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& Cefazolin (CEZ) »[@UH#BARL <o
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+20.1 pg/ml THY, CEZ » 9.9+2.0 pg/ml (CHEHEL THED TBHAHBITNRIFTH S C &08
AL 72,

4) 1g #%7E 6 BRi% 3 CoORBHhENREIZ 6059-S Tit 0.24~1.58% &, Biomic CEZ o
0.0~0.24% ich#t L Tig <, mHl & SIRHBEM D KT RIFSAERI TH 6 5D EMNH - 120

5) 6059-S 1 g #ik 2 BERAL DML IREEIL, 16.9+5.9 ug/g ThHo70

6) 1 0 1~4 g FRAL-IBEBRYSEICE T DHERRELIT, 33 firhEsh 4 §l, B%) 25 fl, ©®
B 2 6, %) 2 B (AYE 87.9%) Tho7o £0H BN 11 FITIZ 100%, BEX 18 §
Th 83.3% L@HTAVEBRMNEG SN,

7) E. coli, Klebsiella, Bacteroides 13 & Bk 15 HITiZ 86.7% ICHETH - 7%, BOKEY:
10 9 Tid 80.0% IC& & 126 LirL, B. fragilis 4 BihsilkL7-C & RBEDT REBETH 50
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BEBREDL R LT3, TS SEOR% D ORI ENAEMIZ, BEALNS T ARERETHY,



eés2 CHEMOTHERAPY

DN HANERRA O WIAERUICE (k> TW D BABENT EH D,
T HEHOEOARR=Y Y vHPL7 70 2R Y vHMBIT
haz e, Thil, INNERRIEORBICENTLY, £
DI BRABROBRRICE VT LY, EHIMIC €7 7024 ¥
TP At first choice & LTHINEIN TV ABRTH 2,
Lictt->T, BENRENTVE €7 70 2R Y YREAHK
XD, XSICREMHH, B-lactamase LEMMHML, KD
LI <2 b T B EE BINIC, LW PG b
WA LBBftEh, T MKMRMGTEShTALN, VWEN
Hic B LI- bR M BILTH RN . ki, THLIC
methoxy A HT 217 74 ¥ /FOMBLL, B-lactam-
ase IC W HREMOEFEEHN S, IHBIIICEOTOHL
WRBGHRDHEEE 7125 Lo

50, 74Lic methoxy KizbbAA, EKDELT roxH
) vBROTHED S 2 0 icBEhi, Oxacephem Fibid:#
B[ 6059-S'® (Fig. 1) s Tp WAL IC TR E S tce T

Fig.l1 Chemical structure of 6059-S
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i3, B-lactamase ILFNREMEHT L LIZbBAA, ¥
ROt7 7o 2RY YREAMCHBELT, ThOKBRERDS
AHATIE XDROREAE RTORLBAA, Thd XA
TRTIREHE RETEIL b7z 41 v ¥ —EB¥: Proteus,
Enterobacter % Serratia, % 5iC, RBRP IR L
THRONENEF T2 L0DNY, B, £h5 Serratia,
Citrobacter % Acinetobacter 13 ¥ DN HWIMDKEMIcH 3
REERRGE 2101 539 B{LERMEFE LT, AWV Sh
38DTH B, MAT, 6059-S |35 RIPIC tetrazolyl thiome-
thyl X1 $ 37:%, F{lo Cefamandole” © Cefotiam® &
Rkic, £ MEHDBTHRIFTH 3 MELELH 3,

4, bhbhid, T06059-S % 8E MBI DILPERER &
LT, Z0EHHBTLEEMAMABTI S EBHR2mi
BLEbic, BHBLEORMICHEKIER LT, €OMENL
REBRFLIDT, CTicHiET 2,

& EHFE

WEf1 54 4£ 4 ADS 8 AETO 5 #ARICEEK
24 2 AR B LU EOBEBRICENT, ARNEE
Z e IBRES X CRRERGE % S JEEE S 65 fl%
WMRELIe B 25 5l, LAOBITHD, E4H1E 29~
79 F (¥ 57 o), 4 17~76 ¥ (¥ 54 F) Th
720 T FEERIC 6059-S & Cefazolin (CEZ) mf
ANRIGRBRETEY, 2Flchs 2 it Wy 27T
LV —DIRNT EARER L,

LY ERMRETE BERR 27 flic BT EHL
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oo Tl 6059-S £#E L7: 6 TR, BHBip
NN DB T HEEL, SR 2L HD T 7,
— ZIAMIEYI TIt 6059-S DI EEOA%E 3 M, g
il & BHhBITE DK% 6 flic, DT, CRZ
L@ cross over LWBHIARE LT 12 flickivg, )
HIEHA~OBTE, MEBE, RPREELEbIC, HE
Uto %70, MBUBYIEICK T 5 6059-S DmEmkH#E
IZOWVTI, 38 PExRE L TREL 12,

HH 3 RITTFAGS 6 HITIZ2H 6059-S1g &
U, LRI 20 ml i 7wk, 5 ARicTRELL,
Mz E5#&T 5 rdkic KBk bEmL, ¢
NEREMDBE S Uro BAM S 125ICBRE 20K
wWTHENL, TOBEABHES > THEEBHHENS
EAEREL, BERCHhBEERICBL TEEF -7
MR RIC 3L 72 BRICIZ RIBEIBHE & SIREL
120 DWT, MATHICIEE R L D HMEL, ERBRK
IZAOZEE VINTIC & B BRI EATICIZI U TREL, £
OF% b > TIERALBAREEZREL 1o YIKRLIHE
i3, TOBUCHIEL HEHP ML BEEKICT
BHELTHREL, BBV —FICTKIEREARD,
BETIAF v 7 Ry VIEBL I, RRLm¥kiim
BEAMERESIC, TBH S XUBEAR S RIEKI
HEL, RIEBEhE T —20°C 2EHEELD. T F
2—7&HE 21 FliconTIt, #k 15~21 ALILERSE
L, DOFNOKECTMERSE, B - HhFHc
HEE ik, 6059-S 1g % one shot HAEL, 20
EkE DERMIC 6 BRIZ T, REH, M, RERR
U, MBH-BENHE S mrhREF, Repdkite oEBERICOV
THRHL %1, ChOEFADI B, 12 flic 0T
FBDHHET, CEZ 1 g %W T cross over iR
%11 > T D cross over K2R TIE, 1 BHRE
TROER DG s hi-ds, 6059-Siz 12 fith 4 AT
5 Ehik.

FEFUAIGPA BEEI2, 6059-S Tt E. coli T437 %,
CEZ i3 B. subtilis ATCC 6633 #iBRE@EELT,
FY Y4 BRES (S, pH 7.3) % AVT,
agar well ¥:TRIEL 720

mEREEONEE= b o - LICTHRL, B &
ORBITT~T 0.05 M #EE&E (pH 7.0) TS
1o IEEEMMRIIFROL, 4 {580 0.05 M #R%
WHEMZ I BIN L T8 5 v 2 2, ROLEY
5, FEYx— L, 5 HFEHLL 20 EEERENE
[1a:: 0% A

TOXSNEBIKRITLE L b, 6059-S ZFEAIEL
TO05g gz lg 244, EMick-Tik 1 B
2g %1 B 1~2 Bz hZh iR i3 30 ~902
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DABMEICL DEEL, TOBKNHRERL 1,
0K, MR8 v FIck D BAIHHRIK, &3
iz PTC itk b8 fBH, FRAICIBREE /i3 ARE
ghlick VBT ARIRTF 2 — 7 L BRI
PORESNABOD B, KBBOBERE 32X S
VHOREABE Ule &IC, MAMRMOBRMRE
Fagnd, RERY vEE-2— (2) =A%
754, T—#4) ic, RRUAEH 2 ml a8
CERICAR, 1 ATRHCEDT, MAERERTT 2
rebic, D SRS N MEICoNT, —T
SEBETIE 6059-S & CEZ %, JREM:BICOVTI,
§059-S & CEZ XU CLDM %, £h&hico\T
AA(CPROEPAEMEIC L b, (P Ti2 heart
infusion agar (HIA 3§P) % ML, WM& @Ti
anaerobic chamber (N,: 80%, H,: 10%, CO,: 10%,
31°C 22~23 BSRIEER) T, RREEF/FREEAL
10° & 10° cells/ml CToOB/NREILME (MIC) %
BiEL, HBHREL R,

e, mESXCRPICET S 6059-S O EEHICD
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6683

NWTRBNEITOEY, £DEHhTOREM:ICD
To, BEHhMBENIED 723 DR HRIRIE AN THE 9
ZLENH D, £OMRMMNATIZ, 6059-S 2, Table1
o&ic, 0.1 M BEEWHhTi2, pH 8.0 T 5 I
Mikic 828 LXRRWOT 2 EMMW LI UL,
BEHhod> pH 8.0 Pllicii>Td, MRML7: 8 HikiC
W4 2MD, REHhERRE, BRRIRKEED ST,
o+ 7 r o 2B VAR BOTHRES Nz & S LIEH
h T ORI REIET RS SN A2 FIIRL
o

R DR

A, 1OEiNHRICE(TD 6059-S DEANSITE (Table
2)

1) [EEEHMMET 6 flickHT FMiMAa, BRHZE
WiEsC B % 6059-S 1 g #iE 5 NEombBEI R
& 153 pg/ml, 15 118.0+12.2 ug/ml (Mean+S. E.)
THo1

2) 6059-S 1 g ¥ 6 MICORBIIBHDREEIL, #

Table 1 Stability of 6059-S in human bile at 37°C

- ] Remaining activity (%)
P 0 0.5 1 2 3 5 hrs
0.1 M Phosphate 7.0 100 ND 104 104 94 105
buffer 8.0 100 ND 95 94 94 82
8.0~8.2 100 96 93 90 90 85
Bile (n=8) 8.4 100 98 95 93 90 84.5
8.6~8.7 100 90 96 90 86 83
Initial concentration = 100 ug/ml ND : Not done

Table 2 Tissue concentration of 6059-S in the human gallbladder (1 g, IV, n=6)

Ca - Serum (§ min.) Gallbladder Common bile duct
se No. Age, Sex " T -
(ug/ml) Tissue (ug/g) Bile (ug/ml) Bile (ug/ml)

1) Y.Y. 46 M 91.6 43.6 474 165
2) FM. 48 F 123 13.0 19.8 17.6
3) NF. 32 F 82.5 17.5 16.9
4) S.Y. 65 M 153 124 0.33*
5) HT. 49 F 106.1 5.6 0.32*
6) KX. 34 M 152 9.1 0.0*

Mean + S.E. 118+ 12.2 169+5.6

+ : Obstruction of the cystic duct
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5 DIC ke TEEMERE S h, REEOBENVS IS

3 piTit 1~2 SRR T, 16.9~474 ug/ml & WHEER -

Lie UL, BEBEHESIO 3 HTi2 0.33 ug/ml LI
FTThoto

3) 2 flic B33 35 KR B onr 4IE EHG
6059-S BpEi, 2 FERARIRT 17.6~165 ug/ml i
U7

4) 6 flo 6059-S 1 g one shot M5 1 KM
10 5~3 BRI TIRIRL 72 REZEARRAPYIMBE 12, 5.6~43.6
uefg (45 16.9£5.6 ug/g) &, BREALED 77 4R
#EEio MIC 282 2BV IBENBONS C ENWE
Shice

B. 6059-S @ MRRAEE & B8;+rRIMEED Lk (Table

3)

) TF2—-7@AIPDSL, ijlgisb‘% 6059-
S1g one shot #ERFD MBS ITAME 5 5>k 122.2+
18.2 pg/ml, 1 B§F8%% 31.7+2.7 ug/ml, 2 BG4 19.0
+1.4 pg/ml, 4 BsREIt% 8.9:+1.4 pg/ml, 6 FERSER
4.2 pg/ml THH 1,

2) o 9 FERICET 2 EHDBEET, BiGIER H
), 0~1 BsRITEH 40.2 pg/ml, 1~2 B5RC 100.7
wg/ml, 2~3 BSRIT 96.5 pg/ml, 3~4 BRAT 80.6 pg/
ml, 4~5 RSRIT 71.4 pg/ml, 5~6 BSRAT & 56.7 ug/
ml LD TEVEERL 720

3 REFCLOBMRREOY -2z, 1~3 8§

Fig. 2 Serum and bile levels of 6059-S in
patients with biliary tract infections
after lg intravenous bolus injection

Kg/ml
150
T Bile levels (n=9)
100
501
Serum levels (n=6)
0 1 1 1 1 1

b4 1 2 3 4 5 6 hrs

Micwboh, 20K~ 27 HMDOFIE 120.5+26.7 ug/
ml TH-7

C OIARAE & IR HH B O K IR % Fig. 2 1
Rt

C. 6059-S & CEZ &4 1 g M0 cross over
SRS (Table 4-1, 4-2)

D meimEDLE (Fig. 3)

9 Plickir 3 6059-S 1 g one shot Mo firh il
B2, 5 5 4 95.8~227 ug/ml (3£ 140.9+14.8
wg/mb), 1 Bk 36.9+£2.8 ug/ml, 2 BEMH 26.4+
2.4 pg/ml, 3 MMM 17.8 wg/ml, 4 BEA0E 12.5+1.5
wg/ml THotze Zhicxtl, CEZ 1 g one shot #
EREOMAME 2, %5 b 4TI 126.2+19.2 ug/
ml THoteht, 2ORBZNTHORITS 6059-S &
CEZLRizE AR LM MEARL 120

2) MBitREOLE: (Fig. 4)

6059-S 1 g one shot #¥ (12 #i) ic kv, X
B, 1~2 BBRITYEY 38.1 wg/ml A5RL, 2~3 8%
MR T¥H 62.7 vg/ml, 3~4 R5AITFY 65.8 ug/ml
ZRUTe BENPRED E— 2200013 24~242

© pg/ml (FHg 93.11£20.1ug/ml) THo7od8, ©—2 1K

DB ONFEMEHT 1 AIERNT 2~6 KL LABIR
D 9 FEFLDIZRPENTH, LAL,Fig. 4 Ok
I, WIFNORME TS 6059-S REFMICHRBE L
Alie chucEL, xtE®®D, CEZ 1 g one shot

Fig. 3 Serum levels of 6059-S and CEZ after
1g intravenous bolus injection

#g/ml
150
(n=9, cross over)

o———o0 6059-S

o———e CEZ

100

50
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WRERCIE, R 12 HX U 18 Tk, RBFRILRA Fig. 4 Biliary excretion of 6059-S and CEZ in

0.1 ug/ml RITFTH D, FEH 13 TRLKIRAIC X patients with biliary tract infections
MR TH - 1o CEZ OIHEREDE -2 MIZ, oot (e, IV
6059-S X D OLEC IHBEIL 1A, TOMBE 9.9£2.0 ’ (n=12, cross over)
pg/ml &, HBHTIE SR E B - foo 13, SEH 21 90}
13 FEESE D 7= DT A & & NEH-ch Bk E WD 78 - f2o
BEMC LI, £OIFHIEE < ICRRIEESMORET) 8o
CENHDEEL DN, COLIBCIE, HRMBO
SEXEOERTIREL, FEMACLITBT ML £, 70}
cross over BRI H B LIVA B, 6059-8 D / 6039-8
EHRERED € — 2 (A 1~2 BMIC 53 6D (EH) 6ol ]
10, 13, 16, 18, 19 @ 5 #) BIUVE— 7l 5~6
BRI E I MBI 7N 17 S ZiCa Snas, EDK” 50 - ]
BRI B 2 g, B 10, 15, 17 iIcB0TiT
W, Fig. 5 ELTHRLI WEFhb, TbLERA 40
HlhSEBIET 3 & S WERICEOTH, 6059-S 2L
R BEASE BB T L AMHIBIL 12 s}
D. Btk (0~6 FM) DK
6059-S 1 g one shot MiE#d 15 Flic BTN 20k
BEL L LB HEEEREL 6 B To RN
ki3 Table 3, 4-1, 4-2 ICRT &SI, 0.24~ ok .
1.58% TH-to 2055, [@—Hlic CEZ 1 g one ' CEZ
shot HIEL7: 9 BlicBT Zhid 0.0~0.24% ic& 0 L L . .
EFoteo 1 2 3 4 5 6 hrs

zhihesgeito X0 (BE5Ro 0.4% U
B &, #2nlTobotThiTsE, Fig.6 D& FHhOBICHNTS 6059-S i3 CEZ 720 LEHT
i, 6059-S (12 #) TizfEHhHkHEIiz 0.9% TH AV
y, ThoEMIcET 5 CEZ oxhit 0.07% TH- E.RpHER (0~6 B5R0) Dbk
720 F1z, HEERRHITIT, 6059-S (3 f) 45 0.25% 6059-S 1 g one shot #iE 17 MTid, 6 BAETO
THoDIL LT, CEZ i3 0.03% itt&F o1 W Rehkinii3 54.7+4.6% THb, CEZ 1 g one shot

Fig. 5 Biliary excretion of 6059-S and CEZ in patients with
biliary tract infections

wg/m M-S 600 M 0.S. 51y.0. M 6lkg  T.S. 27y.0. F 53kg
100 |- L L
6059-S 6059-S
80 : - Fo
60 - - -
w0 L -
20+ L L
CEZ - CEZ
0 1

Aot 11 [ S S N
1 2 3 45 6 01 2 3 45 6 012 3 4 %5 6hrs
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Fig. 6 Biliary and urinary recoveries of 6059-S in human cases (0~6 hrs)

Biliary recovery

4
Good excretion group

% (n=12) (n=3)
2.0F 4+
0.3}
0.2+
0.1}

6059-S  CEZ 6059-S

MentS.E. 0913014 % 0.07:0.04 %

ik 9 Plickid 3 58.949.7% LHEL T, 13LAY
g2 tiin - 720

B FK ih M R

FMiE 112 PTC-D 17 L THHERBUC & » HEHE&
PELTEL- 60D, BIUBHKRRILRFHCLD
BRI 11§, MBEX 18 4, AR
B 14, BHEEES 2 4, EBHERE 1 6, 3t
33 4l (E# 1~33, Table 5) midd, HiElkh & 6059
-S EREhL,  dihEEFEIC L DS SR BH
OHIEFNIRED S HEAKENTE T, NLERYYEDS
FrARELIZBD SNTNTHIBRHREEZL SN
2 5 4l (JE#) 34~38, Table 6) %-pF¢, & 38 #iic
6059-S DEKBRA%T -0 12250, T OEKSHE
HRICIIEN 1~fEH 33 £ TD 33 EHICEOTHRE
U, BIFERNIC DO TIZAEN 38 #licks b TRETL 72,

D5 BREMISIEWF DN BEZMNT S,

D 181g®Ee (76

TR 1 i3 Bz, mEek, B, sesh S BRIAY7TH
BRI £T, 6059-S 0.5 g 1 H 2 @EHEIcky GOT
181-72 (U), GPT 15697 (U), Al-Pase 48—26 (KA
U doickae ) ve v g 18.9-3.0 (mg/dD) &L <
FFRRERYEL 72, #0M, BN, W+ LU BLuMBERrG
BEDOWL, AmBRLS 12,300 H 5 8,700 &75-7:
BTH B,

&R 212 5 HARICIUEEREIMITE T F2—7HA
WERT, ToOMkdE &L &5, KEL XL
thoREMER S TRRL T, 2 BRETL VBUE

Poor excretion group

0.252:0.006 % 0.03:£0.009 %

Urinary recovery

%
100

80

0}

20

CLEZ 6059-5  CEZ

ATHLE % 58.919.7 %
(n—=17) (n=9)

o, SAAME L 2 X CTH S, 6059-S 0.5g1 H
2@, 5 AEkS LA, 3 BHICH#HL, CRP
+11—+ 2, mztd 94—45 (mm/hr), B e) v /{E
 7.6-3.1-1.9 (mg/dl) L¥#T % &EE biC, JEWH,
B, EMOMHEL BT TH 2,0

fEG) 3 bificKNIE D 3 em LR T 7o/
HTF - THRPMBHBEIN TN LTS, itk 43
A Bic P. mirabilis, E. coli, Klebsiella %% L 1D T,
6059-S 0.5g 1 A 2 [E5 L&A, E. coli, Kleb-
stella 1371H% U tzbs, P. mivabilis (2 MIC %35 0.2 ug/
ml (LLTFHEEL TS E X3 108 cells/ml) TdH -7
IZbiphboTHEL, &5IC MIC A5 12.5 ug/ml
Citrobacter HSHBIL, WHHBEDS Fifel /e TR E
HEL 720

fER 5 (IR EANT ZIHMAT, AN,
38.5°C o rgabicxt L, 6059-S 0.5¢g 1 7 2 [OB5T
B oo a4 i#y, Ak 12,000 — 9,300,
CRP+6—+1 &73h, BWRERIIFIEL 720

fEB] 7 IFAMAEDD, BEFNLV—-vho #A
TERFANC X B UE P BRI L 2 WAMEBI TR TH %,
6059-S 0.5¢g 1 A 2 [@% 21 @[S L, GOT 33—
18 (U), GPT 43—24 (U), Al-Pase 39.8—-10.3
(KAU) , LAP 385-265 (U), vGTP 248-120 *
ETFARL, #EFICEAHhD SR Ih T Kleb-
siella, Citrobacter, B. fragilis |3 3Tk L 1223,
6059-S @ MIC #3 100 ug/ml LI ETH % P. aeruginosa
& S. faecalis BERRBERE L THELL, BEL S

2) 1 8 2g #EsE (20 §)
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Table 5 Clinical effects of 6059-S on biliary tract infections.
No. Name Agccas;ex B.W.(kg) Diagnosis uﬁ:::;‘:::‘:::l Pretreatment
1| FS.» 67 M 55 Cholangitis CBD-stone -
2| NK*| 63 M 45 Cholangitis -
3| SK S1 F 54 Cholangitis CBD-stone ABPC
4| KT 47 F 57 Cholecystitis GB-stone -
5| ML 64 M 61 Cholecystitis D.M. -
6| NJ. | s1 M | 61 Cholangitis OB, CBD-stons -
71 N.T. 37 M 62 ‘Cholangitln IH-stone / -
8| SK. 38 M 61 Cholecystitis GB-stone -
J.N. 50 M 63 Cholecystitis GB, CBD-stone -
10 K.N. 15 F 37 Cholangitis CBD-stone -
11 M.L 63 F 41 Cholangitis CBD-stone CET
12 N.N. 29 M 43 Cholangitis IH-stone -
13 K.K. 66 F 41 Cholecystitis GB-stone CEZ
1“| oy |17 F 46 Bile peritonitis Tstome @ ois -
15 M.M. 63 F 45 Cholangitis GB, CBD-stone -
16 | O.T. 76 F 60 Cholangitis GB, CBD-stone -
17 | Y.H. 75 M 53 Cholangitis Panc. ca. -
18 | TK. 35 F 43 Cholecystitis GB, CBD-stone -
19 | MM. 62 F 73 Cholangitis CBD-stone, D.M. CEZ
20 1K. 56 M 65 Pericholecystitis GB-stone CET, ABPC
21 | FT. 54 F 60 Cholangitis CBD-stone AMPC
2| UK | 12 M 42 Cholangitis gfggg:; CEZ, AMK
23| OK. | 38 F 45 Cholecystitis GBstone, ABPC
24| UM. | 61 F 58 Cholecystitis GBastone, -
25 O.M. 64 M 47 Cholecystitis -
26 | MsS. 57 F 51 Cholangitis CBD-stone -
27 S.Y. 39 F 49 Bile peritonitis CBD-stone CET, RTC
28 | K.T. 60 M 50 Liver abscess Gastric ca. CBPC
29 | T.T. 43 M 417 Cholangitis IH-stone -
30 | D.T. 33 F 63 Cholangitis GB, CBD-stone DKB
31 K.T.* 61 F 47 Cholecystitis -
32 | NJ* 79 M 48 Cholangitis CBD-stone CET, TOB
33 | YM. 75 F 39 Cholecystitis CBD-stone -

* : Non-operative case

D.M.: Diabetes Mellitus,

GB: Gallbladder,

CBD: Common bile duct,
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60595 Clinical Adverse
i Duration Total Organisms
Route .| Dose () (days) dos'e ® effect effect
DI 05x2 S 5 Unknown Good -
DI | 05X 2 5 5 Unknown Good . -
DI | 05x2 5 iE . Poor -
DI 05X 2 5 5 Bacteroides G;O‘id -
DI 05X 2 6 6 Unknown Good -
IV | 05x2~3 8 11 Slenobacserium, Fair -
DI | 05x2 21 21 Cltrobacter, Klebsiella, T Good -
DI 1x2 2 4 GNB Good -
DI 1x2 3 6 E. coli Excellent : -
DI 1x2 ) 10 Klebsiella Good -
DI | 1x2 5 9 5. coli, 8, faccalis Good -
DI 1Xx2 5 11 S. faecalis Good -
v 1X1~2 6 10 Klebsiella Good -
DI 1x2 6 11 P. aeruginosa Poor -
DI 1x2 7 13 E. coli, Klebsiella Good BUN t#**
DI | 1x2 8 16 E. coli, Klebsielld Good -
DI 1x2 8 16 Klebsiella Good -
DI 1x2 9 18 GNB Good -
DI | 1x2 9 18 & coll, Flehsicll, Good -
DI 1X1~2 9 14 — Negative Good -
DI 1x2 9 18 E. coli Good -
DI 1xX2 9 19 E. coli Good -
DI 1X2 10 20 — Negative Good -
DI |1x2 11 21 Klebsiella, [ Good -
L DI 1X2 11 22 E. coli Good -
DI 1xX2 12 23 E. coli, Klebsiella Good -
DI 1x2 15 30 E. coli, Enterobacter Good -
IV 1X3 16 45 E. coli Excellent -
DI 1x3 6 18 S. faecalis Fair -
DI | 1~2x2 10 31 Klebsiella Good —
DI 2x2 5 20 Unknown Excellent -
DI 2X2 5 20 Unknown Excellent -
DI 2X2 7 28 Unknown Good -

IH: Intrahepatic **: CCr = 20 ml/min.
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Table 6 Prophylactic effect of 6059-S on biliary tract surgery

Case
No. Diagnosis Operation
Name Age Sex | B.W.(kg)
34| Y.H. 44 F 59 Cholelithiasis Cholecystectomy
35| N.T. 48 F 43 Cholelithiasis Cholecystectomy
36| K.Y. 41 M 58 Cholelithiasis Cholecystectomy
37 N.T. 50 F 5S Cholelithiasis Cholecystectomy
38 | HK. 62 F 52 Cholelithiasis Cholecystectomy

Fig. 7 Case 22 U. K. 72 y. o,, Male, 42 kg,
Choledochal cyst ¢ stone

EZ 2~5 g/day, 22 day

[AMK] 6059-S 1 gX2,9 days

39

”M/\ Ao /\A
N NSV

E. coil
WBC 17,800 15,000 13,600 44,910 8, 300
GOTI(U) 84 54
GPT) 51 36
Al-Pase (K. A.) 87 80

fEf) 8 13 ERC TelUERAAHEE SN, 6059-S 1
gl B2 [Oig5icky, 2 BBRICIIEEEM, [EW,
R4, BLuMBERG HRIZIHLLIcDH, FhiEMElT
L1zo 2D, GOT 146—120 (U), GPT 570—341 (U),
Al-Pase 26.5—-22.2 (KAU) L&#ELIZU, ki
iTehen 26, 52, 9.5 L1 AL IEHILL 12,

FEF 9 (AT, AR, HECxL, 6059
-S1lgl Q2 EANnEcTiRELrEch, BEE
WiTZodcRtk L, Askb LB, WlcBmIc & EwW
PAEBMAERIIASTHA L 2= FEBPITH 5,

FER 15 (2NHFE - MMMERLIC K 2 ME 4T, B -
mMgutid 6059-S 1 g 2 [@], 3 HIMEKETHAL K. E
coli & Klebsiella 12 6059-S o MIC pszh&h 0.2,
0.78 ug/ml ThH Y ABICHLLID, 6 BRI S
Jaecalis HINBLIL I, 7 BT 6059-S 5.2 hyl L/
LA, #0% 1 ML THY E. coli, Enterobacter,
P. morganit M I s L5 -7

FEBI 16 (24 BN, W, SeHh, FIHLRL
*be, Wi ORHIL 72 E. coli & Klebsiella icsi
33 6059-S 2z h€t 0.05, 0,01 wg/ml THb, #
kbt b BIFTH - 720

fEH| 18 2 6059-S HrHSFHH S MBL Y, GOT,
GPT d%#EL, 1 B 2 g 9 ARERICKDEEEL
RiAR AT MO R L LLICETTE L,

EH 19 2OBEW THEL, ERC TRHEERLIE
W, ST AEREO IV Fo—vhic#,
FmEERESRI L, 6059-S 1 A 2 g THRS5HEE
L, 2 akicizmesh, BSBERNELL 1 HR%RORK
FLERALEBRIFTH 10

fiEfd 20 (3 CET 2g. 3 AMXU ABPClg 2 H
S5 %213 1o g, 6059-S 1 g 2 ARIkST
pRan Lz, BHEHSEALL, AU RBEURL TOL
s, ZOHEBHIZIZSBZLEIRILIN D10

EH 22 3XELHATARRER G, BX 28,
¥iH, ARRER FWEEE2-L, ERC THARZ
APEL RIS BT KWL 7 (Fig. 7). CEZ 2~5 ¢,
22 A (AMK 4 Aigem) ERshrehs, By
1275 % 44,900 TH 70 ARHERIBL B Mi%IZERE
F, K, TREREEEW, 6059-S 2 g 9 AR
Bick b, W, AMBROETAESN, Z0kbE
His e, BAERL, WREEE SURBEEC
TRAGREOBEERDL 46 BHIC KD D FHbsHT
ENtzo AIEHIIFLDOKRBES 6059-S HEREN,
% 10 ARIOTHiKERE A, 55 AMIC 92 ghsBts
Xhiohs, MERGES LTI oo 9 BETHRE
HEL 1o

fEG) 23 (2aMBERA A B kT, ABPC 28
4 BRIER ST bR <, 6059-S 2 g Ak
FICT, 2 BRicHML, 5 B BICHTL-FRicEL
ThRonfBHRERERES > T L
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059-S
Li Clinical Adverse
Route | Dose () Duration Total Organism effoct effoct
o . (days) dose (g)
DI 1X2 5 10 Negative Good -
DI 1xX2 6 12 Negative Good -
DI 1X2 6 12 Unknown Good -
DI 1X1~2 7 12 Negative Good -
DI 1x 1~2 8 12 Negative Good -
Fig. 8 Case 27 S. Y. 39 y. o.,, Female, 49 kg,
Bile peritonitis after choleclocholithotomy
CET,RTC
6059-S 1 gX2, 15 days ]
T
mys
3}
Body
temperature
38
37
36}
E. coli
Enterobacter
WBC 22,000 15, 900 8, 000
CRP +4 +4 +1
BUN(mg/dl) |81 3l 6.6
10 1‘5 2‘0 2‘5 Postop. day
Fig. 9 Case 28 K. T. 60 y. o., Male 50 kg,
Liver abscess due to gastric cancer
CBPC
6059-S 1 gX3,8 days ﬁluxz-ﬂ days
C| o
P
£
39 el e ;
Body 381 A ’
temperature
i UV%ﬂAfv~\/fv»/\A/v”\A/
361

E. coli ()
Liver abscess | Multiple
CRP +6

ER 24 12 LEME), LIEAZ A0FT 5 BAMMEL
T, ABrLEKrc 6059-S1g, 1 B 2 [EA#HELA
Leh, ABBICIE, ARAR, ALBICER, ER
Vb DY, B5 3 BB O, AKTE 4

(=)
No
+1.5

HEIZRIXTo HEERIBIELL:. BMmEK Y
19,300-12,700, CRP+6—+4 L3, 7 ABICHHE
FEHMEREITU 720 BB T H - 1o S EHIZ I
LT 3k, BELZ AL TOROTEURINDS



674 CHEMOTHERAPY

L e AR AN

FEB 25 43 2 WIS A W4 0iA, gk
B 3 N2t e g i b IRBERIGYED OV 1 INgE
KTHDo 6059-S 1g, 1 7 214! CrilrRe 14,800
-7,100 & b U, bl R57% MEEL 22 (7 TH

FED) 26 LN R 401 T 2o vy, PTC-D &5 L,
6059-S 1g. 1 11 2 [0, 12 NS L7 Wi o8
& nte E coli & Klebsiella o> MIC (3% h#40.39,
1.56 ug/ml THO, 5 FHk E. coli AL, L

» U, Klebsiella (MIC 0.39 ug/ml ICEDD) DIES

1213 8 AMARL 22, 9 N3 Pitzic S. faecalis &
Enterobacter (MIC 12.5 pg/ml) H4IBIL, 15 @B

TR RS2 DF R L 2o

rﬁu 27 IR A%, CET 4 g 6 1), RTC
500 mg, 5 ARG TS, ik 4 uEi:bu‘o
IOAHRENE % 2 4B FE L 72 (Fig. 8), #hitk 11 BAE »5
6059-S1 B 2 g izZlfk, 39.5°C OB, FHTiln
TIRBMRIMERL 9 BREICHEIRETS 720 HOMIE,
ABEBROMAS T ATHSh, AimER 22,000—

Fig. 10 Case 30 D. T. 33 y. o., Female, 63 kg,
Cholangitis ¢ bile duct stone

DKB[_]
lf;ys 2 gx2,10 days

Choledocho
lithotomy

Body 381
temperature

37

36

Klebsiclla( #)
WBC 10, 800 11, 800

B
-

Abdominal pain

Resistence

NOV. 1980
T ———

8,000, CRP+4-++1, BUN & 80.9-6.6 (mg/d]) &
Moteo oI E. coli & Enlerobacter T3 11
2 HmMeikml 2.

3) 1 83g LIEMWIR (6§

P 28 13 3 HARNCTIHD I VI YIRIE R i
BRI RIT T H » 7258, JEIEHUR 25 ks
DT o 1B S04 40°C DA% %711
tedmir L fe PTC ST Wbaisic & 2 g g -
M TEH 5 EAMIIL #2 (Fig. 9), A PTCD 2
HiifL 248, CBPC 10 g, 2 i3z H72 ¢, 6059-S
lg,1 g3, 8 EF-H&LHCJ:D 2 aEICEAES,

CRP46—+1 X120, [BH$D E. coli 12 9 BRKE

prtk& i v, 12 oBiIckEiTL 1 PTC-D Hhooia%s
TR MBI ME LT, 5, COERTHR
PTC-D 5 6059-S 0.5¢g % 10 B ZEALTH:
7, 6059-S iz &k 24k, Al-Pase LR, CRP
+6 Lo, REKRBOHEEICKSEEZ SNt
fEG) 30 (X EMIEH, WIEE, FETH%EL Tk
AhTH/ch, ERC TRIBERLD 2805 5hTFh
PG, R, LRSI L RaAKL 1 (Fig
10), 6059-S 2 g, 1 B 2 @#5IZT 2 ATHEAL,
MG, TENG, MtERAF%, BrOmserc BUB:IZTE%U1-EY

- BTH B,

fEGI 31 3AMOBEHIBELT, 5 AL SEEME
W, MER - ME, RMAEE Ui, 6059-S2g 18 2
EFIc XD, MBI 23,100-5,300, CRP+9-
+1 &30, 5 AREIEMICTHNTOBRERIIBEL
FEDTH %o

fEF| 32 (IEEHHTN, BE, /KRR #E IR
% T 1 RIRESRIMAE A O EMTH 5. CET 2 g,
TOB 60 mg ic Tk %559, 6059-S2¢g 18 2@EE
5iCT, 2 HREITHRKL, BMmEK 25,800-10,800,
GOT 25972 (U), GPT 24278 (U), &ty vty
i 4.2-0.7 (mg/dl) EFL {HEL

YED 33 fEFlics) 3 6059-S DEKIHELKE
ANCKRIES 2L, Table 7 Dk Hicisi 5, 1BEL 11 4

Table 7 Summary of clinical effects of 6059-S on biliary tract infections

Disease Clinical effects of 6059-S Effectiveness rate
Excellent Good Fair Poor (%)
Cholecystitis 2 9 0 0 11/11 (100)
Cholangitis 1 14 2 1 15/18 (83.3)
Other biliary infections 1 2 0 1 3/4 (75.0)
Total cases 4 25 2 2 29/33 (87.9)
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Table 8 MIC of 6059-S for isolated organisms at 10° cells per ml

| No, of

MIC (ug/ml)

Organism

strains | 0,05 | 0.1 | 0.2 ] 0.39] 0.78

1.56 | 3.13| 6.25| 12,5 | 25 | 50 | 100 | >100

S. faecalis g |t

E.coli 20 3 4 6 1

Kiebsiella

C;‘(rbbacrer

P. mirabilis

P. morganii

P. yulgaris

Enterobacter

P. ueruginosa

Flavobacterium
.GNB

—
L3
—
—
»H

B. fragilis
Bacteroides sp.

[t R TS I VORI S S I S )

" ‘Table 9 MIC of antibiotics for organisms isolated from bile

TR ] ‘ 6059-S CEZ CLDM
Caselo. | Organism 10° 10 10° 10 10° 10°
) E. coli 0.05 0.05 1.56 1.56
)} E. coli 0.1 0.05 3.13 1.56
7 E. coli 0.05 0.05 1.56 1.56
9) E. coli 0.2 0.1 1.56 1.56
9) E. coli 0.78 0.2 6.25 1.56
17) Klebsiella 0.1 0.05 1.56 1.56
2) | Kliebsiella 0.39 0.1 6.25 6.25
4 B. fragilis 125 3.13 100 50 0.78 0.78
) B. fragilis 6.25 6.25 >100 >100 0.1 0.05
7 B. fragilis 12.5 '6.25 >100 5100 0.1 0.05
11) B. fragilis 1.56 0.78 125 - 12.5 0.2 0.1
24) Bacteroides sp.| . 0.39 0.39 25 12.5 0.19 0.19

TR, %2 9, Y IHITHD, AL 10% T
o1, IBEL 18 FITIR, TH 1 B, BY 14 HIT
YR 83.3% Thoto ZOMOIBEREE 4 HIT
REDHER 75.0% THY, LEME LTI, 5 4 4,
% 25 B, ©0AEY 2 B, | 2 HiTHy, BER
RE 33 SERCOERIT 87.9% LEL{ED -7

ThBEMIZIE 6059-S #¢1 [ 0.5~2 g #iE 3
PERNTRA Y S#ET, 2~21 A, Fi58 AR
Bsnhrz titisd, UmL, 6059-S oEplicEl
T3, 18 1g 587 HAiTRASSNT, 1 82
g 858 20 HTiOTHIC Ll Tho7t% 1 H 2
8 UL 5B TR 6 fith 3 ALEHTH->ho.

6059-S 1T & 3 e BBIAATIC, fhDIEHIC & 2 {LAERR
EMTTIRA ST ERIR 33 fih 12 BITH -
720 ABPC, AMPC, CBPC 71 &A=y ) VA%
BLHBROE,» -7 5 #id, 4 Flic 6059-S 3BT
H-7:0 CET 4 #, CEZ 3 OO £ 7 7 8 ZH )
VRBRITHREDOE» -7 T Hli2, 24) 6059-S THIK
HIghBR LB o, 73/ EkER 3 fl, RTC o 1 4§
T 6059-S IZETH - 70

WE NP

L RAEREERNR R, E. coli 5 ), Klebsiella 4 4,

Bacteroides 1 i, GNB 2 #iCi3B%LlLETHY, S
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faecalis 0> 2 Pl 1 I PHLYTH » 2208 P. aeru-
ginosa O 1 HLRNERITH - 720 T O WK HWLEH] 15 4)
Tid 13 ) (86.7%) MR TH » 2228, 2 ML LEOR
MYy 10 BITI3ARI 8 # (80.0%) Ic& &%
~ 126 6059-S > MIC %tHidb TG E. coli % Klebsiella
DRANIKIA TR TH - 224, P. mirvabilis, Flavo-
bacterium % UTEHI TIIRYRA WD - 220 LU,
Bacleroides RN IKHSiH 3 LI b({UTH-
1o

ACRBRINNI A NG [rhs Sl X - Wi, 13 i
64 KT H 720 TDHH 45 KRlC xbT 7 6059-S o
MIC %512 U 245 % Table 8 (23R4, #NjHD MDY
BRIETHSM ENTHS LS, 1BHLS ot
E. coli, Klebsiella, Proteus & MIC (3MbdTIE<L, B.
Sragilis IZH NI OBV, UL, P. aeruginosa £ S.
Saecalis (313 A EHHETH - 120

NSO b, E. coli 5 ¥k & Klebsiella 2 bk
1220 Tid CEZ L, Bacteroides 5 ¥kic o T2 CEZ
& CLDM iz T MIC ##l5EL 7z, Table 9 (TR
TEIE, M dsko choo #kkicLTb
6059-S (3, CEZ @ MIC X HF L {4E\ MIC £5zL
L7e LML, iR&ERIC L T2 CLDM o MIC i1,
6059-S DENI DX SITENC & HBHE N

Lrchi-T, 5iif 3,7, 15, 26 @ 4 fjictig,

Fig. 11 Isolation rate of organisms from bile at
biliary surgery (1975~1979.6)

%

sl Gallbladder bile

70+ ]

~30 ~40 ~50 ~60 ~70

Age on surgery

~80 y. o.

NOV. 1980

27 S HRD BT &80 S, Saecalis Ehiie, g
¥’y MIC o4v> Enterobacter, Citrobactey, P, gery
ginosa 1L E~DBZNBIRMBHD Sz, |

N % B

MM PBITORMEI 15 >12 2T BTIR, &< ickife
HEBDIIr - 10 BKHIBRETETTIE - 12 38 fEMdic
2, 3pinsR=vYy vH, &EHX, € FERLLI
TvA¥ - JEOREEEFL Tz, 6059-S pprp
IGHEZ RU - bDid 65 #id 1 #b 124, 1
6059-S WiJHrPIC G838 ¥ a v 7 ¥ T LA¥ - K%
RLIbDIE 1 MbTihoto T1:, BELNILES
REELL DG M 512,

—fhin (RMmERE, AmBRY, meRRk, Ht @,
MR, FIMERSY ) DB TIE, £ 11 T 6059-
S5 HMIHS L, #50uk® A ICHMERY 621 /mm® &
PRI 72h8, 8 AHITIZIERILL 720

e M E L T, GOT, GPT, Al-Pase, &ty v
v V% 6059-S #5410, h, HicBELA, EMET
(2 6059-S #¥5rhic GOT 43-50 (U), GPT T1-117
(U) EFMOKET —BHic ERL-H, B5&T 4
B#ic(2 GOT 28 (U), GPT 45 (U) LiERKHL
7o JEF T TRESETHBLUZO 1 BR%ic GOT
22-+144—78 (U), GPT 9-17-102 (U) & FHLt:
2, COEFGFROEEEEZ SN, £0 2 8%
ICRIEFICEL 7o EH 23 TI3, #FiL»S GOT 60,
GPT 105 & {A4R L 7o ati R IB B REFMTHY,
6059-S #'5 2 AHIZ GOT 149 (U), GPT 214 (U)
L ERLU7:%% 10 RBIC GOT 16 (U), GPT 14 (U)
EEFICHEL, COMICIEEEHALHTLTHECL
P5d, Ths 3 ERMIZHTHE 6059-S Itk340
I U E,

el LT, BUN, PSP &%, 7v7F=v7)
7772 (CCr) LXURMRA, &5 Na, K, Cl @
MEBBELIEICRITL 72 B5010 > BRERES
RL7-bDit 38 Hith 8 Hild - 70 FEH 15 (2 PSP 15
SHME 12%, 2 BERiME 44%, CCr 20 (ml/min) TP,
ZHhic 6059-S 1 g % 12 B5RIRSMET 13 @S LEE
Z 5, BUN (3 22.5-32.6 (mg/dl) t&EFRAL, &
BREM- 722, 18 Bikic 25.5 (mg/dl) &5
KLt M2 V7 F= it 2.14-2.03-2.00 (mg/
dl) L RETH 7108, BUN ERiZAF EDOBEFRE
bz, zoizd, PSP AR TOREHDER 16 (15
SHMA 10%) &5ER 22 (15 4 15%), LU CCr &
EHOIER 18 (CCr 65 ml/min), fFH 21 (46 ml/
min), fEF 23 (42 ml/min), fE#) 35 (74 ml/min),
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{4 38 (61 ml/min) Ti2, K5 BUN L2 v
7#= VERERRERICS - 0o RSHIHRIET N T
porfEfl 11 ENEHI 13 TR, BUN pt&hz'h 28
(mg/dD), 25 (mg/dD) &—i@MD ERES, HIE
RRHEARE, RETROMOKEEXZ SN,

£ ®

EEANS ERIEIC BT, VW 2 FEHER
BrEidh, BhohTHa k5, FMiEmRTReS
Bh, BEEZSLHLIIK-THOEZDOT, ILERHEEIC
HTAHEHEORRICKEL T}, W 1 1, IFk
P BEE SEVAMELRIRT 2 LERH L. L
pb, B HABOFRLRBITHIMLTETEY,
A2%0 38 fEFIh 60 XLl LOE4H 16 §) 42%
FEDTNS. i, FANZIBEFIEANTS, Fig
1 kddEoic, RIBERHIbHAA, BEEHO
HEEN 4L L bIKlmT 2 &% L HeERS
L BERERETR LV RANTEMALEI NS, L
EdaT, BRR=VY VHIRE7 7 ARY YRIGE
Off - BHRHDO BV LON RIRINS 2 &M B T
%, 2 171 OREANEMD ik 5 ILERE
iR B EERIRILIE CEZ, CET At 60.9~67.5
% &, FAMICE7 > o RBY YREFOER A BEH
AN EP LR SNEY,

bbAA, —RBRIEERIBIC, TLERYSFEICENT
SEAROELVERE & biT, LEMEHPBITOR

IS HH % BINT & TH Do 5UBK BRI
TRBIC B0 2B 10 AEINNC #5132 IN7Erhn & DM B
Wiz, E. coli, Klebsiella, Enterobacter T 46~56%
HWTEYD, #1979 40 10 Hic fiiTd a4l
66 Midki< v+ 28060 6 M MNHhATBIR I RIZ, E.
coli 40.7 %, Klebsiella 33.1% , Enlerobacter 11, 7% T
HH, LrbREY:ME LT Bacteroides ¢ 21.7% &
HHMLIREHT & THD (Table 10),

L1chisT, BRR=Y ) VHIP+27 ruRHY VHl
DILMA R D LKW BERENDS DT, &I
B-lactamase (T % 2 4} HEO b oAt BTeD EIEE
txn, Ta L (27 rv4 v /FREVDND) B0
(2RIHIC methoxy HAUKA X, @-lactamase (C&
B 7 7o 2RY YRERBILBRL o, 20
RHpEITE CEZ S ARZRBDONLE M- 10

1976 4:Ki¥F R BEPI R TR S o 6059-S (3,
o T a fiLic methoxy HxHT 27 rv4 vV /B
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Table 10 Bacteriology of bile at biliary surgery in Japan

(66 hospitals, 1975 ~ 1979)

Aerobe Anerobe
(3,595 strains) (480 strains)
Organism Isolated (%) Organism Isolated (%)
E. coli 40.7 Bacteroides 21.7
Klebsiella 33.1 Clostridium 6.0
Enterobacter 11.7 Peptostaphylococcus 5.0
S. faecalis 10.3 Peptostreptococcus 48
Pseudomonas 7.6 Fusobacterium 3.0
Streptococcus 6.3 Eubacterium 2.2
Staphylococcus 39
Citrobacter 3.7
Proteus 3.6
Serratia 1.3
Acinetobacter 0.5
Salmonella 0.3
Candida 0.3
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»7: indole [§#: Proteus, Enterobacter, Citrobacter,
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12 MIC ¢t 0.2 ug/ml 75 MIC MKud TIEWZ &
MH o, UM BIRIEL 22 L2, ILERYSE T
B E DA S M ABEft & B & 05 NS
ShIRA AR X 2 215 ORI MBEAEZIRL T
B, ‘

ER3WA, BEEBEhTH AR5 ®E, &<ic B
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2, ZO¥EHOFBEREICAKLESN, LOER
IZBNT, CEZ 0faHhRED Y — 7 Pz 100 g/
ml VO HIHEYY BEHE 2L LT, HEEZDT-4
LHBTZCLRTALN, £DOBKTS, HHALHA-
JEHIT cross over EICTHET 5 C & L 2EHKNESR
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CHEMOTERAPY OF BILIARY TRACT INFECTION(X) WITH SPECIAL
REFERENCE ON BILIARY EXCRETION, TISSUE CONCENTRATION IN
GALLBLADDER AND CLINICAL EFFECTS IN PATIENTS TREATED WITH 6059-§
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6059-S, a new oxacephem antibiotic, was studied for assessment of basic and clinical efficacy in 65 patients
with biliary disease including 33 patients with biliary tract infections, and the results were as follows:

1. The plasma level of 6059-S was 140.9+14.8 ng/ml 5 minutes after 1 g intravenous injection and was
simular to that of cefazolin (CEZ).

2. The biliary levels of 6059-S 1 g with T-tube drainage showed maximum 300 xg/ml high at 2 or 3
hours, 100.7 xg/ml at 1~2 hours and 56.7 ug/ml at 5~6 hours.

3. The biliary peak levels of 6059-S were 93.1+20.1 pg/ml in the cross over test between 6053-S 1 g
and CEZ 1 g with 12 cases, and those of CEZ were only 9.9+2.0 ug/ml. In this test, 6059-S revealed the
better transfer into bile compared with CEZ.

4. 6059-S showed higher tendency in biliary recovery within 6 hours after injection; 0.24~1.58% with 6059
-S and 0.0~0.24% with CEZ, respectively. 6059-S was 6 times higher than CEZ in cases of good biliary excretion.

5. The level of gallbladder tissue showed 16.9+5.9 ug/g at 2 hours after 1 g intravenous injection.

6. Clinical efficacy of 87.9% obtained in 33 patients, was excellent in 4, good in 25, fair in 2 and poor in
2 cases. Especially the efficacy on cholecystitis was 100% in 11 and that of cholangitis was 83.3% in 18 cases.

7. Bacteriological efficacy on E. coli, Klebsiella and Bacteroides showed 86.7% in uncomplicated infec-
tions and 80.0% in complicated infections. It was noteworthy particularly that B. fragilis was eradicated
in 4 cases.

8. The transient elevation of BUN with severe renal insufficiency was noted only in one case, but 10
other side effect was noted.



