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6059-S ic AT B ERIKKITTFE

L\ A
KRB RIFRFE
SRS - AR - HHE W - RBRBEA - % Fib
WERA - FRBE - LBk - BIR E
HORREEB KT 2 1Rt

1t S8 51d> Oxacephem FDHAEHITH B 6059-S LA, WX, HEft7s S CICEREIRRLERIC D0
TORFEBCIL 5120

AFNTTEIRIETEHTH 208 7 5 2atEAQRIC B BAZRT, %52, P mirabilis, indole
positive Proteus sp., E. cloacae ikt L Tidfhd » 725 Cephalosporin #l&k b @h/-{iE %R
Ltzo K. pneumoniae, S. marcescens, P. aeruginosa 13 ¥icxtd % MIC o peak i, €h<h 0.2,
6.25, 12.5 ug/ml TH - 1:0

A% 1,000 mg % 1 E#ELCBORRERAICEFTS 5 Akomp@Eid 201£39.6 xg/ml,
i 6.3+1.8 min (a-phase), 96.0+18.1 min (B-phase), KpERER 86.7+7.1% (8
M) THhotto Thid Cefazolin d&h S LEEDTHML Tz, F 7/, Probenecid 1,000 mg
ZOFRAUTHMmMbhEE, mo Ry, RPBEERE FEFERREAEZR TP 70

T e EEICE T 2AK O MR, ROEREBIRENThOBEREICGEUTEHL . &
WEREZG TO B REBH BT 2 RKFDKABRIIERRIFICK D4 BM%2S 2D THE
DIEGI TRRETT 2 C EMBE LU

IR ARREYE 4 0, REERGYE 4 §l, IREURYGE 17 4, Rgemi® 1 o 25 EH, O~ 26 &
BiEic 1 3 0.5~4.0¢g, 4~28 AR, HAKE 2~56g AL, ¥ 124, % 12 AITED
R 92.3% Thotco BMERIZ E. coli 9/9, K. pneumoniae 4/5, S. marcescens 1/1, P. morganii
1/1, P. maliophilia 1/1, S. faecalis 1/1, E. cloacae 0/1 T 89.5% T& -7-0

A#IEMdic S-GOT, S-GPT {HO®RE LR % 2 EFICEDLS, ERETHR 1 BETERI
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6059-S JIET HUWEA AT THRE I LIF LW LEHET,
Cephalosporin BN OWEFT EBERTFIC L h2 /b
MEEHDHW 3 Oxacephem FOHLWEHFAMAEHTH
%o

AFORKHIZ, HEHTRYS 7 2BHEBLD V5 2R HIic
#<, &<IT E. coli, K. pneumoniae, Proteus/®, Serratia
B, H.influenzae 13 LICENAEAERT . £/, HAKE
Tl Bacteroides fragilis \C MMABI AR RYT C & 08L&
hT3,

WHBRETEME, #iE, AEBEOHVTHICK > THEE
L7c dose response 4343 541, IMABBEEDHERS 5 X R hEIR
R bic Cefazolin (CEZ) D £ EBHTHPULIz 82—
%7R¥o LD L, Probenecid $tiC k 2 AKI DM ML L U
RABREADEERR ShT, KHDOAED SO PR i
ARERAFRNETHZCENTREINII=—- 2 N HAEATSH
%,

SER 413 6059-S DHES, Bk, BRI Licon TR

1%, SbETAHRRIMEKCK T EEDRERILL
DT, TORKEHET 2,

I. FRAERSVICKEK

1. H{iEh

) AMEH*

BEK5r 8D Escherichia coli (E. coli) 50 £k, Proteus
mirabilis (P. mirabilis) 12 &, 41 v F—igtE Pro-
teus J& 12 ¥k, Klebsiella pneumoniae (K. pneumoniae)
50 #k, Enterobacter cloacae (E. cloacae) 20 ¥k, Ser-
ratia marcescens (S. marcescens) 22 ¥, Pseudomonas
aeruginosa (P. aeruginosa) 50 B33 6059-S DRt
NREBILEBE (MIC) %, BA{WEREELEMERIC
Lo TFRFRET REL 2o 6059-S 0 HHFRREA I
100 pg/ml 5 0.025 pg/ml FTO 2 (EFHK, K
IZi3 pH 7.2 o heart infusion EFREMA Ao #
HHEERIR 1 RERERD 100 £F5RED 1 B&E (B
%1 mm) ¢, @EER% 37°C, 24 BRIEBRTAICR
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g4 Bt s hi BIED BEES - TMIC &Lfo %
3, R E. coli, K. pneumoniae, S. marcescens i3
Wi Ceftizoxime (CZX), Cefotaxime (CTX), Ce-
foperazone (CPZ), Cefotiam (CTM), CEZ, ¥ E
logcae KCB\TIHABTER § FIOHRZ Cefugoxime(CXM),
P, aeruginosa (£ BT CZX, CTX, CPZ, Cefsulodin
(CFS), Gentamicin (GM), Paperamllm (PIPC) o
MIC £MEL, ‘AROTE & B 2o

2) Hilk

E. coli [2D0T 2 6059-S @ E. coli icsd 2 M)
12, 100 fRIRT 41 Bkt 0,39 pg/ml LU S AHL
1&h, 50 pg/ml L EDORHERIZ 3 BRI 5 iz, 100
ERIRT AR &t & QLB % RBKERS S UIT cor-
relogram TH 3 &, A#E CTX © CZX X h 9% 3
00 CTM, CPZ, CEZ X h@h Tt (Fig. 1, 2),

Fig. 1 Susceptibility of E. colf to 6059-S
~ B0 strains ~

No, of strains

Inoculum size 100X
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P, mirabilis (CDVT : 6059LS @ P. mivabilis I
w32 % 100 (5B TAHZ L, MIC © peak I3
0.05 ug/ml 1CH Y, &kkE b 0.2 ug/ml LI FToH
ML S 1, B TN AL & s, HHIE
OHMAEHT L, A&l CZX, CTX icpgl, CPZ,
CTM, CXM, CEZ X hEBRp@BI T (Fig. 3),

Indole Mt Proteus sp. [CD(VT : Indole itk
Proteus sp. l;%}‘j‘%i‘lﬁﬂ@b‘iwﬂ I3 HEDT BNTE
b, 12 gkrh 11 gkAt 0.39 pg/ml THEHELL- X,
1#kod 25 ug/ml © MIC 745 U1ce E1o, {LHED
RO T ORI B ER L (Fig. 4, 5,

K. pneumoniae [ZD(\T : 6059-S @ K. pneumo-
niae iCxtd BHE NI 100 R T 0.78 pg/ml PIF
T 50 dkeh 47 HROSREEBIEE Ntz BB MIC
BT 20 ug/ml TH»7ko THODHKKIZ CZX i
2 BMEESS 00, 1212 CTX kgL, CTM,
CPZ 50id CEZ Lo@Ehrtilifiz Rl (Fig
6, Mo

E. cloacae (ZD{VT : 6059-S @ E. cloacae T34
BHENIE 0.2~3.13 ug/ml T 20 gkth 16 BORH
ML &h, 50 pg/ml Ll EDOmEERRIZA SN -1,
CZX % CTX $HBHIZFEN T 3¢ 50 pg/ml LI E
O HONB L LEEZ D &, KFNCTEEKNS
SRR -7 LIIHEINZNEBDTH S (Fig. 8,
Do

it 1 - [ S| ! 1 | E T B - . —
MIC | 50025005 01 02 039 0.78 156 3.13 625 125 25 50 ‘}‘a;s/ml S. marcefce"s [LDNT : 6059-5 @ S. marvescens
S T T TR 4 et 2HE NI CZX 2 CTX &b 2 BpiBES D,
CZX| 512117 15 4 1 1 2 1 MIC o peak i3 6.25 ug/ml TH 7o LrL, CPZ,
CIX 1615 6 5 1
T B SR IR R e CTM 520043 CEZ Xh@hrHilinzRL: (Fig
CT™M 5 1416 2 2 1 4 2 4 10, 11),
CEZ 2 1910 4 2 5 4 1 3
P. aeruginosa (ZD(\T : 6059-S o P. aeruginosa
Fig. 2 Correlogram between 6059-S and CZX or CEZ
~ E. coli 50 strains ~
sg/ml Inoculum size 300 X
=100 - - . .
25 -~ L] : L] L] L]
~ ~ LI *
6.25 - . L . .
CZX - CEZ | o o o
' 1.56 . o - B S B
- “ s o« - 8 . e
0.39F = L W
a1t x .
=0.05 - . ® e L.
1 1 H ] 1 1 1 1 L | 1 1 I -1 1 1 1 1 1 1 1 ]
£0.05 01 039 15 62 25 100 =005 0.1 039 156 6.25 25 100<
#g/ml 4g/ml

6059-S

6059-S
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Fig. 3 Susceptibility of P. msrabilis to 6059-S Fig. 4 Susceptibility of indole positive Proteus

~ 12 strains ~ sp. to 6059-S ~ 12 strains ~
No. of strains No. of strains Inoculum size 100X
12 12 -
, L 6059-S
10t y { JcE 10} zX
6059~ S+ i i o o
L /CTX / L /'\CTX crz
sF ¢ 51
L '/ F./ —
".’" i/
_'// /
/I
/ 1 1 1 H 1 1
r [ r 13 6. 5
MIC | 50025005 0.1 0.2 0.39 0.78 1.5 3.13 625"12;_7"‘] MIC |S01 02 039078 1.5 313 6.25 125 25 50;4:90.5
6059-S 1 8 1 2 6059-S| 9 1 1 1
CZX 5 3 2 2 CZX 9 1 11
CTX 3 4 3 1 1 CTX 7 2 11 1
CPZ 1 7 4 CcPZ 1 3 2 3 1 2
CTM 4 2 5 1 CTM 31 1 2 1 2 2
CEZ 8 4 CEZ 1 4 2 2 3
CXM 6 6 CXM 2 2 1 1 4 2
Fig. 5 Correlogram between 6059-S and CZX or CEZ
o Indole positive Proteus sp.12 strains
- P. mirabilis 12 strains
pg/ml < Inoculum size 100 X
2100 ro ° °
b o - 8
25+ o - o o
- - oo
6.251 o - ®
CZX - CEZ
1.56 - ]
r =
0.39 | -
0.1F & o »
<0.05| F
H 1 1 Il 1 1 L ! L 1 1 1 1 1 1 1 1 ] 1 1 1 1 J
$0.05 0.1 039 15 6.25 25 100 <0.05 0.1 039 136 625 25 100S
6059-S #g/ml 6059-S pg/ml

Fig. 6 Susceptibility of K. pneumoniae to 6059-S T 2 HEAIE GM, CPZ, CFS %22 PIPC &
~ 50 strains ~

DEe LirL, MIC o peak % 12.5 ug/ml iZAT
B RAM IS — I DIRZE ¢4 — v &IRL, 6.25~25 ug/
< ml {2 50 kb 41 BRDSFEFEL 720 F 72, CZX, CTX &
D—BRIFS BN ERL 1 (Fig. 12, 13),
2. MRS I RAH
D MR 5UCRES®
a) 6059-S & CEZ () cross over BE
A LA AP RHHAEREE 4 Plic 6059-S 1,000 mg % LU CEZ
MIC (S0.0250.05 0.1 0.2 0.39 0.78 1.5 3.13 6.25 12.5 25 soﬂlgosm] 1,000 mg %4 1 E&EL,. #HiEs 5, 15 30 5 L

No. of strains
50

40 -

30 -

20

‘é‘fﬁs = 240 392 2 2 i 1 } 2, 4, 6 WifdkicmchBEE, ROBELRIEL, R
CTX 2 1110 6 9 7.1 1.2 1 CRPEMRER L EEL foo BERATBEZEZIVTHLET
CPZ 1 2 5 6 9 9 2 2 3 4 2 1 - s T g
CTM 2 8.8 8 6 4 1 2 2 3 1 50 T, V9E4 33.311.7 F, FkE 62.545.4kg T
CEZ 4 12 11 3 2 2 3 13 Hoteo 0k, BBERER I/ VTF=vIYTIV/A
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v® -
Fig. 7 Correlogram between 6059-S and CZX or CEZ
~ K. pneumonsae 50 strains ~
H#g/ml Tnoculum size 100 X
= 100 r o M s o o .
I ~ &
25 - -~ ° L]
6.25 | Lo e
czx . CEZF W=
1.56 - - "
0.39 4 . L
0.1 n- - -
So‘os / 1 T T T 1 1 1 J L ] |
<005 0.1 039 156 625 25 1005 005 0.1 039 1.5 625 25 100
6059-S #g/ml 605-S #g/ml
i ibili . 6059-S .
Fig. 8 Susceptibility of B. cloacds fo 80595 f# (Cer) TWFRL 100ml/min LLETH 7 (Table
No.of strains inoculum size 100X 1o
0.
20k M @BERIE bioassay Hick b, 6059-S Titkk
- 6059-S — ERIC E. coli 7437, CEZ Ti3 B. subtilis ATCC 6633
. 7 ‘
[ e et BRERE T2 WA v 7L, BOBRICIR Moni-
i CzX ST Trol I 24 120
g g e RAEIRE B 8 B T2 0~1, 1~2, 2~4,
a7 4~6, 6~8 MERMEIC HBRRL, ZORPBEENE
I d e L, CoMic REESR U TEME TORPERRER
Y Bz RPREORER MFRE & FRIC, 6059-S T
- 1 1 1 1 1 1 L 1 4 3 ha N
yic | 0708 07 15 35 6.5 25 25 50 s 12 E. colt 7437, CEZ Tit B. sultilis ATCC 6633 #*

#g/ml BEEICAY, WEhy THRTTE -1 0k, BER

095 9 1 1 3 2 2 2 12 pH 7.2 0 Y RAEEH TIERL 720
czx 8 3 ! 5 12 b) 6059-S & Probenecid (D{EHR
X | 6 3 2 1. 3 2 3 ) T !
CPZ 4 2 1 1 3 1 2 3 2 RERATREE 4 flic 6059-S Bk XTF 6059-S
CT™M 2 1 2 2 2 1 3 2 5 #ERT 30 43T Probenecid 1,000 mg 2R OERE &
CEZ 1 2 3 1 13 N ; 1 BT %
P T 2 2 7 i 1B A0 M EE ORI MIERL & ICRPRIUTRE B
Fig. 9 Correlogram between 6059-S and CZX or CEZ
~ E. cloacae 20 strains ~
xg/ml Inoculum size 100X
g 100’— L] . - . . - .- . -
25 |- e e w . |
6-25 I~ - L] L]
CzZX - . CEZ |
1.56 |- - o
0.39 | L
0.2k . L
1 1 L 2 |} L 1 L 1 L Il 1 1 1 1. 1 1 J
02033 15 625 25 100< 0.2 0. 15 625 25  10<

6059-S #g/ml 6059-S #g/ml
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BHL 7z b, RepMBEL S CICRPEREORE

Table 1 Summary of healthy volunteers

RAEDE B TH 5o
N Cr. ) 059-S 3
o Neme S | G G i
1AM Male 3 6 130 JVvFF=v2s )T 7 v Al (Cer) 82.6, 59.4,
2_YO. M ;z 22 1(1): 40.8, 29.0, 8.2, 4.0 ml/min OB EEMBEICET 3
T A R s 6059-S mhie, RebMEN S BICRPER#ELE
Mean 333 625 115.3 WS RSE L F2a BUZREIRBIBDFIKIC THE 12,
+ SD 1.7 5.4 +10.9 d) mASEARESCICRBHHESICE(TD 6059-
- - S M RE, FAPRES ST RS HR\DER
=
Fig. 10 Susceptibility of S.marcescens to 6059-S 1BYES RALERNIC 151 ) T MBGEITHL & UICHEEHTHS
~ 22 strains ~ D 6059-S o M DBEFS B A RIE L 720 B
No. of strains Inoculum size 100 X ERIEIRBIRD HHEIC X - 120
[ CLX o pe” 7o, BWREH COBB RS ERLTHE 1 £
@1 7 ic 3133 6059-S D hilEr A FiTH B X UIEEITEIC
I s j cross over TEEBSINCRIREL 720 MMLEITRSIC 3%
s 7 / EPOER bRIEL 7o MAPBEEL 5 I B HbDR
i R / ORI REDFEICHEL 720
10} 7 i
B / CPZ I 2) B
- /.;__y C_I_I\i _j CEZ a) 6059-S & CEZ (D cross over HE
- e BERAZEE 4 Flic 6059-S & XTF CEZ 1,000 mg

% 1 ABELL A0 mMh B EDEBHEBIR
Table 2, Fig. 14 {3505 & 51 BHT Hllo/s

! ! v I 1
Mic | =01 02 039 078 1.5% 3.13 6.25 125 25 50 100<

Hg/ml
6059-S| 1 3 3 2 7 1 1 3 1 = V%KL
CZ;‘ 1 3 1 1 5 1 4 3 2 1 mHE SREMhBE TS 5 2cdy, 6059-S
CT 4 1 6 4 3 2 2 _ et b g
CP7 T 2 ¢ 2 T 2 3 7 Tit 201+39.6 pg/ml 2RL, CIEFRL -, 6059-S
CTM 4 1 17 U)[ﬂlqﬁ*ﬁﬁmli 6.3+1.8 min (a—phase), 96.0x18.1
CEZ 22 min (B-phase), CEZ it 9.2+0.9 min (a-phase),

Fig. 11 Correlogram between 6059-S and CZX or CPZ
~ S. marcescens 22 strains ~

seg/ml Inoculum size 100X
= 100 . B o o
i [ .
25 . . d . 3
6.25 |- N . o
CZX | . . CPZ
1.56 | e ] re %
- . - L] .
0.39 - . = .
- & -
1 1 1 I { 1 1 1 1 ] 1 1 1 1 1 1 A 1 1 ]
0.39 1.56 6.25 25 100 0.39 1.56 6.25 25 100

6059-S Hg/ml 6059-S #g/ml
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102.9+14.9 min (8-phase) TH~ 7o C DO BNE
%8 KAIZ CORBEIRSRIT 6059-S T 86.7+7.1%,
CEZ Tid 83.0£7.2% LIZIZRMAERL 72 (Table 3,
Fig. 15
b) 6059-S & Probenecid (DA
REBA EFRE 4 A% XfRic 6059-S B XU
§050-S #8247 30 4 i Probenecid 1,000 mg 400
ﬁm%ﬁkﬁ'a*@mfﬂ‘—ﬁﬁli Table 4, Fig. 16 <R
+&5k g-phase T 6059-S Biyh# 103.8+8.2 min,
Probenecid £EFEET 103.0£8.6 min & HHMICHR
Eidfidr o7
Big 8 HAIETO RpENSR 3 6059-S BLYAEY
77.4+3.9%, Probenecid HERABT 79.912.6% &M
EMICIIERER Do % (Table 5, Fig. 17), 1 in
pinid, Aickid 3 6059-S OB PRI AERIKH S D
FABETH 5o
¢) WHRMEREE (TS 6059-S DmiRE, R
hRER BUICER PEIR E
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Fig. 12 Susceptibility of P. aerugsinosa to 6059-S
~ 50 strains ~

Inoculum size 100 X

No. of strains
50 -

40 -
30 -

20
cPz

0+ PIPC-—
A’, '// Il L A 1

= r iy [
MIC £0.2 0.3 0.78 1.56 3.13 6.%5 125 25 50 100s

Mg /ml
6059-S 1 11 17 13 7 1
CZX 1 8 8 19 10 4
CTX 4 13 15 13 5
CPZ 2 14 7 15 1 3 8
CFS 2 17 7 10 4 2 4 4
GM 1 3 3 9 7 2 3 2 10
PIPC 2 11 11 12 4 10

Fig. 13 Correlogram between 6059-S and CZX or CFS
~ P. aeruginosa 50 strains ~

#g/ml
gmo[ . 1
L
25 |- s
- ]
iy czx 6.5 .
" 156
0.39 |-
] 1 1 1 1 1 1 1

. 1
0.39 1.5 6.25 25 100<

Inoculum size 100 X

CFS ¢

1 1 1 1 1 ] 1 !

L _J
0.39 1,56 6.25 25  100s

6059-S #g/ml 6059-5 Kg/ml

FELINBHEICEREOET LT BEMERRIC
6059-S 1 g % kL 7B MrhiBEr D BES B %
Table 6, Fig. 18 icR4, Bikik 30 AT ToOMmMBDE
BRRERAZ L BRRETEROMICIZEREIRS .
Ubl, 1 BRCIICE 2 &, BEBETICES-T
NPRERE 2D, MAkBHLEEL 7.

Cer 59.4 mi/min PIFCRBHEIE, EUNERE b
CELWETHA 54, Cor 8.2 ml/min OEEREE
BTl 6 B CiERRD 2.8% MEURShiiCT
¥%o1: (Table 7, Fig. 19),

) MBI DI MRETERIC 1T S 6059
8 DNRRE, RepMEEs S R KR ADEIR

Fig. 14 Plasma levels of 6059-S Healthy volunteers
nug/m | (N=4), cross over 1,000mg, IV inj.

100 - o—o 6059-S

o---0 Cefazolin

Plasma levels
—
S
/)
!
1

10 { L ]

XY 1 2 4 6 hrs

Time
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Table 2 Plasma levels of 60598
Healthy volunteers (N=4), cross oyer 1,000 mg, IV inj.
Drug Case Plasma levels' (ug/mi) Half lif e(mln)’
1/12 1/4 1/2 1 2 4 6hrs | « B
AM. | 2460 1120 750 486 265 126 66| 42 726
Y.0. 2220 1100 714 380 19.0 9.2 4.2 54 1128
£059-8 ‘H.I. 174.0 97.2 66.0 360 220 117 6.2 7.8 91.2
MK | 1620 884 510 302 180. 96 57| 78 1074
Mean 201.0 1019 659 382 214 108 571 63 96.0
+ SD +39.6 +11.1 $10.6 7.7 38 1.6 +1.1 | 1.8 181
AM. 123.0 96.0 615 502 322 14.2 67] 102 1104
Y.0. 132.6 94.0 66.3 50.6 30;1 12.3 4.2 84 84.0
CEZ H.IL 154.8 103.2 69.6 440 29.0 v 12.1 5.2 9.6 99.0
MK. 180.0 103.2 63.0 382 255 134 7.4 84 1182
Mean 147.6 99.1 651 458 292 13.0 59 9.2 1029
+SD +254 4.8 $3.6 59 28 +10 14| 209 149
Table 3 Urinary excretion of 6059—S
Healthy volunteérs (N=4), cross over 1,000mg, IV inj.
0~1 1~2 | 2~4  4~6 6~8 0~8hn
Drug Case | Levels Recovery | Levels Recovery | Levels Revoery | Leyels R y | Levels R y | R y Rate
(ug/mD)  (mg) |(ug/m) (mp) |(ug/ml) (mg) (Mﬂml)l (mg) |(g/mD (mg) (mg) (%)
AM.| 2,700 4752 720 1224 [ 172 1207 | 2577 424 | 138 25.1 | 7859 786
YO.| 7,050 3807 | 4320 3240 | 365 909 | 360 752 | 242 36.1 907.0 907
cosos | B 7,260 S51.8 | 3,240 2009 860 128.1 193 50.2 59 11.6 9426 943
MK.| 9,000 378.0 | 3,240 1134 | 1,720 2236 | 475 91.7 | 142 26.3 8330 833
Mean| 6,503 4464 | 2,880 190.2 779 1408 | 321 649 | 145 4.8 867.1 867
+SD [*2,681  $83.5 |£1,527, 975 | 2691 $57.5 | £123  £227 | 75 2101 +708 1.1
AM.| 4830 4830 | 1,640 1689 760 1748 | 430 817 | 122 16.8 9253 925
YO.| 4500 2250 | 2,060 1957 | 1,000 2280 | 430 843 | 285 376 7706 7.1
cEz HL | 8640 3024 | 4720 1605 | 2300 2139 | 560 65.0 | 151 373 779.1 169
MK.[5490 3404 | 1,300 1781 [ 730 2533 | 140 50.8 65 20.6 8432 843
Mean| 5865 3377 | 2,430 1758 [ 1,198 2175 | 390 705 | 156 28.1 8296 .' 83.0
+SD|[+1,895 +108.1 |+1,558 1151 | 745 1328 | +178  :15.6 1937 2109 | e’ 412
£ CICEHTE O Mrh 21 12 2 h2h 447.7 min &.297.0

BHERARSEFICEY 5 MBI 5 CICIENTH
oM BE B X UMBhERH% Table 8, Fig. 20 TR
To i DEFIRNICES S EHPHUMTERT 5L, M
WEITH O M BED 6 FKEMERIEENTSO 726 T
& fee MAHFH G IEEFTRFFIIT 295.0 min' TH
> b O FFTIZ 214.3 min LEREE A,

WA CHARLEERL TV 2RO IBITHA 5

min (Table' 9, Fig. 21), 12 sRIFErhENERIE 5.0 %
L 2.8 BTHo7zo 128, 12 hiE TOBTKFAD
EUEIL 17.8 ¥ TH 7 (Fig. 22),

3. EBERIRMY

1) WRKELHUCERA®

ARR— RS RIc 6059-5 ORKmREE
WETL 1oy SEHDAMERIL Table QR TRRE: TR
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Table 4 Serum levels of 6059-S
Healthy volunteers (N=4), cross over, 1,000 mg, IV inj.
nfDmg Caie - Serum levels (ug/ml) Half life (min)
1/12 1/4 1/2 1 2 4 6 8hrs | aphase g phase
A.M. 989 814 551 41.1 254 116 581 3.60 2.835 115.2
Y.0. 13§ 103 799 459 228 862 4.19 211 2,006 96.3
HIL 133 919 748 832 349 168 7.69 4.02 6.181 100.2
6059-S alone R ‘
MK. 119 919 68.1 464 306 124 591 3.21 3.288 1034
Mean 1215 9211 695 46.7 284 124 59 3.2 3.578 103.8
+SD +16.6 8.8 +10.7 ¢5.0 54 34 14 0.8 +1.815 8.2
AM. 147 105 768 605 351 156 B8.66 5.35 5.397 97.8
'Y.0. 169 113 837 553 339 156 8.10 4.04 4.710 97.5
6059—S with | H.I. 161 114 91.2 64.0 420 18.1 104 5.72 5.123 1014
probenecid MX. 134 999 774 533 379 17.0 . 889 5.07 3.787 1155
Mean 1528 '108.0 823 583 372 166 9.0 5.0 4,754 103.0
+ SD :1‘5.5 6.7 6.7 49 £36 1.2 1.0 0.7 +0.704 8.6

Fig. 15 Urinary excretion of 6059-S Héalthy volu-
nteers (N=4), cross over 1,000mg, IV. inj.

Hg/ml mg
10,000 500

8,000 400

w
S
S

6,000

Urine levels

-
P=
E=1
S
T
[N
[=3
S

Urinary recovery

Cumulative recovery rate

RO 4 41, RERYE 49, RESLE 17 4,
BRmB 1 flo 25 Eal, E 26 REFETH - o 14
THho 18 IOELAHTHE T B, kit 18 HITH
ok HHEL X HRENL E. cali 9§, - K. pneumoniae
S, E. cloatas; S. marcescens, P. morganii, P. malto-
Philia, S, fasealis % 1 4T 72 (Table 10),

Fig. 16 Serum levels of 6059-S in healthy volun-
teers (N=4), cross over 1,000mg, IV inj.

pg/ml

100

10

T % (min)
a A8
o—o0 6053-S alone 13 103.8
o—-—0 6059-S with probenecid 9 103.0
et 1 1 1 L
W% 1 2 4- 6
Time

A EARIZEF O EEFPEBEOREICHLT 1
B 0.5~4.0 g, AR 4~28 B, HEHRKRE 2~56

g TH

-7

MREE SR E R AR 3 BRI BfhERR
D%ELBDIODEES, A~T ATHBEL- D %
B, 2 LEOBREBELLHS 6&%037} stcd
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Table § Urinary excretion of 6059-S
Healthy volunteers (N=4), cross over 1,000 mg, 1V inj.
0~1 1~2 2~4 4~6 6~8 0~8hrs
Drug Case | Levels Rccovery| Levels Recovery| Levels Recovery| Levels Recovery Levels Recovery | Recovery Rate

(ug/ml)  (mg) | (ug/mD)  (mg) | ug/mb) (mg) | (ug/ml) (mg) | (ug/m) (mg) (mg) (%)
AM. | 2,980 292.0 1,590 168.5 368 167.8 420 78.1 310 38.4 7448 4.5
Y.0. | 4,530 339.8 664 168.7 719 1711 397 69.9 310 384 7879 1788
6059-S H.IL 4,980 348.6 1,160 171.7 416 180.5 276 79.5 145 42.6 8229 823
alone MK. | 1,080 293.8 762 163.1 521 166.7 412 79.1 175 385 741.2 4.1
Mean | 3,393 318.6 1,044 168.0 506 171.5 376 76.7 235 39.5 7742 714
+SD | 1,764 +29.8 $422 +3.6 +156 $6.3 +68 4.5 187 £2.1 2388 139
AM. | 3,500 336.0 2,060 160.7 449 185.9 352 87.3 267 48.6 8158 816
6059-S YO.| 7,79 3583 | 2,180 152.6 | 543  178.1 439 81.7 | 292 426 | 8133 813
H.IL 2,800 308.0 708 150.1 591 208.0 301 90.9 161 49.9 806.9 80.7
probenecid | MK. | 2,920 2745 465 1507 | 421 189.5 | 301 90.3 | 254 549 | 71599 160
Mean | 4,253 319.2 1,353 153.5 501 190.4 348 87.6 244 49.0 799.0 799
+SD [ 12,378 +36.2 +892 4.9 180 +12.7 +65 4.2 157 £5.1 126.3 £2.6

with

Fig. 17 Urinary excretion of 6059-S in healthy vol-
unteers (N=4), cross over 1,000mg, IV inj.

§59-S  6059-S Fig. 18 Serum levels of 6059-S
1 with inj
alone probamcid 1,000mg, IV inj.
ug/ml - mg Urine level o—o0 9
rine levels O—' =0 %
10, 000 " 500 § Recovery rate —e o 100 #g/m
Urinary recovery [ ] [ 7
100
8,000 - 400 |- 480 Cer (ml/min)
' s 4.0
[ 8.2
> . (
2 6,000 |- 300 |- 160 @ _Zwi?
ki g 10+ R
2 o 826
E 4,000 200 Ja0 & =% >100(N=4)
E
2,000 |- 100 |- ¥ _— 420 °
—— 1t ] Il ] ]
L L. AN 2 4 6
ot ol [~ ——= l~o Time "
0o 1 2 4 6 8 hrs
Time
Table 6 Serum levels of 6059-S
1,000 mg, IV inj,
Cases Serum levels (ug/ml) Half life (min)
o
Age Sex  BW(kg) (m1/min) 1/12 1/4 1/2 1 2 4 6 hrs | a phase § phase
Healthy adults (N=4)
333 M 625 >100 201.0 101.9 65.9 38.2 214 108 5.7 6.3 96.0
+1.7 5.4 +39.6 +11.1 110.6 7.7 3.8 t1.6 1.1 | :1.8 181
22 M 50.5 82.6 126.0 90.0 69.0 44.0 225 135 8.1 | 15.6 1256
59 F 50 59.4 256.0 156.0 87.5 69.0 400 240 160 83 1368
55 F 54 40.8 273.6 165.0 90.0 55.5 370 255 17.3 | 100 1971
65 M 62 29.0 220.0 126.0 92.4 60.0 420 32.0 220 7.9 1840
68 M 74 8.2 222.0 1440 73.8 56.0 438 345 308 | 102 4447
40 F 35 4.0 240.0 168.8 126.6 105.5 720 525 46.0 9.7 2390
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S _ ——
Table 8 Serum levels of 6059-8
1,000 mg, 1V inj,

Case Serum levels (ug/mi) Half life (min)
Age Sex BW 1/12 1/4 1/2 1 2 4 6hrs | aphase B phase
68 M 74 222.0 144.0 73.8 56.0 438 345 308 10.2 4417
40 F 35 240.0 168.8 126.6 108.5 720 525 46.0 9.7 239.0
Non-dialysis
211.0 156.4 100.2 80.8 57.9 435 38.4 10.1 295.0
Mean + SD '
£15.6 £17.8 1373 +35.0 2199 127 110.7
22 F 50 | 4000 168.8 100.0 633 422 330 215 5.8 1816
s M 53 | 280.0 1120 62.5 375 308 240 17.2 56 2166
Hemodialysis | 34 M 60 | 450.0 148.0 92.5 69.0 540 430 382 4.1 259.9
! 376.7 1429 85.0 56.6 423 333 276 5.0 214.3
Mean + SD
$87.4 $28.7 £19.8 +16.8 11,60 19.5 £10.5
Table 9 Serum levels of 6059—S
1,000 mg, IV inj.
Uremia, K.Y. 68 y, Male, cross over
Serum levels (ug/ml) Half life (min)
1/12 1/4 1/2 1 2 4 6 12hrs | aphase g phase
Non . -
dialysis 2220 144.0 73.8 56.0 438 345 308 250 10.2 4447 -
Peritoneal )
dialysis 220.0 1224 606 485 345 270 208 156 9.1 297.0

Fig. 22 Excretion of 6059-S in urine and dialysate

Recovery 'in urine

"Recovery in dialysate.
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Uremia, 1,000mg, IV inj.

%
10

Non-dialysis
o -—---Peritoneal dialysis

==
-

Cumulative recovery rate

Cumulative recovery rate

DEPOEY, F o1 WEDLEDSNEH 1D,
H5ORBLIbOLEYE Lo

2) EEEREL £

AR OEHKLEIR Table 12 1074 E 50D TH5. F
BBRBYIE 4 PITIIER 2 41, B2 HchHHE 10
%, BERYUE 4 PICREY 3 B, % | ATED
R T5%, RESERZVE 17 MTi3ED 104, H%6 4,
PO 1 PITHSE 9%, SpttmiE 1 Al
THotro RBYIE 26 PILRIETZ2EH 124, &
%12 4, PoFE% 1 W, ®msh 1 @, EHLESHES
heE 24 MY, HEHET 92.3% Thoto

ERENEHEL2 2L, E coli icd3b0i2 9
Pid 9 FinRESh, LT K pneumonice Ti3 5 6
® 4 FIdS, S. marcescens, P. morganii, P. maliophilia,
S. faecalis D& 1 PICRAPIHBRE SN, LL,
E. cloacae @ 1 lIBRE S NI - 720 BB 190
t 17 BIT 89.5% L@hr-mkZRL A (Tablell),

3) EER

R4 DEERNR 25 FER, 26 BYEICARIE #AL
7. W CORERIZES 1 © GOT, GPT oBELH
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@PMJ&qm,ﬁwz4fﬁu<GOtGPrwu
KLQ@%&,%@%)ﬂ&Bntﬂ-*ﬂ&mﬁT
| AERICREREICHL 2o TN ORIFRARRATO
AHORFRIER 1 T2 3gx2 A+2 gx11 AK
B M 24 TH 1gx2 A+2 gx6 BRIl M g T
-7 (Table 13),

o. % ®

6059-S 12 Cephalosporin Bi#rhicd 3 W F%
BEEFICEEDAL=—7 AR & Dt R
y10 Oxacephem A0 HAHITH Do AMD HBA,

Table 11 Bacteriological response to 60595 (25 cases)

CHEMOTHERAPY

383
BOX, Bl S U R ERIRMIE DD TR 4 DML 72K
MEFLEDLEUTDEBDTH S,

1. #fmH

6059-S DHLWAIZ 7 5 AT LTI MRlIiCH
RPPEBHS, 75 sREBIC L TIRR K D BNT
b, E coli, P. mirabilis ¥ LU K. pneumoniae i3 &
L X, 9D Cephalosporin Fbif:Alic kL TIESZ
#OIEL> indole positive Proteus, Enterobacter, Cilro-
bacter ¥ LU Serrvatia Tt U T & Wish T MR %
SRYILBAARIE bR TV 3,

bhbhOBKI MK TORNEKT L, chEizs
Ak RO bk E 13TV 5, #8i1C, P. mirabilis TI3
0.2 ug/ml T4AEEDS, indole positive Profeus sp. M
12 pkrh 11 ks 0.39 pg/ml I CREMMEIL SN,

Organism No. of cases Eradicated | Persisted %7-, E. cloacae \cxtd 2Hi# s MIC @ peak (3
E. coli 9 9 0.2 ug/ml LITT, > Cephalosporin #iX& ) &h7c
K. pneumoniae 5 4 1 REHERLU
£ cloacae 1 1 E. coli ittd 2 AR M# 2 CTX £ CZX &b
S. marcescens 1 1 1~2 B#id 5 boo CTM, CPZ, CEZ kb@nTi
P. morganii 1 1 7o . )
. maltophilia 1 1 K. pneumonige T34 AAROGIEAIZ CZX I3
$. fuecali 1 1 BEEES 2 400, 1117 CTX il L, CTM, CPZ,
CEZ X h@NTW /o
Total 19 7 2 S. marcescens k¥ B HiEAIE CZX © CTX %D
Table 12 Clinical response to 6059—S (25 cases)
Clinical diagnosis No. of cases Excellent | Good Fair Poor
RTI
Bacterial pneumonia 2 2
Infected bronchiectasis 2 2
BTI
Cholecystitis 3 3
BTI 1 1
UTI
Acute cystitis 2 1 1
Chronic cystitis 6 1 4 1
Acute pyelonephritis 5 5
Chrqnic pyelonephritis 3 2 1
Acute prostatitis 1 1
Others
Infected hematoma 1 1
Total 26 12 12 1 1
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Table 13 Laboratory findings before and after 6059-S administration

No. | c RBC Hb Plat. GOT GPT ALP BUN SCr,
0. | “ase (x10%) | @®/d) | (x10%) | (U/mh | (U/mb | (BL) | (mg/dD | (mg/d))
1 | g | Before| 383 12.6 227 2 28 1.8 10.0 0.7

: After 380 124 36.4 33 45 1.6 14.7 0.7
5 | g | Before | 479 13.1 34.2 13 14 1.8 18.2 0.7
. After 484 13.5 56.2 14 22 1.5 12.0 0.6
3 | gs | Before| 815 16.4 17.1 2 39 3.2 14.3 0.8
> | After 489 15.6 24.5 16 27 3.2 17.2 0.9
4 | nx | Before| 433 13.3 44.8 16 21 5.0 15.9 1.2
: After 430 13.1 22.9 20 21 2.8 15.2 0.9
s | kg | Before| 328 9.6 28.6 42 40 9.2 23.8 1.0
After
6 | gp | Before| 524 15.8 48.8 15 20 14 0.7
: After 521 15.7 29.9 12 20 1.5 111 0.7
7 | Ex | Before | 296 9.1 23.2 32 61 19.3 8.8 0.6
: After 262 8.1 17.0 43 50 22.8 17.0 0.4
g | ko | Before| 292 10.2 34 31 53 5.4 24.1 0.5
: After 273 9.7 4.2 60 75 8.7 13.0 0.3
10 | My, | Before| 376 11.3 32.1 13 11 1.3 9.6 0.6
el After 383 11.4 34.5 17 15 1.4 9.2 0.6
a |l Before | 406 12.3 25.4 18 15 24 14.5 1.1
S| After 391 11.8 41.5 19 17 2.0 16.6 11
12 | yx | Before| 362 11.7 21.3 22 21 24 17.0 0.9
R | After 372 12.0 15.5 16 16 2.4 12.6 0.7
13 | m | Before [ 415 12.0 30.4 13 7 2.0 14.0 05
M| After 402 12.0 50.0 14 10 2.0 15.6 0.6
14 | s, | Before | 432 12.3 12,6 11 13 1.5 12.3 0.6
S After 451 134 15.6 12 13 2.1 18.6 0.7
15 | wp | Before| 404 12.5 26.1 19 23 1.5 17.3 0.6
| After 385 121 30.7 16 26 14 12.0 0.5
16 | no. | Before| 40 12.0 21.0 23 20 5.4 18.0 1.0
O | After 423 12.5 22.5 19 17 5.6 16.0 11
17 | my | Before| 457 13.2 235 40 48 13.6 18.0 1.1
| After 440 13.0 26.3 46 53 144 16.0 12
18 | Tx | Before| 465 14.4 29.9 38 61 3.5 16.0 0.6
R After 521 16.4 27.0 21 33 1.7 10.0 0.8
19 | no. | Before| 410 10.8 20.0 15 15 5.4 17.0 0.7
O After 465 12.7 35.0 18 19 6.3 15.0 0.8
Before 395 12.2
2L | ET. | atter | 378 | 120
2y | gy | Before| 436 12.7 12,5 13 17 1.7 10.7 05
| After 461 12.8
Before 471 14.8 23 20
241 ON.| Afrer | 425 | 139 51 53 6.5 18.0 1.0
25 | M Before 405 11.5 26.7 13 15 2.4 8.8 0.5
2o After 409 115 31.7 16 18 2.3 9.6 0.4
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) BREESY, MIC © peak 2 6.25 ug/ml TH-
#o LirL, CPZ CTM H501 2 CEZ X #aiichi
gihxmLIe

P. aeruginosa {C T B AFIOBIEE CFS, CPZ %
202 PIPC &0 %5 d0D, MIC o peak % 12.5
pg/ml ICHT BRI — B DR ¥ 5 — Y ZR L,
§.25~25 pg/ml 1T 50 ke 4l BROSHEAT B0 Fho
CZX, CTX X —BBEBIFHREATH 50

2, WR, B

1) mFRE

BERAZEY 4 Hlic 6059-S 1,000 mg A 1 lulgh
AL OB M M3, 201+39.6 ug/ml THHLH
5 Sickhohb, M¥I: a-phase T 6.3%1.8
min, 8-phase T 96.0%18.1 min Tdh 7. I,
AksicHET L7 CEZ @ cross over Mkhy 147.6%
25.4 ug/ml, 9.2%+0.9 min, 102.9+14.9 min &KHT
HLTWe

mrhEsss (B-phase) #tid> Cephalosporin &
W&LTA%E, CET 0.5 hr, CER 1.44 hr, CFX
0.77 hr TH Y, AXIDOHEM LD KL,

#tk® Cephalosporin #|DE 5 & DHEHIERF I3 KEK
S OFBERERIC, EARME» SOFR RSN
T3, $t->T, Probenecid #4tH4 % & Mglic#
Ab4 1, Cephalosporin D$Fillt A3 & N T lnrh i Ee
BE, MEBESEET S Ebmon TN L
U, &#lo Probenecid B0 M2k 103.0
+8.6 min T, JEMEAM® 103.8+8.2 min & HKL
THEEERTD 720 THUIAKI OB Bl LR BRIKIFE
BET, BERAEOBRSNBDITNC EETRBRL T 5,
COERIIE - VAEROT: stop flow HEDEET
bIERSh TN B!,

Bl g kg 2 AR O mp BRI #ER 30 4
FTRPFTOERZEDONILOY, 1 BRLKTIER
REOBWEMIIE BEART LD/ b, Cer 4.0 ml/
min OEFEFEEED 6 KEHSEERAD 1 KEE
IhBEERL, MR 239.0 min THh- 7.

INEENT 5 2 VIR IEBEETC K > THEARREZERLT
VBRI T o MK IREE OB A 5 & LIZEEK L
RWTH%, LpL, EFHERZDbDHME~ DEFIIC
KORIEB1D—DDERY O ME KT 5 < L2
THdo K EAD TEHNOBITYRERIT B720
ICRER D Cor ZRBHCHIEL THEMRET 5068
BH2,

2) Repskit

6059-S DMt TRD & 3 KBRAD S DIFBHE
THBo REBRATOARFORHEURI BIER 8 B
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METIic 86.7L7.1% ¢, CEZ o 83.0L7.2% &i3
2 WBETHY, Probenecid JFITH 79.9 £ 2.6,
EARERA SN,

Cer 59.4 ml/min JL FOMEMEAS TER] T No]
DB T ASA 41, Cer 8.2 ml/min o )0 P 1247
T 6 IGIHNE TICiNBD 2.8% M S hrcicd ¥
8In - 120

B IR L4 5 DT H B0 IUBUENT
EPITHTEL, MHER 12 RIE TORRD I IDICA
ALY 2.8%, JEANTIG 5.0% & yi)ia bl
Poo ok, BT~ DARFIOIIKERIE 12 I E TiC
17.8% THotoo WKt LU BHFOIA~DOIIFDHEE
BEnA2E, T 20.6% L1870

3. ERARRLIK

6059-S AT IRIRAE 4 B, NEEYIE 4 ¢, IK
FRIGHWE 17 41, J&Zemlh 1 plo 25 ER), @ 26 j&
HuiElc 1 A 0,5~4.0 g, 4~28 A1, %Ak 2~56
g WAL, %% 12 4, %) 12 YIcHREK 92.3% T
Hoto

BRiRcH 3 &, E coli J&yuiEd 9 #ih 9 4, K.
preumaniae [KYE 5 Pith 4 PIHRE S I TN
DEicxd 2440 MIC @ peak fid E. coli T 0.2
pg/ml, K. pneumoniae T 0.2 pg/ml L&, KON
WHEAR TR, B, H20RIKERONTOM
BbIEEL D BWEL T CTH ot F12, S. marces-
cens, P. morganii, P. maltophilia, S. faecalis 75 &1C &
DIBYUER VT b L EWT DT Hoets TXTHR
WUZ 7

MREIC AR U 2 SEGE 78 . dotk, MIEOBIC K
BRI ES K. prneumoniae N NHEE 7S S
CICIBERICRIE A 7 — 7 VA 335 JRIE T E. cloacae
RERIRGYEZBHFL, D OEBHITH > 10 RPEICHE
BB AL 1o 2 HERVEERI T, & & K DERIA
EAND SRR DIED> - 1FEW T H - 120

HER & L TAHIEAdic S-GOT, S-GPT {liD [
LRE 2 FEHNCEDIHS, OFILE 6059-S DAL
T#H 1 HETERECSE T

X ik

1) AnDRrIOLE, V. T.. Pharmacokinetics of cephalosporins
in patients with normal or reduced renal function. J.
Infect. Dis, 137 (Suppl.): S-88~5-99, 1978

2) Uepa, Y.; J. SHiMaDpA, T. Yamajl, Y. ABE & M.
NAKAMURA : Renal excretion of 6059-S, a new semisy-
nthetic beta-lactam antibiotic. 19th ICAAC, Oct. 1,
1979 (Boston)
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CLINICAL STUDIES ON 6059-S,
A NEW SEMISYNTHETIC OXACEPHEM FOR PARENTERAL USE.

Yasusui UEDA, JINGORO SHIMADA, FuMio MATSUMOTO, ATSUSHI SAITO,
Masanisa Oumori, KoBYA SHIBA, TAKERISA YAMAJL, '
HiroNoBU IHARA, TosHIO Hojo and TADASHI MIYAHARA A
Second Department of Internal Medicine, The Jikei University School of Medicine

Antibacterial activity, absorption, excretion, and clinical effects of 6059-S, a new semisynthetic oxace-
phem for parenteral use was studxed ’
1) Antibacterial actmty

6059-S exhibited striking acthty against Proteus mzrab;lt.s, mdole—posmve Proteus sp. and Enlerobackr
cloacae with minimum inhibitory concentration <0.39 ug/ml It was somewhat less active than cefotaxime
(CTX) and ceftizoxime (CZX) against Escherichia coli and Serratia marcescens, but more active than other
cephalosporins. 6059-S was more active than cefoperazone (CPZ), cefotiam (CTM) and cefazolin (CEZ)
against Klebsiella pneumoniae, but less active than CZX. 6059-S was one to twofold more active than CZX
and CTX against Pseudomonas aeruginosa, but less active than cefsulodin and CPZ.

2) Absorption and excretion

a) When 6059-S was administered intravenously by slow bolus injection, the peak serum level was 201
+39.6 ug/ml, the half-life was 6.3+1.8 min (a phase) and 96.0+18.1 min (8 phase), and cumulative uri-
nary excretion up to 8 h was 86.7+7.1%.

b) The values for CEZ in a cross over study in the same volunteers were 147.6+25.4 pg/ml, 9.240.9
min, 102.9+14.9 min, and 83.0+7.2%, respectively, and were very similar to those for 6059-S.

¢) When 1,000 mg of probenecid was administered ofally 30 min before the intravenous administration
of 1 g of 6059-S, the peak serum level was 152,8+15,5 ug/ml, the half-life was 4.8+0.7 min (a phase)and
103.0+8.6 min (B phase), and urinary recovery up to 8 h was 79.9+2.6%. These values were not sig-
nificantly different from those without probenecid.

d) In cases with compromised renal function, serum levels were not different from those in healthy
volunteers until 30 min after intravenous administration. However, serum levels 60 min after administra-
tion were higher in patients with markedly reduced renal function than in healthy subjects. ' Serum levels
6 h after intravenous administration were 8.1, 16,0, 17.3, 22.0, 30.8 and 46.0 ug/ml for creatinine clear-
ance values of 82.6, 59.4, 40.8, 29.0, 8.2 and 4.0 ml/min, respectively. The serum half-life (8 phase)
in subjects with a creatinine clearance value of 10 ml/min or less was 295 min and markedly prolonged.

e) With hemodialysis, the half-life (@ phase) was shortened to 214.3 min. - In patients undergoing peri-
toneal dialysis, the recovery of 6059-S in dialysate was 17.8%, and cumulative urinary recovery was 2.8%,
both up to 12 h. .

3) Clinical effects ,

a) 6059—S was adnumstered to 4 cases of respiratory tract infections, 4 cases of biliary tract infec-
tions, 17 cases of urinary tract mfectmns and 1 case of infected hematoma, totally 25 cases, 26 infections,
at the dosage of 0,5~4.0 g/day for 47-2,8 _days. Effectiveness were shown good in 24 (efficacy rate: 92.3
%). ‘

b) When its efficacy was judged by causative organisms, it was effective in all cases of:§:cases by
Escherichia ¢oli, in"4 cases of 5 cases by Klsbsiella pneumoniae, The excellent antibacterial activities-of this
antibiotic against these bacteria observed in:vi¥ro studies were proved by the clinical studiess i ««
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4) Side effects
No serious side effects were observed ex
cept low grade abnormalities S
of S-GOT and S-GPT i
in two

cases, transiently.



