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1) EBORE : FFOKEZMREABTYRET D7 » AW TREZ MRS 1T
£V, ERINDERKRFOFERZREL, TOMKEE CEZORK L HBEL T,

MT-141 & CEZ % H#$% & 100mg/kg #5T 0.5 BFREBIIAE & L EVEIRE R R LI
CEZ DFMR2BER T\ oo 1 B4 CEZ 3&FT A L MT-141 & HEL 1/2 DEIET
BHoto 2 BHMBETRIHEELIBLLEEL > 20 mg/kg 5 TiX MT-141, CEZ &L
EUREIHETH >0

2) ERRBURE M40 SMKEIL 1M, U ANAMSESL L1, SHRBERE L
BDE 7 FIDRBRPIECAFILER Lo BB, 16l 38 E~73 & (FH62.95), 1AK
58 1g 36l 2g 4GITH - FepELico HEBHX7TH~15 B (FH 11 BH), REEFER
14g~28g (P 17.3g) TH 5, BRI FEIZED 16, H56, EDH1H THH HZHFRIL 85.7
% Thotlco RAENHETEEMI 2 A THS, VEARNAMIEIZRESE THRIE I hic
Acinetobacter 3. P.aeruginosa WEAZANR LA BERNICIIED THoto BUERBBRIIELEE
TR & hic E. coli 1 BE ShEROCER T 720 BIFFAE LUREMED RF 12 1 FICIFE

AUG. 1984

ROEI A BRI UM RD e > o

MT-141 3HRBERRFERC S W CHREI AL
cephamycin RFHAENETH H, * OILFEREIR T L
7 I 7B ER, TioA bF vEYL D IANR
BAR7Z 74, HIEBFEOBBEL D, REBEE
B (EDso) £, MIC X hitEIh 32U EOBHRYTL
T3,

KHZ B EHEEE 0 B-lactamase i % LEETH
D, Y7 ABUERIV T AREERS L, Lk
BARZ S5 A%HFL, ¥t B fragilis, C.difficile
REDHIHECH LTLERLHEN®HE T 5. XA
BEHE, ABEECI I EVCIIFRENB LR, TO¥
Bl 2~2.5 BHTH 5,

TOX 5B ERE T AERAIC OV TR, FBKRA
BE 2T o e TRET 30

I. E @B R

AEOKEZMIREABIT YR T 5D, 79 bk
A TREZ iR (LUF BAL %2177\, BIRE hie
HBhOPIERIRE Y JE, BALW X 5 HiAEF O EIR
BYHEME LI, icxDpifftiy CEZ O E L 7o

1) Fik - £z SPF, SD Ro#K S » b TH

i 250+30g DRDOFMHEAL IS EE Lic, HiEHRD
#EBIT 100mg/kg F 1ot 20mg/kg & L AR
Tl #5 0.5 1,2 BMHBCHEmMERL BAL %17
7totco BAL R RERYBALIOL A w b AV VF o
—TRBEEL, %Gy 15cm KEECTEA, BR%
T X hER Lo BE¥EHIT 10 @& L, 1 BOE
ABIH 7ml THhFHERC L hiE 10 EOFHEHT
X BEURERIZ 9% TH o1 Biifr#i 1/15M O Phos-
phate buffer solution (pH7.0) %A\ o WERITER
Bioassay ¥C 17 7c \», BREE X %K T 1L Vibrio
percolans ATCC 8461 # F\~, I E. coli NIH]
R, BB O FIRENME BE I BRERR
1T 10 B LRIE L 7o

2) ER:ZFhZh 10 @D BAL i X 5 EIRKER,
£ & OHAREEYF U CERERYER LU, BIRER
BAL 2@ B RBEERRL, DBEEIRL

MT-141 © 10 EgE# < X 5 KEIE (Fig. 1) 2T
=3, 100mg kg #¥5-Tid 0. 5 FfEl4 T 45. 81+10.18
ug (1A YL 147. 0485, 76 ug/ml), 1 BeREigk 20.72+
5. 35 ug (67. 80+21. 79ug/ml), 2 EEk 2.49+0.91ug
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Fig.1 Recovery of MT-141 by BAL method
in rat (n=5)
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CEZ 0 REINES L O mhRED R Fig 2 WK
L#o CEZ ix 100mg/kg #5 0.5 BRI X MT-
141 X hoREREALRT, 1 RERCIEET
B L MT-141 L L 1/2 DEUETH - 7o 20mg/
kg #5 Tz MT-141 L RARRCEREIHE TS - 7o

II. B KB B& 5

1) MEER : ML 46, BEKEZLLIA FXA
RS SR 10, ARERYIE 1 DG 7 A0 RK
PEC AR R EA L, BiE6Fl, 10T, Fhnix

Fig.2 Recovery of CEZ by BAL method in

rat (71:5)
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38 B b 73 B CEHIL 62.9 B TH »7c (Table 1),
2) FETNTEEHETHD 1 BRSER 1g A
36, 2g MNAFITE - FO 2ECHEIL THEE L.
1EE 0.5g ¥ 1g TZh i EERIK 200ml~
500ml I B LT 40 4> ~60 s TAEREHE L. #
EEITA~IS B CFH 11 A) ThH, REER
8g~28g (Fi 17.3g) Tholco 75 3 AFABEHNIT
EARGT A~ P2 EflL, BETHD o L ERLLE
&—?%ﬁfxc‘f\:o

3) PHERFIELE

24} (Excellent) : AFIHEH 7 LA TNTOH-
fBEFEROYE LRI LERLHEDOLLNICE D,
A%y (Good) : 7 HLARWCH BasisiED A bR d

Table 1 Results of clinical trials with MT-141
. . Complication or Isolated Dose Duration | Total dose Clinical | Bacteriological | Side
Case| Age | Sex Diagnosis Underlying disease | organism | (gxtimes) | (days) fg) Route effect effect effect
1 | 52 | M |Pneumonia Bronchial asthma | Normal flora| 0.5% 2 15 15 d.i. Good Unknown -
2 | 70 | M |Pneumonia Old TB Normal flora 172 14 28 d.i. Good Unknown -
3 | 38 | M |Pneumonia - Normal flora 1+2 9 18 d.i. Good Unknown —
4 | 73 | M | Pneumonia Arteriosclerosis Normal flora| 0.5<2 3 8 d.i. Poor Unknown —
5 | 70 | F | Acutebronchitis Dlabc}es .mglllws Not done 0.5-2 4 14 d.i Good Unknown —
sarcoidosis
Diffuse . . . ; .
6 67 | M - Arteriosclerosis | Acinelobacter 1>2 12 24 d.i. Good Altered —
panbronchiolitis
7 70 | M Acute . Renal lithiasis E. coli 1.2 7 14 d.i. |Excellent| Eliminated —
pyelonephritis
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A% (Fair) -7 BUA K BEOHEDOL LA 1. = -
Do 1. EBAIBEhcoWT

%) (Poor) * 7 HLARKHED A LI LA 27 b Do
4 EEDHE  PRERPIE 6 QTS ALER, 1
BIHEZNTH - 100 SHERBERED 1 AIXERHTRL
tro 2EOEDHRIT 85.7% ThHhoTo

5) WEFMHE : RRESEETEENR 24T
55 U AT EZ KBETHREI hic Acineto-
bacter 1L P.aeruginosa \HEZR LD, EBERETIZ
s, HEOWL, BIREOEELL EOHELALD
h, BADHRIIERE Lic, aRERIHERE THRIE
Xhi: E coli 3ERHEBREIh, BEROCLEYT
Hotoo

6) BIfERA : ARSI BIfEA L X OBRIRBRER
B b2 5 BT OV THR L (Table 2), A#IAB4
Bl BEbhs BOENEIERRAOhith - B
FREBERETIL0 ¥ A PESE L X THRRY 3%—
15% L ichs, bkt 0% CEFLL. £
DfAFIC X5 & Bbh b EBLERREMBRT RS

SEEF L CHARIOBRRENEAERE 7 7 2 EEREIT
WTHHENNEFCHB LI LA L ZOBEWHEN
GEERACEVTAT LI TN TRIIRBE A TR b
3, BETCHRLEEEROBFVEERIATETY
Bo TRMAFIOMBBIHL MENE LIHALH
BIRC L > CTEERRTFTH 5. R JERNOBF
B Uik k' — P LAIEL TW b RES
FBRE~ADBFEALME IR TR ZDOTDEF
TRFEFIOBRRHBITLIEZHE TR LI REL
DUH~DOBTEBRH LB ENE Rbh%,.

FHIFAEF O KEZMRE~NDO BT LT 219
5, Fa MV, BAL & X A EURMARIE® WE L
FO BT DOWTHRET Lico MT-141 & CEZ % it
3% & 100mg/kg {5 T 0.5 RHIEEE & L HVEIR
BamList CEZ 0 b fh T\l 1 B
1z CEZ &g L MT-141 L HEL 1/2 DEIR
BThoto 2 BERBIHEEL BRI LBEEL T

Table 2 Laboratory findings in patients before, during and after administration of MT-141

RBC . Platelet- | Eosinocyte ..
Case (x10%) WBC (x104) %) GOT GPT Al-P BUN Creatinine
B 392 8,500 18.3 2 43 36 6.9 14.3 1.1
1 D 349 7,400 22.2 3 36 31 7.1 7.8 1.0
A 369 6,200 25.9 3 39 42 9.9 10.2 1.0
B 392 8,800 30.0 4 11 10 230 15.7 0.7
2 D 400 6,200 36.0 5 17 15 242 10.2 0.6
A 400 6,800 35.0 5 18 19 218 12.1 0.7
B | 531 13,300 32.8 1 26 50 213 18.1 1.1
3 D 487 5,100 37.8 4 13 25 155 17.0 1.2
A 493 | 5,800 37.9 0 18 31 134 20.9 1.1
B 379 | 6,100 28.8 0 46 21 141 56.4 1.5
4 D 442 7,900 25.8 0
A 397 16,000 44.2 0 19 21 160 37.7 1.5
B 444 12,700 27.3 20 22 110 16 1.0
5 D 454 11,200 27.9 2 20 35 106 17 1.1
A 467 13,000 23.6 3 17 25 100 19 1.0
B | 461 10,500 22.4 3 27 5 67 14 1.2
6 D 507 6,500 21.3 15 21 16 66 15 1.0
A 472 9,200 22.3 0 21 12 61 10 0.8
B 402 8,900 0 14 12 130 26 1.6
7 D 443 3,700 25.0 0 15 13 132 20 1.1
A 415 3,800 12 14 130 20 1.2
B : Before
D : During

A I After
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20mg/kg HE5Tix MT-141, CEZ Fi# & 4 BRI
BTHHREZMRE~NDBTIIH T VIR TERW L
Zz bhic,

OFETRRE L MREERE D IAFBE X ET
B LTIV, ERBEOKHN X VHEHOSRES
R~ D BT % R AT BT 5 AT X HAFID
HREMEOIET B LEX B,

2. EEERBBREHZOWT

MT-141 (3B BEF R RN S\ CTHE S hicH
Luwt7 524 Y yROFEFT, B-lactamase ILRE
THREAMEARZ + 72 %B L, BEEBECLEL:
PENI® L > TWB, 20D X 5 Il ET5 A K %I
K40, BHEIEIZXLIA, VT A BAMSETXL
Bl, SHRBERYE 1 A0 7 PICER Lo BBERSHE
BERBRLIE 6 FITELSHl, ESH1ATH-Tco &
HIRBBIIED 1 FIIERTH - oo

XN O Case 4, 73 BBH: CHBIIRBELEY EBC
bHRERE VRBTHACEE L o AF % 1H
1g # 20 ERE% fTisotc b 25, —ERBINLLN

e 1 BEBCEORIEL, il v AmERE
CRP /¢ ¥ OHEL RV ADEFHLEHTE Lo Be&D
ThbHZ LLBEDOWEHEENA I\ T & O EBHREH AH
ST L RRE Bbhb, £0%k CTM, MINO,
MCR 7 ECEEL, 20 ADEBTEEOHEFY A
foo MIEZEAKET T3 Case 6, UF AR TR X
BEKRE X1 Acinetobacter % P.aeruginosa i
BER LIV ERUCERTH 1o KF D Acineto-
bacter =xt35 MIC i3 0.78ug/ml TH B NHEN
BERCRBR LI Ex bhi, % i Case 7, ¥R
BRIEBREZCKRE I E coli 1 EPHBREIh
FEREICHRITH - 7o BIFFAIZ B LR TR 32D
Lh¥, BRREBERE L LT 1ACHFRRESYED
e AF IR 0% K IEFLL o

DIl FFNIABRPEECR LT, Ren>FRED
BUWEREEL S,

X s

1 % 31 MEREFREFE SRS, RV vRoY
&1, MT-141, kKR, 1983
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FUNDAMENTAL AND CLINICAL STUDIES ON MT-141

Kazuo Yosnitomo, Masanito Kato, Kunio Nanjo, Joicur Kato
Mizvo Tsuzukr and TosuiHiko TAKEUCHI

The First Department of Internal Medicine, School of Medicine,
Nagoya City University

Hipekazu Hanaki, Motoko Yamamoro and YosuimiTsu Hayasur

Department of Internal Medicine, Nagoya City Higashi General Hospital

Fundamental and clinical studies were carried out on MT-141, and the following results were
obtained.

1) Fundamental study : Rats were employed to investigate the transfer of MT-141 to the broncho-
alveolar spaces. The bronchoalveoli were washed, and the concentration of MT-141 in the collected
wash solution was determined. A comparison was made with the case 6f CEZ.

In the case of i. m. administration of the drugs at 100 mg/kg, both MT-141 and CEZ showed high
recovery amounts at 0.5 hr. The recovery of CEZ, however, was slightly superior. At 1 hour after
dosing, the amount of CEZ recovered decreased suddenly, becoming about 1/2 that of MT-141. At
2 hr after dosing, the amount of both drugs recovered had decreased to only traces. When the
administered dose was 20 mg/kg, both MT-141 and CEZ could be recovered in only trace amounts.
2) Clinical study : MT-141 was administered as therapy to 7 patients diagnosed as having the following
infections : 4 cases of pneumonia, and one case each of acute bronchitis, diffuse panbronchiolitis and
acute urinary tract infection. These patients consisted of 6 males and one female, and they ranged
in age from 38 to 73 years (mean age : 62 years). The daily dosage of MT-141 was 1 g in 3 patients
and 2g in 4 patients, divided into a morning dose and an evening dose. The MT-141 therapy was
continued for 7~15 days (mean duration : 11 days), and the total dosage thus ranged from 14g to
28 g (mean : 17.3 g). The clinical efficacy was evaluated as “excellent” in one case, “good” in 5 cases,
and “poor” in one case. The “good” or greater efficacy rate was thus 85.7%.

The causative bacterium was able to be identified in 2 of the patients. In the patient with diffuse
panbronchiolitis, Acinetobacter was isolated, and then this was found to be replaced by P.aeruginosa ;
nevertheless, the MT-141 therapy was clinically effective in this patient. In the patient with diffuse
panbronchiolitis, Acinetobacter was isolated, and then this was found to be replaced by P. aeruginosa;
nevertheless, the MT-141 therapy was clinically effective in this patient. E.coli was isolated from
the patient with an acute urinary tract infection, and the therapy was clinically effective in this case,
with the bacterium being eliminated. No particular adverse experiences or abnormal laboratory test
values were recorded, with the exception of one patient showing eosinophilia.



