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Enterobacter sp., Citrobacter sp., S.marcescens,

AUG. 1984

BEeBEERRRD bhich o,

MT-141 3 BHEMERRFEMCE - THRE S h o
cephamycin RIEWE TH 5, * D{LEMER 1T Fig
1l emRteshe, THAHECT  /VBEYELC L, ¥
AP FVEEXIOIENRTEARZ PV DIRKETE
NOWREI LT EEZ2Z LR TWASY,

Fig.1 Chemical structure of MT-141

COONa CHa
. 0
NHs3

N\
N CHz—s{ N

| | I -7H.0
CH-CHS-CHeCO-NH-~ S N—N

Co0" CH:0 H

Lichio TRAAEHEM E4E T » B-lactamase
CHLTEETHD, /77 ,BHRESIV 77 aEB%
BREcNL, KEAHEAX7+54%FL, ¥k B
fragilis, C.difficile X OHSHEE TR LTH #F h
FHEAEAETHEV S,

T HRAANR, ToMmPEBEH 2~2.5 B L B
MEL, LrbtRcfR#x20FekElED T ¥
KA MR PA~HEHE & h, Rt Rz 8 B < 90%
CETHEWD Y,

FTHEEEGIE, MEoX 5 niEfE b o2FF
%t LB RAR T 2 T8\, 4, REBREPIEC
FaBERELRFLEDT, TOBREYRET 5,

I. R &FE

1. EprRE

REBIERE» OB L BRERFEE S 7 26
BT 3 BB HILEE T MIC) ofER
Tleoto ML LCHEBROOCREEK L, E.coli 30
¥, K. pneumoniae 22 ¥k, P.mirabilis 28 &, indole
positive Proteus sp. 27 #:, Enterobacter sp. 15 #,
Citrobacter sp. 9#k, S.marcescens 30 ¥, P.aeru-
ginosa 30 BkThHbo MIC DREERZ L1+ 7 » 7HY
MIC-2000 system 12 k b, #HEEE 105CFU/ml T
e -7, ¥l-xB%ER & LT Cefazolin (CEZ),
Cefmetazole (CMZ), Cefoperazone (CPZ), Latamoxef
(LMOX), Amikacin (AMK) ®» MIC 3% RBHHEL
o

2. BRIRIBE

REBCEBERYETS 22 IO EHMERBBIER
EARBE LT, MT-141 % 5 HREHEE L TR %2R
ot BEBIX1R 1g 22 13 4, 1B 2g »H 9T
Hotoo BEFEIERRIER 20mlCBHEL, F52
[Eld one shot #E & Lo

BRI RO YT O EIfE A f et 12, UTI X%
FHmERE (B 2BOYT kot

II. # 72
1. BRI GLED)



VOL. 32 S-5

CHEMOTHERAPY

383

Fig.2 Sensitivity distribution of clinical isolates
of 30 strains of E.coli
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Fig.4 Sensitivity distribution of clinical isolates
of 22 strains of K. pneumoniae
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Fig.6 Sensitivity distribution of clinical isolates
of 28 strains of P.mirabilis
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Fig.3 Cumulative percentages of clinical isolates
of 30 strains of E.coli
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Fig.5 Cumulative percentages of clinical isolates
of 22 strains of K. pneumoniae
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Fig.7 Cumulative percentages of clinical isolates
of 28 strains of P.mirabilis
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Fig. 8 Sensitivity distribution of clinical isolates
of 27 strains of Proteus indole (+)
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Fig. 10 Sensitivity distribution of clinical
isolates of 15 strains of Entero-
bacter
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Fig. 12 Sensitivity distribution of clinical
isolates of 9 strains of Citrobacter
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Fig.9 Cumulative percentages of clinical isolates
of 27 strains of Proteus indole (+)
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Fig.11 Cumulative percentages of clinical
isolates of 15 strains of Entero-
bacter

100,

ng( /7

. r

« € 80 J,J
2 70} /7
£f //
£, 60F S ——

2 i
2% o CEZ
ga . 1S /0 T g
o 40 —-—CPZ
< 3oF —-~—LMOX
2 af ——AMK
>
o 10t f e

0 7

1 /| i L 1 1 1 I " L 1 1
=0.025 0.10 0.39 1.5 6.25. 25 100 400 S800-
0.050.20°0.78 " 3.13 “12.5~ 50 900" "%0g 0
MIC (ug/ml)

Fig. 13 Cumulative percentages of clinical
isolates of 9 strains of Citrobacter
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Fig. 14 Sensitivity distribution of clinical Fig.15 Cumulative percentages of clinical
isolates of 30 strains of S.marces- isolates of 30 strains of S.marces-
cens cens
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Fig. 16 Sensitivity distribution of clinical Fig. 17 Cumulative percentage of clinical
isolates of 30 strains of P.aeru- isolates of 30 strains of P.aeru-
ginosa ginosa
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Table 1 MICq, of MT-141, CEZ, CMZ, CPZ, LMOX and AMK (ug/ml)

Antiblotics | yir 141 | cEZ | cMz | cPz | LMOX | AMK
Organism
E. coli 0.39 6.25 1.56 0.78 0.10 1.56
K. pneumoniae 0.39 3.13 3.13 1.56 0.78 3.13
P. mirabilis 0.39 25 12.5 50 1.56 6.25
;’r";’i':“”:;_‘”e 3.13| 800 100 200 1.56|  6.25
Enterobacter sp. 400 >800 400 3.13 6.25 0.39
Citrobacter sp. 400 400 200 3.13 3.13 6.25
S. marcescens 200 >800 400 400 25 50
P. aeruginosa 800 >800 >800 25 400 3.13

fEi% 0.05 ug/ml A& 400 ug/ml T K AL T, MIC kb 1 BBV BETH -7 (Fig.8, Fig 9),
AHi% 0.39 ug/ml LATFD MIC i@ 48.1% &iiF¥EK Enterobacter sp. 15 $RiTx3 % A &l o MIC 0D
WL & i, 100 ug/ml LL =D MIC 7R3 DhH peak (% 400 ug/ml B b, 100 ug/ml LI O i %
28k 7.4% Zbhitc, oKl T B &, LMOX o RTHRD 14 ¥k 93.3% THhotco MBEFDHTIL,
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Table 3 Overall clinical efficacy 6f MT-141 in complicated UTI

Pyuri Effi
yuria Cleared Decreased Unchanged xca(iy ?n
Bacteriuria bacteriuria
Eliminated 1 3 4(36%)
Decreased 1 1( 9%)
Replaced 2 2(18%)
Unchanged 4 4(36%)
Case total
Efficacy on pyuria 2(18%) 9(82%) 1
Excellent 1(9%)
Moderat ‘ Overall effectiveness rate
oderate 5/11(45%)
Poor (or Failed) 6

(MT-141 0.5gx2/day, 5days treatment)

Table 4 Overall clinical efficacy of MT-141 in complicated UTI

Pyuri Effi
L yuria €leared Decreased Unchanged feacy.on
Bacteriuria bacteriuria
Eliminated 1 2 1 4(57%)
Decreased 1 1(14%)
Replaced 1 1(14%)
Unchanged 1 1(14%)
C total
Efficacy on pyuria 1(14%) 2(29%) 4(57%) ase7 o
Excellent 1(14%)
Overall effectiveness rate
Moderate 4
5/7(71%)
Poor (or Failed) 2

(MT-141 1.0g > 2/day, 5days treatment)
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Table 5 Overall clinical efficacy of MT-141 classified type of infection

Group No. of cases Excellent | Moderate Poor gfvfizatl}zreness
(percent of total) rate
1st group (Catheter indwelt) 7 (67%) 4 3 57%
2nd group (Post prostatectomy)
Single 3rd group (Upper UTI) 1 ( 9%) 1 100%
infection | g} proup (Lower UTI) 1( 9%) 1 0%
Subtotal 9 (82%) 1 4 4 56%
5th group (Catheter indwelt) 2 (18%) 2 0%
Mixed 6th group (No catheter indwelt)
infection
Subtotal 2 (18%) . 2 0%
Total 11 (100%) 1 4 6 45%
(MT—MI 0.5gXx2/day, )
5days treatment,
Table 6 Overall clinical efficacy of MT-141 classified by type of infection
G No. of cases Excellent | Moderate Poor eof‘;ee’c‘::!ieness
roup (percent of total) ° rate
1st group (Catheter indwelt)
Single 2nd group (Post prostatetomy)
infe“ction 3rd group (Upper UTI) 1 (14%) 1 100%
4th group (Lower UTI) 2 (29%) 1 1 100%
Subtotal 3 (43%) 1 2 100%

. 5th group (Catheter indwelt) 3 (43%) 1 2 33%
Mixed 6th group (No catheter indwelt) 1 (14%) 1 100%
infection

Subtotal 4 (57%) 2 2 50%

Total 7 (100%) 1 4 2 1%
(MT-141 1.0gX2/day, )
Sdays treatment,
Table 7 Bacteriological response to MT-141 in
complicated UTI

Isolates No. of strains Eradicated (%) Persisted
E. coli 3 3 (100%)
P. mirabilis 1 1 (100%)
P. vulgaris 2 1 (50%) 1
P. morganii 1 1 (100%)
E. agglomerans 1 1 (100%)
S. marcescens 6 3 (50%) 3
P. aeruginosa 2 2
P. cepacia 1 1 (100%)
Pseudomonas sp. 1 1 (100%)
F. odoratum 1 1 (100%)
Flavobacterium sp. 1 1
Other GNR 1 1
S. faecalis 4 3 (75%) 1

"Total 25 16 ( 64%) 9
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Table 8 Relation between MIC and bacteriological resb_onse in MT-14‘1 treatment
MIC (ug/ml) Inoculum size 10° cells/ml Not

fsolates <0.39| 0.78 | 1.56 | 3.12 | 6.25 | 12.5 25 50 100 | >100 | done Total

E. coli 2/2 1/1 3/3
P. mirabilis 1/1 11
P. vulgaris 0/1 1/1 1/2
P. morganii 1/1 /1
E. agglomerans 11 1/1
S. marcescens 1/1 2/5 3/6
P. geruginosa 0/2 0/2
P. cepacie 1/1 1/1
Pseudomonas sp. 1/1 11
F. odoratum 1/1 11
Flavobacterium sp. 0/1 | o/1
Other GNR /1 | on
S. faccalis 23 | 11| 34
Total 3/ | 272 22 | 2/2 | 5/11 | 2/4 | 16/25

(75%) | (100%) (100%) | (100%) (45.5%)| (50%) | (64%)

Table 9 Strains appearing after MT-141 treatment
in complicated UTI

Isolates No. of strains
P. aeruginosa 1
S. faecalis 1
YLLO 2

Total 4

CMZ LEZEDHEH %R L 1 (Fig 10, Fig 11),

Citrobacter sp. 9 ¥R %32 MIC fEiL 0.39 ug/ml
2B 800 pug/ml FTIRIKL /AL T\ foo 100 ug/ml
Lk MIC BRItk 3 ¥k 33.3% B bhl,e
AFOHENIMBONBER L LKL T, BhTWwbE
1T\ x feh ot (Fig 12, Fig 13),

S. marcescens 30 #RICBIL T, 0.39 ug/ml LITFoD
MIC % RL7cDiX 3.3% T+ &, &F o MIC
fED peak 11 200 ug/ml Thoto FAFDO HE 5 i
LMOX, AMK 2 3~4 Bf% 5 s oD, CMZ, CPZ
LA%ZTH -1 (Fig 14, Fig. 15),

P. aeruginosa 30 Bk Ci3, AFICH LTIz 2HA 100
wg/ml Y EOTERRL, %D 76.7% % 800 ug/ml

Lo EEmEY R LA (Fig 16, Fig.17),

LED MIC JIEDRRY MIC, TH% & (Table
1), & #i3 E.coli, K.pneumoniae, P. mira“bilis,
indole positive Profeus sp. =L T {&E\ MIC f%

AL, BhcBERGEI G I hbB, LinL, Entero-
bacter sp., Citrobacter sp. Tt CPZ, LMOX, AMK
A, 1o S.marcescens ¥ L Tk LMOX 2, P
aeruginosa =3 LCix AMK, CPZ »E\ MIC {i%
RLEOrL, ZhbBHEEEC A5 AFD MICy
% 200 pg/ml A ETH oo LichiaoT Ihb BER
BT 5 AFOME NI HBABEV-LDE EL b
Z)O

2) BRI

ZREBICDO\NT D FEMids X O BEIREUE%R Table 2 I
Fltoo AFIREE L 22 fld, ELHFEMEO ATREGIL
fEGl 1~18 ¥ TD.18 BIT, Br4-GIA FEG 19 LITO
45ITH B, EWEROBENIBSBI % &l 22 flic>
EX AR ey

18 lg #BELLERM 1~11 FTO 11 S0 HE
EERBIER 10, AR 46, EHeMT KAEY
Rt 45% Thot (Table 3),

1H 2g %5 Uil 12~18 ¥ TO 7 ATIRES
10, B2 4B, EH2HT, BARDHRR 11% TH
-tz (Table 4), :

FRFREEIC AR, 18 1g #EATIE
18 57%, 3% 100%, H4% 0%, HSH 04 T
bo7- (Table 5), 1H 2g HEHITIE 3B 100%,
S 4P 100%, 5B 33%, H6B 10% TH-L
(Table 6),
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Fig. 18 Influences of MT-141 on the laboratory
examinations (22 cases)
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SEEINCERBECTAMR XN R L A 5 &
(Table 7), E.coli 3%k& P.mirabilis, P.morganii,
E.agglomerans, P.cepacia, Pseudomonas sp., F.
odoratum DK 1¥kITTXTHEE LI, S.marcescens
TiX 6k 3RENRE S L, P.ooulgaris TL 28+ 18k
BEEL, WITh OHEEERY 50% THholo i S
faecalis T 4¥kh 3HRAEAL, HERIL 5% TH
ot F LB EAF 25 kb 16 BRAHAL, 64% D
HERTH -0

B LB, P.vulgaris, S. marcescens, P.aeru-
ginosa, Flavobacterium sp., other GNR S. faecalis
DIRTH %M, £D5% 6L 100 ug/ml LI ED
MIC %R U =M E#RTH o oo

UEDREE AFIOZHEL MIC & ORARICIV TR
F35L Table8 Dk THD, MIC DREI NI
21 Bkh 10 #kit 50 ug/ml LLIFTH b, B 11 BT
1% 100 ug/ml LL ETHotro FOMEFHIZIET AT E
Tit 90%, HETIL 45.5% Th ot

BEH BB, P aeruginosa, S.faecalis 1341
B YLO %203t 4 #Th -1 (Table 9),

FREHE LK 22 flicksvC, BIfFEELTHER

| i

Before Alter Before After
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BE¥SRECKIDERD Y v RO Y ATREI R
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L 2 ATERDEED—DW invitro L b b in vivo
CRIDPENINRCEC S ERDF LR T 5905,
RSB RHER» b, ERORECHENOFE -
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EXPERIMENTAL AND CLINICAL STUDIES ON MT-141

Kivotraka Onmura, SHiceru Sakal and Yosuiaki Kumamoto

Department of Urology, Sapporo Medical College
(Director : Prof. Y. KUMAMOTO)

SHinncHl Mivamoto, Takaniro Tamiva and Keir TaxkaTsuka

Department of Urology, Sunagawa Municipal Hospital

We carried out the experimental and clinical studies on the new cephamycin,

tained results were as follows.
1) Antibacterial activity

MT-141. The ob-

MT-141 showed the excellent antibacterial activity against the clinically isolated E.coli, K. pneumo-
niae, P.mirabilis, and indole positive Proteus sp. but the poor against Enterobacter sp., Citrobacter

sp., S.marcescens, and P.aeruginosa.
2) Clinical studies

Twenty-two patiens with chronic complicated urinary tract infection were treated 0.5g or 1.0g of

MT-141 twice a day for 5 days by intravenous injection.
The excellent clinical response was observed in 1 case,

patients received 1.0g daily dose.
4 cases and poor in 6 cases.

%.

The efficacy rate was 45%.
tion, 1 case represented the excellent clinical response, 4 good and 2 poor.

Eleven
good in
Of 7 cases with 2.0g daily administra-
The efficacy rate was 71

Eighteen cases were evaluable.

No remarkable adverse reaction was observed in 22 cases.



