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—BREHEORIES Table 2. INDIVIDUAL DATA 1-1~1-4 {TiRU 7o,

\

300mg/keBD 1 BITETLHPRE I E0RERIIAD SR, BEE., EREFORES

> - reid -t FA r 2 2 . _,‘.\
B|EITHR, BRRUCERERPUSRIITAL 00, DRI T Lz, 0RT

IOOmg/k ?}:U é% J{:'_,'\'E(\OWT/kgﬁé@/ﬁtgﬁ%fﬂn<%]/j {11%:’ T%éﬁé‘;%gs BE&E‘%

Y ¥ LA

OLREHHOZESEE LA SR, 2035 00ng/kg B 2 TRBEEHEE0—

(2) BEHS

WEHS % Figurel. Table 3. INDIVIDUAL DATA 2-1~2-4izm U7,
LEHFABLUT, HREBLERHRLTEELRERRAS RE2 5T,

Y Bl

7 BRE

BHEZ20Z L% Figure 2., Table 4., INDIVIDUAL DATA 3-1~3-4jzw U 7=,
BENEMA2EL T, WEEBELLHEL TEERZRFAD 0B Lo,

4) WEE=

Table &, INDIVIDUAL DATA 4-1~4-4{iT/xl 72,
HREE LB U T, 100ng/keBTRELSE (BF) CEERUVERLE (H) @
EORAPED NP, ARKEERZRLEHTH 7.

(5) HIBmRUHEERPHRE

HBMEOCRBERPAREOXKBES Table 8. 7. INDIVIDUAL DATA 5-1~8-4 iz5m
L,

- 7 fae X Bt Tea % S i 2 e T e e - - s . .
ol AR ANy it el SE AR Y A 1) 1 v HE iR el Ml SR TR N 1 S =z L
T O OH TR 1 o TR XN 'f’i 9 @z"ﬁ'?)’&-’mng@ (o 2-A 00" N ’)’Q:L%‘.\r’,{,iﬁ'}b\z:



HEFREUT 00ng/kg BOZH TERBIRBO—BRBLRIBED O, HRT
2ETRELRE (BH20viEE) ORBOBEIERIZ oh. FEEA&SE
&

S
MIZRETAFEFZS oz, RICFEERTHNRETE 0ng/kg Bo 1ATESR

DB Table 8. INDIVIDUAL DATA 7-1~8-4 (=i L7z
OEROLHTEARPREIE~HFLBOSESIMIZRD R,
D35, Wng/gBO 2 ~AFTHREOERFNBIIERISHS BE~HBE45-H
Hohtz, 00ng/kz BO2HTHREHORA D2 VIZHE, RREBHRIVLE 20 3
NiE 2IHOBRE BELSVE LoRIVBEDONE, TS B 1IATRERBREVE
HEHORAPRE I KHESRETHEREL TED N, TDMIZ 0ng/kg B 14
TEEHOETEEN TR TH~EEF4 81z, 10ng/keBe LB TENRBONERDE
BEASELIE 16~22817. 100ng/ke BOBD 1 FITEZERCEAOEE TR 58 (&
BRTE) ~HEFABRHED SR,
(2) hEHRS
HEWB % Figure 3~5, Table 9~11, INDIVIDUAL DATA 10-1~12-4i% U =,
iR S %E&S‘cﬁ‘ﬂﬁ HEEEL T, EBLEE L TEELZRED SN
B0k,
(3) BH=
BEEDOE L% Figure 6~8, Table 12~14, INDIVIDUAL DATA 13-1~15-44;/UL
fra
MBS EEE T, WERLEEL T 100ng/ke BTREL RUC2HEBEHEORK
SBRDOONED, FEREERZRLEFHTH -,

R TIR, HRFELEHL T ng/ieRTHEEI BRBHECHENPRD oh
B, BERFEEREHTH .

HEHM TR, NERLERLTEERZEEAD o Reo T,
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EREIIDOVTEERERBO R LD,

SHREE L LT, 1000/keB 0 1A TEE AR CEEIEOEE S D bh, &
Bk, EIEEI SMARAL. SHT (ER BEY UE) KAROECH (351
PRI T ) AED bh. KRS EOEI 0mOEERE S > THROKT
BRRERE, B, KERIEL BRI AMET BECEESESEI SERTEAD
FE. BN (B5) KRERCHRRESES Shk, ¥k, WEMEHIE L KO
ERAWE 3 BIBESRES, BRYOOEREEAL D TLHMEL. AHOBE.

DONTRERETHBEHEER .
)y

s
H.

ROLZFEEORES Table 20, INDIVIDUAL DATA 21-1~21-4izm L %,

SEREEHU T, FEREERIEERZZBD oL o,

(4) FHERO—BIREHE

FERO—BREHSEOSES Table 21, INDIVIDUAL DATA 22-1~22-4iZ7w L 7=,

LB MPRELOEEL BT SEREBD oo, b oz
ERBIROBY TH D,

MR T, c0RaE 7IF TR 1P THRCHPET L BitEY 6h ., 30ng/ke
BETIL, BF SABIME TRl BB THECPHE L~ 28K, B 1ATESHNOE
BOHBMRUOHEPIHE~HE 2 HICRBD 6T, 100ng/kefE Tk, # 650 834
HEE 1 BTHECHME IR, @ 1A TERBEAMAE, ERCHRES 2B~
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Table 1. Experimental design for the preliminary reproduction toxicity study of MNP in rats

a

Concentration No. of animals
of MNP Yolume 0 e

Group Cowiv ) {ml/kq) Male Female

b
Control - 10 12 12
¢

MNP 30 mg/kg 0.3 10 12 12

MNP 100 ma/kg 1 : 10 12 12

MNP 300 mg/ke 3 10 12 12

a: MNP (3-methyl-4~nitrophenol) was dosed orally to male rats for 46 days included before mating and mating period,» and to female rats
from day 14 before mating to day 3 of lactation.

b: Control was 10% gum arabic dissolved in distilled water.

c: MNP was suspended in control solution.



Table 2. General appearance of male rats dosed orally with MNP in the preliminary reproduction toxicity study

MNP (ma/kg)
Item : Control 30 100 300
No. of animals examined 12 12 12 12
a
Death 0 0 0 1
Decrease in spontaneous activity 0 0 0 1
Prone position 0 0 0 1
Bradypnea 0 0 0 1
Yellow urine 0 12 12 "
Partial yellow soiling hair of scrotum 0 0 0 2

a: Values are no. of animals with findings.



Table 3. Body weight changes of male rats dosed orally with MNP in the preliminary reproduction toxicity study

No. of Day of administration Body weight gain

Group animals 1 2 5 7 10 14 21 28 35 &2 4 Day 1-46 % a
h

Control 12 375.4 376.2 388.0 392, 402.6 419.2 438.8 460.9 §77.2 4948 506.6 131.167  34.868

6
17.9 17.5 20.3 18.6 21.2 26.0 25.9 27.5 30.8 32.3 3.5 20,705  4.712

MNP 30 mg/kg 12 344 3762 38k9 39
1

S0 4010 41760 4363 45BUE 47700 4911 504.2  129.750  34.568
14.3 14.1 16.6 1

20.5 23.2 2.4 23.6 21.7 28.8 0.9 17126 3.597

(1)c (11) tn (N “n
MNP 100 mg/kg 12 3740 3769  387.0 391 403.1 £19.2  438.1 459.7 4779 4925 505.9 133.000  35.606
19.1 17.8 20.2 22,4 244 26.9 26.4 29.1 32.7 34.4 %7 19.401 4.397

(1 “n (11 (1 (11
MNP 300 mg/kg 12 373.8 3765  3\7.00 913 h02.0 417
17.4 18.8 19.6 19.7

) (11 (1 (1) (11 (11 (n (11)
S 4360 k621 479.5 496.6  506.7 132.909  35.523
20.8 23.1 2.1 21.2 28.6 30.4 3.4 1831 4.562

a: (Body weight gain / body weight on day 1) x 100.
h: Values are means and S.D. thereunder, and expressed in gram.
c: Values in parentheses are no. of animals examined.




Table 4. Food consumption of male rats dosed orally with MNP in the preliminary reproduction toxicity study

No. of Day of administration

Group animals 1 2 5 7 10 14 21 28 35 42 46
a

Control 12 22.6 221 22.5 23.9 23.2 24.1 26.9 25.9 23.5 23.5 23.7

2.7 1.9 2.4 2.6 2.9 2.4 2.6 2.4 3.0 2.4 2.5

MNP 30 mg/kg 12 23.3 22.8 21.8 23.2 23.1 23.9 26.7 2.7 24.3 24.0 24.1

2.2 3.5 1.9 2.0 2.2 2.3 2.6 2.3 2.1 2.3 31

(11)b (1) {m m (11

MNP 100 mg/kg 12 23.3 23.6 2.1 24.2 22.8 23.5 26.6 26.0 24.5 23.5 25.4

2.7 2.4 2.5 2.2 2.5 2.9 31 3.0 2.6 2.1 2.8

(11) (11) (mn (11 (n (11 (1 (11 () (1M

MNP 300 ma/kg 12 23.4 23.3 23.0 23.9 23.5 24.2 25.5 25.5 26.9 24.5 24.5
2.5

2.9 2.5 1.6 3.4 2.4 2.4 3.0 2.4 2.9 2.9

a: Values are means and S.D. thereunder, and expressed in gram/day.
b: Values in parentheses are no. of animals examined.




Table 5.
toxicity study

Absolute and relative organ weights of male rats dosed orally with MiP in the preliminary reproduction

Body Testis Epididymis
No. of weight Right Left
Group animals g g % g % g % 9 %
a
Control 12 510.3 1.685 0.331 1,663 0.327 0.692 0.136 0,675 0.134
33.9 0.134 0.017 0.108 0.014 0.034 0.009 0.032 0.009
MNP 30 mg/kg 12 506.8 1.627 §.321 1,628 0.323 0.658 0.129 0.648 0.129
30.6 0.106 0.028 0.109 0.024 0.066 0.015 0.052 0.014
MNP 100 mo/kyg 12 503.6 1.633 0.326 1,604 0.318 0.628%% 0,123 0,612 0,123
n.7 0.107 0.022 0.138 0.031 0.033 0.010 0.040 0.010
MNP 300 mg/kg 1 508.9 1.628 0.322 1.586 0.314 0.660 0.131 0.635 0.125
30.4 0.110 0.032 0.148 0.038 0.048 0.014 0.061 0.014

a: Values are means and S.D. thereunder.

*: Differs from controls p<0.05.
##: Differs from control, p<0.01.




Table 6. Gross findings of male rats dosed orally with MNP in the preliminary repraduction toxicity study

Total no. of animals examined
Findings of dead animals
No. of dead animals

Abnormal findings

Findings of surviving animals
No. of surviving animals

Epididymis (right/Left) : Yellowish white patch on tail
Partial yellow soiling hair of scrotum

a: - = blank value,
b: Values are no. of animals with findings.

MNP (mg/kg)

Control 30 100 300
12 12 12 12

0 0 0 1
a b

- - - 0

12 12 12 1

2 0 0 0

0 0 0 2



Table 7. Histopathological findings of male rats dosed orally with MNP in the preliminary reproduction toxicity study

A e
Item Grade Control 30 100 300
b
No. of dead animals examined 0 0 0 1
c d

Kidney (right) : Thrombus formation + - - - 1
Heart : Thrombus formation + - - - i
Lung : Thrombus format ion + - - - 1

No. of surviving animals examined 12 12 12 H
Testis {left) : Atrophy of tubules + 0 0 0 . 1
Epididymis (right/left) : Spermatic granuloma + 2 0 0

a: + = slight change,

b: There vere no abnormal findings in the Liver, spleens cerebrums cerebellums thymuss adrenals forestomachs glandular stomach, duodenums jejunum
iteum, cecums colon, rectums testis and epididymis.

c: - = blank value. '

d: Values are no. of animals with findings.




Table 8. General appearance of female rats dosed orally with MNP in the preliminary reproduction toxicity study

g g g e 2 ke ko e S8 o 2 i o o i o A S0 O S S o el e A A B A R S P S Pt O e B B e e 0 8 0 0 8 A S P e A e B e

. MNP (mg/ks)
Ttem Control 30 100 300
{Before gestation period>
No. of animals examined 12 12 12 12
a
Yellow urine 0 12 12 12
Yellow soiling hair of perigenital region 0 0 0 2
{Gestation period> b
No. of animals examined 12 12 ' il 12
Decrease in spontaneous activity 0 0 0 ~ 2
Prone position 0 0 0 1
Bradypnea 0 0 0 2
Yellow urine 0 12 11 12
Yellow soiling hair of perigenital region 0 0 0 3
Subcutaneous mass in right cervical region 0 1 0 0
Pale discoloration of forefeet, feet and auricles 0 0 1 0
Trauma and swelling of right forefoot 0 0 1 0
<Lactation period>
No. of animals examined 10 11 10 12
Yellov soiling hair of perigenital region 0 0 0 4
Subcutansous mass in right cervical region 0 1 0 0
Pale discoloration of forefeets feet and auricles 0 0 1 0

a: Values are no. of animals with findings.
b: Excludes one animal because of error in confirming successful copulation.



Table 9. Body weight changes before gestation period of female rats dosed orally with MNP in the
preliminary reproduction toxicity study

No. of Day of administration Body weight gain

Group animals 1 2 5 7 10 1% Day 1-14 %a
b

Controt 12 228.9 226.8 233.9 235.3 260.5 267.0  18.083 7.869

11.0 14.2 12.5 1.4 13.5 .4 5.696 2.374

MNP 30 mg/kg 12 2235 2231 2295  230.3 2363 43.2  19.667  8.813
6.1 1.7 7.5 7.5 7.8 8.7  6.81¢ 3107
MNP 100 mg/kg 12 257 242 230.3  233.8 2317 2435 17.833  7.893
8.6 10.4 10.3 9.6 9.8 0.7  4.218 1.830
MNP 300 mg/kg 12 2269 2254  230. 230.6 2361 242,115,167 6.673
8.6 1.6 8.5 10.6 9.2 0.7 4.2%9 1.849

a: (Body weight gain / body weight on day 1) x 100.
b: Values are means and S.D. thereunder, and expressed in gram.



Table 10, Body weight changes during gestation period of female rats dosed orally with MNP in the preliminary reproduction toxicity study

No, of Day of gestation Body weight gain
Group animals 0 1 3 5 7 10 14 17 20 Day 0-20 ¥ a
b ;

Control 10 249.1 257.7 269.1 278.1 284,2 297.3 317.3 343.2 383.7 134,600  54.042
1.2 10.2 1.2 8.6 11.5 13.9 15.0 14,0 19.1  10.490 - 3.565

MNP 30 ma/kg il 2445 252.7 265.3 2.7 279.5 291.9 312.1 337.2 384.0 139.455  57.109
9.7 1.0 10.5 9.7 9.7 9.6 1.2 12.2 18.3 15,501 6.648

MNP 100 my/kg 9 246.8 255.4 266.9 273.3 282.3 295.7 3141 1.2 86,0 139.222  56.429
10.5 12.8 10.6 12,5 131 15.6 17.2 18.3 17.7 9.692 3,332

MNP 300 ma/kg 12 243.8 250.7 261.2 268.3 274 .4 287.2 306.2 329.7 372,17 128.250 52,725
13.6 12.4 12.0 12.7 13.4 12.5 13.2 15.7 21.8  15.841

a: (Body weight gain / body weight on day 0) x 100.

h: Values are means and S.D. thereunder, and expressed in gram.




Table 11. Body weight changes during lactation period of female rats dosed
orally with MNP in the preliminary reproduction toxicity study

No. of Day of lactation Body weight gain

Group animals 0 1 4 Day 0-4 % a
Control 10 301.4 292.5 309.1 7.700 2.753
21.0 14.0 15.8 13,005 4,670

MNP 30 mg/kg 1 291.4 283.0 308.5 17.182 6.116
14.4 12.0 16.3  20.951 7.502

MNP 100 mg/kg 10 290.7 219.2 302.6  11.900 4.202
15.9 12.3 15.9 12,931 4,739

MNP 300 mg/kg 12 290.0 279.0 302.8 12.833 4,519
15.2 15.4 1.1 10.878 3.856

a: (Body weight gain / body veight on day 0) x 100,
b: Values are means and S.D. thereunder: and expressed in gram.



Table 12. Food consumption before gestation period of female rats dosed orally with
MNP in the preliminary reproduction toxicity study

No. of Day of administration
Group animals 1 2 5 7 10 14
a
Control 12 16.1 14.7 14.9 16.4 16.0 15.3
1.5 2.9 1.8 2.0 2.0 3.0
MNP 30 mg/kg 12 14.5 13.1 15.6 16,3 15.8 15.3
1.8 2.3 2.2 1.9 2.1 2.9
MNP 100 ma/kg 12 14, 1% 12.2% 15.6 16.9 14.8 15.8
1.9 2.7 1.6 2.4 2.3 1.9
MNP 300 mg/kg 12 14.7 13.4 15.0 14.7 15.1 15.8
1.5 1.4 2.0 2.3 1.6 1.8

a: VYalues are means and S.D. thereunder» and expressed in gram/day.
%: Differs from controls p<0.05.



Table 13. Food consumption during gestation period of female rats dosed orally with MNP in the
preliminary reproduction toxicity study

No. of Day of gestation
Group animals 1 3 5 7 10 14 17 20
a
Control 10 18.8 19.8 22.3 22.0 22.1 20.6 23.2 20.2
2.2 1.5 2.2 1.6 3.3 1.3 2.9 1.8
MNP 30 ma/kg 1 19.7 22.5% 22.4 23.1 23.0 21.0 22,6 20.4
1.7 3.2 3.2 2.5 3.0 2.4 3.2 2.2
MNP 100 mg/ks 9 19.6 21.6 21.8 23.1 22.7 21.1 217 20,3
1.7 1.8 2.4 2.8 2.2 2.6 2.8 1.2
MNP 300 mg/kg 12 19.1 19.4 21.8 21.8 21.4 20.0 22.3 26.3
2.4 1.7 2.3 2.5 1.4 1.4 3.1 1.7

a: Values are means and S.D. thereunders and expressed in gram/day.
*: Differs from control, p<0.05.




Table 14. Food consumption during lactation
period of female rats dosed orally
with MNP in the preliminary
reproduct jon toxicity study

No. of Day of lactation

Group animals 1 4
a (9)b

Contral 10 14.0 321
4.2 2.3

MNP 30 mg/kg " 16.3 3.5
6.7 8.1

MNP 100 mg/kg 10 13.8 35.5
6.4 5.1

MIP 300 mg/kg 12 15.9 3.3
8.6 6.1

a: Values are means and S.D. thereunder
and expressed in gram/day.

b: Values in parentheses are no, of animals
examined.



Table 15, Absolute and relative organ veights of female rats dosed orally
with MNP in the preliminary reproduction toxicity study

Body Qvary
No. of veight Right Left
Group animals g ng 107%% ng 107%%
a
Control 10 309.1 51.3  16.621 51.3  16.601
15.8 6.3 2.037 9.4 2.904
MNP 30 mg/kg 1 308.5 54.9  17.832 52.1 16.926
16,3 12.2 4.086 5.2 1.91
MNP 100 mg/kg 10 302.6 54.5  18.039 50.0  16.511
15.9 2.5 0.974 9.2 2.920
MNP 300 mg/kg 12 302.8 55.7  18.440 51.6  17.038

14.1 10.0 3.515 10.1 3.219

a: Values are means and S.D. thereunder.



Table 16, Gross findings of female rats dosed orally with MNP in the preliminary reproduction toxicity study

No. of animals examined

Liver : White patch on right Lobe

Kidneys : Pale discoloration

Skin of right cervical region : Subcutaneous white mass
Yellov soiling hair of perigenital region

Pale discoloration of forefeet, feet and auricles

MNP (ma/kg)
Control 30 100 300
12 12 12 12
3
0 0 1 0
0 0 1 0
0 1 0 0
0 0 0 4
0 0 1 0

a: VYalues are no. of animals with findings,




Table 17. Histopathological findings of female rats dosed orally with MNP in the preliminary reproduction toxicity study

s —
Ttem ‘ Grade Control 30 100 300
No. of animals examined 12 12 12 12
b ¢ d
Liver : Focal necrosis of hepatocytes + - - 1M -
e
Kidneys : Dysplasia + - - 1 (1) -
Mammary gland : Papillotubular carcinoma + - 1N - -

There were no abnormal findings in the ovary.

a: + = slight change.

b: - = not examined.

¢: Values are no. of animals with findings.

d; Values in parentheses are no. of animals examined.

e: Characterized by asynchronous differentiation of glomeruli and tubutes.

Dilation of tubules: mainly distal tubules, atrophy of tubular epitheliums mainly distal tubuless fibrosis and calcium deposition in cortex were observed
as secondary change.



Table 18. Influence of MNP on reproductive ability in the preliminary reproduction toxicity study in rats

Before administration Administration period
Normal Abnormal Normal Abnormal No. of Days between a b

No.of = mmemmmmmmmmmemcmeemecieeee e pairs with  the starting Copulation  No. of Fertility

pairs Total Continuous Irregular Total Continuous Irregular  successful  of mating and index pregnant index
Group ‘ mated diestrus diestrus copulation  copulation $ - animals %

¢ d
Control 12 12 0 - - 12 0 - - 12 2.341.4 100.0 10 83.3
MNP 12 12 0 - - 12 0 - - 12 2.341.2 100.0 1 91.7
30 ma/kg
e

MNP 12 12 0 - - i 1 1 0 (A 2.541.4 9.7 10 90.9
100 mg/kg
MNP 12 12 0 - - 12 0 - - 12 2.241.4 100.0 12 100.0
300 mg/kg

a: {No. of pairs vith successful copulation / no. of pairs mated) x 100.

b: (No. of pregnant animals / no. of pairs with successful copulation) x 100,
¢: - = blank value.

d: Values are means # S.D.

e: During mating.



Table 19. Influence of MNP on delivery and maternal behavior in the preliminary reproduction toxicity study in rats

Live pups born Dead pups born
a ¢
No. of  Implan- b Live e f
No. of No. of implan-  tation  No. of Delivery birth d Gestation Gestation Nursing
pregnant corpora  tation  index pups  index index Sex Length index index

Group females  lutea sites % horn % No. % ratio Male Female No. Male Female day % %
Control Total 10 157 167 131 131 60 7 0 0 0

Mean 15.7 14.7 93,923 13,1 89.509 13,1 100,000 2.180 6.0 7.1 0.0 21.4 100.0 100.0

5.D. 1.8 1.6 7.133 2.4 14,728 2.4 0.000 3.487 2.4 2.6 0.0 0.5

g

MNP Total 11 188 167 157 156 84 72 1 0 0
30 mg/kg Mean 17.1 15.2 90,753 4.3 94,156 14.2 99.39% 1,113 7.6 6.5 0.1 0.0 0.0 21.5 100.0 100.0

5.D. 3.3 1.1 12.263 1.6 9.056 1.5 2,017 0,900 2.7 2.4 0.3 0.5

g

MNP Total 10 176 148 138 133 5 68 5 4 0 h
100 mg/kgy Mean 17.6 14.8 85.333 13,8 93,159 13.3 96.476 1,876 6.5 6.9 0.5 2.0 0.0 21.9 90.0 100.0

5.D. 2.4 1.0 11.452 1.3 4.829 1.7 9.066 2.580 2.8 2.7 .3 1.4 0.0 1.2
MNP Total 12 199 17 160 159 71 88 i 0
300 mg/kg Mean 16.6 14.3 86.681 13,3 95.510 13.3 99.479  1.610 5.9 7.3 0.1 1.0 0.0 21.5 100.0 100.0

S.D. 2.6 2.3 13.669 2.8 10.25% 2.8 1.804  1.061 2.4 2.0 0.3 0.5

: (No. of implantation sites / no. of corpora lutea) x 100, using the litter as a unit of treatment.
: (No. of pups born / no. of implantation sites) x 100, expressed in the same way as above.

 {(No. of live pups born / no. of pups born) x 100. expressed in the same way as above,

: (No. of female pups / no. of male pups)s expressed in the same vay as above.

: (No. of females with live pups / no. of pregnant females) x 100.

: (No. of females with normal nursing / no. of females with complete delivery) x 100,

: Includes 1 pup of unknown sex.

: One of 10 pregnant females had prolonged delivery and gestation length,
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Table 20. Influence of MNP on viability of pups in the preliminary reproduction toxicity study in rats

, a
No. of live Viability
pups born index
Item (on day 0) Na. % Male Female
Control 13 129 59 70
131 12.9 98.708 5.9 7.0
2.4 2.2 2.726 2.3 2.6
MNP 30 mg/kg 156 153 83 70
14.2 13.9 98.126 7.5 6.4
1.5 1.5 3.226 2.7 2.3
MNP 100 mg/kg 133 132 b4 68
13.3 13.2 99.000 6.4 6.8
1.7 1.9 3.162 3.0 2.7
MNP 300 mg/kg 159 156 70 86
13.3 13.0 98.214 5.8 7.2
2.8 2.8 4 441 2.4 2.0

a: (No. of live pups on day 4 / no. of Live pups born) x 1005 using the litter as a unit of treatment.



Table 21. General appearance of pups in the preliminary reproduction toxicity study of MNP in rats

Male Female
MNP (mg/kq) MNP (mg/kg)

Item Control 30 100 300 Controt 30 100 300
a

No. of animals examined 40 84 65 71 71 72 68 88
b c

Death 1 1 1 1 1 2 G 2

Detachment of skin and scab of umbilical region 0 1 0 0 0 0 0 0

Scab of right thoracic and right abdominal region 0 0 1 0 0 0 0 0

Traumas bleeding and scab of right medial femoral region 0 0 0 0 0 0 1 0

a: Values are no. of live animals at birth.
b: Includes missing.
c: Values are no. of animals with findings.




Table 22. Body weight changes of pups in the preliminary reproduction toxicity study of MNP in rats

No. of
Group litters
Control 10

MNP 30 mg/kg 1

MNP 100 mg/kg 10

MNP 300 mg/kg 12

Body weight gain

Female

Male

Day of lactation
1 4

b

6.77 9.36
0.73 0.95
.64 9.25
0.64 1.02
(9)b
6.52 9.63
0.98 1.05
6.73 9.48
0.87 1.3

Day 0-4

Xa

Day of lactation

Body weight gain

4 Day 0-4 %a

3.130
0.501

39
0.683

(9
3.5%
0.627

3217
0.697

bh: Values in parentheses are no, of Litters examined.
#: Differs from controls p<0.05.

50.057
5.166

52,311
8.570

(9
58.306%
7.912

51.033
6.968

a: Values are means and S.D. thereunder and expressed in gram, using the Litter as a unit of treatment.

0 1
5.93 6.45
0.52 0.75
5.75 6.22
0.39 0.72
5.91 6.50
0.47 0.50
5.88 6.38

0.60 0.73




Table 23. Gross findings of pups in the preliminary reproduction toxicity study of MNP in rats

Male Female
MNP (mg/kg) MNP (mg/kg)
Item Control 30 100 300 Control 30 100 300
a b b .
No. of dead animals 1 2 6 2 1 ] 0 0
c d
Abnormal findings 0 0 0 0 0 0 - -
No. of animals killed on day 4 of lactation 59 83 bt 70 70 70 68 86
Skin of right thoracic and right abdominal region : Scab 0 0 1 0 0 0 0 0
Skin of right medial femoral region : Scab 0 0 0 0 0 0 1 0

: Excludes missing.

b: Includes 1 pup of unknown sex.

c: Values are no. of animals with findings.
d: - = blank value.
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