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Tholeo BRRMICEIERRRL, REMRE L L THEBREEL 105 -7

MT-141 3 BRMEF R RS W CHES AT,
# L\ cephamycin RHLEHETHH, TOFERR
sodium(6R, 7S)-7-[(S)-2-(2-amino-2-carboxyethyl-
thio) acetamido ]-7-methoxy-3-[[ (1-methyl-1H-tetra-
z0l-5-yl) thio] methyl]-8-oxo0-5-thia-1-azabicyclo [4,
2,0] oct-2-ene-2-carboxylate heptahydrate —©, 7 f
7 s 7B et o LT, 3 fLicit methyl-
tetrazol % b - T2 Y, HEFRAIREERAZRL,
ZOBFL, B LEHOECH LTHIERAL, ¥H
GOBREN» bBRERRLADOh D LR KR
bbb, MICX W#iESh 2 U EDERBRPRETT LW
bh B8, KAXPEK D cephamycin RTEME & R
¥ B-lactamase W LETH h, FEANZ b LV IE
LT3, 0 MT-141 wo\wT, EEKSHEERE N
THUHESN, BERABTFCRT5HEROENERE,
FRR BBt Ee 2 W THRE 2Tl o e TRE T %0

I. 5 *
1. HEh
JERIBERARC B\ T, BRI X b L 2 S

aureus, E.coli, K.pneumoniae, P.mirabilis, P.
morganii, S.marcescens, P.aeruginosa D% 27 ¥
oWT, HARHEREFAEER T £\, EERE
108cells/ml © MIC #JE Lo HEEII 7nT 5
v&— MIT-P #F\ il 7ok, WBEHELT,
Cefmetazol (CMZ), Cefotetan (CTT), Latamoxef
(LMOX) # v izo

2. HABE

6 ZDEERABF volunteer—f & DEW, (AHE,
& E% Table IR Lic—%, #Ei & FBErHEC
7B XOEMLTE3BD 2F Ao MT-141 D5
M7 A et TERE, 0.52 X0 1g % 20ml 04
RICHEML, 3 ARETHEL, MmMAPEBEs X O RPHHE
whilco ZH1BEIOKE R % ¥ &, cross-over & T
LMOX 3 RDOHEFKE T -t BILT, H5H
574y, 15 4%, 30 43, 1 W[, 2 B§RE, 4 BERS, 6 B5RY
F LU 8RFRICATISN, FRIRIL, 0~2 Rl 2~4 By,
4~6 W, 6~8 RN L D% ¥ & » TR LI

FFIBEREL, MT-141 3 HBEH & L T E. coli
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Table 1 Age, body weight and body height of 6 male
volunteers
Case Age Body weight (kg) | Body height (cm)
1 21 63 175
2 19 68 171
3 23 62 167
Mean 21 64.3 171
4 31 75 177
5 19 50 165
6 19 64 170
Mean 23 63 170.7

NIH] # i\, #2#113 Antibiotic Medium 1 (Difco)
RV, LMOX 1 XREB&E LT E. coli ATCC 7437
AV, F#ux Tryptosoy Agar (BBL) %M\ 7o, T
KR E D HBBFRT + A7 KT Lo, EBEMBIT
Mg mER Ly, volunteer @ 7 — LI TIER

L, Rk pH7.0 U vEEEEHK CIERL L 7co EMERIR
T, RBRERBCTKoto —F R—KED HP-
LC & X % ME % BHREEHFRFRFIEDRYPEC T
ftotco

#BE13 Trirotar W (BASK) Ao # 7 Al
ODS-120A (TOYO SODA), 4¢x250mm #f\>, ¥
13 LMOX o RepEERIE (2ml/min) B\ T 1ml/
min &L, BIEL 270nm DEMNATRINC L b Tz
1o BEMIL MT-141 D413 2% AcOH : MeOH :
CH,CN=92:5:3 (fiFiEEM) ¥ 12 98:1:1 (K
chigge ), LMOX o#413, 0.05M KH,PO, : MeOH
=90:10 (MBER) Fiid 95:5 RPEBER) o
Lic D BEBHER A\ Tco MERRNL6% LY 7 = rfE
WMz Tz 7L, TOLEFE Q0uD) %, RAH
EEFRL T (0u) HPLC wEA LI,

BRI T, two compartment open mo-

Fig.1 (a)~(g) Susceptibility of
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Uico EBIX, BMiE 16, KEZH% 66 SHRE
MK 20, BEHESRETL 2O, SMEWEEL 26, SHE
Pes 2 B, 18tEmERss 5 B, SHBETAS5H, SHBR
‘10, SHBREL2HTHS,

FHE 10 B, Ltk 18 BT, FEE 22 B b 84 B
T, 60 RIS HEE S Lo, FHERIT 55 XTH
b, BERRLL CEBEREX L D300 Eh 57,
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ml iz =705 -T, D 718% ke, CMZIZ
HNT 2 BREEAHS, CTT, LMOX &ELITH - 7o

E.coli wxt3% MIC 12 0. 4pug/ml iz €— 7% - T,
0.4ug/ml LIFAS 98% % i, CMZ X b 1 BREX
wht, CTT, LMOX X h 4ot K. pneumoniae 3.
0.4~0.8ug/ml =245 b, LD 93% X 5D
oo 100 zg/ml P ED MIC %773 k218D - 7o

CMZ Xk hBhi-HEHE R LIS CTT, LMOX kb
% otc, P.omivabilis 13 0.8~1.6ug/ml T ©— 753%
n, 1.6ug/ml LITFA 96% % @iz, P. morganii ¥
0.8ug/ml iz €— 20350, £ 3. 1ug/ml UTFTTH
stco Proteus sp. L Tix CMZ X hR<, CTT,
LMOX X & oizo S marcescens 1% 3.1ug/ml 75
>100 ug/ml w43 AiL, 6.3 ug/ml & 25ug/ml ic &©—
7R BT, MEIS TR ERIESHHL T2, {HA
LLT, CMZ xvR<, CTT, LMOX kb4 ot

P.aeruginosa T3 >100 ug/ml » 89% % L, 25
ug/ml 23 28Hb o7, CMZ, CTT 3 FAKET LMOXAH

ETFHREIN I o1,

2. (ARBHE

MT-141 31 0' LMOX @ 0.5g 10 1g O#%E
HO M ER DO\ T Bioassay THIE L= d O %
Table 2, 3 1z, HPLC iz X% D% Table 4, 5 i,
IhbERRLICL D% Fig 2 (/RL 7, Bioassay O
BEETHRS L, 0.5g #iEH, MT-141 (3 3 Fi0 FHE
T, 54 89ug/ml, 1 BfE 41ug/ml, 8 BERE 3. 9ug/ml
DET, LMOX o xh*#h 70.3, 28, 1.9ug/ml Xb
BWEY R LI, 1g 8T, MT-141 1254 176.7
pg/ml, 1 B 80.3ug/ml, 8 By 8.5ug/ml T,
LMOX o ik #h 151.0, 55.3, 5.3ug/ml X b E\»
fEx R L7, Fig 2 WRLERT, ZDEA»BECR
ThTwb, HPLC & X % B #&i%, Bioassay D& &,
BERUCEAZR LI, ChHDORKEL W EHIhCE
BYH%Hy 25 2 — &% Table 6 KR L1, B D Ty
i3, Bioassay D TH S & MT-141 0 0.5g T 1.92
R, 1g T 195 BT, 3 2B/ TH 7o HPLC

Table 2 Serum concentration of MT-141 and LMOX after 0.5g intravenous

bolus injection in a cross-over test (Bioassay)

(ug/ml)

Drug Case 5min. | 15min. | 30min. 1hr. 2 hr. 4 hr. 6 hr. 8 hr.
1 89 68 52 40 27 12.8 6.6 4.5
2 92 70 55 42 26 15 7.4 42

MT-141 3 86 72 54 41 25 11 5.6 3.1
Mean 89 70 53.7 41 26 12.9 6.5 3.9

+S.E. | £1.73 | £1.15 | £0.88 | +0.58 | +£0.58 | +1.16 | +0.52 | =0.43
1 67 46 36 24 16 7.2 3.6 1.9
2 74 49 38 31 17 9.4 4.6 2.5
LMOX 3 70 51 38 29 16 6.6 3.2 1.4
Mean 70.3 48.7 37.3 28 16.3 7.7 3.8 1.9

+S.E. | £2.03 | £1.45 | £0.67 | +2.08 | +0.33 | +£0.85 | +0.42 | +=0.32

Table 3 Serum concentration of MT-141 and LMOX after 1g intravenous
bolus injection in a cross-over test (Bioassay)

(ug/ml)

Drug Case 5 min. | 15min. | 30min. 1 hr. 2 hr. 4 hr. 6 hr. 8 hr.
4 155 128 88 72 44 22.5 11.5 7.7
5 190 140 108 84 58 29 14.5 8.3

MT-141 6 185 132 115 85 55 31 14.5 9.6
Mean | 176.7 133.3 103.7 80.3 52.3 27.5 13.5 8.5

+S.E. | +10.93 | +3.53 | +=8.09 | £4.18 | =4.26 | £2.57 | £1.00 | =0.56

4 128 82 61 46 28 11 6.2 3.2

5 150 105 84 64 44 21 11.5 6.3

LMOX 6 175 96 82 56 40 22 10.5 6.4
Mean | 151.0 94.3 75.7 55.3 37.3 18 9.4 5.3

+S.E. |+13.58 | +6.69 | £7.36 | £5.21 | +4.81 | %£3.51 | ®£1.63 | +1.05
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Table 4 Serum concentration of MT-141 and LMOX after 0.5g intravenous

bolus injection in a cross-over test (HPLC) (z/m)

Drug Case S min. | 15min. | 30min. 1 hr. 2 hr. 4 hr. 6 hr. 8 hr.

1 99.3 | 71.0 | 5.1 | 41.5 | 27.9 | 13.4 | 6.2 3.8

2 98.3 | 70.8 | 60.1 | 44.9 | 31.2 | 15.9 | 7.7 4.7

MT-141] 3 93.4 | 725 | 59.7 | 41.2 | 26.9 | 11.4 | 5.4 2.8
Mean | 97.0 | 71.4 | 585 | 42.5 | 28.6 | 13.6 | 6.4 3.8
+£S.E. | +1.82 | +0.52 | +1.69 | +1.18 | +1.31 | +1.31 | +0.66 | =0.54

1 64.6 | 45.4 | 33.5 | 22.4 | 14.6 | 7.0 3.3 1.6

2 76.2 | 48.8 | 37.2 | 27.2 | 18.4 | 9.1 4.6 2.6

LyMox | 3 64.4 | 51.6 | 36.6 | 24.1 | 14.2 | 6.0 | 2.3 0.8
Mean | 68.4 | 48.6 | 35.7 | 24.6 | 15.7 | 7.4 3.4 1.7

+S.E. | £3.90 | +1.80 | +£1.13 | +1.42 | £1.32 | £0.92 | £0.65 | +0.52

Table 5 Serum concentration of MT-141 and LMOX after 1g intravenous

bolus injection in a cross-over test (HPLC)
(ug/ml)

Drug Case 5 min. | 15min. | 30min. 1 hr. 2 hr. 4 hr. 6 hr. 8 hr.

4 | 174.9 | 135.1 | 100.6 | 75.1 | 49.7 | 23.6 | 11.6 | 7.9

5 | 203.8 | 144.2 | 122.8 | 97.2 | 60.9 | 29.6 | 15.0 | 8.5

MT-141| 6 | 202.7 | 155.7 | 125.3 | 92.5 | 59.8 | 32.6 | 15.8 | 9.8
8

Mean | 193.8 | 145.0 116.2 88.2 56. 28.6 14.2 8.8
+S.E. | £9.43 | £5.98 | £7.87 | £6.72 | £3.56 | *+2.67 | £2.22 | *=0.57

4 108.1 | 74.0 | 59.3 | 37.3 | 23.0 9.9 6.8 | 3.2
5 | 152.3 | 102.4 | 73.9 | 58.1 | 41.0 | 20.5 | 10.5 | 6.2
LMOX | 6 147.6 | 104.6 | 72.0 | 58.1 | 35.7 | 204 | 10.6 | 6.9

Mean | 136.0 93.7 68.4 51.2 33.2 16.9 9.3 5.4
+S.E. | £14.0 | £9.86 | +4.58 | +6.92 | %5.33 | =3.53 | £1.22 | £1.14

Fig.2 Serum concentrations of MT-141 and LMOX after intravenous bolus injection

(a) Bioassay
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Table 6 Pharmacokinetic parameters of MT-141 and LMOX in volunteers
MT-141 LMOX
Parameters 0.5g i.v. lg i.v. 0.5¢g i.v. lg i.v.

Bioassay| HPLC |Bioassay| HPLC |Bioassay| HPLC |Bioassay| HPLC
Ct pg/ml 103.4 118.3 217.1 241.2 91.0 85.4 224.0 173.0
A pg/ml 47.8 55.2 105.3 116.8 48.4 50.5 138.6 101.4
B pg/ml 55.5 63.1 111.8 124.5 42.6 34.8 85.4 70.6
a hr™! 3.67 5.21 5.16 5.66 6.03 4.36 8.01 4.85
B hr™! 0.36 0.39 0.36 0.37 0.44 0.39 0.40 0.36
K. hr™! 1.28 1.98 2.02 2.26 2.56 1.92 4.16 2.22
Ka hr~! 2.13 2.94 2.85 3.09 3.04 1.99 3.29 2.21
Ker hr' 0.62 0.68 0.65 0.67 0.86 0.84 0.97 0.79
Ti2e hr. 1.92 1.79 1.95 1.89 1.59 1.76 1.74 1.94
Vi 1/man 4.85 4.25 4.68 4.22 5.54 5.98 4.71 6.02
Va 1/man 2.85 2.74 3.27 2.92 4.57 5.22 5.49 5.83
Vas 1/man 8.28 7.43 8.50 7.63 10.9 12.6 11.0 13.0
AUC  pug-hr/ml| 166.8 174.5 335.4 360.3 105.3 101.3 233.4 220.8
Cl 1/hr/man 3.01 2.88 3.01 2.80 4.77 4.99 4.46 4.80

TREFEVEAY R L, LMOX TixZzhZh 1.59,
1.74 BT, MT-141 X h4 o fc, Bioassay Tix
MT-141 13, 0.5g D34 C? »% 103.4ug/ml, AUC
7% 166.8ug-hr/ml T, 1g TixFh¥h 217. 1ug/m],
335.4ug-hr/ml & dose response % % BENBH
hio AUC T3 MT-141 ¥ LMOX 0# 1.5 f§D K
EI %R

FErhgRttic o T, MT-141, LMOX ¢ 4,iZ Bioassay
X B &% Table 7, 81z, HPLCZ X 5 % D% Table
9, 10 TRLo MEXYRRLLD% Fig3 @R L

oo MT-141 D jRepEE L Bioassay D34, 0.5g T
X 0~2 B§REI TS 560ug/ml, 2~4 BRRSC 540ug/ml
EBVWRBERRL, 6~8 BREITH 100ug/ml LI E% R
Lico RepBEREIL 8BERI%E TT 77.5~79.8% T¥H
78.3% Thoto lg Tit, RPEBEZ 0~2 KT
1,633ug/ml L BBEERRL, 6~8 BEEITH 2504g/ml
THolco RPPEHRIT 8BEEE TT 72.9~84.6% T
¥ 77.5% Thotco BEBDEC XY, RAPBEN
BEBH, BEHRICIIEN LD oTe LMOX 13, R
ez oW Ty, MT-141 % b RPEEIREL, MoK

Fig.3 Urinary excretion of MT-141 and LMOX after intravenous bolus injection
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R S R &V BT H » foo HPLC DRI, MT- 84 DIERDFE S Table 11 WiRL7co KREFIER
141 % X 08 LMOX & 41z, Bioassay & X % Bkt BRI L OMEFRZ) R Table 1212 F LD TRLE,
NTEE R HAEA%ZRL, FTLBOBRREL 2D L, EX) 13 6, F%H8 4,
3. ERIRBUE DRER 4B, EHIBTHEHRIX 5% Thot, ¥
Table 12 Clinical and bacteriological effect of MT-141
Clinical effect Bacteriological effect
Diagnosis
Excellent|Good | Fair |Poor | Eliminated | Decreased | Unchanged | Replaced | Unknown
Sepsis 1 1 1
Bronchopneumonia 6 3 1 2 2 1 3
Bronchitis acuta 2 2 1 1
Bronchitis chronica | 2 1 1 2
Pharyngitis acuta 2 2 2
Cystitis acuta 2 1 1 2
Cystitis chronica 5 1 1 3 1 1 3
Pyelonephritis acuta| 5 5 5
Cholecystitis acuta | 1 1 1
Cholangitis acuta 2 1 1 1 1
Total 28 13 8 4 3 14 1 1 5 7
Table 13 Bacteriological effect of MT-141
Bacteriological effect
Organisms
Eliminated | Decreased | Unchanged Replaced Unknown
. Serratia sp.
E. coli 9 8 1 (E. cloacae )
K. pneumoniae| 1 1
P.vulgaris 1 1(P. aeruginosa)
P. morganii 2 1 1(S. marcescens)
H. influenzae 2 2
E. cloacae 1 1
S. aureus
E. cloacae 1 i
S. aureus 1 1
Acinetobacter
K. pnecumoniae 1 1
S. faecalis
E. cloacae . 4
S.fa;calis 1 1(C. freundii)
P.mirabilis
Acinetobacter 1 1(E. cloacae)
Normal flora 6 6
(—) 1 1
Total 28 14 1 1 5 7
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EBRNOMEFHRR, EHEK 14 6, BB 16,
BAEL1M, BEXAR56, RB7HT HHRRIEX
RILE®DBE 90.5% Thotco KBRITIE akRE
4k, BEKEIR SUWEE SHEX SEFH
T, SNEETERICE T, BIRZE MEFEHHRE
PBERIREE R Ui BYEBEMR TEDD 3HH -
#-p%, Case 18, 19, 20 T, WW¥Fh i B0 ERIH
<, Db 2 RIEBHTHNIRIEAR 2B TH T, &
KEE LT, E. coli, Proteus sp. #HHL T\ Ichi,

Whd P.aeruginosa, Serratia sp. WEHZR% LT
B0, BREOLHEVDD bRIEh > BITH B, JE
FHA T, Z8038b -7, chizvThiis
BARBOFTH 7o 2RFHLD 2 flix Case 3, 5 T,
Whd S aureus & 7 7 » BREREOERERHE
T, BHRILICHERDBENEL, R EYLHE
Thico FHEID S. aureus P32 HLEIIVENC &
b, BREEREHEERIZLICY, BEVFRLICLDEEL
Too BHEEMADRLCHELDOFIL, Case 16 T, BXAH
D—oD S. faecalis MPINT L EF 5 fcfcdDT, £D

PELBbhE, 2MBEEKD Case 27 (3, Bi+oD
O, HEITEDZ L2 LERDHELTES T
B oIl dDTHA 5o EHF LURLRHERYD IO
THBE, Whi MT-141 © HEHIVRRELVWER
XBH0h, FRXRERED LIEANEL o,
R X DR S h O MEFAZRIC 2T Table
13 TR Lo E.coli 3% d %< 9 Plic iR, 8 fi
PDENS% Lo K. pneumoniae, H.influenzae 13/43
BITHBH, WThiBEMEALL, E. cloacae (IER
BEThotco XNERLDE, BHE L FD T, Ser-
ratia sp. 2 5, E.cloacae 2 f§l, P.aeruginosa 1 f,
C. freundii 1 I\ 3Fhi MT-141 OFHEHOBEVH
ThoTo
BElfeA & LTI, FERACHEETRE LD 1GIDER
BDohish ot i, MT-141 O EFIHKT KT 5E
R E R % Table 14 iR L7, Case 27 TIFEAERIH
SrBHILIME, MERE, FEERE BRERE
CHEBIREZRD bhith o1,

Table 14 Laboratory findings of 28 cases before and after MT-141 treatment

RBC Hb Ht . Eo. o~

Case | (X109 (g/dl) %) WBC %) GOT GPT Al-P BUN Cr.

Before| After |Before| After [Before| After |Before| After |Before| After |Before| After (Before| After |Before| After [Before| After {Before| After
1 Y.S.| 496 | 448 (14.3 [13.0|46.4 |39.0 {13,600/ 9,700 O 0 54| 40| 49| 37| 8.2(11.0/30.8| 8.0{1.5 [0.9
2 Y.F.|513|521 [16.9|17.3|49.1|50.88,700{ 5,500| 5 2 14| 24 9| 30| 5.7| 6.1{15.615.8({1.0 | 1.0
3 S.N.| 422|394 |10.0| 9.5(31.9(28.8 7,300/ 5,000, 5 0 15| 18| 13| 11| 4.9| 4.1{10.1| 9.7/0.9 |0.8
4 K.I.| 471 | 437 |14.7 (13.6 |44.4 |40.9 |10,600| 4,400/ O 3 24| 20| 12| 13| 6.3| 5.7{33.1| 7.2|1.2 |0.8
5 MM.| 312|313 | 9.0| 9.0(27.3|27.7| 9,400 6,500 1 2 35| 19| 35| 13 |15.4|11. 8'10.5 12.310.5 [0.6
6 MM.| 389 | 389 |12.312.3|37.1(36.4|5,200( 8,100{ 2 3 11| 11 7 6| 4.0] 4.1{22.5]/22.9/1.5 |1.0
7 HI.|494 | 434 (13.3|12.0]40.3(35.06,200( 4,100| 3 3 13| 14 7 7] 4.8 6.7‘19.9‘18,3 0.8 |1.1
8 T.S.| 421|403 |13.2|12.7(38.9|36.7 | 9,300| 7,300 1 5 10| 11 5 6| 4.9 5.0/15.9(12.8/0.95(0.8
9 AM.| 369 | 416 |11.2|12.7|33.8(38.2(9,200{ 5,300] O 4 | 211|178 | 482 | 380 | 8.2| 9.3/18.3|12.5/0.76|1.05
10 K.M.| 532 | 498 (10.6| 9.9(34.1{33.7 |11,000(10,800{ 2 2 26 | 13| 31| 18(10.9| 9.3|13.3|11.6(1.0 |0.8
11 K.Y.| 461 | 474 (14.8|15.0(40.9 [42.6{10,000| 7,400{ 1 2 24| 26| 15| 24 | 198 | 204 |14.0(13.4|0.8 |0.8
12 F.I.| 345 | 338 [10.1| 9.8{30.3{29.8|7,200| 8,200{ 1 2 18 21| 10| 12| 7.0| 6.965.0/64.9(3.00|2.89
13 S.0.]393 | 404 [12.0{12.1(35.6[36.4|9,400| 7,400| 2 5 22| 23| 14| 14| 9.2| 9.3| 8.0{13.8/0.58{0.7
14 T.S.| 421 | 398 |13.1|12.238.3|36.5 | 6,400| 4,200{ 5 6 11 91 13 3| 4.3 3.5/12.1110.7(0.8 |0.7
15 M.F.| 386 | 392 {11.9(12.01{34.2|34.4 | 4,300] 5,000 4 4 20| 17| 28| 26| 9.3| 8.8(18.9,19.0{1.0 [1.0
16 T.T.| 428 | 426 |12.5|12.3|35.5(35.7 | 3,700| 3,900 5 5 41| 42| 26| 28 8.1 7.2(10.4(13.4 0.8 0.8
17 S.0.| 441 | 427 |12.6|12.1(37.5(36.3 | 6,000| 7,100| 1 5 19 | 22 6| 11| 9.8(11.7,10.7/10.9/0.6 [0.6
18 T.H.| 447 | 452 |12.7|12.9(38.3|38.7 | 5,400| 5,600{ 2 6 14| 17 6 9| 4.8 4.4(15.3]14.4(0.9 |1.0
19 T.T.| 405 | 413 {13.5|13.6(39.5{40.8 | 7,500| 5,500/ 5 5 48 | 43| 58| 61 |14.3(15.0(28.3(26.0/1.39{1.02
20 T.O.| 444 | 439 [11.9(11.8]35.2{35.2 | 7,000| 6,800| 4 5 13| 14 8 6| 6.1 6.1(22.0[15.1/0.87(1.0
21 M.T.| 437 | 424 |14.2|14.0|41.7 [41.6 |11,600| 7,500| 1 2 26| 21| 19| 24| 152|147 |15.0]13.5(1.0 |0.9
22 AK.| 425 | 420 [14.1|14.0|40.7 |40.8 |12,100( 7,100| 2 3 16 20 21 28 | 118 | 146 |14.0/13.5|0.9 |0.8
23 M.A.| 397 | 375 [12.111.3{36.6|34.1(19,900( 4,800| 1 2 9| 15 5| 11| 3.1| 3.6(14.3(15.1]0.8 |0.9
24 EK.| 450 | 465 [14.4|14.5(41.7 |41.810,500| 7,100| 1 1 11 18| 16| 24 | 140 | 151 |20.1{14.0]0.6 |0.7
25 R.K.| 444 | 461 [13.1|13.8(38.3(38.5 10,700/ 8,000{ 1 1 18| 16| 14| 18 | 146 | 152 |15.0(14.4|0.8 (0.8
26 S.S.| 439 | 423 |14.7|14.4 [43.5(42.110,500| 7,100| 2 3 300 22| 31| 26228180 (12.0{11.0/0.9 |0.8
27 Y.A.| 423 | 418 [11.0(10.8(32.9(32.5]5,400| 9,200 5 9 181 21| 21| 12| 8.2| 7.5/10.9{12.6|0.7 |0.7
28 R.Y.| 362 | 367 [11.7|11.8(33.3|33.4 10,500 5,400| O 2 | 583 | 26 (1,483 51 |29.8(12.6(17.9/13.8(0.7 0.7
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II1. = =

MT-141 OHE N X BRI EED S. aureus, E. coli,
K. pneumoniae, P.mirabilis, P.morganii, S.mar-
cescens, P.aeruginosa THEIL, 7{LiC methoxy 3
%32 CMZ, CTT, LMOX & H# L7 S.aureus iz
XL Tix CMZ »:&h, P.aeruginosa Tix LMOX 7
EFRhoioh, i 7T AREEREICOWTIE, MT-
141 3 CMZ X vz B2, CTT, LMOX X v4 5K,
BTholo ThbbMIChbHLiBE, HEo2RESE
SHRDOFHICABTSLDOTHS 5, LirL, FOfF
AEFCERERLEY LD, MIC 243 LL, HIEHD
BMILEAL T Evbh’ 0 T, g3
Thbdx7 = ARMEMBEEEZ DT ENTEL 5,

BB ASF volunteeriZ X 2 EHNEIRBL v AT, M
FIREIR S, MAFERMEEREILH 2 RR, [RepBEfER
# 80% T, cross-over T&kiiz LMOX LEflod 3D
THotco ¥ 7= dose response I BHREIZZED Hhtso
CHhOEDEREL Y FANL BABHEBTIRRD L7 = 4
Rz HB LT, HFRAmIRL, TELTEIHRRD 4
DOFCTEERD D THD, HPLCIZ X 2 Biffis, M
FRETEWMEHRAE L ELUL TH D, ARACKT IR
B EEL b, L, REETIZHPLC
DHANELHTEY, COXDER X, MEL O ME
2, MCEHENESZONTATH S,

28 Gl BYIEBZIT MT-141 2B\, ZOEZRIT
75% Tholco HIERHAMN 136D Y, EMAC LT
13, ZOFRKRD X IVFEDOLRDB, RLEHE, EX
PR LTHB &, MT-141 DFEHOBWEREC &
HRYFETH D, XD L5 EEC X HEXARE
CLIHERIT, RRIGFERL DL DEEZLR
7.)0

EIfERIFBREEH 1 ICBRD LR DR T, fluc

REILLBDLRIEI -

MT-1411=o\T, HiEH, HRBE BRR&C>
WTKRE Lo AHIDO ZAMIRD LI, HICET -1
BHIED bhishotch, TOEREFOBEEN,
BEERELSD L CREIhBEEND Y, BRCHER
LB ERABEODZEREHELIV,

X ik

1) # 31 BEXRLFEREFLBE, FEOvHEUY
&1, MT-141, KPR, 1983

2) WATANABE, T. ; K.KAWAHARAJO, T.TSURU-
OKA, Y.KAZUNO & T.NIDA : MT-141, a new
bactericidal cephamycin.I. Evaluation of in
vitro and in wvivo antibacterial activities.
20 th Interscience Conference on Antimicro-
bial Agents and Chemotherapy. Abstract
No.161. New Orleans, 1980

3) NISHINO, T. ; Y. ORIKASA, T. TANINO, K.MIYA-
UCHI & S.INOUYE: MT-141, a new bacterici-
dal cephamycin. II. Rapidly bactericidal pro-
perties. 20th Interscience Conference on Anti-
microbial Agents and Chemotherapy. Abst-
ract No.162, New Orleans, 1980

4) KAWAHARAJO, K. ; T. WATANABE, Y. SEKIZAWA
& R. OKAMOTO : Therapeutic efficacy of a new
cephamycin, MT-141 in normal and com-
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The antibacterial activity of MT-141, a new cephamycin antibiotic, was tested aginst each 27 clinical
isolates of 7 species, using plate dilution method with inoculum size of 10® cells/ml. The peak con-
centrations of MT-141 in MIC distributions were obtained at 6.3~12.5 pg/ml for S.aureus, 0.4 for
E.coli, 0.4~0.8 for K. pneumoniae, 0.8~1.6 for P.mirabilis, 0.8 for P.morganii, 6.3~25 for S.
marcescens, and >100 for P.aeruginosa.

Pharmacokinetics of MT-141 were investigated in 6 healthy male volunteers. Intravenous adminis-
stration of the drug at a dose of 0.5g or 1g yielded that mean serum levels measured by bioassay
method were 89.0 pg/ml at a dose of 0.5g and 176.7 pg/ml at a dose of 1g after 5 minutes, after 1
hour, 41.0 and 80.3, and after 8 hours, 3.9 and 8.5, respectively.

The B-phase biological half-life of the drug were estimated to be 2 hours approximately.

The urinary excretion rates within 8 hours were about 78% at two different doses. The phar-
macokinetics of MT-141 were compared with those of latamoxef (LMOX) using the cross-over test.
The results show that the data of MT-141 were similar to those of LMOX.

Twenty eight patients with infections were treated with MT-141 at a daily dose of 2g twice a
day by intravenous drip infusion. The clinical effect to the treatment were excellent in 13 cases,
good in 8 cases, fair in 4 cases, and poor in 3 cases. The effectiveness rate was calculated as 75%.
As to the side effect, one eosinophilia was observed.



