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YY) KoY h VR BERYUR Altemafloxacin®in vitro, in vive HLHAEF

HREET  EAMBEN - BWHE— - &FHF - RHED
SR AR R 5

FEY Frh VR Y BRI E Altemafloxacin(TMFX) Din vitro, in vivo FLRIVEF % cipro-
floxacin(CPFX), ofloxacin(OFLX), enoxacin(ENX)# & U'tosufloxacin(TFLX) & LLIBEHRAS L, LA
TOEREE,

TMFX i methicillinfif % Staphylococcus aureus(MRSA)% & & Staphylococcusil B & UStrep-
tococcusRIZXT§ BRI AL, TFLX &L ) R R§§\ A%, CPRX & %A F 2213 Wi Jy %
iR L7ze B PIMIBE BL D Escherichia coli, Klebsiella preumoniae B & U Pseudomonas aeruginosa
a7 NIRRT 2 BRI ILCPFX, TFLX & D §§v22%, OFLX, ENX& %
E oA 57,

T AEHBEE T I T HTMFXDEHENRIL, Staphylococcus aurens TMS334k, K.
pneumoniae 3K25¥KIZXF L, TFLX & F%E, S. aureus TMS64%E, S. aurens Smith#k, E. coli
CLIBRIZHN L TIdx BRI & W N EHRR AR L, $72, AMEKEAE~Y XI2B
V3% P. aeruginosa ETHRIZH § 5 GBI R 1L, CPFXEF% TH h OFLX, ENXB L OF
TFLX & DEN T 72, K. preumoniae 3K25%k B £ U Streptococcus pneumoniae TMS3HkK % B
RE & T HREAMBYE TV BT ATMFXDEFREIL, OFLX L W ENR TV,

FREEEEGLE 7 )V (P. aeruginosa KU-1#R) I BV Tid, TMFXiZ CPFX3 & OF OFLX & [El#%
ENEREDIRETR LT,

TMFXD =7 ZIMiEH, AL L OBERIEEL, dMEEAICHNERE CREEORN

HERERL,

Key words : temafloxacin, PLE &M, ANEHEE,

Temafloxacin(TMFX) 3, Abbott#tiZB W TEMK &
NIHE ) U A VRV BERIERIT, /70000
RUBEHRDIMIZ2, 4.V 7007 2 = — V¥, 6ff
27 v RBEF, Mill3- X FIVERT T VEFET
21LEMTdH b, TMFX X Staphylococcus B B & O
Streptococcus/®, MEPIMEEL B L O P. aeruginosa, & 5
I BREER 12Xt L CTeiprofloxacin(CPFX) & F#k 254
WHIE 2R L72Y 3o RERE, =7 AMmiEP~
DEITHICEN, CPFXIZ B E M iE B i B (Cnax)
PEC, MiEFREMBATERAUCHIBWVWTLEL
(REVEHEIRTWSE Y,

1L, TMFX Din vitroB & Cin viveo MEVER %
CPFX, ofloxacin(OFLX), enoxacin(ENX) 8 &£ Ftosuflo-
xacin(TFLX) & JWBHRET L 72 TH 5,

I. EBRMBHIUVEE

1. fERE%

HE RIS &L 11987~ 19884 DR I B AR M #H
CABESNI YT ABHRB LU T ABRHEE FFH

Foar

L7

2. TEREA

Temafloxacin( TMFX, B 5 )

Ciprofloxacin( CPFX, /¥4 T )VE# 5, )

Ofloxacin( OFLX, #—%3% )

Enoxacin( ENX, X H A<§3% )

Tosufloxacin( TFLX, EIL{L%)

3. BEREMEE

HAH AR5 12 13 Mueller-Hinton broth(EAFMHB & B
$ 5 Difco), B % ¥ #ll % %5 #b (2 1 Mueller-Hinton
medium(ELFMHM & B&§ ; Difco) % FiV>C, B A{bLEH#
EFRB/NEBRIEBEMICMEECHEL T, £X
EARRFRIEICTIT o720 %28, Streptococcus® DFTEE
BB L ONE BB HICIE, 10%(v/v) B BEEEHE Mm% 7s n
O Brain Heart Infusion agar(2AFBHIA & B3 ; Difco)
# V372, Haemophilus influenzae D35E1%, BRI
Faal— PERE, BERSIZIE, 5%Bact-
Fildes enrichment(Difco) % #8 L 7-MHM % 1 L 7=,

*T143 WREHMAHXKFHRES-21-16
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Bordetella pertussis D&, 20%(v/v) B B ARAME I 7 7%
INBordetet-Geongou agar base(2L FBGAB & M3 ; Dif-
collo T48RFRREAE L7 W %, 1%casamino acid(FIYEH
I)EHE 0.35%EALT I VU 7 A CHIAHSE) T I R L
Too BETHRRBAREHE LT1%27 ) ) ¥ (FIRHMZE)
B X U10%(v/v) BB A ML BRI BGAB % /8 L 48
RREisEEE L7,

Neisseria gonorrhoeae D 3 & 1213 GC medium base
(Difco)l< supplement& L T cocarboxylase 0.001g, glu-
cose 20g, glutamine 0.5g % & K 100ml IZiAEfE L T
2%DEEITIMA, 37T, 18K T — v & HAEH:IC THI
E Lo MERMEE oMMl 113, B AR{beatike
S R/ANRE L B " IcHe U T, R
FRARIEICTIT o 720 BISEEICIE GAMT 1 3 V(B
), %R bz GAMBEREEH(B K) B EHE L7,

4. REER

Methicillinfit P S. aurens TMS648k B & UP. aerugi-
nosa E7TH#k % £ W& BHIAFARIC T —7H s %1%, MHB
ICEERE L, W1RRRIRESES, WHAHI10° cells/ml
I L7-FF, TMFXi31/4, 1/2, 1, 28 & U4MICE, 3¢
RIEHNI1, 4B LU TMFXOMICIREICHL T 2R %
WML, 37C TIRERERE Lz, FHIRMHKL 2,4, 6
BLU2UHEEOLFKERIE L,

5. v RAERKIIZBITHIERNE

~ U AIICRR, 4:B#, H, HE19+1g{EL, R
BEFEFNVICBWTIIEIS&EGFOM) % 186LL LT
)::IRVAN

1) EFBEETINV

Methicillin #£S. aureus TMS33 8 & 'TMS64%%, S.
aureus Smith, Escherichia coli C11, Klebsiella pneuwmo-
niae 3K25, Serratia marcescens No. 2, P. aeruginosa E7
DEEBRETEREE L THY /-, BHIAFIKT37T,
— R BT ER L, ABAERICBERITE
DEEIZHAR L7 COBEBICERRBESSE 25 &
9 IZgastric mucin(Difco) % Nz BEAEPIICHERE L 72, B
FIRMZRICESHEEZ INEORS L, BE5A#D
2 ADEFEH LD, Van der WaerdeniEIZ X ) EDso
fExHE L7z,

2) RETERE TNV

< 7 AR BAIR 2R S 213K, preumoniae 3K25%8K
B & UStreptococcus prewmoniae TMS3HR % BEH & L
THW:z, ZhENh% BHIAFRSE X UF10%(v/v) B
MMM AR O BHIAFARIC T37C, —RFER, &
BAERICRBRITEDHERICR S L) ICHARL, £
DHEWE T — 7 VHKET D=7 A120.02mEHEE
L7% Bt 6BsM, 1,2 3HBICTMFXB XU

OFLX % 1H 1, 1mg/mousef® %5 L 7o HHAIRS
% B9 % TR B i L 7o 1k, R R RE I %
omiNx THESF4 XL, ML WE L7,
BB, S. preumoniae TMS3HRIZHH L THE, M Ge4 A
IZ eyclophosphamide(250mg/kg;i.p) L B L TIE® L/
BB~ 7 2 % 7Y,

2 2 FITH R IZIX, P. seruginosa KU-1%k
7z, MY % BHIATFRIC T37C, — A%,
AR B RITE DR W IC TR L7z, BHY20
BEMIRT & b #ek L 72 ICRAMEME~ 7 R (4:8, hE19
+1g, L6IC) % T— 7 VHRELT CTHME M < EHR
HER &, THBMTrTy /- ViHER BAREH
0.05mlE RV ZFL AT —FIVERBVTEREN
WP L 72, SHVREOZ/NEY ) » S THED
ICBAZEL, 1BERMRICMBR L7 77 A DKIZBRS
2R & DT o 7o HHIKE L, BY24BFME L D1
H2[El, 3H M&%EH %0.5mg/mouseE OIS L7 &
ARG 24B MR ICTE ¥ A ICHH Lok 484
ERE2mMATHRESFA XL, BAEBEREHIE
L7

3) HMBREAET T R DEBRBEGEE T I

RYTH & LT P. aeruginosa E7T¥% A\, BHIAFR
T 37C, ~BIEHRE BELTERL 4 BEERICE
BRAENHEICABL, COWEBICBREBREN%L
7% £ 9 IZ gastric mucin(Difco) % I X Bl 8 DAL IZ &
DR L - AMIRRAE~ 7 A DBEBERICER LT,
By REERICEREES 1 BEOKS L, Rf%ES
HEiw 7 ZRDO4EFREEEL, Van der WaerdenikiZ &
DEDsofEX B H L7z

6. fEABEHRE

ERBERICAWIFEHOEE < 2 % —B6LL
L TR L7zo TMFX B X U3 BBEEH| % 2mg/mouse B
& U'1mg/mouseFE OG- L7z, 555, 154, 30
oy, 1KeR, 2B¥MIB X U4BERIC T — 7 VEEEET Tl
BEHRIM1(0.5ml/mouse) L, 60CD~= 7 ADMk% 7/—V
L7z MiEDBER, E. coli Kp* BREB L THHERT
1 A7 EICTMEPRELAE L2, T-FC, B
BLUOMTHH L%, 2n0EBEER N KT
TFAXL, BLOSED LIEORE S MiEhiRE:
Rl L7

I. ¥ B B =&

1. HIEARZ PT A

HERFEDT 7 LGHEHE, 75 ABHES X UER
PR 20 WM&, 47H#RIZ3 § 2 TMFX, CPFX, OFLX,
ENXB & U TFLXDHE ] % Table 1~412R L7,

10° cells/mIERIC BT, TMFXIE 7 5 A B HE D
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Table 1. Antibacterial spectrum of temafloxacin and other drugs against aerobic bacteria

MIC (ug/ml)
Organism -
Temafloxacin  Ciprofloxacin Ofloxacin Enoxacin Tosufloxacin
Staphylococcus aureus 209P 0.05 0.05 0.20 0.39 0.05
Staphylococcus epidermidis ATCC 13228 0.39 0.39 0.39 0.78 0.05
Streptococcus pmeumoniae Type 11 0.39 1.56 1.56 6.25 0.10
Streptococcus pneumoniae Type 111 0.39 0.78 1.56 6.25 0.10
Streptococcus pyogenes ATCC 10389 0.20 0.20 0.39 1.56 0.05
Micrococcus luteus ATCC 9341 1.56 1.56 1.56 12.5 1.56
Bacillus subtilis ATCC 6633 0.025 0.012 0.10 0.20 0.012
Enterococcus faecalis 64 0.78 0.78 1.56 6.25 0.39
Escherichia coli NIH]J JC-2 0.012 0.012 0.05 0.10 0.025
Kilebstella pneumoniae IFO 3512 0.05 0.025 0.10 0.20 0.05
Kiebsiella oxytoca 1 0.025 0.012 0.05 0.10 0.025
Salmonella typhi S 60 =0.006 0.012 0.05 0.10 =0.006
Vibrio cholerae 569 B =<0.006 =0.006 =0.006 0.025 =0.006
Proteus mirabilis 1287 0.10 =0.006 0.025 0.10 0.05
Proteus vulganis IFO 3851 0.39 0.012 0.05 0.10 0.10
Morganella morganii IFO 3848 0.20 =0.006 0.025 0.10 0.05
Providencia rettgeri IFO 13501 0.012 =0.006 0.05 0.10 0.025
Providencia stuartis IFO 12930 0.78 0.025 0.39 0.20 0.20
Serratia marcescens IFO 12648 0.39 0.025 0.10 0.20 0.05
Citrobacter freundii 2 0.025 =0.006 0.05 0.10 0.025
Pseudomonas aeruginosa IFO 3445 1.56 0.20 1.56 1.56 0.78
Inoculum size: 10° cells/ml, agar-dilution method
Table 2. Antibacterial spectrum of temafloxacin and other drugs against anaerobic bacteria
MIC (ug/ml)
Organism
Temafloxacin Ciprofloxacin ~ Ofloxacin Enoxacin  Tosufloxacin

Bacteroides fragilis GM 7004 3.13 6.25 6.25 25 0.78
Bacterotdes fragilis TMS 26 6.25 25 25 25 3.13
Bacterotdes thetaiotaomicron WAL 3304 6.25 25 25 25 3.13
Bacteroides thetaiotaomicron TMS 126 6.25 12.5 25 25 6.25
Bacteroides distasonis TMS 58 6.25 12.5 25 12.5 6.25
Bacteroides distasonis TMS 128 6.25 12.5 25 12.5 6.25
Bacteroides vulgatus ATCC 29327 0.78 1.56 1.56 50 0.39
Bacteroides vulgatus TMS 129 0.78 1.56 1.56 50 0.39
Fusobacterium varium GA 15566 6.25 12.5 12.5 25 6.25
Fusobacterium nucleatum TMS 110 0.78 1.56 3.13 25 0.39
Peptostreptococcus vaniabilis GM 1002 0.78 0.39 3.13 12.5 0.10
Peptostreptococcus asaccharolyticus GM 1003 0.78 6.25 3.13 12.5 0.78
Peplostreptococcus asaccharolyticus TMS 83 0.78 3.13 3.13 12.5 0.78
Peptostreptococcus magnus ATCC 14956 0.39 0.10 1.56 12.5 0.05
Clostoridium sporogenes TMS 118 0.05 0.10 0.20 0.78 0.05
Clostoridium botulinum type A 0.05 0.10 0.20 0.78 0.05
Clostoridium botulinum type B 0.78 1.56 1.56 25 0.39
Clostoridium botulinum type C 0.05 0.10 0.20 0.78 0.05
Clostoridium botulinum type D 0.05 0.05 0.20 0.78 0.05
Clostoridium botulinum type E 0.05 0.10 0.20 0.78 0.05
Clostoridium botulinum type F 0.05 0.05 0.10 0.78 0.05
Clostoridium perfringens ATCC 13123 0.39 0.78 0.78 1.56 0.20
Clostoridium perfringens GM1006 0.39 0.78 0.78 1.56 0.20
Clostoridium difficile TMS 29 6.25 12.5 12.5 50 1.56
Clostoridium tetanii TMS 89 0.10 0.10 0.20 0.78 0.05
Veillonella parvula GA 15602 1.56 . 313 3.13 25 0.78

Inoculum size: 10° cells/ml, agar-dilution method
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Table 3. Antibacterial spectrum of temafloxacin and other drugs against aerobic bacteria
. MIC (ug/ml)
Organieen Temafloxacin  Ciprofloxacin Ofloxacin Enoxacin Tosufloxacin
Staphylococcus aureus 209P 0.10 0.10 0.39 0.78 0.05
Staphylococcus epidermidis ATCC 13228 0.39 0.39 0.39 0.78 0.20
Streptococcus pneumoniae Type 11 0.78 1.56 3.13 12.5 0.20
Streptococcus pneumoniae Type 111 0.78 0.78 3.13 12.5 0.20
Streptococcus pyogenes ATCC 10389 0.20 0.39 0.78 3.13 0.10
Micrococcus luteus ATCC 9341 3.13 1.56 3.13 25 1.56
Bacillus subtilis ATCC 6633 0.025 0.025 0.10 0.20 0.025
Enterococcus faecalis 64 1.56 0.78 1.56 6.25 0.39
Escherichia coli NIH] JC-2 0.025 0.012 0.10 0.20 0.05
Klebstella pneumonsae IFO 3512 0.10 0.025 0.10 0.20 0.05
Klebsiella oxytoca 1 0.20 0.025 0.20 0.20 0.05
Salmonella typhi S 60 =0.006 0.025 0.05 0.20 s0.006
Vibrio cholerae 569 B =0.006 =0.006 =0.006 0.025 =0.006
Proteus mirabilis 1287 0.10 =0.006 0.025 0.10 0.05
Proteus vulgans IFO 3851 0.39 0.012 0.05 0.20 0.20
Morganella morganii IFO 3848 0.39 =0.006 0.05 0.10 0.10
Providencia rettgeri IFO 13501 0.025 =0.006 0.05 0.20 0.05
Providencia stuartii IFO 12930 1.56 0.05 0.39 0.39 0.78
Serratia marcescens IFO 12648 0.78 0.05 0.20 0.39 0.20
Citrobacter freundii 2 0.025 =0.006 0.10 0.10 0.025
Pseudomonas aeruginosa IFO 3445 3.13 1.56 12.5 12.5 3.13

Inoculum size: 108 cells/ml, agar-dilution method

Table 4. Antibacterial spectrum of temafloxacin and other drugs against anaerobic bacteria

MIC (ug/ml)
Organism - -
Temafloxacin Ciprofloxacin  Ofloxacin Enoxacin  Tosufloxacin

Bacteroides fragilis GM 7004 3.13 12.5 6.25 50 12.5

Bacteroides fragilis TMS 26 12.5 50 25 25 12.5

Bacteroides thetaiotaomicron WAL 3304 12.5 50 25 50 12.5

Bacteroides thetaiotaomicron TMS 126 12.5 50 25 50 12.5

Bacteroides distasonis TMS 58 12.5 50 25 25 6.25
Bacteroides distasonis TMS 128 12.5 50 25 50 6.25
Bacteroides vulgatus ATCC 29327 1.56 12.5 6.25 50 0.78
Bacteroides vulgatus TMS 129 1.56 12.5 6.25 50 1.56
Fusobacterium varium GA 15566 12.5 12.5 12.5 50 6.25
Fusobacterium nucleatum TMS 110 1.56 12.5 6.25 50 0.78
Peptostreptococcus variabilis GM 1002 1.56 12.5 25 12.5 0.78
Peptostreptococcus asaccharolyticus GM 1003 1.56 12.5 6.25 12.5 3.13
Peptostreptococcus asaccharolyticus TMS 83 1.56 12.5 12.5 125 3.13
Peptostreptococcus magnus ATCC 14956 1.56 12.5 12.5 25 3.13
Clostoridium sporogenes TMS 118 0.10 0.78 0.39 0.78 0.20
Clostoridium botulinum type A 0.10 0.78 0.39 0.78 0.20
Clostoridium botulinum type B 1.56 12.5 12.5 100 0.78
Clostoridium botulinum type C 0.10 0.78 0.39 0.78 0.20
Clostoridium botulinum type D 0.10 0.05 0.39 0.78 0.20
Clostoridium botulinum type E 0.10 0.39 0.39 0.78 0.20
Clostoridium botulinum type F 0.10 0.10 0.39 0.78 0.20
Clostoridium perfringens ATCC 13123 1.56 12.5 12.5 3.13 0.39
Clostoridium perfringens GM1006 0.78 0.78 1.56 3.13 0.39
Clostoridium difficile TMS 29 12.5 12.5 12.5 50 3.13
Clostoridium tetanii TMS 89 0.10 0.78 0.39 0.78 0.39
Veillonella parvula GA 15602 1.56 6.25 3.13 50 0.78

Inoculum size: 108 cells/ml, agar-dilution method
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S. aureus 209PHRICHT L, TFLX B & U'CPFX & A% T
&b, OFLX, ENX & NSRBI 2R L7zs Streptoco-
ccusBIZKH LT, TMFXIZTFLX & 9 R R 45 5 72 7%,
CPFXEMEFT AT LD ER-RBEEYRLA, T/,
75 LEME DOHF, Proteus vuigaris IFO3851, Mor-
ganella morganis IFO 3848, Providencia stuartii IFO
129038 & USerratia marcescens IFO1264812xF L, 2<H|
X HREEA & ) R4 B M % 7R L 72 2F, E. coli NIHJ
JC-2, Klebsiella B E DM O W TIXTFLX, CPFX & i3
\Z[F% Td Y OFLX, ENX & h N T\ 720 P. aerugi-
nosa IFO344512x3 5 TMFX DRI 13, fth oDt BR3E
FEIZIZRFETH - oo HEMRISH T 5 TMEXDH
W /1%, Bacteroides I®, FusobacteriumJ& , Peptostrepto-
coccus asaccharolyticus, Clostridium & (2%} L TTFLX &
) R %§§VAHCPFX, OFLX, ENX & W T /e,

2. BERSEERRO RS ST

ZIERRK 5 BERR (2333 5 TMFX, CPFX, OFLX, ENX
B L UTFLXD10° cells/mIIEEB OHE D 2R L,
Z DHAE % Table 5-1~5-41Z7R L7,

MethicillinB& 5= S. aureus(66%k) 12X 3 5 TMFX D
MICs0t30.101g/ml, MICg0t30.20ug/mlE{RIETH 1),
TFLX & I8 T, CPFX, OFLX$8 L U'ENX & b & 32>
2720

Methicillin fif 4 S. aureus(DMPPC ® MIC: = 12.5
ug/ml;48 #R) V2 X9 B TMFX D MIC 13 0.05 #g/ml A &
100pg/mliZ 54 L, *TEREH| & FBRICIRIL V3 %
R L7 AH| D MICso & 0.20 #g/ml, MICg i3 0.78
pg/mlTH Y, ZOHE D IZTFLXIZ R R4 5 HF,
CPFX, OFLX3$ X 'ENX & W 3725 726

S. epidermidis(458E) 123t 5 A TMFXDMICso 3 & U
MICgotd, V1 $0.204g/mlITH Y, AANIIENX LD
5 <, TFLX, CPFX, OFLX & |\ HIFREE DEN/-HH
HERLT,

S. pyogenes (494K) 123 L Tix, TMFX® MICgo i
0394g/mlTHH, ZOHMENIETFLX L D §§ < |
CPFX, OFLX, ENX & W 58745 726

S. agalactiae (40%R)IZ*F L, TMFX ® MICs0130.78
#g/ml, MICgold1.56 #g/mI T » 720 AFKIDHE S 1E
TFLXIZ4 % ASCPFX L F#2E T4 1), OFLX, ENX &
y) o 72

S. prneumoniae (42 %) 1225 3 5 TMFX ® MICso &
MICgotd, Z N Z10.39g/ml, 0.78ug/mlTH Y, £D
PUE P IETFLX & 9 45 525, CPFX, OFLX, ENX & ¥ 58
o 7o

Enterococcus faecalis (30#K)IZ3xF L, TMFX ® MICso,
MICgotd, VN H1.564g/mlTdH o7 TMFXDHHE

JIWETFLX & 0 45 A HCPFX & [ FERE T b, OFLX,
ENX & D il o7z,

E. coli (508449 A TMFX DMICs0, MICgotd, £
Z10.025 #g/ml, 0.054g/ml T H, FDOHHWH L
CPFX & 45 %75, TFLX, OFLX & (3 [F%, ENX & D
B'!M‘o 7::0

Shigella spp.{308%)3 & USaimonella spp.(304K) T i,
TMFX D MICyo i&, M F10.0254g/mlB £ 1°0.05
pg/mITH Y, THHHI X3 A TMFXOHLE S I TFLX
L NHBHH, CPEXERBBETDH Y, OFLX, ENX L D
W o Zo

Citrobacter freundii(29%) 12 3§ 3 5 TMFX D MICqo &
1.56ug/ml & B % 7k L, ENX & [R#28, CPFX, OFLX,
TFLXIZR R L LB &R LT,

K. pneumoniae (40%k) B & UK. oxytoca (30BR)IZAT L
T, TMFX®DMICgotd, £ N #10.104g/ml, 0.78 #g/ml
THh), FDIMEHIZCPFX, TFLX & V4 % 7%, OFLX,
ENX & h R iid o 72,

Enterobacter cloacae(314k) B & U'S. marcescens(40¥k)
DA, TMFXDMICootd, #F N #FN3.134g/ml, 1.56
pg/mlEBWEER L7ze TMFXDHHE JIIZENX L [
B TdH ) CPFX, OFLX, TFLX & 9§85 72,

P. vulgaris (30%K), P. mirabilis (30RR) 3T L, TMFX
DMICso, MICootE, V31 $0.204g/ml, 0.391g/mlT
HY, MOIMEEA L) LKREVEERLL,

Providencia stuartii (304k) 3B £ U Providencia rettgeri
(30X} A TMFX DMICgo td, #N#F10.20ug/ml
BLUL564g/mTdH Y, TMFXitfh D3 BBEH] & [
L3RR EBMBNER L

M. morganii(30FRIZ BV T H, TMFXDMICs50120.20
pg/ml, MICoo30.784g/ml T V), TMFXDHHE i
D3+ EBEEH] X 1) 455 T/,

P. aeruginosa (35¥K) 133 5 TMFX D MICso, MICgo
X, FNZFhN078xg/ml, 1.564g/mlTdh 72, BHF|D
PLR JIXCPFX, TFLX & 1) 45 % 2%, OFLX, ENX & A%
TR RENT W,

Gentamicin it % P. aeruginosa(GM @ MIC: = 12.5
pg/ml;358K) B & U'Pseudomonas cepacia (17¥E) DI A,
TMFXDMICgold, TN b125ug/mlEBEWEZRL,
TMFX DOHUE 7 1343 BBIEH] & B ICIR DRV %
MamER LI

Xanthomonas maltophilia (28 #k) IZ X+ 5 TMFX O
MICso, MICgo !, N Z10.39 g/ml, 0.78 g/ml T &
5720 TMFXOHHEIIETFLX & ) R %4 5 H%, CPFX,
OFLX, ENX & W BN T 7o,

Acinetobacter calcoaceticus (204R) D3 A, TMFX D
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Table 5-1. Antibacterial activity of temafloxacin and other drugs against clinical isolates
Test organism D MIC (ug/ml)
(no. of strains) s range 50% 90%

Staphylococcus aureus (MSSA)  (66) Temafloxacin 0.05 ~ 0.39 0.10 0.20
Ciprofloxacin 0.10 ~ 3.13 0.39 3.13
Ofloxacin 020 ~ 1.56 0.39 0.78
Enoxacin 0.39 ~ 12.5 0.78 6.25
Tosufloxacin 0.025 ~ 0.39 0.10 0.20

Staphylococcus aureus (MRSA)  (48) Temafloxacin 0.05 ~ 100 0.20 0.78
Ciprofloxacin 0.20 ~ >100 0.39 313
Ofloxacin 0.20 ~ >100 0.39 1.56
Enoxacin 0.39 ~ >100 1.56 6.25
Tosufloxacin 0.025 ~ >100 0.10 0.39

Staphylococcus epidermidis (45) Temafloxacin 0.10 ~ 0.39 0.20 0.20
Ciprofloxacin 0.10 ~ 0.39 0.20 0.39
Ofloxacin 0.10 ~ 0.78 0.20 0.39
Enoxacin 0.39 ~ 1.56 0.78 1.56
Tosufloxacin 0.10 ~ 0.20 0.20 0.20

Streptococcus pyogenes 49) Temafloxacin 0.10 ~ 1.56 0.39 0.39
Ciprofloxacin 0.20 ~ 1.56 0.39 0.78
Ofloxacin 0.39 ~ 3.13 0.78 1.56
Enoxacin 0.78 ~ 25 6.25 12.5
Tosufloxacin 0.025 ~ 0.78 0.10 0.20

Streptococcus agalactiae (40) Temafloxacin 0.39 ~ 1.56 0.78 1.56
Ciprofloxacin 0.78 ~ 3.13 0.78 1.56
Ofloxacin 1.56 ~ 3.13 1.56 3.13
Enoxacin 6.25 ~ 25 12.5 25
Tosufloxacin 0.20 ~ 0.78 0.39 0.39

Streptococcus pneumoniae 42) Temafloxacin 0.20 ~ 0.78 0.39 0.78
Ciprofloxacin 0.20 ~ 3.13 0.78 1.56
Ofloxacin 0.39 ~ 3.13 1.56 1.56
Enoxacin 1.56 ~ 25 6.25 12.5
Tosufloxacin 0.05 ~ 0.39 0.10 0.20

Enterococcus faecalis 30) Temafloxacin 0.39 ~ 3.13 1.56 1.56
Ciprofloxacin 0.39 ~ 3.13 1.56 1.56
Ofloxacin 0.78 ~ 6.25 3.13 3.13
Enoxacin 313 ~ 12.5 6.25 6.25
Tosufloxacin 0.20 ~ 1.56 0.78 0.78

Escherichia coli (50) Temafloxacin =0.006 ~ 0.05 0.025 0.05
Ciprofloxacin =0.006 ~ 0.012 =0.006 0.012
Ofloxacin 0.025 ~ 0.20 0.10 0.10
Enoxacin 0.05 ~ 0.20 0.10 0.20
Tosufloxacin =0.006 ~ 0.05 0.025 0.025

Shigella spp. (30) Temafloxacin =0.006 ~ 0.05 0.012 0.025
Ciprofloxacin =0.006 ~ 0.012 =0.006 = 0.006
Ofloxacin 0.012 ~ 0.10 0.05 0.10
Enoxacin 0.05 ~ 0.10 0.10 0.10
Tosufloxacin =0.006 ~ 0.025 0.012 0.025

Inoculum size: 106 cells/ml, agar-dilution method
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Table 5-2. Antibacterial activity of temafloxacin and other drugs against clinical isolates

Test organism MIC (ug/ml)
. Drug

(no. of strains) range 50% 90%

Salmonella spp. (30) Temafloxacin =0.006 ~ 0.10 0.012 0.05
Ciprofloxacin =0.006 ~ 0.012 =0.006 0.012

Ofloxacin 0.05 ~ 0.20 0.10 0.20

Enoxacin 0.05 ~ 0.20 0.10 0.20

Tosufloxacin 0.012 ~ 0.05 0.012 0.05

Citrobacter freundit (29) Temafloxacin 0.025 ~ 12.5 0.10 1.56
Ciprofloxacin =0.006 ~ 3.13 0.012 0.39

Ofloxacin =0.006 ~ 6.25 0.05 0.78

Enoxacin 0.025 ~ 6.25 0.10 3.13

Tosufloxacin =0.006 ~ 6.25 0.05 0.78

Klebstella pneumontiae (40) Temafloxacin =0.006 ~ 0.39 0.05 0.10
Ciprofloxacin =0.006 ~ 0.05 0.012 0.025

Ofloxacin 0.025 ~ 0.20 0.10 0.20

Enoxacin 0.05 ~ 1.56 0.20 0.20

Tosufloxacin 0.012 ~ 0.10 0.05 0.05

Klebstella oxytoca (30) Temafloxacin 0.025 ~ 0.78 0.05 0.78
Ciprofloxacin =0.006 ~ 0.78 =0.006 0.20

Ofloxacin 0.05 ~ 1.56 0.10 0.78

Enoxacin 0.05 ~ 3.13 0.10 1.56

Tosufloxacin 0.025 ~ 0.39 0.05 0.39

Enterobacter cloacae 31) Temafloxacin 0.012 ~ 3.13 0.10 3.13
Ciprofloxacin =0.006 ~ 0.78 0.025 0.78

Ofloxacin =0.006 ~ 3.13 0.10 1.56

Enoxacin 0.025 ~ 6.25 0.20 6.25

Tosufloxacin =0.006 ~ 1.56 0.05 1.56

Serratia marcescens 40) Temafloxacin 0.05 ~ 12.5 0.78 1.56
Ciprofloxacin 0.012 ~ 1.56 0.10 0.39

Ofloxacin 0.05 ~ 6.25 0.20 0.78

Enoxacin 0.05 ~ 12.5 0.20 3.13

Tosufloxacin 0.025 ~ 3.13 0.20 0.78

Proteus vulgans 30) Temafloxacin 0.05 ~ 0.78 0.20 0.39
Ciprofloxacin =0.006 ~ 0.05 0.012 0.025

Ofloxacin 0.025 ~ 0.10 0.05 0.05

Enoxacin 0.05 ~ 0.20 0.10 0.10

Tosufloxacin 0.025 ~ 0.20 0.05 0.10

Proteus mirabilis (30) Temafloxacin 0.10 ~ 0.39 0.20 0.39
Ciprofloxacin =0.006 ~ 0.05 0.025 0.025

Ofloxacin 0.025 ~ 0.39 0.05 0.10

Enoxacin 0.05 ~ 0.39 0.20 0.20

Tosufloxacin 0.05 ~ 0.20 0.10 0.10

Providencia stuartii (30) Temafloxacin =0.006 ~ 0.78 0.20 0.20
Ciprofloxacin =0.006 ~ 1.56 0.025 0.20

Ofloxacin 0.025 ~ 1.56 0.20 0.39

Enoxacin 0.05 ~ 3.13 0.20 0.39

Tosufloxacin =0.006 ~ 0.39 0.05 0.10

Inoculum size: 10° cells/ml, agar-dilution method
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Table 5-3. Antibacterial activity of temafloxacin and other drugs against clinical isolates
Test organism D MIC (ug/ml)
(no. of strains) rug range 50% 90%

Providencia retigeri (30) Temafloxacin 0.05 ~ 3.13 0.20 1.56
Ciprofloxacin =0.006 ~ 0.10 0.025 0.10
Ofloxacin 0.05 ~ 1.56 0.20 0.78
Onoxacin 0.05 ~ 0.78 0.10 0.39
Tosufloxacin 0.025 ~ 0.78 0.10 0.39

Morganella morganii (30) Temafloxacin 0.05 ~ 0.78 0.20 0.78
Ciprofloxacin =<0.006 ~ 0.05 0.012 0.025
Ofloxacin 0.025 ~ 0.20 0.05 0.10
Enoxacin 0.05 ~ 0.39 0.10 0.10
Tosufloxacin 0.05 ~ 0.39 0.10 0.20

Pseudomonas aeruginosa (35) Temafloxacin 0.20 ~ 12.5 0.78 1.56
Ciprofloxacin 0.05 ~ 3.13 0.20 0.39
Ofloxacin 0.39 ~ 12.5 0.78 3.13
Enoxacin 0.20 ~ 12.5 0.78 3.13
Tosufloxacin 0.10 ~ 3.13 0.39 0.78

GM-r-Pseudomonas aeruginosa* (35) Temafloxacin 020 ~ 100 1.56 12.5
Ciprofloxacin 0.05 ~ 50 0.39 3.13
Ofloxacin 0.39 ~ >100 3.13 12.5
Enoxacin 0.39 ~ >100 1.56 6.25
Tosufloxacin 0.10 ~ >100 0.78 25

Pseudomonas cepacia an Temafloxacin 0.025 ~ 25 0.78 12.5
Ciprofloxacin 0.012 ~ 6.25 0.39 6.25
Ofloxacin 0.05 ~ 25 0.78 6.25
Enoxacin 0.05 ~ 25 1.56 25
Tosufloxacin =0.006 ~ 12.5 0.39 12.5

Xanthomonas maltophilia (28) Temafloxacin 0.20 ~ 0.78 0.39 0.78
Ciprofloxacin 0.10 ~ 3.13 0.78 1.56
Ofloxacin 0.20 ~ 3.13 0.78 1.56
Enoxacin 0.78 ~ 12.5 1.56 6.25
Tosufloxacin 0.05 ~ 0.78 0.20 0.78

Acinetobacter calcoaceticus (20) Temafloxacin =0.006 ~ 0.78 =0.006 0.05
Ciprofloxacin =0.006 ~ 1.56 0.012 0.10
Ofloxacin 0.025 ~ 1.56 0.025 0.20
Enoxacin 0.10 ~ 6.25 0.20 0.78
Tosufloxacin =0.006 ~ 0.39 =0.006 0.05

Flavobacterium ingosepticum (21) Temafloxacin 0.05 ~ 0.78 0.39 0.78
Ciprofloxacin 0.05 ~ 1.56 0.39 1.56
Ofloxacin 020 ~ 1.56 0.78 1.56
Enoxacin 0.20 ~ 6.25 1.56 3.13
Tosufloxacin 0.05 ~ 0.39 0.20 0.39

Alcaligenes xylosoxydans a7 Temafloxacin 0.05 ~ 50 0.78 25
Ciprofloxacin 0.05 ~ 25 0.78 12.5
Ofloxacin 0.10 ~ 25 0.78 12.5
Enoxacin 0.39 ~ 25 1.56 12.5
Tosufloxacin 0.10 ~ 12.5 0.39 12.5

Inoculum size: 106 cells/ml, agar-dilution method

*: Gentamicin-resistant Pseud, aerug
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Table 5-4. Antibacterial activity of temafloxacin and other drugs against clinical isolates
Test organism MIC (ug/ml)
. Drug
(no. of strains) range 50% 90%

Bordetella pertussis (21) Temafloxacin 0.025 ~ 1.56 0.05 1.56
Ciprofloxacin 0.025 ~ 3.13 0.05 3.13
Ofloxacin 0.05 ~ 6.25 0.05 3.13
Enoxacin 039 ~ 12,5 0.78 12.5
Tosufloxacin 0.05 ~ 1.56 0.05 0.78

Haemophilus influenzae (45) Temafloxacin =0.006 ~ 0.05 =0.006 0.012
Ciprofloxacin =0.006 ~ 0.012 =0.006 0.012
Ofloxacin =0.006 ~ 0.05 0.025 0.025
Enoxacin 0.05 ~ 0.10 0.10 0.10
Tosufloxacin =0.006 ~ 0.012 =0.006 0.012

Neisseria gonorrhoeae (36) Temafloxacin =0.006 ~ =0.006 =0.006 =0.006
Ciprofloxacin =0.006 ~ =0.006 =0.006 =0.006
Ofloxacin =0.006 ~ 0.025 =0.006 0.025
Enoxacin =0.006 ~ 0.10 0.012 0.025
Tosufloxacin =0.006 ~ =0.006 =0.006 =0.006

Neisseria gonorrhoeae (PPNG)** (33) Temafloxacin =0.006 ~ 0.012 =0.006 =0.006
Ciprofloxacin =0.006 ~ 0.05 =0.006 =0.006
Ofloxacin =0.006 ~ 0.20 0.012 0.025
Enoxacin =0.006 ~ 1.56 0.025 0.05
Tosufloxacin =0.006 ~ 0.025 =0.006 =0.006

Bacteroides fragilis 29) Temafloxacin 0.78 ~ 6.25 3.13 3.13
Ciprofloxacin 6.25 ~ 50 12.5 25
Ofloxacin 313 ~ 125 6.25 6.25
Enoxacin 125 ~ 50 25 25
Tosufloxacin 039 ~ 313 0.78 1.56

Clostridium difficile 19 Temafloxacin 3.13 ~ 6.25 6.25 6.25
Ciprofloxacin 125 ~ 12.5 12.5 12.5
Ofloxacin 6.25 ~ 125 12.5 12.5
Enoxacin 125 ~ 25 25 25
Tosufloxacin 1.56 ~ 3.13 3.13 3.13

Inoculum size: 108 cells/ml, agar-dilution method
**: Penicillinase-producing Neisseria gonorrhoeae

MICsg It =< 0.006 #g/ml, MICg ¢ 0.05 #g/ml TdH 1,
TMFXIZTFLX & %, CPFX,OFLX, ENX & D iV Hi
hERLI,

Flavobacterium meningosepticum (21 ¥R ) 12 xf 3 5
TMFX ® MICso, MICg 1%, & 1L # 110.39 pg/ml, 0.78
pg/mlTd -7, TMFXOHENIETFLX L ) %
AM, CPFX, OFLX, ENX X D fENRTW 7z,

Alcaligenes xylosoxydans (17 #k) I 3F L, TMFX @
MICso, MICgoiZ, ZNFHN0.78ug/ml, 254g/mlTdH -
7o AHIOTLE i3 fh X FBEEH] & FARIZHBOIL V&
ZUIHER LT,

B. pertussis (218233 B TMFX DMICso, MICoo i,
£FNEN0.05¢g/ml,1.561g/mITdH ), TMFXDIE S

IXTFLX & 121X [F%, CPFX, OFLX, ENX X W Eh Tw

PARS
Haemophilus influenzae (45%K), N. gonorrhoeae (36#%)

B & Upenicillinase-producing N. gonorrhoeae (33%k) 12
34 B TMFX D MICgo id, # N F10.012 #g/ml, =
0.0064g/ml3B X U'<0.0064g/mlTH 5720 TNHH
HZxhd A TMFX ORI /1A TFLX 8 & UFCPFX & [@%
TdHh, OFLX, ENX & 5o 72,

Bacteroides fragilis (29%k) 3 & U Clostridium difficile
(19¥R)IZ A3 A TMFXDMICso, MICgotd, N F13.13
pg/mlB L U6.25ug/mlTdh o7, MEBIZK T2
TMFX D HE 7L, TFLX & ) & 2 %45 5 A%, CPFX,
OFLX, ENX X W ER T 7,

3. FH{EH

Methicilin 3 & Nimipenemii £ S. aurens TMS64 %k
B L P, aeruginosa ETHRIZ3T T A TMFXDREER %
CPFX, OFLX, ENX$ & U'TFLX & L8 L /-5 % Fig.
1, 2iZ7R L 7=

S. aureus TMS64 ¥k |23t L T, TMFX® MICi20.05
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Fig. 1. Bactericidal activity of temafloxacin and other drugs against methicillin-resistant Staphylococcus

aureus TMS64.
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Bactericidal activity of temafloxacin and other drugs against Pseudomonas aeruginosa E7.
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Hg/miTH Y, 4, 28 L CIMICIRBERINE, SR B
AR IS Lo AMICIRBERIMICBWTIZ 2 4 1
Btk b EWMOBRGIIRDO Sl h ol TR DK
®J/J12OFLX, CPFX, TFLX & FIT2BETH VENX X D i
Nole

— 7, P. aeruginosa ETHR D&, TMFX D MIC &
0.394g/mITH b, TMFX i3 1,238 & U 4AMICIBREE AN
R CAERMBITRRFIISEA L AMICHREEIZB VT 24
BRI £ O X PRIEH] & AR A B RO B AT S h
Ldrolie FRAIOBE D I RIEH & (2IZFBETDH
(o) f:o

4, T ALEHMYCE TV BT B IERE

Methicillinit % S. aureus TMS 33%k B & U'S. aureus
TMS64#k, S. aureus Smith &, E. coli C11 %, K.
pneumoniae 3K 258K, S. marcescens No. 2%k 8 & U'P.
aeruginosa E7THR ¥ BB W L LI BB DERBE L
Table 647Kk L7z

S. aureus TMS33 ¥k IZ 3t 5 TMFX @ EDso fH i
0.20mg/mouseTd 1), TFLX & [F#2 & TCPFX, OFLX,
ENX& W/hEWlEERL, EBRERDREMRDOLN
720

S. aureus TMS64 #k {2 Xt 5 5 TMFX @ EDso f& i
0.079mg/mouse ¥/~ L, MDAt IBIEH L b FEh/-i5HE
ShEIED BN,

S. aureus Smith #k I X L T, TMFX i2 0.159
mg/mouse & fL DX} FBEEH) & L8 L TH b/~ &V EDso
fEZR L7,

E. coli C11 #k O ¥ &, TMFX @ EDs, fE &
0.0003mg/mouse 7~ L, CPFX, OFLX, TFLX & [Rl#%
WA SVWEZRL, BENIERGEIED SN,

K. pneumonice 3K25%k (2314 A TMFX @ EDs, fi 13
0.005mg/mouse T& V), TFLX & [F%, CPFX, OFLX,
ENX & D VIEEHENBD LN,

S. marcescens No. 2 ¥k T (X, TMFX @ EDs, & i
0.40mg/mouse TdH 1), ENXE REETH Y, CPFX,
OFLX, TFLXX D K& WMEZR L7, -

P. aeruginosa E7 ¥k |2 3 3 5 TMFX @ EDso f 1
0.126mg/mouse T& ), TFLX, CPFXIC®%% 5 7-
A%, OFLX, ENX & ) BN/ IGESI RO b s,

5. YU RARETBREETNVICBITBIERDE

K. pneumoniae 3K254k B X U'S. pmeumoniae TMS3HE
Rz AEBRI IR SR ERGE IS A TMFX B
X POFLXD{EMER % Fig. 3, 41T L1z,

K. preumoniae 3K25B DB A, EFEZSHO< Y
AMREERE, BE7A% T TI0' CFU/gx R L
77o TMFX#X5H T, BRHMICHAEERDOBAH*

P> b, MYe3 %I IHRIEERA10? CFU/QET &
B oteo AFDERIRIE, OFLXEL W ETMEP o7

S. pneumoniae TMS3HRIC & 5 MBS T i3, KRR
BT B 1% £ T10°~10° CFU/gD~ 7 ABIPIAEH
Wk M L7, TMRXXGBTIZ, SENICRC P,
TP B DR A S, BHe3 B %I ITRHR
F(10? CFU/g) AT & % o 720 —7, OFLXIZEH3H
#%T10° CFU/g, 6H#%TI210° CFU/g& MMAEK
DBV BRI TH Y, TMFXDEREHRIL, OFLX X
hiERTW,

P. aeruginosa KU-1#RIC & B =7 A EATYEIR BE I 4
<% 2 2% 4 % TMFX, CPFX, OFLX, ENX X Uf
TFLXDiEHENR % Fig. 51278 L7

WHIEAR GBI BT A B4 B R OBRETRKIZ,
MYed A% T10"~10° CFU/gk #ERE L 720

—%, TMFX#% 5B TOBMEREKIX, 10°CFU/g
UTICHA L, 6Bt BRFELLT (102 CFU/g)
Thot. MOEHZEBOFRNEHRIL107~10°
CFU/g%7/RL, 10° CFU/gbk LA%1~3BI8dH bz,
TMFXi3, fb4FEH & b BEF 2 ERBREERLTS,

6. HMKBRPE~ T A DERBESE T IV

A M ERFAE~ 7 R IZP. aeruginosa ETHE % G H
& LB DOEHREE % Table 71/R L7,

TMFX D EDsof130.317mg/mouse T&H ), CPFX&
[F#2 B TTFLX, OFLX, ENX & h Bh /-G H R
HoHNT,

7. HAEHE

TMFX 3 & Uxt BB #| 0 2mg/mouse B £ U 1mg/
mouseE O EHICBITHMiEP, MHB L UBHR
E il ER R % Fig. 6-1~6-3ISR L7,

1) MmiEHRE

TMFX®2mg/mouse B & 1 mg/mouseiF % 5B D
REEMEPREIR, &5#%309TEhE53BL
U'3.624g/mlTdH 1), OFLX(15.48, 8.62xg/ml) & W &
il T & - 72 7%, CPFX(3.19, 1.06 zg/ml), ENX(7.39,
3.59ug/ml), TFLX(3.93, 2.15¢g/ml) X h EH 57

—%, TMFX#H%5 %488 T b 2mg/mouseft 58
B L Fimg/mousefx 5-HIZBVWT, 2hFh3.888k
U1.83ug/mIDIMFEFIRE 2 HERL, Mo BER L
Db ERETROWRESEESTZD S/,

2) MiMiRRE

TMFxmmg/mouseio & U'1mg/mousefE % 5-B D

BIRE X, HEH0MCRON, ZOlEIR, %

':n%’me 21B L U837ug/gTH ), OFLX & b ¢

CPFX, ENX, TFLX X W B\ %R L7z, 51840
TOLBICE VT TMFXDIBRE I Zh2ho87H &
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UF4.29pg/g DX RER L D, TRFHMED

BEhTni,
3) BRHIRE

K H D 2mg/mouseB & U'1mg/mousefFE 3% 5K D
REREE, R5%309THD, FOREIL, ThT
NTMFXA521.2738 £ UF11.85¢g/g, CPFXi313.488 &

1°5.58 ug/g, OFLX1325.48 8 & 1'16.25 #g/g, ENXA®
229438 & 1512.97 ug/g, TFLX 1¥11.93 B X 185.90
ng/gTh 720 TMFXDI5#%4BHITIX, £hth
12.198 X U%6.18ug/g% /R L, MTEFIREEHER &k,
fOMBER L) LHBEETH Y, FLRREIIBY
THRIFTH o7,

Table 6. Protective effect of temafloxacin and other drugs against experimental infection in mice

Infected strain Drug (p.l\:/lr(r:ll) EDg, (95% confidence limits)
(challenge dose: CFU/mouse) 108 106 (mg/mouse)
Staphylococcus aureus TMS33 Temafloxacin 0.20 0.10 0.200 (0.147 ~ 0.273)
(IPM-s-MRSA) Ciprofloxacin 0.39 0.39 1.600 (1.154 ~ 2.218 )
1.50 x 10° CFU/mouse Ofloxacin 0.39 0.39 0.504 (0.400 ~ 0.635 )
(2.5x MLD) Enoxacin 1.56 0.78 3.200 (2.347 ~ 4.363 )
5% Mucin (+) Tosufloxacin 0.05 0.05 0.200 (0.147 ~ 0.273 )
Staphylococcus aureus TMS 64 Temafloxacin 0.05 0.05 0.079 (0.063 ~ 0.100 )
(IPM-r-MRSA) Ciprofloxacin 0.20 0.20 0.504 (0.400 ~ 0.635 )
1.10 x 10° CFU/mouse Ofloxacin 0.20 0.20 0.252 (0.188 ~ 0.338 )
(2.8 x MLD) Enoxacin 0.39 0.39 0.504 (0.400 ~ 0.635 )
5% Mucin (+) Tosufloxacin 0.025 0.025 0.126 (0.087 ~ 0.183 )
Staphylococcus aureus Smith Temafloxacin 0.20 0.10 0.159 (0.119 ~ 0.213)
1.98 x 108 CFU/mouse Ciprofloxacin 0.78 0.39 0.504 (0.347 ~ 0.731)
(30.4 x MLD) Ofloxacin 0.78 0.39 0.400 (0.289 ~ 0.555 )
5% Mucin (+) Enoxacin 1.56 0.78 2.016 (1.600 ~ 2.540 )
Tosufloxacin 0.10 0.05 0.504 (0.347 ~ 0.731 )
Escherichia coli C11 Temafloxacin =0.006 =0.006 0.0003 (0.0001 ~ 0.0004)
8.75 x 10* CFU/mouse Ciprofloxacin =0.006 =0.006 0.0006 (0.0001 ~ 0.0010)
(8.7 x MLD) Ofloxacin =0.006 =0.006 0.0006 (0.0002 ~ 0.0008)
5% Mucin (+) Enoxacin 0.05 0.05 0.050 (0.037 ~ 0.068 )
Tosufloxacin =0.006 =0.006 0.0006 (0.0002 ~ 0.0008)
Kilebsiella pneumoniae 3K25 Temafloxacin 0.39 0.025 0.005 (0.004 ~ 0.006 )
1.20 x 10* CFU/mouse Ciprofloxacin 0.20 0.012 0.008 (0.005 ~ 0.013 )
(11 x MLD) Ofloxacin 0.78 0.10 0.008 (0.005 ~ 0.013 )
5% Mucin (+) Enoxacin 1.56 0.20 0.016 (0.011 ~ 0.023 )
Tosufloxacin 0.20 0.025 0.005 (0.004 ~ 0.006 )
Serratia marcescens No. 2 Temafloxacin 3.13 0.78 0.400 (0.400 ~ 0.400 )
8.25 x 105 CFU/mouse Ciprofloxacin 0.20 0.05 0.126 (0.100 ~ 0.159 )
(8.2 xMLD) Ofloxacin 0.78 0.20 0.200 (0.147 ~ 0.273 )
5% Mucin (+) Enoxacin 3.13 1.56 0.400 (0.400 ~ 0.400 )
Tosufloxacin 0.78 0.20 0.252 (0.188 ~ 0.338 )
Pseudomonas aeruginosa E7 Temafloxacin 1.56 0.39 0.126 (0.087 ~ 0.183 )
3.50 x 10* CFU/mouse Ciprofloxacin 0.20 0.10 0.079 (0.063 ~ 0.100 )
(6.4 x MLD) Ofloxacin 1.56 0.78 0.317 (0.252 ~ 0.400 )
5% Mucin (+) Enoxacin 1.56 0.78 0.504 (0.347 ~ 0.731 )
Tosufloxacin 0.78 0.20 0.079 (0.055 ~ 0.115)

EDs,: Van der Waerden method

Mouse: ICR strain, 4 weeks, male, 6 animals/group

Challenge dose: i.p., 0.5 ml/mouse

Administration: p.o. 1 h after infection (0.2 ml/mouse)

MLD: Minimum lethal dose

IPM-s-MRSA: Imipenem-sensitive methicillin-resistant S. aureus
IPM-r-MRSA: Imipenem-resistant methicillin-resistant S. aureus
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Viable cells in lung (log CFU)

Viable cells in lung (log CFU)

1st 2nd 3rd 4th day (Drug)
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74
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. ~—@— Temafloxacin
- —&—— Ofloxacin
5 —@— Control
=24
L
T T T T T T
1/4 1 2 3 5 7

Days after infection

Organism: Klebsiella pneumoniae 3K25

Mouse: ICR strains, 4 weeks, male, 19*1 g, 6 animals/group
Challenge dose: 1.4 x 107 CFU/mouse, intranasal infection (20 ug/ml)
Therapy: 1 mg/mouse, P.O., once a day for 4 days

MIC (10 CFU/ml): temafloxacin/ofloxacin (0.025/0.10 pg/mi)

F—1: The bars represent the range of values in 6 animals

Fig. 3. Therapeutic effect of temafloxacin and ofloxacin on respiratry tract infection due to Klebsiella
pmeumoniae in mice.
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Organism: Streptococcus pneumoniae TMS3

Mouse: ICR strains, 4 weeks, male, 19+ 1 g, 6 animals/group
Challenge dose: 3.4 x 107 CFU/mouse, intranasal infection (20 pg/ml)
Therapy: 1 mg/mouse, P.O., once a day for 4 days

MIC (10° CFU/ml): temafloxacin/ofloxacin (0.39/1.56 pg/ml)

+—: The bars represent the range of values in 6 animals
Cyclophosphamide treatment: 250 mg/kg, i.p., 4 days before infection

Fig. 4. Therapeutic effect of temafloxacin and ofloxacin on respiratry tract infection due to Streptococcus
pneumoniae in cyclophosphamide-treated mice.
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MIC (ug/ml)
Drug
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Temafloxacin 1.56 0.78
Ciprofloxacin 0.39 0.20
Ofloxacin 3.13 0.78
Enoxacin 3.13 0.78
Tosufloxacin 0.78 0.39
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Fig. 5.
to Pseudomonas aeruginosa KU-1 in mice.

Mouse: ICR strain, 4 weeks, female, 19+ 1 g, 6 animals

Therapeutic effect of temafloxacin and other drugs against experimental urinary tract infection due

Table 7. Protective effect of temafloxacin and other drugs against experimental infection
in mice immunosuppressed with cyclophosphamide

Infected strain Drug (“I:I/I:ﬂ) EDj, (95% confidence limits)
(challenge dose: CFU/mouse) 108 10 (mg/mouse)
Pseudomonas aeruginosa,E7 Temafloxacin 1.56 0.39 0.317 (0.252 ~ 0.400)
3.28 x 10° CFU/mouse Ciprofloxacin 0.20 0.10 0.317 (0.252 ~ 0.400)
(16.4 x MLD) Ofloxacin 1.56 0.78 1.600 (1.600 ~1.600)
5% Mucin (+) Enoxacin 1.56 0.78 1.600 (1.600~1.600)
Tosufloxacin 0.78 0.20 0.635 (0.474 ~0.851)

EDgy: Van der Waerden method
Mouse: ICR strain, 4 weeks, male, 6 animals/group
Challenge dose: i.p., 0.5 ml/mouse

Cyclophosphamide treatment: 250 mg/kg, i.p. 4 days before infection

Administration: p.o. 1 h after infection (0.2 ml/mouse)
MLD: Minimum lethal dose
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Dose: 1 mg/mouse, P.O. Dose: 2 mg/mouse, P.O.
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Fig. 6-1. Serum concentrations of temafloxain and other drugs in mice.
Dose: 1 mg/mouse, P.O. Dose: 2 mg/mouse, P.O.
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Fig. 6-2. Lung concentrations of temafloxain and other drugs in mice.
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Dose: 1 mg/mouse, P.O. Dose: 2 mg/mouse, P.O.
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Fig. 6-3. Kidney concentrations of temafloxacin and other drugs in mice.
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Invitro and in vivo antibacterial activity of temafloxacin, a new quinolone

Sachiko Goto, Yoshimitsu Sakuma, Shuichi Miyazaki, Yasuko Kaneko
and Shogo Kuwahara
Department of Microbiology, School of Medicine, Toho University
5-21-16 Omori-nishi, Ohta-ku, Tokyo 143, Japan

The in vitro and in vivo antibacterial activity of temafloxacin (TMFX), a new quinolone, was
compared with that of ciprofloxacin (CPFX), ofloxacin (OFLX), enoxacin (ENX) and tosufloxacin
(TFLX).

TMFX had a broad antimicrobial spectrum similar to those of the reference quinolones.

The in vitro antibacterial activity of TMFX against Staphylococcus spp. including methicillin-
resistant Staphylococcus aureus (MRSA) and Streptococcus spp. was inferior to that of TFLX and
equivalent or superior to that of the other reference drugs. The antibacterial activity of TMFX
against Enterobacteriaceae and Pseudomonas spp. was inferior to that of CPFX and TFLX, but
equivalent or superior to that of the other reference drugs.

The therapeutic efficacy of TMFX against systemic infection due to Staphylococcus aureus,
Escherichia coli, Klebsiella pneumoniae and Pseudomonas aeruginosa in mice was equal to that of
TFLX and superior to that of the other reference drugs. The therapeutic efficacy of TMFX against
neutropenic mice infected with P. aeruginosa E7 was equivalent to that of CPFX and superior to
that of the other reference drugs.

The therapeutic efficacy of TMFX against respiratory tract infections due to K. pneumoniae and
S. pneumoniae and urinary tract infections due to P. aeruginosa was superior to that of OFLX and
CPFX.

The peak serum concentration of TMFX was lower than that of OFLX, but higher than that of
the other reference drugs. The peak concentration of TMFX in the lung and kidneys was lower
than that of OFLX, the same as the serum concentration, but higher than that of the other reference
drugs. On the other hand, TMFX had the longest serum half-life of all of the test drugs.



