A o 4veohave /0Ty NI AHE AR

MERER SR0O421 8

PR a4t (Lo 2 VERTEAT

- 1/192 -



SR04218

M 1
H ¥k 5
EK) 11
=1 12
MR L OHE 12
PG 24
ZER 28
225 R 29
Figures
1 Body weight changes of male rats dosed orally with 2, 1-dinitrophencl in the
reproduction/developmental toxicity screening test (SR04218) 31
2  Food consumption of male rats dosed orally with 2, 4-dinitrophenol in the
reproduction/developmental toxicity screening test (SR04218) 32
3 Body weightl changes of Temale rals dosed orally with 2, 4=dinitrophenol in the
reproduclion/developmental Loxicity screening test (SR0O4218) 33
4 Food consumption of Temale rats dosed orally with 2, 4-dinitrophenol in the
reproduction/developmental toxicity screening test (SR041218) 34
5 Body weight changes of pups in the reproduction/developmental toxicity
screening test of 2,41-dinitrophenol in rats (SRO1218) 35
Tables
1 General appearance of male rats dosed orally with 2,4-dinitrophenol in the
reproduclion/developmental toxicity screening test (SR04218) 36
2  Body weight changes of male rats dosed orally with 2, 1-dinitrophenol in the
reproduction/developmental toxicity screening test (SR041218) 37
2  Food consumption of male rats dosed orally with 2, 1-dinitrophenol in the
reproduction/developmental toxicity screening test (SR04218) 38
4  Gross findings of male rats dosed orally with 2, 4-dinitrophenol in the
reproduction/developmental toxicity screening test (SR04218) 39



10

11

12

13

14

18

19

20

21

22

SR04218

Absolute and relative organ weights of male rats dosed orally with
2,4-dinitrophenol in the reproduction/developmental toxicity screening test

(SR04218)

Histopathological findings of male rats dosed orally with 2, 4-dinitrophenol

in the reproduction/developmental toxicity screening test (SR04218) ——————

Stages of spermatogenesis of male rats dosed orally with 2, 4-dinitrophenol in

the reproduction/developmental toxicity screening test (SR04218) ~———————————

General appearance of female rats dosed orally with 2, 4-dinitrophenol in the

reproduction/developmental toxicity screening test (SR04218)

Body weight changes during pre-mating days of female rats dosed orally with
2,4-dinitrophenol in the reproduction/developmental toxicity screening test

(SR04218)

Body weight changes during gestation days of female rats dosed orally with
2,4-dinitrophenol in the reproduction/developmental toxicity screening test

(SR04218)

Body weight changes during lactation days of female rats dosed orally with
2,4-dinitrophenol in the reproduction/developmental toxicity screening test
(SR04218)

Food consumption changes during pre-mating days of female rats dosed orally
with 2, 4-dinitrophenol in the reproduction/developmental toxicity screening
test (SR0O4218)

Food consumption changes during gestation days of female rats dosed orally with
2, 4-dinitrophenol in the reproduction/developmental toxicity screening test

{SR04218)

Food consumpt ion changes during lactalion days ol female rats dosed orally with
2, 1-dinitrophenol in the reproduction/developmental toxicity screening test

(SR01218)

Gross findings of female rats dosed orally with 2, 1-dinitrophenol in the

reproduction/developmental toxicity screening test (SRO4218)

Absolute and relative organ weights of female rats dosed orally with
2, 4=-dinitrophenol in the reproduction/developmental toxicity screening test

(SR04218)

[Tistopathological Tindings of female rats dosed orally with 2, 4-dinitrophenol

in the reproduction/developmental (oxicily sereening test (SR04218) ————————

Reproduction performance of parental rats dosed orally with 2, 1-dinitrophenol

in the reproduction/developmental toxicity screening test {(SR04218) ——————

Pregnancy and litter data of rats dosed orally with 2, 4-dinitrophenol in the

reproduction/developmental toxicity screening test (SR04218)

General appearance of pups in the reproduction/developmental toxicity

sereening test of 2, 4=dinitrophenol in rats (SRO4218)

Body weight changes of pups in Lhe reproduction/developmental toxicity

sercening Lest ol 2,4=dinitrophenol in rats  (SR04218)

Gross findings of pups in the reproduction/developmental toxicity screening

test of 2,41-dinitrophencl in rats (SRO1218)

_6_

40

41

46

47

48

49

51

52

53

h6

57



Individual data

SR04218

Symbols and process for statistical analysis in individual data 59
[Male]

1-1 ~ 1-4 General appearance 60
2-1 ~ 2-4 Body weight 64
3-1 ~ 3-4 Food consumption 68
4-1 ~ 4-4 Gross findings 72
5-1 ~ 5-8 Absolute and relative organ weights 76
6-1 ~ 6-3 Histopathological findings 84
7-1, 7-2 Statistical analysis in histopatheological findings ————————— 87
81 ~ 8-8 Stages of spermatogenesis 89
[Female]

9-1 ~ 94 General appearance, Pre-mating days 97
10-1 ~ 10-4 General appearance, Gestation days 101
11-1 ~ 11-4 General appearance, Lactation days 105
12-1 ~ 124 Body weight, Pre-mating days 109
13-1 ~ 13-4 Body weight, Gestation days 113
14-1 ~ 14-4 Body weight, Lactation days 117
15-1 ~ 154 Food consumption, Pre—mating days 121
16-1 ~ 16-4 Food consumption, Gestation days 125
17-1 ~ 17-4 Food consumption, Lactation days 129
181 ~ 184 Gross Findings 133
19-1 ~ 19-8 Absolute and relative organ weights 137
20-1, 20-2 Histopathological findings 115
21-1 ~ 211 Estrous cycle 117
[Reproduction]

22-1 ~ 22-4 Reproduction performance 151
23-1 ~ 23-4 Pregnancy and litter data, Dams and Pups 155
24=1 ~ 24-4 General appearance, Pups 159
26-1 ~ 251 Body weight, Pups 161
26 Gross findings of dead pups on day 0-1 of lactation days ——— 168
27-1 ~ 27-4 Gross findings of pups euthanatized on day 4 of lactation days 169



SR04218

=R

2,4-V= a7 =/ —A®0RHEED . 3, 10 B LT 30 mg/kg & 1 FEHEMES 12 LoD Cr1:CD(SD)

Zw MO, HET > MO L TEARELRT. AR L OB R A G 46 B HET o Mokt
L CIEAREIAT, ARBCE L OUHRENIM, 25 CNCME 3 AE TOMBROES L, TORRERE.
ZRATE. =ik LUV S O A RMEE I KIF T Bt L R R 038 48 - BH IO RIT T8N
DVWTHFT L, LT O A 572,

1. HEM

(1) — KRBT, 30 mg/ke REHFOMEME TR R Sz,

(2) REHER TIX. 30 mg/kg 8 5-FF O MM CHREHINMEI A bl

(3) BAEE B L UHIMAT A TIL, BRGHOMM & b ICHBRME R CHEE LA {ImD 50
TRINo T,

(4) #FEEE T, 30 mg/ke FGHEO MM THI# & BiEO BEHEMNPES b,

(5) WAL FERIRAE T, R, R ERR X ORISR B GO T X & 2B E 51
B L= bidd@o onehodc, o, BMO Stage NHICE L THEBMER 5
B Lo it o e oz,

2. JRAHIS LI

(1) ARFEGERA CIlI. oo MERE, Mo zzkg, Zhp, WEEE LOWIE 4 U oRfdERcd
HFREH S B LT AR LN T,

(2) REBV O A, AR, R, RIDERM, LEROME LOEERAMRCE, &

AL LR RS IO EE LB T Do 203, 30 me/ke R EFEONE 0 1

OEMFRE, IWEFRE LOWE 4 A OAFRICHTERMEE, W5 0 ROECRECHER

23R B,

BHARO—IRINEER IO E TRL, 30 mg/ke #5-RETHREME & & (20 FloOBMER R L O

LR IMEIN 2338 /o, SRR RICIA R SIS LR E R 5 CEE L2 i

LRy WA LRl

—~~
o
~—

Plbo koo, & TICE LA e LT, HEMIC 30 mg/kg &% THT O HEMEIZ FEBE,
R LB IR 35 L OUITRE & e oD &N 2 b, AR IEA - 38 Cl A WD T D
HINME A FS L OMAESIINH A Sk, L L, SEoAREEE D b
mol,

LMo T, Rk NMiCBIT D 2,4- Y= ha 7/ — L OEREWIC I T 2 48454 (NOEL)
1310 mg/kg/day, BEVHOAETETRI KT & FEE (NORL) 12 30 mg/kg/day, REROFEA T

|2kt D MEEEEE (NOEL) 13 10 mg/kg/day & F 2 HAvi.
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=N

H

il

2,4-V= a7 /O 0KRED | 3, 10 B L N30 mg/ke & 1 BEAEHESR 12 FLOD Cr1:CD(SD)

Z v ML HET v MR L TCRARAT, AZECHI B L ORI A SRt 46 BRI HET » MITH
U CIEAShlal, &80 L CHHESIM., 20 CNCMiE 3 A CTOMBROES L, ZORREGE.
ZRATHE., = L O HhS OABREIC R E T Bl L O OB A - BBIC KT TR
DUWTHRRFT LT,

MEt L U5

1. #EapE
W E L, 2,4~ = h2 7= /—/L[2,4-Dinitrophenol., B4 : 1-& F2 ¥ -2 4-Y= |
aLF . CAS No. @ 51-28-5, W © 84.13% (BEMRHE 99, 7%:GC) : /K
e (15, 8Tw/w%) X D B 1T, HFRNCGHND,, S FE

184. 11, ZGAFFE () D378 (2. 6) ~HE (4.0), @A 112~116°C(Frif 113.5 ), 7K
CERR . BiRRo TV, TR Ryl BU DU, suadibh, e BEy oy 7
N UMK rlis. Bigs. =&/ — MICIRIE OB E 7T B O ORSMME TH D, 2, 1-
Vo hu 7o /I K E ALK CER EIRO T A E M EREEOTRMERH Y | HEE,
BEBEE o EIRBNV AN A D LRI D 2 &N D, Fi, T D LBRT D 2 L h
BTG WMERIRAT. B, KREEEO &M T CMmREL N (IR 2~7C, 2 AH 5 R
FHEL )T A E L7 (Appendix 1-1),

0E. W KRS EEANIE L, 15, 8Tw/w% Tl A 7 L A Re# L7 (Appendix 1-2),

=]
MEMARIRI T RICEEAHE L, JHICHBEYEHNS ¢ 28R L TREHZ & 0R
EARIT L. ZNEY IS ADASET V=4 =l A, TAE L —#—T
R, BT BRERTE L TR SY, HERMMALEEAHIE L TRES ) LR RYE

X 100

TR OB E O — A T CMITE O 25 81 24T BRI T o2 E M A #E#Y L 72 (Append i x
1-3)., Mo e L, BEAALST Ao, EEFEREY S L CEIR L.,
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2. 1RiK
1% AF Nt e —ZKEEA AL Lz, 1% AF v — 2Kl A ba—X
SM-400 (A AT G A F vt a—2 b7 TERNSH, oy FES 008614) 2L,
FEBUK (H AR AR, v 7 BERRIat, vy MBS 5B P AN <8, 7T
EORELRDEIITHEEKTART v 7L, AF—TF—ZHT B L TRAMLEZ 1%
AF N —ZAKERIT, HRHEOEEL L CTRSEROFARICHER L, 72, ELRER
FHCANMDERIEP (EHIFHE 4~8C) THRAF L. iR 12 BRSO G & LTl
Lz, BROERT, BALS TS0, EERETEHE L CEIRL,

AR A ba—X SM-400 AT E
A (%) P& A () {mL)
200548 H 23 H 1 20. 0004 2000
2005 8 H 29 H 1 20. 0004 2000
1 20. 0009 2000
1 10. 0000 1000
200549 H 9 H 1 20. 0027 2000
1 20. 0012 2000
1 10. 0002 1000
200549 H 21 H 1 20. 0000 2000
1 20. 0009 2000
1 10. 0001 1000
200599 H 29 H 1 20. 0000 2000
1 20, 0001 2000
1 10. 0000 1000

3. REBOHEHNL L TILESH
(1) e
IR E A MEREO BN L, FTEORE L7225 1 9 TBRA% A Frtra—2AKE
W) BB XA, RO BRI E O RE ~O A AR T, £, BICALRGE DI
FE, AT REATREEERA LT ) = R FRNTHES L TRIEET > 7. 8K
L HRR R I KB BRI AN, RN (MR 4~87C) TR L. A 12
HUAPC B S O A, SRR DR ST, BERVIL T 5 7o oio, EEREFY & LChRIR L.
AR Weor EMEE RS

FREL (mg/mL) (g) (mL)
2005 4£ 8 H 23 H 0.3 0. 1781 500
RN E 1 0. 5942 500

3 1. 7803 500

2005 £ 8 A 29 | 0.3 0. 4280 1200
1 1. 4301 1200

3 4. 2802 1200

200549 H 9 A 0.3 0. 4280 1200
1 1.1301 1200

3 1. 28041 1200
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200549 A 21 H 0.3 0. 4280 1200
1 1. 4301 1200

3 4. 2802 1200

2005 49 A 29 H 0.3 0. 4280 1200
& SR 1 1. 4300 1200

4. 2803 1200

(2) FHHEDALFHT

BWERMGETIC, 0.3 B 103 mg/ml OIEIEICHOWT, B, SIRGEA 24 BB L O
RSB LT A HM GRE A Z0 0 & L TER) OZEM 2 MR L=/ 0. 33 LT3 ng/nl
OFEHET T, EE - T8 - TRICBIT2ZEREL 4 T%R LT T%TH D | £72, 5%F
FUTRIRIRAT 24 BFH T 102. 8 B LTV 106. 1%, MEIRTE 8 HT108.6 3 LU0 101.4%., 14 H
T105.2 BET103.2% Thoto, ZOMEND, HBHEITMEE P TH—THY | o
WTNOFEE T TLRERETH D L E X 47z (Appendix 2-1 38 LU 2-2),

AR L USRS O T ORGSOV T BRI E O E 2504 LR 3.0 3,
1 B RO 3 mg/nl FELEOEZARIT, FIEDREICK U THEAREFT 3.7, 1040 B LT
92. 0%, FeREIFAREFT 99.3, 90.7T BL 9L T% Th -7, “hoDBEHEIE VTR LR
EHPE L2 90~110% O FEMNICH 0 . 7OEEMRE S 0. 1~3. 3% THED 5%LINICH
V. AREOREITEE X Z 2 5/ (Appendix 2-3 B LT 2-4),

(VIRE ST Ik

FEAEAIE (R IR 40 Spg/nl @ EEVEVAIEIL B IR s 2 Ky O B O L7 A
M) #9560 mg 0> 2,4-= b2 7 /=L (BVEIRAT) & 100 ml. RO A AT 7 AT ITERHLL
TR A RUALTES L, TOWAELMEC L nl L, 7R b= B Y AEIEZT 100 mL
&L (s . TN 1l TR 3 W& L, AR TR L, 2 BRI
HLAGRBE U AZ 0 U e LR,

BEfg (U FOMS TR - VABERT KT U LK 13.6 g #MEL, ABKEMNAT
1000 mL & U720, 1 mol/L O /U~ 7KFED U 7 LEHR) . Z ORI, BWEKEZMA T L0155
U720 ABE (D ABRIEIR) 24 10 mL ZRAN L, pH 3. 0 (T L 72 (0. 1 mol /L 1) ABERERTHR) .
0.1 mol /1. O AMERERTIE 600 ml {27 % R== UL 400 nl. 20042, +0ICRALELOR
e Ui, AR TREL, 2HEEVNICEALZGR- U A0 U LTER).

A= b T T b B UL R MY TR S L

HEPNAR O FH BRI B A TR L B ORE AR HRE & L C800 u g/mL
PLRERDED T R= MY AEMAZ, X IRGH, w000 (3500 BIfR/ 43, 10 43, 15°C)
Uiz, Bonz BEEERL., RREEE U CRERIE ORAEE N 50 o/mL AT, S
BEAS %L PO BIG LD X527 b= MU AN AT H O EHRIR S L, HPLC {2 1 |
AL,
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WS E AR O RO T, IREFERRE S L UL EMERABRIC DU T R B i
OHEND 3R E L, B—EEBRIC LTI ERE O B B FTE» G 3 S0
9m& L, ks, H—MEBROTEORE 2 ZEMERBROMBURFDOSHTRER L Lz,
HPLC & A7 L L UNMIESMIZLL T OEY THh S,

HPLC 3/ 25 A

UV Detector L-4200 Bt B rRYERT
Intelligent Pump 1-6200 PRl AL R ERT
Column Oven L-5025 BRR BB ERT
Autosampler AS-2000 Rt B r R ERT
Degasser ERC-3315 « RSt A —T o

Millennium® Chromatography Manager

M32SW HA T 45— AR S 4
BIE I
RN  Inertsil ODS-2, 4.6 mm 1.D. X150 mm (I—x/H 1 = 2k 4h)
B EIHE 2 0.1 mol/L V) ABRFEEHE (pH 3.0) /7 & h= kUL (600:400)
HEK R : 260 nm
BT NRFE : 40°C
mE : 1 mL/min
EAE S 10 L
F=bv7 JIRE 1 10C
S0 AT IRER D84y

P=pT SRR TR =YL

MilTennium®™ % T CTALEES M 0> - 7 TR & IRIED BRI L& L v | F0BHE
D LUF, ATEE) 2R, LT O L 0 B oSy Eig s, FEfRE. 0%
BIUKRGEREZEN L,

. . T (pog/ml) X A 8RR E
(J’,.v & )E"-F‘»ﬁi:}—ﬁf / ]‘ — =)
BRI EIRIE (mg/ml.) 1000

e AR T A
?EJ,(\I %)= ; 2= i g4 X100
ZEHE o) YRR Y e T
BN T T
THELE D F e
o TRTETS ORI 1 e S
FRTE S (%) = o ST X 100
kfrs (%) SRR O AR R Y B i T A

BT (%) -

X100
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4. ABAE

(1) #ER

MBI, BARF v — A - UN—RRASHE JEAREE o 7 —4ED SPF Cr1:CD(SD) 7 >~
FNaERWE, Ty MIZOBORBETCEFAVON TW LB TH Y, BT COMAR
BPEETHAZ LD ZOREERELL,

HEMES 57 ILA 2006 458 H 10 HIZ 8 Ml CTHEA L 7=, S AR OB OFREFIFIL, HET 240
~273 g, MET 164~183 ¢ Th o7
(2) HEs LU

T A, E e OBWIZOVT 14 B BRI A 1R 1R, S 5 I RICEEE
Z 3 [EFEM L7, M OWTIEBIMEHIR PIC 9 Ao AR 2 R L, BER L O8HE
B, BRI THED b,
(3) BT

Bl LOBIHE RIS T4, EEZE C. SOV TIIMEEIC L BE ORD 2w g
W& TEMEAS A8 TLBEL LT, 10 Mk TRAUBRICft U7z, Bkt L OB R A (Gl ~ B)
OREZEESW T, BRI HIRIC L0 S OFEREP Y IR D LD Z#Hr T 21T -
7. BESUTRROB OB EHEIT. T 332~392 g, MET 214~243 ¢ Th 1, FHKRE
363.2 g, M 227.5 @) DT20% LN TH >7c, BRI DI BTSSR L TLRIE
LT Al IBEE ST EMT 0 TR EDHAART AT — R REds K UOMERI o BE N o
e R Dy
(1) B L OV — oA

i, B AT 2 f S CRENCT A M), BRI EMNC S E A AE
Ly ERERAI AT T 272, AR OWTIE, ERORINT o /Rinolo, #HE X — U, B
VIR IC B0 L e T ~iGER B S B L OB AR L. &0 U ORImICEDR
L, BT HRIESBICRREAVE L., a3 MR 2R Rt U gD 7 A — 7 4
BRODY PER, WEBRTIIMHET Ao 772 L HE L,
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(65) EMMEAE
1) BERE

IR E 226 3°C (ENEFE 21~25°C) , WL 5020% (EMIFEHE 38~70%) . #<[H
H10~15 [a] /5, FREABFR] A THRBA 12 BER (8 1 00~20 : 00) O EMAfAE = (309 B-=)
TEELT.

2) FEWM B LOCERE ik

7 F 4y A B RAHRE 7 — 2 (2600 X 380D X 180H, mm) (2, MuEds & CEI LI ik
HEMERIZ 1 F 7202 2 T FEU I 1B, ARRCHIHEERS 1 T, SRR 1 R,
HHEBM T L EAIRAE L, il SZRAGIHEEIYIC OW TR 17 BH 5T
F T RICERBMARE RV A T L—r 0 AARF ¥y — A « U a—fls
Y EFER L, 7 VB X CREERITRE TR L B, FO%IT 2 @82 1 BB L.
S 2 EREEEE SO0 L 22 LT, BEFGREEOKEE TA 1 B3k L7,
A EENOTERS LOVERMEEE. 1B 1 RFEE L~ ERIEECEL T, HER
HERR L Oa v ERIHFERL 1 EM A CRZAICHER Lz,

3) Ak

FV T ZOVEER TR, v BRI ETEEL CRF-1 &, &I iisma2 v T
BB,

BRI A RITT RN O H LERME S D NI EYOREL I L7eay b
(050406, 050512) DEVEHI DWToM Lz, B E QA RN LR m o
YE—IBWT, MEMBTTI AR RS E BTN T o7, ST — ¥ A AR RGE
FENHAT-L, BEORNT & 26 L7 (Appendix 3-1-1~3-2-2)

) BRERK

FLIRTIT ARG K A UL ERRE ACHE B 2 JTI O C L IS s

AR AR BTN & DR EOA A 20067 B 1 U, 20054 10 A 3
HILU2006 441 H 4 HICYEE S & RS0 o AR R (306 7552) 70 5 R0R 2 B L
THN L. S UARE AR ASIDTD, 7 — 22 AT L. BEDRWI L A6
L 7= (Appendix 4-1~4-3),
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(6) SUBRAEDRER
MERFEORERL & SO R T2 LITIORT,

B5E =353 B (En % 5 )
SBREE (mg/kg) (mg/mL) 7 ic3
pagiicica 0 0 12 (101~112) 12 (151~162)
AHER 3 0.3 12 (201~212) 12 (251~262)
hHER 10 1 12 (301~312) 12 (351~362)
= B 30 3 12 (401~412) 12 (451~462)

SFRRBEITITILAR (1% 2 F LB Lo — Z KRR 255 L=,
() HEBRE RS
1) BHEEOFRE
PEICHE i S Tv % 28 HER D3 53 E Y Tlk, 30 mg/kg THIREEIHOEKT
ROVIESE, 80 mg/kg TIHEEARIZI W D AT, JECHIGRO Oz, ZNHDZ Linb,
30 mg/kg FEHEE L. UFAKK S TRLEZ 10 B LT3 ng/kg #HHEBLIOEAE

[s ]

CERE L7,
2) &5

B E N MR OMICEBE SN AIREMEEZZE L, OECD RERIET 1 KT 4 v (421)
IZHE-T, L H 1AL B OWTIEAE 14 HETL Y 46 B, #EIZ-OWTIEaSERT 14 B
BRORERAL E TOAZEHIN ., S 5 IR BRI M3 LOWE 3 5 2 TOHM,
9:00~11:00 OHEICTH Y TR LICT 4 AR—Y T2 U U % B CHIlHlnyic fT i
O LT,

LHRET 10 nl/kg & L, $EROTERETRE BT HIEWRIE B ORI LS
WTEIN L.
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(8) %, HIER L UMAERA

EHIZONWT, HGHEBEAERG 1T HELTREL, 85 1 B0 46 HOEED
FlER £ T, Ex OEMHOAIE, SBL, TTEIFIZOWT 1 B 2 BRI LA, 72720,

HR X PRI 1 s L7,

2) RTEHE

EHNZOWT, &A1, 2, 5, 7, 10, 14, FO®RIZ T BEOBREA, F5ERTHBLIT
Fl A B 72U B ILRHRE (LA4200, YL R U 7 2Rt 2 AWTHEE L., 1 g B TR
gLz,

LAF O £ REEINERS L OREINEEEH Lz,

REBINE ()= 5 46 A{RE () — 5 1 A{KHE (g
REEMNE (2)

BANE (O4) —
RN (%) 51 B AE () X 100

3) AR
EHNZOWT, BRI LU E 2 BRE ., REAER SR U RICHER Lz, FHE
Fis, AU EMRFE(LA4200, Yv b U 7 ARRASH) 2R TRy — Vo bE LR
AUEL. 1 g BAr itk Lz, UToRC kv EfgsREH Lz,

e —kE(g)

BRI o/ dov) = e o A 2

4) il
EHNZOWT, Feh 16 BOFRICHK L, mAREZBE L%, o — 7 LHEr T
FMBE XA REH oY - ALREA PIRAICBIZE LT, Eo, LT oY - 8% 10% 1
PERREI A L= U AT - RIF L. ¥, RSB LOA—F—RIZT 2y KV TR
FARMTL, BEBIUCHBE BRI 7 il ClIE. 70%™F /L IRMT L, klods
i3t s LIRTFL.
B4 CRBS /M) . NEEIR, JlRR, FURER CEROMAE ) . RIB . MR, D, TEsx
AR, T, E. HOITERSLOWE) . T, Bk, 1T fEM. =8, DB
WA, Bie, ik, Tk, WRER, K. MGUE R B, B R,
FEE B4R AR, RSEd ORI, HRERIS LUV, B (R & LCATE
). Mgirds LOVKEEE A S, A7) . AR (CEED . BRI Y oHiL TR Y R
Hi, BT, TR, HFML CBASER (BENEAT. ). AR (L),
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5) #EEEHE
EHNZONT, FIREFCE R EMARE (FR-180A, FREH =— - 72 F - F1) % H
WTUFO@MBILOWTEHEZE L, B, EADEROOHLHWE OV TIL, A
P CHIE L7,
M, Do, ATBE. BhE. M. RIE. MR, R R LbE
UTFoORIC L0 EREESE N L,

AxT B (2)
Bl RRE ()

FEXTEE (%) = X 100

6) JHBLALAR AR A
BHORER, BB ERIC OV TERERZ 0 L, SRR KOs AEEo2fllcon
TEMLT. 0B, BROK RO Stage A T L7-. iz, AROEFIHMTES

DL OEAER S KO8R AT o7,

INE - MEREZ B (ng/ke) ;Y&
7 ik 10 310

O. MBI ONT

1) —feRrEEiE
2EIZOWT, BEMBELHEE A E T, HE L RRICBIE L.

2) REHE
LHBME ARG 1B, KERRVAZIMIEOR, SE rTEA2EEORLEEL, Ity
1, 2.5, 7, 100 14 U, WFHE O, 1, 3, 5, 7, 10, 14, 17THLO2 WU, Bliff 0 LI
HORSHIZHTNIHE 4 B @& )i, & AU MR (LA1200, P T o 2 EREE
) A T CHlE L,
LRz 20 (RN L OISR A S H L,

SRR TR
REINE ()= #0514 LT () — 55 1 LA ()
e RRHUNE ()

s on — —FEEERD - 00

YL
TN (@) = FEHE 20 LT (o) — FEHR 0 LA ()
e REE ()

BRSO = e arme 0

I

REHMNE( = WEH4HEEQE —WE 0 AAE

RN (%) = WEHIIE (g)

mE o0 AlhE 0

3) BRI
BN OWT, AR RS, WEEER SFEUBICHERRIZEm L=, =700,
RO UB L OMA 0 LT ED AT L,
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4) Hl
SIRFENIMEE 4 BiZ, IR 25 A F CHlnsiled S e WARRANLFNTATR 26 H O
HEEN L [FERICHR L, AT ORE - A 10% T HEEE R~ U VICEE - (RTE L.
E, REBIUAN—F—RITFTE Y B U CHEE - BRELL,
Ao (R AR) . T, MR, FRAR (ERUNMER i) R, M. DB, HREK
iR, &, RE. BEIHEBIOGRE) . AT, EE. +— 85, =5, BiG0SA 2
haEs), BB, w5, B, WE, JF. WREXzate) . BiE. Eh SRR,
TH (B L UEH) . B, RERB LU0 —4F— ], LR LU R & L THIE
). ME R LORES (B#EEe, A, T GEHE) . IBREY o 8, THY 8
RS E TR, BRIR. CERSBEER. 4. EERRCE) B L ORIRP R EE
A (IEEAAE L OBEREEZET) S BEEO 1 (No. 161) DR T AMMEEZ LA
TR E
5) arEEEHE
BN OWT, FUERHCHE L MR TOREIC DLW TEELIEL, HNEELEN
L7z, ROFBETERCHE L.
i, OB, BTIE. Bl I, RIE. MR, DR
6) JHBRALAR AU A
FEOD FiE E FRRZONRIZE T 2 AR R A 4 25 U 7o, i, BRAVE S B &
B LAT OISR E LOSm AT/,

F A ﬂlr% % ¥ (mg/kg) BT Ly
?LH?)\(& ln /, ), ) O ]6]

W @i o A58 L O AR OIS0 T

1) e AR
MR EHC DT, B EBMED 10 Ui BAZANLE CoE L, & A PRl J SRR
PRAEAZER L, DU PBREL P ORI o % B GG RTIH, ITIH, RBER N LU
TERIEHD OBZIZITV, 4 A5 6 HOMME T2 MU BV IKTLO2LE & fFE L, 58
TEIANB 2 E i Uiz, BBREO—HA R LR WIGEERRE — ORI ERRE D 3 B 28 A
WL THLNLEGEE2 RN, BEEH L VIR ERIEEDS 7T HEL B L TA L5
D% eI O TERIEBEE & L. WITRGRFE ST T o & Lo, REWEERD S
AIRT 2Tz,

2) HEfE oA FERER A
£5-11 RO Fht, RN O 1 54 1 (@YESRESE—3) TrR 6 A
fE SHE7, ZROMKAIE, BNFEIESZ I ECE T L mie, &2 WA 2 7
APORE FAFHFESNZHBEE L, TSRO LR A AR B & Ui, TR
OFEE A O TR L OEBEC T NOARBEORF A2 H A5 7 Lo ko TTo 7,
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|

RREEBLOEZIBRALTORIC L BEEICEH L.

AZ R ion i _ AER LR o8
=B (Copulation index, %)= S %100
ZhR#E (Fertility index, %)= e LT 5 100

AR L T HEMERT D EL
3) il LU IRIEEI £

ZRRREEE T A F A Rt S ST, SWeRiEAS | MR 21 BB RE 25 B ECHEA
B Bl 3E (9000, 13:003FBLTNIT: 00)BIE LT, 9:00 ([CHEMWNIRZBOFIC
LD TEO FIZRAALTWLSOEBET A LICL o TR TR L, TOHEM
FORELZ WEORID, EEICAFRES LU ECREA KA, WERE, HERD
MRS X UAELER L, AFRABIORRCEEOAHETEREE L, REpo
PEIE, FLFS & AR O OR S THE Lz, SMEOINROIHRRERE L0 TENOE
ARIR D& RIRAIC S 2 CResk L7z,

IR A TR0 B GRREGLR) BB 0 A (& T H) ETOREE LTEHR L

e, AR, Mk, OMhR, SRBEBLOWE 4 BOWERFU FORCLVEH
L7z,

— . ) oy CER AN
WEEZ (Gestation index, %)= IRIEE X100
HAZE (Live birth index, %)= mﬁﬂiﬁéj;z;i X 100
Wﬁ:ﬂ:/u

Lt Sex ratio) = o o+ Mot 2 T

SR Melivery index, %)= M X 100

EIRIREL
-
EHH# (Implantation index, %)= éﬁl)ﬁ% X 100
L [H Fa e
WS (Nursing index, %) = i 13 4 Uﬁ: nq;f;&ég B X 100

1) FiERo—iREE LSS L UVET =R

EHUZHONT, HEOHAOLHE4HRETTI AW, AFBLORL AR L, —ik
el UM ERIZ OO THEE LT,

BEHE R O EREMRELTORICED 1EBMTELLE, 2L, BEHL0
FATH AU & I o T A NTE T & LTl e,

- a> I
FAEIRATEE (Viability index, %)= i 4 E(J ; A X 100
H AR AR

5) #TEVDEERE
FNZOWT, HE O, 1R LT BIZE 30 FILARE (6X-2000, #RNEH =— - T
Foe 7)) 2RO TEREECIE L, 0.1 g £ Tk, WEIC R0 TAE H 2 R
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6) B O
FEC T3 A% E )M H iR L, whole body % 10% 4@ R~ U Ui CHEE « 1%
LT, BAFAIZ oW TR, WE 4 BICHEAR (DIERNEZET) 2 BIE %, BRILRERA
BICL VRS E, 25 OMWE - Al AIRAICEZE Lo, RE205E0 S @ET,
whole body % 10% " HEREE S /L~ U L CRETE « (R1F LT,

5. Mist¥mAE

AE, REENERL LOHEINE, B8, KEOHNER JUHAEER, BIFHME, &
Rk Ad, EHRIEH LOERE, HERE. HERO AT ME JUF T . oeE, 1
AR PR, ATERHIR . WHE 4 B OATEREGS KOS AE AT RO I oW TEEE O FHE
BLOEERAZHEL L, HAMEZ Bartlett OMTEEITOV. S8R L. S5
(p>0. 05) DIFAE T — BB 5 B AT THAT L. RS0 =0. 05) @35513 Kruskal-Wallis
DOREE T L, —cBESBOIOER, AEERALNTHE (p=0.10) X Dunnett
DOREEEZRCTHRIR L OL® AT 577, Kruskal-Wallis O OSSR, EEERA LN
B a (p=0.10) (X Mann—Whitney O U-FEEZ VR E O 2T o7

RHEALR R ED 55 2 B EO 7 L — AR SR ZATRIC 20T, #HEOERE
Kruskal-Wallis OEE TN L. AEERALNTESHE (p=0. 10) /% Mann-¥hitney @ U-#%
FEWEE VTR E O AT 57,

PEHH O BE OIEBA . ARk S, W I 4 W ooBlid . 2 &GN HRALAR S
FIRFED 5 6 1 ERED 7 L — FAZED LA I D0 TR, 23R X EE v, 0
RAEEAPHD OGS (20,100 (208 2 BB X MUE TR L Ok AT o7, 72720, 2
BB X2 BT LD A D3 10T Fisher O I HEMSH T EZ H -,

BAERGLAR e FrAERATRS L OSSR E L 1 A2 RABEA L L,
X & DLERR I OV, AEARAET 5% & L, Rds, MEFEMTRICETORTT

{£:% Individual data O ERIZT,
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1. HIY )
(1) —HethEe
—RRIRRE D REAE & Table 1, INDIVIDUAL DATA 1-1~1-4 [Z"%,
3. 10 mg/kg 5B LU REE T, BREHMPICRFICB2F3@mo oniahaio,
30 mg/kg FEHHETIEL, F G PICIREEDS 12 4P 3 5] (No. 403, 408, 410) {IZHLR S =73,
MOBENIZRFITRD o7,

(2) REHER
RKEHER % Figure 1. Table 2, INDIVIDUAL DATA 2-1~2-4 {Z:R7,
3B LU 10 mg/kg R EGFE TIX ST BRE L R L THERELRRO bl hroTz,
30 mg/kg FERETIE, BT ORIE B BOFHEEICITE BRATA DN 2T,
B 5 oENER L UEINRICEE R BEESRD Sl

(3) EEE &
BRI E A Figure 2. Table 3, INDIVIDUAL DATA 3-1~3-4 [Z/R7,
B AR S8R GRIR T e BT & bl TR R AR R B o7,

(D) F
SIRE R W& Table 4, TINDTVIDUAL DATA 4-1~4-4 (2757,
FMWEERS LU 3 meg/kg 5B Tok, WATAT LG O B/ s o7z,
10 mg/kg 8 GHETIE, 1260 1 (No. 310) IS BIEO B H3EN 7 S0, o flicix
HETTRITFED S hoiz,
30 mg/kg BFHETIEL 12 T 1 B (No. 409) IAKEELIS KOS B B>/ NRIZA 1 6 T i
fDOPNIIRET RTFED e ol.

Gy ER
SE O SR X UMEX EE 4 Table 5, INDIVIDUAL DATA 5-1~5-8 (2~

3 mg/kg & AT RSO E L UHR B & &R B B A 00 FHR B SR IR & Ll LT
EERS WAL IR/ PRY thi

10 mg/kg R THITIL, FHRE L LIIHAEAZITRO LA,

30 mg/kg BETECE, TR & BIEOA IS HEICG B2 M8 bz,
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(6) J BRARAR AR A&

T BRI (0 36 L TR 30 mg/kg B 5-8F) ORE A Table 6, INDIVIDUAL DATA 6-1~6-3,
J75 FLAR AR A0 AT B0 S5 HULERES B2 4 INDIVIDUAL DATA 7-1 B8 &8 7-2, ¥ FTEALD Stage 44
DRAE % Table 7, INDIVIDUAL DATA 8-1~8-8 (2R,

30 mg/kg B HFFEOHFRFT B CHANC O ARERE LA B D/NEIR L 5372 1] (No. 409) (2
AR D Z2 K B O BB RIS D FHE o K O B IR D B ZoRE 1R b RS A e N A A%
JERRH LN, M, FIRATR TIERFTORO ONeh o7 1 Hl(No. 408) IZHLELFERD
B 2R E OZFERE D S, hoo 10 BlCIT R F AT IR0 bz,

IR O Stage WETIE, AT —Y IX~XT THBEE & i U TAHE 2 RSHARR O
PR BT,

2. XHEED 161 (No. 112) IC AR OB REE OZFER RO L.

7o, BIRERCBRILREORO S0 10 mg/kg EHED 1 4] (No. 310) O BT 72
B RILED RO b,

2. #Ha ()
(1) — IR HE

—fRAIRBEDREE L Table 8, INDIVIDUAL DATA 9-1~11-4 [Z5R7,

XIPREECIE, ACRLATIS L OB IR B 1138 e Do » 7o ARIREIRT iz 12 i 1
] (No. 16 WCAREE 6 L in &L TEMVAIC R TS H 40, IREBICH K LIGH 4 U £ Tl
Y (WA N (N =S M R ENDY A /Rl

3HB LN 10 me/kg B EFETIL, Z2EAT, REUHIM, FEAIMS LOMHFHIBOFRICL A
WIS LR h i,

30 mg/kg 2 AT T, ZRNLATES K ORRELEIFIC R E IO B o 7o ERBIR i
12 fH 14 (No. 452) WS HCR, S v, o W AEIR B 3 L ORi A ET o vwFhic s

BEIIHO LN o7

()R FEHER

R EHERE A Figure 3. Table 9~11. INDIVIDUAL DATA 12-1~14-4 {25+,

33 LU 10 mg/kg FH-RETIL, AZECHT, AZBCIAN, ALARIAM F X OB ME O Wiz sy
THREAR AEEIER L OMREREIR IR BRAE & i L TR BRSO LT,

30 mg/kg T ETECIE. EINT. REHIEE L OUHEMOW U BOT L IR ERERE, (Kl
B &S L OMAERNFRICH B rmid e HheinoTon, wia B o W EEIE T O
AT BRI AR EE Y b,
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(3) HiHE
B EOZ (L% Figure 4, Table 12~14, INDIVIDUAL DATA 15-1~17-4 {75

335300 10 ma/ke 2 GRECIE. SZE0AT. ZSEIHIR. ARSI X OWEEBIBO LRI B0

TOHMEBE LB L TRERETRO N T,
30 mg/keg FeHHE T, ZRRLATIS & ORI IC A B AR 72T A D e o T s

FELBESEO N, UL, MEHBICEAERLRETRD N7,

LRI 20 B

(4) H
HI#AT 7% Table 15,
XHERED 1 1 (No. 161
TITARARBRS L USEATIRS) & b BE AT R

INDIVIDUAL DATA 18-1~18-4 {27~
R AR TEMLIC R T o (R R A3
s Eﬂiﬁﬁ") 7L"

RO LT, FIRE5R

(b) T HE
B L O EEORRE A Table 16, INDIVIDUAL DATA 19-1~19-8 {2751,

BEO
3355 UV 10 me/ ke Bt BECIE A & b IR B & B L O B 70300 Do 7o
:if 8

30 mg/kg B GEETIR, ATIROFER B L BFIE. Bl Lo ERICAES

e bl

(6) W AL A R &
TR FOURTT O RAE A Table 17,
30 mg/kg BEBEOIRNL T, BEINMRITRD N2k
ks, FURERI FEACHEROES oo EED 1 FlNo. 161 (A FEHLOD K EIZ

INDIVIDUAL DATA 20-1 35 X TR 20-2 iZ-”7,

SLHR OO BRLIE A 46D 5 17,

3. HNERAESHN

(1) A FERERREE
TIHRERE TR O RGE L Table 18,
TS 2 oo HER AL JEIS B bR,

UL, BIRLEE L G AR L BB L THE R AT

INDIVIDUAL DATA 21-1~22-4 (Z7:9",
AZ R AR W FRIREANIS LonEH

1 Emnﬁ ||AL‘&7DZ}/L7LA~/))’D7’:_
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(2) fEM, A0t WHEIREBIS L USHT A R A R

VEME, Gyt PHECRREIS X ONAE IR AEFRORAE A Table 19, INDIVIDUAL DATA 23-1~23-4
T,

PR, BRI, o, RHEREL HER OV KOHRARAFR TR, SRR L
LRFEE L LB L THEABEIRED Dol

—F4. 3 mg/kg HHEFEOEREHIZAEERSME, 30 mg/kg ZREGHOWHTE 0 HOAFRE, H
AERBIOWHE 4 B OAEFREICHEREE B A O CRBICHERSENRO ST,

) FAER DO —fREE

TR —FRIRBEORAE A Table 20, INDIVIDUAL DATA 24-1~24-4 (277379,

A O A7rG 4 HORIZHECH CRBFlZ S T0) 13, S FREFICHEMES 1 #), 3 mg/kg RGHFIC
HE 1B L OWE 2 71, 10 meg/ke BESREICHE 4 BB L OME 1 A B, 30 me/keg BEREC
THE 18 i L OME 11 RO b/, Eo. WHE 0 RICITEE 4 s X OME 2 flic S v 7 N
(=) PR 37,

@) FA R OREHES
AR OKRERER A Figure 5. Table 21, INDIVIDUAL DATA 25-1~25-4 (T3,
3B L0 mg/kg BEGATTIE, WA & Hhdk U CHEZAETRD O o i,
30 mg/kg BEEFETIE, MIH (BB 0BLON LICHEE X ST BERIARA2 L0, i 4 1
A ST ST,

CYEisachiailif

FrERO SRR % Table 22, INDTVIDUAL DATA 26~27-4 |ZR4,

FETHI T, 30 mg/kg WHTHEDHE 2 Hilds L O L #1lC B LR 2 S 723, o ST
LR E I AL Lo,

Wi 4 HOATEY Tk, STRFEICMEIL, 3 ng/ke WEBEIDITORMIEEO DT AL
OF TPITAH LA, ORGSR R IUERD bk h oo,
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£

plkh

2,4-V= a7 /O 0KRED | 3, 10 B L N30 mg/ke & 1 BEAEHESR 12 FLOD Cr1:CD(SD)

Z v ML HET v MR L TCRARAT, AZECHI B L ORI A SRt 46 BRI HET » MITH
U CiEAcheal, Aaldds L CUEIEHIM, 2o GNIME 3 HE CToOMBROEE L, ZORRgEE,
ZRATE), ZHads KOS o A FERE IC RE T il L ORI O R4 - BB I RIT T
DUWTHRRFT LT,

1. #HEW

HRREE TR, HEME S H1T 30 mg/kg FEBEOEGNTIRIES R ST, MiZiZHERmE &%
BICEE L - BEERD LN, FUECOWTIR, AERERMLE L 28 ARNERD
B EBHERBRVICBOTHLHASh WA Z D W ERSICEEL A E(LE B2 0Nk,

AR TIE. 30 mg/kg RGO TR G PIC, METHEHMPICEERINSE LOKRE
HIMROFEREESAED bz, OO ThH, 28 HEIRER DR SHERR D Tcs
ENTRY, WHERGCEE L BB Nk,

BAF R TlE, MED 30 mg/kg BEGAECHEIE 20 RICHEREENRO Lz, MoRlERIZIX
FAGIAH LN TRV Z Lo SR E RS & OFEMITIIA S TidRn o7z,

FRAT L Cid, HECHE LIRS RS L OWER [Ro /NI, Tl Mot (BRI (R R AR T
R CITFLIRIRIED) 23RO b, Winh 1 WIOAROBEHRCH Y . BRBAMDOTEL LS
ALY W

FEEEm T, 30 mg/kg B AT O MEMETITIE & BB OMERI E RS S WO EEOR B m M
PR LI T RO L 28 ANRER O SEERBE VIZBOWTH#B ST A 2 b,
Weskdn g B I BEE Lk B L b,

2¥003 mg/kg WETETH LN NI LU LAEOEZH/NZHO0 i, Wb HERK
TEMER B BTN T L s BRI E RS OB EF L LT,

B s O I R g BRALR A0 L T, 30 mg/kg BESTROMEE 2 HlIZRE S 5\ T HEE R
RIS ZERE AR D7z, Zo ik, 28 ARNRIER ARL @Il Vi Th [Efo ks
6 BT 2 FIOTLLF S B 1 FHCRO L TWA T Linh, W ER G L OEENEZ LN
Toi . AR Stage BRI W CH LN ZEIE 30 mg/kg TRETHED AT — Y IX~X1I0E
VAR OB /RMAEOLTH O MO AT NCHEREN N 2 EhbEE LA L
B E S DBRER R BRI LRSI,
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2. EFRFEAE M

ATERE T, B GHEE DR RE, ZRERS L OHERIIEZA LT, -t E
2 b BT BT,

PENE, el LU ERIETIE, 3 mg/kg EHOERRECHERGMERZ LN THD MR,
ZOEITITHEERTERRD LT, BEEFEERE VSR L, —5. 30 mg/ke &5
TIEE 0 HOAFERE, HAERBLOWE 4 HOAFERBICEERMRE, WE 0 B ORI
BEAEERREO LN, FERICOOTYH, FECH (R Z &) OBIMER AR S, #
& HICHEE (CEH) 0 B DRSS R 2 R EHENE M 8 2 BTV A Z LS, WP b
BB G ICEE L AL EEZ LN, LA L, 3BET10mg/ke 5B TIXREEOEIMITR
LT,

FAEROFBAT RICE., HEEREEOAR LN ZITRD bk ol

PLEO S, B ERGIZEE L2 LT, SlEIZ 30 mg/kg & 55 DRl 7RI,
RESIIANH B X OWHR & BlR o EEE s A o, IERORBE- BT CHREER I CH O
HAME M I L O ERIIIHEm 2RO Siiz, Lol BaoBe s i3E iizdo bhk
LY

2o T ARBREETICBIT S 2,4~V = ba 7z ) — L OHEBMIE T 2 EFPEE (NOEL)
210 mg/ke/day, BBV OB 5 FEEERE (NORL) 11 30 mg/kg/day, RHEROFEE-FE
(XA MRS B (NOEL) 12 10 mg/ke/day &5 &2 Hhiz,

25 3K

DA g fh, 2,4-= e/ —ADT y FEe MWD 28 UBIKER e HERE (kL
TVE RIS, 8, 156726, 2001
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Figure 1 Body weight changes of male rats dosed orally with 2,4-dinitrophenol in the reproduction/developmental toxicity screening test (SR04218)
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Figure 2 Food consumption of male rats dosed orally with 24-dinitrophenol in the reproduction/developmental toxicity screening test (SR04218)
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Figure 3 Body weight changes of female rats dosed orally with 2,4-dinitrophenol in the reproduction/developmental toxicity screening test (SR04218)



_178_

40

W
=]

[
=

Food consumption (g/day)

--®--0mg/kg
—&— 3 mg/kg

—¢— 10 mg/kg

—8— 30 mg/kg

1 2 5 7 10 14 1 3 5 7 10 14 17 20 1 4
- > 4—»
Pre-mating days Gestation days Lactation days

Administration days

v

o
.

Figure 4 Food consumption of female rats dosed orally with 2,4-dinitrophenol in the reproduction/developmental toxicity screening test (SR04218)
*: Significantly different from the 0 mg/kg group at p =0.05
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Figure 5 Body weight changes of pups in the reproduction/developmental toxicity screening test of 2,4-dinitrophenol in rats (SR04218)

* ; Significantly different from the 0 mg/kg group at p =0.05



Table |  General appearance of male rats dosed orally with 2,4-dinitrophenol in the reproduction/developmental toxicity screening test (SR04218)

_98_

Group Iindings Administration days Autopsy
1-13 14,15 16 17-29 30-32 3334 35 36 37 3845 46 day
0 me/ke Number of animals examined 12 12 12 12 12 12 12 12 12 12 12 12
No abnormal findings 12 12 12 12 12 12 12 12 12 12 12 12
3 mg/ke Number of animals examined 12 12 12 12 12 12 12 12 12 12 12 12
No abnormal findings 12 12 12 12 12 12 12 12 12 12 12 12
10 mg/kg Number of animals examined 12 12 12 12 12 12 12 12 12 12 12 12
No abnormal findings 12 12 12 12 12 12 12 12 12 12 12 12
30 mg/kg Number of animals examined 12 12 12 12 12 12 12 12 12 12 12 12
No abnormal {indings 12 11 12 11 10 11 12 11 10 11 12 12
Salivation 0 1 0 1 2 1 0 1 2 1 0 0

Values are number of animals with findings.
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Table 2

Body weight changes of male rats dosed orally with 2,4-dinitrophenol in the reproduction/developmental toxicity screening test (SR04218)

Number Body weight gain
of Body weight () on administration days Day 1-46
Group animals 1 2 5 7 10 14 21 28 35 42 46 e %
0 mg/kg 12 Mean 3733 374.6 390.4 3993 4104 427.3 453.8 476.9 502.4 5214 5325 159.2 42.599
S.D. 199 19.2 227 22.1 26.0 279 316 34.1 352 37.3 392 26.0 5.963
3mp/ke 12 Mean 3739 3763 388.9 395.8 404.0 417.3 4403 467.9 491.3 509.1 522.1 148.2 39.587
S.D. 16.9 17.0 213 24.6 26.6 269 24.4 30.3 33.1 32.1 33.0 216 5.040
10 mg/kg 12 Mean 3752 376.8 390.2 3993 409.7 426.3 447.9 4757 502.4 523.9 5352 160.0 42.458
S.D. 20.2 21.7 23.1 252 26.0 282 34.1 30.6 41.2 46.5 49.4 336 7.829
30 mg/kg 12 Mean 3752 371.7 385.8 392.6 401.8 4154 434.0 455.6 474.9 4933 501.7 126.5%  33.478**
S.D. 18.1 19.2 21.9 243 26.9 302 354 36.6 40.9 47.0 50.0 347 8051

Body weight gain (%) = (body weight gain / body weight on day 1) x 100.

* : Significantly different from the 0 mg/kg group at p=0.05.

*% - Sionificantly different from the 0 mg/kg group at t=0.01.



Table 3 Food consumption of male rats dosed orally with 2,4-dinitrophenol in the reproduction/developmental toxicity screening test (SR04218)

Number

of Tood consumption (g/day) on administration days
Group animals 1 2 5 7 10 14 28 35 42 46
0 mg/kg 12 Mean 2742 2600 2757 2696 2631 2766 284> 2887 2871 29.03

S.D. 332 273 271 232 2.66 2.54 2.40 253 2.08 2.54

3mp/ke 12 Mean 26.67 2550 2625 2579 2483 2615 278> 2813 2776 2880
S.D. 3.14 2.24 2.86 2.80 3.04 2.24 231 242 2.11 2.28

10 mg/kg 12 Mean 27.08 2625 2726 2650 2646 27777 2858 29353 2964 2984
S.D. 2.61 3.55 249 231 2.46 239 2.15 2.63 2.83 2.67

30 mg/kg 12 Mean 27.00 2400 2724 2671 2694 2886 2949 2968 3007 30.64
S.D. 3.28 3.25 2.66 2.539 2.34 245 241 3.00 347 3.42

_88_



Table 4  Gross findings of male rats dosed orally with 2.4-dinitrophenol in the reproduction/developmental toxicity screening test (SR04218)

Group 0 mg/kg 3 mg/kg 10 mg/kg 30 mg/kg
Number ol animals examincd 12 12 12 12
No abnormal findings 12 12 11 11
Organ : Findings
Kidney : Dilatation, renal pelvis, unilateral 0 0 1 0
Testis : Small siz¢, unilateral 0 0 0 1
Epididymis : Small size, unilateral 0 0 0 1

_68_

Values are number of animals with findings.



Table 5  Absolute and relative organ weights of male rats dosed orally with 2,4-dinitrophenol in the reproduction/developmental toxicity screening test (SR04218)

_Ov_

Number Body
of weight Liver Kidney Spleen Heart Brain
Group animals g g % g % g % g % g %
0 mg/kg 12 Mean 537.7 19.011 3.533 3.573 0.663 0.836 0.156 1.504 0.281 2.156 0.404
S.D. 39.1 2.055 0.237 0.530 0.076 0.123 0.019 0.154 0.018 0.078 0.038
I mg/kg 12 Mean 5262 18.623 3.535 3.739 0.711 0.816 0.154 1.438 0.274 2.236 0.428
S.D. 34.6 2.130 0.245 0.303 0.049 0.133 0.024 0.095 0.020 0.072 0.033
10 mg/kg 12 Mean 5373 18.848 3.498 3.733 0.695 0.897 0.168 1.512 0.283 2.204 0.414
S.D. 50.9 2.574 0.193 0.432 0.042 0.090 0.019 0.173 0.018 0.116 0.037
30 mp/ke 12 Mean 502.9 19.960 3.953%% 3784 0.752%%  0.807 0.159 1.440 0.285 2.191 0.439
S.D. 50.7 2915 0.230 0.522 0.051 0.106 0.019 0.158 0.013 0.075 0.038
Number
of Thymus Adrenal Testis Epididymis
Group animals mg 10739 mg 107394 g % g %
0 mg/kg 12 Mean 3903 72.731 59.0 10.960 3.325 0.619 1.336 0.248
S.D. 84.7 15.942 11.7 1.919 0.273 0.046 0.131 0.019
3 mg/kg 12 Mean 356.9 67.982 633 12.005 3.575% 0.679%%  1.433 0.275%
S.D. 59.2 11.581 10.3 1.641 0.284 0.046 0.116 0.024
10 mg/kg 12 Mean 3514 64.953 61.8 11.502 3.456 0.649 1.418 0.267
S.D. 92.7 14.200 11.6 1.864 0.136 0.058 0.066 0.026
30 mg/kg 12 Mean  356.1 70.668 60.3 11.946 3.293 0.658 1.268 0.253
S.D. 97.0 16.664 11.8 1.862 0.494 0.096 0.182 0.035

* - Significantly different from the 0 mg/kg group at p =0.05.
** - Significantly different from the 0 mg/kg group at p =0.01.
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Table 6 Histopathological findings of male rats dosed orally with 2,4-dinitrophenol in the reproduction/developmental toxicity screening test (SR04218)

Item 0 mg/kg 3 mg/kg 10 mg/kg
Number of animals examined 12 0 1

Organ: Findings Grade
Kidney: Dilatation, renal pelvis + - - 1
Testis: Atrophy, seminiferous tubule + 1 - -
+++ 0 - -
Epididymis: Decrease, spermatozoa +++ 0 - .
Cell debris, lumen + 0 - -

30 mg/kg
12

—_—— ——

Values are number of animals with findings.
-: Blank value.

Grade; +: slight change, +++: severe change.




Table 7 Stages of spermatogenests of male rats dosed orally with 2.4~dinitrophenol in the reproduct ion/developmental
toxicity screening test {SR04218)

Stage I-VI
Number Pachytene Round
of Sertoli cells Spermatogonia spermatocytes spermatids
Group animals Number® Number Number Number
0 mg/kg 12 Mean 21.18 17.30 50,92 149,72
1.9 3.63 b.66 15.13
30 ma/kg 12 Mean 21.10 18.53 51.35 152.28
S.D 2.7 2.62 4 13,46

Stage VII-VIII

Number Preleptotene Pachytene Round
of Sertoli cells Spermatogonia spermatocytes spermat ocytes spermat ids
Group animals Number Number Number Number Number
0 mg/ke 12 Mean 19.60 2.33 39.72 60.82 147.93
S.D 3.08 0.59 3.65 5,23 9.5
30 ma/kg 12 Mean 18.42 2.2 38.08 60.48 151.68
5.0 2.29 0.62 3.47 6.72 14,74

a: Expressed in number of cetls in a seminiferous tubute. (to be continued)
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Table 7 Stages of spermatogenesis of male rats dosed orally with 2,4-dinitrophenol in the reproduction/developmental
toxicity screening test (SR04218) (continued)

Stage IX-XI
Number Leptotene Pachytene
of Sertoli cells Spermatogonia spermatocytes spermatocytes
Group animals Number® Number Number Number
0 mg/kg 12 Mean 22.92 25 45.52 67.18
S 1.84 1.40 3.76 5.14
30 ma/kg 12 Mean 23.08 125 45,53 6¢.68
S.D 2.% 1.06 3.86 5.12
Number Stage XII-XIV
of Sertoli cells Spermatogonia Spermatocytes 1 Spermatocytes 2
Group animals Number Number Number Number
0 mg/kg 12 Mean 22.60 4,43 48.52 72.65
S.D 2.45 0.95 4.52 4.80
30 mg/kg 12 Mean 22.08 37 49,95 71.65
5.0 2.19 1.41 5.28 7.25

a: Expressed in number of cetls in a seminiferous tubule.
Seermatocytes 1: Iygqotene / Pachytene spermatocytes.
Spermatocytes 2. Pachytene / Diplotene spermatocytes.

#: Significantly different from the 0 mg/kg group at p <5 0.05.




Table 8 General appearance of temale rats dosed orally with 2.4-dinitrophenol in the reproduction/developmental toxicity screening test (SR04218)

_T7v_

Lactation

Pre-mating days Gestation days days

Group Findings 1-14 15 10 17 18 1920 02 3 4 5 o013 14 15 16-18 19-21 22 23-20 0-4
Omg/kg  Number of animals examined 12 10 7 3 1 0 12 12 12 12 12 12 12 12 12 & 0 12
No abnormal findings 12 10 7 3 1 - 12 12 12 12 11 11 11 11 11 7 - 11
Ycllowish white mass, subcutis, right axillary region 0 0 0 0 0 - 0 0 0 0 1 1 1 1 1 l - 1
3mg/kg  Number of animals examined 12 8 6 0 0 0 12 12 12 12 12 12 12 12 12 7 1 11
No abnormal findings 12 8 6 - - - 12 12 12 12 12 12 12 12 12 7 1 11
10 mg/kg Number of animals examined 12 10 8 5 2 1 12 12 12 12 12 12 12 12 12 6 1 11
No abnormal findings 12 10 8 5 2 1 12 12 12 12 12 12 12 12 12 6 1 11
30 mg/kg Number of animals examined 12 11 8 3 0 0 12 12 12 12 12 12 12 12 12 9 1 11
No abnormal findings 12 11 8 3 - - 12 11 12 11 12 11 12 11 12 9 1 11
Salivation 0 0 0 0 - - 0 1 0 1 0 1 0 1 0 0 0 0

Values are number of animal with findings.
- : Blank value.



Table 9 Body weight changes during pre-mating days of female rats dosed orally with 2,4-dinitrophencl in the reproduction/developmental toxicity screening test (SR04218)

Number Body weight gain

of Body weight (g) on pre-mating days Dayv 1-14
Group animals L 2 5 7 10 14 g %
0 mg/kg 12 Mean 2298 2319 2407 2446 2500 2559 26.1 11.413
S.D. 9.9 11.5 11.1 11.4 11.7 13.4 11.5 5.119
3mp/ke 12 Mean 2294 2354 2398 2463 2524 260.1 307 13364
S.D. 11.9 9.2 12.9 11.3 13.0 14.5 5.8 2.476
10 mg/kg 12 Mean 2283 2287 2365 2432 2467 2562 279 12.256
S.D. 8.0 9.5 8.7 8.5 10.8 12.8 10.7 4.764
30 mg/kg 12 Mean 2289 2280 2331 2415 2430 2491 202 8.851
S.D. 13.8 12.4 15.6 14.0 15.8 16.4 9.6 4371

_gv_

Body weight gain (%) = (body weight gain / body weight on day 1) x 100.



Table 10  Body weight changes during gestation days of female rats dosed orally with 2,4-dinitrophenol in the repreduction/developmental toxicity screening test (SR04218)

Number Body weight gain

of Body weight (2) on gestation days Day 0-20
Group animals 0 L 3 5 7 10 14 17 20 e %
0 mg/kg 12 Mean 2596 2692 2833 2925 3010 3177 3393 3683 4172 157.6 60.803
S.D. 13.6 13.2 15.0 14.9 16.9 157 17.7 20.1 24.5 17.6 6.758
3 mp/ke 11 Mean 2624 2715 2869 2950 3052 3245 3504 3801 4337 171.4 65.480

o e

S.D. 152 152 14.2 16.5 16.8 18.4 20.0 217 23.6 16.0 6.873
10 mg/kg 11 Mean 2592 2665 2814 2908 2997 3167 3405 37006 4171 157.9 60.966
S.D. 11.0 13.4 13.5 15.2 15.0 16.4 18.9 243 27.6 236 9.081
30 mg/kg 11 Mean 2504 2614 2755 2851 2982 311.8 3380 3690 4135 163.1 65.273
S.D. 14.6 15.9 133 12.8 12.4 11.9 14.9 16.1 204 10.0 4.571

_9v_

Body weight gain (%) = (body weight gain / body weight on day 0) x 100.



Table 11 Body weight changes during lactation days of female rats dosed orally with 2,4-dinitrophenol in the reproduction/developmental toxicity screening test (SR04218)

Number Body weight gain
of Body weight (g) on lactation days Day 0-4
Group animals 0 1 4 2 %o
0 mg/kg 12 Mean 318.9 327.8 3513 324 10.307
S.D. 208 18.1 213 16.3 5.333
3 mp/ke 11 Mean 3215 327.5 348.7 273 3.563
S.D. 17.6 16.6 153 7.0 2.412
10 mg/kg 11 Mean 322.0 3264 345.8 23.8 7.438
S.D. 15.7 18.5 17.2 10.1 3.283
30 mg/kg 11 Mean 3226 3249 338.2 15.5%*%  4.845%%
S.D. 16.2 16.1 19.0 12.0 3.755

_Lv_

Body weight gain (%) = (body weight gain / body weight on day 0) x 100.

** : Significantly different from the 0 mg/kg group at p =0.01.



Table 12 Food consumption changes during pre-mating days of female rats dosed orally with 2.4-dinitrophenol in the reproduction/developmental toxicity screening test (SR04218)

Number
of Food consumption (g/day) on pre-mating days
Group animals L 2 5 7 10 14
0 mg/kg 12 Mean 17.33 17.75 18.92 19.04 19.64 2041
S.D. 2.23 2.77 1.41 1.54 1.45 1.16
3 mp/ke 12 Mean 16.42 18.75 18.69 19.67 19.70 20.36
S.D. 3.63 1.66 1.15 1.23 2.65 1.83
10 mg/kg 12 Mecan 16.75 16.92 19.10 18.71 19.59 20.79
S.D. 2.86 2.39 1.69 1.44 2.00 1.41
30 mg/kg 12 Mecan 16.67 17.42 18.31 19.04 18.95 20.66
S.D. 4.29 3.29 1.62 2.27 1.82 2.11

_8v_



Table 13 Food consumption changes during gestation days of female rats dosed orally with 2,4-dinitrephenol in the reproduction/developmental toxicity screening test (SR04218)

Number
of Food consumption (g/day) on gestation days
Group animals L 3 5 7 10 14 17 20
0 mg/kg 12 Mean 16.50 23.67 24.50 25.46 26.58 26.68 25.99 2536
s.D. 2.50 1.87 1.91 221 1.92 2.60 2.37 2.18
3mp/ke 11 Meun 17.45 23.95 24.95 26.05 27.45 27.45 25.63 26.06
s.D. 2.46 1.93 3.00 2.18 3.33 322 2.86 2.15
10 mg/kg 11 Mean 16.36 23.41 2473 25.82 26.72 26.68 26.05 2516
S.D. 3.29 1.73 2.65 2.57 2.75 299 327 259
30 mg/kg 11 Mean 17.64 23.45 24.82 26.18 27.29 28.62 28.30 27.79%
S.D. 2.06 1.81 2.15 1.60 1.89 2.01 1.40 241

_6v_

* : Significantly different from the 0 mg/kg group at p =0.05.



Table 14  Food consumption changes during lactation days of female rats dosed orally with 2.4-dinitrophenol in the reproduction/developmental toxicity screening test (SR04218)

Number Food consumption (g/day)
of on lactation days
Group animals 1 4
0 mg/ke 12 Mean 28.50 40.48
S.D. 6.23 5.16
3 mp/ke 11 Mean 26.45 40.55
S.D. 4.87 319
10 mg/kg 11 Mecan 2482 39.13
S.D. 293 3.35
30 mg/kg 11 Mecan 2591 36.29
S.D. 5.01 6.31

_09_
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Table 15  Gross findings of female rats dosed orally with 2,4-dinitrophenol in the reproduction/developmental toxicity screening test (SR04218)

Group 0 mg/kg 3 mg/kg 10 mg/kg 30 mg/kg

Number ol animals examined 12 12 12 12

Number of pregnant animals 12 11 11 11

No abnormal findings 11 11 11 11
Organ : Findings

Skin : Yellowish white mass, subcutis, right axillary region 1 0 0 0

Number of non-prcgnant animals 0 1 1 1

No abnormal findings - 1 1 1

Values are number of animals with findings.



Table 16  Absolute and relative organ weights of female rats dosed orally with 2,4-dinitrophenol in the reproduction/developmental toxicity screening test (SR04218)

_Zg_

Number Body
of weight Liver Kidney Spleen Heart Brain
Group animals g g % g % g % g Yo g %
0 mg/kg 12 Mecan 3513 14,838 4218 2.236 0.637 0.695 0.199 1.053 0.299 2.053 0.586
S.D. 21.3 1.694 0.326 0.199 0.032 0.123 0.038 0.092 0.019 0.006 0.025
3 mg/kg 11 Mecan  348.7 14815 4245 2252 0.645 0.690 0.196 1.065 0.305 2.084 0.598
S.D. 15.3 1.096 0.243 0.195 0.046 0.117 0.029 0.068 0.017 0.080 0.029
10 mg/kg Il Mean 3458 14.539 4.209 2278 0.659 0.715 0.207 1.055 0.305 2.005 0.580
SD. 172 1.352 0.380 0.237 0.060 0.118 0.036 0.082 0.018 0.057 0.028
30 mg/kg Il Mean 3382 16.299%* 4.825%% 2391 0.708%**  0.688 0.203 1.094 0.322% 2.049 0.607

S.D. 19.0 1.206 0.303 0.138 0.054 0.098 0.023 0.113 0.030 0.076 0.041

Number
of Thymus Adrenal Ovary
Group animals mg 1079, mg 10794 mg 107¢4
0 mg/kg 12 Mean 2494 71.284 77.7 22174 116.5 33.052
SD. 50.2 15227 9.7 3.137 18.7 4016
3 mg/kg 1T Mean 268.6 76.747 79.6 22.864 109.7 31.576
S.D. 76.9 20.335 9.9 2.942 133 1611
10 mg/kg 11 Mean 2926 84.652 74.6 21.637 110.7 32.105
S.D. 63.5 18.407 8.8 2.829 18.6 5704
30 mg/kg 11 Mcan 265.0 78.079 71.1 21.038 110.8 32.770
S.D. 64.1 17.064 8.1 2.246 12.5 3.184

* : Significantly different from the 0 mg/kg group at p =0.05.
** - Significantly different from the 0 mg/kg group atp =0.01.
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Table 17 Histopathological findings of female rats dosed orally with 2.4-dinitrophenol in the reproduction/developmental toxicity screening test (SR04218)

Item 0 mg/kg 3 mg/kg 10 mm
12 0 0

Number of animals examined

Organ: Findings Grade
Ovary: Abnormal findings 0 - .
Mammary gland: Adenoma <> 1(1) - -

30 mg{lfg
12

Values are number of animals with findings.
Values in parentheses are number of animals examined.
-: Blank value.

Grade; <+>: presence in "presence or not" basis.
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Table 18  Reproduction performance of parental rats dosed orally with 2,4-dinitrophenol in the reproduction/developmental toxicity screening test (SR04218)

Estrous cycle Copulation index Fertility Gestation Nursing
Normality Male Female index index Gestation index

Incidence Length Incidence Incidence Incidence Incidence length Incidence
GI’Ollp (" o) (délyS) (" o) (" ()) (" 0) ('%)) (dély S) ((%))
0 mg/kg 12/12 3.92 12/12 12/12 12/12 12/12 227 12/12
(100) 0.29 (100) (100) (100) (100) 0.5 (100)
3 mg/kg 12/12 3.96 12/12 12/12 11/12 LI/11 225 LI/11
(100) 0.14 (100) (100) (92) (100) 0.5 (100)
10 mg/kg 12/12 4.05 12/12 12/12 11/12 11/11 225 11/11
(100) 0.32 (100) (100) (92) (100) 0.5 (100)
30 mg/kg 12/12 4.00 12/12 12/12 11/12 11/11 227 11/11
(100) 0.00 (100) (100) (92) (100) 0.5 (100)

Normal cstrous cycle = (Number of female with normal estrous cycle / number of females examined) x 100,
Copulation index = (Number of animals with successful copulation / number of animals mated) x 100.
Fertility index = (Number of pregnant females / number of females with successful copulation) x 100.
Gestation index = (Number of fcmales with live pups / number of pregnant females) x 100.
Nursing index = (number of females nursing live pups on lactation day 4 / number of females with live pups delivery) x 100.
Valucs arc means and S.D.



Table 19  Pregnancy and litter data of rats dosed orally with 2,4-dinitrophenol in the reproduction/developmental toxicity screening test (SR04218)

_99_

Number of Number of  Number of Number of Lactation day 0 Lactation day 4
Pregnant corpora implantation Implantation Delivery pups Numberof Livebirth ~ Numberof Viability
Group amimals lutea sites index (%) index (%) delivered Sexratic livepups index (%) live pups  index (%)
Pups data
0 mg/kg 12 Mean 15.5 148 95.928 95.784 14.3 0.478 143 100.000 14.1 98.849
S.D. 1.7 1.5 5.871 5.185 2.0 0.112 2.0 0.000 2.0 2.690
3 mg/kg 11 Mean 16.8 16.6* 98.954 92.856 15.5 0.475 153 98.788 15.2 99.495
S.D. 1.2 1.1 2.339 6.947 1.6 0.114 1 4.019 1.7 1.676
10 mg/kg 11 Mean 15.5 14.7 95.640 94.043 13.9 0.577 13.6 97.835 13.5 98.745
S.D. 2.8 1.8 7.117 6.349 23 0.139 2.4 3.922 23 2.795
(10)
30 mg/kg 11 Mean 16.3 154 94.755 91.136 14.0 0.501 11.1%¥% 79 693%%* 10.9%*% 98392
S.D. 1.6 13 6.850 4473 1.3 0.158 32 22.435 3.2 3.615

Value in parenthesis is a number of pregnant animals.

Implantation index = (Number of implantation sites / number of corpora lutea) x 100.

Declivery index = (Number of pups bom / number of implantation sites) x 100,

Sex ratio = Numbecr of male pups born / number of pups born.

Live birth index = (Numbcr of live pups on lactation day 0 / number of pups bomn) x 100,

Viability index on lactation day 4 = (Number of live pups on lactation day 4 / number of live pups on lactation day 0) x 100.

* . Significantly different from the 0 mg/kg group at p < 0.05.
** : Signilicantly diffcrent from the 0 mg/kg group at p £0.01.
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Table 20  General appearance of pups in the reproduction/developmental toxicity screening test of 2.4-dinitrophenol in rats (SR04218)

Male Female
Lactation days Lactation days
Group Findings 0 1 2 3 4 0 L 2 3 4
0 mg/kg Number of pups examined 83 83 82 82 82 88 88 88 88 88
No abnormal findings 33 82 32 82 82 88 88 88 88 87
Death (milk-band ncgative) 0 0 0 0 0 0 0 0 0 1
Lost 0 1 0 0 0 0 0 0 0 0
3 mg/kg Number of pups examined 81 80 80 30 80 89 88 88 88 88
No abnormal findings 30 80 30 30 80 88 88 88 88 87
Dcath (milk-band ncgative) 1 0 0 0 0 1 0 0 0 1
10 mg/kg Number of pups examined 89 87 86 86 83 64 63 63 63 63
No abnormal findings 87 87 86 86 83 63 63 03 63 63
Death (milk-band negative) 2 0 0 0 0 1 0 0 0 0
Lost 0 1 0 1 0 0 0 0 0 0
30 mg/kg Number of pups cxamined 76 60 58 58 58 73 62 62 62 62
No abnormal findings 56 58 58 58 58 60 62 62 62 62
Milk-band ncgative 4 0 0 0 0 2 0 0 0 0
Death (milk-band negative) 12 0 0 0 0 11 0 0 0 0
Death (milk-band positive) 4 0 0 0 0 0 0 0 0 0
Lost 0 2 0 0 0 0 0 0 0 0

Values arc number of pups with lindings.
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Table 21  Body weight changes of pups in the reproduction/developmental toxicity screening test of 2,4-dinitrophencl in rats (SR04218)
Male Female
Number Body weight (g) Body weight (2)
of on lactation days on lactation days
Group litters 0 1 4 0 1 4
0 mg/kg 12 Mean 6.89 7.54 11.18 6.49 7.09 10.54
S, 0.67 0.78 1.21 0.72 0.86 1.37
3 mg/kg 11 Mean 6.91 7.63 10.86 6.51 7.20 10.29
S, 0.72 0.88 1.39 0.66 0.83 1.38
10 mg/kg 11 Mean 6.57 7.25 10.74 6.23 6.94 10.18
S.D. 0.62 0.79 1.23 0.57 0.68 1.12
30 mg/kg 11 Mean 6.09%* 6.61% 9.87 5.76% 6.21% 9.16
S.D. 0.69 0.92 1.53 0.73 0.99 1.64

* : Significantly different from the 0 mg/kg group at p =0.05.
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Table 22 Gross findings of pups in the reproduction/developmental toxicity screening test of 2,4-dinitrophenol in rats (SR04218)

Male Female

Group Omg/kg 3mgkg 10mgkeg 30mgkg 0mg/keg 3 mgkg 10mgkg 30 mgkg

Total number of pups examined 82 51 87 74 88 39 64 73

Findings of dead pups during day 0-4 of lactation days
Number of pups examined 0 1 2 16 1 2 1 11
No abnormal findings - 1 2 12 1 2 1 10

Organ : Findings
Abdominal organs : Autolysis - 0 0 4 0 0 0 1

Findings of pups killed on day 4 of lactation days

Number of pups examined 82 80 85 58 87 87 63 62
No abnormal findings 82 80 85 58 86 86 63 62

Organ : Findings
Cerebrum : Dilatation, ventricle 0 0 0 0 1 0 0 0
Liver : Yellowish white discoloration. medial left lobe 0 0 0 0 0 1 0 0

Values are number of pups with findings.
- : Blank value.
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