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Table 1. Methods of reproduction studies

T . .
) No. of animals
S tudies Animals Age at start Dosage for examination Treatment period
(strains) of studies (mg/kg) f
‘ M F
1. Control 20 20 M 60 days prior to
2. KW-1100 50 20 20 and through mating
M ! 5weeks 3. KW-1100 150 20 20
Seg. 1 Rats . < .
. 4. KW-1100 450 20 20 F 14 days before mat-
(Fertility study) (Wistar) - . .
F ! 8weeks 5. KW-1100 1350 20 20 ing and until day 7
6. KW-1100 1350 20 20 of pregnancy
7. KW-1100 1350 20 20
1. Control 30 F ‘day 7~17
2. KW-1100 50 30 of pregnancy
Rats [
.. F ! 10weeks 3. KW-1100 150 30
(Wistar) I
Seg. 2 4. KW-1100 450 30
(Teratogenicity 5. KW-1100 1350 30
study) 1. Control 10 |F :day6~18
Rabbits - h 2. KW-1100 22 10 of pregnancy
(J. White) COMOMRS g Kw-1100 67 10
4. KW-1100 200 10
1. Control 20 F [ 6days before delivery
2. KW-1100 50 20 and until day 21 of
Seg. 3 Rat 3. KW-1100 150 20 lactation
ats
(Perinatal and (Wistar) F : 10weeks 4. KW-1100 450 20
istar
postnatal study) 5. KW-1100 1350 20
6. KW-1100 1350’ 10
7. KW-1100 1350% 10

M : Male I I Female

a), b) A half of males and females treated with 1350mg/kg of KW-1100 are mated with control males and females.

a) =Mating of females treated with 1350 mg/kg and males control.

b) =Mating of males treated with 1350 mg/kg and famales control.

c), d) > These litters were exchanged between control and K\W-1100 1350mg/kg dams.
c) =KW-1100 1350 mg/kg treated litters were lactated by control dams.
d) = Control litters were lactated by K W-1100 1350 mg/kg treated dams.

BREE LB OETRILZHE L, $H4H04
B LD 2 T NIBRE R OEARITH L, Wiuson BiC
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Table 2. Items of examination in reproduction studies
Studies Animals Dams Fetuses Offspring
Mortality, Symptom | No. of survived fetuses
Gained body weight No. of survived fetuses
Food and water per litter
consumption Dead fetuses rate
Seg. 1 Rats Mating rate Sex ratio
(Fertility study) Fertility rate Body weight
No. of corpus lutea | Major abnormalities
per litter Organic abnormalities
No. of implants per | Skeletal abnormalities
litter Ossification
Mortality, Symptom | Same as Seg. 1 No. of survived offspring
Gained body weight No. of dead offspring
Food and water Rate of survival after birth
consumption Change of body weight from birth
No. of implants per to 42 days
Rats litter Major abnormalities
Days of delivery Skeletal abnormalities
Function of sensory organ
Seg. 2 Mortality, Development of sexual
(Teratogenicity study) organs. Organ weight at 6 weeks
Breeding function study of I,
Mortality, Symptom | Same as rats
Gained body weight
Food and water
Rabbits consumption
No. of implants per
litter
Placental weight
Mortality, Symptom Items of Seg. 2 in rats plus
Seg. 3 Gained body weight
(Perinatal and postnatal Rats Food and \\:ater
study) consumption
Days of delivery
No. of implantation

EERBHRERFAAAE) X004 % 8 »AROBARR
EEYYY (EREMey 2-) OMZ 1LREDD
v }30TE, wHFE 10 TR KEFES X UK
HO¥EE, Ty FCEWTIE Seg. 1 ITHEL, v ¥
TIMHEEZ R —7 — DCRAL, BROFILEAEELT
ZOHEREROB & L7

15 BRI T D EM L7 Dose RERBIEREZS
£iz5y T3 1350me/kg ZRERAEE LUTALS
TR L7z, 450, 150, 50mg/kg % 7 4 ¥ Tix 200 mg/kg
P EEEL LUTAR 3 THhLA 67, 22mg/kg 2 th
ZTNEE Lo

BAROTR T Seg. 1 ITHEU T, HEHREN, T v
FCIER T B2 17 HETO 11 BRICHAE 1008 &
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FlicthE 1kg 7= v 5ml ORIKIBRZ LN ThRERR
B Utz BOEE &M Seg. 1 KL, wHET
EENIAME RSN ERERZ 1B 1TH72) 1108 D
HIRFAE & Lo

#ZIEE I Table 2 Wi Lo 7 v MEITIR20B E,
v FTIIEIR 29 BEICEEL, BHE, RFORER
Seg. 1 LIZITRKRICE Lico FEFOREIRT » M
AHI0RHEIC OV THRAR S &, FiEffike FiEeffE
FEREE Lo BELATICIHET 54, FiEMIER
4 B BCEREROBE R EZE—b (8T L, HEFAE
RS IORE, HE, A, EBRGES OB
BEZER L IO 4EBRBICEATES, 68
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Table 3. Fertility and gestation rate on Seg. 1 (Fertility study) of KW-11C0 in rats

Group 50 150 450 1350 13502’ 1350®/
Control
Item mg / kg mg / kg mg / kg mg / kg mg / kg mg / kg
. No. 17/20 20/ 20 19/20 20/20 18/ 20 18 /20 19/20
Mating rate
(%) 85.0 100.0 95.0 100.0 90.0 90.0 95.0
. No. 17 /17 20/ 20 18/19 19/20 16 /18 15/18 19/19
Fertility rate
(%) 100.0 100.0 94.8 95.0 88.9 83.4 100.0

No. of mating

Mating rate= 100

No. of pairing

No. of pregnancies

Fertility rate= X100

No. of mating

a), b) I A half of males treated with 1350mg / kg of KW-1100 are mated with control males and females.
a) =Mating of females treated with 1350mg / kg and control males.
b) =Mating of males treated with 1350mg / kg and control females.

Table 4. Litter data on Seg. 1 (Fertility study) of KW-1100 in rats

Group 50 150 450 1350 | 1350 | 1350
Control

Item mg/kg | mg/kg | mg/kg | mg/ke | mg/kg | mg/ kg

No. of litters examined 16 20 16 18 16 15 19
Noof e . Mean 11.3 11.3 11.0 11.2 11.4 11.3 10.7
o-of corpus futem per ftter S.D. 0.9 1.1 1.1 1.1 1.3 0.9 1.2
NoLof imolant - Mean 10.1 9.8 9.5 9.8 10.5 9.7 9.7
o- ol Implants per fitter S.D. 1.2 2.8 1.9 1.9 1.5 2.4 2.2

Total 1)Total 4 15 6 12 5 6 3

ota (%) 2.5 7.7 3.9 6.8 3.0 4.1 1.6

Dead fetus Early death 2 )Total 4 14 6 12 5 6 3
rate arly deat (%) 2.5 7.1 3.9 6.8 3.0 4.1 1.6

Late death 3) Total 0 1 0 0 0 0 0

ate dea (%) 0.0 0.5 0.0 0.0 0.0 0.0 0.0

No. of survived fetuses Total 158 181 146 165 163 139 181
Noof survived fet " Mean 9.9 9.0 9.1 9.2 10.2 9.3 9.5
o-of survived fetuses per fitter o p 1.4 3.0 2.1 2.5 1.5 2.4 2.3
Sex ratio (Male / Female) 78/80 | 92/89 | 74/72 | 82/83 | 78/85 | 69/70 | 85/96
(0.98) | (1.04) | (1.03) | (0.99) | (0.92) | (0.99) | (0.89)

Bods weichts ) Mean 3.12 3.10 3.12 3.15 3.07 3.11 3.06
ody weightsig S.D. 0.24 0.23 0.25 0.21 0.31 0.21 0.29

1) Dead fetuses rate No. of revsorbed' and macerated %100
No. of implants
No. of early death
No. of implants
3) Late death(percent) — No.of late death léte death x 100
No. of implants
S.D. =Standard deviation
a). b) I A half of males and females treated with 1350mg / kg of K\WW-1100 are mated with control males and females.
a) =Mating of females treated with 1350 mg / kg and control males.

b) =Mating of males treated with 1350 mg / kg and control females.

2) Early death(percent)= X100
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R N BEDOWBORERELR{TIN 70 6
R E EEEBOEEAE R KCBX I X 5B
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HVE Seg. 1 1T#EU 724
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Table 5. Results of Seg.2(Teratogenicity study) in rats treated with K\-1100
o 50 150 450 1350
Examinations Control mg / ke me/ kg mg / ke mg / ke
Dams Mortality 0/30 0/30 0/30 0/30 0/30
Gained body weights (g) 85+12.1 84+9.0 81+13.6 75**+5.8 62**+16.1
Dead fetuses rate(%) 0.8 3.4 1.8 3.6 3.0
No. of survived fetuses per litter 11.8%+1.5 11.4+1.1 10.6* +1.6 10.8**1.3 11.2=1.4
Body weight of survived fetuses 3.10+0.23 3.09+0.20 3.10+0.21 | 2.99*#+0.22 |2.89**+0.23
External abnormalities (%) 0.0 0.0 0.0 0.0 0.0
. Skeletal abnormalities (%) 0.0 0.0 0.0 0.0 0.0
Fetuses .
Skeletal variant (%) 5.6 10.1 4.6 1.7 6.0
Ossification
No. of sternums 5.4%0.82 5.3£0.73 5.5+0.66 5.3+£0.77 | 4.9**=0.85
No. of coccygeal vertebrae 4.6+0.63 4.6+0.53 4.7+20.48 4.3 £0.53 | 4.1%*=0.47
Organic abnormalities (%) 5.0 0.0 2.5 2.5 2.5
No. of survived newborn 106 107 109 104 106
Body weight
42 days after birth(g) 123.2+4.0 117.3+4.9 121.2+3.9 | 111.5"*£7.1 | 111.2** +5.4
Rate of survival
0~4 days(%) 100.0 100.0 100.0 100.0 100.0
Offspring 4~42 days (%) 100.0 100.0 100.0 100.0 100.0
External abnormalities (%) 0.0 0.0 0.0 0.0 0.0
Skeletal abnormalities (%) 0.0 0.0 1.2 0.0 0.0
Skeletal variant (%) 0.0 0.0 3.7 0.0 0.0
Abnormalitity of motility and
function of sensory organs (%) 0.0 0.0 0.0 0.0 0.0
*, ** Significantly different from control data, *p<0.05, **p<0.01

Mean * Standard deviation
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Table 6. Results of Seg. 2 (Teratogenicity study) in rabbits treated with k\\'-llOO

FExamination Control 2 67 200
mg / kg mg / kg mg / ke
Dams Mortality 0/10 0/10 0/10 2 /10
Gained body weight (g) 477 +67 431+107 4231183 3951166
Dead fetuses rate (%) 11.4 11.8 15.9 19.4
No. of survived fetuses per litter 7.8+2.5 7.5+2.2 6.9+1.9 6.8+2.8
Body weight of survived fetuses (g) 31.8+6.9 30.1£5.7 33.6+5.7 29.5+5.5
External abnormalities (%) 0.0 1.3 1.4 0.0
IFetuses Skeletal abnormalities (%) 0.0 0.0 0.0 0.0
Skeletal variant (%) 0.0 0.0 0.0 0.0
Ossification
No. of sternums 5.8:20.39 6.0£0.19 6.0+0.20 6.0=0.0
No. of coccygeal vertebrae 16.1-:0.88 16.3+0.83 16.5+0.67 16.31+0.68

Mean + Standard deviation

Table 7. Results of Seg. 3 (Perinatal and postnatal study) in rats treated with KW-1100

Examinations o 50 150 450 1350 1350% 1350
- mg / kg mg / kg mg / kg mg / kg g / kg mg / kg
No. of litters examined 20 20 20 20 20 10 10
A | Oday 168.049.8 | 161.0=9.6 | 161.4+9.6 | 162.C10.2| 165.349.4 | 165.3:0.4 | 165.3+9.4
Dams | Mean body weight |50 | 995 14103 |211.8°+12.2| 214.2+9.5 (2505 =15.0| 226.6° =107 | 226.6"+10.7 | 226.6°£10.7
Days of delivery 22 22 22 22 22 22 22
No. of survived newborn 214 196 203 159 210 104 103
erte of aureival 0 (0740 160.0 9.5 100.0 99.0 8.1 9.1 9.0
4~21days | 100.0 99.4 100.0 99.4 9.3 100.0 9.7
0day 5102 | 5302 | 52402 | 51202 | 4405 | 467304 | 5.1%02

21 days 31.6£2.1 | 29.6"£3.0

Body weight (g
ody weight (g) %8 days | 54.6=3.6 | 51.5°=4.0

Offspring 42 days | 108.2+3.2 | 107.2:5.8
External abnormalities (%) 0.0 0.0
Skeletal abnormalities (%) 0.8 0.0
Skeletal variant (%) 1.7 2.5

Abnormality of motility and function

0.0 0.0

of sensory organs (%)

31.5£2.3 33.2£2.3 | 29.1"* 2.4 31.6£1.8 30.6£1.9
52.354.2 54.6+5.1 | 50.5"" £4.8 53.623.4 53.972.4
108.6=5.2 | 108.2%6.2 | 106.1£7.5 | 111.226.0 |112.7° 4.0

0.0 0.0 0.0 0.0 0.0
0.6 0.0 0.0 0.0 0.0
0.0 3.9 2.0 2.5 1.3
0.0 0.0 0.0 0.0 0.0

@, b These litters were exchanged between control and K\WW-1100 1350mg/kg dams.

* —K\-1100 1350mg/kg treated litters were lactated by control dams.
» —(Control litters were lactated by KW-1100 1350mg/kg treated dams.
*. **: Significantly different from control data, *p<0.05, **p<0.01

DOREBEICIVTHRERTNERLIIERD NP 57
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1o XLERBREOHUHZN LIcHEF~OBELBIET
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FEoBmERCTBRLTEET2HEEE R ER Lo
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PR XD HH U 7oA 20T DR R 2 £ R 10ER 2 TF
BLT, E, BREZBREL, 10ERHRATR—RE
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2) BRI X OEE R

HR ST S W ORSERIEH, EF, SRS
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REDOHENS TIIETR28 8 & TERE OKREHEIMINHEIHERD
Sivieds, FOHIIH A ICEIE L 42 B T Control ##
EERIBD LN 70 BRBICOWTIIEIREH
L % Control & ZRIIBDONEI> o720 LT DM, 4
%428 BICER L 2R TR T _EMRIEEDOh
¥, FEEROBEMMS 1350 mg/kg B THRD LN,
% 7 Control Ff3s X% 1350 mg/kg B 108 E TH
AR U7 MEHEA-20VC 2 BV T RBE L7 AR TRAE T BE 3 5 Ak
HTh, TRE, HRER X0 ER RS TEERM
CEREIBEDONEDP 5T

V. BEBIUER

KW-1100 0 R4 T 2HEO—BELT, T v
Fizkb Seg.l, 9 b, UHFILXD Seg. 2 LT
5y MT X% Seg.3 DFERZITRV, KW-1100 DA JH
Tk HETHECOVWTREL, DTORMEER,

2. Sy MC X5 Seg. 1 ORMEBITHVCTHBW (HE)
DEEFEARE HIMNE] & 825 OB E S RE £ D 1350mg/
kg TERD LI,

BAME U 7o RS X OV IRF OB CIRRA R SEIT S W
TRgEEE, FIERE, FHERFE, REONY,
B, NEBEER IMEBLREFCERZEDLNR
Potre EREERAHEE THHILREE XIFRERIC
HEFRIERDLNE» T,

2. S5y MTETD Seg.2 DRBRITH VT, 450 5 X
Ut 1350 mg/kg BECRMADKREBEININE], BREE, IS
R glpel

BAME U 7R B X OSBRF O BIE TIX 450 35 X OF 1350
mg/kg B THRFAREDEKT, 1350 mg/kg FETHE, B
WG OILBLBESED LN, L LEEREEET
» 5 AR, FHERFERONE, Btk XUNE

RESTRARETERIRD LN, EHEEERT
DL 5T,

HAEFIRZE T 450 35 X 0% 1350 mg/kg BEIC B W CHKRE
HIIEIBRERD b s, FHERL, FidFk B
KRR, FAEFONE, BREES IUCBERES SV
TEBEMTERIFADONILP» 5 70

3. UHFXIKIID Seg 2 OMEITI T, 200mg/
kg B CRADIET (2/104D), EEMIMIDH, TR
BHLNIR, TEREHEE TdhDFERE, Tt
FafFEk, RafFos, B, AIBREE R SOtk
LB VTEBEMTERIIRL, EEUMEERIZEDS
N i

4. 5 FTETD Seg. 3 OHEICK T, wHEH
£ 1350mg/kg THRADKREMIIIGE], BEIFED S
oo

FEFRETIE, W OEKEMINMH S 1350 mg/
kg TRBLNH, EEREEE ThHHEFDOINVE,
BHEY, REHE ERORER ISHEFOETERE
NEC BN TARSEBMICERIAD SN 575,

5. DAERL7Z X5t KW-1100 A FARERIT BT 5
2, & LTRERE THEMMITERD b fkE
Tl & #k{E (Seg. 1~3), RRFCERDONIEERT &
f9E s L O RHEEOLELEE Beg. 2 7 » +), FiLfF
WCERD B RE I (Seg. 1~3 7 v F)ETH»
oo TNLHEMI L OBRERBETH Y, FREH
THBDOENTWAZ L LHBMICNT 2 KRERED
BRI X5 —RREOB(LICEET 5 L #EIh,

F-EEREEE Th HCHE, TIRMRE, REF~OR
Ht, FAEFORE, 78), LJERENFTI VTR
BT _REZ(LIXERD SNIRD o720

4 ik

1D @& ¥ B OF, K OER, BREE KR
K KW-1100 o & @+ 5HM%E G813,
<=VA, Fo b, IXCKFLARERARS LT
Sy PCRFHRAKSC LI BARSERR, 2
#E KB, Chemotherapy 33 (S-3) : 43~59,
1985

2) EFEA, 48 B, KERE, #KRERE:BRL
23330 RL&U BT 5HE (BVH) EHFEER.
FEPLERIK 7 ¢ 3113~3129, 1973

3) EBER, #H M, EWERE, BEHETZ
Flucloxacillin sodium o #FE#:k X CBRF~DOEE,
Chemotherapy 17 : 1523~1532, 1969

4 HE B, HAEEE, Sk E: Pivampicillin
DOEBRBY TR T 5 5K E, Chemotherapy 22 :
357~372, 1974

5) BtO&8L, KB EEHE : Bacampicillin hydrochloride
D5y b, v ¥FEH kAT REBE, Chemotherapy
25 (S-4) : 30~35, 1979
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SAFETY EVALUATION OF KW-1100 (IID
TERATOLOGICAL STUDIES IN RATS AND RABBITS AND
FERTILITY AND PERIAND POSTNATAL STUDIES IN RATS

TakasHr Sanyo, Satosur Nisuikawa, Takuil Hara, HipEaaru Mivazakt ANp Yusr OHGURO
Safety Research Labolatory,Kyowa Hakko Kogyo Co.,Ltd.

1) Teratological study (rats)

Four groups of rats, 30 mature females in each, were given KW-1100 orally from day 7 to 17 of pregnancy.
Another group of females rats served as a control and received saline. The dose levels were 50, 150, 450
and 1350 mg/kg.

No obvious adverse effects on either the parent animals, the fetuses or the offspring were observed in any
group.

2) Teratological study (rabbits)

Three groups of rabbits, 10 mature females in each, were given KW-1100 orally from day 6 to 18 of pre-
gnancy. Another group of female rabbits served as a control and received saline. The dose levels were 22,
67 and 200 mg/kg.

Two pregnant animals receiving 200 mg/kg were found dead. However, no obvious adverse effects could
be detected on either the other pregnant animls or the fetuses in any group.

3) Fertility study (rats)

Four groups of males rats were given KW-1100 orally for 60 days prior to and through mating. Mature
females received KW-1100 in the same doses for 14 days before mating, through mating and until day 7 of
pregnancy. The dose levels were 50, 150, 450 and 1350 mg/kg. Another group of rats served as a control
and received saline.

No obvious adverse effects on either the dams or the fetuses were observed in any group.

4) Peri- and postnatal study (rats)

Four groups of mature rats were given KW-1100 orally for 6 days prior to delivery and up to 21 days
post partum. The dose levels were the same as in the fertility study.

No obvious adverse effects on either the dams or the offspring were observed in any group.



