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Bacampicillin hydrochloride D5 v &, 74 ¥&FH\ fz & FlA K

Bf LI RIL - KihEKE
HIR7 7 1 F — kAR RAIFRA

Bacampicillin hydrochloride (BAPC) i3, 27 1—7>®
FAFTHTHRBINLARA=L) X THD. %KW,
A9/ =N, IF/—NLICBIIPTL, KIZCLLHITETH
HE~RREOEBERKT, KIZEHL, RBABADHY
THd,

0
| S CHs
CHCNH —
| CHs HCI
NH:
o/ N COOCHOCO00C:Hs

|
CHs

SEbhbNIR, Ty MMERAS L VRIS KR,
BERRMBRERR, BENMS L UGS RR, V9¥
BEEERMZE S RKEIT\, BAPC DEMICRIZTIHEER
HLt.

RKBHH B & URMEE

5~ 9384 Sprague Dawley %7 v ~ #BHER
BYREDFEMEA LY, ELRMAEAGRE T XIS
SEEREH L VAL, 4FFTLAMUESEELLD
b, ERICEALL, BYEN (ER7 v b, OA-2;
iR v bBLUHES v b, CA-1; 7% ¥, CR-1;
BAZL7H#H) BLUKEKIIERICERS E . AF
L3 23+2°C, BES5E5% IR -1

HIRS v b %1351, 10~16GBFDREET v M &
e nE (H1585R) FEFE €. REERMZD SN
b, FIIPEEMRL, KTFMNZHONI-HLD%E
RRUIOLDERS U, 7 XOBAIR, REEDM
ZHCBHRBIERREHEL. WTNDBELE
BHZE %R0 B & LT,

BAPC 3¥kiciEn»L, 1B1EBY/>T (5 v
R), FRBEAT—FN (749F) EBLWTEORSL
120

S b5 Rz, HES (1978)V 55 v b2 58
BOR5UBEERAROERESEICL, 50mg/kg (1
W/V %), 250mg/kg (1 W/V%if), 1,000mg/kg

(10 W/V %#), 3,000mg/kg (10W/V% ) &L=
Mo ¥0ixb ki3, FEERY S FIC208MEOKRSE LI
bbNOFMEAMEREBHIZL, 50mg/kg (5W/V
%), 100mg/kg (5W/V%i). 250mg/kg (5W/V
%) & Utz, EMIC, WENLRGKRGEEHERD
MUK ERE T DRI

1. SRS & UERMA SRR (5 +)

7SS v b £B23~24TIC BAPC 2670HM,
9ASDIETy M EBF23~24IZI4BMES LD,
F UG Dt = X RHEZAF T, F:3REK108
MEIBS . EWikE5 3 TRIKROKILET, BT
IR 7 BHE TR L 72, RRES & URFIZRA KL
EKDIz,

XR%

_ XEX iR
i%¥—i$&xmo

RN
KRR, #EMMbBLURERTROLERT
1z

ER21 B DFRIP IR ERE S ¢ THIKEEBRL,
EFEBIFS S URCRNEOK &M 1=, EHFKITFIIK
HERER M (OBRE2IL) BLUBRERSEOR
HEOHEERBEL, 2VWTS% 7 ILI— I TCEE, ¥
H S (1976)2 NDFH LT alizarin red S ¥ 2 7158 84
EEEENL, EKAHAMRTERAY, LFETE &
BERE=RAXTI,
LEEITEDIEME LT, L%RE, $SHWE 5.
Mg, BHOLBTREIIOLTHNT, QT 0HX,
MEREARTEREROERE L,

II. BHFOBEERMIEERR (v, 749 ¥)
M7k

10~14 8405 v F%iERE ¥, BAPC %#4tRk7 B
MS17H F THRE U= 1ER21 B DRI IC B35
QI %KL, AITHICH U THEFKITFS & USETIRIUE
ERBELUL. FTENERFUASERED, SIAICKATID
EBUCH 1= D H61FI3 Bouin M TEE L, FH (1974)?
DHECOABEBEL, ZOMOKTFIIAIHRICEL
TREL, BIEEHREL .

HRICOHRS ¢ - BAREHURIIOVTI}, FBRR

AR =

X100
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K, EIFRELSL, EFTFOKRKAE, SRR (0
BREEL) 2To1.

HAEFIZESRL BIC—MLY 8 (JRAE U THERE 4
EFD) #RL, HOHEFEMKLL, hEAED,
M, 1, 2, 3, 4, 6, 8HMBAIKIT o1

HaEmsEH 3 AOMILE T, RRMR HANER
BEAIKNE, VIR CABR U, MILERICIZ Preyer
EARHFICL VK LR, DI,

BHAIIMIL L FIRF IR L, FEOREKEKEKRA .,

BEILIRIHAEF B IC oML TRE L. KR
DEFEREH EMRETT B0, ERSMIEHRR & LT
— KD VB2 LT DL RATRES I, KR
DRBIIESIC, #3148 BICBRLUTHKROFEEM
BUlk, EBERORYOHETFHE2LTDI34EHBA
WWESHRL, BIIABEHEMICREL. 20904
HE1L%RYV, 8K XHREE (Softex CMB ) I2&
VEBREOFELANI.

(2)74F

{KHE 3.2~4.8kg DMV H FEH10~11T i BAPC
R 6 BN S188 £ THROKRS LTz, BHKIZLPIEIR
296, HBk» SERE2EAUVTERL, WHLE
HFRFIERERNER, M (OENE2EE) BLURR
ERBOREOHAELHBICHELZ, DVTI%7
LI— L TEEL, Dawson (1926)Y DHiLICHKL,
alizarin red S {eBFHEBHEMALERL, HWIRHYIC
BRBRE, LE#ITE, BBEREZABL.

ILERITES S UBEHERIE, S5v MU TR,

M. BEMS L RILBIEERER (Sv )

10~14820 7 v + £#21~250LiZ, BAPC #%iEik
178 5531%208 £ THRE Ufz. &8 & bEBHERLHIC
DVTHREF S &, HEFREHEICEL TREB LU
RiE, TOMIGRBEROFES L UERRAEL &M
LTRFELT,

1. (FENE & CHERM AR SRR (9 )

BAPC # 5 W%, Jv ~iditik &R0, OEBEN
KTRTEDUI, H5KMF 50mg/ke % 58 TIZK
{E, 250mg/kg WL EDIX 5B TIITHEMNALNT,

RERDEELLIZ BAPC 50mg/kg, 250mg/kg i
ERTIZ, MEBELIZEALCEMAONEN ST,
1,000mg/kg 58 TI3i 5 AR E KM H T MIC
WS 1A, IEARALIL R I3 ITHRRE & 13 & A KR MM
%% ->fz. 3,000mg/kg %5 B TOLRGMLAR, KK
TASEERE IS & Nt s, BEMT RIS EIZIZE
CHEEMmE > 1,

BEHTIE, WThORSERIETOLRRE, HiRE,
KK, BIFFECE, £FRFERRCNREEEEMNRZL,
EMc L2 BIBOONT, FHFLASNLL ST
(Table 1),

MEESE L URSEOEIRRMKITFOEHBRETIIN
HRAF ORI £ 1 i2LAFTL, LR LUHAK
Flast, LERARCRT LI 1MbASNLL S
tzo BHALEHUIZ, NEBETEH6.2BTH 10
L, #5¥KTIi26.5~6.6 T, 3,000mg/kg H£5HT
137.3ML e ELBBEAEMMASNT,

SR E I REET 3 1, 1,000mg/kg, 3,000mg/kg ¥
SEHTE1H, 26In8s50, HEENMIND L DAY
BEETIZU%THH1=D L, H5HIZ79~89%TH
Y, MRELBREBEOM TOI MRS 120, &5
REOMERIASN NS T12,

II. EFOBEERPRERE (Fv b, 79¥)

17wk

BROKREZLIIRERSRD 3,000mg/ kg 58 %
B, NEBLIZIZELUDo1, 3,000mg/kg BT
RMER S HEES DT ML U, 2 BkSLI%

Table 1 Effect of Bacampicillin hydrochloride treated orally to male and female rats upon
the pregnancy and the fetuses at term
No. of females No. of No. of fetuses Body weight of
- . . X live fetuses
Daily d Copulated  Pregnant implantations Live
atly dose Mated P (Mean per litter) Dead(%) ' Mean + S.E.
(%)¥ (%)® Total  Malformed (g)
Omg/kg 23 15 (65. 2) 13 (86.7) 175(13.5) 9(5.1) 166 0 5.1410. 02
50mg/kg 24 11 (45. 8) 11(100. 0) 145(13.2) 7(4.8) 138 0 5.1810. 04
250mg/kg 23 15 (65. 2) 14 (93.3) 196 (14.0) 5(2.6) 191 0 5.15%0.03
1,000mg/kg 23 16 (69. 6) 16 (100. 0) 210(13.1) 16 (7.6) 194 0 5.27%0.03
3,000mg/kg 23 14(60.9) 13 (92.9) 177(13.6) 8(4.5) 169 0 5.21+0.03%

a) % of the mated females

b) % of the copulated females

c¢) Mean value of 122 fetuses, because the exact date of copulation of one dam could not be confirmed, 16 fetuses delivered
from the dam were omitted from weighing
d) Mean value of 156 fetuses, because the exact date of copulation of one dam could not be confirmed, 13 fetuses delivered
from the dam were omitted from weighing
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IINRBEOMMEIZIZFL Lo

K& 100g 4 Y DANEEIRRIZ, 1,000mg/kg LATD
BEBTIIVERESOT MNP UL, 4~ 6 EHL
BBt s 2IZF UL e o1, 3,000mg/kg # 5
BT, MERSERONREOBLZHFD 4g/100g/
B TEALRN, 20L&, SER2IIHRBOL X
WIZEFL &ED o1,

BAFFECEIZ, S G L ONRBLIZEA L BN,
Sfe. EFREIFAEIZ 1,000mg/ kg 58 TIZ ) 5.24¢
T#HY 3,000mg /kg X 58 TI3F 1) 4.96g T, MEMOTY)
5.14g L K2 RETIIRM > 1=, #Hi3 50mg/kg 5 HD
1 PGB HIRIRNSBH SN TH 1= (Table 2),

FREFILBETLR, WIThokEHIZLASARY
Stz BRMBSEHIINBETE.3%, R5HTIZ2.2
~6.6%, HMEAOILRUIBEEKIINEETL %, 5

BTI30~3.3%, BHOILENKIZ, MNEKTESY 6.4/,

BERT6 1~6.4BTHRBLAETNENDHASNIY
DLH 1M, BEREOMBERASN P STz, B
BWERIOLTLEMIC L ZRBREDSNLBh ST

HAERENS LK 8 AE THOREEILIL, WThoRkS
BONBRBIIZEALEN NI

k%4 HETHOEFE, 8,8 TOEHFRII, MEN
TENZN94.3%, 1006 THY, H5HTIZ2.3~
97.8%, 99~100% TEi3A SN sh-71=hf, £% 34
FTOATEER (HER) (3, 1,000mg/kg, 3,000mg/kg
M58 TI1398.1%, 96.4% & HHBBED86.6% XA

BIZEN» o1z, MILEEZ TONEMME, HE, BRES,

HRFBICH T ERICOBRERBLFIRKIASNT,
THhOZy MCbIHRBEDSNLM STz, %8BT

S L 1o WARIAM TR 14 B B M EiEEE, 5
M (69.2~88.0%), MMM (79.2%) TENEH I

294 ¥

BENKREILELSD L, WAL, HGBELESE
MiETdE, eMIckEIIMSICEL, MRETRES
3@ H, 50mg/kg, 100mg/kg M4% RT3 4 BIH,
250mg/kg 1R 5.8 Ti3 4% 5 116 B LIS 2 MICEL 12,
BEMMICA SN RREYNBEIZ, MHENTIIED
HTBETHY, 50mg/kg, 100mg/kg WX EH TIZIZ
IZH L <, 250mg/kg G5B TII/EMICKRT, B
0.5kg M U1, tHRE, 50mg/kg X 58 Tid, BEKD
FEEPiftEizAaSNLZN >, 100mg/kg F5HT LR
KIET 1272~ 1208, IERKRAZ TIZ100 3 FAHSRE
Ute. 250mg/kg 58 TI2, 111 4 ANFELL, 3
FHSHAEL 7= (Table 2).

SRR, BEROKEELE 2IZMINORM %R
L, MEOkE% HREEZSH—BEICEIL .
50mg/kg ¥ 5#TI2 3 AKS5E, SR EICERL, 5
@k 5 igh S RMEIZIZEHICE >z, 100mg/ke,
250mg/kg Wik 58 Tid 3 Bk S ®h SRk 2IZERALLE
A, #E5HMbRNEEOEIXRRNS0%ICEEEY,
BENRTH3I~4 BTHEELELLL Lo .

A EROBIFRCERIZ, BEIC AL RSRE
DAL ASNT, NRELHFENEI LI 1. £F
Ba1FHRI3, 100mg/ke, 250mg/kg Wifk 5 BT 40.68,
38.6g & MEABED 44.6g (TN, AEICE,SL
100mg/kg 52D 1 FlCERMASNIA, TOMMD
FEBICIIFHIZEDSNZN 51 (Table 2).

FEBERCETLIR 1 A bASN M1z, 100mg/ke

Table 2 Effect of Bacampicillin hydrochloride treated orally to pregnant rats and rabbits upon

the fetuses at term

No. of dams

No. of No. of fetuses Body weight of
. . . i live fetuses
Animal Daily dose 1\ Dead Aborted ™™ Dead L;;eu 4 Mean + S.E.
tations (%) Total altormel (g)
External Skeletal Visceral
Omg/kg 21 0 0 289 14 (4.8) 275 0/275 0/191 0/84 5.1410.03
50mg/kg 21 0 0 274 10 (3.6) 264 0/264 0/181 1/83¥ 5,1810.03
Rat 250mg/kg 21 0 0 302 5 (1.7)* 297 0/297 0/204 0/93 5.1210.03
1,000mg/kg 21 0 0 291 12 4.1) 279 0/279 0/191 0/88 5.2410.02**
3,000mg/kg 21 0 0 299 14 4.7) 285 0/285 0/196 0/89 4.9610. 02%**
Omg/kg 10 0 0 92 9 (9.8) 83 0/83 0/83 0/83 44.610.8
Rabbit 50mg/kg 10 0 0 78 15(19. 2) 63 0/63 0/63° 0/63 42.41+0.9
100mg/kg 10 0 3 72 11(15.3) 61 1/61¢ 0/61 0/61 40.6+0. 8**=
250mg/kg 11 4 3¢ 48 9(18.8) 39 0/39 0/39 0/39 38.611. 1%*=

a) Aborted on days 22,23 and 25 of gestation
c) Aborted on days 22,25 and 28 of gestation
e) Short tail

b) Died on days 14,17,21 and 26 of gestation
d) Interventricular septal defect
*_ **and ***indicate significant levels of 5, 1 and 0.1%, respectively
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BEROBAINE ORI £ 103 LRA L2 26.2%
ENRBEDI6BICHNERICEN M, 250mg/kg
HEBTIZ10.3% CHRBEEN LMo, BRIZED
BEBRLINTEALTEY, BHEERICIIRERIC
EBENMBD I,

BB 125 0D & D DR 134 58 TI1313.1~50. 8%
THBBD 72.3% CHNEECEI o1 INOLOD
W I8 IR SR THRL B2 A SN,

0. BEMS & CRIHEERR (59 b))

1,000mg/kg LA F Dk 58 Tiz BAPC # 51, s
JUNHERERTEOIITHMNESN, KEZIZTR
EERHHT D LDLH o 1N, EEBEOEK KIS NS
EREALEDY B, HRBOKKIIMNEY LY KD
272, 3,000mg/kg ¥ 5 T3, LIRDEKRIMICHR
WEIORA, M50, RER¥EMASN, MEKE%, &K
EWIIIE S Nz, 256 7 BN RAT (4 kS5 1%
3/, SEHkGE4H) i, 1 FMSRER (6 ERE
#®) KUk, SRR CIREBOR A E L > 1A
EHARKEGICLE TS RRIEMBEMNHNEZ NI 5
B DKEIINER L IZZRACETH > 125, 1082
MONEBELYEUASEL #51 (Fig. 1),

HAEFOKEMBIZ, 1,000mg/kg AT DRER T2
B L 2IZE U HB ER 5T, 3,000mg/kg H5RET
IBOTHICEKERMAIH & N1,

FEREITHI2 250mg/kg, 1,000mg/kg #% 5B Ti3xM
BELIIZEMTH 5 12H5, 50mg/kg, 3,000mg/kg Midk
ERTENBRIVEFICEM o, £1%4 BETOE
RIS, AEBEA 98.9%, 50, 250 & & U 1,000mg/kg
5812 92.5~96.0% DRETH > 715, 3,000mg/ke
BEBTE, 3.2% CHBICEN 1=, ZNIIHRER
BRI PIFEC U= TH 5. BFLERE TONES
ft, Wi, ARER, SRAMICHT2RIEORES,
2PFIREIZZDSNT, &% 8 BLLE TOEREIINR
BB EHOMTEN LN 5=, 1 FLEDSN
#2Mm >tz (Table 3),

% ®

5w FOIHERI A SHILETO/MME=5L, BAPC
EHRE LR, 1,000mg/kg LT 058 TI3HIED
R, BHRY, BIPECE, ERRMET, BROBIT
IZHLUTWLITNOFBOHRS THEYIC L MBI
St otz BEMICKRE UIRRT, 50mg/kg #
RT3 thes, JEEFENNREICL SNXEFIHM
U, %4 BE COEFEMSHER TIZ98.9% TH 20D
IZHL, 94.4%EHRICBETLTVSA, EnLVEH

& 250mg/kg 5 M TIIFERTFHAMBR LIV DL,
ER4 HETOEERL 96.0% T, BAPCHR5RED
WL SN2\, 1,000mg/kg 158 TOREET
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Fig.1 Average body weight of pregnant/lactating rats treated orally with Bacampicillin hydrochloride
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17 2‘1 i * 6
Day of gestation
KIINREEEDLSTERL BEF TOEFRI2.5%I3,
bhbhOWRHFOBEDEF4 HE TOEFRIZY%~
BLNEMBENTH Y, FHiTWmMLI-L3ZAoNY
WV, INSDZEMSTy NOERIZRIZT BAPC ©
SEVEREIZ 1,000mg/kg L ABEIND, 3,000mg/kg 4%
¥ TRBEROKENMNHNA SN, HERNICERST
B LBEMET T IFNRERALU . Lint> ThERIZ
3,000mg/kg L ABENSB,

JEHEIRS v M2 580 BAPC #8085 UL 1-HKE S
(1978) Y DH/BLMERBRORMTIZ, 1,000mg/kg TR
MEDHSNT, 5,000mg/kg TREFAMNASNTVED
T, BR7 v P TOLEROBRMISEEIRICE V) EREIC BT
EERR, PERIIIFIEAVETURVI EE2TEL
T3, bhbhDSRINDERTIE, 74 FIC 100mg/ ke,
250mg/kg 25 T2 &, BRDE T OREL EMNRE
LT3, FEEIR” 4 ¥ Tid 500mg/kg 285 L=F
MARTIFF 1 FNZS5 12 HECETE L T3,
250mg/kg 5B TIZ11H % 4 BN 5148 LIRICFEE
UfeBEME LT, ERICK VISR A LT
EZRZONIN, —RICTHFRIR=ZS) UBICHLT
BREENEL, EEMSBRALLPTVLEVDATVS
(GrRay %, 1966; Mabpissoo ©, 1967)5® NT, =M
EORXIHFThEERMN Ty MICHX, BT T2013
BAPC KR SNIHFRHIZARTIIBVEEI SN S,

fb%, BAPC DEFHHEICOVTIE, w4 ¥Tids
FR 5 =D 100mg/kg R 5HD1 FICERMASNT-12
IITHB. BRRBETHICOVTOERE (HIF, 1968;
Worpen %, 1972; Tucumann-DupLEssis, 1966; B,
1975) 719 (C ASNBHFECHE, 3 SICbNbNO
R TBEIAT > o7 FRGTERBRONBREEIC 25
NIBEREE (2,1456F 761, 0.3%) &L, &
BNV DT—RBERIIEL HADH ($E58 163

TR 16 2
Day after parturition

Mh1H, 0.6%), 3 SICHMARD 250mg/kg X 5B I
BRELTLRVLIEMS, ZhERIZ BAPC #5112
LBLNTRBLHRREIILDZLNEBDNS,

Sy MZABNIFFIE, TOEMAMEEL, BE
TS 50mg/kg %5 U= BE LB 1 FA1E1T
TH>,

Zhiz BAPC 5 R & I3 MFICRELTNBNT,
BARAREICLIDLDERDNS,

L1zh->T, BAPC X35 v b, 9 FICBWLWTH
HHRERRZEDSNT, S5 FOEMICHIT 2% ERAR
132 1,000mg/kg EHE N3,

] ]

ARR=21) >, BAPC 50mg/kg, 250mg/kg.
1,000mg/kg, 3,000mg/kg % Sprague Dawley # 5
v b DERATS & UHERIIN, MIFOBEREY, BHE
B LRI ERMICEORE LT, £1-04586
7Y% ¥OBHEFAMIC BAPC % 50mg/kg, 100mg/kg.
250mg/kg EEOFE L, £MICRIZIHEBERILL.

1. %5y MC6THM, 5 MCI4EMESLTH
SRES Y, BICRERNKIET, MICIIERT7 B
THRE MM U1z, 3,000mg/kg 58 Ti3BHKGKEN
MASIHIE 41, 1,000mg/kg THHTH 2MEAEH S
nrM, WTNOREBRTLEROKT, HKK KBIF
FCE, BIFERRLCICNEBERIZSY, HHLEDS
nigm-tz,

2. ZybCERIR7T BNS17T8FETHRE LI-£S,
3,000mg/kg #% 58 CEAKDKEMIMIDR A A SN, %
FIHIFREN DI MICENS S 12hE, 1,000mg/kg LIT O
BE5EBTIZ, K EREMKT, BROBIFOVTN
IO BBBH SN Moz, 50mg/kg HEHD 1
RIS SN, BAPC 5 & ol
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LR, BEFEDNSATOLHRRBELL LD &M
Eha.
THXORAIR, FiR6 ANDS188 £ THE Uik,

&R, J. Toxic. Sci. 1 .60, 1976
3) FEkME - L 2 2B L UST v b REITFORRELAN METF
W D75 DRI R 2. £ R RW 14: 23~40, 1974

100mg/kg X5 MTIZ10Fh I FAHEL, 250mg/kg 4 ) Dawson, A.B.: A note on the staining of the
HE5TIZFIh 4 PN 8 EIT 5 LURICTEL, 3 FlAtiKE skeleton of cleared specimens with alizarin
Utze MR D 100mg/kg 1 580 1 fIZERHES red S. Stain Tech. 1: 123~124, 1926
sht-n, BRREBENTH O, 5) Gray,J.E. & C.Lewis: The enigma of antibiotic-
3. v MCHERITE D SRIL 208 T THRE LIk induced diarrhea in the laboratory rabbit.
£, 3,000mg/kg HEHTIZ, HEMMKE L LICHEKD Toxic. Appl. Pharmacol. 8: 342, 1966
REMMAIHR E N, 25FH 7 BIASHRATIC, 1 BIAS 6) Mabpissoo, H.; C.D.Jounston, W.J.Scort, LHoLME
HEBICTET Ul EHICIOREMTIZ, TEEITFEN & M.H.PinpeLL: Toxicologic and teratologic
OIENITEL, £ 4 BETOEFEMNOTMIED > studies on antibiotic in rabbits. Toxic. Appl.
1=. 1,000mg/kg U TOH/ERTIZ, fHEK, BARTHETF Pharmacol. 10: 379, 1967
KL, ¥icLaEIRDSINLMoT, 7) BEGR: Bt e UTORTEERR, ©HER
Ll oS, BAPC ICRREFHIERIIZHHN 2: 1~12, 1968
T, v FOEMICHIT HEERRIZ 1,000me/kg & ¥ 8) Worpen, A.N. & C.N.RoBerTs : Experimental and
Banz, clinical evaluation of drugs and drug safety.
(EFRIE, SENEK LM77 1 F— HikOLELHE Abstracts of Japan-British Medical Sympo-
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REPRODUCTIVE AND TERATOLOGIC STUDIES OF BACAMPICILLIN
HYDROCHLORIDE IN RATS AND RABBITS

YASUHIRO NOGUCHI and YASUO OHWAKI
Nagoya Pharmacology Laboratory, Pfizer Taito Co., Ltd.

Reproductive and teratologic studies were conducted on bacampicillin hydrochloride (BAPC) in rats and rabbits.
Doses employed in Sprague-Dawley rats were 50, 250, 1000 and 3000 mg/kg and those in Japanese white rabbits were
50, 100 and 250 mg/kg. They were administered during the appropriate time sequences.

BAPC treatment did not affect either fertility, or the survival and development of the offspring when adult male
rats were administered with BAPC orally for 67 days prior to mating and females were given from 14 days prior to
mating to day 7 of gestation. Inhibition of maternal weight gain was observed in rats given two top dose levels of
1000 and 3000 mg/kg.

There was no evidence of a teratogenic effect when BAPC was administered daily by gavage to female rats on
gestation days 7 through 17 and to female rabbits on gestation days 6 through 18. The rabbit was an unsuitable
species for teratology trials in the antibiotics: daily BAPC doses of 250 mg/kg resulted in material death and doses of
100 and 250 mg/kg caused abortion in some rabbits, Exceptionally an interventricular septal defect in rats treated at a
dose of 50 mg/kg and a short tail in rabbits treated at a dose of 100 mg/kg were found, but they were considered to
be spontaneous in origin, .

When rats were given BAPC at a dose of 3000 mg/kg during the perinatal-postnatal period (gestation day 17
through postpartum day 20), maternal death, slight depression in maternal weight gain, a few cases of stillborns and
sligh‘tly decreased neonatal sﬁrvivil were observed. No adverse effects were confirmed in rats treated at doses of 50,
250 and 1000 mg/kg.



