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Cefaclor DiEH ML FUOLERIc B LIZTEE (B 1 #)
YR, 7y FBIOUYYFicET 2 BRERRBROR

Bic kX a1k

BN E-4BERN-BAEE-RABys-fhE &
A&t BRI AT R

Cefaclor (LI CCL) 2= 9 R, 7 v b BLO Y FOBEHXEMICEDORSL, Cephalexin (L]
T CEX) 24BELLT, BFLLUTILT YR, 7 v OFEFCRTIHELHRIT L1,

AKBAEBU T, CCL @ [6fF12 5 SiCHEMFictd 2 8, < 20 1,000 mg/kg/day LIt
DRERECBI 5 FERRBEEETH - 7o HERDBRRMEL, KEMEBRT L CNOFE

NEEELIZ 3 BAKE TICEEL .

ZOMDRIFEBICONTIE, WIFhd CCL #EICLZEEZ SN 3EBRADSNIID T
I, 7y FETHFICONTIE, BRICHL THRWEEBLRIZT XS5 CCL ABBEL T -
THREF - FHEF (5o b)) KEBRASNIEH -1,

PDEogRics 3%, CCL Bzhs 3 BMRIcE T, B - S d 288001 0EK

MTHAS LiEEN S,

F X

Cefaclor (PI'F CCL) i2kE Eli Lilly % CHERIh HFL
W#EOF Cephalosporin ¥ TH ¥, HERD KO Cephalo-
sporin FICH LI O HE - AT H O, & ICER
THWVRBEAERTCEBMON T BV,

4, EESRERREY R, 7 b BT FOBRER
AR S U, Cephalexin (LI'F CEX) %R E U T
O CIHEFICT 2 R BERE Ui,

XBRURELUFE

1. [EAkEk

CCL (Lot No. A60-Y29-042, i 969.9 ug/mg),
73 5 BICxtIRIE CEX (Lot No. OBG29A, 77fffi 956 ug
/mg) OFEFRAR, £Y o (Kinematica, Model
PT-10, Switzerland) iICk>T 5% 77 & 73 Lkik
& (W/V) icEHLTHERL

2. [EHEMEIURTEL

1) 9trBXU=v2

FEED SLC-ICR %ww=x & SLC-SD %5 v + %
HIMRZREVBEBRMLAL VAL, 1 BEOFH
FBODB12 WHTHRICHL 720 REBRBIAKD < v
ZDEEG 23.8~34.3¢, 5 v OKEIR 232~306 g
DWHETH - 120

WYREE 24+1°C, [EF 55+5% Cii/-h/-fRB
BT, KBEANITS2F v 24— St AMTHEINE
Bl @ Cr) v 2 vBERHS NMF) BX UK

OKEK) 1ZBEHRICEBRX ¥,

12 BS ol 2 L FEREESOR 1 8% 1R (4:
00 P.M.~9:00 A.M.) RIEX+¥, T8, EREIER
U= U 2185 CICEBERPICEF 2 8% 1 5 v b2 ER
0 BOE LT L1 1 BOFIREMIZ0 L
L7

2) uHyF

KIRED New Zealand White &~ 4% Scorr’s
Rabbit Products (Langley, Washington, U. S. A.) &
DAL, 1 Yy Ao FHEABEOOL 6 7 B4 THR
ICHEL oo AERBBEER O BIAEIZ 2.90~4.44 kg O
WHENTH > 7o

B2, BEE 24£1°C, BEF 55+5% lcift-hi-f
BET, £&8%Hr—-vic @ilicAELTEEL, &8
(F) v 2 VBRI RC-4) BXUK OK#EK)
AEICERE#7,

FHIEMOMEEFH 9 Beh o 2 IRIRERSOREE 1
i1 oEATHESY, REBEHALL D% TR 0
AO#E L THABRICH U 720 1 REOFRENIE 10 T
EUl7,

3. #EREBEHE

) =w=x

CCL iz2 T, 1FR 6 ADikE kg H-b 250,
500, 1,000 # XU 2,000 mg/kg/day o 4 FiE, CEX
oW TRE LK 1,000 mg/kg/day o 1 FE%IERK 6
ADKE 10g H70 0.1 ml OBRESRE LLELD
ICGR¥LT, Tk 6 Bk 15 AETH 10 B/, 1 A
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1 @aih (9:00 A.M~11:00 A M) IcHY V57
AROTEOKRS LT, XRECIE 5% 7787 T4
K (W/V) 2EROFETRBSRBRE Lo BN
& (250 mg/kg/day) BRTEINTV2HK 1 AERE
(15 mg/kg/day) D% 17 fEiCHEYT %,

BXAE (2,000 mg/kg/day) i3, F¥ 1 B 5T
X013 BRI < v 2D REIC, 250~4,000 mg/kg/
day # 14 BRSNS LU ATRERICENT, —i
i, BEEE, NEFRICHL TREEEE52Z 35,
FEHDOASNIENBERORBEZEAL,

CEX OBAK RO THBRETE, 1,000 mg/
kg/day D5 B%EIRL 120

2) 79t

CCL it TR 7 BDIKE kg H7- v 250, 500,
1,000 XU 2,000 mg/kg/day o 4 F&E, CEX ic>
WTEL K 2,000 mg/kg/day o 1 BE4, Fk 7 H
OKE 100 g H7-0 0.5 ml OREBFRBENLLLDIC
BEELC, WRT BLY 17T HETco 11 ARG 1AL
E4&aih (9: 00 A.M.~11:00 A.M.) KEV vF%
BOTRO®S Ut REICIE 5% 75734 K
B (W/V) 2REBIcRS5 L1, CCL o581, <
YZADEHA LRRETRRERBML T v MCONTT
0, ZORREBEICL TREL

3 wyF

CCL iz2W\ T 6 Rofk®E kg Hrcb 10, 20,
40 1L * 80 mg/kg/day @ 4 FE, CEX itoWC
RUK 40 mg/kg/day @ 1 HE%, Tk 6 ADKE
kg $7:9 10 ml OBEER 705 &5 ICTIRL TITK
6 LY 18 HETo 13 AR, 1 B 1 E4FF]H (9:
00 A.M~11:00 A. M) I BV vF 42BN TROZRS
Utco SHRBHICIZ 5% 7 7 £ 73 LKIEWK w/v %,
BicL CRAERS L. CCL D5 &E, <=
DAL FEkIC B3I Y ¥ %2 BT RE%E 1112
V, ZORHREEBFZICLTHREL

4. BEBHEAR

D =wvxBXUT k

) BEicsliZTEE

BEICDNT, RIKESHEDIRER, £0OMo KAk
2 AEICEHEB L 7o = v ROEH - BkEIIER 3,
6,9, 12, 15 58X 18 Hit, 7 v F OEMERER
4,7, 10, 13, 17 L5 20 H, BKBEIZIER 3, 6,
912, 15 X0 19 RizEhEFh@E L T A,
Jy bk, ZB 20 MoEB¥EchE T 18 BB X
U 20 RiC ether KREETF TAABENAR X 0 HUMFKIE X+,
Ml ipa s £ & U e b T EMIBR A LR L 7
BB 10 moB¥ICONTIZ, AR EAER 21 A

FTCHB X, L, =vzd CEX 1,000 mg/
kg/day %5 T2 BROAKNETFHEH - D TH
IRKIICEEF DL TEERL 12, WEHMD, BEO
KEIE 3 @, RERRIREG 4 BXU11E, BKE
Bk 2 BXU 9 HIKEAFAEL 1. WEZS
TU7- B8, ether FREVF THUMBGTL &, M pmk
BEBELOLFERBABHLUAEL 1o, HERHE
EDIHFEDEKRBEKZ 120

i) BEFlicBRIZTEE

< v R3ER 18 A, 7 v M2TK 20 HICEBEL,
BHICHERERZ, FELUMU THERE, TIL, REK,
WCRHS S CICAEERFERA, HERBRFICONTIE
RE, KE, BEBIUBRBEELATEL, %5, 4B
REAXAIRT, DELFRFEMB T CTEELI. 1 I
2% 1/3 oaA#EEF% Bouin iz, Ebo 2/3 %
70% ethanol HEICANTENFNEEL 2o Bouln #
EERaFIE, WiLson? A BICEE L TR B
REZHREL, ethanol FETHEfFIEZ Dawson® Dk
IC#E T alizarin red-S I k- TE4uE L, FIKREAM
BN CEBEEATIE > 1

i) FreEFcBXZTEE

BRI S - BERIC OO TITIREM = BEL, B
HIZOWTRAEEB IUREEER 24 BRELIAICE~N
fzo WHEMF (UTF F) ito0Tid, kEBERE, bk
UAERBZBEODDL, 3 MIEMHE L7, £k 4 H
iz, 11 10 A MR 3 dDIC >N THRATE 55
A7, 10 PLE183 X SITEKETTTE - 1o BT,
70% ethanol & CREE# alizarin red-S® 1tk - TH
i, BROBERETE>1. Filto0Ti}, &#
4, 7, 14 XU 21 QlcikEREL, 4B IU—
Ree, ENBAR (4 ), T (=uxiZ 9 H, 79 b
11 /), ikl (A1 /), MR6REAZ: (16 H) 2EEK
Lo % 21 Ao Fylco0T, BiEKRELE LTAE
K&, FEEHEY BLOWE? 1ad $3-5%0 5
~, 1 EolfrE% 3 LAKRL Tiho Fr 2L, E
HEAEEEONRWRE B LU EBORNE, #%HE X
(Softex) HHIC L B2 BMOBE LT - 10

BOD Fy 2 10 B4 THEL, CoMikELM 1
EREEL EETRE (4584) BXU RO (5 H4)
ZRANT 1 JEOMHE 1 > & THREE LT,
4 WS T EEERE (Rotating rod)®, HE A
(Traction)® # X MK AR (Sliding angle)® %17
2, BUEHT 784802, =7 208412 Automex
(Columbus Instruments Ohio U. S. A.) (2 & ) {¥:E
EEZREL, 7 v MCOOTIISEEE %A WILLiam?
@ Water T-maze HICHEU THE~N. choso@igi
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wEhd 10 B4 TERL, TENRBEOERANE
L7

F, o45EkehokEE LT, 10 BHBRICREKRES
B, 1 jgicoxif 2 i 1 REEARICLDE—
HATREL, REE, EREREZRD I, MHDO5 BH
TREORILLUILNESR, HHEOHALEENZITI
51 5 AMEREE R, FOATRIEREDOERT
Xh - ficOnTR, REAZERTERA—BAO
e, HIZOWTRTSMEENZ SNTHOIZWERO

iR 28 HICE#IRE D BREEALTERL, Bl
BB LBRL-OLTERBLHHUFEL 12,

i) BRCEXIZTES

BREBRUTEBIKEEL, BREHZ, FELY
L TERE BN, B, HCREL S CictskeE
BRI, HERFICOONTR, KE, KE, REBL
UHBERLZAIEL, #5, OBEAE2AUATRRELA
RENCEER L e D bRAHFOEFRETH 1

HEERIZ, BE 36°C, BE 60% iCifinHEE

RREEFME, #hEh 5 HEREBE S €. BB
ITIRBMROK 2/3 %, = v A TIREK 18 BT, 5 v Fig. 1 Mean body weight changes of pregnant
P TIRIENR 20 BICRERL, BFORILSUIAEEDOR and lactating mouse dams administered
W, WAl KE, kR BR, AERE, KEREELHR cefaclor orally at midpregnancy
G- MBI BD ORI ARG S €1, itk o
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Table 1 Absolute organ weight. in pregnant mice given cefclor arally from Day 6 through Day 15 of pregrancy

Compound Control Cefaclor Cephalexin
Dose  (mg/ke) 250 500 1,000 2,000 1,000

No. of animals 20 20 20 20 20 10
Heart mg) | 143 *14 139 16 136 *14 132 +15* 128 +10** | 118 *20 **
Lung (mg) | 186 %20 175 *18 180 %19 187 %31 181 +32 185 17
Liver ® | 259% 027 | 248% 020 255 + 0.25 271 % 025 277 027 219 + 057
Kidneys mg) | 431  *36 417 %33 419 37 432 %35 450 *46 480 199
Spleen (mg) | 137 +28 129 %24 139 £29 147 33 164 *39* 118 47
Adrenals mg) | 112 31 | 106 * 32 108 + 25 112 + 23 1.1 £ 31 127 %46
Ovaries (mg) | 228 +68 | 224 + 74 235 % 47 245 % 38 227 % 37 240 % 5.1
Thymus (mg) | 175 £+ 58 | 184 = 79 16.3 * 6.4 165 * 4.7 11.8 & 7.2*¢ | 113 * 8.0¢
Cecum + ® | 052% 009 050+ 009 0.64 £ 0.48 070+ 0.14™| 1.00% 023**| 0781 0.18%
Cecum — @ | 025% 005| 021% 005* 0.23  0.05 0.27 + 0.05 027+ 0.06 023 £ 007
Carcass @] 229 £15 | 231 £ 12 230 * 13 22 %13 221 % 1.3 197 £ 33+

The values were expressed as mean £S.D.

* Significant difference from control at P <0.05 (STUDENT’s t-test)
** Significant difference from control at P <0.01 (STUDENT’s t-test)

+ Significant difference from control at P <0.05 (ASPIN-WELCH’s test)
++ Significant difference from control at P <0.01 (ASPIN-WELCH’s test)

Cecum + : Cecum with contents
Cecum — : Cecum without contents
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CHFEIREL, Ll 6 BRichic - T BFO&EREE
BETALLCI>THEL. £0DDb, 2T
OFEAMEREEEARMICKEL, 70% ethanol i
icEE®: Dawson® D hEic#E 5T alizarin red-S <
Bgl, BREREZILKET T -7,

BE, EREROMIENNEIT, B 1 e B
fre Lt atBiCBALT t BE, xX2 BEIIVIZ
WiLcoxoN DIENFIREZBER O TITE - 120

& 3

1. BRICHKITEHE

) =vu=x

RE B KU CCL #5KBHCTETHNI L L, 2FlH
ERAHER L 720 CEX o 1,000 mg/kg/day 58T
BARET, ME, BHITEE, KELEOERSSS
H, IR 8~13 Hiz 20 IT (20/30 ) MFET-U 1o
ML TIZ CCL WL FhoBTHREERS SR
Mote

EHOKREZLH (Fig. 1, BH - HAkEBDO BED &
R choors 2 -2 —icBBT 2 BEHEBELES BE
REAELT, #5205 %IC CCL Bk
U CEX ®e5 &8 ic k1) 2 KB oMM A & h, CEX
® 1,000 mg/kg/day 58 TARERINOEE S MEDHS

#H5Ntze CCL @ 2,000 mg/kg/day ¥y5BETHE
11 AOIRER, Mk 2 BE 9 HOEKE BehZ
NERICHML 720 % OKEIZ 250 mg/kg/day #
52T, Atk 18 BIcHELEMAERL 7o
T 18 RORMOIMEER%E Table 1 IT/RL 7,

Bl EL -z LTid, CCL o 1,000 mg/ke/
day Y koRBOHREES LU CEX o 1,000 mg/kg/
day 8¢ 58T, LEEROBENRBLBLUVEBREER

Fig. 2 Mean body weight changes of pregnant
and lactating rat dams administered ce-
faclor orally at midpregnancy
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Table 2 Relative organ weight in lactating mice given cefaclor orally from Day 6 through Day 15 of pregnancy

Compound | Control Cefaclor
Dose (mg/kg) 250 500 1,000 2,000

No. of animals 10 10 10 10 10
Thymus  (mg%) | 89.7 *34.7 | 103.8 +29.7 92.9 +22.6 88.5 *34.6 98.4 +26.8
Heart (mg%) | 461 *59 452 %52 441 %59 452 %40 462 *49
Lung (mg%) | S47 *43 556 83 531 +85 555 86 543 80
Liver (g %) 6.75* 1.00 7.19% 0.78 6.49% 1.10 7.21% 1.06 7.31% 0.62
Kidneys  (mg%) (1,439 *242 [1,377 +383 1,361 +113 1,489 +117 1,450 +110
Spleen (mg%) | 400 58 450 *108 489 *163 390 +54 446  +98
Adrenals  (mg%) | 304 * 7.1 323 % 85 26.6 +11.2 31.2 +11.8 29.5 + 4.9
Ovaries mg%) | 55.6 £17.0 575 £1756 50.3 +12.2 58.6 +17.8 538 + 9.2
Uterus (mg%) | 490 *161 550 *83 653 *197 488 +149 618 +196
Cecum + €% 2.01% 0.55 2.19% 042 191+ 0.28 2,39+ 043 2.09+ 0.56
Cecum — &%) 0.75 £ 0.21 0.76 = 0.26 0.77+ 0.17 0.86+ 0.19 0.84 % 0.25
Carcass &% | 595 * 2.6 58.1 * 3.6 558 * 3.3* 569 * 29 56.5 * 3.2%

The values were expressed as mean £ S.D.

* Significant difference from control at P <0.05 (STUDENT’s t-test)
** Significant difference from control at P <0.01 (STUDENT’s t-test)

+ Significant difference from control at P <0.05 (ASPIN-WELCH’s t-test)
++ Significant difference from control at P <0.01 (ASPIN-WELCH’s t-test)

Cecum + : Cecum with contents
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Table 3 Absolute organ weight pregnant rats given cefaclor orally from Day 7 through Day 17 of pregnancy

Compound | Control Cefaclor Cephalexin

Dose (mg/kg) 250 500 1,000 2,000 2,000
No. of animals 20 20 20 20 20 20

Heart ® 0.95* 0.08 091 % 0.07 0.88 £ 0.07** 0.82 & 0.09** 0.84 £ 0.05% 0.83% 0,07%*
Lung ®) 1.35% 0.18 1.33% 0.14 125+ 011t 1.24 £ 0.15* 1.23% o.10% 1.26 £ 0.09
Liver (8 148 £ 15 146 * 0.9 142 * 1.3 134 % 1.6** 13.3 & 1.2%* 139 * 17
Kidneys (8 204+ 021 1.97 * 0.15 1.94 £ 0.14 1.94 = 0.15 2.01% 0.26 1.97% 0.16
Spleen (mg) | 676 %107 737 %122 721 86 642 *106 667 +92 654 174
Adrenals (mg) 88 *13 89 12 9 * 8 96 %15 98 15" 103 *19**
Ovaries (mg) | 138 27 137 %21 129 %16 129 %19 139 £18 134 %15
Thymus (mg) | 243 47 255 55 214 %51 188  *59** 172 £33** 191 51+
Cecum + ®) 499 1.57 594+ 1.07* 6.50 1.39** 7.55 £ 1.79%+ 7.03 % 3.04% 8.22% 2.17%+
Cecum — (8) 1.26 £ 0.27 1.44 % 037 1.80 = 0.38** 230+ 0.39** 2.38 £ 0.38%* 2.29 % 0.37%+
Carcass (® | 238 *18 229 %15 223 +14** 210 t14** 209 11t 206 *10tt

‘The values were expressed as mean £ S.D.

* Significant difference from control at P <0.05 (STUDENT’s t-test)

** Significant difference from control at P <0.01 (STUDENT’s t-test)
+ Significant difference from control at P <0.05 (ASPIN-WELCH’s t-test)
#+ Significant difference from control at P <0.01 (ASPIN-WELCH’s t-test)

Cecum + :

Cecum —

Cecum with contents

Cecum without contents

Table 4 Relative organ weight in lactating rats given cefaclor orally from Day 7 through Day 17 of pregnancy

Compot’md Control Cefaclor Cephalexin
Dose (mg/kg) 250 500 1,000 2,000 2,000

No. of animals 10 10 10 10 10 10
Thymus  (mg%) | 60 *23 73 %129 73 +24 69 *18 54 17 71 %36
Heart (2%) 0.33% 0.03 0.34 £ 0.03 0.34% 0.02 0.34 £ 0.04 0.34% 0.03 0.34% 0.02
Lung ®% 043% 0.05 0.47 £ 0.09 0.47% 0.04* 0.44 % 0.05 0.47% 0.04 0.45* 0.05
Liver (8 %) 450% 0.23 445+ 028 431+ 051 443+ 048 4.70% 0.38 431% 038
Kidneys (g %) 0.80% 0.15 0.78 = 0.06 0.77+ 0.06 0.77% 0.06 0.79+ 0.04 0.76+ 0.05
Spleen (mg%) | 202.0 £229 | 199.7 +52.1 1929 +22.2 189.6 *21.3 217.3 £74.2 169.9 *23.6%*
Adrenals  (mg%) | 28.0 * 2.6 285 * 4.1 27.2 = 4.0 274 * 35 29.0 + 3.9 285 + 38
Ovaries mg%) | 33 6 38 6 38+ 5+ 36 *6 38 *6 39 7
Uterus (mg %) | 106 %33 136 +44 140 *36* 115 %30 139 +34+ 117 33
Cecum + (g %) 3.70% 0.90 3.59+ 0.38 3.82% 0.76 3.95% 0.5S 486% 0.87*¢| 3.80% 0385
Cecum - (8 %) 0.82% 0.13 0.78 £ 0.08 0.82% 0.17 0.80% 0.08 0.96  0.15* 0.85% 0.20
Carcass @® | 11 %3 0 +3 | 712 %3 70 %2 70 %4 72 %5

The values were expressed as mean £S.D.

* Significant difference from control at P <0.05 (STUDENT’s t-test)
(STUDENT’s t-test)
(ASPIN-WELCH’s t-test)
(ASPIN-WELCH’s t-test)

** Significant difference from control at P <0.01
+ Significant difference from control at P <0.05
++ Significant difference from control at P <0.01
Cecum + . Cecum with contents

Cecum — Cecum without contents
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oFRIIMMRA St CCL @ 2,000 mg/kg/day #
EBRTHREEBOEREM, CEX o 1,000 mg/kg/
day BEBTH - M RABEBOEERRRBIONS SN

21 AHBERORBOMEENER % Table 2 iIT/RL
-1, CCL @ 500 mg/kg/day #¢58+ LU 2,000 mg
/kg/day B 5EETH — H G EEBERICBD LU 1,

2) v b

WTFNOBREE LTI, 2PI0ITIREHERL
720

HREB LU CCL 500 mg/kg/day LIFOHEDIF
58T, —ERDERASNEH 7258 CCL @
1,000 XU 2,000 mg/kg/day 25T B0 TEKIRIE
FTAEESITE (FiR 16 A~20 B) #% 3/30 #lk LTt
13/30 Hlic, TR /IIEE (JFdk 15 3~20 H) A
B ToIcB S htc, CEX o 2,000 mg/kg/day %5
BCREBRIET 24D LM 5/30 flicsroh, b1
PlidRicmBEABA (Fk 15 B~17 B) LTu,
FHz CEX o 2,000 mg/kg/day & 58T & HHC A
bhice SRICEALTE VTN OBTHLRFEI 450
T, BEDOBRO—AMER, TEICEFIINEH > 70

BEROKELHIT Fig. 2 1TRLU 1. FIREAMD,

CCL 4+ U CEX #®5&ZHCHEMBEMEDIRERD
BFRU RO LU BKBOFE 28I0H KRS HME
H1H 3035 ®RICA S0, CCL o 500 mg/kg/day LI

rtoREOHEEE LU CEX @ 2,000 mg/kg/day #%
SR TRAERMOBRLINEIN A S0, #ic CCL
D 2,000 mg/kg/day $5ETIZ, IEREKPOIKER
InAssi<, 1T4& 19 A~20 HoRlic 13/30 FIDOEKED:
B U1, oMtk 1 BREOEESR, ERbhOBALE
3%z CCL o 1,000 mg/kg/day VI Fo g LU CEX
@ 2,000 mg/kg/day %#5 L 7c KETHEREL #n%E
AU, BKBIRIERDDEA LU  WNERZEZR

Fig. 3 Mean body weight changes of pregnant
rabbits administered cefaclor orally at

midpregnancy
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Table 5 Absolute organ weights in pregnant rabbits given cefaclor orally from Day 6 through Day 18 of pregnancy

Compound Control Cefaclor
Dose (mg/kg) ) 10 20 40 80

No. of animals 10 10 10 8 4
Heart (g) 774 0.74 7.86t 1.20 7.47% 075 8.21% 0.84 6.96t 0.71
Lung (8 124 = 2.0 120 £ 1.1 120 * 1.7 122 £ 1.6 108 * 0.7
Liver ® 98 12 106 *12 116 *24 111 +15" 88 *10
Kidneys (3] 183 % 24 18.7 £ 2.1 194 £ 1.6 199 £ 2.0 17.5 £ 0.9
Spleen @ 1.60 £ 0.66 1.30£ 041 140% 0.74 1.80% 1.15 1.59% 0.88
Adrenals (8) 0.38% 0.13 0.37% 0.11 036t 0.14 0.27+ 0,05% 0.28% 0.08
Ovaries @ 093+ 047 072+ 0.14 081t 023 0.85% 0.07 0.72t 0.23
Thymus (8 2.19% 082 1.83f 0.56 224t 082 2.00+ 048 221 047
Cecum + (g) | 104 *24 126 %35 128 £22 139 34 135 *41
Cecum — ®| 41 %5 47 * 6* 47 % 8* 47 % 5% 45 + 3
Carcass (kg) 290% 0.25 2.86% 0.35 292+ 025 297+ 017 259t 0.33

The values were expressed as mean £S.D.

* Significant difference from control at P <0.05 (STUDENT’s t-test)
** Sionificant difference from control at P <0.01 (STUDENT’s t-test)

+ Significant difference from control at P <0.05 (ASPIN-WELCH’s t-test)
++ Significant difference from control at P <0.01 (ASPIN-WELCH’s t-test)

Cecum+ : Cecum with contents

Cecum — : Cecum without contents
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Table 6 Body weight, placental weight and the incidences of gross anomalies in mouse fetuses from
mothers given cefaclor orally from Day 6 through Day 15 of pregnancy

Compound Control Cefaclor Cephalexin
Dose (mg/kg/day) 250 500 1,000 2,000 1,000
No. of dams observed 20 20 20 20 20 10
No. of corpola lutea ( 278) ( 273) ( 277) (277 ( 273) (132
139 £ 1.6 136 £ 1.0 138 £ 1.6 13.8 * 1.6 136 £ 1.8 132 £ 10
No. of implants ( 262) (272 ( 275) (271 ( 272) ( 131)
131 £ 18 13.6 £ 0.9 138 £ 1.6 135 £ 1.2 136 £ 18 131 £ 1.0
No. of resorved fetuses (%) 16/262 18/272 25/2175 24/271 23/272 13/131
( 6.1) ( 6.6) ( 9.1) ( 8.9 ( 8.5) (99
No. of maserated fetuses (%) 23/262 14/272 17/275 16/271 36/272 14/131
( 8.8) (S.1) ( 6.2) (59 (13.2) (10.7)
No. of dead fetuses (%) 2/262 4/272 3/275 14/271 # 7/272 8/131
( 0.8) ( 15) ( 11) ( 5.2) ( 2.6) ( 6.1)
Total no. of lost fetuses (%) 41/262 36/272 45/275 54/271 66/272 # 35/131
(15.6) (13.2) (16.4) (19.9) (24.3) (26.7)
Live fetuses
No. (221 ( 236) ( 230) (217) ( 205) ( 96)
11.0% 18 11.8% 19 115+ 19 108% 2.0 10.3% 1.8 9.6% 36
Sex ratio 104/117 120/116 125/105 126/ 91% 116/ 89* 49/ 47
male/female (0.89) (1.03) (1.19) (1.38) (1.30) (1.04)
Mean body length 28.0% 1.0 27.6% 1.2 271% 157 | 27.1% 1.3+ 27.0% 0.9%* | 258 1,3%+
male (mm)
Mean body length 276+ 06 | 27.1% 1.1 |268% 157 | 265+ 127|266+ 107|259t 14%F
female (mm)
Mean tail length 126+ 0.4 127+ 04 124% 0.6 124 05 124% 04* |118% 09"
male (mm)
Mean tail length 127+ 04 126% 0.3 124 % 0.6 123% 0.5% |122% 03* | 119+ og*
female (mm)
Mean body weight 1374 009 | 1.34+ 008 |131% 014 | 1.30% 0.10* | 1.28% 0.07** 1..18* 0.16'"
male (8
Mean body weight 1.30% 0.06 1.30% 0.08 1.27% 0.14 126+ 0.09 121 0.07**% 1.19% 0.16
female (8)
Mean placental weight 88.1 £14.9 828%124 86.0+10.3 877+ 99 86.2%16.1 82.9%10.6
male (mg)
Mean placental weight 8341105 78.8+12.7 83.7% 9.6 8341112 78.5+15.0 78.8£10.1
female (mg)
External malformation
Cleft palate 0/221 0/236 0/230 0/217 1/205 1/ 96
( 0.0 ( 0.0) ( 0.0) ( 0.0 ( 0.S5) ( 1.0)
Club foot 0/221 1/236 1/230 0/217 0/205 0/ 96
( 0.0 ( 04) ( 0.4) ( 0.0) ( 0.0 ( 0.0)
Visceral examination
Hydronephrosis 0/ 76 2/ 82 3/ 79 3/ 78 0/ 66 0/ 33
( 0.0 ( 249 (. 3.8) ( 38 ( 0.0 ( 0.0
Left umbilial artery 23/ 76 17/ 82 14/ 79% 13/ 78 10/ 66 s/ 33
(30.3) (20.7) (17.7) (16.7) (15.2) (15,2)

* P<0.05, ** P<0.01 Significant difference from control (STUDENT's t-test)

+ P<0.05, ++ P<0.01 Significant difference from control (ASPIN-WELCH’s t-test)
#Pr<0.05 , ##r<0.01 Significant difference from control (WILCOXON’s rank sum test)
x P<0.05, xxP<0.01 Significant difference from control (CHI-SQUARE test)
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Table 7 The incidences of retarded ossification, minor changes and anormalies in the skeletal system in mouse featuses
from mothers given cefaclor orally from Day 6 through Day 15 of pregnancy

Compound Control Cefaclor Cephalexin
Dose (mg/kg/day) 250 500 1,000 2,000 1,000
No. of dams observed 20 20 20 20 20 9
No. of fetuses ( 145) ( 154) (151 ( 139) ( 139) ( 63)
73+ 15 77+ 13 7.5% 1.2 69 1.5 69+ 1.9 7.0+ 09
Fusion of ribs 1/145 0/154 0/151 0/139 0/139 0/ 63
( 0.7) ( 0.0) ( 0.0 ( 0.0) ( 0.0) ( 0.0)
Waved ribs 0/145 0/154 0/151 0/139 0/139 5/ 63
( 0.0 ( 0.0 ( 0.0) ( 0.0 ( 0.0 ( 7.9
Bipartie-shaped 1/145 0/154 0/151 0/139 0/139 0/ 63
thoracic ver. cen. ( 0.7 ( 0.0 ( 0.0 ( 0.0 ( 0.0 ( 0.0)
Cervicalrib 3/14S 0/154 0/151 3/139 1/139 1/ 63
(2D ( 0.0) ( 0.0 ( 22 ( 0.7) ( 1.6)
14th rib 24/145 27/154 27/151 24/139 20/139 3/ 63%
(16.6) (17.5) (17.9) (17.3) (14.9) ( 4.8)
Hyperplasia of sternebrae 2/145 10/154 4/151 4/139 1/139 0/ 63
( 1.4 ( 6.5) ( 2.6) (29 ( 0.7) ( 0.0)
Asymmetry of sternebrae 15/14s 11/154 7/151 7/139 5/139 4/ 63
(10.3) 171 ( 4.6) ( 5.0 ( 3.6) ( 6.3)
Non ossification of centrae 3/145 3/154 0/151 1/139 3/139 4/ 63
of cervical vertebrae (21 ( 1.9 ( 0.0) ( 07 ( 22 ( 6.3
Non ossification of squamosal 0/145 0/154 0/151 0/139 0/139 2/ 63
part of os occipital ( 0.0) ( 0.0 ( 0.0 ( 0.0) ( 0.0 ( 32)
Non ossification
Sternebrae 1 0/145 0/154 0/151 0/139 0/139 0/ 63
( 0.0 ( 0.0) ( 0.0) ( 0.0) ( 0.0 ( 0.0
Sternebrae 2 2/145 1/154 1/151 0/139 1/139 0/ 63
( 1.4 ( 0.6) ( 07 ( 0.0) ( 0.7 ( 0.0)
Sternebrae 3 1/145 1/154 1/151 1/139 0/139 0/ 63
( 0.7) ( 0.6) ( 0.7) ( 0.7 ( 0.0) ( 0.0)
Sternebrae 4 2/145 2/154 2/151 2/139 0/139 2/ 63
( 1.4 ( 13) (13 (1.4 ( 0.0 ( 32
Sternebrae S 22/145 20/154 23/151 23/139 10/139 18/ 63
(15.2) (13.0) (15.2) (16.5) ( 7.2) (28.6)
Sternebrae 6 2/145 0/154 5/151 1/139 1/139 8/ 63
( 14) ( 0.0) ( 33 ( 0.7 ( 07 (12.7)
No. of caudal vertebrae 70% 12 72% 14 72% 15 68 1.6 62+ 1.2% 61+ 19
Forepaw
Distal phalanx 10.0+ 0.1 99+ 0.2 95% 2.2 100+ 0.1 99+ 03 98t 0.5
Middle phalanx s.1% 1.1 49t 15 5.0+ 1.8 47 1.6 52% 1.2 38+ 22
Proximal phalanx 8.0 0.1 79% 0.2 75 18 79% 03 8.0% 0.2 74% 1.1
Metacarpal bone 8.1+ 0.3 8.0% 0.0 79% 05 8.0% 0.1 8.1% 05 8.0t 0.1
Hindpaw 10.0% 0.1 10.0% 0.0 9.5+ 2.2 10.0% 0.0 10.0% 0.1 9.8+ 0.5
Distal phalanx
Middle phalanx 1.5 1.6 14% 14 19+ 18 1.6+ 2.1 1.6+ 22 20% 2.0
Proximal phalanx 9.3+ 0.7 9.5+ 0.7 9.1% 22 9.1 09 94% 0.7 75 33
Metatarsal bone 99% 0.2 100t 0.1 98% 0.5 99% 03 99% 03 95t 0.7

* p<0.05, ** P<0.01 Significant difference from control (STUDENT' s t-test)

+ P<0.05, ++ P<0.01 Significant difference from control (ASPIN-WELCH’s t-test)
#P<0.05, ##P<0.01 Significant difference from control (WILCOXON’s rank sum test)
x P<0.05, xx P<0.01 Significant difference from control (CHI-SQUARE test)
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Table 8 Body weight, placental weight and the incidences of gross anomalies in rat fetuses from
mothers given cefaclor orally from Day 7 through Day 17 of pregnancy

Compound Control Cefaclor Cephalexin
Dose (mg/kg/day) 250 500 1,000 2,000 2,000
No. of dams observed 20 20 20 20 20 20
No. of corpolutea 323 295 319 307 317 302
(Mean £S.D.) (16.2+1.4) (148 +1.2)** | (16.0%1.6) (15.4 £1.6) (159 £1.2) (15.1 £1.3)
No. of implants 296 276 294 296 292 275
(Mean£S.D.) (14.8£2.8) (13.8%1.8) (14.7 £2.1) (14.8+1.8) (14.6 £2.3) (13.8%1.9)
Resorbed 12 8 12 14 13 9
(%) ( 4.1 (29 ( 41) ( 47 ( 4.5) ( 33
No. of Maserated 1 0 0 0 1 1
Jost (%) ( 03) ( 0.3) ( 04)
fetuses Dead 0 0 0 1 1 0
(%) ( 03 ( 03
Total 13 8 12 15 15 10
(%) ( 4.4 (29 ( 41 [QEN)) (5.1 ( 3.6
No. 283 268 282 281 277 265
Live fetuses (Mean £S.D.) | (14.212.9) (13419 (14.1%2.1) (14.1£1.8) (13.9£2.5) (13.3%1.9)
Sex ratio 1.08 1.05 1.04 1.11 0.99 1.04
(3/9) (147/136) (137/131) (144/138) (147/133) (138/139) (135/130)
Mean body length é 395+ 1.1 39.1% 09 395% 09 39.0 £ 0.9 39.1 % 0.6 3881 1.1
+S.D. (mm) % 386+ 1.0 384+ 0.7 385+ 0.7 382+ 0.8 38.1 % 0.7 379 + 1.0*
Mean tail length & 13.8+ 0.5 139t 05 139+ 0.6 13.6 + 0.4 13.6 + 04 136+ 04
+S.D. (mm) 9 139+ 0.5 139+ 04 140+ 0.5 13.8 £ 0.6 137+ 04 138+ 0.5
Mean body weight d 377+ 0.29 370+ 0.24 3.76 £ 0.25 3.63+ 0.24 3.72 £ 0.20 3.68 + 0.28
+S.D. (3] Q 3.54+ 0.26 3.56 + 0.18 3.54 + 0.25 342 + 0.20 346 + 0.18 346+ 031
Mean placental weight  &» 505+ 47 482 + 45 486 + 52 471 + 51* 473 + 48* 487 + 43
*S.D. (mg) % 477 + 39 468 + 46 469 £ 62 443 £ 38** | 459 + 48 472 + 53
External malformation 0 0 0 0 0 0
Visceral examination
Hydronephrosis 15 (15.5) 12 (13.3) 14 (15.2) 21 (21.9) 16 (17.9) 16 (17.8)
Hydrocephalus 0 0 0 1( 1.0) 0 0
Left umbilial artery 1 ( 1.0) 0 0 0 0 1(11)
* p<0.05, ** P<0.01 Significant difference from control (STUDENT’s t-test)
+ P<0.05, ++ P<0.01 Significant difference from control (ASPIN-WELCH’s t-test)
#P<0.05, ##P<0.01 Significant difference from control (WILCOXON’s rank sum test)
x P<0.05, xx P<0.01 Significant difference from control (CHI-SQUARE test)
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Table 9 The incidences of retarded ossification, minor changes and anormalies in the skeletal system in rat fetuses

from mothers given cefaclor orally from Day 7 through Day 17 of pregnancy

Compound Control Cefaclor Cephalexin
Dose (mg/kg/day) 250 500 1,000 2,000 2,000
No. of dams observed 20 20 20 20 20 20
No. of fetuses ( 186) ( 178) ( 189) ( 185) ( 182) ( 175)
93 + 21 89+ 13 9.4 £ 1.5 93 +1.3 9.1 £ 1.8 8.8 1.3
Loss of vertebral centrae of 0/186 1/178 0/189 0/185 0/182 0/175
lumber 2 — sacral 1 ( 0.0 ( 0.6) ( 0.0 ( 0.0) ( 0.0 ( 0.0)
Bipartie-shaped 2/186 1/178 2/189 0/185 6/182 3/175
Thoracic ver. cen. (11 ( 0.6) (11 ( 0.0 ( 33 (1.7
14th rib 22/186 15/178 21/189 8/185 11/182 10/175
(11.8) ( 84) (11.) ( 4.3) ( 6.0) (57
Asymetry of sternebrae /186 10/178 12/189 18/185 6/182 7/175
( 3.8) ( 5.6) ( 6.3) ( 97 ( 3.3 ( 4.0
Non-ossification 0/186 0/178 0/189 0/185 0/182 0/175
Sternebra 1 ( 0.0 ( 0.0 ( 0.0 ( 0.0 ( 0.0 ( 0.0
Sternebra 2 0/186 1/178 1/189 1/185 1/182 0/175
( 0.0 ( 0.6) ( 0.9) ( 0.5) ( 0.5) ( 0.0
Sternebra 3 0/186 0/178 0/189 1/185 0/182 0/175
( 0.0) ( 0.0 ( 0.0 ( 09) ( 0.0 ( 0.0
Sternebra 4 1/186 1/178 4/189 0/185 2/182 0/175
. ( 0.5) ( 0.6 (2.1 ( 0.0 ( LD ( 0.0)
Sternebra S5 79/186 58/178 46/189# 63/185 61/182 67/175
(42.5) (32.6) (24.3) (34.1) (33.5) (38.3)
Sternebra 6 31/186 36/178 25/189 39/18S 27/182 25/175
(16.7) (20.2) (13.2) (21.1) (14.8) (14.3)
No. of caudal vertebrae 4.1 £ 0.4 4.0 £ 0.5 40 02 3.8 £ 0.4* 40 03 38 0.5
Forepaw
Distal phalanx 10.0 £ 0.1 9.9.+ 0.3 10.0 £ 0.0 10.0 £ 0.1 99+ 04 14.3 *19.7
Middle phalanx 0.0 = 0.0 0.0 + 0.0 0.0 = 0.0 0.0 £ 0.0 0.0 £ 0.0 0.0 £ 0.0
Proximal phalanx 1.0 £ 1.2 12 +1.0 1.0 £ 1.3 0.8 £0.9 1.2+ 14 1.2 £ 1.6
Metacarpal bone 74 0.6 7.6 £ 0.5 7.6 £0.5 74 * 0.7 7.6 £ 0.3 7.4 £ 0.7
Hindpaw
Distal phalanx 100 £ 0.1 | 100 £0.0 | 100 £0.0 | 10.0 * 0.0 9.9 + 0.2 9.9 +02
Middle phalanx 0.0 = 0.0 0.0 £ 0.0 0.0 £ 0.0 0.0 £ 0.0 0.0 £ 0.0 0.0 £ 0.0
Proximal phalanx 0.0 £0.0 02 +05 0.2 £ 06 0.0 £0.1 0.1 £ 04 0.1 04
Metatarsal bone 8.0 £0.2 8.1 £0.2 8.1 + 0.2 8.0 £0.1 8.0 £ 0.2 8.0 £ 0.1

* p<0.05, ** P<0.01
+ P<0.05, ++ P<0.01
#p<0.0s, ##Pr<0.01
x P<0.05, xx P<0.01

Significant difference from control (STUDENT’s t-test)
Significant difference from control (ASPlN.WELCH's- t-test)
Significant difference from control (WILCOXON’s rank sum test)
Significant difference from control (CHI-SQUARE test)
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Table 10 Body weights, placental weights and the incidences of gross anomalies in rabbits fetuses from

mothers given cefaclor orally from D'ay 6 through Day 18 pregnancy

Compouhd Cefaclor
Control
Dose (mg/kg/day) 10 20 40 80
No. of dams observed 10 10 10 8 4
No. of corpolalutea 112 89 103 82 40
(Mean £8S.D.) (11.2 £33) | (89% 1.9 | (103 % 21) | (103 1.8) | (10.0 * 3.49)
No. of implants 89 73 85 74 35
(Mean £S.D.) (89%28) | (73+£27) [ (85+23) | (93+23) | (883
Resorved 3 4 7 4 0
(%) (3.4) (5.5) 8.2) 5.4)
Macerated 6 7 4 1 1
No. of (%) 6.7) 9.6) 4.7) 1.4 2.9)
lost
fetuses Dead 0 0 0 0 0
(%)
Total 9 11 11 5 1
(%) (10.1) (15.1) 12.9) (6.8) .9)
No. :Live fetuses 80 62 74 69 34
(Mean £S.D.) (80%22) | (62x26)| (7421 | (86%21) ]| (8533
Sex ratio 1.16 1.07 1.11 0.97 - 1.13
45/9) (43/37) (32/30) (39/35) (34/35) (18/16)
Mean body length 8.7 %0.7 9.3 £0.4* 89 *0.7 8.6 £0.5 8.5 $04
+S$.D. (cm) 84 0.7 8.9 0.3 8.8 +0.6 8.6 0.3 8.7 0.3
Mean tail length 13.3 *1. 133 *1.6 13.8 £23 141 £1 13.8 1.
+S.D. (mm)| 129 *1.7 124 %21 142 *23 14.1 *1 14.0 *1.2
Mean body weight 326 7.1 36.6 5.2 340 7.2 31.6 4.6 31.3 55
+S.D () 30.6 6.0 33.1 *5.3 332 £7.8 32.3 4.1 32.3 £6.0
Mean placental weight 5.23%1.42 5.88 £1.35 5.22+1.09 440%1.32 5.25 £0.81
+S.D. (8 493+1.17 5.20+1.13 5.01 £1.38 4.36 £1.04 5261131
External malformation
short tail (%) 0 1 (1.6) 1314 0 0

* Significant difference from control at P <0.05
**  GSignificant difference from control at P <0.01
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Table 11 Viability of caesarean- delivered rabbits fetuses on day 28 of pregnancy, whose mothers were given
cefaclor orally from Day 6 through Day 18 of pregnancy

Compound Control Cefaclor
Dose (mg/kg/day) 10 20 40 80
No. of dams observed 10 10 10 8 4
No. of fetuses ( 80) ( 62) ( 74) (69) (34)
8.0+2.2 62%26 74121 8.6+2.1 8.5%*33
hr. 0.5 49/ 80 29/ 62 48/ 74 34/ 69 31/ 34#
( 61.2) ( 46.8) ( 64.9) ( 49.3) (91.2)
1 39/ 80 23/ 62 42/ 74 32/ 69 25/ 34
( 48.7) ( 37.1) ( 56.8) ( 46.9) ( 73.5)
2 38/ 80 18/ 62# 41/ 74 29/ 69 23/ 34
( 47.5) ( 29.0) ( 55.4) ( 42.0) ( 67.6)
3 33/ 80 17/ 62# 39/ 74 27/ 69 22/ 34
( 41.2) ( 27.4) ( 52.7) ( 39.1) ( .64.7)
4 26/ 80 11/ 62 28/ 74 21/ 69 19/ 34
( 32.5) (17.7) ( 37.8) ( 30.9) ( 55.9)
5 15/ 80 1] 62 21/ 74 18/ 69 17/ 34
( 18.8) (11.3) ( 28.4) ( 26.1) ( §0.0)
6 12/ 80 5/ 62 16/ 74 17/ 69 13/ 34
( 15.0) ( 81) ( 21.6) ( 24.6) ( 38.2)
* p<0.05, ** P<0.01 Significant difference from control (STUDENT’s t-test)
+ P<0.05, ++ P<0.01 Significant difference from control (ASPIN-WELCH's t-test
#p <0.05, ##P<0.01 Significant difference from control (WILCOXON’s Yank sum test)

x P<0.05, xx P<0.01

Significant difference from control (CHI-SQUARE test)
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Table 12 The incidences of retarded ossification, minor changes and anormalies in the skeletal system
in rabbits fetuses from mothers given cefaclor orally from Day 6 through Day 18 of pregnancy

Compound Control Cefaclor

Dose (mg/kg/day) 10 20 40 80

No. of dams observed 10 10 10 8 4
No. of fetuses ( 80) ( 62 « 79 ( 69 ( 39
‘8.0£22 62%26 74+21 8.6 +2.1 8.5%33
13th rib 28/ 80 27/ 62 29/ 74 13/ 69 23/ 34
( 35.0) ( 43.5) ( 39.2) ( 18.8) ( 67.6)
Asymmetry of sternebrae 1/ 80 0/ 62 0/ 74 0/ 69 0/ 34
( 12 ( 00 ( 0.0 ( 0.0 ( 0.0
Sternebra 1 0/ 80 0/ 62 0/ 74 0/ 69 0/ 34
( 0.0 ( 0.0 ( 0.0 ( 0.0 ( 0.0
Sternebra 2 0/ 80 0/ 62 1/ 74 1/ 69 0/ 34
( 0.0 ( 0.0 ( 14 ( 149 ( 0.0
Sternebra 3 0/ 80 0/ 62 0/ 74 0/ 69 0/ 34
( 0.0 ( 0.0 ( 0.0 ( 0.0 ( 0.0
Sternebra 4 0/ 80 0/ 62 0/ 74 0/ 69 0/ 34
( 0.0 ( 0.0 ( 0.0 ( 0.0 ( 0.0
Stemebra 5 17/ 80 10/ 62 26/ 74 33/ 69F 4/ 3
( 21.2) ( 16.1) ( 35.1) ( 47.8) ( 11.8)
Sternebra 6 1/ 80 3/ 62 10/ 74 1/ 69 1/ 34
( 1.2 ( 4.8 ( 13.5) ( 1.4 ( 29
Metastasal bone 0/ 80 0/ 62 0/ 74 2/ 69 1/ 34
( 0.0 ( 00 ( 0.0 ( 29 ( 29
No. of caudal vertebrae 16.2£0.7 16.1% 0.8 16.0+0.6 15.8£0.6 16.4%0.2

**. p <0.01
++ P<0.01
## P <0.01
xx P<0.01

* P<0.05,
+ P <0.05,
#7<0.05,
x P <0.05,

Significant difference from control (STUDENT’s t-test)
Significant difference from control (ASPIN-WELCH’s t-test)
Significant difference from control (WILCOXON’s rank sum test)
Significant difference from control (CHI-SQUARE test)



1) Birthrate:

No. of newborns
No. of implants

x 100

No. of F1 pups at 4th day before killed

2) Suckling rate :

No. of F1 pups at 21st day

No. of newborns at birth

3) Weanling rate :

No. of F1 pups at 4th day after killed

x 100

x 100
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Tabtle 13 Body weight and postnatal development in mouse newborns from
mothers given cefaclor orally from Day 6 through Day 15 of pregnancy
Compound Control Cefaclor
Dose (mg/kg/day) 250 500 1,000 2,000
No. of dams observed 10 10 10 10 10
No. of implants (110) (133) (126) (120) (125)
11.0%f 24 13.3% 091 126+ 1.3 120% 1.3 125 1.6
Gestation period 19.1% 0.3 19.0% 05 189+ 0.3 19.0% 0.0 19.3+ 0.5
No. of newborn ( 86) (114) ** (117)** ( 100) (105)
Sex ratio of newborn 49/ 55 57/ 63 57/ 68 47/ 79 52/ 64
Male/Female ( 0.89) ( 0.90) ( 0.84) ( 059 ( 081
Birth rate (%) 1) 86/110 114/133 117/126 ## 100/120 105/125
(78.2) ( 85.7) (929 ( 83.3) ( 84.0)
Suckling rate (%) 2) 85/ 86 113/114 115/117 100/100 105/105
( 98.8) (99.1) ( 98.3) (100.0) (100.0)
Weanling rate (%) 3) 81/ 81 97/ 97 96/ 98 96/ 96 95/ 95
(100.0) (100.0) ( 98.0) (100.0) (100.0)
0 day 1.67 £0.12 1.69 £0.12 1.62 £0.06 1.56 £0.07* 1.60%0.11
Male
§' 0 day 1.63£0.12 1.64 £0.11 1.53+0.08 1.56 £0.08 1.55 £0.10
: Female
E‘é 3 weeks 129 £2.0 127 £1.3 11.5 1.1 12.1 *14 124 £1.5
% Male
g 3 weeks 12.6 £2.0 119 £1.3 1.1 *11 119 *1.0 120 14
) Female
2 | 10 weeks 395 +22 40.3 *2.0 388 £2.0 39.0 £2.3 39.2 *24
Male
‘10 weeks 31.7 £26 315 *1.7 31.0 £1.8 30.6 *0.9 305 £1.7
Female
Separation of auricle 85/ 85 113/113 115/115 100/100 105/105
4-day (100.0) (100.0) (100.0) (100.0) (100.0)
Appearance of abdominal 78/ 81 92/ 97 92/ 97 95/ 96 92/ 95
hair 9-day ( 96.3) ( 94.8) ( 94.8) ( 99.0) ( 96.8)
Odontiasis 81/ 81 97/ 97 97/ 97 96/ 96 95/ 95
11-day (100.0) (100.0) (100.0) (100.0) (100.0)
Eyelids open 75/ 81 95/ 97 95/ 96 93/ 96 89/ 95
14-day ( 92.6) (979 ( 99.0) ( 96.9) (937
Descent of testes 29/ 58 27/ 60 27/ 58 30/ 60 30/ 60
4-week ( 50.0) ( 45.0) ( 46.6) ( 50.0 ( 50.0)
Vagina open 24/ 58 29/ 60 27/ 58 26/ 60 29/ 60
5-week ( 41.9) ( 48.3) ( 46.6) ( 43.3) ( 48.3)
* P<0.05, ** P<0.01 Significant difference from control (STUDENT’s t-test)
+ P<0.05, ++ P<0.01 Significant difference from control (ASPIN-WELCH’s t-test)
#p <0.05, ##P<0.01 Significant difference from control (WILCOXON’s rank sum test)
x P<0.05, xx P<0.01 Significant difference from control (CHI-SQUARE test)
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Table 14 Body weight and postnatal development in rat newborns from
mothers given cefaclor orally from Day 7 through Day 17 of pregnancy

Compound Control Cefaclor Cephalexin
Dose (mg/kg/day) 250 500 1,000 2,000 2,000
No. of dams observed 10 10 10 10 10 10
No. of implants 148 147 136 149 146 154
(Mean £S.D.) (148% 1.7) | (147% 2.0) | (13.6% 43) | (149 2.0) | (146 1.5 | (154% 2,0
Gestation period 219% 0.3 22.0% 05 219+ 0.3 220 0 219 0.3 220 0
No of newborns 135 138 124 140 138 146
(Mean £S.D.) (13.5%£2.0) (13.8% 2.3) | (124% 4.1) | (140 2.1) | (13.8% 1.8) | (14.6% 2.6
Sex ratio of newborn (/9 0.99 (67/68) | 0.92 (66/72) | 1.07 (64/60) | 1.15 (75/65) | 0.78 (61/78) | 1.03 (74/72)
Birth rate (%) 1) 135/146 (92.5) |138/147 (93.9) | 124/136 (91.2) | 140/149 (94.0) | 138/146 (94.5) | 146/154 (94.8)
Suckling rate (%) 2) 131/135 (97.0) {130/138 (94.2) | 119/124 (96.0) | 138/140 (98.6) | 137/138 (99.3) | 141/146 (96.6)
Weanling rate (%) 3) 75/100 (75.0) | 86/99 (86.9)| 60/91 (65.9) | 69/100 (69.0)| 76/100(76.0) | 55/100 (55.0)
At birth Fe) 6.4+ 0.4 65% 0.5 6.5% 0.5 67% 0.3 63% 0.6 6.7% 03
Body | (Mean*S.D.) ? 60% 0.5 6.2% 04 6.0 0.5 6.3% 0.2 6.1 0.7 64 03
weight| 3 weeks after birth & 539+ 6.7 507+ 74 54.7% 7.8 56.9% 5.2 52.3% 5.0 524% 18
of (Mean +S.D.) Q 524+ 52 498+% 59 53.6% 7.0 534% 6.0 503% 6.2 534% 38
Fy 10 weeks after birth & 391 *26 387 26 388 *21 399 31 388 *20 376 45
Pups | (Mean£S.D.) ? 251 10 244 *15§ 247 *13 245 *10 248 *21 246 *14
Separation of 100 100 100 99.3 100 99.3
Auricle 4 day
Appearence of 75.3 75.6 75.7 732 78.9 86.5
abdominal hair
Post- 11 day
natal [ Qdontiasis 95.3 97.8 90.5 915 97.8 97.3
deve- 11 day
198" | Evelids opening 55.3 65.1 59.0 78.6 709 74.1
15 day
Descent of testes 100 100 100 100 100 100
4 week
Vaginal opening 448 86.7 91.3* 67.9 78.6 71.3
5 week
Abnormality of tail 1 (0.7)

* p<0.05, ** P<0.01,

No. of newborns

1) Birth rate o plants

x 100

No. of F1 pups at 4th day before killed

D Su g rate : No. of newborns at birth

No. of F1 pups at 21st day
No. of F1 pups at 4th day after killed
*

3) Weanling rate :

Significant difference from control

x 100

x 100
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Table 15 Behavior and Water T-maze test of rat and mouse newborns from mothers given cefaclor orally at midpregnancy

Compound Controt Cefaclor Cephalexin
Dose (mg/kg/day) 250 500 1,000 2,000 2,000
No. of F1 8 9 9 7 10 7
Traction %) 7 8 8/ 9 9/ 9 6/ 1 10/, 10 11
( 87.5); ( 88.9) (100.0) ( 85.7) (100.0) (100.0)
Rotating rod (%) K 4/ 9 79 5/ 1 7/ 10 5/ 1
( 87.5) ( 44.9) (71.8) (719 ( 70.0) (71.4)
3 Sliding angle 494* 7.0 477% 1.9 431+ 2.9+ 48.6 % 3.6 48.6% 5.0 48.3% 8.4
=
Water T-maze test
Day 1 20.5 £10.2 19.4 % 8.3 24.4 %154 203+ 7.8 17.6 £ 9.6 227+ 83
[
Day 2 3.6% 36 4.7% 53 54% 44 6.3% 3.6 49% 6.5 4.7% 3.7
Day 3 0.8% 1.2 09% 1.1 14% 20 3.1+ 2.7 43% 7.0 1.3+ 14
2 No. of F1 10 10 7 10 9 8
Traction (%) 9/ 10 10/ 10 7 1 10/ 10 9/ 9 8/ 8
( 90.0) (100.0) (100.0) (100.0) (100.0) (100.0)
Rotating rod (%) 10/ 10 9/ 10 /i 8/ 10 7/ 9 7/ 8
o (100.0) ( 90.0) (100.0) ( 80.0) ( 77.8) ( 87.5)
’E Sliding angle 494 6.2 523% 6.4 490 438 46.5% 5.5 504 5.8 465 6.0
L;:
Water T-maze test
Day 1 16.8 = 7.0 17.2% 3.4 18.7%10.1 17.9+12.3 209+ 5.3 19.9 £10.6
Day 2 98% 96 6.2 40 10.6%* 9.5 | 109 5.2 98% 7.0 59+ 6.3
Day 3 9.8% 9.6 62% 4.0 10.6* 9.5 109% 5.2 9.8+ 7.0 59% 6.3
No. of F1 10 10 10 10 10
Traction (%)
Male 10/ 10 10/ 10 10/ 10 10/ 10 10/ 10
(100.0) (100.0) (100.0) (100.0) (100.0)
Ferhale 10/ 10 10/ 10 10/ 10 10/ 10 10/ 10
(100.0) (100.0) (100.0) (100.0) (100.0)
g Rotating rod (%)
= Male 10/ 10 10/ 10 10/ 10 10/ 10 10/ 10
(100.0) (100.0) (100.0) (100.0) (100.0)
Female 10/ 10 10/ 10 10/ 10 10/ 10 9/ 10
(100.0) (100.0) (100.0) (100.0) "(90.0)
Sliding angle
Male 429% 45 452 6.5 439% 39 428% 55 442* 58
Female 437+ 5.5 46.3% 6.2 43.0% 4.7 47.3% 6.0 423% 54

* P<0.05, ** P<0.01
+ P<0.05, ++ P<0.01

Significant difference from control (STUDENT’s t-test)
Significant difference from control (ASPIN-WELCH’s t-test)

#p <0.05, ##P<0.01 Significant difference from control (WILCOXON’s rank sum test)

x P<0.05, xx P<0.01

Significant difference from control (CHI-SQUARE test)
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Table 16 Mating and fertility ratio of rat and mouse newborns from mothers given cefaclor orally at midpregnancy
Compound Control Cefaclor Cephalexin

Dose (mg/kg/day) 250 500 1,000 2,000 2,000
Male
Copulating (%) 9/10 (90.0) | 10/10 (100) | 8/10 (80.0) [ 9/10 (90.0) | 10/10 (100) | 9/9 (100)
2 Impregnating (%) 8/9 (88.9) | 10/10 (100) 8/8* (100) 9/9 (100) | 10/10 (100) | 9/9 (100)
& | Female
Copulating (%) 19/19 (100) | 19/20 (95.0) | 12/16 (75.0) | 17/18 (94.4) | 17/18 (94.4) | 14/14 (100)
Pregnant (%) 18/19 (94.7) | 19/19 (100) | 12/12 (100) | 16/17 (94.1) | 14/17 (B2.4) | 13/14 (92.9)
Copulating (%) 10/ 10 10/ 10 10/ 10 10/ 10 10/ 10
Male (100.0) (100.0) (100.0) (100.0) (100.0)
Impregnating (%) 10/ 10 10/ 10 10/ 10 10/ 10 10/ 10
8 Male (100.0) (100.0) (100.0) (100.0) (100.0)
= Copulating (%) 19/ 19 19/ 19 20/ 20 18/ 18 19/ 19
Female (100.0) (100.0) (100.0) (100.0) (100.0)
Pregnant (%) 18/ 19 19/ 19 20/ 20 17/ 18 18/ 19
Female (94.7) (100.0) (100.0) ( 94.9) (94.7)
* p<0.05, ** P<0.01 Significant difference from control (STUDENT’ s t-test)
+ P<0.05, ++ P<0.01 Significant difference from control (ASPIN-WELCH’s t-test)
#P<0.05, ##P<0.01 Significant difference from control (WILCOXON’s rank sum test)
x P<0.05, xx P<0.01 Significant difference from control (CHI-SQUARE test)
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HEFORBICE XIZTEE, Jpn. J. Antibiot. 29:812~ 825, 1976

REPTODUCTION STUDY OF CEFACLOR (CCL)

1. TERATOLOGICAL STUDY IN MICE, RATS AND RABBITS

AxXIrRA NoMmura, TADAKAZU FURUHASHI, ERI IKEYA AKEMI SAWAKI
and HirosH1 NAKAYOSHI

Nomura Research Institute

A teratological study on cefaclor, a new cephalosporin antibiotic, was carried out in mice, rats and rab-
bits with the following results.

1) Mice and rats

Twelve-week-old primigravid mice and rats were used. Cefaclor was administrated orally at the doses
of 250, 500, 1,000 and 2,000 mg/kg/day to pregnant mice from day 6 through 15 of pregnancy, and to rats
from day 7 through 17 of pregnancy. For the reference compound, cephalexin was administrated orally at
the dose of 1,000 mg/kg/day in mice and 2,000 mg/kg/day in rats in the same manner. Number of im-
plants, fetal mortality and external, skeletal and visceral malformations, body weight, body length, tail length
and sex of each fetus were examined on live fetuses obtained by cesarean section on day 18 of pregnancy
in mice and day 20 of pregnancy in rats.

Twenty material deaths occured in the cephalexin group in mice, but no maternal death occurred in cefa-
clor-treated mice. Growth of fetuses and of newborn at birth was inhibited in the cefaclor-1,000 and 2,000
mg/kg/day-treated groups. No significant difference between the untreated control and cefaclor-treated
groups was observed in the body weight of weanlings, indicating that the intrauterine growth inhibition
caused by cefaclor is caught up by the weaning. No dose-related changes were observed in external appe-
arance. skeletal or visceral malformations in live fetuses and in the reproductive function of F; rats.

Body weight gain and food intake of pregnant dams were significantly decreased in the 500, 1,000 and
2,000 mg/kg/day-treated groups compared to the untreated control in the rat study.

2) Rabbits

Five-month-old primigravid New Zealand White Rabbits were used. Cefaclor was administrated orally
at the doses of 10, 20, 40 and 80 mg/kg/day to pregnant rabbits from day 6 through 18 of pregnancy. For
the reference compound, cephalexin was administrated orally at the dose of 40 mg/kg/day in the same man-
ner as that of cefaclor. On day 28 of pregnancy, pregnant rabbits were autopsied and examined for adverse
effects of the drugs on fetuses. Ten, six and two maternal death were observed in the cephalexin-40 mg/
kg/day-treated group, cefaclor-80 mg/kg/day and 40 mg/kg/day-treated groups, respectively. No dose-
related changes were observed in external appearance, visceral or skeletal malformations and body weight,
body length and tail length in live fetuses, indicating that cefaclor has no teratological effects on rabbit
fetuses under all employed conditions.



