476

6059-S o

Al

CHEMOTHERAPY

i

it

NOV. 1989

K BR

- YRS - KN - dE BE - AFEA

S AFEE RN R S — e

2 i 75 Firt ke BHT 8 ¢l LT 12 fIi 20 fEplicD#, Oxacephem REFHLHE
6059-S DRI ) AR L 7o IEUMEDRAUIT AL 9 Ul DIEMiZe 5 0, HLEREUE 2 4,
DAY e IETHENGS, WY, RWIAA 1 HIT, BOMAE 70 L RIS D £ 48 2 #1357,
1| 1~2 [l 101 1~2 g % GGH0EL, 5N T~13 B (1 l0s 41 1), BS54 10~37
¢ (L BIDF 70 g) C WK, MU0 ks S %3 12 14, {i% 6 ¥, o45%) 1 4,
WA 1 PITAR 90% CHILARMEGIA IR & 95.3%) TRAWIZ I - -0 (HOBMEEAIE
o718 &, 6059-S KT MRS OIRAMFLE 2 ST,

3 G & (&

sH4E Cephalosporin Pt OBAZE XA T, Cefaman-
dole, Cefuroxime, Cefoxitin 7§ & (3 4t 3¢ @ Cephalothin,
Cefazolin LA HOILAME SN, Thdiz B B-
lactamase ZE/4:= Enterobacteriaceae %> Bacteroides fragilis
% HPAE 4 28, Pseudomonas aeruginosa iC i3 ZhT H
BV, RO EEFEREREIICK - THE BRSO
6059-S?’ |2 B-lactam i LM E C, #EXK D Cephalosporins,
Cephamycins 235775 dihydrothiazine FRD {4 D iC dihydro
-oxazine BRIAMGGENILHME L, 77 W04, BEITFAUR
BIUBEHBRIC B LBHTIL L E 27 P 7 6%4
£, Bacteroides 1z%t, Cefotaxime, Cefoxitin o 2 {7,
Pseudomonas aeruginosa (Zx} T\ Cefotaxime 0 2 (&,
Carbenicillin ® 4 £ @ §i#iH% &> unique 7f Oxacephem
FIBAEBHTH B,

bhbhiz 6059-S ico&, RPFEINTZEBEKHRICON
THRHETREY, BTORMRELOTHRET 2,

B/ R

6059-S {3 (6R, 7R)-7- (2-carboxy-2- (4-hydroxy-
phenyl) acetamido)-7-methoxy-3-((1-methyl-1H-te-
trazo I-5-yl-thio) methyl} -8-oxo-5-oxa-1- azabicyclo
(4.2.0.) oct-2-ene-2-carboxylic acid disodium salt
T, AFhi 566.44, BE~HAGOREMNAT, K
KB, A4/ = MiEFRT L, T by, BB
Fu, T=F, Zaakivs, RVEVFERAFY
VTR EAETRIRET, WO pH i3 5.0~T7.0 (100
mg/ml K& TH5s

BERMRE

1) XIREH
WO S & 15 - 7 JEf)E Table 1 iCRT LS,

197841 11 B7ps 1979% 9 B £ TOBMIChI > TY
AR L X UBLIRELIC ABEL 72 27 s 75 it
28T 8 4, KF 12 Ao 20 FEHTH B,

BEYER I b ANRE T, BhaBx I fN, 5%
¥z 1 fl, [EXMZ 5 4, RVEMMZ 1 6, B
RRYE 2 @, BB 1 #l, ReAMK 1 Hos 20 #T3
%o

ThSDS b BMKER HE 0 ABHEL O bOI
12 T, BIREE(LIE, SmEMRE, SHEE, OF
ML), TRBEEETE, IBAE, +iEBRY, Bl
2, RE$EGIE, KSIE, #I0%, MONEE Vv
SNPIREIE, kU F VENRETH D, FOEEDHRMEL
WULHIEDSH 2 FITH -1,

2) HREIOLELR

Table 1 R34 51z, 6059-S %541, R, %E
BB, M, mih S OSMELVUEKEERELL
teboid 17 fI T, WL Escherichia coli 11 # (T
D55 b FlIhERE & BIE) THRHE, Streptococcus
viridans 4 4, Pseudomonas aeruginosa 4 i, Klebsiella
aerogenes 2 ), Enterobacter 5 XU Enterobacter clos-
cae % 1 {#), Neisseria 4 #, TDii> a-Streptoco-
ccus, Streptococcus prneumoniae, Haemophilus influen-
zae, Klebsiella pneumoniae % 1 i T&H - 70

3) #/EEHKIUHER

Table 1 1ITRT & 512, FERDTRTHATMERLC
ot FRABII1E 1~2g T, 108 1~20 5%
SRS U A BEA SR 200~500 ml £ RLT 1~2 B
MHOTEBHE L., 14Tl 1gx2[E
4HT1lE2gxl@, 26icl A 2gx2 @ATRE
AL, 20®% 1 8 1 gx] EICRE, ERAAKE
i 16 #5& 7~13 0 (ER 16 ORIEHMROS
41 N) T, W5REIR 10~37 g (EH 16 05 708)
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Table 2 Clinical response of 6059-S by infection
: No. of Clinical response
Int‘octlgn cases | Excellent | Good | Fair | No response | Not determined
onglcliiﬁa 1 1
Bronchopneumonia 5 4
Pyelonephitis 9 5
Interstitial pneumonia 1 1
Biliary tract infection 2 1
Enteritis 1 1
Unknown fever 1 1
Total 20 12 1 0 1
19) 90.0%
(95.3%)
TH-1 %®#ZEHBIIX RBC, Hb, Ht, WBC & XU4E, Plt.,

¥4, 6059-S £ 5hiic ABPC, CEX, DOTC s
wrsht 7T flERS, TRTHERREATHD, E
B 16 ORIEY AR TR 2F o4 K FREME SN
#, TNBUMIF~T 6059-S BURKETH - 70

19 PHRAEEN

HROUER, EEUTHEKHYHR B, B2 ©
DA%, MR, HERHE) IKES L bic, SR,
EAHOMELBEL T, MEPNHE (HE, B,
R A, R £BHELUTHELR . Bd5#
B LBAEERE U £ 1 - EPIC DU TIERER
H R 5 RE L Feo

5) BEERRUR

Table 1,2 i7R T & Hic, ThEDEREFEL, BE
B, MEFHHE»OES 12 5, HH6H, ©OF
14, WERE 1 Hic, A5z 0% LUESh
Teo 2ef2U, EF 16 ORIEMEN% CREBKEROEN
REND - 12ic b 57, Betamethasone 3~8 mg
OBAMI S hic e HHBRREE Lct, COEMER
AT3LAEYRIT 95.3% &85,

NRTREEEL IHOS % 5 4, &% 4
T, 2flicoX Escherichia coli MBEABEEZ S,
Pseudomonas aeruginosa DBIEE Bdi-dD 3 F,
Enterobacter DBIEABDI- b1 PTH-To [E
XMg 5 PTiRED 4 B, B2 1 fiT, SBELD
UEHBIZ  a-Streptococcus, Streptococcus viridans,
Streptococcus preumoniae, Haemophilus influenzae 13
&T Neisseria DRELBH T 5,

6) RifEm e '

6059-8 #5h1, B, BEHic, KMmMBERR,
Fo, WMiEREL L 2EGL, BIERERNL .

mk, s-GOT, s-GPT, Al-Pase, Bilirubin, BUN,
s-Creatinine, MFREE, CRP L¥TH-70 TOD
515 s~-GOT, s-GPT, Al-Pase, BUN, s-Ceatinine
ICo & A% OER % Table 3 iTRT A, EHES
CEIBRREPINCEFICERT 2L ELONIRE
REDOSNED o120 1, EORDLOREFEBICON
THAMICXZEERE L TORERBEERIBD SNLL
ot

3%, AROERICHIc>TTVIF-BREDOFRD
Mz L 6059-S DRARGETIVEYTH S C LEHE
BUH, KEILLB 7 v¥-RIGRL2{BHOLNI
o 1o

fE )

2¥IL, MREFAOFEL SO EHRTS (Ta-
ble 1,

ER) 2: 27 F, &KF, WEWNH

BAS44£1A 2 AdboKkicEREBDNI DR
Liz, B, 2#, BFEFAZLOKED, REAR
Bk, LEICEROBMmMER, BIMROEEEY, KoM
BNt Eic T Escherichia coli 281z, BEBLD
L0 Tic 6059-S1g 1 B 2 [ 4 ARDAKRSIC
THE% 4 BEII B#, BMEEROKELRD,
Z0D% 6059-S1g 1 g 1EoHKE, 5 ARICTHREL
7z (Fig. 1),
. fER 12: 45 F, BF, [EIMR

FEF1 54 4£ 2 A 2 BdS, R, WIHEHZ, B
ERiERIcT CEX 1.0¢g/H, 6 BRABEDRE % S
DrpsiEEed, 2 B 7T BboRBIKMZ, B, %
W, WK, BTEFASEOICN-7 2 A 7T HOR
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Table 3 Effect of 6059—S on blood chemistry
Case S-GOT S-GPT Al-Pase BUN (mg/d)) Sf;f:;;‘;)‘“
No. Before | After | Before | After | Before | After | Before | After | Before | After
1 34 25 35 23 9.0 8.0 8 8 0.9 0.8
38 34 26 28 5.5 48 10 12 0.8 0.7
3 32 30 24 25 7.1 6.5 15 12 0.7 0.8
4% 42 | a4 _ - | 719 57 20 13 | 095 | 07
5 26 25 14 20 5.5 6.2 20 21 1.1 1.0
6 18 15 16 20 3.6 4.0 14 12 1.2 1.0
7* 32 20 15 11 63 86 24 29 1.5 1.1
8 44 35 25 20 5.6 4.5 12.5 12 0.9 1.0
9 30 25 15 12 5.4 4.2 12 10 0.9 0.9
10* 33 44 - 13 65 73 15 18 0.9 0.9
11 25 15 24 16 6.5 - 13.2 14 0.8 0.9
12 22 25 25 20 7.0 6.5 10 12 0.5 0.7
13 28 25 25 20 6.5 7.0 15 14 0.95 1.0
14 24 26 16 15 9.5 6.5 12 10 0.9 0.9
15 39 32 27 20 12.5 8.0 17.5 - 0.8 1.0
16* 14 16 18 18 32 30 13 - 0.8 0.7
17 54 28 42 22 17.5 12.0 17 14 1.0 0.8
18 142 72 144 84 29.5 225 15 14 1.3 1.1
19 20 25 14 20 9.5 7.5 12 10 0.75 0.8
20* 30 - 38 - 86 - 17 - 0.8 -

sNormal range
In other eases

Al-Pase 3 ~13 U/dl (KING-ARMSTRONG)

Fig. 1 Case 2. Pyelonephritis, Female, 27 yrs, 43 kg

S-GOT 20 ~ 60 mU/ml, S-GPT § ~25 IU/L, Al-Pase 30 ~ 85 mU/ml
S-GOT 8 ~40 U/ml (KARMEN), S-GPT 5 ~ 35 U/ml (KARMEN),

Date {1979

18

6059-S
dosage

110

Body temp. gé
®) 3

36

Chillness
Lumbago

Urine culture

Protein
Sugar
RBC
WBC

Cast

Urinalysis

(+)

5~13/F
Numerous/F

(+)

Ht
Hb
RBC (X104
WBC

Blood

41
13.0
426
15, 000

._.
Mg
-

T

ESR (1%)

38

S-GOT
S-GPT
Al-Pase
Bilirubin-T
BUN
S-Creatinine

CRP

Blood chemistry

g&&sé%

O OB
~ N oo
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Fig. 2 Case 12. Bronchopneumonia (ulcus duodeni) Male, 45 yrs, 52 kg

Feb. o
Date : 1979 7 08 09 10 Mol 8 M 0667 1w
1 g x 2
6059-S r 1gx2 | ]
dosage IVD/2 h
40 -
Body temp. gg L
) 37t
36 F
Chillness + + + + - - - - s
Cough +* + L * & + - - =
Chest pain + + + + = = — - =
2/7 2/20
Chest >
X-ray
ESR (1% 65 21
Ht 44 45
o Hb 13.3 13.5
8| RBC (x10% | 406 418
m| WBC 11, 200 7,200
Platelet  [28.2X10¢ 27.4x10*
s S-GOT 22 . 25
'ﬁ S-GOT 25 20
E Al-Pase 7.0 6.5
8| Bilirubin-T- 1.0 1.0
35| BUN 10 12
@ | S-Creatinine | 0.5 0.7
CRP 5+ 1%
. S. pneumoniae () (=)
Orga?l:l:“) S. viridans (+)- {(-)
P Neisseria (+) (—)

Photo. 1 Roentgenogram of case 12 (Feb. 7) Photo. 2 Roentgenogram of case 12 (Feb. 20)
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Fig. 3 Case 15. Bronchopneumonia, Female, 31 yrs, 43 kg
‘1 June
Date © 1979 " 1517 1819 20 21 2 2 L%
6059-S I e ]
tlosnge IVD/I h
40 [
Body temp. :ig h
() 37
36
Chillness + 4 + + + - - - - -
Cough 4 4 + -+ + - - - - -
Chest pain + + + + - - - - -
6/14 6/20 6/29
Chest
X-ray
ESR (1°) 118 32
Ht 44 43
2 Hb 14.2 14.0
2 | RBC(x10Y 461 458
@ WBC 12,700 6, 500
Platelet | 23.2- 10 21.8x10*
.| s-GoT 39 32
| SGPT 27 20
E Al-Pase 12.5 8.0
2| Bilirubin-T 0.6 0.4
8O BUN 17.5 -
= S-Creatinine 0.8 1.0
CRP 5+ +
. H. influenzae (4) (=)
Organism S.viridans (+) {(—}
(sputa) (=)

Neisseria (+)

Photo. 3 Roentgenogram of case 15 (June 14)

Photo. 4 Roentgenogram of case 15 (June 20)
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FX BT AT IARICOBH B b SINAY. 2 230 )
(Photo 1), WfErhic Streptococcus pneumoniae, Stre-
ptococcus viridans, Neisseria Z4MiL7:e A 50
6059-S1g1 A 2 [M#S5L, 5 ABICIIMM, Tl
EROB%ED, 8 AEAS 6059-S1g1 n 1 [
cHEL, 2 A 20 AONPXRTIREN LYW RS S
17 (Photo 2, Fig. 2)o

&H 150 31 F, &HF, KWzt

RS54 4E 6 B 7 Bb S UK, oty N, AN
Zatd &S D, 6 B 14 QORMXEITEM F
Fic U AMRIREEE B¥ 1 (Photo 3), 6059-S 1
gl B2 MOARSELRE &5 6 DECRM. 6
A 20 BORBXMTIIEWIEL S S L (Photo
4), 9 HE» . 6059-S1gl B 1 EHiCHERESL
7, B5HIMEED Stib U 7o Haemophilus in fluenzae,
Streptococcus viridans, Neisseria {3, #56:00(3{H%
23 (Fig. 3),

L ®

R T E MR A ST HEICBAR Sh 1
6059-S? oJADAERIT, TOEMEICENTREY
® B-lactam RGAEMED cephem D S FF% O i
FICBHUACET, 77 2050, REFSHRS LU
REMRFCH UBD TIRRESHEZ <7 + 5 42628
0THEY

In vitro OB NICONTIE, 77 AR LU
ZEDHHRIC DX Cephalothin, Cefuroxime, Cefa-
mandole, Cefoxitin, Cefotaxime, Carbenicillin 73 &
LiBiREhits &N, Staphylococcus aureus %> Staphy-
lococcus epidermidis @75 ARGVERICIZMRNIC Ho~bR
FAPPE 210 3, B-lactamase FEL:D Entero-
bacteriaceae iz i3 Cefotaxime & i2iZ[F%, o> Cepha-
losporins T3 & 8~32 (DB HETRL, 13EA
EOBKRT 0.5 pg/ml UTOBETHETZC L,
tc Cephalothin, Cefamandole, Cefuroxime, Carbeni-
cillin 13 & 4 ®%h7s Bacteroides iz T4 Cefota-
xime, Cefoxitin @ 2 {50 HiEH% bbb, 5K
Pseudomonas aeruginosa i34 LTIz Cefotaxime o 2
& Carbenicillin @ 4 {56 DHEHZ DT Ehis
SNTVBY, $12, MANCHEICTHE & 15 - 7 B0E
DEEAMKICONTD RETTH 6059-S |2 median
MIC 1.0 ug/ml LW LI FO®ET Escherichia coli,
Kiebsiella pneumoniae, Enterobacter sp., Proteus sp.,
Servatia marcescens, Bacteroides Sfragilis 13 &\ E RS
RBAERL, Cefotaxime iCilf=#iBl 22 + 5 n%
b8, Bacteroides fragilis i2i2 X DBRNABH%E &
b % Pseudomonas aeruginosa %R, &5 345>
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ltBRic Tobramycin 4> Amikacin & iM% &
DELTV 4% 6059-S (it Staphylococcus aureus %
Staphylococcus epidermidis 0> 7" 5 L Bk A€ ot U Tl
@ Cephalosporins £ |- /1% Penicillins (¢t ~_TH M
N2 2Ht, Staphylococeus WYV (12 S
T3 Cefoxitin (7 [t WL & fRIN I 45590,
PR+ 7 ARMOT LS Y2 51010, 1,
B-lactamase C 0} 2z TEE Cefotaxime,
Cefoxitin &[4t 6059-S (%0 TH Y, A-lactamase
BIL#iGYE(2 Cefoxitin, Cefotaxime & ' TH 0,
6059-S (& Cefotaxime & [a]U { Citrobacter cephal-
osporinase DXRMABULIRITHLEENTND,

—Jj, 6059-S IEE /) Tz DT, ik
Eifl 442 AT 534, beagle Kifnifi < 36 T,
Cefozolin M A 93%, R 48% IZHA~YEL Y, BHIKY
1 HIRER T MABEE, IKrhgkilhic S0V Tid, #B5HIC
Eo>TRIE LA, 6059-S 1 g/1 hr. IVD T35k 1
M i®EEl3 85 wg/ml, 1 W1 18 ug/mil, 12 B
1.6 ug/ml T, 2 g/2 hr. IVD Ti2inhgesiz 1 B9
131 pg/ml, 4 8%} 28.6 ug/ml, 8 (i 10.7 ug/ml &
BERICIZIHAL 2P RED S LEHEERL, 1
R KK, B 12 15k TH BB BREE R
»HhY, Repgkilt TG4k 8 Ml Ticky 0%, 24
BsMiE Tiz 95~100% okithsa Sh”, 6059-S @ 1
g % 12 WMEHC 5 ARMAEMEL 72 & & O MmAEiEE
B L URPERRBOHEBIC 15O TEADELUHIRIZE8)
Shlihot2ELTNEYY. chomeems 1 [
2@, 1M 1~2g OBFHIRIE'SIZTHHEL EDEG
ERBICREIZFERAINZ L EZ 605,

&T, 6059-S DEEKKEAIZOVTIIRAS OHE
kB &, W% 11 4, 2HEREXS 1 #l, BUSE
g6 11 4, KEXLIRIE 3§, #ilKs 2 fl, PRER&K
HfE 3 Bl izHBIME, B S %%, BAEES S 1 4
D 34 PlicoxiitL, BREIS Streptococcus pneu-
moniae T {7, Haemophilus influenzae 13 f, E. coli
3 i, Klebsiella pneumoniae 3 $| T, 3T 6059-S £
Bzt L, 1 A#E5a1 8.5~62 mg/kg b.i.d., #&
5Rgiz 2~168g THD, BIRXRIIER 5 #, H
% 25 ¢, 0L 3 Fl, WEARE 1 HI TR
Motz LTHE, bhbhd REEHIT FEFL 9
v, [EIMZ 5 F, BERYYE 2 ), 2ORLPEE
gt TIEM:REZ, B, RAUWME 1 flo 20 4T,
BOMERS O UBMED A 2 finsdth, HEEEAL
LiE%E & LT3 Escherichia coli 11 1, Pseudomonas
aeruginosa, Streptococcus vividans, Neisseria & 4
%, Klebsiella aerogenes 2 {5, Enterobacter ¥ XU
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NOW. 1980

Enterobacter cloacae % 1 B, #Di3h Streptococcus
pneumoniae, Haemophilus influenzae, Klebsiella preu-
monige, a-Streptococcus % 1Y THO, ZhEHBLD
HIT 6059-S Bel5ic THMLLV L M % Wed A 6059
-S OS5l XURSE A 1 B 1~2E, 1 @ 1~2
g % 1~2 wMo A EicTis L, %5k 7~13
A (MELEMSENDOS 41 B), #ieliz 10~37 g
(ERENDS 70) T, HHRIZ 0% (HWERED
MEMi%p e & 95.3%) LWL, Frmcwt~
2RIERERD IS > 2o

oD EMS, AIICHOT TS Oxa-
cephem it 6059-S (3 ERIKMIC FATHD fh A
HEHETHD, SROAHBRERMLINE bDEH
Z56Nb,

X .3

1) Neu, H.C. ; N. AswAPOKEE, K. P. FU & P. ASWAPOKEE
: Antibacterial activity of a new 1-oxa cephalosporin
compax;ed with that of other S-lactam compounds. An-
timicr. Agents & Chemoth. 16 : 141~149, 1979
NARISADA, M. ; ef al. : Synthetic studies on S-lactam
Synthesis of 78-[(2-carboxy-2-(4-
hydroxyphenyl) acetamido)-7 a-methoxy-3-( ((1-methyl
~1H-tetrazol-5-yl) thio) -methy]) -1-oxa- 1-dethia- 3-ce-
phem-4-carboxylic acid disodium salt (6059-S) and its
related 1l-oxacephems. J. Med. Chem. 22 : 757~759,
1979

2

~

antibiotics. Part 10.

8) Wisz, R. ; J. M. Awprews & K. A. Beoroxo ; 1y,

4

5

7

9

10

)

~

~

)

)

~

g

127935, a novel oxa-S-lactam: an in pitro Comparisny
with other S-lactam antibiotios. Antimicr, Agenss 4
Chemoth. 16 : 341~345, 1979 ;

% 27 AAKCEREFQBARLERE K% /0y
% L 6069-S, 1979 (AMK)

ANl % s @ : Tobramycin OBFEM—FL |1
HIEBYAHEICB T, Chemotherapy 27 (5-5) :
~248, 1979 :
BARzA, M. ; F. P. TALLY, N. V. JACOBUS & §, L. Gop.
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CLINICAL EXPERIENCES WITH 6059-S .

SHIGERU SHIRAKAWA, NORIYOSHI UEHARA, Kaorl KiMurA. Kenkicur Kita
and Haruto UcHINO
i i

The First Division, Department of Internal Medicine, Faculty of Medicine, Kyoto University

6059-—S a new active oxacephem, was given to 20 patients with infectious diseases including 9 cases with
pyelonephntls. 5 cases with' bmnchbpneumoma. 2 cases with biliary tract infection, and each one case with
bronchitis, ,mterstltlal pneumonia, enterms. and unknown fever.

The organism isolated from the patients were Escherichia coli, Pseudomonas aeruginosa, Klebsiella aerogenes,
Kiebsiella pneumoniae, Neisseria, Enterobacter cloacae, Haemaphilus in fluenzae, Streptococcus pneumonige. Strepto-
coccus vfﬁdans and a-Streptococcus, and almost of all these organisms were disappeared or decreased by 6059~
S.

The drug was administered by intravenous drip infusion once or twice a day with the dosis of 1 to 2
g and the total dosis ranged from 10 to 37 g except one case (70 g).

As judging from both clinical and bacteriological findings, the clinical effects of 6059-S against these
infectious diseases were as follows; excellent response in 12, good in 6, fair in one, undetermined in one case
(effective rate 30%). No serious side effect was observed, from clinical and. laboratory findings.

. Consequently, 6059-S was considered to be a very useful antibiotic in: the treatment.of infections caused
by.both gram positive and negative bacteria.



