62 CHEMOTHERAPY JULY 1980

Cefadroxil 1= B8 2 RE2AF 96
H1HR —REHEEHR

RARE - MHMT - BERH
B REEFBRBLEE

W o R X
RABEBAYERELHE

FER L7 > 5 AHY v RFAEHR Cefadroxil D—REKBIERC OV TRE L.

1) Cefadroxil %~ 224,000 mg/kg £ 0¥ 58, ether FRE:D M, pentobarbital FEMRAF
MOIES, pentetrazol w3 % MWL, JOWIEH, PiERAIIBD bhich -1,

2) Cefadroxil @ B #MFERICKEETEEY in situ 36 X U in vitro CHRRR L1z & = 5,100mg/
kgt 5asciy, mE, %, ECG i MBIITD bhich 7, 500 pg/ml Ll DB 35\ Tik,
in vitro CTRIHBBR~OMEIEAIRED bhic,

3) Cefadroxil #5 » I 100mg/kg 787 B 5%, REAR X URIBRESHCLEY B

i otco

¥ L &

# L\ ¥ AR cephalosporin R#EMWE TH % cefa-
droxil % Fig.l = LT {LEM %R % H T 5 cephalexin
® hydroxyl 46T, AE~KEDOKK, BREOHIL
BREBEKTH D, KieeeBFicd < (13mg/ml), &
HEOEBBEFCIIEEALEEF oV, cefadroxil 2 %KD
RUEORTHY, TORNERES 7 LABERRS IV
FABHEORFEROMBECHEMFA Y LD L, #L
T, cephalexin # X ¢ cephradine o *hicEAL,
¥ 7=, Enterobacter cloacae, Escherichia coli ¥ X V¥
Klebsiella pneumeinae BE4 © B-lactamase 3 L TH
WEREY LB T ERBREATL 120,

Fig. 1 Chemical structural formula of cefadroxil

HOQCH’CO- NHI(S
I N

NH, o CH,
COOH - H,0

E = 5T, cefadroxil DFHEC DWW TIX, LDs i3
OHE LR, ~9ARLUOT s b—10g/kg Bl E, 7s
LA x—0.5g/kg, RTHEHTIE, T7ARIVT
v b—8g/kgl b, BEAREHTIX, <Y AKIV Ty
+—6 g/kghl E¢% b, cephalexin ® cefradine &}t
LREEHEITE,

BRELLTBEREEIT » t RIS 2R ERE
WT, —BER, MRFORE, ORECFEORE, R

BRESIUREZENORED 5 b, cefadroxil DT bHT
AEORSCHEOMMME, MK ITRENM,
REEETREXLDTLOLH54, wIFhitdbd
TBEETHE, b, HEBRABRLCOLTH KM
h, BURTEEI Aot LBEIR T30,

¥, —BEBEACHOLVTLEBNGY > TH
HEhTvib,

B E LI cefadroxil AFORL B0 T, TOE
BEORN (—BRERFR S ICAGARR ¥T7kyV,
FIHMCI—PEBERCOVT KR F L, cephalexin
REORBREUD 1, 2{AH DxhtEL, U
TrBRR>ERXB1,

2 % & #H

L @#EEH

A8 20~30 g DEEF ddY Rkt~ R, hE2.0~
3.0kg DEERENE Y v, (A% 250~300 g OR'K Har-
tley REttEEL € 5 b, {KE 160~200 g DfEF Wistar
RS » + i U EIT0~190 g DREE FEITHESE 7
v M IUHRERE (B16~190) © Wistar 7 » t
RV,

IIL. 3%

Cefadroxil (CDX) (7Y & + ), pentobarbital so-
dium(%* v 7 & — 4, KA £ABH), pentetrazol (H 1 F
7 /— VISR, =3t), acetylcholine chloride (Ach)

(€Y —+, H—53K), adrenaline hydrochloride
(Ad) (F#A 3 v, =4t), sodium bicarbonate (R
3€), atropine sulfate (Atropine) (FEU{bgX), hista-
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mine dihydrochloride (Hist.) (FIJ¢#I3€), barium
chloride (Fi¥M3¥) ¥ XU procaine hydrochloride
(Procaine) (G+ra=%4 v, H—HK) ¥ E*hLhEC
A, ERALKE IURRBMCHEML, BREIUR
BERE LTERCHG I, 2k, R, mERICLR
R oW TDERTIZ CDX % 7 BRBAEF bV 7 4
KRR L TRV (CDX O %# 5&ix100 mg/kgk
REE LX),
®x mF FE
I FEHEXICRETES
1. BB HUEER NI
a. Ether R RIZTER
thE20~30g D ddY RMpk~o A EHL, 185
e L, RBEBEBSIDLIDEHF A +—E, H5
2 U 1 ST (95%0:+ 5 % COp) % .5 XAAFH
2, 1.2ml @ ethylether ¥ AhT&K{bE 2 (7.5 %%
KRN, <Y AZART RBRAARMLYBEL, 10
DR <y 2R AL, ERRHLIERE L TEHE
M%EBIE L7,
= — 5 LBRER304MATIC CDX 250, 1,000 35 X 1%4,000
mg/kg #EORE L, KREM AR R LU Fresfd
BIE L1, ok, MEHCRABRABKOLIYEORE
Lo
b. Pentobarbital FEIECRITTRE
th#25~30 g © ddY Rk~ A%FEAL, 185
JE & L7, pentobarbital sodium 50 mg/kg % BEEPI#
53044 CDX 250, 1,000 3s X 7% 4,000 mg/kg #§%
ngbEL, EARSrHEREE UTHERFEZE L,
ks, HEECIABREKYEORS LI,
2. Pentetrazol PRI THE
EE20~30g © ddY R~ AREHL, 185
Pt & L1-, pentetrazol 100 mg/kg % KT L3043 8T
CDX 250, 1,000% X 7°4,000 mg/kg #E 0L, K
BORTFE, BB, —SRBOBMAEES X O
TECREYBELL, k¥, HBRRCIEBERMAKLED
BELI,
3. $UR(EH
fhHE 20~30g D ddY K=Y AR ERL, 185
[ik L7, Epbpy HLOHED B L, SED ethyl
formate & acetone DEK DKL T, 55.0~55.5°Cic
Richicdif b= AXBE, XY rD»5RIGE X
VB ER Y BRSO L Lic, HBECII4ARA
HKEERHEE L,
CDX 250, 1,000 % X 0% 4,000 mg/kg #0514
15, 30, 45% X UG0S DEMKILDOREBREE S X URE
FM%E EhLh 2 B35RE L1,

II. ERBICRETER

1. o4 ¥R XUmECHT55H

fhXK 2.2~2.8 kg ORI ULE Y+ #% pentobarbital
sodium 30 mg/kg (iv) THEH, WZCEEL, ¥
H=a—VEWMAL, BR Y2757 (BEXR:
MTR-2TI) #A*L, KR OUREERBEYIRCH =2 —V
YEAL, MEMNS vAY.—%— (BAXR:MPu
0.5) ¥ LT, HHREHLKER (BEAXR: RM-
SICEML T, iRkl XU MELFRIER L. RPiT
BAREMIRDSH = o — LB UTHAlL LT0.5ml%
MxlsW X SREAL, AbicAHARKK 0.5ml ¥
ALt 7cis, CDX 100 mg/kg MAGIT (T BB A%
2ml EA L,

2. v FLRECHTHER

A 2.5~2.8 kg DKL Y + ¥ WACEEL,
+HRM LT, R REBRL SEAL, HR,
158, 308, 458, 14, 1.59, 24, 3%, 547,
74, 104, 124, 154y, 17 36 XU 20 HHEOLEBR
(E1 5% YAFERROLEH (MC-11) AW TER
Lice 7x¥s, 20RO EIZFA L LT Iml %1
£\ & 51 L=, CDX 100 mg/kg A Cii %%
2ml A L1,

3. @er e, FOBCHTAER

{A1E250~300 g D' Hartley Rt e € 5 F D>
FBRAYEEC LEAWERL, BELRESEF R (95%
O:+ 5 %C0;s) % #F1 X 7= 30°C tyrode X F L7
Magnus #icBREL, TOHYHERY FD &, 27,
7 (AANXRE : SB-IT) ¥+ LCREF LI

4. mECHTHER

R v ¥ BRMEMS HE(X Krawkow Pissemskr
R LD, BFEO 1 MFHESER 0 ~105 MAE L
oo EWITBIRITIEA Lich = 2 — VITEV ¥ 2 BRIC
BEOEXML VX5, ERLAAS0.5mI¥EA
L, EYBEIEARFOLThTERRLI,

DER, vH¥EANERBER, E2.5~3.0kg
DRFEHENE Y+ ¥ %\, Sount DHEEKL LA, R
Bz A-79—ATREL: EHHC, ¥4%0.1ml %
A7y vt A, ERCESL, BER7~10mm O
ES%ED, EBT, »ohLHIT°CRBDTE VI
1% trypan blue A (Locke ¥ TZ#E) D4ml/kg ¥ %
PR ES L, B0 ERERMMBEM X 030 #
DERERRELHEL, HEI BEO ERE L
v, EYRIESHEETCERER L.

. FRABGICRIETLE

1. BT 5EH

{6E 2.0~2.5kg DRMEM Y v ¥, KRMOBIEELN
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ML, BEEMEE0NBE X E DL, BAEY Tyrode
O, KBICHRELREZOVT, Macnus
Zrh, BEFR (95%0s+5%C0:) #AFIL7 37
°C Tyrode Bt EL, TOAABYT7 1 V b —
=92 b VAV . —H%— (AEXR: TD-111S) %/t
LTCRERLI,

(A1 250~300 g Dft# Hartley Rifitser € +D
WHEBZOWTh, EEELFMOFBIT L b, MacNus
BrXh, *OUREY FDY, 27,7 (BEXR:
SB-1T) #* /M LTRKB L,

2. WEr =z, rAEHCHTAER

{A® 250~300 g DM Hartley FRlfitketr o +D
L5EMWHE L, Ringer B THI¥MHEK, KRIOHA
HRATERE, CastiiLo HOHEIR Lichiv, &
BRPEARIED, Macnus Bi2 X b, BEHF R (95%
0:+ 5 %C0:2) % #AFIL 7= 37°C © Ringer K HRE
L, XOBREXT AV b—=9 7 bF VAV 2 —H—

(AAXE : TD-1118) %A LTRB L.

3. WAl rFECHTAHER

thE170~190 gD @ % Wistar R#flES » + 5 LUk
& 210~240 g D {FIENR Wistar %7 » + ¥ HaKFE
%, FELBH L, Ringer-Locke BFICAN, KEIC
REL, FDO/KH% Maonus 352X b, BEXA(95%
O:+ 5 %C0z) ##f11L 7-30°CD Ringer-Locke ¥{HiC
HEL, toABEHEY T4V b—=y 2 S VRS
—4— (AAXE: TD-111S) #HLTREE LT,

IV. BiRBICR(FITEE (Sedative-ataxic score)
Kouzmanorr HDFEED CBEHL L 7=, EHZ 0.95cm,
£X 39.4cm OKROEYEEICY T, (E22gpiED
7 ddY REE~ Y A% E OB R, DS T45°
CHEB L7145 cm A DS Lic < 2 ¥ BT, *
DIRREH & score PE L, HipAESHER s X UK

HIFROFZEL Lic,

V. 94 X¥ARGLIURBCRETEE

BEEE Y ¥ REATH CETL, ¥o¥0.2ml 4
L, 15HIKIERAIRIE, KRPDOERYF— €T
REVED, 1047 % T 2 2R, 35 X U10~20 % T
135 SR T ARRS ¥ HBEBL LT, KRFEYRHN
L, FCHEEOTN S X BE £ &0 FEYEEL
oo

VI. RABBROHEESITCRFARICRET S

fhE 160~200 g Dft# Wistar Rtk S » MRER 7
-VAR, 61 ULH3~4 BHHEETL, RENZIEF—
E LI, CDX 25, 503 X 0°100mg/kg# 1 H1[@7
BHENRE LI, GFEORES X UCBROKREUL, &
H—EORIICTIcV, FECER OFERICOWT,

YRrISA*L ., 7 R (Ames &) XA\, PH, 79
w, XS, M, rrvERIUYeREY /YUl
BLic, ¥, MM LIcERY, 50~500F<BRLT,
1&XXEH (B : FDF-II) %A\ T, Na 8XUKD
(!E’HHIJE Lflo
R R R M

L HiE#ERICRETES

1. FRBR HUNCRERMAIE A

a. Ether B RETER

2 Al CDX 250, 1,000 3¢ L 7% 4,000 mg/kg ¥ &
oL Lichs, KEREABMZELALEST, R
F e MBS & 0 BN MY 51053 %2 L[\ 7o flf)
%, Table 1 © LT X5k, HBEH127.80ICHL,
CDX #58#1297.8~180.8 9 THH, AREHNEIFAY
L &igh ot

b. Pentobarbital FEfRIZRXTHE

< Ak CDX 250, 1,000 35 X UX 4,000 mg/kg #§&
O#5 L7-$4, Table1 o LT X 512, pentobarbital
2 X B EEREREII A BB Ti69.20 ki L, CDX #5
P TI269.7~76.43TH h, BEREMEEY S
Py
Table 1 Effect of cefadroxil on ether anesthesia

and pentobarbital sleep in mice

Dose Ether . Pentobarbital
(mg/kg) Route anesthesia sleep
(sec.) (min.)
0 127.8 69.2
250 po 121.8 76.4
1,000 po 180.8 71.6
4,000 po 97.8 69.7

n=S§

2. Pentetrazol ERZ R iITRE

<9 A CDX 250, 1,0003%s X 7¥ 4,000 mg/kg %%
OS5 L84, Table 2 LT L5, ERORE
B, RBIEME VTR, REALRHEBRLED

Table 2 Effect of cefadroxil on pentetrazol
convulsion in mice

Convulsion Death
(gg/s:g) Route | pates | Onset
ate (min.) Rate
0 0/5 9.9 3/5
250 p.o. 0/5 9.6 4/5
1,000 p.o. 0/5 6.8 4/5
4,000 p.o. 0/5 7.8 3/s

* Rates are expressed as No. of inhibited / No, of tested.
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Table 3 Effect of cefadroxil on pain response in mice

Time after Cefadroxil administration (min.)
Dose 15 30 45 60
Route

(mg/kg) Time Time Time Time
Rate (sec.) Rate (sec.) Rate (sec.) Rate (scc.)

0 0/5 | 5.2 0/5 | 54 0/5 | 4.4 0/5 | 5.1

250 po 0/5 | 5.6 0/5 | 3.9 0/5 | 5.6 0/5 | 4.9

1,000 po 0/s | 5.7 0/5 | 4.8 0/5 | 4.1 0/5 | 3.8

4,000 po 0/5 | 6.6 0/5 | 6.4 0/s | 6.2 0/5 | 5.2

Rates are expressed as No. of depressed / No. of tested.

3, 26, MREREARBR L, LicsisT, CDX
i3 pentetrazol MHHTX L,BiIZR%Y LD T,
3. BEER
<% A CDX 250, 1,000 %s X 0% 4,000 mg/kg ¥£%
ngE L8B4, Table 32 LT L5, ERBRED
RBEES JORERMIL, BLACNBIELTHAE
ERIXED bich o1,
II. FRBECREFTEE
1. v FER X OCmECHT A1ERA
a. BM{ER
pentobarbital sodium THEE L1c 7 ¥ ¥ O KEEHIRY
b, 7T%REKFEF PV Y ACHERE LI CDX 1~100
mg/kgk X O 7 BIREBAKEF + Vv A BEER LI
DRFEIRMED HEIX, Fig. 22 Ldt X5k, CDX
1~100 mg/kgB A G Ci23.9~9.7 mmHg (FEHMmE)
OBEOME ERANRRSRIH, 7T HBREBAFEF Y Y
ADKRTHFEKEC4A. 8 mmHgD fFE LA A SR, CDX
ROECHL, BEALEBEELIh T, I,
CDX XHMMDSh b, £DOHAET 100 mg/kg ¥k
ERE (REEAKF MY o A0EFE  50.9~59.6mg/
k) & L, & BT, AMCEEE LcREH L, CDX
KIVTBRBAEF M) Y A BIVTHhEB LAY
L2 e ot
b. Ach %X O* Ad REHECRETHE
Ach 1 pg/kgds X O°Ad 2 pg/kg FRKED pentobar-
bital sodium FEEY +FOMEDHKZX, Fig. 3, 4%
IUs5iIL»T LS, Ach TiX42.9mmHg F&L,
Ad Ci336.0 mmHg F& L7743, CDX 20 mg/kg B
B b Ach 3 XU Ad BREHIZZ E A EEIZA
bhigh ot
2. v FLERCHTAER
7 %REAEF bV v AKIERE L CDX 0.5~100
mg/kg }XVT7 BIRBAFEF + U v A R BB LR
DEFEY + F¥OLBR (FI1FE &, WTho$s
DAL LUWH, PQRHEME, QRS MRICIZEALE

Fig. 2 Effect of cefadroxil and 7% sodium
bicarbonate on the blood pressure and
respiration of the rabbit

ey Respiration
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Fig. 3 Effect of cefadroxil on the blood pressure and respiration of the rabbit
(Sensitivity to acetylcholine)

Fig. 4 Effect of cefadroxil on the blood pressure and respiration of the rabbit
(Sensitivity to adrenaline)

Fig. 5 Effect of cefadroxil of the blood pressure of the rabbit

(Sensitivity to acetylcholine and adrenaline)
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Table 4 Effect of cefadroxil on heart rate of rabbit

Time after cefadroxil administration (min.)
( n?olsl? Before [ immedi-
g/kg) el 0.25| 0.5 0.75 1 2 3 5
10 267 262 260 | 266 | 272 279 | 273 271 | 271
20 260 262 260 | 269 | 255 264 | 269 270 | 260
50 250 230 233 | 237 | 236 247 | 239 244 | 249
100 222 218 222| 224 | 226 224 | 224 228 | 218

fLixa6h3, DmEic LT Table4 iz LdbT X5
2, REAEEBY S ot oS, T 2%RERKTE
F Y Y AR OERS IOOHBIER L, 13EAEE
BrE s fehot, COX XIBMED SN S, FOMA
B3 100 mg/kg *RABE (RBKFEF LV v 208H
FiE : 50~56 mg/kg) & Lo

3. @HiEr e, MLBERITAEA

CDX 10-6~5x 1073 g/ml Tyrode ¥& &AM D f§H & L
£y MOEOHBES (RIER L OHABED) (X, Fig. 6
KLHTXSIC, 5x107 g/ml AT DREBAGITIZ
EAEEERE s otco 1070 g/ml Bl EDREHEA
Gl TIRBECISIEHA LU TRIBRD Licht, JBhENC
A EEbR e otco 2D X 5 lERIX Tyrode
WTHET 5 L ELHIEE L, ok, REMGIER
1 Fig. 7@ L3 X 5, atropine 107 g/ml D FijiLiE
CXoTEEIhich ot

4. MmECHTHER

a. Y FERMEERE

CDX 108~2x 1072 g/ml Locke ¥ @M DHfEH » +
FHROEETRE (19M8) &, Fig8irLy»T Lok,
BRT58.918,/ st L, 1078~2x 1072 g/ml D B &
FABITI258.9~60.0,/ 2 THhH b, 13EAEEITZRS
hichotce iok, CDX XD SN S, TO#EH
BE32x1072 g/ml XRERE L Lico

b. v ¥ B RS M E S AN

CDX 0.1~1,000 #g Locke %@ AMD BFEEBE Y,
#B&E LT Locke %, X 6iZ, Hist. 10 ug 35 L UfAch
1 pgDFNEHE LT, Fig. 9 ©L®»T X5, CDX

0.1~1,000 pg M6 Tix (03 &80 ANH 3 X 0300
%o O #FAEE Locke i L FIBRETHH, CDX L
I8 A BB U iE 52 e 5 1o

II. ERBICREFTHE

1. FHBECS T 51EM

a. BAM{EA

i Y R

CDX 10-7~5x 10~% g/ml Tyrode ¥ &M D i 7 -+
a0 AIER (RiFss X OTHEE) &, Fig.102 L
»Tr5c, 1070 g/ml UTOREFBRHFITIZEALY
AT Z S teh - foo 2% 1078 g/ml L _E o 8 EE 55 F (]

Fig. 6 Effect of cefadroxil on the isolated
atrium of the guinea pig

NI S5 R R S T 47 T

L G G

510 'g/'ml

1 !

10 “g ml Stop 5 min. Tyrode

l
>

5% 10 °g ml Tyrole

Fig. 7 Effect of cefadroxil on the isolated atrium of the guinea pig
(Pretreated with atropine)
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Fig. 8 Effect of cefadroxil on the rabbit Fig. 9 Effect of cefadroxil on permeability
ear vessels of the rabbit skin vessels
60 Hity
Histamme 10.g
i
40 =
& Ach 1,g
<
- i
'§ _locke
2 0.1-1,000/g
[~
L% —
s £
£ 20 F ¥ T 1235 10 20 30min.
E ; -E - >_.L time
g R
2 I I A
=)
0 L

Fig. 10 Effect of cefadroxil on the isolated intestine of rabbit
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i3, WECIRE A LT IRIEE A LA, SRR
izt AL BB S ot DX S FRR
Tyrode W C¥HMET 5 L FehTEE L,

ii. Wler=e, IBE

CDX 1076~5x10~% g/ml Tyrode # 8D <
rEy FRFOHRER, FigllicLd T, @&
AYBERALRIh -1,

b. 1, 2¥%MrLoftAER

Fig. 12 X 013c LT X 51, Hist. 5x107° g/ml
DLty MBPEFOPRED L B2 CDX 107 XU
1075 g/ml OFABIZ XY, BEALEEIREA -1
M, LasLicdin, Hist. 2x107 8 g/ml #BOBSTiT,
CDX 107° g/ml DHIAB T 2 A LRBI R A,
CDX 10~* % L U° 107% g/ml DRiAE TiX, FhEh2s

%3 LU0 %M & hteo

Fig. 13w LT L 5ic, Ach 5x10"10 s X8 10% g/
ml 7 HUNZ barium chloride 5x10"¢g/mi D &/ % o
FMBEDOMRB D ERAZ, CDX 107 36 X 1* 107 g/ml
OMAURC I h, BEALEBENEDI T

HEn X5z, CDX i1y +¥@EeL, 2x
107 g/ml CABEB LM Licht, TRRCILEY
Exlehotc, MliEr ey MRFCH LTSS
zichots, 2¥KK, 1, 2R P LOHRAERTIX Ach
35 X U° barium chloride & iXEEH L7edr»7ond, Hist.
LIXERIFALED bhitc,

2. fMier e, P IEHCHTHER

CDX 107¢~2x 10-* g/ml Ringer ¥ .# D HEH =1
€y FRABEOHREL, Fig HLDTL51,10g/

Fig. 12 Effect of cefadroxil on the isolated intestine of the guinea pig
(Combination with histamine)
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Fig. 13 Effect of cefadroxil on the isolated intestine of the guinea pig
(Combination with histamine, acetylcholine or barium chloride)
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Fig. 14 Effect of cefadroxil on the isolated trachea of the guinea pig

2x10 g/miE

Rinéer-l;ocké
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ml UTORERAATIZREALBLE ALK
ek, 107~2x107% g/ml DO WMEMA Gl CIRPHRBOE
TaA bRz, Dk 5 cfERIX Ringer TS5
AP EIH Lz,

3. W7 rFECHTHEA

a. WHI» rIEEFE

CDX 10°~5x10"? g/ml Ringer-Locke ¥ MMAE:D
His » MEEFEO AR GRIES X UHRE) 2,
Fig. 1512 LT X 51 2 x10~ g/ml LI F oM EE# A6
TREEA LB bR o 5X107 g/mILlE
OWMEEFAG T WEEITI2E H Bl LT IRIE WA L
2, BRECTELA LR EL oo, ZDX D
7efERIX Ringer-Locke ¥ CHEgET 5 L EC ICEHE L
o

b. #Hi7 » MERTE

CDX 107%~2x10-% g/ml Ringer-Locke ##MisD
s » MERTFEO HEER GRIBR X OHRR) X,
Fig. 16 i LT X 51, 104 g/ml LA FoBEEAG T
ZEAEBLE AR BRind 5T 5X1074 g/ml L ED
BEHBATIIRERED Lo, BREBTIZEAY
Bmi 5 ith o, 20X 57%fFAIX Ringer-Locke

Fig. 16 Effect of cefadroxil on the isolated
pregnant uterus of the rat

1 10" 5g/ml

1 min.

10 ‘8/ ml Ringer-Locke

5%10"4g/ml

Ringer-Locke

Table 5 Effect of cefadroxil on paralytic
action in mice

Dose (mg/kg) Paralysis*
Saline no
1,000 no
Cefadroxil 2,000 no
4,000 no
d-Tubocurarine 0.5 yes

* Score Z)i according to the method of KAUZMANOFF,
etal®

Table 6 Effect of cefadroxil on cornea
reflex in the rabbit

Concentration| Local anesthetic
(g/ml) action
Saline no
102 no
Cefadroxil
efadrox 102 o
Procaine Sx10°? yes (lasting 15 min.)

RCHEHET 5 LELHh AR LT,

IV. RBBICRETLE

CDX @ 1,000~4,000 mg/kg % <% ACBEOHFEL
1-BRD G TR s X OFOEERAL, Table 5 12
LT ISR, Eo7cKBbobhithsat,

V. o4¥alisLURRICRETEE

CDX 107*~10"2 g/ml B K% 1 HHARE X
BRI BR, RPATARBLERX Table 6 2 Ladvt
Yo E ot AbhY, ¥, BRECHFEMm, FHET
EORBIEERILALR D bhich -1, s, CDX
REMEDO SN L, TOMAREIZ 102 g/ml ¥ BER
Ek Lf:.o

VL 5 MbE, RE RIRRBRIEiHRE ICR

FRCRETESE

{hE160~200g DEH Wistar REEtES » + & 185
[EE L, B2k L8 CDX 25~100 mg/kg# 1 A 1 @
7 Blcbie b EOBE LI OOWT, 1 E#EAR
F IV 7 BHERERROGEOEL, RE, RPEMR
BHEfR T GUCRRATRICOWTRE L,

1 E#EAR T, FEINBIHTIR6. g Licor
H~, CDX BB I20.5~2.1g DWMEH % -1,
Table 72 LT L o, REIX 6.17~7.90 ml/day,
e Na HEfi-E 0.726~0.783 mEq/day, RebKHEf
£121.486~1.952 mEq/day T& b , AR EL~, Rd
Na ¥ X UK OBEBEA PR B OEE Y Lsd LA,
MBS FROER THER L OMRER A bR
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Table 7 Urinary excretion of electrolytes and urinary findings in the rat applied
per os cefadroxil once a day for 7 days

Dose »Maximum level Af
(mg/kg) Before 1 Time Decrease Increase per
0 8.13 :0.799 8.00 0.53 (3) 204 (6) | 1047
Volume 25 §70 +0.554 6.17 0.72 (5) 230 (2) 5.53
(ml/day) 50 8.07 %0.726 7.20 0.87 (1) 0.78 (M 9.35
100 7.72 $0.810 7.90 0.97 (4,5)| 043 (6) 7.93
0 0.946 +0.0622 0.790 0.156 (1) 0.353 (4) 1.149
Sodium 25 0.952 +0.0722 0.783 0.194 (5) 0172 (7) 1.148
(mEq/day) 50 0.906 £0.0762 0.845 0.181 (2) 0.132 (M 1.103
100 0.933 £ 0.0564 0.726 0.303 (2) 0222 (M 1.113
0 2.069 $0.1692 1.726 0.343 (1) 0.649 (6) 2.363
Potassium 25 1.888 +0.1260 1.486 0.402 (1) 0.241 4) 2.165
(mEq/day) 50 2.127 £0.1305 1.952 0.175 (1) 0.223 (6) 2.169
100 2.158 £0.1678 1.852 0.482 (2) 0.239 (7) 2.175
Urinary findings: pH 6.0~7.0 glucose negative
protein 25~60 mg/100ml urobilinogen  0.5~1.0 4/100ml
ketone body 0~5 mg/100ml Occult blood negative

*Maximum levels are indicated in the maximum decrease or increase during the drug administration
as well as that applied time in parenthesis.

o Table 8 Pharmacological effects of cefadroxil
S¥r, 7HMARNTR, #EO BRI ARET

Animal|Route| Action | MED
44.0 g N L7cDicsf L, CDX @B Ci337.8~38.8¢g
Ether mouse no effect| > 4:000
oHMT, LeRECMEN A LRI, 7T AMTORK anesthesia po me/kg
WEiE L, RE —0.97~2.30 ml/day, R+ Na BEit Pesile!::arbital mouse| po | no effect >m ;72:0
813 —0.303~0.222 mEq/day, R K Pkt & (X —0.482 Pentetrazol > 4.000
~0.241 mEq/day ¢, £h¥hl1l~2H% peak £ LT convulsion | Mouse| po | no effect mg}kg
BAL, tokk cERNECER LI, Pain response| mouse | po no effect Tn:}(l):go
—%, RPTRTIE, pH:6.0~7.0,&A : 25~60mg/

100ml, # Fv{&:0~5mg/100ml, v mr¥tY) /—%

Table 9 Pharmacological effects of cefadroxil

Animal Action MED
Blood pressure rabbit no effect 100 mg/kg
Respiration rabbit no effect 100 mg/kg
Heart ECG rabbit no effect 100 mg/kg
Heart excised guinea pig inhibited 102 g/ml
Vessel perfusion rabbit no effect 2x10°2 g/ml
Vessel permeability rabbit no effect 1,000 ug
Intestine excised rabbit inhibited 2x107* g/ml
Intestine excised guinea pig no effect 5x107% g/ml
Trachea excised guinea pig inhibited 102 g/ml
Uterus excised rat inhibited 5x10°* g/ml
Uterus excised pregnant rat inhibited 5x10°* g/ml
Neuromuscular junction | mouse no effect 4,000 mg/kg
Local anesthetic action | rabbit no effect 102 g/ml
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¥ 10.5~1.0 Ehrich Bif7/100 ml, %35 X U° b Vi
#gehh, WRMR LU CDX MARIT A I A bRich
210

RESIUER

# L\ E 4R cephalosporin ReT4EHE (ROF) ©
»5 CDX O—RERIFALY RN L, Lhosimy il

¥, PREAR IvEoR/MERAE (MED) 13,
Table 81z LT X 51, =% Ak CDX 4,000 mg/kg

* Co&E 5T, ether FREM % #3¢ ¥, pentobarbital
ERFEMAIER Lt o, ¥, SURIERALEDT,
pentetrazol UM L, BiEIRIRERI Lo, L
7oA 5 T, CDX iXhiRERERCX L, Rir~N 2 EE
i, BRNGOR X 28E L - LTV,

SFKc, HAMERECN TS FA S IV%ED MED
12, Table9 LT X5, #tHer €5 HOEQ0?
g/ml) ¥ X UK (107 g/ml), WY+ FBF(2x
10 g/mD) 7 LUK 5 » MEEFE S X OEIRTFSE
(5x107 g/ml) TEREhIMFIERE R DI LIS, »
F¥MmE, FHis LB 100 mg/kg), ¥4 ¥R
mEFEAE (1,000 pg), WY+ FEROEBER (2x
10%g/ml), WHEL ®» MRBE (BXx1072g/ml), =
A B (4,000 mg/kg) IV Y+ FRAPCHL, B
g?%‘iﬁﬁ‘o‘f:o

kDX 57 CDX OffBD 5B, #MHORI4IER
i3 atropine WX » TEH XN ot —F, TR
X LTHBEE, S8 IV0FEvIE L, 08,
Ach % XU barium chloride &3t L, 12 & A EHEHIE
BELIhho7ci, BELH B A% 3 VEAN
Abhilzo, 2D X5 CDX 4GB TIIREREEE
(77910

ZnXHic CDX A2 RANLO I 28 ELE
ETsL, FARA—THY, AELOFERTCIEAOR
BDohi-ElHErL €y FOE (NEH—10%g/ml) ¥k
CRER (MH—1070 g/mD), WY+ ¥BRET DH—
2x107g/ml) 7 LUK T » FIEES X EIRTFE

(ME—5x10"4g/ml) X, FHEYBREV I DEZ
tRXBbDEEZBRB,

Lo CDX ofEf3s XD MED % cephalexin
REOMERLD 1, 2{EEHODThEHET S L,
Table 10 i LT X 5, fERRPER, LENS XV
mEXREFLEAELA—TH B, DX, MED 13444k
fICiXfio b0 X Hh KETH D, WHES CRE—-BE
THolco ZHhuEHIT cephalexin BT 5L, K%
BCR—Th Y, FHEFE T CDX 23\ (21%) o*
B2, MED i3\ Thd KThoT

LT BT, CDX @ MIC i, Staphylococcus epider-

Table 10 Pharmacological effects of cefadroxil and related antibiotics

* Report of T. MINESHITA et al
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midis Ti%1.56 pug/ml, Streptococcus pyrogenes Tid
0.19~0.39 ug/ml, Klebsiella pneumoniae Ti%12.5ug/
ml, ¥7:, & +i& CDX © 500 mg ##E &5 LD
BRGMmARMEEIE 11.70~21.20 pug/ml LB ZHh T3
2,00 e ko MED ®itg+%5 L, MED iX
Wth $100~2,600f8 TIX A THIRETH D, Licht
-, BEICHANMERER ChH L EBCA RS
&, CDX BEKIEACBRELT, ReXFERCHVL
Exbhbe
CDX 25~100 mg/kg % 1 @3 X V' 7 B MHEMEH L
75 v bOGEOMIME, RE, Na s XU Kkt
SURRFRTE, Wh @it X vt CDX @A
[ al: AN YIS (A2 373208 LY
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PHARMACOLOGICAL STUDIES ON CEFADROXIL
REPORT 1. GENERAL PHARMACOLOGY

HARUE ARATANI, SHIZUKO KoNo, HIDEKI TATEISHI and
YASUMITSU YAMANAKA*

Department of Pharmacology, Hiroshima University School of Medicine

and *Department of Pharmacology, Medical College of Oita

Cefadroxil (CDX), a new cephalosporin antibiotic for oral administration, was investigated on its general

pharmacology.

1. CDX was given orally in mice at a dose of 4,000 mg/kg, and no effect of the drug was observed
on ether anesthesia, pentobarbital sleep, pentetrazol convulsions, analgesic action and muscle-relaxing

action.

2. CDX was investigated in situ and in vitro on the effects upon autonomic nervous system. No effect

of the drug was observed on blood pressure, respiration and ECG at a dose of 100 mg/kg. Inhibitory

action in vitro was generally observed on isolated organs at a concentration of more than 500 ug/ml.

3. CDX was given in rats for 7 days at a dose of 100 mg/kg, and no influence was noted on urinary

excretion and its electrolytes.



