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THRERHREHNE L.

B. fragilis group @ MIC i3 1 BATRE 6.3 ug/ml HhERBTFTH- 788, C dtffzczle 12 100

ug/ml §IRD MIC 2L % Ui,

6059-S 1 g 2 WP ORAMPMEEIIFMF 71.9217 ng/ml, MIRAIZ 48.5+5.2 ug/
ml THY, T REBET 186 5, MERATIE 70,9 HTH-7

BMSE 5 4, SFRBBAGE 6 5l REREUE 6 7, ILNRAE 2 PICKERAL, 2 3, #%
12, 8% 4 THotoo DS BIFEED SKMECHRL I 1 Hiid 6059-S1 A 3 g ORETH
RHAICIERIL 7o SEAPIIRTE X FHCBRRBLOWHO TR E 755> T %o AERIZT LF — 2
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ERERETAEFTCHRBRINA HEHE 6059-S ©
Bacteroides fragilis group, Clostridium difficile i€ 333 %
HEAZAEL, EFETOMPBREOHBEEZEERAD TH
ERE LR, FRICKILE 5 9% &t 19 Flic oV THKME
NEAUE DT, EORKERET 3,
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1) HEhH

GREIIBEK 8D Bacteroides fragilis group 43
¥% (B. fragilis 25 #&, B. thetaiotaomicron 13 #k, B
vulgatus 5 #), C. difficile 5 ¥k& C. difficile DR
Bk ATCC 17859 1 ¥k TH %, MIC Rl iz (LA EREREY
ICHEL, ERisEHIcis GAM 74 3 v, EHAHFEX
e UTi GAM %X%, ERBEOERKIE 320
754~ (EARBER) = A, EBHER B
fragilis group Ti3 10° /ml %, C. difficile i3 10° /
ml OERETIIRRBO FXRAFEHIC HREL O
BH-7DT, 10° /ml HEECHEL foo HERIIH 20
v 9 x =%, 31°C, 24 KISERHICHEL 2

2) MpREAE

BERAST 2 % (464 20.5£0.7 F, KE 59.5
+3.5ky) LBERE 4 4 (5L T1.2+4.57, KRE
52.249.8 kg) iz 6059-S 1 g % 2 MeRIA G CAGGH
EL B MrhMEE & Repskitt £ RA U7z HREES

DM s VT F =32 1.4 mg/dl LIFTdh - 1225,
JVTF=VI ) T5 YR 32.7~56.7 ml/min TH
7o RMEHEIZEMALKIC 1 g/50 ml OL TR
U7z 6059-S gik%E 2 Bl Tavza vy -4 v
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B, B 1 H, Mgk 58, IRESREME 6 f, jB%
% 2P THB, REBYSEICIIELLT 1 E0.5g %
182M[0E, 2ofiofkgyEiciiEELT1IE 1 ¢ %
1 B 2~3 EAMHE BE ToRBELL. BED
Belid 0.5% ) FA 4 VETIERL, Am#EcE V)
% Ts B 200 ml iITRL 1~2 RH»T TABL T,

FERSIEMIE ek S DEEEICD - & 5 T? excel
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1. #i®H (Table 1)
Bacteroides fragilis group 43 %D H 42 i

6059-S 6.3 pg/ml LENUT THWEILE ST &
it B. fragilis i3 25 #rh 23 #kE THt =20.8 ug/ml
® MIC flix L L7ze B. thetaiotaomicron i3 B. fra-
gilis 1T SROPBEMEIS B0 Th bbbt =6.3

Minimal inhibitory concentrati

wg/ml @ MIC {{TH D, B. vulgatus & 5 b 14
4 50 ug/ml © MIC WZELHLADET, i 26
ug/ml @ MIC MTH~7cs C. difficile d MIC 31
Pkht 50 ug/ml, b D 5 #kds 100 ug/ml TH1:,

2. mA% (Fig. 1
6059-S 1 g 2 5 iigB D MG I A 1 MM

M, BEHE GICARKTHICHD, BRBANTFT
12 48.5+5.2 ug/ml, BEETIE 71.917.04g/ul7

on of B. fragills, B. thetalotaomicron, B. vulgatus

Table 1
and C. difficile to 6059-S
Organism MIC (ug/mi)
(No. of strains) 04 |08 |16 |31]63])125] 25 | 50 | 100
B. fragilis (25) 5 18 2
B. thetaiotaomicron (13) 4 2 7
B. vulgatus (5) 1 1 1 1 1
C. difficile (6) 1 s
Fig. 1 Plasma levels of 6059-S
(ug/ml)
[6059-5
100 F1.0 g IVD (2 hr)
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14.8% Th -7

3. KM

19 ADFMI2 Table 2, Table 3 ik, Wiy
{%% Table 4 icLT, KILE 5 HTIREM L, 53
4, FRBBRIETIINY 1, AL 2, 8% 3, Rug
YIETIAHSY 1, G 4, KD 1 BARLED 2
TIRAVSHITS - 20 BIEA L LUMERRR 4
W (Tva¥—-2#, TobovEyEMOEE!
v, vz 1 B) icatbobhrc, LT 605984
life saving ICYERIL 1: B2 L WSHEM, BAfEREN,:
EEBLBRE,

6059-8 1S life saving XM ELHULM (M5,
Fig. 2~4) 53 ¥, 7. AviaMs. W, 3 »/kE
REBBE L L5 (3°C) b, Hiswks
AL T 1 AMEKRICHRAL . XEIRKRTRELS
J MR 2R h 2 2EC, CT x4+ 77TF
ZEHIT/NMETKR D space occupying lesion L EiTh
B LA ROBRERSE LD SN, Ky ARKBRELT
FEEh T &S, BS54 46 § 28 AKEVE
BREEL L 6755 39.6°C DRMELEYSH NS0
TRIIHG TOEKBERIABL o ABtthé 0°CK
ET oMK L, GOT, GPT, AP 0B L5,
10,400 OB MEKAS Z 52 %, KL - T @k
RAEHTZ LA, 6 A 30 B 6059-S1[E1
g 18 3 EORAKMECKBLE. hEERbOI
Klebsiella hsikttt X 6059-S ics$d 2 MIC i3 0.2
/ml TH-1, 6059-S 5Pk 4 ARYIL 40°C Hi%
ORMLHEL TS BBD T' B 4 BhLFA
Eish, 7T A 6 Adiz 1 g 3 EloANELRE
ICEHL, TA 12 A2T1 A 3¢ £EALL. BH
it # b RMITL TN, FOM T A 7 BOKYY
775 L THEECK R TRERALLLD, TA 16
AORF CT x%+ v THIRGENEEL KAk XE
BE2 207 (Fig. 3, 4), A, AMRELEHNT
NHERLLTORD, FMEORNT 8 A 6 BB
Lt REEORZ, MBTIRALRANL, A%
10 BEFHIL - HEMIZ S S 3" FFREIE RELES

DOLYMUFER AL, 9 A 3 BicH CT 2+
VEBR L HBEXRRIRS (MEL, £ok 1A
HF CT =%+ v TRRBLEBERELL, A EKE
ICHIISRAE%E LY S PRSI 6059-S ic X BARH
BHDOLTHEL D LML 7
EHPCONT : w LN hior, 6 R
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Table 3 Laboratory findings before and after 6059—S administration
C RBC Hb Plat. GOT GPT Al-P BUN SCr
No. | Case (X 10%) | ®/d) | (X 10%) | (U/mD | (U/ml) | (B-L) | (mg/dl) | (mg/dl)
GW Before 154 43 3.0 6 6 20 8.8 0.4
L1 GWt atter | 103 32 3.2
2 | kw Before 408 12.2 10.2 52 30 26 16.0 0.5
| After 263 1.7 20.0 13 13 30 24.0 0.7
IH Before 288 8.6 11 5 32 16.0 1.0
3 STl After 362 10.6 8 4 36 13.0 0.3
4| sa Before 366 9.0 14.4 9 0 36 11.0 0.5
] After 298 1.2 21.2 6 1 26 12.0 0.6
TK Before 442 13.0 15.3 60 55 51 15.0 1.0
5 | After 450 13.0 45.0 33 62 99 11.0 0.8
Before 85 56 109 12.0 0.5
6 | M.T. After
7 HS Before 470 15.9 15.6 47 5§ 31 15.2 0.9
- After 411 135 375 27 36 50 219 0.7
Before 235 7.1 16.9 27.0 1.3
8 | H.U After
9| Tt Before 362 11.5
U] After 326 114 22.6 8 4 34 18.0 0.8
10 IK Before 427 135 34.0 19 6 38 17.0 1.1
| After 441 13.8 38.9 7 6 33 11.0 1.0
ul Tk Before 414 11.5 18.5 16 9 51 32.0 0.9
| After 404 11.2 23.9 44 17 37 15.0 0.6
12 | ss Before 274 9.9 15.5 6 0 20 22.0 1.9
- After 296 10.4 344 6 3 77 19.0 1.6
13| FK Before 356 10.0 45.5 6 1 51 17.0 0.5
| After 329 9.3 29.9 6 3 47 7.0 0.2
Before 343 9.3
W1 20| Atter | 291 79 | 9.1 12 4 26 20 | 02
15 SI Before 260 1.7 16.6 4 2 44 13.0 0.3
o After 218 6.7 18.6 7 3 41 14.0 0.7
16 | sy Before 319 10.0 7 1 44 10.0 0.8
| After 327 9.9 348 6 1 37 9.0 0.7
17| zu Before 334 9.9 39.1 10 5 26 17.0 0.5
| After 328 9.7 34.8 11 6 25 15.0 04
18 | TK Before 371 11.1 184 121 167 257 19.0 1.1
] After 353 10.6 16.4 11 11 69 0.9
19 | NT Before 314 9.1 30.8 139 148 751 13.0 0.4
U] After 340 9.1 32 19 193 17.0 0.4
Table 4 Clinical effect
Excellent Good Fair Poor
Septicemia 1 4
Respiratory tract infections 1 2 3
Urinary tract infections 1 4 1
Biliarv tract infections 2
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IMig. 2 Case 5. T. K. 53y. male, Sepsise Liver abscess
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Fig. 3 Liver scanning (Case 5, T. K.)
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M), EF 8 (Fhize), &M 11 (Fh0, ER 13 (R des sp. BERE N T3, Aflic 6059-S 1 H 1g%
BYSE) © 4 FITHB. fEF 6 IMNERETEEE 1 B 2 @HEL s, 6059-S BBkEOmEEH 5.5¢
KUBY Y FIC X3 RBBREITIE > TORFICREL /dl, TAF Ly 2.0g/dl Lo BREOEBHHRE
7-EWBHT, HMgkd Sid y-Streptococcus & Bacteroi- 6 BEICHEEL: FiThs, HBREDRAPLLT
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Streptococcus, Bacteroides sp.. Peptococcus I E N,
WREMIC ST H » 1oo P 8 SINEET REM
ERIcREL A% T 6059-S 1 @ 1¢g 1 A 2 AT
Lot 7 BEICEEE, SUBMOMBIENIRGE T Entero-
bacter, P. maltophilia, S. faecalis H3¥E I Nl

fefl 11 13, Wb S Klebsiella & Serratia %tk
H U7 CEZ Wi RIS L 1 - i T 2 b5, 6059-S
#5hics e b a e VBBOERERLADOT 4 H
MRS, EHENELAAITHY, EM 13 O
BRERAEORARIE S. faecalis T, 6059-S 1 [l
05g1 B 2 @ 7 BRI HS5T IR MHEL
> 105 /ml @ S. faecalis HEAEL 7D THEIE L1zo

BHERBICONT : EH 4 RISHREmY v=FEK
REFREITTABRSRO Tl FOXMEICRIEL 12 Kleb-
siella & B. fragilis ORIME CHRABEMNIRATS
izo BFI54 4 4 B 5 BOMPSERT LEEOME%E
R, 4 B 6 AhD 6059-S 1@ 1g 1 A 3 @D AN
- e bR EE S, 4 A 8 BOMBEEE R T Klebsiella
BM%&LS, B. fragilis 2 BEL T, 4 B 10
HIC 18- Th 40°C I B3 2 RME S8 AMmERE 13
4,600, jTEeEk 0, Coomss’ HIEREX (+) DT,
drug fever dERL Clb@tdut LI AED
IR, Do mpsEEidretETd b, 6059-S 2Rk
ERRESTH -2 drug fever B LT i
ESNBMTH B0 ER 10 ZHWOIHTRBICABL
FRRT 6059-S1 B 2¢g B 15 HEICABICESE
DI, AmER% 12,200, FEER 10% T, FEHHIE

3 BRIREREEL B MBREGES & IFRRINS
REZDBHELEFELUIBITH 3.

R 11 IRIPIOTRIC bR IR TRENIRE
bk E, BOMICAETELE S C EMERTIMKICK
IERBRBBEZOTTHBITH B, 6059-S #R5HHE 3
RElO0Fmtove vz, 4.5 DEREERELT
Wi 3 pkicwml, BRNELLT 2 b
By VL 28.2 BHEERICEEL T, BEbHIC
Vitamin K 10 mg %#A¥8EL7-5B A0 0oy
VSRR 13.7 BicEg LM s Mk Lo 7o, 6059-S
# Vitamin K RZ2 B L1 EEZ 5N3HITH 5,
17 iHRBBRYUEIC 6059-S 0.5g 1 B 2 @S
s mED FRsb 0, KRS TEBIC BBEEAF)
T, 6059-S thit#RIH 72 FHIAMEL 7o APICIE
C. difficile DBRFIZFTIT > THOIE,

FUBRERECHERLE, EH 7, 69 FEF,
THF0 53 10 A 12 RE#mEE, ARRELZBCULA
Bt 13 Aiz CT =%+ Y CHERMMEBULIA, €
OBEER K% T enhancement 25775 » Tl 2, 14
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A2 55, 18 HIigE BN, QEYBEE & bic 6059
S1@2gl B 2 BOMNAITE-70 CONEK
WOBMSB(LEATINE, T7bs BUN & Cr ©
EMEHBE 10 A 16 A 15.2 mg/dl, 0.9 mg/dl
LEMICEATH > DDt 21 Aicid 111 mg/dl, 3.3mg
/dl & BUN, Cr & dickfU7z, %2 T 6059-S 1 [
0.5¢g1 B 2 [H AMICHELBRERTLUILET S,
25 Ricit 50.1 mg/dl, 1.2 mg/dl, 11 )] 1 RiTi
21.9 mg/dl, 0.7 mg/dl & FEFICHIL 2. ARDOWE
e 2 B FIE 6059-S & CT =%+ YD
BEFIOZSHMEZ Shohs, BWRETLIICS, 6059
-S1 A8 1g28AL THBREDRE LY Eh 1L
&, CT =%+ VIROBEAMREIC X2 BREORED
AoNBTENSY, KD BHIER 3 6059-S Ik
BLDIRMERICEEEDEET T,

% S

6059-S IFXME DAL 5" B. fragilis %281
BRI bIE HBA%RET 544 AED B. fragilis
group D MIC HETH, 1 BERWTI~T 6.3
wug/ml HENLUT T REMIEZLHBLIe ULHAL C
difficile i3t L Tid 100 pg/ml Btk MIC THY,
6059-S i AKED AN Z D SFREIC DOV TR RER
TOINEBDHD e TR, EF 17 THRELH S ML
HBROREISBDSLNTN S,

ASEKID MrhBies BEE L HEHT TS L,
peak HIFEEZTEEBEIOH 0% &L, T TR
2 2.6 BICEEL, #Ek0€7 oz ¥ REHT
TS - oY ST 2 LREICERSNERIRR—
TH-7

EEERBIRS TR X 3 D 6059-S 1T X - THIEH:
FFISE M RHICIRIBL 722 L TH B CEERI 5)o FFIB
BARHIRETIRIEL oS bleETRIVMY, £
i PTC »hBE| &AL T b, KEIIFFIRED
ARV VYFI 6L CT R&F+ v NEHTHR
L, MEEETIISHZBEAEEREEL TEO2MBRK
ICREN D 2 ERFEZ SNV RPID MHh 558 L
- Klebsiella ic344 2 6059-S @ MIC iZ 0.2 pg/ml
ThHh, COBREOBRSFURE OITITFIRE T bR
OHTHRETITEEEZRUILLEEZL S 0%
S TRIMEAFIBEIL EOBRBERL Tl

A EOEDFIE ST 5 L EHORERE L TEERMD
ERCBBRERPMELEBSF O N D, ER 6 Ol
IREMERE &R ORARYPI T 6059-S ohiEs
POBNITETEEHITH -1t BEDFEHOH-
THERMICEDTH D, HAENCOE/HTH -1
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TR T L =4t 2 4, WIRbEiB%e 1 #1, 7o
Faveviyiowle 1 gehsh, codh/Sarn
VU VIO GElett Cefmetazole Té o 10T
29, zoTi#icEL e &2 6059-S & Cefinclazole
LIHB MM L &, D B fragilis 24D TEVI
NERURNUN = A0 ISl ANy 2 22 A
L#z ohBC &, ¥7: Cefmetazole DH|T & 6059-S
DOPIT b RFRIINICANARINT X 3, MPDHT
FRIA AT TOHRATHH B, COLIBEZ
3 VD BERZIRED HRDHH & A7, Cefmeta-
zole %> 6059-S @ & 5 LR LU T L G B R
s S AT IRt S i, PRI O BETL & 40
ISR, S Vitamin K @ yt#dhsieze LT Vitamin
K ®ZAxHcl, 70 tovKiIoEEs kUi &
HEx N, CORIEMGRELERZK SILERA 7 + 7
LHEMB ORI INMICHIE T 2RBIR E b Sk
Do

B T O BIEREIKAE DT T~ e & 5 iT 6059-
SICE2ETARIMIEIZ L. L AFREDE(LL
TWBFAIC 6059-S ZEM L, FHRMED MILZ L

NOV. 1989

181t 5, 6059-S OWHMEIL WA TON(, §
LRI WMTED T &% TRUI DL 85

Do

X L4
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EVALUATION ON 6059-S, ITS ANTIMICROBIAL ACTIVITY,
PHARMACOKINETIC AND CLINICAL RESPONSE

KAorRu SHIMADA, TAKASHI INAMATSU, KYoko UrRaYAMA and KEIKO ADACHI
Department of Internal Medicine, Tokyo Metropolitan Geriatric Hospital

Antimicrobial activity of 6059-S was determined on 43 strains of B. fragilis group and 6 strains of C.
difficile. It was found that 6.3 ug/ml of the drug inhibited all but one strain of B. fragilis group. MICs

of C. difficile strains were =50 ug/ml.

Serum concentration of 6059-S was determined in two younger volunteers and in four aged patients by
intravenous constant drip infusion of 1 g of 6059~S over 2-hour period. The mean peak concentration Was
48.5 pg/ml in younger volunteers and 71.9 ug/ml in aged patients. Serum half life was 70.9 min. in younger

volunteers and 186 min. in aged patients.

6059-S was given in 19 patients (5 with septicemia, 6 with respiratory infections, 6 with urinary tract
infections, 2 with biliary tract infections). Satisfactory response was obtained in 15 patients. One patient
with pyogenic liver abscess was treated successfully by 6059-S, 3 g a day, for thirteen days.

Two patients showed allergic reaction and one patient showed pseudomembranous colitis, which were at-
tributable to 6059-S. Hemoptysis with prolonged prothrombin time was observed in a patient, after 3 days
administration of 6059-S, which was treated successfully with vitamin K.



