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MK-0787 (imipenem) ix 1976 %, XEx & 7 #BF
FERTIC 35\~ T Streptomyces cattleya O EERBIEH X b
STEEXhic H A AR( A REEWE, thienamycin o
N-formimidoyl #H#tkT» 5V (Fig. 1), L L, MK-
0787 X E & L THiK s\ T dehydropeptidase-I iz k
DIKBAREEZh 5799, ZoOBROGENEEAR &
L T MK-0791 (cilastatin sodium) 2 B % X h ¥
(Fig. 1,

MK-0787 &0 MK-0791 #F & L& 2 R
PERENED BLY, Lrd BWER TR HLAL
MK-0787 w X s BEOBREEDL BB Shakny, &
A9 ik MK-0787 & MK-0791 o 1:1 0 B 2 A
(LIF MK) ELTRvbhB T ERE T,

MK-0787 % Escherichia coli, Klebsiella, Proteus
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Pseudomonas aeruginosa iz ¥, B PR BE R i 0 [
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Fleotoht, B, v 72 ) o 7BERE S W
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FEREHE R, Mann-Wairney O UREEREZAV 7
0BG, ERRITEAUGRRLEAL, BBRESY U
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1. $REAOEE

e EIBIART O S BERBR OB TI1L, FERFOER
Hifi % FodERE R L MK-0787 13 102.8%, MK-
0791 3 103.4%, CPZ 13 102.3% Th Y, ¥KTH
D R gL, MK-0787 (1 104.6%, MK-0791 (%
103.9%, CPZ 13 104.0% T» b, Wi#H & bIAFEA &
LTHE LTWAT DRI NI,

2. BREHESE

B LCAE, B Oh, EHoRENTbh
7ofEfIi: Tablel D X 51, 2T 289 fITHBHA,
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Table 1 Patients studied

MK CPZ °| x*test

No. of patients 142 147

No. of patients excluded 29 26 NS.
No. of drop out patients 5 6

No. of patients evaluated for

clinical efficacy 108 15 NS.
No. of patients evaluated for

clinical adverse reactions 142 146 NS
No. of patients evaluated for

Jaboratory adverse reactions 128 130 NS.
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Table 2 Reasons for exclusion and drop out

Reason MK CpPZ x2-test

Disease out of the object 6 1

Pyuria less than 5 cells/hpf 3 6

Negative urine culture 9 9 N.S.
4 5
7 5

Exclusion | Bacteriuria less than 10*
cells/ml

Infection due to Fungi
Sub total 29 26

Discontinued due to side

effect 0
Drop out | Insufficient examination 3 NS.
2
5

Violation of administration

Sub total
Total 34 32

Fig. 2 Background characteristics

Item Category 20 40 60 80 (%)| X-test

Male —
Female ”:T:Tz:r:—— N.S.

Sex

~19
20~29
30~39
40~49
Age distribution 50~59
60~69
70~79
80~

Diagnosis Pye}(.)l?cphrms “-\ N.S.
Cystitis | 7T T mee__

G-1
Type of G-2
infection G-3
(UTI grouping) G-4
G-5
G-6

N.S.

N.S.

With

Symptoms Without N.S.

4+
Grade of pyuria ++
(cells/HPF) +(10~29)

+(5~9)

N.S.

High producer
Low producer
Non-producer
Unknown

B-lactamase
producing
organism

N.S.

—:!MK, =----ICPZ
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Table 3 Organisms isolated from urine

Isolates No. of strains ro-test
MK CPzZ
S. aureus 12 ( 7.5%) 7 ( 4.0%)
S. epidermidis 4 ( 2.5%) 11 ( 6.3%)
S. haemolyticus 1(0.6% 0
S. hominis 2 (1.3%) 0
S. xylosus 0 1(0.6%)
D group streptococci 2 (1.3%) 1 (0.6%)
GPC a-hemolytic streptococci 0 1(0.6%)
E. faecalis 18 (11.3%) 18 (10.3%)
E. faecium 5 ( 3.1%) 4 ( 2.3%)
E. avium 0 1(0.6%)
Enterococcus spp. 3(1.7%)
Micrococcus spp. 1 (0.6%) 1 (0.6%)
Sub total 45 (28.1%) 48 (27.6%)
GPR 0 1(0.6%)
E. coli 11 ( 6.9%) 24 (13.8%)
C. freundii 9 (5.6%) 6 ( 3.4%)
C. diversus 0 1(0.6%)
K. pneumoniae 5 (3.1%) 4 ( 2.3%)
K. oxytoca 3(1.9%) 0
K. ozaenae 1 (0.6%) 1 (0.6%)
E. cloacae 2 (1.3%) 3(1.7%)
E. aerogenes 0 1(0.6%)
E. agglomerans 3(1.9%) 2(1.1%)
S. marcescens 12 ( 7.5%) 18 (10.3%) N.S.
S. liqguefaciens 1 (0.6%) 1(0.6%)
S. odorifera 1 1(0.6%) 1 (0.6%)
P. mirabilis 8 ( 5.0%) 3(1.7%)
P. vulgaris 0 4 ( 2.3%)
M. morganii 4 ( 2.5%) 5 (2.9%)
P. rettgeri 5 ( 3.1%) 2 (1.1%)
GNR | P. stuartii 0 1(0.6%)
P. aeruginosa 28 (17.5%) 19 (10.9%)
P. cepacia 3 (1.9%) 2(1.1%)
P. putida 3 (1.9%) 4 ( 2.3%)
P. fluorescens 1 (0.6%) 4 ( 2.3%)
P. vesicularis 1 (0.6%) 0
X. maltophilia 1 (0.6%) 3(1.7%)
Moraxella sp. 0 1 (0.6%)
A. calcoaceticus 6 ( 3.8%) 3(1.7%)
A. anitratus 1 (0.6%) 2 (1.1%)
A. lwoffii 1(0.6%) 1(0.6%)
F. odoratum 1 (0.6%) 0
Flavobacterium Spp. 2 (1.3%) 4 ( 2.3%)
A. faecalis 1 (0.6%) 3 (1.7%)
Achromobacter group VD 0 1 (0.6%)
Other GNR 1(0.6%) 1(0.6%)
Sub total 115 (71.9%) 125 (71.8%)
Total 160 174
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Fig. 3 Sensitivity distribution of isolates (108 cells/ml)
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group | MIC of [Tetal o e o G [ 01 [ 02 [0.39] 0.8 1.56] 3.13] 6.5 125] % | 50 [ 100 [o1oa] U test
MK |1s2| S 23] T R oI B2 (B[ 6| 7212124 |3[D:0@
MK (1.5){(3.0)](5.3)[ (6.1)](15.2)]129.5){(39.4)|(56.1)] (73.5)|(84.8){ (90.2)| (91.7)|(93.2)[(94.7) [(97.7)} (100)| % *
CPz(2) | 132 1 T [ 3969 T[0T [12]17[17]10]21):(3)
(0.8) (1.5)(3.8))(10.6)](15.2)}(22.0)) (22.7)|(30.3){(37.9)| (47.0)[(59.8)|(72.7){(80.3)} (100) | N.S.
MK(3) | 134] ] 2l 1 lafjwlalwlw|[e] 12121 21]@:@4
cpz (0.7) (2.2)](3.0)](15.7){(33.6){(45.5){(63.4) [ (77.6)(89.6)] (94.0)| (94.8)| (96.3)| (97.0)} (98.5)] (100) | N.S.
CPz(4) | 134 2 2l a2 9] 8 9 B[17]14][12]19 [(3):(4)
(1.5) (3.0)](6.0)](14.91}(16.4){(24.6)| (31.3){(37.3)] (44.0)] (53.7)] (66.4)[ (76.9)} (85.8)| (100) | % %

(%)

Table 4 Comparison of MIC of MK-0787 and CPZ related to the S-lactamase producibility

MK-0787 Cpz

High Low Non Total High Low Non Total

(7) (97) (94) (266) (75) (97 (94) (266)
Range 0.02~>100 | £0.006~>100{ <0.006~>100| <0.006~>100| 0.2~>100 0.05~>100 | 0.01~>100 | 0.01~>100
MICso 0.78 0.78 0.78 0.78 100 12.5 6.25 12.5
MICs 6.25 3.13 6.25 6.25 >100 >100 50 >100
Geometric mean MIC 1.1 0.7 0.7 0.8 49.1 6.4 4.2 9.8
Mode 0.78 0.2 0.78 0.78 >100 25 25 >100

() :No. of strains
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L LT IRET O R P ABEKAY 104 2 /ml K 7ok
BE0b DR DEHL, ERBREOIIFTE ORI E D
REXTIEbR T b 0, k XIVRIFACABHE
YOt RIE S NICER TH - oo

3. FRET

£EOERBT B LIRE X —#E L T Fig.2
pRLich, WThoBEBCE L L RBRCAEEEY
ZnY, FIREREST (Table 3) kb EZxTd i -
2o RRERXT5WAID MIC 3, MK #581n 545
gXhio 160 Bkho> 132 #k (82.5%), CPZ & 5-8Eh 5
MR 174 kb 134 # (77.0%) o WTHIE
M TH-Tch’, Fig.3 o X 5w MK-0787 o MIC 4>

#i, CPZ o MIC 4o wthichd LThFftice
ZRDIEMote, LhL MK-0787 o MIC & CPZ o
MIC L%t d 5L, MK 55, CPZ # 5RO
hizk\wTd MK-0787 » MIC RABIER T o,

Thibed 4hE, EREBOEE MREDSHEE,
BERR I Lo WTRET Lchd, WIFh S ERRicEx
BT, ThHLOBRILAHIGENELEF TH
b, Lichi-> TAFEOLBERFIASTELEEZE 2 b i
o

4. HEtEwrT 5 MIC

AR SRCBAfRIc, BEMORF I HEEZ A,
MIC DJUEI Tz 266 BRicki3 5 MK-0787 &

Fig. 4 Producibility of B-lactamase
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P.cepacia | — ot ) 5)
P.putida C NN QA ~3( 7)
P fluorescens ST NNNNNN I —1( 5)
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Moraxella sp. [ J( 1D
A.calcoaceticus — e (- 8)
A.lwoffii [N J __1( 2)
F.odoratum \NNNA\N (1)
Flavobacterium SPP. C [N ey (- 4)
Afaecalis = I ] 2)
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Sub total L BN N _](195)

Total N N ] (266)

! s

[ : High producer
[ : Non producer
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() :No.of strains tested
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CPZ » MIC # Wi+ 5 &, Tabled 0X 5w MK-
0787 © MIC it CPZ DXt~ BE o Ts
b, &fki LTIEFH 3.6 HoENBD LI

Zh¥ f-lactamase FEAREEL DBIRTHE T % &,
MK-0787 @ MIC i S-lactamase EAREDRBE Itk
e 3IF—%ETH h, B-lactamase high producer, low
producer, non-producer @ 3 TR TEIIZBD LTl
—%, CPZ i non-producer & low producer {Zxf
3% MIC imi3ZM &SR\ A%, high producer iZxf
T% MIC Zzhb X hBLbREL, TOEXFHI
WL ELiEsTWb, ThbD I & H b B-lactamase
CxT A REMRE, MK-0787 OoFA X R TS E
Zz bl

% fo B-lactamase EEAEREDORE C L @A D MIC %
iz Lic s Aed,
non-producer O\ Fhici LT MK-0787 o MIC
HAEBEBR TR D, &< high producer H$%
MWD MIC DZEIXFH 5.5 L, BIEPTH- T

K 772 BHKE (GPC) L7721 BHERHE
(GNR) (s C@E#HIo MIC #* lEd5&, MK-
0787 DB4, MICs i GPC, GNR oW hicsxt LT
3 0.78 pg/ml, MICy, (¥ GPC & L T 50 pg/ml,
GNR k#tL<T 3.13pg/ml T b,

high producer, low producer,

¥ = geometric

mean MIC ¥ GPC wxf LT 0.95, GNR ixf LT
0.74 pg/ml &, WHEENTKEZRDLh 27

—% CPZ 04 %, MICs & GPC s LT 12.5,
GNR &zt LT 25 pg/m!, MICq X GPC, GNR oD\~
Fhiest LT >100pg/ml T H b, Fic geometric
mean MIC 3 GPC xf LT 11.1, GNR LT 9.4
pgiml &, HHEMCAZRZRD M >T L1 L MK-
0787 & CPZ » i LB AKX, GPC, GNR D
hicxt LTd MK-0787 @ MIC MEECER TV,

BifE L B-lactamase ZEARE L @ BY £R 1 Fig. 4 w iR
Lz, GPC o 71 T high producer »36#
(8.5%), low producer »% 13 # (18.3%) & B-lact-
amase ELEEOHEIIEVS DD, GNR © 195 ¥ ¢
1% high producer A% 69 £k (35.4%), low producer
284 th (43.1%) X0 FEREL, RERREL
f5 L LTI high producer % 28.2%, low producer
» 36.5% THhH, non-producer (% 35.3% Tho
2o

INEEER R B &, Citrobacter, Serratia, 1 v
N — VEEYE Proteus 1t X WTELABEDOBEEINEL,
WFhd 90% LA EAS B-lactamase EEETH -7,

5. BRIRZHFE

i) REBERZE

Table 5 Overall clinical efficacy classified by type of infection

Treat N No. of Overall
Type of infection reatmen o‘. 0 Excellent | Moderate Poor effectiveness U-test
group patients rate (%)
1st group MK 20 3 10 7 13/20 (65.0) NS
(Catheter indwelt) 07/ 28 2 13 13 15/28 (53.6) -
2nd group MK 11 0 10 1 10/11 (90.9) )
§ (Post prostatectomy) cpz 12 0 5 7 5/12 (41.7)
< | 3rd growp MK 12 7 3 2 |02 ®83] o
"o | (Upper UTI) CPZ 6 2 2 4/6  (66.7) -
w0
& | 4th group MK 21 10 3 18/21 (85.7) NS
(Lower UTI) CPZ 26 9 11 6 20/26 (76.9) ~
MK 64 20 31 13 51/64 (79.7)
Sub total
ub tota CPZ 72 13 31 28 44/72 (61.1) )
_ | 5th group MK 23 4 7 12 11/23 (47.8) NS
.S | (Catheter indwelt) CPz 24 4 7 13 11/24 (45.8) -
£ [6th group MK 21 4 14 3 |18/21 (85.7) .
g (Catheter not indwelt) CPZ 19 3 6 10 9/19 (47.4)
»
& MK 44 8 21 15 29/44 (65.9)
= Sub total .
ub tota CPZ 43 7 13 23 20/43 (46.5)| O
Total MK 108 28 52 28 80/108 (74.1) .
CpPZ 115 20 4 51 64/115 (55.7)
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Table 6 Relation between effect on pyuria and bacteriuria
Pyuria
" Treatment Cleared Decreased Unchanged EffeCt, Of‘
Bacteriuria bacteriuria
group
. MK 28 13 31 72 (66.7)
1 ted
Elimina CPZ 20 1 % 55 (47.8)
MK 1 1 2 4(3.7)
Decreased CPz 3 0 0 3 (2.6
MK 4 0 14 18 (16.7)
Replaced
epac CPZ 3 3 13 19 (16.5)
MK 2 0 12 14 (13.0)

Unchanged CPz 4 4 30 38 (33.0)

Effect on MK 35 (32.4) 14 (13.0) 59 (54.6) 108 (Case
pyuria CPZ 30 (26.1) 18 (15.7) 67 (58.3) 115 total)

Excellent MK 28 (25.9) 0

CpZ 20 (17.4)

Moderat MK 52 (48.1) Effect on pyuria : N.S. (U-test)
oderate CpPZ 44 (38.3) Effect on .bacteriuria : ** (U-test)
Poor MK 28 (25.9)

0 CcPz 51 (44.3)
Table 7 Clinical assessment by physicians
Treatment No'. of Excellent Good Fair Poor Effectiveness U-test
group patients rate (%)
81/108
MK 2
108 29 5 14 13 75.0)
68/115
CpZ 115 22 46 19 28 (59.1)
Table 8 Effect on subjective symptoms
Symptoms Treatment No'. of Resolved | Improved | Unchanged U-test
group patients
24 1 4
MK 2 (82.8) (3.4) (13.8) NS
Fever N I 1 P S.
cPz (86.4) | (45 | (9.1)
10 13 11 16
Urinary MK (32.5) (27.5) (40.0) NS
frequency 7 8 24 -
CFZ %9 17.9) | (0.5 | (61.5)
24 1 5
Discomfort MK 30 .00 | (33 | (6.7 NS
on urination _ 19 5 1 -
Crz % 7.0 | 2.0 | (4.0
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Table 9-1 Bacteriological response
Isolated organisms MK ; C,PZ X . Fiscam
No. of strains | Eradicated Persisted | No. of strains | Eradicated Persisted test
S. aureus 12 12 (100%) 0 7 4 ( 57%) 3 .
S. epidermidis 4 2 ( 50%) 2 11 9 ( 82%) 2 NS.
S. haemolyticus 1 1 (100%) 0 0 0 0
S. hominis 2 2 (100%) 0 0 0 0
S. xylosus 0 0 0 1 1 (100%) 0
D group streptococci 2 2 (100%) 0 1 1 (100%) 0 NS.
GPC | a-hemolytic streptococci 0 0 0 1 1 (100%) 0
E. faecalis 18 15 ( 83%) 3 18 14 ( 78%) 4 N.S.
E. faecium 5 4 ( 80%) 1 4 3 ( 75%) 1 NS.
E. avium 0 0 0 1 1 (100%) 0
Enterococcus spp. 0 0 0 3 2 (67%) 1
Micrococcus spp. 1 1 (100%) 0 1 0 1 NS.
Sub total 45 39 ( 87%) 6 48 36 ( 75%) 12 NS
GPR 0 0 0 1 1 (100%) 0
E. coli 11 10 ( 91%) 1 24 21 ( 88%) 3 NS.
C. freundiz 9 9 (100% 0 6 2 ( 33%) 4 .
C. diversus 0 0 0 1 1 (100%) 0
K. preumoniae 5 4 ( 80%) 1 4 4 (100%) 0 NS.
K. oxytoca 3 3 (100%) 0 0 0 0
K. ozaenae 1 1 (100%) 0 1 1 (100%) 0 NS.
E. cloacae 2 1 ( 50%) 1 3 3 (100%) 0 NS.
E. aerogenes 0 0 0 1 1 (100%) 0
E. agglomerans 3 3 (100%) 0 2 2 (100%) 0 NS.
S. marcescens 12 10 ( 83%) 2 18 11 ( 61%) 7 NS.
S. liquefaciens 1 1 (100%) 0 1 0 1 NS.
S. odorifera 1 1 1 (100%) 0 1 1 (100%) 0 NS.
GNR | P. mirabilis 8 8 (100%) 0 3 3 (100%) 0 NS.
P. vulgaris 0 0 0 4 3 (75%) 1
M. morganii 4 4 (100%) 0 5 4 ( 80%) 1 N.S.
P. rettgeri 5 4 (80%) 1 2 1 ( 50%) 1 NS.
P. stuartii 0 0 0 1 1 (100%) 0
P. aeruginosa 28 22 ( 79%) 6 19 11 ( 58%) 8 NS.
P. cepacia 3 2 (67%) 1 2 2 (100%) 0 N.S.
P. putida 3 2 (67%) 1 4 4 (100%) 0 NS.
P. fluorescens 1 1 (100%) 0 4 3 (75%) 1 NS.
P, vesicularis 1 1 (100%) 0 0 0 0
X. maltophilia 1 0 1 3 1( 33%) 2 NS.
Moraxella sp. 0 0 0 1 0 1
A. calcoaceticus 6 6 (100%) 0 3 3 (100%) 0 NS.
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Table 9-2 Bacteriological response

MK CPZ 2
Isolated organisms % Fisciier
No. of strains | Eradicated Persisted | No. of strains | Eradicated Persisted test
A. anitratus 1 1 (100%) 0 2 1 ( 50%) 1 NS.
A. lwoffii 1 1 (100%) 0 1 1 (100%) 0 NS.
F. odoratum 1 1 (100%) 0 0 0 0
Flayobacterium spp. 2 2 (100%) 0 4 3(75%) 1 NS.
GNR
A. faecalis 1 1 (100%) 0 3 2 ( 67%) 1 NS.
Achromobacter group VD 0 0 0 1 1 (100%) 0
Other GNR 1 1 (100%) 0 1 1 (100%) 0 NS.
Sub total 115 100 ( 87%) 15 125 92 ( 74%) 33 .
Total 160 139 ( 87%) 21 174 129 ( 74%) 45 .
Table 10 S-Lactamase producibility and bacteriological response
f-lacta-
mase High producer | Low producer | Non-producer x2-test
Treat-
ment group
35/39 38/45 42/48
MK N.S.
(89.7) (84.4) (87.5)
23/36 41/52 35/46
N.S,
cPz (63.9) (78.8) (76.1) :
x2-test * N.S. N.S.
No. of strains eradicated / No. of strains isolated (%)

UTI EShERMGEEAE € » T HIE S Wi B AEEIRZ R
i, Table5 DX 51 MK #5ED 108 fTIXEL
28 4 (25.9%), Ry 52 il 48.1%) THhH, E¥hw
BB R CUTHHR) 12 74.1% &, CPZ b
Bo 115 flicksi> 5%%) 20 4 (17.4%), H%) 44 i
(88.3%), AR 55.7% CHARERCERT VI, &
hi UTI BmlRamc 5 L, wWiholfics
WTh MK BEfoRRALPE L, & QIR
hhoB 2B L, BERERRED» T — 7 LVIEPRAITH
AEOHIC R W TIHERENBD bhi,

HABKDRE ORI L LI IBREE & B IREFR & D
BAkix Table 6 iR Licht, MRS 5%R2MK
BERCSWTHATCER TV, L LIRRZRH
LTI £330 1 h - T

i) VAREEMEHHIE LIHEIRZD R

REEME A QKA TH E LicIRZ R b,
Table7 0 k 51w MK #ERcEWTERERLTY
o

i) fERCHT 2RR

HEERYE LicEME MK #58w 62 i, CPZ
BERT 61 PIERd bR, ZhbDEMNCKT HHE
% DIER KT BE R %, RBIHEORV-RE, HIR,
PERBER RO THRES Lo Table8 Xk 5,
FhOERCHT BENER b TR TEXRD I > 7,

iv) HIEFM%E

ML R Table9 0 X 51z, MK 55"
AEES e 160 fkeh 139 tk (86.9%), CPZ #&RfhH
SAaMEShtc 174 fkeb 129 & (74.1%), HH%KL,
MK 5Bz W TERREVAIEEARLA B O hi,

Zh#* GPC & GNR st o THha+5&, GPC
DOHIEME &R LT TR 22 % 88 8 72\ 25,
GNR I LTix MK #EHcs W TERE S
HERNEOR, FCEEIITE, Citrobacter freundii
L, CPZ o BSHHEMTIX H % A, Staphylococcus
aureus D PFEEH) MK #EFC B W TERCE» -
o

iz B-lactamase PEAERE & MIBE¥AIZDER & DBILRIZ,
Table 10 @ X 5= B-lactamase low producer & non-
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producer TIXMREICZE L e A%, high producer
ol&RIE MK 5B THERCED >

¥t MIC & MIEEFHIZR & OBAfRIX Table11 iR
Lic#t, MK 58T MICO0.78 pg/ml o 74 ¥
70 # (94.6%), MIC 1.56~25 pg/ml o> 49 e 39 B

(79.6%), MIC=50 ug/ml D 9%k R 6%k (66.7%) »
HERLTED, MIC 2&EL 5 oh AIEEERMN
ETT5EM%ER LT3, —F CPZ 5T A
= MIC<0.78 pg/ml @ 33 #rh 31 £ (93.9%), MIC
1.56~25 pg/ml o 56 #ep 41 # (73.2%), MIC=50

Table 12 Strains appearing after treatment

No. of strains
Isolated organisms x%-test
MK CPZ
S. aureus 1(2.8%) 2 ( 4.3%)
S. epidermidis 3 ( 8.3%) 1(2.1%)
S. haemolyticus 0 1(2.1%)
S. hominis 0 1(2.1%)
GPC S. xylosus 0 1(2.1%)
S. warneri 0 1(2.1%)
E. faecalis 1(2.8%) 0
E. faecium 2 (5.6%) 3(6.4%)
Enterococcus spp. 2 ( 5.6%) 0
Sub total 9 (25.0%) 10 (21.3%)
GPR 1 ( 2.8%) 0
E. coli 1(2.8%) 1(2.1%)
C. freundii 0 3(6.4%)
K. pneumoniae 0 2 (4.3%)
E. agglomerans 0 1(2.1%)
S. marcescens 0 4 ( 8.5%)
S. liquefaciens 0 1(2.1%)
P. vulgaris 1(2.8%) 0
M. morganii 1(2.8%) 0 NS.
P. rettgeri 1(2.8%) 0
P. alcalifaciens 0 1(2.1%)
P. aeruginosa 2 ( 5.6%) 3 (6.4%)
GNR P. cepacia 0 2 ( 4.3%)
P. putida 1( 2.8%) 1(2.1%)
P. fluorescens 1(2.8%) 0
P. paucimobilis 0 1(2.1%)
P. acidovorans 0 1(2.1%)
X. maltophilia 9 (25.0%) 2 ( 4.3%)
A. calcoaceticus 0 2 ( 4.3%)
F. odoratum 0 1(2.1%)
Flavobacterium spp. 1(2.8%) 1(2.1%)
Achromobacter sp. 0 1(2.1%)
GNF-GNR 0 1(2.1%)
Sub total 18 (50.0%) 29 (61.7%)
C. albicans 0 2 ( 4.3%)
Candida spp. 0 2 (4.3%)
Fungi Yeast-like organism 8 (22.2%) 4 ( 8.5%)
Sub total 8 (22.2%) 8 (17.0%)
Total 36 47
Patients with strains 29/108 36/115 NS.
appearing after treatment (26.9%) (31.3%)
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Table 13 Clinical adverse reactions
Treatment Type of Date of e Severity of Relation to
trat F
group Sex | Age reactions appearance Administration symptoms the drug ISCHER fest
MK
Incidence Anorexia . 4 .
Possibl
1/142 M 68 Dull headache 2nd day Continued + ossible
(0.7%)
CpZ N.S.
Incidenc M | 54 Urticaria 2nd day Continued + Definite
;1/132 € M 76 Eruption 2nd day Discontinued #+ Definite
(2.1%) M 59 Urticaria 1st day Discontinued H Definite

ug/ml 0 45 #kedr 27 £k (60.0%) AiELEL, iTb
MIC 2@ feBim &by, MEBERILET L,
L2 L, & MIC ORNMEIHIEEARY LB L5
A, WIFho MIC KA\ THHEOMENERIC
BFEERZRDORILh -1,

v) BEHHBEAE

BEHHBME L Table12 0 X 51, MK 58T
29 f (26.9%) 7% 36 #A%, ¥4 CPZ #HEBTIT
36 ] (31.3%) » b 47 Bk EEI hi-At, FoOMBR
B B8 LTHAFEICEYRD o, FHRBEEED
PIERICBE LT MBI 2133 b hich o 1

6. Elfem

B RERIER L, Bt BBAv e, BT
TRTDEACOWTRHAT B & & L, TOBE,
MK £ 5 CIHEDOTiobhic 142 fi2p), CPZ #
S8 THRERENIILEIRA (TURP) #0077 E
D, ®’E5AHB3IAE (TURP 41 HE) EEL
o1 BIEBR S 146 Blic o THRETFTEE TS - 1o

EIfFAIX Table13 X5, MK# & TiZ1H
0.7%) wABTIREBEERNZDS5h, Fic CPZ #
SEHTR30 (2.1%) TERSHLVLRESHAR S b
n, SL2OIREEERPELTWBH, BIERORIE
BBl L TARFERIEZRTED bhith -1,

R & OBIEM b NI REE D B33, Table
14 oX5ic, MK #58C 10 flic 17 #, CPZ &
FTIS gl 31 RBH bR, FREFECLOR
HEREBREE B L CRBRICARE 3D bhich -
foo MEMRE OEHMIE Table15 (TR Licat, MR
Lbe GOT, GPT DREMAEHKTH Y, WTFhiBE
PO—BEDELTH » I,

BTN, FEHE2HM (4E) #51L, 38E
= TURP %17, £OBHRLRLDIHIIEE L
bDTHY, REMOKARGIIEHTH D, F 13K
PRAFALEBIBEDOIT, 2V b r—5—pEBE

XD EHMCER YR LR, B0 L oREMGity
Wi o LHET IR,

7. KR

LRI E 2 BIR L CHREIESENYE Lk
FRItER, Fig.5 0 X5 MK &3 LCHEREICE\ 3FE
BEZ LR, ThEBETRTE, FHEIR MK #5
FET 73.7+22.4, CPZ 5B TI364.1427.0 Lirs
feo

III. # £®

L RESBEECHTS MIC wowT

KA EFHCBIRIE, SENEBES h - HBERER
RIEDRRE 266 ek MK-0787 o MIC i,
CPZ i HRELAEBR T, &I AESEESH
TAEENIL 40 EEBXLTH Y, ZhbDTRTYEDT-
266 kw35 MICyy A% 6. 25 pg/ml, geometric mean
MIC £3 0.8 ug/ml Thotc b\ 5 & ki3, AFHnEH
DTEEVHEAR7 FSak, BMOLRBEERYEL
TWBIZ ERRLTWABEWL, Dz ik, GPC
%% MIC & GNR x§35 MIC Liciz LA LEd
@i &, B-lactamase high, low, non-producer
ThEhEentT 5 MIC imd 4B E Ehb bR
IhTw3b,

TR TERATOME & AEOME BB I SR L
ENCEWT, BEN%O MIC ARIE XAtz 15
BB -Tehs, hfEdic MIC BAE K LR Lickis 1 8
PBDLRTELT, T oAb MK-0787 0@ oD &
DEEZBRX S,

2. BRFHRwoOWT

SERLRIEAERESRE, MK #5Bck\WTH
Be@hTvies, CPZ 5Bhcisit 5 Az 115
Bl 55.7% THbH, ThuiBE CPZ #XB&EL L,
BHEHE RERPIE R R LT Tnbh i KR %
W% CPZ 1H 2g REDORMEHET 5L, FRE
TR VLAY, — iz e, JR
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Table 15 Cases with laboratory adverse reactions

Drug | Age | Sex Reactions
75 | M | D-bilirubin (0.3—0.8—0.3"), T-bilirubin (0.6—1.5-0.4*)
67 | M | AP (9.4-16.9)
71 | M | Baso. (0.7—2.2), Eosino. (3.0—6.6)
38 | M | GOT (34—53), GPT (40—98), y-GTP (110—201)
59 | M | GOT (22—-74—42*), GPT (21-161—102*)
MK 74 | M | BUN (27.8-39.0—19.7%)
48 | M | GOT (23—47), GPT (22—64)
68 | M | GOT (23.45—72.02—34.26*), GPT (20.21—59.87, 32.09*)
75 | M | GOT (30—45)
78 | M | Platelet (26.4—60.9-51.2*)
69 | F | Neutro. (54—60), GOT (36—43), GPT (33—42)
68 | F | AI-P (10.5-30), »-GTP (122—219)
52 | M | GOT (30—135—53"), GPT (45—159—84"), LDH (270—364—278")
57 | M | GPT (16—48), y-GTP (62—216)
54 | M | GOT (26—46), GPT (41—84), Al-P. (119—144)
72 | M | AI-P (193—325)
8 | M | GOT (18-57—16"), GPT (10—62—19*)
CPZ | 75 | F | AI-P (10.5-14.8-22.2%), y-GTP (27—58—39*)
3¢ | F | GPT (16—87)
54 | M | GOT (24—39), GPT (29—43), Al-P (32.6—60.0)
73 | M | GOT (25—42), GPT (30—49)
35 | F | GPT (31-54—29%)
76 | M | GOT (29—62—36*), GPT (20—38—24")
77 F Eosino. (8—24)
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Fig. 5 Usefulness
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URINARY TRACT INFECTIONS
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A well-controlled comparison of MEK-0787/MK-0791 (MK), combination of N-formimidoyl thienamy-
cin (imipenem) and dehydropeptidase inhibitor (cilastatin), and cefoperazone (CPZ) was carried out
in the treatment of complicated urinary tract infections. Patients were randomly assigned to receive
1g of either MK (0.5g as MK-0787) or CPZ twice a day for 5 days by intravenous drip infusion.

All patients had pyuria of at least 5 WBCs per high power field, bacteriuria of. a.t least 10* bacteria
per ml of urine and identifiable underlying urinary tract disease. The overall clinical efficacy of the
treatment was evaluated by the criteria proposed by the UTI Committee in Japan as excellent, moderate

or poor based on the combination of changes in pyuria and bacteriuria.
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Of the 223 patients evaluated for the clinical efficacy, 108 patients received MK and 115 received
CPZ. No significant difference in background characteristics was observed between the two treatment
groups. Excellent and moderate responses were obtained in 74.1% of the patients receiving MK and
in 55.7% of the patients receiving CPZ. This difference was statistically significant (P<0.01). The
overall bacteriological eradication rates obtained were 86.9% of 160 strains in the MK group and
74.1% of 174 strains in the CPZ group. This difference was also significant (P<0.01). Significantly
higher eradication rates for S.aureus and C. freundii were achieved in the MK group.

Clinical adverse reactions were observed in one patient (0.7%) in the MK group anl in 3 patients
(2.1%) in the CPZ group. Drug related laboratory adverse reactions were observed in 10 patients
in the MK group and in 15 patients in the CPZ group. There were no significant difference between
the two treatment groups regarding the incidence of clinical and laboratory adverse reactions and MK
appeared to be as well tolerated as CPZ.

From the results obtained in this study, we concluded that MK was more useful than CPZ in the
treatment of complicated urinary tract infections.



