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T FH T LRERANICEREEE 2R TEHH VAR ) u VU RIIEETH D, BHICHEL SPEES
N5, Kkl BB (Chronic Kidney Disease : CKD) EF VAR MEFERICHVE 7uFH T v %
5.0 mg/kg BRI G L, MHPEE % FRICHIZE L7z, CKD#E (n=3) ROMEFEH (n=3) ORIKAEEERIZZ
21 2.32+0.45 ml/min/kg, 4.14+0.66 ml/min/kg Tho7:. FNVE 70 F ¥ ¥ ORESIMPHEEL, EHEE T
5.1 W12 3.60+0.23 ug/ml, CKD BETHS 2 BRI #12 3.07+0.31 ug/ml Th - 72, PR 355 24 I
MR T2 0.45+0.14 ug/ml, CKD # T2 0.41£0.10 ug/ml TH o7z WL IV E 70 x4 v DF)Y
MAERE RO 7 HEERREIRG- Y I 2 L— a VICL 2 MAEEREBICEEE RO SN o7z, KFEL ), +
Ve 70 XYY VIEEREOKT L7 CKD OXIZBWT, 52 URGMBORERIRETHL DD ERBI N
—F%—7—F:CKD, 7t u¥ /o rRIEE, RRREHRE Frevadydr EERSG Y Iab—var

Thrud ) u s RPHEIEIDNAY Y A L—A R
MRA VAT —EFEERIHIL, 7T 2SR, 7T A
YW, ~4 3279 X<ICx L CRBER ISR A G
2Ry (1], A 7axdy V3B HOE 3 L
TJuFaFarRPEETHY, ZhITR HEiL
Lo 3 28METHMMIRENRTE L [2-12]. F
VY70 XYY 2 3IIEORBBITIEICER (6], &
SYEW ORI L TN 1.56 4 g/ml D/
RRARBEIE 2R3 [13]. F2M8E s v 87 $ia R Mo
ThFuFuyREEEL LKL KL [14, 15]
IR 238 A BB AP I 7 & O BT R &
HOPIHEE LT, MEMBTEL IR TYS [6,
16].

18P E% (Chronic Kidney Disease : CKD) &}
B EIME OGN, BENEFERLREL B
Eh, mmoXIcEEDLRS [17,18]. CKD %
HiE, fEtkEE, 7Iof F—Y R, ML 2
&ge, JRMZELRENHIFHND [19,20]. Zh b0k
SIRERK, A, M4 3B o R PR 2
WERET, WA 70 v BoRPZ2HEL, B
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ARFFED HIGiE, CKD 2= EBRMICHER Lz KR L
THNVE 7T XYY » 5.0 mg/kg DHEIRCONRY 217
WL E OB 255 & & i, EKRS Y3 2
L—>arv#FEL, CKDORIZBITAFVE7aF
TV OBRERIZOVWTIMIITAZ & THo 7.
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BHNRHEF R BICCEBENLZ = VRS B, —#
SR, R R MR CTRE 2RO 2\ 3HE
ERE Lz, T, AROBRETRFEORD RV 3H
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F1ET >y — Vv L, EBERTECHREO Fy 7
7—F%1H2MKHL7.
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5 025 05 1 2 4 6 9 12 24 48 72
@il <ol 206 302 360 323 278 207 131 092 045 006 0.0
Ol 941 139 =023 =023 =007 =011 =022 =013 =014 =002 =0.01
. 0.83 229 271 307 253 197 197 090 041 012  0.03
CKD# <001 L o35 <72 <124 031 =020 024 =017 +009 =010 +0.07 +0.02

1 Frezaddy v BEEG%OMPREOHERS
PERRE & P U T CKD BRI, oz 8 ML Ho 5 BE T 2 R ] 0 48 e e OSRAR TR 2 R L 7.

Y MSX DT, R EE R R T AL (AUCH)
BT oBREARICTRD 2 [21, 22].

Yast
AUCt= Y,
t=0
t: A XY UEGHROKER (min), tee: MAEREDHE
LN BEORM (min), C, R Co1: A XY V&5
#BoligE (mg/mlh), t, ROt 4 X &5
BOKEE (min) Z2FhZREL TS, 1, HEHHE
OIEE (RHE3EOA XY VIR L HE»SE LR
HEANBOEMREE» SR L), $XTOZ )T
7 v AEIdRE (kg) CTHEHLL 7.
Frvevuaxtyy (€7 % A8SS$E, DS 77—~
7 =NV AW, HH) & LT5.0mg/kg % 10 ml
DK E EBICHEREOHRSE Lz, #5520 BERHTA 5 3%
HARMGBEoOMlEL L, KZHBEKE Lz, 550
B, REE %5025 05 1, 2 4, 6, 9, 12
24, 48 KON 72 KRR OFF 12 By TR SR 2> © 2.5 mi
WML, A% ¥ F U7 2RI EER A 120 T,
3,000 rpm T 10 7[5 0o L 7 %E & L7z, $RICL
oM/ 72HIC-18C U F CHMERAEL 2. 7T
DOKIZ 2 MR ERZ 47, 11 H 0 RER TR Rz
R HCTHNEIT-> 72, BOMAPLELRYEE 2 M H
ORBCHR SN2 HH L. Arveyaddy
YOMEL, EEfikr o< by S 7 BRI %
AL, o4&, EmBRY0.01ug/mi, @B
TT70%LL L, BEMREL20% T & L7
e 7udty roREMPiRE (Cmax) (X5

HER&ES

(tn_tnfl) : (Cn+cn*1) " Clast
2 A
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EEZRAL, REMHPRESHERE (Tmax) (RIS
Cmax #/R L7zKif & L7z, AUCHIZFENED A% A
LTHRBEICEIDELL, il () 2ELL-
F72, AT aRG T BN G RO R
%% MHwT, 10.0 mg/kg, 5.0 mg/kg, 2.5 mg/kg %
LH1M, 7 HMBERORS L0y Iab—v 3
YERER L. ANEBREES oM R BB oI,
1 H% 240 538 L7- B0 BO ORI 3BT 5 He 5 i i
BEEDUTOARICTHEMNL, £E5RoHe b+
EhEbes [ERgbed] Ik hke [23].

F
C :D' 7)(]_ 1_ —kel-t
max v /(1-e )

Cmin=Cmaxxe *"!

D:¥5%, F: A LvE7ux4 Y ot #Hx,
Vd : A%, kel @ EPIHREEER, t: BORRERE 2
FNEFNEL TS,

CKD #EIZRABRHE T #2, 435 O 9w BLALER 5 10 574 2 92
MiL7z. $_XTOMIE P+ BEAERETR L.

B

Tl LA 3.7 2.4 %%, AE 11.5+£0.8 kg, CKD
TEZF# 9.0+ 1.6 7%, AKE11.7£08kg Tho7z. &
B O S ERAK I8 5 13 4.14+0.66 ml/min/kg, CKD
BEDRERIKIE M 1T 2.32£0.45 ml/min/kg TH - 7.

FLE7OFH Y O Cmax i, BEHETIIRGH]
IF# T 3.60+0.23 ug/ml, CKD B TldF 5% 2 KFIZ
3.07%0.31ug/ml THo7-. ML DIt 3 2%

#
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FOEFEEH K CKD BB 2 MBI REEN T A —F

AUCt Cmax Tmax ti2 140 t12 24
(ughr/ml) (pug/ml)  (hr) (hr) (hr)

v g 41.11 3.75 0.75 2.8 10.43
e B +4.70 +0.40 *=0.27 =049 =*0.62
CKD B 38.79 3.35 1.08 3.02 12.77

+4.16 +0.35 =*£0.27 =*1.77 *3.13

AUCE : Ifit r 5 B2 — Ty [ iR T TR, Cmax o e e I %
JBE, Tmax @ fes MR EERERE R, ti/2 o -0l

RL7z (B, FAMmEEE IS B2 T T
Yradd syt shn, mHREICEESIIRD S
Nihhotz, FNVETOFRY T Y OFHMApPEL,
WL O CKD B L b IcH 5% 6~ 12 W[ TR BT
B, &5% 24 EMICEFERTIZ0.45+0.14 ug/ml,
CKD T3 0.41+0.10ug/ml TH o7z, F7H5%
T2HEHIC, AN TR XYY oMpiREE, R
T130.02+0.01 ug/ml, CKD # T 13 0.03+0.02 g/
ml THo7z (K1).

Frvezudy T roERS Y I L—varT
W&, RN O CKD # & DI iREEICE B AR
Shehol (K2).

%P, REKTHO CKD BB 2 RAHLRL AR
T, BREOMER HEOMMEL Aoy »os
BROER, RMEOBL, REEOWAL, OREICHE
DIMFPERATRD H 7z,

Z %=

KRBTV E 7O Y v k5%, T

T 2 M DN IR B IR E 2R L, %55 9 R
MR L7z, O RITREDIY BRI &
—3 L7 [3]. MWL LCTCKD BT, &&
FR R B B IR I O IE K K OSRAETEREIA 2 % L7278,
HICAERETIRD N o7 F72, 7 HEBERD
B5vIab—va yoliPEERIEmRE S HIC—K
LTw/z Dbk, T rasdy oy aREix
EHLCCKD B LITEHTLHZ &R L, #Fﬁ
DhawnEkEZ LN

EE ORI S D F 8y JEaE AN Lifinh 7
VT I VREN10~20%K T3 5. &SI RN
RO, KGR, FHERE R OGO
LY, BHOGMBER 2 WK S EIY o MR & O
BANOERE BT LS EZ ED 5. AWRICBIT
% CKD B, fEH LB LCHETH D, RImMER
A MRS O B e (B IR & OSSR B IE & =
W) OETERLE [21,24]. Are7udxyy v
DI VST FEAEIT 20~40% & IR, BHICT
VT I VERAET S [25,26]. SREREKIEBREORD K
WE M4 = O L7z CKD #idimb 7 V7 I ViRED
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il 100+
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—— 10.0 mg/kg 50 mg/kg ------- 25 mg/kg

M2 Frvzoxyrax1H1E, 7HBRERDOE
Glizt EOMpgERERDOY I L —Ya v
Bz MR, TEHX CKD BEZR L, B@gEi
10.0 mg/kg, KBIEHIZ5.0 mg/kg, M 2.5 mg/
kg Z#%5 L 2B ol iR 2 Ry
WELBICFNVETOTFRT Y OEMEIIHER S

Nl o
WAYEFESIL, TVTI VIEREEAVETO XYY Y
DOMAFEES LA 345, RIFRICB W GREMKIE B

WA L7 CKD BEiZ, ArveyuxHIroBsyy
FYADBBAL, ENHELI-2Fo01%Esy 370
P 3 IR 1 I HH e B B S W T O T R Y O AR PE R AR 2
RLzEEZ BN

FNVE 70X Y R E R 2R PR SR
THY, BEZEREIH LT 1.56 ug/ml L EORRETRE
BEMIEYT 2 [13]. #ELRS Yy MZFvET7a$H
~ 20 mg/kg Z HIHFEOREG LG, K5 4HEZ
F T, B, REK RIS ORERT 1.56 ug/ml
VI EOMBGREEZ RS, T2 Tl0R b EEED
F < % B HE TG 48 & £ TIZ 0.1 ug/ml LTI
WET S [15]. A veyudrHy v oREHRGY I 2
L= a iZBWwT, o CKD B L #EHBFHED
MA i EHER 2R Lz, InEiciE> SN pH © 15,
LB OEBIEACT, WAL O MBS O T 5133
RSB 52 2R LR 0505, FrE TR
VU OERMRHER IN L o 72

ARICBWT, A 703422 50me/kg %
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Evaluation of Pharmacokinetics of Orbifloxacin in Dogs with Chronic Kidney Disease
Marina FUNAYAMA and Masami UECHI"

* Nihon University, Graduate School of Veterinary Medicine, 1866 Kameino, Fujisawa, 252~
0880, Japan

SUMMARY

Orbifloxacin, is a fluoroquinolone antibiotic developed for use in veterinary medicine that is quickly and
widely distributed after administration and is excreted primarily by kidney. In this study the pharmacokinetics
of orbifloxacin after a single oral administration of 5.0 mg/kg body weight was evaluated in three dogs with
experimentally induced chronic kidney disease (CKD group) compared to three healthy dogs (healthy group).
The mean glomerular filtration rates by inulin clearance for the CKD group and the healthy group were 2.32
+0.45 m//min/kg and 4.14+0.66 m//min/kg respectively. The maximum blood concentration of orbifloxacin
was 3.60x0.23 ug/ml in the healthy group one hour after administration, and 3.07=0.31 xg/ml! in the CKD
group two hours after administration. The average blood concentration of orbifloxacin a 24 hours after adminis-
tration was 0.45+0.14 ug/ml in the healthy group and 0.41+0.10 xg/ml in the CKD group. In this study the
concentration of orbifloxacin were higher in the CKD group, whereas there was no significant difference com-
pared to the healthy group. In conclusion, orbifloxacin showed favorable pharmacokinetic properties with no
obvious adverse reactions in the CKD group compared to the healthy group. Therefore, these results suggest
that no dosage adjustment of orbifloxacin is needed for CKD dogs.

—— Key words : CKD, fluoroquinolone, glomerular filtration rate, orbifloxacin, repeated-dose simulation.
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