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Table 1. Antimicrobial activity of ME1206 and other three drugs against reference strains
Strain MEI1206 Cefteram Cefixime Cefaclor
Staphylococcus aureus FDA 209P 0.39 3.13 125 0.78
Staphylococcus aureus Terajima 0.39 156 125 156
Staphylococcus epidermidis IAM 1296 0.39 3.13 25 1.56
Enterococcus faecalis IFO 12580 0.78 3.13 50 100
Enterococcus faecium 1FO 13138 12.5 25 >100 6.25
Escherichia coli NIH] JC-2 0.39 0.39 0.20 3.13
Escherichia coli Kp =0.05 <0.05 0.39 6.25
Escherichia coli ATCC 27166 <0.05 <0.05 <0.05 1.56
Citrobacter freundii IFO 12681 3.13 3.13 6.25 100
Klebsiella pneumoniae PCI 602 0.20 0.20 <0.05 0.78
Klebsiella pneumoniae ATCC 29665 3.13 0.39 0.20 6.25
Serratia marcescens IAM 1184 0.20 0.39 <0.05 >100
Serratia liquefaciens 1FO 12979 =0.05 0.20 £0.05 6.25
Proteus mirvabilis ATCC 21100 <0.05 <0.05 =0.05 1.56
Proteus vulgaris IFO 3045 0.20 0.10 <0.05 1.56
Providencia rettgeri IFO 13501 =0.05 =0.05 =0.05 1.56
Morganella morganii 1FO 3848 =0.05 =0.05 =0.05 3.13
Enterobacter aerogenes ATCC 13048 1.56 0.78 3.13 >100
Pseudomonas aeruginosa NCTC 10490 125 50 6.25 >100
Pseudomonas aeruginosa ATCC 27853 25 100 >100 >100
MIC : pg/ml
Inoculum size : 10°CFU/ml
Table 2. Susceptibility of clinical isolates to ME1206 and three other drugs
Organism L MIC (xg/ml)
(no. o% isolates) Antibiotic
range MIC;, MIC,,
Staphylococcus aureus -ME1206 0.78—100 1.56 50
(10) cefteram 3.13—>100 6.25 >100
cefixime 12.5—>100 25 >100
cefaclor 1.56—>100 6.25 >100
Staphylococcus epidermidis ME1206 0.10—50 0.39 50
(19) cefteram 0.78—>100 3.13 >100
cefixime 3.13—>100 12,5 >100
cefaclor 0.78—100 1.56 50
Escherichia coli ME1206 <0.05—-6.25 0.20 0.78
(57) cefteram <0.05—3.13 0.20 0.78
cefixime <0.05—12.5 0.39 1.56
cefaclor 0.78—100 6.25 25
Citrobacter freundii ME1206 0.78—>100 125 >100
(8) cefteram 0.39—>100 125 >100
cefixime 0.78—>100 25 >100
cefaclor 100—>100 100 >100
Klebsiella pneumoniae ME1206 =0.05-0.78 0.20 0.39
(25) cefteram <0.05-0.78 0.20 0.39
cefixime =0.05-0.39 <0.05 0.10
cefaclor 0.39-25 3.13 3.13
Enterobacter cloacae ME1206 0.78—>100 >100 >100
(22) cefteram 0.39—>100 >100 >100
cefixime 1.56—>100 >100 >100
cefaclor 100—>100 >100 >100
Serratia marcescens MEI1206 0.39—>100 50 >100
(20) cefteram 0.39—>100 100 >100
cefixime =0.05—>100 100 >100

cefaclor 1.56 = >100 >100 >100
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Table 3. Clinical summary of uncomplicated UTI patients treated with ME1207

Treatment Bacteriuria* Evaluation**
- . . N . Side
No. | Age| Sex |Diagnosis : Symptom* |Pyuria*
dose duration species [count|MIC| UTI Dr |effects
(mg x /day)| (days)
+ H E. coli| 107 [0.05
1 60 | F AUC 100 x 3 3 ¢ ——| excellent |excellent| (—)
— 0—-1 NG — | =
+ +H E. coli| 10" | 0.1
2 |68 | F AUC 100x 3 3 ( —| excellent |excellent| (—)
— 0—-1 NG — | —
+ 20—30 | E. coli | 10° |0.39
3 15| F AUC 100 %3 5 “‘” —1| excellent |excellent| (—)
— 0 NG — | —
Ris ++ E. coli | 10" [0.20
4 | 19| F AUC 100 %3 3 — m NG — |— moderate| good (=)
+ ++ E. coli| 107 [0.10
517 | F AUC 100x3 3 o — unknown| (—)
ND ND ND — | —

AUC : acute uncomplicated cystitis before treatment

£ % UTI : criteria proposed by the Japanese UTI Committee

NG :no growth N .
ND  not done after treatment Dr : Dr's evaluation
Table 4. Overall clinical efficacy of ME1207 in acute uncomplicated cystitis
Symptom Resolved Improved Persisted Effect on
Pyuria cleared |decreased | unchanged | cleared |decreased | unchanged | cleared |decreased|unchanged bacteriuria
eliminated 1 4
. . | decreased
Bacteriuria
(replaced)
unchanged
Effect on pain on micturition 4 patient total
Effect on pyuria 3 1 4
Excellent 3
rall efficacy rate
S Moderate 1 ove y
4/4
| I Poor (including failure) 0
Bacteriological response
Total no. off g gicted | Persisted”
strains
4 4 0

*regardless of bacterial count
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Table 5. Overall clinical efficacy of ME1207 in complicated UTI
Pyuri ) .

L yuria Cleared Decreased Unchanged Effect. on
Bacteriuria ’ bacteriuria
Eliminated [ 1] 1 4 15(60%)
Decreased
Replaced
Unchanged 2 1 7 10(40%)
Effect on pyuria 12(48%) 2(8%) 11144%) patien total

b)
Excellent 10(40%)
' —ono, overall efficacy rate
[:] Moderate 5(20%) 15/25 (60%)
[ I Poor (including failure) 10(40%)

Bacteriological response

Total no- of Eradicated Persisted*
strains
29 19(66%) 10
*regardless of bacterial count
Table 6. Overall clinical efficacy of ME1207 classified by the type of infection
. No. of patients i Overall
Group (percent of total) Excellent Moderate Poor efficacy rate(%)
group 1 (indwelling catheter) 1 ( 4%) 1 0/1
group 2 (post-prostatectomy) 1 (4%) 1 0/1
Monomicrobial o 7
infection group 3 (upper UTI) 7 (28%) 1 3 3 4/7
group 4 (lower UTI) 13 (52%) 8 2 3 10/13(77)
sub-total 22 (88%) 9 5 8 14/22(64)
group 5 (indwelling catheter) 0 (0%)
Polymicrobial
infe);tionm 1a group 6 (no indwelling catheter) 3 (12%) 1 2 1/3
sub-total 3 (12%) 1 2 1/3
Total 25(100%) 10 5 10 15/25(60)
Indwelli thet No. of patients Excellent | Moderate | Poor Overall
ndwelling catheter (percent of total) efficacy rate(%)
Yes 1 (4%) 1 0/1
No 24 (96%) 10 5 9 15/24(63)
Total 25(100%) 10 5 10 15/25(60)




502

CHEMOTHERAPY

APR. 1992

16 HEVE PR G RAE 29 )0 9 B UTI 3 aH M 2L 41
&) HIEHTTEE T H - 724EBNE 25 B¢, FE3H 10 1,
A58, 106 O HFMEEO0% Th - 12
(Table 5), Z DIEUEHFEH S E N7z 4 BIDOBRAE
HiE, HERME, HERMOWEEESL L UVEETE,
MABELE TH -7, 2% UTIHERICA S
L, Table6iZ/RL 7L ) I2AT—T LEEHMIFE 1
HO1IBDATHY), BIFETH, B 48 130> SH
Tz, BABNIEMEIZTT% (10/13) LR
T 72hy, 3BT 7THIRES 1B, AR 36,
#Eh 3 E HAFF X NI EICIZRIF T L, DM
HTIE S BIhER LB, B 4B X 5K TH -
7z, G mEADA%HEIE 1 B 300 mg &5 16 BTt
10 Bh A%, 1 H 600 mg #5681 9 5] T3 5 B A
HLL ETa Y dose response (34 LN h - 72, E
HEIZ & RN R D HE A wRE e fE I, 27 BT,

EROBI, BHTH, SFMIF, ENHSHITEH,
72, ER, AEALRLEMERISONTH- 12,
BHEME IR B RE @ UTI B M A1 & 2 45
» B EBIC BV C, Table 71aRL 72 & 5 Ic i
EHPA RIS DN TRRET L 72, 25 B0 % D 29 BkAhsor i x
nrzns, 2OWNRILT 7 LBHERED Sk, 75 Lk
HRREA 24 BRTH Y, W E. coli 10 #kh' 5 L
% <, R\ T Pseudomonas aeruginosa 6 ¥, Proteys
mirabilis 4 BRDINETH - 72, SEDME Y F= (3 29
PR 19 Bk, 66 % Th - 72, HERIIZ I E. coli 13 10 #
ERRAIE S L 12 h%, Enterococcus  faecalis, P. aer-
uginosa (IR L 2R S h o 72, TS DEiBRIC
DT, MEENHRE MICEE DBIRE Y25 L,
Table 8 127 L 72 & 912 MIC A5 0.78 ug/ml LI T
BB DWE RN ELDOTRIFTHEDICHL T,
6.25 ug/ml LLETIEARTH - 72, HHEFIZIE, E

Table 7. Bacteriological response to ME1207 in complicated UTI

Isolate No. of strains Eradicated (%) Persisted*
S. epidermidis 1 1
E. faecalis 3 1 2
E. avium 1 1
E. coli 10 10(100%)
C. freundii 1 1
E. aerogenes 2 1 1
P. mirabilis 4 3 1
P. aeruginosa 6 1 5
P. cepacia 1 0 1

Total 29 19 (66%) 10

"regardless of bacterial count

Table 8. Relation between MIC and bacteriological response to ME1207 treatment in complicated UTI
MIC (xg/ml) Inoculum size 10° bacteria/ml Not
[solate done Total
=0.025| 0.05 0.1 0.2 1039 0.78 [1.56(3.13| 6.25 | 125 25 50 100 | >100

S. epidermidis 1/1 1/1
E. faecalis 1/2 | 0/1 | 1/3
E. avium 1/1 1/1
E. coli 1/1 1/1 5/5 1/1 2/2 110/10
C. freundii 1/1 1/1
E. aerogenes 0/1 1/1 | 1/2
P. mirabilis 1/1 1/2 1/1 | 3/4
P. aeruginosa 0/1 | 0/2 | 1/3 1/6
P. cepacia 0/1 01

Total /1 | 2/3 | 11 6/6 1/1 0/1| 1/1 | 0/1| 1/4 | 1/3 | 1/2 | 4/5 (1:6/%9)

No. of strains eradicated/no. of strains isolated
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Table9. Strains* appearing after ME1207 treatment in complicated UTI

Isolate No. of strains
E. faecalis 2
K. oxytoca 1
E. agglomerans 1
A. calcoaceticus 1
Total 5

No. of patients in whom strains appeared

Total no. of patients evaluated

4/25(16%)

*regardless of bacterial count
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MEI1207, a new oral cephem, was evaluated for its antimicrobial activity and clinical efficacy in
urinary tract infections (UTI) The following results were obtained.

1) The in vitro antimicrobial activity of ME1206, an active metabolite of ME1207, against clinical
isolates was compared with that of cefteram (CFTM) , cefixime (CFIX) and cefaclor (CCL) . Against
gram-negative bacilli, its activity was similar to that of CFTM and CFIX, and it was superior than
that of CCL. Regarding Staphylococcus spp., its activity was superior to all of the other agents.

2) The clinical efficacy of ME1207 was evaluated in 34 patients with UTI. Five patients with
acute uncomplicated cystitis (AUC) were treated with a daily dose of 300mg for 3~5 days. The
other 29 patients who had either complicated cystitis or pyelonephritis (complicated UTI) were
treated with a daily dose of 300 or 600mg for 4~7 days. According to the criteria proposed by the
Japanese UTI Committee, the clinical efficacy of AUC was excellent in 3 and moderate in 1 and the
overall clinical efficacy rate was 60% (15/25) in complicated UTI. Bacteriologically all strains were
eradicated in AUC and 19 out of 29 strains were eradicated in complicated UTI. Side effects were not
observed, and abnormal laboratory findings such as slight elevation of transaminase were found in
only three patients. The results suggest that ME1207 can be an effective antimicrobial agent in UTL



