VOL. 28 '8-7 CHEMOTHERAPY 263
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e 17 ), JEGIEZEL 9 M), TI--iRIR00 5 4 IBRAMERE 4 4, [HiemTL 2 4, 55
E1H, Ao VRS 1 B, BIREIEIC K 2 FHRMSE 1 41, Tofl 5 Hlodl 45 plosE
THiENC 6059-S 500 mg MHIEEFKICREL, KREMEAMEFRHRRLBEEELK. 55

LA PIRATATE 2 R INTRIC R TS - TREL 7
A 500 mg BERORKEDE L, FMEHE 33 Ak 5 MhMBIEEME 1 HET
. 19.8 ug/mi, 2 BSRIT 16.4 ug/ml, 3 HMIT 12.8 wg/ml LTEOBEERU o BEKICET S A
TEHARERBOBTERL, HiEE 2 BETE - 21080, BEERLASDIZ 195.0 pg/mlic
BUTW e BENABTO L, BREHEYI TS BIEHAMEIZ ERL, 20.14g/mliCEL 1,

A9 fBFEJ DNEPEREPY A 5 X A B D R\ MBS, RECEEICHHILTLIBITL,
hEABETIR, EARESIOREBREDOLDIZ 1.55~5.34 ng/g, PEEDOHODIZ 3.15~7.30
ug/g, EWIIHDIL 5.35~8.05ug/g TH - 7co BEBMFTILOMRMEBKAME T 2 BEIKELL Lichie
D ERERLUI. 2 v X MABHETILOBUKNBEIZ 1 g8 Bkt 1 BRATE - 21ELIK, £
DRDFHRIZP BP0 ThH 1o SERMDBOBKTIREREOBTERU M, KBRS IMH T
RBTREMEICEE T 570 BEDQLWKFBARTIIMHER 2 K5 18 4T 2.5 ug/g DIEBREZ
SRU, 2 BsfB XU 3 BRMERERAN T TEH - 70

TREZODTHBEVL B,

T o DFIRICHE 1974 FRAR S D Carbenicillin DEKEEA
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%0 Methicillin, Gentamicin 73 & DHMAREZRE LT
370, %1, BE, #4513 Cefoxitin, Cefotiam 75 ¥ick
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BN ELIh T, UL, {LEREICENT, Bbd
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[1#] D Bacampicillin®, Cefamandole o 1:2°!", Cefmetazole
DY, Cefotaxime DEE!-'®, & 5icid Cefoperazone
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BB IUHERME L TREZ NS,

{tERI Fig. 1 0L B0 TH 5,
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L M3 (6R, 7R) -7-[2 carboxy 2 (4 hydroxy-
phenyl) acetamido] -7-methoxy 3- [(1-
methyl-11 tetrazol-5-yl-thio) methyl]-8
oxo 5-oxa-1-azabicyclo [4.2.0.] oct-2-
ene-2- carboxylic acid disodium salt
531102 CooHysNeOoSNa, ¢, 4y -htid 561.44 TS
RIZ XDDTHFDOFL, (Imlpic 1 g P
D)y AR =NMTHAIRTL, T8 —nigiidick
{, T MY, T=FEKIL, BEAETHIFIED,.
Kikid pH 12 5.0~7.0 TH /o
2. XRIEH
JEHNE 1979 4 3 )1 A5 12 JJE <o 10 7 )i,
RUBEAFHCABEL, Fli4E S i 1o 45 filA g
E L1 Bkl 20 §, etk 25 HITH - 120 FELRNT
26 Fho 8l FET, BT, AbkdhEL (K
WELE) 17 4, WMIEAE. IBFZ 9 B, T+ fI5Eu0s 5
B, IGPHEESE 4 B, NUEEMEA. 2 4, FEE 1 0, v
VO BHEILIC X D LR 1 4, ASO 14, €0
fls 5 HITH %0

3. FHMoEMESUICIRE

A YIFMEHC PSRRI 7oA, 41 i ikiii 6059-S
500 mg ZMHEL TRMRHCERZ IR 720 2 BlIRFE#
HUZ 1 g 2MEL TREEIRRL, 2ol 1gid2g
& A ERICER AR -0 156, TWuncHER
R ENBE RS HERAMAE TV T E AR
WBTEREL foo KRR HARIRBUEDIE, & 72135
HOMITERBOMKMEF = v 2L, $HE2~ D
WENC RS MR L Tilrh#EE &t X 12,

IEEEDFMICHEL T, 4 O Im ST 1
WERBITL T 2o LchS> TEFHRIBMICIRL Eh S
DF 2 — THEETEV, AW ZRERE, APl
BT, TORICEENL N 27T 2. Lizbis
TIHYEE X ABHARBUICHS3 &, A, BIIFD %
ERBWEINE T L L5, BHO—IzZlic X b
PRERU 7c 3, —HBId IBEEIGIL R B2 BOZEA S 4R L
2o A, BIBH& HEBHIRIE LG, 6059-S
e TR & Ui, PEEREIZEIRT X, M L 7 i,
MBH-GEn<0ED, AR AR MR TR B L T oigs
REL 1,

NOV. 1980

bl T, DI IBOKE S RL, L1
il il & UTARZ IO T RLEE NG X, Liljo
W, WATIA4e¥a 40 L2, LR CEHEMIC T PLEL
T=20"C T TURALIAL 120 1 PIDGALYE TS sz
T s & LD )NLKL E DISE D 1= %%
125 UIRASI B AEIRIIC B RRRG ) ICLRINE 2
ElSotco

ZDILDHMIC DT H, BEEL I ZIRICE Ll T,
TN ObAIckT D 2 2 EL . ThbDy
Filt e Hg, RIRIED ¥ F PP R R A LNy
a5 LMY ATES D) 1TS54 L TUHLIZBEL 220

4. AEH*&

SAHID - L DM, MifizeD T E, B, Bit
01 3,000 rpm 10 S3RADie Otk kD |- iK% i
Pt -0 MR %, 08D 4 (KD 1/20 M
oM buffer (pH 7.0) %/nx, polytron homo-
genizer T homogenate Z{EXL, 3,000 rpm 10 /3]
LW i, D LkEREzicgEL -,

WEWNEE E coli T437 %1501 = 56 KM ¥H
agar well HEICkDiTIE > 1z, B - LTE=}o-
W TERLU A G 7 Rl mb BEEICAL, Bk B
ko MBiF, MELPYEREC LTI, 1720 M 4% buf
fer (pH 7.0) TERL -HEHERAL AL, ol
THEOREMRIZ 0.1 pg/ml TH- 12,

BB K &

L 500 mg %R0 EMARE

FE ARALLUS 51 5 QR4 T Table 1~3 (oR
To

B X OMBE 2 9 Wi2-DuvTit Table 1IiTRT
bt JEF No. 8 (%< 8 FEMRFHANICEL T~13
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THb. TORMREOBRELHBNBELADETE
WU 20

Table 2 {222tk thERDFRTH 17 ) & (DT FHIC
DD HFY) AT 572 5 5B (No. 6, 7, 8, 9,
10) oyl 22 fEWT, hBEAWEESThkichmd, EX
hiEEis E 2B LT 7545, EH No. 13, 19, 20,
22 @ 4 EGNIT-ii gl hme - LT, 6059-S 5
i1 TH 2o

Table 3 i3 Dk Rt RO AR FHBHICIRBLL
AREABRE D MBE 2 e L 7ok TH %o P No. 6 i
Filith, WEEABEDI:% 6059-S FEETE 1o

1 bR

6059-S 500 mg 557K o - FBE I3 RRBSHIRIU TX
Bhoths, 33 BET 34 £4 v FERELI. M
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Fig. 2 Plasma levels of 6059-S after 0.5 g intra-
muscular injection in patients with various

infection
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5% 1, 2, 3 BRIEDOICEDRTER 30 Hdo%
AW RERRE T LD B E, 30 H~1 BRI 30 4k
T 14.6 ug/ml~27.7 ug/ml KA L, Fig 19.8
ug/ml, 1 B3R 30 43~2 AT 30 SR Tid 11.3 ug/
ml~24.9 pg/ml i34 LY 16.4 pg/ml, 2 K59 30
2~3 B 30 ki Tt 6.69 pg/ml~17.1 pg/ml
SHTEE 12.8 ug/ml E758 5 7o KA RIF R b
fT2RL, FRELERVEMERL. T, COR
ERBERNICHDEDBEICEL TS LR 3, E,
BB M EEE DZIZED LD - 120

2. A, B 181K BRI

Table 1 ic DER#% % & HTRT, 5EH No. 1, 7,
8 TRIBEZEIZBKRL T, MoWIZEES b1
ERTH 3,

‘8) AEi (RIBERRET) PRE

500 mg HEEH 48 53~3 K5 15 HORIEHETH
%3¢, 1.85 ug/ml~195 ug/ml OREZRL, 24licE
T 20 pg/ml LI EDEEERD I #&iC, fEH No. 5
it 2 B3R 5 Skic 195 ug/ml 2RL, 20 542k
i€ 145.0 pg/ml ERDETFLIA, BFIRW-{DT
BRNMEBELEFET A E0Z 2, 5 No. 4,6, 92
RIBERLEBEL TV BERT, A¥OABH~OBT
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BTzt 2 BRI & 102 3, T
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ZmU, 24 3.0 pg/ml P L OBEAE B0

S
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fEH No. 5 T, Mk 2 K0 25 2T 20.1 ug/
ml 2RLADEYHELT, EY No. 2, 3,6, 9 0
IHEHERT S, BREBIC L BRIFEBITERL T
%0 ChiRAEKD BIH~AOHTIZ NB/EDOSICKS
3, JUZEBIIRE 8 U TILMAEA & b BITMTRbhlic b
DENZ B,

c) MOEERARE

9 PloLpliconT, Eabk 1 50 12 5~2 150
37 sydMD ERLREA MR % BIZL, 1.97 ug/g~9.50
ug/g D BIEHADBITERYEY 5 B2 BD .

HEH No. 8 TiZERMEASH  ERADPE i Hs T
9, RIEMICIRL b, sk 2 1T 11 2ol
PEETIZ 7.55 ug/g, 2 K] 16 ) DIBTEIKIZ 7.45 g/
g, 2 W] 20 4342 8.50 pg/g, 2 WERA 27 S}iBXE
T 7.95 ug/g TH 720 EH No. 9 Ti3Bikik 2
I 35 5T 9.50 wg/g DEMEBDI, KL ZD
DM AEIBUEL 22 3 PITIINOT N SREBUTH 55
fE%ERL 720 SEF No. 4 TIREMHBBO7-HBEIZ 1.
97 ug/g LIBIMETH - 70 LIEDOROIETEAIZ 2 Bl
PETE—-2I10GE0, $HERBICHHIL THREEERL
720

3. RERERICHITIMMARE

22 MoRIEREE S Table 2 ICRT .

a) hERNRE

ERNIEE SHERFEOR S £ -, REREOD
GEOBEMN, BLXUKECEWLEEN, FAM
D 3 BHC G ThHIEA AR & LRI & OBFEE Fig. 3
ICRU T

EBBLUHZ —ETI3 1.55 ug/g~5.34 ug/g,
BERAIETIZ 3.15 pg/g~T7.30 pg/g, WEMB LU
HAMETIZ 5.35 pg/g~8.05 ug/g DMEERL, KE
DEROBEOBITERT BTS2, EH No. 22 D%
ALt hFE 4 TIIEBIA IR EMET, BERISRI)
RAFTIE 7 B8, MBI T 4.87 ug/g, KIEDHIVE

Fig. 3 Correlation of 6059-S concentration in ap-
pendix after 0.5 g intramuscular injection
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WTHIKAIE 8.05 ug/g, £ DMl IRHS 12
7.700g/g L1520, WMBEMMT 2.27 /g
Ziltce T OMBUTHMEIN & D& D IIRIE
IRMOHICEDIEE 5 7: $ DT, BEDH
M2 I TAUREEN TV BMD, MUObik
FMELGOND L E B,
b) BKHRE ‘
‘ RERpEr oL No. 3 oi#Tiz 16.3
$ ‘ ug/ml DJEKNMBEE 17205, T OBUKIZSE
: BAET, poMER 1M 15 H0ETHD,
N ST S thiE O — 7 OfHETH A E XD,
AP MBE RS EAT 2 b0 L%
A oMb, —77, fEH| No. 22 QEWLRE
28 (iss) OMIEBUK TIZMHOBAICK
BIMBIC X > TREICENSSD, W€D
LIt T ABITICIIE D OHEZEL,
L b3 L bBITREL RO
THo71o ‘ ‘
4. ZOHhoEBAIRE
13 PloRERRA Table 3 ;R LT
Edidid; o3 it VLS Sa ¥
a) M+=iRBRBICEH T IEBARE
$E#) No. 1 T2 KRB A ATICERIRL 72
B, S 2 BRITIZ 6059-S MEFI 1.6
wg/g YT THY, 2K 18 s3icid 2.508/8
LUK, 3 BRI 155, 30NCIBE
RRLUTFEL o720 3 B 195ciiiti L
meci 3.15 ug/g 2187
fE# No. 2 ZERBOZILHT, AKH
B2 ABL, SFREBRRO DTS
 DEABKF V- IDBEFFE ot 6059-S
$ | 500 mg MEEH 2 B:R 40 £ IREEBIKA
MpFIL 8.81 pg/ml Z7RL, €0 52kid
11.3 pg/ml & LRL T, B2 EL
fokHEMIE 2 W50 53 T 7.30 wg/g @
t AR Utce CDC LIZIBHOBKTIZ 3 M
‘ RRSE ¢ b SR~ OB TAMILTHL ©
LARLT S,
SEERRERE b) R, AT SRMARE
e FM No. 6 ic#0 T 500 mg Bk 1k
PO ML ME 1L 2.76 ug/g TH - 720 25 5>
#icid 1.90pg/g LRPBETFLED, D5
Akicid 2.41 pg/g EERUI COER
(2T & EIRSHCIRIN L 72 B STARRR D AR B
ik aHBLEZ Sh . CORITIRELR

26.9
215
3.18
9.50
e
+

2.0 (Pamctured)
8.50 (Body)
1,95 (Cervix)

7.55 (Fusdus)
7.45 (Body)

35"
rYE

- 6.15 (Mucous membmane,

" Other part 5.11)

20.1
Dl ox
5.6

¢ Diluted by biligrafin solution for cholangiography
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1.97 (Atrophic gall bladder)
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00g,
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i :
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3.55 (Mucous membrane, Other part 2.40)
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time after
injection
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injection
Inflammatory degree
of gall baldder wall
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Table 2 609§ concentration in varlous body fluld and tissues from patlents with acute l”ondleh‘l snd others after 500 mg
{ntramuscular sdministration
Case Age, Sex Diagnosls Time after 60398 concentration wic:
No, Name | Body weight (Remasks) injection | Plasms In appendix In ascites ‘
(ug/ml) wa/s) (ug/mD
1S, F 1° 10 20.7 Sy
1. AS 3% (kg Catarrhal appendicitis ©ar 2.65 17,000
L] '
2 RK | L (k‘:) Catarrhal sppendicitls | 1o 35 | 50 2.65 12,500
15, F Catarrhal appendicitis 1° 18’ 278 16.3
3K | a8 e with ascites s | 217 13,000
L] U
4 T0 | g | Ctarhal sppendiciti i 6o | 2 10,500
s. ms | 2o (k‘:) Catarthal appendicitis | §° 20’ 41 | 200 11,300
81, F o 3.30 (Appendix) 0.32 under
6. KS 67 (k) Left ovarian cyst 2* 7 9.30 (Cystwall) (Content) 4,900
1MW | g (k‘;) Cholelithiasis 1° 5o’ 1.55 4,700
8. He | 3 F | ¢y i . 55
X 61 (xp olelithiasis 1° 5§ 3.45 7,300
9. KK ;g' (kb;) Gastric ulcer K 4.23 4500
1. ya | 52 M o ey ,
. 55 (kg) Involving of sigmoid 3° 43 5.34 A 7,500
11. KK 48, M . o o
. 54 (k) Phlegmous appendicitis | 1° § 21.1 | 5.75 15,000
12. ws | 18 F | 1 2r
. 48 &g Phlegmous appendicitis | 1° 21 3.15 9,600
Phlegmous appendicitis
22, F E. coli 1° 22 5.30
13, .
HK | 60 «o) MIC 10° :0.2 1°3 | 118 17,000
10¢ : 0.1
30, F . 1° 54’ 5.20
14, .
TI 62 (kg Phlegmous appendicitis » 2 %9 10,500
5. N 8, F Phle'smop appenfiic.itil 2: ! 5.40 (Hernia sack)
.. 28.5 (kg) :uh-nght inguinal 2, 15' 7.30 (Appendix) 12,500
ernia 2° 25 +26.0
38, F 2° 48’ 14.9 i
16, SN 55 (ke) Phlegmous appendicitis | 2° 50 3.40 (Mucous membrane) 9,200
4.15 (Other part)
28, F - 4° 27
17. Y 3.90
S 40.5 (kg) Phlegmous appendicitis 4 46 207 11,000
50, M ° 15
18. Y ’ dicitis] 1 15 6.51
Y | 43 g | Cansrenousapp 3w | 176 13,500
Gangrenous appendicitis| ., , .,
o ax | & F E. coli 2" 45 2.67
’ 30 (k) MIC 10*:0.2 ¥ o0 5.35 18,500
108 ;0.1 15 16.5
Perforative gangrenous
6 F appendicitis 1° 10 215
20. UT ’ E. coli 1° 158
7.1
17 Gg) MIC 10*:0.2 130 | s 5 15,800
10 :0.1
10, F Perforative ga ° 13
21. SK 'y gangrenous 1° 13
36.5 (kg) appendicitis 1° 18 141 | 7.56 113 13,600
Perforative gangrenous i: 33: 4.87 (Radix) 1.23 (Pus)
61 M appendicitis 1 35, 5.02
22. TS 73’ g) K. pneumoniae o 35, 1.18 (Pus) 11,300
MIC 10* :0.39 1° 38 8.05 (Mucous membrane) ’
10° : 0.2 o 4ar 7.70 (Other part)
1 43 2.27 (Meso-appendix)
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Table 3 6059—S concentration in various body fluid and tissues from patients with acture or subacute infectious discases

after S00 mg intramuscular injection

6059—S concentration

Case Age, Sex Diagnosis Time after
No. Name | Body weight (Remarks) injection | Plasma . In tissues
(ug/ml) Tissues or body fluid (ug/g or ml)
1. KN 68, F Duodenal ulcer with 2° Omentum 1.6 under
36 (kg acute pancreatitis 2° 18 Omentum 25
2° 40 9.92
3° 15’ Omentym 1.6 under
3° 19 Normal gastric wall 3.15
3" 30 Omentum 1.6 under
2. SN 45, M Perforative gastric 2° 40’ Ascites with pus 8.81
60 (kg) ulcer with acute 2° 48' Ascites with, pus 11.3
peritonitis 2° 5% Omentum 7.30
3° 30 15.9
3. 1A 65, M Gastric ulcer 2° 30' Omentum 0.32 under
74 (kg) (ulcer IV) 2° 3§' Omentum 0.32 under
4° 35’ Gastric ulcer tissue 1.78
Normal gastric wall 2.64
7° 10 u0.32
4. KK 46, M Gastric ulcer 2° 33 Normal gastric wall 5.75
50 (ke) (ulcer II) Lymph node 2.64
Omentum 3.70
2° 45 16.3
5. SN 45, M Gastric ulcer 2° 20 Gastric ulcer tissue 5.12
44  (kg) (ulcer IV) Normal gastric wall 3.56
3° Omentum 1.96
3° 15 6.69
6. IH 29, M Abdominal fistula with 1° Fistula wall 2.76
54 (kg) abscess 1° 20 17.9
S. epidermidis 3 1° 25 Fistula wall 1.90
MIC 10° :12.5 1° 30’ Fistula wall 241
108 :12.5 Drained pus (2 days later) | 2.90
(0.5gx2 IM, at 12 hrs) Drained pus (4 days later) | Trace
7. TN 15, M Abdominal fistula with | 2° 20’ Abscess wall 3.75
45 (kg) abscess Pus in abscess Trace
2° 49’ 133
8. TS 16, M Anal fistula 1° 30 15.8 Fistula wall 1.80
49 (kg)
9. TY 76, M Intestinal obstruction 3 Intestinal wall 20.2
45 (kg) with stranglation Mesentherium 194
Intestinal content Trace
Ascites with pus 24.0
10. MS 30, M Right lung bulla in 1° 10 Lung tissue 5.55
58.5 (kg) upper lobe
11, MS 64, M Left testicular 1° 55’ Hydrocele content Trace
83 (kg) hydrocele 2° 2 Hydrocele wall 3.73
2° 15’ 15.9
12. TK 34, F Left thyroid cyst, 2° 6 Cyst wall 6.30
41 (kg) Papillary adenoma Normal thyroid 7.00
13. AA 69, M ASO bilateral upper 1° 10’ Fistula pus 6.99
32 (kg legs with abscess and 1° 12 Foot skin 4.71
fistula 1° 17 Foot artery clamped Trace
1° 22 Foot skin 2.80
1° 25’ 221 Upper leg skin 6.33
Upper leg muscle 8.24
ASO artery wall 133
Ischiadic nerve 8.04
Bone marrow 3.0
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12 100 FXux 100 © 12,5 pg/ml THoto ZOMH
135 6059-S ic kD MMEITE oA 1A 2@
500 mg DRFEIC THEYRB Y EHE S hico Wik
2 BB 12 MMICHE S hrc Ao 6059-S I
Biz 2.90 pg/ml £iB7:ht, €0 4 AHRICNEL foik
I 2 WM O 6059-S AL trace TH - 7o

5 No. 7 TR 2 KT 20 S0 MEHS LU
RADMH-AREEREL, WKL 3.75ug/g £ 1:
h3, IMH-Ti3 trace TH 7o

c) MRMAEICRITIEMMRE

SEF| No. 9 12EeyatIBPNmHT, SefEHk 48 Mid%
FRL, EIBIREFE -7 KEBRIIMETHD,
IBPIMEEi: 20,2 pg/g, WBMMT 19.4 ug/g E1BI DS,
BABOMEIT trace TH -7z MUEBIKTIZ 24.0,48
/ml Df% &I,

d) WHEREAEICISIT SAMPRE

$E61 No. 13 OBIIRTE(LE T BRI D BE T
JEIC Bl - 7 FREA BB GRS IC, 500 mg %MHEL TED
R B ERBE U DS, BRI, L,
ZEBRLTHD, BHES 1 B 10 SOMHPRER
6.99 pg/ml %187, 1 KM 12 Y0 BRBAATRZIMIL 4.71
ug/ml TH o708, KEREREBLSHTLDT, Bkl
Wexdm Lo 1 5 17 DO MAIREIR trace 175
b, MPEHERAL 7 22 4icit 2.80 wg/g E1iote W
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%t 1 MM 25 P TKRBUINGEITIL - 1o, YiktBo
AMAAMA ML Table 3 DELHTH B, 605-5 i3

D R AL ARMIC swumm‘: L 'CB D, KRB0
BIFISERMERR 5o : o

I. MECEIMRARE

Table 4 ic 4 PIOMRELLDHTTe 2 Michkh
1g Wi 2 MicBOBD 18 ik 28 DLANN
EATFREONRIC A MMHERINL, REMELL, #
#EEW No. 1, 2, 4 OMMZII T 6059-S 285
L, AT 1cEATHSe p

1% No. 1 12W, wwmaamémusn
#MT, AN 2 g ANMIEM GO BYEBOK RREI
8.38 ug/ml %187

50 No. 2 i * 9 X nMBH#D %tcxs Reg
Wz, KM 1 g MIEROMIEMUKIZ 15 i 12.7
ug/ml, 17 5% 14.9 ug/ml, 50 538 30.5 »g/ml, 1
5N 28 434k 18.7 ug/ml £ LT Vize AMiZ %
Hax S0HBME 4 v F VABIABTERL .

£ No. 3 3B TH 205, WX ARELA
DL THh, HEMAREIX 13.9 /g 281 —F
REEE DI OITPIMOEBA R (2 trace THo1,
CZTHREL N> TOIUTRERN b IEMIIBTT
3 LAEZRLT S

9 No. 4 1ZKRBAN = TIREUC K 5 BIHERT,

Table 4 6059~ concentration in various body fluid and tissues from patients with acute or subacute infectious discases
after intravenous administration

Case Age, Sex Diagnosis Time after 60598 conce
No. Name | Body weight (Remarks) injection | Plasma . . In tissues
(ug/mi) Tissues or body fluid (ug/g or m
1. MN| 60, M Acute peritonitis after 30’ Ascites with pus 8.38
59 (kg) gastrectomy, gastric
cancer
E. coli
MIC 10%:0.2, 108:0.2
2g IVD/2 hrs
(WBC 15,800)
2 FT 73, F Perforative MECKEL's 15’ Ascites with pus 127
35 (kg) diverticulitis with acute 16’ Ascites with pus 140
| panperitonitis 17 Ascites with pus 14.9
1g1v 48’ Appendix 10.67
(WBC 16,600) 50’ Ascites with pus 30.5
1° 28’ Ascites with pus 18.7
3. TI 66, M Sigmoid cancer with 20 Cancer tissue 13.9
47 (kg) subacute obstruction Sigmoid wall (Anal part) Trace
(1ev) 36" | 381
' ) 52 Appendix 15.7
4 CA 37, F Intestinal obstruction 1° 22 Necrotic intestine 11.7
57 (kg) with incarceration of Oral intestine 19.8
right femoral hernia Anal intestine 19.2
(1gvD/11r) 1°30° | 759 | Appendix 14.8
Hernia sack 18.3

e .
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BRI TR > TE D IR O ITIE » 1o 1 g AMAME
HTo 1 HR) 22 s3ICHIRETTIZ - 228, HAZEEIRH
T 11.7 pg/g RLFIRIOEBT 19.2 wg/g, CIRIOGER
19.8 pg/g DREEBL, WRE 24 HHLLEER
AT E DA E AR TR, OR, RTHNTR
ﬁ%m)mmwm@ﬁﬂ&%nmorrwf$ae#x
&

e

% ®

4B, (CEBOLHITO AKAIC 5 5 RINEHIEOR)
ﬁﬂ.m¢ﬁﬁ®&3.m*mb@wMM@mowrm
FREINTN3B, Ltvb. J:Dﬁﬁbfiéé;ﬂix_bnaw
i, REMBARE, KICZOMBTHS 2,

4R THLOMEFICEK > T, FHOILFEREHO
SRAREORFDT DN T BH, BIKICEHS 54
BARE TR, B5RH A TOREEZRDTBLDS
T& D, [A—@ENORBNRE OB LEERT
3 ERATHICE 4ED 6059-S DRRICHINT
b, ARMICRHNELEBRT S & iICHEL 8,
ERUBI- SO, TABRARRELES .
‘e A IR AR R % 30 HFODMEFLL -
bDTHEH, AH 500 mg Fhikik 1 BRIT 19.8 ug/
ml;, 2 B 16.4 pg/ml, -3 B:RIT 12.8 pg/ml L 13
D, fOBE® o 1 B 21.0 pg/ml, 2 BR9 20.1
wg/ml, 4 B5R12.2,ug/ml LV DOEETH B, &
HEEOFHIICKY 5 bDTHS ¢ LEEERNUIM
BOVETHE,

RIRENIBN-ORERBREIR, BERETREE Y
BEAiR LI —YOBH, 503 T-tube itk 34
B F L — oo HitlEHic k- TRESHLT
%o LU, IEHME0RBH BEfiBIARIZ, FiHiyO BRE
LIRS TEY, FHEuCR KEOXZEIZ b3
&, REDEELTOIAKRORBEEREZDEEH
LTWB &R B, Lici->T, ABBHICET LR
DOERBIZ, FHRRICRIIICIRRL - SO TR TS C
EDBFFTLNENZ B0 AFDABHAEEEIZHENE
<, 500 mg DHFECLIMETHECLEEZD LM
ETiRb - EBEOEERT EBRS W3,

JBZEA @ BREH- M3, TRREAES THHEED
BELRUI. 2T i3, BEHAHERBTIIBE

EhddiTbhdc EARLT S,
NEPERE P BRE I3 A O IC A L THEARL, &
KEHICEIRR L 7 1 #ITid 2 57 20 43ic 8.50 ug/g @
=2 %2R
BERELICB 2N BREIZSEREICHAILT
ROBTER U ARROERHER CAEMRE IR

TR TR, BEREOBOAMED, &
IERBE OO T L8 2 maatt mBsg A
I3 LicdioT, #EREORY - /o LEHARA
WEEERIET D Licky, PidkHIDLREMME OB
PRNTEDLILICIN D, WHSIICDARICHKELTE
RO D L BN MEEZRHE L TH 7, WENT
BRI ZEDIIS D3 K& <, ULhbEiEMENDT,
RRIGA LI RTTREE 78 D Wik WL T2 & #R
3. lfic, Dibekacin, Cefamandole T34 137L -
TRMAMBEALBA L, SR E DRMISARE R
TNBHY, &ED 6059-S THEhEiIck 2R ELT
o tDT, RERBEDOMMAW SIS hizbDE
%15o$ﬂ®%&fﬂﬂ¢ﬂﬁ@e 7 BG4
Rﬂ!czb%é:énéﬂf fﬂlﬁﬁl"]l&&fbt’ HiCt’LJ:D'P
?Enf.lﬁw¥me2!ﬁwr§?5¢&ién
%0 bbHA, FROTHRUHERINTVIBATHS
B8, BUAERIDEMMA BB IRBEICB TR, RER
BiClpl LU TREDHE O SDBERIC, hoLkhEHL
HERL, NPREOE -7 X0PPBHLTE -7 1%
U, PHELEIBEOHROGDEPEIPHLTHAILINL
UL, REMBBOD, H2VREELZOMERT
i3 HIRBABTORIFEEATS, BEAE BT LEN
b, TRRTLDBROBITT, Hlkd T EDPLTHS
EWZ B, MAEKOHERABRE L, KERE L DEM
—DDAREUBRFLERLBLEZLI NS,

BKDOBTTT O RERE EOBMiAS D, EERHEDONL
KTHBTREPLTH 20, MELBIIES, Sl
biEl e UL, WHEOIUKTE, WHOBEICK-
TREUENDD, ¥R, BELERH TRBTIIEL,
Ldd 2 Bfid» s 3 BElbhr-TE-2IETE LD
THd. COC LIZIMBEEL IMH & DBE, S bHSH
T, MEOTREIN T2 BRI AIEREICLELTH
WE OTAAARMA BT ERT LS, BH BRI
R, JEIC K 3BITSTEbNT, B> T
BTN BREE RTEELIOND. Lichis
T, BECRIERDAICK ZRBIIEET, Ffl, 4
B, FUF—IZoARNESLELSHEBEEL SN
%0

BAREB®R#EL, £0 MIC 2REL B bDIZ—
THoteh5, SAMMEEINTNS S 7 ADRMASERE
T3 E.coli 5 #:, K. pneumoniae 1 ¥k D318 5h 7z,
Zd MIC i E. coli Tix 10® cells/ml T 0.2 pg/ml],
10° cells/ml < 0.1 ug/ml THb, —F K. pneumo-
niae Tit 10* cells/ml T 0.39 pg/ml, 10° cells/ml
T 0.2 pg/ml T 70 6059-S @ 500 mg FEics
3 RMARNEER, chsoiio MIC ZKigic L@
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CLINICAL PHARMACOKINETICS OF 6059-S IN INFECTED TISSUES
FOLLOWING INTRAMUSCULAR ADMINISTRATION

TaxasHl NAKAMURA, Ikuo HASHIMOTO, YASuo Sawapa and JiroH MIKAMI
Department of Surgery, Tenshi General Hospital (Franciscan Missionaries of Mary)
Eucur Bekki, SApako HirasawA and HiroMu ABE
Department of Internal Medicine, Tenshi General Hospital (Franciscan Missionaries of Mary)
HirosHr KaTOR and SHIGEO MATSUDA
Department of Fermentative Product Laboratories, Shionogi & Co. Ltd.

A new antibiotic drug, 6059-S for parenteral use, one of the oxacephem with marked resistance to B-
lactamase, was administrated to 45 hospitalized patients with infection of abdominal organs: 17 with acute
appendicitis, 9 with cholecystitis and cholelithiasis, 5 with gastric and duodenal ulcer, 4 with intestinal ob-
struction, 3 with abdominal and anal fistula and 7 with others.

In 41 cases, 6059-S in a dose of 500 mg was given intramusculary before the operation. In 4 cases,
6059-S in a dose of 1 g to 2 g was given by intravenous single infusion or intravenous drip infusion before
or during operation. Tissue speciments of different sites or body fluids were taken from the removed
organs during the operation. The materials of purulent ascites, A-bile and B-bile were subsequently taken
at intervals.

Blood levels of 6059-S were observed 19.8 ug/ml at one hour, 16.4 xg/ml at 2 hours and 12.8 ug/ml at
3 hours by 33 patients after 500 mg intramuscular injection.

Concentrations of 6059-S in the A-bile increased gradually after administration and reached to the peak
at 2 hrs, then they declined very slowly. 6059-S was observed in the B-bile through the gall bladder wall,
and reached comparative quickly to high level after intramuscular administration.

In the appendix, concentrations of 6059-S were 1.55~5.34 ug/g in the normal and the slight catarrhal
cases, 3.15~7.30 ng/g in the moderate phlegmous cases and 5.35~8.05 ug/g in the serious gangrenous per-
forate cases. Concentration of 6059-S in the gall bladder wall and appendixes, was directly proportional to
the degree of pathological changes of inflammation.

The peak of concentration in the purulent ascites in patient with perforation of MeckeL’s diverticulitis
was 30.5 ug/ml at 50 minutes after 1 g intravenous administration.

On the 6059-S concentration in blood, purulent ascites, A-bile, B-bile, appendix, gall bladder wall and
infected tissues were observed higher than the MIC of 6059-S for E. coli and K. pneumoniae bacilli, after 500
mg of 6059-S intramuscular administration.

6059-S therefore will be a useful drug when used for chemotherapy of abdominal infectious diseases.



