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FlLuw* o y¥Ep DU-6859a OMWEIEFHED 9 B, 7 201 RICHTA2HENZHAEL,
ofloxacin (OFLX), sparfloxacin (SPFX), ciprofloxacin (CPFX) 3 X 0¥ rifampicin (RFP) & H#
L 7. Methicillin-susceptible Staphylococcus aureus, methicillin-resistant S. aureus,
Haemophilus influenzae, Escherichia coli, Klebsiella pneumoniae, Enterobacter cloacae, Serratia
marcescens B & U Pseudomonas aeruginosa {233 5 ARED MICe 13K 4 <0.06, 1, =0.06, =0.06,
0.12, 0.12, 0.25, 0.5 ug/ml TdH -7z WHEL DB TAEI H. influenzae, E. coli, K. pneumo-
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16 FFRVWHANDEZRL, RAEHO L2 TRI-LDBRBEHEZ R L2, RFP &% H#
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1988 2 HE—BEMNER L2 DU-6859a i%, IF&lE,
RHBREEO 77 LBEHRAB L0 75 2BHHE, 75
IVTR, AT FARK, VT TITARRICE
THEAXRZ VT L 2 HFT 5729 THL, Streptococ-
cus pneumoniae R ¥/ 0 Y D methicillinresis-
tant Staphylococcus aureus (MRSA), [ Pseudo-
monas aeruginosa, Bacteroides fragilis |2 8\WHLHE
NERTEENE 2w, 72, € MZ 100 mg % BEET
5 L7726, 1.2 BRE#£IC 1.00 ug/m]l O&KE LT
BEAFON, 5.02 BEOFBRHITEICRPICHRS A
5%, BMKRTOAMEGHRFESINED, SHKLIE, i
PR % & I YR 2 Bk 0 SRR R M LS 3 2 A
MEHEZWNEL, oF /) oy EBLUOHNEEEE R
BRE L7,

MIC 2000 ¥ A7 A2 X B2HEHRGREZHWT,
1992 41 X OF 1993 4 DWW 2353 BV 2 0E S 5 in vitro
PUR J) % BET L 72 Methicillin-susceptible Staphylo-
coccus aureus (MSSA), MRSA, Escherichia coli,
Enterobacter cloacae, Serratia marcescens, P.
aeruginosa D&% 20 ¥k& Klebsiella pneumoniae @
19 ¥, Haemophilus influenzae 7 ¥, rifampicin
(RFP) -susceptible Mycobacterium tuberculosis 21 #,
RFP-resistant Mycobacterium tuberculosis 15 B &

U Mycobacterium avium 19 RO E5F 201 #RICHT 5
A%, ofloxacin (OFLX), sparfloxacin (SPFX),
ciprofloxacin (CPFX) 3 & U rifampicin (RFP) O&
NFEBEMHILRE (MIC) Z##llE LA, —MHMETR
Mueller-Hinton broth (MHB, Difco) TR L7
RFP ZB < BHHOBEHARRII 2 <4 707V —}
120.1ml 9247 L, MHB T 37 C, 20 BEEEL
7ZRHBEREO 10 AR % 0.0015 ml O/ L7
37 C T 20 BeRE;#EH MIC #HELL, &b, H.
influenzae T35 5 % Fildes enrichment (Difco)
EMAI. MR TI, AL 707 L—rEZA
WTASE, OFLX, CPFX, RFP ® MIC ##ll& L7
EZHHEITIE 0.2 % Glycerin BX U 10 %
Middlebrook ADC enrichment % jill 2 7z Middle brook
7 H 9 #ifk¥s % Ay, Dubos #ifkiE#T 37 C, 28
HEIAT % L - BRE D 10 BARW 2 a7z, T4
AMFryni—%MwT, 37 C, 28 HHEFEERL
MIC % ¥IE L7z,

Table 1 12 —#MIICH 5 2 BB D MIC Ol
PiE MICs, MICw %7 L7zo DU-6859a @ MSSA,
MRSA, H. influenzae, E. coli, K. pneumoniae,
E. cloacae, S. marcescens, P. aeruginosa \2¥7¥ %
MICw 1, %%4=0.06, 1, =0.06, =0.06, 0.12,0.12,
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Table 1. MIC range, MIC+« and MICw of DU-6859a, ofloxacin, sparfloxacin and

ciprofloxacin for seven different species of respiratory pathogens

Species MIC (ug/ml)
() Agent
range MICso MICsw
S. aureus DU-6859a =0.06~ 0.25 <0.06 <0.06
[MSSA]* ofloxacin 0.12~ 05 0.25 0.5
(20) sparfloxacin =0.06~ 0.25 =0.06 0.12
ciprofloxacin =0.06~ 1 0.25 1
S. aureus DU-6859a =0.06~ 2 0.25 1
[MRSAJ" ofloxacin 0.12~ 64 4 16
(20) sparfloxacin =0.06~ 32 8 16
ciprofloxacin 0.25~ 128 16 64
DU-6859a <0.06 | <006 | =0.06
H. influenzae ofloxacin <0.06 <0.06 <0.06
(7) sparfloxacin <0.06 <0.06 <0.06
ciprofloxacin =0.06 =0.06 =0.06
DU-6859a =0.06 =0.06 =0.06
E. coli ofloxacin <0.06~ 0.12 0.06 <0.06
(20) sparfloxacin <0.06~ 0.12 <0.06 <0.06
ciprofloxacin =0.06 =0.06 =0.06
DU-6859a =0.06~ 0.25 =0.06 0.12
K. pneumoniae | ofloxacin <0.06~ 1 <0.06 0.25
(19) sparfloxacin <0.06~ 05 0.12 0.5
ciprofloxacin =0.06~ 0.25 =0.06 0.25
DU-6859 <0.06~ 05 <0.06 0.12
E. cloacae ofloxacin <0.06~ <0.06 0.5
(20) sparfloxacin | =0.06~ 8 <0.06 0.5
ciprofloxacin =0.06~ 16 =0.06 0.12
DU-6859a =0.06~ 2 0.12 0.25
S. marcescens ofloxacin 0.12~ 32 0.25 2
(20) sparfloxacin 05 ~ 64 1 2
ciprofloxacin =0.06~ 16 0.12 2
DU-6859a =0.06~ 8 0.12 0.5
P. aeruginosa ofloxacin =<0.06~>128 0.5 4
(20) sparfloxacin | =0.06~>128 1 2
ciprofloxacin =0.06~ 128 0.12 2

" Number of strains tested

2 Methicillin-susceptible Staphylococcus aureus

» Methicillin-resistant Staphylococcus aureus

025, 05ug/ml THH, WAEAOLHITH - & bl
WHE D 2R L7z HEE L 0BT, AKIE H.
influenzae, E. coli, K. pneumoniae, E. cloacae \Z
LT OFLX % CPFX : RS DHEN %R L7IzH,
MSSA 125 L Tid 2~8 f%, MRSA 2i3#) 16 1%, S.
marcescens (13 4~8 f%, P. aeruginosa (ZX L TH
2~8 fEM\VHLE 1 % /R L7z. Table 2 \ZHIRRB AT
LB %R Lo RFP ICRZW %KY M. tuberculo-
sis XN T HAEOHE NI RFP LM% T, OFLX %

CPFX &0 4~8 5\ HLH ) Z#/" L7zo RFP IZMfE
D M. tuberculosis B £ UF Mycobacterium avium 2%}
LTid, RFP 2 GLMIMED 4~64 il v dbok b
MOIE D ER L7,

DU-6859a R HENF /v ¥4 BT LHNE %
Ao ashnsdwwd, SHOKRLAOBETDH Zhh
WHiroshns, §744bHH, MRSA &7 M7 iR
B ioxt LT OFLX % SPFX, CPFX @ 4~16 ffi\ i
Wih%mwL, S. marcescens X P. aeruginosa \ZxfL
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Table 2. MIC range, MICs and MICs of DU-6859a, ofloxacin, ciprofloxacin
and rifampicin for a total of 55 isolates of Mycobacteriaceae

Species MIC (ug/ml)
() Agent
range MICso MICow
M. tuberculosis DU-6859a =0.06~ 0.5 0.12 0.25
[RFP-]> ofloxacin 05 ~ 2 0.5 1
(21) ciprofloxacin 05 ~ 2 1 2
rifampicin 0.12~ 05 0.12 0.25
M. tuberculosis DU-6859a =0.06~>64 0.25 4
[RFP")* ofloxacin 0.25~>64 1
(15) ciprofloxacin 0.5 ~>64 2 8
rifampicin 8 ~>64 64 >64
DU-6859a 0.12~ 16 2 8
M. avium ofloxacin 2 ~ 64 16 64
(19) ciprofloxacin 1 ~ 64 8 32
rifampicin 0.5~> 64 64 >64

" Number of strains tested

? Rifampicin-susceptible Mycobacterium tuberculosis

¥ Rifampicin-resistant Mycobacterium tuberculosis
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In vitro antimicrobial activity of DU-6859a against respiratory pathogens
including Mycobacteriaceae

Akira Watanabe, Satoru Shoji, Hiroshi Takahashi, Tohru Kikuchi,
Shigeru Fujimura and Toshihiro Nukiwa

Department of Respiratory Medicine, Institute of Development, Aging and Cancer, Tohoku University,
Seiryomachi 4-1, Aoba-ku, Sendai, Miyagi 980-77, Japan

The in vitro antimicrobial activity of DU-6859a developed in Japan agaisnt a total of 201 iso-
lates of respiratory pathogens including Mycobacteriaceae was determined. The minimum inhibito-
ry concentrations (MIC’s) of DU-6859a, ofloxacin, sparfloxacin, ciprofloxacin and rifampicin for 20
strains each of methicillin-susceptible Staphylococcus aureus (MSSA), methicillin-resistant S.
aureus (MRSA), Escherichia coli, Enterobacter cloacae, Serratia marcescens and Pseudomonas
aeruginosa, 7 strains of Haemophilus influenzae, 19 strains each of Klebsiella pneumoniae and
Mycobacterium avium, 21 strains of RFP-susceptible Mycobacterium tuberculosis and 15 strains of
RFP-resistant M. tuberculosis were determined by the micro-broth dilution method using the
Dynatech MIC 2000 system. The MICs«’s of DU-6859a for the above species were =0.06, 1,
=0.06, 0.12, 0.25, 0.5, =0.06, 0.12, 8, 0.25 and 4 ug/ml respectively. DU-6859a was 2 to 16
times as active as the other agents against the species other than H. influenzae, E. coli, K.
pneumoniae and E. cloacae. DU-6859a was as active as ofloxacin and ciprofloxacin against the
latter four species. DU-6859a was as active as RFP and 4 to 8 times as active as ofloxacin and
ciprofloxacin against RFP-susceptible M. tuberculosis. DU-6859a was 4 to 64 times as active as
other agents against M. avium and RFP-resistant M. tuberculosis. We conclude from the above
results that DU-6859a is one of the most useful quinolone agents for oral use as a drug of first
choice in the treatment of respiratory infections.



