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Fig. 1. Body weight in male rats treated orally
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Fig. 2. Body weight in female rats before mating and during gestation period(Seg. I)
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Fig. 3. Food consumption in dams during gestation
period(Seg. 1)
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Table 1. Water consumption (g/animal/day) in male and female rats before mating and in dams during

gestation period (Seg. 1)

Dose . SY 5555 SY5555 SY5555
Control
(mg/kg) 80 360 1,620
Days of treatment
43~46 41.7+ 6.9 (24) 48.4+ 9.8 (24) 51.2+11.3 (24)** 60.8+10.5 (24)**
Male 46~50 42.4+ 7.4 (24) 49.0+ 8.6 (24)* 51.3+ 9.5 (24)** 57.9+ 8.6 (24)**
50~53 44.0+ 8.5 (24) 52.6+10.5 (24)** 56.4+ 6.5 (24)** 67.8+10.4 (24)**
53~57 39.2+ 7.6 (24) 48.0%£12.0 (24)** 51.9+ 8.0 (24)** 65.9+ 8.5 (24,**
57~60 40.7+ 7.0 (24) 50.4+ 9.0 (24)** 56.1+ 8.5 (24)** 69.5+ 7.7 (24:**
Days of treatment
50~53 32.5+ 6.5 (24) 36.2+ 5.0 (23) 38.2+ 7.3 (24)** 42.1+ 6.6 (24, **
53~57 30.0+ 5.6 (23) 34.1+ 5.5 (24) 41.6+ 8.4 (24)** 47.1+ 8.8 (24.**
57~60 31.7+ 4.8 (24) 36.5+ 5.6 (24) 44 .0+ 7.0 (24)** 48.7+10.7 24:1**
Days of gestation
Female 0~ 4 36.9+ 6.5 (23) 41.2+ 6.8 (24) 47.94+10.0 (23)** 54.5+ 9.4 (24)**
4~ 7 38.9+ 6.9 (23) 42.3+ 5.9 (24) 47.8110.1 (23)** 55.9+ 5.4 (24)**
7~10 40.7+£ 6.2 (23) 43.5+ 5.6 (24) 48 .9+ 8.1 (23)** 55.6+ 6.7 (24,**
10~12 44 .9+ 6.5 (23) 49.7+ 9.4 (24) 55.7+ 8.4 (23)** 58.8+ 7.4 (24,**
12~15 44 5+ 8.0 (22) 47 .8+ 7.5 (24) 54.7+ 9.6 (23)** 54.3+ 7.3 (24, **
15~17 53.6+ 8.2 (22) 55.2+ 7.7 (23) 59.8+ 8.7 (23) 63.1+10.9 (24,**
17~20 51.7+ 6.9 (23) 51.2+ 9.3 (24) 55.1+ 8.7 (23) 61.1+12.4 124)**

Each value represents mean + SD and each parenthesis represents numbers of animals.
*, ** . Significantly different from control at p<0.05 and p<0.01, respectively (Dunnett’s test)
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Table 2. Mating performance in male and female rats treated orally with SY5555 (Seg. I)
Dose Control SY5555 SY5555 SY5555
(mg/kg) 80 360 1,620
Mean duration of estrus cycle (days) 3.8+0.2 (12) 3.6+0.4 (11) 3.7+0.4 (12) 3.7+0.5 (12)
No. of mated animals male/female 24/24 24/24 24/24 24/24
No. of inseminated females 237 24 24 24
No. of pregnant females 23 24 23 24
Mean mating period (days) 2.9+1.2 (23)® 3.1+1.2 (24) 2.5+1.1 (24) 3.4%£2.3 (24)
Copulation index (%) 100.0 100.0 100.0 100.0
Fertility index (%) 100.0 100.0 95.8 100.0
a; Mean+SD and parenthesis represents numbers of animals.
b, One additional female, in which sperm could not be detected, littered.
Copulation index = (No. of animals with successful copulation/No. of mated animals) X100
Fertility index = (No. of pregnant animals/No. of animals with successful copulation) X100
Table 3. Intrauterine observations in dams treated orally with SY5555 (Seg. 1)
Dose . SY5555 SY5555 SY5555
Control
(mg/kg) 80 360 1,620
No. of dams examined 23 24 23 24
No. of dams with live fetuses 23 24 23 24
No. of corpora lutea Total 424 435 386 415
Mean +SD 18.4+4.1 18.1+3.7 16.8+2.4 17.3+3.0
No. of implants Total 335 351 328 346
Mean + SD 14.6+1.9 14.6+1.6 14.3+1.8 14.4+2.1
Pre-implantation loss (%) 17.7 17 .4 14.2 15.0
No. of dead fetuses Total(%) 17 (4.6) 32 (9.2)* 16 (5.0) 12 (3.7
Early 14 32 14 12
Late 2 0 2 0
Dead 1 0 0 0
No. of live fetuses Total 318 319 312 334
Mean +SD 13.8%+1.6 13.3+2.1 13.6+2.2 13.9+2.5
Sex ratio (%) 48.9 52.1 54.5 47.7
Male/Female 156/162 168/151 168/144 159/175
Fetal weight (g) Male 3.2%0.2 3.4+0.3* 3.5%£0.2* 3.6£0.3*
Female 3.2+0.2 3.2+0.3 3.3+£0.2 3.3+0.3*
Placental weight (g) 0.5+0.1 0.5+0.1 0.5+0.1 0.5%0.1
No. of external anomalies 3 ™ 0 0

* © Significantly different from control at p<0.05 (Newman-Keuls test)

Pre-implantation loss= (No. of corpora lutea—No. of implants)/(No. of corpora lutea) X 100
Sex ratio= (No. of male fetuses)/{No. of male and female fetuses) X100

a) 1 umbilical hernia, 1 agnathia, and 1 agnathia, microstomia, microglossia and displaced ears

b) Micrognathia, cleft palate, microglossia and displaced ears

CHBaEAAT 16, 1,620mg/kg BHIERRIE~L =T
W1 ENFNBEINTZNDATH >z, BEEFEI
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72, B, MEBETHERRE G B~L=T 14,
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Fig. 4. Body weight in dams during gestation and lactation period(Seg. II)
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Fig.5. Food and water consumption in dams
during gestation period(Seg. II)

MEAFRBEC R TEETH - 7297, RS0
MR IZHIC 22 R r -7 (Fig. 4), 23
IR OREIZ IR 512 & 2 BIED LN h -T2,
TN SY5555 H 5 #IZ B W TR S HAM I B4R R D
R ARAE A, 1R 7 ~20H DK EIC G BICIKR
L -&fEssdsd s (Fig.5). ek, I3RS
BEERES L CTHKRICIIBERICELZBD L r - 12,

R X 72 R8I 35 T, RIS L O
PEHRICIIBMICZ 20U h - 72, £72, &8
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2) BERIZ RITT R

BB, BREFEIRER, LR R, SEARE, M
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2 A 1 B7 & ISR - BIMED RIB S & B &
DPFEFED 1 PIBRE I NI DA TH - 12,

3) AU RE TR

WENOBHCB W TLIEERIZ L, ik &
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Table 4. Intrauterine observations in dams treated orally with SY5555 (Seg. 1I)
o Dose SY5555 SY5555 SY5555
Control
tmyg/kg) 320 800 2,000
No. of dams examined I RS 26 19 28
No. of dams with live fetuses 25 26 19 28
No. of corpora lutea Total 358 378 260 403
Mean t SD 14.3+3.5 14.5+3.5 13.7+£3.0 14.4+3.1
No. of implants Total 274 304 208 319
Mean t SD 11.0+4.2 11.7£2.5 10.9+5.0 11.4+4.2
Pre-implantation loss (% 25.6 16.4 22.8 23.1
No. of dead fetuses Total % 12 (4.9) 19 (5.9 16 (6.0 12 (3.3)
Early 12 18 16 12
Late 0 ] 0 0
Dead 0 1 0 0
No. of live fetuses Total 262 285 192 307
Mean +SD 10.544.2 11.0+2.5 10.1+4.7 11.0£4.1
Sex ratio % 48.1 47.2 59.0 56.6
Male/Female 122/140 136/149 103/89 162/145
Fetal weight g Male 3.7t0.3 3.5+0.3 3.5%0.4 3.6+0.3
Female 3.4+0.2 3.3+0.3 3.3+£0.3 3.4%0.3
Placental weight (g 0.6+0.1 0.5+0.1* 0.6+0.1 0.5+0.1*
No. of external anomalies 0 0 0 1
* © Significantly different from control at p<<0.05 (Newman-Keuls test)
Pre-implantation loss = (No. of corpora lutea - No. of implants)/ (No. of corpora lutea) X100
Sex ratio = 'No. of male fetuses) /' No. of male and female fetuses’ X 100
a: Micrognathia and non-patent nares
Table 5. Delivery observations in dams treated orally with SY5555 (Seg. II)
Dose . SY5555 SY5555 SY5555
Control
(mg/kg) 320 800 2,000
No. of dams examined 12 10 10 11
Delivery index (%) 100.0 100.0 100.0 90.9
Gestation period (days) Mean + SD 21.8+0.4 21.5+0.5 21.41+0.5 21.8+0.4
No. of implants Total 118 124 119 133
Mean + SD 9.8+4.1 12.4+2.5 11.9+2.7 13.3+1.9
No. of live offspring Total 111 122 112 128
Mean +SD 9.3+4.3 12.2+2.6 11.2+3.2 12.8+1.9
No. of dead offspring 0 0 0 0
Sex ratio (%) 53.2 49.2 45.0 47.1
Live birth index (%) 92.4 98.2 93.6 96.3
Offspring weight on day 1 (g) Mean®SD 6.84+0.7 5.8+0.4* 5.8+0.6* 5.8+0.9*
Survival rate on day 4 (%) 99.3 98.5 98.3 97.3
Weaning rate on day 21 (%) 88.5 92.1 88.8 82.5

= Significantly different from control at p<0.05 (Newman-Keuls test)
Delivery index = (No. of dams delivered)/(No. of dams examined) X 100
Sex ratio= (No. of male live offspring) / (No. of all live offspring) X100

Live birth index = (No. of live offspring)/(No. of implants) X 100
Survival rate= (No. of live offspring on day 4)/(No. of live offspring on day 0) X100
Weaning rate = (No. of live offspring on day 21)/(No. of live offspring on day 4 after culling) X100




CHEMOTHERAPY

168

APR. 1994

FeawBIdoonNurotz, KETIE, £TH
SY5555 #& G2 BV TAH 1 HICHBBEEC TR
A& s 7zns, HERBOEICLZHEEEZ LN
720 EDBROEREIZIIHHICELREDO L -7 (Fig.

6), £72, 4 HHETEB L UBILRIZBE VW TLIRY
500+
—o— Control Male
—eo— 320mg/kg
400+ —a—  800mg/kg
i —a—2,000mg/kg
)
= 300
~=
2o
3 ]
ES
>
g 2007 Female
m
100

0 T T T T T T T T T
28 35 42 49 56 63 70 77 84 91
Days

Fig.6. Body weight in male and female offspring

12 & Bt SN~ 72 (Table5), HHERD
FRE RO, BEREMIA S L U8R EICBE W TLE
MUCEBH S ez A 6 NS, BeS5i1 & 22838005
nihr-7z,

SRR EIC BV T L, TRUMAM, TREBL LV
Zhe (R BloERALNT, 510k 282830
DN Er Tz, WEYREOKR, Bk, FHRE,
BREICRRE, ARG, M, BRARES LU
MERCIESICLIBERED LN LT

(Table 6), 73, 2,000mg/kg B HFERG REh &t
BEICHXNTUMETH - 722, IEFEGHNOELT
Hotz, BWERDHRICB W TLRGICERL 72 AR
7% REINERD LN - 12,

3. FMEME L ORI G e

1) Bz i3 &

HHICRER L 2230 CHE & U—REREED BE 13320
LN - 12, % 3, 1,620mg/ kg B 1 lH % 51858
LSBT L7, KEICIE, $FIRS & OB FLEAR 258
U TRl 2238 b - 72 (Fig. 7). &£ T SY5555
HEHIC BV RGO (ER17~20H) ([CEEED
VLR 2 ARAE RIS S 708, BRI OB R I3

(Seg. 1I) HEcELZ 2D h - 72 (Fig. 8), 1BK&EIZIE, &5
Table 6. Intrauterine observations in F1 dams (Seg. 1)
Dose . SY5555 SY5555 SY5555
Control
(mg/kg) 320 800 2,000
No. of dams examined 10 10 10 10
No. of dams with live fetuses 10 10 10 10
No. of corpora lutea Total 156 147 158 148
Mean+SD 15.6+1.6 14.7+1.4 15.812.4 14.8+3.9
No. of implants Total 148 139 151 132
Mean+ SD 14.8+1.3 13.9+1.4 15.1+2.3 13.2+1.9
Pre-implantation loss (%) 4.7 5.2 4.2 8.4
No. of dead fetuses Total (%) 2 (1.3) 5 (3.6) 8 (4.7) 8 (5.2
Early 2 5 7 7
Late ] 0 1 1
Dead 0 0 0 0
No. of live fetuses Total 146 134 143 124
Mean+ SD 14.6+1.3 13.4+1.4 14.3+1.8 12.4+1.3*
Sex ratio (%) 45.0 52.5 48.2 58.7
Male/Female 66/80 71/63 70/73 72/52
Fetal weight (g) Male 3.6+0.3 3.4+0.2 3.5%10.2 3.6+0.2
Female 3.4+0.2 3.3+0.3 3.3%0.2 3.5+0.2
Placental weight (g1 0.6+0.1 0.5+0.1 0.5+0.0 0.5+0.1
No. of external anomalies IS () 0 0

* [ Significantly different from control at p<(.05 (Newman-Keuls test)
Pre-implantation loss= 'No. of corpora lutea— No. of implants) /' No. of corpora lutea) ¥ 100
Sex ratio= 'No. of male fetuses) /! No. of male and female fetuses) x 100

a) Umbilical hernia
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Table 7. Delivery observations in dams treated orally with SY5555 (Seg. IIl)
Dose . SY5555 SY5555 SY5555
Control
(mg/kg) 80 360 1,620
No. of dams examined 23 22 21 23
Delivery index (%) 100.0 100.0 100.0 95.7%
Gestation period (days) Mean=+SD 21.7+0.5 21.7+0.6 21.6+0.5 21.9+0.3 21,™
No. of implants Total 280 293 280 234
Mean+SD 12.2+2.9 13.3£3.7 13.3+£2.3 11.1+3.4 121,
No. of live offspring Total 247 282 266 218
Mean+SD 10.7£2.7 12.8+3.6* 12.7+2.5* 10.4+3.0 21
No. of dead offspring 2 0 () 0 21
Sex ratio (%) 44.0 52.0 47.5 52.3 (21
Live birth index (%) 89.1 96.5 94.7 93.8 (21)
Offspring weight on day 1 (g) Mean+SD 6.31£0.8 5.940.9 5.6+0.8* 6.4+0.8 (21
Survival rate on day 4 (%) 96.9 92.8 94.4 97.8 21
Weaning rate on day 21 (%) 74.2 75.3 76.7 89.8 (21

* | Significantly different from control at p<0.05 (Newman-Keuls test)

Delivery index = (No. of dams delivered)/(No. of dams examined) X 100

Sex ratio= (No. of male live offspring) /(No. of all live offspring) X 100

Live birth index= (No. of live offspring)/(No. of implants) X 100

Survival rate= (No. of live offspring on day 4)/(No. of live offspring on day 0) x 100

Weaning rate= (No. of live offspring on day 21)/(No. of live offspring on day 4 after culling) x 100

a) One pregnant female with 100% intrauterine deaths.

b) One female died on day of parturition and parenthesis represents numbers of animals.

5007
i —o— Control
—— 80mg/kg
400 —a—  360mg/kg
—=—1,620mg/kg
C]
= 300
3 Female
] ]
>
g 2004
m
100
0 T T T T T T T T T
28 35 42 49 56 63 70 77 84 91

Days

Fig.10. Body weight in male and female offspring
(Seg. IIl)

WIS B I L 28ma o s 07z (Fig
9.

RIS L O HERICEHMCEZ RO L b -
72, % B, 1,620mg/kg #0 1 Bl LIRIETTH - 72,
72, FIROKER, BEIERL 2WIRNZZ ZRE LA
DL 572,

2) WA KT TR

T SY5555 & 5-E1Z BV TIEPE LI 7% <, i
KEEIZRE I AL e - 72, 808 L 14360mg/ kg B
DA R I BB R CEfliTH - 729, B
BEA e e VeI L A BITI3 W EEZ L
b, b, AR EDGALSN LY - 12

(Table 7). —MIKEEICIZ 1 & 2 828380 5 1L
ehr o 12, RE T, 808 L 10360mg/kg BEIZ BT
#%1B L4 HICH BB e Tl A 5 L7255,
HMAERBOR L 2R E2 LN, FDOHRDIKE
I IZBERIC Z A2 8w h - 72 (Fig. 10), 72, 4 HA
HEHREB L BRI BT LYz L 2830
LN h -7z (Table7), AW REHIREE,
Bei A (Table 8) & & vfr@htdt (Table 9, 10) iz
BOWTLHMIZH LA EIIALNT, &5 L 288
BIIAD LN LD -T2,

AEFHERERR AR IC BV T L, SRR, TREB Lo
Zhe (HE) Bz ALNT, &4 L aEz
SN -1, WIS, BIKE, EKK,
BIREEIRES, A ARG g, TR, WK E S L ks
BERICIIRGIC L ZRBED LN -, BBR
DR R TI3360mg/ kg BEIC 2 6] (G 8, JHEDF,
IRERZ2 B £ VNGRS 1 B 7c & vz iRER 22, 2
s, $HAL, MR B L OHE~L=TOHE1IHN) bk
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Table 8. Functional development in F1 offspring (Seg. 111}
Dose . SY 5555 SY5555 SY5555
Control
(mg/kg) 80 360 1,620
No. of dams examined 22 20 17 21
Surface righting reflex on day 8 post partum
No. of offspring examined 189 177 165 184
No. of offspring with positive response 181 169 162 180
(% Mean +SD 95.7+6.9 95.4+8.3 98.2+3.9 98.0%5.2
Negative geotaxis on day 15 post partum
No. of offspring examined 153 162 158 167
No. of offspring with positive response 148 157 146 162
%) Mean +SD 96.8+7.5 95.1£15.5 92.8+12.7 97.2+5.2
Gripping reflex on day 17 post partum
No. of offspring examined 153 160 157 166
No. of offspring with positive response 124 131 137 137
(%) Mean +SD 82.0+15.3 83.1+16.9 86.8+15.2 84.0£16.5
Pupillary reflex on day 21 post partum
No. of offspring examined 147 159 157 166
No. of offspring with positive response 147 159 156 166
(% Mean +SD 100.0£0.0 100.0+0.0 99.3+2.7 100.0+0.0
Auditory response on day 21 post partum
No. of offspring examined 147 159 157 166
No. of offspring with positive response 147 159 157 166
%) Mean+SD 100.0+0.0 100.0+0.0 100.040.0 100.0+0.0
Table 9. Rotarod and open-field test in F1 offspring (Seg. III)
Dose R SY5555 SY5555 SY5555
Control
‘mg/kg) 80 360 1,620
Rotarod test
Staying time at 15 r.p.m. Male 3.4+ 2.6 (22) 4.9 4.0 (20) 4.2+ 2.9 (19 4.9+ 3.5 (2D
tsec) Female 4.1+ 2.6 (22) 6.5+ 5.2 (20) 4.6+ 4.2 (19) 4.3+ 2.7 (2D
Open-field test
No. of squares touched Male 48.0+12.9 (22) 44.6+13.4 (20) 47.4+14.5 (19) 48.5+11.9 (21)
during 2 minutes Female 47.3+11.1 (22) 47.3+19.2 (20) 45.4+15.4 (19) 52.1+15.6 (21)
Each value represents mean+SD and parenthesis represents numbers of animals.
'2,000mg/kg BHIC 16 (EIF) BRI NLOAT REAM) A%, Seg. IIEB L 1rSeg. MAEBRICBWT

hHhotz,
HMERNERICBVC TR ICERL - WRN L R
FIRRRD LN - 12,
m. # =3

SY5555 DAFEIC RITTHEIZOWT, Ty &2 H
WZHEIRAT B & OHEIRMIEI G- i8R (Seg. 1), BN
BETRER S R (Seg. 1) % b ICEEMRB LU
B 5 R B (Seg. 1) = & M KRAETL 72,

1. HEic iz T#
WTFNORBRIC BT LHREICER L 2258 THIE A
LT, — KB L BEIRED LN L H - 72, Seg. |
RBIZ 5\ T1,620mg/ kg BEOMEIZ IR RO SH (4

SY5555 N4 T OG- IBE B OBRE 1 (KfEH 520
LNz, TNk HIBEROE IO EWE RS
THRDSLNTEH N, SYS555 (2R L B Tld %
W, 72, WTNLAKREICIZHRGIC L ZHELIRD S
Npnz e &0, FWH¥ERIcHBEE 2 22 Tidiw
EEZLNDL, WTNORBRICBWTL RS RICKE
L 72K EDBMAEED b iz hY, HOTEwE RS
WCBWTLALNLZEVTH), BRMEENE
fbicksEEzZH5NTW5,
BEMNRKREE, IR B & OHER:, 7% 5
VB OSBRI N T 2 2B I3 W ThoRERIC
BWw L oshahr -7z, L -7, Bt
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Table 10. Water maze test in F1 offspring (Seg. III)
Dose No. of No. (%) of offspring with correct escape
Sex . Memory - - - - - -
(mg/kg) | offspring Trial 1 Trial 2 Trial 3 Trial 4 Trial 5 Trial 6
Control 22 - 2 (9.1 0 (45.5) | 15 (68.2) | 17 (77.3) | 16 (72.7) | 19 (86.4)
Male 80 20 - 1 (5. 10 (50.0) | 16 (80.0) [ 19 (95.0) | 14 (70.0) | 16 (80.0)
360 20 - 1 ( 5 (25.0) | 16 (80.0) | 15 (75.0) | 17 (85.0) | 17 (85.0)
Day 1 1,620 20 - 1( 4 (20.0) | 14 (70.0) | 13 (65.0) | 16 (80.0) | 18 (90.0)
Control 22 - 1 ( 10 (45.5) | 13 (59.1) | 17 (77.3) | 14 (63.6) | 16 (72.7)
80 20 - 2 ( 11 (55.0) | 19 (95.0) | 13 (65.0) | 13 (65.0) | 13 (65.0)
Female
360 20 - 1 ( 7 (35.0) | 15 (75.0) | 15 (75.0) | 15 (75.0) | 16 (80.0)
1,620 20 - 3 ( 11 (55.0) | 16 (80.0) | 16 (80.0) | 15 (75.0) | 14 (70.0)
Control 22 10 (45.5) | 0 ( 8 (36.4) | 14 (63.6) | 15 (68.2) | 17 (77.3) | 21 (95.5)
Male 80 20 14 (70.0) | 0 ( 4 (20.0) 9 (45.0) | 18 (90.0) | 16 (80.0) | 19 (95.0)
360 20 12 (60.0) | 1 ( 5 (25.0) 7 (35.0) | 14 (70.0) | 15 (75.0) | 15 (75.0)
Day 2 1,620 20 11 (55.0) | 0 ¢ 6 (30.0) | 12 (60.0) | 11 (55.0) | 19 (95.0) | 16 (80.0)
Control 22 16 (72.7) | 1 ( 7 (31.8) | 17 (77.3) | 14 (63.6) | 16 (72.7) | 18 (81.8/
Female 80 20 14 (70.0) | 1 ( 4 (20.0) 6 (30.0) | 12 (60.0) | 13 (65.0) | 15 (75.0)
360 20 15 (75.0) | 1 ( 7 (35.0) | 16 (80.0) | 16 (80.0) | 14 (70.0) | 16 (80.0)
1,620 20 14 (70.0) | 1 ( 9 (45.0) | 13 (65.0) | 15 (75.0) | 13 (65.0) | 16 (80.0)
FEKSREIC AT A EEEME T Seg. [ B L U Seg. IIRER T132,000mg/kg 7 & N2 Seg. IREk Cix1,620mg/

’C“ﬂil,SZOmg/kg, Seg. 11:Ek T132,000mg/kg & &
Z6ith,

2. BIRICRIZTE

Seg. 1 8L Seg. IRERIZHE T, FRE, FHK
HIERRER, IR, FEARER, M, BRAEL L

BREENCTHOBEEBEICB Y TLREICL S

D LN Lh -T2, TUEWEE KBREL 235

WCIBROBEHVBET 2 |MEYOD L LB,
SY5555 # KEH%E L TLRERICHT 2 83D
nhnrotz, 12, BRONE, WEHBEBLUE 1’%
DEREPEBENLD, WTNOMBUAE L WREEE
OficERALNT, PEBNAZNOEEEZIIHEM
Ao WELTHE L LY, HE5ICLIHETIE
TWEEZ LN,

L 72h5- T, SY5555 #5112 & 5 B REBGEI/ER % &
CIETFEER D NS, BRICHT 2ESER
I3 Seg. 1 REXTI21,620mg/kg 7 5 UNIC Seg. 1B
Tl32,000mg/kg £ &2 b5,

3. HMAERICRIZTH
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L L N A ROTEEFR), #EERE & T8
BIFSZEICH L TSIk aRBEREBEH LN Lo T2,
72, AFEHEEIC L RERALNT, FRBRENKES
FUNEREODEEERSICB N TLB5IC L 283
DN h 72,

L7aso ¢, A RIC T 2 EEM RS Seg. 1T

kg L EZ LD,
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Reproductive and developmental toxicity study in rats

treated orally with SY5555

Masaharu Okamoto, Tadahiko Otaka
Suntory Bio - Pharma Tech Center
2716-1 Kurakake, Akaiwa, Chiyoda-machi, Ohra-gun, Gunma 370-05, Japan
Miiller, W., Osterburg, I. and Korte, R.
HAZLETON Laboratories Deutschland GmbH

Effects of SY5555 on reproductive abilities in rats were examined in fertility (Seg. 1), teratology (Seg. 1),
and perinatal and postnatal (Seg. III) studies. The following results were obtained.

1) No deaths were observed in any study. In parent animals, slightly lower food and higher water
consumption was observed in all treated groups, but there were no effects on general signs or body weight.

2) There were no effects on reproductive performance in parent animals or the development of fetuses
and offspring in any study.

3) Non-toxic dosage level was 1,620 mg/kg for reproductive performance in parent animals and fetuses
in the Seg. 1 study, 2,000 mg/kg for reproductive performance in dams, fetuses and offspring in the Seg. II
study, and 1,620 mg/kg for reproductive performance in dams and offspring in the Seg. Il study.




