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Cefadroxil B3 % EEBFHNTHFE
oW L&A

RARE - ERT - BRERE - FEEMT
BBRFEFNREFLKE

I - .-
ROBBAREREYHE

E 04D Cephalosporin R4 B Cefadroxil (CDX) DERBIAR (i X OB IRE,
Reheit, BEAREES) 2V 4¥, T b+, vY R 50mg/kg HE L TR L1,

CDX © v 4¥, 74 b. =9 ALK 5 EHENER ML EhH68.35, 68.64F, 50.453T
BHote ThH 3B TIRMAME & AW LRI L OMICHERE (r =0.9980) A& bhic,

BEBABREGRECET SFM, mPREH»BERCETIHMEGER LT, =V AL
50 mg/kg ¥ XU 100 mg/kg FEOHE Lic@E O m+PRES L ORBRRER, #5ERCET
BIL TV, MAPBEE AR BSICE L,

Repiit, v+ ¥C20.25% (685M) RS LU5 » b T41.48% (248501 AR X hic,

b b EEREANOEAERIL61.18 5T, LORERVTTURREE TH oo VY TAHT § VAD
HEEB (1/n) 120.502 THotco ¥1cF » b lipid ~NOHEHRENE pH7.0 T 0.3763 TH 70
In vitro DBERAKT2EDI0%TH Y, MEABTRIREMHRED15.64% TH o1,

CDX 3fEn#HLE X ) BRI, mfdbEBBE~OBTIRVA, 7+ b TRAREOK

B 507, ¥7c CDX BEBELEGTHY, FORBESORBMIBUOERR LIt o7,

F L & [

K1 B¢, Cefadroxil D—BEBEHICOWT
BRI, 230WT, BOHEROY ¥, 5, IV
TUARKTAGBABBAESOC, FhicBMETHME
ELTD 2V~ AR ERLDWTRHEL, LWTd
NEEBE B,

EBRHELZOUICRRF %

1. 3%y

Cefadroxil (7Y = + ) (CDX) %A\, (EHT 2K
TiX, REK, £BAMEK, T, M/15BBESK
(PH6.5) T, BRILCIMEBKE Lic. ki, GRS
MOKRTIRBERETOWT, BB Lich -7,

2. KASMACOWTOER

AT 200 g ik GEER6 ~7) ORMHEN: Wistar %
7y bD1IES5~7IESWT, CDX 50 mg/kg(JF¥% :
10 mg/ml) % XUMAHE 22 g Btk GEM 7 ~8) ORE
HtE dAN R=Y AD 13 ~5L O\ T, CDX 50
XV 100 mg/kg (KK : 2.5 3 XU 5.0 mg/ml) %,
ThxhEn s v 7 cibtk, 159, 304, 1E:M, 2
Fefllds XA BRI, 7 o P CIRKEBEIIRES X U=
ATIIEBIRY UK LT, Himsk, BFR BRE A,
O, B, TR, Ml IU+8E (RE2el) »

WL, HEBETELHCAE (1mg ¥ T) O,
M/1SBBEE R L NL T, vk — (5~20%) %
fEY, 3,000 rpm TISAHRLELAREL TR SR Ll
LU M OWT, EMENEELRIE L,

DER, K& 2.5 kg MIEORKE HEY + ¥ (Flemish
giants) 1 3 FAC2ONWT, A3 vB=F 1L 1g/kg
HHTETC ESH LT, KE:LborkoW\T, CDX
50 mg/kg (R : 50 mg/ml) %, F.—7%NHLTHE
AfEL, EAKREDK, ¥K5mlikF .- 7EY,
BEROEEYIA L, EBRCEA L= -V X
b, 7#HE~AY Y (20U/mD) BT, EHHs, 15
4y, 304y, 454, 1EER, 28RS, 3E:f, 48ERd, 5
Hrfdlds X U° 6 BRI ER I Lo

3. RefEtic oW ToER

FH2~3 BMNRHMr —CHTHEEL, REDIRIF—
FBLT » PO 1SR, 15ml OFA¥EO S vT
HAWT, BEMCEE L, 300%ic, CDX 50 mg/kg
(¥ : 10 mg/ml) #FERK LTROMCHESL, 0~
1ReR), 1~28%M, 2~485MH, 4~8Efdl X U8
~1285 D ER F I L1z,

OFR, EROVYFIC, BRED T —F A CHRE,
AT =T EBRUTCHIHEARK%Y, CDX #54#, 0~30
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2, 30/~ 10M, 1~2/M, 2~3FKMH, 3~4K
M, 4~5MME 05~ 6HMOFEREYER LI,
ChHLDRIZEDIC, AMERCANKREDOK, M/15
BIERAREAE T 20~200 fECHR L, EO4LMENELEY
BUE Lo

4. BEABMC I B ARRE

<=9 ATII48FM IS XU T » b CLR24RMSE LT Ak
¥Ex VT, KOAkHCERS R, 0K, &
BOBPIE, =D AT 58 HXV'5 » b Tk 20~
30g Th ot FRENDOHARMC, CDX 50 mg/kg
YEOREE, <9 RATIE54, 154, 204, 30H X
C1RMAE LU S » F T, 154, 304, 60 XU
2RpMIE, ERO XS5 LTHRmL, T P TRED
CHMLT, EsX0+2#E #3cm) ¥, ABLL
bic, ML, FRL, ERD XS5 LThES K-}
®ED, ROSKELTH LR Ll XU MO LDE
BB BT Lo

5. RMFABTESWTOER

BFIER Wistar %5 » + (5519~208) O 13T
iz, CDX 50 mg/kg (¥ : 10 mg/ml) ¥F o5 1L,
13 XU 2 Rk, KEBBIREZ N L CHRML, &P
PR LT, Rl BAFF K, BEm (FHREL
7= paper disc IR L, HbLCEHL, HELLETE
BLAEWISRFAE L), WBFN#EE AEOMFOHE
BIRE T L, BAMSMEYEDI, ¥, AFHSE
X, A0 bO¥—EL, ThEhFRL, M/15 B8R
BEETrEC X -+ (20%) &L, 3,000 rpm T15%
FEOABLTRGh: LS XU MK, FKOEMFE
BTE MR BT L,

6. MiFF V27 EERCOVWTDOER

CDX tv g, Yo, vv7ATSIv, U4
¥HFR IVF » +MiFEDESIRBY, Amicon me-
mbrane cones CF-35s (7 $ 2+ 77— —R}
Y : 7y M) EAVEEORMFEEY (1,6006—304
—4°C) T\, FRBIVRE (F v 2ED) &%
DOBRB (2 ~1665) DEMEOFEE,» S, KERET
PREERERDI,

7. HEGEEKCOVWTOFER
JERRBRE, CDX 100 pg/ml (pH6.5, 7.0 ¥ =ik

7.50 M/ 15 m i T 2ml k Ah, FHM/
mﬂmﬁmmtmmbtyuu$»A,tkﬂ,iyb
»HWbhie lipid 1ml ¥ Ah, RABTE0E/5T1
WM, ZiBTRE L%, 3,000 rpm TISHMRL
SRR, KR EMEMIELY, A—RETTE-
7= M/15 BB HEDO XD b DD, ThELBL, ﬁE
%&&ltﬁ Lice

8. BEEBIECOVTORK

By UM RS, RnEESE, HHCH
ML, /e iiL, Tyrode BCHBABYHMELLD
D%, Tyrode Hhic Ah, 4°C DKEHIC 3 ~ 5 FfH
B Lo ZOY 4+ WOMYAL, CDX i Tyrode
®2ml ¥ FOREY, fho—tlix, BFHFCELL
#=% D%, Tyrode # 10 ml ¥ A h7-RBE (FE30~
35mm, £X 200mm) AICEBRL, 37°C T15~60%
MR RS, BENE, S I URE (M/15 AR
BEE 2ml ThEOR— b ELE) AREXENHD
FHCREL, RABDE RES LUCARREPIH
BELD, BRBERDI,

9. AMEAERNER

BEE B. subtitis ATCC 6633 DlRTFBEKY, ~—
P v .—D s vEREM (pH7.2) (=24 ) K
0.05%DEIa g - MBH » 7tk XUNA disc %
T, EROBRNO LY EHEEYRIE LI,

Teds, EREfhgE M/15 RRSENTH (pH6.5), M
BIVMEY BOTHERL, ThEhOKRROECTE
otze Ftz, 37°C T1 WIERICES - T, 3050~ 18
HERCEV -,

® B K W

A. VH¥oBs

REEEM Y Y1, CDX 50 mg/kg (50 mg/ml) #§
D5 L-BE0, mifs L O RPREETc &V Repbkit
1%, Tablel XV 2R LDTLEED TH b,

1. MmigERNBE

Table 1 LT X 51, 155C 5.27 pg/ml, 273
T, 309C 6.35 ug/ml & peak ¥ L L, £DH,
BMOEBE L SEHRT 5, 3T 1.27 pg/ml
THolco TDOBEDOEHFREEIAL, 68.30TH -
o

Table 1 Concentration in the plasma and excretion in the urine
of the rabbit applied cefadroxil (50 mg/kg, p.o.)

025 | 050 | 0.75 1 2 3 4 5 6hr.| Total
Plasma | pg/ml [ 527 | 635 | 575 | 4.05 232 | 127 | 077 | 049 | 0.34
Usine | M/l 0.056 1.667 170 | 046 | 038 | 032 | 037
% 0.83 4.49 8.10 | 252 1.56 1.37 138 | 20.25
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2. RebBkit

Rra@EL, 0~30 4TI 0.056 mg/ml TH 5%,
304y~ 2 M CiX 1.67~1.70 mg/ml & 2 b CHRMRE
Eeh, o, WiHT 5, 5~6EMTY 0.37mg/
ml Chot,

FOEEORBEME (0~ 6RM) 1220.25%Ch D,
RABES XOPERRIVTRY, 1 ~2KMTALhH,
MmIEPSREEC N, peak 13309~ 1 B Eh CTHbHAR
T3,

BED X3z, o4+ CDX #EOHE LK, m

Table 2 Half life of cefadroxil (p.o.)

Animal | Dose (mg/kg) | T/2 (min.) r
Rabbit 50 68.3 0.9958
Rat 50 58.6 0.9724
Mouse 50 50.4 0.9046

" 100 50.2 0.7071

RrRIEeN B bR, 0 8RR es.3 4
ThYH, RPCIZIHRED S ONALR DM, Stk
20.25%TH o1z To¥, MAPMBED peak 2%, 3043 TH
A0 L, RO peak (X1~ 2EMTeLENR
TH F)hf:a

B. 75 tOBY

MUHENET » b 36 LU HKIERS » » 1 CDX 50 mg/
kg (H : 10 mg/ml) *EORE L-BROGANM,
Rebkftss X UIAFABFIL, Table 2, 3, 4, 5 ¥k
U Fig. 1 L TEEDITH S,

Table 4 Excretion of cefadroxil in the urine
of the rat (50 mg/kg, p.o.)

(%)
0~1 | 1~2 | 2~4 | 4~6 | 6~24 hr.| Total
$.11 | 517 | 18.02] 872 | 446 |41.48

Table 3 Distribution of cefadroxil in the rat (50 mg/kg, p.o.)

Time
Organ : 0.25 0.5 1.0 2.0 4.0
Conc.
Serum ug/ml 1.84 5.17 11.97 9.62 1.57
Liver uelg 2.80 2.50 7.80 3.31 T
Kidney " 7.40 12.9 39.3 26.0 9.0
Lung " 0.73 2.61 3.79 0.79 T
Heart " 0.69 6.14 1.63 1.57 T
Muscle " 4.21 1.28 4.03 2.3 0.83
Spleen " T T 1.8 T T
Brain n T T T T T
Duodenum " 152.7 157.4 123.9 51.9 9.38
T: trace

Table 5 Migration of cefadroxil to fetuses
of the rat (50 mg/kg, p.o.)

Time (hr.) 1 2

Cord blood pg/ml 4.8 4.0
Fetal serum ” - 0.67
kidney uglg 4.32 2.99
lung " 1-94 0.85
liver n 1.12 1.17

Amniotic fluid | pg/ml 0.5 1.2
Placenta uele 7.33 0.29

Maternal serum| pg/ml 30.7 13.3
Cb. / Ms. % 15.64 30.08
Fs. [ M.s. % - 5.03
C.b.: cord blood
F.s.: fetal serum

M.s.: maternal serum

Fig. 1 Distribution of cefadroxil in
the rat (50 mg/kg, p.o.)

&—a duodenum
a—a kidney
—— gerum
o—o liver
»—= muscle
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©—20 lung
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—
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Concentration (ug/ml or g)

4 hr.
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1. MreEE s X UYHRS PR EE

Table 3 kLT X 5T, mMNAIMERLESHT 1.84
pg/ml, 304C5.17 ug/ml LML, 1MEMITix11,97
pg/ml EBEEY L L. Loy +¥0 Thick
~ peak UGB\, £OMH, 2HMTYH 9.62pug/ml L
fATHb, 4RMTY 1.57 ug/ml OBEUKR R A B A
too FOBEDAMEHEMANZ, 58.693C, LD+
¥Foxhiclk=, LLE,

{4 Mi%, Table3 XU Fig. 1 cLT X5,
BBy Ldd 1 BT, iR >RR>mn
W FF > S5 > > > OIROIR L 72 b, BT
ESBRES R LI RE eh o o3, 4BMTIX
+BB>RR>OMS>BROETH D, ToMmOME
TEBBETCH - 1z. Efe, +ISMAMEX, 15~
04 TIE—EC, MAMREED peak &L7cD 1BEMIX Wi
BWLieh, EBRO X5, 4BMTHHEYEY X bhH
oo

2. Rebdkit

Table 4 12 LT X 51, 24R M CORBEMRI41.48
%TChh, ¥D5b, peak T2~4BMTH 7, =
D X5 CDX D7 » tRepgt, EovrF¥nx
I, peak (X EBh A5, PRI (0~ 66
M :37.0%) LT3, s, RPRELT, H4RDK
FARBMLTWBHDT, bl

3. PAFFABTT

Table 5 L Lovt Xk 5ic, REmmpImmE, 15
T2 30.7 pg/ml 36 X 1F 2 B TiX 13.3 pg/ml THY,
EROMMEEE S 5 T, WIMTHDH, peak ik
1M TA bR, FOBOMEEMIEThEN 4.8
O 4.0ppg/ml T, RIE—BTHHH, HKFONPIRE
% 2R$MC 0.67 pg/ml % L Lic, AHXBEOND>
AR B > Ba (7% >t (- > Ba P> ¥ K D
M & e oteo BITRIZ, MW, Rk T15.64 %%
L1¥ 30.08 %7c HUNCHAF M/ B (60K T5.03%TH
271

BED L5, 74 FIE CDX #@EOHE5 LB @
Rk e nrcBbh sh, £ peak Xy 4+¥
Xb, 2oBhb, EHENERNILE8.60T, v4¥
X heemEny, MBAKIZ, WKCHKCHREYS
Ladtc, RepBEMaRI 41.48 % (UM TO4¥ 1D
b\ A, peak (XEMh T\ i, BREKRT » + TOR
FRBATRE, W%/ fEniKC15.64 5 TH-1

C. =V ADHE

R HEM: = A1 CDX 50 3 X U 100 mg/kg (FH :
2.5 % XU 5.0 mg/ml) ¥ 05 LicBO KAt
Table 2, 6 3 X7 Fig. 2, 3 LT EED TH 5,
mHAREL, 155 T17.03% XU 30.0 ug/ml T, 304
Ti 17.8 35 X U31.0 pg/mlE BEFEX LDL, F0H
BERMIDEA L & LI Lico ¥ DBED AWty HN
i3, 50.43 X U%50.24C, 503 X 1% 100 mg/kg ORH

Fig. 2 Distribution of cefadroxil in the mouse
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CRA—TH -7

teds, RO Y+ ¥ L mPRED peak (X7 UK
TR BN, EFNERML, YHFRIVT » POV
FThb i, ¥, BEEmHRES, 50mg/kg T
<% & (17.8 ug/m)> 5 » b (11.97 pg/mD)> v 4 ¥
(6.35 pg/ml) THYH, LMFRERN &k, HHEMN
(—0.9980) THDH, LlkpioT, ML I3, 0

Fig. 3 Blood level of cefadroxil (50 mg/kg, p.o.)

By, MELSORINS 1 DOETLEX N5,
FOBOMBANL, Fig. 2, 3 cldTI5R
BB D & b B30T, R >HRD> mik
SHROMWMOEEED, 9 tOEREA—TH %,
+ R, 159% peak & LTI L7,
5B 503 LU 100 mg/kg DB A, Ml X U
AREE - FDOET, dose-response HiA bhic,
BEDX ST, =% Aic CDX @B O#f5 LR, M
dhici Wenicih, AH¥arLEiits0.4 3 ThH-

too WBANHLT » tOBSLA—THD, 50 LT
100 mg/kg Ti%, M MEE S X OIREEPIME TS, dose-
10t response DA b,
2 D. ¥R} 5mHRE
g CDX MERXITHHHrERL, REOHELEN
g Lico fods, B X 5 BB lnhREHN Y+ ¥ LU
£ <Y RTRTHHOEKL. T » P TIX1IBHTHY,
[
s 1f ¥, 3fEOEYTORR M MREE L AW FEALRE &
S DMICIXEAEBN D B A% b i x, RIROELRHN
L1,
Table 7 LT X5, AT » MiT CDX 50 mg/
0.25 — kg (B : 10 mg/ml) #EOHSE LIcBO, mmA#
0.5 1 2 4 6hr. EEIX 304 C peak tich, ERDT P HNX, HE
o—orabbit e—erat a—a&mouse LOREBETH T FOBRORYSERCNTHIBEL X
Table 6 Distribution of cefadroxil in the mouse (p.o.)
Dose(mg/kg) 50 100
Time
Organ hr.)| 0.25 0.5 1.0 2.0 4.0 0.25 0.5 1.0 20 | 4.0
Conc.
Serum pg/ml 17.0 17.8 4.2 14 0.7 30.0 | 31.0 28.1 2.7 1.0
Liver uglg 31.5 14.3 7.3 1.13 1.16| 39.6 | 18.8 17.5 6.63| 1.99
Kidney » 52.6 51.0 | 42.8 12.7 1.4 57.7 | 68.2 68.0 12.7 59
Lung " 12.3 12.0 8.1 T T 15.8 | 16.6 12.2 T T
Duodenum n 74.7 53.0 | 40.2 16.2 12.8 2426 | 70.4 80.0 | 24.5 8.2
T: trace
Table 7 Distribution of cefadroxil in the stomach and the duodenum of the rat (50 mg/kg, p.o.)
Ti in.
Organ Conc. Rat ime (min.)
15 30 60 120
normal 5.82 7.53 5.96 1.57
Stomach % hungry 3.38 2.90 2.06 0.76
normal 225.8 128.1 101.1 89.7
Duodenum ug/ml hungry | 401.0 282.4 250.9 116.1
normal 246.9 97.3 69.8 146.6
Duodenum/Stomach % hungry 185.2 180.0 183.5 368.8
normal 1.84 5.17 11.97 9.62
Serum ug/ml hungry 12.83 19.67 15.0 8.67
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Fig. 4 Blood level of cefadroxil in the fasting rat and mouse (50 mg/kg, p.0.)

Rat Mouse
50 - SOF
~ Ix ~
3 S T
» x ~ o
S10f == 10
k-
§ st 5
8
1t 01.25 A -yl 1 7L N
0.5 1 2 4hr 4hr.
Time
OO0 normal X=——=<X hungry
U+ HBAEDOH I Y 25 L, HABH T, BTk Table 8 Seruml level of the mouse (pg/ml)
, T : Wh, Lok , Ty -
ETL, +=BBTImL T3 L:f b} c"C Ty P 15 20 30 60 min
TR, fROEEYHL S5 X hbibhi,

_j;,—’ < 7\'("1, Table 8 RIU Fig. 4 V\—-L&T Normal 1.5 17.0 17.7 17.8 4.2
X5, 48R DES, MhRED peak (2205 Hungry | 100 | 195 | 22.0| 175 | 5.2
Bbh, EBRDO~=7 ADLhICREBETH 1o Ly
L, 4R~ A CRZERAEIAbhich o,

LMo T, CDX ORINZ 5 » b L= AT, Table 9 Binding rate of cefadroxil
WIEh L REBOMEY 515, 7y P TIREOFERA to serum protein
BELNMTHD, (ultrafiltration) (%)

E. ASHCEETS1, 2BFREDOWT Binding | Recovery

CDX D@ARAMIC doL bRCBIEEE b DL &L Human plasma 61.18 35.33
bha, MiEs V27 LORE, BEERES IUSE Bovine serum 69.55 29.66
BT OWTRE Lo Bovine albumin 4249 31.55

1. MEE V27 LOFS Rabbit serum 55.70 31.64

EOBAE @R, CDX 100 pg/ml TOME & v 2 Rat serum 58.33 32.80

7 L DFEEIL, Table9 RLDTLERD THDH, FHER

1% 55.70~69.55 % T, ¥ic, TSR 29.66~

35.33% THY, WThbRE-ETHY, BHOMEC Table 10 Binding of cefadroxil to bovine
IBEIL LAY, LOYHFE Ty FCOMFEREY serum and albumin

F VA7 EEED LRBIREERR (ultrafiltration) (%)

—J, VYTAT I/ EORKEERIT42.49 Kk XU Conc. (ug/ml) | Bovine serum | Bovine albumin
HHREARIL31.56 % THD, TAo7 I VEDERETE 200 50.5 286
DRFHMAHED S D TH 7o 150 57.01 29.03

CDX 50~200 pg/ml & v MRS XV TAL T I v E 120 52.81 3364
DFELEIE Table 10 K LT X 51, 130 CDX EE 100 75.91 35.25
CHEEALTRY L, 747 v EORESHK (1/n) 50 75.14 33.81

1£0.502 TH»7o 1/n = 0.502 (r=0.9655)
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Table 11 Permeability of cefadroxil (in vitro)

- Original Ti .
Permeability | o, ncentration me (min.)
(%) (ug/ml) 15| 30| 60
200 6.25| 8.75| 13.00
A 100 - - 14.50
50 - - 14.00
200 4.74]110.94 | 9.36
B 100 - - 9.41
50 - - 110.26

A: external fluid / total
B: external fluid / internal fluid

Table 12 Partition coefficient of cefadroxil

pH Lipid (rat)/Buffer CHCl, /Buffer
6.5 0.1493 0.0688
7.0 0.3768 0.2637
1.5 0.0934 0.0353
2. BERAKE

g4+ ¥ NP EVE, CDX O in vitro Tk 318
Hi%:@kZ, Table 11 K L»T X5, 200 pg/ml
MADOKERE (VMR /R HIVEER UK
BE/NKBE) X, BMOEBE & bHmL, 605
TIFEBR13.0% % X O EBRI. 6% TH B, i
CDX % 50, 100 ¥ X 7t 200 ug/ml FHRINGITOREBR
BIUEERIVThLBIE—ETHD, LichisT,
CDX o EHEAX, BREARLEBMCKTETS, Wb
DOIEME L E 2 Do

3. NEGE

Table 12 LT X 512, pH7.0 T D HEEAHT
lipid /BB EK T 0.3768 5 L U8 7 u = &L & /BERR
BWWT0.2637 T, pH6.5 LU 7.5 CH~N, SET
»5o

kD X 5 CDX DfgE 3 % HEAEIE, 1.0
BTFehh BB TENWE EMNR 5 hdbh b,

x ®

$ L\ Cephalosporin RHi4EME CH 5 Cefadroxil
EDHTH D, TOEANBBICOWT, B, BN
B{, F*%#ED Cephalosporin R, [friHEEAS
long acting CH 5 L DHELDH B LXFEDY Zh
TWwb, ¥, REOUECOWTH, E4RFH AT
W5,

BEDIX, vH¥, T rBIV=Y RO IEOEMY
it % CDX ohNEEE KA L, T, Thich
BT5RFLLT, BEEANE, £V /BEBIUSH
ERB0E M Lic, fnds, AEOMECOWTLT »

PRIV Y ATHA (24~48R5M) L7cBRO AL
L ER2OWT, St

CDX 50 mg/kg %% O LiBRo M n-hiRmR &
AR, 4+ TIE 6.35 pg/ml (804)) B X
0'68.34F, J » b Tk 11.97 pg/ml (604)) % X U'58.6
A1 HUNT < v AT 17.8 pg/ml (304)) ¥ X 1X50.44)
©, BEMPRELT » P TRRATABRBA, RN
ARURBE & AR M LN & DN #IE( r =0.9980)
D3 BRI, RPIMERE, (e R T B % el
T, IEEEEE Y, >R > >
S ST R > CROIET, 7 v b &~V ATIEA
—FHETH »Teo Ffz, =% AL 503 XV 100 mg/kg
# 5 UcBE0 MR BE C 0 £ WAy ¥R 250. 43 XV
50.29 CRA—TH 1o £OBED M RES X HEA
REHERCZEEMAL TS, k¥, Ty PRI
- AT DR, EAOBEYY L3EFE-FKLT
W5,

FEYHEOFTHEALY, AROKEC OV T
b, Bce b eRESh, nPRER LURPHERCE
W, BAENICED#ES XU MR REENRT <
peak ICEL, %7, RbPtd BB Ld6NT
Wh, BT, vV AET H FEDWT, REABME(F
h(zoPs, KigsERXRR), MENBELE
} IO HBREYNE L, AL VWETEN
5y M CIR2UBAEHERIC X D, fihIRED peak 23304
£ L=y AT A TR Bbh, (1,
5y FCOERRIBY L, +oiERALIMNML, &
AR Ebhad, ThiiBipoEic X
h, REENALRI,

Repici, v ¥720.25% (6B $XUVF 5 b
T41.48 % (248 MgEftEh b, £ 0 peak X, I
hiEOLh ) b BhD.

ListnT, CDX NS Ly, #ehet=
B £ LSV NB D BRI E R B, BORBORRC
BBy 5135, mifiFo CDX 13, HBeAIkasLEMc
BFL, R, BW, W O OB S mE
HRE L REA—BENRAbRD, 7 v MAFABTR
3, BEEm /MG T 15.64 % X URRFOE/RE
MmiFT5.03%TH -1

g5 v 27 LORKEYRLBABETHREL, &
TR RE SR 61.18 % T, T OBERM TR,
&THY, v, vHFMERSLIYT v tOEED
EERIABA-BETHY, BT I52IEHTIL
Vo TAT I VEDOREEDORBHITHEETHY, BE
FE (1/n) 120.502 TH -1

S¥, BEERLEY invitro TRIL, BEQR
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ERMICEAT S, ZBMRLECIERTHD, HE

5 A M

¥ pH7.0 T lipid (5 » }) XL, 0.3763 TH 1) NE #E, Wk KX, TH MF, BE XK.
2% Cefadroxil cp+ 5 RE AT, W1iW, —&
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PHARMACOLOGICAL STUDIES ON CEFADROXIL
REPORT II. PHARMACOKINETICS

HARUE ARATANI, SHIZUKO KoNo, HIDEKI TATEISHI and SUMIKO NEGITA
Department of Pharmacology, Hiroshima University School of Medicine

YAsuMITSU YAMANAKA
Department of Pharmacology, Medical College of Oita

Cefadroxil (CDX), a new cephalosporin antibiotic for oral administration, was given orally to rabbits,
rats and mice at a dose of 50 mg/kg, and the pharmacokinetics (blood and organ levels, excretion in
urine and binding to proteins) of the drug was investigated.

Biological half-lives of CDX were 68.3 minutes, 58.6 minutes and 50.4 minutes respectively in rabbits,
rats and mice. Correlation was negative (»=0.9980) between maximum blood levels and biological half-
lives in these 3 species.

Organ levels attained maximum at almost the same time as blood level. Blood and organ levels were
elevated proportionately with doses when CDX was given orally in mice at doses of 50 and 100 mg/kg.
Blood levels attained maximum more rapidly at fasting.

Excretion rate in urine was 20.25% of a total dose given in rabbits within 6 hours, and 41.48% in
rats within 24 hours.

Binding rate of CDX to human serum proteins was 61.18%, and more than a half of the binding was
of reversible fraction. Binding coefficient (1/n) to bovine albumin was 0.502, and partition coefficient
to rat lipid at pH 7.0 was 0.3763.

Permeability rate to intestine in vitro was 10% of a total amount, and transfer rate to fetuses was
15.64% of a maternal blood level.

CDX was rapidly absorbed by oral administration, and the absorption was influenced by the amount
of food intake. CDX penetrated sufficiently to organs from blood. The drug was bound to proteins, and
most of the binding drug was again released to free type.



