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# L Oxacephem Rii/k#K, 6059-S DHKKIERICHT 5
KK - lRIRHIF R

AR - FRERK AR 8- RFBE-BA K- HIRAMZ
RIS KM R L HRFA R

6059-S i, HHEOME - EHUABOUIE RRIC K& BRAX S h: RAHRT, Oxa-
cephem M2 HL, BERGMICHINI:BYORATH S, £ T, WIKIGRAICET 3 X0 Dk
DN & AR OB G 2 BINCHIEZ1TIE - 1o

PR BRREICHR T 2 AKID MIC i3, MiZpk@l 50 ke 48 #kickiL 0.78~3.13 ug/ml T 50
pg/ml OFH:R 1 #A B, 1 70z VHH 0.05~0.10 ug/ml, KM 0.05~0.20 ug/ml, B
26458 0.10~0.20 ug/ml, #RIME 1.56~50 ug/ml T, 2L A X OMAICKLAROEEAERL -,

AHl 1 g~3 g OMERDAHMERS T, MrhRELI2AB dose response A5RL, fMich¥x
iz 100~145 3 TH oo 5% 8 M E TORPEINEIT 70~83% ThHo1-o MEIRE L
— 7L MhREY — 7 ADKIT 1.4~2.3%8THb, MWD 1 T 3 g AWM 30 Hic 4.1
ng/ml DY) 3 — Vi EEEBD I,

FERARRGSE 20 4, RomuE 1 f), BEREss 1 @), BOFE S B, RESREE 2 4, €M 1 H
D&t 30 EFICARE RS L, MIC 25 ug/ml ORIBEIC & 2 [EIRIE 1 PO MG TH>
1Pgt BRD 29 BIIEBHO L REMTHYR 7% ThHotoo BEABMOBES NI 26 5 28 4
it 2 MEEIORIAUE 96% T, MIC 12.5 ug/ml UFOF X TORLBRREI N, Bhi-BE
PRERL 120 KARGITERT 2 LEDW2EFARUERREMBRMIIZD ST, zkmiﬁ‘ﬁ

HME L, hOFRLEREERIN S,

# -}

EFICED 3FNEDERROLSRIE LS, ERoHiES
KRTARBERT LOUFREDEN R EBBL T3,
FICBCEDKHIZ, RAEYEONGME - EHHEBEORE DM
BIEITL SNLBRER» SAR I N HrERELIPE L
BOOFLOBUERBELTOBENITETH B, &5,
B3, MgoBRICEEST, HEYEOEKLZZBKZT
DHDELEMTIRZINLINTN S, 4H, EFHENET
K TAK &1z 6059-S, 7 - B -( 2-carboxy-2- (4- hydroxy -

Fig. 1 Chemical structure of 6057-S and
Cefamandole
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(b) Cefamandole (CMD)
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CH-CONH
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phenyl)acetamido) -7-a-methoxy-3-{ ( (1-methyl-1H-tetrarol-
5-yl) thio)-methyl) -1-oxa- 1-dethia- 3-cephem-4-carboxylic
acid disodium salt® (Fig.1 (a)) {2, Cephalosporin S
RF% O [AFTHML7- Oxacephem MALET ZHLENE
ELTEBRICHEN-BRODILABTH B L E bic, HicEl
EOHBAASHIIED>OH 2 BBOMBL SATIC LKL
LOBHORBEZL > 1-{LABE LT, BHTHRKFEVENT
b3, €T THHR, ThSoEEYN REEEICICERH
FLZOSKRBRENTH S, FTICEKSALC Ok
EHENTOEDOES, RUZOBELOHICEIHTHICER
EEbETHELTN -1,

FERUMH

1. MRRRERECTINEN

TR B RYE BERREOERIERY 1T 107 /ml Lk
Tt xh, MRS, MZCEKE 50 & 4177
VI AR 3L Bk, RHZIRES 27 kK, KBRS 104, xV
FoNy 82— 8 ¥, RUGAE 33 kot 159 BEHKIC
x93 HEN (kS Etic i T MIC 2]
L, #EkoD Cephalosporin #l, Penicillin ¥V
Aminoglycoside #|o MIC & EkpIcHIEL HBU

EBERI, AR 5% ERGHER MM HL
broth [(BBL], 4 v 7xv¥ B3 5% RARMLME
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#n B.H.1 broth [BBL] (Fildes broth), £{hin
it H.I broth [BBL] ZMy, 37°C, 18 W5nawk, %
2 -0 T 10° /ml IZMIRL TR L 7o
REHRIEEmE, MARMEICIE 5% BN M
i H.L agar (BBL], 4 ¥ 74z v ¥BiIcid 5% Z&
#{Lmein B. H. I agar [BBL] (Fildes agar), £l
o@fEiciz H. L agar [BBL] 2>, #4757
25—y DB (RSB 1T WHREHK % E/L,
room air, 37°C 18 MR3ERIcT MIC AHEL 720
nE, A7 yFETIR 10° /ml Bl 10° /ml
BROEEZRAMICTIEY, EMERICEE MIC 0%
BEE~N .

2, EBHPCRTIRN

(1) 6059-S REEREE

E. coli ™37 Z TR & 42 WlhvTHEICLD
bioassay %1775 - 7o BsE¥EHIZ DST Agar [Oxoid]
%M\, H.L broth [BBL] izT 18 M:ifkE%L 1- E.
coli 7437 BEMABIRL 10° /ml icBHL =%, & 90
mm OEERY ¥+ — v FHEK) ic 10 ml §°24
Flro &E%B BRESV- b+ (AXAEHSER) 2%
#, 1 .40 200 ul DBREKEFEAL, 37°C 18 BAQsE
£, HIEMEREAEL 2. B8RRI 6059-S FX%
7= Am$ERTG 1/15 M, PBS (pH 7.2) THIRL T
ML, MBERUBB LTS 1 — F TORIEITIZAMYE
RRRFIZRA, BE, R, RUY 3 —LhBERIEIC
it PBS MRRIIER oo BN_TIEIC & B EHEMG
DEHERUBRABEDHREIZ HP-97 (At 2— Ly
bty h—FH) KT 5120

(2) 59 MCHITIRBARERNE

6059-S RAKAAHEAKKICIERL T 10 mg/ml DI
WE(EML, Wistar %7 v b, &, (KE 100 g OB
iC 20 mg/kg BEERSL, 1643, 30 43, 1H5R8, 2 0%
B, 4 Kffick 3 Iy oRmERL, BHRAEZEEKL
ke MBIAMFEEHBL THRIKEL, M, B, RUE
R, zheh 2 #&® 1/15 M PBS (pH 7.2) %z
Ta=r—H4u - FTSF A ¥~ (BRHHR) cTUIL
Uy 20%iikE LTAL, FEROFEICTEBE
EFHEL 120

(8) BERKREERICH(T Biaet

FREB|RIE 4, RME 1, HEL 1 0O 6 ZOB
HeBOT, fuohilss, Rebdkit, BEDBTREY =
“VBBITE UE L. MK MEEHEEL THRKkE
Lo K, Ya-wmidzoF X3, 1/15 M PBS (pH
1.2) THERRL ThRIkL Lo B%iZ 20% N-ace-
tlcystein % 1/5 & i % 7:%, IREHILL THRIAL
U BIRRIDHHE CBEARIEL 72

MUARARE D 1 PlicBNTIZ, ARG (2¢g 60
Y TDAIGIL o 1 0GIikic, KU L RTHREEY 1
T, QEKHIB 3 HFh SHWIEIRRL, (LR
FRICTHEM®, 2 (58D 20% N-acetyl cystein %
ATHALL 720 CORIKDWEIE agar well [LTIT1S
WO, HROOKRET V- b oic, FRICIER 3
mm OFEIERIL, 1 724720 10 ul OMikZEEAL
CMERE TS - 120

3. ENERERE

(1) XAEH

PR PRGN, LR g 3, Mlide T, MRbLAUEF
X265, BYEMISUEX K 4, JUEILIRLE 1 D2l 20 4,
BEEZ 1, B 1, MAMRMES 1, A0zt 5, IR
BRRGIE 2 AR 30 HliC L TRADERSE(T1E -
726

(2) /5% w5k

4 BIRAK 1g % 5% 7 F oBBICIHERL 3~5 4
MTofE 1l g 2 2L 3 EOH52TROD, fho
26 i3 B A DEXBRUEERICHE LT 0.26~3 g %
5% 7 FUSEBE o2 A K 200~500 ml (CTARR
U, 1 #7013 2 BsplcofLmimEs 1 2 2 0L 3
FTIE» 720 KRIERIT 3 g 75 133 g ichi ot

(3) EBEKBROHIE

AIEFIC BT, KARSHT, &5, &5%ICTHE
PR D B RIRAZIRRL, BEABEORERUELKEDH
BZRA~ B hEARO%E, BRREFRROKE D
5 Flit o KRS i1 kb, F% (excellent), %
(good), &% (fair), H%h (poor) D 4 Bk THIGE
L7z

() BIfEROREH

HE I I BARGR RO BR & & biC, MR
MR EE, AT - BEMERE, RBRESEZTLEO, IfFRD
BEEBRITL 120

B %

1. SRBHRACHT IMEN

(1) Bh%E®E (Fig. 2)

Aglp MIC £, 50 #kh 49 ¥kl xtL 0.78~
6.25 ug/ml ©, ©—21i3 1.56 ug/ml T, 50 pg/ml O
B 1 kDS Shtce AFIOMREREIC }d 210
#Hi3, AMERM I #lEL7 ABPC, SBPC, PIPC,
CEZ, CTM oWFHICHHIRETH Y, DRIHS
AHNCBERZHORESEET LM S, KFOKRESD
BT, BERUDRELO BETHELSRIAEZETLITHA
9o 1H, AKENCTHMHED 1 ¥kiZ, fho 5 FlictLTH
TRT, BOD 49 #&E D bERFHTH -7
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Fig. 2 Susceptibility of respiratory pathogenic Streptococcus pneumonice (10%/mi)
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Drug |No ol {0,013 0.025 0.05 0.10 0.20 0.39 0.78 1.56 3.13 6.25 125 25 50 wg/ml
6059-5] 50 44041 1
ABPC| 50 1 43 5 1
SBPC| 50 2 30 14 2 1 1
PIPC| 50 3 38 7 2
CEZ | 50 19y 27 3 1
CTM | 50 6 23 18 2 1

Fig. 3 Susceptibility of respiratory pathogenic Haemophilus influenzae (10%/ml)
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Drug | No. o1 0,013 0.05 0.05 0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 ug/ml
6059-S| 31 6 25
ABPC| 31 6 25
SBPC| 31 1 26 4
PIPC | 31 8 11 9 3
CEZ | 31 ' 1 19 11
CTM 31 1 22 -8
2 4v7,xv¥HE (Fig. 3, 4 CTM & i3RAREIE 22 WD Tce
Fig. 3 itZRU 1z 10° /ml BERERTIZ 31 #hicxdd (3) XM#® (Fig. 5)
% MIC i3 0.05 %742 0.10 wg/ml T kb, CEZ A# D MIC % 0.05~0.20 pg/ml T CTM 2/

CTM ¥ T#:<{, ABPC, SBPC kv Jsic Bh TRIFIEATRL, FEicilsEL - CEZ, SBPC, PIFC
1 H %R L, PIPC LERBREDSH TH-7:. Fig. KU Aminoglycoside DU Vh & b b FRicENLE
41CR L 72 10° /m] BN CIE, 31 #keh 8 Bhic 1 BA%ERU T, i
Ho MIC {1 ER%ED I, HEEEEMNICL 2 MIC (4) W%ieE (Fig. 6)

o EFbFI &L bA75<{, #ic ABPC, SBPC, PIPC, A#D MIC i3 0.10 F72i3 0.20 ug/ml T, 0 8
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Fig. 4 Susceptibility of respiratory pathogenic Haemophsius infiuengae (10%/ml)
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Drug | No- o1 0,013 0.025 0.05 0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 ug/ml
6059-9 31 2 %5 4
ABPC| 31 4 9 15 2 1
SBPC| 31 3 9 18 2 1
PIPC | 31 2 10 3 5 5 3 3
CEZ | 31 118 12
CTM | 31 1. 9 15 6

Fig. 5 Susceptibility of respiratory pathogenic Escherichia coli (10%/mI)

%
100 A
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80 et
/
R
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1 ] 1
Drug | No- o 0,025 0.05 0.10 0.20 0.39 0.78 1.56 3.13 6.25 125 25 50 100 >100 ug/ml
6059-5] 10 1 6 3
SBPC| 11 1 2 3 1 1 3
PIPC| 11 72 1 1
CEZ | 1 4 3 1 1 2
CTM [ 11 3 6 2
GM 11 6 4 1
DKB | 11 5 5 1
TOB | 11 3 5 2 1
SIso| 1 46 1
Ry ~TIC B2 B HER L 20 ETARMEFECRLBODTH >

® v Fonyy— (Fig. 7)

E. cloacae ¢ E. aerogenes 3t 8 gkicxts 3 MIC
it 6.25~25 ug/ml DIV EEFICHFL, CTM % CEZ
x5 3 K@HADsSH L 100 wg/ml LI EOREE LE

(6) #ZimEE (Fig. 8)

chEco EREE 8ub, XHicxdds MIC 3,
1.56~50 pg/ml & EWEEICAHL T, E—J71E
it 12.5 pg/ml TH -7 ERFICHIELA CTM, CEZ
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Fig. 6 Susceptibility of respiratory pathogenic Klebsiella pneumoniae (10°/ml)
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* Drug | No. of 0.78 1.56 3.13 6.25 125 25 50 100 >100 ug/ml
6059-S| 27 18 9
SBPC| 27 3 %
PIPC | 27 3 9 6 8 1
CEZ | 2 1 910 11
CTM | 27 1T 8 1 7
GM_| 27 4. 12 1
DKB | 27 18 8 1
TOB | 27 12122 1
SISO | 27 316 7 1

Fig. 7 Susceptibility of respiratory pathogenic Enterobacter species (108/ml)

%
100 ﬂ
i
80 !
]
1
P
—1:_—.|-_—--—/
6 _—
1
1
1
___d
40 ,/ CEZ
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No. of L L
Drug | g7ins 100 >100 pug/ml
6059-5| 8 2 1 32
SBPC[ 11 2 3 2 4
PIPC| 11 3 4 n
CEZ | 11 | 1 11 2 5
CTM | 10 1 4 4 1
GM 11 3 4 1
DKB 11 5 4 2
TOB | 11 1 6 3 1
SISO 11 1 6 1
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Fig. 8 Susceptibility of respiratory pathogenic Pseudomonas aeruginosa (10%/ml)
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GO
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Drug | N °f1 0,20 0.39 0.78 1.56° 3.13 6.25 125 25 50 100 >100 gg/ml

6059-S{ 33 2 2 4 20 4 1

SBPC| 37 2 1 2 2 2 6 12 4 6
PIPC | 37 1 3 2 7 9 5 5 3 1 1
CEZ 35 1 34
CTM 35 1 1 33
GM 37 3 1 3 3 15 7 2 3
DKB 37 2 1 2 4 14 11 1 2
TOB 37 3 7 14 10 1 1 1
SISO | 37 3 3 9 13 6 2 1

& 16 £ EROREAERLTEH Y, &5 SBPC EPMICIETL, 2 BRkicid, mE<T 0.3 pg/ml, fifi
Ly b@h, PIPC LIZRFELVBIETH -7 RUFFZBIBFEL 1508, BTI3 2 Bk 7.5 ug/
2. 5y bMIHITIHRASH g 4 Wit 2.7 pg/g & HICHHIEER & D IETICEOE
Fig. 9 icRd & Dic, AHl 20 mg/kg BHEtko mih ZRULTED, KT cE»oHtsn2bDEEZ
RkU 3 BEhOBER, VIFhd 15 SKICEEEE 53,
RLTHY, B 43 ug/g M7 15.7 ug/ml, fifi 8.3 ug 3. BRREGICEHTBEEMRE
/8 F6.4ug/g T 2D%IT VThOBRICENTH 1)  MmRES KTRPHER
3 SEFNCAR 1 g % 3 AMITHEL H5D i BEE
Fig. 9 Tissue levels of 6059-S in rats after in- KU 8 M ToRMmEWREE Fig. 10 i, 1
tamuscular administration of 20 mg/kg ZOBFICAH 18, 2¢g 3 g EHEIAWHEL
B Mm@ R ORpEIEZ Fig. 11 187, 2hd
4 ZpBREIIEEDLS 50~51.5 kg TIRZELL, KA
wl b 1g 3 HMETHIEL LR, WEEHOMEPBEE 92
~103 ug/ml & 4 ZEHIFEALRLMET, ZOHD
MmebEEEHER S 1312 B <, mpEEXERIE 100~
\ 145 53 Tho70 1 g HEH 8 KME TORPEIRE
i1 70~83% THU, thd 4 EFIE BITGELIL AR
BHTHoto
Fig. 11 iR L -RI—AICAH 1g, 28, 3g 2850
7oREE T, MR, 1g 3 HRITOREERKIC
103 pg/ml, 2 g 60 ARITOATHEERIC 141 pg/ml,
3 g 60 HETOAMBHEERT 177 pg/ml LSS
dose response % Wiz. 12 Btk E THRFEINE
1368~93% T TE SLDOERH S, MBS
@iz 1 ~3g FTIRZELVWEEZRLTNS, -
T, A#l 1~3 g 0BHETIE, BETRABEHERS

He/ml(g)

30
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Fig. 10 Serum levels and urinary excretion of 6059-S after
i. v. administration of 1 g dose

(20 % glucose 20 ml, 3 min.)

T.H., 33y.0. 8.S., 7l y.o.
IFemale, "] kg Female, 50 kg
Pneumonia Acute bronchitis

822 my (2. 270

6069-S 1 g i. v.
ug/ml
100
T.N,, 52 y. 0,
- Male, 51.5 kg
E Pneumonia
g i
(2}
. Lo
UINEINE U
2”UE}—‘ |
‘C‘g Joa
2y
S ﬁ L0
Bio|-
my 825 mg (82.5%)
Fig. 11
pg/mp
150 | q
3gDlL
. !
£ 10048 1ot
B
2
3
2]

2

0 2 4 6 8

excretion

Urinary
88288

g
8

Fig. 12 Serum and sputum levels of 6059-8

6059-S 1 g I. V. (20% glucose 20ml, 3min.)

T.N., 52y.0.,, M., 51.5kg T.H., 33y.0., F., 51 kg

Pneumonia Bronchiolitis

Hg/ml S, preumoniae’ 10" /ml=+(—) (T-cell leukemia)

MIC : 0.78 ug/ml K. preumoniae 107 /ml—(—)
. 100+ FMIC © 0.39 ug/ml
2
= —e— Serum conc.
i --0— Sputum conc.
8
§ 50 L
E
5
;
w
1]
[ 2 4 6 8
v Hours TLV. Hours

RO MhBEEBRURBHEM 4 — Ve i3,
dose response DHZRTHDEEZ SN 3,

(2) mEHhBT

Mg 1 6, BEMREXL 2 Bzt 3 Ear sy

Sputum concentration

757.9 mg 7%

8%)

Serum levels and urinary excretion of 6059-S

T.K., 27y.0., Male, 51 kg : Bacteremia due to E, coli

lglV.

2 4.6 8 1012

—rTr

nN.7%

NOV, 1959

Fig. 13 Serum and sputum levels of 6059-S

6059-S 2 g D. 1. (60 min.)
Conc. in intra-bronchial secrate

H. T..66y.0, M, 62kg

!
He/m Chronic bronchiolitis
H. influenaae 1(7/ml
1501 —> (-
- MIC : .10 #g/ml
'g b'd —— :Serum cont.
@ .
% Lok 828 e -<o-- [ Sputum conc. g
RN Hg/m =
5 (2 2.27 244 F/ol g
. (3R1.70~ A §
5 h t KR H
m: 50 (hemosputum) ; \‘ §
% 4 p g
\ e 2
N w
- S L i Va7 PR
100 12 14 16 18 2 22 0
23/W 4 ] 24/W } Hours

ZAMOMDREE & kB 2B ICRE L L RE

% Fig. 12 810U 13 TR,
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Fig. 14 Clinical course of ‘a patient with menin-

~ gitis treated with 6059-S
Case: Y.L, 35y. o, Male, 48 kg : Meningitis
caused by H. influenzae

15/N 20/ 28/ 30/ '79

. k'l
emp.
©
Headache R —
Nuchal -
stiffness MIC 0.2 ug/ml
CSF - -|Hinfle+ — - ~ _
Pressure enzae 180 180 150 135 100
Cell counts 170 L% 107 400 81
Glucose" 12 12 39 36 53
Protein H*HN‘ % 72. 43 h&} n
Blood eulture ensae + — — — —
‘ MIC 0.2 ug/ml
- p%.l —o—Serum conc.
K 6 CSF core.
Serum and CSF £ ' #g/ml g
-concentration Y L
of 6059-S 5 100 4.10 ug/ml ; he
(z . <0.2 pg/ml~ 08
T/ 2/N, 30/N

Fig. 15 Clinical course of case No. 4
T.H., 34 y. 0., Female, 51 kg : Pneumonia,
Adult T cell leukemia

BT S 10/1

“ H. influenzae (MIC 0.2 pg/m))

Vamhon -
107
Sputum
culturelo‘
104 =)

Céngh
Cie:t '

pain
Mpist

ales

’BC 14, 500 11, 1000 8, 900
N‘;mro. © 17,975 2,997 2,047
Liympho. 2,455 2,886 2314
Aty. 1y, 3,915 4,884 3, 560
CRP 6+ -
ESR(1%) 3lmm . 35 16
Myco-P 154 mg/dl 97 92
P30, 64.9 71.8 74.4
PaCO;. .0 - 4.4 3.8
H 7.467 7.427 7.435

.+ Fig. 16 :Clinical course of case No. 11

1.K, 70 y. 0., Female, 29.5 kg : Chronic
bronchitis CPE, Coa pulmo.

24/N v 5/V 10/V

) R VRS U W R W U TN S YO N AN S |

(ml/day) ao]- l | 4
o

- o] l‘ T

Sputum ‘n]"\ | ‘
Am”}]] .' ‘"n"““‘||m”|?m||||mum\W.ﬂ” —

volume 20
0
o 4 H. influenzae

i
101
[
(/ml) 107
Sputum 10![ \ (MIC 0.1 gg/ml)
culturelo, (+~)

WBC 4,600 8,100 5,800
St (%) 20 8 7
Seg(%)| 50 64 51

CRP % 3+ -

ESR (1°) 27mm 15 18

Muco-P 137 mg/dl 68

PaO; . | 50.0  62.8 62.6

PacO; %3m0 a6 53.5

Fig. 12 iR+ 2 ARV dAH 1 g 2 3 2HET
BELTED, Bio T.N. #TiE, BE&TH LE
thipr 102 ug/ml, WEEchiBEY, HR5H 5 RRAIC
¥ — 7 i 1.8ug/ml 2R U1z, REAIE X% T. H
TR, BEERLEDRE 92 sg/ml REDAKY
— 7 i, 85K T BERT 2.1 4g/ml THo1o

Fig. 13 ioRTBMAEX %0 H. T. ITiAH 2
g 60 HETOARMBERELTR->TED, H5ER
omFhRER 176 ug/ml, M RE ¥R 133 5
TChHoteo BMRDMEY -2, B 1 EERE T
Rekic 0.9 pg/ml, %5 2 EIE#S 3 KRGKkIC 2.4 ug/
ml 2R Utz 118, REFICENTIE, F 1EERS
O 1 Eikic, REZRRREERICXD, K[EER
;8 3 ZFHLYHWHERMUBERIEE T8 -7 -]
EEoRRE i 2 AFHRENER 5.3 ug/mL 2.3ug
/ml THb, MEOHEMENs 1 HFZ 21.7 pg/ml
CEBICHNEERL .

Lk 3 ERicETIE, RfuCRLE DI, Bl
EhPE Y - 7 ERVTHS ENThOERBICNT S
MIC A& BELTEY, 3 EMLbic, AFHRS 2 A
BiciZ B EE L.

3) Ua-IFBT

£ v 7 v VI & B BEER ORREAS, 4
AEBXU 12 gHICY 3 - vhBEEREL o 1B
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Table 1. Results of the treatment with 60598
B.W. nderl o
No. | Name | Age | Sex (Kg) Diagnosis Underlying diseases
1 | HN. 66 | M |49 Acute bronchitis (-)
2 | K.N. 62 | F |46.5 | Acute bronchitis =)
: " Bronchial asthma,
3 | S.S. 71 F [50 Acute bronchitis Angina pectorls
4 | TH. 34 | F |51 Acute pneumonia Adult T-cell leukemia
M.M. 58 | F |59.5 | Acute pneumonia (-)
6 | KM. 64 | M |51 Acute pneumonia Af., ASD
7 | T.N. 53| M |52 Acute pneumonia Chyluria, Diabetes mellitus
8 | YL 62| F |43 Acute pneumonia Sjogren’s syndrome
9 | HK. 56 M |50 Acute pneumonia Liver cirrhosis, D.M.
10 | S.I. 72 F |38 Acute pneumonia (-) i
. " Chronic pulmonary emphysema,
11 1K. 70 | F | 29.5 | Chronic bronchitis Congestive heart failure
12 | K.T. 62| M |55 Chronic bronchitis Chronic pulmonary emphysema
13 | MM. 59 | M |53 Chronic bronchitis Chronic pulmonary emphysema
14 Y.H. 79 | M |61 Chronic bronchitis Atrial fibrillation
15§ | KY. 78 | M |52 Chronic bronchitis Diabetes mellitus
16 | SN. | 68| M [50 | Chronicbronchiolitis | (-)
. s Acute hepatitis,
17 | H.T. 66 | M |62 Chronic bronchiolitis Cor pulmonale
18 | TH. 33 F | 49 Chronic bronchiolitis Adult T-cell leukemia
19 | H.T. 66 | M |59 Chronic bronchiolitis | Cor pulmonale
20 | K.Y. 57 F |30 Bronchiectasis Honey-comb lung
21 | YL 36 | F |48.5 | Meningitis )
22 | TK. 27 M | 50.5 | Sepsis Perinephritic abscess
23 | MH. 37| F | S6 Acute cholecystitis Acute hepatitis
24 | NN 66 | M [ 56.5| Acute cholecystitis Gall stone
25 F.T. 60 | F | 48 Acute cholecystitis Chyluria
26 M.A. 47 M| 54 Acute cholecystitis (<)
27 | MA. 471 M | 56 Acute cholecystitis -)
28| TK. 27| M| 57.5| Perinephritic abscess | (<)
29 T.H. 33 F | 49 Acute cystitis Adult T-cell leukemia
30| KT 75| F | 41 Chronic cystitis Cerebrovascular accident
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ptmioogialoam. | 0% | QU ey | St | oo
H. influenzae 107 - (=) 0.10 DI 05x2x7 Excellent (-)
Mixed = (=) DI 05x2Xx7 Good -)
(]
& oonimonise 100 ()| 156 | D1 1X2X13 | Good | )
H, influenzae 107 - (=) 0.20 DI 05X2Xx15 Excellent (<)
H. influenzae 10* - (=) 010 | DI 1x2Xx7 Excellent | (=)
H. infuuensae :f; =~ 07 | b1 1x2x10 | Good -
S. pneumoniae 10" — (=) 078 | IV 1x2Xx135 Excellent (-)
K. pneumoniae 107 — (-) 0.20 IV 1Xx3x75 Good (-)
K. pneumoniae 10® — 10° 0.20 IV 1X3x85 Good (-)
‘Unknown DI 2x2x3 Good (-)
1x2x11
H. influenzae 107 - (=) 0.10 DI 0.25x2X 14 | Good (-)
H. influenzae 10® — (-) 0.10 DI 05X2X9 Good (-)
H. influenzae 107 - () 0.10 DI 05%x2X9 Good )
S. pneumoniae 107 — (-) 0.10 IV 1x2Xx7 Good (-)
H. influenzae 107 - (<) 010 | DI 15x2x7 Good -)
H. influenzae 107 — (-) 0.05 DI 05x2x7 Good -)
H. influenzae 10° — () 0.10 DI 1x2Xx125 Excellent (-)
K. pnéumoniae 107 - (-) 0.39 DI 1X2X14 Good =)
H. influenzae 10° - (-) 0.10 DI 2x2Xx7 Excellent (-)
P. aeruginosa 10* - 10’ 25 DI 2X3X2 Poor -)
H. influenzae - (-) 0.20 DI 3Xx2x13 Good -)
DI 1X3X3
E. coli» (=) 0.05 2T Good )
2x2x13
S. aureus — (-) DI 1x2x11 Good -)
E. cloacae - (-), DI 1X2X%x7 Good -)
Unknown DI 1x2x9 Good )
K. pneumoniae 10° - (-) 0.10 DI 1X2X20 Good )
K. pneumoniae 105 - (-) 0.10 DI 2x2X15 Good )
Unknown DI 3x2Xx22 Good -)
lcoli 106 - (-) 0.20 DI 1x2Xx 14 Excellent =)
E. coli 10® - (-) 0.20 DI 05x2x3 Good -)

887
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il & AbT, Fig. 14 IRTA,  HIDRRIM UG
DN ROIIEEALDIATIE~Bo AK| 3 g 60 431
TOLMMHERSE T, RSIUIRO iR 210~
250 pg/ml, 5. 4 REOAMKT 30 HHICRML L
) a—thoAXIMEEIZ 4.1 ug/ml Tho1o 12 BH
IO 30 4}IC Y 3 — W ERILL 7o 38, £ DA
Tid 0.2 pg/ml KW THRILARIET H - 720

4. ENFRRNEM

KR THRIAEITE - fo 30 SEHOEE% Table 1ic,
KM 2L Rk Ak 4~ Table 2 IC5RT .

(1) HFEDHR

KBRS ARE Table 3 ic, 1 BR5ERH
KRIRAIRE Table 4 ICRT, TRBRIED S5 HD,

QESHLIRIE 1 PIARENTH - 1B, B Mg
P ~TH B2 HHTHD, LKkTo
% LEHTHCMTH e 1 BRSRIZ05gp
5 6gichih, 2/30EME1a 2g YUFoms
RCHHEREYTH72. WYHDO 1 Wiz 1 g6
g GMTHLH, KEMCOOTREDT S,
(2) BAN | o
EAMERETE D12 4 EMERL 26 gwo
E4M4 28 OMMAMBLILRE Table 5 i,
A#o MIC &M ENIZHR L OREL Table 6 1ok
To T7H 5, MIC 25 ug/ml ORMM 1 BOBLH
27 198,457 V7 8 M@T&Tﬂ)ﬂﬁmi*ﬂ&’ﬂmb
MU, MizZsRM 1 ZARICHROUL. £ORES

Table 2 Laboratory findings before and after treatment with 6059-§

RBC (x 10%) Hb WBC ESR (1°) CRP
No. |Name
Before | After | Before | After | Before | After | Before | After | Before | After
1 [ HN. 464 444 14.1 14.3 4,800 | 4,400 63 19 4+ -
2 | K.N. 388 355 12.5 11.7 10,200 | 5,200 16 5 3+ -
3|S.S. 450 420 14.1 13.2 7,900 | 6,100 10 6 + - .
4 | T.H. 437 408 12.9 11.9 14,500 8,900 31 16 6+ -
5 | MM. 440 422 13.7 12.3 8,800 3,000 77 14 >6+ -
6 | KM. 398 404 13.0 13.3 3,200 2,800 40 21 2+ -
7 | T.N. 502 500 16.4 16.0 18,500 | 5,000 9 2 4+ -
8 |Y.L 306 311 8.9 8.6 18,000 | 10,900 165 152 6+ T
9 |HK. 251 265 11.0 8.3 13,950 8,000 75 35 6+ 2+
10 | S.I 432 388 12.9 12.0 16,700 3,600 66 25 6+ -
11 | LK. 502 439 14.3 12.9 8,100 | 5,800 27 18 ko s -
12 | K.T. 441 3 14.0 11.7 5,600 6,100 27 12 + ' -
13 | MM, 442 423 13.8 13.1 7,500 7,200 7 12 - -
14 | Y.H. 485 444 15.4 13.8 6,900 | 5,700 30 21 + t
15 | K.Y. 419 386 13.2 12.2 7,100 5,800 52 15 - -
16 | S.N. 431 451 12.1 12.6 6,400 | 6,100 90 58 2+ -
17 | H.T. 377 434 8.0 8.9 15,200 5,700 55 25 3+ -
18 | T.H. 427 394 12.5 11.8 9,800 7,400 12 6 - =
19 | H.T. 408 409 9.0 8.2 8,900 4,000 85 22 4+ +
20 | K.Y. 268 273 1.5 7.4 7,120 3,100 164 148 ND 5+
21 | Y.L 384 337 11.7 10.6 7,100 6,300 153 103 6+ i
22 |TXK. 391 386 10.6 10.2 3,900 | 5,200 43 20 6+ =
23 | M.H. 418 375 12.6 11.7 18,900 | 5,800 52 16 >6+ |t
24 | N.N. 425 412 15.2 14.5 9,100 3,400 67 35 6+ t ]
25 | F.T. 470 458 13.9 13.6 | 12,400 3,000 18 11 5+ -
26 | M.A. 499 460 14.7 13.6 5,800 5,600 7 -3 4+ -
27 [ MAA. 459 462 13.6 139 5,600 5,100 5 4 - -
28 [ TX. 435 445 13.7 14.5 3,800 7,400 34 5 6+ =
29 | TH. 427 394 12.5 11.8 9,800 7,400 12 6 - -
30 | K.T. 367 405 10.6 11.6 4,100 4,300 28 11 - -
ND : Not done Normal range of AI'P  * =3~ 13 (KAU)

s =50 ~ 245 (V)
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BRI B 5 WEEAIL, < ORMEBRRIER TH
D, FIEENIEHR & BAKHROBMIISEAIC—FKL TH
3. AEOERTIE, BARICHT 3 MIC 4t 12.5ug/
ml UFOBART N THYTH - 20

(3) ®RdSEHORNE

LIFiC 5 EEROBIR %R T,

f£f No. 4, T.H. 34 ¥, 7, Misk (Fig. 15)

RAR THRES FEEKRICHEL, WAk 3 Glic b
koTA V7 VT YYHICLBM%EERBLTEY, €
OBicA v 7 v YHFBICKH T 2 bk L RAR S
hi, ERLICLEBRPIRWEEZ SNEBETH
B, A VINTVHEICIEZAUMLORERRLD,
A# 0.5¢g 60 HTOAHME 1 B 2 ARELE{TE-

720 MPDWKIRT, 75 AT A v 70z VI A
CRASNT, T OIET, AR & 2 BB MY
THEPOTH > 700 M, WEHER, JomT, TSR RO
ERWOUY i T, BRIEHEL 1eo

£H No. 11, LK. 70 ¥, 4, @H®W 4 (Fig.
16) )

N 850 TH 20 WBVERISUE & Ritho o 723,
0.3L/5y @ O3 WA LTV BHE T, LiFLIT
CO; Fna =Y A% LT Zo AN, DTG
B4 V70V FRICE L ANENEA R L b DT
HoH, AKElicxtd s MIC BARITTHZ o & &, AIE
2 29.5kg TH2T L OAH 0.25 g 60 43T A
17 2 @8EETE-70 BHOWKETL 70Ty

GOT (U) GPT (U) AlP BUN (mg/d®) S-Cr (mg/dg)
Before | After | Before | After Before After Before | After Before After
22 34 14 27 8* 6.5* 14 10 1.1 1.1
40 44 27 31 6* 5.5% 18.5 12.5 0.9 1.0
25 18 21 14 | 132+ | 127** 14 15 0.9 0.8
26 18 18 9 | 158%* | 121%* 10 13 0.5 0.4
70 25 44 20 11.5* 8.5% 11.5 12.5 0.9 1.1
17 17 10 10 | 324** | 262** 24 27 1.1 1.0
43 51 49 59 | 152** | 139** 17, 15 0.7 0.8
18 30 6 10 | 161** | 180 ** 14 20 0.7 0.8
31 95 24 54 | 159%» | 392 50 63 1.1 1.2
28 22 96| 10 | 119** [ 110** 15 12 1.3 0.7
29 22 9 12 | 140** | 142 9 L9 0.3 0.4
26 22 18 16 7.8% 7.8% 9 12 0.8 0.8
23 21 10 22 | 228%* | 155 % 11 13 09 | o8
22 17 12 7 | 197*» | 187 %+ 26 18 0.8 1.0
17 23 7 13 | 165** | 143 ** 33 21 1.5 1.6
13 19 8 14 | 191%* | 184 ** 12 11 0.6 0.7

1,135 28 743 33 | 309%*% | 155** 32 16 1.4 1.1
15 14 6 6 | 145** | 109 ** 12 10 0.7 0.6
16 18 10 12 | 141%** | 102%** 9 11 0.9 0.9

ND 8 ND 4 | ND 131** | ND 8 ND 0.3
149 | 16 45 22 | 262** | 235%** 18 14 0.9 0.6
31 | 30 40 48 | 426** | 271*%* 7 10 0.7 0.6
123 30 150 24 17.5% 7.0* 16 8 1.7 0.9
35 31 40 40 20.5* | 10.5* 12 20 1.0 0.9
40 31 21 13 | 193** [ 133** 19 7 0.7 0.8
32 50 38 64 | 621*%* | 419** 15 15 0.7 0.7
35 44 39 45 | 296** | 312** 18 12 0.7 0.7
|28 15 38 10 | 277** | 158** 21 11 0.9 0.7
15 14 6 6 | 145** | 109 ** 12 10 0.7 0.6
25 13 11 11 11.9* 8.3* 28 24 1.0 1.0
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Table 3 Clinical response to 6059—-S treatment
Infection No, of No, with response of % of satisfactory
cases Excellent | Good Fair | Poor .| clinical response
Respiratory tract infections 20 5 14 0 1 95
Acute bronchitis 3 3 100
Pneumonia 7 3 4 100
Chronic bronchitis 5 5 100
Chronic bronchiolitis 4 2 2 100
Bronchiectasis 1 1 0
Meningitis 1 1 100
Sepsis 1 1 100
Perinephritic abscess 1 1 100
Acute cholecystitis s 5 100
Urinary tract infections 2 1 1 100
Total 30 6 23 0 1 97
Table'4 Daily doses of 6059—S and clinical response
Daily | No. of No. with response of % of satisfactory
dose | cases Excellent | Good Fair | Poor | clinical response
05g 1 0 1 0 0 100
1 g 7 1 6 0 0 100
2 g 12 4 8 0 0 100
3 g 0 3 0 0 100
4 g 1 2 0 0 100
6 g 4 0 3 0 1 75
Total 30 6 23 0 1 97
Table 5 Bacteriological response to 6059—S treatment
Species No. of No. of strains % of bacterio-
strains | Eradicated Decreased | Persisted logical response
Staphylococcus aureus 1 1 0 0 100
Streptococcus pneumoniae 3 3 0 0 100
Haemophilus influenzae 13 13 0 0 100
Escherichia coli 4 4 0 0 100
Klebsiella pneumoniae 1 0 100
Enterobacter cloacae 1 1 0 0 100
Pseudomonas aeruginosa 1 0 0 1 0
Total 28 26 1 1 96
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Table 6 Correlation between bacteriological response and MICs of 6059—S against causative organisms

Bacteriological MICs of 6059—S (ug/ml)
response 0.05 | 0.10 | 0.20 | 0.39 | 0.78 1.56 | 3.13 | 6.25 125 | 25
Eradicated 2 12 6 1 2 1 0 1 1 0
Decreased 0 0 0 0 0 0 0
Persisted 0 0 0 0 0 0 0 1
Fig. 17 Clinical course of case No. 22
T.K, 27 y. o, 51 kg : Bacteremia duc to E. col,
Perinephritic abscess
5/ 10/ 15/ 20/ 25/
6059-S
(-C)«IO
B.T.3g
Admission
Blood  E-coli(MIC 0.05 ug/ml)
- +_ —_—— —-— — — — -
culture 10 /mi 3/mi
Knock pain,
WBC 3,900 3,600 4,800 4,400 6,700 4,100 3,900 4,700 5,300 5,200
CRP 6+ 6+ 3+ 2+ + + + - - -
ESR (1°) 43 16 12 17 18 8 37 32 2 20
Muco-P 200 277 274 234 231 163 146 131 103
T-P 7.0 6.3 5.5 6.7 7.1
a-gl. (%) 9.2 6.7 6.6 7.2 9.7
y-gl.(%)| 23.0 26.1 24.9 24.3 16.6
GOT 31 91 155 143 104 59 63 55 30
GPT 40 8 95 108 109 8 75 72 48
Al-P 426 327 317 382 491 413 378 271
BUN 7 10 8 5 6 8 10
S-Creat. | 0.7 0.8 09 08 05 0.6 0.6

FRRTACHEL THD, BREDENESICRITFTSH
sto ABIBEREROKEIC 3~4 BEFTL-C:h
5, BRDRIEREHEL 720

fED] No. 20, K. Y. 57 &F, &r. [RELILRE
AREHERNTH 5, BHIME bICEEMOREIZH
D, LM%z 2, 3 MOEKA Bullha 0B EN-T
W3, SEDRWBBICENT, BES 7 ARBICTE
BOJ 7 AeHSE A, DFioatMERoRLE
THo e MRREZEAK 2¢g 60 457 1 5 3 @
BEEITIE > 108, 2 BRIOBSICTOERIER, S
BEL, MEEROKLE, BABSGIRETL, bAH
RIBRZHE D& MBI 72720, AEIEE 4 M4 & HsE
U2 BRITHRES thik L1, 704, REkiC #43
MIC i2 25 ug/ml TH b, KFOKREDBEC O
ICELE D> ThHBS &2, KOBEMEDMED S
bt ah 2,

B No. 21, Y.1. 35 F, %, #M% (Fig. 14)
BS54 4 8 6 AE—@BYOMBHSH D, HAK
L0%, BEERMN, BE, RMELEL, BEALHEE

i, 185, 2FEBRMsHMEL, 4 H 16 AtELSTH
WITEICEAN &, EERICTEEGI AT, MWHELEEE
Mbhh, 4 819 B4R ARSI AL 12e ARtk
EHICEHEFHATED, )V a—-rDs 5 sl
S5A VTN VYIEHEMIRKEEZ, KH 3 g 60 44
1B 252781, HRTIR, ) 2-VRY
MED FHMS 4 Y IV vy HFEH SN, AKID
MIC i3 0.2 ug/ml Th-1 5 2 AEDOY a2 -1
BLUMBIERZIOTNGIRET, REHICEHNTHHR
HSREIRIFTH - 1o BF, RPHEOLESRIFT
SIRIBEHEHET UL, &S5 7 OB Lk s+
AT, #5512 AED Y 3 — b RF BB ETRD
EOICHDTBETH D, HIELDOWFICLS blood-
brain barrier OEH L & HICAKID ) 7 —vhBiThs
BFL-bDEEZ, AFIRS54 13 ATdkL, TP
BeHICERL 1

f£f] No. 22, T.K. 27 F, B, #umfE (Fig. 17)

4 7 7iCiskd, BR1 53 4 10 A T SHEN, £
BiER, BREE SHSHERL, AEEREZRCT=
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50 7ANADN, ey A3 Y 25 mg BRITNIRETT
12 fe e e, A aRL, 1)) 23 11 R
N Ztce T 1 A)JIMiA it 11 kg pldb U t2e
st ®cT E. coli 10 colony forming units/ml %
Bl Uy Mg W i /iR ik a Y€ a - 2 —
NIRRT Vs © PHIRUHINIS L 04 L /20 SOOI,
AR TN TH o2 v, Lg ik 1 1
3 I A SRR Ly BALKAEARRE S L e AL & Tiald U 7S
DI A NL, 2g At 1 8l K0T 3g
ST 2 LU e bR, AKIE T 1
6 g ICIMELL 220y i TR LT 4, Tekh, TERANST
WOSOFRAMSIE, 3g1 B 2 WHCLTHOHR
DREP otz I DbNE, KLikic i 20h
[ & R PIALR LY (3 AN IRBE DB TR~ 12 48, WY RN
BORMBAARFER TS5 LT, FWOMP#EAT
TEMUI-bDEHEZ B,

(0 B1ER

AR I (b BEARIERIZ 2 K B IS » 120 BIK
BRI Lo R, 2 Flick5tho GOT, GPT L
REBDIH, DINOEFBEREDICKREOHINL
RU, FRRUFRAFOAHEICLZ bDEEZ SN,
AFNCHERT 2 LB 3 ELIZED SNidh -1,
(5) EEERMHBOHIE

BERZNR IC KT 2 TEIR 9T, A AHIRE 96%
T, FEBICHNEHRE L IT, REHRSH LS
FEMBEBD SN, SRIORMIRMTIT, FTHRBBHE
BT, RIMELRFE, 1 0 1~2¢ THYEE
AoN5e %1, AFICERTZEBROOIRIERIIZE
Hond, KANIMEKLE, FERICHAEOBORREE
PACY (8

% X

Cephalosporin RITEMADBIBIIIFICH L, 1945
4 BroTzU Lk % Cephalosporium acromonium D4}
BEChRE 20, RENCHKISR e R & LTRIBL
fedii, 1962 £ CET ThHb, chid, HEHED
HIHLERL T BN/ BHELE LT —MOW L S
EINhibDTHAY, LIk, CER, CEZ Lk~ L
WAL Cephalosporin #FIMtESh, 4H, HAME
LADHIEERE S EZ D205 5,

X 5iT, 1974 £ Cama & CurisTensen® iz, CET @
B S [FF% O FFTHEMLI: l-oxacephalothin
Z®EL, ROT 1977 ficid CurisTensen” i3
BRIZ 1-oxacefamandole ##i% L, AHIS cOXKE 12
-7 CMD (Fig. 1 (b)) b bIREHMBEBITINSC
LERLIe TCIEST, M2 iGHAEOmEICHE

Nov, 1880

T —
34, WI:%W‘;}’@LI&W:. Cephalosporin g
I EDEOI LRET L 1L P2, Caristensex oy
Wit Xic, Y Sick b, l-oxacefamandole D
Df i ICk D (il S 72DhS <D 6059-S Tz,
CMD® TRAATHH1; 75 LIZHPREADHE 2~
70 74, M RIE FHEESM), MBI, Aol
tamase 1Cx44 B EEHEDENENDOBELE 1:40
L¥ZS5ND, THbY, T-a-methoxy %, D-a-car.
boxyphenyl J#;, 4 hydroxyphenyl %% fin Ut-c s
7%, 1-oxacefamandole &K X { ®iz>T1V3, tg3
FIOQBILLEI~ 750D V(715 Cephalosporin iz vt
L], RAMLENTHZ24DTHD, T-a-methoxy %
{3 Cephamycin FiUEHIR: ¥ W2 40T, 5
lactamase (23145 Lttt H5L", D-a-carboy.
phenyl 2Ki3 &RMBIC 44 5 S HE ML, 4y
droxyphenyl XKI3HUSKITHE D' 312h17, Md
BRI ERL, GHLETSH2EALE5L
750 THABY, 5T, Z0 6059-S 2chiTo
B - EHHEBOMEORREGAL 4D THY, -
NSOERMERICHKE I RBRENI04-52.25%
DR FI-h 2EMTH 3. & 52, 1-oxapenicillin
&% HT 5 Clavulanic acid'® 5%, S-lactamase B
HERWH > TEER L 2505, AMZbRABORE
oI h s,

ULlo 2z ->T, 400 Bz 558,
vitro il hiz, Hto CMD omk® LHEL, 17
7 /¥, KEE, MEB#ICHLT, WIhbd
~8 5@ TEh, Lb, MIC 2ESERFOR
WA ZEBL T3, T/, CMD MIZLALHENE
TREL o RBR LT PIPC (Zf +35HE
HERLTED, 75 apRBicyT 208, Ll
ZR7 T LDEKIZTOEMERE. TWELEELS
ULirLadsd, MiREREic LTz 1/8~1/16 il
HIETFLTHY, RE7FoREICHT 2hEhEL
bic, 77 nREREIZHL T CMD & %-T0
3o COREE LTI}, D-a-carbaxyphenyl E%A
Lizz EskantBhhz, bbb, FHYOIKE
% CFS iZ[&L7: FEK BT CORgEAmTs
&, EhEITHL TV BRELAO BRI T SR
HHEL CRBT B C EWRENTV S, UL, 609
=S BT, 75 LREREICHL TRERORR
Raohd, 77 ARHREICHT SRENESES B
SEOBERFIT 53 & S 10T hbTAERHELSRRTE
ZEEITIE > TWB, ThA ¥ I VTV FETRUE
X502, 10° /ml EinEm e 10° /m] ERERICKY 2
MIC %@ CEZ, CTM iclkLCHibTHY, 774
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REEEICRIERIAIE L, B-lactamase ERE TH 2
e ep5pibh, BRHICMUT, AMOMRRKI
ZHINTNBEEEL SN B,

A i B SR WM BAL T3, ek MO
CMD @ 35~42 #® kLT, 6059-S {2 100~145
HLBERBMAEELTSD, CMD XD bAMNEE
AR TEUEN AR SN 3. BERPBEY -7 f L b
Y - 7 EOKE UTRD R BTHRIT, 6059-S
it 1.4~2.3% THb, CMD TIZHIET & 2 kb3
'l)b‘p CEZN) , ‘CECN) . CTM]S) %C ni —Cﬂl;tbim“%
L7 Cephalosporin #|& RIZASOBTRTH - 1.
wic, —F, MeprERERnERL, ERBTHSR
¢iBe, BIER REO FEL T ENBREND
8, ®ito 30 EFATIE, HE2OMO BIERIT K
<, GOT, GPT oZEBAMUADFRRAICL S LBb
n360THY, FEEICEERHBDLVENEBbhr,
ROTAREZERFPICBOTE SR, [Uh
OBOEHR] VDT ETHB. BRI T &
BHTEL, »Do, BEALDERIKENT, #E 2
BEICIREXENEELTED, CORBMEFOES L
REXOEIERMEINLODLEL S, T/, 4EOD
BB TI}, KRS hORZRERPEINE
DERT Ho1. EFEDO BREBBLTREREZR
¥, ILICERREELLLVL O REL TREHEE%E
BB REREREL, ThTTHILEMKRETL K B-lac-
tam BREHO RFEEHBELT, ChoOTFERIFEC
EHT380THY, AHOHERRY } 7 ADLEIRY
B-lactamase icx}d 2 BEMIC ART2DEEZLS
nz. .
AREIOHBFCENT, AFOTERE L TED S
—-DbDIE, RBEICE 2 [RESHLRIEIC I TH - /2
CLTHE, AHBYER 1 AlOLTHY, EEED
BRUET H-cc L, BEORELZ EXSLEDIC
RBBICRH LSOV LOO, KEICKHT 3R
ABTh-te LHL, —F, Cephalosporin Flic
BOT, FMEICHL TAF L D BARRENERT D
Di3 CFS'® . Cefoperaozone® OATHb, BiIFEHS
REHEHETH B L, BEIGMBERPEICKT S
PRI BOFLE +ATHNC LA ELADESL,
6059-8 DRIMBICHE 2 HEHSEREELBNAT
655, 4EOKHICENT 1A 6g TTORSEOE
BEATIREIERME L, mPEED dose response
5, #5RkOMMNP, Aminoglycoside ¥ & DBEAIC K
AEROELONEY, ChoRESBROBEETH 5.
BAMER, BHRGELE R KEELONROE
ICONTIRE 4 DRBHH 2D, BHE, RELRLRE

DEBBARIER S DMIMU TR 4R, bk i<,
IR RY b 7 a% AL, WL LI ST
HWRENTN B LIRS, ARORIEORD:
IRM 5 & 2T, 6059-S |3, B oSN bIES
WeRKID 1 & #x Sh, HHMOFOIEKE
iz,
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LABORATORY AND CLINICAL STUDIES ON 6059-S,
A NEW OXACEPHEM ANTIBIOTIC

Ke1zo MaTtsumoTto, YosHio Uzuka, TsuvosHi NAGATAKE, HARUMI SHisHIDO,
HirosH1 Suzuki and Kiwa0 WATANABE
Department of Internal Medicine, Institute for Tropical Medicine, Nagasaki University

6059-S, newly synthesized by Shionogi Research Laboratory, Shionogi & Co., Ltd., Osaka, Japan, is the
first compound that has a new oxa-beta-lactam nucleus and several sidechains which have been recently
developed through the studies of structure-activity relationships of antibiotics. And these new sidechains
seem to give superior antibacterial and pharmacological properties to the compound. Then, we performed
the laboratory and clinical studies to evaluate the clinical efficacy and safety of 6059-S.

In vitro susceptibility tests of 159 respiratory pathogenic organisms showed that 6059-S was highly ac-
tive against gram-negative rods, such as Haemophilus in fluenzae, Echerichia coli and Klebsiella pneumaniae (all
were inhibited at concentration of 0.20 ug/ml), and less active than older cephalosporins against Streblo-
coccus pneumoniae, but almost of all isolates were inhibited at concentrations of 3.13 ug/ml or less. And
MICs of 6059-S against Pseudomonas aeruginosa ranged from 1.56 to 50 pg/ml. Therefore, 6059-S inhibited
almost of all isolates of respiratory pathogenic bacteria at clinically available concentrations.

Then, 6059-S was given to 30 patients with bacterial infections: respiratory tract infections 20, mening-
itis 1, sepsis 1, cholecystitis 5, urinary tract infections 2 and perinephric abscess 1. The dosage used
was 0.25 to 3 g administered intravenously two or three times a day. Most of the patients were tmmd‘
with a daily dose of 2 g or less. Twenty seven (96%) of 28 initial pathogens were eradicated or signifi-
cantly decreased in number, and superinfections did not occur. Only one pathogens persisted was P. aeru-
ginosa (MIC 25 pg/ml). Serum half-lives of 6059-S ranged from 100 to 145 minutes. High penetration of
the antibiotic into sputum and cerebrospinal fluid was observed. Clinical response of 6059-S treatment in
30 cases was excellent in 6, good in 23, and poor in 1. So, clinical cure was obtained 29 (97%) of 30
patients. No any side effects were observed.

Considering from the above results, it is concluded that 6059-S is one of the most effective and useful
antibiotics.



