& Y24, 6- U= k27w DTy MIETD S AR

Ry ®K 5 SR0O4219

frRA 4t A S TERT

- 1/213 -



SR0O4219
=
M 1
H K 5
2t 11
il 13
s L OHE 13
FCiE 25
B2y = 29
ZE IR 30
Figures
1 Body weight changes of male rats dosed orally with 2,4, 6—trinitrophencl in the
reproduction/developmental toxicity screening test (SRO4219) 32
2 Food consumption of male rats dosed orally with 2,4, 6-trinitrophenol in the
reproduction/developmental toxicity screening test (SRO4219) 33
3 Body weight changes of female rats dosed orally with 2,4, 6—trinitrophenol in
the reproduction/developmental Ltoxicily screening test (SR0O4219) —————————— 34
4 Tood consumption of female rals dosed orally with 2,4, 6-trinitrophenol in the
reproductlion/developmental loxicily screening test (SR04219) 35
5 Body weight changes of pups in the reproduction/developmental toxicity
screening test of 2,4, 6-trinitrophenol in rats (SR01219) 36
Tables
1 General appearance of male rats dosed orally with 2, 4, 6—trinitrophencl in the
reproductlion/developmental loxicily screening test (SR04219) 37
2 Body weight changes of male rals dosed orally with 2, 4, 6-trinitrophenel in the
reproduclion/developmental Loxicily screening Lest (SR04219) 38
2 Food consumption of male rats dosed orally with 2,4, 6-trinitrophenol in the
reproduction/developmental toxicity screening test (SR041219) 39
4  Gross findings of male rats dosed orally with 2,4, 6—trinitrophenol in the
reproduction/developmental toxieity screening test (SR04219) 40



10

11

12

13

11

17

18

20

21

SR04219

Absolute and relative organ weights of male rats dosed orally with
2,4, 6-trinitrophenol in the reproduction/developmental toxicity screening

test (SR04219)

Histopathological findings of male rats dosed orally with 2, 4, 6-trinitrophenol
in the reproduction/developmental toxicity screening

test (SR04219)

Stages of spermatogenesis of male rats dosed orally with 2,4, 6-trinitrophenol
in the reproduction/developmental toxicity screening
test (SR04219)

General appearance of female rats dosed orally with 2, 4, 6-trinitrophencl in

the reproduction/developmental toxicity screening test (SR04219) ~——————————

Body weight changes during pre-mating days of female rats dosed orally with
2,4, 6-trinitrophenol in the reproduction/developmental toxicity screening
test (SR04219)

Body weight changes during gestation days of female rats dosed orally with
2,4, 6-trinitrophenol in the reproduction/developmental toxicity screening

test (SR04219)

Body weight changes during lactation days of female rats dosed orally with
2,4, 6-trinitrophenol in the reproduction/developmental toxicity screening

test (SR04219)

Food consumption changes during pre—mating days of female rats dosed orally
with 2,4, 6—trinitrophenol in the reproduction/developmental toxicity

scereening test (SR04219)

Food consumpt ion changes during gestalion days ol Female rats dosed orally with
2,4, 6-Lrinitrophenol in the reproduction/developmental Loxicily screening
tost (SRO4219)

Food consumption changes during lactation days of female rats dosed orally with
2,1, 6-trinitrophenol in the reproduction/developmental toxicity screening
test (SRO4219)

Gross findings of female rats dosed orally with 2,4, 6-trinitrophenol in the

reproduction/developmental toxicity screening test (SR04219)

Absolute and relalive organ weights ol (emale rats dosed orally with
2,4, 6-trinitrophenol in the reproduction/developmental toxicity screcning
test (SR0O4219)

Histopathological findings of female rats dosed orally with
2,1, 6-trinitrophenol in the reproduction/developmental toxicity screening

test (SRO1219)

Reproduction performance of parental rats dosed orally with
2,4, 6-trinitrophenol in the reproduction/developmental toxicity screening

test (SR04219)

Pregnancy and litter data ol rats dosed orally with 2,4, 6-trinitrophenol in

the reproduction/developmental Loxicily screening test (SR04219) —————————— £

General appearance of pups in the reproduction/developmental toxicily

screening test of 2,4, 6-trinitrophenol in rats (SR01219) ——

Bodv weight changes of pups in the reproduction/developmental toxicity

screening test of 2,4, 6-trinitrophenol in rats (SRO1219) —

_6_

41

42

43

47

48

49

50

51

60



SR04219

22 Gross findings of pups in the reproduction/developmental toxicity screening
test of 2,4, 6-trinitrophenol in rats (SR04219) 61




SR04219

=R

2,4,6- b U= b7/ —00GRED) 4,203 L 0V45 mg/ke & 1 BEHERES 12 PEO 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.
ZRATE), ZHads KOS o A FERE IC RE T il L ORI O R4 - BB I RIT T
DWTHR L. LT OREZZ.

1. HEW

(1) —HeREBETIL. 203 LT 46 mg/kg B GHEOHEHE CIRFE AR B L TR DB BHED b7,

(2) FEMEE TIL. 45 ng/kg BEHHFOE TR G P OKERNES L O EBINRICAFER
AR ST,

(3) fEEFETIE. 45 mg/kg & GHEOREME TR S MM OYEICH B EEN RO b,

(4) FRATR T, 45 mg/kg EGRFOLE 1 FlZEHORBILE RO bz

(5) #REHHEETIE, 45 mg/kg WG THMOITBOMXIEE, HOBBOMESEE, o
O A MO IR B RS LU EEICO TR O EERSENRD bl i,
HEOFER FROH BRI REERRD S,

(6) FAHFAMSIRA T, 20 I LT 45 mg/ke & TREOMES 1 FITE AR OBITDBHITZE

FEAR 45 me/ke BEEREOHE 2 Gl AL AT — U T X~X 112817 5 stepl9 HF-H#AE

DEFENTED LTz,

FEFFLL0 Stage T, 45 mg/kg B TFHEAC AT~ T ~VICEIT 5 /5% 7 2 BRI

flZ A ERIRENED ST,

i

2. RFEIEL TR

(1) AEJEEMA T, MEOMERB], oz EFR, 2R, LIRS JOWH 4 0 oOmE R
P EGE S LR EREICEE L2 ZB o b oz,

(2) EEWOEKRER, ERRE, oE e RE, HEROMHE, W5 0 A 0LFE R, H
H 4 DOEMFRLEE, SR L SR ER TI2ME LB Hh ol

(3) FERO—MINGE, Kk X UNIRAT L CiL, S8 L SRy ER 5 (OB L 7= 21kt
Lo LEy ANAY /IS T

Lo 5, 5 e Sl c Bl LB e LT, B T 20 mg/keg TSRO 1 Wi/
FORE R O R IS B 3 A& AL, 15 mg/kg $2 58 TR SEEMINSZ (2B AE 0~ i
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1 BITEGOREILE ., FEHE T, Bl LMo ESEHEM B oz, —FH, T
REEOESRT, 1 FlICEFBROBELRDGHEZERBS LU 20 CEABREORT—U 1 X~
X 1IZET 5 stepl9 BB HIROBREN A SN, AHER X OREROBE-BEFIZ 0TI
BB L LB IR 5B LB IR o 7.

L7icmo T, ARBREHTICBUT S 2,4,6- N = ha 7= 2 — L OBBRIZEIT L B EE
(NOEL) 1% 4 mg/kg/day, #FMEMIOAFERER L W OFEE-FEFITHT 5 BEEEE (NOEL) T
N 45 mg/kg/day & E L ST,
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PN

&

il

2,4,6- b U= b7/ —00GRED) 4,203 L 0V45 mg/ke & 1 BEHERES 12 PEO Cr1:CD(SD)
Ty ML HET v MR L TRARRT, BRI I L OB R A m TRt 46 AL MET o MK
U CIEAShlal, &80 L CHHESIM., 20 CNCMiE 3 A CTOMBROES L, ZORREGE.
RRATE), ZHRE L ODHS O A I CRETHEMHR X ORI R ORA - REFICRIEFTFEIC
DUWTHRRFT LT,

MEt L U5

1. #HEBmE
WEREIL, 2,4,6- Y = ka2 7 x /) —[2,4,6-Trinitrophenol, B4 : ©°7 U L EE. CAS
No. : 88-89-1. HOEE © 81.09% (BHRt% 100.0%:GC) « Ky E &
(18.91w/w%) & b B, HEFENE 100. 0% (FLLEE) 1.
7 CHN:O,, 2375 229. 10, BlR 122, 5°C, KICHIE GRHIZIRYE CRERC B BIZ 2 D)

DT OERRASTIENE TH S, Eh, B, FOMEOERE RIS, HITEh
THE, 2, 4,6-h=hbe Y/ —ARl}EEOEB(TAI = ABLOA X BERL) EMGL
TEZYVBIEEAF/R L, ThIEETEDLO TRELS TV s BRIRT. &R
R U e, KA O S iR m CJEIERTE 2~7°C, s A b G ii8E ©) ITIRTF
L7 (Appendix 1-1 B LT 1-2),

s, BB OKRSEEATT L., 18.91 w/w% THAD = & 2438 L/~ (Appendix 1-3),
KOy wiE Hik
FPEBRATRSELRICHEEAZITE L, JHICERMENS o 25U TRFEIR T & Dl
PEARFEEEZBE L., INEVIIFND AT Vir—2—=Z AL, TAE L —X—T
WEH, EiR T AMRG L TS, BERSALEREEME L TRED ) LR E
DR AN LT

RO 2 E R (g) —RMLBEOSER (g)

il

'/\/._}\;J:'T %) = —— X100
AT (%) R E I (2)
T MO L ORI A | BSOS L. AR B o e A TR

L7~ (Appendix 1-4).
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2. 1RiK
0.1 % Tween 80 #EAN0.5 % CMC-Na RIFIK AL L L7z, 0.1 % Tween 80 #5170 0.5 % CMC—Na
REHE, OMC-Na (A AR/ T v A 3 —AF MU o A SR BSR4, 7> MEE 5216)
AEERE L . RRUK (A AR FERK,. v RS oy B S 506062) T AL
CMC-Na MR L7, 2 ED 0. 1vol %IZH 7= 5 Tween80 (K U A F - =F L2 ; Tween80
FRY S, Fnyeflis TRk A, KLRE58A) 2RI L TREUKTAAT v 7L, A¥—F—%H
WT B L THR L7, 0.1 % Tween 80 #SAN 0.5 % CMC-Na /KiFiE %, #EBRWE OIAR
LORRBE O HHE L,

0. 1vol%Tween80 CMC-Na AR &
FRELA M EAE (g) MEAE () (mL)
2006 £ 10 B 4 H 2 10. 0001 2000
2 10. 0003 2000
2005 £ 10 A 13 H 2 10. 0000 2000
2 10. 0000 2000
2005 4£ 10 A 21 H 2 10. 0001 2000
2 10. 0004 2000
2005 4E 10 A 28 H 2 10. 0000 2000
2 10. 0007 2000
1 5. 0001 1600
20060 £ 11 H 7T H 2 10. 0002 2000
2 10. 0000 2000
1 5. 0001 1000
2005 4E 11 A 14 | 2 10, 0003 2000
2 10. 0009 2000

3. BEROAUE L MLELHH

(1) 4 GHEooaR

HES A SRR O ERFE L. TIEORE & e % 4D IR 0. 1 % Tween 80 #RIN0.5 %
CMC—Na /KIS (IS S 7, RO BRI B O BE ~o 5 %8k £z, HICA
BRVEDIITE, v A7, REAVAELEHL T Y=o R T TEREL TR T
o o, AR L FHRE A T L KU IR AR I AL B N (TEHIEEDR 3~T7°C) TRTE L,
B 13 LIS IRE I W, RO EIT. BEAALS Hdlo, BEERTERE LT
B L7

A B TR R A P2 55 i i

AR A (mg/mL) (g) {mL)
2005 10 § 4 U 4,5 6. 6602 1200
IR E 2.0 4.5 mg/ml.—400 ml. 900
0.4 2.0 mg/ml.—150 ml. 750

2006410 A 13 A 1.5 6. 6601 1200
2.0 1.5 mg/mL—100 mL 900

0.4 2.0 mg/mL—150 mL 750

2005 4210 H 21 H 4.5 6. 6606 1200
2.0 4.5 mg/ml.—440 wl. 990

0.4 2.0 mg/ml.—160 ml. 800
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20054 10 F 28 H 9. 9904 1800
4.5 mg/mL.—600 mL 1350
2.0 mg/mL—250 mL 1250

9. 9900 1800
4.5 mg/mL.—600 mlL 1350

2.0 mg/mL—250 mL 1250

200611 E 7 H

2005 4 11 E 14 H 7. 2100 1300
RS 4.5 mg/mL—240 mL 540

S o A P o
e ==

2.0 mg/mL—200 mL 1000

(2) BERDALTFI3HT

0.1 735 200 mg/mL OFHIZOWTE—ThaHZ &, ERMRFEFTO.155 10 mg/mL O
TS HMZETHAZ ENHERSh TS Y,

ARBRTH, 0.4 BLU A5 mg/ml OWBHERBEIIZONT, B2 b TN RIRRA
24WERTI L UMEIR T 8B LU 15 B (AR A ORERT & L TR O EM AT L2 R5 R,
0.4 X T4 5 mg/ul OFFEIE T T, L - TF - TIRICEIT 2EBIREIT1 1%B L U0.5%
Th, £/, BERIRERMEF 24 BT 99.5 B LTV 100. 2%, WEAEFES A T8 28k
U98.6%, 15 HT102. 1 BLTN101.4% ThoTr, ZOREN D, #EE I3HE T8
—THH, DOVTNOFETTHLLETHD B2 bl (Appendix 2-1 B LT 2-2),

AR &L ORI REEOT LT ORI OO T R DE ORI 25547 L5 R0, 4,
2B L0 5 mg/nl AEHRO B H R, FTEORE IS U CHIEIRERET 93.8, 97.5 B LW
98, 9%, HAIIFHRAE T 91,3, 95.5 BLOYS. 7% Ch-T-, s IZVTFRLH
EHIAE L7z 90~110% OEIANICH O . M oBBIGENE 0.4~0. 6% THRIED 5% H
b, R ORIEILGE T & B2 507 (Appendix 2-3 B RN 2-4),

()RS 7%

R (A TRIEIE A S pg/ml s AR VRIS IR I I A RIB I A KOy B 8 TR L7 e % (1
HY - 8950mg M2, 4,6- Y= ha 72/ —AAd 100 L BEDAAT T AERL, 7E kR

Z R UAMTERL, ZOWA IERIC Lol $EE L, MARNAR A 012 T 100 nl & U7z (R
W, MENT IO, EARIEE Uk, FAMGIEISRENCREL, MU oA ER L,
TBENFE « ARRIK 630 mL 12 2- 72 8= 270 ml, TE = MU A 1000l BE Y 7L
A EEE Tl A0, FOCE L b o s BB L U, SRERITSRTRA L. S
S HUIPICAEAH Lo GRB U A2 0 U & LTEREA),

= b P TN R G 2= - 2Tl B LT h = R UL 10l
AINZ, B O L b A — M7 s L ORI e U PR ISR
TRAEL, A8 AT L7 GRA A2 0 A & L TEER),

HBEROTY | BRI OWELAEOE. IREMAERE S L OREMNREIC W T
RS EMEEO TR0 3R L, BB OV TRy E fEE D 1, Rl OF
&3 moOd 9 R e L, 7ok, B—MRERO T EORIE 2L BRSO R TIFO /347
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R L Lz,

BRI E R B AR L . SR E ORENRIRE L LT 40~150p g/ul 13T L 72 D
EoTe b= ainz, L<REE®R., BEO28E 3500 B/ 4y, 1072, 156C) L, &
LA EEEARRL, RRIRE L U CTHBME ORAIRED 6 pg/mL 3T & 7220 X 5 1T
AN Z 726 DR FUBRAIR & L7z, BEHEIR ORI 1 /RIZ-o& 1 [\, HPLC ~DIEAIES
1EE L,

HPLC & A7 Lk LOVAIESHILL FO@E Y TH S,

HPLC & 25 A

[V-VIS Detector L4200 PRt B AR ERT
Intelligent Pump L-6200 ¥RaUatt B r®ERT
Column Oven L-5025 R SAE B Sr BT
Autosampler AS—2000 Rt B LR
Degasser ERC-3512 et o<

Millennium® Chromatography Manager

M32SW HA Y 4 — 7 — XAt
I Z
T A : CAPCELL PAK CI18 UG120, 4.6 mm I.D. X150 mm (RNt &EA%)
FBEITH AR/ 27w /TR b2/ N T v BEBE (630:270:100:1)
fillaey-Ees : 238 nm
7157 SLE :15°C
i 1 ml./min
A S 10 L
1= M7 i 10°C
Sy D104y
F-bav7” TR CARERAR /27w J=i /T =M (63:27:10)

Millennium®™ 2 TP CREERK O -~ 7 TIE S IE@IT 0 BAER LB ER L0 . & BSK
OPLE LR, HVEREE) 2R, LA FoNE 0 HEE T Oy EREZ. 28k =%
BLOFEMRAEE L LT,

MTEE(ug W BUG
R BRI (m/ml.) = MR (ug/mL) X A FRAREL

1000
R R B R T R 5
i < [s) =
RERIO0) = — e 100
e o PR BT e T
AT (%) PR o LTRIRIE %]OO
FETEIE (%) = (AT 1?éU)T}xﬁ'§ﬁ¢f@Wu§ﬁr¥fﬂ1lﬁ 100

B D BRI E R B T AT
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. AERTTIE
(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 B4 200542 9 H 21 A 8 Ml CHEA L 7=, S ARFO@OREHFP T, #ET 250
~286 g, MET 162~194 ¢ Th o7
(2) B3 X OBIHL

TN, B2 OEICONT 14 B —BeRIBEZ A 1 R 1B S5 2B PITAERE
Z 3 [EFEM L7, M OWTIEBIMEHIR PIC 9 Ao AR 2 R L, BER L O8HE
BRI, BOomaEs 1 F. R oA 3 RS S, 2 s OFNZEES T RN R S
BERA LT,
(3) BT

s JUBNEIIERE T, R EY T, MO W TIEEMIC L BREORD S0 E)
W2 MEMESS ~ 48 PLIEEL LT, 10 Wis TRBRIZHE U 7o, b L OBIE IR R B e 5aTx B)
DFREZEESW T, BRI A RIS LV SHOFEEP Y IR D L5 T2 T 21T -

. BESY TR OB O ERIIL, T 328~394 g, MET 208~243 ¢ THY ., FHYRE
368.3 g, WE 227.4 @) O E20%LINTH » 77, BIEH O AL BNIIEER D D ERS L T
LU, el M ST EI W TTIREBMEAT LIS ReRiBS DO MBI O ZE T
EEMER LT,
(4) B3 L OVr— Uik

WL, BEOUETENE Y o v NS TREICEI A A, BRI E NS ER B AR
L. HARER] 24T - 7, [HERC SV CiE, M@ ofiliZdTim sk, 8 E - Vid, #t
BB LT ~UWCEEE B L0 &E 2N L, K7 — P OnimifE sk
L7z, #HEO0 #2138 BRI 2 W58 L. M I3 222 B R o> 7 b~ 7 4
BLOSBETTEU, MAHMPESEET LEO 7 — 24 EFEE L.,
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(65) EMMEAE
1) BERE
TR E 2240 3°C (ENEFE 21~24C), WL 5020% (EMIFEHE 38~64%) ., #<[H
¥ 10~15 [0 /BFRT. AR 12 B8 (8 1 00~20 @ 00, A TR OEMhfa FE (307 5%)
TEELT.
2) FEWM B LOCERE ik
7Ty PR B RAEE 7 (2600 X 380D X 180H, mm) (T, FEIS L OEIEHIE i
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 TN LI RBRE AR GR T A T L—7 | BERT ¥ A« U S—FRAS
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 BEENOFERS LOEREHE. 1B 1 REEL- EREHICEL T, E55ER
HRERB LU a v RRWEFEL 1 EMBEMA CRAICHEH L,
3) Ak
FV T ZOVEER TR, v BRI ETEEL CRF-1 &, &I iisma2 v T
BB,
BRI A R TR0 H HERME H 2 WVIIEYOREA El Lzry b

(050406, 050609, 050707) OEIEHIDWTHOAT Lz, {HGREREE O S IIMFEAL AT
ST A =l BT BRI SR RS N ENE R f o T, T — X R
PHEGELFZ NS AT L, BEOV T 2 2R L (Appendix 3-1-1~3-2-3) .,

) BIEEAK

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

AEU AR T TN O S 5T EOAAEA . 2005 F 7 A L U, 20054 10 A 3
R L0N2006 451 H 4 HIC YA S < & RS S o B AR (306 548) 70 & 0B SRl L
THH LT SWHE U AR T D, T — 22 AT L, BFDORVI & %6
L 7= (Appendix 4-1~4-3),

_18_
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(6) SUBRAEDRER
MERFEORERL & SO R T2 LITIORT,

"5 & =353 B (En % 5 )
SBREE (mg/kg) (mg/mL) 7 ic3
pagiicica 0 0 12 (101~112) 12 (151~162)
AHER 4 0.4 12 (201~212) 12 (251~262)
hHER 20 2.0 12 (301~312) 12 (351~362)
= B 45 4.5 12 (401~412) 12 (451~462)
FARBEICIEAA (0.1 % Tween 80 ¥RAN0.5 % CMC-Na 7KiEH) 3% 5 L7,

(7) #ERHE RS
1) BHEEOFRE
PR E i s T 28 HHIRER Q& GEMERER VT, 20 mg/kg THEOHFOLRK
U v AOEMET. 100 ng/kg TIHRBMEZERREFORUD A 540, NOEL 12 4 mg/kg
EWAESN TGS, ARBR TR G 40 Az AR ES D TR H D 2
ELFE HIREMARALEN S D Z LD, MEERECH T OB O LR 20
mg/kg FTHEL L, (BAEIZIZAL S THRLE 4 ng/kg ZEHEIZIIAL S Oy 2F T
T-HEORLITH S 45 mg/kg ZFRE LT,
2) &5
W E N MR OMICEBE SN AREMEEZE L, OECD RERILT 1 KT 1 (421)
2> 1 B 1EL #HI-OW TR 14 BETL YD 16 BIE. MEZ-OW Tk A2BRRT 14 5[]
o ROV F TOAZRIRT . & SR TAERERTI LTWHE 3 7 ZTo MR,
9:00~11:00 OHEZH Y TR LIGT 4 AR—YT AU U % Ho CHHITC T RIS
OG- L7.
WEHEHE 10 nl/kg & L, FEEORSERETRES LI LIEWIE U ORI
THEH L,

_19_



SR04219

(8) #i%2., HIER LUMAEEH
. HEEizoT
1) —iRiRnegs
EHIZONWT, HGHEBEAERG 1T HELTREL, 85 1 B0 46 HOEED
FlER £ T, Ex OEMHOAIE, SBL, TTEIFIZOWT 1 B 2 BRI LA, 72720,
Tl eI 1 L,
2) RTEHE
EHNZOWT, &A1, 2, 5, 7, 10, 14, FO®RIZ T BEOBREA, F5ERTHBLIT
g HCE R MRFE (6X-2000, MRSt m— T R« FA MG THIEL, 1 ¢
AT CRegR L7,
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) EAEE
BHUZOWT, REHEB L UHR A ARE, KEAIER SR T RICERL -, SHE
Hic, B EMEF (GX-2000, RS =— 7o R« FA)EFOTER S — VD4
BEREBAZNEL, | g B CREHLE, UTFoRICL v EHAEZHET L,

el —%=(

BB (/) = R o> 2 )

4) il
EHNZOWT, Feh 16 BOFRICHK L, mAREZBE L%, o — 7 LHEr T
MMEFE S, R Owy - AR WIRAICBIZE LTz, £/, LIT oy - #ik4 10%T
MBI A < U DT R L, EEART & Ui, Zeds, KRB LA —F—
Ty R U THEE - RT L. BEBIOWHREENL T 7 Vi TRE, 700%™ & J—
MR L, SOAFRELGE S RFLE,
B CRBM - /) . FIEMR, HBR. FUIRER CLEOMMRZ Fde) . BB, Mg, OBk, Mok
AR, T RE. HOTHSLOWE) . IThE. B, | TREM. B BB O o
WAGD) . Bg. B, e, WRER, AU, MG R G BIE. DL, FER.
FEE B AR, Kk LU, REKIS KOV 4 IR, R UL LTLIE
). Mgirds LOVKEEE A S, A7) . AR (CEED . BRI Y oHiL TR Y R
f, ST, EHTR. HTE. BHE (BEIEAT. 4D 36 LU E Rkt (L)
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5) B EEHE
BHNZ oW, FREE B R FILRFE (ER-180A, Mt =— « 7o K« FA) %2 H
WTUTFTORTICLOWTERLZHNE L., 2B, EAOEROHLBEICOWTIX, £4A

freEClE L.
B, O, FFRE. B, MRBE. B, MORR. RBE. HEER

PRI VFEGEREEZFH B L,

L aNERE
ERERCD= S im0

6) JRELRLAR AR A
EHORER RER RIS OV TIEARERZ 2 U, il L OsRAEfFo2fizon
B, BROBTIENOD Stage DHEZFEBL, mAEH TAEREDOA LN

THEim LTz
P AR Ay 2

TCHARRD O, HAERES JOPHERFICOWTHFEM L, i,
AL &2 @ Lo LUF OEA RIS K UBR 2T 72,

WNE MR BE(ng/ke) C LY/ ss
¥ it 0 111
=i 45 401

0. MBI T
D F N
WO, BERMA L B L EC, HEEM - RRICBIEL
2) INEEHIE
WERGE U 2HE L U, 2RI &2 ER0 U, T R o lERTEL, &
1, 2, 65, 7, 10, 11 AOEHET, #THE O, 1, 3, 5, 7, 10, 14, 1TBET20 A, HWE O

BLOL UOFEA 5 ONREA 4 U Gl W) 1o, 178 B NLRFE (GX-2000, R AL o

— e TR FTA)ERGTHNE LT,
AT ORI kv (REBIER L OYAEIR AL L,
BRI 5 H ]
WEHISR (9= &7 14 HAE () —H& 51 AAE (R
PRI (%) = &[Tﬁ”;‘fﬁ; X100
Y hi A e
REIANE(g) =  ITUE 20 BIRE (g) — 41RO BIAE (g)

PRI ()
VRO LT ()

REBINEA{%)

Hiff 5 0 ]
WEEINAE ()= WEA RRE (g —HE 0 ARE(2)

s o HEIAINE (g)
AR IR (%) = 0 A AE () X 100
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3) EALEMIE
EHNZONWT, AR ARE, KENTH MU BICHEEFFIZER L, =720,
HFiEO BB LUMEE 0 FITHREEOAHIE LT,

4) Hiw
SIURENIREE 4 B2, GRER 25 A FE THOMARO DL WA RA AT ITEE 26 H ORI
R L FREICHR L. LT ORE - k% 10% P HEEER L~ U SICEE - R L.
BEB. REKBIOAA—F—RI7FTEy NV TREE - R L7,
M ORI - /) . PR, MolR. BURIR (ER/MEZ ST BB, M. D MK
R, &, RE. BEIBBICRE) . AT, K. + 8815, 265, miE0~ A =L
WaEee), BE, s, BB, W, &, H(KE X2 ate) . B, B I,
T2 (BB LCHEE ., B, REKBLOAA—F—, R L ORE R E ULTHE
). s LOREE (e Ete. A). TG . IBREY o 83 THY 8
EE R, E TR, B, BB WEER. 4) B L OE R ).
5) srEEEHE
BHZONT, FIRFHIHE L FARICL T OBMBEICOWTHEEAZHEL, HdEELE N
L7, ®OsE a2 A00ETllE L,
M, GO, ATBE. MR MR, BB, MR, IR
6) S PR FRI R A
HEO L& RSN R BT 2 WA R SR T & T U7, o, RINRAY WA EAT &
P LA R OMEAYER IS R USSR AT o 72,

T ¢ KLERA B (mg/kg) i |y
H 4 253
15 161

. R O A 4mds X O IR OB A IT-DW T
1) MEEmA
MESPI oW C, BEBMED 10 NG AL E CoE U AP 04 kRS
PREEAZ B U, Sest e TR B o & BRI CEF i, EEE. BERH L0t
FEINIEHED) OB ATV 4 WD 6 UDBIR T2 ML B IR H 0 A ER BT L.
TEIAMR 2 R UTs, & BB —EMR 4 LR WG SR E — O PR EEREH 3 B 2 48 2k
ki L CHALNABEERR, BEHGH A VIEBEREBN T ALLE#E L CALRA Y
AR AT F I GIERIE L L, WP B BT L HE L., 2o R, mpIERES
FHE 1o CRIIBEE No. 158, T EHE No. 261, TIEHE No. 360, SIT&#E No. 462)
RO LA, DTG AR LOMRIRE O S,
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2) HEMEDATERER A
514 HOA GG, FRBENOELES 1 & 1 @ E S RKEAR—8#) TRE 13
AEFESEL., RBROMNIE, BRELIIZM EIE T LEER, &50EEEA AT
ERPOBFPEEINZSGEE L, WTIODRO O AAMR0 7 & Uiz, iR
NOWHRE, SHROFELS LOHIRFICTFENOEREOEEAF L2 LiIcL>TiT-
7.
TREBLOZHRELZUTORICE O EEICEH L,
TR LR o8

7~ B e JRg : . —

72 B2 (Copulation index, %)= R & 7 REHER O B X 100
- = e UM

Z A% (Fertility index. %)= ———" %100
sl Fertiity indox. %)= g Uk Refig o B

3) il L OWHE IRREEI 22

IR MEREMEEN T A B AR i ST, o RiRBA . IEER 21 Bvh AR 25 HE TREH
Bp7pd 2 30E (9:00, 13003 LTN17: 00)BE L7, 9:00 (CREEIMD A E A B HC
EDTHEHOTIZBAALTOWADEBETAZ LIS s TR TAERL, O HZN
BOHE LA WEO AL, EEICAEFRES LOEC A, WiERE, HERD
PERIR L USFEABE L, AFEREBLIOREREOAH A2 HERKE L-. Ko
PEIE, I & TSR OMOR & THE L, SMOIIROIHRE AR LOFENOE
HIRO A WIRAIZ R 2 TRk LTz,

FLARINR A 0TAR0 A (R RN R) 22 DB 0 A (it T R) TR e LTEID L.

P AR, MR, sl FAAHES LOMITT 4 H onfidE 2 LLT o0 0
L7,

71 TH L T e
IFEFR (Gostation index, %)= *j&‘;ij;%ﬁgix X100
o2 A K
HA:#4 (Live birth index, %)= migﬁ%& X 100
. HEAL R I E
‘ F(Sex re = — - —
PR (Sex ratio) = i a1
i (Delivery index., %)= HEEVE 2L X 100
x. )= EEUTER
S R
S
AR (Tmplantation index, %)= % X 100
‘ . HE 1 BIIHE R & ROl
L feges 1ng X To) = X
5 2E (Nursing index, %) Ry 100
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4) FrE RO —iRREB 20 L UV
EHNTONWT, HEO HLWEARETIA LA, AFEBLORTEREE L, Rk
BB LU EIZ W THEIZE L,
BEER» o mENEFRELUTORC LY 1 R CEH L, 220, BEHD W
TR L o T A RIZSE Ll & L THlio T2,

A 4 HOAEFRE
HEERR A T EL

HAWRAFEHRViability index, %)= X 100
5) FrAEROKREE
EHZOWT, WHE 0, 1 BELTC 4 BIZE I EMRM (GX-2000, St 2— - T
R FA)ZRCTEEFICHEL, 0.1g FTisk L, BECHENOVFEREYRD
7.
6) FrAE I OHF R
FEC T AL/ 2R L, whole body % 10% @ KA~ U L THEE - £
L7, O OWTIE, WE 4 BITEAR (MEREET) Z288%., EBRbaERA
BIZ R0 2R S, 2HOWE - HMRAERRMICEZ Lz, BENES SR ERT
whole body % 10% HEREE AL~ U L CREE « R1F LT,

b. MEHFEMAE

RHE, AERNER ORI, S, SFOEMEHEER LOHNIXEE, FBIEEME.
BRE N, AWIRE KO HR, LER, L PERF O A (FIR SIS LU R, R, (U
A PELE, AREREART. W 4 U &GRS L O AR AT o BGE IC oW TR O TN
BLOERERAAEH L, HHMIC Bartlett OREEATI, SOREAMAT L. S5
(p>0.05) OIFEA T —Tol BT HU T ATE TERNT L. T80 (0 =0. 05) O BE 1 Kruskal -Wallis
DRGETLETHAT L, —ICRES BT ORK R, AEARLLNZHES (p=0.10) kX Dunnett
ORE A M TR IR L O 51T - 7. Kruskal-Wallis {EOERATOFET, FEBENL LAV
Hrv (p=0. 10) iX Mann—Whitney @ U-FREiEL HOTHE & D LR 21T o 7o

TR F AR A 5 6 2 BEBELL Eo 7 L R L fgilic o0 T, #Fmoim 4
Kruskal-Wallis OfTEHECHENT L., GEDSARA LN (=0, 10) 1% Mann—¥hitney @ U-#
ELEARGTRME DOEAT 272,

PO BREORBFR ZZRF, Zlhw, LER, T 4 oS R 25 CIORHENR S
IR D D6 1 BPED 7 L= FARO LALVZET RIS DOWTIE, ZalB X MTE 21TV £ ORS
RHBZAGBHED LGS (20 10E 2 B X BE TR E O ETo 2, 2L
R X P IR E S D3 1L Fisher O WREM M T IE A FHU V-,

B o HAESR i, FiERAAERS DO R 1 A EANY - Uiz,

HHRE OB EIC WL, AEAREDL 5% & Uiz, ks, WitFER ST 5474

5% Individual data O YERIZRT,
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1. HIY )
(1) —HethEe
—ARRBE DR A Table 1. INDIVIDUAL DATA 1-1~1-4 2757,
RIEFERS L OV mg/kg EHE T, REWMPIC2MICRFT IR O oNLhoT,
20 mg/kg P GRETIH, BECRENERS 2 BIC 12 6F 9], #5 3 Bl £,
BOEGOHRG T RIZ5 HICA LI, BRI LIS 15 B DABRIE2HICFE) v,
45 mg/kg P HEETIT, EHEARNSES 1 AL 2Fc, £, #HEOEFEERES 6 BIC 12
il 10 BT S 4, EREIN LG 15 A DIBRIZ 2RISR S,

(2) REHER
FEHERS A Figure 1. Table 2, INDIVIDUAL DATA 2-1~2-4 27",
433 X020 mg/kg F GHF TR R GBI IS IR LI L THERBITR D S o7,
15 mg/kg FHHE T, BEHMPICERREZETA DN o720, REENTHESB L. 5
HIE R OBEMES L OHEMRTFEREREEZ R LT,

(3) 0=
FEEN S % Figure 2. Table 3. INDIVIDUAL DATA 3-1~3-4 |25,
133 L U020 mg/kg BB TR IS AR PTG B L i L THEZRATRO Doz,
45 me/kg B TRECIE, BT 2 RS AT BAMMES S S s, BT T AT
BT Do T,

(4)
SRR WA Table 4, INDTVIDUAL DATA 4-1~4-4 |29,
st FETE G, 12 B1H0 1 6] (No. 111) [ZATBROD B FRARAGEE DAY, (DB L R ETT
RmEH Shpmois,
4 B ETV20 mg/kg £ FRITIL, BEARLIZZRO LT,
15 mg/kg PLHEETIL, 12 B9 1 Fl(No. 10D ([T BENGORREIEEATED B, Loflilit
BT b S,
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éé
m}
=

BB O EER LU EE4 Table 5. INDIVIDUAL DATA 5-1~5-8 lZ53.

1B L0020 mg/kg BHBETIE, MBFEL R L THERE (TR D Lot

45 mg/kg B EFETIL, ML LUBROMANEEICAERSHE. S OIER RO EE
CHEEBRBENED ST,

(6) JR HAR A - r O A

TRHAA R A DORRE A Table 6, INDIVIDUAL DATA 6-1~6-4. JiFRARME BT R OFE
AFERS A INDIVIDUAL DATA 7-1~T7-4, FE{TERLO Stage 53 FHD AR % Table 7, INDIVIDUAL
DATA 8-1-1~8-4-4 {Zik .

4 mg/kg FHHER LU T, BRICEFEFTRITEED b7,

20 mg/kg B EEETIL, 14 (No. 303) IZAEATRE RO ZERIE /AR S,

45 mg/kg TG T, 160 (No. 400 IZEAFE R OB RS 20605, 2 ) (No. 402, 410)
WEABRODAT = 1T X~X 1IZBI 25 stepl 9 FFHHADEBERD RO L/,

Fs 7RO Stage SR TR, 45 mg/kg HGBHI AT — 2 | ~VIIZIB 535 5 L HkS R
(e BERE X Ll L CH B IR bR,

iz %, 485 00E 20 mg/ke S GRETT L L BT RIS A B A NS 5 B I
AR BT, 45 me/kg BERECIIELRD ik,

fp¥s. HIRRRRCE AL OR O TR RBIED L (No. 111) DA B IR S I35 70 B fnsls
/-))HAL‘ éh bj/fo_‘ c:-Efx:\ ;}E[h/ﬁ%ﬂBEU)HL 5{3 VJ;}’L 7’\_‘ /10 ng/kg j‘XL_}‘E#m 1 /B'—[.] (NO 1) \’C.- —t\ }f{hﬂ% 1“7{:
#h o> TG RAE D LRIz,

o

2. BEY
(1) ek

—RBEO R & Table 8, INDIVIDUAL DATA 9-1~11-1 (T,

AR LN me/kg TR, ACBUAN, ACBUHAM, FRARAAMES L O AR OIS
AR DR T,

20 mg/kg $ TRETIE, EHARARET 2 A 12 6 T, $CEOSENE T8 AT 2 i
Hniu OTIH RN L. ZETHAN, GRIRHTRIES O E SR R B

45 mg/kg B GHTIL, REBRBE T ANLRHE, WEOSENET 8 AL RFAIZRE
Moo WP G BT, FRARBI RS 4L OWE TN 2l L e blloal e b,
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() REHER

IKEHEFRE A Figure 3. Table 9~11,
BEEREE Y, ACERT. ARERHM., ERAMB I OMEEHHOWTRICEBWNT L BREHES,

REEINER L CMEEINR IS B L R L CHEREITR D Lo iz,

INDIVIDUAL DATA 12-1~14-4 {Z-R7,

(3) A&
EEIE D ZE{% Figure 4. Table 12~14, INDIVIDUAL DATA 15-1~17-4 (T

435 50020 ma/ke B B RECIE . ASEINT. ASEOHIR. ARG X OREE BIBO LI B0

LB L L THERETRD bR o Tz,
45 mg/kg W HHETIE, ZRATHIMOKR G 2~7 BICHBEREENRAZ Sz, 2B, 1T

BRI I L OMEFEIMICIIA B RETED bR o7z,

(4) &k
H#EFTF LA Table 15, INDIVIDUAL DATA 18-1~18-4 [Z;R7,
B CIX, BEETRITED N 5T,
4 mg/kg EFETIZ, 1 (No. 253) THOERBKICAAIEENRO S, MofliziTi
FATRITRD S otz
20 mg/kg % TEETEE, BEATILIIFED Lo,
45 mg/kg EFHETIL, 1 Hl(No. 461, RG] TH OBENGRIC I EMEREO Bz, i

OBNZLREET RIAFRD b e o,

x
[

B OET I L UHH E RO LT A Table 16, TNDTVIDUAL DATA 19-1~19-8 {2784,

4 mg/ke WEETIE, IHEBEL LU THELRZMITED SR o).,
20 mg/kg FETHEETIE, PIEOEXN ERICAELAEI O LT,
45 mg/kg B G- CrL I ThEds L OB O T &35 LU I3 H &0 B2 s AR Sy,

(6) W AL 2RI T
TRIRHA AT O 2 Table 17, INDIVIDUAL DATA 20-1~20-3 {27,

BETHO LTz,

45 mg/kg £ TREES JORBREO VT NI B IIRIC R E I3

ok, SRR AEIEEOZD LT 4 mg/ke £ THEO 1 H(No. 253) 3 L0845 mg/kg #5517

TED 1] (No. 461) D DN CIROTFRLIRIE R T R TEIRRS S,
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3. £ERLESM
(1) EFrRem A

EFERER AT O R4S A Table 18, INDIVIDUAL DATA 21-1~22-4 |23,

IEFMEM 2 r T e HEER, BB, KRR, ZR, HER, MR L OWE
4 HOWERTEAEGHE DRI L L THEREZRO N2 5T,

2%, FELRBEGAS 45 me/keg BGHEIC 1 (No. 458) DAFRD LA, Z OFlE L OESHEIAE
FOHE(No. 408) DFIFFT R L OWEAMRFAIT LICIZEF IR D oo

(2) fEMz, oo, WHEIREBIS L USRI AR

PER. iR, WHERRES O AER AR ORGE A Table 19, INDIVIDUAL DATA 23-1~23-4
T,

HREL EWREEL ERE, AR REERE, HEROMEIIS JOWE 4 B OEFRE
WE 0 HOAFE ., HERAETE, WE4 BOEFREOVTNICH LG LT REE L
el L THBAREITRO SRR oz,

3) FAER O —fRiE
AR —FRREORGE A Table 20, INDIVIDUAL DATA 24-1~24-4 [Z7%9,
VS 0 A5 4 AORICEECE CREREIA STe) i, R IRERICHE 1 B3 JOWE 2 61, 4 meg/ke
BGOSR L 41, 20 mg/kg 3G IICHE 3 435 JLOME 1 14, 45 mg/kg FGIECHE 1 #F &
Rl 2 pliC A b, A I AT A M=) bR Sz,

() FEROEREHERE
FEROINERR % Figure 5. Table 21, TNDTVIDUAL DATA 25-1~25-4 {2057,
R GO L © OIS bl U CH BTl v o .,

(5) #7A4 I DFI
FEROEFE OGS Table 22, INDIVIDUAL DATA 26~27-4 129",
FETHICiE, SHRTEOHEMES L %1, 45 mg/ke I GTFEOME 1 P10 B CRERA5NTZDHRTH
v SIS IR LR L G T RATET LIRS B b o T,
7. 20 mg/kg R THREOMEES 1 FIITABITH D, FIRTERD T,
M5 4 U OATEHICHIL 45 mg/kg TR ETEDHE 1 I D TIE O Dite B kI L OIMAZERE DI
IREBEEED O LT
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£

plkh

2,4,6- b U= b7/ —00GRED) 4,203 L 0V45 mg/ke & 1 BEHERES 12 PEO Cr1:CD(SD)
Z o ML HET v MR L CRAET, AZECHI L ORI A S et 46 HIH. #ET o MITH
U CIEseiinT, Z2E0ds & ORI, 25 CNOME 3 B E TOMMROBRE L, = OEseE
ZRATEY, Shads LUV i o LT RE IC BT i L OMRHER O 384 - B H I BT T8 8
DUWTHRRFT LT,

1. #HEW

—HRRAE T, EEHERBIUOWEOEGH 20 B L TN45 mg/kg DHEME TS 5 & 5 55
A L TR B, 2 OB E OB ) ICHES L O ThH D 2 E#ITe
W ECHIET L7 IR E B G L 7 B TR S o 7,

REHER TIE, 45 mg/kg DHETHRGHM T OEEIINES X OEERINRICHEEREERAZS
A, HRERE S B LN & B 2 ey, IR iR 5 B L 72 B R
oXSY aWi IRt il

BEARE TIL, 45 mg/kg OMEHETHREHM O, IeRE & i L THET 3~T g, #ET2~3¢
OHERKTARO O, ZOETHTHREOK F 24> T

FIREET WL CIE, 45 mg/kg OME 1 BUIBIZORBEIEIE S Siu, ZopThlit, 28 A RRER
|5 FMERER Y CHE SN T A GO U /Rl & OBNEMNNE 2 b, FMEEOZE(L
VR R SRR o T

4 mg/kg 36 L TN 45 mg/kg OMER 17 TE OEARBRIC ARIERES D LR, b &1 4
DHDEEHRTHY LinbHERTFHNRALGAN vk, B EEHEEs,

wH ER T, 45 me/kg THEM O IFIgOFHR EE, HEOTFROEX EE, Mo MEoipt EE
SRR EECODTILS A B e, Ei, MR BRI BERAERMAARO SN ZhHd
Bk 28 AMRKAERE OB St U eh G S T Y L SRR L Lo o BIROFE o
OFTZAFEL HDLE T L ER T ICHE LB (b S 2oz,

—/7. 20 mg/kg OHEOIE DI FTEEDO AR ABEIC-OWTIE, AEEEEAA LN RN b
N WEMER T EOMERIZRVWE SN,

R ORI B Rds L OR L N SR OO T, 20 35 L TV 45 me/kg BRGSO HER L 41 (No.
303, 401) IZERIT 2SR G, £, 45 mg/kg R TR OHE 2 4 (No. 402, 410) i AT~ 1
X~X T80 5 stepld OB LB bz, W& 2 Cit. 28 U EIERR
PG P THME SN THD 2 b Zh b OBy E 5 B Lok &
EZ i b,

— . B B O Stage SEITIL, 10 mg/kg W HFET AT — | ~VHI T 23385 0 IWHET:



SR04219

MBI AT & E L TR EARRESBO o h, o LB ERGIHAE L ZZLEE X
bz, LarL, WTROBLBEERLOTHY, £, 2L OHEDZEFEIF OMETIZ
TR AL LTS 2 2in s BMERGIC LD BIIBRER2 O LEZ BN

2. ARFEFEE A

FETHRE TR, AR EHEE LITRZRR, R, HERFIIEMTALNL T, EtiorE S
MBS E e 5B L B TR b o T,

PRI, i R UMHERETIL, ARG L L ICHBER G ICEE L 2B {ER 0 s
27z,

FAEROBMETH, BEE, RRE, FEHRS JUFIRTLICS R L DB ERS
WZBE L7 IR S ino 7z,

PbEo X Sic, #iER S Mg L2 e LT, BB T 20 mg/kg IS EEOM 1 Hillc/e
FRER OB RS E M A v, 45 mg/kg B G-HF TILARHEEMMG] 2 04 5 BEE O T, 1
1 I CEGOFBEIRE, RO, HEoBEs L OMoMgoE&MAES Sz, —F,
HETITEREEROEERT, | flCEABROBEBHEERB IO 2 FIZEAEROAT —
VIX~XTITET S stepl 9B FHITEOBIEN L LIV, EWER LTI ORAE-FKE I
DWTHAREHEE LEMIHEO BN T,

Lirio, ARBEANTICET S 2,4,6- b U = b7/~ L OBBZIHY 5 BEEE

(NOEL) b 4 mg/kg/day, HEW) O LAMAET L OV IR - 365 (29 L #2284 (NOEL) {1 v

LY 45 mg/kg/day & Z % 53070

5% SR

1) T BAKHER fil, 2,4,6-F U= k7w /o=b®DT v RV A 28 H B D& GH5ME
WEE (b EEM BRI, 8, 238-251, 2001.
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Figure 1 Body weight changes of male rats dosed orally with 2,4,6-trinitrophenol in the reproduction/developmental toxicity screening test (SR04219)
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Food consumption (g/day)

Figure 2 Food consumption of male rats dosed orally with 2,4,6-trinitrophenol in the reproduction/developmental toxicity screening test (SR04219)
** : Significantly different from the 0 mg/kg group at p =0.01
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Body weight changes of female rats dosed orally with 2,4,6-trinitrophenol in the reproduction/developmental toxicity screening test (SR04219)
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Figure 4 Food consumption of female rats dosed orally with 2,4,6-trinitrophenol in the reproduction/developmental toxicity screening test (SR04219)
*: Significantly different from the 0 mg/kg group at p =0.05
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Figure S Body weight changes of pups in the reproduction/developmental toxicity screening test of 2,4,6-trinitrophenol in rats (SR04219)



Table |  General appearance of male rats dosed orally with 2,4,6-trinitrophenol in the reproduction/developmental toxicity screening test (SR04219)

_LE:_

Group Findings Administration days Autopsy
1 2 3-5 6 7 8-9 10-14 15-46 day
0 me/ke Number of ammals exanuned 12 12 12 12 12 12 12 12 12
No abnormal findings 12 12 12 12 12 12 12 12 12
4 me/ke Number of animals examined 12 12 12 12 12 12 12 12 12
No abnormal findings 12 12 12 12 12 12 12 12 12
20 mg/kg Number of animals examined 12 12 12 12 12 12 12 12 12
No abnormal findings 12 3 0 0 0 0 0 0
Dark yellow urine 0 9 12 12 12 12 12 12 12
Staining of fur 0 0 0 0 5 8 11 12 12
45 mg/kg Number of animals examined 12 12 12 12 12 12 12 12 12
No abnormal findings 0 0 0 0 0 0 0 0 0
Dark yellow urine 12 12 12 12 12 12 12 12 12
Staining of fur 0 0 0 10 11 11 11 12 12

Values are number of animals with findings.
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Table 2

Body weight changes of male rats dosed orally with 2,4,6-trinitrophenol in the reproduction/developmental toxicity screening test (SR04219)

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 3763 379.4 393.1 400.3 409.8 426.8 454.8 481.5 507.5 5266 5343 158.0 41.884
S.D. 20.6 20.2 24.0 24.8 273 296 328 35.0 40.1 43.2 42.1 26.1 5.743
4 mp/kg 12 Mcan 3783 379.1 395.6 402.2 413.6 427.5 450.8 4767 499.3 5168 526.4 148.2 39.118
S.D. 157 16.6 204 22.0 22.0 24.7 24.5 27.2 292 34.9 322 20.8 4.784
20 mg/kg 12 Mean 3783 380.0 3937 402.3 413.9 431.2 457.2 4827 508.5 5223 5294 151.2 40.003
S.D. 19.8 21.3 22.4 23.0 24.8 28.4 28.1 317 324 328 34.6 247 6.418
45 mg/kg 12 Mean 3773 370.0 380.9 385.0 393.9 409.0 429.6 453.5 4757 491.9 501.2 123.9%%  32.754%%
S.D. 17.9 15.0 19.7 21.4 22.9 258 28.4 319 30,6 389 38.3 257 6.133

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

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



Table 3 Food consumption of male rats dosed orally with 2,4,6-trinitrophenol in the reproduction/developmental toxicity screening test (SR04219)

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 26.08 2542 2666 2663 2605 2728 2880 2968 2866 2893

S.D. 3.00 1.93 2.60 2.60 2.33 2.36 2.70 2.83 2.62 2.07

4 mp/kg 12 Mean 26.08 2467 2662 2621 2592 2653  28.15 2834 2792 2790
S.D. 1.88 2.15 235 2.03 1.77 2.22 235 222 2.64 2.17
20 mg/kg 12 Mean 26.25 2558 2671 2729 27.03 2823 2975 2981 2825 2813

S.D. 2.14 3.15 1.66 1.79 1.84 1.62 1.87 1.90 1.36 2.17

45 mg/kg 12 Mean 26.83  18.83%% 23.43%* 2479 2500 2642 2747 2833 2790 2798
S.D. 3.13 3.10 3.02 233 229 2.64 2.38 245 245 2.39

_68_

#* . Significantly different from the 0 mg/kg group at p=0.01.
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Table 4  Gross findings of male rats dosed orally with 2.4,6-trinitrophenol in the reproduction/developmental toxicity screening test (SR04219)

Group 0 mg/kg 4 mg/kg 20 mg/kg 45 mg/kg
Number ol animals examincd 12 12 12 12
No abnormal findings 11 12 12 11
Organ : Findings
Kidney : Dilatation, renal pelvis, unilateral 1 0 0 0
Cccum : Thickening, mucosa 0 0 0 1

Valucs arc number of animals with findings.



Table 5  Absolute and relative organ weights of male rats dosed orally with 2,4,6-trinitrophenol in the reproduction/developmental toxicity screening test (SR04219)

_Iv_

Number Body
of weight Liver Kidney Spleen ITeart Brain
Group animals e e % o} % e % g % g %
0 mg/kg 12 Mean 5388 19.016 3.524 3.486 0.649 0.840 0.154 1.505 0.278 2227 0415
s.D. 44.4 2.279 0.221 0.244 0.039 0.136 0.021 0.164 0.018 0.046 0.031
4 mp/kg 12 Mean 5268 17.757 3.367 3.537 0.671 0.787 0.150 1.462 0.278 2.187 0.417
3.D. 36.2 1.809 0.207 0.303 0.038 0.139 0.026 0.166 0.022 0.067 0.025
20 mg/kg 12 Mean 5337 18.957 3.554 3.581 0.674 0.808 0.152 1.475 0.277 2212 0416
5.D. 356 1.598 0.226 0.244 0.055 0.062 0.011 0.135 0.019 0.092 0.030
45 mg/kg 12 Mean 503.2 19.584 3.893%% 3552 0.710% 0.863 0.173 1.413 0.281 2179 0.435
5.D. 38.5 1.8601 0.194 0.355 0.078 0.109 0.026 0.154 0.025 0.080 0.031
Number
of Thymus Adrenal Testis Epididymis
Group animals mg 1079 mg 1073, g % o %
0 mg/kg 12 Mean 3732 69.283 57.7 10.728 3.292 0.613 1.313 0.245
S.D. 85.7 15.205 8.9 1.547 0.232 0.053 0.134 0.027
4 mg/kg 12 Mean 3479 66.333 58.8 11.083 3.378 0.642 1.405 0.268
S.D. 47.5 10.301 15.7 2.479 0.373 0.066 0.178 0.033
20 mg/kg 12 Mean 3598 67.837 61.4 11.506 3.426 0.644 1.423 0.268
S.D. 89.2 17.686 8.5 1.300 0.199 0.047 0.191 0.029
45 ma/kg 12 Mean 335.5 66.440 57.9 11.559 3.366 0.670 1.140% 0.228
S.D. 82.4 13.926 6.5 1.429 0.380 0.061 0.139 0.028

* : 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. 4,6-trinitrophenol in the reproduction/developmental toxicity screening test (SR04219)

Item 0 mg/kg 4 mg/kg 20 mg/kg 45 mg/kg
Number of animals examined 12 12 12 12
Organ: Findings Grade
Cecum: Inflammation, submucosa ++ - - - L (D
Kidney: Dilatation, renal pelvis + 1(D - - -
Testis: Atrophy, scminiferous tubule + 0 0 1 1
Retention, step19 spermatid, stage TX- X 1 + 0 0 0 2
Epididymis: Abnormal [indings 0 - - 0

Values are number of animals with findings.
Valucs in parcnthescs arc number of animals cxamined.
-: Blank value.

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



Table 7  Stages of spermatogenesis of male rats dosed orally with 2,4,6-trinitrophenol in the reproduction/developmental toxicity screening test (SR04219)

_gv_

Stage [-VI
Number . . Pachytene Round
Sertoli cells Spermatogonia .
of spermatocytes spermatids
Group animals Number® Number® Number® Number®
0 mg/kg 12 Mcan 21.43 17.25 51.62 144.63
S.D. 1.76 2,18 3.54 9.83
4 mg/kg 12 Mean 21.95 16.22 50.80 134.65
S.D. 1.59 1.83 2.01 7.90
20 mg/kg 12 Mean 20.95 15.48 51.25 143.02
S.D. 2.11 2.58 3.73 15.34
45 mg/kg 12 Mean 19.78 17.10 48.25* 143 47
S.D. 2.01 2.98 3.27 12.75
a : Expressed in number of cells in a seminiferous tubule. (to be continued)

* : Significantly dilferent from the 0 mg/kg group at p <0.05.
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Table 7  Stages of spermatogenesis of male rats dosed orally with 2.4,6-trinitrophenol in the reproduction/developmental toxicity screening test (SR04219) (continued-1)

Stage VII-VIII

Number . . Preleptotene Pachytene Round
Sertoli cells Spermatogonia .
of spermatocyles spermalocyics spermatids
Group animals Number® Number® Number® Number® Number®
0 mg/kg 12 Mcan 19.95 233 38.98 59.07 148.27
S.D. 1.74 0.82 4.17 6.46 9.35
4 mg/kg 12 Mean 20.05 2.47 4127 60.13 135.52%
S.D. 2.25 0.37 323 3.18 8.96
20 mg/kg 12 Mean 21.28 223 43.20%* 61.13 143.77
S.D. 1.73 0.42 4.16 6.99 13.65
45 mg/kg 12 Mean 19.47 2.05 36.63 60.08 136.95
SD. 1.67 0.68 4.06 3.49 15.33
a : Expressed in number of cells in a seminiferous tubule. (to be continued)

* : Significantly dilferent from the 0 mg/kg group at p <0.05.
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Table 7  Stages of spermatogenesis of male rats dosed orally with 2.4,6-trinitrophenol in the reproduction/developmental toxicity screening test (SR04219) (continued-2)

Stage 1X-XI
Number . . Leptotene Pachytene
Sertoli cells Spermatogonia : )
ol spermatocy(es spermatocyics
Group animals Number® Number® Number® Number®
0 mg/kg 12 Mcan 23.62 4.57 4495 66.15
S.D. 1.49 1.11 3.07 5.65
4 mg/kg 12 Mean 22.67 4.83 43.30 60.52%
S.D. 1.85 1.39 4.03 4.19
20 mg/kg 12 Mean 22.28 4.63 46.72 64.82
S.D. 2.65 0.60 433 5.14
45 mg/kg 12 Mean 21.60 4.55 4430 65.30
S.D. 1.69 1.40 372 725
a : Expressed in number of cells in a seminiferous tubule. (to be continued)

* : Significantly dilferent from the 0 mg/kg group at p <0.05.



_9v_

Table 7  Stages of spermatogenesis of male rats dosed orally with 2.4,6-trinitrophenol in the reproduction/developmental toxicity screening test (SR04219) (continued-3)

Stage XI11-X1V

Number

of Sertoli cells Spermatogonia Spermatocytes 1 Spermatocytes 2

Group animals Number® Number® Number® Number®
0 mg/kg 12 Mcan 22.48 4.20 47.05 71.32

S.D. 1.50 1.05 2.49 5.08
4 mg/kg 12 Mean 2228 5.02 50.52 67.47

S.D. 171 1.23 3.6l 4.45
20 mg/kg 12 Mean 22.88 5.42% 50.60 70.42

S.D. 1.75 1.17 5.52 589
45 mg/kg 12 Mean 21.20 4.30 47.00 68.43

S.D. 1.82 1.11 3.76 3384

a : Expressed in number of cells in a seminiferous tubule.
Spermatocytes 1 : Zygotence / Pachytene spermatocytes.
Spermatocytes 2 : Pachytene / Diplotene spermatocytes.

* . Significantly different from the 0 mg/kg group at p £0.05.
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Table 8 General appearance of temale rats dosed orally with 2,4,6-trinitrophenol in the reproduction/developmental toxicity screening test (SR04219)
Pre-mating days Gestation days [actation days
Group Findings 1 2 3-6 7 8.9 10-12 13,14 15 16 17 18 1925 20 0 1 221 22 23206 0-4
0 mg/kg Number of animals examined 12 12 12 12 12 12 12 9 8 4 | 1 | 12 12 12 1 0 12
No abnormal {indings 12 12 12 12 12 12 12 9 8 4 1 1 1 12 12 12 l - 12
4 mg/kg Number of animals examined 12 12 12 12 12 12 12 9 8 2 1 1 0 12 12 12 6 0 12
No abnormal findings 12 12 12 12 12 12 12 9 8 2 1 1 - 12 12 12 6 - 12
20 mg/kg Number of animals examined 12 12 12 12 12 12 12 9 8 5 1 0 0 12 12 12 5 0 12
No abnormal findings 12 5 3 2 2 1 1 0 0 0 0 - - 0 0 0 0 - 0
Dark yellow urine 0 7 10 10 11 11 9 8 5 1 - - 12 11 12 5 - 12
Staining of fur 0 0 0 0 2 5 6 9 8 5 1 - - 12 12 12 5 12
45 mg/kg Number of animals examined 12 12 12 12 12 12 12 10 8 5 1 1 1 12 12 12 ) 1 11
No abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Dark yellow urine 12 12 12 12 12 12 12 10 8 3 1 1 1 12 12 12 6 1 11
Staining of fur 0 0 0 0 12 12 12 10 8 3 1 1 1 12 12 12 6 1 11

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



Table 9 Body weight changes during pre-mating days of female rats dosed orally with 2,4,6-trinitrophenol in the repreduction/developmental toxicity screening test (SR04219)

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 2278 2263 2328 2403 2427 2505 22. 10.077
S.D. 12.3 9.9 12.1 10.4 11.5 114 9.6 4.479
4 mp/kg 12 Mean 2283 2293 2328 2413 2458 2553 27.0 11.857
S.D. 6.7 7.1 7.8 8.8 7.8 8.2 6.6 3.018
20 mg/kg 12 Mean 2306 2268 2355 2398 2451 2541 235 10.134
S.D. 9.8 10.8 10.6 9.6 133 16.3 9.2 3.808
45 mg/kg 12 Mean 2278 2238 2303 2365 2403 2466 18.8 8.290
S.D. 11.6 13.1 12.4 12.1 13.9 14.4 8.7 3.926
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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 2.4,6-trinitrophenol in the reproduction/developmental toxicity screening test (SR04219)

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 261.0 267.1 2831 2932 3013 3163 3387 3698 4179 156.9 60.383
S.D. 15.0 15.2 13.9 159 153 17.8 18.0 203 24.6 227 9.603
4 mp/kg 12 Mean 2628 2714 2877 2981 3080 3225 3463 3772 4231 160.3 61.123
S.D. 18.5 19.9 20.1 19.8 211 19.5 21.5 209 247 10.9 4.348
20 mg/kg 12 Mean 2622 2704 2875 2973 3076 3239 3462 3761 4244 162.3 62.102
S.D. 16.2 16.5 14.3 14.8 14.0 12.3 12.9 14.7 19.6 11.7 5.787
45 mg/kg 11 Mean 2585 2641 2775 2875 2954 3123 3324 3624 4087 150.2 38.847

30.9 256 12.896

U
w

S.D. 26.1 223 239 22.8 216 227 22.4 2

_6v_

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 2,4,6-trinitrophenol in the reproduction/developmental toxicity screening test (SR04219)

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 3183 3203 3381 19.8 6.409
S.D. 234 213 17.6 12.3 4.256
4 mp/ke 12 Mean 3121 318.8 3423 30.2 9.927
S.D. 27.1 21.5 222 13.0 4.549
20 mg/kg 12 Mean 321.2 3253 343.1 219 7.017
S.D. 19.9 17.2 15.9 14.2 4.930
45 mg/kg 11 Mean 312.8 3185 336.7 239 7.745
S.D. 19.6 20.4 16.7 6.6 2.472
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Body weight gain (%) = (body weight gain / body weight on day 0) x 100.



Table 12 Food consumption changes during pre-mating days of female rats dosed orally with 2.4,6-trinitrophenol in the reproduction/developmental toxicity screening test (SR04219)

Number
of Food consumption (g/day) on pre-mating days
Group animals L 2 5 7 10 14
0 mg/kg 12 Mean 16.92 l6.67 18.73 19.38 19.20 20.25
S.D. 332 3.20 1.37 1.51 1.74 1.63
4 mp/ke 12 Mean 16.08 16.75 18.58 19.21 18.98 20.14
S.D. 3.70 245 2.29 1.39 2.12 1.85
20 mg/kg 12 Mean 19.00 15.75 19.29 18.33 20.23 20.67
S.D. 2.73 3.36 1.82 1.56 2.29 1.91
45 mg/kg 12 Mean 17.33 13.42% 16.78%* 17.21% 17.84 19.19
S.D. 3.34 3.00 1.69 2.35 1.63 1.53

_19_

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



Table 13 Food consumption changes during gestation days of female rats dosed orally with 2,4,6-trinitrophenol in the reproduction/developmental toxicity screening test (SR04219)

Number
of Food consumption (g/day) on gestation days
Group animals L 3 5 7 10 14 17 20
0 mg/kg 12 Mean 17.00 24.75 2479 25.08 25.88 26.32 27.23 24.81
s.D. 237 2.90 344 3.00 3.17 3.01 3.00 238
4 mp/kg 12 Meun 17.17 25.46 2550 25.67 26.38 26.70 26.54 2377
s.D. 2.55 2.29 3.72 2.40 2.82 238 1.37 1.40
20 mg/kg 12 Mean 18.08 25.58 25.46 27.13 27.49 27.36 27.05 24.98
S.D. 3.03 2.01 2.18 2.08 1.93 1.50 2.06 1.83
45 mg/kg 11 Mean 16.45 22.59 23.86 24.50 25.79 2637 27.05 23.88
S.D. 3.08 2.70 2.35 2.06 2.30 224 2.06 229

_Zg_



Table 14  Food consumption changes during lactation days of female rats dosed orally with 2.4.6-trinitrophenol in the reproduction/developmental toxicity screening test (SR04219)

Number Food consumption (g/day)
of on lactation days
Group animals 1 4
0 mg/ke 12 Mean 22.67 36.69
S.D. 5.60 4.68
4 mp/ke 12 Mean 25.00 38.10
S.D. 6.25 4.09
20 mg/kg 12 Mecan 2433 37.64
S.D. 6.33 3.97
45 mg/kg 11 Mecan 26.45 38.82
S.D. 3.78 3.36

_89_



Table 15  Gross findings of female rats dosed orally with 2,4.6-trinitrophenol in the reproduction/developmental toxicity screening test (SR04219)

Group 0 mg/kg 4 mg/kg 20 mg/kg 45 mg/kg
Number ol animals examined 12 12 12 12
Number of pregnant animals 12 12 12 11
No abnormal findings 12 11 12 10
Organ : Findings
Stomach, limiting ridge : White mass 0 1 0 1
Number of non-prcgnant animals 0 0 0 1
No abnormal findings - - - 1

_179_

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



Table 16  Absolute and relative organ weights of female rats dosed orally with 2,4,6-trinitrophenol in the reproduction/developmental toxicity screening test (SR04219)

_99_

Number Body
of weight Liver Kidney Spleen TTeart Brain
Group animals g e % o} % e % g % e %
0 mg/kg 12 Mean 338.1 13.656 4.040 2.158 0.640 0712 0.212 1.028 0.304 2.048 0.608
s.D. 17.6 1.183 0.296 0.125 0.040 0.077 0.020 0.087 0.021 0.060 0.034
4 mp/kg 12 Mean 3423 14.409 4.209 2.161 0.633 0.638 0.188 1.013 0.296 2.037 0.598
s.D. 222 1.293 0.227 0.213 0.048 0.112 0.028 0.068 0.019 0.076 0.039
20 mg/kg 12 Mean 3431 14.407 4.199 2222 0.648 0.744 0.218 1.043 0.305 2.053 0.599
S.D. 15.9 1.165 0.265 0.177 0.051 0.116 0.030 0.093 0.029 0.080 0.034
45 mg/kg 11 Mean 3367 15.596%*  4.635%% 2272 0.674 0.856%*  0.255%*%  1.046 0315 2.042 0.608
S.D. 16.7 1.283 0.345 0.177 0.038 0.109 0.029 0.064 0.025 0.039 0.037
Number
of Thymus Adrenal Ovary
Group animals mg 10°% mg 10°% mg 10°%
0 mg/kg 12 Mean 267.7 79.049 79.6 23.585 106.0 31.423
S.D. 61.4 16.635 13.1 3.910 11.5 3.694
4 mg/kg 12 Mean 259.6 75.429 79.7 23.347 106.2 31.001
S.D. 69.2 17.196 10.5 3.218 17.7 4.669
20 mg/kg 12 Mean 281.5 82.080 79.7 23.258 121.6% 35468
S.D. 71.6 21.200 9.1 2,778 16.2 4.737
45 ma/kg 11 Mean 2343 69.734 82.4 24.458 106.4 31.650
S.D. 99.2 29.259 12.9 3.576 13.4 4.187

* : 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 17 Histopathological findings of female rats dosed orally with 2.4

,0-trinitrophenol in the reproduction/developmental toxicity screening test (SR04219)

Item 0 mg/kg 4 mg/kg 20 mg/kg 45 mg/kg
Number of animals examined 12 1 0 12
Organ: Findings Grade

Stomach, limiting ridge: Cyst. squamous cell + - 1 - LD
Ovary: Abnormal findings 0 - - 0

Valucs arc numbcer ol animals with lindings.
Values in parentheses are number of animals examined.
-; Blank value,

Gradc; +: slight changc.
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Table 18  Reproduction performance of parental rats dosed orally with 2,4,6-trinitrophenol in the reproduction/developmental toxicity screening test (SR04219)
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 11/12 4.09 12/12 12/12 12/12 12/12 221 12/12
92) 0.22 (100) (100) (100) (100) 0.3 (100)
4 mg/kg 11/12 4.09 12/12 12/12 12/12 12/12 225 12/12
(92) 0.30 (100) (100) (100) (100) 0.5 (100)
20 mg/kg 11/12 4.09 12/12 12/12 1212 12/12 224 12/12
(92) 0.30 (100) (100) (100) (100) 0.5 (100)
45 mg/kg 11/12 4.05 12/12 12/12 11/12 11/11 225 11/11
(92) 0.12 (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.
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Table 19  Pregnancy and litter data of rats dosed orally with 2.4,6-trinitrophenol in the reproduction/developmental toxicity screening test (SR04219)

Number of Number of  Number of Number of Lactation day 0 Lactation day 4
Pregnant corpora implantation Implantation Delivery ups Number of Livebirth  Number of Viability
p pup
Group amimals lutea sites index (%) index (%) delivered Sexratic livepups index (%) live pups  index (%)
Pups data
0 mg/kg 12 Mean 16.5 157 95278 94183 148 0.483 146 98.958 145 99.405
S.D. 1.6 1.2 6.802 4997 1.4 0.113 1.3 3.608 1.4 2.061
4 mg/kg 12 Mean 16.3 16.1 98.989 92.838 14.9 0.458 14.8 98.915 14.8 100.000
S.D. 1.8 1.8 2.362 5128 1.7 0.097 1.7 2,548 1.7 0.000
20 mg/kg 12 Mean 16.5 16.1 97.423 94.009 15.2 0.457 15.1 99.562 14.8 97.508
S.D. 1.6 1.8 4.855 6.748 2.4 0.128 22 1.518 2.5 3.745
45 mg/kg 11 Mean 157 15.1 96.300 94 498 14.3 0.528 14.1 98.745 14.0 99.465
S.D. 3.1 2.8 4.482 6.062 2.8 0.132 28 2.795 27 1.773

Implantation index = (Number of implantation sites / number of corpora lutea) x 100.
Delivery index = (Number of pups born / number of implantation sites) x 100.
Sex ratio = Number 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.
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Table 20  General appearance of pups in the reproduction/developmental toxicity screening test of 2.4,6-trinitrophenol in rats (SR04219)

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 85 84 84 84 84 92 91 90 90 90
No abnormal findings 84 84 84 84 84 90 90 90 90 90
Death (milk-band ncgative) 1 0 0 0 0 1 1 0 0 0
Milk-band negative 0 0 0 0 0 1 0 0 0 0
4 mg/kg Number of pups examined 83 82 82 32 82 96 95 95 95 95
No abnormal findings 31 82 32 32 82 94 95 95 95 95
Dcath (milk-band ncgative) 1 0 0 0 0 1 0 0 0 0
Milk-band negative 1 0 0 0 0 1 0 0 0 0
20 mg/kg Number of pups examined 84 83 80 80 80 98 98 97 97 97
No abnormal findings 30 30 30 80 80 95 97 97 97 97
Death (milk-band negative) 1 2 0 0 0 0 0 0 0 0
Lost 0 1 0 0 0 0 1 0 0 0
Milk-band ncgative 3 0 0 0 0 3 0 0 0 0
45 mg/kg Number of pups cxamined 81 80 80 80 80 76 75 75 75 74
No abnormal findings 80 80 80 80 80 75 75 75 74 74
Death (milk-band negative) 1 0 0 0 0 1 0 0 1 0

Valucs arc number of animals with findings.
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Table 21

Body weight changes of pups in the reproduction/developmental toxicity screening test of 2.4,6-trinitrophenol in rats (SR04219)

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 6.43 7.03 10.23 6.18 6.74 9.78
S.D. 0.36 0.44 0.68 0.40 0.46 0.82
4 mg/kg 12 Mean 7.05 7.62 10.84 6.66 7.23 10.34
S.D. 0.68 0.76 1.06 0.72 0.79 1.03
20 mg/kg 12 Mean 6.60 7.29 10.56 6.30 6.92 10.13
S.D. 0.74 0.90 1.50 0.59 0.79 1.31
45 mg/kg 11 Mean 6.83 7.60 11.10 6.45 7.15 10.32
S.D. 0.75 0.91 1.43 0.66 0.83 1.36
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Table 22 Gross findings of pups in the reproduction/developmental toxicity screening test of 2,4.6-trinitrophenol in rats (SR04219)

Male Female

Group O0mg/kg 4mgkes 20mgkg 45 mghkg 0mg/keg 4mgkg 20mgkg 45 mgkg

Total number of pups examined 85 83 84 81 92 96 98 76

Findings of dead pups during day 0-4 of lactation
Number of pups examined 1 1 4 1 2 1 1 2
No abnormal findings 0 1 3 1 1 1 0 1

Organ : Findings
Autolysis 1 0 0 0 1 0 0 1
Not detected (lost) 0 0 1 0 0 0 1 0

Findings of pups euthanized on day 4 of lactation
Number of pups examined 84 82 80 80 90 95 97 74
No abnormal findings 84 82 80 79 90 95 97 74

Organ : Findings
Liver : Yellowish brown discoloration 0 0 0 1 0 0 0 0
Dark red patch, lateral left lobe 0 0 0 1 0 0 0 0

Values arc number of pups with findings.



Symbols and process for statistical analysis in individual data

M/C: Values for Bartlett's test for homogeneity of variance,
P=0.05 ~m-mmmmemem- > Kruskal-Wallis test

P=0.10 -m-mmmmemmm- > Dunnett's procedure
H : Values for Kruskal-Wallis test,
P=0.10 -memmmmeeee- > Mann-Whitney’s U-test

+ . Significant difference, p=0.10
* . Significant difference, p=0.05

** - Significant difference, p=0.01

t': Values for Dunnett's procedure
U : Values for Mann-Whitney’s U-test
* - Significant difference, p=0.05

** - Significant difference, p=0.01

Xz Values for chi-square test
p . Values for Fisher's exact probability test
* - Significant difference, p=0.05

*# - Significant difference, p=0.01
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