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# B-lactam R 6059-S (C DT HERIFINDURIA, B, WA MU R & X UE
SRR GRS ICEIKIGRI 2 17180, £ DR E RN U 1o

6059-S DIERFANMEN L, KM T T BB D 7 5 L RTEEREICIZ D255 - 785,
7" 7 LARMEBICIIM ORI 23 25 . E 5l coagulase [tk 7 = BKi% 80 #kic st L T 6059-
S i3, 3.13~=100 xg/ml ORPHAIC MIC 25531 L, =D MIC @ peak I3 6.25 ug/ml IC3H
Shize T12, BENMMD E. coli, P. mirabilis 5 XU K. pneumoniae 12, <0.2~6.25 ug/ml @
@EADEN MIC £5xL, WIhd 0.2 ug/ml i peak 13&Shtc, P. aeruginosa 3, 3.13~
=100 pg/ml iz MIC 23435, 12.5 ug/ml iz MIC o peak it 5,

6059-S 500 mg ¥tk mrhidBEI, MEH v T 15 S RICEEKA 3 BITFEStihs 40.5ug/
ml EEL, 2 BRItk 11.4 pg/ml &AL, ThE 6 BRilfkic 1.2 pg/ml LB &S 72,

6059-S 500 mg ¥k 1 BEMED REBHBA BT, FlBHciitLce FOERM 4 HIFE(
P 6.1pg/g (MR 22.0 pg/ml) B XV LEFHEE 2 FISEEMEDS 5.3 pg/g (UDHELEE 22.2 ug/
ml) OABRAEEEREL 720

B RIRERHERO R EZ NI At b X OBHKESE 30 #licxiLT 6059-S 2 1 31~2g, 1~2
[ one shot WEFEMEL T 7o &EM, E# 22 §, B 7 flBXUPLPHY LHIE2D, 20H
MRIIEY, HBYHRELTTH L 29 §] 6. THBDOIFREMZ Shtce 155, 6059-S WEEH TIIE
KENCEWERDORBRRB T -~ B ohldd o7
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BE D Cephalosporin ZiiEHA DAL, [ L B-lac
tam kD Penicillin & h P P@ENI- S, RELELSESRREE
EFF Tk, &I B-lactamase (Cifi EitEEHT 3 Ce-
phamycin %4 P. aeruginosa \zxt L CTHUOHIRITERA % RITT
3D Cephalosporin ZiiAEHHMH OO THEE LT 5,

FR4EMHE 6059-S i3, KTFRMEMAMCHIE SN LD
ThHY, Fig.1 IRLIEED, BEKDOSAEOKCEmL, THL
iC methoxy #% 4 L7 @ B-lactam RINEYMHATH 5.

Fig. 1 Chemical structure of 6059-S
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6059-S i HE(LEMMRIZ, SEMHELOLEABROR
BUOMEKTH D, KiCBHTHIE, » £/ —NiKHiE, T4
J-NiCHE, T, T—=TN, 700k AaiiERIZIIZ
EAYRIETH B, 6059-S D 43 FRid Coo His Ng Oy SNa, ¢
RREN, F-0FHIT 564.44 L HHINA TS,

AKoRLMIz, BYERTAM, HEAblIUGEHE
RTEHTRKE Sh, »ORFREIEARED ALV EN

bhTna?,

FEF1L, SOFHIEYE 6059-S IcBLT, £0RREAR
A, s kPSR HLA BRI & O BB ETE
HEEbic, RHEHBRBREFROREN L2 S KU@HE
TEYYE IO LT R TE > 18R, TENERMNS
N0 T, TORMOBEERET B0

HREANEN

1) EERF%: 6059-S ORBREANEIO REFHE
13, BA{LYEEES MIC /NEELOISTREREICL
BOERERFRE TRBRED B/ FEE M ILBE (min-
imum inhibitory concentration: MIC) ARIEL -0
Thbb, HEH AR I3, Heart infusion agar
(¥9h) 2EAL, HEmEMEIR Trpto-soy broth (%
BF) T 37°C, 18 BEROMEERATIIY, HHEEEES
7 LG EREITIZ 10° cells/ml, ¥/ 7" 7 4 BRI
108 cells/ml % X & DIEHIC TR IRE1TEL, 37°C,
24 BERAMONZRAN THEER R, W EOEEERLEOAR
ZRBHBEICLDHEL, 0HERED MIC 2§iE
Lo

6059-S DHHNABRICE LU THER L - Rk,
BPEEBD S 5% D 13 o REER 26 ¥k, (LBEGE
RDERD 55 8ERE L 12 coagulase f£ 7" I BREE80
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k&N D E. coli 25 #k, P. mirabilis 24 B, K.
pneumoniae 20 ¥ &, U P. aeruginosa 60 )T, T
(TN T 6059-S s J UHILLLIedc A BT D HL 1 I % Wi~

7o
2)

SEERRCHR ¢ % BUHERIR D DU DUBROD IRHK 2,

Table 1 {C5R L&D T, 6059-S (3775 LMt FRM

CHEMOTHERAPY

NOV. 1980

@ S. aureus, S. pyogenes B XU S. pneumonige 11y
{3 3.13~6.25 ug/ml @ MIC TH b, CPZ,CEC &
U CTZ sk MIC MEidro7:e $72, B. subti-
lis 12 3.13 ug/ml, M. luteus i3 0.78 ug/ml, C, diph-
theriae |3 6.25 ug/ml @ MIC T& - 7:%, CPZ, CEC
BEY CTZ X LD UANIMNED > 120 7 T LIGHE

Table 1 Comparison of antibacterial spectrum of cephalosporins

A) Gram-po'sitive bacteria (10° cells/ml) MIC (ug/ml)

Test organisms 6059-S CprZ CEC CTZ
S. aureus 209 P JC-1 3.13 0.78 0.39 0.1
S. aureus TERASHIMA 3.13 1.56 0.78 0.39
S. aureus NEUMANN 6.25 1.56 0.78 0.39
S. aureus SMITH 6.25 1.56 0.39 0.2
S. pyogenes DENKEN 3.13 0.1 0.39 0.2
S. pyogenes COOK 3.13 0.2 0.78 0.39
S. pyogenes DICK. 3.13 0.1 0.39 0.2
S. pneumoniae Type II 3.13 0.1 0.2 0.39
B. subtilis PCI 219 3.13 0.39 0.2 0.1
B. subtilis ATCC 6633 3.13 0.39 0.1 0.1
M. luteus PCI 1001 0.78 0.39 0.39 0.39
C. diphtherize PW 8 6.25 1.56 0.78 0.78

Table 2 Comparison of antibacterial spectrum of cephalosporins

B) Gram-negative bacteria (10® cells/ml) MIC (ug/mI)

Test organisms 6059-S CpPZ CEC CTZ
E. coliNIH JC-2 0.2 0.39 25 6.25
E. coli IAM 1253 0.2 0.2 12.5 3.13
P. vulgaris 0X-19 0.2 0.2 6.25 100
P. vulgaris ATCC 21100 0.2 0.2 25 100
P. mirabilis PR-4 0.1 0.2 12,5 125
K. pneumoniae Type 22 0.1 0.1 12.5 3.13
K. pneumoniae 602 0.1 0.1 12.5 6.25
P. aeruginosa X-39 25 3.13 >100 >100
P. aeruginosa Denken 125 3.13 >100 >100
P. aeruginosa NCTC 10490 12.5 3.13 >100 ' >100
P. aerugihosa IAM 11027 3.13 3.13 >100 >100
A. aerogenes IAM 11?2 50 50 50 50
S. typhi T-287 <0.1 0.2 125 50
S. flexneri 2a 0.1 <0.1 12.5 1.56
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Table 3- Comparison of antibacterial activity of 6059-S with that of cephalosporins
against 80 coagulase positive staphylococcal strains
‘Minimum inhibitory concentration (ug/ml)
Drugs 02 ] 039 078 | 1.56 | 3.13 | 625 | 125 | 25 | s0 |Z100
6059-S 2 34 29 8 4 3
CEZ 4 17 15 14 11 12 S 2
CEG 1 4 2 s 19 31 12 4 2
CED 3 5 2 7 22 17 7 4 4
CEX 3 3 4 12 17 25 11 5
CEPR 51 11 11 3 1 1 2
CET 44 18 10 1 1 3 3
CER 40 8 9 2 8 1 2 1 4
CTZ 19 23 16 9 S 3 2 1 2
CEC 9 34 22 10 3 2
CPZ 2 1 10 29 23 8 4 2 1

Table 4 Comparison of antibacterial activity of 6059—S with that of other antibiotics
against 80 coagulase positive staphylococcal strains

‘Minimum inhibitory concentration (ug/ml)

Drugs =02 [ 039 | 078 | 1.56 | 3.13 | 6.25 | 125 25 50 |=100
6059-S 2 34 29 8 4 3
PCG 11 6 S 5 8 10 2 9 10 14
ABPC 7 5 8 9 12 8 7 12 7 N
SM 3 1 N 17 3 1 2 41
KM 2 4 20 13 11 1 2 24
AKM 9 7 8 21 17 1 1 1 1 14
GM 38 11 17 2 5 2 3 1 1
EM 21 3 6 1 1 1 2 45
oL 5 4 13 8 4 2 2 8 S 29
LM 1 4 29 13 1 1 31
SPM 9 22 8 3 2 36
M 2 8 19 17 2 8 6 13
LCM 4 3 15 17 3 4 2 1 1 30
TC 9 4 6 3 3 5 1 46
Cp 3 8 27 8 9 25

LT 6059-S (2, Table 2 iCRL7E%D, E.coli
P.vulgaris % 0% K. pneumoniae 15 &13 0.1~0.2 pg/
ml OEL MIC T - 720 P. aeruginosa i3, 3.13~
25 ug/ml @ MIC TH U, A. aerogenes it 50 pg/ml,

S. typhi, S. flexneri (3 <0.1pg/ml ® MIC T& - 720

{LIRERE 20 B i S SEEEE L 7c coagulase [
7 I BRE 80 #kicxtd 3 6059-S i AIZ, Table
3 tiRL:E 6D, 3.13~=100 pg/ml DA ICES
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Table S Comparison of antibacterial activity of 6059-S with that of other
antibiotics against £. coll
No. of Minimum inhibitory concentration (ug/ml)
Drugs | sirains [ =02 [ 039 [ 078 | 156 | 313 [ 625 | 125 | 25 | s0 [=100
6059-S| 25 12 7 3 1 2
ABPC 46 8 2 8 14
CBPC 46 2 2 6 4 14 9
ACPC 14 12
SBPC 26 3 5 s 6 4 3
AKM 7 1 4 1
RSM 36 11 13 8 4
GM 43 9 15 14 5
LVDM 47 4 7 20 7 7 2
CEX 14 1 6 6 1
CED 25 3 1 2 13 3
CEZ 46 9 16 7 6 5 1 2
CcTZ 25 16 7 2
CEC 25 9 12 3 1
CPZ 25 4 10 5 2 2 1 1
Table 6 Comparison of antibacterial activity of 6059—S with that of other '
antibiotics against P. mirabilis
No. of Minimum inhibitory concentration (ug/ml)
Drugs | irains | =02 | 039 [ 078 | 1.56 | 313 [ 625 [ 125 | 25 | s0 =100
6059-S | 24 11 6 1 4 2
ABPC 18 1 2 9 2 1 3
ACPC 14 4 10
CBPC 27 12 8 3 4
SBPC 26 3 7 12 4
AKM 10 10
RSM 20 5 3 5 3
GM 22 7 7 2 1 1
LVDM 20 1 7 4 8
CEX 18 2 6 2 S5
CED 23 2 12 6 3
CEZ 27 15 3 1
CEPR 24 2 4 9 2
CTZ 23 1 12 6 2 1 1
CEC 24 2 4 11 6 1
CpZ 24 2 6 10 3 2 1
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Table 7 Comparison of antibacterial activity of 6059—S with that of other
antibiotics against X. pneumonjae
No. of Minimum inhibitory concentration (ug/ml)
Drugs | strains | =0.2 | 0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 125 | 25 | 50 |=100
6059-S| 20 9 6 3 2
ABPC 7 1 1 5
ACPC 7 7
CBPC 15 1 1 13
SBPC 16 2 14
AKM 2 2
RSM 16 1 8 3 2 1 1
GM 17 6 7 4
LVDM 29 2 2 15 6 4
CEX 8 1 2 1 4
CED 20 2 9 6 3
CEZ 18 8 7 1 1 1
CEPR 1§ 4 8 1 2
CTZ 20 10 7 2 1
CEC 20 1 2 9 6 2
CPZ 20 3 7 S 2 1 1 1
Table 8 Comparison of antibacterial activity of 6059—S with that of other
antibiotics against P. aeruginosa
No. of Minimum inhibitory concentration (ug/ml)

Drugs | cirains | <02 [ 039 [ 078 | 156 | 313 [ 625 [ 125 | 25 | s0 [=t00
6059-S| 60 2 7 24 16 8 3
CEC 60 60
CEZ 60 60
CTZ 60 60
CBPC 60 2 3 21 34
SBPC 37 1 2 12 15 7
KSM 60 1 1 2 56
GM 60 2 5 2 14 17 6 6 6 1 1
PLB 60 2 9 23 14 2 3 7
CL 60 5 17 18 7 13
LVDM 60 2 1 8 17 32
DKB 60 12 22 8 10
TOB 60 4 19 16 12 6 2 1
AMK 33 3 S 14 7 2 2
CpPZ 60 2 S 16 22 8 4 1 2
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i %L, 6.25 ug/mlic MIC @ peak 2¢& S1i1c,
6059-S 13, 7 KRkt L it CEZ, CEPR, CET,
CER, CTZ, CEC % & U¥ CPZ #£& dIESI#I & 0 Hi
M§5<, CEG, CED #4U CEX LXoROXlEi3ix
[AFREDIRBIITH - 1o

F 7o, 6059-S LALDIAMEE DHBIIDILIETIL,
Table 4 IGGRU - &80, GM %R & (Lo B4R
I A D, B D WOIRIEIRED I E AL
T,

WM E. coli 25 Bkicxtd 2 6059-S o bilgif
{3, Table 5 IT7RL -0, £0.2~3.13 ug/ml DK
#nE Maric MIC HarfiibTx b, £ MIC o peak
12 <0.2 pg/ml ITJB S 1172, 6059-S i3, {lio> CEX,
CED, CEZ, CTZ k&£t CPZ iy Xicl~#pd <
NTWHt, "

WU D P. mivabilis 24 Bicki4d 2 6059-S i
®iAfi3, Table 6 ciLt-Ebh, <0.2~6.25 pg/ml
IcMIC M43 L, £d MIC @ peak i <0.2 pg/ml
IcH 5 iz, 6059-S (2, CEX, CED, CEZ, CEPR, CTZ,
CEC %4 U CPZ 13 & IT ¥ BRI H s T < Tl
70

B K. pneumonine 20 Biicxtd 3 6059-S o
/3, Table 7 ICGRLIcEED, <0.2~1.56 ug/
mlizsiL, €0 MIC @ peak 13 <0.2 pg/ml 1228
»ohtz, 6059-S (2, CEX, CED, CEZ, CEPR, CTZ,
CEC 41U CPZ 1 EiIcH~ BN E & » T,

D P. aeruginosa 60 ¥Ricxtd 2 6059-S o
piggAid, Table 8 i/RL7-&EE0, 3.13~=100 g/
ml ichch MIC 9L, £ MIC @ peak i3
12.5 pg/ml icH 5P, 6059-S {2, GM, PLB, DKB,
TOB, AMK XU CPZ 2 X IC~ BN HE B b8,
CBPC, SBPC, CL LVDM 7#& X b 1, 2 BB
BABT T,

NOV. 1980

m R *E

1) R 6059-S DMPMEDHE LR, FF,
WMEE %D Volunteer DMHEKA 3 Fic ST,
6059-S 500 mg (5% 2/ = — 2 20 ml iCi4M) % one
shot #hiEik, 15 43, 30 43, 1 154, 2 B5RG, 4 B51S
B XU 6 NEIMICRRIFIIC S IRD SRINE TS0, 20
SYBEITIC DT E. coli T437 pkAMEARBE L1 HE
# o FIET 6059-S MuhiEHEEAREL 1o 123,
6059-S M2, 6059-S DEIMEREE=pa—n]
TR TERL 720 -

2) JEMRA : 6059-S MEHOMPMER, FIED
HEFHEIC U OREL -8R, Table 9, Fig. 2 ic
RUtcl kb, 3 PISEEMMSMHIE 15 uc 40.5 ug/
ml E|EICEL, 30 2#ic 30.5« g/ml ks
S BOUBDI. X5IC, WiE 1 MK 21.4 g/
ml &750, 2 BERA%ICIZ 11.4 ug/ml, 4 B5RIKIC 5.5
wg/ml E#HEL, 6059-S ¥k 6 Befiitkicix 1.2 ug/ml
DM EEEZRIEL 2.

RS ERARE

1) EBRAE :6059-S HEZOBBMEARED B
EHElL, 6059-S 500 mg #iE 1 BsRIBDOFHEFIC
thl7ce P OERB 4 §1& LFEMIGIE 2 Flo IRaR
Fo% 1 g 2BEAlEE, ZOMAILESE phos
phate buffer (pH 7.0) iz 5 {EFHRE L 1LV KER
Fick v 18 iRt #, £o0% EEBRERVCER
# v THI & D REBARAOEREERIEL 120 FBIC
RO STEOIPBELREL oo

2) EERRKHN : 6059-S 500 mg HiE kO MBE/A
BITRER, MROEBRAEICLLBORELER
Table 10 iZRL &5, k FOERK 4 AOFHE
12 6.1 pg/g ZRIEL, ZOBEAIED 3 MPBRER

Table 9 Serum concentration of 6059—S in normal adults (500 mg, i.v.)

Body Serum concentration (ug/ml)
No.| Case | Age | Sex | weight
(kg) | 1/4hr.|1/2hr.| 1hr. | 2hrs.| 4 hrs. | 6 hrs.
1 |Yw | 21 M. 64 42.6 294 21.2 11.6 5.6 1.2
2 | MK.| 31 F. 42 38.2 304 20.6 10.5 4.8 1.1
3| MY.| 16 F. 48 40.8 31.6 224 120 6.2 14
Average 40.5 305 | 214 | 114 5.5 1.2
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22-0#%/1’!\] —E*_)')i:a ‘if:' ﬁ_tﬂ“:]*lhm 2 {ﬂjo)sp‘:j&]ﬂﬁ
it 5.3 ug/e O EHEE WEL, TOIVO M RE
1122.2 ug/ml THo oo
o WO K R N
# B-lactam FRbitE 6059-S & H MINGH i
Fig. 2 Serum concentration of 6059-S in normal
adults (500 mg, i. v.)
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B 5 Alkds S UM AYE IC 0 U TEBLEIG I % 15
WY, € DRMNAIC DO THITL 720

1) REAKMREIUEE B RINEREERIC BT 3 1
RS AVED UMM R YuE, F 75401, Table 11 ic
L& B0, MEALIEN T %8 2 4, YbE( b
Hae 4 00, B - W@ 9 o, Aulprtd:Riskszs 11 4,
OVEETIRA 2 G L ORIBEMS 2 o, #a8 30
B ('3 22 0, 4 84N % 6059-S \hEMEIL M ISR
EL 1

6059-S DTl Syikit, mYg, 6059-S % 1 3 1~2
g, 1~2 [a] one shot ME% 778 - 7=,

154, 6059-S ¥HARGEICXWLT, IRGUHIEFTD
BH- % 2 32 h s SIRIRE D AERIE %7750, £
DoyEED MIC % HI5E L TR BENRA R 24
BOBEBKIE L1, 6059-S o miishi At 28
FE, AROBHERPRMEDOCERER ORI - 0
IDRA¢ o3/ T Al

2) AEWHBOHIEEM : 6059-S Ik 2 iR
ROYELESER, Wbk, WHEHINCER, 6%, ©P
BB LUHHBD 4 BPSicXAHE L. THbB,
6059-S Mtk 5 RARNICABRIENMEBIL, MYkl
DRI, BERORS, TP MES 2 O I3HE
7 EMHRIBIL 72 DXL (Excellent: ), FH:
TRiRIEDS 10 BRAPICTHAIRIEL 7 D2 H%) (Good:
1), 6059-S ¥tk 10 BLI LIBKICEBREELL D

Table 10 Comparison of concentration of 6059—S in serum with that in tissues

(One hour after intravenous injection of 6059—S 500 mg)

Body Serum Tissues
No. | Case | Age | weight Tissue removed concentration | concentration
(kg) (ug/mb) (ug/8)
1 MY.| 7 21 Palatine tonsilla (L) | 224 6.4
2 MY.| 7 21 Palatine tonsilla (R) 224 6.2
3 KW.] 30 45 Palatine tonsilla (L) 21.6 6.0
4 | KW.|30 45 Palatine tonsilla  (R) 21.6 5.8
Average 22.0 6.1
1 | wy.| 22 | 66 | Mucousmembraneof 21.8 54
maxillary sinus (L)
2 | wy.| 22| e | Mucousmembraneof 226 5.2
maxillary sinus  (R)
Average 22.2 5.3
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xR (Fair: +), 6059-S #ikBHtAME » 7 {fE
RO WHARIE D B D SN - 72 bD%E JER)
(Poor: —) &EMEL

3) BRGRAMAAAR : I RIRREHAIRIZ B B Atk X

Table 11 Disease treated with 60598

CHEMOTHERAPY

NOV. 1980

UM RYE 30 Flicst L T 6059-S MiEmbEA 510
744k, Table 12, 13 iC/RUc LB 151208, Ll
FREMINCDNT 6059-S DMK E DT 5,
1) MUE(LMEPE R © AKE 2 HlickL T 6059-
S#% 1@ 1lg 1 [ one shot MEMELITIE 14k
I, Table 12 i/RL7:E 8D, MEFH 3 A%iHE

Sex W, OAMIRRY iBth, B, HROEH, FAOH
Disgnods Male, |Femsle) Total %, RERHEIEIEL, BRTH T A B, HN
; ; DR BEEL 120 KIE 1 PIOBRSD S P aeru-
Acut lent otitis media . .
cute paren ginosa %45 #EEL, €0 MIC i3 12.5 sg/ml T
Chronic purulent otitis media O L Hotopt, (b0 1 PIREOREERED SNIEH -z
Furuncle of car or nose 7 2 9 KB 2 Wicd 5 6059-S DiamRIz, 4 1
Acute lacunar tonsillitis 1 4 11 Wi XUHES 1 Bt 1,
i) fRtE{LIREPE% : AKE 4 FlicgL T 6059-
Acute parotitis 1 1 2 . _
S#% 108 1g 1 [ one shot MERIEETIL- 4
Peritonailar abscess 2 2 F, Table 12 ICRU 1z & 350, WEFY 4 BRICAKE
Total 2 8 | 30cases BRIk, BNMEBRIEBRLI. BRFEH 9 BT
Table 12 Therapeutic results of 6059—-S
Administration method | Di pp Days
. . Bacteria MIC Daily Total of main Side
No. | Case | Age | Sex Diagnosis isolated | (ug/mD) | dose Term | goce symptoms ;ﬁ: effect Effects
(8) | (day) | ® (day)
1| YL |64 | m | Acutepunlent | gmosa| 125 | 1 | s | s 2 s | = | ++
otitis media
2| cs. | 36| M, | Acutepurulent | o owth 1 9 | 9 4 9 | - | #
otitis media
Chronic purulent . _
3 | TH.| 53| M. otitis media (R) P. aeruginosa 25 1 8 8 4 8 +
Chronic purulent . _
4 | TH. | 53 | M. otitis media (L) P. aeruginosa 25 1 8 8 4 8 +H
s | KR.| 48 | m. | Chronicpurulent | o pinosa| 125 | 1 | 9 | 9 4 9 | - | +
otitis media
6 | ss. | s8| p | Chronicpulent | o /0 s L1 |12 |12 6 12 | - +
otitis media
7 M.S.| 58 | F. | Furuncle of ear S. aureus 6.25 1 4 4 2 4 - ++
8 | TH.| 15 M. | Furuncle of ear S. aureus 6.25 1 4 4 2 4 - +++
9 | TK.{ 52| M. | Furuncle of ear S. aureus 12.5 1 4 4 2 4 - ++
10 | KM.| 32 | M. | Furuncle of ear S. aureus 6.25 1 4 4 2 4 - +H+
11 IH. | 40 | M. | Furuncle of ear (L) | S. aureus 12.5 1 4 4 2 4 - +++
12 LH. | 40 M. | Furuncle of ear (R) | S. aureus 12.5 1 4 4 2 4 - +H+
S. aureus 125
13 | S.0.| 48 | .F. | Furuncle of ear S. pyogenes 156 1 5 5 2 5 - +H
14 | MK.| 53| M. | Furuncle of ear No culture 1 5 5 2 5 - +
15 S.S. | 47 | M. | Furuncle of nose No culture 1 4 4 2 4 - +++
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Table 13 Therapeutic results of 6059-S
Adninistration method | Disappearance Days
. Bacteria MIC | Dally Total of main Side
No.| Case| Age| Sex Diagnosis isolated (ug/ml) | doso Term dose symptoms ilo:e effect Effects
® | (day) | (g) (day)
Acute lacunar S. pyogenes 1.56
16 [ KA. 48| F. tonsillitis Neisseria ! s 5 3 S - M
Acute lacunar S. pyogenes
17 | NM.| 31 F. tonsillitis Neisseria 1 4 4 2 4 - Tt
Acute lacunar S. pyogenes 1.56
18 | KF.| 23, F. tonsillitis Neisseria ! s s 2 5 - A
Acute lacunar S. aureus 12§
19 | KK.| 33| M. tonsillitis S. pyogenes 1.56 ! 4 4 2 4 - and
‘| Acute lacunar S. pyogenes 3.13 _
20 | KY.| 48| M. tonsillitis K. pneumoniae| 0.78 1 4 4 2 4 e
Acute lacunar S. pyogenes 3.13 _
2| SA.| 42 M tonsillitis P. aeruginosa 12.5 1 6 6 3 6 ad
Acute lacunar S. pyogenes 1.56 _
2 11E | 3| M tonsillitis Haemophilus 1 5 s 2 s e
’ Acute lacunar S. pyogenes 1.56 _
23| UM} 28 F tonsillitis Haemophilus 1 6 B 3 6 *
Acute lacunar S. pyogenes 3.13 _ -+
# | TN 51| M tonsillitis Haemophilus 1 3 3 2 3 *
Acute lacunar S. pyogenes 3.13 _ -
3| TL)32 )M tonsillitis Haemophilus 1 5 5 2 5
Acute lacunar S. pyogenes 1.56 _ .
% | TF.| 33 | M. tonsillitis Haemophilus 1 4 4 2 4
27 | TI. | 32 | F. | Acute parotitis No culture 1 4 4 2 4 - +++
28 | S5. | 51 | M. | Acute parotitis No culture 1 5 s 2 5 - +++
29 | AM.| 23 [ M. | Peritonsillar abscess | S. pyogenes 3.13 2 4 8 2 4 - +++
30 | TK.| SO | M. | Peritonsillar abscess | S. pyogenes 1.56 2 6 12 3 6 - +
AEEB X UHZALTARL, BB, SURFR, WL FTARTERE 10

BRERMBEALEARRIIREL . A 4 Flo B
e P. aeruginosa (MIC: 12.5~25 pg/ml) 3 ¥k,
S. aureus (MIC : 25 pg/ml) 1 BkZSHERIEL 720

AEE 4 Plicktd 2 6059-S oBBEDHRIL, BHH 3
Pl rUopoAER 1 FIORENA Shi,

iii) H - 88 AKE 9 #licxdLT 6059-S % 1 A
1g, 1 [ one shot #EFELFT - 78R, Table 12
IGRLI-E B D, 6059-S #ik 2 BHICEMIER, BEIR
Bib, BERsRELL, FE4 8T - BORK,
[EbsilRIGHR L 7o MaHhD o BLMIRYY S. aureus 6 &
(MIC: 6.25~12.5 ug/ml), BEERY: S. aureus (MIC
:12.54g/ml) & S. pyogenes (MIC: 1.56 pg/ml) %43
BRFEL7D8, 2 FUIERL X851

AERICHT B 6059-S DIBEIRIL, FRL. 9 F

iv) BHREERRL  AKDS 11 flicxt LT 6059-
S%1ga1lgl one shot FHERH:Z(TIL -1
MR, Table 13 ic7zL7-& B0, 6059-S fHEFH 2 B
BT KR EL, O, TSR, Rk BRI TFIIIE A
Ltz 6059-S {1 5 A#uChibkDTEH:, T3IE, IE
MR8 &3 MBI L 720 itk IR TS S, pyogenes
(MIC: 1.56 ug/ml) & Neisseria & DIRSEY: 3§,
S. aureus (MIC: 12.5 ug/ml) & S. pyogenes (MIC:
1.56 pg/ml) & DEAMKY: 1§, S. pyogenes (MIC:
3.13 ug/ml) & K. pneumoniae (MIC: 0.78 pg/ml)
LORARH 1 #l, S. pyogenes (MIC: 3.13 pg/ml)
& P. aeruginosa (MIC: 12.5 pg/ml) EDEARKG: 1
#il, S.pygoenes (MIC:1.56~3.13 ug/ml) & Haemo-
bhilus L DRARG: 5 HIZSEREL 720
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Table 14 Efficacy of 6059-S as classified by diseases

Efficacy | Excellent | Good | Fair | Poor Total
Diagnosis (+++) (++) *) -)
Acute purulent otitis media 1 1 2
Chronic purulent otitis media 3 1 4
Furuncle of the ear or nose 9 9
Acute lacunar tonsiluti: 9 2 11
Peritonsillar abscess 1 1 2
Acute parotitis 2 2
Total 22 7 1 30 cases
\ . ,
29 cases (96.7 %)

Table 15 Efficacy of 6059—S by species of bacteria isolated

Efﬁcacy Excellent Good Fair Poor Total
Bacteria isolated ) ™ ® 2
S. aureus 6 ! ’
S. aureus
S. pyogenes 2 :
S. pyogenes 1 ! ’
S. pyogenes
Haemophilus 4 ' ;
§. pyogenes 1
K. pneumoniae :
S. pyogenes 3
Neisseria :
S. pyogenes 1
P. aeruginosa :
P. aeruginosa 1 3 !
No culture or
no growth 4 ' i
Total 22 7 ! 0 et
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AW 2 Hlicsd 5 6059-S sz, #%h 1
Pl LU 1 BlEtd- o
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R E 30 Mlicad LT 6059-S & 1 [ 1~2 g, 1~2 [g]
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3%y, BUHELETSE 29 # 96.7% DR E L
210

6059-S #iHEREH: D4 ik BN EH g R i3, Table 15 T
RUt-&E0D S aureus B LU S. pyogenes L E DT 7

Table 16 Interrelation between MIC and the clinical response of 6059-S

MIC Minimum inhibitory concentration (ug/ml)
Effica =0.2 | 039 | 0.78 | 156 | 3.13 | 6.25 12.5 25 50 | =100
[ ] X X X o oA
Excellent X X X o [o)
(++) X X o o
X X (0]
(o]
X X A A
Good X A A
+)
O
Fair
)
Poor
-)
* O 8. aureus 9 strains
X S. pyogenes 13 strains
A P. aeruginosa § strains
® K. pneumoniae 1 strain
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LR & Haemophilus, K. pneumoniae 15 LU8 P
aeruginosa 15 DL TEIPIASIED S N tco

7545, 6059-S {IM:HTL D IGA KRR & S UL 43 Mk
@ MIC ki3, Table 16 iziiL- & &b, Wi#llicE
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% "

IT RURUE R SR D AR AR U & DAY L, (2P
FI D B T 2 21K A D S E D ZEAL S & IT & b AT
25 N BEHIEZ I b I D WA A S A, T 7+
Y IR & K. pneumoniae, Proteus group, P.aeruginosa,
Serratia 13X D" 7 AR BICINA T T ¥ o MiJERRY
H7 5 LMREDO RO BB T & 1,

O XD IIKRBICxET 2 MM EIZ, LF B-
lactam ¥ & Aminoglycoside it E L LU £ D1
DOEFIRONTE7:H, &bt Cephalosporin 3
HAEMBEOBREENIZTC LIXHETLNEDMNEH 5,

¥ B-lactam FRyiAEME 6059-S DRABRERNEN
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CEZ, CEPR, CTZ, CEC ¥ X Uf CPZ 75 & Dfthd Cepha-
losporin LAY B LD 58 UEIER 2 HifF L2
320, F1o, WHEAMED P. aeruginosa 1Zx4d 5 6059
-S 13, 3.13~=100 wg/ml < 12.5 pg/ml iz MIC @
peak A& SN, 6059-S FHBEICRENEET I LD
BHEIENZ %,

6059-S I, 47EicBL T2, 500 mg #HdE 15 4
%12 40.5 ug/ml & aguE O M REMSZ Sh, 30 4
iz 30.5 pg/ml &L Uk, 2 Biiigic 11.4 ug/

NOV. 1880
ml L{E<, ¥k 6 MliC 1.2 pg/ml o iE ik
MEAONTED, ZOMWPHBHGENLSTHEY,
754, 6059-S DIKMMMIMIEIZ, BYHERTHSE
b# <, 2OTH, M, O ROBEFETBITTZ 0D
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FUNDAMENTAL AND CLINICAL STUDIES ON 6059-S IN
THE OTORHINOLARYNGOLOGIC FIELD

TAKEHIKO IWASAWA
Clinic of Otorhinolaryngology, Sapporo Teishin Hospital

Fundamental and clinical investigations with 6059-S, a new B-lactam family derivative, were performed
with the results which might lead to the following conclusions:

1) In vitro antibacterial activity : The minimum inhibitory concentration of 6059-S was tested by an
agar plate dilution method. 6059-S revealed an excellent, broad spectrum antibacterial activity against stan-
dard strains of various bacteria. 6059-S had the same antibacterial spectrum as those of cephalosporin
antibiotics. The MIC of S. aureus isolated from otorrhoea was distributed at a range from 3.13 to =100
pg/ml of 6059-S, showing its peak at 6.25 ug/ml. Other strains of E. coli, P. mirabilis and K. pneumoniae
were inhibited by <0.2 to 6.25 ug/ml of 6059-S. 6059-S showed the MICs of 3.13 to =100 xg/ml, its peak
at 12.5 ug/ml against 60 strains of pathogenic P. aeruginosa.

2) Concentration in serum : The serum level of 6059-S in healthy adults given 500 mg reached to a
maximum of 40.5 xg/ml at 15 minuts after intravenous injection. Even 6 hours after intravenous injection,
clinical effective serum 6059-S concentration of 1.2 ug/ml was still demonstrable.

3) Concentration in tissues : Activity of 6059-S was demonstrable at the concentration of 6.1 ug/g in
human palatine tonsilla and 5.3 pg/g in human mucous membrane of maxillary sinus one hour after intra-
venous injection, when the serum concentration of 6059-S was 22 ug/ml and 22.2 ug/ml, respectively.

4) Results of clinical treatment : When 6059-S was intravenously injected to 30 cases of representative
infection in the otorhinolaryngologic field, clinical results were excellent in 22.0 cases, good in 7 cases and
fair in one case. When the excellent and good cases were considered together, clinical response were ob-
tained in 29 cases, 96.7 per cent.

No side effect was shown with intravenous injection of 6059-S.



