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AEO MG, AERE, BERE BRE, BN RUEASURO SIS > W TR,
BELI2TOHTIEETH - 1.

3 AESLIREE (Table 4, Appendix 13, 14)
IRESRA, UieeEiH, IRBHEK, BETREEOEROORKRICEWT, AELALR
BHLNIEMN -T2

4) f&&E (Figures 1, 2, Tables 5, 6, Appendices 15, 16)

REHIBEHRICHEWT, 20ng/kgBECHERRS T H (100 LIFE 35100 (3
Hi) LR, HEEE SHRSHRET QIEE) F THERELSEESNOIRINGED Sh,
M DI SHIRIRIC I A iEEENE b BARICED L.

BRELRTROBEPRICTE VLTI, 20ng/kefF THIZ2HIE THEENEKS DD
ZO®REFEHE L, MIIREHREE U TREZBRBD oNEh -7 £, BEHOBEE
Wb oEEENEIC L, FEEALBRD ONEh -7z

5) fEEEE (Tables 7, 8, Appendices 17, 18)
BSRTROBEYEICEWT, SHOBHEBITHEELELITERD o -7

6) FR#E (Tables 9, 10, Appendices 18, 20)
BEPRPOREICEWT, SBREEAICERERELEED S8 - 7.

T MikF#2r (Tables 11—14, Appendices 21—24, 357 — % : Appendices 43,

44)
HREPMR TIEOREICE VT, 20mg/keBF THEISRIMIE OB ESIBMAGED o1
7. 1dd, BMEKEZRISENT, 10ng/kelFDUEDIF Bk B D LRI B
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NTHELSHE V" BKHEEESEEZR LA, B HERBEED S5 e,
FIEKTRERBE TN -7

BRI TIHROBRAICEWTE, 20ng/keBfTlfic 70 bo v B VEMOFERE
WEHRDON. 1B, 10ng/keBETHICAT M7 ) v MEB X O 7O b oo B R
DOHEBEE MR EBOBELSEN R SNcds, 10ng/kgBroZElic
FHEMEBEENRD SN - 7.

8) MMk e (Tables 15— 18, Appendices 25—28, &7 — % : Appendices
43, 44)

SR TEOREIZEWT, 106 L U020ng/keBE THEIZGOT, MICHEYILELD
ARBSENNRD o, 72720, OTOZE Iz >WTIE, WEYERSSEOEN Y
RBECHANT2RICEC, HECHEHEEEEED ONT, 20 EEERERT
—ZIIBIT B EEHHNDOETH - 7.

BRI TROBREICEV TR, #BRMEORSICERT 2£LI3EBH oL -
7z, WERERICLELANT, 3mg/kgBEMED A U 7 AIBBSKME, 10ng/kgBEDF b Y 7 L4
FEEBELSEEZR LD, AEHEBEEORD SNEWELTH - 7z,

9) H#& (Tables 19—20, Appendises 29—32)

PSRRI T I Iy MRS HARTHE TR DTN BT, HBRIEOR GICERY S
ZALIZERD SN - 7,

5B, WEMEOKRS & MRS EbN a2 e LT, REHIRKR T RESEY T
10mg/kgBEDHED | VLITBIRIT/KEIE, 20mg/kefF THED 1 TLICHIMRDFREY, D 1 Pt
ICEBOMRES, BREHER TRAESIEY CRREFOBD | TUIRBZEO/NHE, B0 1
PLICBROKEAES, 3 KU 10ng/kgBtDHEDE 1 Lk U20ng/kgBEDHED 1 FLIT/KESE
MERD s,

10) 23E&E&E (Tables 21—24, Appendises 33—40)

SRR TR DMBENC B WT, 20mg/ ke CHEIEIC R EORBIEDNED S
N, BZERC hORE OEWE RIS BEIC AR T2BRMITEEZR L, HHEOMIFR
VRS, HOTEARMERE HMOBBICIEEENRO SN, BROBENERDIK
B2 10mg/kgBEDHEIC B W T HERD SN, LHLEAS, EGROHEYERICHLEL
THEMEEZ R L72DI320ng/ keBEDOHEDKIIRD A Tdh - 72, —7H, 20mg/kgff THED
B, BRERCOBOENERIEENSELR L.
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BEHEE TROBEICEVW TR, EHEORGRUHENERICEENE(LIZRED S
N -7,

11) iRIEfEME (Tables 2528, Appendices 29—32)

B SRR CBEPRIK TH OB BV T, BEYEOHRSICERT 2 &k
BHoNEh -T2,
%5 & IIIERRICERY SN BIRO KA EIHICIISIER, KBECRIBELIGE Higo
AREHR EBORESICIIHM, NIORKEICRBEFENEBD o

P EoZALLIAZ b, 20mg/keBF O SR R OB HIER TROBIEM O 8HE
WCEALNED o i, WREICHIT 3REEH 5 VI LOBRE L AELETRD
Y RAG ALY Al

2. HEMWIOMREIREE (Appendices 41, 42)
—RRIREE, EEOMEIRE, AERCEARICERIED SN -7
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BE

2,4-V=ba 7=/ - EZy FOFERCHEHHEREOKRS L, B4R 3
FIEHERIEIE I ZD®RO T v P OWE, BEROEEICRIETHEIC>WTHETL
7z.

FEIRICT A R B HIEIC DWW, 20mg/keBE CHEMEICAEISIND G RS,
M ARIMBREL, BB OO ERO WIh b E BRI 0N iR o #e S K O
SWEEOBERREDMIRD SN, £, 10R020ng/kgBE THEICIMERE Y LE D
BESMAED S, BYO—RIKE BE - REHEE SREOTRIEHSSERR
ZBWTE, Z i onih -,

V= bhO7 /) V3B DB Lo ER G L, B LB I 1
b1z, HENEBICE T ABREFHBEENENT A I NN TNSY .

RIMERE ORI >WT, 2,4-Y=ha 7/ —LDTF v bEHW28HBMIERS
HHEARBICBVWTHZMENBO LN TELY, Yo b7/ —VEOBRKIHEER
IER EBE L7 E(LEEZ oS, LLERS, B OSNIDIBRIMKED A DI
me, BHEOENMECEEEZEOL T 287/LEMEICE MECHT ARG EEZL SN D
ZALDREDONL -2 ED S, MEICHT 228 E L TIIBEI DO s 5.

BioEaZ i ME L T, FARD28AMRERGHERAK TR BRoMETESEH
m, BEOILEREEN, REBEOERT, MGHEROBLZEOENRDOLNTED,
2.4-v=ba7 /) - VIIBRICHT 2BHEEEE TS LDEELIONS. ARET
i, WEEEAREEZEUZOMOBRAE TEROEEL(LLEET 2E{LIIRDOSNT
WISV, BIRICH T 5 T BENEENRE L TWARRENZA 6N 5.

DIEEBOZ(LIZOVWTE, 24-Y=ba 7 x/ =D A INDOFREIZE W T
DEMERDIRED D0, LRI 8L RRT HE(LEEL S5 o5N 5.

Fro, MIREEOZE(LD, MucBET 2R SN - 70 b O DK K UHERT
BEICHEE LB THD, HBEMEOREIERYT 2ELLHifrEn 5.

WE, IhoOHELITHLERZENMOED SNIBFBEND > 72, WI N bIkER
OIS RSB TH 5 L EZ bk

MEREYILE Oz >\, EMEEPIEAO D -, IhniBEdsE
{LREH SN -1, 2, 4-V b7/ - LOREMMELT2-7TI /-4-= b7
=/ —ADEIONTWAY . EYILE YR T IALETHIEL T, T/ EEFT
LWMENFEET B ERAE (VT > =R, RS- MY L) EROELTY T VAEL,
AROEY VE VMBI THEINE &0 5. Lichi-T, KRB TIEHLN
FRREVILE ORI, MERCRSEMSE L2 Lk Anietrm L, B
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(JERARIS A L & I s

—h, ¥BE5%DT v bORE, BERVCEECRIETHEICOWT, RSURKTHE
OEEBMTR CBHREHMK THOBE - REICEWT, —RIRE BEE AEot
IRE, fRfE, MRSE MRAY:, Rk ORIEEREE RIS, SR EOHREIE
K9 B ZALIEERD SN - fe.

3%, 20mg/kgBECHEIC 0 b o v B VIFEOFEREFENED S ich, EEOMH
I3 7o borE VB LZED ST, MicBhET 2L ERD S 5T
ENS, WERYMEORSICE 5 ERNIGHEELRET S0 TIREL, BRNLEE
b & xn s,

D EOWREMNS, 2,4-YV-baT =/ —LDFy MrAERISHT 3 T RiEREEN
AT BEET, MK, L, BRMOBRRICHT 2 8E B LR Sk,
WEHORSICL O HE L HER RN T, WEHOBREICL2Z20%DF v b
DRE, BERVEEICHT 2EBIIBED ONEH -7, BEEET, MiEs H10ng/
kg/day L HEE S urc,

-13- Study No. 98-093



B R
1 : 1. A Kaiser, Toxicol. Apl. Pharmacol., 6, 232, 1964.
2) : J. E. Glbson, Food Cosmet. Toxicol., 11, 31, 1973.
3) : R R Beard, J. T. Noe, "Patty’s Industrial Hygine and Toxicology”, 3rd
reved by G. D. Clayton and F. E. Clayton, New York, Vol.2A, p.2426, 198I.
H I o= 0T - LDTy R B28ARIKER G EER
8, (D SBEAYMBTZLUFE, RER, 1999.
5 : M. L. Richardson, S. G. Gangolli, "The Dictionary of Substances and
their Effects ", Vol. 4, ed. by the Royal Society of Chemistry
Cambridge, p.29, 1994.
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EHEBES © 98-096)

MEEAN  SEAMESZ2UT



3AFINT =/ —IDZy MEREERRGICX 5 IERGHFEEE T2 DHROMK
E, BEEROTEREBICRETEEIC OO TR 5728, SDFR [Crj:CDSDICSTZ v o
PARE | B 120EE U, AE % 0, 30, 1005 Ur300mg/ke/day <, 4 H#hd o
21HE & TOIBHERER S L, 220 TREOLHEMEE L. O 04321
H#s THEFLX &, 84HihE TEIE L, 8o L.

SRR O SR TR OB - REIZEWT, 300mg/keBf CHEME I BE, M
SO, IRER, RIS ORREIEAR R OMAR I OMSINGED S 47z, %72, 100mg/kg
FHCBWTh, BE& ORISR o fe, TR MEALFRE TR 300
mg/kgRECHEICIM/IMEEL, v -GTP, BEVLE VRURXREZOBELEEM, F U
LOEEILED, HEICINEHRE R CSEERMEKINEREEOF BIIEINIGED Sk,
100mg/keBE T, HEIICH MU T LOFERRDARBO SNz, SBREEETIE 300mg/ke
B CHERE I i DFET B E O A RIS ED M OTHBO M EE&OF E/SEINNED S .
WA AR T, 300mg/ ke THEICE IR O IF B AW RIS O A 1D S 7z,
RE R RER OHIR T I3, BB O 5ITERT 2 Z{Li3Rv oniih -1

—, RE5ROBERCHERRE TROMETIE, 300mg/keBf CHICIKDOMETEE
OHERBRBLNRD o, —IKEE, SRS, K&, BEE FRE IRF
Befr, MRELFERE, SIBACRIEERFERE T, HRYEO®RSISERY 2210id
RBOOLNIED - Tz,

VI EDERMNS, 3-AFNT =/ —IDF vy MNERICHT 3 RIE#RSHEMIZ, i
hEERE, INER, AE TR BRROMECHd 228 Th -~ 7o, WEHORSIC
FORB LN EEOELEEMMKR TRICBW T b OEEENRD 5T, £t
OEALIZENE Lz, F7o, WHEPOREICL ZERNSHEERZEIZDH SNEI - 1.
W, #T30mg/ke/day, HET100mg/kg/day & HERE Xz,
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wa

FAFNT =/ -V EEERE HER, EERICHVORTOS @D, 2-KU4-4
FNT7 =/ VEDREWME LT, HER, ABEHE 7=, TCP (WA . #K
Bl, R - VEBBRHRIFILHVWONTOALEMETH S, A F N T/ -
DEHEICOVT, Ty MBI BEMmROLD #132. 02¢/ke? T, BWEFTHIEEEE
T EMHONTVWS, Ty MEAWCKIERSEERR TR, BoohicEiE
PG EBEIHNE R ORI HEIER Ch et MEINTW A Y | ARERAEEMEIC >
T, 7Y FERWETEERBR TRIBICEENREE IRD 5NV, £723-KUd-
AFNT =) = VOREGHD < 2\ SHROEWHRER T, H£HEERICd 58
HIISEMEIRAED SNTHEWY

—/, BRERKFOL MIWT HREZME, AR, P, RAZTRIEAGEH50H5
EMHONTEY, —RILFWEICHT 2R, BREB0[EEENEL OoNS. L
LIS, ALFEMHEORRENEZER, MAROEMEZHVWTHARINTED, 4
BB LB EDEEIIYWTIE, BEAEHON TV,

HEREY
FAFNT 2/ —I)%Ty POFAERCHERRMHBERORS L, HrAERIIHd 5
RERSBHLTICZDRD T v MOBE, WENVEEICIREIRHE R T 5.

AERMTE R O

1. #EME

3-AF IV 7 =/ —)L(CAS No. 108-39-4) &, #3F=108. 14, @il11.5°C, BER202.7
T, KICEE, TR MY, T3, MEYEICBESEEORET, BEICIANL
FLERSMI LTS FugiLEmabm/NEE T H 5 &1155) »oiitan
foy P EFS981006, #EE9D. 13% R e LT4-AFI 7 =/ — 0. 59% Z &)
DHDOEEFR Y VLU THIER (4°C) THREL, HFH U $ERYE DM,
Appendix 1 1R L7z, W HEEBRMIE =AM b TERRSHTL THIc R L T
KB TR L, REBEPIPEETH -7 2B L (Appendix 2). #EH
BERBRICOWT, 3 AFLT 2/ - VIGHERTH Z0T, BALY 7 (BEER
MRSt oy FPESFIOD ZiEEE L, EOHRSHEIC 5 X9 REBEOERICH
Bt BEREDECEDSABMIEBERETH S I EMERINTVWAY OCHE 1 [
B, |HOHEREI &I L, EHEETEHET (4°C) - BN TERLTHRE
L, AR THUMICER Lz, /2, MIERCIEIL aE5Ric>WTHiir L, BriED
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BETHAREIN TS I & Z2MR L7 (Appendix 3) .

2. HEEYI K O EE S
E13SD% [Crj:CD(SDYIGSISPF= v b ORI (FR1SA) %=, BAF v —IL X -

-ttt BAEEE Yy - (MBENEEART T HRTHERD M S21CHA L,
NI AN 3 BEICOET 5 £ TOIRERE - JULET L, ZOMICEENER S
ERPRERZER 21T\, [RFHRRE, S fpREE, WHEIRRES LR Lc. HEBicHV 288,
HIR2LE OF 5 LIS 2 BE L, EIR22H OFRIHIC A 5K T U CER /S IH
HIREZ R REYON, R I EICE O ERD SIFIC120C 5% L7z, #ik
WoBATIE3 At (HERZ 0 B~ 9 %) FuciTywy, ERUBEMOFEREZH
oL THERERINC 7 — )L U7 A2 RIE L, (AEOPIEISE W EE D O NEC M
FABIC D AR A ER| L, | BMEHERI120CE U THREICE D  BLBIEAMEEIC XD
ABITRD 7. IRD DT C RO AR OMEES 1 L%, BIEAMBEIC KD 120
DOREW) (B RO 5, BEWIRY/CDBEORD DR | ICO 8 IEAED 4T
SNnB LD Uiz (Appendix 4) . FrAEWR Oy BYEAE (AEHF) 3, #10.0
8.9—11.0)g, #f9.7(8.9 —10.4) g, ZDFHOHSEIAA AR (FEHF) I,
1L 7(9.9—13.2)g, HE12.0010.0—-12.6)gTH 7. &BEEIZ, T v 7RO — I~
DB TR R OB RO IREMW B v F ik, BERLRTOFA IR IR AG
AR DBEICANE TS I EICKO0FAI L. Ty ME, RE21-24°C, EEEL2 62
%, HKEEIOELIE B F -7 byvaxT—AR, BE - BEOHEHER .
Appendix 5) ., FREARSRII2ESRE,H CFFAT 6 BesdT, 294 6 BB okl s i Ny
T - VAT LEME FE2E) T BHEROBEIE (E®RBICEL oREYIIE
ABNC, BEFLANGEHEEY & REWEEBEIETEE L. 887 — Vi3, BARNSS
Wp AR CRERLE TR Y A R — M — D (265Wx 426D X 200H(mm), FRELE LTk
TANTV=7 (HEF ¥ — IR - Y- &) 1, BARBAT VB -

(260w < 380D x 180H(mm) ) Z=MH\v, INA X7 LV ABLEBOT v 7 ICBE L. @

(BT KRR by 7, BARETENRKSH, oy &S 99.02.76, 99.03. 73,
99.06.53, 99.07.55) EfREWK (1 un®H— KV v P74 LY — Tk E/NERBY
U7 RBEAGEZKD) (ZIEEICERS . fRL REFLOCREDKF OFREIZOWTO
S DFER (Appendices 6—8) , WINLEHFABREOEHMANT, BMEDRE « HE
DHITEFRERN S b, HEBAEOETIEISEEE FITT & BbN 2 RBBEROZ LI,
StebDE NI, Ak, WEOBETLR ZEEY R SR L.

-3- Study No. 98-~096



3. BEEORE, RBRBEOBEKUREHE

BEEd, ARBICETHEEBLBRSERTHBOBRICESOTRE L. 97
bbb, 1BHES S LoPiERS v M3 AF I 72/ — L% 0, 100, 3005 TF1000mg
/kg/day CHER 4 B 521H £ TOIBAMEOHKSE L. 1000ng/kegBF T3, HffED 2
P52 BE TS Lz, 300mg/keBET L, MEMEIC AR K OEARRIENT & B
B, MEHCAEIMOMBINZD o i, MRFEROCMEAELFRE TR, 100%T300
mg/kgBECTHEIZ 700 b o v B BRI EMEER, 300mg/kgBE THEMEICKR L ) L E D1
m, HECTEELES bo v R TS XF VEHORRERKR S LT F = L ObHTED
Sz, BEEE T, 100mg/kgBEDHE K 1300mg/ kg BED Mk 1 T AgAR ST R O3 s
AL,

YULDFERNS, ARBICHS ARERIS, BRICELREENRBRT LTINS
300mg/ke/day 2 E, EHEENRHE LBV EFHIINA30ng/ke/dayEEHES L,
INSOHBORICI00ng/kg/dayDat S FEZHTE Lic. SREBREFOMAIL, (1) 7wk
58 (UT, WEED ., Q) wBEO0ng/ke/dayi% 58 (30mg/kegif) , (3) I4
100mg/kg/day¥% 58 (100mg/kgEH) , (4) [5) 300mg/kg/dayt 58% (300mg/kgEf) @4
BEE L, REMEEZI2ILDS B, HHS 6 ILEIRGHKTOER Q2HE Tt
SR TR EY), RO O ISEREKRTEE QOHED) IS 2ER T
I ARESIEN & L7,

B5EE, BEREEAE 1 kgX720 3alé L, R0, 96md R Y =F L L EF o
—THEWET IO VB AR UFEEE UIEREARWT, £%4H0S
218 (BEF) £<ol8HM, #H 1E (FaiHf) , BRicEsS L. REGORSKE
3, BEHOMERESE L S ICEE L, WIBEICE, WSRYEERESRICHEIT 5.
DICFAW I ERE RIS L.

4. BERURE
HEEZ, RYEE> oREYIEEY O E T, HEMidERiAETE L
REPNT > W TIRERLZINITR SR THORE, SSHICRER TROBIZT~72. <
DN, ROBERUBREEZREL 7.
1) #HEh
(1) —MRIRAERIER
BEikhEr, WETHZEU —MIRBII W TEE L.
(2) k=&
WE 4 (DR TOBREZWEOBET5) , 10, 1I6RU2IHICAEL 7.
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(3) REEE
WE6~T, 12~13RUI8~I19H OD2UNEFEHEREZ, REMZ S50
PrELGLTHRIE L7e,

2) RE

(1) —MiRREEE

BH, D& b 1 IO OWTEE L. BE51ER, SH 2E
BEMOIETC PRI OB AR L. BEFLRTOERE T, HEn it L7k
BETOBEbLIT- T

(2) BH - O A

HESAER20H, HEE22IBICR a7 ) V7 ZAF LK 0EBTIREE (1 - A8, 2 .
EE, 3 &AL, 4 BEHR 51E90, b EANHAIZERC, 6 : BIKO5]
ETY FEEIXZENL, T DEETTHIT, 8 ERIETE K B
FLREE (L - BBISKIG, 2 : G L) . BANE (Prever X&) R UHBERGT
(1 :1FH, 2 OPRIGEY, 3 RIGEWL, 4 : Sl , HEEEAED K
B (1 cEBIZOHE, 2 20 b 2 EBOELIEDDE, 3 29hbH&daN
HREEZ S, 4 :ohbo &LV, mbikmkEs (1 ZRRECEEEF,
2 0 RPEVIBLE 3 BW2BEE, 4 RdogE) , EhIERRES
C1 s iREicEf, 2 Cfih, 3 B6D WCRMESRE (1 BEHIZRANIR
&, 2 ROl RIS, 3 RIS L) iownwTkeAE L .

(3) A LIRRERIZR

2l onT, EERTREZRES LTARTE SELE, I OUIETHRT, 11
H> O HREREAR OREZ BT 2 £ T, FBIEHEK TRERFMIZ>WTDA,
HEIAERITEN SR N BE29E SREANOIREZBHICE 2 TRABREL
7z,

4) 4=

£k 4, T, 10, 13, 16, 19, 21H, 0% THERTHEL, HE5EEFRO
Z OB OBEHMPOFEREMEZEN Lic. £ EBREICLAE L.

(5) EHE
BEFLR, MHEORIERICGDOE THH o D2 EHHERZAIE L 72
(6) Rias

HHBTS~82HDBICHREZIT- 1. T7bb, R AR URBREE: (<L7 —4
AT 4y 7R, NA T SEEAH) I K AEMm o 7T, ¥E A b LR
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EVEy, oy ) - UoOEENEE, £707 v AR - VicERE W
SR INAE L THLERIIOWVWT, GHOBE, LEOAIE (Bish, T/L<itE
HAett) RO@EowE (RI-CELLEE, 77V vy I IhnFasy s bk, <4
BLTHR 2Tk X512, 18ERIOREZRIE L.
() M
wIME, RSAERTEOROBRERRK TERICZ — 7 I/VRRE T THE L TEX
BRE DT -7, BIBIHOF%SBEIDRMEL, KOAESZ 2. REL 7ol
i 3EIL, Zo—#d EDTA-2K CEHEPMEAIE L, ZIHHBEMEkEHEEE
(E-4000, HEEERBErH#HIS) kb, Rk (ESBHaAZ0 | mo®
B2 (GYIUNGEEF M) L-—~NEZOE V), AT Yy ME OV RKREE
), PERIMIKARE, FErMkmeRE, FERMKNezRREE QL FEE
HIMSRE R VI g (PLE, BRIERREAR) &, £ 7BHREAZEE L TER
FRIMEKEC (Brilliant cresyl blueZBEARDEKR) RUOHIMEKE SR May-Giensa
SAOEAROERK) ZRIE L. 3512, —8Id3.8% 7 = VERSF MY 7 LE TR
Mig4 8L, MKEEESRELSES KC-10A KET7 ALV 74 kb o bno
v E VR (Quick —BE) ROTEEALESS b v R TS X5 VR (5 Y VU BRiE
Yiefbik) ZHE L,
(8) MimA bFtads
REL 72 O—EB S M E 58 L, ALFEEHESREE (JCA-BM8 T ) + 5
A —, ARETHIAIEH) TRy 7 (Ea-Lby bk, 773 2 (BC6
), AG e GHE(E , Mi#E (Glek -G-6-PHD® i) , oL zx7o—J)L (BEHRiE,
CES® -CO" -POD™ &), bV 7 &5 A N (BE&iE, LPLY -GK™ -GPO® -POD® %), U »
B (PLD" -COD'® -POD® %) , BEV ALY (PTVEE) , REZER (FL7 —F
-UViE) , 7 U7 F = affei) , GOT, GPT, ALP, v -GTP (LA, JSCC'M %) ,
LDH (SFBC!® %) , 2y vxx7 35—+ (BIC'* -DINB' ¥ &) , A7 L (OCPCER)
ROMERY) o (BESEE, PNPYY -X0D'® -POD® %) %, F/-EBAHEHEN O HEE (NAKL
-132, HEBF TEKKSH) 1Tk F M) YL, AUVTLRGER Bk 14>
E|iRE) Z=HIE L7
Do axr -, P g —- x-6-Y VEEKERER,
Y. aLxFO-LIAFI -, Y alLxFa-ILAFy
F—, D RLFFS -, Oy RTaFA Y-t
Doy vog-Fr—H, Y i l-a- 7Oy UEAFY
-, DV RATF Y=, 1V ) v FU—E,
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L AAREERILES, 1P 0 7T v ABRREYTER,
1 LTIy LFAayy, 55 YUFFER-2-Z b
ZEERK, 'V YR IV RERRAT YT -,
O F Y UF oA FUS -
(9) &
B EHOZEH S 2 WEEEKTHOZADKRMICHE W TRILEFRKR L, A&
B O HSFEIE I N EEE 3 B 2 NIRAICERE L /e,
(10) BEE=E
B, FEEGE MR, FURER DR B (REEZEOTHESR) , MR ERE BRE
BT, HETIIEOICHEE, BE EE FINZER BE RESKTREHEY TIEENL
RAEGOTHE) , TIPS FE2ME EdER) L, MIBEoREICES
WTHHAE L (BWER) 2EH LA 88, WRERAREZ LT TEE
BRBREIEB I & U 7.
(1D RIS A
TROSEEREL, 10% Py vBEE LY ViR GER, BER BRI T T v
HCRIEE) TEELTHREL..
{M,Tﬁw\mﬁ,w%,$ﬁ%(£§mw%§t>,%
| (REXEEL) A& OB & 8E 8 B (M
a ZEE. [O8E, B R BB . MR R TR
B BRSO oo VHT (HEEY) ooRE, BRRAIRY v VED
BEbE, HBEOE, My, B . B CKREE, e, 4B
W, KR, THESEES, TOMEBHIEERA X561
IR, BE A BRI BE MTRIIE FE
IRIBHRE AR 1L, XIRBE & 300mg/keBX D 2B Db, M, KBRS
i, B LB 8. BB FFE ORI MR B OB, U oo SHL Bt B
B B EEL BELE B OBE NBERCFEIIOWTERL .
30K O 100mg/keBEIC DWW TIE, 300mg/keBEDOMREDFEE, G HIRK TR HEN
THICBROZEARD 5N/DOT, HREHEK TRBEHEY OHEOBERN AR
FHZRFEORD SNIBEICOWTER L. BREAIR, ERCH-T 5774 1)
FArEsll, H-Bdfii L CiEm L7, HEERE, SRS SR
(CHEEREmHER - THI8A- 1 H) R LT L.
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5. fratigdT

BoNICEIES 5 VIHAEICOWT, BB - OFEXRE (EBREL XLT) 2K
DHETHRE L. 318bb, /T4 N v 77— 5 (KE - AEMHNE - EHE -
NEMCIREEBE 7 — ¥ - RERURILE - MEFRET -5 - MRECFERET
7 WEEE) 3 BartrettONBMEEIT > 2. AEA—REBERZ—nEE DS
BAh 2TV, ZOFBEEEENRD SN/IEA, Dunnett %H %W\ idScheffe i
(B TEARM R A5E6) X D BB RSEH & STRE & OBREZTT -
fo. DE-BHTROBARY ) VX5 A M) vy 77— % (BMERESE - JREREIC
B AEMNT—4) 13, Kruskal -WallisDIENBIEZITV, ZORBHEBEENLD
oA, Dunnett B B vidScheffe B BRI CTREAEMENL 15E6) OREIC
L0, WY SEEEBBEELE L. hFTUALT -7 (—BREOEE
I EIHSAERR T - BM - WEEMREEREOR T — #) 1Tid, Fisher ODEEMHERE
= ARVl
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B LS

1. BE#)

1) —MIREER UFELS (Tables 1, 2, Appendices 9, 10)
HEHRhoEERICE VT, 300ng/keBET, MEHER120TH, ) ORI OEBIE T
S OV BRI & BIRERDSMEIED 24, > N U o ZBEEOBEDEED TIL, #D 10T,
RARERASHED 5 T, #fED 3 VLIZiRH oz, 100mg/keBFTid, HED 12DCrsEadiRlE0
L AR 3L, N2 B U TEEOEEDY | TLIZERD S v,

758, 300ng/ke¥DHET, Fh SRR O HRERHE TR OBERES 2RI FINZED
SN, ZNEN1LOAT, Lrb—BEfEOETH -7,
BERTHROBEPBTOHEEZICEWT, —REOZIERY Shlis - k.
TR, HERUOZOROBEIFZE U TED o idh- 1.

2) BHE o HtHERE (Table 3, Appendices 11, 12)
BEHRFROBREICEWT, HTRELCICE EERRYS, HSEREAEY X8, &
Fbcst, FHEBRS, BARRRCEFURGTOZEECOWTIE, BRELC2TON
TIEHTH »7c. BHIERREHIDWTIY, 300mg/kgBEDHED 1 VRIZHINE RS 5
N, FEBRRIHEETFRREREIED s - 7.

3) A LIREE (Table 4, Appendices 13, 14)
WEEEA, Urtaaht, ERBREAZY, MR TRECEERNDOBSICEVWT, FEHEE
0o Wo¥ SR AG AT il

4) {48 (Figures 1, 2, Tables 5, 6, Appendices 15, 16)

BEHRPICEWT, 300mg/keBF THERIRS- 4 8 (T HEm) »okSHEZEUT,
35108 (1384 KC13H (1I6HE) ORFERHEEzEREICTED, #TR
REHEFoFERNE bEEICHED L.

BERTROBERMICBWTE, AEICERLE(LZED ShEh -7

5) fEEHE (Tables 7, 8, Appendices 17, 18)
BHERTHOBEHRICEWT, SEOEBERICEEREZ LD ST

6) FR#ZE (Tables 9, 10, Appendices 19, 20)
BEEHhOREIIBWT, SREBEHICEELE(LIIZED oNEdh -7z,
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T MEFRE (Tables 11—14, Appendices 21—24, #8&7F — % : Appendices 43,
44)
HREIER TROBREICHWT, 300mg/keBE THEICII/IMREL, HEICIMARER R
MERMEFRERE DT BIIENNZED S
BENBR TROKBEICBWTE, 300mg/keBf THEIC o0 b o o B U ISRIOFE LR
FEHhED o, 8B, BMKEDRICEWT, 30ng/keB ClficiFhEkD ik o
DEERDEROY B LLROAE SN, 100ng/ ket T2 iF i Ek oy Hitk O R
DEBILRDHIRD o, ZALICHEHEBEEIGED onsh- 7

8) IMmA{bEfA (Tables 15— 18, Appendices 2528, &7 — % : Appendices
43, 44)
B YA TROREICHB VT, 300ng/keBE T « -GTP, MEVILE U ROIRRE
FROFESEMIEIT1005 U300mg/kg THEIZ - + U 7 LOFELRDIZRD o .
BEHRKE TROKREICHWTIE, 300mg/keTHIZ A Y 7 LOFEREDMED o1
7z,

9) &M (Tables 1920, Appendices 29—32)

=GR T R VR IR T ORESIEIC B WT, #BMEORSICERY 5
ZALiFRD SN T

i, HRMEORS & ISEREREBbnsZ ke UT, HEHIRIK T RHZSE) T
STRBE OO 1 TLC KB, 100ng/kgBEDMED 1 FUIZFFREOHEIRIEREET, 300mg/ ke
HEDOMED 1 VLR DR, ERESIIRE T ReAZSIEIY) T 100me/ keBEDHED 1 PLiz/NY
O3, 300mg/kgBF DD 1 ILIZEIE O QBABENED o,

10) 233EEE (Tables 21—24, Appendices 33—40)

REMME TR OESNCEWT, 300mg/keff THICRERAEORRIRED, HIZ b
DHERINZRD o, KHERICEWTHIEOR, o BRO TEE, HOlmCEES
RbRES o, HENERICEWTIS, 300mg/kgBE THEMEICHTIR, I, HEOE
DFBIIEIMHGRD ST,

BRPIMKR TEHOIEENC BT, 300ng/kgBE THEICTRIRIEE O RVDIER K UK O
WEEOHBSBLNIRD o,
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11) RIS A (Tables 25- 28, Appendices 29—32)

S S AR T Re DEZEIEIYNC BT, 300mg/ ke BF T O BRI i E A FRINE ¥4 D
AEM RO Nz, TibD, FEEERAERNEMICBVWTHRD SNicd, 300ng
JKeEEDHETIIZ OHMIEN L TO B 4108 6 Pl 3 PLedsd Sirfe,

R WIRIE TIROBHIEMIC B W TR, HBRYEOR5ICERT 2 Z21LI3RS Shian
- 7.

5%, B TEES & IERRICED S NI Rz 3 HIN, 81 O[3 ESiTE
ST IR ERR RO ERA NGRS i, KBIOER, FOMEBEEETB IO
NEIOREEICBELTERD oS- 7o, T, LIEOE(LLIZNT S, 300mg/kgBED
SRR CRERRE TRESNESMOREBE ICEDRBH onich, BSEME, H50
AR 1) A REIRPELDORE L ZDRD SN VWELTH - 72,

2. BEoOmREIREE (Appendices 41, 42)
—fEIREE, IREMIOMEIRE, AEBLICEERICAEE AL ORI -,
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ER

3AFNT 2/ =NETy bOFAERICHERRFEORE L, FrERiodd sRiE
BEFHIEFICZORDT v FORE, BEMOERBICREFTHEICOWTHRE L.

PrEWITI T B RS EMICOWT, 300ng/ ket CHEHEIC RIRRMERIELR, (AEE
OEELIS], MoEEORELRL, FROMNEEOFTELIEM, HEITI/ME
¥, MiE 7 -GTP, BEVILE DRUIRRELROFELEN, + M 7 LOFESED,
RERR R A I B IR I E B R E ORI R, I ER 2R OSEE R MKt R
BEOCHERENMRD SNz 100ng/kgBF T, HEICHRMEERROF ) 7LD
HEISR/DMNED ST,

AFINT x /) —NDIEEORME (2-, 3-KRU4-) OFHISFELUL, & MIBiF 5
REIEIRE L ORBE, ¥, BRES, "WRRES#EZFOWIEROREEHT 5 LRI N
TW59,

HEABOWET v FEAW-AF LT 2/ — L OIBRNER RS EERBR TR
PHESEIR & L TRIERCIRESRD SNTELY, 4 AFIL7 =/ —LO13BREIK
ERORSEEHABRICE VLT HIBE BE RESRHONTHED,

F v NOWEIC3- A TN 7 =/ - VEREREOESE LAEIORETE, B8, K
HE, TEEMMILE, FAMREOERNED Sl IO OMRER IR SR TR I3
HONT, FERIORERBENENERD SNEN -7 2 &S, miEEisIc
TEBEICLDbDEEZL NS, B, BMORE - RETHEICIIARESELIEED
SN -T2,

XD EROBNZOWT, IR BREOEELZFIT WRET, BRI
—ENCHW SN TV A SBELIED S v M TIE, 5L BREIEIES KEE~D
FEIFRERDONIIN. L LIRS, WEHOS v MO, #eE TBRELHFL
WEREBEICH O, WNEEORED IMEEREIMOIMENRD o HETOE{LTH S C
s, FITREISICHEN, HERICOEEEZT b LHEERINS. £, M
R GRD SN - 7o 2 E D, FBROMRFEIRORIE & IR 372
WHLDEEZ LB,

Tx/) R T 2 ) - IVEEREOFERSEELE LT, PRI 2B 3D
FlECERICGT 2B bMONTVSY .

Bl oW, BICEEROFAR EE X SN A IFEREMERME OREIERE & UM
BIRREZOEMMRS SN, F/, [EF MY 7 L0ED bERIEICHT 28R
4 AL & HIT SN B,

FFBIC W, RIBHEBENELIIZED Sl - boo, FEOHHEROHE
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MPRFHEE L BEE S 5 B L SN AME ¥ -CIPRUKBE VL E L OEIINRED shik.

LI, 3 AFILT7 2/ -3, FRERUBRISCH L THEEEBEE T 0L
ZZoh5.

M/, MEREL K OFERIMRMEREEOHMI>WT, INEHEYTLE
BB PR OIS MMAMEIZERD SN, 2 lVMEE SO MBREOELIZERT
— % (Appendices 43, 4428 1Tk 21IEFFREAN, FEERIMEKMAEREDOZE/IC
SVWTHBRIEEEHENOBEBELTH 7. Lich->T, 3-AFIL 72/ —I)Loll
BITH T HAEIIRERLHOEEZ OND.

B, BREERICBEVT, B IOIFBLIMC bEARD Shtoh, MuckEEd 5
ZALAERD SN, (KEMOIMHN AL S ZIRIEE Sl s e,

—h, EE5RTROBENMPROBENFKE TROBRE - REICHBWVWT, 300mg/kg
B CHICNORNBEEOHEEDAIED S, RFOHIC B VT bl & FRORIDE
FNZRD SNz, T80, REHEETREN? SEHRICBVW T, INEEDHED
FERCEEYT, WEICZH KOBREICHT 2L, Ty FOREROERGES
BH0EEZ o, LHLENDL, BO—RIREBICEMZRD ONT, £/
{LiREE, (&, 1BEHE, WONCR MEE Mmikdils, Sk CREESEFOSRE
ATRIC, SBRMEORSIERT 22 LI3RD o i - 7z,

1%, 300mg/kgBE THEICIE A V) 7 L DK, #C7 o bo v B URREORMENEED
Shtedt, HBEF— VIl AERTGHNOLHT, ENIEETLE{LBH oK
W2 EMND, HEBRMBEORS & ITEREGRISERNAL S Hlrs .

DEOIRNS, 3-AFNVT =/ —LDFy MEAERICHT 5 RKIERGHEI, IR
TEREMERE, INER, A TR BRRCMEICHT AEETH - 0. WEHOKRSIC
X DRG] L NESEOZ(LIBREPRKE TRICBWTHERAEL, ZofoZLi3EEL
fo. WEOEREIC X3, BRNGBEZEIRD oG-/, BEEEID, ETIO
mg/kg/day, HET100mg/keg/day & HEE X 7.
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Body weight changes of male rats treated orally with 2,4-dinitrophenol during 18 days from 4 days of age

to weaning
Significantly different from control (*: p < 0.05; ** : p<0.01)
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Body weight changes of male rats treated orally with 2,4-dinitrophenol during 18 days from 4 days of age
to weaning
Significantly different from control (*; p < 0.05; ** : p<0.01)
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Fig.2-1 Body weight changes of female rats treated orally with 2,4-dinitrophenol during 18 days from 4 days of age

to weaning
Significantly different from control (¢ : p < (.01 )
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Body weight changes of female rats treated orally with 2,4-dinitrophenol during 13 days from 4 days of age

to weaning
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Table 1 Mortality rate and incidence of clinical signs of male rats treated orally
with 2, 4-dinitrophenol during 18 days from 4 days of age to weaning

Administration period Post-administration period

Dose (mg/kg/day) 0 3 10 20 0 3 10 20

Fate TK TK TK TK TK TK TK TK

No. of animals examined 12 12 12 12 6 6 6 6

Mortality (%) 0 0 0 0 0 0 0 0
Clinical signs .

No abnormalities detected 12 12 12 12 6 6 6 6

TK : Terminal kill
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Table 2 Mortality rate and incidence of clinical signs of female rats treated orally
with 2, 4-dinitrophenol during 18 days from 4 days of age to weaning

Administration period Post-administration period

Dose (mg/kg/day) 0 3 10 20 0 3 10 20

Fate TK TK TK TK TK TK TK TK

No. of animals examined 12 12 12 12 6 6 6 6

Mortality (%) 0 0 0 0 0 0 0 0
Clinical signs .

No abnormalities detected 12 12 12 12 6 6 6 6

TK : Terminal kill



Table 3

Sensory functions of rats treated orally with 2 4-dinitrophenol

during 18 days from 4 days of age to weaning

Sex

Contents

Dose(mg/kg)

0

10 20

No. of animals
examined

12

12

12 12

Male

reflex

State of

gait
Pupil reflex

Pinna reflex

Visiual slepping

reflex

Righting reflex

Air righting
[spilateral
flexor
reflex

Corneal reflex

Normal

Normal
Normal

Normal

Normal

Normal

Normal

Normal

12

12

12

12
12
12

12 12 12

12

12

Female

reflex

State of

gait
Pupil reflex
Pinna reflex

Corneal reflex

Visiual stepping

reflex

Righting reflex Normal

Air righting
Ispilateral
flexor

reflex

Normal

Normal
Normal

Normal

Normal

Normal

Normal

12
12

12

12

12

12
12

12

12
12

12

12

12

12 12

12 12

12 12
12 12

12 12

12 12

12 12

12 12

12 12

12 12
12 12

12 12 12

12 12

12 12
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Table 4 External differentiation and estrous cycle of rats treated orally with 2, 4-dinitrophenocl
during 18 days from 4 days of age to weaning

Dose (ng/kg/day) 0 3 10 20
Male A -
Appearance of hair (days of age) 7.0 £0.0012) 7.0 £ 0.0 (12) 7.0 £ 0.0 (12) 7.0 £ 0.0 (12)
Eruption of lower incisor (days of age) 9.4 = 0.5 (12) 10,0 + 1.0 (12) 9.7 £0.9U2) 9.0 +0.0012)
Separation of eyelids (days of age) 13.9 £ 0.312) 14.0 £ 0.4 (12) 13.7 = 0.5(12) 13.8 0.5 (12)
& Descent of testes (days of age) 18.0 £ 0.0 (6) 18.0 = 0.0 (6) 18.0 = 0.0 (B) 18.0 0.0 (6)
Female
Appearance of hair (days of age) 7.0 £0.0(12) 7.0 £0.0(12) 7.0 20.0012) 7.0 £0.0(12)
Eruption of lower incisor (days of age) 9.7 =1.0(12) 9.4 +0.5(12) 9.4 +0.8(12) 9.4 = 0.8(12)
Separation of eyelids (days of age) 13.8 £0.7(12) 13.8 =0.5(12) 13.7 £ 0.5(12) 13.9°+ 0.5 (12)
Opening of vagina (days of age) 31.3 £ 1.0 (8) 31.8 = 1.2 (6) 32.2 4 1.0 (6) 32.8 1.5 (6)

Each value is expressed mean = S.D. (No. of rats observed)
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Table 5-1 Body weights of male rats treated orally with 2,4-dinitrophenol during 18 days from 4 days of age to weaning
< Administration period >

(&)
Dose Days of age Gain
(mg/keg/day) 3 4 7 10 13 16 19 21 4-21
0 10.8 12.6 19.4 27.3 35.5 42.9 02.1 61.7 49.1
+ 0.5 + 0.5 + 0.9 + 1.8 + 1.8 + 2.3 + 2.8 4+ 3.3 + 3.2
a2 (12) 12) (12) 12 a2 a2 5 12)
3 10.8 12.5 19.4 27.2 35.5 43.4 51.3 60.3 47.8
+ 0.6 + 0.8 + 1.2 + 2.1 + 2.5 + 29 + 3.1 + 3.8 + 3.3
a2 12) (12) 12) (12 Q2 (12) 12 12)
10 10.8 12.5 19.3 26.8 34.3 42.0 49.3 59.1 46.7
+ 0.7 + 0.9 + 14 + 2.1 + 2.7 + 3.3 + 4.0 + 4.8 + 4.3
12) (12) 12) (12) 12 (12) (12) (12) 12)
20 10.8 12.4 18.6 253 * 31.4 ** 37.6 ** 44 .8 ** 53.3 *x* 40.9 **
+ 0.6 + 0.8 + 1.1 + 1.7 + 2.5 + 3.0 + 4.2 + 47 + 4.5
(12) (12) (12) (12) (12) 12) 12) (12) (12)

£60-86'0N Apnig

Each value is mean and SD. (n): Number of animals weighed.
Significantly different from control ( *: p < 0.05; ** :p <0.01)
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Table 5-2 Body weights of male rats treated orally with 2,4-dinitrophenol during 18 days from 4 days of age to weaning
< Post-administration period >

(g
Dose Days of age Gain
(mg/kg/day) 21 28 35 42 49 56 63 70 77 84 21-84
0 61 105 165 230 296 358 402 449 483 512 452
+ 2 + 3 + 4 += 7 + 10 + 14 + 14 + 14 + 14 + 17 + 17
6) (6) 6 (6) (6 6) (®) (6) 6) G)) 6)
3 59 101 160 224 286 344 389 428 464 491 432
+ 5 + 6 + 11 + 17 + 25 + 32 + 36 + 37 + 36 + 38 + 35
(6) (6) (6) ® {6) (6) (6) (6) (6) ®) ©6)
10 58 99 162 228 289 350 393 432 463 485 426
+ 6 + 7 + 10 + 12 + 15 + 19 + 19 + 21 + 22 + 25 + 24
(6) (6) (6) (6) (6) (6) (6) ®) (6) (6) (6)
20 D2 ** 91 ** 148 ** 210 * 270 326 371 410 445 473 421
+ 3 + 6 + 6 + 10 + 13 + 12 + 17 + 21 + 26 + 29 + 29
(6) (6) (6) (6) (6) (6) (6) (6) (6) (6) (6)

Each value is mean and SD. (n): Number of animals weighed.
Significantly different from control (*: p <0.05; ** : p<0.01)
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Table 6-1 Body weights of female rats treated orally with 2,4-dinitrophenol during 18 days from 4 days of age to weaning
< Administration period >

()
Dose Days of age Gain
(mg/ke/day) 3 4 7 10 13 16 19 21 4-21
0 10.2 11.8 18.5 25.9 33.8 41.3 49.4 5&.2 46.5
+ 04 + 0.7 + 1.5 + 25 4+ 2.8 + 3.2 + 3.2 + 3.6 + 3.1
12) (12) (12 12) (12) 12) a2 12) (12)
3 10.2 12.1 18.9 26.5 34.7 42.3 50.5 59.5 475
+ 0.4 + 0.7 + 1.3 + 2.1 + 2.6 + 3.3 + 3.3 + 3.8 + 3.2
12) 12) (12) 12) (12) (12) (12) (12) a2
10 10.2 11.7 18.4 25.5 33.3 40.8 47.8 56.2 44 .4
+ 0.4 + 0.5 + 0.9 + 1.7 + 2.0 + 2.8 + 4.1 + 48 + 4.6
(12) (12) (12) a2 12) (12) a2 (12) (12)
20 10.3 11.8 17.8 241 30.4 ** 36.7 ** 43.1 ** 51.3 ** 39.5 **
+ 04 + 0.6 + 1.1 + 2.2 + 2.6 + 3.6 + 3.5 + 4.1 + 3.9
(12) (12) (12) (12) (12) (12) a2 (12) 12

Each value is mean and SD. (n): Number of animals weighed.
Significantly different from control (** : p <0.01)
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Table 6-2 Body weights of female rats treated orally with 2,4-dinitrophenol during 18 days from 4 days of age to weaning
< Post—administration period >
(2)
Dose Days of age Gain
(mg/ke/day) 21 28 35 42 49 56 63 70 77 84 21-84
0 56 95 136 170 195 217 235 256 270 280 224
+ 4 4+ 6 + 13 + 16 + 19 + 20 + 21 + 23 + 24 + 24 + 21
(6) (6) (6) (6) (6) (6) (6) (6) 6) ®) 6)
3 59 97 144 181 208 234 250 266 279 292 233
+ 4 + 4 + 8 + 11 4+ 15 + 15 + 18 + 19 + 23 + 23 + 22
(6) (6) (6) (6) (6) (6) ®) ®) 6) (6) 6)
10 56 92 135 168 195 221 242 260 273 288 232
+ 5 + 8 + 15 + 18 + 21 + 26 + 29 + 34 + 35 + 36 + 32
) (6) (6) (6) (6) (6) 6) ) (6) 6) ®)
20 50 87 130 164 189 214 233 250 259 273 223
+ b + 9 + 17 + 22 + 27 + 30 + 39 + 43 + 45 + 49 + 45
(6) (6) (6) (6) (6) (6) (6) (6) (6) ©) (6)

Each value is mean and SD.

(n): Number of animals weighed.



Table 7 Food consumption of male rats treated orally with 2,4-dinitrophenol during 18 days from 4 days of age to weaning
< Post—-administration period >

{2)
Dose Days of age

(mg /ke/day) 28 35 42 49 56 63 70 77 ’4

0 19 26 32 37 38 36 40 38 39

+ 2 + 3 + 2 + 3 + 2 + 3 + 2 + 2 + 3

6) ®) ®) (6) ®) (6) ®) (6) ®)

3 18 25 30 34 35 37 37 37 36

+ 1 + 2 + 2 + 3 + 4 + 5 + 3 + 3 + 2

®) ®) 6) ®) ®) ©) ®) 6) ©)

. 10 18 26 32 36 38 39 39 35 36
i + 1 + 2 + 2 + 2 + 2 + 2 + 3 + 3 + 3
®) 6) ®) 6) ®) 6) (6) 6) (6)

20 17 24 30 34 36 35 38 37 37
+ 2 + 2 + 2 + 4 + 3 + 5 + 5 + 4 + 3

Gy (6) (6) ® (6) &) (6) ®) (6)

Each value is mean and SD. (n): Number of animals weighed.

£60-86'0N Apnig
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Table 8

< Post—administration period >

Food consumption of female rats treated orally with 2,4-dinitrophenocl during 18 days from 4 days of age to weaning

Dose Days of age

(mg/kg/day) 28 35 42 49 56 63 70 77 84
0 18 22 24 25 24 24 28 26 26
+ 2 + 2 + 3 + 3 + 4 + 3 + O + 3 = 4

6) 6) 6) (6) (6) (6) (6) (6) (6)
3 18 23 25 26 27 26 26 24 27
+ 1 + 2 + 2 + 3 + 2 + 4 + 2 + 4 + 4

(6) (6) 6) 6) (6) (6) 6) (6) (6)
10 17 21 23 25 25 27 27 26 26
+ 1 + 2 + 2 + 3 + 1 + 3 + 3 * 2 + 3

(6) (6) ©) G (6) (6) (6) (6) ®)
20 18 22 24 24 24 27 28 23 27
+ 2 + 4 + 3 + 5 + 4 + 5 £ 7 + b +* 7

(6) (6) ©) ®) (6) (©) (6) (6) 6

Fach value is mean and SD.

(n): Number of animals weighed.
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Table 9 - 1 Urinary findings of male rats treated orally with 2,4-dinitrophenol
during 18 days from 4 days of age to weaning

< 11 weeks of age >

" Dose No. of Color Cloudy Volume Specific pH Protein
(mg/kg) animals PY Y PB — + (nL/18hrs) gravity 5.0 6.0 6.5 7.0 7.5 8.08.5 — £ -+ ++ ++4
0 6 5 1 2 4 13.8 1.047 2 4 12 3
+ 2.0 + 0.013
3 6 4 2 4 2 13.4 1.042 4 2 2 3 1
+ 1.9 + 0.012
10 6 4 2 3 3 13.0 1.049 1 2 3 3 3
+ 3.5 + 0.017
20 6 4 2 4 2 14.0 1.046 4 2 4 2
+ 3.6 + 0.012
Dose No. of Glucose Ketone body Occult blood ~ Urobilinogen Bilirubin
(mg/kg) animals — + + ++ ++  — F + T+ +++ - £ 4+t 4+t 0.1 1 2 4 —  +
0 6 6 6 6 6 6
3 6 6 6 6 6 6
10 6 6 6 6 6 6
20 6 6 6 6 6 6

Color : PY(pale yellow), Y(yellow), PB(pale brown)

Cloudy : ~(negligible), + (cloudy)

Protein : —(negligible), *(15~30mg/dL), +(30mg/dL), ++(100mg/dL), +++(300mg/dL)
Glucose : —(negligible), £ (0.1g/dL), +(0.25g/dL), ++(0.5g/dL), +++(lg/dL)

Ketone body : —(negligible), =+ (5mg/dL), + (15mg/dL), ++(40mg/dl), +++(80mg/dL)
Occult blood : —(negligible), =+ (trace), +(slight), ++(moderate), +++(marked)
Urobilinogen : Ehrlich unit/dL

Bilirubin : —(negligible), -+(slight), ++(moderate), +++(marked)



Table 9 - 2

during 18 days from 4 days of age to weaning

< 11 weeks of age >

Urinary findings of male rats treated orally with 2,4-dinitrophenol

Crystals
Dose No. of Erythrocytes Leukocytes Vg Ca ~Ams
(mng/kg) animals —  F ++ ++1 — Tt + T+t — i i =+ 144
0 6 6 6 3 3 6 6
3 6 6 6 3 3 6 6
10 6 6 6 1 2 1 6 b
20 6 6 5 5 1 6 6
, Epithelial cells ~ Casts Fat
> Dose No. of Sq R S G H W globules
(mg/kg) animals = F ++ 5+ = F ¥ — F 43 - + - + + -+ i+t
0 6 4] 6 6 6 6 6
3 6 6 6 6 6 6 6
10 6 1 5 6 6 6 6 6
20 6 6 6 6 6 6 6
— : Not observed; F : A few in some Tields; +¥ : A few in all fields; +++ : Many in all fields
Crystals Epithelial cells Casts
Mg(ammonium magnesium phosphate) Sq(squamous) G(granule)
Ca(calciun phosphate) R(round) H(hyaline)
Ams(amorphous) S(spindle) W(waxy)

£60-86'ON ApmIg
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Table 10 - 1 Urinary findings of female rats treated orally with 2,4-dinitrophenol
during 18 days from 4 days of age to weaning

< 11 weeks of age >

Dose No. of Color Cloudy Volume Specific pH Protein
(mg/kg) animals PY Y PB - + (mL/18hrs)  gravity ©5.06.06.5 7.0 7.5 8.0 8.5 — £ + ++ +t+
0 6 3 2 1 3 3 10.8 1.060 1 1 1 3 1 5
+ 2.2 + 0.011
3 6 5 1 3 3 11.5 1.053 1 2 3 2 4
+ 8.1 + 0.011
10 6 2 3 1 6 10.0 1.051 1 2 3 3 3
+ 2.5 + 0.013
20 6 4 1 1 5 1 10.0 1.054 1 2 3 L2 3
+ 4.2 + 0.022
Dose No. of Glucose Ketone hody Occult blood Urobilinogen Bilirubin
(mg/kg) animals — + + 4 +++ — F* + +t +++  — £ + ++ ++¢% 0.1 1 2 4 — ottt
0 b 6 6 6 6 6
3 6 6 6 6 6 6
10 8 6 8 6 6 6
20 6 6 6 6 6 6

Color : PY(pale yellow), Y(yellow), PB(pale brown)

Cloudy : —(negligible), + (cloudy)

Protein : —(negligible), #*(15~30mg/dL), + (30mg/dL), ++(100mg/dL), +++(300mg/dL)
Glucose : —(negligible), *(0.1g/dL), +(0.25g/dL), ++(0.5g/dL), +++(lg/dL)

Ketone body : —(negligible), =+ (5mg/dL), + (15mg/dL), ++(40mg/dL), +++(80me/dL)
Occult blood : —(negligible), +{trace), +(slight), ++(moderate), +++(marked)
Urobilinogen : Ehrlich unit/dL

Bilirubin : —(negligible), +(slight), ++(moderate), +++(marked)
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Table 10 - 2

Urinary findings of female rats treated orally with 2,4-dinitrophenol
during 18 days from 4 days of age to weaning

< 11 weeks of age >

Crystals
Dose No. of Erythrocytes Leukocytes Mg Ca Ams
(mg/kg) animals — + ++ +++4 = F F+ t+t T F Hf HF = FF O = 4+t it
0 6 6 6 3 2 1 6 6
3 6 6 6 1 4 1 6 6
10 6 6 6 2 2 2 6 6
20 6 6 6 3 1 2 6 6
, Epithelial cells Casts Fat
Dose No. of Sq R S G H W globules
(mg/keg) animals — F  tf F++ = F T = F i+ - F = F = + —- F 1+
0 6 1 5 6 6 6 6 6 6
3 6 6 6 6 6 6 6 6
10 6 1 5 6 6 6 6 6 6
20 6 1 5 6 6 6 6 6 6
— : Not observed; - : A few in some fields; ++ : A few in all fields; +++ : Many in all fields
Crystals Epithelial cells Casts
Mg(ammonium magnesium phosphate) Sa(squamous) G(granule)
Ca{calcium phosphate) R(round) H(hyaline)
Ams(amorphous) S(spindle) W(waxy)
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Table 11 Hematological findings of male rats treated orally with 2,4-dinitrophenol
during 18 days from 4 days of age to weaning

< 22 days of age >

Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT APTT
(mg/kg) animals (10°/uL) (g/dL) (%) (fL) (pg) (%) (%) (sec) (sec)
0 6 496 9.7 31.0 63 19.6 31.4 227 13.9 15.4
+ 12 + 0.2 + 0.8 + 2 + 0.7 + 0.5 + 25 + 0.5 + 0.5
3 6 530 9.8 32.0 61 18.6 30.7 237 13.8 15.0
+ 38 + 0.6 + 1.8 + 4 + 1.3 + 0.3 + 22 + 0.4 + 0.9
10 6 534 9.7 31.7 59 18.2 30.5 231 13.5 14.8
+ 30 + 0.9 + 2.5 + 3 + 1.2 + 0.6 + 19 + 1.7 + 0.4
20 ) 546 10.2 33.2 61 18.8 30.8 214 14.2 15.2
+ 32 + 0.5 + 1.9 + 2 + 0.7 + 0.7 + 28 + 0.4 + 0.4
Differential leukocyte counts (%)
Dose  No. of WBC Neutro. Plat.
(mg/kg) animals (10%/uL) Baso. Eosin. Stab Seg. Lymph. Mono, Other  (10%/uL
0 6 18 0 0 0 11 87 2 0 148
* 3 x 0 + 0 + 0 + 4 + 4 =+ 1 + 0 + 16
3 b6 19 0 0 0 16 83 1 0 160
+ 6 + 0 = 0 + 0 + 5 * 5 + 1 + 0 + 14
10 6 17 0 0 0 13 86 1 0 133
£ 6 r 0 + 0 + 0 + 8 + 8 + 1 + 0 + 9
20 6 15 0 0 0 20 78 2 0 132
+ 5 + 0 + 0 + 0 £ 8 + 7 + 1 + 0 + 19

Fach value 1s expressed as mean+S.D.
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Table 12 Hematological findings of female rats treated orally with 2,4-dinitrophenol
during 18 days from 4 days of age to weaning
< 22 days of age >
Dose  No. of RBC Hb Ht MCV MCH MCHC Ret. PT APTT
(mg/kg) animals (10%/uL) (g/dL) (%) (fL) (pg) (%) (%) (sec) (sec)
0 6 518 9.9 31.8 61 19.1 31.1 232 13.7 14.2
+ 22 + 0.5 + 1.4 + 3 + 0.9 + 0.4 + 39 + 0.5 + 0.7
3 6 509 8.7 31.4 62 19.2 31.0 201 13.8 14.4
+ 18 + 0.2 + 1.0 + 2 + 0.6 + 0.5 = 30 + 0.2 + 0.5
10 6 543 10.2 32.9 61 18.8 30.9 204 14.1 13.8
+ 41 + 0.4 + 1.5 * 3 + 1.3 + 0.5 + 50 + 0.6 + 0.8
20 6 57T xx% 10.6 33.7 58 18.3 31.3 195 14.0 14.0
+ 23 + 0.8 * 2.6 + 3 + 0.8 + 0.3 + 20 + 0.4 + 0.6
Differential leukocyte counts (%)
Dose  No. of WBC Neutro. Plat.
(mg/kg) animals (10%/uL) Baso. Fosin. Stab Seg. Lymph. Mono. Other  (10%/uL
0 6 21 0 0 0 8 91 1 0 154
+ 6 + 0 + 0 + 0 + 3 + 4 + 2 + 0 + 19
3 6 23 0 0 0 12 87 2 0 138
+ 11 = 0 = 0 = 0 + 4 T 4 + 1 = 0 + i3
10 6 15 0 0 0 19 xx 80 *xx 1 0 155
+ 5 = 0 + 0 + 0 + 7 + 7 + 1 + 0 += 23
20 6 24 0 0 0 11 87 2 0 135
T+ 7 += 0 + 0 + 0 + 4 + 4 + 2 + 0 + 11

Each value is expressed as mean®S.D.
Significantly different from control(x%:P<0.01)
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Table 13 Hematological findings of male rats treated orally with 2,4-dinitrophenol
during 18 days from 4 days of age to weaning

< 85 days of age >

Dose  No. of RBC Hb Ht MCV MCH MCHC Ret. PT APTT
(mg/kg) animals (10*/uL) (g/dL) (%) (fL) (pg) (%) (%) (sec) (sec)
0 6 833 15.5 44.7 54 18.6 34.6 35 13.1 18.6
+ 20 + 0.9 + 2.0 + 2 + 0.8 + 0.5 + 4 + 0.6 + 1.0
3 6 823 15.4 44.0 54 18.8 35.0 25 13.2 18.8
+ 33 + 0.3 + 0.8 + 2 + 0.6 + 0.4 sy 7 + 0.3 + 0.9
10 6 812 14.8 42.5 x 52 18.2 34.7 27 12.4 % 17.8
+ 33 + 0.4 + 1.2 + 2 + 0.5 + 0.2 =+ 7 + 0.3 + 0.9
20 6 849 15.7 4.7 53 18.5 35.1 29 13.3 18.7
+ 43 + 0.4 + 1.0 = 2 + 0.6 + 0.2 + 9 + 0.6 + 0.5
Differential Ieukocyte counts (%)
Dose  No. of WBC Neutro. Plat.
(mg/kg) animals (10%/ul) Baso. Eosin. Stab Seg. Lymph. Mono. Other  (10*/uL
0 6 64 0 l 0 14 82 3 0 134
+ 12 += 0 = 1 + 0 + 5 + 4 * 2 + 0 + 21
3 6 67 0 1 0 13 83 3 0 120
= 1 + 0 o 1 += 0 T 3 x Z T i = 0 * 2
10 6 66 0 1 0 14 83 3 0 122
+ 15 + 0 = 1 + 0 + 8 = 3 + 2 += 0 + 15
20 6 73 0 1 0 16 81 2 0 131
+ 13 + 0 + 1 + 0 + 4 + 5 + 2 = 0 + 18

Each value is expressed as mean®S.D.
Significantly different from control (*:P<0.05)
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Table 14 Hematological findings of female rats treated orally with 2,4-dinitrophenol
during 18 days from 4 days of age to weaning
< 85 days of age >
Dose  No. of RBC Hb Ht MCV MCH MCHC Ret. PT APTT
(mg/kg) animals (10*/uL) (g/dL) 3 (fL) (rg) 3] (%) (sec) (sec)
0 6 813 15.3 43.7 54 18.8 35.0 22 12.7 16.1
+ 26 + 0.6 * 1.4 + 0 + 0.2 + 0.5 + 6 + 0.3 + 0.8
3 6 800 15.0 43.0 54 .8 34.9 24 12.8 16.5
+ 27 + 0.6 + 1.4 + 1 + 0.3 + 0.5 + 5 + 0.4 + 1.4
10 6 T 14.9 42.9 55 * .2 34.8 22 12.1 16.2
+ 35 + 0.6 + 1.7 + 1 + 0.3 + 0.5 += 6 + 0.5 + 1.1
20 6 791 14.8 42.3 54 8.8 35.1 24 11.5 %% 15.8
+ 19 *+ 0.4 + 0.9 + 1 + 0.2 + 0.5 = 7 + 0.2 + 0.7
Differential leukocyte counts (%)
Dose No. of WBC Neutro. Plat.
(mg/kg) animals (10%/ L) Baso. Eosin. Stab Seg. Lymph. Mono. Other  (10%/uL
0 6 48 0 1 0 15 83 1 0 126
+ 17 + 0 + 1 + 0 + 4 + 4 + 1 + 0 = 24
3 6 36 0 1 0 11 88 1 0 123
+ 6 = 0 + 1 + 0 + 3 + 5 = 2 = 0 + 7
10 6 37 0 1 0 10 87 2 0 131
+ 9§ = 0 = 1 = 0 + 2 + 3 + 2 + 0 + 10
20 6 46 0 1 0 10 38 2 0 123
+ 20 = 0 + 1 + 0 + 5 + 5 + 1 + 0 * 8

Fach value is expressed as mean=S.D.

Significantly different from control(*:P<0.05, *x:P<0.01)
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Table 15 Blood biochemical findings of male rats treated orally with 2,4-dinitrophenol
during 18 days from 4 days of age to weaning

< 22 days of age >

Dose No. of LDH GOT GPT ALP v -GTP ChE T.P. Alb. AG T-Cho. T.G.
(ng/kg) animals  (IU/L) (1U/1) (1U/L) (IU/L) (1U/L) (IU/L) (g/dL) (g/dL) (mg/dL)  (mg/dL)
0 6 458 116 27 897 0.70 86 4.77 3.05 1.78 75 29
+ 83 + 3 + 4 + 151 + 0.32 + 6 + 0.18 + 0.17 + 0.14 + 14 T 8
3 6 486 130 27 848 0.87 87 4.83 3.07 1.76 2 28
+ 124 + 16 + 3 * 30 * 0.26 + 1 + 0.06 + 0.11 + 0.14 * 4 + 4
10 6 416 138x 28 948 1.09 90 4.81 3.04 1.73 83 31
+ 137 + 21 =+ 4 + 93 + 0.17 + 10 + 0.21 + 0.12 + 0.09 + 19 =+ 7
20 6 468 134 26 966 1.03 104 4.66 3.01 1.84 70 28
+ 103 *£ 13 + 3 £ 256 +£0.30 + 21 +£0.14 +0.15 *£023 + 9 *+ 6
Dose  No. of PL Glu. BUN Crea. T-Bil. Ca P Na K Cl
(ng/kg) animals (mg/dL)  (mg/dL)  (mg/dL)  (mg/dL)  (mg/dL)  (mg/dL)  (mg/dL)  (mEq/L)  (mEq/L)  (mBq/L)
0 6 117 130 11.9 0.45 0.41 9.8 9.1 142 6.72 108
+ 18 + 12 + 1.0 + 0.04 + 0.02 + 0.2 + 0.2 + 1 + 0.27 + 1
3 8 112 131 15.7 0.45 0.40 9.9 9.0 143 6.83 109
+ 6 x 9 + 4.2 + 0.04 + 0.02 + 0.2 *+ 0.5 * 1 + 0.35 + 1
10 6 127 135 16.3 0.45 0.39 9.8 9.3 142 6.83 108
+ 21 * 9 + 5.4 + 0.03 + 0.03 + 0.2 + 1.0 + 1 + 0.50 * 2
20 6 111 135 15.5 0.42 0.40 9.8 9.4 141 6.54 107
+ 11 + 5 + 2.0 + 0.03 + 0.02 + 0.2 + 0.8 + 1 + 0.54 + 1

Each value is expressed as mean=+S.D.
Significantly different from control(x:P<0.05)
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Table 16 Blood biochemical findings of female rats treated orally with 2,4-dinitrophenol
during 18 days from 4 days of age to weaning

< 22 days of age >

Dose  No. of LDH GOT GPT ALP v -GTP ChE T.P. Alb. A/G T-Cho. T.G.
(mg/kg) animals  (IU/L) (IU/L) (IU/L) (1U/L) (1U/L) (1U/L) (g/dL) (g/dL) (mg/dL)  (mg/dL)
0 6 305 130 23 916 0.9 105 4.78 3.07 1.80 73 27
+ 156 T+ 14 + 3 + 175 + 0.28 + 33 + 0.25 + 0.20 + 0.07 + 19 * 7
3 6 h42 126 22 972 0.86 94 4.73 3.02 1.77 80 25
+ 148 + 16 =+ 3 + 227 + 0.19 + 14 + 0.19 + 0.15 + 0.05 + 18 x 5
10 ] 504 137 23 884 0.93 a0 4.068 3.01 1.80 73 29
+ 127 + 21 + 4 + 108 + 0.26 + 10 + 0.12 + 0.11 + 0.11 + 14 + 6
20 6 458 135 20 869 0.81 86 4.69 2.96 1.71 75 26
+ 117 * 3 + 1 = 0 + 0.36 + 5 + 0.10 + 0.09 + 0.12 + 17 + 6
~Dose No. of PL Glu. BUN Crea. T-B1il. Ca p Na K Cl
(ng/kg) animals  (mg/dL)  (mg/dL)  (mg/dL)  (mg/dL)  (mg/dL)  (mg/dL)  (mg/dL)  (mEq/L)  (mBa/L)  (mEq/L)
0 6 109 130 15.0 0.45 0.38 9.9 9.6 140 7.04 107
= 19 + 7 + 2.4 + 0.05 + 0.01 + 0.2 + 0.5 =+ 2 + 0.36 =+ 1
3 6 115 124 14.1 0.43 0.38 10.0 9.4 140 6.89 107
+ 19 + 7 + 3.0 =% 0.03 + 0.01 + 0.1 + 0.6 + 1 + (.41 + 1
10 b 111 123 16.4 0.42 0.41% 9.9 9.2 141 7.15 107
+ 21 + 8 + 3.8 + 0.04 + 0.02 + 0.1 + 0.6 =+ 1 + 0.13 * 2
20 6 113 124 16.8 0.44 0.42%x 10.0 9.2 140 T.18 106
+ 17 * 4 + 2.8 + 0.02 + 0.02 + 0.2 + 0.4 + 1 + 0.43 + 1

Fach value is expressed as mean®S.D.
Significantly different from control (x:P<0.05, *x:P<0.01)
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Table 17 Blood biochemical findings of male rats treated orally with 2,4-dinitrophenol
during 18 days from 4 days of age to weaning
< 85 days of age >
Dose No. of LDH GOT GPT ALP v -GTP ChE T.P. Alb. A/G T-Cho. T.G.
(mg/kg) animals  (IU/L) (1U/L) (1U/L) (1U/L) (I1U/L) (1U/L) (g/dL) (g/dL) (mg/dL)  (mg/dL)
0 6 314 75 41 469 0.90 11 6.36 3.20 1.02 88 89
+ 63 + 12 + 5 + T4 + 0.17 + 42 + 0.27 + 0.10 + 0.13 + 26 + 12
3 6 266 76 41 500 0.86 52 6.41 3.26 1.05 82 97
+ M4 + 7 + 6 + 125 + 0.19 + 11 + 0.31 + 0.11 + 0.13 + 18 + 39
10 6 411 87 50 493 1.37 60 6.41 317 0.98 100 83
+ 221 + 31 + 22 + 126 + 1.09 + 21 + 0.29 + 0.06 + 0.09 + 3 + 20
20 6 298 73 41 531 0.94 54 6.38 3.24 1.03 73 100
+ 65 * 5 + 5 + 107 + 0.18 + 12 + 0.07 + 0.04 + 0.04 + 20 + 39
Dose No. of PL Glu. BUN Crea. T-Bil. Ca p Na K Cl
(mg/kg) animals  (mg/dL)  (mg/dL)  (mg/dl)  (mg/dL)  (mg/dL)  (wg/dL)  (mg/dL)  (mEg/L)  (mBg/L)  (mEq/L)
0 6 127 161 15.5 0.60 0.34 10.1 7.4 146 4.91 101
+ 25 + 13 + 1.9 + 0.04 + 0.04 + 0.2 + 0.3 + 2 + 0.19 + 1
3 6 126 156 14.9 0.60 0.31 10.2 7.4 146 4.79 103
+ 15 + 4 + 0.9 + 0.03 + 0.02 + 0.3 + 0.3 + 2 + 0.29 + 1
10 6 141 158 16.3 0.59 0.32 10.3 7.5 147 5.03 102
+ 35 + 21 + 1.7 + 0.06 + 0.04 + 0.3 + 0.3 + 1 + 0.41 + 2
20 6 116 151 15.2 0.58 0.33 10.2 7.3 146 4.70 101
+ 17 + 5 + 1.9 + 0.03 + 0.02 + 0.2 + 0.2 + 1 + 0.10 + 2

Each value 1s expressed as mean®S.D.
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Table 18 Blood biochemical findings of female rats treated orally with 2,4-dinitrophenol
during 18 days from 4 days of age to weaning

< 85 days of age >

Dose No. of LDH GOT GPT ALP v -GTP ChE T.P. Alb. A/G T-Cho. T.G.
(mg/kg) animals  (IU/L) (1u/L) (1U/L) (Iu/L)y  (1u/L) (Iu/L)  (g/dL) (g/dL) (mg/dL) _ (mg/dL)
0 ) 454 76 33 339 1.70 561 6.45 3.66 1.32 89 27

+ 297 + 16 + 8 T 56 + 0.58 + 190 + 0.21 + 0.19 + 0.11 + 11 + 13
3 6 306 69 28 310 1.50 365 6.59 3.72 1.30 103 24
* 79 + 5 + 3 + 136 + 0.48 + 59 + 0.26 + 0.12 + 0.06 + 29 += 10
10 6 280 69 29 273 1.38 456 6.81 3.78 1.26 100 37
+ 43 + 11 + 11 + 92 + 0.42 + 173 + 0.38 + 0.16 + 0.1l + 29 + 21
20 6 356 71 30 330 1.39 501 6.67 3.88 1.40 84 39
+ 146 + 12 + 7 T 91 + 0.67 + 110 + 0.36 + 0.20 + 0.05 + 12 + 27
Dose No. of PL ~ Glu. BUN Crea. T-Bil. Ca P Na K Cl
(mg/kg) animals (mg/dL)  (mg/dL)  (mg/dL)  (mg/dL)  (mg/dL)  (mg/dL)  (wg/dL)  (mEq/L) (mBg/L)  (mEq/L) -
0 6 145 137 14.8 0.61 0.28 10.0 6.7 144 4.89 104
+ 18 + 15 + 1.5 + 0.04 + 0.03 + 0.3 + 0.7 =+ 1 + 0.14 + 1
3 6 166 140 13.7 0.61 0.29 10.1 6.5 146 4.56% 104
43 + 6 + 2.1 + 0.03 + 0.03 + 0.3 + 0.9 + 1 + 0.19 + 1
10 6 166 144 13.5 0.61 0.29 10.3 6.8 146%% 4.66 105
+ 43 + 6 + 1.7 + 0.04 + 0.04 + 0.5 + 0.4 + 1 + 0.22 =+ 2
20 6 151 146 13.6 0.59 0.29 10.4 6.8 145 4.63 103
+ 26 += 10 + 2.2 + 0.02 + 0.02 + 0.4 + 0.5 =+ 1 + 0.21 * 2

Fach value is expressed as mean*S.D.
Significantly different from control(x:P<0.05, *x:P<0.01)



Table 19 Incidence of necropsy findings of male rats treated orally with 2,4-dinitrophenol during 18 days from 4 days of age to weaning

{22 days of age> {85 days of age>

£60-86'0N Apnis

Dose(mg/kg) 0 3 10 20 0 3 10 20
Organ : Findings Grade No. of animals 6 6 6 6 6 6 6 6
Kidney : Hydronephrosis - 6 6 5 6 6 5 5 6
+ 0 0 1 0 0 1 1 0
Grayish white spot - 6 6 6 6 5 6 6 6
+ 0 0 0 0 1 0 0 0
Seminal vesicle : Small - 6 6 6 6 5 6 6 6
+ 0 0 0 0 1 0 0 0
Thymus : Red spots - 6 6 6 5 6 6 6 6
+ 0 0 0 1 0 0 0 0

- : Negative; + : Slight
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Table 20 Incidence of necropsy findings of female rats treated orally with 2,4-dinitrophenol during 18 days from 4 days of age to weaning

{22 days of age> {85 days of age>

Dose(mg/kg) 0 3 10 20 0 3 10 20

Organ : Findings Grade No. of animals 6 6 6 6 6 6 6 6
Liver : Diaphragmatic nodule - 6 6 6 6 6 6 6
+ 0 0 1 0 0 0 0 0

Cecum : Dark red spot - 6 6 6 5 6 6 6 6
+ 0 0 0 1 0 0 0 0

Kidney : Hydronephrosis - 6 6 6 6 6 6 6 5
+ 0 0 0 0 0 0 0 1

- : Negative; +: Slight
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Table 21

Absolute and relative organ weights of male rats treated orally with 2,4-dinitrophenol during 18 days from 4 days of age to weaning
{22 days of age>

Dose No.of B.W. Brain Liver  Kidney Spleen Heart Lung Thymus Thyr. Pitui.  Adrenal Testis  Prost.”  Epidid.

(mg/kg) Animals  (g) ® ® @® (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg)

0 6 56.6 1.50 1.85 0.66 189 315 449 252 9.9 3.1 25.6 312 82.6 50.8

Absolute +3.6 +0.03 +0.16 +0.06 25 *+35 =21 +29 +1.5 +0.2 +2.7 +26 +12.2 +5.1
3 6 54.2 1.52 1.71 0.66 186 291 444 2256 9.8 3.1 24 .4 288 79.9 55.5

3.2 +0.06 +0.10 +0.05 +=27 +25 +31 + 39 +1.8 +0.2 +2.3 T 14 *+13.7 +6.4

10 6 53.0 1.54 1.73 0.66 172 303 124 207 9.4 3.0 22 270 81.4 47.0

+3.7 +0.06 +0.17 +0.056 +34 +25 +36 +29 +0.9 +0.3 +1.7 +14 7.7 +2.9

20 6 48.6 *x  1.47 1.61 0.61 149 279 416 193 9.3 2.6 % 19.8 263 76.4 48.2

+5.5 +0.07 +0.21 +0.08 +25 +20 +58 +38 +1.3 +0.3 +5.0 +41 +13.6 +4.6

0 6 56.6 2.66 3.25 1.16 334 557 793 444 17.5 5.5 45.2 551 146.1 89.7

Relative @ +3.6 +0.18 +0.13 +0.08 +38 56 +32 +35 +2.6 +0.,2 +4.7 + 39 +20.2 +6.0
3 6 54.2 2.82 3.16 1.23 344 538 821 415 18.1 5.6 45.1 533 148.3 103.1

+3.2 +0.14 +0.07 +0.08 +47 +33 +36 +60 +3.2 +0.2 +2.3 +33 +28.7 =15.9

10 6 53.0 2.93 3.26 1.24 324 573 800 391 17.8 5.6 41.8 510 154.3 89.3

+ 3.7 +0.25 +0.14 +0.08 +49 +42 +38 +39 +2.6 +0.3 +4.2 +37 +19.1 +11.2

20 6 48.6 *x 3.06 3.30 1.26 307 578 857 395 19.3 5.5 40.4 539 158.3 99.6

£5.5 —{(.33 +0.11 +0.07 +32 +38 +89 57 +4.3 +0.5 +6.4 +49 +29.5 +9.0

T : Total weights of the prostate and seminal vesicle
Each value is expressed as mean = S.D.

@ : Relative organ weight per 100g body weight

Significantly different from control (¢ ;: p<0.05; %% : p<0.01)



Table 22 Absolute and relative organ weights of female rats treated orally with 2,4-dinitrophenol during 18 days from 4 days of age to weaning
<22 days of age>

Dose No.of B.W. Brain Liver Kidney  Spleen Heart Lung Thymus Thyr. Pitui.  Adrenal Ovary  Uterus

(mg/kg) Animals  (g) (g) (g) ) {mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg)

0 6 52.7 1.47 1.69 0.63 169 290 420 247 8.3 3.1 24.1 14.1 48.1

Absolute +2.8 +0.05 +0.12 +0.05 *+26 +18 +30 =17 +1.5 +0.1 +3.6 2.7 +=9.0
3 6 53.5 1.47 1.74 0.68 193 306 428 237 8.9 3.1 20.6 14.4 47.8

+3.8 +0.05 +0.15 +0.05 + 36 +17 +=35 +21 +1.4 +0.3 +2.3 +1.8 +13.7

10 o 50.1 1.50 1.61 0.63 152 282 398 218 9.4 3.1 21.6 14.4 36.0

+ 3.9 +0.04 +0.19 =0.06 +=24 +25 *+43 +=31 +0.9 +=0.3 +3.7 +=2.0 +4.7

20 6 45.5 %% 1.43 1.53 0.60 126 = 277 381 176 % 8.1 2.9 18.2 %% 12.2 44.6

+34  £0.04 +0.11 +0.02 +11 +91 +92 +14 +0.7 +0.2 +1.3 +2.9 +4.9

C:é’ 0 6 52.7 2.80 3.21 1.19 321 550 798 470 15.8 5.9 45.7 27.0 91.2
Relative @ +2.8  £020 =*0.21 +0.05 + 37 +32 +45 +30 +2.5 +0.4 +5.9 +58 +16.0
3 6 53.5 2.75 3.24 1.26 360 572 800 444 16.5 5.9 38.6 26.9 89.8

+ 3.8 +=0.17 +0.13 +0.06 + 55 + 28 £53 + 45 +2.4 *=0.4 +5.0 +=3.3 +926.6

10 b 50.1 3.00 3.20 1.26 302 263 792 434 18.9 6.2 43.0 28.7 71.9

—=3.9 +=0.22 +0.16 +0.05 + 32 +25 + 38 +40 +2.3 +0.5 +5.5 +3.4 7.2

20 [§) 45.5 &k 3.14 % 3.36 1.32 %% 277 609 *x 840 386 % 17.7 6.4 40.4 26.9 98.9

+3.4 *0.23 +0.16 +0.08 + 16 +32 +56 =17 +0.5 +0.4 +=5.8 +6.3 +16.2

Each-value is expressed as mean * S.D.
@ : Relative organ weight per 100g body weight
Significantly different from control (¢ : p<0.05; ** : p<0.01)
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Table 23

Absolute and relative organ weights of male rats treated orally with 2 ,4—dinitrophenol during 18 days from 4 days of age to weaning
{85 days of age>

Dose No.of B.W. Brain Liver Kidney  Spleen Heart Lung Thymus Thyr. Pitui. Adrenal  Testis Prost. Semi.v Epidid.

(mg/kg) Animals (g (@ ® (® (@ (® ® ® (mg) (mg) (mg) (2 (® ® @

0 6 477 2.06 14.44 3.18 0.80 1.37 1.51 0.51 28.8 13.7 67.3 3.43 0.57 1.94 1.23

Absolute +17 =*£0.06 =*1.52 +£0.28 +0.07 +£0.06 +0.09 =0.09 +1.8 41.5 +8.5 *£0.22 £0.12 %034 =0.09
3 6 456 2.09 14.35 3.10 0.82 1.42 1.63 0.53 30.8 13.8 65.7 3.37 0.55 1.78 1.19

+32 £0.05 =*£1.12 =#£0.16 =*£0.11 =*=0.04 =*0.10 =*=0.09 +3.5 +1.2 +7.1 +£0.23 *0.10 £0.19 +0.12

10 6 454 2.12 14.60 3.13 0.80 1.39 1.49 0.52 30.1 13.5 67.4 3.36 0.60 2.02 1.21

+23 *=0.06 =+232 F0.18 *+0.07 +£0.12 +0.05 +£0.07 +3.0 +0.8 =70 =021 £0.11 %026 =£0.11

20 6 438 1.97 13.63 3.09 0.76 1.33 1.45 0.50 28.1 12.9 61.3 3.36 0.54 1.92 1.16

131 =#£0.12 x£1.71 +025 +0.10 +£0.17 #0005 =*0.13 +2.7 *0.8 +4.8 £0.19 *£0.07 *£0.27 =£0.12

0 6 477 0.43 3.02 0.67 0.17 0.29 0.32 0.11 6.1 2.9 14.1 0.72 0.12 0.41 0.26

Relative @ *+17 #40.02 =£0.22 =+£0.05 *£0.01 *£0.00 *0.02 =*0.02 0.4 +0.3 1.6 +£0.05 £0.02 =007 *0.02
3 6 456 0.46 3.15 0.68 0.18 0.31 0.34 0.12 6.8 3.0 14.4 0.74 0.12 0.39 0.26

32 =*£0.03 =*£0.18 £0.02 £0.02 =0.02 +0.02 *0.02 +=0.7 +0.4 +0.9 £0.04 *+0.02 £0.06 +£0.02

10 6 454 0.47 3.20 0.69 0.18 0.31 0.33 0.12 6.6 3.0 14.9 0.74 0.13 0.45 0.27

+£23  £0.03 %036 £0.04 £0.02 ==0.02 £0.02 =0.01 +0.7 =0.3 +1.9 =+£0.07 =003 =006 =0.03

20 6 438 0.45 3.10 0.71 0.17 0.30 0.33 0.11 6.5 3.0 14.1 0.77 0.12 0.44 0.27

+31 *0.03 =£0.21 £0.04 *0.02 =£0.03 *001 =*0.02 +0.7 *+0.3 +1.8 £0.04 *0.02 =*0.08 *=0.02

Each value is expressed as mean — S.D.

@ : Relative organ weight per 100g body weight



Table 24 Absolute and relative organ weights of female rats treated orally with 2, 4-dinitrophenol during 18 days from 4 days of age to weaning
{85 days of age>

Dose No.of B.W. Brain Liver Kidney  Spleen Heart Lung Thymus Thyr. Pitui. Adrenal Ovary  Uterus

(mg/kg) Animals (g (2 (&) (& (® (® (® (@ (mg) (mg) (mg) (mg) (®

0 6 259 1.92 7.01 1.92 0.52 0.87 1.07 0.39 23.5 14.1 76.5 78.3 0.53

Absolute =23 +0.08 +0.62 +0.15 +0.05 +0.06 +0.07 +0.10 +3.0 +1.5 +6.1 +5.9 +0.08

3 6 268 1.94 7.57 1.94 0.48 0.92 1.12 0.37 23.7 15.7 73.4 80.3 0.79

+21 =0.07 +1.22 +0.18 +0.03 +0.09 +0.10 +0.06 +3.4 +1.3 +3.9 +11.4 +0.32

10 6 263 1.90 T7.71 1.94 0.51 0.94 1.07 0.41 23.1 15.1 76.7 82.1 0.54

+37 +0.04 +1.52 +0.27 +0.06 +0.12 +0.10 +0.10 +2.0 +2.2 +9.1 +4.7 =0.12

20 6 249 1.85 7.28 1.90 0.49 0.87 1.05 0.44 23.9 16.3 71.3 71.9 0.65

+46 +0.05 +1.53 +0.30 +0.06 *0.12 =0.09 =0.09 +4.0 +=2.7 +=7.7 +=12.1 *0.31

'% 0 6 259 0.75 2.71 0.74 0.21 0.34 0.42 0.15 9.1 5.5 29.9 30.0 0.20
' Relative @ *23 +0.05 +0.08 +0.03 +0.02 +0.02 +0.03 +0.03 =0.9 +0.6 +4.3 +=3.8 +0.02
3 6 268 0.73 2.81 0.73 0.18 0.34 0.42 0.14 8.8 5.9 27.5 30.1 0.29

+21 +0.04 +0.23  *0.03 +0.01 +0.02  *£0.01 +0.01 +0.9 +0.2  £24 +4.3 +0.12

10 6 263 0.74 2.91 0.74 0.19 0.36 0.41 0.16 8.9 0.8 29.7 31.7 0.21
+37 =010 =£0.19 *£0.03 x£0.02 £0.02 £0.02 +0.02 +1.0 +0.8 +5.6 =44  £0.06

20 6 249 0.76 2.91 0.77 0.20 0.35 0.43 0.18 9.6 6.6 29.0 29.5 0.26
46 +0.14 =012 *=0.07 +0.03 £0.03  *£0.05 +0.03 +0.6 +0.9 +3.5 +6.3 *+0.12

Each value is expressed as mean = S.D.
@ : Relative organ weight per 100g body weight

£60-86'0N £pnig



Table 25

Incidence of histopathological findings of male rats treated orally with
2,4-dinitrophenol during 18 days from 4 days of age to weaning

{22 days of age>

Dose(mg/kg) 0 3 10 20
Organ : Findings Grade No. of animals 6 6 6 6
Lung : Metaplasia, osseous - 5 — - 6
+ 1 — 0
Hemorrhage - 5 — - 6
+ 1 - - 0
Liver : Hematopoiesis, extra- - 0 — -— 0
medullary + 6 — — 6
Kidney : Cyst, solitary - 4 — 0/1¢ 5
+ 2 — 0/1 1
Basophilic tubules - 1 — 0/1 2
+ 5 — 1/1 4
Cellular infiltration, - 5 — 0/1 6
lymphocyte, cortex + 1 — 0/1 0
Dilatation, renal pelvis - 6 - 0/1 6
+ 0 — 1/1 0
Thymus : Hemorrhage - 6 — — 5
+ 0 — - 1
Spleen : Hematopoiesis, extra- 0 — - 0
medullary + 1 — - 1
++ 5 — — 5
- : Negative; +: Slight; ++ : Moderate; — : Not examined

a : Examined the kidney with a macroscopic abnormality
No abnormalities were detected in the organs of the brain, pituitary, thyroid, parathyroid, trachea, heart,
stomach, intestine, pancreas, adrenal, lymph node, urinary bladder, spinal cord, borne marrow, sciatic nerve,

testis, epididymis, prostate and seminal vesicle from control and 20mg/kg groups.
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Table 26

Incidence of histopathological findings of female rats treated orally with
2,4—dinitrophenol during 18 days from 4 days of age to weaning

<22 days of age>

Dose(mg/kg)

[}
[@p!
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— N
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O SN =g o —m O OO —n OO

1
o

Organ : Findings Grade No. of animals
Heart : Myocardial degeneration -
+
Lung : Metaplasia, osseous -
+
Liver : Hematopoiesis, extra- -
medullary +
Cecum : Hemorrhagic erosion -
+
Kidney . Cyst, solitary -
+
Basophilic tubules -
+
[nflammation, cortex, -
multifocal +
Fibrosis, cortex, focal -
+
Spleen : Hematopoiesis, extra- -
medullary +
++
- : Negative; +: Slight; ++ : Moderate; — : Not examined

No abnormalitics were detected in the organs of the brain, pituitary, thymus, thyroid, parathyroid, trachea,
stomach, intestine, pancreas, adrenal, lymph node, urinary bladder, spinal cord, bone marrow, sciatic nerve,

ovary and uterus from control and 20mg/kg groups.
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Table 27  Incidence of histopathological findings of male rats treated orally with
2,4-dinitrophenol during 18 days from 4 days of age to weaning
<85 days of age>

Dose{mg/kg) 0 3 10 20
Organ : Findings Grade No. of animals 6 6 6 6
Heart : Myocardial degeneration - 6 — — 5
/fibrosis + 0 — — 1
Lung : Metaplasia, osseous - 4 — — 6
+ 2 — - 0
Accumulation, foam cell - 5 — — 6
+ 1 - - 0
Hemorrhage - 5 — - 6
-+ | — — 0
Mineralization, artery - 3 — — 2
+ 3 — - 4
Liver : Microgranuloma - 5 - -— 4
+ 1 - - 2
Pancreas : Atrophy, acinar cell, focal - 5 - — 6
+ 1 — — 0
Kidney : Cyst, solitary - 6 0/1° 0/1° 4
+ 0 0/1 0/1 72
Basophilic tubules - 3 0/1 0/1 2
+ 3 0/1 0/0 4
Hyaline droplet, proximal - 0 0/1 0/1 0
tubular epithelium f 6 /1 1/1 6
Cellular infiltration, - 8 0/1 0/1 5
lymphocyte, cortex + 0 0/1 0/1 1
Inflammation, cortex, focal - 5 0/1 0/1 6
' 1 0/1 0/0 0
Dilatation, renal pelvis - 6 0/1 0/1 )
+ 0 1/1 1/1 0
Prostate : Cellular infiltration, lympho- - 5 — — 5
cyte, interstitium + 1 - - 1
Seminal  : Atrophy, unilateral - 5 — — 6
vesicle + 1 — — 0
Spleen : Hematopoiesis, extra- - 0 - — 0
medullary + 6 — — 6
Deposit, brown pigment - 0 — — 0
+ 5 - — )
+i 1 — - 0
~ : Negative; + : Slight; ++ : Moderate; — : Not examined

a : Examined the kidney with a macroscopic abnormality
No abnormalities were detected in the organs of the brain, pituitary, thymus, thyroid, parathyroid, trachea,

stomach, intestine, adrenal, lymph node, urinary bladder, spinal cord, bone marrow, sciatic nerve, testis and
epididymis from control and 20mg/kg groups.
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Incidence of histopathological findings of female rats treated orally with
2,4~dinitrophenol during 18 days from 4 days of age to weaning

Dose(mg/kg)

Grade No. of animals

0
6
4
2
4
2
4
2
5
I
5
1
4
2
4
2
5
1
5
1
5
1
5
1
0
6
0
6
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Table 28
<85 days of age>

Organ : Findings

Lung : Accumulation, foam cell
Mineralization, artery

Liver : Microgranuloma
Necrosis, focal

Pancreas : Cellular infiltration,
lymphocyte, focal

Kidney : Cyst, solitary
Basophilic tubules
Cellular infiltration, lympho-
cyte, cortex
Mineralization, cortico-
medulllary junction
Dilatation, renal pelvis

Thymus  : Hemorrhage -

Spleen : Hematopoiesis, extra-
medullary
Deposit, brown pigment

- : Negative; + : Slight; — : Not examined

No abnormalities were detected in the organs of the brain, pituitary, thyroid, parathyroid, trachea, heart,
stomach, intestine, adrenal, lymph node, urinary bladder, spinal cord, bone marrow, sciatic nerve,

ovary and uterus from control and 20mg/kg groups.
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Appendix 1 Test article characterization

1. Chemical name (synonym) : 2 4-Dinitrophenal (1-hydroxy-2,4-dinitrobenzene)

2. CAS Registry No. : 51-28-5
3. Lot No. : 8835708
4. Purity : 85.29% (water, 13.99%; purity, 99.0% without
water , date of analysis, November 12, 1998)
Impurity : 2, 6-Dinitrophenol, 0.6%
5. Supplier : MITUT CHEMICAL Co., Ltd. (3-2-5 Kasumigaseki,
Chiyoda-ku, Tokyo)
6. Day of reception : November 20, 1998
7. Amount : 2. 0kg
8. Physico-chemical characterization
Structural formura : o
NO,
Molecular formura : CeHaOsN,
Molecular weight : 184. 11

Appearance at ordinary temperature

: Crystalline, yellow

Melting point 1 112°C

Boilinng point : Sublime
Specific gravity : 1. 68
Solubility : 0il-solubility

9. Stability

: Stable (Analitical value after termination of

the study : 2, 4-dinitrophenol, 85.3%; water,

13.89; purity, 99.09% without water; date of

analysis, August 13, 1999)

10. Preservation : 4°C, Dark place and sealed

Study No.98-083



Appendix 1-2

L, 4- Y= ra T/ =IDHRI AT NI T A

Test item stability

SEABAIART CEAIOEIIALZR)

) {7,265

LOT. HD.=? 8B~357-03
2ERD
START
2,307
, %
19 -
20 -
28,158
36 -
40 -
CHROMATOGRAN 2 NRERORIZED
CHROMATOPAC  C-R6A FILE
SARPLE NO 8 - METHOD 441
REPORT RO 448 _ |
FKNO TINE AREA MK IpnO " cone MANE
! 1,938 648 8.0113
2 2,307 124560 B.2166
3 3,208 941 0.0164
4 3.55 1572 v 0.0273
S 17.2635 5691548 93.0139
6 28.158 41071 08,7145
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Appendix 1-3 Test item-stability

2 4- v=taT /) —NDHRIAT T T A PWERT % CEEIISE 8 BL13E)

LOT, NO.=%? §8-357-03.
26RO
START

19 - w{ﬁ///// 5<n95~'£>fJf>
L 17,432
8 - | v ‘
ehm«”/kgb.gﬁv
30 -
e -

CHRONATOGRAMN 4 MEMORIZED

CHRORATOPAL C-RER FILE 0
$ARPLE NO '8 HETHOD 441
REPQRT MO .72%
PKNO Tine "AREA NMX IDND CONC NAHE

| x.;as 254 0.0024¢

2 2.299 23226 6.218

3 3.183 2181 8.8205

4 3,518 36049 0.0283

5 17,432 1054174} 98,9592

6 22,41 82189 0,7715

TOTAL 10652609 180
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Appendix 2-1 Analysis of stability of the test item in the dosage form
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Appendix 2-2 Analysis of stability of the test item in the d'o‘sage form
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R, LFIECLP IR ZME I AIRBB LU ELFDEIADE
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£ 3 A 31 BREIEE 30 BRETEEMERE, REE 220 SHEEFRER

£.50 HRE s SEMENEERNTERE, I oEDakiE L THE
)i A

EE WA
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Appendix 2-3
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Analysis of stability of the test item in the dosage form
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Appendix 2-4 Analvsis of stability of the test item in the dosage form

WO IRE

WIS TREBRIZRE T & ENL, 24— V=mr=/— DSy e Hv5 28 BB
4% 5N (BBUE 5 98-002-2) | T8 10 4R, RIEIVEA BB ME
e S BFRBHUC B TRET 2, ZOBOEBIIS T, RREEELMEEA
B AN R STFRT AR TRET S, |

1) A RRBHE &

2) W R BTk

3) REFE R ICBI T DR (IR N FLEDET —F)
4) BRERATICEE 3 230K

B) B A=
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Appendix 2-5 Analysis of stability of ‘the test item in the dosage form

BRERSHEA | Y K OIS
BBOBRE 24—V a7z — 0B E BB ToRE L RER

REEE 98-092-1

REIULE .« ST RBREIEL -ﬁsz/ [#032 Ao/ A

BRASHER P REERTIEHD
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Appendix 2-6 Analysis of stability of the test item in the dosage form

B RIEITH S
RBBE @+ 2, 4—-V=2Mmu=z/ —VOBENMBTORELMRE
®HpES  98—-092-1
_BE - EH/EWR RBRETE~DBEER S E R~ DI B
1. REIEERRER
HEBEORE
LR 11E02A1LA LZR11%E02A11R Lkl12028118
SYFTREL O - BIE
LR 1140281601 ZRR11#E02A 168 EHI1IE02H 168
2. EF—HER
LR 11402H26R WAR115%E02826H PR 114E02H26 8
3. HMEBRELE
LZRI1EIRLR ERI1E(IB0LR 114038018

EROEE - FRICED, SRR MEFEGLP ) Ko TEEEN, FBEFITIE,
WIRZRBTERLAFE - FIENBRCER S, REARKICIZ, HERBORMAEL
BNTHLINZETF—FNRERMCEBRESILTWVWEZ LM L,

% s/ 3 F 7 H

FAEEAN BWEAEYE E
BRI R EH
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Appendix 2-7 Analysis of stability of the test item in the dosage form

-

ABRBIE, (24—V=baT=/ VDT E A5 28 B MIREREFERBRE
BES : 98-092-2) | LBIEL T, 24-V=hu7 =/ = A OREFRO.01 RV
2.0/ WEH 1%AF i o—2BRIE) TORENEEBRNLL,

BRI =g )=V THERLEDOL KBRAT A{ERPBIET R0 T T7
IZEDA T LT, N |

FORR. 24—V =ba T2/ — MR EFRBIZRBWT, BR T, SWART
(4C)T 7 BEEETHATLNMBANE,

3 .98-093
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Appendix 2-9 Analysis of stability of the test item in the dosage form

100cP, v hE B ACL46E4, MIFTMHRIK @ HRRMUBHENESEH, avbFE
181178)% BV TRABIEIZIRIRIL 2,

(2) BRI R K UERE R .
PSRN E & ORBIRDO LI, FREME T, WIS, BT THIERT

(4O 24 B, 3 R A RMRTER OB RAIT DT, FIREE, £0078, 3 BokHE
RELIE, |

(3) sHFE

O RERUERE
RICIE T < TR MR TR RIS L BV V.
2 4—Y=rarvz /—/VIR{E  PUEE 85.2%, Lot.No.8835703
HAawhr57 | Hhate BEBIERTI GC-9A
F—F R AR BENERFN C-R6A

@ HRru=hrSoifedkit:

SNBES S 1 3%DEGCS+0.5%V B/ ey T W, AW-DMCS (4% 3mm X £ & 2m)

R AR : IRFERAZ LR SR (FID)
A IR ; 250°C
R LEIRYEAE ¢ 180°C
XPUFH2GRE @ 30 mL/min. (NUDL)

TRRE : 0.5 kg/cm 2
IRFERE : 0.8 kg/cm ?
A EANE : 2L

® WREHRDIER

24—Vt Tz ) — VR RS ) — VIS ERAEL T 1,000 1 g/mL OFEHER
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Appendix 2-10 Analysis of stability of the test item in the dosage form

BRIz, 2% 0.192F /b A a—REF =Y /— NV CHIRLT 40, 60, 80
RO¥ 100 u g/mL OB TEZ R 7=,

02 4 LEQORIEITRIE LN R mwh T I E AL THAFL, el i
(p VIBRERNT, 24—V =ha7=/— /L Bhg) B> TREREER L

@ LHiikiE

0.01"/ WRREWKIZ DV THE, JIBFNBSE7o%, £ SmL ZIERICERTL,
oz /—n 2ml A TIIEFRY—LLeDb, il

2.0%/ WEIEIZ OV T, JKBTFIRRBESEe%, £ 5mL ZERICEREL, =

/=N RFAVT 50ml DEALLL, O 2ml B4 EL, 0.162F LE o —AE
BHxF ) —NERT 50mL DEREL, BiEEL=,

BRI EQDEMEITEL TR I 7T ALTHOHTL, @iTfit->THE
RUBRERERAVTEB D 24—V=bare / —/VREZEHL/,

4, FERRUOELE

BRI ITRERER 1 ITFRT,

0.01 BT 2.0/ BRI MNE B OA R &, PRUTHE o RE ORI EM
DEBREIL 3.61 R 3.79%& XD D EIVNENZ LN h, RTARIEIC IV & 501
Bz BRI A LR E s,

HEPAME% 24 B 3 ROV B OERIEM (3 BB 25, M EHOMEL
1.00 LU TzRF, 001‘”/%%%‘%&1*@:1: 1.01, 1.02 T 1.00(4 M R0 S8 EREL 0,90%),
2.0"/ WAREBETRL 0.97, 0.98 K TX 0.98(4 B ADEBMRIL 1.020THY, T/, B1F
RS B MDIEL 2 EA/PSVZ b, MIRRNE LG ITEIE T, Y, MIERTC)
RIFIZEY T BB ETHAZEMHBENE,
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Appendix 2-12 Analysis of stability of the test item in the dosage form

Y o 518,148 X 190478 ( R s .599915 )
(X10° 4 )
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Appendix 2-13

Analysis of stability of the test item in the dosage form
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Appendix 2-14 Analysis of stability of the test item in the dosage form
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Appendix 2-15 Analysis of stability of the test item in the dosage form
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Appendix 2-10 Analysis of stability of the test item in the dosage form

yuwhsTh—F  2.0%/ SR
TRER 24 RS RO

CErar 5,943
% 3 B dRsd®
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Appendix 8 Analysis of concentrations of the test article in the dose

solutions

Test article  : 2, 4-Dinitrophenol (Lot No. 981006)

Nominal concentrations of the test article in the dose solutions

+0.10, 0.33 and 0. 6Tw/v%

Method : GC method

Results

Date of preparation

Nominal concentrations (w/v%)

0.10 0.33 0. 67

June 4, 1998

(Analytical value)

0.10% 0.34%  0.70%

Each value expressed as mean from 3 analyses

-19-
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Appendix 4 Animal numbers of foster mother rats and those of pups reared by

them

Foster Pups

mothers

No. 601 Males : Nos. 001, 013, 025, 037; Femals : Nos. 501, 513, 525 537
No. 602 Males : Nos. 002, 014, 026, 038; Femals : Nos. 502, 514, 526, 538
No. 603 Males : Nos. 003, 015, 027, 039; Femals : Nos. 503, 515. 527, 539
No. 604 Males : Nos. 004, 016, 028, 040; Femals : Nos. 504, 516, 528, 540
No. 605 Males : Nos. 005, 017, 029, 041; Femals : Nos. 505, 517, 529, 541
No. 606 Males : Nos. 006, 018, 030, 042; Femals : Nos. 506, 518, 530, 542
No. 607 Males : Nos. 007, 019, 031, 043; Femals : Nes. 507, 519, 531, 543
No. 608 Males : Nos. 008, 020, 032, 044: Femals : Nos. 508, 520, 532, 544
No. 609 Males : Nos. 009, 021, 033, 045; Femals : Nos. 509, 521, 533, 545
No. 610 Males : Nos. 010, 022, 034, 046; Femals : Nos. 510, 522, 534, 546
No. 611 Males : Nos. 011, 028, 085, 047; Femals : Nos. 511, 528, 535, 547
No. 612 Males : Nos. 012, 024, 036, 048; Femals : Nos. 512, 524, 536, 548
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Appendix 5-1 Environmental condition of animal room

Establishment : Temperature, 22+3C; Relative humidity, 55+10%

Animal room No.5

Date Comment Range of Range of
temperature ('C) humidity(26)
May 27, 1999 Arrival of animals 21.7 — 22.0 58 — 59
28, 21.8 — 21.9 59
29, 21.7 — 22.0 58 — 59
30, 21.9 — 22.3 57 — 58
31, 21.9 — 22.3 57 — 59
June 1, 21.9 — 224 57 — 59
2, 22.0 — 22.5 57 — o8
3, 22.2 — 22.3 57 — B8
4, 2.0 — 224 57 — 59
5, 22.1 — 22.5 57 -- o8
6, Grouping, beginning 22.2 — 23.3 57 — 61
of administration
7, 22.2 — 22.5 57 — 58
8, : 22.0 — 22.9 57 — 58
g, 22,2 — 22.5 56 — 58
10, 21.6 — 22.2 58 — 60
11, 214 — 21.5 60 — 61
12, 21.6 60 — 61
13, 215 — 21.7 61
14, 21.4 — 21.5 60 — 61
19, 21.4 — 21.6 61
16, 21.4 — 21.6 61
17, 214 — 21.5 61
18, 21.4 — 21.5 61
19, 21.5 61
20, 21.5 — 21.6 61
21, 21.4 — 21.5 61 — 62
22, 21.5 — 21.6 60 — 61
23, 21.5 61
24, 21.4 — 21.6 61 — 64
25, Terminal kill after 21.5 60
administration period
26, 21.5 60
27, 21.4 — 21.5 61
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Appendix 5-2 Environmental condition of animal room

Establishment : Temperature, 22+3°C; Relative humidity, 55+10%

Animal room No.h

Date Comment Range of Range of
temperature ('C) humidity (%)
June 28, 1999 21.4 — 21.5 60 — 61
29, 21.4 — 21.6 60 — 61
30, 21.4 — 21.5 61 — 62
July 1, 21.5 — 21.6 60 — 61
2, 21.4 - 21.5 60 — 61
3, 21.5 61
4, 21.6 — 21.8 60 — ol
5, 91.4 60 — 61
6, 21.4 60 — 61
7, 21.4 — 21.6 61
8, 21.5 — 21.6 60 - 61
9, 21.4 — 21.5 61 — 62
10, 21.5 — 21.6 61
11, 21.5 61
12, 21.4 — 21.6 61 — 62
13, 21.4 — 21.5 61 — 63
14, 21.4 — 21.5 62 — 63
15, 21.5 62 — 63
16, 21.4 — 21.5 62 — 63
17, 21,5 — 21.6 60 — 61
18, 21.6 61 — 62
19, 21.5 62
20, 21.5 62
21, 215 - 21.7 62 — 64
22, 21.4 — 21.6 62 — 63
23, 21.5 — 21.7 62 — 66
24, 21.6 — 21.8 62 — 63
25, 21.8 — 21.8 62 — 63
26, 21.5 — 21.9 62 — 64
27, 21.5 — 21.9 62
28, 21.9 B0 — 62
29, 21.8 — 22.1 59 — 60
30, 21.9 — 22.1 58 — 62
31, 22.0 — 22.1 57 — 59
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Appendix 5-3

Environmental condition of animal room

Establishment : Temperature, 22+3C; Relative humidity, 55109

Date

Animal room No.5

Comment Range of Range of
v temperature('C) bumidity (%)
August 1, 1999 22.0 58
2, 21.9 — 22.0 60
3, 21.9 59 — 60
4, 21.9 — 22.0 60 — 61
9, 21.9 58 — 61
6, 21.9 59 — 60
7, 21.9 60
8, 21.9 — 22.0 60
9, 21.9 — 22.0 58 — 60
10, 21.9 59 — 60
11, 21.8 — 21.9 59 — 60
12, 21.9 — 22.0 59 — 60
13, 21.8 — 21.9 59 — 60
14, 21.9 59 — 60
15, 21.9 — 22.1 60
16, 21.8 — 21.9 53 — 61
17, 21.9 — 22.0 60 — 62
18, 21.9 — 22.5 60 — 62
19, 22.5 57 — 59
20, 22.5 57 — 59
21, 22.6 57
22, 22.6 57 — 58
23, 22.5 55 — 58
24, 22.4 — 22.6 57 — 58
25, 22.4 — 22.5 57 — 58
28, 22.4 — 22.5 56 — 57
27, Terminal kill after 22.4 — 22.5 54 — 58

recovery period
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Appendix 6-1-1

TOKYO KENBIKYCIN FOUNDATION

Analvsis of contaminants in animal feed

Authorized by the Ministry of Health & Walfare ol Japan

CENTER FOR FOOD ENVIRONMENT HYQIENMEL

IMAS-HAKOZAK) BLDG ., 44-1, Minenbtashl hakozaki-cho. Chuo-Ku. Tokyo 103, JARAM

TEL:03(3383)9331

CERTIFICATE
Applicant NIHON NOSAN KOGYO K. K
Samples LABO MR-STOCK, Lot No. 990373

Date of Application April 5, 1999
April 8 ~ 28,1999

3604801

Date of Examination :

Examination No.

FAX:03(3832)5833

Date : Apinl 28, 1999

As a result of tests carried out on the sample submitted under the above

mentioned name on April 5, 1999, We herewith report as follows :

RESUTS

Afatoxin Bl .......... R . not detected

AﬂatoxinBz PR A S R S S R R R N N R S S P A R R B R S notdetected

Aflatoxin G‘ ............. YRR
AﬂﬁtOXiDGz S

not detected

""" not detected
N-Nitrosodimethylamine «« s rerevereeecn not detected
N-Nitrosodiethylaming s oveeeeerrrens not detected
Arsenic (As) e Frabate e 0.03 ppm
Lead (Pb) crevvverereineean s 0.2 ppm
Cadmium (Cd) svvereere Prrusa e 0.06 ppm
Mercury (Hg) --rrcoreree Prerereeeee not detected
Chromium (Cr) «*- - pererrrtrsrseaeesees 1] ppm
Polychlorinated biphenyl (PCBs) ¢+r2veeee s not detected
Total DDT*! «oveveniiivineiiiiii, not detected
Total BHC*? +v e e P P

not detected

(detection limit 5 ppb)
(detection limit 5 ppb)
(detection limit 5 ppb)
(detection limit 5 ppb)
{detection limit 10 ppb)
(detection limit 10 ppb)

(detection limit 0.01 ppm)

{detection limit 0.C1 ppm)
(detection limit 0.035 ppm)
(detection limit 0.05 ppm)

*' Expressed as total amounts of op-DDT , pp-DDT ,0p-DDD , pp-DDD ,

op'-DDE and pp'-DDE

*2

Expressed as total amounts of o -BHC, 8 -BHC, v -BHC and 6 -BHC
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Appendix 6-1-2 Analysis of contaminants in animal feed

} Autnorized by tha Minlstry of Meaith & Welfare of Japun
TOKYO KENBIKYOIN FOUNDATION

CENTER FOR FOOD ENVIRONMENT HYGIENE
IMAS MAKOZAK)I 3LDG,, 44+9. Nivendashi hakozaki-cho. Chuo-Ku. Tokve 103, JAPAMN

TEL:02(38563)9831 FAX:03(3833)3685
~ Heptachlor «»+ -+ T Perrerenaenn not detected (detection limit 0.01 ppm)
Dieldrin «revevverreveeeeny Creaesaeene not detected (detection limit 0.01 ppm)
Aldrin = e AARCERRREERRRR AECELERERESTE not detected (detection Limit 0.01 ppm)
Parathion eeveerereeernnnn R not detected (detection limit 0.05 ppm)
Malathion =+xerrvveevrreenaenn EERERE «++ 0.11 ppm

B - oo

Director
Center for Food Environment Hygiene
TOKYO KENBIKYOIN FOUNDATION

Study No.98-093



Appendix 6-1-3 Analysis of contaminants in animal feed

DATE APR 21. 1999

MICROBIOROGICAL INSPECTION

Customer

RESEARCH INSTITUTE FOR ANIMAL SCIENCE
IN BIOCHEMISTORY AND TOXICOLOGY
Sample Designation

LABO MR STOCK

Lot No. 990373

SP.C.oererrerren 1.3x10* CFU/g
Coliform Group: e Negative
Salmonella «oorrror Negative

MoLdg e rrrrrerrrrrr i < 20 CFU/g

NIHON NOSAN KOGYO K.K.
R &D Center
. Safety & QC Station
5246, TAKURA, TSUKUBASHI, 300-2615 JAPAN
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Appendix 6-2-1 Analysis of contaminants in animal feed

Authorized by ths Miniatry of Heolth & Welfare of Japun

TOKYO KENBIXKYOIN FOUNDATION

CENTER FCOR FOOD ENVIRONMENT HYGIENE

IMAS-HAKOZAKI 8LDG., 44-1. Nihonbash! hakozaki-cho. Chuo-Ku. Tokye 103, JAPAN

Applicant

Samples

Date of Application
Date of Examination :

Examination No.

TEL:03(3353)9581 FAX:02(3553)9333

Date ; July 23, 1999

CERTIFICATE

NIHON NOSAN KOGYO K. K
LABO MR-STOCK, Lot No.990653
July 2, 1999

July 2 ~ July 23, 1999

As a result of tests carried out on the sample submitted under the above
mentioned name on July 2, 1999. We herewith report as follows :

Aflatoxin By v vereev e o
Aflatoxin By ++ -+
Aflatoxin G, + e .
Aflatoxin Gy vt ecrrreeens

N-Nitrosodimethylamine

RESUTS

e not detected (detection limit 5 ppb)
------------- ive. notdetected (detection limit 5 ppb)
~~~~~~~~~ not detected (detecticn limit 5 ppb)

not detected (detection limit 3 ppb)

"""""""""""" not detected (detection limit 10 ppb)
N-Nitrosodiethylamine ++

""""""""""" not detected (detection limit 10 ppb)
Arsenic (Ag) <rcrereien R 0.29 ppm
Lead (Pb) «vvevvevrivnriiniiiinn, 0.2 ppm
Cadmium (Cd) «---+-- - R R 0.08 ppm
Mercury (Hg) -t rrevereervans I not detected (detection limit 0.01 ppm)
Chromium (Cr) =+ v s et sitriruneeeinness 1.7 ppm
Polychlorinated biphenyl (PCBg) +vrevv-vre- not detected (detection limit 0.01 ppm)
Total DDT*' +rveerreviais, R R not detected (detection limit 0.G5 ppm)
Total BHC® ++ecrvvrreinreiiiii

"""" not detected (detection limit 0.05 ppm)

!

Expressed as total amounts of op'-DDT , pp'-DDT ,0p'-DDD |, pp-DDD ,
op’-DDE and pp'-DDE

** _Expressed as total amounts of o« -BHC, 8 -BHC, v -BHC and & -BHC
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Appendi'x 6-2-2 Analysis of contaminants in animal feed

duthorized by the Ministry of Health & Welfars of Japan

TOKYO KENBIKYOIN FOUNDATION

CENTER FOR FOOD ENVIRONMENT HYCIEND
. Nihenbashl hakaozakl-che, Chuo-Ku. Tokyo 103, JARPAN
TEL:03(3633)9381 FAX:03(35833)9835

IMAS-MAKQZAKI BLDG., 4441

Heptachlor «++vvevneesrennninn EREERRRY " not detected {(detection limit 0.01 ppm)
Dieldrin =«sseerrencvaerennas ERREREEEI not detected (detection limit 0.01 ppm)
Aldrn  sevreerein G «++ not detected (detection limit 0.01 ppm)
Parathion --------- SR not detected (detection limit 0.05 ppm)

0.10 ppm

, D.V.M.,Ph.D.
Di:rector

Center for Food Environment Hygiene

TOKYO KENBIKYOIN FOUNDATION
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Appendi‘x 6-2-3 Analysis of contaminants in animal feed

DATE JULY 16. 1999

MICROBIOROGICAL INSPECTION

Customer

RESEARCH INSTITUTE FOR ANIMAL SCIENCE
IN BIOCHEMISTORY AND TOXICOLOGY

Sample Designation

LABO MR STOCK

Lot No. 990653

SPC. e P PP 1.0x10*CFU/g

Coliform  Group o Negative
Salmonella o Negative |
Motdg: e < 20 CFU/g

NIHON NOSAN KOGYO K.XK.
R&D Center
Safety & QC Station
5246, TAKURA, TSUKUBASHI, 300-2615 JAPAN
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Appendix 6-3-1 Analysis of conlaminants in animal feed

Authorized by the Ministey of Health & Welfave ol Japun
TOKYQO KENBIKYOIN FOUNDATION

CENTER FOR FOOD ENVIRONMENT HYGIZNE
. Ninonbashi hakozaki-cha. Chuo-Ku. Tokyc 163, JASAN
TZL:03(3683)98231 FAX103(2683)9833

IMAS-HAKOZAK! SLOG., 44-1

Date : Aug. 12,1999

CERTIFICATE
Applicant : NIHON NOSAN KOGYO K. K
Samples : LABO MR-STOCK, Lot N0.990755

Date of Application : July 26, 1999
Date of Examination : July 26 ~ Aug. 12, 1999
Examination No. ¢ 3907807

As a result of tests carried cut on the sample submitted under the above
mentioned name on July 26, 1999. We herewith report as follows :

RESUTS

Aflatoxin By < v o rr et not detected (detection limit 5 ppb)
Aflatoxin B, + -+ - TR R not detected (detection limit 5 ppb)
Aflatoxin Gy «««r v v RN not detected (detection limit 5 ppb)
Aflatoxin Gy »+»vvreeee R AR not detected (detection limit 5 ppb)
N-Nitrosodimethylamine «+t s evovereevevs. not detected (detection limit 10 ppb)
N-Nitrosodiethylamine ¢+ RS not detected (detection limit 10 ppb)
Arsenic (As) < v seressesee (017 ppm
Lead (Pb) ++crrerrrreaniains R EREER 0.4 ppm
Cﬂdrn.‘lum (Cd) .......................... O‘ 10 ppm
Mercury (Hg) -« RNy +++ ot detected  (detection limit 0.01 ppm)
Chromium (Cr) +eeevvrveree SRR 1.3 ppm
Polychlorinated biphenyl (PCBs) ++vvvrvvr s pot detected (detection limit 0.01 ppm)
Total DDT*! «evvvvverininns CERERERERERE not detected (detection limit 0.05 ppm)
Total BHC* «+vvvvvves R R not detected (detection limit 0.05 ppm)

%

Expressed as total amounts of op'-DDT , pp'-DDT ,0p'-DDD , pp-DDD
op'-DDE and pp'-DDE

*)  Expressed as total amounts of @ -BHC, 8 -BHC, v -BHC and & -BHC
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Appendix 6-3-2 Analysis of contaminants in animal feed

Authorized by the Ministvy of Health & Welfure of

TOKYO KENBIKYOIN FOUNDATION

CENTER FOR FCOD ENVIRONMENT HYZIENE
. Mthonbashi hakozakl-cho. Chuo-Ku. Tokye 103, JAPAN
TEL:03(3683)s881 FAXIC3(3E33)38833

IMAS-HAKQOZAKI BLCG,, 44-1

Heptachlor «vrrrerereeverinniianennn not detected (detection limit 0.01 ppm)
Dieldrin ««vrrerererereernnen. not detected (detection limit 0.01 ppm)
Aldrin  crrrerre e +++ not detected (detection limit 0.01 ppm)
Parathion +orreevvereiriiiiiiiiiiiii, not detected (detection limit 0.05 ppm)
Malathion «+«eeererserererriiiii '

0.05 ppm

I
E—

D.V.M.,FhL.D.

Director
Center for Focd Environment Hygiene
TOKYQ KENBIKYOIN FOUNDATION
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Appendix 6-3-3 Analysis of contaminants in animal feed

DATE AUG 2. 1999

MICROBIOROGICAL INSPECTION

Customer ;

RESEARCH INSTITUTE 'FOR ANIMAL SCIENCE
IN BIOCHEMISTORY AND TOXICOLOGY
Sample Designation

LABO MR STOCK

Lot No. 990755

S PC e 1.7x10*CFU/g
Coliform Group:-wrrrrrerormeees Negative
Salmonella «ororvereervn Negative
IVLOTAG + - v eer s eerenmiiia e < 20 CFU/g

NIHON NOSAN KOGYO K.K.
R & D Center
Safety & QC Station
6246, TAKURA, TSUKUBASHI, 300-2615 JAPAN
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Appendix 7-1 Analysis of contaminants in drinking water

Quality Anslysis & Certificate for Drinking Water

Certificate Nu: [) —330079

Messrs, Research 1nstitute for Animal

Date . 1999, FEB, 5th
in__Biochemistry and Toxicology

. Tokye Technic o
giace of teke up sample!

Bchome~T7-8 Nakak Tokyo
Orinking Weter for aninmal of a BS area TEL 03(368
late of take up sample .99 JANAZSth . -
‘ i, (Tokyo Metropolice Registered WEEY¥327)

Exanination purpose . ¢ :

Propriety of & weter quality standard Responsible sersen [ NEGEGRN—

{n_water supply |aw S
Items “t Results 1 Regulative Standard
Bacteria 41 0 group/nl i Bellow 100groups/mi
Escherchla \ Negatlve L Negative
Nitrogen (as nitric & nitrous acid) 2 1.7 g Below 10 ng/l
Chlorlde X | 8elow 200 ns/]
Organlc {(chemicel oxygen demand ) l 0.7 i Below 10 nmg/!
oH L | 5.6 -8.8
i

Taste { Norna| i Norma!
Odor \ Normal 1 Norma |
Color Standard Solution | gelow L | selov  ®
Turbidity Standard Solution { Balow 1 ° % Below g

Method of Analysis are based on The Ministry of Health and Welfare Order N 89

udy No.98-093
a3 Study No.98



Appendix 7-2

Quality

Analysis & Certificate for

Analysis of centaminants in drinking water

Drinking Water

h4e€srs Research

[nstitute for Aniual
in

B iochemistry and Toxicology

Place of take up sample

Clean roon

Date of take up sample .

199 July Sth

Examination purpose . o
Propriety of a water quality standard

(Tokyo Meiropolice Registered H5BY327)

Respongib

le person :‘
in_water suoply law
ltens : '"i Results 1 Regu.ative Standard
Bacteria l_‘ 0 group/nl i Beliow 100groups/nl
Escherchia l Negative \ Negativa
Nitrogen (as nitrlc & nitrous acld) \ 1.8 l Below 10 ne/l
Chioride I | Below 200 re/)
Organic (chemical oxygen demand ) l 1.6 { Below 10 mg/|
oH EE | 5.8~8.8
Taste Normal % Normal
Odor Nornal i Normal
Color Standard Solution Below 1 ° 1 Eelow 5
Turbidity Standard Solution | Below 1 | Below @
Lead | 0005  Under | 005 Below
Zine I 0.1 Under i 0 Below
Iron | o Under | 0.3 telow
Copper l 0.1 Under ‘ 1.0 Below
Evaporated Residue 1 52 i 500  Zelow
Chioroforn | 0.0080 1 0,08 Below
Bromo-dichlorcmethane ] ¢.0020 1 0.C% Zelow
Chloro~dibromomethane l 0,001 Under . 0.1 Below
Bromoform & 0.0008 Under 0.09 Below
Total Trihalomethane } 0.011 0.1 Below

Method of Analysis are based on The Ministry of Health and We

-34-
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Analysis of contaminants in animal cage bedding
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Appendix 9-1 Individual clinical signs of male rats treated orally with 2, 4-dinitrophencl during 18 days from 4 days
of age to weaning

Dose Animal Fate Age of Clinical signs
{mg/kg/day) number death
(days)
0 001 KT 22 NAD
002 KT 22 NAD
003 KT 22 NAD
004 KT 22 NAD
005 KT 22 NAD
006 KT 22 NAD
007 KR 85 NAD
008 KR 85 NAD
009 KR 85 NAD
010 KR 85 NAD
011 KR 85 NAD
012 KR 85 NAD
3 013 KT 22 NAD
014 KT 22 NAD
015 KT 22 NAD
016 KT 22 NAD
017 KT 22 NAD
018 KT 22 NAD
019 KR 85 NAD
020 KR 85 NAD
021 KR 85 NAD
022 KR 85 NAD
023 KR 85 NAD
024 KR 85 NAD

KT : Killed by design after administration period of 18-days KR :Killed by design after post-administration period of 63-days
NAD : No abnormalities detected
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Appendix 9-2 Individual clinical signs of male rats treated orally with 2, 4-dinitrophenol during 18 days from 4 days
of age to weaning

Dose Animal Fate Age of Clinical signs
(mg/kg/day) number death
(days)
10 025 KT 22 NAD
026 KT 22 NAD
027 KT 22 NAD
028 KT 22 NAD
029 KT 22 NAD
030 KT 22 NAD
031 KR 85 NAD
032 KR 85 NAD
033 KR 85 NAD
034 KR 85 NAD
035 KR 85 NAD
036 KR 85 NAD
20 037 KT 22 NAD
038 KT 22 NAD
039 KT 22 NAD
040 KT 22 NAD
041 KT 22 NAD
042 KT 22 NAD
043 KR 85 NAD
044 KR 85 NAD
045 KR 85 NAD
046 KR 85 NAD
047 KR 85 NAD
048 KR 85 NAD

KT : Killed by design after administration period of 18-daye KR :Killed by design after post-administration period of 63-days
NAD : No abnormalities detected
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Appendix 10-1 Individual clinical signs of female rats treated orally with 2, 4-dinitrophenol during 18 days from 4 days
of age to weaning

Dose Animal Fate Age of Clinical signs
(ng/kg/day) number death
(days)
0 501 KT 22 NAD
502 KT 22 NAD
503 KT 22 NAD
504 KT 22 NAD
505 KT 22 NAD
506 KT 22 NAD
507 KR 85 NAD
508 KR 85 NAD
509 KR 85 NAD
510 KR 85 NAD
511 KR 85 NAD
512 KR 85 NAD
3 513 KT 22 NAD
514 KT 22 NAD
515 KT 22 NAD
516 KT 22 NAD
517 KT 22 NAD
518 KT 22 NAD
519 KR 85 NAD
520 KR 85 NAD
521 KR 85 NAD
522 KR 85 NAD
523 KR 85 NAD
h24 KR 85 NAD

KT : Killed by design after adwinistration period of 18-days KR :Killed by design after post-administration period of 63-days
NAD : No abnormalities detected
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Appendix 10-2 Individual clinical signs of female rats treated orally with 2, 4-dinitrophenol during 18 days from 4 days
of age to weaning

Dose Animal Fate Age of Clinical signs
(mg/kg/day) number death
(days)

10 525 KT 22 NAD
526 KT 22 NAD
527 KT 22 NAD
528 KT 22 NAD
529 KT 22 NAD
530 KT 22 NAD
531 KR 85 NAD
532 KR 85 NAD
533 KR 85 NAD
534 KR 85 NAD
535 KR 85 NAD
536 KR 85 NAD

20 537 KT 22 NAD
538 KT 22 NAD
539 KT 22 NAD
240 KT 22 NAD
541 KT 22 NAD
542 KT 22 NAD
543 KR 85 NAD
544 KR 85 NAD
545 KR 85 NAD
546 KR 85 NAD
547 KR 85 NAD
548 KR 85 NAD

KT : Killed by design after administration period of 18-dayc KR : Killed by design after post-administration period of 63-days

NAD : No abnormalities detected
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Appendix 11-1  Individual data on semsory functions of male treated orally with 2, 4-dinitrophenol
during 18 days from 4 days of age to weaning

Dose Animal State of Pupil Pinna Corneal Visiual Righting Air Ispilateral
(mg/kg) number gait reflex reflex reflex stepping reflex righting flexor
reflex reflex reflex
Score range 1~8 L2 1~4 1~4 1~4 1~ 1~3 1~3
0 001 2 1 1 1 1 1 1 1
002 2 1 1 1 1 1 1 1
003 2 1 1 1 1 1 1 1
004 2 1 1 1 1 1 1 1
005 2 1 1 1 1 1 1 1
006 2 1 1 1 1 1 1 1
i 2 i i 1 1 1 1 1
008 2 1 1 1 1 1 1 1
009 2 1 1 1 1 1 1 1
010 2 1 1 1 1 1 1 1
011 2 1 1 1 i 1 1 1
012 2 1 1 1 1 1 1 1
3 013 2 | 1 1 | 1 1 1
014 2 1 1 1 | 1 1 1
015 2 1 1 1 l I 1 1
016 2 1 I 1 1 1 1 1
017 2 1 1 1 1 1 1 1
018 2 | 1 1 1 1 1 1
019 2 1 1 i 1 1 1 |
020 2 1 | 1 1 1 1 |
021 2 1 1 1 1 1 1 1
022 2 ! 1 1 1 1 1 |
023 2 | 1 1 1 1 1 1
024 2 1 1 1 l 1 1 1

|
\
\
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Appendix 11-2  Individual data on sensory functions of male treated orally with 2, 4-dinitrophenol
during 18 days from 4 days of age to weaning

Dose Animal State of Pupil Pinna Corneal Visiual Righting Air Ispilateral
(mg/kg) number gait reflex reflex reflex stepping  reflex righting flexor
reflex reflex reflex
Score range 1~8 1,2 1~4 1~4 1~4 1~4 1~3 1~3
10 025 2 1 1 I 1 | 1 1
026 2 1 1 1 1 1 1 1
027 2 1 1 1 1 1 1 1
028 2 1 1 1 1 1 1 1
029 2 1 1 1 1 1 1 1
030 2 1 1 1 1 1 1 1
031 2 1 1 1 1 1 1 1
032 2 1 1 1 1 [ 1 1
033 2 1 1 1 L 1 1 |
034 2 1 1 1 1 1 1 1
035 2 1 1 | 1 1 1 1
036 2 1 1 1 1 1 1 1
20 031 2 1 1 1 1 1 1 1
038 2 1 1 1 1 1 1 1
(39 2 1 1 1 1 1 i 1
040 2 1 I 1 1 1 1 1
041 2 1 1 1 | i 1 1
042 2 ! 1 1 1 | 1 |
043 2 1 1 I 1 1 ] 1
044 2 1 1 1 1 1 | 1
045 2 1 1 1 1 1 1 1
046 2 | i l 1 | l 1
047 2 1 1 1 1 1 1 1
048 2 1 l 1 1 { 1 1

£60-86'0N ApnIg



Appendix 12-1 Individual data on sensory fumctions of female treated orally with 2, 4-dinitrophenol
during 18 days from 4 days of age to weaning

Dose Animal State of Pupil Pinna Corneal Visiual Righting A@r _ Ispilateral
(mg/kg) number gait reflex reflex reflex stepping reflex righting flexor
reflex reflex reflex

Score range 1~8 1,2 1~4 1~4 I~4 1~4 1~3 1~3
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Appendix 12-2  Individual data on sensory functions of female treated orally with 2, 4-dinitrophenol
during 18 days from 4 days of age to weaning

Dose Animal State of Pupil Pinna Corneal Visiual Righting A@r _ Ispilateral
(mg/kg) number gait reflex reflex reflex stepping reflex righting {lexor
reflex reflex reflex

Score range 1~8 1,2 1~4 1~4 1~4 1~4 1~3 1~3
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Appendix 131 Individual external differentiation of male rats treated orally with
2, 4-dinitrophenol during 18 days from 4 days of age to weaning

Dose Animal Appearance  Eruption of Separation of Descent of
(mg/kg/day) number of hair lower incisor eyelids testes
0 001 7 10 14

002 7 9 14

003 7 9 14

004 7 9 14

005 7 10 14

006 7 9 14

007 7 9 14 18

008 7 10 14 18
. 009 7 9 13 18
= 010 7 10 14 18

011 7 10 14 18

012 7 9 14 18

Mean 7.0 9.4 13.9 18.0

3 013 7 It 14

014 1 9 14

015 7 9 14

016 7 11 14

017 7 11 14

018 7 g 14

019 7 9 14 18

020 7 11 14 18
w 021 7 9 14 18
E‘ 022 7 9 14 18
= 023 7 10 15 1
g 024 7 10 15 18
&
2 Mean 7.0 10.0 14.2 18. 0
w

Each value is expressed as days of age.



Appendix 13~2 Individual external differentiation of male rats treated orally with
2, 4-dinitrophenol during 18 days from 4 days of age to weaning

Dose Animal Appearance  Eruption of Separation of Descent of
(mg/kg/day) number of hair lower incisor eyelids testes
10 025 7 11 14
026 7 11 14
027 7 9 13
028 7 9 13
029 7 9 13
030 7 9 14
031 1 9 14 18
032 7 9 14 18
033 7 9 14 18
& 034 7 10 14 18
' 035 7 9 14 18
036 7 10 13 18
Mean 7.0 9.5 13.17 18.0
20 037 7 9 13
038 7 9 14
039 7 9 14
040 7 9 13
041 7 9 14
042 7 9 13
043 7 9 14 18
044 7 9 14 18
045 7 9 14 18
z 046 7 9 14 18
& 047 7 9 14 18
Z 048 7 9 14 18
©
% Mean 7.0 9.0 13.8 18.0
w

Each value is expressed as days of age.



_91'7_

£60-86'0N Apnig

Appendix 14-1 Individual external differentiation of female rats treated orally with

2, 4-dinitrophenol during 18 days from 4 days of age to weaning

Dose Animal Appearance  Eruption of Separation of Opening of
(mg/kg/day) number of hair lower incisor eyelids vagina

0 501 7 12 14
502 7 9 13
503 7 9 13
504 7 10 14
505 7 9 14
506 7 10 15
507 7 11 13 31
508 7 9 13 32
509 7 9 14 30
510 7 9 14 31
511 7 9 15 33
512 7 10 14 31
Mean 7.0 9.7 13.8 31.3

3 513 7 10 14
514 7 9 14
515 7 9 13
516 7 9 13
517 7 9 14
518 7 9 14
519 7 9 14 31
520 7 9 14 32
521 7 10 14 32
522 7 10 13 33
523 7 10 14 30
524 7 10 14 33
Mean 7.0 G 4 13.8 31.8

Each value is expressed as days of age.



Appendix 14-2 Individual external differentiation of male rats treated orally with
2, 4-dinitrophenol during 18 days from 4 days of age to weaning

Dose Animal Appearance  Eruption of Separation of Opening of
(mg/kg/day) number of hair lower incisor eyelids vagina
10 525 7 9 14
526 7 11 14
527 7 9 13
528 7 9 13
529 7 9 14
530 7 9 14
531 7 9 14 33
532 7 9 14 33
533 7 9 14 33
, 534 7 10 14 31
5 535 7 9 13 32
536 7 11 13 31
Mean 7.0 9.4 13.7 32.2
20 537 7 9 14
538 7 11 15
539 7 9 14
540 7 9 14
541 7 9 14
542 7 9 14
543 7 9 13 30
544 1 9 13 33
545 1 10 14 34
" 546 7 9 14 33
£ h47 7 11 14 34
< 548 7 9 14 33
Z
Q Mean 7.0 9.4 13.9 32.8
jan)
%

Each value 1s expressed as days of age.
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Appendix 15-1 Individual body weights of male rats treated orally with 2,4-dinitrophenol during 18 days

from 4 days of age to weaning
(e

Gain

Dose Animal Days of age Gain
tmg/keg/day) number 3 4 7 10 13 16 19 21 4-21 21 28 35 42 49 56 63 70 77 84 21-84

0 001 10.1 12.7 197 26.8 346 445 51.8 61.3 48.6
002 10.6 129 187 258 337 402 503 58.9 46.0
003 10.9 13.2 21.2 31.6 39.1 46.6 58.6 69.8 56.6
004 104 120 189 27.2 36.6 437 53.6 635 51.5
005 11.6 134 209 290 364 449 552 649 515
006 11.2 124 185 259 339 41.3 499 583 459
007 10.3 120 186 26.6 355 43.0 514 603 483 60 104 165 241 313 376 419 465 496 532 472
008 11.5 13.0 19.2 255 325 385 483 57.6 446 58 100 158 223 289 346 390 431 462 490 432
009 10.8 127 196 278 355 440 523 621 494 62 107 164 225 283 340 384 437 473 503 441
010 107 124 198 292 372 440 525 60.7 483 61 105 165 227 294 356 399 442 478 500 439
011 10.1 11.6 188 268 364 439 515 623 50.7 62 106 166 228 295 362 402 453 493 519 457
012 11.0 13.0 189 255 341 404 495 603 47.3 60 108 170 238 299 369 416 465 496 529 469

Mean  10.8 126 194 27.3 355 429 521 61.7 49.1 61 105 165 230 296 358 402 449 483 512 452

3 013 104 117 191 26.6 353 43.1 506 61.1 49.4
014 10.3 123 185 26.0 34.0 420 51.7 60.0 47.7
015 1I1.9 139 21.7 311 39.1 475 556 65.1 51.2
016 10.8 125 192 272 370 445 50.7 60.3 47.8
017 114 135 206 294 373 459 537 635 50.0
018 10.1 11.6 183 26.1 334 41.0 50.0 594 478
019 10.7 12.0 183 25.6 33.0. 39.9 46.4 533 41.3 53 93 145 199 247 299 341 381 418 450 397
020 11.0 11.8 183 23.7 31.0 375 453 532 414 53 98 161 226 289 340 373 410 449 466 413
021 11.9 138 21.1 292 36.9 452 54.1 64.2 504 64 107 170 237 301 355 403 445 479 505 441
022 109 129 204 293 386 46.0 544 63.2 50.3 63 109 175 246 320 396 451 490 526 559 496
023 10.2 121 194 273 367 455 524 61.0 489 61 100 155 218 276 335 383 417 454 476 415
024 101 11.7 181 253 342 422 50.3 59.0 473 59 96 155 215 280 338 384 426 455 488 429

Mean 108 125 194 272 355 434 513 603 478 59 101 160 224 286 344 389 428 464 491 432
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Appendix 15-2 Individual body weights of male rats treated orally with 2,4-dinitrophenol during 18 days
from 4 days of age to weaning

3]

Dose Animal Days of age Gain Gain

(mg/kg/day) number 3 4 7 10 13 16 19 21 4-21 21v 28 35 42 49 56 63 70 77 84 21-84
10 025 10.3 11.8 183 254 315 39.2 452 553 435

026 11.2 13.3° 19.9 275 349 44.1 50.9 61.8 485
027 10,6 121 19.2 287 359 45.2 549 63.3 51.2
028 9.7 11.7 191 275 356 43.7 51.1 62.1 504
029 12.2 140 213 29.0 365 435 50.5 61.0 47.0

030 10.8 123 193 264 345 42.2 50.2 59.1 46.8 ‘
031 109 127 19.1 26.0 329 393 468 565 43.8 57 102 167 234 297 361 408 442 474 503 446

032 10.2 109 158 214 271 334 393 465 356 47 87 144 208 268 326 368 406 435 451 404
033 100 120 188 265 347 421 489 586 466 59 102 164 234 294 365 413 466 500 524 465
034 105 125 201 281 366 446 516 61.4 489 61 102 172 241 307 370 407 436 460 480 419
035 11.7 137 208 290 361 439 517 646 509 65 106 168 233 296 350 389 425 459 474 409
036 11.2 129 197 260 347 423 505 595 46.6 60 97 157 218 272 328 373 417 448 475 415

Mean 10.8 125 19.3 268 343 420 493 59.1 46.7 58 99 162 228 289 350 393 432 463 485 426

20 037 164 117 173 231 276 325 37.7 454 33.7
038 109 126 184 247 31.7 382 447 523 39.7
039 107 127 200 283 350 42.0 51.7 62.3 49.6
040 11.9 139 21.2 28.1 354 406 50.1 59.3 454
041 10.0 114 18.0 26.3 326 385 46.1 55.2 438
042 11.1 126 185 263 302 382 46.1 54.8 42.2

043 0.6 123 179 248 31.2 387 444 51.2 389 51 83 136 197 252 3i1 356 391 423 452 401
044 11.3 125 177 227 277 328 394 489 364 49 89 149 221 282 338 389 432 471 499 450
045 10.8 125 19.0 26.3 336 407 482 554 429 55 96 152 216 282 339 389 431 470 496 44l
046 101 115 183 249 319 373 455 549 434 55 97 149 202 256 313 357 401 439 469 414
047 102 114 177 240 304 363 414 48.6 37.2 49 85 145 205 273 334 379 423 460 495 446
048 11.8 13.1 197 246 298 352 418 50.7 37.6 51 93 154 217 272 323 353 334 407 427 376
Mean  10.8 124 186 253 314 376 448 53.3 409 52 91 148 210 270 326 371 410 445 473 421
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Appendix 16-1 Individual body weights of female rats treated orally with 2,4-dinitrophenol during 18 days
from 4 days of age to weaning
(g)
Dose Animal  Days of age Gain Gain
(mg/kg/day) number 3 4 7 10 13 16 19 21 4-21 21 28 35 42 49 56 63 70 77 84 21-84
0 501 100 11.9 189 270 351 424 50.8 60.8 489
502 104 11.7 171 23.3 307 38.7 47.2 56.6 44.9
503 11.0 13.2 21.7 310 388 466 554 64.3 51.1
504 10.2 12.3 19.7 28.3 372 458 525 615 49.2
505 10.0 11.9 185 26.3 334 414 498 588 46.9
506 98 11.0 172 241 324 413 497 589 479
507 9.7 107 16.7 226 301 368 439 521 414 52 88 121 152 172 190 208 226 237 247 195
508 105 114 17.0 230 296 358 44.3 521 407 52 89 124 152 176 198 213 232 249 262 210
509 10.3 119 191 268 350 420 505 594 47.5 59 97 131 167 195 219 242 267 276 280 221
510 102 122 192 275 360 428 509 60.1 479 60 100 142 180 208 231 244 271 287 300 240
511 107 122 194 260 342 41.8 497 589 46.7 59 104 154 194 222 243 264 285 302 313 2H4
512 100 109 174 243 333 398 484 554 445 55 94 143 175 195 220 237 2564 266 277 222
Mean 10.2 11.8 185 259 338 41.3 494 582 465 56 95 136 170 195 217 235 256 270 280 224
3 513 99 11.7 188 253 330 41.1 484 57.7 46.0
514 106 126 184 257 337 410 498 57.3 447
515 10.8 13.1 215 30.2 386 473 556 04.6 515
516 101 12.2 197 285 374 452 529 638 516
517 10.2 12.2 192 276 358 44.0 523 62.3 50.1
518 9.7 106 164 23.3 306 385 463 54.6 44.0
519 10.0 11.3 17.7 25.1 323 40.0 487 56.4 451 56 97 135 164 185 211 229 246 2556 276 220
520 10.1 115 17.8 239 312 367 455 554 439 55 91 142 181 212 240 253 269 285 294 239
021 10.7 13.1 202 284 375 467 55.2 65.0 51.9 65 103 146 190 216 239 256 269 273 288 223
522 9.7 11.7 190 27.8 362 438 523 596 47.9 60 97 142 180 212 234 246 260 277 283 223
023 106 125 197 265 358 442 514 615 490 62 101 157 196 228 256 280 299 322 336 274
524 104 121 181 251 338 39.6 47.3 56.2 441 56 94 139 176 197 223 236 202 264 273 217
Mean 12.1 189 265 347 423 505 595 475 59 97 144 181 208 234 250 206 279 292 233

10.2
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Appendix 16-2 Individual body weights of female rats treated orally with 2,4-dinitrophenol during 18 davs
from 4 days of age to weaning
(g)
Dose Animal Days of age Gain Gain
(mg/ke/day) number K 4 7 10 13 16 19 21 4-21 21 28 35 42 49 56 63 70 77 84 21-84
10 525 10.0 12.0 186 255 316 39.0 426 50.0 38.0
526 10.7 12.2 18.2 252 322 39.8 455 53.3 41.1
527 9.7 112 184 251 343 41.7 495 57.3 46.1
528 10,5 12.1 19.8 280 381 44.8 540 63.3 51.2
529 10.3 121 194 277 357 43.3 51.4 60.7 48.6
530 9.8 109 173 243 320 402 480 559 450
531 105 12.0 181 252 323 398 47.7 556 436 56 90 138 173 206 239 268 287 302 315 259
532 16.1 11.2 16.7 2211 286 352 40.3 479 367 48 80 114 147 175 193 211 218 232 250 202
533 10.7 12,1 186 266 346 421 51.0 60.5 484 61 95 141 180 206 234 257 281 294 315 254
534 100 117 190 268 344 425 492 578 46.1 58 99 145 178 205 229 246 266 277 280 222
535 10.2 123 190 265 353 44.0 51.0 60.6 483 61 100 151 186 217 247 270 290 306 325 264
536 97 109 171 234 30.6 37.2 429 51.1 40.2 51 85 120 143 163 183 201 216 228 241 190
Mean 10.2 11.7 184 255 33.3 40.8 47.8 56.2 444 56 92 135 168 195 221 242 260 273 288 232
20 537 11.1 13.0 186 24.1 282 34.1 40.7 486 35.6
538 100 117 172 230 285 349 410 496 379
539 98 114 184 266 337 40.9 47.8 56.1 44.7
540 104 119 180 251 313 39.0 450 53.2 413
541 101 120 179 247 321 39.1 43.6 50.5 385
542 106 119 178 250 318 389 469 557 438
543 10.3 11.8 168 23.1 289 34.6 41.6 495 37.7 50 84 114 144 165 182 192 211 220 228 178
544 99 109 16.0 198 256 295 36.2 434 325 43 74 109 142 163 187 206 223 231 242 199
545 10.2 118 183 257 322 39.1 46.0 55.2 434 55 97 146 190 223 253 288 319 333 353 298
546 106 124 19.8 270 341 404 46.0 54.9 425 55 93 146 183 209 236 257 271 277 287 232
547 109 12.0 185 243 31.0 37.6 43.3 53.1 41.1 53 93 142 179 206 231 252 265 277 296 243
548 97 11.1 163 20.7 274 32.0 386 459 34.8 46 80 120 148 165 193 200 208 216 231 185
Mean 10.3 118 241 304 367 43.1 51.3 395 50 87 130 164 189 214 233 250 259 273 223

17.8
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Individual food consumption of male rats treated orally with 2,4-dinitrophenol

Appendix 17
during 18 days from 4 days of age tc weaning
(e
Dose Animal Days of age

(mg/kg/day)  number 28 35 42 49 56 63 70 7 84
0 007 19 25 34 36 37 36 39 35 37
008 18 23 31 37 38 33 38 39 37
009 19 25 30 33 34 34 41 41 38
010 23 31 33 42 41 42 41 38 44
011 18 25 30 37 37 33 38 38 42
012 19 27 33 35 40 36 43 38 38
Mean 19 26 32 37 38 36 40 38 39
3 019 17 26 32 32 35 38 36 37 36
020 17 26 29 37 35 33 37 39 34
021 18 26 30 36 34 37 38 40 38
022 20 28 32 37 41 45 40 39 37
023 18 23 29 33 37 36 33 35 37
024 16 23 27 31 29 31 32 31 34
Mean 18 25 30 34 35 37 37 37 36
10 031 18 26 31 37 36 42 37 35 39
032 16 24 30 37 39 37 38 31 32
033 18 25 33 35 38 41 43 39 36
034 19 30 35 38 40 41 39 32 34
035 19 26 31 36 35 36 36 35 34
036 17 24 30 32 38 39 42 38 39
Mean 18 26 32 36 38 39 39 35 36
20 043 14 20 27 29 31 33 34 34 35
044 17 23 32 34 35 37 38 38 39
045 20 24 31 39 40 42 45 41 38
046 20 25 30 33 35 37 338 36 38
047 16 27 32 38 38 35 40 42 40
048 17 25 28 31 34 28 32 32 33
Mean 17 24 3 34 36 35 38 37 37
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Individual food consumption of female rats treated orally with 2,4~dinitrophenol

Appendix 18
during 18 days from 4 days of age to weaning
(&)
Dose Animal Days of age
(mg/kg/day) number 28 35 42 49 56 03 70 77 34
0 507 17 21 23 21 21 22 24 24 21
508 16 19 20 23 19 21 22 22 23
509 19 23 24 24 24 24 29 26 23
510 18 23 28 28 29 24 31 28 29
511 20 22 27 28 27 28 34 32 32
512 16 21 22 23 24 22 26 25 26
Mean 18 22 24 25 24 24 28 26 26
3 519 18 22 23 23 24 26 27 21 31
520 17 22 25 25 28 25 25 25 27
521 17 22 26 24 29 27 27 21 25
522 20 24 26 26 28 25 24 27 24
523 18 25 27 32 28 32 30 31 32
524 17 21 21 25 25 21 24 21 23
Mean 18 23 25 26 27 26 26 24 27
10 531 16 22 24 27 27 29 30 28 27
532 15 18 20 24 24 23 24 23 27
533 17 22 25 22 24 28 26 24 29
534 18 22 25 29 26 30 29 283 22
535 17 22 23 27 25 28 28 26 277
536 16 21 20 21 23 23 23 24 24
Mean 17 21 23 25 25 27 27 26 26
20 543 17 19 22 23 22 22 23 21 21
544 1 17 21 20 21 25 27 22 23
545 20 2 30 31 29 34 40 31 34
546 18 22 24 25 23 26 25 22 2
547 19 24 25 29 29 31 32 2 37
548 16 20 21 18 22 21 21 17 21
Mean 18 22 24 24 24 27 28 23 27
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Appendix 19 - 1 Individual urinary findings of male rats treated orally with 2,4-dinitrophenol
during 18 days from 4 days of age to weaning

< 11 weeks of age >

Dose Animal Color Cloudy Volume Specific pH Protein Glucose Ketone Occult Urobilinogen Bilirubin
(mg/kg) number (mL/18hrs) gravity body blood
0 007 PY + 14.0 1.054 8.5 ++ - - - 0.1 -
008 PY - 13.0 1.026 8.5 + - - - 0.1 —
009 PY + 13.0 1.052 8.5 ++ — - — 0.1 -
010 Y - 11.5 1.048 8.5 + - - - 0.1 -

011 PY + 17.5 1.040 8.0 + - - - 0.1 —
02 PY 4185 1062 B0 # T - 0.1 -
3 019 PY - 13.0 1.034 8.0 + - - - 0.1 -

020 PB + 12.0 1.052 8.5 + - - - 0.1 —
021 PB + 16.5 1.044 8.5 +H - — - 0.1 -
022 PY - 14.0 1.032 8.0 + - - — 0.1 —
023 PY — 11.0 1.060 8.0 + - — — 0.1 -
024 PY — 14.0 1.032 8.0 + - - — 0.1 —

Color : PY(pale yellow), Y(yellow), PB(pale brown)
Cloudy : —(negligible), +{(cloudy)

Protein : +(15~30mg/dL), + (30mg/dL), ++(100mg/dL)
Glucose : —(negligible)

Ketone body : —(negligible)

Occult blood : —(negligible)

Urobilinogen : Ehrlich unit/dL

Bilirubin : —{negligible)
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Appendix 19 - 2 Individual urinary findings of male rats treated orally with 2,4-dinitrophenol
during 18 days from 4 days of age to weaning

< 11 weeks of age »

Dose Animal Color Cloudy Volume Specific pH Protein Glucose Ketone Occult Urobilinogen Bilirubin
(mg/kg) number (mL/18hrs) gravity body blood
10 031 PY + 11.5 1.060 8.5 + — - L= 0.1 -
032 PY - 7.5 1.034 8.5 + — — - 0.1 -
033 PY — 15.0 1.022 8.0 + - - - 0.1 -
034 Y + 12.0 1.056 8.5 +4 — — - 0.1 —
035 Y - 14.5 1.062 8.0 + — — - 0.1 -
036 Yo oo s 1.068 7.5 b L R 0.1 ... BRSS
20 043 PY — 2.0 1.042 8.0 — — — 0.1 —
044 PY — 15.5 1.034 8.5 + — — — 0.1 -
045 PY - 12.0 1.048 8.0 + — — - 0.1 -
046 PB + 9.5 1.044 8.0 + — - - 0.1 -
047 PY — 14.5 1.068 8.0 +Ht — — — 0.1 -
048 PB + 12.5 1.042 8.5 + — — — 0.1 -
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Appendix 19 - 3 Individual urinary findings of male rats treated orally with 2,4-dinitrophenol
during 18 days from 4 days of age to weaning

< 11 weeks of age >

Dose  Animal Erythro- Leuko- Crystals Epithelial cells Casts Fat
(mg/kg) number cytes cytes Mg Ca Anms Sq R S G H W globules
0 007 - - N + - - - - - -

008 — - R — + - — - - = —
009 — - + — — + — — - - — -
010 — - + — - + - - - — - —
011 - - ++ - - + —_ - — — _ —
e T T o T T T T T T T
3 019 - -+ = - + - - - = - -
020 — — e + - - - - - -
021 - — +t — — + - — - — — —
022 — - T — + — — — - = —
023 - - oo - + - = - - - -
024 - - + — — 4+ — — — - - -

— : Not observed; -+ : A few in some fields;

Crystals
Mg (ammonium magnesium phosphate)
Ca(calcium phosphate)
Ams{(amorphous)
Epithelial cells
Sq(squamous)
R(round)
S(spindle)
Casts
G(granule)
H(hyaline)
W(waxy)

++ : A few in all fields;

tHt

Many in all fields
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Appendix 19 - 4 Individual urinary findings of male rats treated orally with 2,4-dinitrophenol
during 18 days from 4 days of age to weaning

< 11 weeks of age >

Dose Animal Erythro- Leuko- Crystals Epithelial cells Casts Fat
(mg/kg) number cytes cytes Mg Ca Ams Sq R S G H W globules
10 031 — - e — - + - - - - - —

032 - — ++ = — + — - - - - -
033 - - — - = + - - - — - -
034 — — + - — + - - — - - -
035 —~ —~ - - - - - - - - - -
086 SRR T Yoo T t T T T T
20 043 - — + - = + - — - - - —
044 — - + - — + - - - - - -
045 - - + - - + - - - - - -
046 - - TR + - - - - - -
047 — — + - - + - - - - - -
048 - - + = - + - - - = = -
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Appendix 20 - 1 Individual urinary findings of female rats treated orally with 2,4-dinitrophenol
during 18 days from 4 days of age to weaning

< 11 weeks of age >

Dose Animal Color Cloudy Volume Specific pH Protein Glucose Ketone Occult Urobilinogen Bilirubin
(mg/kg) number (nL/18hrs) gravity body blood
0 507 PY + 9.0 1.056 8.5 =+ - — - 0.1 —
508 Y - 10.5 1.048 8.0 + - - - 0.1 —
509 PB + 14.5 1.062 8.5 + — — — 0.1 -
510 PY + 8.5 1.062 8.5 + — - - 0.1 —

511 Y - 12.0 1.080 6.5 + — — - 0.1 -
sz Py = 100 10575 4+ = - 0.1 -
3 519 Y + 7.0 1.068 8.5 + - — - 0.1 —

520 PY + 6.0 1.062 8.5 + — — - 0.1 -
h21 PY - 25.0 1.046 8.5 + - — - 0.1 -
522 PY - 7.5 1.044 3.0 + - - — 0.1 -
523 PY + 18.0 1.042 8.0 + — — — 0.1 -
524 PY — 5.5 1.058 7.5 + - ~ - 0.1 =

Color : PY(pale yellow), Y(yellow), PB(pale brown)
Cloudy : —(negligible), +(cloudy)

Protein : —(negligible), *(15~30mg/dL), +(30mg/dL)
Glucose : —(negligible)

Ketone body : — (negligible)

Occult blood : —(negligible)

Urobilinogen : Ehrlich unit/dL

Bilirubin : — (negligible)
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Appendix 20 - 2 Individual urinary findings of female rats treated orally with 2,4-dinitrophenol
during 18 days from 4 days of age to weaning

< 11 weeks of age >

Dose Animal Color Cloudy Volume Specific pH Protein Glucose Ketone Occult Urobilinogen Bilirubin
(mg/kg) number (nL/18hrs) gravity body blood
10 531 PY — 12.0 1.050 8.0 + — — - 0.1 -
532 Y - 8.5 1.034 7.5 + — ~ - 0.1 -
533 PY — 11.5 1.042 8.5 + — — — 0.1 —
534 PB — 6.5 1.060 8.5 + - - — 0.1 —
535 Y - 13.0 1.072 8.5 + — - - 0.1 -
.................. o6 Y -85 108 80 o+ - Tl =
20 543 PY + 6.0 1.070 8.5 + — - — 0.1 -
b44 Y - 8.5 1.070 8.5 + — — - 0.1 -
H45 PY - 14.5 1.052 7.5 + - - - 0.1 -
546 PB -~ 8.5 1.040 8.5 + - - - 0.1 -
547 PY — 16.0 1.018 8.0 — — - -~ 0.1 —
548 PY - 6.5 1.072 8.0 + - - - 0.1 -
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Appendix 20 - 3 Individual urinary findings of female rats treated orally with 2,4-dinitrophenol

during 18 days from 4 days of age to weaning

< 11 weeks of age >

Dose Animal Erythro- Leuko-

Crystals

Epithelial cells

(mg/kg) number cytes cytes Mg

Ca Ams Sq R

S

Fat
globules

0 507 - - ++
508 - - +
509 - - -
510 - - +
511 — - -

|
|

+ 4+ 1+ +
!

|
|

+ 4+ + 4+ +
1

— : Not observed; + : A few in some fields;
Crystals
Mg(ammonium magnesium phosphate)
Ca(calcium phosphate)
Ans(amorphous)
Epithelial cells
Sq(squamous)
R(round)
S{spindle)
Casts
G(granule)
H(hyaline)
W(waxy)

++ : A few in all fields
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Appendix 20 - 4 Individual urinary findings of female rats treated orally with 2,4-dinitrophenol
during 18 days from 4 days of age to weaning

< 11 weeks of age >

Dose  Animal Erythro- Leuko- Crystals Epithelial cells Casts Fat
(mg/kg) number cytes cytes Mg Ca Anms Sq R S G H W globules
10 531 - - + - - + - - - - - -

532 — -~ - - = - — — - - = —
533 - — - = + - - - - - -
034 — — - = + - - - - - -
535 — — + - - + - - - - - -
036 RO T T T T T T T T
20 043 - - - = + - - - - - -
544 - - - = + — - - - = -
545 — - - - = + — - - - = -
546 — - + - = + — - - - = -
547 - — - = = - — — - - - —
548 — — - - = + — - - - = =
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Appendix 21 - 1

Individual hematological findings of male rats treated orally with 2,4-dinitrophenol

during 18 days from 4 days of age to weaning

< 22 days of age >

Dose Animal RBC Hb Ht MCV MCH MCHC Ret. PT APTT
(mg/kg) number (10*/ulL) (g/dL) %) (fL) (pg) (%) (%) (sec) (sec)
0 001 494 10.0 31.6 64 20.2 31.6 197 14.5 15.8
002 481 9.8 31.7 66 20.4 30.9 234 14.5 14.8
003 487 9.4 30.5 63 19.3 30.8 227 13.4 15.3
004 504 9.5 29.7 59 18.8 32.0 261 13.6 14.9
005 494 9.9 31.3 63 20.0 31.6 200 13.6 16.0
006 514 9.8 31.4 61 19.1 31.2 245 13.6 15.4
Mean 496 9.7 31.0 63 19.6 31.4 227 13,9 15.4
_______ 3013 565 TUM0L4T T TE38 TR0 T T T 18308 246 14.3 16.7
014 044 10.8 34.6 64 19.9 31.2 269 13.6 15.0
015 503 9.1 30,1 60 18.1 30.2 213 13.5 15.0
016 561 9.4 30.8 55 16.8 30.5 230 13.9 14.5
017 H38 9.8 32.1 60 18.2 30.5 251 14.2 14.7
018 466 9.5 30.8 66 20.4 30.8 213 13.5 14.2
Mean 530 9.8 32.0 61 18.6 0.7 237“___“__"_1318"__"___"_1510 _______
B T 025 557 T 10.5 7336 60 18.9 3.3 212 10.2 14.7
026 498 9.4 30.5 61 18.9 30.8 240 14.5 14.7
027 494 8.4 28.4 57 17.0 29.6 250 13.2 14.4
028 556 9.3 30.9 56 16.7 30.1 249 14.9 14.2
029 561 11.0 35.6 63 19.6 30.9 228 14.2 1?.3
030 535 5.5 31.2 58 17.8 30.4 207 i3.9 i5.2
Mean 534 9.7 31.7 59 18.2 30.5 231 13.5 148
20 037 543 0.7 336 62 197 g 264 15.0 15.4
038 581 10.5 34.6 60 18.1 30.3 208 14.1 14.6
039 487 9.4 30.2 62 19.3 31.1 190 14.0 14.9
040 544 10.0 32.6 60 18.4 30.7 208 14.2 15.9
041 556 10.0 32.5 58 18.0 30.8 188 13.9 15.3
042 562 10.7 35.8 64 19.0 29.9 223 13.8 15.3
Mean 546 10.2 33.2 61 18.8 30.8 214 14.2 15.2
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Appendix 21 - 2 Individual hematological findings of male rats treated orally with 2,4-dinitrophenol
during 18 days from 4 days of age to weaning

< 22 days of age >

Differential leukocyte counts (%)

Dose Animal WBC Neutro. Plat.
(mg/kg) number (10%/uL) Baso. Eosin. Stab Seg. Lymph. Mono. Other  (10*/uL
0 001 17 0 0 0 12 84 4 0 175

002 15 0 0 0 8 90 2 0 129

003 15 0 1 0 15 82 2 0 147

004 24 0 0 0 14 85 1 0 141

005 19 0 0 0 9 89 2 0 156

006 20 0 0 0 5 94 1 0 142

Mean 18 0 0 0 11 g7 2 0 148
"""" 37013 UTT2s Ty Ty ey s et 0 0 167

014 19 0 0 0 17 81 2 0 160

015 18 0 0 0 13 85 2 0 156

016 13 0 0 0 22 77 1 0 154

017 13 0 0 0 10 90 0 0 140

018 24 0 0 0 21 77 2 0 183

Mean 19 0 0 0 16 8 1 0 ] 160
S [ 02 13 o0 UUUTCTeOTOT o 25 ™ 0 0 139

026 13 0 0 0 5 93 2 0 118

027 10 0 0 0 8 90 2 0 140

028 19 0 0 0 13 87 0 0 127

029 23 0 0 0 7 91 2 0 138

030 23 0 0 1 20 77 2 0 137

Mean 17 0 0 0 13 6 1 0 133
""" 200037 IR Ty Ty Ty e 6k 0 0 121

038 22 1 0 0 14 83 2 0 145

039 9 0 0 0 20 76 4 0 122

040 15 0 0 0 12 87 1 0 123

041 13 0 1 0 17 81 1 0 116

042 19 0 0 0 22 77 1 0 165
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Appendix 22 - 1 Individual hematological findings of female rats treated orally with 2,4-dinitrophenol
during 18 days from 4 days of age to weaning

< 22 days of age >

Dose  Animal  RBC Hb HE MCV MCH MCHC Ret. PT APTT

(mg/kg) mumber (10*/uL) (g/dL) (%) (fL) (pg) €3] (%) (sec) (sec)

0 501 436 9.3 30.9 64 20.2 31.7 231 13.0 13.9

502 518 10.5 33.6 65 20.3 31.3 258 14.6 14.2

503 516 9.7 31.2 60 18.8 31.1 244 13.8 15.5

504 534 9.7 31.1 58 18.2 31.2 278 13.4 14.1

505 547 10.3 33.4 61 18.8 30.8 167 13.7 13.8

506 504 9.2 30.3 60 18.3 30.4 213 13.6 13.7
............... Mean 518 9.9 3l.8 61 19.1 31.1 22 8o 142

3 H13 526 9.9 3ty T /R ¥ U - S ) Y R 188 14.1 14.8

514 498 10.0 32.2 £5 20.1 31.1 233 13.8 13.7

515 490 9.4 30.1 61 19.2 31.2 192 13.4 14,4

516 526 9.9 32.5 62 18.8 30.5 202 13.6 14.9

517 488 9.5 30.3 62 19.5 31.4 155 13.9 14.6

218 523 9.7 32.1 61 18.5 30.2 235 13.9 14.0
_______________ Mean 509 9.7 3.4 62 19.2 31.0 . e0t . 13.8 144

10 525 542 10.4 3.7 T 62 ] 19.2 7 30.9 303 13.6 12.4

526 596 10.7 35.0 59 18.0 30.6 201 14.9 14.2

527 510 9.6 31.0 61 18.8 31.0 192 14.0 14.0

h28 547 9.9 31.8 58 18.1 31.1 161 13.3 13.6

529 576 10.1 33.6 58 17.5 30.1 184 14.6 14.6

230 486 16.3 32.5 67 21.2 31.7 184 14.4 13.9
............... Mean 543 ~ 10.2 32.9 61 18.38 30.9 204 141 138

20 537 594 s 3t 62 ] 9.5 3.y 231 14.0 13.4

538 588 11.2 36.1 61 19.0 31.0 191 14.3 14.2

h39 558 9.6 31.1 56 17.2 30.9 189 13.7 14.3

540 569 10.2 32.1 56 17.9 31.8 178 13.9 13.8

541 605 10.9 34.6 97 18.0 31.5 179 14.6 15.0

542 546 9.8 31.3 57 17.9 31.3 202 13.4 13.5
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Appendix 22 - 2 Individual hematological findings of female rats treated orally with 2,4-dinitrophenol
during 18 days from 4 days of age to weaning

< 22 days of age >

Differential leukocyte counts (%)

Dose  Animal WBC T Neutro. Plat.
(mg/kg) number (10°/ulL) Baso. Fosin. Stab Seg. Lymph. Mono. Other  (10*/uL

0 501 18 0 0 1 7 91 1 0 124

502 12 0 0 0 9 91 0 0 165

503 21 0 1 0 8 86 5 0 169

504 21 0 0 0 3 97 0 {0 163

505 31 0 0 0 13 37 0 0 137

506 21 0 0 0 5 94 1 0 165
_______________ Mean 21 0 0 0 8 9 | NS 1. U

3 513 17 o TTTTTYYOTTT T g ¢} S 1 0 134

514 18 0 0 0 14 83 3 0 124

515 22 0 0 0 8 a0 2 0 163

516 45 0 0 0 10 38 2 0 135

517 15 0 0 0 17 82 1 0 135

518 22 0 0 0 12 86 2 0 134
_______________ Mean 23 .0 0 0 12 87 2 .0 138

10 Y 5 T 1 | R ( A is ™ 7 g T 2 0 170

526 12 0 0 0 32 68 0 0 177

527 13 0 0 0 16 83 1 0 174

528 10 0 0 0 21 79 0 0 122

525 13 0 0 0 14 83 3 0 153

530 24 0 1 0 12 87 0 0 131
AAAAAAAAAAAAAAA Mean 15 0 0 0 19 80 10 185

20 537 20 oTTTYTYTSTTTTTT Ty gg 5 0 116

538 37 0 0 0 14 84 2 0 134

539 23 0 0 0 8 91 1 0 149

540 19 0 0 0 17 83 0 0 134

541 25 0 1 0 11 85 3 0 143

542 21 0 0 0 7 93 0 0 132

=
D
o
=
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NN
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—
ot
0
-3
oo
o
—
[Fe]
o




-99_

£60-86'°N Apmig

Appendix 23 - 1 Individual hematological findings of male rats treated orally with 2,4-dinitrophenol
during 18 days from 4 days of age to weaning

< 85 days of age >

Dose  Animal  RBC Hb HE NCV MCH MCHC Ret. PT APTT

_(mg/kg) number (10°/uL)  (g/dL) (B) _(fL) (pg) (%) (%) (sec) (sec)

0 007 841 16.8 47.9 57 20.0 35.1 33 3.3 20.4

008 868 16.2 46.6 54 18.7 34.8 41 13.5 18.9

009 826 15.5 44.1 53 18.8 35.1 31 13.1 18.7

010 831 15.0 43.8 53 18.1 34.2 32 13.4 17.8

011 809 14.8 43.3 54 18.3 34.2 38 12.3 17.7

012 822 14.6 42.7 52 17.8 34.2 37 12.5 17.8
_______________ Mean 833 156.9 44T o4 18.6 34.6 3% 1.l 186

3 019 805 5.0 @7 53 ] 8.6 351 29 13.6 13.6

020 795 15.3 43.7 55 19.2 35.0 36 12.9 18.2

021 833 15.7 44.9 54 18.8 35.0 19 12.8 20.0

022 97 15.6 43.6 55 19.6 35.8 28 13.3 17.8

023 882 15.6 44.8 5l 17.7 34.8 16 12.9 18.3

024 824 15.3 44.4 54 18.6 34.5 22 13.5 19.8
_______________ Mean 823 15.4 44,0 o4 18.8 35.0 .2 18z 188

10 031 749 1427777408 54T 190 348 36 12.5 17.8

032 838 15.3 44.1 53 18.3 34.7 32 12.7 19.2

033 818 14.4 41.3 50 17.6 34.9 18 12.1 18.1

034 837 14.8 43.0 51 17.7 34.4 28 12.3 17.0

035 807 14.8 42.7 53 18.3 34.7 21 12.2 17.8

036 822 i5.0 43.2 53 18.2 34.7 24 12.7 i6.7
_______________ Mean  8lz  14.8 42.5 92 18.2 4.7 e 124 IT8

20 043 507 6.0 456 5 7.6 3.1 19 12.7 18.5

044 792 15.3 43.8 55 19.3 34.9 29 12.8 19.5

045 847 15.5 44.6 53 18.3 34.8 35 14,1 18.5

046 847 15.8 44.8 53 18.7 395.3 41 13.8 18.6

047 812 15.3 43.6 94 18.8 35.1 33 13.2 18.7

048 886 16.2 46.0 52 18.3 35.2 1 13.0 18.1

Mean 849 15.7 - 44.7 53 18.5 35.1 29 13.3 18.7
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Appendix 23 - 2 Individual hematological findings of male rats treated orally with 2,4-dinitrophenol
during i8 days from 4 days of age to weaning

< 85 days of age >

Differential leukocyte counts (%)

Dose  Animal WBC Neutro. Plat.
(mg/kg) number (10%/uL) Baso. Eosin. Stab Seg. Lymph. Mono. Other  (10*/uL
0 007 56 0 1 0 5 88 3 0 131

008 57 0 1 0 14 81 4 0 118

009 88 0 1 0 14 81 4 0 106

010 65 0 1 0 13 83 3 0 139

011 58 0 0 0 16 84 0 0 167

012 58 0 0 0 22 77 1 0 140
_______________ Mean 64 0 1 0 14 8 .3 ..o s

3 019 61 0 | | R 4 83 3 0 118

020 67 0 0 0 19 79 2 0 121

021 63 0 3 0 10 85 2 0 120

022 89 0 1 0 12 85 2 0 124

023 58 0 1 0 14 82 3 0 117

024 63 0 0 0 11 84 5 0 119
_______________ Nean 67 0 1 0 13 8 3.0 120

10 031 81 EE e | | A 92 1 0 130

032 86 0 0 0 12 84 4 0 106

033 57 0 1 0 11 85 3 0 123

034 46 0 2 0 26 70 2 0 110

035 60 0 1 0 21 73 5 0 148

036 67 0 1 1 7 91 0 0 116
_______________ Nean 66 0 ] 0 14 R R T -

20 043 8 o K | R g VO 4 0 154

044 79 0 0 0 20 9 1 0 108

045 86 0 0 0 14 85 1 0 134

046 69 0 1 0 15 80 4 0 120

047 56 0 2 0 17 78 3 0 123

048 61 0 1 0 10 88 1 0 148
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Appendix 24 - 1 Individual hematological findings of female rats treated orally with 2,4-dinitrophenol
during 18 days from 4 days of age to weaning

< 85 days of age >

Dose Animal RBC Hb Ht MCV MCH MCHC Ret. PT APTT

(mg/kg) number (10*/uL) (g/dL) (%) (fL) (pg) (%) (%) (sec) (sec)

0 507 828 15.8 44.8 54 19.1 35.3 19 13.1 15.5

508 781 14.6 42.2 54 18.7 34.6 24 12.3 15.1

509 828 15.7 44.0 53 19.0 35.7 17 12.7 16.7

510 809 15.3 43.5 54 18.9 35.2 32 12.5 16.9

511 785 14.5 42.2 54 18.5 34.4 23 12.9 15.8

512 847 15.9 45.6 54 18.8 34.9 18 12.5 16.8
,,,,,,,,,,,,,,, Mean 813 ~  16.3 43.7 54 18.8 3.0 e2 127 161

3 519 805 15.1 43 s T 54 ] 18.8° 347 18 13.4 19.1

520 801 15.3 44.1 55 19.1 34.7 26 12.8 15.3

521 786 15.0 47.6 54 19.1 35.2 21 12.9 15.4

522 845 15.7 44.8 53 18.6 35.0 26 12.9 16.8

523 762 14.0 41.0 54 18.4 34.1 31 12.3 16.2

524 798 14.9 42.1 53 18.7 35.4 22 12.6 16.3
_______________ Mean 800  15.0 43.0 o4 18.8 34.9 24 128 165

10 531 748 14.8 424 57 ] 19.8 T 34.9 ¥ 12.1 15.6

532 818 15.5 4.1 54 18.9 35.1 22 12.8 17.3

533 739 14.2 41.4 56 19.2 34.3 33 12.4 15.6

534 780 14.9 41.8 54 19.1 35.6 21 11.8 15.0

535 756 14.3 41.8 55 18.9 34.2 17 11.3 17.8

5306 820 15.38 45,7 56 19.3 34.6 19 2.4 16.0
,,,,,,,,,,,,,,, Mean 777 14.9 42.9 55 19.2 4.8 ~ ee 120 16.2

20 543 805 15.4 4T T 54T 9.1 3% 18 11.6 17.0

544 777 14.6 42.2 54 18.8 34.6 24 11.8 15.9

545 784 14.7 41.4 53 18.8 35.5 24 11.4 15.2

546 822 15.3 43.6 53 18.6 35.1 16 11.3 15.9

h47 776 14.5 41.4 53 18.7 35.0 26 11.6 15.8

548 781 14.5 41.9 b4 18.6 34.6 37 11.4 15.1
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Appendix 24 - 2 Individual hematological findings of female rats treated orally with 2,4-dinitrophenol
during 18 days from 4 days of age to weaning

< 85 days of age >

Differential leukocyte counts (%)

Dose  Animal WBC Neutro. Plat.
(mg/kg) number (10%/uL) Baso. Eosin. Stab Seg. Lymph. Mono. Other  (10*/uL

0 507 78 0 1 0 19 80 0 0 124

508 40 0 0 0 16 83 | 0 160

509 48 0 1 0 15 83 1 0 99

510 40 0 0 0 18 79 3 0 102

511 28 0 2 0 14 83 1 0 124

512 51 0 1 0 8 91 0 0 147
_______________ Mean 48 0 L 0 15 83 Lo 0 e

3 519 48 o ooyt 93 T 0 118

520 35 0 0 0 11 89 0 0 128

521 30 0 | 0 10 89 0 0 131

522 35 1 1 0 12 86 0 0 125

523 33 0 | 0 16 79 4 0 113

H24 32 0 0 0 8 90 2 0 124
_______________ Yean 36 0 1 0 11 88 Lo 0t

10 531 51 T 0 | R 91 0 0 124

532 38 0 1 0 9 88 2 0 148

533 43 0 0 0 12 85 3 0 120

534 32 0 0 0 12 85 3 0 127

535 Ao} 0 0 0 i0 50 0 0 130

536 33 0 2 0 9 85 4 0 134
_______________ Mean 37 0 1 0 10 87 - & ) S

20 543 50 T T N | R | 2 g7 1 0 129

544 59 0 1 0 5 93 1 0 119

545 i 0 1 0 13 86 0 0 125

546 29 0 0 0 8 91 1 0 111

547 35 0 0 0 17 80 3 0 133

548 26 0 2 0 B 89 3 0 118

=
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Appendix 25 - 1

Individual blood biochemical findings of male rats treated orally with 2,4-dinitrophenol
during 18 days from 4 days of age fo weaning

< 22 days of age >

Dose  Animal LDH GOT GPT ALP ¥ -GTP ChE T.P. Alb. A/G T-Cho. T.G.
(mg/kg) number  (IU/L) (1U/L) (1U/L) (1U/L) (1U/L) (IU/L) (g/dL) (g/dL (ng/dL) (mg/dL)

0 001 362 119 28 173 0.68 93 4.78 3.01 1.70 66 22

002 506 118 33 817 0.90 83 4.60 3.03 1.93 98 36

003 384 112 25 721 0.59 82 4,83 3.00 1.64 65 37

004 444 115 26 879 0.33 94 4.63 2.93 1.72 68 18

005 589 118 24 877 0.50 82 4.67 2.94 1.70 68 27

006 463 113 23 915 1.22 81 5.09 3.39 1.99 87 34
_______________ Mean 458 116 27 897 0.70 86 477 0805 v 7 29

3 013 433 128 32 A T ST 4.78 3.03 1.73 70 29

014 502 117 25 879 0.76 98 4.94 3.16 1.78 i 30

015 458 124 27 869 0.81 68 4,79 2.91 1.55 7 34

016 299 161 27 876 1.06 82 4.85 3.11 1.79 69 28

017 671 127 25 820 0.64 86 4,79 3.01 1.69 69 25

018 552 123 25 829 0.63 97 4.82 3.21 1.99 67 22
______________ Mean 486 130 27 848 0.87 87 4.83 307 . vw 72 28

i0 025 355 170 3177 R4 T 157 g4 T 167 3.05 1.88 57 21

026 457 125 29 853 1.01 99 4.53 2.89 1.76 108 40

027 532 127 24 1032 0.90 100 5.00 3.10 1.63 81 32

028 198 118 33 908 1.04 84 4.70 2.91 1.63 95 31

029 376 130 26 975 1.22 96 5.07 3.22 1.74 91 35

030 575 160 24 1071 1.02 77 4,87 3.09 .74 68 27
_______________ Mean 416 138 28 948 1.09 90 481 304 173 8 3

20 037 403 144 TRy TRy T 1735777 o7 156 3.13 2.19 ki 33

038 477 146 27 793 1.02 88 4,44 2.81 1.72 57 18

039 522 110 26 760 0.65 77 4.61 2.90 1.70 66 23

040 314 136 24 1079 1.09 108 4,74 3.20 2.08 81 28

041 477 138 23 1435 0.70 139 4,80 3.05 1.74 66 35

042 615 127 25 840 1.30 103 4,79 2.96 1.62 7 31

Mean 468 134 26 966 1.03 104 4.66 3.01 1.84 70 28
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Appendix 25 - 2 Individual blood biochemical findings of male rats treated orally with 2,4-dinitrophenol
during 18 days from 4 days of age to weaning

< 22 days of age >

Dose Animal PL Glu. BUN Crea. T-Bil. Ca P Na K Cl
(mg/kg) number (mg/dl)  (mg/dL)  (mg/dl)  (mg/dL)  (mg/dL)  (mg/dL)  (mg/dL)  (mBg/L)  (mEg/L)  (mEq/L)

0 001 105 143 11.5 (.43 0.42 9.8 9.0 143 6.80 107

002 143 144 13.4 0.49 0.38 9.6 9.1 140 6.48 108

003 106 128 11.5 0.47 0.42 9.8 9.1 142 6.61 108

004 106 113 10.6 0.48 0.43 9.6 8.5 142 6.39 108

005 105 123 12.0 0.40 0.41 9.8 9.0 141 7.03 106

006 137 131 12.5 0.40 0.40 10.1 3.8 142 6.99 108
,,,,,,,,,,,,,,, Mean 117 130 11.9 0.45 0.41 9.8 9.1 142 672 108

3 013 117 1287202 0.50 0.4377777798 8.6 143 7.27 110

014 117 130 14.2 0.44 0.41 10.0 8.7 143 6.37 108

015 119 131 8.7 0.44 0.39 10.1 9.6 142 6.87 107

016 108 131 19.4 0.45 0.40 9.8 8.4 142 7.13 109

017 104 119 14.2 0.38 0.38 10.0 9.3 142 6.86 107

018 108 146 17.3 0.47 0.36 9.8 9.4 144 6.48 110
_______________ Mean 112 131 15.7 0.45 0.40 9.9 9.0 143 6.8 109

10 025 96 132 o33 T 0.43 040 9.4 8.3 142 6.66 110

026 149 132 8.8 0.43 0.41 9.7 8.0 142 6.15 106

027 127 146 16.0 0.44 0.40 9.9 10.1 142 7.65 109

028 139 141 13.0 0.45 0.35 10.0 10.8 142 6.97 104

029 143 121 15.2 0.51 0.41 9.8 9.2 142 5.61 108

030 ii0 i37 21.4 0.45 0.306 8.9 8.9 144 5. 81 108
_______________ Mean 127 135 16.3 0.45 0.39 9.8 9 QA“_“_"_142_“_"_"§L8§_"_">”>lQ§'vi__”‘“V__“_"_

20 037 124 132 5.3 0.44 044 95 8.8 142 6.70 108

038 93 139 15.5 0.38 0.41 9.7 8.6 141 5.98 109

039 105 131 12.4 0.37 0.38 9.9 9.6 141 6.73 106

040 118 130 15.7 0.45 0.39 9.8 9.7 142 5.88 107

041 111 138 18.7 0.43 0.40 10.0 9.0 141 6.57 107

042 116 142 15.2 0.44 0.38 9.6 10.6 141 7.36 106
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Appendix 26 - 1 Individual blood biochemical findings of female rats treated orally with 2,4-dinitrophenol
during 18 days from 4 days of age to weaning

< 22 days of age >

Dose  Animal LDH GOT GPT ALP ¥ ~GTP ChE T.P. AlD. AJG T-Cho. T.G.
(mg/kg) number  (IU/L) (1U/L) (1U/L) (10/L) (1U/L) (1U/L) (g/dL) (g/dL) (mg/dL) (mg/dL)

0 501 264 123 20 861 1.08 95 4,62 2.94 .75 106 38

502 581 143 28 930 1.01 118 5.01 3.22 1.80 86 25

503 620 144 24 758 1.17 98 4,93 3.24 1.92 66 31

504 421 118 24 962 0.40 79 4,64 2.95 1.75 60 17

505 453 141 22 1228 1.07 163 5.05 3.27 1.84 68 26

506 692 113 22 758 0.94 74 4.43 2.80 1.72 53 26
_______________ Mean 905 130 23 916 0.95 105 478  03.07 180 w21

3 513 443 13 21 768 0.76 93 4 3.0t 1.77 83 19

514 383 114 22 640 0.80 9 4.56 2.90 1.75 114 33

515 605 135 21 1136 0.78 82 4.95 3.17 1.78 78 24

516 569 137 28 1123 0.84 93 4.63 2.91 1.89 67 20

517 461 109 21 959 0.72 84 4.54 2.91 1.79 65 27

518 792 146 20 1207 1.24 121 4.98 3.23 1.85 71 29
_______________ Mean 542 126 22 972 0.86 94 473  3.02 Lo 80 2

10 525 337 133 23 T Toly T i % 4,70 3.07 1.88 81 30

526 612 180 26 783 1.13 75 4.75 3.08 1.84 66 28

527 649 132 17 781 0.47 95 4.78 3.15 1.93 60 22

528 583 124 19 828 0.76 82 4.62 2.94 1.75 56 24

529 431 128 27 934 1.01 99 4.75 2.93 1.61 83 39

530 414 124 23 1061 1.09 95 4,47 2.87 1.79 91 31
_______________ Mean 504 137 23 884 0.93 90 468  3.00 L8 73 20

20 237 534 1357 20T 8T Y 90 4.68 3.06 1.89 106 36

538 442 131 20 748 0.84 84 4.70 2.98 1.73 78 31

539 539 137 20 830 0.25 86 4.87 3.01 1.62 63 21

540 524 133 20 973 0.77 90 4.61 2.80 1.55 70 24

541 288 140 21 818 0.98 77 4.60 2.91 1.72 59 22

542 361 133 19 979 0.65 90 4,69 2.98 1.74 72 21
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Appendix 26 - 2 Individual blood biochemical findings of female rats treated orally with 2,4-dinitrophenol
during 18 days from 4 days of age to weaning

< 22 days of age >

Dose Animal PL Glu. BUN Crea. T-Bil. Ca P Na K Cl
(ng/kg) mumber (mg/dL)  (mg/dL)  (mg/dL)  (mg/dL)  (mg/dL)  (mg/dL)  (mg/dl)  (mEe/L)  (mEg/L)  (mEq/L) -

0 501 141 129 15.8 0.44 0.36 9.8 9.6 144 6.48 108

502 118 136 16.4 0.48 0.39 10.1 10.0 139 6.87 107

503 104 125 14.4 0.44 0.39 9.6 8.8 139 7.54 108

504 94 127 10.7 0.42 0.37 9.9 9.1 139 7.23 106

505 110 142 17.8 0.54 0.38 9.9 10.0 140 6.99 108

506 88 123 14.7 0.39 0.39 10.0 9.8 139 7.15 106
............... Mean 109 130  15.0 0.45 0.38 9.9 9.6 40 704 107

3 513 107 127 12.2 0.44 037 101 T 9.1 139 7.45 107

514 151 120 11.7 0.42 0.39 10.0 9.1 138 7.25 106

515 115 117 11.2 0.42 0.36 10.0 9.1 142 6.89 106

516 104 134 13.7 0.47 0.40 9.8 10.6 139 6.46 107

517 98 116 17.5 0.39 0.39 10.0 9.2 141 6.45 109

518 116 128 18.2 0.46 0.38 9.8 9.3 140 6.83 108
_______________ Mean 115 124  14.1 0.43 0.38 10.0 9.4 140 689 107

10 525 117 115 ir.g 0.37 0.40 ¢ g.8 8.5 140 7.36 106

526 97 135 23.2 0.45 0.43 9.7 8.4 142 7.09 110

527 92 114 14.1 0.47 0.40 9.9 9.3 141 7.18 106

528 91 119 16.5 0.41 0.43 9.9 9.7 141 7.10 105

529 128 128 16.5 0.44 0.39 10.1 8.9 140 7.20 105

530 140 124 6.3 0.38 0.41 9.8 8.5 140 5.97 107
_______________ Mean 111 123 16.4 0.42 0.41 9.9 9.2 14 7a5 107

20 237 143 122 9.7 0.44 I T I 142 7.11 107

538 120 121 15.3 0.42 0.40 9.9 8.8 140 £.82 106

539 101 120 15.8 0.48 0.43 10.0 9.1 140 £.91 105

540 107 126 15.5 0.43 0.38 10.2 8.9 140 8.01 107

h41 98 130 20.8 0.41 0.44 9.9 9.3 139 7.26 106

542 110 123 13.6 0.44 0.42 10.0 9.2 140 6.99 107
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Appendix 27 - 1 Individual blood biochemical findings of male rats treated orally with 2,4-dinitrophenol
during 18 days from 4 days of age to weaning

< 85 days of age >

Dose  Animal IDH GOT GPT ALP v -GTP " ChE T.P. ATb. AJG T-Cho. T.G.
(mg/kg) number  (IU/L) (1U/L) (1U/L) (1U/L) (1U/L) (1U/L) (g/dL) (g/dL) (mg/dL) (mg/dL)
0 007 282 68 37 333 0.76 61 6.73 3.28 0.95 104 95
008 324 96 50 462 1.17 62 6.12 3.13 1.05 60 71
009 417 75 40 525 0.89 162 6.23 3.23 1.08 81 78
010 239 66 35 516 0.69 66 6.06 3.34 1.23 60 92
011 277 64 38 449 0.90 55 6.55 3.09 0.89 125 104
012 343 82 43 526 0.98 53 6.48 3.10 0.92 96 91
Mean 314 75 41 469 0.90 ie 6.36 3.20 1.02 88 89
3019 28y 8% 50 B9T T 0.78 60 6.04 3.38 1.27 58 72
020 305 70 38 423 0.81 40 6.38 3.20 1.01 78 55
021 273 75 36 582 0.78 39 6.63 3.41 1.06 72 155
022 203 80 39 526 0.69 60 6.10 3.16 1.07 76 135
023 262 79 47 394 1.22 64 6.84 3.20 0.88 105 80
024 270 68 36 379 0.90 49 6,46 3.20 0.98 100 82
Mean 266 76 41 500 0.86 52 6.41 3.26 105 g2 97
B (1 R 1<) - S T3 427777777395 0.93 ] 60 6.29 3.15 1.00 106 96
032 320 66 33 699 1.05 70 6.22 3.23 1.08 69 91
033 320 70 47 366 1.24 64 6.79 3.13 0.86 133 105
034 810 90 45 413 0.49 25 6.12 3.19 1.09 54 51
035 520 149 93 549 3.53 88 6.77 3.23 0.91 138 87
036 218 74 39 535 0.99 50 6.26 3.07 0.96 100 66
Mean 411 87 50 493 1.37 60 6.41 .17 0.98 100 83
o004y 24 (T Y- S A 002 T I 6437 3.20 0.99 64 83
044 196 73 35 361 0.81 41 6,42 3.21 1.00 112 65
045 367 75 42 517 0.72 45 6.38 3.24 1.03 65 114
046 314 72 45 509 1.22 68 6.41 3.23 1.02 72 156
047 351 65 36 687 1.04 68 6.23 3.24 1.08 68 127
048 312 79 41 585 0.94 49 6.40 3.32 1.08 55 56

=
D
o
=
[h)
(=)
o
-3
(%]
NN
—
o
o
—
<
0w
>
(S
T
(@}
(%)
oo
(o)
[y
W
—_
[am]
(o]
-3
[N
—_
()
o




£60-86'ON ApMiS

Appendix 27 - 2 Individual blood biochemical findings of male rats treated orally with 2,4-dinitrophenol
during 18 days from 4 days of age to weaning

< 85 days of age >

Dose Animal PL Glu. BUN Crea. T-Bil. Ca P Na K Cl
(mg/kg) number (mg/dL)  (mg/dL) (mg/dL)  (mg/dL)  (mg/dL)  (mg/dL) (mg/dL) (mEq/L) (mEq/L)  (mEq/L)

0 007 141 186 3.1 0.62 0.33 10.1 7.5 149 5.05 99

008 95 147 16.3 0.65 0.28 9.8 6.9 145 5.10 102

009 124 157 17.0 0.55 0.39 10.2 7.3 145 5.09 101

010 107 159 15.5 0.57 0.38 10.0 7.7 145 4.69 101

011 166 162 17.8 0.63 0.34 10.2 7.2 146 4.74 101

012 131 154 13.3 (.55 0.33 10.4 7.5 145 4.81 100
_______________ Mean 127 161 15.5 0.60 0.34 10.1 7.4 146 491 10t

3 019 101 160 T 0.58° 0.33 gl TTTTTTRIATTT T 144 4,37 104

020 116 155 15.8 0.61 0.30 10.0 5.9 146 4.69 103

021 131 159 14.5 0.66 0.29 10.2 7.3 148 4.61 104

022 125 149 14.3 0.58 0.34 10.5 7.8 147 4.89 102

023 141 153 14.2 0.57 0.30 10.5 7.3 148 5.00 101

024 141 160 14.2 0.58 0.30 10.4 7.6 145 5.18 102
_______________ Mean 126 166 14.9 0.60 0.31 10.2 7.4 146 479 103

10 031 152 168 9.7 0.67 0.28 " 10.3 B T 147 4,48 101

032 112 158 16.2 0.52 0.33 9.8 7.2 147 4,97 103

033 176 195 16.1 0.64 0.27 10.3 7.2 146 5.12 99

034 89 139 14.9 0.57 0.36 10.3 7.7 146 5.72 104

035 174 141 15.3 0.60 0.34 10.6 7.3 147 5.04 100

036 141 149 15.7 0.56 0.34 10.4 7.8 146 4,82 102
_______________ Mean 141 158  16.3 0.59 0.32 10.3 7.5 147 503 102

20 043 112 50 4.3 0.62 0.33 10.0 7.4 146 4,75 101

044 147 159 14.0 0.59 0.31 10.2 7.1 147 4.62 99

045 113 153 17.3 0.57 0.34 10.0 6.9 144 4.75 100

046 118 150 12.8 0.61 0.34 10.3 7.3 146 4.56 101

047 111 153 17.4 0.53 0.34 10.5 7.6 145 4,71 101

048 95 143 15.3 0.57 0.30 10.0 7.2 146 4,83 104
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Appendix 28 - 1 Individual blood biochemical findings of female rats treated orally with 2,4-dinitrophenol
during 18 days from 4 days of age to weaning

< 85 days of age >

Dose  Animal LDH GOT GPT ALD 5 -GTP ChE T.D. AlD. A/G T-Cho. T.G.
(ng/kg) number  (IU/L) (1U/L) (1U/L) (1U/L) (1U/L) (IU/L) (g/dL) (g/dL) (mg/dL) (mg/dL)

0 507 391 71 30 431 1.91 534 6.16 3.63 1.43 73 20

508 328 65 32 324 1.24 385 6.37 3.48 1.20 93 21

509 1044 102 48 381 2.54 783 6.49 3.68 1.31 83 37

510 313 65 31 310 1.50 737 6.77 4.03 1.47 100 47

511 423 88 30 288 2.06 575 6.33 3.57 1.29 100 10

512 9223 64 27 299 0.97 301 6.56 3.58 1.20 87 25
_______________ Mean 454 76 33 339 1.70 961 6.45 3.66 1.3 8 2T

3 519 410 74 30 565 T i85 g 6.47 3.78 1.41 58 10

520 205 73 31 232 2.06 307 6.27 3.58 1.33 124 24

521 382 69 25 191 0.93 298 6.44 3.58 1.25 96 20

522 259 68 25 358 1.19 358 6.68 3.79 1.31 84 31

523 317 61 27 262 1.10 376 7.02 3.88 1.24 128 40

524 260 69 28 253 1.89 457 6.67 3.72 1.26 129 19
,,,,,,,,,,,,,,, Mean 306 69 28 310 1.50 365 6.9 3% 3 103 24

10 531 271 66 TUTes T Togy T 0.9 336 6.89 3.61 1.10 102 41

532 281 78 29 355 1.11 313 6.40 3.67 1.34 71 21

533 236 51 23 202 1.46 351 6.87 3.83 1.26 142 35

534 269 81 51 212 1.68 726 7.20 4.04 1.28 93 32

535 261 62 25 178 1.03 618 7.19 3.84 1.15 124 75

536 361 76 23 404 2.02 390 6.32 3.69 1.40 69 i5
_______________ Mean 280 69 29 213 1.38 456 6.81 . 3.7® 126 100 37

20 543 540 91 B - S T B 150 Tess 6.39 3.65 1.33 75 21

544 509 71 22 422 2.13 505 6.24 3.69 1.45 70 49

545 316 61 30 280 1.49 332 6.68 3.85 1.36 95 90

546 155 59 28 173 0.57 485 7.05 4.11 1.40 100 35

547 350 78 36 349 0.64 553 7.12 4,11 1.37 85 23

548 267 66 23 395 2.03 465 6.51 3.87 1.47 7 17
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Appendix 28 - 2 Individual blood biochemical findings of female rats treated orally with 2,4-dinitrophenol
during 18 days from 4 days of age to weaning

< 85 days of age >

Dose Animal PL Glu. BUN Crea. T-Bil. Ca P Na K Cl
(ng/kg) number (mg/dL) (mg/dL) (mg/dL)  (mg/dL) (mg/dL)  (mg/dL) (mg/dL) {(mEq/L) (mEq/L) (mEq/L)

0 507 114 144 17.8 0.56 0.25 10.3 8.0 145 4.79 105

508 149 146 14.5 0.59 0.32 9.9 7.0 144 5.12 104

509 139 130 14.2 0.63 0.31 9.8 6.2 143 4.97 103

510 167 137 13.4 0.57 0.28 10.3 6.3 144 4.86 102

511 157 112 15.0 (.66 0.28 9.7 6.8 144 4.72 105

512 146 153 14.1 0.63 0.24 10.1 6.0 144 4.86 103
_______________ Mean 145 137 148 061 028 100 6.7 144 489 qo4

3 519 97 132 5.8 0.65 028 10.17 TR 145 4.39 103

520 179 143 15.6 0.57 0.35 9.9 6.5 147 4.66 105

521 154 133 10.9 0.62 0.30 9.8 6.3 145 4.33 105

522 151 143 13.0 0.60 0.27 10.2 5.1 147 4.75 105

523 220 146 11.9 0.58 0.29 10.7 7.1 145 4,46 103

524 197 144 14.9 0.64 0.25 10.1 6.2 144 4.78 103
_______________ Mean 166 140 137 0.6l 029 0.1 6.5 146 456 14

10 531 170 146 12.8 0.56 0.31 106 7.4 147 4.49 104

532 119 148 13.7 0.64 0.31 9.9 6.3 146 4.96 106

533 211 147 15.1 0.60 0.33 10.1 6.7 148 4.68 105

534 153 146 13.2 0.59 0.24 10.8 6.6 145 4.°77 105

535 220 144 10.7 0.62 0.30 10.8 7.2 147 4.33 103

536 123 131 15.2 0.60 (.25 9.8 5.7 145 4.71 108
_______________ Mean 166 144 13.5 0.61 0.29 0.3 6.8 146 466 105

20 543 122 139 1800 0.58 0.2 10,0 7.2 145 4.8 103

h44 124 137 12.7 0.57 0.30 9.8 6.6 144 4.89 105

545 174 164 12.5 0.62 0.28 10.5 6.5 144 4.71 100

546 181 139 13.2 0.57 0.31 10.9 6.7 147 4.49 103

547 166 152 12.1 0.59 0.28 10.6 6.2 146 4,48 104

548 140 143 13.3 0.58 0.26 10.3 7.6 145 4.36 102




Appendix 29-1 Individual pathological findings of male rats treated orally with 2,4—dinitrophenol during 18 days from 4 days of age to weaning
< 22 days of age>

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined  Findings
0 001 NAD a Liver : Hematopoiesis, extramedullary +
Kidney : Basophilic tubules +
Cellular infiltration, lymphocyte, cortex, unilateral +
Spleen : Hematopoiesis, extramedullary —+
002 NAD a Lung . Hemorrhage +
Liver : Hematopoiesis, extramedullary +
Kidney : Cyst, solitary, unilateral +
Spleen : Hematopoiesis, extramedullary ++
003 NAD a Liver : Hematopoiesis, extramedullary +
32 Kidney : Basophilic tubules +
' Spleen : Hematopoiesis, extramedullary -++
004 NAD a Liver : Hematopoiesis, extramedullary +
Kidney : Cyst, solitary, unilateral +
Basophilic tubules, unilateral +
Spleen : Hematopoiesis, extramedullary ++
005 NAD a Lung : Metaplasia, osseous +
Liver . Hematopoiesis, extramedullary +
Kidney : Basophilic tubules +
Spleen : Hematopolesis, extramedullary ++
006 NAD a Liver : Hematopoiesis, extramedullary +
Kidney . Basophilic tubules, unilateral +
Spleen . Hematopoiesis, extramedullary +
NAD : No abnormalities detected; - : Slight; ++ : Moderate

a: Organs of brain, pituitary, thymus, thyroid, parathyroid, trachea, lung, heart, stomach, intestine, liver, pancreas, spleen, kidney, adrenal, lymph node,
urinary bladder, spinal cord, bone marrow, sciatic nerve, testis, epididymis, prostate and seminal vesicle were examined microscopically.
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Appendix 29-2 Individual pathological findings of male rats treated orally with 2,4-dinitrophenol during 18 days from 4 days of age to weaning
< 22 days of age>

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined  T'indings
3 013 NAD Not examined
014 NAD Not examined
015 NAD Not examined
016 NAD Not examined
017 NAD Not examined
018 NAD Not examined

o NAD : No abnormalities detected
%]
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Appendix 29-3 Individual pathological findings of male rats treated orally with 2,4-dinitrophenol during 18 days from 4 days of age to weaning
{22 days of age>

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined Findings

10 025 NAD Not examined
026 NAD Not examined
027 NAD Not examined
028 NAD Not examined
029 NAD Not examined
030 Kidney : Hydronephrosis, Kidney : Basophilic tubules +

slight + Dilatation, renal pelvis, unilateral +

-08-

NAD : No abnormalities detected; + : Slight
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Appendix 29-4 Individual pathological findings of male rats treated orally with 2,4-dinitrophenol during 18 days from 4 days of age to weaning
< 22 days of age>

Dose Animal Necropsy Histology
(ng/kg)  Number Findings Organs examined  Findings
20 037 NAD a Liver : Hematopoiesis, extramedullary +
Kidney : Cyst, solitary, unilateral +
Basophilic tubules +
Spleen : Hematopoiesis, extramedullary ++
038 NAD a Liver : Hematopolesis, extramedullary +
Kidney . Basophilic tubules +
Spleen : Hematopoiesis, extramedullary ++
039 NAD a Liver ¢ Hematopoiesis, extramedullary +
Kidney : Basophilic tubules +
Spleen : Hematopoiesis, extramedullary ++
040 - NAD a Liver . Hematopoiesis, extramedullary +
Spleen : Hematopoiesis, extramedullary ++
041 Thymus . Red spots + a Liver : Hematopoiesis, extramedullary +
Kidney . Basophilic tubules +
Thymus : Hemorrhage +
Spleen : Hematopoiesis, extramedullary +
042 NAD a Liver . Hematopolesis, extramedullary +
Spleen : Hematopoiesis, extramedullary ++

NAD : No abnormalities detected; + : Slight; ++ : Moderate
a: Organs of brain, pituitary, thymus, thyroid, parathyroid, trachea, lung, heart, stomach, intestine, liver, pancreas, spleen, kidney, adrenal, lymph node,
urinary bladder, spinal cord, bone marrow, sciatic nerve, testis, epididymis, prostate and scminal vesicle were examined microscopically.
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Appendix 30-1-1 Individual pathological findings of female rats treated orally with 2,4-dinitrophenol during 18 days from 4 days of age to weaning
< 22 days of age>

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined Findings
0 501 NAD a Liver : Hematopoiesis, extramedullary +
Kidney : Basophilic tubules +
Spleen : Hematopoiesis, extramedullary ++
502 NAD a Liver : Hematopoiesis, extramedullary +
Kidney : Basophilic tubules, unilateral +
Parathyroid : Not in section
Spleen : Hematopoiesis, extramedullary +
503 NAD a Heart : Mpyocardial degeneration +
Liver : Hematopoiesis, extramedullary +
Kidney : Cyst, solitary, unilateral +
Inflammation, cortex, multifocal +
Spleen Hematopoiesis, extramedullary +
504 NAD a Liver : Hematopoiesis, extramedullary +
Kidney : Cyst, solitary +
Basophilic tubules, unilateral *
Spleen : Hematopoiesis, extramedullary +
505 NAD a Liver . Hematopoiesis, extramedullary +
Kidney . Fibrosis, cortex, focal, unilateral +
Parathyroid : Not in section
Spleen . Hematopoiesis, extramedullary +

NAD : No abnormalities detected; + : Slight; ++ : Moderate
a: Organs of brain, pituitary, thymus, thyroid, parathyroid, trachea, lung, heart, stomach, intestine, liver, pancreas, spleen, kidney, adrenal, lymph node,
urinary bladder, spinal cord, bone marrow, sciatic nerve, ovary and uterus were examined microscopically.
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Appendix 30-1-2 Individual pathological findings of female rats treated orally with 3-methyphenol during 18 days from 4 days of age to weaning
< 22 days of age>

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined  Findings
0 506 NAD a Liver : Hematopoiesis, extramedullary +
(Continued) Kidney : Basophilic tubules +
Parathyroid : Not in section
Spleen : Hematopoiesis, extramedullary +

NAD : No abnormalities detected; + : Slight .

a: Organs of brain, pituitary, thymus, thyroid, parathyroid, trachea, lung, heart, stomach, intestine, liver, pancreas, spleen, kidney, adrenal, lymph node,
urinary bladder, spinal cord, bone marrow, sciatic nerve, ovary and uterus were examined microscopically.
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Appendix 30-2
<{ 22 days of age>

Individual pathological findings of female rats treated orally with 2,4-dinitrophenol during 18 days from 4 days of age to weaning

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined
3 513 NAD Not examined
514 NAD Not examined
515 NAD Not examined
516 NAD Not examined
517 NAD Not examined
b18 NAD Not examined

NAD : No abnormalities detected



Appendix 30-3 Individual pathological findings of female rats treated orally with 2,4~dinitrophenol during 18 days from 4 days of age to weaning
< 22 days of age>

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined  Findings

10 525 NAD Not examined
526 NAD Not examined
527 NAD Not examined
528 Liver : Diaphragmatic Liver : NAD in diaphragmatic nodule

nodule +

529 NAD Not examined
530 NAD Not examined

o
' NAD : No abnormalities detected; + : Slight

£60-86'0N Apnig
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Appendix 30-4 Individual pathological findings of female rats treated orally with 2,4-dinitrophenol during 18 days from 4 days of age to weaning
< 22 days of age>

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined  Findings
20 537 NAD a Liver . Hematopoiesis, extramedullary +
Spleen : Hematopoiesis, extramedullary +
538 Cecum : Dark red spot = a Liver : Hematopoiesis, extramedullary +
Kidney : Basophilic tubules +
Cecum : Hemorrhagic erosion +
Spleen : Hematopoiesis, extramedullary +
539 NAD a Liver . Hematopoiesis, extramedullary +
Kidney : Cyst, solitary, unilateral +
Basophilic tubules, unilateral +
Spleen : Hematopoiesis, extramedullary +
540 NAD a Lung : Metaplasia, osseous +
Liver : Hematopoiesis, extramedullary +
Kidney : Basophilic tubules +
Spleen : Hematopoiesis, extramedullary +
541 NAD a Liver : Hematopoiesis, extramedullary +
Kidney : Basophilic tubules, unilateral +
Spleen : Hematopoiesis, extramedullary +
542 NAD a Liver : Hematopoiesis, extramedullary +
Spleen : Hematopolesis, extramedullary +

NAD : No abnormalities detected: + : Slight
a: Organs of brain, pituitary, thymus, thyroid, parathyroid, trachea, lung, heart, stomach, intestine, liver, pancreas, spleen, kidney, adrenal, lymph node,
urinary bladder, spinal cord, hone marrow, sciatic nerve, ovary and uterus were examined microscopically.
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Appendix 31-1-1

[ndividual pathological findings of male rats treated orally with 2,4~dinitrophenol during 18 days from 4 days of age to weaning

< 85 days of age>

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined  Findings
0 007 NAD a Lung Metaplasia, osseous +
Mineralization, artery +
Pancreas Atrophy, acinar cell, focal +
Kidney Hyaline droplet, proximal tubular epithelium +
Spleen Hematopoiesis, extramedullary +
Deposit, brown pigment +
008 NAD a Lung Accumulation, foam cell +
Mineralization, artery +
Liver Microgranuloma +
Kidney Hyaline droplet, proximal tubular epithelium +
Spleen Hematopoiesis, extramedullary +
Deposit, brown pigment +
009 NAD a Kidney Basophilic tubules, unilateral +
Hyaline droplet, proximal tubular epithelium +
Prostate Cellular infiltration, lymphocyte, interstitium +
Spleen Hematopoiesis, extramedullary +
Deposit, brown pigment +
010 Seminal : Small, right + a Kidney Basophilic tubules +

vocinla
vVCoIUIT

Seminal vescle
Spleen

Hyaline dronl

yaline daropiet, pr
Atrophy, uninlateral +
Hematopoiesis, extramedullary +
Deposit, brown pigment +

NAD : No abnormalities detected; + : Slight
a: Organs of brain, pituitary, thymus, thyroid, parathyroid, trachea, lung, heart, stomach, intestine, liver, pancreas, spleen, kidney, adrenal, lymph node,
urinary bladder, spinal cord, bone marrow, sciatic nerve, testis, epididymis, prostate and seminal vesicle were examined microscopically.
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Appendix 31-1-2 Individual pathological findings of male rats treated orally with 2,4—dinitrophenol during 18 days from 4 days of age to weaning

< 85 days of age>

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined  Findings
0 011 NAD a Lung Metaplasia, osseous +
(Continued) : Hemorrhage +

Kidney Basophilic tubules, unilateral+
Hyaline droplet, proximal tubular epithelium +

Spleen Hematopoiesis, extramedullary +
Deposit, brown pigment ++

012 Kidney : Grayish white spot, a Lung Mineralization, artery +
right + Kidney Hyaline droplet, proximal tubular epithelium +

Inflammation, cortex, focal, unilateral +

Spleen Hematopoiesis, extramedullary +

Deposit, brown pigment +

NAD : No abnormalities detected; + : Slight; ++ : Moderate

a: Organs of brain, pituitary, thymus, thyroid, parathyroid, trachea, lung, heart, stomach, intestine, liver, pancreas, spleen, kidney, adrenal, lymph node,
urinary bladder, spinal cord, bone marrow, sciatic nerve, testis, epididymis, prostate and seminal vesicle were examined microscopically.
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Appendix 31-2 Individual pathological findings of male rats treated orally with 2,4-dinitrophenol during 18 days from 4 days of age to weaning

< 85 days of age>

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined Findings

3 019 NAD Not examined

020 Kidney . Hydronephrosis, Kidney . Hyaline droplet, proximal tubular epithelium +
right + Dilatation, renal pelvis, unilateral +

021 NAD Not examined
022 NAD Not examined
023 NAD Not examined
024 NAD Not. examined

NAD : No abnormalities detected; + : Slight
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Appendix 31-3

Individual pathological findings of male rats treated orally with 2,4-dinitrophenol during 18 days from 4 days of age Lo weaning
< 85 days of age>

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined  Findings

10 031 NAD Not examined
032 NAD Not examined
033 NAD Not examined
034 Kidney Hydronephrosis, Kidney Hyaline droplet, proximal tubular epithelium +

right + Dilatation, renal pelvis, unilateral +

035 NAD Not examined
036 NAD Not examined

NAD : No abnormalities detected; + : Slight
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Appendix 31-4-1 Individual pathological findings of male rats treated orally with 2,4—dinitrophenocl during 18 days from 4 days of age to weaning
< 85 days of age>

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined  Findings
20 043 NAD a Liver : Microgranuloma +
Kidney : Basophilic tubules, unilateral+
Hyaline droplet, proximal tubular epithelium +
Spleen : Hematopoiesis, extramedullary +
Deposit, brown pigment +
044 NAD a Kidney : Basophilic tubules, unilateral +
Hyaline droplet, proximal tubular epithelium +
Spleen : Hematopoiesis, extramedullary +
Deposit, brown pigment +
045 NAD a Lung : Mineralization, artery +
Kidney : Basophilic tubules, unilateral +

Hyaline droplet, proximal tubular epithelium +

Cellular infiltration, lymphocyte, cortex, unilateral +
Spleen . Hematopoiesis, extramedullary +

Deposit, brown pigment +

046 NAD a Heart : Myocardial degeneration/fibrosis +
Lung : Mineralization, artery +
Kidney . Cyst, solitary, unilateral +
Hyaline droplet, proximal tubular epithelium +
Cilnnsn v IdamatAarnaliocie aviramadnllaorm, 4
QPIUU]] . i lUlllaLU}JUlUblb’ CALL (Llllcuullﬂ:l}/ '

Deposit, brown pigment +

NAD : No abnormalities detected; + : Slight
a: Organs of brain, pituitary, thymus, thyroid, parathyroid, trachea, lung, heart, stomach, intestine, liver, pancreas, spleen, kidney, adrenal, lymph node,
urinary bladder, spinal cord, bone marrow, sciatic nerve, testis, epididymis, prostate and seminal vesicle were examined microscopically.
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Appendix 31-4-2
< 85 days of age>

Individual pathological findings of male rats treated orally with 2,4-dinitrophenol during 18 days from 4 days of age to weaning

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined Findings
20 047 NAD a Lung Mineralization, artery +
(Continued) Liver Microgranuloma +
Kidney Basophilic tubules, unilateral +
Hyaline droplet, proximal tubular epithelium +
Prostate Cellular infiltration, lymphocyte, interstitium +
Parathyroid Not in section
Spleen Hematopaoiesis, extramedullary +
Deposit, brown pigment +
048 NAD a Lung Mineralization, artery +
Kidney Cyst, solitary, unilateral +
Hyaline droplet, proximal tubular epithelium +
Spleen Hematopoiesis, extramedullary +

Deposit, brown pigment +

NAD : No abnormalities detected; + : Slight

a: Organs of brain, pituitary, thymus, thyroid, parathyroid, trachea, lung, heart, stomach, intestine, liver, pancreas, spleen, kidney, adrenal, lymph node,

urinary bladder, spinal cord, bone marrow, sciatic nerve, testis, epididymis, prostate and seminal vesicle were examined microscopically.



Appendix 32-1-1 Individual pathological findings of female rats treated orally with 2,4-dinitrophenol during 18 days from 4 days of age to weaning
< 85 days of age>

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined Findings
0 507 NAD a Liver : Microgranuloma +
Spleen : Hematopoiesis, extramedullary +
Deposit, brown pigment +
508 NAD a Lung : Accumulation, foam cell +
Mineralization, artery +
Pancreas . Cellular infiltration, lymphocyte, focal +
Kidney : Dilatation, renal pelvis, unilateral +
Thymus : Hemorrhage +
Spleen : Hematopoiesis, extramedullary +
. Deposit, brown pigment +
O
@8]
‘ 509 NAD a Kidney : Cyst, solitary, unilateral +

Basophilic tubules, unilateral +

Cellular infiltration, lymphocyte, cortex, unilateral +
Spleen : Hematopoiesis, extramedullary +

Deposit, brown pigment +

510 NAD a Liver . Necrosis, focal +
Kidney : Basophilic tubules, unilateral +
Spleen : Hematopoiesis, extramedullary +

Deposit, brown pigment +

NAD : No abnormalities detected; + : Slight
a: Organs of brain, pituitary, thymus, thyroid, parathyroid, trachea, lung, heart, stomach, intestine, liver, pancreas, spleen, kidney, adrenal, lymph node,
urinary bladder, spinal cord, bone marrow, sciatic nerve, ovary and uterus were examined microscopically.

£60-86 ON Apnig
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Appendix 32-1-2
< 85 days of age>

Individual pathological findings of female rats treated orally with 2,4—dinitrophencl during 18 days from 4 days of age to weaning

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined  Findings
0 511 NAD a Lung Accumulation, foam cell +
(Continued) Mineralization, artery +
Kidney Mineralization, cortico-medullary junction, unilateral, +
Spleen Hematopoiesis, extramedullary +
Deposit, brown pigment +
512 NAD a Liver Microgranuloma +
Kidney Cyst, solitary, unilateral +
Spleen Hematopoiesis, extramedullary +

Deposit, brown pigment +

NAD : No abnormalities detected; + : Slight

a: Organs of brain, pituitary, thymus, thyroid, parathyroid, trachea, lung, heart, stomach, intestine, liver, pancreas, spleen, kidney, adrenal, lymph node,
urinary bladder, spinal cord, bone marrow, sciatic nerve, ovary and uterus were examined microscopically.
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Appendix 32-2

Individual pathological findings of female rats treated orally with 2,4-dinitrophenol during 18 days from 4 days of age to weaning

< 85 days of age>

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined
3 519 NAD Not examined
520 NAD Not examined
521 NAD Not examined
522 NAD Not cxamined
523 NAD Not examined
524 NAD Not examined

NAD : No abnormalities detected



Appendix 32-3 Individual pathological findings of female rats treated orally with 2,4-dinitrophenol during 18 days from 4 days of age to weaning
< 85 days of age>

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined Findings
10 531 NAD Not examined
532 NAD Not examined
533 NAD Not examined
534 NAD Not examined
535 NAD Not examined
536 NAD Not examined
'“;;D NAD : No abnormalities detected

£60-86ON Apnis
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Appendix 32-4 Individual pathological findings of female rats treated orally with 2,4-dinitrophenol during 18 days from 4 days of age to weaning
{ 85 days of age>

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined Findings
20 543 NAD a Spleen : Hematopoiesis, extramedullary +
Deposit, brown pigment +
544 NAD a Parathyroid : Not in section
Spleen : Hematopoiesis, extramedullary +
Deposit, brown pigment +
545 Kidney : Hydronephrosis, a Lung : Accumulation, foam cell +
right + Kidney : Basophilic tubules, unilateral +
Dilatation, renal pelvis, unilateral +
Spleen : Hematopoiesis, extramedullary +
Deposit, brown pigment +
546 NAD a Spleen . Hematopoiesis, extramedullary +
Deposit, brown pigment +
547 NAD a Kidney . Mineralization, cortico-medullary junction, unilateral +
Spleen : Hematopoiesis, extramedullary +
Deposit, brown pigment +
548 NAD a Lung : Mineralization, artery +
Liver : Microgranuloma +
Parathyroid : Not in section
Spleen . Hematopoiesis, extramedullary +

Deposit, brown pigment +

NAD : No abnormalities detected; + : Slight
a: Organs of brain, pituitary, thymus, thyroid, parathyroid, trachea, lung, heart, stomach, intestine, liver, pancreas, spleen, kidney, adrenal, lymph node,
urinary bladder, spinal cord, bone marrow, sciatic nerve, ovary and uterus were examined microscopically.
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Appendix 33 Individual absolute organ weights of male rats treated orally with 2,4—dinitrophenol during 18 days from 4 days of age to weaning
<22 days of age>

Dose Animal B.W. Brain Liver Kidney Spleen Heart Lung Thymus Thyr. Pitui. Adrenal Testis Prost.’ Epidid.

(mg/kg) numbers (® (g) ® (® (mg) (mg) (mg) (mg) (mg) (mg) (mg) (ng) (mg) (mg)
0 001 56.5 1.45 1.81 0.71 216 294 438" 245 8.0 3.3 26.4 338 83.h 47.6
002 53.4 1.51 1.77 0.60 186 349 456 208 8.5 2.8 27.7 310 81.7 45.7

003 62.1 1.52 2.12 0.69 214 366 482 299 11.7 3.3 28.7 332 97.9 53.5

004 57.5 1.50 1.75 0.62 200 311 451 262 9.5 3.2 25.8 283 60.9 56.9

005 58.2 1.50 1.93 0.73 158 294 448 247 10.4 3.2 21.7 330 88.2 55.5

006 52.1 1.52 1.69 0.59 162 276 417 249 11.3 2.9 23.1 277 83.6 45.8

Mean 56.6 1.50 1.85 0.66 189 315 449 252 9.9 3.1 2b.6 312 82.6 50.8

3 013 53.1 1.49 1.69 0.65 206 290 446 207 12.2 3.1 23.7 288 62.0 53.3
014 53.8 1.46 1.72 0.67 214 281 441 267 11.2 3.2 23.7 301 84.6 53.9

015 59.0 1.63 1.85 0.70 197 303 503 243 10.1 3.3 29.1 279 67.9 55.1

016 50.7 1.54 1.56 0.67 137 257 424 167 8.7 2.7 23.6 268 76.8 61.0

017 55.8 1.50 1.76 0.72 182 331 418 263 9.0 3.2 23.6 307 89.9 45.8

018 51.9 1.51 1.69 0.57 181 286 434 205 7.4 2.8 22.9 285 98.3 63.9

Mean 54.2 1.52 1.71 0.66 186 291 444 225 9.8 3.1 24.4 288 79.9 55.5

10 025 46.9 1.50 1.44 0.60 150 271 383 179 9.5 2.7 22.3 263 82.7 49.3
026 56.2 1.51 1.87 0.62 168 308 443 206 7.8 2.9 23.1 265 70.8 43.4

027 56.5 1.49 1.88 0.73 221 321 485 262 9.3 3.3 24.2 290 91.6 47.7

028 H4.8 1.53 1.82 0.68 206 282 417 197 9.1 3.2 19.0 254 74.4 43.8

029 3.0 1.61 1.64 0.64 153 338 403 213 10.0 2.9 21.7 283 86.7 47.1

030 50.7 1.62 1.72 0.68 136 300 413 187 10.4 2.7 22.2 262 82.1 50.8

Mean 53.0 1.54 1.72 0.6e6 172 303 424 207 9.4 3.0 22.1 270 81.4 47.0

20 037 40.6 1.44 1.27 0.48 129 250 338 138 11.1 2.1 15.9 195 65.3 40.9
038 45.9 1.49 1.56 0.62 140 284 398 177 7.9 2.8 17.2 207 87.5 53.4

039 56.7 1.45 1.92 0.69 192 294 457 230 9.6 2.7 26.5 316 86.4 51.0

040 52.1 [.59 1.68 0.67 148 306 447 200 8.6 2.8 25.8 267 54.6 50.9

041 47.9 1.45 1.57 0.58 123 265 488 240 8.0 2.9 15.8 289 78.3 45.1

042 48.4 1.40 1.64 0.64 164 77 367 172 10.3 2.5 17.5 243 86.1 47.9

Mean 48.6 1.47 1.61 0.61 149 279 416 193 9.3 2.6 19.8 263 76.4 48.2

71 Total weights of the prostate and seminal vesicle
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Appendix 34 Individual absolute organ weights of female rats treated orally with 2,4—dinitrophenol during 18 days from 4 days of age to weaning
<22 days of age>

Dose  Animal B.W. Brain Liver Kidney Spleen Heart Lung Thymus Thyr. Pitui. Adrenal  QOvary Uterus

(mg/kg) numbers (8 (g (® (@) (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mng) (mg)
0 501 53.5 1.48 1.84 0.65 177 305 448 261 8.8 3.0 28.4 12.5 55.6
502 48.8 1.53 1.04 0.56 147 294 405 241 7.4 3.2 22.4 17.2 51.8

503 56.1 1.52 1.84 0.68 194 300 463 238 7.2 3.1 27.6 16.6 56.8

504 54.9 1.45 1.57 0.64 201 297 394 275 10.6 3.3 20.5 10.0 46.5

505 50.1 1.45 1.59 0.56 160 256 390 227 6.6 3.0 20.2 13.6 32.1

506 52.7 1.38 1.65 0.06 137 285 422 2472 9.3 2.9 25.6 14.9 45.9

Mean — 52.7 147  1.69  0.63 169 290 420 247 8.3 31 241 141 481

3 513 51.9 1.47 1.04 0.65 169 314 407 240 10.4 3.3 20.1 14.5 66.0
514 52.0 1.50 1.78 0.62 162 293 466 206 7.3 3.1 23.9 12.4 51.7

515 58.2 1.55 1.88 0.76 240 304 444 260 8.3 3.5 18.6 16.3 38.0

516 56.4 1.47 1.80 0.72 235 324 427 218 10.2 3.3 22.9 12.3 36.1

517 54.9 1.40 1.85 0.66 161 319 453 258 9.7 2.9 18.7 16.5 60.9

518 47.7 1.42 1.47 0.64 190 279 369 240 7.2 2.7 19.1 14.1 34.2

Mean 53.5 1.47 1.74 0.68 193 306 428 237 8.9 3.1 20.6 14.4 47.8

10 525 46.2 1.45 1.37 0.56 151 255 347 174 9.1 2.8 17.8 10.5 33.3
526 46.0 1.54 1.50 0.58 115 272 375 208 10.2 3.1 18.5 14.4 34.5

527 50.4 1.48 1.62 0.62 159 295 400 237 7.7 2.7 23.8 16.2 34.4

528 55.7 1.55 1.91 0.72 170 320 474 267 9.9 3.3 27.3 15.4 45.1

529 53.5 1.50 1.73 0.65 180 292 403 215 10.0 3.4 19.1 15.3 32.1

530 48.9 1.46 1.51 0.8h 136 257 386 208 9.5 3.2 23.1 14.6 36.7

Mean a0.1 1.50 1.61 0.63 152 282 398 218 9.4 3.1 21.6 14.4 36.0

20 537 41.9 1.46 1.53 0.56 115 251 394 15‘5 7.5 2.6 19.7 9.1 54.2
538 42.1 1.37 1.39 0.59 117 282 360 176 7.1 2.9 19.2 15.2 47.6

539 48.4 1.42 1.57 0.59 120 286 409 185 8.8 2.9 16.8 9.5 44.6

540 47.3 1.47 1.54 0.61 140 290 369 178 8.3 2.8 16.9 14.6 40.2

541 43.6 1.41 1.43 0.61 125 251 358 165 7.8 2.8 19.4 10.3 43.0

542 49.6 1.42 1.71 0.62 139 301 397 194 8.9 3.3 17.4 14.7 43.2

Mean 45.5 1.43 1.53 0.60 126 277 381 176 8.1 2.9 18.2 12.2 44.6
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Appendix 35

Individual relative organ weights of male rats treated orally with 2,4—dinitrophenol during 18 days from 4 days of age to weaning

<22 days of age>

Dose  Animal B.W. Brain Liver Kidney Spleen Heart Lung Thymus Thyr. Pitui. Adrenal Testis Prost. Epidid.
(mg/kg) numbers (@ %) (%) ®  (mgh (g% (mgh  (mgh  (mg¥ (mgh) (mgh)  (mgh  (mgh)  (mg%)
0 001 56.5 2.57 3.20 1.26 382 520 775 434 14.2 5.8 46,7 598 147.8 84.2
002 53.4 2.83 3.31 1.12 348 654 854 390 15.9 5.2 51.9 581 153.0 85.6

003 62.1 2.45 3.41 1.11 345 589 776 481 18.8 5.3 46.2 535 157.6 86.2

004 57.5 2.61 3.04 1.08 348 h41 784 456 16.5 5.6 44.9 492 105.9 99.0

005 58.2 2.h8 3.32 1.25 271 505 770 424 17.9 5.5 37.3 567 151.5 95.4

006 52.1 2.92 3.24 1.13 311 530 800 478 21.7 5.6 44.3 532 160.5 87.9

Mean 56.6 2.66 3.25 1.16 334 557 793 444 17.5 5.5 45.2 551 146.1 89.7

3 013 53.1 2.81 3.18 1.22 388 546 840 390 23.0 5.8 44.6 542 116.8 100.4
014 53.8 2.71 3.20 1.25 398 522 820 496 20.8 5.9 44.1 559 157.2 100.2

015 59.6 2.73 3.10 1.17 331 508 844 408 16.9 5.5 48.8 468 113.9 92.4

016 50.7 3.04 3.08 1.32 270 507 836 329 17.2 5.3 46.5 529 151.5 120.3

017 55.8 2.69 3.15 1.29 326 593 749 471 16.1 5.7 42.3 550 161.1 82.1

018 51.9 2.91 3.26 1.10 349 551 836 395 14.3 5.4 44.1 549 189.4 123.1

Mean 54.2 2.82 3.16 1.23 344 538 821 415 18.1 5.6 45.1 533 148.3 103.1

10 025 46.9 3.20 3.07 1.28 320 578 817 382 20.3 5.8 47.5 561 176.3 105.1
026 56.2 2.69 3.33 1.10 299 548 788 367 13.9 5.2 41.1 472 126.0 7.2

027 56.5 2.64 3.33 1.29 391 568 858 464 16.5 5.8 42.8 513 162.1 84.4

028 54.8 2.79 3.32 1.24 376 515 761 359 16.6 5.8 34.7 464 135.8 79.9

029 53.0 3.04 3.09 1.21 289 638 760 402 18.9 5.5 40.9 534 163.6 88.9

030 50.7 3.20 3.39 1.34 268 592 815 369 20.5 5.3 43.8 517 161.9 100.2

Mean 53.0 2.93 3.28 1.24 324 573 800 201 17.8 5.6 41 .8 510 154.3 89.3

20 037 40.6 3.5 3.13 1.18 318 616 833 340 27.3 5.2 39.2 480 160.8 100.7
038 45.9 3.25 3.40 1.35 305 619 867 386 17.2 6.1 37.5 582 190.6 116.3

039 56.7 2.56 3.39 1.22 339 519 806 406 16.9 4.8 46.7 557 152.4 89.9

040 52.1 3.05 3.22 1.29 284 587 858 384 16.5 5.4 49.5 512 104.8 97.7

041 47.9 3.03 3.28 1.21 257 553 1019 501 16.7 6.1 33.0 603 163.5 94.2

042 48.4 2.89 3.39 1.32 339 272 758 355 21.3 5.2 36.2 502 177.9 99.0

Mean 48.6 3.06 3.30 1.26 307 a78 857 395 19.3 5.5 40.4 539 158.3 99.6

&
T

Total weights of the prostate and seminal vesicle
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Appendix 36 Individual relative organ weights of female rats treated orally with 2,4-dinitrophenol during 18 days from 4 days of age to weaning
<22 days of age>

Dose  Animal B.W. Brain Liver Kidney Spleen Heart Lung Thymus Thyr. Pitui. Adrenal Ovary Uterus

(mg/kg) numbers © (%) %) ® (g%  (mgh)  (mg%  (wgh) (mgh)  (wgH  (ngh)  (ngh)  (mgh)
0 501 53.5 2.77 3.44 1.21 331 270 837 488 16.4 5.6 53.1 23.4 103.9
502 48.8 3.14 3.36 1.1% 301 602 830 494 15.2 6.6 45.9 35.2 106.1

503 56.1 2.71 3.28 1.21 346 535 825 424 12.8 5.5 49.2 29.6 101.2

504 54.9 2.64 2.86 1.17 366 541 718 501 19.3 6.0 37.3 18.2 84.7

205 50.1 2.89 3.17 1.12 319 ol1 778 453 13.2 6.0 40.3 27.1 64.1

506 a2.7 2.62 3.13 1.25 260 941 801 459 17.6 0.5 48.6 28.3 87.1

Mean 527  2.80  3.21  1.19 321 550 798 470  15.8 59 457  27.0 912

3 513 51.9 2.83 3.16 1.25 326 605 784 462 20.0 6.4 38.7 27.9 127.2
al4 52.0 2.88 3.42 1.19 312 563 896 396 14.0 6.0 46.0 23.8 99.4

als 58.2 2.66 3.23 1.31 412 822 763 447 14.3 6.0 32.0 28.0 65.3

016 06.4 2.61 3.19 1.28 417 574 757 387 18.1 5.9 40.6 21.8 64.0

517 54.9 2.55 3.37 1.20 293 081 825 470 17.7 5.3 34.1 30.1 110.9

518 47.7 2.98 3.08 1.34 398 585 774 503 15.1 5.7 40.0 29.6 7.7

Mean 93.5 2.75 3.24 1.26 360 572 800 444 16.5 2.9 38.6 26.9 89.8

10 525 46.2 3.14 2.97 1.21 327 552 751 377 19.7 6.1 38.5 22.7 72.1
526 46.0 3.35 3.26 1.26 250 591 815 452 22.2 6.7 40.2 31.3 75.0

527 50.4 2.94 3.21 1.23 315 585 794 470 15.3 5.4 47.2 32.1 68.3

528 55.7 2.78 3.43 1.29 305 57h 851 479 17.8 5.9 49.0 27.6 81.0

529 53.5 2.80 3.23 1.21 336 546 753 402 18.7 6.4 35.7 28.6 80.0

030 48.9 2.99 3.08 1.33 278 026 789 425 19.4 6.5 47.2 29.9 75.1

Mean 50.1 3.00 3.20 1.26 302 063 792 434 18.9 6.2 43.0 28.7 71.9

20 537 41.9 3.48 3.65 1.34 274 599 940 370 17.9 6.2 47.0 21.7 129.4
03 42.1 3.25 3.30 1.40 278 670 855 418 16.9 6.9 45.6 36.1 101.2

039 48.4 2.93 3.24 1.22 248 291 845 382 18.2 6.0 34.7 19.6 92.1

540 47.3 3.11 3.26 1.29 296 613 780 376 17.5 5.9 35.7 30.9 85.0

541 43.6 3.23 3.28 1.40 287 076 821 378 17.9 6.4 44.5 23.6 98.6

047 49.6 2.86 3.45 1.25 280 607 800 391 17.9 6.7 35.1 29.6 87.1

Mean 45.5 3.14 3.36 1.32 277 609 840 386 17.7 6.4 40.4 26.9 98.9
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Appendix 37 Individual absolute organ weights of male rats treated orally with 2,4-dinitrophenol during 18 days from 4 days of age to weaning
{85 days of age>

Dose Animal B.W. Brain Liver Kidney Spleen  Heart Lung Thymus  Thyr. Pitui. Adrenal Testis Prost. Semi.v Epidid.

(mng/kg) numbers ® ® (® (& ® (® (® (® (mg) (mg) (ng) (8 (8 ® (g
0 007 494 2.09 15.57 3.45 0.73 1.41 1.60 0.42 29.1 13.6 §0.2 3.50 0.79 1.79 1.33
008 451 2.04 12.65 2.178 0.76 1.29 1.40 0.57 29.3 13.6 65.3 3.22 0.59 1.99 1.14

009 47 2.15 13.41 3.54 0.90 1.34 1.50 0.52 27.2 15.5 65.7 3.56 0.44 2.04 1.30

010 466 1.96 13.49 3.09 0.73 1.35 1.60 0.65 28.6 13.1 57.8 3.52 0.57 1.39 1.24

011 494 2.06 16.67 3.09 0.86 1.45 1.41 0.45 31.9 11.4 60.4 3.11 0.47 2.01 1.11

012 485 2.08 14.86 3.13 0.81 1.40 1.56 0.43 26.8 15.1 74.5 3.67 0.58 2.42 1.26

Mean 477 2.06 14.44 3.18 0.80 1.37 1.51 0.51 28.8 13.7 67.3 3.43 0.57 1.94 1.23

3 019 420 1.98 12.83 2.94 0.69 1.36 1.47 0.46 33.0 15.6 59.2 3.35 0.59 1.78 1.12
020 437 2.09  13.36 2.95 0.84 1.40 1.51 0.63 29.3 13.5 59.7 3.22 0.45 2.09 1.23
021 471 2.12  15.80 3.11 0.97 1.47 1.63 0.55 31.7 14.6 75.6 3.60 0.71 1.52 1.27
022 511 2.12  15.03 3.38 0.89 1.45 1.61 0.63 35.6 14.0 73.5 3.66 0.59 1.69 1.35
023 443 2.09  14.98 3.08 0.82 1.41 1.37 0.40 29.5 12.8 63.4 3.32 0.47 1.82 1.11
024 455 2.11 14.08 3.15 0.69 1.45 1.60 0.48 25.5 12.4 62.8 3.06 0.46 1.77 1.03

Mean 456 2.09  14.35 3.10 0.82 1.42 1.63 0.53 30.8 13.8 65.7 3.37 0.55 1.78 1.19

10 031 468 2.19 1544 2.96 0.80 1.51 1.47 0.58 34.7 14.2 65.9 3.41 0.54 2.19 1.15
032 427 2.13  12.70 3.19 0.86 1.25 1.44 0.50 28.3 14.7 71.8 3.44 0.70 1.8 1.27
033 493 2.08 18.66 3.41 0.83 1.46 1.51 0.62 27.4 13.0 68.5 3.18 0.47 1.86 1.19
034 449 2.08 12.28 3.08 0.71 1.50 1.52 0.49 32.9 13.0 b4.1 3.07 0.95 1.97 1.05
0356 442 2.19  14.76 2.93 0.86 1.26 1.42 0.51 27.8 12.6 72.8 3.68 0.58 1.78 1.35
036 447 2.07  13.75 3.19 0.72 1.34 1.55 0.44 29.3 13.6 71.0 3.39 0.76 2.46 1.26
Mean 4h4 2.12  14.60 3.13 0.80 1.39 1.49 0.52 30.1 13.5 67.4 3.36 0.60 2.02 1.21
20 043 410 2.01  13.05 3.14 0.69 1.27 1.41 0.45 28.1 13.8 62.8 3.24 0.56 1.70 1.14
044 464 2.06 15.40 3.35 0.79 1.61 1.54 0.54 26.7 13.7 63.4 3.65 0.61 2.21 1.32
045 460 1.84 14.84 3.31 0.75 1.40 1.46 0.59 319 12.9 54.5 3.25 0.61 1.79 1.04
046 438 1.84  13.46 3.06 0.81 1.27 1.44 0.37 30.7 12.9 56.4 3.31 0.43 1.61 1.06
047 466 2.14  14.42 3.00 0.91 1.32 1.47 0.67 24.7 12.0 64.3 3.53 0.48 1.94 1.31
048 392 [.90  10.62 2.66 0.62 1.11 1.39 0.35 26.7 12.1 66.5 3.16 0.53 2.28 1.10

Mean 438 1.97  13.63 3.09 0.76 1.33 1.45 0.50 28.1 12.9 61.3 3.36 0.54 1.92 1.16
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Appendix 38 Individual absolute organ weights of female rats treated orally with 2,4-dinitrophenol during 18 days from 4 days of age to weaning
{85 days of age>

Dose  Animal B.W. Brain Liver Kidney Spleen  Heart Lung Thymus Thyr. Pitui. Adrenal Ovary Uterus

(mg/kg) numbers (® ® (g) (® ® (8 (® (® (ing) (ng) (mg) (mg) ()
507 227 1.90 6.08 1.70 0.55 0.79 1.06 0.36 17.4 14.0 83.9 81.4 0.44
508 243 1.81 6.58 1.77 0.48 0.84 1.01 0.35 24.4 11.5 68.3 83.8 0.54
509 262 1.94 7.14 2.03 0.54 0.88 1.04 0.39 24.4 15.2 81.7 74.3 0.50
510 280 2.00 7.23 2.04 0.47 0.86 1.04 0.45 25.9 13.5 71.0 2.7 0.57
511 289 2.02 7.92 2.03 0.60 0.98 1.20 0.54 24.2 15.2 75.4 85.4 0.67
512 251 1.87 7.09 1.93 0.4% 0.89 1.08 0.24 24.4 15.3 78.6 12.4 0.48

Mean 259 1.92 7.01 1.92 0.52 0.87 1.07 0.39 23.5 14.1 76.5 78.3 0.53
519 252 1.91 6.71 1.82 0.47 0.88 1.05 0.35 19.6 14.6 79.3 84 .8 0.63
520 271 1.95 7.53 1.92 0.46 0.88 1.09 0.35 26.6 16.4 73.2 81.6 1.27
521 269 2.00 7.89 1.96 0.50 0.92 1.14 0.37 24.6 16.3 08.6 98.6 0.57
522 257 1.97 6.71 1.98 0.48 0.95 1.11 0.41 19.7 15.3 73.2 68.5 1.09
523 307 2.00 9.84 2.25 0.53 1.07 1.30 0.46 27.8 17.6 76.1 80.4 0.69
524 252 1.81 6.74 1.73 0.46 0.81 1.03 0.29 23.9 14.1 ©9.9 68.1 0.47
Mean 268 1.94 7.57 1.94 0.48 0.92 1.12 0.37 23.7 15.7 73.4 80.3 0.79
531 292 1.93 9.02 2.17 0.54 1.08 1.14 0.48 22.6 16.1 89.8 1.7 0.42
532 220 1.85 6.04 1.71 0.48 0.80 0.96 0.30 22.8 15.9 77.8 77.1 0.67
533 293 1.96 8.56 2.04 0.52 1.01 1.16 0.24 25.4 13.9 61.3 88.2 0.67
534 258 1.85 7.77 1.97 0.52 1.00 1.11 0.43 24.5 14.8 78.7 79.1 0.43
535 298 1.91 9.21 2.22 0.59 0.95 1.14 0.44 23.4 18.1 76.8 86.0 0.59
536 217 1.91 5.68 1.53 (.40 0.80 .92 0.29 19.7 11.5 76.0 84.2 0.47
Mean 263 1.0 771 1.94 0581 094  1.07 041 231 151 767 821  0.54
543 208 1.83 5.92 1.58 0.45 0.74 0.96 0.40 21.2 14.2 69.1 63.6 0.47
544 223 1.88 6.34 1.67 0.53 0.77 1.05 0.48 23.5 16.5 70.3 87.5 0.61
h45 378 1.82 9.59 2.12 0.58 1.00 1.13 0.59 30.4 17.1 76.9 65.1 0.47
546 263 1.90 7.84 2.28 (.46 0.97 1.15 0.37 24.2 20.0 72.8 81.5 0.50
547 266 1.76 8.25 2.11 0.49 0.98 1.06 0.406 25.5 17.4 80.5 77.3 1.27
548 208 1.88 5.75 1.64 0.41 0.78 0.93 0.36 18.6 12.4 58.3 56.1 0.55
Mean 249 1.85 7.28 1.90 0.49 0.87 1.05 0.44 23.9 16.3 71.3 71.9 0.65
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Appendix 39 [ndividual relative organ weights of male rats treated orally with 2,4-dinitrophenol during 18 days from 4 days of age to weaning
{8bdays of age>

Dose Animal B.W.  Brain Liver Kidney Spleen  Heart Lung Thymus  Thyr. Pitui. Adrenal Testis Prost. Semi.v Epidid.

(mg/kgnumbers @ @ ®  ®  ® @ ® % g meH) @)  ® B ® ®
0 007 494 0.42 3.15 0.70 0.15 0.29 0.32 0.09 5.9 2.8 16.2 0.71 0.16 0.36 0.27
008 451 0.45 2.80 0.62 0.17 0.29 0.31 0.13 6.5 3.0 14.5 0.71 0.13 0.44 0.25

009 471 0.46 2.85 0.75 0.19 0.28 0.32 0.11 5.8 3.3 13.9 0.76 0.09 0.43 0.28

010 466 0.42 2.89 0.66 0.16 0.29 0.34 0.14 6.1 2.8 12.4 0.76 0.12 0.30 0.27

011 494 0.42 3.37 0.63 0.17 0.29 0.29 0.09 6.5 2.3 12.2 0.63 0.10 0.41 0.22

012 485 0.43 3.06 0.65 0.17 0.29 0.32 0.09 5.5 3.1 15.4 0.76 0.12 0.50 0.26

Mean 477 0.43 3.02 0.67 0.17 0.29 0.32 0.11 6.1 2.9 14.1 0.72 0.12 0.41 0.26

3 019 420 0.47 3.0b 0.70 0.16 0.32 0.35 0.11 7.9 3.7 14.1 0.80 0.14 0.42 0.27
020 437 0.48 3.06 0.68 0.19 0.32 0.3b 0.14 6.7 3.1 13.7 0.74 0.10 0.48 0.28

021 471 0.45 3.35 0.66 0.21 0.31 0.36 0.12 6.7 3.1 16.1 0.76 0.15 0.32 0.27

022 511 0.41 2.94 0.66 0.17 0.28 0.32 0.12 7.0 2.7 14.4 0.72 0.12 0.33 0.26

023 443 0.47 3.38 0.70 0.19 0.32 0.31 0.09 6.7 2.9 14.3 0.75 0.11 0.41 0.25

024 455 0.46 3.09 0.69 0.15 0.32 0.35 0.11 5.6 2.7 13.8 0.67 0.10 0.39 0.23

Mean 456 0.46 3.15 0.68 0.18 0.31 0.34 0.12 6.8 3.0 14.4 0.74 0.12 0.39 0.26

10 031 168 0.47 3.30 0.63 0.17 0.32 0.31 0.12 7.4 3.0 14.1 0.73 0.12 0.47 0.25
032 427 0.50 2.97 0.75 0.20 0.29 0.34 0.12 6.6 3.4 16.8 0.81 0.16 0.43 0.30

033 493 0.42 3.78 0.69 0.17 0.30 0.31 0.13 5.6 2.6 13.9 0.65 0.10 0.38 0.24

034 449 0.46 2.73 0.69 0.16 0.33 0.34 0.11 7.3 2.9 12.0 0.68 0.12 0.44 0.23

035 442 0.50 3.34 0.66 0.19 0.29 0.32 0.12 6.3 2.9 16.5 0.83 0.13 0.40 0.31

036 47 0.46 3.08 0.71 0.16 0.30 0.35 (.10 6.6 3.0 15.9 0.76 0.17 0.55 0.28

Mean 454 0.47 3.20 0.69 0.18 0.31 0.33 0.12 6.6 3.0 14.9 0.74 0.13 0.45 0.27

20 043 410 0.49 3.18 0.77 0.17 0.31 0.34 0.11 6.9 3.4 15.3 0.79 0.14 0.41 0.28
044 464 0.44 3.32 0.72 0.17 0.35 0.33 0.12 5.8 3.0 13.7 0.79 0.13 0.48 0.28

045 460 0.40 3.23 0.72 0.16 0.30 0.32 0.13 6.9 2.8 11.8 0.71 0.13 0.39 0.23

046 438 0.42 3.07 0.70 0.18 0.29 0.33 0.08 7.0 2.9 12.9 0.76 0.10 0.37 0.24

047 466 0.46 3.09 0.64 0.20 0.28 0.32 0.14 5.3 2.6 13.8 0.76 0.10 0.42 0.28

048 392 0.48 2.71 0.68 0.16 0.28 0.35 0.09 6.8 3.1 17.0 0.81 0.14 0.58 0.28

Mean 438 0.45 3.10 0.71 0.17 0.30 0.33 0.11 6.5 3.0 14.1 0.77 0.12 0.44 0.27
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Appendix 40 Individual relative organ weights of female rats treated orally with 2,4-dinitrophenol during 18 days from 4 days of age to weaning
<85 days of age>

Dose Animal B.W. Brain Liver Kidney Spleen Heart Lung Thymus Thyr. Pitui. Adrenal Ovary Uterus

(mg/kg) numbers ® %) %) %) %) %) %) ®  (mg%  (mg%  (mgh)  (mgh) %)
507 227 0.84 2.68 0.75 0.24 0.35 0.47 0.16 7.7 6.2 37.0 35.9 0.19
008 243 0.74 2.71 0.73 0.20 0.35 0.42 0.14 10.0 4.7 28.1 34.5 0.22
509 262 0.74 2.73 0.77 0.21 0.34 0.40 0.15 9.3 5.8 31.2 28.4 0.19
510 280 0.71 2.58 0.73 0.17 0.31 0.37 0.16 9.3 4.8 254 26.0 0.20
511 289 0.70 2.74 0.70 0.21 0.34 0.42 0.19 8.4 5.3 26.1 29.6 0.23
012 251 0.75 2.82 0.77 0.20 0.35 0.43 0.10 9.7 6.1 31.3 28.8 0.19

Mean 259 075 271 074 021 034 042 0.5 9.1 55 299 305  0.20
ol9 252 0.76 2.66 0.72 0.19 0.35 0.42 0.14 7.8 5.8 31.5 33.7 0.25
520 271 0.72 2.78 0.71 0.17 0.32 0.40 0.13 9.8 6.1 27.0 30.1 0.47
521 269 0.74 2.93 0.73 0.19 0.34 0.42 0.14 9.1 6.1 25.5 36.7 0.21
022 257 0.77 2.61 0.77 0.19 0.37 0.43 0.16 7.7 6.0 28.5 26.7 0.42
523 307 0.65 3.21 0.73 0.17 0.36 0.42 0.15 9.1 2.7 24.8 26.2 0.22
024 252 0.72 2.67 0.69 0.18 0.32 0.41 0.12 9.5 5.6 27.7 27.0 0.19
Mean 268 0.73 2.81 0.73 0.18 0.34 0.42 0.14 8.8 5.9 27.5 30.1 0.29
031 292 0.66 3.09 0.74 0.18 0.37 0.39 0.16 7.7 5.5 30.8 26.6 0.14
532 220 0.84 2.79 0.78 0.22 0.36 0.44 0.14 10.4 1.2 35.4 35.0 0.30
533 293 0.67 2.92 0.70 0.18 0.34 0.40 0.18 8.7 4.7 20.9 30.1 0.23
534 258 0.72 3.01 0.76 0.20 0.39 0.43 0.17 9.5 2.7 30.5 30.7 0.17
535 298 0.64 3.09 0.74 0.20 0.32 0.38 0.15 7.9 6.1 25.8 28.9 0.20
536 217 0.88 2.62 0.71 0.18 0.37 0.42 0.13 9.1 5.3 35.0 38.8 0.22
Mean 263 0.74 2.91 0.74 0.19 0.36 (.41 0.16 8.9 5.8 29.7 31.7 0.21
543 208 0.88 2.85 0.76 0.22 0.36 0.46 0.19 10.2 6.8 33.2 30.6 0.23
044 23 0.84 2.84 0.75 0.24 0.35 0.47 0.22 10.5 1.4 31.5 39.2 0.27
945 328 0.55 2.92 0.65 0.18 0.30 0.34 0.18 9.3 5.2 23.4 19.8 0.14
546 263 0.72 2.98 0.87 0.17 0.37 0.44 0.14 9.2 7.6 27.7 31.0 0.19
047 266 0.66 3.10 0.79 0.18 0.37 0.40 0.17 9.6 6.5 30.3 29.1 0.48
548 208 0.90 2.76 0.79 0.20 0.38 0.45 0.17 8.9 6.0 28.0 27.0 0.26
Mean 249 0.76 2.91 0.77 0.20 0.35 0.43 0.18 9.6 6.6 29.0 29.5 0.26
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Appendix 41 Individual body weights of foster mother rats that reared pups treated orally
with 2,4-dinitrophenol during 18 days from 4 days of age to weaning

(g)

Animal Days of age Gain
number 4 10 16 21 4-21
601 297 313 327 317 20
602 277 298 312 300 23
603 354 359 356 340 -14
604 340 349 367 347 7
605 314 328 345 326 12
606 319 327 3563 336 17
607 293 315 329 311 18
608 287 305 302 309 22
609 321 338 352 335 14
610 325 347 367 335 10
611 327 340 348 344 17
612 323 350 359 344 21
Mean 315 331 343 329 14
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Appendix 42 Individual food consumption of foster mother rats that reared pups treated orally
with 2,4-dinitrophenol during 18 days from 4 days of age to weaning
(g)

Animal Days of age
number 7 13 19
601 51 68 73
602 52 78 78
603 56 73 91
604 54 72 79
605 57 81 75
606 56 79 89
607 49 67 71
608 44 62 76
609 57 74 84
610 49 87 75
611 50 68 76
612 o0 72 69
Mean 52 73 78
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Appendix 43 Historical baseline data of the Crj:CD(SD)IGS strain male rats on the
hematological and biochemical parameters

22 days of age 85 days of age __
Parameters Mean Normal range®’ Mean Normal range®
Hematological parameters
Erythrocyte count (10%/ L) 513(69) 443 ~ 583 849(103) 785 ~ 913
Hemoglobin concentration (g/dL) 10.2(69) 8.3 ~ 12.1 15.9(106) 14.6 ~ 17.2
Hematocrit value (%) 32.7(69) 27.7 ~ 37.8 45.3(106) 42.2 ~ 48.4
Mean corpuscular volume (pg) 64(69) 58 ~ 70 53(106) 50 ~ 56
Mean corpuscular hemoglobin (fL) 19.9(69) 17.6 ~ 22.2 18.7(106) 17.5 ~ 19.8
Mean corpuscular hemoglobin concentration (%)  31.2(69) 29.4 ~ 33.0 35.1(106) 33.7 ~ 36.5
Reticulocyte count (%) 223(69) 171 ~ 274 26(103) 16 ~ 36
Prothrombin time (sec) 13.6(56) 12.6 ~ 14.5 13.0(106) 12.2 ~ 13.9
Activated partialthromboplastin time (sec) 14.7(60) 12.8 ~ 16.5 18.2(106) 15.9 ~ 20.5
Total leukocyte count (102/uL) 24(69) 10 ~ 53x 77(104) 42 ~ 112
Platelet count (10*'/uL) 157(67) 127 ~ 187 127(106) 104 ~ 150
Biochemical parameters

Lactate dehydrogenase (I1U/L)x 482(53) 241 ~ 965% 345(59) 174 ~ 678%
Glutamic oxaloacetic transaminase (IU/L) 118(53) 91 ~ 144 78(60) 58 ~ 98
Glutamic pyruvic transaminase (IU/L) 32(53) 17 ~ 47 39(59) 23 ~ 54
Alkaline phosphatase (IU/L)x 978(53) 673 ~ 1282 479(60) 226 ~ 731
v -Glutamyl transpeptidase (IU/L)x 0.85(48) 0.24 ~ 1.46 0.67(60) 0.16 ~ 1.19
Cholinesterase (IU/L) 90(33) 63 ~ 127 47(48) 22 ~ 13
Total protein (g/dL) 4.74(53)  4.18 ~ 5.30 6.32(56) 5.65 ~ 7.00
Albumin (g/dL) 2.96(53) 2.59 ~ 3.32 8.22560) 2.73 ~ 3.71
A/G ratio 1.67(53) 1.32 ~ 2.02 1.05(60) 0.83 ~ 1.26
Total cholesterol (mg/dL) 82(53) 57 ~ 116% 73(60) 41 ~ 105
Triglyceride (mg/dL)x 40(53) 16 ~ 95x 71(60) 16 ~ 127
Phospholipid(mg/dL) 122(48) 93 ~ 160% 117(59) 69 ~ 164
Glucose mg/dL% 113(53) 72 ~ 155 143g§02 AlQl ~ 18§r
Total bluruom (mg/dL) 0.40(53) 0.30 ~ 0.49 0.29(58) 0.23 ~ 0.35
Urea nitrogen (mg/dL)x 12.3(53) 1.9 ~ 22.7 15.2(60) 10.3 ~ 20.1
Creatinine (mg/dL) 0.42(53) 0.29 ~ 0.55 0.58(59) 0.47 ~ 0.69
Calcium (mg/dL) 9.8(H3) 9.0 ~ 10.6 10.0(53) 9.2 ~ 10.7
Inorganic phosphorus (mg/dL) 9.1(53) 8.0 ~ 10.1 7.1(56) 5.9 ~ 8.4
Sodium (mEq/L) 143(46) 135 ~ 150% 144(60) 138 ~ 149
Potassium (nEq/L) 6.80(52) 5.42 ~ 8.19 4,83(60) 4.10 ~ 5.56
Chloride (mEq/L) 106(49) 101 ~ 112 104(60) 99 ~ 109

a) : (mean—2S.D.) ~ (mean+2S.D.)
( ) : Number of animals
* : Calculated from log-transformed data
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Appendix 44 Historical baseline data of the Crj:CD(SD)IGS strain female rats on the
hematological and biochemical parameters

22 days of age 85 days of age ‘
Parameters Mean Normal range® Mean Normal range®
Hematological parameters
Erythrocyte count (10*/uL) 532(65) 455 ~ 608 806(102) 760 ~ 852
Hemoglobin concentration (g/dL) 10.6(66) 8.6 ~ 12.7 15.3(104) 14.2 ~ 14.4
Hematocrit value (%) 33.7(66) 28.2 ~ 39.3 43.4(104) 40.8 ~ 46.0
Mean corpuscular volume (pg) 63(66) 57 ~ 69 54(105) 51 ~ 56
Mean corpuscular hemoglobin (fL) 19.9(66) 17.7 ~ 22.1 19.0(106) 17.7 ~ 20.3
Mean corpuscular hemoglobin concentration (%) 31.5(64) 30.2 ~ 32.8 35.3(106) 34.0 ~ 36.6
Reticulocyte count (%) 207(66) 151 ~ 262 22(104) 12 ~ 33
Prothrombin time (sec) 13.4(54) 12.3 ~ 14.5 13.4(102) 12.2 ~ 14.7
Activated partialthromboplastin time (sec) 14.1(60) 12.0 ~ 16.2 15.7(98) 14.1 ~ 18.0
Total leukocyte count (10%/uL) 24(66) 13 ~ 47x 45(104) 19 ~ 72
Platelet count (10*/ L) 153(66) 112 ~ 195 131(105) 101 ~ 161
Biochemical parameters

Lactate dehvdrogenase (IU/L)x 471(53) 236 ~ 938x 346(55) 190 ~ 627
Glutamic oxaloacetic transaminase (IU/L) 118(53) 94 ~ 148x% 76(57) 56 ~ 104x
Glutamic pyruvic transaminase (IU/L) 27(53) 15 ~ 46% 33(55) 22 ~ 47x
Alkaline phosphatase (IU/L)x 958(53) 661 ~ 1388x% 335(58) 164 ~ 507
v -Glutamyl transpeptidase (IU/L)x 0.93(48) 0.36 ~ 1.50 1.63(58) 0.63 ~ 2.64
Cholinesterase (1U/L) 89(32) 67 ~ 118 441(58) 148 ~ 734
Total protein (g/dL) 4.87(53) 4.39 ~ 5.36 6.40(58) 5.78 ~ 7.02
Albumin (g/dL) 3.08(53) 2.72 ~ 3.43 3.57(58) 3.15 ~ 3.98
A/G ratio 1.73(53) 1.36 ~ 2.09 1.25(58) 1.00 ~ 1.50
Total cholesterol (mg/dL) 86(53) 47 ~ 125 85(58) 58 ~ 111
Triglyceride (mg/dL)x 38(53) 15 ~ 95x 24(58) 10 ~ 56x%
Phospholipid(m /dY) 120(48) 79 ~ 154 141(58) 108 ~ 173
Glucose mg/dL% 117(53) 79 ~ 154 134(58) 108 ~ 160
Total b1111u01n {(mg/dl) 0.38{53) 0.36 ~ (.46 0.29(58) 0.23 ~ 0.35
Urea nitrogen (mg/dL)x 13.4(53) 4.1 ~ 22.8 15.0(57) 10.5 ~ 20.3
Creatinine (mg/dL) 0.41(52) 0.29 ~ 0.53 0.61(55) 0.52 ~ 0.70
Calcium {mg/dL) 10.0(53) 9.4 ~ 10.0 10.0(@8) 9.3 ~ 10.7
Inorganic phosphorus (mg/dL) 9.5(53) 8.4 ~ 10.6 6.7(58) 5.3 ~ 8.1
Sodlum.(mEq/L) 141(47) 136 ~ 147 144(98) 141 ~ 147
Potassium (mEq/L) 6.98(52)  5.67 ~ 8.29 4.61(58) 4.04 ~ 5.19
Chloride (mEq/L) 106(52) 99 ~ 112 104(58) 101 ~ 107

a) : (mean—2S8.D.) ~ (mean+2S.D.)
( ) : Number of animals
* : Calculated from log-transformed data
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