v7uaFHtL /Il DONT

NS EYES

KHABEER AR L7 =~ 4 =2 280 (F 5410045 KPRdi th e X EEN] 2-6-8)

1. FRAEORE

Y 7uf+% Y (Difloxacin; DFLX) & 1984 4
127 Ry b CRE) TARINhZ=2—F /10
v (NQ) RUTHEAITH D, KOMEVEN 7 D
L LTART F /) VAVARL25% DB 4 Tk
HABIEIZ X s X h T3, DFLX X, flho
NQ R FISR &5 aEh 25 EEHFE LT
W3,

D77 LR, 77 LR (72 F 73
52 S U= —F=T, )SAYL T - A
LMLV &), ¥4 275 X<k EIZROHH
AR P EBROPIRERARL, ZDEH
FRENTH 5,

QF B s 12 M IR K D SO RERAT T
%,

QI 2R E <, IRSEHIRH & B H
NQ O T (7 HME) Th s,

AlE, BRI O BEAI & U CRaE % B
B L 1996 2 5 baE Tl Eh T3,

2. ®WER, RAPRUEIEER
A% D X7 F 7 CAVERL25% (1008 X 50 7L
IWMA)

g icfifgy 7 o %9 ¥ ¥ 272.8mg

(DFLX & L T 250mg MM &) 2 &67
3.

HEENR - HERE , 7o F /N Y T A - Fen
Za—FZI NZAYLT-LLPTVA
WEIERE ;IR DA 2%

B o1

31

MM 18 1E, (KD) fkE 1kg 4720, ¥
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DFLX ZIAWVHIH A X2 bLaH L, 75 L
PR3 K0 T ARMERE ISR L OO PUE A %
RL7z (%1, 2).
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IR s &GSk D 7 2 F /Ny 5 2 - T
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YA AT TV N A F = —F=TIIT S
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K1 v7uFRSry LREERIOHEZ XY ML (77 ABER)

LT DFLX ERFX OFLX OA
Staphylococcus aureus 209P JC-1 0.39* 0.1 0.39 3.13
Staphylococcus aureus Terajima 0.78 0.2 0.39 3.13
Staphylococcus aureus Smith 0.2 0.1 0.2 3.13
Staphylococcus aureus 252R 0.39 0.2 0.39 3.13
Staphylococcus aureus 199R 0.2 0.1 0.39 3.13
Staphylococcus epidermidis Kawamura 0.2 0.1 0.39 6.25
Enterococcus faecalis CN-478 3.13 0.78 1.56 25
Bacillus subtilis ATCC 6633 0.1 0.05 0.1 0.2
DFIX: Y7uf4> v ERFX:xTrvuyuf#i v OFIX:A7udHi v,

OA: A+ *V VY Vi

*MIC - " g/ml

®2 Yokt y EEEERIOHEZ XS ML (27 LK)
G W DFLX ERFX OFLX OA

Escherichia coli NIH] JC-2 0.39* 0.05 0.1 0.39
Escherichia coli KC-14 0.1 0.025 0.1 0.2
Salmonella Typhi T-58 0.39 0.1 0.1 0.39
Salmonella Typhimurium S-9 0.39 0.05 0.05 0.2
Shigella sonnei EW 33 0.2 0.05 0.1 0.2
Kilebsiella pneumoniae PCI-602 0.78 0.2 0.2 0.78
Klebsiella pneumoniae 5038 0.39 0.1 0.2 0.78
Proteus mirabilis TU-1698 0.78 0.1 0.1 0.1
Morganella morganii Kono 0.78 0.1 0.1 0.2
Citrobacter freundii GN-346 0.2 0.1 0.1 0.39
Enterobacter cloacae TU-680 0.2 0.1 0.1 0.78
Serratia marcescens OU-29 1.56 0.39 0.39 0.39
Pseudomonas aeruginosa TU-408 0.78 0.78 0.78 3.13
Pseudomonas aeruginosa 4098 0.78 0.78 0.78 6.25

DFIX:. Y 7uf#> v ERFX.xTru7yufx# v, OFLX.A7uafxHi |

OA: 4 FV 1) Vi
*MIC : pg/ml

R3 VIuFHyy EPHAERIOHRZ XY bv (KRG G F)

W W DFIX*  OA AMPC OTC LCM TS
Actinobacillus
pleuropneumoniae s-1536 (27%)  0.05** 0.1 0.05 0.39 NT NT
Actinobacillus
pleuropneumoniae CH-1 (2 7) 0.025 0.1 0.05 0.39 NT NT
Actinobacillus
pleuropneumoniae NB001 (1%4)  0.05 0.2 0.1 1.56 NT NT
Actinobacillus
pleuropneumoniae YN (1) 0.05 0.2 0.1 1.56 NT NT
Pasteurella multocida Kobe 0.013 0.05 0.2 0.39 NT NT
Pasteurella multocida TS-8 0.025 0.05 0.2 0.39 NT NT
Pasteurella multocida Pm204 0.013 0.1 0.2 0.78 NT NT
Mycoplasma hyopneumoniae ] 24 0.2 6.25 NT 0.2 0.2 0.1

DFIX : v7ufxHvy, OA:4+FV ) Vi, AMPC: 7EF> V)V,
OTC: A+ T I 9 42 )Y LICM: Vvav4 vy, TS: 44av v

*MIC : g/mL, NT : not tested
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1) MmEERE

UCDFLX @D 5 & %\ % 10 mg/kg/ H % 3 HR,
SRR S L, KIZ % % DFLX O I rh iR
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JE IS PRAE R & D IR LIS L | ¥ 5-BG 72
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R, A RERE (50.7 £ g/g) ZRL, RNT
B, A, N, R, MEONETH D, 7 OREE
FZhFh 17,0, 153, 113, 10.8 5 X 0° 10.8 £ g/g
Tdh -7z, WIS OMEETIE, MmAEPRE XD
BRI DHAIFLIT AR Sz (K2),

3) KB RO HEH

“C-DFLX @ 10mg/kg % #HlFEII8E5 L 72 RD
¥ KO I 5 RZAIR & SO T RE
AN, 5E (PS5 REReEEN) 1259 5
HEMOEEZ RS, K, #EXUZDAF (K
#EF) OEELSITRL 7,

IR & OB R AR & 72548, The
h, 14.0%H6&V792%TH 0, EDEDIFHIR
EDE5THREMETH > 72, IRIEFHEHR S &
KEALIRD 64.5% Tikd £<, RIZ, s rruay
etttk (124%) EN-FAAF LY T FH Y
v (11.6%) O »HNT (& 5).

6. ERPRELER

TOFINYT A - T a4 —F=TlLk5B
Jiea J il 7% i K 60 H (— 4% 20 BH) 1Sxf L T

K4 T bEAXCDFLX &5 L 7B $£8) f)27

/)85 A =4 —
w2V s oy
5y b t1/2 (hr) 5.2¢ 47
AUC (pg-hr/ml) 21.8 20.1
4% t1/2 (hr) 8.1 83
AUC (pg-hr/ml) 33.7 34.2

S (n=4)

RE (ne/e)

mE WA FRE O BER BB B 0RO BE L it

E2 KickFsY7uaxys 1 ERIOERS 2 B
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K5 UC-VTuFHLUEk A TROES (10mg/kg) L72BEOIRE LU
P ORZR GO EIA (n=4)

RZALE K OCREHMOEIA (%)

# PRIEEF

REALIK 2.8+ 1.1* 61.7 = 4.7 64.5
N-oxide- Y 7u 43 v 2.0+ 0.6 ND 2

AR EH 0.5%0.1 21+13 2.6
N-FZAAF LY TaFHT v 59+ 23 57+ 49 11.6
3 ox0- VT aFHT Y 0.1+0.1 0.1+02 0.2
VIR 2 IRANN 28+ 1.0 9.6 =36 124
& Gt 14.0 + 3.5 79.2 =43 93.2

* mean = S.D.

DFLX ® 2.5, 50mg/kg/ Hd» 2 WE7 £+ ¥
)~ (AMPC) 10mg/kg/ H % 3 HREIERAE S L 72,
ZDFEH, DFLX @ 2.5 ¥ X U° 5.0mg/kg/ HDHE
Hizky, wFhd 10000 HFE (R hHD
2 0 & IO AT OER) nELh, Xt
3 (AMPC) DA RN 40% & ORI A 7Z 3% (p<0.01)
RN (X3, £6),

D Eotkic, DFLX#512K 0D AMPC &0 &5
WERRSIR A 5 7z,

7. FEBM

DFLX @ 5 & %M 10mg/kg/ H % 3 H[EHE ¢
FROKPES U HKIZ 350 B IS iR AT Jo & OSHELRR (7
P, PN, TN, MERG, M, ) bR A e
L7z, ZO#H, bmg/kg/ HEHRETIE, BlED
VRIS A & B OMEAIAS R S h 7z hy, 5T
#%5 HHIZIE, #AL -2k (k) ol
PRALIT & % 572, 10 mg/ke/ HIE58T1E, &

fiek 46 & O/ D FR IR IE 2 m B A R S h 7z
2, BERTHS HEIZIE, #EL -2k om
HIBRARLI T &2 572, DLEDORERI D, IRSEHIRH
37 HE &8 iz,

mDFLX-5mg/kg X 3days
DODFLX-2. 5mg/kg X 3days
OAMPC-10meg/ke X 3days

FopN U NFRF

R 3 ERZa7IZkb Y 7aF4 Y v OEH
(e« KN st 7<) )

x6 HAABIRITOF LD

AR T PRI 0 A5 JHE%h HhE#E (%)

5mg/kg 20 UH 9 (45)* 11 (55) 0 (0) 100+

2.5mg/kg 20 vd 9 (45) 11 (55) 0(0) 1007
AMPC 10mg/kg 20 ¥H 1 (5) 7 (35) 12 (60) 40

FUEEC (EIA %), AMPC BBt ORICEREZEA D (p<0.01)
A0 (%) = CERYI-A90) / kg X 100
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Difloxacin

Shuji MATSUMOTO

Animal Science Division of Dainippon Pharmaceutical Co. Ltd., 6-8, Doshomachi 2-chome, Chuo-ku, Osaka, Japan

Difloxacin (DFLX) was synthesized by Abbott Laboratories Inc. in 1984. DFLX is a new quinolone and has been on

the market in Japan under the product name of “Vetequinon”. DFLX is characterized by its broad spectrum and high

bioavailability. DFLX is now being developed exclusively for animal use in some countries in the world. In 1996, DFLX

was approved of application for bacterial pneumonia of swine in Japan.

The good pharmacokinetic property of DFLX was proved in swine administered by drinking water at 3-day dose of

5 mg/kg/day. As a result of this test, the Cmax value in the plasma was 0.26 » g/mL. The tissue levels of DFLX were

equal to or higher than the plasma level. In swine, DFLX is excreted 14.0 % in urine and 79.2 % in feces.

In the residual study, the excretory periods were established at 7 days for swine. No drug-related toxicological

effect was noted in swine treated with DFLX in 2 to 10 times higher doses than those required for actual therapy.

DFLX has a broad antibacterial spectrum. The good efficacy of DFLX was demonstrated against bacterial

pneumonia in swine.
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