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WRBBHEIRIC 31T 5 Cefadroxil @ X & EBEK

BRFEH-RR #-ip 2
REEZ - SFRAK - AKX
BERFEF W R BB
(X : BARRESD

Cefadroxil &2 & KA/ & U BRI L TR o 1oiERIE, RO LB D THB,

1. #il7: AMRBBRRESRRICAT 5 Cefadroxil 36 XU¥ Cephalexin @ MIC % HEMRE
(EMEEHE . 10%ells/ml) L= &= 5, S epidermidis, K. pmeumonice TiX, Cefadroxil %
Cephalexin 12t L 1 W{E\ A% 187, E. coli, P. mirabilis, P. aeruginosa, S. marcescens C
@t[ﬁjggfb ")7’\'.0

2. MPWER XORFERR | RHS T OIFZIMERE 2 4 & PR 2 O MPRER Ldic2
B Y- 2280, £hEh, 14.5pg/ml, 21.3 pg/ml #/RL, 6FMEICH 1.6 psg/ml,
1.8 ug/ml THotz, ¥t, RPMEIZLIC 1 ~2BMICE— 2725 b, ThEh, 1,045 g/
ml, 1,075 pg/ml %KL, 4~ 6EM%DORHPEIRER 59.0%, 40.0%TH -7z,

3. EERAUK : HERRBAIELOFD, HMplic REEBRIE 21 FICi% 204 (95.2%) I, Wi Re
BRE19F T 118 (57.9%) &, FRHUALORKY B, T, 2ACARNEFERAYHEL:

bo, METEOERE, - BFREKETRELYRLIbORIN -1,

RETVA PV HETHBRERIAIEFLOEER L7
r 2# Y VTP 5 (6R,7R)-7-((R)-2-(amino-2-(p-hy-
droxyphenyl) acetamido)-3-methyl-8-oxo-5-thia-1-
azabicyclo (4, 2, 0] oct-2-ene-carboxylic acid mono-
hydrate (L\F Cefadroxil £ B8¥) X Fig. 1 o X 5%

Fig. 1 Chemical structure of cefadroxil
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LME*H L, 7 7 s cs L Cephalexin (L
T CEX &¥3) L FASOHENETL, 77 o8B
HEEH LTt CEX R LPCRVCAENERT LW
bhTuvd, SHEFXAMIAMIC THEET X Y OBRIA
BRiFC CEX clh LEFMMmFeEboh, FEEE L
TRHBAA~HREZh, L bBENELSRLEORV-EH
TCHBEENELMIE IR T BN,

48, bhbhREAFHCOLWTOEFOEBYBRN %
mrsdeidbe, FBORBRRECHERAL, BRKOK
Nt CHET 5,

L 2%t

1. i & N

REEPFEEZ X b M Lic S. epidermidis 15k,

E. coli 508k, P. mirabilis 16%, K. pmeumoniae 20¥%,
S. marcescens 504k, P. aeruginosa 25%IC%$3% Ce
fadroxil OHE H % HMEE 10°cells/m] TH A&{LFHE
E¥LEREC XD CEX DXhEHEBERN L. £E
¥ Fig. 2~Fig. 11K7R7,

S. epidermidis Y33 % &#DO MIC X 1.56 pg/ml
~25 pg/ml L, FDOK50% #* 6.25 pg/ml T,
CEX v — 7 {ff 12.5 pg/ml L 1 BFEWEXRL
2o E. coli &%t 5 AFD MIC it 6.25 pg/ml~
>100 pg/ml LIBRAHRRT &, £ OKIE5% 0 12.5
pg/ml~25 pg/ml ¢ CEX t RiZRABEDOHHLRL
P20 P. mirabilis 33 % ZHK| o MIC 1 12.5 pg/ml~
>100 pg/ml & K\ Ak b, #4025 12.5pg/ml,

Fig. 2 Sensitivity distribution of clinically isolated
S. epidermidis to cefadroxil and CEX (15
strains)

(%)
1004

8  mmee—ee- CEX
60

Cefadroxil

401
20

50 100 >100
MIC (ug/ml)

=0.2 0.78 3.12 12.5



VOL, 28 S-2

CHEMOTHERAPY

353

Fig. 3 Cross sensitivity of cefadroxil and CEX
against S. epidermidis (15 strains)
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Fig. 4 Sensitivity distribution of clinically iso-
lated E. coli to cefadroxil and CEX (50
strains)
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Fig. 5 Cross sensitivity of cefadroxil and CEX
against E. coli (50 strains)
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Fig. 6 Sensitivity distribution of clinically iso-
lated P. mirabilis to cefadroxil and CEX
(16 strainse)
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Fig. 7 Cross sensitivity of cefadroxil and CEX
against P. mirabilis (16 strains)
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Fig. 8 Sensitivity distribution of clinically iso-
lated K. pmeumoniae to cefadroxil and
CEX (20 strains)
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Fig. 9 Cross sensitivity of cefadroxil and CEX
against K. preumoniae (20 strains)
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Fig. 10 Sensitivity distribution of clinically iso-
~ lated S. marcescens to cefadroxil and

CEX (50 strains)
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Fig. 11 Sensitivity distribution of clinically iso-
lated P. aeruginosa to cefadroxil and
CEX (25 strains)
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50 %5 50 pg/ml~100 pg/ml & 2 & ¥ D peak %R
L, CEX :FBEDOHH % R L. K. prneumoniae
%3 % AF O MIC i 12.5 pg/ml & ¥— 7 #7& L,

CEX 0xh X ) 1 EENEXZR LI, S marcescens
¥ X U P. aerugingsa w=3 % A#F| o MIC X 50 pug/ml

k7T P. aeruginosa 2HKBRE, BH %M >10
pg/ml LEHERTR LI,

2. MABRRBEIURBRR

RMEABF 4 B IELUEETE 2 £, BRI 2 Zic
431, Cefadroxil 500 mg ¥ 1 EEOKEL, mbis
(#5085 1, 2, 4, 6EEMB) 36 LU RBME (I
L5t 0—1, 1—2, 2—4, 4—6 BSRIR) % M. luteus
ATCC 9341 Fky MEME Lol » » 7HRICTREL
W, fri, REHATMPRENEOBSITe b
WA, ROBENEOBAEPHT.0D0.06M Y v
BBy AV CTIER Lic, ERRIROBRERCH
EXRLTRRICH LI, $5R% Table 1, Table 2%
X U¢ Fig. 12~Fig. 13 icixt,

BAHHOMPRED ¥ — 712, H5 2% TS
21.3 pg/ml T, EORWABYTH L, 85 4%
1T 6.3 pg/ml, 6 BRI T 1.8 pg/ml O RKH L
hice —7, FEMBERE TN & A, /528
MBI €~ 2 %RToDD, 0 FHHE 14.5 pg/ml
LTOMEERE Y D EfEY R LI, B 68 ¥ Ctomd
BEHABIBWNHRO L LR CHERYR L,

R, BREEH CORGBED - 711, F5H#1~2
B ¢ 1,075 pg/ml (n=2) %KL, WEEPT54
B5%4 ~6BRKTL 382 pg/ml (n=2) DRDEE
MB35 h, 5 6k ¥ CoRbEINRILFE40.0%C
Boleo FBBWEEHTOY — 21, BE5H 1~ 285K
T 1,045 pg/ml (n=2) %7RL, ZERSBERE AR AR
DD oHhrd o1z, @5 6 Bl ¥ CoORBEIRKRTY
59.0%Td» » 1o

Fig. 12 Serum levels of cefadroxil in healthy
male volunteers (500 mg/person, p. 0.,
single administration)
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Table 1 Serum levels of cefadroxil in healthy male volunteers
i (500 mg/person, p. o., single administration)
" (hr) 0.5 1 2 4 6
M.Y. 3.2 11.0 25.0 7.6 2.2
fasting T.T. 3.0 10.0 17.6 5.0 1.4
average 3.1 10.5 213 6.3 1.8
Y.I 2.2 8.0 14.0 4.0 1.7
non-
fasting T.U. 1.6 94 15.0 3.2 1.5
average 1.9 8.7 14.5 3.6 1.6
(ug/ml)
Fig. 13 Urinary excretion of cefadroxil after administration of 500 mg to
healthy male volunteers (p. o.)
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Table 2 Urinary excretion of cefadroxil in healthy male volunteers
(500 mg/person, p. o., single administration)
Time after administration (hr.)
0—1 1-2 2-4 4-6 Recc()‘\yloery rate
M.Y. 1150 (40) 1050 (38) 910 (85) 510 (85) 41.3
fasting T.T. 780 (44) | 1100 (42) 910 (102) 255 (84) 388
average 965 ‘ 1075 . 910 382 40.0
Y. 640 (38) 1400 (72) 950 (108) 790 (89) 60.1 ‘
}‘,‘;’t‘mg TU. 350 (104) 690 (120) 480 (230) 125 (485) 58.0
avetage 495 1045 715 457 59.0
; . S ‘ . (ug/ml)
G J)e--. urinary volume (ml)
ar. )
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Table 4 Overall clinical efficacy of

cefadroxil in acute simple cystitis

Symptom Resolved Improved Persisted Efficacy
. De- Un- De- n- De- Un- °“ .
Pyuria Cleared | ezged changed Cleared | . caged | changed | €127 | reaged changed| bacteriuria
Eliminated 1 20 (95.2%)
Bacteri- .
uria Decreased 0( 0%
Unchanged 1 1 ( 4.8%)
Efficary on miction
pain 19 (90.4%) 1 (4.8%) 1 (4.8%) Cas;ltotal
Efficacy on pyuria 19 (90.4%) 1 (4.8%) 1 (4.8%)
| Excellent 19 (90.4%)
[ Modente L( 4% Overal effecivenes rate
[ Poor (or Failed) 1( 4.8%)

Table 5 Bacteriological response to cefadroxil
in acute simple cystitis

No. of |Eradicated .
Isolates strains (%) Persisted
E. coli 17 17 (100%) 0
S. epidermidis 2 2 (100%) 0
K. pneumoniae 1 1 (100%) 0
P. mirabilis 1 0( 0% 1
Total 21 20(95.2%) 1
IIL BEEMRKR B
1. HRBE

FRFNS34E 5 B2 HIRFIS44E 3 A ¥ T BB KFEREN
MERREWRERAY 22 L AREE S XU ARSEE
B, SPHER b\ BT RBREEE 21 6 & A0HE
2 o BT REERIE19R D 0T O THRE L
foo EAT21 Y ~80F CRIBESSST, Bz Bl6iE
B, ZL2U4FEFITH - 1o

2. 85K %k

B RERYECH L T2 1 B 750 mg, ¥/ 5%
T REBPECR LTX1 B 1,500 mg ¥ thXh3E
HELEORE Lic, B 5BET ML RBERPETS
AR, S cREBPIETIZS BEE L,

3. BRI

BFEHEE UTI EHFEEEF IR E CHEL
7o, BEPKESL Table 3~Table 9 R, BiRR
BRRSEL1 G E X196, HRh 16, &1 BITHR
#95.2%, FIBMLRERPEIFCIEDSH, F
%66l &R8HIT, HHR7.9%ThH-1eo ,

RS E IR T MM RERYIEE T, | E. colf

178ih A% 1 BN, EB166, S. epidermidis 2 fi3s LV
K. prneumoniae 1 % E%), P. mirabilis O 1 %%
Thotk. FHENIRPMAE21&KD, HIok, FE
1%, EINKEI5.2%Th -1t KICHMETRBE
RETE E. coli 6 PR ATHDHELI0, B
MR 83.3% THH, K pneumomiae T HTRHXR
3%, k4T, BHRL IVENEAR2.8%Tho
tzo S. faecalis 1 T HRHCE LML L. —F, E
cloacae, P. aeruginosa 1fH, S. marcescens 2 ik 2
THEHLHEEH L e DBEBEARIL0 L Thotee 7
X ncReb@l19%P, HK 9%k, FEI0KT, BN
RRIZ47.3% TH o1

4. WM ¢ R

ORI AR S L2 BIfFALXED T, Tk
F S ME LA EATOnK, F, §irlok
RREACOWTIIREXZD L o1

Im. % =®

T4, RBRRYECH L% { © Cephalosporin %D
BORFHBER XN, FOXMY, BRATEEN LI
RTWBLDO,, CEX § 0 Cephalosporin C R4
ML LRI DT, FOBKNSREIENLLD
ThH5Lvbh3Y, 4E, XE7 Y A A TR
hi-FH L\ &0 B Cephalosporin 1 T& % Cefadroxil
{LFEE E CEX REQIL TR D, RiE-TV3A
2, THERED 7 - = LD AT I KBEYELT
VB ARG TH A, FRARIL T ARE, BEECH
HWIFA%ZRL, £OHENE CEX LRERABETHS
P, 75 AR, K. preumonice L€tk CEX X
z%*ﬁkﬁﬁﬂtﬁfﬁimqbbo#ma%%og
3 Cephalospotin RitA:FIC it L CHILE XD X<
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Table 7 Overall clinical efficacy of cefadroxil in complicated U.T.I.
500 mg x 3/day, 5 days treatment
Pyuria Efficacy on
Bacteriuria Cleared Decreased Unchanged bacteriuria
Eliminated 5 4 0 9 (47.4%)
Decreased 0 2 0 2 (10.5%)
Replaced 0 0 0 0( 0%
Unchanged 0 1 7 8 (42.1%)
Efficacy on pyuria 5 (26.3%) 7 (36.8%) 7 (36.8%) Case total
Excellent 5 (26.3%)
Overall effectiveness rate
6 (31.6
Moderate (31.6%) 11/19 (57.9%)
Poor (or Failed) 8 (42.1%)
Table 8 Overall clinical efficacy of cefadroxil classified by type of infection
No. of cases Overall
Group (percent of | Excellent| Moderate Poor effectiveness
total) rate
1st group (Catheter indwelt) 5( 26%) 0 0 5 0 %
2nd group (Post prostatectomy) 2( 5%) 0 1 1 50 %
Sngle . | 3rd group (Upper UT.L) 0C 0% | o0 0 0 0 %
4th group (Lower U.T.1.) 12 ( 69%) 5 5 2 83 %
Sub total 19 (100%) 5 6 8 57.8%
Sth group (Catheter indwelt) 0( 0%) 0 0 0 0 %
mxon 6th group (no catheter indwelt) 0( 0%) 0 0 0 0 %
Sub total 0( 0%) 0 0 0 0 %
Total 19 (100%) 5 6 8 57.8%
Table 9 Bacteriological response to cefadroxil in complicated U.T.I.
Isolates No. of strains Eradicated (%) Persisted
E. coli 6 5 (83.3%) 1
S. faecalis 1 1 (100 %) 0
K. pneumoniae 7 3(42.8%) 4
E. cloacae 2 0(0%) 2
P. aeruginosa 1 0(0% 1
S. marcescens 2 0(0% 2
Total 19 9 (47.3 %) 10
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EXPERIMENTAL AND CLINICAL STUDIES OF CEFADROXIL
IN THE FIELD OF UROLOGY

Koz HikosAakA, Gaku HaMAMI, NozoMUu YAMANAKA, YAsuzl KURODA,
SApA0 KAMIDONO and JoJ1 IsHIGAMI
Department of Urology, Faculty of Medicine, Kobe University
(Director : Prof. Josr Isuicami)

1. Antibacterial activity

Minimum inhibitory concentrations (MICs) of cefadroxil were measured at inoculum size of 10°cells/ml
against the strains isolated from various urinary tract infections. As the result against S. epidermidis,
MICs of the drug were distributed between 1.56 ug/ml ~ 25 ug/ml, and peak of 6.25 ug/ml was 1 tube
lower than cephalexin (CEX). Peak was 12.5 ug/ml ~ 25 pg/ml against E. coli, and 12.5 ug/ml against
P. mirabilis, both being almost the same as CEX, while peak was 12.5 pg/ml against K. pmeumoniae,
being 1 tube lower than CEX. Distribution was nearly the same as CEX against P. aeruginosa and S.
marcescens.

2. Serum level and urinary recovery rate

A dose of 500 mg of cefadroxil was administered orally once to 4 healthy male adults, 2 of them at
nonfasting and other 2 at fasting. Serum level attained a peak of 14.5 ug/ml and 21.3 ug/ml respecti-
vely after 2 hours, and decreased gradually with lapse of time, being 1.6 ug/ml and 1.8 pg/ml after 6
hours. Urinary level attained a peak 1~2 hours after the administration, values being 1045 ug/ml in
non-fasting group and 1075 pg/ml in fasting group, and urinary recovery rate was each 59.0 % and
40.0 % within 6 hours after the administration.

3. Clinical results

Cefadroxil was administered clinicaly to 40 cases of various urinary tract infection, and the obtained
result was excellent in 24 cases, good in 7 cases and poor in 9 cases, efficacy ratio being 77.5 %.
Being classified by disease, this ratio was 95.2 % in 21 cases of simple urinary tract infection, while
it was 57.8 % in 19 cases of complicated urinary tract infection.

4. Side effects

No subjective symptom was observed in all 40 cases treated by cefadroxil, and all cases showed no

abnormality in blood tests and hepato- and renal-function tests.



