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6059-S Ok FMEH B L UEBEMMAORTICHT 2

R 25 & Ui PRAE A ik A
B4«FTHz-F 0 M- EZRF

HOREE R RR I — 4R

6059-S DRAY-F LU MPEMMAOEITEMML, 8 PIOIRUIEMICH U THIEHAE R IR
BHAOBTIE, HERIED S OHAPIEINHM MO IO EAICIE peak {ihs 163.7 ug/ml &K
BEICBTL 7o AP fHOROEITIE peak {UAYEL 782 MDA S e MIFART i3, 0
EEHEDIL ORI TIIRA 156.0 ug/ml E¥HEARL 08, RAIREH TIIBITHEP >7. UL
L, 6059-S @ E. coli, Kiebsiella icstd ZHBEMOOTIREHI TS 6 #ith 3 §iT, choD
B L CEYBENS S, IBEAMRIPIMENR 6.4 ug/g 5 42.0 ug/g £ TOMME S,
RERRICKDEBR SN, BEERICHNT, BHUEOEROAITIHEL, 2 PoatBEwEL
THENMERRU . BIALSOREICK S, BIIBH, AP EEEOBERZIRIZAD Shidtr -1

8 WIDEEERPIc 7 Blid 6059-S DHSIC XV, MRELE A SFRIBOBENR S AR S HEL £275,
SRS SRMEEX B LIET L. 1 flid, 23 REBEERMENTEUd>7e W
SMICEUERERBD I B IS » 120 F 1o, BRRAMOETN, FREEMO LR 3 flic 250
fodt, ZDORN 2 UIASLICKH L IBFRZL, Boo 1 flozoRRBGRIRAVITH - 1o

I. # L]

IBERBEEORREE LT, E. coli ® Klebsiella H#%
SRUROBVETHAC LR XL Moh T3, EE,
Bacteroides 73 & DRSIUBORAREMS Sh, TORRE
BEBE ShT0aY. EFRUEARRTHLL BER Shi
6059-S i3, 77 ARRMHIRERICH L CRERD Cephalosporin %
REFICEARTROCARNERT EAMKIC, kTS 7 LBl
BEicH LTb A%T, IERSEIC N3 0EnMEsn
3, 6059-5 DIEEFE~OBTHEEZMZ b, BERKSET
%%&Htﬁ%m&%bt; REBEAABH, BEPEAERE, ABEAD
HHOBEZRE Uiz, 7, 8 FIORPIEIC 6059-S %14
BRENTRE LT BEERBHRERE Ui,

. xt %

WRMS4 43 A 10 B3To 8 hAMIc, 4
BETEML AR 18 FILIBEXF 1 Hlico»
T, RICBRBHHICDOOTHEN . Bk 10 4, it
9B, ELIZ 21 Fho T2 F (FHES 486 F) T
Hoto IBIIBHELEFIT 16 4], PEPEEBIRTAIT 17
#l, BEBHhBELE LTS 2 — 7FEHIT 4 F)
THoto . ;

8 HlOBERRAIE Table 4 iR Uico

m. 5 &

A, M KTIE B REE DR
RIBEICTF 2 —72EBL 4 5 (BARE 24,

MEEssA 1 4, MBEL 14D LT, #itk 1 8
PIERBLTH S, 6059-S 1.0 g A% 4 ml OEHA]
REKICERL, 1 BgEETRE®ROMP S K UBRH
hOWEDEE R MPEEIR 236G DT R4
—ZNEIRCHEL, #5aEfE%k 30 SR T 48
T, 1 [ 5cc ZRMmL miEasEL TREL 720
REH AT 5% 15 SHMRT 4 BME Tlikem
KTF2—-7&0 KUK SEEL 2 M & BHI,
—20°C THKREL 1o

B. RAWARETHIRE

6059-S DIEFERREHh~DOHITEHERRIFE RD
Wi, BEHEICKD 2 BHCHT THRIL 7o

I8 FM4A, MEHRR 60 Hhi% BT LT,
6059-S 1.0 g % 1 [EIEL 7B

L& : F#p1A, 6059-S 1.0 ¢ %4, & 2 [ #HiE
U, %H, EHERER 60 HaixELc, 1.0g 2 1 @
HELLE,

BEAHREUS, BRAREE, AERIBRRARTICAEZEZHIC X DT
10, FEOMIC—20°C THEEREL 1o FEAIDBAIX

. 5 SRR E TORKMIZ, FROMETRES, F
 AFENREDIDIT, PEHOEEELT,

C. MEMHERMARE

FML0H B SN B0, 1 g~2 g ZHOE
D, WEshEBRAIERP TRER, FRTKSZER
WTHhLEZEED, —20°C THEEREL S
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D. RENES®

SRS L po i, DEPL, NOWEALMZE PR MR IR N L
ICHRIBL,  Mukiho 6059-S MpBeE WEL oo WiER
agar well TS~ 10 MR b Y 7 bV — ¥ KK
b (SCD-Agar) (8P %, MiEMiciz E. coli 7437
ZML 720 MrPMEEORZICIE, BRI D
F 02, Moni-Troll (gt 2 MHsIHTIME, IR
fu7%% M/20 phosphate buffer (pH 7.0) T 11 fiC
ML - BA3, R buffer ic & 2 MMk ithes AL 72,

e IREENTEIC 72 » Tid, BRALH-ZFRB TR
1AL, IRHIC Y B MR, WRARM-E M/20
phosphate buffer (pH 7.0) T 11 ffHcHMRL THL
P332, [ buffer icxfd 2 MMKMHiME ML 2o

IOFEADRLA MBERITEICH 72 » Tid, HIMERD 4 {f

Fig. 1 Serum level of 6059-S after 1.0 g . V.
(ug/ml)

300

200
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100

S G S S TS A S G U -

NOV. 1880

&D M/20 phosphate buffer (pH 7.0) £M4, 4
WEbF345972%BOTHILIEMNS heEs+iz
L, 52M@itL T 20t MiE%E BEBEL, M2
phosphate buffer (pH 7.0) ic & 2 MMMt Rt
REL 220 NEZARRH chiie, IBEAWDRED], 1
MO HBMIZIE MaNN-Wiithey @ U RiEic k)
T8~ 126

N. #% 2

A, M EUVBERTREDENNR(L
mrhiRir %t Fig. 1 iCRU 7. 30 M8 2 MT,

Fig. 2 Common duct bile level of 6059-S after
1.0g L V.

(ug/ml)
200}

150 -

100 |

Concentration

O30 600 90 120 150 180 210 240 (min) 30 60 90 120 150 180 zio 210 (min.)
lime Time
Table 1 Laboratory findings
Case S-GOT S-GPT AlP | Total bil. BUN Creatinine
) ((8)] (10) (mg/dl) (mg/dl) (mg/dD
1. KY. 38 49 91 0.6 9 0.6
2. HH. 128 256 306 2.1 8 0.6
3. K.0. 48 83 214 0.9 19 1.2
4. LH. 47 66 181 1.3 32 1.5
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317.0 pg/ml, 279.1ug/ml EFHEERL TV 22, 1R
mgicitehEh 79.1 ug/ml, 58.9 ug/ml & RGAITHL
HLTO B, D 2 Flid 30 HRiCe TIC 95.2 ug/ml,
90.2 pg/ml LEL, EORRBHRL T3, 4 HlOk
5 1 BRagen T + BINEH 24213 66.5+17.5 ug/ml,
4 BRI 19.5+8.0 ug/ml TH o1

BN thilEr %, Fig. 2 IRL 7 RAIRE®R 60
And 90 HTHIT BEEIRL, £0MI3 163.7
ug/m), 86.6 pg/ml, 59.9 pg/ml, 29.5 ug/ml ELEBIIC
o DOENR SN, MDD 3 Pl BREAICE
Lk 150 % Ticaakic @A U THELL /- pattern
2RL%, o 1 8 (L HD) ZIELHT, BH0E
DELARBEBUTHO 3 Rlick~3 L{EMERL,
R15-7- 8kt pattern 2R 5417z, Table 1 ic 4 oD
MEEFREMZE R LI B BITO bt 1
A (K Y.) 2B0T, fho 3 plid, FFBETREME
2%, i AP [EREVOMEI - 1,

B. Iempne;ithiREE

KBIC B 2 ERABHS#E, BEEEKHREL
Table 2, 3 iCRL 7 1 B, 7 HIORBERAIEH RS
it, EEEI GREEON L -7 4 ATIE 11.9 pg/
ml 45 156.0 ug/ml (F5MH +EHEIR2EE 67.4166.2
pg/ml) TEFIC LD EMBRSNIcDS, T HUIIBRIURERT
DEVREZHDEEDbNS, HEWED 2 flid, 2.7
pg/ml, 0.6 ug/ml LIEWVEERL foo 2L BITERD
ot 1 i3, FEHiREH SEHRRE TORAM D
20 HEiEhho1ctdTHA . LE, 9 FlOSIBHF
BERED WOIEHRIER 5 AIOEHhBEL 35.4 ug
/ml e 133.0 ug/ml (E¥94E + e lm (g 81.3+36.1
pg/mD) T 1 BEEEEREL 70 BAHKES, 35
th 2 fiiz 0.32 pg/ml IFCRETE LD -7 1 F
i1 0.5 ug/ml LHOFHICBTERDI. RIEEKAT
FEAZD 1 Fi3 18.5 pg/ml TH - 72,

C. IOZEAREARE

I #, 8 BlofBRABAREE T 8.0 ug/g D5 33.0
1g/g (FHafE +ErmE M 16.129.2 ug/g) Th o120
I8, 9 FloEMABE 6.4 ug/g 5 42.0 ug/g
(G iR lR Ml 22.4£12.2 ug/g) T 1 BEE DR
KEEDEIR - T20

AR5 H S EFERH F TORRIIZ 60 235 245 43
ETTH-7:88, MRICLBZRRONEH -7 MR
NBEIIRERREEEL, ZEOBOFlICk~T, #
UREDOBELHP, 2 FlOBUBELP TIHENESE
Nl

D. EREARAR

8 Pl 6059-S pEEEEEAAA Table 4 ITRU7e
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NEMRRLy 3 ), BRMCINGRILIA IMBIEK 4 7, Atk
BB BUME 1 BITh 2. E4IR 27T I 76
F, BT AL bk 1 MITH -7

6059-S (2 1.0 g & 5% 7 I oyl 100 ml iciAfR
L, 30 HMosimET 1 B 2g~3g 25U 1.,
2 PlT—iibH & B L 2o

HRHEIMAE LS RBOUFELE S - THYEL,
EMBR DR, Mmkd#Mic Aht

fER 1, 7 12Avagse, AadbMEBEL T, B
FIELLT, MRTF 2 — 7HERNOTE b WH
&b 6059-S 1 gx3/AMEkE&h, ik 3 AE, 4
ABRICENENIBML 220 FER 7 OIEH DA 513 Kleb-
siella i & hte,

fEF 2, 5, 6 i3, BARWN, BRUUSN, B2E
BYIARHRIc BT I IBETERL L T RS MAE o
CBPC, SBPC, TP, LCM 78 & W5 2 hi- &,
6059-S 1 gx3/8 ##ELkLCAH, LFhHERET
A BEL SRMMENERL, AMRORBDER. EH
2 53 E coli i h, EH S »SiL, E coli
Klebsiella, TR & & biC P. asruginosa Hs My
n7-DT, TOB 60 mgx2/AMBEE NI, EFI 6 H»
512 Neisseria, P. aeruginosa H3#H =5, 6059-S
B THRBEHRSE SN,

fEQ 3 ZNEARETHER, TF 2 — 7HEHTE D 1,
R TEO BRI TRY CET 2gx3/8 4 6 AR
BE Shic BRI/ HOIIH, BELDI EbN,
SBPC 5 gx3/HBic#% 7-o SBPC % 6 HRJ#®SL 748
REEHET, BEEHOERT, E coli LiREHE
DBREENIDT, 6059-S 1gx2/Axfistcl B,
#5 4 AEXDEML, DIBRFERICREL 1.

IEG] 4 B EHA VO RERBBR LD E, b
% SBPC 5gx3/H & DKB 100 mgx2/8 % 6 A
BE LR, BBELLLCAES 7 2B REE
JEBRL Titco FULF—IFiNETED & & biT 6059-
S1gx3/A% 11 BEEELT, @B#sAMROED
A B71z0 Bk S Klebsiella Hithti S tzo

SEF) 8 (3 AT v a v 7 2R LUCEENT,
KL — SFlik, FaEHEO772%, CTZ, TP, 6059-
S MEERBULMNIGETHE L, 6059-S H 58
T TICASREOETMNEL , WHESZHRHENT
AW 2EPY A

6059-S #5icXk->T, TUVNMF-RILHEEDRER
2B - 120 MTEE(LFERZE (Table 5) THESRT
IS # S-GOT, S-GPT #3 L5 U 43, fEHI
2, 4, 7T TROoNIH, EH 2, T REEANICTTICR
EiEARLTED, 6059-S BEHEERL TS Li3E
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Table S Laboratory findings before and after 6059—S administration
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After

1.1

0.9

0.7

0.5

11

3.7

Creatinine (mg/dl)

Before

1.0
0.9

NT
0.8

0.6
0.6
55

After

12
15

23

14
15

30
162

BUN (mg/dl)

Before

14
15
16
22
19
15
13
97

After

0.7

2.7

L5
2.1

0.3

0.7

18
0.8

Total bil. (mg/dl)

Before
34

0.8

1.6
0.6

0.6

1.0
1.6

19

After

157
" 966

324
807

111

152

399

81

Al-P (IU)

Before

60

350t
454

108
135

188
473

146

After

82
180

22
1,500t

54
47
160

S-GPT (U)

Before

92
130

75
16
53

59

After

38
180

38
1,500t

38
32
124
106

S-GOT (U)

Before

102

72
43

13
43

37

33
126

After

7,900
8,600
8,300
6,800
7,500
5,800
8,900

15,600

WBC

Before

10,500
12,300
16,400

9,100
12,400
11,600

7,700
14,400

After

39.6
345

37.8

34.0
40.7

40.8

40.1

284

Ht (%)

Before
421

331

38.8

324

40.6

304

30.2

After

133

114

13.0

11.3

13.3

13.5

13.6

93

Hb (g/d1)

Before

14.0

10.8

13.0

10.6

13.7

10.6

10.0

8.9

After

438
414
421
374
449
444
465

308

RBC (x 10%)

Before

462

389
419
355
459

328
353
277

Sex

M

M

Age

27
63

69
76

43

58
I 6s

No.

8 | 42

NT : Not tested

AR TMICEAEIR U At 4 13, 3 )] Iic 5
Al & DOF- W% el TR OMING i T8 bNTE O,
6059-S Db L I2HAMEOLWHLZIZT A 20,

V. % x

1 [l Rk THES- & 4u7e 6059-S o il ppsrit, Rk
W& OETOMRINNSEHTH 2 h8 #eh#% 60 4> % Tic
TS U R DSMP S Kb L. EDE L XD
Skt & 41, —ANFERETIRHPICEITL, —iBhe
L DIMBARNICHAIT D bDEEZ SND. £DH,
W BN T B0, 4 Nk d 19.5£8.0 ug/ml
& E. coli, Klebsiella icxtd™% MIC*® %4t
DHWEZR-> T B,

M EE A BEAI D BRI AR T 2 L T—DoDiEkEE L
TROSNTO DM, EHMBRNARMT 2 0iTid,
BT 2 BHMEN LERCLRIEHVETH AR
Vo MEREWEICH L TIE, EHE L UHEEERF~D
BTSSR 72 20 6059-S DEEIEH-hADBFTIZ,
M—fit pattern ZRL7: 3 4 O BEfED Fighs
103.4 pg/ml CEHBTHROE &SNS CMD, CEZ:?
LD ESICHNENE SN (Table 6), —fRICHE
HRERIC I IRAERIOIBHBTIREL 225, 40
BOBMAEZL 225378 - 7248, AP flids 20FE 0
3 pTIEL BAMEED Rohtce F7o, Frdo 7okl
pattern TIEBEATRL . 1 B3 HABSRERL -
T, BHSWEMLD 3 Flick~T 2 1S 3 fF
£, BEZOFHR” biBT 308, BEXTIIEE
FgEitic B U0 BN £ 25 1b s Bbh
%o MEDOHEBIZOMOTH 2 AP, BHIRED
BECENEAITL, BIFhOMBEIREL 2L %%
BWLISF T 580,

IEgEPREH-rhgsped, IRWFPAEDZOHITIE, 1g
5 THRE 156.0 pg/ml & EGEEEICHB TR, BB

Table 6

Mean levels of cephalosporins
in the common bile duct at
the maximum point

Drug Level (ug/ml)
6059-S 103.4 (1.V)
CMD 49.8 (I.V)
CEZ 51 (ILV)
CET 6 (V)
CER 16 (IM)

(By K.R. RATZAN, 1974)
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DED - 74T, MEHRNWET 59 C & TRIME
NBSNETHAIC LIFENEhD. UL, N
ICEEADURGIL THIBEOSE U7 & 5 il Anicis, HRIE
BWARHP~DOIRKIOBITIRBL 185, €L T, HBC
PWHAERELFEET 201, COXIRBOLTHDLT LM
£, LFEREOWHRETX & D 122, BUEHITHD
THRBTHBEHOND BAbH b, 6059-S i3, E
coli, Klebsiella 1T sct4 231D DT, 2DED
LB TH IR T X 2,

IEFEALRRI D BRI MRS ZEqkid 55 LB b
Nz, SEO RIEMTIZ VSN ILRIIRDIIH, -
7o HAMIN I S KHATREOMMIZ LML ONTH
DY, —MCIHENREISIERMENBOINDILENT
W3, 6059-S Ti3, MEFAIEMIC KT tRIEIEEYE
H5OREMUELTREIEL, 2 FlOSKIBRELRST
HEWVAZRL 1o 1@HUERLDOROFITIIMHEE(LD D
ICHAARB - DOMERINZ BB DEEL LN
3o BHKECBHAICIIMITRA BN L THBEICET
T2LEbLNEY, SEIENMEL»BSNE, -1,
2HDHTIR-XDEREZROMN, BURENERL
TREFrO/NNBICHRE & 7o, BITRECHIDD
Lhist, ULhL, Wihd E. coli, Klebsiella iTxt
5 MIC XD 6O FHOEESMEINT,

B 5O REEEIC & 2 ERZEIZ, BEARH G
IZHAERRIC BB O NIED - 7,

6059-S DIEER~DOBITHIIERD Cephalosporin
REAH LD OFNTED, 77 aREBEICET 24
HAObmpTfine Eh s, BERRYEICKHL THA
LRBIREMPRFTE 2 EHTH 3 T EMEHE N1

6059-S ZiSMICAV /. 8 Fich 7 FikEsMLTLE
RESBEINEUTH 70 LA 1 AT 28R

NOV. 1980

MEDMBRIC R S SUEHI O RERE T 2 1Tk RN g
WITH - 1o b LIS FHREPHOTER L fr
L7cHilb b 28, MU THEBICROIHIERE S -1%
HTHDLOIHRER,

5 A X R

1) Rz, tHFEAE, k¥ v.»*—#.ﬂmai.g
XA AF, MEAREZ0BYIE. BEAERYR 278
: 8~14, 1977

2) Wisg, R. ; J. M. Anprews & K. A, Beprorp : LY-
127935, a novel oxa-S-lactam : an {» ifro comparison
with other B-lactam antibiotics. Antimicr. Agents &
Chemoth. 16 : 341~345, 1979

3) Neu, H.C.; N. Aswarokze, K. P. Fu & P. Aswaroxes
: Antibacterial activity of a new 1-oxa cephalosporin
compared with that of other 8-lactam compounds. Anti.
micr. Agents & Chemoth, 16 : 141~149, 1979

4) RaTzAN, K.R. ; C. Rwz, G. L. Irvin I : Biliary tract
excretion of cefazolin, cephalothin and cephaloridine in
the presence of biliary tract disease. Antimicr. Agents
& Chemoth. 6 (4) : 426~431, 1974

5) FrTHZ, EH &, EXWE, HLEE: Cefama

dole D & MBH 3 XUBEMBABTICET 583, Che

motherapy 27 (S-5) : 394~403, 1979

BHBSG, 2> AZEREICSY 3 EROBHABT

ICB8T 283t BMHE 73 (8) : 941~949, 1971

7) RWER, FE M, . HERIEH S B oK Tiddling ¥

{c & % mannitol clearance DRBIE. EKFEDOHWH 110

(4) : 225~228, 1979

thE ¥, RAPAH, REHEX, =L-H, FRX-

ERAF, ik 1§, RE%HEE . Cefamandole DMRA

BEICONT (RFICKIEE DBERICOT), Chemothers-

py 27 (S-5) : 340~347, 1979

6

~

~
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CONCENTRATION IN SERUM, BILE AND GALLBLADDER TISSUE,
AND CLINICAL EFFECT OF 6059-S

Yoriyukl NoNosHITA, MASARU YOsHIDA and MATsuTOsHl MENjoO
First Department of Surgery, Tokyo Medical and Dental University

In order to study the excretion of 6059-S in bile, 1 g of 6059-S was administered intravenously to 4 pa-
tients with T-tube in the common bile duct, and serum and bile duct samples were collected to determine
the drug level at regular time intervals after injection. The peak biliary levels of the antibiotic ranged
from 29.5 to 163.7 ug/ml. The values were low in the bile of the patient with abnormal serum Al-P level.

In 16 patients undergoing bilialy operation, 6059-S levels in gallbladder bile were examined. In the pa-
tients with patent cystic ducts, the levels were from 11.9 to 156 xg/ml, while in those with blocked cystic
ducts antibiotic level were very low. But the minimal inhibitory concentrations of 6059-S against E. coli and
Klebsiella, the common isolates in biliary tract infections, are so lower than those of other cephalosporins
that in half of 6 cases with cystic duct obstruction effective concentrations were obtained in the gallblad-
der bile.

In 17 chlecystectomised patients 6059-S concentration in the gallbladder tissue was examined. The mean
tissue levels of 6059-S were 16.1+9.2 ug/g in Group I which included the patients to whom 1 g of 6059-S
was injected intravenously before surgery, and 22.4+12.2 ug/g in Group II which included the patients to
whom 1 g X2 were given on the day before operation and 1 g was injected before surgery intravenously.
There was no statistically significant difference between the antibiotic levels in Group I and Group II.
The tissue concentration of 6059-S was low in the patients with inflammatory gallbladder.

6059-S was administered to 8 cases (gallbladder infection 3, intraperitoneal abscess 4, sepsis of acute
necrotic pancreatitis 1) and good response was observed in 7 cases except the extremely serious case.

No adverse effect was found in all cases.



