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heptahydrate TH %, 4 F K i3 CieHzoN;NaO,S,-
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Fig.1 Chemical structure of MT-141
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MT-141 O ¥k X O EARK, Al COBENE
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T3 X5 Lico —IBD k%% Tl fT EETR DR % +
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¥, RB|ILIAKLE, RECHE L MK B
H, BHisEERSVwED, ABAER I TR G
L, 7B RERMT —20°C \C THREGRE LT, MK
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28°C T 48 BERIERL, = OHYEFEEAERCT
BHL, 580nm I xiJ5FEBRN 25% (E.coli) 3
Wi 35% (V. percolans) wicd X 5% L, 0
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HIEE# I L O RIESH L Nutrient agar (Difco) %
FA\ 7-7&E Cup bioassay THEEH E.coli DFH1L
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D& 10ml L, 37°C T 16~18 ErfER L,
V.percolans DFPE W ITER 9cm O+ ) MICEB
10ml ¥ X Oy 108cells/ml O SLERE 4ml 25
L, 27~28°C 12T 20~24 FEfEER LI, BEERK *
NZhOMBEIEFERZHAL, »0»ULDHEHLEKRE
B FRRERAC X Y HEYDEE KD,

BEAETIIE=tr — L 1% miFw AL, 0.05M
phosphate buffer solution (pH7.0) iz X b fESiL7-i=
HERATIZE, MK S ERL .

AREED MERFIRER E. coli 12T 1ug/ml,
V. percolans =T 0.25ug/ml TH -7,
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Table 1 MT-141 concentration in serum, common duct bile, gall bladder bile and gall bladder
wall from patients with biliary tract infection during operation after intravenous
bolus administration of 1 g
Case No. Diagnosis, remarks, MT-141 concentration at indicated time after i.v. Laboratory
:5: (a)r’];)v isolz:ted 6or‘ganism, Ser Bile in Bile in Wall of findings
body weight MIC 10°, 10° cells/ml, erum common duct gall bladder gall bladder befnre'
(pg/ml) (ug/m) (ug/ml) ( pg/ml) (/s operation
1. MO, Subacute cholecystitis, 0.8 at 227 20.5 at 18’ 55.5 at 28" | RBC 324
27 F, cholangitis with 1.0 at 24’ (Punctured)** (H)*** Hb 11.6
44.5 kg obstructive jaundice 1.0 at 277 42.5 at 28’ Ht 38.5
due to cholecyst- 6.6 at 29’ 13.8 at 43" | WBC 5,500
choledocholithiasis, (Appendix S-GOT 24
T-tube drainage, wall)* S-GPT 20
Serratia marcescens Al-P 22.3
12.5, 12.5 Tot-B 8.0
BUN 9.3
2. YH, Acute cholecystitis with 45.9 at 607 2.5 at 18 2.4 at 317 34.8 at 45 RBC 437
70 M, cholelithiasis and 6.6 at 197 (Punctured)** () Hbh 13.7
57 kg diabetes mellitus, 12.0 at 23/ 4.0 at 45’ Ht 43.0
Escherichia coli WBC 6,800
0.78, 0.39 S-GOT 20
S-GI’T 14
Al-P 5.8
BUN 11.3
3. HO, Acute cholecystitis 82.0 at 747 6.3 at 277 2.8 at 44’ 41.1 at 44" | RBC 426
55 M, with cholelithiasis, 7.6 at 28’ (H)*** Hb 13.3
65 kg organism no growth, 20.0 at 33" Ht 38.5
WBC 5,100
S-GOT 27
S-GPT 87
Al-P 16.3
BUN 13.6
4. YA, Subacute cholecystitis 14.1 at 128’ trace at 118’ 29.8 at 141° | RBC 405
39 F, with cholelithiasis, 10.4 at 132’ (Punctured)** (A )*** Hb 13.8
43 kg organism no growth. 13.0 at 134’ 11.8 at 1417 Ht 40.5
11.3 at 149’ 22.5 at 158" | WBC 7,400
{Appendix S-GOT 31
wall)* S-GPT 38
Al-P 10.9
| BUN 14.8
5. TH, Subacute cholecystitis 67.8 at 136" 76.8 at 148’ 39.5 at 148" | RBC 447
67 M, with cholelithiasis, 61.2 at 138’ (F)*=* Hb 14.7
59 kg organism no growth. 39.8 at 148" Ht 45.5
WRBC 5,700
S-GOT 27
S-GPT 36
Al-P 7.3
BUN 10.1

*

*k

*** Inflammatory degree of gall bladder wall.

Non infected appendix wall.

Punctured gall bladder bile.

In cases 2, 3 and 4, the cystic duct was obstructed.
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Table 2—1 MT-141 concentration in various body fluids and tissues from patients with accute
peritonitis during operation after intravenous bolus injection of 1 g

Case No., Diagnosis, remarks, MT-141 concentration at indicated time after i.v. | Laboratory
age (yr), isolated organism . . r findings
sex and R ’ Serum Ascites Pus in Wall of
body weight MIC 10°% 16° cells/ml, with pus appendix appendix before.
(ug/ml) (ug/m) (ug/ml) (uug/ml) (ug/e) operation
6. TN, Catarrhal appendicitis, 40.3 at 317 9.3 at 16’| WBC 15,300
24 M, localized peritonitis, GOT 30
75 kg Escherichia coli GPT 25
0.78, 0.39 Al-P 5.8
BUN 8.7
7. YY, Catarrhal appendicitis, 29.1 at 19"| WBC 10,500
24 F, right ovaian bleeding, GOT 25
52 kg localized peritonitis, GPT 20
organism no growth. Al-P 6.7
BUN 15.0
8. KS, Catarrhal appendicitis, 39.5 at 22| WBC 13,100
10 M, localized peritonitis, BUN 9.6
29.5 kg Escherichia coli
0.78, 0.39
(MT-141 0.5 g i.v.)
9. TO, Catarrhal appendicitis, 52.8 at 30| WBC 12,700
21 M, localized peritonitis, GOT 25
65 kg Proteus vulgaris GPT 20
0.39, 0.39 Al-P 7.6
Streptococcus faecalis BUN 7.6
50.0, 50.0
10. YS, Catarrhal appendicitis, trace at 35" WBC 9,500
73 F, localized peritonitis, GOT 18
48 kg organism no growth. GPT 15
Al-P 6.8
BUN 11.5
11. YT, Phlegmonous appendicitis, 21.0 at 10"|33.7 at 10" | WBC 12,500
29 F, localized peritonitis, GOT 20
50 kg Escherichia coli GPT 15
0.39, 0.39 Al-P 6.3
Pseudomonas aeruginosa BUN 8.9
100.0, 100.0
12. YS, Phlegmonous empyemic trace at 12| 36.9 at 12| WBC 12,100
17 F, appendicitis with GOT 18
54.5 kg localized peritonitis, GPT 15
Klebsiella pneumoniae Al-P 7.1
0.78, 0.78 BUN 9.8
13. SS, Phlegmonous appendicitis 34.2 at 45°]104.5 at 47’| 3.3 at 15"|25.3 at 15"| WBC 17,000
47 M, localized peritonitis, GOT 25
68 kg appendectomy with drainage, GPT 20
Escherichia coli Al-P 7.1
0.39, 0.39 BUN 9.6
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Table 2—2 MT-141 concentration in various body fluids and tissues from patients with acute
peritonitis during operation after intravenous bolus injection of 1 g
Case No., Diagnosis, remarks, MT-141 concentration at indicated time after i.v. Laboratory
:Ei (a;ld), isolated organism, Serum Ascites Pus in Wall of findings
body weight MIC 10°, 10° cells/ml, (ug/ml) with pus appendix appendix before.
(ug/ml) (ug/ml) | (ug/ml) (ug/g) operation
14. KS, Phlegmonous empyemic 74.2 at 157| 46.1 at 15"| WBC 17,000
15 F, appendicitis with GOT 25
57 kg localized peritonitis, GPT 20
Escherichia coli Al-P 7.6
0.78, 0.39 BUN 10.5
15. MK, | Phlegmonous appendicitis 58.0 at 30’ 65.7 at 18| WBC 15,600
15 M, localized peritonitis, GOT 25
72 kg Klebsiella pneumoniae GPT 20
0.78, 0.78 Al-P 7.3
Escherichia coli BUN 10.5
0.78, 0.39
16. TS, Phlegmonous empyemic 54.8 at 35| 55.0 at 10"| 1.7 at 25"|38.1 at 25" | WBC 18,000
12 M, appendicitis with GOT 25
53 kg localized peritonitis, GPT 20
appendectomy with drainage, Al-P 8.1
Escherichia coli BUN 8.6
0.39, 0.39
17. AH, Phlegmonous empyemic 33.6 at 307(18.7 at 30"| WBC 17,600
13 F, appendicitis with GOT 25
46 kg localized peritonitis, GPT 20
Escherichia coli Al-P 7.6
0.78, 0.39 BUN 9.6
Streplococcus faccalis
100.0, 100.0
18. KI, Phlegmonous appendicitis 59.2 at 46’ 18.8 at 35| WBC 15,600
15 F, localized peritonitis, GO 25
50 kg Staphylococcus epidermidis GPT 18
12.5, 12.5 Al-D 7.6
Klebsiclla pneumoniace BUN 8.9
0.78, 0.78
19. YT, Gangrenous perforative 54.9 at 29| 8.5 at 27|18.7 at 15" 6.8 at 13| WBC 16,500
31 )N, appendicitis with 7.3 at 7 GOT 25
58 kg, localized peritonitis, 7.2 at 107 GPT 20
appendectomy with drainage, Al-1 7.6
Escherichia coli BUN 18.0
0.78, 0.39
Streptococcus faccalis
100.0, 100.0
20. RS, Gangrenous perforative 30.5 at 37 14.3 at 30| WBC 17,800
11 F, appendicitis with 32.6 at 38" BUN 10.3
40 kg localized peritonitis, 26.2 at 407
appendectomy with drainage. 28.9 at 50”
Escherichia coli 41.8 at 55’
0.78, 0.39
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ENELCEVCBTYRTERE 25,

FEFRZOWTRENT 5 &, R L 3IREEEAT LS
PAZEMEERGEA T, FHR, BEICPBERLILA
¥y ¥ /I3 7e ks 8. 0mg/dl ¢ Alkali-phosphatase
i3 22.3 OEEXRLTW 7o ¥ iR 3, 413,
MT-141 i k 5 ¥Eaio GOT, GPT {HirdhZEL ki
FRLTEY, FEEDETIRD LN EHN TH -
foo THODEMTIE, BTHHETRR S L OFFEDE
ToEELH-> TERBEYRLICEV X D,

FEG 1~3 13, BIEHH 30 2 CORKETHY,
FEG) 4, 5 (LIPS 2L EOBRBRETH S, HE
OREERTAEAYTRL, BEITHRTAEAYXR
Bl TOAL BT HE, MT-141 D ABHAEE
EERY 1~2 BT e — 7fETEL, Wo<X D TH
THLIDELE D,

FEGIS i3, Frise, BRI EFETH Y, ABHAR
B 67. 8ug/ml L BRI BB R /R LA (Table 1),

2) JEEERRH (BREH) PIEE

BIEH~DOBTIL, HRC X D BEEOAEL TV
FEG) 2, 3 XV 4 T 2.8~11. 8ug/ml DPERE THES
FIEEER R LI-h, BEEFHFAOCIES 1, 5 T,
42.5 & 76.8ug/ml OFBER R LI, L 1 XBAZEK
BEYATHRETHY, BHOBMATR TH » T
MT-141 OFRFRHA~D BITIMEBRETH 5 DIXER

ThHh, BEBEH~OBFTIIHEE 18 5O HESH
X h{B7 BREATIE, 20 5ug/ml, BEZERHESO M
% 28 /T3 42. 5ug/ml DEBER R LI, EIER
2, 4 THVWThLEEBEENFREEZ TR LI, Thb
DORME T IETEAFAZES 5 L OPAEHEEEC TR X Y i
BOXARRIGES T, BEEXANLTBEHAOBT
fFehhsd Z ERRBLTWA &b (Table 1),
3) REZERER MT-141 B
IRFERERIEEE X B RIBE X R L, E 1 OFER
REER R X O REEAEA T, BEHABREILL
BEEYTRLIC, 202 LY, »hBEATIEBERFA
DBTIVBEEL N L TiTebhbhd Z & D—D2DFFHT
BB EB Do FRA—EML Y BIREDOLV-RE
ADBITERET S L, WTh L RIEEKTH 5 B REE
P MT-141 @BENSEBERXR LI, ¥ IclEEERED KIE
BEXLETS L, KEREORED LDOISREDCE
TERLI, ZhbDERIE, MT-141 0 KEAKE~D
BOTORFMYEMIB LD E B\ 25 (Table 1),
2) AtkmEg FERXOEGNEE

Table 2-1~2-3 T Z DFEREX R Lo

1) HREENEE

RIFEO RKFEMLLD, FEHI 625 10 1ZEFED Catar-
rhal O, fE 11 2»5 18 % Phlegmonous 7grh%iE
DFEF], FEF 19 3 X O 20 11 Gangrenous THEILXE

Table 2—3 MT-141 concentration in various body fluids and tisses from patients with acute
peritonitis during operation after intravenous bolus injection of 1 g

Case No., Diagnosis, remarks, MT-141 concentration at indicated time after i.v. Laboratory
Zii E,)ng), isolated organism, Serum Ascites Appendix wall or other findings
body weight MIC 10° 10° cells/ml, (ug/ml) with pus tissues (ug/g or ml) before
(pg/ml) (/ml) operation
21. TS, Acute panperitonitis with 139.5 at 207 RBC 360
65 M, intestinal obstruction 133.4 at 24’ Hb 11.3
45 kg due to sigmoid cancer, 104.6 at 307 Ht 36.5
transverse colostomy WBC 7,600
with drainage, GOT 35
Escherichia coli GPT 25
0.39, 0.39 Al-P 8.6
BUN 25.5
22. MN, Panperitonitis with 13.4 at 23"| 69.7 at 30" (Appendix wall) | RBC 356
80 I, intestinal obstruction 21.2 at 317 Hb 12.3
38 kg due to adhesion of ileum, 64.0 at 45’ Ht 39.5
removed obstruction of 45.2 at 54’ WBC 10,500
ileum with drainage, GOT 40
Escherichia coli GPT 35
0.78, 0.39 Al-P 7.4
BUN 25.5
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Table 3 MT-141 concentration in various body fluids and tissues from patients during operation
after intravenous bolus administration of 1 g

Case No.,
age (yr),
sex and
body weight

Diagnosis, remarks,
isolated organism,
MIC 10°, 10° cells/ml,
(pg/ml)

MT-141 concentration at indicated time after iv.

Serum

(ug/ml)

Tissues or body fluids
(ug/g or ml)

Laboratory
findings
before
operation

23. HS,
32 M,
69 kg

Periproctal abscess,
Escherichia coli

0.78, 0.78

trace at 10 min(Pus in abscess)

RBC 495
Hb 15.3
Ht 40.0

"WBC 8,700

GOT 20
GPT 18
Al-P 6.4
BUN 10.4

24. HS,
31 M,
63 kg

Fistula ani with abscess,
Staphylococcus epidermidis

12.5, 12.5

34.9 at 35 min

6.3 at 15 min(Pus in abscess)
trace at 35 min(Fistula wall)

RBC 485
Hb 15.3

Ht 40.0
WBC 9,000
GOT 18
GPT 15
Al-P 7.3
BUN 10.1

25. HS,
74 M,
49.5 kg

Transverse colon fistula
due to idiopathic sigmoid
colon rupture,

organism no growth.

37.7 at 15
62.8 at 15

min(Oral colon wall)

min(Anal colon wall)

RBC 411
Hb 11.5

Ht 37.5
WBC 7,500
GOT 35
GPT 25
Al-P 9.7
BUN 19.5

26. HO,
59 M,
54.5 kg

Gastric polyp,
gastrectomy,
organism no growth.

32.9 at 47
38.7 at 47
15.8 at 47

min(Gastric wall)
min(Duodenal wall:

min (Omentum)

RBC 483
Hb 12.7

Ht 38.5
WBC 5,000
GOT 18
GPT 15
Al-P 5.7
BUN 9.8

27. MS,
37 )\,
68 kg

Gastric cancer,
gastrectomy,
organism no growth.

35.8 at 86 min

24.5 at 86 min(Gastric wall)

RBC 425
Hb 12.3

Ht 39.0
WBC 4,500
GOT 20
GPT 15
Al-P 6.4
BUN 15.0

FLIEEEFATHZ, WThLBEDEZIHS2, B
PED SRR %% & 0F L T\ oo Catarrhal RIELD B
=R MT-141 B, BEHR 165X 0 35 HETT
trace~52. 8uglg DY fEX/RL 7z, Phlegmonous Mz

£TIL, BEE 10 H~35 4 T 18.7~65.Tuglg TH
ot MLEEDFILMI2MTH B2, 15 5 % L
30 4T 6.8 XV 14.3uglg L{EBETH 720

2) WEHRTH MT-141 2
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Phlegmonous 35 7% Gangrenous RIERKD 7 flick
WT, BERBHEEL REERBEORKE ¥ T -
Too MIEPRIEHIEE Y trace X b 74.2pg/m]l THoT:
2%, EkH D Lk 3\ TRERBH 18.7,
33.6 : XU 74.2ug/ml DRETH -7y, TOIERAD
HEBENEEIL 6.8, 18.7 % X UF 46.1ug/g L RER
BH I ERBEY RLI, TOZ E3FIERICEST
B THERKZ EEELLNDN, MOPERTIIFRYE
BOLIT, FHOAERBHRTHD LV 2 X 5

3) BHEAKNEE

6 IR\ TRIERfTIco7c #3, Table 2-1 & X O
Table 2-2 = &tk RBERICADHE 2 BRRERERERC 31T
BBHEKREEYRL, Table 2-3 BAEECAHF
U ARKEE R 315 BEBXKRNBEY R L. 5
B 4 I B\ TREFENC AR 2 R LR T > T

Phlegmonous HELRTIL 2 FITERER LA, EH 13
TIL I 47 4T 104.5ug/ml, fEF 16 Tk 10 &
T 55.0ug/ml %R U1, FIERERD 2 F TILER
BIBRBER T o e, EM 19 TIRBER 2515105
¥TT 7.2~8.5ug/ml ORfE%R Bico REIDHEILM
DENCHARTEETH »7cds, ZOREEKTERGE
Nled, MALBHTHY, HEREREOKRED
HEEXBRD, FEF 20 TIX, BEHITHID 555
FTRBREBEL TR o7, 37 5Tt 30.5ug/ml, 0
HEVOHEBHHBD 55 £ Tt 41. 8ug/ml ITE LT,
MR R DRER] 21 Tix, BEH 20 Hd 5 30 %
TT 104.6~139. 5ug/ml OFBERRLI, ¥ iEH
22T 234X b 54 % TT 13.4~64.0ug/ml OB
ExRLI. AREEBEXDEMNLE LBHAEECA
BELIBIT, WTh L BIAEERER 4~5 A2Z8L,
BB L EH L > ThLEMRLIEMNTH -0

3. XOMOEBOEBNEE

Table 3 I fTFAEERE S X OFEL 16, ATAIF
PASKREDFEB IR 1 B, BAY — 7R LU BED EUkK
2D FEE R Lo

fEG 23 DIIFIRERBEO BHAIBEL HEH 1045
T trace THh - Too EQADFHFIER T3, FFEEIIGYE
% 35 4T trace ThHotedd, AHLABEANBHA~D
BT 6.3ug/ml IR 15 HTHRLE.

FEG) 25«3, 1 AR SERBOBREETFILC LS
NEEEE R THEL, BITHEBT X2 KTHM%2E
WL, ZEILIMACIEREASE L IEBIT, 2 RiBakEE,
ATINLFIPASRD B TRITHEB IR L T, W4 Wit
Fleoto COBOEERK MT-141 B3, #BIEH 15
5T, BB 37. Tug/g, BLFIfix 62.8ug/g * iR
L7

FEGI 26 DFRY — TGO FUIBRROBED, BT
% 47 HTHEE 32.9ug/g, TTIRIBEE 38.Tuglg, Kk
ML 15.8ug/g X ENFHR Lico EICIER 27 DBE
BID B BEPILEE 12 1 Brf] 26 H 8T 24. Suglg ThH ol

4. MT-141 MurhigEs

10 Pl BT, fiirpofPBREREER 290K 1
BFf 26 5 CRRPUEL oo MT-141 MARBEEIL 34.2
~59. 2ug[ml %R L7, MT-141 1g B 5 5D i
WEEIT 153.74+10.50pg/ml THYH, FD (B) HD¥
B 2.16 BREE IhTWB0T, TOFKREDLUR
EWvx B,

5. BAECOWT

Table 1 A6 Table 3 TR LicFHERC BB LY
HIALADBED > b, BAEEEEINDIET 19 4
Ih 29 BEBl. TD 5 HbEMEGUL 13 T, 6 fi
DB2EOBC L 2 HEPEERTH - 7o HEPITIIEM
BRI E coli 10 {5, K. pneumontae, S. marcescens,
S.epidermidis £ 1 T 13 61, HEEEIL E. coli &
S. faecalis 2 ), E.coli & K.pneumoniae, K.pneu-
moniae L S.epidermidis, E.coli L P.aeruginosa,
P.vulgaris & S.faecalis £ 16D 64, it 194T
Bolo Th b D EDARMFEREFELSBERC LS
MT-141 wxit5 MIC ix, £h¥h Table ZRLk
B, By ERE DD E. coli Tix 108 3 X 0t 10%cells/
ml =T 0.39~0.78 ug/ml %k L7 K.pneumoniae
X 0.78ug/ml, P.vulgaris (¥ 0.39ug/ml, S.epider-
midis, S.marcescens ¥ 12.5ug/ml THo7t=H, S
faecalis 13 50.0~100.0ug/ml %R 7o

I1I. = ®

MT-141 3B RBERRSHE PR R CHE I
cephamycin RFMEWET, FEWEELED B-lacta-
mase XL TRETH Y, 77 sBHE) JOBER
CRLT, BECHEARY b7 2%FT5, ¥k B
fragilis 3 XU C.difficile 7x ¥ DHESKHEETRHLTDH
HMWHEIEE T D0 &K 1g BIEHR S S0 mEER
153.7+10.50ug/ml T, Tyee 1% 2.16 REETH Y,
24 B ¥ TORPEUREERIL 97.6% THDY,

MT-141 ® 7' 5 AaHEREC RT3 HE L, invitro
Zisihs MIC T3 CTX, CZX, LMOX % Xt~
RRHBH, in vivo WIsIHBBREHERERTIE, MIC
IOHEINDZUEDHELXRL Tk b, KH X in
vitro Y. b} in vivo TRWTERCHEI Y RTHE
KTHDEIRTWB, ¥7c E coli w35 AH0OH
BIEBOEHRBEORETIL, %< D cephem Flick
bh3 X557 474 PROBLERFET, BHEKHE
CANCOHRERDBHERILERLRL TS, ¥
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MT-141 i3, MIC & MBC o7, BT
Ve A LB MO RF RN B O EEA I S h, D
cephem FIIC AT, RFEFHIEHMEY WHT2REHO
BhicEErETHERTH DD,

HEFOFRELRET A YT, RIR, 21, B
e ¥ D AR 3135 KB NHFENRRIED TERK
EBMORIETH Do MENHEE AR 1T 2 BHAER
Ed, EEEBEOERICO W TTbh L 5ie->T
i, AROL BT, BAR, MARL WERHBH R
OB TLEBERNOABRBRENELST/obh
T\Wwb,

Z%5 4 i Doxycycline (DOXY) D, Dibe-
kacin (DKB) o #1r, Bacampicillin © pJfg, Cefa-
mandole (CMD) oD #5¥, Cefmetazole (CMZ), Cofo-
taxime (CTX), Cefoperazone (CPZ) o # ¥, Lata-
moxef (LMOX), Cefmenoxime (CMX) DR X
#73, Cefpiramide (CPM) 0 #¥, DKB, Tobramycin
(TOB), Amikacin (AMK), Gentamicin (GM) o #E
BIVABBELERCI-T, T LTALRIYRER
FAFBEORRL TR TEh, S@ME5 K MT-
141 oER LT, AMGESRTERBEO BRI D
WTERLIWEEX D,

SHETHLOPREZC L > T, FEOILFREHD
ABRBEORENTbhTWAA, BERCKIT5EA
BHBRETIE, HERODIFHERTOREIRDEL D
ATHY, B—EEROREDEILY EFNICEBRTS
Z LRGN . FE D AT R ERNELR &
RBTHC EERRAKRIH, RELEBLLOE, B, BX
RED—FD L DH KT T, HEABEOIDIXTL
VB BE feh o T

RREFEH (ABRH) ~ORERBTIE BFERERF
AFSEZEcL vy —2 (PTCD) o BEOBEH, »
Bk T-tube & X 5088 N v — COBROBERIEH
CIDPEBIRTWB, LL, ThbDRHEROHE
HEREBRBIL, FHRFOBBLIIRIL-TRY, FHH
CIIREOHBEID PR Y, KERBOEEL TS
ANEDREEBBY ZOEERLTWD LV 2D, Lic
2o TABHZ RT3 FAEF DB, FHEICERY
IR L e b DHEE L\ E W2 %, MT-141 0 AR}
HNBEGREH SR L iXh b CPZ, CPM g KT b
TELIBNCIEBETS D, FARMERED o\ g
BIEFEH T 67.8ug/ml LhEEOBTERLI, L
MLHAEREREY B TAHEATCOBT IEEE TH-
o

IBENIRH (BREH) PIREE 12, RAZEEFAZEM T L
2.8~11.8ug/ml OBT%RL, BEH~OBMTIIMT

PALUTCHEEREL Y Tobhb 2 L% RLI, FAEKE
B ETHEFLTIE, ABHF~NOBTIFRRTH 5
#%, BRBiF~IL 20.5~42.5ug/ml OFBEOBTHR
Dic, ZOHEEI, FAEMEETIE, BHOKHATRRE
Di=dIT, BEXN L THEH~NDOBTHETbhBZ &
FRELTWS EWV D,

REREBEPNIBEE 1T 29. 8~55.5ug/g D BBED BT R
Bizo FEI1 ~41CH\T, BREHFPBEL h & IBZEEE
NERETHDHZ Lit, BEA~NOBITHFBEELAL
TibhdZ LOFERTHL L\ 25, FIcA—IE
PITRELICRED L\ REENRBELREDFET S
MEPERENBE Y » LERETHS Z &3, MT-141434%
FERBADBTORFILERTHAZ L2 REL T
B0 FRIEEENREIMERECHVIOIRREY
AL

MT-141 O REEEPFIRE L, HichDIEL D XA H
b, BORERBEDEM X hXhEECEAN RIREY
RLICH, EEATRUTLAERBETDH 7o ARRD
FRERT, REABRE RT3 BESEHm TRV,
RIED I\ h, REBEOCBWEKRL Y, RERECE
B THRE LS s aEREAN AT 2 e
Vo BELIZZDRREBLT, HERDOBT L AER
ELOBEYRET S n, RFEFHEFO RBEHEA
BEH#KRL T ¥4, DKB, CMD, LMOX, CMX # &
DFER G TR RIEREAR L FEABTXIED AR
YL RDICY, BERSFTIMEAC L5150
ENRREL, HARELCHBEEREILWHDOMRE L, 5
ETRMmMPBED - 7ECETSETIHARBE (30
a~1, 2R ORMAYEL, BETHE-OREEC
ETHH, To— 7EIEFERCHH, SEC TR
L, »>2BEORE*ETHEHRITHZ &ic/cb, —F
RIEREDOMTEHELZ S &, BETRMALARIFELY
FEMAFEZ B2, SIEDREICHE > THEMD ¥ ¥ M
Relieh, FTIBREBLETIRELE LD, Lichis
TRIEGITIE, PEFOBTRIRFTH > THHHLE
{, BEEATIC—-7ECET 5 ¥ TIZHYKORR
(~2 B *BL, BEEO—RACERLLART
X ERO®EFD, THRO—REMHR LT, E4EEO
EHOEHRELHRELILWEEZ OGN D,

MT-141 0 BHERIT 351 5 AR AR E TED THEN% D
DT, —HMOEFITIES S, BEROBETHE
BIDLAEDEHNEBENSREYTRLEADSS =
EThbHo BENBHAOBTIREEYANL TS
HoET, BTLICAEROBENBEI hicicd L&
2 bh32, BEIZHRLE LV, 20X 5hBSITM
DHREFTRFHRERD BT, TA-058 OB I\ T
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%2 &5,

EimA~D MT-141 © BT3EDTRIFT, A
PERERE % C 13 189, Sug/ml iz L1z, L LEETE, WE
7B OER 19 TIHERETH »ko T ORDIRIE
FIMERERMTH D, BRABIT~OBTR, M
WOEBMAETLELOLEL bR, £BRICAT,
AR O BEBEA~NOBTMMF L bEDTRHEFT, K
IR 2 D R I 2 — RN AT X E RO —2
LAY SR GBS

LRERNC MT-141 0 BIWH REABADOBITIREFT,
HAERL LTERRERTED L\ X Do AH D in
vitro W xsiFsd MIC (203U & {ERETILIW AL, in
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BETB L2 Xd, ¥, EFELFTL TR
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o) i
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MT-141 CONCENTRATION IN INFECTED TISSUES FROM
PATIENTS WITH BILIARY TRACT INFECTION, ACUTE
PERITONITIS AND OTHER DISEASES AFTER
INTRAVENOUS BOLUS INJECTION

TakasH1 Nakamura, Ixuo HashaimoTo, Yasuo Sawapa and Jiron Mikamr
Department of Surgery, Tenshi General Hospital

Encur Bekki and MichHiko Saiton

Department of Internal Medicine, Tenshi General Hospital
(St. Franciscan Missionaries of Mary)

Masayuki Tsujisaki
Department of First Internal Medicine, Sapporo Medical College

Masanort Yosuimoto, Hirovukr NisHinpal, Yosuiki Nakanisui and Yoicur Kasar

First Surgical Department, School of Medicine, Hokkaido University, Sapporo, Japan

In the treatment of infectious diseases, it is very important to know the MIC of the antibiotics
against the pathogenic bacteria and the distribution of the drug to the infected target tissues. This
study investigated the serum, various body fluids and tissue concentrations of MT-141, a new
semisynthetic cephamycin, which in resistant to B-lactamase, and has a broad bactericidal spectrum
anainst various bacterial species. One gram was administered intravenously before or during operations
to 27 patients with infectious diseases. They were 5 cases of birialy tract infection, 15 cases of acute
localized peritonitis due to appendicitis and 7 cases of other diseases. Tissue specimens and various
body fluid samples were taken during the operations and from the removed organs. The MT-141
concentrations were determined by means of bioassay using Vibrio percolans ATCC 8461 as the test
organism.

The MT-141 concentration in the common duct bile ranged from 6.6 to 67.8 pg/ml at 22 to 149
minutes after intravenous bolus injection of 1g of MT-141. These level in the gall bladder bile
ranged from 2.8 to 76.8 pg/ml, and that in the gall bladder wall showed 29.8 to 55.5 ug/g. In a
case of cholecystitis, cholangitis with mechanical jaundice due to choledocholithiasis and liver dysfunc-
tion (S-GOT 85, S-GPT 105, AI-P 22.8 and total bilirubin 13.5 mg/dl), the MT-141 levels in the
common duct bile were lower than in the other cases, and that were also lower than those in the
gall bladder bile. The levels were at highest in the gall bladder wall. These results show that the
MT-141 enters in gall bladder bile through the gall bladder wall in the cases of obstructive jaundice.
In the other 3 cases, the cystic duct was obstructed, the MT-141 levels in the gall bladder bile were
lower than those in gall bladder wall. These results show that MT-141 enters the gall bladder bile
through the gall bladder wall in the cases of obstructive cystic ducts.

The MT-141 concentration in the infected appendix wall ranged from a trace to a range of 69.7 pg/g
at 10 to 35 minutes after injection. In 3 cases of empyemic appendicitis, the MT-141 concentrations
were 6.8, 18.7 and 46.1 pg/g in the appendix wall, and 18.7, 33.6 and 74.2 pg/ml in pus from the
appensix, respectively. The MT-141 concentrations in the pus were higher than that those in the
appendix wall itself. The MT-141 concentration in purulent ascites ranged from 8.5 to 139.5 pg/ml
at 2 to 55 minutes after administration.

The MT-141 concentrations in common duct bile, gall bladder bile, gall bladder wall, infected
appendix wall, pus in the appendix, purulent ascites and other tissues were superior to the MICs of
almost all of the organisms which were isolated from these cases. Therefore, MT-141 appears to be
very useful drug when used for chemotherapy of acute peritonitis, biliary tract infection and other
infectious diseases of surgical field.



