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MR R FHER O RBIEIC T2 6059-S L & [ifi KMk i)

AW =
ERTTEIRBEM IR AR
Z MBS - RERRK - RS - BIFNEAR - hg M
£k R AR AR SR 2R R

HLL Oxacephem Fbu/l:#H 6059-S o, 277 AlXtEMRY (GNB) icxtd 24iif71, BulR&
Hiilt, & PRDLRBEA~OBIT, WIREBMAROMMNERIBESIES L L Ute 27 BlDIRIKSHE & @I1E
BIZDNWTRNZ T - 720

REMSAIEI, R E LT Cefamandole & Wikt L2248, E. coli, K. pneumoniae, indole
positive Profeus sp. Icxt L, 4~6 5Ll EDHRIEEARL, £0 MIC (3 10° HIEMTIZEAL
#3 0.1~0.2 ug/ml TH 7o S. marcescens (3 12.5 pg/ml, P. aeruginosa {3 12.5~50 ug/ml d
BEUSHERL 10

Bk & HEitt DT T, 250 mg ZRAFRAICHEL e ol O € — 213 1/2 1§i% T 11.4
+2.0 ug/ml T, 6 BsRAtRICIZ 1.420.2 pg/ml TH-7o 6 BifilE TORPEIREIL 49.2% T
Ho7z0 250 mg ZRBRAICHEL 1284, MPREOE— 2713 1/4 B%T 29.8 pg/ml T
PISEMICIRA L 6 BB T 2.43 ug/ml ThH 70 6 W5RIE TOIRPAINARIL 97.4% 1TEL 720
B-phase TO T % 3T 1.8 B, HET 1.6 M TH 7o THHIEFREENITIR, <O
LT T Yo BERL, RAOEUEGED - 7,

b FRIIREAOBTIE, WIZES 2EAEEIC LSS5 Nkns, 10 Flo it T
1 g one shot #i¥ 1 BRA% T, 7 Flic 0.33~4.52 ug/ml OEEEHHIE S o

27 EF (1 fl, HWEERA) OEERAID D b, SYEEMMEIREIYE 20 FITid, UTI EZhFIE
KT 13/15 (87%), EHRENET 18/20 (90%) OFENIHHERERL 7. HAMETTRFEL, 1
EHATIRE S KUEHBIBARDEL 2 FITRETENFLBENTHE- 10

BIERORE T, BRBREMBOREE L THRSHIL S BUN, S-Cr. ofih-7c 1 HIT, S5k
EHRERMNBEDONI, BEMEWEREL TR, 1 flic 1 ¢ HEXK—BHOMETIEE Chick
SRS BECHEKNEFERSS SNch, 1 BRICEMETERCEL, /2 1 HIT HRZ
RETIRHBH, 250 mg HAEBEEKLVH 15 SHAHOSEHME, <Lodh% BITDH I
X BTV —BRIEREZD I, COFTHRMLETERICHL

6059-S (227D Cephalosporin FiCHifkL T in vitro \GRE NiROIEGEE kL T, 4
O SR TR BRYEICBN I IBESRERY, BENICRL2EORWERTHIEELZON
oo
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6059-S [IEFHMEMAERICT T BER SN Fr Lyt
R B-lactam RfTEMETH B, € ORI Fig. 1 i<
AUk, Thica s B VEFED Cephalosporin E#5D S

FFH 0 BEFRBHRINTNEC EMNBEMIEATHY,

Fig. 1 Chemical structure of 6059-S
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D fihic Cephamycin FIEH) & [T 7 HLiC methoxy A& 5,
C OFiD3H| % Oxacephem FZIEME LIFA T B0 AF|OD
BRO¥MIZT DB WHIEIEYEICH D, [E0 Cephalosporin
oo 7 o BYERRIC ST 2 HMAD 8~32 ffEbhTY
%o X5ICHEkd Cephalosporin Mt HiTH 3 S. marces-
cens % P. aecruginosa {Cxt LTd, —POHMRIRE T I / 5
FAEBMBEY, =) Y RIUEME T 2 ENERT
TEBMONTN S, L, —IC 7 ABHREICH LT
i, MEARS B

A6, 6059-S 2T HMEL VIRILETY, HEMRETE
LT/ 5 AaMBRIickd 5 in vitro ;UES, BIR & BFil,
b MR OBTERIE Lice HERIIITIE 27 FIOWRE
MEROBRYEICARETE 572D T, TOREEEIEROR
A TRET B,
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1, In vitro i M{ER

(A) niREEMAE

PRI, AKI DA KR MG 35 L ORI 53 4BED
5 54 HEHICHF Thhbh DIl T REIGYAE D 54}
W {iteLtes 7 stk (GNB) T, 00 82 KT
B2 WL TNWZhOBMBUTDOELVTHS, E
coli 23, K. pneumoniae 10, indole positive Proleus sp.
(P. morganii, P. rettgeri) 22, S. marcescens 15, &
P. aeruginosa 12 TH %, IR k2, QRS
WL LD BIMIEIC & - 720 JEITREIZ, 10° cells/m]
L 10° cells/ml & U7co s M3 #lid Cefamandole

Fig. 2 Sensitivity distribution of E. colf isolated
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(CMD) %M o

(B) HERAMBDOBRIESM (Fig. 2~Fig. 11)

E. coli Ti3 10* {£/T 6059-S @ MIC i1 0.1~
1.56 pug/ml 123 L, £DO€—-213 0.1 ug/ml ¢4
108, CMD Tl 0.39~100 wg/ml EHILhDiLs
SasHb, €©—212 0.78 ug/ml TH 12, 10° 5
Tit, 6059-S ¥ —2i24izh 0.1 ug/ml ¢, CMD
Té 0.78 ug/ml & 10° {EHFSE AR TH - 12 (Fig. 2,
K)R

K. preumonize Tid, MEKHMIC K& 172 BZtEDE
ML Shtz, 6059-S Tiz 10°, 10° cells/ml ik
T 0.2~3.13 ug/ml DIEH MIC ikl T, CMD ©
12 10* EHEC, 6.25 pg/ml & 50 ug/ml DBZH AR

Fig. 4 Sensitivity distribution of K. pneumoniae
isolated from urinary tract infections

from urinary tract infections
—23 strains— — 10 strains—
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6059-S 12 7 3 1 6059-S 2 1 4 3
CMD 2 6 2 2 3 3 2 1 2 CMD 2 1 7

Fig. 3 Sensitivity distribution of E. coli isolated

Fig. 5 Sensitivity distribution of K. pneumoniae
isolated from urinary tract infections

from urinary tract infections
—23 strains— —10 strains—
Inoculum size 10° cells/ml Inoculum size 10° cells/ml
100 - ’r"' 100 /
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E | ! B | /
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E ¢ / E ot reemeedt

Q | ’I, (5] | l’l

Il ’I'
(S A R PO T SR SR SR SN St 1 [ S o T NN GHNE WA SUUS VN N S R
MIC (ug/ml)| $0.05 0.1 0.2 0.3 0.78 1.5 3.13 625 125 25 50 100 >100 MIC (g/ml)| S0.05 0.1 0.2 0.3 0.7 1% 313 625 125 25 50 100 >l00

6059-S 1 15 5 2 6059-S 5 2 3

CMD 4 7 4 3 4 1 CMD gt 1 1 2 2 1 3
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LEbONENEN 2 #RE 1 KT, 0 T KiZRT
2 100 ug/ml OfitE% KL 7o 10° cells/ml Tt
0.78~100 ug/ml @ [HIC AL, PO N1
(Fig. 4, 5o

Indole positive Proteus sp. icxL Tid, 6059-S i
100, 10° cells/ml & bICAK&E LT SO &% HF <0.05
~1.56 pg/ml D& MIC ZRU%ke E—-2i3 10
cells/m! T 0.39 pg/ml, 10° cells/ml T 0.1~0.2 ug/
ml THo7co CMD i3 BERIC X B R MH K&, 10°
cells/ml Tt 1.56~>100 ug/ml i34 25 &DD 15
% (68.2%) 25 >100 pg/ml DRH:ERL fo ZhUC
#U, 10° cells/ml Tiz <0.05~>100 ug/ml &Lt
KRicAHw L (Fig. 6, 7)o

Fig. 6 Sensitivity distribution of indole positive
Proteus isolated from urinary tract infec-
tions —22 strains—
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S. marcescens Tid, 10° cells/ml Tix 6059-S @
MIC i3 1.56~50 pg/ml ic53iL, & =28 25ug/ml
THo7o CMD 34 15 kAt ~100 wg/ml Otk %
RUL 7T, 10% cells/ml Ti2 6059-S @ MICo -2
12.5 pg/ml T, hid 0.39~25 ug/ml T H-7c0
CMD i3 1 #& 438 25 ug/ml o> MIC A7RL 7-hsMth
D 14 Kiz£T >100 pg/ml otk 4/R L 7 (Fig. 8,
Do

P. aeruginosa T\, 10° cells/ml 7 6059-S > MIC
{2 6.25~50 pg/ml T4 A% b, 12.5~50 ug/ml iC ¥
— B 5Nt. 100 cells/ml Tl 12.5~>100 pg/
ml & 1~2 #I&ZHHn4H, MIC o — 7|3 50~100
pg/ml 123 720 CMD (3 10°, 10 cells/ml {#RE T4

Fig. 8 Sensitivity distribution of S. marcescens
isolated from urinary tract infections
—15 strains—

Inoculum size 10* cells/ml

S0

Cumulative percentage of strains

! i 1 L 1 1

L PR
MIC (ug/ml)| $0.05 0.1 0.2 0.39 0.78 1.5 3.13 6.25 125 25 S50 100 >100

6058-S 1 4 9 4 4

6059-S 1 4 6 4

CMD 1 4 2 15

CMD 15

Fig. 7 Sensitivity distribution of indole positive
Proteus isolated from urinary tract infec-
tions —22 strains—
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CMD 11 2 2 4 1 21 2 6

Fig. 9 Sensitivity distribution of S. marcescens
isolated from urinary tract infections
—15 strains—
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CMD 1 14




786

12 fept >100 /ml odfiifdl: A=535 L e (Ifig. 10, 11),

2. RN & HEitl

(A) xi

(1) KSR ABT 3 #.0> volunteer |2 6059-S %-
250 mg TV PICTEL Ao tittrl, SRR & 6 1
WE TORDIMERAEISEL 720 WRE LT Cefazolin
(CEZ) 500 mg % cross over {Z.k DML, iz
{itinto
O 3 #icouhT 6059-S % 250 mg, one shot ik
U i ifingifr,  DRrp e & IR EDCR AR U 22
RIEF 2 /0550 1 4 GiEw B) (&, HiLIMIEASE
D71 24 Wk Hic, ®Mith 7 -7 vEMOTIK

Fig. 10 Sensitivity distribution of P. aeruginosa
isolated from urinary tract infections
—12 strains—

Inoculum size 10® cells/ml

100

Cumulative percentage of strains
3

MIC (#g/ml),
6059-S
CMD 12

Sensitivity distribution of P. aeruginosa
isolated from urinary tract infections
—12 strains—

Fig. 11

Tnoculum size 10 cells/ml

100

Cumulative percentage of strains
g
T

1 !
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1 ! L 1

- P S
MIC (pg/m})| S0.05 0.1 0.2 0.39 0.78.1.5 3.13 6.25 125 25 50 100 >100

6059-S 2 4 1 5

CMD

NOV. 1880
DFVF— V%[ bDTH D, ZDHETIZ BUN
11.5 mg/dl, S-Cr, 1.2 mg/dl ¢ Ccr 70,5 ml/min,
LHMIBICK & 1L RIS H B IS - oo D 1 H-(IER
C) i3, tHEARBKABIC &5 HED BR2WT 51
BUN 105 mg/dl, S-Cr. 8.0 mg/dl © Cer i 3.2mY
min, Th-71:o TOWTIZ, %A MBEEFEFL -2,
155t (control) & U THBIXA 1 ZiKFBOHR
TR AT O LBORR E UL,

C)  ANONILIRIEBE L DI~ v - Jick
- T3N3 i (PF: prostatic fluid) 12 #kic>
VT, 6059-S DMBERIEEITIE > 120 CD b 10 itk
i2,-1 g one shot ¥iE# 1 149, 2 Bkiz 1/2 wepg
HOEDTH 5o MlFiclulhRELREL . -

(B) RMEAH*E

Wiers LT E. coli T437 %, e LTIV Y7
Y — Y KB I agar well Bick b HiEL
foo EREEM, M BERETIE=Po-r]%
standard &L, R, WIIEREABERETIE 1/20
M oY vBik#® (PH 7) % standard &L TAL

720
(C) m#k (Fig. 12, 13, Table 1~4)
(i) mE

6059-S 250 mg DA, ©—2h 1/2 BT 114
+2.0 ug/ml TH-1:5%, 1/4 BRIOEE S 10.8+1.6
pg/ml Li2EAE EDOOIBVAT Ho1e 1 KEAKT
9.0+0.8 ug/ml, LLkBEMICFHZRL, 6 BKT 1.4
+0.2 ug/ml TH-1:o B-phase TO T ¥ i}, F
T 1.8 BRITH - 70 RDBEER, 0~2 Kific 482
ug/ml O —7 %R0, 6 B ToBLER 49.2%
THo-1

x| & L7c CEZ 500 mg QigAl, mHor-78

Fig. 12 Serum concertration of 6059-S and CEZ

(n=3)
#g/ml
50._
A Cross over
2N e 6059-S 250 mg i.m.
aor o---m0 CEZ 500 mg i.m.
5 J \
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£ 30f! A
s ] S
4 ] .
o ] N =
3 ! s \
e 21 s \1 &
h ~ \ 4
s | .\
%] H S
\N
0
1 1 1 1
1 2 .3 4 5. 6hrs.



VoL 28 87 CHEMOTHERAPY 787
5
Table 1 Serum concentration of 6059~$ and CEZ (ug/me)
- Time®) | | 15min 30 min 1 2 4 6 T
PREAES T Clu (hﬂ‘)
0 10.5 9.84 8.13 5.84 242 1.19
6059-S i
250 mg 0 9.29 108 9.49 8.16 2.98 1.57 Avlcr;sc
im. .
- 0 ‘12‘5 13.6 9.49 6.70 3.19 1.51
Mean ¢ S.D. 0 108 1.6 11420 9.0:0.8 691t1.2 29+ 04 1.4+0.2
0 36.0 40.6 443 28.7 16.7 6.08
CEZ an
500 mg 0 39.2 42,0 49.2 28.7 14.1 6.28 Avetase
im, .
0 26.4 428 43.2 317 15.0 5.31
Mean:SD.| 0 |[339:67 | 41.8:11 | 456+3.2 | 297+17 | 153+13 | 59:05
Table 2 Urinary excretion of 6059—S and CEZ
Time (hrs) 0~2 94 4~6 Total
Case (0~ 6)
ug/ml 348 371 123
1
% 24.4 16.6 4.7 45.7
6059-5 ug/ml 532 468 196
250 mg 2
im. % 25.5 18.7 9.4 53.6
3 pg/ml 567 345 157
% 29.5 12.4 6.3 48.2
pg/ml 482 + 118 397 + 64 159 + 37
Mean + S.D. .
% 26.5+ 2.7 159+3.2 6.8+24 492 +4.0
1 ug/ml 1,960 1,680 964
% 35.3 235 17.4 76.2
CEz pg/ml 626 1,170 753
500 mg 2
im % 37.6 23.4 12,0 73.0
pg/ml 768 1,860 2,670
3
% 13.8 29.8 214 65.0
ug/ml 1,118 + 467 1,570 + 221 1,462 + 1,051
Mean + S.D
% 28.9+13.1 25.6 £ 3.7 16.9 + 4.7 71.4+5.8
1 5Riic 5 1, 45.6+3.2 pg/ml <, 2 KRSk 29.7 Cii)
£1.7 ug/ml, 6 BsRIC 5.920.5 pg/ml DEEZEE EERADLLS (control, A) iZ, 250 mg #5 1/4

Wiz, B-phase TO T Y it, T4 1.9 I§RIT 6059
S LAMTH 100 6 B TORPERI, T1.4%
TH-1: (Fig. 12, Table 1, 2), -

Brgice— 2250 29.8 pg/ml, 1 BRIHTHIML
T 14.9 pg/ml, PIRIZEMICHADL 6 % T 2.43
wg/ml Th-1o fEM B TZ, 1/4 Bliiice -2 %
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U 16.6 pg/ml, LIt control & [ilbRoD WD %1%
U, 60%i#%T 1.79 ug/ml TH-7:0 T ¥ (1 control
1AL, 2.1 1T Hhote itk C o
AT o e — 2101 1/4 15010%0 14.4 ug/
ml THLH, TEREIIAW S RERLTH YD, 10
N T 7.93 ug/ml 21, T V5 (2 6.4 I
&, control O 4 {5OUL[ZE 1o IRIPFAURTIZ,
control T3 6 N[N E TH 97.4%, %ty B T(L 51.7
% ER C Tt 10 BRTE T THIMNC 2.9 TH- 1
(Fig. 13 ,Table 3, 4),

Fig. 13 Serum concertration of 6059-S

250 mg, i. v.

;lpz/m_l Case A e—— Control

Case B o----0 GI'R 70.5 ml/min.
g 30r Case C o—-—o GFR 3.2 ml/min.
K
5
S 201
Iy
g
=
o
E
E 10
n

—
10hrs.

QDI IATA 1 QN0 75y

2 ko 1/2 15l PF 0t <0.1 ug/ml ¢
Hoto 11EMERD 10 kDT, <01 ug/ml
h 3 IED SN, LD T RIKTIE, 0.33~4.52,4
/ml DM % B, BITERU D gk,
{2, 0.006~0,080 T3 - #: (Table 5),

BEHBH

1. HNA&

(A) %R

St o, TR 54 1 4 AMSEE 12 BT
DIND TR BB RER 35 &k U2 SRR KSE
DREROAKE /0T, R HBRICBS
2B A (16 FEILE) (3t 27 1T B,

DM, EBMEE IRESRYE 20 61 (BB
14, BEML 6), 15HCRITIZ LIHEEL B S
M BB AT & 3 0 CEELME 4 9 (R
% 2. FIBALL 2) THbo

YeE AR, B 21, bk 6 T, BHsk#o
#13 {5 THD, FE4i2 16~81 FItBELATINE, C
D35 65 FLLEOEKER 104 (31%) % &vh,

Table 3 Serum concentration of 6059—S 250 mgi.v.

(ug/ml)
Time (hrs) i T%
1 2 4 6 10
Case 0 5 min (hrs)
A 4y M 0o | 208 | 149 | 101 | 513|243 | - |16
(Control)
B. 63y M
16. 572 | 292 1.79 - 2.1
(GFR: 70.5 ml/min) 0 66
C. 37y M
144 13.6 11.5 10.2 | 953 | 793 | 6.4
(GFR: 3.2 ml/min) 0
Table 4 Urinary excretion of 6059—S 250 mg i.v.
Time (hs) | 0 | 1Smin| 1 2 | 4 | 6 | 10 |Tota
Case
A. 44y M ug/ml 0 748 1,763 | 1,173 | 622 122 -
(Control) % 0 16.4 26.8 22.5 219 9.8 - 97.4
B. 63y M ug/ml 0 1,080 | 705 591 185 102 -
(GFR: 70.5 ml/min) % 0 12.1 22.0 13.0 3.0 1.6 - 51.7
C. 37y M ug/ml 0 9 22 20 21 20 20
(GFR: 3.2 ml/min) % 0 0.1 0.3 0.5 0.8 0.6 0.6 2.9
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Table S Concentration of 6059-S in human prostatic fluid
1/2 or 1 hour after 1 g one shot i.v.

Sample Concentration after dosing (ug/ml) ,

Case No. collected Ratio
(hr) PF.* Serum P.F./Serum

1 1/2 <0.1 79.8 -

2 1/2 <0.1 59.9 -
3 1 0.33 26.3 0.013
4 1 4.52 56.9 0.080
S 1 0.33 57.9 0.006
6 1 0.33 49.8 0.007

7 1 <0.1 46.6 -
8 1 1.99 37.9 0.053

9 1 <0.1 59.4 -

10 1 <0.1 43.0 -
11 1 2.71 41.2 0.066
12 1 2.42 35.1 0.069

* P.F. : Prostatic fluid

(B) #5HE, 5K, FS5HM

BEFER, 1 HOBHELRE 26 FINHEIL -1
#5, one shot #i¥ (AEFEAMEH 20 ml ICEML 3~5
HhdTHE) LAMBIE (5% 7 Fo¥ER 250 ml i
BRLK 1 BT TRE) OZHEERAVI. 1 0
#5812 0.25~1 g Ths. %t, 1 BOREEKI
N2 @ TH-10 1 B 1 [HEEH 15 4, 2 ElRSH
2HTH2, | AOE5EIT 0.5~2 ¢ TH3H, &
DIbb- L bPHMEN-7-DIZ 1 g T 15 f (56
%) Thotw WERMITE LR 5~T ATH 2, ik
FRG8I, 2¢ % 18 BRI, H 36g AALAHTH
~te AFlICHBNT, 6059-S 17k 2 MRl LB
AOBER, BEIRITIE T,

© »RFE

BRI R RYYES, UTI ERhpmase® & -
REMEORAIC & R BHIEA TS > 720 T DD
RIER, 2TEREOUEIC & » 1o

2 ERERREWR

(A) 1Rt REERLAE (Table 6)

20 SEFORE—EE UTI BmSEIcE3<%
RO, Table 6 15 10 $TITRL 720 & DILHE
CAKL, BROKENTETH > bDIT 15 fiTEH
o7 B3 5 MlIIRAE Lo cOFERIZ 3 B GEH
56,9 RESAMORT, 2 4 GEF 15 & 18) 12

HEAN T ATH-1cT &iTX D,

AEROBMAE—IEL 12 b DA, Table 7 TH B, #H
#icid 13/15 (87%) LI BOEHRTH - 720 MR
EHRICK T 5 4 OIUGAATH S EIRIRICE, IE
w1t (cleared) 7/15 (47%), W 1/15 (7%) T,
NEALLTT 8/15 (54%) Th-roo HERICH
L Ti2patt4t (eliminated) 10/15 (67%), @&/ 3/15
(20%) THRATIZ 13/15 (81%) OHEMRTH > 70

RIER A ESRAEEZL - D Table 8 TH %,
FEFIHA 15 & DI DI #ERIS C L2 54 180
%, MR E LTI B YE T I NI C LAUR
TEHI, EhroliEEw. THCHLIRGEYRT
i3, FRHLoNT, BURGUI L THRYSE D X
D TH -7

Table 9 (ZFEFIH &438EL - MEICxH T 5 RS AR L
72bDTH %, ATIE 18/25 (72%) ITIHAZNRAR
Wro CDHH E. coli 8 fkicid 100% $hRAR, K
preumoniae i3 3/4 (T5%) ICHXMTH -7 ZO1h
Proteus BETI3ET 3 MMAETH LA A1, ThiTl
P. aeruginosa \Ti3ZhFME D, 2/6 (33%) HisdL 7
ICEE¥E ot HBEEREICHBILL-EMZ, C albi-
cans 1 ¥gTH -10

ik4 20 ploFRENETIE, #F¥3h 7, 5% 11,
R 2, T, ARFEIELG 0% TH-7n



790

CHEMOTHERAPY NOV, 1980
) —
Table 6 Clinical summary of complicated U.T.I. cases treated with 6059—S
Diagnosis Treatment
Case UT.IL. n
Age | Sex - Dose Duration | Symptoms*
No. Underlying condition | group g X /day Route (day)
C.CC. -
1 30 M m G-4 | 0.25x 2 LV, 7 —_—
CCC -
21 76 | M W G-1 0.5x2 LV. 7 _—
C.C.C. -
3 19 M “Urethral stricture G-§ 1X1 1LV. 5
4| 81| M | =—SCC G-2| 1x1| 1v. 6 *
Prostatic cancer -
C.C.C. +
5 66 | M “BPH(DY G-2 1x1 LV. 4 s
C.C.C. ++
6 71 F m} G-4 1x1 LV. 2 —_—
C.CC. A
7 68 M Bladder cancer G-$§ 1x1 LV. 5 yrwy
C.CC. +H+
8 55 M “BpaD G-1 1x1 LV. 5 B
9| 12| ™ LLls G-4 | 1x1| LV. 3 =
_CCC. +
10 69| M P D G-1 1x2| LVD. 5 ;
1| 64| M| ——SCC G-1| 1x2| 1v. 5 —
Rectum cancer -
c.c.C. +
12 66 M m G-4 1x2| LV.D. 18 ¥
- C.CC. -
13 36 F “Bladder caloutus G-5 1X2| LV.D. 5 E—
C.C.C. —
14 27 M “Urethral calcatas calcutus G-4 1xX2 LV. 7 —_—
C.CP. -
C.CP. +
16 71 M “BPHD G-3 1X1 LV. 5 _—
C.CP. ] +
170 541 M Neurogenic bladder G-3 1x1| LV. B -
. C.C.P. +
18| 66| M Neurogenic bladder G-5 1X2| LVD. 9 -
C.CP. —
19 30 M “Ureteral stone G-3 1x2 LV. 7 —
C.C.P. -
20 31 M m G-1 1Xx2 LV. 7 —

(1) Benign prostatic hypertrophy

* Before treatment
After treatment
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A
Bacteriuria* Evaluation**
ia* Side | Remarks
Pyuria Species Count UTIL Dr. effocts
7
"_'_" E._coli 10 1 Excellent Excellent | None
i 7
: IA; : ::’::::: :ig, Moderate | Moderate | None
K. pneumoniae
erugi .
+ }I:;':ieus snom 10 Moderate | Moderate | None
_Afroteussp.
- P. aeruginosa <10?
U .
+:+ K P"d_‘_m"he >10 Excellent | Excellent | None
m‘mo s
m : :augino:: %g;— NE Poor None
v 7
T E‘_co" >_10 NE Excellent | None
S. faecalis s
—+++l E. coli 10 Poor Poor None
S. faecalis 10%
] 4
—+:+— E.—coh 10 Excellent | Excellent | None
. 4
'—t—:'_— E'__wh 10 NE Moderate | None
i 1]
t ?:m'.:z: <}g, Moderate | Moderate | None
+H+ P. aeruginosa >107
pwwy P, aeruginosa 10° Poor Moderate | None
7
i S, aﬁreu: 10 Moderate | Excellent | None
E. coli
+I+ P. morganii 107 Moderate | Moderate | None
+ i s
- P aerzgmosa 10° Moderate | Moderate | None
+H P. mirabilis 10¢ 7 days
3 C. albicans 10° (Moderate) | Moderate | None evaluated
++ i 7
—_— K.p neu_momae 10 Excellent | Excellent | None
+++ { H
- E.',_coh —1—9— Excellent | Excellent | None
S. faecalis " ’
L C. tropicalis 10 (Poor) Moderate | None Zv‘:;::t od
- C. tropicalis 10¢
+ i 04
_ E._coh 10 Excellent | Moderate | None
+ i s
— L aa_t:gmom 10 Moderate | Moderate | None

#« UTI : Criteria by the committee of UTI

Dr - : Dr's evaluation

NE : Not evaluated
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Table 7 Overall clinical efficacy of 60598 in complicated U.T.I.
5 days treatment
Pyuria | Efficacy on
Bacteriuria Cleared .| Decreased | Unchanged bacteriuria
Eliminated 6 | 1 10 (67%)
Decreased 1 2 3 (20%)
Replaced 0 (0%
Uxichanged 2 2 (13%)
Efficacy on pyuria | 7 (47 %) 1 (7%) 7 (47%) | Case total .15
I ] Excellent 6 (40%) Overall effectiveness rate
] Moderate 7 13/15 (87 %)
] Poor 2
Table 8 Overall clinical efficacy of 6059—S dassified by type of infection
Group No. of cases Excellent | Moderate | Poor ?::;n!:::m
1st group (Cathetef indwelt) S (33%) 1 3 1 80%
2nd group  (Post prostatectomy) 1 € 7%) 1 0 (1} 100 %
Singl —_— -
oo | tdgoup  (Upper UT.L) 3 (20%) 3 0 0 100%
4thgroup (Lower U.T.L) 3 (20%) 1 2 0 100%
Sub total 12 ( 80%) 6 5 1 92%
Sthgroup  (Catheter indwelt) 3 (20%) 0 2 1 67%
Mixed N
infection 6thgroup  (No catheter indwelt) 0 ( 0% 0 0 0 0%-
‘Sub total - (20%) 0 2 1 67%
Total 15 (100 %) 6 7 2 87%

“"Table 9 Bacteriological response to 6059—S in complicated U.T.I.

Isolates No. of strains Eradicated ( %j Persisted*
P. aeruginosa 6 2 (33%) 4
E. coli ~ 8 8 (100 %)
P. morganii 1 1 (100 %)
P. mirabilis 1 1 (100 %)
K. pnetmoniae 4 3 (75%) 1
Proteus sp. 1 1 (100 %)
S. aureus 1 1 (100 %)
S. faecalis 2 1 (50% 1
C. tropicalis 1 0 ( 0%) 1
Total 25 18 (2% 7

* Persisted : Regardless of bacterial count
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(B) MMiEWEWA (Table 10)

EGNIA 3 WITHD. cddH 1 H OEH 21 13

PC fift: E. coli it X 2TiRM:DSDTH D, 1g 1 [H
B50HT, FEIR, MR E BIRO N KkERDTE)E LD
s, WHERHCEITER () MWD Shrcfoblig
O EIZHILU 1o dULED OO RIENE 220, HE
IBRIPFE Lo (L 2 ) GEB 22, 23) i3, E.coli &
K. pneumoniae ic k24 0DT, 1 0 0.5~1 g % 4~5
TS TR E 1213 DIRACE 2720

(C) Mg (Table 10)

CU) Mgy iz Rge

JEBNTH 2 YITH B BILIRBE R DBRIG L 2RI,
1 ) (KEH) 25) Hs S. epidermidis, K. pneumoniae, E.
coli DRGIKGT, b 1 B EW 24) 12 E. aero-
genes THotoo AF 0.5~1g % 2 [al, 7~9 QD
5T, oW T3 E. coli dHHNk, HOWTIIAE
DOHLERYD, ThENEY, HHEHEL .

Cit) Z2adEmigsh s

2 4 (FEB) 26, 27) $hic 1 @ 1g, 4 HROHRET
FRREREROBELZED B EHEL 120 LIKIIFRE
OFhcZEE LT 1 BRITE/L 1o

BT & MALARGIC K 4 2 AIEEFE MG I3, Table
11 1Z5RU7zo E. coli 3 #k& E. aerogenes 1 ¥i2iH%k
LU 7:/h3, S.epidermidis 1 #ki3tEkE, K. pneumoniae i3
2 Bkt 1 BRASTER L 7o

3. EleR

(A) EEFRBREEOEWH

£ 27T fld S5 23 EFITONTHRE NI RO AN,
FP#tie, FHEEMEIC OV TR ZETE -/ (Table 12),

AKHEMIZEBNTIE, 23 flaTickEsd~& BExr iR
DD 51,

Fr#gteic o0 Tz, 1 # (GEH) 2) icsT GOT 76
—171 U, GPT 87—103 U, Al-P 26.7—48.7 U 5
BIDSREMHEERLIOONBISICEEEE >0 U
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—

L, ZOEWIZ, HIMMIEAESICBHEA0HL T
Dy BECIF~OUEBIHRBEN T 100 FBRDRS
ZFTVEDT, —BUICAKDOREOKEL i2iE Lt
Vo ZOWEMIGIE, 58S ~& REEAEB1zIH
-7

AL T2, 1 4 OEW 7) iz BUN 27.8-30.2
mg/dl, S-Cr. 2.0-2.3 mg/dl &, 5RO R BEME
FLBUGINSb N BEhIL® 3 ¥Boeye
13, BUN 15.5 mg/dl, S-Cr. 1.5 mg/dl &755T1h3
DT, AFDO XN EZ SN, 1LBEY 15 T3,
BUN #$ 20.5-22.3 mg/dl L#BEE LR LTI 528, S-
Cr. i3 2.3-1.8 mg/dl L FHARLTHED, Thizk
FlICk B bDEXZILLTE,

(B) BEXHEIER

2 BlUCEIfEMMS St 1 4 (FEM21) it 38+
OLMTHSMICAAIC L bDEBDNE, 2
12 44 FBHT, volunteer & LU THREKANBITER
TEIBCELbDTH 3,

(1) 18 (ERFX )

A% 1g LEAKHK 20 ml KiERE, B2 b
THELT. Bk D DBEMIHHRL LIBRULEL
72e KOTRARRELD, BOER, HERHEHE, &
EOEELEEHL, 2BICREANSE SN, TOB
DImEX 80/60, kA 120 /min. TH-1-, ENBT
BARERF-1: LB, 1 %ici3mE 120/90, 4 4%
130/90, Ik# 72/min. LEFICHL, REAP, EX
LD 3 v 7HEREBONZERIRBA L. LbL,
LNBoLUhKREGTESESEhS X HRLUNE
122 D% 20 DRIEEL 720 TORIZEELNLHRE
DY 1 BEREEREL 2208, REINIS ¥, £TELET
EFIEL 2,

AEEMTIE CEZ, Cefotaxime (CTX), Ceftizoxime
(CZX) RN E L85 308, T OBEIKIIC
I LEIfERR B S ih o7 UL, WO Piv-

Table 11 Bacteriological response to 6059—-S-

Isolates No. of strains Eradicated (%) Persisted*
E. coli 3 (100 %) 0
K. pneumoniae 2 1 (50%) 1
E. aerogenes 1 ' 1 (100 %) 0
S. epidermidis 1 0 ( 0%) 1
Total 7 5 (71.4%) 2

* Persisted : Regardless of bacterial count
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mecillinam Ti3, METHRIZIEH) 70!, SEFEKS
NRIER & MU U2 iER DR B IHD TN B0

) $B2H (ZAF R g

250 mg % 20 ml A:FGHIMICIAEHY 3 b T TH
BL7co Mtk 3 Uik, FRRRRVTHBH, <
Ueaat 7~8 [EURLTEL, WERELD MHbH 15
NIIBEICEE LT o ML T HRICHEL 72, 2O
T, CEZ, CTX, CZX Ti3, COLHRIERERDT
WIS,

% o

1. In vitro MR

6059-S i3, 7" 7 apatsRR] (GNB) @5 bi4§ic, E.
coli, K. pneumoniae, indole positive Proteus sp. 5d
ERCH L, e L7 CMD icit LT, 4~6 HLILE
DOHENFEELAR U ce ikt 3 MIC ffi3ks
DTIEL, 10° cells/ml HERTIZEAEH 0.1~0.2 pg/
ml THo7o THITHLT, S. marcescens iTio%p
WEHIREZ DD, 10° cells/ml T MIC o — 7 52
12.5 pg/ml i£H 3 T &i2, BFED Cephalosporin #|
TR IBEAL BERMEE RICEHEHT, Mo 3
D Cephalosporin #) & Eikic Ehic iEKITH
3%, P. qeruginosa ici2, S. marcescens 1Hx5iz 1
~2 EHEHHH 258, Cephalosporin BLIHEA & L
T}, H2EREERNICERTREIRENZHE b0 &
Do T BRICEAR S CTX £ CZX %50 5E 3 it
D Cephalosporin #|d GNB izxtd 2 HgH & ik
T5¢, BRAGSEARETHIEBETHZ"Y, £3
i -Th, BHTED MIC LXLT 1~2 BIEE
DENRDT, BRIICRIROKREUERDOELITEZ
Vo LA XHIOKEIZ, EREBICLZEZNAON
7, RAGKHOAHBIRKREBISO>EBB 5NN E
Thb

2. TR &HEit

(A) BiFELUME

BEE BEELBL 058, MRUBSHETRE ~
70MEL, 1 B TR B8 B TH 2. BHEk
1/4~1 BERANE, IZIZE UM THEBL, 4 RIS,
2WICHLT B, chicxtl, BETRE-213 1.5~
3 EICGET 20T 1 BRITHERBL, 2 BRI,
THTER & 1212 ARISEAE RU T, 77U, T DR
I3, cross over THWDT, EMER HBEIZNZTL,
ks B-phase T T 1% 5 1.8 B8, #ikis
T 1.6 BT H205RDEN B SN T U1
EHDS, KHARBLUABETREL AW, BERICH
BECESZENEEZI NS,

METD CEZ Lo BT}, AL dose itz
cross over T DT, WHEMIE C &2 EX fLs
CEZ it g TP ~DOWITIZE 2 Wik 2 12, LiL,

T % i, 6059-S @ 1.8 B4, CEZ o 1.9 spye

#EBIH >0 CTX @ 0.78 15, CZX o 1.2 §
MERMT 3 &, YShICARD T 1/2 12810,

WHEIAR ) Tlt, A DBBEICIH U T S hic kit
WM 4070 1 Wi, RE% 24 85MT, BUN,
S-Cr. ICR#AWHIEMS, Cer, H6 70,5 ml/min & o
PBESESIWAT.COBAED T 15 13 2.1 B
PERL, RBEIRIE 51.7% & ChbPOEOEE
B1ze 1 BIOWMARLH T Cer 3.2 ml/min T T 15 #¢
6.4 B EDLDDERARL, RPERES 10 By
FT2.9% LMD TED 7o MRS TS LIl
KRB E A EML T, ERICH I 5BEKS S,

(B) MIMANDBIT

AlEl7 12 KIS0 T 5L, 1/2 ko 2
thiz <0.1 ug/ml THo7-C L, BfTCDEY
A ET 22 L5 5. X5IC T BEED 10 Bk
Tit, <0.1 ug/ml ¢ 3 HlkdH 70 D 7 BT
i1, 0.33~1.0 ug/ml 22 3 @, 1.99~4.52 ug/ml #¢
4 PlE BHOE S 2 ERLI, <0.1 ug/ml DM
b, SOICHREEL LBAEBYIbLLALL, C
DAIC LTI S5 REN2ET 3. BAZRLET
PIDBBEIC DN CTEZLTHS &, E. coli, K. pneumoniae,
Proteus sp. %< 5 0.1~0.2 pg/ml @ MIC %R7T
cEnS, COMOMEBICERTY 5 MEt AL
DI DHRLC EFRENE, LivL, S epidermidis
2RLWETE7 7 aktERE (GPC) icid CEZ %it
U &3 384D Cephalosporin #lk h MIC %43
DT, BHREIEZ D LERbNE, BEBTOAICOD
T CZX LT 3EY, CZX TRADESOVLR
#EHFIC 1g 85 1 BRIk 1.68 ug/ml TH-10
Tt , 6059-S it 1.80 ug/ml (Bii%57- T HO
F19) T, BAELLATRENSSSNE DT, 11
%B/UI L Sic 6059-S Tiz 10 g 3 Hilxs <0.1
wug/ml TH D XS DEN HONI. SHMAEEE K
Cephalosporin HI Tl &MICIEL , AFIbEET 0.08
(8 %) LIBWMETH 7"

3. EEERRIAR :

190 B REERRGLE 20 plicx L, UTI 3l
HHET 81%, THRENETIE 0% & OBOBRRE
TR T, BHTEVERRER L. COREKR,
SBHEOD in vitro DREH L MEEORKIGE S LY
SIS IT, 6059-S DL HEHAE KBLI DL
BT LW, #ic, E. coli, K. pneumonize 12 2HT 35K
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gicit, BHTENIIKIERL, in vitro DIRME X
(~KLTW 1o P. asruginosa D BLLEHH] 5 #lic
20THBE, 1 PIRBBARETHSA, 2 HliIEHo
®o (Ef 10:10°~<10°/ml, FEHI11: >10"-10/ml)
2ADHIBEORGE BN, D 2 B IKEERL
KL, Ry P AT =T VRIEDOBUCBRELE U1
$0THEM, VITHLRDOHEERDTNS, D 2
AboEEL B0 MIC i3, 10° cells/ml Tikic 12.5
g/ml THoto TDEIICHIBEORTFHETRL,
EREASREN DI, P. aeruginose i & % MYuE
TORADENHETE 2, UL, EMTCmssy
T, Ho MIC OEWOPICIIBULY S TS BHRLY
peidTEsh, BREROMINL, (LAERF & 0N
RS ROBBLELEETHA D,

ik 6059-S 13E% D Cephalosporin HjicH L
THERBLE L, pOMBICHT 2 IhKkD L L
POBBRKELI L BN HMOREA TS 5, 7277, RIEHIC
HEARGICHANRT, RERICXT 3BT 4% L0
$ate TR, T LARIMEOREBIZICEOTH
KBROHBEHLICERTH RO EN B[S, C
IVERRR—RICLANITH 50 4EIOD K 5 753ERH3E
BEEE L bOTE S RIBMREE TOZHBAIIIR
"~ AREORENKHETHS LBbhd,

B RBRAE OB R 3 AT 1 flicoinT
FlfERZREDIzt» 1g 1 ERETHIEL, Ty
EPSBALI. LL, COFTHHT D 1 BEo 8
5%, MEorkie, AMROHKZRBD). D 2
Bz &T FHIC FHHT, HRBEHOBRCT EETIFL
1o

REMAI R 2 FITIE, 1g % 7~9 ARET,
BYROWD, Trcidik, WK, BEEROMEES -
DT, EHE-REHEHELI. THLEATIR, B
RICBRT 2 BB LETHD, BELLORMEET
%0
2o BRMEBAXIIVING 1 g 4 HORE
TEREROERE AT B8, T 6059-S psC S
LIM~B174 5 ¢ L DELETH 30
4. BlfeR
BAREHEORY - LT3, RESEEHIc BUN
SCr. b ic ER U b 1 8 b Sz, Al
half life EEBAZEDE 3 R Cephalosporin #|0D
CTX # CZX It L B DTS, #5ic BEEIE T H

CREGICIIMBAERY B, |[MtETId, GOT, GPT

L DLrES 1 WO TIEH 2, D

UZEBNICIO 2 BRTI36 3" U S AR OB 4 e st L 13
DD TERVSLETH 2o

ARMFEEME LT, 1 flic—ltkEizvwi, mEF
BRE & S0 S IROEEKIRIEIRE A 2cht, €9
Lrciliz, WWDARF AP TIdF 2 v 2 TXEOHD
Thb. TOWTIL, B-lactam D —BRHID T,
FURIERE & o T L VO RFIMAREREZ b > T2 b
DEMEINIDHSHL TN T LHlIMDTH
TikHAHIH, 5 EFMWLTEL LEMBHY, TED
183 oI RAN 9 CENTETH L, AT VF —JER
O3, MAICE Lo (BICEFEDIREAED
Cephalosporin #J, Penicillin #l) iIC7 L V¥ — 53730
223, VWEIHRKBIBERTH 50 WASDHODT
70— FTHUTENMRIENTH 5. RIKKICHEAD
WEH»5AHT, B-lactam Filokrz s L TEBEDH]
RO, BICHLCH LKRNBITEMZ R IEE
OO E L TIHETE 2,

X L

1) Wisg, R. ; J. M. ANDREWS & ‘K. A. BEDFORD : LY-
127935, a novel oxa-8-lactam : an in vitr!o compaiison
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Chemoth. 16 : 341~345, 1979 '
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BASIC AND CLINICAL STUDIES ON THE USE OF 6059-S
AGAINST INFECTIONS IN THE UROLOGICAL FIELD

KEei1zo Suzuki
Department of Urology, Hiratsuka Municipal Hospital
Yorio Narpe, Tamio Fujita, Noriniko Okisio,
HaruyosHl AsaNo and TsuvyosHI YAMAGOE
Department of Urology, Fujita Gakuen University, School of Medicine

Basic and clinical studies were performed on the new synthetic oxacephem antibiotic, 6059-S with the
following results.

The in vitro antibacterial activity of 6059-S against gram-negative bacilli (GNB) isolated from urinary
tract infections was compared with cefamandole (CMD). The MIC peak distribution of 6059-S against 23
strains of E. coli, 10 strains of K. pneumoniae and 22 strains of indole positive Proteus at inoculum size of
10® cells/ml ranged from 0.05 to 0.2 ug/ml, while that of CMD was 0.78 to 100 xg/mlL Thus, against these
organisms 6059-S was about 4 tubes superior. S. marcescens (15 strains) was almost resistant to CMD, but
6059-S showed an excellent antibacterial activity with peak value of 12.5 ug/ml. P. aeruginosa (12 strains)
was resistant to CMD, but 6059-S showed the MIC of 6.25 to 50 xg/ml

Serum levels and urinary recoveries of 6059-S after a single intravenous injection of 250 mg were ex-
amined in patients with different degrees of renal function. Prolongation of blood level and lowering of
urinary excretion were clearly observed according to the degree of renal function. When serum and prostate
fluid levels were measured 30 and 60 minutes after the intravenous injection of 1 g of 6059-S, a peak level
of 4.52 ug/ml was observed.

Clinical evaluation of 6059-S was carried out in a total of 27 patients, i.e. 20 cases of chronic compli-
cated urinary tract infection, 2 cases of acute uncomplicated. pyelonephritis and 5 cases of other infections.
Of 15 cases of chronic urinary tract infection excluding 5 cases of unevaluable, the results according to the
UTI evaluation criteria were excellent in 6 cases, good in 7 cases, showing an effective ratio of 87%. In
7 cases with other infections, the effective rate was 100% according to the chief physicians criteria.

As for side effects, a decrease of blood pressure after a single intravenous injection of 1 g in one case
and a slight increase of BUN in one case were noted, respectively.



