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AR B WORFME - FROET
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BOREFL7 e ARY) VRl 7 7 FRF U LEOWT EXBWERGRRLIT - oo HFRBHE
OFREH43E, MRRES4R, HE7H 15 RO XK O MIC (X CEX D 1/2~1/4 OfEkmRL, ffi
gREETH, KBE O, =vFe-17 21182, CEX L@%D MIC Rl KL=V
TRy F—CREXMEX B, FFDT » FEBNBEIREISNENE— 7 T, niF, T,
i, FORECEL, BRIRAIVZ ERR LI, AFIOBRHBBTE, 1E500 mg R 3 ERED 2
ATHRE LI, BESEEROATIEREY — 7 BE (1.5pg/ml) CXT+5 mE+he— 27 BE
(38.0 pg/ml) DFEI4.1%T, BHKOWROHE L A—DORKTH - 7o BIEEHME KRS
T2 BEAREXRATII6L L ELSE L SHEOHELER S . AF% SRk 2 61,
SHSELR 6B, BUESEIR 1 ADOPRBESEIAIC 1.5~2.0g 443 ~4T3~7 HMREL
oo MSEREE, HE7EYHBREL 8 AT HB LOBRE B, B|HONLA v 7 1= v+ Bk
SEZROITRE IS > o RRBRAIEC IS 5 AKOBICII B EE, ekl X678
CIHBPIFEE X Bo T, REBYPFEIIF TIX0.75~2.0g 3 ~4, 4 ~10BHE 5 T2l

BHL LOBREE B, REBOBRREMBMCRE LR LD L,

STk, MR SXTRETH - Tco

# g

7y Fed oyl 3%E7YV A AV THRX
hWeEoBe7 y v 2£Y) vHT, TOEHERIT+
7rv¥vyv (CEX) :&%@lL, CEX © 7 f£® phenyl
%% phydroxyphenyl Xk B Licb D ThH 2, +O
HWRA~7 + 5 412 CEX L 3ERAEY L Sh T\ 5,

Erfe7ye 24y vREOLTIX, ABEEWVT
Bk, CEXPr +7 5 o v (CED)PMERI A bhT
BY, XM v v v BN LT RIFAAED
ERETB7 7 1) o v (CFT) P2 ToHRGFo
TERo ChOEMORT, AFIA b7 5 BExE
L, Wk 2 iBr nsmconwTtlHbireTsHEE
T, £k CEX Ll Lo-oEROFRL LT, RS
ARARMECR T s B HRME R LT » + REAR
EWE, BEERHBTRENT, BROFEL LTER
WRBERE, RBRREBEY R RCARNLES L,
ERYRS ICEERRROAE L SO CRIFE T
Sl DCRET S,

L 2B R
Fk
D #tlHa%E

BlfE AL 1 Hlic B A5

INBEME RS 3 X O @ REAK o B IR ORI #IC

THREXI MR B4, TREBYEBEDOERL D
EREEER T=10"/mUc 43t S h - Fhife3REs4 0k, RET
#1158k, MigiE@ETik, KBE Ok, =7 =17 211
BizowT, 75 Fexvilt CEX D MIC%, (k%
RSB I L TRIE Ui, BER, RRE
Z o\ vTid Heart Infusion Agar (BBL) WRiRHEE
Mm% 5 %Mz e Ew Ay, 107/ml © E#R% 1 Be
BT RE L. Do BECo\Tit Heart
Infusion Agar (BBL) #¥#thi& L, 10%/ml DK% 1
A& THIE L,

2 T MRESERAREAE

100g ® Wistar R 7 v P 13T, €7y V=
* v d CEX #Fh£h 20 mg/kg % = — 5 L HREET
CREOHE L, SR BimER, MR miEC o EE
BiE, BT - feowTi 3480 PBS (pH7.2,1/
15M) #7/n% waring blender T+t €% — b %
2 hRIE LT,

PEEEBIE L Antibiotic medium II (Difco) # ¥
& L, Sarcina lutea ATCC 9341 ¥ BRE L T5H »
T olce 7y 7ERES L — P AT,
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PR (R X EPAENHE O mRERAT | X
Ut PBS (pH7.2, 1/15M) OFERRFIZ2o< b, BE
REC L - CEBMERARD, shiekb, 2w
TRTEY, FRBCOVTEREEYAVTHECL -
TRELRDI,

3 MERBITRENE

SRR EE (H Y. 767, 66kg) 140L B
WARE g R MR R R A0 L BF (L
U.77F, 47kg) 16U, &K 1 [E1500 mg % &% 9 Fy,
138, 1780 3[E, 2 AMMEEL, H1EEOH L% 4
Wl ¥ CoMmAIRE - 2 B M X h RO REY
BB Lo BBIZ20 S N-T2FL Y ATLVEHRD]
B¥Mx+EoF— b LABCHE LI

BREMRIMERRRTE AVIEM L, SR, 5
HWXARDO T v tOBEFEFA—TH » 7HETFT- 1

B %

1) #EH

Table 1 CXDORMEY R LI, 77 2BHRE ROV
Tk, &FIE CEX X h b2 ~4 fEOHBEHER LI,
BHE7TEHE ST, MIC 44131.56~3.13 pg/ml ©
®GCHEC ST B0 L CEX Titl.56~12.5 pg/
ml ORWEFRC Y Lo

77 AEERERT oW, FFIiE CEX Li3IER%
DIREHH IR LI, MR EHE 27 HRic s\ TEHF D MIC
H126.25~12.5 pg/ml L5345 Ltcss, CEX Trt3.13
~12.5 pg/ml CHRH Lico KRB, =vF =7 8-
TixA&HF| & CEX L OMIZRM LB i,

2) RBARE

Fig. LI £ D% R Lo FFIIISHHEZE — 783
bbo, mE, B, M, FOBECEL, thFh234pg/
ml, 111 pg/ml, 46.9 pg/ml, 11.6 pg/ml TH - 1=o

CEX TiX, 1My —725b, B, F, 0,
MOIEEE L, Fh £h 128 pug/ml, 34.4 pg/ml, 15.8
pg/ml, 10.8 pg/ml Ch -1,

5y PREWTIR, €77 Faxoro RiUL CEX
LDESPHTH o, MAL SBILOHERENE 24 S
LEz bhic,

3) R

Fig. 2 3 X U* Fig. 3 ©iR Lico S BHED 2 MM KT
FRO H.Y. GICIIE 55 1 Bids O g ke JIE
WREE e D, 3EERIKIC E — 7 {E38.0 pg/ml R Lico
W B RV IR FABRARA R 3 R H ORI A S RUSEFTRE &
£, H1ABOARHE (3EE) ORAK 1 k¥
B IR BR Y — 7 {H1.5 pg/ml iR Lo RSP
- 7 BEOMEPE — 7 BECNT2H48124.1%T
Botco RFIDREROBRRMARERZRECHBI N

Table 1 MICs of cefadroxil and cephalexin
Streptococcus pyogenes 43 strains (107 CFU/ml)

wg/ml

0.1 | 0.2 10.39 |0.78 {1.56 | 3.13 ]| 6.25

Cefadroxil 6 32 3 1 1
Cephalexin 29 12 1 1

Streptococcus pneumoniae 54 strains (107 CFU/mi)
ug/ml
0.78 | 1.56 | 3.13 |6.25 [12.5] 25
Cefadroxil 9 32 8 4 1
Cephalexin 10 {27 |13 3 1

Staphylococcus aureus 15 strains (10° CFU/ml)
ug/ml

1.56 | 3.13 | 6.25 {12.5
Cefadroxil 6
Cephalexin 1 5 4 5

Klebsiella pneumoniae 27 strains (10° CFU/ml)

pg/ml
3.13|6.25 |12.5
Cefadroxil 25 2

Cephalexin 7 15 5

E. coli 9 strains (10° CFU/mI)

ug/ml
6.25[{125 | 25 | 50 {100
Cefadroxil 6 1 1 1
Cephalexin 7 1 1

Enterobacter spp. 11 strains (10° CFU/ml)

ug/ml

3.1316.25 |12.5| 25 | 50 | 100 |>100
Cefadroxil 1 1 2 2 1 4
Cephalexin 2 1 4 1 3

MBI a-Streptococcus 107/ml, r-Streotococcus 107/ml,
H. influenzae 10%/m), Neisseria catarrhalis 10°/ml T
HELRREEI I REs T, BENET, MK
WEETH p-lactamase DEEIEh-bDEER
bh3,

B F R A R Y &6 L B S S TR E RO
LU.flcds\C, miEhEEEiRmAE 1 mhdn o WET
BTHh, 3K Y — 7 {H20. Tug/mik R LT B
b€ — 7 BEEZ S RBIRAD 1 ~ 5 Btk 3.3 pe/ml
RL, MR — 7 BECT5E41216% L HET
B o tco FFIOE ERTRRME R T ERAL, aStre
ptococcus 107/ml, 7-Streptococcus 108/ml, Candida all
icans 104/ml, E. cloacae 10%/ml, Neisseria catarrhalis
107/mlC, H R LR EEE IR - oo BREBEC, HE
MESET S Blactamase DB -TcbDEEL
bhbo KMMAMER 13200/mmt D 5 H20%IXEMA
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Fig. 1 Tissue concentration in rats (n=3)
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Fig. 2 Serum and sputum concentrations of cefadroxil Case: H.Y. Chronic bronchitis 76 y.o. 66kg
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Fig. 3 Serum and sputun concentrations of cefadroxil
Case: 1.U. Chronic bronchobronchiolitis, CML 77 y.o. 47kg
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foo ARIZEHENE 20, SHESAEXK6 6, BES
wEK 1T, EENTIAT~T2FETTH T, 18
HEBENRDIE D, TOXL EOFLEEL 2FETTH
stco BEFENE 1 B1.5g ¥70132.0g T4 3 ¥ ks
4, ABRALL, 4 OBSIRBEINCSRA LI,
B S EROEBCIGE CTREL, 3~7 BRMKS
Lo

b) REEBHIE

AH D RBERIE x5 MR EML 11 flTth -
foo EEAIEENRT, ARSI 106,
WHEERER 1 AITH - Tco ELIMXI9F~76F, 70
FLUEOESEL 1 ADORT, KNS THL LY L
B, HEFEIERCIET, 1 H0.75~2.0 gG A K s
JUORBHRABOS3 XN 4 L L, 4~10HEEE
Lizo
c) E Do RIE

FHED 1 Al EF 2 &5 Lico 257 DX FTC, 1.5¢
53, REHERTolc. HEHMIZ2 BMTH -0

d) FRHEOKRE

AR BRYFEC OWT, BUTFRE T L 5 kX
O FHVGTW SN, RBRPIES X XD MhoRPE
EOWTh ZDOEECHE CTHERT1. Ei, &H
B0 MR ELFIREY TV, BfFRORRKCS
WTHBRH L,

X% | kF e OREENEEL, BREROSEN
EHSLHT, »oELL, BRIEBHHMUNCHERR
RBDHLRD B D,

B R OHEEARAL, BE1AEMLAK
BRIEROHEHBD LN D,

PRHR | RPH HHREHENEEK E X BYLE
AN, BRIEROHBS DD 2 cd D B \ilihs
72d D,

&%) MEENBHR L, BEREROHFLRDL
nigholed o, HHVXELELICED,

e) @D MIC JIE

AR 50 BED SRS Wiz RIH 9 e o Tl

sepprkee s @M ¥ 1, 108/ mIOEH, | BeHEE
e TAH L CEX © MIC B x{T-1Tc, MEHHITE?
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2) MRBERREOCKDHEIZTIT.EHTH -~ MW
M roBhRErA5 L, RETH, FHKRE, KBRY
pE LR, 1 V7= FRRRESATRYSCH-
to Thbb, BRI, FEHSMIMHRREL 1 v
A=V FEOBERRTH o ett, AFREC LD 4
y7rz/FRORMMERSR X2 ), KHR, DO Sn
L, BEEEABLLAEBDACH . KFOMER
feas MIC 133.13 pg/ml, 4 ¥ 7 1= v FHICR
+% MIC 1250 pug/ml TH -1,

b) RERPIEOHZIRILI00 B Th -z MMFHY
ERARE, RE7HE, KELYREL, ThboMEC
EHTHoT

M0, AFo MIC 23>100 sg/ml O KBET X
PRERMETH o0 1g ) 4 B ECERLIIRL, FHH
Rerc100 pg/ml S EOMBECHEEX R B & L AURER X
hic,

EORNIMEEREL TH B, AFIRS 3 BT Lk
RECREM DD, RELVRODWRD -z A
1.5g 4307 AR ERT- 1N, BEXERM L
TolcledERe T, BFROERENTEID T
Lhdik, 47 ABERPLOREREL, MR ERE
ErrhEB LIz L BENOGRER Lic, Table 30
BESORERST 4 » AEOEIER LI, BEND
AR AWED MIC 12100 ug/ml €, REEHHR
KAHIA3100 pg/ml P EOMENB ORIz EERTD
DTHbo

¢) EREO 14T, BEIEC X 5BRHT, 1.5¢2
ARSI TER LR LI,

d) BRERERS S XOEIER

BRBREEC O\ Ti Table 3 CEDORMYRLE
B, R L > TREBCRE 2R LICEML
Dot FEGINT, 1IBITEE? —ARXT A FREKET LR
BoThiBch o7,

BERLES 1 © 1 FIDR T, KFIXE - FRED 2
DA%, MBS HBL, HER L, BHER
HRL, RERBFTH»7ctt, ZFXRALLDLEE
C, BEOESMNHE LictodEBz L, REFORE
RIoTRSUIMEEL, M SIITTHETH -0

% -3

ARBEENTE7 7 » 2K Y VRABENTHE D3 X
UHEARY + 5 aiF%0 CEX t CED 3 Tikk/A
(BvbhTh, CPT OHRELRINTE:, 2h
LRHDOHC, CFT i34 v 7 1= vHErcHT5 MIC
B 3.13 pg/ml it B L, £ v 7 o= v HFERERE
SARETH 5 B NRPECH LTI RETETS
SRBHBOTH -,

€77 FrdyLRonTiE, B3O Cimmi:
DHRRELIR BRI HRD 7 9 Al AR IC W L Tid CEX
EABODHBEHATH -7, 7 5 A BN LTIZ
CEX Xb2~4BOHMNEkAL, 77 »MIEHBR
ECd LTHR e Bbh, AFOBEIIzORCdBE
Exbhb,

7y MEEWT, FFIX CEX X hBRRAELHT,
MBS HLRL, Mi~b CEX X »WREC)H
Lico BoMZC X » TRIL « RBAHLRRBZ &
EOWTIRMbATEY, ZORMAREDETEL PRI
UTIEDBRRV, LvL, BWRENFRILD cross over
K XBWECREVOCERRHBII TRV, B3t
MG LA CEX 0.5g #5650 1 5o mWb e — 7 ME
(3.2ug/ml) kb, £¥0.5g 5D 2 FTOMNS
¥ — 7 REE (38.0 ug/ml, 20.7 ug/ml) R/, &+
FWTHEAFORNMNIGZ M5 hdibhb, ZFD
RREBITE - 7 B, AOHED LW 1B TR
W ThHRE— 7 RED4.1%, 1.5 ug/ml TH -
Too ZOBTRL, BIEHLBEY LTE w7y AHK)Y
VHOBTRIN4 %L —KLT5, BFOREXRAT
BRI X » TR OIS SGH WO FIEY R RED
TEHRBREL D 2 ~10f5E\VZ LA LR - T
D, 1.5 pg/ml OEEHWEL, KBTHCE TS
~15 pg/ml DWEEL T » TV B Z LR SR D,

—7 AR FRBBRERECHE LIGEAD > b,
EF 4 DRUIEIRCET IRETHE, EF9 OB
KEL R BT 5 MRREX, “Thd MIC »3.13
pg/mlC, AF1H1.5~2.0g DEETCHELTED,
3.13 pg/ml Ll EORENFEIHTHBORTV B L#E
zbh, FiROKBIEC T 5 HETMEE 3~15 pg/ml
DELEY BT B LD TCH B, ks, BEFHEAM
R AP LA BHESE BRI RO CTEARORRFB
TRN’16% L E LB R > T iehd, FHIOER~D
BRIV LR2RTHOTIRRL, ABHETH 518H
BB B MR AN AH D KB 3517 5 FHBik T I 6] 5 2
DEBYRIELTHBHDTIRIsW L bHIIEhD, 3
ML BRI LIVWBREEEL TV 5,

ERBERPFEC S\ CTHHRILTT.8 L TH - 1ehs, *
PER1A, EH1ARDY, LLEHHAUX, EM3D
SHSEIRT, BEHOAGKERLH LS RIM
BT a-Streptococcus 2x107/ml, Neisseria catarrhalis
7x108/ml THotco BRELFEMBISE IR, &
ERTrRDOEGEIER 5 1% a-Streptococcus 3 x 10°/
ml, H. parahemolyticus 7 x 10%/ml, Neisseria 7 x10°/
ml Ao EIhic, BRPMBEOHEBEOBAL ZEdbh
feid, FIEROEHK, BROKF I BELI. AMPC
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CEEL, ERAF R FiEMBERLHA LI L 2B ]
HCHf Lk AMPC REAN X b ERICHRERLA
TELERAONDMN, HLEN L OHALVRAUECKE
YRIELAL b E 2 bh, KERERICHRERY A
LTwhid, EehiZHKCHN - DTk hE R
bhb,

ERPUTER 9 DR T RHT, AMOTCTEL
TWEMN, MBREE S v 7 o= vFEORSRY L A
FEECLD L v7r= v HEOMBBRTIC X hBLL
TEFATHD, 1 7= vHED MIC (350 pug/ml ¢
bY, ARIGETCZOWMEYBLITIR, HRACI1E
#5500 mg O PSR HAH T 3 ~15 ug/ml OWEH
BOhBDT, 4ELEORERNLEERY, 17
n= Yy FEBREIEREGEOBA Lkl biov, B
SUBPFECAF Y HE L PR, 1 v 7=V
BRpYEE T L VBB IR,

LlE, AFIOHENORMEs L U REIYE ~ 0BT
R, BERBERY HFFRBBHFEC 31T 5 FH O,
FEE, MMRRE, Be/mCXsBRELLS 5,
SEL1H1.5g4305~7 BMBEN - S
Bl X5,

REBBPEC s\ W THM SN KBS, RE 78, #
B+ 5 &#0 MIC 126.25~>100 pgg/ml 474 L
7oh%, >100 pg/ml DEEFICI\WTHAF 1 H1g 44
BETCEYTH oo oTh T & SEMZ KRB
>100 pg/miL\ EOWE THM I N T B L EX BR S,
ChbMErT5 CEX © MICIZ, 77 Fafy
2 L [FRE6.25~>100 pg/ml AL, MIC OREh
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Laboratory and clinical studies on cefadroxil were performed with following results.

1) MIC values of cefadroxil against respiratory pathogenic organisms were measured. MICs of
cefadroxil against 43 strains of Strepfococcus pyogenes ranged from 0.1 ug/ml to 6.25 ug/ml, and those
of cephalexin were in the range from 0.39 ug/ml to 6.25 p#g/ml. MICs of cefadroxil against 54 strains of
Streptococcus pnewmonige ranged from 0.78 ug/ml to 12.5 ug/ml, and those of cephalexin were in the
rang from 1.56 pg/ml to 25 pg/ml. MICs of cefadroxil against 27 strains of Klebsiella preumoniae
ranged from 6.25 pg/ml to 12.5 pg/ml, and those of cephalexin 3.13 pg/ml to 12.5 pg/ml. MICs of
cefadroxil against 9 strains of E. coli ranged from 6,25 ug/ml to 100 zg/ml, and those of cephalexin were
in the range from 12.5 pag/ml to 100 pug/ml. MICs of cefadroxil against 11 strains of Enterobacter spp.
were more than 3.13 ug/ml, and those of cephalexin more than 6.25 pg/ml.

2) After oral administraion of cefadroxil 20 mg/kg in rats, tissue concentrations reached peak values
in 15 minutes. The peak levels in tissues were high in serum, kidney, lung and liver in order, and each
value was 234, 111, 46.9, 11.6 pg/ml. After oral administration of cephalexin 20 mg/kg in rats, tissue
concentrations reached peak values in 1 hour. The peak values were high in kidney, liver, serum and
lung in order, and each value was 128, 34.4, 15.8, 10.8 ug/ml.

3) In the study on one patient with chronic bronchitis, serum concentration reached peak of 38.0xg/ml
in 3 hours after oral administration of cefadroxil 500 mg (7.6 mg/kg). In this patient, peak concentration
in sputum was 1.5 pg/ml after oral administration of cefadroxil 500 mg t. i. d. In the study on another
patient with chronic bronchobronchiolitis combined with chronic myelogeneous leukemia, serum
concentration reached peak of 20.7 pg/ml in 3 hours after administration of cefadroxil 500 mg (10.6
mg/kg). In this patient, peak concentration in sputum was 3.3 pg/ml after oral administration of
cefadroxil 500 mg t. i. d.

4) Cefadroxil was administered orally to 21 patients. Cefadroxil was administered to 9 cases of respi-
ratory infections at a daily dose of 1.5 g~2.0g, and 2 cases responded excellent, 5 cases well, 1 case
fair and 1 case poor. Cefadroxil was administered to 11 cases of urinary infections at a daily dose of
0.75g~2.0g, and 6 cases responded excellent, and 4 cases well. Cefadroxil was administered to one
case of stye at a daily dose of 1.5g with excellent response.

5) As side effects, nausea was observed in one case.



