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fRERBC KT S MT-141 oAtk SO BEENDBTICOWLT

MEB—-FIL BE-FHLH
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FLLARE S E7 » r ARY) Y REAEFTHD MT-141 %, BEREBBHCHL 1g £iF
#51, PTC-Drain 7 b #RUZBH 3 XOMFCER LA BERT, BIERTHOBRE LV

R TEBE B & UTE L RD SR 2 B0

1. MT-141 #5% 1~3 B TR LB s I OCBERNEBEOESE L, KEERT 21.2
wg/ml, BEERRH 15.9ug/ml, BAFEBE 15.4ug/g THhH, BEFEIIRIBEEYRLI.

2. MT-M10BRHFBTIBEREC XV ERASh, RIEETRAEEDEER TIZFE25.7
ug/ml TH ofch, BBEEGTIX 12.0ug/ml LEELY R LI, ¥7-BEAEFD PTCD KT
L 2 BEBOLE T, 3.4ug/ml » 6 10ug/ml ¥ CREHPEEN EF LI,

3. MT-141 oBERH ¥ X O BREE~OBITIZ, B4 OEFAOMICIESDENZLRIL, BB
TEDHEI VDU LAPEEOREORECEHEIh, bbby REBEREMNTIIEL EfE
RLTc, Lavl, BEBENBEIIFEERIES 3 FIF 2 0Iic 20ug/g Lk D BT % B, BEIK
Bz MT-141 (3RRZESGT 0 LR EV I TE D L Bbhis,

MT-141 @M Ehic€ 7 » =4 ¥ Y RIEY
HTFig l e RTHERL A L TV % oltF B2 sodium
(6R, 7S)-7-[(S)-2-(2-amino-2-carboxyethylthio)aceta-
midoJ-7-methoxy-3-[[ (1-methyl-1 H-tetrazol-5-yl)
thio] methyl]-8-oxo-5-thia-1-azabicyclo [4. 2. 0] oct-
2-ene-2-carboxylate heptahydrate, 4 F3& C,HyN;-
Na0,S;-7H,0, 5F & 667.67 DEEMETH %o AH|
B77a5HE, RBRELR 75 ABHE BIER
CXL, AEBELHENY TR T EnAB LA TV 2,
SEbhbhiz MT-141 omiE, Bt X CBEEEA
DBFTCOVTRH LD THRE T %,

Fig.1 Chemical structure of MT-141
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Table 1 Number of patients (1982. 6 ~8)

Cholecystolithiasis 10
Choledocholithiasis 2
Cholecystitis 3

Carcinoma of pancreas

F o gEE 500 ml 2SR L, 60 M TAIERS L.

BRAKRE XOBRERNE : M L MK ZE b
3,000rpm TEikl, MmiEx s BEEIFHERC
RRZEEET, FFIREX RSO £Ba2EAme 1g 91h R
b, AAF-€TmE BHEI<ER L. BERHT
FIUBEEHIEC X hERRL, MEHPEALT
T CIEHOZE AR E Lico Bt X OBBZERE (3 MT-
141 OBTHBRVEHTIND ABKTH 1~ 3ER-A
WCHEEL, £HETEBIC —40°C OAHEE THERE
L, BABRBEEESBEREFEAMCI\WT £ coli NIHJ %
72i% Vibrio percolans ATCC 8461 ({KBEER) *# KT
BETHHE» » 7HRTREL 7,

II. & i

1. meheEs (Fig. 2) : MT-141 S§5&T 30 45%D
MR 91.7+19. 9ug/ml L BEMEXRL, 3 B
$#i316.7£7. 8ug/mliT A Lo FPREEMEIL 2 BRRET
Hotoo

2. At gEE (Fig.3) : PTCD % #17 L7 3 Bl D
MT-141 JRH AR E * BRI T Lic, Casel (3fE
BED 52 DOt GOT 90mU/ml, GPT 146 mU/
ml & BEFEEREER TH 5 A, MT-141 13 575K
T 1 BEBCRSEE 2R 20.4ug/ml T, 6%
ik 1.8ug/ml L{ETF L7, Case 2 & 2 (3IE—ER
T, RIEEERIED 75 BO BETH S, 2 O HEH I
PTCD E# T, HEEIEHK 86u, L Y L ¢ v 11.8
mg/dl & fREPAEDEZ RO BT FEETH S, &
BT 2KM%D 3.4ug/ml LB\ BEETH - 1opt,
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Fig.2 Serum level of MT-141 (1g,
drip: n=11)
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PTCD #6474 2 BT, HEHEH 48u, By L vl
5.1mg/d]l & EEDHEIL BRI, £ 2 TR
T X o REEN 1% D 10ug/ml T, 6 BE%TY
4.4pg/ml & HEHRIFRBTNA ORI, Case 3 1%
51 O KT, WESEC X5 EEHAES X OCF4AKR
iz X b intrahepatic cholestasis 2FER I W i-FEHITH
Bo EEIEN 130u, ¥y A€ v 14.4mg/dl T,
MT-141 QR R EIRETH 4 FEEHD 1. 8ug/ml
EBDTEN > T,

3. M A RARERRH, ABFERRH 3 X O AR ERE
PgE (Fig 4) : MT-141 SR TH 1~ 3RRIPICER
MUT-BEEOFHEL, MAREN. 47.9ug/ml TH
SRR L, KRIBEIRHE 21 2ug/ml, [BEERRTH
15.9ug/ml, [BTEBET 15.4ug/g THH, LIREETH
BENELEL, mMEILOBTRILM.3% Thoto

POy p—

Fig.4 Comparison of MT-141 concentration
in the serum, choledocal bile, gall
bladder bile and tissue of gall bladder
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Fig.5 MT-141 concentration in the choledochal
bile between non-obstruction and obst-
ruction of the biliary tract
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R g (Fig. 5) : B O EBESEC X%
PR BT A1, HEREN 10u. LTo6HL 25
w LLED 3 flicouvT MT-141 D IREIEH B EY
B LTo BBEEED M 6 Ui 14.7~35. 8 ug/ml,
¥y 25.7ug/ml THotedd, FBBEED 3FTCIES
T} 17ug/ml THELEERRLI,
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Fig.6 Comparison of MT-141 concentration
in the gall bladder bile and choledo-
chal bile between non-obstruction and
obstruction of the cystic duct
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Fig.7 MT-141 concentration in the gall blad-
der bile against the degree of gall blad-
der inflammation

(ug/ml)
40
30+

o +

10

Mild group  Severe group

MEZERE IR R : REERPAEDE 561 & B 5]
EORDLII T HBL TH% & (Fig.6), MT-
141 (3JEFAZERE T 14.0~24. 1 ug/ml, F# 19.9ug/ml
TR 135y 17.8pg/ml L i3iFR CRE
Thotehy, PBAZERETIX2.0~37.8ug/ml & k& Es
DENRKLR, FHT 13.1ug/ml TH Y, KRG
D 22.8ug/ml X pALIEERR LI,

wiz MT-141 o RERTREYBEXOBEC X Y
HET B, FHOSEP T IHE 1.2 EXREL

Fig.8 MT-141 concentration in the tissue of
the gall bladder wall against the degree
of gall bladder inflammation
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BOE3AEYEERBLLTERNLE Fig?, %
FEBRE TR 8 LY 21. 6ug/ml L FBER R LAY,
BRELHEAFATIIRE TS 8. 4ug/ml, FH 4.6 ug/ml
THEDOENBED LI, MT-141 ORERIT~DBTIX
BREEAZEOFEI VI BEROBEIC LY £ Xh
o

fEZERENRE (Fig. 8) : BEEED KEDOBES HHioD
SET XY 2B T TR Lo MT-141 D BEppr
3, RIERETL 10 FITEY 17.20g/g THH, HE
5 T3 11.8uglg LIEMERRLIco LAvL, g
B PEIRTESS 3 Uk 2 Bik 20.7, 23.4ug/g L SBES
AL, ThIKRUBHEEBTRES S L OFREET 3.9,
4.1uglg TERDTEMWERRL,

1. =

RPED BT Y > TRETEOREEY MY, Th
FhCR URZEEOBVIARIZFRT 2 2 EEAIT
Hbo WHRNHLBERPFEDELEE L Tk E. coli,
Klebsiellate & 75 AEHREN LT L Wbh
TWBHSY, BEH R0 5 BT RIS RO GRS 2T
b, Thb 77 AREBES LY 5D TV 559, 5
LB S hi- MT-14143, 75 AlaERECH LRE
Eo MIC2BTAMD €7 » <A v v RTEFTH~N,
ERETHROCERENEZRL, TOHFEITLE D bulge 4
BHnEInD, TOMPPRETAERATIE 1g &%
HEH 30 T 9. 7ug/ml EEERTRL, ERE 2
R & B otco

PERID R RADBITIE, FFEERER X OREY
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FEOBREVSMBETH D, K BFREZABKEHC 4
BRI AEL, FEKA S X CRERHF I RT3
ABPC DR, HREDRENVHTRE EEx T
BARTVB D, — AT 3 X O RRH R~ D HAFD
BAXEETARFEL UL, FEEBEL D LIER
EDTiE, TihbbRBEHED HFNEKRTH 5™
ZasLow 5104 BAEMEERICIRTF~D PC L SM D
Bt 4 R, FicRH ORISR RIFICID L BITE
NERTB LRNTWB, HRHAITH PTCD & At L7
A MT-141 o873, BEFBEEEA T
EHEAELEDIERYRL, BORBIRZ LRI,
intrahepatic cholestasis i X % S EFMREEHITII,
JEH e R RE Th - o ECPAESRERED
PTCD fafTE# &, BHHHEARIFE oo ciiE Dl
BT, BESHREOL LI 2 BREENE LT HEBE
R LT, FAIRHCERRLCBERTH o MT-141 ©
BETH, KRETEBEEDRDLRCEICILYE
xR Lo

HAEFORERH~OBTIL, EFOBRC X ORI
Bh, —RCREFOAEDHER XVEEROBREC
I hikAIhb, ABPC, SM, CFX zRZESHAEC X
DhkxFEmxh, DKB, CEZ, CET TiiirL ARIE
OBRER L EEIhB41112, MT-141 & DWW THK
FRLAEELORSIL, BEEIAE DO BERTHER
BRI hIBEE L i AMER R L, BBEEHES
HEMEY RTEAD S0 o 1eh’, 4 OEADHCKE
HELOENRB LR, T LAREEDO REOREEI X
DHENKE S REOBRE R ERERFLORBTIX
BEDOENTRD bR,

MT-141 D JRTEBE~D BATIL, REOBEWC IV ER
Xh, BEEALNEEREYT UL, BEKRD 3 H)
s 2 flic 20ug/e LA EDREERRDIC LiE, RO
FEIf + M BB TIEL T 5 B ciz, MT-1410
RTEBE~DBAINTELIHETED LBbhi, LAL
ARBEBEH AT, IR U Aol & RAER B e s R 2E ¢
D 2PTIHEMATRL, RBHD DWELITRIL >R
B,

PAEFIO B RBTE BH/miEL TRESH, <=
Y VREBIVET » 74 vy RERHI—BCRF B
TERLTWAEY, Lanl, MT-141 oRiHBTIE
EAPI T 44.3% LERTHH, BB, BHHLY LB

HEREIEREVC & 20 b, BERABECHTS
FERMZ R AR 91.7% LF|ELTV5. ZOHE
13, MT-141 0 75 AR Es YO MEEERC RT3
BOBENENETH LD THS %0
(KAXPEEIHE I B ARLCFEREFLREFTEY
YR Y ATRELLS)
X Bk
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BILIARY EXCRETION AND GALL BLADDER TISSUE LEVEL
OF MT-141 IN PATIENTS WITH BILIARY TRACT DISEASES

SencHr Kojyima, Taxkasnr Hiravyama and Kaneo KixkucHi

Department of surgery, Sendai National Hospital

MT-141, a newly-developed cephamycin antibiotic, was intravenously drip-infused in a dose of one
gram to patients with biliary tract diseases. Then the drug levels were determined for the bile col-
lected from a PTC-drain, choledochal bile obtained during surgery, gall bladder bile and extirpated
gall bladder wall. The results were as follows.

1. The mean durg levels in the bile and gall bladder 1 to 3 hrs after administration of MT-141
were 21.2 pg/ml in the common bile duct, 15.9 gg/ml in the gall bladder and 15.4 pg/g in the gall
bladder wall. The highest level of transfer was thus to the common bile duct.

2. The transfer of MT-141 to the bile depended on the internal pressure of the bile duct, i.e, it
was a mean of 25.7 yg/ml in patients without obstruction of the common bile duct, but as low as
12.0 ug/ml in those with obstruction. In the patients with obstruction, the levels just after receiving
PTCD and 2 weeks after receiving it were 3.4 pg/ml and 10 gg/ml, respectively.

3. The transfer of MT-141 to the bile and gall bladder wall differed with the individual patient,
and it was influenced more by the degree of inflammation of the gall bladder wall than by the
presence or absence of a bile duct obstruction. In both occasions, the drug levels were very low in
patients with strong inflammation. The drug levels in the gall bladder wall were, however, 20 pg/g
or more in 2 of the 3 patients with moderate inflammation, indicating that MT-141 should have
therapeutic efficacy against cholecystitis.



