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Fig.7 Cumulative percentage of clinical isolates
inhibited by MT-141, LMOX, CBPZ, CMZ
and CEZ
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Fig.8 Cumulative percentage of clinical isolates
inhibited by MT-141, LMOX, CBPZ, CMZ
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Fig. 10 Serum levels of MT-141 and CTX after intravenous administration of 1g in
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Fig.11 Serum levels of MT-141 and CTX after intravenous administration of 1g in

3 healthy volunteers
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Fig.12 Urinary excretion of MT-141 and CTX after intravenous administration of

1g in 3 healthy volunteers
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Fig. 13 Urinary excretion of MT-141 and CTX after intravenous administration of

1g in 3 healthy volunteers
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Table 2 Overall clinical efficacy of MT-141 in complicated UTI
(0.5~2.0gx2/day, 5-day treatment)

Pyuria
Cleared Decreased Unchanged II;: ffea. on
Bacteriuria acteriuria
Eliminated 6 8 8 22 (67%)
Decreased 0 (0%)
Replaced 1 1 2 4 (12%)
Unchanged 1 6 7 (21%)
Effect on pyuria 7 (21%) 10 (30%) 16 (48%) P‘“‘egg total
Excellent 6 (18%)
Mod Overall effectiveness rate
oderate 24/33 (13%)
| Poor (Including failure)

Table 3 Overall clinical efficacy of MT—141 classified by the type of infection

No. of patients Overall
Group (Percent of total) Excellent | Moderate | Poor effectiveness rate
1st group (Catheter indwelt) 8 (24%) 1 4 3 63%
| 2nd group (Post prostatectomy) 4 (12%) 4 100%
.IVIfom:{mcroblal 3rd group (Upper UTI) 5 (15%) 2 3 100%
intection 4th group (Lower UTI) 11 (33%) 3 4 4 64%
Subtotal 28 (85%) 6 15 7 75%
o 5th group (Catheter indwelt) 0 ( 0%)
Polymicrobial | g group (Catheter not indwelt 5 (15%) 3 2 60%
infection
Subtotal 5 (15%) 3 2 60%
Total 33 (100%) 6 18 9 73%

PHEL TS Z EHER Shi,

—%, MIC »% 12.5ug/ml LIFTh, 3 #kAFEHL
T, BEHHBEIL, P aeruginosa 3 Bk LLHD
Table 6 RT THTH oo AFIC LB EBHhDH
ENEERIL 1AL 2 » foo BRBEMEL 16
(Case 4) T 3k #§ # If1 Bk 3% (376—332 J5/mm?), Hb
(12.1-10.9g/dl) 3s X vt Ht (36.5—31.5%) DR,
D> 16 (Case 21) THMERP (379—325 5/mm?),
Hb (12.9-11.6g/dl), Ht (38.5—32.5%) ¥ XOM/h
B (21.5-11.1 F/mm®) ORWAERDLH, WTh
YBEETH Y, BERTHESLHCEBEL T2,

1. % =®

B, WA - A HOMRTIZDTE L OB

Y, BREEED w7 » v AXY VCROEXREFRTH

BT1-T372%7yuAR) VBD Ta firic -OCH; (£
FEY) ERBALILET » <A Y VRFIOHAET, =
NODBRARC—BREBELICLD & W 2 b, KRHFH
1Y, HEOEAT S B-lactamase IZ 4RI WZ
b, 77 2 BHEOBERCE TEOHEANI + 7
ADBEREINIZ L2 BB ETELIOTHB, chbD
5%, BEROLDELT CMZY L8 CFXY 2350,
BEZRhD 4D E LTIk CTTY, CBPZ® 25 bh5,
¥, ERIEAWELT, AF¥ve7 2R BT 3
LMOX? $BERIh T3,
LSEEFEEDIY, RAXDOLE 7S sMEECHT5
FHOPE N, EROEZHEHE LR, ZOKE

“AFlD MIC 241z, LMOX [ZiZ LN R4 5 7%,

CMZ Xxh%¥&Yh, CBPZ |ziy Proteus BT¥ X578,
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Table 4 Bacteriological response to MT-141
in complicated UTI

Isolate No. of strains | Eradicated(%) | Persisted*
S. epidermidis 2 1 ( 50%) 1
S. faecalis 3 2 (67%) 1
E. coli 5 5 (100%) 0
C. freundii 6 5 ( 83%) 1
K. pneumoniae 2 2 (100%) 0
K.ozaenae 1 1 (100%) 0
E.cloacae 2 0 ( 0%) 2
P.mirabilis 2 2 (100%) 0
P. vulgaris 2 1 ( 50%) 1
P. rettgeri 1 1 (100%) 0
S. marcescens 3 2 (67%) 1
S.liquefaciens 5 5 (100%) 0
P. aeruginosa 2 2 (100%) 0
P. putida 1 1 (100%) 0
Acinetobacter 1 1 (100%) 0

Total 38 31 ( 82%) 7

* Regardless of bacterial count

fETIRRAELNLRREB v 5 R B, AR
T, BREERAT CTX X h BV X O RPEEH
Boh, FMEMPERBIW2EME CTX IRV
WORETH »o ¥, Bioassay gi& HPLC gD

Table 6 Strains®* appearing after MT-141
treatment in complicated UTI

Isolate No. of strains (%)
S. faecalis 1 ( 14%)
E. cloacae 2 (29%)
P. cepacia 1 ( 14%)
P. aeruginosa ! 3 ( 43%)
Total 7 (100%)

* Regardless of bacterial count

IR CELL T,

FRIRRRES T3, BHEMRBERBRIVED HRBRERC S
WTZhZh 60% L EOBHRNB LI, BIFREM
BRI RERECREWT, MIC OB yDTHY
KRTHEEASALR, =V ARFIRERERTRIF ED;,
FRUCEED 2RITAIDEEZD h i, B,
C. freundii, S.liquefaciens 3} X' P.aeruginosa i
BWTCZDMHEAMEETH - o (Table5), kL,
E. cloacae ¥\~ Tix, Fig.5 @ir3TEEH MIC /%
TAFCTHED D%, BRI 2BF 25k b
FRTHEVIBRTH oo THOHDEEREEY 28
B H5 &, 33 Gl 1 HAEEN 4g DD 1HDA

Table 5 Relation between MIC and bacteriological response to MT-141 treatment

MIC (ug/ml) Inoculum size 10° bacteria/ml Not

fsolate <0.39| 0.78 | 1.56 | 3.12 | 6.25 | 12.5 25 50 | 100 | >100 | done Toul
S. epidermidis 0/1 1/1 1/2
S. faecalis 1/1 0/1 /1 | 23
E. coli 5/5 5/5
C. freundii 2/2 111 2/3 5/6
K. pneumoniae 1/1 1/1 2/2
K. ozaenae 1/1 1/1
E.cloacae 0/2 0/2
P. mirabilis 2/2 2/2
P. vulgaris 1/2 1/2
P. rettgeri 1/1 1/1
S. marcescens 2/2 0/1 2/3
S. liquefaciens 5/5 5/5
P. aeruginosa 2/2 2/2
P. putida 11 171
Acinetobacter 1/1 1/1

Total 10/11 | 1/1 0/1 0/1 4/4 4/5 | 10/13 | 2/2 31/038

(91%) | (100%) (0%) (0 %) (100%) | (80%) | (77%) | (100%) | (82%)

No. of strains eradicated/No. of strains isolated
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FUNDAMENTAL AND CLINICAL STUDIES ON MT-141
IN THE UROLOGICAL FIELD

SoicHl ArRakawa, SHIGENORI Tapera, TosHikAzu SHiMIZU

MasvyvosHr Harapa, Minoru Hazama, Nosumasa KaTaoka

Sapao Kamipono and Joji Isnicamr

Department of Urology, Kobe University School of Medicine

Preclinical and clinical studies were carried out on MT-141, a new cephem antibiotic. The following

findings were obtained.

1) Antibacterial activity : The MICs of MT-141 were determined for 8 species of gram-negative
bacilli that were clinical isolates. The distribution of those MICs was compared with the MIC
distributions determined for each of CBPZ, LMOX, CMZ and CEZ. Overall, MT-141 was found to
be somewhat inferior to LMOX, superior to CMZ and CEZ, and superior to CBPZ against Proteus
spp. but equal or somewhat inferior in relation to the other species.

2) Invivo Kinetics : MT-141 was administered to healthy volunteers in the form of a Ig one-shot
intravenous injection, and then the kinetics of the drug in the body were investigated. This was

performed by the crossover method, using CTX as the control drug. MT-141 was found to show
higher serum concentrations, urinary concentrations and urinary recovery than CTX. In addition,
the B-phase serum half-life of MT-141 was approximately 2 hours, which was longer than the half-life
of CTX.

3) Clinical Results : MT-141 was administered to 33 cases of complicated urinary tract infection,
and the therapeutic results were rated “excellent” in 6 patients and “good” in 18 patients, for an
efficacy rate of 73%. The bacterial elimination rate was 82%. None of the patients experienced
either subjective or objective side effects to. MT-141. 1In the laboratory tests, one patient showed a
decrease in the peripheral erythrocyte count, while one other patient showed decreases in both the
peripheral erythrocyte count and the platelet count. Both cases of changed laboratory values were
mild and transient in nature.



