp. 108
cCcC. N Serratia sp. 10°
+ -
5(8 M (Urethra) | €78 [0:30:5%2| 5 Enterobacter sp. Moderate|Good -
Bladder tumor rethra H# -
CccCcC + | E. faecalis 106
6|76 |F G-1{0.5/0.5x2| 5 Moderate |Good Diarrhea
Bladder tumor (Urethral) + | Candida sp. 10
CCC. + |S. epidermidis 10*
7163 M - G-410.50.5<2| 5 Moderate |Good
Urethral stracture + -
) CCP. o+ o # | P.aeruginosa 10°
8 |65|F (U_rmal_’y ) G-110.50.5x2| 5 Poor Good
Bladder tumor diversion + | P. aeruginosa 10°
CcCC + + | P.aeruginosa 108
9179 | M : G-110.50.5x2| 5 Moderate |Good -
Prostatic Cancer | (Ureteral) & -
CCC. + # | Candida sp. 10*
1072 F . G-110.50.5x2| 5 Poor Unknown| —
Neurogenic bladder | (Ureteral) +# | Candida sp. 10°
P. acruginosa
CCP. + | E. faecalis 10°
11 [63|M - G-61{0.505>2 5 Candida sp. Moderate | Fair -
Bladder tumor | Pseudomonas sp) <103
Ureterocutaneostomy N Candida sp.
CCP. ] P. aeruginosa 10°
+ Pseudomonas <D,
12 |68 | F | Bladder tumor lGslos035c2 3 Moderate|Good | ~
rt-Hydronephrosis (Renal) N B
rt-Nephrostomy - —
CCC. N E. coli 107
13161 | M w +h " G-3 | 0.250.25x2 3 Enterococcus sp.| 107 | Poor Poor -
Prostatic Cancer Urethra 4 5 4
+ | Enterococcus sp.| 10 I
CcCC + | S epidermidis 10 _
4|47 | M - G-4 | 0.250.25x2 5 Poor Poor
Bladder tumor S. epidermidis 10° I
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Table 1-2
T Diagnosis UTI Treatment Bacteriuria® Evaluation™* Sid
.T.L ide
Case Age|Sex Catheter Dose | Dura- |Pyuria® ]
No. Underlying condition group| , tion Species Count| U.T.L Dr. effect
(gx/day) |(days)
ASP. 0.55025%2| 3 + |E. coli 10°
15(69|F ~ - B 0.505x2 3 ~ Excellent| —
| CCC. + | M. morganii 10°
16 |64 | M - G-6 [0.250.25%x2| 5 Enterococcus sp. | 10* | Moderate | Good -
B.PH. - _
T ASP. + |E coli 10°
17 |60 | M - B |0.250.25x2| 5 Excellent -
CCC. + | S. aureus 10*
18 |74 | M| Prostatic Cancer (Urethral) G-1]0.50.5x2| 5 ‘ S. epiden?u'a’is 10® | Poor Poor -
Urethrophyma E. faecalis
cCC . M. morganii 108
.CC. " + . i
1978 | M |63 0505x%x2| 5 S. epidermidis Moderate | Good -
(Urethral)
B.P.H. _ _
E. lis 10
CCC. " " fafzca h. .
20070 |M G-5[0.50.5x2| 5 S. epidermidis Moderate |Excelleat| — —
(Urethral)
BPH N _
~ Klebsiella sp. 4
CCC. + + ebsiella sp. 10
2179 | M G-5{0.50.5x2| 5 S. aureus Moderate | Good -
Bladd (Urethral) -
adder tumor + | Candida sp. <10®
CCC + ) + | Pseudomonas sp,| 10°
22160 | M G-1{0.5/0.5x2| 5 Moderate | Excellent -
Bladder tumor (Urethral) + -

* Before treatment

After treatment Dr

** UTI : Criteria by the

. Dr's evaluation

committee of UTI

Table 2 Overall clinical efficacy of MK-0787/MK-0791 in complicated U.T.I.

0.5/0.5g~1/1g/day, 5 days treatment

Bacteriuria Pyuria Cleared Decreased Unchanged g;fci:;zr;n
Eliminated 1 2 7 9 (45%)

Decreased 2 1 3 (15%)

Replaced 1 1 2 (10%)

Unchanged 1 5 6 (30%)

Efficacy on pyuria 2 (10%) 4 (20%) 14 (70%) | Case total 20
@ Excellent 0

D Moderate 13 Overall effectiveness rate

l: Poor(or Failed)

13/20 (65%)
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Table 3 Overall clinical efficacy of MK-0787/MK-0791 classified by tvpe of infection
Overall
No. of [Percent
Group cases <of total) Excellent | Moderate | Poor | effectiveness
rate
1st group (Catheter indwelt) 6 ( 30%) 3 3 5093
2nd group (Post prostatectomy) ( %) !
.Smgle. 3rd group  Upper U.T.L) (%) ‘
infection
4th group (Lower U.T.L) 2 { 10%) 1 1 50,
Sub total 8 ( 4075) | 4 507
5th group (Catheter indwelt) 8 ( 40%) 6 2 75
Mixed -
. Ne, 6th group «No catheter indwelt) 4 (20%) 3 1 757
infection
Sub total 12 ( 60%) 9 3 7
Total 20 (1007,) 13 7o 657

BBEEIC R LTI > T h, UWFhoRIfEfizED b
DITHIEEETH - oo
Iv. # 3

JI4E, penicillin #|, cephem H|7z & @ B-lactam %
ViEFNL, TOHENOBI LEIFAODI80h,
RSV THEICERIhTWS, LL, —A TR
I b DIEFNC T 2R TEEPR 7 BB DB A EE & 7
S TELM, T X5/ S-lactam FRPUEFICK T 5
PED BT, BMEELE TS B-lactamase [T X B P DAk
EoxEHDEIRTWBY, ThbD B-lactamase |
TETHOBEEEYETHLO0L LTHEI WD
2% MK-0787 TH %, MK-0787 (3, #¢3K oD penicillin
5k, cepharosporin FRIUAEHK| L X EAMTILEREDO R
BBNNARFLARYUERT, RRBACHE AN+ 5
LAEHRWCHENEAL, Aido X5 eEfs LT w
%o LML, MK-0787 (3% o dehydropeptidase (2% 5
CHMINDREAXE TS, ShEfidcdichiEdh
72% DAY, dehydropeptidase % ;BRfYH-D AT BH
#=42 MK-0791 T2, MK-0787/MK-0791 /3 MK-
0787 L MK-0791 * 1 &t 1icf& LB FITH D,
GEohioduid, WK 2EBHEIE O 1@ BT HEME R R Ry
IE 20 (3 & OVG M BAMEME IR ER TG HE 2 Bl A H 2 4% 5-
LT, TORBEKIBERE Uteo St Hofid: IR B Ak Yusic
i, RO 20 EENBIPVA, WThLEY
TH o Too 1 SHBMMRERYAE T, B% 13 6,
Wh7 TR ATERSRIL 65% Thotoo = ORHKIT
HHHRD AT I\ TIT s - T BN IR B R iE W 5t
T HH L B-lactam RbiEF| OBRKRIIBRFT T, CAZ
HEBRKDRE,BERL T 62%?, CPM Ti3 50%%, TA-

058 Tl 66.7%, SBT/CPZ T3 45.57%" THoh0
EHBELT, BEOHENSDTHoTco —BITHT -7
LRBEGS, BERIMEA TR, FEEEiYE
T ENENEIRTWEY 23, SEOEKERTIL
7= 7 AVIBES 14 BIOERIR 64%, & A RRMEH
12 SIOFHR 75% &L BIFILRERABORE, i,
BEARMBIEN 12 o5 b8 flix, 75 »atkRELy
7 ABUBREOEAAEHLETH Y, BEREENFESL
T, REFAERENBOhT 213, FF0LKOE
REAITREI DD EE LD, RRTHTHHRRL
30% E{EMoteAt, MERCH LTI, HHE0% L
BT,

M09 35 Bkeh 25 BRASIH & L, H&RQ
1% THh-too Zhik Candidasp. 5y GURKT
HY, Candida sp. B\ EEERT 83% Tho
7o MK-0787 DAEFLHE AR 2 b 7 40 SEOH
KB < Boh TR Y, Y E.faecalis, Servatia
sp., P. aeruginosa =3\~ Td BIFcfERABONR LS
i3, EBICET 5, BIfFATIX, B - hENERCS
VTR L e b its, L L, REMIEHRS
T B BEIE S 5 L TR R AT e > T 0, VT
Mz X5 L o HERETH - 1o BKKEMISY
T, A O H b © THIHEREE O TTHEME L B St
%, &+ BUN, creatinine fEOAE i LRIZAD
highote,

LIk X b, MK-0787/MK-0791 i [} MASHuE, #5icid
PEBIMERE R B TSR IS X LT, SHE MR
HBrEHTHB EEL LN,
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Table 4 Bacteriological response to MK-0787/MK-0791
in complicated UTI
Isolate No. of strains Eradicated Persisted*
S. aureus 2 2
S. epidermidis 4 3 1
E. faecalis 6 5 1
Enterococcits sp. 2 1 1
E. coli 1 1
Klebsiella sp. 1 1
M. morganii 2 2
Serratia sp. 2 2
Enterobacter sp. 2 2
P. aeruginosa 6 4 2
Pseudomonas sp. 2 2
Candida sp. 5 5
Total 35 25 10
* Regardless of bacterial count
Table 5 Laboratory data hefore and after administration of MK-0787 'MK-0791
RBC Hb Ht WBC Platelet Al-P BUN S Cr
o , | S-GOT S-GP .

iﬂS\. (X10%/ mm*) (g/dl) (%) ( ‘mm?* (#10* mm® GOT GPT ST ‘ mg dl tmg ‘dl)
No.

B|A|B ]| A B A B A B A B A B A B . A" B A B A
1 {290 | 250 (10.3| 8.8]30.2|26.1 7.6114.21 19 14 7 4 1.7% 14733 12 0.31]0.5
2 | 420 | 439 [11.7(12.2(34.8|37.0 5,300( 5,300 22.8|26.2| 15 18 8 13 1.6* 31 20 0.8 0.8
3 12731337 | 7.6] 9.5{22.3|28.7 9.700{ 7,500/ 39.6 [ 22.9| 12 17 5 5 3.2 22 25 {19 1.3 0.8
4 1395 | 363 (11.1]/10.4|34.2|31.41 5,600| 4,000{32.5{27.0| 10 19 5 5 1.2* 211 12 1.0 | 0.3
5> | 350 | 342 [10.9{10.7|32.9|32.0| 4.,400| 5,200 16 14 5 4 270 27012 13 1.0 1 0.3
6 | 3481322 | 9.9] 9.5(30.7[28.7 | 6,000 6,700|24.6/29.5| 10 16 13 7 | 56 44 14 15 1.211.0
7 1505|464 |15.0]14.1|44.5[40.4 | 6,800| 6,700/ 18.5115.5| 18 20 22 26 | 63 48 15} gli 0.710.9
8 | 368 | 375 [10.9[11.2(33.9(34.0 4.400| 2,900/ 25.7|21.9 3 14 17 3|53 50 i_’l ;19 0.7 10.7
9 | 443|459 |12.7(13.237.5|39.6{10,900/10,000{ 18.3|19.5| 26 | 31 15 17 | 67 68 13 ?’13 1.1 {09
10 | 396 | 364 {12.3]11.1/35.8|33.0 4,400] 4,100{19.9[15.0| 18 14 10 9 |38 H ik 9 0.810.8
11 | 418 | 400 |12.6|12.0{40.0 |40.0(15,900{14,900 21 20 22 21 3.6°0 3.4%3 30 2.211.2
121270 | 281 | 8.2| 8.7(24.3[25.2] 6.000] 4.700|23.1{47.9| 12 14 8 4 1.5 143 8 0.71 008
13 | 243 | 223 | 8.8| 8.6(25.6[23.7] 6,900| 4,100/ 26.0]20.3| 14 18 12 10 143 1139 |11.1]16.7] 0.9 | 0.3
141396 | 395 |12.4(12.2(36.036.5] 8.500| 6,400/ 39.4 [35.6| 11 12 18 14 1239 (163 |11.7114.5] 0.8 | 0.9

Em—

i 381 | 348 [11.8]11.1(35.7|31.915.400| 5,500| 14.6 | 31.4| 39 27 25 26 (200 81 1 11.3] 7.4/ 0.8 0.5
16 | 414 | 425 [12.8(13.2]37.8(38.8| 8.900] 6,600(41.1| 6.9] 12 | 15 | 36 | 21 |25 |44 12.3|10.1] 1.0 | v s
171459 | 445 [13.8(13.2|41.4 |39.4 [14,100| 5,400| 25.5 27120 | 22 | 24 |121 1% 12,831 9.0f{ 1.1 0.9
18 1408 | 406 [12.4]12.5 37.5137.4| 6.800| 7,600 27.7 [25.0| 17 14 16 7 | 47 EEO 21 23 0.911.9

= cop | 1o IS -
19 504 | 526 |15.1 15.8(44.7|45.6| 6.000 5,700{ 11.4 [11.1| 15 20 16 9 | 4 LY 18 1.01.
20 | 440 | 503 13.4114.9(38.7 |44.5 | 8.300| 5,400 26.3| 13 20 13 24 | 25 45 32 13 0.80.8
2\1 391 | 389 [11.8]11.5|35.3|34.6 6.300{ 8,000/ 17.3 [18.3| 17 24 15 22 | 4 9 119 13 1.211.1
2\3 315 | 435 [12.3]13.6/36.3|40.8] 7.100] 6.900| 17.4 [ 24.0| 20 16 16 10 | 51 50 |14 16 1.0} 0.9
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CLINICAL STUDY OF IMIPENEM/CILASTATIN SODIUM
IN URINARY TRACT INFECTIONS

Hirokazu Goto, Suoicui Onopera, Koicur KisHimoto
Hiroo Suzuki, Hirosur Kivora and Tovouer Macuipa

Department of Urology, The Jikei Univensity, School of Medicine

KenicHr Sarro
Department of Urology, National Okura Hospital

Masataka Uepa

Department of Urology, National Nishisaitama Central Hospital

The clinical effects of imipenem/cilastatin sodium (MK-0787/MK-0791), a carbapenem antibiotic
in combination with the renal dehydropeptidase inhibitor cilastatin sodium, were studied in 22 patients
with urinary tract infections.

Imipenem/Cilastatin sodium was administered at a dose of 0.25g/0.25g or 0.5g/0.5g by a drip in-
fusion twice a day for 5 days. Clinical effectiveness of imipenem/cilastatin sodium was moderate
in 13 patients and poor in 7 patients with chronic complicated urinary tract infections. Thus, the
overall efficacy rating in chronic complicated urinary tract infections was 65%.

Bacteriological effects were as follows : 5 of 6 strains of E. faecalis, 3 of 4 strains of S. epidermidis,
1 of 2 strains of Enterococcus sp. and 4 of 6 strains of P.aeruginosa were eradicated, and other
organisms except for Candida were all eradicated. Bacteriological efficacy was evaluated to be 1%.

During treatment with imipenem/cilastatin sodium, diarrhea developed in a patient, but it improved
after cessation of therapy. And thrombocytopenia and leucopenia were observed in a patient,
respectively.



