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Es A A E Imipenem/Cilastatin sodium (MK-0787/MK-0791) o
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Imipenem/Cilastatin soditm (MK-0787/MK-0791) @t + BjXZARIR~ DT & 51 GloBMHE
MMERBERPIE & 1 AIOBMEIBH LY M EITIRRAE X AT L

1) BIZIRBEA~DOBAT : AF|% 500 mg/500 mg # 5 1 Btk O RIZIRKNIBEIXFY 0. 22 pg/
ml (n=5) T, MFPLDOHIX 1.6% TH-1o

2) FEIRARE - B MM R RRAEICIE 1 B 500 mg/500 mg~1, 500 mg/1, 500 mg (41 ~%
3) TRBUNGE BEKRS Lico UTI EZFHMEAELE CEHE LBAFIL 37 T, Z05H 284K
B CEZTH, BEh 21 ) T, AHK 76% %18, UTLicxT5 50 GIOEREHETIE, &
B L DOFEA 38 BT, BRI T6% Th-ico MERFI T, BHERAFH 80%, HERERLE
T8% TKRKENWERZIh ot MBEFHIZHEIZ 31 18 94 KD d> b, 80 HEEL, BEXR 85%
/i, BRENS - 1-EREIL S.epidermidis, S.faecium, P.aeruginosa © 3EET, fho 28 B
B 100% Flol B hIGEVWRIRYED L, #E%EREE, GPC & Candida %< 5t 23
BEBE Lic, 10l BRI ZEN Y X,

3) K&t BEMEERAIT 1M (655, &) TBED SR, ERE, BHT, Z0fTiE
Ehik Ulc, FIEE 1 RBLUACERCHE Lic RBEE, 2%). BHRIETIE, S-GOT LA
A O 1G] (BRBEE, 2%) H-7oh’, FikEk 1 BTERCE L,

4 ¥ L : MK-0787/MK-0791 i3, in vitro OFREXRE LT, 3 EA Y OHBCHRHE
ElEXRL, hick D MEHIERR O S\ G MM RS RIECEN BRI E B, Kok
CABETEC LA, REMCEREOB HEHTHS LEL bRl '

Imipenem(MK—O787)/Cilastatin sodium(MK-0791) MERECFE#E T 5 renal dipeptidase v &, TH# 2 h
R, EEXEA 1 7 HHFEFC ST, BRIRLFL PLERBETILDRE, BEEhbDTHE, Th
\ carbapenem RHAEMHE THBo AHF X imipenem  FhoOMERIR Fig IRE i, & 05 LHEEREY b
¢ cilastatin % 1: 1 CRA L b D TH B, HEE ©> imipenem ¥, FHHEOWVFh OHEFIC & EL LA
%%+ 4 oz imipenem T b, cilastatin (X HEE Wwa=— s BEREL-TRD, 20BRY, %D
BERS v, Shid imipenem NEBREFEXOE  HEHMCHAVCECHEAS, L7 4L, BORED
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Fig.1 Chemical structure of MK-0787
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Chemical structure of MK-0791

H oy NH: H
A NMS%
]( = COOH
0 C0ONa

Molecular formula: CiéH2sN20sSNa
Molecular weight : 380.43

BBEvbhTns (Fig 1),
Ebhbhiz, BEALI/7EE (B) LEBRER (&)
CXoTHEAIRLERAYA VT FIIBRE~DBE
BAYRAIT Lico BRI BEEMERBEREED A
Bt L, AP EAARC L TREY T oo B
TEDORBTOWTRET 5,
I. R & FE

1 RIZBRBR~NOBREBT

BRI IR K D BRI H 5 BE 5 KT imipenem/
cilastatin (500 mg/500 mg) % 15 4TS E L=
2, IMIEERIZIRIEE R~ » +— I X hEREL T
BEYAE L, BEMNEHEL HBeEXEDIZ 0.05
M MOPS buffer (pH7.0) i THR LI, BEHE L
T B.subtilis ATCC 12432 % F\ /- bioassay iz X »
oo PETRADWEE 0.005 pg/ml TH %,

2. BeEREOME o

1) ®%: EORITAT 52 BITH B, EHR,
Bk Tablel TRLACERDT, BHHKI7IHITH
o 70 BENEOTMER 28 FITLED 54% % &5

Table 1 Back_ground ‘of the patients treated with
MK-0787/MK-0791

. Sex
Age (y.0.) | Patients (%)
Male Female

~29 1(2) 1 0
30~39 4(8) 1 3
40~49 2(4) 1 1
50~59 4 (8) 3 1
60~69 13 (25) 7 6
70~79 17 (33) 13 4
80~90 11 (21) 10 1
Total 52 36 16

Max. Age : 87, Min. Age : 19

Table 2 Administration of MK-0787/MK-0791 daily dose

Daily dose
(gXtime/day)

0.25X 2

0.5 X1

0.5 X2

0.5 X3
0.25X2—-0.5 X 2-
0.5 X2-0.25X 2

Total 52

Route No. of cases(%)

w
~N O o
-

LV.D.

—_N
~ e~~~ o~ o~
N N

s e

Too X REBITBMEEHENE RIS RRYE 51 &t BRY
fE (BMERIEAL) 1HIDE 52 flThb,

2) wER, BEBAH #5FE% (Table2): 10H
£ 8% imipenem & LT/ L1z, 500 mg~1,500 mg %
21 ~5r3THEZI, B5EBHL UTI EipFrmzEREr
BHILDEMDOD, 5B RTHD, &
Fri & TAREHE (. V.D.) & Lot HEEM
iz imipenem & cilastatin ¥4 & 100ml TRAL,
SREEE 4T E LTAGE 15~60 HhidTH

Bl

Table 3  Diffusion into human prostatic fluids of MK-0787/MK-0791
.(500mg/500mg 1.V.D. 15min) after lhr

Case Plasma (ug/mil) PF (pg/ml) PF/Plasma (%)
1 10.08 0.46 0.046 (4.6)
2 18.84 0.12 0.006 (0.6)
3 | 16.28 0.04 - 0.002 (0.2)
4 L 13.89 0.14 - 0.010 (1.0)
5 8.87 0.36 0.041 (4.1)
" Average 13.59 0.22 ©0.016 (1.6)

PF ! Prostatic fluid Lowest assay limit : 0.0054g/ml
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Table 5 Overall clinical efficacy of MK-0787/MK-0791 in complicated UTI

i Effi
S Pyuria Cleared Decreased Unchanged 1cac.y ?n
Bacteriuria bacteriuria
Decreased 0 0 1 1 ( 3%)
Replaced 2 1 3 6 (16%)
Unchanged 1 0 5 6 (16%)
Efficacy on Pyuria 10 (27%) 6 (16%) 21 (57%) Cas:;"tal
\E} Excellent 7 (19%) Overall effectiveness
rate
0,
:l Moderate 21 (57/7) 28/37 (76%)
Poor
0,
(or Failed) 9 (24%)

Table 6 Overall clinical efficacy of MK-0787/MK-0791 classified by type of infection

Group No. of (Percent Excellent | Moderate Poor Overa.ll
cases \of total effectiveness rate
Ist group (Catheter indwelt) 7 (19%) 1 4 2 71%
2nd group (Post prostatectomy)
Single
"8 13rd group (Upper UTI) 4 (11%) 2 1 1 75%
infection
4th group (Lower UTI) 4 (11%) 1 3 100%
Sub total 15 ( 41%) 4 8 3 80%
5th group (Catheter indwelt) 16 ( 43%) 2 10 4 75%
Mixed
. . .. |6th group (No catheter indwelt) 6 ( 16%) 1 3 2 67%
infection
Sub total 22 ( 60%) 3 13 6 73%
Total 37 (100%) 7 21 9 76%

3) BHEHUE : UTI BHIMEEVCARKT H0ILE
N X D HRHE LTI o Fo THRE X BHE XL
RDWTAT R » T

II. &% i

L WIS~ DRERT (Table3)

MR 8.87~18.84 pg/ml TEH (n=5) i
13.59 pg/ml T - foo BISLIGH T OULEERFL 0. 04~
0.46 pg/ml TFH (n=5) 1% 0.22 pg/ml TH 7, Il
FRE L MR EE & O H oL 0.016 L7g b, I
TRED 1.6% MELBEA~BT LT\ BREELRL

o

2. EEIK

1) BB RIEREYSE (Table4)

UTI FEZFHMEIET AT LB 37 GIT, Zhnbd
BB LB 14 FITH T Lichi» T 37 Gz D
FEEET X D BRFHE A TR o oo & DEEEED BB Lie
Blx & TAE 51 Pl EREHEDHE L L,

UTI FEhEHMERET X DA Table5 R L
foo 37 Gldh, E# 76, B 21 FIT, HRHLLEA 28
Pleich, BEEREL 76% Thotleo xDIFETRD
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Table 7 Bacteriological response to MK-0787/MK-0791 in' complicated UTI

Isolates No. of strains Eradicated (%) | Persisted (%)
S. aureus 2 2 (100%) i
S. epidermidis 3 1 ( 33%) 2
S. warneri 1 1 (100%)
2| S agalactiae 1 1 (100%)
E | E. faccalis 11 8 (73%) 3
O | S. faecium 2 0 ( 0%) 2
Enterococcuts 4 3 (75%) 1
Lactobacillus sp. 1 1 (100%)
Sub total 25 17 ( 68%) 8(32%)
E. coli 12 12 (100%)
C. diversus 1 1 (100%)
C. freundii 6 6 (100%)
E. aerogenes 4 4 (100%)
E. agglomerans 1 1 (100%)
E. cloacae 1 1 (100%)
K. pneumoniae 3 3 (100%)
M. morganii 5 5 (100%)
P. mirabilis 2 2 (100%)
P. rettgeri 2 2 (100%)
P. vulgaris 2 2 (100%)
| S, marcescens 9 8 ( 89%) 1
\é Serratia sp. 1 1 (100%)
C | F. odoratum 1 1 (100%5)
P. aeruginosa 9 4 (44%) 5
P. diminuta 1 1 (100%5)
P. maltophilia 2 2 (100%
P. putida 1 1 (100%)
Pseudomonas sp. 1 1 (100%)
A. anitratus 1 1 (100%)
A. faecalis 1 1 (100%)
A. odrans 1 1 (100%)
Alcaligenes sp. 2 2 (100%)
Sub total 69 63 ( 91%) 6( 9%)
Gram(+)+Gram(—) 94 80 ( 85%) 14(15%)
C. albicans 2 0 2
% Candida sp. 1 1
= Sub total 3 1 2
Total 97 81 16
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Table 8 Relation between MIC and bacteriological respose in MK-0787/MK-0791 treatment
Isolates <0.1] 0.2 | 0.39 [ 0.78 | 1.56 | 3.13 | 6.25 |<12.5| NOL | Total
S. aureus 1/1 1/1 2/2
S. epidermidis 171 0/2 | 1/3
S. warneri 1/1 1/1
" S. agalactiac 1/1 1/1
£ | E. faecalis 1/1 | 3/5 1/1 3/4 8/11
5 S. faecium 0/1 | 0/1 | 0/2
Enterococcus 3/4 | 3/4
Lactobacillus sp. 1/1 1/1
Sub total 1/1 1/1 | 4/6 1/1 0/1 9/14 | 17/25
E. coli 4/4 8/8 |12/12
C. diversus 1/1 1/1
C. freundii 2/2 3/3 1/1 6/6
E. aerogenes 1/1 | 2/2 1/1 | 4/4
E. agglomerans 1/1 1/1
E. cloacae 1/1 1/1
K. pnewmoniae 3/3 3/3
M. morganii 1/1 | 1/1 2/2 1/1 | 5/5
P. mirabilis 1/1 1/1 2/2
P. retigeri 1/1 1/1 2/2
P. vulgaris 11 1/1 | 2/2
T | S marcescens 1/2 | 2/2 3/3 2/2 | 8/9
\g Serratia sp. /1 | 1/1
© | F. odoratum 1/1 1/1
P. aeruginosa 0/1 | 1/2 1/1 2/5 | 4/9
P. diminuta 1/1 1/1
P. maltophilia 2/2 2/2
P. putida 1/1 1/1
Pseudomonas sp. 1/1 1/1
A. anitratus 1/1 1/1
A. faecalis 1/1 1/1
A. odrans 1/1 1/1
Alcaligenes sp. 1/1 1/1 | 2/2
Sub total 8/8 | 9/9 | 6/6 | 5/7 | 5/6 | 88 | 1/1 21/24 | 63/69
Total 10/10| 9/9 6/6 6/8 | 9/12 | 9/9 1/1 0/1 |30/38 | 80/94
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ERRCHTDRRITEFE 10 Fl, B 6 flTEHR
X 43% THhHD, MERCHTHIHRITMBE 24 B, W
P16, BXR6B, TE6MT, BAULEDOEHRIT
68%, WXRE TR EDD L 84% ThoTo

Table 6 IIRBHHOHEXRLILDOTH S, B
BRRAOIL 15 FITHRARRIE 80% DE B RTH-
Too BEEREONT 22 FIC, AKX 73% T, WE
TR LA EERRDID o1z, BADEFTHRS L G-3,
G-4 OH 7 — T NVIEBBOBMBERPEN Th Lh 75
%, 100% DB TH 1o BHREHD G-6 TIZ67%
LRRBRRIMET Lico » 7 —F L ZBEBED G-1,G-5
TRERLH T1%, 75% LU LAHBEREFEOER
ROBEMERPOThEY EE - e,

Table 7 IZMIEFHHEXR LIS DTHSD, /54
BB 825k, 7 7 AMaMEE 23 BME 69 #k & Can-
dida 3 BRODET 97 BrAOVRRATIC O BE S hico AT HR
L 7T NGB 25 Bk 17 B, 68% AE%K Lico
7 7 AEYEBE T 69 BReb 63 B, 91% MHAL, /7
LABHEE 7 7 AAHEO AR T 94 B 80 £, 85
% MNHERLI, 75 ABHED BB OVWTARS
&, E.faecalis /3 11 #keh 8 ¥k, 73%, S.aureus?2 ¥
WTFh b %k Lico L L S faecium 2 B Th 5
Flico 77 a3, E coli 12 #, C.freundii 6
¥k, E. aerogenes 4 ¥k, E.cloacae 1 ¥k, K. pneumoniae
3 ¥k, M. morganii 5 ¥k, P. vlugaris, P. retigeri,
Alkaligenes sp. Th Fh 2 it & THBRE I iz,
S. marcescens 1Y 9 ¥k 8 ¥k, 89% MLk Lt P.

Table 9 Strains* appearing after MK-0787/MK-0791
treatment in complicated UTI

Isolates No. of strains (%)
S. aureus 3 (13%)
S. epidermidis 3 (13%)
Staphylococcus sp. 1( 4%)
S. faecium 1( 4%)
Enlerococcus 1( 4%)
G.P.C. 1( 4%)
Corynebacterium 1( 4%)
E. coli 1( 4%)
P. mirabilis 1( 4%)
C. albicans 3 (13%)
Candida sp. 5 ( 22%)
Y.L.O. 2 ( 9%)

Total 23 (100%)

* Regardless of bacterial count

aeruginosa [TIXRLHRME D Bk 4 ¥, 4% OB
BRTH 10 XOMIC P.maltophilia 2 giziz\ vy,
LHRETD, HEKLI, Table8 12 MIC »miggsy
BEXZILLDTHB, WThOHTE, Bl LTy
MIC MBS, REMD L7 S. faecium 1 g 100
wglml LIk, F. odoratum 1 #A 6.25 pg/ml o MIC
T, XOfOBME, WHRCX LTIk 3. 13ug/ml ITo
MIC fE% R L,

Table 9 BB EHMBEY R LAbOTHB, 12423
BRASBEIhich, TD5B S aureus Hix Ui +s
GPC 7' 6 #8104k T, 43% & Candida 55\ 34510 %,
43% LxhEhh ey bt

Table 10 1% 7 flieo\W T, BB OEBY R 0T
HBo THOLIZWTH BRI TR AL EORSY
ARLILDTHDH, FIEEK 2~ 9 HOMCERY A
Bl 6 BITH 1o TDELIZBHREXLRDH, 14
GEBIS) TIXHBBME ¥ -7 B SEERRE L,
R INODERNE, 56, »F—FARBERT?2
BEAT =T A7) —DIERTH B,

2) MEEBRIE (Table11)

SHRIEIALATHSBH, KF%X1H 0.5z (MK-
0787 L LC) %2E5 A% &L, EIBALOKSE B
IR, REOLDOWTHOERGMEEL, ERLHTE LR,

3) FRER IZBAZRHE (Tablel2)

BB 52 Pl DT ORRLYE & b 5 LEYS
Bl, A% 31 B, LKL 8 M, ELH4H, FHIMAL
b, BHLEORSE 39 fIT, BEEHRIL 6%
THoT1

3. wehkk

AFNT X 5 BEMEIERX 52 Sl 15 (RBEE?
%) ‘iR 1=(Table 13), FERT 65 F&tkT, BRA
MELDEAFEEELILZ S, 3~4PEIOERY
Fx, FOBRBRBREE Ui, ERIZAHRTE 20
~30 Y BETHE LD T, BOE DK 2 @MORE¥T
TEotze Ui LATE & IZIEABEDER TSI ted, b
BoBRERPIE L, ABECT bR, WThb
BEHTH% 1 BEELRCERIZESR L

FERRZEMETIX GOT k&4 (GOT 29-202) 410
Db bR, FEC LD ERPRBRERRDRD
oo TORTIXHEHILFEIBBCERHLL
(Table 14, Table 15),

III. # %®

Imipenem Dt F ISR~ OB 500 mg H51
RERC, SEAOMEE 0.22 pg/ml, MMMEE L OXLTLE
%EBil, ZOBFLAE, ThiETiobhbhitf
lactam F)ICD\THISE LT & ol & el 5 &, #%
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Table 11 Clinical summary of epididymitis case tread with MK-0787/MK-0791
Diagnosis Treatment
Case Age| Sex b Dorator | Symptom Evaluation by Side R
S /! S .
No. Underlying condition ¢ | Route uration doctor in charge | effect emarks
(gxday) (days)
Acute epididymitis H#
52 | 68 | M BPH 0.5X2 |ILVD. 5 Excellent None

Table 12 Overall clinical efficacy of MK-0787/MK-0791 by the investigators judgement

Total Excellent Good Fair Poor Unknown Clinical effectiveness
No. (%) (%) (%) (%) rate (%)
7 31 8 4 1*
i TI 1 38
Complicated U 5 (14) (62) (16) (8) /50 (76)
1
idi iti 1/1 (100
Acute epididymitis 1 (100) )
8 31 8 4 1*
y 39/51 (76
Total »2 e | 6 | ae | (8 /5L (76
* Drug was discontinued on account of side effects.
Table 13 Side effects
Case No. Side effect Days appeared on Severity Action taken
40 | ML Vomiting after 3~5 minutes H Drug discontinued

BT S D BB, BIIZRRNIERE &
BEEfED MIC L xti X5 &, GPC Tk S. aureus,
S. epidermidis 5»y, ¥i2 GNB TiX E.coli, K.pneu-
moniae D%k, MIC % ERIZEEXRLICDT
BRKCENPETE D, THITHANT E. faecalis <2
P. aeruginosa 3. MIC {Er\ & <, BIZRRAEE Y
TEAEMAEL S, Lich s Toh bR T 5HIL
iy, #EBEEWEMTHILEDRIE N L BETHA

5o b0 EHEEITITZ 5 LAENRT, BREREITR
VW, FRANAYHERTAILENLS S,

B M R 3 R RUE OB OV TR S &, UTI
FRM AR T 76%, EREHETTI6Y L, = OHO
MECHTHRME LT, 2 hBUENRE B,
—RCER OB R EFHE T A, EbICEHROR
EDOXTHET S Z LIXBHITTE Lo THIRERD
HRBIZL - T, HEOJRVEBEIC L » THICICL X
NENHTHD, SENGEE U@ BN R REYE
DEBESR, BAESICOVWTLS E, BELbOHNSE
{&Eh, IEOMETTY 31 &, ToOAHAEDL P

aeruginosa %% L% & LT Enterobactor, Indole posi-
tive Proteus, NF-GNR & \»» 18 HaH D & O S
Yoo RMuz 4 7T, 3FELLEOBEBERLIE (Candi-
da &L OIIERL) A 13 fl, 25% @FhTWie C
5 L #EHERY %< b » EAE S HRIBAL
B, BRCARA in vitro TERLFHEESE LAV
BARI b ak R LIS LIRESLY, Bfboht
KRB LT, SRR EN /R EORPFICHPHLT
BUEDRYBLLDEELT IV, MEFHHROS
<xBL 31 94 o> L 80 # 85% LLWHRVE
BRAYTL, BEMNS-E @, S.epidermidis (1
3, 33%), S.faecium (0/2, 0%), P.aeruginosa (4/9,
449 T, = Of 29 FITikE LA E 100% Firth
CEVCRBERY R, in vitro OBE\HEEENERT
SHRI NI BT H5o e % AFIL P.maltophilia
CIEAEERAS S EVbh TV 5, bh bhoR
BT 2BRCThiEERLL,

BB ECAT LA 5 &, A % Ll EORES
28 ITHHH, ZETH, BH 21 WT, EHRY
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Table 15 Clinical abnormal values
Case No. Items (Follow up) Relation to the drug*
S-GOT ; 29202
T.H.
o H (25, After 9days) 3

* 1 Unquestionable relationship
2 Relationship is likely
3 Relationship may exist

259 LIEWERE 2T, & MITBRERRCENT, BR
TR AMENS -1 (EFL 27%, B 16%) #R
kb, UTI ERpeFMELETIX5 AN HEREART
poiod, BEREAZEHIE-15E, ZOBE
DI T EDRIEAN LRBRER TRV E2RL
Thhe &5 LEENRIIEDFME LN T, BERE
LR ERET CERELYBRNTAILELR DD, O
B R LEEETANE A, BEREBEEORFTLR
LEE @k LT Candida 17 v — X7 o7&
hAdDEES, DL IIZEALEDEER -~ —
TEBHBEARI + 5 2% b 2B DTIE, YARDERL
VB, ) LEBRSEHAT B ENSGRORET
5ho BRIZOWTHRS L, THKE LKLY b6 FINZE
FbiE% 2 ~9 BURCEREY AT, ChIEAT—T
BEOR SUEMMERN S - 7o 2 LB EHEYE
Dot LR ERERTHLE, UREIEZDOI S
B, —EARFIOESEABTHEIL OV TLERTHLEN
Hho BUEKERC X » TRBBITCTERASMCELSS
L, BTOBRILES LBV CEYEL, REALE
MeHLTh, EFOBEHIEVEARTIE drug free &
LARERENABNEBIN D, HRAK TRREE
MREF D B-lactam F| LI RIc > THLDT, ZTDH
YEBITRETH B,
BefieowtaBr L, BEMNEIFERELTLAIE
WZX bRk Lic, ZDERERARD LT VAF— Tl
, BFREDO LR oM TE LIcFBE~NOEEZ LS
YOEEZ bl HICAEA C— MK bRERRS,
SERET, TR LS iERNAbRT, 2D X5
TEM IR X b E|AE T 1 BRURCIEFE LT
BOREER VA, BED B-lactam F L 3ED R -

TR TH > DD HRCE > 7o

BalkiRZE{E ik S-GOT »% 29202 i L& Li-fins
1015 -7chi, k% 9B TEHRE LTk h @ /e
Moti, EERIECIT2REN DL, TOET
REMEN LTEVIHEYE XTI EBbhi,

Imipenem RXE COREN, BEMLE DS THEY
TIREY B~ 1k, cilastatin DELA T MR IWL X
RERBEICA - 7oh, ZZRbhbhOREEdRL
FoX o, ZoACE LTHRRBIEIL I ste R L
BEHHREEEEMMTN ¥ T <, 1HE1000mg~
2000mg MNFYREBbh b,

AFNE, LA L OMBECH R L HEF TL OE Tik
Y A ELEL D2 50, REKRGHFOFERIL
K BETHLEN DY, RERBWANE T,
THBERE BEFECLER TS ENFETSH
Z)o

X s

1) KBEHK, fii: UTI FEPFMEE (FEH0.
Chemotherapy 28 : 324~341, 1980

2) SAE=, ZHEF: @EEMIRROER LE
RERE . BARREBH¥S 72 MRA&T 74:
2012~2013, 1984

3) HAE=, EHFE, AHEST : WEEIMZEX
it % Ceftazidime DOERH & TLE BT
% #¥Eto, Chemotherapy 32 : 870~881, 1984

4) KaHAN, F.M.; H.KROPP, J.G. SUNDELOF & S.
J. BIRNBAUM : Thienamycin : development of
imipenem-cilastatin. Journal of Antimicro-
bial Chemotherapy 12 (S-D) : 1~35, 1983

5) % 32 BEHRCFREFEBHELAITRS, FX
vv vy AT, MK-0787/MK-0791, & 1], 1984
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DIFFUSION INTO HUMAN PROSTATIC FLUIDS AND CLINICAL
EVALUATION OF IMIPENEM/CILASTATIN SODIUM
IN URINARY TRACT INFECTIONS -

KEeizo Suzuki and Hipekr Tamar
Department of Urology, Hiratsuka Municipal Hospital

Yorio Name, Tamio Funta, Tapasat Ocawa, SaToru HiraBayasHi

Masanort Yanaoka and Koicur Isaicuro
Department of Urology, Fujita Gakuen University, School of Medicine

Noriuiko OkisHIo
Department of Urology, Shizuoka Red Cross Hospital

Icuiro Nacakuso and Seiicur Aokl
Department of Urology, Kyosai-rengokai Tachikawa Hospital

Isao Hirano
Department of Urology, Hino Municipal General Hospital

Haruvosur Asano
Department of Urology, Aichi Prefectural Saiseikai Hospital

Imipenem/Cilastatin sodium (MK-0787/MK-0791), a new member of carbapenem derivatives, was
assayed for diffusion into human prostatic fluid and was evaluated on 51 cases with complicated UTI
and one case with acute epididymitis.

(1) The average concentration of MK-0787 in human prostatic fluid (PF) was 0.22 gg/ml(n=5)
1 hour after intravenous drip infusion at a dose of 500 mg/500 mg. .

The average ratio of diffusion into PF vs. plasma level was 1.6%.

(2) Fifty-one cases with complicated UTI were treated at a daily dose of 500 mg/500 mg-1500 mg/
1500 mg for 5 days. Thirty-seven cases were evaluable by the UTI criteria. The result was obtai-
ned in 7 excellent and 21 moderate cases with an effectiveness rate of 76%. By the investigator’s
judgement, 38 cases out of 50 were evaluated as excellent or moderate with an efficacy rate of 76%.
In the observation of infectious types, there were no great difference in efficacy between monomicro-

* bial and polymicrobial infections. In one case of acute epididymitis, the clinical effect was excellent.

(3) In bacteriological study, 31 genera including 94 strains were clinically isolated. Eighty strains
out of 94 were disappeared with the eradication rate at 85%. MK-0787/MK-0791 showed broad and
marked activity on both gram-positive cocci (GPC) and gram-negative bacilli (GNB) with a few ex-
ceptions on such organisms as S. epidermidis, S. faecium and P.aeruginosa that were poorer response.
Strains appearing after MK-0787/MK-0791 treatment mainly consisted of GPC and Candida and a total
number of isolates was 23.

(4) As for side effects, vomitting was observed in one case of a female patient. In this case,
the administration was discontinued, one hour after she returned to normal. In laboratory findings
there was one case with an elevation of s-GOT, which returned to nomal a week after the disconti-
nuance of the drug.

(5) Our clinical study showed that MK-0787/MK-0791 provided high effectiveness on most
complicated UTI caused by many stubborn organisms containing multi-resistant on other drugs.
Furthermore the data proved that the compound which was shown to be exquisitively active on GPC
and GNB in vitro might be considered as a useful and well tolerated especially in treatment of com-
plicated UTIL



