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Table 1 Mean food and water consumptions by dams during gestation and lactation periods

Compound Control CXM-AX
Dose (mg/kg) 100 300 1000
No. of dams 22 22 22 22
Food (g/day)
Gestation period
Day 1— 4 15.6+ 1.5 15.8% 2.1 15.5+ 2.0 15.9+ 1.5
4— 17 16.4+ 1.4 6.7+ 1.8 16.5% 1.4 16.7+ 1.5
7—10 17.6+ 1.5 17.9% 2.0 17.9% 1.7 18.4+ 1.4
10—13 18.3+ 1.4 18.8+ 1.8 18.8+ 1.7 19.3+ 1.4*
13—17 19.9% 1.7 20.5+ 1.6 19.9% 1.9 20.4%+ 1.6
17—20 20.5+ 1.7 14.7+ 2.1** 13.8+ 1.7** 12.7+ 2.4**
Lactation period
Day 1— 4 27.5+ 3.4 27.0+ 4.2 26.2+ 3.3 24.8+ 6.6(19)
8—11 4.6+ 3.7 4.6+ 5.9 46.8+ 3.9 48.8+11.3(19)
Water (ml/day)
Gestation period
Day 2— 3 32.6+ 8.2 36.5+11.4 33.8x11.9 33.5+ 7.1
5— 6 31.9+ 7.7 39.5£10.6** 32.8%+ 8.7 37.3t12.8
8— 9 36.1+15.4 39.9+11.8 37.1£14.0 35.0% 6.1
11—12 42.11+19.9 43.9+11.2 36.2+ 8.4 38.8+ 8.1
14—15 39.6+10.7 43.0+10.4 39.5+ 9.0 41.5+ 9.6
18—19 41.2+ 9.3 40.1+15.5 38.0+10.6 39.0£11.2
Lactation period
Day 1— 2 39.1+ 9.1 43.5+14.7 43.6+ 8.6 46.6+15.4(19)
8— 9 55.6+ 9.1 69.5+15.0% 79.5+ 9.2** < 86.9%£19.1**(19)
Mean+S.D.

The no. in parenthesis indicate no. of dams (F0).
* p<0.05, ** p<0.01 Significant difference from control (STUDENT's t-test)
+p<0.01 Significant difference from control (Aspin-WELCH's t-test)

Photo.1 Nephroblastoma (CXM-
AX 100 mg/kg)
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Table 2 Mean absolute and relative organ weights of dams on day 21 after delivery
Compound Control CXM-AX
Dose (mg kg) 100 300 1000
No. of dams 22 21 22 19
Final body weight (g) 276+9 286 +15* 290+ 21 311+20**
Carcas (g) 199+ 8 200 +12 193+12 202+13
arcass (g%) 7242 70420 672 65+3+
Heart (mg) 85176 860 + 65 819+ 74 836+ 81
car (mg%) 309+ 31 301 £ 26 284431 269+ 23°*
L (g 1.08+0.10 1.06+0.07 1.04£0.09 1.08+0.14
une (g%) 0.39+0.03 0.37+0.03° 0.36+0.03* 0.35+0.04°°
Liv (gt 11.0+£0.7 11.3+0.9 10.6+1.0 11.1+1.1
Aver (g% 4.0£0.2 4.0£0.2 3.640.3°° 3.6+0.2°"
. e 1.83+£0.15 1.89+0.17 1.93+0.12* 2.00+0.15*°
Kidneys , . _ N X ~ - ,
(g” 0.66+0.05 0.66+0.06 0.67+0.06 0.64+0.03
. (mg) 593+ 67 640+ 88 625+ 115 594 + 62
Spleen ) e
‘mg 21522 224 +31 216+ 39 191+16
Ad s (mg ) 71+9 7216 7547 75+10
renats (mg%) %6+ 3 25+3 26+3 2443
N (mg) 171+ 44 184 +37 160 + 38 179+ 44
Thymus PN
(mg%) 62+15 64+12 55+ 12 58+ 15
(mg ! 92+ 14 88+ 12 87+17 90+ 12
Ovaries h
(mg”) 3344 31+4 30+5° 29+4**
(mg) 398 127 320+ 82* 375+ 112 364 £ 101
Uterus ,
fmg”,0 144+ 47 112+31* 129+ 40 118+34"
N (g) 10.3+1.5 15.4+2.3* 22.1+7.4* 30.1+£5.3**
Cecum +
(g”) 3.7+0.6 5.4+0.8%" 7.6+2.3%" 9.7£1.7*
N Y 1.92+0.30 2.87T+0.77* 3.57+0.48** 3.44£0 54
Cecum o - )
(g%) 0.70+0.11 1.01£0.30* 1.23+0.15*"* 1.11+£0.18""
Mean+S.D.
T p<0.05 " p<0.01  Significant difference from control (STUDENT'S t test)
" p<0.05, ** p<0.01 Significant difference from control (Asrix-Wercn's t-test)
Cecum + © Cecum with contents
Cecum—  Cecum without contents
28 1%, WMBEOMETHIA 0, 14, 28, 35 [1%, 1,000 IO AL O, BT A O ZE e & i 7hE

mg/kg fZ R ETHAE L. T B BT
Hat :hnfn TIEOMAp e Stz
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Table 3 Observations of F1

Compound Control CXM-AX
Dose (mg/kg) 100 300 1000
No. of litters 22 22 22 19
Mean no. of implantations 12.8%+2.0 13.0£2.1 12.9%+1.6 13.4%£1.2
Mean length of gestation
period (day) 21.8+£0.4 21.6£0.5 21.8%£0.4 21.8%0.4
Delivery rate” (%) 100 100 100 100
Mean no. of alive F1
Postpartum day 0 12.0+£1.8 12.4£2.0 11.9+1.8 12.3+1.8
1 11.8+1.9 12.4+2.1 11.7+1.7 12.3+1.8
4 11.8+1.9 12.4+2.1 11.7+1.8 12.3+1.8
After selection 7.9£0.4 7.9+£0.4 8.0£0.0 7.9£0.5
21 7.9%£0.4 7.9%£0.4 8.0£0.0 7.5%£1.9
Dead F1 (%)
At birth 0.7 0 0.4 0.8
Postpartum day 1 1.5 0.4 1.5 0
2-4 0 0 0.4 0
5-21 0 0 0 5.3
Sex ratio of newborns 1.00 1.10 1.06 1.06
(Male/Female)
Live birth index” 94.0 9.5 92.3 91.4
Viability index”’ 98.5 99.6 98.1 100
Weanling index” 100 100 100 94.7
No. of F1 with external 0 0 0 0
malformations
Visceral examinations of F 1
No. of F1 examined 174 174 176 142
Involution of thymus 1 0 0 0
Dilatation of the renal pelvis 0 1 0 0
Nephroblastoma 0 2 0 0
Atrophy of the right uterus 0 0 0 1
Adhesion of spleen and liver
-and hematoma in liver 0 0 0 1
Necrosis and extramedurally
hematopoiesis in spleen 0 1 0 0
Necrosis, granulation tissue
and extramedurally hemato-
poiesis in spleen, vacuolar
degeneration in hepatic cell, 0 1 0 0

extramedurally hematopoiesis
in liver and atrophy of
gromerular zone in adrenal

9 Delivery rate (%) =(No. of dams delivered alive F 1/No. of pregnant dams) X100

Y Live birth index (%)={(No. of alive F1 at day 0/No. of implantations) X100

9 Viability index (%) =(No. of alive F1 at day 4 before selection/No. of alive F1 at day 0)x100
_9 Weanling index (%) =(No. of alive F1 at day 21/No. of alive F1 at day 4 after selection) X100
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Table 4 Postnatal developments of F1

Compound Control CXM-AX
Dose (mg/kg) 100 300 1000
No. of litters 22 22 22 19
Separations of auricle (%) Day 2 22.3 20.2 24.0 22.7
3 86.9 63.2 3.7 82.0
4 99.6 99.3 98.4 97.4
5 100 100 100 100
Appearance of abdominal Day 9 0.6 2.3 2.8 2.7
hair (%) 10 54.0 43.1 63.1 69.9
11 87.4 82.2 97.7 89.4
12 100 100 100 100
Odontiasis (%) Day 10 7.5 8.0 10.8 7.7
11 19.0 24.1 29.5 22.5
12 60.9 50.6 56.8 70.4
13 86.2 74.1 4.7 92.3
14 98.9 93.7 98.9 99.3
15 100 100 100 100
Eyelids opening (%) Day 15 24.7 19.0 21.6 33.1
16 81.6 64.9 76.7 86.6
17 98.9 99.4 100 99.3
18 100 100 100 100
Descent of testes (%) Week 3 98.9 90.9 100 98.6
4 100 100 100 100
Vaginal opening (%) Week 5 60.9 55.4 11.6 57.4
6 100 100 100 100
Table 5 Mean body weight changes of F1 (male)
Compound Control CXM-AX
Dose (mg/kg) 100 300 1000
No. of litters 22 22 22 19
Day 0 5.9+ 0.4 5.6+ 0.4* 5.6+ 0.5 5.6+ 0.6
4 9.5+ 1.0 8.9+ 0.9* 9.3+ 0.9 8.8+ 1.1*
7 15.2+ 1.4 14.5+ 1.2 14.7+ 1.2 14.0% 2.1*
14 29.6+ 2.1 28.1+ 2.9 28.2+ 2.1* 28.4+ 2.4
21 45.1+ 3.5 43.3+ 3.2 43.8+ 3.3 46.1%+ 4.0
28 79 6 75 £ 5° 76 + 5° 77 =10
35 129 11 123 =+ 7 123 + 8 125 #*13
42 183 +18 175 +10 177 %10 178 =14
49 236 +22 228 £13 231 £13 234 *17
56 283 +25 276 £15 279 =£15 284 =+18
63 318 +28 309 %17 311 £16 320 *18
70 351 +29 344 +19 343 +18 352 £20
77 377 %32 369 +21 367 *21 380 +22
84 394 34 386 +23 385 +24 398 +24

Mean+S.D. (g)
- p<0.05 Significant difference from control (STUDENT'S t-test)
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Table 6 Mean body weight changes of F1 (female)

Compound Control CXM-AX
Dose (mg/kg) 100 300 1000
No. of litters 22 22 22 19
Day 0 5.6+ 0.4 5.4+ 0.1° 5.3+ 0.4* 54+ 0.4
4 9.1+ 1.0 8.6+ 1.0 8.9+ 0.8 8.5+ 1.1
7 14.5+ 1.4 13.7+ 1.3 14.0%+ 1.2 13.5+ 2.1
14 28.6+ 2.1 27.1+ 2.9" 26.9+ 2.1°* 27.7+ 2.6
21 43.4%+ 3.5 41.5% 3.3 41.9+ 3.0 14.4+ 4.0
28 74 £ 4 70 =7 70 + 4° 72 £ 6
35 12 + 7 109 =9 108 + 6° 110 = 8
42 14 =9 141 + 9 141 + 7 141 =11
49 170 +11 167 *11 166 *+ 8 168 *14
56 193 +12 188 =14 187 £ 9 190 =15
63 209 %13 206 *14 204 %10 206 *+14
70 224 *13 221 £16 218 +11 222 £17
77 234 *14 234 18 230 *12 233 %17
84 244 *15 243 £19 240 £12 240 =18

Mean+S.D. (g)

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

Table 7 Mean absolute and relative organ weights of 21 days old F1 (male)

Compound Control CXM-AX
Dose (mg/kg) 100 300 1000
No. of litters 18 22 19 17
Final body weight (g) 44.4+3.3 43.6£3.9 43.3+£2.8 45.6+3.8
Carcass (g) 33.4%£2.1 32.6x2.8 32.1+1.8 33.4=2.6
(g%) 75.2+1.7 74.7£1.2 71.2+1.3° 73.3+£1.4**
Heart (mg) 221+£25 227+28 214£17 21621
(mg%) 498+45 522+47 494+39 475+40
Lun (mg) 41645 396+39 393+38 396+31
g (mg%) 93877 910+59 909+ 84 869+ 50+
Liver (g) 1.58+0.27 1.53£0.19 1.54+£0.14 1.56+0.17
(g 3.55+0.45 3.50£0.19 3.56£0.17 3.41£0.18
Kidneys (mg) 455+ 37 416+49 442+ 34 454+42
’ (mgZ% 1,024£49 1,023+49 1,021£52 995+ 46
Spleen (mg) 17539 173+£42 169+ 33 175+37
P (mg%) 396+ 83 39576 388+ 62 382+58
Testes (mg) 207+35 20022 202+24 205=20
' (mg?s) 466+ 62 458 30 466+ 41 44937
Cecum + (mg) 499+122 541 =170 656+149"* 1,221 +362%
(mg%) 1,116 £227 1,233=324 1.513+336"" 2,674+ 747+
Cecum— Amg) 199+ 31 183+41 199+37 23761
(mg%) 447457 417£75 459+75 520+ 135
Mean+S.D.

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

7 p<0.05, ** p<0.01 Significant difference from control (AspiN-WELCH'S t-test)
Cecum+ : Cecum with contents
Cecum— : Cecum without contents
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Table 8 Mean absolute and relative organ weights of 21 days old F1 (female)
Compound Control CXM-AX
Dose (mg/kg) 100 300 1000
No. of litters 18 20 17 18
Final body weight (g) 42.2+4.8 40.2+£2.6 42.1+3.6 43.8+3.9
(g) 31.8+3.5 30.4+1.6 31.4+2.5 32.5+2.8
Carcass - .
(g%) 75.5+1.6 75.6+1.3 74.6+1.2 74.3%+1.4
Heart (mg) 216+33 212+23 211+£22 20921
ar (mg%) 513457 520+ 60 504+42 480 +51
I (mg) 389+50 368+34 371+37 372435
une (mg?) 924+ 96 915462 884+70 850 +55++
L (g) 1.47£0.20 1.41+0.13 1.53+£0.17 1.51+0.13
ver
e (g7%) 3.49+0.19 3.51+0.20 3.64£0.20° 3.440.18
Kid (mg) 447+54 427+41 457+59 476 +94
waneys
nes (mg?) 1,066+125 1,062+73 1,084+77 1,082+134
Splec (mg) 166+ 39 158 +£25 171+31 171+36
O ‘n
plect (mg%) 390 +62 393449 406+54 387460
Ovaries (mg) 13+£3 14+3 15+3 14+3
varies
¢ (mg%) 3247 34%7 3546 3147
Cecurn - (mg) 558+ 176 465+174 626+ 176 1,056 +400%*
(mg?%) 1,311+335 1,140£373 1,479+354 2,397 866
Cecumn— (mg) 199+43 174 £46 191+42 222+49
(mg%) 473188 430+£99 452+78 507 £104
Mean£=S.D.
* p<0.05 Significant difference from control (STUDENT'S t-test)
*t*+p<0.01 Significant difference from control (Aspin-WELCH's t-test)
Cecum + : Cecum with contents
Cecum— . Cecum without contents
300 mg/kg #4-BF THIE O G E R O RINA R IREE & Fo P D XFRRBRIC N T TN BECA LRI,

NTHEIFANS BABIC A b7, 1,000 mglkg 25
BT L OMICET 2D b NIgh - oo

R0 12 BiGoEER % Table9 3 10010 (253
L7z,

Tk 100mg/kg L EDIF 54 BETRE L O 3 B R
DY, 1,000 mg/kg 5T TR HLO X E R O M
AIREE & AN TR AN BB I A B s, fods, 300
mg/kg Yz 5B TRIIZAR D XT3 XU MR E R o M
CIRRE & AT A EE T 20 s o, 1,000
mg/kg FH5TETIRHMEE L ORI AT EIL bl
hots

T2 300 mg/kg L L0 S4B TEHIG (—) oMExt
i oighn, 1,000 mg/kg 758 CHG (=) OHxE
BOWMNY IR &L AN THEFANCH TR S S h
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A, Bl T R o L, !}@fb%%@ﬁf'é%]‘as;zﬁﬁ?a‘iﬁo

1,000 mg/kg #EH T BB L OIS BEER IO
Bﬂﬁ:ﬁ‘oto

(3) Bt

BRIEAOHER A Table 11 1275 L1,

ZHOME4 AEOBFREETIE, BRAMIENT
LG A bhieh ot BREREL L Tk BEha 100
mglkg 5B T1H (1.0%) o, REOILBKE
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Table 9 Mean absolute and relative organ weights of 12 weeks old F1 (male)

Compound Control CXM-AX
Dose (mg/kg) 100 300 1000
No. of animals (F1) 22 22 22 18
Final body weight (g) 393435 388+29 386 +29 396+ 34
Carcas (g) 298+25 294422 262421 300427
arcass (8%) 61 76+1 76+1 76+1
Heart (mg) 1,115+141 1,128 +120 1,116£135 1,119+124
el (mg%) 284+ 24 291434 289+21 284435
Lun (mg) 1,354%162 1,323+125 1,295+117 1,281£114
Hng (mg?%) 345+28 341421 336+25 325534
L (g) 13.9+1.8 13.6+1.9 13.8+1.9 14.3=1.5
rver (g%) 3.5£0.2 3.5+0.3 3.6+0.3 3.6+0.2
v (g) 2.39+0.22 2.39+0.26 2.35+0.24 2.35+0.22
Kidneys , -
(g%) 0.61+0.03 0.62+0.05 0.61+0.04 0.60%+0.05
Soleen (mg) 805+ 131 766+ 95 760+104 786+104
piee (mg?) 205+24 197 +21 197£19 199+ 27
Adrenal (mg) 54+10 52+10 52+7 52+10
ren
enass (mg?s) 1443 14+3 13+1 1342
(mg) 422475 426+78 381483 42078
Thymus
(mg%) 108420 110£19 100+19 107 +21
(g) 3.44%0.28 3.26+0.19% 3.27+0.25" 3.23+0.19°
Testes ~
(g%) 0.88+0.07 0.84+0.06 0.85+0.06 0.82+0.07*
Enididvmides (mg) 982+ 94 949495 953+ 83 949467
PIACYIICES — (mg7s) 250+ 18 245+ 24 247+18 241425
(mg) 378458 399495 334+74" 332£110
Prostate ; R -
(mg2%) 97+14 103+24 86 +17" 84+26
Brain (g) 1.99+0.10 1.95+0.12 1.99+0.08 1.92+0.15
(g%) 0.51+0.05 0.50+0.05 0.52+0.04 0.49%+0.06
(g) 6.6+1.1 6.8+1.5 6.9+1.3 7.5+1.9
Cecum+
(g%) 1.740.2 1.840.4 1.840.3 1.9+0.4
Cecutm— (g) 1.36+0.23 1.3740.31 1.3840.24 1.53+0.38
(g%) 0.35+0.05 0.35+0.07 0.36%0.05 0.39+0.08
Mean+S.D.
" p<0.05 Significant difference from control (STupent's t-test)
Tp<0.05 Significant difference from control (Aspin-WEeLcH's t-test)
Cecum+ : Cecum with contents
Cecum— : Cecum without contents
BEBET20] (50.7%) wihbhi: AT, FEHRET: e U FEEREN ST BR L CXM-AX 5
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Table 10 Mean absolute and relative organ weights of 12 weeks old F1 (female)
Compound Control CXM-AX
Dose (mg/kg) 100 300 1000
No. of animals (F1) 22 22 22 18
Final body weight (g) 24717 248 +19 24619 247%+19
c (g) 191+13 19015 186+ 14 188+ 14
arcass (8%) 7742 7742 76+2° 7642
Heart (mg) 758+ 64 782486 752+87 771469
ear (mg2%) 307+18 316+31 306+34 314426
L (mg) 1,089+ 93 1,070+89 1,016+ 108° 1,032+85
ung (mg2%) 440+28 433434 415455 420+38
Li (g) 8.1+0.9 8.3+1.0 7.9%1.1 8.2+1.0
rver (8%) 3.3£0.3 3.3+0.2 3.240.3 3.3+0.3
Kidne () 1.58+0.13 1.55+0.13 1.54+0.16 1.56+0.18
1aneys (g% 0.64%0.05 0.63+0.05 0.63+0.07 0.63+0.05
o (mg) 609+ 68 647+118 608 +80 622+121
pleen (mg%) 247431 263450 248+35 251 +41
Adrenal (mg) 66+9 6449 62+10 65+9
ren
S (mg%) 2743 2643 2544 26+3
Thymus (mg) 380+68 379457 337+72° 368+69
Y (mg%) 153+ 24 153+24 137+ 28° 150+ 28
Ovarics (mg) 81413 77411 77413 82+14
(mg%) B3+5 3145 3146 3347
Uterus (mg) 465+ 144 407 +87 4114104 452+91
(mg?%) 189+ 64 165+33 168 +43 18439
Brain (g) 1.82+0.12 1.84+0.11 1.83+0.09 1.85+0.06
(8%) 0.74%0.06 0.75%0.06 0.75%0.08 0.75+0.06
Cecum + (g) 4.8+1.1 4.9+0.8 5.240.9 55+1.5
(8%) 1.9+0.4 2.0+0.4 2.140.3 2.240.5
Cocum— (g) 0.9240.16 0.98+0.13 1.0140.17 1.03£0.17"
(g%) 0.3740.06 0.40%0.04 0.41%0.06° 0.42+0.06°
Mean+S.D.

" p<0.05 Significant difference from control (STUDENT'S t-test)

Cecum+ : Cecum with contents
Cecum — © Cecum without contents
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Table 11 Skeletal examinations of F1
Compound Control CXM-AX
Dose (mg/kg) 100 300 1000
No. of litters (day 4) 21 21 20 18
No. of F1 examined 86 98 81 83
Malformations (%) 0 0 0 0
Variation
Lumbar rib (%) 0 1.0 0 0
Splitting of ossification
centers of the atlas 37.2 34.7 23.5 45.8
Splitting of ossification
centers of the axis 7.0 2.0 0.0 0.0
Degree of ossification
No. of caudal vertebrae 20.5+1.2% 20.1£1.5 20.9%£1.3 20.4%+1.8
Fore limb bones
Distal phalanx 10.0%0.0” 10.0£0.0 10.0£0.0 10.0£0.0
Middle phalanx 8.0£0.0 8.0£0.0 8.0+0.0 8.0x£0.0
Proximal phalanx 8.0£0.0 8.1£0.5 8.0+0.0 8.0x0.0
Metacarpal bone 8.0+0.1 8.1+£0.5 8.2+0.5 8.2+0.5
Hind limb bones
Distal phalanx 10.040.0" 10.0%+0.0 10.0£0.0 10.0£0.0
Middle phalanx 8.0£0.0 7.9%0.5 8.0£0.0 7.7t1.3
Proximal phalanx 10.0£0.0 10.0£0.0 10.0+0.0 10.0£0.0
Metatarsal bone 10.0+0.0 10.0£0.0 10.0£0.0 10.0+0.0
Talus (%) 100 99 98.8 100
Calcaneus (%) 100 100 100 97.6
No. of litters (day 21) 21 22 22 18
No. of F 1 examined 44 43 47 35
Malformations (%) 0 0 0 0
Variation
Shortness of the 13th rib (%) 0 0 2.1 5.7
Degree of ossification
No. of caudal vertebrae 27.5+0.4" 27.3%0.5 27.5%0.5 27.6%0.5

* Mean=S.D.
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Table 12 Sense, behavior, open field and avoidance response tests of F1 (male)
Compound Control CXM-AX
Dose (mg/kg) 100 300 1000
No. of litters 22 22 22 18
Sense test
No. of F1 examined 89 89 89 70
Corneal reflex (%) 100 100 100 100
Pinna reflex (%) 100 100 100 100
Righting reflex (%) 100 100 100 100
Pain response (%) 100 100 100 100
No. of F1 examined 22 22 22 18
Light reflex (%) 100 100 100 100
Behavior test
No. of F1 examined 22 22 22 18
Traction (%) 100 100 100 100
Rotating rod (%) 100 100 100 100
Sliding angle (°) 53.9+ 2.8 53.5+ 2.8 53.8+ 2.9 53.3+ 3.4
Open field test
No. of F1 examined 22 22 20 17
Ambulation 49.7i24.2‘) 43.7£25.1 46.1£32.5 38.8+22.4
Latency (sec.) 49.9+35.2 48.4+24.1 55.3+£34.5 56.6+24.7
Defecation 0.5+ 1.3 0.3+ 0.9 0.6+ 1.4 1.4+ 2.0
Urination 0.2+ 0.5 0.1+ 0.3 0.1+ 0.4 0.2+ 0.6
Rearing 6.2+ 4.5 6.2+ 4.7 5.3% 4.0 5.7+ 4.3
Grooming 0.8+ 1.1 0.3+ 0.6 0.8+ 1.3 0.6+ 0.9
Avoidance response test (%)
No. of F1 examined 22 22 22 18
Day 1 3.2+ 5.49 5.6+ 9.9 4.2+ 6.4 5.7+11.9
2 33.24+23.1 42.7+£33.7 36.5+29.9 33.7£27.7
3 61.1£26.3 59.7+£32.6 51.2+28.4 55.7+30.7
4 68.5+22.1 72.6+24.5 68.8+27.3 68.0+24.9
5 72.4+24.5 76.7+£25.6 75.6+22.8 71.7+£24.6
*' Mean%S.D.
~ 3 BRNCEN, B, TEFCIIFMAZOBFEhIA CRAT LD EHEI . T, Hif 7~13 AK

bhte, ThoOBWTIE, WFhd BiegiltEEgs
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Table 13 Sense, behavior, open field and avoidance response tests of F1 (female)

Compound Control CXM-AX
Dose (mg/kg) 100 300 1000
No. of litters 22 22 22 18
Sense test
No. of F1 examined 85 85 87 72
Corneal reflex (%) 100 100 100 100
Pinna reflex (%) 100 100 100 100
Righting reflex (%) 100 100 100 100
Pain response (%) 100 100 100 100
No. of F1 examined 22 22 22 18
Light reflex (%) 100 100 100 100
Behavior test
No. of F1 examined 22 22 22 18
Traction (%) 100 100 100 100
Rotating rod (%) 100 100 100 100
Sliding angle (°) 53.6+ 1.7¥ 53.7t 3.1 53.7+ 2.8 54.0+ 1.9
Open field test
No. of F1 examined 20 21 21 18
Ambulation 50.24£27.79 58.8+27.4 60.2+25.8 56.9+£23.0
Latency (sec.) 52.3+34.1 41.0+27.6 40.2+34.1 41.4%21.6
Defecation 0:1+ 0.4 0.5+ 1.5 0.1+ 0.5 0.3 1.0
Urination 0.1+ 0.3 0.0+ 0.2 0.0+ 0.0 0.1£ 0.2
Rearing 6.0+ 4.2 7.6 4.5 6.9t 4.1 7.2+ 5.3
Grooming 0.3+ 0.7 0.7+ 0.8 0.8+ 1.3 0.6+ 0.9
Avoidance response test (%)
No. of F1 examined 22 22 22 18
Day 1 3.2+ 4.7% 7.9+12.5 4.5+ 5.4 4.6+10.0
2 35.9428.5 28.5+29.9 31.4+28.7 3R.5£35.0
3 58.2+31.1 57.9%£30.2 59.5+36.4 61.136.9
4 72.4+£28.1 70.2+£26.7 70.5+£32.2 63.7£36.4
5 76.7+£28.0 76.2+27.2 78.8+28.6 70.4+34.6
2 Mean+S.D.

Table 14 Copulation and fertility indices of F1

Compound Control CXM-AX

Dose (mg/kg) 100 300 1000
Copulation index )

Male 22/22 21/22 22/22 18/18
Fertility index )

Male 19/22 21/21 20/22 18/18
Copulation index

Female 21/22 21/22 21/22 17/18
Fertility index ~

Female 19/21 21/21 19/21 17/17
Delivery rate 7/7 7/7 8/8 6/6

Copulation index=No. of animals copulated/ No. of animals paired
Fertility index =DNo. of pregnant animals/ No. of animals copulated
Delivery rate  =No. of females delivered alive F2/ No. of females used lactation
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Table 15 Observations of F2 fetuses from F1 dams
Compound Control CXM-AX
Dose (mg/kg) 100 300 1000
No. of dams (F1) 12 14 11 11
Mean no. of corpora lutea 14.8+1.9 14.2+2.2 14.1£1.8 14.4+£2.7
Preimplantation loss (%) 12.9 8.5 9.0 10.1
Mean no. of implantations 12.9+3.1 13.0+2.8 12.8+£2.0 12.9+3.7
Dead implantations (%)
Resorptions 1.9 4.4 2.1 7.0
Placental remnants 1.9 0.0 0.0 1.4
Macerated fetuses 0.0 0.0 0.0 0.0
Dead fetuses 0.0 0.0 0.0 0.0
Total dead implantations 3.9 4.4 2.1 8.5
Mean no. of live fetuses 12.44+3.1 12.4+2.9 12.5£2.0 11.8+£3.5
Sex ratio (Male/Female) 0.96 0.96 0.77 1.03
Mean body length (mm)
Male 38.8+0.5 38.4%£1.0 38.7+£0.9 38.6+£0.9
Female 38.3£0.5 37.8+1.0 37.8%£1.0 37.9+0.8
Mean tail length (mm)
Male 13.9£0.3 14.0£0.4 13.8+0.5 14.2+0.3
Female 13.9+£0.4 13.8120.4 13.7£0.4 13.8+0.4
Mean body weight (g)
Male 3.67£0.15 3.66+0.24 3.67£0.22 3.79+0.19
Female 3.52+£0.10 3.52+0.18 3.43£0.27 3.60+0.17
Mean placental weight (mg)
Male 456+33 482+138 447+ 57 448+48
Female 445+55 457+99 430+45 443 +51
Adhesion of placenta (%) 0 0 1.4 1.5
No. of fetuses with external
malformations 1 0 0 0
Omphalocele 1 0 0 0

5z

ES

LoGPIEED Y AT 2L 0L %

IMETRIZL DR LE 2 b, REBBYER

Z ot MO EMERZ DM 300mg/kg L ko
5B TALO Ny, CXM-AX © 5 , FizkiT 2 8HS
Vs aBa' T2 1. 0 glkg DN THIEHZ CXM-
AX 250 H 2 on Ty, %12, CXM-AX {%
4B T carcass, (LT fifi, BFIE MREE OPEis XU
FEDHMEED WL A5 hicn, CXM-AX 354
BTRAGECE N ADRIZ 06, FRBEICRT
HARMERO MV IEEMMOERT AL 0L E L 50
7o

TR OB ST, WERS L ORI &
7, iR L CXM-AX 50 W8I BE SN
ZERCY A

1,000 mg/kg 5 5 DMAERICIEC L 1o 3BEHHD
F1 oCHE:Z, BBHHoE Lu—fEIkEoE iz

WIS IR, FHHAEF, TR, i, HAER
RS LB R CXM-AX #50BE810Hb
Nigh ot ok, FECBYEEHTL, HER £
URIANE), PR IREL SEHMAF, i, HAER B
FLE1z CXM-AX 5 0MEL Bdbhih 1.

F1 o4 mbikiEs X Oz CXM-AX oF&
FENCY IR S TR

F1 oth&EicBg LT, 1,000mg/kg # 5B TH
£ 4 R%S IUHAET BRICHENZ ORI, o’
OHFEEIZIL CXM-AX #50 B8 L6 hich 1
7e35, 100mg/kg 35 L0 300 mg/kg Wy GRECILHET
Hi4 28 A% T, METHAE 35 A % THEOMEN
HFEMTADRICN, WFhLBEKETHLZ L, —
BUHEOERTHBZ &, b LT L BERCKEF



CHEMOTHERAPY

VOL. 34 S-5 267
Table 16 Observations of F2
Compound Control CXM-AX
Dose (mg/kg) 100 300 1000
No. of litters (F1) 7 7 8 6
Mean no. of implantations 14.6+1.4 14.0£2.1 14.1+1.4 12.8+0.8"
Mean length of gestation period (day) 21.6+0.5 21.7+0.5 21.6+0.5 21.8+0.4
Mean no. of alive F2
Postpartum day 0 13.7£1.0 12.9+2.4 13.5+1.1 12.5+1.0
1 13.7+1.0 12.6+2.5 13.4%1.1 12.2+1.3°
4 13.7+1.0 12.6+2.5 13.3+1.3 12.2+1.3°
After selection 8.0+0.0 8.0%£0.0 8.0£0.0 8.0+0.0
21 7.9+0.4 8.0£0.0 8.0£0.0 8.0+0.0
Dead F2 (%)
At birth 0 1.0 0 0
Postpartum day 1 0 2.2 0.9 2.7
2—4 0 0 0.9 0
5—21 1.8 0 0 0
Sex ratio of newborns (Male/Female) 0.78 0.91 1.25 0.88
Live birth index® 94.1 91.8 95.6 97 .4
Viability index 100.0 97.8 98.1 97.3
Weanling index®’ 98.2 100.0 100.0 100.0
No. of F2 with external malformations 0 0 0 1
Brachyury 0 0 0 1
Visceral examinations
No. of F2 examined 55 56 64 48
No. of abnormalities 0 0 0 0

* p<0.05 Significant difference from control (STUDENT's t-test)
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Table 17 Postnatal developments of F2
Compound Control CXM-AX
Dose (mg/kg) 100 300 1000
No. of litters (F1) 7 7 8 6
Separations of auricle (%) Day 2 1.0 2.3 8.5 6.8
3 78.1 68.2 66.0 84.9
4 99.0 100 97.2 100
5 100 100 100 100
Appearance of abdominal Day 9 0 0 0 0
hair (%) 10 12.5 0 28.1 0
11 57.1 58.9 53.1 89.6
12 100 100 100 100
Odontiasis (%) Day 10 0 0 0 0
11 10.7 21.4 14.1 25.0
12 52.7 50.0 59.4 68.8
13 78.2 75.0 84.4 89.6
14 94.5 100 100 100
15 100 100 100 100
Eyelids opening (%) Day 15 21.8 7.1 3.1 35.4
16 47.3 55.4 53.1 89.6
17 94.5 9%.4 82.8 100
18 100 100 100 100
Table 18 Mean body weight changes of F2 (male)
Compound Control CXM-AX
Dose (mg kg) 100 300 1000
No. of litters (F1) 7 7 8 6
Day 0 5.7+0.4 5.8+0.5 5.7£0.4 5.9£0.3
4 8.4%1.1 8.6+0.8 8.7+£0.6 9.2+0.9
7 13.6+1.5 13.8+0.7 13.9£1.0 14.6+1.3
14 27.4x2.1 27.4+x1.4 28.83%+1.8 29.0£1.7
21 43.0£2.3 42.0+£2.8 44.2+3.8 45.1+3.1
Mean+S.D. (g)
Table 19 Mean body weight changes of F2 (female)
Compound Control CXM-AX
Dose (mg/kg) 100 300 1000
No. of litters (F1) 7 7 8 6
Day 0 5.4%£0.3 5.5+0.6 5.4£0.5 5.6£0.3
4 8.1£0.8 8.0+0.8 8.3£0.5 8.7£0.9
7 13.0£1.0 12.8+0.8 13.6£0.8 13.9%+1.5
14 26.9£1.1 25.5+1.2* 28.3+1.8 28.0£2.3
21 41.9£1.8 39.3+2.2* 43.5+3.2 43.2+3.2

Mean£S.D. (g)

*p<0.05 Significant difference from control (STUDENT's t-test)
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REPRODUCTION STUDY ON CEFUROXIME
AXETIL (CXM-AX) (ID

——PERINATAL AND POSTNATAL STUDY IN RATS—

Tapakazu Furunashi, Kazuo Ushipa, Tamae Taxkicucur and Hirosur Nakavosni
NRI Life Science

Perinatal and postnatal study on cefuroxime axetil (CXM-AX, SN407), a newly developed cep-
halosporin antibiotic, was carried out in Sprague-Dawley rats. CXM-AX was administered orally to
female rats from day 17 of gestation through to day 20 after delivery at the daily doses of 100, 300
and 1,000 mg/kg.

3 dams in 1,000 mg/kg dose group died of complication of perforative peritonitis on day 3 or 4
after delivery.

Transient soft feces were noted in 5 dams from day 2 to day 10 after delivery (1,000 mg/kg).
Increase in body weight was observed from day 11 after delivery in every dose group. Transient
decrease in food consumption at the early stage of administration and increase in water consumption
from day 8 to day 9 after delivery were observed in every dose group. In necropsy performed on
day 21 after delivery, increase in weight of the cecum was found in every dose group.

Observations of pups revealed no effect on live birth, viability and weanling indices. Suppression of
body weight gain of pups was found on day 4, and day 7 after birth (1,000 mg/kg). Increase in weight
of cecum was observed in males (300 mg/kg or more) and in females (1,000 mg/kg) in necropsy on day
21 after birth. Increase in weight of cecum was observed in females (300 mg/kg or more) at 12 weeks
of age.

No influences of CXM-AX were observed in postnatal developments, external forms, visceral
organs, skeleton, sense, behavior, open field and avoidance response tests or reproductive performance.

Thus, in the present study, the maximum no-effect dose level of CXM-AX in dams was estimated
to be about 100 mg/kg, and that on the reproduction of dams to be 300mg/kg and that on next
generations to be 100 mg/kg.



