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BOAY 7 = ARTLEYH TH 2 cefditoren pivoxil (CDTR-PI) 02, 4, 7.5, 158U

30 mg/kg % Kbl-JW R4+ ¥ DR RBEERBICEOREL T, WML LUK - BRICS
IRTEERERNL, XOBREE. BMYTR, 7.5 8L 15 mg/kg EHTHESE
1802, 30me/kg SR TREN1H, MEXTHCEHEEINI, BHEHECOVTR, 4
mg/kg HEFHTRESHMPICEHED U oss, FEHME TIEIRIEM 28 U T iREE & ofic
AREZERADONE D52, —F, 7.5mg/kg U EOREHTIIARKEN 2B - BARK
DERRL EERIMANGHSED Shie, BE-BBRTIR, 7.5mg/kg U EDOBREHTEFRKR
HOBDH, 30mg/kg BEBTHOKBREEDOHELNENTABD SN, ARRERE
BIUNSEE - BRBEEROERE T, CDTR-PIBRSCEEL -REB L UERORTE T
vonirot, UEORER»S, v ¥RABELENHKR SRR B 5 CDTR-PI O
HER, BRYO—MEMHICNL Tid2mg/kg LEEIN S, BIYIOLEMSB L UH-FKIR
LTIk 4dmg/kg EHEES N 305, FEHEZVbDLEELI OGNS,

Key words: cefditoren pivoxil, 0+ 7 = &, BBRBEERGEKRE, V¥ ¥

Cefditoren pivoxil (CDTR-PI) 3L { s h1-£F
Ot 7 = ARMEME T, AT cefditoren (CDTR)
D77 LRM%E, 77 LBtECLEEONRENET
T7uRI 9 /94 7OREMETH 5,
4Bk, CDTR-PlOB&#MS LUK - BRI L IRT
TEERNT A0, BOKRS L 37  FRRAEBEEK
MRE5FBRERBL:OTHRET 5, kB, 49, AFER
(F%1) CRrESE%E 7.5 15 30mg/kg wBEL KK
L7885, BEWBIUR - BBRCHT 2 REFREHET
AIEMTELpoID, E5128LU4mg/kg D
ERRCOVWTEMAR HB2) 2TORNLL0TE
bE¥THET 5,

I. RBHEEIUHE
1. #EBYHE
CDTR-PIE%* (Lot No.7017: & & 95%, AT
CDTR-PI) ®Mwiz. AMEZHKHKA, BELOBK
T, BEh T2 25°C CIRME TRETH B,
2. FREYB X UEERNG
HE 16 888, M 1588 0 Kbl-JW %7 4 ¥ (SPF,

WATE Y o VBT, £&ET; bils <A
R &t 18 I, #fE 160 & (3ABX 1 T 100 &, 348k 2
T60E) MA)EA, 4 HEOKES L U3 BHEL
LoBtD®, BE BV ERUCABRICHL o &
B, XECBHBROBEE IH IR 1 T3 1788, 3R
B2 i 388 (RER1 CHEALEY), Mz
1B8LU2Lb 16 BKTH- 7,
RERNMETREC L D RERBEERLIEEDbR
iM% AT 9 RFERTR > S8 1 BRI 111 CREX
¥TITY, BIERETHTUED S B ERER
MEMEL, TOHEEFROBE LT,
RRRIIEYIZ, B 1 CIREKIC L0 > TR
CIRDSVEEBEL . HE2 TRIER0 HOEEEIC
BOTHBE L ZREHEOMICAERESEWVES I
BEL?. 8, KB 1 TR 1Y O 16
~181C, HIRMIMEBMOEIIROBIIBIT24&EHIZ
3,058~3,597 g, W12 16~18 B TH > 72, R
2 T 1BEYD 14~1T B, IR OIENR 0 H
DIEEIZ 2,940~3,621 g, B Z 16~17 B8 TH -

* WL X AT ET 760
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A

MR & b WY I3 LR 21~25°C, BE 45~65%,
FEBA 12650 (7TRE~19RF) KBELAA—NVT VY
YaBRDONY YV AT LML LBREANT, B
380 mm, # % 370 mm, BT & 500 mm D HMK 7
— (XM i IRE RO VA MR i1
EINAE LUEHE L 7. Sk 6 0 B A OB HRK
BEREK (GC4-R, 4V v 7 VEERTHE) % 1
H#7110g~130 g (EIRAM S I2 150 g) DHIRKE
LT, g7, SOEKIZEXRE % 2 ppm Al
B oAGHA R BRI E ¥,

3. ARBIUREL®

(RBx1)

CDTR-PI 4#|D> v 4 ¥ B5 R B BB R 5 HR"Y
DERXEHLL, 7.5 158X U30mg/kg 58
RRELT,

[Hg2]

HB 1 OKER, 7.5mg/kg L EOREEICRBY
TRFEFDOHIE B L EEMINMEIsS, 7K -RBRET
REFRREOBRIBEBH >h, BEERYIDET S
IENTEEMoT, LId->T, CDTR-PI&ESIC
X 2BEMB LUK - BRRCHT 2 BEERFHEET
370, ARBOKRSEICI27.5meg/kg DK 1/2 B
BThHs4mg/kg L ZDH¥BTH 2 2mg/kg #RE
L7,

AR L bS5 IZER6 H» S 18HE TD 13
HE L Lz, B5ERIIERERRKCECEORS
EL, TABEYCFERAVLTENIC 1 B 1 BRE%IE
OS5 L1, REHREIIER6 BOKEEZEREL L
T10ml/kg DRERFRICRSEEL5120.1% H LV FE*
YAFNEVO—RF MY T AKEKGLERIZE: L
T0.1% CMC /k#E#) THERWE * AR BB RN
L7z,

MEEIFR]IBLIUV2ZERLTHREREL, 0.1%
CMC kB # % Rk 5 L 7z,

4. BEHREBLIUVAE

BE#YO4EEE L U—RREBOBRE JE RPN S E
BiTo7z, 272U, BE5HETO—RIREERIKRS
E&E®HD 1 A 2E{T-

FiRBEP OEERE X, ER0 H, 6~19, 22,
25BLU29H (12721, HMEr#MAEIZEFROA %
BHAEL LEHAZERCBY 2 6EHMBICOVWTE
M) WCEEEERE TR0 H 2R ERVBGEE
(72720, st XEMR6, 8, 10, 12, 14,
16, 19, 22, 25 B L U229 HIZ D W TEM), BAE
flE X e 6, 8, 10, 12, 14, 16, 19, 22, 258 &

V29 BifTote, 28, BERS X URKRIEEN
EHDOHBICERERHE - BAKLIMEL 7,

BRL LMY ILIER 29 HICHKBT CHEDML,
IR EETE - AT ARAICRRL 1o, FEBLU
R R L, M, WREONES L CUHKAR
EHBLI, kB, RESBEDOLNIBER, LB
IECTEREEL, REBEIEE L) VU HICH
E, REHBREORELEREL .. FEB L UHE
BMY b HEVIMBL, ER29H % TEFL
7- By £ ERROILR 21T > 70

TELYE S NIRRT — 5 b oBRAL 7,

HIVI%, BMYT L CFERORM - %
IV, BEKR-FETRREERB L FEFRRBERRT,
¥7:, SAMYLSsBON-EFERKER, OBNES
HINEREBES L UVKEMNTE21T-o 8k, ¥1/3
12 Bouin #ic EE®, MSE AR OBERMMHEY, £
Dfth iz Barrow &% iIC & > THHRBHE *EEL, &Y
#12/3 ISR E - BRONEMRES L U5
FETV, 0B U ED7Va—LTEER, 7V
Y RBLTBREBEL, &8, MEREKRT
BREBERCHLIBRR7IFYI vy FSET
NETrTIN—TH - KREBREBL TREL ., RERH
RIZOWTEREBE*1T- 12

5. WA ERIRT

EMINE, BER, FAR, B/EK BHEKE %
INES, ECRERHK, HC - RINESY, £FHREYK,
ReREE, HMERKEKREYR, BIEROFHEL X ik
RETRINHEEINBH L ESHMTFRES
To%, FNMOBE I Student DtRE®, °°%
REDOBE X Welch ODRE % 1To 12, FDfth, BE
x, BRIUER, FECRKRAE, T - BNER, S
RE, NEREKRREE, BB IUNSHERETO
R, REBIUREHRAORBERIEULRRE
%, RPEBIURESEHYOLRE, £EKBROKH
3749y r—OEEBREEC L IRERTo I
THhORE b EABRONER L CDTR-PI & 58L
D2 HEHEETY, EEAEIRSY% (p<0.05) B
LU1% (p<0.01) kL7, %8, H-BRRHETS
HERRAE LT 1R EEAHA L LT,

II. & E 3

(38 1)

1. BEMCBLIZTRE

FEUHINERE2 TR TORESHTEES LY
Mo Tz,

REBIURERAIMBERCRBEEISh R,
25, 7.5mg/kg B E5HTHEH 18514 (5.6%)
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Table 1. Findings at caesarean section of rabbit dams treated orally with cefditoren pivoxil from day 6 to day 18
of pregnancy (Experiment 1)

Control Cefditoren pivoxil (mg/kg/day)
Observation
(0.1% CMC) 7.5 15 30
Pregnant dams 16 18 16 17
Aborted dams (%) 0 1 (5.6) 1 (6.3) 7 (41.2)°*
Prematurely labored dams (%) 0 0 0 1 (5.9
No. of corpora lutea 166 10.4 £ 2.0 197 10,9 £ 2.7 161 10.1 £ 1.8 172 10.1 £ 2.2
No. of implantations 160 10.0 £ 2.2 161 8.9 2.7 141 8.8 £ 2.3 150 8.8 3.0
(%" (95.94) (83.15) (86.97) (86.20)
No. of dams® 16 17 15 9
No. of dead fetuses or resorptions | 12 08 1.1 27 1.6 £ 1.7 20 1.3+ 18 24 2.7+35
(%") (6.99) (16.57) (13.09) (26.00)
Dead fetuses 8 0509 18 1.1 £1.3 14 0916 9 1.0+ 1.3
(%" (4.72) (10.70) (9.10) (9.24)
Early and late resorptions 4 0.3 0.6 9 0.5 = 0.6 6 04 £0.6 15 1.7+ 3.2
(%") (2.28) (15.86) (13.99 (16.76)
No. of live fetuses 148 9321 123 7.2+x27°* 112 7.5+21°" 56 6.2 +32°
(%") (93.01) (83.43) (86.91) (74.00)
Sex ratio (Male/Female) 1.18 (80/68) 1.12 (65/58) 0.90 (53/59) 0.75 (24/32)
No. of dams with live fetuses 16 17 15 8
Body weight®(g) Male 43.92+ 3.1 45.97+ 7.06 46.47+ 5.79 43.39% 5.31
Female 44.59+ 3.86 45.38+ 5.45 45.75+ 1.2 38.03% 6.48**
No. of live fetuses with ex- 0 1 0.1 £0.2 0 1 0.1 +£0.3
ternal malformations (%") (10.84) (0.92)
Significantly different from control * p<0.05 ** p<0.01

Each value shows mean+SD
" Mean of percent values per litter

2 Aborted and prematurely labored dams were excluded from pregnant dams
¥ Fetuses with external malformations were excluded from the calculation

2, 15mg/kg e SHTHE® 16T 16 (6.3%)
CWwFhbFiR24 QRicBE s h 1, 30mg/kg ks
HCEEES17HD 16 (5.9%) C#EiR28 HiZ,
WEL 7B (41.2%) iFEIR 22 B 5 27 HOMIWCE
Bih, RERINBEL2AEREIC LAz (Table
1),

REBIURERSNO—BRETCRERORD,
BMBEB X UEROEO VLT, HBVLIXT
NS OHFEH 7.5 mg/kg REFHD 1 FliCER 14 By
5, 15mg/kg B 5B D 1 HlICEIE11H » 5, 30
mg/kg BEFEDLHF (84 WIERT7 BHE» S W
nbIZIze: L CEESNT, 251, 30mg/kg %
580 3G TIKRE, THE HBEEOLTAL, b
SuidIns OESREHBEBLID 62512 H

i, #5052V IIFRMCEHEIN, 7, 20
5D 1 TRNBRHEMBRET 2FHICR 5N
720

FEVIBEH OEIR 29 H £ THEIRERE L .88 o0
—REETIX, REBLUHRERSBWCAONI LR
BOEBOBRVEDERD 7.5 mg/kg BEEET 17§
8 Bz, 15mg/kg & 5B T 158 9 Fliz, 30
mg/kg B5H T2 (98) KER7E»S 238D
BN D 2 V3G RE N, £, XE
BT 16 Btk 2 BliciEIR 16 BLARE, HBOBOSH
I H SN, ZOELOERTIE, BKEHZ W
WTHIESNBHET 26, 7.5mg/kg 58T
iz, 15mg/kg 5B T 6 Flic, 30 mg/kg B 58
T4PhzVL TR bR 17 BUEE, BRI HSNIT,
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%72, 30mg/kg BEROD 1 HI T TR S
i, MEBEHHRA LK ERbh 3 REDORISE)R 11
Hicasiic,

EEICDWTIE, WIHNH D 5 IR A3 7.5
mg/kg HEH T RSB OPEM S, 15mg/kg #
EBTRBSHBE» S FNFRASNLIZUD, 7.5
mg/kg B EHTIRIENR 22 HiZ, 15mg/kg BEHET
2R 8~10, 13, 16~22 HicxERE L OMIcHEL
EnBAHoNT, LHrL, WIFho5H s bITRK
W iEE T 2 A S s, —7, 30mg/kg #
ERHTIERS B omEYIBIH QIR 29 H £ THE
5L TE L WG 338 sht: (Fig. 1),

BEHRICOWTIE, TRTOREHTERS HIiIcHE
LWL RS S, LA, 7.5mg/kg 58T
BHAERD, 15mg/kg REHTRIEELRBIHBE
NZTNRSERTHORHE THE L 703, D&
RRCEEL, WTFhORSEH L IERRHIC IR
BrEEzy, EEZEAZRL 2, 30 mg/kg &5
HTRELVWEHERVEIR 22 A% THEL T
Shicds, ZOEYLMOBREEIZECEE TRV
OOERT 2EANA SN, ERKETIEIBEEL O
MlicZ D shizh -7z (Fig. 2),

BAETIE, BHELRAFCTXTOREGHTER
SHIELWRIBED SN, LK, 7.58X1015
mg/kg BEHETRETORBERALED Sl b D
D, 7.5mg/kgBEHTHFEIOB L U141, 15
mg/kg 5B TR 10 5 5 16 B #kk: L THE
BEEBECTHEH-Z, Lil, WFhoRE5E: b &
BgTHTRERIEASED Sh, MBELOERZA
s tze —H, 30mg/kg BEHETIEIRS HiC
B oNTELWBKERED IZEIR 29 B Tk L

700 —o— control
| --e--- 7.5 mg/kg
& 600F _o-15 mg/kg .3
= 500 —*-30 mg/kg =
©
2 400}
) e
g 3001 ,’/
2 200} <
; -
100} i o
pe—Treatment 2oy
S S W W W W W S S S W U S BT AR S
0 6 7891011121314151617 1819 2 % 29
Days of pregnancy
Fig.1. Changes in body weight gain of rabbit

dams treated orally with cefditoren pivoxil
from day 6 to day 18 of pregnancy (Experi-
ment 1).
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Fig.2. Changes in food consumption of rabbit
dams treated orally with cefditoren pivoxil
from day 6 to day 18 of pregnancy (Experi-
ment 1).

72

s, 30mg/kg R 5B T, BR298 £ TH
IR L - B8 1 flc FESESBRE s N, &
BEREFEACES SN, BES» SIHEMOFER
SERIC bl > TEHEICK> TE Y, FERNICMBEIE
BUIRALBE 2 DL 2h ThicHBOBKIEL 72
KRR 2F®E L1, LL, CHRA, Foft
DEFERRB X UBEYMORE - ABIC3REIRZED
Shixhote, TOM, —BREBRETHRKRIIHIC
FREORBBH Sl 1T, FERICEKESD
AUBBEEINILS, BEYOHRE - ABCREiXa
shibrolc, ¥z, RESSBHYTIXIFICEBEMN
2, 1HERNICESNL, 18ICERICERBIUE
BE#sEnEFnBEINT, 15mg/kg R ERT
i3, EIR29 B ¥ CHIR#MREL BB B L URES
BYMOE 1 it BERICERSBE I NIUSNBZEER
oz, MWEBHEBIU7.5meg/kgREHTCREEM
Rix&shizdoi,

HEVIFHEREORMR T, FHRENRS L 5K
B E) BuTFhoR5ir b NEEr OMcEER
EZRFEH SR, o (Table 1),

2. B-BRcBLIZIEE

EFREIREH 7.5mg/kg LU OB 5B TR
HBELEECHEDY L, $5i2, 30mg/kg EHT
BT - R (R) OEIMERSED Shiz, B
REEETIE 30 mg/kg SO ICHBREICHELE
BELBOBID NI, H#BLUZ0OMOBERT
BB L RIEETH -7 (Table 1),

NEREZT.5mg/kg 58T 181 (0.84%)
B EDS, 30 mg/kg BeSBET 1 (0.92%) &
Ba GMRE, 0N, ENRFE, EHikKiE, W
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BEER FHORY, EARBORY, HEOX
®) BEEsh: (Table 1),

HNRBEBRETIE, BN L THRESBRYMNT.5
mg/kg BEBT 18] (3.13%) i, LW DA HIERE
DHBET 26 (4.17%) &, BAMIRETRE
15mg/kg 5T 18] (2.38%) =, WHIRD
DNEHB IV T.5mg/kg BERTE 16 (2.08%
BLU2.08%) 2, BROOERE RS L U
7.5mg/kg REBTH 18 (1.56% 8 & U2.08%)
@, ARt sEMB s EET 26 (5.21%), 15
mg/kg BERT 16 (3.57%) cBEXhi, £7,
FRELTEEERNBIREEAL BB T I H
(16.66%), 7.5mg/kg 5T 4 B (14.58%), 15
mg/kg 5T 8B (26.19%), 30 mg/kg 5T
58 (37.50%) i, EMEEKIBIREELSNEET
141 (2.08%), 7.5mg/kg 58 T 2 # (9.38%)
KEEINIZ,, REHRE L THBECERELX
BIREEOIB L UBBOMERE OHRS 16 (1.56
%) &2, 7.5mg/kg B EH CEEEARIREELS
SUBHIROIB OB R 1 8 (6.25%) 2, 15
mg/kg REFHTCERLABIKREG ELLS & UTR AL
BREOHRE L HEEES I CLETRREOHRLE
161 (5.95%) 2, 30 mg/kg 53 CEBBL KK
HEA, BEOMEBRYES L CFAIMIIROERTE
ORI 15 (4.16%) wBEasnI:, LrL, VT
NORBEELNBEH L OMICEEREZERZD SN H
o k7, NMEREBZED LN T7T.5mg/kg &S
Ho1HICRUBOIELX, £R=5, ALEDERE,
ELEDRBEREB L UMOEEA L, 30 mg/kg
REHEO 16 (BHREZERAICHLZBE) CLES
BriEsUFBOEESEhThLBEEI L
(Table 2),

BRBETR, E¥L L THEROEERSLBLUV
HABHEERTE 16 (1.04% B X 100.69%) i,
WEEOBALHBES L U 30 mg/kg HEHTE 1
Bl (1.04%, 1.79%) =, KIEEDOTHGS X UlaH
HOBEH 7.5mg/kg REHTE 16 (1.18% B X
UF147%) czhThBEI . £/, EREL
THEBROBLBESHEEE T 3H (3.23%), 7.5
mg/kg G5 T 16 (0.98%), 15mg/kg {5HT
481 (5.11%) BB ORILEESNERET 16
(1.56%) iz, BoBDE{LEBEED 30 mg/kg REHT
160 (3.13%) iz, 8 EEHESS15 % & U 30 mg/kg #%
ERCR1IH 1.11% B X 1U°2.09%) wHBEIhI:
B, REMFELLTT7.5meg/kg R EHTE—IEK
BODES L E—HEZOIBEDOHFED 14 (0.84

%) KHgEhl, LHl, WFhORER S EE
EDMICERBIBD O NRbo T, £, HER
WHRPWH S 30 mg/kg S5O 1 HITIRATTH,
SHIA® 8 & UREBNIMOTRA L, HEMES &
URERORRK, OEN, wHOEH, EFMESOX
M, EEMSOTRAY, ERBER, RS L UK
OXRMR, MBEOBWAETL, WEB L UMKEDOEW,
BEFREOEM B L VEARBSOBRUSBME S
(Table 2),

BLEITE IOV TIE, WIFNORSEIC bR
EOMIcERZ IR Sz s> Iz (Table 2),
(Hg2)

1. BBl izTHE

FETH, BRES X UTES X0 IREE,
mg/kg {ERTCRBEINE > -T2,
BEMO—HRIETIZ, KROBKD, KRN
DLThd, H WIS DHRELNEEET 156
F 18, 2mg/kg B EBET 176G 3 Hlic, 4mg/
kg B EHT 4B 7HICIERT B 5 26 H DRI
HRENCASNT, 7, 2mg/kg HEHTEIRK
BUCIBEHLRELEY S il 2 BTk LR OFER HSIEIR
26 HE»SHFEVIFE £ THBEL TH S h, fhnd
ML R 2@ BRI, FORLOERTIE, K
BEHDWIETHIFEL 2mg/kg 5T 56, 4mg/
kg REHTIPNTIF LA EBBRERT B0 SIFRE
BMichiFTHRENCASNT, £, MBEHIEALL
EEbhZREAEKRIS 2meg/kg BEBD 1 FlICIFR 4
Hicaohiz,

HKETIE, 28L04mg/kg 5B CIERBM S
PELCHBHLOMIERSZRBD S5/

2B8LU4

700p

—o— control
600F ... 2 mg/kg
so0f ~ O 4 me/ke

400}
00k

2001

100 jle——Treatment —

Body weight gain (g)

S R W S W W S W W G W S W S U S S
67 8910111213141516 171819 2 25 29
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Fig.3. Changes in body weight gain of rabbit
dams treated orally with cefditoren pivoxil
from day 6 to day 18 of pregnancy (Experi-
ment 2).
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Table 2, Visceral and skeletal findings in rabbit fetuses from dams treated orally with cefditoren pivoxil from day
6 to day 18 of pregnancy (Experiment 1)

Control Cefditoren pivoxil (mg/kg/day)
Observation (0.1% CMC) 7.5 15 30
N % N % N % N %
No. of dams with live fetuses 16 16 14 8
No. of fetuses for visceral observations 45 33 32 16
Anomalies
Thymic remnant in the neck 0 1 (3.13) 0 0
Dextrorotation of the heart 2 (4.17) 0 0 0
Anomalous course of inferior vena cava 0 0 1 (2.38) 0
Bifurcation of left renal vein 1 (2.08) 1 (2.08) 0 0
Malposition of kidney 1 (1.56) 1 (2.08) 0 0
Unilateral undescended testis 2 (5.21) 0 1 (3.57) 0
Variations
Double caudal vena cava (right predominant) 9 (16.66) 4 (14.58) 8 (26.19) 5 (37.50)
Double caudal vena cava (left predominant) 1 (2.08) 2 (9.38) 0 0
Combined anomalies 1 (1.56) 1 (6.25) 2 (5.95) 1 ( 4.16)
No. of fetuses with external malformations 0 1
Combined anomalies 0 1
No. of dams with live fetuses 16 17 15 8
No. of fetuses for skeletal observations 103 89 80 39
Anomalies
Hypoplasia of cephalic bone 1 (1.04) 0 0 0
Fusion of cephalic bone 1 (0.69) 0 0 0
Fusion of sternebrae 1 (1.04) 0 0 1 (1.79)
Asymmetry of sternebrae 0 1 (1.18) 0 0
Fusion of thoracic vertebral body 0 1 (1.47) 0 0
Variations
Delayed ossification of cephalic bone 3 ( 3.23) 1 (0.98) 4 (5.11) 0
Delayed ossification of sternebrae 1 (1.56) 0 0 0
Delayed ossification of pubic bone 0 0 0 1 (3.13)
Formation of 8th lumbar vertebra 0 0 1 (1.1 1 (2.09
Combined anomalies 0 1 (0.84) 0 0
Ossification (Mean+SD)
Forelimb (Proximal+ Middle phalanges) 8.98+ 0.07 9.00+ 0 8.99+ 0.05 8.85+ 0.35
Hindlimb (Proximal+Middle phalanges) 8.00+ 0 8.00t 0 8.00+ 0 7.98%+ 0.07
Sacrococcygeal vertebrae 10.93+ 0.25 11.05+ 0.24 10.98+ 0.42 10.91+ 0.40
No. of fetuses with external malformations 0 0 0 1
Combined anomalies on skeletal and visceral ovservations 0 0 0 1
%: Mean of percent values per litter
(Fig. 3), PEAIR 2 PIOBELEHVIC L 2E#HTH > 12, 4

BEHETI, 2me/kg REVCREVHB L UE mg/kg BEHCRBEHEDCEIH 2 VWIREDT
IREKIAICED T 2 EALEERD S iz ds, HIRKHORK ZEASED O, RS AB LU 12 HeBE%:
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Fig.4. Changes in food consumption of rabbit
dams treated orally with cefditoren pivoxil
from day 6 to day 18 of pregnancy (Experi-
ment 2).

HRICTE - 2008, 54T % Tila Ui & [
RO %R L. (Fig. 4),

AR TIE, 2mg/kg & GRETHRY M S I KD
L, H488, 12, 14 8 & V16 Ax@RE 2 (TR IC TR
o te LmnL, 4mg/kg #7788 T i R5 M o oK
VI BAEMHIA S TS, MIERE e OMICHE a2
W SN Y, WEKRTHRTIZPICHMNT 5@ %0
L, oz ARHEM RO onkh ol

TR T, MERT I HICETEAOIRIZSEIC I
RSB A N, REMMEIRE TR, NBEICH
LK & PRROMNE L MU 8% b DR
OB A & te, £ QLIRS 1RSI
BED ST, BEMR L, 2mg/kgRE
HTR, FRAPICEBESESE SNl 1 lICEE
OFEOBEL L UERNCERSBEE N, TR
TRERB A RRE DS R T I3 FINRSESE D AT MR i ARG

Table 3. Findings at caesarean section of rabbit dams treated orally with cefditoren pivoxil from day 6 to day 18

of pregnancy (Experiment 2)

' Control Cefditoren pivoxil (mg/kg/day)
Observation
(0.1% CMC) 2 4
Pregnant dams 15 17 14
No. of corpora lutea 153 10.2 £ 1.7 160 9.4 £ 1.6 138 9.9 + 1.7
No. of implantations 135 9.0 £ 2.6 143 8.4 £ 1.7 123 8.8 + 1.9
(%") (87.05) (89.62) (89.48)
No. of dead fetuses or resorptions 12 0.8 1.1 3 0.2 +0.4 10 0.7 + 1.2
(%") ( 8.58) (1.89) (7.90)
Dead fetuses 9 0.6 £ 1.0 2 0.1 =+ 0.3 9 0.6 + 1.2
(%") . ( 6.58) (1.24) (7.1
Early resorptions 3 0.2 £ 0.4 1 0.1 £0.2 1 0.1 £ 0.3
(%") (2.00) ( 0.65) (0.79)
No. of live fetuses 123 8.2 + 2.6 140 8.2 + 1.7 113 8.1 + 2.1
(%") (91.42) (98.11) (92.10)
Sex ratio (Male/Female) 0.98 (61/62) 1.09 (73/67) 1.05 (58/55)
No. of dams with live fetuses 15 17 14
Body weight?(g) Male 45.04% 7.19 45.66+ 5.59 46.74+ 4.26
Female 46.31% 6.05 45.41+ 5.71 45.15+ 4.02
No. of fetuses with external malformations
Live fetuses 0 2 0.1 £0.3 1 0.1 £0.3
(%") (1.76) (0.65)
Macerated fetuses 0 0 1 0.1 £ 0.3
(%") (1.02)

Each value shows mean+SD
4. Mean of percent values per litter

2. Fetuses with external malformations were excluded from the calculation
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Wosime b, AR & ¥Mr S iz, 4 mg/kg
BEHTRARFTRESONEho T2,

FEYFROFRR T, FHREES & UMK
(R FRERIMEELOMCERZEIRD S
hizh- 7= (Table 3),

2. B-BRReBLIZTRE

FEL - RINES (), EFREH (K), Mk
UHRRAE T 58 &R L OMc AR 22 1352
»ehichot: (Table 3),

NAERE TR 2mg/kg REBTHETE (EHK
OB, ARIKOFMSIEGIIE 8L UEL
FRAFTH s PIE 0SS 1B (1.76%) T 4mg/kg &5
BOERKEOBERIES 1H (0.65%) wHgah
Teo 72, 4mg/kg BREBOBKARTHERY (B
BEONK RSB L UBERFIE) » 16 (1.02%) &
Shilz, LHL, WIFNORBEH (R) L briEiEL
O EBZRED Shikd o7 (Table 3),

NERBREHE T, BY¥ L L UNEESRZE SR
HBlU2mg/ke E5HTH 16 (2.38%, 1.96%)
Z, REOETEE® 2mg/kg BEHT1H (2.94
%) &, BARBIRETREINERS L U4mg/kg
REHTE 26 (5.95%, 4.76%), 2mg/kg |58
T 3% (7.84%, Fig.5) iz, BEIROS LB
T18 (2.38%) wEBBIhi, £/, ERLLTH
BHEBEABIREEMSHBEHET 6 (15.48%), 2mg/
kg ST TH (16.66%), 4mg/kg B 58T 94l
(30.95%) &2, EEBABIRESELIH 2 mg/kg &5
BT28 (4.90%) wEEshziEs», BEHSESH
BETC26 (4.76%) (MRESHREB L UEHEEK
BIRGEBMOHRE L BROMBRYE B L VERBRAR

Fig.5. Anomalous course of the inferior vena
cava in a rabbit fetus (2 mg/kg, cefditoren
pivoxil).

IR B OHENE 1) wRBEn, LHL, »
ThOBRERLMEM L OMCEEZZRBD O LE
ol ki, NRBERRCHLZABRERET
1%, 2mg/kg EHTEEFMRMEHABEIED 5>
e | Pl MG AIRG B » 6 e LA, RE
BB hido/: (Table 4),
BRBETIE, REL L THEROUKT SN2 B
LU 4mg/kg BEBHTHE 26 (1.96%, 2.38%) i,
EEFOBA S 4 mg/kg BEEHET 16 (1.19%) i,
MBEEOBESHBEET 16 (1.11%) &, IRHE
DR REXRBD 2mg/kg REHET 161 (0.98%) i
rhehBRsNI, 31, FRELTHERORL
BIENMBE, 28LUF4mg/kgREHTE 145
(1.11%, 0.98%, 1.02%) i, MKEDELEBES
Amg/kg BEHT 16 (1.02%) i<, 8 BEHSHE
BBLU2mg/kg 5B THE 161 (0.95%, 0.98
%), 4mg/kg BEHT 48 (5.26%) HEEIhI:
E0, REHRESHBETIA (2.22%) (A8
WEOHE, EE—MEROMEBERE L L UE—MWEE
DHABEOHR), 2mg/kgk S T 2 H (1.82%)
(EARTEBRORE B L CRIREBEDERTL DR
(Fig. 6) Lt FE—MKBEOIE L L UE—MWBEBEOS
BEOHFELE 18] KBEBahl, LrL, Tho
REERLEBLOMCEERZRE Do E -
oo £, BREBCHLEAERERR TR, 2
mg/kg REBRTHATELED sl 1| flic £Rilk
DERERBOENS L FIEFOXRE, HiilkoFR
B D A dhHRE LS, 4mg/kg BEMTCEBROK
ERFELED sl | FlcitFORBSED S
(Table 4),
BLETEC DWTR, WIhoREe bR

Fig.6. Hypoplasia of processus xiphoideus in a
rabbit fetus (2 mg/kg, cefditoren pivoxil).
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Table 4. Visceral and skeletal findings in rabbit fetuses from dams treated orally with cefditoren pivoxil from day

6 to day 18 of pregnancy (Experiment 2)

Control Cefditoren pivoxil (mg/kg/day)
Observation (0.1% CMC) 2 4
N % N % N %
No. of dams with live fetuses 15 17 14
No. of fetuses for visceral observations 36 40 34
Anomalies
Thymic remnant in the neck 1 (2.38) 1 (1.96) 0
Tracheoesophageal transposition 0 1 (2.94) 0
Anomalous course of inferior vena cava 2 5.95) 3 (7.84) 2 ( 4.76)
Bifurcation of left renal vein 1 (2.38) 0 0
Variations
Double caudal vena cava (right predominant) 6 (15.48) 7 (16.66) 9 (30.95)
Double caudal vena cava (left predominant) 0 2 ( 4.90) 0
Combined anomalies 2 (4.76) 0 0
No. of fetuses with external malformations 0 1
Double caudal vena cava (right predominant) 0 1
No. of dams with live fetuses 15 17 14
No. of fetuses for skeletal observations 87 98 78
Anomalies
Hypoplasia of cephalic bone 0 2 (1.96) 2 (2.38)
Fusion of cephalic bone 0 0 1 (1.19
Fusion of sternebrae 1 (1.11) 0 0
Absence of sacrococcygeal vertebral body 0 1 (0.98) 0
Variations
Delayed ossification of cephalic bone 1 (1.11) 1 (0.98) 1 (1.02)
Delayed ossification of thoracic vertebral body 0 0 1 (1.02)
Formation of 8th lumbar vertebra 1 (0.95) 1 (0.98) 4 (5.26)
Combined anomalies 1 (2.22) 2 (1.82) 0
Ossification (Mean+SD)
Forelimb (Proximal+Middle phalanges) 9.00 £ 0 8.99 £ 0.05 8.99 + 0.05
Hindlimb (Proximal+Middle phalanges) 8.00 £ 0 8.00 £ 0 8.00 + 0
viat Sacrococcygeal vertebrae 10.85 + 0.36 10.79 £+ 0.25 10.87 + 0.22
No. of fetuses with external malformations 1 1
Absence of phalanges of toes 1} 1
Combined anomalies 1 0

%: Mean of percent values per litter

EOMICEREZRED Shikh -7 (Table 4),
L. * £®

CDTR-PI® 2, 4, 7.5, 15 8 X Uf 30 mg/kg =74

¥ORRBEHRMCEORS LT, BEYMBLUZ

OF - BRICB X IZTEERRETL I

1. BEYcBLizTE
MEHLVWIZRENTSBIV15mg/kg 5T
&14, 30mg/kgE5HTSHICHE X h, CDTR
-PIREIC & 2 EIRER O ES TR SN, Ly
L, BES & UHRETFRAM ST OBE 2 B
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CEDBlEEIANZI NN TENY, KHEK
DREL L URELSMh%E» ML TR o h
L R CHEE SN TRERE H S
Nd, £/, hoROL7 = ARVIEMH L OLLKRT
iz, cefroxadin® (1.25, 2.5, 5.0, 10 mg/kg) T3E
TfIHt 10 mg/kg # 58T 3/8 B, 2.5 mg/kg B35
T 1/11 8, S 43 1.25 mg/kg & 5. 3 T 1/10 B
W, %7-, T-2588% (10, 20, 40, 80 mg/kg) THL
BLURERNERERTHE IR TVL I EnS,
CDTR-PI &7+ ¥ Ri#¥icxt 3 2 B I L K &

{IERBZHDTIREVEERZ SIS,
—MREETIE, TRTOBEHCHFL 2fERE L
THEBROBD, #kL, HROEHMD VLT b,
HHrnIFI NS DHEFIBBEE N, InsDiER
BEEREOR 2R, SARMECRERE IR
<, RBYELERLT 2ERANAONTI, £, &K
B8, THIfED 2V IIHMBEESSREHTHRRESAL
3, REF—MREICHTEMHE 2S5 L B8 03D
sh3Zeme™, CDTR-PIBRECHEORETIX
BVWEEZSND, £OMDERTIE, MBESEAL
e Bbh 2 REBDORH 30 mg/kg 55T 1 HlicE
R HBCBEEsNLY, 1H0AORRTHY, &
%29 HOBMR TIIBRES RS s LU, BE
WAoo Tel s, BFETICERL f2 s
RAPCBALIZVDEEZ SN S,

BEHE T, 2mg/kg 5B CREYIIC—BY
DO AVIER A, 4 mg/kg G5B TRESHMPICEY
b3 vIEVEANED Shiz, Lol, KEENE
TIHFIRIAR % 8 L O BEEE L OMICEEXZIRED
SN ol, 7.5mg/kg EHTRESVIHOE
H-BARERYSUR L EEL S SHEEL, FiR22 H
OEEINEIE 76 L, LhL, HEEETIE
BEH - HAROMMND 2 W IZINER & & b icEIE T
DEAM S SNT, F 72, 15mg/kg 5B TIHIEIR
8 Hp o S AR #ESE L /21888 - BhkEORBV H 2
WA ER AR 8 HA S 22 H O E NS H
ZLEMEHER Z b 7o Lichs, EIREETIZT.5
mg/kg %58 L ERRICEERMNE OEEHED &
hize L L, 30mg/kg BEEHTIIHEIRS Hh 5 22
HH2wi329 A ThAONTBE-FHAKEOEL LK
VHSIENR 8 H» & 1 IRFKEA & T OGN 22 (A BT
#HEBHIS LT,

CDTR-PI #5814 5 n - BERRELY 1B 5¥H
WEREICA SN, BEKRTHRTREET 2EA %
KL, 2O BEHEENEH X CDTR-PIKS
BEORKRTRIEZL, HOREWELREL 1245

BT LEHOLNTVAELLTH S,

B TIit, 2meg/kg REHTERRPICRELE
BED SN 1 FlCBEEOMOBENA SN, FE
HMEHRE DR, BIOEORBFLAmST,
BERGRT 12 RES D REEHY DB KRR B HR T 2 K1
EH2oNBH, 4mg/kg U EDOKEH TIZRIKD
FFREEDLNTLEWLI Eh s, CDTR-PIKE L
IEEED R WELEB L 5N b, 30mg/kg BERE
TIdER 29 H & T E#REL -B8O0 1 HlcFE
RSB AN, EEITECHEORBEREL» S
WL, EROKPICEE LD LERIND I NS
CDTR-PI# 58 L 7- W Ti37%  BROLLLE
Hrohnd, T0iEy», BHICEHBEHSBRESN
P, —MKETHE SN KES LRRCREDER
B o s 2 BNHEMOTINC L2 bDEF X 5N,
CDTR-PI #5850 BT rVWEE LN,

A, BRHE () TRNBELERE5EHLEOM
CEELERBADON LK1 Em S, CDTR-PI
B HFOBRCH L TEEEBLIZaRLELHES
na,

2. B-BRCBLIZTEE

1% 29 H D% FYIRBF ORF R T3 7.5 mg/kg LA E
DREBTEERRROBREBYBED SN, L
»mL, 7.58L 15 mg/kg SEICB T 2 HEIZY
ROy 27592 F7F— 5 OEBHBHEA (7.0t
1.81~9.6+1.8)'""" THh, £FKBAE, L - K
IV () TREEAM-T:2 L, 12, ZB1O
TR L HER 2 O EHAFSE L LA REL 0L
BTREELEZRIDON LI DS, ZDE
REEMRLOEEZ NS, —F, 30mg/kg &5
BHTERC - RINEXOMIER b A oh, 1, £
ENMBELOEBECIBWLWTLEELZEY (p<0.05)
MED oI, EFEREBROBEY B L UELE - BIE
EOEMIBSHYOBHEER I D5|EEISN3
ZENHISNTEDY, ThoE - BEANDEE IR
BMOREREC LI ZRNEELEZONS, Z0D
ft, 30 mg/kg HESHTCRBEDOKRREECOEELRY
BED o, BREEORD G £ 1-BHYOXEE
B LIHBLEIZONDY, EEREOBILETE
TREEROORIEDLS, FOBRERRKBRICKETE
Exbl-oTbDTIREdo T,

HAERE R, 15mg/kg REHL2BREREHTE
gInlh, O ThLPEFITHY, FRRCHRK
FHELRLILLOEBRNELLLEZSNS,

AMBE - BRBEETRIRE, LROZSHREES
BUSHTHRE I, WThOREE L HEBRE
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Toxicity studies of cefditoren pivoxil, a new oral cephem antibiotic

VIl. Reproductive and developmental toxicity study of cefditoren pivoxil in rabbits
by oral administration during the period of organogenesis

Minako Ito, Keiko Hasunuma, Kazuo Okano,
Masanori Izawa, Chieko Fujii, Isao Kosugi
and Masataka Fujita
Pharmaceutical Research Center, Meiji Seika Kaisha, LTD., 760
Morooka-cho, Kouhoku-ku, Yokohama, Kanagawa Prefecture 222, Japan

Effects of cefditoren pivoxil (CDTR-PI) on dams and their fetuses were evaluated in Kbl-JW
rabbits. CDTR-PI was administered orally to pregnant rabbits during the period of fetal or-
ganogenesis at doses of 2, 4, 7.5, 15 and 30 mg/kg. One abortion each was observed in the 7.5 and
15 mg/kg groups, and one premature birth and seven abortions were observed in the 30 mg/kg
group. Food consumption of dams decreased at 4 mg/kg and higher. The suppression of body weight
gain of dams, as the result of a dose-related decrease of food and water consumption, was observed
at 7.5 mg/kg and higher. The number of fetuses decreased at 7.5 mg/kg and higher, and fetal body
weight decreased in the 30 mg/kg group. However, external, visceral and skeletal observations
showed no anomalies and variations attributable to the administration of CDTR-PI. From these
results, CDTR-PI may have no teratogenic effect in rabbits, and the no effect dose level of CDTR
-PI for dams’ reproductive performance and their fetuses is estimated to be 4 mg/kg.



