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6059-S o in vivo ¥/ B

RHER=-ZMNFUH-BE #*
1 B4 M X AL R

. ;UL AmiXhz Oxacephem ZDEMATILHK 6059-S D in vivo HMIERAICDT, Cefa-
zo0lin, Cefmetazole, Sulbenicillin ¥ & U Piperacillin 2%/ & U THBRR L 720
2 Z0ERMBRABRIC KT 2 AROBRRHMRIZ, 77 ARMLRRGICK L T3 Cefazolin,
Cefmetazole & ©45>cdt, KROS5 ARMBBRRICITBD THRALDEMFICHRERL, 40
RER XN E. coli, K. pneumoniae, H. influenzae, Proteus, Enterobacter, C. freundii XU S.
marcescens DiE & AL TRTORBRITH LT 1 mg/kg LT EDy %R L, Cefazolin, Cefmeta-

zole ICEEREL { FEI MR RERD 2,

P. aeruginosa Bucstd 2 6059-S DFpRIZ, (DS 5 ARMMBRRICH T E LD 0P -1
2%, Sulbenicillin, Piperacillin iZ&~_XTEN Tl o

6059-S D¥aEzh R, BREROMIN T /- RBESRHOENICE b12-> TR T 2EM%E RL
M, —HTIE, HERSICL > TELOHROMKERBD 2,

E.coli XU P.aeruginosa iIc k379 A0 LTHREREUCENOTS, BIEPRG: & Rk, 6059-

S oBEHHENBD S 11l

# L.}

6059-S i3, EFHENEKRISHMRFTHLL BRI
Oxacephem & OEMATI4HHE T, Cephamycin Mi% b5
75545 Cephalosporin BRI DOHEIMERTFICREIBI SN
1-#5%HT 5. [ U Cephamycin #i5% > Cefmetazole
i3, #ERD Cephalosporin RITEME NI ENC HIMHERM
L&\ indole [ # Proteus % S. marcescens 15 XiT b
HEHERTCENREY ShTHAEH, 6059-S i3, Zho
OWHEICHIA, &5ic Cefmetazole iC % LT REHED EL°
Enterobacter &, C. freundii 33 X8 P. aeruginosa T b
HEAZRL, in vitro IR <7 b 7 ARBHTEGAC &
BRSNATHEEY,

AHTR, <9 REMOERIEIIEICHT S 6059 S
in vivo ERIERIC OV TERET 5,

HMHEFE

1) EAEY : EEARYIci SLC-ICR o 584,
v, KE 19~23 g, REEEGuciz JCL-ICR o
584, v R, KhE 17T~21 g £ 70

(2) BB : 6059-S (Lot. No. F 55 K 063 S 009 N,
F 55 K 063 S 0010 N), Cefazolin (CEZ), Cefmeta-
zole (CMZ), Sulbenicillin (SBPC) # X t* Piperacillin
(PIPC) %R\, RABREL LEEERKICIEML 2.

(8) ERMEHK : YREMREDS 7 LBHE 4 Kk
KUZ 5 nIBHEEE 29 BB REERAICE, &
AT C— BB LR N~ -4 V72T s

v« 743 v (HIB: ¥X§1) < 108-° CFU/ml o
HRBEICHBL, REAE L THMLFMEEIRXF
LI EME, NNERICHELT —80°C THKRE
Lo ERICEELTIE, ThODEKERERBT THE
PICHMIEL, ThZhOBNIELTHERRL X
ﬁ‘cﬁtbf:o

(4) MIC QAIE : AA{LPEHREPLEREEICENL
7o EASDOHEY IKhE-> TITE -7,

(5) MESds KTHAMERR

i) MR

S. pyogenes C-203, S. pneumoniae Type-1 51U K.
pneumoniae SRL-1 (3 HIB i, #ofhodekiz 5% 4
F v (American Laboratories Inc.) ic#&L, 0.5 %
fid 1 ml ZEREPICHEREL 120 BHOHRER, ELKIC
ZEDLODIVRY, HHEE 1, 5 %D 2 BERT
BEICE>TiTlEoTce 1 B 4~8 LD =Y 2% A
L, 27500 3 A0#BELRBETEN, 7 B#%OLE
R XD Probit HEick->T 50% HE (EDso) %R
», 1 BORERTREL 12

ii) REEME :

E. coli EC-14 & XU P. aeruginosa PA-116 2K
BEUTRO . REUIBICHEY LicHkici - TiT
Lo tedt, ZOMBERNBE, HIRK DAKHFRL -
<y RiCHR &€ b, WKEEL, BRET 200 1/3
giEEE DY~y ) YEHEEROT, TR 0.125
ml ZREEAVCHERAICEAL TH S, HEHICHRE
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Q&N 27 ) o 7THINIL, RUit 4 W5 SRR 2k &
1o E. coli WHTTIZINILM 6 Mpli#kic, P. aeru-
ginosa W& TRTIZ 4 BXU T ISR IR A BT 4%
HU, BN Lo0s 2 [0, 3 ANTHDE#MIEL 2o
BAIED I H, b b, Wil 4 Hkic R
L, HIB 2 NATHEISFL X LIDL, FYVHNV
R —WRKEH (BTB: ¥0D i X3 {CltsRE 77
VO, B le MO OERBERD, 1 It 5~7 o=
YRR, 2 1L 3 ISR DL THPIEN
Kovt 100 CFU/g DIFo BN TightdEL, A
IZHB1 2138 5 Logit Ul Xk > T EDs 15T
1FHRAR (95%) 2L o

(6) MRAEEHOMUE 1N 3 ED<y 2% Ml
LU, MBRICHiBEERm LD, FicDlilicey R
%/ UL, HIB 2.5 ml ZJ{MAICIEAL TiLilti, €
O EREIE DT HN—F « 4 V72V a3V BEEM
(HIA : 81 12 & BEEIERETIY, EREERD
7o

2 B K&

1) 20 REEABECKTT HERHR
RPN ERIOMkRE, CEZ E3%tk, CEZ JE&

NOV. 1980

Sl 8 XU P. aeruginosa @ 3 PRHC ¥, Thoo
JBYT. 1C %45 6059-S 755U i R O MR
(EDyo) % 10® CFU/ml {gRn> MIC & & &1z Table
1~3 77k L 720

s) CEZ BRt#(CHTIHR

Ampicillin ¥7:i3 Cephalothin WtEbkE &L 5 4
KERRL (2 A>T 11 KD IESIC K Z)84K% Table
117R U7 7T LIGYEERS = O RiCKET 5 6059-§
DORAUL,  in vitro O HRAIZ ViTL THKEIEL,
CEZ, CMZ izi3#s &t =10 U%-U, S. pyogenes
2 S. pneumonice BHF:-TH 6059-S D EDs ffi2
CMZ L b THEEL TH D, MIC D212 Dk iRk
RYRICBbh - 120 =T, 77 LEBKRRBR =Y
ZicxL, 6059-S i, K. pneumoniae SRL-1 %14 ¥
~NTDBRYFRICE T 0.034~0.25 mg/kg @ EDyy %
%L, CEZ @ 0.12~14.8 mg/kg B~THIFho%
WRICBNT HENIRBHRIBE S NI, LI,
E. coli 377 (CET ®$tk), H. influenzae 88562, E. cloacae
CL-113 o #i&picxdd 2 iGkki2, CEZ o 100 {451
L TH o120 CMZ DFRIL, CEZ LRAIZHLE
PPFEN T 0

b) CEZ #BBRUEKICHTIHR

Table 1 Protective effects of 6059-S, CEZ and CMZ against experimental intraperitoneal infections with

CEZ-susceptible strains in mice

Challenge EDsq (mg/kg) MIC (ug/ml)
Organism dose -

(CFU/mouse) 6059 S CEZ CMZ | 60598 CEZ CMZ
S. aureys SMITH 9x 10° 0.12 2.90 6.25 0.2 0.78
S. aureus C-14? 2Xx 10% 0.58 2.22 6.25 0.2 1.56
S. pyogenes C-203* 2X 103 0.65 10.6 3.13 0.1 0.78
S. pneumoniae Type-1* 4% 103 4.66 46.0 3.13 0.05 0.39
E. coli EC-14 3X 104 0.049 235 1.18 0.1 0.78 0.78
E. coli 3719 4% 108 013 148 841 | 0.1 625 3.3
K. pneumoniae SRL-1* 3X 104 177 69.3 0.1 0.78 0.78
K. pneumoniae KL-76 5X 108 0.23 3.75 3.76 0.2 1.56 156
P. mirabilis PR4 4% 10° 0.25 798 11.1 0.1 3.13 156
E. cloacae CL-113 1X 108 0.089 12.5 5.54 0.1 6.25 6.25
H. influenzae 88562 1X 108 0.034  8.34 6.45 0.03 1.56  0.78

Mice were infected intraperitoneally with test organism in 5% mucin.
Antibiotics were administered at 1 and 5 hrs after infection.

EDso value was expressed as a single dose.

MIC was assayed by the agar dilution method and incoulum size was one loopful of 10% CFU/ml.

*: Without 5% mucin a):

Ampicillin-resistant strain

b): Cephalothin-resistant strain
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CEZ @ MIC {4t 25 wg/ml PAERIRU 7S 5 al8
e 15 BRORBHiC T 2 MRS E Table 2 1ciRkL
oo 6059-S i3, ZHODIBEAETARTIENMLT Img
/kg ITD EDs fl1%RU, CEZ RESEMEMRIC & 5B
LRBEORIFLBREHRME SN, CMZ 3, ¢h
5 OBPFRITH LT CEZ L b H S D ic @i sl
BERURH, 6059-S o%hRiz CMZ 235tk (
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L@y, &Lic, Enterobacter, C. freundii. S. marces-
cens OEBHRTIZEDRDH Lo 120

c) P. aeruginosa (C%43 LR

Gentamicin fitt: % &tr 7 BRD P. aeruginosa &4y
ITx 3 2 amkik % Table 3 IL5RL e CORBTIZ,
s E LT, &<ic SBPC & PIPC %®AT. TH
5 DRYSRICKST 5 6059-S @ EDyo fiiz 11.6~64.4

Table 2 Protective effects of 6059-S, CEZ and CMZ against experimental intraperitoneal infections with

CEZ-insusceptible strains in mice

Challenge EDso (mg/kg) MIC (ug/ml)
Organism dose

(CFU/mouse) 6059 S CEZ CMZ | 6059S CEZ CMZ
E. coli 13 4 x 10° 0.25 38.3 5.56 0.2 25 1.56
K. pneumoniae 363 2 x 107 0.37 >500 1.74 0.05 >100 0.39
K. pneumoniae KL-124 8x 10° 0.90 7.5 15.0 1.56 100 125
K. pneumoniae KL-184 3 x 10° 0.27 >500 5.32 0.2 >100 0.78
P. mirabilis PM-50 5 x 10% 0.47 887 17.8 0.2 25 6.25
P. vulgaris CN-329 7% 10° 0.52 56.4 16.3 02  >100 1.56
P, rettgeri RET-21 9 X 10° 277 363 97.6 0.39 >100 6.25
P. morganii MOR-50 3x 106 141 178 10.6 0.2 >100 3.13
P, inconstans IN-25 8 X 10° 0.50 40.5 17.8 0.2 >100 125
E. aerogenes TB-510 1x 10° 0.14 771 135 0.39 50 >100
E. cloacae CL-25 6 x 10° 0.10 >500 133 0.39 >100 >100
E. cloacae CL47 4x 108 0.17 363 90.7 0.1 >100 >100
C. freundii CT-23 8 x 10° 0.089 74.9 9.80 0.1 50 1.56
C. freundii CT-29 3x 10° 0.080 58.0 19.5 0.2 >100 125
S. marcescens ATCC-13880| 3 x 10* 0.99 >500 60.1 039 >100 125

Experimental conditions were the same as footnotes in Table 1.

‘Table 3 Protective effects of 6059-S, SBPC and PIPC against experimental intraperitoneal infections with

P, aeruginosa in mice

Challenge EDso (mg/kg) MIC (ug/ml)
Organism dose
(CFU/mouse) 60598 SBPC  PIPC | 6059-S SBPC  PIPC

P aeruginosa PS-24 7% 10° 11.6 35.7 283 | 25 50 6.25

P. aeruginosa E-2 | 7% 103 147 992 372 | 50 100 12.5

P. geruginosa NC-5 3x 103 271 239 609 | 50 100 12.5

P. aeruginosa X-239 7x 10° 185 586 298 | 25 50 625

P. aerugi1osa PA-18 3x 10° 24.8 169 134 25 >400 400

P. geruginosa PA-116 4x 10° 644 185 143 12.5 25 6.25

P. aeruginosa PI-67 2% 10° 250 771 46.8 625 125 3.13

Experimental conditions were the same as footnotes in Table 1.
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mg/kg OFEFAT, YR P. asruginoss LIADS 5 A
R RIRGIC O T BB RIT A D & 22 » 1o df, BB
ANATRTORYEFRAETLT SBPC kb 3~9 ff
FNIBREEE R U o Ee, 6059-S 12, i vitro
E#Ti2 PIPC Lo dEsicehhbsy, HRHR
12 2~5 {EEN TV

@) ARHRCHKZTHERFOLE

a) EHNECIKOSER

B & LT E. coli EC-14 XU P. aeruginosa
PS-24 %L, BYEBOMINICE S0 BR H RD
ERERY: 1 %o 1 ERE5Ck->TRML, €0
F#kA Table 4 IR U Fco E. coli BYRTI, BUB
&% 1x10°5 CFU (80 LDs,) m 5 1x10° CFU i<
LTH&REFD EDy HICHEOERIZED Shiih -
7=#2, 1x10" CFU Pl E#EMTIIKEX & & EDs M
DOFERARL, &, 6059-S it CEZ, CMZ ic#~
TEEAZG B ERAMBR SNz, —7, P. aeruginosa
BUR T, RyugifEHt 7x10t CFU (20 LDy) 25 10
PR AN BICK-T, 6059-S @ EDs, {#id 3~
EFo LR LD, CoZEHiE SBPC LRRBETHY,
PIPC it RTHBOEBEZTFIC oo

b) BRBEORSHMICKILE

E. coli EC-14 XU P. aeruginosa PS-24 %BHEA
o LB SO £ SN 1 MR TFREEFEL,
BERMOROIC X 3 IBRHROEDEBHIL, RFHC
M 5D MREN AR MERIE L oo

Fig. LIGRT &40, E coli RERTII, MMAMIcHE

X 17 WS P IUETR Uy H 1 BRMD 2 x
10° CFU & 6 1§ 2x10° CFU ~Z 451,000 £
L 720 ZBRIEOD EDyo i, miERh S8 5%
TORMNTERT S et ER OB ETRL 1oh, CEZ,
CMZ Tiz #DEMIBPHILDIKL, 6059-S i3,
wiEme 1~3 BHoLhYy LRGN TIZEDTHRN
oM R RE, MAEA AR 107 CFU icig
+2 4 MMLIMORSETIRAMIC EDw @M ERL,
5 MR T2 3 RRED EDso HEH TEL f-fER
L7

—7, Fig. 2 icRT LD, P.aeruginosa BRFRiL,
E. coli BRUFRICH~T, TRIER%RO MPALRBOK
TR IIRBE I D, BY 5 psMsIC &
NT b IERE DX 40 EOMMICAEIIh 12 £hHIC
Lhrhbod, SRREE bFGIEMICE>T EDw
OEBHEB SH. &ic, PIPC Ttz oK@k
Motze ChicxLT, 6059-S, SBPC Ttz nX#s
HEHDIEL, #->T, BROMOLS TR HRE
sRL7- 6059-S B8, LWIFNORESHRICHBOT HHRE
ICH U AR N TV 2.

) HMEONSEMICLIES

K. pneumonige SRL-1 %R\ - & F vV FEEMOBE:
RickT, HEE 1 HEgss 1 BEMT 5
WEEFLG, 158K 1 ABXU 1, S5KMK2A
BEOBIRELB L. COERICHRD EDs ik
w5 RTROL, £ORME Table5 iCRLA: 1H
L 2 AR5 ORKTIE, SRAELE b EDw fiicZh

Table 4 Effect of challenge dose on EDgg of 6059-S and reference compounds against experimental infections

in mice
E. coli EC-14
M
Compound ] IC (ug/ml) . ; EDsso (mg/kg) -
10 10 1x 10 1% 10 1x 10’ 1x10
6059-S 0.1 0.2 0.13 0.18 2.52 26.1
CEZ 0.78 1.56 2.48 2.86 15.1 184
cMz 0.78 1.56 1.80 3.45 8.06 310
P. aeruginosa PS-24
Compound :‘ IC (ug/mi) . EDso (mg/kg) -
10 10 7% 102 7x 103 7% 10° 7% 10°
6059-S 25 100 11.1 41.5 140 >500
SBPC 50 100 55.8 145 559 >1,000
PIPC 6.25 100 20.7 253 658 >1,000

Mice were infected with test organism in 5% mucin.

Antiboitics were administered at 1 hr after infection.
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Fig.1 Effect of administration-time on EDsg of
6059-S, CEZ and CMZ against experimental
E. coli EC-14 infection in mice

Fig.2 Effect of administration-time on EDs of
6059-S, SBPC and PIPC against experimental
P. aeruginosa PS-24 infection in mice
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Administration-time (hr.)

om0 showed the number of viable bacteria in peritoneal
cavity non-treated control.

Antibiotics were administered as a single dose at the
indicated hour after infection.

Mice were infected with E.coli EC-14 (7 X10* CFU/
mouse) in 5% mucin.

Administration-time (hr.)

om0 showed the number of viable bacteria in peritoneal
cavity non-treated control.

Antibiotics were administered as a single dose at the
indicated hour after infection.

Mice were infected with P.aeruginosa PS-24 (7 X102
CFU/mouse) in 5% mucin.

Table § Effect of multiple administrations on EDgq of 6059-S, CEZ and CMZ against experimental
K. pneumoniae SRL-1 infection in mice

Challenge dose: § X 10* CFU/mouse

. EDgo (mg/kg) Ratio
Compound Mic “‘E/’"‘) (2) (b) ©] b
10 1he 1,5 hr 123450 | @/® @/()
6059-S 0.1 50.6 24.8 2.67 2.0 19.0
CEZ 0.78 579 370 103 1.6 5.6
cMZ 0.78 382 115 49.9 3.3 7.1

Mice were infected intraperitoneally with test organism in HIB.
Antibiotics were administered at the indicated hours in the Table after infection.

EDgg value was expressed as total doses.

REKEHEFIAD SN 703, 5 ERETIE—
i EDgo OB ARL, &<IT 6059-S Tid 1 [
BEicB~T 5 @50 EDy Hi3# 1/20 KB L,
CEZ ¢ 1/6, CMZ @ 1/8 it ~TH A S OEIRDS
%:ﬂﬁ'(‘ﬁoka

8) 2 RRMEHEICHT DAMIR

Bigi e LT E. coli EC-14 XU P. aeruginosa
PA-116 2R /e = v RO ETHRERYIC 7 5165
B#k%, Table 6 KRU7xo E. coli BYSRTD 6059-S

@ EDs, ftii3 8.91 mg/kg/dose T, CEZ, CMZ itk
~ T~8 {E@H, in vitro FEHEICHH U 1cBESHIRERL
t20 ‘7o, P. aeruginosa BHFRICH L, 6059-S i3 32.0
mg/kg/dose @ EDs {H%RL, <@ %Rix SBPC,
PIPC ici~# 2 BN T o

% £

B iic e Cephalosporin & i3 2153 &RY
%445 6059-S i3, BHTLEHITAERARI P74
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Table 6 Protective effects of 6059-S and reference compounds against experimental urinary tract infections

in mice
E. coli EC-14
Challenge EDs o (me/ke) MIC (ug/ml): 10°
dose Therapy 60595 CEZ CMZ 6059  CEZ CcMZ
(CFU/mouse)
2% 104 6 hrand 8.91 63.6 69.3 0.1 0.78 0.78

b.i.d. for 3 days

(5.80-12.0) (46.8-80.4) (57.5-81.1)

P. aeruginosa PA-116

e onee EDs o (.ms/ks) MIC (ug/ml): 10® ’,
i Therepy - P 60595  SBPC _ PIPC
(CFU/mouse) 6059-S SBPC PIPC
3x10° | 4,7hrand 32.0 66.8 64.6 12.5 235 625

b.i.d. for 3 days

(24.2-39.8) (47.3-86.3) (46.4-82.8)

Mice were infected transurethrally with test organism in 0.125 ml of HIB.

EDgs¢ value was expressed as a single dose.

Number in parentheses indicated 95% confidence limits.

RRU, LI 7 sRMEIC T 2 FHOM S 3 ERE
&Y, R BFH%oD penicillinase, F45RD cepha-
losporinase DWVFHIC HBDTRELMHED ZRBL
T, BEAED B-lactam R OEICK LT b BZHER
LRASOREEM AT T EBMONTN S, In vitro
TZDXSICENIEREEFT S 6059-S 45, = v 2%
AV RBREERICBOTMICZ DB RERBT o0 %
BT 50, Raid, £ CEZ RZUEEET
¥%  OBERBEKRIC OO THENREREERL, 20
Kk >TEAED in vivo TEHICET 2 IBIKOFFMEE R
H1co

7'5 KIGHERERICKT S 6059-S DREEIEITL
FTULLRALINS LD TR - 7258, P.aeruginosa %
B 7" 7 ARMERERICR U T3y CIRREEIC AR
T, Z0 in vito WER RS + 7 i3, BERKMICE
BRINTVE S 7 2RBUEORYEMEL, &t
3k @ Cephalosporin % 2h5R% /R U#EV> indole [5 #
Proteus, Enterobacter, S. marcescens \ICE TH L 32 &
MEBE Nl Lhd, 20 EDs i3, CEZ R,
JERZMLEMDT, BRINILIZEALTRTORYTR
iU T 1 mg/kg DITFO % RL, AROBFELHT
M, 9ERkd Cephalosporin ICEERTELLHBHTH S
T EMHERSI NI,

P. aeruginosa BYRITH 5 6059-S DRRIT, fib
D7 7 LARMBERPICERTENIREBRITII I -7

s, B, BRBElE<=v ) vELTHEShTVE'

SBPC® % PIPC” Xy bENIiMBRMAER Lo &
i, FEICK 2 BRIJEICH T 2 BRMETNCRYET 3

botEISNS,

6059-S o afizhRiz, CMZ © PIPC ic@~, in
vitro DHEHL STFREINZL Lic@hzcen R
BEh-BREFOZL IOV TEE I, AXD7Y
zMih~0BFHEN CEZ rtRARKICRFTHECL®
2, EDOERHO—MEHRBTI 0L EKEINE,

BRHRICBLIZTHERTOERE LT, BRER
£E5REE S VI #50HIcBLT BRY LA, 6059-S
12, EERERS ICERROBICENTRDTENIE
RRRAERAT 2 Riln, RLERONNE - RBFEOE
ML b R->TEOHRRIBH T 280ERLE. Th
12, RFD in vitro BEEMY P. ceruginosa TitH
HHBICE > TEEBEZI B CL® LEENSI XD
ICBbh3, —F4, invitro DRIHRBIFTHIKS
b oT, BAREMRRICE ED#EERLEK
Jmeumoniae SRL-1 jEgs3k (Table 1) itH0 T, 1 B
MEoHEREIC X b 6059-S DEMGREELLEGE
TR LNTARENE . Thiz, AEKERAVEEE
TEOMEICEH T, 6059-S DREIEALPEREOD
BERICEX->TEL{ MR IhIFEY LELADET,
BRFHOFN S LURROBEIC L > T2, hRTOX
PIRBE L MRS U B & MBS R4 B X 5 5
ERVBC LItk T 6059-S OHBEEX oITERLE
ST EMTBRENI,

BYicid s s hic 6059-S OABARKELDOTER
hicHit S n 3 T &Y hd, <9 RERORERIRE
BRI 1 5B RE R LR, E coli, P.oerv-
ginosa VThORLFRICHL TS, 6059-S 1IxIREIC
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TAKI, M. TAL, Y. WATANABE, 1. SAIKAWA & S. MITS-
UHASHIL: In vitro and in vivo antibacterial activity of

Antibacterial activity of a new 1-oxa cephalosporin

IN VIVO ANTIBACTERIAL ACTIVITY OF 6059-S

SHINZO MATSUURA, HIDEAKI MiwA and TAkAsHI Fukao
Shionogi Research Laboratory, Shionogi & Co., Ltd.

The therapeutic efficacy of 6059-S, a new parenterally active oxacephem derivative antibiotic, against ex-
perimental infections in mice was compared with those of cefazolin, cefmetazole, sulbenicillin or piperacillin.

6059-S showed excellent in vivo activity against intraperitoneal infections caused by gram-negative or-
ganisms including Haemophilus in fluenzae, indole-positive Proteus, Enterobacter sp., Citrobacter freundii and Ser-
ratia marcescens. The doses less than 1 mg/kg of 6059-S were enough to protect mice from most of these
infections, which proved to be strikingly more effective than either cefazolin or cefmetazole. However, the
protective effect of 6059-S was inferior to these reference compounds against infections with gram-positive
organisms.

Against pseudomonal infection, 6059-S was found to be significantly more active than sulbenicillin or
piperacillin, although its activity was rather low in comparison with the results obtained in other gram-
nega tive organisms.

The in vivo activity of 6059-S varied with the challenge dose of organisms or the dosing schedule. The
multiple administrations of 6059-S enhanced its protective effect compared with single injection.

Furthermore, against ascending urinary tract infections of mice, 6059-S also exhibited potent activity in
treatment of infections caused by either E. coli or Pseudomonas aeruginosa.



