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WREBEIGEIC 8 1) % Cefdinir OEREH), FERAVERET

RIS « HAEEX - @AM, - /A

BB

FNEl— « A B - FEREX
HEAFEFHURBHERE"

Fr A BRIE
HFERFEERRATEAARLES

ST - B

B - B X

IERE R+ FiRbE i RS R

FLOLEOY 7 x A RTEWE cefdinir DERMBERNRET 2TOUTOMR 287,

1) Yl | YBESBRFEES 2RI 3 5 4F|D MIC % cefixime, cefteram, cefaclor
B & U cefadroxil D Z L & H#8 L 72 55 8, A& Staphylococcus  epidermidis, Enterococcus
Saecalis \ZXF L TIZBAS iz fiFl & 0 Eh, MEECTL CH MR L REE 3 ZznU LoHESN

L7z,

2) BIHEME © 6 & DM EEE ICEFI200mg & cefaclor (CCL) 500mg % cross-over ¥iz TH
E#5 L, MF B & CRPBE % B L iz &R EE I AT TL. 35ug/ml (B543. 7084)
T, CCL 78.50ug/ml ([F0.8685]) TH o7 REFIIRFEE IZFTE T181.6ug/ml (A 2~4
BERS), %ET2,902xg/ml (F1~268%/) Thotz,

3) RiE M © EEEDRBEERVWT, FFIB L U CCL @ S.epidermidis, E.faecalis, Escheri-
chia coli, Klebsiella pnewmoniae, Proteus mirabilis \=x+¥ 2 ROMEMERE L -ER, FFT

12 CCL LML TZDE— 7 BIC DL TIRIZIREZE TH o105,

Wiz,

2 RERILIRECIRBA S b icBo T

4) ERPRERAR @ SEEMMEBE L (AUC) 36, MHEMERBBRE (C-UTD) 2981 A4#1150~600
mg, 532~ 3, 3~108/#&%kE L7z, UTI E3HliEESBUES T i, AUC 3 FITOREIEIZ100%
THY, BREZELTHREEINTL,C-UTI TIXA UK UTI E# AL 276+ E2IF85% T
HY, BHERRITRTHo, BIFAIR 1HITEEDSSDERMR SN,

Key words : Cefdinir, #1887, HUX - PEM, FRePITEM, EERBRES

Cefdinir (CFDN) (Fig. 1) I3BRERTEIC L > TS
NIFLOROL 7  ARMEVETH Y, XKD b D & K
L7 7 LeMED A% S, Staphylococcus aureus, Sta-
phylococcus epidermidis ¥ & U Enterococcus faecalis %2 ¥ D
77 LBMBEIC L TOHBRNRTFLEREEE T2 L8N
3, 56, FES IFFIOERNB L VEBRIRS 21T>720D
THRET %,

. ¥RELUFHZE

1. ERrka

1) HEH

UHEREER (19865E~1987F B4 M FRES YT B
ELIDDH) 2T 2 EKHF DO MIC 7% %, cefixime

(CFIX), cefaclor (CCL), cefadroxil (CDX) 8&U
cefteram (CFTM) D% h & HBRE LTz, HREER
S.epidermidis (58%), E.faecalis (60%k), Escherichia coli

(60%k), Klebsiella pneumoniae (35%), Enterobacter
cloacae (11¥K), Enterobacter aerogenes (124k), Serratia
marcescens (51%k) , Proteus mirabilis (15%), Citrobacter

COOH
H.N_-S (o) -
: N” Xy CH=CH,
T ] l l)j
N C-CONH-- s
I H H

“OH

Fig. 1. Chemical structure of CFDN.
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WHRERI T CFDN DR - BFRMRE 807

freundii (16¥K), Proteus vulgaris (9 ) B UV
Pseudomonas aeruginosa (558F) D11EMEIS2HTH %,
EEERIX10%/ml T, MIC JIE ik H b EREF SR
Bz X o7,

9) ARENRES X UIRPHTEE

1988 2 Bz, BERAETF 64 (Table 1) X%
L LT, A#I200mg (100mg(Hff)# 7&L 25 7 2)L)
L <12 CCL 500mg (250mg (NIffi) # 7N 2 4 7+
W) % cross-over I CZEIRRFICHEIRSG L, PRIV
RO % EFFAYIC, bioassay Ik CHIEL 7z, REH X
CFDN T Providencia stuartii ATCC 43664, CCL T
1t Micrococcus luteus ATCC 9341% F\>7z,

Table 1. Background of 6 healthy male

volunteers
Age (yrs) Body weight (kg)
A 25 69
B 21 58
C 23 78
D 24 64
E 23 59
F 25 70

LEEE & VBRI DL TR 8RR 5 BfE
B 1BRICNT 2 A#| 8 & F CCL DR T % thk L
To $hbb, BEALREAWT, SRHEHEOKR
ROB2 BRI & 2 BRRTIEER L, BIEEHARE
(BEER&10%ells) 12 £ o T, BIROBEDOFKEEHMEILES
WABRAFRAXHEL, chi2RPHEM (Antimi-
crobial Activity in Urine, JAF AAU £33) & L7z,
Ruvi: 8% 12, Sepidermidis, E.faecalis, E.coli, K.
pneumoniae, P.mirabilis TH Y, Etkid MIC B3 Z DE
BOMIC, 2Ry bDEBELA VK, &6, HBREC
BHEHUHERABRDONA ¥ FREICHE LBEOER Y
gf. FAOEHEETEMNT 2 EOXBIC L 2ATE
®Br,
2. ERRAORREY
1873 An e BE2 B TR, RICWRERE
RELAMEMERbs (T, AUC) 34, Mk
REBRE (LT, C-UTD BE290 % 5 R K H
150~600mg, 42~ 3, 3~10ERREOKRSL, D
FHRB & Vet £ 183 L 72 o EH12150mg/ B 1% 55
T CFDN 50mg (H1ffi) &84 7e N ERViEnRT

~ T CFDN 100mg (f1ffi) 8B4 7L 2FERAL %,
AUC 32, C-UTI 29642761 UTI ExhFHii
# (B3R BT, UTIE#L 73) 12X 2HEHT
oY AWA

BRABRIICBVW T LBRE IS UHRELSE
TERL Tz,

II. %& S

1. EBREHRREY

1) HiEH (( ) Az MICs)

@ S.epidermidis (Fig.2) : & &) (0.2) T CCL
(1.56), CDX (3.13), CFTM (3.13) &V 3~ 4 &R
D, CFIX (12.5) X DIZIZ6ER-> TWi,

® E.faecalis (Fig.3) : & & (12.5) & CCL
(100), CDX (100) &b 3IBERFLMENIEZRLICH,
CFIX, CFTM T3, 100ug/ml TH90%U LD THEE
ZRERIEE N D o7z,

® E.coli (Fig. 4) : &%l (0.39) LI‘CCL (3.13), CDX
(6.25) ZtbL, 3~4EENTH Y, CFIX (0.39),
CFTM (0.39) ERIZFOHEN2RL T,

@ K.pneumoniae (Fig.5) : & %l (0.2) & CFTM
0.2) xEA%THbH, CCL (1.56), CDX (6.25) &b
3~5TFENT Iz, CFIX (0.1) £ 1EH->Tw
720

® E.cloacae(Fig. 6) : &#l, CFIX, CFTM T—&8H
EERBURERDIH, FHEULOKRTLERIITL

Staphylococcus epidermidis, 58 strains

(%)
100
1

50

O——0 CFDN

, O-=-2 CFIX

4 o—--0 CCL

/ ——oCDX
! A---4 CFTM

MIC (ug/ml) |500%5[0.05] 0.1 | 0.2 |0.39[0.78(1.56(3.13]6.25(12.5] 25 | 50 | 100| 1| Total
CFDN 9f12(3 (6 (8|31 ]|]3]4]7]1 1] 58
CFIX 5 311016 |7 |4 |2|6(15]58
CCL 5 1 S| 1|8 |9 |41 ]|6}|7}1 58
CDX 5 719145358 2| 58
CFTM 5 2 (104 ]12(7|6]|6|3 3| 58

CFIX : cefixime, CCL : cefaclor, CDX : cefadroxil, CFTM : cefteram

Fig. 2. Sensitivity distribution of organisms isolated
from patient with complicated UTI.
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TETH o 72,

® E.aerogenes (Fig.7) : &#FITi3100xg/ml L ED
itttk »3% < CFTM(25) £ W49, CCL, CDX, CFIX
LEREETHo T,

@ S.marcescens (Fig.8) : &FITIi3#80% D B HEDS

Enterococcus faecalis, 60 strains

(%)
1009

504 ©O——0 CFDN
£&r==10 CFIX
O—--0CCL
o—e CDX
#r---A CFTM

100xg/m] 28 5tE® R L, CCL, CDX X W &EFR
FTH 55, CFIX (25), CFTM (50) ictb~3 4,
Twiz,

® P.mirabilis (Fig.9) : &#(0.1) 1 CFIX(<0.025)
Wik %74, CFTM(0.1) t RAETH Y, CCL

Klebsiella pneumoniae, 35 strains

(%)
100

504

O=—=0 CFDN
£&==ACFIX
O=-=0 CCL
o—o (DX
&r--4 CFTM

MIC (ug/ml) [s00%5{0.05) 0.1 { 0.2 |0 390 78[1.56/3.13[6.25]12.5 25 | 50 | 100 | >100| Total MIC (ug/ml) |5005)0.05) 0 1] 0.2 |0.39]0.78|1.563 13]6.25(12.5{ 25 | 50 |100]>10| Total
CFDN 161620102 |3 [2] 60 CFDN 3|1j10fs|2 21 1{35
CFIX 2 | 58] 60 CFIX 2(13|1nfsf1j1/]1 1|3
CCL 21 |11[4]5 | 60 CCL jujufz2|rfz|i 11313
CDX 1|24(31] 4| 60 CDX 712|412 113
CFTM 2|2 (5| 60 CFTM 213 |16[/7 )41 1 1]3%

CFIX : cefixime, CCL : cefaclor, CDX : cefadroxil, CFTM ! cefteram

Fig. 3. Sensitivity distribution of organisms isolated
from patient with complicated UTIL

Escherichia coli, 60 strains

(%)
100

S0

CFIX : cefixime, CCL : cefaclor, CDX : cefadroxil, CFTM : cefteram

Fig. 5. Sensitivity distribution of organisms isolated
from patient with complicated UTIL

Enterobacter cloacae, 11 strains

(%)
100
1
1
{
B 1
U
II
1 0—0 CFDN s
&r==-0 CFIX
O—-=0 CCL
50 o——e CDX
> &--4 CFTM

O——0 CFDN
&r==0 CFIX
o=-=0cCCL ]
o—e CDX
A --4 CFTM !
K
.
1 Vol
7/
’l
MIC (ug/m) Js05[0.05] 0.1 0.2 [0.39}0.78[1.56]3.13]6.2512.5| 25 | 50 [100] 16| Total MIC (ug/mi) [s0s[0.05] 0.1 0.2 [0.39]0.78]1.56[3.13]6.25]12.5 25 | 50 | 100 >10| Total
CFDN 9|7 28|7 2|42 1 60 CFDN 1|2 1 AR
CFIX 163631t ]1]{1]2]2 1| 60 CFIX 4 161
CCL 2 [s[wfaf1]1]2 42760 cCL 1[1 slu
CDX 361711 [1[4]60 CDX nju
CFTM 1 8|20f24[3]1]2 1] 60 CFTM 1111 2 [1f2]2]1

CFIX : cefixime, CCL : cefaclor, CDX : cefadroxil, CFTM : cefteram

Fig. 4. Sensitivity distribution of organisms isolated
from patient with complicated UTIL.

CFIX : cefixime, CCL : cefaclor, CDX : cefadroxil, CFTM : cefteram

Fig. 6. Sensitivity distribution of organisms isolated
from patient with complicated UTL
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0.78), CDX (12.5) &9 3~ 7 EE T, 0.025), CFTM (0.05) X 0 3~4 &%-7 5, CCL
@ Cfreundii (Fig.10) : A H| 164k F118k T100g/ (100), CDX (100) &b 8 EER T\ 7z,
nlBEOMICTHY, CFIX, CFTM & IZA%ETH @P.aeruginosa (Fig.12) : ZKIIZ 558K t524% 55100
y, CCL, CDX & D ®REAT T2, pg/ml BBZ BWEETL, Mo 4HF EFABOKRT

@ P.oulgaris (Fig.11) : & &l (0.39) ¥ CFIX (= Hotz,

Enterobacter aervogenes, 12 strains Proteus mirabilis, 15 strains
(%) (%)
100 1007 ;A /‘
A—;‘-"
rd .
Pred-de-Mk
OO0 CFDN
s] &--5 CFIX 504
o—--0 CCL
o—e CDX O—0 CFDN
Ao---4 CFTM &r==B CFIX
O—-~0 CCL
o—e CDX
- A--4 CFTM
/
/
/
,I
MIC (pg/mi)- |500%5}0.05] 0.1 | 0.2 [0.39 . 3 MIC (ug/mi) |$00%[0.05( 0.1 | 0.2 |10.39(0.78|1.56|3.13|6.25(12.5 25 | 50 [100( !m|Total
CFDN 1 1 11153} 12 CFDN 14511 1 111 15
CFIX 212141 7 12 CFIX 10| 2 1 1 1 15
CCL 2 10| 12 CCL 2181 113 15
CDX 2 10| 12 CDX 714 1 3115
CFTM 2 1 2 5 1)1 12 CFTM 2155 1 1 1 15
CFIX : cefixime, CCL : cefaclor, CDX : cefadroxil, CFTM : cefteram CFIX : cefixime, CCL : cefaclor, CDX : cefadroxil, CFTM : cefteram
Fig. 7. Sensitivity distribution of organisms isolated Fig. 9. Sensitivity distribution of organisms isolated
from patient with complicated UTL from patient with complicated UTIL
Serratia marcescens, 51 strains Citrobacter freundii, 16 strains
1%) (%)
100+ F 100 1
n
]
1
A
1
1
1
0——0 CFDN N
50 0~——0 CFDN 504 &r=-BCFIX ]
&r-=A CFIX O~---0 CCL ya
O=-=0 CCL o——e CDX “

&—e CDX
A---4 CFTM

&---4 CFTM

, ;,m-d.

| e ///

MIC (ug/mi) [sos[o 05] 0.1 0.2 [0.39]0. >10] Total MIC (ug/mi) |s015]0.05] 0.1 [ 0.2 [0.39]0.78]1.56]3.13]6.25[12.5] 25 [ 50 [100] 1] Total
% 1{1]z]1]6]4fs CFDN 112 1 38| 16
- V{1213l z]s[ufs[3s[uls CFIX 2 2 1 BE 9| 16
o 51| s1 cCL 2 2 12| 16
DX | 51 51 CDX E 2 [12] 16
U 1 21|44 |4|7]18]s1 CFTM 11 2 |1 2|4]5] 16
CFIX : cefixime, CCL : cefaclor, CDX : cefadroxil, CFTM : cefteram CFIX : cefixime, CCL : cefaclor, CDX : cefadroxil, CFTM : cefteram
Fig. 8. Sensitivity distribution of organisms isolated Fig. 10. Sensitivity distribution of organisms isolated

from patient with complicated UTL from patient with complicated UTI.
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Proteus vulgaris, 9 strains Pseudomonas aeruginosa, 55 strains
(%) (%)
100 1001
50 s04 O=—OCFDN
&r==1ACFIX
o---0 CCL
o——eo CDX
Ar-—a CFTM
[
e
Lk
-O— OO
MIC (ug/mi) [s00]0.05] 0.1 0.2 o.39]0 78]1.56]3.13]6.25[12.5] 25 | 50 [100]>100] Total MIC (ug/ml) |s05]0.05] 0.1 [ 0.2 [0.39]0.78[1.56[3.13[6.25]12.5] 25 | 50 | 100 |>10| Tom)
CFDN 2. 3 111 1 9 CFDN 1 2 52| 55
CFIX 7 2 9 CFIX 1 1 2 (245
cCL 221 4] 9 cCL 1 2 52| 55
CDX 2 [3]a] o CDX 1 1[s3] s
CFTM 531 9 CFTM 1 123 ]
CFIX : cefixime, CCL : cefaclor, CDX : cefadroxil, CFTM : cefteram CFIX : cefixime, CCL : cefaclor, CDX : cefadroxil, CFTM : cefteram
Fig. 11. Sensitivity distribution of organisms isolated Fig. 12. Sensitivity distribution of organisms isolated
from patient with complicated UTI. from patient with complicated UTL

Table 2. Serum levels of CFDN and cefaclor after a single oral administration without food
in healthy male volunteers (cross-over method)

Volun- Time after administration (h) (zg/ml)
Tmax| T1/2 |Cmax
teer | 1/2|3/4| 1 |15 2 3 4 5 6 8 10 | 12 | () | () [(ug/m)
A 0.41 1.09/1.37|1.481.08{0.73|0.37/0.18|0.08 | 3.19 {1.17 | 1.38
B 0.24 0.581.22(1.42|1.71(1.26|0.83|0.34|0.13| 4.18 [ 1.20 | 1.45
CFDN| C 0.17 0.69|1.19{1.16|1.04(0.71(0.36|0.17|0.08| 3.56 | 1.18 | 1.16
D 0.48 0.901.17(1.2211.17(0.98|0.83|0.39|0.17 | 3.87 | 1.56 | 1.24
200mg| E 0.29 0.81{1.271.41|1.68|1.11|0.50|0.17(0.05|4.17 | 1.31 | 1.44
F 0.31 0.85|1.51|1.14|0.78 (0.41|0.17 | 0.06|0.03| 3.22 | 1.07 | 1.41
mean 0.32 0.821.29|1.31|1.24[0.87(0.51|0.22|0.09|3.70 | 1.25 | 1.35
+SD 0.11 0.18(0.13/0.15]0.37 [ 0.31[0.27 | 0.12{0.05 | 0.45 | 0.17 | 0.12
A [3.51|5.52{5.32|4.87(3.78|1.41]0.55 ND 1.02 | 0.53 | 5.66
B [9.53|11.4|11.2|6.51 |3.97|1.180.31 ND 0.75 | 0.43 |11.27
CCL C |[3.03{7.29(8.95|8.11{3.19(1.13(0.45 ND 0.99 | 0.39 | 8.80
D |1.32|3.26|6.67|4.56|3.31|1.50]|0.46 ND 1.15] 0.50 | 5.22
500mg| E 11.7(9.95|7.71|3.41|0.93]|0.43|0.18 ND 0.49 | 0.33 |11.60
F [5.90(8.93(7.99|3.17|1.65|0.45(0.14 ND 0.75 | 0.35 _8_&
mean | 5.83 | 7.73|7.97|5.11|2.81|1.02]0.35 —_ 0.86 | 0.42 | 8.50
+SD [ 4.04|3.00{2.01]1.90|1.22|0.46 | 0.16 — 0.24 [ 0.08]2.69

ND : <0.13zg/ml
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- CFDN 200mg p.o.
ok - CCL 500mg p.o.
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Fig. 13. Plasma concentration of CFDN and CCL
in healthy volunteers (n=6).
30007 CFDN 200
2000k - = mg p.o.

Urinary concentration (xg/ml)
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Fig. 14. Urinary excretion of CFDN and CCL
in healthy volunteers (n=6).

2) HREREB X URPHIEE

M OB & Table 2 IRT . BEMTRE K
#1T1.35ug/ml (B 5%3.708¢/), CCL T8.50ug/ml

(50 .8685) TH - 7z, B LRI EHITIt1.25

B, CCL TI20.4285 TH D, CCL SER p iz &
DKL, K55 6RMIGRT, WERA.13g/m)iy
Tz 2 LT, CFDNE#5% 6 B T0.87,g/ml,
12859 T, 0.09¢g/ml 3Rk En: (Figl3),

FRepEitt (Table 3) (BAL T3, PORBRTME
BEFTIIREHR 2~ 4FEEICH YD, ZOBEISLG
ug/ml THBHDIZFLT, CCL T 1~28/fichy
2,902ug/ml 2R LTz, FRIC BV TR, 6~ 8BER%D
R IX72.2ug/ml TH Y, CCL D 4~ 6K
B O FHIR BB H67. 2ug/ml TH % DI LGN
Thotz (Fig.14),

PR EUNER 1X CCL @ 0~ 6 FFfEI69.0% %t L T,
CFDN T 0 ~1285T28.7% & B o

AAU (Fig.15~19) ZBL Tix, ZOE—7REFAT
BWTFNROBEKRTS 2~ 4FECHY, CCLTIE0~2
L, ROBEOE— 27 i—BL T, Zh60k

® CFDN (200 mg p.o. n=6)
0 CCL (500 mg p.o. n=6)

265024 F | | !
Pl
16256 | | or || o
osbeco| @ . )
4064 o $am| &
ob .
1016}o |  |oo .
o? o e | o
§  256f ¢ o | -
g o:o0 .
E 64} | a0 . .
; o o
16 F o
: o
4»
-
<0t
0ol234 6 8 10 1
Time (h)

Fig. 15. Antimicrobial activity of CFDN and_ CCL
excreted in urine against Proteus mirabilss.

CFDN : 0.1 pg/ml .6 1))
(MIC“ ceL - 0. 78ug/ml 10/™



WHREBRITO CFDN DERE - BRKARET 813

VvoL. 37 S—2
® CFDN(200mg p.o. n=6) ® CFDN/(200mg p.o. n=6)
O CCL (500mg p.o. n=6) 0 CCL (500mg p.o. n=6)
265024 | 26504 F
16256 : 16256
E ° : 1o .
4064 4064 foso |0
o é o f ° : o .
1016 “’ ¢ 1016 o ol o -
o ¢ | . e of | »
g 256 -°f°°°°°? . g 256 Foeeo [ ose | osse .
'g 0eie0 [0 00 | eee ) .g oé ®eco )
E 64Foé [cowond e - . = 64F ¢o| o hand
- o| oo . ove . os |o of| o . -
16F ) o | oo 16F i oo ovee
. ? o : o .
1F ; . iF i i
<0 : <of ;
1 3
0 2 1 6 8 10 12 0 ! 2 3 4 6 8 10 12
Time (h) Time (h)

Fig. 16. Antimicrobial activiy of CFDN and CCL
excreted in urine against Escherichia
coli.
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Fig.17. Antimicrobial activity of CFDN and CCL
excreted in urine against Enferococcus
faecalis.

(MICSD CFDN : 12.5u4g/ml

6
CCL 100 pg/ml 10/ m”)

Fig. 18. Antimicrobial activity of CFDN and CCL
excreted in urine against Klebsiella

preumoniae.
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Fig. 19. Antimicrobial activity of CFDN and CCL
excreted in urine against Staphylococcus

epidermidis.
CFDN :0.39ug/ml . )
(MIC“ CCL  :3.13ug/mi 10" ™D
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BB X P.mirabilis TZAEIDBEY, E.coli, Efaecalis,
K.pneumoniae T3[R % TH Y, S.epidermidis T it
CCL #8Bs» T\ iz a8, EREREIH D AAU I 2 BSfELIET
TOFNOBEREICN LT LEFIDEE-> T,
2. ERERHORREY
1) AtksMitBER% (AUC, Table 4)
FHREHETE, IFLFPBERT, BHE B
B)100%THD, UTI EETHER 28, B 1HITEH
ZE100% TH > 1z, BEEIZ 3BIL b Ecoli T, 3BM
DEEC LV FRTHRESNA TV,
2) BHMREBESE (C-UTI, Table 5)
FHREHE TR, 29B0IhEMB, BRIB, PPE
%26, #Esh3PE, FETEELHIT, BYXRRLKTH-
2o UTI EH#EI1Z X D RESHKSIRE (Table 6) 1, EX
1260, BR116, %4 PITHEREBR TH -7, KE
JREERER| (Table 7) (ZH4 2k, 3, 4EE2278I246)
LRI E LD, ERRIZIEE, 4BHLLI8B%TH-
Tzo TS DREFRPAME N T 2 HEZHHR
(Table 8) %4 3% &, £&TII3RT27HR87% DERE
RTHY, Paeruginosa 2 ¥R, S.marcescens, E.cloacae
B 1RO L2, ZOMIBEREIRT X THEL,
MEEREHE & MIC ORSf% (Table 9) 4% &, MIC
73100ug/ml & TD26HKTIT2BRIEA L Twiz, MIC 28

100ug/ml BAED 5 Bk TIZ E.coli 1 BRIZME L 128, B
D ABRIITER LT, REBHRE I 4 BE 5% Tho
7z (Table 10),

3) &tk

BfEAEER L LT, 1BICBEO[LsD 5%
DHBEERE 2 BRI AT, BEEPIET 22 Lny,
AREER T RH I IZHER LT, BRREMIZI90CERL,
16z GOT, 14Uic GPT O LR %8B 7-25, B gE
ZHDTHY TN UFHORER T ICHOERERE
L7,

I, # g7

EEQOEOL 7 x LFIORARECEEEZ L OB
%, ¥ 1, cephalexin? (CEX), cefatrizine®
(CFT), cefroxadine® (CXD), cefaclor® (CCL),
cefadroxil® (CDX) %z ¥V 3 E—tHREFHEITHEY
T 237 0v—71cxt L, cefixime” (CFIX), cefteram
pivoxil® (CFTM-PI), cefpodoxime proxetil® (CPDX
-PR) 2 ¥ 7 LEUBEHCORENEFEOLONR
ERZ LRI, HREh22H3, Th5HFLLERD
BOv 7 = AFIIEHE T S B=HARO b OWENL
RHEARS MVERT OO0, 77 ABHEEICRIER
DHOLYBLAHEMENE S L HERERLTY

Table 6. Overall clinical efficacy of CFDN in complicated UTI
100, 200mg X 2~3/day, 5-day treatment

Pyuria Effect on
o Cleared Decreased Unchanged o
Bacteriuria bacteriuria
— ; 2
Decreased
Replaced 1 1 (4%
Unchanged 3 4 (15%)
. patient total
Effect on pyuria 13 (48%) 5  (19%) 9  (33%) 27
@ Excellent 12 (44%) overall efficacy rate
l:l Moderate 11 23,27 (85%)
Poor 4
(including failure)
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Table 7. Overall clinical efficacy of CFDN classified by the type of infection

Group No. of patients Excel- Moderate Poor Ov.erall
(percent of total) lent efficacy rate
group 1 (indwelling catheter)
group 2 (post-prostatectomy) 1 ( 4%) 1 100%
Mono-
microbial | group 3 (upper UTI) 8 (30%) 2 5 1 88%
infection
group 4 (lower UTI) 16 ( 59%) 10 4 2 88%
sub-total 25 ( 93%) 12 10 3 88%
group 5 (indwelling catheter)
Poly-
microbial group 6 (no indwelling catheter) 2 ( 7%) 1 1 50%
infection
sub-total 2 (7%) 1 1 50%
Total 27 (100%) 12 11 4 85%
Table 8. Bacteriological response to CFDN in complicated UTI
Isolate No. of strains Eradicated ( %) Persisted*
S. aureus 2 2 (100%) 0
S. epidermidis 2 2 (100%) 0
S. haemolyticus 1 1 (100%) 0
E. faecalis 4 4 (100%) 0
E.coli 12 12 (100%) 0
K. prneumoniae 2 2 (100%) 0
S. marcescens 1 0 ( 0%) 1
P. mirabilis 1 1 (100%) 0
E. cloacae 2 1 (50%) 1
P.aeruginosa 2 0 ( 0% 2
NF-GNR 1 1 (100%) 0
A. calcoaceticus 1 1 (100%) 0
Total 31 27 ( 87%) 4

* regardless of bacterial count

NF-GNR : nonfermenting Gram-negative rods
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Table 10. Strains * appearing after CFDN treatment
in complicated UTI

Isolate No. of strains ( %)
M. morganii 1 (20%)
P. fluorescens 1 (120%)
Pseudomonas sp. 1 (20%)
yeast 2 ( 40%)
Total 5 (100%)

* regardless of bacterial count

3, choizatl CFDN R 7' 7 AU HE, BHUE L8
BERHEARZ DVERL, ZORBE N ELICAFY
) v B4 S.aureus (MSSA), S.epidermidis, Streptococ-
cus pyogenes, Streptococcus pneumoniae 12 ED T Z I
BREBCHEATH D, 2 F 2V > Wt Saureus

(MRSA), E.faecalis (= b P EEDHE %2R L, Neis-

seria gonorrhoeae, E.coli, K.pneumoniae, P.mirabilis
RED7 7 LAEMEICIX CFIX L REDHOTIE N %
Fot&hTwa, SEIOEL D in vitro 2B 5 ERE
KR N EBFIT 20D THY, Sepidermidis, E.
coli W 2HBE /I fEICEEL, 2~3BULB-T
Wiz, LinL2d8s, AEID S.marcescens W B8
N CFIX, CFTM & Y ¥4, %72, P.aeruginosa T
BFRE DBRDSAENC R L TRt E TR L 720

F#200mg BEIEORSHDOERBEE A2 &, M
BEI CCL 500mg #EREOHRSHO 2 hICLL, BF
BECEZRMR S, Lab gHEERHLREL Lo
SRGHEIISH L Bbirz, ReHEMIC D> Tid CCL
T4~ 6RO BED67.2ug/ml THBDIZHL T,
AT 6~ 8 BRI TR B72.2ug/ml BB SN, 2D
R b i &\ S ISESTR & LTz,

RPBREBE 3FR L 7280, A%200mg BERST
12 CCL 500mg 85I 5851z b TIEV %S, AFID IR
REf (AAU) & & 18 i3 E.faecalis, E.coli, K.
bneumoniae, P .mirabilis \z$\>T CCL LE%H L <
RENLETH D, RE% 2 BRI ORKESHO
AAU DHBETIRT R TERISEES 2 L & D, RESER
ERH L TAHI200mg #51C & H, CCL 500mg 5 &
REERE 2 U L OBRSRISBIGTE S L EX SN
o BRI B\ Tla BB % (AUC) 36, &
BERBRAE (C-UTD 29fIicREL, Z0HEMMK,
RO S nrens, EHEHEC B 2 HHEEH
ETU00%, HEIC B T8%TH D, UTI B X 5%

EY, BIETI00%, BETHE%L, MMOREOL 7 x4
RI-2r B L CHMBLBIBEEE L STz,

BRELREFROBGRBS L URSEHEEE2R2 L, S
aureus (2/2), S.epidermidis (2/2), E.faecalis (4/4)
BL0BREENTBY, /2, 24677 LABHEEIZE
SHREBFEEL LTHEI A TR, IR, FAEIOD
V@SN, ARZMVERBULEREEZ SN S, MIC
EDHEEEA S &, MIC SHEEMEVWERTOLRES N
TEH, hizFHORIFZ AAU BLURVERTEE
FRicLsbnEEZ 51T,

HERlicA B &, AUC 2 2 8155150mg 4> 3, 1 Hlss
300mg 3 3 CAHWLNTEBD, SHEIXSEFOERL
BREIBLBLEZ 6N, FIZETUTIE%EL 28
EHNBBONTVLBE I E»5, 150mg 533 TH+2CH
HATHs2 ZedmBans:,C-UTI KB} 31 5BAR

(C ) WIix UTI E#FiE < E 0 < T AT sEAE B
) T, 200mg 5> 2532 (2) B, 300mg 53 3 5522 (22)
%, 600mg >3 555 3)BITHH, 300mg 45 3 T8%D
BYEBBONT S, kD AAUDKERYERT S &,
C-UTI 2 8> TIX300mg~600mg 7> 3 HEXFHE L £
ZoNnT3,

FHRBRPICEIER, BARREECNRES 2D
o7z,

DEDR#E: & L% &, CFDNIZ8MM L & U
MREBEECHERALERATHD, 77 2BMEEICIZY
b BADZ Lk, E faecalis, S.epidermidis, S.aureus D
77 LBHERPC O EYRER L EZ S,

X .3

1) UTI#ES (KR KEIEK) | UTI EZFHEERE (55
3kR), Chemotherapy 34 : 408~441, 1986

2) AEBR, ARZAR, AESEE, Ok, ZERE
RESBRIEE ST 5 S-643600 EREMIERIRHIRFFE, REH:
fEF3E51 (6) : 335~342, 1977

3) =HERE, BFET, AHER  WRBNEHICKITS
Cefatrizine D ZE B & /K, Chemotherapy 24 (9) :
1904~1914, 1976

4) FE % SRR ZHRE, FREX, GEHEK!:
WERIBBEHASKIC 517 % Cefroxadine (CGP-9000) Dff
FI#ZER, Chemotherapy 28 (S-7) : 592~607, 1979

5) KEF=KH, BF I, BER_, ZHERE, GHEX:
WREBRISEERIC 1517 % Cefaclor DEBERY, EEFRAIRRET,
Chemotherapy 27 (S-7) :592~607, 1979

6) EREH KR ¥, Ud €, BEEZ, TFREX,
AR | WRBEERIC B 5 Cefadroxil D ERE
L E&FK, Chemotherapy 28 (S-2) :352~363, 1980
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7 FNl—, Rk, PEimth, #H BE, RERE, & UERIR#IRES, Chemotherapy 34 (S-2) : 753~763,
FrREBRIE, SFRREXR, AEER | IRBRRRCEIT2 1986
Cefixime (CFIX) D ERE# 5 & VERRIERET, Chemo- 9 B B, BIEETE, LB ¥ R, TRk
therapy 33 (S-6) : 704~734, 1985 BHER, BR%—, % & ZBRE, -5,
8) Bt B, mIENERE, LG ¥, RF &, FREBRE, Fr FBRIE © WERBEEHEIRIC 817 5 CS-807D Bk ot
FEEkR, Nk &, F8— AEER, =HEE, &, Chemotherapy 36 (S-1) : 788~801, 1988

FH—F  WERBRESICB T 5 T-25880 ERM B

BASIC AND CLINICAL STUDIES ON CEFDINIR IN UROLOGY

Hirosur MaepA, TATEO NAKANISHI, SHINSUKE TAKAGI,
SHojN Ka, Soicur Arakawa, Osamu MaTtsuMoto and Sapao Kamipono

Department of Urology, School of Medicine, Kobe University
7-5-1 Kusunoki-cho, Chuo-ku, Kobe 650, Japan

Nosumasa KaTaoka
School of Allied Medical Science, Kobe University, Kobe

Masavuki Kuwayama, Axira Fujn and Osamu Tomioka
Department of Urology, Himeji Red Cross Hospital, Himeji

We performed basic and clinical studies on cefdinir (CFDN), a new oral cephem antibiotic, and obtained the
following results.

1. The in vitro antimicrobial activity of CFDN against 382 clinically isolated strains (11 species) was
assessed and compared with those of cefixime, cefteram, cefaclor (CCL) and cefadroxil. Of these, CFDN was
the most effective against Staphylococcus epidermidis and Enterococcus faecalis, and almost equal or superior
to the other drugs against other species.

2. 200mg of CFDN or 500mg of CCL was administered at a single dose by the cross-over method to 6 adult
healthy male volunteers and blood and urine concentrations were investigated. The mean peak blood level
of CFDN and CCL was 1.35 ug/ml at 3.70h, and 8.50 xg/ml at 0.86h after administration. The mean peak
urinary levels were 181.6 ug/ml (2-4h) for CFDN and 2,902 xg/ml (1-2h) for CCL.

3. The antimicrobial activity in urine (AAU) of CFDN and CCL was assessed with the following bacteria:
S.epidermidis, E.faecalis, Escherichia coli, Klebsiella pneumoniae and Proteus mirabilis. CFDN showed higher
AAU than CCL in each species from 2 hours after administration.

4. Three patients with acute uncomplicated cystitis(AUC) and 29 with complicated urinary tract infection
(C-UTI) were treated with CFDN for 3-10 days (150-600mg daily in 2-3 divided portions) and assessed
according to the Japanese UTI comittee’s criteria. Clinical efficacy rates were 100% in AUC and 85% in C
-UTI. Bacterial eradication rates were 100% in AUC and 87% in C-UTI.

As to side-effects, only one patient complained of light-headedness.



