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Z

2, 4Taert-TFN Tz /) - NVOLEHICETI2ESRRRO-BEL T, WEHMHATOD
Crj:CD(SD)IGS T v h#HAERIZ, 0 ), 5, 40 RN 300mgkg OFHET 4 HEENS 21 HBE
T 18 HEIREROKEGTD L EbIC, BREHRE®ETH 63 HRE 85 B E OBUB CREL 2
MEREZITY, TOFRHICOWTKRE Lz, B3, 1 BMES 1281, &8EKE 22 H
BT, BROZSS HBTHRLE. /2, MBS v FOBHRBRMEE LR THERZ®REL,
LIFO#RZR/ .

BEHRICHE 2 FIROME 1 FI2 %S 7 AL T Lz, —MRIREETIE, 300 mgkg B#TH
HEHOET, BRIEED D VIIFBE TSRS OMMICRD 5Nk, AETIE, 300 mgke #
DM THRS MRS MNENED SN, BTRZOBBEMETHESE L2, HTIIEEZR
L7z, #BfHETIE, 300 mgkg B TREMMK T 4 RICHETRONZD 5Nz,

REMURE R EEBRERE TR, REEMIGNIIHE > T 300 mgkg B OMH TREAER
S IBRRBAZ DSBIE K O 300 mg/kg B OMERETHE - IEMIR S O BM USRI 5 HFAERD 51
7z.

REBRETIE, M EDITELTZD NN

MEFEHRE T, 22 A RSHIRK TE)ICB T 300 mykg B Ol T ifit/MIE O N
BN 5Nz,

MEAELFERRE TR, 22 Bt (REHIRE TE)ICHBWT 300 mg/kg HOMM TRELE,
LYV E L, GOT, v-GTP KX BUN OGN A/G tb, ALP, bUZYEITA RRUIT IV
I—ZAQRDMED SN, 85 HEETIX, 300 mgkg & OMET 22 Hifh & [HRIC BUN O HIAE
oRo¥ g xal

HRTIE, 22 B GREHRKRTREHICBWT, BROEEN 300 mgkg B OMMICH SN
85 HEh Tid, BREOKB GBI 300 mg/kg B ORICHA SN,

BEEETIE, 22 HE GEHMKTEDICB W TIFROERMEMAS 300 mg/kg # O K
40 mg/kg BOMEICEED 5N, BROEREMNL 300 mgkg BOMBEICRD SN, £z, BEOD
BEBER/DHY 300 mg/kg BEOMITERD STz

FREMAYIRETIE, 22 O GRS TRDICHBWT 300 mykg B OMEH % 40 mg/kg
#OME O JFFIE TPIIRE B OB OISR AN A 51, 300 mg/kg B MR O B T HEIE



PPL st &5 &: 49814

RAE, TR, EOEOBIKIESD 5T ESEEARSD 517, 85 0T,
BRI CFEEERAEONN, ROTOLE, ) /AROBED 5L 2R LH
300 mgke BOHICHED 5N, BAEOEEGAROM bED5NE, LaL, FRTH.
Fo 7 < BLRED BNT, EEEAED S, £7-, BROBKCOLTS, BEL M
£ 55 L GHIE T TIRIFREEETH > - b0, 85 @I S /ERIEE D Bl
B LT B B E ST,

UEDZ ENS, ARBEHTTOERZEERIS, B T40mgke, MTIE Smygkg EEZ 5N,

BRI LB EE L SNBBIE, KICEBLE 24Tt TFIL T ) — DTy
MoBU s 28 HEKERSELRE (RBED: 29846, BREHF 77— L+ 38K FU—
) EHBT B E, HEBHTIE 300 mekg ORETREEATAELTHD, EAERMINH S
BHSNTHD, HEARNBEER L.

BRI THORBIC B L TOIFBR BB Th > 7o, ZOBIOEMNRES >TWED,
BEMASSTOE, TrbB, TR BT 8T PR I 0 RS 2 e 25
ENEDITH L, IR BRI MR O OFFIIIEA Tho . BRI BT
B CIESED ERRIER ORI EI TS D, RRTIEE %< H5NTH.
2 DB OB OREEH 5 TR 724, SEBY TR EHRET BUN A
Lo TWB T EEEETEE, BRICBYABIEENPEIRRED bAE N EER SN,
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2, &Tuaert-TFNT x ) N OREHICHET 2FEHRKRO-BLLT, WEMBTOS v b

HARIZ 4 HENS 21 HIMET 18 HEINEROKRETSEEHIC, B5HMKTE 63 HEHE
85 QBT O ENAECRELANSREEFT, ZOERICOVWTRHLE. £/ B5hri
BERERT v b OBHRERG & B L TS EREL O TRET 5.

1.

al B M OB & Y 5 ik

wBRME

B o 2 Ve T F T~ (Lot No.
LN ERBRICHEA L. FEBWEIIHE 99.67%, 5 T8 20632 OREBBOEKTH S
GEATER 1-1). RBREMPORBMEORERICDOWTIE, HB5HMK THICERKROERY
B PR OMERERICTAIRT 2 2 &K DR L2 GREEE 1-2). #kicidao—2F 1)
(FHhIATF AT HRREH, LotNo. VOFISINZ[HA L. Iod, HBRWEIIZER, EXTT,
A= FAMIEERTENTNHBRYEEDOREEITRF L.

141 P B B OV B e

Crj:CDSD)IGS T w b (HAF v —)L A «- UN—#¥REDOFREEHZER 13 HT 20
AL, 2 BRORE - BHtZiT-o7. ZOMBRICH%EE, WERK, BBMETH
ERO—RIREOBEEDI<EH 1 H 1 BT, BEYOEKEEAME 3 KT BHICHE
L7z, ZOMOBRTRESBONZHERIEE 48 LN ERIRER CHERR O BT
FeErENY) 12 IUABR L7z, REBBROFHAERIT 4 BT, FEIHES 103-116g, HEAS
95~113g ThHo/. BWITIRE 2422°C GrA®ME 21-27°C), A 55%10% (FA#MA
35~75%), FRU 12 B CFAT 7 Be-08 7 ) RO SR 13~15 MRS RRE L2 NY 77—
A5 L A KB AEE 2 BHTHELE. BRLINIKRE (kU1 h7 V-2, BEFv—)b
A - UN—HREH)E ANZRY B —RRA B —2 (W265 *H185 *D425 mm)IZ 38 1
VC R O AEVOMEMESS 4 DLEE O TINEL, #MFLE 22 HIUBIEAT L AATF—ILH|
A= (W260 *H200 *D380 mm)iZ B4R 1 IR INZE U7z, 7243, AR U 0 BE O 2
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I3Em 25°C, ®iK 21°C, BEOEREIIRS 80%, RIK S0%TH-o/z. MEHISTERIR
AL -EREE MF, 3 LY NVEBERTEGRNSE, SOKIKEREERF Y Y
LZEEHM K 2ppm) LIZHFKZHEARICL D ENENERICBREI 2. @BHIIOWTIE
MEEABRERDONE 2 F—I0T, BRI DODVWTIEIRAREBBE B ¥ —iC
THIZTY, WINLHBFEBIIBEES L TWE I E2HR L. b, FAEBMIEEX
SEHLEZBOZEAL, F—VRERORYI—RRA M —JHEEIT 48R 1 |
LE, ZF D VAZRF— )& —DF 28I 1 BEAL, RYH—RFRA1 bR —TRUKE
KIRVE 1 EELE, ZMiE 3 B EOBETRHT S LI, MEZEIXERERL, M
BEERLEZEY STHERLE.

. RBREEMERR, 5 BREORWMK O T
BB 2 TRITR L.

R BHR| BORRE R R, 8 F B l
(mg/kg) (%) (mL/kg) o BEILMSSRRG] | ERRLSREE E R Bt S
(22 Hig#B) (85 H#pSlm)

e 6 6 601~606, 607*~612*
KRR 0 0 > Q 6 6 651~656, 657*~662%
O 5 o1 s |9 6 6 613-618, 619%~624*%
' Q 6 6 663~668, 669*~674%
7 6 6 625-630, 631%~636*
TEARE 40 08 > Q 6 6 675~680, 681*~686*
e P P 637~641, 642%~644%,

ERER 300 6 5 647*, 648%
Q 6 6 687-692, 693*~6984

*:85 HIMCHIR L 281, BEAROREZERT 5 FE TH o/ 300 mgkg B DO 2§ (No. 645 K
Y64 N Lz d, BEARICHBRT S TFETH > ZRED 1 6] (No. 642) 2B B OBREICH A

L7

BERIZ, Ty FEAVWCERERELEFHRAR (R58:0, 20, 100 RO 500 mgkg) DS
BENGHRELE. bbb, YR TIE 500 mmg/ke #OMBETERESHOEKT, ERTFR
EOKREBETFRENB LN, £FFET L. F/, 100 mykg B ORE#E THRERZ OISO
BEIEmARRD 5Nz, Lo T, R TIE, 300mgkg 2@mAREL, LTS8 Z
Ho T 40 RN 5Smgkg ZREL .

BN, HERD 3 HiE (OB Z 0 HEE LTRSS ERATIT /2. 378b5,



PPL &R & & 49814

3 B OF A RICHERNROERES Z T THREZREL, ZOB, 1BY%Z00HER
BRI DRV DRPL WL ORBEM T LB LE. RiC, BlELZKREEEICES
EREERMCEATERITRO DT 2. £z, 26K, BEREROWEIRE ORI
Z 12 IR, #oUROFEROWMEICHEA L. BBYANOHERDED Y TIITRDOL
DIfTole. BB, BRROFERKOBEYNIRBRN SR L.

" BEBMEE K OEIS TRE
OB 22 R ERD 85 Aty
77 1101 102 [103 [104 [105 [106 |107 |108 [109 [110 [111 [112
11ttt ]1]17]1
M HB
AOROH el vt Tttt ]1]1
1t ]ttt ]ttt ]1]1
& R el i1 1111111171
1t {1 {1t {111t {1{1{1[1]1}]1
P R A ettt vttt 1]1]1]1]1
. gl ]t {1ttt 7111
CIEE R el 1ttt ]t ]ttt ]1]1]1
. BERBE RS AL

5L, OECD REBIEH A FIA4 VICHL, £RFREINSE P NOBRERKD—D
THHREOHBEE L. HECRBEEZAY, 4HH2521 HEETLH 1B, 18 HEKRE
BEL/Z. #E5EFRIT Smlkg &L, BARZEORGREIEHFOREZECEHL . X
B3R 2 ERICR G L.

HABOREZERBLZBMIOVWTIE, H5HEKTE, 63 HMEULBETHE L.

. BB KON R E OB R OGRS

BBRMEEEORE GMIERETNELDZLIICI—2FMINVICERL, B 1 BOSE
THELZ. BELLERDER, FERBENOREREEZICRE L ZWREICREREL
7=, BN ANATIVCANEZEZERDED 01 R 20wN% I — 2 F A VAR, =R
BOLT 8 HRIZRETHS (RHIEHR 2). £/, YEICHEL ZFREORSRIIDVWTRE
BEEITV, REREOFEFEHEMA ESRLUNICH D L 2R L2 RTER 3).




PPL A& E: 49814

6. B, BRARUVEEOHENNIHIE
) —RCREBEBERN MR E R OB RHRE
—MRBOBR RO EFOHRZ, BEARET Q1 HEE T ; 5 HMP)3E B %58,
BE&O 20, BEAE 22 HEHLURE  REHMK T 1B 1 BT 2. AEIZREEAE
BROZEO%ILE 2 BOESGTFRIPICREL, BERIIBARCE 2 ROEE T ICHE
ELTZ.

2) EESRE

HAvRE [4 B (%51 H)], £4% B HE (%55 H), WAL [10 B# %57 H)],
AT ROMRIRBR [15 i (%5 12 )], BRETE [21 B x5 18 B)), BREAHR
B WIREAR 42 Hils REHRKTE 21 B)] KOERDO [42 B GREHRK TR 21
] 2RELEZ. WINOHEBIZDOWTH, BETH >8R UREBEICE2ETEHR
HELE. b, BETR, BREAFEORSWRARKOEROICDOWTIEET HIZEEOH
EETHT.

3) BEBRERE

mEERKEEOCEMBHRS 5 His (%5 2 H)], REEEAED RS 16 Bt &5
13 NIROES RS [18 A (%5 15 DDV TKRELRZ. WTHhOHEBIZDWTS, B
HTHo ZEMILEBREICRSETEIREL .
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4) REME

118878 B, K#T —2Z2AWTHRl 8~ 12 ORI OFHREZERL =05,
FlERE 24 BB HERZHRM L /2. 728, HREOBEITHERERZICITY, ZOKIES
BOGAT. £, FREZEMTERVWERIEBERRLZ. REZ2T>-HBRVAE
ZL IR U Tz,

H B 53 B X3 FR
RE AZY F—HlE mL
R PIIRAYEIER
BEE KEMBETHE  OSMOMETER OM801, VOGEL #t Osm/kg
& BRIk REHrar, A=ty s T

Pto 4 EHEE 24 EREERZ AV THREL .
pH BRI 5~9
ERE AEHE — bt
VAN REHE — bt
rhfs RERHEIE — et
EULEY BRI — ettt
=ik BAE —~ttt
Tuvy =5y Bk <1, 1, 4, 8, 12mg/dL

DEO THHRIFBEREAWTILTA b Sa(ibME TEKASICIOBEL .
PRICHEE: REXL = fifPR 2 1500 ¥R/ T 5 RELOABEL, BoNBEZ28RL, UTOEETHEL

7.
— + ++ +++
bR A 18I 3FEAE IHEFIC3IEUL 108 |1 #HEiC 10 L 20|1 5z 20 @ E
i 158 S v
FRILER 1B 10 @A |1 HEFIC 10 F2E 301 BEFIC 30 L E 100(1 BEFICHRMERAE 2
RS 1B A i &2k, BEIKE
TEOERNATRERR
BE
£ R 1 #HEFIC 3@k |1 R%Fic 3 @ L 20 @|1 MEFIT 20 EHELLL 40)1 188712 40 HIL L
P S B % 15
M FTRTCOBFIZEE|[TRTORETT 1 L _ .
E
JEMAEICAE (1 MBI 10EKR (1 HIEFIiC 10 L L 2011 HEIZ 20 ELALE 30{1 BFICHESNERD
B AW B i BoDBEIRETE
DRERIN AT BETR BB
REER:x400 = RIBERE, BREER

5 IMKFRIRE

22 OB ; GG TR RO 85 BRI ERLZ. ROMNIVES—)V - F Y
™ L 30 mghkg ZERERICRE UTRHELZ0B, HBREBIREHE D MK 0.5~1 mL &5
Uk, MERBROBRAEICIE, Mik7Z EDTA2K 2 mg JIERME > (SB-41 X3 SB-44, L A A w27
ZAMAEMICHELEZD D ERA W, £, 85 HBEOEMIZID W TIRMEKRRE O LD
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AfC, MK 09mL ZHEL, 38%7 L 8> hU oA 01mL 2 ANZHBREICHEL,
3000 rpm T 15 /pEEOSBEEL TE SN M2 MREERREICA WL, B, i
H»S ISR B R, BREZToREERVOAEZUTFIIRLE.

H H RS B4
A i EREx BLREFBRHAR x10%/uL
FRimERE (RBC) EZERHAR x10%/uL
AEJOY & (Hgb) Oxyhemoglobin j% g/dL
AT MUy ME Het) MER pulse B B ERRHH R %
/i AR BLREBRHER x10*/uL

Li b SIEBIILEB B#MEKEER (Sysmex CC-780, I A A w7 AKASM)ZHWTHIEL -

HCt(%) 3
X 5 o 2 _ 7 %10
YR i ER AR RBC(10° AiL) fL.
. ] Hgb(@/dl) 43
AR IR €5k RBC(10° /ML) Pg
SR BRI €55 %‘j)ﬁ x10? %

L), @ Wintrobe DR L Ek1E% % RBC, Hgb KRN Het LD EH L 7-.

HMmERPERE (RMIRE 5 May-Griinwald-Giemsa %, %
IR AR Mk New methylene blue #34: {A 5 %o

B BRI RS FY U N ANERR S ERVWTRE L.

7L, @RARMEREORBEIBRKEADEMEITERL, RERTORM K
ooy kR BELERHAR »
EMLES O RTS AT R BELYER AR b

PLE® 2 HEI2BHmKEEREER (Sysmex CA-5000, Y A Ay 7 AKRESERAWTHIELR. 72
B, 2 BB OWTIRERL M- /-,
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6) ML AR

22 Hils(REALR ; RS WIMR TR KX O 85 BIGRFICER L /=, MRFHRE R OFimic 51 &
B, BAREIRERE &L &K 3mL)LzmikzE, ERTKH 60 2MKER, 3000 rpm
TIOEELCIBEL THEONSMEZAWE. BEZTOREERVOAEEZUTIORLE

HH IR HAr
WREHHE Biuret 3 g/dL
TINVTZ BCG ik g/dL
A/G Lk REAEERUTNVIICEIDEH
BYIYINVES Vanadate oxidation mg/dL
GOT UV-rate i TU/L
GPT UV-rate i% IU/L
V-INIINETIARTFY—F L-v-Glutamyl-3-hydroxymethyl-4-nitroanilide 28 ¥ TU/L
TIWHIR T ATy F—F p-Nitrophenylphosphate acid Z£# % TU/L
BavAso—)b COD-HDAOS % mg/dL
r)ZI)ESAR GPO-HDAOS j%, glycerol blanking 7% mg/dL
Y UReE Choline oxidase-DAOS i mg/dL.
FIWa—A Hexokinase-G-6-PDH % mg/dL
REEE Urease-GLDH 1% mg/dL
DVYFZ Jaffé i mg/dL
) PNP-XOD i% mg/dL
VABIZATNN MXB & mg/dL

LAED 16 HERBEIZTEE (7170, A&t A BWEMZR W TRIEL 2.

FThRUDA BRI mEq/L
FU T L BEHE mEqg/L
7 a--)y BRMEEE mEq/L

PO 3EBREREMERE VA, MRRAEETFIUT AN A AIINANZRHWTHEIEL
7.

7 Hikxr

22 B (BEARE 5B TR RO KD 85 Eﬁ%ﬁﬁz:%ﬁﬁbt. FIME T, RmEFEs
LY, HOeNCHEBHILTINTOBRERTHBICIOWTREODEELZHREBIKREL . &P
FEHFNC DN T HEKICEHRZ{To 2.

8) RIS EIRE

22 b EEALE ; MEMRK TE RO KR 85 Ok ICER L. TROREE - Mty
IR RE A2 10% PHBE R K (2720, IBEKIT 25% 2705 =)7L TE
REKT, BEEAUBR AT T 7 AR THIER TEEL TRELZ. MEREVOS AR
WCOWTIRNST 74 DR ELEDSE, AT EFID 2 - IV HEREZKL TERL,
RENDDSNTZHE - BRITERENCHAERICOWTHERLZ. dabb, 22 HE T,



PPL Ff% iR E: 49814

Frigiz e OB INA T 40 mg/kg BN 5 mg/kg B, BIEZE 40 mgkg IZDWTHBREETH -,
85 HisTId, Bli&Z 40mgkg HICDWTHBRERfTo L. FEIZ, BPETHICOVTHRE
EEEL, RIRMERERMLICOWTHRELE. /2, HFRICBWT HE $E TZEMLHH
5N, —HOEMW GHBE M, No.601 KX 602, 300 mgkg B D, No.637 KX 638
WRTEFFRTEHOME, No.693)IZ DWW T Oil red O eI L BIEH DA ZTT- /=,

ik e ik

TEE B

FRIR R ke

TR FER

it REXZE0) BRLE

)i JRER

R WIRKSREERE - #

. RRHFRYALE

FE, BERE RRE (FEREBEZERL), MKRFHRE, MRELCFNRE, BEEEK
VHFERBEBEERIIDOVTRE, SR ILCTFHHEIEREREZEZRD, £7, SBOE—H%
Bartlett {KIC K DRREL 2. FHDYE—25HE1 Dumnett DL BEBREEHNT, RixdH
B3 Steel DL EILERTEE AV THEH & OB ZT> 2. EEMUREREGHEIREUR
2250 %100] & B R AER A AR [(R S REBUBRE R BO*100iC DWW TR REIC K D, R
BFWREIT DWW TIE, Mann-Whitney ® U BREICK DB L7z, WTNOREIZBWTH
BREAEEZ 1T RVS5SRE L.

Al BR OB A

. —RRIREE

— IR EE DBIELHE B A Table 1 X U)X Appendix 1, 212/ L7=.

300 mg/kg B CIE, BIEHOKTARSHEE ORERICHEZFICHSNZN, EH
MAEIFENEL, BTIERS 6 HET, MTI3RS 7 BETIKHELRE., F£z, #RT%
M EREH ORERICHETIZIM, MTIZ 10 FIZASNEZR, BEHMNSIIFENELT,
HEBHICEE S HETICHE L2, BERIARICE, IS OERICMA TH 1 FITEHRIRE

- 10 -



PPL mi& s 49814

ToREOENZ. INS5DI5, M2 HAKE 3 HRY 4 HICETKREBTRRA SN, M1 4
b5 7 HIETRETER SN,

. KE

{KEHER % Fig. 1 KU Fig. 2 M ONT Table 2 fo OX Appendix 3, 4 iZR L7z,

300 mg/kg BETIE, BMTHREMHMKE TH 21 BET, HTHS 18 HETHEMNFILRD 5
N, TOBRDHETRIESHMKTRG HETHRBETHSB L. MTORSHMKTRIAE
THEIMISIERDED SN 2h, FORIIEEZRLZ.

. BHEE

BERLE (R 5HIE TR OEBHEEOHR % Fig. 3 KU\ Fig. 4 3 0N Table 3 & TN Appendix 5,
6 1ZRLTZ.

300 mg/kg B TIE, HEGHEKTHE 4 BT TEHADED 51, M TEHABEmAZED 511
728, TORITASHEBEIED SN T2,

. REMURE

WAL 5 % Table 4 2 U8 Appendix 7 {277 L 7=.
300 mg/kg B OB TIIRERBUR M RERDOEENED SNz,

. BREHEERE

L5 % Table 5 20X Appendix 8 iZR L 7=.

300 mg/kg BEOMERET, B EIEMHNOBRERISIEET S HAN D shik.

ZDED, Smgkg BOMT, mEERRFENERICHEEHISEZ oD, BENESE
Bbhinr.

. RERE

7T R % Table 6 27X Appendix 9, 10 1Z/RL 7z,
M & B IZTEIEERD s N Tz,

11 -
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7. iR |
22 His (5 MK TR OMERE R % Table 7 KON Appendix 11, 121271, 85 HEB DK
EH5 B % Table 8 J 71X Appendix 13, 14 {ZRL 77,
22 HERTIE, 300 mg/kg B OMEHE T fn/MREDEINERIAERD S 7z,
85 HEnTId, 40 KU\ 300 mg/kg B D THEIROBANRD SN72AS, SIHZEHEN
DEHTHY, EHENERIRNEZZ 5N,

8. MKA(CEAIRE

22 B GR5HRR TR ORER R 2 Table 9 KX Appendix 15, 16 17570, 85 HB OB
2 #E B % Table 10 F OX Appendix 17, 18 IZ;R L 7=,

22 HE T, 300mgkg #OMM THREDE, VI EZ, GOT, v-GTP, BUN KUE
B O OEMOIEIMERNENT A/G b, ALP, MU VUEIA RERZ)I)IVI—ZADHEH»X
BEAMERNED Sz, ZOEH, 40mgke BOBTHI I U LD, 300 mgkg #H O
HETHPUDLAQEMMALNZE, HEEOBEENZVD, MOBMEIZELHTRNEY
REBTHO, HRMERS EOBEBIIR N &Rl sk,

85 H#R Tid, 300 mg/kg # O T BUN OEINAFED SNz,

9.

22 Hith (5 HMR TR R NERHRFETH ORER R % Table 11 XN Appendix 19, 20 IZ/R
L, 85 HEORERE % Table 12 KON Appendix 21, 221U 7.

22 HEHTIE, BROKREN 300 mgkeg BOKE 1 FIiC, BRAFRBEOHOHE 1 FIKROHE 5 #
IZHLNTZ.

BWHFETHITIE, MORSTREIIAY 300 mgkeg BHOH 1 Hlic, MOBERELNFEEOHND 1
A5 N, MOBREHREZRLZFATIE, ZOENIBERIGE, BEHORICXSEH,
IBER OB R EZE B ORAMATH S 317z, 300 mg/kg BEOME 1 FlIIZKKIC R IR BTN
Doz, LML, WINBHEBEMERS SISEECRWERLEEZ SNz,

85 A TIE, BROIKEABBEA 300 mykg B O 1 FlIZ, KBROEKIKOFR Lk /N
L7 40 myg/kg BEOHE 1 FlIcH 5N, BROWDAAHEEORK 1 HlIZAH SN,

- 12 -
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11.
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HEER

22 B L5 MR TR OBIER B % Table 13 & X Appendix 23, 2412, 85 Qb DRIERE
5% Table 14 & U Appendix 25, 26 IZ;RL, BRHPIETHIDBIE R B % Appendix 27, 28 7R L
.

1) 22 His GXEHIME T

T, ENERRUHMEROBEMGIEIERA 300 mg/kg B O & X 40 mg/kg
BHOMICRO LN, BT, #EWNEERCHENEEOEMNOIEMERAL 300 mgkg BED
MR 5N, T, MR TS EER CHMEROREDH 300 mgkg B O@#IZERD
Sz,

ERDIEA, 300mgkg HOB TR, LEBEAVDRIBOHEGSEROEADNED 5N, FREOD
HE THIRR O BEEOWAONRD SN0, HHERICHEMIED SNT, WIFhbik
BERNNEDH I EICERTSDOTHD, BUFNERIRNWEEZ SN, £/,
40 mg/kg BOH THEBOHMERDREDNRD SN/AY, 300 mgkg B DM TIIE 2N
LTWBZERVHEMBETIIHSMRBAZRLTVRWI &G, FHFNERITRW
EEZ LN,

2) 85 Hi

FRETIX, 40mgkg L EOH THEBEOHDNZRD SNIZD, #EERITIIENAS
NhaMholzlEMmE, RERLOCREN LI EITERLEDDEEZ SN,

ZDIEH, BERTIX 300mgkg #THENMBROBDVRD 5N/20, HNERTIEETR
<, KENDR/PEIM oI EITERTSHSHDEEZ SN, £z, BRTIE, 300 mgkg ##
D CTHNEBORANRD SN, MHBERTIIEITRS, BROESITHITKEN
RRORENO>EIEICERLIZDDEEZ SN,

T BB A R

22 A (RS TR)RORPERECHAORELERE Table 15 KU Table 17 KT
Appendix 29, 301Z/RL, 85 HEDMAFER % Table 16 KT Appendix 31, 32 iZ/;RL 7.
) 22 B (X5 HIRKTE)

TFE T, MIRE LR O B D BS I ZEMEAS 300 me/kg BE OMERE 2 4 K& O 40 mg/kg B O il

- 13 -
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1 FlicRo 6Nz, BT, FEENRAEORM, WA, £650ERRKIEED S
WIS ERDOEEAY 300 mgkg BEOMERED 2 Fllz WL E2ENCRD SNz, £, IFEEER
MEIX 40 mg/kg BEOMEMES 1 FIRSHREO® 1 FlICHERDSNLN, BERDSNLHEE
Tholk.

2) 85 Hih

BT, FHEEERMECHN, £ABOIE, V) INKOBMED D WVIIHEMHELHS
300 mgkg HOHD 1 Hl7WL 5 6l (2FDICERH 5N, EEEOIERIFABEOMD 4 flicd
AHoniz.

ZDED, EESERIMOIEILE DK HERE, 40 mgkg KU 300 mgkg BEOMDER 1 #ilicil
HENTZ. iz, BEENEOEREUKEER LK TORET ORI IR KO 40 mgkg B
F1HICED N,

3) @hElERe

H# 1 BT, THRKER B TH R ORMSERD s, #OMO 1 FITIE, B
BTOHFPEROBEIIINA, RERNHMEUEREEGOHMZES FRNBD SN, HD 1
plcid, HETHIRERBOFMEOIELEY, RIRKEOER, B CALEER, TahH
HEOHFHERORE, KEEEDORROHMNRD 5Nk,

= 5

2, &Dtert-TFN T x ) —NVOREWTHET2HERBO-RELT, BEHABGDOT v b
BRI 4 B S 18 HRKMEOEET5E 2 bz, 63 HMOKESEERIT, TRt
ROEBICDOWTRE U, £/, RBT v FOBERBRNE L, HERERELL.

CRIRIETH, 300 mgke BTHREROET, BRITES S ILAEE TSRS ONMICR
BEN, TNHOSBH 2 FKHE | FIAEE T AETIET L. RETI, 300 mykg B
BT 5 R IR 51, BT OB BIEEER L, HTIREEERLE
POTRTIE, 300 myke BTIEMINETH 4 DICHTROMED 51, HETHAERED 5
MRS, ZDBIGH 5 MBI BN 7.

- 14 -
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)
&
%

JY
2

REMEBRE T, 300mgkg BORTREGEAR MLEAROBENRD 5N, BEkiE
BRETIE, 300 mgkg B QMR THE EIERKFOBHERISIBET 2@EMAARD SN, W
NHHMEDH D NITHEEGOEN WD X0, DLUAGEBMMEI -8 kEZz 50
7z,

RIRETIE, M E DI TRD SN -,

AR TIE, 22 BT3B T 300 mg/kg B OREME T /MR O IEIRARD S hiz.
FREMABFIREICBNT, BRTHPREMRBENZEDSNTNSZENS, KESOBED
DMEZ SN T M- .

ML ERRE T, 22 BBICHWNT 300 mgkg HOMETRESRE, BYYILEY,
GOT, v-GTP, BUN FOMERELY > DEINUIEIERENC A/G tb, ALP, PYTULTA R
BTN aA—ZOFDXBBMEMPRD 5N, 26055, B D OLENC DWW TIIIER
WKBHMTHDIE, AV IALAZEELBRDONIENWI ERVHTIIAESE OBIEN N &
DS BROLEEEZZ SN, 85 HETIE, 300 mgkg B OM TH5HIRHK THE & F4#12 BUN
OEMEmMANED 5Nz,

REZHRETIE, BT 22 BHEBICBWNT, BBOEEA 300 mg/kg OB 1 FliC, BN
BEE OB OHE 1 FIROME 5 FlicASNZ. 85 HERTIX, BROKE RN 300 mgkg BEOH 1 4
i, BROKCKUEE EAO/NUEDY 40 mgkg BOHE 1 FIICH SN, HEOHK/ILOB AN
BOM 1FICHLENEZ. 2603 b, BROZE, BBROBEBFHEIIEIVEZHDE
ZZON, BBRYMERGICIOZRELEZ SN, LML, OISy b TIIRIZED 5N
HZEATHD, BENELEEASNZ. BEEETIE, 22 HBICBWTHBOE&ENA
300 mg/kg B DM X 40 mg/kg BEDHEIZZRD S5, BIROEEHE A 300 mg/kg £ DMk i 3R
D HNTz. FREMEZEMICE, 300 mgkg B OMEME R T 40 meg/kg F O o I ig TR E B O FF
M OIS EMA A SN, 300 mykg B OREH OB CHEEERAE, BHAE, £AE0H
FURIEEE 3 2 WISIF P ERME MR IR0 3R D S iz, BRBOFEEERME L 40 mgkg B O R
WHED LN, TOHEIHRBEOHEEDSIIMN I NS, 40mgkg HDZELIZDWN
TREBRMERGSORE LB TERMho 2. ITNSHRBEUVEBEBOELIIRFHTHICTHER
HoN-. BB TIIEREORDN 300 mgke BEOBIZERD SNZA, HEABKEORETIENHS
NREIIRD S NBMh o T,

85 A TIE, BRICBWUHFREEERMEOHEN, EHEOIE, VU /RORES 2 VI

- 15 -
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BHEILAY 300 mg/kg BOHEICRD SN, EEEOHRIIFBEOMICHRD 5Nz, BHETORE
Bz R L T, HETIMRELERRZEICB W T BUN OEIGED 5N, LML, HE
T, Eok<ELERDONT, REESRD SN, £, BROZELIZIOWTS, Bl
I=HifaE A5 & 22 Al (RGHIME T TIIHFFIRETH 25O, 85 HERIZIEY /3Bt
ERD, RAZHEEL TWSHEMEZEDE S Tho .

UbozZens, FABRRE T TOREEEII, HTA0mgks, MTIISmegkg EEZX 5N,

WHRMERGICEDEEZSNDELE, REEBLERSDaert-TFN T2 /) —VDTy
MicBir s 28 HREIKERGEEAR GABES: 29846, AR F Ty —L4L - TRF RU—
RNPELLEET D &, —RIREBERICBNT, SEEYW T 300 mgkg OBRETRENRAEL TH
D, FEAEEMNHDRDSNTNSEIENS, HASNITENEREZRLTVWSEEZ 5N,
B, WINbEMNSERHFBRUBRB THZ2A, ZOEHOEN R TWED, BINE
2o TWz.

Thbb, BB WTIISE S TEFIRE AR OB AR B s NzDicd L, i
BT EL WA NERMEOFMIEXRTH - 2. —RI/NEROEOI MR XIS fEE O
ODOERDBISKIETHHRBEETEZTKRL TWAS I LN, PIET Y TR, R
ORBEEEDRIEHILL TBE T, ZOEDICHEBEOELERI T ENTET, HMRBICE
PBoZEHEEZLEZDOLEBEZAOSNL. ZOHBOELITEEL T, SIHEHHTIImEEF
WRETENRIEHEZREILEZHDEZEZ 6N, FIZREYIE RUY-GTP A ERLEZHD
EEZ LN

BERICBNTRNESY TIIESED ERRNIERCHEREBENIRENTHD, KBTI
ES5 L ALNTVREWL., ZORLOEVORERRIZHSNTREZWDOD, HEEHY TIEM&KE
{L#HIBET BUN DNEEELR - TWA I EEZERET S L, BRICBI5EHFNEEIRE K
DHRENEEZONS.

3R

1) —(1999): 24-F-tert-7FNT /=D Ty FIZBITS 28 HERERGHER
B, HARH/F 77— L FHRT U —X GBS 29846).

- 16 -



Study No.49814

6009 —o— Control
—®— S mg/kg
—A— 40 mg/k
500 o
—&— 300 mg/kg
400
C
=
on
15
2 300 -
>
. 2
b o
200
100
OJ - Treatment period> - Withdrawal period -
| I 1 | L 1 | 1 | ] | | 1 ] i I Ll 1 1 1L I 1
1 4 8 11 1518 22 25 29 32 36 39 43 46 50 53 57 60 64 67 71 74 78 8
Days
Fig. 1 Body weight changes in juvenile male rats treated orally with 2,4-Di-tert-butylphenol for 18 days

followed by 63-day withdrawal period.
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Study No.49814

4007 —O0— Control
—&— 5 mg/kg
—A— 40 mg/kg
—8— 300 mg/kg
300+
o0
=
on
‘D
2 200-
B
9
@)
m
100 -
0 Treatment period - Withdrawal period -
1 ] ] | I R | i ] | | ] | | ] I L I 1 I | | 1
1 4 8 11 15 18 22 25 29 32 36 39 43 46 50 53 57 60 64 67 71 74 78 81

Days
Fig.2 Body weight changes in juvenile female rats treated orally with 2,4-Di-tert-butylphenol for 18 days
followed by 63-day withdrawal period.
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Food consumption (g)
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Study No.49814

Control
5 mg/kg
40 mg/kg

300 mg/kg

Withdrawal period

I | T I I | | L 1 Ll 1 I I I Ll ] 17:
22 25 29 32 36 39 43 46 50 53 57 60 64 67 71 74 78 81
Days

Fig. 3  Food consumption in juvenile male rats treated orally with 2,4-Di-tert-butylphenol for 18 days

followed by 63-day withdrawal period.
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Study No.49814
—O0— Control

—&— 5 mg/kg

—&— 40 mg/kg

—&— 300 mg/kg

Withdrawal period
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! T { ! I I I I L T [ I I ] 1 1 ] 1
22 25 29 32 36 39 43 46 50 53 57 60 64 67 71 74 78 81
Days

Fig. 4 Food consumption in juvenile female rats treated orally with 2,4-Di-tert-butylphenol for 18 days
followed by 63-day withdrawal period.



Study No.49814

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

Table 1

Days

Group
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Study No.49814
Table 1 - continued Clinical signs in juvenile rats treated orally with 2,4-Di-tert-butylphenol for 18 days followed by 63-day withdrawal period

Group Days
Sex and Clinical sign

dose 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 3 36 37
Male Control Number of examined 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 ] 6 ] 6 6 6 6 6 6 6 6 6 6 ] 6 6
5 mg/kg Number of examined 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 ] 6 6 6 6 6 6 6 6 6 6 ] 6 6 6 6
40 mg/ke Number of examined 6 6 6 b 6 6 6 6 6 6 6 6 6 6 6 6 6 6 )
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 ]
300 mg/kg Number of examined 5 5 5 ) 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Hypoactivity 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Bradypnea 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hypothermia 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Dead 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Female Control Number of examined 6 6 6 6 6 6 ] 6 6 6 6 6 ) 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 ] 6 6 6 6 ]
5 mg/kg Number of examined 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
40 mg/kg Number of examined 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
300 mg/kg Number of examined 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Hypoactivity 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Bradypnea 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

Dead
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Study No. 49814
Table 1 - continued Clinical signs in juvenile rats treated orally with 2,4-Di-tert-butyiphenol for 18 days followed by 63-day withdrawal period

Group Days
Sex and Clinical sign

dose 38 39 40 41 42 43 44 45 46 47 48 49 50 51 52 53 54 b5 b6
Male Control Number of examined 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality ] 6 6 6 ] 6 6 6 6 6 6 6 6 6 6 6 6 ) ]
5 mg/ke Number of examined 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 ] 6
40 mg/kg Number of examined 6 6 6 b 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 ] 6 6 6 6 6 6 6 6
300 mg/ke Number of examined 5 5 5 5 5 5 ) 5 5 5 5 5 5 5 5 5 5 5 5
No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Hypoactivity 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Bradypnea 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hypothermia 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Dead 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Female Control Number of examined 6 6 6 6 b ] 6 6 6 ] 6 6 6 6 6 6 6 6 6
No abnormality ] 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
5 mg/kg Number of examined 6 ] 6 ] 6 6 ] ] 6 6 6 6 6 6 6 6 ] 6 ]
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
40 mg/kg Number of examined 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
300 mg/ke Number of examined 5 5 5 5 5 ) 5 5 5 5 5 5 5 5 5 5 5 5 5
No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Hypoactivity 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Bradypnea 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

Dead
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Study No. 49814
Table 1 - continued Clinical signs in juvenile rats treated orally with 2,4-Di-tert-butylphenol for 18 days followed by 63-day withdrawal period

Group Days
Sex and Clinical sign

dose 57 58 59 60 61 62 63 64 65 66 67 68 69 70 71 T2 T3 4 1
Male Control Number of examined 6 ] 6 6 6 6 6 6 6 6 0 6 6 6 6 6 b 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
5 mg/kg Number of examined 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 b ] ] 6 b 6 6 6 6 6 6 6 6 6 6 ] 6 6
40 mg/kg Number of examined 6 6 6 6 6 6 6 b 6 6 ] ] ] 6 6 6 6 6 6
No abnormality 6 6 6 6 ] 6 6 6 6 6 6 6 6 6 6 6 6 6 6
300 mg/kg Number of examined 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Hypoactivity 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Bradypnea 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hypothermia 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Dead 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Female Control Number of examined 6 6 6 b 6 6 6 ] 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 ] 6 6 6 6 6 6 6 6 6 6 6 6 6 ]
5 mg/ke Number of examined 6 6 6 6 6 6 6 6 6 6 6 6 6 ] 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 ] 6 6 6 6 6 6 6 6
40 mg/kg Number of examined ] 6 6 6 6 6 6 6 ] 6 ] 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 ] 6 6 6 6 6 6 6 6
300 mg/kg Number of examined 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Hypoactivity 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Bradypnea 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

Dead
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Table 1 - continued

Study No. 49814

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

No abnormality
Hypoactivity
Bradypnea

Group - Days
Sex and Clinical sign

dose % 7T 18 19 80 81
Male Control Number of examined 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6
5 mg/kg Number of examined 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6
40 mg/kg Number of examined 6 6 6 6 6 6
No abnormality 6 6 6 b b 6
300 mg/kg Number of examined 5 5 5 5 b 5
No abnormality 5 5 5 5 5 5
Hypoactivity 0 0 0 0 0 0
Bradypnea 0 0 0 0 0 0
Hypothermia 0 0 0 0 0 0
Dead 0 0 0 0 0 0
Female Control Number of examined 6 6 6 b 6 6
No abnormality 6 6 6 b 6 6
5 mg/kg Number of examined 6 6 6 6 6 6
No abnormality 6 6 6 6 ] 6
40 mg/kg Number of examined 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6
300 mg/kg Number of examined 5 5 5 5 5 5
5 5 5 5 5 5
0 0 0 0 0 0
0 0 0 0 0 0
0 0 0 0 0 0

Dead




Study No. 49814

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

Table 2
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Study No. 49814

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

Table 2 - continued
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Study No. 49814
Table 2 - continued Body weights in juvenile rats treated orally with 2,4-Di-tert-butyiphenol for 18 days followed by 63-day withdrawal period

Group Body weight (g) on day
Sex and
dose 71 74 78 81
Male Control N 6 6 6 ]
Mean 496. 7 511.4 525.5 540.17
S.D. +41.2 +38.1 +40.4 +41.3
5 mg/kg N 6 6 6 6
Mean 517.9 534.9 550.2 566.8
S.D. +43.8 +46.3 +46.1 +45.5
40 mg/kg N 6 6 6 6
Mean 503.1 519.1 534.1 548.1
S.D. +36. 1 +37.2 +35.9 +37.6
300 mg/kg N 5 5 5 5
Mean 464.7 481.3 496. 4 508. 6
S.D. +43.8 +45.3 +47.1 +45.5
Female Control N 6 6 6 6
Mean 285. 288.9 292.2 298.6
S.D. +16.5 +17.0 +17.1 +18.3
5 mg/kg N 6 6 b 6
Mean 264. 2 267.0 273.6 284.9
S.D. £36.1 +37.9 +39.9 +40.0
40 mg/kg N 6 6 6 6
Mean 294.3 300.9 307.2 313.6
S.D. +120.2 +21.0 +22.9 +25.1
300 mg/kg N 5 5 5 5
Mean 302.6 310. 1 318.7 331.0
S.D. +43.4 +44.6 +44.5 T47.6

Not significantly different from control.



Study No.49814

Food consumption in juvenile rats treated orally with 2,4-Di-tert-butylpheno! for 18 days followed by 63-day withdrawal period

Table 3
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Study No. 49814

Food consumption in juvenile rats treated orally with 2, 4-Di-tert-butylphenol for 18 days folliowed by 63-day withdrawal period

Table 3 - continued
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Table 4 Postnatal differentiation in juvenile rats treated orally with 2,4-Di-tert-butylphenol for 18 days followed by 63-day withdrawal period

Study No. 49814

Group and dose

Control

5 mg/ke

40 mg/kg

300 mg/kg

No. of male offspring
Pinna detachment
Piliation
Incisor eruption

Eyelid separation
Gait
Descensus testis

Cleavage of the balanopreputial gland

No. of female offspring
Pinna detachment
Piliation
Incisor eruption

Evelid separation
Gait
Vaginal opening

( 4 days)
( 8 days)
(10 days)
(11 days)
(15 days)
(15 days)
(21 days)

(42 days)
(43 days)
(44 days)
(45 days)
(46 days)
(47 days)
(48 days)
(49 days)

( 4 days)
( 8 days)
(10 days)
(11 days)
(12 days)
(15 days)
(15 days)
(42 days)

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

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

2/6 (33.33)
3/6 (50.00)
5/6 (83.33)
5/6 (83.33)
6/6 ( 100 )

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

12/12 (100 )
12/12 (100 )
9/12 (15.00)
12/12 (100 )
12/12 ( 100 )
12/12 (100 )
12/12 ( 100 )

1/6 (16.67)
2/6 (33.33)
3/6 (50.00)
5/6 (83.33)
5/6 (83.33)
5/6 (83.33)
5/6 (83.33)
6/6 (100 )

12/12 (100 )
12/12 ( 100 )
11/12 (91.67)
11/12 (91.67)
12/12 (100 )
12/12 (100 )
12/12 (100 )
6/6 (100)

12/12 (100 )
12/12 (100 )
11/12 (91.67)
12/12 (100 )
12/12 ( 100 )
12/12 (100 )
12/12 ( 100 )

4/6 (66.67)
4/6 (66.67)
5/6 (83.33)
5/6 (83.33)
5/6 (83.33)
6/6 ( 100)

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

12/12 (100 )
10710 ( 100 )
10/10 ( 100 )

10/10 ( 100 )
10710 ( 100 )
10/10 € 100 )

0/5 ¢ 0)
0/5 ¢ 0)
2/5 (40.00)
2/5 (40.00)
2/5 (40.00)#
4/5 (80.00)
5/5 (100 )

12/12 (100 )
12/12 ( 100 )
11/11 (100 )

11/11 (100 )
1/11 (100 )
5/5 (100 )

$: P<0.05 (significantly different from control).
Values in parentheses represent percentages to the number of offspring examined.
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Table 5 Results of function test in juvenile rats treated orally with 2,4-Di-tert-butylphenol for 18 days followed by 63-day withdrawal period

Study No. 49814

Group and dose

Control

5 mg/kg

40 mg/kg

300 me/ke

No. of male offspring
Righting reflex

Ipsilateral flexor reflex
Visual placing

Preyer’s reflex 500 Hz (60 dB)
Preyer’s reflex 20000 Hz (60 dB)

No. of female offspring
Righting reflex

Ipsilateral flexor reflex
Visual placing

Prever’s reflex 500 Hz (60 dB)
Preyer’s reflex 20000 Hz (60 dB)

( 5 days)
( 6 days)
(7 days)
( 5 days)
(16 days)
(28 days)
(28 days)

( 5 days)
( 6 days)
( 7 days)
( 8 days)
( 5 days)
(16 days)
(28 days)
(28 days)

11/12 (91.67)
12/12 (100 )
12/12 ( 100 )
12/12 (100 )
6/6 ( 100 )
6/6 ( 100)

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

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

12/12 ( 100 )

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

12/12 ( 100 )+

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

12/12 (100 )

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

10/12 (83.33)
11/12 (91.67)
12/12 (100 )
12/12 (100 )
12/12 ( 100 )
6/6 ( 100 )
6/6 ( 100 )

7/12 (58.33)
11/12 (91.67)
12/12 (100 )
12/12 ( 100 )
10/10 ( 100 )

4/4 ( 100 )

4/4 (100 )

5/12 (41.67)
11/12 (91.67)
11/12 (91.67)
12/12 € 100 )
12/12 ( 100 )
11/11 (100)

5/5 ( 100)

5/5 ( 100 )

%: P<0.05 (significantly different from control).
Values in parentheses represent percentages to the number of offspring examined.



£

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

Study No. 49814

g Grgup Urine volume Osmotic pressure Specific gravity
ex an
dose (mL/24hr) (0sm/ke)
Male Control N 6 6 6
Mean 3.5 1.047 1.032
S.D. +12.7 +0.316 +0.010
5 mg/kg N 6 6 6
Mean 32.1 1.132 1.036
S.D. +18.5 +0. 486 +0.016
40 mg/kg N 6 6 6
Mean 24.0 1.353 1.043
S.D. +6.6 +0.427 +0.013
300 mg/ke N 5 5 5
Mean 39.9 0.764 1.024
S.D. +15.1 +0.161 +0.006
Female Conirol N 6 6 6
Mean 11.6 1.355 1.042
S.D. £3.7 +0.174 +0.005
5 ng/kg N 6 6 6
Mean 13.9 1.211 1.037
S.D. +3.8 +0.121 +0.004
40 mg/kg N 6 6 6
Mean 13.17 1.195 1.037
S.D. +6.1 +0.392 +0.013
300 mg/kg N 5 5 5
Mean 17.2 1.189 1.037
S.D. 1.7 +0. 356 £0.012

Not significantly different from control
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Study No.49814
Table 6 - continued Urinary findings in juvenile rats treated orally with 2,4-Di-tert-butylphenol for 18 days followed by 63-day withdrawal period

Group Number Color pH Protein Glucose Ketone body
Sex and of

dose animals

Y 7.0 7.5 8.0 8.5 - + + +H - -

Male Control 6 5 1 0 2 3 1 0 0 4 2 6 6

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

40 mg/ke 6 3 3 1 2 2 1 0 I 1 4 6 ]

300 mg/kg 5 5 0 0 0 3 2 0 I 3 1 5 5
Female Control 6 0 6 0 3 /A 1 1 1 4 0 b 6

5 mg/kg 6 1 5 0 2 3 1 3 l 0 2 6 6

40 mg/kg 6 4 2 1 0 2 3 3 1 2 0 6 6

300 mg/ke 5 3 2 0 2 2 1 1 2 2 0 5 5

Abbreviation: PY, pale vellow; Y, yellow.
Grade sign: -, none; =%, trace; +, mild; ++ moderate; +++, marked; ++++, very marked.
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Study No. 49814
Table 6 - continued Urinary findings in juvenile rats treated orally with 2,4-Di-tert-butylphenol for 18 days followed by 63-day withdrawal period

Group Number Bilirubin Occult blood Urobilinogen
Sex and of (mg/dL
dose animals
- - + <1 1
Male Control 6 6 6 0 6 0
5 mg/kg 6 6 6 0 6 0
40 mg/kg 6 6 6 0 6 0
300 mg/kg 5 5 5 0 5 0
Female Control 6 6 6 0 5 1
5 mg/kg 6 6 6 0 6 0
40 mg/kg 6 6 5 1 6 0
300 mg/kg 5 5 5 0 5 0

Grade sign: -, none; %, trace; +, mild; ++, moderate: +++, marked; ++++, very marked.
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Study No. 49814
Table 6 - continued Urinary findings in juvenile rats treated orally with 2,4-Di-tert-butylpheno! for 18 days followed by 63-day withdrawal period

Group Number Urinary sediment
Sex and of
dose animals Epithelial cells Erythrocytes Leukocytes Casts Crystals
- - - - - + ++ +H+
Male Control 6 6 6 6 6 6 0 0 0
5 mg/kg 6 6 6 6 6 6 0 0 0
40 mg/kg 6 6 6 ] 6 ] 0 0 0
300 mg/ke 5 5 5 5 5 5 0 0 0
Female Contirol 6 6 6 ] 6 1 3 1 1
5 mg/kg 6 6 ] 6 ] 4 1 1 0
40 mg/kg 6 6 6 6 6 6 0 0 0
300 mg/kg 5 5 5 5 5 4 1 0 0

Grade signs are as follows.

Epithelial cells: -, é 3/field: +, 3/field < and < 10/field; ++, 10/field < and < 20/field; +++, = 20/field.
Erythrocytes - 10/field: ¥, 10/field < and ¢ 30/fieid; +, 30/field < and < 10 0/f1eld +++ countless.
Leukocytes © - < 3/tield; '+, 3/field < and < 20/field; ++, 20/field < and < 40/field; +H, 2 40/Tield.
Casts © - none; +, = 1/all field. .

Crystals -, < 10/field: +, 10/field < and < 20/field: ++, 20/field = and < 30/field; +++, countless.
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Table 7 Hematological findings in juvenile rats treaied orally with 2,4-Di-tert-butylpheno! for 18 days

g Grgup Leukocytes Erythrocytes Hemoglobin Hematocrit MCV MCH MCHC Platelets
ex an
dose (102 /ul)y (0% /ul) (g/dL) &) (fL) (pg) ) (10% /ul)
Male Control N 6 6 6 6 6 6 6 6
Mean 86 455 8.8 32.1 71 19. 4 27.3 105.7
S.D. +19 +34 +0.3 +1.1 +3 +1.0 +0.3 +16.8
5 mg/kg N 6 6 6 6 6 6 6 6
Mean 80 452 8.8 31.6 70 19. 4 27.8 112.0
S.D. +16 +29 +0.6 +2.4 +3 +0.7 +0.4 +13.5
40 mg/kg N 6 6 6 6 6 6 6 6
Mean 35 471 8.9 32.5 69 18.9 27.5 113.1
S.D. +19 +27 10.7 +2.3 +4 +1.2 +0.5 +9.3
300 mg/kg N 5 5 5 5 5 5 5 5
Mean 80 494 8.9 32.6 66 18.0 27.3 123.9
S.D. +20 +41 +0.7 +2.2 +3 +0.8 +40.5 +23.5
Female Control N 6 6 6 6 6 6 6 6
Mean 76 474 9.1 32.6 69 19.3 28.0 108. 8
S.D. +37 +14 £0.2 +0.6 +2 +0.7 +0.4 £15.4
5 mg/kg N 6 6 6 6 6 6 6 6
Mean 73 471 9.2 33.0 70 19.6 28.1 108.6
S.D. +7 +17 +0.3 +1.17 +3 +0.6 +0.6 +14.6
40 mg/kg N 6 6 6 6 6 6 6 6
Mean 90 451 8.9 32.3 72 19.6 27.4 108.8
S.D. +19 +20 +0.5 +2.0 +2 +0.6 +0.4 +17.8
300 mg/kg N 6 6 6 6 6 6 6 6
Mean 80 472 3.9 32.6 69 19.0 27.4 125.8
S.D. +32 +32 +0.2 +1.0 +4 +1.0 +0.2 +18.2

Not significantly different from control.
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Table 7 - continued Hematological findings in juvenile rats treated orally with 2,4-Di-tert-butylphenol for 18 days

g Grgup Differential leukocyte count
ex an
dose Eosinophil Stab neutrophi! Segmented neutrophil Lymphocyte Basophil Monocyte
®) % 9] &) ®) ®)
Male Control N 6 6 6 6 6 6
Mean 0.0 0.3 13.7 84.7 0.0 1.3
S.D. +0.0 +0.5 +6.1 +6.7 £0.0 +0.8
b ng/kg N 6 6 6 6 6 6
Mean 0.0 0.3 16.2 82.2 0.0 1.3
S.D. +0.0 +0.5 +3.1 +3.3 +0.0 +1.5
40 mg/kg N 6 6 6 6 6 6
Mean 0.0 0.0 17.5 81.0 0.0 1.5
S.D. +0.0 +0.0 +90.1 +9.4 +0.0 +1.0
300 mg/kg N 5 5 5 5 5 5
Mean 0.4 0.0 19.2 78.6 0.0 1.8
S.D. +0.5 +0.0 +6.3 +7.4 +0.0 +0.8
Female Confrol N 6 6 6 6 6 ]
Mean 0.3 0.3 14.0 83.0 0.0 2.3
S.D +0.5 +0.5 +2.0 +2.3 +0.0 +1.5
5 mg/ke N 6 6 6 6 6 6
Mean 0.5 0.2 16.7 80. 7 0.0 2.0
S.D. +0.8 +0.4 +2.0 *+2.1 +0.0 +1.5
40 mg/kg N 6 6 6 6 6 6
: Mean 0.3 0.2 15.3 82.2 0.0 2.0
S.D. +0.5 +0.4 +5.3 +5.8 +0.0 +1.1
300 mg/ke N 6 6 6 6 6 6
Mean 0.8 0.2 15.3 81.0 0.0 2.7
S.D. +0.8 +0.4 +6.5 £7.0 +0.0 +1.2

Not significantly different from control.
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Table 8 Hematological findings in juvenile rats treated orally with 2,4-Di-tert-butylphenol for 18 days followed by 63-day withdrawal period

g Grgup Leukocytes Erythrocytes Hemoglobin Hematocrit MCV MCH MCHC Platelets PT APTT
ex an
dose (102 /pl)  (10* /ul) (g/dL) 9] (fL) (pg) ® (10 /L) (sec) (sec)
Male Conirol N 6 6 6 6 6 6 6 6 ] 6
Mean 102 828 14.9 47.3 57 18.0 31.5 93.0 16.7 24.2
S.D. +24 +50 +0.7 +2.2 *1 +0.5 +0.4 +4.9 +2.5 +1.7
b mg/kg N 6 6 6 6 6 6 6 6 6 6
Mean 78 830 15.3 48.9 59 18.5 31.3 90. 3 14.8 22.9
S.D. +16 +42 *0.6 +1.9 +1 +0.4 +0.9 +6.6 +1.2 +1.0
40 mg/kg N 6 6 6 6 6 ] 6 6 6 6
Mean 90 843 15.3 48.7 58 18.2 31.4 85.0 15.4 22.9
S.D. +11 +46 +0.5 +2.2 +2 +0.8 +0.7 +6.7 +1.2 +1.6
300 mg/kg N 5 5 5 5 5 5 5 5 5 5
Mean 113 816 14.8 46. 6 57 18.1 31.8 96.9 16.2 23.5
S.D. +14 +34 +0.6 2.0 +1 +0.4 +0.4 +10.7 +3.5 +1.6
Female Conirol N 6 6 6 ] 6 6 6 6 6 6
Mean 73 782 14.9 46. 1 59 19.0 32.3 90. 5 11.8 17.7
S.D. +23 +26 £0.5 +1.3 +2 +0.9 +0.4 +7.3 +0.3 +0.7
5 mg/kg N 6 6 b 6 6 6 6 6 6 6
Mean 60 7179 14.8 46.2 59 19.0 32.0 88.6 11.5 17.2
S.D. +120 +26 +0.3 +1.6 +1 +0.4 0.7 +6.9 +0.6 +0.8
40 mg/kg N 6 6 6 6 6 6 6 6 6 6
Mean 57 177 14.8 46.2 60 19.1 32.1 91.6 11.9 18.1
S.D. +19 +21 +0.4 +0.9 +1 +0.7 +0.8 +5.7 +0.4 +1.8
300 mg/kg N 5 5 5 5 5 5 5 5 5 5
Mean 61 112 14.7 45. 8 59 19.1 32.1 92.4 11.7 18.1
S.D. t16 +28 +0.4 +1.6 +2 +0.4 +0.3 +12.4 +0.8 +0.5

Not significantly different from control
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Study No. 49814

Hematological findings in juvenile rats treated orally with 2,4-Di-tert-butyiphenol for 18 days followed by 63-day withdrawal period

g Grgup Differential leukocyte count
ex an
dose Eosinophil Stab neutrophil Segmented neutrophil Lymphocyte Basophil Monocyte
®) @ ®) ®) ®) ®)
Male Control N 6 6 6 6 6 6
Mean 1.3 0.0 9.7 87.2 0.0 1.8
S.D. +0.5 +0.0 +3.9 +4.4 +0.0 *1.3
5 mg/kg N 6 6 6 6 6 6
Mean 1.2 0.0 11.5 85.7 0.0 1.7
S.D. t1.2 +0.0 +4.7 +3.4 +0.0 +1.2
40 mg/kg N 6 6 6 6 6 6
Mean 0. 3% 0.0 9.0 89.5 0.0 1.2
S.D. +0.5 +0.0 +2.8 +3.5 +0.0 *1.2
300 mg/kg N 5 5 5 5 5 5
Mean 0.0%% 0.0 8.2 90. 8 0.0 1.0
S.D. +0.0 £0.0 +5.7 +5.1 +0.0 +1.0
Female Control N 6 6 6 6 6 6
Mean 1.2 0.0 9.5 87.5 0.0 1.8
S.D. +1.5 +0.0 16.0 +17.0 +0.0 +1.0
5 mg/ke N 6 6 6 6 6 6
Mean 1.0 0.0 14.5 83.17 0.0 0.8
S.D. +1.3 +0.0 +5.1 +5.7 +0.0 £1.0
40 mg/kg N 6 6 6 6 6 6
Mean 1.5 0.0 11.2 85.7 0.0 1.7
S.D. +2.1 +0.0 +3.3 +6.3 +0.0 +1.2
300 mg/kg N 5 5 5 5 5 5
Mean 0.4 0.0 12.0 85. 6 0.0 2.0
S.D. +0.5 +0.0 +6.3 +6.2 +0.0 £1.2

¥: PC0.0b, #%: PO.01 (significantly different

from control).
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Table 9 Biochemical findings in juvenile rats treated orally with 2,4-Di-tert-butylphenol for 18 days

g Grgup T.Protein Albumin A/G ratio T.Bilirubin GOT GPT 7 -GTP ALP T.Cholesterol
ex an
dose (g/dL) (g/dL) (mg/dL) (1u/L) (10/L) (1U/1) (1u/1) (mg/dL)
Male Control N 6 6 6 6 6 6 6 6 6
Mean 4.3 3.3 3.67 0.0 100 24 0.6 818 87
S.D. +0.2 +0.2 +0.48 +0.0 +10 +2 10.1 +180 +9
5 mg/kg N 6 6 b 6 6 6 6 6 6
Mean 4.4 3.3 3.25 0.0 96 23 0.8 762 96
S.D. +0.2 +0.1 +0.44 +0.0 +9 +4 +0.1 +158 +15
40 mg/kg N 6 6 6 6 6 6 6 6 6
Mean 4.3 3.3 3.21 0.0 102 23 0.6 781 101
S.D. +0.1 +0.1 +0.39 +0.0 +12 +2 +0.2 +170 120
300 mg/kg N 5 5 5 5 5 5 5 5 5
Mean 4.5 3.3 2.96% 0. 1% 124 22 1. 4% 725 100
S.D. +0.1 +0.1 +0.35 +0.1 +46 +38 +0.5 +75 +121
Female Control N 6 6 6 6 6 6 6 0 6
Mean 4.3 3.4 3.88 0.0 97 23 0.8 753 111
S.D. +0.1 +0.1 +0.58 +0.0 19 +4 +0.2 175 +5
5 mg/kg N 6 6 6 6 6 6 6 6 6
Mean 4.4 3.4 3.75 0.0 98 21 0.5 781 112
S.D. +0.2 +0.2 +0.58 +0.0 +12 +5 +0.3 +68 £16
40 mg/ke N 6 6 6 6 6 6 6 6 6
Mean 4.4 3.5 3.75 0.0 106 23 0.6 725 100
S.D. +0.1 +0.1 +0. 44 +0.0 +12 +5 +0.3 +124 +12
300 mg/kg N ] 6 6 6 6 6 6 6 6
Mean 4, 6%% 3.5 2.99% 0. 1%% 112 20 1.4 601 109
S.D. +0.1 +0.2 +0. 34 +0.0 +27 +4 +0.8 +98 +14

¥: P<0.05, #%: P<0.01 (significantly different from control).



&y

. . . . ) Study No.49814
Table 9 - continued Biochemical findings in juvenile rats treated orally with 2,4-Di-tert-butylphenol for 18 days

g Gr((j)up Triglycerides Phospholipids Glucose BUN Creatinine 1P Ca Na K
ex an
dose (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mEq/L) (mEq/L)
Male Control N 6 6 6 6 6 6 6 6 6
Mean 86 178 157 14.1 0.3 10.1 10.9 143.0 4.71
S.D. 123 +16 +13 +1.5 +0.1 +0.2 +0.2 +1.0 +0. 46
5 mg/kg N 6 6 6 6 6 6 6 6 6
Mean 88 199 159 13.9 0.3 10.1 10.9 143.6 4. 64
S.D. £59 +126 +14 +2.3 +0.1 +0.4 +0.2 *1.3 +0.40
40 mg/ke N 6 6 6 6 6 6 6 6 6
Mean 95 207 147 14.1 0.3 10.0 11. 3*% 143.3 4. 17
S.D. +129 +27 +8 +1.9 +0.0 +0.4 +0.2 +0.9 +0.18
300 mg/kg N 5 5 5 5 5 5 5 5 5
Mean 17 198 144 16.9 0.3 10. 3% 11.1 142.6 4.66
+11 +33 +38 t1.1 £0.0 +0.1 +0.2 t1.1 +0.32
Female Control N 6 6 6 6 6 6 6 6 6
Mean 91 214 151 17.2 0.3 9.9 11.0 143.8 4,98
S.D. +39 +9 +6 +0.5 +0.0 +0.2 +0.4 +0.8 +0.35
5 mg/kg N 6 6 6 6 6 6 6 6 6
Mean 82 215 158 16.8 0.3 10. 6%+ 11.0 144.0 4.97
S.D. +24 +29 +18 +2.0 +0.0 +0.3 +0.3 +0.9 +0.35
40 mg/ke N 6 6 6 6 6 6 6 6 6
Mean 75 196 156 16.1 0.3 10.3 11.1 143. 4 5.00
S.D. +15 +14 +13 +2.8 +0.1 +0.3 +0.4 +0.5 +0.26
300 mg/kg N 6 6 6 6 0 6 6 6 6
Mean 70 201 140 21. 0% 0.3 10. 4% 11.1 145. 5% 4,87
S.D. +47 +20 +7 +3.0 +0.1 +0.3 +0.4 +1.5 +0.33

¥: P<0.05, #%: PL0.01 (significantly different from control).
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Table 9 - continued Biochemical findings in juvenile rats treated orally with 2,4-Di-fert-butylphenol for 18 days

Group Cl
Sex and
dose (mEq/L)
Male Control N 6
Mean 104. 9
S.D. +1.4
5 mg/kg N 6
Mean 105.4
S.D. +0.9
40 mg/kg N 6
Mean 105.3
S.D. +1.0
300 mg/kg N 5
Mean 105.5
S.D. +1.6
Female Control N 6
Mean 106. 1
S.D. +1.2
5 mg/kg N 6
Mean 106.0
S.D. +2.0
40 mg/kg N 6
Mean 104.6
S.D. +1.3
300 mg/kg N 6
Mean 107. 9
S.D. +1.7

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

g Grgup T.Protein Albumin A/G ratio T.Bilirubin GOT GPT v -GTP ALP T.Cholesterol
ex an
dose (g/dL) (g/dL) (mg/dL) (10/L) (10/L) (10/L) (/L) (mg/dL)
Male Confrol N 6 6 6 6 6 6 6 6 6
Mean 5.7 3.8 2.12 0.0 83 20 0.5 266 56
S.D. +0.4 +0.3 +0.19 +0.0 +14 +5 +0.1 +60 +13
5 mg/kg N 6 6 6 6 ] 6 6 6 6
Mean 5.8 3.9 2.12 0.0 91 20 0.6 220 65
S.D. +0.3 £0.2 +0.18 +0.0 +10 +2 £0.2 +34 +10
40 mg/ke N 6 6 6 6 6 6 6 ] 6
Mean 5.7 4.0 2.36 0.0 93 23 0.6 245 63
S.D. +0.2 +0.1 +0.22 +0.0 +14 +8 +0.4 +52 +10
300 mg/kg N 5 5 5 5 5 5 5 5 5
Mean 5.6 3.8 2.18 0.0 87 22 0.5 274 59
S.D. +0.2 +0.2 +0.35 +0.0 +10 +4 +0.3 +74 +6
Female Control N 6 6 ] 6 6 6 6 6 6
Mean 5.9 4.3 2.70 0.1 80 17 0.8 151 67
S.D. +0.4 +0.2 +0.25 +0.1 +17 +3 +0.3 +19 +12
5 mg/kg N 6 6 6 6 6 6 6 6 6
Mean 5.8 4,3 2.85 0.1 90 16 1.0 151 69
S.D. +0.2 0.2 +0.19 +0.1 19 +3 +0.2 +9 +7
40 mg/ke N 6 6 6 6 6 6 6 6 6
Mean 6.1 4.5 2.78 0.0 88 18 0.9 144 71
S.D. +0.3 +0.2 +0.30 +0.1 +16 +6 +0.3 +15 +11
300 mg/kg N 5 5 9 5 5 5 5 5 5
Mean 6.3 4.6 2.87 0.0 82 16 0.6 150 66
S.D. +0.2 +0.3 +0.25 +0.1 t+14 +5 +0.3 148 +13

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

g Grgup Triglycerides Phospholipids Glucose BUN Creatinine P Ca Na K
ex an
dose (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mEq/L) (mEq/L)
Male Control N 6 6 6 6 6 6 6 6 6
Mean 16 104 137 15.9 0.5 7.4 10.0 145.7 4,10
S.D. +25 +16 +27 +1.3 +0.0 +0.3 +0.2 +0.7 +0.06
5 mg/kg N 6 6 6 6 6 6 6 6 6
Mean 105 120 139 15.8 0.5 7.2 9.9 146.0 4,03
S.D. +27 +14 +11 +2.4 +0.1 +0.3 +0.1 +0.4 +0.15
40 mg/kg N 6 6 ] 6 6 6 6 6 6
Mean 110 119 139 16.6 0.4 7.4 10.1 145.3 4,04
S.D. 77 +19 +126 +1.6 +0.1 +0.3 +0.2 +1.0 +0.14
300 mg/ke N 5 5 5 5 5 5 5 5 5
Mean 68 108 128 19, 5% 0.5 7.2 9.7 144.8 3.96
S.D. +23 +8 +14 +2.6 +0.0 +0.4 +0.3 +0.6 +0.12
Female Control N 6 6 6 ] 6 6 6 ] 6
Mean 26 135 102 19.8 0.6 6.5 9.8 145.0 3.97
S.D. +12 +29 +6 +2.1 +0.1 +0.7 +0.3 £1.0 +0.25
5 mg/ke N 6 6 6 6 6 6 6 6 6
Mean 15 137 98 18.0 0.6 6.1 9.9 145.7 4.01
S.D. +4 +12 +38 +3.1 +0.1 +0.5 +0.2 +0.6 £0.26
40 ng/kg N 6 6 6 6 6 6 6 6 6
Mean 24 142 107 17.8 0.5 6.2 9.9 145.4 4.02
S.D. +12 +15 +7 +3.0 +0.1 +0.6 +0.3 +0.5 +0.27
300 mg/kg N 5 5 5 5 5 5 5 5 5
Mean 57 148 104 18.2 0.5 5.9 10.0 144.2 3.85
S.D. +47 +28 +15 +2.5 +0.1 +0.8 +0.2 +1.0 +0.29

%: P<0.05 (significantly different from control).
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Table 10 ~ continued Biochemical findings in juvenile rats treated orally with 2,4-Di-tert-butylpheno! for 18 days followed by 63-day withdrawal period

Group Cl
Sex and
dose (mEq/L)
Male Control N ]
Mean 104.9
S.D. *1.0
5 mg/kg N 6
Mean 104.7
S.D. +1.9
40 mg/kg N 6
Mean 104. 3
S.D. +1.8
300 mg/kg N 5
Mean 104.0
S.D. +1.8
Female Control N 6
Mean 107.7
S.D. +1.3
5 mg/kg N 6
Mean 108.0
S.D. +1.1
40 mg/kg N 6
Mean 107.2
S.D. +1.5
300 mg/kg N 5
Mean 106.0
S.D. +0.8

Not significantly different from control.
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Table 11 Necropsy findings in juvenile rats treated orally with 2,4-Di-tert-butylphenol for 18 days

Sex Male

Group and dose Control 5 mg/kg 40 mg/kg 300 mg/kg

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

Organs and findings Number of animals 6 0 6 6 0 6 6 0 6 5 2 7

Respiratory system
Lung

Macule, dark red 0 0 0 0 0 0 0 0 0 0 1 1
Coloration,dark red 0 0 0 0 0 0 0 0 0 0 | 1
Urinary system
Kidney
Discoloration 0 0 0 0 0 0 0 0 0 1 0 1
Enlargement 0 0 0 0 0 0 0 0 0 1 0 |
~Dilatation,pelvic cavity 0 0 0 0 0 0 0 0 0 0 l 1
Urinary bladder
Distention,urine 0 0 0 0 0 0 0 0 0 0 l |
Nervous system
Cerebrum
Macule, dark red 0 0 0 0 0 0 0 0 0 0 0 0

Spgcial sense organs
ye
Coloration, dark red 0 0 0 0 0 0 0 0 0 0 1 l

Musculoskeletal system

Cranial bone
Depressed 0 0 0 0 0 0 0 0 0 0 1 1

No appreciable changes in all other organs and tissues
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Table 11 - continued Necropsy findings in juvenile rats treated orally with 2,4-Di-tert-butylphenol for 18 days

Sex Female

Group and dose Control 5 mg/kg 40 mg/kg 300 mg/kg

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

Organs and findings Number of animals 6 0 6 6 0 6 6 0 6 6 1 1

Respiratory system
Lung

Macule, dark red 0 0 0 0 0 0 0 0 0 0 0 0
Coloration, dark red 0 0 0 0 0 0 0 0 0 0 0
Urinary system
Kidney
Discoloration 0 0 0 0 0 0 0 0 0 0 0 0
Enlargement 0 0 0 0 0 0 0 0 0 0 0 2
Dilatation,pelvic cavity 0 0 0 0 0 0 0 0 0 0 0 0
Urinary bladder
Distention,urine 0 0 0 0 0 0 0 0 0 0 0 0
Nervous sysiem
Cerebrum
Macule, dark red 0 0 0 0 0 0 0 0 0 0 1 I

Spgcial sense organs
ye
Coloration, dark red 0 0 0 0 0 0 0 0 0 0 0 0

Musculoskeletal system

Cranial bone
Depressed 0 0 0 0 0 0 0 0 0 0 0 0

No appreciable changes in all other organs and tissues
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Table 12 Necropsy findings in juvenile rats treated orally with 2,4-Di-teri-butylphenol for 18 days followed by 63-day withdrawal period

Sex Male

Group and dose Control 5 mg/kg 40 mg/kg 300 mg/kg

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

Organs and findings Number of animals 6 0 6 6 0 6 6 0 6 5 0 5
Urinary system
Kidney
Macule, light gray 0 0 0 0 0 0 0 0 0 | 0 1
Genital system
Testis
Softening 1 0 1 0 0 0 1 0 1 0 0 0
Epididymis
Small 0 0 0 0 0 0 1 0 1 0 0 0

No appreciable changes in all other organs and tissues



0§

Table 12 - continued

. . . Study No.49814
Necropsy findings in juvenile rats treated orally with 2,4-Di-tert-butylphenol for 18 days followed by 63-day withdrawal period

Sex Female
Group and dose Control 5 mg/kg 40 mg/kg 300 mg/kg
Necropsy timing Scheduled Dead Total Scheduled Dead Total Scheduled Dead Total Scheduled Dead Total
Organs and findings Number of animals 6 0 6 6 0 ] 6 0 6 5 0 5
Urinary system
Kidney
Macule, light gray 0 0 0 0 0 0 0 0 0 0 0 0
Genital system
Testis NA NA NA NA NA NA NA NA NA NA NA NA
Softening
EpidédyT%s NA NA NA NA NA NA NA NA NA NA NA NA
ma

NA: not applicable.

No appreciable changes in all other organs and tissues.
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Organ weights in juvenile rats treated orally with 2,4-di-tert-butylphenol for 18 days

Table 13
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%: P<0.05, #%: P<0.01 (significantly different from control).
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Organ weights in juvenile rats treated orally with 2,4-di-tert-butyiphenol for 18 days

Table 13 - continued
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¥: P<0.05, #*: P<0.01 (significantly different from control).
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Organ weights in juvenile rats treated orally with 2,4-di-tert-butylphenol for 18 days

Table 13 - continued

Adrenals Epididymides Testes
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¥: P0.05 (significantly different from contrel).
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Table 13 - continued Organ weights in juvenile rats treated orally with 2,4-di-tert-butvlphenol for 18 days

Group Ovaries
Sex and
dose
(ng) (mg/100gB.¥.)
Male Control N
Mean
S.D.
5 mg/kg N
Mean
S.D.
40 mg/kg N
Mean
S.D.
300 mg/kg N
Mean
S.D.
Female Control N 6 6
Mean 17.5 28.9
S.D. +4.1 +5.1
5 mg/kg N 6 6
Mean 18.5 30.5
S.D. +3.0 +2.3
40 mg/kg N 6 6
Mean 20.2 3.1
S.D. +2.0 +5.6
300 mg/kg N 6 6
Mean 14.1 25.5
S.D. +1.3 +2.8

Not significantly different from conirol
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Organ weights in juvenile rats treated orally with 2, 4-Di-teri-butyiphenol for 18 days followed by 63-day withdrawal period

Table 14

Heart

Thyroids

Pituitary

Brain

Final
body weight

Group
and
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Organ weighis in juvenile rats treated orally with 2,4-Di-tert-butylphenol for 18 days followed by 63-day withdrawal period

Table 14 - continued
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Table 14 - continued Organ weights in juvenile rats treated orally with 2,4-Di-tert-butylphenol for 18 days followed by 63-day withdrawal period

Group Kidneys Adrenals Epididymides Testes
Sex and
dose
(8 (g/100gB.¥.) (mg) (mg/100gB. ¥.) (mg) (mg/100gB. ¥.) (mg) (mg/100gB.V.)
Male Control N 6 6 6 6 6 6 6 6
Mean 3.30 0.66 64. 1 12.9 1154. 9 230. 8 3537.4 708.1
S.D. +0.16 +0. 04 +9.1 2.1 +130.3 +25.8 +113.5 +45.5
b mg/kg N 6 6 6 6 6 6 6 6
Mean 3.37 0.64 76.2 14.5 1184. 6 225.9 3652.3 695.9
S.D. +0.30 +0.03 +11.2 +1.7 +79.7 +20.3 +382.9 +78.1
40 mg/kg N 6 6 6 6 6 6 6 6
Mean 3.37 0.67 73.6 14.7 1160. 2 230.2 3592. 8 715.0
S.D. +0.17 +0.05 +11.2 +3.0 +171.7 +35.8 +290.1 +96.4
300 mg/kg N 5 5 5 5 5 5 5 5
Mean 2.97 0.63 59.9 12.9 1070.4 228.0 3001. 1% 651.6
S.D. +0.28 +0.03 +6.5 +2.4 +84.9 +12.1 +145.0 +46. 1
Female Control N 6 6 6 6
Mean 1.92 0.69 81.3 29.4
S.D. +0.08 +0. 04 +16.7 +6.6
5 mg/kg N 6 6 6 6
Mean 1.83 0.70 75.6 28.7
S.D. +0.20 +0.03 +13.1 +2.1
40 mg/kg N 6 6 6 6
Mean 1.93 0. 66 71.3 26.4
S.D. +0.14 +0.04 +16.8 +4.6
300 mg/kg N 5 5 5 5
Mean 1.81 0.59%% 4.7 24.8
S.D. +0.29 +0.03 +9.7 +3.7

#: P<0.05, *%: P<O.01 (significantly different from control).
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Study No. 49814
Table 14 - continued Organ weights in juvenile rats treated orally with 2,4-Di-tert-butylphenol for 18 days followed by 63-day withdrawal period

Group Ovaries
Sex and
dose
(mg) (mg/100gB.¥.)
Male Control N
Mean
S.D.
5 mg/kg N
Mean
S.D.
40 mg/kg N
Mean
S.D.
300 mg/kg N
Mean
S.D.
Female Control N 6 6
Mean 93.6 33.7
S.D. +10.3 +2.5
5 mg/kg N 6 6
Mean 84.9 32.4
S.D. +14.8 +4.1
40 mg/kg N 6 6
Mean 82.1 28. 2%
S.D. +15.4 +4.7
300 mg/kg N 5 5
Mean 85.0 27. 9%
S.D. +14.5 +2.2

¥: P0.05 (significantly different from contrel).
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Table 15 Histopathological findings in juvenile rats treated orally with 2,4-Di-tert-butyliphenol for 18 days

Sex Male
Group and dose Control 5 mg/kg 40 mg/kg 300 mg/kg
Number of animals 6 6 ] 5
Organs and findings
-+ 4+ Total -+ H HH Total -+ 4 HH Total -+ H 4 Total

Digestive system
Liver . (6) (6) (6) (5)
Degeneration, hepatocyte, fatty, periportal 6 0 0 0 0 6 0 0 0 0 6 0 0 0 0 0 0 3 2 H%%

Urinary sysiem

Kidney _ (6) (0) (6) (5)
Tubule, basophilic 5 1 0 0 1 5 1 0 0 1 l 4 0 0 4
Cast, granular ' 6 0 0 0 0 6 0 0 0 0 1 4 0 0 4%
Dilatation,collecting tubule,cystic 6 0 0 0 0 ] 0 0 0 0 0 0 3 2 H¥%
Cellular infiltration, neutrophil 6 0 0 0 0 6 0 0 0 0 1 2 1 1 4%

%: P<0.05, #%: P<0.01 (significantly different from control).

Grade sign: -, none; +, mild; ++, moderaie; t+++, marked. . ) .

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

There are no remarkable changes in the lung, thymus, spleen, heart, testis, epididymis, pituitary, thyroid, adrenal and brain in all animals of conirol and

300 mg/kg groups.
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Table 15 - continued

Histopathological findings in juvenile rats treated orally with 2,4-Di-tert-butylphenol for 18 days

Study No. 49814

Sex Female
Group and dose Control 5 mg/ke 40 mg/ke 300 mg/kg
Number of animals 6 6 ] ]
Organs and findings
- + ++ +++ Total - + ++ +++ Total - t ++ +++ Total - t ++ +++ Total
Digestive system
Liver , (6 (6) (6) (6)
Degeneration, hepatocyte, fatty, periportal 6 0 0 0 6 0 0 0 0 5 1 0 0 1 0 0 4 A 6%%
Urinary system
Kidney (6) 0 (6) (6)
Tubule, basophilic 6 0 0 0 0 5 | 0 0 I 2 4 0 0 4%
Cast, granular 6 0 0 0 0 6 0 0 0 0 4 2 0 0 2
Dilatation,collecting tubule,cystic ] 0 0 0 0 6 0 0 0 0 0 0 4 2 [iE3]
Cellular infiliration, neutrophil 6 0 0 0 0 6 0 0 0 0 3 1 1 1 3

$: P<0.05, *%: P<0.01 (significantly different from control).

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

Figures in parentheses are number of animals with tissues examined histopathologically. , o .
There are no remarkable changes in the lung, thymus, spleen, heart, ovary, pituitary, thyroid, adrenal and brain in all animals of control and 300mg/kg groups.
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Study No. 49814
Table 16 Histopathological findings in juvenile rats treated orally with 2,4-Di-tert-butylphenol for 18 days followed by 63-day withdrawal period

Sex Male
Group and dose Control 5 mg/kg 40 mg/kg 300 mg/kg
Number of animals 6 6 6 5
Organs and findings
- + ++ +++ Total - t ++ +++ Total - + ++ +++ Total - t ++ +++ Total
Urinary system
Kidney (6 0 (6) (5)
Tubule, basophilic 6 0 0 0 0 6 0 0 0 0 2 3 0 0 3%
Dilatation,collecting tubule 6 0 0 0 0 ] 0 0 0 0 0 5 0 0 5%
Cellular infiltration, lymphocyte 0 0 0 0 0 6 0 0 0 0 3 I 1 0 2
Fibrosis 6 0 0 0 0 6 0 0 0 0 4 1 0 0 1
Mineralization, corticomedullary 6 0 0 0 0 6 0 0 0 0 5 0 0 0 0
Genital system
Testis _ (6) (0) 1) (5)
_ Atrophy, seminiferous tubule o 0 0 1 1 0 0 0 1 1 o 0 0 0 0
Epididymis (6) )] ) (5
Decrease, sperm, lumen 5 0 0 | I 0 0 0 1 1 5 0 0 0 0

%: P<0.05, ¥x: P<0.01 (significantly different from control).

Grade sign: -, none; +, mild; ++, moderaie; t++, marked. . . .

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

There are no remarkable changes in the liver, lung, thymus, spleen, heart, pituitary, thyroid, adrenal and brain in all animals of conirol and 300 mg/kg groups,
and in the liver in all animals of 5 and 40 mg/kg groups
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Study No. 49814
Table 16 - continued Histopathological findings in juvenile rats treated orally with 2,4-Di-tert-buiylphenol for 18 days
followed by 63-day withdrawal period

Sex Female
Group and dose Control 5 mg/kg 40 mg/kg 300 mg/kg
Number of animals 6 6 6 5
Organs and findings
- + ++ ++t Total - 4 ++ t+++ Total - + ++ +++ Total - t ++ +++ Total
Urinary system
Kidney (6) 0 (6) ()
Tubule, basophilic 6 0 0 0 0 6 0 0 0 0 5 0 0 0 0
Dilatation,collecting tubule 6 0 0 0 0 6 0 0 0 0 1 4 0 0 4%
Cellular infiltration, lymphocyte 6 0 0 0 0 6 0 0 0 0 5 0 0 0 0
Fibrosis 6 0 0 0 0 6 0 0 0 0 5 0 0 0 0
Mineralization, corticomedullary 5 1 0 0 1 5 1 0 0 1 4 1 0 0 |
Genital system
Testis NA NA NA NA
Atrophy, seminiferous tubule
Epididymis NA NA NA NA

Decrease, sperm, lumen

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

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

NA: not applicable. ) )

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

There are no remarkable changes in the liver, lung, thymus, spleen, heart, ovary, pituitary, thyroid, adremal and brain in all animals of control and 300 mg/ke
groups, and in the liver in all animals of 5 and 40 mg/ke groups.
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Table 17 Histopathological findings in juvenile rats found dead during oral treatment with 2,4-Di-tert-butylphenol for 18 days

Sex Male Female
Group and dose 300 mg/kg 300 mg/kg
Number of animals 2 1

Organs and findings

- ¢ ++ ++ Total - 4 ++ ++ Total
Digestive system
Liver (2) )
Degeneration, hepatocyte, fatty, periportal 2 0 0 0 0 0 1 0 0 1
Respiratory system
Lung (2) (1)
Edema, alveolus 1 1 0 0 1 1 0 0 0 0
Hematopoietic system
Thymus ) )
Atrophy, cortex 2 0 0 0 0 0 1 0 0 1
Urinary system
Kidney (2 m
Necrosis,papilla 2 0 0 0 0 0 1 0 0 1
Cast,granular . 20 0 0 0 0 1 0 0 1
Cellular infiltration, neutrophil 0 1 I 0 2 0 1 0 0 I
Nervous system
Brain (2) (D
Hemorrhage, cortex, cerebrum, focal 2 0 0 0 0 0 1 0 0 ]
Special sense organs
Eye (1 ()]
Hemorrhage, intraccular 0 I 6 0 1
Musculoskeletal system
Cranial bone o)) 0)
Fracture 0 l 0 0 l
Hemorrhage, periosteum 0 1 0 0 1

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

Figures In parentheses are number of animals with tissues examined histopathologically. . o .
There are no remarkable changes in the spleen, heart, testis, epididymis, ovary, pituitary, thyroid, adrenal and brain in all animals,
and in the urinary bladder in one male.
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Study No.49814
Appendix 1 Individual clinical signs in juvenile male rats treated orally with 2,4-Di-tert-butylphenol for 18 days followed by 63-day withdrawal period

Group Animal Days
and
dose No. 6

_—
(353
oo
S
=l
-3
oo
=)
—_—
=
—
—

Control 601 - - - - - - - - - - -
602 - - - - - - - - - - -
603 - - - - - - - - - - -
604 - - - - - - - - - - -
605 - - - - - - - - - - -
606 - - - - - - - - - - -
607 - - - - - - - - - - -
608 - - - - - - - - - - -
609 - - - - - - - - - - -
610 - - - - - - - - - - -
611 - - - - - - - - - - -
612 - - - - - - - - - - -

5 mg/kg 613 - - - - - - - - - - -
614 - - - - - - - - - - -
615 - - - - - - - - - - -
616 - - - - - - - - - - -
617 - - - - - - - - - - -
618 - - - - - - - - - - -
619 - - - - - - - - - - -
620 - - - - - - - - - - -
621 - - - - - - - - - - -
622 - - - - - - - - - - -
623 - - - - - - - - - - -
624 - - - - - - - - - - -

40 mg/kg 625 - - - - - - - - - - -
626 - - - - - - - - - - -
627 - - - - - - - - - - -
628 - - - - - - - - - - -
629 - - - - - - - - - - -
630 - - - - - - - - - - -
631 - - - - - - - - - - -
632 - - - - - - - - - - -
633 - - - - - - - - - - -
634 - - - - - - - - - - -
635 - - - - - - - - - - -

636

Clinical sign: -, No abnormality.




Study No. 49814

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

Group Animal Days

and

dose No. 1 2 3 4 b 6 1 8 9 10 11

300 mg/ke 637 a,b - - - - - - - - - -
638 a - - - - - - - - - -
639 a,b - - - - - - - - - -
640 a,b,c a - - - - - - - - -
641 a,b - - - - - - - - - -
642 a,b - - - - - - - - - -
643 a,b - - - - - - - - - -
644 a,b a,b a,b a,b a - - - - - -
645 a a a,b d
646 a,b a,b d
647 a,b - - - - - - - - - -
648 a - - - - -

Clinical sign: -, No abnormality; a, Hypoactivity; b, Bradypnea; ¢, Hypothermia; d, Dead.



Appendix [ - continued

Individual clinical signs in juvenile male rats treated orally with 2,4-Di-tert-butylphenol for 18 days

followed by 63-day withdrawal period

Study No. 49814

Group
and
dose

Animal

Days

—
(o)

—
()

—_—
S

—_—
[~ a}

—_
[=1]

11

—
oo

19

20

21

22

Control

L I Y T O Y AR T N A I A |

LN T A S R A R A |

LI T R A A

[ I T R R I A R N R e |

[ R AR TR N N NS T R I |

| N A TR A Y R U A I |

| A T S S |

5 mg/kg

L e I Uk T e A |

| I T T R R A I I |

| AN AN N TR SR N TR A A

L e e T D e |

L L I T B |

40 mg/ke

620
626
627
628
629
630
631
632
633
634
635
636

| Y A R R R R A |

L N N I D A O

[ JS A A Y A S R N A I |

L e L T e A I |

LI T T R A |

LS I I T A |

[ T R |

Clinical sign: -, No abnormality.



Study No.49814
Appendix 1 - continued Individual clinical signs in juvenile male rats treated orally with 2,4-Di-tert-buiylphenol for 18 days
followed by 63-day withdrawal period

Group Animal Days
and
dose No. 17

300 mg/kg 637

19 20 21 22

—
(-]
—
(%)
—
o
—_—
[Zal
—
(= r
—
[= ]

| R F Y I B B |
| TR S N A A B
| SN Y N O I B B |
[ T T N A A I |
| T O N A R |

=5
sy
—
| I R T IR N R B |
| S T R S R R R |

648 - - - - - - : -

Clinical sign: -, No abnormality.



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

Appendix 1 - continued

Study No. 49814

Group Animal Days

and
dose No.

23

24

25

26

21

28

29

30

31

32

33

Control 601
602
603
604
605

LN T T T A |

[ A |

LI I I A |

I |

| I N A |

[ A S N |

[

b mg/kg

I S A R |

L I N I T R |

| I I R S A |

{ I S S R

40 mg/ke 625

[ |

[ |

[N R R N I |

Clinical sign: -, No abnormality.



Study No. 49814
Appendix 1 - continued Individual clinical signs in juvenile male rats treated orally with 2,4-Di-tert-butylphenol for 18 days
followed by 63-day withdrawal period

Group Animal Days
and

dose No. 23 24 25 26 27 28 29 30 31 32 33
300 mg/kg 637

Clinical sign: -, No abnormality.



Study No. 49814
Appendix 1 - continued Individual clinical signs in juvenile male rats treated orally with 2,4-Di-tert-butylphenol for 18 days
followed by 63-day withdrawal period

Grgup Animal Days
an
dose No. 34 35 36 317 38 39 40 41 42 43 44

Contirol 601

[ I I B I |
| A R N S B}
L TR N R I |
[ I I R S|
[N I N U R |
| N I R I B |
| A |
| Y I N B |
[ I R S A |
| J S I I B

(=2
—
=
| I O A N B

5 mg/ke 613

| I S N A |
| I O I S A |
{ I I N I A |
{ A T R A |
{ I T I A |

{ N R IR A B |
| I T T A |
| I T R |
[ I T A
{ I S R R |
[ I T N A |

40 mg/kg 625

| R A N I |
| 2 R T B B |
LN I R N I |
[N I I I I |
[N I N I B |
[ I N I I |
| Y I B I |
[ T R A |
| I I S I S|
[ A |

(=2
(]
g
LI Y O B B |

Clinical sign: -, No abnormality.



Appendix 1 - continued

) Study No. 49814
Individual clinical signs in juvenile male rats treated orally with 2,4-Di-tert-butylphenol for 18 days
followed by 63-day withdrawal period

Group
and
dose

Animal

Days
34 35 36 37 38 39 40 41 42 43 44

300 mg/kg

Clinical sign: -, No abnormality.



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

Study No. 49814

Group Animal Days

and
dose No. 45 46 47 48 49 50 51 52 53 54

95

Control 601

[ |
LI S R A |
L T I N |
LI I N A |
LI R R A A |

611

—_—

b mg/kg

DO S =2}
[T
—

I R A |

OO0~ Tk Q2 oo

{ I I R I |
[ I A R |
[ N
[ I
[ I R A A |
[ O I S |
[ R R |
| T I I |
{ I I I I R |

40 mg/kg 625

[ T A N
L O O T N |
[ I A R |
L N A N |
| T A |
[ TR A I
[ I S |

o

2%

rag
| T T I
[ T A |
[ I A I I

[ |

Clinical sign: -, No abnormality.



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

Study No. 49814

Group Animal Days
and

dose No. 45 46 47 48 49 50 ol Y a3 04

09

300 mg/kg 637

Clinical sign: -, No abnormality.

01
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Study No.49814
Appendix 1 ~ continued Individual clinical signs in juvenile male rats treated orally with 2,4-Di-tert-butylphenol for 18 days
followed by 63-day withdrawal period

Group Animal Days

and
dose No. 56 57 58 -59 60 61 62 63 64 65 66

Control 601
602
603
604
605
606
607
608
609
610

=
—_—
—

| R R N A |
| I R I I |
[ T A A A |
[N T R T A |
[ T R T A |
LI R R R I |
[ R A N I |
| I R R R
[N R AR N I |
L R A N R |

[ 2 R R I |

—_—

TSSO T T Oh O [~
D et bt okt ek et it
OO0 3OS AT G [N

=g
35
B = O
LI T A R |

b mg/kg

{ I IR I R
|
| T I A B |
[ R N A |
[ R
[ I A A |
[ A
[
| I T A A |
[ Y I I A |

40 mg/kg 625

L 2 I R T I |
| R T S I |
LI T R A |
L Y T T A |
L T S A |
L T T I A |
L T T I |
| O N I B |
| Y N I I |
LN S I I A |

(=1
(2]
.,
LN A T R

636

Clinical sign: -, No abnormality.
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Appendix 1 ~ continued

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

Study No. 49814

Group Animal
and

Days

dose No.

26

a7

a8

09

60

61

62

63

64

65

66

300 mg/ke 637

648

Clinical sign: -, No abnormality.
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Study No. 49814
Appendix 1 - continued . Individual clinical signs in juvenile male rats treated orally with 2,4-Di-tert-butylphenol for 18 days
followed by 63-day withdrawal period

Grgup Animal Days
an
dose No. 67 68 69 70 11 72 13 74 75 76 77

Control 601

o

(=3

(=)
| IR R I S B
| I I R B I |
L R R N I |
[ Y AR N B
[ |
| T A T |
I A |
LI I S A |
[ T I N |
[ I S N |
[ R A A A |

5 mg/kg

| T I S |
[ I |
{ I I I N
| IR T R S

f=r]

(S

(3]
[ 2 T R A R |
{ I I T A A |
[ T
[
| R I N |
E 2 T I A R |
{ I A I A |

40 mg/kg 620

| I T N N |

[ T A N

L T N A A |

[ R |
L R I R A |
[ A A |
LI I I N |
I A |
O I R I |
LI I I S

(=2
(]
NN
{ N T T R A |

636

Clinical sign: -, No abnormality.
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Study No.49814
Appendix 1 - continued Individual clinical signs in juvenile male rats treated orally with 2,4-Di-tert-butylphenol for 18 days
followed by 63-day withdrawal period

Group Animal Days
and

dose No. 67 68 69 70 71 12 13 74 75 76 11
300 mg/kg 637

o - - - - . . - - - -

Clinical sign: -, No abnormality.
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Study No.49814
Appendix I - continued Individual clinical signs in juvenile male rats treated orally with 2,4-Di-tert-butylphenol for 18 days
followed by 63-day withdrawal period

Group Animal Days
and
dose No. 78 79 80 81

Control 601
602
603
604
605
606
607
608
609
610

LN R I S A |
| 2 Y I I I |
{ N I R N B |
| N T R T A |

5 mg/kg 613

<o
3
—
[ I A N |
| Y I N |
| I S I R |

40 mg/kg 625

<

=)

(]
[N R R S I}
| Y O I A |
| T R R |

[N T S I A |

636

Clinical sign: -, No abnormality.



Appendix 1 - continued

Individual clinical signs in juvenile male rats treated orally with 2,4-Di-tert-butylphenol for 18 days

followed by 63-day withdrawal period

Study No.49814

Group Animal
and
dose No.

Days

78 79 80

81

300 mg/kg 637

648

Clinical sign: -, No abnormality.

91
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Study No.49814
Appendix 2 Individual clinical signs in juvenile female rats treated orally with 2,4-Di-tert-butylphenol for 18 days followed by 63-day withdrawal period

Group Animal Days
and
dose No. 6

—
(35
(7]
-~
(3]
-
oo
«©w©
—
=
_—
—_—

Conirol 651 - - - - - - - - - - -
652 - - - - - - - - - - -
653 - - - - - - - - - - -
654 - - - - - - - - - - -
655 - - - - - - - - - - -
656 - ~ - - - - - - - - -
657 -~ - - - - - - - - - -
658 - - - - - - - - - - -
659 - - - - - - - - - - -
660 - - - - - - - - - - -
661 - - - - - - - - - - -
662 - - - - - - - - - - -

5 mg/kg 663 - - - - - - - - - - -
664 - - - - - - - - - - -
665 - - - - - - - - - - -
666 - - - - - - - - - - -
667 - - - - - - - - - - -
668 - - - - - - - - - - -
669 - - - - - - - - - - -
670 - - - - - - - - - - -
671 - - - ~ - - - - - - -
672 - - - - - - - - - - -
673 - - - - - - - - - - -
674 - - - - - - - - - - -

40 mg/kg 675 - - - - - - - - - - -
676 - - - - - - - - - - -
677 - - - - - - - - - - -
678 - - - - - - - - - - -
679 - - - - - - - - - - -
680 - - - - - - - - - - -
681 - - - - - - - - - - -
682 - - - - - - - - - - -
683 - - - - - - - - - - -
684 = - - - - - - - - - -
685 - - - - - - - - - - -

Clinical sign: -, No abnormality.
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Study No. 49814
Appendix 2 - continued Individual clinical signs in juvenile female rats treated orally with 2,4-Di-tert-butylpheno! for 18 days
followed by 63-day withdrawal period

Group Animal Days
and
dose No. 6

300 mg/ke 687

10

—_
()
(=%
=
o
-3
<o
=]
[a—
—_—

a0

oo
(==}
- o v
oo o ooooooc =

[ SR I I T |
[ R |
LI R AR T
I A |
I A |
[ A |

[=nd

[ - A
(=]
(=

L N N S 2 R R B B |

a a,b

=2

w

%]
mmmmgﬁmmmm
(I B O T N
[
|
[T
[T
[T

(=
&
o0
Qs -

Clinical sign: -, No abnormality; a, Hypoactivity; b, Bradypnea: c, Dead.



61

_ Study No. 49814
Appendix 2 - continued Individual clinical signs in juvenile female rats treated orally with 2,4-Di-tert-butylphenol for 18 days
followed by 63-day withdrawal period

Group Animal Days
and
dose No. 17

Control 651

19 20 21 22

[
o
—
(5]
—_—
-
—
[=al
—_—
(=2}
—
(=]

=
[=r]
| AN R O IR Y R A N A |
L R R A R I I |
[N T R R O A O A e A |
LN Y N Y A A R R R A |
L O N I A A e |
| Y N R A A Y R I N |
[ N O T R A I e |

| T I N

[ A N |
[ A N |
I I |

5 mg/kg 663

o

(=1

oo
A N A N T O I I |
| N N A
| R I e
L I Y R N A T A R R B |
L S N N N A |
[ R A R R A |
L O O e e e

[ N N
| I O I A |

40 mg/ke 675

o
oo
=
LN T R A R N R I e
L S R A A A A R e e |
LI T R R A A I A e
L N S I e T I |
LN I F N R A R N I A
L S e R T I |
LI I O R R I I
[ Y I N I |
[ |
I |
[N I I O |

Clinical sign: -, No abnormality.
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Appendix 2 - continued

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

Study No. 49814

Group Animal

and
dose No.

Days

—
oo

—_—
()

14

16

18

19

20

21

22

300 mg/kg 687

698

LI R A I A

LI I R N |

[ I S R S |

L S N N

[ J I S B

LN T I B |

LA IR S

Clinical sign: -, No abnormality.
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Study No. 49814
Appendix 2 - continued Individual clinical signs in juvenile female rats treated orally with 2,4-Di-tert-butylphenol for 18 days
followed by 63-day withdrawal period

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

Conirol 651

g

«©w
[ TR S S |
[ TR R |
| I R R N |
| S I R A |
| I I A I |
[ R A N I |
LN I I N A |
[ O A N |
| I Y A I |
[N T I A I

5 mg/kg 663

2
—

A N N R A |
[ N N N |
[ N A
LI N I R A |
[ O I I
[ R |
[

[ |
[ S R |
| N O N N A |
| Y IR T R |

40 mg/kg 675

| I I R A A |
L T R R I |
[
LI R R R N |
L R A |
[
LI R A A I |
LI R R A |
LI N T |

(=1

oo

A~
LI R T A |
[ R N N

686

Clinical sign: -, No abnormality.
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Appendix 2 - continued Individual clinical signs in juvenile female rats treated orally with 2,4-Di-tert-butylphenol for 18 days
followed by 63-day withdrawal period

Group Animal Days

and
dose No. 23 24 25 26 27 28 29 30 31 32 33

300 mg/kg 687

<o

w>

o
L Y I B |
LI R N S )
L I A B |
L Y I B |
| S T S
L Y I B |
LI I I S |
L I I B |
LI T N B
| T I B
L Y A B |

Clinical sign: -, No abnormality.



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

Study No. 49814

Group Animal Days

and
dose No. 34 35 36 31 38 39 40 41 42 43

44

Control 651

&S

(=)
[ A A |
[N R N N B |
| Y R N I |
L S S I N I |
LI R R T A |
| I I R T |
| I I N B |
[ R R |
| R R I I |
[ R Y I A |

LI T A N I |

b mg/ke 663

4

{ I T S S |
{ I T N A R |
| N Y I B I |
| I I I N B |

{ I S I R
[ I A |
L I I |
[N I A |

(=1

-3

[y
{ I IO A A |
| 2 I R R B |

40 mg/kg 675

<3
o0
(L)
| N T R S A |
[ T O I B |
| T T A B |
[ A A I I |
L I I A |
| I N S A
[ I T I A |
LI Y A N I
| I T R N |

Clinical sign: -, No abnormality.
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Appendix 2 - continued Individual clinical signs in juvenile female rats treated orally with 2,4-Di-tert-butylphenol for 18 days
followed by 63-day withdrawal period

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

300 mg/ke 687
688
689
690
691
692
693
694
695
696
697
698

| Y A B |
| Y I S |
LA R R B |
LA T I B |
L I A B |
L T B |
L I A B |
LN I I S |
[ A R R B
L Y A A |
LA I R B |

Clinical sign: -, No abnormality.
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Appendix 2 - continued Individual clinical signs in juvenile female rats treated orally with 2,4-Di-tert-butylphenol for 18 days
followed by 63-day withdrawal period

Grgup Animal Days
an
dose No. 45 46 47 48 49 50 51 52 53 54 55

Control 651

L T S A |
[ R T N O |
| S T S
| T T N
| R N I I |
| Y T I B |
L T R A B
{ I T T A
L T T I |
LN T T I

o>
<
[en)
| I I T I |

5 mg/kg 663

(=1
=
{ I O I
{ I Y I N |
[ A
[ I A
{ I O N N
[ T R |
[ T R A |
[
[ |
[
[ A |

40 mg/kg 675

<>

(=]

75
| Y A A I |
I |
[ T I A |
LI T S T I |
[ I R R T |
[N R IR S R
I A |
[ N |

LI T T A |
| I I Y A I |
o

Clinical sign: -, No abnormality.
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Appendix 2 - continued Individual clinical signs in juvenile female rats treated orally with 2,4-Di-tert-butylphenol for 18 days
followed by 63-day withdrawal period

Grgup Animal Days
an
dose No. 45 46 47 48 49 50 51 52 53 54 55

300 mg/kg 687
688
689
690
691
692
693
694
695
696
697
698

Clinical sign: -, No abnormality.

| I R N B |
[ T R B |
| T R B |
[ I I B
| T B B |
| I S S |
[ T R B |
LI I R B |
| I I R |
| T R B
LA I R TR
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Appendix 2 - continued Individual clinical signs in juvenile female rats treated orally with 2,4-Di-tert-butylphenol for 18 days
followed by 63-day withdrawal period

Group Animal Days

and
dose No. 56 57 58 59 60 61 62 63 64 05 66

Control 651

| T R I B |
L S S N A |
[ T T N
L R T N
| I O A R A |
[ N A N |
LN I T I |
{ N O A I I |
| TR T S B |
LI Y A I |

o
(=23
(=}

| Y N B |

5 mg/kg 663

3

—
{ I T A R A |
[ IS S N R
[ I S R I
[ S R N |
| T S R A |
{ I O I R R |
| O I N A |
| I R A N A |
{ I S I T A |
| S T A R
{ I O I A |

40 mg/ke 675

[N TR A S B |
| IR T R S |
| NS T N N B |
| IR I A N I |
[ I I I I |
| R R N I S|
| I R R N |
[ R R A |
[N R N S |
| T T I |

<
(= =]
-~
LI T IR A O |

Clinical sign: -, No abnormality.
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Appendix 2 - continued Individual clinical signs in juvenile female rats treated orally with 2,4-Di-tert-butylphenol for 18 days
followed by 63-day withdrawal period

Grgup Animal Days
an
dose No. 56 57 58 59 60 61 62 63 64 65 66

300 mg/kg 687

<

©

(=21
| I Y B
|2 T I S|
LA S N |
LA I R B
L I R B
| T I B
| R N |
[ I R |
[ I R B
[ I R |
LI T A |

698

Clinical sign: -, No abnormality.
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Appendix 2 - continued Individual clinical signs in juvenile female rats treated orally with 2,4-Di-tert-butylphenol for 18 days
followed by 63-day withdrawal period

Group Animal Days

and
dose No. 67 68 69 70 11 72 73 74 75 76 77

Control 651
652
653
654

o
<
)
[N R AR S B
| N T R R A |
[N I A N A |
LI T R R A |
[N T I U A
| T O A |
[ R A |
| T T R A |
[ T R |
| IR T I R A |
[ T |

5 mg/kg 663

2 N R S
{ I S N I |
| 2 I R T B
[ I S N R |
| I S N N R
{ I O N I |
[ I N R R |
| I S R N
I A |
I N A

o
-3
(o)
| I S R N |

40 mg/ke 675
676
677
678
679
680
681
682
683
684
685
686

| N Y T N |
LI R S S I |
| I T I I |
L T N A |
LI S R A |
[ I A N
[ |
b e
[N T R I A |
[ |

Clinical sign: -, No abnormality.
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Appendix 2 - continued Individual clinical signs in juvenile female rats treated orally with 2,4-Di-tert-butylphenol for 18 days
followed by 63-day withdrawal period

Grgup Animal Days
an
dose No. 67 68 69 70 71 72 73 74 75 76 77

300 mg/kg 687
688
689
690
691
692
693
694
695
696
697
698

Clinical sign: -, No abnormality.

L R N B |
[ S I R B |
LN R R S |
LN R A B |
L Y I B |
L TR N B
L I R I |
L I I B |
LN Y I T |
L TR A T |
L I I B |
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Appendix 2 - continued Individual clinical signs in juvenile female rats treated orally with 2,4-Di-tert-butylphenol for 18 days
followed by 63-day withdrawal period

Group Animal Days
and
dose No. 78 79 80 81

Control 651
652
653
654
655
656
657
658
659
660
661
662

5 mg/kg 663
664
665
666
667
668
669
670
671
672

LA R R A |
LA I R S |
[ R I A |
[ |

{ I A R A B |
| I A I O A |
| S T I T R
[ R |

40 mg/kg 675

=
(==}
[
L N |
| T N |

[ A T N A |
e

686

Clinical sign: -, No abnormality.
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Appendix 2 - continued Individual clinical signs in juvenile female rats treated orally with 2,4-Di-tert-butylphenol for 18 days
followed by 63-day withdrawal period

Study No. 49814

Group Animal Days
and

dose No. 78 79 80 81

300 mg/kg 687

(=1

()

(2]
L Y A B |
LN N N B |
LA T A S|
LI I I B |

Clinical sign: -, No abnormality.
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Appendix 3 Individual body weights in juvenile male rats treated orally with 2,4-Di-tert-butylphenol for 18 days followed by 63-day withdrawal period

Grgup Animal Body weight (g) on day
an
dose No. 1 4 8 11 15 18 22 25 29 32 36
Control 601 10. 7 17.7 28. 6 31.0 48. 8 62.2
602 10. 8 18.2 29.3 3.1 48.0 59.0
603 11.9 18.6 28. 1 36.3 47.6 60.3
604 11.1 17.8 30. 4 38.6 51.0 63.5
605 10.5 17.1 27.0 4.1 42.6 51.3
606 10. 7 17.4 27.2 35.0 47.0 59.8
607 10.8 17.2 21.9 36.5 49.4 62.3 87.2 1.7 152.1 185.4 230.8
608 10.3 16.9 26.6 33.9 45.2 55.6 78.8 99.3 134.2 164.4 199.6
609 11.0 18.5 30.2 38.5 49.4 61.6 83.4 104.2 142.1 175.2 217.9
610 11.2 18.7 29.6 38.1 50.2 59.3 86.2 111.3 154.6 188.7 231.9
611 10.9 17.8 26. 1 34.6 44.9 54.0 79.3 101.4 136.0 167.6 207.5
612 11.0 18. 7 29.6 38.2 47.4 55.4 81.9 106. 4 144.0 179.5 229.2
5 mg/kg 613 10.7 17.6 21.9 35.8 48. 4 57.1
614 11.1 17.6 29,3 38.1 50.1 64.2
615 11.0 17.6 27.8 36.6 46.8 58. 17
616 11.4 18.8 29.8 38.8 51.0 60. 2
617 10. 7 17.4 27.6 34.4 45.3 56.9
618 10.7 17.5 26.8 35.3 47.7 58. 1
619 10. 7 16.4 21.3 36.6 49.2 63.7 88.4 111.2 151.1 181.8 223.1
620 10.3 16.4 25.6 35.6 46.5 58.9 83.17 106.5 146. 0 179. 4 223.1
621 11.4 19.6 32.4 41.5 51.5 65.17 92.1 119.4 163.9 200.7 249.2
622 10.9 18.0 29.4 38.9 50.1 59.2 84.38 110.8 154.2 187.5 232.3
623 11.1 17.5 26.4 33.17 44.5 56.17 81.6 103.0 135. 4 162.9 195.0
624 11.0 17.8 29.5 38.8 49.2 60.0 83.0 104.7 139. 7 171.5 212.5
40 mg/kg 625 10. 8 17.8 28.1 36.0 48.3 59.4
626 11.4 18.1 29.9 38.1 49.17 61.4
627 11.3 18.1 28.8 39.1 50. 6 62.7
628 10. 7 18.8 29.5 38.0 50.7 62.1
629 10.8 17.2 27.5 36.1 45.7 52.7
630 10.6 17.6 27.1 35. 17 46.1 55.2
631 11.6 18.1 29.1 39.4 50. 4 62.0 84.8 109. 2 144.5 176.3 209. 4
632 10.5 17.0 27.6 37.3 50.1 59.5 78.5 101. 1 134.9 167.8 209. 3
633 10.9 17.8 29.1 39.4 49.5 62.2 84.8 109.9 146.3 183. 4 228.6
034 11.0 18.5 29.6 38.4 49.0 58.6 80.9 102.9 137.9 165. 3 211.5
635 11.0 18.2 27.9 35.3 45.0 56.5 81.8 106.5 146.7 180.9 229.5
636 10.7 18.5 30.3 38.4 48.9 59.4 83.2 106.9 148.1 180.3 220. 6
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Appendix 3 - continued Individual body weights in juvenile male rats treated orally with 2,4-Di-tert-butylphenol for 18 days
followed by 63-day withdrawal period
Grgup Animal Body weight (g) on day
an
dose No. | 4 8 11 15 18 22 25 29 32 36
300 mg/ke 637 10.8 13.5 23.1 28.5 42.6 53.2
638 11.3 16.3 28.2 35.6 45.5 55.9
639 11.0 12.7 24.5 32.6 43.1 52.6
640 11.0 13.1 21.9 28. 4 38.5 46.5
641 10.2 14.5 23.8 31.0 39.3 45.5
642 10. 8 14. 7 24.2 32.0 41.7 53.8 75.3 99. 6 136.3 165. 5 207. 7
643 10.6 13.6 25.0 33.4 46.1 56. 6 78.6 99.4 133.8 164.5 202. 1
644 10.4 9.5 14.7 21.4 30.7 37.8 51.1 67.5 95. 6 118.2 152.5
645 11.3
646 10.5
647 11.0 13.0 20. 6 26. 2 35.5 43.0 62.4 81.7 115.2 142.8 180.5
648 10.5 14.4 25.5 32.7 41.9 51.5 72.0 95.2 130.8 161.3 205. 7
No.645 and 646 (300 mg/kg) died on day 4 and 3 of treatment, respectively.



Appendix 3 - continued

Individual body weights in juvenile male rats treated orally with 2,4-Di-tert-butylphenol for 18 days
followed by 63-day withdrawal period

Study No. 49814

Grgup Animal Body weight (g) on day
an
dose No. 39 43 46 50 53 57 60 04 67 71 4
Control 601
602
603
004
.
607 265. 6 304.3 341.7 3178.2 410.9 449. 4 473.5 502. 6 518.5 537.7 549. 8
608 230.1 267.1 300.6 330.0 351.5 377.6 397.17 418.4 441.7 443. 4 466. 7
609 252.6 285.2 316.2 356. 2 379.3 411.3 429.8 448. 6 463. 1 479.4 493. 1
610 260.6 301.7 329.8 373. 1 397.2 431.6 455.6 481.1 498. 1 523.7 537.5
611 234. 4 268. 4 295.4 327.3 343. 4 377.6 400. 3 425.5 437.9 459.6 473. 4
612 261.8 303.8 341.0 375.0 408.0 445.4 469. 1 505.0 511.4 536.4 547.9
5 mg/kg 613
614
615
616
: i
619 253.2 300. 2 332.5 313. 4 406. 6 452.3 472.0 506. 1 536. 1 559.9 576.2
620 257.0 301.0 331.6 3111 408. 8 443.0 474. 8 500. 2 520.5 547.4 570.2
621 284.1 324.5 359.6 401.5 421.5 460. 8 481. 4 509. 9 522.2 546. 1 561.5
622 266. 6 301.1 335.7 31117 389.9 421.17 442. 0 468.5 480.1 496. 6 512.8
623 217.6 252.8 277.0 308. 3 338.8 362.0 383.3 403.2 420.0 442.3 453. 8
624 245. 8 2817.3 317. 4 355.9 386. 6 420.0 443.4 476. 4 491.6 515.2 534.6
40 mg/kg 625
626
627
628
.
631 236.7 267.2 292.3 327.1 347. 17 377.5 399.5 422.9 434. 8 450. 2 462. 5
632 240. 8 283.1 313.1 355.5 382.5 418.1 440. 8 461.1 486. 1 501.0 517.7
633 263. 8 306. 8 340.5 387.5 418.6 455.6 477.4 509. 6 530.9 557.1 572.3
634 242.1 284.6 308.8 348.3 376.5 408.7 432.5 458. 6 475.9 497.4 517.3
635 264.3 305.1 338.9 3101 409. 4 444.0 465. 6 491.2 505. 1 525.1 543.3
636 250.5 291. 2 322.5 357.2 377.8 406. 6 428. 4 449. 8 470.1 487.4 501.6
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Appendix 3 - continued

Individual body weights in juvenile male rats treated orally with 2,4-Di-tert-butylphenol for 18 days
followed by 63-day withdrawal period

Study No. 49814

Grgup Animal Body weight(g) on day
an
dose No. 39 43 46 50 53 57 60 64 67 11 74
300 mg/kg 637
638
639
bl
042 242.6 271.8 312.5 353.5 372.5 405.9 421.3 445.1 457.8 478. 6 492.5
643 234.8 269.7 296. 7 333.5 353.5 388.4 405. 2 427.8 443.7 458.5 473.3
gié 176.6 207.9 232.1 269.9 292.0 324.3 338.5 368.3 382.17 398. 17 412.1
646
647 208. 6 250. 8 279. 4 320.7 340. 7 377.0 395.9 424.5 451. 3 467.5 491.3
648 237.9 285. 17 321.2 363.9 390.5 430. 3 450.7 481.5 502.7 520.2 537.3
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Appendix 3 - continued Individual body weights in juvenile male rats treated orally with 2,4-Di-tert-butylphenol for 18 days
followed by 63-day withdrawal period
Grgup Animal Body weight (g) on day
an
dose No. 78 81
Control 601
602
603
604
605
606
607 565. 7 588.4
608 472.7 493.7
609 910.5 519.0
610 550. 3 508.2
611 488.7 502.3
612 565.0 082.8
5 ng/kg 613
614
615
616
617
618
619 994.9 613.7
620 992.9 606. 3
621 870.8 087.5
622 518.4 0417
623 477.0 492.8
624 047.1 998.17
40 mg/kg 625
626
627
628
629
630
631 480. 1 488. 8
632 932.3 948.9
633 584.1 098. 8
634 934.7 a0l1.2
635 999.0 972.3

636 014.2 028.3




8¢

Appendix 3 - continued

Individual body weights in juvenile male rats treated orally with 2,4-Di-tert-butylphenol for 18 days
followed by 63-day withdrawal period

Study No. 49814

Grgup Animal Body weight(g) on day
an
dose No. 78 81
300 mg/kg 6317
638
639
040
041
642 501.2 513.5
643 488.2 500.3
644 427.8 442.0
645
046
647 505.0 518.0
648 559.7 569.0
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Appendix 4 Individual body weights in juvenile female rats treated orally with 2,4-Di-tert-butylphenol for 18 days followed by 63-day withdrawal period

Grgup Animal Body weight (g) on day
an
dose No. 1 4 8 11 15 18 22 25 29 32 36
Control 651 10. 8 17.9 29.1 36. 8 47.17 59.4
052 10.6 17.1 28.8 36.4 48.2 58.1
653 11.3 8.1 30.4 40. 2 51.8 61.8
654 10.2 17.8 28.1 36.0 47.5 57.5
655 9.5 16.1 25.9 32.5 41.1 48.8
056 10.1 16.4 24.8 32.5 44,0 54.1
657 9.9 15.4 26. 1 34.7 46.2 57.9 78.8 97.17 123.17 143.5 162.1
658 10.2 16.1 24.2 32.0 42.4 51.1 70.1 89.2 118.6 142.7 167.5
659 11.3 19.5 31.6 41.6 51.5 64.5 85.4 103.0 130.9 152.5 176.0
660 9.8 15.17 26. 4 35.2 43.6 52.1 70.5 85.9 111.2 132.2 157.2
661 9.9 16.0 24.2 32.6 42.6 53.1 72.5 92.9 121.5 142.2 165.1
662 10.5 17.0 27.9 37.9 48.9 58.4 79.3 101.0 135.7 164. 3 189. 6
5 ng/kg 663 11.0 17.9 28.17 35.8 48.2 58.6
664 10.7 17.4 21.5 37.0 46.9 58. 6
665 11.3 18.4 30.9 40. 3 50.9 63.0
666 10. 4 16.7 27.0 34.2 44,3 51.1
667 10.2 15.2 24.4 31.2 39.4 47.4
668 [1.0 17.6 27.4 36.3 46. 17 57.6
669 10.1 16.5 27.2 35.6 47.0 55.8 69.4 84.17 107.9 125.2 142.1
670 10. 7 17.1 26.4 35.4 44.6 55.9 76.5 96. 2 127.2 149.5 172.3
671 10.7 18.5 3.1 40.6 51.3 63.0 82.1 100. 3 125.1 146. 1 169. 4
672 9.9 16. 2 28.3 36.5 46.6 58.5 1.1 101. 4 131.0 156. 3 177.9
673 10.0 15.4 23.9 30.9 40. 6 47.4 65. 3 82.5 102.7 121.9 142.0
674 10.3 17.9 29.8 39.0 48. 17 60. 8 78.8 98.7 128.1 150.7 170.0
40 mg/kg 675 10. 8 17.3 28.9 317.2 49. 8 64.3
676 10.5 17.1 21.8 36.0 46.0 61.3
6717 11.1 18.1 29.5 39.1 50.5 63.6
678 10.9 17.8 28.1 35.5 47.5 61.1
679 10.1 14.6 25.0 3.4 41.5 51.5
680 10. 9 18.0 27.0 34.4 45.1 57.3
681 10. 2 16.8 27.4 36.3 47.6 59.4 80.9 100.1 130.5 156.9 184. 2
682 10. 1 16.8 24.9 33.4 45.3 58.1 79.2 100.5 132.9 153. 6 179.2
683 10.9 18.4 30.1 38.9 50.3 62.0 81.9 103.3 130.8 150.4 177.3
684 10.1 16. 3 26. 9 37.3 48.2 57.8 76.9 95.7 125.1 142.0 165. 4
685 10. 2 16. 1 24.3 31.1 41.17 52.1 71.6 90. 7 116. 6 139. 7 162.5
686 10.5 17.9 21.9 36.4 47.8 58.8 81.2 104.7 139.9 166. 1 197.4
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Appendix 4 - coniinued Individual body weights in juvenile female rats treated orally with 2,4-Di-tert-butylphenol for 18 days
followed by 63-day withdrawal period
Grgup Animal Body weight(g) on day
an
dose No. 1 4 8 11 15 18 22 25 29 32 36
300 mg/ke 687 10. 7 13.9 23.9 32.0 45.2 53.8
688 10. 8 15.9 26. 7 30.0 46. 3 96.6
689 11.0 13.5 23.9 32.1 42.6 52.8
690 10. 6 12.4 22.6 30.4 41.0 50. 6
691 10. 2 15.3 22.8 29.9 38.3 43.8
692 1.1 12.3 23.4 32.0 44.9 85.7
693 10.5 9.4
694 10.4 12.8 21.3 29.1 40. 3 50. 4 64. 3 80.3 106. 4 126. 6 147.1
695 11.0 14.8 25.9 33.8 42.9 53.3 72.3 93.9 125.7 153. 6 178.9
696 10.2 12.9 22.7 31.3 42.3 48.3 68. 3 90. 2 119.9 145.0 172.8
697 10.0 14.3 23.9 29.8 37.9 47.3 68. 6 90. 5 124.8 145.0 171. 4
698 10. 6 14.8 26.1 33.9 43.9 9.5 76.0 96. 4 129.1 153. 4 178.9

No. 693 (300 mg/kg) died on day 7 of treaimeni.
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Appendix 4 - continued Individual body weights in juvenile female rats treated orally with 2,4-Di-tert-butylphenol for 18 days
followed by 63-day withdrawal period

Grgup Animal Body weight (g) on day
an
dose No. 39 43 46 50 53 57 60 64 67 71 14
Conirol 651
652
653
654
655
656
657 179.3 191.7 206.4 218.5 221.2 241.3 241.3 250. 4 265.1 276.6 279.2
658 185.9 200. 17 220.6 238.7 249.9 260. 1 273.0 283.1 281.1 295.8 301.9
659 186. 3 205.9 2171 229.3 240.1 257.8 265.3 214. 1 278.7 294. 4 204. 1
660 176.6 186. 8 201.5 215.5 221.7 231.3 229.9 238.7 248.5 256. 1 261.5
661 177.5 195.6 207.0 224.3 240.7 255.3 269.9 273.5 281.8 204.2 309.0
662 205. 8 220.17 222.5 231.5 250.9 264. 1 274. 4 281.2 288. 6 208. 1 287.4
5 mg/kg 663
664
665
066
667
668
669 159. 3 168. 8 175.0 187.9 196. 8 207. 4 215.1 223.0 221.9 235. 17 2317.8
670 189. 8 202.0 208.0 216.5 233.4 247.3 251.17 252.5 267.5 280.5 287.4
671 187.1 202.2 216.5 227.2 238.3 250.0 261.4 267.8 269.7 2717.9 280.3
672 192.0 211.3 227.0 234.6 250.0 266. 4 267.0 269.5 281.6 2917. 1 293.9
673 143.1 154.1 163.0 167. 4 [71.5 183.3 187.6 187.1 196. 6 204.6 203.7
674 186.4 201.3 220.8 239.1 246.8 260.0 265. 4 271.1 281.3 289. 1 298.9
40 mg/kg 675
076
677
678
679
680
681 197. 4 212.8 226.3 245.5 249.8 258.4 269.2 272.17 281.7 291.1 295.3
682 202.9 217.3 230.3 246. 1 253.1 276. 8 288.9 292. 4 297.2 305.9 312.7
683 194.0 207.0 219.6 236.9 243.3 256. 2 262.2 272.1 281.5 295.0 304.7
684 174. 2 184.3 199. 7 211.2 218.0 229.0 243.9 252.9 261.4 267.0 274.5
685 178.1 193.1 206. 8 215.9 229.2 243.1 265.0 264. 1 268.9 281.3 284.7
686 218.17 236.4 250.2 269. 1 285.9 301. 4 309.5 321.1 320.9 325.5 333.5
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Appendix 4 - continued

Individual body weights in juvenile female rats treated orally with 2,4-Di-tert-butylphenol for 18 days

followed by 63-day withdrawal period

Study No.49814

Grgup Animal Body weight (g) on day
an
dose No. 39 43 46 50 53 57 60 64 67 71 T4
300 mg/kg 687
688
689
690
691
03
694 159. 8 171.0 178.1 183.4 193. 6 204. 2 207.1 214. 8 222.6 228.17 232.4
695 203. 4 224.5 241.9 259.6 283.5 299. 8 304.6 320.5 329.6 341.4 346. 9
696 188. 1 207.9 222.3 244. 7 5717 283.17 285.5 303.2 309.8 318.2 325.6
697 188.5 209.7 226. 8 249.3 259.0 280.1 290. 5 292.1 297.0 304.4 319.4
698 197.4 215.8 226.6 248. 1 263.8 284.9 293. 8 307.2 311.2 320.4 326.1
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Study No. 49814

Appendix 4 - continued Individual body weights in juvenile female rats treated orally with 2,4-Di-tert-butylphenol for 18 days
followed by 63-day withdrawal period
Grgup Animal Body weight(g) on day
an
dose No. 8 81
Control 651
652
653
654
655
656
697 286. 4 288.8
658 308.9 315.1
659 298.7 310.0
660 263. 6 266. 2
661 308.3 309.4
662 287.5 302.3
5 mg/kg 663
664
665
666
667
668
669 240.0 245.1
670 282.8 302.1
671 291.0 298.8
672 309. 4 328.4
673 210.4 226.2
674 307.9 308.8
40 mg/kg 675
676
677
678
679
680
681 294.7 298. 1
682 313.4 330.3
683 306. 7 313.4
684 282.7 286. 6
685 297.0 298.7

686 348.8 354.7
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Appendix 4 - continued

Individual body weights in juvenile female rats treated orally with 2,4-Di-tert-butylphenol for 18 days
followed by 63-day withdrawal period

Study No.49814

Grgup Animal Body weight (g) on day
an
dose No. 78 81
300 mg/kg 687
688
689
090
691
692
693
694 242.2 247.6
695 359.2 368.5
696 332.1 347.9
697 331.1 342. 8
698 328.9 348.0




Gy

Study No.49814

Appendix § Individual food consumption in juvenile male rats treated orally with 2,4-Di-tert-butylphenol for 18 days
followed by 63-day withdrawal period

Grgup Animal Food consumption(g) on day

an

dose No. 22 26 29 32 36 39 43 46 50 83 57

Control 607 12.1 16. 2 22.9 23.7 29.9 30.7 3.9 34.5 33.1 36. 3 38.0
608 12.2 13.9 19.5 20.4 25.8 20.9 27.5 31.4 31.9 31.6 32.6
609 10.8 15.0 20.9 20.8 26.8 29.5 26.0 28.7 28.2 35.1 33.4
610 12.2 16.3 23.4 24.8 29.1 30.7 34.1 34.5 34.8 35.4 38.2
611 11.3 15.5 21.2 21.4 26.4 26.6 26.2 27.5 30.7 30.9 36.2
612 12.5 15.9 21.4 24.3 29.6 30.4 3.2 36.3 33.4 40.2 3.1

5 mg/ke 619 11.9 17.0 23.1 25.0 28.7 32.8 38.0 37.3 37.1 43.5 46.0
620 12.5 16.3 22.3 24.2 29.3 32.2 33.17 34.1 33.6 39.9 36.6
621 12.1 18.3 23.4 24.1 31.4 33.1 32.2 36.0 37.9 42.1 37.5
622 13.0 16.7 21.9 26.0 29.9 32.1 33.2 31.8 34.2 34.5 33.1
623 12.1 14.9 19. 6 20.3 22.1 22.2 23.9 25.1 24.7 29.7 24.7
624 10.8 14.6 19.2 23.5 27.3 29.6 31.2 33.3 32.8 35.0 36.4

40 mg/keg 631 11.6 15.6 22.5 23.0 27.0 30.8 29.4 29.8 31.6 30.8 32.9
632 10.8 14.8 22.5 22.5 28.0 29.3 33.0 32.4 36. 3 36.5 36. 6
633 12.1 16. 8 22.8 24.8 30. 8 31.1 34.8 33.6 38.5 38.9 39.5
634 I1.5 14.4 21,1 18.17 26.3 27.4 29.2 29.1 31.8 33.6 32.8
635 10.9 16.0 21.4 23.7 29.4 29.9 34.2 34. 6 35.9 39.9 38.4
636 12.8 16.3 23.0 2.9 27.9 28.2 29.5 32.1 33.8 34.5 31.6

300 mg/kg 642 11.3 16. 1 20.2 22.6 28.0 27.9 29.6 33.0 34.8 32.8 33.1
643 10.3 13.7 20.3 21.9 26.5 26.6 27.6 29.3 30.0 33.3 32.0
644 7.6 i1.4 15.7 15.1 21.2 21.4 24.8 26.2 20.0 31.9 30.0
647 9.8 12.8 17.7 18.4 23.1 26.3 28.0 29.3 32.0 33.6 32.7
648 10.4 14.2 21.6 23.1 29.3 32.1 32.5 33.9 32.0 40.7 35.5
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Appendix 5 - continued

Individual food consumption in juvenile male rats treated orally with 2,4-Di-tert-butylphenol for 18 days
followed by 63-day withdrawal period

Study No.49814

Grgup Animal Food consumpiion(g) on day

an

dose No. 60 64 67 71 74 78 81

Control 607 32.9 35.0 34.7 33.4 33.0 36.0 36. 7
608 31.6 29.4 29.4 28. 4 28.5 30.0 25.0
609 32.1 30.4 30.2 30. 4 28.9 33.2 28.1
610 38.2 32.4 34.3 35.2 33.2 33.8 33.4
611 33.4 33.1 3.7 29.9 30.7 32.3 28.2
612 31.8 39.3 34.7 34.6 35.8 35.2 34.1

5 mg/kg 619 40.2 31.5 41.1 43.7 41.4 42. 4 36.4
620 38.1 36.9 36.4 38.2 36.1 35.8 35.0
621 35.5 37.6 37.2 37.0 36.8 36. 2 3.7
622 34.9 34.8 33.2 35.2 32.6 32.7 35.6
623 30.0 28. 17 28.8 26.4 27.0 31.5 32.3
624 31.6 34.3 32.9 34.4 32.5 36.1 30.1

40 mg/kg 631 34.9 32.0 3.7 34.6 31.3 31.9 33.1
632 3.7 33.4 34.8 34.9 32.2 30.5 34.2
633 34.0 37.6 36. 2 37.0 35.5 33.3 31.6
634 34.3 33.9 35.4 31.0 33.9 34.6 33.6
635 36.9 37.3 36.5 35.0 35.4 35.3 33.1
636 31.6 32.2 32.9 33.2 3.4 29.8 32.8

300 mg/kg 642 33.1 33.0 31.5 34.2 33.6 32.1 35.0
643 31.6 30.7 21.7 30.0 28. 4 30.5 27.8
644 27.6 30.9 28.4 28.7 27.0 30.3 28.5
647 34.3 33.4 34.3 33.6 32.9 31.8 30.1
648 36.9 37.9 35.0 40.0 36.6 40.72 36.0
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Individual food consumption in juvenile female rats treated orally with 2,4-Di-tert-butylpheno! for 18 days

followed by 63-day withdrawal period

Appendix 6 - continued
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Appendix 7

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

Study No.49814

Group and dose Control
Male
Animal No. 601 602 603 604 605 606 607 608
Pinna detachment ( 4 days) 1/1 1/1 1/1 1/1 /1 /1 1/1 1/1
Piliation ( 8 days) 1/1 1/1 1/1 1/1 1/1 1/1 1/1 1/1
Incisor eruption (10 days) 1/1 1/1 1/1 1/1 1/1 1/1 1/1 1/1
(11 days) - - - - - - - -
Evelid separation (15 days) 1/1 11 11 1/1 1/1 1/1 1/1 1/1
Gait (15 days) 1/1 1/1 1/1 1/1 1/1 1/1 1/1 1/1
Descensus testis (21 days) 1/1 1/1 1/1 /1 1/1 1/1 1/1 1/1
Cleavage of the balanopreputial gland
(42 days) - - - - - - 0/1 0/1
(43 days) - - - - - - 0/1 0/1
= (44 days) - - - - - - 1/1 1/1
(45 days) - - - - - - - -
(46 days) - - - - - - - -
(47 days) - - - - - - - -
(48 days) - - - - - - - -
(49 days) - - - - - - ~ -~
Female
Animal No. 651 652 653 654 655 656 657 658
Pinna detachment ( 4 days) 1/1 1/1 1/1 1/1 1/1 1/1 1/1 1/1
Piliation ( 8 days) 1/1 1/1 1/1 1/1 1/1 1/1 1/1 1/1
Incisor eruption (10 days) 1/1 1/1 1/1 1/1 1/1 1/1 1/1 0/1
(11 days) - - - - - - - 1/1
(12 days) - - - - - - - -
Evelid separation (15 days) 1/1 1/1 1/1 /1 1/1 1/1 /1 1/1
Gait (15 days) 1/1 1/1 1/1 1/1 1/1 1/1 11 1/1
Vaginal opening (42 days) - - - - - - 1/1 1/1
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Appendix 7 - continued Individual postnatal differentiation in juvenile rats treated orally with 2,4-Di-tert-butylpheno! for 18 days Study No.49814
followed by 63-day withdrawal period

Group and dose Control
Male
Animal No. 609 610 611 612
Pinna detachment ( 4 days) 1/1 11 1/1 1/1
Piliation ( 8 days) /1 1/1 1/1 1/1
Incisor eruption (10 days) 1/1 1/1 1/1 1/1
(11 days) - - - -
Evelid separation (15 days) /1 1/1 1/1 1/1
Gait (15 days) 1/1 1/1 1/1 1/1
Descensus testis (21 days) 1/1 1/1 1/1 1/1
Cleavage of the balanopreputial gland
(42 days) 1/1 0/1 0/1 1/1
(43 days) - 1/1 0/1 -
(44 days) - - 0/1 -
(45 days) - - 0/1 -
(46 days) - - 1/1 -
(47 days) - - - -
(48 days) - - - -
(49 days) - - - -
Female
Animal No. 659 660 661 662
Pinna detachment ( 4 days) 1/1 1/1 1/1 1/1
Piliation ( 8 days) 1/1 1/1 1/1 1/1
Incisor eruption (10 days) 1/1 1/1 0/1 1/1
(11 days) - - 1/1 -
(12 days) - - - -
Evelid separation (15 days) /1 1/1 1/1 1/1
Gait (15 days) 1/1 1/1 1/1 1/1

Vaginal opening (42 days) 1/1 1/1 1/1 1/1
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Appendix 7 - continued Individual postnatal differentiation in juvenile rats treated orally with 2,4-Di-tert-butylphenol for 18 days Study No. 49814
followed by 63-day withdrawal period

Group and dose 5 ng/ke
Male
Animal No. 613 614 615 616 617 618 619 620
Pinna detachment ( 4 days) 1/1 1/1 1/1 1/1 /1 1/1 1/1 1/1
Piliation ( 8 days) 1/1 1/1 1/1 /1 1/1 1/1 1/1 1/1
Incisor eruption (10 days) 1/1 0/1 1/1 1/1 0/1 1/1 1/1 1/1
(11 days) - /1 - - 1/1 - - -
Eyelid separation (15 days) /1 1/1 /1 1/1 1/1 1/1 11 1/1
Gait (15 days) 1/1 1/1 1/1 1/1 1/1 1/1 1/1 1/1
Descensus testis (21 days) /1 1/1 1/1 1/1 1/1 171 1/1 1/1
Cleavage of the balanopreputial gland
(42 days) - - - - - - 0/1 0/1
(43 days) - - - - - - 0/1 1/1
(44 days) - - - - - - 0/1 -
(45 days) - - - - - - 0/1 -
(46 days) - - - - - - 0/1 -
(47 days) - - - - - - 0/1 -
(48 days) - - - - - - 0/1 -
(49 days) - - - - - - 1/1 -
Female
Animal No. 663 664 665 666 667 668 669 670
Pinna detachment ( 4 days) 1/1 1/1 1/1 1/1 1/1 1/1 1/1 1/1
Piliation ( 8 days) 1/1 1/1 1/1 1/1 1/1 1/1 1/1 1/1
Incisor eruption (10 days) 1/1 /1 1/1 1/1 1/1 1/1 1/1 1/1
(11 days) - - - - - - - -
(12 days) - - - - - - - -
Evelid separation (15 days) 1/1 /1 1/1 1/1 11 1/1 1/1 1/1
Gait (15 days) 1/1 1/1 1/1 1/1 1/1 1/1 1/1 1/1

Vaginal opening (42 days) 1/1 1/1
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Appendix 7 - continued Individual posinatal differentiation in juvenile rats itreated orally with 2,4-Di-tert-buiylphenol for 18 days Study No.49814
followed by 63-day withdrawal period

Group and dose 5 meg/ke
Male
Animal No. 621 622 623 624
Pinna detachment ( 4 days) 1/1 1/1 1/1 1/1
Piliation ( 8 days) 1/1 1/1 1/1 1/1
Incisor eruption (10 days) 1/1 1/1 1/1 0/1
(11 days) - - - 1/1
Evelid separation (15 days) 1/1 1/1 1/1 1/1
Gait (15 days) 1/1 1/1 1/1 1/1
Descensus testis (21 days) 1/1 1/1 1/1 1/1
Cleavage of the balanopreputial gland
(42 days) 0/1 0/1 1/1 0/1
(43 days) 0/1 0/1 - 0/1
(44 days) 1/1 0/1 - 0/1
(45 days) - 1/1 - 1/1
(46 days) - - - -
(47 days) - - - -
(48 days) - - - -
(49 days) - - - -
Female
Animal No. 671 672 673 674
Pinna detachment ( 4 days) 1/1 1/1 1/1 1/1
Piliation ( 8 days) 1/1 1/1 1/1 1/1
Incisor eruption (10 days) 1/1 1/1 1/1 0/1
(11 days) - - - 0/1
(12 days) - - - 1/1
Evelid separation (15 days) 1/1 1/1 1/1 1/1
Gait (15 days) 11 1/1 1/1 1/1

Vaginal opening (42 days) 1/1 1/1 /1 1/1
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Appendix 7 - continued Individual postnatal differentiation in juvenile rats treated orally with 2,4-Di-tert-butylphenol for 18 days Study No.49814
followed by 63-day withdrawal period

Group and dose 40 mg/kg
Male
Animal No. 625 626 627 628 629 630 631 632
Pinna detachment ( 4 days) 1/1 1/1 1/1 1/1 1/1 1/1 1/1 1/1
Piliation ( 8 days) 1/1 1/1 1/1 1/1 1/1 1/1 1/1 1/1
Incisor eruption (10 days) /1 1/1 1/1 1/1 1/1 1/1 0/1 1/1
(11 days) - - - - - - 1/1 -
Evelid separation (15 days) 1/1 1/1 1/1 /1 1/1 1/1 1/1 1/1
Gait (15 days) 1/1 /1 1/1 1/1 1/1 1/1 1/1 1/1
Descensus testis (21 days) 1/1 1/1 1/1 1/1 1/1 1/1 1/1 1/1
Cleavage of the balanopreputial gland
(42 days) - - - - - - 1/1 1/1
(43 days) - - - - - - - -
(44 days) - - - - - - - -
(45 days) - - - - - - - -
(46 days) - - - - - - - -
(47 days) - - - - - - - -
(48 days) - - - - - - - -
(49 days) - - - - - - - -
Female
Animal No. 675 676 677 678 679 680 681 682
Pinna detachment ( 4 days) 1/1 1/1 /1 1/1 1/1 1/1 1/1 1/1
Piliation ( 8 days) 1/1 1/1 1/1 1/1 1/1 1/1 1/1 1/1
Incisor eruption (10 days) 1/1 1/1 1/1 1/1 0/1 1/1 1/1 1/1
(11 days) - - - - 1/1 - - -
(12 days) - - - - - - - -
Evelid separation (15 days) 1/1 1/1 1/1 1/1 1/1 1/1 1/1 1/1
Gait (15 days) /1 1/1 1/1 1/1 1/1 1/1 1/1 1/1
Vaginal opening (42 days) - - - - - - 1/1 /1
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Appendix 7 - continued  Individual postnatal differentiation in juvenile rats treated orally with 2,4-Di-tert-butylphenol for 18 days Study No. 49814
followed by 63-day withdrawal period

Group and dose 40 mg/kg
Male
Animal No. 633 634 635 636
Pinna detachment ( 4 days) 1/1 1/1 1/1 1/1
Piliation ( 8 days) 1/1 1/1 1/1 /1
Incisor eruption (10 days) 1/1 1/1 1/1 1/1
(11 days) - - - -
Evelid separation (15 days) 1/1 1/1 1/1 1/1
Gait (15 days) 1/1 1/1 1/1 1/1
Descensus testis (21 days) 1/1 1/1 1/1 1/1
Cleavage of the balanopreputial gland
(42 days) 0/1 1/1 0/1 1/1
(43 days) 0/1 - 0/1 -
(44 days) 0/1 - 1/1 -
(45 days) 0/1 - - -
(46 days) 0/1 - - -
(47 days) 1/1 - - -
(48 days) - - - -
(49 days) - - - -
Female
Animal No. 683 684 685 686
Pinna detachment ( 4 days) 1/1 1/1 /1 1/1
Piliation ( 8 days) 1/1 1/1 1/1 /1
Incisor eruption (10 days) 1/1 1/1 0/1 1/1
(11 days) - - /1 -
(12 days) - - - -
Eyelid separation (15 days) 1/1 1/1 1/1 1/1
Gait (15 days) 1/1 1/1 1/1 1/1

Vaginal opening (42 days) 1/1 1/1 1/1 1/1
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Appendix 7 - continued  Individual postnatal differentiation in juvenile rats treated orally with 2,4-Di-tert-butylphenol for 18 days Study No. 49814
followed by 63-day withdrawal period

Group and dose 300 mg/ke
Male
Animal No. 637 638 639 640 641 642 643 644
Pinna detachment ( 4 days) 1/1 1/1 1/1 1/1 /1 1/1 1/1 1/1
Piliation ( 8 days) 1/1 1/1 1/1 1/1 /1 1/1 1/1 1/1
Incisor eruption (10 days) 1/1 1/1 1/1 1/1 1/1 1/1 1/1 /1
(11 days) - - - - - - - -
Eyelid separation (15 days) 171 1/1 1/1 /1 /1 1/1 /1 /1
Gait (15 days) 1/1 1/1 1/1 1/1 1/1 1/1 1/1 1/1
Descensus testis (21 days) /1 1/1 1/1 1/1 1/1 1/1 /1 1/1
Cleavage of the balanopreputial gland
(42 days) - - - - - 0/1 0/1 0/1
(43 days) - - - - - 0/1 0/1 0/1
(44 days) - - - - - 1/1 1/1 0/1
(45 days) - - - - - - - 0/1
(46 days) - - - - - - - 0/1
(47 days) - - - - - - - 1/1
(48 days) - - - - - - - -
(49 days) - - - - - - - -
Female
Animal No. 687 688 689 690 691 692 693 694
Pinna detachment ( 4 days) 1/1 1/1 1/1 1/1 1/1 1/1 1/1 1/1
Piliation ( 8 days) 1/1 1/1 1/1 1/1 1/1 1/t 1/1 1/1
Incisor eruption (10 days) 1/1 1/1 1/1 1/1 1/1 1/1 - 1/1
(11 days) - - - - - - - -
(12 days) - - - - - - - -
Eyelid separation (15 days) /1 /1 1/t 1/1 1/1 1/1 - /1
Gaijt (15 days) 1/1 1/1 1/1 1/1 1/1 1/1 - 1/1
- - - - - - - 1/1

Vaginal opening (42 days)
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Appendix 7 - continued  Individual postnatal differeniiation in juvenile rats treated orally with 2, 4-Di-tert-butylphenol for 18 days Study No. 49814
followed by 63-day withdrawal period

Group and dose 300 mg/kg
Male
Animal No. 645 646 647 648
Pinna detachment ( 4 days) 1/1 1/1 1/1 1/1
Piliation ( 8 days) - - 1/1 11
Incisor eruption (10 days) - - 1/1 1/1
(11 days) - - - -
Evelid separation (15 days) - - 1/1 /1
Gait (15 days) - - /1 1/1
Descensus testis (21 days) - - 1/1 1/1
Cleavage of the balanopreputial gland
(42 days) - - 0/1 0/1
(43 days) - - 0/1 0/1
(44 days) - - 0/1 0/1
(45 days) - - 0/1 0/1
(46 days) - - 0/1 0/1
(47 days) - - 1/1 0/1
(48 days) - - - /1
(49 days) - - - -
Female
Animal No. 695 696 697 698
Pinna detachment ( 4 days) 1/1 /1 1/1 1/1
Piliation ( 8 days) 1/1 1/1 1/1 1/1
Incisor eruption (10 days) 1/1 1/1 1/1 1/1
(11 days) - - - -
(12 days) - - - -
Eyelid separation (15 days) 1/1 1/1 1/1 /1
Gait (15 days) /1 1/1 1/1 1/1

Vaginal opening (42 days) /1 1/1 1/1 1/1
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Study No. 49814
Appendix 8 Individual function test in juvenile rats treated orally with 2,4-Di-tert-butylphenol for 18 days followed by 63-day withdrawal period

Group and dose Control
Male
Animal No. 601 602 603 604 605 606 607 608
Righting reflex ( 5 days) 0/1 1/1 1/1 1/1 1/1 1/1 1/1 1/1
( 6 days) 1/1 - - - - - - -
(7 days) - - - - - - - -
Ipsilateral flexor reflex ( 5 days) 1/1 1/1 111 11 1/1 1/1 1/1 1/1
Visual placing (16 days) 1/1 1/1 1/1 1/1 1/1 1/1 1/1 1/1
Preyer's reflex 500 Hz (60 dB) (28 days) - - - - - - 1/1 1/1
Prever's reflex 20000 Hz (60 dB) (28 days) - - - - - - 1/1 /1
Female
Animal No. 651 652 653 654 655 656 657 658
Righting reflex ( 5 days) 1/1 1/1 1/1 1/1 0/1 0/1 /1 0/1
( 6 days) - - - - 1/1 /1 - 1/1
( 7 days) - - - - - - - -
( 8 days) - - - - - - - -
Ipsilateral flexor reflex ( 5 days) 1/1 1/1 1/1 1/1 1/1 1/1 1/1 1/1
Visual placing (16 days) 1/1 1/1 1/1 1/1 1/1 1/1 1/1 1/1
Prever's reflex 500 Hz (60 dB) (28 days) - - - - - - 1/1 1/1

Preyer’s reflex 20000 Hz (60 dB) (28 days) - - - - - - 1/1 1/1
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Study No. 49814

Appendix 8 - continued Individual function test in juvenile rats treafed orally with 2,4-Di-tert{-butylphenol for 18 days
followed by 63-day withdrawal period
Group and dose Control
Male
Animal No. 609 610 611 612
Righting reflex ( 5 days) 1/1 1/1 1/1 1/1
( 6 days) - - - -
( 7 days) - - - -
Ipsilateral flexor reflex ( 5 days) 1/1 1/1 1/1 1/1
Visual placing (16 days) 1/1 1/1 1/1 1/1
Preyer’s reflex 500 Hz (60 dB) (28 days) 1/1 1/1 1/1 1/1
Preyer's reflex 20000 Hz (60 dB) (28 days) 1/1 1/1 1/1 1/1
Female
Animal No. 659 660 661 662
Righting reflex ( 5 days) 1/1 1/1 0/1 1/1
( 6 days) - - 1/1 -
( 7 days) - - - -
( 8 days) - - - -
Ipsilateral flexor reflex ( 5 days) 1/1 1/1 1/1 1/1
Visual placing (16 days) 1/1 1/1 1/1 1/1
Preyer’s reflex 500 Hz (60 dB) (28 days) 1/1 1/1 1/1 /1

Preyer’s reflex 20000 Hz (60 dB) (28 days) 1/1 1/1 1/1 /1
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Appendix 8 - continued Individual function test in juvenile rats treated orally with 2, 4-Di-tert-butylphenol for 18 days
followed by 63-day withdraval period
Group and dose 5 mg/kg
Male
Animal No. 613 614 615 616 617 618 619 620
Righting reflex ( 5 days) ‘ 1/1 1/1 1/1 1/1 1/1 1/1 1/1 1/1
( 6 days) - - - - - - - -
( 7 days) - - - - - - - -
Ipsilateral flexor reflex ( 5 days) 1/1 1/1 1/1 1/1 1/1 1/1 1/1 1/1
Visual placing (16 days) 1/1 1/1 1/1 1/1 1/1 1/1 1/1 1/1
Preyer's reflex 500 Hz (60 dB) (28 days) - - - - - - 1/1 1/1
Preyer's reflex 20000 Hz (60 dB) (28 days) - - - - - - 1/1 1/1
Female
Animal No. 663 664 665 666 667 668 669 670
Righting reflex ( 5 days) 1/1 1/1 1/1 1/1 1/1 1/1 11 1/1
( 6 days) - - - - - - - -
( 7 days) - - - - - - - -
( 8 days) - - - - - - - -
Ipsilateral flexor reflex ( 5 days) 1/1 /1 1/1 1/1 1/1 1/1 1/1 1/1
Visual placing (16 days) 1/1 1/1 1/1 /1 1/1 1/1 Y 1/1
Preyer’s reflex 500 Hz (60 dB) (28 days) - - - - - - 1/1 1/1

Prever’s reflex 20000 Hz (60 dB) (28 days) - - - - - - 1/1 1/1
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Appendix 8 - continued Individual function test in juvenile rats treated orally with 2,4-Di-tert-butylphenol for 18 days
followed by 63-day withdrawal period
Group and dose 5 mg/kg
Male
Animal No. 621 622 623 624
Righting reflex ( 5 days) 1/1 /1 1/1 1/1
( 6 days) - - - -
( 7 days) - - - -
Ipsilateral flexor reflex ( 5 days) 1/1 1/1 1/1 1/1
Visual placing (16 days) 1/1 1/1 1/1 1/1
Preyer's reflex 500 Hz (60 dB) (28 days) 1/1 1/1 1/1 1/1
Preyer's reflex 20000 Hz (60 dB) (28 days) 1/1 1/1 1/1 1/1
Female
Animal No. 671 672 673 674
Righting reflex ( 5 days) /1 1/1 1/1 /1
( 6 days) - - - -
( 7 days) - - - -
( 8 days) - - - -
Ipsilateral flexor reflex ( 5 days) 1/1 1/1 1/1 1/1
Visual placing (16 days) 1/1 1/1 1/1 1/1
Preyer's reflex 500 Hz (60 dB) (28 days) 1/1 1/1 1/1 1/1

Preyer’s reflex 20000 Hz (60 dB) (28 days) 1/1 1/1 1/1 171




Appendix 8 - continued

Individual function test in juvenile rats treated orally with 2,4-Di-tert-butylphenol for 18 days
followed by 63-day withdrawal period

Study No. 49814

Group and dose 40 mg/kg
Male
Animal No. 625 626 627 628 629 630 631 632
Righting reflex ( 5 days) 1/1 1/1 1/1 /1 1/1 1/1 1/1 1/1
( 6 days) - - - - - - - -
( 7 days) - - - - - - - -
Ipsilateral flexor reflex ( 5 days) 1/1 1/1 1/1 1/1 1/1 1/1 1/1 1/1
Visual placing (16 days) 1/1 1/1 1/1 1/1 1/1 1/1 1/1 1/1
Preyer’s reflex 500 Hz (60 dB) (28 days) - - - - - - 1/1 1/1
Preyer's reflex 20000 Hz (60 dB) (28 days) - - - - - - 1/1 1/1
Female
- Animal No. 675 676 677 678 679 680 681 682
Righting reflex ( 5 days) 1/1 1/1 1/1 0/1 1/1 0/1 1/1 1/1
( 6 days) - - - 0/1 - 1/1 - -
( 7 days) - - - 1/1 - - - -
( 8 days) - - - - - - - -
Ipsilateral flexor reflex ( § days) 1/1 1/1 /1 1/1 1/1 1/t 1/1 1/1
Visual placing (16 days) 1/1 1/1 1/1 1/1 1/1 1/1 1/1 1/1
Preyer's reflex 500 Hz (60 dB) (28 days) - - - - - - 1/1 1/1
Preyer's reflex 20000 Hz (60 dB) (28 days) - - - - - - 1/1 1/1
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Appendix 8 - continued Individual function test in juvenile rats {reated orally with 2,4-Di-tert-butylphenol for 18 days
followed by 63-day withdrawal period
Group and dose 40 mg/ke
Male
Animal No. 633 634 635 636
Righting reflex ( 5 days) 1/1 1/1 1/1 1/1
( 6 days) - - - -
( 7 days) - - - -
Ipsilateral flexor reflex ( 5 days) /1 1/1 1/1 1/1
Visual placing (16 days) 1/1 1/1 1/1 1/1
Preyer’'s reflex 500 Hz (60 dB) (28 days) 1/1 1/1 1/1 1/1
Prever’s reflex 20000 Hz (60 dB) (28 days) 1/1 1/1 1/1 1/1
Female
Animal No. 683 684 685 686
Righting reflex ( 5 days) /1 1/1 1/1 1/1
( 6 days) - - - -
( 7 days) - - - -
( 8 days) - - - -
Ipsilateral flexor reflex ( 5 days) 1/1 1/1 1/1 1/1
Visual placing (16 days) 1/1 1/1 1/1 1/1
Preyer’s reflex 500 Hz (60 dB) (28 days) 1/1 1/1 1/1 1/1

Preyer's reflex 20000 Hz (60 dB) (28 days) 1/1 1/1 1/1 1/1
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Appendix 8 - continued Individual function test in juvenile rats treated orally with 2,4-Di-tert-butylphenol for 18 days
followed by 63-day withdrawal period
Group and dose 300 mg/kg
Male
Animal No. 637 638 639 640 641 642 643 644
Righting reflex ( 5 days) 0/1 1/1 0/1 0/1 1/1 1/1 1/1 1/1
( 6 days) 1/1 - 1/1 1/1 - - - -
( 7 days) - - - - - - - -
Ipsilateral flexor reflex ( 5 days) 1/1 1/1 1/1 1/1 1/1 1/1 1/1 1/1
Visual placing (16 days) 1/1 1/1 1/1 1/1 1/1 1/1 1/1 1/1
Preyer's reflex 500 Hz (60 dB) (28 days) - - - - - - 1/1 /1
Preyer’s reflex 20000 Hz (60 dB) (28 days) - - - - - - 1/1 1/1
Female
Animal No. 687 688 689 690 691 692 693 694
Righting reflex ( 5 days) 111 1/1 1/1 0/1 1/1 0/1 0/1 0/1
( 6 days) - - - 1/1 - 1/1 0/1 1/1
( 7 days) - - - - - - 0/1 -
( 8 days) - - - - - - /1 -
Ipsilateral flexor reflex ( 5 days) 1/1 1/1 1/1 1/1 1/1 1/1 1/1 1/1
Visual placing (16 days) 1/1 1/1 1/1 1/1 1/1 1/1 - 1/1
Preyer’s reflex 500 Hz (60 dB) (28 days) - - - - - - - 1/1
Prever's reflex 20000 Hz (60 dB) (28 days) - - - - - - - 1/1
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Appendix 8 - continued Individual function test in juvenile rats treated orally with 2,4-Di-tert-butylphenol for 18 days
followed by 63-day withdrawal period
Group and dose 300 mg/kg
Male
Animal No. 645 646 647 648
Righting reflex ( 5 days) 0/1 0/1 1/1 1/1
( 6 days) 0/1 1/1 - -
( 7 days) 1/1 - - -
Ipsilateral flexor reflex ( 5 days) 1/1 1/1 11 1/1
Visual placing (16 days) - - 1/1 1/1
Preyer’s reflex 500 Hz (60 dB) (28 days) - - 1/1 1/1
Preyer’s reflex 20000 Hz (60 dB) (28 days) - - 1/1 1/1
Female
Animal No. 695 696 697 698
Righting reflex ( 5 days) 0/1 0/1 0/1 1/1
( 6 days) 1/1 1/1 1/1 -
( 7 days) - - - -
( 8 days) - - - -
Ipsilateral flexor reflex ( 5 days) 1/1 1/1 1/1 1/1
Visual placing (16 days) 1/1 1/1 1/1 1/1
Preyer’s reflex 500 Hz (60 dB) (28 days) 1/1 1/1 1/1 1/1

Preyer’s reflex 20000 Hz (60 dB) (28 days) 1/1 1/1 1/1 1/1
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Appendix 9 Individual urinary findings in juvenile male rats treated orally with 2,4-Di-tert-butylphenol for 18 days followed by 63-day withdrawal period

Grgup Animal Urine volume Osmotic pressure Specific gravity

an

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

Control 607 35.4 0. 741 1.023
608 18.0 1.477 1. 047
609 34.2 0. 864 1.027
610 27. 4 1.275 1.038
611 21.0 1.210 1.038
612 53.2 0.715 1.020

5 mg/kg 619 27.4 1.248 1.038
620 65.4 0. 565 1.017
621 23.2 1. 452 1. 045
622 16.2 1. 791 1.058
623 21.0 1.156 1.037
624 43.2 0.578 1.018

40 mg/ke 631 29.3 0.732 1.024
632 33.2 0.974 1.031
633 17.8 1.802 1.056
634 23.3 1.519 1. 046
635 24. 4 1.350 1.043
636 16.0 1. 743 1.058

300 mg/kg 642 31.0 0. 856 1.028
643 36.3 0.723 1.023
644 28.0 0.872 1.028
647 65.8 0.498 1.014
648 38.4 0. 869 1.028
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Appendix 9 - continued Individual urinary findings in juvenile male rats (reated orally with 2, 4-Di-teri-butylphenol for 18 days
followed by 63-day withdrawal period

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

an

dose No. (mg/dL)

Control 607 PY 8.0 + - - - - §1
608 Y 8.0 ++ - - - - 1
609 PY 7.5 + - - - - él
610 PY 8.5 + - - - - 1
611 PY 7.5 t - - - - <1
612 PY 8.0 t - - - - <1

5 mg/kg 619 PY 8.0 + - - - - <1
620 PY 8.0 t - - - - él
621 PY 8.0 + - - - - 1
622 Y 8.0 + - - - - él
623 PY 7.5 ++ - - - - 1
624 PY 8.5 t - - - - <1

40 mg/ke 631 PY 7.5 + - - - - <1
632 PY 7.5 ++ - - - - <1
633 Y 8.0 ++ - - - - <1
634 Y 7.0 + - - - - <1
635 PY 8.0 ++ - - - - <1
636 Y 8.5 + - - - - <1

300 mg/kg 642 PY 8.5 + - - - - <1
643 PY 8.0 + - - - - <1
644 PY 8.0 + - - - - <1
647 PY 8.0 t - - - - gl
648 PY 8.5 ++ - - - - 1

Abbreviation: PY, pale yellow; Y, yellow.
Grade sign: -, none; =%, trace; +, mild; ++, moderate; +++, marked; ++++, very marked.
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Appendix 9 - continued Individual urinary findings in juvenile male rats treated orally with 2,4-Di-tert-butylphenol for 18 days
followed by 63-day withdrawal period

Grgup Animal Urinary sediment
an
dose No. Epithelial cells Erythrocytes Leukocytes Casts Crystals

Control 607
608
609
610
611
612

5 mg/kg 619
620
621
622
623
624

40 mg/kg 631
632
633
634
635
636

300 mg/kg 642
643
644
647
648

{ I T S A |
[ T I A |
{ I R I A B
{ I I I R R

[

L T I T B |
L T R S
L T I S I |
L T T S B |

LN T T I R |

[ I T I |
L S N R |
[ T I I |
{ I T N A |
[ T N A |

| R T B |
L I S B |
LA T I B
LN T NS S
LA T B S

Grade signs are as follows.

Epithelial cells: -, < 3/field; +, 3/field = and < 10/field; ++, 10/field = and < 20/field; ++t, = 20/field.
Erythrocytes — : -, § 10/field; +, 10/field = and < 30/field; +1, 30/field = and < 100/field; t+f, countless
Leukocytes : -, < 3/Mield; +, 3/field = and < 20/field; ++, 20/field = and < 40/field; +++, = 40/field.
Casts -, none; +, = 1/all field. , .

Crystals -, < 10/field; +, 10/field < and < 20/field; ++, 20/field < and < 30/field; tt4, countless.
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Individual urinary findings in juvenile female rats ireated orally with 2,4-Di-tert-butylpheno! for 18 days followed by 63-day withdrawal period

Grgup Animal Urine volume Osmotic pressure Specific gravity

an

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

Control 657 9.6 1. 347 1. 041
658 17.4 1.090 1.034
659 12.8 1.398 1. 043
060 6.6 1. 561 1.048
661 10.0 1. 501 1. 047
662 13.4 1.230 1.038

5 mg/kg 669 10.4 1.353 1.042
670 15.2 1.237 1.038
671 11.0 1.227 1. 037
672 19.6 1.013 1.031
673 10. 6 1.298 1.041
674 16. 6 1.135 1.035

40 mg/kg 681 6.8 1777 1. 056
682 23.0 0.871 1.026
683 14.2 0.998 1.030
684 13.6 1.080 1.033
685 7.4 1.589 1. 050
686 17.2 0. 852 1.025

300 me/ke 694 13.4 1.187 1.038
695 27.8 0.821 1.025
696 15.4 1.240 1.038
697 7.8 1. 746 1.056
698 21.8 0. 949 1.029
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Appendix 10 - continued Individual urinary findings in juvenile female rats treated orally with 2,4-Di-tert-butylphenol for 18 days
followed by 63-day withdrawal period

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

an

dose No. (mg/dL)

Control 657 Y 8.0 t - - - - 1
658 Y 8.0 + - - - - <1
659 Y 7.5 - - - - - 21
660 Y 7.9 + - - - - 1
661 Y 7.5 + - - - - <1
662 Y 8.5 t - - - - <1

b mg/kg 669 Y 8.0 - - - - - <1
670 Y 7.5 - - - - - <1
671 Y 8.0 + - - - - <1
672 PY 8.5 + - - - - <1
673 Y 7.5 ++ - - - - <1
674 Y 8.0 - - - - - <1

40 mg/kg 681 Y 8.5 + - - - - <1
682 PY 8.0 - - - - - <1
683 PY 8.0 - - - - + <1
684 PY 7.0 + - - - - <l
685 Y 8.5 + - - - - <1
686 PY 8.5 - - - - - <1

300 mg/ke 694 Y 7.5 + - - - - <1
695 PY 7.5 t - - - - <1
696 PY 8.0 - - - - - <1
697 Y 8.0 t - - - - él
698 PY 8.5 + - - - - 1

Abbreviation: PY, pale yellow; Y, vellow.
Grade sign: -, none: =+, trace; +, mild; ++, moderate: +++, marked; ++4+, very marked
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Appendix 10 - continued

Individual urinary findings in juvenile female rats treated orally with 2,4-Di-tert-butylphenol for 18 days

followed by 63-day withdrawal period

Study No. 49814

Group Animal

and
dose

No.

Urinary sediment

Epithelial cells

Erythrocytes

Leukocytes

Casts

Crystals

Control

{ I T I N I

4+
-+

-+
—+ 4 4
-+

5 mg/kg

[ I I N |

| 2 R T

L T R I

-+
L +—+ 1 1 1

40 mg/kg

N I R R A |

| S O N R B |

[ A |

300 mg/kg

697
698

LS TR I B |

[ R I B |

[ T B

Grade signs are as follows.
Epithelial cells:

Erythrocyies
Leukocytes

Casts
Crystals

oo \w\

0/field; +4,
0/fieid: H, 30/fi
0/field: ++, 20/fie

0/field: ++, 20/field

10/fie

O/fle]d +++ countless

O NN
»—no»—vs

0/field; ++t, countless.
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Appendix 11 Individual hematological findings in juvenile male rats treated orally with 2,4-Di-tert-butylphenol for 18 days

Grgup Animal Leukocytes Erythrocytes Hemoglobin Hematocrit MCV MCH MCHC Platelets

an R

dose No. (102 /Ly (10* /pnl) (g/dL) *% (fL) (pg) 9) (10 /L)

Control 601 84 450 3.6 31.6 70 19.1 27.2 103.5
602 118 501 9.1 33.9 68 18.2 26.8 109
603 98 440 8.7 3.7 12 19.8 27.4 76. 4
604 68 434 8.4 30. 8 11 19.4 21.3 111.3
605 82 490 9.1 33.0 67 18.6 27.6 128.0
606 68 415 8.7 3.5 76 21.0 27.6 105.0

b mg/kg 613 85 442 8.0 28.9 65 18.1 27.7 129.8
614 72 436 8.6 30.9 71 19.7 27.8 105. 7
615 97 447 8.7 31.3 70 19.5 27.8 112.3
616 52 418 8.4 29.7 ! 20.1 28.3 126. 1
617 91 469 9.2 34.1 13 19. 6 27.0 96. 2
618 84 501 9.8 34.9 70 19.6 28.1 102.0

40 mg/kg 625 74 435 8.1 29. 6 68 18.6 27.4 120.5
626 81 447 8.9 33.0 74 19.9 27.0 115.2
627 73 471 9.4 33.3 71 20.0 28. 2 126.5
628 101 487 9.1 33.7 69 18.7 27.0 108. 6
629 67 480 8.1 29.9 62 16. 9 27,1 102. 2
630 116 508 9.9 35.3 69 19.5 28.0 105. 6

300 mg/kg 637 70 448 8.3 30.8 69 18.5 26.9 110.0
638 97 487 8.4 31.5 65 17.2 26. 7 107. 4
639 66 461 8.7 31.3 68 18.9 27.8 108. 2
640 63 540 9.9 36. 2 67 18.3 27.3 132.1
641 106 532 9.2 33.0 62 17.3 27.9 161.7
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Appendix 11 - continued Individual hematological findings in juvenile male rats treated orally with 2,4-Di-tert-butylphenol for 18 days

Grgup Animal Differential leukocyte count

an

dose No. Eosinophil Stab neutrophil Segmented neutrophil Lymphocyte Basophil Monocyte

* %) % ) ®) @)

Control 601 0.0 0.0 17.0 81.0 0.0 2.0
602 0.0 0.0 5.0 94.0 0.0 1.0
603 0.0 1.0 8.0 91.0 0.0 0.0
604 0.0 1.0 17.0 80.0 0.0 2.0
605 0.0 0.0 14.0 85.0 0.0 1.0
606 0.0 0.0 21.0 77.0 0.0 2.0

5 mg/kg 613 0.0 0.0 21.0 79.0 0.0 0.0
614 0.0 0.0 14.0 83.0 0.0 3.0
615 0.0 0.0 12.0 88.0 0.0 0.0
616 0.0 0.0 17.0 80.0 0.0 3.0
617 0.0 1.0 16.0 83.0 0.0 0.0
618 0.0 1.0 17.0 80.0 0.0 2.0

40 mg/kg 625 0.0 0.0 6.0 92.0 0.0 2.0
626 0.0 0.0 17.0 83.0 0.0 0.0
627 0.0 0.0 24.0 4.0 0.0 2.0
628 0.0 0.0 25.0 74.0 0.0 1.0
629 0.0 0.0 7.0 92.0 0.0 1.0
630 0.0 0.0 26.0 71.0 0.0 3.0

300 mg/kg 637 1.0 0.0 28.0 69.0 0.0 2.0
638 0.0 0.0 13.0 86.0 0.0 1.0
639 0.0 0.0 14.0 85.0 0.0 1.0
640 1.0 0.0 23.0 73.0 0.0 3.0
641 0.0 0.0 18.0 80.0 0.0 2.0
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Appendix 12 Individual hematological findings in juvenile female rats treated orally with 2,4-Di-tert-butylphenol for 18 days

Grgup Animal Leukocytes Erythrocytes Hemoglobin Hematocrit MCV MCH MCHC Platelets

an

dose No. (102 /ul) (0% /ul) (g/dL) 9] (L) (pg) ) (104 /L)

Control 651 149 456 8.9 32.6 71 19.5 27.3 98.6
652 60 457 9.3 32.17 12 20. 4 28. 4 109.6
653 49 490 9.5 33.6 69 19.4 28.3 89.8
654 53 481 . 9.1 32.0 67 18.9 28.4 109.9
655 64 482 9.0 32.3 67 18.7 27.9 109. 4
656 18 475 8.9 32.1 68 18.7 27.1 135. 6

5 mg/kg 663 68 465 8.9 32.1 69 19.1 21.7 101. 7
664 67 475 9.4 33.7 71 19.8 27.9 107. 7
665 14 499 9.8 35.7 72 19.6 27.5 92.5
666 67 4772 9.0 30.8 65 19.1 29.12 132.7
667 76 467 9.0 32.3 69 19.3 27.9 117.9
668 85 447 9.3 33.1 74 20.8 28.1 99.0

40 ng/kg 675 116 452 9.2 33.5 74 20.4 27.5 108. 4
676 111 464 8.8 33.0 1 19.0 26. 7 97. 4
677 11 464 9.1 33.5 12 19.6 27.2 109. 7
678 817 453 9.2 33.3 74 20.3 27.6 113. 7
679 15 411 7.9 28.3 69 19.2 27.9 119.9
680 81 461 8.9 32.1 70 19.3 27.17 103.9

300 mg/kg 687 78 496 8.9 32.4 65 17.9 27.5 156. 4
688 69 430 8.7 31.6 13 20. 2 27.5 111. 4
689 64 496 9.3 33.8 68 18.8 27.5 117.3
690 90 474 9.1 33.6 11 19.2 27.1 133.7
691 136 500 8.9 32.7 65 17.8 27.2 129.4
692 40 436 8.7 31.4 12 20.0 27.7 106. 6
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Appendix 12 - continued Individual hematological findings in juvenile female rats treated orally with 2,4-Di-tert-butylphenol for 18 days

Grgup Animal Differential leukocyte count

an

dose No. Eosinophil Stab neutrophil Segmented neutrophil Lymphocyte Basophil Monocyte

® ¥ ) ®) &) )

Control 651 0.0 1.0 15.0 82.0 0.0 2.0
652 1.0 0.0 16.0 81.0 0.0 2.0
653 0.0 1.0 13.0 81.0 0.0 5.0
654 0.0 0.0 16.0 83.0 0.0 1.0
655 1.0 0.0 11.0 87.0 0.0 1.0
656 0.0 0.0 13.0 84.0 0.0 3.0

5 mg/kg 663 0.0 0.0 19.0 78.0 0.0 3.0
664 0.0 0.0 18.0 78.0 0.0 4.0
665 0.0 0.0 15.0 82.0 0.0 3.0
666 1.0 0.0 16.0 82.0 0.0 1.0
667 0.0 1.0 18.0 81.0 0.0 0.0
668 2.0 0.0 14.0 83.0 0.0 1.0

40 mg/ke 675 0.0 1.0 10.0 87.0 0.0 2.0
676 0.0 0.0 22.0 75.0 0.0 3.0
677 0.0 0.0 17.0 80.0 0.0 3.0
678 0.0 0.0 14.0 84.0 0.0 2.0
679 1.0 0.0 20.0 77.0 0.0 2.0
680 1.0 0.0 9.0 90.0 0.0 0.0

300 mg/kg 687 1.0 0.0 15.0 81.0 0.0 3.0
688 2.0 0.0 11.0 85.0 0.0 2.0
689 0.0 0.0 15.0 81.0 0.0 4.0
690 1.0 0.0 26.0 69.0 0.0 4.0
691 1.0 0.0 18.0 80.0 0.0 1.0
692 0.0 1.0 7.0 90.0 0.0 2.0
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Individual hematological findings in juvenile male rats treated orally with 2,4-Di-tert-butylphenol for 18 days
followed by 63-day withdrawal period

Study No.49814

Grgup Animal Leukocytes Erythrocytes Hemoglobin Hematocrit MCV MCH MCHC Platelets PT APTT
an
dose No. (102 /ul) (102 /pl) (g/dL) % (fL) (pg) ®) (102 /L) (sec) (sec)
Control 607 137 801 14.4 45.6 57 18.0 31.6 95.1 14.4 23.3
608 124 913 15.6 50.1 55 17.1 3.1 96. 1 20.9 26. 7
609 84 806 15.0 47.4 59 18.6 31. 6 86. 6 16.9 25.1
610 88 839 15.4 47.9 57 18.4 32.2 100.1 14.2 21.8
611 104 340 15.3 48.8 58 18.2 31.4 90. 8 18.0 23.8
612 15 767 13.7 43.9 57 17.9 31.2 89.5 16.0 24.5
5 ng/kg 619 107 796 15.2 46. 4 58 19.1 32.8 97.0 15.6 24.6
620 66 793 14.9 47.8 60 18.8 31.2 93.5 13.3 23.6
621 68 896 16.3 52.1 58 18.2 31.3 8.2 16. 8 22.6
622 87 865 5.8 49.5 57 18.3 31.9 89.0 14.7 22.6
623 13 815 14.8 48.9 60 18.2 30.3 89.8 14.3 22.2
624 65 813 14.8 48. 6 60 18.2 30.5 94.4 14. 1 21.8
40 mg/kg 631 100 784 14.3 44.5 57 18.2 32.1 76. 8 13. 4 22.0
632 104 860 15.4 49.2 57 17.9 31.3 82.2 16.1 21.3
633 93 895 15.6 49.8 56 17.4 31.3 88. 6 15.2 24.1
634 80 888 15.5 51.1 58 17.5 30. 3 86. 2 14. 8 .7
635 82 829 15.2 48.9 59 18.3 3.1 80. 6 16.8 25.5
636 18 300 15.7 48.9 61 19.6 32.1 95. 6 16.2 23.0
300 mg/kg 642 126 816 15.1 46.9 57 18.5 32.2 91.6 13.4 23.8
643 109 856 15. 4 48.9 57 18.0 31.5 106. 5 14.1 23.1
644 120 767 14.2 44.3 58 18.5 32.1 80.8 13.4 21.1
647 118 803 14.1 44.8 56 17.6 31.5 104.8 19.4 24.1
648 91 838 15.1 41.9 57 18.0 31.5 100. 8 20. 6 25.5
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Appendix 13 - continued Individual hematological findings in juvenile male rats treated orally with 2, 4-Di-tert-butylphenol for 18 days
followed by 63-day withdrawal period

Grgup Animal Differential leukocyte count

an

dose No. Eosinophil Stab neutrophil Segmented neutrophil Lymphocyte Basophil Monocyte

®) ® * ®) &) ®)

Control 607 1.0 0.0 6.0 93.0 0.0 0.0
608 1.0 0.0 6.0 89.0 0.0 4.0
609 2.0 0.0 8.0 88.0 0.0 2.0
610 2.0 0.0 16.0 80.0 0.0 2.0
611 1.0 0.0 12.0 85.0 0.0 2.0
612 1.0 0.0 10.0 88.0 0.0 1.0

5 mg/kg 619 1.0 0.0 9.0 87.0 0.0 3.0
620 3.0 0.0 7.0 87.0 0.0 3.0
621 2.0 0.0 9.0 87.0 0.0 2.0
622 0.0 0.0 17.0 82.0 0.0 1.0
623 1.0 0.0 18.0 81.0 0.0 0.0
624 0.0 0.0 9.0 90.0 0.0 1.0

40 mg/ke 631 1.0 0.0 14.0 84.0 0.0 1.0
632 0.0 0.0 7.0 93.0 0.0 0.0
633 1.0 0.0 8.0 91.0 0.0 0.0
634 0.0 0.0 9.0 88.0 0.0 3.0
635 0.0 0.0 10.0 88.0 0.0 2.0
636 0.0 0.0 6.0 93.0 0.0 1.0

300 mg/kg 642 0.0 0.0 8.0 92.0 0.0 0.0
643 0.0 0.0 18.0 82.0 0.0 0.0
644 0.0 0.0 5.0 93.0 0.0 2.0
6417 0.0 0.0 4.0 95.0 0.0 1.0
048 0.0 0.0 6.0 92.0 0.0 2.0
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Appendix 14 Individual hematological findings in juvenile female rais treated orally with 2,4-Di-tert-butylphenol for 18 days
followed by 63-day withdrawal period

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

an

dose No. (102 /L) (10% /ul) (g/dL) ® (fL) (pg) *) (104 /pL) (sec) (sec)

Control 657 66 796 15.4 47.1 99 19.3 32.1 93.6 11.6 17.4
608 39 769 16.1 46. 1 60 19.6 32.8 85.1 11.6 16.8
659 60 753 15.2 47.0 62 20.2 32.3 82.8 11.8 18.2
660 102 801 14.2 44.6 06 17.1 31.8 103.3 11.4 17.1
661 96 816 16.1 47.2 98 18.5 32.0 89.0 12.3 17.4
662 13 755 14.3 4.4 99 18.9 32.2 88.9 12.0 18.7

5 mg/kg 669 45 174 14.9 46. 4 60 19.3 32.1 86.9 11.0 18.0
670 30 142 14.5 44.2 60 19.5 32.8 86.7 11.1 16.0
671 66 166 14. 6 44. 4 58 19.1 32.9 82.8 12.3 16.8
672 ol 779 14.7 46.3 99 18.9 3.7 92.2 11.2 16.9
673 85 8117 15.3 48.4 59 18.7 31.6 82.4 11.2 17.1
674 79 796 14.7 47.3 59 18.5 3.1 100.7 12.2 18.3

40 mg/kg 681 27 763 14.7 45.8 60 19.3 32.1 98.1 11.9 19.2
682 67 748 14.9 45.5 61 19.9 32.1 84.8 11.3 20. 7
683 58 782 15.3 45.9 29 19.6 33.3 96. 4 11.9 15.9
684 29 801 14.5 46.2 58 18.1 31.4 95.5 11.6 18.3
685 45 765 14.2 45.6 60 18.6 3.1 88. 1 12.5 18.2
686 83 800 15.3 41.9 60 19.1 31.9 86.9 12.0 16.2

300 mg/keg 694 38 749 14.8 46. 2 62 19.8 32.0 98. 4 11.7 18.6
695 63 790 16.0 46.1 a8 19.0 32.5 103. 8 12.4 18.5
696 o4 167 14.4 44.8 58 18.8 32.1 84.8 11.6 17.4
697 4 811 15.2 48.0 59 18.7 31.7 100.5 12.3 17.8
698 16 743 14.2 43.8 59 19.1 32.4 4.4 10.5 18.3
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Appendix 14 - continued Individual hematological findings in juvenile female rats treated orally with 2, 4-Di-tert-butylpheno! for 18 days
followed by 63-day withdrawal period

Grgup Animal Differential leukocyte count

an

dose No. Eosinophil Stab neutirophil Segmentied neuirophil Lymphocyte Basophil Monocyie

3] ) ®) ®% ®) )

Control 657 3.0 0.0 20.0 76.0 0.0 1.0
658 1.0 0.0 9.0 87.0 0.0 3.0
659 3.0 0.0 12.0 84.0 0.0 1.0
660 0.0 0.0 8.0 89.0 0.0 3.0
661 0.0 0.0 4.0 94.0 0.0 2.0
662 0.0 0.0 4.0 95.0 0.0 1.0

5 mg/kg 669 2.0 0.0 11.0 85.0 0.0 2.0
670 3.0 0.0 24.0 73.0 0.0 0.0
671 1.0 0.0 14.0 85.0 0.0 0.0
672 0.0 0.0 10.0 90.0 0.0 0.0
673 0.0 0.0 12.0 86.0 0.0 2.0
674 0.0 0.0 16.0 83.0 0.0 1.0

40 mg/ke 681 3.0 0.0 13.0 81.0 0.0 3.0
682 0.0 0.0 11.0 88.0 0.0 1.0
683 5.0 0.0 16.0 76.0 0.0 3.0
634 1.0 0.0 12.0 85.0 0.0 2.0
685 0.0 0.0 8.0 92.0 0.0 0.0
636 0.0 0.0 7.0 92.0 0.0 1.0

300 mg/kg 694 0.0 0.0 11.0 86.0 0.0 3.0
695 1.0 0.0 10.0 87.0 0.0 2.0
696 0.0 0.0 9.0 91.0 0.0 0.0
697 0.0 0.0 23.0 75.0 0.0 2.0
698 1.0 0.0 7.0 89. 0 0.0 3.0
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Appendix 15 Individual biochemical findings in juvenile male rats treated orally with 2, 4-Di-tert-butylphenol for 18 days

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

an

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

Control 601 4.7 3.4 4,25 0.0 112 24 0.6 742 817 81
602 4.3 3.4 3.78 0.0 86 22 0.7 969 82 81
603 4.3 3.4 3.78 0.0 98 23 0.7 724 78 122
604 4.5 3.6 4,00 0.0 97 21 0.5 638 105 12
605 4.0 3.0 3.00 0.0 110 27 0.5 1107 85 58
606 4.7 3.2 3.20 0.0 97 26 0.6 125 86 102

b mg/kg 613 4.4 3.3 3.00 0.0 93 22 0.8 671 112 84
614 4,2 3.2 3.20 0.0 89 24 0.6 898 84 47
615 4.4 3.3 3.00 0.0 106 20 0.9 882 91 61
616 4.6 3.5 3.18 0.0 88 19 0.9 518 102 205
617 4.1 3.3 4.13 0.0 108 23 0.9 904 75 62
618 4,4 3.3 3.00 0.0 92 31 0.7 696 113 66

40 mg/kg 625 4.3 3.4 3.78 0.0 94 24 0.6 867 89 88
626 4.2 3.2 3.20 0.0 96 22 0.5 1021 90 105
627 4.5 3.5 3.50 0.0 93 25 0.4 310 91 81
628 4.4 3.2 2.67 0.0 106 23 0.9 525 89 102
629 4.1 3.1 3. 10 0.0 125 21 0.5 799 111 140
630 4.4 3.3 3.00 0.1 95 20 0.6 666 137 54

300 mg/ke 637 4.5 3.5 3.50 0.1 201 35 0.8 655 96 90
638 4.3 3.2 2.91 0.1 114 21 1.4 676 76 80
639 4.6 3.4 2.83 0.1 126 21 1.3 682 91 68
640 4.6 3.3 2.54 0.2 98 18 1.7 786 133 83
641 4.4 3.3 3.00 0.2 83 15 2.0 824 106 63
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Appendix 15 - continued Individual biochemical findings in juvenile male rats treated orally with 2,4-Di-tert-butylphenol for 18 days
Grgup Animal Phospholipids Glucose BUN Creatinine IP Ca Na K Cl
an
dose No. (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mEq/L) (mEq/L) (mEq/L)
Control 601 184 154 15.4 0.3 10.1 10.9 144.3 4,88 106.9
602 161 154 15.5 0.2 10.3 10.6 142.7 4,78 103.3
603 168 180 11.9 0.3 10.1 10.9 143.5 3.96 104.0
604 206 162 14.6 0.2 10.1 11.2 141. 8 4. 47 103.8
605 176 147 12.8 0.3 10.2 11.0 141.9 5.33 106.0
606 175 145 14.6 0.3 9.8 10.8 143.6 4.82 105.5
5 mg/kg 613 213 146 13.4 0.2 9.9 10.8 143.0 5.38 105. 4
614 173 183 12.9 0.3 10.5 10.8 144.3 4.23 104.7
615 194 159 13.8 0.3 10.0 10.6 144.0 4.38 105. 6
616 233 146 10.4 0.2 9.7 11.0 141.3 4,53 104.7
617 167 157 16.0 0.3 10.8 11.3 144.7 4,66 104.7
618 214 164 17.0 0.2 9.8 10.8 144.2 4. 68 107.0
40 mg/kg 625 185 161 13.8 0.3 9.5 11.2 144.2 4,54 106.9
626 178 144 12.8 0.3 10.5 1.1 143.3 4.94 105.9
627 202 147 15.4 0.3 9.6 11.4 143.9 4.76 104.1
628 196 151 14.2 0.3 10.2 11.6 143.0 4.83 105.0
629 230 139 11.5 0.2 10.1 11.2 141.7 4.57 104. 8
630 248 142 16.9 0.3 10.3 11.4 143.6 4.95 105.3
300 mg/kg 637 199 148 18.3 0.3 10.3 10.9 142.7 4,80 105.0
638 160 153 16.9 0.3 10. 4 1.2 143.7 4.20 103.5
639 182 131 15.4 0.3 10.4 10.8 143.6 4,51 107.6
640 248 141 16.5 0.3 10.2 11.2 141.2 4.74 106.6
641 203 146 17.3 0.3 10.4 11.3 141.7 5.05 104.9
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Appendix 16 Individua! biochemical findings in juvenile female rats treated orally with 2,4-Di-tert-butylphenol for 18 days

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

an

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

Control 651 4.3 3.5 4,38 0.0 107 29 0.7 807 114 52
652 4.6 3.6 3.60 0.0 94 26 1.0 538 114 115
653 4.3 3.5 4,38 0.0 95 23 1.0 702 118 41
654 4.3 3.2 2.91 0.0 85 19 0.5 681 107 146
655 4.2 3.4 4.25 0.0 108 22 0.6 1063 109 87
656 4.3 3.4 3.78 0.0 95 19 1.0 729 105 103

5 mg/kg 663 4.4 3.5 3.89 0.0 108 25 0.0 799 114 1
664 4.5 3.6 4.00 0.0 105 21 0.7 760 119 72
665 4.4 3.6 4,50 0.0 96 26 0.4 787 96 57
666 4.5 3.3 2.75 0.1 11 13 0.9 814 138 78
667 4.1 3.2 3.56 0.0 108 21 0.5 865 97 127
668 4.3 3.4 3.18 0.0 93 22 0.2 662 108 85

40 mg/ke 675 4.4 3.5 3.89 0.0 102 32 1.1 658 91 99
676 4.4 3.6 4.50 0.0 88 21 0.4 847 82 75
677 4.6 3.5 3.18 0.0 107 23 0.4 573 101 81
678 4.5 3.9 3.50 0.0 100 20 0.6 663 101 69
679 4.2 3.3 3. 67 0.0 124 19 0.7 900 107 71
680 4.3 3.4 3.78 0.1 113 20 0.4 11 117 53

300 mg/kg 687 4.8 3.7 3.36 0.1 101 21 1.3 629 122 51
688 4.5 3.4 3.09 0.1 93 15 0.8 501 115 60
689 4.6 3.5 3.18 0.1 165 28 2.8 639 90 31
690 4.8 3.5 2.69 0.1 102 18 1.4 605 124 162
691 4.5 3.2 2.46 0.2 105 20 1.2 748 107 48
692 4.6 3.5 3.18 0.1 103 20 0.7 483 95 65
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Appendix 16 - continued Individual biochemical findings in juvenile female rats treated orally with 2,4-Di-tert-butylphenol for 18 days
Grgup Animal Phospholipids Glucose BUN Creatinine IP Ca Na K Cl
an
dose No. (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mEq/L) (mEq/L) (mEq/L)
Control 651 204 150 17.7 0.3 10.2 11.6 144.3 4,18 106. 8
652 224 154 16.7 0.3 9.7 11.3 143.9 4.55 104.9
653 208 142 17.5 0.3 9.5 10.9 144.3 4,70 106. 3
654 221 147 16.8 0.3 10.0 10.3 142.5 5.12 106. 4
655 219 151 17.7 0.3 10.0 10.8 144. 4 5.27 107.7
656 206 159 16.7 0.3 9.9 11.0 143.1 5.43 104. 4
5 mg/kg 663 210 130 16.6 0.3 10.9 10.6 143.8 5.02 105.4
664 214 177 14.4 0.3 10.2 11.3 144.1 4.47 103.9
665 181 164 18.2 0.3 10.3 11.4 145. 1 4,72 107.2
666 269 172 14.5 0.2 10.6 10.8 144.9 5.04 107.9
667 205 160 18.3 0.3 10.8 11.0 143.0 5.49 108.0
668 210 142 18.8 0.3 10. 6 11.1 143.1 5.05 103.7
40 mg/kg 675 193 156 18.5 0.3 10.7 11.3 144.1 4.15 104.7
676 170 181 13.6 0.3 10.4 11.5 143.3 4,74 103.9
677 198 153 17.9 0.2 9.7 11.4 143.8 5.10 106. 3
678 203 143 15.5 0.2 10.4 10.9 142.5 4.85 105.4
679 209 156 19.0 0.3 10.2 10.7 143.5 5.19 104. 8
680 205 149 12.2 0.3 10.4 10.6 143.3 5.37 102. 4
300 mg/kg 687 216 138 26.0 0.4 10.5 11.9 145.1 5.07 107.0
688 203 148 17.5 0.3 10.3 11.1 144.6 4.28 105. 7
689 175 136 20.0 0.3 10.1 10.7 144.5 5.00 108. 4
690 229 142 21.8 0.3 10.7 11.0 144.1 5.20 109.0
691 200 130 22.2 0.4 10. 6 10.7 148.0 4.92 110.3
692 184 145 18.6 0.3 10.0 11.3 146.5 4.72 106.9
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Appendix 17 Individual biochemical findings in juvenile male rats treated orally with 2, 4-Di-teri-butylphenol for 18 days
followed by 63-day withdrawal period

Grgup Animal T.Protein  Albumin  A/G ratio T.Bilirubin GOT GPT 1 -GTP ALP T.Cholesterol Triglycerides

an

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

Control 607 5.8 4.0 2.22 0.0 72 16 0.3 271 61 96
608 0.6 3.8 2.11 0.0 99 27 0.7 298 45 108
609 5.0 3.5 2.33 0.0 817 17 0.4 352 37 11
610 5.4 3.5 1.84 0.0 69 15 0.4 187 75 80
611 5.9 4.1 2.28 0.0 172 19 0.5 217 61 0l
612 6.2 4.1 1.95 0.0 99 25 0.5 312 54 45

5 mg/ke 619 6.4 4.2 1.91 0.0 89 20 0.5 168 17 123
620 5.6 3.8 2.11 0.0 84 22 0.4 234 ol 143
621 2.6 3.9 2.29 0.0 102 16 0.5 201 71 104
622 5.8 3.9 2.05 0.0 80 20 0.3 211 66 74
623 9.4 3.8 2.31 0.0 89 20 0.7 248 26 75
624 5.1 3.8 2.00 0.0 104 21 0.9 260 68 108

40 mg/keg 631 9.5 3.8 2.24 0.0 100 23 1.1 166 69 45
632 9.5 4.0 2.67 0.0 95 23 0.5 256 b2 135
633 8.1 4.0 2.35 0.0 81 15 0.0 317 08 111
634 9.8 4.0 2.22 0.0 109 24 0.7 271 19 246
635 2.9 4.0 2.11 0.0 100 38 0.7 209 29 92
636 5.1 4.1 2.56 0.0 10 17 0.6 263 63 33

300 mg/ke 642 9.4 3.9 2.60 0.0 82 20 0.6 332 96 79
643 9.9 4.0 2.1 0.0 89 28 0.6 274 66 60
644 9.5 3.8 2.24 0.0 73 20 0.1 200 65 40
647 5.6 3.9 2.29 0.0 100 18 0.6 364 al 89
648 5.8 3.6 1. 64 0.0 92 24 0.8 202 57 101
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Appendix 17 - continued Individual biochemical findings in juvenile male rats treated orally with 2,4-Di-tert-buiylphenol for 18 days
followed by 63-day withdrawal period

Grgup Animal Phospholipids Glucose BUN Creatinine P Ca Na K Cl

an

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

Control 607 115 125 14.2 0.5 7.4 10.0 146.4 4.05 103.5
608 100 159 16.5 0.5 7.6 10.0 145.5 4.06 104. 4
609 80 136 15.3 0.5 7.0 10.0 145.0 4,06 106.5
610 127 177 18.1 0.5 7.8 9.7 145.0 4.08 105.3
611 105 110 15.5 0.4 7.2 10.1 146. 2 4,12 105. 3
612 94 113 15.8 0.5 7.2 10.2 146.3 4.20 104.3

5 mg/ke 619 141 158 13.9 0.5 7.4 10.0 146.4 4.18 103.6
620 111 142 13.4 0.5 7.3 9.9 145.4 4. 11 102.9
621 123 127 14.9 0.4 7.3 10.0 146.1 4.10 104, 7
622 119 130 16.7 0.4 7.2 9.8 145.9 3.76 104.7
623 99 136 20.0 0.5 7.4 9.7 146.6 4.10 108.3
624 127 143 16.0 0.5 6. 6 10.0 145. 7 3.94 104.0

40 mg/kg 631 113 122 15.5 0.5 7.1 10.3 145.2 3.78 103.5
632 117 155 17.4 0.4 7.4 10.1 144.3 4.11 103.3
633 112 163 18.7 0.5 1.1 10.0 144.6 4.09 102.7
634 158 166 17.7 0.4 7.1 10.3 145.1 4,13 103.5
635 106 116 14.2 0.4 7.7 9.9 145.5 4.15 105.1
636 110 109 16.3 0.4 7.1 9.8 147.1 3.98 107.6

300 mg/kg 642 108 143 21.7 0.5 7.1 10.2 144.5 3.77 103.2
643 119 135 15. 5 0.5 6.6 9.5 145. 7 4,06 106. 3
644 110 113 19.1 0.5 1.5 9.6 144.2 3.91 101.9
647 96 113 22.1 0.5 7.6 9.6 144.6 4.06 103.3
648 109 135 19.1 0.5 7.3 9.7 144.8 4.00 105.3
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Appendix 18 Individual biochemical findings in juvenile female rats treated orally with 2,4-Di-tert-butylphenol for 18 days
followed by 63-day withdrawal period

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

an

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

Control 657 5.6 4.1 2.73 0.0 81 18 0.9 134 55 14
658 5.4 4.0 2.86 0.0 9] 19 0.8 126 67 38
659 5.9 4.3 2.69 0.1 71 17 0.3 161 75 40
660 5.9 4.4 2.93 0.1 80 14 0.8 148 53 20
661 6.1 4.2 2.21 0.0 81 22 1.0 171 64 12
662 6.4 4.1 2.76 0.1 74 13 1.1 157 85 32

5 mg/kg 669 5.9 4.3 2.69 0.0 81 21 0.9 138 67 16
670 6.1 4.6 3.07 0.0 79 15 1.1 143 75 16
671 5.7 4.2 2.80 0.1 89 13 0.7 162 66 16
672 5.8 4.3 2.81 0.1 89 14 1.3 159 59 7
673 5.4 3.9 2.60 0.0 100 16 0.8 153 11 15
674 5.7 4.3 3.07 0.1 100 18 1.0 151 71 19

40 mg/kg 681 6.2 4.7 3.13 0.0 88 16 0.8 145 84 35
682 6.2 4.7 3.13 0.0 84 14 0.8 152 61 15
683 6.1 4.4 2.59 0.1 12 14 0.6 131 11 16
634 6.0 4.3 2.53 0.0 18 15 0.7 149 11 15
685 5.7 4.2 2.80 0.1 89 18 1.0 165 56 44
686 6.6 4.1 2.47 0.0 119 30 1.3 122 80 21

300 mg/kg 694 6.3 4.7 2.94 0.0 99 17 0.4 119 61 16
695 5.9 4.1 2. 47 0.0 67 12 0.7 17 55 35
696 6.2 4.7 3. 13 0.0 72 12 0.7 214 58 137
697 6.4 4.8 3.00 0.1 76 14 0.3 157 67 44
698 6.5 4.8 2.82 0.1 95 24 1.0 89 88 51
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Appendix 18 - cont inued Individual biochemical findings in juvenile female rats treated orally with 2,4-Di-tert-butylphenol for 18 days
followed by 63-day withdrawal period

Grgup Animal Phospholipids  Glucose BUN Creatinine IP Ca Na K Cl

an

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

Control 657 108 95 18.1 0.6 6.3 9.6 144.5 4.45 109. 6
658 124 103 18.8 0.5 5.1 9.3 144.7 3.74 108.0
609 144 109 23.5 0.6 6.5 10.0 144.3 3.94 106. 2
660 121 99 20.3 0.5 7.0 9.9 146.9 3.92 108.0
661 124 95 17.8 0.5 6.8 10.1 144.4 3. 96 106. 4
662 189 109 20.3 0.6 .1 10. 1 145. 4 3.78 108. 1

5 mg/kg 669 126 98 19.7 0.6 6.2 9.7 146.3 4.26 109.9
670 147 105 15.8 0.5 2.9 10.0 145.7 3.73 107.0
671 124 107 13.4 0.5 6.8 9.8 144.9 4.18 107. 6
672 126 85 20.7 0.6 7.1 10. 1 145.1 3.97 106. 9
673 150 95 2.4 0.6 1.2 9.7 146.2 4,26 108.5
674 146 96 17.2 0.5 6.7 10.0 145.7 3.68 107.8

40 mg/kg 681 161 113 19.8 0.6 5.7 9.7 145.1 4.10 108.4
682 130 111 14.3 0.5 5.8 10.2 146.3 3.57 105.9
683 130 99 15.5 0.5 9.5 9.9 144.9 3.89 105.3
684 140 98 16.7 0.5 6.5 9.7 145.6 4.35 109.0
685 130 112 17.9 0.5 7.1 9.7 145.0 4.18 106. 4
686 161 106 22.% 0.6 6.7 10.3 145.17 4.01 108.0

300 mg/ke 694 126 85 22.4 0.6 6.8 10.2 144.9 4.15 106. 3
695 120 93 17.4 0.6 5.3 9.8 143.9 4.05 104.7
696 155 119 15.9 0.5 2.0 9.9 142.17 3.13 106.7
697 151 104 17.9 0.4 6.4 10.2 145.2 3.91 106. 1
698 190 117 17.3 0.6 6.2 10.0 144.5 3.41 106. 2
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Appendix 19

Individual necropsy findings in juvenile male rats treated orally with 2, 4-Di-tert-butylphenol for 18 days

Study No. 49814

Group and dose Control 5 mg/ke
Animal No. 601 602 603 604 605 606 613 614 615 616 617 618
Organs and findings Necropsy timing S S S S S S S S S S S S

Respiratory system

g
Macule, dark red
Coloration,dark red

Urinary sysiem
Kidney
Discoloration - -
Enlargement - -
Dilatation,pelvic cavity - -
Urinary bladder
Distention,urine - -

Special sense organs
Eye _
Coloration, dark red - -

Musculoskeletal system
Cranial bone
Depressed - -

Abbreviation: S, scheduled.
Grade sign: -, nome; +, mild; ++, moderate; +++, marked.
No appreciable changes in all other organs and tissues.
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Appendix 19 - continued

Individual necropsy findings in juvenile male rats treated orally with 2,4-Di-tert-butylphenol for 18 days

Study No.49814

Group and dose

Animal No.

Organs and findings Necropsy timing

40 mg/ke

300 mg/kg

625

626

627

628

629

630

637

638

" 639

640

641

645

646

S

§

S

N

S

D

D

‘Respiratory sysiem

Lung
Macule, dark red
Coloration, dark red

Urinary system
Kidney
Discoloration
Enlargement
Dilatation,pelvic cavity
Urinary bladder
Distention, urine

Special sense organs
Eye )
Coloration,dark red

Musculoskeleial system
Cranial bone
Depressed

“+ 1

Abbreviations: S, scheduled; D, dead.

Grade sign: -, none; +, mild; ++, moderate; +++, marked
No appreciable changes in all other organs and tissues
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Appendix 20

Individual necropsy findings in

juvenile female rats treated orally with 2,4-Di-tert-butylphenol for 18 days

Study No.49814

Organs and findings

Group and dose

Animal No.

Necropsy timing

Control 5 mg/kg
651 652 653 654 655 656 663 064 665 666 667 668
S S S S S N S S S S S S

Urinary system
Kidney
Enlargement

Nervous system
Cerebrum
Macule, dark red

Abbreviation: S, scheduled.

Grade sign: -, none; +, mild; ++, moderate; +++, marked
No appreciable changes in all other organs and fissues
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Appendix 20 - continued Individual necropsy findings in juvenile female rats treated orally with 2,4-Di-tert-butylphenol for 18 days
Group and dose 40 mg/kg 300 mg/kg
Animal No. 675 676 677 678 679 680 687 638 689 690 691 692 693
Organs and findings Necropsy timing S S S S S S S S S S N S D
Urinary sysiem
Kidney
Enlargement - - - - - - + t - + + + -
Nervous system
Cerebrum
Macule, dark red - - - - - - - - - - - - t

Abbreviations: S, scheduled; D, dead.
Grade sign: -, nonme; ¥, mild; ++, moderate; +t+, marked.
No appreciable changes in all other organs and tissues.
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Appendix 21

Study No.49814

Individual necropsy findings in juvenile male rats treated orally with 2,4-Di-tert-butylphenol for 18 days followed by 63-day withdrawal period

Group and dose

Control

5 mg/kg

Animal No. 607

608

609

610

611

612

619

620

621

622

623

624

Organs and findings Necropsy timing S

N

S

N

§

N

S

S

N

Urinary sysiem
Kidney )
Macule, light gray -

Genital sysiem
Testis
Softening -
Epididymis
Small -

Abbreviaiion: S, scheduled,
Grade sign: -, none; +, mild; t+, moderate; +t+, marked.
No appreciable changes in all other organs and tissues
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Appendix 21 - continued Individual necropsy findings in juvenile male rats treated orally with 2,4-Di-tert-butylphenol for 18 days
followed by 63-day withdrawal period
Group and dose 40 mg/ke 300 mg/kg
Animal No. 631 632 633 634 635 636 642 643 644 647 648
Organs and findings Necropsy timing S S N S S S S S S S S
Urinary system
Kidney
Macule, light gray - - - - - - - - - t -
Genital system
Testis
Softening - - - - + - - - - - -
Epididymis
Small - - - - + - - - - - -

Abbreviation: S, scheduled.
Grade sign: -, nome; +, mild; ++, moderate; +t+, marked.
No appreciable changes in all other organs and tissues.
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Appendix 22 Individual necropsy findings in juvenile female rats treated orally with 2,4-Di-teri-butylphenol for 18 days
followed by 63-day withdrawal period
Group and dose Control 5 mg/kg
Animal No. 657 658 659 660 661 662 669 670 671 672 673 674
Organs and {indings Necropsy timing S S S S S S S S S S S S
All organs and tissues NR NR NR NR NR NR NR NR NR NR NR NR

Abbreviation: S, scheduled.
NR: no remarkable changes
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Appendix 22 - continued

Individual necropsy findings in juvenile female rats treated orally with 2,4-Di-tert-butylphenol for 18 days

followed by 63-day withdrawal period

Study No. 49814

Group and dose 40 mg/kg 300 mg/kg
_ Animal No. 681 682 683 634 685 686 694 695 696 697 698
Organs and findings Necropsy timing S S S S S S S S S S N
All organs and tissues NR NR NR NR NR NR NR NR NR NR NR

Abbreviation: S, scheduled.
NR: no remarkable changes
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Appendix 23 Individual organ weights in juvenile male rats treated orally with 2,4-Di-tert-butylphenol for 18 days

Group Animal Final Brain Pituitary Thyroids Heart

and body weight

dose No. -

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

Control 601 66. 8 1.62 2.43 2.6 3.9 5.3 7.9 407.7 610.3
602 63.3 1.64 2.59 2.4 3.8 7.3 1.5 362.5 572.7
603 65.0 1.56 2.40 2.3 3.5 6.7 10.3 335.6 516.3
604 68.7 1.64 2.39 3.3 4.8 7.8 11.4 381.4 555. 2
605 54.7 1.54 2.82 2.9 5.3 3.7 6.8 269. 6 492.9
606 64. 7 1.65 2.55 2.3 3.6 9.1 14. 1 358. 2 553. 6

5 mg/kg 613 60. 4 1.59 2.63 2.9 4.8 4.8 7.9 317.3 525.3
614 70.7 1.63 2.31 2.4 3.4 5.6 7.9 335.0 473.8
615 62.7 1.60 2.55 3.2 5.1 6.4 10.2 305. 8 487.7
616 64.9 1.65 2.54 2.9 4.5 5.9 9.1 380.1 585.7
617 61.17 1.64 2.66 2.8 4.5 4.0 6.5 296.9 481.2
618 63.3 1.59 2.51 2.0 3.2 5.6 8.8 330.1 521.5

40 mg/kg 625 64. 2 1.60 2.49 2.7 4.2 7.9 12.3 342.7 533.8
626 66.9 1.66 2.48 2.3 3.4 4.5 6.7 338.2 505.5
627 67.0 1.73 2.58 2.1 3.1 6.6 9.9 314. 8 469. 9
628 67.7 1.66 2.45 2.5 3.7 6.8 10.0 370.1 546. 7
629 56.5 1.55 2.74 2.4 4.2 5.7 10.1 298. 8 528. 8
630 60. 1 1.69 2.81 1.9 3.2 5.5 9.2 329.4 548. 1

300 mg/ke 637 58.3 1.52 2.61 2.5 4.3 6.6 11.3 292.0 500. 9
638 62.7 1.53 2.44 2.4 3.8 5.0 8.0 324.7 517.9
639 56.4 1.50 2.66 2.4 4.3 5.4 9.6 272.1 483.5
640 48.5 1.50 3.09 1.8 3.7 5.7 11.8 310.1 639. 4
641 48.4 1.49 3.08 1.9 3.9 5.5 11.4 219.0 452.5
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Appendix 23 - continued Individual organ weights in juvenile male rats treated orally with 2,4-Di-tert-butylphenol for 18 days

Grgup Animal Lungs Thymus Liver Spleen Kidneys

an

dose No.

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

Control 601 497.6 744.9 318.8 471.2 2.84 4.25 368. 2 551.2 0.76 1.14
602 533.6 843.0 264. 7 417.4 2.58 4.08 377.3 596.1 0.71 1.12
603 438.5 674.6 240.5 370.0 2.88 4. 43 405. 0 623.1 0.77 1.18
604 510.7 743. 4 299.3 435. 7 3.11 4.53 377. 4 549.3 0.75 1.09
605 416.4 761.2 245.6 449.0 2.13 3.89 265. 7 485.7 0.56 1.02
606 471.5 738.0 255.4 394. 7 2.62 4.05 330.3 510.5 0.71 1.10

5 mg/kg 613 492.5 815.4 308.0 509.9 2.39 3.96 251.4 416.2 0. 66 1.09
614 478. 6 676.9 252.0 356. 4 3.09 4.37 343.5 485.9 0.77 1.09
615 504.4 804.5 293.7 468.4 2.69 4.29 336. 3 536.4 0.78 1.24
616 534.5 823.6 304.5 469. 2 2.89 4,45 310.4 478.3 0. 68 1.05
617 475.0 769. 9 193.6 313.8 2. 87 4.65 338.9 549.3 0. 66 1. 07
618 491.3 776.1 307.6 485.9 2.92 4.61 324.4 512.5 0. 65 1.03

40 mg/kg 625 468.1 729.1 258.5 402. 6 2.91 4,53 237.6 370.1 0.56 0.87
626 491.9 735.3 275.2 411.4 3.10 4.63 323.3 483.3 0.69 1.03
627 466. 5 696. 3 204.1 304. 6 3.23 4. 82 280. 5 418.7 0. 68 1.01
628 437.0 645.5 296.3 437.7 3.23 4.77 388.1 573.3 0.73 1.08
629 484.7 857.9 278.0 492.0 2.38 4.21 282.0 499.1 0.60 1.06
630 485. 2 807.3 243.4 405.0 2.70 4.49 319.6 531.8 0. 61 1.01

300 mg/kg 637 449, 2 770.5 256.1 439.3 3.50 6. 00 237.4 407. 2 0.73 1.25
638 464.1 740. 2 230.0 366. 8 3. 86 6.16 283.4 452.0 0.90 1.44
639 462.2 819.5 232.3 411.9 3.59 6.37 254. 6 451.4 0.77 1.37
640 433.6 894.0 200.1 412.6 2.68 5.53 222.9 459.6 0.76 1.57
641 420. 7 869. 2 207.9 429.5 2.56 5.29 153.9 318.0 0.95 1.96
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Appendix 23 - continued Individual organ weights in juvenile male rats treated orally with 2,4-Di-tert-butylphenol for 18 days

Grgup Animal Adrenals Epididymides Testes

an

dose No.

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

Control 601 20.4 30.5 67.4 100.9 314.2 470.4
602 17.3 27.3 48.9 17.3 305. 3 482.3
603 19.9 30. 6 59.9 92.2 282.4 434.5
604 20.9 30. 4 60.5 88.1 331.3 482.2
605 15.3 28.0 47.1 86. 1 264.2 483.0
606 16.6 25.7 48.3 4.7 306. 2 473.3

5 mg/kg 613 17.1 28.3 48.5 80.3 240.3 397.8
614 20. 4 28.9 61.8 87.4 312.5 442.0
615 17.9 28.5 58.5 93.3 305. 6 487.4
616 18.0 21.1 48.4 4.6 346.1 533.3
617 16.6 26.9 45.3 73.4 286.1 463.7
618 19.5 30.8 48.0 75.8 363.0 573.5

40 mg/kg 625 20.2 31.5 52.7 82.1 296. 4 461.7
626 14. 17 22.0 60.0 89.7 321.2 480.1
627 22.0 32.8 51.4 76.7 314.3 469.1
628 18.3 27.0 67.8 100. 1 356. 2 526. 1
629 13.5 23.9 53.6 94.9 270.6 478.9
630 23.3 38.8 48.4 80.5 332.9 553.9

300 mg/kg 637 13.9 23.8 47.9 82.2 243.0 416.8
638 13.2 21.1 51.0 81.3 265.9 424.1
639 16.3 28.9 52.6 93.3 294.5 522.2
640 12.2 2.2 47.5 97.9 231.9 478.1
641 11.3 23.3 38.7 80.0 238.8 493.4
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Appendix 24 Individual organ weights in juvenile female rats treated orally with 2,4-Di-tert-butylphenol for 18 days

Group Animal Final Brain Pituitary Thyroids Heart

and body weight

dose No.

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

Control 651 64.5 1.63 2.53 2.2 3.4 7.0 10.9 389.8 604.3
652 63.2 1.50 2.37 3.6 5.7 7.6 12.0 401.1 634.7
653 65. 1 1.56 2.40 3.0 4.6 7.2 11.1 350. 3 538.1
654 60. 2 1.53 2.54 3.1 5.1 8.8 14.6 304.1 505. 1
655 51.5 1.39 2.70 2.8 5.4 6.7 13.0 279.5 542,17
656 57.0 1.53 2.68 2.8 4.9 7.7 13.5 295.0 517.5

5 mg/kg 663 63.2 1.52 2.41 3.0 4.7 5.7 9.0 328.6 519.9
664 62.4 1.52 2.44 3.6 5.8 7.0 11.2 338.5 542.5
665 68. 4 1.64 2.40 3.5 5.1 5.6 8.2 365.4 534.12
666 55.3 1.45 2.62 3.0 5.4 7.3 13.2 304.7 551.0
667 50.8 1.48 2.91 2.6 5.1 5.8 11.4 258.7 509.3
668 62.6 1.52 2.43 2.8 4.5 7.7 12.3 325.2 519.5

40 mg/kg 675 69.8 1.63 2.34 2.7 3.9 9.5 13.6 344.4 493.4
676 66. 3 1.56 2.3 2.5 3.8 6.6 10.0 413.6 623.8
677 67.2 1.60 2.38 3.0 4.5 7.8 11.6 350.0 520. 8
678 66. 0 1.63 2.47 3.4 5.2 6.6 10.0 375. 17 569. 2
679 54.9 1.48 2.70 2.9 5.3 6.4 11.7 320.1 583.1
680 62.1 1.63 2.62 3.1 5.0 6.0 9.7 367.1 575.0

300 mg/ke 687 51.7 1.46 2.53 2.8 4.9 5.9 10.2 295. 4 512.0
688 60. 8 1.44 2.37 3.0 4.9 6.1 10.0 325.3 535.0
689 56. 5 1.47 2.60 2.6 4.6 6.8 12.0 290.5 514.2
690 53.0 1.48 2.79 2.4 4.5 5.5 10.4 308.1 581.3
691 47.0 1. 46 3. 11 2.5 5.3 5.0 10.6 238.0 506. 4
692 59.2 1.50 2.53 2.9 4.9 6.4 10.8 322.8 545.3




66

Study No.49814

Appendix 24 - continued Individual organ weights in juvenile female rats treated orally with 2,4-Di-tert-butylphenol for 18 days

Grgup Animal Lungs Thymus Liver Spleen Kidneys

an

dose No.

(mg) (mg/100gB. V.) (mg) (mg/100gB. W.) (8 (g/100gB. W.) (mg) (mg/100gB. ¥.) (2 (g/100gB.¥.)

Conirol 651 507. 1 786. 2 344.3 533. 8 2.86 4.43 420, 8 652. 4 0.67 1.04
652 478.1 756.5 231.7 366. 6 2.76 4.37 370.1 585.6 0.67 1.06
653 483.0 741.9 303.7 466. 5 2.56 3.93 326.17 501.8 0.70 1.08
654 441.9 734.1 297.4 494.0 2.40 3.99 278.0 461.8 0. 65 1.08
655 415.3 806. 4 230.4 447.4 2.14 4,16 239.6 465. 2 0.60 1.17
656 429.4 753.3 262.9 461.2 2.26 3.96 277.2 486.3 0.71 1.25

5 mg/ke 663 506. 6 801.6 302. 4 478. 5 2.64 4.18 294.6 466. 1 0.71 1.12
664 470. 2 753.5 262.8 421.2 2.77 4. 44 392.5 629.0 0. 66 1.06
665 485.7 710.1 291.4 426.0 3.01 4. 40 348. 1 508.9 0.75 1.10
666 423.6 766. 0 264.0 477. 4 2.46 4. 45 227.5 411.4 0.67 1.21
667 403. 6 794.5 261.1 514.0 2.11 4.15 203. 3 400. 2 0.59 1.16
668 472.5 754. 8 332.0 530. 4 2.172 4,35 319.2 509.9 0.67 1.07

40 mg/kg 675 466.0 667. 6 320.7 459.5 3.47 4,97 392.2 561.9 0.78 1.12
676 526. 6 794.3 303.8 458.2 3.13 4,72 390. 7 589.3 0.71 1.07
677 492.1 132.3 304.8 453.6 3.28 4,88 330.1 491.2 0. 66 0.98
678 473.3 117.1 280. 8 425.5 2.97 4.50 275. 1 416.8 0.75 1.14
679 423.5 171.4 302.9 551.7 2.48 4.52 268. 2 488.5 0.64 117
680 474.4 763.9 316.0 508. 9 2.85 4.59 334.2 538.2 0.73 1.18

300 mg/kg 687 436.9 157.2 269.5 467.1 3.47 6.01 204. 6 354.6 0.99 1.172
638 473.1 178. 1 248. 4 408.6 3.96 6.51 276. 9 455.4 0.93 1.53
689 434.3 768. 7 240.9 426. 4 3.51 6.21 270.9 479.5 0.71 1.26
690 455.9 860. 2 222.1 420.2 3.18 6.00 266. 9 503.6 0.68 1.28
691 402. 17 856. 8 204.3 434.7 2.53 5.38 220.9 470.0 0. 96 2.04
692 521.8 881.4 256. 17 433.6 4.32 7.30 264.7 447.1 0.92 1.55
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Appendix 24 - continued Individual organ weights in juvenile female rats treated orally with 2, 4-Di-tert-butylphenol for 18 days

Group Animal Adrenals Ovaries

and

dose No.

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

Control 651 19.3 29.9 23.4 36. 3
652 20.5 32.4 16.7 26. 4
653 21.3 32.1 19.9 30.6
654 18.0 29.9 16.0 26. 6
655 15.0 29.1 11.2 21. 7
656 16.4 28.8 18.0 31.6

b mg/ke 663 19.0 30.1 18.4 29. 1
664 23.1 37.0 20. 2 32.4
665 23.0 33.6 21.5 3.4
666 15.2 27.5 16.2 29.3
667 12.8 25.2 13.9 27. 4
668 14.6 23.3 20.9 33. 4

40 mg/kg 675 19.8 28.4 18.6 26. 6
676 20.3 30. 6 21.9 33.0
677 18.9 28.1 17.4 25.9
678 19.9 30.2 19.3 29.2
679 15. 4 28.1 22.1 40.3
680 15.4 24.8 21.9 35.3

300 me/kg 687 17.3 30.0 15.6 27.0
688 18.2 29.9 14.0 23.0
689 15.3 27.1 12.5 22.1
690 18.7 35.3 15.5 29.2
691 11.3 24.0 12.9 27. 4
692 20.2 34.1 14.2 24.0
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Appendix 25 Individual organ weights in juvenile male rats treated orally with 2,4-Di-tert-butylphenol for 18 days followed by 63-day withdrawal period

Group Animal Final Brain Pituitary Thyroids Heart

and body weight

dose No. -

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

Control 607 540. 1 2.13 0.39 11.8 2.2 16. 2 3.0 1755.4 325.0
608 454.7 2.15 0.47 14.0 3.1 22.17 5.0 1692.2 372.2
609 485.4 2.20 0.45 12.8 2.6 20.9 4.3 1804.7 371.8
610 522.0 2.20 (.42 14.4 2.8 33.3 6.4 1892.0 362.5
611 468.0 2.15 0.46 13.6 2.9 32.6 7.0 1436. 6 307.0
612 537.17 2.24 0.42 13.6 2.5 22.1 4.1 1592.3 296.1

b mg/kg 619 566. 1 2.18 0.39 17.0 3.0 28.4 5.0 1862.3 329.0
620 561.8 2.22 0. 40 12.6 2.2 28.1 5.0 1655. 5 294.7
621 543. 3 2. 17 0.40 16.1 3.0 37.2 6.8 1880.2 346. 1
622 500. 2 2.17 0.43 12.4 2.5 32.4 6.5 1861.0 372.1
623 461.3 2.12 0. 46 14.3 3.1 20. 7 4.5 1626. 4 302.6
624 527.4 2.33 0.44 12.9 2.4 21.9 4.2 1852.2 351.2

40 mg/kg 631 454. 2 2.25 0.50 11.7 2.6 20.1 4.4 1704.2 375.2
632 506. 9 2.12 0.42 12.5 2.5 24.5 4.8 1619. 4 319.5
633 552.0 2.32 0.42 13.8 2.5 21.1 3.8 1668.0 302.2
634 503.4 2.12 0.42 12.1 2.4 26.5 5.3 1795.8 356. 7
635 535.5 2.31 0.43 14.5 2.7 36. 6 6.8 1642.7 306. 8
636 484.3 2.27 0.47 13.6 2.8 28.7 5.9 1633.8 337.4

300 mg/kg 642 473.7 2.09 0. 44 12.3 2.6 21.9 4.6 1454.7 307.1
643 461.4 2.12 0.46 12.6 2.7 16.8 3.6 1571.0 340.5
644 410.3 1.99 0.49 10.7 2.6 23.2 5.7 1489.1 362.9
647 4717 2.12 0.44 12.7 2.7 25.7 5.4 1662.7 348.1
648 528.1 2.16 0.41 12.9 2.4 27.0 5.1 1631.1 308.9
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Appendix 25 - continued

Individual organ weights in juvenile male rats treated orally with 2,4-Di-tert-butylphenol for 18 days
followed by 63-day withdrawal period

Study No. 49814

Grgup Animal Lungs Thymus Liver Spleen Kidneys

an

dose No.

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

Control 607 1736.1 321.4 584.9 108.3 15.73 2.91 1127.1 208. 7 3.24 0.60
608 1423.6 313.1 525.1 115.5 14. 87 3. 21 840. 8 184.9 3.06 0.67
609 1332.2 274.5 484.1 99,7 13.81 2.85 768.2 158.3 3.21 0.67
610 1522.9 291.7 672.8 128.9 16. 87 3.23 766. 4 146.8 3.35 (.64
611 1506. 2 321.8 698.3 149.2 14.92 3.19 862.7 184.3 3.33 0.71
612 1589. 1 295.5 597.3 1111 16. 24 3.02 945. 2 175.8 3.55 0.66

5 mg/kg 619 1539. 2 271.9 585.4 103.4 22.11 3.91 1138.9 201.2 3.82 0.67
620 1538. 4 213.8 454.6 80.9 17.05 3.03 945. 1 168. 2 3.40 0.61
021 1673.7 308. 1 713.17 131.4 17.99 3.31 8417.2 155.9 3.38 0.62
622 1449, 289.8 752.6 150. 5 15.51 3.10 850.3 170.0 3.3 0.67
623 1321.7 286.5 381.0 82.6 15.05 3.26 940. 3 203.8 2. 88 0.62
624 1506.0 285.6 453.2 85.9 16.13 3.06 174. 4 146.8 3.38 0.64

40 mg/kg 631 1599.0 352.0 300.3 66. 1 13.51 2.97 1071.4 235.9 3. 48 0.77
632 1336.7 263.7 370.8 13.2 17.17 3.39 712.2 140.5 3.25 0.64
633 1512. 8 274. 1 447.8 81.1 19.71 3.57 817.3 148.1 3. 60 0.65
634 1328.5 263.9 499, 1 99. | 18. 14 3. 60 836.3 166. 1 3.2 0.64
635 15616. 5 283.2 696. 1 130.0 16.92 3.16 876.3 163. 6 3. 49 0. 65
636 1526. 1 315.1 685.8 141. 6 13. 86 2.86 804. 6 166. 1 3. 18 (.66

300 mg/kg 642 1398.6 295.3 580.1 122.5 14.72 3.11 916.4 193.5 3.15 0.66
643 1312.8 284.5 4817.2 105. 6 14. 26 3.09 801.5 173.7 2. 80 0.61
644 1268.5 309.2 472.9 115.3 11.06 2.70 890.0 216.9 2.56 0.62
647 1844.5 386.1 489.9 102. 6 14.09 2.95 946. 3 198.1 3.13 0.66
648 1506. 6 285.3 522.2 98.9 17. 35 3.29 1039.1 196.8 3.23 0.61
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Appendix 25 - continued Individual organ weights in juvenile male rats treated orally with 2,4-Di-tert-butylphenol for 18 days
followed by 63-day withdrawal period

Grgup Animal Adrenals Epididymides Testes

an

dose No.

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

Control 607 55. 6 10.3 1189.3 220.2 3603. 5 667. 2
608 66. 9 14.7 1166. 4 256. 5 3569.4 785.0
609 59.1 12.2 1276.4 263.0 3395.7 699. 6
610 80.7 15.5 1192. 4 228. 4 3689.9 706. 9
611 63.8 13.6 900. 2 192.4 3413.2 729.3
612 58.5 10.9 1204.6 224.0 3552.9 660. 8

5 meg/kg 619 96. 5 17.0 1145.8 202. 4 3225.8 569. 8
620 74.5 13.3 1147.1 204.2 3573.0 636.0
621 78.9 14.5 1286. 4 236.8 4240. 6 780.5
622 74.0 14.8 1093.8 218.17 3632.0 726.1
623 70.0 15.2 1153.5 250.1 3307.8 717.1
624 63.4 12.0 1281.1 242.9 3934.6 746.0

40 mg/kg 631 83.2 18.3 1105.1 243.3 3617.1 796. 4
632 59.9 11.8 1182.9 233.4 3665. 3 723.1
633 66. 2 12.0 1353. 2 245.1 3345. 4 606. 1
634 70.0 13.9 1212.1 240.8 3619.0 718.9
635 72.3 13.5 852.3 159.2 3239.4 604.9
636 90.2 18.6 1255.7 259.3 4070. 4 840.5

300 mg/kg 642 60.1 12.7 1140. 4 240.7 3137. 17 662.4
643 67.3 14.6 1104.8 239. 4 3107.7 673.5
644 65. 1 15.9 929.8 226.6 2920. 3 1.7
647 52.3 10.9 1054.4 220. 7 2877.3 602.3
648 54. 17 10.4 1122.5 212.6 3212.5 608. 3
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Appendix 26 Individual organ weights in juvenile female rats treated orally with 2, 4-Di-tert-butylphenol for 18 days followed by 63-day withdrawal period

Group Animal Final Brain Pituitary Thyroids Heart

and body weight

dose No.

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

Control 657 268.9 2.04 0.76 14.7 5.5 18.3 6.8 981.0 364.8
658 291.1 1.98 0.68 14.4 4.9 17.2 5.9 1110.5 381.5
659 280. 17 2.04 0.73 15.5 5.5 23.9 8.5 1082. 6 385. 7
660 249.17 1.82 0.73 14.6 5.8 12.4 5.0 920.8 368. 8
661 292. 4 2.13 0.73 16.4 5.6 14.2 4.9 1267.6 433.5
662 281. 17 2.04 0.72 20.5 1.3 19.6 7.0 1167.8 414.6

5 mg/kg 669 227.4 1.87 0.82 12.0 5.3 15.2 6.7 905.7 398.3
670 274.6 2.00 0.73 17.9 6.5 24.8 9.0 1025.7 373.5
671 271.2 1.99 0.72 13.0 4.7 19.1 6.9 1071.6 386.6
672 302.8 1.97 0.65 15.5 5.1 15.3 5.1 1145.8 378.4
673 208.1 1.95 0.94 13.6 6.5 14.0 6.7 976. 2 469.1
674 281.9 2.03 0.71 15.9 5.5 9.1 3.2 1150. 6 399.7

40 mg/kg 681 279.8 2.00 0.71 11.5 4.1 16.0 5.1 996.4 356. 1
682 303.0 2.02 0.67 17.9 5.9 16. 8 5.5 1166.4 385.0
683 292.7 2.04 0.70 12.0 4.1 19.2 6.6 1072.4 366. 4
684 267.17 2.01 0.75 15.5 5.8 21.7 8.1 1009.7 371.2
685 279.3 1.85 0.66 14.4 5.2 17.0 6.1 1072.1 383.9
686 323.5 1.93 0.60 15.5 4.8 23.0 7.1 1009. 4 312.0

300 mg/ke 694 226.0 1.77 0.78 13.5 6.0 17.4 7.1 872.8 386. 2
695 343.0 1.95 0.57 14.2 4.1 18.0 5.2 1087.6 317.1
696 323.8 1.95 0.60 13.7 4.2 17.4 5.4 1006. 8 310.9
697 309.8 1.94 0.63 16.9 5.5 21.8 7.0 1190.9 384.4
698 321.17 1.94 0. 60 17.3 5.4 23.1 1.2 1143.3 385.4
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Appendix 26 - continued

Individual organ weights in juvenile female rats treated orally with 2,4-Di-tert-butylphenol for 18 days

followed by 63-day withdrawal period

Study No. 49814

Grgup Animal Lungs Thymus Liver Spleen Kidneys

an

dose No. :

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

Control 657 934.3 347.5 386. 1 143.6 6.70 2.49 579.0 215.3 1.87 0.70
658 1188.2 408. 2 447.0 153.6 8.38 2.88 591.1 203.1 1.92 0.66
659 1157.0 412.2 643. 8 229.4 7.89 2.81 616.6 219.7 1.91 0.68
660 1089. 5 436.3 291.8 116.9 7.16 2.87 579. 1 231.9 1.85 0.74
661 1229.9 420. 6 466. 4 159.5 8.31 2.84 635.9 217.5 1.87 0.64
662 1229.6 436.5 539.0 191.3 8.89 3.16 886. 6 314.7 2.07 0.73

b mg/kg 669 1058.7 465.6 484.8 213.2 6.15 2.70 421.2 185.2 1.64 0.72
670 1252.3 456. 0 463. 4 168.8 7.97 2.90 557.0 202. 8 1.94 0.71
671 1060. 6 382.6 574.4 207.2 7.18 2.59 593. 2 214.0 1.87 0.67
672 1268. 2 418. 8 456. 6 150. 8 8.79 2.90 757.9 250.3 2.06 0.68
673 989. 2 475.3 394.9 189. 8 5.69 2.73 512.2 246. 1 1.52 0.73
674 1126.8 391.4 485.5 168. 6 8.24 2.86 760. 2 264.1 1.92 0.67

40 ng/kg 681 1068. 8 382.0 314.1 112.3 7.31 2.61 482.9 172.6 2.02 0.72
682 1172.7 387.0 398.7 131.6 9.25 3.05 712.9 235.3 2.07 0.68
683 1116.9 381.6 425.5 145. 4 7.30 2.49 579.5 198.0 1.89 0.65
684 1115.3 416.6 410.5 153.3 7.44 2.78 625.7 233.7 1.80 0.67
685 1093.8 391. 6 392.8 140. 6 7.22 2.59 597.3 213.9 1.74 0.62
686 1138.1 351. 8 633.7 195.9 8.97 2.71 754.7 233.3 2.08 0.64

300 mg/kg 694 1024. 8 453.5 357.0 158.0 6.32 2.80 465.0 205.8 1.32 0.58
695 1175.9 342.8 571.6 166. 6 9.24 2.69 764.1 222.8 2.07 0.60
696 1059.5 327.2 425.1 131.3 8.91 2.75 599.0 185.0 1.86 0.57
697 1164.4 375.9 564.0 182.1 8.04 2.60 526. 7 170.0 1.95 0.63
698 1085.7 337.5 485.3 150.9 9.58 2.98 726.5 225.8 1.84 0.57
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Appendix 26 - continued Individual organ weights in juvenile female rats treated orally with 2,4-Di-tert-butylphenol for 18 days
followed by 63-day withdrawal period

Group Animal Adrenals Ovaries

and

dose No.

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

Control 657 66. 2 24.6 88. 6 32.9
658 72.5 24.9 106. 2 36.5
659 18.3 27.9 82.9 29.5
660 90.5 36.2 83.3 33.4
661 69.7 23.8 104.5 35.7
662 110.5 39.2 96. 3 34.2

5 mg/kg 669 57.4 25.2 3.1 32.1
670 84.1 30.6 80.3 29.2
671 75.0 27.1 3.7 26.6
672 90.1 29.8 110.3 36.4
673 62.5 30.0 17.2 37.1
674 84.3 29.3 94.8 32.9

40 mg/kg 681 68.9 24.6 75.4 26.9
682 106. 5 35.1 113.2 37.4
683 79.9 27.3 4.4 25.4
684 63. 3 23.6 76.3 28.5
685 61.7 22.1 73.1 26.2
686 83.3 25.7 80. 3 24.8

300 mg/ke 694 64.9 28.17 64.1 28.4
695 76.6 22.3 101.8 29.17
696 64. 4 19.9 90. 6 28.0
697 85. 1 27.5 90.8 29.3
698 82.4 25.6 17.6 24.1




L01

Study No. 49814

Appendix 27 Individual organ weights in juvenile male rats found dead during oral treatment with 2,4-Di-teri-butylphenol for 18 days
Group Animal Final Brain Pituitary Thyroids Heart
and body weight
dose No.
@ (® (g/100gB.W.) (ng) (mg/100gB. ¥.) (ng) (mg/100gB. ¥.) (ng) (mg/100gB. W.)
300 mg/ke 645 10.0 0.56 5.60 0.7 7.0 1.7 17.0 150.3 1503.0
646 10.0 0.56 5.60 0.9 9.0 1.5 15.0 126.3 1263.0
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Appendix 27 - continued Individual organ weights in juvenile male rats found dead during oral treatment with 2,4-Di-tert-butylphenol for 18 days
Grgup Animal Lungs Thymus Liver Spleen Kidneys
an
dose No.
(mg) (mg/100gB. ¥.) (ng) (mg/100gB. ¥.) (® (g/100gB. V.) (mg) (mg/100gB. W.) (@ (g/100gB.V.)
300 mg/ke 645 214.1 2141.0 26.4 264.0 0.63 6. 30 39. 6 396.0 0.17 1.70

646 176. 4 1764.0 17.7 177.0 0. 58 5.80 26. 6 266.0 0.14 1.40
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Appendix 27 -

continued

Individual organ weights in juvenile male rats found dead during oral treatment with 2,4-Di-tert-butylphenc! for 18 days

Study No.49814

Group
and
dose

Animal

No.

Epididymides

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

300 mg/kg

645
646
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Appendix 28

. . . . Study No. 49814
Individual organ weights in a juvenile female rat found dead during oral treatment with 2,4-Di-tert-butylphenol for 18 days

Group Animal Final Brain Pituitary Thyroids Heart
and body weight
dose No.
(@ (® (g/100gB.¥.) (mg) (mg/100gB. W.) (mg) (mg/100gB. W.) (mg) (mg/100gB. W.)
300 mg/kg 693 9.1 0.71 7.80 1.2 13.2 1.5 16.5 124.1 1363.7
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Appendix 28 - continued Individual organ weights in a juvenile female rat found dead during oral treatment with 2,4-Di-tert-butylphenol for 18 days
Grgup Animal Lungs Thymus Liver Spleen Kidneys
an
dose No.
(mg) (mg/100gB.¥.) (mg) (mg/100gB.¥.) (& (g/100gB.¥.) (mg) (mg/100gB.¥.) (g (g/100gB.¥.)
300 mg/ke 693 148.8 1635.2 12.2 134.1 0.61 6. 70 26.0 285.7 0.14 1.54
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Appendix 28 - continued Individual organ weights in a juvenile female rat found dead during oral treatment with 2,4-Di-tert-butylphenol for 18 days
Group Animal Adrenals Ovaries
and
dose No.
(ng) (mg/100gB. ¥.) (ng) (mg/100gB.¥.)
300 mg/kg 693 3.6 39.6 1.4 15.4
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Appendix 29 Individual histopathological findings in juvenile male rats treated orally with 2,4-Di-tert-butylphenol for 18 days

Group and dose

Animal No.

Organs and findings Necropsy timing

Control

b mg/kg

601

602

603 604 605 606

613 614 615 616 617 618

S

S N S S

S S S 3 S S

Digestive system
Liver ] )
Degeneration, hepatocyte, fatty, periportal

Respiratory system
Lung
Edema, alveolus

Urinary system
Kidney

Tubule, basophilic

Cast, granular

Dilatation,collecting tubule, cystic

Cellular infiltration, neutrophil

Special sense organs

Eye ]
Hemorrhage, intraocular

Musculoskeletal system
Cranial bone
Fracture )
Hemorrhage, periosteun

[ T |
L+
[ I N
| I I B

Abbreviation: S, scheduled.

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

*: not examined.

There are no remarkable changes in the thymus, spleen, heart, testis,

epididymis, pituitary,

thyroid, adrenal and brain in all animals of control group.
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Appendix 29 - continued Individual histopathological findings in juvenile male rats treated orally with 2,4-Di-tert-butylphenol for 18 days
Group and dose 40 mg/ke 300 mg/ke
Animal No. 625 626 627 628 629 630 637 638 639 640 641 645 646
Organs and findings Necropsy timing S S S S S S S S S S S D D
Digestive system
Liver . _
Degeneration, hepatocyte, fatty, periportal - - - - - - ++ ++t +t t++ tt - -
Respiratory system
Lung % % % ¥ % %
Edema, alveolus - - - - - t -
Urinary sysiem
Kidney
Tubule, basophilic - - - - - + t -~ + t + - -
Cast, granular - - - - - - - + + + t - -
Dilatation,collecting tubule, cystic - - - - - - +t + +H +H+ 1+ - -
Cellular infiltration, neutrophil - - - - - - - + + ++4 + + +
Special sense organs
Eye % % ] ¥ % % ¥ * % * % %
Hemorrhage, intraocular +
Musculoskeletal system
Cranial bone ¥ % % % % % % % % % * %
Fracture :
Hemorrhage, periosteun +

Abbreviations: S, scheduled; D, dead.
Grade sign: -, none; +, mild; +, moderate; ++f, marked.
¥: not examined.

There are no remarkable changes in the thymus, spleen, heart, testis,

and in the urinary bladder in one animal of 300 mg/kg group.

epididymis, pituitary, thyroid, adrenal and brain in all animals of 300 mg/kg group,
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Appendix 30

Individual histopathological findings in juvenile female rats treated orally with 2,4-Di-tert-butylphenol for 18 days

Study No. 49814

Group and dose

Animal No.

Organs and findings Necropsy timing

Control

5 mg/kg

651

652

653

654

659

656

663

664

660

666

667

668

N

N

§

N

N

S

S

§

S

Digestive system
Liver . .
Degeneration, hepatocyte, fatty, periportal

Hematopoietic sysiem
Thymus
Atrophy, cortex

Urinary system
Kidney
Necrosis, papilla
Tubule, basophilic
Cast,granular
Dilatation,collecting tubule, cystic
Cellutar infiltration, nentrophil

Nervous system
Brain
Hemorrhage, cortex, cerebrum, focal

L I R |

et

Abbreviation: S, scheduled.

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

¥: not examined.

There are no remarkable changes in the lung, spleen, heart, ovary, pituitary, thyroid and adrenal in all animals of control group.
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Appendix 30 - continued Individual histopathological findings in juvenile female rats treated orally with 2,4-Di-tert-butylphenol for 18 days
Group and dose 40 mg/kg 300 mg/kg
Animal No. 675 676 671 678 679 630 687 688 689 690 691 692 693
Organs and {indings Necropsy timing S S N S S S S S S S S S D
Digestive system
Liver ) )
Degeneration, hepatocyte, fatty, periportal - - t - - - + +t tH +t tt+ +tt t
Hematopoietic system
Thymus % % % % % %
Atrophy, cortex - - - - - - t
Urinary system
Kidney
Necrosis, papilla - - - - - - ~ - - - - +
Tubule, basophilic - - - - - + + - - + + t -
Cast,granular - - - - - - - - - + - + +
Dilatation,collecting tubule,cystic - - - - - - ++4 ++ +t ++ ++ ++ -
Cellular infiltration, neutrophil - - - - - - - t - +H 4 - +
Nervous system
Brain % % % % % %
Hemorrhage, cortex, cerebrum, focal - - - - - - 1

Abbreviations: S, scheduled; D, dead.

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

¥: not examined. o . . ]

There are no remarkable changes in the lung, spleen, heart, ovary, pituitary, thyroid and adrenal in all animals of

300 mg/kg group.
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Appendix 31 Individual histopathological findings in juvenile male rats treated orally with 2,4-Di-tert-butylphenol for 18 days

followed by 63-day withdrawal period

Study No. 49814

Group and dose Control 5 mg/kg
Animal No. 607 608 609 610 611 612 619 620 621 622 623 624
Organs and findings Necropsy timing S S S S S S S S S S N N
Urinary system
Kidney % % % % % %
Tubule, basophilic - - - - - -
Dilatation, collecting tubule - - - - - -
Cellular infiltration, lymphocyte - - - - - -
Fibrosis - ~ - - - -
Genital sysiem
Testis (] % ¥ % % %
Atrophy, seminiferous tubule - - - - +14 -
Epididymis ] * ¥ % ] %
Decrease, sperm, lumen - - - - + -

Abbreviation: S, scheduled.
Grade sign: -, none; +, mild; ++, moderate; +++, marked.
¥: not examined.

There are no remarkable changes in the liver, lung, thymus, spleen, heart, pituitary, thyroid, adrenal and brain in all animals of control group,

and in the liver in all animals of 5 mg/kg group.
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Appendix 31 - continued Individual histopathological findings in juvenile male rats treated orally with 2,4-Di-tert-butylphenol for 18 days
followed by 63-day withdrawal period
Group and dose 40 mg/kg 300 mg/kg
Animal No. 631 632 633 634 635 636 642 643 644 647 648
Organs and findings Necropsy timing S S S S S S S S S S S
Urinary system
Kidney
Tubule, basophilic - - - - - - t t - t -
Dilatation,collecting tubule - - - - - - + + + + +
Cellular infiltration, lymphocyte - - - - - - - + - + -
Fibrosis - - - - - - - _ - 1 _
Genital system
Testis % % % % %
~ Atrophy, seminiferous tubule +tt - - - - -
Epididymis * % ¥ % *
Decrease, sperm, lumen 4 - - - - -

Abbreviation: S, scheduled.
Grade sign: -, none: +, mild; ++, moderate; +++, marked.
%: not examined.

There are no remarkable changes in the liver, lung, thymus, spleen, heart, pituitary, thyroid, adrenal and brain in all animals of 300 mg/kg group,

and in the liver in all animals of 40 mg/kg group.



611

Appendix 32
followed by 63-day withdrawal period

Individual histopathological findings in juvenile female rats treated orally with 2,4-Di-tert-butylphenol for 18 days

Study No. 49814

Group and dose Control 5 mg/kg
Animal No. 657 658 659 660 661 662 669 670 671 672 673 674
Organs and findings Necropsy timing S S S S S S S S S S S S
Urinary system
Kidney ¥ % H % % %
Dilatation,collecting tubule - -
Mineralization, corticomedullary - + - - -

Abbreviation: S, scheduled.
Grade sign: -, none; +, mild; ++, moderate; +++, marked
*: not examined.

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

and in the liver in all animals of 5 mg/kg group.
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Appendix 32 - continued Individual histopathological findings in juvenile female rats treated orally with 2,4-Di-tert-butylphenol for 18 days
followed by 63-day withdrawal period
Group and dose 40 mg/kg 300 mg/kg
Animal No. 681 682 683 684 685 686 694 695 696 697 698
Organs and findings Necropsy timing S S S S S S S S S S S
Urinary system
Kidney
Dilatation, collecting tubule - - - - - - t t t +
Mineralization, corticomedullary - - - t - - - - - - +

Abbreviation: S, scheduled.
Grade sign: -, none; +, mild; ++, moderate; +++, marked. o . o .
There are no remarkable changes in the liver, lung, thymus, spleen, heart, ovary, pituitary, thyroid, adrenal and brain in all animals of 300 mg/kg group,

and in the liver in all animals of 40 mg/kg group.
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