CHEMOTHERAPY
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1. REREHYE X b 4Bk Ut Staphylococcus aureus, Esherichia coli, Serratia marcescens,
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% MK-0787 3s X U cefoperazone @ MIC »#I%E L, P.mirabilis, P.vulgaris, K.pneumoniae,
P. aeruginosa =¥ cefoperazone & [RZDMBEI%R L7, S. aureus TiX cefoperazone L
5 %RBE, E.coli T1%RE, %1 S.marcescens T3 cefoperazone 12 Uiz %M IcEERCHE
NEF LT,

2. {EERELA 3 2124 Hl 500 mg/500mg % 2 Zicik 30 4 ifikiE, 1481 60 7 siEiEy
fTig\, MK-0787 offirh, RAPEEYRIE Lico MARER 3B b AR TRIC peak 7R L,
30 5 SHEHED 2 BI2%, ThXh 54,95 pg/ml, 51.72 pg/ml, 60 7> ARGHHED 1 HIA% 26. 63 pg/ml
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2885~1090 pg/ml ThHH, 6 R E CTORPEINKIL 82.6%4~76.4% ThH-1,
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Imipenem/Cilastatin sodium (MK-0787/MK-0791)
WAL HTHFLERCEAB IR L AN 32 A RHEH
MK-0787 % X 0% renal dipeptidase [AZ# MK-0791
DOAKTH b, MK-0787 35 X o8 MK-0791 i3 = hZEh
Fig.1, Fig.2 ##&RX*H L5 (Fig 1, Fig.2),

SREbAbMIEFC O TETOEBORTT ¥ 7/
SLibic, BADBMERBERRECERALREL,
TR, BEECOWTRH LD THRET 5,

I. MRELVAZE

1. B

REBEYRAE X b 7l L7 7 BE%E 80 BRic x4 5 MK-
0787 1t 5T cefoperazone (CPZ) D% HAIL
FFIEF SRR - THIE L, BRI MK-
0787 Ti% 108cells/ml ¥ XU 10%cells/ml, CPZ Tk
108 cells/ml DARTH 5,

2. firh, RPBER LORPEIRE

REEBA 3 A ICAFH] 500 mg/500mg %, 24121330

Fig.1 Chemical structure of MK-0787
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Fig. 2 Chemical structure of MK-0791
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Molecular formula: CisHzsN20sSNa
Molecular weight : 380.43
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Fig. 3 Sensitivity distribution of clinical isolates
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Fig. 7 Sensitivity distribution of clinical isolates
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Table 2 MK-0787 concentration in plasma
Bioassy : B. subtilis 12432,
Plasma level (ug/ml)
Case Age Dosage ) 24
No. 0 1/2 1 2 4 6
(hrs)
1 24 500mg/500mg 0 54.95 21.52 7.35 1.00 0.37 0
30min. D.I.
2 22 500mg/500mg 0 51.72 15.15 5.04 1.14 0.34 0
30min. D.I.
3 23 500mg/500mg 0 15.05 26.63 8.79 1.69 0.50 0
1hr.D.IL
Table 3 Pharmacokinetic parameters of MK-0787
Case Dosage Kiz K2 Kel a yes Thi2a Ti2p Vd Cmax AUC
No. ol ey | ey | ) | e | () | o | o | (8) | (us/ml) | (hresg/mD
1 |500mg/500mg | 1.357 2.407 1.872 4.671 0.965 0.15 0.72 9.62 54.95 53.859
30min. D.I.
2 | 500mg/500mg | 1.191 1.273 2.273 4.018 0.721 0.17 0.96 15.24 51.72 45.542
30min. D.I.
3 | 500mg/500mg | 0.026 1.210 1.016 1.324 0.929 0.52 0.75 13.23 25.78 40.695
1hr.DL
Table 4 Urinary excretion of MK-0787
(500mg/500mg 30min. D.I. or 1hr.D.L.)
Case Time after injection (hrs.) 0—6
Dosage .
No. 0 0—2 2—4 4—6 (Cumulative?s)
500mg/500mg Urinary concentration (zg’/ml) 0 2,088 410 598
1 30min. D.I. Urine volume (ml) - 145 115 100 82.0
Urinary excretion (mg) — 303 47 60
500mg/500mg Urinary concentration (uzg 'ml) 0 2.885 311 315
2 30min. D.I. Urine volume (ml) — 110 145 160 82.6
Urinary excretion (mg) — 317 45 50
500mg/500mg Urinary concentration (xg/ml) 0 559 296 1,090
3 1hr.D.I Urine volume (ml) — 410 185 90 76.4
Urinary excretion (mg) — 229 55 93
L1 II. & E5
Ttk Bacillus subtilis ATCC 12432 % 48RE &5 1. HEh

BB 1 A7¥%THY, EEKOIERL 0.05 M MOPS
buffer (pH7.0) #{#fH Lo

3. BRIkt

NRILIB BN RS RGE 20 BT, REEREIIED
EEig R 18 £, BUBEBEL 20 TH Do &
5X8iA# 1 B 500 mg/500 mg ¥ #-% 1000 mg/1000
mg % - & 2 BT 30 S AEHE L. BFBEH
WSAMTH Y, BRDEOHIER UTI ERTMHLE
%:Pﬁz’ [ %

Table1 & MK-0787 7z 500 CPZ D& ME#IEIXE
4% MIC #7% L1z, MK-0787 “Ci. 108 cells/ml #Z#ERs
® MIC 1% S. aureus %P %, 10°%cells/ml #EEERICH
L, 1~2%BES - T\ i, Fig.8, 5, 7 iz MK-0787
7o B O CPZ o 108 cells/ml $2f@F D> MIC BES %
T LTo S. aureus 6 ¥Rz s\ T MK-0787 1348k 0.05
pg/ml UFCHEIEEh, CPZ T L 5 BREER M
IC Th -7 (Tablel), E.coli 25 Brizk\T, MK-
0787 o MIC % 0.10 pg/ml 1= peak &, CPZ 1=
KL 1BEBEER T (Fig.3), MK-0787 L CPZ >
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Table 5-1 Clinical summary of complicated U.T.I. cases treated with MK-0787/MK-0791
Diagnosis UTI Dosage . -
No. | Age | Sex 7| mg/day Bacteriuria* Pyuria* Evalua.t 1on Side
Underlying condition Browp | days (uTr*) effects
CCcC. S. epidermidis 10° #
1 65 M G-2 |1,000X5 Moderate (=)
B.P.H. post-ope (=) H#
CCC. K. pneumoniae 10° +
2 7 | M G-2 |1,000X5 Moderate (=)
B.P.H. post-ope (=) +
cCcC. S. marcescens 108 H#
3 |70 | M G-2 | 1.000%5 Poor (=)
B.P.H. post-ope S. marcescens 103 #
CCC. K. pneumoniae 10° +
4 62 F 1,000X5 Drop-out (=)
Neurogenic bladder (=) -
CcCcC. S. marcescens 10° H
5 57 M G-2 500X5 - Moderate (=)
B.P.H. post-ope S. marcescens <103 H#H
Cc.CcC. S. marcescens 10! H#
6 | 48 | M Lt-papillm‘natosis post-ope | G=4 | 1.000X5 Y.LO. 10° " Poor (=)
Neurogenic bladder
CCcC. S. marcescens 10°
7 79 | M G-2 | 1,000%5 Moderate (=)
B.P.H. post-ope (=) +
C.C.P. E. faecalis 10° #
8 72 | M Prostatic cancer 1,000%5 - Drop-out (=)
Bil. hydronephrosis (=)
CCC. S. marcescens 10° 1t
9 69 | M B.P.H. post-ope G-2 | 1,000X5 " Moderate (=)
Neurogenic bladder =)
CCC. E. coli 108 H#
10 64 M G-2 | 1,000X5 Moderate (=)
B.P.H. post-ope (=) +
C.CC. K. pneumoniae 10° #
1 | 61 | M G-4 |1,000%5 Moderate (=)
Prostatic cancer Y.L.O. 10° +
CCcC. S. marcescens 10° H#
12 169 | M G-2 | 1,000%5 Moderate (=)
B.P.H. post-ope (=) H#
CCcC. P. aeruginosa 10° H#
13 |4 | M Neurogenic bladder G-4 | 1,000x5 (=) " Moderate (=)
Prostatic stones \
CCC. A. anitratus 10° 1+
4|67 | M G-2 | 1,000x5 Moderate (=)
B.P.H. post-ope (=) +
CCC. E. coli 105 H#
15 | 57 | M G-4 | 1,000%5 Moderate (=)
B.P.H. S. epidermidis 10° -
C.CC. K. pneumoniae 10° H
6| 72| M G-2 |1,000%5 Poor (=)
B.P.H. post-ope K. pneumoniae 10° 1

C.C.C. : Chronic complicated cystitis
C.C.P. : Chronic complicated pyelonephritis
B.P.H. : Benign prostatic hyperplasia

* Before treatment

After treatment

** Criteria by the committee of U.T.L
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Table 5-2 Clinical summary of complicated U.T.l. cases treated with MK-0787/MK-0791 (Continued)
Diagnosis uy | Dosase . . | Evaluation Side
No. | Age | Sex mg/day Bacteriuria Pyuria (UTL* £
Underlying condition | 8P | qa0¢ L) effects
C.CC. S. epidermidis } 165 "
17 |8 | M G-6 |1,000%5 | E faccalis Moderate (=)
Bladder tumor post-ope (—) n
C.CC. S. marcescens 108 +
18 | 53 M G-1 1,000X5 Poor (=)
Urethral fistula post-ope S. marcescens 10% -
CCcC. Y.LO. 10° s
19 [ 8 | M 1,000X%5 Drop-out (=)
B.P.H. post-ope Y.L.O. 10* 1t
CCP. S. marcescens 10° H
20 | 57 F Rt-ureteral stone G-3 |1,000%5 Moderate (=)
: . Y.LO. <10° 4
Rt-hydronephrosis

C.CC. : Chronic complicated cystitis ** Criteria by the committee of U.T.L
| C.CP. : Chronic complicated pyelonephritis

L B.P.H. . Benign prostatic hyperplasia

* Before treatment
After treatment

#8B3% Fig.6 R Lic (Fig.6), P.mirabilis 9 ¥k TiX
MK-0787 1% 0.78 pg/ml & MIC @ peak %32, CPZ

Fig.9 Urinary excretion and concentration of MK-
0787 (MK-0787/MK-0791 500 mg/500 mg)

2 ' =] AL — - . .
("%3’012 277} e—eCase 1 (30min.D.1.) _(160) LBERFOHEN LR LI (Fig. o K. preumoniae

[Jo--oCase 2 (30min. D.1.)

7 ¥k, P.vulgaris 6 ¥k, P.aeruginosa 3 $kTiX, MK-
EZa—aCase 3 (1hr.D.1)

0787 11 & H 1w CPZ L i3ERAEoEN xR~ LIc (Ta-
ble 1),
175 2. Ifidr, RAEER X ORFBEIREK

1) mrREEE

3 & b AR T RRIC peak 2R L, 30 4 mEEEHED
2 GRS FRFE R 54.95 pg/ml, 51.72 pg/ml, 60 4) S
150 o 14Ut 26.63 pg/ml THH, 24 BB TIRVTh
LR TE 7ehs » 7 (Table 2, Fig.8), = DREOMAE
FHAILAT 2 & C a-phase 0.15~0.17 hr, B-phase 0.72

2000

1000
~0.96hr THYH, #F Tl a-phase 0.52 hr, f-phase
0.75hr TH -7 (Table3),
2) IRk
IREFBEEIL 30 4 AFEHIED 2 filHS 0 ~ 2 fHliC, ¥
Time (hrs.) tc 60 4 EiEETED 1 fIA 4 ~ 6 BRI peak 2R,
oo TCase T a0 Z Oz 2885~1000 pg/ml THh, 6 FshIF TOR
Case 2 311 ;
(ug/ml)|Cace 3 296 EIR &KL 82.6~T76.4% TH -7 (Tabled, Fig.9),
Cumulati Case 1 70.0 = =
:eac(lxriry Cas§2 72.5 3. ERRevBRGEt
(¢7) |Case 3 56.8 1) FEERZHE

REMABIY Fig. 4 R LA (Fig.4)o S.marcescens
24 BT, MK-0787 1348k 1.56 pg/ml AT CFH
IEZh, 0.78 pg/ml 1= MIC @ peak %5 DITH
L, CPZ 1% 100 pg/ml L\ L ofttEEE»S 13 £k (54.2%)
BDbh, MK-0787 i3 CPZ it Uiz s c@Ehicit
B R L1 (Fig.5), MK-0787 35 X U8 CPZ DREF it

20 fisR 17 23 UTL EECAEL, BROROHE
{87 (Table5), 18¥EEMZ 16 FITiXALR) 12
Bl, ESH4FITHY, BUEBEBRXO1HXEDTH-
Too HEEFITIX 500 mg/500mg FEFIL 1 7l Lasie
S, BEITH-tcht 1000 mg/1000 mg FE5Flik 16 i
R, B%h 12 fl, EEhAGITH -1
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Table 6 Overall clinical efficacy of MK-0787/MK-0791 in complicated UTI
Pyuria Effi
Cleared Decreased Unchanged 1cac'y <‘m
Bacteriuria bacteriuria
Eliminated ] 10 10 (59%)
Decreased 1 1 (6%)
Replaced 1 1 1 3 (18%)
Unchanged 1 2 3 (18%)
Case total
Efficacy on pyuria | 2 (12%) 1(6%) 14 (82%) asel7° 2
Ei]:] Excellent
l_—_—_] Moderat 13 Overall effectiveness rate
oderate 13/17 (76%)
:] Poor(or failed) 4
Table 7 Overall clinical efficacy of MK-0787/MK-0791 classified by type of infection
No. of
Group 0. of percent Excellent | Moderate | Poor Overa.ll
cases of total effectiveness rate
1st group (Catheter indwelt) 1 (6%) 1 0%
2nd group (Post prostatectomy) 10 (58%) 8 2 80%
Single 15 4 group (Upper U.T.L) 1 (6%) 1 100 %
infection
4th group (Lower U.T.IL) 4 (24%) 3 1 75 %
Sub total 16 (94%) 12 4 75%
5th group (Catheter indwelt)
Mlxec.l 6th group (No catheter indwelt) 1 (6%) 1 100 %
infection
Sub total 1 (6%) 1 100 %
Total 17 (100%) 13 4 76 %

Table 8 Bacteriological response to MK-0787/MK-0791 in complicated U.T.L

Isolates No. of strains Eradicated (%) Persisted*

S. epidermidis 2 2 (100)
E. faecalis 1 1 (100)
S. marcescens 8 5 ( 63) 3
K. pneumoniae 3 2 (10) 1
E. coli 2 2 (100)
P. aeruginosa 1 1 (100)
A. anitratus 1 1 (100)

Total 18 14 (78) 4

» Persisted : regardless of bacterial count
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Table 9 Strains* appearing after MK-0787/MK-0791
treatment in complicated U.T.IL

Isolates No. of strains (%)
S. epidermidis 1 (25%)
Y.LO. 3 (75%)

Total 4 (100%)

+ @ regardless of bacterial count

2) BABKHR

UTI ¥ AT U8 M IR B RS E 17 Bl ik
KK R % Table6 1/R$ (Table6), MBEIRIZK L
Tit 10 B (58%) »athit, 1MIAEA, 3 BN EAS
R, 3BNTETH»lco BRI LTXIEHALA 2
(12%), BEL G, TEY 146 TH b, BRE®T 3
BRIDEYRL fehroteo MER, BREZEEE L
REBKDHR 17 gk, H%) 13 §I, EH40T, F
BRIL 76% Th-7Tco

3) UTI #7MEREhE

UTT HE¥ew & 2 BRI ClR BRI BA° 16 §ll, B3
HRROI 1 6ITHD (Table?), BMERYHI DA
BRI 5% THH, ERERRHIO 1 OEEDTH-
o BROBEYHRTRI AT —FAGBD 1 HD 1 filitie
BThotehs, 28T 80%, 4T T5% DHMRY R
L1

9 MEFHEE

FHRERNCIRB L ) 7HE 18 B HHEXh, 0
5b 14 Bk (78%) »BE X hic (Table8),

FERE L S. marcescens 8 ¥ 34k, K. preumoniae
S IR TH 1o BEBHBEL S. epidermidis 1
B Y.L.O. 3 %Dt 4#TH -7 (Table9),

5 ElfeR

IR 20 Blicou TG Lcai kAl X 5 & B
N3 BMEMEIERIL 1 Fld BB - To

FHRSAME DM ELF MR ALY Table10 5
L1z (Table10), FEF 41235 \» T AFBLEH ) v -8R
DB K H 4 (36%—20%, X< 1260/mm3—700/
mm?), FFEEEROBEER (6%—10%, HxT 210/
mmi-350/mm?) HEFBB S, & LIS EKTHIZH B
DFRTUFRLERIL Lico fEH 11 103\ T b 178
ROBE I (2%—6%, #35C 110/mm3—372/mm?)
BRDORAD, THEG L & AH & OBIFIRE X 51
Bbhiz,

1. = =
MK-0787 137 5 A[RtEEE s X007 5 ARRMEEICR L

JATEBRSIEE A= 2 b L&A L, $51C Enterococcus fae-
calis, P.aeruginosa X LChi\ - fiE NI BT HH
AN AR AR TH DY,

bhbh R et LickZ AT, CPZ il
L, S.aureus T5%, E.coli T1%, %1:, S.marces-
cens TXEDD T SCHIEHBENER LI, 512, P
mirabilis, P.vulgaris, K.pneumoniae, P.aecruginosa
Th CPZ LEEDOHMEFBIELHE LT,

BHEPERBBREGIE DR AT & LTHBBIZDOZ = R
L OBWICAFNIECHENYHE L, B SHlitttko %
\» S.marcescens, %7, B HE=H Cephem P2}
DEERT, SEEREL ML T\ 3 E. faecalis 1 BiF it
VEESEEETI L X 09, KEINVEMEN R BRRRIE
HNLTEEALY 2EHITHD LEX B,

MK-0787 13 #iB§ ® B-lactamase izt L TIXEETH
B0, HRBEVWTEL LTCBRMAELED renal di-
peptidase TN, RPEIKLEL &5 # S
$Ho1ze % 2T renal dipeptidase DiERAFASEH L L
T MK-0791 A & iz 2\ T MK-0787 DR epE
WEARRCETS 1:1 O™ADOEALLAEIR SR,
MK-0787/MK-0791 & /¢ » 729,

bivbiud @ B A 381x L T MK-0787/MK-
0791 500 mg/500 mg %, 2 HZITiL 30 & HyGHE, 14
IZ 60 o SR L fT7cy, MK-0787 DIERBYREIZ D
WTRR & T70 - oo MAPIREE T 3 0l & b SR T I
CiREMAPREYR LA, 30 5 LliED 2 gt
X h 54.95 pg/ml, 51.72 pg/ml, 60 43 di&ED 1 £
7 26.63 pg/ml THY, PHEY v KOy A TORKIC
LB ELY R L, —7, M2 bnr9) 7502
ZHEHIE AT, £12 B 12 0.72~0.96 hr Th » =,

IRAIEEEY 30 43 (S TED 2 G125 0 ~ 2 BERTI, 60
7 REEHHED 1 Int 4 ~ 6 BEEIC peak %30, *DfE
I% 2885~1090 pg/ml THbH, 6B F TORPEINE
(X 82.6~T76.4% LRIFTH -1,

LA EDOHEIT I L OB ABIIE D LRI DR, K
FNITCERR RS ARG LS B3R &£ 2, 1BHEM
PEIR B RRYMAE 20 IS AR FI 288 5 Lic, UTI #xic %%
L#c 17 (IOBRRE 76% & RIFICBA TH » 1o M
HEMZIR TEARFIE SIS OB S vt 18 #Edh 14 &
(T82) MERE S h, TShIHEREY BN, R L
TREHA 2 floRT, SELH, TLE 14 flTsh
D, TOMRIBE Y RIF TR o100 5B MBI
(% S.epidermidis 1 £k, Y.L.O. 3 FkDif 4 4T H - Feg
REGWC 31 2 HERPEDEHRIC O LTIV HEN T
WIgAs, RFIO X5 im0, AR A 2 b
e FTHEARER, HERPEORIINL TR I h,
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Table 10 Laboratory findings before and after administration of MK-0787/MK-0791

Sex | Before | RBC Plate WBC distribution (%)
No. H Ht B . _
O | Age | After | (x10% b (x10%) WBC BIE|IN|L|M GOT | GPT | AI'P | BUN | S-Cr
LMy oB 395 |11.8 |34.0 | 39.2 {7,000 | 0| 3|58[30| 9| 27 2 | 125 | 17 | 12
65 | A | 460 |13.8 |41.5 |32.1 | 6,50 0| 3|47|44| 6| 29 24 | 122 | 19 | 11
, | M| B 301 | 9.9 | 29.5 [25.8 |5,400| 0] 1|65[{27| 7| 24 22 | 186 | 17 | 12
77| A | 332 |108 [33.0 |335 [650]|0]| 2|62{30] 6| 27 16 | 207 | 20 | 1.2
s | M| B 341 | 11.4 | 33.0 | 31.8 [11,600 | 1| 2|56|26|15| 43 37 90 | 11 | o7
70| A |37 |11.6 |35.0 |45.4 |8,300](2]| 2|64]|24| 8| 31 31 % | 19 | 08
| F B 340 | 9.7 | 30.5 [32.0 | 3,500 6|46(36|12| 26 13 |15 | 11| 11
62| A | 346 | 9.9 |31.0 |37.8 |3500]1]|10]61]20] 8] 22 10 | 138 | 13 | 09
M| B |39 |135 |380 |27.8 81002 2(52(39] 5| 18 15 | 156 | 16 | 0.9
> 157 A | 420 |135 |41.0 | 195 | 53000 1|62|23[14] 19 13 ] 181 | 13 | 08
6 | M| B 332 |10.3 |31.0 |18.8 | 3,200] 0] 3|54]|21|22| 39 12 80 | 13 | 1.2
48| A | 348 |109 [33.0 | 196 |390]|2]| 5(68{16] 9| 27 12 2 | 13|12
. | M| B 387 |11.5 |36.0 | 26.4 | 7,300| 0| 3|50|40| 7| 42 30 | 137 | 21 | 1.0
79| A 395 |12.0 |36.5 |25.8 | 7,500 0| 3|45|45| 7| 29 19 | 161 | 21 | 12
g | M| B 328 | 106 |33.0 | 26.2 (10,100 0| 1|74]|19] 6] 20 10 | 712 | 13| 10
72| A |35 |108 |33.0 |34 |4700|1]| 1]|57|31]10] 20 18 | 550 7 | 0.9
o | M| B 345 | 11.1 | 34.5 | 26.1 | 4,500 | 0| 6|58]27| 9| 19 1 | e | 2 | 13
69 | A |30 |11.5 |35.0 | 241 |4600|0]| 5[60|23[12] 23 10 | 18 | 21 | 1.2
0| M| B 372 | 12.5 | 37.0 | 235 [4,700| 1| 3|74|19| 3| 21 23 | 110 | 18 | 1.4
64| A | 368 |12.0 |36.5 |23.0 |4700|0]| 3[50[39] 8| 19 21 | 101 | 19 | 1.3
n| M| B 38 | 11.8 | 34.5 | 205 | 5500 |0 2|58[29] 8] 22 9 | 423 | 18 | 12
6l | A | 38 |11.8 | 345 [22.5 |6.200| 0| 6|55|31| 8| 20 10 | 441 | 19 | 11
2| M| B 318 | 10.3 |30.0 |34.9 | 590 0| 1|7%[14] 9] 20 15 | 181 | 17 | 14
69 | A | 348 |11.2 [33.0 |25.7 | 5600|111 3|77]14] 5] 19 18 | 157 | 18 | 1.2
| M| B 433 | 13.8 | 41.0 | 28.3 | 5.600( 2] 1]70|22] 5| 21 25 | 124 | 15 | 08
44 | A | 418 |13.2 | 400 | 26.7 [ 6300|0] 0]l90|10| 2| 23 24 | 113 | 10 | 08
| M| B | 419 | 123|370 |30 |550|1|1/61|33) 4] 9 18 | 188 | 19 | 11
"l 67| A | 417 |12.8 |38.0 |24.8 | 6,300] 0] 2|48]|39|10| 16 19 | 18 | 15 | 05
| M| B 476 | 14.4 | 43.5 | 155 [ 550 0] o|8s|11| 4| 15 g | 150 | 18 | 1.2
“ls7| A | 449 |13.8 [42.0 |18.9 |5.500| 0] 5[30]53]11] 22 17 | 180 | 18 | 1.0
G M| B 356 | 10.7 |33.0 [20.8 | 5,200 | 1| 4|d1|4a3|11] 17 18 | 127 | 18 | 09
12| oA 380 | 11.2 | 34.0 | 28.0 | 5.500] 1] 3|42(40]14] 15 17 | 130 | 17 | 11
g M| B 419 | 13.0 | 39.0 | 24.4 |4,000| 1| 9|35(45|10| 45 39 | 149 | 18 | 1.2
8l | A | 410 |13.3 |38.0 |17.9 | 4.600| 0| 5|55|37| 3| 18 15 | 133 | 19 | 1.4
s | M| B 383 | 12.6 | 38.0 |25.0 |5700| 0| 3]47|46| 4| 12 g | 133 | 10 | 08
53| A | 404 |13.2 | 385 |18.4 |4600| 1| 3[46]42| 8| 11 16 | 131 9 | 0.8
o | M| B 360 | 11.4 | 33.5 | 28.6 |580]|0]| 0{78]14] 9| 15 17 | 148 | 14 | 10
83| A | 363 |11.2 |33.0 | 329 |5400]|0] 3[56[25[15] 12 16 | 132 | 16 | 1.0
w | F| B 286 | 8.5 |27.0 | 36.2 |4,600]0]|10|72]13] 4| 19 37 | 237 | 14 | 07
57| A | 200 | 86 |26.0 |33.9 |57100]|1][11]51]22]{15] 19 23 | 201 | 14 | 06
420~ |13.9~ | 40.5~
M| al s 90~
Normal range 555X10°| 18.1g/dl| 51.5% | 14 5 |2,500~ >30 | >30 | o | 8-20] 05~
)
1| 1.5mg/dl
o | a0~ |12~ |00~ 30x10"| 8,300 LU/L| LU/L| (L mg/d
490X 10| 15.7¢/d1 | 49.0%
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FUNDAMENTAL AND CLINICAL STUDIES OF IMIPENEM/CILASTATIN
SODIUM (MK-0787/MK-0791) ON COMPLICATED
URINARY TRACT INFECTIONS

Suiceru MaTtsumorto, Osamu Sucita, MoToyukt YamasHITA,
and Yukitosui Fujita
Department of Urology (Director : Prof. Y.FUJITA) Kochi Medical School, Nangoku

Imipenem/Cilastatin sodium (MK-0787/MK-0791), a new carbapenem antibiotic, was investigated on
antibacterial activity, absorption and excretion, clinical evaluation and side effects.

The results obtained were as follows :

1) The antibacterial activities of MK-0787 against P.mirabilis, P.vulgaris, K. pneumoniae and
P.aeruginosa were equal to those of CPZ. The antibacterial activities of MK-0787 against S. aureus
and E.coli were slightly superior to CPZ, and against S.marcescens far superior to CPZ.

2) MK-0787/MK-0791 500 mg/500 mg was administered by 30 min. intravenous drip infusion to
two normal volunteers and by 60 min. intravenous drip infusion to one normal volunteer. The
maximum plasma levels of MK-0787 after 30 min. intravenous drip infusion were 54.95 ug/ml and
51.72 pg/ml, and the maximum plasma level of MK-0787 after 60 min. intravenous drip infusion was
26.63 pg/ml. Urinary recovery rates of MK-0787 with in 24 hours were 82.6%-76.4%.

3) 17 cases with complicated urinary tract infections were treated with MK-0787/MK-0791 and
good results were obtained in 13 cases.

4) No side effect was observed except slight increase of eosinocyte and slight decrease of lymphocyte
in one case, and slight increase of eosinocyte in one case.



