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FLWREROAL 7 = ARTEME Th 5 cefditoren pivoxil MFIZ DV T 4 BEMER~ TV A
B UNRERAOBNMERICE L I2THE MR LT, Escherichia coli, Enterococcus
faecalis, Bacteroides fragilis, Bifidobacterium breve @ 4 BB RENICEH S ¥/ 4 EHER
<% Rz, cefditoren pivoxil M #|15mg/kg # 1 B 1[H, #Eg5 HMEORE L KR, %X
FEROLBER T 4 EEH TR LREMKS HECBEOR Y SBD s hte, /NREBKAII B
RN IMERRED/NRAG (BR2H, KR2H, EM2R6»A~8&K6 A, hHE
15.0~24.0kg) = *t L, cefditoren pivoxil %z #l 1 (6] 3.33~5.56 mg/kg % 1 H 3 [&, 5~19
HEROBRS2{To7, ZOKR, 1AITTIELIFTAMLE MAEHEIEI L, RAEERK
DEHELRRVHBL SN0, o 3 HIT B> T it Enterobacteriaceae DEAVEMNEH Sh
TP, FEFEOA S ERIIL , FRUEFERES L URSEERSICK X 2 ERI3E
Bwohkrolc, 7K UBEERENES 7 AREEE AR ORE CHL—RINEMT 285
BEADOSNLEBEL B SB0oTr, HECML T, thoEEsERHcEPILI1AT
Candida D3R EBEBE 2 > 7z, MOEFA TR 2HTERAMOBRE Db L 35 %IC Can-
dida D3NS 2EAB A SN DS, EBEEL 3L 5 kdh ok, XFRESFOEMES cef-
ditoren pivoxil WL TNDEFICB W T LREB I o208, TOEXRTH 2 cefditoren
BIME VRSN, FOMEI, 3.78~1,380 ug/g ThHo Tz FERFRMESL L VSR
HELBFED L8R 6 »ADBREITIR, REPOEED S 1,172~1,389 ug/g L HBRED
cefditoren »S#H & 7z, S B-lactamase FEH I P CBRYEL R L 2. U LOEKED S,
cefditoren pivoxil K#li¥, MOFEOL 7 x AF A/ NROBRAEE IS L2 TES
Y WER L EZ SN H, EFIC X o TIXERE QXA BEET IR S NIBRMEES
RKELEHT2BE56HD, ERSLETH 3,

Key words: cefditoren pivoxil, ¥ 7 = ARF&EYE, BRMAES, /N RRIEK
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LU7-FRECBE L TRR BAEMEORE 5 BAEE

BOE®CHEL, ZhECHELOERICOVTRALT
E7:H0, SEFLVEOAIAF VL7 x ARHE
Y T#h % cefditoren pivoxil (Fig. 1) i2wT, 4&H
B~ AB & WNREEKGIIC BV 2R 217> O TH
&3,
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Fig. 1. Chemical structure of cefditoren pivoxil
and cefditoren.

L. ¥R&ELUHZE
1. 4EERE<YRCBIT RN
(1) HNRBIUBREHE
BEIVZHLOMAL &R 4~6 B DD
ICRRIQIE ~ 7 X 2 A>T, Escherichia coli,

Enterococcus faecalis, Bacteroides fragilis, Bifidobac-

terium breve ZEOKRE LBENCEE S - 4B
B~ A #ER L, cefditoren pivoxil H7#) 15 mg/
kg#1H1ME, sEEAY>7F*HEVWTHREL, #H
EFEPOLEEBEREL 2o X LARRKES %K 455
M= A 2BH LT, HILERE (H, IMNEL
B, INEPER, /NBTE, KB ONBUHOEENK
EREL 1z,

REORRBIVIHEEOLE, RE, HHAE
2, XMOFE? P> TiTo Tz AL 85I
Trypticase soy agar (BBL), DHL agar (Nissui),
EF agar (Nissui), 7 < BiR# MM 5%i0 BL agar
(Nissui), = ~ Bifk# M 5% EG agar (Nissui),
BBE agar (Kyokuto) T#h -7z, HILBESHOME
Bofixix, HEEEMEH 1cmIBRL, REY%:
EFNICRY L, EEGOMBEROHIE & Rk
ROHBEHE DT> 720

~7 ADfE X TREXLER® Rz %% R 2 MZ
=y a—HBOT7A VYV —-F—NT, XKL
DHEELAKKECITo e SV AEEAR I
WAGNER 0 F 8 iz > TiT> 2o

HRAL =&k, E. coli E. faecalis i3It BRFFE
Bt &, B. fragilis BB KEMEVEHZED S, B
breve i3¥ 7 v s AHBFEAF LS, ThELDEER
FboThs,

(2) %ES X UHELEARBYP O cefditoren
BEDOHIE

Cefditoren pivoxil D¥EME TH % cefditoren ME
DOYLIX E. coli NIH] 2B EW & ¥ 5 Bioassay i
TiTo 7,

1) HEE

REWLEML et e MM »—1ic 10ml
SEL, ElEEE, +2CERLIZODIZAT VA
Ay ThE4DOME, 2OMEE L IWBERE %,
D2 DIIFV 77V RAEBH® 2ENLEN 250 ] IE
BCHEAL, ZOY+—VE2BUERL 7z, RBER
WD 4EOHIEPEORMEY 77V AMIEL
T, WMHREER L oo, RIELFEIBICHIEL /21,
BMAR X D MEENE Lo, RMEROER T IZ
0.1M ) v HMETHK pH7.0) L TP.B) 2HR
WL LTHW . £, RERHB L HLEREZY
IC2WTIX30% A%/ —nP.B. (LA MeOH P.B.)
PROTHERRTIZENL 72,

* )77V A MeOH P.B. 0.05 ug/ml

(3) #pEh g-lactamase IEMDHIE

KEE2TRL, 9% D0.05M P.B. (pH7.0)
PMMATE AL, 4°C, 10,000 r.p.m., 20 5%
LM%, L% 0.45um O Millex 7 4 L% — HA
(2VR7) THRAL, TOFRERBL L THL,
BRBEEL=rot7 4 VBB (500 xg/ml) % KGE
¥, 60 pMCHEBrSFEBIELI-bOEBYEL
L7z

2. /NREBKRBNC B 58

(1) XN&RBLUCHESHE

¥R 3EIA»oFR4EIBETCO6 »AMIC,
H7 8 » Wb NRRHCHERSE CABRE b L < i3
BeL 7z/NRD 35 B, cefditoren pivoxil k&8 G &
BohzaplentRe L, EAEBR24), &LR2
Bl, EFMHE26 0 A~860H, FKEIX15.0~
24.0kg Thoteo KBONRIIEHEL 26, BER
#14, REEBIIE1BITD - 720 85581 cef-
ditoren pivoxil 7% 1[5 3.33~5.56 mg/kg * 1 H 3
EEOKS L, HS5HEMIE5~19 BfE Lz, BER
O, Fi, KE, KBL, 1 ARS5R, 5LURE
#ARS % Table 1 iR L 72

7t B cefditoren pivoxil A DERH I H 72> T3,
REEBLUVEE (ERBOEE) CHBRONELH
L, A%\,

(2) REBIURESE

Cefditoren pivoxil R A& 5 Ba%A%, EHEEDOM
REBEL, 56, &5, BERORE 1gP
SENSEEMAEOS - AEL L CEHGHE2T-
Too RIRFICHEBER DOEABE, B-lactamase 3E MY,
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Table 1, Background of the patients and administration method of cefditoren pivoxil
Case Se A Body weight Disgnosis Daily dose Duration
no. X ge (kg) & (mg/kg X times) (days)
1 & |(8yé6m 24.0 Pharyngitis 5.56%3 5
2 $ |4dy9m 15.1 Pyelonephritis 5.52%3 19
3 e 2y6m 15.0 Pharyngitis 5.56x3 10
tract
‘ 2 [5y3m 15.0 Urinary trac 3.33x3 7
infection

B & U Clostridium difficile D-1H R OBIE S 1T -
T2

WERHERE By Y ER—F— (Z2V AN
Y774 CBRNRL, MRRET LCTHREL 2,
KEFHE O - FE B & UBEBEH M IIMETRIE
24 MR T o o & 70, HEFIMERER DMK
IZEREUER — 20°CUA T THIRRE LRI ICHE L e,

BREEOHHIITROLEBITH S,

1) EEPHEOSE - FE, 8LUEKIESE

BRL - REORRS L UL, RE, HRAE
¥, KEOHED > TITo 7. AL L
Table2 iz7xL 7z,

—ER D 5> MERRIT D V> T it cefditoren D B/NRH B
IEEE AT MIC LET) 2 ER{EREESER
BRI DHEL, KAKREH, b, BOXHER
;L7

2) HEEDEFBEOHE

HELCHLTIEED0%AS / — L EMAE
EVFAXLT, BUSBEOLEEIVRT 740
% — (0.45um) TFRL, ThEMERELL T,
BBk a2+ /57 4 — (BAFHPLC &)
#Eiw & D, cefditoren pivoxil, cefditoren ¥ » §IE
L7z

Cefditoren pivoxil fIERBE R TZDO LB TH
3,
#%E, B8 HPLC LC-6 A
A7 ., TSK gel ODS-80 TM (¢ 4.6X 150 mm)

Table 2. Bacteriological medium

Aerobes

Trypticase soy agar (BBL)
CLED medium (OXOID)
Mannitol salt agar (Nissui)
EF agar (Nissui)

NAC agar (Eiken)
Candida agar (Nissui)

Anaerobes

BL agar (Nissui)

EG agar (Nissui)

BBE agar (Kyokuto)

FM modified agar (Nissui)
Kanamycin CW agar (Nissui)
Vancomycin Veillonella agar (Difco)
CCFA (0OXOID)

LBS modified agar (BBL)

Cefditoren }ERHIRTELEDOLEBY TH 5,

%, B3 HPLC LC-6 A

# 7 Ah; YMC-PACK AM-312 S-5 120 A ODS

(¢ 6.0X150 mm)

#—F# 3545 YMC-PACK AM-312 S-5 120A

ODS (¢ 4.6X10 mm)

A —F # 7 &; Nucleosil 10C18 (¢ 4.6%50 mm)
T EtH; 25 mM HCOONH,: CH,0H: CH,CN

=45:27.5:27.5 (V/V)
BRHBER; 270 nm
Bi®; 1.0 ml/min

8118, 0.5% CH,COONH,: CH,0H: CH,CN

=20:3:2 (V/V), 5mM1-~*¥%7
ANVK BT MY T ARD,

KB, 295 nm
¥if; 0.7 ml/min



VOL. 41 NO. 3

Cefditoren pivoxil ¥ DMBPIA M IC 38 & 12T KW 361

3) ¥(Eth -lactamase X DRIE

JERBR~ 7 A TIT> ¥ Mh §-lactamase 1E
HOMELEER—OHETITo N,

4) C. difficile D-1 FilROMH

C. difficile D-1 filRMRHI AR (C.D. CHECK -
D-1, E3#{LER) BRI Ty 7 ARMEIC & V1T
2 7o ¥ SE 12 M M L & Enterotoxin D-1;0, 125,
250, 500, 1,000, 2,000ng/ml 2 Eh FThHR L L
THEMNLEZaY o — L EHEL, Ong/mlB LU
125ng/ml ¥ (—), 250 ng/ml % (%), 500 ng/ml
% (+), 1,000 ng/ml 8 & 72,000 ng/ml ¥ (#)
Ll

II. & |

1. {BEERR~=YRITBII RN

Cefditoren pivoxil M FIES5hDRKFERDOEHIZV>
ThOBECOWTHEEHKE S HECBEDORY
BED SR (Fig. 2), 7, YHMBS®ROML
BERWOBEHIZa > bo—nicHEL, 4EREE LIz
B, MNETE, KBTELL, /NRPSTHMINT 218
ABAED O, WFhbKERETRE Lo -
(Fig. 3),

KEL L UHIELERBZY S O cefditoren % & 12
Table3 IWRLAEBY T, AHBEXTCOXFEF» S
REHIh2» > BHLELBERBZY» 6 3R s h,

15mg/ kg, p.o.
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Fig. 2. Changes of viable cells in feces following
administration of cefditoren pivoxil.

E. coli E. faecalis
~12.5¢ ~12.5p
g ¥
< 10.0F =~ 10.0f P
/g . -
575—\ / g75-‘~ /
N ’ S ~
g 5.0 ~ 8 5.01
2 2
@25L 2 2.5
> > 0
T m W v T 0T m v v
B. fragilis B. breve
_12.5¢ Ea12.5—
3 2
210.0p, 7 Z10.0FN -7
N / - \ /
- 4 g \ /
§ 7.5 3 7.5k
S NS/ o /
v — \
= 5.0k T 5.0F v
o (]
2 25t 3 2.5F
2 5~
> 7
T 1T WM v V I I m N V
= cefditoren pivoxil I: Stomach

(n=4) II: Upper part of intestine
m: Middle part of intestine

= == control IV: Lower part of intestine
v: Colon
Fig. 3. Distribution of intestinal bacterial flora of

mice following administration of cefditoren
pivoxil.

/NB LB & TERIC 0 17 TOREY TIIFHIT 189~
317 ug/g L LLEEHYESIREE O cefditoren 23 H X />,
KBEABZYHROME ZRHEBARLUT~87.9 ug/eg (F
¥932.0 ug/g) THol

BS54 HEE TORED S L CHELERNEYLD
B-lactamase {E¥ 11X, TRTHEMETH- 72,

2. /NREBRBIC 81 Mt

(1) fEis L UHLRER

WFNOERIZ B> T b cefditoren pivoxil ki Fl#E
EhEHOELRED Shishorz, X -EBH, B
2 L OMEERERIZED ST, IR3E 2L 2 5
bHRhotz,

(2) BREEEOLE

4 BIOEES 1 g hOMBEH DL H) % Tables 4~7
BLXUFigs. d~TWRL T, ERWC LD, BHHE, &
BOEBICETOE S D ENA SN, BEFAOK
B FEHERER L AN EREBORE) 1o
WTHSE, Efl 1l TREDICEEOBAVERLA S
NIzDHT, MOEFNC B W TIRERMEZEL TIE
EALEBBTED ST,
BEENCEROE#H 2~ 2 &, EH 1 CFERLF
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Table 3, Concentration of cefditoren in feces and digestive tracts (tetra-contaminated mice n=4)
1day (pre) | 2 days 3 days 4 days 5 days
mouse
middle rt
no. Feces stomach um.m p,rt part Io\.ver pa colon
of intestine | of intestine | of intestine
:: 1 ND ND ND ND 11.5 142 108 94.8 ND
ES
g 2 ND ND ND ND 1.52 138 688 690 87.9
% 3 ND ND ND ND 0.40 4.76 7.60 44.0 0.24
HIEE ND ND ND ND | 76.0 | 47 464 329 7.1
3
Mean - - - - 22.4 189 317 289 32.0
Control ND ND ND ND ND ND ND ND ND
ND: not detected
S
16.7 mg/kg X5 day, p.o.
10 Aerobes
- B o——eo Enterococcus
3 s o--—0 Bacillus
k] | o -— Enterobacteriaceae
T 6 —t Candida
2 L C—=5 Total count of aerobes
]
5 4+
‘s -
= —
L) \
0 1 | b‘— b
-1 2 4 +2 +5 +10 (days)
o ¢ o——e Bifidobacterium
3 8 o -—o Eubacterium
e=.» | o --—o Fusobacterium
3 g o—0 Veillonella
2 a—a Lactobacillus
'g 4 & -—& Lecithinase( — ) Clostridium
b9 a—--a Lecithinase( + ) Clostridium
- 2 . 0—o Total count of anaerobes
3 _ .
0 ‘H 1 1 i | 1 \‘
-1 +2 +5 +10 (days)

Fig. 4.
(Case 1, 8y6m).

[MEB & VRS E S EFR SR B L, #F
[EERBOBRE DHD L RS ERX OB LR
BRH Shizhl, WOEMIZBW TRFIHEERY,
RIEERBCKELCERRITEDShizh o,
BEJHOEB 245 L, IFRMEOTERETH S
E. coli #13U® & ¥ % Enterobacteriaceae Ti3, &
1, 2 TE. coli & Klebsiella pneumoniae DX %

Changes of viable cells in feces following administration of cefditoren pivoxil

WA, ER3TE. coi DEEOBRYBEFLTLE
Hoh, —EDERIT Enterobacter cloacae H33#i3
AfERMB A SN, fFEH 2 TR—R/EOEHOAT
® o Iz, Klebsiella oxytoca 1385818 & V5K
B S hiho o, EFL, 2, 3eBLTHREE
T#izRE s, Enterococci k2T, EH 2
4 T E. faecalis DV & Enterococcus faecium O
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0 : 4 7 12 15 19 +3 +8 (days)

Fig. 5. Changes of viable cells in feces following administration of cefditoren pivoxil
(Case 2, 4y9m).

16.7 mg/kg X10 day, p.o.
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0—o0 Total count of anaerobes

N

) r T
7
AN

0 - l +1 +5 —+8 (days)
Fig. 6. Changes of viable cells in feces following administration of cefditoren pivoxil
(Case 3, 2y 6m).
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10.0 mg/kg X7 day, p.o.
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N
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LI LA L L L L L
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O -=—d Peptococcaceae
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8- —@ Clostridium difficile

&~ -—4 Lecithinase( — ) Clostridium
&r—--—A& Lecithinase ( + )Clostridium
O—0 Total count of anaerobes

1
0 3

Fig. 7.
(Case 4, 5y3m).

s, 3 TE. faecium OV & Enterococcus
avium OB A LNERE, BRANTOEEOE
BHED s hiet, FERLSEOBEBILER 1 TEH
BE5h I ERARHEIBED SN UM, HEDKX

EREBIIBD Sk o fo, Pseudomonas aerugi-

nosa T DD T ¥ v EEFERBEN S 7 LABMEERE I,
fEBI 2, 3 TREPIC—BUHEOHMERL 1228, &S
BELR3zonhot, £/, HEWML T, 1,
2, 3T, BE5DHB0IEE®R I Candida H3EINY
ZEMLBED SN, EBEFEML Lo DRbOE
EHSEHCHED LIES 1 DA TH - 1z,

—7%, REKMEE TR, TEEMED 5 b Bacteroides
DHERI 2, 4 THBA L2, TOBPREEL L {IX
—i8M TH - 7. Bifidobacterium IFEH 2, 3, 4 T
RS hizBuFhOERICB T b cefditoren
pivoxil AR 5H], B, BEBCTKELREHIA
SN d oz, Eubacterium i3fEH 1, 2 CRES B
X URES KM, EH3, 4 TRB{EEPCHEL T2
7 E—EDEMDESD S iz o 2, Peptococaceae
DV TIRER 2, 4 TREP BT 2 EHABED
shtz, fER 1 T cefditoren pivoxil KA EHi i

+8 (days)

Changes of viable cells in feces following administration of cefditoren pivoxil

BH a7 K8 (3 Fusobacterium, Veillonella,
Lactobacillus, Clostridium D& TH-1:5, Zhdd
BRIV THh L EARS P IREBRAUT RS L
feo RBEABERCEDY L MEOS i, B5K
THRHEAECICEBEML, @83 5 ERSE
ol

C. difficile \3fEf 4 @ cefditoren pivoxil KF5
B L URETOERFEOALSHES N, C. dificile
D-1 FiER 1, 3, 4 TERRLS B L UREED
UWErORE SN0, EHCELEBDLERBT
{, LR L C. difficile, C. difficile D-1HilR L
DRIC—EDRFRRIED Shizho Tz,

(3) HEDFERBE S LU B-lactamase &

Cefditoren pivoxil S/FIE 581, $, ROEEFE
#IME B L U f-lactamase IE M4 % Tables 4~7 LR
L7z, HEBEHIERBEE 2 MEERIDE K & > o T2t
cefditoren pivoxil i 4 fEfI & b EEDH» 5, RHS
ny, B0 b 3 cefditoren X 3FEH THRIELE N,
Z DM, 3.78 ug/g~1,389 ug/g TH o fzo KlE
HHE R OEB IR & 5o iR 1 TS 2HE
1,172 ug/g, 4 BH 1,389 ug/g k& & B K O cefditor-
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Table 7. Fecal microflora, concentration of cefditoren and cefditoren pivoxil and 8-lactamase activity in
feces before, during and after administration of cefditoren pivoxil (case 4)

Day of study
0 (3/2) 3 (3/5) 7 (3/9) +8 (3/17)
Total count of organisms 9.3x10'" 2.4x10%" 4.0x10% 7.7x10%
Staphylococcus 1.4%x10° (=) (=) (-)
Staphylococcus aureus
Staphylococcus epidermidis 1.4%x10? (-) (=) (=)
CNS
Enterococcus 6.2x107 5.6Xx10° 3.6x10° 1.7x10°
E. faecalis 6.0x107 (-) (=) 1.4%107
E. faecium 2.0x10¢ 5.6%10° 3.6x10° 1.6x10°
E. avium
Bacillus 8.0x10? 6.0x10? (=) 1.0x10*
Enterobacteriaceae 1.6x10° 6.0x107 2.2x107 1.0x10°
E. coli 1.6%x10° 6.0x107 2.2x107 1.0x10*
Citrobacter freundis
Citrobacter diversus
Aerobes Klebsiella pneumoniae
Klebsiella oxytoca
Enterobacter cloacae
Proteus vulgaris
Morganella morganii
Enterobacter sp.
Pseudomonas aeruginosa
Pseudomonas putida
Pseudomonas sp.
Candida
Candida albicans
Candida glabrata
Candida sp.
Total count of aerobes 2.2x10° 5.7x10° 3.6x10° 2.7x10*
Bifidobacterium 2.2x10% 1.2x10%* 3.6%x10' 5.6x10'
Eubacterium 5.6x10° (=) (=) 1.8x10'"
Fusobacterium 3.2x108 (=) (=) 1.2x10¢
Bacteroides 6.2x10' 4.3x10° 1.4x108 1.3x107
B. fragilis
B. thetaiotaomicron
B. distasonis 6.2x10' 4.3x10° 1.4x108 1.3x107
Anaerobes B. vulgatus
Peptococcaceae 2.6x%10° 2.0%10° (-) 2.6x10°
Veillonella 1.5x10° 1.1x10¢ (-) 2.6x107
Lactobacillus 8.0x10* 4.8X%10° 8.0x10° 1.4x10°
Clostridium difficile 2.0x10¢ 8.6%107 1.4x107 (=)
Lecithinase (—) Clostridium 3.6x10° 6.0x107 (=) 8.0x10*
Lecithinase (+) Clostridium 4.6%10° (-) (=) (=)
Total count of anaerobes 9.3x10* 1.8x10% 3.6x10" 7.7%x10"
Concentration of cefditoren pivoxil in feces (ug/g) ND ND ND ND
Concentration of cefditoren in feces (ug/g) ND ND ND ND
B-lactamase activity in feces + + + +
C. difficile D-1 antigen - + + ~

ND: not detected
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en SR BN,

R{Ech g-lactamase FEMEREFR 1 R E2HBED
REERE, SEACBOTRER, B, #EEUT
TRTBETH- T2,

(4) REHEREHROEXIBZM

KEFAOKFERL SHME L ERD S B, BAM
EWEMER T 2 TEERTH 2 Enterococcus, Enter-
obacteriaceae, Bacteroides, C. difficile \z> &, cef-
ditoren ® MIC 2§l L 7= B M % Table8 iz 7R L
2o

Cefditoren pivoxil MA# 5o REF T 2 Wkt
LT iREKAE Y MIC 2 RTBENZVESTH2
8, B5HEi#c B 2 cefditoren ® MIC {HOZE1L X
£ B 1 D Citrobacter freundii T 0.39 ug/ml—400
pg/ml, FEH 2 D E. avium T 1.56 ug/ml—25 ug/
ml, Bacteroides vulgatus T 1.56 ug/ml—50 ug/ml,
$E61 3 D B. vulgatus T 6.25 ug/ml—400 ug/ml, fE
%4 @ E. faecium T 100 ug/ml—400 ug/ml, Bacter-
oides distasonis T 3.13 ug/ml—>400 ug/ml, C.
difficile T 6.25 ug/ml—200 ug/ml & & h & h MIC
HOMINHED S LR, WwTFhoBEEIzBWT
bRERERIBDONEL -7,

1. % ®

Cefditoren pivoxil iZBHEMNEKKRSH THREZ L
PHRLOWIAFVEEORY 7 x ARIEVET, &
OfE5ETIRIE LA LRI E Ko cefditoren D
pivaloyl oxymethylester XE¥&TH 3, XHIZEFh
BEIIRIE L A CREEE RV, NREBED S
BREn2BCBEROTRT 7 —¥iZ &> Tnks
Bah, BN TRMEEY % § D cefditoren £ L T
fEA ¥ %, Cefditoren i oxyiminocepharosporinase
L& 8 f-lactamase K EETH B 720, 77 A
B, 77 AlRMEICE L TRBIEVWIHERRZ + 5
ARFLTW3BY, Z 35 L k&5 5, cefditoren
pivoxil BIENMHEEICH L TED LI 2EEEB &
RTOOLREKDFI-NBEIATHS,

E. coli, E. faecalis, B. fragilis, B. breve 0 4 EHE%
B2 2 kBB T3, cefditoren pivoxil hiF|
DR GHh%E S HEIC, 4L b KEHRORY 1R
vohly, FOBERESHI»OHES54HEBETO
1/10~1/100 BETH D, cefpodoxime proxetil D
B IZI2R% DFME T H o 7z, Cefditoren pivoxil
HAE RO CUNRERAIDBREERE CB L IZTEE
ERALI-EZ 2, 1 PICEERFAMHE, HAKE
VEDL, IFREEREOBEREY, RIMEERHEO
EHRBDY L, TncHE> HEOMMBED s hi,

LHL, E0fio3FTIE, &5+ Enterobacter-
iaceae DM A S NI LN ICERBZIFNIEE,
oM OMMKICK 2 LERIZR L, 7N VMRS
75 AR NBE, C dificile NERHRL LS
ERALED Lo, £, BEF ML I2M
WM ERT RO ML, b & DMK
BT 5 EEHED Shtc, —HNAEEOER &
B RIRHH B L Bbh b cefditoren pivoxil K1
BE5EFOREHOEFIME ML T2, 4FFIFT
¥E5hy L3S E®ORMES S cefditoren M
Hahid, BAMENOEMOKED > 15T
1,172, 1,389 ug/g & MM &R L 7= BASH i3, 3.78~
57.9ug/g EMWATRE» o, £, BEFADOK
(B0 553 & N -EHROEXR N T 2 KEIBZKE I,
Citrobacter, Enterococcus, Bacteroides, Clostridium
O—EOWET, 5P L B#ERIC MICHD
ERBFBH S, HOH L OBEKTIIKELER
RED Sz d o, BALE DR i cefditoren
pivoxil 2N IS L 7-BE'Y L 8B RIEL
LR Td D, AEMhoFEOL 7 = LK LR
NROBRIERIC B &I T EOD R L%
Aoh3, 12V, PiRSEORNTYASNIZLD
2, AFBTZAFNVAMEERET 2 0797 TH
2cbhrdbs ¥, EEDICIEMER D cefditoren 43
BORE TR S BNHEESK & S EMT 256
LbHH0T, ZOL3HECRBERMEEEOLRIC
#5 THTPEZRICER T 20808 5,

E

e CEA, ARMESZ L-BEREBRAE
EEM/NRREHE BRERERBEBCERVILE
To

X L

1) FEEE—B:REYERORSOBNMENC R
THE, BT—K, Germ-free v 7 A 2 BV EBY
Widf. RRAEFHEE 54: 766~779, 1980

2) MEE B REVERORS OBRMESC R
THE F2R. BAMEABOLE L RERBEIE,
IRYAEEHESE 54: 780~788, 1980

3) HHEMH: SEONEVBERSC LI BANAEROE
B, \MEMYWEAOLEER, BRYEEHE 560 1203
~1215, 1982

4) wHEEH: SEREDERS L 3BRAHAEROE
B, NREESICA SN B HBIC DV T, BREF
HESE 56: 1216~1224, 1982

5) EH W, KHEEX, A B, B Bz, GES
H, BEEE, FHRE—ER, BB, B)Ifx, &
B B, IWWTTH, RERE, EFE—, )BT,
X, AEME, THEEE: Cefixime (CFIX)
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6)

7

8)

9)

10)

ORI E M B2 T W, B 2 M 60: 549
~573, 1986

HE B, REARX, BE M, B Bz, ENE
H, Bk, AN, E)TH, KFE—, B
JI| B, MR Cefroxadine dry syrup ORI
WM K&i2TER, Jap. J. Antibiotics 39: 1967~
1974, 1986

HE B, LE®S—E, & B, REEX, MX
0, W, KON, AN, &S5, Y
JUMEA, TR Sultamicillin o B PIND 86 W - K
I2T¥%., Jap. J. Antibiotics 41:2012~2034,
1988

#EH %, LES—H, & ME, REEX, WK
0, eliEH:, Bk, EW—EE, BTSN, B
JIMEA, HiMR{REE: Cefodizime DRBPINTME M i I
T8, Jap. J. Antibiotics 44: 412~425, 1991
HEH B, LEA®—R, & K, sgEEx, WK
®, RS, e, FHEN—EE, B/IEH, B
JIEA, TR Cefpodoxime proxetil DJBPIM
M523 W, Jap. J. antibiotics 42: 1667~
1684, 1989

HE & MHES, BEX—, & B, KERE
K, ¥ 4, KW, skEMs, B)IIBE, B
W1, R Norfloxacin OBSAME M RIZT
#%, Chemothrapy 38: 1206~1215, 1990
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Effect of cefditoren pivoxil on intestinal bacterial flora
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The effect of cefditoren pivoxil, a new oral cephem antibiotic, on intestinal bacterial flora was
studied in tetra-contaminated mice and pediatric patients. Cefditoren pivoxil in the granule form
was administered in a dose of 15mg/kg once a day 5 consecutive days to mice infected with
Escherichia coli, Enterococcus faecalss, Bacterotdes fragilis and Bifidobacterium breve. The viable fecal
bacterial cell count of each of these 4 species was slightly reduced 5 days after starting the drug. Four
children (2 males and 2 females, weighing 15.0 to 24.0 kg) with bacterial infections were entered
into this pediatric study. Their ages ranged from 2 years 6 months to 8 years 6 month. Cefditoren
pivoxil (granules) was administered in doses between 3.33 and 5.56 mg/kg, 3 times a day for 5 to
19 days. Some variations were seen in the fecal bacterial flora of these patients during the period of
drug administration. Cell counts of primary aerobes, anaerobes and total anaerobic cells decreased
markedly in one patient, but in the remaining three patients the total number of aerobic and
anaerobic cells did not change greatly, except for a tendency for the cell counts of Enterobacter-
iaceae to decrease. Glucose-nonfermentating gram-negative rods tended to increase transiently, but
did not become predominant during the period of cefditoren pivoxil administration. Candida became
predominant in one patient in whom the other bacteria had markedly decreased. In the other three
patients, however, Candida did not become predominant, although it did tend to increase in two of
them during or after treatment. Cefditoren pivoxil was not detected in the feces of any of the
patients, but cefditoren, the active form of cefditoren pivoxil, was detected in concentrations
ranging from 3.78 to 1,389 ug/g in the feces of three patients during treatment. A high concentration
of cefditoren (1,172~1,389 ug/g) was detected in the feces of the 8-year-6-month old patient. In
this patient primary aerobes and anaerobes decreased markedly. Intestinal bacteria that produce 8
-lactamase were present in the feces of all the patients, Based on these results, cefditoren pivoxil
had relatively little effect on intestinal bacterial flora. Because of individual differences, however,
the drug may excreted in the feces in high concentrations, and this would result in changes in
intestinal bacterial flora. Consequently, attention must be paid to fecal drug concentrations.



