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FEEL, DHEMEK TR E THREL TEH SN/, S mgkg BT, &5 10 BN o8RO
LML L A28, BIHEHIRIDIZIZIZ &M THAE L 7.
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ZOEN, HOREN Smykeg BEOME 1 I TR SRR T# 31~38 HIZ@DH 5 /-,

N
AREHRE & Fig. 1| f U Fig. 2 i TN T Table 2 520N Appendix 3, 4 1Z;rLU 7z,
B MM T, 80 megkg BEOMTHRG 4 &8 QIZHERE &b L THEREMENEE
57,

HEALEE (R EWIRE T TR, 20 mg/kg BL O BED M TEMINHIEEE A A 5 41, 20 me/kg
PO GHIR&TE 21, 25 {1X32~63 H CIEXBEEE S L U TAHEREENZED S/~

HEFLHE (RS TR OEHEBEOHER % Fig. 3 &\ Fig. 4 A TNZ Table 3 K (X Appendix 5,
6 IZ/RLTZ.

20 my/kg BEDME TR SRR T 14, 35, 39 HRUNS6 RICEBREENA SN, —
EHEORFENREITH D, 80 mgkg BICHREROEBIRD N2l EMonTNG
WEMEEEZ SN,

. REMUEE

KA 45 B % Table 4 K TN Appendix 7 (1277 L 7=.

5 mgkg BEDOHETYIEHE DN ELERMN 100%TH - 272, WIREEEOBIIH B/ EAEE
D 5NN, 20 mgkg L EDOBETIEERRRE(LIEA SN ah- 2T EnG, ERMERkS &
DEIFEII WS L=, SROMESD, HAEM, B4, RIGRZ, mERir, HET
B, FREERIAGE IR R SOINER O O (LRI IR & DRIOETEZD S e > 7z,

SRR

R HE W % Table 5 KN Appendix 8 1ZR L /Z.
BROMHEE S, e S, TS, SRR A E D B B VB SO O R

- 10 -
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Rig A&
K2y ik B 2 Table 6 J UX Appendix 9, 10 12" L7z,
SHOEH EHITXTORFEE TELIE@ D s nian->7z.

L AR 2

22 B (WM TEHOREHE R % Table 7 O Appendix 11, 12127R0, 85 HEm(EIE
HIFEHE T DR A HE R % Table 8 K78 Appendix 13, 14 1Z/RLU7=.

2 HIWTIL, &SBOMELH TR TOEE TELIIERD o an-o 7.

85 Hl T, 5 K& UF 80 mykg BEDHME TH/RIMEREL DD K TN 80 mgkg FF DHETIHEIELER
FOYRT I AF UEEOEMENRD SN, ZOED, S K20 mykg BEOHET MCH @
BnMA S0 zA, 80 me/kg BETIEERDOEEBMN ol &Ms, HRMERS & Ol
[EOASRTE 21| DY A

MR LR E

22 His (25K TEHOREREE % Table 9 &N Appendix 15, 1612750, 85 HibEI(E
EHIRE TEH OB &S 2 % Table 10 Jx 7N Appendix 17, 1812757 L 7=.

22 HIH T3, SEEORE ST XTOEE TR LIZ#D s N - 7.

85 HimTid, 80 mykg BEOM THRELE RV T LDORLNED SN/, TDIFH,
20 mg/kg BEDMETHME U > DO HEINAGGRD S37/240%, 80 mg/kg BETIZRIRDEENA SN TR
WZEMS, HRMERS & OB BT S HET L.

HilfR

22 Hils (S WIRE TR OMA R R % Table 11 &N Appendix 19, 20 12730, 85 H (&l
IR T D DA &S B % Table 12 J 78 Appendix 21, 22 1Z;RL 7.

22 Hs g e T, 5 mg/kg DL EOREOREME S HITHEDO I BELHNRD 537z,

85 Fm MR TIE, 5 mg/ke BEDHE 1 BINGETNT 20 mg/kg LA L DB OMEHE 2 HITH EDHH
1, 80 mgkg BEOMHE | HITEE ERICHEAEBAA SN Z0IED, 5 mgkg BEDOME 1
TEFEISE, 20 mgkg #EOHE 2 KON 1 FITH I OIREE IAD /NI, TIBEBEOMHE 1| #1TH
WO AN H SN, TS OEISRBE TRMAZTSH O, &5 01K O mEE R

- 11 -
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HTHED 80 mg/kg BETIHFIMOZLIZASN TN ENG, WITNHERFELEOEILEE

A5z,
WEEE

22 O (5 MR T IR O BIE 45 B2 7% Table 13 KON Appendix 23, 24 12, 85 H#b(EI{E H]
RSl 7 IR DI 45 R % Table 14 K 78 Appendix 25, 26 IZR L 7=,

22 H#hTiE, 80 mg/kg BE D MEHE THFMEIZ 3 Uy THEXT Ko OVFE i T8 8 oD 8860 S B hn e i 7332
BHEHENF. TOIEM, 20 mgkg BEORETIRRIZH W THE M M BEE OB MNERD 57
M, 80 mgkg BETIIERABEMAMNA SN TN ENS, $RYELS & OBEEET RN
EHIW L7z,

85 Hih Ti, 5 mgkg B DM THIEIZH W THX EREOHE MM 20 mg/kg B DI TH & TX
DRI BN THYEZOANNGED 570, 80 mykg BTIRHREBOEINAASNTHNLT
Ens, WERMERS EOBEIR L ST L 2.

T B AR A A AR A

22 A (EE5HIRE TR OME LS R % Table 15 %X Appendix 27, 28 (Z/RL, 85 HEA(E|
R TR DR AE B % Table 16 £ OX Appendix 29, 30 IZRL 7%,

22 HimTid, fEEREOHE 1, I 2 il K Or 80 mgkg BEDME 2 i, M 1 I TEIEICH NT
B D RMETEED A 5 N72AY, RIS OEEIZSW T AL & 80 me/ke Bt TEITED
SRR EMNG, HRYER S EOBED R WERNE L EHE L.

85 Hi# Tid, 80 mg/kg BEDLE | I TR LIKICIREDK FRER A S NZ. ZDED,
WIETH SN BEAREOENITHET 28T R & LT 5 mg/kg BEOME 1§ TR EEEE
OB EILAR, HHREEOME 3 FI CEIRICEEDOIEILE, 20 mg/ke BEDOME 2 HITH BRICEY
KR O, IR OHE | B TR BICRE ORANE OIE, 20 mykg BE O 2 Bl THER L
I EHEOFERERNOR F OB/ U OMIM, SIREEOHE 1 H TR B E O HifkE O
ILARMERD v N,

- 12 -
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% 5

246-bU) OV )/ —IIVOEZREICETLIERABRO-RELT, WEMEFTOZ v M
ARIZ 4 QA5 18 AMXEROLET 5 EEHIT, 63 HEORENMAZERT T, TOHER
DEERICOW TR Lz, /2, RSy FOFMRBIRR &KL, HESERZAL.

A AZE L TR RN 7. —RIRETIE, #HEOHBMA R FIMFIT S mg/ke LA
LD EFTERD SNz, #HEOHEAIE, 20 KN 80 mgkg B TIXEEHIFEKE FEEET
ML TR s zA, 5 mykg BETIEBIEHIM P IIZIE 2 THEEL /=, (KETIE, 80 mgkg
O TR GHMETIC, 20 mg/kg LA EOREOME T 5 MR 72 ITRE OB IEE D ZD Sz,
BEFLIR (G HIRETE) ICHIELZHEETIE, HHEEBERMERSOEZEITRDSNR
Mmooz,

HEMEE OB EEREN ICRBRE T, MEESHERMERGOEEIZED SNHmn-o
7=

MR AR E M ML AE L FRE T, 85 Hilin(EIE IR T OREICB LT 5 BTN 80 mgkg
BEDMETHRMEEL DN, 80 mgkg BEOME TIETEMERS b O 2 KR T T A F U REE ORI O ER
BEAEEUCAN ST LDELRRD SN, WINHEMNEEFEBANOBRMARLEEHTHD,
22 Hih (G HMKTE) OREICBNWTRERSZEIIRh 2722 &0, BEEENRESRIR
WeEZ SN

HEERETIE, —BRIRETASNHEDOHALA 22 HERMERRHAICE N T 5 mgkg UL ED
BEDOMEHEEH, 85 DEBFMRFNZIHBNT 5 mgkg O 1 HI KN 20 meg/kg LA LD REDUREHE 25 TR
HH5NZ. CORKEBOHRBLIIDDTIEFEEEFZHSNIITLIEFTERL 2, KED
R R E T ENB LR AHA S NN ENS, HENRBEBERIIZLLVHDEEZ SN
J-. BREEETIE, 22 AEMEHMREIZH VT 80 myke BEOMME TIFIRO BRI RD 5N, K
WE A 5 K DIFEAN DR ENRE SN0, MREFREICS WL TIFH#RERI /S T X —
& OEEIE L, FEAMFRETH AT 2ENEA LN s, BELRELTE
TWEEZ SN ZOIENn, 85 BEEMGIIZHB N T 80 myke BEDHETHE RO E @B
Ao, HEERICH FREENRD SN, | flOHOBEMBEETH D, HH UMK TR
@ 80 mg/kg Bt TIXRERDEIZ M-/l &M S, BABENDOELEB A SNz,

EDXSIZ, AABRTIIMMEED 5 mg/kg B SHEEO# AL RDONTZ I EMS, Mg

- 13 -
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HERIL, 5 mgkg REEZSNZ. LML, HEOHALIZDWTIE, KEOHMFREIZH
WTEERZZNI ENS, BEMNEZRIZL, ZOEERITIE, MHTIE 20 mgke, KTIES
mg/kg THERWEIX GO BIRD o NN > 7.

FRORRE, FTIZEMLZRE S v PG E 1 4, 20 LU 100 myke) DB V& T
BE, REET v hD 20 KN 100 mgkg BTAMBMTH SN/ EFERBEEORANLARE SN
THBY, TORENRY—2BHET Y D 20 KT 80 mgkg ffEIZIFFBETH /. Lo, &
BTy D4 mgkg BETITHEEOEB(LIIASNBM72DIZHL, 1E T FTIE S mgkg B
O TEREHM PICZIZeEE L Zb00, BEHEPnSHEEOHGLLARD SN, F
7o, BREKTIEA ST S EAREOEMIE A ARBIC B W TED SNz, WEFERETIE,
BR D 100 mg/kg B THIE O EEIEINAN A 54, FAR AR/ N EE RO EDFFHIAE K230 537z,
ARBRIZBWTIE, 22 Bl dESHIMKTE) O 80 mgkg #ECHFIEOEEMMIASNIZHD
O, FAFEOIZZEMITED SN o s —RIS/NERLHE DI FRIREIE K IIARE O 720 O 4k
DEEFIETH 2 RBHHEEETTEEZREL TS 2 EMNZ N, BE T v TR, IR O R HHEE
WARTEHEN L THEST, TOLEDITHEINEOEANHEIHNAh>7zEEZ 6N TDED,
RREK D w BT, 100 mgkg BETEMREL, MEHENE, SHOBEELRENAZ SN, E
v b 80 mg/kg B THRKOEITED SNBMh-7. UL, TNSOEITDWLTIE
HROMEICERLUZsIREMEAD D, IEBMERREDEZRTIOLEFEVWENM /2. T4
HE, YTy FOTEABRTIE 100 mgkg BEOMEH TEIFEB DMK T, BRITEK, KRETR
EMB SR, 100 mg/kg BEDME /4 FIROME 2/4 IAFEECLTHED, iE Ty MMIHL 100 mgkg
BEEREEZSND T EMS, WIC 100 mgkg HHGDEE, MBI GEH T v FOFHNENE
B <HND EHEREINZ. UERD, Sy T 246-FU O /=) EHERIIKRS
T2 ERREKIC Il U TR Er L0 BB T 5 Z EAVRE XN/

3k

D [ o 246 0= o7 oy b ERLEELEZIC RS 28 1
MO REZE S SRR, RSt =B 0L 2R FRI GUR &5 8L660).
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Fig. 1 Body weight changes in juvenile male rats treated orally with 2,4,6-Trinitrophenol for 18 days
followed by 63-day withdrawal period.
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Fig. 2 Body weight changes in juvenile female rats treated orally with 2,4,6-Trinitrophenol for 18 days
followed by 63-day withdrawal period.
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Fig. 3 Food consumption in juvenile male rats treated orally with 2,4,6-Trinitrophenol for 18 days
followed by 63-day withdrawal period.
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Fig. 4  Food consumption in juvenile female rats treated orally with 2,4,6-Trinitrophenol for 18 days
followed by 63-day withdrawal period.



Study No. 49816

Clinical signs in juvenile rats ireated orally with 2,4, 6-Trinitrophenol for 18 days followed by 63-day withdrawal period

Table 1
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Study No. 49816

Table | - continued Clinical signs in juvenile rats treated orally with 2,4, 6-Trinitirophenol for 18 days followed by 63-day withdrawal period
Group , , Days
Sex and Clinical sign
dose 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37
Male Control Number of examined 6 6 6 6 ) 6 6 6 6 6 6 6 6 ] 6 i) 6 6 )
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 )
5 mg/kg Number of examined 6 6 6 ] 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Yellow coloration of hair 0 6 6 b 6 6 1] 6 6 6 6 6 6 6 6 6 6 6 6
Abnormality of tooth 0 0 0 D 0 0 0 0 0 0 0 0 0 0 ] 0 0 0 0
20 mg/ke Number of examined 6 6 6 ) 6 b 6 b 6 6 ) 6 6 6 6 6 6 6 6
No abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Yellow coloration of hair 6 6 6 6 6 b b 6 b b 6 6 6 b 6 6 6 6 ]
80 mg/kg Number of examined 6 6 6 6 6 6 6 6 6 6 § 6 6 6 6 6 6 6 6
No abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Yellow coloration of hair 6 6 b 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Female Control Number of examined b ] 6 ] 6 6 6 6 6 6 6 6 6 6 6 6 1] 6 6
No abnormality 6 6 6 6 6 6 6 6 6 ] 6 ] 6 6 6 6 6 0 6
5 mg/kg Number of examined ] 6 6 ] b 6 1] 6 6 ) 0 6 6 0 ) 6 b 6 6
No abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Yellow coloration of hair 6 6 ] 6 ] b 6 b 6 6 6 6 6 6 0 6 6 6 6
20 mg/kg Number of examined 6 6 6 6 6 6 6 b ) ) b 6 6 6 6 6 ] 6 6
No abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Yellow coloration of hair b 6 6 ] 6 6 b 6 6 6 6 6 6 ) 6 ) b ) 6
80 mg/ke Number of examined 6 6 6 6 6 6 6 6 6 6 6 6 ] 6 6 6 6 ] b
No abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0 ] 0 0 ] 0
Yeliow coloration of hair 6 ) 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6




1

Study No. 49816

Table 1 - continued Clinical signs in juvenile ratls ireated orally with 2,4, 6-Trinitropheno! for [8 days followed by 63-day withdrawal period
Group o ) Days
Sex and Clinical sign
dose 38 3% 40 41 42 43 44 45 46 47 48 49 50 51 52 53 54 55 56
Male Control Number of examined f 6 ) b 6 6 6 6 6 ) 6 6 6 6 6 ) 6 6 6
No abnormality 6 6 6 b 6 6 6 6 6 6 6 6 6 6 i) ) ) 6 6
5 mg/kg Number of examined ] ) 6 6 ] 6 6 6 ] 6 6 6 0 ) ) ] 6 6 6
No abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Yellow coloration of hair b ) ) 6 b 6 6 6 6 6 6 6 6 6 (] 1] 6 6 6
Abnormality of tooth 0 0 o ¢ 0 0 0 0 0 0 0 1 | 1 | | ] ] I
20 mg/kg Number of examined 6 6 6 6 6 6 6 6 6 ] b 6 0 6 6 6 6 6 6
No abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 ]
Yellow coloration of hair 6 6 6 6 6 6 6 6 6 6 b 6 6 b 6 6 6 ) 6
80 mg/kg Number of examined 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Yellow coloration of hair 6 6 6 ] ] il 6 6 6 b b 6 ] 6 0 6 6 6 ]
Female  Control Number of examined 6 6 6 6 6 6 6 6 6 6 ) 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 i 6 )
5 mg/kg Number of examined ] 6 ) ) 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Yellow coloration of hair 6 b b 6 6 6 6 b 6 6 6 6 6 6 6 6 6 6 6
20 mg/kg Number of examined 6 6 b 6 0 b 6 6 6 6 6 6 ] 6 6 6 6 ) 6
No abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Yellow coloration of hair 6 6 6 6 6 6 )] 1] 6 6 6 6 6 i) b 6 6 6 b
80 mg/kg Number of examined 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Yellow coloration of hair 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 b ] b
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Study No. 49816

Table 1 - continued Clinical signs in juvenile rats ireated orally with 2,4, 6-Trinitrophenol for (8 days followed by 63-day wilhdrawal period

Group ) Days
Sex and Clinical sign

dose 57 58 59 60 61 62 63 64 65 66 67 68 69 70 TU 72 T3 V4 1%
Male Control Number of examined

No abnormaliiy

5 mg/kg Number of examined
No abnormality
Yellow coloration of hair
Abnormality of footh

20 mg/kg Number of examined
No abnormality
Yellow coloration of hair

80 mg/ke Number of examined
No abnormality
Yellow coloration of hair

Female Control Number of examined
No abnormality

5 mg/kg Number of examined
No abnormality
Yellow coloration of hair
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20 mg/kg Number of examined
No abnormality
Yellow coloration of hair
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80 mg/kg Number of examined
No abnormality
Yellow coloration of hair
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Table 1 - continued

Clinical signs in juvenile rats treated orally with 2,4, 6-Trinitrophenol for 18 days followed by 63-day withdrawal period

Study No.49816

Group o ) Days
Sex and Clinical sign
dose 76 17 18 79 80 8!
Male Control Number of examined
No abnormality
5 mg/ke Number of examined
No abnormality
Yellow coloration of hair
Abnormality of tooih
20 mg/ke Number of examined
No abnormality
Yellow coloration of hair
80 meg/ke Number of examined

No abnormality
Yellow coloration of hair

Female Control

Number of examined
No abnormality

5 mg/kg

Number of examined
No abnormality
Yellow coloration of hair

20 mg/kg

Number of examined
No abnormality
Yellow coloration of hair

80 mg/kg

Number of examined
No abnormality
Yellow coloration of hair
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Study No. 49816

Body weights in juvenile rats treated orally with 2,4, 6-Trinitrophenol for 18 days followed by 63-day withdrawal period

Table 2
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Body weights in juvenile rats treated orally with 2,4,6-Trinitrophenol for 18 days followed by 63-day withdrawal period

Table 2 - continued

o
=4
-t
v
[oame]
o
-
[¥e)
o
el
=
= o2
< e
—
ST}
~~
-
ap
QL
EY
(=]
- L
]
o
(==
=)
-
o
~
=D
o
=]
o
o
= L
ST
= o
o =
L
R
w2

S —
ﬁn/mg

~ 4

T D
Y =]
[Srias]

= H

OC —
=38 sidw]
— D

=+

—
Do

4

SO =
O 2
H=Rap]

H

N
S 00—
[ag= R ]

H

SR ¥e)
N=dorhe

T

-+

T4

O <y
D OO

™ H

— D
O i
——

S H

Mean

Control

Male

— O
e\

= H

[ =28
U LD T
[N o)

~H

D
oS

F 4

O —
o — e

oD
oSS
L e

4

SN o
R ol
NN

=

oSO
O LT
L=rlan]

T H

o0 D
O = Lo

S+

oo o
D — —

SH

-
e

S H

N
Mean

5 mg/kg

—]
oS oo

=~

B =harl
O =D
o e

~H

—u
WYL

~H

[ ]
o

4

=3
(=fe o]
Lo e

H

-
o300
&~ =

2 H

S —
Hejo ol
OC

S H

o
o oo

= H

i —
oS

S H

oD
0 —oD

S

20 mg/kg

==
]

H

o

= H

D=}
B=lu gl
SO

2

N =
B =d =4
=3

H

=Y 2
=t e

i

[ap ke =)
o=
—=
H

—_—N]
OO
OO

H

[ )
W LD 2

T H

o~ o~
oo —
==
S

[andh s

=+

N
Mean

80 mg/kg

— )
=R =l g

TH

_ e
LD — D

S H

IO
OO

S H

oo
€ o e

T H

oo
O < —

T4

Seieel

H

oL
oo

~+H

=
oo

T H

Srker)
6.kd.9

=H

oo
oS
LD

—H

Mean

Female Control

25

€O —i

[=r RN}
oo

S H

S
65&

T H

DU
WO DL

T

h-aS |
e Y
D —

S

L2 O
Bl etiacs

—H

=i
WD — oD
OO =t

—H

[Medhs o)
LD LD ——
O —

—H

N
Mean

5 mg/kg

[ =
s
=ZH

[aa g}
L L L

XH

—
oo

=+H

e~
O OO LD

EH

Mean

20 mg/kg

VD~
R
D —

H

LS
O NILR

S+

S
o <t

S H

[ ¥ e}
LD <t

' H

o -
o — a3

ST+

=
o

S H

o=
> od 3
S —

—-H

= —
=+

cRa
6_:10.8

=+

< =

=+

N
Mean

80 mg/kg

%: PC0.05 (significanily different from control).



92

Study No. 49816
Table 2 - continued Body weighls in juvenile rats treated orally with 2,4, 6-Trinitrophenol for 18 days followed by 63-day withdrawal period

Group Body weighi{g) on day
Sex and
dose 71 14 78 81
Male Control N 6 6 6 6
Mean 474.0 493.5 503.0 518. 8
S.D. +44.0 +45.8 +45.2 +47.9
5 mg/kg N 6 6 6 6
ean 463.0 480.9 492.8 506.7
S.D. +42.1 +45.5 +46.4 +47.3
20 mg/ke N 6 6 6 ]
Mean 458.7 477.2 487.9 499. 4
S.D. +728.3 +128.8 +27.1 +20.6
80 mg/ke N 6 6 6 6
Mean 454.8 471.1 483.1 498.0
S.D. +37.8 +36.3 +35.3 +35.9
Female Contirol N 0 6 6 6
Mean 283.8 293.17 297.8 304.4
S.D. +18.3 +19.9 +£20.2 +20.9
5 mg/ke N 6 b 6 6
. Mean 287.5 294.1 299.3 308.0
S.D. +21.2 +20.8 +23.1 +20.2
20 mg/ke N 6 6 b 6
Mean 257, 8% 260. 1%% 205. 3% 271. 2%
S.D. +11.6 +13.3 +14.6 =11.6
80 mg/kg N 6 6 0 0
Mean 267.3 273.3 275.6 280. 8
S.D. +15.3 +15.3 +12.8 +18.6

%: PL0.05, #**: P<O.01 (significantly different from conirol).
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Food consumption in juvenile rats treated orally with 2,4, 6-Trinitrophenol for 18 days followed by 63-day withdrawal period

Table 3

Food consumption(g) on day
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Food consumption in juvenile rats ireated orally with 2,4,6-Triniirophenol for 18 days followed by 63-day withdrawal period

Table 3 - continued

Food consumption(g) on day
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Table 4

Postinatal differentiation in juvenile rats treated orally with 2,4,6-Trinitrophenol for 18 days
followed by 63-day withdrawal period

Study No.49816

Group and dose

Control

5 mg/kg

20 mg/kg

80 mg/ke

No.

No.

of male offspring
Pinna detachment
Piliation

Incisor eruption
Eyelid separation

Gait
Descensus testis

Cleavage of the balanopreputial gland

of female offspring
Pinna detachment
Piliation

Incisor eruption

Evelid separation
Gait
Vaginal opening

(4
(8
o
(1t
(15
(15
(21

(42
(43
(44
(45
(46

(4
(38
(10
(1
(15
(15
(42

days)
days)
days)
days)
days)
days)
days)

days)
days)
days)
days)
days)

days)
days)
days)
days)
days)
days)
days)

12/12 € 100 )
12/12 € 100 )
8/12 (66.67)
12/12 (100 )
12/12 ( 100 )
12/12 € 100 )
12/12 (100 )

2/6 (33.33)
3/6 (50.00)
4/6 (66.67)
6/6 ( 100 )

12/12 ( 100)
12/12 ( 100 )
9/12 (75.00)
12712 € 100 )
12/12 (100 )
12/12 ( 100)
6/6 (100 )

12/12 (100 )
12712 (100 )
12/12 ( 100 )

12/12 (100 )
12/12 (100 )
12712 (100 )

1/6 (16.67)
1/6 (16.67)
2/6 (33.33)
6/6 (100)

12712 (100 )
12/12 (100 )
6712 (50.00)
12712 (100 )
12/12 (100 )
12/12 ( 100 )
676 (100 )

12/12 (100 )
12/12 ( 100 )
8/12 (66.67)
12/12 ( 100 )
12/12 ( 100 )
12/12 (100 )
12712 (100 )

2/6 (33.33)
3/6 (50.00)
4/6 (66.67)
5/6 (83.33)
6/6 € 100)

12/12 ( 100 )
t2/12 ( 100 )
9/12 (75.00)
12/12 € 100 )
12/12 ( 100 )
12/12 € 100 )
676 ( 100 )

12/12 ( 100 )
12/12 ( 100 )
9/12 (75.00)
12/12 ( 100 )
12/12 ( 100)
12/12 ( 100)
12/12 € 10

3/6 (50.00)
3/6 (50.00)
3/6 (50.00)
5/6 (83.33)
6/6 ( 100 )

12/12 € 100 )
12712 ( 100 )
8/12 (66.67)
12/12 ( 160)
12712 ( 100)
12/12 ( 100 )
676 € 100)

%: P<0.05 (significantly different from control).

Values in parentheses represent percentages to the number of offspring examined.
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Table 5 Function fest in juvenile rais treated orally with 2,4,6-Trinitrophenol for 18 days

followed by 63-day withdrawal period

Study No. 49816

Group and dose

No. of male offspring

Righting reflex ( 5 days)
( 6 days)
Ipsilateral flexor reflex ( 5 days)

Visual placing (16 days)
Preyer's reflex 500 Hz (60 dB) (28 days)
Preyer’s reflex 20000 Hz (60 dB) (28 days)

No. of female offspring

Righting reflex (5 days)
( 6 days)
Ipsilateral flexor reflex ( 5 days)

Visual placing (16 days)
Preyer's reflex 500 Hz (60 dB) (28 days)
Preyer's reflex 20000 Hz (60 dB) (28 days)

Control

5 mg/kg

20 mg/ke

80 mg/ke

12/12 € 100)

12/12 ( 100 )
12/12 (100 )
6/6 ( 100 )
6/6 (100 )

12/12 € 100 )

12/12 (100 )
12/12 € 100 )
676 (100 )
6/6 (100 )

12712 € 100 )

12/12 ( 100 )
12/12 € 100 )
6/6 ( 100 )
676 ( 100 )

11712 (91.67)
12712 ( 100 )
12/12 € 100 )
t2/12 (100 )
6/6 (100 )
6/6 ( 100 )

10/12 (83.33)
12/12 ( 100 )
12/12 ( 100 )
12712 ( 100)
6/6 ( 100 )
6/6 (100 )

10/12 (83.33)
12/12 ( 100 )
12/12 ( 100 )
12/12 ( 100 )
676 € 100 )
6/6 ( 100 )

12712 ( 100 )

12/12 € 106 )
12/12 (100 )
6/6 ( 100 )
6/6 ( 100 )

10/12 (83.33)
12/12 ( 100 )
12/12 ( 100 )
12/12 (100 )
6/6 € 100 )
6/6 ( 100 )

Not significantly different from control.

Values in parentheses represent percentages to the number of offspring examined.
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) Study No. 49816
Table 6 Urinary findings in juvenile rais treaied orally with 2,4, 6-Trinitrophenol for 18 days followed by 63-day withdrawal period

Group Urine volume Osmotic pressure Specific gravity
Sex and
dose (mL/24hr) (0sm/ke)
Male Control N 6 6 6
Mean 23.2 1. 354 1. 041
S.D +6.3 +0.232 +0.008
5 mg/kg N 6 6 6
Mean 20. 8 1.338 1. 040
S.D. +5.6 +0.439 +0.014
20 mg/ke N 6 6 6
Mean 19.2 1.436 1.044
S.D. +5.1 +0.344 +0.010
80 mg/kg N 6 6 6
Mean 25.0 0.999 1.031
S.D. 4.0 +0. 262 +0.008
Female Control N 6 6 6
Mean 9.6 1.371 1.042
S.D. +2.2 +0.312 +0.010
5 mg/kg N 6 6 6
Mean 11.6 1. 287 1.040
S.D. +2.4 +0. 148 +0.005
20 mg/kg N 6 6 6
Mean 13.4 1.231 1.038
S.D. +9.7 +0.332 +0.010
80 mg/kg N 6 6 ]
Mean 10.8 1. 188 1. 037
S.D. +2.2 +0.198 +0.007

Not significantly different from control.
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Study No. 49816

Table 6 - continued Urinary findings in juvenile rats treated orally with 2,4, 6-Trinitrophenol for 18 days followed by 63-day withdrawal period

Group Number Color pH Protein Glucose Ketone body
Sex and of

dose animals

Y 6.5 7.5 8.0 8.5 + T ++ 1t - -

Male Control 6 0 6 0 1 5 0 0 3 3 0 6 6

5 mg/ke 6 L 5 0 1 4 1 | 1 3 1 6 )

20 mg/ke 6 1 5 0 0 6 0 1 1 4 0 ) 6

80 mg/kg 6 2 4 0 0 5 1 0 3 3 0 6 6
Female Control 6 0 6 0 3 3 0 2 0 0 0 6 6

5 mg/kg 6 0 ] 1 A 3 0 4 0 0 0 6 0

20 mg/kg b 1 5 1 0 4 1 0 1 0 0 6 6

30 mg/kg ] 0 ) 0 2 3 1 2 0 0 0 6 6

Abbreviation: PY, pale vellow; Y, yellow.
Grade sign: -, none; &, traee; +, mild: ++, moderate: +++, marked
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Study No. 49816

Table 6 - continued Urinary findings in juvenile rais {reated orally with 2,4,6-Trinitrophenol for 18 days followed by 63-day withdrawal period

Group Number Bilirubin Occult blood Urobilinogen
Sex and of (mg/dL)

dose animals

- - ++ +4 <1

Male Control 6 6 6 0 0 6

5 ng/kg 6 6 5 0 1 6

20 mg/kg 6 6 5 1 0 ]

80 mg/kg 6 ] 6 0 0 6
Female Control 6 6 6 0 0 6

5 mg/keg 6 6 6 0 0 6

20 mg/kg 6 6 6 0 0 6

80 mg/kg 6 b 6 0 0 6

Grade sign: -, none; %, trace; +, mild:; ++, moderate: +++, marked
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Table 6 - continued Urinary findings in juvenile rats treated orally with 2,4,6-Trinitrophenol for 18 days followed by 63-day withdrawal period
Group Number Urinary sediment

e dose ag{ma]s Epithelial cells Erythrocytes Leukocytes Casts Crystals

- - - - - b H

Male Control 6 6 6 0 6 6 4 | l 0
5 mg/kg b 6 5 1 6 6 3 1 1 1
20 mg/kg 6 6 5 1 6 i 6 0 0 0
80 mg/kg ) 6 6 0 b 6 5 0 1 0

Female Control 6 6 6 0 6 6 3 ! 0 0
5 mg/ke 6 6 6 0 6 b b 0 0 0
20 mg/kg 6 6 6 0 b b b 0 0 0
80 meg/kg 6 6 6 0 6 6 6 0 ] 0

Grade signs are as follows.

Epithelial cells: -, ¢ 3/field; t, 3/field < and < 10/field; ++, 10/field < and < 20/field; +++, = 20/field.
Erythrocytes - C10/Hield: F, o 10/field < and < 30/field: ++, 30/field < and < 100/field: F+, countless.
Leukocyles - 3/Tield: 4, 3/field < and < 20/field: ++, 20/field < and < 40/field: +++, = 40/field.
Casis -, none; 1, = 1/all field. _ A

Crystals co-, < 10/1teld; +, 10/field £ and < 20/field; 4+, 20/field = and < 30/field; +++, countless.
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Table 7 Hematological findings in juvenile rats treated orally with 2,4, 6-Trinitrophenol for 18 days
g Grgup Leukocytes Erythrocytes Hemoglobin Illemafocrit MCV MCH MCHC Platelets
ex an
dose (102 /ul) 0% /pul) (g/dL) 3] (fL) (pg) ® 0 /ul)
Male Control N 6 6 6 6 6 b b 6
Mear 63 488 9.1 33.3 69 18.7 21.3 119.1
S.D. +16 +34 +0.6 +2.0 +5 +1.6 0.7 +9.5
5 mg/kg N 6 6 6 6 6 6 6 6
Mean 66 492 9.1 33.3 68 18.7 27. 4 118.4
S.D. +8 +39 0.5 +1.3 +) +1.8 +0.8 +4.6
20 mg/kg N 6 6 6 6 6 6 6 6
Mear 62 482 8.9 32.6 68 18.5 27.3 111.2
S.D. 15 +36 +0.6 +1.9 *? 0.8 +0.8 +5.8
80 meg/kg N 6 6 6 6 6 6 6 6
Mean 74 499 9.1 33.8 68 18.1 26.8 109.1
S.D. +37 +20 +0.7 +2.2 +4 +1.1 +0.5 +11.9
Female Control N 6 6 6 6 6 6 6 6
Mean 66 480 9.1 32.8 68 18.9 27.8 117.8
S.D. +129 +13 +1.1 3.4 +6 +1.9 +0.7 +7.0
5 mg/ke N 5 5 5 5 5 5 5 5
Mean 61 504 9.7 34.6 69 19.2 27.9 113.9
S.D. +15 +23 +0.9 +2.3 +3 +1.0 +0.7 +14.8
20 mg/kg N 6 6 6 6 6 6 6 6
Mean 65 496 9.2 33.5 68 18.6 27.5 107.9
S.D. +19 +21 +0.7 +2.0 +4 +1.5 0.7 +11. ]
80 meg/kg N 6 6 6 6 6 6 6 6
Mean 85 499 9.3 34.6 70 18.6 26. 8 109.2
S.D. +31 +30 +0.9 +2.1 +4 +1.5 +1.2 T14.6

Not significantly different from control.
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Table 7 - continued Hematological findings in juvenile rats treated orally with 2,4, 6-Trinitropheno! for 18 days
Group Differential Teukocyie count
Sex and - - - :
dose Eosinophi} Stab neutrophi! Segmented neutrophil Lymphocyte Basophil Monocyte
&) %) €9 * ) %)
Male Control N ] 6 ] ] 6 6
Mean 0.5 0.3 17.8 79.5 0.0 1.8
S.D. +0.8 +0.8 +2.3 +2.6 +0.0 +0.8
5 mg/kg N 6 6 6 6 6 ]
Mean 0.5 0.5 18.3 79.0 0.0 1.7
S.D. +0.5 +0.5 +2.4 +2.1 +0.0 +1.0
20 mg/ke N 6 6 6 6 6 6
Mean 0.3 0.2 18.3 18.1 0.0 2.5
S.D. +0.5 +0.4 £5.0 +6.1 +0.0 +1.5
80 me/kg N 6 6 6 6 b 6
Mean 0.5 0.3 19.7 76. 2 0.0 3.3
S.D. £0.5 +0.5 +1.4 +2.3 +0.0 +1.0
Female Control N 6 ) b 6 ) 6
Mean 0.5 0.8 16.5 79.7 0.0 2.5
S.D. +0.8 +0.8 +4.7 +5.3 +0.0 +1.9
5 mg/kg N 6 6 6 6 6 ]
Mean 0.7 0.1 16. 7 81.0 0.0 1.0
S.D. +0.8 +0.8 +5.2 £5.0 +0.0 +0.9
20 mg/kg N 6 6 6 ) 6 )
Mean 0.7 0.7 16.5 80. 7 0.0 1.5
S.D. +0.8 +0.8 +6.0 +6.7 +0.0 +1.5
80 mg/kg N 6 6 6 ] b 6
Mean 0.7 0.2 20.2 76.7 0.0 2.3
S.D. +0.5 +0.4 +9.4 +10.9 +0.0 +1.5

Not significantly different from control.
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Table 8 Hematological findings in juvenile rats treated orally with 2,4,6-Triniirophenol for 18 days followed by 63-day withdrawal period
Grgup Leukacyles Erythrocytes Hemoglobin Hematocrit MCY MCH MCHC Platelets PT APTT
Sex an
dose (102 /L) (104 /ul) (g/dl) %) (fL) (pg) %) (104 /ul) (sec) (sec)
Male Control N 6 6 6 6 6 6 6 6 6 6
Mean 69 869 14.8 417.2 54 17.1 31.5 100.0 15.1 22.9
S.D +7 +37 +0.5 +1.8 ) +0.5 +0.8 +11.6 +1.9 +1.4
5 mg/kg N b 6 b 6 6 ] 6 6 b 6
Mean 66 810% 14.7 46. 4 57 17. 9% 31.6 89, 6 14,4 22.1
S.D. +4 +24 +0.8 +2.4 +2 +0.6 +0.4 +5.3 +2.1 +2.6
20 mg/kg N 6 0 ] 6 6 6 6 6 6 )
Mean 16 846 15.2 47.1 57 18. 0% 31.8 95.2 15.0 21.4
S.D. +8 +38 +0.6 +7.1 +2 +0.5 +0.3 +6.8 +2.9 +4.1
80 meg/ke N 6 6 6 6 6 6 6 ] 6 b
Mean 79 811% 14.4 45.9 56 17.17 31.4 94,8 13.4 20. 1%
S.D. +18 +26 +0.6 +1.5 +) +0.6 +0.8 +13.7 +1.4 +0.9
Female Comirol N 6 b b ] ] 6 6 6 ) 6
Mean 54 798 14.5 45.6 57 18.2 31.8 103. 3 12.2 17.6
S.D. +13 +120 +0.4 +0.9 +1 +0.3 +0.5 +9.3 +0.6 +1.2
5 mg/kg N 0 6 6 6 6 6 6 6 6 6
Mean 63 768 14.0 44.0 57 18.3 31.9 99. 7 12,1 18.5
S.D. +20 +34 +0.5 +1.4 +1 +0.4 +0.1 +7.6 +0.5 +1.1
20 mg/kg N 6 6 6 6 6 6 6 6 6 6
Mean 53 820 14.5 46.0 56 17.17 31.6 98.9 11.7 17.4
S.D. +117 +48 +0.7 +2.2 +2 +0.5 £0.5 +7.8 +1.0 +1.9
80 mg/kg N 6 6 i) 6 6 6 6 6 6 6
Mean 51 805 14.5 45.4 56 18.0 31.8 96.9 12.3 17.6
§.D. +12 +30 +0.5 +1.4 +1 +0.4 +0.6 +1.8 +0.5 +1.0

£ PC0.05 (significantly different from conirol).
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Table 8 - continued Hematological findings in juvenile rats treated orally with 2,4, 6-Trinitrophenol for 18 days followed by 63-day withdrawal period
Group Differential leukocyte count
Sex and
dose Fosinophil Stab neutrophil Segmented neutrophil Lymphocyte  Basophil Monocyte
% 03 ® ) ) )
Male Control N 6 6 ) 6 6 6
Mean 1.2 0.2 10.3 86.3 0.0 2.0
S.D. +1.0 +0.4 +2.17 +2.7 +0.0 +1.1
5 mg/kg N 6 6 6 6 ) 6
Mean 0.8 0.2 8.0 §89.3 0.0 1.7
S.D. +0.8 +0.4 +1.8 2.3 +0.0 +0.8
20 mg/kg N 6 6 6 6 6 6
Mean 1.2 0.0 9.0 87.7 0.0 2.2
S.D. +0.8 +0.0 +3.5 +4.5 +0.0 +1.6
80 me/kg N 6 6 6 6 6 6
Mean 0.8 0.0 10.5 87.3 0.0 1.3
S.D. +0.8 +0.0 +4.1 +5.1 +0.0 +1.8
Female Control N 6 6 6 6 6 6
Mean 1.0 0.2 9.8 87.5 0.0 1.5
S.D. +0.6 +0. 4 +3.3 +4.4 +0.0 1.5
5 mg/kg N 6 6 6 6 6 6
Mean 1.0 0.0 8.0 §0. 2 0.0 0.8
S.D. +0.6 +0.0 +3.9 +3.17 0.0 +0.8
20 mg/ke N 6 6 6 6 6 6
Mean 0.5 0.0 8.3 90.3 0.0 0.8
S.D. +0.8 +0.0 +3.1 +3.8 +0.0 +0.8
80 mg/kg N ] 6 6 6 6 6
Mean 1.5 0.0 10.0 87.3 0.0 1.2
S.D. +1.0 +0.0 +4.8 +5.8 +0.0 +1.2

Not significantly different from control
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Table 9 Biochemical findings in juvenile rats ireated orally with 2,4,6-Trinitrophenol for 18 days
g Grgup T.Protein Albumin A/G ratio T.Bilirubin GOT GPT 7 -GTP ALP T.Cholesterol
ex an
dose (g/dL) (g/dL) (mg/dL) (/L) (14/1) (1u/L) (1u/1) (mg/dL)
Male Control N 6 6 6 6 6 6 6 6 6
Mean 4.1 3.6 3.39 0.0 97 23 0.3 916 107
S.D. +0.2 0.2 +0.37 +0.0 +5 £2 +0.3 06 +11
5 mg/ke N 6 6 6 6 ) ] 6 6 6
Mean 4.1 3.6 3.32 0.0 96 24 0.3 881 97
S.D. +0.3 +0.1 +0.41 +0.0 +38 +4 +0.2 +171 +38
20 mg/kg N 6 ) ] 6 6 6 6 6 6
Mean 4.6 3.5 3.51 0.0 91 24 0.4 931 104
S.D. +0.2 +0.1 +0.32 +0.0 +6 *5 +0.4 +173 +8
80 mg/ke N ) i 6 6 6 6 0 ) 6
Mean 4.6 3.0 3. 43 0.0 98 23 0.2 869 97
S.D. +{0.2 +0.1 +0.29 0.0 +13 +4 +0.1 + 178 + 14
Female Control N ) 6 6 6 6 6 6 6 6
Mean 4.6 3.5 3.26 0.0 112 23 0.3 889 109
S.D. +0.2 +0.1 +0.48 +0.0 +723 +4 +0.3 £ 130 +16
5 mg/kg N 6 6 b 6 6 6 6 6 6
Mean 4.5 3.4 3.29 0.0 107 23 0.3 783 100
S.D. +0.3 £0.2 +0.37 +0.0 +27 +2 +0.2 +124 *+15
20 mg/kg N 6 6 ] 6 ] 6 6 ] 6
Mean 4.5 3.5 3.56 0.0 103 21 0.1 795 102
S.D. +0.2 +0. 1 +40.51 +0.0 +9 *2 +0.1 +139 +9
80 mg/kg N 6 6 ] 6 6 b 6 6 6
Mean 4.6 3.6 3.57 0.0 95 22 0.2 856 100
S.D. +0.1 +0.1 +0.43 +0.0 +9 +1 +0.1 +130 +12

Not significantly different from control.
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Table 9 - continued Biochemical findings in juvenile rats treated orally with 2,4, 6-Triniirophenol for 18 days
g Grgup Triglycerides Phospholipids Glucose BUN Creatinine 1P Ca Na K
ex an
dose (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (m€a/L) (mEq/L)
Male Control N ] 6 b 6 ) 6 6 ) 6
Mean 138 211 157 13. 4 0.4 10. 2 11.3 143. 2 4.18
S.D. +64 +30 +11 +0.8 +0.0 +0.4 +0.3 £0.9 +0.30
5 mg/kg N 6 6 ] ) 6 ] 6 ) 6
Mean 116 190 161 14.3 0.4 10.0 11.2 143. 6 4,14
S.D. +40 +15 *11 1.0 +0.1 +0.4 +0.3 +£0.7 +0.19
20 mg/kg N 6 6 6 ] 6 6 6 b 6
Mean 129 206 151 14. 8 0.4 10.1 11.4 143.2 4,18
S.D. +54 +20 +5 +2.4 +0.1 +0.7 £0.4 1.0 +0.24
80 me/kg N b 6 6 6 6 6 ) 6 b
Mean 155 201 150 15.6 0.4 9.7 11.3 142. 6 4,59
S.D. +67 +25 £6 +2.2 +0.0 *0.5 0.4 *1.4 +0.21
Female Conirol N 6 6 ) 6 6 6 6 6 6
Mean 99 208 155 16.3 0.4 10.1 1.1 144.3 4,85
S.D. +53 *17 +8 +2.17 +0.0 +0.3 +0.2 1.1 +0.42
5 mg/ke N i 6 6 6 6 6 6 6 i
Mean 97 192 162 15.5 0.4 10.1 10.7 144.0 4.96
S.D. +49 +26 +16 +2.5 +0.1 +0.4 +0.4 +1.3 +0.44
20 mg/kg N 6 6 6 6 6 6 6 6 6
Mean 82 197 156 14.6 0.4 10.2 11.0 143.5 4,94
S.D. +20 +15 +10 +1.9 +0.1 +0.4 +0.2 +1.17 +0.32
80 mg/kg N 6 1] 6 6 6 6 6 6 6
Mean 133 206 153 16.5 0.4 10.1 11.3 143.7 4. 79
S.D. +31 +24 +1 +1.7 +0.0 +0.4 +0.3 +1.2 +0.52

Not significantly different from conirol.
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Table 9 - continued Biochemical findings in juvenile rats treated orally with 2,4, 6-Trinitrophenol for 18 days
Group Cl
Sex and
dose (mEq/L)
Male Control N 6
Mean 103. 7
S.D. +1.3
5 mg/ke N 6
Mean 104.7
S.D. +0.9
20 mg/kg N 6
Mean 104. 3
S.D. +1.1
80 mg/kg N 6
Mean 103. 2
S.D. +0.8
Female Control N 6
Mean 105.6
S.D. +0.9
5 mg/ke N 6
Mean 104. 5
S.D. +1.1
20 mg/kg N 6
Mean 104. 2
S.D. +1.5
80 mg/kg N 6
Mean 104.0
S.D. +1.17

Not significantly different from control.
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Table 10 Biochemical findings in juvenile rats treated orally with 2,4,6-Trinitrophenol for 18 days followed by 63-day withdrawal period

g Grgup T.Protein Albumin A/G ratio T.Bilirubin GOT GPT 1 -GTP ALP T.Cholesterol
ex an
dose (g/dL) (g/dL) (mg/dL) (/L) (1u/L) (/1) (/1) (mg/dL)
Male Control N b b b 6 0 0 6 6 6
Mean 5.6 3.8 2.19 0.0 82 20 0.7 267 46
S.D. +0.1 +0. 1 +0.27 +0.0 +10 +2 +1. 1 +55 18
5 mg/kg N 6 6 ] 6 6 6 6 6 6
Mean 5.6 3.9 2.3 0.0 76 19 0.6 253 61
S.D. +0.2 +0.2 +0.23 +0.0 +8 +3 +0.3 +49 +12
20 mg/ke N 6 6 6 6 6 6 6 6 6
Mean 5.5 3.8 2.17 0.0 89 21 0.7 250 58
S.D. +0.3 +0.2 +0. 31 £0.0 +11 +3 +0.2 +21 +23
80 mg/kg N 6 ) 6 6 6 b ) 6 6
Mean 5. 3% 3.7 2.31 0.0 79 19 0.4 260 61
S.D. +0.3 +0.2 +0.43 +0.0 +7 +1 +0.3 +28 +15
Female Control N 6 0 b 6 6 6 6 6 6
Mean 5.6 4.0 2.52 0.0 76 17 0.8 164 51
S.D. +0.2 +0.2 +0.22 +0.1 +11 +1 +0.4 + 30 +7
5 mg/kg N 6 6 6 6 6 6 6 6 6
Mean 5.6 3.9 2.43 0.1 78 16 0.9 145 62
S.D. +0.3 +0.3 +0.37 +0.1 +7 +3 +0.4 +25 +21
20 mg/kg N 6 ) 6 b 6 6 6 6 6
Mean 5.7 4.2 2.85 0.1 76 15 0.8 162 61
S.D. +0.3 £0.3 +0.56 +0.1 *12 *1 +0.2 +15 +12
80 mg/kg N 6 ) 6 6 6 6 6 6 6
Mean 5.8 4,2 2.64 0.0 73 18 0.9 158 60
S.D. +0.2 +0.2 £0.35 0.0 +14 +4 +0.3 +19 +10
¥: P<0.05 (significantily different from control).
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Table 10 - continued Biochemica! findings in juvenile rats trealed orally with 2,4, 6-Trinitrophenol for 18 days followed by 63-day withdrawal period
Grgup Triglycerides Phospholipids Glucose BUN Creatinine IP Ca Na K
Sex an
dose (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mEq/L) (mBa/L)
Male Control N 6 6 6 6 6 6 6 6 6
Mean 53 93 133 14.8 0.4 7.1 10.3 144.5 4,12
S.D. +6 +11 +11 +1.8 +0.0 £0.3 +0.1 +1.1 +0.23
5 mg/kg N 6 i) 6 6 6 6 6 6 6
Mean 38 107 133 17.5 0.5 7.1 10.0 145. 3 4,06
S.D. 17 +15 +13 £3.2 +0.1 +0.7 +0.1 +0.8 +0.24
20 mg/kg N ) 6 6 6 6 ] 6 6 6
Mean 67 107 140 16.2 0.5 7.2 10.1 144.5 4,23
S.D. +22 +129 +16 +2.4 +0.1 +0.2 +0.3 +0.9 +0.14
80 mg/kg N b ) 6 6 ) 6 6 ) 6
Mean 46 108 130 17.1 0.4 7.2 10. 0% 144. 7 4,08
S.D. +21 +19 +15 +2.9 +0.0 +0.4 +0.2 +1.4 £0.21
Female Control N 6 6 6 6 6 6 ) 6 6
Mean 18 103 112 16.9 0.5 6.5 10.0 144.5 4.10
S.D. +7 +12 +10 +1.6 +0.0 +0.6 +0.3 +1. +0.40
5 mg/ke N 6 6 6 ) ) 6 6 6 6
Mean 18 124 108 16.8 0.5 7.0 9.9 144.5 3.94
S.D. +9 +36 +8 +1.2 +0.1 £0.5 +0.3 +0.5 +0.17
20 mg/kg N i) 6 6 6 6 6 6 6 6
Mean 21 126 [19 15.6 0.5 7. 6%% 10.0 144. 1 4,23
S.D. +10 +20 +13 +3.0 +0.1 +0.5 +0.3 +1.0 +0.42
80 mg/kg N 6 6 6 6 6 6 6 ) b
Mean 22 120 117 18.4 0.5 6.9 10.2 144. 7 4.18
S.D. +11 +13 +12 +7.4 +0.1 +0.4 +0.2 +1.2 +0.15

%: PC0.05, #%: P<O.01 (significantly different from control).
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Table 10 - continued Biochemical findings in juvenile rats treated orally with 2,4,6-Trinitrophenol for 18 days followed by 63-day withdrawal period
Group Cl
Sex and
dose (mEq/L)
Male Control N ]
Mean 104. 6
S.D. +2.1
5 mg/ke N )
Mean 104. 9
S.D. +1.7
70 mg/kg N 6
Mean 104. 3
S.D +1.1
80 mg/ke N 6
Mean 104.7
S.D +1.2
Female Control N 6
Mean 109.0
S.D +1.2
b mg/kg N 6
Mean 107.5
S.D. *1.5
20 mg/kg N 6
Mean 107.5
S.D. +1.0
80 mg/kg N 6
Mean 107.8
S.D. +2.5

Not significantly different from control
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Table 11 Necropsy findings in juvenile rats ireated orally with 2,4, 6-Trinitrophenol for 18 days
Sex Male
Group and dose Control 5 mg/kg 20 mg/ke 80 mg/kg
Necropsy timing Scheduled Dead Total Scheduled Dead Total Scheduled Dead Total Scheduled Dead Total

Organs and findings Number of animals 6 0 6 0 0 6 6 0 6 6 0 i)

Infegumentary system

Integument
Coloration, hair, yellow 0 0 0 6 0 6 b 0 6 6 0 6

No appreciable changes in all other organs and fissues
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Table 11 - continued Necropsy findings in juvenile rats treated orally with 2,4,6-Trinitrophenol for 18 days
Sex Female
Group and dose Control 5 mg/kg 20 mg/kg 80 mg/kg
Necropsy timing Scheduled Dead Total Scheduled Dead Total Scheduled Dead Total Scheduled Dead Total
Organs and findings Number of animals 6 0 6 6 0 6 ) 0 0 b 0 6
Integumentary system
Integument )
Coloration, hair, yellow 0 0 0 6 0 6 6 0 6 6 0 6

No appreciable changes in all other organs and tissaes.
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Table 12 Necropsy findings in juvenile rals ireated orally with 2,4,6-Trinitrophenol for 18 days followed by 63-day withdrawal period
Sex Male
Group and dose Control 5 mg/kg 20 mg/ke 80 mg/ke
Necropsy timing Scheduled Dead Total Scheduled Dead Total Scheduled Dead Total Scheduled Dead Total
Organs and findings Number of animals ] 0 b 6 0 6 ] 0 6 6 0 6
Urinary system
Kidney
Dilatation,pelvic cavily 0 0 0 0 0 0 0 0 0 0 0 0
Genital system
Testis
Small 0 0 0 0 0 0 2 0 2 0 0 0
Enlargement | 0 1 0 0 0 0 0 0 0 0 0
Epididymis
Macule, light yellow 0 0 0 0 0 0 0 0 0 1 0 ]
Small 0 0 0 0 0 0 ] 0 | 0 0 0
Integumentary system
Integument
Coloration, hair, yellow 0 0 0 ] 0 ] 6 0 6 6 0 6

No appreciable changes in all other organs and tissues
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Table 12 - continued Necropsy findings in juvenile rats treated orally with 2,4, 6-Trinitrophenol for 18 days followed by 63-day withdrawal period
Sex Female
Group and dose Control 5 mg/kg 20 mg/ke 80 mg/kg

Necropsy timing Scheduled Dead Total Scheduled Dead Total Scheduled Dead Total Scheduled Dead Total

Organs and findings Number of animals ] 0 6 6 0 6 ) 0 0 ] 0 6

Urinary system
Kidney .
Dilatation,pelvic cavity 0 0 0 | 0 1 0 0 0 0 0 0

Genital system
Testés I NA NA NA NA NA NA NA NA NA NA NA NA
ma
Enlargement
Epididymis NA NA NA NA NA NA NA NA NA NA NA NA
gac?{e,llght vellow
ma

Integumentary sysiem
Integument .
Coloration, hair, yellow 0 0 0 0 0 0 6 0 6 b 0 6

NA, not applicable. . )
No appreciable changes in all other organs and tissues
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Organ weights in juvenile rals treated orally with 2,4,6-Trinitropheno! for 18 days

Table 13

Heart

Thyroids
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Brain
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Organ weights in juvenile rats treated orally with 2,4,6-Trinitropheno! for 18 days

Table 13 - continued

Spleen

Liver
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Lungs
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Organ weights in juvenile rats treated orally with 2,4, 6-Trinitrophenol for 18 days

Table 13 - continued

Adrenals Epididymides Tesies

Kidneys
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Table 13 - continued

Organ weights in juvenile rats treated orally with 2,4,6-Trinitrophenol for 18 days

Study No. 49816

Group
Sex and
dose

Ovaries

(ng) {mg/100gB. ¥.)

Male Control

5 mg/kg

20 mg/kg

80 mg/kg

Female Control

5 ng/kg

20 mg/ke
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S.D.
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Organ weights in juvenile rats treated orally with 2,4,6-Trinitrophenol for 18 days followed by 63-day withdrawal period

Table 14
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Organ weights in juvenile rats treated orally with 2,4,6-Trinitrophencl for 18 days followed by 63-day withdrawal period

Table 14 - continued
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Organ weights in juvenile rats ireated orally with 2,4,6-Triniirophenol for 18 days followed by 63-day withdrawal period

Table 14 - coniinued
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Table 14 - continued

Organ weights in juvenile rafs treafed orally with 2,4,6-Trinitropheno! for 18 days followed by 63-day withdrawal period

Study No. 49816

Group Ovaries
Sex and
dose
(mg) (mg/100gB. V.)
Male Control N
Mean
S.D.
5 mg/kg N
Mean
S.D.
20 mg/ke N
Mean
S.D.
80 mg/ke N
Mean
S.D.
Female Conirol N 6 b
Mean 87.9 31,5
S.D. +13.2 +3.4
5 mg/kg N 6 6
Mean 84.3 29.8
S.D. +10.9 +4.0
20 mg/kg N ) 6
Mean 5.1 30.2
S.D. +15.0 +6.1
80 mg/kg N 6 6
Mean 71.8 27.9
S.D. +10.7 +3.4

Not significantly different from control.
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Table 15 Histopathological findings in juvenile rats treated orally with 2,4,6-Trinitrophenol for t8 days
Sex Male
Group and dose Conirol 5 mg/ke 20 mg/ke 80 mg/kg
Number of animals 6 6 6 )

Organs and findings

-ttt 4+t Total -+t 44t Total -+ H Ht Total - 4+ 41+t Total
Urinary system
Kidney . (6 0) (0 (6)
Dilatation, tubule, focal o L0 0 1 20 0 /

Not significantly different from control

Grade sign: -, none; +, mild; ++, moderate; +++, marked

Figures in parentheses are number of animals with tissues examined histopathologically. )

There are no remarkable changes in the liver, lung, thymus, spleen, heart, testis, epididymis, pituitary, thyroid, adrenal and brain
in control and 80 mg/kg groups, and in the integument in 80 mg/kg group
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Study No.49816

Table 15 - continued Histopathological findings in juvenile rats freated orally with 2,4,6-Trinitrophenol for 18 days
Sex Female
Group and dose Conirol 5 mg/kg 20 mg/ke 30 mg/kg
Number of animals 6 6 6 6

Organs and findings

- b Total - b+ Total -+t Total -+ 4+t Ht Total
Urinary system
Kidney (6) )] () (6)
Dilatation, tubule, focal 4 2 0 0 2 5 1 0 0 ]

Not significantly different from control.
Grade sign: -, none; +, mild; ++, moderate; +t+, marked. _ ,
Figures in parentheses are number of animals with tissues examined histopathologically.

There are no remarkable changes in the liver, lung, thymus, spleen, heart, ovary, pituitary, thyroid, adrenal and brain in conirol

and 80 mg/kg groups, and in the integument in 80 mg/kg group.



65

Study No. 49816
Table 16 Histopathological findings in juvenile rats treated orally with 2,4,6-Trinitrophenol for 18 days followed by 63-day withdrwal period

\ Sex Male
Group and dose Conirol 5 mg/kg 20 mg/kg 80 mg/kg
Number of animals b ] 6 6
Organs and findings
- + ++  ++ Total - ¢+ ++ +++ Total - + + ++ Total - ¥ ++ +++ Total
Urinary system
Kidney . _ (6) () ) (6)
Dilatation,pelvic cavity b 0 0 0 0 6 0 0 0 0
Mineralization 6 0 0 0 0 6 0 0 0 0

Genital system

Testis o (6) 0 @ (6)
Atrophy, seminiferous tubule 6 0 0 0 0 0 0 0 2 2 6 0 0 0 0
Dilatation, seminiferous tubule 5 1 0 0 1 2 0 0 0 0 6 0 0 0 0

Epididymis (6) (0) (1) (6)
Decrease, sperm, lumen 6 0 0 0 0 0 0 0 1 1% 6 0 0 0 0
Debris, germ cell, lumen 6 0 0 0 0 0 1 0 0 1% 6 0 0 0 0
Granuloma, spermatic 6 0 0 0 0 | ( 0 0 ( 5 l 0 0 [

Nervous sysiem

Cerebrum . (6) (0 () (6)

Dilatation, ventricle 5 I 0 0 { 6 0 0 il ]

%: P0.05 (significantly different from control).

Grade sign: -, none; +, mild; ++, moderate; +++, marked

Figures in parentheses are number of animals with tissues examined histopathologically.

There are no remarkable changes in the liver, lung, thymus, spleen, heart, pituitary, thyroid, adrenal and cerebellum in control
and 80 mg/kg groups, and in the integument in 80 mg/kg group.
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Study No. 49816

Table 16 - continued Histopathological findings in juvenile rats treated orally with 2,4,6-Trinitrophenol for 18 days followed by 63-day withdrwal period
\ Sex Female
Group and dose Control 5 mg/ke 20 mg/kg 80 mg/ke
Number of animals 6 6 6 6

Organs and findings
- + ++ 4+ Total - + ++ +++ Total - + +H H+ Totlal - + ++ +t Total

Urinary system

Kidney . . _ (6) (1 0) (6)
Dilatation,pelvic cavity ] 0 0 0 0 0 1 0 0 1% 6 0 0 0 0
Mineralization 3 3 0 0 3 ! 0 0 0 0 b 0 0 0 0

Genital system

Testis NA NA NA NA
Atrophy, seminiferous tubule
Dilatation, seminiferous tubule

Epididymis NA NA NA NA
Decrease, sperm, lumen
Debris, germ cell, lumen
Granuloma, spermatic

Nervous system )

Cerebrum (6) (0) (0) (6)

Dilatalion, ventricle 6 0 0 0 0 6 0 0 0 0

%: P<0.05 (significantly different from conirol).

Grade sign: -, none; +, mild; ++, moderate; +++, marked

NA, not applicable.

Figures in parentheses are number of animals with tissues examined histopathologically.

There are no remarkable changes in the liver, lung, thymus, spleen, heart, ovary, pituitary, thyreid, adrenal and cerebellum
in control and 80 mg/kg groups, and in the integument in 80 mg/kg group.
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Appendix 1

Individual clinical signs in juvenile male rats treated orally with 2,4, 6-Trinitrophenal for

Study No.49816

18 days followed by 63-day withdrawal period
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Clinical sign: -, No abnormality; a, Yellow coloration of

hair: b, Abnormality of tooth



Appendix 1 - continued Individual clinical signs in juvenile male rats treated orally with 2,4,6-Trinitrophenol for 18 days
followed by 63-day withdrawal period

Study No. 49816

Group Animal Days

and
dose No. 6
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Clinical sign: -, No abnormality; a, Yellow coloration of hair; b, Abnormality of {ooth.



Study No. 49816
Appendix 1 - continued Individual clinical signs in juvenile male rats treated orally with 2,4, 6-Trinitrophenol for 18 days
followed by 63-day withdrawal period

Group Animal Days
and
dose No. 17
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Clinical sign: -, No abnormality; a, Yellow coloration of hair; b, Abnormality of tcoth



Appendix 1 - continued

Individual clinical signs in juvenile male rats treated orally with 2,4,6-Trinitropheno! for 18 days
followed by 63-day withdrawal period

Study No. 49816

Group
and
dose

Animal

No.

Days

[t

—
()

=y

—_—
(2]

—_—
=2

17

—_—
oo

20

21

22

80 mg/kg
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Clinical sign: -, No abnormality; a, Yellow coloration of hair; b, Abnormality of tooth.



) Study No. 49816
Appendix | - continued Individual clinical signs in juvenile male rats treaied orally with 2,4,6-Trinitrophenol for 18 days
followed by 63-day withdrawal period

Group Animal Days

and
dose Na. 23 24 25 26 21 18 29 30 31 32 33

Control 901
902
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904
905
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907
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Clinical sign: -, No abnormality; a, Yellow coloration of hair; b, Abnormality of tooth




Appendix 1 - continued

Individual clinical signs in juvenile male rals trcated orally with 2,4,6-Trinitrophenol for 18 days
followed by 63-day withdrawal period

Study No. 49816

Group
and
dose

Animal

Days
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Clinical sign: -, No abnormality; a, Yellow coloration of hair; b, Abnormalitly ol tooth.



Study No.49816
Appendix | - continued Individual clinical signs in juvenile male rais treailed orally with 2,4,6-Trinitrophenol for 18 days
followed by 63-day withdrawal period

Group Animal Days

and
dose No. 34 35 36 37 38 39 40 41 42 43 44

Control 901
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Clinical sign: -, No abnormality; a, Yellow coloration of hair; b, Abnormality of tooth




Study No.49816
Appendix 1 - continued Individual clinical signs in juvenile male rats treated orally with 2,4,6-Trinitrophenol for 18 days
followed by 63-day withdrawal period

Group Animal Days
and
dose No. 34 35 36 37 38 39 4() 41 42 43 44

80 mg/kg 937
938
939
940
941
942
943
944
945
946
947
948
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Clinical sign: -, No abnormality; a, Yellow coloration of hair; b, Abnormality of tooth
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Appendix | - continued Individual clinical signs in juvenile male rats ireated orally with 2,4, 6-Trinitrophenol for 18 days
followed by 63-day withdrawal period

Group Animal Days

and
dose No. 45 46 417 48 49 50 51 52 53 54 55

Control 901
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904
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Clinical sign: -, No abnormality; a, Yellow coloration of hair: b, Abnormality of tooth.
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Appendix 1 - continued

Individual clinical signs in juvenile male rats treated orally with 2,4,6-Trinitrophenol for 18 days

followed by 63-day withdrawal period

Study No. 49816

Grgup Animal Days
an
dose No. 45 16 47 48 49 50 51 52 53 54 55
80 mg/ke 937
938
939
040
941
642
943 a a a a a a a a a a a
944 a a a a a a a a a a a
945 a a a a a a a a a a a
946 a a a a a a a a a a 4
947 4 a a a a a a a a a a
948 d a a a a a a a a a 3

Clinical sign: -, No abnormality; a, Yellow coloration of hair; b, Abnormality of tooth



Study No. 49816

Appendix | - continued Individual clinical signs in juvenile male rals treated orally with 2,4,6-Triniirophenol for 18 days
followed by 63-day withdrawal period

Group Animal Days

and

dose No. 56 57 58 59 60 61 b2 63 64 65 66

Control 901
902
903
904
905
906
907 - - - - - - - - - - -
908 - - - - - - - - - - -
909 - - - - - - - - - - -
910 - - - - - - - - - - -
911 - - - - - - - - - - -
912 = - - - - - - - - - -

5 mg/kg 913
914
915
916

_ 917
— 918

919 a a a a a a a a a a a
920 a a 4 a a a d a a 4 4
921 a a a a 4 a a a a a -
922 4 a a a a a a a a a -
923 a a a a a a a a a a a
424 a,b a - - - - - _ - _ -

20 mg/kg 925
926
927
928
929
930
931 a a a il a a a a a a a
932 a a a a a a a a H] a a
933 a a a 4 a a a a a a a
934 a a a a a a a a a a a
935 4 4 a a a a a a a a a
936 a a a a a a a a a a a

Clinical sign: -, No abnormality; a, Yellow coloration of hair: b, Abnormality of looth.



41

Appendix | - continued

Individual clinical signs in juvenile male rats treated orally with 2,4,6-Trinitrophenol for 18 days
followed by 63-day withdrawal period

Study No. 49816

Group
and
dose

Animal

No.

Days
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Clinical sign: -, No abnormality; a, Yellow coloration of hair; b, Abnormality of tooth.



Appendix 1 - continued

Individual clinical signs in juvenile male rats treated orally with 2,4,6-Trinitrophenol for
followed by 63-day withdrawal period

18 days

Study No.49816

Group
and
dose

Animal

No.

Days
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Clinical sign: -, No abnormality:

a

, Yellow coloration of hair; b, Abnormality of tooth



¥l

Appendix 1 - continued

Individual clinical signs in juvenile male rats {reated orally with 2,4,6-Trinitrophenol for 18 days
followed by 63-day withdrawal period

Study No. 49816

Group
and
dose

Animal

No.

Days

67

68
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80 mg/kg
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Clinical sign: -, No abnormality; a, Yellow coloration of hair; b, Abnormality of tooth
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Study No. 49816
Appendix 1 - conlinued Individual clinical signs in juvenile male rais treated orally with 2,4,6-Trinitrophenol for 18 days
folfowed by 63-day withdrawal period

Group Animal Days
and
dose No. 18 79 80 81

Control 901
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Clinical sign: -, No abnormality; a, Yellow coloration of hair; b, Abnormality of tooth
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Study No.49816

Appendix ! - continued Individual clinical signs in juvenile male rats treated orally with 2,4,6-Trinitrophenol for 18 days
followed by 63-day withdrawal period
Group Animal Days
and
dose No. 78 79 80 81
80 mg/ke 9317
938
939
940
941
9472
943 a a a a
944 a a a a
945 a a a a
946 a a a a
947 a a a a
948 4 a a a

Clinical sign: -, No abmormality; a, Yellow coloration of hair; b, Abnormalily of tooth.
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Study No.49816
Appendix 2 Individual clinical signs in juvenile female rats treated orally with 2,4, 6-Trinitcrophenol for 18 days followed by 63-day withdrawal period

Group Animal Days
and
dose No. 6
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Clinical sign: -, No abnormality; a, Yellow coloration of hair.
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Study No.49816
Appendix 2 - continued Individual clinical signs in juvenile female rals treated orally with 2,4, 6-Trinitropheno! for 18 days
followed by 63-day withdrawal period

Group Animal Days
and
dose No. l 6

80 mg/ke 937
938
989
990
991
992
993
994
999
996
997
998

Clinical sign: -, No abnormality; a, Yellow coloration of hair
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Appendix 2 - continued Individual clinical signs in juvenile female rats treated orally with 2,4,6-Trinitrophenol for 18 days

followed by 63-day withdrawal period

Study No. 49816

Group Animal

and
dose No.
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Clinical sign: -, No abnormality; a, Yellow coloration of hair.






0%

Appendix 2 - continued

Individual clinical signs in juvenile female rats treated orally with 2,4,6-Trinitrophenol for 18 days
followed by 63-day withdrawal period

Study No. 49816

Group
and
dose

Animal

No.

Days
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Clinical sign: -, No abnormality; a,

Yellow coloration of hair.
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Study No.49816
Appendix 2 - continued Individual clinical signs in juvenile female rats treated orally with 2,4,6-Trinitrophenol for 18 days
followed by 63-day withdrawal period

Grgup Animal Days
an
dose No. 23 24 25 26 27 28 29 30 31 32 33

Control 951
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Clinical sign: -, No abnormality; a, Yellow coloration of hair.
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Appendix 2 - continued

Individual clinical signs in juvenile female rats treated orally with 2,4, 6-Trinitrophenol for 18 days
followed by 63-day withdrawal period

Study No. 49816

Group
and
dose

Animal

No.

Days
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Clinical sign: -, No abnormality; a, Yellow coloration of hair.
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Study No. 49816
Appendix 2 - continued Individual clinical signs in juvenile female rats treated orally with 2,4,6-Trinitropheno! for 18 days
followed by 63-day withdrawal period

Grgup Animal Days
an
dose No. 34 35 36 37 38 39 40 41 42 43 44

Control 951
952
953
954
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957
958
959
960
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Clinical sign: -, No abnormality; a, Yellow coloration of hair
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Study No. 49816

Appendix 2 - continued Individual clinical signs in juvenile female rats treated orally with 2,4,6-Trinitrophenol for 18 days
followed by 63-day withdrawal period
Grgup Animal Days
an
dose No. 34 35 36 37 38 39 40 4] 42 43 44
80 meg/kg 987
988
989
990
991
992
993 a a a a a a a a a a a
994 a a a a a a a a a a a
995 a a a a a a a a a a a
996 a a a a a a a a a a a
997 a a a a a a a a a a a
998 a a a a a a a a a a a

Clinical sign: -, No abnormality; a, Yellow coloration of hair.



Appendix 2 - continued Individual clinical signs in juvenile female rats treated orally with 2,4,6-Trinitrophenol for 18 days

followed by 63-day withdrawal period

Study No.49816

Group Animal

Days

and
dose No. 45 46 47 48

43

50

52
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95
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952
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Clinical sign: -, No abnormality; a, Yellow coloration of hair
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Appendix 2 - continued

Individual clinical signs in juvenile female rats treated orally with 2,4, 6-Trinitropheno! for 18 days
followed by 63-day withdrawal period

Study No. 49816

Group
and
dose

Animal

No.

Days

45

46

47

48

49

a0

ol

02

03

o4

95

80 mg/kg

987
988
989
990
991
992
993
994
995
996
997
998

[=-RR=- = = ~C I <t
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o 00 0 00 oo PO
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Clinical sign: -, No abnormality; a, Yellow coloration of hair
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Appendix 2 - continued Individual clinical signs in juvenile female rats treated orally with 2,4,6-Trinitrophenol for 18 days
followed by 63-day withdrawal period

Group Animal Days
and
dose No. 56 51 58 59 60 61 62 63 64 05 66

Control 951
952
953
954
955
956
957
958
959
960
961
962

2 ng/ke 963
964
965
966
967
968
969
570
971
972
973
974

20 mg/kg 975
976
971
978
979
980
981
982
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Clinical sign: -, No abnormality: a, Yellow coloration of hair.
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Appendix 2 - continued

Individual clinical signs in juvenile female rats treated orally with 2,4,6-Trinitrophenol for 18 days
followed by 63-day withdrawal period

Study No. 49816

Group
and
dose

Animal

Days

56

58

59

60

61

62

63

64

65

66

80 mg/kg

998
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oo By R po RO
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oA B o e
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[aCR =Ly LR oL =L B o)

fMER Ul oV Ul aC R oV

Clinical sign: -, No abnormality; a, Yellow coloration of hair.
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Appendix 2 - coniinued Individual elinical signs in juvenile female rals treated orally with 2,4,6-Trinitrophenol for 18 days
followed by 63-day withdrawal period

Group Animal Days
and
dose No. 67 68 69 70 71 72 13 74 15 76 11

Control 951
952
953
954
955
056
957
958
959
960
961
962

5 mg/kg 963
964
965
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Clinical sign: -, No abnormality; a, Yellow coloration of hair.
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Appendix 2 - continued Individual clinical signs in juvenile female rats treated oraily with 2,4,6-Trinitrophenol for 18 days
followed by 63-day withdrawal period
Group Animal Days
and
dose No. 617 68 69 70 71 72 13 14 75 76 71
80 mg/kg 987
988
989
990
991
992
993 a a 4 a a a a a a a a
994 a a a a a a a a a a a
995 a a a a a a a a a a 3
996 a a a a a a a a a a F
997 a a a a a a a a a a a
998 a a a a a a a a a a a

Clinical sign; -, No abnormality; a, Yellow coloration of hair.



Appendix 2 - continued Individual clinical signs in juvenile female rats treated orally with 2,4,6-Trinitrophenal for 18 days
followed by 63-day withdrawal period

Study No. 49816

Group Animal Days

and
dose No. 78 79 80 81

Contro!l 951
952
953
954
955
56
957
958
959
960
961
962

[ I |
| N N R |

5 mg/kg 963
964
965
966
967
968
969
970
971
972
973
974

1€

| S R S R
R R N |
[ |
| N A |

20 mg/kg 975
976
977
978
979
980
981
982
983
984
985
986
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Clinical sign: -, No abnormality; a, Yellow coloration of hair
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Appendix 2 - continued

Individual clinical signs in juvenile female rats treated orally with 2,4,6-Trinitrophenol for 18 days
followed by 63-day withdrawal period

Study No. 49816

Group
and
dose

Animal

No.

Days

78

79

80

81

80 mg/ke

987
988

(=N =IOl -

U-C S -4

O A A P RS A

/R R e AR

Clinical sign: -, No abnormality; a, Yellow coloration of hair.



Study No. 49816
36

Individual body weights in juvenile male rats treated orally with 2,4,6-Trinitrophenol for 18 days followed by 63-day wilhdrawal period

32

18 22 25 29

Body weight (g) on day

15

Animal
No.

Appendix 3
Group

and
dose
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Appendix 3 - continued Individual body weights in juvenile male rats treated oratly with 2,4,6-Trinitrophenol for 18 days
followed by 63-day withdrawal period
Grgup Animal Body weight (g) on day
an
dose No. ] 4 8 11 15 18 22 25 29 32 3b
80 mg/kg 037 11.0 15.8 24.1 32.8 42.6 53.5
938 1.1 18.3 30.5 39.5 50.1 60. 8
939 11.2 17.8 27.9 38.2 49.4 51.3
940 11.4 19.0 28.3 35.1 44,5 53.6
041 10.5 17.1 26.9 34.0 43.1 51.0
943 10. 8 16.9 27,17 34.1 4417 51.1
943 1.4 17. 17 28.6 35.4 45,1 56.0 78.2 96. 7 129.0 157. 8 195.7
944 10.5 16.4 26.9 34.4 41.1 52.5 79.0 101.0 135.9 165.5 204.7
945 10.3 16.5 28.0 35.5 44.3 53.1 1.7 98.1 131.0 156. 7 187.0
946 10. 4 15.0 25.1 32.1 42.9 51.7 75.6 95.3 126.8 152. 9 184.3
947 12.0 18.9 28.2 35.17 46.7 56. 7 83.8 107. 7 144.2 170. 3 206.9
948 11.8 17.8 27.1 35.1 44,6 56. 4 78.1 95.2 126.3 152.17 189.6
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Appendix 3 - continued Individual body weights in juvenile male rats treated orally with 2,4,6-Trinitrophenol for 18 days
followed by 63-day withdrawal period
Grgup Animal Body weight (g) on day
an
dose No. 39 43 46 50 53 57 60 64 67 71 4
Control 901
902
903
904
i
907 258.2 298.3 324.2 364. 4 399. 7 430. 4 455.5 478. 8 496. 2 523.0 546. 5
908 211.6 241.8 267.6 299. 8 326.5 348. 1 366. 0 382.6 392.0 413.0 432.3
909 2417.8 284.5 311.2 346. 9 372.8 404. 1 421.0 444.1 461.0 481. 4 500.7
910 218.8 253.2 280. 7 310.2 333.5 361.7 382. 4 400. 6 410.6 431.4 447.6
911 240. 1 278.9 307.7 342. 4 366. 0 400. 2 417.7 441.2 457.6 480.5 498. 7
912 255.7 295.5 329. 6 364. 0 396. 2 425.7 452.2 478. 1 495.6 514.4 535.2
5 mg/ke 913
914
915
916
3l
1
919 204.5 235.1 259.1 288.3 313. 4 341.1 361.8 383.4 397.3 419.0 431.8
920 237.6 274.5 304.2 337.9 363.9 396. 1 415.1 434.9 455.2 §18. 4 500.9
921 213.8 246. 9 269.0 298. 5 320. 6 347.3 364. 6 384.3 396. 8 412.8 426.6
922 225.2 268. 1 287.0 318.2 343.1 374.4 392.2 420. 8 434.9 451, 8 469. 9
923 249.9 291.5 325.3 358. 2 391. 3 423.1 448, 8 473.17 489. 1 509. 2 524.3
924 259.5 300. 7 330. 1 343.9 368. 6 407.17 434. 0 457.5 479.3 506. 5 531.9
20 mg/ke 925
926
927
928
929
930
031 238.7 277.0 301.4 335.0 363.8 396. 2 417.4 439. 1 451.4 472.4 492.3
932 209.3 241.5 270. 3 302.9 322.4 382.1 371.0 389.9 406. 2 428.0 440.5
933 210.3 245.5 212.7 303. 6 331.3 362. 17 381. 1 403.9 413.7 428.3 441717
934 219.2 255.9 281.3 317.5 338.8 370. 9 395.3 416.5 433.5 452. 8 475.1
935 241.8 272.7 299. 1 336. 7 364.0 395. 1 414.1 435.0 453. 4 469. 9 491.3
936 238.8 281.3 308. 3 347.9 383.2 408. 8 439.7 462. 5 482. 4 500.9 515.8




Appendix 3 - continued

Individual body weights in juvenile male rats freated orally with 2,4,6-Trinitrophenol for 18 days
followed by 63-day withdrawal period

Study No. 49816

Grgup Animal Body weight(g) on day
an
dose No. 78 81
Control 901
902
903
904
905
906
907 548.3 566. 9
908 445, 8 454.7
909 511.4 530. 7
910 454. 4 470. 7
911 505.6 520.3
912 552.5 569. 6
5 mg/kg 913
914
915
916
- 917
-~ 918
919 448.5 464.6
920 511.7 526, 7
921 432.0 444.9
922 482.3 491.2
923 539.3 551.17
924 542,17 560. 9
20 mg/kg 9295
926
927
928
929
930
931 495.3 507.6
932 453. 2 464. 2
933 462.3 470. 6
934 485.6 497. 0
935 501.3 512.2
936 529.45 544.8
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Appendix 3 - continued

Individual body weights in juvenile male rais treated orally with 2,4,6-Trinitropheno] for 18 days
followed by 63-day withdrawal period

Study No. 49816

Grgup Animal Body weight (g) on day
an
dose No. 78 81
80 mg/kg 437
938
939
940
941
942
943 467.7 479.6
944 501.8 518.9
945 457.5 471.3
946 459.2 474. 2
947 547.2 562.2
048 465. 4 481.9




Study No. 49816
36

Individual body weights in juvenile female rats ireated orally with 2,4,6-Trinitropheno!l for 18 days followed by 63-day withdrawal period
32

22 25 29

Body weight{g) on day

15

Animal
No.
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Study No. 49816
Appendix 4 - continued Individual body weights in juvenile female rats treated orally with 2,4,6-Trinitrophenol for 18 days
followed by 63-day withdrawal period

Grgup Animal Body weight(g) on day
an
dose No. { 4 8 11 15 18 22 25 29 32 36
80 mg/kg 987 9.5 15.2 25.3 34.5 43.4 52.4
988 10.5 17.0 28.3 37.2 48.0 59.9
989 10.5 16.9 26.8 35.9 46. 8 58.6
990 9.5 14.7 23.6 29.8 38. 17 47.1
991 9.0 14.1 24.2 3.5 40.8 51.4
992 10.4 15.8 24,7 33.0 42. 4 54. 1
993 10. 3 16.1 26.5 33.17 43.6 54.7 71. 9 87.5 115.0 136.3 156.5
994 10.0 16. 2 25.5 32.1 39.1 46.5 66.9 85.2 115.1 136. 1 159.9
995 10.8 16.7 26.3 32.4 30.9 48.6 70.7 90.3 121.2 143.9 173.3
996 9.5 14.5 24.3 3.7 42.5 5.2 69.7 86.5 112.0 135.5 165.2
997 10.1 15.6 23.6 30.0 31.8 46. 17 67.3 84.3 108.3 126.0 148.3
998 10. 2 15.6 24. 4 30.7 40. 6 48. 17 67.8 86. 6 111.7 135.3 162.3
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Appendix 4 - continued Individual body weights in juvenile female rats treated orally with 2,4,6-Triniirophenol for 18 days
followed by 63-day withdrawal period
Grgup Animal Body weight (g) on day
an
dose No. 39 43 46 50 53 57 60 64 67 71 74
Control 951
952
953
954
8
957 202.7 215.9 222.7 237.3 249. 2 267.2 270.5 279.4 287.4 298. 17 304.0
658 176. 8 193.5 207.5 219.9 231.6 248.0 256. 2 265.9 270.9 281. 3 293.2
959 184. 4 202.9 212. 8 225. 4 232.6 251,17 262.5 274. 1 280. 8 286. 6 304, 7
960 190. 4 206. 3 2159.5 228.9 236.3 264.0 278.9 289.7 284.7 286. 8 295.5
961 178.2 186. 2 194.3 205.5 210.5 225.3 223.4 235.6 244.0 249. 9 2565.2
862 179.2 199. 6 208. 1 228.6 240.3 205.1 269.7 283.5 288.8 299.8 309. 8
5 mg/kg 963
064
865
966
967
968
969 168. 7 188. 2 193.8 211.5 223.9 240.4 249.0 259.2 263.0 269.3 281.5
970 179. 6 192.9 205. 1 216. 9 228.9 237.1 263.6 263.5 270.8 277.6 281.8
971 174.3 191.0 198. 6 211.4 225.9 243.1 250.0 263.2 266. 1 271.2 276.0
972 171.5 185.1 197. 4 214. 6 225.0 240.9 251.5 267.1 282.9 281.5 286. 0
973 202.9 220.5 234.2 249. 8 263. 1 280.5 293.3 300.6 316.1 323.7 328.8
974 193.0 207.2 215.3 233.5 244. 4 257.0 271.2 280. 6 292.4 301.9 310. 4
20 mg/kg 975
976
9717
978
979
630
981 168. 6 183.1 194. 4 200. 7 213.0 221.3 225.2 234.0 236.7 245. 1 2507.5
932 165.1 182.2 191.5 205. 4 212.1 225.5 238.2 250.2 254. 1 263.2 264.2
983 171.9 188.8 199.8 211.5 224.8 236. 4 250. 8 263.0 266.5 278.0 281.4
984 167. 4 179.1 195.0 199.4 210.1 223.1 231.1 237.9 244. 8 251.4 242, 1
985 179.3 193. 4 204. 6 2017 219. 4 230.5 232.6 235.4 246.9 252.0 2517
986 168.2 187. 7 196. 5 207.0 217.0 229.2 238.5 247.1 250. 1 257.3 263.5
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Appendix 4 - confinued

Individual body weights in juveniie female rats treated oratly with 2,4,6-Trinitrophenel for 18 days
followed by 63-day withdrawal period

Study No. 49816

Grgup Animal Body weight (2) on day
an
dose No. 39 43 46 50 53 57 60 64 67 1 14
80 mg/kg 987
688
989
990
991
992
993 172.1 185. 4 198.5 209. 1 216. 4 226.3 232.4 238. 6 247. 4 253.2 262. 4
994 169.3 185. 6 194.3 208. 4 219.5 234.6 245.7 256.8 259.7 271. 2 278.8
995 182. 6 196. 4 215.2 232.5 239.3 258. 6 266. 3 276. 8 283.3 293.17 298.2
996 178. 6 193.1 207. 6 222.5 233.6 247.0 252.2 259. 6 2063.2 266. 8 278.8
997 158.0 170.6 180.0 196. 4 200. 1 219.5 226.5 235.6 238.6 251.3 255.5
998 178.9 190.6 197. 0 213.1 214. 8 228. 4 241.0 247.9 263.4 267.7 266.3
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Appendix 4 - continued Individual body weights in juvenile female rais treated orally with 2,4,6-Trinitrophenol for 18 days
followed by 63-day withdrawal period
Grgup Animal Body weight(g) on day
an
dose No. 18 81
Control 951
952
953
054
955
856
957 309. 8 324.2
058 294.1 301. 9
959 307.1 311.6
960 303. 7 306. 8
961 258.8 264. 17
962 313.0 317.0
5 mg/kg 963
964
965
966
967
968
969 280.0 294.6
970 291.1 299, 3
971 281.1 293.7
972 288. 8 296. 6
973 337.1 344. 4
974 317.0 319.1
20 mg/kg 975
976
977
978
979
980
081 252.9 262.9
982 266.6 268.6
983 286. 4 287.3
984 245.2 265.1
985 271.6 273. 4
636 269. 2 279. 17
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Appendix 4 ~ continued

Individual body weightls in juvenile female rats treated oratly with 2,4,6-Trinitrophenol for 18 days
followed by 63-day withdrawal period

Study No.49816

Grgup Animal Body weight{g) on day
an
dose No. 78 81
80 mg/kg 987
988
989
990
99]
992
993 264. 4 265.8
994 280. 3 285.0
995 266. 5 315.1
996 219. 7 282.5
997 261. 7 267.6
998 271.0 269. 0
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57

individual food consumptiion in juvenilie male rats treated orally with 2,4,6-Trinitropheno! for 18 days followed by 63-day withdrawal period
Food consumption(g) on day
36 39 43 46 50 53

32

29

Aninal
No.

Appendix 5
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Appendix 5 - conlinued Individual food consumpiion in juvenile male rats treated orally with 2,4,6-Trinitrophenol for 18 days
followed by 63-day withdrawal period

Grgup Animal Food consumplion(g) on day

an

dose No. 60 04 67 71 74 18 81

Control 907 33.3 33.9 38.3 33.17 37.9 32.8 33.1
908 30,0 27. 1 27,9 29. 1 28.9 30.7 29.9
909 30.9 29.4 31.3 32.3 34.5 36.3 34.2
910 29.2 28.3 26.9 25.8 7.1 24.5 28.7
911 32.4 34.1 3.9 35.1 35.0 33.3 30.3
912 30.1 35.6 36.7 34. 4 34.1 3.7 40.5

5 mg/kg 919 27.4 28.5 27.6 30.3 29.1 30.0 29.1
920 32.9 32.8 319 3T 36. 1 34.3 32.3
921 20.9 26. 7 26. 4 23.9 20,1 6.7 27.2
922 30.3 32.9 33. 6 30. 4 29.6 34.1 30.7
923 31.8 33.1 30.4 28.1 31.5 31.6 30.5
924 35.5 36.0 36. 4 35.7 37.6 36.0 7.8

20 mg/kg 931 31. 4 31.6 32.5 30.8 33.0 32.1 29.5
932 30.9 28.3 32.4 28.6 26,7 27.6 28.1
933 29.6 31.2 2.7 28.0 27,2 27.2 28.6
934 33.8 31.8 29. 4 31.2 29.1 31,1 32.1
935 30.0 32.6 32.5 30.4 35.8 31.2 31.2
936 33.17 34.0 36.1 28.7 30.17 34.8 33.1

80 mg/kg 943 28.5 30.3 30.1 31.2 29.0 29.17 29.4
944 30.3 32.8 30.7 29.8 8.3 35.3 32.1
945 29.6 30.3 31.6 29.4 29.2 28.3 28.5
946 26. 2 26.1 27.2 26.5 30.6 32.3 30.8
947 35.5 35.9 32.8 32.§ 33.17 31.4 33.3
948 3.2 30.0 27.9 29.9 2.5 31.0 33.3
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Individual food consumption in juvenile female rats treaied orally with 2,4,6-Trinitrophencl for 18 days followed by 63-day withdrawal period
Food consumption(g) on day
36 39 43 46 50 53
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Appendix 6 - continued

Individual food consumption in juvenile female rats treated orally with 2,4,6-Trinitropheno! for 18 days

followed by 63-day withdrawal period

Food consumption(g) on day

67

Animal
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Appendix 7 Individual postnatal differentiation in juvenile rats treated orally with 2,4,6-Trinitrophenol for 18 days Study No. 49816
followed by 63-day withdrawal period

Group and dose Control

Male
Animal No. 901 902 903 904 905 906
Pinna detachment ( 4 days) 1/1 1/1 1/1 1/1 1/1 1/1
Piliation ( 8 days) 1/1 1/1 1/1 1/1 1/1 1/1
Incisor eruption (10 days) 1/1 0/1 1/1 1/1 1/1 t/1
(11 days) - 1/1 - - - -
Eyelid separation (15 days) 1/1 1/1 1/1 1/1 1/1 1/1
Gait (15 days) 1/1 1/1 1/1 1/1 1/1 1/1
Descensus testis (21 days) 1/1 1/1 1/1 1/1 1/1 1/1
Cleavage of the balanopreputial gland
(42 days) - - - - - -
(43 days) - - - - - -
(44 days) - - - - - -
(45 days) - - - - - -
- (46 days) - - - - _ _
w0
Female
Animal No. 951 952 953 954 955 956
Pinna detachment ( 4 days) 1/1 1/1 1/1 1/1 /1 1/1
Piliation ( 8 days) 1/1 1/1 1/1 1/1 1/1 1/1
Incisor erupiion (10 days) 1/1 0/1 0/1 1/1 1/1 1/1
(11 days) - 171 1/1 - - -
Evelid separation (15 days) 1/1 /1 1/1 1/1 t/1 1/1

Gait (15 days) 1/1 /1 1/1 1/1 1/1 1/1
Vaginal opening (42 days) - - - - _ _




Appendix 7 - continued

Individual postnatal differentiation in juvenile rats treated orally with 2,4,6-Trinitrophenol for 18 days
followed by 63-day withdrawal period

Study No.49816

Group and dose

Control
Male

Animal No. 907 908 909 910 911 912
Pinna detachment ( 4 days) 1/1 1/1 1/1 /1 1/1 1/1
Piliation ( 8 days) 1/1 1/1 1/1 1/1 1/1 1/1
Incisor eruption (10 days) 0/1 1/1 1/1 1/1 0/1 0/1
(11 days) 1/1 - - - 1/1 1/1
Evelid separation (15 days) 1/1 1/1 1/1 1/1 1/1 1/1
Gait (15 days) 11 1/1 1/1 1/1 1/1 1/1
Descensus testis (21 days) 1/1 1/1 1/1 1/1 1/1 1/1

Cleavage of the balanopreputial gland
(42 days) 0/1 1/1 1/1 0/1 0/1 0/1
(43 days) 0/1 - - 0/1 0/1 1/1
(44 days) 0/1 - - 1/1 0/1 -
(45 days) 1/1 - - - 1/1 -
(46 days) - - - - - -

oo
[
Female

Animal No. 957 958 959 960 961 962
Pinna detachment ( 4 days) 1/1 1/1 1/1 1/1 i/1 1/1
Piliation ( 8 days) 1/1 1/1 1/1 1/1 1/1 1/1
Incisor eruption (10 days) 1/1 1/1 1/1 1/1 1/1 0/1
(11 days) - - - - - 1/1
Evelid separation (15 days) 1/1 1/1 1/1 1/1 1/1 1/1
Gait (15 days) 1/1 1/1 1/1 1/1 1/1 1/1
Vaginal opening (42 days) 1/1 1/1 1/1 1/1 1/1 1/1




Appendix 7 - continued

Individual postnatal differentiation in juvenile rats treated orally with 2,4,6-Trinitrophenol for 18 days
followed by 63-day withdrawal period

Study No. 49816

Group and dose 5 mg/kg
Male
Animal No. 913 914 915 916 917 918
Pinna defachment ( 4 days) 1/1 1/1 1/1 /1 1/1 1/1
Piliation ( 8 days) 1/1 1/1 1/1 1/1 1/1 1/1
Incisor erupiion (10 days) 1/1 1/1 1/1 1/1 1/1 1/1
(11 days) - - - - - -
Eyelid separation (15 days) 1/1 1/1 1/1 1/1 1/1 1/1
Gait (15 days) 1/1 1/1 1/1 1/1 1/1 1/1
Descensus testis (21 days) 1/1 1/1 171 1/1 1/1 1/1
Cleavage of the balanopreputial gland
(42 days) - - - - - -
(43 days) - - - - - -
(44 days) - - - - - -
(45 days) - - - - - -
o (46 days) - - - - -
Female
Animal No. 963 964 965 966 967 968
Pinna detachment ( 4 days) 1/1 1/1 1/1 1/1 1/1 1/1
Piliation ( 8 days) 1/1 1/1 1/1 1/1 1/1 1/1
Incisor eruption (10 days) 1/1 1/1 1/1 1/1 0/1 1/1
(11 days) - - - - 1/1 -
Eyelid separation (15 days) 1/1 1/1 1/1 1/1 1/1 1/1
Gait (15 days) 1/1 1/1 1/1 1/1 1/1 1/1
Vaginal opening (42 days) - - - - - -




Appendix 7 - continued individual postnata! differentiation in juvenile rats treaied orally with 2,4,6-Trinitrophencl for 18 days Study No.49816
followed by 63-day withdrawal period

Group and dose 5 mg/ke
Male
Animal No. 919 920 921 922 923 924
Pinna detachment ( 4 days) 1/1 1/1 1/1 1/1 1/1 1/1
Piliation ( 8 days) i/1 1/1 1/1 1/1 1/1 1/1
Incisor eruption (10 days) 1/1 1/1 1/1 1/1 1/1 1/1
(11 days) - - - - - -
Eyelid separation (15 days) 1/1 1/1 1/1 1/1 1/1 /1
Gait (15 days) 1/1 1/1 1/1 1/1 1/1 1/1
Descensus testis (21 days) 1/1 1/1 1/1 1/1 1/1 1/1
Cleavage of the balanopreputial gland
(42 days) 0/1 0/1 0/1 1/1 0/1 0/1
(43 days) 0/1 0/1 0/1 - 0/1 0/1
(44 days) 0/1 1/1 0/1 - 0/1 0/1
(45 days) 1/1 - 1/1 - 1/1 1/1
(46 days) - - - - - -
o
[ o]
Female
Animal No. 969 970 971 972 973 974
Pinna detachment ( 4 days) 1/1 1/1 1/1 1/1 1/1 1/1
Piliation ( 8 days) 1/1 1/1 1/1 1/1 1/1 1/1
Incisor eruption (10 days) 0/1 0/1 0/1 0/1 1/1 0/1
(11 days) 1/1 1/1 1/1 1/1 - /1
Eyelid separation (15 days) 1/1 1/1 1/1 1/1 1/1 1/1
Gait (15 days) 1/1 1/1 1/1 1/1 1/1 1/1

Vaginal opening (42 days) 1/1 1/1 1/1 1/1 1/1 1/1




Appendix 7 - continued

Individual postnatal differentiation in juvenile rats treated orally with 2,4,6-Trinitrophenol for 18 days
followed by 63-day withdrawal period

Study No. 49816

Group and dose 20 mg/kg
Male
Animal No. 925 926 927 928 929 930
Pinna detachmeni ( 4 days) 1/1 1/1 1/1 1/1 1/1 1/1
Piliation ( 8 days) 1/1 1/1 1/1 1/1 1/1 1/1
Incisor eruption (10 days) 1/1 0/1 1/1 1/1 1/1 1/1
(11 days) - 1/1 - - - -
Eyelid separation (15 days) 1/1 1/1 1/1 171 /1 1/1
Gait (15 days) 1/1 11 1/1 1/1 1/1 /1
Descensus testis (21 days) 1/1 1/1 /1 1/1 1/1 1/1
Cleavage of the balanopreputial giand
(42 days) - - - - - -
(43 days) - - - - - -
(44 days) - - - - _ _
(45 days) - - - - - -
(46 days) - - - - - -
[\ ]
(%]
Female
Animal No. 975 976 977 978 979 980
Pinna detachment ( 4 days) 1/1 1/1 1/1 1/1 1/1 1/1
Piliation ( 8 days) 1/1 1/1 1/1 /1 1/1 1/1
Incisor eruption (10 days) 0/1 1/1 0/1 /1 1/1 1/1
(11 days) 1/1 - 1/1 - - =
Eyelid separation (15 days) 1/1 /1 1/1 /1 1/1 1/1
Gait (15 days) 1/1 1/1 1/1 /1 1/1 1/1
Vaginal opening (42 days) - - - - - -




Appendix 7 - continued

Individual postinatal differentiation in juvenile rats treated orally with 2,4, 6-Trinitrophenol for 18 days
followed by 63-day withdrawal period

Stiudy No. 49816

Group and dose 20 mg/ke
Male
Animal No. 931 932 933 934 935 936
Pinna detachmeni ( 4 days) i/1 1/1 1/1 1/1 1/1 1/1
Piliation ( 8 days) /1 1/1 1/1 1/1 1/1 1/1
Incisor eruption (10 days) 0/1 0/1 0/1 1/1 1/1 1/1
(11 days) 1/1 1/1 1/1 - - -
Evelid separation (15 days) 1/1 1/1 1/1 1/1 1/1 1/1
Gait (15 days) 1/1 1/1 1/1 1/1 1/1 1/1
Descensus testis (21 days) 1/1 1/1 1/1 1/1 1/1 1/1
Cleavage of the balanopreputial gland
(42 days) 0/1 1/1 1/1 0/1 0/1 0/1
(43 days) 0/1 - - 1/1 0/1 0/1
(44 days) 1/1 - - 0/1 0/1
(45 days) - - 1/1 0/t
o (46 days) - - - - - 1/1
-~
Female
Animal No. 981 982 983 984 985 986
Pinna detachment ( 4 days) 1/1 1/1 1/1 1/1 1/1 1/1
Piliation ( 8 days) 1/1 1/1 1/1 1/1 1/1 1/1
Incisor eruption (10 days) 1/1 1/1 1/1 0/1 1/1 1/1
(11 days) - - - 1/1 - -
Eyelid separation (15 days) 1/1 1/1 1/1 1/1 i/1 1/1
Gait (15 days) 1/1 1/1 1/1 1/1 1/1 1/1
Vaginal opening (42 days) 1/1 1/1 1/1 1/1 1/1 1/1




Appendix 7 - continued

Individual postnatal differentiation in juvenile rats treated orally with 2,4,6-Trinitrophenol for 18 days
followed by 63-day withdrawal period

Study No. 49816

Group and dose 80 mg/ke
Male
Animal No. 937 938 939 940 941 942
Pinna detachment ( 4 days) 1/1 1/1 1/1 1/1 1/1 1/1
Piliation ( 8 days) 1/1 1/1 1/1 1/1 1/1 1/1
Incisor eruption (10 days) 1/1 1/1 1/1 1/1 1/1 1/1
(11 days) - - - - - -
Eyelid separation (15 days) 1/1 1/1 1/1 1/1 1/1 1/1
Gail (15 days) 1/1 1/1 1/1 1/1 1/1 1/1
Descensus testis (21 days) 1/1 1/1 1/1 1/1 1/1 1/1
Cleavage of the balanopreputial gland
(42 days) - - - - - -
(43 days) - - - - - -
(44 days) - - - - - ~
(45 days) - - - - - -
(46 days) - - - - - -
<
oo
Female
Animal No. 987 988 989 990 991 992
Pinna detachment ( 4 days) 1/1 1/1 1/1 1/1 1/1 1/1
Piliation ( 8 days) 1/1 1/1 1/1 1/1 1/1 1/1
Incisor eruption (10 days) 1/1 0/1 1/1 1/1 0/1 0/1
(11 days) - 1/1 - - 1/1 1/1
Eyelid separation (15 days) 1/1 1/1 1/1 1/1 1/1 1/1
Gait (15 days) 1/1 1/1 1/1 1/1 1/1 1/1
Vaginal opening (42 days) - - - - - -




Appendix 7 - continued

Individual postnatal differentiation in juvenile rats treated orally with 2,4,6-Trinitrophenol for 18 days
followed by 63-day withdrawal period

Study No.49816

Group and dose 80 mg/kg
Male
Animal No. 943 944 945 946 947 948
Pinna detachment ( 4 days) 1/1 1/1 1/1 1/1 1/1 1/1
Piliation ( 8 days) 1/1 1/1 1/1 1/1 1/1 1/1
Incisor eruption (10 days) 0/1 0/1 0/1 1/1 1/1 1/1
(11 days) 1/1 1/1 1/1 ~ - -
Eyelid separation (15 days) 1/1 1/1 1/1 1/1 1/1 1/1
Gait (15 days) /1 1/1 1/1 1/1 1/1 1/1
Descensus testis (21 days) 1/1 1/1 1/1 1/1 1/1 1/1
Cleavage of the balanopreputial gland
(42 days) 1/1 0/1 0/1 1/1 1/1 0/1
(43 days) - 0/1 0/1 - - 0/1
(44 days) - 0/1 0/1 - - 0/1
(45 days) - 0/1 1/1 - - 1/1
o (46 days) - 1/1 - - - -
(= 2]
Female
Animal No. 993 994 995 996 997 998
Pinna detachment (4 days) 1/1 1/1 1/1 1/1 1/1 1/1
Piliation ( 8 days) 1/1 1/1 1/1 1/1 1/1 1/1
Incisor eruption (10 days) 1/1 1/1 0/1 1/1 1/1 1/1
(11 days) - - 1/1 - - -
Evelid separation (15 days) 1/1 /1 1/1 1/1 1/1 1/1
Gait (15 days) 1/1 1/1 1/1 1/1 1/1 1/1
Vaginal opening (42 days) 1/1 1/1 1/1 1/1 1/1 1/1
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Appendix 8 Individual function test in juvenile rats treated orally with 2,4,6-Trinitrophenol for 18 days Study No. 49816
followed by 63-day withdrawal period

Group and dose Control
Male
Animal No. 901 902 903 904 905 906
Righting reflex ( 5 days) 1/1 1/1 1/1 1/1 1/1 1/1
( 6 days) - - - - - -
Ipsilateral flexor reflex ( 5 days) 1/1 1/1 1/1 1/1 1/1 1/1
Visual placing (16 days) 1/1 1/1 1/1 1/1 1/1 1/1

Preyer's reflex 500 Hz (60 dB) (28 days)
Preyer's reflex 20000 Hz (60 dB) (28 days) - - - - - -

Female
Animal No. 951 952 953 954 955 956
Righting reflex (5 days) 1/1 1/1 1/1 1/1 1/1 1/1
( 6 days) - - - - _ -
Ipsilateral fliexor reflex ( 5 days) 1/1 1/1 1/1 1/1 1/1 1/1
Visual placing (16 days) 1/1 1/1 1/1 1/1 1/1 1/1

Preyer's reflex 500 Hz (60 dB) (28 days)
Preyer's reflex 20000 Hz (60 dB) (28 days) - - - - - -
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Appendix 8 - continued Individual function test in juvenile rais treated orally with 2,4, 6-Trinitrophenol for 18 days Study No. 49816
followed by 63-day withdrawal period

Group and dose Control
Male
Animal No. 907 908 909 910 911 912
Righting reflex ( 5 days) 1/1 1/1 1/1 1/1 1/1 1/1
( 6 days) - - - - - -
Ipsilateral flexor reflex ( 5 days) 1/1 1/1 1/1 1/1 1/1 1/1
Visual placing (16 days) 1/1 1/1 1/1 1/1 1/1 1/1
Preyer's reflex 500 Hz (60 dB) (28 days) 1/1 1/1 1/1 1/1 1/1 1/1
Preyer's reflex 20000 Hz(60 dB) (28 days) 1/1 1/1 1/1 1/1 1/1 1/1
Female
Animal No. 957 958 959 960 961 962
Righting reflex ( 5 days) 1/1 1/1 1/1 1/1 1/1 1/1
( 6 days) - - - - - -
Ipsilateral flexor reflex (5 days) 1/1 1/1 1/1 1/1 1/1 1/1
Visual placing (16 days) 1/1 1/1 1/1 1/1 1/1 1/1
Preyer's reflex 500 Hz (60 dB) (28 days) 1/1 1/1 1/1 1/1 1/1 1/1

Preyer's reflex 20000 Hz(60 dB) (28 days) 1/1 1/1 1/1 1/1 1/1 1/1
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Appendix 8 - continued

followed by 63-day withdrawal period

Individual function fest in juvenile rats treated orally with 2,4,6-Trinitirophenol for 18 days

Group and dose 5 mg/ke
Male
Animal No. 913 914 915 916 917 918
Righting reflex ( 5 days) 1/1 1/1 1/1 1/1 1/1 1/1
( 6 days) - - - - - -
Ipsilateral flexor reflex ( 5 days) 1/1 1/1 1/1 1/1 1/1 1/1
Visual placing (16 days) 1/1 1/1 1/1 1/1 1/1 1/1
Preyer’'s reflex 500 Hz (60 dB) (28 days) - - - - - -
Preyer's reflex 20000 Hz(60 dB) (28 days) - - - - - -
Female
Animal No. 963 964 965 966 967 968
Righting reflex { 5 days) 1/1 1/1 1/1 1/1 1/1 1/1
{ 6 days) - - - - - -
Ipsilateral flexor reflex (5 days) 1/1 1/1 1/1 1/1 /1 1/1
Visual placing (16 days) 1/1 1/1 /1 1/1 1/1 1/1
Preyer's reflex 500 Hz (60 dB) (28 days) - - - - - -
Preyer's refiex 20000 Hz (60 dB) (28 days) - - - - - -

Study No. 49816
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Appendix 8 - continued Individual function test in juvenile rats treated orally with 2,4,6-Trinitrophenol for 18 days Study No. 49816
followed by 63-day withdrawal period

Group and dose 5 mg/ke
Male
Animal No. 919 920 921 922 923 924
Righting reflex ( 5 days) I/1 1/1 1/1 1/1 1/1 1/1
( 6 days) - - - - - -
Ipsilateral flexor reflex ( 5 days) 1/1 1/1 1/1 1/1 1/1 1/1
Visual placing (16 days) 1/1 1/1 1/1 1/1 1/1 1/1
Preyer's reflex 500 Hz (60 dB) (28 days) 1/1 1/1 1/1 1/1 1/1 1/1
Preyer's reflex 20000 Hz (60 dB) (28 days) 1/1 1/1 1/1 1/1 1/1 1/1
Female
Animal No. 969 970 971 972 973 974
Righting reflex (5 days) 1/1 1/1 1/1 1/1 1/1 0/1
( 6 days) - - - - - 1/1
Ipsilateral flexor reflex ( 5 days) 1/1 1/1 1/1 1/1 1/1 1/1
Visual placing (16 days) 1/1 1/1 1/1 1/1 1/1 1/1
Preyer's reflex 500 Hz (60 dB) (28 days) 1/1 1/1 1/1 1/1 1/1 1/1

Preyer's reflex 20000 Hz (60 dB) (28 days) 1/1 1/1 i/1 1/1 1/1 1/1
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Appendix 8 - continued

followed by 63-day withdrawa] period

Individual function test in juvenile rats treated orally with 2,4,6-Trinitrophenol for 18 days

Group and dose 20 me/ke
Male
Animal No. 925 926 921 928 929 930
Righting reflex ( 5 days) 1/1 1/1 1/1 1/1 1/1 1/1
( 6 days) - - - - - -
Ipsilateral flexor reflex ( 5 days) 1/1 1/1 1/1 1/1 1/1 1/1
Visual placing (16 days) 1/1 1/1 1/1 i/1 1/1 171
Preyer’s reflex 500 Hz (60 dB) (28 days) - - - - - -
Preyer's reflex 20000 Hz (60 dB) (28 days) - - - - - -
Female
Animal No. 975 976 977 978 979 980
Righting reflex ( 5 days) 1/1 1/1 1/1 1/1 1/1 0/1
( 6 days) - - - - - 1/1
Ipsilateral flexor reflex ( 5 days) 1/1 1/1 1/1 1/1 1/1 1/1
Visual placing (16 days) 1/1 1/1 1/1 1/1 1/1 1/1
Preyer's reflex 500 Hz (60 dB) (28 days) - - - - - -
Preyer’'s reflex 20000 Hz (60 dB) (28 days) - - - - - -

Study No. 49816
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Appendix 8 - continued Individual function test in juvenile rats treated orally with 2,4,6-Trinitrophenol for 18 days Study No. 49816
followed by 63-day withdrawal period

Group and dose 20 mg/kg
Male
Animal No. 931 932 933 934 935 936
Righting reflex ( 5 days) 0/1 1/1 1/1 1/1 1/1 0/1
( b days) 1/1 - - - - 1/1
Ipsilateral flexor reflex ( 5 days) 1/1 1/1 1/1 1/1 1/1 171
Visual placing (16 days) 1/1 1/1 1/1 1/1 1/1 1/1
Preyer's reflex 500 Hz (60 dB) (28 days) 1/1 1/1 1/1 1/1 1/1 1/1
Preyer's reflex 20000 Hz (60 dB) (28 days) 1/1 1/1 1/1 1/1 1/1 1/1
Female
Animal No. 981 982 983 984 985 986
Righting reflex ( 5 days) 1/1 1/1 0/1 1/1 1/1 1/1
( 6 days) -~ - 1/1 - -~ -
Ipsilateral flexor reflex ( 5 days) 1/1 1/1 1/1 1/1 1/1 1/1
Visual placing (16 days) 1/1 1/1 1/1 1/1 1/1 1/1
Preyer's reflex 500 Hz (60 dB) (28 days) 1/1 1/1 1/1 1/1 1/1 1/1

Prever’s reflex 20000 Hz(60 dB) (28 days) 1/1 1/1 1/1 1/1 1/1 1/1
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Appendix 8 - continued

followed by 63-day withdrawal period

Individual function test in juvenile rats treated orally with 2,4,6-Trinitrophenol for 18 days

Group and dose 80 mg/kg
Male
Animal No. 937 938 939 940 94] 942
Righting reflex ( 5 days) 1/1 1/1 1/1 1/1 1/1 1/1
( 6 days) - - - - - -
Ipsilateral flexor reflex ( 5 days) 1/1 1/1 1/1 1/1 1/1 1/1
Visual placing (16 days) 1/1 1/1 1/1 1/1 1/1 1/1
Preyer's reflex 500 Hz (60 dB) (28 days) - - - - - -
Preyer's reflex 20000 Hz (60 dB) (28 days) - - - - - -
Female
Animal No. 987 988 989 990 991 932
Righting reflex ( 5 days) 1/1 1/1 1/1 1/1 1/1 1/1
( 6 days) - - - - - -
Ipsilateral flexor reflex ( 5 days) 1/1 1/1 1/1 1/1 1/1 1/1
Yisual placing (16 days) 1/1 1/1 1/1 1/1 1/1 1/1
Preyer's reflex 500 Hz (60 dB) (28 days) - - - - - -
Preyer's reflex 20000 Hz (60 dB) (28 days) - - - - - -

Study No. 49816
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Appendix 8 - continued

followed by 63-day withdrawal period

Individual function test in juvenile rats treated orally with 2,4, 6-Trinitropheno! for i8 days

Group and dose 80 mg/ke
Male
Animal No. 943 944 945 946 947 948
Righting reflex ( 5 days) 1/1 1/1 1/1 1/1 1/1 1/1
( 6 days) - - - - - -
Ipsilateral flexor reflex ( 5 days) 1/1 1/1 1/1 1/1 1/1 1/1
Visual placing (16 days) 1/1 1/1 1/1 1/1 1/1 1/1
Preyer’'s reflex 500 Hz (60 dB) (28 days) 171 1/1 1/1 1/1 1/1 1/1
Preyer's reflex 20000 Hz (60 dB) (28 days) 1/1 1/1 1/t 1/1 1/1 1/1
Female
Animal No. 993 994 995 996 997 998
Righting reflex ( 5 days) 0/1 1/1 1/1 1/1 0/1 1/1
( 6 days) 1/1 - = - 1/1 -
Ipsilateral flexor reflex ( 5 days) 1/1 1/1 1/1 1/1 1/1 1/1
Visnal placing (16 days) 1/1 1/1 1/1 1/1 1/1 1/1
Preyer’'s reflex 500 Hz (60 dB) (28 days) 1/1 1/1 1/1 1/1 1/1 1/1
Preyer's reflex 20000 Hz (60 dB) (28 days) 1/1 1/1 1/1 1/1 1/1 1/1

Study No. 49816



Study No.49816

Appendix 9 Individual urinary findings in juvenile male rats treated orally with 2,4,6-Trinitrophenol for 18 days followed by 63-day withdrawal period

Group Animal Urine volume Osmolic pressure Specific gravily

and

dose No. (mL/24hr) (0sm/kg)

Control 907 27.0 1.322 1.039
908 23.6 1.303 1,038
909 15.8 1.671 1. 050
910 22.0 1.147 1. 036
911 17.6 1.589 1.050
912 33.0 1.094 1.031

5 mg/ke 919 21.8 0.997 1.029
920 19.2 1.423 1. 041
921 23.4 0.967 1.028
922 12.2 2.042 1.064
923 29.2 0.981 1.030
924 19.2 1.616 1. 048

20 mg/ke 931 17.4 1.520 1. 045
932 27.0 0.975 1.030
933 16.0 1.418 1. 045
934 24.2 1. 109 1.036
935 15.0 1. 744 1. 054
936 15.4 1. 847 1. 056

80 me/kg 943 24.8 0. 896 1.028
944 31.8 0.537 1. 017
945 22.6 1.037 1.033
946 20.0 1. 146 1. 037
947 26.8 1.300 1.038
948 24.0 1077 1.033
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Appendix 9 - continued Individual urinary findings in juvenile male rais treated orally with 2,4, 6-Trinitropheno! for 18 days
followed by 63-day withdrawal period

Group Animal Color pH Protein Glucose Ketone body Bilirubin Occult blood Urobilinogen

and

dose No. (mg/dL)

Control 907 Y 7.5 +4 - - - - 1
908 Y 8.0 t - - - - <1
909 Y 8.0 t+ - - ~ - <1
910 Y 8.0 t - - - - {1
911 Y 8.0 +t - - - - <1
912 Y 8.0 + - - - - <l

5 mg/ke 919 Y 8.0 + - - - - {]
920 Y 8.5 ++ - - = - {1
921 Y 8.0 + - - - - <1
922 Y 7.5 +4 - - - - {1
923 PY 8.0 + - - - - {1
924 Y 8.0 +4 - - - 1+ <1

20 mg/kg 931 Y 8.0 ++ - - - +4 {1
932 PY 8.0 + - - - - {1
933 Y 8.0 + - - - - {1
934 Y 8.0 + - - - - {1
935 Y 8.0 +4 - - - - ¢
936 Y 8.0 +4 - - - - {]

80 mg/ke 943 pPY 8.0 + - - - - <1
944 PY 8.0 + - - - - {1
945 Y 8.5 +1 - - - - {]
946 Y 8.0 + - - - - {]
947 Y 8.0 + - - - - {1
948 Y 8.0 + - - - - <l

Abbreviation: PY, pale yellow; Y, vellow.
Grade sign: -, none; £, trace; +, mild; +4, moderate; +++, marked; ++++, very marked
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Appendix 9 - continued

Individual urinary findings in juvenile male rats treated

followed by 63-day withdrawal period

Study No. 49816
orally with 2,4,6-Trinitrophenol for 18 days

Group Animal

and
dose

No.

Urinary sediment

Epithelial cells

Erythrocytes

Leukocyles

Casts

Crystals

Conirol

| I T A A

LA R T T A |

{ IR O N |

{ I T R S R |

5 mg/kg

| N N |

e i E D I

[ |

[ D N I

20 mg/kg

| A I A |

| T B B

| I R N I A |

80 mg/kg

943
944
Y45
946
947
948

[ N I R

| I S B I |

[ |

| T |

Grade signs are as follows.
Epithelial cells:

Erythrocytes
Leukocytes

Casts
Crystals

S EHASIA
o A
j=T el

HA

/field; +4,
50/fieid; H, 30/1i
/Tie

2

10/11
Id; 1, ZO/fl
0/field: ++, 20/field < a

('D-—%fﬁ

0/field; +++, = 20/field
00/field; +++, countless
field; +H+, = 40/field.

0/field; +++, couniless.

0

N -D-/\I\D
o \.._.\
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Appendix 10 Individual urinary findings in juvenile female rats treated orally with 2,4, 6-Trinitrophenol for 18 days followed by 63-day withdrawal period

Grgup Animal Urine volume Osmotic pressure Specific gravity

an

dose No. (mL/24hr) (0sm/kg)

Control 957 11.6 1.326 1.042
958 11.0 1.175 1. 036
959 5.8 1.990 1.062
960 11.4 I, 147 1.034
961 9.0 {.330 1. 040
962 9.0 1.258 1.039

5 mg/kg 969 11.0 1.294 1.040
970 10.2 1. 141 1.035
971 9.2 1. 445 1. 045
972 9.8 1.313 1.039
973 15.0 1.438 1.045
974 14.2 1.089 1.033

20 mg/kg 981 7.0 1.213 1.037
982 7.6 1. 465 1.044
083 32.6 0. 581 1.018
984 8.8 1. 456 1. 045
985 10.6 1. 360 1.042
986 14.0 1.309 1. 041

80 mg/kg 993 1.4 0.844 1.025
994 14.8 1. 145 1. 035
995 9.4 1.353 1.042
996 10.0 1. 400 1. 045
997 8.4 1,152 1.036
998 10.6 1.233 1.038
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Appendix 10 - continued Individval urinary findings in juvenile female rats treated orally with 2,4, 6-Trinitrophenol for 18 days
followed by 63-day withdrawal period

Group Animal Color pH Protein Glucose Ketone body Bilirubin Occult blood Urobilinogen

and

dose No. (mg/dL)

Control 9517 Y 7.5 + - - - - {1
958 Y 8.0 - - - - - <1
959 Y 7.5 + - - - - <1
960 Y 8.0 - - - - - <1
961 Y 8.0 - - - - - <1
962 Y 7.5 - - - - - <1

5 mg/ke 969 Y 6.5 - - - - - <1
970 Y 7.5 + - - - - ¢!
971 Y 8.0 - - - - - <1
972 Y 8.0 + - - - - gl
973 ¥ 7.5 + - - - - 1
974 Y 8.0 + - - - - {

20 mg/kg 931 Y 6.5 - - - - - {1
982 Y 8.0 - - - - - <1
983 PY 8.5 - - - - - <1
934 Y 8.0 t - - - - <1
985 Y 8.0 - - - - - {1
986 Y 8.0 - - - ~ - <l

80 mg/kg 993 Y 8.0 - - - - - {1
994 Y 7.5 - - - - - {1
995 Y 8.0 + - - - - {1
996 Y 1.5 + - - - - <1
997 Y 8.5 - - - - - <1
998 y 8.0 - - - - - <l

Abbreviation: PY, pale yellow; Y, yellow.
Grade sign: -, none; £, irace; +, mild; ++, moderate; +++, marked; +++f, very marked.



0L

Appendix 10 - continued

Individual urinary findings in juvenile female rats trealed orally with 2,4,6-Trinitrophenol for (8 days

followed by 63-day withdrawal period

Study No. 49816

Group Animal

and
dose

No.

Urinary sediment

Epithelial cells

Erythrocyles

Leukocyftes

Casis

Crystals

Control

[ N N S T T |

| R I A |

[ S T

[ I S B T B

5 ng/ke

| R R S I |

[ R R R |

S N

| I I T I R

20 mg/ke

| I T T T B |

80 mg/kg

[

[ R S S |

I

| I S N R

Grade signs are as follows.
Epithelial cells:

Erythroeytes
Leukocytes

Casts
Crystals

an

< 10/field; ++, 10/fie
d < 30/field; ++, 30/t
C20/Tield: +, 20/fie
d

1l

ld £ a
ield =
I =

al

nd < 20/field; +++, = 20/field.
and < 100/field; +4+, countless
d < 40/field; +++, = 40/field.

C20/field; ++, 20/field < and < 30/field: +++, countless.
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Appendix 11

Individeal hematological findings in juvenile male rats treated orally with 2,4,6-Trinitrophenol for 18 days

Study No.49816

Grgup Animal Leukocytes Erythrocytes Hemoglobin Hematocrit MCV MCH MCHC Platelets
an
dose No. (10% /ul) (107 /ul) (g/dL) ) (fL) (b %) (10% /)
Control 901 39 486 8.0 29.6 61 16.5 27.0 107.2
902 53 504 9.6 35.4 64 17.3 27.1 116.7
903 63 476 9.6 33.8 11 20. 2 28.4 120.3
904 81 474 8.7 32.9 69 18.4 26.4 130.3
905 63 455 §.2 33.2 73 20.2 21.17 129.4
906 81 480 9.4 34.8 13 19. 6 27.0 110. 5
5 meg/ke 913 71 526 8.6 32.0 61 16.3 26.9 114.2
514 57 547 9.2 33.9 62 16.8 27.1 121.5
915 59 456 9.5 32.9 72 20.8 28.9 112.3
916 73 454 8.6 32.5 72 18.9 26.5 122.3
917 74 498 9.9 35.7 12 19.9 27.17 123.4
918 59 469 9.0 32.8 70 19.2 27.4 116.7
20 mg/kg 925 1 431 8.2 30.8 71 19.0 26. 6 104.9
926 53 456 8.1 30.2 66 17.8 26.8 117.3
9217 49 4171 9.3 32.3 69 19.7 28.8 103.5
928 60 524 9.4 34.8 66 17.9 27.0 115.1
929 50 495 8.9 32.9 66 18.0 27.1 115.3
930 89 514 6.6 34.8 68 18.7 27.6 110.9
80 mg/ke 937 70 476 8.5 32.6 68 17.9 26. 1 97.7
038 55 487 8.3 31.2 64 17.0 26.6 114.9
939 59 523 10.2 37.2 71 19.5 27.4 94,17
940 53 505 8.9 32.9 G5 17.6 27.1 104. 8
941 55 521 9.0 33.0 63 17.3 27.3 118.5
942 149 484 9.4 3. 6 74 19.4 26. 4 124.2
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Individual hematological findings in juvenile male rats treated orally with 2,4,6-Trinitrophenol for 18 days

Appendix 11 - continued

Differential leukocyte count

Animal

Group
and

Basophil Monocyte

Segmented neutrophil Lymphocyte

Eosinophil Stab neutrophil

No.

dose

*)

t9)

@)

(%)

*)

_— O OVD =M LD D
[ R N e Yo R R )
[=piapRepiayinplay)
=
—
—
=
S
L

5 meg/ke

925
526
9217
928
929
930

20 mg/kg

72

80 mg/kg
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Appendix 12 Individual hematological findings in juvenile female rats treated orally with 2,4,6-Trinitrophenol for 18 days
Grgup Animal Leukocyles Erythrocyies Hemoglobin Hematocrit MCV MCH MCHC Platelets
an
dose No. A= /uly 0% /pul) {g/dL) €3] (fL) (r® ) (10% /ub)
Control 951 56 480 7.6 28.3 59 15.8 26.9 123.1
952 50 467 8.3 29.5 63 17.8 28. 1 123.3
953 b4 502 10.5 36.4 13 20.9 28.8 [17.2
954 41 470 8.8 32.0 68 18.7 27.5 107. 8
955 122 490 9.8 36.3 74 20.0 21,0 111.0
956 64 473 9.6 34.0 72 20.3 8.2 123.17
5 mg/kg 964 42 509 9.3 33.6 66 18.3 0.7 118.4
965 54 536 11.0 38.2 11 20.5 28.8 97.8
966 81 477 g.2 33.8 71 19.3 27.2 101. 3
967 57 487 8.8 32.1 66 18. 1 27.3 134.4
968 69 511 16.0 3.1 69 19.6 28.5 117.4
20 mg/kg 975 91 522 8.6 32.6 62 16.5 26.4 118. 8
976 56 495 8.9 32.5 66 18.0 27.4 99.3
977 43 482 10.2 35.9 14 21.2 28. 4 110.4
978 84 518 9.8 30.6 69 18.9 27.5 107. 7
979 b4 466 8.5 30. 6 66 18.2 27.8 119.9
980 62 493 9.2 33.5 68 18.7 27.5 91.3
80 mg/ke 987 70 506 8.5 32. 17 65 16.8 26.0 118.3
988 70 464 9.0 32.9 71 19.4 27. 4 103. 8
989 52 540 10.9 38.5 71 20.7 28.3 91.6
990 143 020 8.7 34.8 67 16.7 25.0 17.3
891 82 501 9.3 34.0 68 18.6 27.4 128. 9
992 91 464 9.3 34.7 75 20.0 26.8 95.3

Excluding data of one animal No. 963) in the 5 mg/kg group, since blood sample coagulated.
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Appendix 12 - continued

Individual hematological findings in juvenile female rats treated orally with 2,4,6-Trinitrophencl for 18 days

Study No. 49816

Grgu;) Animal Differential leukocyte count

an

dose No, Bosinophil Stab neutrophil Segmented neutrophii Lvmphocyte Basophil Monocyte

(%) ) ) %) %) @)

Control 951 0.0 1.0 25.0 70.0 0.0 4.0
952 1.0 2.0 14.0 78.0 0.0 5.0
953 2.0 1.0 14.0 83.0 4.0 0.0
954 0.0 0.0 13.0 85.0 0.0 2.0
955 0.0 0.0 19.0 80.0 0.0 1.0
956 0.0 1.0 14.0 82.0 0.0 3.0

5 mg/kg 963 0.0 1.0 20.0 7.0 0.0 2.0
964 1.0 0.0 13.0 §5.0 0.0 1.0
965 0.0 2.0 15.0 §3.0 0.0 0.0
966 0.0 1.0 21.0 76.0 0.0 2.0
967 2.0 0.0 9.0 8.0 0.0 1.0
968 1.0 4.0 22.0 7.0 0.0 0.0

20 mg/kg 975 2.0 2.0 21.0 75.0 0.0 0.0
976 0.0 0.0 15.0 84.0 0.0 1.0
977 0.0 1.0 16.0 81.0 0.0 2.0
918 1.0 0.0 6.0 91.0 0.0 2.0
979 0.0 1.0 18.0 81.0 0.0 0.0
980 1.0 0.0 23.0 72.0 0.0 4.0

80 mg/ke 987 1.0 0.0 17.0 30.0 0.0 2.0
988 1.0 0.0 38.0 56. 0 0.0 5.0
489 1.0 0.0 14.0 82.0 0.0 3.0
990 1.0 0.0 23.0 74.0 0.0 2.0
991 0.0 0.0 13.0 86.0 0.0 1.0
992 0.0 1.0 16.0 82.0 0.0 1.0
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Appendix 13 Individual hematological findings in juvenile male rails {reated orally with 2,4,6-Trinitrophenol for 18 days
followed by 63-day withdrawal period

Grgup Animal Leukocytes Erythrocytes Hemoglobin Hematocrit MCY MCH MCHC Platelets PT APTT

an

dose No. (102 /ul) 0% /ul) (g/dL) %) (fL) (rg) % (104 /ul) (sec) (sec)

Conirol 907 12 828 14.1 43.7 53 17.0 32.3 102.1 13.6 23.4
908 69 848 14,4 47.6 56 17.0 30.3 82.5 17.0 24.4
509 60 913 15.2 47.3 52 16.6 32.1 110.2 13.5 21.3
910 78 833 15.1 48.3 58 18.1 31.3 95.8 13. 7 20.9
011 72 889 15.1 47.5 53 17.40 31.8 64,7 15.0 23.5
912 61 900 15.0 48.5 54 16.7 30.9 114.5 18.0 23.8

5 mg/ke 919 60 779 13.5 43.4 56 17.3 3.1 82.17 13.5 21.1
920 70 821 14.4 44.9 55 17.5 32.1 90. 4 12.4 17.17
921 63 852 6.1 50.¢ 59 18.4 31.4 91.8 18. 4 26.5
922 64 818 14.8 46. 4 57 18.1 31.9 83.3 15.0 23.4
923 71 829 (5.4 48.5 59 18.6 31.8 04, 8 13.6 22.2
924 69 815 14.1 45.4 56 17.3 3l 1 94.3 13.6 21.9

20 mg/ke 931 77 839 14.6 46.2 59 17.4 31.6 91.9 15.3 21.9
§32 87 833 14.9 46. 4 56 17.9 32.1 104.4 12.9 20. 4
933 66 890 16. 3 51.5 58 18.3 3.7 101.3 20.7 26.5
634 68 809 15.0 46. 6 58 18.5 32.2 96. 3 13.2 19.8
935 80 394 15.6 48.7 54 17.4 32.0 90.7 14.4 24.9
936 18 808 14.7 47.9 58 18.2 31.3 86. 0 13.7 15.0

80 mg/kg 943 82 833 15.4 47.4 57 18.5 32.5 106. 9 14.7 21,1
944 92 192 14.4 47.0 59 18,2 30.6 83.7 13.3 20.3
945 60 769 13.6 43.4 56 17.7 31.3 83.7 14. 8 18.3
946 78 831 14.6 45.7 55 17.6 31.9 109. 8 11.2 20.3
947 104 817 14, 3 46.9 57 17.5 30.5 79.9 12.6 20. 1
948 58 826 14.0 44.8 54 16.9 31.3 104. 8 13.6 20. 4
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Appendix 13 - continued Individual hemafclogica! findings in juvenile male rats ireated orally with 2,4,6-Trinitrophencl for 18 days
followed by 63-day withdrawal period

Group Animal Differential leukocyte count
and
dose No. Eosinophil Stab neutrophil Segmenied neutrophil Lymphocyte  Basophil Monocyie

(%) () (*) ®) ® ®)
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Appendix 14 Individual hematological findings in juvenile female rats ireated orally with 2,4,6-Trinitrophenol for 18 days
followed by 63-day withdrawal period

Grgup Animal Leukocytes Eryihrocytes Hemoglobin Hematocrit MCY MCH MCHC Platelets PT APTT

an

dose No. (0= /ply Q0 /ul) (g/dL) %) (iL) (pg) %) (102 /ul) (sec) (sec)

Control 9487 11 760 14.0 44.7 59 18.4 31.3 88.8 12.1 18.2
958 52 817 4.9 46. 4 57 18.2 32.1 114.6 12.9 19.3
959 43 796 14.0 44. 8 56 17.6 31.3 98. 1 12.7 17.8
960 39 804 14.5 45.3 56 18.0 32.0 107.3 12.2 15.7
961 51 811 14.7 45.2 56 18.1 32.9 110. 2 12.1 17.3
962 68 802 14.9 47.0 59 18.6 3.7 101.0 11.3 17.1

5 mg/kg 969 47 740 13.8 43.0 58 18.6 32.1 95.9 12.2 17.6
870 75 779 13.8 43.6 56 17.7 31.17 96. 7 12.7 20. 4
971 b4 816 14.8 46. 2 57 18.1 32.0 104.0 11.6 18.5
4972 50 763 13.8 43.1 56 18.1 32.0 106. 9 12. 8 18.3
973 97 123 13.6 42.17 59 18.8 31.9 87.17 11.9 17.5
974 53 789 14.4 45.2 57 18.3 31.9 107.0 11.5 18.8

20 mg/kg 981 39 8217 15.0 48.0 58 18.1 31.3 89.9 {1.5 17.1
982 41 833 15.2 46. 8 56 8.2 32.5 95. 6 10.9 14.2
983 YA 349 14.6 46. 2 54 17.2 31.6 110.9 13.2 17.8
084 40 124 13.1 41.7 58 18,1 31.4 98.3 12.5 16. 6
985 55 847 14. 6 46. 3 55 17.2 31.5 105.3 10.8 18.9
936 84 838 14.7 46.9 56 17.5 31.3 93.5 1.1 19.7

80 mg/kg 993 35 817 14.3 44.4 54 17.5 32.2 97.6 12.0 17.5
994 53 837 15.3 47.2 56 18.3 32.4 98. 4 12.5 18.5
495 46 756 13.8 43.5 58 18.3 31,1 99, 1 11.9 16.6
996 45 805 14.1 45.1 56 17.% 31.3 94.5 13.2 18.2
997 09 185 14.5 46.7 59 18.5 31.0 96.4 12.0 16.4
998 58 828 14,7 45.5 59 17.8 32.3 95. 1 12.3 18.6
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Appendix 14 - continued Individual hematological findings in juvenile female rats treated orally with 2,4,6-Trinitrophenol for 18 days
followed by 63-day withdrawal period

Grgup Animal Differential leukocyte count

an

dose No. Eosinophil Stab neutrophil Segmented neutrophil Lymphocyte Basophil Monocyle

%) 3] %) *) ) %)

Control 857 0.0 0.0 15.0 81.0 0.0 4.0
958 1.0 1.0 10.0 88.0 0.0 0.0
959 1.0 0.0 9.0 88.0 0.0 2.0
960 2.0 0.0 12.0 84.0 0.0 2.0
961 1.0 0.0 6.0 93.0 0.0 0.0
962 1.0 0.0 7.0 91.0 0.0 1.0

5 mg/ke 969 1.0 0.0 9.0 90.0 0.0 0.0
970 0.0 0.0 8.0 92.0 0.0 0.0
971 1.0 0.0 15.0 83.0 0.0 1.0
972 2.0 0.0 4.0 93.0 0.0 1.0
973 1.0 0.0 2.0 92.0 0.0 2.0
974 1.0 0.0 7.0 91.0 0.0 1.0

20 mg/kg 981 2.0 0.0 14.0 83.0 0.0 1.0
982 0.0 0.0 8.0 92.0 0.0 0.0
083 0.0 0.0 9,0 91.0 0.0 0.0
984 1.0 0.0 8.0 0.0 0.0 1.0
985 0.0 0.0 5.0 94.0 0.0 1.0
986 0.0 0.0 6.0 92.0 0.0 2.0

80 mg/ke 993 2.0 0.0 17.0 81.0 0.0 0.0
694 3.0 0.0 14.0 81.0 0.0 2.0
995 1.0 0.0 11,0 85.0 0.0 3.0
996 0.0 0.0 6.0 54.0 0.0 0.0
997 1.0 0.0 6.0 92.0 0.0 1.0
998 2.0 0.0 6.0 91.0 0.0 1.0
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Appendix 15 Individual biochemical findings in juvenile male rats treated orally with 2,4,6-Trinitropheno! for 18 days

Group Animal T.Protein  Albumin  A/G ratio T.Bilirubin GOT GPT 7 -GTP ALP T.Cholesiero!l Triglycerides

and

dose No. (g/dL) (g/dL) (ng/dL) (/L) (/L) (10/1) (/1) (mg/dL) (mg/dL)

Control 901 4.7 3.6 3.21 0.0 90 20 0.1 767 124 184
502 2.0 3.8 3,17 0.0 95 A 0.7 974 104 239
903 4.6 3.6 3.60 0.0 100 20 0.3 567 112 76
904 4.7 3.1 3.10 0.0 9% 25 0.1 908 107 133
905 4.6 3.4 2.83 0.0 105 24 0.7 848 102 11
906 4.3 3.4 3.18 0.0 98 25 0.0 1029 90 120

5 mg/kg 913 5.0 3.1 2.85 0.0 90 22 0.3 913 101 172
914 5.0 3.8 3. 117 0.0 91 21 0.3 826 111 111
915 4.5 3.9 3.50 0.0 92 31 0.0 177 98 102
916 4.4 3.4 3. 40 0.0 101 21 0.2 945 90 88
817 4.8 3.6 3.00 0.0 94 24 0.3 957 91 156
918 4.5 3.6 4.00 0.0 96 24 0.5 870 91 69

20 mg/kg 925 4.6 3.5 3.18 0.0 86 37 0.1 865 112 109
926 4.9 3.1 3.08 0.0 83 19 0.4 817 102 108
9217 4.3 3.4 3.18 0.0 96 27 0.0 990 95 15
928 1.6 3.6 3.60 0.0 97 21 0.6 995 116 225
929 4.5 3.5 3.50 0.0 39 23 0.0 966 103 101
930 4.4 3.6 3.89 0.0 96 24 1.1 955 97 158

80 mg/ke 937 4.6 3.5 3.18 0.0 100 25 0.2 868 92 133
938 4.8 3.6 3.00 0.0 104 24 0.3 845 103 {86
939 4.6 3.6 3. 60 0.0 9% 26 0.0 822 118 98§
940 4.3 3.4 3. 78 0.0 88 22 0.3 861 96 146
941 4.5 3.5 3.50 0.0 81 16 0.2 197 96 274
942 4.5 3.5 3.50 0.0 119 22 0.0 1019 76 93
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Appendix 15 - continued Individual biochemical findings in juvenile male ratls treated orally with 2,4,6-Triniirophenol for 18 days
Grgup Animal Phospholipids Glucose BUN Creatinine IP Ca Na K {1
an
dose No. (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mEg/L) (mEq/L) {mEg/L)
Control 901 254 154 14.5 0.4 9.9 11.2 142.3 5.04 104.9
902 233 155 12.8 0.3 9.9 1.1 144.3 4.53 103.5
903 215 163 13.1 0.4 10.2 1.1 142.2 4.56 101.2
904 203 171 14.2 0.4 10.9 11.8 143.9 5. 11 104. 2
905 190 158 12.5 0.4 10. 2 11.3 142.5 4.97 104.0
906 172 138 13.1 0.4 6.9 11.5 143.8 4.44 104. 1
5 mg/kg 913 200 162 13.1 0.3 10.2 11.4 143.4 4.75 104. 8
914 210 182 12.9 0.3 10. 2 11.7 143.3 4,99 105. 2
915 194 156 14,3 0.4 9.8 11.2 143.7 4,54 105. 4
916 172 154 15.2 0.3 10.3 10.9 145.0 4,50 105. 4
917 186 153 15.1 0.4 10.3 11.1 143.0 4.88 104.1
918 176 160 15.0 0.4 9.2 10.9 143. 4 4,717 103.0
20 mg/ke 925 201 156 13.1 0.4 10.1 11.6 142.3 4,49 103.6
526 207 148 17.0 0.4 9.6 11.6 144. 1 4,96 106. 3
927 181 157 12.0 0.3 9.2 10.6 142.1 4,66 103.5
928 240 144 17.9 0.4 1.2 11.8 143.3 5.15 105.0
929 213 150 12.9 0.3 10. 4 11.4 143.0 4.76 103.9
930 196 149 15.6 0.3 9.9 11.3 144.5 4,66 103.5
80 mg/kg 937 197 154 13.8 0.4 6.5 11.9 143.0 4.58 103.5
938 214 146 14.9 0.4 9.1 10.9 142. 3 4,55 103.3
939 226 143 18.1 0.4 9.1 11.4 143.7 4.46 102.8
940 207 148 18.1 0.4 9.9 10.9 144.0 4.89 104.5
941 209 149 13.6 0.4 10.0 1.2 140.2 4.78 102.8
642 155 159 14.5 0.4 10. 4 11.7 142.6 4.30 102.3
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Appendix 16 Individual biochemical findings in juveniie female rais treated orally with 2,4,6-Trinitrophenol for 18 days

Group Animal T.Protein  Albumin  A/G ratio T.Bilirubin GOT GPT r-GTP ALP T.Cholesterol Triglycerides

and

dose No. (g/dL) (g/dL) (mg/dL) (10/1) (h/n) (1U/1) (/L) (mg/dL) (mg/dL)

Control 051 4.4 3.4 3.40 0.0 106 19 0.5 830 108 84
952 4.8 3.7 3. 36 0.0 93 19 0.1 701 135 95
953 4.6 3.4 2.83 0.0 94 22 0.3 986 117 88
954 4.4 3.5 3.89 0.0 140 28 0.0 866 92 80
955 4.5 3.5 3.50 0.0 142 28 0.8 1077 108 82
956 5.0 3.6 2.57 0.0 99 23 0.3 874 92 204

5 mg/kg 963 4.4 3.3 3.00 0.0 15 22 0.4 997 99 43
964 4.6 3.5 3.18 0.0 98 20 0.2 721 104 66
965 4.1 3.6 3.21 0.0 158 21 0.5 134 i3 123
966 4.0 3.2 4,00 0.0 86 25 0.0 946 90 82
967 4.4 3.3 3.00 0.0 95 23 0.0 831 116 88
568 4.7 3.6 3.21 0.0 89 23 0.5 862 75 181

20 mg/kg 975 4.6 3.6 3. 60 0.0 105 21 0.1 745 114 71
976 4.8 3.6 3.00 0.0 102 20 0.0 690 108 106
971 4.4 3.3 3.00 0.0 114 22 0.0 664 88 88
978 4.5 3.6 4,00 0.0 101 19 0.1 733 100 96
979 4.5 3.5 3.50 0.0 89 21 0.3 933 106 84
980 4.2 3.4 4,25 0.1 109 24 0.3 1003 97 49

80 mg/ke 987 4.6 3.1 4,11 0.0 86 21 0.3 674 107 121
v88 4.5 3.4 3.09 0.0 99 22 0.2 970 100 163
989 4.7 3.1 3.70 0.0 88 20 0.3 759 118 144
990 4.6 3.5 3. 18 0.0 111 22 0.0 810 89 133
991 4.8 3.1 3.36 0.0 90 24 0.3 1008 99 157
692 4.5 3.6 4. 00 0.0 97 22 0.0 612 84 78




8

Study No. 49816

Appendix 16 - continued Individual biochemical [indings in juvenile female rats freated orally with 2,4,6-Trinitropheno!l for I8 days
Grgup Animal Phospholipids Glucose BUN Creatinine [P Ca Na K Cl
an
dose No. (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mEa/L) (mEq/1) (mEq/L)
Control 951 208 142 12.5 0.4 10.1 10.9 143.2 5.06 106. 8
952 235 152 13.8 0.3 9.7 10.9 143.9 4.14 106.0
953 214 155 16.1 0.4 10.3 11.0 144.9 4.63 105. 2
054 183 167 19.6 0.4 10.3 11.3 143.8 4.99 104. 7
955 210 158 17.6 0.4 9.6 11.1 146.3 5. 36 106. 3
956 200 153 18.0 0.4 10.3 11.4 143.8 4,94 104.6
5 mg/ke 963 185 153 12.3 0.3 10.5 10.4 143.7 5.59 105. 8
964 184 162 13.4 0.4 10.7 1.1 142.1 5.10 103.7
965 220 190 18.9 0.3 9.8 11.0 144.4 5.28 103.2
966 164 144 15.6 0.4 10.0 10.2 146. 1 4. 40 104.6
067 229 156 15.4 0.4 9.9 10.7 143.3 4.69 104.1
968 171 167 17.6 0.4 9.6 10.9 144.3 4.72 105.7
20 mg/kg 975 213 149 12.17 0.4 10.1 11.4 141. 7 5.17 102.9
976 206 146 14.2 0.4 10.0 11.0 142.6 4.58 103.3
977 184 163 14.0 0.3 10.3 10.9 142.9 5,05 104.1
978 191 147 16.8 0.4 9.7 10.7 146. 3 4,53 106. 4
979 209 159 12.17 0.3 11.0 1.0 143.0 5.32 105. 6
980 176 170 16.9 0.4 10.0 10.9 144.7 4,97 102.8
80 mg/ke 987 2217 149 17.1 0.4 10.0 1.3 142.2 4,74 103.7
988 207 153 13.4 0.3 9.6 11.2 144.5 4,07 101.7
989 234 161 17.1 0.4 9.8 11.1 142.7 4.97 103.4
990 182 141 17.4 0.4 10. 1 11.3 144.5 4,67 104.9
991 209 159 15.7 0.4 10.8 11.8 143.0 5.65 103.6
992 174 155 17.9 0.4 10.0 11.1 145.1 4,61 106. 8
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Appendix 17 Individual biechemical findings in juvenile male rats treated orally with 2,4,6-Trinitrophenol for 18 days followed by 63-day wilhdrawal period
Group Animal T.Protein Albumin  A/G ratio T.Bilirubin GOT GPT 1 -GTP ALP T.Cholesteral Triglycerides
and
dose No. (g/dL) (g/dL) (mg/dL) (1u/L) (1u/1) (1u/L) (1u/L) (mg/dL) (mg/dL)
Control 907 5.1 3.1 1. 85 0.0 91 20 0.8 217 41 45
908 5.6 3.8 2. 11 0.0 70 21 0.6 195 46 58
909 5.6 3.1 1.95 0.0 13 16 0.5 278 41 53
910 5.5 3.8 2.24 0.0 80 20 0.7 309 60 55
911 5.6 4.0 2.50 0.0 97 23 0.1 342 46 60
912 5.6 4.0 2.50 0.1 81 20 0.8 259 39 49
5 mg/kg 919 5.6 3.9 2.29 0.0 74 22 0.7 266 53 23
920 5.6 4.0 2.50 0.0 85 21 0.4 204 62 36
921 5.4 3.9 2.60 0.0 62 19 0.9 338 55 25
922 5.9 4.1 2.28 0.0 14 22 0.4 254 78 68
923 5.2 3.6 2.25 0.0 84 14 0.1 205 47 26
924 5.6 31 1.95 0.0 76 18 0.9 248 72 47
20 mg/kg 931 5.4 3.8 2.37 0.0 82 20 0.8 234 40 83
932 5.4 3.9 2.60 0.0 105 18 0.8 251 68 35
933 5.4 3.6 2.00 0.0 76 21 0.4 301 28 70
934 5.9 4.0 2. 11 0.0 97 22 0.9 240 86 83
935 5.2 3.6 2.26 0.0 85 18 0.7 245 50 44
936 5.1 3.6 171 0.0 89 25 0.6 226 11 86
80 mg/kg 943 5.4 3.9 2. 60 0.0 84 20 0.2 283 57 48
944 5.2 3.4 1.89 0.0 it 17 0.7 225 58 81
945 4.8 3.6 3.00 0.0 81 21 0.3 243 40 24
946 5.9 3.1 2.06 0.0 82 18 0.8 290 74 20
947 5.6 3.1 1. 95 0.0 68 19 0.0 282 83 53
948 5.4 3.8 2.37 0.0 87 19 0.6 236 53 45
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Appendix 17 - continued Individual biochemical findings in juvenile male rats treated orally with 2,4,6-Trinitrophenol for 18 days
followed by 63-day withdrawal period

Grgup Animal Phosphelipids Glucose BUN Creatinine 1P Ca Na K Cl

an

dose No. (mg/dL) (mg/dL) (ng/dL) (mg/dL) (mg/dL) (mg/dL) (mEa/1.) (nEq/L) (mEq/L)

Control 907 85 132 2.4 0.4 1.2 10.3 144.7 3. 86 102.7
908 90 134 12.8 0.4 1.2 10.2 144.6 3.85 102.7
909 90 153 16.0 0.5 1.3 10.2 143.3 4.13 102.8
910 114 131 16.17 0.4 1.5 10. 1 143.9 4.317 106. 8
911 94 121 15.3 0.4 6.9 10.4 144. 1 4.39 107.0
912 89 126 15,6 0.4 6.7 10.5 146.4 4.11 105.4

5 mg/kg 919 97 139 21.5 0.5 8.0 10.0 144.8 4,18 104. 4
920 11 141 19.2 0.5 7.9 10.2 144.6 4.47 103. 3
921 104 137 14.7 0.4 6.3 9.8 144.6 4.05 108. 2
922 127 143 13.17 0.4 6.5 10. 1 144.9 3. 82 104.1
923 85 108 20.0 0.5 1.2 9.9 146. 2 4,00 105.1
924 120 127 15.7 0.4 6.9 10.1 146. 4 3.84 104.3

20 mg/kg 931 92 162 17.5 0.5 1.2 10. 1 143.5 4,15 104. 1
932 112 152 17.9 0.5 1.2 9.9 144.5 4.31 102. 4
933 70 136 15.1 0.4 1.3 10.0 144. 8 4.07 104. 4
934 40 138 12.1 0.4 6.9 10. 4 143.7 4. 34 104.0
935 89 116 18.7 0.4 1.5 9.8 144.6 4.39 106.5
936 140 135 16. 1 0.5 6.9 10.4 146. 1 4.10 105.2

80 mg/kg 943 105 142 16.6 0.4 1.4 10.0 144.9 3.95 105.5
944 113 132 18.0 0.5 1.3 9.8 145.0 4.02 104. 2
945 80 122 15.2 0.4 6.9 9.6 142. 4 3.93 104.0
946 119 141 22.0 0.4 7.6 10. 3 144.0 4.39 103.1
947 133 138 17.4 0.4 6.6 10.0 145.6 3.89 105.0
943 95 103 13.4 0.4 1.3 10. 1 146. 4 4.29 106. 4
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Appendix 18 Individual biochemical {indings in juvenile female rats treated orally with 2,4, 6-Trinitrophenol for 1§ days
followed by 63-day withdrawal period

Grgup Animal T.Protein Albumin A/G ratio T.Bilirubin GOT GPT 7 -GTP ALP T.Cholesterol Triglycerides

an

dose No. (g/dL) (g/dL) (mg/dL) (1U/L) (1u/1) (1U/1) (10/1) (mg/dL) (mg/dL)

Control 957 5.2 3.7 2.47 0.1 91 16 0.6 204 44 16
958 9.5 3.8 2.24 0.0 11 17 0.8 187 64 28
959 5.8 4.3 2.81 0.1 10 18 1.6 171 50 23
960 5.8 4.2 2. 63 0.0 68 18 0.4 162 52 12
961 5.7 4.1 2.6 0.0 64 17 0.9 136 45 10
962 5.1 4.0 2.35 0.0 88 17 0.6 127 49 16

5 mg/kg 969 5.2 3.6 2.25 0.1 80 17 0.8 142 43 11
970 5.8 4.1 2. 41 0.0 67 13 l.4 186 59 18
971 5.7 4.3 3.07 0.1 71 12 1.1 154 59 13
972 5.2 3.9 2.06 0.0 86 19 0.3 113 42 11
973 5.8 4,2 2. 83 0.1 83 20 0.6 128 90 34
974 5.7 3.9 2. 11 0.0 81 17 1.0 146 85 19

20 mg/ke 981 5.9 4.5 3.21 0.1 66 14 0.4 165 66 25
982 6.1 4.2 2.0 0.0 72 14 0.8 166 82 38
983 5.4 4.0 2. 86 0.0 170 17 0.7 174 49 23
984 5.3 3.6 2.12 0.0 67 15 0.9 133 a0 14
985 9.6 4.3 3.31 0.1 96 15 1.0 165 56 9
986 5.7 4.4 3.38 0.1 82 17 0.1 169 65 17

80 mg/kg 993 b.8 4.0 2.22 0.0 68 13 0.8 135 03 12
994 5.9 4.2 2.47 0.0 85 18 1.0 155 66 44
995 6.0 4.4 2.75 0.0 al 15 0.5 143 43 17
996 6.0 4.4 2.175 0.1 72 21 0.8 188 65 22
997 5.5 3.9 2.44 0.0 73 21 0.8 167 63 17
998 5.5 4.2 3.23 0.0 91 22 1.3 109 68 21
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Appendix 18 - continued Individual biochemical findings in juvenile female rats treated orally with 2,4,6-Trinitrophenol for 18 days
followed by 63-day withdrawal period

Group Animal Phospholipids Glucose BUN Creatinine 1P Ca Na K Cl

and

dose No. (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mEq/L) (mEa/L) (mEq/L)

Control 957 96 108 17.0 0.5 6.7 9.7 144.0 3.65 108. 7
958 125 103 15.2 0.5 6.3 10.1 144.4 4.10 107. 1
959 106 118 15.3 0.5 5.6 10.4 145.4 3.176 110.1
960 101 111 17.0 0.5 6.0 9.9 143. 1 4,54 110.1
961 9] 102 19.7 0.9 1.2 9.8 144.1 4.61 108.0
962 100 128 17.2 0.4 7.1 10.3 145.8 3.94 109. 7

b mg/kg 969 90 95 16.9 0.5 6.6 9.3 145.2 3.96 109.9
970 119 117 17.2 0.5 7.0 9.8 143.6 3.1l 106. 0
971 119 108 17.0 0.5 7.8 10.1 144.3 3.99 106. 4
972 89 107 17.7 0.5 7.1 9.8 144.8 4.03 107.7
913 184 114 17.3 0.4 6.3 10.3 144.7 3.75 106. 4
974 142 108 14.4 0.4 7.1 10.0 144.5 4,17 108.5

20 mg/kg 981 139 123 16.7 0.5 7.8 10.3 144.7 4,26 109.1
982 153 138 15.2 0.4 7.6 10.3 144.7 4.80 107. 6
983 105 119 19. 8 0.5 1.8 9.9 142.4 4.50 106. 8
984 101 116 13.8 0.4 7.6 9.5 144.2 3.58 108.2
985 1217 97 1.1 0.4 6.6 9.8 143.8 3.98 106. 4
986 131 120 16.9 0.5 8.2 10.3 145.0 4.25 106. 8

80 mg/kg 993 104 103 22.1 0.6 6.7 9.8 143.2 4.41 108.5
994 133 127 19.5 0.5 6.6 10.3 143.2 3.95 103.5
995 103 131 16,2 0.5 6.9 10.3 145.2 4,20 111.2
996 130 118 17.6 0.4 6.7 10.0 145.6 4,14 107. 8
997 119 104 17.0 0.5 6.9 10.3 145.0 4.26 107.17
998 129 116 17.6 0.4 7.6 10.2 145.7 4,11 107.9
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Appendix 19 Individual necropsy findings in juvenile male rats treated orally with 2,4,6-Trinitrophenol for 18 days
\\ Group and dose
\\ Animal No. 901 902 918
Organs and findings Necropsy timing S S S
Integumentary system
Integument '
Coloration, hair, yellow - - +

Abbreviation: S, scheduled.
Grade sign: -, none; +, mild; ++, moderate; t++, marked
No appreciable changes in all other organs and tissues.
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Appendix 20 Individual necropsy findings in juvenile female rats treated orally with 2,4,6-Triniirophenol for 18 days
\\ Group and dose Control 5 mg/kg
\\ Animal No. 951 952 953 954 955 956 963 964 965 966 967 968
Organs and findings \ Necropsy timing S S S S S S S S S S S N
Integumentiary system
Integument )
Coloration, hair, yellow - - - - - -~ + + + 1 1 1

Abbreviation: S, scheduled.
Grade sign: -, none; +, mild; +f, moderate; +t+, marked.
No appreciable changes in all other organs and tissues
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Appendix 20 - continued Individual necropsy findings in juvenile female rats ireated orally with 2,4, 6-Trinitrophenol for 18 days
\\ Group and dose 20 mg/kg 80 mg/kg
\\ Animal No. 975 976 977 978 979 980 987 988 989 990 991 992
Organs and findings Necropsy timing N S S S S S S S S S S S
Integumentary sysiem
Integument
Coloration, hair, yellow t 1 t t t + 1 + + + + 1

Abbreviation: S, scheduled.
Grade sign: -, none; +, mild; t++, moderaie; +++, marked.
No appreciable changes in all other organs and fissues
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Appendix 21 Individual necropsy findings in juvenile male rats treated orally with 2,4,6-Trinitrophenol for 18 days
followed by 63-day withdrawal period
Group and dose Control 5 mg/kg
Animal No. 907 908 909 910 911 912 919 920 921 922 923 924
Organs and findings Necropsy timing S S S S S S S S S S N S
Genital system
Testis
Small - - - - - - - - - - - -
_ Enlargement - - - - - + - - - - - -
Epididymis
Macule, light yellow - - - - - - - - - - - -
Small - - - - - - - - - - - -
Integumeniary sysiem
Integument ]
Coloration, hair, yellow - - - - - - + - - - - -

Abbreviation: S, scheduled.
Grade sign: -, none; ¥, mild; ++, moderate; +++, marked
No appreciable changes in all other organs and tissues
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Appendix 21 - continued Individual necropsy findings in juvenile male rats freated orally with 2,4,6-Triniirophenol for I8 days
followed by 63-day withdrawal period
\ Group and dose 20 mg/kg 80 mg/kg
Animal No. 931 932 933 934 935 936 943 944 945 946 947 948
Organs and findings Necropsy timing S S S S S S S N S S S S
Genital system
Testis
Small - + - + - - - - - - - -
_ Enlargement - - - - - - - - - - - -
Epididymis
Macule, light yellow - - - - - - - t - - - -
Small - - - + - - - - - - - -
Integumentary system
Integument _
Coloration, hair,yellow t + t + + + t t t + + +

Abbreviation: S, scheduled.
Grade sign: -, none; +, mild; ++, moderate; t+++, marked.
No appreciable changes in all other organs and tissues
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Appendix 22 Individual necropsy findings in juvenile female rats (reated orally with 2,4,6-Trinitrophenol for 18 days
followed by 63-day withdrawal period

Group and dose Conirol 5 mg/kg

Animal No. 957 958 959 960 961 962 969 970 971 972 973 974
Organs and findings Necropsy timing S S S S S S S N S N S S
Urinary system

Kidney ‘ ‘ _
Dilatation,pelvic cavity - - - - - - + - - - - -

Integumentary system
Integument _
Coloration, hair,yellow - - - - - - - - _ ~ _ _

Abbreviation: S, scheduled.
Grade sign: -, none; +, mild; ++, moderate; +t+, marked
No appreciable changes in all oiher organs and tissues
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Appendix 22 - contiinued Individual necropsy findings in juvenile female rats treated orally with 2,4,6-Trinitrophenol for 18 days
followed by 63-day withdrawal period
\ Croup and dose 20 mg/kg 80 mg/kg
Animal No. 981 982 983 984 985 986 993 694 995 996 997 998
Organs and findings Necropsy timing S S S S N S S S S S S S

Urinary system
Kidney ‘ ) ‘
Dilatation,pelvic cavity - - - - - - - - - - _ _

Infegumentary system
Integument .
Coloration, hair, yellow + + t + + + 1 + + 1 + +

Abbreviation: S, scheduled.
Grade sign: -, none; +, mild; ++, moderale; +t+, marked
No appreciable changes in all other organs and lissues
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Appendix 23 Individual organ weights in juvenile male rats treated orally with 2,4, 6-Trinitrophenol for I8 days

Group Animal Final Brain Pituitary Thyroids Heart

and body weight

dose No.

(8) (® (g/100gB.W.) (mg) (mg/100gB. %.) (mg) (mg/100gB. W.) (ng) (mg/100gB.¥.)

Control 901 60. 8 1.63 2.68 2.9 4.8 5.4 8.9 349.8 570.3
902 70.6 1. 74 2.46 1.6 2.3 8.5 12.0 388.5 550. 3
903 68. 17 1. 69 2.46 2.6 3.8 8.4 12.2 350. 7 510.5
904 60. 1 1.59 2.65 2.6 4.3 8.6 14.3 373.1 620. 8
905 60.0 1. 64 2.73 2.2 3.7 6.4 10.7 305.3 508.8
906 60. 2 1.68 2.79 2.5 4.2 8.9 14.8 328.5 545.7

5 mg/kg 013 60. 5 1. 69 2.79 2.0 3.3 6.0 9.9 313.2 517.7
914 64.4 1.69 2.62 2.7 4.2 3.1 4.8 377.3 585.9
915 67.6 1.63 2.41 2.9 4.3 8.1 12.0 411.6 608.9
916 60.4 1.56 2.568 3.0 5.0 6.4 10.6 308.1 510.1
917 61.5 .58 2.57 2.7 4.4 7.8 12.7 3271.1 532.8
918 63.9 1. 65 2.60 2.3 3.6 8.8 13.9 325. 4 512.4

20 mg/ke 925 69.0 [.59 2.30 3.1 4,5 8.3 12.0 359.9 521. 6
926 71.2 1.56 2.19 2.8 3.9 1.4 16.0 386.0 542.1
927 64.3 1. 65 2.57 2.2 3.4 9.4 14.6 310.9 483.5
928 56. 6 1. 71 3.02 1.6 2.8 6.4 11.3 301.3 532.3
929 62.9 .70 2.70 2.8 4.5 7.0 1.1 331.6 527.2
930 58.3 [.65 2.83 3.0 5.1 5.5 9.4 289.6 496. 7

80 mg/ke 9317 59.9 1.50 2.52 2.2 3.7 6.8 11.4 332.6 559. 0
938 68. 2 1. 66 2.43 2.5 3.7 6.4 9.4 370.5 543.3
939 64.8 1.66 2.56 2.8 4.3 8.0 12.3 349.3 539.0
940 59. 1 1.55 2.62 2.7 4.6 9.3 15.7 315.1 533.2
941 54.9 1.65 3.01 2.8 5.1 7.1 12.9 292.6 533.0
942 64.0 1.66 2.59 2.6 4.1 7.4 11.6 381.4 595.9
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Appendix 23 - continued Individual organ weights in juvenile male rats ireated orally with 2,4, 6-Trinitrophenol for 18 days

Group Animal Lungs Thymus Liver Spleen Kidneys

and

dose No.

(mg) (mg/100gB. ¥.) (ng) (mg/100gB. ¥.) (8 (g/100gB.¥.) (mg) (mg/100gB. W.) (g) (g/100gB. ¥.)

Control 901 521.1 857. 1 273. 2 449.3 2.44 4,01 302. 4 497.4 0.60 0.99
902 598.1 847.2 275.4 390.1 3.00 4,25 391.2 554.1 0.89 1.26
903 553.7 806.0 330.9 481.7 2.91 4.24 455. 7 663.3 0. 86 1.25
904 430.0 798.7 298.3 496. 3 2.66 4,43 291.2 484.5 0.72 1.20
905 435.9 726.5 272.0 453.3 2.49 4. 15 285, 8 476.3 0.62 1.03
906 565.0 938.5 286.0 475.1 2.66 4,42 325.2 540.2 0.74 1.23

5 mg/kg 913 464.3 767.4 258.0 426. 4 2.65 4.38 392.3 648. 4 0. 69 1.14
914 569. 4 884.2 226.1 302.0 2.8 4,38 353.2 548.4 0. 86 1.34
916 570. 4 843.8 370. 7 548. 4 2.95 4,36 448.7 663. 8 0.77 1.14
916 472.7 782.6 310.6 514.2 2.59 4.29 290.5 481.0 0. 64 1.06
917 465.8 707.4 257.8 419,72 2.79 4,54 334.5 543.9 0.70 1. 14
918 459, 1 723.0 248. 6 391.5 2.65 4. 17 305. 6 481.3 0.72 1.13

20 mg/kg 925 594.1 861.0 314.7 456. 1 3.08 4.48 422.8 612.8 0.76 1. 10
926 530.5 1451 291.0 408. 7 3.04 4,27 389.3 546. 8 0. 81 1.14
927 460. 2 715.7 276.0 429. 2 2.82 4,39 382.6 595.0 0.72 1.12
928 464.7 821.0 250. 8 443. 1 2.52 4. 45 301.8 533.2 0.75 1.33
929 495. 4 787.6 262.2 416. 9 2.6 4,39 403.2 641.0 0.79 1.26
930 475.1 814.9 241.9 414.9 2.512 4,32 385.6 661.4 0.76 1.30

80 mg/ke 9317 517.2 869. 2 230.4 387.2 2.70 4.54 372.8 626. 6 0.61 1.03
938 658. 9 966. 1 328. 8 482.1 3.40 4.99 453. 4 664.8 0.95 1.39
939 558. 4 861. 7 274.8 424. 1 3.22 4.97 416.8 643. 2 0.71 1.10
940 555.9 940. 6 333.2 563. 8 2.61 4.52 3477 588.3 0.71 1.20
941 477.6 869.9 323.9 590.0 2.51 4,57 290.8 529.7 0.65 1.18
942 512.1 800. 2 241.0 376.6 3.31 5.17 353. 8 552.8 0.5 L. 17
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Appendix 23 - continued Individual organ weights in juvenile male rats treated orally with 2,4,6-Trinitrophenol for 18 days

Grgup Animal Adrenals Epididymides Testes

an

dose No.

(mg) (mg/100gB. ¥.) (mg) {(mg/100gB. ¥.) (mg) (mg/100gB. W.)

Control 901 17.1 28.1 61.4 101.0 316.4 520. 4
902 18.8 26. 6 58.9 83.4 387.0 548.2
903 20. 4 29.7 62. 7 91.3 350. 5 510. 2
904 17.3 28.8 50.0 83.2 281.6 468. 6
905 16.6 27.1 57.0 95.0 264.2 440.3
906 17.9 29.17 55. 6 92.4 355.5 590.5

5 mg/kg 913 17.0 28.1 53.3 88.1 267. 17 442.5
914 16.2 25.2 62.5 97.0 319.1 496. 4
915 18.2 26.9 62.6 92.6 330. 4 488.8
916 18.2 30.1 49.9 82.6 278.5 461.1
917 16.9 27.5 50.5 90. 2 289. 1 470.1
918 16.2 25.9 48.8 76.9 3271 515.1

20 mg/ke 925 17.9 25.9 61.0 88. 4 338.0 489.9
926 19.8 27.8 52.6 73.9 305.9 429.6
927 19.3 30.0 50. 6 8.7 323.3 502. 8
928 159.1 26. 17 53.4 94,3 284.9 503.4
929 16. 7 26.6 57.8 91.9 344. 1 547.1
930 15.5 26.6 70.3 120. 6 320. 4 549.6

80 mg/ke 937 18.6 31.3 51.9 87.2 272.9 458.7
938 18.5 27.1 45.0 66. 0 298.5 437.7
939 18.6 28. 7 53.17 82.9 325.3 502.0
940 16.2 27.4 50.5 85.4 284.9 482.1
941 14.9 27.1 46. 8 85. 2 279.6 509.3
942 15.9 24.8 54.0 84. 4 306.8 479.4
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Appendix 24 Individual organ weights in juvenile female rats treated orally with 2,4,6-Trinitrophencl for 18 days

Group Animal Final Brain Pituitary Thyroids Heart

and body weight

dose No.

(g (2 (g/100gB.¥.) (mg) (mg/100gB. W.) (mg) (mg/100gB. ¥.) (mg) (mg/100gB. ¥.)

Control 951 56. 2 .55 2.76 3.4 6.0 7.9 14.1 329.9 587.0
952 62.7 1. 64 2.62 3.1 4.9 6.2 9.9 386.6 616.6
953 62.4 1.52 2.44 3.0 4.8 6.1 9.8 307. 1 492. 1
954 55.5 1. 59 2.86 3.4 6.1 6.2 11.2 305. 1 549.7
955 60. 7 1.63 2.69 2.9 4.8 7.4 12.2 361.0 594.7
956 56. 3 1.50 2.66 2.3 4.1 6.9 12.3 307.§ 546.9

5 mg/ke 963 57.1 1.51 2.62 2.7 4.7 8.0 13.9 295.2 511.6
964 63.0 1. 56 2.48 3.1 4.9 6.8 10.8 347.4 501.4
965 60. 7 1.63 2.69 3.0 4.9 6.9 1.4 313.3 516.1
966 56.5 1.56 2.76 2.6 4.6 5.2 9,2 301.3 533.3
967 59.5 1.63 2.74 2.4 4.0 8.2 13.8 315.6 530.4
968 60. 1 1.54 2.56 2.2 3.1 7.4 12.3 317.3 528.0

20 ng/ke 975 52.2 1.55 2.97 3.3 6.3 5.4 10.3 310.5 594. 8
976 62.6 1. 56 2.49 3.3 5.3 8.2 13.1 398.9 637.2
977 59.9 1.57 2.62 3.0 5.0 7.2 12.0 313.0 522.5
978 51.8 1. 56 3.01 1.9 3.7 6.2 12.0 256.7 495. 6
979 54.9 1.55 2.82 2.3 4.2 7.1 14.0 265. 8 484.2
980 60. 3 1.58 2.62 2.6 4.3 5.5 9.1 303.9 504.0

80 mg/ke 987 58.3 1.53 2.67 2.4 4.1 4.9 8.4 364.9 625.9
988 66. 2 1.57 2.31 2.8 4.2 8.1 12.2 384.1 580. 2
989 62.5 1.53 2.45 2.6 4.2 8.9 14.2 409. 1 654. 6
990 50.8 1.47 2.89 3.6 7.1 7.6 15.0 304.8 600.0
991 55.9 1.50 2.68 2.6 4.7 9.8 17.5 331.8 593.6
992 59.3 1.56 2.63 2.7 4.6 8.8 14.8 330.5 507.3
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Appendix 24 - continued Individual organ weights in juvenile female rats treated orally with 2,4,6-Trinilrophenol for 18 days

Group Animal Lungs Thymus Liver Spleen Kidneys

and

dose No.

(mg) (mg/100gB. W.) (mg) (mg/100gB.¥.) (® (g/100gB. ¥.) (mg) (ng/100gB. ¥.) () (g/100gB.¥.)

Control 951 409.6 728.8 250. 1 445.0 2.05 3.65 304.5 041.8 0.71 1.26
952 522.0 §32.5 271.3 432.1 2.5} 4.00 356. 4 568. 4 0.76 1.21
953 473.8 759.3 275.1 440.9 2.59 4.15 323.3 018.1 0. 69 1.11
954 448. 2 807.6 257.7 464.3 2. 41 4,34 289.1 920.9 0.71 1.28
955 469.0 766. 1 293.8 484.0 2.58 4.25 374.6 617.1 0.67 1. 10
956 399.4 709.4 253.8 450.8 .64 4,69 268.3 476.6 0. 61 1.08

5 mg/kg 963 416. 2 721.3 265. 4 460.0 2.18 3.78 286. 1 495.8 0.68 1. 18
964 483.4 767. 3 213.6 434.3 2.51 4.08 298. 6 474.0 0.72 1. 14
965 oll. 4 842.9 217.1 358.6 2.58 4.125 297.8 490. 6 0.78 1.29
Y66 457.2 809.2 266. 7 470.3 2.10 3.72 351.0 621.2 0.60 1.06
567 498. 3 837.5 272.9 458.0 2.60 4.37 371. 4 624.2 0.67 113
968 433.1 721.6 245.3 408. 2 2.62 4. 36 369.7 6i5.1 0.68 1.13

20 mg/kg 975 391.0 749.0 237.4 454. 8 2.18 4,18 271.1 519.3 0. 69 1.32
976 541.1 864.4 310. 2 495.5 2.64 4.22 385. 1 615.2 0.67 1.07
9717 450. 9 752.8 313.0 522.5 2.60 4. 34 233.2 389.3 0.74 1.24
978 400. 2 172.6 238.3 460.0 2.07 4,00 288. 3 556.6 0.55 1. 06
979 433.0 788.7 298.5 043.7 2.10 3.83 253.3 461.4 0.63 1. 15
980 445.0 738.0 291.1 482.8 2.38 3.95 318.2 827.7 0. 66 1.09

80 mg/ke 987 500. 4 858.3 296.3 508.2 2.92 5.0l 338.5 580. 6 0.68 1. 17
988 993. 2 830.6 28h.4 431.1 3.07 4,64 450. 5 680. 0.73 1.10
989 455. 1 728.2 271.3 434.1 2.94 4.70 382.2 611.5 0.78 1.25
990 408. 1 303. 3 207.0 407.5 2.36 4. 69 314.9 619.9 0. 65 1.28
991 452. 2 808.9 307.2 549.6 2.50 4.47 353.1 631. 17 0. 67 1.20
992 465. 2 784. 5 245.5 414.0 2.68 4. 52 365.8 616.9 0.71 1.20
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Appendix 24 - continued

Individual organ weights in juvenile female rais treated orally with 2,4, 6-Trinitropheno! for I8 days

Study No. 49816

Group Animal Adrenals Ovaries

and

dose No.

(mg) (mg/100gB. W.) (mg) (mg/100gB. ¥.)

Control 951 15. 4 27.4 19.1 34.0
952 18.2 29.0 21.8 34.8
953 18.5 29.6 22.9 36.7
954 15.9 28.6 17.6 3.7
955 14.6 24.1 18.8 31.0
956 15.6 27.7 17.8 31.6

5 mg/kg 963 16. 6 28.8 16.5 28.6
964 20.3 32.2 15.6 24.8
965 16.1 26.5 15.1 24.9
966 14.5 25.17 17.3 30.6
967 15.5 26.1 23.1 38.8
968 16.4 21.3 16.0 26.6

20 mg/ke 975 15.3 29.3 12.7 24.3
976 19.2 30. 17 19.5 31.2
977 19.6 3.1 13.9 23.2
978 13.7 26.4 12.8 24.17
979 15.2 27.7 16.2 29.5
980 15.6 25.9 18.2 30.2

80 mg/kg 987 16.0 27.4 21.3 36.5
988 20.0 30.2 17.17 26.7
989 14.2 22.1 21.2 33.9
990 14.1 27.8 18.1 35.6
491 15.6 27.9 17.5 31.3
992 16.8 28.3 18.2 30.7
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Appendix 25 Individual organ weights in juvenile male rats treated orally with 2,4,6-Trinitrophenol for 18 days followed by 63-day withdrawal period

Group Animal Final Brain Pituitary Thyroids Heart

and body weight

dose No.

(g) (g (g/100gB.¥.) (ng) (mg/100gB. ¥.) (mg) (mg/100gB. ¥.) (mg) (mg/100gB. W.)

Control 907 526. 8 2.49 0.47 16.4 3.1 21.8 4.1 1853. 7 351.9
908 422.5 2.04 0.48 13.3 3.1 5.3 3.6 1427.6 337.9
909 487.1 2.46 0.51 14.1 2.9 25.8 5.3 1481. 1 304.1
910 428.8 2. 11 0.49 12.3 2.9 22.9 5.3 1639.2 382.3
911 484.9 2.23 0.46 15.5 3.2 21.5 4.4 1670.4 344.5
912 526.3 2.31 0.44 15.4 2.9 25.1 4.8 1558.5 296.1

5 mg/ke 919 426.9 2.17 0.51 12.5 2.9 18.7 4.4 1491.1 349.3
920 471.3 2.23 0.47 15.9 3.4 23.2 4.9 1722.6 365.5
921 410.5 2.12 0.52 12.0 2.9 25,2 6.1 1432. 8 349.0
922 452.5 .22 0.49 12.4 2.1 16.1 3.6 1743.9 385.4
923 508.3 2.26 (.44 13.0 2.6 26.6 5.2 1592.7 313.3
924 520.06 2.41 0.46 17.4 3.3 23.0 4.5 1805.5 346. 8

20 mg/kg 931 470.1 2.37 0.50 15.9 3.4 18.4 3.9 1481.0 315.0
932 428.3 2.7 0.53 12.5 2.9 18.5 4.3 1492.5 348.5
933 431.1 1.98 0.46 11.2 2.6 18.9 4.4 1459.6 338.1
934 459.5 2.29 0.50 13.3 2.9 16.6 3.6 1559.9 339.5
935 469.8 2.29 0.49 17.1 3.0 29.9 6.4 1613.8 343.5
936 505.3 2.16 0.43 15.0 3.0 21.1 4.2 1569.9 310.7

80 mg/kg 943 441.2 2.17 0.49 12.4 2.8 17.4 3.9 1484. 6 336.5
944 481.9 2.24 0.46 13.2 2.1 24.1 5.0 1663. 1 345.1
945 432.3 2.18 (.50 12.5 2.9 22.9 5.3 1526. 6 353.1
946 435.9 2. 21 0.52 13.3 3.1 20.2 4.6 1444. 1 331.6
947 521.0 2.24 0.43 12.6 2.4 25.5 4.8 1655. 1 314.1
948 442.9 2.18 0.49 17.1 2.1 21.8 4.9 1476.2 333.3
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Appendix 25 - continued Individual organ weights in juvenile male rats treated orally with 2,4, 6-Trinitrophenol for 18 days
followed by 63-day withdrawal period

Group Animal Lungs Thymus Liver Spleen Kidneys

and

dose No.

(mg) (mg/100gB. ¥.) (mg) (mg/100gB. W.) (g) (g/100gB.¥.) (mg) (mg/100gB. ¥.) (g) (g/100gB. ¥.)

Control 907 1838.3 349.0 440, 2 83.6 16.99 3.23 1005. 4 190.9 3. 82 0.73
908 1446.0 342.2 473.5 112.1 13.05 3. 09 744. 0 176. 1 3.12 0.74
909 1555.8 319. 4 495,12 101.17 15.46 3. 17 900.3 184.8 3.43 0.70
910 1308. 6 305.7 518.3 120.9 12.73 2.97 972. 8 226.9 2.74 0. 64
911 1573.5 324.5 701. 8 144,17 14.96 3.09 868.9 179.2 3. 66 0.75
912 1758. 6 334.1 4117.5 79,3 15.05 2.86 837.8 159.2 3. 66 0.70

5 mg/kg 919 1373.6 321.8 461.3 108. 1 11.46 2.68 748.9 175.4 2.84 0.67
920 1531.9 325.0 418. | 88. 7 13.12 2.78 927.5 196. 8 2.85 0.60
921 1402.4 341.6 540.5 131.7 11.94 2.91 792. 8 193.1 2.83 0.69
922 1548. 8 342.3 433.8 95.9 15.11 3. 34 1777 171.9 3. 17 0.70
923 1525. 6 300.1 655. 6 129.0 12. 64 2.49 903.9 177.8 2.76 0.54
924 1642. 3 315.5 142.2 142.6 15. 46 2.91 1092.3 209.8 3.48 0.67

20 mg/kg 931 1416. 8 301.4 651.9 138.7 15.94 3. 39 864.7 183.9 3. 66 0.18
932 1487.0 347. 2 438. 1 102.3 14.17 3. 31 839. 2 195. 9 2.86 0.67
933 1222. 4 283. 1 637.5 147.17 11.50 2.66 084.4 158.5 2.86 0.66
634 1413.5 307. 6 474.1 103.2 15.93 3. 47 885.6 192.7 3.03 0.66
935 1545.0 328.9 807.7 171.9 13.68 2.91 901.4 191.9 3.60 0.77
936 1642. 2 325.0 433.6 85.8 15.35 3. 04 822.5 162. 8 3.09 0.61

80 mg/kg 943 1476. 2 334.6 444.4 100. 7 13.49 3.06 743.4 168.5 2.91 0.66
944 1535. 6 318.7 490. 6 101. 8 15.10 3.13 978.8 203. 1 3.02 0.63
945 1373.6 317,17 607.8 140.6 11.70 2.11 834. 9 193.1 2.81 0.65
946 1469. 5 337.4 623.2 143.1 14.92 3.43 928.5 213.2 3.06 .70
047 1690. 5 320.8 707.9 134.3 17.62 3.34 1356. 3 257.4 3.23 0.61
948 1354. 4 305. 8 421.2 96.5 12. 40 2.80 704. 6 159. 1 2. 86 0.65
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Appendix 25 - continued

Individual organ weights in juvenile male rats trealed orally with 2,4,6-Trinitrophenol for 18 days
followed by 63-day withdrawal period

Study No. 49816

Group Animal Adrenals Epididymides Testes

and

dose No.

(ng) (mg/100¢B. ¥.) (mg) (mg/100gB. W.) (mg) (mg/100gB. W.)

Conirol 907 71.0 14.6 1469. 3 278.9 3873.6 735.3
908 50.3 11.9 1297.9 307.2 3797.8 898. 9
909 67.17 13.9 1166.8 239.5 3713.2 762.3
810 52.1 12.2 1103.3 257.3 3693.7 861.4
011 64.3 13.3 1325.17 273.4 3631.9 728.4
912 59.1 11.2 1135.6 215.8 5104.0 969. 8

5 mg/kg 919 57.8 13.5 11715 274. 4 3453.0 808.9
920 73.9 15.7 1256.5 266.6 3449.1 731.8
921 63.5 15.5 1267.2 308. 17 3696.8 900.6
922 59.5 13.1 179.5 260.7 3303.2 730.0
923 83.5 16.4 995. 6 195.9 3248.5 639. 1
924 89. 1 17.1 1404.9 269.9 3938.6 756.6

20 mg/kg 931 89.4 12.6 1300.6 276. 7 3632.0 172.6
932 67.3 15.7 662. 8 [54. 8 1499. 2 350.0
933 58.4 13.5 1076.5 249.4 3627.8 840.4
934 67.0 14.6 539.1 117.3 1086. 3 236.4
935 65. 6 14.0 1368.6 291.3 3732.2 794.4
936 §3.7 16.6 1260. 2 249. 4 3656. 4 723.6

80 mg/kg 943 52.6 11.9 1116.1 253.0 3301.3 748.3
944 80. 1 16. 6 1158.6 240.4 3599.5 746.9
945 59.3 13.7 1203.8 278.5 3308.8 765.4
946 49.4 11.3 1100.3 262.17 3084.9 708.4
047 63.3 12.0 1250.3 237,12 3846.2 729.8
948 56. 4 12.7 971.9 219.4 2976.5 672.0
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Appendix 26 Individual organ weights in juvenile female rats treated orally with 2,4, 6-Trinitrophenol for 18 days followed by 63-day withdrawal period

Group Animal Final Brain Pituitary Thyroids Heart

and body weight

dose No.

(@ (@) (g/100gB.¥.) (mg) (mg/100gB.¥.) (mg) (mg/100gB. W.) (mg) (mg/100gB. ¥W.)

Control 957 295.7 2.16 0.73 15.3 5.2 24.2 8.2 1072. 1 362.6
958 271.6 2.00 0.72 13.3 4.8 17.9 6.4 930. 4 335.2
959 290. 4 2.01 0.69 15.6 5.4 13.3 4.6 1015.0 349.5
960 278.12 2.03 0.73 16.2 5.8 18.8 6.8 901.2 323.9
961 238. 1 1.93 (.81 13.9 5.8 15.1 6.3 858. 6 360.6
962 290. 7 1.98 0.68 15.2 5.2 20.6 7.1 1020.9 351.2

5 mg/kg 969 264. 6 2.11 0.80 14.9 3.6 15.0 5.7 942.9 366.3
970 273.6 2.15 0.79 17.5 6.4 21.6 7.9 1104. 1 403.5
971 270. 8 2.00 0.74 17.4 0.4 17.0 6.3 911.2 336.5
972 269. 4 2.06 0.76 14.9 5.5 15.3 5.7 937.9 348. 1
973 322.4 2.04 0.63 16.8 5.2 17.5 5.4 1066. 3 330.7
974 298. 2 2.19 0.73 17.4 5.8 7.6 5.9 1078.7 361.7

20 mg/ke 98] 238.6 1.94 0.81 14.0 5.9 14.0 5.9 922.3 386.5
982 246.3 1.92 0.78 15.0 6.1 16.1 6.0 1003.5 407.4
983 267.7 2.07 0.77 14.8 5.5 15.5 5.8 939.7 351.0
984 236.1 2.03 0.86 17.1 1.3 13.8 5.9 865.2 368. 0
985 257.2 2.07 0.80 15.0 5.8 12.2 4.7 1001.2 389.3
986 252.7 2.05 0.81 15.2 6.0 17.8 7.0 1104.1 436.9

80 mg/ke 993 247.1 1.98 0.80 11.9 4.8 15.5 6.3 863. 17 349.5
994 260. 6 1. 90 0.73 13.2 5.1 17.4 6.7 1050.4 403. 1
995 284.7 1. 87 0.66 15.3 5.4 22.0 1.1 920.5 323.3
996 257.7 1.93 0.75 16.8 6.5 17.1 6.6 1051.3 408.0
997 241.5 191 0.79 13.0 5.4 11.9 4.9 924.1 382.9
998 249.8 1.97 0.79 13.9 5.6 17,2 6.9 981.1 392.8
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Appendix 26 - continued Individual organ weights in juvenile female rats treated orally with 2,4, 6-Trinitrophenol for 18 days
followed by 63-day withdrawal period

Group Animal Lungs Thymus Liver Spleen Kidneys

and

dose No.

(mg) (mg/100gB.¥.) (mg) (mg/100gB. ¥.) (g (g/100gB. ¥.) (mg) (mg/100gB. ¥.) (® (g/100gB.W.)

Conirol 957 1261. 8 426. 7 573.2 193. 8 7.80 2.64 770.0 260. 4 1.95 0.66
958 1132.6 408.0 528.6 190. 4 7.31 2.65 507.9 183.0 1.79 0.64
959 1207.2 415.7 509.1 175.3 7.45 2.517 573.6 197.5 2.07 0.71
960 1096.9 394.3 174, 9 170.7 1.72 2.77 672.8 241.8 1.94 0.70
961 916. 4 384.9 3.1 155.9 6.45 2. 11 473.3 198.8 1.70 0.71
962 1148.9 395.2 549.0 188. 9 7.93 2.173 548.6 188.7 1.85 0.64

5 mg/ke 969 1039. 4 392.8 554.4 209.5 1.12 2.69 551.7 208.5 2.08 0.79
970 1231.7 450. 2 915.2 188. 3 7.63 2.19 691.2 252.6 1.97 0,72
971 1025.5 378.7 531.9 196. 4 7.23 2.67 512.2 189. [ 1.71 0.63
972 1093. 4 405.9 395.9 147.0 6.96 2.58 503.4 186. 9 1. 86 0.69
973 1374.0 426.2 052.6 171. 4 9.79 3.04 781.8 242.5 2.16 0.67
974 1261.8 423.1 676.5 226.9 1.75 2. 60 673.1 225.17 1.92 0.64

20 mg/kg 981 1032.8 432.9 364.12 152. 6 6.47 2.71 549.9 230.5 1.74 0.73
982 1045. 2 424.4 421.1 173.17 1.1 3. 14 497.3 201.9 1.83 0.74
983 1058. 8 395.9 587.6 219.5 6.74 2.52 593.9 221.9 1.67 0.62
984 1069. 7 455.0 401.0 170. 6 6.96 2.96 533.9 227.1 1.72 0.73
985 1017. 2 395.5 326.5 126.9 6,71 2.6l 061. 7 218. 4 1.82 0.71
986 1020.3 403.8 474,12 187.1 6. 71 2. 66 504.6 199.7 1.62 0.64

80 mg/ke 993 945. 6 382.7 302.17 122.5 6.28 2. 54 399.1 161.5 1.67 0.68
994 976. 4 374.7 574. 1 220.3 6.85 2.63 563. 1 216.1 1. 64 0.63
995 1127.1 395.9 363.5 127.17 8.08 2.84 493.3 173.3 1. 86 0.65
996 955. 4 370.7 556. 4 215.9 6.97 2.70 592. 1 229.8 1.82 0.71
997 983.9 407.4 474.7 196. 6 6.67 2. 76 550. 6 228.0 1.72 0.71
998 962. 8 385.4 479. 1 191. 8 7.11 2.85 643.4 257.6 1.87 0.75
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Appendix 26 - continued Individual organ weights in juvenile female rats treated orally with 2,4, 6-Trinitrophenol for 18 days
followed by 63-day withdrawal period

Group Animal Adrenals Ovaries

and

dose No.

(mg) (ng/100gB.W.) (mg) (mg/100gB.¥.)

Control 957 91.0 30. 8 107.2 36.3
958 68.5 24.1 72.2 26.0
959 86.8 29.9 86. 9 29.9
960 61.1 20.0 90. 7 32.6
961 65.4 27.5 74.5 31.3
962 72.0 24.8 95.8 33.0

5 ng/kg 969 76. 6 28.9 69. 17 26.3
970 85.7 31.3 04. 1 34. 4
971 13.3 27.1 71.8 26.5
972 60. 6 22.5 93.7 34.8
973 84. 6 26. 2 86.5 26. 8
974 83.1 27.9 89. 8 30.1

20 meg/ke 981 64.4 27.0 71.8 30.1
9812 75.8 30. 8 63.0 25.6
983 68.0 25.4 60.9 22.1
984 89.0 37.9 80.9 34.4
985 68. 1 26.5 102.0 39.1
986 14.1 29.3 71.9 28.5

80 mg/kg 993 60. 7 24.6 61.3 24. 8
994 60. 2 23.1 59. 8 22.9
995 68. 8 24. 2 89.3 3.4
996 66.7 25.9 73.3 28.4
997 67. 4 27.9 74. 1 30.7
948 4.4 29. 8 2.7 29.1




Appendix 27

[ndividual histopathological findings in juvenile

male rats freated orally with 2,4,6-Trinitrophenol for 18 days

Siudy No.49816

\\ Group and dose Control 5 mg/kg
\\\ Animal No. 901 902 903 904 905 906 913 914 915 916 917 918
Organs and findings Necropsy timing N S S S S S S S S S S S
Urinary sysiem
Kidney % ¥ 1 % % %
Dilatation, tubule, focal - - t - - -

Abbreviation: S, scheduled.
Grade sign: -, none; +, mild, ++, moderate; ++, marked
¥, nol examined

There are no remarkable changes in the liver, lung, thymus, spleen, heart, tesiis, epididymis, pituitary, thyroid, adrenal and brain

in all animals of control group.
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Appendix 27 - continued Individual histopathological findings in juvenile male rats treated orally with 2,4, 6-Trinitropheno! for 18 days
\ Group and dose 20 mg/kg 80 mg/kg
\\ Animal No. 925 926 927 928 929 930 937 938 939 940 941 942
Organs and findings \ Necropsy timing S S S S S S S S S S S S

Urinary system
Kidney % % % % 3 %

Dilatation, tubule, focal

Abbreviation: S, scheduled.
Grade sign: -, none; +, miid; ++, moderate; +++, marked

%, noi examined. , 4 A . o
There are no remarkable changes in the liver, lung, thymus, spleen, heart, testis, epididvmis, pituitary, thvroid, adrenal, brain

and integument in all animals of 80 mg/kg group.
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Appendix 28 Individual histopathological findings in juvenile female rats treated orally with 2,4, 6-Trinitrophenol for 18 days
\ Group and dose Control 5 mg/kg
\\ Animal No. 951 952 953 954 955 956 963 964 965 966 967 968
Organs and findings \\ Necropsy fiming S S S S N S S S S S S S
Urinary sysiem
Kidney ¥ * ) % % %
Dilatation, tubule, focal - - - t - t

Abbreviation: S, scheduled.

Grade sign: -, nome; t, mild; ++, moderate; +tf, marked

¥, not examined

There are no remarkable changes in the liver, lung, thymus, spleen, heart, ovary, pituitary, thyroid, adrenal and brain
in all animals of control group.
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Appendix 28 - continued Individual histopathological findings in juvenile female rats treated orally with 2,4,6-Trinitrophenol for 18 days
Group and dose 20 mg/ke 80 mg/ke
Animal No. 975 976 977 978 979 980 987 988 989 590 991 992
Organs and findings \ Necropsy timing S S S S S S S S S S S S
Urinary system
Kidney % ] * % % %
Ditatation, tubule, focal - - + - - -

Abbreviation: S, scheduled.

Grade sign: -, none; f, mild; ++, moderate; +++, marked.

¥, not examined. A ‘

There are no remarkable changes in the liver, lung, thymus, spleew, heart, ovary, pituiiary, thyroid, adrenal, brain and integument
in all animals of 80 mg/kg group.
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Appendix 29 Individual histopathological findings in juvenile male rats treated orally with 2,4, 6-Trinitrophenol for 18 days
followed by 63-day withdrawal period
Group and dose Control 5 mg/kg
Animal No. 907 908 909 910 911 912 919 920 921 922 923 924
Organs and findings Necropsy timing S S S S S S S S S S S S
Genital sysiem
Testis E % % % % %
Atrophy, seminiferous fubule - - - - - -
Dilatation,seminiferous tubule - - - - - +
Epididymis % % % % ¥ %
Decrease, sperm, lumen - - - - - -
Debris, germ cell, lumen - - - - - -
Granuloma, spermatic - - - - - -
Nervous system
Cerebrum _ % % % % ¥ *
Dilatation, veniricle - - - - + -

Abbreviation: S, scheduled

Grade sign: -, none; +, mild; ++, moderate; ++4, marked.

%, not examined.

There are no remarkable changes in the liver, lung, thymus, spleen, heari, kidney, pituitary, thyroid, adremal and cerebellum
in all animals of control group.
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Appendix 29 - continued Individual histopathological findings in juvenile male rats ireated orally with 2,4,6-Trinitrophenol for 18 days
followed by 63-day withdrawal period
\\\ Group and dose 20 mg/kg 80 mg/kg
Animal No. 931 932 933 934 935 936 943 944 945 946 947 948
Organs and findings \\ Necropsy timing S S S S g S S S g S g N
Genital system
Testis . % % % ¥
Atrophy, seminiferous tubule +4t +44 - - - _
~Dilatation, seminiferous tubule - - - - - - -
Epididymis ¥ % * % %
Decrease, sperm, lumen ++1 - - - _
Debris,germ cell, lumen 4 - - - - -
Granuloma, spermatic - - + - - - -
Nervous sysiem
Cerebrum % % % % % X

Dilatation, ventricle

Abbreviation: S, scheduled.

Grade sign: -, none; +, mild; t++, moderate; t++, marked

%, not examined

There are no remarkable changes in the liver, lung, thymus,
and integument in all animals of 80 mg/kg group.

spleen, heart, kidney, pituitary, thyroid, adrenal,

cerebellum

Study No. 49816
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Appendix 30 Individual histopathological findings in juvenile female rats treated orally with 2,4, 6-Triniirophenol for 18 days
followed by 63-day withdrawal period

Siudy No.49816

\ Group and dose Control 5 ng/kg
\\\ Animal No. 957 958 959 960 961 962 969 970 971 972 973 974
Organs and findings Necropsy timing S S S S S S S S S S S S
Urinary systenm
Kidney ) ¥ ¥ ¥ ¥ ¥
Dilatation,pelvic cavity - - - - - - 1
Mineralization 1 t + - - - -

Abbreviation: S, scheduled

Grade sign: -, none; +, mild; ++, moderate; +++, marked

%, nol examined

There are no remarkable changes in the liver, lung, thymus, spleen, heart, ovary, pituitary, thyroid, adrenal and brain
in all animals of control group.
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Appendix 30 - continued

Individual histopathological findings in juvenile female rats treated orally with 2,4,6-Trinitrophenol for 18 days
followed by 63-day withdrawal period

Study No.49816

\\\ Group and dose 20 mg/kg 80 mg/kg
Animal No. 981 982 983 984 985 986 993 994 995 996 997 998
Organs and findings \\ Necropsy timing S S S S S S S S N S S S
Urinary system
Kidney % % % % % ¥

Dilatation, pelvic cavily -

Mineralization

Abbreviation: S, scheduled.

Grade sign: -, none; +, mild; ++, moderate; +++, marked

%, not examined.

There are no remarkable changes in the liver, lung, (hymus, spleen, heart, ovary, pituiiary, thyroid, adrenal, brain and integument
in all animals of 80 mg/ke group.
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